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(57) M3o0pereHne OTHOCHTCS K MOJNHICTITHAAM, KOBAJICHTHO CBA3aHHBIM C MOJICKYJISIPHBIMH KapKacaMH, TaK
YTO MEXIY TOYKAMHU NPHUKPEIICHUs] K KapKacy pacloOKEHbI JBE MM Oojiee MENTHIHBIE NMETIH. B
YaCTHOCTH, B U300PETEHUN OIMCAHBI MENTH/IBI, CIIOCOOHBIE C BHICOKOH aQpUHHOCTBIO CBSI3BIBATHCS C
MeMOpanHoW MetaiuonpoTeasoit tuna 1 (MT1-MMP). B uzo0perenunn Takke onmcaHbl JeKapCTBEHHbIE
KOHBIOTAThI, COAEPIKAIINE YKa3aHHBIC IENTHIbI, KOHBIOTHPOBAHHBIE C ONHON uiH Ooinee 3 deKkTopHbIMU
n/niy GyHKIMOHAILHBIMU TPYTIIIaMU, KOTOPBIE MOXKHO HCIIONB30BaTh I BU3YJIN3AIUU 1 HAIIPABJICHHOM
Tepanuy pakxa.
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O0J1acTh TEXHHKH, K KOTOPOi OTHOCHTCS M300peTeHHe

Hacrosimee n300peTeHre OTHOCHUTCS K MOJUIIEITHAAM, KOBAJICHTHO CBSI3aHHBIM C MOJICKYJIIPHBIMU KapKa-
CaMH, TaK YTO MEXIy TOYKaMH NMPHUKPEIUICHUS K KapKacy pacloJIOKeHBI JABe WK 0ojee MenTHIHbIe MeTid. B
YaCTHOCTH, B M300PETEHNH OTIHUCAHBI MENTHIBI, CTIOCOOHBIE C BRICOKOW a(pUHHOCTHIO CBSA3BIBATHCS ¢ MEMOpaH-
HOW MetasutonpoTeasoir tuna 1 (MT1-MMP). B u3o0pereHnn Takke OMMCAHBI JICKAPCTBEHHBIE KOHBIOTATHI,
coJiepKalie yKa3aHHbIC MENTHIbI, KOHBIOTHPOBAHHBIE ¢ OJHOW MK Oosee dPPeKkTopHBIME W/ PYHKITHO-
HAJILHBIMU TPYIIIAMH, KOTOPBIE MOXKHO HCIIONB30BATh ISl BU3yaH3allii M HAIPaBICHHOW TepaIiy paka.

YpoBeHb TeXHUKH H300peTeHHs

[{uxiimueckue MenTHAbl CIIOCOOHBI CBSI3BIBATHCS ¢ OEJIKaMHU-MHIIEHSIMH C BBICOKOH aQ)pMHHOCTBIO M CIie-
U(UIHOCTBIO, U CIIEAOBATENBHO, IPEICTABISIIOT COOOH MEPCIIEKTUBHBIN KIacC MOJIEKYJ ISl pa3paboTKH Tepa-
MEBTUYECKHUX CPeNCTB. DaKTHUECKH HECKOIBKO IIMKIMYECKHX MENTHAOB YK€ YCIENIHO UCTIOIb3YIOTCS B KIMHHU-
Ke, HallpuMep, ITPOTHBOOAKTEPHUANIBHBIA MENTHA BAHKOMHUIIMH, IMMYHOAEIPECCAaHT IUKIOCIIOPHH WIIM IPOTHUBO-
paxoBeIii ipenapat oktpeotun (Driggers et al. (2008), Nat Rev Drug Discov 7 (7), 608-24). Xopoume cBs3bI-
BalOIMe CBOIMCTBA 00YCIaBIMBAIOTCS OTHOCHTEIBHO OOJIBIIOI MOBEPXHOCTHIO B3aUMOJACHCTBUS MEXKIY MENTH-
JIOM ¥ MUIICHBIO, a TAKKe TTOHIKEHHOW KOH(POPMAITMOHHON THOKOCTHIO UKINIECKUX CTPYKTYp. OOBITHO MaK-
POLIKIIBI CBSI3BIBAIOTCS C MIOBEPXHOCTSAMH IUIOIIAABI0O B HECKOJIBKO COTCH KBaJIpaTHBIX aHTCTPEM, Kak, HalpH-
mep, arraronrcr CVX15 mukmmgeckoro mermruga CXCR4 (400 A%, Wu et al. (2007), Science 330, 1066-71),
nMKIHUeckuit nentua ¢ MotuBoM Arg-Gly-Asp, cs3piBaromtmiics ¢ maTerpuHoM olVb3 (355 A%) (Xiong et al. (
2002), Science 296 (5565), 151-5), wnu OUKINIECKUHN MENTUAHBIA HHTHOUTOP yITawH-1, CBS3BIBAIOIINNCS C aK-
THBATOPOM ILIa3MHHOTeHa ypoKiHasHoro Tima (603 A% Zhao et al. (2007), J Struct Biol 160 (1), 1-10).

Bcnenctere mukimaeckoi KOHGUTYpanny MEeNTHAHBIE MaKPOIMKIIBI MEHee THOKH, YeM JINHEHHbIE TeTTH-
JIbI, YTO OOYCJIaBJIMBAET YMEHBIIEHHE [TOTEPH SHTPOITUH IIPH CBA3BIBAHUN C MHUILICHSIMH U OoJiee BBICOKOE CPO/I-
CTBO CBs3bIBaHMA. [IOHMKEHHAss THOKOCTBH TaK)kKe NMPHUBOJIUT K (HUKCAIMU CHeNM(UYHBIX JUII MHUIIEHH KOHDOp-
Manui, MOBBIIIAs CHEUU(PUIHOCTh CBSI3BIBAHUS 10 CPAaBHEHHMIO C JHMHEHHBIMH rentuaamu. J{aHHbBIA d¢pQext
MOXHO MPOMJUTIOCTPHPOBATH Ha MPHMEPE MOIIHOTO ¥ CEIEKTUBHOTO HHTMONUTOpa MaTpUKCHON METayuIoNpoTEu-
Ha3bl 8 (MMP-8), KoTOpBIi TepseT H30MpaTeNFHOCTD 10 CpaBHEHHUIO ¢ ApyruMu MMP nocie packpbITus 1UKIIa
(Cherney et al. (1998), J Med Chem 41 (11), 1749-51). bnaronpusTHbIC CBS3BIBAIOIINE CBOWCTBA, TOCTUTAEMBIC
3a CUeT MaKpOIMKIIN3AINH, e1le 0oiiee BRIPaXCHBI y TONUIINKINIECKIX MIENTHO0B, COIEpKaInuX Oojiee 0THOTO
MENTHIHOTO KOJIbIIa, TAKUX KaK, HAIIpUMeEP, BAHKOMUIIMH, HU3UH U aKTHHOMUITIH.

PasHbIe nccaenoBaTeIbCcKue TPYIIIBI paHee MPHUCOSIMHSIIN MOJIHUIICIITHIBI, COAEPIKAINe OCTATKH IFICTEH-
Ha, K CHHTETHYECKOHW MoJieKysipHoi cTpykType (Kemp and McNamara (1985), J. Org. Chem; Timmerman et al.
(2005), ChemBioChem). Meloen u coaBTOPBI HCIIONIB30BATHA TPUC(OPOMMETHIT)OSH30JI 1 POJICTBEHHBIE MOJICKY-
JB1 17151 OBICTPOI M KONMMYECTBEHHOH IMKIN3AI[MH MHOKECTBA MENTHIHBIX METeh Ha CHHTETHYECKUX KapKacax C
LETBbI0 CTPYKTYpHOI nMuTamu OenkoBbix noBepxHocted (Timmerman et al. (2005), ChemBioChem). Crioco0s1
MOJTYYCHHS JIEKAPCTBEHHBIX COCAMHEHUI-KaHINAATOB, B KOTOPHIX yKa3aHHbIE COCAMHEHHS MOIy4aroT ITyTeM
NPUCOETUHEHHS IIUCTEHHCOAEPKAIMX MOJIMIIENITHAOB K MOJEKYJISIPHOMY KapKacy, TakOMy Kak, Harpumep,
Tpuc(OpommeTrn)oeH301, omucanel B WO 2004/077062 1 WO 2006/078161. [Ipyrue moaxoAsiiue MpUMEpBI
MOJIEKYJISIPHBIX KapKacoB BKIIIOYAIOT HeapOMaTHYeCKUe KapKachl, onrcaHHuble B Heinis et al (2014) Angewandte
Chemie, International Edition 53(6) 1602-1606.

KomOnHaTopHBIE TIOOXOIBI C MCIOIB30BAHUEM (PATOBBIX AWCIUICEB pa3pabOTaHBI AJIs MOyYCHHUS U CKpH-
HHUHTa 00JBIINX OMOTMOTEK OMIIMKIMYECKUX MENTHAOB C IETBI0 BEISBICHUS MPEICTABISMIONINX HHTEPEC MHUIIIC-
He#t (Heinis et al. (2009), Nat Chem Biol 5 (7), 502-7 1 WO 2009/098450). Bxpariie, KoMOMHATOpHBIE OHOIHO-
TEKH JTUHEWHBIX MENTHIOB, COACPIKAIMX TPHU OCTaTKa IMCTEMHA M [[BA YJacTKa M3 IIECTH MIPOU3BOJIEHBIX aMU-
HOKHUCIOT (Cys-(Xaa)s-Cys-(Xaa)s-Cys), MpencTaBisioT Ha ¢are W MoABEPraroT IUKIH3AINH ITyTeM KOBAJICHT-
HOTO CBSI3BIBaHMS OOKOBBIX LIEIEH IIMCTENHA C HU3KOMOJIEKYIIIPHBIM KapKacoM.

CymHocTh n300pereHns

CornacHO NepBOMY acCHEKTy M300peTeHHE OTHOCHUTCS K MENTHIHOMY JHranny, cneuuduanomy x MT1-
MMP, copepxamieMy HONMMNENTH, COAEPIKAIINI M0 MEHBIIEH Mepe TPH OCTaTKa LUCTEHHA, Pa3/eJICHHBIX 110
MEHBIIIE Mepe IByMs NeTIIe00pa3HBIMH MTOCIIEI0BATEIEHOCTSIMHU, U MOJIEKYJISIPHBIA KapKac, KOTOPBI oOpasyeT
KOBAJICHTHBIE CBSI3M C OCTaTKaMM LIMCTEHHA MOJUIENTHIA C TI0Jy4eHHEM 10 MEHbIIeH Mepe ABYX HOJIUIETITHI-
HBIX TIETENb Ha MOJIEKYJIIPHOM Kapkace, TJIe YKa3aHHBIH MOJIEKYJISIPHBIA Kapkac mpeacTasisier codoi 1,1',1"-
(1,3,5-tpnaszunan-1,3,5-tpunn)rpunpon-2-eu-1-on (TATA).

B cooTBeTcTBHU C APYTHM acmeKTOM H300peTEeHHE OTHOCHTCS K JICKApCTBEHHOMY KOHBIOTATy, COAepIKa-
[IeMy OIMCAHHBIA 3/1€Ch MENTHIHBIN JHUTaH[, KOHBIOTHPOBAHHBIA ¢ OXHOHM min Oornee 3dekTopHBIMU W/MIH
(HhyHKIMOHATIHLHBIMH TPYTIIaMH.

B cooTBeTcTBUM CO CIEAYIOIUM acleKTOM H300peTeHHe OTHOCHTCS K (papMarieBTUUECKONH KOMIO3HUIINH,
CoJIeprKalllel ONMCAaHHBIN 31eCh MENTHAHBIA JIMTaHA WIN JEKapCTBEHHBIH KOHBIOTaT, B KOMOMHAIMU C OJHUM
wi 6osee papMarieBTHUECKH IPUEMIIEMBIMH AKCIUITHEHTAMH.

B cooTBeTcTBHM C IpYrUM aceKTOM M300peTeHNE OTHOCHUTCS K ONMHCAHHOMY 31€Ch HETTHIHOMY JINTaHIy
WY JIEKapCTBEHHOMY KOHBIOTATy IJIsl MPOQUIAKTUKH, MOJABICHUS WJIM JICYEHHs 3a00JIeBaHNs MM PacCTpOi-
CTBa, onocpenoBanHoro MT1-MMP.
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Kpartkoe onucanne yepre:xei

Ha uepreske M3MeHeHHE MacChl Tella M perucTpaius oobeMa ommyxoiu nocie BeeaeHust BT17BDCS8 cam-
KaM rosibix Mbinedr BALB/c, necymum kcenoTpancruiantatr HT1080. DkcnepuMeHTanbHbIE TOYKH COOTBETCT-
BYIOT CpefiHeil Macce Tena B rpymme. [Imanku morpenrHocTel 0003Ha4al0T CTAaHAAPTHYIO OMIMOKY ISl CPEAHETO
3HaueHus (SEM).

IMoapo6Hoe onucanne N300peTeHnst

B omHOM BapuaHTe OCYIIECTBIEHUS YKa3aHHBIC METIe00pa3HbIe MOCIe0BaTeILHOCTH coIepxar 2, 3, 5, 6,
7 i 9 aMUHOKHCIOT. B Ipyrom BapmanTe OCyIIECTBICHHS yKa3aHHBIC METICOOpa3HBIC MMOCICIOBATEIBHOCTH
cozepkar 3 Win 7 aMUHOKHCIIOT.

B npyrom BapmaHTe OCyIIECTBIECHHS yKa3aHHbIC IETJICOOpa3HbIe MOCIIEeI0BAaTEIBLHOCTH COEpKaT TPH OC-
TaTKa [UCTEUHA, pa3JeJICHHbIC IBYMsI NETIC00pa3HBIMH I10CIIEI0BATEIBHOCTIMHU, IPUUEM IIepBast IETJISI COCTO-
UT U3 7 aMUHOKHCIIOT, @ BTOPAst TSI COCTOMUT M3 2 aMHHOKHCIIOT, HATIPHMED:

CEESFYPECDHC (SEQ ID NO: 1);
B YaCTHOCTH
A-(SEQ ID NO: 1)-A (o6o3nauaemsiii 31ech 17-108-02).

B npyrom BapmaHTe OCYIIECTBICHHS YKa3aHHBIE METICOOpa3HbIE MOCIEI0BATENFHOCTH COIepKaT TPU OC-
TaTKa [UCTEHHA, pa3/ieieHHbIE IBYMS METIe00pa3sHBIMHU MOCIEI0BATEIEHOCTAME, IPUYEM IIepBasi MEeTIs COCTO-
UT U3 3 aMHHOKHCIIOT, @ BTOPas METIS COCTOUT U3 6 aMHHOKHUCIIOT, HAIIPAMEP:

CPDLCLDLFPNC (SEQ ID NO: 2);
CPELCVDLYPHC (SEQ ID NO: 3);

B YaCTHOCTH:

A-(SEQ ID NO: 2)-A (o6o3navaemslii 31ecs 17-111-01).
A-(SEQ ID NO: 3)-A (o6o3navaemslii 31ecs 17-111-02).

B npyrom BapmaHTe OCyIIECTBIECHHS yKa3aHHbIE METJICOOpa3HbIe MOCIEI0BAaTEILHOCTH COEpKaT TPH OC-
TaTKa [UCTEUHA, pa3JeJICHHbIC IBYMS NETIC00pa3HBIMH I10CIIEI0BATEIBHOCTIMHU, IPUUEM HIepBast IETJISI COCTO-
UT U3 6 aMHHOKHCIIOT, @ BTOPas METIS COCTONT U3 3 aMHHOKHUCIIOT, HAIIPAMEP:

CHPEWVSCEFHC (SEQ ID NO: 4);
B YaCTHOCTH
A-(SEQ ID NO: 4)-A (o6o3nauaemsiii 31ech 17-116-01).

B npyrom BapmaHTe OCYIIECTBICHHS YKa3aHHBIE METICOOpa3HbIE MOCIEI0BATEIFHOCTH COIEpKaT TPU OC-
TaTKa [MUCTEHHA, pa3/ieieHHbIE IBYMS MeTIe00pa3sHBIMHU MOCIEI0BATEIEHOCTAME, IPUYEM IIepBasi MEeTIs COCTO-
UT U3 3 aMHHOKHCJIIOT, @ BTOPAst IETJISI COCTOUT M3 7 aMMHOKHCIIOT, HAaIlpUMeEp

CSHECALLFPKTC (SEQ ID NO: 5);

CFDECQLLFPKTC (SEQ ID NO: 6);

CLDECKLLFPKTC (SEQ ID NO: 7);

CREECMLLFPKTC (SEQ ID NO: 8);

CETECALLFPRSC (SEQ ID NO: 9);

CADECRLLFPKTC (SEQ ID NO: 10);

CDVECRLLFPRSC (SEQ ID NO: 11);

CIDECRLLFPRSC (SEQ ID NO: 12);

CVRECALLFPKTC (SEQ ID NO: 13);

CV[HArg]ECALLFPKTC (SEQ ID NO: 14);

CVRECALLFPRTC (SEQ ID NO: 15);

CVRECALLFP[HArg]TC (SEQ ID NO: 16);

CV[HArg]ECALLFP[HArg]TC (SEQ ID NO: 17);

CV[HArg]ECALLFPATC (SEQ ID NO: 18);

CVAECALLFP[HArg]TC (SEQ ID NO: 19);

CVTECQLLFPKTC (SEQ ID NO: 20);

CRHECELLFPKTC (SEQ ID NO: 21);

CQRECALLFPKTC (SEQ ID NO: 22);

CVRECTLLFPKTC (SEQ ID NO: 23);

CTIECALLFPKTC (SEQ ID NO: 24);

CARECALLFPKTC (SEQ ID NO: 25);

CINECRLLFPKTC (SEQ ID NO: 26);

CYTECSLLFPKTC (SEQ ID NO: 27);

CHEECRLLFPKTC (SEQ ID NO: 28);

CLEECKLLFPKTC (SEQ ID NO: 29);

CIDECALLFPRTC (SEQ ID NO: 30);

CYEECRLLFPRTC (SEQ ID NO: 31);

CVRECRLLFPKTC (SEQ ID NO: 32);

CHIECALLFPKTC (SEQ ID NO: 33);

CKRECMLLFPKTC (SEQ ID NO: 34);
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CYRECALLFPKTC (SEQ ID NO: 35);
CLTECALLFPKTC (SEQ ID NO: 36);
CEVECRLLFPKTC (SEQ ID NO: 37);
CEAECRLLFPKTC (SEQ ID NO: 38);
CVQECALLFPKTC (SEQ ID NO: 39);
CIRECSLLFPKTC (SEQ ID NO: 40);
CVTECALLFPKTC (SEQ ID NO: 41);
CVAECKLLFPKTC (SEQ ID NO: 42);
CVGECALLFPKTC (SEQ ID NO: 43);
CVVECALLFPKTC (SEQ ID NO: 44);
CVFECALLFPKTC (SEQ ID NO: 45);
CA[HArg]ECALLFP[HArg]TC (SEQ ID NO: 46);
CV[HArg]ECALLFA[HArg]TC (SEQ ID NO: 47);
CV[HArg]ECALLFP[HArg]AC (SEQ ID NO: 48);
CV[HArg]ECALL[INal]P[HArg]TC (SEQ ID NO: 49);
CV[HArg]ECALL[Cha]P[HArg]TC (SEQ ID NO: 50);
CV[HArg]ECALLF[Pip][HArg]TC (SEQ ID NO: 51);
CV[HArg]ECALLFP[HArg]SC (SEQ ID NO: 52);
CV[HArg]ECALLFP[HArg][HSer]C (SEQ ID NO: 53);
CV[HArg]ECALLF[HyP][HArg]TC (SEQ ID NO: 54);
CV[HArg]EC[Aib]LLFP[HArg]TC (SEQ ID NO: 55);
CV[HArg]ECAL[NIe]FP[HArg]TC (SEQ ID NO: 56);
CV[HArg]ECA[tBuAla]LFP[HArg]TC (SEQ ID NO: 57);
CV[HArg]ECA[NIe]LFP[HArg]TC (SEQ ID NO: 58);
CV[Aad2]ECALLFP[HArg]TC (SEQ ID NO: 59);
CP[HArg]ECALLFP[HArg]TC (SEQ ID NO: 60);
CV[HArg]ECALL[4FIPhe]P[HArg]TC (SEQ NO: 61);
CV[HArg]ECAL[tBuGly]FP[HArg]TC (SEQ ID NO: 62);
CV[HArg]ECAL[Cha]FP[HArg]TC (SEQ ID NO: 63);
CV[HArg]ECALL[2Nal]P[HArg]TC (SEQ ID NO: 64);
CV[HArg]ECALLFP[HArg][HyV]C (SEQ ID NO: 65);
C[tBuGly][HArg]ECALLFP[HArg]TC (SEQ ID NO: 66);
CVEECALLFP[HArg]TC (SEQ ID NO: 67);
CV[HArg]ECA[Cpa]LFP[HArg]TC (SEQ ID NO: 68);
CV[HArg]ECA[Cba]LFP[HArg]TC (SEQ ID NO: 69);
CV[HArg]ECA[C5A]LFP[HArg]TC (SEQ ID NO: 70);
CV[HArg]ECA[Cha]LFP[HArg]TC (SEQ ID NO: 71);
CV[HArg]ECA[tBuGly]LFP[HArg]TC (SEQ ID NO: 72);
CV[HArg]ECALLF[cis-HyP][HArg]TC (SEQ ID NO: 73);
CV[HArg]ECAL[Cpa]FP[HArg]TC (SEQ ID NO: 74);
CV[HArg]ECAL[C5A]JFP[HArg]TC (SEQ ID NO: 75);
CV[HArg]ECA [tBuAla]LF[HyP][HArg]TC (SEQ ID NO: 76);
CV[HArg]ECA[tBuAla][tBuGly]F[HyP][HArg]TC (SEQ ID NO: 77) n
C[tBuGly][HArg]ECA[tBuAla]LFP[HArg]TC (SEQ ID NO: 78);
rne Aad mpencrasisier coOoi anbda-L-aMHMHOAQINIMHOBYIO KHCIOTY, Aib mpencraBiseT co0oll aMHHOU-
3oMaciisiHy0 kucnoty, CS5a mperncraBisier coboi Oera-nmkinoneHTui-L-amannH, Cba npencrasiser coboit -
mukinoOytunananud, Cha mpencraBiser coboit 3-umkinorexcui-L-amanun, Cpa mpencraBinsier coOoi Oera-
mukionpormi-L-anannn, 4F1Phe npencrasiser co6oit 4-drop-L-dpennnanannn, HArg mpeacraBnser coboit
romoaprunuH, HyP mpexacraBnster coboii ruapokcunponus, HyV mpencrasnser co6oit 3-ruapoxcu-L-anum,
HSer npencrasnsier codoii romocepus, 1Nal nmpencrasisier coboit 1-nadrunananun, 2Nal npencrasiser coboi
2-Hadtunananud, Nle mpencraBiseT coOod HopieliuH, P mpeacraBiseT co0OW MUIMEKOIWHOBYIO KHCIOTY,
tBuAla npencrasnseT coboit Tper-OyTmnananut, tBuGly npencrasiser co6oit TpeT-Oy THIATIUINH,
B YAaCTHOCTH
A-(SEQ ID NO: 5)-A (o6o3nauaemsiii 31ech 17-120-00);
A-(SEQ ID NO: 6)-A (o6o3nauaemslii 31ech 17-120-01);
A-(SEQ ID NO: 7)-A (o6o3Hauaemsrii 31ecs 17-120-02);
A-(SEQ ID NO: 8)-A (o6o03Hauaemsrii 31ecs 17-120-03);
A-(SEQ ID NO: 9)-A (o6o03Hauaemsbrii 31ech 17-120-04);
A-(SEQ ID NO: 10)-A (o6o3nagaemsrii 31ech 17-120-05);
A-(SEQ ID NO: 11)-A (o6o3nagaemsrii 31ech 17-120-07);
A-(SEQ ID NO: 12)-A (o6o3nagaemsrii 31ech 17-120-08);
APPP-(SEQ ID NO: 13)-A (o603nauaemsrii 31ech 17-120-09-T01);

e e e
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QISP-(SEQ ID NO: 13)-A (o6o3Hauaemsrit 31ecsk 17-120-09-T02);

ALPP-(SEQ ID NO: 13)-A (o603Hauaemslii 3nech 17-120-09-T03 and BCY 1124);

Ac-ALPP-(SEQ ID NO: 13) (o603nauaemsrii 31ech Ac-(17-120-09-T03) u BCY1125);

Sar3-ALPP-(SEQ ID NO: 13) (o603nauaemsrii 3nech Sar3-A-(17-120-09-T03));

GPPP-(SEQ ID NO: 13)-A (o603nauaemsrii 31ech 17-120-09-T04);

SPPP-(SEQ ID NO: 13)-A (o60o3nagaemsiii 3qech 17-120-09-T05);

NPPP-(SEQ ID NO: 13)-A (o603HagaeMsrii 31ech 17-120-09-T06);

EPPP-(SEQ ID NO: 13)-A (o6o3nagaemsiii 31ech 17-120-09-T07);

HPPP-(SEQ ID NO: 13)-A (o603Hadaemslit 3aechk 17-120-09-T08);

APNP-(SEQ ID NO: 13)-A (o603nauaemsrii 31eck 17-120-09-T09);

APDP-(SEQ ID NO: 13)-A (0o603nauaemsiii 31ech 17-120-09-T10);

APLP-(SEQ ID NO: 13)-A (o60o3Hauaemsrii 31ech 17-120-09-T11);

APAP-(SEQ ID NO: 13)-A (o603nauaemsrii 31ech 17-120-09-T12);

APHP-(SEQ ID NO: 13)-A (o603nauaemsrii 31ech 17-120-09-T13);

Sar3-ALPP-(SEQ ID NO: 14) (o603nauaemsrii 31ech Sar3-A-(17-120-09-T03) HArg2);

Sar3-ALPP-(SEQ ID NO: 15) (o603nauaemsrii 31ech Sar3-A-(17-120-09-T03) Arg9);

Sar3-ALPP-(SEQ ID NO: 16) (o603nauaemsrii 31ech Sar3-A-(17-120-09-T03) HArg9);

(B-Ala)-Sar10-ALPP-(SEQ ID NO: 17) (o6o3nauaemsrii 31ech (B-Ala)-Sarl10-A-(17-120-09-T03) HArg2
HArg9);

Ac-(B-Ala)-Sar10-ALPP-(SEQ ID NO: 17) (o6o3nauaemsrii 31ech Ac-(B-Ala)-Sarl10-A-(17-120-09-T03)
HArg2 HArg9);

ALPP-(SEQ ID NO: 17) (o603Hauaemsrit 3mecb BCY3959);

[Ac]LPP-(SEQ ID NO: 17) (o603nauaemsrii 31ecs BCY9933);

[Ac]APP-(SEQ ID NO: 17) (0603nauaemslii 3mecs BCY9934);

[Ac]LAP-(SEQ ID NO: 17) (obo3Hauaemsrit 3mecb BCY9935);

[Ac]LPA-(SEQ ID NO: 17) (o603nauaemsbrii 3mecb BCY9936);

[Ac]-(SEQ ID NO: 17) (o60o3nagaemsiii 31ech BCY9968);

[Ac]LYP-(SEQ ID NO: 17) (o603nauaemsrii 31ece BCY 11147);

[Ac]LPY-(SEQ ID NO: 17) (o603nauaemsrii 31ech BCY 11148);

[Ac][dA]PP-(SEQ ID NO: 17) (o603Hauaemsrii 3meck BCY11165);

[Ac]L[dA]P-(SEQ ID NO: 17) (o6o3nagaemsiii 31ech BCY11166);

[Ac]LP[dA]-(SEQ ID NO: 17) (o603nauaemsrii 31ece BCY11167);

ALPP-(SEQ ID NO: 17)-A (0o603Hauaemslit 31ece BCY10288).

(B-Ala)-Sar10-ALPP-(SEQ ID NO: 18) (o6o3nauaemsiii 31echk (B-Ala)-Sar10-A-(17-120-09-T03) HArg2
Ala9);

(B-Ala)-Sar10-ALPP-(SEQ ID NO: 19) (o6o3nauaemslii 3nechk (B-Ala)-Sarl10-A-(17-120-09-T03) Ala2
HArg9);

[Ac]LPP-(SEQ ID NO: 19) (o60o3nagaemsiii 31ech BCY9938);

APMP-(SEQ ID NO: 20)-A (o6o3Hagaemsrit 31ech 17-120-10-T01);

APSP-(SEQ ID NO: 21)-A (o603nauaemsrii 31ech 17-120-11-T01);

AALP-(SEQ ID NO: 22)-A (o6o3nauaemsrii 31ech 17-120-12-T01);

ALDP-(SEQ ID NO: 23)-A (o6o3nauaemsbrii 3aech 17-120-13-T01);

ADRP-(SEQ ID NO: 24)-A (o603Hauaemsrit 31ech 17-120-14-T01);

ATQP-(SEQ ID NO: 25)-A (o603Hauyaemslii 31eck 17-120-15-T01);

SPPP-(SEQ ID NO: 25)-A (o6o3Hauaemsrii 31eck 17-120-15-T02);

ARHP-(SEQ ID NO: 26)-A (o603Hauaemsrit 31ech 17-120-16-T01);

ALPP-(SEQ ID NO: 27)-A (o603Hauaemsri 31ech 17-120-17-T01);

A-(SEQ ID NO: 28)-A (o6o3nagaemsrii 31ech 17-120-18);

A-(SEQ ID NO: 29)-A (o603Hau9aemsbrit 31ech 17-120-19);

A-(SEQ ID NO: 30)-A (o603Haugaemsbrit 31ech 17-120-20);

A-(SEQ ID NO: 31)-A (o603naugaemsbrit 31ech 17-120-21);

APPP-(SEQ ID NO: 31)-A (o603nauaemsiii 31ech 17-120-21-T01);

APSP-(SEQ ID NO: 32)-A (o603nauaemsiii 31ech 17-120-22-T01);

PLPP-(SEQ ID NO: 32)-A (o6o3nagaemslii 31ech 17-120-22-T02);

APAP-(SEQ ID NO: 33)-A (o603nauaemsrii 31ech 17-120-23-T01);

AVEP-(SEQ ID NO: 34)-A (o603Hauyaemslii 31echk 17-120-24-T01);

AEPA-(SEQ ID NO: 35)-A (o603nauaemslii 31eck 17-120-25-T01);

ASPP-(SEQ ID NO: 36)-A (o603nagaemsrii 31ech 17-120-26-T01);

AAPP-(SEQ ID NO: 37)-A (o603nauaemsiii 31ech 17-120-27-T01);

APPP-(SEQ ID NO: 38)-A (o603navyaemsrii 31ech 17-120-28-T01);

AVPP-(SEQ ID NO: 39)-A (o603nauaemsiii 31ech 17-120-29-T01);

SPPP-(SEQ ID NO: 40)-A (o60o3nagaemsiii 30ech 17-120-30-T01);
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HLPP-(SEQ ID NO: 41)-A (o603nauaemslii 31eck 17-120-31-T01);
RLPP-(SEQ ID NO: 41)-A (0o603Hadaemslit 3aechk 17-120-31-T02);
APPP-(SEQ ID NO: 41)-A (o603nauaemsiii 31ech 17-120-31-T03);
MPPP-(SEQ ID NO: 42)-A (o603nauaemsiii 31ech 17-120-32-T01);
SPPP-(SEQ ID NO: 43)-A (o603nagaemsiii 30ech 17-120-33-T01);
APPP-(SEQ ID NO: 44)-A (o603nauaemsiii 31ech 17-120-34-T01);
APPP-(SEQ ID NO: 45)-A (o603nauaemsrii 31ech 17-120-35-T01);

[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LYP-(SEQ ID NO:
[Ac]EYP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LPP-(SEQ ID NO:
[Ac]LYP-(SEQ ID NO:

46) (o603na9aeMsIit 31eck BCY9937);
47) (obo3Hauaemsrii 31ecs BCY9943);
48) (obo3Hauaemsrii 31ecr BCY9945);
49) (o6o3Hauaemsrii 31eck BCY9946);
50) (o603Hauaemsrii 3m1ech BCY9949);
51) (o603nagaemsrii 3mece BCY9951);
52) (o6o03nauaemsrii 3m1ece BCY9952);
53) (o603nauaemsrii 3meck BCY9953);
54) (o6o03nauaemsrii 3meck BCY9954);
55) (o603nauaemsrii 3mecr BCY9955);
56) (o6o3nagaemsrii 31eck BCY9957);
57) (o6o3nauaemsrii 3meck BCY9959);
57) (o6o3nagaemslii 31ech BCY12401);
57) (o6o3nagyaemsrii 31eck BCY 12405);
58) (0603Hauaemsrii 3m1ech BCY9960);
59) (o603Hauaemsrii 3mech BCY9961);
60) (o603Hayaemsrit 31ech BCY9963);
61) (o603Hauaemsrii 31ech BCY9964);
62) (o603HauaemsIii 31eck BCY9965);
63) (o603HauaemsIii 31eck BCY9966);
64) (o603Hauaemsrii 3meck BCY 10223);
65) (o603Hauaemsrii 3meck BCY 10224);
66) (o6o03Hauaemsrii 3meck BCY11149);
67) (o603nauaemsrii 3meck BCY11150);
68) (0o603Hauaemsrit 3mecs BCY11151);
69) (o603Hauaemsrit 3mech BCY11152);
70) (o603Hauaemsrit 3mech BCY11153);
71) (o603nauaemslit 3nece BCY 11154);
72) (o603nauaemsblii 3nece BCY11155);
73) (o603Hauaemsrit 3mech BCY11163);
74) (o6o03Hauaemsrii 3meck BCY11158);
75) (o603nauaemsrii 3meck BCY11160);
76) (o603nagaemblii 31ech BCY 12402);

[Ac]LYP-(SEQ ID NO: 77) (o603nauaemsrii 31ech BCY 12403); u

[Ac]LYP-(SEQ ID NO: 78) (o603nauaemsrii 31ech BCY 12404).

B npyrom BapmaHTe OCymIECTBICHHS HENTHIHBIA JIMTAHI COACPKHUT aMHUHOKHCIIOTHYIO IOCIIEAOBATEINb-
HOCTB, KOTOpas mpeacrapiset codoit (B-Ala)-Sar10-ALPP-(SEQ ID NO: 17) (B HacTosIeM OmucaHuu 0003Ha-
yaercs kak (B-Ala)-Sar10-A-(17-120-09-T03)HArg2HArg9).

Jlannble, npuBeeHHbIE HA Gur. 1 U B Ta0). 4 1 5, CBUIETEIBCTBYIOT O TOM, YTO OMIMKINIECKHH METITH -
HBII JIeKapCTBEHHBIH KOHBIOTAT, COAEPIKaIIMi yKa3aHHbIH nentuaHbiil nurany (BT17BDCS8), nposiBisier 1o30-
3aBHCUMYIO IPOTUBOOIIYXOJIEBYIO AKTUBHOCTb.

B npyrom BapmaHTe OCYIIECTBICHHS YKa3aHHBIE METICOOpa3HbIE MOCIEI0BATENFHOCTH COIepKaT TPU OC-
TaTKa [MUCTEHHA, pa3/eieHHbIE IBYMS IETIe00pa3sHBIMHU MOCIEI0BATEIEHOCTAME, IPUYEM IIepBasi MEeTIs COCTO-
UT U3 7 aMHHOKHCIIOT, @ BTOPas METIS COCTOHT U3 3 aMHHOKHUCIIOT, HAIIPAMEP:

CSSWDKLMCHPYC (SEQ ID NO: 79);
B YaCTHOCTH
A-(SEQ ID NO: 79)-A (o603nagaemslii 30ech 17-121-00).

B npyrom BapmaHTe OCyIIECTBIECHHs yKa3aHHbIC IETJICOOpa3HbIe MOCIIEI0BAaTEILHOCTH COJEpKaT TPH OC-
TaTKa NUCTEUHA, pa3JeJIieHHbIC IBYMs NETIC00pa3HBIMU I10CIIEI0BATEIBHOCTIMHU, IPUUEM IepBast IETJIsi COCTO-
UT U3 3 aMHHOKHCJIIOT, @ BTOPAast ETJISI COCTOUT M3 9 aMMHOKHCIIOT, HAallpuMep

CPEECFYLPPHPMSC (SEQ ID NO: 80);

CPQECFYLPGHSLYC (SEQ ID NO: 81);

CPGECFYPPGHPLAC (SEQ ID NO: 82);

CPGECFYPTNHPLYC (SEQ ID NO: 83);

CPQECFYPIGHPLAC (SEQ ID NO: 84);
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CPEECFYPPGHKLHC (SEQ ID NO: 85);
CPQECFYPPGHRLRC (SEQ ID NO: 86);
CPQECFYPPGHPYHC (SEQ ID NO: 87);
CPQECFYPSTHPLYC (SEQ ID NO: 88);
CPGECFYPSNHRLYC (SEQ ID NO: 89);
CPDECFYPPEHPLAC (SEQ ID NO: 90);
CPGECFYPPGHHLSC (SEQ ID NO: 91);
CPGECFYPPGHHLGC (SEQ ID NO: 92);
CPEECFYPPNHPLYC (SEQ ID NO: 93);
CPGECFYPPDHPLYC (SEQ ID NO: 94);
CPGECFYPPGHPLYC (SEQ ID NO: 95);
CPGECFYPPNHPFYC (SEQ ID NO: 96);
CPGECFYPPNHPLYC (SEQ ID NO: 97);
CPEECFYPPGHPLAC (SEQ ID NO: 98);
CWMECFYPPGHPLAC (SEQ ID NO: 99);
CFEECFYPPGHPLAC (SEQ ID NO: 100);
CPGECFYPPGHPLRC (SEQ ID NO: 101);
CPGECFYPPGHPREC (SEQ ID NO: 102);
CPGECFYPPGHRFHC (SEQ ID NO: 103)
CPGECFYPPGHRLYC (SEQ ID NO: 104);

B YaCTHOCTH

A-(SEQ ID NO: 80)-A (o6o3nagaemsrii 31ech 17-127-01);
A-(SEQ ID NO: 81)-A (o6o3nagaemsrii 31ech 17-129-00);
SQT-(SEQ ID NO: 82)-A (0o603Hauaemsiii 31eck 17-129-01-T01);
SMT-(SEQ ID NO: 82)-A (0o603Hauaemsiii 3aeck 17-129-01-T02);
SLV-(SEQ ID NO: 82)-A (o6o3nagaemsiii 31ech 17-129-01-T03);
ISSYG-(SEQ ID NO: 82)-A (o60o3Hauaemslit 31ech 17-129-01-T04);
ENITT-(SEQ ID NO: 82)-A (o60o3nagaemsiii 31ech 17-129-01-T05);

A-(SEQ ID NO:
A-(SEQ ID NO:
A-(SEQ ID NO:
A~(SEQ ID NO:
A~(SEQ ID NO:
A~(SEQ ID NO:
A~(SEQ ID NO:
A~(SEQ ID NO:
A~(SEQ ID NO:
A-(SEQ ID NO:
L-(SEQ ID NO:
T-(SEQ ID NO:
Q-(SEQ ID NO:
A~(SEQ ID NO:
N-(SEQ ID NO:
D-(SEQ ID NO:

83)-A (0o6o3HagaembIi 31ech 17-129-02);

84)-A (0o6o3HagaembIii 31ech 17-129-03);

85)-A (0o6o3HagaembIii 31ech 17-129-04);

86)-A (o603Hauaemslit 31ech 17-129-05);

87)-A (o603Hauaemslit 31ech 17-129-06);

88)-A (o603Hauaemslit 31ech 17-129-07);

89)-A (o603Hauaemslit 31ech 17-129-08);

90)-A (o603Hauaemslit 31ech 17-129-09);

91)-A (o603Hauaemslii 31ech 17-129-10);

92)-A (o6o3HagaembIii 31ech 17-129-11);
93)-HA (o603nagaemslii 30ech 17-129-12-T01);
94)-NA (o6o3nawgaemsrit 31ech 17-129-13-T01);
95)-NA (0o6o3nagaemslii 31ech 17-129-14-T01);
95)-NVI (o6o3nawaemsrit 31ech 17-129-14-T02);
96)-NA (ob6o3nauaemsblii 30echk 17-129-15-T01);
97)-RA (0o603Hauaemsli 31ech 17-129-16-T01);

SRM-(SEQ ID NO: 98)-A (o6o3nauaemslit 3aeck 17-129-17-T01);

SRS-(SEQ ID NO: 98)-A (0603nauaemslii 3xech 17-129-17-T02);

RYMTR-(SEQ ID NO: 98)-A (0o603nauaemsiii 31ech 17-129-17-T03);

REE-(SEQ ID NO: 99)-A (o603Hauaemsbrii 31ech 17-129-18-T01);

DNM-(SEQ ID NO: 99)-A (o603Ha9aeMsrit 31ech 17-129-18-T02);

QES-(SEQ ID NO: 99)-A (o603Hauaemsbrii 31ech 17-129-18-T03);

ADY-(SEQ ID NO: 99)-A (o60o3nagaemsiit 31ech 17-129-18-T04);

MAN-(SEQ ID NO: 100)-A (o603nauaemsrii 31ech 17-129-19-T01);

SQN-(SEQ ID NO: 100)-A (o6o3nagaemslit 31ech 17-129-19-T02);

A-(SEQ ID NO: 101)-TVL (o6o3nauaemsri 31ech 17-129-20-T01);

A-(SEQ ID NO: 102)-SWL (o603nauaemslii 31eck 17-129-21-T01);

A-(SEQ ID NO: 103)-LTE (o603nauaemsiit 31ech 17-129-22-T01);

A-(SEQ ID NO: 104)-YSE (o603na4yaemsrii 31ech 17-129-23-T01) u

Ac-(SEQ ID NO: 104)-YSE (o6o3nauaemsrii 31ech Ac(17-129-23-T01)).

B npyrom BapmaHTe OCyIIECTBIECHHS yKa3aHHbIE IETJICOOpa3HbIe MOCIeI0BAaTEILHOCTH COJEpKaT TPH OC-
TaTKa [UCTEUHA, pa3JeJICHHbIC IBYMS NETIC00pa3HBIMH I10CIIEI0BATEIBHOCTIMHU, IPUYEM HIepBast IETJIsI COCTO-
UT U3 6 aMHHOKHCIIOT W BTOPAst METIISI COCTOUT U3 6 aMHHOKHCIIOT, HAIPpIMep

CEEEFYPCGHPLYVC (SEQ ID NO: 105);
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CEEQFYPCTHALYTC (SEQ ID NO: 106);
CVEEFYPCDHPLYSC (SEQ ID NO: 107);
CEEEFYPCGHPMHPC (SEQ ID NO: 108);
CDEQFYPCHHRLYSC (SEQ ID NO: 109);
CEEEFYPCGHPFHPC (SEQ ID NO: 110);
CLEQFYPCEHPLFSC (SEQ ID NO: 111);
CVEQFYPCGHRHYIC (SEQ ID NO: 112);
CEEQFYPCSHPLYTC (SEQ ID NO: 113);
CEEQFYPCNHPLNVC (SEQ ID NO: 114);
CEEEFYPCSHPLNPC (SEQ ID NO: 115);
CEEQFYPCGHKLSPC (SEQ ID NO: 116);
CPEQFYPCDHRLYIC (SEQ ID NO: 117);
CQEQFYPCNHPLSPC (SEQ ID NO: 118);
CDEQFYPCNHRLNTC (SEQ ID NO: 119);
CEEAFYPCHHPLYRC (SEQ ID NO: 120);
CDEDFYPCGHYLNQC (SEQ ID NO: 121);
CEEQFYPCTHPLYVC (SEQ ID NO: 122);
CPEQFYPCTHRLYQC (SEQ ID NO: 123);
CEEQFYPCSHPLYRC (SEQ ID NO: 124);
CAEQFYPCDHPLYRC (SEQ ID NO: 125);
CAEEFYPCDHPLYRC (SEQ ID NO: 126);
CEEAFYPCNHPLYTC (SEQ ID NO: 127);
CAEAFYPCDHPLYVC (SEQ ID NO: 128);
CEEAFYPCSHPLFIC (SEQ ID NO: 129);

CEEAFYPCSHPLHPC (SEQ ID NO: 130);
CEEAFYPCSHPLFVC (SEQ ID NO: 131);
CEEQFYPCSHPLYSC (SEQ ID NO: 132);
CEEAFYPCEHPLYMC (SEQ ID NO: 133)
CEEQFYPCNHPLYMC (SEQ ID NO: 134);

B YaCTHOCTH

A-(SEQ ID NO: 105)-A (o603nauaemsrii 3mech 17-126-01);
A-(SEQ ID NO: 106)-A (0603Hauaemsrit 3mech 17-126-02);
A-(SEQ ID NO: 107)-A (o603Hayaemslii 3neck 17-126-03);
A-(SEQ ID NO: 108)-A (0o603Hauaemslii 3nechk 17-126-06);
A-(SEQ ID NO: 109)-A (0o603Hayaemslii 3neck 17-126-07);
A-(SEQ ID NO: 110)-A (o603Hayaemslii 3nechk 17-126-08);
A-(SEQ ID NO: 111)-A (o603Hauaemslii 3nechk 17-126-09);
A-(SEQ ID NO: 112)-A (o603nauaemsrii 3mech 17-126-10);
A-(SEQ ID NO: 113)-A (o603Hauaemsrii 3mech 17-126-18);
A-(SEQ ID NO: 114)-A (o603nauaemsrii 3mech 17-126-19);
A-(SEQ ID NO: 115)-A (o603nauaemsrii 3mech 17-126-20);
A-(SEQ ID NO: 116)-A (o603Hauaemsrii 3mech 17-126-21);
A-(SEQ ID NO: 117)-A (o603Hauaemslii 3nechk 17-126-22);
A-(SEQ ID NO: 118)-A (0o603Hauaemslii 3nechk 17-126-23);
A-(SEQ ID NO: 119)-A (0o603Hauaemslii 3nechk 17-126-24);
A-(SEQ ID NO: 120)-A (o603Hayaemslii 3nech 17-126-25);
Ac-A-(SEQ ID NO: 120)-A (o603HadaemsIii 31ech Ac-(17-126-25));
A-(SEQ ID NO: 121)-A (o603Hayaemslii 31echk 17-126-26);
A-(SEQ ID NO: 122)-A (o603Hauaemsrii 3mech 17-126-27);
A-(SEQ ID NO: 123)-A (o603HauaemsIii 3mech 17-126-28);
HSP-(SEQ ID NO: 124)-A (o603Ha9aeMsrit 31ech 17-126-30-T01);
GPH-(SEQ ID NO: 125)-A (o603Ha9aeMsrii 31ech 17-126-31-T01);
IHS-(SEQ ID NO: 126)-A (o603nagaemsrii 31ech 17-126-32-T01);
WSP-(SEQ ID NO: 127)-A (o603nauaemsiii 31ech 17-126-33-T01);
SHS-(SEQ ID NO: 127)-A (o603Hadaemslii 31echk 17-126-33-T02);
DLH-(SEQ ID NO: 128)-A (o603nauaemslii 31ech 17-126-35-T01);
ANE-(SEQ ID NO: 129)-A (0603nauaeMsiii 31ech 17-126-36-T01);
AVW-(SEQ ID NO: 130)-A (0o603nauaemsiii 31ech 17-126-37-T01);
KVQ-(SEQ ID NO: 131)-A (0o603Hauaemsiii 3aech 17-126-38-T01);
A-(SEQ ID NO: 132)-PDVA (0603Hauaemsrit 31ech 17-126-39-T01);
A-(SEQ ID NO: 133)-HQAA (o603Hauaemsrii 31ech 17-126-40-T01) u
A-(SEQ ID NO: 134)-RENA (o603Hauaemsrii 31ech 17-126-41-T01).
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B npyrom BapmaHTe OCYIIECTBICHHUS YKa3aHHBIC MMETIICOOPA3HBIC MOCIEI0BATEIEHOCTH COICPKAT TPU OC-
TaTKa [UCTEUHA, pa3/IcICHHbIC TBYMS TETICO0pa3HBIMU MOCIICIOBATEIIEHOCTAMU, IPUYEM IIepBasi METIs COCTO-
UT U3 6 aMHHOKHUCIIOT, @ BTOPAas NETIS COCTOHT U3 5 aMHHOKHUCIIOT, HAIIPUMED

CLEQFYPCGDPRLC (SEQ ID NO: 135) u
CEEQFYPCGHHLLC (SEQ ID NO: 136);
B YaCTHOCTH
A-(SEQ ID NO: 135)-A (o603Hauaemsrii 31ech 17-126-11) u
A-(SEQ ID NO: 136)-A (ob6o3Hauaemsrii 31ech 17-126-12).

B apyrom BapmaHTe OCYIIECTBICHHUS YKa3aHHBIC METIICOOPA3HEBIC MOCIEI0BATEIEHOCTH COICPKAT TPU OC-
TaTKa [UCTEUHA, pa3/IcICHHbIC TBYMS TETIC00pa3HBIMU MOCIICIOBATEIIEHOCTAMU, IPUYEM IIepBasi METIS COCTO-
UT U3 5 aMUHOKHUCIIOT W BTOPAst METIIS COCTOUT U3 5 aMUHOKHCIIOT, HAIPUMEP

CLEPDECFYPMEC (SEQ ID NO: 137);
CKEPQECFYPLKC (SEQ ID NO: 138) u
CDSPEECFYPLEC (SEQ ID NO: 139);
B YaCTHOCTH
A-(SEQ ID NO: 137)-A (o603Hauaemsrii 3mech 17-122-02);
A-(SEQ ID NO: 138)-A (o603Hauaemsrii 31ech 17-122-03); u
A-(SEQ ID NO: 139)-A (o603Hauaemsrii 31ech 17-122-04).

B omHOM BapmaHTe OCYIIECTBICHHS NMENTHAHBIN JIMTAaHI BHIOpAH M3 MENTHIHBIX JIMTAHIOB, TIEPEUNCICH-
HBIX B Tabm. 2 wm 3.

Ecimu He ykazaHO WHOE, BCE HCIOIBb3yEeMbIC 37IcCh TCXHHUYCCKUE U HAYYHBIC TEPMUHBI HMCIOT TPaIUIHOH-
HBIC 3HAYCHUS, U3BECTHHIC CICIIMATKNCTAM B JaHHOW OOJIACTH, HANPUMEP B OOJACTH XMMHH ICMTHIOB, KICTOY-
HBIX KYJbTYp U (DaroBeIX TUCIDICCH, XMMUU HYKJICHHOBBIX KUCIIOT U OMOXMMUU. VICTIONB3YIOT CTaHAAPTHBIC Me-
TOJIBI MOJICKYJIIPHOI OMOJIOTHH, TeHETUKU U Oroxumuu (cM. Sambrook et al., Molecular Cloning: A Laboratory
Manual, 3rd ed., 2001, Cold Spring Harbor Laboratory Press, Cold Spring Harbor, NY; Ausubel et al., Short
Protocols in Molecular Biology (1999) 4™ ed., John Wiley & Sons, Inc.), KOTOpbIe BKIIOUCHBI B HACTOSIIIIHI 10~
KYMEHT IIOCPEICTBOM CCBHIJIKH.

Homenkaarypa
Hymepauus

[Ipu ymoMuHaHNH TOJO0KEHUH aMUHOKHCIOTHBIX OCTATKOB B NMENTHIHBIX JITaHIaX MO HACTOALIEMY H30-
Operenuto octatku 1uctenHa (C;, C; u Cy;) He BKIIOYAIOT B HyMEPAIIUIo, MMOCKOJLKY OHH SBJISIOTCS WHBAPUAHT-
HBIMH, [T0O3TOMY HYMEPAIHI0 aMUHOKUCIIOTHBIX OCTATKOB B TIETITUAHBIX JIMTAHAAX [0 HACTOSAIIEMY H300PETCHUIO
OCYILIECTBIIAIOT CIICAYIOIIUM 00pa3oMm:

Ci-E-E;-S3-F4-Y 5-P¢-E4-C;i-Dg-Ho-Cy;; (SEQ ID NO: 1).

B nensx Hacrosmiero n3o0peTeHusl MPUHUMAIOT, YTO BCe OUIIUKIMICCKHE eNTUIBI UKIM30BaHbl 1,1',1"-
(1,3,5-tpunasunan-1,3,5-tpuwn)rpunpomnan-1-onom (TATA) ¢ mosmydeHHeM TpH3aMEIEHHOW CTPYKTYphl. L{uk-
mm3armio ¢ yaactueM TATA nposoaat no C;, C; u Cy;. TATA sBiisieTcst mpuMepoM o3 -HeHACHIIEHHOT0 Kap0o-
HUJI-COJIeprKallero MoJeKyJsipHoro kapkaca (Angewandte Chemie, International Edition (2014), 53 (6), 1602-
1606).

Moaexyasipabiii gopmart

N- mmn C-KOHIIEBBIE YIUTMHEHHS ITOCIIEIOBATEIBHOCTH OWITMKIMIECKOTO sIpa HOOABISIOT K JICBOH HIIN
NpaBOil CTOPOHE IOCIIEIOBATEIBHOCTH U OoTAeIstoT Aeducom. Hanpumep, N-konuesoit xBoct PAla-Sarl0-Ala
0003HAYAIOT CIEAYIOMNM 00pa3oM:

BAla-Sar10-A-(SEQ ID NO: X).
HNHBepcupoBaHHbIe NENTUAHBIE NMOCIeJ0BATEIbHOCTH

WNudbopmanms, npuenennas B Nair et al (2003) J Immunol 170 (3), 1362-1373, mo3BoJiI€T IPEOIOKUTD,
YTO OMNHCAHHBIE 37eCh NENTHAHBIE IOCIECIOBATEILHOCTH TakKe HAaWIyT TPHIMEHEHHE B HX PeTpo-
WHBEPCUPOBAHHOW (hopme. Hamprmep, UCONB3YIOT 00paTHYIO MOCICIOBATEIBHOCTE (T.¢. N-KOHEIl CTAHOBHUTCS
C-KOHIIOM ¥ Ha000pOT), CTEPCOXUMHUS KOTOPOH TaKKe MEHICTCS HA MPOTHBOIOIOXKHYIO (T.¢. D-aMUHOKUCIIOTHI
CTaHOBATCS L-aMUHOKHCIOTaMH U HA000pOT).

[enTuaHbBIE IUTAHABI

[enTuaHEIN TUTaH] B COOTBETCTBUH C HACTOSIINM OIMUCAHUEM OTHOCUTCS K MENTUIY, KOBAJICHTHO CBS-
3aHHOMY C MOJICKYJIIPHBIM KapkacoM. Kak mpaBriio, Takue MENTHABI COACPKAT IBE WK 00Jee PeaKIIMOHHOCTIO-
COOHBIX TpymT (TaKUX KaK OCTaTKH IUCTEHHA), KOTOPBIE CIIOCOOHBI 00Pa30BBIBATH KOBAJIEHTHBIC CBSI3U C KapKa-
COM, W TOCJIEJOBAaTENIFHOCTE MEXIY YKa3aHHBIMH PEaKIIMOHHOCIOCOOHBIMH TPYIIIAMH, KOTOpas Ha3bIBACTCS
MeTIe00pa3HON MOCIEe0BATENFHOCTRIO, IOCKOIBKY OHA 00pa3yeT MeTio, KOTaa MenTH]] CBSI3BIBACTCS C KapKa-
coM. B manHOM ciTydae menTuapl comepikaT o MEHBIIEH Mepe TpH OcTaTKa IicTenHa (0003HaYaeMbIe 3/1eCh KakK
C;, C;i 1 C;;;) 1 00pa3yroT 1o MEHbIIEH Mepe JBe MeTIN Ha KapKace.

IIpenmyiecTBa MENTHAHBIX JIATAHIOB

HekoTopbie OMIMKIMYCCKUE MENTHABI TI0 HACTOSAMIEMY H300PETCHHIO OONANal0T PSIOM MOJE3HBIX

CBOWCTB, KOTOPHIC IMO3BOJISIOT CYUTATh MX JICKAPCTBCHHBIMU MOJICKYJIAMH, ITOJIXOSIIUMHE IS UHBECKIIUHOHHOTO,
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MHTaJSIIIMOHHOT0, HAa3aJIbHOTO, OKYJISIPHOTO, TIEPOPabHOTO MIIM MECTHOTO BBeIeHHs. K TakiM I10JI€3HBIM CBOM-
CTBaM OTHOCATCSI:
Me:xBUIOBasA MepeKpecTHAs] PeaKTHBHOCTb

HexoTopble nuranapl 1eMOHCTPUPYIOT MEPEKPECTHYIO PEaKTUBHOCTh B oTHoueHun PBP pasnwix BUIOB
GaxTepwii U, ClIeOBATEIFHO, MOTYT MCIIOJIB30BATHCS AJIS JICUCHHSI WH(EKIHA, BRI3BAHHBIX HECKOJIHLKUMH BHIA-
MU Oaktepuid. J[pyrue suraHabl MOTYT OBITh BBICOKOCTIEITM(GUIHBIMU K PBP ompeneneHHBIX BUIOB OakTepuid,
YTO MOYKET OBITh TIOJIE3HO IS JIedeHHus MHAEKITH 6e3 moO0YHOTOo yiiepOa A oJae3HOH (PIophl ManrueHTa;

IIporea3Hnas cTadUIbHOCTH

Bunuknyeckne nenTuAHBIC JUTaHABI JOJDKHBI B HIEale JEMOHCTPUPOBATh YCTOWYNBOCTH K JICHCTBUIO
TUIa3MaTHYECKHUX POTea3, SIMUTEHAIBHBIX ("'3asAKOpEeHHbIX B MeMOpaHe") mpoTeas, npoTeas JKeJryJKa 1 KUIey-
HHKa, NpoTea3 IOBEPXHOCTH JIETKHMX, BHYTPHKJIETOYHBIX IpoTea3 M T.I. I[Iporea3Has cTaOMIBHOCTH JOJDKHA
MOIEP)KUBATHCS CPEIH PA3HBIX BUJIIOB, YTOOBI OCHOBHOM OMIMKIMYECKUH KaHIUIAT MOXHO OBUIO pa3padarsl-
BaTh Ha )KMBOTHBIX MOJENSX, a TAK)KE C YBEPEHHOCTHIO BBOANUTD JIFOISIM;

Kenaemslii npouJIb paCTBOPUMOCTH

PacTBOPHMOCTE 3aBHCHT OT OTHOLICHHUS 3apsDKCHHBIX U THAPOQIIBHBIX OCTATKOB K THAPO(OOHBIM OCTAT-
KaM ¥ 9HCJIa BHYTPH/MEXMOJIEKYISIPHBIX BOJOPOIHBIX CBS3€H, OHA SBIACTCS MTapaMeTPOM, BaKHBIM JIJIS MOJTY-
YeHUS KOMIIO3HUIINH U TOCTHXKEHUS abcopOuu;

OnTUMaJIBLHBIA MEPUHO/ MOMYKU3HH B IVIa3Me KPOBOTOKA

B 3aBuCHMOCTH OT KIMHHYECKUX MOKA3aHUN M CXEMBI JICUCHHSI MOKET MOTpeOoBaThCs pa3paboTka OUITHK-
JIMYECKOTO TENTHIA U KPAaTKOBPEMEHHOTO BO3JICHCTBHS B YCIOBHUSX JICUCHHUSI OCTPOTO 3a00JIeBaHUs, MITH Pa3-
paboTka OMIMKIMYECKOTO TENTH/a C MOBBIIMICHHBIM BPEMEHEM YIEp)KaHHS B KPOBOTOKE, KOTOPBIH SIBIISETCS
ONTHMAJIGHBIM JUIS JICYEHUS! XPOHUYECKUX OOJE3HEHHBIX COCTOSIHMI. [IpyruMu (akropami, ONpeAeNsIOmNMH
JKEJTAEMBIH TIepUO TIONY>KU3HH B IIJIa3Me, SBISIOTCS TPEOOBAHUS UTUTEIEHOTO BO3AEHCTBUS Il 00eCIeYeHUs
MaKCHMaJIbHOH TepaneBTHIecKoi 3()(heKTHBHOCTH MO CPaBHEHHIO C CONYTCTBYIOLIEH TOKCHKOJIOTHEH BCIIEACT-
BUE JUTUTEJILHOTO BO3ACUCTBUS CPENCTBA.

CenexTuBHOCTE: HekoTOphIe IENTHAHBIC TUTAHABI TI0 HACTOSIIEMY H300pETCHUIO TEMOHCTPUPYIOT CEJIeK-
TUBHOCTH B oTHOIIeHHH MT 1-MMP, HO He cITOCOOHBI MMEPEKPECTHO B3aMMOICHCTBOBATH ¢ TAKMMH H30(opMaMu
MMP, kaxk MMP-1, MMP-2, MMP-15 u MMP-16.

®apManeBTHYECKH MPpUeMJIeMble COJIH

CrieryeT IOHMMATh, 9TO COJIEBbIE (POPMBI BXOIAT B 00BEM JAHHOTO U300PETEHWSI, U CCHUIKH Ha TIETITH]I-
HBIE JINTaHIBI BKIIOYAIOT COJIEBBIE ()OPMBI YKa3aHHBIX JIUTAHIOB.

Cony 1o HacTOsIEMY M300pPETEHHIO MOXKHO CHHTE3UPOBATH M3 MCXOJHOIO COCIMHEHHMS, COJEpIKAIIEro
OCHOBHOHM WJIM KHCJIOTHBIH (pparMeHT, C MOMOIIBIO OOBIYHBIX XUMHYECKUX METOJOB, TAKUX KaK METOJbI, OIH-
cannbie B Pharmaceutical Salts: Properties, Selection, and Use, P. Heinrich Stahl (Editor), Camille G. Wermuth
(Editor), ISBN: 3-90639-026-8, TBepaplii neperuier, 388 crpaunui, aBryct 2002 r. OObIYHO Takue CONM MOTyda-
10T ITyTeM B3aMMOJCHCTBHSI CBOOOAHBIX KUCIOTHBIX MJIM OCHOBHBIX ()OPM YKa3aHHBIX COEIMHEHHUI C MOJIXO0Js-
MM OCHOBaHHMEM HJIM NOAXOSIIEH KHCIOTOH B BOJE WIIM B OPTaHUYECKOM PAaCTBOPHUTEIIE, HIIM B UX CMECH.

Kucnotao-agauTuBHBIE COMM (MOHO- MIIM AM-COJIH) MOXKHO TMOJYYHTH C MICIIOJIB30BAaHUEM IIHPOKOTO psiaa
KHCJIOT, KaK HEOPTaHUYECKUX, TaK M OpraHm4YecKuX. [IpuMeps! KHCIOTHO-aJAUNTUBHBIX COJIEH BKIIIOYAIOT MOHO-
WA TU-COJTH, TIOyYEHHBIE C NCTIONB30BaHUEM KUCIIOTHI, BRIOPAHHOM M3 TPYIIIBI, COCTOSAIICH U3 YKCYCHOM, 2,2-
TIUXIIOPYKCYCHOH, aTUITUHOBOM, allbTHHOBOM, ackopOnHOBOM (Hanmpumep, L-ackopOuHOBO#), L-acmaparnHoBoi,
Oen3oincynbhoHOBON, OCH30MHOM, 4-arieTaMuI00eH30HHOM, OyTaHOBOM, (+)kaMdopHOH, kKaMpopocyTbHOHOBOH,
(H)-(1S)-xamdpop-10-cynbpoHOBOH, KaNpHHOBOH, KalPOHOBOH, KalpWJIOBOH, KOPUYHOH, JIMMOHHOM, IMKJIaMH-
HOBOM, OJELWICEPHOH, 3TaH-1,2-1ncynb(oHOBOH, 3TaHCYIb()OHOBOH, 2-THAPOKCUITAHCYIb(HOHOBOM, MypaBb-
MHOM, (pyMapoBOH, rajakTapHOW, TeHTH3MHOBOH, TIIIOKOT€NITOHOBOW, D-TIIIOKOHOBOH, TIIIOKYpOHOBOW (Harpu-
Mep, D-TIoKypOHOBOM KHUCTIOTHI), TIYTaAMUHOBOW (Harmpumep, L-TIryTaMHHOBOI), 0.-OKCOTITYTapOBOM, TIHKOJIE-
BOM, THIIYPOBOH, I'aJJOT€HOBOJOPOAHON KHCIOTHI (HAampumep, OpOMHCTOBOIOPOIHON, XJIOPHCTOBOJIOPOIHOM,
HOJIMCTOBOJIOPOTHOM), N3ETHOHOBOHM, MOJIOUHOH (Hampumep, (+)-L-monounoH, (+)-DL-Momo4HO#), 1akTOoOHO-
HOBOM, MaJIeMHOBOH, sI0J109HOM, (-)-L-s10109H0#, ManoHoBoH, (+)-DL-MUHIAIEHOHN, MeTaHCYIb()OHOBOM, Ha(-
TaJIMH-2-cyNb(OHOBOW, HadTanuH-1,5-aucynbpdoHoBo, 1-runpoxcu-2-HadTONHOW, HUKOTHHOBOH, a30THOH,
OJICMHOBOM, OPOTOBOH, IIIaBeJIE€BOH, MAJIbBMUTHHOBOW, TAMOWHOBOMH, ()OCOPHOH, TPONHOHOBOH, MUPOBHHOTPAI-
HOW, L-TIMpOoriIlyTaMUHOBOM, CaTUIMIOBOH, 4-aMHHOCATHIIMIOBOW CCOAIMHOBOM, CTCApUHOBOM, STHTAPHOM, cep-
HOM, TyOunbHOM, (+)-L-BHHHOHN, THOLMAHOBOM, M-TOIXYOJICYIH(OHOBOH, YHACIMICHOBON U BaJepHaHOBOH KH-
CJIOT, a TaK)Ke allMUINPOBAHHBIX AMHHOKHUCIIOT ¥ KATHOHOOOMEHHBIX CMOJL.

OpmHa KOHKpETHas TpyIIa COJiel COCTOWT M3 COJISH, MONMYYSHHBIX M3 YKCYCHOM, COJNITHON, HOTUCTOBOIO-
ponHoii, hochopHO, a30THOM, CEPHOH, TUMOHHON, MOJIOYHOM, STHTAPHOH, MAJIEMHOBOM, SIOJIOYHOM, U3ETHOHO-
BOH, (hymapoBoi, O€H30ICYTHHOHOBOH, TOMYOJICYTb(POHOBOM, CEpHOW, METaHCYJIb()OHOBOW (Me3WiaT), ITaH-
cynb(hoHOBOH, HAPTATUHCYIIH(QOHOBOM, BaJepUaHOBOM, ITPONIAHOBOM, OyTaHOBOM, MaJOHOBOH, TITIOKYPOHOBOH U
JMAKTOOMOHOBOM KucioT. KOHKpeTHass coyib MpencTaBisaeT co0oi ruapoxmopui. Jpyroil KOHKPETHOH COJBIO
SBJISIETCS alleTar.

Ecnu coennHeHune SBIsETCSI aHMOHHBIM WM COACPXKUT (DYHKIMOHAIBHYIO TPYIITY, KOTOpas MOXET OBITh
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annonHo# (Hampumep, -COOH moxer mpeBpamatbes B -COO’), TO MOKHO TOJIYYHTH COJIb, 00Pa30BaHHYIO Op-
TaHUYECKUM WJIM HEOPTaHUYECKUM OCHOBAHHUEM, T€HEPUPYIOLIUM MOIXOIAIMNNA KaTHOH. [IpuMephl moaXo X
HEOPraHWYECKNX KaTHOHOB BKJIFOYAIOT, 6€3 OrpaHMYeHHs, HOHBI IEJTOYHBIX METaIoB, Takue Kak Li’, Na" n K,
KATHOHBI IIET0YHO-3eMEbHBIX MeTaIIoB, Takue kak Ca’  u Mg”', n npyrue xarnonsl, Takue kak A’ wm Zn'.
[IpuMepsl TOIXOAAMMX OPTraHMYECKUX KaTHOHOB BKIIOYAIOT, 63 OrpaHHueHHs, HoH aMMoHus (T.e. NH,') u
3aMeIleHHbIe NOHBI aMMOHHUS (HAIpUMep, NH;R™, NH,R,", NHR;", NR4+). IIpumepamMu HEKOTOPBIX MOAXOMS-
IIUX 3aMEIICHHBIX HOHOB aMMOHWS SIBIISIFOTCS MOHBI, TIOJTYYCHHBIC M3 METIWJIAMUHA, 3TUIAMUHA, JMATHIAMIHA,
MPOTNMJIAMHHA, IUIMKIOTCKCIJIAMHIHA, TPUATHIAMHHA, OyTHJIaMHUHA, STHICHINAMIHA, dTAHOJIAMHHA, TUITAHO-
JAMWHA, MHIEpa3uHa, OcH3WIaMuHa, (DeHUIOCH3WIAMIHA, XOJIHUHA, METIYMHUHA M TPOMCTAMHUHA, a TAKXKE W3
AMHUHOKHUCIIOT, TAKUX KaK JIM3WH W apruHuH. [IpuMepoM OOBIYHOTO MOHA YETBEPTHYHOTO aMMOHHS SBISCTCS
N(CHs),".

Eciu mentuapl mo HacTosAIeMy W300pETCHHIO COACPIKAT aMUHOTPYIIY, OHH MOTYT OOpa30BBIBATH COJH
YETBEPTUYHOTO aMMOHHUS, HApUMED, B pe3yJIbTaTe B3aUMOJAEUCTBUS C AIKWIMPYIOMIUM CPEACTBOM IO CIOCO-
0aM, XOpOIII0 U3BECTHBIM CIICIUANUCTY B TaHHOU oOyacTu. Takue cOeTUHEHUS YeTBEPTUIHOTO aMMOHUS BXOJISAT
B 00EM NIETITHJIOB TI0 HACTOSIIEMY H300pETEHHIO.

MoandunupoBaHHble IPOU3BOIHBIE

CrnenyeT mOHUMATh, YTO ONPEACICHHBIC 37IeCh MOTU(HUIIMPOBAHHBIE TIPOU3BOAHBIC MTENTHIHBIX JTUTAHIOB
BXOZSIT B 00bEM HACTOSAIIETO M300peTeHns. [IpuMeps! Takux MOIXOMSIINX MOAU(DUIINPOBAHHBIX MPOU3BOIHBIX
BKITIOUAIOT OJHY WK Oojiee MOTU(HUKAIINH, BEIOpAaHHBIX M3: N-KOHIEBBHIX W/MiM C-KOHIEBBIX MOAM(PHUKAINH;
3aMEHBI OJTHOTO FUIM 00Jiee aMHHOKHCIOTHBIX OCTaTKOB OJHUM WJIH 0OJiee HePUPOTHBIMH aMUHOKHUCIOTHBIMH
ocTaTKaMH (HaIpuMep, 3aMEHBI OJTHOTO WM 0oJjiee MOJISIPHBIX aMHHOKHCIOTHBIX OCTAaTKOB OTHOW WM OoJee
HU30CTEPUYCCKIMHU WIIH U303JICKTPOHHBIMU aMUHOKHCIOTAMHU;, 3aMEHBI OJTHOTO WIIM OO0Jiee HEMOJSAPHBIX aMHHO-
KHUCJIOTHBIX OCTaTKOB APYTUMHU HEMPHUPOAHBIMU HU30CTEPUUECKUMHU WIM M303JEKTPOHHBIMU aMHHOKHUCIOTAMU);
JI0OaBIICHUS CTICHCEPHON TPYIIIBL; 3aMEHBI OJTHOTO WIIA 00JIee YYBCTBUTCIBHBIX K OKUCICHHIO aMUHOKHCIOTHBIX
OCTaTKOB OJIHUM WJIHM 00JIee YCTOMYMBBIMHU K OKHUCIICHHIO aMUHOKHCIOTHBIMH OCTATKaMH; 3aMCHBI OJHOTO WU
0oyiee aMITHOKHCIIOTHBIX OCTAaTKOB Ha aJJaHWH, 3aMEHBI OAHOTO TN OoJiee L-aMIHOKHCIIOTHBIX OCTATKOB OIHUM
i O6onee D-aMUHOKUCIIOTHBIMHA OCTaTKaMu; N-aJIKWJIMPOBAHUS OJHOW WM 0oJiee aMHIIHBIX CBSI3€H BHYTPH
OMIMKIIIYECKOTO TENTHAHOTO JINTaHJa; 3aMEHBl OJHON miH Ooyiee MEeNTHIHBIX CBSA3EH CyppOTraTHON CBS3BIO;
W3MEHEHHUS JITMHBI METNTHAHOTO OCTOBA; 3aMEIIeHHs BOAOPOAa Ha albda-yriepoie OJHOTO MU Oojiee aMHHO-
KHCJIOTHBIX OCTATKOB JIPYTOil XMMHUYECKOH IpymIioi, Moau(pUKaunyd aMHHOKHCIIOT, TAKMX KaK MUCTEUH, JIM3HH,
riIyTamaTt/acrapTaT ¥ THPO3HH, HOIXOIAIIMMH aMIHAMH, THOJIAMH, KapOOHOBOY KHCIIOTOW W peareHTaMu, B3au-
MOJICHCTBYIOIIUMHE C (PEHOJIOM, C IEThI0 (PYHKIMOHAIH3AIUN YKa3aHHBIX aMUHOKHUCIIOT, a TAKXKE BBEJACHUS WIIH
3aMEHBI AMUHOKHCIIOT C JOCTIXKCHHEM OPTOTOHAIBHBIX PEAKIIMOHHBIX CBOWCTB, 00CCIICYMBAOIINX (DYHKIIOHA-
JU3aLUI0, HAIPUMEP, AMUHOKUCIIOT, HECYILIMX a3UJIHbIe W aJIKUHOBBIE TPYMIBI, KOTOPHIE AETAI0T BO3MOXKHOU
(hYHKIIMOHATM3AIIMIO ATKHHOBBIMH HITH COJICPIKAIIUMHE a3H]] ()parMeHTaMU COOTBETCTBEHHO.

B oaHOM BapmaHTe OCYIIECTBICHUS MOTU(PHUIMPOBAHHOE MPOU3BOIHOE CONEPKUT Moaudukanuio Ha N-
koHie w/mmu C-koHIle. B pyroM BapuaHTe OCYIIECTBICHHS MOTUPHUIIMPOBAHHOE MPOU3BOIHOC MOTYYArOT ITy-
TeM N-KOHIIeBOH MOIU(UKAINK C HCIOJIH30BAHUEM MOIXOMAIINX PEareHTOB, B3aMMOACHCTBYIOMINX C aMHHO-
rpynmnoii, n/nmn C-KOHIIEBOH MOTU(PHUKAINN C UCTIOIF30BaHUEM ITOAXOAIINX PEareHTOB, B3aNMOCHCTBYIOIINX
¢ kapOokcurpynmoii. B npyrom BapmanTte ocymiecTBieHUs yka3aHHas N-KoHneBas win C-KoHIeBas Moauduka-
U BKITIOYaeT HoOasieHue 3¢ (GEeKTOPHON TPyNIbl, HEOTPaHNYHNBAIOIINMHI IIPUMEpPaMH KOTOPOU SIBISIOTCS ITH-
TOTOKCHYECKOE CPEICTBO, PATHOXENATOP MIIA XpOMOdop.

B npyrom BapuaHTe OCYIIECTBICHUS MOAU(DHUIMPOBAHHOE IIPOU3BOIHOE COACPIKUT N-KOHIICBYIO MOITU(U-
Kauio. B apyroM Bapuante ocyiecTBicHus N-KOHIIEBass MOAUGUKAIIHS BKIIOUACT BBeIeHHE N-KOHIICBOH arle-
TWIBHOW TPyMIbl. B 1aHHOM BapuaHTe ocCymiecTBICHHS N-KOHIIEBYIO IHUCTEHHOBYIO Tpymy (0003HAYaEMyIo
31ech kKak C;) KIMUPYIOT YKCYCHBIM aHTHIPUIOM WU APYTHMHU TMOJXOISAIIMMHI peareHTaMy BO BPEMS IESTITHUIHO-
0 CHHTE3a C TMOJYYCHHEM MOJEKYJbl, aleTHIUMpOBaHHON Mo N-koHIy. [IpenmyiiecTBOM AaHHOTO BapHaHTa
OCYILICCTBIICHUS SIBIIICTCS YAAJICHUE MOTCHIIMAIBHOTO YYaCcTKa PACclO3HABaHUS aMHHOTICTITUIA3aMU U M30exka-
HHUE BO3MOYKHOH JIerpafaliiyl OMIIMKINIECKOTO MENTHIA.

B anpTepHaTHBHOM BapHaHTE OCYIIECTBICHUS N-KOHIEBast MOAU(MUKAIINS BKIIOUAeT 100aBICHNE MOJIEKY-
JSIPHOW CTIEMCEPHOM TPYIITEI, KOTOpas 00JierdyaeT KOHBIOTanio APEKTOPHBIX TPYII U COXpaHEHHE aKTHBHOCTH
OMIMKIIIYECKOTO NENTHAA M0 OTHOIICHHIO K €r0 MUIICHH.

B npyrom BapuaHTe OCYIIECTBICHHS MOIUGHUIIMPOBAHHOE MTPOU3BOIHOE CONEPKUT C-KOHIEBYIO MOAN(HU-
Karuio. B npyrom BapmanTe ocymecTtBieHUs C-KOHIIEBass MOIMU(HUKAIMA BKIOYAET B ce0sl BBEACHUE aMHIHON
rpynmnel. B nanHOM BapuaHTe ocymiecTBieHUs C-KOHIIEBYIO IUCTCHHOBYIO Ipymiy (00o3Hauaemyto 3nech Ci)
MIPUCOEANHSIOT BO BpeMsl MENTUAHOTO CUHTE3a B BUJAE aMH/Ia C MOTYyYeHHUEM MOJIEKYJIbl, aMUAUPOBaHHOM mo C-
koHIy. [IpeumyIecTBO 1aHHOTO BapHaHTa OCYIIECTBICHUS 3aKII0YaeTCs B yIaJCHUH MOTEHIIMAILHOTO y4acTKa
pacro3HaBaHus KapOOKCHUITCIITHIA30M U CHUKEHUH BO3MOXKHOCTH MPOTECOJUTHYCCKON JCTPagallii OUIIMKIINYC-
CKOT'O IenTHja.

B oxgHOM BapmaHTe OCYIIECTBIICHHUS MOAU(DUITUPOBAHHOE MPOU3BOIHOE COACPIKUT 3aMEHY OJTHOTO WK 00-
Jilee aMHHOKHCIIOTHBIX OCTaTKOB OJHUM WJIM 0oJiee HENPHUPOAHBIMH aMHUHOKHCIIOTHBIMH OCTaTKaMH. B maHHOM
BapHaHTE OCYIIECTBICHUS MOTYT OBITh BBIOpPaHBI HEHPHUPOIHBIE AMHHOKHCIIOTBHI, COIEpIKAIINe H30CTepHUde-
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CKHE/U303JICKTPOHHBIC OOKOBBIC IICMH, KOTOPBIC HE PACIIO3HAOTCS JCTPAAUPYIONIMMHU MIPOTEa3aMH M HE OKa3bl-
BaIOT KaKOT0-TH00 HEOIArompHusATHOTO BO3ACHCTBYSI HA AKTHBHOCTh B OTHOIIICHUN MHIIICHH.

AJBTEpHATHBHO MOKHO HCITOJB30BAaTh HEMPHUPOAHBIE AMUHOKHCIIOTHI, COJIEpKAIIHe POCTPAHCTBEHHO OT-
paHWYCHHBIE OOKOBBIE IETH, 00ECIIEYNBAONTNE KOH(OPMAIIMOHHBIE U CTEPUUECKUE 3aTPYTHECHUS IS IPOTEO-
JUTUYECKOTO THAPOJIHM3a COCEAHEH MENTHIHON CBS3M. B WacTHOCTH, B KadecTBE TaKMX aMHUHOKHCIOT MOKHO
WCIIOJIb30BaTh aHAJIOTHB MPOJIMHA, aMHHOKHCIOTH ¢ 00beMHBIMI OOKOBBIMH HETsIMH, C-Ii3aMenIeHHbBIEC TPON3-
BOJHBIE (TaKWe KaK aMHHOM30MACIsTHash KucioTa, Aib) M IUKI0aMHUHOKHUCIIOTHI, MPOCTOE MPOU3BOIHOE MPEI-
CTaBJSIET COO0H aMUHOITUKIIOTPOTIHIIKAPOOHOBYIO KHUCIIOTY.

B omHOM BapmaHTe OCYIIECTBICHUS MOIU(MHUIIMPOBAHHOE MPOU3BOJAHOC MOIYYAIOT IYTEM J00ABICHHS
crieiicepHO rpynnel. B apyroM BapuaHTe OCYIIECTBICHUS MOTUPHUIIMPOBAHHOE MPOU3BOTHOE MOTYIAIOT ITyTEM
nobGasienus crielicepHoi rpynibl k N-konneBomy muctenny (C;) n/unm C-konueBomy nuctenty (Cy;).

B oxgHOM BapmaHTe OCYIIECTBIICHHUS MOAU(DUITUPOBAHHOE MPOU3BOIHOE COACPIKUT 3aMEHY OJTHOTO WK 00-
Jiee YyBCTBUTEILHBIX K OKHUCICHHIO aMHHOKUCIOTHBIX OCTATKOB OJHUAM WJIH 00Jiee YCTOHYHUBBIMU K OKHCIICHUIO
AMHHOKHUCIIOTHBIMU OCTaTKAMH.

B oxgHOM BapmaHTe OCYIIECTBICHHS MOAUMDUITIPOBAHHOE IPOU3BOAHOE COACPKUT 3aMEHY OJHOTO MK 60-
Jiee 3apsHKEHHBIX aMUHOKHCIOTHBIX OCTATKOB OAHUM HIIH Oosiee THAPO(GOOHBIMH aMHHOKHUCIOTHBIMH OCTaTKa-
MU. B anpTepHaTHBHOM BapuaHTE OCYIIECTBICHHUS MOANDHUIIPOBAHHOE MTPOM3BOTHOE CONEPKUT 3aMEHY OJTHOTO
nn 6osee THAPOGOOHBIX aMUHOKHUCIOTHBIX OCTATKOB OJHMM WM 0ojee 3apsHKeHHBIMH aMHHOKHCIOTHBIMH
octaTkamHu. IpaBuibHBINA O6amaHC 3apsDKEHHBIX U THAPO(POOHBIX aMHHOKUCIOTHBIX OCTATKOB SIBIISIETCS Ba)KHOMN
XapaKTepUCTHKON ONIMKIMYECKIX NeNTHAHBIX JuranioB. Hanpumep, ruapodoOHbIe aMUHOKHCIOTHBIE OCTaTKH
BJIMSIFOT HA CTCIICHb CBSI3bIBAHUS TUIA3MATHUCCKUX OCIKOB M, CICIOBATCIBHO, HA KOHIICHTPAIMIO CBOOOTHOU
JIOCTYITHOW (ppakiuu B TUIa3Me, TOT/Ia KaK 3apsDKCHHBIC aMHHOKHUCIOTHBIC OCTATKHU (B YaCTHOCTH, apTHHUH) MO-
TYT BIIUATh HA B3aMMOJACHUCTBHUE menTuAa ¢ GochOoIUMUIHBIME MEMOpaHaMu Ha TIOBEPXHOCTH KieTok. Couera-
HHUE JIBYX YKa3aHHBIX BHJIOB aMHHOKHCIIOT MOKET BIMATH Ha TIEPHOJ MONTYBBIBEICHUS, 00BEM pacpeieiICHUs U
9KCIO3HIIUIO MENTHIHOTO JICKAPCTBEHHOTO CPEJICTBA M MOXKET OBITh ONTUMU3UPOBAHO B COOTBETCTBUH C KIIMHU-
YEeCKHM pe3ynbraToM. KpoMe Toro, mpaBUiIbHOE COYETaHNE 3apsSHKEHHBIX aMUHOKHCIOTHBIX OCTaTKOB M THIPO-
(hoOHBIX aMHHOKHCIIOTHBIX OCTATKOB M MX YHCIIO MOXET YMCHBIIUTH Pa3IpaKCHWE B MECTE WHBEKIHU (ECIn
MEeNTHIHBIHN MpernapaTt BBOAAT ITOIK0XKHO).

B oxgHOM BapmaHTe OCYIIECTBICHHS MOAUMDUITIPOBAHHOE IPOU3BOAHOE COACPKUT 3aMEHY OJHOTO MK 60-
Jiee OCTaTKOB L-aMUHOKHCIOT OTHUM Wi Ooisiee octaTkamu D-amuHOKHCIIOT. CYUTAETCS, YTO NAHHBIN BapuaHT
OCYILIECTBIICHHS TTO3BOJISICT YBEIMYUBATD NMPOTEOIUTHIECKYIO CTAOMIBHOCTD 33 CYET CTEPUIECKUX 3aTPyIHEHUN
1 3a c4eT cnocoOHOCTH D-aMMHOKHUCTIOT cTabmIn3npoBaTh kKoHpopmanuu B-u3ruoos (Tugyi et al. (2005) PNAS,
102 (2), 413-418).

B ogHOM BapmanTe MOAMMUIMPOBAHHOE MPOHU3BOJHOE MOMYYAIOT IyTEM YAAJICHUS JFOOBIX aMUHOKHCIIOT-
HBIX OCTATKOB M 3aMCHY MX Ha OCTATKH ajlaHWHA. [I[peMMyIIecTBOM TaHHOTO BapHUaHTa OCYIICCTBICHUS SBISCTCS
yAaJieHue MOTEeHIMAIBHOTO caiiTa (CaliToB) MpOTEOIUTUYECKON aTaky.

CrnemyeT OTMETHTH, YTO KaXKIYI0 W3 BBIMICYMOMSHYTHIX MOIM(HUKANUN MPETHAMEPECHHO OCYIIECCTBIISIOT
JUTSL TIOBBIIIICHUS] aKTUBHOCTH IJIM CTa0WIBHOCTH mentuaa. JlampHelero, 00ycIoBICHHOTO MOIH(DUKAIIUSIMHE,
TIOBBIIICHHS aKTHBHOCTH, MOYKHO JOCTHYH C TOMOIIBIO CICAYIOMINX MEXaHU3MOB!

Brenenne ruapodoOHBIX GparMeHTOB, THAPOGHOOHOCTh KOTOPHIX MPUBOJNUT K CHIKEHUIO CKOPOCTEH JHC-
COIIMAIH, M, KaK CIICICTBHE, K TIOBBIIICHUAIO CPOJICTBA,;

BBenenne 3apspKeHHBIX TPYII, KOTOPBIE XapaKTEePHU3YIOTCSI HOHHBIMH B3aWMOJICHCTBUSMH JaIbHETO JIeii-
CTBHSI, IPUBOAALINMH K TIOBBIIICHUIO CKOPOCTEH acCOIMAIMH W, CJIEIOBATENFHO, CPOJACTBA (CM., HAaIpHUMED,
Schreiber et al., Rapid, electrostatically assisted association of proteins (1996), Nature Struct. Biol. 3, 427-31); u

BBenenvie B menTHI JOMOIHUTEIHHOTO MIPOCTPAHCTBEHHOTO OTPaHUUCHHS, HAIPUMED, ITyTEM HaJJIeKalle-
TO MPOCTPAHCTBEHHOTO OTPaHUYCHUSI OOKOBBIX I[ETIE aMHHOKHUCIIOT, YTOOBI MTOTEPs SHTPONHMH ObLITA MUHIMAJTb-
HOW TIPU CBSI3BIBAHWH C MUIICHBIO, MPOCTPAHCTBEHHOI'O OTPAHMYCHHS TOPCHOHHBIX YIJIOB OCHOBHOH ILIEIH TaK,
YTOOBI TIOTEPSl PHTPONMHUH ObLJIA MUHUMAIHHON TPHU CBSI3BIBAHUU C MUIICHBIO, U BBEICHUS JOTIOJHUTCIBHBIX
MUKIA3AIUH B MOJICKYITY 1O UACHTUYHBIM MPUYHHAM.

(0030psI MOkHO HaiiTh B Gentilucci et al, Curr. Pharmaceutical Design, (2010), 16, 3185-203 u Nestor et
al., Curr. Medicinal Chem (2009), 16, 4399-418).

H30TONHBIE BAPUAHTHI

Hacrosimmee m3o0peTeHne BKIIIOYAET BCE (apMaleBTUUIECKH TpHeMIIeMble (pario)U30TON-MEUCHBIE ITell-
TH/IHBIE JIUTAHABI TI0 HACTOAIIEMY M300pETEHHIO, B KOTOPHIX OJWH MIJIM HECKOJIBKO aTOMOB 3aMEHEHBI aTOMaMH,
MMEIOIIUMH TaKOH e aTOMHBI HOMEp, HO aTOMHYIO MacCy MM MacCOBOE YHUCIIO, OTIIMYHBIE OT aTOMHOM MacCHI
WIA MacCOBOTO YHCIA M30TOMA, OOBIYHO BCTPEYAIOIIETOCS B MPHUPOJC, a TAKKE MENTHIHBIC JUTaHIBI MO Ha-
CTOAIIEMY H300PETCHHIO, K KOTOPHIM IPUCOCANHCHBI METaNIOXENATHPYIONINe Tpynbl (Ha3piBacMble "3 dek-
TOPHBIMU"), KOTOPBIC CIIOCOOHBI yICPXKUBATH PEICBAHTHBIC (PaJMO0)U30TONBI, W MENTUAHBIC JIMTAHIBI MO Ha-
CTOSIIEMY H300pPETCHHIO, B KOTOPBIX ONpe/AeiICHHbIC (HYHKIIMOHAIBHBIC TPYIIBI KOBAJICHTHO 3aMEIICHBI COOT-
BETCTBYIOIIUMHU (PaIr0)U30TOAMH WK (PYHKIIMOHAIEHBIMU TPYIIIAMH, MCYCHHBIMHA U30TOIAMH.

[IpuMepsl H30TOIOB, MOIXOASIINX JJIs BBSJACHUS B IENTHAHBIC JIMTAHBI IO HACTOSIIEMY U300pETCHUIO,
BKJTIOUAIOT H30TOIBI Boxopoxa, Takue kak “H (D) u °H (T), yriepoxa, takue kak ''C, °C u "*C, xopa, Takue
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Kak 36Cl, (ropa, Takme Kak 18p , HoJ1a, TaKkue Kak 1231, BTy ml, a30Ta, TaKHe Kak BN u ISN, KHCIJIOpPOJia, TaKHUE
Kak 150, "Ou 180, tdocdopa, Takue Kak 32P, CEephl, TAKUE KAK 358, MEeaH, TAaKUE Kak 64Cu, rajiivs, TaKue Kak Ga
WA 68Ga, WUTTPUS, TAKHE KaK 90Y, JIFOTEINS, TaKHE Kak 177Lu, U BUCMYTa, TaKUE KaK 23g;,

HexoTtopbie M30TOMHO-MeUeHHBIE TENTHIHBIE JIUTAH/IBI TI0 HACTOAIIEMY M300peTeHHUI0, HapuMep, coaep-
JKalle PagnOaKTUBHBIA H30TOI, MOXXHO HCIIONB30BATh IS HMCCIIEINOBAaHUS paclpeneeHus JIEKapCTBEHHBIX
CPEICTB /WK CyOCTPaTOB B TKaHAX. [leNTHAHBIC TUTaH/IBI IT0 HACTOAIIEMY H300PETCHHIO MOTYT JOTOIHHUTEINb-
HO 00JajmaTh EHHBIMH IHArHOCTHYECKUMH CBOMCTBaMH, Oxarofapsi KOTOPHIM WX MOXKHO HCIOJB30BATH IS
JIETeKINH WIN UACHTH(GHUKAIUN 00pa3oBaHU KOMIUIEKCA MEXIY MEYEHBIM COCIMHEHUEM W APYTUMH MOJIEKY-
JIAMH, TAKAMHU KaK TENTUABI, OCTKH, (SpPMEHTH WIH pElenTopsl. B MeTomax ACTEKIUM WIN UICHTU(DUKAIIH
MOXXHO HCIIONIb30BaTh COEAWHEHUS, MEUCHHBIC TAKUMHU CPEJICTBAMHM, KaK palroM30TONbI, GhepMeHTHI, (iyopec-
IICHTHbIE BELIECTBA, JIOMHHECICHTHBIE BellecTBa (HAlpuMep, JIOMHHOJ, PON3BOJHbIEC JIIOMHHONA, JIIONH(e-
PHH, SKBOpHH U Jormdepasa) u ap. OcoOEHHO NIMPOKO MCHONB3YIOT TaKHe PaJloaKTHBHBIC H30TOIbI, KaK TPH-
uii, 1.e. °H (T), u yraepon-14, t.e. '*C, BcneacTsue mpoCTOTH MX BBEICHHUS U JCTEKIHM.

3aMmelnenne Goee THKEIBIME H30TONIAMH, TAKUMH Kak Aeiftepuii, Hanpumep “H (D), MoXkeT 1aTh ompese-
JICHHBIE TepaneBTUYECKUE MPEUMYIIeCTBa, O0OYCIOBICHHBIE OOJBIIEH MeTa0OIUYecKOH CTaOWIBHOCTBIO, Ha-
IprUMep YBEIMYSHHBIM NEPHOJOM TIONYKH3HH in Vivo, MM BO3MOXKHOCTBIO MCIOJB30BaHUS OoJiee HU3KUX J03,
M, CJI€IOBATEIEHO, MOXKET OBITh MPEINOYTHTEIEHBIM B HEKOTOPBIX 00CTOATEIbCTBAX.

3aMelleH e H30TONAMH, H3TyJaOIIMHI T03HTPOHEL, Takumu kak ' C, '°F, "0 n *N, MoxHo ucromnb3osats
JUTSI I3Y4YEHUS 3aHATOCTH MUIIICHH METOJIOM TIO3UTPOHHOH dMuccroHHON ToMorpaduu (ITDT).

MeueHble H30TOTIAMH COCIMHEHUS TMENTHAHBIX JIMTAHAOB TI0 HACTOAILIEMY H300pETeHHIO, KaK HPaBUIIO,
MOXHO TIOJIyYHTh C ITOMOIIBIO TPAaJULIMOHHBIX CHOCOOOB, M3BECTHBIX CHELHUANNCTaM B JaHHON 0OJacTH, WM
CIOCO0O0B, aHAIIOTHYHBIX OIMCAaHHBIM B IIPHUJIAraeMbIX IIPHMEpPax, ¢ UCIIOJIL30BAHHEM MEYEHOTI'O COOTBETCTBYIO-
MM H30TONOM peareHTa BMECTO paHee UCIOJIb3yeMOro HEMEUEHOTO PeareHTa.

IddexTopHbIe N PYHKIHOHATBHBIE TPYIIIbI

B cooTBeTCTBHU C APYrMM acmeKToM H300peTeHHe OTHOCUTCS K JIGKApCTBEHHBIN KOHBIOTAT, COJCPIKaIUi
OTIpEJICNICHHBIA 3/1eCh TENTHIHBINA JIMTaHl, KOHBIOTHPOBAHHBIN C OAHOW WiH OoJiee 3(P(HEKTOPHBIMHU H/HIN
(HhYHKIMOHATHLHBIMH TPYTIIaMH.

DddexTopHbie W/HUIK GYHKITMOHATIHHBIE TPYIIBI MOTYT OBITh TPHUCOSAMHEHBI, HarpuMep, K N- u/umm C-
KOHITY TTOJIMTIENTHA, K aMHHOKHCIIOTE BHYTPH HOJHIIECIITH/IA FITH K MOJIEKYJIIPHOMY KapKacy.

CooTtBeTcTByIOMe () PEKTOPHBIC TPYIITHI BKIIOYAIOT aHTUTENA U UX 4acTh uiau pparmentsl. Hampumep,
3 dexTopHas Tpyma MOXKeT copepkaTb KOHCTAaHTHBIA ydacTok Jyierkoit rnerm (CL) antutena, nomeH CHI -
skeqoi tenu anrurena, nomen CH2 tsoxenoii nenu antutena, noMeH CH3 Tspkenoil menu anTuTeIa, Wik IH000€e
MX COYETaHWE B JONOJHEHHUE K OJHOMY MJIM HECKOJIBKMM JJOMEHaM KOHCTAHTHOTO y4acTka. D¢ deKTopHas rpyr-
ma MOXKET TaKKe COACPIKATh MIAPHUPHBIN YUACTOK aHTUTENA (TAKOH Y9aCTOK OOBIYHO HAXOJUTCS MEKIY JOME-
Hamu CH1 u CH2 monekynst IgG).

B crnenyromem BapuaHTe OCYIIECTBICHHUS 3TOTO acrekTa n3o0peTeHus 3¢ GeKTopHas rpymnmna corjiacHo Ha-
cTosieMy H300peTeHuro mpezacrasisier coboit Fe-yuactok monekysnsl IgG. IIpennodrurenbHO NENTHIHBIA JIH-
raua-3¢GHeKTopHas TPYIIa COTIACHO HACTOSAIIEMY U300PETEHHIO COACPKHUT WIIH BKIIOYACT THOPHT TIETITH THBIHA
murana-Fe, nmeromuii nepuo Nomy>ku3Hy tf aeHs uim Oosee, nBa qHA Win Oornee, 3 nHS wim Oonee, 4 aHS WIN
Oonee, 5 mHelt umm Gonee, 6 aHel umu Oonee, wim 7 mHeH nau 6oee. Hanboee mpeAmoYTHTEIHLHO TIENTHIHBINA
JITaHZ COTJIACHO HACTOSAIIEMY M300pPETEHHIO BKIIIOYAET MW CONEPXKUT THOpHI MEeNTHAHBIN auraHn-Fc, nMmero-
Ui IepHOA OTYKU3HHU tB, OUH AeHb 1 OoJee.

OYyHKINOHANBHBIE TPYIIHI BKIIOYAIOT, KaK MPAaBUJIO, CBA3BIBAIOIINE TPYIIIH], JEKAPCTBCHHBIE CPENICTBA,
PEaKTHBHBIC TPYMIIBI AJIST IPUCOCTMHEHUS APYTHX (HparMeHToB, (yHKIHOHAIBHBIC TPYIIIHI, KOTOPBIE CIIOCOOCT-
BYIOT 3aXBaTy MaKpOUMKINYECKUX NENTUIOB KIETKaMH H T.II.

CriocoOHOCTh MENTHIOB IPOHUKATH B KJIETKU TTO3BOJISIET IENTHAAM JEHCTBOBATh MPOTUB BHYTPHKIETOY-
HBIX MUIICHEH. MUIIeHU, Ha KOTOPhIC MOTYT OBITh HANpPaBJICHBI MENTHIBI, CIIOCOOHBIC TMPOHUKATh B KJICTKHU,
BKITIOYAIOT (haKTOPBI TPAHCKPHUIIIINY, BHYTPUKICTOUHBIC CHTHAJBHBIC MOJICKYIIBI, TAKHE KaK THUPO3UHKUHA3EI, U
MOJIEKYJIBl, YYacCTBYIOIME B MYTH anonTo3a. OyHKIMOHANBHBIE TPYMIEI, 00eCIeYNBAIONINE TIPOHUKHOBEHUE B
KJICTKH, BKITFOYAFOT MENTH B WIH XUMHYCCKIE TPYIIIbL, IPUCOCTUHCHHBIC THOO0 K MENTUAY, TU00 K MOJICKYJIISp-
HOMY KapKkacy. MOXHO HCIIOJIb30BaTh TaKUE MENTHJBI, KaK MPOU3BOAHBIE, HanpuMep, VP22, HIV-Tat, romeo-
6okcHoro Oenka Drosophila (Antennapedia), Hampumep, kak onucano B Chen and Harrison, Biochemical Society
Transactions (2007) Volume 35, part 4, p821; Gupta et al. in Advanced Drug Discovery Reviews (2004) Volume
57 9637. IIpumepsbl KOPOTKUX MENTHIOB, KOTOPBIE, Kak OBUIO MOKa3aHo, d3(()EKTHUBHO MEPEHOCATCS Yepe3 Ia3-
MaTHUYecKre MeMOpaHbI, BKIIOUAIOT TENTHI TeHeTpaTHH n3 Oenka Antennapedia Drosophila (Derossi et al
(1994) J Biol. Chem. Volume 269 p10444), conepsxamniuii 16 aMHHOKHUCIIOT, "MOeNb aM(HUITaTHIECKOTO TETITH-
nma" (Oehlke et al (1998) Biochim Biophys Acts Volume 1414 p127), conepxaniyio 18 aMUHOKHUCIIOT, i OOTaThie
apruaiHoM y4actku Oenka TAT BUY. HenenrtumHele moaxo/ sl BKIIOYAIOT UCIIOIb30BAaHUE HU3KOMOJIEKYJISP-
HBIX UMUTaTOpOoB Wi SMOC, KOTOpbIe MOKHO JIETKO IPHCOETUHATh K Onomonekynam (Okuyama et al (2007)
Nature Methods Volume 4 p153). [Ipyrue XxuMudeckue CTpaTeryd, 3aKII0YalONINecs B 10OaBICHUH T'yaHHH-
HHMEBBIX TPYIII K MOJIEKYJIaM, TaK)KE YBEJINYMBAIOT NMpoHUKHOBeHUE B KieTku (Elson-Scwab et al (2007) J Biol
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Chem Volume 282 p13585). Monekybl ¢ HU3KOH MOJIEKYJISIPHOW Maccoi, Takhe Kak CTEPOMIbI, MOXHO IPHU-
COCJIMHUTH K MOJICKYJIIPHOMY KapKacy JIJIsl YBEJIMUCHHUS ITOTIIOMICHUS KIETKaMHU.

OmuH Kiacc (QYHKIIMOHATBHBIX TPYII, KOTOPhIE MOTYT OBITh NMPHCOEAWHEHBI K MENTHAHBIM JIHTaHIAM,
BKIIIOYAET aHTHUTENIA W WX CBS3BIBafONINe (GparMeHTsl, Takue kak Fab, Fv nnmm ogHomomennsie dparmentsl. B
YaCTHOCTH, MOYKHO HCIIOJIH30BATh aHTUTENA, KOTOPHIE CBSI3BIBAIOTCS C OENKaMH, CIOCOOHBIMHU yBEJIMYNBAThH IIe-
PHOJT TIOY>KU3HH MENTHIHOTO JIMTaH/a in Vivo.

B omHOM BapmaHTE OCYIIECTBICHHS NMENTHUIHBIN TUTaHA-3(Q(GEKTOpHAS TPYIIa COTJIACHO H300PETEHHIO
MMeEeT IEPUO/] TIOJTYKH3HH tB, BRIOpaHHBIN U3 IPyIIbI, cocTosmei u3: 12 4 unm 6onee, 24 4 unm Oonee, 2 1HEH
nian 6oinee, 3 guel nian 6onee, 4 auel win Oonee, 5 aHel wiM Oosee, 6 aHeH wiM Oosaee, 7 nHEl wim Oojee, 8
nHel nim 6oitee, 9 auer niau 6osee, 10 gHel wim 6onee, 11 nHel nun 6oiee, 12 guei uau Ooaee, 13 mHEH Wi
bonee, 14 mueit wnm Oonee, 15 muelt wiu Oonee, wim 20 gHel wiu Oonee. [IpeAmOYTHTENBHO MENTHIHBINA JIH-
raaa-3(dexkTopHas TpyIa Wi KOMIO3HUINS 10 H300pETeHHI0 IMEET NIepHO/] TTOTYXU3HH tf B auamazone ot 12
1o 60 4. B npyrom BapmaHTe OCYIIECTBIICHHS €0 MEPHOJ MOIYKH3HH tf3 cocTaBiIgeT oAMH JIeHb nin Oonee. B
CJICIYIOIIEM BapHAHTE OCYIICCTBICHUS IIEPHO/ OTYKI3HH HAXOIUTCS B JUana3oHe ot 12 1o 26 4.

B 0THOM KOHKpPETHOM BapHaHTE OCYILIECTBICHHS M300peTeHus (DYHKIIMOHAIBHAS TPYIINa BEIOpaHa U3 Xe-
JaTopa METaJUIOB, CIIOCOOHOTO OOpa30BBIBATh KOMIUICKCHI C PaJdOU30TONAMH METAJUIOB, MCIIONB3YEMBIMH B
MeEIUIIHE.

Bo3mosxHbie 3 ekTopHBIC TPYIITBI TaKkKe BKIFOYAIOT (EPMEHTHI, HAIPUMED, TAKHE KaK KapOOKCHUIICTITH-
naza G2, mis WCMOJIb30BaHMS B (DEPMEHTHOM/TPOJIEKAPCTBEHHOM Tepaluy, Iie MeNTHIHBIA JIUTaH 3aMEHSET
aaturena B ADEPT.

B o1HOM KOHKpPETHOM BapHaHTE OCYIIECTBICHHS n300peTeHus (HyHKIIMOHAIBHAS TPYIa BEIOpaHa u3 Jie-
KapCTBEHHOTO CPEJICTBA, TAKOTO KaK ITUTOTOKCHYECKOE CPEICTBO UL JeUeHHs paka. lloaxomsmue mpuMepsl
BKITIOYAIOT AJKIIINPYIOIINE CPEACTBA, TAKHE KaK IUCIUIATHH U KapOOIUIaTHH, a TAK)Xe OKCAIUIUIATHH, MEXJIOP3-
TaMuH, ukiIodochamun, xmopaMOynui, udochamu; aHTUMETAOOTUTHI, TaKUe KaK aHaJorH MypHHa, a3aTHO-
MPYH ¥ MEPKANTONYPHH, WU aHAJIOTH MUPUMUINHA; PACTHTEIILHBIC aIKAJIOUIBI ¥ TSPIICHOU B, BKITFOYAIOIINC B
ceOs amKanouIsl OapBUHKA, TAKWC KaK BUHKPUCTHH, BUHOJIACTHH, BUHOPEIOWH U BHHJC3UH, TOA0(UIIOTOKCHH
U €ro MPOMU3BOTHBIC ATOMO3H]] U TCHHUITO3MT; TAKCAHBI, TAKHE KaK MAKIUTAKCEN, IEPBOHAYAIEHO U3BECTHBIN KaK
TaKCOJI; HHTUOUTOPHI TOTIOM30MEpa3bl, TAKHE KaK KaMOTOTCIMHBI: UPUHOTCKAH M TOMOTEKAH, H WHTUOUTOPHI
tuna I, Takue Kkak aMCcakpuH, STOMO3MI, 3TONO3uAa pocdaT u TeHUNo3ua. [pyrue cpeacTsa MOTyT BKIFOYATh B
ce0s MPOTHBOOITYXOJICBBIC AHTUOMOTHKH, TAKUEC KAaK UMMYHOJICTIPECCAHT NAaKTHHOMHIIMH (KOTOPBIA UCTIONB3YCT-
Csl IPH TPAHCIIAHTAIIMH TTOYEK), JOKCOPYOHUITHH, STTUPYOHUIIHH, OJICOMUIINH, KATUXEMUIINHBI U JPYTHE.

B npyrom KOHKpEeTHOM BapHaHTE OCYIIECCTBICHHS M300pETeHUS IUTOTOKCHYECKOE CPEICTBO BBIOPAHO W3
MaiTaHCUHOWAOB (TakuX kak DM 1) nim MoHOMeTHIayprCcTaTHHOB (Takux kak MMAE).

DMI npencrasiser co00i MUTOTOKCHYECKOE CPEJCTBO, KOTOPOE MPEICTABISIET COO0H THOJICOAEpKAIIee
MIPOM3BOTHOE MAWTAaHCHHA H UMEET CIEAYIOIIYIO CTPYKTYPY:

Monometrmnaypuctatid E (MMAE) npeacraBiseT co00W CHHTETUYECKOE ITPOTHBOOITYXOJIEBOE CPEICTBO
U IMEET CIEIYIOIYIO CTPYKTYpPY:
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B crnenyromeM KOHKPETHOM BapHaHTE OCYIIECTBICHHS N300PETEHUsI IUTOTOKCHYECKOE CPEACTBO BBIOPAHO
n3 MmoHoMmetmnaypuctatuia E (MMAE). [lannsle, npencraBieHubie Ha ¢ur. 1 1 B Ta0n. 4 U 5, AEMOHCTPUPYIOT
3¢ (eKTH NENTUAHBIX JIMTAH0B, KOHBIOTHPOBAHHBIX C TOKCUHOM, conepxkamum MMAE.

B omHOM BapmaHTE OCYIIECTBICHHUS IHUTOTOKCHYECKOE CPEACTBO CBS3aHO C OMIMKIMYCCKUM IEHTHIOM
pacCIeIIIeMO CBS3bI0, TAKOW KaK TUCYIb(UIHAS CBS3b MM YyBCTBUTEIbHAS K MpOTease CBA3b. B momonHu-
TEJILHOM BapHaHTE OCYIIECTBICHHUS TPYIIIBI, CMEXHBIE C TUCYIbOUAHON CBA3BI0, MOIU(PHUIMPYIOT, YTOOBI KOH-
TPOIHUPOBATH OJIOKUPOBKY IUCYITb(PHUIHON CBSA3M M, TAKUM 00pa3oM, CKOPOCTh PACIIEIUICHIS U COITyTCTBYIOIIE-
TO BBICBOOOXKICHHS ITATOTOKCHIECKOTO CPENICTBRA.

B omyOnukoBaHHOW paboTe OmMpenessioT BO3MOXXHOCTh M3MEHEHUS UYBCTBUTECIBHOCTH AWCYIH(GUIHON
CBSI3M K BOCCTAHOBIJICHHIO IIyTEM BBEACHHUS CTEPHUUECKUX IPEMATCTBHHA C 00€WX CTOPOH TUCYNb()HUIHON CBA3N
(Kellogg et al. (2011) Bioconjugate Chemistry, 22, 717). bomee BbICOKas CTEIEHb CTEPUIECKUX 3aTPYIHECHUN
CHIDKACT CKOPOCTh BOCCTAHOBJICHUS BHYTPHUKIICTOYHBIM TITyTATHOHOM, & TAK)KE BHCKJICTOUYHBIMU (CHCTCMHBIMH)
BOCCTaHABIIMBAIOIIMMHU CPEICTBAMHU, B PE3yJIbTaTe YETO CHUKAETCS JIETKOCTh BBICBOOOXIICHHS TOKCHHA Kak
BHYTPH, TaK U BHE KICTKH. TakuM 00pa3oM, ONTHMAJIBHOM CTENCHH CTAaOMIBHOCTH TUCYIb(HIa B KPOBOTOKE
(KoTopast CBOUT K MUHHMYMY HEXeJaTelIbHbIC TOOOYHBIC A((EKTH TOKCHHA) IO CPABHEHUIO ¢ 3()(HEKTUBHBIM
BBICBOOOXKJICHHEM BO BHYTPUKJICTOUHYIO CpeAy (KOTOpPOE MaKCUMH3HPYET TEPANCBTUUCCKUN A(PPEKT) MOKHO
JIOCTUYB ITyTEM TIIATESIHFHOTO BEIOOpA CTEIICHH CTEPHUYCCKUX 3aTPYAHCHHUA ¢ 00EUX CTOPOH TUCYIb(OUIHON CBSI-
3M.

3aTpyIHEHHOCTh ¢ 00EMX CTOPOH AUCYIHGUIHON CBSA3M MOIYJIHUPYIOT ITyTeM BBEIEHHWS OJHOW WiH OoJiee
METWJIBHBIX TPYII JIMOO HAa HANpPaBISIONIeM (parMeHTe (31ech OUITUKITNIECKUI MENTH ), THO0 Ha TOKCMHOBOH
CTOPOHE MOJICKYJISIPHOM KOHCTPYKIINH.

B onmHOM BapmaHTe OCYIIECTBICHHS ITUTOTOKCHYECKOE CPEACTBO W JIMHKEP BHIOMPAIOT M3 JIFOOBIX cOYeTa-
Hui, onrcaHHbIX B WO 2016/067035 (IMTOTOKCUYECKUE arcHTHI U JINHKEPHI BKITFOUCHBI B HACTOSIIEE OMUCAHHE
B KQYECTBE CCHLIKN).

B omHOM BapmaHTE OCYIIECTBICHUS JIMHKEP MEXKIY YKa3aHHBIM IIUTOTOKCHYCCKHM CPEICTBOM M YKa3aH-
HBIM OWIUKIMYCCKUM MENTHIOM COJCPKHUT OJMH WM HECKOJIBKO aMHHOKHCIIOTHBIX OCTAaTKOB. [Ipumepsl amu-
HOKHCJIOTHBIX OCTaTKOB, OJXO/IAIINX B KauecTBe JIMHKEpoB BKIrouatoT Ala, Cit, Lys, Trp u Val.

B oaHOM BapmaHTE OCYIICCTBICHUS MUTOTOKCHYECKOE CPeAcTBO BhIOpaHo u3 MMAE, a yka3aHHBIH Jie-
KapCTBEHHBIM KOHBIOTAT JOTOJHUTEIBHO COICPXKUT JHHKEp, BHIOpaHHbIM U3 -PABC-Cit-Val-rmyrapwr- wnu
-PABC-mukno6ytuin-Ala-Cit-BAla-, tne PABC npencrasisier coboii n-amuHoOeH3mikapbamar. [lonHyro uH-
dhopmanmio o MUKIOO0YTHII-CoAepKaleM JTHHKepe MokHO HaitH B Wei et al. (2018) J. Med. Chem. 61, 989-
1000. B npyroMm BapuaHTE OCYIIECTBIICHHS IIUTOTOKCHYIECKOE CPeICTBO BhIOpaHo 3 MMAE, a nuHkep mpen-
crapisietr coboit -PABC-Cit-Val-riyrapun-.

B oaHOM BapmaHTe OCYIIECTBICHHUS IIMTOTOKCHYECKOE CPEJCTBO MpencTaBisieT coboii MMAE, ounmkim-
yecknid menTun BeiOpaH u3 (B-Ala)-Sar10-ALPP- (SEQ ID NO: 17), a iuakep BoiOpan u3 -PABC-Cit-Val-
rytapui-. Ykaszanuslii BDC usBecten 31ech kak BT17BDCS58, xoTophelif cxeMaTHUECKH MOXKHO NPEACTaBUTh
CJIC/TYIOLTM 00pa3oM:
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N}U};@P/ )i)km@ jj fNJJ\/\)L sevole

HN
HZNAO
rne BICYCLE-NO07 o6o3nagaer (B-Ala)-Sar10-ALPP-(SEQ ID NO: 17), Takxe n3BectHslii kak (B-Ala)-
Sar10-A-(17-120-09-T03)HArg2HArg9).
Jlannble, npuBeaeHHble Ha (ur. 1 u B Ta0n. 4 1 5, CBUACTEILCTBYIOT O HAIMYUN MPOTHBOOITYXOJIEBOH aK-
THUBHOCTH.

BT17BDC-58

Cunre3

[MenTuapl MO0 HACTOSIIEMY M300PETEHUIO MOYKHO TIOYYUTh CHHTETUYECKUM ITyTEM C TIOMOIIBIO CTaHAapT-
HBIX METOIOB C IOCJEIYIONINM B3aUMOICHCTBHEM C MOJICKYJISIPHBIM KapKacoM in Vvitro. 3aTeéM MO>KHO HCIIOJIb-
30BaTh CTAHJAPTHBIE XHMHWUYECKHE METOBl. DTO oOecreunuBaeT ObICTpOe KpyImHOMAcITabHOE TMOJydeHHe pac-
TBOPHMOTO BEIIECTBA JJIsI MOCICAYIOMINX SKCIIEPUMEHTOB MM MPOBEPKH. Takue crocoObl MOKHO OCYIIECTBHUTh
C UCTIOJIh30BAaHUEM OOBIYHBIX XUMHUYIECKUX METOJIOB, TAKMX Kak onmucaHHble B Timmerman et al. (Beime).

TakuM 06pa3oM, H300peTEeHNE TaKKe OTHOCHTCS K MOIYYCHHUIO MOJIMIEITHAOB, BHIOPAHHBIX B COOTBETCT-
BUHM C HACTOSIIMM HM300pETEHHEM, I'Jie TPOU3BOJCTBO BKJIIOYACT HEOOs3aTENIbHBIE JIOTIOIHUTEIbHBIEC CTaJIHH,
ONMCaHHbIE HWXKE. B 0lHOM BapMaHTE OCYIIECTBICHHS YKa3aHHBIC CTaJUM IPOBOAAT Ha KOHEYHOM MPOIYKTE
MOJIMTETITH/IA, TIOYYEHHOM ITyTeM XMMHUYECKOTO CHHTE3a.

[MenTunsl TakkKe MOXHO YUIMHWUTH, HAaIlpUMep, MU JOOaBIEHUS APYroil MEeTiM M, CIeI0BaTEIbHO, JUIA
BBEJ/ICHHS HECKOJIBKUX CIIeIM()UIHOCTEH.

IMenTun MOKHO yUIMHUTH C MOMOIIBIO OOBIYHBIX XMMHUUYECKHX METOAOB 10 N-KkoHIy win C-KOHILY, WM
BHYTpH II€TEIb C UCIOJIb30BAHHEM OPTOTOHAIBHO 3AIUIICHHBIX JM3MHOB (M MX aHAJIOrOB) C MOMOUIBIO CTaH-
JIAPTHBIX METOJIOB TBepAO(a3HOW XUMHH WM KuAKo(pazHo xumun. CTaHIapTHBIE METOABI (0MO)KOHBIOTAINH
MOYKHO WCIIOJIb30BaTh JJIsl BBECHHUS aKTHUBUPOBAHHOTO WK akTHBHpyeMoro N- win C-KoHIA. AJNbTEpHATHBHO
MOYKHO BBECTH JOOABJICHUS MyTeM KOHJACHCAIMH (PPArMEHTOB MM METOJOM HATHBHOTO XMMHYECKOTO JIMTHPO-
BaHMs, HampuMep Kak ommcano B (Dawson et al. 1994. Synthesis of Proteins by Native Chemical Ligation.
Science 266:776-779), uiu ¢ ucnonb3oBaHneM (EPMEHTOB, TaKMX Kak cyOTHiurassl, kak onucano B (Chang et
al. Proc Natl Acad Sci USA. 1994 Dec 20; 91(26):12544-8, nnn Hikari et al Bioorganic & Medicinal Chemistry
Letters Volume 18, Issue 22, 15 November 2008, Pages 6000-6003).

ATNBTEpHATUBHO TENTUIBI MOXKHO YUTHHHUTE FUTH MOIU(DUIIMPOBATH ITyTEM JNaNbHEHINEH KOHBIOTAIUA T10-
CPEACTBOM IHCYIb(QUIHBIX CBsA3eH. JlOMOMHUTEIFHOE MPEUMYIIIECTBO TAKOH KOHBIOTAIIMN 3aKJII0YACTCs B TOM,
YTO OHa 00ECIeYNBACT BOZMOKHOCTh OT/IEJICHHsI IEPBOTO M BTOPOTO IENTH/IA APYT OT APYra B BOCCTAHOBHUTEIb-
HOW cpefie KIEeTKH. B aToM cimydae MonekysipHbIid kapkac (Hanpumep, TATA) MoxeT ObITh 100aBJICH BO BpeMs
XMMHYECKOTO CHHTE3a MMEPBOTO MENTH/IA TaK, YTOObI OH B3aMMOJICHCTBOBAI C TPEMsI LIMCTEHHOBBIMH IPYIIAMHU;
3areM K N- wiu C-KOHILy IIEpBOTO MENTHIAa MOXKHO MPUCOSANHHUTD JIOTIOTHUTEIBHO OCTATOK IIUCTEUHA HITH THOJL,
TaK 4TOOBI 3TOT LIMUCTEHH MM THOJ B3aUMOJACHCTBOBAJ TOJIHKO CO CBOOOAHBIM IIMCTEHHOM HIIH THOJIOM BTOPOTO
HenTuaa ¢ 00pa3oBaHKEM CBSI3aHHOTO TUCYIB(GHUIHON CBI3bI0 OUIMKIMYECKOTO MENTHI-IIENTUIHOTO KOHBIOTa-
Ta.

[Tono6HBIe METONBI B PaBHOM CTENEHM ITPUMEHUMBI K CHHTE3Y/COCTMHEHHIO JIBYX OMIHMKINYECKUX U OHc-
nenupuIECKUX MaKpOLMKIIOB ¢ BO3MOYKHBIM HOJIyYEHUEM TeTpacnenu(pHUIeCKOH MOJIEKYJIBI.

Kpome toro, nobasnenue npyrux GpyHKIMOHANBHBIX WX 3((HEKTOPHBIX TPYII MOKHO MTPOBOIMTH 110100~
HBIM 00pa3oM, ImyTeM npucoenuHeHus X K N- i C-KOHIy WM K OOKOBBIM IETSIM C MCIOJIB30BaHUEM COOT-
BETCTBYIOIINX XMUMHUYECKHX METOIOB. B OHOM BapuaHTEe OCYIIECTBICHUS MPUCOSANHEHNE OCYILECTBIISIOT Ta-
KHM 00pa3oM, 9TO OHO HEe OJIOKHPYET aKTHBHOCTh HU OJHOTO (pparMeHTa.

dapmaneBTHYECKHE KOMTIO3UIIUU

B COOTBETCTBHH C APYTMM acIEKTOM M300pETeHHE OTHOCUTCS K (hapManeBTHIECKOW KOMITO3UIINH, COJep-
JKalel OMUCAaHHBIH 3/1eCh MENTUAHBIN JUTaHA B KOMOWHALIMY C OJHUM WK Oosiee (hapManeBTHIECKH pUeMIIe-
MBIMH KCHUTHEHTAMH.

Kaxk mpaBuito, nenTuaHbIe JIUTaHABl TI0 HACTOSIIEMY N300PETEHHUIO UCIIOIB3YIOT B OYMILICHHOM BHJE BMe-
cTe ¢ (hapMaKoIOTHYECKH MPUEMIIEMBIMU SKCLUIMEHTAMH WM HOocuTessiMH. Kak nmpaBuiio, Takue SKCIUITHEHTHI
WM HOCHUTEJIM BKJIIOYAIOT BOJHBIC WIJIM CIHHPTOBBIC/BOJHBIC PACTBOPBI, 3MYJIbCHH WM CYCICH3WH, TaKHE Kak
(usmosornueckuii pactBop u/miu 3a0ydepeHnsie cpensl. Cpebl sl MapeHTepaTbHOTO IPUMEHEHHS BKIIOYAIOT
pacTBOp XJIOpHIa HaTpHsl, pacTBOp PuHrepa, conepkamuii qekctpo3y, pactBop Punrepa, conepkammuii qekctpo-
3y M XJIOpUJ HaTpHs, a Takxke JakraT. Eciy Hy>KHO MOAIepKMBAaTh MOJMIIEIITUIHBIN KOMIUIEKC B CYCIICH3HH,
JOOABJISIIOT MOIXOMsIINe (DU3HUOIOTHUECKH TPUEMIIEMbIE JKCIMITUCHTHI, BRIOpAHHBIC M3 3aryCTUTEJCH, TaKHX
KaK KapOOKCHMETHIILEILTION03a, TOJMBUHIITHPPOIUIOH, )KETATHH 1 AJIbI HATHI.

Cpenpl AJ1s1 BHYTPUBEHHOTO PUMEHEHUSI BKIIIOYAIOT )KUAKHE U MUTATEIbHbIE BOCHOIHAIOIINE CPEIICTBA, &
TaK)Ke BOCIIOJHSIOUINE CPEJCTBA, CO/CPIKALIME INEKTPOIUTHI, HAIIPHUMEp, CPebl HA OCHOBE pacTBopa PuHrepa,
coJieprkarero ekcTpo3y. Cpelbl Takke MOTYT COJiep KaTh KOHCEPBAHTHI U JpyrHe T00aBKH, TaKUe KaK MPOTH-
BOMHUKpPOOHBIE CpEICTBA, AHTHOKCHJIAHTHI, XEJaTHUPYIOIIME CcpeacTBa M uHepTHble rassl (Mack (1982)
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Remington's Pharmaceutical Sciences, 16 n3ganue).

CoennHEHHS IO U300PETCHUIO MOYKHO HCIIONIF30BaTh OTICIHFHO MIIM B KOMOWHAIIMH C IPYTUM CPEICTBOM
WIN IPYTHMH CpeicTBaMu. J[pyroe cpeicTBO AJIS WCIOIB30BAHMS B KOMOMHAITMH MOET MPEICTABIATh COOOH,
HampuMep, APYro aHTUOMOTHK WM aHTHOMOTHYECKHH "aabIOBaHT", TAKOW Kak CPEICTBO, yIydIIaroliee Mpo-
HUKHOBEHHE B TpPaMOTpPHIATEeIbHbIE OaKTepHUH, HHTHOUTOP AETEPMUHAHT YCTOWIHBOCTH WJIM MHTHOUTOP MexXa-
HU3MOB BHUPYJICHTHOCTH.

AHTHOMOTHUKH, MMOIXOSIINE I IPUMEHEHNS B KOMOMHAIINN C COCIMHEHUSMH 10 HACTOAIIEMY H300pe-
TEHHIO BKJIIOYAIOT, 0€3 OTPaHUICHUS:

Bera-makTaMbl, Takue Kak IEHUIMIUIAHBL, 1e(anocnopiHbl, KapOaneHeMbl win MoHOoOakTambl. [loaxons-
IIMe TCHUIIWUIHHBI BKIIOYAI0T OKCAI[WIINH, METUIMUTHH, aMITUIMUIAH, KIOKCAIWILUINH, KapOCHUIIMILIUH, TIH-
MEePAIIUIHH, TPUKAPIVILINH, (QIYKIOKCAIIMIUIMH ¥ HAQIIWIDINH, TOIXOAAIIHNEe e(haloCIOPUHBI BKIFOYAIOT TIe-
(azonun, nedanexcud, nedanotu, nedrazunum, nepennm, nedrodunpon, nedraponns, nedronaosan u nedu-
JICPOKOJ; TIOXOIAIINE KapOarmeHeMbl BKIIIOYAI0T MEPOTICHEM, JTOPUTICHEM, UMHUIICHEM, dpTalieHeM, OUanicHeM |
TeOUICHEM;, TTOIXOAAIIIEe MOHOOAKTAMBbI BKJITFOUAIOT a3TPEOHAM;

JImHKO3aMUpI, TaKKe KaK KIMHAAMUIIIH U JINHKOMHUIINH;

Maxponupl, Takue Kak a3UTPOMUIIIH, KIAPUTPOMHUIIIH, SIPUTPOMUITIH, TETUTPOMHUITIH U COTUTPOMUIIHH;

TeTparmKIuHbI, TaKWE KaK THTCIHUKIINH, OMaTalliKIINH, SpPaBalKINH, JOKCUITUKINH 1 MUHOIIUKIIHH;

XWHOJIOHBI, TAKUE KaK ITUTIPODIOKCAIHH, JIeBO(IOKCAITNH, MOKCH(DIOKCAIIMH 1 AeadI0KCAIVH;

Pudamummabl, Takue kak pudammunyH, pudadyTuH, pudanazui, pudaneHTHH U pUPaAKCUMUH;

AMUHOTIINKO3H/IBI, TAKHE KaK TeHTAMHIIMH, CTPENTOMHUIINH, TOOpaMHIINH, aMUKAIIH U IIa30MHUIIH;

I'mukomenTH/IBl, TAKHE KaK BAHKOMHUIINH, TCHXOIUIAHNH, TEIABAHIIH, JaJ0aBaHIIMH U OPUTABAHIIMH,

[11eBpOMYTHIMHEL, TAKUE KaK Je(aMyInH,

OKCa30JIUAMHOHBI, TAKUE KaK JIMHE30IH/] HITH TSAU30JIH]I,

[ToMTMMHUKCHHBI, TAKKE KaK MOJUMHUKCHH B MIIH KOJTHCTHH;

TPUMETOIIPHUM, HKJIATIPUM, CYIIb(HaMETOKCA30IT;

METPOHHA30T;

(hbUIaKCOMHUIIHH;

MYTIHPOIHH;

(dbycumoBas KHCIIOTA;

JAIITOMHIINH;

MypeTaBHINH,

dochomunun u

HUTPO(YPaHTOHH.

[Momxoasmiye aHTHOMOTHYECKHUE "aIBIOBAHTHI" BKIFOYAIOT, 0€3 OrpaHNYCHHUS

CpEICTBa, KOTOPBIC, KaK U3BECTHO, YIYYIIAIOT MPOHUKHOBCHUE B OaKTEPHUH, TAaKHUEC KaK CPEICTBA, MMOBHI-
NIAOIIHE MPOHUIIAEMOCTh BHEIIHEH MEMOpaHbI, WM MHTHOUTOPHI (G (IIFOKCHOTO HAacoca; IMepMeaduIn3aTopbl
BHEIITHEH MEeMOpaHBl MOTYT BKIFOYATh HOHATCTITH MMOJMMHUKCHHA B Wim npyrue aHaIOrH MONUMHUKCHHA, WA
37eTaT HATPHS;

HHTAOUTOPHI MEXaHU3MOB PE3UCTEHTHOCTH, TaKWe KaK WHTMOUTOPHI OeTa-TaKTaMasbl; MOIXOAIIINE HHTH-
OuTOpHI OeTa-akTaMasbl BKITIOYAIOT KJIABYJAHOBYIO KHCJIOTY, Tazo0akTaM, cynbOakTaM, aBuOakTam, penedak-
TaM ¥ HaKyOakTaM u

HHTAOUTOPHI MEXaHW3MOB BUPYJIEHTHOCTH, TAKMX KaK TOKCHHBI M CHCTEMBI CEKPEIINH, BKIIOYAIOIINE B Ce-
0s1 aHTHTENA.

CoelMHEHHS TIO0 HACTOSAIIEMY H300pPETCHUIO TAK)KE MOXKHO HCIIOJIb30BaTh B KOMOWHAIIMU ¢ OHMOJIOTHYC-
CKUMH METOJaMH JICYCHUS, TAKUMH KaK CIOCOOBI JICUCHUS C UCTIOJIb30BAHUEM HYKJICHHOBBIX KHCJIOT, aHTHTEII,
6akTepro(aroBbIX WK (HaroBbIX JM3HHOB.

Crioco6 BBeJicHUS (papMaIleBTHICCKUX KOMIIO3HIIUH COTIACHO M300PETEHUIO MOXKET MPEICTABIATH COOOM
T000# M3 OOBIYHBIX CIIOCOOOB, U3BECTHBIX CIICIMANIICTaM B JaHHON oOmactu. C IENbIO JICUCHUS IENTHIHBIC
JIUTaHIBl COTIIACHO M300PETEHUIO MOYKHO BBOAMTH JTIOOOMY IAIIEHTY B COOTBETCTBHH CO CTAHAAPTHBIMH METO-
namu. CriocoObl BBEJCHHS BKIIOYAIOT, 0€3 OrpaHWYCHHsI, IEpOPATbHBIA (HampuMep, MyTeM MpHeMa BHYTPbD);
OyYKKaJbHBIHN; CyONMHTBANBHBIN; TPaHCACPMAIBHBIN (HaIpUMeEp, ¢ MCIOJIH30BaHHUEM IUIACTHIPS, THICA U T.1.);
TPaHCMYKO3aJbHBIA (HAIpHUMeEp, ¢ MCIOJIB30BAHUEM IUIACTHIPS, THIICA W T.J.); HHTPaHA3aIbHBIN (HampuMep, C
WCIIOJIb30BaHUEM HA3aJBHOTO CIpesi); TIa3HOH (HampuMmep, ¢ HWCIOJH30BAHMEM TJa3HBIX Karleib); JIETOYHBIN
(HammpuMep, IMyTeM WHTASIIIHOHHOHN HIH MHCY(DQIAINOHHON TEPAIliH C UCTIOIB30BaHIEM, HAPUMEp, a3pP0O30IId,
HaNpUMep, Yepe3 pOT WM HOC); PEKTATIBHBIN (HAIIPUMEp, C MCIOIb30BAHUEM CYIIO3UTOPHUS U KIIU3MBI); Ba-
THHAJBHEIN (HAIpUMeEp, C MCIOIB30BAHUEM Teccapus); apeHTEePaTbHBIN, HAIPUMED, MTyTEM HHBEKIUH, TaKOW
KaK TOJKOXKHAsI, BHYTPUKO)KHAs, BHYTPUMEIIIICYHASl, BHYTPUBCHHAS, BHyTPHAPTEPUAIbHAsI, HHTPAaKapAuaIbHasl,
UHTpaTEeKallbHASI, WHTPACITUHATbHAS, WHTpPAKAICYJsIpHAs, CyOKarlcyispHas, BHYTpUTJAa3HAs, BHYTPHOPIOIINH-
Hasl, MHTpaTpaxeaibHas, TOIKOXKHAsI, BHYyTPUCYCTaBHAs, Cy0apaxXHOUJabHAS U BHYTPUTPYIMHHAS; IIyTEM HM-
TUTAHTAIIMHU JIETIO WK pe3epByapa, HapuMep, MOJKOXKHO MU BHYTPUMEBIIICYHO. [IpeamnodTuTensHo Gapmares-
TUYECKHe KOMITO3HIINU COTIACHO M300pPETEHUIO BBOIST MapeHTepaabHO. JJ03MpoBKa W 4acTOTa BBEICHHUS 3aBU-
CSIT OT BO3pacTa, T0JIa U COCTOSHHS ITalleHTa, OJTHOBPEMEHHOTO MPHEeMa IPYTHX JIEKapCTB, MPOTHBOMOKA3aHUN
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U IPYTHX NapaMeTPOB, KOTOPBIE JOIDKHBI YUUTHIBATHCS KIMHUIIUCTOM.

[entumHbIe IMTaHIBI IO HACTOSIIEMY M300PETCHHUIO MOXKHO JIMOMMIN3UPOBATH JUIA XpaHEHUs C Tepepac-
TBOPEHHEM HX B IMOIXOISIIEM HOCUTENIE TIepel UCIoIp30BanneM. [1okazaHo, 4TO JaHHBIN CIIOCO0 SBIseTCs d-
(heKTUBHBIM, H JUII €70 OCYIIECTBICHHUS MOYKHO HCITONB30BATh U3BECTHBIE B JAHHOW 00JaCTH METOMBI TNO(HITH-
3anuu U nepepactBopernd. CrienuaiuctaM B JaHHOW 00JacTH M3BECTHO, UTO JHOMMIM3ALUS U MepepacTBOpe-
HHUE MOTYT IIPUBOANTE K PA3HBIM CTEICHSIM ITOTEPH aKTUBHOCTH, I KOMIICHCAITH KOTOPOH, BO3MOXKHO, TIOTpE-
OyeTcst KOpPEKTHPOBKA 7103 B CTOPOHY YBEITHMUCHHS.

Kommnozuiun, comepkamue NeNTHAHBIC JUTAHABI TI0 HACTOSIIEMY H300pPETeHHIO, IIH UX CMECh, MOXKHO
BBOJIUTH C LIEJIBIO TEPANEBTHIECKOTO JiedyeHus. [Ipy onpesieeHHbIX TeparneBTHIECKUX MPUMEHEHHUIX KOJIHMYeCT-
BO, JIOCTaTOYHOE JJIsI IOCTYDKEHHMS, 110 MEHbILEH Mepe, YaCTHYHOTO MHIMOMPOBAHMS, ITOJaBJICHNUS, MOAYIISIINY,
YHUYTOXXEHUS WM JPYroro M3MEPHUMOTro IapameTpa MOIYJISIIUA BEIOPaHHBIX KJIETOK, OIPEACIIOT Kak "Tepa-
neBTuuecky d¢ppexTrBHast n103a". KonmuecTBo, He0OX0ANMOE Al TOCTHXKCHUS 3TOW JT03BI, 3aBUCUT OT TSKECTH
3a0o0eBaHMsl ¥ OOILETO COCTOSHUSI COOCTBEHHON MMMYHHOW CHCTEMBI IMalllieHTa, HO OOBIYHO BapbupyeT oT 10
MKT' 710 250 Mr BBIOpaHHOTO MENTHIHOTO JIMTAHJA HAa KHJIOTPaMM MAaccChl Teljia, MPHYEM OOBIYHO HCIOJIB3YIOT
no3y oT 100 Mkr 10 25 Mr/KT/n03y.

Kommnozurmro, conepxanyro NeNTHIHBIN JUTaH] 10 HACTOSAIIEMY H300pPETEHUI0, MOKHO HCIIOJIB30BaTh B
TEPaNeBTHYECKUX LENAX IS JICICHNS MUKPOOHOH MH(MEKUNH, WiIN A TpOPUIAKTHKYE Y WHAWBHAYyMa, MOJ-
BEP)KEHHOTO PUCKY 3apakeHUs, HAlpUMeEp, MEPEeHECHIero onepauio, XUMHOTEPAITHIO, UCKYCCTBEHHYIO BEHTH-
JSIIHIO JIETKUX WK IPYTOe€ COCTOSIHWE FUTH 3aIIaHWPOBAaHHOE BMENIATeNbCcTBO. KpoMe Toro, ommcaHHBIC 37€Ch
MEeNTHIHbIC JIATaHIBl MOKHO HCIIONB30BATh SKCTPAKOPIIOPATHHO WIIH in Vitro AJIS CEJIEKTUBHOTO YHHUYTOXCHUS,
MCTOLICHUS MJIM MHOTO 3()(HEKTHBHOTO YMEHBIICHHUS MOMYJISLIUH KICTOK-MHIIEHEH B T€TEPOreHHOM CMECH Kile-
TOK. KpOBb MIICKOITMTAIOIIETO MOKHO AKCTPAKOPHOPATEHO OOBEJUHUTD C BEIOPAaHHBIMU HETITHIHBIMHU JINTaH/1a-
MH, YTOOBI YHHYTOKUTH WM MHBIM 00pa3oM yIaUTh U3 KPOBH HEXEJATeJbHbIE KJIETKH, C MOCIEAYIONIM BO3-
BpaIlleHHEM KPOBH MJICKOIMTAIOIIEMY B COOTBETCTBHH CO CTAaHIAPTHBIMU METOAAMH.

TepaneBTHYecKOe NPUMEHEHHE

Burnkianyeckue menTHas! M0 HACTOSIIEMY H300pETeHHIO IMEIOT KOHKPETHOE IPUMEHEHNE B KAUeCTBE BHI-
coxoadpUHHBIX CPEJICTB, CBA3BIBAIONTNX MEMOpaHHYI0 MeTauionpoTennady tumna 1 (MT1-MMP, takke n3Bect-
Hy0 kak MMP14). MT1-MMP npencrasnser co0oii TpaHcMeMOpaHHYI0 METAJLIONPOTEHHA3Y, KOTOpast UTPaeT
BaXHYIO POJIb B PEMOICTHUPOBAHNN BHEKJIETOYHOTO MAaTPUKCa, HEITOCPEICTBCHHO ITyTEM pa3pyIICHUS HEKOTO-
PBIX €ro KOMIIOHEHTOB M KOCBEHHO IyTeM akTuBanuu npo-MMP2. MT1-MMP Taxke urpaet KJIIOUEBYIO pOJib B
omyxoJjeBoM aHruoreHese (Sounni et al. (2002) FASEB J. 16 (6), 555-564) u sxcnipeccupyeTcst Ha TIOBBIIIICHHOM
YpOBHE B PsE€ COJUAHBIX OIyXOJeH, MOITOMY JEKapCTBEHHbIE KOHBIOraThl, coiepxamme MTI1-MMP-
CBSI3BIBAIONINE OMIMKINYECKUE TENTUABI IT0 HACTOSIIEMY H300PETEHHIO MOTYT KOHKPETHO MCIOIB30BaTHCS IS
HAaIpaBJIeHHOTO JIEYCHUS paKa, B YACTHOCTH COJIMIHBIX OITyXOJIEH, TaKMX KaK HEMEJIKOKJIETOYHbIE KapIIHMHOMBI
Jerkux. B ogHOM BapuaHTe OCYyIIECTBICHHS OWUIMKIMYECKHUH MENTH/ 110 HACTOSIIEMY H300pEeTeHUIO Crienudu-
4yeH K 4enoBeueckomy MT1-MMP. B cnenyromiemM BapuaHTe OCYIIECTBICHHS OMIMKIMYECKUI MENTHA 10 Ha-
crosieMy m3ooperenuio crenuduieH k mpimuHomy MT1-MMP. B npyrom BapuaHTe OCYIIECTBICHUS OMIIMK-
JUYECKHUH TENTH/I 110 HACTOSIIEMY H300pETeHHIO crienUdeH K denoBedeckoMy U MpimuHoMy MT1-MMP. B
CIIEIYIOIIEM BapHaHTE OCYIIECTBIICHUS OMIMKIMYICCKUAN MENTHI 10 HACTOSIIEMY M300pETeHHIO Cenn(UIeH K
YEeJI0BEYECKOMY, MBIITMHOMY M cobaubeMy MT 1-MMIT.

[NomunenTuaHBIe JTUTAHIB! [0 HACTOAIMIEMY H300PETCHHIO MOYKHO HCIIONB30BaTh B TEPAIEBTUYECKHUX H
MpoQHUIAKTHIECKUX [IEJIIX in Vivo, B TMarHOCTHIECKUX HEJAX in Vitro U in vivo, B aHaJIM3ax in vitro, B Ka4eCTBE
peareHTOB M T.II. JIuraHapl, oOnanalomye ONpeeIeHHBIM YPOBHEM CHELU(PHUIHOCTH, MOKHO HCIIOJIB30BaTh B
croco0ax MPUMEHEHNs1, KOTOPbIe BKIIOYAIOT TECTUPOBAHKNE OTIIMYHBIX OT YEJIOBEKA )KUBOTHBIX, II€ )KENaTEeIbHO
HaJIMYMe NepeKPecTHON PeakTHBHOCTH, WM B AMArHOCTHYECKUX CIIOCO0axX, I/l MEepeKpecTHasi peaKTUBHOCTD C
TOMOJIOTAaMH WM ITapaJloTaMi JO0JDKHA TIATEIBHO KOHTPOJIMPOBAThCS. B HEKOTOpBIX crocobax MpUMEHEHHS,
HarpuMep, B COCTaBe BaKIH, CIIOCOOHOCTD BHI3BIBATH IMMYHHBII OTBET Ha 3apaHee ONpeJe/ICHHBIC ANala30Hbl
AQHTUTEHOB MOJKET UCIIONIb30BAThCS JUIS alalTAl[iM BAKIMHBI K KOHKPETHBIM 3a00J1€BaHHUSIM M IATOTCHAM.

[o cymecTBy 4MCTHIEC IENTHIHBIC JTUTAHIBI ¢ TOMOTEHHOCTBIO IO MeHbIel Mepe ot 90 mo 95% mpearoy-
TUTENBHBI JIJIs1 BBEJCHUS MIICKOMUTAIOIIEMY, a TOMOTEHHOCTh OT 98 1o 99% wim Gonee sBisieTcss Hambosee
MPEIIOYTUTETFHON T (papManeBTHUECKOTO NMPHMEHEHHs, OCOOCHHO KOTAa MIICKONMTAOIIee MpPEeACTaBIICT
coOoii genoBeka. [locie OYNCTKY, YACTUYHO WIIM JI0 YKEeJAaeMOH CTETIeHH TOMOTE€HHOCTH, BBIOpaHHBIC ITOJIUIICTI-
TH/ABI MOKHO HCITONTF30BATh B TUATHOCTHUECKUX FUTH TEPANCBTHUCCKHUX LEIIX (B TOM YHCIE SKCTPAKOPIOPAIIH-
HO), WK AJIS pa3paboOTKH M IMPOBEICHHUS aHATUTHUECKUX MPOLEAYDP, UMMYHO]DIYOPECIICHTHOTO OKPAITMBAHUS U
t.11. (Lefkovite and Pernis, (1979 and 1981) Immunological Methods, Volumes I and 11, Academic Press, NY).

KonbroraTsl eNTHAHBIX JIUTAaHJO0B MO HACTOAIIEMY U300pETEHHIO OOBIYHO HAXOJAT MPUMEHEHHE B CIIOCO-
0ax MpenoTBpaILeHHUs, IOAABICHHUS WM JICYCHUS PaKa, B YACTHOCTH COJIMAHBIX OIMYXOJIEH, TAKMX KaK HEMEJKO-
KJIETOYHBIE KapIIHHOMBI JIETKHX.

Takum 00pa3oM, B COOTBETCTBUH C JAPYTUM acleKTOM H300peTEeHHE OTHOCHUTCS K JICKAPCTBEHHBIM KOHBIO-
ratram, COJIEpXKalliM OIMCAHHBIN 3/1eCh MENTHIAHBIA JIUTaH[, sl NIPUMEHEHHS B CIIoco0ax MPOQUIaKTHKH, MO-
JABJICHUS WIN JICUEHUS PaKa, B YaCTHOCTH COJHIHBIX OITyXOJeH, TaKWX KaK HEMEJIKOKICTOYHbIE KapLIHHOMBI
JIETKHX.
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B cooTBeTcTBUM C IpYrUM aclieKTOM HM300peTEeHHE OTHOCHTCS K CIIOCO0Y MPOQMIaKTHKY, [TOJaBICHUS WK
JICUCHUSI PaKa, B YACTHOCTH COJIMIHBIX OMYXOJICH, TAKMX KaK HEMEJIKOKICTOYHBIC KAPIIMHOMBI JICTKUX, KOTOPBII
BKIIIOYAET BBEICHHE MAIMEHTY, HYKAAIOMIEMYCsl B 3TOM, JIEKAPCTBEHHOTO KOHBIOTaTa, CONEPIKAIIETO OIUCAH-
HBIN 371€Ch TTENTHIHBINA JIUTaH/I.

IIpumepsn! paka (1 ero 100pOKAYeCTBEHHBIX aHAIOTOB), KOTOPHIE MOXHO JICUYUTH (WIIH TIOJIABIIATH), BKITIO-
4aroT, 0€3 OTPaHWYICHUS, OIMyXOJIHU AHUTEIHAIBHOTO TIPOUCXOXKICHIS (aJJICHOMBI U KapIIMHOMBI Pa3HBIX THIIOB, B
TOM YHCIIE aIEHOKaPIIMHOMBI, IIOCKOKJIETOYHEIE, TEPEXOIHOKICTOUYHBIC U APYTHE KAPIITHOMBI), TAKUE KakK Kap-
IIUHOMBI MOYEBOTO ITy3BIPSI W MOYEBBIBOISIIINX ITyTEH, MOJIOYHON >KENe3bl, KeIyJOYHO-KUIIETHOTO TpPaKTa
(BKJIFOUAIOIIETO B ceOs MUIICBOJ, )KEIYIOK, TOHKHIA KUIIICYHUK, TOJICTYIO KUIIKY, IPSIMYIO KHIIKY ¥ aHyC), TIe-
YeHH (TEeTATOLCIUTIOIIIPHAS KapIIUHOMA), KEITYHOTO MY3bIPS U KEITICBBIBOISIICH CUCTEMBI, SK30KPHHHOW YacTH
MOJKETYAOYHOM JKeJe3bl, MOYKH, JICTKOTO (HampuMep, aJeHOKAPIIHOMBI, MEJIIKOKICTOUHBIC KapIIMHOMBI JIeT-
KHX, HEMEIIKOKJICTOYHBIC KapIMHOMEI JITKHX, OPOHX0ATBBEOSIPHBIC KAPIIMHOMBI M ME30TCIHOMBI), TOJIOBBI U
e (HampuMmep, pak sI3bIKa, POTOBOW IOJIOCTH, TOPTAHHU, TIIOTKH, HOCOTJIOTKH, MHHJIAIIUH, CIFOHHBIX JKEIEe3,
HOCOBOU IOJIOCTH WM TPUAATOYHBIX Ta3yX HOCA), SUYHUKA, MATOYHBIX TPYO, OPIOIIMHBI, BIATAJHINA, BYIbBBI,
TICHHCA, MIeWKH MAaTKA, MUOMETpPHS, SHAOMETPHS, IMUTOBUAHOM KeJe3sl (Hampumep, QoIUHKyIIpHas KapuuHO-
Ma IIUTOBHUIHOMN JKeJIe3bl), HAAIIOUYEYHNKOB, IPEACTATEIFHON KeJle3bl, KOXKH U MPUIATKOB (HaIpuUMep, MeJIaHO-
Ma, OazapHOKIETOYHAS KapLUHUHOMA, IUIOCKOKJIETOYHAs KapIuHOMa, KepaTOaKaHTOMaA, JWCIUIACTHYCCKUA He-
BYC); TeMaTOJIOTHIECKUE 3JI0KaueCTBEHHBIC 3a00eBaHms (Takue KakK JEHKO3bI, TUM(POMBI) U MPEAPaKOBEIC Te-
MaTOJIOTHYECKHE PACCTPOHCTBA U IOTPAHWYHEIC 3JI0KaYeCTBEHHBIE 3a00JIeBaHI, TaKHE KaK TeMaTOIOTHIeCKHe
3JI0Ka4eCTBeHHBIE 3a00JICBaHUS M POJCTBEHHBIE COCTOSHUSA JTUMMOUIHON TUHHUH (HampuMep, OCTPBIA TuMdo-
neriko3 [ALL], xponmueckuii mmmdoneiiko3 [CLL], B-knerounsie mmumdomsl, Takue kak auddysHas B-
kpynHokyierouHast nmuMpoma [DLBCL], dommukynspras mumdoma, mumdoma bepkurra, MaHTHHHOKIIETOUHAS
mam¢poma, T-kineTounsle TUMGOMBI U JICHKO3BI, TUM(OMBI €CTECTBEHHBIX KiIeTOK-KmutepoB [NK], mumdomsr
XOMKKUHA, BOJIOCATOKJICTOYHBIN JIEWKO3, MOHOKJIOHANbHAs TaMMAaraThs HESCHOTO T'eHe3a, IIa3MOIUTOMA,
MHOCCTBEHHAsI MHEJIOMa U MOCTTPaHCILIAHTAITHOHHBIC TUM(OTIpOTU(epaTHBHEIC PACCTPONUCTBA), TEMATOJIOTH-
YEeCKHEe 370KadeCTBEHHBIC 3a00JI€BaHUA M POJCTBEHHBIE COCTOSHIS MHEIIOMIHOTO IIPOUCXOXKICHHS (HarpuMep,
OCTPBI MHEIIOTEHHBIN JIeliko3 [AML], XxpoHHUdeckuii MUEJIOTeHHBIH Jieliko3 [CML], XpoHn4ecKuit MUEITOMOHO-
mUTapHeIi Jeiiko3 [CMML], runep303nHOGWIBHEIN CHHAPOM, MUEIOTpoH(epaTUBHBIC PaCCTPOHCTBA, TaKHe
KaK MCTUHHAS MOJIIIUTEMUS, dCCEHITHAbHAS TPOMOOIIUTEMYsI U TIepBUIHBINA MuenoGudpo3, Muenonpoardepa-
TUBHBIH CHHIPOM, MHCIIOIUCIUIACTHYECKIA CHHAPOM M MPOMHUEIOIMTAPHBIA JICHKO3); OIMyXOJIH ME3CHXINMAJIh-
HOTO TIPOMCXOXKICHHS, HAIPIMEP CApKOMBI MSTKHX TKaHEH, KOCTel WM Xpsmiei, Takiue Kak OCTEOCapKOMBI,
(pubpocapKoMbl, XOHIPOCAPKOMBI, PabJOMHOCAPKOMBI, JISHOMHUOCAPKOMBI, JINITOCAPKOMBI, aHTHOCAPKOMBI, cap-
koma Kamomry, capkoma KOuHTa, CHHOBHANIBHBIC CAPKOMBI, IUTEIIMOUIHBIC CAPKOMBI, TACTPOUHTCCTUHAIBHBIC
CTPOMaJIbHBIE OITyXOJIH, JOOPOKAUYECTBEHHBIE U 3JI0KAYECTBEHHbIE I'MCTHOLMTOMBI M BO3BBIIIAIONINECS AepMa-
TO(UOPOCAPKOMBI; OIYXOJIH LEHTPAIbHON min neprudepraeckoil HEepBHON CHCTEMBI (HapuMep, aCTPOLUTOMBI,
TJIMOMBI U TIIHOOJIACTOMBI, MEHUHTHOMBI, MCHINMOMBI, OMYXOJIH IIUIIKOBUIHOM JKeJe3bl U IIBAHHOMBI); JH-
JIOKpUHHEIC OMyXOJH (HAIpUMEpP, OIMYyXOJHU TUMo(H3a, OMyX0Ju HAAIIOYECYHUKOB, OMYXOJIH OCTPOBKOBEIX KIIC-
TOK, OITyXOJIM TApaIINuTOBHIHON JKENe3bl, KaPIUHOUIHBIE OIMYXOJIM M MEXyJUIIpHas KapIWHOMA ITUTOBUIHON
JKeJe3bl); OMYyXOJH TJla3a W MPUAATKOB (HAPUMEp, PETHHOOJIACTOMA); OMYXOJH 3apOJBIIIEBBIX KIETOK U TPO-
(hobmacToB (HampuMep, TePaTOMbI, CEMUHOMBI, TUCTEPMUHOMBI, TOOPOKAYECTBEHHAs TeCcTallnOHHAsT Tpodobiia-
cTUYeckast 0OJIE3Hh M XOPHOKAPIMHOMBI); a TaKXke MeAuaTpuiecKue W 3MOpPHOHAIBHBIE OMyXOoJd (HarpuMmep,
MexayiiobiacToma, HeifpoOracToMa, OImyxoidh BuibMca 1 IPUMUTHBHBIC HEHPOIKTOACPMATBHBIE OITyXOJIH); WIIN
CUHJIPOMBI, BPOKJICHHBIC WJIH WHBIC, KOTOPBIC ACTAIOT MAI[UCHTa BOCIIPUAMYHBEIM K 3JI0KaYeCTBCHHBIM HOBOOO-
pa3oBaHUAM (HAIIpUMEp, MUTMEHTHAs KCepoaepMa).

CCBhUTKM B HACTOSIIEM ONMCAHWU Ha TEPMUH "TpOoQHIaKTHKA" BKIIOYAIOT BBEICHHE 3allIATHOW KOMITO3U-
UM 10 MHAYKIUK 3a00s1eBaHusd. TepMUH "mogaBieHre" OTHOCHTCS K BBEICHUIO KOMITO3ULINY MOCJIE WHIYKIU-
OHHOTO COOBITHS, HO TIepe] KIMHUYECKUM IpOosiBIICHHEM 3a0oieBanus. TepMuH "JeueHne" BKIIOYAEeT BBEJCHHUE
3alIMTHOM KOMITO3HIIUH TIOCIIE TTOSIBJICHUS] CHMIITOMOB 3a00JICBaHUsL.

CyImecTByIOT )KHBOTHBIE MOJICIIBHBIE CHCTEMBI, KOTOPBIE MOYKHO HCHOJB30BATh IS CKPUHHUHTA Y dex-
TUBHOCTH JIEKAPCTBEHHBIX KOHBIOTaTOB B OTHOWICHWH NMPOQWIAKTUKN WIH JiedueHus 3aboneBanus. Hacrosmee
n300peTeHne oberdaeT NCIoIb30BAHNE KUBOTHBIX MOJIEIBHBIX CHCTEM, TIOCKOJIBKY TOJHMITEITHIHBIC JTUTaH/IBI,
npeyiaraeMble n300peTeHneM, MOTYT MEPEKPECTHO B3aMMOACHCTBOBATH C YEJIOBEYECKUMH M YKMBOTHBIMH MH-
MICHSMH.

Jaree n300peTeHne OMUCHIBACTCS CO CCHUIKOM Ha HIDKECIICAYIOMINE ITPUMEPHIL.

Ipumepsr
MarepuaJjbl 1 MeTOAbI
CuHTe3 nenTua0B

CuHTe3 NeNTUAOB IPOBOJAT C MCIOJIb30BaHHEM Fmoc-cTparernu Ha nenTuaHoM cuHTe3aTope Symphony,
npousBeneHHoM Peptide Instruments, u cuntezatope Syro II, mpomsBenenHom MultiSynTech. Mcnonssytor
cTaHgapTHeie Fmoc-amuHOKMCIOTH (Sigma, Merck) ¢ COOTBETCTBYHOIUMY 3alIUTHBIMH TPYMIaMH OOKOBBIX
[eTel: B KaXIOM ClTydae MO BO3MOXXHOCTH HCHOJB3YIOT CTaHAAPTHBIEC YCIOBUS KOHICHCAUH C MOCIIETYIOIINM
yIaJeHHUEeM 3alUTHRIX TPYI CTaHIAPTHBIMH METOIaMH.
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AnBTepHATUBHO MenTHIBI oummarT metomom BIXX u mocne BeiaeneHus ux momudunmpyror 1,3,5-
Tpuakpwitonirexkcaruapo-1,3,5-rpuazunom (TATA, Sigma). [ns sroro smHedHsId nentua pazBomar 50:50
MeCN:H,0 no ~35 mi, nobasisror ~500 mxir 100 MM TATA B anieToHUTpHIIEe U HHUIMUAPYIOT PEeakuio 5 mMi 1
M NH4HCO; B H,0. Peakmuu marot npotekaTh B TedueHue ~30-60 MUH Tpu KOMHATHOW TeMIIepaType | IOCIe
3aBepuIeHust peakuuu (onpenensemoro merogqomM MALDI) mnodunmsupyror. Ilocne 3aBepuieHust peakuuu K
peaknnoHHON cMecH 100aBisroT 1 M 1 M pactBopa MoHOTHApaTa Tuapoxiopuaa L-mucrenna (Sigma) B H,O u
JiepkaT B TeueHue ~60 MUH py KOMHATHOM TeMIeparype, 9YTo0bl OracuTh Kakoi-nmnoo n3ositok TATA.

IMTocne nuodunusanyny MOIUGHUIMPOBAHHBIM MENTH] OYHUIIAIOT ONMCAHHBIM BBIIIE CIIOCOOOM, C 3aMEHOH
kosoHkn Luna C8 Ha komonky Gemini C18 (Phenomenex) u xucnots! Ha 0,1% TpudTOpyKCYCHYIO KHCIOTY.
Yuctele ¢pakiuu, comepxamiue meneBoe TATA-MomudummpoBaHHOe BEMIECTBO, 0OBESTUHSIOT, JTHODUIH3UPY-
10T U XpaHsaT npu -20°C.

Ecnu He yka3aHO HHOE, BCE HCIIOIb3YeMble aMUHOKUCIOTH IMEIOT L-koH(purypannuro.

B HEKOTOPBIX Ciydasx mepes] CBI3bIBAHUEM CO CBOOOTHOM THOIHHOW IPYIITON TOKCHUHA TIETITHIIBI TIpEeBpa-
IAIOT B aKTHBUPOBAHHbIEC TUCYIb(QHUIBI C TTOMOILIBIO CJIEIYIONIET0 METO/a: pacTBOP 4-MeTHII(CyKINHUMUANII-4-
(2-mupuannrro)nenranoara) (100 MM) B cyxom IMCO (1,25 monb-3KkB.) 100aBisIOT K pactBopy nenrtuza (20
MM) B cyxoMm JIMCO (1 mounbs-3kB.). PeaknnoHHyI0 cMech TIaTeabHo nepemernBaioT u gobasisior DIPEA (20
MOJb-3KB.). [IpoTekanne peakuuu orciexxuBaroT MetooM XKX/MC o 3aBepiieHwUs.

Honyqune OMIMKINYECKOro JeKapcTBeHHOro konblorata BT17BDC5S8

.N%g/t}\o/\@ ?/ Y\Nﬂ\/\)\ ? 17-120-08-TQ3-NOO7

HoN Ao

N
H H N0O7
BT17BDC-58 M
HQNAO

Kpyraononnyio kondy odosemom 50 mi, conepkamyto BICYCLE-NH, ((B-Ala)-Sarl0-ALPP-(SEQ ID
NO: 17), Taxxke m3BecTHbI Kak (B-Ala)-Sar10-A-(17-120-09-T03)HArg2HArg9) (66 mr, 22,4 mxmons, 1,00
9kB.) B DMA (5 mi) mpopaysaroT azotoMm u3 Oammona. 3atem mpu 25°C mobasisitor DIEA (2,91 wmr, 1124
MKMOJIb, 19,6 MKJI, 5 9KB.) IpH NepeMEIIMBaHUH. 3aTeM HOOABISIOT COeANHEHNE 8 (KOTOPOE MOXKHO MOJIYYHTh
o crocoOy, OMUCaHHOMY s monydeHus coeauuerus 8§ B WO 2018/127699) (30,00 mr, 22,48 mxmonb, 1,00
9KB.) ¥ PEAKIIMOHHYIO CMECh MEePEMENINBAIOT B aTMOc(hepe ¢ MOBBIMIEHHBIM colepkaHueM azorta mpHu 25°C B
tederue 16 4. PesynpTarel JKX-MC 1eMOHCTPHUPYIOT, 9TO COSTUHEHHE 8 MOJTHOCTHIO N3PACXO0BAHO U MPUCYT-
CTBYET OJMH OCHOBHOW THK C xenaeMoit MC. TlonydeHHYI0 PEakIMOHHYIO CMECh OYMINAIOT TpernapaTuBHON
BOXX (B npucyrcteun TFA). Coenmnenne BT17BDC58 (20,2 mr, 4,85 MmkMouts, Bbxon 21,56%) moxydaioT B
BUzIE OETIOr0 TBEPAOTO BEIECTBA.

Pe3ysbTaThl 0HOI0THYECKHX AHATH30B

Amnanu3 KoHKypeHTHoro cBsi3biBannst MT1-MMP ¢ nonsipusanueii guryopecueHunu

BcenencrBue nx BBICOKOTO cpoJcTBa K remMorekcuaoBomy nomeny MT1-MMP (PEX) meuennsie ¢ayopec-
1enHOM Tpon3BojHbIe 17-69-07 u 17-69-12 (o603nauaemere 17-69-07-N040, 17-69-07-N041 n 17-69-12-N004)
MOXXHO HCHOJIB30BaTh JJISI KOHKYPEHTHBIX aHAJIM30B (JEeTeKIus ¢ ucrosb3oBanueM FP). B mannom ommcanum
3apanee nony4yeHHbIi kommieke PEX ¢ ¢uryopecuentroit PEX-cBsi3bIBaromneil METKOH THTPYIOT CBOOOIHBIM HE
conepxanM (hIyopecernHa OMIMKINIeCKUM TenTuaoM. [Tockonbky mpearmonaraeTcs, 4To BCE MENTHABI Ha
ocHOBe 17-69 CBS3BIBAIOTCS MO OJHOMY M TOMY JK€ y4acTKy, TUTPAHT BBITECHUT ()IyOpPECHEHTHYIO METKY U3
PEX. /lucconmaruio KOMIIEKCa MOXKHO M3MEPUTh KOJIMUYECTBEHHO M omnpenenuTh Kd KoHKypeHTa (THTpaHTa)
neneBoro Oenka. [IpemMyrecTBO MeTona KOHKYPEHIIMH 3aKIFOYaeTCs B TOM, YTO CPOJCTBO HE COJCPIKAIIMX
(bmyopeciienHa OUIMKIMIECKUX MEMTHIOB MOKHO OTIPEAEIISATH TOUYHO U OBICTPO.

KonnenTpanus MeTku oOb9HO HaxoauTcst Ha ypoBHe Kd nim Hioke (3meck 1| HM), a CBA3BIBAIOIINI Oe0K
(3mecw remorniekcrH MT1-MMP) naxogutcs B 15-kpaTHOM H30BITKE, Tak 4TO CBs3biBaeTCI >90% MeTku. 3aTemM
TUTPYIOT HE(IIyOPECLEHTHBIN KOHKYPHUPYIOIIUH OMIUKINYEcKHiA enTH ] (0OBIYHO TOJBKO IOCIIEI0BATEIBHOCTh
OMIIMKIINYECKOTO spa) TaK, YTOOBl OH BBITECHWI ()IyOPECHEHTHYIO METKY C Oeika-MuIieHu. M3mepsior 3ame-
IIEHUE METKH M COOTHOCSIT €r0 C YMCHBIICHHEM MOJISIpU3alny (IIyopecleHINH. Y MEHBIICHNHE MOISIPH3aLUH
(iryopecueHINN TPONOPIHOHATIBHO 101 OeIKa-MHIIEHH, CBI3aHHOW ¢ He(UIyOpeCEeHTHBIM TUTPAHTOM, H, CJie-
JIOBATEJBHO, SIBJISIETCS] MEPOH CPOJICTBA TUTPAHTA K OEJIKY-MHUIICHH.

B HEKOTOpPBIX IKCHEPUMEHTaX COEIUHEHHUs, CBs3bIBarolIue KosmareH (T.e. 17-88-N006 u 17-88-226-
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N002), ucnonb3yroT aHaJOTHYHO COCTUHEHUSIM, CBSI3bIBAIOIIINM F€MOTIEKCHH.
HcxonHbie TaHHBIC MOATOHSIOT K aHATUTUYCCKOMY PEIICHUI0 KyOUYeCKOTO YpaBHEHHS, KOTOPOE OIHUCHI-
BaeT paBHOBECHE MEXIy (IIyOpecHeHTHOW METKOH, THUTPAaHTOM U CBs3bIBaromnM OenmkoMm. Iloaronka tpeOyer
3HAYCHHS CPOJCTBA (PITyOPECIICHTHONW METKH K OeNKYy-MHIICHH, KOTOPOE MOKHO OMPEICITUTh OTACIHHO C TOMO-
IbI0 IKCIIEPUMEHTOB 10 H3YYCHHIO HETIOCPEICTBEHHOTO CBs3bIBaHus FP (cM. mpensinymuit pa3zaen). [Toaronky
KPUBOH MPOBOAT ¢ moMoIbio Sigmaplot 12.0 1 UCHONMB3YIOT KaK aJanTHPOBAHHYIO BEPCHIO YPaBHECHUS, OIIH-
canHoro Zhi-Xin Wang (FEBS Letters 360 (1995), 111-114).
Tabmuma 1. XapakrepucTruueckue mapaMmeTpbl METOK, HCIIOJIb3yEMbIX B KOHKYPEHTHOM
aHalu3e ¢ moJisipu3anueii GpayopecreHun

Hazpanne | IlocnenoBaremsHOCTE Kapkac Ky (HM) VYuacrox
(HemocpeACTBEHHO | CBA3BIBAHHA
¢ CBsI3bIBAHHE)

17-69-07- | ACYNEFGCEDFYDICA[S | TBMB 0,52 T'emMonexkcuH

NO40 ar]q[ KF1]

((SEQ ID NO: 140)-

[Sar]s[KFL])
17-69-12- | [F1]G[Sar]sACMNQFGCED | TBMB 1.0 I'emoriekcuH
NO04 FYDICA ([F1]G[Sar]s-(SEQ

ID NO: 141))
17-69-07- | [F1IG[Sar]sACYNEFACED | TBMB 34 I'emonexcun
NO41 FYDICA ([F1]G[Sar]s-(SEQ

ID NO: 142))
17-88- ACPYSWETCLFGDYRCA | TBMB 14 Komnnaren
NO06 [Sar]s[KF1] ((SEQ ID NO:

143)-[Sar]¢[KFL])

17-88- ACPYDWATCLFGDYRCA | TBMB 50 Konnaren

226-N002 | [Sar]¢[KFl]

((SEQ ID NO: 144)-
[Sar]s[KFL])

Pe3yJ'ILTaTLI TCCTUPOBAHUA HEKOTOPLIX NMECNTUAHBIX JIMTAHAOB 11O I/I306peT€HI/IIO C MOMOIIBIO BBIICYTIOMS -
HYTOT'O aHa/IM3a CBA3bIBAHUA MMOKAa3aHbI B Tabm. 2.
Ta6n1/1ua 2. Pe3yJ'ILTaTLI aHaJIn3a KOHKYPCHTHOT'O CBA3bIBAHUSA BI)I6paHHI)IX
MCOTUAHBIX JIMTAHJAO0B 1O HACTOALICMY I/I306peT€HI/IIO

HasBanwe OHIHKIIIYECKOTO

(parmenTa Mertka Kd (eM+95% C1)
17-108-02 17-88-N006 4488,4+545 .85
17-111-01 17-69-07-N041 1800 n=1
17-111-02 17-69-07-N041 2300 n=1
17-116-01 17-69-07-N040 352 n=1
17-120-00 17-88-N006 923+287,43
17-120-01 17-88-N006 310,33£30,89
17-120-02 17-88-N00G 190,2+37,57
17-120-03 17-88-N006 603,56£35
17-120-04 17-88-N006 2245 n=1
17-120-05 17-69-07-N040 >279,5+69,3
17-120-07 17-88-N006 273+119,56
17-120-08 17-88-N006 258+101,92
17-120-09-T01 17-88-N006 53,83+13,33
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17-120-09-T02 17-88-N006 55.2n=1
17-120-09-T03 (BCY 1124) 17-88-N006 35,6 n=1
17-120-09-T03 (BCY1124) 17-88-226-N002 322024
Ac-(17-120-09-T03) (BCY 1125) 17-88-226-N002 18,65+6,96

Sar3-A-(17-120-09-T03)

17-88-226-N002

16,33+5,73

Sar3-A-(17-120-09-T03) HArg2 17-88-226-N002 26.63£9.31
Sar3-A-(17-120-09-T03) Arg9 17-88-226-N002 8,28+3,53
Sar3-A-(17-120-09-T03) HArg9 17-88-226-N002 30,9+10
(B-Ala)-Sar10-A-(17-120-09-T03)

HArg2 HArg9 17-88-226-N002 39,5+16,43
(B-Ala)-Sar10-A-(17-120-09-T03)

HArg2 Ala9 17-88-226-N002 189,55+32,24
(B-Ala)-Sar10-A-(17-120-09-T03)

Ala2 HArg9 17-88-226-N002 89,55+10,09
Ac-(B-Ala)-Sar10-A-(17-120-09-

T03) HArg2 HArg9 17-88-226-N002 43,9+15,48
17-120-09-T04 17-88-N006 34,15+10,2
17-120-09-T05 17-88-N006 32,3+6,81
17-120-09-T06 17-88-N006 49,8 n=1
17-120-09-T07 17-88-N006 48,1 n=1
17-120-09-T08 17-88-N006 37,5n=1
17-120-09-T09 17-88-N006 772 n=1
17-120-09-T10 17-88-N006 38,5n=1
17-120-09-T11 17-88-N006 44,2 n=1
17-120-09-T12 17-88-N006 62,2 n=1
17-120-09-T13 17-88-N006 69,3 n=1
17-120-10-T01 17-88-N006 132,3+103,29
17-120-11-T01 17-88-N006 612+760,47
17-120-12-T01 17-88-N006 183 n=1
17-120-13-T01 17-88-N006 189+123,48
17-120-14-T01 17-88-N006 148 n=1
17-120-15-T01 17-88-N006 178 n=1
17-120-15-T02 17-88-N006 76,67+72,87
17-120-16-T01 17-88-N006 74,4+17,64
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17-120-17-T01 17-88-N006 157 n=1
17-120-18 17-88-N006 252492,12
17-120-19 17-88-N006 303125872
17-120-20 17-88-N006 248 5+14,7
17-120-21 17-88-N006 >82,75+4,61
17-120-21-TO1 17-88-N006 113 n=1
17-120-22-T01 17-88-N006 62,35+30,48
17-120-22-T02 17-88-N006 46,1426,5
17-120-23-T01 17-88-N006 127+7,34
17-120-24-T01 17-88-N006 12643528
17-120-25-T01 17-88-N006 194,5+161,7
17-120-26-T01 17-88-N006 598 n=1
17-120-27-T01 17-88-N006 394 =1
17-120-28-T01 17-88-N006 191,5+4,9
17-120-29-T01 17-88-N006 162+68,6
17-120-30-T01 17-83-N006 78.7 n=1
17-120-31-T01 17-88-N006 50,2 n=1
17-120-31-T02 17-88-N006 68,3 n=1
17-120-31-T03 17-88-N006 41,47%5 32
17-120-32-T01 17-88-N006 63,8426,49
17-120-33-T01 17-88-N006 77,6 n=1
17-120-34-T01 17-88-N006 59.87+8,58
17-120-35-T01 17-88-N006 23334948
17-121-00 17-69-07-N040 678 n=1
17-122-02 17-69-07-N040 >929 n=3
17-122-03 17-69-07-N040 >378 n=3
17-122-04 17-69-07-N040 >2100
17-126-01 17-69-07-N041 >316+0.8
17-126-02 17-69-07-NO41 >282+172,48
17-126-03 17-69-07-N041 >430+11,76
17-126-06 17-69-07-N040 675+192,08
17-126-07 17-69-07-N040 197,5485,26
17-126-08 17-69-07-N040 711 n=1
17-126-09 17-69-07-N040 165 n=1
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17-126-10 17-69-07-N040 737 n=1
17-126-11 17-69-07-N040 971 n=1
17-126-12 17-69-07-N040 2900 n=1
17-126-18 17-69-07-N040 147 n=1
17-126-19 17-69-07-N040 199 n=1
17-126-20 17-69-07-N040 246 n=1
17-126-21 17-69-07-N040 131 n=1
17-126-22 17-69-07-N040 295 n=1
17-126-23 17-69-07-N040 409 n=1
17-126-24 17-69-07-N040 200 n=1
17-126-25 17-69-07-N040 >138,76
Ac-(17-126-25) 17-69-12-N004 60,5 n=1
17-126-26 17-69-07-N040 1200 n=1
17-126-27 17-69-07-N040 143 n=1
17-126-28 17-69-07-N040 250 n=1
17-126-30-T01 17-69-07-N040 239 n=1
17-126-31-T01 17-69-07-N040 295 n=1
17-126-32-T01 17-69-07-N040 390 n=1
17-126-33-T01 17-69-07-N040 244 n=1
17-126-33-T02 17-69-07-N040 296 n=1
17-126-35-T01 17-69-07-N040 263 n=1
17-126-36-T01 17-69-07-N040 149 n=1
17-126-37-T01 17-69-07-N040 155 n=1
17-126-38-T01 17-69-07-N040 162 n=1
17-126-39-T01 17-69-07-N040 187 n=1
17-126-40-T01 17-69-07-N040 310 n=1
17-126-41-T01 17-69-07-N040 202 n=1
17-127-01 17-69-07-N040 2200 n=1
17-129-00 17-69-07-N040 446,0
17-129-01-T01 17-69-07-N040 499 n=1
17-129-01-T02 17-69-07-N040 525 n=1
17-129-01-T03 17-69-07-N040 598 n=1
17-129-01-T04 17-69-07-N040 705 n=1
17-129-01-T05 17-69-07-N040 324 n=1
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17-129-02 17-69-07-N040 877+650,71
17-129-03 17-69-07-N040 536,5+126,42
17-129-04 17-69-07-N040 595+372,39
17-129-05 17-69-07-N040 136,17+£22,27
17-129-06 17-69-07-N040 566 n=1
17-129-07 17-69-07-N040 582 n=1
17-129-08 17-69-07-N040 516 n=1
17-129-09 17-69-07-N040 1092 n=1
17-129-10 17-69-07-N040 781 n=1
17-129-11 17-69-07-N040 912 n=1
17-129-12-T01 17-69-07-N040 187+86,24
17-129-13-T01 17-69-07-N040 248 n=1
17-129-14-T01 17-69-07-N040 245,5+46,06
17-129-14-T02 17-69-07-N040 318+27,44
17-129-15-T0l 17-69-07-N040 278 n=1
17-129-16-T01 17-69-07-N040 263 n=1
17-129-17-T01 17-69-07-N040 418 n=1
17-129-17-T02 17-69-07-N040 369 n=1
17-129-17-T03 17-69-07-N040 312 n=1
17-129-18-T01 17-69-07-N040 138,33+43,96
17-129-18-T02 17-69-07-N040 334 n=1
17-129-18-T03 17-69-07-N040 202+92,96
17-129-18-T04 17-69-07-N040 171,5+53,9
17-129-19-T01 17-69-07-N040 754 n=1
17-129-19-T02 17-69-07-N040 458 n=1
17-129-20-T01 17-69-07-N040 213 n=1
17-129-21-T01 17-69-07-N040 110,8+33,71
17-129-22-T01 17-69-07-N040 53,7
17-129-23-T01 17-69-07-N040 54,8
Ac-(17-129-23-T01) 17-69-12-N004 8,9n=1

AHanu3 cBsa3biBaHus MeTogoM SPR

OkcnepuMeHTHl Biacore mpoBoasT, 4To0b! onpenesnuts 3HaueHuss KD (HM) 11 MOHOMEpHBIX HENTH/IOB,
CBSI3BIBAIONINXCSI C TEMOIIEKCHHOBEIM JJOMEHOM desoBedeckoro 6enka MT1 MMP14, (momyyennsiM ot Merck
Millipore).

Bbenmox npousBoiapHO GnoTHHUIHPYIOT B PBS ¢ ncmonb3oBannem pearenra EZ-Link ™ Sulfo-NHS-LC-LC-
6notun (Thermo Fisher) B cooTBeTCTBHM ¢ MPOTOKOJIOM, TIPE/IOKEHHBIM POMU3BOAUTENEM. benok moaseprator
TIIATEIBHOMY 00E€CCOIMBAHUIO ISl YIAJICHHS] HECBSI3aHHOTO OMOTHHA C UCIIOJIb30BAaHUEM CITMH-KOJIOHOK B PBS.

Jlyist aHanm3a cBS3BIBaHUS MENTHIOB HCTONB3yO0T nprbop Biacore 3000 ¢ unnom CMS (GE Healthcare).
CrpenTaBuanH IMMOOWIM3YIOT Ha YUIIE C IOMOIIBIO CTAHAAPTHBIX XUMHUUECKUX METOJIOB IIPUCOCTUHEHUS aMH-
HOB Tipu 25°C ¢ ncnons3oBanneM HBS-N (10 MM HEPES, 0,15 M NaCl, pH 7,4) B kauecTBe pabouero Oydepa.
Bxpartie, moBepXHOCTh KapOOKCHUMETHIIIEKCTpaHa aKTUBUPYIOT MyTeM 7-MUHYTHON wHbeknuu 0,4 M ruapo-
xynopuna 1-3tmi-3-(3-qumetmnamubaonponmn)kapoboaummuna (EDC)/0,1 M N-runpokcucyknnanmuna (NHS) B
cootHomeHuu 1:1 mpu ckopocty motoka 10 Mki/MuH. J{J1s ynaBmuBaHus cTpenTaBuauHa 0eaok pa3Bosit a0 0,2
mr/mi B 10 MM anerare Hatpus (pH 4,5), ynaBnuBaHue MpoOBOAAT IyTeM HHBEKINH 120 MKJI cTpenTaBuanHA Ha
AKTHMBUPOBAHHYIO MOBEPXHOCTH ymrna. OcTaBIIMECs] aKTUBUPOBAHHBIC TPYNITEI OJIOKUPYIOT MyTeM 7-MUHYTHOH
uabekun 1 M astanonamuna (pH 8,5) u ynasnuBaror 6notnnunuposanasiii MT1 MMP14 no yposus 1200-
1800 RU. Bydep 3amensror Ha PBS/0,05% Teun 20 ¥ OCYIIECTBISIOT CEPHIO pa3BECHHIA IENTHIOB B 3TOM 0y-
tepe ¢ koneunoit kounentpanueii IMCO 0,5%. MakcumansHas KOHIIEHTpaIus nentuna cocrapiset 100 HM ¢
6 NONMOTHUTENBHBIMU 2-KpaTHBIMU pa3BefeHusMu. AHanu3 SPR nposogsar npu 25°C npu ckopocTtu notoka 50
MKJI/MUH, BpeMeHH acconuanuu 60 ¢ u Bpemenu aucconuaiuu ot 400 1o 1200 ¢ B 3aBUCHMOCTH OT HHIUBUIY-
aJpHOTO TIenTUAa. JlaHHBIe KOPPEeKTHPYIOT ¢ ydeToM BiusHus JIMCO. Bee nannbpie moydaloT ¢ HCIOJIb30BaHU-
€M JIBOITHOTO KOHTPOJIS O ITyCTHIM WHBEKIIMAM U KOHTPOJIBHOH MMOBEPXHOCTH, C HCIOJIH30BAHNEM CTaHAAPTHBIX
METOZOB, 00pabOTKy JaHHBIX U MOATOHKY KHHETHYECKUX PE3yIbTaTOB IMPOBOMAT C MCIIOJIE30BAaHUEM IIPOTPaMM-
Horo obecrneuenust Scrubber, Bepcus 2.0c (mporpammuoe obecnieuenne BiolLogic). JlaHHBIE MOATOHSIOT C HC-
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MOJIb30BAHUEM TPOCTOW MOIETH CBsI3bIBaHUSA 1:1, yuuThIBaromeii 3)peKThl mepeHoca Macchl, €CIIM 3TO HEOOXO0-
JTIMO.
Pe3ynbraThl TeCTHPOBAaHUS HEKOTOPHIX MENTHAHBIX JHTAHIOB II0 HACTOSIIEMY M300PETEHHIO C IIOMOIIBIO
BBIIICYTTOMSAHYTHIX aHaTH30B SPR 1 KOHKYpEHTHOTO CBA3BIBAaHUS MTOKa3aHbI B Ta01. 3.
Tab6muma 3. Pe3ynbraTel aHa M3a BEIOPAHHBIX MENTHAHBIX JTUTAHI0B HACTOSIIIETO N300peTEeHUS
MeTtonaMu SPR 1 KOHKYPEHTHOTO CBSI3BIBAHUS

IMnanmer 1 Tlnanmer 2
Haspanue OULUKINYECKOrO
(bparmerTa KD (SPRY/sM | Ki (FP-coen,)/uM | Ki (FP-coen,)/uM
BCY1124 1238 73 5
BCY1125 15.1 - -
BCY3959 27,7 ~ N
BCY9933 30,7 " -
BCY9934 36,9 ~ =
BCY9935 392 - —
BCY9936 38 ” —
BCY9937 778 - -
BCY9938 80,9 ~ -
BCY9943 299 ~ -
BCY9945 1360 - N
BCY9946 372 = —
BCY9949 190 = —
BCY9951 364 . -
BCY9952 870 ~ -
BCY9953 206 ~ -
BCY9954 283 ~ -
BCY9955 73,5 ~ N
BCY9957 304,2 ~ N
BCY9959 5.87 ~ —
BCY9960 72,7 ~ -
BCY9961 13000 - _
BCY9963 7100 = —
BCY9964 35 ~ —
BCY9965 7.6 ~ —
BCY9966 240 N —
BCY9968 163 - —
BCY 10223 200 - —
BCY10224 97.8 ~ N
BCY9965 N 76 -
BCY 11147 - 33 =
BCY11148 N 15 —
BCY11149 ~ 30 =
BCY11150 ~ 396 =
BCY11151 - 35 =
BCY11152 - 68 -
BCY11153 - 13 -
BCY11154 ~ 129 —
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BCY11155 ~ 459 ~
BCY11163 ~ 54 ~
BCY11158 ~ 124 m
BCY11160 ~ ~ 289
BCY11165 ~ ~ 72
BCY11166 ~ ~ 92
BCY11167 ~ ~ 135
BCY 10288 52,5 ~ ~
BCY12401 10,834

BCY12402 8,9004

BCY 12403 56,125

BCY 12404 27,44

BCY12405 14,7

In vivo TectupoBanue 3 dpexruBHOCcTH BT17BDC58 B oTHOIECHNH NedeHus kceHoTpaHciuiantata HT 1080
y routbix Mbrmeii BALB/c

1. Ilenp uccremoBaHus

Llenpto fmaHHOTO WCCNENOBAaHMS SABISETCS aHAIM3 in VIVO IIPOTHBOOMYXoJieBoH 3¢ dexTuBHOCTH
BT17BDCS58 B oTHOWICHUY J1edeHus Moaenu kcenoTpanciiantara HT1080 y roneix mermeit BALB/c.

2. Cxema JKCIIepUMEHTa

[lo3a O0Bem 10361 Criocob
[p. (O6paboTrka n Cxema
(Mr/KT) (MKJI/T) BBEICHUS
1 Cpena - 3 10 B.B. biw*2 nen.
2 IBT17BDC58 |1 3 10 B.B. biw*2 Hep.
3 BT17BDC58 |3 3 10 B.B. biw*2 Hen.
n BT17BDC58 |10 3 10 [b.. biw*2 mem.

[Ipumedanue: n - 9UCIO KUBOTHBIX;

O0BeM J103BI - 00BEM JT03BI KOPPEKTUPYIOT IO Macce Tena 10 MKI/T;

biw - IBaXKIbI B HENEIIO.

3. Marepuanst

3.1 2)KuBOoTHBIE U YCIIOBUS UX COJEPKAHUS

3.1.1. )KuBoTHbIC

Buna: Mus Musculus

IlITamm: Balb/c rossie

Bo3pacr: 6-8 Henennb

Ilom: xeHcKuit

Macca tena: 18-22 r

KonnyecTBo *)KHUBOTHBIX: 21 MBIIIB IIIFOC 3a11ac

ITocTaBmuk xuBoTHBIX: Shanghai LC Laboratory Animal Co., LTD.

3.1.2. YcnoBus coaepaxaHus

Mplmieii nepKaT B MHIWBHIYaIbHBIX BCHTHIIMPYEMBIX KICTKAaX MPH IMTOCTOSHHON TEMIIEpaType U BIIAXKHO-
CTH 110 3 )KUBOTHBIX B KOKIOH KIIETKE.

Temmneparypa: 20-26°C.

Bnaxnocts: 40-70%.

Knerku: Usrorosnens! u3 nonukapbonata. Pasmep 300 mm x 180 mm x 150 mMm. B kadecTBe momcTuiku
UCTIONIB3YIOT KYKYPY3HBIC IOYATKH, KOTOPHIC MEHSIOT JBa pa3a B HEACIO.

PammoH: KUBOTHBIE MMEIOT CBOOOITHBIA JOCTYIT K CTEPHUIM30BAHHOMY OOJydEeHHEM CYXOMY TPaHyJIHPO-
BaHHOMY KOPMY B TE€UCHHE BCETO MIEPHUOIa NCCIICIOBAHUS.

Bopa: >knBOTHBIE UMEIOT CBOOOAHBIN JOCTYII K CTEPHILHOM MATHEBOH BOJIE.

WNnentudukaus KIETKH: WICHTH(OUKAIMOHHBIC dTUKETKH I KaXKIOH KIETKH COAEpKaT CIEAYIONIYIO
MHPOPMAIINIO: KOJIMIECTBO KMBOTHBIX, TOJI, JIMHWSI, aTa MOTyIeHHs, 00paboTKa, HOMEp HCCIIeIOBaHUs, HOMEP
TPYIIIEI ¥ 1aTa Havyajia JICUCHUs.

W neHTudukamms KUBOTHBIX: KHUBOTHBIX METAT ITyTEM MapKUPOBAHUS YIICH.

3.2 DKcriepruMEeHTaIFHBIC 00pa3Ibl U 00pa3Ibl MOJI0KUTEIEHBIX KOHTPOJICH

Wnentndukanus npoaykra: BT17BDCS8

IMpousBoautens: Bicycle Therapeutics

Howmep nora: 1

-26 -



046487

duznueckre XapaKTepUCTUKH: JTHO(QMIN3NPOBAHHBII MOPOIIOK

MonexynspHast Macca: 7,6 Mr

Yucrora: 98,36%

YmakoBKka 1 ycIIoBUs XpaHeHH: XpaHsT mpu -80°C.

4. DKcrieprUMEHTaIbHBIE METOIBI U TIPOIIEAYPHI

4.1 KynbTHBHpOBaHHUE KIIETOK

OmyxouneBbie kietkn HT 1080 momnepkuBatoT in vitro B BHIE OJHOCIOWHON KyJIbTYPHI B Cpele, coaepika-
mei 10% WHAKTHBHPOBAaHHON HarpeBaHHMeM (eTanbHOW Obrdbel chIBOpOTKH mpH 37°C B atMocdepe Bo3ayxa,
coaeprkamiero 5% CO,. OmyxoneBble KISTKH TPAAUIHOHHO CYOKYJIBTHBUPYIOT IBayKAbI B HEJEIIO ITyTeM oOpa-
6otku TpuncuaoM-O/ITA. Knerku, pactymue B (aze SKCIOHEHIIMAIEHOTO POCTa, COOMPAIOT U CUUTAIOT, TIOCTIC
Yero MPOBOJAT HHOKYJIALHUIO OITYXOJIH.

4.2 VIHOKyAsILMS OTIyXOJIU

Kax10if MBIIIN TIOIKOXHO B MPaBbIi GOK MHOKYIMPYIOT omyxouesbie kierkn HT1080 (5x10%) B 0,2 mi
PBS nns pa3ButHs omyxoiu. 21 XMBOTHOE MPOM3BOJIBHO PACIPENENSIOT 10 TPYyIMIaM, KOTAa CpeaHHi 00beM
omyxomu pocturaet 174 mv’. BBe/leHHE TECTHPYEMOTO BELIECTBA H KONMUECTBO XKUBOTHBIX B KAXKIOH IpyIIe
moka3aHsl B Tabymie "Cxema dKcriepuMenTa’.

4.3 TomyueHne KOMIO3UIIMH TECTHPYEMOTO BEIIECTBA

Jo3a
ObpabdoTka Komnosunust
(mr/min)
25 MM ructumus pH 7,0, 10% caxaposa (B oTCyTCTRHI
Cpena =
JIMCO)
Pacreopsttor 7,6 mr BT17BDC58 B 7,475 mn Oydepa anst
BT17BDC58 1
pasBeaeHUs] KOMIIO3ULUH
Pazsogmsr 240 mkn pactsopa BT17BDCSS8, | mr/mi, B 560
BT17BDCS8 0,3
MKJ1 Oydepa futst pa3BeeH s KOMIIOSULIHH
Pazsonst 80 Mkn pacrsopa BT17BDCS58, 1 mr/mu, B 720
BT17BDCS58 0.1
MKJ1 Oydepa [uts pasBeneHns KOMIIO3HLIUI

4.4 Habmonenus

Bce npouenyps!l uccienoBaHus, CBI3aHHBIE C 0OpamIeHIEM C )KUBOTHBIMH, YXOJIOM 32 )XKMBOTHBIMH U JIe-
YEHHWEM JKMBOTHBIX, IPOBOJAT B COOTBETCTBHU C PYKOBOICTBAMH, YTBEPXKACHHBIMU MHCTUTYIIMOHAIBEHBIM KO-
MHUTETOM TI0 COJIEpKaHnI0 U Hcoyib3oBanmio KUBOTHBIX (IACUC) WuXi AppTec, cnenays ykazanusmM Mexmy-
HapOJHOW acCOIMAINU IO OIEHKE M aKKPEeIUTAIUH JIA0OpAaTOPHBIX McCienoBanuid Ha KUBOTHBIX (AAALAC).
Bo Bpemsi pyTHHHOTO MOHHTOPHHIA )KHBOTHBIX €KETHEBHO MPOBEPSIOT HA BIUSHIE POCTA OMYXOIH H JCUCHHS
Ha HOpMaJIbHOE TIOBEJICHNE, TaKOe KaK MOJIBIKHOCTB, IIOTPEOJICHNE TTUIIN ¥ BOJBI (TOJIBKO BU3yaIbHO), NPHUOaB-
Ky/TIOTEpIO MacChl Tella, MOSIBJICHUE TYCKJIIBIX IJIa3/CBAISIBILIECHCS IIEPCTH U JIIO0BIE Ipyrue aHoManbHble 3 dex-
THI, YKa3aHHbIE B IpoTokosie. CMepTh M HAOJIoJaeMble KJIMHHYECKHE CHMITOMBI PETUCTPUPYIOT HA OCHOBE YHC-
JIa )KUBOTHBIX B KaXIOH MOATPYIIITE.

4.5 VIsmepeHus OMyXOJU U Pe3ynbTaThl

OCHOBHBIM pe3yJIbTaTOM SBISICTCA HaOmromaemas 3afep)KKa pocTa OIyXOJH WM BBIJICUYMBAHHUE MBIIICH.
O06BeM OImyXoJI U3MEPSIIOT TPH pa3a B HEAETIO B IBYX M3MEPEHHAX C IMIOMOIMIBIO MITAaHTCHITUPKYJIS, 00BEM BBI-
PaXKaIoT B MM’ 110 (opMyIe:

V=0,5axb’,

rae a u b 0003HaYAIOT UITMHHBIA U KOPOTKUH THAMETPHI OITyXOJIM COOTBETCTBEHHO. 3aT€M pa3Mep OMyXOJH
MCTIONB3YIOT I pacueta 3HadeHus T/C. 3nauenne T/C (B mpolieHTaX) yka3plBaeT Ha MPOTHBOOIYXOJEBYIO d(h-
tdexruBHOCTE; T U1 C - cpeaare 00bEMBI OMyXOJIei B 9KCTIEPUMEHTAILHON W KOHTPOJIBHON TPyIaxX, COOTBETCT-
BEHHO, B KOHKPETHBIN JICHb.

TGI paccunTbIBaM U151 KasKA0H TPYHITEI IO (OpMyIIe:

TGI (%) = [1-(Ti-T0)/(Vi-V0)]x100;

Ti obo3HavaeT cpenHuit 00BEM OIMYXOJH B SKCIEPUMEHTAILHOM IpyIIe B KOHKPETHBIH nenb, TO obo3Ha-
YaeT cpefHUi 00bEM OITyXOJM B SKCIEPHUMEHTAIBLHON TPYIIE B JICHb Hadaa JiedeHust, Vi 0003HadaeT cpeaHuit
00bEM OITyX0JIM B KOHTPOJILHOH TpYIIIe, NONydaromei cpeny, B IeHs onpenenenus Ti, 1 VO obo3HavaeT cpen-
HHUH 00BEM OITyXOJIH B TPyTIIE, NOIy4aroulel cpey, B ICHb Havyaya JICUCHHS.

4.6 Coop oOpasioB

B koHIIe uccienoanmsl miasMy cooupatot gepes 5, 15, 30, 60 u 120 MuH mocie BBeneHUs 1035I.

4.7 CTaTuCTHYECKI aHATTN3

WroroBas craTmcTHKa, BKIIOYAIOMAs CpeJHEee 3HAUYCHWE M CTAaHJAPTHYIO OIMIMOKY CpPeIHEro 3HAYCHHS
(SEM), mpemocTaBisieTcs AJIsl OIIEHKH 00beMa OITyXOJIH B KOKIIOW IPYIITEe B KaXKIbIii MOMEHT BPEMEHH.

CraTHCTHYECKHN aHATN3 Pa3INdusI B 00bEeMe OITyXOJIH CPEeIr Pa3HBIX TPYIII MPOBOIIT HA OCHOBE JaHHBIX,
MOJTYYCHHBIX B JIy4YIINi TeparneBTHIECKN MOMEHT BPEMEHH I10CIIE BBEICHHS TIOCIIETHEH T103HI.
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Jlist cpaBHEeHUsI 00beMa OIYXOJIM CPely Pa3HBIX TPy NpoBoAsiT ogHocTopoHHHH ANOVA, mocie momy-
YeHHs 3HAUMMON F-ctaTuCTHKY (OTHOLICHHE MUCTICPCHH 3KCIIEPHUMEHTAIBHBIX PE3YJIBTATOB K TUCIICPCHH OIIH-
0O0K) TIPOBOMSAT CpaBHEHHME Pa3HBIX TPYIII C MOMOINBI0 TecTa ['eiimca-Xayamia. Bee maHHbIe aHATU3UPYIOT C
noMoIeio Prism. 3HaueHus, cootBeTcTBytomMe P<0,05, CYUUTAIOT CTATUCTHICCKH 3HAYMMBIMH.

5. Pe3ynbTaThl

5.1 3meHeHue Macchl Tena ¥ KpuBas pocTa OIyX0Ju

Macca Tena u pocT OIyXOJIH IMmoKa3aHsl Ha Qur. 1.

5.2 Perucrpamnus o0beMa OImyXoiau

Cpennuii 00beM OMyXO0JIM ¢ TEYCHHEM BPEMEHH y CaMOK TOJIBIX MbIiei Balb/c, Hecymmux KCeHOTpaHC-
manrat HT 1080, mokasan B Tabm. 4.

Tabnuna 4. Peructpanus o0beMa OIyX0JH ¢ TCYCHUEM BPEMCHH
Yuco aHel mocie Havaja JISUeHHUs

0 2 4 7 9 11 14

174+1
Cpena, biw 318+30 | 47331 | 688+£87 | 859+148 | 975+167 | 1075+164

ObpaboTka

BT17BDCS58, 174£2
265+46 | 35169 | 48875 | 577+62 67679 785+58
1 mr/kr, biw 2

BT17BDC58, | 174=2

. 15116 | 73£19 42411 50+4 6719 128+16
3 mr/kr, biw 5

BT17BDC38, | 173=2

153429 | 58+20 2741 1844 1041 242

10 mr/kr, biw [ 5

5.3 AHanu3 MHrHOMPOBAHMS POCTA OITYXOJIH
CKOpOCTh MHTHOMPOBaHUA pocTa omyxonu nox aeiicteueM BT17BDCS58 y Monenn KceHOTpaHCIUTAHTATA
HT1080 paccunThIBatOT Ha OCHOBaHWHM M3MEPEHUI 00BEMa OMyX0Ji Ha 14 1eHb TocIie Havaa JICUeHHUSI.
Tabmuma 5. AHanu3 HHTHOUPOBAHMS POCTA OITYXOJIH

Ob6bem omyxonu b
I'p. OG6paborka 5 T/C” (%) TGI (%) P-3nauenune
()
1 Cpena, biw 1075164 - - -
BT17BDC358,
2 785+58 73 32 p>0.05
1 mr/kr, biw
BT17BDC38,
3 128+16 12 105 p<0,001
3 mr/kr, biw
BT17BDCS58,
4 242 0,2 119 p<0,001
10 mr/kr, biw

a) Cpennee 3HaueHHe+SEM.

b) MurubupoBaHre pocTa OMyXOJU PACCUUTHIBAIOT ITYTEM JEIICHUS CPEIHEro 00beMa OIMyXOJId B KCIIe-
PUMEHTAILHOW TPYyIITIE HA CPeTHUN 00BEM OITyXO0JIH B KOHTpobHOH Tpymie (T/C).

6. Pe3ynbTathl 1 BX 00CYKICHHE

B nmaHHOM WCClIeJIOBaHMH OIICHMBAIOT TepareBTHUecKyio 3¢ dektnBHOCTh BT17BDCS58 Ha Momenmn kce-
HoTpaHcrutanTata HT1080. M3MepeHHbIe 3HAUEHUST MACChI TeJla M 00beMa OIyXOJIM BO BCEX HKCIECPUMCHTAIb-
HBIX TPYIIAaxX B pa3HbIC MOMECHTHI BPEMEHHU MMOKa3aHbl Ha ¢ur. 1 1 B Tabn. 4 u 5.

Cpe/Huii pa3mMep OMyXONIH Y MBIIIEi, TONy4aroNMX cpey, JocTuraet 1075 My’ Ha 14 1eHs.

BT17BDC58 B go3ax 1 mr/kr (TV=785 mm’, TGI=32,2%, p>0,05), 3 mr/kr (TV=128 mm’, TGI=105,1%,
p<0,001) 1 10 mr/kr (TV=2 mm’, TGI=84,3%, p<0,001) HpOSBISET T0303aBHCHMYIO POTHBOOMYXOICBYIO aK-
tuBHOCTh. Cpenn Hux BT17BDC58 B mo3e 10 MI/KT BBI3BacT MOJIHYK) PEMECCHIO 2/3 OMyXOJed U PEerpeccHro
1/3 omyxomu 10 7 MM’ Ha 14 neHb.

OOPMVIIA U30BPETEHUA

1. MMenruanei#t urana, cnenuduaabii kK MT1-MMP, coxepikanuii MOJIUIENTH, COAESPK AN TT0O MEHb-
e Mepe TpU OCcTaTKa IMUCTEHHA, Pa3AeIEHHBIX 1T0 MEHBIIICH Mepe IBYMS METIICO0pa3sHBIMU TOCIIe0BATEIHHO-
CTSIMH, U MOJICKYJISIPHBINA KapKac, KOTOPBI 00pa3yeT KOBAICHTHBIC CBS3H C OCTATKAMH ITUCTEHHA TIOJTUTICTITH A
C TOJIyYeHHEM 10 MEHbIIEeH Mepe IBYX MOJUIENTHIIHBIX METeIb HAa MOJIEKYJSIPHOM KapKace, Ille YKa3aHHbBIN
MOJICKYJISIPHBINA KapKac mpeacrasuset coooi 1,1',1"-(1,3,5-rpuazunan-1,3,5-rpumn)rpurnpon-2-ea-1-on (TATA),
u

YKa3aHHBIN MENTUIHBIN JINTAH] CONCPKUT aMUHOKUCIIOTHYIO ITOCIICI0BATEIbHOCTD, BRIOPAHHYIO U3
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CEESFYPECDHC (SEQ ID NO: 1);
CPDLCLDLEPNC (SEQ ID NO: 2);
CPELCVDLYPHC (SEQ ID NO: 3);
CHPEWVSCEFHC (SEQ ID NO: 4);
CSHECALLFPKTC (SEQ ID NO: 5);
CFDECQLLFPKTC (SEQ ID NO: 6);
CLDECKLLFPKTC (SEQ ID NO: 7);
CREECMLLFPKTC (SEQ ID NO: 8);
CETECALLFPRSC (SEQ ID NO: 9);
CADECRLLFPKTC (SEQ ID NO: 10);
CDVECRLLFPRSC (SEQ ID NO: 11);
CIDECRLLFPRSC (SEQ ID NO: 12);
CVRECALLFPKTC (SEQ ID NO: 13);
CV[HArg]ECALLFPKTC (SEQ ID NO: 14);
CVRECALLFPRTC (SEQ ID NO: 15);
CVRECALLFP [HArg]TC (SEQ ID NO: 16);
CV[HArg]ECALLFP [HArg]TC (SEQ ID NO: 17);
CV[HArg]ECALLFPATC (SEQ ID NO: 18);
CVAECALLFP[HArg]TC (SEQ ID NO: 19);
CVTECQLLFPKTC (SEQ ID NO: 20);
CRHECELLFPKTC (SEQ ID NO: 21);
CORECALLFPKTC (SEQ ID NO: 22);
CVRECTLLFPKTC (SEQ ID NO: 23);
CTIECALLFPKTC (SEQ ID NO: 24);

-29 -



CARECALLFPKTC
CINECRLLFPKTC
CYTECSLLFPKTC
CHEECRLLFPKTC
CLEECKLLFPKTC
CIDECALLFPRTC
CYEECRLLFPRTC
CVRECRLLFPKTC
CHIECALLFPKTC
CKRECMLLFPKTC
CYRECALLFPKTC
CLTECALLFPKTC
CEVECRLLFPKTC
CEAECRLLFPKTC
CVQECALLFPKTC
CIRECSLLEFPKTC
CVTECALLFPKTC
CVAECKLLFPKTC
CVGECALLFPKTC
CVVECALLFPKTC
CVFECALLFPKTC

CA[HArg]ECALLFP [HArg] TC
CV[HArg]ECALLFA[HArqg]TC
CV[HArg] ECALLFP [HArg]AC
CV[HArg]ECALL[1Nal]P [HArg]TC
CV[HArg]ECALL[ChalP[HArg]TC
CV[HArg]ECALLF[Pip] [HATrg]TC
CV[HArg]ECALLFP [HArg]SC
CV [HArg]ECALLFP [HArg] [HSer]C
CV[HArg]ECALLF [HyP] [HArg] TC
CV[HArg]EC[Aib]LLFP[HArg]TC
CV[HArg]ECAL[Nle] FP [HArg] TC
CV[HArg]ECA[tBuAla] LFP [HArg] TC
CV[HArglECA[Nle]LFP[HArg] TC
CV[Aad2]ECALLFP [HArg] TC

(SEQ
(SEQ
(SEQ
(SEQ
(SEQ
(SEQ
(SEQ
(SEQ
(SEQ
(SEQ
(SEQ
(SEQ
(SEQ
(SEQ
(SEQ
(SEQ
(SEQ
(SEQ
(SEQ
(SEQ
(SEQ

046487

ID NO: 25);
ID NO: 26);
ID NO: 27);
ID NO: 28);
ID NO: 29);
ID NO: 30);
ID NO: 31);
ID NO: 32);
ID NO: 33);
ID NO: 34);
ID NO: 35);
ID NO: 36);
ID NO: 37);
ID NO: 38);
ID NO: 39);
ID NO: 40);
ID NO: 41);
ID NO: 42);
ID NO: 43);
ID NO: 44);
ID NO: 45);
(SEQ ID NO: 46);
(SEQ ID NO: 47);
(SEQ ID NO: 48);
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO: 52);
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
(SEQ ID NO:
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CP[HArg]ECALLFP[HArg]TC (SEQ ID NO: 60);
CV[HArg]ECALL[4F1Phe]P[HArg]TC (SEQ NO: 61);
CV[HArg]ECAL[tBuGly]FP[HArg]TC (SEQ ID NO: 62);
CV[HArg]ECAL[Cha] FP[HArg]TC (SEQ ID NO: 63);
CV[HArg]ECALL[2Nal]P[HArg]TC (SEQ ID NO: 64);
CV[HArg]ECALLFP[HArg] [HyV]C (SEQ ID NO: 65);
C[tBuGly] [HArg]ECALLFP[HArg]TC (SEQ ID NO: 66);
CVEECALLFP[HArg]TC (SEQ ID NO: 67);
CV[HArg]ECA[Cpal] LFP[HArg]TC (SEQ ID NO: 68);
CV[HArg]ECA[Cba]LFP[HArg]TC (SEQ ID NO: 69);
CV[HArg]ECA[CSA]LFP[HArg]TC (SEQ ID NO: 70);
CV[HArg]ECA[Cha] LFP[HArg]TC (SEQ ID NO: 71);
CV[HArg]ECA[tBuGly]LFP[HArg]TC (SEQ ID NO: 72);
CV[HArg]ECALLF[Cis~HyP] [HArg]TC (SEQ ID NO: 73);
CV[HArg]ECAL[Cpa] FP[HArg]TC (SEQ ID NO: 74);
CV[HArg]ECAL[C5A]FP[HArg]TC (SEQ ID NO: 75);
CV[HArg]ECA[tBuAla]LF[HyP] [HArg]TC (SEQ ID NO: 76);
CV[HArg]ECA[tBuAla] [tBuGly]F[HyP] [HArg]TC (SEQ ID NO: 77);
C[tBuGly] [HArg]ECA[tBuAla]LFP[HArg]TC (SEQ ID NO: 78);
CSSWDKLMCHPYC (SEQ ID NO: 79);

CPEECFYLPPHPMSC (SEQ ID NO: 80);

CPQECFYLPGHSLYC (SEQ ID NO: 81);

CPGECFYPPGHPLAC (SEQ ID NO: 82);

CPGECFYPTNHPLYC (SEQ ID NO: 83);

CPQECFYPIGHPLAC (SEQ ID NO: 84);

CPEECFYPPGHKLHC (SEQ ID NO: 85);

CPQECFYPPGHRLRC (SEQ ID NO: 86);

CPQECFYPPGHPYHC (SEQ ID NO: 87);

CPQECFYPSTHPLYC (SEQ ID NO: 88);

CPGECFYPSNHRLYC (SEQ ID NO: 89);

CPDECFYPPEHPLAC (SEQ ID NO: 90);

CPGECFYPPGHHLSC (SEQ ID NO: 91);

CPGECFYPPGHHLGC (SEQ ID NO: 92);

CPEECFYPPNHPLYC (SEQ ID NO: 93);

CPGECFYPPDHPLYC (SEQ ID NO: 94);
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CPGECFEFYPPGHPLYC (SEQ ID NO: 95);

CPGECFYPPNHPEFYC (SEQ ID NO: 96);

CPGECFYPPNHPLYC (SEQ ID NO: 97);

CPEECFYPPGHPLAC (SEQ ID NO: 98);

CWMECFYPPGHPLAC (SEQ ID NO: 99);

CFEECFYPPGHPLAC (SEQ ID NO: 100);
CPGECFYPPGHPLRC (SEQ ID NO: 101);
CPGECFYPPGHPREC (SEQ ID NO: 102);
CPGECFYPPGHRFHC (SEQ ID NO: 103);
CPGECFYPPGHRLYC (SEQ ID NO: 104);
CEEEFYPCGHPLYVC (SEQ ID NO: 105);
CEEQFYPCTHALYTC (SEQ ID NO: 106);
CVEEFYPCDHPLYSC (SEQ ID NO: 107);
CEEEFYPCGHPMHPC (SEQ ID NO: 108);
CDEQFYPCHHRLYSC (SEQ ID NO: 109);
CEEEFYPCGHPFHPC (SEQ ID NO: 110);
CLEQFYPCEHPLFSC (SEQ ID NO: 111);
CVEQFYPCGHRHYIC (SEQ ID NO: 112);
CEEQFYPCSHPLYTC (SEQ ID NO: 113);
CEEQFYPCNHPLNVC (SEQ ID NO: 114);
CEEEFYPCSHPLNPC (SEQ ID NO: 115);
CEEQFYPCGHKLSPC (SEQ ID NO: 116);
CPEQFYPCDHRLYIC (SEQ ID NO: 117);
CQEQFYPCNHPLSPC (SEQ ID NO: 118);
CDEQFYPCNHRLNTC (SEQ ID NO: 119);
CEEAFYPCHHPLYRC (SEQ ID NO: 120);
CDEDFYPCGHYLNQC (SEQ ID NO: 121);
CEEQFYPCTHPLYVC (SEQ ID NO: 122);
CPEQFYPCTHRLYQC (SEQ ID NO: 123);
CEEQFYPCSHPLYRC (SEQ ID NO: 124);
CAEQFYPCDHPLYRC (SEQ ID NO: 125);
CAEEFYPCDHPLYRC (SEQ ID NO: 126);
CEEAFYPCNHPLYTC (SEQ ID NO: 127);
CAEAFYPCDHPLYVC (SEQ ID NO: 128);

CEEAFYPCSHPLFIC (SEQ ID NO: 129);
CEEAFYPCSHPLHPC (SEQ ID NO: 130);

CEEAFYPCSHPLEVC (SEQ ID NO: 131);
CEEQFYPCSHPLYSC (SEQ ID NO: 132);
CEEAFYPCEHPLYMC (SEQ ID NO: 133);
CEEQFYPCNHPLYMC (SEQ ID NO: 134);
CLEQFYPCGDPRLC (SEQ ID NO: 135);
CEEQFYPCGHHLLC (SEQ ID NO: 136);
CLEPDECFYPMEC (SEQ ID NO: 137);
CKEPQECFYPLKC (SEQ ID NO: 138); u

CDSPEECFYPLEC (SEQ ID NO: 139);
rne Aad obo3HavaeT anbda-L-aMHHOAQINIIMHOBYIO KUCIIOTY, Aib 0003HaYaeT aMHHOM30MACIIIHYIO KHCIIO-
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Ty, C5a obo3Hauaer Oera-nmkinoneHTHiI-L-anannH, Cba ob6o3HadaeT B-muknoOyTtrnanannH, Cha obo3nagaer 3-
mukiorekcui-L-anannH, Cpa o6o3Haudaer Oera-nukioneHtuin-L-ananun, 4FIPhe o6osnasaer 4-drop-L-
¢ennnanannH, HArg oGosnauaer romoaprunus, HyP o6osnausaer rugpoxcunponmH, HyV oGosnauaer 3-
rugpokcu-L-sanun, HSer o6o3nauaer romocepun, 1Nal oGosnauaer 1-nadrumananun, 2Nal oGo3nHagaer 2-
HadTnananu, Nle o6o3HauaeT HopaeiuH, Pip 0003HagaeT MUMEKOIMHOBYIO KucoTy, tBuAla o6o3HadaeT 1-
Oyrunananus, tBuGly o6o3HavaeT T-OyTHITIIUITNH.

2. IlenTuaHbIA AUrang o .1, rie MeNTHAHBIA TUTaHA COAEPKUT aMHUHOKHCIIOTHYIO TIOCIIE0BATENIbHOCTD,
kotopas npenctasiset coboit CV[HArg]ECALLFP[HArg]TC (SEQ ID NO: 17).

3. IlenTuaHblA MUrasa 0o 1.1, e NeNTUAHBIN JIUTaH ] COAEPKUT AMUHOKUCIOTHYIO ITOCIIEI0BATEIbHOCTD,
BBEIOpaHHYIO M3

A~(SEQ ID NO:
A~(SEQ ID NO:
A~(SEQ ID NO:
A~(SEQ ID NO:
A~(SEQ ID NO:
A~(SEQ ID NO:
A~(SEQ ID NO:
A~(SEQ ID NO:
A~(SEQ ID NO:
A~(SEQ ID NO:
A-(SEQ ID NO:
A~(SEQ ID NO:

1)-A (o6o3Hagaemoti 3nech kak 17-108-02);
2)-A (o6o3Hagaemotit 31ech kak 17-111-01);
3)-A (obo3Hauaemoii 3nech kak 17-111-02);
4)-A (o6o3Hagaemotit 31ech kak 17-116-01);
5)-A (o6o3Hauaemoii 31ech kak 17-120-00);
6)-A (o6o03Ha"aeMoit 31ech kak 17-120-01);
7)-A (o603Ha"aeMoit 31ech kak 17-120-02);
8)-A (o6o3Ha"aeMoit 31ech kak 17-120-03);
9)-A (o603Ha"aeMoit 31ech kak 17-120-04);
10)-A (o6o3nauaemoii 3nech kak 17-120-05);
11)-A (o6o3nauaemoii 3nech kak 17-120-07);
12)-A (o6o3Hauaemoii 31ech kak 17-120-08);

APPP-(SEQ ID NO: 13)-A (0o603nauaemoii 31ech kak 17-120-09-T01);

QISP-(SEQ ID NO: 13)-A (o603Hauaemoii 3xaech kak 17-120-09-T02);

ALPP-(SEQ ID NO: 13)-A (o603Hauaemoii 31ech kak 17-120-09-T03 u BCY1124);

Ac-ALPP-(SEQ ID NO: 13) (o603nauaemoii 31ech kak Ac-(17-120-09-T03) u BCY 1125);

Sar3-ALPP-(SEQ ID NO: 13) (o603nagaemoii 31ech kak Sar3-A-(17-120-09-T03));

GPPP-(SEQ ID NO: 13)-A (o603nagaemoii 31ech kak 17-120-09-T04);

SPPP-(SEQ ID NO: 13)-A (o6o3nagaemotii 31ech kak 17-120-09-T05);

NPPP-(SEQ ID NO: 13)-A (o603Hauaemoii 31ech kak 17-120-09-T06);

EPPP-(SEQ ID NO: 13)-A (o6o3nagaemotii 3aech kak 17-120-09-T07);

HPPP-(SEQ ID NO: 13)-A (o603nagaemoii 31ech kak 17-120-09-T08);

APNP-(SEQ ID NO: 13)-A (o6o3nagaemotii 31ech kak 17-120-09-T09);

APDP-(SEQ ID NO: 13)-A (o603Hauaemoii 31ech kak 17-120-09-T10);

APLP-(SEQ ID NO: 13)-A (o60o3Hauaemoii 31ech kak 17-120-09-T11);

APAP-(SEQ ID NO: 13)-A (o603Hauaemoii 31ech kak 17-120-09-T12);

APHP-(SEQ ID NO: 13)-A (o603Hauaemoii 31ech kak 17-120-09-T13);

Sar3-ALPP-(SEQ ID NO: 14) (o603nagaemoii 31ech kak Sar3-A-(17-120-09-T03) HArg2);

Sar3-ALPP-(SEQ ID NO: 15) (o603nauaemoii 31ech kak Sar3-A-(17-120-09-T03) Arg9);

Sar3-ALPP-(SEQ ID NO: 16) (o603nauaemoii 31ech kak Sar3-A-(17-120-09-T03) HArg9);

(B-Ala)-Sar10-ALPP-(SEQ ID NO: 17) (o6o3nagaemoii 3mech kak (B-Ala)-Sar10-A-(17-120-09-T03)
HArg2 HArg9);

Ac-(B-Ala)-Sar10-ALPP-(SEQ ID NO: 17) (o6o3Hauaemoii 3mech kak Ac-(B-Ala)-Sarl0-A-(17-120-09-
T03) HArg2 HArg9);

ALPP-(SEQ ID NO: 17) (o603nagaemoii 3mech kak BCY3959);

[Ac]LPP-(SEQ ID NO: 17) (o603nauaemoii 31eck kak BCY9933);

[Ac]APP-(SEQ ID NO: 17) (0603Hauaemoii 31eck kak BCY9934);

[Ac]LAP-(SEQ ID NO: 17) (obo3Hagaemoii 3mech kak BCY9935);

[Ac]LPA-(SEQ ID NO: 17) (obo3nauaemoii 3mech kak BCY9936);

[Ac]-(SEQ ID NO: 17) (o60o3nauaemoii 31echk kak BCY9968);

[Ac]LYP-(SEQ ID NO: 17) (o603Hauaemoii 31ech kak BCY 11147);

[Ac]LPY-(SEQ ID NO: 17) (o603Hauaemoii 31ech kak BCY 11148);

[Ac][dA]PP-(SEQ ID NO: 17) (o603rauaemoii 3mech kak BCY11165);

[Ac]L[dA]P-(SEQ ID NO: 17) (o6o3nagaemoti 31ech kak BCY11166);

[Ac]LP[dA]-(SEQ ID NO: 17) (o6o3nagaemoti 31ech kak BCY11167);

ALPP-(SEQ ID NO: 17)-A (o603na4aemotii 31eck kak BCY 10288);

(B-Ala)-Sar10-ALPP-(SEQ ID NO: 17) (o6o3Hauaemoii 3neck kak (B-Ala)-Sar10-A-(17-120-09-T03)
HArg2 HArg9);

(B-Ala)-Sar10-ALPP-(SEQ ID NO: 18) (o6o3Hauaemoii 3mech kak (B-Ala)-Sar10-A-(17-120-09-T03)
HArg2 Ala9);

(B-Ala)-Sar10-ALPP-(SEQ ID NO: 19) (o603nauaemoii 3aech kak (B-Ala)-Sar10-A-(17-120-09-T03) Ala2
HArg9);
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[Ac]LPP-(SEQ ID NO: 19) (o603nauaemoii 31eck kak BCY9938);
APMP-(SEQ ID NO: 20)-A (o603nauaemoii 3aeck kak 17-120-10-T01);
APSP-(SEQ ID NO: 21)-A (o603nagaemoii 3mech kak 17-120-11-T01);
AALP-(SEQ ID NO: 22)-A (o603Ha49aeMoit 31ech kak 17-120-12-T01);
ALDP-(SEQ ID NO: 23)-A (o603Ha49aeMoii 31ech kak 17-120-13-T01);
ADRP-(SEQ ID NO: 24)-A (o603Hauaemoii 31ech kak 17-120-14-T01);
ATQP-(SEQ ID NO: 25)-A (o603Ha49aeMoit 31ech kak 17-120-15-T01);
SPPP-(SEQ ID NO: 25)-A (o6o3nagaemotii 31ech kak 17-120-15-T02);
ARHP-(SEQ ID NO: 26)-A (0603Hauaemoit 3mech kak 17-120-16-T01);
ALPP-(SEQ ID NO: 27)-A (o60o3Hauaemoii 31ech kak 17-120-17-T01);
A-(SEQ ID NO: 28)-A (0o603HauaeMoii 31ech kak 17-120-18);

A-(SEQ ID NO: 29)-A (o603Hauaemoii 31ech kak 17-120-19);

A-(SEQ ID NO: 30)-A (o603HauaemMoii 31ech kak 17-120-20);

A-(SEQ ID NO: 31)-A (o603Hauaemoii 31ech kak 17-120-21);
APPP-(SEQ ID NO: 31)-A (o603nagaemoii 3mech kak 17-120-21-T01);
APSP-(SEQ ID NO: 32)-A (o603nagaemoii 31mech kak 17-120-22-T01);
PLPP-(SEQ ID NO: 32)-A (o6o3nagaemoii 31ech kak 17-120-22-T02);
APAP-(SEQ ID NO: 33)-A (o6o3nagaemotii 31ech kak 17-120-23-T01);
AVEP-(SEQ ID NO: 34)-A (o603Ha4aeMoii 31ech kak 17-120-24-T01);
AEPA-(SEQ ID NO: 35)-A (o603Ha4aeMoii 31ech kak 17-120-25-T01);
ASPP-(SEQ ID NO: 36)-A (0603HauaeMoii 31ech kak 17-120-26-T01);
AAPP-(SEQ ID NO: 37)-A (o6o3nauaemoii 31ech kak 17-120-27-T01);
APPP-(SEQ ID NO: 38)-A (0603HauaeMoii 31ech kak 17-120-28-T01);
AVPP-(SEQ ID NO: 39)-A (o603Hauaemoii 31ech kak 17-120-29-T01);
SPPP-(SEQ ID NO: 40)-A (o603Hauaemoii 31ech kak 17-120-30-T01);
HLPP-(SEQ ID NO: 41)-A (o6o3nagaemotii 31ech kak 17-120-31-T01);
RLPP-(SEQ ID NO: 41)-A (o603nagaemoii 3mech kak 17-120-31-T02);
APPP-(SEQ ID NO: 41)-A (o603nagaemoii 3mech kak 17-120-31-T03);
MPPP-(SEQ ID NO: 42)-A (o6o3nagaemoii 31ech kak 17-120-32-T01);
SPPP-(SEQ ID NO: 43)-A (o6o3nagaemoii 31ech kak 17-120-33-T01);
APPP-(SEQ ID NO: 44)-A (o603nagaemoii 31mech kak 17-120-34-T01);
APPP-(SEQ ID NO: 45)-A (0o603HauaeMoii 31ech kak 17-120-35-T01);
[Ac]LPP-(SEQ ID NO: 46) (o603nauaemoii 31eck kak BCY9937);
[Ac]LPP-(SEQ ID NO: 47) (o603nauaemoii 31eck kak BCY9943);
[Ac]LPP-(SEQ ID NO: 48) (0o603Hauaemoii 31eck kak BCY9945);
[Ac]LPP-(SEQ ID NO: 49) (0o603Hauaemoii 31eck kak BCY9946);
[Ac]LPP-(SEQ ID NO: 50) (o603nauaemoii 31eck kak BCY9949);
[Ac]LPP-(SEQ ID NO: 51) (o60o3nagaemoti 31ech kak BCY9951);
[Ac]LPP-(SEQ ID NO: 52) (o60o3nagaemoti 31ech kak BCY9952);
[Ac]LPP-(SEQ ID NO: 53) (o60o3nagaemoti 31ech kak BCY9953);
[Ac]LPP-(SEQ ID NO: 54) (o60o3nagaemoti 31ech kak BCY9954);
[Ac]LPP-(SEQ ID NO: 55) (o60o3nagaemoti 31ech kak BCY9955);
[Ac]LPP-(SEQ ID NO: 56) (o603uauaemoii 31eck kak BCY9957);
[Ac]LPP-(SEQ ID NO: 57) (o603nauaemoii 31eck kak BCY9959);
[Ac]LYP-(SEQ ID NO: 57) (o603Hauaemoii 31eck kak BCY 12401);
[Ac]EYP-(SEQ ID NO: 57) (0o6o3Hauaemoii 31eck kak BCY 12405);
[Ac]LPP-(SEQ ID NO: 58) (0o603Hauaemoii 31eck kak BCY9960);
[Ac]LPP-(SEQ ID NO: 59) (0o603nauaemoii 31eck kak BCY9961);
[Ac]LPP-(SEQ ID NO: 60) (o6o3nagaemoti 31ech kak BCY9963);
[Ac]LPP-(SEQ ID NO: 61) (o60o3nagaemoti 31ech kak BCY9964);
[Ac]LPP-(SEQ ID NO: 62) (o60o3nagaemoti 31ech kak BCY9965);
[Ac]LPP-(SEQ ID NO: 63) (o6o3nagaemoti 31ech kak BCY9966);
[Ac]LPP-(SEQ ID NO: 64) (o6o3nagaemoti 31ech kak BCY 10223);
[Ac]LPP-(SEQ ID NO: 65) (o6o3nagaemoti 31ech kak BCY 10224);
[Ac]LPP-(SEQ ID NO: 66) (o603Hauaemoii 3neck kak BCY 11149);
[Ac]LPP-(SEQ ID NO: 67) (o603uauaemoii 31eck kak BCY 11150);
[Ac]LPP-(SEQ ID NO: 68) (o603Hauaemoii 3neck kak BCY11151);
[Ac]LPP-(SEQ ID NO: 69) (o603Hauaemoii 3neck kak BCY11152);
[Ac]LPP-(SEQ ID NO: 70) (o603Hauaemoii 3neck kak BCY11153);
[Ac]LPP-(SEQ ID NO: 71) (o603Hauaemoii 3neck kak BCY 11154);
[Ac]LPP-(SEQ ID NO: 72) (o60o3nagaemoti 31ech kak BCY 11155);
[Ac]LPP-(SEQ ID NO: 73) (o60o3nagaemoti 31ech kak BCY 11163);
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[Ac]LPP-(SEQ ID NO: 74) (o603nauaemoii 31eck kak BCY11158);
[Ac]LPP-(SEQ ID NO: 75) (o603uauaemoii 3neck kak BCY 11160);
[Ac]LYP-(SEQ ID NO: 76) (o603Hauaemoii 31ech kak BCY 12402);
[Ac]LYP-(SEQ ID NO: 77) (o603na4uaemoii 31ech kak BCY 12403);
[Ac]LYP-(SEQ ID NO: 78) (o603Hauaemoii 31ech kak BCY 12404);
A-(SEQ ID NO: 79)-A (o6o3Hagaemoii 31ech kak 17-121-00);

A-(SEQ ID NO: 80)-A (ob6o3nagaemoii 31ech kak 17-127-01);

A-(SEQ ID NO: 81)-A (o6o3nagaemoii 31ech kak 17-129-00);
SQT-(SEQ ID NO: 82)-A (o603Hauaemoii 3x1ech kak 17-129-01-T01);
SMT-(SEQ ID NO: 82)-A (o603Ha4aemoii 31ech kak 17-129-01-T02);
SLV-(SEQ ID NO: 82)-A (o603Hauaemoii 31ech kak 17-129-01-T03);
ISSYG-(SEQ ID NO: 82)-A (o603Hauaemoii 31ech kak 17-129-01-T04);
ENITT-(SEQ ID NO: 82)-A (0603Hauaemoii 31ech kak 17-129-01-T05);

A~(SEQ ID NO:
A~(SEQ ID NO:
A~(SEQ ID NO:
A-(SEQ ID NO:
A~(SEQ ID NO:
A~(SEQ ID NO:
A~(SEQ ID NO:
A~(SEQ ID NO:
A~(SEQ ID NO:
A~(SEQ ID NO:
L-(SEQ ID NO:
T-(SEQ ID NO:
Q-(SEQ ID NO:
A~(SEQ ID NO:
N-(SEQ ID NO:
D-(SEQ ID NO:

83)-A (o6o3Hauaemoii 3xech kak 17-129-02);

84)-A (o6o3Hagaemotii 31ech kak 17-129-03);

85)-A (0bo3Hagaemotii 31ech kak 17-129-04);

86)-A (0obo3Hagaemotii 31ech kak 17-129-05);

87)-A (0obo3Hagaemotii 31ech kak 17-129-06);

88)-A (0bo3Hagaemotii 3aech kak 17-129-07);

89)-A (06o3Hagaemotii 31ech kak 17-129-08);

90)-A (o603Hauaemoii 3xech kak 17-129-09);

91)-A (o6o3Hauaemotii 3xech kak 17-129-10);

92)-A (o60o3Hauaemoii 3xech kak 17-129-11);
93)-HA (3mecw o60o3HauaeTcst kak 17-129-12-T01);
94)-NA (o6o3nauaemoii 3aeck kak 17-129-13-T01);
95)-NA (o6o3nagaemotii 31ech kak 17-129-14-T01);
95)-NVI (o603nauaemoii 31ech kak 17-129-14-T02);
96)-NA (o6o3nagaemotii 31ech kak 17-129-15-T01);
97)-RA (o603HauaeMoii 31ech kak 17-129-16-T01);

SRM-(SEQ ID NO: 98)-A (o603HaqaeMoii 31ech kak 17-129-17-T01);
SRS-(SEQ ID NO: 98)-A (06o3nagaemotii 31ech kak 17-129-17-T02);
RYMTR-(SEQ ID NO: 98)-A (o603nauaemoii 3aeck kak 17-129-17-T03);
REE-(SEQ ID NO: 99)-A (o603Hauaemoii 31ech kak 17-129-18-T01);
DNM-(SEQ ID NO: 99)-A (o603Hauaemoii 31ech kak 17-129-18-T02);
QES-(SEQ ID NO: 99)-A (o603Hauaemoii 31ech kak 17-129-18-T03);
ADY-(SEQ ID NO: 99)-A (0o603nauaemoii 31eck kak 17-129-18-T04);
MAN-(SEQ ID NO: 100)-A (o603Hauaemotii 31ech kak 17-129-19-T01);
SQN-(SEQ ID NO: 100)-A (o6o3nagaemotii 31ech kak 17-129-19-T02);
A-(SEQ ID NO: 101)-TVL (o6o3nagaemotii 3aech kak 17-129-20-T01);
A-(SEQ ID NO: 102)-SWL (o603Ha4aemoii 31ech kak 17-129-21-T01);
A-(SEQ ID NO: 103)-LTE (o603na49aemoii 31ech kak 17-129-22-T01);
A-(SEQ ID NO: 104)-YSE (o603nagaemoii 31mech kak 17-129-23-T01);
Ac-(SEQ ID NO: 104)-YSE (o603nauaemoii 31ech kak Ac (17-129-23-T01));
A-(SEQ ID NO: 105)-A (o603Hauaemoit 31ech kak 17-126-01);

A-(SEQ ID NO: 106)-A (o603Hauaemoii 31ech kak 17-126-02);

A-(SEQ ID NO: 107)-A (o603Hauaemoii 31ech kak 17-126-03);

A-(SEQ ID NO: 108)-A (0003Hauaemoit 31ech kak 17-126-006);

A-(SEQ ID NO: 109)-A (o603Hauaemoit 31eck kak 17-126-07);

A-(SEQ ID NO: 110)-A (o603ragaemoii 3mech kak 17-126-08);

A-(SEQ ID NO: 111)-A (o60o3ragaemoii 3mech kak 17-126-09);

A-(SEQ ID NO: 112)-A (o603ragaemoii 3mech kak 17-126-10);

A-(SEQ ID NO: 113)-A (o603rauaemoii 3mech kak 17-126-18);

A-(SEQ ID NO: 114)-A (o60o3ragaemoii 3mech kak 17-126-19);

A-(SEQ ID NO: 115)-A (o603ragaemoii 3mech kak 17-126-20);

A-(SEQ ID NO: 116)-A (o603Hauaemoit 31ech kak 17-126-21);

A-(SEQ ID NO: 117)-A (o603Hauaemoit 31ech kak 17-126-22);

A-(SEQ ID NO: 118)-A (o003Hauaemoit 31ech kak 17-126-23);

A-(SEQ ID NO: 119)-A (o003Hauaemoii 31ech kak 17-126-24);

A-(SEQ ID NO: 120)-A (o003Hauaemoit 31ech kak 17-126-25);
Ac-A-(SEQ ID NO: 120)-A (o603uauaemoii 31eck kak Ac-(17-126-25));
A-(SEQ ID NO: 121)-A (o603ragaemoii 3mech kak 17-126-26);

A-(SEQ ID NO: 122)-A (o603nagaemoii 3mech kak 17-126-27);
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A-(SEQ ID NO: 123)-A (o003Hauaemoii 31ech kak 17-126-28);

HSP-(SEQ ID NO: 124)-A (o603Hauaemoii 31ech kak 17-126-30-T01);

GPH-(SEQ ID NO: 125)-A (o603HauaeMoii 31ech kak 17-126-31-T01);

ITHS-(SEQ ID NO: 126)-A (o603Hauaemoii 3mech kak 17-126-32-T01);

WSP-(SEQ ID NO: 127)-A (o6o3nagaemotii 31ech kak 17-126-33-T01);

SHS-(SEQ ID NO: 127)-A (o60o3nagaemotii 31ech kak 17-126-33-T02);

DLH-(SEQ ID NO: 128)-A (o603nagaemotii 31ech kak 17-126-35-T01);

ANE-(SEQ ID NO: 129)-A (o60o3nagaemotii 31ech kak 17-126-36-T01);

AVW-(SEQ ID NO: 130)-A (0o603Hauaemoii 31eck kak 17-126-37-T01);

KVQ-(SEQ ID NO: 131)-A (o603Hauaemotii 31ech kak 17-126-38-T01);

A-(SEQ ID NO: 132)-PDVA (0603nauaemoii 31ech kak 17-126-39-T01);

A-(SEQ ID NO: 133)-HQAA (o603HauaeMoii 31ech Kak 17-126-40-T01);

A-(SEQ ID NO: 134)-RENA (na3biBaemast 3aechk 17-126-41-T01);

A-(SEQ ID NO: 135)-A (o003Hauaemoit 31ech kak 17-126-11);

A-(SEQ ID NO: 136)-A (o603ragaemoii 3mech kak 17-126-12);

A-(SEQ ID NO: 137)-A (o603nagaemoii 3mech kak 17-122-02);

A-(SEQ ID NO: 138)-A (o603nauaemoii 31ech kak 17-122-03) u

A-(SEQ ID NO: 139)-A (o603Hauaemoii 31ech kak 17-122-04).

4. TlenTUIHBINA TUTAHL 0 1.2, TAE MENTHAHBINA JUTaHI CONEPKUT AMUHOKHCIIOTHYIO TTOCIICA0BATEIHLHOCTD
(B-Ala)-Sar10-ALPP-(SEQ ID NO: 17) (ob6o3nagaemyto 3mech (B-Ala)-Sar10-A-(17-120-09-T03)
HArg2HArg9)

5. llenTuaHblil TUraHs mo T0O6oMy U3 1. 1-4, Tae dhapManeBTHYECKH PUEMIICMast COJIb BRIOpaHa U3 COJH
CBOOOTHOM KUCIIOTHI WJIH COJTH HATPUS, KalTUsl, KaJbIIHsl, aMMOHHS.

6. [lentuanelit aurang no aodomy u3 nm.1-5, rne MT1-MMP npencrasiser co6oit yenoBeueckuiit MT1-
MMP.

7. JlexapCTBeHHBIN KOHBIOTAT, COMEPKAITUN MENTUIHBINA JUTaH ] TI0 J0O00OMY U3 M. 1-6, KOHBIOTUPOBaH-
HBIH ¢ 0JTHOM Uik 6oJiee 2P (HEKTOPHBIMH W/HITH (YHKITHOHATLHBIMA TPYIITIAMH.

8. JlekapCTBEHHBIN KOHBIOTAT 10 1.7, COAEP KAl OTHO WIIK 00JIee IUTOTOKCHIECKUX CPEICTB.

9. JlekapcTBEHHBIN KOHBIOTAT TI0 I1.8, TJe YKa3aHHOE MUTOTOKCHIECKOE CpeAcTBO BhIOpaHo 3 MMAE ninu
DMI.

10. JlexapcTBeHHBIH KOHBIOTAT MO 1.9, TJe MATOTOKCHIECKOE CPENCTBO MpencTapisier coooi MMAE, u
YKa3aHHBI KOHBIOTAT JOMOJHHUTEIBLHO COIEPKUT JIMHKep, BbIOpaHHBI U3 -PABC-Cit-Val-rmyrapun- wnm
-PABC-mukno6ytuin-Ala-Cit-BAla-, takoit kak -PABC-Cit-Val-rmyrapun-, tne PABC mpencrasnser coboif -
aMUHOOCH3MIKapOamar.

11. JlekapcTBeHHBII KOHBIOTAT 110 11.10, KOTOpHIH MpeacTasisier coboit BT17BDCS8
OH H

M'U%J ﬁ%’\@ ? me scvole

BT17BDC-58
HaoN O

rne BICYCLE-NOO7 o6o3nauaer (B-Ala)-Sar10-ALPP- (SEQ ID NO: 17), Takxe u3BecTHbIH Kak (B-Ala)-
Sar10-A-(17-120-09-T03) HArg2HArg9.

12. ®apmarieBTHYECKAs] KOMITO3HIINS, KOTOPAsi COACPYKUT NMENTHIHBIN JUTaH 1Mo JIIoOoMy U3 . 1-6, win
JIEKapCTBEHHBIH KOHBIOTAT 1O JIIoOoMy m3 Ti.7-11, B KoMOMHAIIMY ¢ OJHUM WiH Oosiee papManeBTHISCKH TIPH-
E€MIIEMBIMHU 3KCIUITHCHTaMH.

13. ®apmarnieBTHIECKass KOMITO3HUIUS TI0 T1.12, KOTOpast JOMOJHUTEILHO COACPKHUT OJHO WK Ooiee Tepa-
MEBTHYECKIX CPEICTB.

14. TlpuMeHeHUe JTEKapCTBEHHOTO KOHBIOTaTa IO JOOOMY H3 m.7-11 ams mpoMIaKTHKH, TONABICHUS
WY JIeYeHUs! 3a00JIeBaHMs MM PacCTPOMCTBa, onocpenoBanHoro MT1-MMP.

1400+

12004 - Cpena

«wwe BT17BDCS58 1Mk [BaKIbl B HEIEN0
~s BT17BDC58 3Mifkr 18Xl 8 Heeno
«+ BT17BDC58 10MI/ [BaKibl B HefEM0

< 10001
800
600
400-
200
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T T T v
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A A

[IHv nocne Havana BBeeHIs

@ EBpasuiickasi naTeHTHas opraHusauus, EAMB

Poccusi, 109012, MockBa, Manbliii Yepkacckuii nep., 2
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