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TUMIOPOSUIIBLHEIE KOHBIOT'ATE AHTUTEJIO-JIEKAPCTBEHHOE CPEICTBO

[0001] IDaHHasAa 3asgBKa YyTBEepXIaeT NIperMymeCcTBO
IpeIBapuUTesIbHOM IIaTeHTHOM 3agBku CIIA W 61/940,759, nomauHom 17
beBpangs 2014 1., " T[IpelBapUTeJIEHOM TIaTeHTHOM 3agBku CIA W
61/947368, mnomaHHOM 3 MapTa 2014 T., Kaxmasg M3 KOTOPHX BKJIOUEHAa
B HacTodllee OIMCaHMe BO BCEW CBOEM IIOJIHOTE.

[IPEOIIOCHUIKM COS3IAHMA MSBOBPETEHUA

[0002] BoJjpmoM MHTepPeC OKpyXaeT IIpUMeHeHMe MOHOKJIOHAJIEHEX
aHTuTeJs (mAb) OJsS HalOpaBJIEHHOM HOOCTaBKM LUTOTOKCUUECKUX CPeIOCTB
K 3JIOKAQUEeCTBEHHEM KJIeTKaM. KOHCTpyMpOBaHME KOHBOIATOB AaHTUTEJ C
JIEKapCTBEeHHBEMM I[IpellapaTaMy I[IYyTeM IOIPUCOEeOUMHEeHUI LUUTOTOKCUUECKUX
CPeICTB K aHTUTeJly, OOBUHO I[IOCPeICTBOM JIMHKepa, I[Ipenrnojaraer
paccMoTpeHue LeJIoTO pana baxTOpPOB. CLiyZi baKTOPEL BKJIOUAT
UOSHTUUHOCTEL ¥  PACIOJIOXEeHMEe  XUMMUECKOW  I'PYIIIH (rpynm) oJisa
KOHBOTAUMM C LIUTOTOKCUUECKMM CPEenNCTBOM, MeXaHU3M BECBOOOXICHNA
IUMTOTOKCUUECKOTO CPelCTBa, CTPYKTYPHEM BJIEMEHT (B) (eCiiM TaKOBLHE
UMeKnTCca), ofecleuMBaniye BHCBOOOXIEHME CpPenNcTBa, UM CTPYKTYPHYO
MOOMOMKALIMIO BEHCBOOOXIEHHOTO CBOOOIHOT'O CpeICcTBa, €CJM TaKoeasd
MMeeT MecTo. KpoMe TOIO, €CJHM LUUTOTOKCUUECKOEe CPEeNCTBO HOOJDKHO
BHICBODOOXIATECS rocJe MHTepHaIN3alun aHTUTEJNa, CTPYKTYPHEE
BJIEMEHTH [JIS1 BEICBOOOXIEHMS CpPeOCcTBa UM MexXaHU3M eI'0 BEHCBOOOXIEHUA
IOOJIKHEL OBITH KOHCOHAHTHE C BHYTPUKJIETOUHOM MUI'pallMel KOoHEBITaTa.

[0003] HecmoTps Ha TO, UTO OLEHMBAJICA LeJIBM pPAal pas3JIMUHBIX
KJIACCOB JIeKapPCTBEHHEX CPEeNCTB OJS IOOCTaBKM IIOCPEeOCTBOM aHTUTE,
TOJIEKO HEeCKOJIBKO KJIaCCOB JIEKapPCTBEHHEIX CpelCcTB oKa3zallChb
OOCTaTOYHO aKTVBHEMU B KadeCcTBe KOHEBII'aTOB AHTUTEJIO—
JIEKapCTBEeHHOe CpencTBo, objlajanmyx IIPpM STOM COOTBETCTBYKIINM
npoduiieM TOKCHMUHOCTHM, UTOOE I'apaHTHUPOBATL KJIMHMUECKOE pa3BUTHUE.

OnmHMM 3 TaKMX KJIaCCOB ABJIARTCA aAypmUCTaTMHE, POOCTBEHHEIE

HaTypaJlbHOMY IPOOYyKTY  OojlacTaTuHy 10, TUIIMUHEIE  aypUCTaTUHEL
BKJIIOUAIOT MMAE (N-MeTuJIBaJIMH-BaJIMH—I0JIau30JIe yMH—TOJIallpOVH—~
HopadenpmH) wu MMAF (N-MeTUJIBaAJIMH-BaJIMH-IOJIau30JIeyUH—O0JIallpOUH—
beHMIIaJlaHVH) .

[0004] MMAE 4BJSeTCsa [OIPMMEPOM LIMTOTOKCHUUECKOTO CPeICcTBa,

KOTOpOe aKTMBHO B KaueCTBe CBODOOOHOTO JIEKAPCTBEHHOTO CpelncTBa, U



ABJISEeTCA CWJILHOIEVCTBYIOMMUM I[IOCJe KOHBTAalMM C MOHOKJIOHAJILHBMM
aHTuTesaM (mAb) ¥ BHEHCBODOXIEHWUS IIOCJIE MHTEPHalM3aluM B KIETKHU.
MMAE ObUI YCHENHO KOHBIOIMPOBaH C mAb no N-KOHIEeBOM aMMHOKUCIIOTE
MMAE uyepes JIMHKEpP Ha OCHOBe KaTellCMH-pacllellJiZeMoI'o IIenTuna,
comepXxamero MaJIeMMUIOOKaIpOUJI—BaliMH - U TPYJIJIVH (mc-vc—) n
CaMOCTOATEJILHY VIMMOJIa TUBHYIO TPYynmny, pP-aMrMHOOEeH3UII-KapOaMoniI
(PABC), @mJjisg IOJy4dYeHMS KOHBOI'AaTOB aHTUTEJIO-JIEKAPCTBEHHOE CPENnCTBO
cilenypmer CTPYKTYPH, mAb- (mc-vc-PABC-MMAE),. (B HNprBeOeHHOM BHIIE
bopMyJsie, P OTHOCUTCH K UMCIy eIuHul, (mc-vc—-PABC-MMAE) Ha mAb wmiu
QHTUTEJIO) . [Mocae pacuernjgeHnd CBA3U MeXnay VC—IIeNTUIOM u
CaMoOCTOSATeJIbHOM VIMMOJIa TUBHOM TpyInon PABC, PABRC-rpyIma
ocBoboxgaeT cebg or MMAE, BHICBOOOXIDasd cBoOOOHEM MMAE.

[0005] Ipyron aypucrarmuH, MMAF, MeHee aKTMBEH B KauecTBe
CBODOOOHOTO JEeKapCTBEHHOT'O CpencTBa (o cpaBHeHuMio Cc MMAE), HO
ABJIAETCA CUJILHOIIEMC TBYIMM rocJjie KOHBOI'allUA C AHTUTEJIOM,
MHTepHaIM3aluu ¥ BHCBOOOXIOeHMHA B KJjeTkax. MMAF OpbUl YCIEHO
KOHBIOTUMPOBAH C MOHOKJIOHAJILHHM aHTUTeJioM (mAb) 1o ero N-KOHIEeBOM
aAMMHOKMCJIOTE  Uepes JIMHKep Ha OCHOBe  KaTellCHMH-pacCllellJIgaeMOoTO
nenTria, comepXamui MaJleMMUIOKAIPOUII-BaJIMH-LUUTPYJIJIMH (mC-vCc—) u
CaMOCTOATEJIEHYI VIMMOJIa TUBHYIO TPYIIIy, p-aMrMHOOeH3UJI-KapOaMonI
(PABC), @mjig HOOJy4YeHMS KOHBOIATOB aHTUTEJIO-JIeKapCTBEHHOE CPeInCcTBO
crlenymomell CTPYKTYpH, mMAb- (mc-vc-PABC-MMAE),. (p OTHOCUTCH K UMCIY
enuHML (mc-vc—-PABC-MMAF) Ha MAT WIM aHTUTEJIO) . IlpM pacllellJIeHUN
CBA3U Mexnoy IIenITUIOM n PABC-cyOnenMHMLIEN caMoCcToAaTeJIbHad
MMMOJIaTMBHaA Tpynny PABC oceoboxmaeT cebda orT MMAF, BHCBODOXIOAL

croBonmuem MMAF.

[0006] MMAF Takxe akKTMBEeH B KayvecTBe HepaclelljigseMoTO
KoHEBOTAaTa, comepxXxamero JIeKapCTBEeHHOEe CPenOCTBO-JIMHKED
MajieMMmunoranpoms  MMAF (mcMMAF) . Korma 3TOT KOHEBIOI'aT, mAb-

(mcMMAF) ,, MHTePHaJM3MPYETCHa B KJEeTKax, BHCBOOOXIaeMbe aKTMBHEE
YaCTUILH HOPpelCcTaBJIAT cobol cys-mcMMAF. TIOCKOJIBKY JIMHKep ABJIAeTCSA
HepaclellJigdeMEM, TO MaJIeMMUIOOKAIIpOMJI M OCTaTOK LUCTeMHa aHTUTela
OCTanTCAa IOpHUCOoeOIMHeHHBEMM K N-KOHIy MMAF. Takxe coofWaljioCck, UYTO
MMAF aKTMBeH B KauecCcTBe C-KOHILEBOI'O KOHBRIaTa, IIPUCOEIMHEHHOI'O
o ero C-KOHLIeBOM aMVMHOKMUCJIOTE, beHMIIalaHMHYy, K renTmun—

MaJIEMMUIOOKAIIPOMUIIOBOMY JIMHKEPY . Korma STOT KOHEI'AT, (MMAF-



NeNTrua-mc) ,~MAD MHTEePpHaJIM3MPYETCS B KJeTKaxX, akKTMBHasg YacTula,
MMAF, BHICBOOOXIOaeTCs rocJje paclenjgeHnd MMAF (peHMIIaJIaHVH) —
IIeITUIHOM CRBA3WU.

[0007] B mMomeJigx XMBOTHHEX, 2T MMAE- u MMAF-KOHBIOIAaTH, Kak
IpaBwWJIO, IOEMOHCTPUPOBAJIM 3aBUCHANME OT HATIPY3KM JIEeKapCTBEHHOTO
CpeICcTBa CHUWXeHMe O(apMakKOKMHEeTUUEeCKMX CBOMCTB. B UYaCcTHOCTM, IIPpU
YBEJINUYEeHUN uncia 3BEHLEB JIeKapCTBEHHOE CPenCTBO-JIMHKED,
IpUcoenHeHHHX K KaxIoMmy AHTUTEJY, bapMaKOKMHETHKA (PK)
KOHBOI'aTOB CHMXaJIach .

[0008] BciencrteuMe 5TOIO, €lle OIOHMM BaXHBEM (GaKTOPOM IIpU
paspaboTKe KOHBIIATOB aHTUTEJIO-JIEKAPCTBEHHOE CPeNCTBO ABJIAETCH
KOJIMUECTBO JIEKapCTBEHHOTO cpencrea, KOoTOopoe MOXeT OBITH
OOCTAaBJIEHO, Ha HalleJiMBawlee CpenCcTBO (To eCcThb, UMCJIIO
UMTOTOKCUUECKUX CPencTB, I[IPUCOEeOIMHEHHEX K KaXIoMy HalleJIMBaKleMy
CpencTBy (HanpuMep, AHTUTEJY) , HasEBEMOEe HaTpy3KOoM
JIEKAPCTBEHHOTO CpelcTBa MM 3arpy3kKa JEeKapCTBeHHOT'O CpelcTBa) .
McTopUUueCKM CJIOXMIJIOCE TakK, UTO MCXOOWJIM U3 IPEenlIOoJIOKEHUI, UYTO
foJjlee BHCOKME HaTr'pPy3KM JIeKapCTBEHHOTO CpelCTBa NIPeBOCXOINIIN
foJjlee HM3KME HaTPy3KM JIEKAPCTBEHHOI'O CpencTBa (HaopuMmep, 8-
KpaTHEE Harpy3kM VS 4-KpaTHHIX Harpys30K). CMEICJI B TOM, UTO Oo0Jee
BEHICOKO HaTpPYyXeHHHE KOHBITATH I[IOCTABJIAIM OH OO0JIbIle JIEKAapCTBEHHOTO
CcpeIncTrBa (LMTOTOKCUUECKUX  CpPenOCcTB) oJis  KJIeTOK-MUIIeHel. 370
coobpaxeHre OBJIO TOOIePXaHO HaOJJIOOeHMAMM, UYTO KOHBOIAaTH C 0oJiee
BEHICOKMMM HaTpy3KaMM JIeKapCTBEeHHEX CpelcTB OwvJIM 00Jiee aKTUBHH B
OTHOIEHUM KJIeTOUHHX JIMHMM 1n vitro. HekoToprle ©0oJiee TO3IOHUE
MCCJIeIOBaHMA I[IoKa3ajlM, OIOHAaKO, UYTO D2TO IIPeldloJIoXeHMe He OBLIO
IIOOTBEPXIEHO B MOIEJAIX Ha XMBOTHHX. KOHBOITATH, HMMeKlIMe HaIpy3Ky
JIEKapCTBEHHOTO cpencTBa 4 wmiam 8 oIpenesjIeHHHX aypuCcTaTMHOB, IIO
HabogeHuaM, o06JamdaliM aHaJIOTMUHOM aKTMBHOCTLI B MBIIMHHEX MOOEJIAX .
CMm, Hanpumep, Hamblett et al., Clinical Cancer Res. 10:7063-70
(2004). B Hamblett et al. coobmanock, UYTo Oo0Jiee HaTrpyXeHHEEe ADC
BHBOIMIIMCE ©OoJiee OHCTPO M3 KpoBooOpameHMS B XWUBOTHHX MOINEJISAX.
370 OoJiee OHICTPee BEBEIEHME IIO03BOJMIIO IIPENOoJIOKUTE OoJiee BHECOKYIO
PK-mooBepXeHHOCTE nOJig OoJiee HaATPYXEeHHHX BMIOB I1I0 CPaBHEHMK C
MeHee HaTl'pyXeHHBEIMUM Bumamm. CMoTpu Hamblett et al. Kpome TOTO,

BoJiee HaTpyXeHHBE KOHBIIATH UMMelu O0oJiee HU3KMe MTD y MHIIEM, u



KakK pesyJbTaT, VIMEeJIN HaVMeHBbIIe "3 ONIYyBJIMKOBaHHOT'O
TepalleBTUUYeCKUue MHIEKCH. Id. B oTJIMuMe oT 5TOTO, ADC c
JIEKapCTBEeHHOW  HaTrpy3KoM 2 Ha CKOHCTPYMPOBAHHHX ydacTKax B
MOHOKJIOHAJIEHOM aHTuTeJie o6JlajaliM, KaK coofmaljloCk, TaKuMM Xe WK
JyummMy PK-CBOMCTBaMM M TepalleBTUUECKMMM MHIEeKCaMM II0 CPaBHEeHUO
C HEKOTOPEMMU 4-KpaTHO HarpyXeHHemMM  ADC. Hampumep, CMOTPMU
Junutula et al., Clinical Cancer Res. 16:4769 (2010). Taxum
oBpasoM, IOoCJelHMe TeHIOeHIMM COCTOAT B paszpadborke ADC C HUSKUMU
Harpys3kKaMy JIeKapCTBEHHHX CPEeNCTB.

[0009] AJIb TepHAaTUBHEMU TIOOXOoaMm K NIPEeOonoJIEHNIO PK-
nonmBepXxeHHOCTH ADC c 0OoJiee BHCOKOM Harpy3KOM ABJAITCA IobaBJIeHUE
copobunmMsmpynmnmux rpynmn k ADC. HamnpmMmep, B IIONHTKe IIpeonojieTb PK-
[IOOBEPXEHHOCTH [IOJIMMEPEL MIOJIUB TUJIEHTJINKOJI A VI opyrue
BOOOPACTROPHUMEE TIOJIMMEPH BKJOUYAJM B JIMHKEPH (HaOpUMeEp, MexXnoy
JIEKAPCTBEHHHM CPEeICTBOM U YYaCTKOM I[IPUCOEOMHEeHMSI aHTUTela) .
IOpyTro¥ MmoImxon 3akjiouaeTcsda B »HoOaBJIEeHMM JeKapCTBeHHOEe CpelCTBO-—
IIOJIMMEPOB K aHTUTEJy, TIe KaxIObM IIOJMMEep COOepXuT O0JIbIloe UMCIIO
JIEKapCTBEHHEX CPenCcTB. OTU aJIbTepHaATUBHEE BapMaHTE, BIpOUYeM, He
oBa3aTelJIbHO OOCTUITalIn KeJlaeMoT'O pesyJbTaTa. Kpowme TOTO,
nodaBijieHMe COJOOMIMBUMPYRIMX TPYIII MOXeT YBEJIMUMBATE CJIOXHOCTB
M3TOTORBJIEHVA TaKMX KOHBIOTATOB.

[0010] TaxkmMm obBpaszoM, oOcCTaeTcd INOTPped®HOCThL B QopMaTax OoJs
KOHBITATOB AaHTHUTeJla C JeKapCTBeHHEM CpeIcTBOM (a B 0OoJee oOmeMm
CMEICJIE, oJjis bopmaToB oJis OPYyTUX KOHBIT'aTOB) , KOTOPHE
oBecneurpalnT 0Oo0Jiee BHECOKME HaTPy3KM JIeKapCTBEHHOT'O CpPelCcTBa IIPpU
COXPaHeHMM IOPpYyTMX XeJlaTeJIbHHX XapaKTepUMCTUMK MeHee HaTlpyXeHHEBX
KOHTBIOTaTOB, TakuUxX Kak OJlaTonpUsATHEHe PK-CcBoMcTBa. YIMBUTEJLHO,
UTO HacToAmee M300peTeHMe HalpaBJIeHO Ha YIOBJIETBOPEHME BTUX
noTpe®HOCTEN.

KPATKOE US3JIOXEHVE CYTNHOCTNM M3OEPETEHNUA

[0011] Hacrosmee wu30bpeTeHMe IOpenocTaByisgeT, inter alia,
TUIPOPUIIEHEIE KOHBOTATH JIMI'aHO-JIMHKep-JIeKapCTBEHHOE CPEeNCTBO. llpu
[IOMOIIM KOHCTPYMPOBAHMSA KOHBOIATOB, o6Jajamux IUAPOOMIIBHOCTEIO,
CXOIOHOM c TakoBOM HEKOHBIOTMPOBAHHOTO HalleJIMBaKmero
JIEKapCTBEHHOTO CpeIncTiBa (HanmpuMep, JMTaHna, TakKoT o KakK

aHTuTeJIo) , KOHBIOI'aTH COXpPaHAaKrT CIIOCODHOCTB oBecIrieuMBaTh



bapMaKOKMHE TUUECKME (PK) CBOMCTRBa, AHAJIOTUUHHE TaKOBHM N4
HEKOHBOIMPOBAHHOTO HalleJIMBaKIe o JIEKapCTBEHHOTO cpelcTea in
vivo. KoHBOTAaTE TakXe MOT'YyT MMEeTh 00JIee  BHCOKYK Harpy3Ky
JIEKApPCTBEHHOTO CpencTBa (T.e. O0o0Jiee BEHCOKME UMCIa I'MUIOPOOUIIBHEBEX
JIEKapCTBEHHOE CpPelICTBO-JIMHKEPOB Ha HalleJIMBawllee CpPencTBO), IIO
CPpaBHEHMK C MEHee HaTlpPyXeHHBMM KOHBOIT'aTaMM, COXpPaHasda IIpU STOM
TaKMe Xe XxeJjlaTeJibHbee PK-CcBOMCTBa M MMeKIMe Takylo Xxe wmiIu 0oJiee
BHICOKYID aKTMBHOCTL 1n vivo. (HanpuMmep, 4-KpaTHO HaTPyXeHHHEE WK
8—KpaTHO HaTl'pyXeHHBE KOHBOITATH MOI'YT MMETH TaKMe Xe WM JyJdllre
PK-cBoOMCTRBa, UYeM MX 2-KpaTHO WIM 4-KpaTHO HaATPYXeHHHX aHaJloTHu,
COOTBETCTBEHHO; TakKue 4-KpaTHO HaT'pyXeHHEEe VI 8—KpaTHO
HaT'pyXeHHEe KOHBIOT'aThH MOTYT YMETH TaKyw Ke VI JIYUIIYIO
AKTMBHOCTE, UYeM UX 2-KpaTHO WM 4-KpaTHO HaTpPyXeHHHEe aHaJloTH,
COOTBETCTBEHHO) . Taxkum obBpas3oM, HaleJuBawIme JleKapCTBEeHHEEe
cpencTBa, BHOpaHHHE Ha OCHOBe OIpeleJIeHHBX XeJjlaTeJIbHHEX CBOMCTE,
MOTYT OHTb KOHBOIMPOBAHEL C JIMHKepaMu JIEKapCTBEHHEX CpencTs 0e3
3HAUUTEJILHOTO OTPpUIATEeJILHOTO BO3IOEMCTBMSA Ha TakMe XKeJaTeJbHHeEe
CBOMCTBa, kak PK-cBoMCTBa HalleJIMBaoMeIo JeKapCTBeHHOTO CpelcTBa
caMoTo 1o cebe. TakKxe IIPenJiOXeH CIOCOO IIOJIYUeHUS U IIPUMEeHEeHUS
TaKMX KOHBIOIATOB.

[0012] Taxxe mOpenOcTaBJIeHH COEeOMHEHMS JIMHKep-JIeKapCTBeHHOe
CpelICTBO IJIS KOHBRTALMM C HalleJMBaKIMMM CpeOcTBaMM (JIMI'aHOaMM) U
CIIOCOOHl TIOJIYUEHMS U IIPpUMeHeHMS TaKUMx coeIuHeHudr. Kpome ToTO,
npenocTaBJIEHE COeIVHEHU A JIMHKEep-JIeKapCTBEeHHOE CpelncCTEBoO, K
KOTOPHM  MOTYT OHITH [IPMCOENMHEHE COeOMHEeHUSA JIeKapCTBEHHOTO
CpencTEa, a TakKxe CIIOCOOB  TIOJIYUEHUSA u IpVMeHeHU A TaKMX
CoeIMHEeHUN .

KPATKOE OIIMCAHUE UEPTEXEN

[0013] Ha durype 1 1mokas3aHa THUIMYHASA CXeMa CHMHTEe3a »IJ4
cOOpPKU KOHBIOTaTOB JIMTaHI—JIMHKEeP—JIeKapCTBEHHOE CpelcCTREoO,
OTIMCaHHEX B HaCTOAMEM IOKYyMEeHTEe.

[0014] Ha Odurype 2 TIOKa3aHHE pPe3yJbTATHEH WMCCJEeIOBaHMA Ha
MBI A X 1o CpaBHEeHND bapMakKoOKMHEe TUUEeCKOMN CcTabUILHOCTHU
HEKOHBOIMPOBAHHOTO  aHTUTeJa, OBYX TIUAOpOo®UIbHEIX ADC u  Tpex
KOHTpOJEBHEX ADC. ADC IIOKasaHHE B IIOPAIKE CBepXy BHUSI.

[0015] Ha O®urype 3 TIOKa3aHHE pPe3yJbTATHEH WMCCJEeIOBaHMA Ha



MBIIa X 1o CpaBHeHU  (apMakKOKMHETHMUECKOW  CTabUIBHOCTBI  IIATHU
ITUOPOOMIIBEHEIX ADC M KOHTPOJIBHOTO ADC.

[0016] Ha Odurype 4 nokaszsaHH pe3yJlbTaTH HIC-xpoMaToTrpaduu
KOHEBIOI'aTOB aHTUTEeJI C JIEKAPCTBEHHBEIMM CPeOCTBaMU.

[0017] Ha Odurype 5 nokaszsaHH pe3yJbTaTH HIC-xpoMaTorpaduu
KOHEBIOI'aTOB aHTUTEeJI C JIEKAPCTBEHHBIMM CPeOCTBaMU.

[0018] Ha durype 6 TIIOKa3aHHE pe3yJbTaTH MCCJeIOBaHUM Ha
MBIIMHEX KCEeHOTPAaHCIJIaHTaTax I[I0 CpaBHEHMI aKTUBHOCTU 4-KpaTHO
HaTU'pyXeHHHX M 8-KpaTHO HaTlpyXeHHHX ADC.

[0019] Ha durype 7 TI[OKazaHH pe3yJbTaTh MCCJIEeIOBaHUM Ha
MBIIMHEX KCEeHOTPaHCIJIaHTaTax I[I0 CpaBHEHMI aKTUBHOCTU 4-KpaTHO
HaTpyXeHHHX M 8-KpaTHO HaTrpyXeHHHX ADC.

[0020] Ha Oourype 8 IOKazaHH pPe3yJbTaTH MCCJeIOBaHUM Ha
MEIIMHEIX KCEHOTpaHCIJlaHTaTax II0 CpaBHEeHMK aKTMBHOCTUM 4-KpaTHO
HaT'PYXeHHEX M 8-KpaTHO HaTlpyXeHHHxX ADC.

[0021] Ha Ourype 9 NpMBeOeHH pPe3yJIbTAaTH MCCJIeIOBaHUN Ha
MEIIMHEIX ~KCEHOTpaHCIJlaHTaTax II0 CpPpaBHEHMK aKTMBHOCTU 4-KpaTHO
HaTrpyXeHHHX UM 8-KpaTHO HaTrpyXeHHHX ADC.

COKPANIEHVA ¥ OIPEIOEJIEHVA

[0022] FEciam He yKazaHO MHOeE, TO TIIoOpa3lyMeBaeTcHd, yTo
clenyomme TEepPMMHEL U BHPaXEeHNS, VICIIOJIb 3y eMEIE B HaCcTOAlleM
ONMCaHuUM, MUMelT cJenyomye 3HadueHUs. IIpM MCIOJIB30BAHUM TOPIOBOTO
Ha3BaHMA B HaCTOSAWleM OIMCaHMM, TOPIOBOe Ha3BaHMe BKJIUAaeT COCTab
nponykTa, TeHepudeCcKun JleKapCTBEHHHN npenapartT u aKTUBHEIM
bapMmalleBTHMUECKNIM MHIPEeIMEHT (B) OPpOoAyKTa TOPTOBOTO Ha3BaHUSA, e€CJU
KOHTEeKCTOM He YyKa3aHO MHOoe.

[0023] TepMmH "MHOEKC TIHUIOPOOMIBHOCTU" OTHOCUTCH K CTEeIleHU

I‘I/I,JIpO(]_)I/IJ'IbHOCTM KOHBIT'aTa I10 OTHOIe HUMIO K I‘I/I,JIpO(]_)I/IJ'IbHOCTM
HalleJIMBaKnmeIo cpencTBa caMoTIo I10 cebe (T.e. JIMT'aHoa, KakK
IIpaBUJIO, aHTuUTeJla) . JVHIOeKC I‘I/I,JIpO(]_)MJII::HOCTM nsMepdeTCcd KakK BpeMA
YOCPXMBaHMA KOHEBIROI'aTa K TaKOBOMY COOTBEeTCTBYKIIET'O

HEKOHBOIMPOBAHHOTO HalleJIMBaKkmeTro CcpencTBa (caMoro 1o cebe) 1pu
YCJIOBUAX BHCOKOZOOeKTMBHOM XMOKOoDa3HOM XpoMaToTpaduym (BIXX), kax
OOTIOJIHUTEJILHO OINMCaHO B HaCTOoAmeM JOKYMeHTe. HamopuMmep, MOXHO
OTIpenesInThb BpeMsa YIOEepPXUBaHUSI KOHBIOI'aTa JIUTaHI—JIMHKEP—

JIEKapCTBEHHOE CpenCcTBO, 10 OTHOIEHMIO K BpPEeEMEeHNU YIOEPXMBaHMA



HEKOHEBOIMPOBAHHOTO  JIMTaHOa (OBHUHO aHTuTeJa) . B  oTHeJsILHHX
BapMaHTax OCYHNECTBJIEHVS HACTOAMEIO M300peTeHMS BPeMS YIOePXKUMBAHUSI
KOHBIOTaTa He 0OoJblle, YeM Ha OBe MMUHYTH MeIJIeHHee, UeM BpeMs
VOSPKMBAHMSA HEKOHBOIMPOBAHHOTO JMI'aHIa, Kak olIpeleJiIieHO, Kak
OIMCAaHO B IIprMepax (Has3HBaeMHlM KakK MHIOEKC Ingpod¢uiabHocTM 1). B
HEKOTOPHX BapMaHTax OCYIECTBJIEHMS BpeMsI YIECPXMBAHMSA KOHBIOIaTa He
BoJibme, dYeM Ha OOHY MMHYTY MeIJIeHHee, UeM BpeMsa yIOepXaHMUS
HEeKOHEBOIMPOBAHHOTO  JIMT'aHmoa, Kak oIpenejeHo, Kak OIMCaHO B
nprMepax (HasbBBaeMBM KaK MHIOEKC TIUIPOOMIIBHOCTM 1). B HEKOTOPHX
BaprMaHTax OCYIEeCTBJIEHMS BpPeMsa YIepXMBaHMSA KOHBOITaTa He O0oJble,

ueM Ha IIOJIOBUMHY MIVHY TEL MelJIeHHeE, ueM BpeMA YOEPXMBaAaHMA

HeKOHBOIMPOBAHHOTO JIMI'aHOa, KakKk OIpeneJieHo, KakK OIMCaHO B
npuMepax (HaszpBaeMul Kak MHIekCc TrupgpobmssHocTM 0,5). Ecnm
MCIIOJIb3YeTCd opyrasa runpodoOHad KOJIOHKA u/mnam crioco®

B3aMMOIOENCTBMUA, OHa MOXeT OHTbL OTKaJIubpoBaHa C MCIOJbL30BaHUEM
KOHBIOTATOB M3 Tabjauue 2 B KadeCTBE CCHJIKM OJS OlpelelIeHUA
pebepeHCHHX MNOOBMKHOCTEM KOHBITATOB (BpeMsa SJI0UMM) OpY BHOPaHHOM
KOJIOHKe U/ uiIu crnocobe. OnpenejleHHble pebepeHCHEE IMIOOBMXHOCTM Ha
BHIOPAHHOMW THUIPOGOOHOM KOJIOHKe U/ WIM croocobe B3auMMOIENCTBUSI
MOTYT OBTBL MCIOJB30BaHH IJIA pacueTa MHIEKCa I'MIPOQUJILHOCTU
TecTHpyeMoro obf6pa3ua (kak OyIeT oOIpenejieHO HMWXe B IIpuMepe 3).
HampumMmep, JieKapCTBEHHOE CPelICTBO-JIMHKEPH aypucTtaTuH T-Glu-Dpr-
MA, MC-MMAF mn mc-vc—-PABC-MMAE w™MoTyT OHTE MCIOJIB30BAHH — OJI4
bopMUpOBaAHMA KOHBIOTaTOB oJis VCIIOJIb30BaHMUA B KauecTBe
pebepeHCHEX. B mpyroM npuMmepe aypucrtaTtuH T-Glu-Dpr-MA-hlF6 ADC,
hlF6-mc-MMAF m hlF6-mc-vc-PABC-MMAE ADC MOT'yT OBTL MCIIOJIb30BAaHH
B KauecTBe pedepeHCHEX.

[0024] Tepmmuu "ankwua", cam 1o cebe WMIM KaK 4YacTb IOPYyTOTO
3aMeCcTUTeNId, O3HaudaeT, ecJM He yYyKasz3aHO MHOe, OpaMOM  WJIU
pa3BeTBJEHHHY YIJIEBOINOPOIOHEM palMkaljl, MuMeIVM oIpelelJleHHOe UMCJIIO
0oB0BHaAUeHHEIX aTOMOB yIJiepoma (T.e. Ci—g O3HavaeT OT OJHOTO 1O
BOCBMM aTOMOB YIUlepola) . IIpMMEPH aJIKMJIbHBIX TPYIIN BKJIKOYAKT METWUII,
DTUJI, H-TIPONWJI, W30NPOoNWJI, H-OyTWUIi, TpeT-0yTui, MW300yTWUJI, BTOP-—
OyTWnJI, H-TI€HTWJ, H-TeKCWJI, H-TelTW], H-OKTWJI ¥ TOMy IoIno0Hoe.
TepMuH "aJkeHMJI" OTHOCUTCHA K HeHACHMeHHOW aJIKMJIbLHOW  TPYIIIH,

VMemen OIoHY WM DoJiee O BOMHEIX cBazen. AHAJIOTUUHEM O@paSOM,



TepMH "aJdKMHMI" OTHOCUTCHA K HeHACHMeHHOM aJKMJIbHOM TIpyIlle,
VMemey  OOHY MJIM HEeCKOJIbKO  TPOMHEX CBA3el. [TpMepH  TaKMX

HeHaCHIMEeHHEIX aJIKMJIBHEIX TPYIIIl BKJIOYAKT BWMHWMII, Z—HpOHeHMH, KpOoTWJI,

2-M30IIeHTeHWI, 2- (byTagmeHwms) , 2, 4-mmeHTaOgMeHWUI, 3-(1,4-
[NeHTaOoMeHmI) , STUHWII, 1- wm 3-1IponmHUI, 3-OyTMHMII W  BLHICHIKE
TOMOJIOTU " M'30MEPHL. TepmrH "uukJIoaJKmII" OTHOCUTCH K

YTUIEBOOOPOIHEM KOJIbIlaM, MMEKIMVM YyKas3aHHOe UMCJIIO aTOMOB B KOJble
(HanpuMep, Ci ¢ LUMKJIOAJKWMII) M HABJISRMMMCS IIOJIHOCTBLI HACHIMEHHBM WMJIU
uMelmM He 0oJiee, uYeM OIHY HOBOVMHYID CBSA3b MeXIy KOJIbLEeBHEMA
BEPUMHAMHA . "HurjoaJskuia" TaKXe I[IpeOHasHaueH OJAa OO0O0O3HaAUeHUud
OULUKINUECKUX ¥ TOJUIUKINUECKMX YTJIEBOOOPOIHEX KOJIell, TaKMx Kak,
HanopmuMmep, OuMUmMkIo [2,2,1] renrtaH, Ouumkio [2,2,2] OKTaH M T.QI.
TepMmuH "reTepouukJioalkaH" wmIM "TeTepOoUMKJIOAJKMII" OTHOCUTCA K
LUKJIO AJIKMUIIL HOM Tpylie, colepxamen oT OOHOTO oo OATU

reTepoaToMOEB, BH@paHHHX n3s N, O m S, nNpuueM aTOMBEl a30Ta " CepH

HeoBA3aTeJILHO OKMCJIEHE, a aToMm (BI) asoTa HeoOA3aTeJILHO
KBAaTEPHUBUPOBAH. T'eTepOlMKJIOAJKAH  MOXET IpencTaBJIATh coBom
MOHOLMKIIMUECKYD, OUIUMKIMUECKYID MM DOJIUUUKIMUECKYID  KOJbLEBYIO
cucTeMy. HeorpaHMuMBapmMe IIPUMEPH TeTePOLUKIIOAJKAaHOBEX  ITPYIII
BKJIOUAIT OIUPPOJIMIMH, MMUOASOJUOMH, [OIMPa30JIMIUH, OyTHpoJaKkTaM,

BaJjiepoJlaKTaMOB, UVMMMIOa3OJIMOVMHOH, TI'VMIaHTOMH, IMOKCOJIAaH, branmmMmmna,

NMUIIEePUONH, 1,4-omuoxcaH, MOPQOJIMH, TUOMOPPOJIMH, TUOMOPOOJIMH—-S—
OKCMIO, THOMOPOOJIMH S,S—-OKCHUO, OUIEepasuH, OWpaH, OUPMIOOH, 3-—
IMPPOJIMH, THUOIMPAaH, I[IMPOH, TeTparuapodypaH, TeTparuapoTuodeH,

XMHYKJIMOIVMH ¥ TOMY IIODOOHOe. TeTepouukIIOaJIKaHOBadg I'pPYyIla MOXeT
OBITH IIpMcoerMHeHa K ocTaJIbHOM JacCcTM  MOJIEKYJIEL uepes y1Jiepon

KOJIBIIa WMJIM T'eTepoaTOM.

[0025] TepmmH "ankwmieH", cam 1o cebe MIM KaK YacThk IOPYT'OT'O
3aMeCcTUTesIs, O3HavaeT IBYXBAJIEHTHEM  palukall, [IOJIYUYEHHEN U3
aJIkaHa, Hallpumep, -CH,CH,CH,CH,-. Kak [IpaBUIIO, aJIKMJIoBasd (1M

aJIKMJIeHOBad) Tpylla CoIepXxuT oT 1 mo 24 aToMOB yIUulepolla, C TeMM
rpylnamMy, uMeomuvy 10 MM MeHee aTOMOB yIUulepoha, ABJIARIUMACS
ONPpeINOoUTHUTENEHEIMM B HacToAmeM uW300peTeHMM. "Husmmi anxkuia" wuiIn
"HMU3MMM aJIKMJIeH" OpenOcTaBjsgeT cofoM aJKMUIbHYID WM aJIKMJIEeHOBYIO
Tpynny ¢ ©0o0Jiee KOPOTKOM lenbk, KaK MpaBWUIIO, MWMeKIeM UYeTHpe WU

MeHee aToMa @ yIJlepoza. AHAJIOTUYHEIM  00pas3oM, "ajlkeHMJIeH" u



"aJIKMHUIJIEH" OTHOCHATCS K HeHaCHIeHHBEM ¢opMaM "aJjkuieHa", MMe VM
OBOVHEIE WJIM TPOWHEE CBSA3M, COOTBETCTBEHHO.

[0026] McmnoJgb3yeMasa B HaCTOdIeM OIMCaHMM BOJHMCTAasS JMHUMA "
- ", KOTOpas IepeceKaeT OIMHOUHYH, IBOMHYI WJIM TPOMHYI CBSA3bL B
JIOO0M  XVMMMUECKOW CTPYKType, M300paXeHHOM B HaCTOAmMeM OIMCaHuM,
npelncTaBJIgeT TOUEeUHOEe IpUcCOoelIVHEeHMe  OOMHOUHOM, OBOMHOM  MJIM
TPOMHOM CBA3M K OCTaJILHOM YacCcTM MOJIEKYJIH.

[0027] TepmuHE "ajnkokcmu", "amkwujgammHO" u  "ajgkwiaTuo" (MM
TMOAJIKOKCHM) MCIIOJIE3YITCH B MX OOBUHOM CMEICJIE M OTHOCATCH K TakKuM
AJIKMJIBHEIM T'pYIllaM, I[IPUCOEeOMHEHHBEM K OCTaTKy MOJIEKYJIEL Uepe3 aToM
KUCJIOpOOa, aMUHOTPYIIIY WM aToOM Cephl, COOTBETCTBEHHO. KpomMme
TOTO, oJis OUAJIKMUIIaMUHO TPYIIII AJIKUJIbHEE J4acTu MOTYT OBITE
OOVMHaKOBEIMUA NI pPasJInyHEMU u MOTYT OBITH OBBeNVHEHE c
obpaszsopaHMeM 3-7-4JEHHOTO KOJIblla C aTOMOM a30Ta, K KOTOpOoMYy
KaxOe npucoelmMHeH. COOTBETCTBEHHO, TpyIla, IOIpedcTaBjleHHasd Kak
onaskuiIaMmMHo 1wy —-NR®RP, mnompasyMeBaeT BKJOUEHME NOUIIEPUOMHUIIA,
OIVPPOIUIVHWIIA, MOPOGOMHMIIAa, a3eTUOMHMIIa M TOMY I[IOOOOHOTO.

[0028] Tepmvmuu "rajno" wmim "rajgoren", camm 1o cebe MIM Kak
JacThk OPYTIOT'O 3aMecTUTeJid, O3HadvalT, ecJM He YyKasaHO MHOe, aToM
bTopa, xJopa, OpomMa wmIM MWoma. KpomMe TOTo, Takue TepMMHBE, Kak
"TajioreHaJKuaI", nompazyMeBaKnT BKJIOUEHME  MOHOTAaJIOTeHaJIKiJla WU
IoJIMTaJIoTeHaJIKMJIa . Hampumep, TepMUH "Ci—y rajjoaJxkuia"
nompasyMeBaeT BKJIOUeHMe TpudTOpMeTUia, 2,2, 2-TpudTopaTUIIA, 4-
xJopbyTuia, 3- OpoMIpoluja M TOMYy I[IOODOOHOTO.

[0029] Tepmuu "apwua" O3HauvaerT, ecJiM He VYKa3aHO MHoe,
[IOJIMHEHACHIEHHYIO, KakKk TIIpaBWUIIO, apoMaTUUECKYD, YTJIEBOOOPOIOHYIO
TPpYyIny, KoTopasa MOXeT IIpedcTaBJIAThL cobo¥ OIOHO  KOJBLIO MM
HeCKOJIBKO KoJlell (OO0 Tpex KoOJell), KOTOpHe CJUTH BMeCcTe WU
CBS3aHEL KOBaJIeHTHO. TepMmH "TeTepoapmi" OTHOCUTCSA K apWUIIbHBEM
TpylnnaM (MJIM KOJkllaM), KOTOPHE CcoIepXaT OT OIOHOTO JO IATH
TeTepoaToMOB, BHOpaHHHX W3 N, O m S, I'Ie aTOMH a30Ta M CepH
HeoOdga3aTeJIbHO OKMCJIIEHH, a aToM (BI) asoTa HeoOsa3aTeJIbHO
KBaTEPHU3VPOBAaHH. ['eTepoapuJibHasa TIpylla MOXeT OHTb [IPUMCOeNMHEHA
K OCTaJIbHOM UYacTM MOJIEKYJIH uepe3 TIeTepoaToM. HeoT'paHMUMBAKINKE
IIPVMMEDPH apWJIBHEIX TPYIIN BRJIOYaALT (QeHWJI, HadTuia U 1IUudeHWII, a

HeOoTI'PaHMUNMBAaAKIME IIPVMEPE TI'eTePOapPMIJIEHEX TPYIIII BRJIIOYAKRT IIMPMIONII,
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IMpUoasuHWII, IUpas3uHWII, NIVPUOVHIOVMHWII, TpUa3nHNII, XUMHOJIMHWII,
XMHOKCAaJIMHWII, XMHAa30JIMHWII, LVHHOJIMHWII, dTasasmvHUII,
OeH30TP1a3UHNII, IYPUHWII, OeH3MMIIa30JIMII, feH30nIMpPas30JInII,
OeH30TP1a30JInII, OeH3M30KCa30JInII, n300eH300yPUII, MHIOOJIM3VHWII,
BOeH30TPp1a3UHNII, TUMEHONIUPUIOVHNII, TUEHONIUPUMUOMHWII,
IMpPa30JIONUPUMAONHNIL, VMM a30IUPUIONH, OeH30THMaKCOJINII,
OeH300ypaHui, ODEeH30TMEeHNII, MHIOOJINII, XUHOJINJI, MBOXMHOJINII,
M30THa30JINII, noupasoJInII, VHIOa30JIUJI, NTEePUIVHNI, VMM a30JIMII,
TPUa30JIMI, TeTpa30JInuII, OKCa30JI1JI, M30KCa30JI1JI, THanmMas3oJInI,

NUPPOJIWII, THaz3oJui, Qypui, THUEeHWUJI M TOMy I[omoOHOe. 3aMecTUTe
OJIA KaXIgoro nus3 I[IpMBEIIEeHHEX BHIIE APWIIBE HEIX 12 reTepOapMJIHEX
KOJIBLIEBEIX CHCTEM, KOoI'Ia OIIMCEBaeTCAda Kak "BaMeHleHHbIe", BbI@I/IpaIOT
U3 TPYNNHE [OPUEMIIEMHIX BaMeCTUTeJIeM, ONIMCAHHHEX HIUXE.

[0030] TepMrH  "apuiagxkui"  nogpasyMeBaeT  BKJIUEHME - Tex

paimnralosg, B KOTOPEIX apMJibHaAd TpPYyIlilla IIpMCOeIVMHeHa K aJIKMUJILHOM

Tpynmne (Hanopumep, O0eH3mJ, GeHeTWUJ ¥ ToMy IHomoBHoe) . AHAJOTUUHBM
obpasomM, TepMMH "TeTepoapuii-akuiI" o3HavaeT BKJIIOUEHNE Tex
pPanmrKaJoB, B KOTOPHIX TeTepoapulibHasg TIpylla IpHcoeOMHeHa K

AJIKUIILHOM T'pyIilie (HaanMep, IIMprnonjiIMe TI1JI, TMAa3OJIMIISTMII M TOMY

rnomobHoe) .

[0031] Brmeyka3aHHBEE TepMMHH (HanopuMmep, "aakwua", "apua" wu
"Terepoapus"), B HEeKOTOPHX BapMaHTax OCYIECTRBJIEHUS, BKJIOUAKT Kak
3aMelleHHHEE, Tak M He3aMelleHHEe (QOpMEl YKa3aHHOT'O palukKala.
[IpennouyTuTesbHEEe 3aMeCTUTeJIN oJisg Kaxnoro TUIIa panukaja

IpenCcTaBJIEHE HMXE.
[0032] EcaM He VYKal2aHO MHOE& KOHTEeKCTOM, B3aMecCTUTeJIM IOJ4
AJIKMJIBHHX PalIVKaJIOB (BKJOUAS TPYIIIHE, YacCTO Ha3HBaeMble aJIKMJIeHOM,

AJIKeHWJIOM, AJIKMHMIIOM ¥ LMKJIOAJIKMIIOM) MOTYT TIIpelCTaBJIATHE cobom

pasJMuHbEEe TPYINH, BHOpaHHHE M3: -TrajoreHa, -OR’, -NR'R”, -SR’, -
SiR'R"R"’, -0OC(O)R/, -C(O)R/, -COzR/, -CONR'R”, -OC (O)NR'R”, -
NR"C (O)R’, -NR'-C(0O)NR"R"", -NR"C(0),R’, -NH-C (NH,)=NH, -NR'C(NH,)=NH,
~-NH-C (NH,)=NR’, -S(O)R’, -S(0),R/, -S(0O),NR'R”, -NR'S(0),R", -CN wu -
NO, B umMcye B Ipenejax IMalas3oHa OT HyJg no (2m'+1l), 1mme m'

InpeocraBjidaeT cobom ofmee UMCIJIO aATOMOB yIJlepooa B TaKOM pallKalJle.

Kaxoemr wm3 R', R" wm R'" HezaBUCHUMO OTHOCUTCS K BOIOpPOIY,
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He3aMENEHHOMY Ci—3g aJIKNITY , He3aMeleHHOMY apuity, apuity,
3amMemeHHOMy 1-3 TajloreHamu, HesaMemeHHoOW Ci—g aJdkujgHoM, Ci—g
aJlKokKkcu wmin Ci—g THMOAJIKOKCHU TpyIIlaM, WJIM He3aMelleHHBEM apuii—-Ci—y
aJIKMJIBHEIM TpyrnnaM. Korma R' m R" nOpucoenMHeHH K OIHOMY aTOMYy
asoTa, OHM MOT'yT OHTBH OOBEIMHEHH C aTOMOM as30Ta C oO0pa30BaHMEM
3-, 4-, b5-, 6- wmam T7-4JIeHHOTO KoJklla. Hamnpumep, -NR'R"o3HauaerT
BKJIOUeHNWEe 1-NUPpPpOIMOMHWIIa U 4-MopdoJsmHMIIa .«

[0033] AHaJOI'MUHEIM OOpasoM, 3aMeCTUTeJIM OJIA apWUJbHEX U
TeTepOapuUJIbHEIX TPyl pas3HooOpa3He M, KaK I[OIpaBWUJIO, WMX BHOMpaKT
us: -rajoreHa, -OR’, -OC(O)R’, -NR'R”, -SR’, -R’, -CN, -NO,, -CO,R’,
-CONR'R”, -C(0O)R’, -0OC (O) NR'R”, -NR"C (O) R/, -NR"C (0) ,R/, -NR'-
C(O)NR"R"", -NH-C (NH,)=NH, -NR'C(NH,)=NH, -NH-C(NH,)=NR’, -S(O)R’', -
S(0),R’, =S(0),NR'R", -=NR'S(0),R", =-N3, mnepodrop(C;—-C4)aJIKOKCU, U
nepdTop (C1-Cy4) ayIkMJla B UMCIJe B Opelejax »Oualas3oHa OT HyJa IO
ofmero uMcJa OTKPHTHX BaJIEHTHOCTEM Ha apoMaTUMUeCcKOM KOJIbLeBOM
cucremMe, u rme R', R "m R'" HezaBMCHMMO BHOpaHH M3 BoImopoma, Ci_g
ajlxkmia, Ci.g TajoreHaJlkwmya, Cs ¢ uukJgoaJkuiaf, C, g ajkeHmsa, Csp g
aJIKMHWIIA, He3aMelleHHOT'O apujla ¥ TeTepoapuia, (He3aMeleHHBI
apui) -C1—-C4 aJIKkmMjla ¥ He3aMelleHHOTO apuJokcu-Ci—; ajIkuila. HOpyrue
IOOXOIAINMEe S3aMeCTUTeJIM BKJIoUalnT B cedd KaxIelM M3 BHIIeYKa3aHHBX
APUJIILHEIX 3aMecTuTeJiel, IPUCOeIMHEHHHX K aToMy KOJiblla aJIKMJIEHOBOM
CBA3KOM 1-4 aToMOB yIJlepona.

[0034] TepMrH "ocHOBaHMe" OTHOCUTCH K OYHKIMOHAJILHOM
TpyIe, KOTopad IOeNpOTOHMPYET BOOY IJIA IIOJIYUYEeHMS I'MIOPOKCUI-MOHA.
TUINYHBIMMA OCHOBAHMAMU ABJISAITCSA AMMHEL u azsoTcoIepxamme
TeTepOUMKJIIE. THUIMUHLEE OCHOBaHMA BrimodaioT -N(R3®) (RY), 1mme R3 u R?
He3aBUCKUMO BeOpaHH U3 H wmiam Ci ¢ ajkuila, IOIPpedlouTHUTelbHO H wmim

MeTWIIa,
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roe R% R® R’ um R®, B KaXIoM KOHKPETHOM CJlydae, He3aBMCUMO
BHIOpaHE M3 Bomopoma umiIm Ci ¢ aljIkuila, OPenalodTHUTesIbHO H miam MeTwui,
u e ImOpencrarjsgeT cobom 0-4. B HEKOTOPHX acllekTax, OCHOBaHUue
opencraBJgeT CcoOoM a30TUCTOe OCHOBAaHME.

[0035] TepmmH "aHTUTeJO" MCHOJNB3YyeTCda 3IeChb B CaMOM IMUPOKOM
CMEICJIE M KOHKPETHO OXBaTHBAaeT MHTaKTHEE MOHOKJIOHAJIBHEHE aHTUTEeJa,
[MOJIMKJIOHAJIb HEE aHTUTeJa, MOHOCIIEUUPUUECKNE aHTUTeJa,
MyJIb TUCIIEUUPUUIECKUE aHTUTeJa (HanpuMep, fucneumuduUuecKue
anTuTesa) ¥  QparMeHTH  aHTUTeJ, KOTOPEE IMPOABJIAKRT XeJlaeMylo
BMOJIOTUUYECKYIO aKTMBHOCTB (T.e. crieuM@uUuecKoe CBA3EBaHUE c
AHTUTEeHOM—MUIIEHBKL) . JVHTaKTHOEe aHTUTEeJIO ¥VMeeT, TJIaBHEM oO0pas30oM,
oBe oblacTum: BapmrabeJIbHY oBJlacThb u KOHCTaHTHY oBJIacTh.
BaprabesbHada o00JIacTh ClHeludrMUuecKM CBA3HBAETCI M B3aMMOIOEMCTBYET
C  AHTUTEeHOM-MUIIEHLD. BapuabesibHasga o0JacThk BKJOUaeT B 2 celb4a
runepBapradesibHEle obJjlacTun (CDR) , KOTOPEHE PacIio3HaKnT u
CBABHEHBAKTCA C OINpPeleJIEeHHHM YUYaCTKOM CBS3HBaHMA Ha KOHKPETHOM

aHTHUI'eHe. KoHcTaHTHada oBJlacThb MOXeT PacCcIlIOSHaraTbkCHd MMMyHHOﬁ
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CUCTEeMOM M B3aMMOIOEeMCTBOBaTL C HeM (CcMOTpHM, HaopuMmep, Janeway et
al., 2001, Immuno. Biology, 5th Ed., Garland Publishing, New
York) . AHTMUTeJIO MOXeT OHTH JHOOOI'O TUIa (Hamopumep, I1gG, IgE, IgM,
IgD m IgA), wJjacca (mamnpmmep, IgGl, IgG2, IgG3, IgG4, IgAl wu
IgA2) wiIM T[o»OKJacca. AHTUTEJO MOXeT OBTE IIOJIYYeHO M3 JO0TO
MIOOXOOAMe o BMIA . B HEKOTOPHIX BapraHTax OCYIIEeCTRBJIEHUA
n3obpeTeHms aHTUTEJIO VMeeT yeJIOBEeUeCKoe VI MBIIVHOE
[IPOUCXOXIEHNE . MOHOKJIOHAJIBHOE AHTUTEJIO MOXET SABJIATBLCH, HaIpPUMEpP,
UeJIOBEUECKMM, I'YMaHUSUPOBAHHEM WJIM XVMEPHEBM.

[0036] TepMrH "MOHOKJIOHAJIbHOE AaHTUTeJIO", MCHOJIE3YEMEM B
HacTodAmeM  ONMCaHuu, OTHOCUTCH K  aHTUTEeIY, [IOJIYUYEHHOMY U3
MNONYJIAUMM  IIO CylleCTBY  T'OMOI'€HHHX aHTUTeJ, T.E. OTHOeJIbHEE
aHTUTeJa, cocTaBJdplMe  IIOIIYJISLUD, ABJIAITCA  MIOEHTUUHBEIMA, 3a
VCKJIIOUEHVEM BO3MOXHEIX IIPUPOIHEIX My Talumi, KOTOPHE MOTYT
[IPUCYTCTBOBATH B He3HAUUTEJIbHHX  KOJMUeCTBaxX. MOHOKJIOHAJIbHEIE
aHTUTeJla ABJIAITCA  BHCOKO  CIHEeUMQMUHBEIMM,  HallpaBJIEHHEIMM IIPOTUB
OOHOTO AHTUTEeHHOTO calTa. TepMmyH "MOHOKJIOHaJILHOe" yKa3HBaeT Ha
XapaxkTep aHTuTesNa, [IOJIYYEHHOT'O B OCHOBHOM U3 TOMOT €HHOM
INONYJIALUMKM aHTUTeJl, W He JOoJKeH OHTh MCTOJIKOBaH Kak Tpebyomee
[IOJIYUYEHMSI aHTuUTeJla KaKMM—JIMOO KOHKPETHHM CIIOCOOOM.

[0037] "VHTaKTHBEM aHTuTejgoM" ABJISEeTCH Takoe, KOTOpoe
BKJIOUAET AHTUTeHCBA3HBaKIYKD  BapuabeJIbHy  00JIacTh, a Takxe
KOHCTAHTHHEM »HoMeH JilerkoM uemnu (Cp) ¥ KOHCTAHTHHIM OOMEeH TsXKeJION
uenu, Cgl, Cyg2, Cyg3 m Cy4, B COOTBETCTBMUM C KJIACCOM aHTUTeJa.
KoHCcTaHTHEE IOOMEHH MOTYT IIPeIOCTaBJIATL CO0OM KOHCTAHTHHE IOMEHE
IPUPOIHOM [IOCJIeIOBAaTEJIbHOCTHU (HanmpuMep, KOHCTaHTHHE IOMEHEI
IPUPOIHOM [IOCJIeOOBATEJIbHOCTHU yeJIOBEKa) VI BapMaHT

AMMHOKMCJIOTHOM IIOCJIeOOBaATEeJILHOCTY 2TOTO.

[0039] "dparMeHT anTureja" BKJIIOUAET yacThb MHTaKTHOTO
aHTmuTesa, comepxamui AHTUTeH— CBSI3LEBalIyIo AN BapmrabeJIbHYIO
oBynacTk. IlpuMepsl QpParMeHTOB aHTUTEJI BKJIOYAKRT QparMeHTH Fab,

Fab', F (ab'), m Fv-bparmMeHTH, IMaTesa, TpuaTesa, TeTpaTela,
JIMHeVHEe aHTuTeJla, MOJIeKYJIH ONOHOIEeIIOUeUHHX aHTuUTeJ, Sckv, ScFkFv-
Fc, MYJIbTUCIIELIUPUUECKHUE bparMeHTH ~ aHTUTE, oOpa30BaHHEE U3
bparMeHTa (OB) aHTUTeJ, OGparMeHT (H), [OIPOOYLUMPYEMEE IIPU IIOMOIIN

Fab-6uBamoTeku  BKCIpeccuu, WIM  SIOUTOII-CBASHBAKIME  (parMeHTH
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JIOOTO M3 IIEPEUMCIIEHHOTO BHINE, KOTOPHE CIHEeUMPUMUEeCKM CBA3BBAKTCH
C aHTUTeHOM-MMIMIeHbLID (HalpuMMep, aHTUIeH PaKOoBOM KJIEeTKM, BUPYCHHM
AHTUTEeH MM MMUKPOOHHI aHTUITEH) .

[0039] "AHTUTeH" nOpencTaBJgeT cobos oOBeKT, C KOTOPHM
AHTUTEJIO ClIeludrUuecKkM CBA3HBaeTCd. AHTUTEeH MOXeT OHBThL, HaIlpUMEpP,
OeJIKOBEIM (HalpuMep, OeJIOK, [OJIMIENTUI WM [IenTuln), HeOeJIKOBHEM
(HanpuMep, YIJIEBOI) WM KoMOMHalLMeM M3 OBYX.

[0040] Tepmmuu "chneumdpmueckoe CBA3EBaHue" u "crneuuduueckKu
CBA3EBaeT" o0O3HauaeT, UTO HalleJMBawllee CPeOCTBO WM JIMI'aH, TakKoe
KakK aHTUTEeJIO MJIM €TI0 aHTUTeH-CBA3HBalmMM (parlMeHT, CBA3HBalTCI C
BHICOKOM CeJIEKTMBHOCTBI C COOTBETCTBYKIVM €My aHTUIeHOM-MMIIeHLIO,
a He C MHOXEeCTBOM IPYI'MX aHTUTeHOB. [Jsa aHTUTeJla, aHTUTeJIO WK
bparMeHT aHTUTeJla, KaK I[IpaBUJIO, CBA3BBaeTcd C addMHHOCTEBIO, IIO
MeHBIIEe Mepe, IMpuMepHo 1x1077 M u, nOpennouyruresbHo, oT 1078 M mo
10° M, 10t M, 10 M wmmm 102 M wum cBgasLHBaeTcad C 3alaHHLEM
aHTUTeHOM C addMHHOCTLIO, KOTOpasd, IO MeHblleM Mepe, B OBa pas3a
foJiblle, YWeM €TI0 adMHHOCTL CBA3HBAHMA C HECIeUUPUUECKMM aHTUIEeHOM
(HanpuMmep, BCA, Ka3euH), KpoMe IIpemonpeleJIeHHOT'O aHTUIeHa WK
OJIM3KO POOCTBEHHOTO aHTUIeHa, MMelleIl'o OOMH M TOT Xe SIIMUMTOII.

[0041] TepmmHE "uMHIHUOMpPOBaTH" wmam "uMHTUOMpoOBaHMe" oO3HaUaeT
YMeHbIIeHV e Ha M3MepuMoe KOJMUECTBO WMJIM OIpedoTBpalleHMe IIOJIHOCTHIO.

[0042] TepMuH "TepalleBTUUECKHU 29beKTUBHOE KoJmMuecTrO"
OTHOCHUTCH K KOJMUECTBY KOHBOIATa (HalpyMMep, KOHEBIOIAT aHTUTeJla C
JIEKapCTBEHHEM CpPEeICTBOM) , KoTopoe  gABJjsgeTca S20PeKTUBHEIM  OJII
JeueHrsa 3abojieBaHMsa MM PacCTpOMCTBa Yy MIeKoNMTanmero. B ciyuyae
3JIOKAUECTBEHHOTO HOBOOOpas30BaHUA, TepalleBTUUYECKU sbbexrTUBHOE
KOJIMYECTBO KOHBOIaTa MOXeT YMEeHBIMTL  UMCJIO  3JI0OKaueCTBEHHHX
KJIETOK; YMEHBIIATE pPasMep OIyXOJM; MWHIMOMpOBaAThH (T.e., MeIJIeHHO
oo HeKOoTOpOMn CTEIEeHNU u NIpPenrnodTUTEeJIbHO OCTaHaBJIMBATL)
MHOMIIL Tpaluuio 3JI0KAaUeCTBEHHEIX KJIETOK B Iepubepuueckue OpTaHH;
MHTMOMPOBATH (T.e., MeIJIEHHO oo HeKOTOpOoMn CTEelleHu u
IpenrnouTUTeJILHO OCTaHaBJIMBATH) MeTacTa3upoBaHUe OTIYXOJIV ;
MHITUOMPOBATE POCT OIOyXOoJMr; u/uiau obJjleTyaTs OIMH MJIM 0OoJiee
CUMIITOMOB, CBS3aHHHX CO 3JI0OKAaueCTBEHHBIM HOBOoOOpa3oBaHMeM. B Tou

CTelleHl, B Kakom JIEKapCTBEeHHOEe CpeICTBO MOXeT MHI‘M@MPOB&TB pocT
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u/ Wi yOMBATL CYMEeCTBYKOIMe 3JI0KaueCTBEHHHEe KJIETKM, OHO MOXeT
ABJISTHCA LUTOCTATHUUECKUM U/WIIM LUTOTOKCUUECKMM. [JId TepaluM pakKa
50PeKTUBHOCTE MOXET, HallpUMeEp, W3MEepATbCH IIyTEeM OILIeHKM BPEMEHMU
oo IporpecCUpoOBaHnAg 3aboJiIeraHusa (TTP) n/ ZNEZ! omnpenejyieHU A
ckopocTu peakumm (RR).

[0043] TepMmH "cymecTBeHHEM" wmiIM "Io cymecTBY" OTHOCUTCA K
OOJILIMIMHCTBY, T.€E. >50% IOy JIALUUNA, CMeCcHU MJIN obpasua,
npenrnouTmurTesibHO OoJjiee uywem 50%, 55%, 60%, 65%, 70%, 75%, 80%,

85%, 90%, 91%, 92%, 93%, 94%, 95%, 90%, 97%, 98% wnmm 99%

[IOIIYJIALUMA .
[0044] TepMMHEL "BHYTPUKJIIE TOUHO pacmensjgeMeit” u
"BHYTPUKIIETOUHOE pacumernyieHre" OTHOCATCHA K MeTafboJIMueCKOMY

Opolleccy WM PeaKLUMM BHYTPM KJIEeTKM Ha KOHBOIaT JMIaHO-JIMHKep-
JIEKapCTBeHHOoEe CPpenCTRBO (HanpuMep, KOH&EBIOTAT aHTHUTEJIa c
JIEKAPCTBEeHHHM cpencTtBoM (ADC) wmiam ToMy IHomoBHOoe), B pesyjbTaTe
Yyero KOBAaJIEHTHOE CcoelMHeHMe (3BeHO JIMHKepa) Mexnay Dg—CcocTaBJigwnlen
M 3BEHOM JIMI'aHIa (HaopuMmep, aHTUTeJsla (Ab)) HapymaeTcd, UTO
OPUBOIOMUT K BEHCBOOOXIOEHMI Dp—3BeHa. PacCllellJIeHHHE COCTAaBJIAKINME
KOHTBIOTaTa JUTaHO-JIMHKep-JIeKapCTBeHHOe CpelCcTBO, TakuM oB6pasoM,
IpenCcTaBJIglT COOOM BHYTPUKIIETOUHLHE MeTaOOJIMTH .

[0045] TepMrH "IMTOTOKCHMUEeCKasd AaKTMBHOCTHL" OTHOCUTCSH K
youBammeMy  KJIETKM WM LUTOTOKCHMUECKOMY IeMCTBUI COeIVHEeHUI
KOHTBOTaTa JUTaHO-JIMHKep-JieKapCTBeHHOe CpelcTBO, Kak I[IpaBuUJIO, C
IIOMOIIBIO BHICBOBOXIESHHOTO 3BeHa JIeKapCTBEeHHOT O cpencTeBa, Ha
KJIEeTKMU-MUIIeHM . [IMTOoTOKCHMUecKkas AaKTHMBHOCTL MOXeT OHTL BHpaxeHa B
BUIOe 3HaueHusa ICs, (HaAa3HBaAeMOI'O TakxXe IIOJIOBMHOM OT MaKCUMaJIbHOM
VMHTUOUPp Y KOHUeHTpaluuun) , KOoTopoe npencrTaBjigeT cobon
KOHIeHTpalun (MOJAPHYID WMJIM MaCCOBYID) Ha eIuHMIyYy oObeMma, IIpu
KOTOPOM IIOJIOBMHAa KJIETKM BEXMBAT IIPUM BO3IOEeMCTBUM KOHTLIOITATA.

[0046] TepMmMH "UMTOTOKCHMUYECKOE CpPeICcTBO", MCIOJb3yeMOoe B
IOaHHOM OIMCaHuM, OTHOCUTCH K BelecTBY, KOoTopoe yOMBaeT KJIETKU
MM MHEM OOpa30M BH3HBaeT pa3l3pyleHMe KJIEeTOK.

[0047] TepMUHE "3JI0KaUeCTBEHHOE HOBOOOpa3zoraHue" u
"3JlOKaUYeCTRBeHHEM" OoTHOCATCHS K WMJIM OIMCHBAT (QUBUOJIOTHMUECKOe
COCTOAHME WM PacCTPOMCTBO YV  MIEKOIMUTAIMUX, KOoTopoe  OBBUHO

XapaKTepnu3yeTcsa HEeKOHTPOJJMPYEMHM POCTOM KJIETOK. TepMuH "omyxoJp"
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BKJIIOUAET B 3JI0OKaueCTBeHHHE KJIETKMU.

[0048] "AYyTOMMMYHHOE 3abojieBanue" npelCcTaBJIgeT cobon
3aboJyleBaHMe WM HapylleHMe, BO3HMKaKIee M3 UM HalpaBJIeHHOe IIPOTUB
CODCTBEHHHX TKaHel MM OeJIKOB MHIMBUIYYMA .

[0049] Heorpauunuupammme [IPYMEPE "nmauueHTa" BKJIOYAT
yeJloBeKa, KpPHCY, ML, MOPCKYK CBMHKY, o00es3bgHY, CBMHBIO, KO3Y,
KOpOBY, Jomank, cobakKy, KOmKYy, NOTULIY ¥ IOMallHL OITUIY. B
TUIIMUYHOM BapMaHTe OCYIMEeCTBJIEHUA W300peTeHMS I[IallMeHTOM fABJIAeTCA
YeJIOBEK.

[0050] Tepmuus "jeumTb" wmiu "JiledeHue", eCJM KOHTEKCTOM He
yKasaHo VHOE, OTHOCSATCHA K TepaleBTUUYEeCKOMY JIeueHHMIo u
OpoduIIaKTUUEeCKMM MepaM II0 IPeOOoTBPAalleHMI PeLUMIVMBOR, IIPU KOTOPOM
y cCcyOBeKTa OOJDKHa TIIOHAaBJATHCH WM 3aMelJIATbCH  (yMeHbMaTbCs)
HexeJaTeJlbHOe (OM3MoJIOTUUeCKOoe M3MeHeHMVe WMJIM PacCTpOoMCTBO, Takoe,
Kak pa3BUTHE WM pacrnpocTpaHeHue 3JIOKAUECTBEeHHOTO
HOBOOOpa30BaHMUA. BiaronpusaTHEE WU KeJlaTeJlbHEEe KJIMHUUECKME
pe3yJbTaTH  BKJOUAT, HO He OTI'paHUUMBAaTCH VMU, ocJyiabjeHue
CHUMIITOMOBRE, yMeHbIIeH e cTrerneHu 3aboJieBaHUA, CTabMIM3UPOBaHNKE
(T.e. He yXyOmeHue ) COCTOSHUS 3aboJieBaHmUAg, 3a0epPXKy W
3aMenJieHre IpoTrpeccUupoBaHma 3adojieBaHUs, VYJIYUIEeHMe WM BPEeMeHHOe
oBJyerdyeHue 0OOJIe3HEHHOTO COCTOSHMA U pPeMUcCCHon (JaCcTUUHYD WK
IIOJIHYKL) , JMbOO »OeTeKTUpyeMyl, Jmnbo HeIleTeKTUPpYyeMyl. "JleueHue"
MOXeT Takxe  o3HauaTh I[POoIJIeHMe  BEXMBAHMSA IO CPAaBHEHMIO C
OXMIAaeMO¥ BBDKMBAEMOCTM, €CJM JedueHre He HOpoBomuTca. Te, KTO
HyXOaeTcsa B JeUeHMM, BKJIOUALT Tex, Y KOTOPHX YyXe IIPUCYTCTBYET
COCTOAHME MJIM PacCTPOMCTEBO.

[0051] B KOHTEKCTe 3JIOKAaueCTBEHHOI'O HOBOOOpa30BaHMA, TepMUH
"JTeueHue" BKJIIOUAET B cebs HEKOTOPHE U3  WIn Kaxmoe nus3:
MHTUOMPOBAHME POCTa OIIYXOJEeBHEX KJIEeTOK, 3JIOKAUeCTBEHHHX KJIeTOK
MM OINYXOJM; MHIMOMPOBaHME pPellJIMKallMM OIIYXOJIEBHX KJIeTOK WU
3JIOKaUYeCTBEHHHX KJIETOK, YMeHblleHre ofmel OoIyXoJIeBOM MaCCH WK
YMeHbIIeHMe uMcJla 3JI0KAaUeCTBEHHHBX KJIETOK UM obJerueHMe OOHOTO WU
BoJjiee CUMIITOMOB, CBSA3aHHHEX C 5TUM 3abdoJieBaHMEM.

[0052] B KOHTEKCTE ay TOMMMYHHOT' O 3aboJIeBaHNUL, TepPMVH
"JeueHue" BKJIIOUAET B cebs HEKOTOpOe n3  WIn Kaxmoe n3:

I/IHI‘I/I@I/IpOBaHMe pellJyimKalurm KJIETOK, ACCOLMVMPOBAHHEX C COCTOAHVIEM
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ayTOMMMYHHOTO 3abojieBaHUA, BKJOUYasg, HO He OTpPaHMUMBAACE DTHUM,
KJIeTKM, KOTOpHEe IMNPOOYLUMPYIRT ayTOMMMYHHOE aHTUTEJIO, YMeHLbIIeHUe
HaTpy3KM ayTOMMMYHOIIOOOOHOTO aHTUTeJla U o0o0JileTdeHMe OIOHOTO WU
BoJiee CHMMIITOMOB ayTOMMMYHHOTO 3aboJjileBaHM.

[0053] BripaxeHue "bapMalleBTHUECKU npueMieMas coJis",
MCIOJIbE3YyeMOe B ITaHHOM ONMCaHMM, OTHOCUTCA K OdapMalleBTHUUECKU
IpUeMIIEMEIM OpPTaHUUYEeCKMM WM HeOpTaHUUeCKMM COJIAM COeOVHEeHUS
(HanpuMep, JeKapCTBEHHOE CPENCTBO, JIeKapCTBEHHOE CPeICTBO-JIMHKEPD
WY KOHBT'AT JIMTaHI-JIMHKep-JIeKapCTBEHHOE CpeAcTBO). CoelMHeHMNe
MOXEeT  COIepXaThb, II0 MeHBIIEM  Mepe, OOHY  aMMHOTpPYIILY, u,
COOTBETCTBEHHO, KUCJIOTHO-aIOWUTHBHEE COJIM MOTYT OHTbH OOpasoOBaHH C
aMMHOTPYIIION . IIpMMepH COJIEM BKJIOYAT, HO He OI'PaHUUMBAKLTCH WUMHU,
cynbdaTHEe, TpudTOpalleTaTHHe, LUTpaTHHE, alleTaTHHEe, OKCaJlaTHHE,
XJIOPUIOHEE, OpOMMIHELE, VMOIOUIOHEE, HUTPAaTHEE, BucyJsbdaTHEE,
bocdaTHEE, kucjgodochaTHEE, V30HUKOTUHATHELE, JlaKTaTHEE,
cajiMuMJIaTHEE, KUCJOUUTpAaTHEE, TapTpaTHEEe, OJleaTHHEe, TaHHATHHE,
[IaHTOTeHaTHEe, BuTapTPaTHEE, ackopbaTHEE, CYKUMHaTHEE,
MaJieaTHEE, TeHTU3UHATHEE, bymMapaTHEE, TJUIIOKOHATHEE,

TJIOKYPOHaTHEE, caXapaTHEe, @OpMMaTHHe, HeH30aTHHE, JIyTaMaTHEE,

MeTaHCYJIEPOHATHHE, 2TaHCyJIbOOHATHEE, BeH30JICYJIbOOHAaTHEE, P-
TOJIYOJICYJIBQOHATHEE WM I[IaMOaTHHE (TO ecTb, 1,1 -MeTniieH-6uc— (2-
TUIPOKCU-3-HadToOaTHHE) ) comm. OdapMalleBTUMUECKM IIpMeMJIeMas CoOJIb

MOXeT CoIepXaThb BKJIOUEHNME HPYPOﬁ MOJIEeRYJIEL, TakoM KakK alleTaT-

VIOHa, VMOH CYRKIMHaTa WJIM IpyI'oro IIPOTHMBOMOHAa. HpOTMBOMOH MOXeT

IIpenoCTaBJIATE cobom Jmodoe OpTaHM4YeCKOe I HeOpT'aHMYEeCKOe
cocTaBJidmee, KOTOpOe CT&@MHMSMpyeT 3apAdn Ha MCXOIOHOM
COeIMHEHNI . Kpowme TOT'O, ero @apMaHeBTquCKM InpruemMiIieMad COJIb

MOXeT WuMeTb O0oJlee uUeM OIOMH 3BapsSXeHHBI aToM B CBOEM CTPYKType.
Crnyuawu, KOT'Ia HeCKOJIBKO 3apsSKeHHBEX aTOMOB  ABJIAKTCH  4YaCThIo
bapMalleBTUUYECKHU npuemIIeMon coJm, MOTYT VIMETH HECKOJIBKO
IIPOTUEOMOHOE. CJlenoBaTeJIbHO, bapMalleBTUUECKM [IpUeMileMas  COJIb
MOXEeT MMeTh OIOMH WMJIM HEeCKOJIBKO 3apSKeHHHX aTOMOB M/ MM OIUH WJIU
QoJiee TIPOTUBOMOH.

[TIOOPOEHOE OIIMCAHUE

OBmee
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[0054] Hacrodgmee n300peTeHre OCHOBAaHO, YyaCcTHUYUHO, Ha
oBHapyXeHMM TOTO (QaKTa, UTO OIpeleJIeHHEEe KOMOMHAIMM CBS3BEBaKIMX
TPYINII UM LIUTOTOKCUUECKUX CPEeIOCTB MOTI'yT OHTB MCIIOJb30BaHE OJIA
[IOJIYYEHM S KOHBOITATOB JIMIaHI-JIMHKEP-JIEKAPCTBEHHOE CPEeIOCTBO, TaKMX
KaK KOHBII'AaTHl AaHTUTeJIO-JIEKAPCTBEHHOE CPencTBO (ADC), KOTOpHE
VMEeT IUIPOPUIIEHOCTE, aHAJIOTUUHY TakKOBOM HEKOHBIIVMPOBAHHOTO
JuraHiga (T.e. HaleJMBawIeIo CpencTBa, Takor'o KaK aHTUTEJIO WK
ero aHTUTeH-CBA3HBAMUM dparMeHT) . IllogmepXuBasg TI'MIPOOMILHOCTD
KOHBOIT'aTa, aHaJIOTUUYHYI TakKoBOM HEKOHBIOIMPOBAHHOT'O JMTraHna,
[IOJIYUYEHHHE KOHBOT'ATE  MOTYT VMETH BoJiee BEICOKME Harpy3Ku
JIEKapCTBEHHOTO CpeICTBa (HanopuMep, IO MeHblley Mepe, 4 wiu 8
JIeKapCTBEeHHOEe CpelCTBO-JIMHKEPOB Ha JMI'aHO), COXpaHdad IIPpU DTOM
OIlpelleJIeHHEle XeJlaTeJIbHEE XapaKTepUCTUKM JMI'aHa caMoTo IIo celBe,
TaxKue Kak CHWXEeHUe BHBeIeHUA in vivo, yBeJIMUeHNre
bapMakoOKMHEeTUMUECKOTO mOpodmisgs 1in vivo, ©oJlee BHCOKMM YPOBEHb
BO3OEMCTBUA KOHTBII'aTOB Ha KJIETKY (M) ~MMIIEHDb (1) u T.O.
[lpennouTuTesIbHO, MOTYT OHTH pas3padoTaHbE IUIPOOUIILHEIE KOHBIOT'ATH,
VMennme ITUIPOOUIIEHOCTE, AaHaJIOTUUYHYIO TaKOBOM JMTraHna Bes
HeoOXOOMMOCTM BKJIUEHMS OOIOJHUTEJIbBHHEX COJIOUMIM3UPYIIUX TPYIII,
TaKMX KakK [IOJIMBATUJIEHTJIMKOJE MM IOPpyIMe BOIOOPAaCTBOPMMEE IIOJIMMEPRH .

(KousbraTe JMUTIaHO-JIMHKEpP-JIEKAPCTBEHHOE CPenCTBO B HaCTOAMEeM
OOKYMEHTe TakKXe Ha3BBalTCAa KOHBOITaTaMM JeKapCTBeHHOe CpeICTBO-—
JMUITaHm, KOHBOT'aTaMu JIMTaHI-JIeKapCTBEHHOE CpeICcTBO VIV
KOHBOTaTaMM JIMT'aHOa C JIeKapCTBEHHHM CPEeICTBOM. )

[0055] TumpodMIIbHEE CRA3yKIMEe TPYINH (TakxXe Hal3HBaeMHEe Kak

JIMHKEPH WU 3BEHb A JIMHKepa) KOHBIOI'aTOB npenHasHaueHH - OJig
IIOBHIIEHHOM TUOPOOUIEHOCTH . Ceasyinasa TpyIna obecrieunBaeT
20beKTUBHOE BEICBOOOXIEHME LIUTOTOKCUUECKOT'O cpencrBa (Taxkxe

Ha3EBaeMOI'O KaK 3BE€HO JIEKapCTBEeHHOI'O CpelCTBa WJIM JIeKapCTBeHHOEe

CpelncTEO) B KJIeTKe-MUIEeHN, ooCTaTouHOe o1 VHOY KU/
IMTOTOKCUUHOCTH NI IMTOCTATUIECKOTO OercTBUA B ciydae
IMTOTOKCHUUECKOTO CpelcTBa. Kak MOpaBUJIO, TIUAPOOUIILHEE JIMHKEPH
npenHazHaueHH s sbbexkTUBHOTO BEICBOOOXIEHW A 3BeHa

JIEKapPCTBEHHOT'O CpelCTBa, KakK TOJIBKO KOHEBROI'aT MHTEPHaJIM3yeTCAd B
KIIeTKY~MMIIEHE . INogxXoogmyM CalTaMm Y3HaBaHMAg OJIS BHCBOOOXIEHMUS

3BEHa JIEKAapPCTBEHHOTI'O cCpencCTBa 34a cueT pacumellJIeH A ABJIARTCA
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TakKue, KOTOPHE [IO3BOJIART 50PeKTUBHO OTHEJINTH 3BEHO oT
TUOIPOOMILHOV CBA3HBAaKIEN TpPyNNH. Kak OpaBuJIO, CaMT paclo3HaBaHMUA
NIpelcTaBJIgeT cobour NenTUIHBM canmT pacuernjeHns (HanpuMep,
obpasyeMell B KOMOMHALMM C LIUTOTOKCUUECKMM CPeICTBOM, KOTOopoe
VMeeT aMMHOKMCJIOTHYK WM IeNTUIHYKD XapaKTepHYK OCOOEHHOCTE B
ydyacTKe IIPUCOeOMHEeHMSa  CBA3YoIel - T'PYIINH) . [IpuMepH  IeITUIHBEIX
CaTOB pacllellJIeHMsa BKJUanT B ceb®sa TakKue, KOTOPHE paclos3HalnTCcHd
BHYTPMKJIE TOUHEMN npoTeasaMu, HalprMep, IIPUCYTCTBYIIVMA B
JIM30CcoOMax. B BapuaHTax OCYIECTBJIEHMSA, TI'Ie CBA3HBawlasg Ipyllla
opucoenrVHeHa K aMMHOKMCJIOTe 530PeKTOPHOM UYacTM MOJIEeKyJH (Dg), AA;
oBpaszyeT pacllellIgeMyl IelTUIHYKD CBS3b CO 3BeHOM Dg. PaclerisgseMas
IenTMiHasgd CBA3b UYBCTBUTEJIbBHa K paclliellJIeHMI IIpoTeas3aMM, KoTna
KOHBIOTAT JOCTHUIaeT CBOEIro calTa-MMIeHM. B IpyImMx BapMaHTax
OCYIIeCTBJIeHUA AA; ofpa’syeT aMUIHYID CBA3b C YyUYaCTKOM IIPUCOeIMHEeHMA
sbdexTOPHOM cocTaBJgmen (Dg) , KoTopada YyBCTBUTEJIbHA K
pacllelljeH UL (HanpuMep, C IOoMOombl IpoTeas), KOTI'Ia KOHEIAT
OoCTUTaeT cauTa-MMIIeHU.

[0056] B  HeKOTOpPHX BapMaHTax OCYIeCTBJIEHUA  HaCTOAIWeTro
n30bpeTeHrss BBeHbLA JEeKapCTBEHHOTO CpelcTBa IIPeOCcTaBJIgsiT cobol
AYPUCTATHHE, KOTOPHEEe pazpadoTaHE IJIS YBEeJMUEHUS IUIPOPMIIBHOCTU B
codyeTaHMM C TIHUIPOOMIIBHEM 3BeHOM JIMHKepa. I[IpeMMymeCTBEeHHO MOXHO
CKOHCTPYMPOBATE 3BEHBSA JIEKAPCTBEHHOTO CpelcTBa, UYTOOH MMETH
TUOIPOOUIILHEE 3aMeCTUTeJM, IIPU COXPaHeHUM CUJILHOW LUMTOTOKCUUECKOM
AKTMBHOCTH. 3BeHbLSA JIEKapCTBEHHOTO cpencTBa aypucTaTHHa
IpUCcCOoenMHAITCA o Mx C-KOHIy K 3BeHY JIMHKepa, Kak 0oJjiee TOoOpoOHO
ONIMCaHO B HaCTOAMEeM IOKyMEeHTe.

[0057] COOTBeTCTBEHHO, B HEKOTOPHX BapMaHTax OCYMeCTBJIEHUS
LY npepmcrTaBigeT cofoM THUIPOOMIILHEI JIMHKED, CcomepXammid OmOHYy, IBe,
TPM WM UeTHpe TIUIPOPUIIBHEIE aMMHOKMCJIOTH, B KOTOPOM IIepBas
aMMHOKMCJIOTAa oBpalzyeT y4dYacCTOK  paclellJIeHUud C 4YacTbl 3BeHa
JIEKapCTBEHHOTO CpPeInCcTBa, K KOTOPOMY OH IIPUCOEIMHEH. B HEKOTOPHX
BapMaHTax ocymecTBileHusa L' nOpemcraBiageT cofoM  IMOPOGUIILHEIA
JMHKEep, colepXaluy OIHY WM IOBe IUIPOOMIIbHEE aMMHOKMCIIOTH, B
KOTOPOM TIIepBad aMMHOKMCIIOTa ofbpas3yeT ydacCTOK paclmerlJieHusa C
JacThl 3BEeHa JIEKApCTBEHHOTO CPEeNCTBa, K KOTOPOMY OH IIPMCOEeIOMHEH.

B HeKOTOPHX BapraHTax ocymecTBjleHus L* npencraejager coboit
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TUOPOQUIILHEM JIMHKEep, CcolepXallMi aMMHOKMCIIOTY, KoTopasd ofpasyer
YUYaCTOK pacllellJIeHMa C YacTbl 3BeHa JIEKapCTBEHHOTO CpencTea, K
KOTOPOMYy OH IpMCOeOMHeH. B HEeKOTOPHX BapMaHTax OCylleCTBJIEeHUA
BTOpPAaLa, TpeTbd U/ UIM YeTBepTas IUIPOOMIbHAA ~ aMMHOKMCJIIOTAa
3aMeHeHa HeoD4a3aTeJIbHO 3aMelleHHOM aJIKMJIEHOBOM VI
TeTepoalIkKMJIeHOBOM TPYIIINION.

[0058] I'MopodmUIBEHOCTE KOHbLIOT'aTa MOXHO OIpenesyiMTh IIyTeM
CpaBHeHUA TIUIPOQMIILHOCTM KOHEBIOTATa C TaKOBOM HEKOHBOIMPOBAHHOTO
HalleJIMBawero CpencTrBa (T.e. JUTraHna  WiIn 3BeHa JmMI'aHma),
Has3EBaeMOT'0  MHIOEKCOM IMIOPOOUIIBHOCTH. B  HekKOTOpPHX BapMaHTax
OCVIIEeCTBJIEHMA HaCTOAIMEeI'0 M300peTeHUA BpeMd YIOEePpXMBAHMA KOHEBOIATA
ABJideTCd He OOJbIIMM, UYeM Ha »OBe MUHYTH MeIJIeHHee, UeM BpeMd
YIOepXUBaHUA  HEKOHBOIMPOBAHHOT'O JIMTaHIa, Kak olpenesieHo, Kak
onmcaHo B IlpumMepax. B HeEKOTOPHX IPYIMUX BapMaHTax oOCylleCTBJIEHMUA
HaCTOAMEIro M300peTeHMd BpeMA YIOEepXMBAHMA KOHBOI'aTa [ABJIAeTCA He
foJsiblIMM, YeM Ha OIHY MUMHYTY MelJIeHHee, UYeM BpeMA yIepXaHuAa
HEKOHBIOIMPOBAHHOTO  JIMT'aHIa, Kak OIlpelneJjieHo, Kak ONIMCaHO B
[lpMepax. B HEKOTOPEHX IOPpYyI'MX BapMaHTax OCYIMEeCTBJIEHMA HaCTOAWeI'O
n300peTeHUa BpeMa yIOepXUBaHUA KOHEBIOIATa ABJIIeTCd He OOJIbIIMM, UYeM
Ha [IOJIOBUHY MUHY TEL MeIOJIeHHee, ueM BpeMd YIEepPXUBaHUSI
HEKOHBIOTMPOBAHHOTO  JIMT'aHnOa, KaK olpeleJieHo, KakK OIMCaHO B
[Tpumepax. Co CCHUIKOM Ha [IpuMepH, MprMep 3 PacKpeBaeT
NpeOloUTHTeNbHEMN Crioco® onpenejyieHUd VMHIOEeKCa TUIPOOUIIEHOCTH
KOHBI'aTa. B KauecTBe aJIbTEPHATUBE, Opyrad IuapodobHad KOJOHKA
B3auMOOencTBMaS 1/ I  CHocoB  MOXeT OBITH oOTKaJInbpoBaHa C
MCIIOJIE30BaHMeM KOHBOIaTOB M3 Tabiauuel 2 B KadeCTBe CCHJUIKM OJId
omnpenelleHVsa pedbepeHCHHX IMIOIBMXHOCTEN KOHLITATOB (BpeMeHa 3SJI0LUMU)
pebepeHCcOB OpM  IIOMOmMM  BHEHOPAHHOM  KOJOHKM ¥/ WM  crocofa.
OnpenesieHHEe pedepeHCHHX HOOBWKHOCTEM TIpM I[IOMOMM  BHOpaHHOU
TUOPOOOOHOM KOJIOHKM B3auMOOercTBUS ¥/ wuimu crnocoba MoxeT OBTb
MCIIOJIL30BAaH IOJIA pacueTa MHIOEKCa IMIOPOPUIILHOCTE TEeCTUPYEMOTI'O
obpazua (kak OymeT oOIOpeleJIeHO Hwke B IlpuMepe 3). HanpumMmep,
aypuctatuH T-Glu-Dpr-MA, mc-MMAF u mc-vc-PABC-MMAE MOTyT OHTH
MCIIOJIL30BAHE 04 QOpPMMPOBAHMA KOHBOI'ATOB IOJIA MCIOJL30BaHMUA B
KadecTee pedepeHCHEX. B OpyroM HOpuMepe aypucraTuH T-Glu-Dpr-MA-

hlFé ADC, hlF6-mc-MMAF mu hlF6-mc-vc-PABC-MMAE ADC wMoryT OHTH
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VCIIOJIE30BaHE B KaueCTBe pedepeHCHEX.

[0059] C yueTOM BHIIEM3JIOXKEHHOTO, B OOHOM TpYyIINe BapMaHTOB
OCYIECTBJIEHUA IpenoCcTaBJIeHE KOHTEIOTaTH JIMTaHO-JIMHKep—
JIEKapCTBEHHOE CPENCTRBO, BKJKOUAKIME 3BEHO JMIaHIa M HeCKOJBKO
3BEHBER JIMHKEpP-JIEKApPCTBEHHOE CPENOCTBO, IIPUCOEOMHEHHH K 3BeHY
JuTaHia. 3BeHO JIMHKEepa COIEPXUT COBOKYIIHOCTE TUOPOQUIIL HEIX
JuHkepoB (LY), B TOM uUMCJIe KOMIIOHEHT MPUCOeOMHEeHMS JMTaHOa,
Takoro KaK C IIOMOUmbI THMORQMPHOM CBA3M. 3BeHO JeKapCTBEHHOTO
CpelCTBa COINEPXUT LUMTOTOKCUUECKOE CPEeINCTBO, MUMeKlee KOMIIOHEHT
IpucoenrHeHMUa IOJIS COeOVMHEeHMS CO 3BBeHOM JIMHKepa. B IOpyroM TIpyIIe
BapMaHTOR OCYIMEeCTBJIeHUd, OpeloCTaBJIeHH KOHBIOTATH JUTaHI-JIMHKEP—
JIeKapCTBEHHOE CpencTreo, B KOTOPEIX  4YacThb JIMHKEPa COOEPXUT
COBOKYTIIHOCTb TUOPOOUIIbHEIX JIMHKEPOB u 3BEHO JIEKapCTBEHHOT'O
CpelOCTBa CONEPXUT LUTOTOKCHUUECKOE CPelCTBO.

[0060] B pPOOCTBEHHHX BapMaHTax OCYIeCTBJIeHMA I[IpeloCTaBJIEHH
CIIOCOOEL  IOJI4 BBEeOEeHUA  KOHBIOIATOB JIMTIaHIO-JIMHKep-JIeKapCTBEHHOE
CPenoCTBO IalMeHTy OJd JedeHusa 3abojieBaHUA. 3abojieBaHue MOXET
IpencrTaBJaTh, HallpuMep, 3JI0OKaUeCTBEHHOE  HOBOOOpasOBaHME WU
ayToOMMMyHHOe 3abojieBaHMe. KoOHBOIATH JMITaHI-JIMHKep-JIeKapCTBeHHOe
CpeICTBO BBOIAT B TepaleBTUUeCKM HSOOPEeKTMBHOM KOJMUECTBEe U IIO
TepaleBTHUUeCKM DS0OeKTUMBHOM CcxeMe. B HEeKOTOPHX aclekTax m»no3a
KOHTBIOTAT ABJISeTCS TakoM Xe WJIM MeHblle, uYeM VY  aHaJIOTUMUYHOTO
IBYXKPATHO HaTPYXeHHOTO KOHBOI'aTa (BROOMMOTO IIO AaHaJJOTMUHOMN
cxeMe) . B HeKOTOPHX aclekTax Io03a KOHBIIaT ABJISeTCS TaKoM Xe WM
MeHblle, UYeM Y aHaJJOTMUHOTO UYeTHPEeXKPaTHO HaTPyXeHHOTO KOHBIIaTa
(BBOOMMOTO IIO AaHaJIOTMUHOM cxXeMe). B HeKOTOPHX acleKTax Jo3a
KOHTBIOTaTa fABJSeTCd TaKo¥ Xe WMIM MeHblle, uYeM VY aHaJJOTUMYHOTO
IBYXKPAaTHO  HaTpyXeHHOTO  KOHBIaTa, B TO BpeMa KakK CcXeMa
OO3UMPOBAHUA ABJIAETCA TaKoM Xe WMIM MeHee UYacToM. B HeKOTOPHX
acrekTax »Oo3a KOoHBITaT MABJSeTCcd TaKoM Xe WIM MeHblle, uYeM VY
AHaJOTHMUYHOTO UeTHpeXKpaTHO HaTlPyXeHHOTO KOHmLIaTa, B TO BpeMd
Kak cxeMa »OO3UMpPOBaHMA [ABJIAeTCS TaKoM Xe WIM MeHee UYacToM. B
HEeKOTOPHX IOPpYIMX  aclekTax »Oo3a KOHBIaT  MeHble, M CcxXeMa
OO3UPOBAHUSA ABJISEeTCH TakoM Xe @ WJIM MeHee  UacToM, yem |y
COIIOCTaBMMOTO IBYXKPAaTHO HaTpPyXeHHOTO KOHBIIaTa. B HEKOTOPHX

IPYITHX acIlIieKTaXx Jo3a KOHBRIT'AT MeHblIe, 12 cXeMa TJOSHMPOBaAaHMA
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ABJISeTCAd TakKoM Ke WJIM MeHee  UacToMu, yeM Y COIOCTaBUMMOTO
UeTHPEXKPATHO HAaTPYyXeHHOTO KOHBOIaTa. KOHBOIaT-KOMIIAPATOP MOXET
IpenCcTaBJIATE coboiu, HalpuMep, TOT xe KOHEBTAT JMTaHm—
JIeKapCTBeHHOEe CPeIOCTBO-JIMHKEp, MUMellMM HaTrpy3KYy JeKapCTBeHHOTO
cpencrtea 2 wam 4.

[0061] B IpyToln TpyIne BapMaHTOB OCYIIECTBJIEHUS,

InpenonoCTaBJIEHE CIIOCOOH M3T'OTOBJIEHMA KOHTBEROI'aTOB JIMT'aHO—JIMHKEP —

JIeKapCTBeHHOEe CpelICTBO. B HeKOTOPHX aclleKTax dYacThk JMHKepa
COOEPXUT COBOKYIIHOCTb TUOPOOUIIbHEIX JIMHKEPOB (LYY, VIMEIONTYI0
KOMIIOHEHTY IpucoenHeHmU S JmuraHga (HampumMmep, IpUCOeOHEeHHYIO
MaJleMMUIOHYIO COCTaBJIANIYIO) , IIPUTOOHYIO oJisa B3aMMOIEeMCTBIUA c

JMTaHOOM. B IOpyro¥ Tpyllle BapMaHTOR OCYIMECTBJIEHUS, IpeloCTaBJIeHE
KOHBIOTATHE  JIMT'aHO—-JIMHKEDP, B KOTOPHX UYacCThb JMHKEpa COIOEPXUT
COBOKYIIHOCTEL IMOPOOMUIILHEX JMHKepoB (L%), wuMenmyn ocoBeHHOCTH,
OPUTOOHEE IJIA IIPMCOEOMHEHUS ¥ BHCBOOOXIEeHMS 3BBeHa JeKapCTBeHHOTO
CpencTra.

[0062] B opyTon Tpylne BapMaHTOB OCyIeCTRJIEHUS,
IpenyCcMO TP EHE CIIOCOOEHL [IOJIyUYEeHU g KOHBITaTOBR JIMTaHO-JIMHKEep—
JeKapCcTBeHHOEe CPencTBO. B HEKOTOPHIX acleKTaxX, uYacTb JMHKepa
COOEPXUT COBOKYIIHOCTb TUOPOOUIIL HEIX JIMHKEPOB (LYY, VIMEeIoIMX
IIPUCOEIMHEHHYD MaJIeMMMIHYID COCTAaBJIAKMYH, IOOXOOAMYyH IJA peakKluu
c JIMTaHIOIOM. B IpyT'OM  acIlekTe, JIMHKepHasa  YacTb COOEPXUT
COBOKYIIHOCTL IMAOPOPMIILHEX JiMHKepoB (L), wuMmeomux ocoBeHHOCTH,
OPUTOOHEE IJIS BHCBODOXIEHMS 3BeHa JIeKapCTBEHHOTO cCcpencTBa (B
cllydyae MNIPUCOEOMHEHUS) .

KoHBloTaTe JUIaHO-JIMHKep-JIeKapCTBeHHOe CPpeldCcTBO

[0063] B omHOM M3 AacCIleKTOB IMIpemoCTaBJIeHH KOHBOITATH JMIaHI—

JIMHKEeP—JIEKapCTBEeHHOE CPEelNCTBO, MMeKlee CIedyRlyrn (OpMyJIIy :

D LH. LA\ L

_ pl p (I)

I dapMalleBTUUECKU IIpueMIieMas COJIb MM COJIBBaAT STOTO,

Toe:

L [pencraBideT coboim JUTaHm, KOTOPEM CIleumnpmuueCcKu
CBABHBAETCH C MUIIEHBI;

LA InpeaocraBjidaeT cobou KOMIIOHEHTY IIPpMCOeIVMHEHNMA JIMI'aHIoa,
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Lt npencrTaejgaeT cobou HeoB4a3aTelIbHO pa3BeTBJIEHHHN
TUOPOOUIILHEN JIMHKEpP, Kaxnasa BeTBb LY mMeeT dopmysty:

-ARA; - RM — RI2- RIS —

B KOTOpOM

AA; mOperncTarJfgeT cobo¥ TIUIPOIMIBLHYID aMMHOKMCIIOTY, KOoTopasd
oBpasyer pacmeniseMyo NenTUIHY CBA3b c C-KOHIIOM 3BEeHa
JIEKapPCTBEHHOTO CPeICTBa, K KOTOPOMY OHa MNPUCOeOMHEHA;

R gpyigseTca HeoOg3aTesJbHEM, M BHOpaH U3 IUIPOOUIIBHOM
AMMHOKMCJIOTH ¥ Heo0A3aTeJIbHO 3aMemeHHOTO aJIKMJIeHa, KOTOPHIM MOXeT
paszmesiars, aToM c LA B mpucyrcrBuu RM u orcyrerBum RY? u RES;

R¥ pe gBjgercda oOg3aTeJbHEM, ¥ BHOpPaH W3 IUIPOOMIILHON
AMMHOKMCJIOTH ¥ Heof0A3aTeJIbHO 3aMemeHHOTO aJIkMjieHa, KOTOPHIM MOXeT
pasmesdTh aToM c L* B mpucyrcTBuu RY u orcyrcrBuM RY; m

R} He gBjgercda oOg3aTeNbHEM, ¥ BHOpaH W3 IUIPOOMIILHON
AMMHOKMCJIOTH ¥ HeobOd3aTeJIbHO 3aMemeHHOTO aJIkMjleHa, KOTOPHI MOXeT
paszmesars aTroM ¢ LA B mpucyTcTBuM RE3;

MHIOEeKC p NOpeAcTaBigeT coOol Liejijoe UMCJIO B OMalas3oHe oOoT 4 1o
npubamusureJibHO 20;

MHIeKC p' mpencrTaBjsgeT coOOM lieJiloe UMCJO OT 1 mo 4; u

D mpencTaBJgeT cobo¥ uMenmee GOPMYyJIY :

R® R o R 12
R' N Che )
) DO
R0 R R O N -
R* R R® O o

B KOTOPOM:

Kaxnoell 13 R and R? HesaBMCHMMO BHOpaH M3 IPYIIE, COCTOAIEN U3
BOOOpoOIa (H) M HeoOA3aTeJIbHO 3aMemeHHoOTo -Ci—-Cg—alkwuia; IIpu
YCJIOBMM, UYTO oOa R! u R? He gpiugorTcd H, 3a MCKIWOUEHUEM TOTO, UYTO
oba m3 R® m R* He gBjaorcsa H;

R® BHOpaH "3 TPYIIIIH, cocToamen wu3 H ¥ HeoBdA3aTeJILHO
3aMeleHHOTO —-C1—-Cg ajIkuia,

R3' BHbOpaH W3 TPYOIOE, cocTodmer wn3 H ¥ HeoBd3aTelJIbHO
saMemedHoro -C;-Cg ajIkmjla, ¥ IO MeHbIel Mepe, omuH U3 R® u R3' He
apydgeTrcda H;

R* BHOpaH "3 TPYIIIH, cocTosamen wu3 H ¥ HeoBA3aTeJILHO
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3aMeleHHOT O aJIkKuia;

R°> BHIOpaH wu3 TIPYIIIH, cocToAmer w3 H ¥ HeoOa3aTelIbHO
3aMelneHHoro —-C1—-Cg aJjIkuja;

uimm R* m R® COBMECTHO 00pa3yonT KapOOoUUKJIMUEeCKOe KOJLLO U
UMelnT GoOpMYJIy - (CR2RP) ,—, B KOTOpOM R® m RP HezaBMCHMMO BHIOpaHE M3
TPYIMNH, BkJIoUanmer H u Heo®sg3aTellbHO 3aMemeHHHM -C;-Cg aJIKMI M N
BHOpaH M3 TPYIIHE, cocTodmen 3 2, 3, 4, 5 u 6;

R® BrIOpaH "3 TPYIIIH, cocToAmer wu3 H u HeoBA3aTeJILHO
3aMelleHHoOT o —-C1—-Cg aJIkuJja;

R7 BuLBpaH wu3 TPYIIIH, cocroAmern wu3 H u HeoBA3aTeJIbHO
3aMelneHHoTo —-C1—-Cg aJIkuJja;

kaxnoell R® HesaBucumo BEHIOpaH M3 TPYIIH, cocTosmen u3 H, -O0OH,
HeoO4ga3aTeJIbHO 3aMelleHHOT O -C1-Cg aJIKkuiia u HeoOa3aTeJIbHO
3aMemeHHoTo -0- (C;—-Cg ajikuja) ;

R'? BrOpaH u3 H, Heob®g3aTelIbHO 3aMelleHHOTo -C;-Cg aJjKuia,
HeoBA3aTesIbHO 3aMelleHHOTO apuia, Heofg3aTelIbHO 3aMelleHHOTo -—X!
apuila, HeoOd3aTeJIbHO 3aMelleHHOTO -C3—-Cg kapOoLuKila, HeoOa3aTeJIbHO
3aMeleHHOTo -X!'- (C3-Cg KapOoLUMKIIa), HeoBS3aTeljlbHO 3aMelleHHOTo -Ci-
Cg aJdrkmieHa-NH,, HeobOda3aTeJIbHO 3aMelleHHOTO C3—Cg TI'eTepoluKJla U
HeoBA3aTeJIbHO 3aMeleHHOTO —-X!'- (C3—Cg TeTepoLMKIa); u

Kaxoell X! HesaBuUCHMMO HOpencTabBigeT coBoil —-Ci—Ciy aJIKMUJIeH;

Toe KOHBRIaAT JMTaHO-JIMHKeP-JIEKapCTBEHHOE CPeOCTBO MMEEeT
VHOEKC TUIPOQUJILHOCTM MEeHBIIEe WJIM PaBHBEM 2 ;

Toe Jepad u npaBasa JIMHUA LY  mnokasnBamoT KOBAJIEHTHHE
NIprucoenImMHeHN I K 3BEHY JIEKapCTBEHHOTO cpelcTBa u LA,
COOTBETCTBEHHO; u BOJIHMCTAa4 JIHU A KaXxmooro D MIOKa3bBaeT
KOBaJIEHTHOe IpHucoeIMHeHue kK LT,

[0064] B POIOCTBEHHOM acriexkTe npenocTaBJIEHH KOHBIOI'a TH

JIMT'aHO—JIMHKEP-JIeKRapCTBeHHOEe CpelCTBO, NVMeKlee CJIeOYKIYIO (]_)OpMYJ'IY:

D LH} LA ) L
p' /p (I,)
MJIn (]_)apMaLLeBTMT{eCKM HpI/IeMJ'IeMa}I COJIB WMJIM COJIBbBaT 3TOTIO,
Iroe.:
L mOpercTaBjigeT coBOM JMTaHI, KOTOPHIL CIelUUdMUecCKM CBA3aH C

MMIIEeHEBIO ;7
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LA gBJISeTCd KOMIIOHEHTOM IMIPUCOeIMHEeHUS JIMTaHIa;

Lt npencTaejgaeT cobou HeoB4a3aTelIbHO pa3BeTBJIEHHHN
TUIPOOUIILHEIN JIMHKEP, Kaxmad BeTBb LY, uMmenmas GopMyIIy:

-AA; - RUL - RI2- RL3 —

B KOTOpOM

AA; TmOpezncTarJsgeT cobo¥ TIUIPOPIMIBLHYID aMMHOKMCIIOTY, KOoTopasd
oBpasyer pacuenjisaeMyio NenTUIHYIO CBA3b c C—KOHIIOM 3BEeHa
JIEKapCTBEHHOTO CpelCTBa, K KOTOPOMY OHAa MNPMCOeIOMHEeHa;

R gmByigerTca HeoOg3aTeJIbHEM M BHOpaH M3  IUOPOQUIILHON
AMUHOKMCJIOTE M HeoBsS3aTeJIbHO 3BaMeMeHHOTO aJIKMJieHa, KOTOPHM MOXeT
pazmesars atoM ¢ LA B orcyrcrBum R u RY3;

RY? Hme 4gBiugercd ob643aTesibHEM, ¥ BHOpaH U3 IUIPOQUIILHONM
AMUHOKMCJIOTE M HeoBsa3aTeJIbHO 3BaMemeHHOTO aJIkujieHa, KOTOPHM MOXeT
pasmesars aroMmM ¢ LA B mpucyTcTBuM RY m orcyrcTBuM RY3; u

RI® He 4gBigercd ob6g3aTesibHEM, ¥ BHOpaH M3 IUIPOQUIILHONM
AMUHOKMCJIOTH M HeoBsa3aTeJIbHO 3aMemeHHOTO aJIkujieHa, KOTOPHM MOXeT
paszmesaTs aTroM ¢ LA B mpucyTcTBuM RE3;

VMHIOEKC P HOpencTaBJsgeT coBoM LieJiloe UMCJIO B OuarasoHe oT 4 1o
npubamusuresibHO 20;

MHOekC p' nOpencrarigeT coBoM Lejioe uMcjio oT 1 mo 4; u

D mpencTaBJgeT cobo¥ muMmemee GOPMYyJIY :

B KOTOPOM:

KaXOell M3 R' M R? HesaBUCUMO BHOpPaH M3 TPYIINE, COCTOAmEN U3
BOOOpOIa (H) u HeoO6d3aTeJILHO 3aMeleHHOT0-C1—Cy—aJIkuia; npu
VCIJIOBUM, dYTO o06a R! m R?2 He gBusworcsa H, eciou ob6a m3 R3 m R He
apydgnTca H;

R® BHOpad "3 TPYIIIH, cocToaAmen wu3 H ¥ HeoBA3aTeJILHO
3aMeleHHoOTOo —-C1—-Cy4 aJjkuia,

R3' BHbOpaH W3 TPYOIOE, cocTodmer wn3 H ¥ HeoBg3aTelJIbHO
3aMemeHdHelt -C,-C, aJjikuijla M, IO MeHbmel Mepe, omuH u3 R um R3' He

aBsJjigeTrcsa H;
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R* BHOpaH "3 TPYIIIH, cocToamen wu3 H ¥ HeoBA3aTeJILHO
3aMelleHHOT O aJIkKuia;

R°> BHOpaH wu3 TIPYIIIH, cocToAmer w3 H ¥ HeoOa3aTelIbHO
3aMelneHHoro —-C1—-Cy aJjIkuja;

umm R* m R® COBMECTHO 00pas3yonT KapOOoLUUKJIMUEeCKOe KOJLLO U
UMelT GoOpMYJIy - (CR2RP) ,—, B KOTOpOM R® m RP HeszaBMCMMO BEHIOpaHE M3
TPYNNH, BkJIoUaome H u Heob®sg3aTelbHO 3aMemeHHHM -C;-C, aJIKMI UM N
BHOpaH M3 TPYIIHE, cocTodmen 3 2, 3, 4, 5 u 6;

R® BrIOpaH "3 TPYIIIH, cocroAmen mu3 H u HeoBdA3aTeJILHO
3aMeleHHoTro —-C1—-Cy aJjIkuja;

R7 BuLBpaH wu3 TPYIIIH, cocToAmen mu3 H u HeoBA3aTeJIbHO
3aMelneHHoTro -C1—-Cy4 aJIkujia;

kaxnell R® HezaBMCUMO BEHIOpaH M3 TPYIIH, cocTosmen u3 H, -O0OH,
HeoO4ga3aTeJIbHO 3aMeleHHOT O -C1-Cy aJIkuiia u HeoOa3aTeJIbHO
3aMemeHHoro -0- (C;—-C4 ajikmuia) ;

R'? BrOpaH u3 H, Heob®g3aTejIbHO 3aMelleHHOTo -C;-Cg aJjKmia,
HeoBA3aTesIbHO 3aMemeHHOTO apuila, HeoBg3aTelIbHO 3aMeleHHbl —X!
apuiia, HeoB43aTeJIbHO 3aMelleHHOT'O —-C3;—-Cg Kapbolukiia, Heobdg3aTeJIbHO
3aMelmeHHoTo —-X1- (C3-Cy kapOoLMKila), HeoBA3aTesJIbHO 3aMemeHHOTo -Ci-
Cg aJnxkmieHa-NH,, HeobOsa3aTeJIbHO 3aMelleHHOTO C3—Cg TI'eTepoluKJla U
HeoBA3aTeJIbHO 3aMeleHHOTO —-X!'- (C3—Cg reTepolMKIa); u

Kaxnell X! mpemcraBiideT co®ol HesaBucuMO -Ci1—Cio aJIKMUJIIEH;

Toe KOHBIRIaT JMTaHO-JIMHKeEP-JIEKapCTBEHHOE CPelOCTBO MMEEeT
VHOEKC TUIPOQUJILHOCTM MEHBIIEe UeM WJIM PaBHBEM 2 ;

TIme Jepad u npaBasga JIMHUA LY  mnokxasnBamoT KOBAJIEHTHHE
IprucoenmMHeHN I K 3BEHY JIEKapCTBEHHOTO cpelcTBa " LA,
COOTBETCTBEHHO; " BOJIHMCTAa4 JIHU A KaXImoro D MIOKa3LBaeT
KOBaJIEHTHOe IpHcoeIMHeHue kK LI,

[0065] PazjmuHbe KOMIIOHEHTH KOHTBIOI'aTOB JIUTaHI—JIMHKEP—

JleKapCcTBeHHOe CpelcTBO ¢ dopmyJaMu 1 u 1’ mOpeIcTaBJIeHH 0oJiee
IIOOPOBHO HMXE.

[0066] B HEKOTOPHIX acrexkTax KOHBII'aTH JIUTaHI—JIMHKEP—
JIeKapCcTBeHHOEe CPeInCTBO BKJIOUAT 3BeHO JMUIaHOa M, IO MeHblen
Mepe, UeTHpEe 3BeHa JMHKep-JIeKapCTBEHHOE CPelICcCTBO, IIPUUEM 3BeHO

JUTaHnla M KaxXIoe M3 3BeHa (eB) JIEKAPCTBEHHOI'O CpelCTBa COeIdVMHEHEI
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3BEHOM ( AMM) JIMHKEPa, comepXxamyM COBOKYIIHOCTD TUIOPOPUIIE HEIX
JIMHKEPOB (LY) . B HeKOTOPHX OpYTMX aclekTax 3BeHbS JIMHKepa
[IPMCOENMHEHE K 3BeHy JIMI'aHla 4Yepes THUOBOMPHYK CBSA3b. B HEKOTOPHX
POLOCTBEHHBIX acrexrax, Kaxmgoe 3BEHO JIMHKEpPa IOOIOJIHUTEJIBHO
COIEPXUT THUIPOJIM30BaAHHOE CYKIUMHMMUIHOE  KOJIBIIO (MMM AHTAPHYL
KMCJIOTY ) , HEIOCPEOCTBEHHO KOHBOIMPOBAHHOE CO 3BEHOM JMI'aHIOa
Uepes TUORQUPHYK CBA3b.

[0067] B HEKOTOPEHIX acrexKkTax KOHBII'aTH JIUTaHI—JIMHKEP—
JIEKAapCTBEeHHOEe CPelCTBO BKJWUAT 3BEHO JIMTaHIa ¥, I[IO MeHbllel Mepe

mecCThb SBEHLBEB JIMHKEeP—JIeKapCTBEHHOE CcperncTBoO, InprnuemM 3SBEHO

JMUTaHODa M KaxIoe M3 3BeHbeB  (OB) JIEKAPCTBEHHOTO CpencTBa
CoenuHEeHEH 3BEHOM (M) JIMHKEPa, comepxammm COBOKYIIHOCTE
TUOPODMIIBHEIX JIMHKepoB (L%). B HEKOTOpHX MOPYTMX acleKTax 3BeHbS

JIMHKepa I[IPUCOEeOMHEHE K 3BeHy JIMI'aHOa 4Yepe3 TUORQUPHYH CBA3bL. B
HEKOTOPEHIX POLOCTBEHHEIX acriekrax, Kaxnoe 3BEHO JIMHKepa
OOIIOJIHUTEJIEHO CONEPXUT IUIPOJIM30BAHHOE CYKUMHMMMIHOE KOJBLO (MJu
SAHTAPHY KUCJIOTY), HelOCPeOCTBEHHO KOHBIOIMPOBAHHOE CO 3BEHOM
JUT'aHla depes TUOBQUPHYH CBA3b.

[0068] B HEKOTOPEIX acrexkTax KOHBIOI'aTH JIUTaHO—-JIMHKEP—
JeKapCTBeHHOEe CPeInCTBO BRJIOUAT 3BEeHO JMUIaHOa M, II0 MeHblen
Mepe, BOCeMb 3BeHbeB JIMHKep-JIeKapCTBeHHOe CpelCTBO, IIPHUYEeM 3BeHO
JUTaHla M KaxIoe M3 3BeHa (eB) JIeKapCTBEHHOTO CpelCTBa COEeOMHEHEH
3BEHOM (MM) JIMHKEepa, comepXxamuM COBOKYIIHOCTD TUIOPOQUIIE HEIX
JIMHKEPOB (LY) . B HeKOTOPHX »OPYyTMX aclekTax 3BeHbS JIMHKepa
IIPMCOENMHEHE K 3BeHYy JMIaHIIa 4Yepes THUOBOMPHYK CBA3b. B HEKOTOPHX
POOCTBEHHEX acriekTax, Kaxmoe 3BEHO JIMHKEepPa OOIOJIHUTEJIBHO
COIEepXUT THUIPOJIM30BaHHOE CYKUIMHMMMIHOE  KOJIBIIO (MMM AHTAPHY
KUCJIOTY) , HEIIOCPEeIOCTBEHHO KOHBOIMPOBAHHOE CO 3BEeHOM JMI'aHIOa
yepes THUMORQUPHYK CBA3b.

[0069] B HEKOTOPHIX acriekTax KOHBIOI'aTH JIUTaHI—JIMHKEP—
JleKapCcTBeHHOEe CPeICTBO BKJIOUAT 3BeHO JMUIaHOa M, IO MeHblen
Mepe, IeCAThb 3BEHBEBR JIMHKEP-JIEKapPCTBEHHOEe CpPelICTBO, IIPUYEM 3BeHO
JUTaHla M KaxXIoe M3 3BeHa (eB) JIEKapCTBEHHOTO CpPelCcTBa COEeOMHEHEH
3BEHOM (MM) JIMHKEPa, conmepxamyMm COBOKYIIHOCTD TUIOPOQUIIE HEIX
JIMHKEPOB (LY) . B HeKOTOPHX OpPYTMX aclekTax 3BeHbS JIMHKepa

IIPMCOeIVMHEeHE K 3SBeHY JIMI'aHIIa 4Yepes TMOS@MpHyD CBA3b. B HeKOTOPEX
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POIOCTBEHHBIX acrexTax, Kaxmgoe 3BEHO JIMHKEpPa IOOIOJIHUTEJIBHO
COIEPXUT THUIPOJIM30BaAHHOE CYKIMHMMUIHOE  KOJIBIIO (MM AHTAPHYL
KMCJIOTY ) , HEIOCPEIOCTBEHHO KOHBOIMPOBAHHOE CO 3BEHOM JMI'aHIOa
Uyepes THUORQUPHYK CBSA3b.

[0070] B HEKOTOPHIX acreKkTax KOHBIOI'aTH JIUTaHI—JIMHKEP—
JIeKapCTBeHHOEe CpeICTBO BKJOUYAT 3BEeHO JMUIaHOa M, IO MeHbIen
Mepe, IeCTHanllaTk 3BEHBEBR JIMHKEP-JIEKAPCTBEHHOE CpPeICTBO, IIpUUYeM
3BEHO JMI'aHla UM KaxXIoe U3 3BeHa (eB) JeKapCTBEHHOT'O CpenacTBa
COeIVIHEHH 3BEHOM (MM) JIMHKEepa, coepXxalym COBOKYIIHOCTbB
TUOPOOUIILHEIX JIMHKepoB (LY). B HeKOTOPHX OPYyIMxX aclekKTaxX 3SBeHbLd
JIMHKepa I[IPUCOENMHEHE K 3BeHYy JIMI'aHOa 4Yepe3 THUORQUPHYK CBA3bL. B
HEKOTOPHIX POLOCTBEHHBIX acriexrax, Kaxmoe 3BEHO JIMHKEepa
OOIIOJIHUTEJIEHO COOEPXUT IUIPOJIM30BAHHOE CYKUMHMMMIHOE KOJBLO (MJKU
SHTApPHYH KUCJOTY), HelOoCPeOCTBEHHO KOHBOIMPOBAHHOE CO 3BEHOM
JUT'aHla depes TUOBQUPHYH CBA3b.

3BEHO JIEKapCTBEHHOTO CpelcTRBa

[0071] OBpamasaco K 3BEHY  JIeKapCTBEHHOTO CpenocTea C

dopmystaMu I m I’, B HEKOTOPHX BapMaHTax OCylleCTBJIeHMA R!? Bobpa:

n3 H, Heobd3aTeJIbHO 3aMemeHHoTo -C;—-Cg ajKuila, Heofd3aTeJIbHO
3aMeleHHOT O apuia, HeoB43aTeJILHO 3aMeleHHOT O -X! apuia,
HeoBd3aTesIbHO 3aMeeHHOTO -C3—Cg KapOolukIa, HeobBga3aTelIbHO

3aMemeHHoTo —-X!- (C3-Cy kapOoLMKila), HeoBA3aTesJIbHO 3aMemeHHOTo -Ci-
Cg aJrkwmiieHa-NH,, HeoB4g3aTeJIbHO 3aMelleHHOTO -—-C3—Cg TeTepolMKJIa U
HeoBg3aTelJIbHO 3aMelleHHOTO —-X!'- (C3-Cg reTepouMKIia) .

[0072] B HEKOTOPHX PONCTBEHHHX BapMaHTax oOCyllecTBJeHuS RI?
He o6Oo3HauaeT OOKOBYKH Lelb OQeHuJIallaHMHA WM IIPOJIMHa. B HEeKOTOPHX
IOIOJIHUTEJILHEX BapMaHTax OCYIecTBJIeHua R'? He oBo3HauvaeT OOKOBYD
lent ¢QeHuJajJlaHVMHa, MeTHMOHMHa, TpUullTodaHa WMIM IIPOJIMHA.

[0073] B HEKOTOPHX BapMaHTax OCylecTBJIeHMsa R'? BLOpaH uU3
BDOKOBHIX Lelel OIPUPOIHHX L—-aMUMHOKMCJIOT, OTJMUYHEX OT IIPpOoJIMHA U
TJIMLMHa. B HEKOTOPHX OPYIMX BapMaHTax OCyllecTBJIeHMs R BobpaH U3
BDOKOBHX Lelel OPUPOIHEX L—-aMMHOKMCJIOT, OTJIMUHEIX OT IIPOJIMHA,
TJIMUVHa WM OQeHualaHvHa. B HEKOTOPHX OONOJIHUTEJIBHEIX BapuaHTax
OCYIIeCTBJIEHU A R1? BEHIOpaH n3 DOKOBHIX lenem IPUPOOHEIX L-

aMVMHOKMCJIOT, OTJIMYHEIX OT IIPOJIMHa, IVJIMIVHa, 'I'pT/IHTO(l)aHa, MeTVMOHVHAa
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uiIn deHmIIajlaHvHa .

[0074] B HEKOTOPHIX OPYITMUX BapMaHTax OCYIeCTBJeHMS R!? BLOpaH
13 OOKOBHX Lelel TPYINH I'MIPOOMIILHEX aMMHOKMCJIOT, COCTOAmeN U3
TpeoHMHa, CepMHa, aclaparMHa, aclapalrMHOBOM KMCJIOTH, IJIyTaMMHa,
TJIYyTaMMHOBOWM KMCJIOTH, TI'OMOCEepMHa, I'MIPOKCHMBaJMHa, OOypuilaJjaHMHAa,
TpeoHuH (POsH,) , nMpasoJinjiajlaHrHa, TpMras3oJuajiaH1Ha u
THa30JIMIIaJlaHMHa .

[0075] B HEKOTOPHX BapMaHTax OCYIEeCTBJIeHMS R'? mpemcraBiisger
cobom OOKOBYW lellb TPEeOHMHA.

[0076] TUnmMuHLEe 3BEHb A JIeKapCTBEHHOT'O cpencrea MMET
cilenyoyrn QopMyJly, WM dapMalleBTUUYECKM IIPpUeMIIEMYK COJIb BTOTO,
Ioe BOJIHMCTAasd JMHUA YKas3beBaeT YUYaCTOK IIPUCOeOMHEHUS K 3BeHY
JIMHKepa. B HEeKOTOPHX TUIMUHEX 3BEHbLAX, 3BEHO JIeKapCTBEHHOTIO
CpencTBa IpencTaBygeT coBoM IUMMEeTUJI— WJIM MOHOMEeTUJI-aypucTaTuH F,

KakK IIOKasaHO HMXe:
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2Nz @apMaHeBTquCKM InIprmeMiieMyrn COJIB WMJIM COJIBEBaTa 3STOIO.

3BEHO JIMHKEPpa

[0078] Ob6Gpamasce K 3BeHy JMHKepa C oopMmyJyamum I u I, B
HEKOTOPHX BapMaHTax OCYHeCTBJIeHrS L» KOBaJIEHTHO CBS3aH C aTOMOM
CepH JIMI'aHOa. B HEKOTOPEX aclleKTax, aTOM CepH ABJISAEeTCS TaKOBHEM
ocTaTkKa LUMCTeMHa, KOTOPHEM MOXeT 00pasOBHBATE  MEXIEelOUeUHYI
OUCYJIBEPUIOHYID CBS3b  aHTUTEJIa. B IOpyroM acIllekTe, aToM CepH
ABJIAETCHA TaKOBHM OCTATKa LMCTEeMHa, KOTOPHM ObJI BBEeIeH B 3BEHO
JuTaHoa (HaopuMmep, C IIOMOMbBI CcalT-HalpaBJIeHHOTO MyTaleHe3a WK
XUMMUUECKONM peakKummu) . B IOpYyTMx aclekKTax, aTOMH CepH, K KOTOpeM L&
[IPUCOENVNHEHE], BHOMpPAT n3 OCTaTKOB UMCTenHa, oBpa3ynlmx
MeXIerIoueuHyn OUCYIbOUIHYID CBSA3b aHTUTeJa M LIUCTeMHa, KOTOPHM
OBLIT BBeIOEeH B 3BEHO JMTaHoa (Hampumep, C  TIOMOIIBLI camT-
HalpaBJIEHHOT O MyTaleHe3a WM XMMUUEeCKOM peaKLuu) .

[0079] AR, oBbpasyer pacuerjigeMyn CBA3b co 3BEHOM
JIeKapCTBEeHHOTO CpenOcTBa. B BapMaHTax OCYMeCcTBJIeHusa, Taoe AA;
IpMCOeOMHEH K aMMHOKMCIIOTEe 3BeHa JIeKapCTBEHHOT'O CcpencTBa, AA;
oBpazyeT paclerigseMyln IIelTUIHYID CBA3b CO 3BEHOM JIEKAPCTBEHHOTO
CpencTRBa. Pacmennsaemasa NenTruoHasa CBA3b YyBCTBUTEJIbHA K
paclmelJleHMo IIpoTeasaMy, KoI'a KOHBOIaT IoCTUTaeT calTa MumeHM. B
HEKOTOPHIX BapMaHTax OCymeCTBJICHU S AA, npelcTaBJIgEeT cobom
TUOPOOUIIEHYO AMMHOKMUCJIOTY, OOBUHO npencraepjgeT cobon
AMMHOKMCJIOTY, BHOpPaHHYI M3 TPYIIIH, COCTOAmeM M3 IJMLIMHa U L-
bopMHL acrnapalMHOBOWM KMUCJIOTEH, IJIYTAaMMHOBOM KMCJIOTEH, aclapaluHa,
TJIyTaMMHa, TUCTHUIOMHa, JW3WMHa, aplMHMHa, CepuHa W aJlaHrMHa. B
HEeKOTOPHX BapMaHTax OocCylecTBJeHrsa AA; 4gBJgeTCsS ITJIYTAaMMHOBOMU
KMCJIOTOMN .

[0080] B BapmMaHTaxX OCYIEeCTBJIeHMS, rOe R mpucyrcrByeT u
OpencraBygeT coboM TIHMIPOOMIILHYID aMMHOKMCIIOTY, OH MOXeT OHTb
BHOpaH W3 TPYIIIH, cocTodme M3  IDJMLMHA; L- wmimm D- ¢dopm

aCHapaPMHOBOﬁ KMCJIOTEI, PﬂyTaMMHOBOﬁ KIMCJIOTHL, acllapal'VHa,
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TJIyTaMMHa, TMCTHUIMHA, JKW3MHa, apTMHMHa, CepMHa M ajlaHuMHa; -—-NH-
CH(R2®) -CO-; m -NH-CH (COOH)-RP-; rme R?® BuOpaH

ns —-CH,NH,, —-CH,CH,NH,, —-CH,CH,CH,NH;, -CH,CH,CH,CH>NH,, -
CH,CH,OH, -CH,CH,CH,CO,H mu -CH,CH,CH,CH,CO,H; u RP BLOpaH

ns -CH,NH-, -CH,CH,NH-, -CH,CH,;CH,NH-, -CHRCH,CH,CH;NH-, -
CH,CH,C (O) —, -CH,CH,CH,C (O)- m  —-CH,CH,CH,CH,C (O) —-. B  HEKOTOPHX
IpYTHX BapMaHTax OCylmeCTBJieHrs RYY BhOpaH M3 TPYINH, COCTOSmMEN U3
D-aMMHOKMCJIOT acrnaparMHOBOM’ KMCJIOTHI, TJIYy TaMUHOBOM KMCJIOTHL,
acrnaparmMHa, IJlyTaMMHa, TUCTHUIOWHa, JM3MHA, apIlMHUHAE, CEepMHa U
ajlaHvHa; TJMLMHa; -NH-CH(R®)-CO-; wu -NH-CH(COOH)-RP-; r1pme R®
BHIOpPAaH

nus —-CH,NH,, -CH,CH,NH,, —-CH,CH2CH,NH;, —-CH,CH2CH,CH2NH;, -
CH,CH,0OH, -CH,CH,CH,CO,H m -CH,CH,CH,CH,CO,H; mu RP BHOpPaH

n3  -CH,NH-, -CH,CH,NH-, —-CH,CH,CH,NH-,  —-CH,CH,CH,CH,NH-, -
CH,CH,C (0) -, -CH,CH,CH,C (0O)- m -CH,CH,CH,CH,C (O)-.

[0081] B BapmMaHTax OCymeCTBJIeHMd, rme R npucyrcreyer u

IIpencraBJideT coboy HeoOAB3aTeJIbHO 3BaMeleHHHEM aJIkKuJIeH, OH MOXeT

npencTaBJIATL codom C; — Cg aJIkMIIeH, Heoba3aTesIbHO 3aMeleHHB 1-4
3aMecTUTeJIIMH, BHOpaHHEIMM 13  —NH-, -C(0) -, -COCQCH, -N(C,—-C;
aJIkmJa) , -NH, wmiam -NH(C,-C; aJakwuia) . B  HeKOTOpHIX BapmaHTax

ocymecTBJeHNs RM gBigeTcd sTHMIIeHIMAMMHOM, -NH-CH (COOH) -C,—-NH- wmau
-C(0)- CH(CH,NH,) -.

[0082] B BapmMaHTax OCYIeCTBJIeHMd, rrme RY mnOpucyTcrByeT u
npencTaBJigeT cobo¥ TIUIPOOUIIBHYKR aMMHOKMCJIIOTY, OH MOXeT OHTH
BHOpPaH W3 TPYIIIIH, cocToAmer M3 TJMIMHa; L- wuimu  D-  dopwm
acrnaparMHOBOMU KVCJIOTHL, TJIY TaMUHOBOM KVCJIOTHL, Iy TaMUHa,
TUCTUIOMHA, JMW3MHA, aplMHMHa, CepuHa M ajlaHumHa; -NH-CH(R?)-CO-; wm
-NH-CH (COOH) -RP-; 1me R® BLIOpaH

ns —CH,NH,, —-CH,CH,NH,, -CH,CH,CH,NH,, —-CHyCH,CH,CH,;NH,, -
CH,CH,OH, -CH,CH,CH,CO,H m -CH,CH,CH,CH,CO,H; u RP BL®paH

nus —-CH,NH-, -CH,CH,NH-, —CH,CH2CH,NH-, —-CH,CH,CH,CHoNH-, -
CH,CH,C (O) —, -CH,CH,CH,C (O)- m  —-CH,CH,CH,CH,C (O) —-. B  HEeKOTOPHX
IpYTUX BapuaHTax OCyIeCTBJIEHUS n3obpeTeHud, Korma REL2

InIpnucyrTcreyeT, €TI0 BBI@I/IpaIOT M3 TPYIIIH, cocTodmen M3 D aMUMHOKMCJIIOT
aCHapaI‘MHOBOﬁ KMCJIOTEI, PﬂyTal\MHOBOﬁ KIMCJIOTHL, acllapalVHa,

JIyTaMMHa, I'MICTMIOMHa, JIMI3VIHAa, ApI'MHVHa, CEpHMHa u aJIaHMHa
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TymMuMHa; -NH-CH(R2®)-CO-; m -NH-CH (COOH)-RP-; rme R® BLOpaH

ns —-CH,NH,, —-CH,CH,NH,, —-CH,CH,CH,NH;, -CH,CH,CH,CH>NH,, -
CH,CH,OH, -CH,CH,CH,CO,H m -CH,CH,CH,CH,CO,H; u RP BLOpaH

ns —-CH,NH-, -CH,CH,NH-, -CH,CH,CH,NH-, -CHRCH,CH,CHy;NH-, -
CH,CH,C (O) —=, -CHCHCH,C (O)—- m —-CH,CH,CH,CH,C (O) —.

[0083] B BapmuaHTax OCYINeCTBJIeHMd, Trrme R npucyTcrByeTr u
IpencraBjsaeT coBo¥ HeoOsA3aTeJIbHO 3aMelleHHB aJIKWUJIeH, OH MOXeT
OpencTaBJIATE cobol C1-Cg aJIKmJieH, HeoO4d3aTeJIbHO 3aMemeHHH 1-4
3aMecTUTeJIIMHI, BHOpaHHEIMM 13  —NH-, -Cc(0) -, -COCQCH, =N (C1-C;
aJiKkmia) , -NH, wam -NH (C1-C3 aJgxmja) . B  HeKOTOPHX BapMraHTax
ocymecTeJleHrMa RMY¥ gBigercsa sTuileHguaMmHoM, -NH-CH (COOH)-C ,-NH-
mam —-C(0)- CH(CH,NH,) -.

[0084] B BapuaHTax oOCylleCTBJIeHMsa, rIe RY npucyrcrByer u
OpencTaBjsgeT CcoBoM TIUAPOOUIILHYI aMMHOKMCJIOTY, OH MOXeT OHTbH
BHOpaH M3 TIPYINH, cocTofAmeNn U3 IJIMUMHa; L- wiun  D-  dopM
acrnaparmMHOBOM KMCJIOTHL, TJIy TaMMHOBOM KMCJIOTHL, TJIyTaMuHa,
TUCTUOMHA, JIM3MHa, apIlMHMHA, CepuHa UM ajlaHMHa,; -NH-CH (R?*)-CO-; wmu
-NH-CH (COOH) -RP-; rme R?® BLOpaH

ms  -CH,NH,, -CH,CH,NH,, -CH,CH,CH,NH,  -CH,CH,CH,CH,NH, -
CH,CH,0OH, -CH,CH,CH,CO,H u -CH,CH,CH,CH,CO,H; u RP BL®paH

ns -CH,NH-, -CH,CH,NH-, -CH,CH,CH,NH-  -CH,CH,CH,CH,NH- -
CH,CH,C (0O) -, -CH,CH,CH,C(0O)—- m —-CH,CH,CH,CH,C (O) —.

[0085] B HEKOTOPEIX IpYyTUx BapMaHTax OCYIIEeCTBJIEHU I
usobpereHus, rme RF  mOpucyTcTByeT, ero BHOMpPART M3  TPYIIIH,
cocTosAmer wu3 D-aMMHOKMCIIOT aclapalrMHOBOWM KUCJIOTH, TUIYTaMUHOBOM
KMCJIOTE, aclapaluHa, IJiyTaMMHa, IUCTUIOMHA, JIM3MHAE, apIMHUHE,
cepuHa M ajlaHMHa; TDJaMluHa; -NH-CH(R?)-CO-; u -NH-CH(COOH)-RP-;
roe R® BoOpaH

nus —-CH,NH,, —-CH,CH,NH,, —-CH,CH,CH,NH;, -CH,CH,CH,CH,NH,, -
CH,CH,OH, -CH,CH,CH,CO,H m -CH,CH,CH,CH,CO,H; u RP BL®paH

ns —-CH,NH-, -CH,CH,NH-, -CH,CH2CH,NH-, -CH,CH,CH,CH,NH-, -
CH,CH,C (O) —, —-CHCHCH,C (0O)—- m —-CH,CH,CH,CH,C (O) —.

[0086] B BapmMaHTax OCYIeCTBJIeHMd, rrme R npucyTcrByeTr M
IpencTaBjsaeT coBo¥ HeoOsa3aTeJIbHO 3aMelleHHB aJIKWUJIeH, OH MOXeT
OpencTaBJIATL cobont C1-Cg aJIkmJieH, Heo®d3aTeJIbHO 3aMemeHHB 1-4

3aMecTUTeJIIMHA, BHOpaHHEMM M3  —NH-, -C(0) -, -COCQCH, -N(C1-C3;
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aJxKuia) , -NH, wam -NH (C1-C3z aJgxmja) . B  HeKOTOpPHX BapMraHTax
ocymecTeJleHMsa R gmigercd sTuiedHnuamMmHoM, -NH-CH(COOH)-C ,-NH-
miau —-C(0) - CH(CH,;NH,) —.

[0087] B HeKOTOPHX BapMaHTax OCYINEeCTBJIEHMS BHIIEU3JIOXKEHHOTO,
AN, npucyTcTByeT, a RF, RM u RE oTcyTCcTBYOT.

[0088] B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHMS BHIIEU3JIOKEHHOTO,
AN, npucyTcTByeT, a RMYM mpucyrcrByer, a RY¥ u RM orcyTCcTBYIOT.

[0089] B HeKOTOPHX BapMaHTax OCYIECTBJIEHMUS BHIIEU3JIOKEHHOTO,
AA; TOPUCYTCTBYET, R mpucyTrcreyer, RY  mpucyrcrByer u @ REP
OTCYTCTBYET.

[0090] B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUS BHIIEU3JIOKEHHOTO,
AA; npucyrcrByeTr, RY npucyrcreyer, RY  npucyrcreyer m REP
IPUCYTCTBYET.

[0091] B HEeKOTOPHX BapMaHTax OCYHNECTBJIEHMS BHIIEM3JIOXKEHHOTO,
AA;, mpencTaByigeT cobo¥ TUOPOOMIBHYI aMMHOKMCIIOTY M, IIO MeHbIen
Mepe, omuH u3 RM, RM un RY npucyrcrByeT M IOpeIncTaBigeT cobol
HeoBsa3aTeJIbHO 3aMelleHHHY alIkKMJIeH, KaK yKa3aHO BHIIe.

[0092] B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHMSA BHIIEM3JIOXKEHHOTO,
AA, ABJIgeTCS TITJIYTaAaMMHOBOM KMCJIOTOW M, IIO MeHbIlelM Mepe, OIVMH U3
RL, R y RN mpucyrcrByeT U IOpencTabBigeT coboll Heobd3aTelIbHO
3aMeleHHHM aJIKMJIeH, KaK YKa3aHO BHIe.

[0093] B HeKOTOPHX BapMaHTaxX OCYMEeCTBJIEHMS BHIIEU3JIOXEHHOTO,
AA, gABJAeTCA  ITJIYTaAMMHOBOM  KMUCJIOTOM, RY mpemcrarisiger cobom
TUOPOOUIIEHYID aMMHOKMCJIOTY M, IIO0 MeHbIel Mepe, omouH u3 R p RIS
OpUCYTCTBYEeT WU IOpelcTaBjsgeT cobol HeoBa3aTeJIbHO 3aMelle HHEM
aJIKMJIeH, KaK yKa3aHO BHIIE.

[0094] B HeKOTOPHX BapMaHTaxX OCYIMEeCTBJIEHMS BHIIEU3JIOXKEHHOTO,
AA, um RM mOpemcraBiagioT  coBoM  IMOPOOMIILHEE aMMHOKMUCJIOTEL U, IO
MeHbIleld Mepe, omuH M3 RY¥ u RI® npucyTcTByeT M HOpencTaBigeT coBoil
HeoOsa3aTelIbHO 3BaMelleHHBM aJIkMjleH, Kak yKasaHO BHIIe.

[0095] B HeKOTOPHX BapMaHTaxX OCYMEeCTBJIEHMS BHIIEU3JIOXKEHHOTO,
AA; IIpencTarJigdeT codomr TUOPOOUIIEHYIO AMUHOKMCJIIOTY " Ry,
Heobg3aTeslbHO, RM gBIGOTCA HeoBA3aTeJILHO 3aMeleHHEM aJIKMJIICHOM,
KaK YKas3aHO BHIIE.

[0096] B HeKOTOPHX BapMaHTaxX OCYIMEeCTBJIEHMS BHIIEU3JIOXKEHHOTO,

L! He CcoOmepXuT TUIMUMHOBHEM munentun (Gly-Gly), TPpUIOEOTUI WU
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TeTpalelTUI. B HEKOTOPHX BapMaHTax OocCymecTBJIeHMS L' He BxJoUaeT
nentmn Asn- (D) Lys.

[0097] B HEeKOTOPHX BapMaHTax ocymecTBJeHusa LY BrJouaer
MOOMOUUMPOBAHHEM IIeNTUI, MVMeIMi OT OBYX IO UYeTHpexX aMMHOKMCJIIOT.
MomoudUUIMPOBAHHEM MIeNTHI MMeeT aMUMHOKMCJIOTY B IoJioxeHum 1 (AA;i),
KOTOpad BHOpaHa nJis ONITUMM 3alIUU BEICBOOOXI EHU A 3BEHa
JIEKapPCTBEHHOT'O CpelCcTBa (HalpuMmep, IIYyTeM IIPOTEea3HOT'O pPaclellJIeHUSd
AMUIOHOM IMEeNTUOHOM CBS3M). B OOHOM MM OOOMX IMOJIOKeHMSx RN m RE2
npelncTaBJIgeT coboMm  aMMHOKMCIIOTY, KOoTopasd MeHdeT OpMeHTalubo
TUIMYHEIX N cBa3el Ha C HenTumoB (obpal3ylomMx aMuUOHBe CBA3M) U
obJjleryaeT NpMCOeOMUHEHMe I[ocJiefHel aMMHOKMCJIOTH (HampuMmep, RY¥ mm
RL?), koTopad, mHepeln IOpUCOeIMHEHMEM 3BeHa JMIaHIa BKJIOUaeT o-—
aMUHOTPYIIILY, 3allMleHHYI0 B KauecTBe MajleMMuia. AMUHOKUCIIOTA,
uMmenmas obpameHHylo N Ha C CBSA3b, IIPpUCOeIMHEeHa K cJelnyiilel TpyIe
c IIOMOIIBIO cBoemn BoOKOBOM uenm. B HEKOTOPHIX BapMaHTax
OCYIIeCTBJIEHNU A, sTa aMMHOKMCJIOTAa npelcTaBJIgeT codon ansbda-
aMUHOKUCJIIOTY . B IpyTmx BapraHTax OCYIIeCTBJIEHU I OHa  MOXeT
npeIcTaBJIATL cobo¥ BeTa- MIM T'aMMa-aMMHOKMCIIOTY. B HEKOTOPHX U3
2TUX BapMaHTOB OCYIECTBJIeHMA OOKOBad Lelb BHOpaHa n3 —-CHyNH,—-, -
CH,CH,NH,-, -CH,CH,CH,NH, m -CH,CH,CH,CH,NH,-.

[0098] B HEeKOTOPHX BapMaHTax ocymecTBJeHMI LY, aMMHOKMCJIIOTH,
uMepmmMe ofpameHHylo N Ha C cBas3bp (RY) npucoemusensr x RM uym RP3,
roe RMY wumm R mpepcraeiger cofoll I'MOPOPMIILHYID aMUHOKUCIIOTY WIIU
HeoOsa3aTelIbHO 3aMelleHHBY aJIKMJIeH, B COOTBeTCTBUM C JIOOBM U3
BapMaHTOB OCYIECTBJIEHVSA, OIMCAHHBX BHIIE.

[0099] B HEeKOTOPHX BapMaHTax ocymecTBJeHMS LY, aMMHOKMUCJIIOTH,
uMepmMe obpameHHylo N Ha C cBa3b (RM) npucoemmHess k RMY, pme R
OpencraBygeT cobo¥ ITHUIPOOMUIILHYID aMUMHOKMCIIOTY WM Heo®a3aTeJIbHO
3aMeleHHE — aJIKMJIeH, B COOTBETCTBMM C JIOOBM U3 BapMaHTOB
OCYIECTRBJIEHVA, OIMCAaHHBIX BHIIE.

[0100] B HEKOTOPHX IPYTMX BapuaHTax ocymecTBiaenus L
OpencraBJgeT cobo¥ TIHMIPOOMIILHEI, pPacHellJIgSeMsll JIMHKep, Kaxnasd

BETBL, MMeKmas (opMyJIy :
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002
N/E
" 7\ 7\ J
Y ' al
AMMHOKIMC 1 2

JIOTEL
-CH,CH,NH,, -CH,0H, -CH,CH,OH,

B KOTOpoM R?' BrIGpaH mn3 CH,NH,,
" R22

-CH,CH,CH,CO,H m  —-CH,CH,CH,CH,CO,H

-CH,CO,H, -CH,CH,CO,H
-CH,CH,0OH. Jleraa u IIpaBad

BEIOpaH wus -CH,NH,, -CH,CH,NH,, -CH,OH u
BOJIHMCTEE JIMHMM YKas3HBalT IIPUCOeIMHEeHMe K 3BeHY JIeKapCTBEHHOTO

cpencrea u L#, uiu BerTBuM LY, cooTBeTcCTBEeHHO.

[0101] B mpyIruMxX BapMaHTax ocymecTBjJgeHus L mam ero BeTBb

uMeeT QOPMyJIy :

g\xﬁi“,w/k

O OH ,
-CH,NH,, -CH,CH,NH,, -CH,0OH u -

B KOTOpo¥ R?? BrBpaH U3
R?? BLOpaH u3 -

CH,CH,OH. B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHUI,

CH2NH2 1z _CH2CH2NH2 . JleBasd

IIprMcoerMHeHNMe K 3BeHY JIeKapCTBEeHHOI'O CpelCTBa U LA,

n IIpakad BOJIHMCTEIE JIMHVMM YKaS3SBEBaAT

nim BeTBM LE,

COOTBETCTBEHHO.
[0102] B HEeKOTOPHX BapMaHTaxX ocymecTBJeHuda L' mMaIM eTro BeTBbL

uMeeT QOPMYJIIY :

g/n\)\,\,)\/n\[(_\ﬁxé

0 OH
Jlerad u IIpaBad BOJIHMCTEIE JIMHVIM YRKa3BEBaKRT IIPUMCOeIVMHEHNME K

3BEHY JIEKapCTBEHHOI'O CpelCTBa U LA, COOTBETCTBEHHO.

[0103] B HEeKOTOPHX BapMaHTaxX ocymecTBJeHuda L' MIM eTo BeTBbL

MeeT QOPMYIIY :



(O8]
(&)

=
T
~

o CO,H

N
ZL
TITZ
=
=§
IZ
e

O

0 OH

Jlepad u IIpaBaAd BOJIHMCTEIE JIMHVIVM YRKa3BEIBalT IIPUMCOeIVMHEHNE K

3BeHY JIeKapCTBEHHOTO cperlcTBa M L», miau BeTBuM LY, CoOOTBeTCTBEHHO.

[0104] B HeKOTOPHX BapMaHTax ocymecTBjeHusa L mMIM ero BeTBbL
nMeeT QOPMYyIIY :
NH,
CO,H

N/g
H

=

)]
I

e

(@] fimna
-
O{I

JleBaa » 1[Oparad BOJHUCTHE JIMHMKM YKA3HBAKT IIPUCOEeOMHEHME K

3BEHY JIeKapCTBEHHOTO cpencTBa u L%, miam BeTBM L%, COOTBETCTBEHHO.

[0105] B HEKOTOPHIX BapMaHTax ocymecTrjeHus L% mam ero BeTBb

uMeeT QOPMYJIY :

O
O
O
N
I
nmllll\
=
I
N

e

)\/\/\NH :

I=

JleBad u IIpaBad BOJIHMCTEIE JIMHVIM YRKa3EBaKRT IIPUMCOeIVMHEeHNE K

3BEeHY JIeKapCTBEHHOTO cpelcTBa M L?, miau BeTBU L', COOTBeTCTBEHHO.

[0106] B HEeKOTOPHX BapMaHTaxX ocymecTBJeHuda L' MIM eTro BeTBbL

MeeT QOPMYIIY :

=
I
N

I
ZT

»
Iz m"“""\
-

=

<

2

wnnnrs
\
=z

Q
I

Jlerad u IIpaBad BOJIHMCTEIE JIMHVIM YRKa3BEBaKT IIPUCOeIVMHEeHNE K
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uim BeTBU LY, COOTBETCTBEHHO.

3BeHY JIeKapCTBEeHHOTO cpelcTBa M LA,

[0107] B HEeKOTOPHX BapMaHTaxX ocymecTBJeHuda L' MJIM eTo BeTBbL

uMeeT QOPMYIIY :

...m|||ll\
=
I
N

e

X
I=z

o]

@]
I

X
ZT
o T
O
Z
Z%
{

Jlepad u IIpaBaAd BOJIHMCTEIE JIMHVNM YKa3EIBalT IIPUMCOeIVMHEHNE K

3BEHY JIEKapCTBEHHOI'O CpelCTBa " LA, COOTBETCTBEHHO.

[0108] B HeKOTOPHX BapMaHTax ocymecTBJeHrsa LY mam ero BeTBb
MeeT QOPMYyJIy :

0

%/H\\//l\uff\\//H\m//\\ﬁ/é

i
O

O OH

JleBad u IIpaBad BOJIHMCTEIE JIMHVMNM YRKa3BEBaRT IIPUCOedIVHeHMe K

niM BeTBbL LY, COOTBEeTCTBEHHO.

3BEeHY JIeKapCTBEHHOTO cpelcTBa M LA,

[0109] B HeKOTOPHX MOOIOJIHUTEJIBHHX BapMaHTax OCyMeCTBJIEHUS

BHIIEM3JIOXKeHHOTO, LY mpemncrarisgeT cob®oM pa3BeTBJIEHHBM I'MOPOOUIILHEI

JMHKEP, UMelmui GopMyJIy :

R31

#U\ka ’#

HoN Q
R31

HN

Toe KaxIei R He3aBUCHUMO BBI@paH 3 TPYIIIH, BKJIOUAIEN U3

CH,NH,, -CH,CH,NH,, -CH;OH, -CH,CH,0OH, -CH;COzH, —-CH,CH,CO2H,

CH,CH,CH,CO,H m -CH,CH,CH,CH,CO,H; u Kaxmasg U3 IIOJOCOK pagoM c R3!

YKaselBaeT Ha IIpMCOeIVMHEHNVEe K 3BeHY Dz, a BepPTHURaJIEHaAd IIYHKRTUPHaA
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JIMHMA YRa3EBaeT Ha IIPMCOeIMHEHNVe K 3BeHYy JIMI'aHIIa.
B HeKOTOPEX OOIIOJIHMTEJIEHEIX BapMaHTaX OCYyIeCTBJIEHUA

[0110]
L mpencrTaBiseT coBOV Pa3BETBIEHHBEM TIMUIPOOWIILHLIN

BHIIEM3JIOKEHHOTO,
Menmuy QopMyJIy :

JIMHKED,
o OH o
y OoH
N
0 o o \H
NH NH (o]
_,Njy_\—? Ozg ..... " 0
/ NH HN \-4<
O HoN ozg D OH

B KOTOpOﬁ KaXnoaAd M3 IIOJIOC TIoOKa3EBaeT IIpMCOelIMHEHNMEeE K 3BEHY
JIEKapCTBEHHOTO cpencTea, a BepTMKaJIbHASg  I[IYHKTUMPHAS  JIMHUA
yYKasLBaeT Ha IIpUCOeIMHEeHMe K 3BeHy JIMITaHIa.
Cybwenvumuiia LA onmceiBaeTcsa 0GoJiee MOOPOOHO HUXE.

K KOHTBIROI'aTaM JIMHKepPp—JIMTraHng—

B HeKOTOPEX IOpYyI'nux

[0111]

[0112] BHOBB oBpallasdchb

JleKapCTBEeHHOe CpeldcTBO C oopmyson I u I,
JMTaHI-JIMHKeP-JIeKapCTBEHHOEe

BapraHTax OCYUWeCTBJIEHNA KOHTEBEIRIT'aTEI

CPeICTBO UMelT (QOPpMYJIYy, BHOPAHHYID U3:

T
ZT
O
Iz
Qi)
go
~
T
ZT
@)
i
:>:
W
r

Toe S OTHOCUTCS K aToOMy Ceph JIMI'aHoa.
[0113] KOHKpPeTHEE BapMaHTH OCYIECTBJIEHMS BKJIOUAKRT B cebsa

cilenyruee :



(Id);

Iroe S OTHOCHUTCH K aToMy CepH JIMI'aHIoa, WJIN @apMaHeBTquCKM

InprneMiieMyrn COJIBE MJIM COJIBEBAT S5TOTO.

[0114] B eme OOHOM acCIleKTe, [IPeloCTaBJIEHH KOHBOTATH JIMI'aHI—

JIMHKEeP—JIEKApCTBEeHHOE CPelNCTBO, MMeKlIMe CIedyRlyln (OpMyJIIy :

(

B KOTOPOV:

De LH] Y

L [pencraBideT coboimt JUTaHm, KOTOPEM CIleumnpmuueCcKu
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CBA3HBaETCAd C MUIIEHLIO;

LA gBJISeTCd KOMIIOHEHTOM IIPUCOeIUMHEeHUS JIMTaHIa;

LY mpemcTaBigeT cofoM HeoOg3aTeJIbHEM I'MOPOQUIILHEI JIMHKEP,
Kaxgasa BeTBb LY, uMeomas GopMyJIy:

-ARD;, - RL1 - RL2_ RL3 _—

B KOTOpOM

AA; mOpezncTaBJsgeT coboM TIUIPOPMIBLHYID aMMHOKMCIIOTY, KOoTopasd
oBpaszyeT OTIEeIISeMyl CBA3b C Dg;

R gmBygerca HeoO®g3aTeJIbHEIM M BHOpaH U3 TUOPOQUIILHOM
AMMHOKMCJIOTH M HeoO0sS3aTeJIbHO 3aMeleHHOTO aJlkuJieHa, KOTOPHM MOXeT
pazmesars aTroM ¢ LA B mpucyrcrBuu RM B oTcyrerBuMmM RYP u RES;

RY? Hme 4gBiugercd ob643aTesibHEM, ¥ BHOpaH U3 IUIPOQUIILHONM
AMUHOKMCJIOTE M HeoBsa3aTeJIbHO 3BaMemeHHOTO aJIkujieHa, KOTOPHM MOXeT
pasmesars aroMmM ¢ LA B mpucyTcTBuM RY m orcyrcTBuM RY3; u

RI® He 4gBigercd ob6g3aTesibHEM, ¥ BHOpaH M3 IUIPOQUIILHONM
AMUHOKMCJIOTH M HeoBsa3aTeJIbHO 3aMemeHHOTO aJIkujieHa, KOTOPHM MOXeT
paszmesaTs aTroM ¢ LA B mpucyTcTBuM RE3;

1# gBJIgeTCs KOMIIOHEHTOM IIPMCOeIMHEHMS JIMTaHIa;

MHIEeKC P HOpencTaBjigeT coboy lejioe uMcJIO B IOuanasoHe oT 4 1o
npubamusureJibHO 20;

MHIeKC p' OpelncTaBJsgeT coboM Lejioe uMcJio oT 1 mo 4; u

KOHTBIOTAT JMITaHO-JIMHKep-JIeKapCTBeHHOEe CPelCTBO MMeeT UHIEKC
TUIPOOMUIILHOCTM MeHblle MM PaBHHM 2; TIOe JeBag M OpaBad Juaum L
YKasHBalT Ha KOBaJIEHTHHE MNPUCOeOMHEeHMS K 3BeHy Dy u LA,
COOTBETCTBEHHO; U

D aABJAeTca 5bOeKTOpPHOM CoCTaBJIAKIEN, KaK »gajlee OIMCaHO B
HacToAmeM OOKyMeHTe.

[0115] PazjmMuHbe KOMIIOHEHTH KOHTBII'aTOB JIUTaHO—JIMHKEP—
JIeKapCcTBeHHOe CPpeICcTBO C ¢opmyJsion II 1IIpencTaBJIeHH Hpke 0OoJiee
IOOpOoBHO.

[0116] B HEKOTOPHIX acrexkTax KOHBIOI'aTH JIUTaHI—JIMHKEP—
JIeKapCTBeHHOEe CPeldCTBO BKJOUYAT 23BEHO JMTaHIa ¥, II0 MeHbllel Mepe
UeTHpe 3BeHa JMHKep-Dg, T'Ie 3BEeHO JIMIaHIa M Kaxooe M3 3BeHa (eB)
Dz coeIMHEeHHE 3BeHOM JIMHKepa, coIepXallMM COCOKYIIHOCTL I'MIPOOUIILHEX
JIMHKEPOB (L) . B HeKOTOPHX IpPpyTMX acleKTaxX 3BeHbd MHKepa

IIPMCOeIVMHEeHE K 3SBeHY JIMI'aHIIa 4Yepes TMOS(]_)MpHyIO CBA3b. B HeKOTOPEX
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POIOCTBEHHEIX  acCleKTax, 3BEHO JIMHKEepa  OOMOJIHUTEJIBHO COIEepPXUT
TUIPOJIMB0OBAHHOE CYKUMHMMMIHOE KOJIBLO (MJIM SHTaApHYKR KUCJIOTY),
HEIOCPEeICTBEHHO KOHBOTUPOBAHHOE co 3BEHOM JMTaHna yepes
TUOBOUPHYI CBA3b.

[0117] B HEKOTOPHIX acreKkTax KOHBIOI'aTH JIUTaHI—JIMHKEP—
JIeKapCTBEeHHOEe CPelCTBO BKJUYAT 3BEHO JMTaHIa ¥, IIO MeHbllel Mepe
MeCTks 3BeHbEeB JIMHKep-Dg, TI'Ie 3BEHO JIMI'aHIa M KaxXIoe U3 3BeHa (eB)
Dg COeIMHeHH 3BEHOM JIMHKEpa, COOepXallMM COCOKYIIHOCTB I'MIOPOQMIIbHBIX
JIMHKEPOB (L) . B HeKOTOPHX OPYTHMX aclekTax B3BeHbS JIMHKepa
IIPUCOENMHEHE K 3BeHYy JMI'aHa uYepes TUOBOUPHYI CBA3b. B HEKOTOPHX
POLOCTBEHHEIX  acClleKTax, 3BEHO JIMHKepa  HOOIIOJIHUTEJIbBHO COOEePXUT
TUIPOJIMBOBAHHOE CYKUMHMMMIOHOE KOJIBLO (MM SHTapHYKD KUCJIOTY),
HEeIIoCpeICTBEHHO KOHBIOTUPOBaAHHOE co 3BEHOM JMTaHna yepes
THUOBPUPHYIO CBA3b.

[0118] B HEKOTOPEIX acriekTax KOHTBIOI'aTEL JIMTaHO-JIMHKEP—
JleKkapCTBEeHHOEe CPeICTBO BKJOUAT 3BEHO JMTaHOa M, II0 MeHblleM Mepe
BOCEMb 3BeHbeR JIMHKep-Dg, I'Ie 3BeHO JIMTaHIa M KaxXIoe M3 3BeHa (eB)
Dy CcoOeIMHeHH 3BEHOM JIMHKepa, COoOepXallMM COCOKYIIHOCTL I'MOPOOMIILHEIX
JIMHKEPOB (L) . B HeKOTOPHX M»OPYIMX aclekTax 3BeHbS JIMHKepa
IIPMCOEeOMHEHE K 3BeHy JMIaHIa uYepes THUORQMPHYI CBA3b. B HEKOTOPHX
POOCTBEHHEIX acleKTax, 3BEHO JIMHKepa  OOIIOJIHUTEJIBHO COOEepPXUT
TUIPOJIMB0BAHHOE CYKUMHMMMIOHOE KOJIbLO (MM SHTAPHYD KUCJIOTY),
HelloCpeICTBEHHO KOHBIOTUPOBAHHOE co 3BEHOM JMTaHnoa yepes
TUOBOUPHYID CBSI3b.

[0119] B HEKOTOPHIX acrexkTax KOHBIOI'aTH JIUTaHO—JIMHKEP—
JIeKapCTBeHHOEe CPelCTBO BKJOUAT 23BEHO JMTaHIa ¥, IO MeHbllel Mepe
OeCATE 3BEeHbLeB JIMHKep-Dg, I'Ie 3BEeHO JIMT'aHIa M KaXIoe M3 3BeHa (eB)
Dg coelIMHeHH 3BEHOM JIMHKEpPa, COOepXallMM COCOKYIIHOCTB I'MOPOOMIIbHEX
JIMHKEPOB (LY) . B HeKOTOPHX »OpYTMX aclekTax 3BeHbS JIMHKepa
IIPMCOENMHEHE K 3BeHYy JMI'aHIa 4Yepes THUOBOMPHYK CBSA3b. B HEeKOTOPHX
POIOCTBEHHEIX  acClleKTax, 3BEHO JIMHKepa  OOMOJIHUTEJIBHO COIEepPXUT
TUIPOJIMB0BAHHOE CYKUMHMMMIHOE KOJIBLIO (MJIM SHTaApHYKD KUCJIOTY),
HEIOCPEeICTBEHHO KOHBOTUPOBAHHOE co 3BEHOM JMTaHnoa yepes
THUOBPUPHYID CBA3b.

[0120] B HEKOTOPHIX acrexKkTax KOHBII'aTH JIUTaHI—JIMHKEP—

JIJEKAPCTBEeHHOE CpPpelCTBO BRJIOYAKT 3 B€HO JIMI'aHOaAa M, IIO MeHbIIen Mepe
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meCcTHaOllaThk 3BeHbeR JIMHKep-Dg, TIOe 3BeHO JMUTaHIa ¥ Kaxnoe us
3BeHa (eB) Dg CcoenMHeHH 3BEeHOM JIMHKEpPa, COIOepXallMM COCOKYIIHOCTB
TUIPOOUIILHEX JMHKepoB (L) . B HEeKOTOPHX IOPYIMX acleKTaxX 3BeHbd
JIMHKepa I[PUCOEOMHEHE K 3BEeHY JIMI'aHOa uYepes THUOROUMPHYK CBA3b. B
HEKOTOPEX PONCTBEHHEX acleKTax, 3BEHO JIMHKepa OOIIOJIHUTEJLHO
COOEPXUT TUIOPOJIMU3OBaAHHOE CYKUMHMMUIOHOE  KOJIBLIIO (MMM AHTAPHYL
KUCJIOTY) , HEIOCPeIOCTBEeHHO KOHBOIMPOBaAHHOE CO 3BEHOM JiMT'aHIa
uepes THUOROUPHYK CBA3Lb.

[0121] Co CCBRUIKOM Ha 3BeHO JIMHKepa Cc o¢opMmyJson 11, B
HEKOTOPHX BapMaHTax OCYIecTBJeHus L» KOBaJIEHTHO CBS3aH C aTOMOM
CepH JMIaHma. B HEeKOTOPHX aclleKTaxX, aTOM CepH [ABJIAeTCA TaKOBEM
ocTaTKa LMCTeMHa, KOTOpHM obpa3yeT MeXIeloUueuHyln IUCYJbOUIHYIO
CBA3b aHTUTeJla. B IpyroM acleKTe, aTOM Ceph 4BJIAeTCHA TaKOBBEM
ocTaTKa LMCTeMHa, KOTOPHM ObJI BBeIeH B 3BBeHO JiMTaHOa (HaopuMmep,
C IIOMOMBID CaMT-HalpaBJIEHHOTO MyTareHe3a WM XVUMUUEeCKOM peaKLuM) .
B IOpyrux acrnekTax, aToM (H) CepH, K KoTopomy L# NprcoOeIMHEHH,
BHOpaH "3 OCTaTKOB UMCTEeNHa, oBpa3ynmmx MeXLEeINIOUeUHYIO
OUCYJEOUOHYI CBA3L AaHTUTEJla M OCTaTKOB LUCTeMHa, KOTOpPHe OBUIK
BBeIeHE B 3BeHO JIMTaHIa (HalpuMep, canT-HalpaBJIeHHBM MyTaTleHe30M
WM XUMMUECKOM peakluen) .

[0122] AA; ofOpa3yeT paclerjgeMyln CBS3b CO 3BeHOM Dgp. B
BapMaHTax OCYIMeCTBJIeHUSI, T'me AA; MNPUCOEOMHEH K aMMHOKUCIIOTE 3BeHa
Dz, AA; o0O0pasyeT pacllellIgeMyln IelTUIHYK CBA3b CO 3BeHOM Dg.
PacmennsgseMasda NenTuoHasg CBA3b YyBCTBUTEJIbEHA K pacuernjeHn
IpoTeazaMu, Kor'ga KOHBITAT JOoCTHMIaeT calTa MUIEeHH. B I1mpyrmux
BapMaHTax oOcCVyIleCTBJIeHUsa AA; obpasyeT aMUIOHYID CBSI3b C YUaCTKOM
opucoenuHeHusa sbdekTopHOM cocTaBagwomelr (Dg), KoTopas BOCIPUMMUMBA
K pacmenjeHuin (HaopuMMep, C IIOMOMBK IIpOoTeas), KoI'da KOHBOIAT
OoCTHUTaeT calTa MuUIeHM. B HEeKOTOPHX BapMaHTax OCYIeCTBJIeHUS
bopmysiel II, AA; OpencTarJsgeT coboM I'MAIPOOUILHYID aMUMHOKMCIIOTY,
OOLUHO MIPUPOIHYI aMMHOKMCJIOTY, BHOPaAHHYI M3 TPYIIIE, COCTOAMeN U3
MiMHa M L popM  acnapalMHOBOM KMCJIOTH, TUIYTaMMHOBOM KMCJIOTH,
acrnaparvHa, IJlyTaMvHa, ITUCTUIOVWHa, JWU3MHa, aprMHMHa, CeprMHa U
aJlaHVHa . B  HeKOTOPHX BapMaHTax OCYIeCTBJIeHMsaS AA; [ABJAEeTCHA
TJIyTaMaToOM.

[0123] B BapuaHTax OCYIeCcTBJIeHUA, TOe RY mnpucyrcrByeT U
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nopeIcTaBJgeT Ccobo¥ TUIAPOOUIIEHYKR aMMHOKUMCIIOTY, OH MOXeT OHTH
BHOpPaH ¥3  IPYIIEH, cocToAmen U3 TJIMLMWHA; L- wmm D-dopMm
acraparMHOBOMU KMCJIOTHL, TJIY TaMUHOBOM KWCJIOTHL, acrapalmuHa,
JIyTaMuHa, IUCTUOMHE, JMWU3MHa, aplMHMHAa, CepuHa U ajlaHuHa; -—-NH-
CH(R®) -CO-; m -NH-CH(COOH)-RP-; rme R?® BuOpaH

ns —-CH,NH,, —-CH,CH,NH,, —-CH,CH,CH,NH;, -CH,CH,CH,CH2NH;, -
CH,CH,OH, -CH,CH,CH,CO,H m -CH,CH,CH,CH,CO,H; u RP BLOpaH

ns -CH,NH-, -CH,CH,NH-, -CH,CH,;CH,NH-, -CHyCH,CH,CH;NH-, -
CH,CH,C (O) —, -CH,CH,CH,C (O)- m  —-CH,CH,CH,CH,C (O) —-. B  HEKOTOPHX
IPYTMX BapMaHTax oCymecTBJeHMs RYY BLOpad M3 TpPYNNH, COCTOAMENR 13
D aMMHOKMCJIIOT aclapalMHOBOM  KMUCJIOTH, TJIYyTaMMHOBOM  KMCJIOTH,
acrnapalMHa, IJiyTaMMHa, TIUCTUMOMHAE, JIM3MHAE, apIMHMHEA, CepUuHa U
ajlaHvHa; TJMuMHa; -NH-CH(R®*)-CO-; wu -NH-CH(COOH)-RP-; r1pme R®
BHIOpaH

ns3 —-CH,NH,, -CH,CH,NH,, -CH,CH,CH,NH,,  —-CH,CH,CH,CH,NH,, -
CH,CH,0H, -CH,CH,CH,CO,H u —-CH,CH,CH,CH,CO,H; 1 RP BLiOpaH

n3  —-CH,NH-, -CH,CH,NH-, -CH,CH,CH;NH-, —-CH,CH,CH,CH,NH-, -
CH,CH,C (0) -, -CH,CH,CH,C (0O)- m -CH,CH,CH,CH,C(O)-.

[0124] B BapMaHTax oOCylleCTBJIeHMd, rme RY mnpucyrcrByeT U

IIpenocraBjideT cobom HeoBa3aTeJILHO 3aMelleHHBM aJIKMJIEeH, OH MOXeT

OpencTaBJIaTh, cobol C; - Cg aJIKMJIeH, Heo0g3aTeJIbHO 3aMeleHHHM 1-4
3aMeCTHUTEeJIAMA, BHOpaHHEMM 3  —-NH-, -C(0) -, -COOH, -N(C1-C;
ajnkuia) —, -NH, wmmm -NH(C;-C; aJjkwmjaa). B HeKOTOPHX BapMaHTax

ocymecTBJeHMsa RM gBigeTcd sTUIIeHIMAMMHOM, —-NH-CH (COOH) -C,—NH- wmju
-C(0)- CH(CH,NH,) -.

[0125] B BapmMaHTax OCYIEeCTBJIeHMS, rOe RM OpuUCyTCTBYeT U
npelIcTaBJgeT Ccobo¥ TUIPOOUIIEHYKR aMMHOKMCIIOTY, OH MOXeT OHTH
BHOpaH W3 TIpPYIIH, cocToAmen M3 TJMIMHa; L- wuimu D-  dopm
acrnaparMHOBOMU KVCJIOTHL, TJIY TaMUHOBOM KWCJIOTEHL, acrapalmuHa,
JIyTaMmMHa, IUCTUOMHE, JU3MHa, aplMHUMHa, CepuHa U ajlaHuHa; -—-NH-
CH(R®)-CO-; m -NH-CH(COOH)-R®-; rme R® BuOpaH

ns —CH,NH,, —-CH,CH,NH,, -CH,CH,CH,NH,, —-CHyCH,CH,CH,;NH,, -
CH,CH,OH, -CH,CH,CH,CO,H m -CH,CH,CH,CH,CO,H; u RP BLOpaH

n3  —CH,NH-, —-CH,CH,NH-, -CH,CH,CHy;NH-, -CH,CH,CH,CH,NH-, -
CH,CH,C (O) =, -CHCHCH,C (0O)—- m —-CH,CH,CH,CH,C (O) —.

[0126] B HEKOTOPEIX IpyTuUx BapMaHTax OCYIIECTBJIEHU A
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nusobpeTeHus, kKorma RY npucyrcrByeT, ero BHOMpPART U3 TPYIIIH,
cocToAmer M3 D aMMHOKMKCIIOT aclapalMHOBOWM KMCJIOTH, TUIYyTaMMHOBOM
KMCJIOTHE, aclaparuvHa, IJIyTaMyHa, TUCTHUIMHA, JM3MHAa, apIlUHUHE,
cepuHa M ajlaHMHa; IJmMluHa; -NH-CH(R?)-CO-; um -NH-CH(COOH)-RP-;
roe R® BoOpaH

ns —-CH,NH,, —-CH,CH,NH,, —-CH,CH,CH,NH;, -CH,CH,CH,CH2NH;, -
CH,CH,OH, -CH,CH,CH,CO,H m -CH,CH,CH,CH,CO,H; u RP BLOpaH

ns -CH,NH-, -CH,CH,NH-, -CH,CH,;CH,NH-, -CHyCH,CH,CH;NH-, -
CH,CH,C (O) =, -CHCHCH,C (0O) - m —-CH,CH,CH,CH,C (O) —-.

[0127] B BapmuaHTax OCYIEeCTBJIeHUSa, TOe RY npucyrcrByeT u
npencraBjsaeT coBo¥ HeoOA3aTeJIbHO 3aMelleHHB aJIKMJIeH, OH MOXeT
OHTL C1 — Cg aJIKMJIeH, HeoBS3aTeJIbHO SBaMelleHHHEM 1-4 3aMecTHUTeJISMH,
BHOpaHHEMM M3 -NH-, -C(0)-, -COOH, -N(C;-C3 ajgxkwmjia)-, -NH, wmiam -
NH (C,-C; ajkuila) . B HEKOTOPEIX BapMaHTax OCYIeCTBJIeHUS R gpjgercd
sTuIeHouaMmHoM, —-NH-CH (COOH)-C,-NH- mam —-C(0O) - CH(CH,NH,) -.

[0128] B BapMaHTaxX OCYyMeCTBJIeHns, rme R mnpucyTcTByeT, U
IpencTaBjsgeT CcoBoM IUAPOOUIIBEHY aMMHOKMCJIOTY, OH MOXeT OHTbH
BEIOpaH W©3  TPYIIH, cocToAmer U3  TJMIMVHA; L- wmmm D- odopm
acrnaparmMHOBOM KMCJIOTHL, TJIY TaMMHOBOM KUCJIOTHL, acraparmHa,
TJIyTaMMHa, TUCTHUIMHA, JU3MHa, apIMHMHa, CepMHa M ajlaHuHa.; -—-NH-
CH(R®)-CO-; m -NH-CH(COOH)-RP-; rme R? BuOpaH

ms  -CH,NH,,  -CH,CH,NH,, -CH,CH,CH,NH,  -CH,CH,CH,CH,NH, -
CH,CH,0OH, -CH,CH,CH,CO,H u -CH,CH,CH,CH,CO,H; u RP BL®paH

ns -CH,NH-, -CH,CH,NH-, -CH,CH,CH,NH-  -CH,CH,CH,CH,NH- -
CH,CH,C (0O) —=, -CH,CH,CH,C(O)- m —-CH,CH,CH,CH,C (O) -.

[0129] B HEKOTOPEIX OIPYyITUX BapMaHTax OCYIEeCTBJIEHU A
usobperTeHus, kKorma RY? npucyrcrByeT, ero BHOMpPART M3 TPYIIIH,
cocTosAmer M3 D aMMHOKMCIIOT aclapalMHOBOWM KMCJIOTH, TUIYTaMUHOBOM
KMCJIOTH, acllaparvHa, ITJIyTaMyHa, TUCTHMIMHA, JM3WHa, apITUHUHE,
cepuHa M ajlaHMHa; TIJmMiuHa; -NH-CH(R?)-CO-; u -NH-CH(COOH)-RP-;
roe R® BHOpaH

ns3 —-CH,NH,, —-CH,CH,NH,, —CH,CH,CH,NH;, -CH,CH,CH,CH,NH,, -
CH,CH,OH, -CH,CH,CH,CO,H m -CH,CH,CH,CH,CO,H; u RP BLOpaH

ns —-CH,NH-, -CH,CH,NH-, -CH,CH2CH,NH-, —-CH,CH,CH,CH,NH-, -
CH,CH,C (O) =, -CHCHCH,C (0O)—- m —-CH,CH,CH,CH,C (O) —.

[0130] B BapuaHTax OCyIleCcTBJIeHUa, rae RY npucyrcreyer, u



45

opencraBygeT coboM HeoOA3aTeJIbHO 3aMelleHHBM aJIkKMJIeH, OH MOXeT
OpencTaBJIATL cobont Ci-Cg—alIkujieH, Heo®g3aTeIbHO 3aMeleHHem 1-4
3aMecTUTeJIIMHA, BHOpaHHEMM M3  —NH-, -Cc(0) -, -COCQCH, -N(C1-C3;
aJgkmia) —, -NH, wmym -NH(C{-Cs; aJjxmja) . B HeKOTOpHX BapuaHTax
ocymecTeJleHusa R gappgercsa sTuseHamaMmuHaoM, -NH-CH (COOH)-C,-NH- wmim
-C(0)—- CH(CH,;NH;) -.

[0131] B HeKOTOPHX BapMaHTax OCYINEeCTBJIEHMS BHIIEU3JIOKEHHOTO,
AN, npucyTcTByeT m RM, R u R orcyrcTByOT.

[0132] B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHMUS BHIIEU3JIOKEHHOTO,
AA, nmpucyTcTByeT, RY npucyrcreyer m RY? u RY orcyTrcTByHOT.

[0133] B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUS BHIIEU3JIOKEHHOTO,
AA; npucyrcrByeTr, RY npucyrcreyer, RY  npucyrcreyer m REP
OTCYTCTBYET.

[0134] B HEeKOTOPHX BapMaHTax OCYHNECTBJIEHMS BHIIEM3JIOXKEHHOTO,
AA, NOpPUCYTCTBYeT, R mpucyTcTByeT, RL?  mpucyrcrByer m  RES
IPUCYTCTBYET.

[0135] B HEeKOTOPHX HOOIOJIHUTEJIBHEIX BHIIEIIEPEUMCIIEHHOTO, AA;
npencTaBJigeT Ccof®o¥ TUAPOOMIBHYID AaMMHOKMCJIOTY U, IIO MeHbIeW Mepe,
omuH w3 R, R 1 R mpucyrcrByeT ¥ OpencTaBigeT  coBou
HeoOsa3aTelIbHO 3BaMelleHHB aJIkMJleH, Kak yKasaHO BHIIe.

[0136] B HeKOTOPHX BapMaHTaxX OCYMEeCTBJIEHMS BHIIEU3JIOXEHHOTO,
AA, ABJISeTCHA TUIYTaMMHOBOM KMCJIOTOM, M, IIO MeHbllel Mepe, OIMH U3
RL, R y R mpucyrcTByeT UM IOpencTabBigeT coboll Heobd3aTelIbHO
3aMeleHHEM aJIKMJIeH, KaK YKa3aHO BHIe.

[0137] B HeKOTOPHX BapMaHTaxX OCYMEeCTBJIEHMS BHIIEU3JIOXKEHHOTO,
AA, gABJAeTCA  TJIYTAMMHOBOM  KMUCJIOTOM, R mpepmcraBiigeT cobom
TUOPOOUIIEHYID aMMHOKMCJIOTY ¥, I[IO MeHbIel Mepe, omouH u3 R p RIS
OpUCYTCTBYEeT WU IOpelcTaBjgeT cobol Heoba3aTeJIbHO 3aMelle HHEM
aJIKMJIeH, KakK yKa3aHO BHIIE.

[0138] B HEKOTOPEIX IpyTUx BapMaHTax OCYIIECTBJIEHU A
BHIIEMBJIOXKEHHOTO, AA, u RM  mpemcraBigoT cobor  I'MIOPOOUIILHEE
aAMUHOKUCJIOTE M, I[IO MeHbIel Mepe, omuH u3 R u R npucyTcrByeT U
opencraBJgeT cobol HeobOsa3aTelIbHO 3aMelleHHHBM aJIKMJIeH, KaK VYKa3aHOo
BHIIE .

[0139] B HeKOTOPHX BapMaHTaxX OCYIMEeCTBJIEHMS BHIIEU3JIOXKEHHOTO,

AD; IIpencTaprJideT coboim TUOPOOUIIEHYIO AMMHOKUCIIOTY U RNy,
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Heobg3aTellbHO, R mnpemcraBigeT coboll Heobd3aTelIbHO 3aMelleHHEI
aJIKMJIeH, KakK yKa3aHO BHIIE.

[0140] B HeKOTOPHX BapMaHTaxXx OCYIMEeCTBJIEHMS BHIIEU3JIOKEHHOTO,
L! He COHEPXUT TUIMUMHOBHI munentun (Gly-Gly), TpUNeNTHO WIN
TeTpalelTUl. B HEKOTOPHX BapMaHTax OocCymecTBJIeHMS L' He BxJoUaeT
nenTuiHe Asn- (D) Lys.

[0141] B HeKOTOPHX BapMaHTax ocylecTBJeHMs, LT Bxiouaer
MOOMOUUMPOBAHHEM I[IEITUI, MVMEKIMi OT OBYX IO UYeTHpexX aMMHOKMCJIIOT.
MomouOUUIMPOBAHHEM IelTUI COOEPXUT aMMHOKMCIIOTY B 1 I[IOJIOXEHUU
(AA1), KoTOpas BHOpaHa OJA ONTUMMU3aALUM BHXOIA 3BeHa D (HalpuMep,
IpoTeasHOe paclellJieHre IIOCPeldCTBOM aMMOHOM TIIeNTUMOHOM CBA3Mu). B
OOHOM WM O6OMX MHoJIokeHMAx R u RY HaxoguTcd aMMHOKMCIIOTA,
KoTopas MeHseT OpMeHTauuon TUIMUYHEY N Ha C CcBA3elV IODeldTHUIOB U

CIIOCOBCTBYET IMIPUCOEIMHEeHMI IIOCJIeNHelM aMMHOKUCJIOTH (HampuMep, RL?

umm RY), koTopad, OO MNOpPMCOeOMHEHMS 3BeHa JMraHIa, BRJOYaeT Oo-
aMMHOTPYIIITY, 3alMeHHYn KaK MajJleMMuI. AMMHOKMCIIOTAa,  MKMekllas
obpameHHylo N Ha C CBfA3b, IIPUCOEIMHAETCI K CJelyolel IpyIlle uepes
cBOK OOKOBYK Illellb. B HEeKOTOPHX BapMaHTax OCymecTBJIeHUs, 2Ta
aMMHOKMCJIOTa fABJISgeTCcs ajlbda-aMMHOKMCIIOTOM. B OpyIMxX BapuaHTax
OCYyMeCTBJIEHMS, OHa MOXeT IIpeldcTaBJIATL cobol OeTa- WMIM TaMMa-—
AMMHOKMCJIOTY . B HEKOTOPHX BapMaHTax OCYIeCTBJIeHMS OOKOBYI Ilellb
BHOpaHa u3 - CH,NH,, -CH,CH,NH,, -CH,CH,CH,NH,~ 1 -CH,CH,CH,CH,NH,.

[0142] B HeKOTOPHX BapMaHTax ocymecTBJeHMs LY aMMHOKMCIIOTA,
uMepmasa ofpameHHylo N Ha C cBa3b (RY), npucoemmsHena k RM wuim RP3,
roe R mam RM npepcrabBiageT coBoi IMIOPOOMIIBHYO aMUMHOKMCIIOTY WIIU
HeoOsa3aTelIbHO 3aMelleHHB aJIKMJIeH, B COOTBeTCTBUM C JIOOBM U3
BapMaHTOB OCYIIECTBJIEHMS, OIMCAHHBIX BHIIE.

[0143] B HeKOTOPHX BapMaHTax ocymecTBJeHua LY, aMMHOKMCIIOTA,
uMenmas ofpameHHylo N Ha C cBa3b (RY), npucoemmuHenHa k R, rmme R
npelcTaBJIgeT cobom HeoDOda3aTeJIbHO 3aMelle HHEIM aJIkMJIeH, B
COOTBETCTBUKM C JIOOBIM M3 BapMaHTOB OCYMECTBJIEHUMS, OIMCAaHHBX BLIIE.

[0144] B HEKOTOPHX HOOIOJIHUTEJILHHX BapMaHTax ocCylecTBJeHusa LI
OpencraBygeT cobo¥M TIMIPOOMIILHEI, pPacHellJIgSeMell JIMHKep, Kaxnasd

BETBEL UMeeT QOpPMyJIIY :



47

0 COzH R22
YN s
R21 O

\ 7o\ 7
~ ~ d Y "

AMMHOKMC 1

JIOTEHI

roe R?! Bu®GpadH wus CH,NH,, -CH,CH,NH,, -CH,OH, -CH,CH,OH, -

CH,CO,H, -CH,CH,CO,H, -CH,CH,CH,CO,H m -CH,CH,CH,CH,CO,H; m R?? Bu®paH

ns -CH,NH,, -CH,CH,NH,, -CH,OH m -CH,CH,OH. BOJIHMCTEE JIMHUM CJIeBa U"

cnipaBa o0o03HauvaoT OPUCOeIMHEeHMS K 3BeHy D m L?, wmiumu Betrem LH,

COOTBETCTBEHHO.

[0145] B OONOJHMTEJbHHX BapMaHTax ocymecTeByenus LY mam ero

BETBL UMeeT QOopMYyJIy:

O COzH R22
.%’ . N N/E
H H
z o)
o) OH

roe R?? BoBpaH w3 -CH,NH,, -CH,CH,NH,, -CH,0H m -CH,CH,O0H. B

HEKOTOPHX BapMaHTax oOCyIlecTBJIeHMsa R? BuBpad wu3 -CH,NH, wu

CH,CH,NH, . BoJsiHUCTHE JIMHUNA cJieBa u crpaBa oBo3HavaKnT

IIPMCOeIVMHEeEHNMA K 3BEeHY D U LA, COOTBETCTBEHHO.

[0146] B HeKOTOPHX BapMaHTaxX ocymecTBJeHuda L' mMaM ero BeTBbL

uMeeT QOPMYJIIY :

NH,
CO,H

H :

N N/g

H H
¢]

e
ZT
o i
@]

o
T

BOJIHMCTEE JIMHUM CJIEBa M Clpaba o0003HadanT I[IPUMCOENMHEHUI K
sBeny D u 1%, mwimm BerBu LY, COOTBETCTBEHHO.
[0147] B HEKOTOPHX BapmMaHTax ocymecTBJeHrsa LY mam ero BeTBb

uMeeT QOPMYIIY :
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BOJIHMCTEE JIMHUM CJIEBaAa M Clpaba o0003HadawnT I[IPUCOENMHEHUSI K
3Bedy D u L#, umiam BerBM LY, cooTBeTcTBeHHO.
[0148] B HeKOTOPHX BapMaHTax ocymecTBJjeHusa LY mMaM ero BeTBb

uMeeT QOPMYyIIY :
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pd
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) OH

BoJIHUCTEE JIMHMM CJleBa U CIpaka oBo3HauvamnT IIpMCOoeIMHEHNA K

3BeHy D m L%, mim BerBuM LY, cooTBeTCTBEHHO.

[0149] B HeKOTOPHX BapMaHTax ocymecTBJleHud LY miamM ero BeTBbL

uMeeT QOPMYJIY :
NH,

NH j‘/\” /§‘
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CO,H
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ZT
o 10
C
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BOJIHUCTEIE JIMHUM CJIeBa U CIipaka oB03HaAYaT IIpMCcCoeIMHeHNMA K

sBeHy D M L%, COOTBETCTBEHHO.

[0150] B HEeKOTOPHX BapMaHTax ocymecTBJeHrsa LY mam ero BeTBb

uMeeT QOPMYIIY :
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BOJIHUCTEIE JIMHUM CJIeBa U CIipaka oB03HaAYaT IIPMCcCoeIMHeHMA K
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3Bedy D u L®, miam BerBM LY, cooTBeTcTBeHHO.

[0151] B HeKOTOPHX BapMaHTaxX ocymecTBJeHuda L' MIM eTo BeTBbL

uMeeT QOPMYIIY :

...uulllll\
<
.
(Y]

T
Iz
\
A

O

0
T

AN
ZT
O { (I
O
=
Z%
jj:

BOJIHUCTEE JIMHMM CJleBa ¥ Clpaka 0003HauvalT IPUCOeOMHEeHUI K
3Beny D u L#, uiam BerBM LY, cooTBeTcTBeHHO.

[0152] B HeKOTOPHX BapMaHTax ocymecTBjeHusa L mamM ero BeTBb

uMeeT QOpPMYyIIy :
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BOJIHMCTEIE JIMHUM CJIeBa U CIipaBbBa oBo3HaYaKT IIpnMcoeMHeHMAa K

3BeHy Dp u L#®, wmim BerBM LY, cooTBercTBEeHHO.

[0153] B HEKOTOPHX MHOOIOJIHUTEJILHEX BapMaHTax ocylecTBjeHmus LY

npencTaBJigeT CcoBOOM pa3BeTBJIEHHHM TUIPOOUIBLHEM JIMHKED, MMemui

bopmyty :
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CHzNHz, _CH2CH2NH2, _CH2OH, _CH2CH20H, _CH2C02H, _CH2CH2C02H,

-CH,CH,CH,CH,CO,H; m kKaxmad M3 IIOJIOCOK,
K 3BeHy Dg, ¥ BepTHUKaJbHaA

CH,CH,CH,CO,H m I[IPVMEIK Q0 X

Kk R3!, T[okasmBaeT NpUCOeIMHEHME
NYHKTUPHAS JIMHUS T[OKa3HBaeT [IPMCOeOMHEHMe K 3BeHy JIMIaHma.

[0154] B HEKOTOPHX HOOMOJIHUTEJILHHX BapMaHTax oCylecTBJeHus LI
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OpencraBJgeT CcoOoM pa3BEeTBJEHHHM TI'MIPOOMIILHEM JIMHKEpD, WMeKIUN

bopMy Iy ¢

Opu STOM KaxXIas M3 IIOJIOCOK IIOKa3HBaeT IIPUCOeIMHEHMNE K 3BEHY
Dg, ¥ BepTUKaJIbHad MOYHKTMPHasA JIMHMUA I[IOKa3HBaeT IIPMCOeOMHEHMEe K
3BeHy JIMI'aHOa.

[0155] B HeKOTOPHX OOIOJIHMUTEJILHEX BapMaHTax OCYIMeCTBJIEHUSI

BEIIENM3JIOXKEHHOT'O, paBBeTBJ’IeHHBIIZ I‘M,I[pOd}MJ’IbHBITZ[ JIMHKEeP mmMeeT

popMy Iy :

[0156] BHOBB obpamasachs K KOHBIOI'aTaM JIUTaHO—JIMHKEP—
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JIeKapCTBEeHHOE CPpencTBO C (opMyJior II, B HEKOTOPHX IOIOJIHUTEJILHEX
BapMaHTax OCYIMEeCTBJIEHMS KOHEBOITATH JIMTAaHI-JIMHKEP-JIEKAPCTBEHHOE

CPpeICTBO UMeT (QOPpMYJIY, BHOPaAHHYID M3:

L9 QoM Mg
De N\v/ﬂ\ /;\V/N : STt
1 o
07 SoH
n
NH
L O COM 70
De N\V/ﬂ\ /;\V/N -
X 0 L
0™ “OH .

IpM 2TOM S O3HauvaeT aTOM Cephl JIMT'aHIa.

1A - KOMIIOHEHT MNPpUCOeIVHEeHMI JIMTaHIa

[0157] BHOBL oOpamasch kK ¢popmysgam I, I' m II (cMmM. Bpme), L&
opencraBJjgeT co®o¥ KOMIIOHEHT IIPUCOeOMHEeHUS JIMI'aHOa. B HEeKOTOPHX
BapMaHTaxX OCYIeCTBJIeHrd, L» MOXeT NpeICTaBJISThL COOOM MaJleMMMUI WJIU
TUOPOJIMBOBAHHEY MaJIeMMUI WM CYKLUUMHMMMIHYIO TPYINY (IIoKa3aHoO Ha
durype HMXe B KauecTBe COCTaBJgomel SHTapHOM  KUCJIOTH) . B
HEKOTOPHX BapMaHTax OCYIeCTBJIeHrS, Ihe L& OpucoedIMHeH K 3BeHY
JMUTaHOoa, OH IIpedcTaBJgeT cobo¥ I'MIPOJMB0BAHHEIM MaJleMMUO WMJIU
CYKUVHMMUIOHYIO TPpyImny (moxaszaHo Kak COCTaBJISgKMA S SHTapHOM
KMCJIOTEH) . COOTBETCTBEHHO, B HEKOTOPHX BapMaHTax ocylmecTBJeHus LA

uMeeT QOPMYJIIY :

(@] [
S

TIOe BOJIHMCTAs JIMHYA ofO03HauvaeT TOUKYy IMpucoenmMHeHMsa k LA um \\
YKas3eBaeT TOUKY MNPUCOeOMHeHMs K L, 3BeHYy JIMTaHOa.

[0158] B mpyrux BapMaHTax OCYIeCTBJIeHMI, L» uMeeT QOpMyJIy:
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TIOe BOJIHMCTAas JIMHMA ofo3HavaeT TOUKYy IpucoenmMHeHMsa k LA m \\
YKa3HBaeT TOUKY IIPUCOeOMHeHUs K L, 3BeHY JIMI'aHIa.

[0159] B KOHTeKCTe HacCToAmeIro mM300peTeHusd, B  HeKOTOPEHIX
BapMaHTaxX OCYIMeCTBJIeHKS (KaK I[IoKasaHo Bome) LA npemcTaBigeT coOoml
OCTAaTOK MaJIeMMUOHOWM TPYIIHE, MCIOJbL3YyeMOM IJIA [IPUCOeNVHEeHUS YacCTU
JIMTraHoa. Koucrpykiuma L wu LA mnosBojigeT JIeTKOo noOaBUTL 3BEHO
JuTaHOoa, a TakXe I[IpeloCTaBJIeHME OOIOJIHMTEJIbLHOM KapOOKCUIILHOM

T'PYIIIIEL, KoTOoOpad yBeJIMdMBeaeT I‘I/I,HpO(I)I/IJ'IbI—IOCTb KOHEBIOIT'aTa JIMraHnmno-—

JIEKApPCTBEeHHOEe CpPenCcTBO. FEme MajJeMMuOoas30oT CTaHOBUTCSA O—aMMHOM
aMMHOKMCJIOTE 3 (co cceuikoM Ha LH) .

L - JgmrasHng

[0160] CuHoBa obpamasck k ¢opmysam I, I'" m II, 3BeHO JMTaHIa
(L-) IpencTaBJISgET cobom HalleJIMBawlee CpelcTBO, KOTOpoe
crneumMdmMueckM CBASHBAETCAI C COCTaBJISOIEV-MUIIeHBO. JIMTaHO MOXeT
crneuMdMUUeCcKr  CBS3HBATLCS C  KOMIIOHEHTOM KJETKM WJIM OPpYyTUMM
IpenCcTaBJISOMNYMA MHTepecC MOJIEKYJIaM/—MUIIEeH IMU . CocTaBJdawma s
MUIIEHV, WJIM MMIIeHL, OOHUHO HaXOOMUTCS Ha IIOBEepPXHOCTHM KJIETKM. B
HeKOTOPHX AaclleKkTax, S3BeHO JMIaHOa »elcTByeT, UTOOH IOCTaBUTHL
3BeHO JlekapCTBEHHOTO CpelcTBa K KOHKPEeTHOM IONYJIALUM KJIETOK-—
MUIIeHeM, C KOTOpPOM B3aMMOIEVCTBYeT 3BeHO JMUITaHOa. JIMTaHOs
BKJIIOUAOT, HO He OoI'paHMuMBAaTCA 2THUM, OeJIkM, IIOJUIIEITUIH U
IIelTUIOR, a Takxe HeOeJIKOBHE BelleCcTBa, TakMe Kak yIvleBomoe. K
IIOOX O I AIMM 3BeHLAM  JIMT'aHIa OTHOCATCH, HaopuMep, aHTuTeJa,
HaopuMep, [IOJIHOPa3MepHHE (MHTaKTHEE ) aHTuTeJa, a Takxe UX
AHTHUTeH-CBA3bEBaIMe QpaTrMeHTH .

[0161] B BapmMaHTax OCVYIeCTBJIEHUS, e 3BEHO JInraHga
ABJIAETCA OTJMUYHEIM OT aHTUTeJla HalpaBJISeMBIM CPeICTBOM, OHO MOXeT
IpencTaBJIATh coboi  HenTun WM IIOJIUIISIITHI, MM  HeBeJIKOBYI
MOJIeKYIIY . [IpuMepPH TaKMUx HapaBJIALMUX CpeIcTB BKJIOUAT
nHTepdepoH, JIMMOKMH, TOPMOH, bakTop pocTa u KOJIOHUM—

CTI/IMyJ'H/IpyIOU.U/Iﬁ (]_)aKTOp, BMTaMIMH, MOJIEKYJIYy TPaHCIIOpTa IIMTaTeJIEHEX
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BemecTB (Takyw Kak, ©0e3 OoI'paHUUYEeHusa, TpPpaHCOeppuH) WIK JOVI
IPYTYID CBASHBAKIYICS C KJIETKOM MOJIEKYJY WM BEMeCTBO.

[0162] B HEeKOTOPHX BapMaHTax OCymecTBJIeHMS, L» KOBAJIEHTHO
CBA3aH C aTOMOM CepH JMI'aHIa. B HEKOTOPHX acleKTax, aTOM CepH
opencraBygeT coboM TaKOBOM oCTaTKa LMUCTeMHa, KOTOPHEM obpa3yer
MEeXIIEIOUEUHYD IUCYJIbOUIHYI CBS3b aHTUTEeJa. B IOPpYyI'OM acIlleKTe,
aTOM CepH IpenacTaBjigseT coboM TaKOBOM OCTaTKa LUMCTerHa, KOTOPHM
OBLIT BBEIEH B 3BEHO JquTraHna (HanpuMep, c [TOMOIIE IO camtT
HalpaBJIEHHOT O MyTareHesa NI XMWY ECKON peakumum) . B
OOIIOJIHMTEJIbHEIX  acClleKTax, aTOMEL CEPHI, npucoenrHdaeMele K L&,
BHIOMpPAKT M3 OCTaAaTKOB LUCTEMHa, KOTOPHEe 00pa3ylnT MeXlellOoUeUuHYI
OUCYJEOUOHYID CBA3L AaHTUTEJla UM OCTaTKOB LMCTeMHa, KOTOpHe OBUIM
BBeIOeHH B 3BEeHO JiMT'aHOa (HaopuMep, calT HalpaBJIEHHBEIM MyTaleHe30M
WM XUMMUECKOM peaklmuel). B HEKOTOPHX BapMaHTax OCYMeCTBJIEeHUS
OCTaTOK LMCTeMHa BBOIOAT B Fc-oBjacTe B IOJIOXeHMe 239 B
COOTBETCTEMM C MHIOekKcoM EU cucTeMel HyMepaluuy, kak y Kabat (Kabat
E. A. et al. (1991) Sequences of Proteins of Immunological
Interest, 5th edition, NIH Publication No 91 3242).

[0163] B HeKOTOPHX acllekTax, 3BeHO JIMI'aHOa ofpa3yeT CBSA3b C
MaJleMMMIOoM, HaxomdmmuMmcd Ha LY, uepes cyabdIUIPUIILHYID TPYIIIY
JMuTaHna, obpaszysda TMO-3aMelleHHEM  CYKUMHVMAL . CynedIrUopuiIbHa g
TpyIlla MOXeT IIPMCYTCTBOBaATL Ha JIMTaHOe B €eCTeCTBEeHHBM COCTOSHUU
JMTaHla, HaOpuMep, IOIPUPOOHOM aHTUTeJIe, WJIM MOXeT OHTb BBeIeHa B
JMUTAaHO IIOCPEeOCTBOM XUMUUECKOM MOOMOUKALIMM. IMAOPOJIM3 OCTAaBIEIrOoCHd
CYKLUMHUMUIA OPOM3BOIUT LA-UacThb.

[0164] B oIOHOM acCIeKTe, 3BeHO JMI'aHOa COINEPXUT M OIVH WK
HECKOJIBKO OCTaTKOB JM3UHA, KOTOPEE MOTYT OHITH XYIMUUECKU
MOOMOUUMPOBAHE HJISA BBeleHMS OIOHOM wmIM 0oJee CYJIbLOIUIPUIILHBIX
TpyINl. Pear'eHTEH, KOTOPHEHE MOTYT OBTH MCIOJBb30BAaHH OJS MOOUOQUKALIUNU
OCTaTKOB  JIM3MHA, BKJIOUAT, HO He OT'paHMUMBAKRTCA  WMH, N-
CYKUMHUMMUIOMIT S—aleTuiiTuoaueratT (SATA) M 2-MMMHOTHOJIAHTIUIPOXJIOPULI
(pearenT TpayTa) .

[0165] B zmpyroM BapMaHTe OCYWEeCTBJIEHMS 3BEHO JMI'aHl MOXeT
VMETH OIHY WJIM HEeCKOJIBEKO TPy YIJIEBOINOB, KOTOPHEHE MOTYT OHTH
XUMUUECKM  MOOUOQUUUPOBAHE, UyTOOH  MMETH OOHY WJIM  HeCKOJIBKO

CYJIb (]_)I‘I/I,JIpI/IJ'H:: HEIX TPYIIII.
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[0166] B IOpyroM BapMaHTe OCYUWEeCTBJIEHUS CYJIbOTUOPUILHEE
TPYNNH MOTYT OHTE  00pa30BaHEl BOCCTAHOBJIEHMEM  MeXIelIOoUeUHHX
OIVCyJbduIoB. COOTBETCTBEHHO, B HEKOTOPHX BapMaHTax OCYIeCTBJIEHUSA
3BeHO JIMHKepa KOHBIMPOBAHO C OCTATKOM ILMCTEeMHa BOCCTAaHOBJIEHHBIX
MeXIIelIOUeUHHX OUCYJIbLQUIOB.

[0167] B OpyroM BapMaHTe OCYUWEeCTBJIEHUS CyIbOIMOpUIIbLHAA
Tpylla XMMUUecKM BBeleHa B aHTUTEJIO, HalpuMep IOyTeM BBeleHUA
ocTaTka HMCTEeuHAa . CooTBETCTBEHHO, B HEKOTOPHIX BapMaHTax
OCYMeCTBJIEHMSA 3BEeHO JIMHKepa KOHBIOIMPOBAHO C BBEIOEHHBEIM OCTATKOM
LHMCTENHA .

[0168] IlojiesHEHEe HEeMMMYyHOPEaKTMBHEE O€JIKOBEHE, IIOJIMIIENTUIHEE
WM HOedTHUIHBEE JIMTaHOE BKJOYAlT, B KadeCTBEe HeOTl'PaHMUMBAKIMMX
[IPUMEPOB, TpaHCcbeppurH, SIMOepMalIbHEM  QaKTop  pocTa ("EGE"),
BoMOesuH, TacCTPUH, TaCTPUH-BEHCBOOOXIALMMUN IelTUl, TPpoMOOUMTaPHEM
baxTop pocra, IL-2, IL-6, TpaHchopMupymMe odakTopwe pocTa ("TGE”),
Takve kKak TGF-oo um TGF-B, daxTop pocTa KkKopoBbel ocne ("VGE'),
MHCYJIMH W WMHCYJIMHOIOIOOHEEe OGaKToOpe pocTa I m II, coMaToCTaTMH,
JIEKTUHE M arofeJIOK JIUIIONPOTEeMHAa HU3KOM IIJIOTHOCTM.

[0169] OcoBeHHO IPenrnoyYTUTEJIbHEIMU JIMTaHIaMn ABJIAITCSA
aHTuTeJa. IlloJle3HBEe IOJMKJIIOHAJIbBHEE aHTUTeJla OIpelcTaBJISoT cobon
TeTepOTeHHEe IIONYJISLUMM MOJIEKYJI AaHTUTEeJI, IIOJIYUEHHBX M3 CHBOPOTKU
VMMYHUBUPOBAHHEX  XKMBOTHHX . [IoJle3HEIE  MOHOKJIOHAJILHEIE aHTuTeJa
OpencTaBJIglT CcoBOoM TOMOTEHHOM IIONYyJIALMM aHTUTeJI K olpeldeJlIeHHOMN
AHTUTEeHHOM »OeTepMMHaHTe (HalpuMep, K aHTUIeHYy 3JIoKaueCTBeHHOM

KJIETKM, BUPYCHOMY AHTUIEHY, MUKPOOHOMY aHTUIeHYy, OeJIKy, HIelTuny,

yIUIeBOOY factor ("VGE"), XVMUYECKOMY  BeEIeCcTBY, HYKJIEMHOBOM
KUCJIOTe WK QparMeHTaM 5HToro) . MOHOKJIOHAaJIBHOe aHTUTeJio (mAb) kK
OpedcTaBJIARIeMy MHTepeC aHTUTeHY MOXHO IIOJIYUMTL C IIOMOMbI JIOOTO
criocoba, M3BEeCTHOI'O B paccMaTpuBaeMoM o0JJacTM TexXHUKM, KOTOPHM
IpenycMaTpUBaeT IIPOUBBOACTBO MOJIEKYJI aHTUTEJI Ipu TIOMOIIM
HelpPepHBHHX KJIEeTOUHEX JIMHUM B KYJILTYypEe.

[0170] TIloJyle3HBHle MOHOKJIOHAJIBLHEIE AaHTHMTeJIa BKJOUAT, HO He
OTpaHUuYMBaKnTCA STUM, MOHOKJIOHAJIb HEIE aHTHUTeJa yeJloBekKa,
T'YMaHM3UPOBAHHEE MOHOKJIOHAJIbHEE aHTUTeJla WM XUMEepPHHEe UeJIOBeK-—

MBI (nam JpyTrue BUIIH) MOHOKJIOHAaJIEHEE aHTHruTEeJIa. A"uTHUTeJIa
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BKJIOUAT [IOJIHOPa3MEPHHE aHTUTeJa n  UX AHTUT eH—CBA3HBAKMNME
bparMeHTEl. MOHOKJIOHAJILHEIE AHTUTEJIa 4YeJIOBeKa MOTYT OBTH I[IOJIyUYEHH
C TIoMombl  JOOTO M3  MHOTOUMCIIEHHHX  CIIOCODOR, M3BECTHHX B
paccMaTpuBaeMom o0JlacTM TexXHUKM (HanopuMep, Teng et al., 1983,
Proc. Natl. Acad. Sci. USA. 80:7308-7312; Kozbor et al., 1983,
Immunology Today 4:72-79; and Olsson et al., 1982, Meth.
Enzymol. 92:3-16).

[0171] AHTUTEJIO MOXeT NpencTaBJIATh cobom AHTUT eH—
CBA3HBalmMMM QparMeHT, I[IPOM3BOIOHOE MM aHaJloT' aHTUTeJla, KOoTopoe
VMMYHOCIIEIMIUUECKM CBA3HBaeTCAa C KJIeTKaMU-MUIIeHAIMM  (HalpuMep,
aHTUT'eHaMM  3JIOKaueCTBeHHEX KJIeTOK, BUPYCHBIMM aHTUIe€HaMM  WJIU
MUKPOOHBIMM aHTHUT eHaMM ) W opyroe aHTUTEJIO, CBA3aHHOE C
ONIYXOJIEBHMM KJIETKaMM WJIM MaTpPUKCOM. B 2ToM cBA3M, "CBsA3LBaHUE C
aHTureHoMm" os3HauaeT, uTOo  dparMeHT, NPpOU3BOOHOE  WMJIM  aHaJior
criocoBeH choneumdmMueckKM CBA3HBATHECA C COCTAaBJIARNEN-MUIIEHBO. B
YaCTHOCTH, B TUIIMUYHOM  BapuaHTe OCYIeCTRBJIEHU I AHTUTEHHOCTb
UOIVOTUIIa MOJIEKYJIEL UMMyHOTJIOOYJIMHa MOXeT OBThL I[IOBHIIEHA 3a CUeT
neJjelnMy KapkacHo¥ u CDR IMocjemoBaTeJIbHOCTEeM, KOTOPHE HaxXOOSTCH
C-KOHLIa oT CDR-mocJjienoBaTeJIbEHOCTH, KoTopad creundpmuuecKu
pacriosHaerT aHTUTEH. UTOOH onpeneJyinTek, Kakue CDR
[IOCJIeIOBATEeJIbHOCTM CBAS3HBAKT aHTUIEH, CUHTEeTHUUYECKMEe IIelITUIH,
comepxamme CDR-mmocjemoBaTeJIbHOCTM, MOT'YT OBTE MCIOJB30BAHE B
aHaJIM3ax CBA3HBaHMA AaHTHUIeHa IOIpM I»OoMomu Jmwobdoro crnocoba aHalu3a
CBASHIBAHMSA, WM3BECTHOTO B IaHHOW ofjlacTu (Halopumep, aHaimu3 BIA
core) (cM., Hamnp., Kabat et al., 1991, Sequences of Proteins of
Immunological Interest, Fifth Edition, ©National Institute of
Health, Bethesda, Md; Kabat E et al., 1980, J. Immunology
125(3) :961-969) .

[0172] Ipyrue [10JIE 3HHE aHTUTEeJIa BKJIOUAKT AHTUTeH—
CBA3HBaKINE bpaTrMeHTH aHTUTeJ, TakKue Kak, B KadyecTBe
HeoTpaHMUMBAKLIUX OIPpUMepoB, F(ab’),-dparmenTr, Fab-¢parMeHTH, FVs,
OIOHOIIENIOUEYHEE aHTUTeNa, oraTesa, TpUTEJNa, TeTpaTela, sckv,
ScFv-FV wnnmu Jobble »OpyT'Me MOJIEKYJIE, I[IOJIYUeHHBEe W3 aHTUTeJla U
VMemMe Ty Xe CHellMPMUYHOCTHh, YTO M aHTUTEJO.

[0173] Kpome TOTO, PEKOMOMHAHTHEE aHTUTeJa, TakMe Kak
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XVMEPHHE ¥ TyMaHM3MPOBAHHEIE MOHOKJIOHAJILHEE aHTUTEJa, BKIDUYAKIMMe
YacTM KaK OTHOCAmMMeCcs K UYeJIoOBeKy, TakK WM He OTHOCAmMecsa K
UeJIoBeKy, KOTOPHEHE  MOTYT OBITH BRHIIIOJIHEHHL C  MCIOJIb30BaHMUEM
CTaHOAapTHHX CHOCOBOB pekoMOMHaHTHOM [IOHK, 4ABJSAKTCSA IIOJI€3HEMU
aHTHUTeJNaMM. XMMepHOe AaHTUTEeJIO IIpencTaBjigseT coOolM MOJIeKyJy, B
KOTOPOM pa3JIMUHEIE YaCTM SABJSNTCH IPOMU3BOIHBEIMKM OT Pa3JIMUHEIX BUIOB
XMBOTHEIX, TaKMX, Kak HalpuMep, MMeklre BapuabeslbHYI o00JacTh,
IIOJIYUYEeHHY M3 KOHCTAHTHHX o0O0JlacTel MBIIMHOTO MOHOKJIOHAJIBHOTO WU
MMMYHOTJIOOYJIMHA yeJIoBeKa. (Cm., HalIpuMmep, raTeHT CIIA e
4,816,567; u InatTedwrt CIHIA N 4,816,397, KOTOPHE  BKJIIOUEHHE B
HaCTOSAIMM OOKYMEHT CCBUIKOM BO BCeM MX IIOJIHOTe.) I'yMaHM3UPOBAaHHHE
aHTUTEeJIa [IPeNCTaBJAnT CcO00M MOJIEKYJIH aHTUTEeJ OT BUIOB, OTJIMUHEIX
OT UYeJIOBeKa, XMBOTHEX, MMeKIMe ONOVH WK 0OoJjiee TuUllepBaprabdesIbHBIX
ydacTkoB (CDR) oT BMIOOB, OTJIMUHEX OT UeJIOBekKa, U KapKaCHYK
oBJlacThb, IIOJYUYEHHYID M3 MOJIEeKYJIH MMMYyHOIUIOOYJIMHa uYeJjioBeka. (CM.,
HanpuMep, nOaTeHT CIA N 5,585,089, KOTOPHM BKJIWOUYEH B HaCTOAMUN
IOOKYMEHT CCHJIKOM BO BCelM CBoel moJjiHOTe.) Takue XMMEepHHe U
T'YMaHM3UPOBaHHEE MOHOKJIOHAJIBHEE aHTUTeJla MOT'YyT OHTH IIOJIYUYeHEH
criocoBamMm  peroMmOBuHaHTHOM  IHK, V3BECTHEIMM B  paccMaTpuBaeMoM
oBJlacTM  TexXHUKHU, HanpuMep, MCIOJbL3YS  CIOCOOH, ONIMCaHHHE B
MexoyHaponoHo nybiamkaumm N WO 87/02671; EBPOIEMCKOM IIaTeHTHOM
nyoiukaumuy N 0 184 187; EBponeMcKoWV HaTeHTHOM nyojamukalmm N 0 171
496; EBpomneMckoM naTeHTHOM nyoimrauuy N 0 173 494; MexOoyHapOoOHOM
nyonukaumm N WO 86/01533; mnaredTe CIIA N 4,816,567; EBpoHelcKOn
naTeHTHOM nyommkaumm N 012 023; Berter et al., 1988, Science
240:1041-1043; Liu et al., 1987, Proc. Natl. Acad. Sci. USA
84:3439-3443; Liu et al., 1987, J. Immunol. 139:3521-3526; Sun
et al., 1987, Proc. Natl. Acad. Sci. USA 84:214-218; Nishimura
et al., 1987, Cancer. Res. 47:999-1005; Wood et al., 1985,
Nature 314:446-449; and Shaw et al., 1988, J. Natl. Cancer Inst.
80:1553-1559; Morrison, 1985, Science 229:1202-1207; 0i et al.,
1986, BioTechniques 4:214; U.S. Patent No. 5,225,539; Jones et
al., 1986, Nature 321:552-525; Verhoeyan et al., 1988, Science
239:1534 u Beidler et al., 1988, J. Immunol. 141:4053-4060;
Kaxmasd M3 KOTOPHX BKJKUEeHa B HaCTOAMMM HOOKYMEeHT IIOCPedCTBOM

CCLHUIKM BO BCeM CBOeM IIOJIHOTEe.
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[0174] TloJIHOCTBK UeJIOBEUEeCKMEe aHTHUTeJla SBJIAKRTCA OCOOE&HHO
XeJlaTeJIbHEIMM M MOTYT OHTL IIOJIYUeHH C MCIOJIbE30BaHMeM TpaHCTeHHBIX
MBIIEM, KOTOPHE He CIOCOOHE DKCIPEeCCUPOBAThL TeHH BapuabelbHBIX
obJjlacTe TSKeJBEX M JeTKMX lelel 2HIOTEeHHOTO MMMYyHOTJIOOVJIMHAa, HO
KOTOpPEE MOTYT DKCIPEeCCUPOBATL TI'eHH BapuabellbHHIX objlacTel TAIXeJIHX
U JIeTKUX lellel uJejloBekKa.

[0175] AHTHUTeJla MOT'YT MMETH MOIMOMKALUM (HAIIPUMEP, SaMEHH,
mejeuun u/uiay  pofaBJieHMS) B AaMMHOKUCJIOTHHX OCTaTKax, KOTOPHE
B3aMMOIENCTBYIT C Fc-peuentopaMr. B UYWacTHOCTM, aHTUTeJla MOTYT
VMEeT:E MOOMOUMKALUM aMUMHOKMCIIOTHHX OCTATKOB, WMISHTUOUIMPOBAHHEIX
y4acTByKIME BO B3aMMOIOEMCTBUM Mexny aHTu-Fc pgomMeHoM M FcRn-
peLenTopoM (cM., HalpuMep, MeXIYHapOIHYIO Iy OJIMKalnio e WO
97/34631, koTopas BKJOUEeHAa B HACTOSHMIM HOKYMEHT IIOCPEeICTBOM
CCHJIKM B IIOJIHOM 0O0BeMe) . AHTHUTeJa TakKXe MOTYyT MMEeTh MOIMOUKALIU
AMMHOKMCJIOTHEIX OCTATKOB, WMIOEHTUOMUMPOBAHHEX KakK ydacTBYKIME BO
B3aUMOIEVCTBUM MeXxIy aHTu-Fc momMeHoM M Fc ramma peuentopoMm IIT.

[0176] AuTHTeJAa, VMMYyHOCIIeUdUUIEeCKHUe oJjig aHTUI'eHa
3JIOKaUeCTBEHHOM KJIETKM, MOTYT OHTL IIOJIYUEHH KOMMEPUEeCKMM IIyTeM

2NNz IIPOM3BEe e HEL JIIOOBIM criocobowm, M3BeCTHEM CliellnaJiMCcTaM B

paccMaTpUBaeMon oBJjlacTu TeXHUKH, Kak, HalpuMep, CIIOCOOBELL
XUMUUECKOTO CUHTe3a WUIIN PeKoMOMHAaHTHOM BKCIIPEeCCUM.
IlocylemoBaTeJILHOCTD HYKJIEOTUIOB, KOOVPYIMVX a”nTuTesa,

VIMMYHOCIIEIMOMUUIECKMe MIJIS aHTUIeHa 3JIOKAaUeCTBEHHOW KJIETKM, MOXeT
OHTL TIOJIyUeHa, HalpuMmep, W3 0as3n HaHHHX GenBank mim Ga3H ITaHHBEX,
rnonoBHOM 3TOM, B JIUTepaTypPHBX Ty OIMKaLM X VI PYTUHHEM

KJIOHMPOBaAHMEM M CEKBEHNMPOBaAHMEM.

[0177] B KOHKPETHOM BapMraHTe oCyleCcTBJIEHUSA MOXHO
MCIIOJIL30BAThH AHTUTEJIO oJIs JIeueHUs 3JIOKAUEeCTBEHHOTO
HOBOOOpas30BaHUA. AuTHTeJIa, VIMMYHO CIIe LM QUUHEE oJjisg aHTUIeHa

3JI0KavYeCTBEeHHOM KJIETKM, MOI'YT OHTBH IIOJIYUYEHEL KOMMEPUECKNVM IIyTeEM

I IIPOMI3BEOECHEL JIIOOBIM criocobow, M3BECTHEM ClielilnMaJIMCTaM B

paccMaTpmUBaeMon obyacTu TeXHUKH, Kak, HaIlpuUMep, crnocoBamMm
PeKoMOMHAHTHOM SKCIIPEeCCUN. [IocJIeOBATEJIBHOCTD HYKJIEOTHIOB,
KOONPYIOMNX aHTHUTeJa, VMMYyHOCIIelpruecKme nJId aHTUTeHa

3JIOKAUECTBEHHOM KJIETKM, MOXeT OHBTE IIOJIYUEHa, HalipryMep, "3 ©asH

ODaHHEIX GenBank wmiam ©0as3w »OaHHEX, [TOONOOHOM STOM, B JKTEePaTYPHHX
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nyoIMKaluMax WM PYTHMHHBEM KJIIOHMPOBAaHMEM M CEKBEHMPOBAaHMEM.

[0178] B IpyIT'OM KOHKPETHOM BapMaHTe oCcylmecTBJIEHUSA,
VCIOJbL3YIOTCA aHTUTeJla OJA JeUueHMS ayTOMMMYHHEX 3abojleBaHUM B
COOTBETCTBUU C KOMIIO 3ULIV AMM u criocobamm o N300peTeHN.
AxTHTEIA, VIMMYHO CIIE IOV U HEIE nJisg aHTUT'eHa KJIETOK, KOoTOopasd
oTBeUaeT 3a BHPabOTKYy ayTOMMMYHHHX aHTUTEJI, MOTYT OBTH I1OJIyYEHEH
n3 Kakom-Junobo opraHMu3alumn (HanpuMep, Hay4HOTO COTpYIOHMKA
YHUBEpPCUTETa WM KOMIIaHUMN) WY  IIPOU3BEeNOeHH JIOOBIM CIOCOoOoM,
M3BECTHEIM ClelMaJMcTaM B paccMaTpuBaeMoM o6JacTM TexXHUKM, Kak,
HalpuMep, criocobaMy XMMMUECKOTO CHMHTe3sa WMIM pPeKOMOMHAaHTHOM
DKCIIPECCUN .

[0179] B HEKOTOPHIX BapmaHTax OCYyIUeCTBJIEHUSA IOJIE3HEIE
aHTUTeJa MOTYT CBA3EBATLCA C PeLernTopoM WU PeLelTOPHEM
KOMILJIEKCOM. PellellTop WJIM pPeLelTOPHHM KOMIIJIEKC MOXeT COIepXaTh,
HalpuMep, uJjieH HamgceMeMCcTBa TeHOB VMMYHOTUIOOYJIMHOB, uJjieH
HagceMeMCcTBa TNF-peLenTopos, VHTEeTPUH, peLenTop UMTOKMHE,
pelenTop XeMOKMHa, OCHOBHOM OeJIOK TMCTOCOBMECTUMOCTHM, JIEKTUH WJIMU
KOHTPOJILHE OeJIOK KOMILJIEMEHTaA.

[0180] B HEKOTOPEIX BapMaHTax oCylueCcTBJIEHU A AHTUTEJIO
IpencTaByigeT cobom TYMaHU3UPOBAHHOE AHTUTEJIO CD70 (cMm.,
HanpuMmep, US 2009/0148942), ryMaHM3MpPOBaHHOe aHTHUTeJo CD19 (cMm.,
HalpuMep, Us 2009/0136526), XUMEPHOE VI T'YMaHU3UPOBaHHOE
aHTHUTes0 CD30 (cM., HampumMmep, US 2010/0239571), ryMaHM3MpPOBaHHOE
aHTHUTes0 CD33 (US 2013/0309223), ryMaHM3MPOBaHHOE aHTUTEJIO Betab
(cM., Hamopumep, WO 2013/123152) wir TI'yMaHM3MPOBAHHOE AaHTUTEJIO
Liv-1 (cMm., HanpuMmep, US 2013/0259860).

Harpys3ska JleKkapCTBEeHHOT'O cpenmcTea - "p"

[0181] CuHoBa oO6pamasdck B 0OO0OmMeM K KOHBOIaTaM JIMT'aHO-JIMHKep-—

JleKapCcTBEeHHOEe CPpeICTBO ¢ odopMmysamum I, I’ m II, UMCIO 3BeHLEB
JIEKApPCTBEHHOE CPEeNCTBO-JIMHKED Ha JMI'aHI IIpelCcTaBJIEeHO Kak p. (B
5TOM KOHTEKCTE, JIEKAPCTBEHHOE CPEenNCTBO B JIEKAPCTBEHHOE CPenCcTBO—
JVHKEeP MOXeT IMpeACTaBJIAThL CcOoBOM LUTOTOKCUUECKOe CpelcTBO.) B
BapmUaHTax OCYIIECTRJIEHN S, B KOTOPHIX JIMHKEPEH He ABJIATCA
Pa3BeTRBJIEHHEMNM, P [OpelCcTaBJgeT CcOOO0OM UMCJIO MOJIeKyJl JieKapCTBeHHOe

CPelICTBO-JIMHKEP Ha JUTaHn (HalpuMep, aHTUTeJIO) . I[IpU pacCMOTpeHUMr
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OTIEeJIbHBIX KOHBOT'aTOR, P IpencTaBJIAET cobomn eJjioe YMCJIIO,
IpelCTaRJAKIIEE UMCIIO MOJIEKYJI JeKapCTBEHHOE CPEeICTBO-JIMHKED Ha
JIMT aHm. [Tpm pPaccMOTPpeHUN KOMITIO 3ULIVHN, comepxamemn HECKOJIBKO
KOHBIOTaTOB, P IOpelcTaBJdgeT coboM cCcpeldHee UMCJO JeKapCcTBeHHOoe
CPENCTEBO-JIMHKEPOR B JMIaHI (MM B BapuaHTax OCYIeCTBJIEHUS, B
KOTOPHX JIMHKEPHE He  ABJIAKRTCH pPa3BETBJIIEHHBMHA, cCpeloHee  UMCJIO
MOJIEKYJI JIEKAPCTBEHHOEe CPeldCTBO-JIMHKEP Ha JIMI'aHQO (HanpuMep,
aHTUTeJla) ) . llepeMeHHad P HaxXxoOUTCHd B IIpelejlax Ouana33oHa oT 4 1o
20, oBpruHO OT 6 mo 12, or 8 mo 12 mam oT 8 mo 16, miam mo 20.

[0182] CpenmHee UMCIIO 3BeHBEBR JIeKapCTBEHHOEe CpPelCTBO-JIMHKED
Ha 3BeHO JuI'aHa B IpelapaTe OT peakKUMM KOHbRITALUMUM MOXeT OHTH
oXapaKTepM30BaHO C IIOMOWBI OOBUHEIX CpPencTsB, TaKux KakK Macc—
CIIEKTPOMETPUSA, MMMyHOQEpPMEeHTHHN  aHaJiu3 ELISA, HIC wm BOXX.
KommuecTBeHHOE paclrpeneJjieHue KOHBIT'aTOB JIMTaHO-JIMHKEP—
JIeKapCTBEHHOEe CPpelCTBO B IOHATUAX P TaKXe MOXeT ObBTb OIpelelJIeHO.
B HEKOTOPEHIX ciyyadax — pa3melieHue, OUMCTKa U  XapaKTepUCTUKa
TOMOTE€HHEIX KOHEBOIaTOB JIMT'aHO-JIEKaApCTBEHHOEe  CpencTBO, roe  p
npencraBJgeT coBo¥ onNpeleSIeHHBI IIoKasaTeJlb KOoHmhIraTa JMIaHI-
JeKapCTBeHHOe CpelCTBO C JOpYyI'MMM JIeKapCTBEHHHMM HaTpy3KaMu,
MOXHO [OOCTMUE C TIIOMOUBI TaKMX CPencTB, Kak obpalleHHO Qda3oBasd
B3XX miam miexkTpodpopes.

AHaJM3E aKTMBHOCTHU

[0183] CymecTByeT ULeJIBEM PSSO PAa3JMUHEX aHaJIM30B, KOTOPHE
MOTYT OBTE MCIOJIB30BAHE NOJIS OIpeneJleHMsa TOT'o, OKa3HBaeT Ju
KOHTBOTAT JMIaHO-JIeKapCTBEHHOE CPeldCTBO LUMTOTOKCHMUECKMUM 2ddeKT Ha
KJIETOUHYK JIMHMIO. B OIHOM HpMMepe IJIS OIpeleJIeHMS TOI'O, OKa3HBaeT
JM KOHBOITAT JMIaHO-JIeKapCTBEeHHOEe CPeldCTBO LUTOTOKCUUEeCKUN 2ddekT
Ha KJEeTOUHYK JIMHMIOD, MCIOJb3YeTCd aHaJlM3 BKJIKOUYEHMS TUMUIVHA.
HanpumMmep, KJIETKM C IJIOTHOCTBHI 5000 KJIETOK/JIYHKY 96-JIYHOUHOTO
[JIaHIMIETA KYJbTUBUPYIT B TeueHMe /2-4aCOBOTO Iepuolla M IIOOBepITakT
BosmelcTBun 0,5 MxKu JH-TUMMOMHE B TeUeHMEe SaKJIOUMTEJILHHX 8 YacoB
72-4acoBOTO Iepuoma, W BKIOUYeHMe SH-TUMMOMHE B KJIETKU KYJIbTYPE
M3MepAeTCa B IPUCYTCTBMM M B OTCYTCTBME KOHBOIATa JMI'aHI-
JIEKapCTBEHHOE CpPeacTBO. KoHBOIAT JMI'aHO-JIEKAPCTBEHHOE CPelCTBO
OKa3HBaeT LUMTOTOKCHUUECKOe OelMCTBMe Ha  KJIeTKH, ecyIM  KJIeTKHu

KYJIETYPEL YMeHBIIaKnT BKJIIOUEHNME 3H—TM1\MJII/IHa I1O CPaBHEHNMIO C
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AHAJIOTUYHHEMM KJIETKaMM, KYJILTUBUPOBAHHEMM B TexX Xe YCJIOBUAX, HO
He KOHTAKTHPOBABIMX C KOHBOIATOM JIMTaHI-JIEKAPCTBEHHOE CPeNCTBO.
(CmM. Taxxe Klussman et al., Bioconjugate Chemistry 15: 765-773
(2004); Doronina et al., Bioconjugate Chemistry 17:114-124
(2006) .)

[0184] B mpyroMm npuMepe, OJd OIpeleJieHMd TOI'0, OKa3bBaeT JIU
KOHBOTAT JIMTaHO-JIEKAapPCTBEHHOE CPeOCTBO LIUTOTOKCHUUECKOE IeMCTRUE
Ha KJIETOUHYID JIMHMID, KJIETOUHY XWU3HECIIOCOOHOCTL OIPelNelIAliM IIyTeM
onpenejyieHmnsa B KJIETKE [IOTJIOWEeHU I Kpacuresd, HallpuMep,
HeVTPpaJIbHOTO KpPacCHOTO, TPUIIAHOBOTO CHMHero wuju ALAMAR™ Dblue (cMm.,
HanpuMep, Page et al., 1993, Intl. J. of Oncology 3:473-476). B
TakoM aHajM3e, KIEeTKM MHKYyOMPYIT B Ccpellax, ComepXalluxX KpacUuTeJb,
KJIETKM I[IPOMHEBAIT, U OCTAaKMUMNCH KpacUTeJb, OTpaXalmul KJIeTOUHOe
[IOIJIOWleHMEe KpacUuTeJid, U3MepAeTCcHd CIeKTpodpoToMeTpUuuecku. BeJlok-
CBABHBAKMNMY KpacurTesb cyJlbopxomammH B (SRB) Takxe MoOXeT OHTBH
MCIIOJIE30BaH IOJIS M3MEepPEeHMSa LUTOTOKCUMUHOCTM (Skehan et al., 1990,
J. Nat'l Cancer Inst. 82:1107-12). IpennouyTUTeJILHEE KOHBIOTATH
JUTaHO-JIeKaPCTBEHHOE CPeOCTBO BKJIOUAKT TaKOBEE CO 3HadeHMeM ICsg
(onpemeJsigseTcsa kKak KOHULUeHTpaumusa mAb, KoTopasd OpuBoguT K 5083
TnbesiM KJIeTOokK) MeHee 1000 HID/MJI, [OPenlouTHUTeJIbHO MeHee 500
HT/MJI, ©GoJlee MOpeOlIouyTUTeJSIbHO, MeHee 100 HT/MI, Daxe Haubdojee
OpenIouTruTesIbHO, MeHee 50 uiamu paxe MeHee 10 HT/MJI B KJIETOUYHOM
JIVIHUU .

CoelMHeHMA JIeKapCTBEHHOE CPeOCTBO-JIMHKED

[0185] B IpyIoM acrexkTe npenoCcTaBJIEHE COoeOuHEeHnd

JIeKapCTBEHHOE CPEenCTBO-JIMHKED, HuMenlMe (OopMyJIy :

LH ‘ LA_
P v

2Nz (]_)apMaLLeBTMT{eCKM IIpmemMiieMad COJIB WMJIM COJIBEBaAT S5TOTO,

De

roe:
1A mpencTaBJsAeT COOOM KOMIIOHEHTY MNPUCOeOVHEeHUS JIMTaHIa;
L IpencTaBRJigeT cobom HeoO4a3aTeJIbHO Pa3BeTBJICHHHN
TUOPOOUIILHEN JIMHKEep, Kaxnasa BeTBb LY mMeer dopmysty:
_AA:L - RLl — RL2_ RL3 —

B KOTOpOM
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AA; mOperncTaBJgsgeT cobo¥ TIUIPOIMILHYID aMMHOKMCIIOTY, KoTopasd
oBpasyeT pacmeligseMyld IeNTUIHYID CBS3b ¢ C-KOHIOM 3BeHa Dg, K
KOTOPOMY OHa IIpHCOeOuHeHa;

RLL ABJIAETCH HeoOsa3aTelbHEM, u perncrTaBjgeT coboit
TUOPOOUIIBEHYIO0 aMUMHOKMCIIOTY WM HeoO0g3aTeJIbHO SaMelleHHHM aJIKMJIeH,
KOTOPHI MOXeT pasmelaTb aToM ¢ LA B mpucyTcTBMM R M OTCYyTCTBUM
RL2 3y RL3;

RY? He gBidgeTcd oO0g3aTelIbHEIM, M BHOpaH M3 IUIPOQUIILHON
AMMHOKMUCJIOTH ¥ HeobOd3aTeJIbHO 3aMemeHHOTO alJIKMjleHa, KOTOPEHIL MOXeT
pasmesars aroM ¢ LA B mpucyTcTBuM RY¥ m orcyrcTBuM RYP; u

R Hme 4gBiugercd ob6g3aTesbHEM, ¥ BHOpaH M3 IUIPOQUIILHONM
AMMHOKMUCJIOTH ¥ HeoOd3aTeJIbHO 3aMemeHHOTO aJIKMjeHa, KOTOPHIM MOXeT
pasnesaTh, aToM C LA B npucyrcrTBumM RY3;

MHIeKC p' mIpencTaBjsgeT coOOM lieJloe UMCJIO OT 1 mo 4; u

Dy HOpencTaByIigeT Cco00M 2bbOeKTOPHYID COCTaBJIAOMYID (Kak ONMCAaHO
B HacTodmeM IOKYyMeHTe) ;

Ipy 9STOM KOHBOTAT JUMTaHI-JIMHKep-JIeKapCTBEeHHOE CpPenOCcTBoO,
o0pasOoBaHHEM C JeKapCTBeHHOe CPeICTBO-JIMHKepaMy, MWMeeT WHIEKC
TUOPOOUIIEHOCTM MeHee UeM WM PaBHEM 2; U

opM 5STOM JieBasd ¥ HOpaBag JuHMKM LY nokaswBaonT KoBaJIeHTHHE

IIPMCOeIMHeHNMA K 3BeHY D u LA, COOTBETCTBEHHO.

[0186] B pomcTBeHHOM aclHekTe IV’ OpelocCcTaBJIeHH COeIMHEeHUI

JIEKapCTBEHHOE CPEeOCTBO-JIMHKED, MMeKIMe CJIedYRIIyn (OpMyJIIy :

LH LA-

P v’

De

Wi QapMalleBTUUYECKM [IpueMiieMas COJIb MJIM COJIBBaAT BTOTO,

roe:

1A mpencTaBJgeT COOOM KOMIIOHEHTY MNIPUCOeOVMHEHUS JIMTaHmOa;

L IpencTaBRJIgeT cobomr HeoO4a3aTeJIbHO Pa3BeTBJIEHHHN
TUOPOOUIILHEM JIMHKEP, MMelmri GopMyJIy :

_AAI _ RLl _ RL2_ RL3 -

B KOTOpOU

AA, mOperncTarJsgeT cobo¥ TIUIPOPMILHYID aMMHOKMCIIOTY, KOoTopasd

ofpasyeT pacmeligdeMyld IIelTHUIHYI0 CBS3b ¢ C-KOHIOM 3BeHa Dy, K
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KOTOPOMY OHa IPpMUCOeIOVHEeHa;

REL [pencraBideT cobom TUOPOOUIILEHYIO AMUHOKUCJIIOTY I
HeoOa3aTelIbHO 3aMelleHHEM aJIKMJIeH, KOTOPEM MOXeT paslesiiTh aToM C
12 B orTcyTrcTBUuM R 1 RE3;

RY? He gBidgeTcd oO0g3aTelbHEIM, M BHOpaH M3 IUIPOOUIILHON
AMMHOKMCJIOTH M Heo0sa3aTeJIbHO 3aMeleHHOTO aJlIkuJieHa, KOTOPHM MOXeT
pasmesaTs aToM ¢ LA B npucyTcrTBuM RY u orcyTcTBUM RM3; u

R He gBigeTcd oO0g3aTelbHEIM, M BHOpaH U3 IUIPOOUIILHON
AMMHOKMCJIOTH M HeoO0sa3aTeJIbHO 3aMeleHHOTO aJlkuJieHa, KOTOPHM MOXeT
paszmesars, aToM ¢ LA B mpucyTcrTBumM RE3;

1# mpencTaBjgeT CcOOOM KOMIIOHEHTY MIPUCOeOMHEeHUS JIMTaHOa;

MHIOeKC p' nOpelcTaBJjgeT coboM Liejloe umMcJio oT 1 mo 4; u

D npencraBiigeT coboi 2dOeKTOPHYI COCTaBJAWIYID (KakK OIMCaHO
B HacToOAmeM OOKYMEHTEe) ;

IpM STOM KOHBIOIAT JIMTaHO-JIMHKep-JIeKapCTBEeHHOE CPencCcTBO,
00pas30BaHHEM C JieKapCTBEeHHOEe CpPeaCTBO-JIMHKepaMM, MMeeT MHIEKC
TUIPOOUIILHOCTM MeHee uUeM WMJIM PaBHHM 2; U

opM 5STOM JeBad U OpaBad JuHuM LY [DokasHBaowT KoBaJIeHTHHE
OpUcoenuHeHrsS K 3BeHy Dy U L?, COOTBETCTBEHHO.

[0187] PazjmuHLbe KOMIIOHEHTH KOHTBIOI'aTOB JIUTaHO—-JIMHKEP—
JeKapCTBeHHOe CpencTBo ¢ odopMmysiamu IV m IV nOpuBomaATca 0OoJee
IIOOPOBHO HMXeE.

3BEHO JIEKAPCTBEHHOTO CpencTBa, DE

[0188] Ob6pamadchk k odopMmyJsaM IV um IV', 3BeHO JeKapCTBEHHOTO

cpencTBa, Dy, 4BideTcd sdPeKTOPHOM cocTaBJALIEN, uMelmel GopMyJIIY :

R® Re o R 12
o X CH, R
IS GRS
R0 ROR O N =
R* R R® O o)

B KOTOPOM:
Kaxnell 13 R and R? HesaBMCUMO BHOpPaH M3 TPYINH, COCTOAIMEN U3
Bomoponma (H) wm HeobazaTelIbHO 3amemeHHOTOo -—Ci—-Cg—aJIkuiia; IIpu

yCJIoBMUM, 4YTo obBa R! m R? He geBugorcd H, 3a MCKIHOUYEHMEeM TOI'O, YTO

oBa m3 R3® u R¥ He gmuasgioTcsa H;
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R® BHOpaH "3 TPYIIIH, cocToamen wu3 H ¥ HeoBA3aTeJILHO
3aMelneHHoTro —-Ci—-Cg aJIkuia,

R3' BHbOpaH W3 TPYOIE, cocTodmer un3 H u HeoBd3aTelJIbHO
saMemedHoro -C;-Cg ajIkujla ¥, IO MeHbIel Mepe, omuH U3 R® um R3' He
apydeTrcd H;

R* BrOpaH "3 TPYIIIH, cocToAamer mu3 H ¥ HeoBdA3aTeJILHO
3aMeleHHoTro —-C1—-Cg aJjiIkuja;

R°> BeIOpad wu3 TIPYIIIH, cocroAmer w3 H ¥ HeoOA3aTeNIbHO
3aMelleHHoOT o —-C1—-Cg aJIkuJja;

i R?* 1 R° coBMecTHO o006pa3syonT KapOOUMKIMUECKOe KOJIBLO U
UMelnT GopMYJIy - (CR®RP) ,—, B KOTOpOM R® u RP HeszsaBMCUMO BEHIOpAaHE M3
TPyNH, BkJoUanme H u Heob®sa3aTellbHO 3aMemeHHBEM -C1-Cg aJIKMII M N
BHIOpaH M3 TPYIIH, cocTodmew M3 2, 3, 4, 5 u 6;

R® BuLOpaH w3 TPYIIIH, cocTosAmern 3 H u HeobazaTeJIbHO
3aMeleHHOoTo —-C1—Cg aJIkujia;

R7 BuLOGpaH w3 TPYIIIH, cocrosmern 3 H u HeobsazaTeJIbHO
3aMeleHHoTo —-C1—Cg aJIkuJia;

kaxneltr R® HesaBucuMO BHOpaH M3 TPYINHE, cocrodmein ms H, -OH,
Heo043aTeJIbHO 3aMeleHHOT O -C1—Cg aJIKuJIa u HeoB43aTeJIbHO
3aMemeHHoro -0- (C;—-Cg ajkuia) ;

R1? Bmbpad wm3 H, HeoBg3aTellbHO 3aMeleHHOTo -C,-Cg aJKuia,
Heobg3aTeJIbHO 3aMeleHHOTO apuia, Heofdg3aTeslbHO 3aMelleHHoro -—-X!
apuiia, HeoB43aTelIbHO 3aMelleHHOTO —-C3—-Cg KapOoliMkIa, HeoOdg3aTeJIbHO
3aMemeHHoTo —-X!1- (C3-Cy kapOoLMKIla), HeoBA3aTesJIbHO 3aMemeHHOTo -Ci-
Cg aJnkmieHa-NH,, HeobOa3aTeJIbHO 3aMelleHHOTO C3—Cg TI'eTepolUKJla U
HeobB43aTelJIbHO 3aMelleHHOTO -X!'- (C3-Cg INeTepouuKJa); U

Kaxoell X! HesaBMCHMMO MHOpencTabBigeT coBoil —-Ci—Cio aJIKMJIeH.

[0189] B HEKOTOPHX POICTBEHHHX BapMaHTaxX OCYmeCcTBJIeHus, RI?
He sABJfAeTcda OOKOBOM lelbld O(GeHMJIaJaHMHA M OpOoJiMHa. B HEeKOTOPHX
POICTBEHHLIX BapMaHTaxX OCYIEeCTBJIeHUS, R He 4gBjigerca BOOKOBOM
lIenen peHmIallaHvMHa, MeTHMOHVHa, TpunrodpaHa WMIM OIPOJIMHA .

[0190] B HEKOTOPHX BapMaHTax OCylecTBJIeHMsS R'? BLOpaH U3
BDOKOBHX llelleM NPUPONHEX L-aMMHOKMCJIOT (KpoMe IIpOoJiMHAa) ¥ TJIMIMHA.
B HEKOTOPHX MHOOMNOJIHUTEJILHEX BapMaHTaxX OCYIeCTBJIeHUS R'? BLOpaH u3
DOKOBHIX llelel¥ OIPUPOIHEX L-aMMHOKMCIIOT, KpoMe IIpPOoJIMHa, ITJIMLMHA

12Nz (]_)eHT/IJ'IaJ'IaHMHa . B HeKOTOPEIX JOIIOJIHMT eJIb HBEIX BapMaHTax
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OCYIECTBJIEHUA R1? BHOpPaH n3 DOKOBHX uernemn MIPUPOIHEIX L-
aMMHOKMCJIOT, KpOMe IIPOJIMHa, IUIMIMHa, TpulTodaHa, METHMOHMHA WU
beHMIIaJIaHUHAE .

[0191] B HeKOTOPHX HNOIOJIHUTEJIBHHX BapMaHTax OCyMeCTBJIEHUS
R'? BobpaH M3 OOKOBHX Lelel TPYONE IUIPOPMIILHEX aMUMHOKUCIIOT,
cocToAmen n3 TPEOHMHA, CepuHa, acrnaparuHa, acraparmMHOBOM
KMCJIOTH, TJIyTaMMuHa, TJIYy TAMMHOBOM KVCJIOTHL, T'OMOCepMHa,
ITUOPOKCUBAJIMHAE, bypuiiajslaHvHa, TpeoHUH (POsH,), nmupasouiialiaHMHa,
TprasoJuiiajlaHMHa M TpMra3oJiMiiallaHMHa .

[0192] B HeKOTOPHX BapMaHTax OCYIecTBJIeHMs R!'? geiagercd
BDOKOBOM 1IENb TPEOHMHA.

3BEeHO JIMHKEepa

[0193] O6pamasck K 3BeHy JMHKepa C O¢opmyJsammu IV m IV, B
HEeKOTOPHX BapMaHTax OCYIecTBJIeHMUs, L» KOBaJIEHTHO CBS3aH C aTOMOM
CepHl JIMT'aHOa. B HEKOTOPHX acleKTax, aTOM CepH IpeacTaBjigeT cobomn
TaKOBOM ocTaTkKa LUUCTEenHa, KOTOPHI oBpaszyerT MeXLEelIOUeUHYIO
OUCYJEOUOHYID CBA3b  aHTUTeJa. B IOpyroM acIllekTe, aToM CepH
npencTaBJisgeT cofOo¥ TaKOBOM oOCTaTkKa LMCTeMHa, KOTOPHM OBJI BBeIeH
B 3BEHO JMT'aHIOa (HanpuMep, C IIOMOWmbLI CamT  HalpaBJIEHHOTO
MyTareHesa WIM XMMUUECKOM peakKlUuM). B IONOJHUTEJLHEX aclekTax,
aTOMEl CepH, K KOTOPEM L? I[IpHMCOeIMHSIOT, BHOMpalT M3 OCTAaTKOB
LHMCTerHa, o0pal’3ylolMxX MexXleloUeuHyl OUCYJbEQUIOHYK CBA3b aHTUTEJa U
OCTaTKOB LMCTEMHAa, KOTOpHEe OBUIM BBEIOEHEl B 3BEHO JMI'aHOa
(HanpuMep, OYyTeM calT HalpaBJIEHHOTO MyTarleHe3a WMIM XUMHUUECKOMN
peakuum) .

[0194] AA; ofbpasyeT paclmeniasgeMyln CBA3b c osbdexTOpHOM
cocrTaBagome, Dg, TakoM KakK 3BeHO JeKapCTBEHHOTI'O CcpeIacTBa. B
BapMaHTax OCyMeCcTBJIeHUsa, Taoe AA; OPUCOENMHEH K aMMHOKMCIIOTE M3
Dz, AA; o0pasyeT pacllellJIgseMyl NelTUIOHYID CBA3b ¢ Dg. Pacmenjsgemad
[IeNTUIHAd CBA3b I[IOINBEpPXeHa PaclellJIeHro IIpoTeas, KoI'Ja KOoHBoIaTa
OOCTHUTaeT CBOeM calTa-MMIIeHM. B OpyTMX BapMaHTax OCyIeCTBJIeHUS
AA; dpopMHMpYyeT aMMIHYI CBSA3b C YUYAaCTKOM IIpHcoedVHeHUSI 20beKTopHOM
cocTaBJdmein, KOoTOopad IONBEpPXeHa paclernjeHnn (HanpuMep,
opoTeasaMMi), KoT'a KOHBOITaAT JOoCTHUTaeT CBoero canTa-MMIIeHM. B
HEKOTOPHX BapMaHTax OCYymMeCTBJIEHNH, AA, npelCcTaBJIgeT cobom

I‘I/I,JIpO(l)MJ'IbHyIO aMVMHOKMCJIOTY, KakK IIpaBMJIO, IIPHMPOIHYK aMMHOKMCIIOTY,
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KoTopasa BeHOpaHa M3 TPYNONH, COCTOAMEN M3 TITJIMOMHa U L-dopM
acrnaparMHOBOMU KVCJIOTHL, TJIYy TaMUHOBOM KWCJIOTEHL, acrapalmHa,
JIyTaMMHa, IUMCTMOMHAE, JM3MHA, aplMHMHE, CepMHa W ajlaHMHa. B
HEKOTOPEIX BapuaHTax OCYIeCTBJIEHUA AR npencraBJgeT coBon
TJIyTaMMHOBYK KUCJIOTY .

[0195] B BapmaHTax OCymeCcTBJIeHMd, rrme R npucyrcrByer u
ABJIAeTCHA TUIPOQWMIILHOM aMMHOKMCJIOTOM, OH MOXeT OHBTbL BHOpaH U3
TPYNIE, COCTOAmMEeM M3 TJyMUMHa; L wim D @QopM acnapalrMHOBOMU
KMCJIOTHE, TJIyTaMMHOBOM KMCJIOTH, aclapaluHa, IJIyTaMMHa, IHUCTUOMHE,
JIM3MHAa, apIrMHUHa, CepuHa W® aJlaHMHa; -NH-CH (R®) -CO-; m —-NH-
CH (COOH) -RP-; rmme R® BHOpaH

ns —CH,NH,, -CH,CH,NH;, -CH,CH,CHyNH,,  -CH,CHRCHCH,NH,, -
CH,CH,0OH, -CH,CH,CH,CO,H m -CH,CH,CH,CH,CO,H; mu RP BHOpPaH

n3  —-CH,NH-, -CH,CH,NH-, -CH,CH,CH;NH-, —-CH,CH,CH,CH,NH-, -
CH,CH,C (0O) -, -CH,CH,CH,C(O)- wm —-CH,CH,CH,CH,C(O)-. B HEKOTOPHX
MOMNOJIHUTEJIbHEIX ~ BapraHTax OoCymecTBJeHus RE BriGpaH w3 TDPYIIIH,
cocTodAmer u3 D-aMMHOKMCJIOT aclapalMHOBOM KMCJIOTH, IJIYyTaMMHOBOM
KMCJIOTE, aclaparuHa, IJIyTaMMHa, TIUCTUOMHE, JIM3MHAE, apIMUHKHE,
cepMHa M ajlaHMHa; DJymMluHa; -NH-CH(R?)-CO-; um -NH-CH(COOH)-RP-;
roe R® BoOpaH

ns —-CH,NH,, —-CH,CH,NH,, —-CH,CH,CH;NH,,  -CH,CH,CH,CH,;NH,, -
CH,CH,0OH, -CH,CH,CH,CO,H u -CH,CH,CH,CH,CO,H; u RP BL®paH

n3 —-CH,NH-, -CH,CH,NH-, -CH,CH,CH,;NH-, —-CH,CH,CH,CH,NH-,6 -
CH,CH,C (0O) -, -CH,CH,CH,C(0O)- m —-CH,CH,CH,CH,C (O) -.

[0196] B BapmMaHTaxX OCyIeCTBJIeHMS, roe RM mpucyrcrByeT u

InpeocraBjideT cobor HeoBA3aTeJILHO 3aMelleHHBN aJIKMJIEH, OH MOXeT

OpencTaBJIATL cobol C; - Cg aJIKMJIeH, Heo®g3aTeJIbHO 3aMemeHHHM 1-4
3aMECTUTEJIAMA, BHOpaHHEMM M3  —NH-, -C(0) -, -COOH, -N(C:-C;3
aagkmia) —, -NH, wmym -NH(C{-Cs; aJjxmja). B HeKOTOpHX BapuaHTax

ocymecTeyieHua RM appgerca sTuneHmmammuHoM, -NH-CH (COOH)-C,-NH- wmim
-C(0)—- CH(CHyNH;) -.

[0197] B BapmuaHTax OCYINeCTBJIeHMd, Trrme R mnOpucyTcrByeT M
OpencraBygeT cobo¥ TIHUIPOOMIILHYID aMMHOKMCIIOTY, OH MOXeT OHTb
BHOpaH u3 TPVYIINE, BKJILOUabmel TJMUMH; L M D QopMH achapalMHOBOM
KMCJIOTH, TUIYyTaMMHOBOWM KMCJIOTH, aclaparuvHa, IJIyTaMuHa, IUCTHUIMHAE,

JIM3MHA, aprMHMHa, CepMHa ¥ aJlaHMHa; -NH-CH (R®) —-CO-; m —NH-
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CH (COOH) -RP-; rme R® BHOpaH

ns —CH,NH,, —CH,CH,NH,, -CH,CHCH,NH,, —-CHyCH,CH,CH,;NH,, -
CH,CH,OH, -CH,CH,CH,CO,H m -CH,CH,CH,CH,CO,H; u RP BLOpaH

n3  —CH,NH-, —-CH,CH,NH-, -CH,CH,CH,NH-, —-CHCH,CH,CH,NH-, -
CH,CH,C (O) —=, -CHCHCH,C (O)—- m —-CH,CH,CH,CH,C (O) —.

[0198] B HeKOTOPHX MOOIOJHUTEJIBLHHX BapMaHTax OCYIEeCTBJIeHUS,
korma RMY npucyTcTBYeT, OH BHOpaH W3 TPYINH, COCTOAmer M3 D
AMUHOKUCJIOT acrnaparMHOBOMU KMCJIOTHL, TJIYy TaMUHOBOM KWUCJIOTHL,
acrnapalMHa, IJiyTaMMHa, TIUCTUIOMHAE, JIM3MHAE, apIMHMHEa, CepUuHa WU
ajlaHvHa; TJMLIMHa; -NH-CH(R®)-CO-; wu -NH-CH(COOH)-RP-; r1me R®
BHIOpPAaH

ns —CH,NH,, -CH,CH,NH;, -CH,CH,CHyNH,,  -CH,CHRCHCH,NH,, -
CH,CH,0OH, -CH,CH,CH,CO,H m -CH,CH,CH,CH,CO,H; mu RP BHOpPaH

n3  —-CH,NH-, -CH,CH,NH-, -CH,CH,CH;NH-, —-CH,CH,CH,CH,NH-, -
CH,CH,C (0) -, -CH,CH,CH,C (0O)- m -CH,CH,CH,CH,C (O)-.

[0199] B BapMaHTaxX OCYIECTBJeHKUS, roe RMY npucyrcreyeT u
npencrapideT cobol HeobOA3aTeJIbHO 3BaMelleHHB aJIKMJIeH, OH MOXeT
npencTaBJIATL codom C; — Cg aJIkMIIeH, Heoba3aTesIbHO 3aMeleHHB 1-4
3aMecTUTeJIIMH, BHOpaHHEIMM 13  —NH-, -C(0) -, -COCQCH, -N(C,—-C;
aJIkmJja) —, -NH, wmiam -NH(C;-C3; aJgxmia). B HeKOTOpHX BapuaHTax
ocymecTBJeHMsS RY2  gpigeTcs »STUIeHIMaAM/HOM, -NH-CH (COOH) -C,—NH-
mim —-C(0O)—- CH(CH,NH,) —.

[0200] B BapmMaHTax OCYIEeCTBJeHMS, roe R mopucyrcrByer u
ABJIAeTCHA TUIPOOMIILHOM aMMHOKMCIIOTOM, OH MOXeT OHBThL BHOpaH U3
TPYINIE, BRJILUakmey TJaMIMH; L ¥ D QOpMH aclapal'MHOBOW KMCJOTH,
TJIYTaMMHOBOM KMCJIOTH, aclaparMHa, TJIyTaMMHa, TUCTHUIMHA, JWU3UHAE,
apIMHMHa, CceprHa M ajaHmHa; -NH-CH(R2)-CO-; u -NH-CH(COOH)-RP-;
roe R® BoOpaH

ns —CH,NH,, —-CH,CH,NH,, -CH,CH,CH,NH,, —-CHyCH,CH,CH,;NH,, -
CH,CH,OH, -CH,CH,CH,CO,H m -CH,CH,CH,CH,CO,H; u RP BL®paH

n3  —CH,NH-, —-CH,CH,NH-, -CH,CH,CHy;NH-, -CH,CH,CH,CHNH-, -
CH,CH,C (O) —, -CH,CH,CH,C (O)- m  —-CH,CH,CH,CH,C (O) —-. B  HEeKOTOPHX
IOMNOJIHUTEJIbHEX BapraHTax oOCylecTBJeHns, rmae RY mnpucyTcTByeT, OH
BHIOpaH M3 TPYNOH, COCTOAmMeN ¥3 D-aMMHOKMCIIOT aclapalMHOBOM
KMCJIOTH, TJIyTaMMHOBOWM KMCJIOTH, aclapal¥Ha, TJIyTaMMHa, ITHUCTUAOMHE,

JN3MHa, apl'MHMHa, CepMHa M ajlaHuMHa; murHa; -NH-CH(R®)-CO-; m -
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NH-CH (COOH) -RP-; rme R® BLIOpaH

ns —CH,NH,, —CH,CH,NH,, -CH,CHCH,NH,, —-CHyCH,CH,CH,;NH,, -
CH,CH,OH, -CH,CH,CH,CO,H m -CH,CH,CH,CH,CO,H; u RP BLOpaH

n3  —CH,NH-, —-CH,CH,NH-, -CH,CH,CH,NH-, —-CHCH,CH,CH,NH-, -
CH,CH,C (O) —=, -CHCHCH,C (O)—- m —-CH,CH,CH,CH,C (O) —.

[0201] B BapmMaHTaxX OCYIECTBJIeHMS, IOe R mOpucyTcrByeT u

InpeocraBjAaeT cobom HeoBA3aTeJILHO 3aMelleHHBN aJIKRMJIEH, OH MOXeT

OpencTaBJaATeE cobom C; - Cg aJIkMJIeH, HeoO43aTeJIbHO 3aMemeHHuM 1-4
3aMeCTUTEeJIAMA, BHOpaHHEIMM 13  —NH-, -C(0) -, -COOH, -N(C:—-C3
aJgKmia) —, -NH, wmym -NH(C{-C3; aJgxmja) . B HeKOTOpHIX BapuaHTax

ocymecTeyieHna RY gpidercsa sTuseHnuammsaoM, -NH-CH (COOH)-C,-NH- wmim
-C(0O) - CH(CHyNH;) -.
[0202] B HEKOTOPEIX BapMaHTax OCYIIECTRJIEHUS
BHIIENIPUBEIEHHOTO, AA, IpucyTcTByeT M R, R} y RIS oTcyTcTBYOT.
[0203] B HEKOTOPEIX BapMaHTax OCVYIIECTRBJIEHUSA

BHIIEIPMBEOEeHHOTO, AA, mnpucyrcreyer, RN mpucyrcrByer m RM u RIS

OTCYTCTBYIOT.
[0204] B HEeKOTOPHIX BapMaHTax OCYyIleCTBJIEHU I
BHINEIIPMBEOEHHOTO, AA; IIPUCYTCTBYeET, REL IIPUCYTCTBYeET, RL2

npucyTcreyer u R orcyrcTByerT.

[0205] B HEKOTOPEIX BapMaHTax oCcyumeCcTBJIEHUSA
BHIIENIPUBEOEHHOTO, AA; IPpUCYTCTBYET, REL IIPUCYTCTBYET, RL2
nprucyTcrTeyeT u R mpucyrcrByerT.

[02006] B HEKOTOPHIX BapmMaHTax oCcylmeCcTBJIEHU A
BHIIENIPUBEOEHHOTO, AA; nIpencTaBJIgeT cobomn TUIPOPUIIEHYIO
aMMHOKMUCJIOTY M, TI[IO MeHbpmel Mepe, omouH wu3 R, R py R
OpUCYTCTBYEeT U IOpelcTaBjgeT cobol HeoBa3aTeJIbHO 3aMelle HHEM
aJIKMJIeH, KakK yKa3aHO BHIIE.

[0207] B HEKOTOPHIX BapMaHTax oCylmeCcTBJIEHUSA
BHIIEIPUBEeOeHHOTO, AA; HNpelcTarjsgeT coboy IJIYTaMMHOBYI KUCJOTY U,
[0 MeHbBIlel Mepe, OIMH u3 RM u R mpucyrcrByeT U NpencTaBJISgeT
cobor HeoBA3aTeJILHO 3aMeleHHHM aJIKMJIeH, KaK yKa3aHO BLIe.

[0208] B HEKOTOPHIX BapMaHTax oCyleCcTBJIEHUSA
BLIIEIPUBEIEHHOTO, AA| DpelcTaBjgeT coboM IUIyTaMMHOBYID KUCJIOTY, R
opencraBJgeT CcoOoM TUIPOOMIBLHYI aMMHOKMCIIOTY M, I[IO MeHbIleM Mepe,

omnuH M3 RY u RY mpucyTcTByeT M INpelcTaBligeT CcoBoM HeoBda3aTelIbHO
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3aMeleHHHM aJIKMJIeH, KaK YKa3aHO BHIIe.

[0209] B HEKOTOPHIX BapMaHTax oCyleCcTBJIEHUSA
BHIICNIPUBEOEHHOTO, AA; u RM  mOpemcraBiagoT coBoil  IUOPOOUIIEHYO
aMMHOKUCJIOTY ¥, IIO MeHbIlel Mepe, omuH u3 RM u R nOpucyTcrTByeT U
opencraBygeT cobol HeobOsa3aTelIbHO 3BaMelleHHHBM aJIKMJIeH, KaK YKa3aHOo
BHIIIE .

[0210] B HEKOTOPEHIX BapMaHTax OCyleCTBJIEHUSA
BHINIEIPUBEIEHHOTO, AA, u IpenCcTaBJIST cobon TUOPOOUIIBLHYIO
aMMHOKMCJIOTY u RM  wu  HeobgasaresbHO RY  mOpemcrTaBigioT  cobon
HeoOsa3aTelIbHO 3aMelleHHBEM aJIkKMJIeH, Kak yKas3aHO BHIIe.

[0211] B HEKOTOPHIX BapMaHTax OCYyIeCTBJIEHUSA
BHlleNpuBemeHHoTo, LY He comepXuT IDIMUMHOBLEIL munenturn (Ivm-Ium),
TPUIIENTUO WM TeTpalelTul. B HEeKOTOPHX BapMaHTax OCYMeCTBJIeHUSd,
L% He BrJmouaeT nenTun Asn - (D)Lys.

[0212] B HeKOTOPHX BapMaHTax ocymecTBJeHrs, LY Bxjouaer
MOIMGUUMPOBAHHEY MelTHl, MWMemMM OT IBYX OO UeTHpPeX aMMUMHOKMUCJIOT.
MooudUUMPOBAHHEM IIeNTUO COOEPXUT aMMHOKMCJIOTY B IOJOXeHuu 1
(AA1), kKoTopas BHOpaHa OJsS ONTMMM3alMM BHXOIa 3BeHa D (HaopuMmep,
IpoTeasHOe pacllellJlIeHMe uUepes3 aMUOHYID IIelITHUIHYI CBS3b). B OIHOM
UM oboux U3 noJjioxeHmit RM u RM npepcrabBigeT coBoM aMMHOKMCJIOTY,
KOoTopas MeHSeT OpPMeHTalMio TUNIMUHEX N Ha C CBS3M IIeITUIOOB U
CIOCOBCTBYET MNIPUCOEOUHEHMIO I[IOCJIEOHEIrO aMMHOKMCJIOTH (HalpuMmep, R

unmm RY%), koTopad, mNepel OpMCOeOMHEHMEeM 3BeHa JMUTaHda, BKJIOUaeT

O—aMUHOTPYIIY, 3allMIeHHYD KakK MaJleMMuI. AMMHOKMCIIOTa, MMeKmasa
obpameHHyio N Ha C CcBA3bL, IIPUCOEOMHSAETCHS K CJelyllel I'pyIIe uepes
cBor OOKOBYK Ilellb. B HEeKOTOPHX BapMaHTaxX OCYMeCcTBJIeHUsa, 3Ta
aMMHOKMCJIOTAa fABJIAeTcsda ajibda-aMMHOKMCIOTOM. B OpyIMxX BapuaHTax
OoCymeCcTBJIEHMA, OHa MOXeT IM[IpeldCcTaBJIATL cobor OeTa- WMIM TaMMa-—
AMMHOKMCJIOTY. B HEKOTOPEX W3 BTUX BapMaHTOB OCYIECTBJIeHU,
OokoBasa Lelb BeOpaHa w©u3 -—-CH,NH,—-, -CH,CH,NH,-, -CH,CH,CH,NH,- u -
CH,CH,CH,CH,>NH,—-.

[0213] B HEeKOTOPHX BapMaHTax ocymecTBJeHusa LY, aMMHOKMCJIIOTA,
uMepmas ofpameHHylo N Ha C cBa3b (RY), npucoemmuHenHa k RM wuym R3S,
roe RY? mam RM npepcrabBigeT coBoi IMIOPOOMIIBHYIO AMUMHOKMCIIOTY WIIM

HeoO43aTeJILHO 3aMeleHHBN aJIKMJIEeH, B COOTBETCTBUMA Cc JIobBEM U3



69

BapMaHTOB OCYIECTBJIEHVSA, OIMCAaHHBIX BHIIE.
[0214] B HeKOTOPHX BapMaHTax ocymecTBJeHusa LY, aMMHOKMCJIIOTA,
uMepmas obpameHHyilo N Ha C cBa3b (RM) npucoemmHeda k RMY, pme R
IpelcTaBJIgeT cobour HeoOg3aTeJIbHO 3aMelle HHEIM aJIKMJIeH, B
COOTBETCTBMM C JIOOBEIM M3 BapMaHTOR OCYHNECTBJIEHMS, OIIMCAHHEIX BHIIE .
[0215] B HeKOTOPHX MOOIOJHUTEJIBHEIX BapMaHTax OCYIEeCTBJIEHUS,
LY mpemcTaByigeT Cco0O0M THUIPOOMILHEIL, paclellJISeMell JIMHKep, Kaxoasd

BETBL UMeeT QOpMyJIIY:

0 CO,H R??
YT o
R21 0]

\ VAN 7
LW v J v v

AMUHOKUC 1 2
JIOTEL
roe R?! BmGpan w3 CH,NH,, -CH,CH,NH,, -CH,0OH, -CH,CH,OH,
CH,CO,H, -CH,CH,CO,H, -CH,CH,CH,CO,H m -CH,CH,CH,CH,CO,H, 1 R?? BLiOpaH
mn3 —-CH,NH,, -CH,CH,NH,, -CH,OH m -CH,CH,OH. BOJIHMCTEIE JIMHUM CJIeBa U"
CIpaBa INOKAa3HBALT MNPUCOEOVMHEHUS K 3BeHy Dy M L#, COOTBETCTBEHHO.
[0216] B OONOJHMUTEJBLHHEX BapMaHTax ocymecTBJeHud LY, mam ero

BETBL, MMeeT QOpMYyJIIY:

o CO,H R22
»E/ . N N g
H H H
] o)
o) OH

roe R%? BmBpad wmu3 -CH,NH,, -CH,CH,NH,, -CH,OH u -CH,CH,OH. B
HEKOTOPHX BapMaHTax OCyIleCTBJeHrnd R?? BuLbpaH U3 —-CH,NH,, -
CH,CH,NH, . BoJsiHUCTEE JIMHUUA cJIeBRa u cripaBa IIOKAa3HBAT
IpUCOeOUHEeHNS K 3BeHy Dy U L?, COOTBETCTBEHHO.

[0217] B HeKOTOPHX BapMaHTax ocymecTBJeHus LY, wmam ero

BETBL, MMeeT QOPMYyJIIY :
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BOJIHUCTEIE JIMHUM CJIeBa U ClIipaka IIOKa3HBaKT IIPMCOelIVMHEeEHNMA K

3Bedy D u L#, COOTBEeTCTBEHHO.
[0218] B HeKOTOPHX BapraHTax ocymecTBJeHus LY, wmim ero

BETBL, UMeeT QOPMYyJIIY:
NH,

4

0 CO,H

an

H
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[ [In
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=
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Iz

o

o) OH

BoJIHUCTEE JIMHMM CJieBa M ClpaBa I[IOKasHBAalT IPUCOeOMHEHUI K

3BeHy D M L%, COOTBETCTBEHHO.

[0219] B

HeKOTOPEIX BapMmaHTaxXx OCylmeCTBJIEHNA LH, nJin eTro

BETBL, MMeeT QOpMYyJIY :

NH
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N
H
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Iz mmm\
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) CH

BOJIHUCTEIE JIMHUM CJIeBa U CIipaka IIOKa3HBakT IIPMCOeIVMHEHNMA K

3BeHy D M L%, COOTBETCTBEHHO.

[0220] B HEKOTOPHX BapMaHTax LY, wmiam ero

OCymeCTBJIEHA

BETBL, MMeeT QOPMYyJIIY:

COH -

N
ZT
O [T
O
Ir=
=
=§
LZ
A

OH
BOJIHUCTEIE JIMHUM CJIeBa U CIIpaka IIOKa3HBaKT IIPMCOeIVMHEHNMA K
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3Bedy D u L®, COOTBETCTBEHHO.

[0221] B HeKOTOPHX BapMaHTax ocymecTBJeHus LY, wmam ero

BETBL, UMeeT QOPMYyJIIY:
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BOJIHMCTEIE JIMHUM CJIeBa U CIipakBa IIOKa3sHBaKT IIPMCOelIVMHEeEHNMA K

3BeHy D M L#, COOTBeTCTBEHHO.

[0222] B HeKOTOPHX BapuaHTax ocymecTeBjenus LY, wmim ero

BETBL, UMeeT QOPMYyJIIY:
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BOJIHMCTEIE JIMHUM CJIeBa u CIIpaka IIOKa3HBakT IIPMCOeIVMHeHNMA K

3BeHy Dp u L®, COOTBETCTBEHHO.
[0223] B HeKOTOPHX BapMaHTax ocymecTBJeHus LY, mim ero

BETBL, MMeeT QOpPMYyJIY :
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BOJIHUCTEIE JIMHUM CJIeBa U CIIpaka IIOKa3HBaKT IIPMCOeIVMHEHNMA K

s3BeHy D M L%, COOTBETCTBEHHO.
[0224] B HeKOTOPHX HIOMNOJIHUTEJIBHHX BapMaHTax OCYMeCTBJIEHUS

BHIMEM3JIOXKeHHOTO, LY mpencrarisgeT cob®oM pa3BeTBJEHHBM I'UIPOOUIILHEI

JMHKEeP, UMelmui GopMyJIy :



12

Ry
N
NH

0o o Q H
NH NH 0
| N} \—?‘ O’gi R.3
/ NH HN
0 HaN oi S
R3!

HN
s
cocTodlmen

npM STOM Kaxneii R33! Hes3aBMCUMO BHOpaH W3 TPYIINH,
-CH,CH,0H, -CH,CO,H, -CH,CH,CO,H,

-CH,0H,
M Kaxmad M3 IIOJJOCOK IIOKas3HBaerT

_CH2CH2NH2 7

n3 —-CH,NH,,
-CH,CH,CH,CH,CO,H;

CH2CH2CH2C02H n
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B HEeKOTOPEX OOIIOJIHMTEJIBHEIX BapMaHTaX OCylleCTBIJIEHUA

[0225]
LY mpemcTaBigeT coOOM Pa3BETBJEHHHN IMIPOGMUIILHEIM
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JIMHKED,

IIprm STOM KaXOaAd M3 IIOJIOCOK IIOKa3EeBaeT camr IIprMcoedrMHeHA K

3BeHY Dg.
LA-cyObelMHUIla ONMcaHa 0OoJjiee HOOPOOHO BLIIE.

[0226]
CHOoBa oOpamasack K KOHEBOIaTaM JIeKapCTBeHHOe CPelCTBO-

[0227]
JIuHKep ¢ dopmysamu IV u IV', B HEKOTOPHX IOMIOJIHUTEJLHHX BapuaHTax
OCYIIeECTBJIEHNA JIeKapCTBEHHOE CPEenCTBO-JIMHKEDPH  UMEKT dopmMy Iy,
BEIOpPAHHYI M3:
NH,
CO.H rd O
E , N/A\v/ \W/“\N /

z H

DU

0~ “OH

Crnneuudpmuecrme BaApUAaHTH OCYIIECTBJIEHUS BKJIDUAKT

[0228]

cJlemynmue :
(IVa),n
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bapmalleBTMUECKM NPMEeMIIEMYK COJIb MJM COJIBBAT BTOTO.
JIMHKePEH
[0229] B OpyToM acrieKkTe, npenocTaBJIeHH TUOPOOUIIE HElE
JIMHKEPH, UMeKlre QOopMYyJIy :
(Lt )y - LA (VII)
Toe:
L npencTapjgeT cobou HeoB4g3aTeJIbHO pPa3BeTBJICHHEM

TUOPOOMIILHE JIMHKEP, UMelmrl GopMyJIy :

_AAI_RLI_RL2_RL3_;

LA gBJIigeTCd KOMIIOHEHTOM MNIPUCOeIUHEeHMUS JIMTaHIa; U

P’ mOpemcTaBjdeT coboi Lejoe uMcio oT 1 mo 4; u

JMHUKM CJleBa U chopabBa oT LY nokasumBaoT calTH OPUCOeIMHEHUI
3BeHa D M L%, COOTBETCTBEHHO;

I QapMalleBTUUECKM MPUMEMIIEMYK COJIb MJIM COJIEBAT 3TOTO.

[0230] Obpamasace k OQopmysie VII, B HeKOTOPHX BapuaHTax
oCYIMeCTBJIeHrd, L* KoBaJIeHTHO CBA3aH C aTOMOM CepH JuraHma. L&
MOXeT MNpelcTaBJIATL CcoOoM, HalpuMep, MajJeuMuI WIXM CYKIVMUMMUI,

INOOXOOAMMI OJIsS IIPMCOeIVMHeEHNMA K aTOMy CeEpPEHL.

[0231] AA; MOXeT 0Bpas0OBHBATEH pacluenjisaeMyn CBA3b c
sbdexrTOpHOM cCcocTaBJagpme¥ Dy, HalpuMep, 3BeHOM JIeKapCTBEHHOTO
cpencTtea. B BapmMaHTax OCYHNEeCTBJIeEHMI, TI'Ie AA; TIPUCOeIMHEeH K

aMMHOKMCJIOTe U3 Dg, AA; ofpa3yeT pachelljigseMyl IIelTHUIHYI0 CBI3b C

Dg. Pacumerdgemad [IenTrnHada CBA3L IIOOBEPXEHA pacleljJeH N
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IpoTeasaMy, KoI'la KOHEBOIAT IOCTMUIaeT CBOer'o calTa-MuIleHM. B
IOIPYIMX BapMaHTax OCylleCTBJeHUs AA; ooopMMpyeT aMUIOHYH CBA3b C
Yy4aCcTKOM IpUcoenHeHU S sbbexTOpHOM CcoCcTaBJIgKIeN, KOoTOpad
IIOOBEepXeHa pacllellJIeHV (HalpuMep, IOpoTeas3aMM), KoIda KOHBOIraTa
mocTuUuraetT CBOETO cauTa-MUIIEHU . B HEKOTOPHIX BapMaHTax
OCYyWeCTBJIeHNs, AA; NpeICTaBJIAeT COOOM I'MIPOOMIBHYID aMWUHOKMWCIIOTY,
KakK I[IpaBWJIO, IIPMPOOHYI aMMHOKMUCIIOTY, KOoTopad BHOpaHa W3 IPYIIIH,
cocTodmen ns3 TJIMLIMHE " L dbopMm acrnapalMHOBOM KWUCJIOTHL,
TJIYyTaMMHOBOM KMCJIOTH, acllapalMHa, IJIyTaMMHa, TUCTHUIMHA, JWU3UHE,
apr'MHMHa, CepMHa M ajlaHMHa. B HEKOTOPEHX BapMaHTax OCYyleCTBJIeHUA
AA; mpencrapJygeT cobo¥ ITUIyTaMMHOBYID KUCJIOTY .

[0232] B BapMaHTaxX OCYyIeCTBJeHua, rme RMYM mnpucyrcreyeT u
ABJISeTCA TIUAPOOMIBHOM aMMHOKMCJIOTOM, OH MOXeT OHTbL BHOpaH U3
TPYMIE, CcocToAmey wu3 IJMimHa; L u D odopM U3 acoapal'MHOBOM
KMCJIOTE, TUIyTaMMHOBOWM KMUCJIOTH, aclaparuHa, IJlyTaMuHa, IHUCTUIMHA,
JIM3UHA, aprMHMHE, cCepMrHa ¥ aJlaHMHa; -NH-CH (R#®) -CO-; m —-NH-
CH (COOH) -R”-; rme R® BrOpaH

ns —-CH,NH,, —-CH,CH,NH,, -CH,CH,CH,NH,, -CH,CH,CH,CH,NH,, -
CH,CH,0OH, -CH,CH,CH,CO,H u -CH,CH,CH,CH,CO,H; u RP BL®paH

n3 —CH,NH-, -CH,CH,NH-, -CH,CH,CH;NH-, -CH,CH,CH,CH,NH- 6 -
CH,CH,C (O) —, -CH,CH,CH,C (O)- m —-CH,CH,CH,CH,C(O)-. B HeKOTOPHX
MOTIOJIHUTEJILHEX —BapMaHTaxX oCcymecTBJIeHus RYY Bubpad w3 TPYIIIIH,
cocTosAmer M3 D aMMHOKMCJIOTH acHapaTlMHOBOM KUCJIOTH, TUIYTaMUHOBOM
KMCJIOTE, aclapaluHa, IJiyTaMMHa, IUCTUIOMHA, JMW3MHAE, apIMHUHE,
cepMHa M ajlaHMHa; TIJuMiuHa; -NH-CH(R?)-CO-; u -NH-CH(COOH)-RP-;
roe R® BoOpaH

ns —CH,NH,, —-CH,CH,NH,, -CH,CH,CH,NH,,  -CH,CH,CH,CH,NH,, -
CH,CH,OH, -CH,CH,CH,CO,H m -CH,CH,CH,CH,CO,H; u RP BL®paH

n3  —CH,NH-, —-CH,CH,NH-, -CH,CH,CHy;NH-, -CH,CH,CH,CH,NH-, -
CH,CH,C (O) =, -CHCHCH,C (O)—- m —-CH,CH,CH,CH,C (O) —.

[0233] B BapmuaHTax OCyIeCcTBJIeHMd, rrme R npucyrcrByer u

InpeocraBjidaeT cobor HeoBA3aTeJILHO 3aMelleHHBN aJIRMJIEH, OH MOXeT

OpencTaBJIATL cobom C; - Cg aJIkMJIeH, Heo®g3aTeJIbHO 3aMemeHHHM 1-4
3aMEeCTUTeJIAMA, BHOpaHHEMM M3  —NH-, -C(0) -, -COOH, -N(C:—-C;
ankmiua)-, -NH, wmiom -NH(C, - C;3 aJkwmia). B HeKOTOpPHX BapuaHTax

ocymecTeJleHrMa RP  gBdeTcda  STUIIEHOMAMMHOM, —-NH-CH (COOH) -C,—-NH-
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mam —-C(0)- CH(CH,NH,) —.

[0234] B BapmaHTax OCYIECTBJIeHUS, rme RY cymecTByeT U
ABJIAETCA IUIPOOMIIEHaAA aMMHOKMCJIOTa, OH MOXeT OBTh BHOpaH U3
TPYNIE, COCTOAmeV M3 TJIMIMHa; L ¥ D QOpME acnapalMHOBOWM KMCJOTH,
TJIYyTaMMHOBOM KMCJIOTH, aclapalMHa, IJIyTaMMHa, TUCTHUIMHA, JMU3MHE,
aprMHMHa, CceprHa M ajaHmHa; -NH-CH(R2)-CO-; u -NH-CH(COOH)-RP-;
roe R® BoOpaH

ns —-CH,NH,, —-CH,CH,NH,, —-CH,CH2CH,NH;, —-CH,CH,CH,CH2NH,, -
CH,CH,OH, -CH,CH,CH,CO,H m -CH,CH,CH,CH,CO,H; u RP BLOpaH

nus -CH,NH-, -CH,CH,NH-, -CH,CH,;CH,NH-,  —-CHRCH,CH,CHNH-, -
CH,CH,C (O) —, -CH,CH,CH,C (O)- m  —-CH,CH,CH,CH,C (O) —. B  HEKOTOPHX
IOMNOJIHUTEJILHEX BapMaHTax OCYymecTBJIeHMs, ecyu RY? mpucyrcrByeT, OH
Bri®paH ¥3 TPYNNH, cocTodmed M3 D aMMHOKMCIOT aclapalMHOBOM
KMCJIOTE, TUIyTaMMHOBOM KMUCJIOTH, aclaparuHa, IJlyTaMuHa, IUCTHUIMHA,
JM3MHa, apIMHMHa, CepMHa M ajJlaHMHa; IJmuuHa; -NH-CH(R®)-CO-; u -
NH-CH (COOH) -RP-; rme R?® BLOpaH

ns -CH,NH,, -CH,CH,NH,, -CH,CH,CH,NH,,  -CH,CH,CH,CH,NH,, -
CH,CH,0H, -CH,CH,CH,CO,H m -CH,CH,CH,CH,CO,H; m RP® BuGpan

ms -CH,NH-, -CH,CH,NH-, -CH,CH,CH,NH-  -CH,CH,CH,CH,NH- -
CH,CH,C (O) -, -CH,CH,CH,C(O)- m —-CH,CH,CH,CH,C (O) -.

[0235] B BapmMaHTax OCYIeCTBJIeHMd, Trrne RY nOpucyTcrByeT u

InpeocraBjideT cobor HeoBA3aTeJILHO 3aMelleHHBN aJIKMJIEH, OH MOXeT

OpencTaBJIaThL cobol C; - Cg aJIKMJIeH, Heo0g3aTeJIbHO 3aMemeHHHM 1-4
3aMecTUTeJIIMH, BHOpaHHEMM M3  —NH-, -C(0) -, -COQOCQCH, -N(C,—-C;
ankuia) -, -NH, wmmm -NH(C; - Cs3 angkwuia). B HeKOTOPHX BapMaHTax
ocymecTBJeHNsS RY2  gmgeTcs »sTHUIIEeHIMaAMVHOM, -NH-CH (COOH) -C,—NH-

mam —-C(0)—- CH(CH,NH,) -.

[0236] B BapmMaHTaxX OCYIEeCTBJeHMS, rOe R mopucyrcrByeT u
npelcTaBJgeT Ccobo¥ TUIAPOOUIIEHYKR aMMHOKMCIIOTY, OH MOXeT OHTH
BHIOpaH M3 TpPYIMNIH, COCTOAMEN M3 TJMIMHa; L u D dopM acmaparMHOBOMU
KMCJIOTH, TJUIyTaMMHOBOWM KMCJIOTH, aclapal¥Ha, TJIyTaMMHa, ITHUCTUAMHE,
JIM3MHA, aprMHMHa, CepuHa ¥ aJlaHMHa; -NH-CH (R#®) —-CO-; m —NH-
CH (COOH) -RP-; 1me R?® BHbOpaH

ns —CH,NH,, —CH,CH,NH,, -CH,CH,CH,NH,, —-CHyCH,CH,CH,;NH,, -
CH,CH,OH, -CH,CH,CH,CO,H m -CH,CH,CH,CH,CO,H; u RP BLOpaH

n3  —CH,NH-, —-CH,CH,NH-, -CH,CH,CHy;NH-, -CH,CH,CH,CHNH-, -
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CH,CH,C (O) =, -CHCHCH,C (0O)—- m —-CH,CH,CH,CH,C (O) —.

[0237] B HeKOTOPHX OOMOJHUTEJBHHX BapMaHTax OCYIEeCTBJIeHUS,
roe R mpucyTcTByeT, OH @ BHOpaH M3 TPYIONE, CcoOCcTodmelr wu3 D
aMUHOKMCJIO TH acrnaparmMHOBOMU KMCJIOTHL, TJIYy TaMUHOBOM KUCJIOTHL,
acrnapal'MHa, IJiyTaMMHa, IUCTUOMHAE, JIM3MHAE, apl'MHMHEa, CepUuHa WU
ajaHMHa; TJmMuMHa; -NH-CH(R®)-CO-; wm -NH-CH(COOH)-RP-; rme R®
BHOpPaH

ns —CH,NH,, —-CH,CH,NH,, -CH,CH,CHyNH,,  -CH,CHRCHCH,NH,, -
CH,CH,OH, -CH,CH,CH,CO,H m -CH,CH,CH,CH,CO,H; u RP BLOpaH

n3  —-CH;NH-, —-CH,CH,NH-, -CH,CH,CH,NH-, —-CHCH,CH,CH,NH-, -
CH,CH,C (O) =, -CHCHCH,C (O) - m —-CH,CH,CH,CH,C (O) —-.

[0238] B BapmMaHTax OCyIecTBJeHUsa, TOe RY npucyrcrByer wu

IIpencraBJideT coboy HeoOABaTeJIbHO 3BaMeNeHHHM aJIKMJIeH, OH MOXeT

npencTaBJaTb codbom C; — Cg aJIkMIIeH, HeobOa3aTesJIbHO 3aMelleHHBl 1-4
3aMeCTUTEJIIMA, BHOpaHHEMM U3  —-NH-, -Cc(0) -, -COCH, -N(C;-Cs
ankuina)-, -NH, wmmm -NH(C,; - Cs3 axkmia). B HEeKOTOPHX EBapMaHTax

ocymecTBJieHMs RM mpemcraBigeT coboi sTuileHOMaMrH, -NH-CH (COOH) -
C,—-NH- mim —-C(0O)- CH(CH,NH,) —-.

[0239] B HeKOTOPHX BapMaHTaxX OCYMEeCTBJIEHMS BHIIEU3JIOXEHHOTO,
AA, mpucyTtcTByeT M RF, R p RIS orcyTcTByOT.

[0240] B HeKOTOPHX BapMaHTaxX OCYMEeCTBJIEHMS BHIIEU3JIOXEHHOTO,
AA, mpucyTcTByeT, RM npucyrcreyer m R m R orcyrcTByHOT.

[0241] B HeKOTOPHX BapMaHTaxX OCYMEeCTBJIEHMS BHIIEU3JIOXEHHOTO,
AA, mpucyTtcrTByeT, R mpucyrcrByer, RM  npucyrcreyer u o RE3
OTCYTCTBYET.

[0242] B HeKOTOPHX BapMaHTaxX OCYMNEeCTBJIEHMS BHIIEU3JIOXKEHHOTO,
AA, mpucyTcTByeT, R mpucyrcrByer, RM  npucyTrcrByer u RIS
IpPUCYTCTBYET.

[0243] B HeKOTOPHX BapMaHTaxX OCYMEeCTBJIEHMS BHIIEU3JIOXKEHHOTO,
AA; mpencTaBJIgeT CcoBoM TIHUIAIPOOMIILHYID AaMUMHOKMCIIOTY M, I[IO MeHblen
Mepe, omuH us3 R, RF u R OpucyTcTByeT U IOpencTaBiIgeT coBoil
HeoOa3aTelIbHO 3aMelleHHBM aJIkujleH, Kak yKasaHO BHIIe.

[0244] B HeKOTOPHX BapMaHTaxX OCYMNEeCTBJIEHMS BHIIEU3JIOKEHHOTO,
AA; mOpencTaBJgeT coboM ITJIYTAaMMHOBY KMCJIOTY M, IIO MeHbIeM Mepe,
ommd w3 RM, R u RM npucyrcTByeT U IOpencTaBigeT cobou

HeoOAa3aTelIbHO 3aMelleHHBN aJIKMJIEH, KaK YKa3aHO BHIIE.
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[0245] B HeKOTOPHX BapMaHTaxX OCYIMEeCTBJIEHMS BHIIEU3JIOKEHHOTO,
AA, 1mpepncTaBifgeT coboM  IUIYTaMMHOBYKD KMCJOTY, RM mpemcraBsger
CcoBOM TUOPOPMIILHYID aMMHOKUCIIOTY M, IIO MEHLIIel Mepe, OOMH U3 RY? u
R} mpucyTcTBYEeT U IpencTaBJIgeT coBoiM Heofg3aTelIbHO 3aMelleHHEI
aJIKMJIeH, KaK yKa3aHO BHIIE.

[0246] B HeKOTOPHX BapMaHTax OCYINEeCTBJIEHMS BHIIEU3JIOKEHHOTO,
AA; u RM mOpepmcraBigoT  cofoi  I'MOPOOMUIILHEIE aMMHOKUCJIIOTHL M, IO
MeHbIlell Mepe, omuH M3 RY¥ u R npucyTcrTByeT M HOpencTaBigeT coOoit
HeoOsa3aTelIbHO 3aMelleHHBM aJIkKMJIeH, Kak yKas3aHO BHIIe.

[02477] B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHMUS BHIIEU3JIOKEHHOTO,
AA; HOpencTaBjJgeT CcoBoM IUMIOPOOUIILHOM  aMMHOKMCJIoTOM ¥ RM  u
HeoBA3ATesbHO RY mnpencTabBigpnT CcoBoil HeoBA3aTesIbHO 3aMelleHHLI
aJIKMJIeH, KaK yKa3aHO BHIIE.

[0248] B HEeKOTOPHX BapMaHTax OCYHNECTBJIEHMS BHIIEM3JIOXKEHHOTO,
LY He COHEPXUT TUIMLUMHOBHIM munentun (Iym-Iym), TPUNENTUOD WK
TeTpalenTul. B HEKOTOPHX BapMaHTax ocymecTBjeHus, LY He Bxiouaer
nentun Asn - (D) Lys.

[0249] B HeKOTOPHX BapMaHTax ocyimecTeBJeHus, LY Bximouaer
MOOMOUUUMPOBAHHEM IIeITUI, MVMEKOIMM OT IOBYX IO UYeTHpexX aMMHOKMUCJIIOT.
MoouIUUIMPOBAHHEIM IIeNTUI COOEPXUT aMUHOKMCIJIOTY B IIOJIOXeHUM 1
(AA1), KoToOpas BHOpaHa OJsA ONTMMM3alMM BHXOIa 3BeHa D (HaopuMmep,
pacmernJjeHue IOIpoTeazaMM UYepes aMMIHYID IIelTHIHYI CBSA3b). B OOHOM
Ui oboux mnoJoxeHmax RN u RM mnpepcrabigeTr coBoil  aMMHOKMCIIOTY,
KOTOpasa MeHsSeT OPMeHTalMilo TUIMUHEX N cBS3eM [OenTtunoB Ha C wu

CHOCOBCTBYET MNPUCOSOMHEHMD I[OCJIeOHel aMMHOKMCJIOTH (HampuMmep, RL?

um RP), koTopad, OO OPUCOeIMHEeHMS 3BeHa JMIaHOa, BKJOYaeT Oo-
aMMHOTPYIIILY, 3alMIIEeHHYD Kak MajJleMMuI. AMMHOKMCIIOTAa, “Menmmue
obpameHHyio N Ha C CcBA3bL, IIPUCOEOMHAETCHS K CJelyllel I'pyIIe uyepes
cBol OOKOBOM LielM. B HEeKOTOPHX BapMaHTax OoCylmecTBJIeHUMs, 5BTa
AMMHOKMCIIOTa ABJAeTCA albda—-aMMHOKMKCIIOTa. B IOpyIMX BapuaHTax
OCymeCcTBJIEHMS, OHa MOXeT IM[IpedcTaBJIATL cobor OeTa- WMIM TaMMa-—
AMMHOKUCJIIOTY . B HEeKOTOPHEX M3 5BTUX BapMaHTOB OCYIIECTBJIEHUA,
OokoBasda lellb BHOpaHa w3 -CHpNH,—-, -CH,CH,NH,—-, -—-CH,CH,CH,NH,—- m -
CH,CH,CH,CH,NH,—-.

[0250] B HEeKOTOPHX BapMraHTax ocymecTBJeHrg LT, aMmmHoxkmciora,
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uMepmelr oopamedHyin N Ha C cBa3b (RM), npucoemmHenHa k R mam RP3,
roe R wu R mnpemcraBigeT coBoM  I'MOPOQMIILHYID aMUHOKMUCIIOTY WMJIU
HeoOS3aTeJILHO  3aMelleHHBM — aJIKMJIeH, o JimodoMy M3  BapMaHTOB
OCVIIECTBJIEHNS, OINMCAaHHLEX BLIIE.

[0251] B HeKOTOPHX BapMaHTax ocymecTBJeHusa LY, aMMHOKMCJIIOTA,
uMepmerr obpameHHylo N Ha C c¢Ba3b (RY), npucoemmuuHenHa k R, rpme RM2
npencTaBigeT Cco00M THUIAPOOMILHYID aMMHOKMCJIOTY WM Heobd3aTeJIbHO
3aMelleHHE  aJIKMJIeH, [0 JIoOoOMY W3 BapMAHTOB  OCYIEeCTBJIEHUS,
ONMCAHHLIX BHIIE .

[0252] B HeKOTOPHX HOOIOJHUTEJILHHX BapMaHTax OCYIeCTBJIeHUS,

L mpencraBysgeT Cco0o¥M THUAPOOMILHEI, pAacCHelUISeMbl JMHKep, Kaxaoasd

BETBL UMeeT GQOpPMyJIIY:

o CO,H R2?
Y o
R21 O

a FERN J J
Y Y v

AMUHOKUC 1 2
JIOTHL
roe R?! BuGparH w3 CHy,NH,, -CH,CH,NH,, -CH,OH, -CH,CH,OH,
CH,CO,H, -CH,CH,CO,H, -CH,CH,CH,CO,H m -CH,CH,CH,CH,CO,H; m R?? BuOpaH
mn3 -CH,NH,, -CH,CH,NH,, -CH,OH m -CH,CH,OH. BOJIHUCTEE JIMHUM CJIeBa U
CcIpaBa IIOKAa3HBAT CaWTH I[IPYMCOeOMHeHMs K 3BeHy Dy u LA,
COOTBETCTBEHHO.

[0253] B mocienviomMx BapraHTax ocymecTBJeHusa LY miam  ero

BETBE UMeeT QOPMYyJIIY :

0 CO,H R22
-E/ . N N %
H H H
] 0
O OH ,

roe R?? Bumbpad wus3s CH,NH,, -CH,CH,NH,, -CH,OH m -CH,CH,OH. B
HEKOTOPHX BapMaHTax OCymecTBJIeHrMsa R?? Buobpad wu3 CH,NH, u -
CH,CH,>NH,» . BOJIHUCTEE  JIMHUM cJleRa W ClpaBa IIOKa3HBBawT CamTH

IpUCOeOUHEeHNS K 3BeHy Dy U L®, COOTBETCTBEHHO.
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[0254] B HeKOTOPHX BapMaHTax ocymecTBJieHMsS, LY mam ero BeTBb

uMeeT QOPMYyIIY :

=
I
N

(0] COzH

ZT
ZI

BN
Iz
oﬁ
IIulIIIIII\
T=
\
AR

O OH

BOJIHUCTEIE JIIHVIL cJieBa 17 ClipaBa IIOKAa3EBaKnT CamnTH

I[IprMcoelMHeHNMA K 3SBEHY D U LA, COOTBETCTBEHHO.

[0255] B HeKOTOPHX BapMaHTax ocymecTBJeHMs, LY miam ero BeTBb

uMeeT QOpPMYyIIy :

(o] COzH NHZ
H\u/JL\ /J\\/’“\ g/
-E/ - N NH S /g-
! H j(\N
£ H
0
o) OH
BoJiHMC TEIE JIVMIHU CcJIeRa 1) CnpaBa IIOKa3EIBAKRT Ca]szI

IpUcoenuHeHrsS K 3BeHy Dy U L®, COOTBETCTBEHHO.
[0256] B HeKOTOPHX BapMaHTax ocymecTBJeHMus, LY miam ero BeTBbL

uMeeT QOPMYJIIY :

NH
o CO,H z

0 OH
BOJIHMCTEIE JIMIHVIL cJieBa 17 ClipaBa IIOKa3BEBAaKT CamnThH

IIPMCOeIMHEHNMA K 3BEHY D U LA, COOTBETCTBEHHO.

[0257] B HeKOTOPHX BapMaHTax ocymecTBJieHMsS, LY mam ero BeTBbL

MeeT QOPMYIIY :

Zz
I
r

0 CO,H

_g/n\)kN)\/\/\

H

wan

=
=§
IZ
\
A

O
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BOJIHMCTEIE JIMIHVIL cJieBa n ClipaBa IIOKAa3BEBAaKT CcamnTH

IPpUCOeOUHEHNS K 3BeHy Dy U L®, COOTBETCTBEHHO.

[0258] B HeKOTOPHX BapMaHTax ocymecTBJieHMsS, LY mam ero BeTBbL

uMeeT QOPMYyIIY :

=z
.
N

T
ZL

»
D

=

v

N

<

ClipaBa ITIOKAa3EBAKT CamnTH

BOJIHMUCTEIE JIIHVIIL cJieBa "

I[IprmcoeMHeHNMA K 3SBEHY Dg u LA, COOTBETCTBEHHO.

[0259] B HEKOTOPHX BapMaHTax ocymecTBJeHus, L' mam ero BeTBb

uMeeT QOPMyJIy :

H o //NW
= H
O
O OH
BoJsiHMC TREIE JIMITHU CJIeRa )%\ cnpaBa IIOKa3EIBAKRT CaﬁTH

IIPMCOeIMHeHNMA K 3BEeHY D Uu LA, COOTBETCTBEHHO.

[0260] B HeKOTOPHX BapMaHTax ocymecTBJieHMs, LY miam ero BeTBbL

uMeeT QOPMYJIIY :

6]
H H
_%/N _ N/”\\,/N\]//\\N/g
: H H
z 0
Y OH
BOJIHVICTHE JIMHUY cieBa u cripaBa [TOKa3HEBAT CaMTH
COOTBETCTBEHHO.

IpUCOeOUHEeHNS K 3BeHy Dy u LA,

[0261] B HeKOTOPHX HIOIOJHUTEJIBHHX BapMaHTax OCYMeCTBJIEHUS

BHIMEeM3JIOXKeHHOTO, LY mpencrarBisgeT co®oM pa3BeTBJEHHBM I'UIPOOUIILHEI

JMHKEP, UMelmui GopMyJIy :
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R3|
Ry
Y
? 9 Q H NH
NH NH [e]
[‘iN} ¢ Oi R3!
% NH
HN
OHQN/ 0 Y
R31
HN
-

Ipy STOM KaxIeli R3! HesaBUCHMMO BHOpaH M3 IPYINLE, COCTOMIENR
n3 -CH,NH,, -CH,CH,NH,, -CH,OH, -CH,CH,OH, -CH,CO,H, -CH,CH,CO,H,
CH,CH,CH,CO,H m -CH,CH,CH,CH,CO,H; ¥ Kaxmasd "3 IIOJIOCOK IIOKa3HRaeT
camT IIpPpMCOeOMHEeHMS K 3BeHY Dg.

[0262] B HeKOTOPHX HOOIOJIHUTEJIBHEX BapMaHTax OCyleCTBJIEHUS
BHIIeM3JIOXKeHHOTO, LY mpenmcraBjiger cofolM pasBeTBJIEHHBM IMIPOOUIILHEI

JMHKEP, MMeonmul QopMyJIy :

OH

0
H
N

0
OH
0‘°>_ 9 NH

NH NH O

DL

/ NH HN \”4

0 HoN o=s I oH
FTTII 0

HN\
* OH

IpM STOM KaxIas M3 II0JIOCOK IIOKa3HBaeT cauT IMNIPUCOeIMHEHUS K
3BeHy Dy UM BepTHKAJbHAS [OIYHKTUMPHasS JMHMS oOo3HauaeT  CcauT
npucoenrHeHMsa OJIS 3BeHa JMI'aHIa.

[0263] LA-cyObemuuHMila OINMCHBaeTcd 0oJiee HNOOPOBHO B BTOM
IOOKYyMEeHTe.

[0264] B KaXIoM nus BapMaHTOB ocyumecTBJIEHUSA,
IPOOeMOHCTPUPOBAHHOM BEHIIE, KaxXOasd M3 aMMHHOM, IMIPOKCUIILHOM U
KapBOOKCUIILHOM TPVYIII HeoB4d3aTeJIbHO HaxXOOATCS B 3alMlleHHOM dopMe.
llogxondgmue SBamlMTHHE TPYINE OIpeIOcTaBJIeHH, HalpuMmep, B Greene and
Wuts, Protective Groups in Organic Synthesis, J. Wiley &
Sonsand, ¥ Mx OOBUHO BHOMpPAT Tak, UYTOOH yIaJjIiTh HEe3aBMCUMO OPYT
oT Impyra.

KoHbloTaTe JMHKep-JIMIaHO

[0265] B eme oOmOHOM acCleKTe, MNIPelOoCTaBJIEHH KOHBOIATH JIMHKEpP-—
JMUTaHO, UWMeomMe GopMyJly, BHOpPaHHYID M3:

([LH]p - 1A, - L (X)

I QapMalleBTUUECKU TIpMeMIIEMOM COJIM MJIM COJIbBAaTa 3TOTO;
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IpU 2TOM:

L [pencraBideT coboit JIMTaHm, KOTOPHM CIleumndpmuueCcKu
CBABHEHBAETCHA C MUIIEHBI;

L nIpencTaBjigeT cobon HeoOAa3aTeJIbHO Pa3BeTBJIEHHHN
TUIPOOMUIILHEIN JIMHKEeP, Kaxmad BeTBb LY uMMeeT QopMyIIy:

— AA:L — RLl - RLZ - RL3_;

LA mpemcTaBigeT CcoOOM KOMIIOHEHTY MNPUCOEOMHEeHMS JIMTaHia;

HVWKHMM MHIOEKC p OpelcTaBJigeT cofOoM IlieJioe UMCIO OT IIPUMMEPHO
4 no 20; mu

HIDKHUM MHIEKC P OpelcTaBJgeT coOoM Lejioe uucjo oT 1 mo 4;

npu 5TOM  JieBad u InpaBag JmHMM LY yKasHBaoT CanTH
NprcoeOMHeHrd K 3BeHy Dg UM L#, COOTBETCTBEHHO.

[02606] AA; MOTYT 06pa30BHEBATH paclernjigeMyo CBA3b c
sbdbexTOpPHOM cocTaBJggmer Dy, HalpuMep, SBEHOM JIeKapCTBEHHOTO
cpencrtea. B BapuMaHTax OCYIEeCTBJIeHUd, IT'oe AA; TIIpPUCOeIMHEH K
aMMHOKMKCJIOTe M3 D, AA; obpasyeT pacllelljigdeMylo NelNTUIHYID CBA3bL C
Dg. PacmernisaemMada nenTunHad CBA3b IIOOBEPXeHa pacluerJjie H1
npoTeasaMu, Korga KOHBOIAaT JOCTHUIaeT CBOeTO cauTa-MulleHM. B
IPYTUMX BapuMaHTax OCYyImeCcTBJIeHMa AA; dopMuMpyeT aMMIHYID CBSA3b C
YyuacTKOM IpucoenHeHU S sdderTOPHOM cocTaBJLIAKIEN, KoTOpada
IIOOBepPXeHa paclellJleHuio (HaopuMmep, IOIpoTeasaMM), KoI'a KOoHBOIaTa
OOCTUTaeT CBOeTo caTa-MUIIEeHN . B HEKOTOPHIX BapMaHTax
ocymecTBJIeHKS, AA; HOpelcTaBljgeT cobo¥ I'MIPOOMIIBHYID aMUMHOKMUCIIOTY,
KaK I[IPpaBUJIO, IMIPUPOIOHYKD aMMHOKMCJIIOTY, KoTopasd BHOpaHa M3 TIPYIIIH,
cocTodmen nus3 TJIMLMHA u L dopm acraparmMHOBOM KUCJIOTHI,
TJIYyTaMMHOBOW KMCJIOTH, aclapaluHa, IJIyTaMMHa, TUCTUOMHAE, JU3MHAa,
apIMHMHAa, CepMHa M aJlaHMHa. B HEeKOTOPEX BapMaHTax OCyMeCTBJIEHUS
AA; mIpenOcTaBJgeT coBoM TUIYTaMMHOBYID KMUCJIOTY .

[0267] B HEeKOTOPHX BapMaHTax OCymecTBJIeHMS, L» KOBAJIEHTHO
CBS3aH C aToMOM CepH JHMTaHja. L MoOXeT IIpeIcTaBjgeT Ccodol,
HaopuMep, MaJeMMUMO WIM CYKUMMMMMUIO, DOOXOOAMMM IJIS [IPUCOeIMHEeHUS
K aToOMy CEPH.

[0268] B BapmMaHTax OCymeCTBJIeHMd, rrme R npucyrcrByer M
ABJIAEeTCAd TIUIPOOMIIBHAS AaMMHOKMCJIOTa, OH MOXeT OBTh BHOpaH u3
TPYIIH, CcOoCTOoAmeN M3 TJMiMHa,; L u D QopM achnapalrMHOBOM KMCJIOTH,

I‘J'IyTaM_T/IHOBOIZ KMCJIOTE, acllapal'MMHa, IJIyTaMMHa, TI'MCTMIOVMHa, JIM3VHa,



83

aprMHMHa, CceprHa M ajlaHmHa; -NH-CH(R2)-CO-; u -NH-CH(COOH)-RP-;
roe R® BoOpaH

ns —-CH,NH,, —-CH,CH,NH,, —-CH,CH,CH,NH;, -CH,CH,CH,CH>NH,, -
CH,CH,OH, -CH,CH,CH,CO,H mu -CH,CH,CH,CH,CO,H; u RP BLOpaH

ns -CH,NH-, -CH,CH,NH-, -CH,CH,;CH,NH-, -CHRCH,CH,CH;NH-, -
CH,CH,C (O) —, -CH,CH,CH,C (O)- m  —-CH,CH,CH,CH,C (O) —-. B  HEKOTOPHX
IOMNOJIHUTEJIbHEX  BapMaHTaxX oOCylmecTBJeHrs RY  BobpaH w©3 TI'PYIIIH,
cocToAmer 3 D aMMHOKMCIIOT aclapalMHOBOWM KMCJIOTH, TUIYyTaMMHOBOMU
KMCJIOTE, acllapal'MHa, IJilyTaMMHa, TIUCTUMOMHAE, JIM3MHAE, apIMUHUHE,
cepMHa M ajlaHMHa; ITJMLMHa; -NH-CH(R®)-CO-; u -NH-CH (COOH)-RP-;
roe R® BoiOpaH

nus —-CH,NH,, -CH,CH,NH,, —-CH,CH2CH,NH;, —-CH,CH2CH,CH2NH;, -
CH,CH,0OH, -CH,CH,CH,CO,H m -CH,CH,CH,CH,CO,H; mu RP BHOpPaH

n3  —-CH,NH-, -CH,CH,NH-, -CH,CH,CH;NH-, —-CH,CH,CH,CH,NH-, -
CH,CH,C (0) -, -CH,CH,CH,C (0O)- m -CH,CH,CH,CH,C (O)-.

[0269] B BapmMaHTax OCymeCTBJIeHMd, Trne R npucyrcreyer u

IIpencraBJideT coboy HeoOAB3aTeJIbHO 3BaMeleHHHEM aJIkKuJIeH, OH MOXeT

npencTaBJATL cobor C; - Cg ajIKMJIeH, HeoO43aTelIbHO 3aMelleHHBM 1-4
3aMecTUTeJIIMH, BHOpaHHEIMM 13  —NH-, -C(0) -, -COCQCH, -N(C,—-C;
aJIkmJja) —, -NH, wmiam -NH(C;-C3; aJgxmia). B HeKOTOpHX BapuaHTax

ocymecTeJeHra RM mpenmcraBisger co®oi sTuieHguamMrH, -NH-CH (COOH) -
CH,-NH- mym -C(0O)—- CH(CH,NH,) -.

[0270] B BapmaHTax OCYIECTBJIeHUHa, orme RM cymecTByeT U
ABJIAeTCHA TUIPOOMIILHOM aMMHOKMCIIOTOM, OH MOXeT OHBThL BHOpaH U3
TPYIIE, COCTOAmMEeN M3 TJIMIMHa; L u D dopM acnapalMHOBOM KMCJIOTH,
TJIYTaMMHOBOM KMCJIOTH, aclaparMHa, TJIyTaMMHa, TUCTHUIMHA, JWU3UHAE,
apIMHMHa, CceprHa M ajaHmHa; -NH-CH(R2)-CO-; u -NH-CH(COOH)-RP-;
roe R® BoOpaH

ns —CH,NH,, —-CH,CH,NH,, -CH,CH,CH,NH,, —-CHyCH,CH,CH,;NH,, -
CH,CH,OH, -CH,CH,CH,CO,H m -CH,CH,CH,CH,CO,H; u RP BL®paH

n3  —CH,NH-, —-CH,CH,NH-, -CH,CH,CHy;NH-, -CH,CH,CH,CHNH-, -
CH,CH,C (O) —=, -CHCHCH,C (0O) - m —-CH,CH,CH,CH,C (O) —.

[0271] B HeKOTOPHX MOOMOJHUTEJBHHX BapMaHTax OCYIEeCTBJIeHUS,
Korgma R mnpucyTcTBYeT, OH BHOpaH W3 TPYINE, COCTOAmer u3 D
AMUHOKUCJIIOT acrnaparmMHOBOMU KMCJIOTHL, TJIYy TaMUMHOBOM KUCJIOTEHL,

acllapalVHa, JIyTaMMHa, I'MiCTMIOVMHa, JIM3VIHa, ApI'ViIHVMHa, CeplrHa "
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ajlaHMHa; TmJmMuMHa; -NH-CH(R®*)-CO-; wm -NH-CH(COOH)-RP-; rme R®
BHOpPaH

ns3 —CH,NH,, —CH,CH,NH,, -CH,CH,CHyNH,,  -CH,CHRCHCH,NH,, -
CH,CH,OH, -CH,CH,CH,CO,H mu -CH,CH,CH,CH,CO,H; u RP BLOpaH

n3  —CH,NH-, —-CH,CH,NH-, -CH,CH,CH,NH-, —-CHyCH,CH,CH,NH-, -
CH,CH,C (O) =, -CHCHCH,C (0O) - m —-CH,CH,CH,CH,C (O) —.

[0272] B BapmMaHTax OCYINeCTBJIeHMS, Trrme RY npucyTcreByeTr u

InpeocraBjAaeT cobom HeoOA3aTeJILHO 3aMelleHHHBN aJIRMJIEH, OH MOXeT

OpencTaBJIaTe cobom C; - Cg aJIKMJIeH, HeoOA3aTeJIbHO 3aMelleHHBm 1-4
3aMeCTUTEeJIAMA, BHOpaHHEIMM U3  —NH-, -C(0) -, -COOH, -N(C:—-C3
aJkKmia) —, -NH, wmym -NH(C{-C3; aJjxmja) . B HeKOTOpHIX BapMaHTax

ocymecTBJIeHMsa RY mnpepmcraBigeT cofoi sTuieHOMaMrH, -NH-CH (COOH) -
CH,-NH- mim -C(0) - CH(CHNH;) -.

[0273] B BapMaHTaxX OCYIEeCTBJeHMUa, rOe RM npucyrcreyeT u
ABJISeTCA TIUAPOOMIBHOM aMMHOKMCJIOTOM, OH MOXeT OHTHL BHOpaH U3
TPYMNIE, CcocTofdAlleM M3 ITJIMUMHa; L wmimu D dopM aconapal'MHOBOM
KMCJIOTE, ITUIYTaMMHOBOWM KMUCJIOTH, aclaparluHa, IJiyTaMMHa, IUCTHUIMHA,
JIM3UHA, aprMHUHAE, cepuHa W” aJlaHMHa; -NH-CH (R®) —=CO-; m —-NH-
CH (COOH) -RP-; rme R® BHOpaH

ns  —-CH,NH,, -CH,CH,NH,, -CH,CH,CH,NH,  -CH,CH,CH,CH,NH, -
CH,CH,0OH, -CH,CH,CH,CO,H u -CH,CH,CH,CH,CO,H; u RP BL®paH

ns -CH,NH-, -CH,CH,NH-, -CH,CH,CH,NH-  -CH,CH,CH,CH,NH- -
CH,CH,C (O) —, -CH,CH,CH,C (O)- wm —-CH,CH,CH,CH,C(O)-. B HeKOTOPHX
IOMNOJIHUTEJIbHEX BapraHTax oOCylecTBJieHrs, rme RY mnpucyTcTByeT, OH
BHIOpaH M3 TpPYyMNOIOH, CcocToAmer 3 D aMMHOKMCIIOT aclapalMHOBOM
KMCJIOTH, TJIyTaMMHOBOWM KMCJIOTH, aclapal¥Ha, TJIyTaMMHa, THUCTUAMHE,
JIM3MHa, apIlMHMHAa, CepMHa M aJjlaHuMHa,; ITummMluuHa; -NH-CH(R?®)-CO-; u -

NH-CH (COOH) -RP-; rme R® BLIOpaH

nus -CH,NH,, -CH,CH,NH,, —CH,CH2CH,NH;, —CH,CH2CH,CH,NH,,
CH,CH,OH, -CH,CH,CH,CO,H m -CH,CH,CH,CH,CO,H; u RP BL®paH
nus3 -CH,NH-, -CH,CH,NH-, —CH,CHCHyoNH-, —-CHRCH,CH,CHoNH-,

CH,CH,C (O) —=, -CHCHCH,C (0O) - m —-CH,CH,CH,CH,C (O) —.

[0274] B BapMaHTaxX OCYHEeCTBJIeHMS, rOe R mOpucyrcrByeT u
IpencTaBjsaeT coBo¥ HeoOsa3aTeJIbHO 3aMelleHHB aJIKWUJIeH, OH MOXeT
OpencTaBJIaTL cobort C; — Cg aJIkuJieH, HeoOA3aTeJIbHO 3aMelleHHbBm 1-4

3aMecTUTeJIIMHA, BHOpaHHEMM M3  —NH-, -C(0) -, -COCQCH, -N(C1-C3;
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aJgkmia) —, -NH, wmym -NH(C{-Cs; aJgxmja) . B HeKOTOpHX BapuaHTax
ocymecTBJIeHra R mpemcrabigeT co®oi sTwieHguamrH, -NH-CH (COOH) -
CH,—NH- MJIN -C(0) - CH (CH,NH5) —. B HEKOTOPEIX BapMaHTax
OCYHECTBJIEHUSA BHIIEUIJIOXKEHHOTO, AA; INpUCyTCcTByeT, a RF, R p RL?
OTCYTCTBYIOT.

[0275] B HeKOTOPHX BapMaHTaxXx OCYINEeCTBJIEHMS BHIIEU3JIOKEHHOTO,
AA, npucyTcTByeT m RM, R u R orcyrcTByOT.

[0276] B HeKOTOPHX BapMaHTax OCYINEeCTBJIEHMUS BHIIEU3JIOKEHHOTO,
AN, npucyTcTByeT, a RMY mpucyrcrByer, a RY¥ u R orcyTCcTBYIOT.

[0277] B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUS BHIIEU3JIOKEHHOTO,
AA, npucyrcrByeT, RY  npucyrcreyer, RY npucyrcreyer um RYP
OTCYTCTBYET.

[0278] B HEeKOTOPHX BapMaHTax OCYHNEeCTBJIEHMS BHIIEM3JIOXEHHOTO,
AA, NOPUCYTCTBYeT, R mpucyTcTByeT, RL?  mpucyrcrByer m  RPS
IPUCYTCTBYET.

[0279] B HEeKOTOPHX BapMaHTax OCYHNEeCTBJIEHMSA BHIIEM3JIOXKEHHOTO,
AA;, mpencTaBygeT cobo¥ TUOPOOMIBHYI aMMHOKMCIIOTY ¥, IIO MeHbIen
Mepe, omuH wu3 RM, RM p R mpucyrcTByeT M IpencTaBiigeT coBoil
HeoOsa3aTeJIbHO 3BaMelleHHB aJIkKMJIeH, Kak yKas3aHO BHIIe.

[0280] B HeKOTOPHX BapMaHTaxX OCYIMEeCTBJIEHMS BHIIEU3JIOXEHHOTO,
AA, mnpencTaBJsgeT coboM IJIYTaMMHOBYI KUCJIOTY M, IIO MeHbIlel Mepe,
omuH w3 RM, R R mpucyrcrTByeT M OpencTaBigeT  coOou
HeoOsa3aTelIbHO 3aMelleHHB aJIkMjleH, Kak yKasaHO BHIIe.

[0281] B HeKOTOPHX BapMaHTaxX OCYMEeCTBJIEHMS BHIIEU3JIOXEHHOTO,
AN, ImpencTaBifgeT CcoBoi  IUIYTaMMHOBYID KMCJOTY, RP mpemcrassger
CcoBoM TUOPOPMIILHYD aMMHOKUCIIOTY M, IIO0 MEHbIel Mepe, oOuMH U3 R u
R mpucyTcTBYEeT U IpencTaBJIgeT coBoM HeoOg3aTelIbHO 3aMelleHHEI
aJIKMJIeH, KakK yKa3aHO BHIIE.

[0282] B HeKOTOPHX BapMaHTaxX OCYIMEeCTBJIEHMS BHIIEU3JIOXKEHHOTO,
AA, m RM mpemcraBignT  cOBOM  IMMIOPOOMUIIBHEIE aMMHOKMCJIOTH 1, IO
MeHbIlell Mepe, omuH M3 RY u RI® npucyTcTByeT M HOpencTaBigeT coBoil
HeoOa3aTelIbHO 3aMelleHHBM aJIkujleH, Kak yKasaHO BHIIe.

[0283] B HeKOTOPHX BapMaHTaxX OCYIMEeCTBJIEHMS BHIIEU3JIOXKEHHOTO,
AA; OpencraBJideT cobom TUOPOOUIIEHYIO AMVUHOKUCJIIOTY u RELL u
HeobgsaTesbHO RM  mOpemncrTaBiglT  CcoBoM  HeoBOS3aTelIbHO  3aMelleHHEI

aJIKMJIEH, KakK YKa3aHO BHIIEe.
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[0284] B HeKOTOPHX BapMaHTaxX OCYMEeCTBJIEHMS BHIIEU3JIOXKEHHOTO,
LY He CcoOmepXuUT ITUVIMLUMHOBEM OUIENTHUI (IViM-IuK), TPUIOEOTHUO MU
TeTpalelTUl. B HEKOTOPHX BapMaHTax ocylecTBJeHMsda, LI He BxjouaerT
nentmn Asn - (D) Lys.

[0285] B HeKOTOPHX BapMaHTax ocylecTBJeHMs, LT Bxiouaer
MOOMOUUMPOBAHHEM I[IEITUI, MVMeoIMi OT OBYX IO UYeTHpexX aMMHOKMCJIIOT.
MomouOUIIMPOBAHHEM IHelTUI COOEPXUT AaMMHOKMCIIOTY B I[OJIOXeHUMM 1
(AA1), BHIOPaHHYIO oJIs OIITUMM 3a LU BEICBOOOXIOEHM I 3BEeHa Dx
(HanpuMep, IpoTeas3HBEM pPacllellJIEHMEM UYepe3  aMUIHYID IIelTUIHY
CBA3L). B omHOM MM oOOOMX M3 MHNoJiokeHmir RYM u RY mnpepmcrassgeT
coboM aMMHOKMCJIOTY, KOTopasa MeHIeT OpMeHTalLui TUIMUYHEX CBA3en
IIelITUOOB N Ha C n criocobcTByeT IIPpUCOeINHEHUIO rocJiegHeMn
aMMHOKMCJIOTH (HampuMep, RY wmmm RY®), xoTopad, OO IpPUCOeIUHEHUS
3BEeHa JIMT'aHa, BKJIKUAeT O—-aMUHOTPYIIY, 3allMIeHHYI KaK MaJleMMuU .
AMUMHOKUCIIOTa, uMeKmad ofpalleHHylo N Ha C CBA3b, IPUCOEOMHAETCHS K
clienywmer TpyIne uepes CBOK OOKOBYKD lelb. B HEKOTOPHX BapMaHTax
OCymMEeCcTBJIEHUA, 5STa aMMHOKMKCIIOTa SMABJIAeTcd ajbba-aMMHOKMCIIOTOM. B
IPYIMX BapMaHTax OCYIIeCTBJIEHMS, OHa MOXeT IIpelcTaBJIaThL Ccobol
feTa- WIM TI'aMMa-aMMHOKMCJIOTY. B HEKOTOPHX M3 5BTHUX BapMaHTOB
OCyIleCTRBJIeHNHA, OOkKoBad Ilenb BeHOpaHa wu3 -CH,NH,-, -CH,CH,NH,—-, -
CH,CH,CH,NH,~ » -CH,CH,CH,CH,NH,— .

[0286] B HeKOTOPHX BapMaHTax ocymecTBJeHMs LY aMmMHOKMCIIOTA,
uMepmasa ofpameHHylo N Ha C cBa3b (RM) npucoemmHeda k RM wym RP3,
roe RY wuymm R npepcraBigeT coBOM IMOPOPMIILHYIO aMUHOKMUCIIOTY WIIU
HeoOsa3aTelIbHO 3aMelleHHB aJIKMJIeH, B COOTBeTCTBUM C JIOOBM U3
BapMaHTOB OCYIECTBJIEHVSA, OIMCAHHBX BHIIE.

[0287] B HeKOTOPHX BapMaHTax ocymecTBJeHMS LY aMMHOKMCIIOTA,
uMepmas ofpameHHylo N Ha C c¢BA3b, (RM) npucoemmuHena k R, 1pme R
npelcTaBJIgeT cobom HeoOa3aTeJIbHO 3aMelle HHEIM aJIKMJIeH, B
COOTBETCTBMM C JIOOBIM M3 BapMaHTORBR OCYMECTBJIEHMS, OIMCAHHEX BHIIE .

[0288] B HeKOTOPHX OOMOJHUTEJBHHX BapMaHTax OCYIEeCTBJIeHU,
LY mpenmcTaBijdeT Co0O0M TUIPOOMILHEIL, paclmellJISeMell JIMHKep, Kaxiad

BETBEL UMeeT QOpPMyJIIY :
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A A

Y Y A

AMMHOKMCJIIO TEL 1 2
B KoTOpoi R?! Bm®pan wus CH,NH,, -CH,CH,NH,, -CH,0H, -CH,CH,OH,
-CH,CO,H, -CH,CH,CO,H, -CH,CH,CH,CO,H wu -CH,CH,CH,CH,CO,H; wm R??
BeIOpaH wus -CH,NH,, -CH,CH,NH,, -CH,OH m -CH,CH,OH. JleBas u mnpakad
BOJIHUCTHE JIMHUM YKa3HBalT [IPUCOeOMHEeHMe K 3BeHy D u L%, wim
BeTBM LY, cooTBeTCcTBEHHO.

[0289] B OONOJHMTEJNBLHHX BapMaHTax ocymecTiByenus LY mam ero

BETBL UMeeT GQOpMyJIY :

O COZH R22
.%’ y N N/E
H H H
g @]
OH

B KoTopol R?? pBobpan wus -CH,NH,, -CH,CH,NH,, -CH,OH u -
CH,CH,OH. B HeKOTOPHX BapMaHTaxX OCYIecTBJIeHua R?? BobpadH U3 -
CH,NH, wm -CH,CH,NH,. Jleragd ™ IIpaBad BOJIHUCTEE JIMHUM YKa3HBaKT
npucoemuHeHMe K 3BeHy Dy u L?, wmwiau BerTBM LY, COOTBETCTBEHHO.

[0290] B HEeKOTOPHX BapMaHTax ocymecTBJeHud LY maM ero BeTBbL

uMeeT QOPMYJIIY :

NH,
o CO,H e
.%/ ; N \\W//\‘N’é
H H H
: o
0% SoH

BOJIHUCTEIE JIMHUM CJIeBa U CIIpaka YKa3EBaAKT IIOJIOXEeHIMA 3BE€Ha Dz

n 1%, COOTBETCTBEHHO.

[0291] B HEeKOTOPHX BapMaHTaxX ocymecTBJeHuda L' MJIM eTo BeTBbL

uMeeT QOPMYIIY :
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0 COH NH;

N
ZL
IIIIllln-<
I=Z
=z
jg
Iz
-

o OH

BOJIHUCTEIE JIMHUM CJIeBa U CIipakBa YKa3EBaAT IIOJIOXEHIMA 3BEHa Dg

u 1%, COOTBETCTBEHHO.

[0292] B HEeKOTOPHX BapMaHTax ocymecTBJeHuda LY maM ero BeTBb

nMeeT QOPMYyIIY :

NH
CO,H z

Tz
Iz
e

AN
ZT
O mne.
O
ZT
oﬁ
mm\

I

BOJIHMCTEIE JIMHUM CJIeBa U ClpaBa YyKa3HBaklT IIOJIOKeHMA 3BeHa Dg
n L%”, COOTBeTCTBEHHO.

[0293] B HeKOTOPHX BapMaHTax ocymecTBJleHud LY miamM ero BeTBbL
uMeeT QOPMYJIY :

NH,

Jiu
o
I
o
o
h+]
T
Z
I
>.m||||lll\
I=Z
e

Q
o
I

BOJIHUCTEIE JIMHUM CJIeBa U CIIpakBa YKa3EBaKT IIOJIOXEeHIMA 3BE€Ha Ds

n L#, COOTBETCTBEHHO.

[0294] B HEKOTOPHX BapMaHTax ocymecTBJeHrsa LY mam ero BeTBb

uMeeT QOPMYIIY :

=
I
9

I

y

X
Z
ZT
)
>-nn|||||l\
Iz
-

<

BOJIHUCTEIE JIMHUM CJIeBa U CIIpaka YKaS3EBaAKT IIOJIOXEeHIMA 3BEHa Ds
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n 1%, COOTBETCTBEHHO.
[0295] B HEeKOTOPHX BapMaHTaxX ocymecTBJeHuda LY MJIM eTo BeTBbL

uMeeT QOPMYIIY :

-ulnlllll\
=
o

o

O
I

N
ZT1
O Tiimns
@]
IZ%
=
;§
LZ
.

BOJIHUCTEIE JIMHUM CJIeBa U CIIpakBa YKa3EBaAKT IIOJIOXEHIMA 3BEHa Dg

u L%, COOTBETCTBEHHO.
[0296] B HeKOTOPHX BapMaHTax ocymecTBjeHusa L mam ero BeTBb

uMeeT QOpPMYyIIy :

ZT

o [
)
o Iz
I 2
ZT
Iz
Aty

<

BOJIHMCTEIE JIMHUM CJIeBa U CIIpakBa YKa3EBakT IIOJIOXKeHMA 3BeHa Dz

n L”, COOTBeTCTBEHHO.

[0297] B HeKOTOPHX HOOIOJIHUTEJIBHHX BapMaHTax OCyMeCTBJIEHUS

BHIIEM3JIOKeHHOTO, LY mpemncrarisgeT co®ol pa3BeTBJIEHHBM I'MOPOOUIILHEI

JMHKEP, UMelmui GopMyJIy :

H \-—<
AT

HN

=§F—R” -

He3aBMCHMO BH@paH M3 TPYIIIH,

\\\‘

Tome wKaxnelr R3L cocToAmel u3 -

CH,NH,, —-CH,CH,NH,, -CH,0H, -CH,CH,0OH, -CH,CO3H, -CH,CH,CO.H, -
CH,CH,CH,CO,H m -CH,CH,CH,CH,CO5H M KaxXIasd W3 II0JOCOK IIOKa3HBaeT
Dg, ¥ BepTUKaJbHad NOYHKTUPHAA JIMHUA

IIprnMcoerMHeHNMEe K 3BEeHY
IIOKAa3EBaeT CcamT IIPMCOeIVMHEeHNMA K 3BeHY JIMI'aHIa.

[0298] B HeKOTOPHX HNOMNOJHUTEJIBHHX BapMaHTax OCYMeCTBJIEHUS

BHIMEM3JIOXKeHHOTO, LT mpencrarisgeT cob®oM pa3BeTBJEHHBM I'MIPOOUIILHEIMA
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JMHKEP, UMelmui (GopMyJIy :

) OH o
H\vz'OH
N
K(O )O_ O .
NH NH b
NN Oﬁ% ,,,, ., 0
L( / NH HN \”<
O HoN 0 e OH
B o
i \_<
-~ OH

Opu STOM KaxIas M3 IIOJIOCOK IIOKa3HBaeT IIPUCOeIMHEHMNE K 3BEHY
D M BepTUKaJbHasg NOYHKTHMPHad JMHUA oBo3HauvaeT CcauT IIPpUCOeIMHEHUS
I0JIS 3BeHYy JMIaHOa.

[0299] LA-cyOmemmHMlla oNMcCaHa 0OoJiee MNONPOOHO BHIIE.

[0300] B kaxmoM M3 BapMaHTOB OCYIECTBJIEHUd, IIpelCTaBJIEHHEX
BHIIE, KaxIasd M3 AaMMUHHHX, I'UIPOKCUIILHHX ¥ KapOOKCUJIBHEIX ITPYIII
HeoBsA3aTeJIbHO HaxXOOUTCS B 3alUleHHOM odopMe. IIOOXOOAMMEe 3BalMTHHE
TPYINE IIpencTaBJieHE B Greene and Wuts, Protective Groups in
Organic Synthesis, J. Wiley & Sons ¥ O0OBUHO BHOMpPATCS Tak,

UTOOH yOaJIATHLCA He3aBUCUMO oOpyTn OoT IOpyTa.
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A\
ZzT1
Tz
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T
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0 CO,H R?
P N N
1 H ! VIIb
R _
S s—1L
O COzH Rz
P
P H H S—1 (Vlc)
R! O
HO,C
0 CO,H R?
p” N N
H H (VIId)
R’ O S—1L
HO,C

roe P gaBjagercs H waM  3amlMTHOM  TPYIMIOoM, M Kaxias U3
ocTaBmMXCA  QPYHKIMOHAJLHEX TPy, IPpUCYTCTBYIIOMN/E B R, R?,
IIOKAa3aHHBIX KapBOHOBHIX KMcJoTax, ABJIATCSA HeoOsa3aTeJIbHO
3alMMeHHEM M S OpedcTaBJIgeT coOoM aTOM CepH JUTaHIa.

JleueHre zabojieBaHUM

[0301] Taxkxe IpUBEOEeHE  CIOCOOB  JIeUeHUd 3a00JIeBaHUM c
IIOMOIBID KOHBIOIATOBR JMUIaHO-JIMHKep-JIeKapCTBeHHOEe CpeldCcTBO C Jiwobdoln
u3 QOpMyJI, OIMCAaHHHX B JaHHOM @»OOKYMeHTe. 3aboJjieBaHMe MOXET
OpencTaBJIATL cobo¥, HaopuMmep, 3JI0KaueCTBEeHHOEe HOBoOOpa3oBaHUe
VI ayTOMMMYHHOE 3aboJieBaHMe . KoHmoTaTH JIMTaHO-JIMHKEep—
JIeKapCTBEHHOE CpenCTBO BBOOAT B TepaleBTUUYECKUM 5BOOeKTHUBHOM
KOJIMUYeCcTBe U IO TepaleBTHUUYEeCKM 20PeKTHMBHOM cxeMe. B HeKOTOPHX
acrieKkTax, -IOO3a KOHEBIOI'aTa COCTAaBJSEeT pPaBHYKR WJIM MeHblIle, UYeM VY
COIIOCTaBMMOTO IBYKPATHO HaT'PyXeHHOT'O KOHBOI'aTa. B  HEKOTOPHX
acrieKkTax, -IO3a KOHEBIOI'aTa COCTAaBJSEeT pPaBHYKR WM MeHblIle, UYeM VY

COIIOCTaBMMOI'O UYEeTHPEeXKpPpaTHO Hal'PYyXeHHOI'O KOHTEKRI'aTa. B HeKOTOPEX
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acrexkTax, I03a KOHEOITATa COCTABJIAET PaBHYI WMJIM MeEHblle, UYeM VY
COIIOCTABMMOTO MOBYKPATHO HATPYXEHHOT'O KOHBIOIaTa, B TO BpeMsa Kak
cxeMa IOO3MPOBAaHMSA Takasa Xxe, wiInm ©OoJlee penmkasg. B HEKOTOPHX
acrekTax, JI03a KOHEOIAaTa COCTAaBJIAET PaBHYI WJIM MEHblle, UYeM VY
COIIOCTABMMOTO UETHPEeXKPAaTHO HATPYXeHHOT'O KOHEBOIATa, B TO BpeMd
KakK CcxeMa »OO3UPOBAaHMA Takas xe, win 0oJlee pelkKas. B HEKOTOPHX
OOTIOJIHUTEJIb HEIX acriekrax, hifelch KOHBIOTaTa BoJibmre n cxeMma
OOBMPOBAHMUA Takas Xe WIM pPexe, uYeM VY COIOCTAaBUMMOTO IBYKPATHO
HAaTpPYXeHHOTO KOHBIIaTa. B HEKOTOPHX IOMOJIHUTEJIBHEX acllekTax,
0oO3a KOHBIIaTa MeHblle UM CcxXeMa IO3MPOBaHMS Takasd Xxe, WiIn 0oJiee
penkas, ueM y COIOCTaBUMOTO YeTHPEexXKpaTHO HaTPYXEeHHOT'O
KOHBIOTaTa. KoMIIapaTOpHBEM KOHBIOIAT MOXET IIpeIcTaBJIsTb coBol,
HanpuMep, TOT Xe KOHBTaT JMIaHO-JIeKapCTBEeHHOEe CPeldCcTBO-JIMHKEpP,
VMENMNWY HaT'py3KYy JIeKapCTBEeHHOTO CpencTBa 2 uiau 4.

JleueHre 3JIOKAUECTBEHHOT'O HOBOOOpaszOBaHUSA

[0302] KoH®oraTH JIUTaHI-JIMHKEep-JIeKapCTBEeHHOe CpencTBO
ABJIAITCA IIOJI€3HBIMM OJIS MHIUOMPOBAHUA PaBMHOXEHUS  OIIYyXOJIeBEHIX
KJIETOK WMJIM PakKOBHX KJIETOK, BHS3HBAaSA allolTO3 B OIYXOJIEBHX WJIM
PAKOBHX KJIETOK, WJIM IJId JIeUeHMS 3JI0OKAaUeCTBEHHOTIO HOBOOOpasOBaHUA
y naumMeHTa. KOHBOITATH JMUIaHI-JIMHKEePp-JIEKAapCTBEHHOE CPEeIOCTBO MOITYT
OHITE MCIIOJIB30BAHE, COOTBETCTBEHHO, B PAa3JIMUHEIX YCJOBMSAX MOJIA
JleueHus 3JI0KaUeCTBEeHHEX HOBOOOpPAasOBaHUN . KoHTIOTaTH JMUTaHI—
JIeKapCTBEeHHOE CpeICTBO MOTYT OHBTb MCIOJIB30BAHE OJIS HOOCTaBKU
JIEKAPCTBEHHOTO CpelCcTBa K OIIYXOJIEBHM KJIeTKaM WIM IPYTUM PaKOBHM
KJIETKAaM. He ©OynoyuM CBS3aHHEIMM  TeEOpPHUEN, B OIDHOM BapHaHTe
OCyINeCTBJIEHU S 3BEHO JuTaHna KOHBIOTaTa JIUTaHO-JIMHKEeP-
JIeKapCTBEeHHOe CpencTBO crieundmUUe CcKm CBABLHBAETCHA C  MMIIEHBI
(HanmpuMep, AHTUMITE€HOM PAaKOBHX  KJIETOK), ¥  KOHEBOITAT  JIMTAaHI-
JIeKapCTBEHHOE CPeIOCTBO MOXeT OHTL IIOIVIONEH (MHTEePHAJIUM3UPOBAaH)
BHYTPE OIIYXOJIEBOM KJIETKM MWJIM PaKOBOM KJETKM IIYTEM PelelTop-—
ONIOCPEeNOBAHHOTO DSHIOUMTO3a M OPYIOI'O MEeXaHM3Ma WVHTEePpHAJIM3aLMUM.
AHTHMTeH MOXeT OHTE IIPMCOSIMHEH K OIIYXOJIEBOM KJIETKe WJIM PakKoBOM
KJIETKe WJIM MOXeT OHTE OeJIKOM BHEKJIETOUHOI'O MATPMKCa, CBSI3aHHEM C
OIIyXOJIEBOM KJIETKOM WJIM PaKOBOW KJeTkoM. IlolnaB BHYTPL KJIETKHU,
JIeKapCTBEeHHOe CpenCcTBO (UMTOCTATUUECKOE CpenCcTRBO)

BEICBOOOXIEHMAETCH B KJIeTKe. B AJIETEPHATMBHOM BaplMaHTe
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OCYIECTRBJIEHVA, JIEKAPCTBEHHOE CPeICTBO WM 3BEHO JIEKAPCTBEHHOTO
CpelCTBa OTIHEIJIAeTCSaS OT KOHBRITaTa JUIaHI-JIMHKEeP-JIEKapCTBEHHOEe
CpPenCcTEO BHE Oy XO0JIeBOM KJIETKU VI pakKoBom KJIETKMU, u
JIeKapCTBEHHOE CpPeInCTRBO VI 3BEHO JIEKapCTBEHHOTO cpencTea
BIIOCJIENCTBUM IIPOHMKAaeT B KIIETKY.

[0303] KOHBOIATH JMIaHO-JIMHKEp-JIeKapCTBEeHHOE CPenNCcCTBO MOIYT
oBecrneurBaThk KOHBRTAlMA-CIeLUUPUUECKOe JIeKapCTBEHHOE HalleJIMBaHMe
Ha OIyXOJIb MM  3JIOKaueCTBEHHOE HOBoOOOpasoBaHUe, TeM CaMbM
yMeHblIagd OOyl TOKCUUHOCTE IIpelapaTa (ecjiM Ha3HadalT OTIOeJIbBHO) .

[0304] B OIIHOM BapMaHTe OCYyIeCTBJIEHNS 3BEHO JIMTaHm
crieuM@MUUeCcKy CBA3HBAETCSA C OIIYXOJIEBOM KJIIETKM WMJIM PaKOBOM KJIETKM.
[0305] B IpyITOM BapMaHTe OCYyIUeCTBJIEHUS 3BEHO JUuraHga
crielndmUUeckKkn CBABHBAETCS C aHTUTEHOM OIIyXOJIEBOM  KJIETKM MU
PAaKOBOWV KJIETKM, KOTOPHM HaXOOMTCSA Ha IIOBEPXHOCTU OIIYyXOJIeBOM
KJIEeTKM WMJIM PaKOoBOM KJIETKU.

[0306] B I1mOpyroM BapMaHTe OCYWEeCTBJIEHMA 3BEHO JMT'aHIOa
crneludmUUecky CBABHBAETCSA C AaHTUTEHOM OIIyXOJIEBOM KIJIeTKM WU
PaKoOBOV KJIETKM, KOTOPHM MIpeAcTaBJjisgeT cobol ©0eJIok BHEKJIETOUHOTO
MaTpuUKCa, CBS3AHHHEM C OIIYXOJIEBOM KJIETKOM MJIM PakKOBOM KJIETKOM.

[0307] CrieundmUUIHOCTEL 3BEeHa JMTraHma OJIs KOHKPETHOM
OIIYXOJIEBOM KJIETKM WJIM PakKOoBOM KJIETKM MOXeT OHBTb BaXHBIM IJIA
omnpeneJieHUsS Tex OINYXOoJeW WM 3JIOKAaUeCTBEeHHHX HOBOOOpAa30BaHUM,
KOTOpHEe HauboJiee 30PeKTHMBHO NOOOAKTCH JIeUeHUD.

[0308] KoHKpeTHEEe BUOB BJIOKAUYECTBEHHHX HOBOOOpa30BaHUM,
KOTOPHE  MOXHO JIEUUTh C TIOMOIBK  KOHBOIATOB JIMTaHO-JIMHKEep—
JIeKapCTBEeHHOE CpPenOCcTBO, BKJKUYAKT, HO He OIpPaHMUMBAKLTCA WMM,
COJIMOHEIE OINYXOJM (HalpyMep, IIOUEeUHO-KJIETOUHEM pPak, pakK I[IeueHUu u

Pakr KOXMU ) u 3JIOKaueCTBeHHEIE HOBOO@paSOBaHMH KpPpOBM (HaanMep,

OCTPEM MMeJIOBJIaCTHEM JieMko3 (AML), XPOHUUECKUN MMeJIOUUTAapPHBN
JIEMKO?3 (CML) , XPOHWUECKUN JIMMOOLIU T apHEIN JIEMKO3 (CLL) u
MHOXeCTBeHHasd MMeJioMa). MOXHO JIeUMTb OCTPHEHE U  XPOHUUECKUE

JeMKOo3H U JMMOOME (TakMe Kak JmuMpoMa XOIXKKMHA U HeXOIXKMHCKME
JIMMQOMEL) .

[0309] 3JyokaueCTBeHHEIE HOBOOOpPa30OBaHMA, BKJKUaAsg, B KaudeCTBe
HEOTPaHNUMB AKX [IPVIMEPOR, OIIyXOJIb, MeTacTas3H VI opyroe

3aboJIeBaHMe WU paCCTpOﬁCTBO, XapaKkTeprusypilmeeCAd HeKOHTPOJIMPYeMbIM
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POCTOM KJIETOK, MOXHO JI€UUTHL WM IIOHAaBJIATEH BBeOeHMEeM KOHBIAaTOB
JINTaHO-JIMHKep-JIEKapCTBEeHHOE CPenCTBO.

[0310] B 1mpyruMx BapMaHTax OCYIeCTBJIEHUd, npenoCcTaBJIeHE
CIIOCOOEL JIeUueHMs  3JIOKadeCTBEHHOI'O HOBOOOpas3OoBaHUMAg, BRJIOUAKINE
BBeIeHMe IalMeHTy, HyXIaoleMyCs B 53TOM, 3200eKTHMBHOTO KOJIMUeCTBa
KOHBOTaTa JMUITaHO-JIEKapCTBEeHHOE CPeICTBO U XUMMOTEpaleBTUUeCKOTO
cpencTea. B OIHOM BapMaHTe OCYMECTBJIEHUS, XUMHUOTepAalleBTUUeCKOe
CpeICTBO IIpelcTaBJjideT cobom  TakKoBOE, Opu  JIeYeHVM  KOTOPHEM
3JIOKaYeCTBEHHOTO HOBOOOpa30BaHUA He oOHapyXuBaeTCs, uTo
3JI0KAUeCTBEHHOe HOBOOOpaszoBaHMe MABJAeTCH pedpaKTOpHHM. B IpyToM
BapraHTe OCyIeCTBJIEHUS, XUMUOTepaleBTHUUECKOe CPeICTBO
opeIcTaBJifgeT CcoOOM TaKOBOe, IIPM JIeUeHUM KOTOPEM 3JI0OKAaUueCTBEHHOI'O
HOBOOOpPAa30BaHUA oOHapyXMBaeTCHd, uTo 3JI0OKaAUeCTBEHHOS
HOBOOOpAas3oBaHMue ABJIAETCH pebpakTOpPHEI. KoHBOIaTH JUTaHo-
JleKapCTBEHHOE CPelCTBO MOXHO BBOIMTL I[alMEHTY, KOTOPHM TakKkxe
[lepeHeC ollepalMio B KadeCTBe JIeUeHMA paka.

[0311] B HeKOTOPHX BapMaHTax OCYIMECTBJIEHUSA IIallMeHT TakKxXe
ojiydaeT IOOIOJIHUTEJIBLHOEe JiedeHue, TakKoe Kak JydebBad Tepalud. B
KOHKPETHOM BapMaHTe OCYMeCTBJIEHUA JUMTaHI-JIeKapCTBEeHHOEe CPenOCcTBO
KOHBIOTAT HasHavalnT OIHOBPEMEHHO C XMMMOTEepaleBTUUECKMM CPedCTBOM
NI c Jy4JeBOn Tepanuen. B OpyT oM KOHKPETHOM BapraHTe
OCYIMEeCTBJIEHUS XMMMOTEepaleBTUUeCKOoe CPelCcTBO WM JIyUdeBYyKD Tepaluio
IPUMMEHSAT OO WM II0CJIe BBeIOeHUS KOHBIaTa JMIaHI-JIeKapCTBEeHHOe
CpeICTEO.

[0312] XuMmoTepaleBTUUeCKoe CPeLnCTBO MOXHO BBOIOUTH B
TeueHMe psAla CeCcCHMM WMIM B KauecTBe OOHOKPATHOM IO3H. MOXHO
BBOAMTEL JioBoe U3 WIM KOMOMHALMI XUMMOTEpAaleBTUUECKUX CPenOcTB,
HanpuMep, CTaHOapTHOE us3 JleueOHHIX XVIMMOTepaneBTUUECKUX
cpencTe (Ba) .

[0313] Kpowme TOTO, IpenoCTaBJIARTCSA CTIOCOOH JleueHusd
3JI0OKAUEeCTBEHHOTO HOBOOOpa30BaHMA KOHBOTATOM JIMTaHO-JIeKapCTBeHHOE
CpPelCTBO KaK aJjlbTepHaTMBa XUMMOTepalMM WM JIyUeBOW Tepaluu, TIOe
XVUMMOTepalmusa WM JydeBasd Tepanusa oKasajlack WIM MOTYT OKasaTbCs
CJIMMKOM  TOKCHWYHEMM, HalnpuMep, OPUBOOAT K  HeNpUMeMJIEMHM  WJIU
HellepeHOCUMEM M[HOOOUHEM 5bdbekTaM IOJId MHIOMBUIOYYMa, [IOIJeXalelo

JeueHMo. IlomJjexamui JieueHMIOo MallMeHTa MOXHO, IIO XeJIlaHMio, JIeUMTE C
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[IOMOIEBK IOPYTOT'0 I[IPOTMEBOPAKOBOTO JIEUEHMS, TaKOT'O KaK XUPpypIus§d,
JydyeBasa Tepanuda WIM XVMMMOTEepalnus, B 3aBUCHUMMOCTM OT TOI'O, KakKoe
JIeUeHUe SABJIAETCH INPUEMIIEMBEIM WMJIIM [IE€PEHOCUMEIM .

JleueHMe ayTOMMMYHHEX =3afoJjieBaHUuM

[0314] KoHBOIATH JUTaHO-JIEKAPCTBEHHOE CPEeInCTBO IIOJIE3HH JIA
YHUUTOXEHUS WJIM MHIUOUPOBAHUS pPeIllIMKaluuM KJIETKM (OK), KOoTopasd
BEIBEHIBAST MJIM BOBJIeUeHa B ayTOMMMYHHOe 3aboJjieBaHMe, WM OJ4
JIeUueHM Ay TOVMMMYHHOTO 3aboJiIeBaHUA . Konm®oTaTH JIMTaHO—
JIEKapCTBEHHOE CPeOCTBO MOT'YT OHBTEB MCIOJIE30BaAHE COOTBETCTBEHHO B
CaMBIX Pa3HBX YCJOBUAX IJIA JeUeHMS ayTOMMMYyHHOT'O 3abojieBaHUuAd Y
naueHTa. KoHBOIATE JIMI'aHO-JIEKAPCTBEHHOE CPEeOCTBO MOTYT OHTH
MCIIOJIE30BaHE IOJIS OOCTaBKU JIEKApCTB B KJIeTKM-MUIIeHM. He Oynyum
CBA3aHHBEIMM TeopHuel, B OIHOM BapMaHTe OCYmEeCTBJIeHMS KOHBITAT
JIUTaHO-JIeKapCTBEHHOE CpenCcTBO crieuudpmuuecrum CBA3EBAETCHA C
QHTUTEHOM Ha IIOBEePXHOCTM KJeTKM-MUIIeHV, ¥ KOHBI'aT JMUIaHI-
JIMHKEePp-JIeKapCTBEeHHOEe CPemOCcTBO 3aTeM IollaZaeT BHYTPb KJIEeTKU-
MUIIEHU [IOCPenCcTBOM PELEeNTOpP—0IOCPeIOBaHHOTO DHOOLMUTO3a VI
OpYyTOT0 MeXaHM3Ma MHTepHalM3aluu. OkaszaBLKCEL BHYTPU  KJIETKHU,
3BEHO JIEKApCTBEHHOT'O CpeIcTBa BHCBOOOXIaeTCsa. BeCBOOOIMBIMECS
3BeHO JIeKapCTBEHHOTO CpelcTBa 3aTeM CBOOOIHO IJIA IIepeMeleHra B
LHMTOB0JIE ¥ CTUMYJMPOBAHMA LIUTOTOKCUUECKUX WJIM LUTOCTATHUUECKUX
AKTUBHOCTEM. B aJIb TepHaTMBHOM BapMaHTe OCyIMEeCTBJICHU I
JeKapCTBeHHOe CpelCcTBO OTMENJIAeTCH oT KOHBIOTaTa JIMTaHg—
JIeKapCTBeHHOEe CPpelCTBO CHapyXu KJIETKM-MUIIEHM, W JIeKapCTBEHHOE
CpelCTRBO VI 3BEHO JIEKapPCTBEHHOTO cpencTBa BIIOCJIEOCTBUU
IIPOHMKAET B KJIETKY.

[0315] B OIIHOM BapMaHTe OCyleCTBJIEHUSA 3BEHO JInraHga
CBA3HBAETCA C AayTOMMMYHHEHM aHTUIeHOM. B OIHOM acleKTe, aHTHUIeH
HaxXOOMTCA Ha IIOBEPXHOCTHM KJEeTKM, YyUacTByKIelr B ayTOMMMYyHHOM
COCTOSHUM .

[0316] B OpyT'OM BapuaHTe OCylleCTBJIEHUSA 3BEHO JnTraHga
CBA3HBAETCA C ayTOMMMYyHHEIM aHTUI€HOM, KOTOPEM HaxXoIMTCAd Ha
[IOBEPXHOCTU KJIETKM.

[0317] B OIIHOM BapMaHTe OoCylleCTBJIEHNSA 3BEHO JInTraHga
CBABEBAETCA C AaKTHUBUMPOBAHHHMM JIMMOOIIMTaMM, KOTOPHE CBSA3aHH C

COCTOSAHMEM ayTOMMMYHHOTO 3abojieBaHMA.
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[0318] B DOONOJHUTEJNILHOM BapMaHTe OCYIEeCTBJIEHMA KOHBIOTAaT
JMTaHI-JIeKapCTBEHHOE CpPEeIOCTBO yOMBaAeT WM I[IOIaBJIAET pPa3MHOXEHNE
KJIETOK, KOTOPHE IPOM3BOOAT ayTOMMMYHHHE aHTUTeJa, CBSA3aHHHE C
OTIpelleJIEHHEIM ayTOVMMYHHEM 3aboJIeBaHMEM.

[0319] KoHkKpeTHHEe BMIH ayTOMMMYHHHX 3abojieBaHUM, KOTOPHEe
MOXHO JIEUMTE KOHEBOI'aTaMM JMI'aHoa C JIEKAaPCTBEHHEIM CpPEeNCTBOM,
BKJIOUAT, B KauvecTBe HeOoT'pPaHUUMBAKIMX  [IPMMEPOR, HapylueHus,
cBaAz3aHHEe ¢ Th2-gumpoumTamMm  (HaopuMep, aTOOMUYeCKuM IepMaTuT,
aTonmMueckasd OpoHxXMaJlbHasd acTMa, PUHOKOHBIOHKTUBUT, aJlJIepTUuecKUM
PUHAUT, CUHIOPOM OMeHHa, CUuCTeMHas CKJIEpOLOEepPMU I u peakums
TpaHCIJIaHTaT I[IPOTHMB XO3fAMHAa); pPacCcTpOoMCTRBa, CBsS3aHHEHe C Thl-
JumMbolMTaMu  (Halp., PEeBMAaTOMIHHM apTPUT, pPacCesaHHHM CKJIEpos3,
ncopuas, cuHOpoM  CeepIlpeHa, TUPEOUIUT XammMMoTo, orddy 3HEM
TOKCUUECKUN 3006, [IePBUYHHM OUIMAPHLM  LUPPO3, TpaHyJIeEMaTO3
Berenepa u TyOepkyJes); 3abojieBaHMA, CBA3aHHHEHE C aKTUBUPOBAHHBMU
B sumbpoumTaMmM (HaopuMep, CHUCTeMHas KpacHas BOJIYaHKa, CHUHIPOM
T'vomacuepa, PeBMaTOUIHHM apTpuT M amader I Tuna) .

[0320] Taxkxe PaCKPBITEL CIIOCOOH JleueHUa Ay TOMMMYHHOTO
3aboJjieBaHMsA, B TOM UMCJIe BBeIOeHMe HallMeHTy, HyXIalleMyCsa B 2TOM,
20PeKTUMBHOTO KOJMUECTBa KOHBOIATa JMTaHO-JIMHKep-JIeKapCTBEeHHOe
CpelICTBO M IJIPpYyIOI'O TepaleBTUUECKOTI'O CpeldCcTBa OJd JedeHMsa, Kak
M3BECTHO, ayTOMMMYHHOTO 3ab0JiIeBaHMUA.

JleueHre MHOEKIUMOHHBEX 3aboJjieBaHUM

[0321] KoHBOIaTH JIMTaHI-JIMHKeP-JIeKapCTBEHHOE CpenCcTBO
[IOJIE3HH NOJIS YHUUTOXEHMS WMIM MWHIMOMPOBaAHMA pPa3MHOXEHUS KJIETKMU,
KOTOpad BH3HBAeT MHOeKUMOHHOe 3abojieBaHMe, WIM IJA JedeHUd
MHQEKIIMOHHOTO 3abojieBaHMA. KOHBOIATH JMIaHO-JIMHKEepP-JIEKAapCTBEHHOE
CpelICTBO MOT'YT OHTE MCIOJBb30BaHH, COOTBETCTBEHHO, B pPas3JIMUHEX
YCJIOBUAX IOJA JiedeHUsa MHOEeKUMOHHOTO 3aboJjieBaHMA y IallMeHTa.
KoHBoOTaTH JMUTaHI-JIMHKep-JIeKapCTBEeHHOe CpenCcTBO MOTYT OHITH
VCIIOJIE30BaHE IOJIS JOCTaBKM JIEKAPCTBEHHOTO CpPenNcTBa (HalpuMep,
AaHTUMOMOTHKA) K KIJIEeTKe-MMIIEHM. B OIHOM BapMaHTe OCyNeCTBJIEHUS
3BeHO JIMTaHOa CBASBHBAETCHA C KJIETKOV MHOeKUIMOHHOTO 3abojieBaHMUA.

[0322] B oOnOHOM BapMaHTEe OCYMECTBJIEHMS KOHBOTATH YHUUTOXAKT
IV MHIUOMPYIT pPasMHOXEeHMEe KJIETOK, KOTOPHE BEBHEHBAKT KOHKPETHOE

MHbOEeKUIVOHHOEe 3aboJieBaHue.
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[0323] PackpeTa CIHOCOOH JleueHUSI MHOEKUMOHHHX 3abojieBaHUM, B
TOM UMCJIe BBeldeHMe I[alMeHTy, HyXIalmeMyCcsd B 2TOM, KOHBIaTa
JMTaHO-JIMHKEeP-JIEKaPCTBEHHOE CPEeOCTBO U IPYIOl'O0 TepalleBTUUYeCKOT'O
cpencrTea, KOTOpoOe ABJISETCSH CpelICcTBOM MIPOTUB BO3OyOUTeJA
3aboJIeBaHuAg.

KOMIIO3UIIMM M CIIOCOEH BBEIOEHWA

[0324] Hacrosmee n300peTeHMe TaKxe npenycMaTpuBaeT
bapMalleBTUUECKME KOMIIO3ULIMM, COIepXallMe KOHBIOIaTH JIMI'aHO-JIMHKEp—
JIeKapCTBEeHHOEe CPenCcTBO, OIIMCaHHEIE B HaCTOAmeM IJOKYyMeHTe, U
bapMalleBTUUECKM [IPUEMJIEMBEM HOCUTEJb. KOHBOTATH JMUTaHI-JIMHKEP—
JIEKApPCTBEeHHOE CPeaCTBO MOTYT HaxOOMThLCSA B Jwdou @QopMe, KoTopasd
[IO3BOJIAET BBOIMTL COeOMHeHMe IallMeHTy IJiA JeUeHMsS PacCTpPOMCTBA,
CBA3aHHOTO C BKCIpeccHuelr aHTHUIeHa, C KOTOPHM 3BEeHO JMI'aHIa
creuudmuuecKM CBA3HBaeTCd. Halpumep, KOHBOIATH MOTYT OHTH B QopMe
KUOKOCTM WJIM TBEpOOTO Teja. [IpelllOUTUTEJIBHEM CIIOCOOOM BBeOeHUSA
ABJIAETCSA napeHTepaJlb M . [lapeHTepalibHOE BBeIOeHMEe BKJIOUAET
[IOOKOXHELE, BHYTPUBEHHEE, BHYTPMMEIIEUHEE, HaOupeBHHE MeTOIOUKU
VHBEKUIUM MM  MHQY3UM. B omHOM acIllekTe, KOMIIO3ZULIMM  BBOIOAT
IapeHTepalJlbHO. B IpyTroM acleKTe CcOeIMHeHMS BBOOAT BHYTPMBEHHO.

[0325] dapMalleBTUUECKUE KOMIIO 3L KOHTBIOI'aTOB JIMTraHmg-—
JIMHKep-JIeKapCTBEHHOE CPeOCTBO MOTYT OHBTE COOPMYJIMPOBaHE TaKKM
oBbpazoM, UTOOH OaThk BO3MOXHOCTL COEeIMHEeHMK OBTb OMOOOCTYIIHBM IIPU
BBeIeHUM KOHBIIaTa NalreHTy. KoMoosuuumM MOTYT UMeTh (opMy OIOHOM
iy 0OoJlee eIMHMI, OO3MPOBAaHMA, KoToa, HaOpuMep, G(JaKoH MOXET

NpencTaBJIATE COBOOM OOHY eIOMHMILY OO3H.

[0326] MaTepnalitl, VCIIOJIb 3y EMEIE npu [IOOTOTOBKE
bapMalleBTUUYECKMX KOMIIO 3ULINM, MOTYT OHITH HeTOKCHUYUYHEMMA npu
MCIIOJIbE3YEMEIX  KOJMUeCcTBax. [JIg choeumaJmMcTa B 2 HaHHOM o6JacTu
ABJISAETCSA OUeBMIOHEIM, uTo ONTUMaJIbHAa g OO3UPOBKa AKTUMBHOTO

VMHTpenreHTa (OB) B OdapMalleBTHUUECKOM KOMIO3MUIMM OyIOeT 3aBUCEeThH OT
MHOXeCTBa baxrTOpPOB. CooTBeTCTBYHIINE bakKTOpPE  BKJIOUANT, Bes
OT'paHNUeHus, TUIl XMBOTHOT'O (HaIlpMMep, UYeJIOBeK), KOHKPeTHYL (opMy
COeIMHEHNS, CIOCO0 BBeleHUsa U IIpMMeHAeMyl KOMIIO3ULUI.

[0327] <dapMaleBTHMUECKME KOMIIO3MLUMM MOI'YyT OHTH, HaIpuUMep, B
BUIOE XUOKOCTM. XMOKOCTE MOXeT OHTH IIOJIe3Ha MOJIS OOCTaBKM IIyTeM

VMHBEKINNM . B KOMIIO SULINM IOJIA BBelIcHNMA IIyTeM VMHBEKI NN MJIn
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BHYTPMBEHHOTO BBEIEeHMA TakKXe MOXeT OHTHh BKJIIOUYEHO OIHO WM OoJiee
[IOBEPXHOCTHO—-aKTMBHOE BemeCcTBO, KOHCEPBAaHT, cMaumMBamKlee
CpencTEo, OUCIIepTUpYyRIee CpencTEBoO, CyCIeHIMpYyKIEee CpencTEBo,
Oydbep, cCcTabuamMsaTop M/UIM M30TOHUUECKOE CPeICTBO.

[0328] Xuokme KOMIIO3MLMM, OyIb TO PAaACTBOPH, CYCIEeH3UM WK
VMHOV (QOPME, MOTYT TakXe BKJOUATL OOMH MM ©OoJjiee U3 CJelylomero:

CTepMJIbHEIE paB@aBMTeHM, TaKVve KakK BOIa HOJIA MHBEKIUNM, coJieBOM

pracTeop, IIpenliouTrnTeJIEHO @MBMOHOPMQGCKM% pracTBOpP, racTBOP
PMHPepa, M30TOHNUECKUN pacTBOpP XJIopnna HaTpuAa,
TTOJINS THMIIEHTJIMMKOJIN , JIMiuepmH, ITPOIIMIIEHTIJIMKOJIB MJin opyrne

pacTROPUTENM; aHTubOaKTepMaJlbHEIE CpenOcTBa, TakMe KaK OeH3WJIOBHU
CIOMPT WM MeTuinapadbeH; aHTMOKCUIAHTE, TaKue KaK acKopObuHOBasd
KMCJIOTa WM OUucCyJbOUT HaTpud; XeJjaTUpYyKIMe CcpelcTBa, TakKue Kak
STUJIEHINaMUHTETPpayKCYyCHaAd KMCJIOTa; OybepH, Takue Kak
AMUHOKMCJIOTE, COJIM WM DSDOUPH YKCYCHOM KUCJIOTH, COJU WIM DOUPH
JIMMOHHOM KMUCJIOTE  WJIN CoJiM WU 0upel  dochopHOM KMCJIOTEL;
OEeTEepPT'eHTE, TakKMe KaK HEMOHHEE I[IOBEPXHOCTHO-aKTMBHEE BelleCTBa,
[OJIMOJIEI;, M CpelcTBa IJS pPeryJIMpOBaHMS TOHYyCa, TaKMe KakK XJIopul
HaTpMAa WM »OeKcTpo3a. KoMnozmuumMsa OJId I[IapeHTepalJIbHOTO BReIeHUSA
MOXeT OHTb B3akKJioueHa B aMIyJly, OIHOPAaS3O0BHIM MIPUL WMJIM OIHO- WJIM
MHOTOOOZOBHM (JIakKOH M3 CTekKJla, IJIacTrMKa WIM »OPpYyToro MaTepuala.
OU3MOJIOTUUECKUM pacTBOp ABJISIeTCSA TUIMYHBEM Ao BoOBaAHTOM.
VHBeKUIMOHHAS KOMIIOBULIMA NPeOloUuTUTEeJIbLHO SABJISEeTCS CTepPUJILHOM.

[0329] KoamuecTBO KOHBOIATa, KOTOpOoe HABJIAeTCHd 2PPeKTUMBHEM B
JIeUeHUM KOHKPEeTHOT'O HapyleHMHa WJIM COCTOSHMA, OyIeT 3aBUCETHb OT
IPUPOIOH HapPyleHMSa WMJIM COCTOSHMSA M MOXeT OHTBb OIpeleJleHO C
IIOMOIBID CTAHOAPTHHX KJIMHUUECKMX crIocobor. Kpome Toro, in vitro
MIM in vVvivo aHaJM3E MOTYT OHTL MCIIOJL30BAHE IJIA OlIpelelJIeHUd
OTITMMAJIBHHEX IOMala30HOB HJ03. TouHad n[o3a, I[IpelHas3HaueHHasa IJIA
MCIIOJIL30BaHMA B OQapMalleBTUUEeCKOM KOMIO3uluM, OyIoeT 3aBUCETH OT
criocoba BBeIeHUI U TaxecTu 3adoJieBaHMA WIM pPacCTpOMCTBa, WU
pemeHme OOJIKHO OHTH IIPUHATO B COOTBETCTRBUMA c pemeHeM
NIpakKTUKYKIEeTro Bpada M OoOCTOATEeJNIBCTBaMM KaXIoI'o IallMeHTa.

[0330] KommosmuuumM coIepXaT KOJMUECTBO COEIMHEHMSI, TakKoe,
UTOOH TIOJIYUUTE IMNOIOXOOAMYK IO3MPOBKY. KakK OpaBWMJIO, BDTO KOJUUECTBO

COCTaBJIAET, IO MeHbIeW Mepe, nOpuMepHo 0,01% coegMHeHMS OT MacCCH
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KOMIIO 3ULIUMN .

[0331] oiisa BHYTPUBEHHOTO BBeIEeHUS, KOMIIO 3ULINA MOXeT
comepxaTk OT OpuMepHOo 0,01 no npuMepHo 10 MI' KOHBOIaATa JIMI'aHI-—
JIMHKEepP-JIEKAPCTBEHHOE CpPelICTBO Ha KI' MacCCH TeJjla XMBOTHOTO. B
OIOHOM AacIleKTe, KOMIIO3ULMA MOXET colepXaTbk oT npuMepHo 0,01 1mo
npvMepHo 10 MI' JmMI'aHOa-JIeKapCTBEHHOEe CPeINCTBO KOHBIOIaTa Ha KU
MaCCE TeJjla XMBOTHOT'O. B IOpyI'OM acClIeKTe KOJMUECTBO BBOIMMOIO
npernapaTa ©OyIeT HaxXOOUMThBCHA B IOMalnas3oHe oT nOpumepHo 0,1 mo
npmuMepHo 7,5 MI' coemMHeHMSA/KT MaCCH TeJa.

[0332] Kak npaBuio, OO3MPOBKaA coeIMHeHU, BBOIOMMOTI'O
nauyeHTy OOBUHO cocTaBJsgeT oT npuMmepHo 0,01 mMr/xr mo npuMmepHo 10
MT/KT MaCCEH TeJia VHOUBUOYYMA . B HEKOTOPHIX BapMaHTax
OCVYIIECTBJIEHMSA [03a, BBOOUMAaS IIalMeHTy, COCTaBJIAeT OT IIPUMMEPHO
0,01 Mr/xKr mo HOpuMepHo 7,5 MI'/KI' MacCH Tejla MHIOVMBMIyyMa. B HeKUx
BapMaHTax OCYWleCTBJIeHMSA OO3a, BBOOMMAaA IalMeHTy, COCTaBJIgeT OT
npumepHo 0,1 MI/Kr ¥ 5 MI'/KI' MacCH Tejla MHIMBUIAYYyMa. B HEKOTOPHX
BapMaHTax OCYyWleCTBJIeHMA OO3a, BBOOMMAaA I[alMeHTy, COCTaBJgeT OT
[IPUMEPHO 0,1 wmr/xrm, NpUBIN3UTEJILEHO 4 MD/KT MacCH  TeJla
VHOMBUOYYMa. B HEeKOTOPHX BapMaHTax OCyMeCcTBJIeHMs, BBOIMMAaA OO3a
cocTarjgsger oT nOpuMmepHo 0,1 wMr/Kr OO OPMMEPHO 3 MI/KD WU
npuMmepHo 0,1 MI'/KI' OO HOPUMEPHO 2 MI'/KI' Macch Tejla MHIMBUIYyyMa. B
HEKOTOPEIX BapMaHTax OCYIEeCTRBJIEHMS BBOIMMAs OO3a COCTaBJISAEeT OT
npuMmepHo 0,5 MI'/KI' o OpuMepHO 5 MI'/KI' MacchH Tejla MHIMBUIYyyMa. B
HEKOTOPEIX BapMaHTax OCYINEeCTRBJIEHMS BBOIMMAs OO3a COCTaBJISET OT
OpUMepHO 1 MI'/KD OO IIPpMMepPHO 5 MI'/KI MacCH Tejla MHIOMBUIYYMa. B
HEKOTOPEX BapMaHTax OCYIEeCTRBJIEHMS BBOIMMAas OO3a COCTaBJISEeT OT
npuMmepHo 0,1 mo 4 Mr/kr, eme 60oJjiee IpennodyTuTesbHo oT 0,1 mo 3,2
MT/KT, WIKM Jaxe 0OoJee IIOpeAlouTuTesibHo oT 0,1 mo 2,7 MI'/KI' MaccCH
TeJla MHIOMBMIOYYMa B TeUeHMe ILMKJIa JIeUeHUd.

[0333] KoHBOIaTH JUITaHI-JIMHKEP-JIEKaPCTBEHHOE CPEeIOCTBO MOXHO
BEOIOMUTEL JIOOBIM YIOOOHEM CHIOCOOOM, HaIpMMep OyTeM MWHQY3UM WUIIn
DOJIIOCHOM MHBEKLUUM, IIyTeM BCaCHBaHMA UYepes BIUTeJMalJlbHHEe WK
KOXHO—CJIM3UCTHE HaKJaOKU (HanmpuMep, cims3ucTad oboJiouka pTa,
causmucTas ofoJIoukKa MNIpAMOV KMIIKM M KMIIeUHMKAa) . BBeIeHMe MOXeT
OHTbE CHMCTEMHBEIM WMJIM MECTHEM. VI3BeCTHH pas3JIMUHEE CUCTEMH ITOCTaBKMH,

HallprMep, VMHKAaIICYJIMPOBaHME B JIMITOCOMEIL, MVKPOUYaCTHUIIHL,
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MUKPOKAICYJIH, KallCyJEl, ¥ MOTYyT OBTBE WCIIOJBb30BaHH MOJIS BBEeIEeHUS
COeIMHEHMSAI. B HeKOTOPHX BapMaHTaxX OCYMeCTBJIEHUSA IMIallMeHTY BBOIAT
BoJjiee ONHOTO COEIVMHEHMS WM KOMIIO3UIIUNA .

[0334] TepmuH "HocuTenb" oO3HauvaeT pas3baBUTesIb, albBOBAHT WK

HallOJIHMTEJIE, C KOTOPEIM BBOIOAT CO€eIIMHEHIME. Takue @apmaueBqueCKme

HOCUTEJIN MOTYT BEITE KUIOKUMA , Kak BOIA. Hocurenmu MOTYT
NpeIncTaBJISTh cobon drsMoOJIOTMYe CKUM pPacTeop, TyMMMrapabnk,
XeJlaTrH, KpaxMaJlbHYIO nacry, TaJbK, KepaTuH, KOJIJIOMIHEI
KpeMHe3eM, MOUEBUHY . Kpowme TOTO, BCIIOMOT aTeJIkHEE,

cTadbuimsupymre, 3alylaplye, CMas3HBalMe UM Kpacdmue CpenOcTea
MOTYT OHTB MCIOJIB30BaHE. B OIOHOM BapMaHTe OCYIEeCTBJIeHUSa, IIpU
BBeOeHUNM IalMeHTy, COeOMHEeHMe WM KOMIO3MUMM U OdapMalleBTUUeCKU
nopreMiieMbEle HOCUTEJM ABJISKTCS CTEePUJIBHEMKM. Boa ABJIAeTCH TUIMUYHBM
HOCHUTeJIEM, KOI'Ia COeIMHEeHMSA BBOLOAT BHYTPUBEHHO. COJIEBEHE pPacCTBOPEHL
¥ BOIHHM PaCTBOP IOEeKCTPO3H M PacTBOPH IJIMIEPMHA Takke MOTYT OHTH
VCIIOJIbE 30BaHEH B KauecTBe KUIOKUX HOCHUTeJeN, OCOBEeHHO oJisa
VHBEKLUMOHHEX pPacTBOPOB. [looxopamme  dpapMalleBTUUeCKMEe  HOCUTEJIU
TaKXe BKJOUAKT HAIOJIHUTEJIM, TaKMKe KaK Kpaxmall, IJIOKO3a, JaKTo3a,
caxaposza, XeJlaTuMH, COJIOI, pHucC, MyKa, MeJl, CHUIMKarejgk, cTeaparT
HaTpMsa, MOHOCTeapaT IJIMIEepMHa, TallbK, XJOPUI HaTPpUia, BHCYIEHHOE
oBesXMpeHHOe MOJIOKO, TUIMIEePMH, [OPONMJIIeHTJIMKOJIL, BOIa, STaHOJI.
HacTosammue KOMIIO 3ULIUN, opM  XeJlaHuM, MOTYT Takxe comepxaThb
HeOOoJIbIIMe KOJMUeCTBa CMauUMBAKMMX WJIM 5SMyJIbITUPYKIMUX CPEeOCTB WK
PH-0OybepHEX CpelCcTB.

[0335] B BapmaHTe OCYIECTBJIEHMSA KOHBOTATHE COCTaBJLRT B
COOTBETCTBUM C PYTUMHHHMM IIpollelypaMy B KauecTBe O(apMalleBTHUUeCKOM
KOMIIOBULIMM, aDalTHUPOBaHHOM IJIS BHYTPUMBEHHOTO BBeIeHUS XMBOTHBIM,
B YaCTHOCTHM JoOAM. Kak [IpaBMJIO, HOCUTEJM WJIM CPpeldCcTBa JOCTaBKMU
OoJIs BHYTPMBEHHOTO BBeIeHMUS IpencTaBJIART cobomn CTEPWUJILHEE
M30TOHUYECKHME OybepHEe BOIHEIE PAaCTBOPH. o  HeoOXOIMMOCTH,
KOMIIOB3ULIUM  MOTYT TaKXe  BKJKUYATH COJROMIIN3UPYKIE e CpeInCcTEO.
KoMmosuummM nOJsa BHYTPUBEHHOTO BBeleHMSA IIPpYM HeOoOXOOMMOCTHM MOXeT
comepXaTh MEeCTHBEM aHeCcTeTMK, TakKoM Kak JIMIHOKaMH, IJsa objeruyeHUs
oM B MeCcTe WUHBEKIMM. Kak TOIpaBWUIIO, MHIPEOMEHTH IIOCTaBJISAKTCS
JMOO OTHOeJIbHO, JubO CMEellaHHEMM BMeCcTe B OO3MPOBAHHOM BUIE,

HaopuMep B BUIOE CYXOTO JMOOUIMBMPOBAHHOTO IIOPOMKa WM Oe3BOIHOTO
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KOHILIEHTPpAaTa B TepMEeTUMYHO 3aKPHTOM KOHTeMHepe, TaKoM KakK aMIlyJa
WM came C ykKas3aHueM KoJIMUecTBa aKTMBHOTO CpelcTBa. B ciydae,
ecym KOHBIOTAT BBOOAT Iy TeM MHOY3UM, OH MOXeT OHTH
pacHnpenejIeHHEM, HapuMep, opy IIoMomM  MHOY3MOHHOTO  (QJIakKoHa,
coIepxamero CTepuJibHHEe  (QapMalleBTMUeCKOT'O KauecTBa BOOY WM
buspacTBOP. B CiydYae eCJM KOHEBOI'AT BBOOAT C IIOMOWBI MWHBEKLMUN,
MOXeT OHTL IIpedoCTaBJIeHa aMIlyJla CO CTEePMJILHOM BOIOOM IJIS MHBEKLMMN

MJin @MSpaCTBOpOM, Tar UYTO MHI'PpEeIMeHTEI MOI'YyT OBITE CMENIaHE rnepen

BREeIEeHMEM.
[0336] dapMalleBTUUECKHUE KOMIIO3ULIUN, Kak npaBuio,
bopMyJIUPYIOTC A Kak CTEPUJILHEE, B CcylmeCcTBeHHOM cTelleHun

M30TOHUUECKME M B IIOJIHOM COOTBETCTBMM CO BCeMM IIpaBUJIaMU
Hanmexame IPOU3BOLCTBEHHOM NpakKTUKA (GMP) YHnpaBJieHuda 1o
KOHTPOJIK 3a NpoOyKTaMu M JekapcTeamu CIA.

[0337] dapMalleBTUUECKUE KOMIIO 3ULIUNU infe) HacToAmeMy
M300peTeHUD BKJIOUAKT KOHBOTATH JIMTaHO-JIEeKapCTBEeHHOe CPemOCcTBO II0
HacTodmeMy u300peTeHMi0 ¥ OdapMalleBTUUeCKM IIPpUEeMJIEMBHM HOCUTEJb. B
HEKOTOPEIX I[PEeNlIoUTUTEJIBHEIX BapMaHTax OCYILeCTBJIeHUI, BCe, WU
IpaKTUUYeCKN BCE, NI BoJiee ueM 50% KOHTBIT'aTOB JUTaHm—
JeKapCTBeHHOe CpeIncTRo, IPUCYTCTBYRIMX B bapMalLleBTHUUECKOM
KOMIIOBULIUM COIEPXUT TUOPOJMIBOBAHHEY TMO—-3aMENEHHEM CYKIVMHMMUI. B
HEKOTOPEIX TIPEeNlNoUTUTEJILHEIX BapMaHTax OCyleCcTBJIeHusa, ©OoJjee 55%,
60%, 65%, 70%, 75%, 80%, 8b5%, 90%, 91%, 92%, 93%, 94%, 95%, 96%,
97%, 98%, wmim 99% KOHBOITATOB JIMI'aHO-JIEKAapPCTBEeHHOe CpPenacTRBO,
IPUCYTCTBYRIMX B bapMalleBTUUECKOM KOMIIO 3ULINA, COOEepPXUT
TUOPOJIMBOBAHHEY THO—-3aMeleHHE CYKUMHYMAL .

CriocoBr NOOTOTOBKM KOHBIOIATOB JIMI'aHO-JIEKAPCTBEHHOE CPelICTBO

[0338] B IPpyIT'OM acriexkTe, HacTodlmee n300peTeHne
IpenoCTaBJISEeT CIOCOOH IIOJyUYeHMSA KOHBOITAaTOBR JMI'aHI-JIEKapCTBEHHOE
CPeICTBO, JIMHKEPEH, KOHBOIATOBR JEeKapCTBEHHOE CPEeICTBO-JIMHKED WU
JIMHKEeP-JIMTaHL .

[0339] B HeKOTOPHX BapuaHTax OCYIMEeCTRBJIEHUSI CIOCOOH IO
HacToAmeMY WM300pPeTeHMI BKJIOUAKT CTalIuM IIOJIYUEHUS JIeKapCTBEHHOE
CPeICTBO-JIMHKEp WJIM 3BeHa JIMHKepa, KaK OIMCaHO B HacCTOAmeM
OOKYMEHTE, KOHBROIMPYSA YKaz3aHHOEe JIEKapCTBEHHOE CPelNCTBO-JIMHKED

i 3BE€HO JIMHKepa C Cyﬂb@PMﬂpMHbHOﬂ Ppynnoﬁ 3BeHa JiMI'aHIoa C
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oBpa30BaHMEM KOHBOIT'aTa. B HEKOTOPHX IOIMNOJHUTEJBHEX BapMaHTax
OCYIECTBJIEHUA TMO—-3aMelleHHaq MaJieMMuaHa g M CYKLUVHMMUIOHA A
Tpylrna (H) KOHBOIaTa MOXeT IOIBEepTraThbCd pPeaKUMM I'MOpOoJM3a.

[0340] CKOPOCTBI  I'MOPOJIM=2a  THO-3aMeleHHOT'O CYKUMHUMUIA
MOXHO VYIIPaBJIATh, PeNYyIMPYSd YCJIOBUA pPeakUMM II0CJIe KOHBOI'aluM
JIeKapCTBEHHOE CPenCTBO-JIMHKED C JIMT'aHIoOM, HalprMep, noyTeM
KOPPEKTUPOBKMA PH VI TeMIIepPaTyPH . B HEKOTOPHIX BapMaHTax
OCVYIIECTBJIEHMA HaCTOAmMEeIo MU300peTeHusa, BeChb, IIPaKTUUECKM BeCh
uiM, IO MeHbmeM Mepe, 50%, 60%, 70%, 80%, 85%, 90% wmam maxe 95%
TMO—3aMellleHHOT'O CYKUMHVMMIA TUIPOJIUBYETCH tes yIpaBJIeHU A
YCJIOBUAMM pPeaKlUuM, T. €. pPeakuud TITUIPpOJIM3a IIPOUCXOOUT IIPpU TexX Xe
YCJIOBUAX  peaKuuu, UTO UM peaKuMsa  KOHBOIalWuU. B  HEeKOTOPHX
BaprMaHTax OCyIeCcTBJIeHUSI, BeCh, IIpakKTUUeCKM BeCb WM, IO MeHbLIeM
mMepe 50%, 60%, 70%, 80%, 85%, 90% wmum paxe 95% THMO-3aMemEeHHOTO
CYKLUMHMMMIA THUAOPOJMUIYETCHS OT B TedeHue oT 20 MMHYT OO 4 dYacoB
[IOCJle KOHBTalMM, OPenOlouTMTesbHO OoT 20 MMHYT IO 2 4YacoB IIOcJe
KOHBOIalUN . B TUIIMUHEBIX BapMaHTax OCYIeCTBJIEHU I YCJIOBUA
IpoBeIeHMs KOHBIOTUPOBAHUSA COCTaBJIAT pH MIPUMEPHO 7,4 u
TeMIepaTypa IpuMepHO 22°C.

[0341] B HEKOTOPEIX BapMaHTax oCylueCcTBJIEHU A CIIOCOBDEL
IIOOTOTOBKMU KOHBIOTaTa JIMI'aHI-JIeKapCTBEHHOE CpenCcTBO BKJIOUAT
cTanuu [IOJIyYeHu g JleKapCTBEeHHOe CpeOCTBO-JIMHKED VI 3BEHa
JIMHKepa,; KOHBOIMPOBaHME YKa3aHHOTO JIeKapCTBEeHHOEe CPenCcTBO-JIMHKEPD
VI 3BEHO JIMHKEepa c CYJILOIUOIPUIILHOM TPYIIIon JMTaHnoa c
oBpa30BaHMEM KOHBOTaTa KOHBOIAT JMI'aHO-JIEKAapCTBEHHOEe CPelCcTBO,
comepxXxamero HeTUOPOJIM30BaHHLM THO—3aMelle HHEIM CYKLUVMHMMNI,
IpenocTaBJIeHME  BO3MOXHOCTM  HETMAOPOJIM3O0BAHHOMY  TMHO-3aMelleHHOMY
CYKUMHMMMIAMY IIOIOBepTraThbCAa pPeaKUMM IIPOXOXIeHUS TUIPOJIMU3a, IIpUUYeM
BecChb, IIpaKTUUeCKM BeCchb MM, II0 MeHbme¥ wMmepe 50%, 60%, 70%, 80%
Iy naxe 85% CyKUIMHMMMIA TIUIPOJU3YETCH B TedeHMe OT 10 MMHYT =IO
4 YacoB IOCJIe KOHBOTaluMM. B HEKOTOPHX BapMaHTax OCYIeCTBJIeHUd,
BeCchb, IMNpakKTHMUeCcKM BeCch WJIM, 10 MeHbmel Mmepe, 50%, 60%, 70%, 80%,
85%, 90% mim paxe 95% CyKUIMHMMMIA I'MIpoOJM3yeTcd depes 10 MmMHYT,
yepes 20 mmHyT, 40 MmayT, 60 MmMHYT, 920 MmHYT miam 120 MMHYT IOCJIE

KOHBROI'allNM . B HeKOTOPEIX BapMmaHTax OCymeCTBJIEHNA pPeakKumAa
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TUOPOJIM3a IPOUCKXOOUT IIPU TexX Xe YCJOBMAX peakluuMu, UTO U peakums
KOHTBOT AWM. B TUIIMUHBIX BapuaHTax OCymeCTBJIEHU I YCJIOBUSA
IpoBeleHns KOHBLIOTUPOBAHUS COCTaBJIAT PH IIPUMEPHO 7,4 u
TeMIIepaTypa IIpuMepHo 22°C.

CHopKa KOHBIATOB JIMTaHI-JIeKapCTBeHHOEe CPeIaCcCTBO

KoHtwooraTe JIUTaHO-JIeKapCTBEeHHOE CpeIncTBO 1o HacTOoAIeMy
n3o0bpeTeHr0 MOTYT OHTL CcoOpaHH, cJjelysa ofmer cxeme, IIO0KasaHHOMU
Ha Our. 1.

[TPVIME PH

OBumee

[0342] Ecau He yKasz3aHO MHOe, MaTepuaJitl ObUIM IIOJIYUeHH OT
KOMMEPUECKHMX IIOCTABIMKOB C BHCHIEV M3 VMeOmMMCS B PaclopsIXeHUU
CTeleHbo UM CTOTH u MCIIOJIb30BaJIM Btes naJibHenmen OUMCTKH.
EeszpogHuyt [IM® wu CH,Cl, Owuim 1npuoBperensl y Aldrich. Fmoc-
noJjianpouHa-0H OBLIT crielnaJibHO CuMHTesuporaH Albany Molecular
Research, Inc. (Onbanu, Heo-Vopk) . IDoJsaBanmu-Val-Dil-0OH
IIOATOTaBJIMBAJM, Kak OIMCaHO B IpyToM MecTe. Fmoc-Dpr (ivDde)-OH u
CMOJIY 2-XJIOPOTPUTUIIXJIOPUIL, [NOoJUBMHMIXJOopMO (200-300 ceTka, 1%
DVB, =aMemeHre 1 MMOJIL/TpaMmMm) Objla OpuodpeTeHa y Novabiochem.

TBepnodas3HE CHUHTE3 MIPOBOOWIM B ILJIACTUKOBHX mopuilax (National

Scientific Company) , OCHAaIIEeHHEIX dnJLTPOM, BHIPE3aHHBIM )
TOBapHOTO PE-JIMCTa CpeIHEelIOopUCTOTO KJjacca (Scienceware) . Iledkep
Burrell wrist action® (Burrell Scientific, [uTcoypr,

[leHCUJIBBaHMA) OBJI MCIIOJB30BaH OJg B30aJITHBaHUA. Bce CcooOmeHHHEe
TBepIoda3HEe IIOKa3aTeJIM OCHOBAHE Ha HadaJIbHOM YPOBHE 3aMelleHus
CMOJIEL M IOpelcTaBJsgnT coboi 0ajlaHC MaCCH M30JIMPOBAHHOTO UYUKCTOTO
MaTepMalyla, e€CJIM He yKa3aHO MHOoEe.

[0343] OumcTky Ha IOpeldapaTMBHOM BIXX npoBoamiIu Ha Opubope
Varian, OcHalleHHOM ofpameHHOPa30BOM  KOJIOHKOM Cl12 Phenomenex
Synergy MAX-RP 4u, 250x10 mMm, »ioupoBaHHOM 0,05% TOY B TI'paldueHTe
BOIIa—-alle TOHUTPWJI.

[0344] IIaHHHEe TIIO MacCC-CHeKTpaM ObUIM TI[oJiydeHH Ha XEVO TOF
MS, mnonkJodeHHOM K Waters 2795 BOXX, obopymoBaHHOM obpameHHO—
basoroM koOJIOHKOM Cl2 Phenomenex Synergi 2.0 x 150 mm, 4 um, 80 A.

SJI0eHT COCTOAN M3 JMHEMHOTO TpalMeHTa alleTOHUTpMJa OT 5% mo 95%
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B 0,1% BOIODHOM MypaBbMHOM KKUCJIOTe B TeueHue 10 MuH, 3aTeM
u3oKpaTHueckur 95% alueToOHUTPMJI B TedueHMe 5 MMH IOpM CKOPOCTHU
noroka 0,4 MJjI/MUH.

[0345] TI'yMaHM3MpPOBAHHOE AHTUTEJIO hlFe CIleumnpmuueCcKu
CBA3EBaeTcsa C aHTureH CD70 dyejioBeka (Cancer Res 2006, 66(4), p.
2328; mnareHT CIA N 8,067,546). I'yMaHM3MPOBaAHHOE aHTUTeJO hBU12
creumMmuUeckKm CBA3BBaeTcsa aHTureHoM CD19 wuejyioreka (Blood, 2009,
113(18), p. 4362; mnaredr CIA N 7,968,687). KieTOUHEHEe JIMHUU
KapLMHOMEl KJIETOK IIOUKM ueJioBeka, 7/86-0 m Caki-1, »kKcOpeccupyomue
CD70 uyeJioOBeKa, U TpaHCOOPMMPOBAHHHEE KJIETKM QOJIJIMKYJISPHOM JIMMOOMEL
yejioBeka DOHHZ2, o»kchnpeccupywomme CD19 uyesioBeka, OBIIM IpUOOPETEHE
B AMEpMKaHCKOM KOJJIEKLMM TUIIOBHX KyJbTyp (ATCC; MaHaccac, wmTarT
BupruHMsa) . Bce KJIeTOUHHE JIMHMM BHpAMMBaJIM COIJIACHO pPeKOMeHIalMAM
IIOCTABIMKOB U PEeTryJISPHO MNPOBEPSAIM Ha 3arpa3HeHMe MUKOILJIa3MOM.

[0346] abbpeBUaATYPH : DPR o3HavaeT OMaMVHOIIPOIMOHOBYIO
KMCJIOTY ; ivDde IpencTaBJIgeT cobom L-(4,4-guMeTHII-2, 6-—
IOMOKCOLMKIIOTeKC—1-MIngeH) —3-MeTUJIOYy TIUJI— .

DouMep 1 - OfmMe OpoUeIYPH CHMHTE3a

[0347] CuHTes MajleuMunmo-Dpr (Boc)-OH

Ng—-Boc-L-2, 3-I1MaMMHOIPONMOHOBYIO KMCJIOTY (1 MMOJIE ) u
MaJIEeMHOBHM aHTuopuno (98 wMr, 1 MMOJIB) PacTBOPAIM B YKCYCHOM
KHCJIOTE (1 MJI) B 50 M KPYTJIOOOHHOM  ko0JIDe, “  pacTBOp

IepeMellMBaljM IIPM KOMHATHOM TeMIIepaType B TeueHMe 3 YacoB. 3aTeMm
pPacTBOpP KOHIEHTPpMPOBaJIM OO Macja IOpM TIIOHMXEeHHOM IaBJIEHUM.
VHTepMeIMaT MaJIEeMHOBOM KMCJIOTH oOcCaxmaliM IyTeM npobarjieHus ~10 Ml
CH,Cl,/Texkcan, 1/1, o06/006, u ocamok cobupalM IIyTeM BaKyyMHOI
buIbTpauMM. 3TOT MaTepHalJl 3aTeM CYCIeHIMpOoBaJM B ToJyoJie (9 wMi),
c nocuenywomuMm pobaejeHueM DMA (0,3 wia) m TpusTmiammuHa (0,42 M,
3 MMoOJb) . CMech nepememuBanu npu  40-60°C nonm N,, IoOKa BecChb
MaTepmrall He OyOoeT B pacTBOpe. 3aTeM COCyl cHabXaljll KOHIOEHCaTOpOM
U pacTBOPp HarpeBau Ho 120°C M KUIOATHMIM 4 uYaca Hal MOJIEKYJISPHEMMI
CUTaMM. PeaKIMOHHYK CMeChb OQUJIBTPOBAJIM Uepes CIEeUeHHYK CTEeKJISHHY
BOPOHKY ¥ KOHIEHTPUPOBAJM IIOUTM OO CYXOCTM IIpM IIOHWXEeHHOM
DaeJjleHMr . OCTaTOK pacTBOPAJIM B sTujaleTaTe (10 MI), [IepeHOCUIIM B

OeJIMTeJIbHYI0 BOPOHKY U HNPpOoMHBaJM 10% JIMMOHHOM KMCJIOTOM B Bome (2 X
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10 ™M) ¥ COJAHEM pacTBopoM (2 x 10 wMm). OpraHMUEeCKHM CJOM
BHICYIIMBAJM Hal CyJbdaToOM MaTHMSA, KOHLUEHTPUMPOBAJM IIPY IIOHMXEeHHOM
DaBJIEHVWM ¥ BHCYIMBAaJM IIOJ BEHCOKMM BaKyyMOM B TeueHMe HOUMU,
noJiydass IpOoOyKT B BuUIe OeJIOTO IIOpOomKa C BHxXomoM 72%. 'H AMP
(oMco): 6 1,29 (¢, 9H), 3,41 (m, 1H), 3,52 (M, 1H) 4,57 (mm, 1H).
6,97 (v, 1H), 7,07 (c, 2H). LCMS (ESI), paccumTaHHoe njsga (M+Na)"
307,09; vycra”HarJieHHoe m/z 307,17.

[0348] OOmme npolenyps IOJA CHUHTE3a aypucTtaTuH-AA;-MDpr.

[0349] durypa 1 WIIOCTPUPYET TUIMUHBIN CHHTE3 aypUCTaTUH-—
(AA,) —AA;-MDpr JiIeKapCTBEHHOE CPenCTBO-JIMHKEPOB.

[0350] Harpyszska cMoJiHl. B 20 M1 TBepiodasHBI pPeaKLUMOHHHM
cocyn (myacTuMKOBHM mnpuiy, ¢ PET ¢purTon) nobamriasimn 1 T 2-
XJIOPOTPUTUIIXIJIOPUIHOM CMOJIH (1 MMOJIE, Ha OCHOBAaHMM fApJiHKa ee
IPOU3BOOUTEJA) , 3aTeM pacTBop Fmoc-Dpr (ivDde)-OH wmimu  Fmoc-
Lys (ivDde)-OH (1,5 mmoJab, 1,5 »xB) m DIEA (1 mMmoJsb, 1 skB) B 10
M1 cyxoro CH,Cl,/IM®, 1/1, o6/06. Cocyn BCTpAXMBaJIM B TeueHue 5
MMH, a 3aTeM pobaBjagaau eme DIEA (1,5 wMmosws, 1,5 »kxB). CMechb
BCTPAXUBAJIM B TeueHMe IOIOJHUTEJIBHEX 2 YacoB IIPpM KOMHAaTHOM
TeMIIepaType. MeTaHOJI (2,5 MJT) no®aBJjaiu, YyTOOH II0TacHuTh
HellpopearupoBaBIMe ydacTku. UYepez 30 MMH, CMOJIY OpOMEBajm IMO (5
x 10 wia), CH,C1, (5x10 ™), o>TMIJIOBEM sdompoM  (5x10  mI) u
BHICYIIMBAJM B BaKyyMe.

[0351] Harpysky oopenejanu oyTeM o0paboTkM  HeOOJbIIOTO
KOJIMUeCcTBa CMOJIE (2-4 wMr) 20% nunepuauHoM/IM® (2 MJI) B TeueHue 2
YyacoB B MepHOM koJjbe (10 wmiam 20 wia). OBweM moBommsm  IMO;
usMepaau norJomeHre npu 301 HM. Harpyska pacCUMTHBAIM C IIOMOUIBIO
CJlenypmero ypaBHEHUA:

Harpyska (MMOJIB/T)=(00BeM cocyIa X Asg1)/ ( 7800 x mMmr) x 1000

CpenHgd HaTpyska cocTabjgsayia ~ 0,6 MMOJL/T

[0352] Crammsa yroaJleHUS Fmoc. CMmoaty, comepxamymn Fmoc-
BaAMUMEHHE enTun, obpabaTwBanau 20% nunepuauHoM B IMO (10 M/ T
CMOJIH) B TeueHMe 2 U TIIpPpM KOMHATHOM TeMIepaType. 3aTeM CMOJYy

npomMeiBasiM JM® (5 x 1 M Ha rpaMMm cMoJiH) , CH,Cl, (5x1 MJII Ha I'paMm

CMOJIEL) , BTWJIOBHM 30mpoM (5 x 1 MJI Ha TI'paMM CMOJIH) ¥ BECYIIMBaJIM B

BaKyyMe.
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[0353] Crammsa mnpucoemmHeHusa. K cMmojie (1 2KB), coIepxamewn
0eOJIOKMPOBAHHYD N-KOHIEBYD aMMHOKMKCIIOTY (AA), »HoBaBJIAIM pPacTBOP
Fmoc-AA-OH (2 »kB), HATU (2 »xB) m DIEA (4 »xB) B JMO® (1 ™MI Ha
TpaMM CMOJIH) . PeaKUMOHHHM CcoCyX B30aJjiTHBaIM B TeueHue 3-4 CeK.

SaTreM cMOJIy HOpoMeEBaMM B IMO (5 x 1 ™M1 Ha TI'pamMM CcMmoJiel) , CH,CI,

(5x1 ™MJI Ha TI'paMM CMOJIH), DSTWJIOBEM 53doupoM (5 x 1 MI Ha I'paMMm
CMOJIH) ¥ BEHCYIMBaJIM 1n vacuo. 3aBeplieHMe peakKUUM [IOOTBEPXIAJINU
oTpMLATeJIEHEIM TecToM Kalszepa B cllydae HeOOXOOMMOCTH.

[0354] [lpucoenuueHue N-KOHLLEBOT'O noJioBayimH-Val-Dil-0H
BLHIIIOJIHAJIM aHaJIOTMUHEM O0pas30oM.

[0355] CuaTtue 3amuTe 1ivDde wu mnpucoemamHeHme MDpr (Boc)-0OH.
llocaie nprucoenMHeHN TPpUIIeITHUIAa noJjioeasiMH-Val-Di1-0H CMOJTY

obpabaTeHBaaM 2% TuapasuHoM/IM® (1 M1/ T CMOJIH) B TeueHMe 2 UYacoB
IpM KOMHAaTHOM TeMIepaType. 3aTeM CMOJIy IOpoMeBau IMO (5 x 1 My Ha
rpaMM CcMoJiH) , CH,Cl, (5x1 M Ha TI'paMM CMOJIH) , D2TUJIOBEM 20MpoM (5

x 1 ™M1 Ha TIpaMM CMOJIH) M BHCymIMBaJIM 1in vacuo. PacTBop Fmoc-
MDpr (Boc)-0OH (2 »xB), HATU (2 »kxB) m DIEA (4 »kxB) B IMO®O (1 MJI Ha
TpaMM CMOJIEI) OOBAaBJISAJIM K CMOJI€, CMEeCh BCTPAXMBAJM B TeueHMre 3
YacoB IIpM  KOMHATHOW  TeMIepaType (RT) . 3aBepmeHre  peaklUun

IOATBEPXIaIM OTpHUlIlaTeJIbHEM TecToM Kamzepa. CMOJYy TOIpOMHBailT MO
(5 x 1 ™Mn Ha TpaMM cCcMoOJH), CH,Cl, (5x1 ™MJI Ha TpaMM CMOJIH) ,

STUJIOBEIM sdupoM (5 X 1 MJI Ha T'paMM CMOJIH) M BHCYMNMBAaJM 1n vacuo.

[0356] OTmerJieHne oT CMOJIBI U  CHATHE 3allMTH . IenTuno—
comepxamyln CcMoOJIy oOpabaTmBajm 20% TOY/CH,Cl, (2 ™M/ T CMOJIH) B
TeueHre 10 MMH IOpM KOMHATHOM TeMIepaType, ¥ pPacTBOp cobupalau B
KPYTUIOOOHHOM KoJI®e. CMoJIy HOpoMeBamu 20% ToOY/CH,Cl, (2 x 0,5 M Ha
TpaMM CMOJIH) . OObeIMHEeHHEEe PacCTBOPH  OCTaBJAIM IIPpM KOMHATHOM
TeMIIepaType B TeueHMe 3 dYacoB. Ilocjie CHATUSA 3allMTH, 3aBeplleHue
nonreepxnaju LC-MS. JleTyuMe BelleCTBa VYIaJIWIM IPU [IOHMKEHHOM
oaBJleHMM Ha Rotavap, ¥ KOHEUHHM OPOIOYKT OUMIaJM C IIOMOILIO
obpameHHObaA30BOM IIpellapaTuBHOM BOXX. Bce JiekKapCcTBeHHOEe CpelCcTBO-—
JMHKEePH OBUIM IHOoJIyUeHH C >95% umcToTe o BOXKX ¢ oOpameHHOM dason
npu 215 HM.

[0357] JlekapCcTBeHHOE  CPEnCTBO-JIMHKEPH ¢ MA MaJlIeMMMIOM

InogroTraBJIiMBaJir TaKVIM xe O@paBOM, KakK OIIMCAaHO BHIIE, C
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MCIIOJIE 30BaHMeEM o—MaJIeMM/NIOYKCYCHOM KMCJIOTH-NHS (Molecular
Biosciences, Boynamep, KoJjopano) BMecTo MDpr (Boc)-OH.

[0358] JlekapCTBEHHOE CpPEeNCTBO-JIMHKEPH C HSTUIeHINaMVUHOBEM
(EDA) YIOJIMHUTEeJIEM [IoOroTaBJIMBaJIA pun IIOMOIIN npouenyp:l,
aHaJIOTMUYHOM IIpolledype, O YOTOopoM coofmajiock paHee (Bioconjugate
Chem. 2008, 19, 1960-1963).

[IpuMep 2 — JIMHKEPEH JIEKAPCTBEHHOT'O CPEenCcTBa

JIMHKEPL JIeKapCTBEHHOT'O CPpencTBa CHHTesMpOoBaJiM, Kak OIMCaHO

Bome . O6mas dopMmyJia BHIVIAOMT CJeOylmyM ofpas3oM:

04&0 Maneumua

N
MA: Y=H
Y MDpr: Y=CH,NH,

o}

o o ( NH
H H n
~ N, N LN !
T N AAZ_AA1_” X
(o] 0\ 0 O\ (o] .o

) JlvHkep  yanuueHue
Monoxexue 5 EDA: X=H, n=1
Dpr: X=COOH, n=1
Lys: X=COOH, n=4

(B sToM dopmyJie cJenyeT oOpaTUThL BHMMaHMEe Ha TO, yTo
obosHaueHre AA, u AA, NepeBepHYyTO. R cooTBeTcTByeT RI1?)

[0359] B cllenynomen Tadbamniie 1 CYMMMUPOBAHE CHUHTE?3 "
XapakTepusalluy pasJIMUHBX JIMHKEPOB JeKapCTBEeHHOTO CcpelcTBa. B

TabJauile, I[epBHII cToJdell (cjeBa) OTHOCHUTCS K HOMEpY COeOMHeHUS.

BTopow  cTojbell (cyeBa) OTHOCUTCS  aMMHOKMCJIOTe Ha C-KOHIle
aypucTaTMHa. TpeTwul, UYeTBepPTHIM ¥ OATEM CTOJIOLUH OTHOCATCAS K
KOMIIOHEeHTaM JMHKepa. B KOJIOHKe 3 oIpelejieHH aMMHOKMCJIIOTHEE

cocTaBJjidpmMe JIMHKeEpa. B crosble 4, OoIipeneJIeHE IOOIIOJIHMTEJIEHEIE

AMIVMHORKMCJIO THEIE I/I/I/IJ'H/I He OTHOCAmIMeCA K aMMHOKMCIIOTaM KOMIIOHEHTEI

JIMHKEePa . B cToJIbIle 5, onpelejieHa KOMIIO BUIIN A MaJIeMMUIOHOM
cocTaBJgmen JMHKepa. MlecToM cToJiber OTHOCUTCH K BHIXOIY
JleKapCcTBeHHOoe CpeIcTBO-JIMHKEpA. CemopMOM ¥ BOCBMOM CTOJIOLE

OTHOCATCHA K PacCueTHEM u HaBJIoIaeMbM MacCaM JIERapCTBEeHHOEe
CpelCTBO—JIMHKEPORB, KakK OIlpeleJIJeHO C IIOMOIEBEIK MaCC—CIIEKTPOCKOIINIM.

MocyenHut cTojbell (copakBa) oTHoCHUTCA kK HIC BpeMeHM YIepXMBaHUA
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ADC, comepXalluX JIeKapCTBEHHOEe CPeNCTBO-JIMHKEPH KaK 8—-KpaTHHE

Hal'Py3KM1 (rkak IIpaBMJIO, OIlIlpelelJIdeTCAd KaK OIIMCaHO B IIpHMMepe 3).
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Tatbmmua 1
JInHkep
MS: MS: HIC Bpewmsa
# flomoxerte 5 AMMHO- awtRoORTETOTS Haneymn BEEOmR, PaccumrTaHHasa | OnpepnesieHHasd, yIOepXMBaHMA
aypucTaTHUHa WM OPpYyTon (MA miau 3
KMcJioTa (Bl) (MH) + m/z (MMH)
YVIOJMHUTENb MDpr)
1 Phe HeT Dpr MA 14 969, 6 969,77 NT
2 Phe Glu Dpr MA 11 1098, 6 1098, 8 NT
3 Thr none Dpr MA 7,3 923,5 923,7 NT
4 Thr Glu Dpr MA 8,1 1052, 6 1052,8 5
5 Phe Glu Dpr MDpr 20 1127,6 1127,4 NT
6 Thr Glu Dpr MDpr 20 1081, 6 1081,7 4,5
562,5 OB
7 Thr Glu Lys MDpr 36 1123,7 3apax 4,6
588,9 B
8 Tprasoi Glu Lys MDpr 28 1176,6 3apax NT
9 Phe Glu EDA MDpr 30 1083, 6 1083, 9 5,8
10 Thr Glu EDA MDPr 23 1037,6 1037,8 NT
11 Phe Ile EDA MDPr 25 1067,7 1067,9 6,9
511,5 moB
12 Thr Ile EDA MDPr 20 1021,7 3apAX 5,2
13 TpuasoJ Glu EDA MDPr 43 1090, 6 1091, 6 4,9
14 Asp Ala Lys MDPr 70 1079,6 1079,9 4,98
15 Glu Ala Lys MDPr 81 1093,6 1093,8 5,02
16 docpoThr Ala Lys MDPr 4.5 1145, 6 1145,9 4,81
17 Asn AlaGlu Dpr MDPr 70 1165, 6 1165,5 5
18 Gln AlaGlu Dpr MDPr 40 1179,7 1180,09 5,1
19 Asp AlaGlu Dpr MDPr 67 1166,6 1167,3 4,95
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20 Glu Alaglu Dpr MDPr 72 1180,6 1180.96 4,98
21 hSer AlaGlu Dpr MDPr 71 1152,6 1152,7 5,1
22 ValOH AlaGlu Dpr MDPr 21 11e66,7 1167,1 5,2
23 docpoThr AlaGlu Dpr MDPr 13 1232, 6 1232,78 4,8
24 Inpasoin Glu Dpr MDPr 73 1117, 6 1117,5 5,2
25 TprasoJ Glu Dpr MDPr 85 1118, 6 1118,7 5
26 Asn Glu Dpr MDPr 91 1108, 6 1108,5 4,9
27 Asp Glu Dpr MDPr 90 1095, 6 1085,4 4,8
28 Fur Glu Dpr MDPr 11 1117,6 1117,6 5,6
29 ValOH Glu Dpr MDPr 22 1095, 6 1085,7 5,1
30 Ser Glu Dpr MDPr 86 1067,6 1068, 3 4,9
31 hSer Glu Dpr MDPr 68 1081, 6 1081,5 4,96
32 Thr IlelLeu Dpr MDPr 30-50 1178,7 1178,8 6,1
33 Phe IlelLeu Dpr MDPr 30-50 1224,7 1224,9 7,4
34 Glu PhelLeu Dpr MDPr 30-50 1240,7 1241,1 5,9
35 Thr LeuPhe Dpr MDPr 30-50 1212,7 1212,8 6,7
36 Phe LeuPhe Dpr MDPr 30-50 1258,7 1258, 9 7,8
37 Glu PhePhe Dpr MDPr 30-50 1274,7 1274,8 6,1
38 Thr LysAla Dpr MDPr 30-50 1151,7 1151,9 4,9
39 Thr Lys Dpr MDPr 30-50 1080, 6 1181,1 4,8
mc-MMAF 7,0
mc-vc—PABC-MMAF 8,2

mc—-vc—PABC-MMAE
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CokpalleHn A :

Ala oTHocHMTCHA K L-ajJlaHMHY; AsSn OTHOCUTCS K aclaparluHy; Asp
OTHOCUTCH K L-acmapaTlMHOBOM KucJjiore; Gln OTHOCUTCH K L-
TJyTamMmbuy; Glu oTHOCHMTCHA K L-TJIyTaMMHOBOM KMCJOTe; Ile OTHOCUTCSA
K L-m30JeruMHy; Leu OTHOCKUTCA K L-JeMumHy; LysS OTHOCHUTCS kK L-
JM3MHY; Phe oTHOCHMTCcsa kK L-peHmyallaHuHy; ®ocpoThr oTHocuTCHS K L-—
bocdodorpeonmny; Thr oTHOCHUTCA K L-TpPEeOHUH;

hSer oTHOCHUTCHS K L-THMAOPOKCUCEPUHY

HO
OH
H,N
o

ValOH oTHOCHTCA K L-TMOPOBAaJIMHY

CH
CH
HaN
0

[IMpasoJl OTHOCUTCH K:
>
N/
“"-t...‘__N
HzN

OH
0

Tprasojl OTHOCUTCHA K:
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N

OH

Fur OTHOCHUTCHA K:

| N

@]
OH
H=N
@]
MA OTHOCHUTCA K MaJieMmnooaleTUIIy ; Dpr OTHOCUTCA K
HMaMMHOHpOHMOHOBOﬁ KMCJIOTEe ; MDpr OTHOCUTCA K

MaJIeMMUIOOOVAaMUHOIIPOIIMOHOBOM KUcCJOoTe; EDA OTHOCHUTCA K OMaMUHY;
mc-MMAF oOTHOCHMTCA K JIMHKep-MaJlemMunoxkanpowmyg MMAF; mc-vc-PABC-
MMAF OTHOCHUTCHA K MaJIeMMUIOOKaIPOUJI-BaJIMH-LUUTPYJIJIMH-II-aM/AHOOEeH 33U~
KapbaMOUIIbEHY MMAF'; mc—-vc—-PABC-MMAE OTHOCUTCH K
MaJIeMMUIOOKAIPOUII—BaJIMH-IUTPYJIJIMH-P—aM/MHOOeH3MII-KapOaMouMMAE .

[MpuMep 3 - KOHBLOTATHE aHTUTeJla C JIeKAapCTBEHHEIM CPEeICTBOM

[0360] I[TooroToBKAa KOHBIOI'aTOB AHTUTEJIO-JIEKAPCTBEHHOE
cpencrTteo. TunmuHas mpiasg hlFe ADC.

[0361] KoHBRI'aTH aHTUTeJIO hlF6-JjlekapcTBeHHOe cperncTBO (ADC)
C BOCEMBI JIEKapPCTBEeHHEMN CpeIcTBaMmn Ha AHTUTEJIO OBLIIN
IOATOTORBJIEHH IIYyTeM IIOJIHOTO BOCCTAHOBJIEHUMSA aHTHTeJla C IIoCJenyKmen
peakuMelr C HYXHBM JIEKAPCTBEHHSV CPeOCTBOV-JIMHKepoM. AHTUTesio (10
MT'/MJI) OBJIO TIOJIHOCTBIO BOCCTAHOBJIEHO IIyTeM noBaBjeHus 10 MOJIAPHBIX
SKBUEBAJIEHTOB TpHUC (2-KapbOoKCUTMII) POChOrHa (TCEP) B docobaTHO—

COJIEBOM Bybepe (PBS) pH 7,4 (Invitrogen®uu, KapJjscban,
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Kammupopuusa) ¢ 1 MM IMSTUIIEHTPMAMMHIIEHTAYKCYCHOM KMCJOTH (DTPA),

C ToCJelylmyM MHKYOMpoBaHueM Ipu 37°C B TeueHue ~1 cek. V3OHTOK
TCEP yIoajsain 10-xpaTHEM pasbaBJIeHUEM PBS u KOHIIeHTpaluuen
aHTuUTeJla, I[IOBTOPUB 2 pas3a C IIOMOWBK LeHTPpUOYXKHOTO O(uiIbTpa C
HOMMHAJIb HEIM OTCeUeHMeEM 10 MOJIEKYJIAPHOM Macce 30 Ko (EMD
Millipore, Buinepuka, MaccauyceTc) . IloJyiHOE penyumMpoBaHme

aHTuTeJa OBJIO IMIOOTBEepPXIeHO aHalM3oM obpameHHO-dpa3z0BOM BOXKX, rTIoe

B Jerkad n TXKeJIas LHenm MIOJIHOCTEIO OTHEJIAJINCE oT
HepenyUMpOBaHHOT'O aHTUTeJla. JleKapCTBEeHHOe CpelcTBO-JiMHKep (10
SKBUBAJIEHTOB) 3aTeM nooaBJigaJn nu3 UCXOIOHOTO pacrBOpa,
IIOOTOTORJIeHHOTO B IMCO (10 MM). Peakuuio OCTAaBJAIM IIPM KOMHATHOMU

TeMIleparType B TeEeUeHNMe HpM@ﬂMBMTeHbHO 2 JacoB, UYTOOH OOeCIIeunThb

KOHTBIROI'allMIO u HOCHGHY@MM% TMOpoJIins THMOCYKUIMHVMMMIHOTI'O KOJIBLIa

(MDpr) . PeakKUMOHHYI CMEChb OUMIaIM M OCYIMECTBJIAIM CMeHY Oybdepa B
PBS C MCIOJIb30BaHMeM KOJIOHOK mjsa obeccanmBaHusg PD-10 (GE
Healthcare, IIuckaTays¥, Hoo-IIxepcu). COOTHOmeHMe JeKapCTBEeHHOTO

cpencrea/Ab oleHMBaIM aHaauszoM PLRP-MC, M OHO HaxXoOoMTCHa B
nuarnasoHe 7,8-8,0 JekapCTBeHHOe cpencTBo/Ab. KpoMe TOTO, KaXIH1
ADC aHaJM3UPOBAaJM BKCKJIO3MOHHOM xXpoMaTorpaduer, rTaoe HMW-BUIOH
HaxomAaTcsa B npenmejax 0,5-2,0%.

[0362] XpomaTorpadus IUOpodoBHOTO B3AUMMONEMCTBUS

[0363] Axamm3 ADC HOpOBOOMIIM C MCIOJB30BaHMEM XpoMaToI'paduu
runpododHOTO B3amMomercTBUa (HIC). HIC BHIIOJHSJIM C OIpOBeIeHMEM
JMHeMHOTO TIpamueHTa oT 0 mo 100% nomBukHOM dasel B (MPB), r1ome
nomBmXxHas ¢®az3a A (MPA) coctouT M3 1,5 M cyasdpaTa amMMOoHUsSI, 25 MM
dpochoaTa kammsa, pH 7,0, m MPB coctomT m3 75% 25 MM QpocdhaTa Kaaud,
pH 7,0, m 25% m3omnponaHoJa. PasnejieHue OBUIO HOCTUIHYTO C IIOMOIEBIO
koJoHkM Tosoh t-Butyl (TSK-Gel Butyl-NPR 4,6x35mm, PN: 14947),
HarpeTor nmo mnpo 25°C. O6pas3usl g TeCTUPOBAHWA TOTOBWIM IIYTEM
pazbasjenuda 70 Mrr ADC B MIIA, Tak UYTO CyMMapHas KOHLEHTpalusd
conm ©oJyblme MIM paBHa 1,0 M cyjabpdaTa aMMOHMS B oOmeM oOweme 100
MKJI. OBpasus BBOOMIM B 90 MKI M 32J0OMPOBaAIM C WMCIOJB30BaHMeM 12
MUHYTHOTO TpaaueHTa. MOHUTOPUHT npu A= 280 uHM. ADC c OoJblein

PMHpO@O@HOCTbD, UM BOJIBIIMM KOJIMUeCTBOM JIERapCTBEHHEX CpelICTB Ha

MOJIEKYJILY OSJIOMPYKRTCA IIPU DoJiee TIO3OHUX BpeMeHaX YyIepPXVMBaHWMA.
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[0364] durype 4 w5 1HokKa3eBabT pe3ylabTaTel HIC-aHamza
PasJIMUHEIX 8—-KpaTHO HaTlpPyXeHHEX ADC, [0 CpPaBHEHMK C POIOUTEJECKMM,
HEKOHBIOIMPOBAHHEM aHTuTeJioM (h1F6). ADC OvbUIM HOOOT'OTOBJIEHH, Kak
ONIMCaHO BemMe. PesyJdpTaTH B ILEJIOM I[IOKa3HBAKT, UYTO YBeJMUeHUEe
TUIPOPUIIEHOCTM aypucTaTvHa, B COUETaHUM C IUIOPOOUIIBHEIM JIMHKEPOM,
yMeHblIaeT HabJmoiaeMyln I'MIPOQOOHOCTE KOHBOIATA.

[0365] B crunemyomel Tabauile 2 OpUBeIeHH KOMIIO3UIUM pPa3JIMUHBEIX
JIMHKEPOB JIeKapCTBEHHEX IIpernapaToB Tabauuel 1 ¥ aHaJIUu3UPYIRTCH
[IOJIYUYEHHHE KOHEOT'AT 8—-KpaTHO HaT'pyXeHHEX AHTUTEJI c
JIeKapCTBEHHEIMU IIpelrapaTaMu C aHTuTeJioM hlF6. BeJMumMHy BpeMeHM
yoepxuBaHua HIC (HIC RT) omnpenensainM, KakK oIoMcaHO Beile. hlF6 ADC,
comepxamue JIeKapCTBeHHOe CpencTBO-JIMHKepr MC-vc-PABC-MMAE, MC-

vc—-PABC-MMAF m MC-MMAF, OBUIM MCIIOJIE30BAaHH B KadueCcTBe KOHTPOJA.

Tabmuua 2
HIC RT (MmH)
hlF6 8-xpaTHa4d
e (AAS5 aypucrTaTuHa) - AAl1-AA2-MDpr Harpyska

4967 (Asp)-Ala-Lys (MDpr) 4,98
4968 (Glu)-Ala-Lys (MDpr) 5,02
4969 (Phospho-Thr)-Ala-Lys (MDpr) 4,81
4970 (Asn)-Ala-Glu-MDpr 5,0
4971 (Gln)-Ala-Glu-MDpr 5,1
4972 (Asp)-Ala-Glu-MDpr 4,95
4973 (Glu)-Ala-Glu-MDpr 4,98
4974 (homoSer)-Ala-Glu-MDpr 5,1
4975 (ValOH)-Ala-Glu-MDpr 5,2
4976 (Phospho-Thr)-Ala-Glu-MDpr 4,8
4977 (Pyrazol)-Glu-MDpr 5,2
4978 (Triazol)-Glu-MDpr 5,0
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4979 (Asn)-Glu-MDpr 4,9
4980 (Asp)-Glu-MDpr 4,8
4981 (Furyl)-Glu-MDpr 5,6
4982 (ValOH) -Glu-MDpr 5,1
4983 (Ser)-Glu-MDpr 4,9
4984 (homoSer)-Glu-MDpr 4,906
4830 (Thr)-Glu-MDpr 4,5
4808 (Thr)-Glu-MA 5,0
4851 (Thr)-Glu-Lys (MDpr) 4,6
4854 (Thr)-Glu-EDA-MDpr NT
4856 (Thr)-Ile-EDA-MDpr 5,2
4853 (Phe) -Glu-EDA-MDpr 5,8
4855 (Phe) -Ile-EDA-MDpr 6,9
4882 (Thiazole)-Glu-EDA-MDpr 4,9
4883 (Met)-Asn- (D) Lys-EDA-MDpr 4,8
1006 MC-vc-PABC-MMAE 9,8
1251 MC-vc-PABC-MMAF 8,2
1269 MC-MMAF 7,0
OpuMep 4 - AHaJIM3H aKTHMBHOCTM in vitro
[0366] AHaJIM3H LIUMTOTOKCHUUYHOCTM 1n vitro mnpoBommiu, Kak
NpaBWUJIO, Kak OIMCaHO paHee (CM. Bhlle, AHaJIM3H AaKTUBHOCTHU) .

KpaTko, KYyJLTYPH KJIETOK B JoTapudMuueckoM dpasze codupalu U KIETKU
3aceBaJiM C IJIOTHOoCTAMM IoceBa oT 500 mo 10 000 KJIETOK/JIYHKY B
COOTBETCTBMM C 3apaHee OIpeleJIeHHBEIMM YCJIOBMAMM. Ilocjie MHKyOaluum
B TeueHMe 24 yacoB, UYTOOH ODOECHeuUMTh PEeKOHCTPYKIMKD IIOBEPXHOCTHHX
BeJkoB, HOoOaABJIAIM CepUMHEHE pPa3BeleHUI TeCTUPYEMEX KOHBLIOTaTOB U

KYJBTYPH MHKYOMPOBaIM eme B TeueHMe 4 pHel. OLEeHKY KJIETOYHOTO
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pocTa ™M YMEHBIIEHMEe OKpallMBaHMA OJg obpa3oBaHMA 3HadeHMsa 1Csg
INPOBOIMIIM TIPM TIOMOIM aHaJiM3a YMEHBIIEHVS OKpallMBaHMA aJilaMapoM
cuamuM (Biosource International, Kamapwuiio, KaammubpopHmuda) . KpaTko,
40% pacTBOp (Macca/ofmeMm) ajlamapa CHMHEeTO 3aHOBO IIONTOTAaBJIMBAJIU B
IIOJIHOM Cpele HelloCpelCTBeHHO IHepen nobaBJieHMEeM KyJbTyp. UYepes
IeBJHOCTO HOBa dYaca II0CJie BO3OEMCTBMA JIeKapCTBEHHOTO CpencTBa,
pacTBOp ajlaMapa CUHeIO no0aBJIAIM K KJIeTkaM, 4YToOe cocTaBJyaTh 10%
oBbeMa KYJIBTYPH. KIIeTKM MHKYyOUpOBaJ M B TeueHue 4 U, a YyMeHbIIeHUe
OKpallMBaHMA M3MepaM Ha OQIYyOpeclleHTHOM puiepe IJiS IJlamek Fusion
HT (Packard Instruments, MepuneH, mTaT KOHHEKTUKYT) .

[0367] BpUIM MCIOJIb30BAHHE OUMIIEHHBE KJIETOUHHE JIMHUM KJIETOK
[IOUEeYHOTO paka 786-0 n Caki-1. 2THU KJIETOUHEIE JIMHUU
sKCHpeccuporaau npumepHo 190 000 m 135 000 mosexkyJs CD70 uejloBeka
Ha KJIETKY, COOTBETCTBEHHO. JlekapCcTBeHHOE CPenOCTBO-JIMHKEDH,
OpucoenuHeHHHEe K aHTUuTesny hlF6, onmcade B @ Tabauuax 1 u 2.
Obpamafdck K cJjgaenywomuMm Tabauuam 3A-C, hlF6 ADC wMMelT CpeIHIL
HarpyskKy JIEKapCTBEHHOTO CpencTrBa B 38 JIeKapCTBEHHEX
CpeIncTB/adHTuUTeJIo, ecJu He yKaszaHo VHOEe. I[TpoTeCcTUPOBaAHHHE
runpoduiabHEle hlF6 ADC NpOoSBUIIM B 5BTUX MCCJENOBaHUAX AaKTUBHOCTH
(sHaueHusa ICgg), COINOCTaABMMYyK C, MIM Jaxe JyUdllyl, YeM KOHTPOJIb,
hlF6-mcMMAF (1269).

Tabiauua 3A

OBobmeHHEIe pesyJbTaTH o 1C50 mgg ADC Ha OCHOBE

aypucTaTmHa
ADC Dr/Ab Caki-1 786-0
hl1Fé6-1 4 21 21
8 8 7
h1F6-2 4 17 21
8 7 7
h1F6-3 4 277 28
8 13 13
h1F6-4 4 20 21
8 11 9
h1F6-5 4 39 32
8 22 19
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hl1F6-6 4 23 26

8 7 9
hlFe6-7 4 80 10

8 24 4
h1F6-8 8 19 4
h1F6-9 8 21 3
h1F6-10 8 57 5
hlFe6-11 8 9 1
hlFe6-12 8 12 4
hlF6-13 8 60 5

DR/ADL OTHOCHTCS K CpelHel HaTrpy3kKe JeKapCTBEHHOTO

cpencrBa; I1C50 mpuBeneHH B HI'/MII

Tadnuia 3B

O6o0meHHEe pesyabTaTH 10 1IC50 mjaga ADC Ha OCHOBE

aypucTaTrHa
ADC Ha OCHOBe Dr/Ab 786-0 Caki-1
aypucTaTrHa
hlFe6-14 8,0 38 19
hl1F6-15 8,0 38 16
hl1F6-16 8,0 9 12
hl1Fe6-17 8,0 38 14
hl1F6-18 8,0 38 16
h1F6-19 8,0 7 20
h1F6-20 8,0 7 9
hlF6-21 8,0 12 22
hl1F6-22 8,0 24 21
hl1F6-23 8,0 11 18
hl1F6-24 8,0 11 33
h1F6-25 8,0 14 34
h1F6-26 8,0 9 19
hl1F6-27 8,0 7 15
h1F6-28 8,0 7 21
h1F6-29 8,0 31 33
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h1F6-30 8,0 12 18
hlF6-31 8,0 13 20
hlF6-6 8,0 11 12
hl1F6-mcMMAF 4,0 44 42

Tabauia 3C

IC50 myigs ADC Ha ocHoBe hlF6, HI/MII

ADC Ha OCHOBe Dr/Ab 786-0 Caki-1
aypucTaTrHa YUucTemr RCC UucTelr RCC
hl1F6-32 8,0 5 3
h1F6-33 8,0 0,8 0,8
hlF6-34 8,0 3 6
h1F6-35 8,0 3 3
h1F6-36 8,0 0,7 0,5
hlF6-37 8,0 4 4
h1Fe6-38 8,0 3 3
h1F6-39 8,0 3 3
hlF6-6 8,0 7 5
hl1F6-mcMMAF 4,0 34 12
IpuMep 5 - VccaenoBaHUa bapMaKOKMHETUKU

[0368] PamMoaKTMBHOE MeuUeHMe aHTuTeJl u ADC

[0369] OkcHepuMeHTH IO OQapMakKOoKMHeTHKe (PK) mnporomuim C
MCIIOJIb30BaHUEM pPaIMOaKTHMBHO MeUeHOTO aHTuTesia wuiau ADC. OBpa3ub
niasa PK-TecTa palMOaKTMBHO METUIIM [IPM IIOMOIIM CJenykmel OpolelypH.
K pacrBopy aHTuUTesa mau ADC B 500 MM ¢docdaTe kamsa (pH 8,0) wm
500 MM xJgopule HaTpusa nodaByagau 55 UCi N-CyKUMHUMUIOWJINIPONIMOHATA,
[mponmonaTa-2, 3-3H] - (Moravek Biochemicals, Cat. No.: MT 919, 80
K11/MMOJIE , 1 ~Kwu/m, pacTteop 9:1 rekcaH:»TUIIALEeTaT) Ha MU
anTuresia wiam ADC. IIOJIYUYeHHYID CMeCh IllepeMellMBajiM Ha BOPTEeKCce U
OCTaBJIAJIN npu KOMHaTHOM TeMIIepaType Ha 2 Jaca. Cmechb
neHTpubdyrupoBammu npu 4000 x g B TeueHuMe 5 MMH, ¥ HWKHUM BOIHHEMN
CJIOM  yHaJaiIXM UM pacOpelesialM 10 LeHTPUQYXHEM  QMIIE TPORBRAJbHBEM
guelkaM Amicon Ultra-15 (Millipore, Cat. No.: UFCco03024,
HOMMHAaJIbHOE oTCeueHUe 1o MOJIEKYJIIPHOM Macce 30 xkIa) .

HeKOH"bIOI‘I/IpOBaHHyIO pPamrMoakKTMBHOCTE yoaJldJn 34a 4 PayHIa
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pazbapijieHUSa M LeHTpudyTmMpoBaHMsa npu 4000 x g. IloJlydyeHHBE TIPOIYKTEH
omIs TPOBAJIM uepes CTEePUIILHEIE 0, 22-MrM LEeHTPUDYKHEE
dMJIL TPOBAJILHEE AUYEeNKU Ultrafree-MC (Millipore, Cat. No.:
UFC30GV0S), ¥ KOHEUHEHEe KOHLUeHTpaluM aHTuTeJa win ADC u3Mepsann
CIIEeKTPOOOTOMETPUUECKN. CrieundpmUueCcKrymn AKTUBHOCTL (MxKu/MT)

KaXxXnooIro IIpoOoyKTa OollpelelIAJIn CIIOCOBOOM XUIOKOCTHO— CUVMHTUIIJISLMOHHOTO

cuerTa.

[0370] dapMakOKMHETHUUYECKME MCCJIeOOBaHUA

[0371] dapMakKoOKMHETUUECKHUE CBOMCTBaAa HEKOHBOIMPOBAHHOTO
aHTUTeJa n PasJIMYHEIX ADC 5TOTO aHTUTEe a (HaTpy3Ka
JIeeKapCTBEeHHOTO cpencrTea 8) OBUJIM  MCCJIEOOBAHEL B  HECKOJBKUX

MOIeJIgX Ha TIpPHB3YHax. B KaXIOM BKCIEepUMMeHTe 3 MI' palloaKTUBHO
MeueHOT'0 aHTuTeJia uinu ADC Ha KI' MacCCH XMBOTHOT'O BBOOWJIM UYepes
XBOCTOBYI BeHY. KaxOwll TecTHUpYeMul ofpa3el IO3MPOoBaJM OIOMH pas
XMBOTHEIM B 3 I[IOBTOPHOCTAX. KpoBb oTOMpann B Opobupku K2EDTA
Uepes IIOOKOXHYID BeHY WM [IYHKUMI cephla IJA TepMUMHAaJIBHEIX OTOOPOB
B palsJIMuHBle MOMEHTH BpeMeHM. I[la3My BHEIOEJAIU LeHTPpUOYTIUPOBaHUEM
B TeueHure 10 muuyT npm 10000 x g. 10 Mk ofpasla IJIa3MH OT KaXIou
BpeMeHHOM ToukM nHobaBJaaaM K 4 MI  KMIKOTO CUMHTUIJIJISLMOHHOTO
KOKTeMJAa Ecoscint-A (National Diagnostics), u ofuyIo
PamMoakKTMBHOCTE M3MEPAIM B XUAOKOCTHOM CUMHTUJIJIALMOHHOM CUeTUMKE.
[IoJlyyeHHHE B pesyJibTaTe 3HaueHMd pPaclaloB B MMHYTY IIepPeBOIMIIM B
MKKM, ¥ yIeJbHYKD aKTMBHOCTB PaIMOaKTHMBHO MEUEHEX TeCTUPRYEMEIX
o0pasloR MCIOJB30BAJIM IOJIS pacueTa KOHIEeHTpaluM aHTuTeJla miau ADC,
oCcTamlmMxCca B IJlasMe B KaXOol BpeMeHHOM TOoukKe.

[0372] ObBpamasce k dur. 2, ObapMakOKMHeTHUECKMEe CBOMCTBAa
h1F6 m nByx ero IMIApOOMUIBLHHX ADC OBJIM COINOCTAaBJIEHH CO CBOMCTBRBaMU
Tpex KOHTPOJBHEX ADC. TumpodmibHbele ADC mOpencTaBiaaIM cobor hlF6-4
(8-xKpaTHO HaTrpyXeHHoe (aypucTaTuH-T)-Glu-Dpr-MA)gz-hlF6) m hlFe6-11
((aypucTaTmun F)-I1le-EDA-MDpr)g—hlF6). PesyJapTaTH [DOKazaJM, UYTO
TUIPOodMIIBEHEIe ADC IeMOHCTPUPOBAJM YBEIMUYEHHYIR (QapMaKOKMHETUUEeCKY
CTabMJIBLHOCTE B Kypce D2TOT0 MCCJeOOoBaHMS Ha MHMNAax. IMIOIPOQUIILHLIMA
aypucCTaTUH c aypucTaTuHOM—T IEeMOHCTPUPOBAaJN CcTabUJIBEHOCTE,
BJIM3KOM K TakKoBOM HEKOHBOTMPOBAHHOTO aHTUTeJa. IuIpoduiIbHas

KOHCTPYKILMUA ADC hlFe6e-11 OeMOHCTpHUpOBaJa VIIYUIIEHHYIO PK-



120

CTad®MIILHOCTEL IO CPaBHEHMI C KOHTPOJIEM, IOBa M3 KOTOPHX BKJIIOUAJNU
MOHOMETUJIOBYK  opMy  TOTO XKe  aypucTaTuHa (aypucTtatHs F  vs
MOHOMETMJIOBOT'O aypucTaTMHa F) .

[0373] Ob6pamasce k dur. 3, OdapMakOKMHeTHUECKME CBOMCTBAa
TUOPOOUIILHEIX KOHBOTATOB JPYTOTO MOHOKJIOHAJILHOTO aHTUTeJia OBUIIN
COIIOCTAaBJIEHEL CO CRBOMCTRBaMM KOHTPOJIBHOTO KOHEBOIaTa, mmAb-mcMMAF.
Bce ADC uMeJM CpeIHKRD 3arpy3Ky JIeKapCTBEeHHOTO cpencTBa 8. Kaxmwm
nus TUOPOGUIIb HEIX ADC OeMOHCTPpHUPpOBAaJI VIIYULIIeHHYIO
GapMakKOKMHETUUECKYD CTaOMIILHOCTL, I[IO CPaBHEHUI C KOHTPOJILHBEM
ADC.

[0374] Ira 1uppodmibHEX ADC 5TOro OBJIM COIOCTAaBJIEHH CO
CBOMCTBaMM TpexX KOHTPOJIbHEX ADC. I'mapoduibHEe ADC OpelcTaBJIaAIN
cobom hlF6-8 (8-KpaTHO HarpyXeHHOe (aypucTaTuH-TMas30JI)-Glu-Lys-—
MDpr)g—hlF6) m hlF6-11 ((aypuctatuH F)-Ile-EDA-MDpr)g - hlF6).
PesysnbTaTH I[IOKA3HBAKOT, uTO I'MOpodmiibHEEe ADC IOeMOHCTPUPOBAaJIU
YIIYUIIEe HHYO bapMaKOKMHE TUUECKYIO CTabUIILHOCTD B Kypce 3TOTO
MCCJeloBaHMAd Ha MeIIaX. B YacTHOCTHM, IMUAOPOOMIIbBHAA KOHCTPYKLUA
h1F6-11 pemMoHCTpupOBaJja VYJYUIEHHYD CTabWUJIBHOCTE II0 CPpaBHEHUMID C
KOHTPOJIAMM, IOBa M3 KOTOPHX BKJKUAJIM MOHOMETUJIOBYK Q(OpMYy TOI'O Xe
aypucTaTrHa (aypucTaTMH F vsS MOHOMETMJIOBOTO aypucTaTHHa F).

[IpuMep 6. TepaleBTUUeCKMEe DSKCIEPMMEHTH 1n vivo

[0375] Kiuerxku 786-0 ObBUIM IOJIYUYEHH U3 AMEPMKAHCKOM KOJIJIEKLUU
TUIIOBHX KyJbTyp (ATCC, MaHaccac, BUPIXMHMS), M MX Pa3MHOXaJIM B
YCJIOBUAX KYJBTUBUMPOBAHUA, pPeKOMeHIOOBaHHEHX ATCC. JJjg obpasoBaHUAg
omyxoJjieir 786-0, 5 x 10° kjeTok OBUJIO MMIUIAHTHMPOBAHO B IpPaBHll OOK
caMoK OeCTMMyCHHX nu/nu Meel-goHopoB (Harlan, WVHOMaHAIOJIUC,
MuouaHa) . Korma OOHOPCKME OIYyXOJM CTaHOBMJIMCEH MpuMepHo 500 mM?,
MBIIEN 2BTaAHAZUPOBAJNM UM OIIYXOJM BHpe3aJlM B acCelTUUeCKUX YCJIOBUIAX,
u ¢parmMeHTH ~0,5x0,5 MM moMemasqM B CTepMJIM30BaHHYK Tpoakap 13-T0
pasMepa OJIS BXMBJIEHMS nu/nu MemaM. Korma OOyxoJu mocTurajm ~100

MM®, MBIIEM CJIyYalHEIM 00pas3oM paclpemelisjiM I[I0 I'pyIllaM JIeUeHMd.

[0376] Oiis obpasoBaHmUAa OIIyXOJIEN DOHHZ, 5x10° KJIETOK
VMIIJIaHTHUPOBAJIM B  IpaBe ©Ook Memer C.B.-17 SCID (Harlan,
MunmaHanosuc, VHODuaHa). Korma omnyxosm pocTuraim ~100 mM®, Memmein

CJyJyarHeM 00pasoM pacHpeleliay 10 TPYINaM JieueHUd .
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[0377] SKCIIepUMEeHTaJIbHEE TPYHNIIEL  [NOOBEPrajid  JIEUEHUD C
IIOMOMEBID BHYTPUOPKIMHHOTO BBeIOeHUS COeOMHEHMM C YyKas3aHHEMM OO30M
n TrpadukoM, WM, aJIbTEepHaTMBHO, He IIOoOBeprajiM JedeHMn. OIyXoJu
[eproIudecKky oOMepda, U O0BeMb pacCUMTHBaJIM C MCIOJb30BaHMEM
dopMyJIEL V= ((L x W?)/2). XMBOTHEX YCHILIAJMN, KoT'ga OIIyXOoJin
nocTuragu oowema 1000 MM® MM B KOHIE MCCJIENOBaHMS, B 3aBUCHMOCTHU
OT TOT'O, YTO HaCTylaJiO paHble.

[0378] BpeMeHa ydUeTBepeHMA OIIYyXOJM OBUJIM BEOPAaHH KaK BpeMd B
KOHeuHOM Touke (TTE), xoTopoe OBUIO OINpPeneJIEHO C IIOMOIBI aHaJM3a
HeJIMHEeNMHOM perpecCuM 5SKCIOHEHUMAaJIbLHOTO pocTa Habopa OaHHHEX pocCTa
KaXIOM OTIOEeJIbHOM OINYyXOJU Yy KaXIOOoT'0 SKCIEePMMEHTAJIEHOTO XMBOTHOTO.
CpellHee BpeMd YUeTBEpeHMA OIYyXOJIM PacCCUMTHBAJM Ha OCHOBe OOBeMa
OIlyXOJIM B  Hauajle JiedeHud. XuBOTHEM, KOTOPEIE He IOOCTUIaJu
KOHEUHOW  TOYKU, npucBamBan  3HaueHue TTE, IpUpaBHEHHOE K
[IocJyiegHEMY IOHIO MCCJIeOOBaHMA.

[0379] CraTUCTHMUECKMM aHaJM3 [OPOBOOMJICA C MCIOJb30BaHMEM
IporpaMMHOTO oOfOecneueHusa Prism (GraphPad) mins Windows. Tect
Logrank y TTE ©ObUI MCIOJBL30BaAH MOJIS aHalM3a 3HAUMMOCTHM pPa3JIMuMi

MeXnoy IOByMA T'pyIlliaMi, IIprnueM pa3jiMdmM4ad CUMTalnTCAd 3HaYMMBEIMIML Ha

ypoBHe 0,01<P<0,05 m BHCOKO 3HauummbMM opm P<0,01.

[0380] Obpamasce k dur. 6, aKTMBHOCTL 4-KpPaTHO HaTPYXEHHEX
M 8-KpaTHO HarpyxeHHHX ADC (4d/Ab um 8d/Ab, COOTBETCTBEHHO)
TeCcTUpOBaJIM B OIHOIO30BOM KCEHOTPAHCIUJIAHTATHOM WMCCJIENOBaHUM Ha
MBIIAX . BO-TIEPBHX, CO CCBJIKOM Ha KOHTPOJbL, hlF6-mc-vc-PABC-MMAF,
4-KpaTHO HaTrpyXeHHHM ADC @majl Jydmyl aKTMBHOCTL, uYeM 8-KpaTHO
HaTpyxXeHHEM ADC. B OTJIMUMe OT DSTOTO, 8-KpaTHO HaTpyXeHHHe ADC
TUIOPOGUITE HEIX hl1F6-6 (aypucTaTUH T-Glu-Dpr-MDPr) 7 hlFe6-13
(aypucTtatH THazoJl-Glu-EDA-MDPr) rokasajim OOoJIbIIyw aKTUMBHOCTL,
ueM 4-KpaTHO HaIT'pyXeHHBE aHaJloTu.

[0381] O6pamasdck k OUI. 7, aKTMBHOCTB pPas3JIMUYHEIX 4-KpaTHO
HaT'pPyXeHHHX M 8-KpaTHO HalpyXeHHHX ADC TecTUpoBaJiM B OIHOIO30BOM
KCeHOTPAHCIJIaHTATHOM MCCJIeOOBaHMM Ha Memax. CHOBa B HOaHHOMU
MOoIesnu, 8-KpaTHO HaTpyXeHHEN TUOPOOUIIEHEM ADC hBU12-6
(aypucrtatnH T-Glu-Dpr-MDPr) mnposaewuy OOJBIYE aKTUMBHOCTB, UYeM €eTo

4-KpaTHO HATPYXEeHHHM aHaJloT.
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[0382] O6pamadck k OuUIr. 8, aKTMBHOCTB pPas3JIMUYHBIX 4-KpaTHO
HaTl'pyXeHHHX M 8-KpaTHO HalpyXeHHHX ADC TecTUpoOBaJlX B OIHOIO30BOM
KCeHOTPAHCIJIaHTATHOM MCCJIeNOBaHMM Ha MHax. B IaHHOM MOOeJH,
KaXOel M3 8-KpaTHO HaTpyXeHHEXx ADC hlF6-12 (aypucrtaTtuH T-Ile-
EDA-MDPr) wm hlF6-5 (aypucrtatmH F-Glu-Dpr-MDPr) mnoka3ajl OOJbIIYyK
aKTUBHOCTE, ueM 4-KpaTHO Hal'pyXeHHEEe aHaJIOTH. 8-KpaTHO
HaTpPyXeHHEN ADC hlFeo-11 (aypucTaTrH F-I1le-EDA-MDPr)
OEMOHCTPHUPOBAJl O0pPaTHYK TeHIEHLMO.

[0383] O6pamasdck Ha OMI'. 9, aKTUBHOCTBE pPas3JIMUYHBIX 4-KpaTHO
HaTpyXeHHHX M 8-KpaTHO HarpyXeHHHX ADC TecTHUpoOBaJiX B OIHOIO3Z0BOM
KCeHOTpPAaHCIJIaHTaTHOM MCCJIeNOBaHMM Ha MellaxXx. B »TaHHOM MoOesu 8-
KpaTHO HaTrpyXeHHEe ADC hlF6-17, hlF6-20, hlF6-24 wu hlF6-29

IIPOABUIIN OOJIBIIYD aKTMBHOCTL, YeM 4—KpaTI—IO HaT'PyXeHHEle aHaJIOT'U.
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$OPMYJIA MBOEPETEHUA

1. CoenuHeHMre JIEKApCTBEHHOE CPelnCTBO-JIMHKED, nMemplee

dopmysty :

LH LA
pl

De

WK ero dapMalleBTUUECKM IIpUMeMIieMas COJib MM COJIbBAT,

B KOTOPOM:

LA mnpencraBJssieT coOOM KOMIIOHEHTY I[IPUCOEIOMHEHUSs JMIaHnga, IOe
1A coOepXuUT MaJleuMMuUI;

Lh opencTaBJisieT cobom HeoBsa3aTEeNIbHO PasBETBJIEHHEM
TUIPOOMIIBLHEI JIMHKEP, KaxXIas BeTBb KOTOPOI'O uMeeT dopMyty:

_AAl_RLl_RL2_RL3_

B KOTOPOM:

AA; mnpencrTaBiyseT coBoM ITUIPOOMIIBHYI aMMHOKMCIIOTY, KOTOpas
obpasyeT pacHeIrlisseMyl CBf3b ¢ eoumHMUern Dg, K KOTOPOM OHA
[IpYCOeOVHEHa ;

Rl gBisgeTcsa Heobsa3aTeNbHEM UM BHOpaH U3 IHUIPOGMILHON
aMVHOKMUCJIOTE MM Heobsa3aTeslbHO BaMelleHHOT'O aJIKMJieHa, KOTOPEIM
MOXeT pas3nesare artoM ¢ L&, korma RI npucyrcrryer m RL2 p RELS
OTCYTCTBYIOT;

RL2  gBnsercsa HeoOsa3aTeJbHEM M BHOPaAH M3  I'MOPOdMUIIEHON
AMMHOKMCJIOTE ¥ HeoOsa3aTesIbHO BaMENEeHHOI'O aJIKMIIeHa, KOTOPBIM MOXET
pasmenars aToM c LA, korma R npucyrcrByeT M RL3 oTcyTcTByeT; U

RIS  gBisgercsa Heobg3aTelsbHEM ¥ BEHOpaH 3 IMUIPOOMILHOM
AMMHOKMCJIOTE ¥ HeoBs3aTesJbHO SBaMEIeHHOI'O aJIKMJIeHa, KOTOPBI MOXEeT
pasmensaTs aToM c LA, korma R npucyTcTByeT;

MHIEKC p’ mnpencrasBjser cobor Lesoe umcio oT 1 mo 4; m

Kaxnass Drp IIpelcTaBJseT coboM aypucTaTuH (Aur), wWMeomUA

bopmyny:

R® R® 0O R 12
>N N N
RZ 0O R RO N o
R R° RE O o)

mwim €10 @apMaI_LeBTMT:IeCKM IIpreMJIeMyn COJIb UJIM COJIBBAT,
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B KOTOPOM:

Kaxmaelr R! m R? Hes3aBUCUMMO, BHOpPaH W3 TPYIILE, COCTOSMEV U3
Bomopona (H) wu Heobs3aTenbHOo 3aMemeHHoTo -—Ci-Cg-anxmia; IIpHU
ycnoBuu, urTo oBa R! m R? He gBasioTcsa H, 3a MCKJOUEHUEM TOTO, UTO
oba m3z R3® m R3I He sgBasiorcsa H;

R3 BubGpaH wu3 Tpynns, cocrosmern u3 H u Heobsa3aTesbHO
3aMeleHHoTo —-Ci-Cg—aJkuia;

R3' BufpaH w3 TPyNNH, cocTosmeirr un3 H wu Heoba3aTesbHO
3aMemeHHOoTOo -Ci1-Cg—-ajKmuja, ¥ IO MeHblleld Mepe omvH u3 R3 m R3' He
aBjdgeTcsa H;

RY BobpaH u3 TpyHne, cocTosmer w3 H u Heobsa3aTesbHO
3aMeneHHoro —-Ci-Cg—ankuia;

R> BebOpaH u3 TPyNne, cocrosmer u3 H ¥ Heobsa3aTeNbHO
3aMelleHHoTo —-Ci—-Cg—aJkuia;

mam R?* m R> coBMecTHO oBpasyinT KapOOLUMKIMUECKOE KOJLIO U
umenT obopmysty - (CR2RP),-, B koTopo¥ R® m RP HezaBMCMMO BHOPAHE 13
TpyIlIsl, BKJouaomey H ¥ HeobszaTenbHO sBaMmelleHHBM -Ci1-Cg ajkui, U n
BeIOpaH M3 IpPyINne, cocrosmen ms 2, 3, 4, 5 u 6;

R® Bei®paH uW3 TPYIIIH, cocrosmer w3 H u HeobsazaTeJbHO
3aMelneHHoTro —-Ci1—-Cg aJkuia;

R7 BuOpaH W3 TPyNne, cocrosAmer w3 H u HeoBsa3aTesbHO
3aMelleHHoOTo -Ci1-Cg—ajakuia;

Kaxnei R® HezaBucCcuMO BuOpaH M3 TPYINNH, cocTodmer m3 H, -O0H,
HeoOs3aTesIbHO 3aMeleHHOTO -Ci1-Cg—ajakuia u HeoOs3aTeJIbHO
zaMeneHHoro -0- (C1—-Cg ankuia) ;

R12 BriOpaH n3 OOKOBHIX IIE€NeV TPYINb, COCTOSIEer M3 TPeoHWHa,
CepuHa, acrnaparuHa, acriaparmHoOBOM KMCJIOTHL, Ty TaMuHa,
TJIyTaMMHOBOM KMCJIOTE, I'OMOCEPMHAa, IMIPOKCUBaJMHA, OypuiajiaHWHAE,
TpeoHuH (POzH2) , nMpasoJunianaHmHa, TprasoJuIaliaHnHa 17t
THUa30JIUIaJIaHNHA ; VI bapmaleBTUUECKNU [IpyeMJIeMOM conmn VI
coJlbBaTa 2TOTO;
npyM HSTOM JeBas ¥ OpaBas JuHEMM LY  [IoxasEBawT KOBAaJEHTHEE
nprucoenuHeHus K 3BeHy Dg M 1A, COOTBETCTBEHHO.

2. CoemumHeHMe 1o I.l, rme p’ COeIMHEHUs IIpPencTaBJiseT cobon

1l; wiu ero (bapMaLLeBTI/IquKM rprmeMJieMas COJIE WMJIMM COJIEBAT.
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3. CoemuHeHve ro JwoboMy u3 nmn. 1-2, B xoTopoMm L! comepxur
MOOIUOUUMPOBAHHLIM MENTUI, B KOTOPOM, MO MeHblel Mmepe, oIumH RLL, RL?
u RI3 npencramiisgseT cobol aMMHOKMCJIIOTY, KOTOpas KOBAJIEHTHO CRBS3aHa
PEeakKTUBHOM TPYIION Ha CBoey¥ OOKOBOM LeNM C COCeIHeM TpyMNIou; WIu
ero dapMaleBTUUECKU [pUeMJieMas COJIb WUJIM COJIbBaT.

4, CoenuHeHUe no Jiwodomy U3 nn.l-3, B xoTopoM R12
nperncraBJysgeT cobon BOKOBYIO Lenb L-TpeoHMHa; W ero
bapmalleBTHUECKM MNpPpUMEMIIeMasi COJIb UJM COJIEBAT.

5. CoemuHeHMe 10 JioboMy M3 nn. 1-4 wmam ero dapMaleBTUUECKU
npuemjieMasi COJIb UJM COJIbBAT, B KOTOPOM:

(a) AA:1 garjageTcsa TUIPOOUIILHOWM AMMHOKMUCJIOTOM, BHOPaHHOM U3
TPYINNE, COCTOSMEN U3 TUIMIMHa ¥ L-QopM acnaparvMHOBOWM KUCJIOTH,
TJIYTaMUMHOBOM KUCJIOTH, aclaparuHa, TJIyTaMMHa, TUCTUIMHA, JIU3UHE,
apI'MHMHa, CepMHa M aJjlaHMHAa;

(b) ecmm RL npucyTcTByeT, OH BeOpaH M3 TPYIE, COCTOANENR
nus:

TamuyHa; L m D bopM acnaparmMHOBOM KMCJIOTH, IJIYTaMMHOBOM
KMCJIOTEl, aclaparumHa, IJIyTaMMHa, IMUCTMIOMHAE, JIMB3MHAE, apIMUHMHA,
cepuHa M aJjiaHmHa; -NH-CH(R2®)-CO-; m —-NH-CH(COOH)-RP-; u

C1—-Ce anxkmiieHa, Heobs3aTeJIbHO 3aMelleHHOTO 1-4 23aMecTUTesisIMU,
BeIOpaHHBEMMM M3 -NH-, -C(0)-, -COOH, -N(C:-Cz aaxmuna), -NHx wuam -
NH (C1-C3 ankwuia) ;

roe Ra BHIOpPaH us —CH2>NH>, -CH2CH2NH>2, —CH2CH2CH2NH2, -
CH2CH2CH2CH,NH,, —CH2CH20H, —-CH2CH2CH2CO2H m —-CH2CH2CH,CH,CO2H; u

RP BHIOpPaH us3 —CH2NH-, —CH2CH2NH-, —CH2CH2CH2NH-, -
CH2CH2CH2CH2NH-, —CH2CH2C (O) =, -CH2CH2CH2C (O) - m —-CH2CH2CH2CH2C (O) —;

(c) ecaum RM npucyTcTByeT, OH BufOpaH W3 TPYIOL, COCTOAMEN
ns:

muvHa; L m D bopM acnaparmMHOBOM KMCJIOTH, IJIyTaMMHOBOW
KMCJIOTEl, aclaparuHa, IJIyTaMKHa, IMUCTMIOMHAE, JW3KHAa, apIMHMHAE,
cepuHa M ajaHuHa; -NH-CH(R2®)-CO-; -NH-CH(COOH)-RP-; u

C1—-Ce allkmiieHa, HeobBs3aTeJIbHO 3aMelleHHOoT'o 1-4 3aMecTuTesisiMu,
BelOpaHHBEIMM M3 -NH-, -C(0)-, -COOH, -N(Ci-Csz ankuia), -NHz wmimm -
NH (C1-Cs ajskwuia) ;

roe R2 BEIOpaH nus —CH2NH2, —-CH2CH2NH2, —CH2CH2CH2NH>, -
CH2CH2CH>CH,NH2, —CH2CH20H, —-CH2CH2CH2CO2H m -CH2CH>CH,CH2CO2H; m
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RP BeIOpaH us3 —CH2NH-, —CH2CH2NH-, —CH2CH2CHoNH-, -
CH2CH2CH2CH2NH—-, —-CH2CH2C (O) =, —CH2CH2CH2C (O)—- wm —CH2CH2CH2CH2C (O) —;
u

(d) ecam R npucyrTcTByeT, OH BuOpaH W3 TpPYIINBE, COCTOAIEN
nus:

ramuvHa; L u D ¢opM acnaparMHOBOM KMCJIOTH, TUIYTaMUHOBOM
KMUCJIOTH, achnaparmMHa, TJIyTaMuHa, TUCTMIAMHa, JU3MHa, apITMHUHE,
cepuHa u ajlaHumHa; -NH-CH(R2)-CO-; u —-NH-CH(COOH)-RP-; u

-C1-Ce aJIKuJieHa, HeobBsg3aTeJIbHO 3aMeleHHOT O 1-4
3aMeCcCTUTEJISMH, BeIOpaHHEIMM U3 —NH-, -C(0) -, -COOH, -N(C1-Cs
ankwmiga), -NHz mam —-NH(Ci1—-C3 ankwuia) ;

roe Ra BEIOpaH nus3 —CH2>NH>, —-CH2CH2NH>2, —CH>CH>CH2NH>, -
CH2CH2CH>CH,NH,, —CH>CH20H, -CH2CH2CH2CO2H m -CH2CH>CH,CH,CO2H; m

RP BEIOpAaH us —-CH,NH-, —-CH>CH,NH-, —CH>CH2CHoNH-, -
CH2CH2CH2CH2NH-, —-CH2CH2C (O) =, -CH2CH2CH2C (O) - m —CH2CH2CH2CH2C (O) —.

6. CoenmHeHue 110 JiobomMy M3 Hil. 1-5 miam ero dapMaleBTUUECKU

rnprmemjieMas COJIb MJIM COJIbBaAT, B KOTOPOM:

(a) AA: npucyTcTByeT U RN, RL2Z y RIS oTCcyTCTBYIOT;

(b) AA; mpucyTcTByeT, RI npucyTcTByeT M RE2 y RIS oTcyTCcTByOT;

(c) AA:; npucyrcrByeT, RUN npucyrcTByeT, RN npucyTcTByeT UM RL3
OTCYTCTBYET;

(d) AA; npucyTcTByeT, RL! mpucyrcrByer, RL?2 npucyrcrByer m RL3
OTCYTCTBYET;

(e) AA; mpuUCYyTCTBYyeT ¥, IO MeHbmEeW Mmepe, OIuMH M3 RN, RLZ pu
RL3 mpucyTcTByeT U npencraBiaseT cobor Ci1-Ce ajaKujIeH, HeoBOsS3aTeJIbHO
3aMelneHHe 1-4 saMecTuTessMM, BeOpaHHEMU M3 —-NH-, -C(0)-, -COOH,
- N(C1—-C3 ankuiy)-, -NHz m —-NH(Ci1—Cs aJgxmj);

(f) AA, TmnpencTarygseT CcoboM TUIYTaMMHOBYI KUCJIOTY WU, infe)
MeHbIe Mepe omauH u3 RM, RL2Z y RL¥ mpucyTcTBYyeT ¥ TIPEeJCTaRJISAET
cobomm Ci1-Cs aJkKUJIeH, HeoOS3aTesIbHO SBaMemeHHEM 1-4 3aMecTUTeNsSMU,
BEIOpaHHEMM U3 -NH-, -C(0)-, -COOH, - N(Cl-C3 anxkuia)-, -NH2 u -
NH (C1-C3 ajaxkwui) ;

(g) AA; 1nOpencraBisgeT cobon TJIy TaMUHOBYIO KMCJIOTY, RLI
nperncrTaBiasgeT coBOM TUIPOPUIILHYI aMMHOKUCIIOTY M, I[10 MEeHbIleM Mepe,

onvH m3 RM u RL3 mpucyTcTByeT M npencrTanBjseT cobou Ci1-Ce aJiIkKUIIEH,
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HeoOsg3aTeJIbHO 3aMelleHHBM 1-4 BaMecTuTesisMu, BuOpaHHEMU M3 -—-NH-,
-C(0)-, -COOH, - N(C1l-C3 ajakuj)-, -NH2 m -NH(C1l-C3 ajaxwui);

(h) AA:; m RN mpencrarBisiorT coboVt TUMAPOPUIIBHYI aMUMHOKKCJIIOTY U,
o MeHblle Mepe, omuH wu3 RN u RL3 npucyTcTByeT ¥ [IpPENCTaBJISET
cobomt C1-Ce asikmJieH, HeobOsa3aTesbHO BaMemeHHHN 1-4 3BaMecTUTeIsSMH,
BEIOpaHHBEIMM M3 -NH-, -C(0)-, -COOH, - N(C1l-C3 anxkuiu)-, -NH2 u -

H(C1-C3 ankwui) ;

(i) AA; npencraBJjseT cobo TUIPOIUILHYIO aMUMHOKUCIOTY, M RML u
Heoba3aTesbHO RN npencraBsasioT cobort Ci1—Ce aJikujeH, HeoDsS3aTesbHO
3aMeleHHb 1-4 3aMecTuTessMu, BeOpaHHBEMU M3 —-NH-, -C(0)-, -COOH,
- N(C1-C3 ankwuia)-, -NH2 umu -NH(C1l-C3 ankumu) ;

(j) AA1 ONpUCyTCTBYET U, IO MeHbllel Mepe, oIuvH u3 RL, RN pu
RL3 mpucyTcTRyeT ™ npencTaBiageT cobol HeobA3aTeJIlbHO 3BaMeNeHHBIN
aJIKMJIeH, BBEOPAHHBIM W3 TPYIIE, COCTOSIMEN M3 >DTUJIeHIMaMmHa, NH-
CH (COOH) -CH2-NH- m —-CO-CH (CH2NH2) -

(k) AA, HOpencrapJiseT cobou TJIY TaMMHOBYIO KMCJIOTY, RL1
npencraniseT cobor I'MOPOOMIIbHYI0 aMMHOKMUCIIOTY M, I[I0 MEeHbIIeM Mepe,
omuH 3 R2 y RIS npucyTcTByeT M NOpelcTaBiisgeT cobol Heobsa3aTesbHO
3aMelleHHHBIA aJIKUJIEH, BBIOpaHHEBIN nus TPYIIH, cocTofAlen nus
sTuaeHomammHa, NH-CH (COOH)-CH2-NH- m —-CO-CH (CH2NH2) —

(1) AA:1 m RL npemcraBasioT cobo¥ TUIPOOUIILHYI aMUHOKUCIIOTY U,
o MeHbller Mepe, omuH u3 RM2 u RIS npucyTcTByeT ¥ I[IpPenCTaBJISET
cobom Heobsaz3aTesJIbHO BaMemeHHBM aJIKMJIeH, BHOPaHHBM W3 TPYIIIH,
cocrTosmen m=s sSTuJeHImammHa, NH-CH(COOH)-CHz-NH- m -CO-CH (CH2NH2) -
; UIm

(m) AA; npencrarjgeT cobo¥ TUIPOOUIBHYID aMUHOKMUCIIOTY, u RLL
M HeobsgzaTesnbHo RN mnpencrarasioT cofol Heoba3aTesbHO 3aMelleHHBN
aJIKMJIeH, BEOPAHHEM W3 TIPYIIE, COCTOsSIEeN W3 >TUJIeHIMaMmHa, NH-
CH (COOH) -CH2-NH- mu —-CO-CH (CH2NH2) -

7. CoemmHeHMe 110 JnoBoMy M3 HII. 1-6 miIm ero dpapMaleBTUYECKU
npueMsieMasi COJib MJM CcoJbBaT, I'me L mMmeer dopmMysy:

CO,H

&

mwjim €170 @apMaI_LeBTM":IeCKM InprueMJyieMada COJIb WMJIM COJIBBAT,
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B KOTOPOM:

R2l BoIOpaH W3 TPYINONOe, cocToamen wnu3 -CHoNHz, -CH2CH2NHz, -
CH20H, —CH2CH20H, -CH,CO2H, —-CH,CH2CO2H, —CH2CH2CH2CO2H u -
CH2CH2CH2CH2CO2H;

R22 pupaH M3 Tpymlns, cocrosamer us3 -CHyNHz, -CH2CH2NHz, -CH20H
n CH2CH20H; wu

BOJIHUCTBEIE JIMHUM CJIeBa U ClipaBa obozHauanT NMpucoeIMHEHUAa K Dz

u LA, COOTBETCTBEHHO.

8. CoemnuHeHMe 1o Jwbomy u3 nn. 1-7, B kormopoM -Li- umeem

bopmysy:
0 CO.H R?2
.g/ . N N/E
H H
S (0]
) OH

nmwim e€ro @apMaHeBTMHeCKM IpuemMiieMasa COJIb MJIM COJIBBAT,

roe R?2 BuGpaH u3 —-CHyNH,, -CH2CH2NHz, -CH20H m -CH2CH20H; m

BOJIHMUCTEIE JIMHUM CJIeBa U CllpaBa 0b0BHAUYAKT npucoenMHeHMs K Dg

n 1L®, COOTBETCTBEHHO.

9. CoenmHeHMe 110 JioboMy M3 HII. 1-6 uiau ero odbapMalLeBTUUECKU

-Li-  uymeerT OQopmyiy,

npmeMjieMad COoJIb WJIM COJIbBaT, B KOTOpPOM

BLIOpPaHHYI0 U3 TPYIIIb, COCTOSIEeN u3:

NH,
o CO,H v
.%/ . N N/E
H H
£ o)
O OH ,
NH,

mm
I
Z
=§
Iz
Ay
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OH , u

Iz

o>_/
o
T

Trone BOJIHMCTBIE JIMHUM CJieBa U CIIpaiBa oBo3HayvaKT npmucoegMHeHuUsA

K Dg m L#, COOTBETCTBEHHO.

10. CoemmHeHume 1o .l wIM ero oGapMaleBTUUYECKM IpUeMIIeMas

COJIE WJIM COJIbBAT, I'Ie COeIMHEeHMEe uMeeT QopMyJTy:

o

b g
NH NH o)
| N—/ L?; Ojgi R31
/
O H,N o TSN
R31

HN
o

B KOTOPOM KaxIklM R3! HesaBUCUMMO BHOpPaH U3 TPYINHE, COCTOSIEN

mn3 -CHyNH,, -CH;CH2NH,, -CH20H, -CH>CH>OH, -CH2CO2H, -CH2CH>CO2H,

CH2CH2CH2CO2H m —-CH2CH2CH2CH2CO2H; ™M kaxmass M3 I[IOJIOCOK IIOKa3EBaeT

Y4Y4acCTOK I[IPpUCOEeOVHEHUs IOJisg 3BeHa Dk.
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11. Coenunenue 1mo n. 1 mnu 10, TIOe coelIMHeHUE MMeeT QOPMYyJIy:
o OH o
H OH
N
o o

......

OH

¥ KaxIas M3 I[O0JIOCOK IIOKasksbBaeT YydaCTOK IpUCOeIMHEeHUS OIS
3BeHa Ds.

12. CoemuHeHMe 10 JioboMy m3 IIIl.

1-6 unu ero dapMaleBTUUECKU
npuemsieMass CoOJIb MJIM COJIbBaT,

roe LA-1LH coernuHeHMS MMeT QOPMYyJIY :
CO,H

0 R? o
IS0V
R2 (0] //
o)

B KOTOPOM

R2l BplBpaH M3 TPYIIE, COCTOAmEN U3
CH20H,

—CH2NH2,
—-CH2CH20H,

—CH2CH2NH2,

-CH2CO2H, —CH2CH2CO2H, —CH2CH2CH2CO2H n -
CH2CH2CH,CH,CO2H; u

R2?2 BeiBpaH m3 —-CH2NH»2,

-CH2CH2NH2, m —-CH20H, m

BOJIHUCTAS JIMHUS CJIeBa IOKa3bBaeT MNpUCOeIMHeHUe K Dg.
13. CoemuHeHue

BEIOpPaHHYIO U3:

nmo JmoboMy U3

no. 1-6, wuMermee

OH
COLH
H fo) H o] : 2 H
\N /., N N ” \)J\N N
0 ' o_ o 0.0 o I H

bopmy sy,

NH,

(@)
N

<

N

O /
By °

0~ "OH

H
HN ‘. N N ” \Y/ﬂ\N/A\v/N
5 ' o_ o SNe) o I H

NH,

N

0
j\ ’
0% oH ;
mwim ero @apMaHeBTMHeCKM IpuemMiieMass COJIb MJIM COJIBEBAT.

<

N
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I[lo moBepeHHOCTHU



TunnuHbIA cuHTe3 aypuctatuH-(AA2)-AA1-MDpr nexapcTBEHHOe CPEACTBO-NMHKEPOB

e Y;?Lm mo/)? e

NHCI o e,f NH | g, h NHO
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VYenosus peakuud: (a) Fmoc-Dpr(ivDde)-OH (1.5 5xsus.), DIEA (2.5 sksus. ) CHyCly /IM®, 2 4; (b) 20% mumepumus/ IM®, 2 4; (¢) Fmoc-AA [-OH (2
skBuB.), HATU (2 3k8uB.) 1 DIEA (4 5kBus.), [IM®, 3 1; (d) 20% munepumut/IM®, 2 4; (e, neoOs3ar.) Fmoc- AA,-OH (2 sxpus.), HATU (2 3xBuB.) 1 DIEA (4
sxsuB. ), AM®,3 4; (f, neobssar.) 20% munepugun/ [IM®, 2 4; (g) Fmoc-Phe-OH, i Fmoc-Met-OH, wii Fmoc-Trp(Boc)-OH (2 sksus. ), HATU (2 5xBuB.) U DIEA
4 5xsuB.)» AM®, 3 4; (h) 20% mmepumus//IM®, 2 4; (i) Fmoc-Dap-OH (2 xBuB.), HATU (2 3kBUB.) 1 DIEA (4 okBuB.), IM®, 3 4, (j) 20% mimepuans// MO, 2 1;
(k) Dov-Val-Dil-OH (2 sksus.), HATU (2 5ksuB.) 4 DIEA (4 5k8uB.), IM®, 2 4; (1) 2% ruapasus/ IM®, 2 4; (m) MDpr(Boc)-OH (2 3xsuB.), DIEA (4 5xuB. ),
CH,Cly,2 4 (n) 20% TFA/CH,Clo,2 4. U1

G/l

1109.G
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YcpenHenHoe Tab (mkr/mn)
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CPEOHMI OBBEM OMNYyXOnun

v

CPEHM OBBLEM OMMYXOIN

4/5

CpasHutenbHas aktusHocTb 4d/Ab n 8d/Ab ADC B onyxonesoit
KCEHOTpaHcnnaHTaTHOW moaenu 7860, oaHa Aosa

(M)

10001 —*- He nonyvasLue neyexms

900 A —a— h1F6-mc-vc-PABC-MMAF(4) 2 mr/kr
8001 —=— h1F6-mc-vc-PABC-MMAF(8) 2 mr/kr
700- ﬂ —— h1F6-6 (4) 0,5 mr/kr

500 -6~ h1F6-6 (8) 0,5 mr/kr

—— h1F6-13 (4) 0,5 mr/kr

5001 —— h1F6-13 (8)0,5 Mr/kr
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OUT.6

AKTUBHOCTb 4- 1 8-kpaTHO HarpyxeHHoro ADC Ha KCeHOTpaHcnnaHTarax
DOHH2 (B-knetouHas numdoma), oaHa fo3a 4 mr/kr
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CPEOQHWN OBBLEM OIYXOJ1N

ShekTnHOCTb 4- 1 8-kpaTHO HarpyxeHHbx ADC B onyxonesoi
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AKTUBHOCTb 4- 1 8-KpaTHO HarpyXeHHbIX, NPUCoeanHEHHbIX ¢ C-KOHLLA
aypucTaTuHOB Ha KceHoTpaHennantatax RCC 7860 y nbiCbix MblLLEH,
ogHa go3a 0,5 mr/kr
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D TOCJICAYIOUHE NOKYMCHTEI YKa3aHbl B IPONOJDKCHHH

«T» - Gonee MO3AHMIL NOKYMEHT, ONyGIMKOBAHHEIH NOCIE AATH NPHOPUTETA U

* OcoGEIE KATETOPHH CCBUIOYMHEIX JOKYMEHTOB!
NPUBEJCHHBIH JUIS MOHUMaHUs H300peTeHNs

«A» - JOKyMEHT, ONpeAeAoHA o6muit YPOBEHb TEXHUKH

(D - IOKYMEHT, NpHBEICHHBIH B eBpasuitckol 3a1BKke «X» - ZOKYMEHT, UMeIoIui Haubolnee 6IM3KOE OTHOMIEHHE K NPEMETY TIOMCKA,
(«E» - Gonee paHHMIt JOKYMEHT, HO OITy6THKOBAHHBIH Ha AATY NOARYH Topovalyii HOBU3HY IV H306pETaTeNBCKII YPOBEHB, B3ATHIA B OTAC/TBHO-
cTH

leBpa3suiCKol 3aBKH HIIH IIOCIIE HEE

«O» - IOXYMEHT, OTHOCAIHICA K YCTHOMY PackKphITHIO, 3KCTIOHHPO-
BAHMIO M T,

"P" - noKyMeHT, oryOnHKOBaHHEIH J0 AaThl HOAaYH €BPasHHCKOMN
3aiBKH, HO N0OCJIE AaTH! HCTIPAIIXBACMOTO NpHOpHTETa"

«Y» - HOKYMEHT, MMeIoMmuii Hanbonee GH3Koe OTHOMEHHE K NMPEAMETY MOUCKA,
nopoyaimuii H306peTaTeNbCKU YPOBEHD B COYETAHHH C IPYTHMHU JOKYMEH-
TaMH TOH € KaTEropHH

«&» - NOKYMEHT, ABJAIOMHUICA aTCHTOM-8HANIOTOM

«L» - IOKYMEHT, IPUBEACHHBIH B APYTHX LIEIAX
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