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N300peTeHne OTHOCUTCS K HOBOMY TENTHIAHOMY COCIMHCHUIO, OOJIAJAOIeMy JCHCTBUCM aKTHBAI[UH
penentopoB GLP-1 u penentopoB GIP, 1 k NpuMEHEHWIO TENTHIHOTO COEIUHEHHUS B KadyeCTBE
JIEKapCTBEHHOTO CpeACTBA. B YacTHOCTH, MpeayCMaTpHBAIOTCS MENTH[, COACPKAIIMA YaCTHIHYIO
MOCIIEI0BATEIBHOCTh, COOTBETCTBYIONIYIO (opmyne (I), WM ero comb M JIEKAPCTBEHHOE CPENICTBO,
coziepKallee ux.

P!-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-Al11-A12-A13-
Leu-Asp-Al6-Al7-Ala-Gln-A20-Glu-Phe-Val-Lys-Trp-Leu-Leu-Lys-A29

(1)

rac Ka)KZ[LIﬁ CHUMBOJI SABJIACTCA TaKUM, KaK OIIPEACIICHO B I/I306p€TeHI/II/I.

14 iyl
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O0JacTh TEXHUKH

N300peTenrie OTHOCUTCS K HOBOMY MENTHIHOMY COEIMHEHHIO, 00JIalafoleMy aKTHBHPYIOIIUM AeHCTBUEM
Ha penentopbl GLP-1 u penenrropsr GIP, 1 kK MpUMEHEHHUIO MENTHIHOTO COSAMHECHUS B KAUeCTBE JICKAPCTBEHHO-
TO CpEeICTBa.

YpoBeHb TeXHUKH

Kax rmokaron-nogo6usrii nentun-1 (GLP-1), Tak 1 3aBUCHMBIA OT TIIOKO3bI WHCYJIWHOTPOIHBIN ITOJIH-
nentua (GIP), npencraBistor coboii menTuapl, HazbiBaeMble nHKpeTnHaMu. GLP-1 u GIP cekpetupyrorcs n3 L-
KJIeTOK M K-KJIeTOK TOHKOTO KHIIIEYHHNKA, COOTBETCTBEHHO.

GLP-1 peiictByet uepe3 peuentopsl GLP-1 n n3BectHo, 4T0 OH 001a1a€T 3aBUCUMBIM OT TJIFOKO3BI HHCY-
JUHOTPOTIHBIM JIeHiCTBHEM U AeMCTBUEM MOJABIIEHHs MUIEBON akTUBHOCTU. C Apyroil CTOpOHBI, H3BECTHO, UTO
GIP o6nanaer 3aBUCHMBIM OT TJIFOKO3bI MHCYJIMHOTPOIIHBIM JieHicTBHEM depe3 penentopsl GIP, xoTs ero Bnns-
HHE Ha IHIIEBYIO aKTHBHOCTD SIBJISIETCS HESCHBIM.

Bruto ommcaHO, UTO COBMECTHOE BBeJAeHHE aroHucra pernenropa GLP-1 nuparnyTtuna u aroHucTa penen-
Topa GIP N-Ac-GIP B Oosblieii cTeneHn yCUIUBAET e CTBIE MOBBILICHHUS TOJEPAHTHOCTH K TJIFOKO3€ U JIeicT-
BUE CHIDKCHHS MAcCCHI TeJla, YeM BBEICHUE TOJBKO JIHpariIyTHaa (HemaTeHTHHIH fokyMeHT 1). Taxke Opu10 omm-
CaHoO, YTO TENTHI, SBIISIOMINNACA COBMECTHBIM aroHucToM perentopa GLP-1/penenropa GIP, nemoHcTpupyeT
OoJee BEIpa)KEHHOE THITOTIIMKEMHUYECKOE AEUCTBHIE U ICHCTBHE CHIDKCHHUS MacCHl Tella, 9YeM arOHHCT perenTopa
GLP-1 otnenpHO (MTAaTEHTHBIA JOKYMEHT 1).

Taxxe ObUIM TPEANPUHSATHI MOTBITKH TTOMCKA MENTHIOB, 00IaJaromiuX aKTUBHOCTHIO KOATOHUCTA PELeH-
topa GLP-1/penenrropa GIP mim akTHBHOCTBIO TPOWHOTO aroHucTa riaokaron/penentop GLP-1/penentop GIP,
M pa3pabOTKH STHX IENTHABI B KayeCTBE JICKAPCTBEHHBIX CPEACTB NMPOTUB OXKUPEHHUS WM TEpareBTHYECKUX
JIEKapCTBEHHBIX CPEJICTB OT Anabera, UCXOAsS M3 CTPYKTYpHI MpupoaHoro rinokarona, GIP wimm GLP-1 (nmarent-
HBIE JOKYMEHTHI ¢ | mo 8). OnHako HU B OAHOM M3 JOKYMEHTOB HE ONUCAHO MENTUAHOE COCAMHEHHE IO Ha-
CTOSIIIIEMY N300PETEHUIO.
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[MarenTHbiit HokymeHT 4 WO 2012/088379.
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[Marentnsiit nokyment 8§ WO 2013/192130.

HenaTeHTHBIH JOKyMeHT

HenarenTaerit qokymenrt 1 Clinical Science 121, 107-117 (2011).

CymHocTh n300pereHns
TexHnyeckas 3aa4a

W300peTenne HampaBiieHO Ha TOJTydeHHE HOBOTO IENTHIHOTO COEAWHEHMs, 00JaNaloImero BBICOKOM ak-
THBHOCTBIO Koaronucra perienropa GLP-1/penenropa GIP, n mpurogHoro B Ka4ecTBe CpeACcTBa IS MPOQUIIaK-
THKH FUTU JICUCHHS O)KUPEHUS U T.1II.

Pemenue 3anaun

ABTOpPBI M300peTEHNs TIPOBENN THIATEIIFHBIE MCCIIEIOBAHMS, KACAIOIINECs] HOBOTO MENTHAHOTO COEINHE-
HUs, 00JIaaromiero 6oyee BRICOKOW aKTHBHOCTBIO KoaroHucra perentopa GLP-1/penentopa GIP u sBistorero-
Csl IPUT'OZHBIM B KAUECTBE CPEACTBA Ul NPO(MIAKTHKY WIN JICYSHHUS OKUPEHHS U T.I., U OOHAPYKUIIH, YTO
HENTHIHOE COEAMHEHHUE, COJEpXKallee YaCTHYHYIO IOCIEA0BAaTEILHOCTh, COOTBETCTBYMOUIyI0 (opmyne (1),
NPE/CTaBICHHON HMXKe, W T.OI. oOyafaer Ooyee BBHICOKOW aKTHBHOCTBHIO Koaronucra penentopa GLP-
1/peuenrtopa GIP, 4To npHUBENO K OCYLIECTBICHHUIO HACTOSILETO N300PETEHHS.

Takum o6pa3om, HacTosAIee H300peTEHHEe OTHOCUTCS K CICTYIONEMY:

[1] menrtup, comepkamuii YaCTUIHYIO MOCIEI0BATEIFHOCT, COOTBETCTBYIONTYIO hopmyie (I):

PI-Tyr-Aib-Glu-Gly-Thr-oMePhe-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)

rae P! npencrasisier co6oif rpyITy, COOTBETCTBYIOMIYIO hopMyIie:

RA

-CO-R™,

-CO-OR™,

-CO-COR™,

-SO-R",

-S0,-R*,

-80,-OR™,



-CO-NRAR™,
-SO,-NRMR™, i
-C(=NR*) -NRMRM
rJe KaKIbIH 13 RAI,
MICHHYIO YTIICBOIOPOIHYIO
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b
R* u R nesasucumo MpeCTaBIsIeT cO00i aToM BOJIOpOAa, HEoOs3aTeIHbHO 3aMe-
TPYIITY WM HEOOS3aTeIFHO 3aMEIIEHHYIO TeTePOIUKINYECKYTO TPYIIILY;

Al1l mpencrasisier coboit Aib nnu Ala;

A12 npencrasisieT coboit Ala, Ile, Lys, Phe umu Pya (4);

A13 npexacrasnsier coboit Aib, Cha, Leu, aMePhe nim a-MeTyr;

A16 npencrasisieT coboit Lys nmu Ser;

A17 npencrasiset coboit Gln nnm Ile;

A20 npexacrasisier coboit Ala wnu Ser; u

A29 npencrasinsiet coboit Gln mnu Gly,

WM €TO COJIb ([laJiee MHOT/a COKpAIIeHHO 0003HaYaeMblii kak coeauaeHue (I));

[2] menrtup cornmacHo
[3] menTun cornmacHo
[4] menrtu cormacHO
[5] menrtu cormacHO
[6] menrTu cormacHO
[7] menrtu cormacHO
[8] menrtu cormacHO
[9] menrtu cormacHO

[1] wnm ero comnb, Te p! MpEeJICTaBISIeT COOO0H aTOM BOJIOPO.IA;
[1] unu ero coms, rae All mpencraBnsier coboit Aib;

[1] mmu ero comb, Tae Al2 mpencrasiseT coboii Ile;

] wiu ero comb, rae Al3 mpencrasiseT coboi Aib;

] i ero comb, rae Al6 mpencrasiseT codo Lys;

] i ero conb, rae Al7 npencrasiset coboit Gln;

] i ero comb, rae A20 mpencraBiseT coboit Ala;

[1] mmu ero comnb, Tae A29 npencrasnset codoit Gly;

— e

1
1
1
1
1

[10] mentua cornacHo [1] win ero cojib, UMEIOIINE aMUHOKUCIOTHYIO MOCIIEI0BATENbHOCTh, COOTBETCT-
Byroyr Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys-, na C-koHIieBo# cTropone A29;

[11] menTun cornacuo [1] unu ero codb, rae

p! TpeJICTaBIsIeT COO0I aToM BOJIOPO.IA;

A1l npexacraiusier co
A12 npexacraBiser co
A13 mpencraBisieT co
A16 mipencTaBiseT co
A17 npencraisieT co
A20 mpencTaBiseT co
A29 mipencraBiseT co

ooti Aib;
ooii Ile;
60ii Aib;
ooti Lys;
60ii Gln;
6oii Ala;
ooti Gly; u

TIENITH T, 00JIAAATOIINH aMHUHOKHUCIIOTHOM TTOCIIEIOBATENILHOCTRIO, COOTBeTCTBYIoMEeH Gly-Pro-Ser-Ser-Gly-
Ala-Pro-Pro-Pro-Ser-Lys-, Ha C-koH1eBo# cTropoHe 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 wmiau 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-NH, miau 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 wmim 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-NH: W ero

COJIB ;

[16] nexapcTBeHHOE CPEACTBO, COAEpIKAIIee MENTH I corjacHo [1] i ero coib;
[17] nexapcTBeHHOE CcpencTBO coriacHo [16], koTopoe mpencraBisier coboit akrTuBaTop perentopa GLP-1

u penenropa GIP;

[18] mexapcTBeHHOE cpeAcTBO coryacHo [16], koTopoe mpencTaBisieT OO0l CpeaCcTBO IS MPOQHIAKTHKA
WY JICYCHUST OKUPEHHS HITH JinadeTa;

[19] cmoco® mpodMIaKTHKN WX JICYESHUS OKUPCHHS WU JUa0deTa Y MIICKOIUTAIOMIETO, BKIIOYATOIIHMA
BBelleHNE 3P PEKTUBHOTO KOJMIESCTBA MENTHAA COTIACHO [1] I €T0 COMM MIIEKOTTUTAIOIIEMY

[20] crtoco6 akTuBarmm perientopa GLP-1 u penienrropa GIP y MiekonuTaromero, BKIIFOYAIONUH BBEIACHHE

3((HEeKTUBHOTO KOJTHUYECTBA

nenruga CorjaiacHoO [l] WA €T0 COJIM MJICKOIIUTAIOIIEMY

[21] mpumenenue nentuaa corinacHo [1] win ero coiu Al M3TOTOBJICHUS CPEACTBA JUIA MPOGUIAKTUKA
WK JICYCHUS OXKHUPCHUS WK THA0eTa;
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[22] mentun cormacHo [1] wimu ero coutb Ut IPUMEHEHUS JUTS NPO(MIIAKTHKY WM JICUCHUST OXKUPEHUS WIN
nuradera.

IMpeumymiecTBeHHbIE 3P (PeKTHI H300peTEHUsI

Coenunenne (I) obnamaeT ymaydIIeHHON akTHMBHOCTHIO kKoaroHucTa perentopa GLP-1/penentopa GIP u
JIEMOHCTPHUPYET 3HAYUTENbHBIEC 3()()EKTHI MOABICHUS NUIEBOW aKTUBHOCTH M 3()()EKTHI CHHKEHUS MacChl Tea
in vivo. Kpome toro, coemunenune (I) o0magaer HUI3KUM PHCKOM THTIIEPTIIMKEMHYECKOTO ACHCTBHS M TAKXKE SBIIS-
eTCsI IPUTOTHBIM U JICUSHHS O)KUPEHHUS, aCCOLMUPOBAHHOTO C JHA0ETOM H T.II., BCIICACTBHE €0 HU3KOM aK-
TUBHOCTH arOHMCTA perenTopa rimokarona. bonee toro, coenunenue (I) sBiseTcss MPeBOCXOAHBIM B OTHOIICHIH
PACTBOPHMOCTH, a TaKXkKe 00JIaJjaeT TeM MPEUMYIIECCTBOM, YTO COCMHECHUE MOXHO 0€3 TpyJa COCTaBIIAThH B Ka-
YECTBE JIEKAPCTBEHHOTO CPEICTBA.

Ionpo6Hoe onncanune u3odpeTeHUs

OmnpenencHue KaKIOT0 3aMECTHTEIIS, HCIOJIh3yEMOr0 B HACTOSIIEM ONMCAHHUHU, TTOJJPOOHO OMUCAHO HIDKE.
Ecnu Het MHBIX yKa3aHHM, KOKIBIH 3aMECTUTEIh HMECT CIICIYIONICE ONPEICICHUE.

B HacTosIeM OmUcaHnyu MPUMEPHI 'aToMa TajoreHa’ BKIFOYAT GTOp, XJI0p, OpoM U Ho.

B nacrosmiem onucanuu npumepsl "Cig aTKUIBHOW TPYNIBI" BKIIOYAIOT METHII, dTHII, PO, U30IPO-
T, OyTHII, U300YyTHII, Sec-OyTHII, TpeT-OyTH, IEHTHI, U30MEHTHI, HEOTICHTHJI, |-3THIINPOIIHI, TeKCHII, H30-
rexcud, 1,1-quMeTunoyTm, 2,2-TMMeTUIOYTHI, 3,3-TUMETHIIOYTHI B 2-3THIOYTHIL.

B mHacrosmem onmcaHuu MpUMeEpHl "HEO0O0sI3aTeNIbHO TaloreHupoBaHHOW C)¢ aKWIIBHON TPyNIbl" BKITIO-
qaioT C;¢ aTKWIBHYIO TPYIITY, HE0Os3aTeIbHO MMEOIyIo 1-7, mpeamodrutenpHo 1-5, aromoB raioreHa. Ee
KOHKpPETHBIC NMPUMEPHI BKIIOYAIOT METIII, XJIOPMETHI, TUPTOPMETHII, TPUXJIOPMETHI, TPU(YTOPMETHI, ITHI, 2-
opomaTmi, 2,2 2-tpudTopaTii, TerpadTopaTWI, HeHTadropaTHi, mpomwi, 2,2-nudTopnponwmi,  3,3,3-
TpudTOopnponmI, u3onponwt, Oytun, 4,4,4-rpudTopOyTHi, U300yTHI, BTOP-OYTHI, TPEeT-OyTHII, IEHTHI, M30-
MCHTWI, HEONCHTHUI, 5,5,5-TpudTopneHTIII, TeKCHIT U 6,6,6-TpU(TOPTEKCHIL.

B Hactosmem omnucanuu mnpumepsl "C,¢ anKeHWIBHON TpyHnbl" BKIIOYAIOT STEHWN, |-MponeHun, 2-
OpOTCHWI, 2-MeTwi-1-nponieHmn, 1-OyreHmn, 2-Oytenui, 3-OyTeHwn, 3-MeTwi-2-OyTeHWJ, |-IeHTCHWI, 2-
MEHTEHWI, 3-TIEHTEHU, 4-IIEHTEHIII, 4-METHII-3-IIEHTEHNI, 1-T€KCEHNU, 3-TeKCEHWIT M 5-TeKCEHMII.

B macrosimem ommcannu npuMepbl "C,¢ aTKWUHWIBHOH TPYMIBI" BKIIOYAIOT ITHHWI, |-TIPOTMHWI, 2-
nponuHuWI, 1-OytwHun, 2-OyTWHWI, 3-OyTHHWI, |-IEHTUHWI, 2-TIEHTUHWI, 3-TIEHTHUHWI, 4-TIeHTUHWI, |-
TEeKCHUHWII, 2-TEKCUHMII, 3-T€KCUHI, 4-T€KCHUHUII, S-TeKCUHII U 4-METHUI-2-IEHTHHHMIL.

B HacTosmem omucanuu npuMepsl "Cs_jg IUKI0ATKWIBHONH TPYITHI" BKIIOYAIOT MUKIOTPOITIII, IIUKJIO0Y-
THJ, TUKIONIEHTHI, ITUKJIOTSKCHII, ITUKJIOTENTHI, UKIOOKTHI, Oummkio[2.2.1]rentwr, Ourukio[2.2.2]okTu,
Oonnmkio[3.2.1 JoKTHI 1 aTaMaHTHIL.

B Hacrosmiem onmcaHuM IpuMepsl "HEOO0S3aTeNbHO TanoreHnpoBaHHOH Cj 19 HMKIOATKMWIBHOM rpymsr”
BKITIIOYar0T C;_j¢ IUKIOATKWIBHYIO TPYIITY, HE00A3aTEIIFHO UMCIOIYIO0 1-7, MpeanovYTuTeNsHo 1-5, aToMOB ra-
noreHa. Ee  KOHKpeTHble THpUMEpHl  BKIIOYAIOT  IMKIonponwi,  2,2-mudropumkionpornun, — 2,3-
JTUPTOPUUKIONPOIIII, MUKIOOYTII, TUPTOPUUKIOOYTHII, IUKIOMECHTH, ITUKIOTEKCII, IIMKIOTSHTHI U IHKIIO-
OKTHIL.

B Hacrosimem onmcanuu npumepsl "Cs. g DAKIOATKSHAILHOW TPYIIBI" BKIIOYAIOT ITUKIOMPOIICHIUI, ITUK-
00y TeHUI, TUKIONEHTEHIT, IUKJIOTeKCEHM, ITMKIOTENTCHIIT U IIUKIOOKTEHIT.

B Hacrosimem onmcanuu npumepsl "Cg.14 apuiIbHOHM rpymmiel" BKIIOYaOT Germn, 1-HadTun, 2-HadTmr, 1-
aHTPUJI, 2-aHTPUIT U 9-aHTPHIL.

B nacrosimem onmcanuu npuMeps! "'Cq. g apamKWIbHON TPYIIIBET" BKIIOYAIOT OSH3UI, PEHITHUI, HaQTHIMe-
THT U (PCHUIIIPOTTHIL.

B nacrosimem onucanuu npumepsl "Ci ¢adKOKCUTPYHNbl" BKJIIOYAIOT METOKCH, 3TOKCH, MPOIOKCH, H30-
MPOTIOKCH, OYTOKCH, H300yTOKCH, BTOP-0YTOKCH, TPET-OYTOKCH, IICHTHUIIOKCH U TEKCHIOKCH.

B HacrosmeM onucaHUM IPUMEPHl "HEOOS3aTEIBHO TaJOrCeHUPOBAHHOHN C_¢aIKOKCUTPYIITBI" BKIIFOYAIOT
C/_¢ aJIKOKCHUTPYIIITY, HEOOS3aTEIPHO UMEIOIIYIO OT 1 710 7, mpenmoyTuTeNbHo oT 1 10 5, atTomoB ranorena. Ee
KOHKPETHBIC MMPUMEPHI BKIIFOYAIOT METOKCH, THHTOPMETOKCH, TPUPTOPMETOKCH, ITOKCH, 2,2,2-TpUPTOPITOKCH,
TIPOITOKCH, MU30MPONOKCH, OyToKcH, 4,4,4-TpUPTOPOYTOKCH, N300YTOKCH, BTOP-OYTOKCH, IMMEHTUIIOKCH U TE€KCH-
JIOKCH.

B nacrosmem onucanuu npuMeps! "'Cs_gIIUKIOTKUIOKCHTPYIIIBI" BKIFOYAIOT IUKIOTPOTIFIIOKCH, ITHKIIO-
OYTHIIOKCH, IIUKJIOTIEHTHIIOKCH, ITUKJIOTEKCHIIOKCH, ITUKJIOT SNTIIIOKCH M IUKJIOOKTHIIOKCH.

B Hacrosimem ommcanuu npuMepsl "'Ci_¢alKUITHOTPYIIB" BKJIIOYAIOT METHIJITHO, dTHIITHO, TPOIUITHO,
M30TIPOITMITHO, OYTHITHO, BTOP-OyTHITHO, TPET-OyTHITHO, IEHTHITHO U TEKCHIITHO.

B Hacrosmem omucaHuu mpuMepsl "HE00s3aTeIEHO TATOTeHUPOBAHHOM C | ¢aIKMITHOTPYIIIBI" BKIFOYAIOT
C/_caIKIITHOTPYIITY, HEOOsI3aTEIFHO UMEIOIIYIO OT 1 10 7, MpeArmouTHTEIpHO OT 1 10 5, atomoB ramoreHa. Ee
KOHKPETHBIC MPUMEPHI BKIFOYAI0T METHIITHO, TUPTOPMETIIITHO, TPUPYTOPMETHITHO, STHUITHO, MTPOIHITHO, U30-
TIPOTHITHO, OYTHITHO, 4,4,4-TpUPTOPOYTIITHO, ICHTUITHO U TEKCHIITHO.

B nacrosimem ommcanuu npumMepsl "Cj¢ adKHIKapOOHWIEHON TPYNIEI" BKIIFOYAIOT alleTHII, POTIAHOMI,
OyTaHOMJI, 2-METHIIPONAHOWI, MCHTAHOWN, 3-METHIOYTaHOWI, 2-METHIOYTaHOWN, 2,2-THUMETUIIPOIaHOMIL,
TeKCAHOWJI ¥ TeNTaHOMIL.

B HacTosmemM onucaHuyM MpUMEPHl "HEOOsI3aTebHO TaIOTeHUPOBaHHON C|.¢ aJIKMIIKAPOOHUIBHON TPYII-

-3
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nbl" BKiTI04aoT Cj ¢ aTKWIKapOOHMIIBHYIO TPYIILY, HE00s3aTeJIbHO MMEIOIYI0 OT 1 10 7, MpeAroYTUTEIHHO OT |
70 5, aToMOB ranoreHa. Ee KOHKpeTHbIE pUMepHI BKIIIOYAIOT alleTHII, XJIOpaleT1, TPU(PTOpaleTHII, TPUXJIOp-
aTeTII, IPOTIaHOWI, OYTAaHOWII, ICHTAHOMII ¥ TEKCAHOMIL.

B nacrosmiem omucanuu npumepsl "Ciq aTKOKCUKApOOHUIHHON TPYHIB" BKITIOYAIOT METOKCHKApOOHWII,
JTOKCUKApPOOHWI, TPOMOKCHUKApPOOHMII, H3OMPOIIOKCHKAPOOHHI, OyTOKCUKApOOHMI, H300yTOKCHKApOOHWIT,
BTOP-0YTOKCUKAPOOHWII, TPET-0yTOKCUKAPOOHIII, TIEHTHIIOKCUKAPOOHWIT U TEKCHIIOKCHKApOOHHIT.

B nactosmem onmcannu npumMepsl "Cg. 4 aprUIIKapOOHUIHLHOM TPYIITEI" BKITIOYAOT OeH30mI, 1-HadTOoMI 1
2-Ha(TOMII.

B nacrosmem onucannn npumeps! "Cy. g apalKHIKapOOHWIBHON TPYIIEL" BKIIIOYAIOT (eHMIIANeTHI 1 de-
HUWJITTPOITHOHMIL

B Hacrosimem onucanuu mpumeps! "S-14-4neHoi apoMaTHYECKON TeTepOLMKIMIKapOOHHIBHON IpymIb!”
BKJTFOYAIOT HUKOTHHOMII, U30HUKOTHHOWJI, TEHOWI U (PyponII.

B nacrosimem onucanuu mpumepsl "3-14-uIeHHON HeapOMaTHYECKOH reTepOolMKIHIKapOOHMIEHON IpyTI-
61" BKITIOYAIOT MOP(HOIMHUIKAPOOHHII, THIIEPUINHUIKAPOOHWIT ¥ TUPPOITHIMHAIKApOOHHII.

B Hacrosmiem onucanuu mpuMepsl "MOHO- Wi TU-C1_g IKWIKapOaMOMIBHOM IPYIIBI" BKIFOYAIOT METHII-
KapOaMouII, dSTHIKapOaMOHII, TUMETHIKApOaMOnI, TUATHIIKapOamMon 1 N-3Twi-N-MeTHIKapOaMOouII.

B macTosmem omwcaHun mpuMmepbl "MoHO- Wwin U-Co i apamKuikapOaMOMIBHON Tpynmbl" BKIFOYAIOT
OeH3MmITKapOaMomT U PeHITHITKAPOAMOIT.

B nacrosmiem omumcanmu npuMmepbl "Cis adKWICYyIb()OHUIBHONH TPyNmbl" BKIIOYAIOT METUICYIH(GOHHMII,
ATUICYIb(QOHUI, TPOTTHICYITH(OHII, U30TPOTIICYIb()OHWUIT,

OyTuicynb(oHmI, BTOp-0yTHIICYTb(OHMI M TPET-0yTHICYIb(OHMIL.

B nacrosimem omnvcaHun npuMepsl "Heo0s3aTeIbHO TanoreHnpoBanHOH Ci ¢ aKMICYIb()OHMIBHON IpyTI-
nbl" BKIFO4YaroT Cj ¢ aJKWICYIb(OHIIBHYIO IPYIITY, HE00sM3aTeIbHO UMEIONIYIO OT 1 10 7, MPEANOYTUTEIBHO OT
1 mo 5, aromoB ranorena. Ee KOHKpeTHbIC MPUMEPHI BKIIOYAIOT METWICYIb()OHMI, TU(TOPMETHICYIB(MOHNI,
TpUPTOPMETUICYIb(YOHMI, STHICYNHGOHUI, MPOMWICYIbYOHII, H30NPOMWICYIb(GOHWI, OyTHICYIB(OHWUI,
4,4,4-tpudTopOyTHIICYTb(YOHMI, TEHTHIICYIb(POHNT U TeKCHUIICYITb(MOHNUII.

B nactosmem onmcannu npumMepsl "Cy. 4 apriIcyIbGOHWIBHON Tpynmbl" BKIIIOYaoT GeHmIcynbdonmt, 1-
HaQTUICYTbQOHUT U 2-HAD THIICYTHHOHIIT.

B HacrosimeM omnmcaHUW TMpUMEpPHI "'3aMeCTUTENs" BKIIIOYAIOT aTOM TaJIOTeHa, ITHAHOTPYIITY, HUTPOTPYII-
My, HE00A3aTENHHO 3aMEIICHHYIO YTIICBOJOPOJHYIO TPYIITY, HE00S3aTENbHO 3aMEIICHHYIO T€TEePOIHKINIECKYIO
TPYIILy, alUIbHYIO TPYIITY, HE00S3aTeIFHO 3aMEIIeHHYI0 aMHHOTPYIITY, HeoOs3aTeIbHO 3aMEIIeHHYIO KapOa-
MOWIBHYIO TPYIITy, HEOOs3aTeIbHO 3aMEIIEHHYI0 THOKapOaMOWIBHYIO TPYIITy, HEOOs3aTeIbHO 3aMEIICHHYIO
Cynb(haMOMIBHYIO TPYIIILY, HE00s3aTeIbHO 3aMEICHHYIO THIPOKCHTPYIINY, HE00sS3aTeIbHO 3aMEIICHHYIO CYJIb-
(danmmpHyt0 (SH) rpymnmy u Heo0s3aTeNbHO 3aMEIICHHYIO CHITMIIEHYIO TPYIIITY.

B HacTosmem ommcaHuM NpuMeEphl "yrieBOAOPOXHOHM Tpynnbl” (BKiIoYas "yrieBOJAOpoAHYIO rpymmy"
"Heo0s3aTeNIbHO 3aMEICHHON YIIIeBOAOPOJHOM rpynnbl") BKiodatoT Ci ¢ alkuibHyo Tpyniny, C,¢ alKeHUIIb-
Hyt0 Tpyniy, C,.¢ aKUHIWIbHYIO rpymny, Cs.op HUKIOANKHIbHYIO Ipymiy, Cs ¢ HUKIOAIKEHUIbHYO Ipymy, Cs.
14 apmIbHYI0 Tpynmy U C;_1¢ apalIKWIBHYIO TPYIIITY.

B HacTosimeM omucaHWHM MPUMEPHI "Heo0sA3aTeNbHO 3aMEICHHON YTIIEBOJAOPOIHONW TPYIITEI" BKIIOYAIOT
YTIIEBOJOPOIHYIO TPYIITY, HEOOS3aTEIbHO HMMEIOIIYIO 3aMECTHTENh(M), BRIOPAHHBIA W3 CISAYIOUIEH TpYIIIbI
3aMeCTUTENeH A.

I'pymnina 3amectuteneit A:

(1) aTtom ranorena,

(2) Hutporpymma,

(3) uuanorpymma,

(4) oxcorpyma,

(5) rugpokcurpymma,

(6) Heobs13aTeNbHO rajoreHupoBaHHas C ¢aIKOKCUTPYIIIa,

(7) Ce.15apmnnokcurpynma (Harpumep, GeHOKCH, HA)TOKCH),

(8) C1.japankmiokcurpymma (Hanpumep, OEH3UIOKCH),

(9) 5-14-uneHHas apoMaTHyeCcKas TeTePOUUKIMIOKCUTPYIIA (HapUMep, TUPHUIUIOKCH),

(10) 3-14-unennas HeapoMaTHYEeCKask TETEPOIUKIMIOKCUTPYIIA (Hampumep, MOPQPOITHHUIOKCH, TTHITCPH-
JIUHUIIOKCH),

(11) C,_¢ankuaxapOOHMIOKCUTPYTIITA (HAPUMEP, allE€TOKCH, MMPOTTAHOMIOKCH),

(12) Cs.14apnikapOOHIIIOKCUTpYTINIa (HalIpuMep, OCH30MIIOKCH, 1-HadTOMIIOKCH, 2-Ha TOMITIOKCH),

(13) C,.sanxokcukapOOHWIOKCUTpyNa (HAalpUMep, METOKCHKapOOHHMIIOKCH, 3TOKCHKapOOHMIIOKCH, IPO-
MOKCUKapOOHMIIOKCH, Oy TOKCUKapOOHUIIOKCH),

(14) mono- wm 1u-C_sanKumikapOaMOWIOKCUTpyIna (HarpuMep, METHIKapOaMOMIIOKCH, JTHIKapObaMou-
JIOKCH, TUMETHIIKapOaMOMIOKCH, NI THIIKapOaMOHIIOKCH),

(15) Ce.14apunkapbaMonsiokcurpymnmna (Hanpumep, peHmIKapOaMonIoKCH, Hah THIKapOaMOMIOKCH),

(16) 5-14-unennas apoMaTHIecKas reTEPOITUKIMIIKAPOOHUIIOKCUTPYTIA (HanmpruMep, HHKOTHHOUIIOKCH),

(17) 3-14-uneHeHas HeapoMaTHIECKas TeTEPOIMKIMIKAPOOHUIOKCUTPYIIa (HapuMep, MOPQPOITUHIITKAP-
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OOHMIIOKCH, TMIEPHIMHIIKAPOOHIIIOKCH),

(18) HeoOs3aTenbHO ranoreHupoBaHHas Ci ¢IKHICYIbQOHUIOKCUTPYIIa (HApUMep, METHICYIb(OHU-
JIOKCH, TPUPTOPMETHIICYIb(HOHUIOKCH),

(19) Cq.14apuncynbpOHIIOKCUTPYTINA, HeoOs3aTeapHo 3aMenieHHast C .4 aIKWIBHON TpyImon (HampuMmep,
(heHnICYIH(POHMIIOKCH, TOIYOJICYIH(HOHUIOKCH),

(20) Heobs13aTenpHO TaoreHnpoBaHHas C | ¢aIKHITHOTPYIITIA,

(21) 5-14-unennas apoMaTudecKas reTepOITUKINYecKas TpyIIa,

(22) 3-14-unenHas HeapoMaTHIECKas TETEPOITUKINYECKAs TPYyIITa,

(23) popmubHas rpymma,

(24) xapbokcurpyma,

(25) HeoOs3aTenbHO ranorenupoBanHas Cy ¢ aJKIMIKapOOHWIbHAS IPYIIIA,

(26) Cs.14 apunkapOOHMIBbHAS TPYIITA,

(27) 5-14-unennas apoMaTHyecKas TeTepPOLMKIMIKapOOHWIIbHAS TPYIINA,

(28) 3-14-uneHHas HeapoOMaTHYECKas reTEPOLUKINIKApOOHMIIbHAS TPYIINA,

(29) C,.¢ ankokcukapOOHMIbHAS TPYIITIA,

(30) Cs.14 aprmokcukapOOHWIBHAS TpyTIa (Hanmpumep, GEeHMIOKCUKapOoHu, |1-HadTHIOKCHKapOOHWMII, 2-
Ha THIIOKCHKApOOHMIT),

(31) Cy.1¢ apamkumokcUKapOOHWIBHAS Tpymmna (Hampumep, OCH3WUIOKCHKApOOHMI, (EeHITHIOKCHKApOO-
HUIT),

(32) xapbamowmbHas TpyIIIA,

(33) TnokapbaMonIbHas TPyIIIIA,

(34) mono- nin 1u-C ¢ ankuIKapbaMowIbHas TpyIa,

(35) Cs.14 apunkapbamomibHast TpynIa (HanpuMep, GpeHmikapoamon),

(36) 5-14-unennas apomaTuyecKasi reTepOLMKIMIKapOaMOMIbHAS TpyIIa (HarpuMmep, MUpuaAnIKapoamo-
WJI, THCHWIKapOaMomu),

(37) 3-14-unennas HeapoMaTHYeCKas TETEPOIUKIMIIKapOaMouabHas rpymnmna (Hampumep, MOp(OIHHUI-
KapOaMouI1, MUMIEPUINHUIKApOaMOIT),

(38) Heobs13aTenpHO TaoreaupoBaHHast C;_q aTKAICYIHPOHMIbHAS TPYIINA,

(39) Ce.14 apuicynbhoHUTBHAS TPYIINA,

(40) 5-14-uneHHass apoMaTUYecKasl TeTEPOIMKIMICYIb(MOHWIbHAS TpyNna (HampuMep, MAPHIUICYIbGHO-
HUJI, THCHWICYJIb()OHWUIT),

(41) HeoOs3aTenbHO ranorenupoBanHas Cj_q aKWICYIbOUHIWIbHAS TPYIIA,

(42) Cgy4 apwicynpuHMIbHAS Tpymma (HampuMmep, ¢eHmwicynbGuam, 1-HadTHICYNEGUHMT, 2-
HadTucynshuHuI),

(43) 5-14-uneHHast apoMaTHYeCcKasl T€TCPOLUKIMICYIb(UHIWIbHAS TPyNna (HarpuMmep, THPHIMICYIbOU-
HWJI, THCHWICYJIb(OUHII),

(44) amuHorpymma,

(45) mono- mwn 1u-C|_gamkuiaaMuHOTpyNa (HallpuMep, METHJIAMHHO, 3THJIAMHHO, MPONMIAMHHO, H30-
HPONWIAMHHO, OyTHJIAMHHO, IUMETHJIAMUHO, IUSTHIAMUHO, JUIPONMIAMHUHO, OUOyTHIaMHUHO, N-3THi-N-
METHIIAMHHO ),

(46) mono- wm 1u-Cg. sapuiiaMuHOTpyTIIa (HarpuMep, GEHUIaAMHHO ),

(47) 5-14-unenHas apoMaTUIecKas TeTePOIUKIMIIAMAHOTPYIINA (HampuMep, MHPUIARIAMHIHO),

(48) C;.j¢apankmnamMuHOrpynmna (Hanpumep, OEH3UIaMHUHO),

(49) popmunamunorpymIIa,

(50) C_sankunkapOoHHIaAMHUHOTpYIIIA (HaIpuMep, aleTHIaMHHO, TPOIaHOWIAMHHO, OyTaHOMIAMKHO),

(51) (Cy_ganknm)(C,_sankuakapOOHHUI) aMuHOTpyIHIa (HarnpuMep, N-aneTnia-N-MeTHIIaMIHO),

(52) Cs.14apnikapOOHIIIaMUHOT YA (HarpuMmep, GeHuIKapOOHNIaMIHO, Ha( THIIKApOOHNUITAMIHO),

(83) C,_ankokcukapOOHMIAMHHOTpYMIA (HAIpUMEP, METOKCHKapOOHMIAMHHO, 3TOKCHKAapOOHHIAMHUHO,
MIPOIMTOKCUKAPOOHMWIAMHHO, Oy TOKCHKapOOHUIAMHUHO, TPET-0YyTOKCHUKapOOHIIIAMUHO),

(54) C;.jsapamkniokcuKapOOHMIIAMUHOTPYIINA (HapuUMep, OCH3WIOKCUKApOOHUIAMIHO),

(55) C|_¢anxuicyabhoHIIaMUHOTPYIITA (HAPUMED, METHIICYIH()OHUIAMHUHO, dTHICYIb(OHUIAMIHO),

(56) Cg.i4apmincynbhoHWIAMAHOTPYIINA, HeoOs3aTenbHO 3amerneHHas Ciq alKWIBHOW TPYMION (HampH-
Mep, QeHUICYIHPOHMIAMUHO, TOTYOJICYTb(OHUIAMHIHO),

(57) meobs3aTenpHO TanoreanpoBanHast C;.¢ adKUIbHAS TPYIIA,

(58) C,. ankeHunbHAS TPYyMIIA,

(59) C,. ankuHMIBHAS TPy,

(60) C;.1p IMKIIOATKUIIEHAS TPYIIIA,

(61) Cs.19 UMKIOATKEHWIBHAS TPYIINa U

(62) Ce.14 apuiibHas rpymIIaA.

KonmuecTBO ynmoMsSIHYTHIX BBIINIE 3aMeCTUTENIEH B "HEO0s3aTEIbHO 3aMELIEHHOH yTiIeBoopoaHoH rpymie"
COCTaBIIACT, Hanpumep, ot 1 1o 5, mpeanoururensHo oT | 10 3. Korna Konn4ecTBo 3aMecTUTENIEH COCTaBIIsAET
JBa WK 00JIee, COOTBETCTBYIOIINE 3aMECTUTEIN MOTYT ObITh OJJMHAKOBBIMHU MIJIM MOTYT Pa3In4aThCs.
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B Hacrosimem onucaHUM NPUMEPH] "TETEPOLUUKINYIECKON Ipynmnbl" (BKIOYas "TeTepOLUKINIECKYIO TPYII-
ny" "HeoOs3aTeIbHO 3aMEIIEHHOH reTepOIMKINIECKOH rpynmbl") BKIIOYAOT (1) apOMaTH4ecKylo reTepOnUKIN-
YeCcKyIo Tpymiry, (ii) HeapoMaTHIeCKYI0 TeTepOIMKINIecKyto rpynmy U (iii) 7-10-41eHHYI0 MOCTHKOBYIO TeTe-
POLMKIMYECKYIO TPYMITy, KaX/aasi M3 KOTOPBIX COACPKUT B KaUECTBE COCTABIIAIONINX KOJBIIO aTOMOB, TOMHUMO
aTOMOB yTiIepofa, 1-4 rerepoaToMoB, BEIOpaHHBIX U3 aTOMa a30Ta, aTOMa Cephl M aTOMa KUCIIOPOa.

B HacTosmeM omucaHWM TPUMEPHI "apoMaTHYeCKOH TeTepoIUKIndeckord rpymmbl" (BKaodas "S-14-
YJICHHYIO apOMAaTHYECKYIO TeTePOIMKIMUECKYIO Tpymny'") BKIOYaOT 5-14-unennyio (MpeamnodTuTenpao 5-10-
YIEHHYIO) apOMaTHYECKYI0 TeTepOUMKINYECKYI0 TPYIITy, COAEP)KAIIyl0 B KadeCTBE COCTABISIOIINX KOJBIO
aTOMOB, IIOMHMO aTOMOB yriepoja, 1-4 rerepoaromMa, BEIOpaHHBIX M3 aTOMa a30Ta, aTOMa Cepbl U aTOMa KUCIIO-
pona.

IIpeanouruTensHble NpPUMEPHl "apOMaTHYECKON TeTEPOLUKIMYECKON Tpynmnbl" BKIIOYAIOT 5- UIH 6-
YICHHBIE MOHOIMKIMYECKHE apOMaTHYeCKHE IeTepONMKINYECKUE TPYIbBI, TaKue Kak THSHWI, Qypuil, ITHppo-
JIMJI, UIMUI30JTHJI, TIHPA30JIHII, THA30IIMII, M30THA30JIHII, OKCA30JIHII, M30KCA30JIMII, TUPHUIWI, TTMPA3UHIII, TTHPH-
MUIUHWI, nupuaasuaui, 1,2.4-oxcaguazonun, 1,3,4-oxcaaunazonmi, 1,2.4-tuagmazonun, 1,3,4-THanuazonmd,
TPHUA30JIMII, TETPA3OIHI, TPHAUHII U T.IL.; U §-14-uJieHHBIC KOHICHCHPOBAaHHBIE MOJUITUKINICCKHE (TIpeanoy-
TUTETHHO OW- WM TPULIUKIMYECKHE) apOMaTHUECKUE TeTePOIMKINIESCKHAE TPYIIIbI, TaKie Kak OeH30THO(EHNMIT,
OeH3odypaHmI, OEH3UMUIA30JII, OCH30KCA30IMII, OCH3M30KCA30JIMI, OCH30THA30IMI, OCH3N30THA30IMII, OCH-
30TPHA30IIMII, UMHUIA30IHPUINHIII, THCHOTUPUAUHII, (YPOTUPUANHIIL, MTHPPOIOTHUPUANHII, MHPA30IOTHPH-
JIUHWJI, OKCAa30JONUPUAWHIII, THA3OJOMHUPHINHIUI, WMHUIA30NHPA3HHII, WUMHUAA30IMHPUMUINHII, THCHOHPH-
MUAUHWI, (ypOTHMPUMHINHAT, THPPOIOTHPUMHUIUHAI, THPA3OIONMUPHUMUIMHIT, OKCA30JIOMUPUMHINHNT, THA-
30JONMMPUMUTUHILI, MUPA30I0TpUasuHmI, HadTo[2,3-b]THeHnN, HeHOKCATHHHMI, WHAOIWI, u3ouHgommi, 1H-
WHJA30JIWI, TYPUHHI, W30XWHOJMJ, XWHOJWJI, (Tada3uHWI, HAQTUPUAMHHUI, XHUHOKCAIWHWI, XWHA30JMHHII,
IIUHHOJIMHII, Kap0a30mi, 3-kapOonHm, GeHaHTPUANHII, aKPUINHII, (peHa3nHuI, GeHOTHA3HHII, (DeHOKCa-
3UHUN U T.I

B Hacrosmem omucaHuM NpUMEpH! "HEapoMaTHUECKOH TeTepolMKIMYeckod rpymmbl” (Briodas "3-14-
YIEHHYI0 HEapOMAaTHUYECKYI0 IeTepPOLUKINYECKYI0 Tpynny") BKIHOYalOT 3-14-uwieHHYO (IPEeANOUYTHTENBHO 4-
10-uneHHy!0) HeapOMAaTUUECKYI0 TeTEPOLMKINYECKYIO TPYIILy, COAEPKAIIYIO B KAUECTBE COCTaBIIAIOLINX KONb-
II0 aTOMOB, TIOMHMO aTOMa yriepona, 1-4 rereparoMoB, BEIOPaHHBIX M3 aTOMa a30Ta, aTOMa Cephl M aTOMa KH-
cropona.

[IpenmodrruTenbHBIE MPUMEPHI "HEAPOMATHIECCKOH TEeTEPOIMKIMIECKON TPy BKIIOYAIOT 3-8-4JICHHbBIE
MOHOIIMKIIMIECKHE HEapOMaTHIECKUE TeTEPOUNKIMIECKIE TPYIIIHI, TAKHE KaK a3UPUANHII, OKCUPAHIII, THAPA-
HIJI, a3€THAWHII, OKCETAaHII, THITAHWI, TETPATUAPOTHECHIII, TeTParuapopypaHni, THPPOIUHII, TTHPPOIUIN-
HIUJI, UMHUIa30JIMHIIT, UMHUIA30JIMAUHII, OKCA30IUHIII, OKCA30IHIMHII, TTHPA30IMHIT, THPA30IHINHIII, THA30-
JMHUJ, THA30IMIUHNAT, TETPAruApOn30THA30INA, TETPATHAPOOKCA3OIII, TETPArUAPOU300KCA30IUIL, TUIIEPHIU-
HWJI, TUTIIEPa3HHIII, TeTParuApONUPHINHIII, TUTUAPONUPHIMHII, JUTHAPOTHOMPAHIII, TETPAruAPOIHPUMHUIU-
HWJI, TETParuIponupuaa3sHHIII, TUTHAPOIMPAHIII, TETPAaruAPOIHPAaHIII, TETPAruAPOTHOIIMPAHII, MOP()OIIMHUIL,
THOMODP(]OJIMHIII, a3eNaHm, Ana3enaHul, a3eIMHII, OKCETIaHWI, a30KaHWI, AMA30KaHWI U T.IL.; U 9-14-uneHHbIC
KOHJICHCHPOBAHHBIE TOJIMIUKIMYECKHE (PEANOYTUTEIBHO OM- WM TPULUKINYECKUE) HeapOMaTHYECKUe reTe-
POLMKJIMIECKUE TPYMIBI, TaKhe KaK AUTHAPOOCH30(YypaHwmi, AUTHAPOOCH3MMUIA30III, AUTHAPOOESH30KCA30-
T, JAUTHAPOOCH30THAZ0II, JUTHAPOOSH3U30THAZONMI, IUTHAPOHA(TO[2,3-b]THEeHM, TEeTParuapOU30XUHO-
JIWJT, TETPAruAPOXUHONN, 4H-XUHOIM3UHWII, HHIOJUHWI, H30MHIOIUHII, TETPAruApOTHEHO[2,3-C|MTUpUITHILIT,
TeTparnapoOeH3a3eNMHII, TETPATHIPOXUHOKCATTUHII, TETParuaApoeHaHTPUINHIUI, TeKCAruIpOohEeHOTHASHHII,
rexcaruipo(heHOKCa3HHIWI, TeTParuApOoPTaIasHHWI, TeTPAaruAPOHAQTUPUINHNI, TETPAaruAPOXUHA3OIMHI,
TETParuApOUMHHOIMHIII, TETParuApoKap0a3oiImi, TeTparuipo-f-kapOoIMHIWII, TEeTparuApOAKPHIUHII, TETpa-
runpodeHa3HHII, TETPAruAPOTHOKCAHTCHUI, OKTarHIPOU30XUHOIHI H T.1I.

B HacTosIeM onmucaHuU MpEeANOUTUTENbHbIE NpUMeps! "7-10-4JeHHOM MOCTUKOBON TeTepOIMKINYECKOH
rpynnsl" BKIIOYAIOT KBUHYKIMAUHWI U 7-a3aduiukiio[2.2. 1 rentaHui.

B HacTosmeM omucaHuu NpUMeEpH! "a30TCoAep Kallel reTepOoMKINIECKO rpynnel" BKIOYAOT "TeTepo-
UKIMYECKYIO TPYTILy", COIepKallyto 110 MEHbIIE Mepe OJUH aTOM a30Ta B KaUeCTBE COCTABIISIOUIETO KOJIBIIO
aToMma.

B Hacrosiimem onmcaHnu mpuMepsl "Heo0s3aTeIbHO 3aMENICHHON IreTepOUHKINIECKOW TPYMIEI" BKIIOYa-
IOT TETePOLUKIMIECKYIO TPYIIY, He00A3aTeIbHO UMCIONTYI0 3aMECTHTENb(H), BRIOPAHHBIN U3 YIOMSHYTOH BBI-
1Ie TPYIIIBI 3aMecTUuTeNe A.

KonmuecTBo 3amectuTeneii B "He00A3aTeNbHO 3aMEIICHHON TeTepOIMKINIECKON TpyTIe" coCTaBIIsAeT, Ha-
npumep, oT 1 1o 3. Korma xoiam4gecTBO 3aMeCTHTENICH COCTABISET ABa WM O0Jiee, COOTBETCTBYIONINE 3aMECTH-
TEJIA MOT'YT OBITH OJJTHAKOBBIMH FJTH MOTYT Pa3IN4aThCs.

B HacTosiem onmcaHuu MpuUMephl "aliiIbHON TPpyIIB" BKIIIOYAIOT (POPMIITBHYIO TPYIITY, KApOOKCHTPYTI-
1y, KapOaMOWJIbHYIO TPYIILY, THOKapOaMOWIBHYIO TpyIIy, CcyiabpuHOrpymiy, cyibhorpymnmy, cyiab(paMonib-
HyI0 rpymnmy, $hochoHorpymmy, Kaxaas U3 KOTOPHIX HeoOs3aTenbHO MMeeT "1 Wi 2 3aMecTHTeNs], BRIOpaHHBIX
u3 Cy ankuibHO# rpynmbl, C, ¢ ankeHWIbHOU Tpynnsbl, Cs ;o HUKIOANKWIBHON rpymiisl, Cs 19 HUKIOAIKSHIIIb-
Ho#t rpymmsl, Cg 14 apunbHOM rpynnsl, C; ¢ apalKWIbHON Ipymsl, 5-14-uneHHOW apoMaTU4eCKON TeTepoLUK-

nn
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JMYECKOW rpynmsl U 3-14-uneHHON HeapOMaTUUeCKOH reTepOLUKINYECKON IPYbl, KaXKaas U3 KOTOPhIX UMEET
1-3 3amecTHTeNs, BHIOpAHHBIX W3 aToMa TajJOreHa, HeoOA3aTENBbHO TaloreHUpOoBaHHOHN C.saIKOKCUTPYIIIIHI,
THIPOKCUTPYIIIBI, HUTPOTPYIIIBI, IHAHOTPYIIITEI, aMHHOTPYIIIBI i KapOaMOUIIBHOM Ipymimb!'.

[Tpumeps! "aImIbHOHN TPYIIBI" TaKXKe BKIIOYAIOT YTICBOIOPOA-CYIb(OOHWIBHYIO TPYIIITY, T€TEPOITUKIHII-
CyTb(QOHIWIBHYIO TPYIITY, YTIEBOAOPOA-CYIb(PUHUIBHYIO TPYIITY B T€TEPOIHKIMICYIb(OUHINIFHYIO TPYIILY.

B HacToseM ommcaHNM YTIEBOAOPOA-CYIh(POHMIBHAS TPYINa 03HAYAET CBA3AHHYIO C YIIIEBOJOPOIHON
TPYIIIOH CynTb()OHIIBHYIO TPYIIY, TeTePOIUKINICYIbGOHMIbHAS TPYIIAa 03HAYAET CBA3AHHYIO C T€TEPOIIHK-
JMYECKOW TPYHIOH CyIb(OHWIBHYIO TPYIITy, YIIEeBOAOPOA-CYIb(GUHIIIFHAS TPYINa O03HAYAeT CBI3AHHYIO C
YIIEBOIOPOAHON TPYIIION CYyNbOUHIIIBHYIO TPYIITY U TeTePOUUKIHICYIb(QUHUIEHAS TPYIINA 03HAYACT CBSI3aH-
HYIO C TeTCPOLUUKINYSCKON TPYIION CYIb()UHUIBHYIO TPYIIILY.

[MpeanoyrnTenbHble MpUMeEpH! "alMIBHON TPYHIBI" BKIIOYAIOT (GOPMUIBHYIO TPYIITY, KapOOKCHIPYIILY,
Ci.¢ ankmikapOoOHIWIBHYIO Tpymy, C, ¢ aJKCHIIKapOOHWIBHYIO TpyHiry (Hanpumep, kpoToHomn), Cs.jg IHUKITO-
ANKWIKapOOHWIBHYIO TPYIIy (HampuMep, IMUKI00yTaHKapOOHW, TUKIOTICHTaHKApOOHWI, ITUKIOTeKCaHKap0o-
HUIL, UKJIOTeTITAHKApOOHWIT), Cs.10 UKJIOAIKEHUIIKAPOOHILTHHYIO TpymIry (Hampumep, 2-
nukiorekceHkapoonun), Cg.i4 apwikapOOHWIBHYIO Tpynmy, Cq.6 apaJKWIKapOOHWIbHYIO Tpymiy, S5-14-
YICHHYI0 apOMAaTHYECKYI0 TeTePOLUKIHIKApOOHWIBHYIO Tpymiry, 3-14-4ieHHyI0 HeapoOMaTHYECKyI0 TeTepo-
MUKITWIKapOOHWIbHYI0 Tpynmy, Cis alkokcukapOOHWIbHYIO Tpynny, Ce.4 apHIOKCHKApOOHUIBHYIO TPYIIITY
(manpumep, deHmokcukapOoHu, HadTUIOKCHKapOOoHHN), Cr1s apaTKHIOKCUKAPOOHWIBHYIO TPYIITy (HampH-
Mep, OCH3WIOKCUKApOOHWI, (PEHITUIOKCUKAPOOHHMIT), KapOaMOWIBHYIO TPYIITy, MOHO- W U-C|_¢ alKUIKap-
0aMOMIIBHYIO TPYMIY, MOHO- Wi H-C, ¢ aTKeHWIKApOAMOMIBHYIO TPYIITY (HampuMmep, THaUTHIKapOaMou),
MOHO-WIH TU-Cs.1o IUKIOATKIIKAPOAMOMIBHYIO TPYIITY (HapUMep, IUKIOTPONAIKApOaMOWIT), MOHO- WU JH-
Cs.14 apunkapOaMOWIBHYIO TpymITy (HampuMmep, GpeHmIkapOoaMom), MoHO- Wi Tu-Cq.¢ apaiKmIkapOaMOnIb-
HYIO TPyHIy, 5-14-4IeHHYI0 apOMaTHYCCKYIO TeTEPOIUKIMIKAPOAMOMIBHYIO TPYIITy (HAIPUMED, TUPUIIITKAD-
06aMomIT), THOKAPOAMOWIBHYIO TPYIITY, MOHO- Wi IU-C|.¢ aJKUITHOKApOAMOWIBHYIO TPYIITy (HAmpUMep, Me-
tutrokapoamomi, N-3Tui-N-MeTHITHOKapOaMomiT), MOHO- WK TU-C,) 4 aTKCHHITHOKAPOAMOWIEHYIO TPYIIITY
(Hampumep, UATUTHITHOKApOaMOWIT), MOHO- WU TU-C;_j¢ ITUKIOATKAITHOKApOAMOMIBHYIO TPYIITY (HAIpuMep,
IUKIIOTIPOTTHIITHOKApOAMONI, UKIOTEKCHITHOKapOamoni), MOHO- Wi 1H-Cg 14 apUITHOKAPOAMOWILHYIO
rpynmny (Hanmpumep, GpeHmITHOKapOdaMom), MOHO- Wiu U-C;.1s apaTKWITHOKapOAMOWIBHYIO TPYITy (HAIPH-
Mep, OeH3mITHOKapOaMomI, (eHITHIATHOKapOamMoud), 5-14-1IeHHYI0 apOMAaTHYECKYIO TeTEPOIUKIMITHOKapOa-
MOWIBHYIO TPYMITY (HApUMep, MTUPUIMITHOKapOaMom), CyabhuHorpymiy, C.¢ aTKUICYTIbUHIIEHYIO TPYIIITY
(Hampumep, METHICYIbOUHWI, STWICYIbPUHII), cynbdporpymy, Ci¢ ankmicymbGoHmwIbHY0 rpyrmny, Ce 4
apwicyIbGOHUIBHYIO TpymIy, GochoHorpymmy u MoHO- win Ju-C_cankmwiochoHorpynny (Hanpumep, TuMe-
tiidocdono, audTHAPOCHOHO, TUH3OTPOTIIPOchHOHO, TUOYTHIPOCHOHO).

B nacrosimem omnvcaHuy npuMepsl "Heo0sA3aTeIbHO 3aMENIEHHON aMHHOTPYIIIBI" BKIIOYAIOT aMHHOTPYII-
my, HeoOs3aTenbHO UMy "1 win 2 3amectuTens, BEIOpaHHBIX U3 Ci¢ ankuiabHOU rpymisl, C, ¢ aTKEHUIb-
HoM rpynmnsl, Cs.jp HIUKIOANKWIbHON rpynnbl, Ce 4 apuibHON Tpymibl, Cq.¢ apalkuibHOM rpynnsl, Cy ¢ alKui-
KapOOHUIIbHOM Tpynnbl, Cg 14 apMIIKapOOHUIBHOM Ipynnbl, C;_ 16 apalKWIKapOOHMIBHOM rpymIibl, 5-14-uneHHOH
apOMAaTHIECKON TeTePOIUKIMIKAPOOHMILHOW TPyMIibl, 3-14-1IeHHOW HeapoMaTHUEeCKOH TeTepOIMKIIKapO0-
HUWIBHON Tpymmbl, Cs aTKOKCUKAPOOHWIBHON TPYIIIbI, 5-14-4JI€HHON apoMaTHYeCKOW TeTepOIUKINIECKON
TPYIIIBI, KApOAMOUIBHON TPYIIIBI, MOHO- WtH TH-C|_g QIKHIIIKApOAMOUIIEHOM TPYIIIBI, MOHO- Wik 1u-Cr_1¢ apai-
KrikapoaMomnbHOH Tpynbl, Ci.¢ ankmicyabGoHIbHON Tpynmbl U Cy.14 apuICyIb(GOHMITBHON TPYIIIBI, KaXKaas
13 KOTOPBIX He0O0sA3aTeIbHO UMeET OT 1 710 3 3aMecTHTeNel, BRIOpaHHBIX M3 TPYIIIEI 3aMecTuTeneit A",

[IpennodTuTenpHBIC PUMEPHI HEO0A3aTEIFHO 3aMEIICHHON aMUHOTPYIIIBI BKIFOYAIOT aMUHOTPYIIITY, MO-
HO- WM JH-(He00s3aTeIEHO TaJOreHUPOBAHHEIH Ci_g aJTKHIII)aMHHOTPYIITY (HApUMep, METHIAMHHO, TPUPTOP-
METHJIAMHHO, JUMETIJIAMHIHO, THJIAMUHO, TUATHIAMHHO, TPONMUIAMUHO, TUOYTHIAMHHO), MOHO- Win au-C,.
(AITKCHINIAMIHOTPYIIY (HApuMep, JUALUTHIAMUHO), MOHO- WK TU-Cs_oIIUKIOATKIIAMUHOTPYIITY (HapuMep,
UKJIOTPONAIAMUHO, ITUKJIOTEKCHIAMUHO), MOHO- Win IH-Cg 14apHIaMHHOTPYIIY (HampuMep, (EHIJIaMHHO),
MOHO- Wi Ju-C;1apalIKWIAMUHOTPYIITY (HAmpuMep, OCH3WIAMUHO, AWOCH3WIAMHHO), MOHO- WA JH-
(HEeoOs3aTeIbHO TaNoreHUPOBaHHBIN C|_¢a KW )KapOOHUIAMUHOTPYIITY (HAIIpUMeEp, alleTHIAMHHO, TIPOITHOHHU-
JAMHUHO), MOHO- WiIH IH-Cg ,apruIkapOOHMIaMUHOTPYIITY (HampuMep, OeH30MIaMHUHO), MOHO- IH IH-C;.
16APATKUITKApOOHMIIAMUHOTPYIITY (HApuMep, OCH3MITKapOOHWIAMHHO), MOHO- WIN JH-5-14-4IeHHyI0 apoma-
THYECKYIO TeTePOIMKIMIKApOOHUIAMUHOTPYIITY (HallpuMep, HUKOTHHOWIAMHHO, W30HUKOTHHOMIAMHUHO), MO-
HO- WIW JU-3-14-4JeHHYI0 HeapoMaTHYECKYIO TeTePOIUKIMIKApOOHUIAMUHOTPYIY (HAIPUMEp, IMHITCPUIN-
HUJIKapOOHMIIAMHUHO), MOHO- WA 1in-C1_sTKOKCUKapOOHMIAMAHOT PYIIITY (mammpumep, TpeT-
OYTOKCHKapOOHHIAMHHO), 5-14-4JICHHHYIO apOMAaTHUCCKYIO TEeTCPOIUKIMIAMUHOTPYIITY (HAIPUMED, MTUPUIH-
JIAMHHO), KapOaMOWIaMHUHOTPYIIY, (MOHO- win Ju-C|_¢a KUIKapOaMOWI)aMUHOTPYIITy (HalIpUMeEp, METHIIKAp-
6amonnamMuHo), (MOHO- WiH MU-C;.|capalIKUIIKapOaMOWI) aMUHOTpYIITy (Hanpumep, OeH3MIKapOaMOnIaMHHO),
C/_¢amKmiIcynb(hOHUIAMHUHOTPYIITY  (HAPUMEP,  METHICYIb(QOHWIAMUHO,  ATHICYIbPoHUIAMUHO), Cq.
142PHICYIH(POHUIAMUHOT PYIIITY (Hampumep, ¢dennncynpdoHnIaMIHO), (Cgamxmm)(Cy.
cAIKIIKapOoHWT)aMuHorpyniy (Hampumep, N-anetwi-N-metmwnamuno) u (Cygankmn)(Cg.saprnkapOoHuT)
aMmuHOTpymy (Hanmpumep, N-0eH30mI-N-MeTHIIaMUHO).

B nHacrosimiem omucaHuM mpuUMEpHl "HEOOS3aTENbHO 3aMEIEHHOW KapOaMOWIBLHOW TPYIIBI" BKIIOYAIOT
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KapOaMOWIBHYIO TPYIITy, HeoOs3aTelbHO nMerontyto "1 wian 2 3amectutens, BoIOpaHHBIX U3 C)¢ aIKHIBHOU
rpynibl, C,¢ ankeHWIbHON rpymnmbl, C;_jy UMKI0aNKuiIbHOU rpynmbl, Cg. 4 apuibHON rpynnbl, Co i apanKuiib-
HOU rpymsl, C.¢ adKWIKapOOHMIEHOH rpymsl, Cy.14 apUIKapOOHWIBHOHN TPpyMIbI, C;.j¢ apATKHIKAPOOHUITBHON
Tpynmbl, 5-14-4IeHHOW apoOMaTHYEeCKOW TeTepPOLMKINIKAPOOHIIIEHON Tpymmel, 3-14-4iIeHHOW HeapoMaTh4e-
CKOH TeTepOIUKIMIKApOOHUIBHON TpyIbl, Ci g aTKOKCHKAPOOHUIBHON TPYIIIBI, S-14-4iieHONH apoMaTHIeCKOH
TeTePOIUKINICCKON TPYIIBI, KapOaMOMIBHON TPYIIBI, MOHO- MU IU-C) ¢ anKMIKapOaMOWIBHON TPYMIEI H
MOHO- Ui 1U-C7._j¢ apadKuIkapOaMOMIbHOM TPYIIIBI, KaKIas U3 KOTOPBIX HeoOs3aTeabHo uMmeeT 1-3 3amecTn-
TeJIsl, BRIOPaHHBIX U3 TPYIMIBI 3aMecTuTeNeid A",

[IpennovTuTenpHBIC MPUMEPHI HEOOS3aTEIBHO 3aMEIICHHOW KapOaMOMIBLHOW TPYIIBI BKIIFOYAIOT KapOa-
MOWJIBHYIO TPYIITy, MOHO- WiH IU-C;.¢ aMKWIKapOaAMOWIBHYIO TPYHITy, MOHO- Wi au-C, ¢ alKeHUIKapOamMo-
WIBHYIO Tpyniy (HampuMmep, AUauTHIKapOoaMomi), MOHO- Wi Au-C;_jp HUKIOANKIIKAPOAMOWIBHYIO TPYIILY
(HampuMep, IMKIONPOIMMIKAPOAMOWI, ITUKJIOTEKCHIKapOaMom), MoHO- wiau Ou-Cg 4 apUIKapOaMOUIBHYIO
rpynmny (Hanpumep, GeHmTkapbamMomt), MOHO- Win Au-C_g apaaKmIKapOaMOWIBHYIO TPYIITY, MOHO- WIH JTU-
Ci¢ AIKHIKapOOHUIKAPOAMOWIBHYIO TPYMITy (HAMPUMEp, aleTHIKapOaMOWII, MPOIHOHIIKAPOAMOWIT), MOHO-
nmn 1u-Ce.14 apunkapOoHWIKapOaMOWIBHYIO TpymIy (HampuMmep, OeHzoniakapbamomt) U 5-14-1ieHyro apoma-
THYIECKYIO TETEPOIUKIIIIKApOAMOMIBLHYIO TPYIITY (HapuMep, TUPUIAHIKapOaMOWT).

B Hacrosmiem onucaHuu mpuMephl "He00s13aTeIbHO 3aMEICHHON THOKapOaMOUIFHOM IPYIIIBI" BKITIOYAIOT
THOKapOaMOMIBHYIO TPYIITY, He0Os3aTeIbHO UMEIONTy0 "1 mnm 2 3amecTutens, BRIOpaHHbIX U3 C|.¢ aTKUIHLHON
rpynisl, C,.¢ aMKeHWIbHON Tpymmbl, Cs_jg MAKI0ANKUIBLHOU Tpynmbl, Cy. 4 apuiabHON Tpynmbl, Cr1s apaTKuiIb-
HOWM rpymsl, C|.¢ adKWIKapOOHMIEHOH rpymsl, Cy.14 apUIKapOOHMWIBHOHN TpyMIbI, C;.1¢ apATKHIKAPOOHUITBHON
rpymnnsl, 5-14-4JeHHONH apoOMaTHYECKOH TeTepOLMKIMIKapOOHMWIEHONW rpynnbl, 3-14-uneHHON Heapomarnye-
CKOH TeTepOLHMKIMIKapOOHHIbHONW Tpynmbl, Ci¢ aJKOKCUKapOOHWIBHOM Tpymmsl, 5-14-ujeHHON apomarnye-
CKOM reTepOLUKINYECKON TPYIITLI, KapOAMOWIHLHOM TPYIIBEI, MOHO- WK U-C|.¢ aTKHUIKapOAMOWIBHOMN TPYIIIBI
1 MOHO- Wik U-Cy. 6 apaTKWIKapOaMOIBFHON TPYIIIEI, Kaxaas U3 KOTOPBIX HeoOs3aTenbHO uMeer 1-3 3amec-
THUTEJIS, BRIOPaHHBIX U3 IPYIIIBI 3aMecTuTeneit A".

[IpennournTensHBIe TPUMEPHI HEOOSI3aTEIHHO 3aMEIICHHOW THOKapOaMOMIBHOHN TPYMITEl BKIIOYAIOT THO-
KapOaMOWJIBHYIO TPYIITY, MOHO-WIN MU-C )¢ aMKUITHOKAPOAMOMIBHYIO TPYIITY (HampuMep, METHITHOKapOamMo-
W1, STHITHOKapOAMOWII, TUMETHITHOKApOaMOmII, TUITHIATHOKapOamMony, N-3THiI-N-MeTHITHOKapOaMOWIT), MO-
HO- win 1U-C, ¢ AIKEHIITHOKAPOAMOMIIEHYIO TPy (HApUMeEp, THALUTHITHOKapOaMomn), MoHO- Wil qu-Cs_ 1o
MUKIIOATKUIATHOKAPOAMONIIBHYIO TPYITY (HAIpUMeEp, IUKIOMPOMMITHOKAPOAMOWII, ITUKIOTEKCUITHOKapOaMo-
W), MOHO- WK JH-Cg_14 apUITHOKAPOAMOIIIEHYIO TPYyIITy (HampuMep, peHmnTnokapdaMoni), MoHo- miu au-C;.
16 APATKHITHOKapOaMOMIIbHYIO TpymIy (HanpuMmep, OeH3mITHOKapOaMont, (eHITHITHOKapOaMOMIT), MOHO- MIIN
mu-Cy_g aNKUIKapOOHWITHOKApOAMOMIFHYIO TPYINY (HAmpuMep, aleTHITHOKapOaMOI, MPOMHOHIITHOKapOa-
MowT), MOHO-HIH TU-C_14 apUITKapOOHIWITHOKAPOaMOMIIBHYIO TPYIIY (HanpuMep, OeH30mITHOKapOaMon) u 5-
14-4eHHY0 apOMATHIECKYIO TeTEPOIMKIUITHOKAPOAMOWIBHYIO TPYIITY (HAPUMED, THPUIUITHOKAPOAMOWLIT).

B Hacrosmiem omnucaHun NpUMeEpH! "HEoOsA3aTEIbHO 3aMEIEHHON CyIb(aMOMIBHOM Ipynmbl" BKIIOYAIOT
CyITb(aMOMIBEHYIO TPYIITY, He00s3aTeIbHO UMEIOIIyIo "1 wiu 2 3aMecTutens, BEIOpaHHBIX n3 Ci.¢ aNKUIBHOU
rpynmbl, C,.¢ anKeHWIbHON Tpymmbl, Cs_jg MAKIOANKUILHOU rpynmbl, Cy. 14 apuiabHON Tpynnbl, Cr1s apaTKuIb-
HOU rpymsl, C|.¢ adKWIKapOOHMIEHOU rpymsl, Cy.14 apUIKapOOHWIBHOHN TPpyIIbI, C;.j¢ apATKHIKAPOOHUITBHON
Tpynmbl, 5-14-4IeHHOW apOMaTHYEeCKOW TeTepPOLMKIMIKAPOOHMIIEHON Tpymmel, 3-14-4iieHHOW HeapoMaTh4e-
CKOH TeTepOlHKINIKapOOHWIbHON Tpynmbl, Ci.s aTKOKCUKapOOHWIBHON Tpymmbl, 5-14-wIeHHOW apomaThue-
CKOM TeTepOLUKINYECKON TPYITEI, KapOaMOMIHLHOH TPYIIIEL, MOHO- WM IU-C|_¢ aIKMIKapOaMOUIBHOM TPYIIIBI
1 MOHO- WiH U-Cy. 6 apaTKMIKapOaMOIBFHON TPYIIIEI, Kaxaas U3 KOTOPBIX He0Os3aTenbHO uMeer 1-3 3amec-
THUTEJIS, BRIOPaHHBIX U3 IPYIIIBI 3aMecTuTeneid A".

[IpennovtuTenpHBIC IPUMEPH HEOOSA3ATEIBFHO 3aMEIICHHON CYIb()aMOMIBHON TPYMITBI BKIFOYAIOT CYJIb-
(amMomnpHYIO Tpymiy, MOHO- Win U-Cj¢ alKWICYTb()aMOMIBHYIO TPYHIy (HAIpUMEp, METHICYIh(haMOWI,
STHICYIb(PAMOUI, TUMETHICYIbGaMOWI, AUITHICYIbPaMoni, N-3Tuia-N-MeTWICyIb(haMOWiT), MOHO- HJIH JTH-
Cy aNKeHUICYNb()aMOMIBHYIO TPYIIY (HAIpUMEP, MTUAIUTHICYIIb()aMOmi), MOHO- Wil Ju-Cj 1o IHKIOATKUI-
Cynb(haMOWIBHYIO TPYIIy (HApUMep, IUKIOTPOTIICYIb()AMOMI, UKIOTEKCHICYIb()aMOMT), MOHO- WIIH JIH-
Cs.14 apwiicynbdaMonnpHyto Tpymiy (Hampumep, QeHmIcyabhaMmomt), MoHO-mwH IU-Cq 16 apankuwicyibdamo-
WIBHYIO TpyIIy (Hampumep, OeH3uIcyabhamMon, GeHITIICYIb(pamMoni), MOHO- uiau au-C| s aTKUIKapOOHWII-
Ccynb(haMOWIBHYIO TPYIITY (HampuMep, aleTHICyIb(haMOI, IPOIMHNICYIhGaMOWI), MOHO- WiH Au-Cg. 4 apuiT-
KapOOHWIICYIb(aMOUIILHYIO TPpyIy (Hampumep, OeH30MICYyIbGaMoni) U 5-14-4IeHHyI0 apOMaTHIECKYIO TeTe-
POLMKIIHAICYTH(GaMOMIILHYO TPYIITY (HAITpUMEp, THPUIMICYITb(HAMOWIT).

B HacrosimeM ommcaHWU MpUMEPH "HEOOS3aTEIHHO 3aMEIICHHON THIPOKCUTPYIIIBI" BKIIFOYAIOT THIPO-
KCWJIBHYIO TPYIIITY, HEOOS3aTEIbHO UMCIOIIYIO ""3aMECTUTENh, BEIOpaHHBIA U3 C¢ adKUIbHOU rpynmsl, C, ¢ ani-
KeHWIbHOU Tpynmnbl, Cs ;o HUKIOATKWIBHON Tpymibl, Cq 14 apuiibHON rpymisbl, C; ¢ apankuibHON rpymisl, Ci g
TKMIKapOOHMWIbHOM Tpynmsl, Cg 14 apuiakapOOHWIEHON Tpymnnbl, C; ¢ apalkninkapOOHWIBHOM Tpynmsl, 5-14-
YICHHOW apOMAaTHYECKOH TeTepOlMKIMIKapOOHWIEHON Tpynibl, 3-14-1wIeHHOW HeapOMaTHYEeCKOW IeTepOLrK-
muikapOoHMIEHON Tpynnbl, C; ¢ aTKOKCUKapOOHWIBHOM TpyNIbl, 5-14-11eHHOI apoMaTHYeCKON IreTepOnNKIN-
YEeCKOH TPYIIBI, KapOaMOMIBHON TPYIITEI, MOHO- WK JU-C|_¢ aNKHIKapOaMOMIEHON TPYIITEI, MOHO- WK JH-C.
16 apaJKWIKapOaMomIbHON Tpymisl, Ci.¢ ankwicyIbGoHnIbHONU Tpynmbl U Cg 4 apriICyIb()OHWIBHON TPYIIIHI,
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Ka)x/1asi M3 KOTOPBIX Heo0A3aTeIbHO UMeeT 1-3 3aMecTHTes, BRIOpaHHBIX U3 TPYIIIBI 3aMecTUTeeiH A",

[IpennovTuTenpHBIC TPUMEPBI HEOOSI3ATEIHFHO 3aMEIICHHON THAPOKCUTPYIITBI BKIFOYAOT THIPOKCUTPYII-
my, C_sankokcurpymiy, C, ¢aJKEHIIOKCUTPYIITY (HapuMep, aUTHIOKCH, 2-0yTeHIIOKCH, 2-TICHTEHUIIOKCH, 3-
reKceHWIOKCH), Cs.joIUKIOATKHIOKCUTPYIITY (HAIPUMeEp, MUKIOTeKCHIIOKCH), Cg.j4apUIOKCUTPYIITY (HATIPH-
Mep, ¢enokcn, HapTWIOKCH), CqapallKWIOKCUTPYIy (Hampumep, OeH3miokcw, (emdtuiokcn), Cj.
CUTKIITKApOOHMIIOKCHTPYIITTY (HAIIpUMep, alleTHIOKCH, TPOITHOHUIIOKCH, OYTHPUIIOKCH, H300yTHPUIIOKCH, TTHBa-
nousiokcH), Cg.1,apUIIKapOOHIITOKCUTPYTITY (Hampumep, OeHzomnokcn), Cq.jsapalKHIKapOOHMIOKCUTPYIIITY
(manpumep, OeH3WITKAPOOHMIOKCH), S5-14-4JICHHYI0 apOMaTHYECKYI0 TeTEPOIUKIMIKAPOOHUIOKCUTPYIITY (Ha-
IpUMeEp, HUKOTHHOMIIOKCH), 3-14-4JICHHYI0 HEapOMAaTHUYECKYIO TeTePOIUKIMIKAPOOHIIOKCUTPYIITY (HampuMmep,
MUIEePUIUHITKAPOOHMIOKCH), C| 4 IKOKCUKapOOHMIOKCUTPYIITY (HAIpUMeEp, TPET-0yTOKCUKapOOHMIIOKCH), S5-
14-uneHHYI0 apOMaTHYECKYIO T€TEPOIMKIMIOKCUTPYIY (HApUMep, THPUAMIOKCH), KapOaMOWIOKCUTPYIITY,
C/_camKIIKapOAMOMIOKCUTPYIIITY  (HAIpUMep, MeTmwikapOoaMomioken), Cq.sapalKiiIKapOaMOMIOKCUTPYIIITY
(mampumep, OcH3mIKapbamMomwiokcH), Ci aKHICYTb(QOHIIOKCUTPYIITY (HAPUMED, METHICYIb()OHMIOKCH,
sTIIcynbQoHUIoKCH) U Cg_14apHiICynbQOHMIOKCUTPYIITY (Harpumep, GeHnICyIbPOHUIOKCH).

B nHacrosmiem omucaHWM TpUMEpPH "HEOOS3aTEIEHO 3aMENIeHHON Cyab(haHWIBbHOW TPyNIbl" BKIIOYAIOT
CyIb(QaHUIBHYIO TPYIILY, He00s3aTEIFHO HMEIOIIYIO "3aMeCTUTENh, BRIOpaHHBIH 13 Ci_¢ aKuIbHOU Tpymsl, C,.
¢ ATKEeHWIHbHOU Tpynmbl, Cs. g MUKIOATKWIBHON Tpymibl, Ce 14 apriibHOUN rpymiibl, Cq 16 apaTKUIBHOW TPYIIIHI,
C\.¢ ankwikapOoHuIbHOU Tpymbl, Cg.14 apUIKapOOHMWIEHON TPYIIIEI U 5-14-41eHHON apoMaTHIeCKOl TeTepo-
MUKITUIECKON TPYIIIBI, KaXaasi i3 KOTOPBIX HMeeT 1-3 3aMecTUTeNst, BBIOpaHHBIX M3 TPYIIILI 3aMecTuTeneit A" u
TaJIOTEHUPOBAHHYIO CYIb(QaHWIBHYIO TPYIIITY.

[IpennoutuTenpHBIC MPUMEPBI HEOOS3aTEIBHO 3aMEIICHHON CYIb()aHWIEHOW TPYIIIBI BKIFOYAIOT CYJb(a-
HIIbHYIO (-SH) rpynmy, C,sankuntrorpymniry, C, ¢aJKeHWITHOTPYIITy (HanpuMep, aliiuiaTio, 2-0yTeHUITHO, 2-
MCHTCHUIITHO,  3-TeKCEHWITHO),  Cs (IUKIOANKWITHOTpyIITy  (HampuMmep, — Hukiorekcmituno),  Cg.
14ApUITHOTPYIITY (Hampumep, GeHITHO, HADTUITHO), Cq.capalIKWITHOTPYNITY (HarpuMep, OCH3MWITHO, (eHd-
THITHO), C{_¢aIKIIKapOOHWITHOTPYIITY (HAIIPUMED, AllEeTUIITHO, TPOTMHOHIITHO, OYTHPHITHO, U300y TUPHUITHO,
MUBaJIONATHO), Cg.14apHUIKApOOHUITHOTPYIIY (HApUMep, OCH30UITHO), 5-14-4JIeHHYI0 apOMaTHYECKYIO TeTe-
POLMKJIUATHOTPYIITY (HampruMep, MAPUAWITHO) W TAJIOTCHUPOBAHHYIO THOTPYIITY (HapuMep, MeHTa(hTOPTHO).

B HacTosmem omwcaHuHM TpUMEpHl "HEoOsS3aTeIHHO 3aMEIICHHON CHIIMIIBHOM Tpynmbl" BKIIOYAIOT CH-
JWIBHYIO TPyNIy, HeoOs3aTensHo uMeromnryio "1-3 3amecturens, BIOpaHHbIX U3 Ci.¢ alKHIbHOW Tpymisl, Cs.g
AJKEHWIBHOH Tpymibl, Cs_jg MUKIOATKHIBLHOU Tpynmbl, Cq. 4 apuiabHOU Tpynmbsl U Cr. ¢ apadKUIbHON TPYIIIIHI,
KaKIas U3 KOTOPBIX HeOOs3aTENbHO NMeeT 1-3 3aMecTUTeNs, BRBIOPaHHBIX U3 TPYIIIBI 3aMecTuTene A",

[IpennodTuTeNnpHBIC TPUMEPBI HEOOSI3aTEIBHO 3aMEICHHON CHIIMIIBHOW TPYMIBI BKIO4aoT Tpu-Ci ¢ ai-
KWICHIHIIBHYIO TPYITY (HapuMep, TPUMETHIICHIIII, TPET-0yTHII(TUMETHIT)CHITIII).

Omnpenenenne Kaxxaoro cumBoia B popmyse (I) mogpobdHo onmcano HIKe.

p! MPEJICTaBISIET COOOH TPYIITY, COOTBETCTBYIOIIYIO (hopmyIie:
RAI’
CO-R™,

-CO-OR™,

-CO-COR™,

-SO-R™,

-S0,-RY,

-80,-OR™,

-CO-NRAR™,

-SO,-NRMR™,

_C(:NRAI)_NRAZRA3,

rIae KaKIbld U3 RAI, R*? u R™ nesasucumo npeJcTaBiIsieT co0oi aTOM BOJIOpOJa, HEOOA3aTEIBHO 3aMe-
IICHHYIO YTJIEBOJOPOIHYIO TPYIITY WIIM HEOOS3aTEIbHO 3aMEIIEHHYIO IeTePOIMKINIECKYIO TPYIIITY.

P! mpeamoutHTensHO NpecTaBIAeT OGOl aTOM BOIOPO/A.

Al1l nmpencrasiset coboit Aib nim Ala.

[Ipenmoururensro All npencrassietr co6oit Aib.

A12 nmpencrasisieT coboit Ala, Ile, Lys, Phe umu Pya (4).

[IpenmoururenpHo Al2 npencrasisiet coboii Ile.

B anpTepHAaTHBHOM BapHaHTE OCYIIECTBICHHS MPEANOITHTETHHO A 12 ipencTasser coboit Lys.

A13 npencrasisier coboit Aib, Cha, Leu, aMePhe wm aMeTyr.

[Ipenmournrenpro Al3 npencrasisier coboit Aib.

A16 nmpencrasinsiet coboit Lys wnu Ser. [IpennoururensHo Al6 npencrasnser co6oit Lys.

A17 npencrasinsier coboii Gln wiu Ile. [Ipeamoutnrensuo Al7 npencrasisier coboit Gln.

A20 nmpencrasisiet coboit Ala mim Ser. Ilpennoururensno A20 npezacrasisier coboit Ala.

A29 npencrasinsiet coboit Gln wnu Gly. [Ipeanournrensao A29 npeacrasiusiet coooit Gly.

Coenunenue (I) MOXXeT UMETh JOMOJIHUTENBHYIO MENTUAHYIO TTOCIEI0BATEIBHOCTh CO CTOPOHBI C-KOHIIA
(C-xoHLEeBas TOCIIEOBATENLHOCTE) OT A29 B 4acTHYHOHM IMOCIIEOBATEIEHOCTH, COOTBETCTBYIOLIEH (QopMmyie

D).
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B sTom cayuae mimHa C-KOHIICBOM MOCICAOBATEIFHOCTH KOHKPETHO HE OIpaHUYCHA U MPEAMOYTHTEIEHO
cocraBisieT 1-11 aMHUHOKHCIIOTHBIX OCTaTKOB, 00JIee MPEMOYTHTEIEHO 6-11 aMIHOKUCIIOTHBIX OCTaTKOB.

ITpumepsr C-KOHIIEBOH OCIIEA0BATEIFHOCTH MOTYT BKIIIOYATH!

(i) aMHHOKHMCIIOTHYIO TIOCJIEIOBaTEIbHOCTh, cooTBeTcTBYIOMmYyI0 Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-
Ser-Lys (SEQ ID NO: 2),

(i) aMHMHOKHCTIOTHYIO TIOCIIEA0BATEIHHOCTD, IPOUCXOISIILYIO U3 MTOCICIOBATEILHOCTH COTIIACHO YIIOMSHY-
TOMY BEIIIIe (i) MOCPEACTBOM JIENEINH, 3aMEHBI (ITPEAIMOYTUTETHPHO, KOHCEPBATUBHON 3aMEHBI) HJIM BCTaBKH |-
11, mpeanoyTUTensHO 1-5 aMHUHOKUCIIOT, U

(iil) YaCTHYHYIO MOCIECIOBATEIBHOCTD, COJCPKAIIYIO TI0 MEHbIIEH Mepe | aMHHOKHCIOTHBIA OCTATOK (I10-
CJICJIOBATEIIFHO PACIIONIOKCHHBIC), TMPEAMOYTUTEIBHO 6 IMOCICIOBATEIEHO PACIIONIOKECHHBIX aMUHOKHUCIOTHBIX
OCTaTKOB, CO CTOPOHBI N-KOHIIa OT TIOCJIEIOBATEIIEHOCTH COTIACHO YIIOMSHYTHIM BbIMIe (i) wm (ii).

B kauectBe C-KOHIICBOH MOCIIEIOBATEIILHOCTH HCIIOIB3YOT 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 ID NO: 2),

U T.II.

C-KOHIIEBasl TIOCJIENOBATEIBHOCTE MPEANIOYTUTENBHO npeacTaBiseT coboit Gly-Pro-Ser-Ser-Gly-Ala-Pro-
Pro-Pro-Ser- mwnmm Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys-.

Ocobenno mpeamodtutenbHOo C-KOHIIEBash MOCIEIOBaTEIHHOCTh TpencTaBiser coboit Gly-Pro-Ser-Ser-
Gly-Ala-Pro-Pro-Pro-Ser-Lys-.

Coenunenne (1), nmeromee ynmoMstHyTyI0 Bbilie C-KOHIIEBYIO TIOCIIEOBATEIIEHOCTh, UMEET BBICOKYIO pac-
TBOPUMOCTb.

Taxxe coemunenue (I), nmeronee ynoMsHyTyro Bbiie C-KOHIIEBYIO TOCIEIOBATEIFHOCTh, 00aacT BHI-
cokuM paeiictBueM aktuBanuu peuenropa GLP-1 u penentopa GIP in vivo.

[IpennournTensHble TpUMeEpH! coequHeHus () BKIIIOYaoT ClieAyIomye IEeTTH T HIIH €TO COJIb.

Coennnenne A.

Coenunenne (I), rme

p! mpencTaBisieT co00i aToM BOIOPOa;

Al1 nmpencrasisetr coboit Aib;

A12 npencrasiseT coboii lle;

A13 nmpexncrasinsiet coboii Aib;

A16 mpexncrasinsiet coboii Lys;

A17 npexncrasisier coboit Gln;

A20 npencrasiser coboit Ala;

A29 nipencrasinsiet coboii Gly; u

MeNTHl, UMEIOIINI aMUHOKHCIOTHYIO MOCIIEI0BAaTEeNILHOCTE, cooTBeTcTBYIomy0 Gly-Pro-Ser-Ser-Gly-
Ala-Pro-Pro-Pro-Ser-Lys-, co cropons! C-koH11a oT A29.

Coenunenne (I) MOKHO TIOTydaTh MO CYMIECTBY U3BECTHBIM CIIOCOO0OM cHHTe3a mentuaoB. Crocod cuHTe-
3a TIENTHIOB MOXKET MPEICTaBIATH Co00i JIF000# 13, HanpuMep, TBEPAO(Pa3HOTO crocoda CHHTE3a U KHIKO(ha3-
Horo cnocoba cuHTe3a. CireoBaTeIbHO, PAaCCMAaTPUBAEMBIA NENTHA MOXKHO ITOJTydaTh ITyTEM HMOBTOPSIOIICHCS
KOHJICHCAIINW YaCTHYHOTO MENTH/A FJIH aMHHOKHUCIOTHI, KOTOPBIE MOTYT COCTaBIATh coenuuenue (1), m ocrainn-
HOW yacTu (KOTOpas MOXKET COCTOSATh U3 JIBYX WIIK 00Jee aMHHOKHCIIOT) B COOTBETCTBHH C JKEJIAEMOU MOCIEIO0-
BaTENBHOCTHIO. Korjja mpoayKT, UMCIOIIUI KEIAeMYI0 TIOCIEIOBATCIIFHOCTh, UMEET 3aIIUTHYIO TPYIIIY, pac-
CMaTPUBACMBI MENTH]I MOKHO MOJTyYaTh IyTEM YCTPAHCHUS 3alIUTHOW rpynmbl. [IpuMeps! criocoda KoHIeH Ca-
WY U c1I0co0a YCTPaHCHHUS 3alUTHOW TPYIIITEI H3BECTHBI U BKIIFOYAIOT CIIOCOOBI, OMTUCAHHBIC B ciieAyrommx (1)-

().
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IMocne peakuuu coequuenue (I) MOKHO OYHINATE M BBIICIATH C HCIIOIB30BAHUEM OOLICTIPHHSATHIX CIIOCO-
0OB OYHCTKH, TAKUX KaK SKCTPAKIUS PACTBOPUTEICM, TUCTLIAIN, KOJOHOYHAS XpoMaTorpadus, KUIKOCTHAS
xpomarorpadus, MmepeKpucTaIu3anus 1 T.4., ¥ uX KoMOuHanuu. Korga mentun, MOMYYCHHBIH YIOMSHYTHIM
BBIIIIE CIIOCOOOM, HAXOJUTCA B CBOOOMHOW (popMe, ero MOKHO KOHBEPTHPOBATh B TOJXOMSIIYIO COJIb M3BECT-
HBIM 00pa30M; HAIIPOTHB, KOTJa MENTH] MOJIYYCH B (hopME COJIH, COJIb MOXXHO KOHBEPTHPOBATh B CBOOOJHYIO
(hopMy WK IPYTYIO COJIb U3BECTHBIM CIIOCOOOM.

HcxomHoe coenmnHeHNe TakKe MOXKET MPEACTaBIATh cO00U coiib. [IpuMephl Takoi COMM BKJIFOYAIOT COJIH,
MPOMUTIOCTPUPOBAaHHBIE B KauecTBe colieit coequaenus (1), ymoMsiHy ThIX HIDKE.

Jlna koHIeHcanny 3aIUIIeHHOW aMHHOKHICIIOTHI MIIA IENTH A MOKHO MCIIOJIb30BaTh Pa3IMIHbIC pEareHTh
aKTUBAIWH, TIPUTOTHBIC JUII CHHTE3a MENTHAOB, KOTOPHIE OCOOCHHO IMPENIOYTHUTENFHO MPEACTABISIOT COOOH
com TpucochoHuUs, COM TETPAMETHITYPOHUS, KapOOTuuMuAbl 1 T.1. IIpuMepsl comu TpuchochoHHs BKITO-
4aroT O0eH30TpHua3oI- 1 -unokcutpuc(mupponausuHo ) hochonmiirekcadpropdocdar (PyBOP), Opom-
Tpuc(mupposmsuHo)pochonuiirekcadropdocdar (PyBroP), 7-a3abeH30Tpua3on-1-
wIokcuTpuc(nuppoausnHo)pochonuiirekcaproppocdar (PyAOP), npuMepbl comu TeTpaMeTHIYPOHUS BKIIIO-
yafor 2-(1H-6en3orpunazon-1-mn)-1,1,3,3-rekcaproppocpar (HBTU), 2-(7-azabensorpumazon-1-mm)-1,1,3,3-
rekcaproppochar (HATU), 2-(1H-6enzorpuazoin-1-umn)-1,1,3,3-rerpamerrinyponuiirerpadropobopar (TBTU),
2-(5-nHopb6opHan-2,3-nukapbokcuumun)-1,1,3,3-rerpamMeTriyponuiireTpagropdopar (TNTU), O-(N-
cykuumuamn)-1,1,3,3-rerpamernnyponuiirerpadropbopar (TSTU), m npumepsl KapOOIMMMHUAA BKIIOYAIOT
DCC, N,N'-nmunzonpomuikapooauumuy (DIPCDI), N-31un-N'-(3-1uMeTHIaMuHOTIP O )KapOOTUUMHU THAPO-
xiopua (EDCI-HCI) u T.11. [ KOHICHCAIMH ¢ MX MCIIOJIE30BAaHUEM SIBISICTCS MIPEIIIOYTUTECIFHBIM J00aBICHHE
naTHONTOpa panemm3anuu (Hanpumep, HONB, HOBt, HOAt, HOOBt u T.1.). PacTBOpuTEND, MOMISKANINAN
MPUMEHECHHUIO JUTSI KOHJICHCAIINH, MOXXHO COOTBETCTBYIOIINM 00pa30M BBEIOMPATh U3 PACTBOPHUTENCH, O KOTOPHIX
W3BECTHO, YTO OHU MPUMEHUMBI JJISl pEakiy KOHICHCAINH MeNTHI0B. Hanmpumep, MOXXHO HCTIOIB30BaTh aMUIBI
KHCIIOT, Takhe Kak Oe3BomHBIM m coaepkamuii Bomy N,N-mumermndopmamun, N,N-mumerwnaneramug, N-
METHITTHPPOIUAOH U T.II., TAJIOTCHUPOBAHHBIE YTIIEBOAOPOBI, TAKHE KaK METHJICH XJIOPHI, XJIOpopopM H T.IL.,
CIHPTHI, TAKAE KaK TPUPTOPITAHOI, PEHON U T.II., CYIb(MOKCUIBI, TAKHE KaK TUMETHICYIb(OKCH] H T.II., TPE-
TUYHBIC aMUHBI, TAKAC KaK MUPUANH U T.II., IPOCTHIC 3(QUPHI, TaKKE KaK JUOKCaH, TETPAruapopypaH u T.II., HAT-
PWIBL, TaKWe KaK alleTOHUTPWII, MPOIMTHOHUTPHII U T.II., CIOKHBIC A(DUPHI, TAKHE KaK METHIIALICTAT, STHIAICTAT U
T.I., X COOTBETCTBYIONIYIO CMECh U T.I. Temmeparypy peakiud COOTBETCTBYIOIIMM 00pa3oM BBIOMPAIOT U3
JMara3oHa, 0 KOTOPOM U3BECTHO, YTO OH SIBJISICTCS MPUTOMHBIM [UIS PEAaKIMi CBI3BIBAHUS NCNITUAOB, H €€ 00BIY-
HO BBIOMPAIOT M3 JHana3oHa npuoan3utensHo oT -20 1o 50°C. AKTHBHPOBaHHOE IPOU3BOTHOE OOBIYHO UCTIOJb-
3yIOT B U30BITKE, COCTABJIAIONIEM NpuOm3uTensHo 1,5-6 pa3. B ¢a3zoBoM cuHTE3€e, KOTa TECT ¢ HCIOIh30BaHH-
€M peakIi¥ ¢ HUHTHIPHHOM BBIIBIIACT, YTO KOHJCHCAILNS SBISAETCS HEJOCTATOYHOM, JOCTATOYHYIO KOHIIEHCA-
IIUI0 MOKHO TPOBOAMTH ITyT€M IOBTOPEHHUS PEakINH KOHIACHCAIMN 0€3 yCTpaHEHWs 3almuTHBIX rpymi. Ecim
KOHJICHCAILIMS BCE eIlle SBIAETCA HEAOCTaTOYHON JaXke MOCHe MIOBTOPEHUS PeaKnH, He BCTYIHBIINE B PEAKIIUIO
AMHUHOKHUCIIOTHI MOKHO aIlMNINPOBATh YKCYCHBIM aHTHIPHIIOM, alleTHIIMMHUIA30JI0M U T.II. BO W30EKaHWE BIHA-
HUS Ha MOCJEYIOIINE PeaKuu.

[Ipumepbl 3alUTHBIX TPyOn A aMUHOTPYII HCXOAHOW aMHUHOKHCIOTHI BKIoualoT Z, Boc, Tpet-
MCHTUIOKCUKAPOOHMII, N3000pHUIOKCHKApOOHMI, 4-MeTokcuOeH3mwiokcukapoonun, Cl-Z, Br-Z, anaMaHTHIOK-
cukapOoHWI, Tpudropaueti, Gpranowi, Gopmun, 2-autpodenuncynspenm, mupenuindocdunorromn, Fmoc,
TPUTWI U T.II.

[IpuMepsbl KapOOKCUIT-3AIIUTHON TPYIIIBI TS UCXOIHOW aMHHOKHUCIIOTHI BKITFOYAIOT aJUTHI, 2-aJaMaHTHII,
4-autpoOeH3nn, 4-MeTOKCHOeH3WI, 4-xJopOeH3mwn, (eHanmn W OCH3WIOKCUKApOOHWITHIAPA3UA, TpET-
OyTOKCHKapOOHWITHAPA3UA, TPUTHITHAPA3U] U T.II., B TOMIOJHEHNE K YHOMSHYTOH BbIe C;_¢ aTKUIBHON TPyII-
nie, Cs.jo MUKIOATKUIbHOU Tpymme, C;. 14 apaTKWIBHON TpyIIIe.

l'uapoxcunpHas TpyIa cepuHa MM TPEOHWHA MOKET OBITH 3aIlUIIeHa, HallpuMep, IIOCPEACTBOM 3CTepH-
¢ukammu wau dtepudukanuu. [IpuMepsl Tpymm, MPUTOTHOW IS dcTepuduKanuy, BKiIodaroT Husmme (C,.4)
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ANKAHOWIBHBIC TPYIIBI, TAKHUEC KaK alleTWIbHAS TPYINa W T.N., apOMIIBLHBIC TPYIIE], TAKUE KaK OCH30MJIBHAS
rpymmna v T.I., ¥ T.I., ¥ TPYMITy, TIPOUCXOSIIYIO U3 OPIraHUYeCKON KUCIOTHI U T.I. KpoMe Toro, mpumeps! rpym-
TIBI, IPUTOIHOM IS STepH(UKALHH, BKIIOYAIOT GEH3III, TeTParuApONHpaHit, TpeT-6yTmn(Bu'), Tputun (Trt) n
T.IL.

[Tpumepbl 3aIUTHON TPyNNBl IS (EHOIBHOW THAPOKCHIHLHOW T'pyNIBl THPO3WHA BKIOYaroT Bzl, 2,6-
TUXITOpOeH3MI, 2-HUTPOOeH3MI, Br-Z, TpeT-0yThi u T.11.

[Ipumepbl 3amUTHOW TPYNIBl IS HWMHAA30ja THUCTHIWHA BKIIOYAlOT To0s, 4-MeTokcu-2,3,6-
TpuMeTIIIOeH30CcyIbGoHWT (Mtr), DNP, Bom, Bum, Boc, Trt, Fmoc u T.11.

IIpumeps! 3alUTHON Tpynmsl Ui TyaHHUIUHOTPYNIBl apruHUHA BKIroudaroT Tos, Z, 4-merokcu-2,3,6-
TpumeTmiioeH3oacynsponnn  (Mtr), mn-merokcuOenzoncynsponmn (MBS), 2,2,5,7,8-meHTameTmixpoMan-6-
cynsponmn (Pmc), mesutmnen-2-cynsponmn (Mts), 2,2,4,6,7-neHTameTmiauruapooen3odypan-5S-cyabpdonnn
(Pbf), Boc, Z, NO, u 1.1

[Tpumeps! 3aIIMTHON TpyNIBI JUIT aMHUHOTPYIIIBI OOKOBOH menu Ju3uHa Bkiroyarot Z, Cl-Z, tpudroparne-
i, Boce, Fmoc, Trt, Mtr, 4,4-numetnn-2,6-nuokcorukiiorekcmuaenmt (Dde) u 1.1

[Tpumepb! 3anUTHON TPYMIBI s WHAOMWIA TpunTodana Bmodatotr Gopmur (For), Z, Boc, Mts, Mtr u
T.IL.

[IpuMepbl 3amUTHON TPYNNIBI JUIsl acmaparmHa W TiIyTaMdHa BKitodaroT Trt, kcantwin (Xan), 4,4'-
numeTokcubensruapua (Mbh), 2,4,6-tpumeTokcuben3un (Tmob) u T.11.

[Ipumeps! aKTHBHPOBAHHBIX KapOOKCHIIBHBIX TPYII B MCXOAHOM MaTepHalie BKIIOYAIOT COOTBETCTBYIO-
WA aHTUOPH] KUCJIOTHI, a3W]l, aKTHBHBIE CIIOXKHBIC dPUPHI [CIOXKHBIN dQUp CO CHUPTOM (Hampumep, MeHTa-
xnopdenon, 2,4,5-tpuxnopdenon, 2,4-TUHUTPO(EHOIN, IIMAHOMETHICIHPT, napanurpodenon, HONB, N-
THAPOKCUCYKIMHUMHL, |-ruapokcubenzotpuazon (HOBt), 1-ruapokcu-7-azabensorpuazoin(HOAt))] u T.m.
[IprMepsl aKTUBUPOBAHHOW aMHHOTPYIITEI B HCXOAHOM MaTepHaje BKIIOYAIOT COOTBETCTBYROIIUI amun (oc-
¢opa.

[Ipumeps! ciocoba ymaneHus (IMMUHALNN) 3aIMUTHON TPYMIBI BKIIOYAOT KATATUTUYECKOC BOCCTAHOB-
JIEHUE B IMOTOKE BOJOPOJA B MPUCYTCTBUN KaTalln3aTopa, Takoro kak Pd-uepusiii uimu Pd-yrons; 06paboTky Ku-
CJIOTOM € WCTIOJb30BaHUEM 0€3BOIHON (PTOPHCTOBOMOPOIHON KHCIOTHI, METAHCYIH(POHOBON KHUCIIOTHI, TPpUQ-
TOPMETaHCYTL(HOHOBOW KHCIIOTHI, TpudTopanerara, TpuMmetuicwimwiopomuna (TMSBr), tpumeTuncumantpud-
TopMeTaHCyIb(oHaTa, TeTpadTOPOOPHOH KHUCIOTHI, TPUC(TPUPTOP)OOPHON KHCIOTHI, TpHOpOMHUAa Oopa WIH
CMECH HMX PacTBOPOB; 00paOOTKYy OCHOBAHHWEM C HCIOJIB30BAHHEM AWHU3ONPONMISITIIIAMHHA, TPHITHIAMIHA,
MHUIEpPHINHA, THIIepa3iHa | T.I1.; © BOCCTAHOBIICHHE HATPHUEM B )KHIKOM aMMHUaKe M T.I. Peaknuio 31MMuHAINN
MOCPENICTBOM OOpPaOOTKH ONMMCAHHOM BHINIE KHCIOTOW OOBIYHO MPOBOJAT mMpu Temmepatype oT -20 mo 40°C;
00paboTKy KHCIOTOH 3(p(HEKTUBHO MPOBOAAT ITyTEM JOOABICHUS JOBYIIKH KATHOHOB, TAKOM KaK aHWU30J1, (eHOI,
THOAHU30JI, METaKPE30JI U Mapakpe30i; IMMETHICYIbun, 1,4-0yrannuTuon, 1,2-3tannution u 1.1. Taxke 2,4-
JUHATPOGEHIITFHYIO TPYIITY, HCIOIb3YEMYI0 B KAaUeCTBE 3AIMTHON TPYIIBI UMHUIA30JIa THCTUAWHA, YAAJSIOT
00paboTkoit THO(EeHOIOM; POPMUIIBHYIO TPYIIILY, HCIOIB3YEMYIO B Ka4eCTBE 3alUTHON I'PYIIIBI UHI0JIA TPHII-
TopaHa, YIANAIOT MOCPEACTBOM yIAlCHHs 3aIlUTHON TpyHIbsl 00pabOTKO#M KUCIOTOW B mpucyrcTBud 1,2-
3TaHANTHONA, 1,4-0yTaHAUTHONA U T.I., @ TAKXKE IMEIOYHONW 00pabOTKOH pa30aBIeHHBIM THIPOKCHIOM HATPHSA,
pa30aBICHHBIM aMMHAaKa U T.11.

3ammra QYHKIIMOHATBEHON TPYIIIBL, KOTOPast HE JOJDKHA OBITH BOBJIEYEHA B PEAKINIO HCXOJAHOTO MaTepHa-
Jla ¥ 3aIIUTHOM TPYIIIBI, SMMMUHANNIO 3alIUTHON TPYIIIHI, aKTHBAINIO (PYHKIIMOHAIEHOW TPYMIIBI, BOBJICYCH-
HYIO B PEaKIHIO U T.I., MOKET OBITH COOTBETCTBYIOIIMM O0Opa30M BBIOpaHa W3 W3BECTHBIX 3ALIUTHBIX TPYII U
M3BECTHBIX CPEJICTB.

B crioco6e mosrydeHust aMuaa nenTuaa, ero moyiy4aroT TBepAoQpa3HbIM CHHTE30M C UCII0JIB30BaHHEM CMO-
JBI JJTS1 aMHUTHOTO CHHTE3a, WM Ol-KapOOKCHIbHYIO Tpymiry C-KOHIIEBOH aMHHOKHCIIOTH aMHIUPYIOT U MENTH-
HYIO [IeMh Y/UIHHSIOT J0 KeJacMO JUIMHBI [IeMTU B HAIPABJICHUU aMHHOTPYIIIBI, TIOCIIE YEeTO MOTYyYaroT MEMTHI,
B KOTOPOM yJIaJIleHa TOJBKO 3alfUTHAS Tpyma s N-KOHIIEBOH Oi-aMUHOTPYIIIIEI IETITHAHON [IETH, U MeNTH I, B
KOTOPOM yJalicHa TOJBKO 3aIluTHas rpymma C-KOHIIEBOH KapOOKCHIILHOW TPYIIIbI IENTHIHON ey, U 00a Ter-
THJIa KOHJEHCHPYIOT B CMEIIaHHOM pPacTBOPHTENE, ONMMCAHHOM BbIme. J[s mogpoOHOTO ONMMCaHWS peakuuu
KOHJICHCAII! TIPUMEHUMO TO K€, YTO ONMUCAaHO BbIIIe. [lociie OYNCTKM 3aIMIIEHHOTO TEeNTH/A, ITOIYIEHHOTO
MOCPE/ICTBOM KOHJEHCAIIUH, BCE 3aIIUTHBIC TPYIITBI MOKHO yIaJsITh ONMMCAHHBIM BBIIIE CIIOCOOOM C MOTyYESHH-
€M KeJIaeMOT0 HEOUHIIIEHHOTO MOoNuIenTrHaa. [locpeacTBOM OYHCTKH 3TOT0 HEOYHINEHHOTO MENTHIA C UCTIONb-
30BaHUEM PA3INIHBIX OOIIEU3BECTHBIX CTIOCOO0B OYMCTKHU M JIMODUIH3AIINN OCHOBHON (PpaKIMu MOYKHO TIOJTY-
YaTh )KeJTaeMbI aMH]I IeTITHAA.

Korga coegunenue (I) mpucyTcTByeT B KauecTBe KOH(PUTYpaIMOHHOTO M30MEpa, TAKOTO KaK SHAHTHOMED,
IracTepeoMep | T.J., KoHpopMepa U T.J1., OHU TaKKe OXBaThIBarOTCA coequHenneM (I) u Kaxmplif U3 HUX MOYKHO
BBIJICNIATH CIIOCO0AMH, TI0 CYIIECTBY M3BECTHBIMHU HJIM ONMCAHHBIMH BBIIIE CIIOCOOAMU pa3feiicHHus M OYHCTKU
npu HeoOxonmumoctu. Kpome toro, xorna coenunenue (I) nmeer ¢popMy panemara, ero MO>KHO pasJessTh Ha S-
1 R-(opMbI 00IIEIPHHSATHIME CIIOCOOAMH ONITHYECKOTO Pa3/ieTICHUSL.

Korna coenunenue (1) BKmoyaeT crepeon3oMepbl, Kak H30Mephl OTAENBHO, TaK M CMECH KaXKJJ0ro H3oMepa
oxBaTbIBatoTCs coequuenueM (I).
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Coenunenne (I) MOXXKHO XMMHYECKH MOIU(PHUIMPOBATH CIIOCOOOM, IO CYLIECTBY M3BECTHBIM, M C UCIIOJb-
30BaHUEM HOJIMATHIICHIIINKOIA. Hanpumep, xumndeckn MoauduipoBannoe coenuaenne (I) MoxxHO momydaTth
MyTeM KOHBIOTAIINH MOJIMATIICHTINKOISA ¢ octatkoM Cys, octatkoM Asp, octatkoMm Glu, octatkoMm Lys u T.In.
coenunenus (I).

Coenunenne (1), Mmomudunmupoannoe nmosmdTIeHTIHKoNIeM (PEG), BeI3bIBacT, Hammpumep, 3O PeKTsl cTh-
MYJISIAA OHOJOTHYECKONH aKTUBHOCTH, IPOJUICHHUS BPEMEHH IMPKYJSAINH B KPOBH, CHIDKCHHS HMMYHOTE€HHO-
CTH, TIOBBIIICHNS PACTBOPUMOCTH W IOBBIIICHHUS YCTOHYMBOCTH K METabOJIN3My TepaleBTHICCKH U JHATHOCTH-
YECKH Ba)KHOTO TIENTHIA.

MonekyisipHas Macca PEG KOHKpeTHO He orpaHM4eHa ¥ OObIYHO COCTaBISET OT NMPHONM3UTENBHO 1 710
npubmsnTensao 1000, npeanoyrnTensHo oT npubmm3nTensHo 10 mo mpubmusurensHo 100, Gonee mpeanoyTyu-
TENBHO OT MpUOIN3UTENHHO 20 10 MPHOIU3UTENEHO 60 KHUIIOIaTBTOH.

Crioco0, XOpoIIo U3BECTHBIN B TAHHOW 00JIaCTH, MOXKHO HCIIOJIb30BAaTh B KAYECTBE CII0C00a MOAN(DHUKALIUH
coequaenus (I) mocpencrBom PEG, u, HanpuMep, MOKHO UCTIOIBE30BaTh CIIOCOOBI, OMMCAHHBIC HIDKE.

(1) Pearent 1 HeruaIMpoOBaHMsl, IMEIONIMN aKTUBHBIHN ci10kHBIH 2¢up (Hanpumep, SUNBRIGHT MEGC-
30TS (toprosoe HazBanue), NOF Corp.), cBA3BIBAIOT ¢ aMmuHOTpyIon coenuaenus (1).

(2) Pearent mis nerunupoBanus, umeronuii anmpaeruy (Hanpumep, SUNBRIGHT ME-300AL (Toprosoe
Haspanue), NOF Corp.) cB3bIBatOT ¢ amuHorpymmoi coenuaenus (1).

(3) JdByxBanenTHslii cmuBatomuii pearent (Hampumep, GMBS (Dojindo Laboratories), EMCS (Dojindo
Laboratories), KMUS (Dojindo Laboratories), SMCC (Pierce)) cBszpiBatoT ¢ coequneHueM (I), ¢ KOTopbIM 3a-
TEM CBSI3BIBAIOT PEAreHT IS TETUIHUPOBAHUS, UMEIOIHUKA THONMbHYIO rpymmy (Hampumep, SUNBRIGHT ME-
300-SH (Troprosoe HazBanue), NOF Corp.).

(4) TuonpHyt0 TpyHITy BHOCAT B coenunenue (I) mocpenctBom cpeacrsa st BHecenus: SH (Hanpumep, oc-
tarka D-nmctenna, ocrarka L-umcrenna, peareHra TpoTta), M 3Ty THOJNBHYIO TPYIITY MOJBEPrarOT PEaKkLUH C
peareHToM i MEerWINpPOBAaHUS, UMEOIUM MaleMHuMuaHyto rpynmy (Hanpumep, SUNBRIGHT ME-300MA
(Toproeoe Hazpanue), NOF Corp.).

(5) TuonpHytO TpymITy BHOCAT B coeaunenue (I) ¢ momomrsio arenrta s BHecenus SH (Hampumep, ocra-
Tok D-micrenna, ocratok L-micrenna, peareHT TpoTa), M 3Ty THOJBHYIO TPYIILY HOABEPTaloT Peakiiu C pea-
TEHTOM JIJIS TISTHUIMPOBAHMS, UMEIOINM Homarnetamunnayto rpymnmy (Hanpumep, SUNBRIGHT ME-300IA (top-
roBoe HazBanwue), NOF Corp.).

(6) ®-AMHHOKapOOHOBYIO KHCJIOTY WJIM O.-aMHHOKHCIIOTY BHOCST B KayecTBe JIMHKepa ¢ N-KOHIIEBOH
amMuHOTpyImIoi coenuueHus (1), 1 aMUHOTPYIITY, TPOUCXOIAIIYIO M3 3TOTO JIMHKEPA, TMOABEPTaloT PEAKIUIO C
peareHToM IS MEeTHIMPOBAHS, UMEIOIINM aKTUBHBIN cJIoxkHBIH d¢up (Hanpumep, SUNBRIGHT MEGC-30TS
(Toprosoe nazBanue), NOF Corp.).

(7) ®-AMHUHOKapOOHOBYIO KHCIOTY HIIM O-aMHHOKHCIIOTY BHOCSAT B KadecTBE JMHKEpa ¢ N-KOHIIEBOM
amuHOrpymmoit coenunenus (I), ¥ aMUHOTPYIHITy, TPOUCXOASAIIYIO M3 3TOTO JIMHKEpa, IMOJBEPTraloT PEaKiuu C
peareHToM NEeTHIMPOBaHMs, MMEIOIUM ajibieruHyto rpymnmny (Hanpumep, SUNBRIGHT ME-300AL (Toprosoe
Hazpanue), NOF Corp.).

Kpome Toro, coenunenue (I) MokeT mpencTaBisiTh cOOOW CONbBaT (HalmpuMep, T'MApaT) WIN HECOJIbBAT
(HampuMep, HETUAPAT).

Coenunenne (1) MoxkeT OBITH MEUECHO U30TOIIOM (HAIIPUMED, °H, C, S, D u .

Bonee Toro, coexunenne (I) MOXKeT MpeaCTaBIATE cO60il KOHBEPTHPOBAHHYIO feiitepreM dopmy, rae 'H
KoHBepTHpoBaH B “H(D).

Coenunenne (1), MeueHHOE TITH 3aMEIIEHHOE M30TOIIOM, MOXKHO HCIIOJIH30BaTh, HATIPIMED, B Ka4eCTBE pa-
IMOAKTHUBHOTO HWHAWKaTopa (mHmukatop PET) s mpuMeHeHWS B MO3UTPOHHO-OMHUCCHOHHOW ToMorpadun
(PET), u oHO sIBJII€TCS IPUTOIHBIM B 00JIACTH MEITUIIMHCKON TUATHOCTUKHU U T.I1.

JIyist menTuoB, YIIOMSHYTHIX B HACTOSIIIEM OIMCAHUM, JIEBBIH KOHEI MpejcTaBisieT coboi N-koHen (amu-
HO-KOHEIl) ¥ IIpaBblii KOHeI npecTaBisieT coooi C-koHer (kapOOKCH-KOHEI[) B COOTBETCTBHH C OOIETIPHHATHIM
o0o3HaueHneM nenTHa0B. C-KOHeI MEeNTHIAa MOXKET MPEJCTaBIATh co00it o6oit u3 amuna (-CONH,), kap6ok-
cunproit rpymmst (-COOH), kap6okennara (-COO"), ankmwiamuna (-CONHR®) u cnoxkuoro s¢upa (-COOR?). B
yactHocTH, amu] (-CONH,) siBisieTcs IpeAnoYTHTEIBHBIM.

Coenunenue (I) Mmoxxer ObITh B popme comm. IIpuMepbl Takoi com BKIIFOYAIOT COJIM METAIJIOB, COJU aM-
MOHHUSI, COJIM C OPTaHWMYECKIM OCHOBAaHHEM, COJH C HEOPTraHWYECKON KUCIIOTOM, COM C OPraHWYECKOH KHCIIO-
TOM, COJIM C OCHOBHOM MJIY KUCJIOTHOM aMHHOKHCIIOTOM U T.1II.

[IpennournuTensHBIE TPUMEPHI COJM METAaJUIa BKIIOYAIOT COJIH IIEOYHBIX METAJUIOB, TaKWE KaK COJb Ha-
TpHA, COJb KaJHA | T.II.; COJIH IIEJIOYHO3EMEIBHBIX METAJUIOB, TAKHE KaK COJb KalbIHsA, COJb MAarHUs, COJIb Oa-
PHS 1 T.I1.; COJIb QIFOMUHUS U T.II.

[IpennodruTensHBIe IPUMEPHI COH C OPTaHUYECKUM OCHOBAHHEM BKJIIOYAIOT COJHM C TPUMETHIAMHUHOM,
TPUATWIIAMHHOM, IMPUIMHOM, MUKOJINHOM, 2,6-TyTHIHMHOM, STaHOJIAMHHOM, IMITAaHOJIaMHUHOM, TPUITaHOJIAMH-
HOM, IUKJIOTEKCUIIAMHHOM, TUIUKIOTeKCHIaMUHOM, N,N-THOCH3UIA THICHIMaMHHOM H T.II.

IIpeanodruTensHble TPUMEPHI COIM C HEOPTaHUYECKOM KUCIOTOM BKIIOUAIOT CONH C XJIOPUCTOBOIOPOI-
HOHM KHCIIOTOH, OPOMHCTOBOIOPOAHON KHCIIOTOM, a30THON KHCIIOTOW, CEpHOI KUCIOTOH, (OoCHOPHOH KHCIOTOH
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U T.IL

[IpennovTuTeNn HBIC TPUMEPHI COJH C OPTrAaHUYECKOM KUCIIOTOM BKJIFOYAIOT COJHM C MYPaBEUHOMN KHCIIOTOM,
YKCYCHOU KHUCJIOTOW, TPUPTOPYKCYCHON KHCIOTOH, (hTaIeBOM KHUCIOTOW, PyMapOBOW KHCIIOTOW, MIABEICBOM
KHCIIOTOH, BAHHOKAMEHHOHN KHCIIOTOM, MaJI€MHOBON KUCIIOTOW, JIAMOHHOW KHCIIOTOH, STHTAPHOW KHCIIOTOH, sI0-
JIOYHOW KHUCIIOTOW, METAHCYJIH(POHOBOUN KHCIOTON, OCH30CYIH()OHOBON KHUCIOTOM, M-TOMYOJICYIb(POHOBOW KH-
CJIOTOM U T.IL.

[IpennovrnTensHBIE TPUMEPHI COITM ¢ OCHOBHON aMUHOKHCIOTON BKJIFOUAIOT COJIH C ApTUHUHOM, JTH3HHOM,
OPHHUTHHOM U T.II. [IpeamnodruTensHbIe TPUMEPHI COMHM ¢ KHCIOTHONH aMHHOKHUCIIOTOHM BKIIIOYAIOT COJIM C acmapa-
TUHOBOM KHCJIOTOM, TTyTAMUHOBOM KUCIOTOU U T.II.

Cpenu yIIOMSHYTHIX BBIIIE COJICH MPENMOYTHTEIBHON SIBIACTCS (papMalieBTUIeCKU mpuemiieMas coib. Ha-
IpUMeEp, KOT/Ia COCIUHCHUE UMEET KHCIOTHYIO (PYHKIMOHANBHYIO TPYIITY, TPEAIOYTUTEIFHOMN SBISCTCS HEOP-
TaHWYECKas COJIb, TaKas KaK COJb IIEJIOYHOTO MeTaia (Hampumep, COdb HATPHS, COJb KaJHs H T.1I.), COJb IIc-
JIOYHO3EMENIFHOTO MeTalTa (HampuMep, COJIb KalblUs, COJIb MAarHUs, COJIb Oapus U T.J.) U T.II., COJIb aMMOHUS U
T.JI., U, KOT/Ia COCMHEHUEC UMEET OCHOBHYIO ()YHKIIMOHAIBHYIO TPYIINY, IPEAMOYTHTEIBHON SBISCTCS, HAMPH-
Mep, COJb C HEOPTaHMYECKOW KHCIIOTOH, TaKOM KakK XJOPHCTOBOAOPOAHAS KMCIIOTA, OPOMUCTOBOIOPOIHAS KH-
CJIOTa, a30THAS KHCJIOTa, CepHast KUCIO0Ta, (ochopHas KUCIOTA | T.II., WM COJIb C OPTaHMYECKON KHUCIOTOH, Ta-
KO# KaK yYKCyCHasl KHCIIOTa, (TajeBasi KHCIOTa, pymMapoBast KACIIOTa, [IaBeJieBasi KUCIOTa, BAHHOKAMEHHAs KH-
CII0Ta, MAaJleMHOBas KHCIIOTa, JMMOHHAs KHCJIOTa, SHTapHAas KHCJIOTA, METaHCYIb(OHOBAas KHCJIOTa, II-
TOITYOJICYTE(OHOBAS KHCITIOTA H T.II.

Coenunenne (I) MoxkeT OBITH B hopMe TIPOJIEKapCTBa.

[TponexapcTBO O3HaYaeT COeOMHEHNE, KOTOpOE KOHBEepTUpYyeTcs B coeanHenue (1) BcieacTBue peakuuu ¢
(hepMEeHTOM, JKEIYIOYHOW KHUCIOTOH M T.A. B (DU3UOJOTHUCCKUX YCIOBUSAX B KUBOM OpPTaHU3ME, T.C. COCIUHE-
HHE, KOTOpOoe KOHBEepTUpYyeTCs B coequHeHne (I) mocpencTBoM OKHCIICHNS, BOCCTAHOBIICHHS, THIPOJIN3a U T.J. B
3aBUCHMOCTH OT ()E€PMEHTa; COeTMHEHHE, KOTOpOe KOHBEpTHpYeTcs B coequnaenue (I) mocpeacTBom ruapomnmsa u
T.JI. TOCPEACTBOM JKEIIyJOYHOW KUCIIOTHI, U T.JI.

[Tpumeps! nposniekapcTBa coenuuenus (1) BKIIOYAOT coennHeHue, rie aMuHorpymnmna coeaunaenus (1) amm-
JTUpOBaHa, AKWINPOBaHA WU (ocPOopmIMpoBaHa (HapUMep, COSTMHEHNE, TIe aMrHOTpyMma coeauaeHus (I)
9WKO3aHOWJIMPOBAHA, AlaHWIMPOBAHA, TEHTUIAMHUHOKApOOHUIMpOBaHa, (5-MeTmiI-2-0kco-1,3-arokconen-4-
WIT)METOKCUKapOOHMUINPOBaHa, TeTparuapodypaHUInpoBaHa, THPPOIHANIMETHINPOBAHA, THBATOMIOKCHMETH-
JUpOBaHa WIW TPeT-OyTHIMPOBaHA W T.II.); COSNWHEHHWE, TAe THuapokcurpymma coequHenus (I) amunmmuposana,
aJKWIMpoBaHa, GpocopuinpoBana M OopupoBaHa (HapUMeEp, COSAUHEHHE, Te THIPOKCHTPYIIA COeIUHE-
uus (1) anetmmpoBaHa, MaJTbMUTOMIHPOBAHA, IPONAHOMINPOBAHA, THBAJIOWIMPOBaHA, CYKIIMHWINPOBaHa, By-
MapWINPOBaHa, AJaHWIUPOBAHA WM JUMETHIAMHHOMCTHIKAPOOHIIIMPOBAaHA); COCIUHCHUE, T KapOOKCH-
rpynma coenuaenus (1) acrepuduimpoBana winm aMuAUpPOBaHa (HAIIPUMED, COCIHMHEHUE, T/Ie KapOOKCUrpyIa
coequneHus (I) screpuduuupoana C qankwioM, scTepuduuupoBana GeHMIOM, dcTepuUIIIPOBaHa KapOOKCH-
METHJIOM, 3CTepU(UIIUPOBAHA TUMETHIAMUHOMETHIOM, 3CTEpU(UIIPOBAHA MUBAIOMIOKCHMETHIIOM, ICTEPH-
(unrpoBaHa 3TOKCHKapOOHUIOKCHATHIIOM, 3CTepu(pUINpOBaHa (TaTUAWIOM, dcTepuduurpoBaHa (5-MeTui-2-
0KCO-1,3-THOKCONIeH-4-1T)METHIIOM, ICTepU(DHUIIMPOBAHA ITUKIIOTEKCHIIOKCUKAPOOHUIITUIIOM WM METHIIaMH-
mupoBaHa) U T.I. Cpenn IpounX, IPEAOYTHTEIHHO UCTIONB3YIOT COeINHEHHE, TIe¢ KapOOKCUTPYIIa CoeTnHe-
aus coenunenue (I) acrepudummponana C_¢aIKHIOM, TAKMM KaK METHJI, STHJI, TPET-OYTHII U T.Il. DT COEIUHE-
HUSI MOKHO TTOJTy4aTh u3 coeauHenus (I) cnoco6oM, 1o CyIecTBy U3BECTHBIM.

IIponekapctBo coennuerns (I) Taxke MOXKET MPEACTABIATH COOO0I MPOIEKapCTBO, KOTOPOE KOHBEPTHPYET-
cs B coenuHenue (I) B ¢pu3nonornyecknx ycinoBusix, Takoe Kak npoiekapcrsa, onucanubie B [YAKUHIN no
KAIHATSU (Development of Pharmaceuticals), Vol.7, Design of Molecules, p.163-198, onyonukoBannas HI-
ROKAWA SHOTEN (1990).

B HacrosIeM OMUCaHUU MPOJICKAPCTBO MOXKET 00pPa30BBIBATh COMb. [IpHMeEpHI TaKOW COJIM BKIFOYAKOT CO-
JI, IPOWJUTIOCTPUPOBAHHbBIE B KauecTBe coiiu coenuHeHus (1).

Coenunenne (I) Moxer mpeacraBisaTe coboii kpucrami. Kpucrammsl, uMeromume GopMy MOHOKPHCTAIIA
WIIM CMECH MHOKECTBA KPHUCTAIUNIMIECCKHUX (OpM, Takke BKIoUeHB! B coenuHerne (I). Kpucramisr MoxHO momy-
yaTh Kpucraumm3anuei coequnerns (I) cmoco6oM KpucTamuIM3anny, 1Mo CyIIeCTBY H3BECTHBIM.

Kpome toro, coequnenune (I) MoxeT mpencTaBisaTh coOOl (apMameBTHYECKH TPUEMIIEMBIA COKPUCTAILT
WA COJIb COKpHCTaUIa. B HacTosIeM OIMMCAaHWN COKPUCTAIUI WM COJIb COKPUCTAJUIA 03HAYACT KPHUCTAJIIMYC-
CKO€ BEI[ECTBO, COCTOSAIINE U3 IBYX WK 00Jiee KOHKPETHBIX BEIIECTB, KOTOPHIE SBIISIOTCS TBEPABIMH IIPH KOM-
HATHOH TeMIeparype, KakJoe U3 KOTOPHIX HMEeT OTJIHYaromieecs GU3NIecKrue CBONCTBA (HalpuMep, CTPYKTYpa,
TeMIepaTypa IUIABJICHHUS, TEIUIOTA TUIABJICHUS, TUTPOCKOIIMYHOCTD, PACTBOPUMOCTbD, CTAOMILHOCTE | T.1.). Co-
KPHUCTAJLI HJIH COJIb COKPHUTAILIA MOXKHO MOJYYaTh CIOCOOOM COKPUCTAILTU3AIMH, 110 CYIIECTBY U3BECTHBIM.

Kpucramn coequaenus (I) mmeeT ynydmieHHbIe (U3UKO-XUMHUYCCKUE CBOMCTBA (HampuMep, TeMIepaTypa
TUIABJICHUS, PACTBOPUMOCTD, CTAOMIBHOCTh) M OMOJIOTHUCCKUE CBOWCTBA (HampuMep, (papMaKOKHHETHKA (Bca-
CBIBaHUE, pacIpe/elicHUe, MeTabO0IN3M, IKCKpeIHs), 3)(HEeKTUBHOCTE IKCIIPECCHUN), U, TAKHM 00pa30M, OH SBJIS-
€TCsI YPE3BBIUATHO TOJIE3HBIM B KAYECTBE JICKAPCTBEHHOTO CPEICTRA.

Coenunenne (I) u ero mposiekapcTBo (Hajiee MHOTIA COKPAIIEHHO 0003HaYaeMble Kak COSIMHEHHUE 110 Ha-
CTOSIIIIEMY H300pETEHNI0) UMEIOT aKTUBUpYIolee nericTBre Ha perentopsl GLP-1 u penenrtopsr GIP.
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CoeMHCHHE 110 HACTOSIIEMY H300pEeTECHHIO 00J1a]aeT BRICOKHM aKTHBHPYIOUIUM ACHCTBHEM Ha PELCHTO-
pst GLP-1 un peuentops! GIP, B wacTHOCTH, in Vivo.

GLP-1 u GIP npencraBisitoT co00if TOPMOHBI KUIIEYHHWKA, HA3bIBAEMbIE HHKPETHUHAMH, U OHH 00JIaJaroT
JIEHCTBUEM CTHMYJISIIUN CEKPEIUH MHCYINHA U3 TTOKEITyJ0YHOH Kele3bl. [I0CKOIbKY HHKPETHH TECHO CBS3aH
¢ MeTaboJIM3MOM TIIFOKO3bI, COSAMHEHNE, O0Iamarolee akTUBUPYIONUM AeicTBueM Ha perientopbl GLP-1 u
penentops! GIP, saBnsiercs mpuromusiM It MPOGUIAKTAKN WITH JICYCHNAS CHMIITOMOB, aCCOIIMAPOBAHHBIX C Ha-
pylIeHneM MeTabon3Ma TITIOKO36], BKITIOYast OKUPEHHUE.

Takum o6pa3oM, coeTMHEHNE TI0 HACTOSIIEMY M300peTeHHIO 00IamaeT AeUCTBIEM TOAaBICHIS MTUIEBOM
AKTUBHOCTH, ACWCTBHEM WHTHOMPOBAHUS YBEIMICHUS MACChI TEJIA U T.I1.

Kpome Toro, coeanHeHne 1Mo HacTOSIIEMY M300pETEHHIO 00JalacT yYBEINYEHHON pacTBOpUMOCThIO. Pac-
TBOPUMOCTh COCIUHCHHUS 10 HACTOSIIEMY H300pPETCHUIO B BOJC MPEIOYTHUTECIHHO COCTABISACT | WM BBIIIE,
Ooee peAmoUTHTEIBHO 10 MI/MII MM BHIIIIE.

CoequHEHME O HACTOALIEMY HM300pETEHHIO MOXHO HCIOJB30BaTh B KadyecTBE aKTHBATOpa PELENTOpa
GLP-1 u penenropa GIP (xoaronuct peuenrtopa GLP-1/penenropa GIP).

B pamkax HacTosiero nzooperenus akruarop pernenropa GLP-1 u penenropa GIP (koaronuct perento-
pa GLP-1/penentopa GIP) o3Hadaer cpenctBo, obnamaromiee Kak JedcTBHEM akTtmBamuu perientopa GLP-1
(meiictBue axtuBaiuu perentopa GLP-1), tak n nmelictBueM aktuBaiuu pernentopa GIP (mefictBue aronmcra
peneniropa GIP). B wactHOCTH, akTuBaTop perientopa GLP-1 u penentopa GIP (koaronuct penenropa GLP-
1/peuentopa GIP) o3nauaet cpenctBo, rae ECsy B orHomenuu perentopa GLP-1 u ECsy B oTHOImEHNH periern-
topa GIP cocraBnser ot 1:20 o 20:1, npeamodrurensHo ot 1:5 mo 5:1.

CoeMHEHHE TIO0 HACTOSIIIEMY U300pETCHHIO 001alacT HU3KUM JICHCTBHEM aKTHBAIIMU PEICHTOpa TIFOKa-
TOHA (arOHUCT pelenTopa IIIFKaroHa), u, TAKUM 00pa3oM, 001aacT HU3KUM THIICPTIIMKEMAYECKAM JICHCTBUEM,
npucymumM emy. ECsy coemmHeHus o HacTosIeMy H300peTEHHIO B OTHOLLICHUH PEIeNTopa IIIF0KaroHa coCTaB-
nser 1/1000 wim Hoke, npegnouyrutensHo 1/10000 wn Huke, o cpaBHeHHIO ¢ ECs) cOeIMHEHUS TIO HACTOSI-
meMy u300peTeHuno B oTHomeHuu perentopa GLP-1 ninm penenropa GIP.

CoennHEeHHE IO HACTOSIIEMY H300PETEHHIO MMEET HU3KYI TOKCHYHOCTH (HalpHMep, OCTpas TOKCHY-
HOCTBh, XPOHHYECKasi TOKCHYHOCTh, T€HETHYECKass TOKCHYHOCTB, PEHMPOAYKTHBHYIO TOKCHYHOCTB, CEPACYHYIO
TOKCHYHOCTh, KaHIIEPOTEHHOCTb), JEMOHCTPHUPYET Majo MOoOOYHBIX d3((HEKTOB U MOXKET OBITH O€30MacHBIM 00-
pa3oM BBEICHO MIICKONHTAIOMIEMY (HAIIpUMeEp, YEIIOBEK, )KUBOTHOE CeMEHcTBa OBIYBHX, JIOMAAb, COOaKa, KOII-
Ka, 00€3bsiHa, MBIIIh, KpbICa) B Ka4eCTBE CPEACTBA I MPOMUIAKTUKY WIIH JICUSHHUS Pa3IUIHBIX 3a00JIeBaHUH,
YIOMSHYTBIX HUKE, U T.1L.

CoequHEHHE 10 HACTOSIIEMY M300pETEHNIO MOKHO MCIOJIB30BaTh B KAYECTBE CPEACTBA IS JICHSHUS WIIH
IPOGUIAKTUKH PA3IMYHBIX 3a00JCBaHUH, BKIIIOYAs 0KUPEHUE, MTOCPEICTBOM YIOMSHYTOTO BEIIIC aKTHBHPYIO-
miero aeivicteus Ha perentopsl GLP-1 u peuentopsr GIP. CoenuHeHre O HACTOSIEMY H300PETCHUIO MOXKHO
UCIIOJIb30BaTh B KAYECTBE CPEJCTBA IS MPOGUIAKTUKA WM JICUYCHUS, HAIPUMED, CHMITOMATHICCKOTO OXKHpPE-
HUS, O)KUPEHHSI HA OCHOBE ITPOCTOTO OXKHUPEHHS, OOJIE3HEHHOTO COCTOSIHUSI MIIH 3a00JIeBaHus, 00YCIOBIEHHOTO
OKUpPEHUEM, HAPYIICHUS TUTaHUs, uabeTa (HarnpuMep, quadet | Tuna, auader 2 TUMa, TeCTAIlMOHHBIA qradeTa,
IraleT TIpu OKUPEHUH), THIIEPIUIHASMIH (HalpuMep, THIIEPTPUTIIAIEPUAECMHUs, THIIEPXOJISCTEPUHEMIS, XOJIe-
CTEpUHEMHUS C BbICOKMM cojepxkanneM LDL, xonectepunemusi ¢ Hu3kuM cojepxkanuem HDL, nmoctrnpanguais-
Hasl THIICPJIATIEMIST), THIIEPTCH3UH, CEPACYHON HEJOCTATOYHOCTH, OCIIOKHEHHH Anabera [HampuMep, HeBpoIa-
TSI, HepOTaTHs, peTHHONATHS, TuadeTHIecKast KapIHOMUOIIATH, KaTapaKkTa, MAKPOAHTHOIIATHS, OCTECOTICHHS,
TUTIEPOCMOJIsIpHAs TrabeTrnueckas KkoMa, HH)EKITHOHHOE 3a00JieBaHue (HAPUMED, pecrrpaTopHas WHOEKIIHS,
UH(CKIMS MOYCBBIBOIANINX ITyTCH, JKEIYJAOYHO-KHUIICUHAST WHPEKIMS, WHPEKIIMA MITKAX TKAHCH KOXKH, HH-
(eI HWKHUX KOHEYHOCTEH), MuadeTHuecKkas TaHTPeHa, KCEpOCTOMUS, THITOAKY3Hs, LEepeOpOBACKYISIpHOE
HapyllIeHHe, HapylleHHe Meprupepruyeckoro KpoBOOOpamIeHus|, MeTaboINYecKoro cuHApoMa (OoJIe3HEHHBIE
COCTOSIHMSI, WHMelomme 3 wiM  Oojee CHUMNTOMOB, BHIOpaHHBIX U3 runeptpurmunepua(TG)emun,
xonecrepuH(HDL-C)emun ¢ HuskumM copepskannem HDL, rumepreHznu, aOIoOMHHAIBLHOTO OKHUPEHHS W CHHU-
JKCHHOM TOJICPAHTHOCTH K TIFOKO03€), CAPKOIICHUH U T.II.

[TpuMepsl cCHMITOMATHYECKOTO OKHPEHHUS BKIIIOYAIOT YHIOKPUHHOE OXKHMpeHue (Hampumep, cuaapom Ky-
IIMHTA, TUIIOTUPEO03, WHCYIMHOMA, auaber Tuma Il mpu OXUpeHHH, NCEeBIOTHIONApaTHPEO3, THIIOTOHAIN3M),
[EHTpaIFHOE OKHUpEHHe (HalpuMep, THIOTAIaMIYecKoe OXHPEHHUEe, CHHAPOM JIOOHOH noim, cuaapoM Kireitne-
JleBuHa), HacmeACTBEHHOE OXHpeHue (Hanpumep, cuaapom I[panepa-Bunu, cuaapom Jlopenca-Myna-bumis),
WHIYIAPYEMOE JIEKapCTBEHHBIMU CPEACTBAMH OXHpEeHHE (HallpuMep, OKUpEHHUE, HHAYIMPYEMOE CTEpOHIaMH,
(heHOTHA3UHOM, HHCYJIMHOM, CPEICTBOM Ha OCHOBE Cyib(ormmmoueBuHbI (SU), B-010KkaTOpOM) H T.1II.

[Tpumeps! 60IE3HEHHOTO COCTOSIHUS WM 3a00JIeBaHUS, 00YCIIOBICHHBIX 0)KUPEHUEM, BKIIOYAIOT HapyIIe-
HUS TOJIEPAHTHOCTH K TIIFOKO3€, MUaleT (B YaCTHOCTH, NUa0eT 2 Thuna, quadeT Mpy 0KUPEHUH), HApYIICHHE Me-
TaboNM3Ma JIUMUAOB (SBISCTCS CHHOHUMOM YIIOMSHYTOH BBIIIC THIICPIUITHICMHHN), THIIEPTCH3UIO, CEPACUHYIO
HEJIOCTATOYHOCTh, TUICPYPUKEMHUIO, TOAArPY, KAPOBYIO HHQIIBTPAIMIO MEUYCHHU (BKIOYAS HEAKOTOJbHBIN
CTENTOTEeTIaTUT), KOPOHAPHYIO 0O0JIe3Hb cepana (MH(GAPKT MHUOKapAa, CTEHOKapAWs), HepeOpalbHBI HHpapKT
(TpoM0O03 TOJIOBHOTO MO3ra, TPaH3UTOPHAs IiepeOpaibHas UIIEMUYCCKas aTaka), 3a00JIieBaHIE KOCTEH/COCTaBOB
(ocTeoapTpuT KoOJIEHA, OCTE0apTpUT Oenpa, AehOPMUPYIONMH CHOHAWINT, JIOMOaro), CHHAPOM AarHO3 BO
cHe/cuaapoM ITukBHKa, MEHCTpyalbHOE HApyIIeHHE (HapyIIeHHEe MEHCTPYaIbHOTO NUKJIA, HAPYIICHHE MEHCT-
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pyanuu u IUKIa, aMeHOpesl, aHOMaJIbHbIE MEHCTPYaJIbHBIE CUMITTOMBI ), METa0OJIMYECKHI CHHIIPOM U T.II.

HoBele auarnoctnueckue xputepuu Obiu coobmensl The Japan Diabetes Society B 1999 rony Ha temy
JIMarHOCTHYECKUX KPUTEPHUEB qradeTa.

B cootBercTBHY ¢ 3THM cOOOIIeHNEM, THabeT OTHOCHUTCS K COCTOSTHHIO, KOTOPOE YIOBIIETBOPSIET IIOOOMY
W3 YPOBHS TIFOKO3BI B KPOBU HATOINAK (KOHIIEHTPAIHS TIIOKO3HI B IIa3Me BEHO3HOH KpoBH) 126 Mr/mt uimu 60-
Jiee, 2-4acoBOT0 3HA4YeHUsI (KOHIICHTpAIUs TIIOKO3bI B IIa3Me BeHo3HOU KpoBw) 200 Mr/mm wiu Oolree B mepo-
PATBHOM TECTEe TOJEPAHTHOCTHU K TIt0K03e ¢ 75 T mmoko3sl (75 1 OGTT) u HeperyaspHOTO YpOBHS TIIFOKO3bI B
KpOBH (KOHIICHTpAITUS TIIFOKO3bI B TUIa3Me BeHO3HOU kpoBH) 200 Mr/mi wiu 6oJiee. Takke COCTOSIHHE, KOTOPOE
HE MPUMEHUMO K YIIOMSHYTOMY BBIIIE AHA0ETY, M HE SBILIETCSI COCTOSTHUEM, MPOSIBIISIOIINM "YPOBEHB TITFOKO3BI
B KPOBH HATOIIAK (KOHIICHTPALUS TIFOKO3BI B IIa3Me BEHO3HOW KpoBH) MeHee 110 mr/mm wim 2-4yacoBoe 3HaYe-
HHe (KOHUEHTpAIMS TJIIOKO3bI B IIa3Me BEHO3HOH KpoBH) MeHee 140 Mr/mi B mepopalibHOM TECTe TOJIEpaHTHO-
cTH K rmoko3e ¢ 75 1 rmoko3bl (75 r OGTT)" (HopMasbHBIN THIT) Ha3bIBAIOT "HOTPaHUYHBIM THUITOM".

Bornee Toro, HOBBIE TUarHOCTHYECKUE KpUTepun Obun cooOmmensl American Diabetes Association (ADA)
B 1997 r. 1 BO3 (WHO) B 1998 r. Ha TeMy AMarHOCTHYECKUX KPUTEPUEB AnadeTa.

B cooTBeTCTBHE C STHMH COOOIIEHUSMH AUA0ET OTHOCUTCS K COCTOSHHIO, KOTOPOE YIOBJIETBOPSET YPOB-
HIO TJTFOKO3bI B KPOBH HATOMIAK (KOHIICHTPAITUS TIIFOKO3BI B TUIa3Me BEHO3HOW KpoBH) 126 Mr/mt uimu 6ojee U 2-
4acOBOMY 3HAYCHHUIO (KOHIIEHTPAITUS TIFOKO3BI B TUTa3Me BeHO3HOH KpoBw) 200 Mr/mt niu 6oJiee B IepopaabHOM
TeCTe TOJIEPAHTHOCTH K TJIIOKO3€ C 75 TIIIOKO3BI.

B cooTBeTcTBUY ¢ yIOMSHYTHIMH BBIIIIE COOOMIEHUSIMH HapyIIeHHas TOJIEPAHTHOCTD K TIIFOKO3€ OTHOCHUTCS
K COCTOSTHHIO, KOTOPOE YIOBIIETBOPSIET YPOBHIO TJIFOKO3BI B KPOBM HATOIMIAK (KOHIICHTPALUS TIIIOKO3BI B IUIa3Me
BEHO3HOI KpoBM) MeHee 126 MI/mi1 1 2-4acoBOMY 3HaYCHHUIO (KOHIIEHTPANKs IIIIOKO3BI B IIa3Me BEHO3HOW Kpo-
BH) 140 nnm G6osree u Menee 200 Mr/u1 B IepopajbHOM TECTE TOJICPAHTHOCTH K TIIIOKO3€ ¢ 75 T TIIIOKO3bI. B co-
OTBETCTBHH ¢ coodieHneM ADA, cocTosiHue, POSBIIIONIEe YPOBEHb TIIIOKO3bI B KPOBHM HATOIIAK (KOHIIEHTpA-
WSl TITFOKO3HI B TTa3Me BeHO3HOU KpoBH) 110 mmu Oonee u MeHee 126 mr/mn HaseBaroT IFG (HapyIieHHBIN ypo-
BEHb TIIFOKO3BI HaTOMIAK). C Ipyroit CTOpOHEI, B COOTBETCTBHH ¢ coodmenneM BO3, coctosaue IFG (HapymieH-
HBI YPOBEHB TIIFOKO3BI HATOIIAK), MPOSBILIIOMINI 2-4acOBOE 3HAUEeHHE (KOHIIEHTPAIWS TIIIOKO3BI B TIa3Me Be-
HO3HOW KpoBH) MeHee 140 MI/mi B IepOpabHOM TECTE TOJEPAHTHOCTH K TIIOKO3€ C 75 T TIIFOKO3BI HA3bIBAIOT
IFG (mapymeHHas TTUKEMUS HATOIIAK).

CoennHEHHE 110 HACTOSIIEMY H300PETEHHIO TaKKEe MCIOIB3YIOT B KAYECTBE CPEACTBA IS MPO(YUIAKTHKH
WM JIYeHUsI nuadera, OMpeleIeHHOr0 B COOTBETCTBHH C YHOMSHYTBIMH BBIII€ HOBBIMH AWATHOCTHYCCKHMU
KpUTEpUsAMH, quabeTa MOTPaHMYHOTO THIIA, HAPYIICHHON TOJIEPAHTHOCTH K Tiiokose, IFG (HapymieHHBIH ypo-
BEHb TJIIOK03bI Hartomak) U IFG (HapymeHHas rimkemus Haromlak). boiee Toro, coenvHeHne Mo HaCTOSIIIEMY
M300pETEHHIO MOTYT MPEMSTCTBOBATH IIPOrPECCUPOBAHMIO IIOTPAHIMYHOTO THIIA, HAPYIIEHHON TOJEPAaHTHOCTH K
rmoko3e, IFG (HapymieHHbIH ypoBeHb TJI0K03bI Hatomak) win [FG (HapylieHHas rIMKeMus HATOIIAK) B JHa-
oer.

CoequHEHHE TI0 HACTOAIIEMY H300pETeHHUIO 00aaeT JeHCTBUEM HHIMONPOBAHUS YBEINYEHHS Macchl Te-
Ja, ¥ TI0 CYIIECTBY €r0 MOXKHO HCIIOJb30BaTh B KayecTBE MHTHOUTOpA YBEIHMUYECHUS MAcChl Teja ISl MIIEKOIH-
Taromux. MIilekonuTaiomnee, KOTopoe SBISeTCA CyOhEeKTOM MPUMEHEHH COSIMHEHHS M0 HACTOSIIEMY H300pe-
TEHHIO, MOJKET TPEACTABIATE COOOH MIIEKOIHTAIOMIEe, Y KOTOPOTO JKeJIaTeIbHO M30eXKaTh YBETHICHUS MaCCHI
Tena. MitlekomuTaromee MOKET IPEACTaBIATh cO00M MIIEKONUTAIOIIEe, IMEIOIIee TCHETHIECKUN PUCK YBEIHde-
HUSL Macchl TeJa, MM OHO MOXKET IPEICTaBIATh cOO0M MIIEKONHTAIOIIEe, cTpagaromee 3aboneBaHleM, CBI3aH-
HBIM C 00pa3oM JKH3HH, TaKNM KakK AWA0ET, TUIEePTCH3WUA W/WIN THICPIUIHICMUS. YBEINUYEeHHEe MacChl Tena
MOXET OBITh 0OBSICHEHO Ype3MEPHBIM YIIOTPEOICHNEM MUK WIN HecOATaHCHPOBAHHBIM PAllMOHOM, HIIH MOXKET
MPE/ICTABIATE CO00I yBEMTMUEHNE MACCHI TeJla BCIIEACTBUE COMMYyTCTBYIOIIETO MPHEMa JIEKAPCTBEHHOTO CPEACTBa
(Hampumep, CEHCUOMIN3aTOPhl MHCYJIMHA, O0JIamaroniue IeHCTBHEM, MOJO00HBIM aeicTBruio aronncta PPARY,
TaKOTO KaK TPOTJIMTAa30H, PO3UIIINTA30H, SHITIUTA30H, LIUTJINTA30H, MUOTJIMTA30H U T.II.). AJITEPHATHBHO yBe-
JMYEHUE MacChl MOXKET TIPEJCTaBIATL COO0H yBEIMYEHUE MAcChl IO TOCTIIKEHUS OKUPCHUS MIIM MOXKET Ipeji-
CTaBJIATh COOOH YBEIMYECHNE MACCHI Y ALIMEHTOB C OKMPEHUEM. B HacTosIIeM ONMCaHUN OXXKMPEHHUE ONpeels-
eTcs Kak MHAeKe Maccs Tena (BMI: macca Tema (kr)+[poct(m)]?) 25 wiu Goee (B COOTBETCTBHH ¢ KPHTEPHIMH
Japan Society for the Study of Obesity) mns smonnes u kak BMI 30 win 6o7ee (B COOTBETCTBHU C KPUTCPUSIMHU
BO3) nns 3anagabIx Jroaei.

CoennHEeHHE IO HACTOSIIEMY M300PETEHHIO TAaKKe SBJSIETCS NPUTOAHBIM B KaueCTBE CPEICTBA LIS IIPO-
(MITAKTUKK WM JICYCHUS METa0O0IMYEeCKOro CHHAPOMA. BeTpedaeMocTs CepAaedHO-COCYIAMCTOrO 3a00IeBaHuUs
SBIISICTCSA JTOCTATOYHO BBICOKOH y MAIIMEHTOB C META0OJIMYECKUM CHHIPOMOM IO CPABHEHHUIO C TAlMCHTaM C
OJIHAM CBSI3aHHBIM ¢ 00pa3oM U3HU 3a0oseBaHreM. TakuM oOpa3om, IpOodHITAKTHKA WU JISYCHHE MeTaboIm-
YECKOT'0 CHHIPOMA Ype3BhIUaifHO BaykHA I IPOGIIAKTHKH CEPIEIHO-COCYAUCTOTO 3a00IeBaHus.

JlnarHocTudeckue KpuTepun MeTaboymdeckoro cuuapoma Obutn oO0bsiBieHsl BO3 B 1999 1. u NCEP B
2001 r. B cooTBercTBHM ¢ nuarHoctuueckuMmu kpurepusmu BO3 mHauBHAyyMa, MMEIOLIETO TUIEPUHCYIINHE-
MHIO WM HapyIIeHHE TOJIEPAHTHOCTH K TJIIOKO3€ B Ka4eCTBE B KaYECTBE HEOOXOJMMOTO yCIOBHS M 1Ba WIH 00-
Jiee U3 BUCLEPAILHOTO 0XKUPEHHS, AUCIUIHICMUH (BBICOKHH ypoBeHb TG mim Hu3kuil ypoens HDL) u rumep-
TEH3WN JUarHOCTUPYIOT Kak uMeromero Merabosnmuecknid cuaapoMm (World Health Organization: Definition,
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Diagnosis and Classification of Diabetes Mellitus and Its Complications. Part I: Diagnosis u Classification of
Diabetes Mellitus, World Health Organization, Geneva, 1999). B cooTBeTCTBHM ¢ TUATHOCTHYCCKUMH KPHTE-
pusimu Adult Treatment Panel III ot National Cholesterol Education Program (pykoBOACTBO MO HIIIEMUYECKON
6one3nu cepana) B CIIA, nHAMBUAYYyMa, IMEIOIIETO TPH WK 00Jiee U3 BUCHEPATHLHOTO OKUPEHHS, THTICPTPUT -
JUIEPUICMIH, XOJECTEPHHEMHUH ¢ HU3KUM ypoBHeM HDL, rumepTeH3uy M HapyIIeHHUs TOJEPAHTHOCTH K TIIO-
KO3€ IMarHOCTUPYIOT Kak uMeromero Mmeradonuaeckuii cuaapom (National Cholesterol Education Program: Ex-
ecutive Summary of the Third Report of National Cholesterol Education Program (NCEP) Expert Panel on De-
tection, Evaluation, and Treatment of High Blood Cholesterol in Adults (Adults Treatment Panel IIT). The Jour-
nal of the American Medical Association, Vol. 285, 2486-2497, 2001).

CoelMHEHHE TIO HACTOSIIEMY M300PCTCHUIO TAK)KE MOXHO HCIIONF30BaTh B KAUECTBE CPEICTBA LIS IIPO-
(bMITaKTHKY WK JICYCHUS, HAIPUMEP, OCTEOIOP03a, KaXeKCUH (HapuMep, KaXeKCHUs TIPHU 3JI0KaYeCTBEHHOH OITy-
XOJIH, KaxXeKCus mpu TyOepkynese, muaOeTHuecKas KaXCeKCHs, KaXCKCHs, acCOIMUPOBAaHHAS C 3a00JIeBaHUEM
KPOBH, KaXCKCHsI, aCCOI[MUPOBAHHAs C SHAOKPUHHBIM 3a00JICBaHUCM, KaXEKCHs, aCCOLMUPOBAHHAS ¢ MH(EKIIH-
OHHBIM 3a00JICBAHHECM, WM KaXCKCHs, BBI3BAHHAS CHHIPOMOM HPUOOPETCHHOTO MMMYHOAC(UIINTA), SKUPOBOU
MHOQWIBTPAINH TIEUYEHH, CHHIPOMA TTONUKUCTO3a SUYHUKOB, 3a00JICBaHUS MOYEK (HAIpHMeEp, XpOHUYIECKas Mo-
YeyHas HEeJIOCTaTOYHOCTh, AuabeTndeckas HeQpomaThs, TiIoMepyoHedpHUT, TIOMEpYyIoCcKiIepo3, HehpoTHde-
CKHI CHHJIPOM, THIIEPTOHUIECKUI He(hpOoCKIIepo3, 3a00IeBaHNe MOYCK KOHEUYHOW CTaNN), MBIIIEIHON JTHCTPO-
¢umn, nHpapKTa MUOKapIa, CTCHOKApIUHU, MepeOpOBACKYIIAPHOTO HapyIIeHHs (HampuMep, nepeOpanbHbIi HH-
(hapkt, HHCYIIBT), OoNe3Hn AJjbIreiimepa, 0one3nn [TapkuHCOHA, TPEBOKHOCTH, JEMEHIIMH, CHHAPOMA yCTONIH-
BOCTH K MHCYJIMHY, CUHJIpoMa X, TUIIEPUHCYIMHEMHUH, MTAPECTE3UH, BHI3IBAEMOM THIIEPUHCYIMHEMHUEH, OCTPOH
WIA XPOHWYECCKON IMapeH, BOCHAIUTEIBHOTO 3a00JieBaHUs (HAIIPUMEpP, XPOHHYCCKHUIA PEBMATOUIHBIA apTPHT,
JIe(POPMHUPYIOLIHIA CIIOHTUIUT, NeHOPMUPYIONIUI apTPUT, JIEFOMOAro, Mmojarpa, MmoclIconepaioHHOe WIH TI0-
CTTPaBMAaTHYECKOC BOCIAJICHHE, B3AYyTHE KMBOTA, HEBPAITHS, JIAPUHTO(APUHTUT, IUCTHUT, TEHATUT (BKIFOYAS
HCAJTKOTOJILHBIN CTEaTOTeNaTUT), MHEBMOHUS, ITAHKPEATHUT, YHTECPUT, BOCIIAIUTEIILHOE 3a00/IcBaHHE KUIIICUHUKA
(BKJIFOUAst BOCHIATMTEIBHOE 3a00JICBAaHIE TOJICTON KHIITKH), SI3BCHHBIA KOJHT, MOBPEKICHUE CIM3UCTOW 000104~
KM JKeTyIka (BKJII0Yast IOBPEXICHNUE CIU3UCTON 00OIOUKH KEITyIKa, BBI3BIBAEMOE ACITUPHHOM)), TIOBPEKICHUS
CIM3UCTONH OOOJIOUYKH TOHKOTO KHIIEYHHKA, MayadcopOmwu, MUCHYHKIHH SUYEK, CHHAPOMA BHCIECPATLHOTO
OKHPEHUS U CApKOTICHUH.

Bonee Toro, coennHeHne N0 HACTOSIIEMY N300PETEHUIO TaK)Ke MOXKHO HMCIIOJIB30BATh B KAUECTBE CPEIACTBA
JUTS IPO(HUIAKTHKY WITK JICUSHHSI PAa3IIMYHBIX 3JI0KAYECTBEHHBIX OITyX0JieH (B YaCTHOCTH, paK MOJOYHOI skee-
3Bl (HaIpUMep, HHBa3UBHBIA PaK MPOTOKOB MOJIOYHOH JKeJIe3bl, HCMHBA3UBHBIN PaK MPOTOKOB MOJOYHOMU JKeJie-
3bI, BOCHIAIUTEIBHBIA pak MOJOYHOH jKele3bl W T.JA.), paK MPeICTAaTeILHOW JKeJe3bl (HAampuMep, TOPMOH-
3aBHCHUMBIA paK MpPEJCTATCIFHOU KeNe3bl, TOPMOH-HE3aBHCUMBIN paK MPEACTATSIBHON KENe3bl W T.1.), PaK
MOJKETYA0YHOM JKeNe3bl (HallpuMep, pak MPOTOKOB TOKEITYAOYHOM JKeNIe3bl U T.1.), PaK JKelyaka (Hampumep,
NaNWUIIpHAS aJCHOKAPIUHOMA, CIIM3UCTas aJICHOKAPIIUHOMA, JKEJIC3UCTO-TNIOCKOKICTOUHAS KaplMHOMA | T.11.),
pak JIerkoro (HampuMmep, HEMEIKOKICTOYHBIH paK JICTKOTO, MEJNKOKICTOUHBIH pak JIETKOTO, 3JI0KauYeCTBEHHAS
Me30TeIroMa U T.J.), PaK TOJCTOTO KHIICYHHKA (HAIIpUMep, KEIYIOYHO-KHIICUHAs CTPOMAalbHAs OMyXOlb U
T.7.), paK MPSMOH KHUIIKH (HAIpUMEp, KEITyA0THO-KUIIIEUHAs CTPOMalIbHasi OMyXO0Jb U T.1I.), PaK 000I0OYHON H
MIPSIMON KHUIIKK (HAIIpUMeEp, CEMEHHBIN pak 0000YHON U MPSMOM KUIIIKH, HACIEACTBEHHBIN HEMOIUTIO3HBINA paK
000/109HOHN U PSAMON KHIIKH, )KETyIOYHO-KHIIIEUHas! CTPOMaIbHAS OIyXOJb U T.J.), 3TOKaUYeCTBEHHAs OITyXOJb
TOHKOTO KHIIIEYHHUKa (HampuMmep, HEXODKKHHCKAs JIUM(POMa, KeITyTOYHO-KUIIEYHAsl CTPOMANbHAs OIyXOJlb H
T.1.), paK IHUIIEBOJA, paK ABCHAIIATUICPCTHON KHIIKH, PaK SI3BIKA, PaK TIOTKH (HAaIlpUMep, paKk HOCOTIIOTKH,
pPaK pPOTOTJIOTKH, THNO(apHHTCATbHEIN paK U T.J.), PaK CIIOHHOMN JKeJe3bl, OIyXO0JIb TOJIOBHOIO Mo3ra (Hampu-
Mep, acTPOIMTOMA IIUIIKOBUIHOM JKeNe3bl, MHHOIMTAPHAS aCTPOIMTOMA, TU(PQY3HAsS acTPOIUTOMA, aHAILIA-
CTHYECKasl acTPOLUTOMA U T.J.), HCBPHIEMMOMa, paK NCUCHU (HAMpHUMEp, MEPBUYHBINA pak MCUCHH, BHETCYC-
HOYHBIN PaK ETYHBIX MPOTOKOB M T.J.), PaK MOYKU (HAIPUMEP, MOYCUHO-KICTOUHBIA paK, paK MEpeXOIHBIX
KJICTOK MTOYCYHOW JIOXaHKH M YPETPHI U T.1.), PaK KCEITIHBIX IPOTOKOB, PaK SHAOMETPHSI, paK MICHKHA MAaTKH, paK
SUYHUKA (HalpUMep, pak SMUTETUs SUYHUKA, BHETOHAIHAS TePMUHOMA, TEPMHHOMA KJICTOK SUYHUKA, OTYXO0JIb
SUYHAKA C HU3KUM 3JI0Ka9ECTBEHHBIM ITOTEHIHAJIOM U T.II.), PaK MOYEBOTO IMY3bIPs, PaK YPETpPhl, pak KOxXH (Ha-
npuMep, BHyTpHTIa3Has (TIaa3Has) MelaHoOMa, KapIuHOMa U3 KJIETOK MepKens U T.1.), TeMaHTHOMa, 3JI0KaYecT-
BeHHas JuM(doma, 370KadecTBEHHAs MEIaHOMa, paK IIUTOBHUIHOM >Keye3bl (HampuMep, MEeAyIUIIPHBIA pak IIH-
TOBHIHOH JK€JIe3bl U T.J.), PaK MapaliuTOBUIHON JKeJIe3bl, pak HOCOBOI IOJIOCTH, PaK CHHYCA, OMyXOJIb KOCTH
(mampumep, octeocapkoma, omyxois FOuHra, capkomMa MaTKH, CapKkoMa MATKUX TKaHe# W T.1.), aHruoguopoma,
capKoMa CeTYaTKH, PaK II0JIOBOTO HYJIeHa, paK CEMEHHUKOB, NeIWaTPUUECKasi CONHIHAS OIyXOJNlb (HampuMmep,
onyxojb BunbMmca, neTckas omyxoiib MOYKH U T.J.), capkoma Kanomm, capkoma Kamomu, BeizBannas CIT/,
OITyXOJIb CHHYCa BEPXHEUEIIOCTHOTO CHHYCca, (hHOpPO3HAs TUCTHOIUTOMA, JISHOMHUOCAPKOMa, pabIoMHOcapKoMa,
Jeliko3 (Harpumep, OCTPIH MUESIIONAHBIN JIEHKO3, OCTPBIA TUM(OOIACTHBIN JIEHKO3 U T.1.), U T.1.).

CoeIlMHCHHE TI0 HACTOAIIEMY H300PETCHUIO TaK)KE MOXKHO HCIIONB30BATh U BTOPHYHON MPO(UITAKTHKH
WINA TOJABJICHUS MPOTPECCHPOBAHUS PA3IUYHBIX YIIOMSIHYTHIX BBINIC 3a00JICBaHWIA (HApUMEp, CEpICUHO-
COCYIUCTHIC SIBIICHUS, TaKUe KaKk WHPAPKT MHOKap/a U T.I1.). Kpome Toro, coeJMHEHUE 10 HACTOSAIIEMY U300pe-
TEHHIO TAKXKe SBIIICTCS TPUTOAHBIM B Ka4ECTBE CPEACTBA IS ITOIABJICHUS MHUIIEBOW aKTUBHOCTH M HHTHOUTOPA
yBeJm4eHus: Macchl Tena. CoequHeHne 0 HACTOAIIEMY M300pETEHHIO TaKKe MOJKHO HCIIONIF30BaTh B KOMOWHA-

-17 -



044242

WY C MeTOTepanuel (HanpuMep, Iuetorepanueil uadera) u e4e0Ho GU3KYyIbTYpOH.

JlekapcTBEeHHOE CPEACTBO, COAEpIKAllee COSANHEHUE 110 HACTOSIIEMY U300pETEHHIO, TIEMOHCTPUPYET HU3-
KYI0 TOKCHIHOCTh M €T0 TOJYYaloT C HCIOJIH30BAHHEM COCIMHEHHS IO HACTOAIMEMY M300pETEHHIO OTAEIHHO
WIA B CMeCH ¢ (papMaKOJIOTHIECKH IPHUEMIIEMBIM HOCHTENIEM B COOTBETCTBHH C IO CYIIECTBY M3BECTHBIM CIIO-
cobom (Hammpumep, crioco0, omrucaHHbIN B Japanese Pharmacopoeia), 00bIMHO UCTIONB3YEMBIM B KA4€CTBE CITOCO-
00B momy4deHHs (apMareBTHUESCKUX TpernapaToB, H 0€30MacHO BBOMAT IMEPOPATBHO WM TIepaHeTepanbHO (Ha-
IpUMep, BBOIAT MECTHO, PEKTAIbHO, BHYTPHMBEHHO) B KadecTBE (hapMalleBTHUECKOTO IpernapaTa, HampuMmep,
TabJIeTKH (BKIIOYasi TIOKPHITBHIE caxapoM TaOJIETKH, TOKPBIThIE TUICHKON TaOlIeTKH, CyOIUHTBAILHBIC TAOJICTKH,
MEepOPAIBHO JE3MHTETPUPYIONINE TaOJIEeTKH), HOPOIIKH, IPaHyJIbl, KaIlCyJIbl (BKIIOYAs MSATKHE KalCyJbl, MUKPO-
KaICyJibl), )KUIKOCTH, JICTICIIKU, CUPOIIBI, SMYJIbCHH, CYCIIEH3UH, HHBEKIIMOHHbIE Npernapars! (HanpuMep, moj-
KO’KHBIC HHBCKIIMH, BHYTPUBCHHBIC WHBCKIIUU, BHYTPUMBIIICUYHBIC HHBEKIIUU, BHYTPUOPIONIMHHBIC HHBEKIIUU U
T.J1.), HAPYXKHBIC Mpenapathl (HalpuMep, TPAaHCHA3AIbHBIC MPEnapaThl, JepMaIbHBIC MPETapaThl, Ma3u), CYIIO-
3UTOPHU (HAIPUMED, PEKTaJIbHbIC CYNIIO3UTOPHH, BArHHAIBHBIE CYIIIIO3NTOPUH), TPaHyJIbl, Ha3aJbHbIC Iperapa-
TBI, JICTOYHBIC TIPENapaThl (HHTAIUPyEeMbIe MPEnapaThl), TPAaHC(HY3HOHHEIC MIPETapaThl U T.11.

OTH mpemapaTtbl MOTYT MIPEACTABIATH COOOM MpenapaTsl ¢ KOHTPOIUPYEMBIM BEICBOOOXKICHHEM, TaKHe Kak
mpermapaTsl ¢ OBICTPBIM BBICBOOOXKIEHUEM, TpeTapaThl C 3aMeIJICHHBIM BBICBOOOKICHHEM M T.II. (HAIIpUMeEp,
MHUKpOKAICYyJa ¢ 3aMEIJICHHBIM BEICBOOOKICHUEM ).

CopepxkaHne COCITUHEHHS MO HACTOSIIEMY HM300peTeHHI0 B (hapMaleBTHYECKOM MpenapaTe COCTABISICT
npubmusuTensHo 0,01 npubdbnmsurensro 100 mac.% oT Bcero npemnapara.

YHOMSHYTHIH BhIIIE (hapMarieBTHICCKH IPUEMIIEMBIl HOCUTEIh MOKET OBITh IPOMIUTIOCTPHUPOBAH pa3iInd-
HBIMH OPTaHMYECKUMH WIM HEOPTaHMYECKHUMH MaTepHalaMi HOCUTEJIel, KOTOpble OOBIYHO MCIOJIB3YIOT B Kayue-
CTBE MaTEPHAJIOB IS HOIyYCHNUS, TAKUMH KaK SKCIUIMEHT, CMa3bIBAIOIIEE BELIECTBO, CBSI3YIOIIEE BEIIECTBO H
JIE3UHTETPUPYIOLIee CPEACTBO Ul TBEPIBIX NPEnapaToB; WIM PacTBOPHUTENb, COTIOOMIU3HPYIOIIEE CPEICTBO,
CYCIEHMpYIOIIee BEIIECTBO, 00ECIeUnBalolee H30TOHNYHOCTh CPENICTBO, Oy(epHOe CPeCTBO, YCIIOKanBalo-
IIee CpPelCTBO M T.IL JJIS JKUAKUX IpenaparoB. Kpome Toro, eciu HE0OXOIMMO, TaKKe MOXKHO HCIIOIb30BATh
oOmwe mo0aBKH, Takue KaK KOHCEPBAHT, aHTHOKCHAAHT, KPACHTEIb, ITOICIACTHTEb, aICOPOUpPYIOIIee BEIeCT-
BO, CMauMBAIOIIIEe BEIIECTBO U T.II. COOTBETCTBYIOMINM 00pa30M B ITOAXOISIIEM KOJTHIECTBE.

[Tpumeps! SKCIIUNHMEHTa BKIIOYAIOT JIAKTO3Y, caxapo3y, D-MaHHHT, KpaxMal, KyKypy3HBIH Kpaxmall, KpH-
CTAJUTMYIECKYIO IIEIUTION03Y, JeTKYI0 0€3BOTHYIO KPEMHHUEBYIO KUCIIOTY U T.II.

[Tpumeps! cMa3BIBAIOIIETO BEIIECTBA BKIIIOYAIOT CTeapaT MarHus, CTeapaT KaJbIHsA, TAJIbK, KOJJIOWIHBIHA
JTUOKCHA KPEMHHSA U T.11.

[Tpumeps! CBS3YIOMIETO BEIIECTBA BKIIOYAIOT KPHCTAJUIMIECKYIO [EIUTI0N03Y, caxaposy, D-MaHHUT, neKcT-
PHH, THIPOKCHIIPONIILEIUTION03Y, THIAPOKCHITPOIIMIMETHILEIIION03Y, HONMBUHIWITUPPOIUIOH, Kpaxmal, ca-
Xapo3y, KeJIaTHH, METIILEIUTION03Y, HATPpUi KapOOKCUMETHIILIEIUTIONO03Y | T.II.

[Tpumeps! Ae3MHTErPUPYIOIIETO CPEICTBA BKIIOYAIOT KpaxMall, KapOOKCHMETHIILEIIIION03Y, KaabIuil Kap-
OOKCHMETIIILIEILTION03Y, HATPHUH KapOOKCHMETHIIKpAaxMall, L-THIpOKCHITpONMIILIEIITION03Y U T.11.

[IpuMepsl pacTBOPUTEII BKIIOYAIOT BOIY Ui UHBEKIUH, CITUPT, MPOMUICHTINKOIb, MAKPOTOJI, KyHKYT-
HOE Macyo, KyKypy3HO€ Maciio, OJTMBKOBOE MACJO H T.II.

[Ipumepsl COMOOMIMBUPYIOMIETO CPEACTBA BKIIOYAIOT MOJIMATIIICHTINKOIb, MPONMWICHIIIUKON, D-
MaHHHT, OCH3MJIOCH30aT, ATAHOJ, TPHUCAMHHOMETaH, XOJECTEPHUH, TPUITAHOIAMUH, KapOOHAT HATPHA, ITUTPAT
HATPHS U T.II

[Ipumeps! cycTieHANPYIOMIETO BEIIECTBA BKIIIOYAIOT MOBEPXHOCTHO-aKTUBHEBIE BEIIECTBA, TAKHWE KaK CTea-
PWITPHATAHOJIAMUH, JIAypUWICYIb(aT HATPHA, JAYPHIAMHHOIPOIUOHOBAST KUCIOTA, JICIIUTHH, XJIOPHI OcH3aII-
KOHUSI, XJIOPHU OCH3ETOHHS, TIMIEPHH MOHOCTEapaT U T.II.; THAPOQMIbHBIE MOJIUMEPHI, TAKUE KaK MOJWBUHHU-
JIOBBIM CIMPT, MOJMBUHWJINUPPOINAOH, HATPUH KapOOKCHMETHIIIIEIUTION03a, METHIILEIIII0N03a, THAPOKCUMeE-
THIIIEIUTION03a, THAPOKCHATHIILEIUII0N03a, THAPOKCHITPOIIMIILICIUTION03a | T.11.

[Tpumeps! 0OeceunBaroIIero N30TOHNYHOCTh CPEACTBA BKIIOYAIOT TIIIOK03Y, D-copOuT, Xiaopua Hatpus,
rmiepud, D-MaHHUT U T.10L

[Tpumeps! 6ydepHOTro cpeAcTBa BKIIOYAOT Oy(depHbIe pacTBOPHI, Takue Kak (ocdaTsl, ameraTsl, KapOOHa-
TBI, IUTPATHI U T.II.

[IpuMeps! yCTIOKauBaIOIIEro CPeACTBA BKIIOYAIOT OCH3MIOBBIM CITUPT M T.11.

[Ipumepsl KOHCEpBaHTa BKIIIOYAIOT CIOXKHBIE (Ul MaparuIpOKCHOCH30MHON KHUCIOTHI, XJI0pOyTaHOI,
OCH3MIIOBBIN CIUPT, HEHITUIOBBIA CIIUPT, ACTHAPOYKCYCHYIO KUCIIOTY, COpPOMHOBYIO KUCIIOTY H T.II.

[Tpumeps! aHTHOKCHAAHTA BKIFOYAIOT CYJIB(GUTHI, aCKOPONHOBYIO KUCIIOTY, O-TOKO(EpOI | T.I1.

[Tpumeps! KpacuTens BKIIOYAIOT PACTBOPUMBIE B BOJIE MUIIEBBIE KPACHTENN N3 KAMCHHOYTOJIEHOW CMOJIBI
(manpumep, nuieBsle kKpacurenu, Takue kak Food Red No. 2 u No. 3, Food Yellow No. 4 u No. 5, Food Blue
No. 1 u No. 2, u T.11.), HepacTBOpHMBIE B BOJIE JIAKOOOpa3yroIye KpacuTeau (HarpuMmep, COIN aJIIOMHHUS YIIO-
MSHYTBIX BBIIIE PACTBOPUMBIX B BOJIE MHUIIEBHIX KpacuTelel N3 KaMEHHOYTOJIBHON CMOJIBI), IPUPOJIHBIE KpacH-
Tenu (HampuMmep, [3-kapotuH, ximopodumt, okcux sxene3a(lll)) u T.m.

[IpuMepbl TOACTIACTUTEINS BKJIIOYAIOT CaxXapWHAT HATPHS, TUKATHHTIUIMPPU3MHAT, acrapTaM, CTCBUIO H
T.IL
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[Tpumeps! ancopOMPYIONIMX CPEICTB BKJIIOYAIOT MOPHUCTHIM KpaxMall, CHIMKAT KajdbLus (TOProBOoe Ha3Ba-
uue: Florite RE), amomMomeracunukat maraus (ToproBoe Haspanue: Neusilin) u JieTkyro O€3BOJAHYIO KpeMHHE-
BYIO KHCTIOTY (TOproBoe Ha3zBaHue: Sylysia).

[IpuMepsl cMauMBaIOMIETO BEMIECTBA BKIIIOYAIOT MPONMMICHINIMKOIBF MOHOCTEApaT, COpOUTAaH MOHOOJEAT,
JIUATIIICHTIINKOIh MOHOJIAYPAT U MOJIHOKCHAITHICHIAYPUIOBBIHA YHp.

B mporecce noxydeHns: mepopansHOro IpenapaTa Mpu He00XO0IUMOCTH MOXKHO HCIOJB30BAaTh TOKPHITHE
JUT MAaCKHUPOBAHMUS BKYyCa, CBOWCTBA PACTBOPEHHS B KHIIICYHHIKE WM IPOJIOHTUPOBAHHOTO JEHCTBUS.

[TpumMeps! OCHOBBI TOKPHITHS I MPUMEHEHUS IS MTOKPHITHS BKIIIOYAIOT OCHOBY IUISL ITOKPBITHS U3 caxa-
pa, OCHOBY TOKpHITUS B ()OpME BOIHOW IICHKH, OCHOBY IOKPBITHA B (popMe KHIICYHOPACTBOPUMOHN IUIEHKH U
OCHOBY HOKPBITHS B (POPME TUICHKH C 3aMeJIJICHHBIM BBICBOOOKICHUEM.

B kauecTBe OCHOBBI HOKPBITHS M3 caxapa UCIOJIB3YIOT caxapo3y. bosee Toro, oJJuH MM HECKOJIBKO THIIOB,
BBIOPAHHBIX M3 TaJIbKa, MPCIUIUTHPOBAHHOTO KapOOHATa KaJbIIHs, KeJaTHHA, TYMMHApaOuKa, MyJUTyIaHa, Kap-
HayOCKOT0 BOCKa U T.I. MOXKHO UCIIOJIb30BaTh B KOMOWHALIUH.

[Tpumeps! ocHOBaHUS MOKPHITHS B (popMe BOJIHOI ITUICHKH BKJIIOYAIOT HOJMMEPHI LIEIUTIONO03b], TAKAE KaK
THIPOKCHUIPONIIIIEIUTION03a, THAPOKCUIIPOITMIMETIIIIEIIIION03a, THAPOKCHATIUIIEIUTION03a, METHITHIPOKCH-
STHIIIEIUTION03a | T.J.; CHHTETHIECKHE TTOJIMMEPHI, TaKHe KaK MOJMBUHUIIAICTAIb TUITHIAMUHOAIETAaT, aMHHO-
ankwiMeTtakpuiaataeiil conmosimMep E [Eudragit E (ToproBoe Ha3zBanue)], IOJTUBUHWITHPPOIUIOH | T.J.; U TTOJIH-
caxapuIpl, TaKie KakK MyJUTyJIaH U T.1.

[TpumMeps! OCHOBBI OKPHITHS B (popMe KHIIIEYHOPACTBOPUMOM TIEHKH BKJIIOYAIOT TTOJIMMEPHI IEIUTIONO3HI,
Takyde KaK THIPOKCHUIPOIHMIMETUINEIUTIONO3bl (PTanar, THAPOKCHIIPOIMIMETIIIIEIUTIONO3B] alleTaT CyKIMHAT,
KapOOKCHMETHIITHIILIEIUTION03a, [IEJITION03b! aneTar (rajaT U T.J.; aKpUJIOBBIEC TTOJIMMEPHI, TAKHE KaK COIOJIU-
mep merakpuioBoi kucnotsl L [Eudragit L (ToproBoe HazBaHMe)]|, COMOJMMEP METAKPHIOBOM KHCIOTH LD
[Eudragit L-30D55 (ToproBoe Ha3Banue)], conoinmMep MeTakpriaoBoi kuciotsl S [Eudragit S (ToproBoe Ha3Ba-
HHE)]| ¥ T.JI.; ¥ BCTpEYaloIuecs B MPUPO/IE BELIECTBA, TAKNE KAK IIEJUIaK U T.J.

[Tpumeps! OCHOBBI MOKPHITHS B (DOPME IUICHKH C 3aMeJUICHHBIM BBICBOOOXKIEHHEM BKIIOYAIOT MOJIMMEPHI
EJUTIONIO3BI, TAKHME KaK STHIILEIUII0N03a U T.1.; U aKPIJIOBBIE TIOUMEPEI, TaKHe KaK COTOINMEP aMHUHOATKHIIME-
takpuiara RS [Eudragit RS (ToproBoe Ha3zBaHme)]|, CyCIIEH3Ws COIMOJIMMEpa ITHIIAKPUIAT-METHIMETaKpUIaT
[Eudragit NE (ToproBoe Ha3BaHwue)] u T.1.

YTHOMSHYTBIE BBIIIE OCHOBHI OKPBITHS MOXHO HCIIOJIB30BATh ITOCJIE CMEIICHHS IBYX MM 00JIee WX THUIIOB
B COOTBETCTBYIOIINX COOTHOMICHUAX. /I MOKPHITHA, HalpUMep, MOKHO HCIOJIB30BaTh SKPAHUPYIOIIEe OT CBE-
Ta CPENICTBO, TAKOE KaK OKCUJ TUTaHa, okcu skenesa(Ill) u T.1m.

J103MPOBKY COEAMHEHUS 110 HACTOSILEMY M300PETEHHIO COOTBETCTBYIOIINM 00pa3oM BBIOMPAIOT B 3aBHCH-
MOCTH OT CyOBEKTa BBEJICHHMS, CUMIITOMa, criocoba BBeieHHs | T.1. Hampumep, Koraa coeqMHEHHE 110 HACTOS-
meMy n300peTeHHI0 BBOAT MEPOPAFHO MAMEHTY ¢ OKUPEHHEM Wil auabetoMm (Macca tena 60 Kr), cyTodHas
J103a COeIMHEHHS 10 HACTOSIIEMY U300peTeH IO cocTaBisieT npubimsutensHo ot 0,1 1o 100, mpeamnoyTuTensHO
npubnuTensHo ot 1,0 mo 50, Gonee mpeanoyTuTensHo npuodau3nTensHo ot 1,0 mo 20 mr. Korna coennHenue
M0 HACTOSIIEMY N300PETEHUIO BBOJST MApeHTEPAILHO MAIMEHTY ¢ 0KUpeHHeM WiH auabetom (Mmacca Tena 60
KT), CYTOYHAas 71032 COSAMHEHUS IO HACTOSIIEMY H300pETEeHHI0 cocTaBiisieT mpuomusutensHo ot 0,01 mo 30,
MPEeANOoYTUTENbHO Tpubmm3uTensHo oT 0,1 mo 20, 6onee mpeamodTuTenbHO MpuOIM3UTENBEHO OT 0,5 M0 10 MT.
OTH KOJIMYECTBa MOYKHO BBOJIUTH ITOCPEICTBOM MPUOTU3UTENHHO OT | 0 HECKOJIBKHUX YacTel B CYTKH.

CoennHeHHE TI0 HACTOSIIEMY M300PETEHHIO MOKHO BBOJAWTH, HApUMep, KaKJble CYyTKH (OAWH pa3 B Cy-
TKHY, JIBa pa3a B CYTKH, 3 pasa B CyTKH, 4 pa3a B CYTKH, 5 pa3 B CyTKH, 6 pa3 B CyTKH), pa3 B 2 CyTOK, pa3 B 3 Cy-
TOK, pa3 B 4 CyTOK, pa3 B 5 CYTOK, pa3 B 6 CYTOK, pa3 B HE/IeNIO, [IBa pa3a B HEIEJI0, pa3 B JBE HE/ENH, pa3 B 3
HeJIeN, pa3 B Mecsil, pa3 B 2 Mecslla, pa3 B 3 MecsIa, pa3 B 4 Mecsla, pa3 B 5 MecseB WK pa3 B 6 MeCsIEB.

CoequHEHHE 110 HACTOSIIEMY M300pPETEeHHIO MOKHO HCIIOJIB30BAaTh B KOMOWHAIMY C JIPYTUM JIEKapCTBEH-
HBIM CPEACTBOM, KOTOPOE HE OKa3bIBaCT HEOJIArONPHUITHOTO BIMSHUS Ha COEAMHEHHUE IO HACTOSIIEMY H300pe-
TEHHIO, JJISI 1IeJIH, HAlpUMeEp, YCKOPEHHUs AeUCcTBHs (JleueHne d(ppeKTa oKUpeHus], 1uadeTa u T.11.) COeANHEHUs
TI0 HACTOSIIEMY H300PETCHHUIO, CHIKEHUSI 03I COSTMHEHUSI 110 HACTOSILEMY H300pETEHHUIO H T.11.

[Tpumeps! TeKapCTBEHHOTO CPENCTBA, KOTOPOE MOYKHO HCIOJIH30BATh B KOMOWHAITNH C COSAWHEHHEM IIO
HACTOSIIEMY H300pETCHHIO ([ajiee WHOTIA COKPAIICHHO 0003HA4aeMOTo KaK COMYTCTBYIOIIEE JIEKapCTBEHHOE
CPEICTBO) BKIIFOYAIOT CPEICTBA MMPOTHB OXKHPEHHUS, JIEKAPCTBEHHBIE CPEICTBA OT AHadeTa, IeKapCTBEHHBIE Cpe-
CTBa OT OCJIOXKHEHHWH Anadera, JJeKapCTBEHHBIE CPEICTBA OT TUIICPIUITHACMUH, aHTUTUTIICPTEH3UBHEBIE CPEACTBA,
IUYPETUKH, XIMHOTEPAIIEBTUIECKHE CPENICTBA, MMMYHOTEPANIeBTHICCKIE CPEACTBA, IIPOTHBOBOCTIAIUTEIEHBIC
JIEKApCTBEHHBIE CPEICTBA, AHTUTPOMOOTHIECKHE CPENICTBA, JIEKAPCTBEHHBIE CPEACTBA OT OCTEONOPO3a, BUTAMHU-
HBI, JICKAPCTBEHHBIE CPEACTBA MPOTHB JEMEHIINH, JEKAPCTBCHHBIC CPEICTBA MIPOTUB SPEKTHILHON AUCOYHKIINH,
TepareBTHYECKHE JEKapCTBEHHBIE CPEACTBA OT YaCTOr0 MOYEHCITYCKaHUS WIIM HellepKaHUs MOYH, JIEKapCTBEH-
HBIE CPE/ICTBA OT AM3YPHUH U T.N. KOHKpEeTHBIE IPUMEpPHI COITYTCTBYIOLIETO JIEKAPCTBEHHOT'O CPEJICTBA BKIIIOYA-
10T CPEJICTBA, YIIOMSHYTHIC HUKE.

[Tpumeps! cpeacTB MPOTHB OKUPEHHUS BKIIOYAIOT MHIHOUTOPHI 0OpPAaTHOTO 3aXBaTa MOHOAMHHOB (Hampu-
Mmep, peHTepMuH, cHOyTaMUH, Ma3UHIOJ, (IIYOKCETHH, Te30()eH3NH), arOHKUCTHI perenTtopa ceporonuna 2C (Ha-
puMep, JOPKa3eprH), aHTATOHUCTHI PEENTOpa CEPOTOHNHA 6, MOIYIATOpP perentopa ructamuaa H3, Mmoxys-
Top GABA (Hampumep, TolMpamar), aHTarOHHUCTHI HedpornenTuaa Y (HampuMep, BETHENEPHT), aHTarOHUCTHI
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KaHHAOWHOUIHBIX PEIENTOPOB (HAMPUMEpP, PUMOHAOAHT, TapaHa0aHT), aHTATOHKCTBHI TPEIUHA, AHTArOHHCTHI
peuenTopa rpeiarHa, HTHrHOUTOpa (epMeHTa rpeIMHALMIINPOBAHNS, aHTaTOHUCTHI ONTMOUIHBIX PEEeNTOPOB (Ha-
npumep, GSK-1521498), aHTaroHUCTH perenTopa OpeKCHHa, arTOHUCTHI pellenTopa METaHOKOPTHHA 4, MHTHOH-
TOpHI feruaporeHassl 11B-runpokcureponnos (Hanpumep, AZD-4017), ”HTrHOUTOPHI JIHMNA3bI ITOKETYA0UYHOMH
JKeJie3bl (HalpuMep, OpJINCTaT, HETHINCTAT), B3-aroHucThl (Harpumep, N-5984), HHTHOUTOPHI ANANMITITHIEPHU-
Harmurtpadcdepassl 1 (DGAT1), uarn6utops anetmn-CoA-kapookcunasel (ACC), uHTHOUTOPHI (ppeMeHTa
creapomn-CoA-nmecaTypasbl, HHTHOUTOPHI OelKa-IePeHOCYNKAa MUKPOCOMANBHBIX TPHUTIUICPUIOB (HAIIPUMED,
R-256918), naruburtopsl koTpancnoprepa Na-Tioko3bl (Hapumep, JNJ-28431754, pemornudao3un), HHTAOH-
topsl NFk (manpumep, HE-3286), aronuctsr PPAR (nanpumep, GFT-505, DRF-11605), naruburops ¢ocdara-
36 (hochoTHpOo3UHA (HANpUMeEp, BaHANAT HATpHs, TpoayckBeMmuH), aroHHuCTel GPR119 (mampumep, PSN-821,
MBX-2982, APD597), akTuBaTOpHl TIIIOKOKHMHA3BI (Hampumep, AZD-1656), nenTwH, MPOW3BOAHbIE JIETITHHA
(manpumep, metponentuH), CNTF (mumuapubeiit Heliporpoduueckuii dakrop), BDNF (nmpoucxomsmuii u3 ro-
JIOBHOTO MO3Ta HeHpoTpopuIeckuii (HakTop), aroHUCTH XOJUITUCTOKWMHHMHA, TIpenapaThl aMUiInHa (Hampumep,
npamautuang, AC-2307), aronuctsl Heliporientuaa Y (Hanpumep, PYY3-36, npoussoansie PYY3-36, oOunen-
tun, TM-30339, TM-30335), npenapatsl okcuHTOMOy IMHA: nipenapatsl FGF21 (manpumep, npemaparst FGF21
JKUBOTHBIX, DKCTParupoBaHHBIC U3 MOJKEITYJOYHOM Kene3bl KOpoB UM cBUHEH; npenapatsl FGF21 uenoseka,
TCHETUYECKH CUHTE3MPOBaHHBIC ¢ UcTob3oBaHueM Escherichia coli wmu apoxokeit; parMeHThI WU TPOU3BO/I-
Hele FGF21), anopekcUreHHbIN areHT cpeactsa (Hampumep, P-57) u T.1m.

B pamxax HacTosmIero M300peTeHNs B KaUueCTBE JEKAPCTBEHHOTO CPEICTBA OT auabera MOTYT OBITH yIIo-
MSHYTBI, HATIPAIMeEP, IIpenapaThl HHCYJINHA (HallpuMep, IpenapaTsl HHCYJINHA JKUBOTHBIX, SKCTParupOBaHHBIC U3
TO/DKETYAOYHOM Kelle3bI KOPOB M CBHHEH; Mpernaparbl HHCYJINHA YeJIOBEKa, TeHETHYECKH CHHTE3MPOBAHHBIC C
ncnons3oBanneM Escherichia coli unmm mposxokeil; MHCYIMH IWHK; MPOTAMUH WHCYJIMH IIWHK;, (parMeHT WA
MPOM3BOHOE WHCYNMWHA (Hampumep, INS-1), mepopanbHBIN Tpenapar WHCYJIWHA), CEHCUOMIN3aTOPhl HHCYJIMHA
(HampuMep, THUOTJINTA30H WM €r0 CONb (MPEANOYTHTEIHHO, THAPOXIOPH), POZUTIUTA30H WIH €TO COJIb (TIpe-
MOYTHTENBEHO, MaieaT), merarimunacen, AMG-131, Oamarmurazon, MBX-2044, puBOrmuTa30H, ajneriurasap,
yurmrasap, Jobermurazon, PLX-204, PN-2034, GFT-505, THR-0921, coenuHenue, ommcanHoe B WO
007/013694, WO 2007/018314, WO 2008/093639 wimt WO 2008/099794), HHTHOUTOPHI O-TITFOKO3WAa3bl (Ha-
npuMep, Borimnbo3, akap003a, MUIIINTOI, IMUTIINTAT), OUryaHus! (Hanpumep, MeThopMuH, OyQOPMUH HIH €ro
COJIb (Harmpumep, TUIPOXJIOpHU, pymapar, CyKIMHAT)), CTUMYJISITOPEI CEKPELH HHCYJINHA (HanpuMep, cyabdo-
HUJIMOYEBHHA (HAIpuMep, TOJOyTaMu, IMTUOCHKIAMUA, TIIMKIA3WA, XJIOPIPONaMu, Tojla3aMujl, aleToreKkca-
MUJI, TIIUKOITHPAMHU, TTUMCTIHPH, TIUIH3HI, TIIHOY3011), peNarinHuA, HATCTIHHA, MUTHTITUHU]T I UX TH-
paTt coiM Kanblus), HHTHOUTOPH! IUNEeNTHAMIIENTHAA3E [V (HampuMep, aloTIIHITHH FITH €ro cob (IIpeanod-
TUTENBHO, OCH30aT), BAJATJIMIITHH, CUTATJIMIITAH, cakcarmuntuld, BI1356, GRC8200, MP-513, PF-00734200,
PHX1149, SK-0403, ALS2-0426, TA-6666, TS-021, KRP-104, TpenarunTuH WIKA €ro coib (MPEAMOYTHTEIHHO
CYKLMHAT)), aroHUCTHl B3 (Harmpumep, N-5984), aronnctst GPR40 (manpumep, Fasiglifam nim ero runpar, co-
enuHeHue, omucanHoe B WO 2004/041266, WO 2004/106276, WO 2005/063729, WO 2005/063725, WO
2005/087710, WO 2005/095338, WO 2007/013689 mmmr WO 2008/001931), marunéutopsr SGLT2 (xoTpaHcmop-
Tep HATPUSA-TIIIOKO3bI 2) (Hanmpumep, nenaraudiaosun, AVE2268, TS-033, YM543, TA-7284, pemornudio3uH,
ASP1941), naruburopsr SGLT1, uaruburopsr neruaporenassl 11B-rugpoxcucreponnos (nmanpumep, BVT-
3498, INCB-13739), anumoHeKTHH WM €ro aroHucT, HHruouTopsl IKK (Hampumep, AS-2868), cpencrtsa, 1mo-
BBIIIAIOIINE YCTOHYMBOCTD K JIENITHHY, arOHUCTHI PEleNTOpa COMAaTOCTaTHHA, aKTHBATOPHI INIIOKOKWHA3bI (Ha-
npuMmep, nupariuatud, AZD1656, AZD6370, TTP-355, coemunenue, ommcanHoe B WO 006/112549, WO
007/028135, WO 008/047821, WO 008/050821, WO 008/136428 mwmu WO 008/156757), aronncter GPR119
(mampumep, PSN821, MBX-2982, APD597), FGF21, ananor FGF, uaru6uropsr ACC2 u T.11.

B xauecTBe eKapCTBEHHOTO CPE/ICTBA OT OCJIOKHEHHH radeTa MOTYT OBITh YIOMSHYTHI HHTHOUTOP allb-
JI030peyKTa3bl (HaIpHMep, TOJIPECTaT, AalpecTar, 3ononpecrar, Gunapecrar, CT-112, panupecrar (AS-3201),
muaopectar), Heporpoduuecknii (pakToOp W CpeAcTBa, MOBBIMAIONINE ero ypoBeHb (Hampumep, NGF, NT-3,
BDNF, cpenctBo, cTUMYJIHPYIOIIEe MPOIYKITUIO/CEKPEIIo HEeUTpoTpodudeckoro ¢akropa, onucanaoe B WO
01/14372 (manpumep, 4-(4-xmopdenmn)-2-(2-meTmi-1-umuaazonn)-5-[3-(2-MeTmiheHOKCH )P OTTHIT |0KCa30IT),
coenuHenue, onrcanHoe B WO 2004/039365), naruburtopst PKC (Hanpumep, pyOOKCUCTAYpUH ME3WIIAT), HHTH-
outopsl AGE (mampumep, ALT946, 6pomun N-dhenammnrraozomus (ALT766), EXO-226, nupuaopuH, MTUpH-
JIOKCaMUH), aroHUCTHl perientopa GABA (mampumep, rabaneHTHH, TperabaiuH), HHTHOUTOPBI 0OpaTHOTO 3a-
XBaTa CEPOTOHMHA U HOPaJIpCHAINHA (HAIIPUMED, AYJIOKCETHH), HHTHOUTOPBI HATPUCBBIX KaHAJOB (HAaIpuMep,
JIaKO3aMHMJI), aKTHBHBIC JIOBYIIKH KHCJIOpoja (HampuMmep, THOKTOBAas KHCJIOTa), IepeOpallbHbIe COCYA0pacIn-
psitoiye cpenctsa (HampUMep, THAITYpPH[, MEKCHJICTHH), arOHHCTBI PELENTOPOB COMATOCTaTHHA (HAIpHMED,
BIM23190), uHruOuTOpHI peryaupyroeil curaan anonros3a kuHassl-1 (ASK-1) u .1m.

B kadecTBe 71€KapCTBEHHOTO CPEICTBA OT TMIIEPINIHICMHUM, MOTYT OBITH YIIOMSIHYTHI HHTHOUTOPHI PEIyK-
taszel HMG-COA (Hampumep, mpaBacTaTHH, CAMBACTaTHH, JIOBACTaTHH, aTOpBAcTaThH, (pIyBacTaTHWH, po3yBa-
CTAaTWH, MUTaBACTATHH WM €T0 COJIb (HalpuMep, COJNb HATPHS, COJb KAJBIH)), HHTHONTOPHI CKBAJICHCHHTA3HI
(manmpumep, coeamHeHue, ommcanHoe B WO  97/10224, wmanpumep, N-[[(3R,5S)-1-(3-ameTokcu-2,2-
JMUMETHIITIPOIINN )-7-X10p-5-(2,3-nuMeTokcndennn)-2-okco-1,2,3,5-terparunpo-4, 1 -6eH30kca3enmuH-3-
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WJT]|alleTHI | IuNepuainH-4-yKCycHasl KHCIIOTa), coeauHeHusA-puOparsl (Hampumep, Oesadubpar, kiodubdpar,
cuMpudpar, KIMHOPUOpaT), aHHOHOOOMEHHAsl cMoJla (HampuMep, KOJIECTUPAaMHH), POOYKOJI, JIeKapCTBEHHbIC
CPEACTBAa HA OCHOBE HUKOTHHOBOH KHCIOTBHI (HapuMep, HUKOMOJI, HUIEPUTPOJI, HUACIIAH), STHINKO3AIEHTaT,
¢urocTepuH (HarpuMmep, COeBBI CTEPHH, raMMa-OpU3aHoJI (yY-OpU3aHOI1)), HHTHOUTOPH! BCACBIBAHHS XOJIECTE-
puHa (Hanpumep, 3exusi), uaruOuTopsl CETP (Hanpumep, mannerpanu®, aHanerpanu), npenapaTsl m-3 KuAp-
HBIX KUCJIOT (HAaIlpuMep, STUIOBBIE d3PHUPHI ©-3-KUPHBIX KUCIOT 90 (3THoBbIe 3(huphl ®-3-KucaoTsl 90)) u T.II.

[Tpumeps! aHTUTHIEPTEH3UBHOTO CPEACTBA BKIIOYAIOT MHTMOWUTOPHI aHTMOTEH3MHIIPEBpaIlatomero ¢ep-
MEHTa (HarpuMep, KarTOIPHI, SHATAMPWI, ACNALENPHI U T.1.), aHTarOHUCTHI aHrnoteH3uHa Il (Hampumep, kaH-
JecapTaH IMICKCETHI, KaHJecapTaH, JI03apTaH, JI03apTaH Kallii, S1pocapTaH, BajcapTaH, TeJIMUCAPTaH, upoe-
capTaH, TaCOCEPTaH, OJIMEcapTaH, OJIMECapTaH MEIOKCOMMII, a3WICapTaH, a3wIcapTaH MEIOKCOMII U T.A.), aH-
TarOHUCTHI KaJbIWA (HApUMep, MAHUIUNNH, HU(YEAUIHH, aMIOIUNNH, Y3(OHUINITNH, HUKAPIUIIUH, [THITHUIIN-
IVH U T.J.), B-OnokaTopsl (HampuMep, METOIPOJION, aTEHOJIOJ, IIPONPAHOJION, KapBEIUION, MMHAOION U T.1.),
KIOHWIVH H T.II.

B kauecTBe nuypeTHKa MOTYT OBITH YIOMSHYTHI, HAIPUMEDP, IPON3BOJHbIC KCAHTHHA (HAIpUMeEp, TeoOpo-
MHH HaTpuil camuuuiaT, TeoOpoOMHH KaJdbLIMH calunumiaT U T.I1.), THa3WAHBIC TpenapaTsl (HarpuMmep, 3THasm,
IUKJIOTIAaHTHA3H], TPUXJIOPMETHA3U, THAPOXIOPTHA3H, THuApodIymMeTHasny, OCH3MITHIPOXIOPTHA3U, TECH-
(iryTHa3un, NONUTHA3WA, METHKJIOTHA3H U T.II.), aHTHAIBJIOCTEPOHOBBIE TIperapaThl (HarpuMmep, CIIMpOHOJIaK-
TOH, TPHAMTEPEH U T.IL.), HHTHOUTOPHI KapOoaHruapassl (HanpuMep, arera3ojaMul U T.I1.), XJIOpOEH30JICYIIb-
(oHamMuaHBIE cpencTBa (HapuUMep, XJIOPTaIuI0H, Medpy3ua, HHIATaMUA | T.I1.), @30CEMHU, H30COPOHT, ITaK-
PpHUHOBAsI KUCIIOTA, TUpETaHua, OyMeTanun, GypoceMua 1 T.11.

ITpumepsl XMMHOTEPANIEBTHYECKOTO CPEACTBA BKIIOYAIOT AJKHIMPYIOIINE CPEACTBa (HampuMep, ILHKIO-
dbochamun, ndbochamua), aHTUMETA0OTUTHI (HApUMEpP, METOTpeKcat, S-GTopypanni), aHTHOMOTHKH TIPOTHB
3JI0Ka4E€CTBEHHOH OIyX0JH (HanmpuMep, MUTOMHULNH, aApHaMHULINH), CPEICTBA IPOTUB 3JI0KAYECTBEHHON OITyXO-
T PacTUTEIBHOIO MPOUCXOXKACHHS (HAIpUMEp, BUHKPUCTHH, BUHJEC3UH, TAKCOJ), LUCIIATHH, KapOOILIaTHH,
sTono3ua u T.1. Cpeau NpoUnX, MPEANOYTUTEIbHBIME SABIAIOTCS MPONU3BOIHOE S-(Topypannna GpypTynoH Uiu
HEOPYPTYJIOH U T.II.

[Tpumeps! MIMMYHOTEPANIEBTUUECKOTO CPE/ICTBA BKIIIOUAIOT MUKPOOHBIE WM OaKTepHabHbIE KOMITOHEHTEHI
(HanpuMep, TPOM3BOJHOE MYPaMIIIAMIENITHIA, THINOAHWII), TOJIHCAaXapyabl, 00Jaaollie aKTHBHOCTBIO yCH-
JICHUs] UMMYHHOU CHUCTEMBI (Harpumep, JIEHTHHaH, cn3o(upaH, KpeCTHH), IUTOKUHEL, IT0JIydaeMble CIOCOOaMu
TeHHOHN MHXXeHepuH (HanpuMmep, narepdepon, nurepielikut (IL)), konoHnecTuMymupytomye GpakTopsl (Harpu-
Mep, TPaHyJOLUUTAPHBIH KOJIOHUECTUMYJIUPYIIHHA (akTop, SpUTPONOITHH) U T.1. Cpean mpoumx HpeArodTH-
TEJIHHBIMU SBISIOTCS MHTEPICHKUHBI, Takue Kak [L-1, IL-2, [L-12 u 1.1

ITpumeps! MPOTUBOBOCIIATUTENBEHOTO JEKAPCTBEHHOTO CPEICTBA BKIOYAIOT HECTEPOHIHBIC IMPOTHBOBOC-
HaJINTENbHBIE JTIEKAPCTBEHHBIE CPECTBA, TAKHE KaK aCIHUPHH, alleTaMUHO(EH, HHAOMETAIUH U T.I1.

B kauecTBe aHTUTPOMOOTHYECKOTO CPEACTBA MOTYT OBITh YNOMSHYTHI, HallpUMep, TeMapuH (Hampumep,
TeNapyuH HATPUH, TeTapuH KaJlbIMid, YHOKCATIApUH HATPUH, JAajdbTeapuH HaTpuii), BaphapuH (Hampumep, Bap-
(hapuH Kanuii), aHTUTPOMOMHOBEIE JICKAPCTBEHHBIE CPEACTBa (HAmpuMep, apararpodaH, gadurarpaH), HHTHOH-
Topel FXa (Hampumep, puBapokcaban, ammkcaban, snokcaban, YMI150, coemunenue, ommcanHoe B WO
02/06234, WO 2004/048363, WO 2005/030740, WO 2005/058823 wmu WO 2005/113504), TpombotMTHYECKHE
cpeacTBa (HampuMep, YpOKHHAa3a, TH30KWHA3a, ajbTeIlia3a, HaTelIa3a, MOHTeIIa3a, ITaMUTeIuiasa), HHT HOuTo-
pBl arperanu TpOMOOLMTOB (HAIIpUMEpP, THKJIOMMIUH THAPOXJIOPHA, Kiomuporperd, mpacypren, ESS555,
SHC530348, muiiocta3o, STUIIMKO3aIleHTaT, O0epalnpocT HaTPHi, capiporpenaT r’HAPOXJIOPHI) U T.II.

[Tpumeps! eKapcTBEHHOTO CPEICTBA OT OCTEONOPO3a BKIIOYAIOT aslb(haKaibInao), KaJbIUTPHOII, DIIbKa-
TOHHH, KaJbIIUTOHHUH JIOCOCH, 3CTPHOJ, UIIPUQIIABOH, TAMUAPOHAT JUHATPHH, aleHAPOHAT HATPUN THIPAT, MH-
KaJIpoHAT AMHATPUM, pU3eIpoHAT AUHATPUN U T.II.

IIpumepb! BuTaMrHa BKJIIOYAOT BUTaMuH B, Butamun By, u T.11.

[Tpumeps! JIeKapCTBEHHOTO CPECTBA MPOTHB JEMEHINH BKJIIOYAIOT TAKPHH, TOHETIE3WI, PUBACTUTMHUH, Ta-
JaHTaMUH U T.1L.

ITpumeps! IeKapCTBEHHBIX CPEACTB MPOTUB 3PEKTHIBHON AUCOYHKIMU BKIIOYAIOT arloMopduH, cuiaeHa-
(un uuTpar ¥ T.IL

[Tpumeps! TepaneBTHYECKOTO JIEKAPCTBEHHOTO CPEACTBA OT YaCTOr0 MOYEHCITYCKaHUsI WIIM Hellep KaHHs
MOYH BKJIIOYAIOT (pJIaBOKCAT TUAPOXIOPU, OKCHOYTHPHH THAPOXIIOPU, IIPONUBEBPHH THIPOXJIOPH H T.I1.

[Tpumeps! IeKapCTBEHHOTO CPENCTBA OT AU3YPUH BKIIIOYAIOT MHI'MOUTOPHI alleTHIXOIMHACTEpasbl (HaIpH-
Mep, JUCTUIMHH) H T.II.

Bonee Toro, Takxe B KOMOMHAIMHU C COSAMHEHUEM II0 HACTOSIIEMY H300pPETEHHIO MOXHO HCIIONIB30BATh
JIEKapCTBEHHOE CPEICTBO, IUISI KOTOPOTO MOATBEPKACHO, YTO OHO O0NafacT ICHCTBHEM CMSTYEHHS KaXCKCHU
100 B MOJEIAX HA >KUBOTHBIX, JINOO KIMHUYECKH, T.€. HHTHOMTOP LMKIOOKCHUICHA3bl (HAIlpUMeEp, WHIOMETa-
IIMH), TIPOU3BOAHOE TPOTECTEPOHA (HAIIPUMEp, MAreCTPOJI arleTar), TIIIOKOKOPTUKOUA (HampuMmep, JAeKcaMmeTa-
30H), JIEKAPCTBEHHOE CPEJICTBO-METOKIIONPAMHU, JEKAPCTBEHHOE CPEICTBO-TETPAarnAPOKaHHAOMHOM, CPEICTBO
JUTSI yITydIieHus] MeTabom3Ma KUpoB (HaIpuMep, dSHKo3aleHTaeHOBasi KUCI0Ta), TopMoH pocta, IGF-1 wim an-
THTEJIO TIPOTHB MHIYIHPYIONIero kaxekcuio ¢pakropa TNF-a, LIF, IL-6 wim onkoctatnHa M u T.11.
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ANBTEpHATUBHO B KOMOWHAIIMH C COCAMHCHUEM 10 HACTOAIIEMY U300PETCHHIO MOXHO HCIIOJIh30BaTh HH-
rubuTOop TIMKUpoBanus (Hampumep, ALT-711), iekapcTBeHHOE CPEACTBO, CTHMYIIUPYIOIIEE PEreHEepaIuio Hep-
BOB (HampuMmep, Y-128, VX853, npocanTum), aHTHAETPECCaHT (HapuMep, Ae3UNPaMUH, aMUTPUTITHIIHH, UMHUII-
paMuH), aHTHAMIICITHICCKOE JIEKAPCTBEHHOE CPEICTBO (HAIpHMep, JTaMOTPUTHH, TPWJICNITAN, KEIIpa, 30He-
rpaH, nperadainH, XapKoepu, kKapOamMasenrH), aHTHAPUTMUIECKOE JIEKAPCTBEHHOE CPEJICTBO (HAIIPUMEp, MEK-
CWJICTHH), JIWTaHJ perenTopa aneTwixoiuHa (Hanpumep, ABT-594), aHTaroHucT pernenropa dHAOTeIHHA (Ha-
npumep, ABT-627), uHrHOUTOp 3aXBaTa MOHOAMHHOB (HAIIPUMED, TPaMaJIoJ), HAPKOTHIECKUN aHaJIbTeTHK (Ha-
npumep, MopduH), aroHucT pernentopa GABA (mampumep, rabanenTnH, MR-nipenapar rabaneHTHHA), arOHUCT
perienitopa o2 (HampuMmep, KIOHUANH), MECTHBIN aHAIBIeTHK (HAIIPUMEp, KallCAWIIMH), IPOTHBOTPEBOKHOE Jie-
KapCTBEHHOE CPENCTBO (HampuMmep, OCH30THA3EINH), HHrHOUTOp (ochoandcTepaspl (Hanmpumep, CriaeHapm),
arOHHCT PEIenTopoB qodaMuHa (Hanpumep, anoMop(uH), MUIA30J1aM, KETOKOHA30JT | T.II.

Bpemst BBeneHnsI COeTMHEHHS 10 HACTOSILIEMY M300pPETECHHIO M COITYTCTBYIOIIETO JIEKAPCTBEHHOTO Cpell-
CTBa HE OTPAHMYCHO, U UX MOXKHO BBOJUTH WHAUBUAIYYMY OJHOBPEMEHHO FITU C TICPEPHIBOM.

[Ipumeps! TakoTO CcII0c00a BBEACHUS BKIFOYAIOT CIICIYIOIIUE:

(1) BBemeHHME OIHOTO Mpemapara, MOJYYCHHOTO MyTEM OJHOBPEMCHHOM 00pabOTKHM COCAMHEHHS MO Ha-
CTOAIIEMY N300PETEHUIO U COIYTCTBYIOIIETO JIEKAPCTBEHHOTO CPECTBA,

(2) omHOBpEMEHHOE BBEIEHHUE JBYX THIIOB MPENapaToB COCTUHEHUS 10 HACTOSIIEMY U300pETESHHUIO U CO-
MyTCTBYIOIIETO JIEKAPCTBEHHOT'O CPE/ICTBA, KOTOPOE OBIIO MOIYYEHO OTACIHHO, OMHUM U TEM Xe IIyTeM BBEIe-
HUSL,

(3) BBemeHue ABYX TUIIOB TPENapaToB COSAMHEHUS 10 HACTOSIIEMY H300PETEHHIO M COITYTCTBYIOIMIETO Jie-
KapCTBEHHOT'O CPEACTBA, KOTOPHIE TOIYYEHBI TI0 OTACTHFHOCTH, OJHUM IIyTEM BBEICHHS C TIEPEPHIBOM,

(4) onHOBpEMEHHOE BBEJICHUC JIBYX THIIOB MPEMAapaTOB COCIUHCHUS 0 HACTOAMIEMY H300PETCHHUIO U CO-
MYTCTBYIOMIECTO JICKAPCTBEHHOI'O CPEJICTBA, KOTOPHIC OBLTH MOJYYCHBI MO OTIACIBHOCTH, PA3IHYHBIMU MTyTIMU
BBCJICHUS,

(5) BBemeHUE NBYX TUMOB IMIPEMAPATOB COCAUHEHHUS IO HACTOSIIEMY H300PETECHHUIO M COMYTCTBYIOIIETO Jic-
KapCTBEHHOTO CPENICTBA, KOTOPHIC IOIYUCHBI IO OTJACIBHOCTH, Pa3IMYHBIMU ITyTSIMHU BBEICHHS C MEPEPHIBOM
(HanpuMep, BBEICHHUE B TIOPSKE COCAMHEHNE TI0 HACTOSILEMY H300pPETCHHIO U COITYTCTBYIOIIEE JICKAPCTBEHHOE
CPEJNICTBO, MM B OOPAaTHOM TIOPSIIKE) U T.II.

Jlo3y coIyTCTBYIOMIETO JIEKAPCTBEHHOTO CPEICTBA MOXKHO COOTBETCTBYIOIINM 00pa3oM OMpENesaTh, HC-
XOJSl M3 J03bI, UCTOIB3yeMOH B KIIMHMYECKUX CUTyaIsix. COOTHOIIEHHE NPH CMEIICHUH COSAWHEHUS 110 Ha-
CTOSIIIEMY HM300PETEHUIO M COIYTCTBYIOIIETO JICKAPCTBEHHOTO CPEICTBA MOJKHO COOTBETCTBYIOHINM 00Opa3oM
OTIpeNeNATh B 3aBHCHMOCTH OT CyOBEKTa BBEICHHS, CHMITOMa, crocoba BBEICHHS, IENIEBOrO 3a00JeBaHMA,
koMOuHanmy U T.11. Korma cyOBeKTOM BBEACHUS SBIACTCS YEJIOBEK, HAIPHMEP, COMYTCTBYIOIIEE JIEKaPCTBEHHOE
CpelCTBO MOKHO HCIONb30BaTh B konmdectBe 0,01-100 mac.4. otHOcUTENbHO | Mac.4. COeAMHEHUS IO HACTOSI-
IeMy U300pETeHHIO.

ITyreM KOMOMHHPOBAHUS COCAUHCHHUS IO HACTOSAIIEMY H300PETCHHUIO U COMYTCTBYIOIIECTO JICKAPCTBECHHOTO
CpezcTBa:

(1) mo3y coenuHEeHHs MO HACTOAIIEMY W300PETEHUIO WMJIHM COITyTCTBYIOLIETO JIEKAPCTBEHHOTO CPE/ICTBA
MOJKHO CHIDKATh IT0 CPABHEHUIO C BBEICHHEM COCIUHEHUS 110 HACTOSIIEMY N300PETCHHIO WIH COITYTCTBYIOIIETO
JICKApCTBEHHOTO CPENICTBA,

(2) nexapCTBEHHOE CPEACTBO ISl MPUMEHEHHS B KOMOWHAITMY C COSTMHEHHEM TI0 HACTOSIIEMY U300peTe-
HHUIO MO>KHO BBEIOMPATh B 3aBUCHMOCTH OT COCTOSHUS MAITMEHTOB (MATKOE, TSHKEIoe  T.11.),

(3) mepuon nedeHUss MOXKET OBITH MPOJJIEH MyTeM BBHIOOpPA COMYTCTBYIOIIETO JICKAPCTBEHHOTO CPEJCTBA,
oOnagaromiero JeHCTBHEM M MEXaHHW3MOM, OTIMYAIOIIMMUCS OT NEHCTBHA M MEXaHW3Ma COCOMHEHHS 110 Ha-
CTOSIIIEMY N300pETEHUIO,

(4) 5¢dexT HenpephIBHOTO JIEYEHHUS MOXKET OBITh JTOCTHTHYT ITyT€M BBIOOpA COMYTCTBYIOLIETO JIEKapCT-
BEHHOTO CPEJICTBA, OOJIATAOIICTO JCHCTBUEM U MEXaHU3MOM, OTIMYAOIIUMIUCS OT IEHCTBUS M MEXaHU3Ma CO-
€IMHEHUsI 110 HACTOSILEMY H300peTeHUIO,

(5) MoxeT OBITh JOCTHIHYT CHHEpruYeckuii 3pdekT myreM KOMOMHUPOBAHHOTO IPUMEHEHUS COEIMHEHHS
10 HACTOSIIEMY H300PETCHHUIO U COIYTCTBYIOIIETO JIEKAPCTBEHHOT'O CPEJICTBA H T.II.

IIpumepbI

CokparteHable 0003HAYCHHS, HCITOJIb3yeMbIe B HACTOSIIEM OMUCAHWH, O3HAYAIOT cienyromiee (Tadi. 1-1 u
Tabmn. 1-2). deduc B TepMuHax, Takux Kak o-MePhe u T.11., Kak onrcaHO B HACTOSIIIIEM OMHCAHUH, MOKET OTCYT-
CTBOBATh, U CITy4ail OTCYTCTBHS MIMEET TaKOe K& 3HAUCHIE.
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Tabiuma 1-1
Aad 2—-aMMHOAOMIIMHOBAS KMUCJIOTa
Abu 2-aMMHOMaCIIAHaA KUCJIOTa
Abz (2) 2—-aMMHOBOEeH30MHasA KMUCJIOTa
Ac aleTuII
Acp 6-aMMHOKAIPOHOBAaA KUCJIOTAa
Acpc 1-aMMHOUMKJIIONPONaHKapOOHOBas KUCIJIOTa
Adc (12) 12-aMMHOOOIEeKaHOBad KMCJIOTa
Aib O-aMMHOM3O0MaCJIAHAaA KUCIJOTa
Aipe 3-aMMHOMAaCIIAHaA KUCJIOTa
Ala (4Pip) 4-mmMnepUOVHUIIAIaHUH
Ala (cPr) LUKJIONIPONUIIaaHUH
AnBu33UNH 2-aMMHO-3-yPeuIONPONMOHOBa A
b KIMCJIOTa
Ambz (4) 4-aMUHOME TMJIO €H30MJI
Aoc (8) 8-aMMHOKANPWUIIOBasa KUCJIOTa
Arg (Me) NO-MeTUIapTMHUH
Asn (Me) No-MeTuIacnaparuH
Aze (2) aseTuInH-2-KapBoHOBasa KUCJIOTa
Aze (3) aseTUIMH-3-KapOOHOBAas KUCJIOTa
CC (Acp) 6-KapBOKCUIIEeHTUIIKaPOaMOMIT
CC(B-Ala) 2-rapBorcUs TUIKapPOaMOUIT
CC (GABA) 3-KapBOKRCUIIPONIMIKAPBaMONMIT
CC(Gly) KapBOoKCHMe TUIIKAaP 0aMoWII
CC (Leu) [ (1S8)-1-xapbokcu-3-MeTHIOY T ] KapOaMoOW
CC(Ser) [ (1S)-1-xapOoKCU-2-TUIPOKCUSTUI] KapOaMou
[(1S)-1-xapbokcu-2- (4-
CC(Tyr)
TUAPOKCUPeHWUII) 3TNl ] kKapBaMou
Cha LMKJIOT eKCUJIaJIaHUH
cisHyp UUC—4-TVOPOKCUIIPOJINH
Cit UNTPYJIIIUH
cPrCoO UMKJIOTIPONaHKapOOHMUIT
Dab 2, 4-guaMMHOMACJIAHad KUCJIOTa
Dap 2, 3-0MaMMHONPONMOHOBASN KUCJIOTa
GABA Y-aMMHOMAaCJAHasa KUCJIOTa
Gly (cPr) LMKJIOIPOIMIITJIMLVH
Gly- cBa3b -CONH- wmexmy Gly u Leu 3aMeleHa

w[ (E) CH=CH] -Leu

ankeHoM (E)-Tuna

Har TOMOapPTMHUH

homoLeu ToMOJIeMIIMHE

Hse TOMOCEPUH

Hyp TpaHC—4-TUNPOKCUIPOIIMH
Iva M30BaJIVH

Leu (Me) Y—Me TUILIIeMLMYH

Lys (Ac) Ne-ale TUIIIUSIH

Lys (I'excu)

Ne-TreKCUIIIM3UH

Lys (Me)

Ne-Me T 3UH

Lys (Me2)

Ng, e-OMMe TN 3MH
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Tabmuma 1-2
Lys [T'ekcameKkaHOWU T>’””/\“ﬂW(NW/\Hj\/k\“oﬂT/\vjjrkﬂﬁcN
- (PEG2) ] o o o

N(2-

N- (2-TUMOPOKCUSTUII) TJIVLIUH

TUOPOKCUSTHII) Gly
N (iBu)Gly N-1300y TUJITJIMLVH
Nal (1) 1l-HadTHIaJaHUH
Nal (2) 2-HadTulajlaHnH
Nar NorapIMHUH
Nle Hopiennsa
NmeAla Nol-MeTuIaraHue
NmeSer No-MeTHUICeprH
NmePhe No-MeTrindeHnnnanratuuy
Nva HopBanuu
Oorn OPHUTUH
PEG2Z NH/\w/A%‘0/\V%T\N’ﬁ\/o\/j
Phe (2, 6-Mez) lat 2, 6-nuMe THIIbeHUIalaHNH
Phe (2F) 2-pTopbeHMIATIaHNH
Phe (2Me) 2-MeTundeHnIaIaHmMH
Phe (3F) 3-dTopbeHMIATIAHNH
Phe (3Me) 3-MeTwideHUITaIaHUuH
Phe (4C1) 4-xJopbeHMIAIaHNH
Phe (4F) 4-pTopdeHnanraHmuH
Phe (4Me) 4-MeTundeHnIIaIaHMH
Phe (4NH2) 4-amMyHObeHMIIAJIaHUH
Phg beHMITIMUNH
Pic(2) 2-nunepuIuHKkapOOHOBaA KUCJOTA
Pic (4) 4-nynepuaMHKapBOHOBAaA KUCIOTa
Pya(2) 2-nupuonuIaiaHuH
Pya (3) 3-nupunnialaHuHe
Pya (4) A-npunuiaiaHuH
4-PyCO 4-nupuanIKapBoHMIT
Ser (Me) O-MeTUJICEPUH
Thp (4) TerTparunpo-2H-nupan—-4-ui
Thr (Me) O-MeTUJITPEOHNH
Tpeo—-PhSer Tpeo-3-QeHUIICEPUH
) 1,2,3,4-TeTparMopoOn30XUHOIUH- 3~

e KapBoHOBasa KUCJOTa
Tyr (2F) 2-dTOPTUPO3UH
Tyr (3F) 3-0TOPTUPO3UH
Tyr (Me) O-MeTUIITUPO3UH
Z BeH3MIIOKCUKapOOHWUIT
o-MePhe o-MeTUIIQeHNIaTaHyH
a-MePro Ol—Me THUJINIPOJIMH
B-Ala B-ananux
B-HOAla B-romMoanannn

B ommcanuu, Korma OCHOBaHHMSI, aMHHOKHCIOTHL M T.JI. 0003HAUCHBI MOCPEACTBOM UX KOJIOB, OHH OCHOBa-
HBI Ha 00menpuHATHIX Konax B cootBercTBUE ¢ IUPAC-IUB Commission on Biochemical Nomenclature wimu Ha
W3BECTHBIX KOJIaX B JAHHOHM 00JaCTH, MPUMEpPhl KOTOPBIX MPEACTABICHBI HIXKE. J[JIs aMHHOKHCIIOT, KOTOPBIC
MOTYT UMETh ONTHYECKUI U30Mep, MPUCYTCTBYET L-hopMa, eciiu HEeT WHBIX yKa3aHui (Hampumep, "Ala" mpen-
craBisier coboit L-popmy Ala). Kpome Toro, "D-" o3nauaet D-hopmy (Hanpumep, "D-Ala" npencrasmsier codoi
D-dopmy Ala), u "DL-" o3nagaet panemar D-hopmbr 1 L-hopmsr (Hampumep, "DL-Ala" npexcraBuseT coboi
DL-panemar Ala).

TFA: TpudTopykcycHas KUCIIOTA;

Gly wu G: raunus;

Ala win A: anaHuH;
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Val unu V: BanuH;

Leu nu L: neviumn;

Ile wm I: n3onennuy;

Ser unm S: cepuH;

Thr nnm T: TpeoHuH;

Cys nnu C: IIUCTEHH;

Met nnu M: METHOHUH,;

Glu wn E: rmyramMuHOBasI KUCIIOTA,

Asp mwu D: acmaparuHoBasi KHCIIOTa;

Lys nnu K: nuzus;

Arg unu R: aprunus;

His wnu H: ructuavs,

Phe win F: ¢penmnananmuy;

Tyr umn Y: THpo3uH;

Trp nimm W: tpuntodan;

Pro wnm P: nponun;

Asn unu N: acriaparu;

GIn wu Q: rayTamMuH;

pGlu: muporiayTaMuHOBas KUCIIOTA;

o-MeTyr: a-MeTUITUPO3HH.

Hacrosmee m3o0pereHne mogpoOHO MOSCHEHO HIDKE C IOMOIIBIO CIEAYIOUIMX STAJOHHBIX MPHUMEPOB,
MPUMEPOB, TIPUMEPOB HCITBITAHKS M IIPUMEPOB COCTABIICHHUS, KOTOPBIC SBJISFOTCS TOJIBKO BapHAHTAMH OCYIICCT-
BJICHUS M UX HE CIIEAYyCeT UCTOJNIKOBBIBATH KaK OTpaHHYHMBaroIue. Kpome Toro, HacTosIiee H300pEeTCHUE MOXKET
OBITH MOAN(DHUINPOBAHO O€3 OTKIOHEHHS OT 00beMa H300peTeHNSI.

Tepmun "KoMHaTHas TeMrepaTrypa" B INPEACTABICHHBIX HIDKE MpPUMEpax YKasblBaeT Ha JHMANa30H, Kak
npaBwiIo, oT npuoimusnTenasHo 10 mo mpubmmurensHo 35°C. Uro kxacaetes "%", BBIXOJ MPENCTaBIIET COOOM
BBIXOJ] B MOJI./MOJL.%, paCTBOPHUTEINb, UCIIOIBE3YEMBIH s XpoMaTorpaduu, IpeacTaBicH B % Mo o0beMy, U B
Ipyrom cirydae "%" mpencrasinseT codoit mac.%.

THF: teTparunpodypan;

DMF: N,N-numetundopmamu;

WSC: 1-(3-mumeTHIaMuHOTIPOTIFIT )-3-3THIIKAPO O AUIMH/T THIPOXJIOPH]T;

HOBt: 1-runpokcuGeH30Tpra301 MOHOTHAPAT.

CnpaBounblit mpumep 1.

Cunre3  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)-amuanoit cmomnsr Sieber (SEQ ID NO: 10).

Awmupanyro cmoiry Sieber (0,69 M3KkB./T, 362 MT) 100aBISITH B pEaKIIMOHHYIO IPOOUPKY, KOTOPYIO 3aTEM 3a-
TPYXXaJId B YCTPOWCTBO JUIS CHHTE3a IENTHIOB. AMUHOKHUCIIOTHI MOCIIEI0BATEIFHO KOHJCHCHPOBAIUCH B COOT-
BeTcTBHU ¢ mpoTokosioM Fmoc/DCC/HOBt. Ha mocnenneit cramun N-koHeByto rpymmny Fmoc ymansimu. [locie
3aBepIICHUs] KOHICHCAIUU cMoJy mpoMbiBaa MeOH u cymmianm npu MOHMXKCHHOM JAaBiCHHWU. B pesynmprare
6b110 Tosrydeno 1025 mr (0,244 M3KB./T) peACTABISAIONIESH HHTEPEC 3aIUIEHHON MENTHIHON CMOJIBI.

CripaBo4HBIH puMmep 2.

Cunre3 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)-amumnroii cmoiet Sieber (SEQ ID NO: 11).

Amunnayro cmony Sieber (0,69 MakB./T, 362 MT) 100aBISUIH B pEaKIIMOHHYIO MPOOUPKY, KOTOPYIO 3aTEM 3a-
TPYXXaJId B YCTPOWCTBO JUIs CHHTE3a IENTHIOB. AMUHOKHUCIIOTHI MTOCIIEI0BATEIFHO KOHJCHCHPOBAIUCH B COOT-
BeTcTBHU ¢ mpoTokosoM Fmoc/DCC/HOBt. Ha mocnenneit cranuu N-koHueByto rpymmny Fmoc ymansimu. [locie
3aBepIICHUS KOHJCHCAIUN cMOTy TpoMbiBain MeOH, u cymmnu mpu NOHWKEHHOM JaBiieHHH. B pesynbrare
obu10 mosryyeHo 1331 mr (0,188 MIKB./T) IpeACTABIISAIONICH HHTEPEC 3alIUIIICHHONW METTUIHON CMOJIBL.

CrpaBouHsIi mpumep 3.

Cunre3 H-Ala-GlIn(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)-amunnoit cmomst Sieber (SEQ ID NO: 12).

Amumnayro cmony Sieber (0,61 MakB./T, 410 Mr) 100aBISUIH B pEaKIIMOHHYIO MPOOUPKY, KOTOPYIO 3aTEM 3a-
TPY)XaJId B YCTPOMCTBO Ul CHHTE3a IENTHIOB. AMHHOKHCIIOTHI ITOCIIEI0BATEIFHO KOHACHCHPOBAINCH B COOT-
BeTCTBUU ¢ TipoTokojoM Fmoc/DCC/HOBL. J[BoliHyr0 peakinio coueTaHus IPOBOAMIN JJIs BHeceHus Ala B 18
nostockeHnu u B 20 mososkennu u Gln(Trt) B 19 monoxxennn. Ha mocnennedt ctanuu N-KoHIIEBYIO rpymnmy Fmoc
ynassuma. [locie 3aBeplieHus: KOHISHCAUU cMOTy npoMbiBany MeOH u cymmmy npu HOHWKEHHOM JaBJICHUH.
B pesynberate Obuto moxyderno 1110 mr (0,225 MAKB./T) MpeaCTaBISIOMICH WHTEPEC 3alIMIICHHOW MENTHIHON
CMOJIBL.

Ipumep 1.

Cunre3 H-Tyr-Aib-Glu-Gly-Thr-aMePhe-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).
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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)-amunayro cmoiy Sieber (0,244 makB./r, 41,0 MTr), MONXYYEHHYIO COTJIACHO STa-
JIOHHOMY TIpUMepy 1, OTBEUIMBAIN B PEaKIMOHHYIO MPOOMPKY ¥ MOABEprain HaOyxanwio ¢ momormisio DMF.
TTocne ynanenns DMF ¢unbpTpanueii k cMoiie mocienoBatenbHo nobasnsiam Fmoc-Ala-OH (31,1 mr), 0,5 M
OxymaPure 8 DMF (200 mxin) u qunsonponwiikapooquumu (15,9 Mxin), a 3aTeM cMeCh BCTPSIXHUBAJIM B TCUESHUE
1,5 4. PeaknpioHHBINH pacTBOp OTQHUIBTPOBBIBAIH, a 3aTeM cMOy 6 pa3 mpombeiBasin DMF. Tlocne moarBepxme-
HUS HeraTUBHOCTH B Tecte Kaiizepa mobasmsamm 20% pactBop munepuanaa B DMF u cMech BCTpsSXuBaiu B Te-
yerne | MuH. PacTBOp OTGMIBTPOBRIBAIH, U 3aTEM K HEMY BHOBB 00aBisutu 20% pactBop nunepuanaa B8 DMF
U CMech BCTpsixuBaiu B TedyeHne 20 mMuH. PactBop ordummbsTpoBeBany u cMoiy 10 pas npomsianun DMF. DtoT
IIUKJI KOHAGHCAIIMK aMHHOKHCIIOTH ¢ Fmoc - ypaneHus 3amuTHOM rpynnsl Fmoc nmoBTOpsian A mocienosa-
tenbHO# KoHneHcaunu GIn(Trt), Ala, Gln(Trt), Lys(Boc), Asp(OtBu), Leu, Aib, Ile*, Ala, Tyr(tBu), Asp(OtBu),
Ser(tBu), Thr(tBu), aMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib u Tyr(tBu) (*: peakuus B Teuerune Houn). CMoIy
npoMeiBain MeOH, a 3aTem cymwiam mpu HOHIXKEHHOM naBieHuu ¢ nosydenuneMm 83 mr 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)-GlIn(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)-amunnoit cmonsr Sieber.

K 83 mr nomydenHoit cmosl gobasism 1 M cmecn TFA: M-kpe3on: Tnoanuson: sranauruon: H,O: tpu-
n3onpormwicuian (80:5:5:5:2,5:2,5) u cmech nepememBaiy B TedeHue 1,5 4. B peaknuoHHbINH pacTBOp n00aB-
JSUTA AMATHIIOBEIN 3(up g obecnedeHus MPEUUITUTAINN H MPEIUNUTAT IPOMBIBAIH ITyTEM HMOBTOPEHHS TPH
pa3a IeHCTBHS yHnaleHHs cylepHaTaHTa mociie neHTpudyrupoBanmua. Ocamok skctparuposainn 50% BOIHBIM
pPacTBOpPOM YKCYCHOM KHCIIOTHI W CMOJY YyIalsiin (GuibTpamuel, MOocie Yero MPOBOAWIH IPETNapaTHBHYIO
BDXX c ucnonp3oBannem kosonku Daisopak SP-100-5-ODS-P (250x20 mm 1.D.) [pactBop A: 0,1% TFA-Boxa,
pactBop B: aneronutpmi, cogepxxarmmii 0,1% TFA, ckopocts moToka 8§ mi/MuH, A/B: amonpoBaHie JTHHEHHOTO
rpamueHTa KoHIeHTpamwuu 65/35-55/45 (60 mun)]. @pakiuu, coaepkaBiire TPeOyeMbIid MPOIYKT, COOMpaTH U
THOQUIM3NPOBAIIH C MOJTydeHrueM 22,5 Mr 6e0ro MopoIka.

Macc-crekTpomMeTpus, (M—i-H)+ 4267,4 (Beramciero: 4267,2);

BpeMms amonpoBanust BOXKX: 7,1 mun;

YCIIOBUSI DJIIOUPOBAHMS:

kononka: Merck Chromolith Performance RP-18e (100x4,6 mm 1.D.);

JMIOEHT: Hcnoib3oBaHue pactBopa A: 0,1% TFA-Boma, pactBopa B: aneronurpuin, copepxamuit 0,1%
TFA, A/B: anroupoBaHue JMHEHHOTO TpagueHTa KoHIeHTpamu 95/5-35/65 (10 mun);

CKOpOCTh TIoTOKA: 3,0 MJI/MHH.

[Ipumep 2.

Cunre3 H-Tyr-Aib-Glu-Gly-Thr-aMePhe-Thr-Ser-Asp-Tyr-Aib-Ile-Aib-Leu-Asp-Lys-GIn-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)-amuaayro cmoiry Sieber (0,244 MakB./T, 41,0 MT), MOTY4EHHYIO COTJIACHO CITpa-
BOYHOMY IpuMepy |, oTBemMBaiM B peakIMOHHYIO MPOOHPKY W MmojaBepraiy HabyxaHuio ¢ momorupio DMF.
TTocne ynanenns DMF ¢unbTpanueii k cMoiie mocienoBatenbHo nobasnsiam Fmoc-Ala-OH (31,1 mr), 0,5 M
Oxymapure B DMF (200 mxn) u guusonpomnmwikapooauumu (15,9 M), a 3aTeM cMeCh BCTPSIXUBAIU B TCUCHHE
1,5 4. PeakunoHHBIH pacTBOp OTOUILTPOBBIBANN, a 3aTeM cMoy 6 pa3 npombiBaian DMF. [ocie moareepskie-
HUS HeratuBHOCTH B Tecte Kaiizepa nobasmsim 20% pactBop nunepunuaa B DMF n cmech BeTpsixuBaiu B Te-
yenue | MuH. PacTBOp OTOHUIBTPOBBIBANIN, U 3aTEM K HEMY BHOBB J100aBisuin 20% pactBop nunepuanHa B DMF,
U CMech BCTpsixuBaiH B TedyeHne 20 mMuH. PactBop ordmnbsTpoBeBany u cMoiy 10 pas npomsiBanun DMF. OtoT
IIUKJT KOHACHCAIINH aMHHOKHCIOTH ¢ Fmoc - yrmameHus 3amuTHON Tpynnsl Fmoc moBTopsimm it mocienoBa-
tenpHOU KoHAeHcanuu GIn(Trt), Ala, GIn(Trt), Lys (Boc), Asp (OtBu), Leu, Aib, Ile*, Aib, Tyr(tBu),
Asp(OtBu), Ser(tBu), Thr(tBu), aMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib u Tyr(tBu) (*: peakuus B TeueHue
Houn). Cmony mpombiBanmn MeOH, a 3aTem cymmiau Nmpu MOHWKEHHOM JaBJICHWU ¢ ToiydeHuem 84,5 mr 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)-GIn(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)-amuanoii cmomst Sieber.

K 84,5 mr momydenHol cMmombl m06aBimsmd 1 Ma cmecu TFA: m-kpe3on: tnoanwmson: stanautnon: H,O:
Tpum3onponmicuian (80:5:5:5:2,5:2,5), u cMech nepemMemmBany B TedeHue 1,5 4. B peakimoHHBINA pacTBOpP J10-
0aBJISTM TUATHIIOBBIH 3(QUp I oOecrieueHHs] MPEUUINUTALNE U TPEHUIUTAT TPOMBIBAIHM ITyTEM MOBTOPEHUS
TpPY pa3a JeHCTBHS yIaJeHUs CyllepHaTaHTa Iocie HeHTpudyrupoBanus. Ocanok skcrparuposain 50% BOIHBIM
pacTBOPOM YKCYCHOHM KHCIIOTHI W CMOJY yJaJsuld (QUIBTpalMed, Mocje Yero IPOBOJIMIN IpernapaTuBHYIO
B3XX c ucronp3oBanueM kosioHku Daisopak SP-100-5-ODS-P (250x20 mwm 1.D.) [pactBop A: 0,1% TFA-Bona,
pactBop B: aneronutpun, conepxantuii 0,1% TFA, ckopocts motoka 8 Mu/mMuH, A/B: anronpoBaHue THHEHHOTO
rpajiMeHTa KoHueHTpauuu 65/35-55/45 (60 mun)]. ®paknun, conepkaBiine TpeOyeMbId MPOIYKT, COOMpaIH U
TMOQUIM3NPOBAIIH C ToJTydeHueM 21,5 Mr 6exoro noporka.

Macc-crekrpomerpust, (M+H)™ 4281,5 (Beraucneno: 4281,2);
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BpeMs amoupoBanust BOXKX: 7,2 mun;

YCIIOBUSI DJIIOUPOBAHMS:

kononka: Merck Chromolith Performance RP-18e (100x4,6 mMm 1.D.);

JMIOEHT: Hcnonb3oBaHue pactBopa A: 0,1% TFA-Boma, pactBopa B: aneronurpuin, copepxamuit 0,1%
TFA, A/B: amronpoBaHue TUHEHHOTO TpagueHTa KoHIleHTpanuu 95/5-35/65 (10 mun);

CKOpOCTh TIoTOKa: 3,0 MJI/MHH.

[Ipumep 3.

Cunre3  H-Tyr-Aib-Glu-Gly-Thr-aMePhe-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-NH, (SEQ ID NO: 15).

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)-amuaayro cmoiry Sieber (0,244 MakB./T, 41,0 MT), MOTY4EHHYIO COTJIACHO CITpa-
BOYHOMY IpuMepy |, OTBEIIMBaIM B PEaKIMOHHYIO NMPOOMPKY M HOABEpraiy HadyxaHuio ¢ rnomomnipio DMF.
[ocne ynanenns DMF ¢unbrpanmeit k cmorne nocienoBarensHo nodasimsuii Fmoc-Ser(tBu)-OH (38,3 mr), 0,5
M Oxymapure 8 DMF (200 mxu1) u aum3onponuikapooguumun (15,9 Mkin), a 3aTeM cMech BCTPSIXHUBAJIU B Te4e-
Hue 1,5 4. PeakumoHHBIH pacTBOp OTQHUIBTPOBBIBAIH, a 3aTeM cMoily 6 pa3 npomsiBanu DMF. Tlocne noarsep-
JKJICHHsI HeraTHBHOCTH B TecTe Kaiizepa no6asistimu 20% pactBop nunepunuaa B DMF u cMech BCTpSIXMBAJIH B
TeueHne 1 MuH. PacTBOp OTQMIBTPOBBIBANIM, W 3aTeM K HEMY BHOBB J00aBisuti 20% pacTBOp MUNEpUANMHA B
DMF, u cmech BeTpsixuBanu B Teuenne 20 muH. PactBop orduimsTpoBbBamm u cmony 10 pa3 npombiBasin DMF.
OTOT MK KOHIACHCAIIMN aMHUHOKUCIOTH ¢ Fmoc - ymanenns 3amuTHON rpymnmnsl Fmoc moBTopsuiy 11t mocie-
noBatenbHOW KoHmeHcaruu GIn(Trt), Ala, GIn(Trt), Lys(Boc), Asp(OtBu), Leu, Aib, Ile*, Ala, Tyr(tBu),
Asp(OtBu), Ser(tBu), Thr(tBu), aMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib u Tyr(tBu) (*: peakuus B TeueHue
Houn). Cmony mpombiBamn MeOH, a 3aTem cymmiau Nmpu MOHMWKEHHOM JaBJICHUU ¢ ToiydeHueMm 73,3 mr 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)-GIn(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)-amuanoii cmonsr Sieber.

K 73,3 mr momydeHHOM cMmombl mo6aBmsmu 1 mMa cmecu TFA: m-kpe3on: thoanwmson: stanautnon: H,O:
Tpumsonponwicuinan (80:5:5:5:2,5:2,5), u cmeck nepeMemnBany B TeueHue 1,5 4. B peakioHHBINA pacTBOp 10-
0aBJISLTM TUATHIIOBBIH QP I o0ecrieueHns MPEUUNUTALNE U TPEHUIUTAT TPOMBIBAJIM ITyTEM MOBTOPEHUS
TpPY pa3a JeHCTBHS yIaJICHUs CyllepHaTaHTa Iocie HeHTpudyrupoBanus. Ocanok skcrparuposain 50% BOIHBIM
pacTBOPOM YKCYCHOHM KHCIIOTHI W CMOJY yJaisuld (QUIbTpaled, Mocje Yero IPOBOJIMIN IpernapaTHBHYIO
BOXX ¢ ucnonp3zoBanuem koyioHKH Daisopak SP-100-5-ODS-P (250x20 mm 1.D.) [pactBop A: 0,1% TFA-
water, pactBop B: aneronutpui, conepxammuii 0,1% TFA, ckopocts motoka 8 mu/muH, A/B: amonpoBaHue iu-
HEHHOTO TpaJiieHTa KOHIEHTparuu 65/35-55/45 (60 mun)]. pakum, coaepxasime TpeOyeMbId TPOIYKT, CO-
Oupany 1 TMo(QUIU3NPOBAIN C TTOTydeHHeM 17,1 Mr 6eoro mopormika.

Macc-cnekrpomerpust, (M+H)™ 4283,6 (Beraucneno: 4283,2);

BpeMs amonpoBanust BOXKX: 7,1 mun;

YCIIOBHS IIIONPOBAHUS:

kosonka: Merck Chromolith Performance RP-18e (100x4,6 mMm 1.D.);

AMIOCHT: Hcmoib3oBanue pactBopa A: 0,1% TFA-Boma, pactBopa B: ameronurpmi, comepxkammuit 0,1%
TFA, A/B: amronpoBaHue TUHEHHOTO TpagueHTa KoHleHTpanuu 95/5-35/65 (10 mun);

CKOpPOCTB TIOTOKA: 3,0 MII/MUH.

IIpumep 4.

Cunre3 H-Tyr-Aib-Glu-Gly-Thr-aMePhe-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-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)-amuanyro cmoiry Sieber (0,244 makB./T, 41,0 M), mosy4eHHYIO COTJIACHO CIIpa-
BOYHOMY NpHMepy 1, OTBEIMBAIN B PEaKIMOHHYIO NPOOMPKY, W MoABepraiy HabyxaHHIO ¢ nomolnsio DMF.
ITocne ynanenuss DMF ¢unbpTpanueit k cMone mocienoarensHo nqobasmsuim Fmoc-Ser(tBu)-OH (38,3 mr), 0,5
M Oxymapure 8 DMF (200 mx) 1 gumzonponrikapooauumu (15,9 Mxir), a 3aTeM cMech BCTPSIXUBAIU B TEUE-
Hue 1,5 4. PeaknmoHHBINA pacTBOp OTOUIBTPOBBIBAIIH, a 3aTeM cMody 6 pa3 npombiBasiu DMF. TTocie moarsep-
JKIEeHUS HeraTUBHOCTH B Tecte Kaifzepa nobasnsimm 20% pactBop munepunnHa B DMF u cMeck BeTpaxuBaiu B
TedeHue 1 mMuH. PacTBOp OTMIBTPOBEIBANH, U 3aTeM K HeMy BHOBb noOaBisimm 20% pacTBOp NMuIepuAWHA B
DMF, u cmech BeTpsixuBanu B Teuenne 20 muH. PactBop ordumsTpoBbBamm u cmony 10 pa3 nmpombiBasin DMF.
OTOT UUKJI KOHACHCAIIMM aMUHOKHUCIIOTH ¢ Fmoc - ynaneHus 3amutHON rpynnsl Fmoc mosTopsimn asst mocie-
noBarenbHoM KoHnmeHcanmu Gln(Trt), Ala, GIn(Trt), Lys(Boc), Asp(OtBu), Leu, Aib, Ile*, Aib, Tyr(tBu),
Asp(OtBu), Ser(tBu), Thr(tBu), aMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib u Tyr(tBu) (*: peakuus B TeueHue
Houn). Cmomy mpomsiBanu MeOH, a 3aTeMm cymmim npu HOHMKEHHOM AaBIEHMU C monydeHuem 63 mr 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)-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)-amuanoii cmois Sieber.

K 63 mr nomydenHoi cmosbl gobasisim 1 Ma cmecn TFA: M-kpe3on: Tnoanuson: sranauruon: H,O: tpu-
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n3onpormicunan (80:5:5:5:2,5:2,5), u cmech nepemenBaiy B Teuenue 1,5 4. B peaknnoHHbI pacTBOop 100aB-
JSUTH TUSTHIIOBBIN 3(hUp Al 0OecTiedeH s MPELUITUTAINK U TIPEUIATAT IPOMBIBAIN IIYTEM TIOBTOPEHHS TPU
pa3a JIeHCTBHS yHnaJeHHs cylepHaTaHTa rmociie neHTpudyrupoBanmui. Ocamok skctparuposamn 50% BOIHBIM
pPacTBOpPOM YKCYCHOW KHCIOTHI W CMOJY YyHAIsu (GuibTpamuel, MOocie Yero MPOBOAWIH IPErnapaTHBHYIO
BDXX c ucnonp3oBannem kosonku Daisopak SP-100-5-ODS-P (250x20 mMm 1.D.) [pactBop A: 0,1% TFA-Bopxa,
pactBop B: aneronutpmi, cogepxxarmmii 0,1% TFA, ckopocts moToka 8§ mi/MuH, A/B: amonpoBaHue JTHHEHHOTO
rpamueHTa KoHIeHTpanun 64/36-54/46 (60 mun)]. @pakiuu, coaepkaBiire TPeOYEeMbIid MPOIYKT, COOMpaTH U
Mo GUIN3UPOBAIN C TToTydeHreM 14,7 Mr 6esroro mopoIka.

Macc-cnekrpomerpust, (M+H)™ 4297,8 (Beraucneno: 4297,2);

BpeMs dmonpoBanusi BOXKX: 7,2 muH;

YCIIOBUSI DJIIOUPOBAHMS:

kononka: Merck Chromolith Performance RP-18e (100x4,6 mm 1.D.);

JMIOEHT: ucnonb3oBaHue pactBopa A: 0,1% TFA-Boma, pactBop B: ameronutpmi, coxepxamuit 0,1%
TFA, A/B: anroupoBaHue JHHEHHOTO TpagueHTa KoHIeHTpamu 95/5 - 35/65 (10 mun);

CKOpPOCTB TIOTOKA: 3,0 MII/MUH.

IIpumep 5.

Cunre3 H-Tyr-Aib-Glu-Gly-Thr-aMePhe-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-NH, (SEQ ID NO: 17).

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)-amunnyto cmomy Sieber (0,188 makB./r, 53,2 Mr), modydeHHYIO COTJIACHO CIPAaBOYHOMY
puMepy 2, OTBEIIUBAIM B PEaKIIMOHHYIO MTPOOUPKY | MoaBepranu Habyxanuto ¢ momomipio DMF. Tlocne yna-
nerust DMF ¢unbTpanueit k cMose nocienoBaTebHo gooasmsiii Fmoc-Ala-OH (31,1 mr), 0,5 M Oxymapure B
DMF (200 mxn) u muuzonponmikapooauumua (15,9 M), a 3aTreM cMech BCTpsSXuBalv B Teuenue 1,5 4. Peak-
IIMOHHBIN PacTBOP OT(HILTPOBBIBAIH, a 3aTeM cMoIly 6 pa3 mpombiBasii DMF. Ilocie moarBepkaeHust Hera-
tuBHOCTH B Tecte Kaiizepa no6asnsiu 20% pactBop nunepuaunaa B DMF u cmeck BCTpsIXMBaiIM B TeYeHHUE 1
MHH. PacTBOp OTGMILTPOBBIBANIN, U 3aT€M K HEMY BHOBB 1o6aBisuin 20% pactBop nunepuanna B DMF, n cmech
BCTpsixuBaiu B Tedenue 20 muH. PactBop oTdmnbTpoBeBamm u cmoiy 10 pas mpomsiBamn DMF. Dtot nukn
KOHJICHCAllMM aMUHOKHUCIIOTH ¢ Fmoc - yxanenus 3amurHol rpynmnsl Fmoc moBTopsuty Atk OCe10BaTeIbHOM
kouneHcanuu Gln(Trt), Ala, GIn(Trt), Lys(Boc), Asp(OtBu), Leu, Aib, Ile*, Ala, Tyr(tBu), Asp(OtBu),
Ser(tBu), Thr(tBu), aMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib u Tyr(tBu) (*: peakuus B Teuerune Houn). CMoIy
npoMeiBain MeOH, a 3aTeM cymwim mpu HOHIXKEHHOM HaBieHuun ¢ nosmydenueMm 97 mr 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)-GlIn(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)-amugHoii cmoutst Sieber.

K 97 mr momrygenHo# cmonsl go6aBismu 1 Mot emecu TFA: M-kpe3out: Thoanu3out: atanauTtron: H,O: tpu-
n3onpormwicuian (80:5:5:5:2,5:2,5) u cmech nepememBaiy B TedeHue 1,5 4. B peaknuoHHbINH pacTBOp n00aB-
JSUTH AWATHIIOBEIN 3¢up s obecneueHus MPEUUTUTAINN H MPEIUNUTAT IPOMBIBAIH ITyTEM HMOBTOPEHHS TPH
pa3a JIeHCTBHS yHnaJeHHs cylepHaTaHTa rmociie neHTpudyrupoBanmui. Ocamok skctparuposainn 50% BOIHBIM
pPacTBOpPOM YKCYCHOW KHCIOTHI W CMOJY YyIAIsIu (GuiabTpamuel, MOcie Yero MPOBOAWIH IPETapaTHBHYIO
BOXX ¢ ucnonp3oBanuem koyioHKH Daisopak SP-100-5-ODS-P (250x20 mm 1.D.) [pactBop A: 0,1% TFA-
water, pactBop B: aneronutpui, conepxammuii 0,1% TFA, ckopocts motoka 8 mu/muH, A/B: amonpoBaHue iu-
HEHHOTO TpaJueHTa KOHIeHTparuu 63/37-53/47 (60 mun)]. Opakum, coaepxasime TpeOyeMbId TPOIAYKT, CO-
Oupany 1 TMOQMIN3NPOBAIIH C MOJIYYEeHHEM 25,2 Mr 0eJIoro IopoIIKa.

Macc-crekTpomMeTpus, (M—i-H)+ 4139,2 (Beramcneno: 4139,1);

BpeMs amoupoBanust BOXKX: 7,3 mun;

YCIIOBUSI DJIIOUPOBAHMS:

kosonka: Merck Chromolith Performance RP-18e (100x4,6 mMm 1.D.);

AMIOCHT: Hcmoib3oBanue pactBopa A: 0,1% TFA-Boma, pactBopa B: ameronurpmi, comepxammuit 0,1%
TFA, A/B: amronpoBaHUe JTUHEHHOTO TpagueHTa KoHIeHTpanuu 95/5-35/65 (10 mun);

CKOpOCTh TIoTOKA: 3,0 MJI/MHH.

[Ipumep 6.

Cunre3 H-Tyr-Aib-Glu-Gly-Thr-aMePhe-Thr-Ser-Asp-Tyr-Aib-Ile-Aib-Leu-Asp-Lys-GIn-Ala-Gln-Ala-
Glu-Phe-Val-Lys-Trp-Leu-Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-NH, (SEQ ID 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)-amunnyto cmomy Sieber (0,188 makB./r, 53,2 Mr), modydeHHYIO COTJIACHO CIPAaBOYHOMY
npuMepy 2, OTBEIINBAIM B PEaKIMOHHYIO IPOOMPKY M mojBeprany Habyxanuio ¢ nomouipto DMF. Tlocine yna-
neanss DMF ¢unsTtpanueii k cMole mocienoBarenbHo qobasisu Fmoc-Ala-OH (31,1 mr), 0,5 M Oxymapure B
DMF (200 mxi) u mumzonpormikapooanumun (15,9 M), a 3aTeM cMech BCTpsSXHBanu B TeueHue 1,5 4. Peak-
IIMOHHBIH PacTBOp OT(MIBTPOBHIBAIM, a 3aTeM cMoiy 6 pa3 nmpomeiBanu DMF. Ilocne monTBepskaeHus Hera-
tuBHOCTH B Tecte Kaiizepa no6asnsiu 20% pactBop nunepuaunaa B DMF u cmech BCTpsIXMBaiIM B TeYeHHUE 1
MuH. PacTBOp OTHIBTPOBEIBANH, U 3aTEM K HEMY BHOBB A00aBisum 20% pactBop nunepuauaa B DMF, u cmech
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BCTpsixuBaiu B Tedenue 20 muH. PactBop oTdmnbTpoBbBamm u cmoiy 10 pas mpomsiBamn DMF. Dtot nukn
KOHJICHCAllMM aMUHOKHUCIIOTH ¢ Fmoc - yxanenus 3amurHol rpynmisl Fmoc moBTOpsuty Atk OCe10BaTeIbHOM
kouaencanuu GIn(Trt), Ala, GIn(Trt), Lys(Boc), Asp(OtBu), Leu, Aib, Ile*, Aib, Tyr(tBu), Asp(OtBu),
Ser(tBu), Thr(tBu), aMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib n Tyr(tBu) (*: peakuus B Teuenne Houn). CMmoiry
npoMbeiBasin MeOH, a 3aTem Ccymmwim Npu TMOHWXKEHHOM AaBiieHHd ¢ moiydeHuem 78,1 mr 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)-GIn(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)-amugHoii cmoutsr Sieber.

K 78,1 mr momydeHHOM cMmombl m00aBmsmu 1 mMa cmecu TFA: m-kpe3on: thoanwson: stanautnon: H,O:
Tpum3onponwicuian (80:5:5:5:2,5:2,5) u cMech nepeMenmuBad B TedeHue 1,5 4. B peakiimoHHbIN pacTBOp 110-
0aBIANMH TUATUIOBBINA 3up s obecrieueHNs] NPEIUIUTAIIE H TPEIUIUTAT IPOMBIBAIN ITyTEM ITOBTOPECHHUS
TpPY pa3a JeHCTBHS yIaJICHUs CyllepHaTaHTa Iocie HeHTpudyrupoBanus. Ocanok skcrparuposain 50% BOIHBIM
pacTBOPOM YKCYCHOHM KHCIIOTHI W CMOJY yJaisuld (QUIBTpaled, Mocje Yero IPOBOJIWIN IpernapaTHBHYIO
BOXX c ucronp3oBanueM kosioHku Daisopak SP-100-5-ODS-P (250x20 mwm 1.D.) [pactBop A: 0,1% TFA-Bona,
pactBop B: aneronutpun, conepxamtuii 0,1% TFA, ckopocts motoka 8 mu/muH, A/B: anronpoBaHue THHEHHOTO
rpaauenTa KoHueHtpauuu 63/37-53/47 (60 mun)]. ®paknun, conepkaBiine TpeOyeMbI TPOIYKT, COOMpAIH U
TMOoQUIN3NPOBAIH ¢ TTosrydeHueM 18,4 mMr 6enoro moporka.

Macc-crekTpomeTpus, (M—i-H)+ 4152,9 (Beramcneno: 4153,1);

BpeMs dmonpoBanusi BOXXX: 7,4 muH;

YCIIOBHS JIIONPOBAHMUS:

kosonka: Merck Chromolith Performance RP-18e (100x4,6 mm 1.D.);

ANMIOCHT: Hcmoib3oBanue pactBopa A: 0,1% TFA-Boma, pactBopa B: ameronurpmi, comepxammuit 0,1%
TFA, A/B: amonpoBaHue TUHEHHOTO TpagueHTa KoHleHTpanuu 95/5-35/65 (10 mun);

CKOpOCTh TIoTOKA: 3,0 MJI/MHH.

ITpumep 7.

Cunre3  H-Tyr-Aib-Glu-Gly-Thr-aMePhe-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-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)-amunuyto cmomy Sieber (0,188 MakB./T, 53,2 MT), HONIYYEHHYIO COTJIACHO CIIPABOYHOMY
npuMepy 2, OTBEIIMBAIM B PEaKIMOHHYIO IPOOMPKY M mojBeprany Habyxanuio ¢ nomouipto DMF. Tlocne yna-
neanss DMF ¢unprpanmeii k cmone mocnenoBatenpHo nodaemsmm Fmoc-Ser(tBu)-OH (38,3 mr), 0,5 M Oxy-
mapure B DMF (200 mxur) u auuzonponmnkapooqunmuy (15,9 mxi, 0,1 MMoIIb), a 3aTeM cMech BCTPSIXUBAIH B
Teuenne 1,5 4. PeakMoHHBIH pacTBOp OT(MIBTPOBHIBAIH, a 3aTeM cMoiIy 6 pa3 npomsiBaii DMF. TTocne mon-
TBEPKACHUS HeraTHBHOCTH B TecTe Kaifzepa mobasimsum 20% pactBop numnepuauaa B DMF u cmech BeTpsixuBa-
nm B TedeHne | MuH. PacTBOp OTOMIBTPOBBIBANH, U 3aTeM K HEMY BHOBB 100aBisuti 20% pacTBOp NHUIIEpHINHA
B DMF, u cmech BeTpsixuBanu B TedeHne 20 muH. PactBop ordumbTpoBeBaii M cMoiry 10 pa3 mpombiBasn
DMF. DTOT IUKI KOHIEHCAITUM aMHUHOKHCIOTEI ¢ Fmoc - ynaneHus 3amuTHOM Trpynsl Fmoc moBTopsuy muis
nocnenoBarenbHol koHAeHcamu Gln(Trt), Ala, Gln(Trt), Lys (Boc), Asp (OtBu), Leu, Aib, Ile*, Ala, Tyr(tBu),
Asp(OtBu), Ser(tBu), Thr(tBu), aMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib u Tyr(tBu) (*: peakuus B TeueHue
Houn). Cmoinry mpombiBain MeOH, a 3aTemM Cynmiwim NMpu NMOHMKEHHOM JaBJCHHH ¢ monydenueMm 87 mr 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)-GIn(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)-amugnoit cmounsr Sieber.

K 87 mr nomydennoit cmosl gobasisim 1 M cmecn TFA: M-kpe3on: Tnoanusoun: stanauruon: H,O: tpu-
m3onpormmicuinan (80:5:5:5:2,5:2,5), u cmech nepemenBaiy B Teuenue 1,5 4. B peaknnoHHbII pacTBOp 100aB-
JSUTH TUSTHIIOBBIN 3(hup AJsl oOecriedeH s MPELUITUTANK U IPEHUIATAT IPOMBIBAIN IIYTEM IIOBTOPEHHS TPU
pasa JeWCTBHS yIaJeHUs CylepHaTaHTa rocie HeHtpudyrupoBanus. Ocanok skctparupoBanu 50% BOAHBIM
pPacTBOpPOM YKCYCHOW KHCIOTHI W CMOJNY YyIalsIn (uibTpamuel, MOocie Yero MPOBOAWIH IPETNapaTHBHYIO
BDXX c ucnonp3oBannem kosonku Daisopak SP-100-5-ODS-P (250x20 mm 1.D.) [pactBop A: 0,1% TFA-Bopxa,
pactBop B: aneronutpmi, cogepxxarmmii 0,1% TFA, ckopocts moToka 8§ mi/mMuH, A/B: amonpoBaHie THHEHHOTO
rpamueHTa KoHIeHTpawuu 65/35-55/45 (60 mun)]. @pakiuu, coaepkaBiire TPpeOyeMbIid MPOIYKT, COOMpaTH U
TUO(GUIN3UPOBAIN C TTOTyYeHHEM 17 Mr 6e7I0To MOpoIIKa.

Macc-cniekrpomerpust, (M+H)™ 4154,8 (Beraucneno: 4155,1);

BpeMs amonpoBanust BOXKX: 7,3 muH;

YCIIOBHS JIIONPOBAHUS:

kosnonka: Merck Chromolith Performance RP-18e (100x4,6 mm 1.D.);

9JI0EHT: ¢ ucnoibzoBanueM PactBop A: 0,1% TFA-Boama, pactBop B: aneronutpun, coxepxkamuii 0,1%
TFA, A/B: 95/5-35/65 smonpoBanue TMHEHHOT0 rpasuenTa KoHueHTparun (10 mun);

CKOpPOCTB TIOTOKA: 3,0 MII/MUH.

ITpumep 8.

Cunre3 H-Tyr-Aib-Glu-Gly-Thr-aMePhe-Thr-Ser-Asp-Tyr-Aib-Ile-Aib-Leu-Asp-Lys-Gln-Ala-Gln-Ser-
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Glu-Phe-Val-Lys-Trp-Leu-Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-NH, (SEQ ID NO: 20).

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)-amunnyto cmomy Sieber (0,188 makB./r, 53,2 Mr), modydeHHYIO COTJIACHO CIPABOYHOMY
MIpUMeEpy 2, OTBEIIMBAIIN B PEaKIIMOHHYIO TIPOOUPKY, U MoABepraiu Habyxanuio ¢ momompio DMF. Tlocne yna-
nerauss DMF ¢unbtpamnueit k cmone mocnenoBarenbHo mpodasmsin Fmoc-Ser(tBu)-OH (38,3 wmr), 0,5 M Oxy-
mapure B8 DMF (200 M) u aumsonporuinkapooaummun (15,9 Mki), a 3aTeM cMech BCTPAXUBAIH B TedeHue 1,5
4. PeakimoHHBIN pacTBOp OT(GHILTPOBEIBAIH, a 3aTeM cMOIy 6 pa3 mpombeiBayin DMF. Tlocie moaTBepkaeHUs
HeraTHBHOCTH B Tecte Kaiizepa nobasmsamu 20% pactBop nmunepunuaa B DMF 1 cmech BCTpsIXMBaJI B TEUCHUE
1 mun. PacTBOop OTOHMIBTPOBBIBANIN, W 3aTeM K HEMY BHOBB jpoOaBisum 20% pactBop munepuauHa B DMF, u
cMech BeTpsixuBainu B Tedenue 20 MuH. PactBop oTdmbTpoBeiBanu n cmony 10 pas npomeiBamn DMF. Dtot
IIUKJI KOHAEHCAIIMK aMHHOKHCIIOTH ¢ Fmoc - ypaneHus 3amuTHOM rpynnsl Fmoc moBTOpsian A mocienosa-
tenbHOM KoHaeHcanuu Gln(Trt), Ala, GIn(Trt), Lys(Boc), Asp(OtBu), Leu, Aib, Ile*, Aib, Tyr(tBu), Asp(OtBu),
Ser(tBu), Thr(tBu), aMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib u Tyr(tBu) (*: peakuus B Teuerune Houn). CMoITy
npoMeiBain MeOH, a 3ateM cymwim npu HOHMXKCHHOM JaBiieHHH ¢ nomydeHnem 76,8 mr 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)-GIn(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)-amunnoii cmosst Sieber.

K 76,8 mr momydenHoM cMmombl m06aBmsmd 1 mMa cmecu TFA: m-kpe3on: thoanwmsoi: stanautnon: H,O:
Tpum3onponmicuian (80:5:5:5:2,5:2,5), u cMech nepemMemmBany B TedeHue 1,5 4. B peakimmoHHBINA pacTBOpP J10-
0aBIANMH TUATUIIOBBINA 3up s obecrieueHNs] NPEUIUTAIE H TPEIUIUTAT IPOMBIBAIN ITyTEM ITOBTOPECHUS
TpH pa3a JeHCTBUS yOaJeHHus CylepHaTaHTa nocie neaTpudyruposanus. Ocanok sxcrparuposainu 50% BoIHBIM
pPacTBOpPOM YKCYCHOW KHCIOTHI W CMOJY YyIAIsIu (UiabTpamuel, MOocie Yero MPOBOAWIH IPETapaTHBHYIO
BDXX c ucnonp3oBannem kosonku Daisopak SP-100-5-ODS-P (250x20 mm 1.D.) [pactBop A: 0,1% TFA-Boxa,
pactBop B: anmeronutpmi, cogepxkarmmii 0,1% TFA, ckopocts moToka 8§ mi/mMuH, A/B: amonpoBaHie JTHHEHHOTO
rpaaueHTa KoHueHTpauuu 63/37-53/47 (60 mun)]. ®paknun, conepkaBiine TpeOyeMbI TPOIYKT, COOMpaIH U
TMOQUIM3NPOBAIIH C MoJTydeHueM 16,6 Mr 6e1oro moporka.

Macc-crekTpomMeTpus, (M—i-H)+ 4169,2 (Beramcneno: 4169,1);

Bpemst amoupoBanust BOXX: 7,4 mun;

YCIIOBUS DJIIOUPOBAHMS:

kononka: Merck Chromolith Performance RP-18e (100x4,6 mm 1.D.);

JMIOEHT: Hcnoib3oBaHue pactBopa A: 0,1% TFA-Boma, pactBopa B: aneronurpuin, copepxamuit 0,1%
TFA, A/B: amronpoBaHue TUHEHHOTO TpagueHTa KoHIeHTpanuu 95/5-35/65 (10 mun);

CKOpOCTh TIoTOKA: 3,0 MJI/MHH.

IIpumep 9.

Cunre3 H-Tyr-Aib-Glu-Gly-Thr-aMePhe-Thr-Ser-Asp-Tyr-Aib-Lys-Aib-Leu-Asp-Lys-GIn-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: 21).

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)-amuaayio cmomny Sieber (0,225 MdkB./T, 44,4 Mr), onydeH-
HYIO COTJIACHO CIIPABOYHOMY IIPHMEPY 3, OTBEUIMBAIHN B PEAKIIMOHHYIO IPOOMPKY M MOABEpraan HaOyXaHHIO C
nomomsto DMF. Tocne ynanenust DMF ¢unbTpanunei k cmone nocnenosatensHo no6asimstian Fmoce-Gln(Trt)-
OH (61,1 mr), 0,5 M Oxymapure B8 DMF (200 M) u qumsonponmikapoogunmun (15,9 M), a 3ateM cMmech
BCTPSIXUBAJIHM B TedeHue 1,5 4. PeakunoHHBIH pacTBOp OTQMIBTPOBBIBAIM, a 3aTeM CMOIY 6 pa3 NMPOMBIBAJIH
DMF. Ilocne nmoarBepsxaeHus HeratuBHOCTH B Tecte Kaitzepa mobasisimm 20% pactBop munepuauaa B DMF u
CMECh BCTPSIXMBAIM B TedeHne | MUH. PacTBOp OTOMIBTPOBHIBAIM, U 3aTeM K HEMY BHOBB J100aBisuin 20% pac-
TBOp nuniepunuaa B DMF, u cMech BerpsixuBanu B TedeHue 20 MuH. PactBop oThmibTpoBsiBany u cMoury 10 pas
npoMbiBasii DMF. DTOT 1IUKI KOHIECHCAIIMH aMHHOKHUCIIOTH ¢ Fmoc - ynanenus 3amuTHOW Tpynmsl Fmoc mo-
BTOPSUTH TSI TocliefioBarenbHOM KoHaeHcammu Lys(Boc), Asp(OtBu), Leu, Aib, Lys(Boc), Aib, Tyr(tBu),
Asp(OtBu), Ser(tBu), Thr(tBu), aMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib u Tyr(tBu) (*: peakuus B TeueHue
Houn). Cmony mpombiBann MeOH, a 3aTem cymmiau mpu MOHWKEHHOM JaBJICHUU ¢ ToiydeHuem 72,4 mr H-
Tyr(tBu)-Aib-Glu(OtBu)-Gly-Thr(tBu)-aMePhe-Thr(tBu)-Ser(tBu)-Asp(OtBu)-Tyr(tBu)-Aib-Lys(Boc)-Aib-
Leu-Asp(OtBu)-Lys(Boc)-GIn(Trt)-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)-amuanoii cmonsr Sieber.

K 72,4 mr momydeHHOM cMombl m00aBimsmu 1 Ma cmecu TFA: m-kpe3on: thoanwmson: stanautnon: H,O:
Tpumsonponwicunan (80:5:5:5:2,5:2,5), u cmeck nepeMemnBany B TeueHue 1,5 4. B peakiMoHHBINH pacTBOp 10-
0aBJISLTM TMATHIIOBEIH QP I o0ecrieueHns MPEUUNUTALNE U TPEHUIUTAT TPOMBIBAJIM ITyTEM MOBTOPEHUS
TpPY pa3a JeHCTBHS yIaJeHUs CyllepHaTaHTa Iocie HeHTpudyrupoBanus. Ocanok skcrparuposain 50% BOIHBIM
pacTBOPOM YKCYCHOHM KHCIIOTHI W CMOJY yJailsuld (QUIBTpaled, Mocje Yero IPOBOJIMIN IpernapaTHBHYIO
BOXX c ucronp3oBanueM kosioHku Daisopak SP-100-5-ODS-P (250x20 mwm 1.D.) [pactBop A: 0,1% TFA-Bona,
pactBop B: aneronutpuin, conepxamuii 0,1% TFA, ckopocts motoka 8 Mu/mMuH, A/B: 3nronpoBaHue THHEHHOTO
rpajuenTa KoHueHTpauuu 67/33-57/43 (60 mun)]. ®paknuu, conepkaBiine TpeOyeMbI POIYKT, COOMpaIn U
o dumr3upoBanu ¢ moiaydeHueM 13,9 mr 6erroro mopoika.
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Macc-cnekrpomerpus, (M+H)" 4295,8 (Beruncneno: 4296,2);

BpeMs amoupoBanust BOXKX: 6,9 mun;

YCIIOBHSL DIIIONPOBAHMUS:

kosonka: Merck Chromolith Performance RP-18e (100x4,6 mum 1.D.);

ANMIOCHT: Hcmoib3oBaHue pactBopa A: 0,1% TFA-Boma, pactBopa B: ameronurpmiu, comepxkammuii 0,1%
TFA, A/B: amronpoBaHue TUHEHHOTO TpagueHTa KoHIleHTpanuu 95/5-35/65 (10 mun);

CKOpOCTh TIoTOKA: 3,0 MJI/MHH.

ITpumep 10.

Cunre3 H-Tyr-Aib-Glu-Gly-Thr-aMePhe-Thr-Ser-Asp-Tyr-Aib-Ala-Aib-Leu-Asp-Lys-GIn-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)-amuanyro cmony Sieber (0,225 maxB./r, 44,4 Mr), moiaydeH-
HYIO COTJIACHO ATAJIOHHOMY IpPUMEpPY 3, OTBEIIMBAIH B PEAKIMOHHYIO NMPOOHPKY M MOABEprajy HAOyXaHHUIO C
nomoursio DMF.

[Mocne ynanenust DMF ¢unbstpanueii k cmose nocneposarensHo pobasnsuin Fmoc-Gln(Trt)-OH (61,1 mr),
0,5 M Oxymapure B8 DMF (200 mxi) n nqunsonponuikapboxunmun (15,9 M), a 3aTeM cMech BCTPSXHBAIN B
Teuenne 1,5 4. PeakmoHHBIH pacTBOp OT(MIBTPOBHIBAIH, a 3aTeM cMoiy 6 pa3 npomsiBaii DMF. TTocne mon-
TBEP>KACHUS HeTaTHBHOCTH B TecTe Kaifzepa mobasimsum 20% pactBop nunepuauaa B DMF u cmech BeTpsixuBa-
nm B TedeHne | MuH. PacTBOp OTOMIBTPOBBIBANH, U 3aTeM K HEMY BHOBB 100aBisuTi 20% pacTBOp NHUIIEpHINHA
B DMF, u cmech BeTpsixuBanmu B TedeHne 20 muH. PacTBop ordumbpTpoBeBasii M cMory 10 pa3 mpombiBain
DMF. DTOT 1UKI KOHIEHCAITUH aMHUHOKHCIOTEI ¢ Fmoc - ynaneHus 3amuTHOM rpymnsl Fmoc moBTopsuy fuis
nocnenoBareapbHol KoHaeHcanuu Lys(Boc), Asp(OtBu), Leu, Aib, Ala, Aib, Tyr(tBu), Asp(OtBu), Ser(tBu),
Thr(tBu), aMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib u Tyr(tBu) (*: peakius B Tedenue Houn). CMOIIy IPOMBIBA-
mu MeOH, a 3aTem cymwid mpu TMOHIKEHHOM JaBieHuu ¢ noiydeHueMm 86,1 mr 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)-
GlIn(Trt)-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)-amunnoit cmounsr Sieber.

K 86,1 Mr momy4yenHoit cmonsl no6asisim 1 mur cmecn TFA: M-kpe3on: Troanuzon: stanguruon: H,O:
Tpumsonponwicunan (80:5:5:5:2,5:2,5), u cmeck nepeMemnBany B TeueHue 1,5 4. B peakIiMoHHBINA pacTBOp 10-
0aBJISLTM TUATHIIOBEIH QP I oOecreueHHs MPEUUIUTALNE U TPEHUIUTAT TPOMBIBAJIM ITyTEM MOBTOPEHUS
TpPY pa3a JeHCTBHS yIaJICHUs CyllepHaTaHTa Iocie HeHTpudyrupoBanus. Ocanok skcrparuposain 50% BOIHBIM
pPacTBOpPOM YKCYCHOM KHCJIOTHI W CMOJY YyIAIsIH (UiabTpamuel, MOocie Yero MPOBOAWIH IPETNapaTUBHYIO
BDXX c ucnonp3oBannem kosonku Daisopak SP-100-5-ODS-P (250x20 mm 1.D.) [pactBop A: 0,1% TFA-Boxa,
pactBop B: ameronutpun, cogepxkammii 0,1% TFA, ckopocts moToka 8 mu/muH, A/B: 66/34-56/44 >monpoBa-
HUE JTUHEWHOTO IpaaueHTa KoHIeHTpauu (60 Mun)]. ®@pakiuu, comepkabime TpeOyeMblid MPOIYKT, COOUpaTH
1 JTHOQHITH3UPOBAJIH € TIOJTydeHrneM 16,2 Mr 6eJ10ro MopoIKa.

Macc-crekrpomerpust, (M+H)™ 4238,6 (Beraucneno: 4239,2);

BpeMs dmonpoBanust BOXKX: 7,1 mun;

YCIIOBHS IIIONPOBAHMUS:

kosnonka: Merck Chromolith Performance RP-18e (100x4,6 mm 1.D.);

JMIOEHT: Hcnoib3oBaHue pactBopa A: 0,1% TFA-Boma, pactBopa B: aneronurpuin, copepxamuit 0,1%
TFA, A/B: anroupoBaHue JMHEHHOTO TpagueHTa KoHIeHTpamu 95/5-35/65 (10 mun);

CKOpPOCTB TIOTOKA: 3,0 MII/MUH.

ITpumep 11.

Cunre3 H-Tyr-Aib-Glu-Gly-Thr-aMePhe-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-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)-amuaayio cmomny Sieber (0,225 MdkB./T, 44,4 Mr), TonydeH-
HYIO COTJIACHO CIIPABOYHOMY IPHMEPY 3, OTBEUIMBAIHN B PEAKIIMOHHYIO IPOOMPKY M TOABEprain HaOyXaHHIO C
nomornisio DMF. Tlocne ynanenns DMF dunsTpanmeii k cMmose mocienoarensHo no6asmsan Fmoc-Gln(Trt)-
OH (61,1 mr), 0,5 M Oxymapure 8 DMF (200 mxi) u aunzonponuikapooauumun (15,9 Mki), a 3areM cMech
BCTPSAXHUBAIW B TeueHue 1,5 4. PeakMOHHBIA pacTBOpP OTHWIBTPOBBIBAIH, a 3aTeM CMOJIy 6 pa3 TpOMBIBAIH
DMF. Ilocne noaTBepxaeHns HeraTUBHOCTH B Tecte Kaizepa mobasnsum 20% pactBop munepunuaa B DMF u
CMECh BCTPSIXMBAIM B TedeHne | MUH. PacTBOp OTOMIBTPOBHIBAIM, U 3aTeM K HEMY BHOBB J100aBisutn 20% pac-
TBOp nunepuanHa B DMF, n cmech Betpsixusanu B Tedenue 20 muH. PactBop otdmisTpoBeiBany 1 cMmoiry 10 pa3
npoMbiBaid DMF. DToT nuki KoHAEHCAMH aMHUHOKUCIOTH ¢ Fmoc - ynanenus 3amuTHON rpynnsl Fmoc mo-
BTOPSUIH AJIs TTocieoBaTenbHoi konaencauuu Lys(Boc), Asp(OtBu), Leu, Aib, Phe, Aib, Tyr(tBu), Asp(OtBu),
Ser(tBu), Thr(tBu), aMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib u Tyr(tBu) (*: peakuus B Teuerune Houn). CMoIy
npoMbeiBain MeOH, a 3ateM cymwim npu HOHMXKCHHOM JaBiieHHH ¢ nomydeHnem 76,4 mr 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)-GlIn(Trt)-Ala-Gln(Trt)-Ala-Glu(OtBu)-Phe-Val-Lys(Boc)-Trp(Boc)-Leu-Leu-Lys(Boc)-Gly-Gly-Pro-
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Ser(tBu)-Ser(tBu)-Gly-Ala-Pro-Pro-Pro-Ser(tBu)-Lys(Boc)-amunnoit cmonsr Sieber.

K 76,4 mMr nomy4denHoit cmoinsl no6aBsimu 1 mur cmecn TFA: M-kpe3on: Troanuzon: stanguruon: H,O:
Tpum3onponmicuian (80:5:5:5:2,5:2,5), u cMech nepemMemmBany B TedeHue 1,5 4. B peakimoHHBINA pacTBOpP J0-
0aBISANMH TUATUIIOBBINA 3up s obecrieueHNs] NPEIUIUTAIIE H TPEIUIATAT IPOMBIBAIN ITyTEM ITOBTOPECHHUS
TpH pa3a JeHCTBUS yOaJeHHus CylepHaTaHTa nocie neaTpudyruposanus. Ocanok sxctparuposaiu 50% BoIHBIM
pPacTBOpPOM YKCYCHOW KHCJIOTHI W CMOJY YyIAIsiIu (uibTpamuel, MOocie Yero MPOBOAWIH IPErnapaTHBHYIO
B3XX ¢ ucnomp3zoBannem kosouku Daisopak SP-100-5-ODS-P (250x20 mm 1.D.) [PactBop A: 0,1% TFA-Bo#a,
pactBop B: aneronutpmi, cogepxkarmmii 0,1% TFA, ckopocts moToka 8§ mi/MuH, A/B: amonpoBaHie JTHHEHHOTO
rpamueHTa KoHIeHTpamu 65/35-55/45 (60 mun)]. @pakiuu, coaepkaBiire TPeOYeMbIid MPOIYKT, COOMpaTH U
TUO(GUIN3UPOBAITH C TTOTydeHHEeM 4,7 MT 0€I0T0 MOpOIIIKa.

Macc-crekTpomMeTpus, (M—i-H)+ 4315,1 (BeramcneHno: 4315,2);

BpeMs amoupoBanust BOXKX: 7,2 mun;

YCIIOBUS DJIIOUPOBAHMS:

kononka: Merck Chromolith Performance RP-18e (100x4,6 mm 1.D.);

JMIOEHT: Hcnonb3oBaHue pactBopa A: 0,1% TFA-Boma, pactBopa B: aneronurpuin, copepxamuit 0,1%
TFA, A/B: anroupoBaHue JMHEHHOTO TpaueHTa KoHIeHTpamu 95/5-35/65 (10 mun);

CKOpPOCTB TIOTOKA: 3,0 MII/MUH.

ITpumep 12.

Cunre3  H-Tyr-Aib-Glu-Gly-Thr-aMePhe-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).

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)-amuanayio cmomny Sieber (0,225 MdkB./T, 44,4 Mr), ony4eH-
HYIO COTJIACHO CIIPAaBOYHOMY NPHMEPY 3, OTBEUIMBAIHN B PEAKIIMOHHYIO IPOOMPKY M MOABEprain HaOyXaHHIO C
nomomsto DMF. Tocne ynanenust DMF ¢unbTpanunei k cmone nocnenosatensHo no6asimstan Fmoce-Gln(Trt)-
OH (61,1 mr), 0,5 M Oxymapure B DMF (200 M) u qumsonponmikapooguumun (15,9 M), a 3ateM cMmech
BCTPSIXMBAJIH B TedeHue 1,5 4. PeakunoHHBIH pacTBOp OTHMIBTPOBBIBAIM, a 3aTeM CMOJIY 6 pa3 NMPOMBIBAJIH
DMF. Ilocne nmoareepskaeHus HeratuBHOCTH B Tecte Kaitzepa mobasisimm 20% pactBop nunepuauaa B DMF u
CMECh BCTPSIXMBAIM B TedyeHne | MUH. PacTBOp OTOMIBTPOBHIBAIM, U 3aTeM K HEMY BHOBB J100aBisin 20% pac-
TBOp nunepuanHa B DMF, n cmech Betpsixusanu B Tedenue 20 MuH. PactBop ordmisTpoBeiBaiy 1 cmoiry 10 pa3
npoMbiBasii DMF. DTOT 1IUKI KOHIEGHCAITMM aMHHOKHUCIIOTH ¢ Fmoc - ynanenus 3amuTHOW Tpynmsl Fmoc mo-
BTOPSUTH IS TOCienoBaTenbHOM KoHneHcamuu Lys(Boc), Asp(OtBu), Leu, Aib, Pya(4)*, Aib, Tyr(tBu),
Asp(OtBu), Ser(tBu), Thr(tBu), aMePhe, Thr(tBu)**, Gly, Glu(OtBu), Aib u Tyr(tBu) (*: 17,4 mxn DIPEA no-
0aBJsLTH B TIporiecce KOHJEH CAIH; **: peaknus B TedeHue Houn). Cmoiry mpoMeiBasin MeOH, a 3atem cyrmn
NPy TOHM)KEHHOM paBieHuH ¢ noiydeHueM 78,4 mr H-Tyr(tBu)-Aib-Glu(OtBu)-Gly-Thr(tBu)-aMePhe-
Thr(tBu)-Ser(tBu)-Asp(OtBu)-Tyr(tBu)-Aib-Pya(4)-Aib-Leu-Asp(OtBu)-Lys(Boc)-GIn(Trt)-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)-amuaHoii cmoisr Sieber.

K 78,4 mr momydeHHOM cMmombl m06aBimsmu 1 Ma cmecu TFA: m-kpe3on: tnoanwsoi: stanautnon: H,O:
Tpumsonponwicuinan (80:5:5:5:2,5:2,5), u cmeck nepeMemnBany B TeueHue 1,5 4. B peakioHHBINA pacTBOp 10-
0aBISLTM TMATHIIOBEIH QP Ui o0ecrieueHHs MPEUUIUTALNE U TPEHUIUTAT TPOMBIBAIIM ITyTEM MOBTOPEHUS
TpPY pa3a JeHCTBHS yIaJIeHUs CyllepHaTaHTa Iocie HeHTpudyrupoBanus. Ocanok skcrparuposain 50% BOIHBIM
pacTBOPOM YKCYCHOHM KHCIIOTHI W CMOJY yJalsuld (QUIBTpaled, Mocje Yero IPOBOJIMIN IpernapaTHBHYIO
BOXX c ucronp3oBanueM kosioHku Daisopak SP-100-5-ODS-P (250x20 mwm 1.D.) [pactBop A: 0,1% TFA-Bona,
pactBop B: aneronutpmin, conepxantuii 0,1% TFA, ckopocts motoka 8 Mi/mMuH, A/B: anronpoBaHue THHEHHOTO
rpajueHTa KoHueHTpauuu 67/33-57/43 (60 mun)]. ®paknun, conepkaBiune TpeOyeMbI POIYKT, COOMpaIH U
IO (GUIN3UPOBAITN C TTOTydeHreM 15,2 Mr 6esroro mopoika.

Macc-crekrpomerpust, (M+H)™ 4316,2 (Beraucneno: 4316,2);

BpeMs dmonpoBanusi BOXKX: 6,9 mun;

kosonka: Merck Chromolith Performance RP-18e (100x4,6 mMm 1.D.);

ANMIOCHT: Hcmoib3oBanue pactBopa A: 0,1% TFA-Boma, pactBopa B: ameronurpmi, comepxammuit 0,1%
TFA, A/B: amronpoBaHue TUHEHHOTO TpagueHTa KoHleHTpanuu 95/5-35/65 (10 mun);

CKOpOCTh TIoTOKA: 3,0 MJI/MHH.

ITpumep 13.

Cunre3 H-Tyr-Aib-Glu-Gly-Thr-aMePhe-Thr-Ser-Asp-Tyr-Aib-Ile-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-NH, (SEQ ID NO:
25).

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)-amuanyro cmony Sieber (0,225 maxB./r, 44,4 Mr), moiaydeH-
HYIO COTJIACHO CIIPaBOYHOMY IIPHMEPY 3, OTBEIIMBAIN B PEAKIMOHHYIO MPOOHPKY M MOABEPTaii HaAOyXaHHIO C
nomornisio DMF. Tlocne ynanenns DMF dunsTpanmeii k cMmose mocienoarensHo no6asmsan Fmoc-Gln(Trt)-
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OH (61,1 mr), 0,5 M Oxymapure B DMF (200 M) u qumsonponmikapoogunmun (15,9 M), a 3ateM cMmech
BCTPSIXMBAJHM B TedeHue 1,5 4. PeakunoHHBIH pacTBOp OTHMIBTPOBBIBAIM, a 3aTeM CMOJIY 6 pa3 NMPOMBIBAJIH
DMF. Ilocne noaTBepxacHNs HeraTUBHOCTH B Tecte Kaizepa nobasnsum 20% pactBop munepunuaa B DMF u
CMecCh BCTPSIXUBAIN B TedeHue | MuH. PacTBOp oTUiIbTpOBEIBaNIY, U 3aTeM K HEMY BHOBB f00asmsimn 20% pac-
TBOp muniepunuaa B DMF, u cMech BerpsixuBanu B TedeHue 20 MmuH. PactBop oTdmibTpoBsiBany u cMoury 10 pas
npoMbiBasii DMF. DTOT 1IUKI KOHIEHCAITMH aMHHOKHUCIIOTH ¢ Fmoc - ynanenus 3amuTHOW Tpynmsl Fmoc mo-
BTOpsUTA NIl TocienoBatenbHOi koHmeHcammu Lys(Boc), Asp(OtBu), Leu, aMePhe, Ile, Aib, Tyr(tBu),
Asp(OtBu), Ser(tBu), Thr(tBu), aMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib u Tyr(tBu) (*: peakuus B TeueHue
Houn). Cmony mpombiBanmn MeOH, a 3aTem cymmiau nmpu MOHMWKEHHOM JaBJICHWU ¢ ToiydeHueMm 69,1 mr H-
Tyr(tBu)-Aib-Glu(OtBu)-Gly-Thr(tBu)-aMePhe-Thr(tBu)-Ser(tBu)-Asp(OtBu)-Tyr(tBu)-Aib-Ile-aMePhe-Leu-
Asp(OtBu)-Lys(Boc)-GIn(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)-amuanoii cmomst Sieber.

K 69,1 mr nmomydeHHOM cMmombl m06aBmsmu 1 mMa cmecu TFA: m-kpe3on: tmoanmson: stanautnon: H,O:
Tpumsonponwicuinan (80:5:5:5:2,5:2,5), u cmeck nepeMemnBainy B TeueHue 1,5 4. B peakioHHBINH pacTBOp 10-
0aBJISTM TUATHIIOBEIH QP I o0ecrieueHHs MPEUUNUTALNE W TPEHUIUTAT TPOMBIBAJIM ITyTEM MOBTOPEHUS
TpPY pa3a JeHCTBHS yIaJICHUs CyllepHaTaHTa Iocie HeHTpudyrupoBanus. Ocanok sxcrparuposain 50% BOIHBIM
pacTBOPOM YKCYCHOHM KHCIIOTHI W CMOJY yJaisuld (QUIBTpaled, Mocje Yero IPOBOJIMIN IpernapaTHBHYIO
BOXX c ucronp3oBanueM kosoHku Daisopak SP-100-5-ODS-P (250x20 mwm 1.D.) [pactBop A: 0,1% TFA-Bona,
pactBop B: aneronutpmin, conepxantuii 0,1% TFA, ckopocts motoka 8 Mi/mMuH, A/B: 3nronpoBaHue THHEHHOTO
rpajiMeHTa KoHueHTpauuu 64/36-54/46 (60 mun)]. @paknun, conepkaBiine TpeOyeMbI TPOIYKT, COOMpAIH U
o puIM3upOBaNN ¢ oaydeHueM 14,4 Mr 6erroro mopoika.

Macc-cnekrpomerpust, (M+H)™ 4356,9 (Beraucneno: 4357,3);

BpeMs dmonpoBanust BOXX: 7,4 muH;

YCIIOBHSL JIIONPOBAHMUS:

kosonka: Merck Chromolith Performance RP-18e (100x4,6 mm 1.D.);

AMIOCHT: Hcmoib3oBanne pactBopa A: 0,1% TFA-Boma, pactBopa B: ameronurpmiu, comepxammuit 0,1%
TFA, A/B: amronpoBaHue TUHEHHOTO TpagueHTa KoHIleHTpanuu 95/5-35/65 (10 mun);

CKOpPOCTB TIOTOKA: 3,0 MII/MUH.

ITpumep 14.

Cunre3 H-Tyr-Aib-Glu-Gly-Thr-aMePhe-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-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)-amuanyro cmomy Sieber (0,225 maxB./r, 44,4 Mr), moiydeH-
HYIO COTJIACHO CIIPABOYHOMY IIPHMEPY 3, OTBEIIMBAIN B PEAKIIMOHHYIO MPOOMPKY M MOABEPTaii HaOyXaHUIO C
nomornisio DMF. Tlocne ynanenns DMF dunbsTpanmeii k cMmose mocienoBarensHo no6asisan Fmoc-Gln(Trt)-
OH (61,1 mr), 0,5 M Oxymapure 8 DMF (200 mxir) u aunzonponuikapooauumun (15,9 Mki), a 3areM cMech
BCTPSAXHUBAIW B TeueHHue 1,5 4. PeakMOHHBIA pacTBOpP OTHWIBTPOBBIBAIH, a 3aTeM CMOJIy 6 pa3 TpOMBIBAIH
DMF. Ilocne noarBepxaeHns HeraTuBHOCTH B Tecte Kaizepa nobasnsum 20% pactBop munepunuHa B DMF u
CMecCh BCTPSIXUBAIN B TedeHue | MuH. PacTBop oTUIETpOBEIBaNIY, U 3aTeM K HEMY BHOBB A00aBimsin 20% pac-
TBOp muniepunuaa B DMF, u cMech BerpsixuBanu B TedeHue 20 MuH. PactBop oThmibTpoBsiBany u cMoury 10 pas
npoMbiBaii DMF. DTOT nuki KOHAEHCAIMH aMHUHOKUCIOTH ¢ Fmoc - ynanenus 3amuTHOU rpynnsl Fmoc mo-
BTOPSIUIM JUIs TIociienoBaresibHON KoHAeHcanuu Lys(Boc), Asp(OtBu), Leu, Cha, Ile, Aib, Tyr(tBu), Asp(OtBu),
Ser(tBu), Thr(tBu), aMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib u Tyr(tBu) (*: peakuus B Teuenune Houn). CMoITy
npoMeiBain MeOH, a 3ateM cymwim npu HOHMXKEHHOM JaBiieHMH ¢ nomyderuem 71,5 mr 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)-GlIn(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)-amunnoit cmonsr Sieber.

K 71,5 Mr nomy4yenHoit cmoinsl no6asisimn 1 Mot cmecn TFA: M-kpeson: Troanu3zon: stanguruon: H,O:
Tpumsonponwicunan (80:5:5:5:2,5:2,5), u cmeck nepeMemnBainy B TeueHue 1,5 4. B peakioHHBINA pacTBOp 10-
0aBISANMH TUATUIOBBINA 3up s obecrieueHNs] NPEIUIUTAE H TIPEIUIUTAT IPOMBIBAIN ITyTEM ITOBTOPECHHUS
TpH pa3a JeHCTBUS yOaJeHHus CylepHaTaHTa nocie neaTpudyruposanus. Ocanok sxctparuposaiu 50% BOIHBIM
pPacTBOpPOM YKCYCHOM KHCIIOTHI W CMOJY YyIalsin (uibTpamuel, MOocie Yero MPOBOAWIH IPErapaTHBHYIO
BDXX c ucnonp3oBannem kosonku Daisopak SP-100-5-ODS-P (250x20 mm 1.D.) [pactBop A: 0,1% TFA-Bopxa,
pactBop B: anmeronutpmi, cogepxxarmmii 0,1% TFA, ckopocts moToka 8§ mi/MuH, A/B: amonpoBaHie JTHHEHHOTO
rpamueHTa KoHueHTpamwuu 63/37-53/47 (60 mun)]. @pakiuu, coaepkaBiire TPeOYEeMbIid MPOIYKT, COOMpaTH U
TUO(GUIN3UPOBAIH C TTOJTYYeHHEM 16 MT 6€JI0To MOpOIIIKa.

Macc-criektpometpus, (M+H)" 4348,7 (Beruncneno: 4349,3);

BpeMs amoupoBanust BOXKX: 7,5 mun;

YCIIOBUSI DJIIOUPOBAHMS:

kononka: Merck Chromolith Performance RP-18e (100x4,6 mm 1.D.);

JMIOEHT: Hcnonb3oBaHue pactBopa A: 0,1% TFA-Boma, pactBopa B: aneronurpuin, copepxkamuit 0,1%
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TFA, A/B: anroupoBaHue JMHEHHOTO TpagueHTa KoHIeHTparmu 95/5-35/65 (10 mun);

CKOpPOCTB TIOTOKA: 3,0 MII/MUH.

ITpumep 15.

Cunre3 H-Tyr-Aib-Glu-Gly-Thr-aMePhe-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-NH, (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)-amuaayto cmomny Sieber (0,225 MdkB./T, 44,4 Mr), Tony4eH-
HYIO COTJIACHO CIIPABOYHOMY IPHMEPY 3, OTBEUIMBAIHN B PEAKIIMOHHYIO IPOOMPKY W TOABEprain HaOyXaHHIO C
nomornisio DMF. Tlocne ynanenns DMF dunbsTpanmeii k cmose mocienoarensHo no6asmsan Fmoc-Gln(Trt)-
OH (61,1 mr), 0,5 M Oxymapure B DMF (200 M) u qumsonponmikapoogunmun (15,9 M), a 3ateM cMmech
BCTPSIXUBAJIHM B TedeHue 1,5 4. PeakunoHHBIH pacTBOp OTHMIBTPOBBIBAIM, a 3aTeM CMOJIY 6 pa3 NMPOMBIBAJIH
DMF. Ilocne nmoareepskaeHus HeratuBHOCTH B Tecte Kaitzepa mobasisim 20% pactBop munepuanaa B DMF u
CMECh BCTPSIXMBAIM B TedyeHne | MUH. PacTBOp OTOMIBTPOBHIBAIM, U 3aTeM K HEMY BHOBB J100aBisutn 20% pac-
TBOp nunepuanHa B DMF, n cmech BetpsixuBanu B Tedenue 20 muH. PactBop otdmisTpoBeIBany 1 cMmoiry 10 pa3
npoMbiBasii DMF. DTOT 1IUKI KOHIEGHCAIIMH aMHHOKHUCIIOTH ¢ Fmoc - ynanenus 3amuTHOW Tpynmsl Fmoc mo-
BTOPSUIH /TSI TIOCieioBaTesibHON KoHnencaumuu Lys(Boc), Asp(OtBu), Leu, aMePhe, Lys(Boc), Aib, Tyr(tBu),
Asp(OtBu), Ser(tBu), Thr(tBu), aMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib u Tyr(tBu) (*: peakuus B TeueHue
Houn). Cmony mpombiBann MeOH, a 3aTem cymmiau mpu MOHWKEHHOM JaBJICHUU ¢ ToiydeHuem 77,9 mr H-
Tyr(tBu)-Aib-Glu(OtBu)-Gly-Thr(tBu)-aMePhe-Thr(tBu)-Ser(tBu)-Asp(OtBu)-Tyr(tBu)-Aib-Lys(Boc)-
aMePhe-Leu-Asp(OtBu)-Lys(Boc)-Gln(Trt)-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)-amuanoi cmomst Sieber.

K 77,9 mr momydeHHol cmombl mo6aBimsmd 1 mMa cmecu TFA: m-kpe3on: tnoanmson: stanautnon: H,O:
Tpum3onponmicuian (80:5:5:5:2,5:2,5), u cMech nepemMemmBany B TedeHue 1,5 4. B peakimoHHBINA pacTBOpP 10-
0aBIANMK TUATUIOBBINA 3up s obecrieueHNs] NPEIUIUTAIE H TPEIUIUTAT IPOMBIBAIN ITyTEM ITOBTOPECHHUS
TpH pa3a JeHCTBUS yOaJeHHus CyllepHaTaHTa nocie nenTpudyrupoBanus. Ocanok sxcrparuposain 50% BOIHBIM
pPacTBOpPOM YKCYCHOW KHCJIOTHI W CMOJY YyIAIsIH (UibTpamuel, MOcie Yero MPOBOAWIH IPErapaTHBHYIO
BOXX c ucronp3oBanueM kosioHku Daisopak SP-100-5-ODS-P (250x20 mwm 1.D.) [pactBop A: 0,1% TFA-Bona,
pactBop B: anmeronutpmi, cogepxkarmmii 0,1% TFA, ckopocts moToka 8§ mi/MuH, A/B: amonpoBaHie JTHHEHHOTO
rpajiMeHTa KoHueHTpauuu 65/35-55/45 (60 mun)]. ®paknuu, conepkaBiine TpeOyeMbId TPOIYKT, COOMpaIH U
TMOQUIN3NPOBAIH ¢ TTosrydeHueM 13,4 Mr 6enoro moporka.

Macc-cniektpomerpus, (M+H)" 4371,7 (Bbruncieno: 4372,3;)

BpeMms amoupoBanust BOXKX: 7,1 mun;

YCIIOBUSI DJIIOUPOBAHMS:

kosonka: Merck Chromolith Performance RP-18e (100x4,6 mMm 1.D.);

JMIOEHT: Hcnonb3oBaHue pactBopa A: 0,1% TFA-Boma, pactBopa B: aneronurpuin, copepxamuit 0,1%
TFA, A/B: amronpoBaHue TUHEHHOTO TpagueHTa KoHIeHTpanuu 95/5-35/65 (10 mun);

CKOpOCTh TIoTOKa: 3,0 MJI/MHH.

ITpumep 16.

Cunre3 H-Tyr-Aib-Glu-Gly-Thr-aMePhe-Thr-Ser-Asp-Tyr-Aib-Lys-Cha-Leu-Asp-Lys-GIn-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)-amuaayio cmomny Sieber (0,225 MdkB./T, 44,4 Mr), TonydeH-
HYIO COTJIACHO CIIPAaBOYHOMY IIPHMEPY 3, OTBEIIMBAIN B PEAKIMOHHYIO MPOOHPKY M MOABEPTaii HaOyXaHUIO C
nomomsto DMF. Tocne ynanenust DMF ¢unbTpanunei k cmone nocnenosatensHo no6asmstan Fmoce-Gln(Trt)-
OH (61,1 mr), 0,5 M Oxymapure B8 DMF (200 M) u qumsonponmikapoogunmun (15,9 M), a 3ateM cMmech
BCTPSIXUBAJIHM B TedeHue 1,5 4. PeakunoHHBIH pacTBOp OTHMIBTPOBBIBAIM, a 3aTeM CMOJIY 6 pa3 NMPOMBIBAJIH
DMF. Ilocne nmoareepskaeHus HeratuBHOCTH B Tecte Kaitzepa mobasisim 20% pactBop munepuauaa B DMF u
CMeCh BCTPSIXMBAIM B TedeHne | MUH. PacTBOp OTOMIBTPOBHIBAIM, U 3aTeM K HEMY BHOBB J100aBisutn 20% pac-
TBOp muniepunraa B DMF, u cMech BerpsixuBanu B TedeHue 20 MuH. PactBop oThmibTpoBsiBany u cMoury 10 pas
npoMbiBasii DMF. DTOT 1IUKI KOHIEGHCAIIMH aMHHOKHUCIIOTH ¢ Fmoc - ynanenus 3amuTHOW Tpynmsl Fmoc mo-
BTOpSUTH JIJIsL TIocTenoBaTenbHON KoHmeHcanuu Lys(Boc), Asp(OtBu), Leu, Cha, Lys(Boc), Aib, Tyr(tBu),
Asp(OtBu), Ser(tBu), Thr(tBu), aMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib u Tyr(tBu) (*: peakuus B TeueHue
Houn). Cmony mpombiBann MeOH, a 3aTem cymmuiau nmpu MOHMWKEHHOM JaBJICHWU ¢ ToiydeHueMm 75,1 mr H-
Tyr(tBu)-Aib-Glu(OtBu)-Gly-Thr(tBu)-aMePhe-Thr(tBu)-Ser(tBu)-Asp(OtBu)-Tyr(tBu)-Aib-Lys(Boc)-Cha-
Leu-Asp(OtBu)-Lys(Boc)-GIn(Trt)-Ala-GlIn(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)-amuanoii cmonsr Sieber.

K 75,1 mr momydeHHOM cMmombl mo0aBimsmu 1 mMa cmecu TFA: m-kpe3on: thoanwmson: stanautnon: H,O:
Tpumsonponwicuinan (80:5:5:5:2,5:2,5), u cmeck nepeMemnBany B TeueHue 1,5 4. B peakioHHBINA pacTBOp 10-
0aBJISLTM TUATHIIOBEIH QP I o0ecrieueHns MPEUUIUTALNE U TIPEHUIUTAT TPOMBIBAJIM ITyTEM MOBTOPEHUS
TpPY pa3a JeHCTBHS yIaJICHUs CyllepHaTaHTa Iocie HeHTpudyrupoanus. Ocanok skcrparuposain 50% BOIHBIM
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pacTBOPOM YKCYCHOHM KHCIIOTHI W CMOJY yJaisuld (QUIbTpalyed, rmocje Yero IPOBOJIMIN IpernapaTuBHYIO
BOXX c ucronp3oBanueM kosioHku Daisopak SP-100-5-ODS-P (250x20 mwm 1.D.) [pactBop A: 0,1% TFA-Bona,
pactBop B: aneronutpuin, conepxamuii 0,1% TFA, ckopocts motoka 8 mu/muH, A/B: anroupoBaHue THHEHHOTO
rpajiMeHTa KoHueHTpauuu 65/35-55/45 (60 mun)]. ®paknuu, conepkasiine TpeOyeMbI TPOIYKT, COOMpaIH U
Mo GUIN3UPOBAIN C TToTydeHreM 14,7 Mr 6esroro mopoIka.

Macc-cnekrpomerpust, (M+H)™ 4364,7 (Beraucneno: 4364,3);

BpeMs amonpoBanusi BOXXX: 7,1 mun;

YCIIOBHS JIIONPOBAHMUS:

kosonka: Merck Chromolith Performance RP-18e (100x4,6 mum 1.D.);

ANMIOCHT: Hcmoib3oBanue pactBopa A: 0,1% TFA-Boma, pactBopa B: ameronurpmi, comepxammuit 0,1%
TFA, A/B: amronpoBaHue TUHEHHOTO TpagueHTa KoHIeHTpanuu 95/5-35/65 (10 mun);

CKOpPOCTB TIOTOKA: 3,0 MII/MUH.

Ipumep 17.

Cunre3 H-Tyr-Aib-Glu-Gly-Thr-aMePhe-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-NH, (SEQ ID NO:
29).

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)-amuanyro cmony Sieber (0,225 maxB./r, 44,4 Mr), moiydeH-
HYIO COTJIACHO CIIPAaBOYHOMY NPHMEPY 3, OTBEUIMBAIHN B PEAKIIMOHHYIO IPOOUPKY W TOABEprain HaOyXaHHIO C
nomornisio DMF. Tlocne ynanenns DMF dunbsTpanmeii k cMmose mocienoBarensHo no6asmsan Fmoc-Gln(Trt)-
OH (61,1 mr), 0,5 M Oxymapure 8 DMF (200 mxi) u auuzonponuikapooauumu (15,9 Mki), a 3areM cMech
BCTPSAXHUBAIW B TeueHHe 1,5 4. PeakMOHHBIA pacTBOpP OTHWIBTPOBBIBAIH, a 3aTeM CMOJIy 6 pa3 TpOMBIBAIN
DMF. Ilocne noaTBepxacHNs HeraTUBHOCTH B Tecte Kaizepa nobasnsum 20% pactBop munepunuHa B DMF u
CMecCh BCTPSIXUBAIN B TedeHue | MuH. PacTBop oTHIETpOBEIBaNIH, U 3aTeM K HEMY BHOBB A00aBisinn 20% pac-
TBOp nunepuanHa B DMF, n cmech Betpsixusanu B Tedenue 20 MuH. PactBop ordmiisTpoBeiBanm 1 cmoiry 10 pa3
npoMbiBaid DMF. DToT nuki KoHAEHCAMU aMHUHOKUCIOTH ¢ Fmoc - ynanenus 3amuTHOW rpynnsl Fmoc mo-
BTOPSUTH I TloclienoBaTenbHOl KoHaeHcanuu Lys(Boc), Asp(OtBu), Leu, aMeTyr, Ile, Aib, Tyr(tBu),
Asp(OtBu), Ser(tBu), Thr(tBu), aMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib u Tyr(tBu) (*: peakuus B TeueHue
Houn). Cmony mpomsiBanu MeOH, a 3aTeM cymmuiay Ipu NOHMKEHHOM JAABIEHUU C moiryueHueM 56,2 mr H-
Tyr(tBu)-Aib-Glu(OtBu)-Gly-Thr(tBu)-aMePhe-Thr(tBu)-Ser(tBu)-Asp(OtBu)-Tyr(tBu)-Aib-Ile-aMeTyr-Leu-
Asp(OtBu)-Lys(Boc)-GIn(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)-amuanoii cmonst Sieber.

K 56,2 Mr nomy4yenHoit cmonsl no6asisimn 1 Mo cmecn TFA: M-kpe3on: Troanu3zon: stanguruon: H,O:
Tpumsonponwicunan (80:5:5:5:2,5:2,5), u cmeck nepeMemnBany B TeueHue 1,5 4. B peakiMoHHBINA pacTBOp 10-
0aBISANMH TUATUIOBBINA 3up s obecreueHNs NPEUIUTAIA H TPEIUIATAT IPOMBIBAIN ITyTEM ITOBTOPECHHUS
TpH pa3a JeHCTBUS yOaJeHHus CylepHaTaHTa nocie nentpudyruposanus. Ocanok sxctparuposainu 50% BoIHBIM
pPacTBOpPOM YKCYCHOM KHCJIOTHI W CMOJY YyIAIsIH (UiabTpamuel, MOocie Yero MPOBOAWIH IPETnapaTHBHYIO
BDXX c ucnonp3oBannem kosonku Daisopak SP-100-5-ODS-P (250x20 mm 1.D.) [pactBop A: 0,1% TFA-Bopxa,
pactBop B: aneronutpmi, cogepxxarmmii 0,1% TFA, ckopocts moToka 8§ mi/MuH, A/B: amonpoBaHie JTHHEHHOTO
rpamueHTa KoHIeHTpawuu 65/35-55/45 (60 mun)]. @pakiuu, coaepkaBiire TPeOYeMbIid MPOIYKT, COOMpaTH U
IO (GUIN3UPOBAIH C TTOTydeHHeM 1,4 Mr 6e0T0 MopoIIKa.

Macc-cnekrpomerpust, (M+H)™ 4373,8 (Beraucneno: 4373,2);

BpeMs amoupoBanust BOXKX: 7,2 mun;

YCIIOBUSI DJIIOUPOBAHMS:

kononka: Merck Chromolith Performance RP-18e (100x4,6 mm 1.D.);

JMIOEHT: Hcnoib3oBaHue pactBopa A: 0,1% TFA-Boma, pactBopa B: aneronutpuin, copepxamuit 0,1%
TFA, A/B: anroupoBaHue JMHEHHOTO TpagueHTa KoHIeHTpamu 95/5-35/65 (10 mun);

CKOpPOCTB TIOTOKA: 3,0 MII/MUH.

Ipumep 18.

Cunre3 Ac-Tyr-Aib-Glu-Gly-Thr-aMePhe-Thr-Ser-Asp-Tyr-Aib-Ile-Aib-Leu-Asp-Lys-GIn-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)-amuaayro cmomy Sieber (0,253 maks./r, 39,5 Mr), IOTy4eHHYIO ¢ HCITOJIb30Ba-
HHEM TOIX0/a, aHAJIOTHYHOT'0 3TAJIOHHOMY IpHMEpPY 1, OTBEIIMBAJIH B PEAKIIMOHHYIO MPOOHPKY U MTOIBEPTalIn
HaOyxanuio ¢ nmomomisio DMF. Tlocne ymanenuss DMF dunbTpanmeid k cMoile TIOCIeI0BaTENbHO 00BN
Fmoc-Ala-OH (31,1 mr), 0,5 M Oxymapure 8 DMF (200 M) u quusonponwikapooguumun (15,9 mxm), a 3a-
TEM CMeCh BCTPSIXUBAIHM B TeueHHe 1,5 4. PeakIMOHHBINA pacTBOp OT(MIBTPOBEIBAIN, a 3aT€M CMOJTy 6 pa3 mpo-
mbiBasit DMF. Tlocie nmonTBepskaeHust HeraTUBHOCTH B TecTe Kaiizepa no6asmsumm 20% pacTBop NUNepuaAnHa B
DMF wu cmech BeTpsaxuBanu B TedeHue | MuH. PacTBop oTOMILTPOBBIBANN, U 3aTeM K HEMY BHOBb J100aBIISUTH
20% pactBop munepuanHa B DMF, u cmech BerpsixuBanu B Teuenue 20 MuH. PacTBOp OTQUIBTPOBBIBAIN U
cmony 10 pa3 npomsiBamu DMF.
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DTOT MUK KOHACHCAIIMA aMUHOKUCIOTH ¢ Fmoc - yaanenus 3ammrHON rpymnmsl Fmoc moBTopsim s mo-
cinenoBatensHor koHAeHcaru Gln(Trt), Ala, Gln(Trt), Lys(Boc), Asp(OtBu), Leu, Aib, Ile*, Aib, Tyr(tBu),
Asp(OtBu), Ser(tBu), Thr(tBu), aMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib u Tyr(tBu) (*: peakuus B TeueHue
Houn). [lanee N-koHueByro rpynmy Fmoc ynamsnm oOpaboTKOH NMUIEpHINHOM, a 3aTeM K CMOJIe TOcie0Ba-
teapHO pobaBsun DMF (200 mxir), DIPEA (17,4 mxin) u Ac,O (9,4 MKI) U cMech BCTpSIXUBaJU B TedeHue 90
MUH. PeakmoHHbIH pacTBOp OTQMILTPOBEIBAIH, a 3aTeM CMOIy 6 pa3 mpombiBain DMF. Tlocie moarBepxkme-
HUSl HETaTUBHOCTH B TecTe Kaiizepa, cMoiry mpombiBasii MeOH 1 cymmny npu MOHWKEHHOM JIABJICHHUHU C TIOTY-
yeaueM 43 wmr Ac-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)-GIn(Trt)-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)-amuanoi cmomst Sieber.

K 43 mr momygenHo# cMmombl go6aBismu 1 Mot ecmecu TFA: M-kpe3our: Thoanu3out: atranauTron: H,O: tpu-
n3onpormicuinan (80:5:5:5:2,5:2,5), u cmech nepemenBaiy B Tedenue 1,5 4. B peaknnoHHbI pacTBOp 100aB-
JSUTA AMATHIIOBEIN 3up IS 00ecreueHus MPCIUMTUTALIMN U MPEIUMUTAT MPOMBIBAIH ITyTEM MOBTOPCHHS TPH
pasa JeWCTBHS yIaJeHUs CylepHaTaHTa rocie HeHtpudyrupoBanus. Ocanok skcrparupoBanu 50% BOAHBIM
pacTBOPOM YKCYCHOHM KHCIIOTHI W CMOJY yJalsuld (QUIBTpaled, Mocje 4ero IPOBOJIMIN IpernapaTHBHYIO
B3XX c ucronp3oBanueM kosoHku Daisopak SP-100-5-ODS-P (250x20 mwm 1.D.) [pactBop A: 0,1% TFA-Bona,
pactBop B: aneronutpmn, conepxamtmii 0,1% TFA, ckopocts motoka 8 Mi/mMuH, A/B: 3mronpoBaHue THHEHHOTO
rpajueHTa KoHueHTpauuu 62/38-52/48 (60 mun)]. ®paknuu, conepkaBiine TpeOyeMbI TPOIYKT, COOMpAIH U
TUO(GUIN3UPOBAIH C TTOTyYeHHEM 7,8 MT O€I0T0 MopoIIKa.

Macc-cnekrpomerpust, (M+H)"™ 4323,4 (Beraucneno: 4323,2);

BpeMs dmonpoBanust BOXKX: 7,5 mun;

YCIIOBHS JIIONPOBAHUS:

kosonka: Merck Chromolith Performance RP-18e (100x4,6 mMm 1.D.);

AMIOCHT: Hcmoib3oBanue pactBopa A: 0,1% TFA-Boma, pactBopa B: ameronurpmi, comepxammuii 0,1%
TFA, A/B: amronpoBaHue TUHEHHOTO TpagueHTa KoHIeHTpanuu 95/5-35/65 (10 mun);

CKOpOCTh TIoTOKa: 3,0 MJI/MHH.

ITpumep 19.

Cunre3 o6en3omn-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: 31).

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)-amuanyro cmony Sieber (0,253 MaxB./T, 39,5 Mr), mosydeHHy COTJIacHO cIIpa-
BOYHOMY TpPUMEPY |, OTBEIIMBAIK B PEAKIIMOHHYIO MPOOHPKY, W MOoJBepranu HaOyxaHuro ¢ momoripio DMF.
TTocne ynanenns DMF ¢dunbpTpanueii k cMoiie mocienoBatenbHo nobasnsiam Fmoc-Ala-OH (31,1 mr), 0,5 M
Oxymapure 8 DMF (200 mxu1) 1 aumsonporminkapooauumu (15,9 MxiT), a 3aTeM cMech BCTPSIXMBAIN B TCUCHUE
1,5 4. PeaknpioHHBINH pacTBOp OTHHUIBTPOBBIBAIH, a 3aTeM cMOy 6 pa3 mpombeiBasin DMF. Tlocne monrBepxme-
HUS HeraTUBHOCTH B Tecte Kaiizepa mobasmsamm 20% pactBop mumnepuamaa B DMF u cMech BCTpsSXuBaiu B Te-
yerne | muH. PacTBOp OTHUIBTPOBEIBANH, U 3aTEM K HeMy BHOBb 100aBisum 20% pactBop nunepunuaa B DMF,
¥ cMech BCTpsixuBaiu B TedeHne 20 muH. PactBop otdruibTpoBhBain U cMoiry 10 pa3 mpomsiBamn DMF. DtoT
UK KOHACHCAIIMH aMUHOKHUCIIOTH ¢ Fmoc - ynmaneHus 3amuTHON Tpymmsl Fmoc moBTopsuin Ui mocienoBa-
tenbHOM KoHaeHcanuu Gln(Trt), Ala, GIn(Trt), Lys(Boc), Asp(OtBu), Leu, Aib, Ile*, Aib, Tyr(tBu), Asp(OtBu),
Ser(tBu), Thr(tBu), aMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib u Tyr(tBu) (*: peakmus B Teuenue Houm). Jlanee
N-koH1eByro rpyny Fmoc ynansnm o6paboTkol TUIIEpUANHOM, a 3aT€M K CMOJIE ITOCIIE0BaTENFHO 00aBISIIN
oenzoitHyto kucnoty (12,2 mr), 0,5 M Oxymapure 8 DMF (200 mxi) u qunzonponrikapoomunmun (15,9 Mxn) u
CMECh BCTPSAXHMBAIH B TCUCHUE HOUU. PeaklIMOHHBIA pacTBOp OT(MIETPOBBIBAIIN, a 3aTEM CMOIY 6 pa3 MPOMEI-
Banu DMF. Ilocne noareepxaeHus HeraTuBHOCTHU B TecTe Kaifsepa, cmomy nmpomeiBanu MeOH, a 3atem cymu-
U TpHU TOHWXEHHOM MaBieHHH ¢ mnonydenneM 54,8 mr Oenzomi-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-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)-amugHoii cmoutst Sieber.

K 54,8 mr momydeHHOM cMmombl m00aBmsmu 1 mMa cmecu TFA: m-kpe3on: tnoanw3oi: stanautnon: H,O:
Tpum3onponmicuian (80:5:5:5:2,5:2,5), u cMech nepemMemuBany B TedeHue 1,5 4. B peakimoHHBINA pacTBOpP 10-
0aBISANMH TUATUIIOBBINA 3up s obecrieueHNs] NPEUIUTAIE ¥ TPEIUIUTAT IPOMBIBAIN ITyTEM ITOBTOPECHHUS
TpPY pa3a JeHCTBHS yIaJeHUs CyllepHaTaHTa Iocie HeHTpudyrupoBanus. Ocanok skcrparuposain 50% BOIHBIM
pacTBOPOM YKCYCHOHM KHCIIOTHI W CMOJY yJaisuld (QUIBTpalyed, Mocje Yero IPOBOJIMIN IpernapaTHBHYIO
BOXX c ucronp3oBanueM kosioHku Daisopak SP-100-5-ODS-P (250x20 mwm 1.D.) [pactBop A: 0,1% TFA-Bona,
pactBop B: aneronutpmin, conepxamuii 0,1% TFA, ckopocts motoka 8 Mu/mMuH, A/B: 3nronpoBaHue THHEHHOTO
rpaauenTa koHueHtpanuu 60/40-50/50 (60 mun)]. ®paknun, conepkaBiine TpeOyeMbIH POIYKT, COOMpAIH U
mroduian3npoBaiy ¢ nosydenueM 10,1 Mr 6exoro noporka.

Macc-cnekrpomerpus, (M+H)" 4385,2 (Beruncneno: 4385,2);

BpeMs dmonpoBanust BOXX: 7,7 mun;
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YCIIOBHSL JJIIOUPOBAHUS:

kononka: Merck Chromolith Performance RP-18e (100x4,6 mm 1.D.);

JMIOEHT: Hcnonb3oBaHue pactBopa A: 0,1% TFA-Boma, pactBopa B: aneronurpuin, copepxamuit 0,1%
TFA, A/B: anroupoBaHue JMHEHHOTO TpagueHTa KoHIeHTpamu 95/5-35/65 (10 mun);

CKOpOCTh TIoTOKA: 3,0 MJI/MHH.

ITpumep 20.

Cunre3z 4PyCO-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:
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)-amuaayro cmoiry Sieber (0,253 MakB./T, 39,5 MTr), MOTy4eHHYIO COTJIACHO CITpa-
BOYHOMY IpuMepy |, OTBEIIMBalM B PEaKIHMOHHYIO NMPOOMPKY M MOABEpraiy HadyxaHuio ¢ rmomomnipio DMF.
Iocne ymamenuss DMF ¢unstparuei k cMone nocienoBatensuo aodasmsim Fmoc-Ala-OH (31,1 mr), 0,5 M
Oxymapure B DMF (200 mxn) u guusonpomnmwikapooauumu (15,9 M), a 3aTeM cMeCh BCTPSIXUBAIU B TCUCHHE
1,5 4. PeakunoHHBIH pacTBOp OTOUILTPOBBIBANN, a 3aTeM cMoy 6 pa3 npombiBaian DMF. [locie moarBepske-
HUS HeratuBHOCTH B Tecte Kaiizepa nodasmsim 20% pactBop nunepunuaa B DMF n cmech BeTpsixuBaiu B Te-
yenue | MuH. PacTBOp OTOUILTPOBBIBANIN, U 3aTEM K HEMY BHOBB J1o0aBisuin 20% pactBop nunepuanHa B DMF,
¥ cMech BCTpsixuBaiu B TedeHne 20 muH. PactBop otdruibTpoBeiBain U cMory 10 pa3 mpomsiBamu DMF. DtoT
IUKJ KOHAGHCAIMM aMHHOKHCIOTH ¢ Fmoc - ypaneHus 3amuTHOH rpynnsl Fmoc moBTOpsAan A mocienoBa-
tenpHOU KoHaeHcanuu GIn(Trt), Ala, GIn(Trt), Lys (Boc), Asp (OtBu), Leu, Aib, Ile*, Aib, Tyr(tBu),
Asp(OtBu), Ser(tBu), Thr(tBu), aMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib u Tyr(tBu) (*: peakuus B TeueHnue
Houn). Jlamee N-koHIEBYIO rpynmny Fmoc ygamsamu oO6paObOTKON MUMIEPUINHOM, a 3aTeM K CMOJe TOociea0Ba-
TEJIHHO JA00aBISIIN 4-TUpUINHKapOOHOBYIO KUCIOTY (12,3 Mr), 0,5 M Oxymapure 8 DMF (200 Mxi1) u guu3o-
npormikapooauumu (15,9 MKIT), B cMech BCTPSAXWBAIN B TeUEHHE HOYHM. PEaKIIMOHHBIN pacTBOp OTHHIBTPO-
BBIBAJIY, a 3aTeM cMoily 6 pa3 npomeisaa DMF. ITocne noareepxaenus HeraTUBHOCTH B TecTe Kaiizepa, cmomy
npomMeiBain MeOH, a 3aTeM cymmim npyu NOHMKEHHOM JIaBiieHuH ¢ noxyderueM 62,9 mr 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)-GlIn(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)-amunnoit cmonsr Sieber.

K 62,9 Mr nomy4yenHoit cmoinsl no6asisiimn 1 Mot cmecn TFA: M-kpeson: Troanu3zon: stanguruon: H,O:
Tpumsonponwicunan (80:5:5:5:2,5:2,5), u cmeck nepeMemnBany B TeueHue 1,5 4. B peakiMoHHBINA pacTBOp J0-
0aBISIIM IUATHIIOBBIA 3¢up s oOecreueHns MPEHUNUTALNE W NPEHUINUTAT IPOMBIBAIHM ITyT€M MOBTOPEHUS
TpH pa3a JeHCTBUS yOaJeHHus CylepHaTaHTa nocie neaTpudyruposanus. Ocanok sxcrparuposaiu 50% BoIHBIM
pacTBOPOM YKCYCHOW KHCIJIOTBI M CMOJIY YIAUTH (DUIbTpanyel, MOocie 4Yero NMpOBOIWIM IPEHNapaTUBHYIO
BDXX c ucnonp3oBannem kosonku Daisopak SP-100-5-ODS-P (250x20 mm 1.D.) [pactBop A: 0,1% TFA-Bopxa,
pactBop B: anmeronutpmi, cogepxkarmmii 0,1% TFA, ckopocts moToka 8§ mi/mMuH, A/B: amonpoBaHuie JTHHEHHOTO
rpamueHTa KoHueHTpawun 62/38-52/48 (60 mun)]. @pakiuu, coaepkaBiire TpeOyeMbIid MPOIYKT, COOMpaTH U
o puIM3upoBaiu ¢ moaydeHueM 13,3 mMr 6erroro mopoika.

Macc-crekrpomerpust, (M+H)™ 4386,2 (Beraucneno: 4386,2);

BpeMms amoupoBanust BOXKX: 7,3 mun;

YCIIOBHSL JJIIOUPOBAHUS:

kononka: Merck Chromolith Performance RP-18e (100x4,6 mm 1.D.);

JMIOEHT: Hcnonb3oBaHue pactBopa A: 0,1% TFA-Boma, pactBopa B: aneronutpuin, copepxamuit 0,1%
TFA, A/B: anroupoBaHue JMHEHHOTO TpagueHTa KoHIeHTpamu 95/5-35/65 (10 mun);

CKOpPOCTB TIOTOKA: 3,0 MII/MUH.

Ipumep 21.

Cunrez cPrCO-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:
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)-amunayro cmoiry Sieber (0,253 MakB./T, 39,5 MTr), MOTy4eHHYIO COTJIACHO CITpa-
BOYHOMY NPUMeEPY 1, OTBENTUBAIM B PEaKIMOHHYIO TPOOUPKY, U MOABEpTan HA0yxaHHuo ¢ moMoibio DMF.

[Mocne ynanennss DMF ¢unbTpanueit k cmoie mocienoBaTenbHo qodasmsum Fmoc-Ala-OH (31,1 mr), 0,5
M Oxymapure 8 DMF (200 mxu1) u aum3onponuikapooguumun (15,9 Mkin), a 3aTeM cMech BCTPSIXHUBAJIM B TeUe-
Hue 1,5 4. PeakumoHHBIH pacTBOp OTQUIBTPOBBIBAIY, a 3aTeM cMoity 6 pa3 npomsiBanu DMF. Tlocne noarsep-
JKJICHHsl HeraTHBHOCTH B TecTe Kaiizepa no6asistimu 20% pactBop nunepunuaa B DMF u cMech BCTpSIXMBAJIH B
TeueHne 1 MuH. PacTBOp OTQMIBTPOBBIBANIM, W 3aTeM K HEMY BHOBB J00aBisuti 20% pacTBOp MUNEpUAMHA B
DMF, u cmech BerpsixuBanu B Tedenne 20 MuH. PactBop ordunbsTpoBsiBas 1 cMoity 10 pa3 npomeiBain DMF.
OTOT UMK KOHACHCAIIMM aMUHOKHUCIIOTH ¢ Fmoc - ynanenus 3amutHOl rpynnsl Fmoc mosTopsimu asst mocie-
noBatenbHOW KoHmeHcaruu Gln(Trt), Ala, GIn(Trt), Lys(Boc), Asp(OtBu), Leu, Aib, Ile*, Aib, Tyr(tBu),
Asp(OtBu), Ser(tBu), Thr(tBu), aMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib u Tyr(tBu) (*: peakuus B TeueHue
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Houn). [lanee N-koHueByro rpynmy Fmoc ynamsnm o0paboTKO#M NMUIEpHINHOM, a 3aTeM K CMOJIe TOcieIoBa-
TENBHO J00aBISIIN HUKIoNponankapboHosas kuciora (8,6 mr), 0,5 M Oxymapure 8 DMF (200 mxi) u nuuso-
npormikapooauumu (15,9 MKIT), B cMech BCTPSAXWBAIN B TeUEHHE HOYHM. PEakIIMOHHBIN pacTBOp OTHHIBTPO-
BBIBAJIH, a 3aTeM cMouTy 6 pa3 npombiBain DMF. [Tociie moaTBepxkaeHus HeraTuBHOCTH B TecTe Kakizepa, cMoiy
npoMbiBasit MeOH, a 3areM cymmiy npu MOHMKEHHOM AaBiieHnu ¢ mosrydenneM 61,8 mr 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)-GIn(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)-amuanoii cmonsr Sieber.

K 61,8 mr momyuenHoM cMmombl mo6aBmsmd 1 Ma cmecu TFA: m-kpe3on: thoanwmson: stanautnon: H,O:
Tpum3onponmicuian (80:5:5:5:2,5:2,5), u cMech nepemMemmBany B TedeHue 1,5 4. B peakimoHHBINA pacTBOpP J10-
0aBISUIH TUATHWIOBBINA 3up I 0OecreueHUs] MPEIUIUTAIMA ¥ TPCIUIUTAT MPOMBIBAIN ITyTEM IOBTOPCHUS
TpPY pa3a JeHCTBHS yIaJICHUs CyllepHaTaHTa Iocie HeHTpudyrupoanus. Ocanok sxcrparuposain 50% BOIHBIM
pacTBOPOM YKCYCHOHM KHCIIOTHI W CMOJY yJalsuld (QUIbTpaled, rmocje Yero IPOBOJIMIN IpernapaTuBHYIO
BOXX c ucronp3oBanueM kosioHku Daisopak SP-100-5-ODS-P (250x20 mwm 1.D.) [pactBop A: 0,1% TFA-Bona,
pactBop B: aneronutpmin, conepxamtuii 0,1% TFA, ckopocts motoka 8 Mu/mMuH, A/B: 3mronpoBaHue THHEHHOTO
rpaauenTa KoHueHTpamuu 61/39-51/49 (60 mun)]. ®paknuu, conepkasiune TpeOyeMbId TPOIYKT, COOMpaIH U
TMOQUIM3NPOBAIIH ¢ TosrydeHueM 11,7 mMr 6exoro moporka.

Macc-crekrpomerpust, (M+H)™ 4349,2 (Beraucneno: 4349,2);

BpeMs dmonpoBanusi BOXKX: 7,6 muH;

YCIIOBHSL DJIIONPOBAHUS:

kosonka: Merck Chromolith Performance RP-18e (100x4,6 mMm 1.D.);

AMIOCHT: Hcmoib3oBanue pactBopa A: 0,1% TFA-Boma, pactBopa B: ameronurpmi, comepxammuit 0,1%
TFA, A/B: amronpoBaHue TUHEHHOTO TpagueHTa KoHIeHTpanuu 95/5-35/65 (10 mun);

CKOpOCTh TIoTOKA: 3,0 MJI/MHH.

ITpumep 22.

Cunre3  amuauHo-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).

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)-amuanyro cmoiy Sieber (0,253 mMakB./T, 39,5 Mr), momy4eHHYIO COTJIACHO CIIpa-
BOYHOMY IpuMepy |, OTBEIIMBaIM B PEaKIMOHHYIO NMPOOMPKY M HOABEpraiy HadyxaHuio ¢ rnomomnipio DMF.
TTocne ynanenns DMF ¢unbpTpanueii k cMoiie mocienoBatenbHo nobasnsiam Fmoc-Ala-OH (31,1 mr), 0,5 M
Oxymapure 8 DMF (200 mxu1) 1 aumsonporminkapooauumu (15,9 MxiT), a 3aTeM cMech BCTPSIXMBAIN B TCUCHUE
1,5 4. PeaknpioHHBINH pacTBOp OTQHUIBTPOBBIBAIH, a 3aTeM cMOy 6 pa3 mpombeiBasin DMF. Tlocne monrBepxme-
HUS HeraTUBHOCTH B Tecte Kaiizepa mobasmsamm 20% pactBop mumnepuanaa B DMF u cmech BCTpsSIXuBaiu B Te-
yerne | muH. PacTBOp OTUIBTPOBEIBANH, U 3aTEM K HeMy BHOBb 100aBisun 20% pactBop nunepunuaa B DMF,
¥ cMech BCTpsixuBaiu B TedeHne 20 muH. PactBop otdruibTpoBeiBain U cMoiry 10 pa3 mpomsiBamn DMF. DtoT
IIUKJI KOHAEHCAIIMK aMHHOKHCIIOTH ¢ Fmoc - ypaneHus 3amuTHOM rpynnsl Fmoc moBTOpsian A mocienoBa-
tenbHOM KoHaeHcanuu Gln(Trt), Ala, GIn(Trt), Lys(Boc), Asp(OtBu), Leu, Aib, Ile*, Aib, Tyr(tBu), Asp(OtBu),
Ser(tBu), Thr(tBu), aMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib u Tyr(tBu) (*: peakmus B Teuenue Houm). Jlanee
N-koH1eByro rpyny Fmoc ynansnm o6paboTkol TUIIEpUANHOM, a 3aT€M K CMOJIE ITOCIIE0BATENbFHO 00ABISIIN
DMF (200 mxim), N,N'-6uc(rper-0yrokcukapoonui)-1H-nmupaszono-1-kapbokcamuaun (31 mr) m DIPEA (17,4
MKJI), ¥ CMECh BCTPSXHMBAJIM B TCUCHHUE HOYM. PeaKIIMOHHEIN pacTBOpP OTGUILTPOBBIBAIH, a 3aTEM K CMOJIC I10-
cienoarensHo  gobaBmsim DMF - (200 wmxim),  N,N'-Ouc(tper-Oyroxcukap6onmn)-1H-nupa3zomno-1-
kapOokcamuuH (31 mr) u DIPEA (17,4 MKJ), U cMeCh BHOBB BCTPSXUBAJM B TeUEHHE HOUH. PeakIIMOHHBIN pac-
TBOP OTGHUIHTPOBBIBAIIH, a 3aTeM cMOJTy 6 pa3 nmpombiBan DMF. Tlocie moaTBepKaeHNsI HETAaTUBHOCTH B TECTE
Kaitzepa, cmoiry mpombeiBasit MeOH, a 3ateM cymmiy npu MOHMKEHHOM JaBJICHUH ¢ mosrydenneM 54,7 mr Boc-
NHC(=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)-GIn(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)-amuanoii cmonsr Sieber.

K 54,7 mr nomydeHHoOM cMmombl m00aBimsmu 1 mMa cmecu TFA: m-kpe3on: thoanwmsoi: stanautnon: H,O:
Tpum3onponmicuian (80:5:5:5:2,5:2,5), u cMech nepemMemmBany B TedeHue 1,5 4. B peakimoHHBINA pacTBOpP J10-
0aBISUTH TUATHWIOBBINA 3up I oOecreueHUs] MPEIUIUTAIME ¥ TPCIUIUTAT MPOMBIBAIN ITyTEM ITOBTOPCHUS
TpPY pa3a JeHCTBHS yIaJeHUs CyllepHaTaHTa Iocie HeHTpudyrupoBanus. Ocanok skcrparuposain 50% BOIHBIM
pacTBOPOM YKCYCHOHM KHCIIOTHI W CMOJY yJailsuld (QUIbTpalyel, rmocje Yero IPOBOJIMIN IpernapaTHBHYIO
BOXX c ucronp3oBanueM kosioHku Daisopak SP-100-5-ODS-P (250x20 mwm 1.D.) [pactBop A: 0,1% TFA-Bona,
pactBop B: aneronutpmin, conepxamtuii 0,1% TFA, ckopocts motoka 8 mu/mMuH, A/B: anronpoBaHue THHEHHOTO
rpajiMeHTa KoHueHTpauuu 62/38-52/48 (60 mun)]. ®paknuu, conepkaBiine TpeOyeMbId TPOIYKT, COOMpaIn U
moduIM3npoBaiy ¢ nosydenueM 10,7 Mr 6e10oro noporka.

Macc-cnekrpomerpust, (M+H)™ 4323,2 (Beraucneno: 4323,2);

BpeMs dmonpoBanusi BOXKX: 7,3 muH;
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YCIIOBUSI DJIIOUPOBAHMS:

kononka: Merck Chromolith Performance RP-18e (100x4,6 mm 1.D.);

JMIOEHT: Hcnonb3oBaHue pactBopa A: 0,1% TFA-Boma, pactBopa B: aneronurpuin, copepxamuit 0,1%
TFA, A/B: anroupoBaHue JMHEHHOTO TpagueHTa KoHIeHTparmu 95/5-35/65 (10 mun);

CKOpOCTh TIoTOKA: 3,0 MJI/MHH.

IIpumep 23.

Cunre3 H-NMeTyr-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:
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)-amuaayro cmoiry Sieber (0,253 MakB./T, 39,5 MTr), MOTy4eHHYIO COTJIACHO CITpa-
BOYHOMY IpuMepy |, OTBEIIMBalM B PEaKIHMOHHYIO NMPOOMPKY M MOABEpraiy HadyxaHuio ¢ rmomomnipio DMF.
Iocne ymamenuss DMF ¢unstparuei k cMone nocienoBatensuo aodasmsim Fmoc-Ala-OH (31,1 mr), 0,5 M
Oxymapure B DMF (200 mxn) u guusonpomnwikapooauumun (15,9 M), a 3aTeM cMeCch BCTPSIXUBAIU B TCUCHHE
1,5 4. PeakunoHHBIH pacTBOp OTOUILTPOBBIBANN, a 3aTeM cMoy 6 pa3 npombiBaian DMF. [locie moarBepske-
HUS HeratuBHOCTH B Tecte Kaiizepa nodasmsim 20% pactBop nunepunuaa B DMF n cmech BeTpsixuBaiu B Te-
yenue | MuH. PacTBOp OTOUIBTPOBBIBANIN, U 3aTEM K HEMY BHOBB J1o0aBisuin 20% pactBop nunepuanHa B DMF,
1 cMech BCTpsixuBaiu B TedeHne 20 muH. PactBop otdruibTpoBeiBain U cMory 10 pa3 mpomsiBamu DMF. DtoT
IIUKJ KOHACHCAIINH aMHUHOKHCIOTH ¢ Fmoc - yrmameHus 3amuTHON Tpynnsl Fmoc moBTopsim it mocienoBa-
tenpHOU KoHAeHcarmu GIn(Trt), Ala, GIn(Trt), Lys (Boc), Asp(OtBu), Leu, Aib, Ile*, Aib, Tyr(tBu),
Asp(OtBu), Ser(tBu), Thr(tBu), aMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib u NMeTyr(tBu) (*: peakuus B Teue-
Hue Houm). Cmoiy mpombiBanu MeOH, a 3aTeM CymwIv pu MOHWKEHHOM JaBJICHUH C TToJTydeHneM 66,2 mr 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)-GIn(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)-amuanoii cmomst Sieber.

K 66,2 mr momydeHHOM cMombl m00aBimsmu 1 mMa cmecu TFA: m-kpe3on: thoanmson: stanautnon: H,O:
Tpumsonponwicuinan (80:5:5:5:2,5:2,5), u cmeck nepeMemnBainy B TeueHue 1,5 4. B peakioHHBINH pacTBOp 10-
0aBJISLTM TUATHIIOBEIH QP I o0ecrieueHns MPEUUIUTALNE U TPEHUIUTAT TPOMBIBAJIM ITyTEM MOBTOPEHUS
TpPY pa3a JeHCTBHS yIaJICHUs CyllepHaTaHTa Iocie HeHTpudyrupoBanus. Ocanok skcrparuposain 50% BOIHBIM
pacTBOPOM YKCYCHOHM KHCIIOTBI W CMOJY yJailsuld (QUIbTpalyed, rocje 4ero IPOBOJIMIN IpernapaTHBHYIO
BOXX c ucronp3oBanueM kosioHku Daisopak SP-100-5-ODS-P (250x20 mwm 1.D.) [pactBop A: 0,1% TFA-Bona,
pactBop B: aneronutpmin, conepxantuii 0,1% TFA, ckopocts motoka 8 Mu/muH, A/B: anronpoBaHue THHEHHOTO
rpajuenTa KoHueHtpauuu 63/37-53/47 (60 mun)]. ®paknuu, conepkaBiine TpeOyeMbId TPOIYKT, COOMpAIH U
MO (GUIN3UPOBAIY C TIOTYyYeHHEM 9 MT O€JIOT0 TIOPOIIKA.

Macc-cnekrpomerpust, (M+H)™ 4295,1 (Beraucneno: 4295,2);

BpeMs dmonpoBanusi BOXXX: 7,2 muH;

YCIIOBHS IIIONPOBAHUS:

kosonka: Merck Chromolith Performance RP-18e (100x4,6 mMm 1.D.);

AMIOCHT: Hcmoib3oBanue pactBopa A: 0,1% TFA-Boma, pactBopa B: ameronurpmi, comepxkammuit 0,1%
TFA, A/B: amronpoBaHue TUHEHHOTO TpagueHTa KoHleHTpanuu 95/5-35/65 (10 mun);

CKOpPOCTB TIOTOKA: 3,0 MII/MUH.

ITpumep 24.

Cunre3 H-Tyr-Aib-Glu-Gly-Thr-aMePhe-Thr-Ser-Asp-Tyr-Aib-Lys-Tyr-Leu-Asp-Lys-GIn-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)-amunayro cmoiny Sieber (0,244 makB./r, 41,0 MT), TONXyYEHHYIO COTJIACHO 3Ta-
JIOHHOTO TIpuMepa 1, OTBEIIMBAIM B PEaKIMOHHYIO NMPOOUPKY, W mojBeprain HaOyxaHuio ¢ nomormsio DMF.
TTocne ynanenns DMF ¢unbTpanueii k cMoiie mocienoBatenbHo nobasnsiam Fmoc-Ala-OH (31,1 mr), 0,5 M
Oxymapure 8 DMF (200 mxu1) n aumzonporminkapboauumu (15,9 MKiT), a 3aTeM cMech BCTPSIXMBAIN B TCUCHUE
1,5 4. PeaknpioHHBINH pacTBOp OTHHUIBTPOBBIBAIN, a 3aTeM cMOdy 6 pa3 mpombeiBasin DMF. Tlocne moarBepxme-
HUS HeraTUBHOCTH B Tecte Kaiizepa mobasmsamm 20% pactBop mumnepuamaa B DMF u cMech BCTpsSXuBaiu B Te-
yerne | muH. PacTBOp OTUIBTPOBEIBANH, U 3aTEM K HeMy BHOBb 100aBisun 20% pactBop nunepunuaa B DMF,
¥ cMech BCTpsixuBaiu B TedeHne 20 MmuH. PactBop otdruibTpoBhBain U cMory 10 pa3 mpomsiBamu DMF. DtoT
IIUKJI KOHAEHCAIIMK aMHHOKHCIOTH ¢ Fmoc - ypaneHus 3amuTHOM rpynnsl Fmoc moBTOpsian A mocienosa-
tenbHOM KoHneHcarmu Gln(Trt), Ala, GIn(Trt), Lys(Boc), Asp(OtBu), Leu, Tyr(tBu), Lys(Boc)*, Aib, Tyr(tBu),
Asp(OtBu), Ser(tBu), Thr(tBu), aMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib u Tyr(tBu) (*: peakuus B Teuenue
Houn). Cmony mpomsiBanu MeOH, a 3aTeM cymmuiay Ipu MOHMKEHHOM JAABIEHUU C moiyuyeHueM 66,8 mr 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)-GIn(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)-amunHoit  cMoubl
Sieber.
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K 66,8 mr mnomyuenHod cmonbl nobamsiim 1w of TFA: M-Kpe3oTHOAHW30T:3TaHAUTHON:
H,O:rpumzonponuncunan (80:5:5:5:2,5:2,5), u cmeck nepememBanu B Teuenue 1,5 4. K peakiponnomy pac-
TBOPY J00aBISUTH JUATHIOBBIN 3(GUp IS NOTYYCHUS MPEHUNINTATa U MPEHUINTAT IPOMBIBAIH IIyTEM IIOBTOPE-
HUS TPH pa3a ACHCTBUS 110 yOAICHHIO CyllepHaTaHTa mociie IeHTpudyrupoBanmst. Ocamok sxcTparupoBanu 50%
BOJHBIM PacTBOPOM YKCYCHOM KHCJIOTHI M CMOJNY YAAJSUId (UIBTPAIFEH, TOCIIe YeT0 MPOBOANIN TIperapaTHB-
Hyto BOXX ¢ nucnonezoBanunem kononku Daisopak SP-100-5-ODS-P (250x20 mm 1.D.) [pactBop A: 0,1% TFA-
BOJa, pacTtBop B: ameronurpui, conepxamuii 0,1% TFA, ckopocts moToka 8 mu/muH, A/B: amonpoBanue im-
HEWHOTO TpagueHTa KOHIeHTpanuu 66/34-56/44 (60 mun)]. ®pakuuu, coaepxasiire TpeOyeMblii TPOAYKT, CO-
Oupany 1 TMO(QUIU3NPOBAIH C TOTydeHHeM 16,1 Mr 6eoro mopomika.

Macc-cnekrpomerpust, (M+H)™ 4374,6 (Beraucneno: 4374,2);

BpeMms amoupoBanust BOXKX: 6,9 mun;

YCIIOBUSI DJIIOUPOBAHMS:

kosnonka: Merck Chromolith Performance RP-18e (100x4,6 mm 1.D.);

JMIOEHT: Hcmoib3oBaHue pactBopa A: 0,1% TFA-Boma, pactBopa B: aneronurpuin, copepxamuit 0,1%
TFA, A/B: anroupoBaHue JMHEHHOTO TpagueHTa KoHIeHTpamu 95/5 - 35/65 (10 mun);

CKOpPOCTB TIOTOKA: 3,0 MII/MUH.

ITpumep 25.

Cunre3 H-Tyr-Aib-Glu-Gly-Thr-aMePhe-Thr-Ser-Asp-Tyr-Aib-Lys-Tyr-Leu-Asp-Lys-Gln-Ala-GIn-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-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)-amuaayro cmoiry Sieber (0,244 MakB./T, 41,0 MT), MOTY4EHHYIO COTJIACHO CITpa-
BOYHOMY IpuMepy |, oTBemMBaIM B peakIMOHHYIO MPOOHPKY W MmojaBepraiy HabyxaHuio ¢ momorupio DMF.
ITocne ynanenuss DMF ¢unbTpanueii k cmone nocnenoBaTenbHo mobdasmsmn Fmoc-Gin(Trt)-OH (61,1 mr), 0,5
M Oxymapure 8 DMF (200 M) 1 gumzonponrikapooguumua (15,9 Mxir), a 3aTreM cMech BCTPSIXUBAIU B TEUE-
HHe 1,5 4. PeakumoHHBIH pacTBOp OTQHUIBTPOBBIBAIH, a 3aTeM cMoity 6 pa3 npomeiBanu DMF. Tlocne moarsep-
JKJICHHsI HeraTUBHOCTH B TecTe Kaiizepa no6asistimu 20% pactBop nunepunuaa B DMF u cMech BCTpSIXMBAJIH B
TeueHne 1 MuH. PacTBOp OTQMIBTPOBBIBANIM, W 3aTeM K HEMY BHOBB J100aBisuti 20% pacTBOp MUNEpUAMHA B
DMF, u cmech BerpsixuBanu B Tedyenne 20 MuH. PactBop ordunbsTpoBsiBas 1 cMoity 10 pa3 npomeiBan DMF.
OTOT UMK KOHACHCAIIMM aMUHOKHUCIIOTH! ¢ Fmoc - ynanenus 3amutHON rpynnsl Fmoc mosTopsimi asst mocie-
nosarenbHolt koHnencaumu Gln(Trt), Ala, GIn(Trt), Lys(Boc), Asp(OtBu), Leu, Tyr(tBu), Lys(Boc)*, Aib,
Tyr(tBu), Asp(OtBu), Ser(tBu), Thr(tBu), aMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib u Tyr(tBu) (*: peakuus B
tederne Houn). Cmomy mpombiBain MeOH, a 3areM Cymuid NMpHu MOHWKEHHOM JIaBJICHUH ¢ TMoJrydeHueM 55,0
mr  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)-GIn(Trt)-Ala-GIn(Trt)-GIn(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)-amugHoit  cMoJIBI
Sieber.

K 55,0 MT TTOJTYIeHHOM CMOJTBI JI00aBIISITH 1 M cMecH TFA: M-
Kpe3oi: THoaHn30.1:3TaH A THOIT: H,O: rpum3onpormncunan (80:5:5:5:2,5:2,5) u cMech nepeMenmBaiy B TCUSHUE
1,5 4. K peaknimoHHOMY pacTBOpPY A00ABIUIA AUITUIOBBINA dGUP IS MOTYICHHS TPEIUTTUTATA U MPEIUITATAT
MPOMBIBAJIM MyTEM MTOBTOPEHUS TPH pas3a JICHCTBHS IO YAAJICHHUIO CylEpHATaHTa IOCiIe HEHTPU(YTHPOBaHUS.
Ocanoxk skctparupoBain 50% BOJHBIM PacTBOPOM YKCYCHOM KHCIIOTBI M CMOJIY yJaisutd (uiibTpanueii, nociue
4ero MpoBOIWIHN npemnapatnBayo BOXKX ¢ ucnonszoBanuem kononku Daisopak SP-100-5-ODS-P (250x20 mm
I.D.) [pactBop A: 0,1% TFA-Boma, pactBop B: auneronutpun, cogepxammuii 0,1% TFA, ckopocts moroka 8
MiI/MHH, A/B: anmionpoBaHue JMHEHHOTO I'pajneHTa KOHIEeHTpanuu 66/34-56/44 (60 mun)]. ®pakuuu, conep-
JKaBIIME TPeOYEMbIi NIPOIYKT, COOMpaTH U JTHOGHIM3UPOBAIH C ToJrydeHrueM 13,7 Mr 6eoro nopoIka.

Macc-crektpometpus, (M+H)" 4431,5 (Beruncneno: 4431,3);

BpeMs amonpoBanusi BOXKX: 6,9 mun;

YCIIOBHSL JIIONPOBAHMUS:

kosonka: Merck Chromolith Performance RP-18e (100x4,6 mMm 1.D.);

AMIOCHT: Hcmoib3oBanne pactBopa A: 0,1% TFA-Boma, pactBopa B: ameronurpmi, comepxammuii 0,1%
TFA, A/B: amronpoBaHue TUHEHHOTO TpagueHTa KoHIeHTpannuu 95/5-35/65 (10 mun);

CKOpOCTh TIoTOKa: 3,0 MJI/MHH.

[Ipumep 26.

Cunre3 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-NH, (SEQ ID NO: 38).

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)-amumnyro cmomy Sieber (0,188 MakB./T, 53,2 MT), HONIYYEHHYIO COTJIACHO CIIPABOYHOMY
npuMepy 2, OTBEIINBAIM B PEaKIMOHHYIO IPOOMPKY M mojBeprany Habyxanuio ¢ nomouipto DMF. Tlocine yna-
neanss DMF ¢unbrpanmeii k cMone nocienosatensHo nobdasmsumu Fmoc-Gln(Trt)-OH (61,1 mr), 0,5 M Oxy-
mapure B DMF (200 mxi) u munzonponuikapooxuuMua (15,9 M), a 3aTeM cMech BCTpSIXHBAIU B TedeHue 1,5
4. PeakIimoHHBIN pacTBOp OT(GHILTPOBEIBAIH, a 3aTeM cMOIy 6 pa3 mpombeiBasin DMF. Tlocie moaTBepkaeHus
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HeratuBHOCTH B Tecte Kaitzepa nobasisu 20% pacteop nunepuauaa B DMF u cmech BeTpsixuBaiii B TEUCHHUE
1 mun. PacTBOop OTOHMIBTPOBBIBANIN, U 3aTeM K HEMY BHOBB poOaBisum 20% pactBop munepuauaa B DMF, u
cMech BeTpsixuBanu B TedeHue 20 MuH. PacTBop oTdhmibTpoBsiBanu U cMony 10 pa3 mpomeiBasim DMF. Dtot
IIUKJI KOHACHCAIIMH aMHHOKHCIOTH ¢ Fmoc - yrmameHus 3amuTHON Tpynnsl Fmoc moBTopsimm it mocienoBa-
tenpHOU KoHAeHcanmu Gln(Trt), Ala, Gln(Trt), Lys(Boc), Asp(OtBu), Leu, Tyr(tBu), Lys(Boc)*, Aib, Tyr(tBu),
Asp(OtBu), Ser(tBu), Thr(tBu), aMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib u Tyr(tBu) (*: peakuus B TeueHue
Houn). Cmony mpombiBamn MeOH, a 3aTem cymmiau Mpu MOHWKEHHOM JaBJICHUU ¢ ToiydeHueMm 95,4 mr 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)-GIn(Trt)-Ala-GIn(Trt)-GIn(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)-amugHoii cmoutet Sieber.

K 95,4 wmr momydennoi#t cmomnbsl noGaBmsumm 1 mim cmecu TFA:M-Kpe30i:THOAHW301:3TaHIUTHO:
H,O:rpumzonponuncunan (80:5:5:5:2,5:2,5) u cmeck nepememuBanu B tedyeHue 1,5 4. K peakunonHomy pac-
TBOPY J00aBISUTM TUITWIOBBIN A(QUp IS TOTYYCHUS MPEIUIUTATA U MPEUUIUTAT IPOMBIBAIH ITyTEM ITOBTOPE-
HUS TPU pa3a ACHCTBUS 10 yIAICHHIO CyNIepHaTaHTa rocie neHtpudyrupoBanus. Ocanok skcTparuposanmu 50%
BOJIHBIM PacTBOPOM YKCYCHO¥ KHCJIOTHI M CMOJNY YAAJsUId (PUIBTPAIMCH, TOCIE Yero MPOBOAMIH TperapaTHB-
Hyro BOXX ¢ ncrionb3oBannem kononku Daisopak SP-100-5-ODS-P (250x20 mwm 1.D.) [pacTBop A: 0,1% TFA-
BoJa, pacTBop B: aneronntpmi, conepxammii 0,1% TFA, ckopocts moroka 8 mi/muH, A/B: 61/39-51/49 smon-
poBaHMe JMHEHHOTO TpajueHTa KoHneHTpauu (60 muH)]. ®pakuuy, conepkabine TpeOyeMblil IPOIYKT, CO-
Oupany u muoGuIU3NpoBaNy ¢ moxydeHneM 20,0 Mr 6eoro moponIka.

Macc-cnekrpomerpust, (M+H)™ 4303,0 (Beraucneno: 4303,2);

BpeMs dmonpoBanust BOXKXX: 7,1 mun;

YCIIOBHS JIIONPOBAHUS:

kosonka: Merck Chromolith Performance RP-18e (100x4,6 mMm 1.D.);

AMIOCHT: Hcmoib3oBanue pactBopa A: 0,1% TFA-Boma, pactBopa B: ameronurpmi, comepxammuit 0,1%
TFA, A/B: amronpoBaHue TUHEHHOTO TpagueHTa KoHIeHTpanuu 95/5-35/65 (10 mun);

CKOpOCTh TIoTOKa: 3,0 MJI/MHH.

IIpumep ucneiTanus 1.

Onenka akTuBHOCTH aronucta B oTHomeHun GIPR yenoBeka, GLP-1R uenoBeka u rimrokarona R denmoBeka
C HCITOJIb30BAHUEM TOBBIIICHUS BHYTPUKICTOYHOW KOHIICHTpauu cAMP B kauecTBe mokaszarens

(1) KoncrpympoBanwue skcripeccupytomeit miazmus it rena GIPR genoseka.

I'en GIPR 4yenoBeka, uMeromuii Mocaea0BaTeILHOCTh, HACHTUYHYIO MOCIEA0BATEIBHOCTH O]l HOMEPOM
nocryna GenBank Ne U39231, kinonupoBanu B BekTop pMSRa-neo ¢ noixyuennem hGIPR/pMSRa-neo.

(2) KoncTpynpoBaHue KIETKH, SKCIIPECCHPYIOIIEH peropTEpHYIO IIIa3MHIY.

Pemoprepubiii TeH smonmdepasbl, UMEIONMNN BBIIICICKAIIYI0 OTBedaronylo Ha cAMP mociemoBaTens-
HOCTb, BBoAMIHN B kKieTkn CHO-K1 mist monmydenns kirerok CRE-LUC/CHO-K1.

(3) KoncrpyupoBanue pernopTepHO# IIIa3MHUIBI.

YeTsipe xonuu oTBevaronieii Ha cCAMP nocienoBaTebHOCTH U T€H YCTOMYMBOCTH K 3€0LIMHY BCTpauBau
B ocHOBHO# BekTop pGL3(R2.2) (Promega) a1 KOHCTpyupoBaHus pernopTepHoi miazmMuasl Cre-luc(Zeo).

(4) Beenenne rena GIPR genoBeka B kietky CRE-LUC/CHO-K1 u mosrydeHne SKCpeccupyromei Kirer-
KU.

IMnasmungy hGIPR/pMSRa-neo, momyuennyro cornacuo (1), BBogmmu B xietku CRE-LUC/CHO-K1, mo-
Jy4eHHBIE coryacHo (2), ¢ moiaydeHneM TpaHchopMaHToB. Jlanee B KIETOYHOW JIMHUU MHIYIIMPOBAIIN IKCIIPEC-
curo mmonudepassl, 1.e. kietkn hGIPR/CRE-LUC/CHO-K1 ot6upanu u3 noiydeHHBIX TpaHC(GOpMaHTOB 100aB-
nenuem GIP.

(5) Kouctpyuposanue sxcnpeccupyromiei miasmus 11 reaa GLP-1R genosexka.

I'en GLP-1R uyenoBeka, uMeOMUi MOCIEA0BATENLHOCTD, ACHTUUHYIO MOCIEI0BATENBHOCTH MO HOMeE-
poMm mgoctyna GenBank Ne NM 002062, knoruposaiu B BekTop pIRESneo3 ¢ momyuennem hGLP-1/pIRESneo3.

(6) Beenenne rena GLP-1R denoBeka u penopreproit miazmuapl B kietky CHO-K1 n momyduenue skcre-
peccupyiien KIeTKu.

Cre-luc(Zeo), monydennyto coriacao (3), m mnazmunay hGLP-1/pIRESneo3, monydennyto cormacHo (5),
BBomu B KieTkn CHO-K1 ¢ momydenneM tpanchopmanToB. Jlajee B KICTOUHON JTUHUN MHIYITUPOBAIH JKC-
npeccuto mordepaspl, T.e. kiaeTku hGLP-1R/CRE-luc/CHO-K1 moaBepranmu cenekmuu #3 TMOJTYYISHHBIX
tpaHcdopmanToB nobasnernnem GLP-1.

(7) KoncTpynpoBaHue 3KCIIpecCHPYIOIIEH TIa3MHIbI TSI TeHa TrokaroHa R dyenoseka.

I'en rmokaroHa R uemoBeka, mMerommuii mocnenoBaTeIbHOCTh, HACHTHYHYIO MOCIJIEIOBATENHLHOCTH MO/
HoMmepoMm goctyna GenBank Ne NM 000160, xmonupoBamu B Bektop pMSRo-neo mns momydenus hGluca-
gonR/pMSRa-neo.

(8) Beenenue rena rirokaroHa R uenoBeka B kinetkn CRE-LUC/CHO-K1 n nomyueHue skcrpeccupyto-
e KJIEeTKH.

[Mnasmuay hGlucagonR/pMSRo-neo, monydennyro coriacuo (7), BBommwmn B kietkn CRE-LUC/CHO-K1,
MOJy4eHHBIE corylacHo (2), ¢ monydeHueM TpaHcdopmaHToB. Jlanee B KIETOYHOW JMHUM MHAYIHUPOBAIH JKC-
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npeccuro Jrormdepassl, T.e. kietkn hGlucagonR/CRE-LUC/CHO-K1 monsepraiu ceneknuy u3 MOTYYCHHBIX
TpaHC(HOPMAHTOB TOOABJICHUECM TIIFOKATOHA.

(9) PenopTepHsIii aHamu3.

Knerku hGIPR/CRE-LUC/CHO-K | MHOKyIHpOBaIH MpH IUIOTHOCTH KIETOK 25 Mii/TyHka (5x10% xie-
TOK/TyHKa) B 384-myHouHbIN Oenbiii mianmet (Corning) U KyJbTHBAPOBAIN B TeueHUe HOUM B cpene Ham F12,
conepxasiieil 10% 3MOpHOHATBHYIO TESUbI0 CHIBOPOTKY, 100 E/Mi nernmmmnmaa 1 100 MKT/MII CTpENTOMHE-
nmHa B uHKybaTope ¢ CO, npu 37°C. Cpeny, coaep aBIIylo HCCISIyeMOe COeTMHEHNE, TO0OABIISITH K KJIETKaM B
KOHIICHTPAIlMK 5 MKJI/TyHKa W TOJyYeHHBIE KJIETKH MHKyOHpoBaiu B TedeHune 4 4 B mHkyoOartope ¢ CO, mpu
37°C no noctmxenus koHedHou koHTeHTparuu 1 MkM. K aum mobasnsumm PicaGene LT7.5 (Toyo Ink Co., Ltd.)
B KOHIIeHTpanuu 30 MKII/JTYHKa ¥ CMECh BCTPSIXMBAJM B 3aIIUIICHHBIX OT cBeTa ycioBusax. Yepes 30 MuH u3me-
PSUTM AaKTUBHOCTH JIFOIU(Epasbl ¢ UCIOIh30BAHUEM YCTPOWCTBA I CUMTHIBaHUS IUiaHmeToB Envision (Perki-
nElmer). AktuBHOCTS monudepassl B npucyrctBuu 10 HM GIP onpenensumn xak 100%, 1 akTuBHOCTH Jmoride-
passl pu nobasieHur DMSO BMECTO HUCCIEAyeMOro COeTUHEeHUs onpeaeisii kak 0%. AKTHBHOCT arOHHCTA
GIPR BBIUUCIANN 110 NOBHILIEHUIO BHYTPUKIETOYHON KoHIeHTpaun cCAMP B kauecTBe mokasarens. Pesynbra-
THI MIPEJICTABJICHEI B TA0M. 2.

AxtuBHOCTS aroHucta GLP-1R ananm3upoBany aHAJIOTHYHO TOMY, KaK OMHCAHO BBINIE, C UCIOJb30BaHU-
eM k1etok hGLP-1R/CRE-luc/CHO-K1. AktuBHOCTS monudepasbl B mpucytctBuu 10 HM GLP-1 onpenensimn
kak 100%, u akTHBHOCTH Jrondepassl B pesyiprate podasiaenns DMSO BMmecTo HccieqyeMoro COeIuHEHUS
onpenemsn kKak 0%. AxTtuBHOCTH aroHHcTa GLP-1R BRMHCISANN MO MOBHIIIEHUIO BHYTPHUKIETOYHOW KOHIICH-
Tparu cAMP B kauecTBe noka3atelist. Pe3ynbTarhl mpeacTaBieHbl B Ta0I. 2.

AKTHBHOCTB aroHMCTa TIIIOKaroHa R aHaTM3MpoBaM aHATOTUYHO TOMY, KaK OMFCAHO BHIIIE, C UCIIOJIB30-
BanneM kieTok hGlucagonR/CRE-LUC/CHO-K1. AxktuBHocTh mouudepassl B npucyrctsun 10 HM GLP-1
ompeznensimi kak 100%, ¥ akTUBHOCTH Jonudepassl B pe3yibrare godasineHns DMSO BMmecTo uccienyemMoro
coenuHeHus omnpenesuim kak 0%. AxtuBHocTh aroHucta GLP-1R BBIYHCHANN 110 MOBBIMICHUIO BHYTPUKIIETOY-
HOW KoHIeHTparmu cCAMP B kadecTBe mokasatens. Pe3yabpTaThl IpeCcTaBICHbI B Ta0M. 2.

Kak nokaszano B Ta0i. 2, coeMHEHNE 0 HACTOSIIEMY H300pETEHHIO 00JIalaeT YIydIIeHHbIM AeHCTBUEM
aktuBanu peuentopoB GLP-1 u penentopoB GIP. Kpome Toro, coequHeHHe 10 HACTOSIIEMY H300pETEHHIO
o0amaeT HI3KUM JICHCTBHEM aKTHBAILIMH PEIETITOpa IIIIOKaroOHa.

Tab6muma 2
AXTUBHOCTE aroHmucTa (ECso)
IIpumep
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 1,6E-11 >1,0E-06
7 6,9E-12 8,8E-12 >1,0E-06
3 8,0E-12 1,4E-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
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

IIpumep ucneiTanus 2.

VcnibiTanne HENpephIBHOTO MOIKOKHOTO BBEACHHS B TEUEHHE 2 CYTOK.

AKTUBHOCTb TIOJAaBJICHUSI MHIIEBOH aKTHBHOCTH MCCIICIYEMBIM COEIMHEHHUEM HCCIICAOBAIIM CIIOCOOOM,
OIHMCaHHBIM HUXKE.

HUccrnenyemoe coequnenue pactBopsita B pactBoputene (50% DMSO), 9To0b1 MponCcXoAniIo 3aMeIIICHHOE
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BBICBOOOXIeHUE B 7103¢ 10 HMOJIB/KI/CyTKH U pacTBOpoM 3anonssin Hacoc Alzet Pump (DURECT Corporation,
mozenb: 1003D). Hacoc, 3anonHeHHBINH TakuM 00pa3oM pacTBOPOM ISl BBEJCHHUS, IOTPYXaJIU B (PU3NOJIOTHYE-
CKHUI pacTBOp [UI aKTHBAIWH, a 3aTeM HCIONIb30Bany. Hacoc BBogumm ciemyromum criocobom. Kaxnoro camiia
Mmermeir C57BL/6J B Bo3pacte 8-9 Hemens (20-26°C, MO3BOJISIIN MPUHAMATE MUY W BOIY 0€3 OrpaHHYEHUH;
UK 12 9 Ha cBeTy - 12 9 B TeMHOTE) MOJBEPTall aHECTE3HMH, NX KOXY BEPXHEHW YacTH CIMHBI HaApE3alu U
YIIOMSHYTBHIH BBIIIE HACOC TOMEIAIN MOAKOXKHO; pa3pe3 3amuBaiy. [locne B3BeNIMBaHNUS 3Ty MbIIIb BO3BPAIla-
J¥ B KJIETKY TS COJEep KaHuA (COAeprKall OTACIbHO) U JaBaln MpEeABapUTEIbHO B3BELICHHBIN KOPM; H3MEPSITH
ynoTpebiieHre KopMa 4depe3 2 CyTOK Iociie Hadajla BBEACHHS. YTIOTPeOIeHHE KOPMa BBIUUCILUIN ITyTEM BBIYH-
TaHMs KOJIMYECTBA OCTABLIETOCS KOPMa U3 Macchl BEIIAHHOTO KOpMa B JIeHb Havaja BBeJeHus. Korna ynorpeo-
JICHUE KOpMa B KOHTPOJIBHOU TPYIIIE, B KOTOPOH IMPOBOJMIM BBEICHHE TOJIBKO PACTBOPUTEINS, CYUTAIN YPOBHEM
noxasieHust 0%, akTUBHOCTH ITOJIABJICHHS MHIIEBOH aKTUBHOCTH Ka)KIOTO HCCIELYEMOTO0 COCIUHEHHS OLCHHU-
BaJIM, MCXO/ISl U3 COBOKYITHOTO YIOTpeOJICHNsI KOpMa Toclie Havyajla BBEJICHUS B T€UYEHHE 2 CYTOK. YPOBEHb HO-
JaBJeHUs ynoTpeoneHns: kopma (%) At UCCIEAYEeMOro COeIMHEHHs ONPEIeIsUIN Kak (yrnoTpebieHue Kopma B
KOHTPOJILHOM TpyMIme - yrnoTpebieHne KopMa B TpyIIE BBEACHHS HCCIEIYEMOTo COeIUHEHHs)/Y moTpebaeHue
KOpMa B KOHTpoJIbHOU rpymne x100.

Kak nokazaHo B TalOJ. 3, coemuHEHHUE 10 HACTOSIIEMY U300pETEHUIO O0IaIaeT YIYUIICHHBIM TEHCTBUEM
MOABJICHUS yIOTPEOICHUS KOpMa.

Tab6muma 3
IIpuMep llonaBJyieHMe yHoOTpeOJeHMA KopMa (%)
1 42,68
2 64,80
3 46,49
4 57,01
5 60,99
6 65,20
8 48,34
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

[Tpumep ncnbiTanus 3.

HcnpiTanrue HEMPEPBHIBHOTO MOJKOXKHOTO BBEIEHUS B TeUeHUe 2 Henenb y Mmbltiei DIO.

AKTHUBHOCTB HCCIICTyEMOT'0 COEIMHEHHS TIPOTHB O’KUPEHUS HCCIIEIOBAIM CIIOCOOOM, OTIMCaHHBIM HUXKE.

Mplei ¢ MHAYIUPOBAaHHBIM pannoHoM oxxuperneM (DIO) monmydann myTeM KOPMIICHHS! CaMIIOB MBIIICH
C57BL/6] paumonoM ¢ BeICOKHM conepxkanueM xupoB (D12451: Research Diets, Inc.). Mccnenyemoe coemune-
HHe pacTBopsut B pactBoputeine (50% DMSO), uToObl IpoucXoauiIo 3aMeJICHHOE BHICBOOOXKIECHUE B j103€ |
HMOJIB/KT/CYTKH ¥ pacTBopoM 3amoyiHsiii Hacoc Alzet Pump (DURECT Corporation, mogens: 1002). Hacoc,
3aI0JIHEHHBIN TaKUM 00pa3oM pacTBOPOM ISl BBEACHUS, TIOTPYKaM B (PU3MOIOTHIECKAN pacTBOp IJIs aKTHBa-
MY, a 3aTeM HCIoib30BaM. Hacoc BBommm cinemyronmm criocobom. Kaxmoro camia meimieit DIO-C57BL/6J B
Bo3pacte 35-37 "enenb (20-26°C, O3BOJISIN MPUHAMATE TTUITY U BOAY 03 orpaHWdYeHUH; UK 12 9 Ha CBETY -
12 4 B TeMHOTE) MOABEPTai aHECTE3UH; X KOKY BEpXHEH YacTH CHMHBI HAAPE3aId U YIOMSHYTHIA BHIIIE Ha-
COC TTOMEMIANN TOAKOXKHO; pa3pe3 3amuBani. [lociie B3BEIIMBAHNS Ty MBIIIH BO3BPAIIaN B KICTKY IJIS CO-
JepxkaHus (COAEPKAIH OTICIBHO) U TaBaIA MPEABAPUTEIHHO B3BEHICHHBIH KOPM; MAcCy Tella M3MEPsUId Kax-
nele 1-3 cyTok mocie Havasia BBEACHUS. AKTHBHOCTB KaXKIOTO UCCICIyEeMOTO COSAWHCHHS MPOTHB OXHPCHHS
OIICHUBAJIM, UCXOJs M3 YPOBHS CHIDKCHHUS MAcCCHI Teja 4depe3 2 HEJCNH IOCIC Hadaia BBEICHUS, IIPUYEM CKO-
POCTh CHMKCHHUS MAcChl TeJia B KOHTPOJILHOW TPYIIIE, B KOTOPOI MPOBOIWIN BBEACHUE TOIBKO PACTBOPUTEIIS,
npuHuManu 3a 0%.

Kak nokazaHo B Ta0iu. 4, coeqUHEHHE 10 HACTOSILIEMY M300pPETCHHIO 00JIalaeT MPEBOCXOIHON aKTHBHO-
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CTBIO IPOTUB OKUPCHUS.

Tabiuma 4
TIpumep VI3MeHeHMe MaccCH Tesa
2 -16,3
24 11,1
25 -11,2
26 ~16,2

IIpumep ucnsiTanus 4.

HcnbiTanne pacTBOPHUMOCTH.

PacTBOpHMOCTE HCCIIElyeMOro COeTMHEHHS OLICHUBAIIN CIOCOOOM, OITMCaHHBIM HHKE.

[TpoBoanM TOYHOE U3MEPEHHE ISl HCCIIEAYEMOTO COSAMHEHHSI Maccoi Mpuban3uTensHo 2 Mr. PactBopu-
tenmu (10 mxi, 20 M1 wim 40 Mxin) ¢ paznuaasiME 3HaueHussMu pH (Oygep Britton-Robinson (pH 3, 5, 7, 9))
JI0OABIISUTH K KOKJIOMY HUCCIIeTyeMOMY COeMHEeHUIO MPpH 25°C U pacTBOPUMOCTH MCCIIEI0BAIN BU3YAIBHO.

Kak noxa3ano B Tabi. 5, Bce uccieqyeMble COEIUHEHHS TPOJEMOHCTPHPOBAIN BBICOKYIO PaCTBOPUMOCTD
MIpHU Ka)K0M 3HaueHuu pH.

Tabmuma 5
PacCTBOPMMOCTL (MI'/MIT)
IlprMep

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

ITpumep cocrapnenus 1
(1) CoemuHeHue mnpuMepa 1 10,0 Mr
(2) JlakTo3a 70,0 mMr
(3) KyKypy3HHN KpaxMai 50,0 Mr
(4) PacTBOPUMEIZ KpaxMall 7,0 Mmr
(5) CreapaT MarHMA 3,0 mr

Coenunenne npumepa 1 (10,0 mMr) u creapar maraus (3,0 MI') rpaHy/IMpYIOT BOZHBIM PacTBOPOM PacTBO-
pumoro kpaxmaina (0,07 mur) (7,0 Mr pacTBOpEMOro Kpaxmala), CyllaT U CMEIIMBAroT ¢ Jiakto3oi (70,0 Mr) u
KyKypy3HbIM KpaxmaioMm (50,0 mr). Cmech IpeccyloT ¢ OoJTy4YeHneM TaOJIeTKH.

IIpumep cocraBnenus 2

(1) CoemuHenue npmmepa 1 5,0 Mo
(2) Xyopun HaTpua 20,0 Mo
(3) IucTwinMpoBaHHas BoIa oo ofmero KoJMuecTBa 2 MII

Coenunenne npumepa 1 (5,0 mr) u xmopua Hatpus (20,0 MT) pacTBOPSIIOT B TUCTHILTUPOBAHHOW BOJIE U
BOAY M00aBIIOT 10 001ero konmdecTBa 2,0 Mil. PacTBop GMIBTPYIOT M UM 3aMONHSIOT aMITylly 00BeMOM 2 MIT
B ACENTHYECKHUX YCIOBHAX. AMITyJy CTCPIIIM3YIOT W MPOYHO 3aKPHIBAIOT C MOJIYYCHHUEM PAacTBOpA U WHBEK-
LIUH.

IIpoMbIILIeHHASI TIPHMEHAMOCTH

CoelMHEHHE 10 HACTOSIIEMY H300PETCHUIO 00J1a1acT MPEBOCXOTHONH aKTUBHOCTHIO KOArOHKUCTAa PELEHTO-
pa GLP-1/penentopa GIP u siBiseTcs NpUroAHBIM B Ka4eCTBE JICKAPCTBEHHOTO CPEICTBA ISl MPOGUIAKTHKA
WY JICUEHUS Pa3IMYHBIX 3a00JIeBaHuii, accOMMpOoBaHHBIX ¢ peuentopoM GLP-1/penentopom GIP, Hanpumep,
OXKUPCHUSL.

Bce myOnukanuy, maTeHTH M MATEHTHBIC 3asBKH, IIUTHPOBAHHBIC B HACTOSIIEM OIMCAHWM, BKIIOUCHBI B
HACTOSIIee OMICaHUE B KAYECTBE CCHUIOK B ITIOJIHOM 00BEMe.

CBOOOIHBIN TEKCT CITUCKA MTOCIIEI0BATEIHHOCTEH.

SEQ ID NO: 1: uckyccTBeHHas TIOCISNOBATENBHOCTH (CHHTeTHUeCKHid tenTua (hopmymna (I)));

SEQ ID NO: 2: ucKkyccTBeHHAs MOCIeN0BaTEIbHOCTD (cMHTeTHYecKri nentun (C-KoHIeBas MmocieioBa-
TEJIHHOCTH));

SEQ ID NO: 3: uckyccTBeHHas MOCICIOBATEIBHOCTh (CHHTeTHUeCKUi nentua (C-KoHIeBas MOCie0Ba-
TEJIbHOCTH));

SEQ ID NO: 4: uckyccTBeHHas MOCICIOBATEIBHOCTh (CHHTeTHUeCKUi nentua (C-KOoHIeBas MOCie0Ba-
TEJIbHOCTB));

SEQ ID NO: 5: uckyccTBeHHas MOCIECIOBATEIBHOCTh (CHHTeTHUeCKUi nentua (C-KoHIeBas MOCie0Ba-
TEJIbHOCTH));

SEQ ID NO: 6: uCKycCTBEHHAs TOCIIEN0BATEILHOCTD (cMHTeTHYecKui nentun (C-KoHIeBas MocieioBa-
TEJIHHOCTH));

SEQ ID NO: 7: uCKycCTBEHHAs TOCIIEN0BaTEILHOCTh (cMHTeTHYecKui nentun (C-KoHIeBas MociieioBa-
TEJIHHOCTH));

SEQ ID NO: 8: ucKycCcTBeHHAs MMOCIeN0BaTeIbHOCTh (cMHTeTHYecKui nentun (C-KoHIeBas Mociie/ioBa-
TEJIbHOCTH));
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SEQ ID NO: 9:
TEJIbHOCTH));
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HNCKYCCTBCHHAA IOCIICA0BATCILHOCTD (CI/IHTCTH‘I@CKI/Iﬁ HICIITHA (C-KOHHeBaH nocJjcaoBa-

HCKYCCTBEHHAS IMOCIIEIOBATENLHOCTD (CHHTETHUSCKUN TIENTH (CIIPaBOYHBIN mpumep 1));
HCKYCCTBEHHAS IMOCIIEIOBATEILHOCTD (CHHTETHUECKUN TIENTHT (CIIPABOYHBIN puMep 2));
HCKYCCTBEHHAS IMOCIIEIOBATEILHOCTD (CHHTETHUSCKUN TIENTH (CIIPaBOYHBIN mpumep 3));
HCKYCCTBEHHAS ITOCIIEIOBATELHOCTD (CHHTETHUECKUN ienTu I (pumep 1));
HCKYCCTBEHHAS ITOCIIEIOBATELHOCTD (CHHTETHUSCKUN TIenTH T (TIpumep 2));
HCKYCCTBEHHAS ITOCIIEIOBATEILHOCTD (CHHTETHUSCKUN TIenTH I (Tipumep 3));
MCKYCCTBEHHAS [TOCIIEA0BATEILHOCTD (CHHTETHYECKUH renTux (mpumep 4));
MCKYCCTBEHHAS [TOCIIEA0BATEIFHOCTD (CHHTETHYECKUH nenTun (mpumep 5));
MCKYCCTBEHHA [TOCIIEA0BATEILHOCTD (CHHTETHYECKUH renTux (mpumep 6));
MCKYCCTBEHHAS [TOCIIEA0BATEILHOCTD (CHHTETHYECKUH nenTux (mpumep 7));
MCKYCCTBEHHAs [TOCIIEA0BATEILHOCTD (CHHTEeTHYEeCKU nentux (mpumep 8));
MCKYCCTBEHHAs [TOCIIEA0BATEIFHOCTD (CHHTETHYEeCKU nentun (mpumep 9));
WCKYCCTBEHHAS IMOCIIEIOBATEILHOCTD (CHHTeTHYeCKUH nienTu (mpumep 10));
HCKYCCTBEHHAS IOCIIEIOBATEILHOCTD (CHHTeTHYECKUN nienTu (mpumep 11));
WCKYCCTBEHHAS MOCIIEIOBATEILHOCTD (CHHTETHUECKUAN TienTu I (mpumep 12));
HCKYCCTBEHHAS MOCIIEIOBATEILHOCTD (CHHTeTHUECKUN nienTu (mpumep 13));
HCKYCCTBEHHAS IOCIIEIOBATEILHOCTD (CHHTETHUECKUAN TienTu I (mpumep 14));
HCKYCCTBEHHAS IMOCIIEIOBATEILHOCTD (CHHTETHUECKUN nienTu I (mpumep 15));
HCKYCCTBEHHAS TIOCIIEOBATEIIFHOCT (CHHTETUUCCKUH menTun (mpumep 16));
HCKYCCTBEHHAS TIOCIIEOBATEIIFHOCT (CHHTETUUCCKUH menTun (pumep 17));
HCKYCCTBEHHAS TIOCIIEOBATEIILHOCTh (CHHTETHUCCKUH menTun (mpumep 18));
HCKYCCTBEHHAS TIOCIICOBATEIILHOCT (CHHTETHUCCKUH menTun (pumep 19));
HCKYCCTBEHHAS TIOCIIEOBATEILHOCTE (CHHTEeTHUCCKUH menTun (mpumep 20));
HCKYCCTBEHHAS IMOCIIEIOBATEILHOCTD (CHHTETHUECKUAN TienTu I (mpumep 21));
HCKYCCTBEHHAS IMOCIIEIOBATEILHOCTD (CHHTETHUSCKUAN TIenTH I (ipumep 22));
HCKYCCTBEHHAS IMOCIIEIOBATEILHOCTD (CHHTETHUECKUAN TienTu I (ipumep 23));
HCKYCCTBEHHAS IMOCIIEIOBATEILHOCTD (CHHTETHUSCKUAN TIenTH L (ipumep 24));
HCKYCCTBEHHAS IOCIIEIOBATEILHOCTD (CHHTETHUECKUAN TIenTH I (ipumep 25));
HCKYCCTBEHHAS IMOCIIEIOBATELHOCTD (CHHTETHUECKUN TIenTH T (Tipumep 26)).

OOPMVIIA U30BPETEHUA

1. Ilentug uim ero (bapMaLIeBTI/I‘IeCKI/I npuemiieMas CoJb, BLI6paHHLII71 us3
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,,

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;, u

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-NH,.
2. JlexapcTBEHHOE CPEACTBO IS MPOQPIIAKTHKY WK JICUCHUS OXKHUPCHUS WITH TuadeTa y MICKOMUTAFOIIIe-
T0, CofiepIKaIiee MEeNTH/I WIX ero (papMareBTHUCCKU MPUEMIICMYIO COJb o 11.1.

3. Cioco6 mpoUIaKTUKY WK JICUCHUS] OKUPEHUS WK TuadeTa Y MICKOIUTAIOIIETO, BKIFOUAONIHNA BBE-
JeHne 3QPEKTHBHOTO KOIMYESCTBA TETITHIA WK eTo (hapMaleBTHYSCKHU MPUEMIIEMO# COH 1o 1. 1.

4. Crioco6 axrtuBaruu perieniropa GLP-1 u peneniropa GIP y MiekonuTaromero, BKIOYAIONINA BBEICHUE
3¢ GeKTHBHOTO KOTMYECTBA MENTHIA WIH €r0 (hapMarleBTHIECKH MTPUEMIIEMOM COJIH T10 1. 1.

5. llpumenenne nenTuaa WK ero GapMareBTHIECKA MPUEMIIEMOW COJIM 1O T.1 IS TOTydeHus JIeKapCT-
BEHHOTO CPEICTBA JIJIS MPOQPMIIAKTHKY U JICUCHUS OXKUPEHUS WK AruadeTa y MICKOTTUTAOIIETO.
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6. HpI/IMeHeHI/Ie nenrujga ujin €ro (l)apMaIIeBTI/I‘leCKI/I HpHeMJ’ICMOﬁ coay mo 1.1 JUJIA HpO(lJI/IJ'IaKTI/IKI/I nimn
JICUCHUSA OKUPCHUSA U zu/Ia6eTa Y MJICKOTIUTAIOLICTO.

@ EBpa3suiickasi naTeHTHas opraHusauusi, EAMB
Poccus, 109012, MockBa, Manblit Yepkacckuii nep., 2
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