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9TOM YyKa3aHHBII cI0co0 BKIIOYAET CIEAYIOIIME STarbl: a) 00pa3oBaHME OKTaJCHTAaTHOTO XeJaropa,
COZICPIKAIIIeT0 YeThIpe THAPOKCUIMMPHINHOHOBEIX ¢parmeHTa (HOPO), 3amemenHbIx B N-TIONIOXECHUN
C,-C;s-anKwIbHOW TPYIION, ¥ COCTUHHUTENBHBIA ()ParMeHT, 3aKaHUYUBAIOIIUICS TPYIIIOH KapOOHOBOU
KHCIIOTHI; b) COeIMHEHUE YKa3aHHOTO OKTaJeHTaTHOTO XeJIaTopa o MEeHBIIEH Mepe ¢ OTHUM HalleJICHHBIM
Ha TKaHb MIETITUIOM WK OEJIKOM, COIEPIKAIIUM 10 MEHBIIIEH Mepe OIMH AMUHHBIN (hparMeHT, ¢ MOMOIIBI0
10 MEHBIIIEH Mepe OTHOTO PeareHTa, CBI3bIBAIOIIETO aMH/IBI, B PE3YJIBTATE YETO IOy Yat0T HalleJIeHHbIH Ha
TKaHb XEJIaTOP; M C) KOHTAaKTUPOBaHHUE YKa3aHHOTO HAIIEICHHOTO Ha TKAHB XeJIaTOpa C BOIHBIM PACTBOPOM,
colleprKallliM HOH IO MEHbIIEH Mepe OJXHOIrO M30TOIa TOPHs, M3ITydaroliero anbga-dacTuisl. Kpome
TOTO0, HACTOsIIIEEe N300PETEHHNE KacaeTcs Croco0a JICUSHNST HEOIUTACTUIECKOTO MIIM THUIIEPIUIACTHIECKOTO
3a00JIeBaHus, BKJIIOYAIOIIETO BBEACHHE TAKOrO KOMIUIEKCA TOpHS, HAIEJICHHOTO Ha TKaHb, a TakkKe
KOMILIECKCA M COOTBETCTBYIOIIKX (DapMaIleBTHICCKHX MPEIapaTUBHBIX (HOpM.

Ipumeuanue: 6ubaHOrpadus OTpaskaeT COCTOSHUE NPH MEPEU3TaHIN

6V  0SEI6LI0T



PaauodgapmaneBTHYecKHE KOMILIEKCHI

OBJIACTDH U3OBPETEHHMA

Hacrosimee wn3o0pereHne OTHOCHTCS crocobam 00pa3oBaHUSI KOMILUIEKCOB
WU30TOMOB TOPHUS, B YAaCTHOCTH, KOMIUIEKCOB TOpusi-227 ¢ ONpenerIeHHbIMU
OKTaJIeHTaTHbIMU JIMTAHAAMM, KOHBIOTHPOBAaHHBIMU C HalleJIeHHBIMH Ha TKaHb
rpynnamu. Hacrosimee m3o0peTeHne Taxske OTHOCUTCS K KOMILIEKCAM U K Criocobam
JedeHust 3a00JIeBaHN, B YAaCTHOCTH, HEOIUIACTUYECKUX 3a00JI€BaHMMN, BKJIFOYAIOLINM

BBEJICHHE TAKUX KOMILIEKCOB.
IMPEAITOCBIJIKU K CO3IAHUIO U30bPETEHUA

JUIs yCHeImIHOro JIEYeHHs PAa3UYHbIX 3a00NeBaHMNA Y MIIEKOMUTAROIINX
OonplIOe 3HAYEHHE WMEKT CIOCOOBI  CHEU(UUECKOr0 YHHUYTOKEHHUS! KIIETOK.
TunuuHble TpUMEpbl TAKOTO JIeUEHHs — JIEYeHHE 3JI0KAUYeCTBEHHBIX 3a00JIeBaHUIA,
TAKUX KaK CapKOMbl U KapUUHOMBI. TeM He MeHee, CeJNeKTHBHOE yJajJeHue
OMNMPEACIICHHBIX TUIIOB KIJICTOK TAKXKC MOXET HUIPATh KIHOYEBYHO POJIb MPU JICUCHUU
apyrux 3aboneBaHHMl, B OCOOEHHOCTH, THNEPIUIACTHYECKUX U HEOIUIACTUUECKUX

3a00J1€BaHUN.

B Hacrosimee Bpemst Hanbosee pacrpoCTpaHEeHHbIMU CIIOCOOAMH CEJIEKTHBHOTO
JICYSHHs] SIBJSIFOTCS XHMPYPTrUYeCKOe BMEILIATEIbCTBO, XHMUOTEpANUs W BHELIHEE
obnyuenue. HanpaBieHHass paguOHYKJIMAHAS TeEpanusl SBJISIETCS, TeM HE MeEHee,
Pa3BUBAIOIIEHCS W TEPCIEKTHBHONW OONACThIO, C TOMOIIBI) KOTOPOW MOKHO
OCYILIECTBIISITh JIOCTABKY BBICOKOLUTOTOKCHYHOTO M3JIyUYEHUs B KJIETKH, CIIELU(PUIECCKU
CBsI3aHHBIE C OTPENEeIeHHbIM 3a0oneBanneM. B Hanboee pacrpocTpaHeHHBIX popmax
pannodapMaLeBTHUECKUX CPEICTB, NMPHUMEHEHHE KOTOPBIX Pa3peIleHO B HACTOSIIee
BpeMs IS JICUEHHsI YeJIOBEKA, UCIONB3YIOT PaJlMOHYKJIHIbI, H3JIydaroline Oera- Win
raMMa-4acTuipl. TeM He MeHee, B OTHOLIEHHH HCIOJBb30BAHUS NMPU TEPANHH TAKKE
NPEACTABISIIOT HMHTEPEC PATUOHYKJIWABIL, HW3IyYarolue anbpa-dacTHLbL, H3-3a HX

MNOTCHIIMAJIa Cl'[eLII/I(I)I/ILIeCKOFO YHUUTOKCHUS KIICTOK.

JlnanazoH W3Ny4YeHHs THUIMYHBIX ajib(a-u3aydaromux paguoHYKJIHIOB B

(bU3HOJIOrHUECKOM OKPY)KEHHH COCTaBJISICT, Kak mpaBujio, MeHee 100 MKM, 4TO paBHO
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JIMIIb HECKOJIBKUM KJIETOYHBIM JHAMECTPAM. H3-3a 3TOr0O Takme MCTOUHUKU H3JIyUCHUA
SBJIIFOTCSI MPUTOAHBIMH IJIs1 JICHCHUS OHYXOHeﬁ, BKJIFOYasA MUKPOMETACTA3bl, TadK KaK
AUara3oH u3 Z[eﬁCTBPISI MOXET AOCTUTIATh 6.]'II/DKaI\/'IH_II/IX KJIETOK B OIIyXOJIM, OAHAKO
b HeOONBIIOE KOJMYECTBO H3JIy4aeMOH SHepruu OyJeT BBIXOOUTH 32 Ipenelibl
KJIETOK-MHILIEHEH, NPH YCIOBUU COOTBETCTBYIOIIETO HaleNuBaHUs. TakuM 00Opasom,
HeT HeOOXOIUMOCTH TPOU3BOIUTH HALIEJIMBAHHE B KAKAYIO KJIETKY, OMHAKO MPU STOM
MOET OBbITh MUHUMH3HPOBAHBI TMOBPEXKACHUSI OKPYKAIOMIMX 3JO0POBBIX TKaHEH (CM.
Feinendegen et al., Radiat Res 148:195-201 (1997)). Hanpotus, nuamna3oH nedcTBUs
Oera-yacTull B BOIHOH cpene cocrapisier 1 mm wiu Oosnee (cm. Wilbur, Antibody

Immunocon Radiopharm 4: 85-96 (1991)).

OHeprus anb(a-u3yueHus: BbICOKA MO CPABHEHHUIO C JHepruei OeTa-4acTull,
raMMa-u3JIy4eHHsT U PEHTI'€HOBCKOIO W3JYYEHHUs, KaK MPaBHJIO, OHA COCTaBIseT 5—8
MbB, i B 5-10 pas Beltue, yem sHeprust Oera-yactull 1 B 20 u GoJiee pa3 BbIIIE, YeM
SHeprusi ramma-m3nydeHus. Takum o0pa3oMm, Takoe BO3IAEHCTBHE OOJBIINM
KOJIMYECTBOM 3HEPTUH HAa OYEHb MaJiOM pACCTOSHUU O0ECIeYMBAET YPE3BbIYAITHO
BBICOKYIO  JMHeHHyro mnepemady oSHepruum (LET)  o-u3nydeHusi,  BBICOKYIO
OTHOCUTENBbHYI0 Omnosoruueckyto s¢dexktuBHocte (RBE) m Huskmit koaddurment
kucioponHoro ycuienusi (OER) mo cpaBHeHuo ¢ ramma- u Oera-uznydenuem (cm. Hall,
"Radiobiology for the radiologist", msaroe uzmanue, Lippincott Williams & Wilkins,
Philadelphia PA, CIIIA, 2000). OTuM 0OBSICHAETCSI HCKIIFOYUTEbHAS IATOTOKCUYHOCTD
anb(ha-M3IyydaroIuX pPaguoOHYKIUAOB, HO TakXke HajaraeT CTporue TpeOOBaHHS K
OMOJIOTUYECKOMY  HALICIUBAHMIO TAaKMX UW30TOMNOB, a TaKke K O0ECIeYeHuro
HEOOXOIMMOTO YPOBHSI KOHTPOJST M TDIyOWHBI M3Y4EHHUS pacrpeneseHus anbda-
U3JIYYAIOLINX PAJAHOHYKIUAOB JUIS MNPEJOTBPALICHUS HENOMYCTHMBIX MOOOYHBIX

s¢dexTos.

B Tabmuue 1 Huke moOKa3aHbl CBOHCTBa (PM3UYECKOro pacmana ajibda-
H3JTyHJaromux pPaguOHYKIIMAOB, KOTOPBIC Ha HaCTOﬂH_[I/II\/'I MOMCHT MNpcajiararotcsd B
JauTepaType B Ka4yecTBE  PAJMOHYKJIHIOB,  MNOTEHLUHATBPHO  OOJagarolux

TepaneBTHYECKON 3(PPEeKTHBHOCTHIO.



Tabnuna 1
Kannunatueii Tip* Knunuueckue wuccienoBaHusl B
HYKJIU]] OTHOLIEHUU
25A¢ 10.0 gueii JefKeMIH
2HA¢L 7.2 4acoB LTHOOIACTOMBI
23R4 46 MUHYT JefKeMun
223Ra 11.4 nueii CKEJIETHBIX METacTa3
224Ra 3.66 nHs AHKUJIO3UPYIOLIETO CHOHAMINTA

* Tlepuon monypacmnana

JI0 HACTOSIEr0O MOMEHTa, B OTHOIIEHHUM pAaAUOMMMYHOTEpANUH, OCHOBHOE
BHMMaHMe yaensnoch “HAt, 2PBi u *PAc, B KIMHMYECKMX MMMyHOTEPaneBTUYECKHX

HUCCICAOBAHUAX U3YHAJIUCh UMCHHO 3TH TPU HYKIIUAA.

HeKOTOpre U3 npejrara€Mbix paauOHYKIIMAOB ABJIAKOTCA CKOPOMOPTALINMUCA,
T.€. UX MEPUOJ MoJIypacnaaa cocTapyisieT MeHee 12 4. M3-3a Takoro KOpoTKOro nepuoaa
noJiypacmnazia KOMMepUYecKOoe MPOU3BOACTBO U PAaCIPOCTPAHEHUE 3TUX PAJUOHYKIINIOB
3aTpyaHeHo. Ilpu BBeaeHMH HyKJIWJa C KOPOTKUM IMEPUOIOM TOJypacrajga TaKkKe
YBEJIMUYUBAETCSl 71032 PAAUALMOHHOTO W3Jy4€HUsl, KOTOPYIO MOJNy4aeT OpPraHu3M, IO

HOCTUXKEHUS JIEKAPCTBOM LEJICBOI0 y4acTKa.

OHeprusi oTAa4Yu  anb(a-u3NydeHUss BO MHOTHUX CJIy4asx TpPUBEAET K
BBICBOOOKICHHUIO JOYEPHUX HYKJIHAOB M3 MeCTa pacrana MaTePHUHCKOrO HYKJIHIA.
Takoit sHepruM OTHAYM JHOCTATOYHO ISl TOrO, YTOOBI MHOTHE JAOYEPHHUE SAPa BBIILIN
U3 XUMUYECKOTO OKPY KEHHs, B KOTOPOM HAXOIMJICS MATEPUHCKUIN HYKJIH]I, HapUMep,
€CJIM MATEePUHCKUH HYKJIHUJI TMPUCYTCTBOBAJT KOMIUIEKC C JIMTAHAOM, TaKHM Kak
XEeNATUPYIOLIUN areHT. JT0 OYAT MPOUCXOAUT Naxke B TOM Ciydae, €Clid JOYEpHUM
HYKJIAJ SIBJISIETCSI XUMHYECKH COBMECTHMBIM, T.€. MOXKET OOpa30BbIBATH KOMILJIEKCHI C
TEM JK€ JIUTaHIOM. AHAJOTUYHBIM O0pa3oM, B Clydae eclid JOYEPHUM HYKJIUIOM
SIBJIIETCSl Ta3, B YACTHOCTH, WHEPTHBIA Ta3, HANpUMEp, PAIOH, WM €CIU JOUYepHHH
HYKJIUJ XUMHYECKH HECOBMECTUM C JIMTAaHAOM, Takou 3(dexT BricBOOOKAeHUs OyneT
eme Oonpie. Ecnm mepuoas! monypacnana TOUEpHUX HYKIHIOB OOJbIIE HECKOIBKHX
CEKYHII, MOKET MPOUCXOANTh NX Au(Qy3us 1 Monaganre B KPOBEHOCHYIO CUCTEMY, TaK

KaK OHU HE€ YACPKHUBAKOTCA BCIICCTBOM, BXOAUBIINM B COCTAB KOMILJICKCA, KOTOPOEC
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YAEePKUBAJIO MATEPUHCKUN HYKJIHUA. OTH CBOOOIHBIE PAJAMOAKTHUBHBIC IOUYEPHHE

PaAOHYKIIMABI TAKXKE MOT'YT BbI3bIBATH HEKEIATCIIBHYO CUCTEMHYIO TOKCHUYHOCTD.

Heckonbko et Haszaa ObUIO BBIIBUHYTO INMPEIJIOKEHHWE O MPUMEHEHUU TOPHUSI-
227 (Ti2 = 18,7 nHeii) B ycloBUSX KOHTpONs podepHero msoroma “>’Ra (cm. WO
01/60417 u WO 02/05859). Takoe npumeHeHHe ObLIO BO3MOXKHO B CHUTYyallMH, KOTTa
HCIIOJIb30BAJIaCh CHCTEMa HOCHUTEIS], TIO3BOJISIBIIErO YAEPKUBATh JOUEPHUE HYKJIUABI B
3aMKHYTON cpene. B omHOM ciydae pagvOHYKJIMI pPacriojiaraercs B JIMIIOCOME, W
3HAYUTEJIbHBI pa3Mep JIUMOCOMbI (10 CPABHEHUIO C PACCTOSHHEM SHEPTHH OTIauH)
MO3BOJISIET yAEP)KUBaTh JOYEpPHUE HYKJIWAbI B JHUMocoMe. Bo BTopom ciydvae
UCTIONIB3YIOT OCTEOTPOINHbIE KOMIUIEKCHl PAaJUOHYKJIHMIA, KOTOpbIE BCTPAMBAIOTCS B
KOCTHBII MAaTPUKC M OrPAaHMYHMBAIOT, TAaKUM OOpa3oM, BBICBOOOXKIEHHE JOUEPHHUX
HYKJIHJIOB. ODTH CHOCOOBI SIBJISIIOTCS OCOOEHHO NPEANOYTUTENbHBIMU, ONHAKO MPH
HEKOTOPBbIX OOCTOSITENbCTBAX MPUMEHEHHE JIMIIOCOM HEXKENaTeNIbHO, U CYIIECTBYET
OOJNbIIOE KOJNMYECTBO MSTKUX TKaHEH, B KOTOPBIX PAaTUOHYKIHIbl HE MOTYT OBITh

OKPY>K€HbI MUHEPAJIN30BAHHON MAaTPULIEH [Tl YAEPKUBAHUS JOYEPHUX U30TOIOB.

OTHOCHTENBHO HENaBHO OBLIO YCTAHOBJIEHO, YTO TOKCHYHOCTb AOYEPHUX SIAEP
22’Ra, KkoTopble BBICBOOOXkAAIOTCA mocie pacnana *2'Th mepeHOCHTCS OpraHM3MOM
MJIEKONUTAOLIEro JIy4dlle, 4YeM IPEeanojarajocb Ha OCHOBAaHUM pPE3YJIbTaTOB
NPEIIECTBYIOINX HCCIENOBAHMN, TIZ€ MCIOJIb30BAINCh AHAJIOTM4YHBIE sApa. B
OTCYTCTBUM CHELU(PUIECKUX CPENCTB Ul YAEP’KaHUS NOYEPHEro paaus, KOTOPBIH
oOpasyercss nmnpu pacmage -227, B COOTBETCTBMH C OMNHCAHWEM BBIIIE, U3
o0menocTynHod HMHGOPMALIMM O TOKCHYHOCTH PAafusi TMOHSATHO, YTO MpPHMEHEHHE
TOpUsi-227 B KAa4ECTBE JIEKAPCTBEHHOI'O areHTa HEBO3MOXKHO, TaK KaK HCIOJIb30BAHUE
103 HEOOXOIUMBIX JIJIsl JOCTIDKEHUS TeparneBTH4ecKoro s dexra ot pacnana Topus-227
IpUBEIET K MOJIYYEHUI0 BBICOKOTOKCUUYHOM U, BO3MOYKHO, JIETAJIbHOM 103bI paAualii B
pe3yibTaTe pacraja JOYEepPHHX HYKIUAOB paaus, TaKUM O0pa3oM, OTCYTCTBYET

TEPANCBTUYCCKOE OKHO.

B nmoxymenre WO 04/091668 omuchiBaeTcs, 4YTO HEOKUAAHHO OBLIO
O0OHapy’KeHO, YTO CYIIECTBYET TEPAIEeBTUYECKOE OKHO, B KOTOPOM TEPAINEeBTHUECKU
3¢ (eKTHBHOE KOJMYECTBO HALENIEHHOTO pPaJUOHYKJINWAA TOpHs-227 MOXeT ObITh
BBEJICHO TMaLMeHTy (Kak TMpaBWiIO, MIJEKOMuTaromeMy) Oe3 oOpa3oBaHHs TaKOro

KOJIM4YecTBa paaus-223, Koroporo ObUIO ObI JOCTATOYHO JUIsl TOTO, YTOOBI BBI3BATH



HEAOMMYCTUMYKO MUCJIOTOKCUYIHOCTD. Takum o6pa30M, OTO MOKET HUCIIOJBb30BATHCA IJIA
JICUCHUA U l'IpO(bI/IJ'[aKTI/IKI/I BCEX THIOB 3a00JieBaHUI Kak B ydaCTKax oOpraHusma C

KOCTHBIMH, TaK U C MATKHUMH TKaHAMH.

BBuay BbllIeyKa3aHHBIX —pa3pa0OTOK, B HACTOSINEE BpPEMsi BO3MOXKHO
UCIIONIB30BaTh M3Jy4arolye anb(pa-4acThibl sapa Topusi-227 B SHAOPAAUOHYKIUIHON
Tepanuu 0e3 NeTaNbHOW MHEIOTOKCHMYHOCTH B pe3yJibTaTe oOpasoBaHus “2°Ra.
Hecmotpss Ha 3TO, TepameBTUYECKOE OKHO SIBJSIETCS OTHOCUTENbHO Y3KHM, W IpU
MOOBIX OOCTOSITENbCTBAX HEXKETATENIbHO BBOAWTH IALMEHTY OoJbllee KOJIUYeCTBO
U3JIy4aromero anb(a-4acTUnbl paguon30Tona, 4deM Heobxomumo. CremoBaresbHO,
NOJIb3a OT TMPUMEHEHHsT TaKOrO HOBOTO TEPANEeBTHYECKOTO OKHA 3HAYUTENBHO Obl
NOBBICHJIACh, €CIH Obl HM3JIy4Yarollui anb(ha-dyacTHLbl TOPHH-227 HCHOIB30BAJICS B

COCTaBe KOMIUIEKCA U HAIEJIMBAJICS C BRICOKOH CTEIIEHBIO HAIEKHOCTH.

Tak kak MOCTOSHHO NPOHCXOOUT pachaj pPaguOHYKIHAOB, Ype3BbYATHOE
3HaYeHHE HMMEET BpPEeMs, KOTOPOE€ 3aTPauMBaeTCs MEXKIY BBbIIEJIEHHEM MaTepuaia H
BBEICHHEM JiekapcTBa nmanueHty. Kpome Toro, Obuto Obl 4pe3BBIYANHO MOJIE3HO, €CIIU
Obl siipa TOPHSL, W3My4YarolIue ajb(pa-4acTUIbl, BXOAWIN B COCTaB KOMIUIEKCA, ObUIH
HalleJIeHbl /WA IPUMEHSUTICh B (popMe, MosyueHHue KOTOpOi He 3aHMMaJo Obl MHOTO
BpeMEHH M He ObUIO OBl CIOXHBIM, HPEANOYTUTENBHO, OCYINECTBISJIOCH OBl €
UCTIOJIb30BAHHEM MAJIOTO KOJIMYECTBA JTAIOB, KOPOTKUX IEPHONOB HMHKyOauuu ¢
HECKOJIbKUMH OSTalnaMd H/WIM TEMIEepaTyp, KOTOpble HE BIMSIOT HEOOpaTHMBbIM
o0pa3oM Ha CBOMCTBa HAIEIMBAEMOro coeanHeHus. Kpome Toro, mpouecchbl, KOTopbie
MOTYT OCYLIECTBISITCSI B PACTBOPUTENSIX, HE TpPEOYIOUIMX YIAJeHUs Tmepen
npuMeHeHreM (B 0COOEHHOCTH, B BOIHBIX PACTBOPAX ), OONAAAOT TEM MPEUMYIIECTBOM,

YTO B 5TOM CJIy4a€ UCKIIIOYACTCA 3TAIl UCIIAPEHUA PACTBOPUTEIIA UIIN STAll JUAJIHU3a.

Kpome Toro, Obuto Obl 4pe3BbMANHO MONE3HO, eciii Obl OBUIO pa3paboTaHo
JIEKapCTBEHHOE CPEICTBO C METKOH TOPHSI C TIOBBILIEHHOH CTa0MIBHOCTBIO. JTO HMMEeT
KPUTHYECKOE 3Ha4YeHue sl COOJIOeHHs CTaHIapTOB KavyeCcTBa B OTHOIUCHUHU
YCTOWYMBOCTH MPOAYKTA, MPU 3TOM OOECIEeUUBACTCS JIOTHCTHYECKUH KOHTYp IS
JNOCTaBKM  JO3bl  JIGKAPCTBEHHOrO  CpeicTBa  mamueHty. Takum — oOpasom,
NPEANIOYTUTECIIbBHBIMU SABJIAKOTCA MPEIIaAPATUBHBIC q)OprI C MUHUMAJIbHbIM pPaagruOJIN30M

B Te4eHue nepuozaa 1 - 4 gus.



Pane ObIO [0Ka3aHO, HYTO OKTAJEHTATHbIE XENATHPYIOIIUE AreHTHI,
cofepskalue  IpPyNNbl  THAPOKCUIUPUAMHOHA  MOTYT  WCIOJNB30BAaThbCA NS
KOOPIMHHUPOBAHUS M3JIyHaAOIIero anbga-dyacTulbl TOpusi-277, AN TMOCIENYIOINEro
NpUKperyieHuss K HanenuBaeMomy (parmenty (WO2011098611). beun onucaHbl
OKTaJICHTaTHBIE XEJIaTOPbl, COAEPIKALLNUE YEThIpe IPyMIbl 3,2- THAPOKCUITUPUINHOHA, C
NPUCOETUHEHHBIMA JIMHKEPHBIMU Ipynnamu K ckaddonay Ha OCHOBE aMHHOB C
OTIAENbHON PEaKTUBHON TIPYNION, HCIONb3yeMOHW [JIs1 KOHBIOTalUU C HALEJIeHHOU
MOJIEKYJIOH. B NpeanoYTUTENbHBIX CTPYKTYpax MO MpeabIaylieMy H300pEeTeHUIO
COJIEP>KAINCh TPYIIBI 3,2-TUAPOKCUITUPUINHOHA U MCTIONb30BAJICS M30THOLIMAHATHBIN
(pparMeHT B Ka4eCTBE MPEATIOUYTUTENIbHOW X IMUYECKOH CTPYKTYPHI Ul COSTUHEHUS C
KOMIIOHEHTOM aHTHTeNa, Kak rnmokaszaHo B coequHeHnu ALG-DD-NCS. U3otuornuanar
IIAPOKO UCTIONB3YETCsl IS PUCOCIMHEHUSI METKU K OeJIKaM 4epe3 aMHHHBIC TPYIIIIbL.
I'pynna wusoTHOLMAaHATAa pearupyer ¢ aMHUHO-KOHLIOM W MEPBUYHBIMM aMHHAMU B
Oenkax, OHa MOXKET UCTIOIb30BATHCS JJIsI MEUEHHUs] MHOTHX OENIKOB, BKJIIOYAsl aHTHTENA.
HecmoTpss Ha TO, YTO THOMOYEBHMHHAS CBs3b, OOPa3yIOIIAsACSd B 3TUX KOHBIOTATax
SABJISIETCS.  JIOCTATOYHO CTA0MJIBHOW, OBIIO OMHCAHO, 4YTO KOHBIOTATHl AHTHUTED,
NOJIy4eHHbIE U3 (DIyOPECHEHTHBIX M30THOLMAHATOB CO BPEMEHEM pa3pyLIArOTCS.
[Banks PR, Paquette DM., Bioconjug Chem (1995) 6:447-458]. TuomoueBuHa,
o0pasyrommasicst myTeM peakiuu (GpyopeciMHU30THOLMAHATA C AMUHAMHU TTPH OCHOBHBIX
YCJIOBUSIX TaKXKe MOABEp)keHa KOHBepcuH B ryanuauH [Dubey I, Pratviel r, Meunier
BJournal: Bioconjug Chem (1998) 9:627-632]. M3-3a gonroro nepuona mojypacraaa
topusi-227 (18,7 nHeli), COENMHEHHOTO C MOHOKJIOHAJbHBIM AHTHUTEJIOM C IOJIHM
OMOJIOTUYECKUM  TEPHOAOM  TOJypaclana, >KeNaTeNIbHO  HCIONb30BaTh  Oosee
CTa0MIIbHBIE CBS3BIBAIOINNE (PPArMEHTBI IJIsl TIOJYYEHUsT KOHBIOTATOB, KOTOpbIE Oolee

XUMHYECKH CTaOWJIBHBI /71 VIVO B TIPU XPAHEHUH.

Camas Onm3kasi IO TeMaTHUKe Mpeapiayas padoTa B OTHOLIEHUH KOHBIOTALIUH
JUTAHAOB TUAPOKCUMUpHUAWHOHA Obuta omyOsmukoBana B WQ02013/167754. B Held
OIUCaHbI JINTAHABI, MMEIOLINE BOAOPACTBOPHMBIN (PParMeHT C TUAPOKCHAIKHIBHON
($yHKUNOHATBHOCTBIO. M3-32 BBICOKOH pEAKTHUBHOH CHOCOOHOCTH TI'HUIPOKCHUIIBHBIX
TPYIII 3TOrO KJIACCa XEJAaTOB, aKTUBALMS B BHJE AKTUBUPOBAHHOIO CJIOXKHOTO 3dupa
HEBO3MOJKHA, TaK KaK B 3TOM CJIy4ae BO3HUKAET MHOXKECTBO MapaJUIeIbHbIX PEAKIIHH, B
pe3ysbTaTe 4ero MocpenCcTBOM peakUuil dcTepupuKaK MOJYYaT CMECh POIYKTOB.

Taxum obpaszom, B coorBercTBuu ¢ W0O2013/167754 nuranasl JOSKHBI OBITH CBSI3AHBI C
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HAIleJICHHbIM Ha TKaHb OEJIKOM uepe3 albTepHATHBHbIE XMMUYECKHE CTPYKTYPBI, TAKUE
KaK M30THOLMAHAT, C TMOJY4YEHHEM MeHee CTAaOMIIBHOITO KOHBIOTaTa THOMOYEBHHBI B
COOTBETCTBUM ¢ omnucaHueMm Boimie. Kpome Toro, B gokymentax WO2013167755 u
WO02013167756 omnucaHbl KOHBIOTATbl M'MAPOKCHAIKNI/M30THOLMAHAT, PUMEHsEMbIe

st HaneneHHbIx antutesl CD33 u CD22, coOOTBETCTBEHHO.

ABTOpaMHM  HaCTOsIIEro u300peTeHHst ObUIO  YCTAHOBJIEHO, 4YTO MpH
(OpMHUPOBAHUY HALIEJICHHOTO HA TKaHb KOMILJIEKCA IMyTEeM CBSI3bIBAHHS CIIELH(PHISCKIX
XEJIaTOPOB C COOTBETCTBYIOIIMMH HAICIUBAIOIIUMHU (parMeHTaMH, a 3aTeM IyTeM
no0aBIeHHs M3JTyYaroero anb(pa-4yacTUIbl HOHA TOPUsSI ONEPATHBHO, MPH HEKECTKUX
YCIOBHSX MOJKET OBITh MOJYYEeH KOMIUIEKC ¢ TOMOIIBIO CBSI3bIBAIOINETO (pparMeHTa,
KOTOPBI ocTaercs: Oosee CTAOMIBHBIM MPU XPAHEHUH KOMILUIEKCA U MPH €ro BBEACHUHU

€ro MaueHTy.
KPATKOE U3JIOXKEHHE CYITHOCTU U3OBPETEHU A

TaKI/IM o6pa30M, B COOTBETCTBHUU C HepBbIM ACIIEKTOM HACTOSALIIUM
n300peTeHneM MPEAoCTaBIsIeTCst Coco0 00pasoBaHUs KOMILIEKCA TOPHSI, HALICJICHHOTO

Ha TKaHb, IPH 3TOM YKa3aHHBIH CIIOCO0 BKJIIOYAET CIEAYIOLINE HTAIIbI

a) o0pazoBaHME OKTQJ€HTATHOTO  Xe€JaTopa, BKJIIOYAIOIIEr0o  YeThIpe
TUAPOKCUMIUPUANHOHOBBIX ~ (parmenta (HOPO), 3amemenHsix B N-
nonoxkeHnn Ci1-C3-alKMIbHOW TPYyNNoOH, W COGAMHUTENBbHBINH (hpParMeHT,
3aKaHYMBAIOIIUNUCS TPYIIION KapOOHOBOM KUCIIOTHI (MM €€ 3aIlUIIEHHOTO
SKBUBAJICHTA);

b) coenuHEHME YKa3aHHOTO OKTAJICHTATHOTO XeJaTopa, M0 MEHbIIeH Mepe, C
OITHUM HALIEJICHHBIM HA TKaHb MENTHUAOM WM OEJTKOM, COIEp KaIlUM, IO
MEHbLIEH Mepe, OIWH aMUHHBIA (DparMeHT, ¢ MOMOIUBI, MO MEHbLICH
Mepe, OAHOIO peareHTa, CBSA3BIBAIOLIErO aMHUAbl, B pe3yJbTaTe 4Yero
MOJIyHarOT HalleJIeHHbIH Ha TKaHb XeIaTop; U

C)  KOHTaKTUPOBAHHE YKa3aHHOT'O HALIEJIEHHOTO HA TKaHb XEJAaTOPa C BOIHBIM
pPacTBOPOM, COZIEp>KaIlUM MOH, 110 MEHbIIENH Mepe, OTHOTO U30TOMa TOPUs],

U3JTyYaIOIIero anb(a-4acTHIIbI.



B Takmx komruiekcax (M MPEANOYTHUTENPHO BO BCEX ACHEKTaX HACTOSIIEro
n300peTeHns) KOMIUIEKC HOHAa TOpHs, Kak IIpaBUIO, O0Opa3yercss C IOMOLIBIO
COZIepIKaIer0 OKTAJEHTATHbIA TUAPOKCUIIUPUIWHOH JIMTaHAA, KOTOPBIH B CBOKO
ouepenb MPUKPEIUIETCs K HAlleIEHHOMY Ha TKaHb ()parMEHTY IOCPEICTBOM aMUIHOMN

CBA3H.

Kak mpaBuiio, yka3aHHBINH CIIOCOO SIBJISIETCS CIIOCOOOM CHHTE3a OKTaIeHTATHBIX
XeJIaTOB Ha OCHOBE 3,2-TUAPOKCUITUPHINHOHA, BKIIOYAKOMHNX (DYHKIHIO PEAKTHBHOTO
kapOoKcHIaTa, KOTOpasi MOKET aKTHMBHPOBATHCS B BHUAE aKTUBHOIO CJIOKHOTO 3dupa
(Takoro kak cyioxkHbIN 3¢pup N-rugpokcucykuuanmuna (NHS-cnoxnbiii 3¢up)) mudo B

CUTyallU N Sify WA NyTEM CHUHTE3a U BBIJEJICHMsS CAMOIO AKTHUBHOIO CIIOKHOIO

adupa.

[Tonyuennsiii NHS-cnoxabIi 3Qup MOXKET HCIONB30BATHCS HAa STane MPOCTOH
KOHBIOTALUN JJIsi TIOJNYYeHHs] [MHUPOKOro criekTpa Gopm Oenka, MOTU(DUIIMPOBAHHOTO
xenaToM. B nornonHeHne, BBICOKOCTAOMITbHBIE KOHBIOTAThI AaHTHTENA YK€ MAPKUPOBAHBI
TopuemM-227. DTO MOXKET TPOUCXOANTh IpHU OOBIYHOM TeMIepaType WIH IpU
Temreparype OnM3KOM OOBMHON Temmeparype, Kak IPaBUJIO, C  BBICOKHM

pPaaAnOXUMHUYCCKHUM BbIXOAOM U YUCTOTOM.

Croco® 1o M300peTeHHI0 TMPEANOUYTHTENbHO OCYINECTBJISIIOT B BOJHOM
pacTBOpe, a B COOTBETCTBUHU C OJHHUM W3 BAPHAHTOB OCYINECTBJIEHUS H300pPETEHUs OH
MOKET OCYLIECTBIISITbCS MPH OTCYTCTBMM HWJIM TPAKTHYECKM B OTCYTCTBHU (TIpH

comep:kanuu MeHee 1% 1o oObeMy) Kakoro-mudo OpraHu4eCKOro paCTBOPHUTEIIS.

[IpeanouruTesbHbIE HaLETEHHbIE (PPArMEHThI BKIFOYAIOT MOJHUKIOHAJIbHBIE U, B
OCOOEHHOCTH  MOHOKJIOHAJbHbIE aHTUTeNa ¥ HMX  (parMeHTb. TUMUYHBIMU
(dparmeHTamMu SIBISIIOTCS CBsi3bIBaromme (parmeHTsl, Takue kak Fab, Fab', F(ab'), u

OJHOLICTIOYCYHBIC cneumbnqecxne CBA3BIBAOIIIHMEC aHTUTECIIA.

HanenenHple Ha TKaHb KOMIUIEKCHI IO HACTOSIIEMY H300PETEHHIO MOTYT
BXOIWUTb B COCTaB JICKAPCTBEHHBIX CPEACTB, MPUTOJAHBIX [JIs1 BBEACHUs MNALIUECHTAM:

YCJIOBEKY U JKUBOTHBIM.

Takum o00pa3oM, B COOTBETCTBHH CO BTOPbIM acCIeKTOM HU300peTeHneM

NPEAOCTABISIFOTCST CIIOCOOB! MONy4YeHHs (papmManeBTHYEeCKON npenapaTUBHON (OPMBI,



BKJIFOYAKOIUE TMOJJYUYCHUEC HALCJICHHOIO Ha TKaHb KOMILUICKCA B COOTBETCTBHUU C
OMHUCAHUEM B HACTOSALIEM JOKYMCHTE IYTEM I[O6aB.]'IeHI/I$I, 110 MEHbIIEH MEpPE, OAHOIO
Q)apMaHeBTI/ILIeCKOFO HOCUTECIIA W/ unu BCIIOMOTaTCJIbHOTO BCIICCTBA.
COOTBeTCTBy}OH.II/Ie HOCHUTCIIM W BCIIOMOIaTCJIbBHBIC BC€IICCTBA BKJIHOYAKOT 6y(1)epbl,
XEJIaTUPYHOIIUE arc¢HThI, CTa6I/IJ'II/I3I/Ipy1-OH.II/Ie ar€éHTbl NIpoO4YUE€ COOTBETCTBYHOIIHE
KOMIIOHEHTBI, H3BE€CTHBIC CIICHUHAJIHCTaM W OIIHMCAHHBIC B COOTBETCTBHH C JIFOOBIM

ACIICKTOM B HACTOAIIEM JOKYMCHTC.

B cooTBeTcTBMM C elle OAHUM AacleKTOM H300pPETeHHEM OTOIHUTEIBHO
NPEAOCTABISIETCST HALCJICHHBI Ha TKaHb KOMIUIEKC Topus. Takoii komruiekc Oynper
UMETb XaPaKTEPUCTUKH, OMMCAHHBIE IO TEKCTY HACTOSIIErO JOKYMEHTA, B YACTHOCTH,
NPEANOYTUTENIbHBIE  XaPAKTEPUCTUKH, OIUCAHHbIE B  HACTOSALIEM JOKYMEHTE.
VKa3aHHBI KOMIUIEKC MOXKET OBITh MOJYYEH C HCIOJIb30BAaHHEM JIFOOBIX CIOCOOOB,
OIHCAHHBIX B HACTOALIEM JOKyMeHTe. TakuMm oOpa3oM, ¢ MOMOIIBI0 TaKUX CIIOCOOOB
MOYKHO TIOJIYYUTh, 110 MEHbINEH Mepe, OJUH HalleJEHHbIH Ha TKaHb KOMIUIEKC TOPHUS B
COOTBETCTBUHM C JIFOOBIM aCHEKTOM WJIM BApUAHTOM OCYIIECTBJICHUS H300pETEHHS,

KOTOPBIC OMHCAHBI B HACTOALIEM JOKYMEHTC.

B coorBercTBHH C eme OJHHUM ACIIEeKTOM HaCTOAIIUM H306pe’TeHI/IeM
npenocraBisieTcs: apMalieBTHUECKas IpernapaTuBHasi ¢popma, coxepkaias 0ol u3
KOMILJIEKCOB, OMMCAHHBIX B HACTOSILIIEM JOKYMEHTe. Y Ka3aHHas mpernapaTtuBHas Gopma
MOKeT OBITh MOJyuY€Ha C CIIOJIb30BAHUEM JIFOOBIX CIIOCOOOB, OMUCAHHBIX B HACTOSIILEM
JIOKYMEHTE, U MOJKET COZIePKaTh, M0 MEeHbLIeH Mepe, onuH Oydep, crabunuzatop u/umm
BCIIOMOTaTebHOE BelecTBO. bydep u crabunuzatop MoryT ObITh MOmOOpaHbI TAKUM
0o0pa3om, 4ToObI OHH CIOCOOCTBOBAJIM 3AIUTE HALEJIEHHOTO Ha TKaHb KOMILIEKCA OT
pamuosn3a. B COOTBETCTBHH C ONHMM M3 BapUAHTOB OCYIIECTBIEHHUS H300pETEHHUs
paanoin3 KOMIUJICKCA B HpeHapaTI/IBHOfI (I)opMe ABJIIETCA MUHHMAJIbHBIM AK€ YEPE3
HECKOJIbKO JIHEH TOCjae TMPOM3BOACTBA TMPEMapaTUBHON (OPMBL ITO  SIBJISIETCS
CYLIECTBEHHBIM INPCUMYIIECCTBOM, TdK KaK B 3TOM CJIyda€ YCTPaHAKTCA BO3MOXKHBIC
HpO6J’IeMbI, CBA3aHHBIE C Ka4Y€CTBOM IIPOAYKTA U JIOTUCTUKOH Inpu nocCTtaBKax
JICKAPCTBCHHBIX CPEACTB, YTO HIPACT KIHOYCBOC 3HAYCHUEC JId OCYILICCTBICHUA U

MPAKTUYCCKOI0 MPUMEHCHUA 3TON TEXHOJIOTHH.

beuta noka3aHa mpakTHYeCKas LEHHOCTb HACTOSINEro H300peTeHus mpu

MOJIYYEHHUU MHOXECTBA KOHBHOTATOB aHTUTEJI, MCUCHHBIX TOPHUEM, AJIs1 HALICJTIUBAHUA B
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yY4aCTKu OpraHu3sMa, MNOIpeACTaBJIAIOLINUE OHOJIOrnYeCK Ui HHTEPEC, TaAKHE KakK

PELENTOpPBI, CBSI3aHHBIE C ONMYXOJISIMH.
ITOAPOBHOE OITMCAHHWE U30BPETEHMA

B KOHTeKCTe HACTOSIEro H300pEeTeHNsI TEPMUH KHALIEJIEHHOCTh HA TKaHb» MPU
UCIIOJIb30BAHUU 10 TEKCTY HACTOSINEro JOKYMEHTa O3HA4YaeT, YTO COOTBETCTBYIOLIEE
BEINECTBO (B YaCTHOCTH, B (POPME HALIEJICHHOTO Ha TKaHb KOMILJIEKCA B COOTBETCTBHH C
ONMUCAaHWEM B HACTOSALIEM JOKYMEHTE) TPENHA3HAYeHO MU JIoKajnu3auuu (U, B
YaCTHOCTH, JJIs JIOKATM3ALUU B3aUMOCBSI3aHHOTO KOMILJIEKCA TOPHS) MPEAIOYTHTENBHO,
NOo MeHbIIeH Mepe, B OJWH YYaCTOK TKaHH, A€ €ro NPUCYTCTBHE SIBISIETCS
JKeJaTeIbHBIM (HAnpuMep, IJIsl TOCTABKH PaJMOaKTHBHOTO pacmana). Takum obpasom,
HAlleJICHHbIE HAa TKAaHb TPYIIBl WIH (PPAarMEHTHI CIYXKAaT AJS Jy4IIeid JIOKaIu3auuu
COOTBETCTBYIOIIETO BEINECTBA, IO MEHbIIEH Mepe, B OJHOM Yy4YacTKe OpraHu3Ma
MalMeHTa TIOCJIe €r0 BBEICHHs TAKOMY MALMEHTY IO CPaBHEHUIO C KOHLEHTparmen
AHAJIOTUYHOTO KOMIUIEKCa 0e3 Takoro HalejleHHOro ¢parmeHra. B manHOM ciyuae
TAKOM HAaleNIeHHbI (parMeHT NPEeNNOuUTHTENbHO BBIOPAH TAaKUM 00pa3oM, UYTOOBI
cieln(pUIEeCKN CBA3BIBATHCSA C PELIETITOPAMH KJIETOYHOI MOBEPXHOCTH, CBS3aHHBIMHU C
PaKOBBIMU KJIETKAMM, HJIH C JPYTUMH PELIENITOPAMH, CBI3aHHBIMU C MUKPOOKPYKEHUEM

OITyXOJIH.

W3BeCTHO HECKOJBKO Iiesiel, CBA3aHHBIX C TUINEPIUIACTHYECKUMH |
HEOIUIACTHYECKUMH  3a00JieBaHMsAMHU. Takue 1elud  BKJIIOYAIOT  ONpenesieHHbIe
peuenTopbl, O€NKW KIETOYHOW TOBEPXHOCTH, TpaHCMeMOpaHHble O€nKu H
Oenku/menTuabl, KOTOPble HAXOASTCS BO BHEKJIETOYHOH MaTpuile MOONIHM30CTH OT
MOPaKEHHBIX KJIETOK. [IpuMephl perenTtopoB KJIETOYHON MOBEPXHOCTH M aHTUTECHOB,
KOTOpBIE MOTYT aCCOLIMUPOBATHCS C HEOMIACTHYECKHMH 3a00JIEBAHUSMU BKIJIFOYAIOT
CD22, CD33, FGFR2 (CD332), PSMA, HER2, me3orenun, u T.1. B cooTBeTcTBUU C
OITHUM W3 BapHAHTOB OCYIIECTBJICHUs M300pPETeHUs HAIEIeHHbI Ha TKaHb (pparMeHT
(Hampumep, menTUa WM OeoK) UMeeT Crelu(PUYHOCTh B OTHOLICHHUH, 1O MEHbBIIEH
Mepe, ONHOIO aHTUIeHAa WM penenTtopa, BbiOpanHoro w3 CD22, CD33, FGFR2

(CD332), PSMA, HER2 u me3oTenuHa.
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CD22 nnu xnacrep nuddepeHuupoBku 22 — 3TO MOJEKYJIa, NMPUHAIIeKAIas
cemerictBy JnektuHOB SIGLEC (SIGLEC = ummyHOrnoOynnH-nogoOHbIE JIEKTHUHBL

CBSI3bIBAIOLINE CHAJIOBYIO KHCIIOTY).

CD33 wmm Siglec-3 — 3T0 TpaHCMeMOpaHHBIH peLenTop, >KCIPEeCCUPOBAHHBIIN

Ha KJIETKaX MHUEJIOUIHOU JIMHUU.

FGFR2 - 3to penentop ans ¢dakropa pocra ¢(ubdpobmacroB. D10 Oenok,
KOTOpBIN kogupyercs B denoBeke reHoM FGFR2, koTopelii pacnonioskeH Ha XpoMOCcOoMe

10.

HER2 — 5T0 ujeH ceMeliCcTBa PELIENTOPOB 3MHUAESPMANLHOTO (hakTopa pocTa

(HER/EGFR/ERBB) uenoseka.

IIpocratnyeckuii cnenududecknii MemOpanHbiii aHtureH (PSMA) — sto

dbepmeHT, KoTophIi Koaupyetcs: B uenoseke renom FOLH1 (ponarruaponassr 1).

MesotenuH, Taxke n3BecTHbIH Kak MSLN, — 3T0 G0k, KOTOpBIN KOAUPYETCS B

yeyoBexe reHom MSLN.

B nmanHOM cnydae OCOOEHHO MpPEANOYTUTENbHBIE HALEJIEHHbIE HAa TKaHb
CBSI3BIBAOLIME (hparMeHThI BBIOPaHbI U3 (PPArMEeHTOB, CBA3BIBAIOLIMXCS CrELM(DUIECKU
¢ peuentopom CD22. D10 MOXKET BbIpaXKaThCsl B TOM, YTO, HAIIPUMEP, TAKOH GparMeHT
umeer Oonee BBICOKYIO adduHHOCTH cBsi3biBaHusi (B S0 u Oonee pa3) s KIETOK,
skcnpeccupyromux CD22 no cpaBHEHUIO ¢ KJIeTKaMu, He skcnpeccupyromumu CD22
(Hampumep, o MeHblIel Mepe, B 100 pas Gonee BbICOKYIO ad)(UHHOCTH CBSI3BIBAHMS,
NPEANOYTUTENIbHO, MO MeHblied Mepe, B 300 pa3 Ooixee BbiCOKyr aduHHOCTH
cBsi3biBaHus). ECTh OCHOBaHMS MONaraTth, 4YTO JKCHPECCHS W/ CBEPXIKCIIPECCHUS
CD22 npouCXOmUT KIETKAaX C ONpelesieHHbIMH CTagusiMu  3a0oneBaHust  (Kak
YKa3bIBAE€TCS] B HACTOSALIEM IOKYMEHTE), TAKUM OOpa3oM, CBS3BIBAIOLINHA (parMeHT
cnenuduuecknii mo otHomeHnto K CD22 MokeT BBICTYMaTh Ui HALETUBAHUS
KOMITJIEKCA B TaKHe KIETKH. AHAJOTHYHBIM 00pa30M, HalleJICHHbIH Ha TKaHb (parMeHT
MOXET CBSI3bIBATHCS C MAPKEPAMH KJIETOYHOH MOBEPXHOCTH (HapuMep, ¢ peLenTopaMu
CD22), koTopple MPHUCYTCTBYIOT B KJETKE BOJM3U OT IMOPAXEHHBIX 3a00JEBaHUEM
kjeTok. Ilo CpaBHEHHIO C MOBEPXHOCTBIO 3[0POBBIX KJIETOK OSKCIPECCHs MapKepoB

kjaerouHoi moBepxHocTH (D22 Moxer ObITh 0OoOJ€e CHUIBHOH Ha MOBEPXHOCTH
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MOPaKeHHBIX KJIETOK W OoJiee CHIIbHON Ha TIOBEPXHOCTH KJIETOK B TEUEHHE TIEPUOJIOB
pocTa WM PeIUIMKALMU MO CPAaBHEHHUIO C «apemuromeii» (aszoit. B coorBercTBUU €
ONHUM W3 BapUAHTOB OCYILIECTBJICHUS M300pETEeHUs], HAIleIeHHbIi Ha TKaHb
cBsi3bIBatOLIMil  (parMeHT crneuupuueckuii no otHoueHnmro k CD22  wmoxer
UCTIONIb30BaThCsl B KOMOWHALIMM C APYTUM CBSI3BIBAIOLINM (PParMeHTOM JUIsl Mapkepa
KJIETOUHOM TOBEPXHOCTU CHEHU(PHUUECKOro MO OTHOLICHHIO K 3a00NeBaHuio, B
pe3yJibTaTe 4ero MoJydyaroT ABOWHOW CBS3bIBAKOIIMN kKomriuiekc. HameneHHbiMu Ha
TKaHb CBsi3bIBarOIIMME (pparmentamu st CD-22, kak MpaBUJIO, SIBISTFOTCS MENMTHIIbI

Ui 6em<1/1, KaK OIMUCaHO B HACTOAILIEM JOKYMCHTC.

PaznuyHble acieKThl H300pETeHHsT B COOTBETCTBUU C OMHCAHUEM B HACTOSIIIEM
TOKYMEHTE OTHOCATCSI K JIEYEHUIO 3a00JIE€BAHUMN, B YaCTHOCTH, OHU MPETHA3HAYAIOTCS
I CEJeKTUBHOTO HalleJIMBaHUsI B IOPAKEHHYIO TKaHb, a TaKKe, OTHOCSTCS K
KOMILIEKCaM, KOHBIOTATaM, JIEKAPCTBEHHBIM CPENCTBAM, IPENapaTUBHBIM (opmam,
JIEKapCTBEHHBIM HaOOpaM, KOTOpbIE HCIOJNB3YIOT UII OCYIIECTBIEHHsI CHOCOOOB B
COOTBETCTBUH C H300peTeHHeM. B COOTBETCTBUHM CO BCEMH acCHEKTaMH MOPaKEHHAsS
TKaHb MOXET HAaxOOUTCS B OJHOM Y4YacTKe OpraHusMa (Hampumep, B Clydae
JIOKAJIM30BaHHON IUIOTHOM OMYyXOJM) WJIM MOKET HAaXOAHUTCS B PA3JIMYHBIX y4acCTKax
(HampuMmep, Korzma IpH apTPUTE MOPaKE€Hbl HECKOJbKO CYCTaBOB, WJIH B CIydae

PacCpenOTOYEHHBIX 3JI0KAYECTBEHHBIX OIMyXOJIeH HIIM METACTa3HPYIOIIEro paka).

ITopaskeHHast TKaHb, B KOTOPYIO OCYIUECTBJSIFOT HALEJIUBAHHE, MOXKET
HAXOIUTBCS B MSTKMX TKAaHSX, B KaJbLHU(UIUPOBAHHBIX TKAHSIX HIJIH B HECKOJBKHX
y4acTKax, KOTOPble MOTYT BCE HAXOMUTCS B MSTKHUX TKAHSX, B KaJbIH(PHULIUPOBAHHBIX
TKaHSIX HJTH MOTYT BKJIFOYATh, IO MEHBIIEH Mepe, OMUH Y4aCTOK MSITKUX TKaHEeH W/Wiy,
IO MEHbIIEH Mepe, OOMH YYaCTOK KaubLU(PULUPOBAaHHBIX TKaHeW. B coorBercTBUU C
OHUM M3 BAPHAHTOB OCYLIECTBJICHHs] M300PETEHUS] HALICNIMBAHKUE OCYLIECTBISIOT, IO
MEHBIIEH Mepe, B OAUH Y4aCTOK MSATKHMX TKaHEW. YYacTKH, B KOTOPbIE OCYLIECTBIISIIOT
HAlleJIMBAHNE, M YYaCTKA BOSHUKHOBEHHS 3a00JIEBAHHUSI MOTYT OBITh OJIMHAKOBBIMH HJIH
K€ MOTYT OBITh Pa3JIMYHBIMH (HAIpPUMEp, B Cliydae Crenu(UIecKoro HalelUBaHHs B
MeTacTas3bl). B ciiydae HalenuBaHUs B HECKOJBKO YYAaCTKOB HALIEIMBAHHUE MOJKET
OCYILIECTBISITHCSA B Y4aCTOK BO3HUKHOBEHU! 3a00JI€BAHUS HJTH B HECKOJIBKO BTOPHUYHBIX

y4acTKOB.
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IIpy WCHONB30BaHMM B HACTOSINEM JOKYMEHTE€ TEPMHH «MSTKas TKaHb»
O3HA4YaeT TKAHU, HE UMEIOIIHE KTBEPAON», MUHEPAIU30BAHHOM MaTpuLbl. B yacTHOCTH,
IpPU HCIOJNIB30BAaHUU MO TEKCTYy HACTOSINErO JAOKYMEHTAa TEPMHMH «MATKash TKaHbY
MOXKET O3Ha4aTh JIIOObIE TKaHU, He SBILSIOINNECS TKaHsIMH ckejera. COOTBETCTBEHHO,
IPU HCIOJIb30BAHUU IO TEKCTY HACTOSIIEro IOKYMEHTa TePMHH «3a0OJeBaHHE B
MSTKUX TKaHSIX» O3Ha4daeT 3a0ojeBaHUe, BO3HHKIIEE B «MATKHX TKAHAX» B
COOTBETCTBUH C ONpEAENICHHEeM B HACTOSIIEM JOKyMeHTe. B uyacTHOCTH, Hacrosimee
n300peTeHre MOXKET TMPUMEHSThCS Ui JISYEHUS PA3JIMYHbIX BHIOB paka, TaKUM
oOpaszom, TepMHH «3a00JIeBaHHE B MSTKUX TKAHIX)» BKJIIOYAET KAPLUHOMBI, CAPKOMBI,
MHEJIOMBI, JISHKeMHH, JTUM(OMBI U PaKd CMEIIAHHOTO THUIA, KOTOPbIE BOZHHKAIOT B
TOOBIX MATKUX (T.€. HEMHUHEpAJAJIM30BAHHBIX) TKAHAX, & TaK)Ke JIPYrHe HEPaKOBBIC
3a0oneBaHNsl TAKUX TKaHEH. 3JI0Ka4eCTBEHHbIE «3a00NIEBaHUSI B MSTKUX TKAHIX»
BKJIFOYAIOT IUJIOTHBIE OINYXOJIM, BO3HHUKAIOIIHE B MATKHUX TKaHSAX, a TaKke
MEeTacTaTH4YeCKHe U MUKPOMETACTaTHUEeCKHe OMyxoiu. B camom nene, 3a0oneBaHus B
MSITKMX TKQHSIX MOTYT BKJIIOYATh MEPBHYHYIO IJIOTHYIO OMYXOJb MSATKOW TKaHU U, TO
MEHbIIEeH Mepe, OJHY METaCTaTHUECKYI0 OMYXOJb MATKOH TKaHW y OJHOTO M TOTO K€
nanueHTa. B kauecTBe anbTepHATHBBI, «3a00JIieBaHHME B MSTKUX TKAHSIX» MOXKET
NPEACTaBIATh COOOM JWIIb NEPBHYHYKO OMyXOJb WM JIMIIb METAacTasbl, Kornaa
NepBUYHAsL ONYXOJIb HAaXOAMTCS B TKaHAX ckenera. B uacTHOCTH, 3a0o0neBaHUAMU,
JeUeHHe KOTOPBIX MOXET OCYLIECTBISTbCS B COOTBETCTBUU CO BCEMU AacCleKTaMU
HACTOSIIEr0 M300peTEeHUs], WM MPU KOTOPBIX OCYLIECTBJISAIOT HALlENMBAHNE HA TKAaHb
KOMIUIEKCa TOPHUS B COOTBETCTBHUH CO BCEMH aCMEKTaAMU HACTOSIIEr0 H300peTeHwHs,
SBJSIIOTCS.  T€MATOJIOTHYECKHE  ONYXOJH, B  OCOOEHHOCTH, HEOIUIACTUYECKUEe
3aboneBaHust JTIUMQPOLUTOB, HanpuUMep, TMMGPOMBI U JTUM(POUTHBIE JIEHKO3bI, BKIFOYAS
HEXOJUKKUHCKYIO JTMM(pOMy, B-kierouHsle Heorasmbl wiu B-kieTodnsie JTUM(OMBL
AHaJOrUYHBIM 00pa3oM, 3a00JIEBAaHISIMH, JICUEHHE KOTOPBIX MOXKET OCYIIECTBIISITHCS B
COOTBETCTBHH CO BCEMH AaCIMEKTaMH HACTOSLIEr0 W300pEeTEeHUs, WJIN TMPH KOTOPBIX
OCYLIECTBISIFOT HAllEIMBAHNWE HA TKAHb KOMIUIEKCA TOPUS B COOTBETCTBHH CO BCEMH
aCrieKTaMH  HACTOSIIEro  WM300peTeHHs], SBJISAIOTCA  JOOBIe  HEOIIACTHYECKHE
3a00neBaHNuss KOCTHOTO MO3Ta, MO3BOHOYHHMKA (B OCOOEHHOCTH, CIHHHOTO MO3Ta),

TUM(paTHYECKUX Y3JI0B H/HITH KJIETOK KPOBH.

Hexoropeie mnpumepbl B-KJIETOUHBIX ONyXOJIEH, JE€YEHUE KOTOPBIX MOXKET

OCYHIECTBIIATBCS B COOTBETCTBUU CO BCEMHU ACIICKTAMH HACTOALICTO I/1306peTeHI/Iﬂ, 50)151
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IMPU KOTOPBIX OCYHIECCTBIIAOT HALCIMBAHHUE HA TKAHb KOMILJIEKCA TOPUS B COOTBETCTBUU

C aCIICKTaMH HACTOALICTO I/1306peTeHI/I$I, BKIIFOHAIOT CJICAYIOIIHE 3a00JIeBaHHUS:

XPOHMYECKHH JTUMQOLUTAPHBIN  JIeHKO3/MeNKOKIeTOuHas  JuMQoIuTapHas
auMdoma, B-kneTouHblli  NPOIMMQOLUTAPHBIA  JIEHKO3, JUM(OIMIa3MOLUTapHAS
auMdoma (Harpumep, MakporiaoOynunemust Banpaenctpéma), muMpoma MapruHaIbHO
30HBI CEJIE3EHKH, MJIA3MOKJIETOUHbIE OMyXOJH (HAPUMED, IIa3MOKJIETOUHAS MUEJIOMA,
IUIA3MOLIMTOMA, OOJIE3HN HAKOILJIEHHUS! MOHOKJIOHAJBHOTO MMMYHOTJIOOYJIMHA, OOJIe3HH
TSDKEJIBIX 1Ienel), SKCTpaHoanbHasl B-kierouHas miMdoma U3 KIETOK KpaeBOW 30HBI
(mumpoma MALT-tuna), y3nosas B-knerouHass numdoma U3 KJIETOK KPaeBOH 30HBI
(YJIKK3), donnukynsapHas naumpoMa, MaHTHHHOKIETOYHast JuMmbpoma, nuddysHas
KpyIHOKJIeTouHasi B-kierounast numdoma, B-kieTounass kpynHOKJIeTodHas Jumdoma
cpemocTeHus (TUMyca), BHYTPUCOCYAUCTAasl KPYIMHOKIETOUHAss B-kneTounas numdoma,

nepBUYHAs JIUM(POMa CEpO3HBIX MosiocTelt u tnMdpoma/neiikos bepkurra.

Hexotopele mpuMepsl ONMyXOJeH, JIEYeHHE KOTOPBIX MOKET OCYLIECTBJATHCS C
UCTIOJIb30BaHNEM areHTta, HaueneHHoro Ha FGFR2, mo Hacrosmemy wuszo0pereHuro,
BKJIFOYAKOT OMYyXOJIM, B KOTOPBIX C BO3HHUKHOBCHHEM W PA3SBUTUEM OINYXOJIM CBsA3aHbI
MYTaIUOHHBIC CO6I)ITI/I$I, BKJIKOYas1i pak MOJIOYHOU JKEJIE3bL, DOHAOMETPUA U KEITYyJOUIHO-

KHIICYHOI'O TpaKTa.

Hexotopeie npumepbl omyxosiel MUETOHUAHOTO TMPOUCXOKAEHUS, JICUCHUE
KOTOPBIX MOKET OCYIIECTBJIATHCS C HCIONb30BAaHHEM areHTa, HareneHHoro Ha CD33,

IO HACTOSIIIEMY H300PETEHHIO, BKIIIOYAIOT OCTPbII MUEIOUAHBIN Jietiko3 (OMJI).

Jpyrue npumepsl ONyXOJeH, JIeUeHHE KOTOPBIX MOXKET OCYLIECTBJSTHCA C
UCTIONIb30BAHUEM  areHTa, HAIEJeHHOT0 Ha MNPOCTATHYECKHH CcrennpuIecKuit
meMOpaHHblii antureH (PSMA), mo HacrosimeMmy H300pETEHHIO, BKIIOYAOT PaKd

npe):[CTaTeanoﬁ JKEJIC3bI U MO3ra.

Jpyrue npuMepbl ONyXOJied, JICHEHHE KOTOPBIX MOXKET OCYIIECTBJATBCS C
UCTIOJIb30BAHUEM areHTa, HAlleJIEHHOTO Ha PELenTop SMUASPMAIBbHOTO (pakTopa pocTa 2

tuna (HER-2), no HacTosiemMy n300peTeHHI0, BKIIIOYA0T PAKH MOJIOYHOMN JKEJIE3BI.
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Jpyrue npumepbl ONyXOJied, JICUEHHE KOTOPBIX MOXKET OCYILNECTBJATBCS C
UCTIONIb30BAaHUEM areHTa, HALEJIEHHOTO Ha ME30TEJNH, M0 HACTOSIIEMY H300pETEeHHIO,
BKJIFOYAIOT TAKUE 3JIOKAYECTBEHHBIE OMYXOJIM KaK ME30TEJIMOMA, PaK SIMYHUKOB, JIETKUX

U TMOKETYJOUHOM JKeJe3bl.

OcHOBHBIM  (paKTOpOM, BIMSAIOIMMUM Ha  3(PPEKTUBHOCTH  HACTOSIIETO
H306peTeHI/I$I, SIBJIAETCSI CTAOMJIBHOCTh KOHBIOTATOB aHTUTEN IpU XpaHCHHUU B TCUCHUEC
OlpedeseHHbIX MepuomoB. Takum 00pa3oM, CTaOMJIBHOCTh  HEPAJHOAKTHBBIX
KOHBHOTaTOB AHTUTEC]I U KOHCYHOT'O JICKAPCTBEHHOT'O IPOAYKTA, MECUCHHOI'O TOPUEM,
JOJDKHA COOTBETCTBOBATH CTPOTUM  KPUTEPUSIM, KOTOPbIE IPEABSABISAIOTCS IIPU
NPOU3BOACTBE W PACOpOCTpaHEHHH  paanodapMalleBTUYECKUX  MPOAYKTOB.
HeoxunanHo ObLIo OOHApYKEHO, YTO MpenapaTHBHAs (OpMa, OMUCAHA B HACTOSILIEM
IOKYMEHTE, COAep)kalias HaleJNeHHbIH Ha TKaHb (pParMeHT, JOeMOHCTPUPYET
MPEeKPaCHYI0 CTaOMJIBHOCTh TPH XPAaHEHWH. JTO CHPABEIUBO JAXKe JJIT BBICOKHX
TEMIIEPATYP, KOTOPBIC HUCIOJB3YIOT, KaK IMPAaBUJIO, MPU YCKOPCHHBIX HCCICAOBAHUAX

CTaOUJIBHOCTH.

B cOOTBETCTBUU C OJJHUM K3 BAPHAHTOB OCYLIECTBJICHUS] N300PETeHNUS, KOTOPBIH
NPUMEHUM KO BCEM COYETAaeMbIM acleKkTaM H300peTeHMsl, HAleJICHHbIH Ha TKaHb
KOMIUIEKC MOKET OBITh pacCTBOPEH B COOTBeTCTByIOIEM Oydepe. B wacrHocTH, OBLIO
OoOHapy’)ke€HO, YTO NpPU NPUMEHEHHUH IMTPATHOro Oydepa NONydHaroT HEOOBIYAHHO
cTabuiIbHYIO TpenapaTuBHYO (opmy. IIpennodTuTensHO HCMONB3YeTCs LUTPATHBINA
Oydep B nuanasone 1 - 100 MM (3nauenue pH 4 - 7), B yactHocTH, B quana3one 10 - SO

MM, HauboJjiee MPEANOYTHTENLHO HUTPaTHBIN Oydep B nuanazone 20 - 40 MM.

B cooTBercTBUHM C elle ONHUM W3 BAapUAHTOB OCYLIECTBICHHsS H300peTeHUs,
KOTOPBI MPUMEHUM KO BCEM COUETAEMBbIM acleKTaM H300peTeHws], HaleJeHHbIA Ha
TKaHb KOMIUIEKC MOXKET OBITh PacTBOPEH B COOTBETCTBYIOIIEM Oydepe, comeprkariem
napa-amMmuHoMacsiHyo kucioty (PABA). TlpenmodrurespHON KOMOWHALIMEH SIBJISIETCS
UTPaATHBIN Oydep (MPeArnodYTUTETPHO IPH KOHUEHTPALUSX, OMHUCAHHBIX B HACTOSIIEM
nokymenrte) B komOuHaruu ¢ PABA. IlpennoururensHble KOHUEHTpanmu aisi PABA
1T IPUMEHEHHSI B COOTBETCTBHH C JIFOOBIM aCIIEKTOM HACTOSIIIEr0 U300PETeHUs], B TOM
9Hclie B KOMOWHAIIMU ¢ APYTUMH areHTaMmH, COCTaBjsitoT npudmusurensao 0,005 - 5
mr/mi, npennoututenbHo 0,01 - 1 mr/mu, 6onee mpenmoururensHo 0,01 - 1 mr/mo

Konuenrpauuu B guamazone 0,1 - 0,5 Mr/mi sSBJsiFOTCSL HAnOoIee MPeaOYTUTEIbHBIMHE.
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B coorBercTBUHM ¢ elne OIHUM BapHAHTOM OCYLIECTBIIEHHS] H300peTeHUs,
KOTOPBIA NMPUMEHUM KO BCEM COYETAaeMbIM acleKTaM H300peTeHus, HalleJeHHBbIH Ha
TKaHb KOMIUIEKC MOXKET OBITb PacTBOPEH B COOTBETCTBYIOIIEM Oydepe, comeprkaiiem
stuneHauamuHTeTpaykcycHyro kuciory (EDTA). IlpeamouturenbHol KoMOMHarmei
seisiercst npuMeHenne EDTA ¢ uutpatHeiM Oydepom. OcoOeHHO MpennodTuTenbHOH
xoMmOuHanumelt siBysiercsi npumenenue EDTA ¢ nurpatHbiM OydepomM B MPUCYTCTBUU
PABA. IIpeanoyTUTeNbHbIM B TAKUX KOMOUHALIUSX SIBJISIETCS TO, 4TO LuTpaT, PABA u
EDTA (B 3aBUCHMOCTH OT KOHKPETHOTO Cliy4asi) OyayT MPUCYTCTBOBATh B THUANA30HAX
KOHLIEHTPAllM! U MpPEANOYTUTENbHBIX JHala30Hax KOHLEHTPAlUM, YKa3aHHBIX B
HacTosiimeM pnokymeHTte. [lpenmoururenbHble koHueHTpauuu ansi EDTA s
NPUMEHEHUSI B COOTBETCTBUHU C JIFOOBIM ACHEKTOM HACTOSINEro M300pEeTeHUus, B TOM
YHClie B KOMOWHAIIMKU C APYTUMH areHTaMu, COCTaBJSIIOT npubmusurenpHo 0,02 - 200

MM, npennoururepHO 0,2 - 20 MM, Gonee npeanoututesibHo 0,05 - 8 MM.

B cooTBercTBHM C elle OJHMM BapHAHTOM OCYLIECTBJIEHHS H300peTeHMHsl,
KOTOPBII MPUMEHUM KO BCEM COYETAaeMbIM aCIEeKTaM H300pEeTeHUs], HalleJeHHbIH Ha
TKaHb KOMILUIEKC MOKET OBITh PACTBOPEH B COOTBETCTBYIOIIEM Oydepe, comepsrarmem,
no MeHbineil mepe, oxauH nonucopbar (PEG mpusuteli s¢up copbura u KUpHOH
kucnotel).  IlpenmoururenpHble  mojucopOaThl  BKIKOYAOT — moiucopbar 80
(monmoxcusTuieH (20) copburan MoHoosear), nojucopdbar 60 (monuokcusTuneH (20)
copbutan MoHocreapat), mnojucopbar 40 (nmoawokcudtmiaen (20) copOurtaH
MOHoMaabMuTaT), noiucopdar 80 (nmonuokcudTuieH (20) copOuTaH MOHONAYpaT) U UX
cmecu. Haubonee npennouturenbHbiM nonucopoaTom siisiercs: monucopdar 80 (P80).
[IpennoyrurenbHble KOHIEHTpauuu 1t monucopdata (B OCOOEHHOCTH, IS
NPEANOYTUTENBHBIX MOJUCOPOATOB, YKA3aHHBIX B HACTOSIIIEM JOKYMEHTE) IUisi
NPUMEHEHHs B COOTBETCTBUH C JIFOOBIM aCMEKTOM HACTOSIIEro H300pEeTeHHs, B TOM
YHCJie B KOMOWHAIIMKU C APYTUMH areHTaMu, COCTaBISIIOT npubnusureasHo 0,001 - 10
mac./06.%, npenmoururensHo 0,01 - 1 mac./06.%, 6onee npennouyrurensHo 0,02 - 0,5

Mmac./00.%.

Hecmotps Ha 71O, uro PABA yxe Oputa omnmcaHa B KadecTBe

2
pamnocrabunmmzaropa (cm. US4880615 A), mnonoxurensHbiii 3¢pdexr PABA B
HACTOSIIEM M300peTeHHH HAaOMIOAANCs MPU XPAHEHHN HEePaJuOaKTHBHOTO KOHBIOTATA.

Takoli crabunusupyromui 3p@exr B OTCYyTCTBUM pPaaHONN3a COCTABJISET OCOOEHHO
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HEOXXKMJAHHOE NMPEUMYIIECTBO, TaK KAaK CHHTE3 HALIEJIEHHOIO Ha TKaHb XeJIaTopa, Kak
npaBuiIo, OyaeT MPOMCXOAUTh B OCHOBHOM JO KOHTAKTHPOBAHUSI C HMOHOM TODHSL.
Takum 0Opa3oMm, HalleNeHHBII Ha TKaHb XeJNaTOp MOXKET OBbITh MOJY4YeH OT OJHOrO Yaca
IO Tpex JeT A0 KOHTaKTa ¢ WOHOM TOPHs U NPEANOYTUTENbHO OyIeT XpaHUTbCS B
koHTakTe ¢ PABA B TeueHue, Mo MeHbLIEH Mepe, 4acTu 3TOro mepuoza. Hpyrumu
CJIOBAaMH, 3Tambl a) U b) MO HACTOSIIEMY H300PETEHHUID MOTYT OCYIIECTBJSITHCS OT
OJTHOTO Yaca IO TPeX JIET OO 3Tara C) U MeXay dTanamu b) u ¢), HalleIeHHbI Ha TKaHb
XeJIaTop MOXKET XpaHUThCs B KoHTakTe ¢ PABA, B uactHoCcTH, B Oydepe, Hampumep, B
uurpatHoM Oydepe u, B HEKOTOpBIX ciyvasx, BMecte ¢ EDTA w/unm nomucopdatom.
[IpeamouTHTeibHBIE THMBI W KOHLEHTPALMM MAaTEPHANIOB YKa3aHbl B HACTOSILIEM
nokymente. Takum oOpasom, PABA sBisgercss OCOOEHHO MpPEANOYTUTENbHBIM
KOMIIOHEHTOM TMPENapaTUBHbIX (OPM MO H300PETEHUI0 U MOXKET O0eCneduThb
TOJTOBPEMEHHYIO CTaOMJIBHOCTH JJIs1 HALEJIEHHOTO HA TKaHb XeJlaTopa W/Wid Ui
HAILIEJICHHOTO Ha TKaHb KomIulekca Topus. Ha ®urype 1 mokasan >¢pdexr PABA B

CHCTEeME 10 HACTOSILIEMY H300PETeHHUIO.

ITpumenenne uuTpaTHOro Oydepa B COOTBETCTBUU C ONMCAHMEM B HACTOSIIEM
JIOKyMEHTe 00ecreynBaeT HEOXKUJAHHbIE PEUMYINEeCTBA B OTHOLIEHUH CTaOMIBHOCTH
HALIEJICHHOTO Ha TKaHb KOMIUIEKCA TOPHs B MpenapaTHBHbIX (OpMax MO HACTOSLIEMY
u3obperenmo. HccnenoBanue oOnyuenuss Ha d¢dexT pacTBopoB Oydepa mnpu
NOJIy4eHUH  TEPOKCHAAa  BOAOPOJAA  OCYLIECTBISUIOCH — aBTOPAaMHM  HACTOSILEro
N300peTeHNst, IPU 3TOM ObUIH IOJyY€Hbl HEOKHJAHHbIE Pe3yJbTaThl. M3BECTHO, 4TO
NEPOKCH]] BOIOpOIAa OOpa3yercss B pe3yJibTaTe paauofiu3a BOIAbI M CIIOCOOCTBYET
XUMHYECKOMY MOIU(PUIMPOBAHUIO OENKOBBIX KOHBIOTATOB B pacTBope. Takum
obOpazom, oOpa3oBaHHE MEPOKCHAA BOAOPOJA OKAa3bIBAET HEXKeNareabHbId 3P ¢eKkT Ha
YHCTOTY M CTaOWIBHOCTh mpoaykra. Ha @urype 2 moka3aHO, YTO HEOKUIAHHO
HaOJIOIATMCh MEHBbLIME YPOBHHU MEPOKCHAA BOIOPONA NMPH HM3MEPEHHUSIX B PacTBOpPax
konbtorara anturena HOPO no nacrosimmemy u3odbperenuro, kotopbie odiydanics Co-
60 (10 kI'p) B uurpatHoM Oydepe Mo CpaBHEHHIO CO BCEMH JIPYTMMHU HCCIIENYEMBIMU
Oydpepamu. Takum oOpa3om, mpemnapaTuBHash (opMa MO HACTOSIIEMY H300PETEHHIO
NPEATNIOYTUTENIbHO COMAEPKUT LUTPATHBIH Oydep B COOTBETCTBUM C OIMCAHHEM B

HaCTOALEM JOKYMCHTE.
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B nomonHeHuwe, aBTOpaMu HACTOALIEro H300peTeHus ObLIO OOHAPYIKEHBI
HEOXXMJJAHHbIE PE3yJIbTaThl B OTHOIIEHUH KOMOMHHPOBAHHOTO 3 dekTa onpeneneHHbIx
KOMITOHEHTOB B MPENapaTUBHbBIX (OpMax o HACTOsALIeMy H300peTeHH0. OnsaTh ke 3TO
OTHOCHTCS] K CTAa0MJIBHOCTH PaJUOMEUeHHOro KoHbtorara. Llenbio mccnenoBanus Obiia
oueHka crabumbHOocTH KoHborata *2’Th-AGC1118 (cM. HuKe) B XOne XpaHEHus.
OcymecTBisiin aHAIW3 CBS3bIBAHUS C MOMOIIBK HMH(ppPakpacHOH (uyopecueHunu c
ucnons3opanueM 2’Th-AGC1118 npu crenuduueckoil akTHBHOCTH TPUOIU3UTETHLHO
8000 Bx/MKr. Bbiu moydeHbl MATh Pa3sAMYHBIX PACTBOPOB s XpaHeHus nnis 22 Th-
AGCI1118, ¢ wucnons3oBanuem 30-100 MM wnurtpatHoro Oydepa, wim 30 MM
utpatHoro Oydepa ¢ nodasnenuem 0,02, 0,2 wnu 2 mr/mn pABA, 3nauenue pH 5,5.
Ha ®urype 3 mnoka3aH 3HAYUTENbHBIH NOJOXKHUTENbHBIA 3(QeKT B OTHOIIEHUH
pPamuoCTaOMIIBHOCTH TPEMapaTHBHbIX (OPM TIO HACTOSIIEMY H300pETEHHIO, B
YaCTHOCTH, MMPH KOMOMHUPOBAHUH C UTpaToM n/unn PABA B muamasoHax, yKa3aHHBIX
B HACTOALIEM NOKyMeHTe. [Ipu TMpoBENeHHM BBILIEYKA3aHHOTO HCCIEAOBAHHS OBLIO
O0OHapy’KeHO, YTO LUTpAT siBysieTcst Haubonee 3¢dekTuBHbIM OypepoM; HEOKHIAHHO

Takxke OpUIO OOHAPYXKEHO, YTO TakoH 3¢pdexr ycunusancs npu nodasnenun PABA.

KiroueBbIM KOMITOHEHTOM CITOCOOOB, KOMIUIEKCOB U IpenapaTHBHBIX (HOpM IO
HACTOSIIEMY HM300pEeTeHHIO SIBJIETCS (parMeHT OKTaJeHTaTHOro xenaropa. Camas
Onmu3kasi o TeMaTHKe paboTa B OTHOLIEHHH OOpPa30BaHMsI KOMILUIEKCOB MOHOB TOPHSI C
JIMTaHJaMH THAPOKCUMTUPUANHOHA Oblia omyOnukoBana kak WO02011/098611, B Heil
OMKCaHAa OTHOCUTEJbHAS TMPOCTOTA TMOJyYEHHs] KOMILJIEKCOB HOHOB TOpHsS C

oktaaeHtaTHeiMu HOPO-conep kamumu turaHaamu.

Panee U3BECTHBIE XeJIaTOPbI IS TOpUs TaKXe BKJIFOYAIOT
MOJIMAMUHOIIOIMKUCIOTHBIE  XE€JIaTOPhl, KOTOpble BKIIOYAKOT HEPA3BETBIEHHBIMN,
LUUKJINYECKU WM Pa3BETBIEHHBIN IOJUA3AaJKAHHBIM Kapkac C KUCJIOTHBIMHU
(HarpuMep, KapOOKCHAKHIIBHBIME) TPYIIAMH, TPUCOCAMHEHHBIMUA K aTOMaM a30Ta B
kapkace. [Ipumepsl Takux xenaTopoB BKIOUaOT npousBogHbie DOTA, Takue kak m-
u3otnounanarodensui-1,4,7,10-rerpaasanuknonekan-1,4,7,10-terpaykCycHas KUCIIOTa
(p-SCN-Bz-DOTA), u mpousBogubie DTPA, Takme kak mN-U30THOLMAHATOOSH3UII-
IV3THUIIEHTpUaMHHIIEHTaykcycHast kucnora (p-SCN- Bz-DTPA), npoussogasie DOTA
SABIAIOTCS ~ LUKIMYECKMMM  Xenatopamy,  mnpousBogHele  DTPA  sBnsrorcs

HEPA3BETBJIICHHBIMHA XCJIATOPAMMU.
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IIpumeps! npoussoansix 1,4,7,10-TeTpaazauuknonekan-1,4,7,10-rerpaykcycHomn
KUCJIOTHI ObUTM TPUBENEHBbI paHee, ONHAKO CTAHIAPTHBIE CIIOCOOBI HE MOTYT OBITH
IIPOCTO WCIIOJIb30BaHbI [JIl XEJNATHOrO CBsi3bIBaHUS TOpusi ¢ npousBogHbiMu DOTA.
IIpn narpesanuun npoussoaHoro DOTA ¢ ucnonb3oBaHMEM MeTajula OCYLIECTBIISIOT
5¢peKTUBHOE TMONyYeHNe XeNaTa, OTHAKO 3a4acTyl0 C MaJlbIM BbIXOZOM. B xoxme stoii
IPOLIEAYPBI MOXKET MPOUCXOAUTh HEOOpaTUMast IeHAaTypaLus, 110 MEHbIIeH Mepe, YacTH
auranga. Kpome Toro, m3-3a CpaBHUTEJIBHO BBICOKOH MOIBEPKEHHOCTH HEOOPATUMOM
JEeHATypaLnH, B LIEJIOM, HEOOXOAMMO U30eraTh NMPUKPEIUICHUS] HALIEJIEHHOTO (hparMeHTa
N0 3aBepIIeHHs] BCEX 3TaroB HarpeBaHus. Jljis 3Toro Tpedyercs NOTOJHUTENbHBIN
XUMHYECKHH 3Tam (co Bceill HeoOxommmoil oOpaboTkoW W cemaparnueii), KOTOPBIH
JOJDKEH OCYILIECTBJIATBHCS B TEUEHHE MEPUOJa pacrnajga U30TONa TOPHUsl, U3IYHaroIlero
anbpa-yactuupl. OUeBHUAHO, TNPEANOYTUTENILHO HE OCYLIECTBISATH 00padoTKy
Marepuaja, H3JIydaromero anb(a-dacTUIBl, TakuM o00pa3soM M He MPOU3BOAUTH
COOTBETCTBYIOIIME OTXOAbI CBEpPX HeoOxomumoro ypoBHs. Kpome Toro, B TedeHUH
BPEMEHHM, KOTOpPO€ 3aTpauMBaeTCsi Ha MOJydeHHe KOHBIOraTa, TepsieTcs 4acTb TOPUS,

pacmajn KOToporo OyaeT MPOUCXOIUTh B TEUEHHE TAKOTO MEePHOAa MOATOTOBKH.

KiroueBbIM acriekToOM HaCTOSIIIEr0 H300PETEHHsI BO BCEX OTHOIICHUSX SIBIISIETCS
NPUMEHEHHE  OKTAaJEHTATHOrO0  JIMTaHAa, B  YaCTHOCTH,  OKTAJAEHTAaTHOTIO
T'UAPOKCUIIUPUANHOH-COAEpKAILEro  JIMraHaa, Bkiarovaromero  udetelpe  HOPO
¢dparmenta. Taxkue nuraHabl, Kak MPaBHIJIO, COIEPIXKAT, IO MEHBINEH Mepe, YeThIpe
XeJIaTo00pasyIOIUX TPYIIbI, KaXaasi U3 KOTOPBIX HE3aBHCHUMO APYr OT ApPyra MMeeT

CIIEYIOIIYIO CTPYKTYPY 3amerneHHoro nupuauna (1):

R1
|
RZ N. _R°
R’ R’
R4
D

rae R! osnauaer ankunbHyro rpynmy, Takyto kak Ci-Cs-aJkujbHble TPYTIBI C
HEpa3BETBJICHHON WM pa3BETBIEHHON LENbIO, BKJIOYAs METHJ, 3TWI, H- WIU
M30TpPONUA ¥ H-, BTOp- M30- Mnu Tper-OyTtun. IlpeanouturensHo, R' mpencrasnser

coboii C1-Cs, B 0cOOEHHOCTH, MeTHUJI. B COOTBETCTBUHM € OAHUM NPEANIOYTHTEIbHBIM
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BapUAHTOM OCYIIECCTBJICHUSA 1/1306peTeH1/1$1 Ha aTOME€ a30Ta BCECX YCTHIPEX (I)paFMeHTOB

¢dbopmyuiel (I) mpuCyTCTBYET METHUIIBHBIN 3aMECTHTEIb.

AJNKUITbHBIE TPYIBL, YIOMHHAEMble IO TEKCTy HACTOSILIEro JOKYMEHTa,
IPENCTAaBILIIOT COOOH, kak npaBuio, C1-Cs-aaKiIbHbIE TPYIIIBI C HEPA3BETBICHHON HIIH
Pa3BETBJICHHOM LIEMbI0, TAKUE KAK METHUJI, THJI, H- HJIM M3OMPOINUII, H-, H30-, TPET- WU

BTOP-OyTHJI U T. 1.

B  HekoTOphIX  ONyOJMKOBaHHBIX paHee M300pPETEHHsIX, TaKUX  Kak
WO02013/167756, W0O2013/167755 u W0O2013/167754, rpymnmna, cooTBeTcTyromas R,
paHee TMpPEACTaBisIa COOOW pPACTBOPSIOIIYIO TPYIMIY, TaKyK Kak THAPOKCH WIH
runpokcuankun (Hanpumep, -CH>OH, -CH,-CH,OH, -CH>-CH>-CHOH wu T.1.). 910
UMeeT ONpeesieHHbIe MPEUMYINECTBA B OTHOIICHUH OOJiee BBICOKOW PAaCTBOPUMOCTH,
OJTHAKO TAaKWE€ XEJIATOPbI ¢ TPYAOM MPUCOSIHHSIOTCS K HALEJICHHBIM (parMeHTam C
HCIIONTb30BAaHHEM aMMIHBLIX CBSI3eil M3-3a PeaKkTUBHOI crmocobHoctH B Rl-monoxenun.
Takum oOpasoM, B HacTosimeM wusobpeTenun R!, kak mnpasuno, He sBjseTcs

TUAPOKCHUIIOM UJIU TUAPOKCHUAJIKHUIIOM.

B ¢opmyse (I), rpynmst R?-R® moryT HezaBrcHMO APy OT Apyra BuIOpaHbl u3 H,
OH, =0, coenunuTenbHOrO (pparmMeHTa u JIUHKEepHOro pparmenta. IlpeanoururensHo,
B TouHocTu onHa u3 rpynn R2R® Gymer =O, u onna u3 rpynn R>-R® Gyner OH.
OcranbHble Tpu rpynnbl w3 rpymn R2-R® moryr mpencrasnaTs coboit H, onHako, mo
MeHbIneil Mmepe, onHa u3 rpynn R?-R® Gymer mpencraBnath coGoil JIMHKEPHBIH
(dparMeHT WM COeNMHUTENbHBIH (parmeHT. COeqUHHUTENbHBIH (pParMeHT OmMHCaH
HIDKE MO0 TEKCTY HACTOSIIEero JOKYMEHTA, OJHAKO OH 3aKaHYMBAeTCs KapOOHOBOH
KUCJIOTOH JJIsi TIPUKPEIUIEHHUs] aMHIHOW CBS3M K HaueleHHOMy ¢parmenty. Takoii
COEMHUTENbHBIA (PParMeHT MOXKET NPUKPEIUIITbCS HEMOCPENCTBEHHO K KOJbLY B
omHoit ux rpynn R?-RS, omnako Gosee NpeAnmoOYTUTENHLHO OH MPHKPEIUISETCS K
JUHKEPHOMY (pparMeHTy, KOTOPBIH caMm mo cebe OyAeT MpencTaBisTh ONHY U3 TPYIII

R2-R®.

Oco0eHHO  TPenmouTUTENbHBIMU  SBISIIOTCST  N-3amemieHHele  3,2-HOPO
¢dparmenTs! B kauectse HOPO rpynn no HacTosimeMy H300peTeHHIO, i B COOTBETCTBHU

C OJHMM W3 BAapPHAHTOB OCYINECTBJICHUS H300peTEeHHs] BCe ueThIpe (QparMeHTa
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OKTAACHTATHOTO JIMT'aHAA4, BXOAAIIUE B COCTaB KOMILJICKCA, MOT'YT IPEACTABJIATDH coboii

3,2-HOPO ¢parmenTs!.

CootercTByOIKE XeaaTooOpasyomue GparMeHThl MOTYT ObITh OOPa30BaHBI C
HCTIOJIb30BAHHEM CITOCOOOB, U3BECTHBIX CIIELMAINCTAM, BKJIFOYAsl CIIOCOOBI, ONMCAHHbIE
B nokyMmeHTax US 5 624 901 (manpumep, npumeps! 1 u 2) 1 W0O2008/063721 (koTopbie

BKJTFOUEHBI B HACTOSIIYIO 3asIBKY TIOCPENCTBOM CChIIIKH).

[pennoYTUTeIbHbIE XeIaTO00Pa3yoIIUe TPYIINbl BKIKOYAOT MPYIIbl HOPMYJIbI
TN
N
( \
EETE —R
L, J
/ \/\\
R, o

0

(II) Hmxe:

HO

B npusenennoii Boie ¢popmyne (II), pparment =0 npencrasisier coOoi OKco-
IPyIIy, MPUKPEIUIEHHYIO K JI0OOMYy aroMmy yriieposna Ha MUPUAMHOBOM kojblle, -OH
npencTasisieT coOoi rHapoKcH (PparMeHT, MPUKPETUICHHbIH K II0OOMy aToMy yriepona
Ha TMPHUIMHOBOM KOJIbIle, a -RL mpencrasisier coOOoi IMHKEPHBIH (parMeHT, KOTOPhIH
NpUKperUisier GpparMeHT TUAPOKCUITUPUAMHOHA K IPYyruM (QparMeHTaMm, BXOISIIUM B
COCTaB KOMIUIEKca, i oOpa3oBaHHUS OOIIEro OKTaJAeHTATHOro Jjuraxaa. JIroOoi
JUHKEPHBI (ParMEeHT, KOTOpPbI OMUCAH B HACTOSIIEM JOKYMEHTE, MOXEeT
UCTIONb30BaThCs B KauecTBe Rr, BKIIFOYAsi KOPOTKUE THUIPOKAPOUIIBHBIE TPYIIIbI, TAKUE
kak C1-Cg runmpokap6bun, Brirouast Ci1-Cg-ankui, ankeHWs MM AJKUHWI TPYIIIbL
BKJIFOYAsl METHJI, 3THJI, TIPOITHJI, OYTHJI, IEHTHJT W/HIIA TeKCHJI TPYIIITBI BCEX TOIMOJOTHIA.
RL Mosker mpucoenuHsaTbess K kojbly ¢dopmyibl (II) gepes mroOoii atom yriepona B
NUPUMHOBOM KoJble. 3areM Rp Tpymmel B CBOK OuYepedb MOTYT CBSI3bIBATHCS
HETIOCPEICTBEHHO C JIPYTHM XeJIaToo0pasyroImuM (pparMeHToM, ¢ Opyroi JTHHKEPHOH
TPYINON W/WIM K LEHTPAJbHOMY aTOMy MJIM TPYIINE, HampuUMep, C KOJBLOM HIIH C
Apyroit MaTpulel (B COOTBETCTBUU C OMUCAHUEM B HACTOSIIEM AOKYMeHTe). JIMHKepHI,

XeJNaToo0pasyoIue TPynmbl W, MOpU HEOOXOAMMOCTH, MaTpU4YHbIE (HPAarMeHTHI

2
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BBIOMpArOTCST  TakuM  oOpa3oM,  4ToObl  0OOpa3OBBIBATH  COOTBETCTBYIOIIMI

OKTaHeHTaTHbIﬁ JIUTaHNA.

Rc mnpeacraBiser co0oi coenMHUTENbHBIH (parMeHT, B COOTBETCTBHM C
onucanneM Huwxke. CoOOTBETCTByIOIIME (PParMeHThl BKJIOYAOT TUAPOKAPOUIIOBBIE
IPYIIIbI, TAKHE KaK aJKWIbHbBIE WM AJIKEHUIbHBIE TPYIIIbI, 3aKaHYMBAIOLIHECS TPYITION
KapOOHOBOM KHCJIOTBL. ABTOpaMH HACTOSIILEro M300peTeHusi ObUIO YCTAHOBIECHO, YTO
NpY MPUMEHEHUH JINHKEPHOro (parMeHta ¢ KapOOHOBOM KHMCJIOTOH [yisi 0Opa3oBaHuUs
aMHMIa, HampuMep, C HCIOJb30BAHUEM CIIOCOOOB HACTOSIIEr0 HM300peTeHHS,
obecrieunBaeTcsi Oosee cTaOMIbHAST KOHBIOTAMS MEXAY XeJIaTOPOM U HALlEJIEHHBIM Ha

TKaHb (PPArMEHTOM.

B cooTBeTCTBMM € OJHHM MPENNOYTHTEIBHBIM BAPHAHTOM OCYIIECTBICHHUS
u3obperennst ¢pparmentel -OH 1 =0 ¢opmyner Il pacnonararorcs Ha TPHIIEKAIIUX
aToMax MUPUIUHOBOTO KOJIbIA, TAKUM O0Opa3oM, mpowus3BonHble 2,3-, 3,2-; 4.3-; u 3,4-
TUAPOKCUITUPHUINHOHA SIBIIFOTCS. OUeHb MpUroaHbMU. I 'pynmna Ry npencrasnsier coboi

METUJIOBBIN 3aMECTUTEJID.

B coorBercTBMM €  NPEANOYTUTENBHBIM  BapUAHTOM  OCYILECTBJICHUS
n300peTeHNst B CTPYKTYpEe OKTaJ€HTATHOI'O JIMTaHa MPUCYTCTBYIOT YeThIpe parMeHTa

3,2- TUAPOKCUNTUPUANHOHA.

bonee NpeaAnoOYTUTEIIbHBIMU XeJ'IaTOO6p3.3y}0H.II/IMI/I rpynmnamMu  sABJISIFOTCS

rpymmsl popmysl (11a):

T
N 0]
7 OH
R,

(ITa)

[Tpu MCTIONB30BAaHUM TIO TEKCTY HACTOSLIETO TOKYMEHTA TEPMHUH <«JTMHKEPHBIHA
¢parment» (RL B popmyne (II) u popmyne (Ila)) o3HauaeT XUMUUECKUI CTPYKTYPHBIH
3JIEMEHT,  CIyKaluh i NPUCOEAWHEHHUs, IO  MEHbUIEH  Mepe,  IBYX

XenaToo6pa3y}0uu/Ix rpynin B OKTaACHTATHBIX JIMTAHAAX, KOTOPBIC SABJISAKOTCA KIIFOYCBbIM
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KOMIIOHEHTOB B PAa3fM4YHBIX AaCMEKTaX HacTosmero wuszodperenus. JInHkepHbIE
(parMeHThl TaKke MOTYT MPUCOEAUHITHCS K COSNUHUTENBHOMY (PparMeHTy, KOTOPBIH
CIYKUT JUI TIPUCOEJUHEHUs OKTAJEHTATHOIO JIMTaHAa K HAlleJIEHHOMY Ha TKaHb
¢parmenty. Kak mpaBuio, kaxnmas xejarooOpasyrommas rpynmna (Hampumep,
BhIIIEeyKazaHHble rpynnbl Gopmydsl (1) n/nmn (1) w/unum (Ila)) sBasercst OMaeHTaTHOH,
TaKUM 00pa3oM, B JIMTaHIe, KaK MPaBHJIO, MPHCYTCTBYIOT YETHIPE XeIaTo00pasyrouue
HOPO rpynnel. Takue xenatooOpasyromiue TpyMmbl COSIUHSIOTCS MEXIy coOoi ¢
MIOMOIIBI) CBOMX JIMHKEPHBIX (PPArMEHTOB M MPHUCOENUHSIOTCS K HAIEJCHHOMY Ha
TKaHb (parmeHty (B cmocobe MO HACTOSAMIEMY HW300PETEHUIO) C  TOMOLIBIO
coenuHUTENBHOTO (pparmenta. Takum 00pa3oM, JHHKEpPHBIH (parMeHT (Hampumep,
rpyrma Re B popmyne (I1)) moxker ObITh OOLIMM AJIST HECKOJIBKHX XeJIaTOOOPa3yOLIIX
rpyrn ¢opmynsl (I) w/mmu (II). JluakepHble (QparMeHTHl Takke€ MOTYT CIYKUTh B
KaueCTBE TOYKH MPUKPEIUICHHSI MEKAY OKTaI€HTATHBIM JIMTAHOM, BXOISILIHM B COCTaB
KOMITIEKCa, W HalleJeHHbIM (parMeHTOM. B TakoM ciydae, o MeHbIel Mepe, OfHH
JUHKEPHBI (parMeHT npucoenanHseTcs: € coequHuTenbHOMy (parmenty (Rc B
dopmyne (II)). CooTBercTByroImUe JHHKEpHBIE ()PArMEHThI BKJIIOYAOT KOPOTKHE
ruapokapomibHbie Tpymmbl, Takue kak C1—Ciz ruapokapOmn, Brimrodast Ci1—Cro-anku,
AJIKEHWJI WIM AJIKWHUJ TPYTIIbL, BKIIKOYAsh METHJI, STUJ, IPOMUJ, OyTHII, IEHTWT W/WIn
TeKCUJI TPYIIbl BCeX TOmoyoruid. IIpoune rpynmbl, KOTOpble MOTYT COIEpPXKAThCs B
JuHKepHbIX (parmentax (Rip), BkIOYaOT J1HOOBIE  OCTATOYHO — YCTOHYHBBIE
(yHKIMOHATIbHBIE TPYIIBI, TaKHe KakK apuibHble Ipynmnbl (Hampumep, (GeHupHbIe
IPYIIIbI), AMUIBI, AMUHBI (B OCOOEHHOCTH, BTOPUYHBIE U TPETUYHbIE) W/ WU TIPOCTHIE
s¢upsl. Rc pparMeHTbl MOTYT Tak»Ke COAEpKaTh aJKUJIbHbIE W/WJIM apUIIbHBIE CEKI[HH
U, IPU HEOOXOMUMOCTH, IPYIIIIbI, TAKHE KaK aMUHHbIE, aMHUIHbIe U 3 upHbie cBszu. Kak
MPaBHJIO, BCE KOMIIOHEHTBI COEAMHUTEIBHOTO ()parMeHTa JOJKHBI ObITh YCTOWYMBBIMU
K YCJIOBHUSIM XPaHEHHs, B KOTOPBIX HAXOMUTCS KOMILUIEKC. Takue yCJIOBHSI BKJIOYAIOT
anb(a-paanonus, TakuM o0pa3oM, JaduibHbIe (PYHKIUOHAIBHBIE TPYIIIBI HE SIBIISTFOTCS

NMPpEANIOYTUTECIIbHBIMU.

B cooTBeTcTBHMM C OZHMM W3 BapHAHTOB OCYILIECTBICHHS H300pETEHHS
COEMHUTENBHBIA (PPAarMEeHT CONEP’KUT KOHLEBYIO KapOOHOBYIO KHCIIOTY, IO MEHBIIEH
Mepe, OIHY AJKWJIbHYK 4acThb (HAampuMep, METHUJIOBYIO WJIM 3THJIOBYK) YacTb), IO
MEHBbIIEH Mepe, OAHY aMHMIHYK M, [0 MEHbUIEH Mepe, OAHY apUJIbHYK YacTb

(nampumep,  ¢enmnpHyro  rpymmy).  CoenuHHUTENnBHBII  (pparMeHT — MOXeT
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NPUCOEIMHATHCS K OJHOMY MJIM HECKOJIBKUM JINHKEPHBIM (PparMeHTaM OKTaAEHTATHOTO
JWraHga ¢ MOMOINBIO CBSI3U YIJIEPOA-YINIEPOA, aMUIHOW, aMUHHOW W/WMiaHM 3(UpPHON

CBA3U.

B cootBercTBUM ¢ Hanbosee MPEANOYTHTEIbHBIM BAPHAHTOM OCYIIECTBIICHHS
n3o0pereHnst  coequHUTENnbHbIH  (parmMeHT  (Rc),  KOTOpBIA  NpHCOEAMHSET
OKTaJIeHTATHBII JIUTaHA K HalleJIeHHOMY (DparMeHTy, BHIOpaH U3 CIEAYIOIIErO:

[-CH»-Ph-N(H)-C(=0)-CH,-CH,-C(=0)OH],

[-CH2-CH»-N(H)-C(=0)-(CH;-CH2-0)1.3-CH>-CH>-C(=0O)OH] nnu

[-[CH2]1-3-Ar-N(H)-C(=0)-[CH2]:1-5-C(=0O)OH], rae Ar O3Ha4aeT
ApOMAaTUYECKYI0 TPYIIy, TaKyl0 KaK TIPyIa 3aMeLIeHHOrO WM He3aMeLIeHHOTO
¢denunena, a Ph o3Hadaer QeHWIEHOBYIO TIpymnmna, NPEINOYTUTENIbHO Mapa-

(beHnIeHOBYIO TpyIITy.

JluakepHbIe (pParMEHTbl MOTYT IPEACTABIATH COOOW HIIM CONEpPKaTh JIOOBIE
NpoyYre TOCTATOYHO YCTOWYHMBBIE XUMHYECKHE CBSI3H, BKIFOYAs TPYIIIbI CIOKHBIX
3¢upoB, TPOCThIX 3(¢UPOB, aMMHOB W/miu amunoB. OOImee KOIUYECTBO aTOMOB,
NPUCOENUHSIOMMUXCST K JABYM  XenarooOpasyromuM  ¢parmMeHTam  (Tmoacuer
MIPOU3BOAUTCS O OOJiee KOPOTKOMY IYTH, €CJI CYIIEeCTBYeT OoJjiee OJHOrO MyTH), Kak
npaBuwio, OyaeT  OrpaHHYEHHBIM, YTOOBI  COXPAHSJIOCh  COOTBETCTBYIOIIEE
pacroyioKeHne XenaToo0pa3yoimux GparMeHToB aisi oOpa3oBaHus KoMiiekca. Takum
oOpa3oM, JnuHKepHble (pparMeHThl MOmOOpaHbl TaKUM 00pa3oM, YTOOBI KOJIUYECTBO
aTOMOB MEXIy XeJaTooOpasymIinuM (parMeHTamMu CcOCTaBisLio He Oosee 15,
npennoututesibho 1 - 12 aromos, Oonee mpeamourureabHo 1 - 10 atomos. Ecnu
JMHKEPHBIN (parMeHT MPUCOEAMHSETCS] HETOCPENCTBEHHO K IBYM X€JIaTO00Pa3YIO LM
¢dbparmMeHTaMm, TO JUIMHA JIMHKEpA, Kak MpaBWiIo, OymeT coctaBisith 1 - 12 aTomoB,
npeanoutTuTenbHo 2 - 10 atomoB (Hampumep, 3Twi, npomwi, H-Oytun u T.4.). Ecnm
JUHKEPHBI (PparMEeHT NPHUCOENMHSETCS K LEHTPAIbHOM MaTtpuue (CM. HHXKE), TO
KQKIbIH JIMHKEP MOXKET OBITh KOpOYe, YeM JABa OTHENbHBIX JIMHKEpPAa, KOTOPBIE
NPUCOCOMHSIOTCS K xenartooOpasyromuMm — ¢parmeHtram. B stom  ciyuae
NPEANOYTUTENbHAS [UTMHA JINHKEPAa MOJKET COCTAaBJAATh | - 8 aTOMOB, PEATIOUTUTEBEHO
1 - 6 aroMOB (COOTBETCTBYIOLIMMH TPYNIAMU SIBISIOTCS METWII, STHJI M TIPOIWI, a
TaKXXe TPYIIbL, UMEIOINNE CIOXHBIN 3(up, MpocToil >pUp MM aMHIHYIO CBsI3b Ha

OJTHOM KOHLIE MJTH Ha 00OUX KOHIax).
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Kpome nmHKEepHOro (parmMeHTa, KOTOPBIH CHIYXKHUT TpPEKAE BCEro IUIs
COEMHEHUs PA3JINYHBIX XeJIaTOOOPa3yIOMNX TPYNI OKTAAEHTATHOTO JIMTaHIa MEXKAY
co0OH W/unu A NPUCOEIUHEHUS UX K [IEHTPaJbHON MaTpHLe, OKTAAEHTATHBIN JIUTaH]
TaKke COAEPIKUT COeqUHUTENbHBbIH PparmeHT (Rc) ¢ KoHIEeBOoW kKapOOHOBOI KUCIOTOH.
@dyHKUMEHl COeNMHHUTENBHOrO (parMeHTa SIBJISIETCS NMPUCOCAMHEHHE OKTAIEHTATHOTO
JWraHAa K HaueleHHOMy (parMeHTy dYepe3 CTaOMJIbHYIO KOBAJIEHTHYIO CBSI3b, B
YaCTHOCTH, uepe3 amu. [IpennoyTurenbHo, COSAMHUTENbHbIE (PparMeHThl KOBAJIEHTHO
CBsI3aHBbl C X€JIaTOOOPa3yOIUMH TPyNIaMu, JIUOO MyTeM MPSIMOrO KOBAJIEHTHOTO
MPUCOEIMHEHUSI K OHOW M3 XeJaToOOpasyrIuX rpyIi, JUbo, 4To sBisieTcs: Oosee
OOBIYHBIM, MyTEM MPHUCOEIUHEHHSI K JMHKEPHOMY (parMeHTy win Matpuue. B ciydae
€CITM HCTIOJNB3YIOT /Ba U 0OJiee COEAMHUTENbHBIX (pparMeHTa, KaKAblii U HUX MOXKET
NPUCOCINHATHCS K IFOOOMY M3 TOCTYIHBIX YYaCTKOB, HAIIPUMED, HA MATPHIIE, JTHHKEPE

WK XeJIaTOOOpa3yroIIel rpyrre.

B coorBeTcTBMM C OAHMM W3 BapHAHTOB OCYLIECTBICHUS H300peTEeHUs,

COEAMHUTENbHBINA (PParMEeHT MOKET UMETh CIIEAYIOIIYIO CTPYKTYPY:

R7— X

rme R’ o03HayaeT MOCTMKOBBIM (DparMeHT, TO €CTh SJNEMEHT, BbIOpPaHHBIA M3
3aMELIEHHOr0 MM HE3aMELIEHHOrO ajKuja, 3aMELIEHHOrO0 WM HEe3aMELIEHHOro
reTepoOasKuia, 3aMELIEHHOrO UM HE3aMELIEHHOrO IeTePOLMKIOANIKIIIA, 3aMEIIEHHOTO
WIM HE3aMELIeHHOrO apujia U 3aMEIleHHOrO WM HEe3aMELIEHHOro rerepoapuna; a X
O3Ha4YaeT HalEJeHHbIH (parMeHT, K KOTOPOMY MNPUCOCAMHEH aMHJ WA KapOOHOBas
KUCJIOTa WM OSKBUBAJIEHTHAas (YHKIHOHAIbHAas rpynmna. IlpeamouturenbHbie
MOCTHKOBBIE ()ParMEHThI BKJIFOUAIOT BCE IPYIIIbI, YKA3aHHBIC B HACTOSIIEM TOKYMEHTE

B Ka4eCTBE COOTBETCTBYIOIINX JIMHKEPHBIX ()PArMEHTOB.

[IpennmouTuTenbHbIE HALEJICHHbIE (PpParMeHTHl BKJIIOYAIOT BCE (PArMeHTH,
ONHCAHHbIE B HACTOSALIEM IOKYMEHTE, a NMPEANOYTUTENIbHbIE PEAKTUBHBIE X TPYIIIbI
BKJIFOUAIOT JIFOOBIE TPYIIIBI, CIOCOOHBIE BBICTYIIATh B KAYECTBE «KapOOHOBOM KHCIOTHD»
npu 00pa30BaHUN aMHHOW KOBAJEHTHON CBS3M K HALEJIEHHOMY (PparMeHTy, BKIIFOUas,
Hanpumep, -COOH, -SH, -NHR wu rpynnei, roe R u3 NHR moxker npeacraBisate coOoi
H wmn mo0ple KOpOTKHE THUAPOKAPOWISIBHBIE TPYNIbI, OMNHMCAHHBIE B HACTOSIIEM

nokymente. OCOOEHHO MpPEeNNnoOYTHTENbHBIE TPYIIBl s NPUCOENUHEHHS K
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HALlEJICHHOMY (ParMeHTy BKJIIOYAIOT SIICHUIOH-aMUHBI OCTaTKOB Jn3uHa. [lommmo
IIPOYEro, NPUMEPBI COOTBETCTBYIOIUMX PEaKTUBHBIX X TIPyNI BKIOYAOT N-
TUAPOKCUCYKIUMHUIWIT 3(QUPBI, HUMHI0I(UPBI, aUMIrajJoreHuabl, N-MaJeuMuabl U

anb(ba-ranoauemn.

B cooTBeTcTBUU C MPEANOYTUTENBHBIM BAPUAHTOM OCYILECTBIIEHHS HACTOSIIETO
u300peTeHss  BBLIOpPaHHBI MOCTHKOBBIH (parment R’ npencrapnser  coboit
3aMEIICHHBbIH apwil, a BBIOpAaHHBIA coeauHUTEeNbHBI (parmMeHT (Rc), KOTOpBIit
NPUCOCINHSAET OKTAJACHTATHBIM JIMTaHA K HALEJICHHOMY (PparMeHTy, NpencTaBJsieT
coboit [-C(=0)-CH,CH»-X-], rme cBobomnas kapOokcunarHas rpynma Ha HOPO
JWTaHne aKkTUBUpyeTcs in sifu B ¢dopme N-TrUAPOKCHCYKIMHUMHUZ 3(upa B BOTHOM

pacTBOpE HEMOCPEACTBEHHO Mepe]] KOHbIOTaluel ¢ HalleJICHHBIM (PparMeHToM.

CoenuHnTebHBIA  (PparMeHT MPEANOYTHUTENFHO TMPUCOSIHUHSETCS  TaKUM
o0pa3oM, 4YTOOBI TMOJYYCHHBIH COMPSKEHHBIH OKTAJACHTATHBIA  JIUTAHA  MOT
UCTIOJTb30BAThCsSl MPU OOpPAa30BaHUU CTAOMIIBHBIX KOMIUIEKCOB HMOHA MeTajuia. Takum
00pa3oM, COEIUHUTENbHBIN (PparMeHT MPEANOYTUTESIHHO COEIUHSIETCS C JIMHKEPOM,
MaTpuLed WIH XenarooOpasyromuM (pparMeHTOM B TaKOM yYacTKe, IZle OH B
3HAUUTEJIbHON CTENeHU He MPEmnsTCTBYeT OOpa3OBaHUIO KOMIUIeKca. Takod y4acTok
MPEINOYTUTENIbHO HAXOAUTCS Ha JIMHKEpE WM MaTpule, OoJjiee MPearnoyYTHUTENIbHO B

IMOJIOKEHUH, YAAJICHHOM OT ITOBEPXHOCTH, HpPICOGI[PIHHIOH.ICfICH K L.

Kaxnsrit pparment popmyinst (I) unu (II) nim (Ila) B OKTameHTaTHOM JIUraHzae
MOYKET TIPUCOEAMHATHCS K OCTABLICHCS YACTH JIMTAHA C TIOMOLIBE) COOTBETCTBYIOIIEH
JUHKEPHON TPyNmbl, Kak OBLUIO YKAa3aHO B HACTOSIIEM JOKYMEHTE, B JIOOOH
COOTBETCTBYIOLIEH Tomojoruu. Hampumep, dereipe rpynmsl dopmyasl (I) w/uwmm (1)
w/mm (Ila) MOryT NpUCOEOMHSTHCS CBOMMH JIMHKEPHBIMH TPYNIIAMH K Kapkacy ¢
o0pa3oBaHHEM HEPA3BETBJIEHHOTO JIMTAHAA, VI MOTYT MPUCOEAHHSATHCS MOCTUKOBON
CBSI3bI0 C TIOMOIIBIO JIMHKEPOH TPYNIbI ¢ OOPa30BAaHHEM CTPYKTYPBI «OJUTOMEPHOTOY
TUMA, KOTOpass MOXKET OBbITh HEPa3BETBJIEHHONW WM LUKIM4Yeckod. B kadecTse
anprepHaTuBbl, JuraHgHele (parmentsl Gopmyn (I) wwmm (II) w/uma (Ila) moryr
NPUCOCONHATBCS B KPECTOBOH MM 3Be31000pa3sHON Tomorpaguu K LEHTPATbHOMY
aTOMy WJIHM TPYIINE, TIPU 3TOM KaKABIH U3 (PparMeHTOB NMPUCOENUHSETCS C TOMOIIBO
nuHKepa (Hampumep, ¢ momombio «Rr» ¢parmenta). Jlunkepuoie (RL) ¢pparmeHTsI

MOTYT NPUCOCAUHATHCA UCKIFOUUTEIIBbHO Y€PE3 YIVICPOA-YTITICPOAHBIC CBA3U UJIIN MOTYT
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COEAMHATBCS APYr C APYrOM WM C JPYTUMH XeNaTooOpasyroUIMMH TPYIaMH, C
KapKacoMm, MaTpHLeH, COCOMHUTENbHbIM (parMeHTOM WM JAPYTHMM JIMHKEPOM C
MOMOLIBIO JIFOOO0H AOCTATOYHO YCTONYMBOHN (PYHKLIMOHAIBHOMN I'PYIIBL, BKJIKOYAsl AMHH,

aMu, TPOCTOH 3GUP WU THOIPHUPHYIO CBSA3D.
3Be3n000pasHoe pacrosnokeHne nmokasano Ha popmye (III) Huoke:

b Ry
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(1),

rae Bce 0003HAYEHUs TPYIII U MOJOKEHUH COOTBETCTBYIOT OMHCAHUSIMU BBIIIE,
a «T» MOMONHUTENPHO O3HAYAET LEHTPAJIBbHBIA aTOM MJIM TPYIITYy MATPHUIIbL, HAIPHMED,
aToM yrJiepona, THAPOKApOMIbHYIO Lenb (Hampumep, o0y U3 Lenel, OMUCAHHBIX
BBILIE), anu(aTUIeCKOe WM apOMATHUYECKOE KOJIBLO (BKJFOUYAs TETEPOLMKINYECKUE
KOJIbIIA) WJTH CUCTEMY KOHIEHCHPOBAHHOTO Kousbla. [IpocTeiimeli MaTpuleil siBIseTCS
OOUH aTOM YIJIEpOAa, KOTOPBIA 3aTeéM TPUCOEAMHSETCS K KOKAOMY U3
XenaToo0pasyrmux (parMeHTOB C IMOMOIIBI0 HX COAUHUTENbHBIX rpynmn. Kpome
TOT'O, TAK)KE€ BO3MOXKHBI OOJiee UIMHHBIE LIeTH, HAIIPUMED, 3THJI WM MPOMIII, C ABYMS
XeNaTo00pa3yrIUMU (pparMeHTaMHy, MPUCOETNHEHHBIMH K KaXXIOMYy KOHIY MaTpPULIbL

O"IGBPII[HO, 9TO MOTrYT HCIIOJIb30BATHCA J00bIE JA0CTATOYHO YCTOﬁqHBbIe CBA3U IJIA
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COEAMHEHUs] MaTpPHUIbl M JIMHKEPHBIX (PParMeHTOB, BKJIIOYAs YIJIEPOA-YIIEPOIHbIE
CBsI3U, CIOXHBIE 3(UpBl, TpocTbie 3PUPHI, AMUHBL, aMUIbL, THO3(QHUPHBIE WIN

IUCY b UAHBIE CBS3HU.

OueBunHo, uto B cTpykrypax (opmyast (II), (III), (IV) u (IVb) nonoxenus B
NUPUIMHHOM KOJIbIE, KOTOpbIE HE SBJSIIOTCS 3aMELIEHHBIMH HHBIM 00pa3om
(HampuMep, € TIOMOLIBI) JIMHKEPHOTO MM COSIUHUTENBHOrO (pparMeHTa), MOTYT B
COOTBETCTBYIOIIMX CIIydasix HECTU 3aMecTHTeNH, onucaHnbie A R'-R> B popmyne (I).
B wactHOCTH, B JIFOOOM TOJOXEHWH MOTYT MPHUCYTCTBOBATH MAaJble AJKUJIbHBIC

3aMECTUTECIIU, HAIIPUMEP, METUJIOBBIC, STHJIOBBIC UJIN TTPOIUJIOBBIC I'PYIIIILL

Kpome TOro, OKTaJ€HTaTHBIA JHUraHx AONOJHHUTENBHO OyIeT comepKaTh, IO
MEHbLIEH Mepe, OMH COCTUHHUTEIbHBIN (ParMeHT B COOTBETCTBUU C OMTUCAHUEM BBILIE.
310 MOXeT ObITh JIF0Oast COOTBETCTBYIOLIASI CTPYKTYPA, BKIIFOYAS JIIOOBIE CTPYKTYPHI,
yKa3aHHbBIE B HACTOSALIEM JTOKYMEHTE, IIPU 3TOM BMECTE C HAIleJICHHBIM (PparMeHTOM OH
Oymer OKaHYMBATHCS KOHEYHBIM KOMIUIEKCOM WM KapOOHOBOH KHCJIOTOW B

COOTBETCTBHUH CO CIIOCOOAMHU IO HACTOSIIIIEMY H300PETEHHUIO.

CoenuHuTeNnbHBIM  (QparMEHT  MOXET  TNPUCOENUHATBCS K JOOOM
COOTBETCTBYIOIIEH TOYKE JIMHKEPa, MAaTpPHULbl MM XelaTooOpasyroiiero (parmeHra,
HarpuMmep, K ToukaMm a, b u/wm ¢, kak ykasano B ¢opmyine (III). [ns npucoennHeHus
COETMHHUTENIHOTO (hparMeHTa MOTYT UCIOJIb30BATHCS JIIO0OBIE JOCTATOYHO YCTOHUUBBIE
CBSI3W, HANpHUMEp, YIJIEPONA-YIJIEPOAHbIE CBS3H, CIOXKHbIE S(PUPBL, MPOCThIe 3(PUPHI,
aAMHHBI, aMUAbl, THO3(HPHBIE WM AUCYNbQUIAHBIE CBSI3U. AHAJOTHYHBIM 00pa3oM,
TPYMIIbI, CIOCOOHBIE OOPAa30BBIBATH TAaKUE JIFOOBIE CBS3U C HALEJEHHBIM (hParMeHTOM,
MOTYT HCIIOJIb30BATHCSI B Ka4eCTBE (DYHKIIMOHAJIBHOTO OKOHYAHHS COENUHUTEIBHOTO
¢dbparmMeHTa, TakuM 0Opa3oM, yKa3aHHBbIH (parMeHT OyIeT OKAaHYMBATHCS TaKUMHU

rpynnamy npyu NpUCOEANHEHNH K HALIEJIEHHON YacTH.

ANbTepHATUBHASI CTPYKTypa «KapKaCHOTO» THUIA AEMOHCTpPHpyeTcsi (HopMyJIoi

(IV) Huxe:
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rae Bce 0003HAUEHUs TPYIIT U MOJIOKEHUH COOTBETCTBYIOT ONMHMCAHUSIMH BBIIIE,
a «Rp» IOMONHUTETHPHO O3HAYAET KAPKACHBIN (PparMeHT, KOTOPBIH, KaK MPaBIiIo, OyaeT
UMETh CXOXYI CTPYKTYpPYy U (YHKIUIO C JIOOBIM W3 JIMHKEPHBIX (PparMeHTOB,
ONHCAHHBIX B HACTOSINEM AOKYMEHTE, TaKUM OOpa3oM, €CIIM TO3BOJISIET KOHTEKCT,
noboe ornpeneseHne JUHKEPHOro (parMeHTa MOXKET MPUMEHSATHCS Ui KapKacHOIro
¢dparmenta. CooTBeTCTByIOIIME KapKacHble (parMeHTsl oOpasyoT ckaddong, x
KOTOPOMY HPHUKPEIUIIOTCS  XelaaTrooOpasyoomue (parMeHThl € TIOMOIIBI CBOUX
JUHKepHBbIX rpymnm. OObMHO TPeOYIOTCS TPU MIIH 4YeThIpe KapKacHbIX (parmenrta. Kak
paBuIo, TPeOYIOTCS TpU (pparMeHTa Ijisi TUHEHHOrO KapKaca WK YeTbipe pparmenra,
ecnu Kapkac Lukianmueckuil. OCOOEHHO NPEATIOUTHUTENIbHbIE KapKacHble (PparMeHThI
BKJIFOYAIOT KOPOTKHE VIJIEBOAOPOAHBIE LENH (Takue, HampuMmep, KakK OIHCAaHO B
HACTOSILIEM JOKYMEHTE), TpU HEOOXOAMMOCTH, WMEIOIIHE TIeTepoaTOM MU
($yHKUMOHANBHBIN (ParMEHT Ha OIHOM M3 KOHIIOB HJIM Ha O0OMX KOHLAX. B sTom

OTHOIIEHUH OCOOEHHO NOAXOAAIIUMHU SABJIAIOTCA aMUHHBIE U aMHUJIHBIC I'PYTIIIBL.

CoenuHuTeNnbHBIA  (QparMEHT  MOXET  TNPUCOENUHATBCS K OO0
COOTBETCTBYIOIEH TOUYKE JIMHKEpa, KapKaca MM XeJaTooOpasyrouero (¢parMeHra,
HampuMep, K ToUYKaM a, b u/mnu ¢, kak ykazaHo B popmyne (IV). [lns npucoenuHeHus
COEMHUTENBHOTO (pparMeHTa MOTYT UCIOJIB30BATHCS JIFOOBIE JOCTATOYHO YCTOWYHBBIE

CBSI3H, HAIMPUMEp, YIJIEPON-YIJIEPOAHbIE CBSI3U, CJIOXHBIE 3(UPBL, MPOCTbIE 3PUPHL,
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aMHUHBI, aMUAbl, THOI(HUPHBIE WM OUCYIb(PUAHBIE CBSI3U. AHAJIOTMYHBIM 00pazoM,
TPYMIIbI, CIIOCOOHBIE OOPa30BBIBATH TAKUE JIOOBIE CBS3U C HALICJICHHBIM ()ParMeHTOM,
MOTYT HCIIOJIb30BAThCS B KauecTBe (PYHKIHMOHAJIBHOTO OKOHYAHUSI COEIUHUTEIBHOIO
¢parmenTa, TakuMm o00pa3oM, yKa3zaHHbIH (parMeHT OyneT OKaHYMBAThCS TAKUMHU

rpynnaMy Ipy NpUCOEANHEHUH K HALIEJICHHON YacTu.

[IpumepoM OKTAAEHTATHOTO JIMTaHJA KapKacHOIO THMAa C  YeThIpbMs
xenatoodpasyrommmu  3,2-HOPO  ¢parmeHTaMu, NpHKpPEIUIEHHBIMH K Kapkacy ¢

TIOMOIIIBIO AMHTHOM JIMHKEPHOMW TPYIIIbI, OyaeT Turann cienyromei popmysl (V):

Rc
V)

OueBUAHO, YTO COENMHUTENBHBIH (parMeHT Rc MOXeT NpuCOenuHSTHCS B
71000 COOTBETCTBYIOIIEH TOUKE HA ATOM MOJIEKYJie, HATIPUMEp, K OAHOMN M3 BTOPUYHBIX
AMHMHHBIX TPYIIN WM K TOYKE Pa3BETBICHHs HA JIFOOON M3 albKHJIbHBIX TPYIII KapKaca.
[IpennouyrurenbHblii yuyacTok s rpynmbel Re mokasan B ¢opmyne (V). Rc Oymer
OKaHYMBATbCS KapOOHOBOW KHCJIOTOH WM OydeT NPUCOETUHSTHCS C IOMOIIBIO
aMHHHOﬁ CBA3U K HALICJICHHOMY Ha TKaHb (1)parMeHTy B COOTBECTCTBYHOIIUX aCIIEKTaX
u3o0perenns. Bce Malble alKuIbHBIC TPYIINBL, TAKKE KaK IPYIINa MPOMNIIeHA B KapKace
WJIN Tpymra H-3aMEIArMmMeEro 5TUJICHA, MOIrYT 6bITb 3aMC€IICHbl OAPYTrMMU MaJibIMU
AJTKUJICHAMU, HAIIPpUMEDP, .]'II'O6I:;IMI/I AJIKUJICHAMH, OITMCAHHbIMU B HACTOAIIEM JOKYMCHTE
(I/13 TAKUX aJIKHUJICHOB OCO6eHHO NOAXOAAIINMHU ABJIAOTCA METUIICH, STUJICH, IIPOIMUIICH

U OyTHIIeH).

[IpuMepaMy OKTaJIC€HTATHBIX JIMTAHAOB «MAaTPUYHOTO» THIMA, y KaXKIOTO W3
KOTOPbIX ~ UMEITCS  4erbipe  xemaroobOpasyromux  3,2-HOPO  ¢parmenra,
NPUCOCAVHEHHBIX  ASTWJIAMHUIAHBIMH  TPYNIamMHd K O3THI- W [PONIIAHAMUHY,

COOTBETCTBEHHO, OynyT Jiuranabl cieayroueit popmyist (VI):
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OueBupaHO, 4TO NMFOOAst U3 ANKWJIBHBIX TPYMI, MOKa3aHHbIX B (opmyne (VI) B
KAQ4eCTBE STHJICHOBBIX ()ParMEHTOB, MOXET ObITb HE3aBHCUMO 3aMelleHa IPYTHMH
MaJIbIMH QJIKHJIEHOBBIMU TPYIINIAMH, TAKUMH KaK METHJIEH, MPOIMIEH W H-OyTHUJIeH.
[IpenMyiIeCTBEHHO  JOJDKHA ~ COXPAHSATBCS ~ CHUMMETPHUS,  TakuM  00pa3oM
NPEATNOYTUTENbHON SIBJISIETCSl LIEHTpalibHast npomnuieHoBass Cs Lenb, B TO BpeMsl Kak
OCTaJIbHbIE ASTHJIEHOBBIE TPYMIBI OCTAIOTCS, HJIM JBa 3TUJIEHA, INPUCOCHUHSIOIINE
HOPO ¢parmenTs! k 0OHOMY WM K OOOUM LIEHTPAJIbHBIM TPETUYHBIM aMUHAM, MOTYT

OBITh 3aMCIICHbI METUJICHOM UJIU IMMPOMUIICHOM.

B dopmyne (VIb) mokazaHo BO3MOXKHOE TMOJOKEHHUE IJISI COECAHMHHUTEIbHOTO
¢parmenta Rc, kortopeiii Oynmer mnpucyrctBoBath B ¢opmyie (VI) B mrobom

MOAXOASIIEM IMOJIOKEeHUHU, Hanpumep, rpymnmna -CH-.

Kak YKa3aHO BBIIIE, OKTaHeHTaTHbeI JIUravz, Kak IIpaBHIIO, 6YI[6T BKJIKOYAaThb
COGI[PIHPITG.HBHI)Iﬁ (I)paFMeHT, KOTOprfI MOXKET MPUCOCAUHATHCA K OCTAJIbHOM YaCTH
JIMradija B 000l TOUKeE. HOZ[XOI[;[H_Iaﬂ TOYKa AJid MPUCOCANHEHUSA COCAUHUTEIIBHOIO

¢dparmenTa nokazana Huxke B popmyie (VIb):
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(VIb),

rae Rc o3Hadaer 000N COOTBETCTBYIOIIMN COCOUHHUTENBHBIN (parMeHT, B
YaCTHOCTH, JJIsl IPUCOEANHEHHS K HAIEJICHHON Ha TKaHb TPYIIIE C TIOMOIIBI aMUTHON
rpymmnbl. B kadectse rpynmel Re B gopmyne (VIb) u mo BceMy TEKCTy HACTOSIIErO
IOKYMEHTa OCOOEHHO TOAXOIINEH SBIETCS KOPOTKas TUAPOKApOMIIbHASL TpPYIIa,
Hanpumep, C1-Cg nuKIM4eckas, pa3BeTBIEHHAs TN MPSIMOLIETIOYEYHAs] apOMaTHIECKast
win  anudaTHyuecKass TPYIa, 3aKaHYUBAIOINASCS KUCJIOTOW WM 3KBUBAJIEHTHON

AKTUBHOW PYIIION, AJIsl MPUCOEANHEHUSI aMU/Ia K HALIEJICHHOMY Ha TKaHb (DParMeHTy.

IIpumepsl MaTpull TakXe BKJIOYAIOT APyrue MaTpHULbl, B KOTOPBIX
COEAIMHUTENbHAs IPynna Rc KOBaJEHTHO CBs3aHAa C aTOMOM a30Ta B aMHUHO-KapKace,

Kak nokaszano B popmyie (VII).
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OcobeHHo OPpEATIOYTUTEIIbHBIC OKTAACHTATHBIC JIMTAHABI, B KOTOPbIX UMECIOTCSH

NOAXOAIINE YYACTKU MPUCOETUHEHUS JINTAHOB, BKIIF0O4aroT Jurasasl popmy (VIII) u

(IX) Hmxe:
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Cunres coenunenus (VIII) onucan ganee mo TeKCTy HACTOSIIIETO TOKYMEHTA, OH

COOTBETCTBYET IYTHU CUHTE3A, KOTOprfI TAKKE ONMUCAaH HUKE B HACTOAIIEM JOKYMECHTC.

AGCO0019 u coemmuenust popmyn (VI), (VIb), (VID), (VIID) u (IX) sBusroTcs
NPEANOYTUTENIbHBIMI OKTAaI€HTATHBIMU X€JaTOPaMHU C JIMHKEPHBIMU (pparMeHTamy,

OKaHYHMBAKOIUMHCA TIpyniaMnu Kap6OHOBOI\/'I KHCJIOTBI. OKTaI[eHTaTHbIe JIMTaHbI,
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TMOKAa3aHHbIC B 3TUX CTPYKTYypaX, a TAKXKEC MOKA3aHHbIC JIMHKCPHBIC (I)paFMeHTbI TaKKE
SIBJSIFOTCS NPECANOYTUTCIIBHBIMU MMPUMEPAMHU UX TUIIA U MOTY O6"beI[I/IHHTbC${ B JIIOOOH

komOuHaumu. Takne koMOuHaIMH OyyT OYEBHIHBI CIIELUATICTAM.

Oran a) crnocoba Mo HACTOSIEMY H300PETEHHIO MOXKET OCYIIECTBIATHCS C
UCIIOJIb30BaHUEM JIIOOOro MOIXOnsIiero myTu cuHTe3a. Kak mnpasmio, 3To Oyzmer
BKJIFOUATh mnpucoenunenue ueteipex HOPO ¢parmentoB (Hampumep, (parmMeHTOB
dopmyn (I) wwmu (II) wwumu (Ila)) ¢ NOMOUIBI JIMHKEPHOW TPYIIBI K
COEMHUTENIbHOMY (pparMeHTy, MPU HEOOXOIUMOCTH, C MOMOINBIO MaTpulbl. Bee atn
TPYIIIBl OMUCAHBI B HACTOSALIEM IOKYMEHTE, B 3TOM KOHTEKCTE MpPEATIOYTUTENIbHBIE
BApUAHTBl OCYINECTBJICHUS] HW300pETEHUs] SIBISIIOTCS PABHO MPENNOYTHTEIBHBIMH.
Coenunenne mexxny HOPO ¢parmenTamu, THHKEpaMH, COSIMHUTENBHBIM (PparMeHTOM
U, TpH HEOOXOOUMOCTH, MaTpuIeH, Kak TPaBHJIO, OCYLIECTBISIFOT C ITOMOIIBIO
YCTOMYMBOM TPYNIIBL, TAKOH KaK aMUI, aMHUH, IPOCTON 3(QUP WIH YIIePOA-yIIIepOaHAs
cBsi3b. CriocoObl CHHTE3a TaKHMX CBsI3€H, a TakKe JII0Oble HEOOXOIMMbIE 3aIUTHBIE
CTPaTerHy XOPOLIO H3BECTHBI CIEIHATUCTaM B OOJIACTH CHHTETUYECKOH XUMHH.
Hexkotopsle cnennpuyeckre mpuMepbl CiocoO0B CHHTE3a MPUBEISHBI HIDKE B paszele
«I[Ipumepsr». Jlanee mpuBeneHsl crnenuduyeckre MPUMEPbl TAKUX CIOCOOOB, OIHAKO
NPOMJUTIOCTPUPOBAHHBIE  CIIOCOOBI  CHHTE€3a  TaKXK€  MOIYT  HCHOJb30BATHCS
CIeLUaJuCTaMu B JaHHOW oOmactm B oOmeM koHTekcte. Takum  oOpasowm,
NOAPAa3yMEBAETCs, YTO CHOCOOBI, MPOMJUIIOCTPUPOBaHHbIE B pasnene «lIpumepsry,
NPUBEIEHbI Ul OOINero ONHCAHUS U, €CIH MO3BOJISIET KOHTEKCT, MOTYT IPUMEHSIThCS

KO BCEM aCIICKTaM U BapuaHTaM OCYIHCCTBJICHUSA I/1306peTeHI/I$I.

[TpennoyTuTe bHO, YTOOBI KOMILIEKCHI U3YYalOIero aibpa-4acTUIbl TOPUS U
OKTAJCHTATHBIH JIUTaHI B COOTBETCTBUHM CO BCEMH AaCIEKTaMH HACTOSINETrO
nu300peTeHnst MO ObITh MOJYy4eHbl Oe3 HarpeBaHusl N0 TeMmneparypbl cBbime 60°C
(manmpumep, Oe3 HarpeBaHus 10 Temrepatypel cebime 50°C), mpenmnouTHTEeNpHO Oe3
HarpeBaHusi a0 Temmepatypel cBeime 38°C, Hambojee MNPeaNOYTHTENBHO Oe3
HarpeBaHusi 10 Temrepatypsl cBoime 25°C (HanpuMmep, MOTyYeHbl IPU TEMIepaType B
mnanazoHe 20-38°C). OObMHBIMH TEeMIEPAaTyPHBIMH JHANAa30HAMH  SIBIISTFOTCH,
Hanpumep, 15-50 °C mmm 20-40°C. Peakuusi koMruiekcooOpazoBaHus (YacTh C)) B
COOTBETCTBHH CO CIIOCOOOM IO HACTOSIIEMY M300PETEHUIO) MOXKET OCYIIECTBIISITHCS B

TEYSHHH JIFOOOr0 MOAXOISAIIEr0 MEePHUoNa, OJHAKO MPEANOYTHTENbHO TAaKOW MEepUon
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coctasnsier 1 - 120 muH., npegnouyrutenbHo 1 - 60 MuH., Oonee NMPeanoOYTHTENBHO S -

30 MHUH.

Kpome TOro, MpeanodTUTENbHO, YTOObI KOHBIOraT HAlleJeHHOTo (parMeHTa u
OKTa/IEHTaTHOTO JIMraHaa ObLT MOMyYeH 10 N00ABJIEHHS M3My4alOIIero anb(a-4acTUIlbl
u3oTona Topust (Hanpumep, uona 22’ Th*"). Takum 06pa3om, MPOAYKTHI IO H30OPETEHUIO
NPEATNIOYTUTENILHO — TMOJNYYarOTCA  MIM  MOTYT  OBITb  TONYYeHbl  IyTeM
KOMILIEKCOOOPA30BAHUS C HCIIOJIb30BAHMEM H3JIyHAIOEro ajib(ha-uacTHIbl H30TONA
Topusi (Hanpumep, uona >2'Th*") ¢ moMONIbI0 KOHBIOraTa OKTAAEHTATHOrO JUTAHMAA U

HAIeJIEHHOTO Ha TKaHb (hparMeHTa (HaLEJICHHOTO Ha TKaHb XeJIaTopa).

PaznuuHbie TUTBI HALIGJICHHBIX COENMHEHUN MOTYT OBbITh COSIMHEHBI C TOPHEM
(Hampumep, ¢ TopueM-227) depe3 OKTaIEHTATHbIM Xenarop  (BKIFOYAROLIHA
COCMHUTENIbHBIN (PparMeHT B COOTBETCTBHH C ONMUCAHHEM B HACTOSIIIEM JOKYMEHTE).
Hauenennsiii gparmMeHT MoxkeT ObITh BbIOpaH W3 WM3BECTHBIX HALCJICHHBIX TPy,
KOTOpBIE BKJIFOYAIOT MOHOKJIOHAJbHBIE WJIM TOJUKJIOHAJbHBIE aHTUTENa, (HaKTOPBI
pocTa, MEeNTHUIbI, TOPMOHBI M AaHAJIOTH TOPMOHOB, MPOU3BOAHBIC (HONATOB, OWOTHH,
ABUJMH U CTPENTABUIUH WM UX aHajord. [Ipoune BO3MOXKHBIE HAIEJICHHbIE TPYIIITbI
BKJIIOYAIOT cooTBeTcTByromue ¢ynknuonanmsuposanubie PHK, JIHK wmm  wx
¢dbparmMeHTBl (HampuUMep, amnTaMepbl), OJUTOHYKJICOTHABI, YIJIEBOAbI, JIHMHAbI WU
COEMHEHUs, TIOJYYEeHHbIe MyTeM OOBEIUHEHMs TAKUX TPYMN KaK C UCIOJb30BAHUEM
OenkoB, Tak u Oe3 Oenkos, u T.1. Kak ObUIO yka3aHO BbIlIE, MOTYT OBITh BKJIFOUYEHBI
PEG ¢parMeHTsl, 1Jisi TIOBBIIIEHUsST OHMOJOTHYECKOTO BPEMEHH yIEp>KaHUs W/WIM IS

YMEHbBIICHHA UMMYHOCTUMY JIALIHUHU.

B nenoM, npu UCNOIB30BaHUM MO TEKCTY HACTOSILETO JOKYMEHTA HalleJIEHHBIE
Ha TKaHb ()PArMEHTHI MPEICTABISIOT COOOH MenTUAbI WIN OEJIKH, & UMEHHO CTPYKTYPBHI,
KOTOpbIE TEPBUYHO OOpa3yrOTCs M3 aMHIHOIO KapKaca MEXIY aMHUHOKHCIOTHBIMH
KOMITOHEHTaMH, KaK C BTOPUYHBIMU U TPETUYHBIMU CTPYKTYPHBIMU NIPU3HAKAMMU, TaK U

0e3 HUx.

B coorBercTBUM C OOAHHUM U3 BapUAHTOB OCYLICCTBIICHUSA I/1306peTeHI/Iﬂ
HaLIeHeHHbIﬁ Ha TKaHb (I)paFMeHT MOIKET HUCKJKYAaTh aHTUTEIA U (I)paFMeHTbI AHTUTCII,

KOHBHOTUPOBAHHBIC C OCTCOTPOIIAMHU, JIMITIOCOMAMH U (I)OJ'IaTaMI/I.
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B COOTBETCTBHH C HACTOSIIMM H300peTeHreM Komiekc ¢ 22’Th MoxkeT ObITh
00pa3oBaH C UCIOJB30BAHUEM HAllEJIEHHBIX KOMILIEKCOOOPA3yIOIINX areHTOB, KOTOPhIE
NPUCOEANHEHbl WM MOTYT OBITh MPUCOEJUHEHBI C TOMOLIBI0 AMHMIHOW CBS3H K
HAlleJICHHbIM Ha TKaHb ()parMeHTaM B COOTBETCTBUU C OIMCAHMEM B HACTOSIIEM
nokymenre. Kak mpaBuio, HaueneHHble (parMEeHThl UMEIOT MOJIEKYJSIPHYIO MacCy B
nuarnasone or 100 r/mMoib 10 HECKONbKHUX MHUJUIMOHOB I/MOJb (B YacTHOCTH, OoT 100
I/MOJIb 10 | MJTH. I/MOJIb) U MPENNOYTUTENLHO UMEIT ad(GUHHOCTh HEMOCPEACTBEHHO
B OTHOIIEHWU CBSI3aHHOTO C 3a00JieBaHUEM pelenTopa W/WIM  BKJIHOYAKOT
COOTBETCTBYIOIIMH MPENBAPUTEIBHO BBOIUMBIN CBS3BIBAIOIIMN (pparMeHT (Hampumep,
OWOTWH WU aBHUIIMH), CBS3aHHBIA C MOJIEKYJIOH, KOTOpasi HalleieHa Ha 3a00JieBaHuE,
nepen BeefienueM 2>’ Th. CoOTBETCTBYIONIME HAllENEHHbIE (PPArMEHTHI BKIIOUYAKOT MOJIHU-
u oymuronentunsl, Oenku, pparmentsl JIHK u PHK, antameps! u T.11., MPEATIOYTHTEITHHO
OenoK, HampuMep, aBUAMH, CTPENTABHIMH, IMOJUKIJIOHAIbHOE WM MOHOKJIOHAJIBHOE
anTuTeNno (Bimouas anrurena tuna IgG u IgM) wnn cmech OenkoB miu (parMeHTOB
WK KOHCTPYKTOB Oenka. OCOOEHHO MNPenrnoYTHTEIbHBIMU SIBJSIFOTCS AHTHUTEIA,
KOHCTPYKTBI aHTUTeN, (pparmMeHTsl aHTuTen (Hanpumep, pparments! Fab mmm moOsie
(bparmMeHThl, BKIFOYAIONIKE, IO MEHbIIEH Mepe, OHY aHTUT'€H-CBSI3bIBAIOLIYIO 00JIacTb,
KOHCTPYKTBI (pparMeHTOB (HampuMep, OAHOLETIOUEYHbIE AHTUTENA) WJIH HUX CMECH.
CootercTByromue pparMeHTsl, B 4acTHOCTH, BKitouaroT Fab, F(ab'),, Fab' u/unm scFv.
KOHCTPYKTBI aHTUTEN MOTYT OBITh KOHCTPYKTAMH JIIOOBIX aHTHUTEN WIH (parMeHTOB,

YKa3aHHBbIX B HACTOALIEM JOKYMEHTE.

B cooTBercTBMM C TIEPBBIM BApUAHTOM OCYLIECTBJICHUS H300peTeHUs,
OTHOCSILIMMCSI K HALEJIMBAHHIO, KOTOPBIA MPUMEHHM KO BCEM aCIEeKTaM H300peTeHusl,
BBIOpAHHBIA CrenQUYECKUid CBSI3bIBAIOLINKA (PparMeHT (HALEJICHHbI HAa TKaHb
¢dbparmMeHT) MOkeT ObITh HauejeH B peuentop CD22. TakuMm HaleJeHHBIM Ha TKaHb
(parMeHTOM MOXKET SIBIATbCS MENTHI, HMEIOLIMA CXOACTBO WJIM HACHTHYHOCTH
MOCJIEIOBATEIPHOCTH, IO MEHbLIEW Mepe, C OJHOH W3 MNPUBEACHHBIX HUXKE

HOCJIENOBATEJIBHOCTEN
Jlerkas 1iens:

MpenunHas

DIQLTQSPSSLAVSAGENVTMSCKSSQSVLYSANHKNYLAWYQQ
KPGQSP
I'ymanusupoBaHHass —------------ SA-V-DR KA
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MprmuHas

KLLIYWASTRESGVPDRFTGSGSGTDETLTISRVQVEDLAIYYCHQ
YLSS
I'ymanusupoBaHHas S--S F---SL-P--I-T---------

MeimmHass WTEGGGTKLEIKR (SeqID1)
I'yMaHU3UpOBAHHAS — ------------- (SeqID2)

Tsoxenas uenn:

MpmuHas
QVOLOQESGAELSKPGASVKMSCKASGYTFTSYWLHWIKQRPGQG
LEWIG
I'ymanusupoBanHast 1 ----- Q----VK---S--- Voo V4 S —
H'ised2 - VQ---VK -8 Ve V4 2 B N—
MprmuHas
YINPRNDYTEYNQNFKDKATLTADKSSSTAYMOQLSSLTSEDSAVY
YCAR
H'ised1 [---E-TN----E----R---T-F-F---
H'ised2 [---E-TN----E----R---T-F-F---

Mpeimmmaass  RDITTFYWGQGTTLTVSS (SeqID3)
H'isedl - V---- (SeqID4)
H'ised2 = - V---- (SeqID5)

B MNPpUBCACHHBIX BbIHIC MOCJICAOBATCIIBHOCTAX «-» B TYMAaHU3UPOBAHHbBIX
(H'ised) mocnemoBaTenbHOCTSX O3HAYAeT, YTO OCTATOK HEM3MEHEH OTHOCHTEJBHO

MBILIMHOM TOCIE€N0BATEIbHOCTH.

[Ipennonaraercs, YTO B MPUBEICHHBIX BbIIIE MOcieaoBaTeabHOCTIX (SeqID1-5)
YYaCTKH, BbIIEJICHHBIE JKUPHBIM MIPU(PTOM, SIBISIOTCS KIFOYEBBIMH CHelH(PUIECKIMU
csi3piBatoIUMH yyactkamu (CDR), yuacTku ¢ mom4epkuBaHUEM SIBISIFOTCS Y4aCTKAMHU
BTOPUYHOI'O 3HAYE€HUs MPU CBA3BIBAHUM, & HEBBIIEJIEHHBbIE YYaCTKU MNPEACTAaBISIOT

co00Ii CKOpee CTPYKTYPHBIE YHaCTKH, YeM Ccrielu(hUIecKre CBSA3bIBAIONINE YIACTKH.

B cooTBeTCTBHM CO BCEMHU acIleKTaMU I/1306peTeHI/I$I HaLIeJ'IeHHbeI Ha TKAaHb
(1)parMeHT MOXET UMETh NOCICA0OBATCIIBHOCTE CO 3HAYUTEIBbHOU UACHTUYHOCTBO WU
CXOIICTBOM  TIOCIENOBATEIBHOCTH, IO  MEHbLIEH  Mepe, C ONHOH U3
MOCJIEIOBATEIbHOCTEN SeqID1-5. 3HauuTeNbHAS UIEHTUYHOCTB/CXOACTBO
MOCJIEIOBATEIbHOCTH O3HAYAET, YTO IOCJIEAOBATENIbHOCTE UMEET, 10 MEHbINEH Mepe,

80%  HMOEHTUYHOCTH  IOCJEOOBATEIBbHOCTH  OTHOCHUTEJIbHO  IIOJHOM  JJIMHBI
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NOCJIEOBATENIbBHOCTH  W/Wiu, 1o  MeHblied  mepe, 90%  HMAEHTUYHOCTH
NOCJIEIOBATENIBHOCTH CO CIELU(PHUECKUMH CBSA3BIBAIOIIUMHU Y4aCTKaMHu (y4acTKaMy,

BBIACJICHHBIMUA Y KUPHBIM HIpI/I(I)TOM, u B HCKOTOPBLIX Cliydasx, YydaCcTKaMHu C

>
NOAYEPKUBAHMEM, KOTOpble yKa3aHbl Bbile). lIpenmoyruTenpHOE  CXOACTBO
NOCJIEIOBATEIbHOCTH Wi,  Oojee  MpeAnoYTHUTENbHO, -  WACHTHYHOCTD
MOCJIEIOBATEIBHOCTH MOKET OBITh, 1O MeHbIIel Mepe, 92%, 95%, 97%, 98% unu 99%
AJid y4aCTKOB, BBIACJICHHBIX KUPHbIM I_HpI/I(bTOM, H, IPCANIOYTHUTEIIbHO, TAKXKE IJIA BCEH
IUTHHBI  TIOCJIEOBATEIbHOCTU. MIEHTUYHOCTh W/HIIM CXOICTBO TOCJIENOBATENIbHOCTH
MOTYT OIpenNeNsATbCs € HUCHOJb30oBaHMEM mporpaMmel BestFit makera Genetics
Computer Group, Bepcusi 10, BuckoncuHckoro yHuBepcurera. B mporpamme
UCTIONIb3YeTCs MeCTHBIN ajroputM CMuTa-BarepmaHa CO CleAyIOIUMU TapaMeTpaMu

10 YMOJTUaHHUIO: ITpad Ha BHECEHHUe Aenenuu = 8, mrpad Ha MPOAOIKEHNE JENeH =

2, cpennee ciapuBanue = 2,912, cpennsis ommoOka cnapusanus = 2,003.

Hauenennslii Ha TKaHb (PparMEHT MOKET COnmep:karh Ooyiee OMHOW MENTHUIHON
MOCJIEOBATEIbHOCTH, B 5TOM CJlydae, [0 MEHBIIEH Mepe, OAHA, NPEANOYTUTENBHO, BCE
MOCJIEIOBATEIBHOCTH  MOTYT  (HE3aBHCMMO Apyr OT JApyra) COOTBETCTBOBATh
BBILIEYKA3aHHBIM KPUTEPUSIM MO CXOACTBY IOCAEAOBATEIBHOCTH, MPEANOYTUTEIBHO —

UJICHTUYHOCTH TIOCJIeIOBATEIbHOCTH ¢ 1000 13 nocnenosatenbHocTer SeqID1-5.

Hanenennbiii Ha TKaHb QparMeHT MOXET UMeTh a((UHHOCTb CBSI3BIBAHMS IJIS
CD22, u B COOTBETCTBHH C OJHUM M3 BAPHAHTOB OCYLIECTBJICHHUSI N300PETEHUS TaKxkKe
MOXET HMMETh IOCIeIOBATENIbHOCTh MPHONU3UTENbHO ¢ 40 M MeHee BapUALMSIMHU
OTHOCUTEJIbHO TOJHOTrO JaoMmeHa (mpeanoututenbHo ot 0 go 30 Bapuanwmii). Takue
BapUaIlF MOTYT OBITH OOYCJIOBJIEHBI BCTABKAMH, YAAJCHUSIMHU W/IIIN 3aMEIIEHUSIMH U
MOTYT OBbITb CMEKHBIMU WJIM HECMEXHBIMH OTHOcHTEIbHO SeqID1-5. 3amermenus win
BCTABKH, KaK MPABWJIO, MPEACTABISIFOT COOON 3aMeIeHHs] WM BCTABKH, MO MEHbLICH
Mepe, OfHOW K3 20 aMHUHOKHUCIOT T€HETHYECKOrOo KOJa, MPU 3TOM 3aMEIUCHMS, Kak

MPpaBUJIO, ABJAKOTCA KOHCCPBATUBHBIMU.

B cooTBercTBMM CO BTOpPHIM BapHaHTOM OCYIIECTBJICHHS H300peTeHUs,
OTHOCSILIMMCSI K HALIEJIMBAHHUIO, KOTOPBIA NMPUMEHHM KO BCEM acHeKTaM H300peTeHHs,
BBIOpAaHHBIA CrenuUUECKHi CBSI3BIBAIOLINK (PparMeHT (HaLEeNeHHbII HAa TKaHb
¢parmeHT) Moxer ObITh HaueneH B peuentop CD33. Takoil HameneHHbIH Ha TKaHb

(dbparMeHT MOXET MPEeACTaBJIATh COOOH MOHOKJIOHAJIBHOE AHTUTEIO U MOXKET OBITh
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BBIOpaH U3 JTUHTY3yMada M JIMHTY3yMa0a ¢ JONOJHHUTEIbHBIM JIN3UHOBBIM OCTATKOM Ha

C-KoHIIE.

B coOTBeTCTBMM C TpEeTPUM BAPHAHTOM OCYLIECTBICHHsS H300peTeHwUs,
OTHOCSIIUMCS] K HALIEIMBAHHIO, KOTOPBIN MPUMEHHM KO BCEM acCIeKTaM H300peTeHws,
BBIOpaHHBIA crenuduyeckuil CBsI3bIBAIOIINI  (pparMeHT (HALENEHHbIH Ha TKaHb
(bparmeHT) MOkeT ObITh HalesieH B antureH HER-2. HaneneHHblli Ha TkaHb (parMeHT
MOKET MPENCTABISITh COOOM MOHOKJIOHAJIBHOE AHTUTENIO M MPEANOYTUTEBHO SIBIISIETCS

TpacTy3ymadbom.

[TpuMepsl Ipyrux COOTBETCTBYIOMIMX IIOCJIEAOBATENIbHOCTEH aHTUTEN IS
HauenuBaHus Ha FGFR2, me3orenun u PSMA npusenens! B pasaene «IIpumeps». Tem
HE MeHee, CIEeLUAINCTAM OYEBHIHO, YTO B CHOCO0axX HACTOSINEro H300peTeHHs H,
COOTBETCTBEHHO, JIJIsl BCEX APYTUX aCMeKTOB MOTEHIMAIbHO BO3MOXKHO UCTIOIb30BAHUE
nrobol  m3BecTHOW (opmbl Oenka, KOTOpasl HaleleHa Ha CHenu@UUecKyr s

3a00JIeBaHUsI MUIICHB, U KOTOPAaA COACPKUT OCTATOK JIM3UHA B MMOCJICAOBATCIIBHOCTH.

Kiro4yeByr0 Ba)XHOCTP B OTHOIIEHHHM KOMIIOHEHTAa H3JIy4Yarollero ajibda-
YJaCTHUIBI TOPUSI UMEET TO, YTO HEAABHO OBIIO OOHAPYIKEHO, YTO ONpeNeeHHbIe abpa-
panIMOaKTHBHBIE H30TOMBI Topus (Hanmpumep, “2’Th) MOryT BBOOUTBCS B TaKOM
KOJINYECTBE, KOTOPOE OJHOBPEMEHHO SIBIISIETCS TepareBTHUeCKH 3(PpPEeKTUBHBIM U HE
BBI3BbIBAET HEMEPEHOCUMON MHEJOTOKCUYHOCTH. B COOTBETCTBUU CO BCEMU acleKTaMu
HACTOSILIETO M300PETeHUs] MPENNOYTHTEIbHBIM U30TOMOM TOPHS SIBJSIETCS] TOPUi-227
(**’Th). Tlpu MCHONL30BAHMU IO TEKCTy HACTOSAIIEr0 JOKyMEHTa TEPMUH «HE
BBI3bIBAIOIIUN HEMIEPEHOCUMON MHEIOTOKCHYHOCTUY» O3Ha4aeT (4TO OCOOEHHO BasKHO),
YTO KOJIMYECTBAa paausi-223, KOTOPOE MOJYYarOT B pe3yJibTaTe pacrnajga BBOAUMOIO
pamuon3oTona TOpUs-227, B LEJIOM HENOCTATOYHO [UJIsi TOTO, YTOOBI SIBUThCS
HETNOCPENCTBEHHOW MPUYMUHON CMEPTH MalnueHTa. TeM He MeHee, CrerraiucTam Oyaer
MIOHSITHO, YTO CTENEHb MOBPEXKAECHUS KOCTHOrO MO3ra (M BO3MOXKHOCTDH JIETAIBHOTO
ucxona), koropas Oyner mpuemjemMbiM MoOOYHBIM 3(dexToM Takoro nedeHus, Oynmer
3HAYNTEIBHO BApbUPOBAThCS B 3aBHCHMOCTH OT Tuma 3a0oyeBaHus, KOTOpOe
NOJBEPTraeTCsl JICUEHHIO, ILeNiell CXeMbl JICYeHHs] W TPOrHOo3a 3a00NeBaHMs IS
nanueHTa. HecMoTpsi Ha TO, YTO B COOTBETCTBUM C HACTOSIIUM H300pETeHHUEM
NAlMEHTOM TNPEANIOUTUTEIBHO SIBIIIETCSl YENIOBEK, HACTOsIIee H300pETeHHE MOXKET

MPUMECHATBHCA TAKXKE IJIA JICUCHUSA APYTUX MIICKOIIUTAOMUX, B YaCTHOCTH, JKUBOTHbBIX-
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KOMITAHPOHOB, TAKMX KaK COOAKH, TaKUM OOpa3oM, CTENeHb MOBPEXKIEHHsI KOCTHOTO
MO3ra TakXXe 3aBHCUT OT OHOJOrM4deckoro BHia mauueHta. [Ipuemnemasi CTeneHb
NOBPEXKACHUS KOCTHOIO MO3ra, Kak MpaBwyio, OyJeT BbIlle MpPH  JIEYEHUU
3JIOKAYECTBEHHBIX ~ 3a00JIeBaHUI 1O  CPaBHEHHIO €  AOOPOKA4YeCTBEHHBIMH
3aboneBanussMu. OqHUM U3 HanOoJIee N3BECTHBIX MAapaMeTPOB AJIsl U3SMEPEHHS CTETIeHH
MHEJIOTOKCHYHOCTH SIBJISIETCS YPOBEHb HEHTPO(IIIOB; B COOTBETCTBUH C HACTOSIIUM
U300peTeHHeM  KONMYecTBOM  “2°Ra,  He  BLI3BIBAIONIUM  HETEpPeHOCUMO
MHEJIOTOKCHYHOCTH, KaK MPaBUJIO, OyeT Takoe KOHTPOIUPYEMOE KOJIUYECTBO, YTOOBI
JOJsT HEUTpOPUIOB B CaMOW HH3IIEH TOUYKe (MAKCUMAJIbHOE CHUKEHHE YPOBHS)
cocrapysuia He MmeHee 10% oT ypoBHs HeUTpOodUIIOB 10 JiedueHust. [IpeanouTuTeNbHO, He
BLI3LIBAIONIUM HENEPEHOCUMOIl MUENOTOKCHYHOCTH KOJIU4ecTBoM “*’Ra Oymer Takoe
KOJIMYECTBO, YTOOBI HOJsI HEHTPO(MIIOB COCTaBisLIa, MO MeHblied mepe, 20% mpu
MaKCHMaJIbHOM CHH)KEHUHU YpPOBHs, OOJiee MPEeNrouTHUTENbHO —, 10 MEHBIIEH Mepe,
30%. Haubonee npennoyTHTENBHON NMPH MAKCUMAIBHOM CHIDKEHUH YPOBHS SIBIISIETCS

JOJIs1 HEUTPO(HIIOB, COCTABIISIOIIAS, TTO MeHbIIeH Mepe, 40%.

B NonoJHeHHe, COEAMHEHH S, cofiepykalllie PaadoaKTUBHBIM TopHil (HanpuMmep,
2Y’Th) MOryT NpPUMEHATbCS TpPU BBICOKUX PpeXMMax JO3MPOBaHHUsA, KOrJa
MHEOTOKCMYHOCTh ~ 0Opa3oBaBuIerocss paaus (Hampumep, >°Ra) mnpu  Apyrux
obcTosiTeNnbCTBaX OblTa Obl HEMEPEHOCHMOl, M KOT[a MapajulebHO HCTIONb3yeTCs
nepecanka CTBOJOBBIX KJIETOK HJIM AHAJOTMYHBIA METOA BOCCTAHOBNEHMS. B Takux
Cly4yasix YHCJIO HEWTPO(PUIOB MOXKET CHH3MTBCS 1O ypoBHS MeHee 10% mpu
MaKCHMAJIbHOM CHIKEHHH YPOBHs, 3 B MCKJIOUMTENbHBIX CIydasX — 10 5% WM, Tpu
HEOOXONUMOCTH, - JOypoBHA MeHee 5%, IpH YCIOBHM, YTO ObUIM TIPUHSATHI
COOTBETCTBYIOIIE MEpPBI TPENOCTOPOKHOCTH, M BIOCIEACTBMU Oblia TPOBENEHA

nepecagka CTBOJOBBIX KIIETOK. Takue TeXHUKH XOpOLIO U3BECTHBI CIIELUATIUCTAaM.

H3oTOmOM TOpHS, NPENCTABISIOUIMM OCOOBII HMHTEpPEC B COOTBETCTBHH C
HACTOSIIINM H300peTeHUeM, SIBJISIETCS] TOPUN-227, U, €ClTN MO3BOJISIET KOHTEKCT, TOPHii-
227 sBuAETCS MPEANOYTUTENbHBIM HM30TOIOM TPU JIOOOM YIIOMHHAHUU TOPHS B
HacTosmeM nokyMeHTe. Topuii-227 OTHOCHUTENBHO MPOCTO MONYyYUTh, OH MOXKET OBITh
TMOJy4eH HEMOCPENCTBEHHO U3 OONydeHHOro Heiitponamu **°Ra, koropwlii Oymer
comepxaTh Marepunckuil mykmua 2'Th, T.e. ?*’Ac (T2 = 22 roma). AKTuUHHII-227

MO3KeT OBbITh JIOBOJLHO MPOCTO OTAENeH OT Leiu “*°Ra M HCHOJb30BaThCSA B KAueCTBE
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resepatopa 22'Th. TIpu HEOOXOAMMOCTH, NAHHLIN MPOLIECC MOKET OCYLIECTBIATHLCS B
MPOMBILIIEHHOM MaciiTabe, TakuM 00pa3oM, MOKHO HM30ekaTh MPoOIeM ¢ NOCTABKOM
NeKapCTB, KOTOpPble BO3HUKAIOT C OOJBLIIMHCTBOM JAPYTUX — anb(a-u3/Iydarolux
HYKJIHIOB, KOTOPbIE PACCMATPUBAIOTCSA B Ka4eCTBE KAHAMIATOB JUISl UCTOJb30BAHUS B

MOJIEKYJISIPHO-HALIEICHHOH Teparuu.

B pesynbrare pacnaaa Topus-227 nonyqaroT paauii-223. B 3Tom ciydae nepuon
nojypacrnazna TEepBUYHOrO JOYEepHEro panuonykiauaa cocraeiser 11,4 guein. U3
HCTOYHMKA uucToro >2'Th B TeueHMe NMEPBLIX HECKOJLKMX JHEl MOJydYaroT MIIb
yMepeHHble KONHYeCTBa panus. TeM He MeHee, MOTEHIMAalbHas TOKCHYHOCTh 2>’Ra
BLIIIE, YeM TOKCHYHOCTh 22'Th, Tak kak mocie u3dydenus: ambga-uactui *2°Ra B
TeueHHe HECKONbKMX MHUHYT CjefyeT H3JyueHHe U3JIydeHHs anb(pa-4acTUll TpeMms
JIOYEPHUMM PAJHOHYKJIHAAMM C KOPOTKUM MepHojioM momypacnafga (cm. Tabmuiy 2

HUKe, B KOTOPOU MpHBEIeHA IeTI0YKa pacnana Juisi Topusi-227).

Tabmuma 2
Hyxnug Bun usnyuenus Cpennee osHeprus | Ilepuon
yactun (MaB) noJsrypacrania
22'Th o 6.02 18.72 nueii
22Ra o 5.78 11.43 nueii
2Rn o 6.88 3.96 cexyHn
*1Po o 7.53 1.78 mc
21pp B 0.45 36.1 MUHYT
2IB; o 6.67 2.17 MUHYTBI
207T] 8 1.42 4.77 MUHYTBI
207pp CTaOMJILHO

OnHoit u3 npuumH Toro, uro Topuii-227 (T12 = 18,7 nHeli) He paccMaTpHUBAIICS
IIAPOKO Ui TPUMEHEHHUs B anb(da-Tepamnuu, SBISAETCS TO, YTO NPU €ro pacmane

00pa3yroTCst BpeIHbIE IPOAYKTHL.

Takum oOpa3oMm, YTOOBI MPOBECTH pa3IUYMe C KOMIUIEKCAMH TOPHS, TIJe
UCTIONB3YEeTCS  TNPUPOAHBIM  HW30TON TOpHsl ¢ HaubompmuMm  Ko3uumreHTOM
oOoramenus, T.€. Topmii-232 (mepwox mnoidypacmana: 1010 yer, mpakTudecku He

oOyamaeT paguoOaKTHUBHOCTBIO), CJIEAyeT TIOHUMAaTh, YTO KOMIUIEKCHI TOPUS U
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KOMIIO3ULIMM Ha WX OCHOBE, OIHUCAHHbIE B HACTOSIIEM H300PETEHUH, BKIFOYAIOT
U3JIyYaIoHA anb(a-4acTUIbl W30TON TOpHs (T.€., IO MEHbIIEH Mepe, OJUH H30TOIl
TOpUsl C TepuojoM moaypacrnaga MeHee 103 roma, Hampumep, Topus-227) c
ko3¢ puuneHrom oborameHuss OOJbIINM, YeM MPUPOAHBIN, HANpUMep, MO MEHbIIEH
mepe, Ha 20% Oosbine. DTO HEe BIMSET Ha ONpeaeseHue crnocobda mo n3o0peTeHuro, B
COOTBETCTBHM C KOTOPBIM MpsIMO TpeOyeTcst TepamneBTHYECKU SPPEeKTHBHOE
KOJIMYECTBO PaJUOAKTUBHOIO TOPUS, TAKOTO KaK TOPU-227, OMHAKO MPEANOUYTUTEIBHO

3TO BJIUACT Ha BCEC aCIICKThI 1/1306peTeH1/1$1.

B coorBercTBMM < CO BCEMH  aCMEKTaMH  HACTOSIIIErO  HM300peTeHHs
NPEANOYTUTENbHBIM U3JYYAOIIUM ab(a-4acTULBI HOHOM TOPHS SIBJISIETCSI HOH TOPHUSI-
227. Hon 4+ Topust sABISETCS MNPEANOYTUTENBHBIM HOHOM [Jisl TNPUMEHEHUs B
KOMIUIEKCaX MO HacrosimeMy u3zoOpereHuro. COOTBETCTBEHHO WOH 4+ Topusi-227

SIBJISIETCSI OCOOEHHO NPpEANOUTUTCIIbHBIM.

Topwuii-227 MOXET MPUMEHSTHCS B KOJIUYECTBAX JIOCTATOYHBIX JJISI TOTO, YTOOBI
obecrieunTh HEOOXOAMMBIA TepaneBTHUYeCKUH d(dexT 0e3 00pa3oBaHUS TaKOTro
KOJIMYeCcTBa panusi-223, KOTOpoe MOrjio Obl BBI3BATH HENOINYCTUMOE IIO/IAaBIICHHE
¢yHkumu koctHoro mosra. Heobxomumo, 4roObl qouepHUE HM30TOIBI OCTABAINUCH B
npenenax ydacTKa-MULIEHH, YTOOBI B pe3yJbTaTe MX pacmaza MOXXKHO Obuio Obl
JAOCTUTHYTH JIOTIOJIHUTENBHOrO TepaneBTHdeckoro s¢dexra. Tem He MeHee, Her
HEOOXOAMMOCTH OCYLIECTBJIATh KOHTPOJIb 32 MPOAYKTAMH pacrajfa TOopHs Ui
OOCTIDKEHHsI  TOJIESHOrO  TepameBTudeckoro  sddexra 0e3  BO3ZHUKHOBEHHS

HGHOHy(ZTHMOﬁ MHUEJTOTOKCUYHOCTH.

Ecnu ucxoauts u3 Toro, uto 3QPeKT YHUUYTOKEHUS] OMyXOJIEBbIX KJIETOK Oyaer
o0ecreynBaThCsl B OCHOBHOM TOpUeM-227, a He ero JOYepHUMHU HYKJIUIAMH, BEPOSTHAS
TepareBTHYECKasi 1032 STOTO M30TOMA MOXKET OBITh YCTAHOBJIICHA IyTEM CPaBHEHHS C
APYTUMH HYKJIUJAMH, U3Jy4HaromuMu aibda-dyactuupl. Hanpumep, ans acratmra-211
TEPANeBTHYECKUE JO3bI JIs JKUBOTHBIX OyIyT COCTaBJISTh, Kak MpaBuio, 2 - 10 MBx/kr.
C nmnompaBkOl Ha MNPOJOJKUTENBHOCTh IEpUOAa TNoJypacrnaza U JHEpruro
COOTBETCTBYIOLIAs JO3UPOBKA JJIsl TOPUsi-227 OyIeT COCTaBIsITh, IO MEeHbIIeH mepe, 36
- 200 xbx/kr Maccel Tenma. ITO 3HaYeHHE OyAeT YCTAaHOBJIEHO B KA4eCTBE HIDKHETO
npenena komudectsa 2'Th, KOTOpoe MOXKET BBOAUTBHCA M JOCTHIKEHHS

NPEANoNaraeéMoro TepaneBTudeckoro s¢gdexra. B sTomM pacuere yuuThIBaeTCS
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yaep:kaHue acTaThHa U Topus. Tem He MeHee, OYEBHAHO, UYTO MEPUOJ IOJypacnana
Topusi, cocTaBisiromuii 18,7 nuel, obycnaBiuBaeT OoJbliee BEIBEACHUE 3TOr0 HM30TOMA
no ero pacnana. CrenoBarenbHO, Takas pacueTHas JO3UPOBKA, Kak IMPaBHIIO, Oyaer
CUNTATbCS MUHUMAIBHBIM 3(PQPEKTUBHBIM KOJNYECTBOM. TepameBTHuUecKas Ma03a,
BBIPAKEHHAs C TOUKM 3PEHHs MOJHOCTHIO yaepsxkaHHoro 2>’ Th (r.e. 22'Th, koTopblii He
BBIBEZICH M3 OPraHM3Ma), KaK MpaBuiio, OyJeT COCTaBjsATh, MO MeHbIned mepe, 18 wm
25 xBK/KT, IpeanoYTUTENIbHO, IO MeHbIel Mepe, 36 KbK/Kr, Oojee MPeanoOYTUTENBHO,
no mMeHbIneit mepe, 75 kbk/kr, Hanpumep, 100 kbx/kr mu 6onee. [Ipenmnonaraercs, 4To
OonblIne KoamyecTBa TOpHUsi OynyT obnanaTh OONBLUINM TeparneBTUIECKUM 3P PeKToM,
OTHAKO TaKhe KOJIMYecTBA HE MOTYT IPUMEHATHCS, €CIH OSTO TMpHUBEAeT K
BO3HHKHOBEHHIO HEIOMYCTHUMBIX MOOOUYHBIX 3(p(ekToB. AHAIOrHUHBIM 00pa30M, €Ciin
TOpUI MpuUMeHsieTcsl B (HopMe C KOPOTKMM OHOJOrMYeCKHM IEPHOAOM TOojypacmana
(T.e. mepruoOIOM TOJypacmana 10 BBIBEACHHS W3 OPraHM3Ma JIEKApPCTBA, COMAEPIKAIIETO
TOpPHUI), TO AN IOCTIDKEHHs! TepamneBTHUeckoro s¢pdexkra nHeoOXommmbl Oonblame
KOJINYECTBA PAANON30TONA, TAK KAaK 3HAYUTEIbHOE KOJIUYECTBO TOPHsL OyJIeT BbIBEIEHO
U3 OpraHM3ma 10 ero pacnaga. Tem He MeHee, 3TO TakXe MpHUBEAET K
COOTBETCTBYIOLIIEMY YMEHBLICHHIO  KOJIMYECTBA  OOpas3oBaBIIerocs:  pamusi-223.
BrineykasanHble KOIM4eCcTBa TOPUs-227, KOTOpPbIE MPUMEHSIOTCST INPU  IOJHOM
yIlep>KaHUM M30TOIA, MOTY C JIETKOCTBIO ObITh COOTHECEHBI C SKBUBAJEHTHBIMU J103aMU
c Oonee KOPOTKMM mepuomaMu mnosaypacrnanga. CrnenuantucTel MOTY TMPOU3BECTH TaKHe
pacueThl, yKa3aHHbIE pacyeThbl mpuBeaeHsl B JokyMeHTe WO 04/091668 (Hampumep, B

tekcre [Tpumepos 1 u 2).

Ecnu coeluMHEHHME, MEYEHHOE pPaJMOAKTUBHBLIM H30TONOM, BBICBOOOKIAET
JIouEepPHUE HYKJIMJbI, BAKHO, B COOTBETCTBYIOLIMX CIydasX, 3HaTh, YTO TMPOUCXOMAMT C
KaXJbIM U3 TaKUX pPaJMOAKTUBHLIX JouepHUX Hykaunos. Jns 2*’Th ocHoBbIM
JIOYEPHUM TIPOAYKTOM siBisieTcst 22*Ra, KOTOpBI TOABEpraercs KIMHUYECKOH OlEHKe
U3-32 €r0 OCTEOTPOIHBIX CBOHMCTB. Pammii-223 4ype3BbMaiiHO OBICTPO BBIBOIUTCS W3
KPOBHU M KOHLIEHTPUPYETCS B CKENIETE UM BBIBOAMTCS M3 OPraHM3Ma yepe3 KULIEYHHK
win 4epe3 mouku (cm. Larsen, J Nucl Med 43(5, Supplement): 160P (2002)).
CrenoBaresbHO, panuii-223, KoTopblil oOpasyercs in vivo B pesynbTate pacnana 2> Th,
HE3HAYHUTEJIbHO BO3NIEHCTBYET HAa 3IOPOBbIe Msrkne TKaHw. B mccienoBanuu Miiller B
Int. J. Radiat. Biol. 20:233-243 (1971) B orHomenuu pacnpenenenus >>’Th B Bume

PAaCTBOPEHHOI comu LUTpaTa ObLIO 0OHApy:KeHo, uTo ***Ra, obpasosasimuiicss u3 **'Th
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B MATKUX TKaHAX, NEPECPACIPEACTIACTCA B KOCTh WJIM BBIBOAUTCA U3 OpraHHU3Ma. Takum
o6pa30M, B OTHOLICHUU HOO3HUPOBKU TOPUA HpO6HeMaTPI‘{HOI>'I ABJIECTCA HU3BECTHAaAA
TOKCHUYHOCTh U3JIy4arOLICro a.]'Ib(ba-LIaCTI/ILIbI paau, B YaCTHOCTH, TOKCHUYHOCTb JIA

KOCTHOI'O MO3ra.

@akruueckn, B WO 04/091668 B nepBbIii pa3 ObLIO YCTAHOBJIEHO, YTO YEJIOBEKY
MOKET ObITh BBEJIEHA NepeHocHMast 103a *2°Ra, cocTaBIsonIas, o MeHbluei Mepe, 200
KbK/Kr. DTH [naHHBIE TpHUBENEHbl B YyKa3aHHOW myOnukaiuu. Takum oOpas3om,
HEOXKMIAHHO OBLIO OOHAPYKEHO, YTO CYLIECTBYET TEPANEBTUUECKOE OKHO, B Mpeaeax
KOTOPOTO MAaIMEeHTY-MJICKOMUTAIOMIEMY MOXKET OBITb BBEICHO TEPANEBTHUECKU
spdexTuBHOe KonudecTso *2'Th (Hampumep, mosa, mpesblmaromas 36 kBk/kr) Ge3
pUCKa HEAOMyCTUMON WM JIETAJIbHOW MHUEJIOTOKCUYHOCTH AJi NauudeHrta. Tem He
MeHee, YpE3BbIUAITHO BKHO ONTHMAJBHO UCIOJIb30BATh TAKOE TEPATIEBTUYECKOE OKHO,
CJIEZIOBATENIbHO, BAKHO, 4YTOOBI KOMIUIEKC PaIWOAKTUBHOTO TOPHUsl OBLT TOJyYeH
ObIcTpO ¥ 3P (PEeKTUBHO, a TaKkKe IOJKHA ObITh oOecrieueHa BBICOKash a(UHHOCTD,

4TOOBI B Y4aCTOK-MHUIICHDb AOCTABJIAJIACh MAKCUMAJIbHAA O1034.

KomuuectBo ***Ra, kotopoe momyuaroT mpu pacnage 2>’ Th B jekapcTBEHHOM
cpeacTse, OyneT 3aBUCETh OT OMOJIOTHYECKOro MEePHOAa Mosypacnazga paaioMedeHHOrO
coenuHeHus. MpneanpHOlM cutyanuel OyneT NpUMEHEHHE KOMILIEKCa € OBICTPBIM
BCACBHIBAHMEM B OIyXOJb, BKJIIOYAas MHTEPHAIM3ALUI0 B OIYXOJEBbIE KIETKH,
YCTOWYMBOE YAEpKaHHE B ONMYXOJIHU M KOPOTKUIT OMONIOrHYeCcKUil Nepruos nojaypacnana
B 370POBBIX TKaHsIX. TeM He MeHee, KOMIUIEKChl C OWOJIOTHYECKUM MEePUOIOM
NOJIypacmazia MEHbIIE HAEaJbHOIO MOTYT HCIIONB30BATHCS MPH YCIOBUU COXPAHEHUS
10361 “>Ra Ha npuemnemoM yposre. KonudecTso paaus-223, koTopoe 00pa3oBaoch in
vivo, OyeT 3aBHCETh OT KOJIMYECTBA BBOJUMOIO TOPHUS U BpeMsl OHOJIOTMYECKOrO
yIepKaHHUs KOMIUIEKCa TOpUsl. B KakIOM KOHKPETHOM Clydae CIIELHAIUCT MOXKET C
JIETKOCTBEO ~ TPOW3BECTH  pacdyeT  oOpasyrolmerocss  KojudecTtsa  pamusi-223.
MakcuMasibHOe BBOJMMOE KOH4ecTBO 22 Th GyjeT onpenensThes KOIMYECTBOM Pajius,
KOTOPBIH 00pasyercst in Vivo, Takoe KOJIMYECTBO IOJDKHO OBITh MEHbINE KOJHYECTBA,
KOTOPOE BBI3OBET HENONMYCTUMBIH ypOBeHb NOOOYHBIX 3((EKTOB, B HaCTHOCTH,
MHUEJIOTOKCHYHOCTH. Takoe KOJauM4ecTBO, Kak mpaBuio, Oyaer meHee 300 kBk/kr, B
gactHocT, MeHee 200 kbk/kr, Oonee mnpeamoururenvHo, MeHee 170 KBK/Kr

(nampumep, w™enee 130 kbk/kr). MunumanbHas s¢p¢exkruBHas po3a Oyner
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OTIPEAENATHCS [IUTOTOKCUYHOCTBIO TOPHSI, UYBCTBUTEIbHOCTBIO MOPAXXEHHON TKAHU K
BO3JIEHCTBHIO ab(a-U3IydeHUIO0 U CTENEHBbI0, ¢ KOTOPO Topui 3(PQPEeKTHBHO MOXKET
BXOJUTb B COCTaB KOMILJIEKCA, YJAEP>KUBATbCS B COCTaBE TAKOrO KOMILIEKCA U
JOCTABIIATECSL HALIEIMBAEMbIM KOMIUIEKCOM (B 3TOM Ciy4ae, TaKUM KOMILJIEKCOM

SIBJISIETCSI KOMOMHALIMSI JIMTAH/IA M HALIGJIEHHOTO ()parmMeHTa).

B coorBercTBMHM €O cmocoOoM MO  U300pPETEHHIO KOMIUIEKC TOpPHs
NPEANOYTUTENBHO BBOJAUTCS IPU NO3UPOBKE TOpUs-227, cocraBisromen 18 - 400
kKBK/Kr Maccel Tena, npeanouturenbHo 36 - 200 kbk/kr, (Hanpumep, S0 - 200 kbx/kr),
Oonee mupemnmoututenbHo 75 - 170 kbk/kr, B ocobennoctn, 100 - 130 kBk/kr.
COOTBETCTBEHHO, MPH OJHOKPATHOM BBEINEHHH NPHUOJIM3UTEIbHAS 032 MOXKET OBITh
paccuMTaHa MyTeM YMHO)KEHHUS YKa3aHHBIX 3HAYEHWH Ha COOTBETCTBYIOINEE 3HAYCHUE
Macchl Tena B auanasoHe, Hampumep, 30 - 150 kr, mpeanouturtensHo, 40 - 100 kr,
Hampumep, 103a MoxeT cocTtaBisiTh oT 540 kbk mo 4000 kbk u 1.1.). Bonee Toro,
JKENATeIbHO, YTOOBI 11032 TOPHS, AreHT, BXOMSILIMHA B COCTAB KOMIUIEKCA M MYTh
BBEJICHUs ObUTM TaKUMH, 4TOOBI 103a paausi-223, oOpa3yroierocs inn vivo, COCTaBJIsuIa
menee 300 xbx/kr, Oomee mnpeamourutensHo MeHee 200 xbx/kr, eme Oonee
npennoututesibHo Menee 150 kbx/kr, B ocobernnoctn menee 100 kbk/kr. OmsTh ke,
NyTeM YMHOXXEHUS YKa3aHHBIX JUAlla30HOB HA YKa3aHHbIE 3HAUYEHUS MacChl Teja
MO’KHO TIOJTyYMTh 3HAYEHHE JI03bl PATMALIMOHHOTO BO3NeicTBUs st “2Ra. Vka3aHHbIe
BBILIIE YPOBHU OTHOCSITCS K TOJHOCTBIO yepkuBaeMoii go3e 22 Th, ofHako Takue 103bl
MOTYT MPUMEHSAThCA C yYETOM HEKOTOpPOro Konmuuectsa >2'Th, KOTOpPOE BBLIBOIHUTCS M3

OpraHu3mMa JI0 pacraja.

B cnydae ecnum OHONOTMYECKHH TepHOA Moypacmaga Kommekca 22 Th
SIBJISIETCSI KOPOTKUM T10 CPABHEHHIO ¢ (PM3MYECKUM MEPHOOM ToJIypacnana (Harpumep,
€CIIi OH COCTaBJsieT MeHee 7 JHeH, B OCOOEHHOCTH, MeHee 3 nHeii), morpedyercs
BBE/ICHHE 3HAYUTEIBbHO OONBIINX 03 AJIs1 00eCeueHus] SKBUBAJIEHTHOHN Y€ KUBAaeMOMN
no3el. Takum o0Opa3om, Hampumep, MOJHOCTBIO yAep:kuBaemasi nosza 150 kBk/kr
SKBHUBAJIEHTHA KOMILIEKCY € MEPUOJOM Mojiypacnana S 1Hei ¢ 10301 npu BBeaeHuu 711
KBK/Kr. DKBHUBaJ€HTHAsl 1032 BBENEHUS Ui COOTBETCTBYIOIIMX YIEPKHUBAEMBIX 103
MOXeT OBbIT pacCUnTaHa, UCXOS M3 CKOPOCTH OMOJIOTHYECKOTO BBIBEIEHUS] KOMILIEKCA

C UCITIOJIb30BAHHUEM CHOCO6OB, U3BCCTHBIX CIICHHUATIHUCTAM.
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Tak kxak mpu pacrafe ogHoro sapa >2'Th momyuator atom *?’Ra, ynep:xanue u
TepamneBTHYeCKas akTUBHOCTH >2'Th OyayT HampsMyro cBs3aHbl C 1030i “’Ra,
BO3/IEHCTBUIO KOTOPOH MOABEPraeTcs MalueHT. Pacuer oOpasyromerocs KONMYecTBa
22Ra B KakIOM KOHKPETHOM CIy4ae MOMKET OCYLIECTBIAThCS C MCIOIb30BAHHEM

W3BECTHBIX CIIOCOOOB.

Taxkum O6p3,30M, B MPEANOYTUTCIIBHOM BapHAHTC OCYLICCTBJICHHSA HACTOALIHUM
nu300peTeHreM MPEAOCTaBIIAETCS CrIOco0 JeueHus 3a00eBaHIi Y MIIEKOTTUTAOINX (B
COOTBETCTBUH C OIMHCAHMEM B HACTOSIIEM TOKYMEHTE), IPU STOM yKa3aHHBIA CrOCOO
BKJIFOYAET BBEIEHHE VKA3aHHOMY TMALUEHTy TepaneBTUYECKU 3(P(PEKTUBHOTO
KOJIM4YECTBa, IIO MEHBIIEN MEpPE, OAHOr0 HaLCJICHHOI'0O Ha TKaHb KOMILJIEKCA TOPUSA B

COOTBETCTBUH C OMMHMCAHUEM B HACTOAIIEM JOKYMECHTC.

OueBHIHO, MPEANOYTHTEPHO CBECTH K MUHHUMYMY BO3JEHCTBHE HA MaLMEHTA
nouepHero usorona >’Ra, 3a HCKIIOUEHHEM CJIy4aes, KOTa ero CBOHCTBA HCIONB3YIOT
¢ monp30i. B wacTHOCTH, KOJHMuecTBO panus-223, oOpa3oBaBIIErocst in Vivo, Kak
npasuio, Oyner Oombime 40 xbx/kr, Hampumep, Oombme 60 kbx/kr. B HekoTopbIx
ClTydasix, KOJIMYeCTBO panusi-223, oOpa3oBaBLIerocs i1 Vivo, TOKHO ObITh Oojbine 80

kbx/kr, Hanpumep, Gomnbie 100 mmu 115 kbr/kr.

Jlil KOHBIOTaTOB, MEUEHHBIX TOpPHUEM-227, B COOTBETCTBYIOLIUX pPacTBOpPaX-
HOCHUTEJISIX MOJKET MCIIONIb30BaThCsl BHYTPUBEHHBIN, BHYTPHUIIOJIOCTHON (Hampumep,
UHTPATIEPUTOHAJIBHBIN), TIOAKOKHBIN, MEPOPAIbHBIA UM MECTHBIH Croco0 BBEIEHUS,
OHM MOTYT BBOJAMUTHCS OJIHOPA30BO WM B COOTBETCTBHU C CXEMOH MpHeMa,
npenycMaTpUBaroIlel  BBeAeHHE — YacTsMU.  [lpenmodrurenpHO,  KOMILIEKCHI,
KOHBIOTHPOBAHHbIE C HALEJICHHbIM (parMeHTOM, BBOIATCS B BHJAE PACTBOPOB
NapeHTepaibHO (HampuMep, MyTeM 4YPECKOKHOTO BBEACHUS), B OCOOEHHOCTH, C
UCTIONIb30BAHHEM BHYTPUBEHHOTO FWJIM BHYTPHUIIOJIOCTHOTO Croco0a BBEACHHSL.
[IpennoyruTenbHO, KOMIO3HLIUHU IO HACTOSIIIEMY H300PETEHUIO HCIIONB3YIOT B COCTABE

CO CTCPUJIBHBIM PACTBOPOM HJIA NMAPEHTEPATIBHOI'O BBCACHUA.

Topwmii-227 B crnocobax M MPOAYKTaX IO HACTOALIEMY H300PETEHHIO MOXKET
UCTIONIb30BAThCS 10 OTHENBHOCTH WJIM B KOMOMHALMU APYTUMH METOJAMH TEPaIlvy,
BKJIIOYasi ~ XUPYPrHUYECKOE€  BMELIATENbCTBO,  PAAMOTEPAIUI),  XHMHOTEPAIIUIO,

MIPUMEHEHUE APYIUX PaJAUOHYKJIMAOB WIH PETyJUPOBAHUE TEMIIEPATypbl TKAHU U T.1.
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3TO COCTaBISIET €le OWH, MPEANOYTUTENbHBIN BAPHAHT OCYIIECTBICHUS crocoda mo
M300pETEHNIO, COOTBETCTBEHHO, IIpenapaTuBHbIe (HOPMBI/JIEKAPCTBEHHBIE CPENCTBA
MOTYT COAepXkaTb, IO MEHbIIEH Mepe, OJUH JOMOJHUTEIbHBI TEparneBTUYECKU
AKTUBHBII areHr, HampuMmep, apyroi pannOaKTUBHBIN areHT WIN

XI/IMI/IOTepaHeBTI/I‘-IeCKI/II\;I Ar'CHT.

B coorBercTBUM C OJHUM 0COOEHHO NpeAOYTUTEIIbHBIM ~ BapUaHTOM
OCYILICCTBIICHUSA I/I306peTeHI/I$I napayiji€JIbHO OCYIIECCTBIAKOT JICUCHUC ITallUCHTa
CTBOJIOBBIMHU KJIETKAMH W/WJIH Apyrasgd noaacpKuBarolias Teparnusd g CHHXKCHUA

MHEJIOTOKCUYHOCTH, BBI3BAHHON BO3JIEUCTBUEM paaus-223.

Mornekynbl, Me4YeHble TOpUeM (Hampumep, TOopHeM-227), MO H300pETEHHIO
MOTYT TPUMEHSTBCS ISl JICYEHHS PAKOBBIX M HEPAKOBBIX 3a00JEBaHUN IyTeM
227
HALleJIMBAHUSI HA PELENTOpHI, CBs3aHHbIe ¢ 3a0oneBanneM. Kak mpasmio, ““'Th Oynmer
NPUMEHSTBCS TaKUM O0pa3oB B PagUOMMMYHOTEpANMM HAa OCHOBAHHH CBSI3bIBAHUS
22'Th XenaTopoM C aHTUTEJOM, (PParMEHTOM aHTHTENA WU C KOHCTPYKTOM aHTHTENa
wii (pparMeHTa aHTUTeNa Ui JICUYEeHUs] PAKOBBIX U HEPAKOBBIX 3a00JIEBAHMMA.
II 227 h 5
pumeHernne ““'Th B cnoco0ax © JEKAPCTBEHHBIX CpPEACTBA [0 HACTOSIIEMY
M300pETEHNIO, B YAaCTHOCTH, MPUIOAHO AJsl JieueHUs: JoObIX (OpM paka, BKIIOUAst
KapLHUHOMBI, CapKOMBbI, JUM(OMBI U JeHKeMUH, B OCOOEHHOCTH, Ui JIEYEHUs paka
JIETKOTO, MOJIOYHOHM JKeNe3bl, MPEeACTaTeNbHON JKeJe3bl, MOUYEBOrO Iy3bIps, IOYEK,
JKeJTyJKa, MPeICTaTeIbHOM JKeNe3bl, MUIIEeBOIA, MO3Ta, SIMUHUKOB, MATKH, paka pOTOBOMH
NOJIOCTH, KOJIOPEKTAJbHOTO paka, MEJIAHOMbI, MHOJKECTBEHHOW MHEJIOMBI U

HEXOKAKHMHCKOH JTUM(OMBIL.

B COOTBETCTBMH C ellleé OJHUM BapUaHTOM OCYLIECTBIEHUs H300peTeHus,
jledeHre MalMeHTa OONbHOTO OJHOBPEMEHHO 3a00NeBaHMEM MATKUX TKaHeH M
CKeJIeTHBIM 3a00/1eBAHIEM MOYKET OCYIIECTBIAThLCS ¢ Mcmomb3opanueM 22 Th u *2Ra,
KOTOpbIl 0Opasyercs in Vvivo mocie BBEeNEHHs TOpUs. B COOTBETCTBMH C TaKMM
0COOEHHO  TPENNOYTHTENbHBIM ~ ACHEKTOM  JOMOJHUTENbHBIA  TepaneBTHYECKHid
KOMIIOHEHT ~ JieueHHs  OOECHeuMBaeTCsl  HMCMONb30BAHUEM HE  BbI3BIBAIOLIETO
HEeMepPeHOCUMOI MHEIOTOKCHYHOCTH KONHYecTBa >2°Ra, KOrja MHUIIEHBIO SBJIAETCS
ckejieTHoe 3aboneBaHue. B COOTBETCTBUM C 3TUM TepaneBTHUeckuM MmeTonom *2'Th,
KaK MPaBMIIO, UCTIONb3YETCs JUIsl JIe4eH s MEPBUYHOTO M/MITM METAaCTaTUYECKOTO paKa

MSITKMX TKaHeHn NyTeEM €ro HalCJIUuBaHUs B COOTBETCTBYIOIIHUE YyHACTKU TEJA, B 223Ra,
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obpasoBaBinmiics B pesymbTaTe pacmaga 2>'Th, ucmonb3yercs nAis —JIeUeHHs
3aboneBaHuii CkelneTra y TOro ke marueHTa. Taum 3a00jeBaHHEM CKejleTa MOTYT
SBJIATBCS METACTa3bl B KOCTAX CKEJICTA, BO3HUKIINE B PE3YJIBTATEC MNEPBHUYHOI'O paka
MSTKUX TKaHeH, W1 UM MOXeT ObITh MepBHYHOe 3a0oNeBaHHe, TIPH 3TOM JIeueHHe
MSTKUX TKaHeil OCYyIeCTBJIAIOT Ajisi MPOTUBONEHCTBHS METacTaTHUeCKoMy paky. B
HEKOTOPBIX CJy4asx 3a00J1eBaHUs MATKHX TKAaHel U CKeleTa MOTYT ObIT HECBS3aHHBIMH
(HampuMep, JOTIONHHUTENBHOE JIeYeHHE CKEeJIETHOTO 3a00JeBaHMs y MAlHeHTa C

PEBMATOJIOTHUYECKUM 3a00JIEBAHHEM MSITKHX TKaHEH).

CocrostHus, TS JIEUeHHUs] KOTOPBIX YKa3aHHbBIE CIIOCOOBI, MPUMEHEHHUS U APYTHUe
aCTIeKTbl HACTOSIIEr0 H300pETeHUsl SIBISIFOTCS OCOOCHHO TNPUTOAHBIMHU, BKJIIOYAIOT
HEOIUIACTHYECKHEe M THIEPIUIACTUYECKHE 3a00JIeBaHUs, TakWe Kak KapLHUHOMA,
CapKkoOMa, MHEJIOMa, JIeHKeMHus, JUM(pOMa WM PaK CMEIIAHHOTO THIA, BKJIFOUAs
HEXOJUKKHUHCKYIO JIUM(pOMY Wi B-KieTouHbIe HEOIUIa3Mbl, paK MOJIOYHOH JKeNe3bl,
SHIAOMETPHs], KEJIYAOYHO-KHUIIEYHOIO TPaKTa, OCTPBIA MHUEIOUIHBIA JIEHKO3, paK
MPENCTATEIbHON JKENe3bl WIM MO3ra, MeE30TENIHOMY, paK SHMYHHUKOB, JIETKUX WIH

MOKETY JOUHOM JKEJIE3bI.

Hixe NpeaCTaBJICHbl HCKOTOPBLIC IMPUMEPBI METOAOB CHHTE3A. aTaHbI,
OMUCAHHBIC MJIs1 YKa3aHHbIX METOAOB CHHTE3d, MOTYT MNPUMEHSATCA B Pa3JIUMYHBbIX
BapUAHTAX OCYIIECTBICHHUS HACTOSILIEro H300peTeHHsl. DTam a), HampuMmep, MOXKET
OCYILECTBJISITBCSI C HCIIOJIb30BaHUEM THpoMmexkyTouHoro coenuHeHuss AGCO0021,
KOTOpPOE OMHCHIBAECTCS HIDKE JJII MHOTUX WM BO BCEX BAPUAHTOB OCYIIECTBIICHHUS

n300peTeHusl.
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CuHTe3 Ki1104eB0oro npomMeKyTouHoro npoaykra AGC0020

N,N,N',N'-Trerpakuc(2-aMmuH03TH1)-2-(4-HUTpOOeH3NI)IponaH-1,3-1naMuH
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d) mmugaszon, Boc,O, CH,Cl, Tonyoun, ¢) IUTIDA, anetorutpun, f) MeOH, Boxa, AcCl

CuHTe3 KJ1104eBOro NpomMe:xKyTo4Horo npoayxkra AGC0021
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Cunres xesnara coequHenus gpopmy.inl (VIII)
4-{[4-(3-[0uc(2-{[(3-ruapokcu-1-MeTHI-2-0KCc0-1,2-AUrHAPONHpUANH-4-
WiI)KapOooHuI|aMuHO I THI)aMHuHO|-2-{[0uc(2-{[(3-ruapoxkcu-1-meTna-2-oxco-1,2-
AUTHAPONHMPUAHH-4-
WI)KAPOOHWI|aMHHO}ITHI)aMHHO |MeTH I} Iponua)peHun|aMuHo} -4-

OKCOOYTAHOBASI KHCJIOTA

NO,
T
NO, o N
SYS NS0
o1 B sats
O _N
N~ NH2 I 08B0 - . \/\N
CH,Cl, BnO
HzN\/\N N0
NH, I
AGC0021 | Bno.
NH Xum. dopmyna: Ci7H1sN203S2
AGC0020 MonekynspHast macca: 360,45 AGC0023
Xum. dopmyna: CigHasN7O2 Xum. dopmyna: CraH7eN11014

MonekynspHas macca: 381,52 Fe MonekynspHas macca: 1346,51
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Acco2s 0% N AGC0024
I

Xum. dopmyna: CaeHs7N11O12
Monexvnﬂpnaﬂ macca: 856,03

CHacN

Xum. dopmyna: CraHs1N11012
Monekynspras macca: 1316,53

0 H,0
HO\H/\)I\NH
) A
NN N
N~ NH OH
0, \/\N
H HN._O
I HN._O
|
AGC0019

Xum. dopmyna: CsoHeiN11O15
MonekynspHas macca: 1056,10
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B cmocobe monmydeHHsT KOMIUIEKCOB IO  HACTOSIIEMY  HM300pETEHHIO
NpeAnOYTUTEIIBHO, 4TOOBI peaKkusg COYCTaAHUA MEXKAY OKTAACHTATHBIM XC€JIAaTOPOM U
HALIEJICHHbIM Ha TKaHb ()PArMEHTOM OCYILIECTBIISLIACh B BOAHOM PacTBOpe. DTO UMEET
HECKOJIbKO ~mpemMyinects. Ilpexxne Bcero, mnpu 3TOM IIPOU3BOJUTENO  HET
HEOOXOAUMOCTH YyOANsATh BEChb PACTBOPUTENIb IO NPUEMIIEMOTO COAEpXKaHHS U
IPOXOANTh COOTBETCTBYIOIIYIO CepTU(PHKALMNIO, MOATBEPIKAAIOLIVIO TAKOE yIaJleHHe.
Bo-BTOpBIX, MpU 3TOM CHUXKAETCS KOJMYECTBO OTXOIOB, M, YTO CaMoOe BaKHOE,
YCKOPACTCA MPOU3BOACTBO, TaK KaK HUCKIIHOYACTCA JOTall Cerapalyvu HWIHW YyHOaJICHUSA
pacTBopuTensi. B KOHTeKCTe MPOM3BOACTBA paarodapMaleBTUYECKUX MPOAYKTOB B
COOTBETCTBHH C HACTOAIIHUM I/1306peTeHI/IeM Ba’>XKHO, YyTOOBI CHUHTE3 OCYLIECTBIIAJICA B
KpaTyaiiiiie CPOKH M3-3a MOCTOSHHOTO pachaja pagioH30TONa, TaK KAk B TEUSHHE
BPEMEHH, 3aTPAYSHHOr0 Ha UX MOJyYeHHe, MPOUCXOIUT PacXo LIEHHOTO MaTepHaa, a

TakXke 00pa3yrTCs MIOCTOPOHHHE JOYEPHHIE U3OTOIIBI.

CooTBeTCTBYIOIIME BOIHBIE PACTBOPHI BKIIOYAIOT OYHIIEHHYIO BOAY U Oydepsl,
HampuMmep, JroOble pa3nmuHble Oydepsl, u3BecTHble crennamuctaMm. OOBIYHBIMU
W3BECTHBIMH BOJHBIMU Oy(depamu SIBIAIOTCS aLeTaTHble, LUTpaTHbIE, (ochaTHbe
(nanmpumep, ¢ocdarno-conesoii Oydep, PBS) u cynpdonatneie Oydepnr (Hanmpumep,

MES).

B cooTBeTCTBMM C OZHMM M3 BapUAHTOB OCYINECTBIICHUS HM300pETEHUs! Criocod
BKJIFOYAET IOJIy4Y€HHe MEPBOro BOAHOIO PacTBOpA JIMTaHMA, COAEPIKALIEero OKTaJeHTaT
TUAPOKCUITUPUINHOH (B COOTBETCTBHUU C ONUCAHMEM B HACTOSLIEM JOKYMEHTE), U
BTOPOrO BOJHOIO PAacTBOpA HALIEJIEHHOTO Ha TKaHb (pparmeHTa (B COOTBETCTBUH C
ONMUCAaHUEM B HACTOSIIEM JOKYMEHTE) U KOHTAKTHPOBAHHE YKA3aHHOTO IMEPBOrO U

YKa3aHHOro BTOPOro BOAHOI'O paCTBOpA.

CooTBeTCTBYIOINE COENUHUTENbHBIE (PparMeHThl TOAPOOHO ONMHMCAHBI BBIIE,
BCE TIpymmbl W (ParMeHThl, ONUCAHHbIE B HACTOSAIIEM JOKYMEHTE B KadecTBE
COEMHUTENbHBIX ~ W/WJIN  CBA3BIBAIOLIMX TPYII, MNPUTOAHBI JUISI  CBSI3bIBAHUS
HalleJIeHHOro  (parmMeHTa ¢  JuraHaoM.  Hekoropele  IpeAnoYTHTENbHBIC
COEMHUTENIbHBIE TPYMIbl BKIFOYAOT aMUAHBIE TPYIIIbI, TPYNIbBI CIOXKHBIX 3(HUpPOB,
NPOCTHIX 3(QHUPOB U aMUHHBIE COENMHUTENbHbIE rpynmbl. ClokHbIe 3QHUPB U aMUIBI
MOTYyT ObIThb 00pa30BaHbI C IOMOINBIO AKTUBALMHM TPYMI CIOXKHBIX 3PUPOB U3

kKapOOHOBOW KuCIOTHL. Takas KapOOHOBasi KHCJIOTa MOJKET IPHCYTCTBOBATh Ha
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HALleJICHHOM (parMeHTe, Ha COEAWHUTENbHOM (parMeHTe WWIN Ha JIMTaHZHOM
¢dparmenTe, OHa, KaK MpaBUJIO, OyET BCTYNaTh B PEAKIMIO CO CIIMPTOM HJIM aMUHOM
s obpasoBaHUsl CIOXKHOrO »dupa uaM amuga. Takue crnocoObl H3BECTHBI
CHeLMaInCTaM, B HUX MOTYT HCIOJb30BAaTbCsl M3BECTHBIE AKTUBUPYIOLIUE PEAareHTH,
BKIIOYast ~ N-THAPOKCHMANEUMHZ,  KapOomuMMunx W/  a3oaukapOOKCHIaT-

axtusupyrouue pearentsl, Takue kak DCC, DIC, EDC, DEAD, DIAD u T.1.

B mpennoyTuTenbHOM BapUaHTE OCYINECTBJICHUS M300PETEHHs] OKTaI€HTATHBIN
XeNaTop, BKJIIOYAOIIUN YeThIpe THAPOKCHUIHPUIMHOHOBBIX (parmenta (HOPO),
3ameleHHbIX B N-nonokeHuu Ci1-C3-ankuiapHOW TIpynmod, U COEIUHUTENbHBIH
(bparMeHT, 3aKaHYMBAFOIIUICS TPYNIION KapOOHOBOH KHUCIOTHI, MOTYT aKTHBHPOBATHCS
C UCIIOJIb30BAHUEM, 10 MEHBIIEH Mepe, OTHOTO CBS3BIBAIOIIETO peareHTa (Hampumep,
ar000r0 peareHTa, ONMUCAHHOTO B HACTOSIIIEM JOKYMEHTE) U aKTHBHUPYIOLIETO areHra,
takoro kak N-rugpokcucykuuanmuy (NHS), B pesynbrare yero oOpasyercst CIOKHBIA
s3¢up NHS oxrageHTaTHOro Xemaropa. MOXET OCYIIECTBISITBCS Cemapauus TaKOro
AKTUBHUPOBAHHOTO CIIOKHOTO 3¢upa (Hanpumep, NHS), nnm oH MOXeT HCIOIB30BaTHCS
0e3 cemapauuu ULl COSOMHEHHUS C JIFOOBIM HAllENIEHHBIM Ha TKaHb ()ParMEeHTOM CO
CcBOOONHON aMUHHON rpymmoi (Takoi kak OoxoBas 1enb Ju3uHa). Jlpyrue
AKTUBUPOBAHHBIE CJIOXKHbIE 3(HUPBI U3BECTHBI CHELHAINCTAM M MOTYT MPENCTaBISATH
coboii  nmrobol  cnoxkHbI 3Gup >PPEKTUBHON yXOnsiued TIpyImbl, TaKOH Kak
¢dropconepkaiiue TpPyNIbl, TO3WJIATHI, ME3WJIAThI, HOAWABI M T.J. TeM He MeHee,

NPEANOYTUTENIbHBIMH SIBIISTFOTCSI ClIOKHBIE 3¢upbl NHS.

Peakuuio coueraHuss NPENNOYTUTENBHO OCYLIECTBISIOT Ha MPOTSHKEHUH
CPAaBHUTEJIPHO KOPOTKOTO Mepuoja U MPUOIM3UTEIBHO NMPH OOBIYHON Temreparype.
Tunvuxbie mepwoabl AN 1-3TamHOW WM 2-3TAamHOW peakiuu coveTaHus: OyayT
COCTaBNIATh NpuOMM3UTENbHO 1-240 MuH.,, npegnouyrutenbHo 5—-120 muH., Oonee
npeanoytutenbHo 10-60 mMuH. TunuuHble Temnepatypel OJisl peakLUU COYETAHUS
oyayt cocrapnsate 0-90 °C, npennoututensuo 15-50 °C, 6osee npeanouyrurensHo 20—
40 °C. IlogxopsmuMu TeMmIepaTypaMu SIBISIOTCS TemmepaTypbl okoino 25 °C wunu

oxoJo 38 °C.

CoenuHeHne OKTAIEHTATHOIO XeJaropa C HaLEJIeHHbIM (pParMeHToM, Kak
NPABUJIO, OCYIIECTBIIIOT MPHU TAKUX YCIOBHUSX, KOTOPbIE HE BIUSIOT HETAaTUBHO (WJIH,

IO MEHbLIeH Mepe, He OKa3bIBAIOT HEOOPaTHMOro BO3AEHCTBUS) HA CBSA3BIBAIOIIYIO
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CIOCOOHOCTh HalleJIeHHOro ¢parMeHTa. Tak Kak CBS3BIBAIOIINMHU (PparMeHTaMH, Kak
NPaBUIIO, SIBJSIFOTCS ()parMEeHThl HA OCHOBE MENTHIOB MM OENKOB, U TOTrO, YTOOBI
n30exxarb NeHATypalud WIM TOTEPU BTOPUYHON/TPETHYHOW CTPYKTYPBI, TPeOYHOTCS
OTHOCUTEJIbHO HEXKECTKHE yCJIOoBUs. BonHble yCoBus (B COOTBETCTBUU C ONMCAHUEM B
HACTOSIIIEM JOKYMEHTE BO BCEX KOHTEKCTaX) SBISIIOTCS IPEANIOYTHTEIbHBIMH,
NPEeNNOYTUTENIBHO H30eratb SKCTPEeMaJbHbIX YyCIOBUH B oTHomeHun pH w/mmm
OKHCJIUTEJIbHO-BOCCTAHOBHUTENILHOIO TOTEeHIMaNa. TakuMm oOpasom, 3Tam b) Moxer
OCYLIEeCTBISIThCs MpH 3HaueHun pH B amanaszone 3—10, npennouturensHo 4-9, OGonee
npeano4yTuTenbHo 4,5—-8. IlpeanouTUTENbHBIMU YCIOBUSIMU SIBJISIFOTCS HEUTpaJIbHBIE
YCJIOBUsI B OTHOLIEHUHM OKHUCJIMTEJNBbHO-BOCCTAHOBUTEIBHOIO IMOTEHLHANA WU
HE3HAYUTEJbHO BOCCTAHOBHUTENBHBIMU IUII TOrO, 4TOOBI W30€KaTh OKHUCJICHUS B

BO3AYIIHON aTMocdepe.

[IpennoyTUTENbHBIM HALEIEHHBIM Ha TKaHb XEJIaTOPOM, KOTOPBIH MOKET
NPUMEHSITHCS B COOTBETCTBUU CO BCEMH acriekTaMu n3obperenus, ssisiercs AGC0018
COTJIACHO OMHCAHMIO B HacTosAmeM gokymente. Kommnekcsl AGC0018 ¢ nonamu 2*’Th
COCTABIISIIOT ~ MPENNOYTHTENbHBII  BapUAHT  OCYIUNECTBJICHHS  KOMIUIEKCOB U
COOTBETCTBYIOLIUX IMpenapaTHBHbIX (HOPM, IPUMEHEHHH, CIOCOOOB IO H300PETEHUIO U
T.A. [Ipoune npeanouTUTENbHBIE BAPHAHTBHI OCYLIECTBICHHUS H300pETEHUs BO BCEX
TaKMX  acmekTax  u3o0pereHus  BkmowaoT 2> Th-xommmekcst  AGCO0019,
KOHBIOTUPOBAHHBIE C HALEJIEHHBIMM HAa TKaHb (parMeHTamMu (B COOTBETCTBHU C
ONMUCAaHMEM B HACTOSIIEM JOKYMEHTE),BKJIIOYasi MOHOKJIOHAJbHBIE AaHTUTENa C
apPUHHOCTBIO CBsI3bIBaHUSI B OTHOmeHWH Jmoboro peuenropa CD22, FGFR2,

me3orenuHa, HER-2, PSMA unmu CD33.
KpaTtkoe onucanue ®uryp:

@urypa 1. JlaHHBle, IEMOHCTPUPYIOIIME CTAOWIM3HPYIOLIMHA  3(deKT

EDTA/PABA Ha xonbtorar HepaguoaktusHoro antutena AGC1118 B pactBope.

Qurypa 2: DddexT Ha ypOBHU MEPOKCHIA BOAOPOAA Pa3IMUYHBIX Oydepos,

comepkammx KoHbtoratel anturena HOPO, obnyuenHpix n3nyueranem 10 xIp.

®urypa 3: Panuoctabunuzupyrormuii 3¢pdext **’Th-AGC1118 (ananus merogom
UH(ppaKpacHOH (PIyopecHeHINN) CO CIeU(PHUUECKON aKTUBHOCTBIO NMPUOIM3UTEIBHO

10 8000 Bx/Mkr.
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®urypa 4: Lurorokcuunocts >'Th-AGC1118 B orHomenun Ramos ¢ apyroii

o01meli akTUBHOCTBIO (BpeMsi HHKyOupoBanust: 4 4.) (cm. IIpumep 3)

®urypa 5: **'Th-AGC0718 unnyuupyer usbuparenbHoe yHuutoxkenue CD33-

HOJIOKUTEJIBHBIX KJIETOK 711 Vitro (cm. [lpumep 4)

®urypa 6: I{urorokcuunocts *2’Th-AGCO0118 npu Beicokoii (20 KBk/Mkr) u
Hu3koi (7,4 kbx/Mkr) cneunguveckoli akTUBHOCTH. HeraTuBHbIM KOHTPOJIEM SIBJISLICS
KOMIUIEKC MEeNTHA-aJbOYyMHH CO Ca0OW CBSI3bIO C AHAJOTMYHOW JTO3HPOBKOW,

BpeMeHeM MHKYOAIMK U KOJIMYECTBOM JAHEH 0 BhIOOpKU uHpopManuu (cMm. [Tpumep 5).

®urypa 7: 2*'Th-AGC2518 unnyuupyer uzduparenbHoe yHuutoxkenne FGFR2-

TIOJIOSKUTENBHBIX KJIETOK i1 Vitro (em. Tlpumep 6).

®urypa 8: **'Th-AGC2418 wunHayuupyer u3OUpaTeNbHOE YHUUTOKEHUE

ME30TeINH-TIOJOKUTENBHBIX KJIETOK i1 Vitro (cm. Ilpumep 7).

®urypa 9: **'Th-AGC1018 unaymmpyeT u30UpaTeNbHOE M J0303aBHCHMOE

yHIuToKeHue kKietok PSMA-nonoxurensueix LNCaP kierok in vitro (em. Ilpumep 9).

Jlanee HacTosilee M300pETEHHE MOSICHSAETCS CIENYIOIUMH IpUMEpPaMH, He
UMEIOLUX OrPaHUYUTEIbHOIO Xapakrtepa. Bce coeauHeHus, NpuMepbl KOTOPBIX
npusefeHel B pasnene «lIpumepel» COCTaBIAIOT MNPEANOYTUTEIIbHBIE BAPUAHTBI
OCYIIECTBJICHHUSI W300peTeHust (BKJIOYAs NPENNOYTUTENbHbIE IPOMEXKYTOUHBIE
COEMHEHUs] W TMPEeKypCopbl) M MOTYT TPUMEHSThCS 1O OTHEJIbHOCTH WM B
KOMOWHAIIMK B COOTBETCTBHHU C JIFOOBIM aCIIEKTOM, €CJIIH TMO3BOJISIET KOHTEKCT. Takum
o0pa3oM, HampuMep, BCE BMECTe M KaXKIO€ IO OTHAEJIbHOCTH COenuHeHus 2—4 B
cootBerctBuu ¢ Ilpumepom 2, coemmnenue 10 B coorserctBuu ¢ Ilpumepom 3 u
coenuHeHHe 7 B COOTBETCTBUU C lIpumepoM 4 COCTaBISIOT NPEeANOYTUTEIIbHBIE

BapHUAHTbI OCYIIECTBJICHUA I/1306peTeHI/I$I Pa3IUYHBbIX THUIIOB.
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Ipumep 1

Cunre3 coenunenuii popmy.ni (VIII)
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IIpumep 1 a)

~N

Cunre3 aumeTnJ 2-(4-HuTpOoOe3nJ1) MAJIOHATA

NO,

I'mnpun Hatpust (60% nucnepcus, 11,55 r, 289 mmonb) cycnenauposamu B 450 mi
terparunpodypana (THF) npu 0 °C. ITo xamsm nobasunn qumerramainoHar (40,0 mu,
350 mmouip) B TedueHue nmpudnusutenbHo 30 MUH. PeakliMOHHYI0 CMeCh MepeMeLIHBalIH
B Teuenue 30 muH. ripu 0 °C. ITo karmisim qodaBuiu 4-uutpodensmidpomun (50,0 r, 231
MMOJIb), pacTBopeHHbIi B 150 min THF, B Teuenne npubmusurtensHo 30 mun. nipu 0 °C,
a3aTeM B TEYCHHUE JIBYX YaCOB MPH OOBIYHOM TeMIeparype.

ITepen tem, kak pactBop npodrsTpoBany, nodasmmu S00 mi stunanerara (EtOAc) u
250 v NH4Cl (Box., Hackim. ). Da3el Obutu pasaeneHbl. Bogayro ¢asy skcTparupoBaiu
¢ ucnonbzoBanueM 2*250 mn EtOAc. Opraanyeckue ¢as3pl 00benuHIIN, TPOMbLUTH 250
MJI COJITHOTO pacTBopa, Bblcymmmian Hajg NaxSO4, mpopuibTpoBaid U pacTBOPUTENH
yAJIUJIH TIPH TOHMKEHHOM JaBJICHHUH.

K ocrarky mobGaswimm 300 mn remraHa u 300 My MeTUI-TpeT-OyTHIIOBOTO 3upa
(MTBE) u narpenu mo 60 °C. PactBop mpodunbTpoBanu. (UIBTpaT MOMECTUIH B

XOJIOAMJIPHYKO YCTAHOBKY Ha BCIO HOYb, 3aTeM NpoduuibTpoBanu. PuibTpannoHHbINA
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OCa0K MPOMBUIHU 200 M remraHa M BBICYHIUJIU TIPHU MOHWXKXCHHOM HOaBJICHUU C

MOJTyYE€HUEM TJIABHOTO COeMHEHUS B BUE TBEPAOIO BEIIECTBA IPS3HO-0EJIOro 1BeTa.
Bexon: 42.03 r, 157.3 mmoub, 68%.

1H-SIMP (400 MHz, CDCI3): 3.30(d, 2H, 7.8 Hz), 3.68(t, 1H, 7.8 Hz), 3.70(s, 6H),
7.36(d, 2H, 8.7 Hz), 8.13(d, 2H, 8.7 Hz).

IIpumep 1 b)

Cunre3 2-(4-uurpobe3wn)nponan-1,3-auoaa

NO,

OH
HO

Humernn 2-(4-autpobenszun)manonar (28,0 r, 104,8 mmonb) pactopmm 560 mn THF
npu 0 °C. Hobasunn no kxarusam runpun aqunsooytwnamomunaus (DIBAL-H) (1 M B
rekcaHax, 420 mnu, 420 mmomnp) mpu 0 °C B Teuenme npubnusutensHo 30 MHUH.
Peaxnnonnyro cMech nepeMerunBaiu npu remneparype 0°C B TeueHue 1ByX 4acos.

K peakunonHoii cmecu no karusiM nodasmiu 20 min Boxsl npu 0 °C. K peakunoHHON
cvecu mo kamsiM podasmu 20 mu NaOH (Bom., 15%) mpu 0 °C, a 3arem k
PEaKILOHHOM cMecHu Mo KamwsiM nobasuiu 20 M Bonbl. CMmech nepemernuBany mpu O
°C B teuenne 20 muH. nepen nodasnenueM npudbmmsurenbHo 150 r MgSO4. Cmech
nepemMeInnBalIi PpYU KOMHATHOM TeMmneparype B TeueHue 30 MUHYT Iepes TeM, Kak ee
npoQHIBTPOBA € HCIOJIb30BAHHEM BOPOHKH broxHepa. DuibTpaliOHHBIA OCAIOK

npombutn S00  wmn EtOAc. Tlepem TeM, kak pactBop mNpodUIBTPOBAJIH,

)
(bUIBTPAIIMOHHBIN OcaloK ynamwm u nepemernusamu ¢ 800 mu EtOAc u 200 vt MeOH
B TeueHue mnpudmusutenbHo 30 MuH. DuiubTpaThl OOBENWHWIN U BBICYIIHIIN TPU
MOHW)XEHHOM JIABJICHUU.

C nomompio cyxod (mm-xpoMarorpaguu Ha CHJIMKarejle ¢ HCIOJb30BAHUEM

rpaguenta EtOAc B renrtane, 3arem rpaanenta MeOH B EtOAc monyumnu riaBHOe

COeIMHEHHE B BHJIE TBEPAOTO BEIECTBA OJIETHO-KEITOrO LIBETA.
Bexon: 15.38 r, 72.8 mMouib, 69%.

1H-SIMP (400MHz, CDCI3): 1.97-2.13(m, 3H), 2.79(d, 2H, 7.6 Hz), 3.60-3.73(m, 2H),
3.76-3.83 (m, 2H), 7.36(d, 2H, 8.4 Hz), 8.14(d, 2H, 8.4 Hz).
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IIpumep 1 ¢)

Cunres 2-(4-autpodesun)nponan-1,3-gunia aumerancyibgoHara

NO,

OMs
MsO

2-(4-autpobesmn)nponan-1,3-guon (15,3 r, 72,4 mmonsb) pacreopuiu B 150 Mt CH2Cl
npu 0 °C. J{obaBunu TpudTHiiamMuH (23 mii, 165 MMOJb), 3aTeM NO KaruisiM A00aBHIIH
metancybponumxyopua (12 mmu, 155 MMonb) B TedeHHe NPUONTHM3UTENHHO 15 MUH.,
3aTeéM CMEeCh MePEMELINBAIIN PU OOBIYHON TEMITepaType B TEUCHHE OJHOTO Haca.

HobGasumu 500 mu CH>Clz u cmech mpombutu 2*250 mn NaHCOs (Box., Hacem.), 125
i HCl (Boz., 0,1 M) u 250 mn consiHoro pactsopa. Opranuueckyro a3y BBICYLIHIIN
Han NaxSOs, mnpodunbTpoBaJM W BBICYIIWIM MPHU TOHWKEHHOM JaBIEHHU C

MOJIyY€HHEM TJIaBHOTO COEIMHEHUS B BUJIE TBEPAOTO BEIIECTBA OPAH)KEBOTO 1[BETA.
Bexon: 25.80 r, 70.2 mmoub, 97 %.

1H-SIMP (400MHz, CDCI3): 2.44-2.58(m, 1H), 2.87(d, 2H, 7.7 Hz), 3.03(s, 6H),
4.17(dd, 2H, 10.3, 6.0 Hz), 4.26(dd, 2H, 10.3, 4.4 Hz), 7.38(d, 2H, 8.6 Hz), 8.19(d, 2H,
8.6 Hz).

Hpumep 1 d)

Cunre3 au-Tper-0yruia(azanaunaduc(dran-2,1-quun))aukapbamara

Wmupazon (78,3 r, 1,15 monp) cycnengupoBanu B 500 mn CH>Cly mpu koMHaTHOM
temneparype. Ilopuusimu nobaswmm nu-tper-Oyrunankapbonar (Boc2O) (262,0 1, 1,2
MOJIb). PeakIMOHHYI0 CMeCh MepeMeIlnBajIi B TEUEHHE OJHOrO 4aca NMpPH KOMHATHOH
Ttemneparype. PeakinoHHyo cMech npoMbutd ip 3*750 mut, Beicymmiim Hag NaxSOq,
npoQUIBTPOBANIN H JIETYYHE BELIECTBA YAAINIH TPU OHWKEHHOM JaBIICHHH.

OcraTok pacteopmiu B 250 M Tonyona u nodaBuin ausTineHTpuamut (59,5 mu, 550
MMOJIb). PeakinoHHy0 cMech nepemermuBain npu temmneparype 60°C B TedeHne qByx

qaCoOB.



58

Hobasumn 1 1 CHzClz um opranmdeckyro ¢asy mnpombutn 2*250 ma  BOAbL
Oprannueckyro (azy ocyurmmm Hag NaxSOs, npoduibTpoBaal M BOCCTAHOBIIIA TPU
INOHMKECHHOM JaBJICHUMH.

C mnomompio cyxoil (uu-xpoMarorpadguu Ha CHJIHMKareje ¢ HCIOJb30BAHUEM
rpanuenta Mmetranona (MeOH) B CHxCly ¢ TpuUSTHIAMHHOM TONYYHJIM TJIABHOE

COeMHEHHe B BUze OECLIBETHOIO TBEPAOTO BEIECTBA.
Brxon: 102 r, 336 mmoutb, 61 %.

'H-SIMP (400MHz, CDCI3): 141(s, 18H), 1.58(bs, 1H), 2.66-2.77(m, 4H), 3.13-
3.26(m, 4H), 4.96(bs, 2H).

IIpumep 1 e)
Cunre3 Terpa-Tper-0yT (((2-(4-uutpodesmn)nponan-1,3-

auna)ouc(azsanrpuni))rerpakuc(dTan-2,1-qumi))rerpakapéamara

NO,

2-(4-autpobensun)nponan-1,3-aqunn quMeTancyiabdonar (26,0 r, 71 MMoInb) U TU-TpeT-
OyTtun(azanaumnouc(stan-2, 1 -qumn))aukapdamar (76,0 r, 250 MMOJIb) paCTBOPUIH B
700 mn aueronutpuia. Jlobasunu N, N-guuzonpormmdTuiamMut (43 mi, 250 MMOJb).
PeakunoHHYyI0 CMech MepeMeInnBaid B Te4eHue 4 NHeH NMpU KHUITYEHUH ¢ OOpaTHBIM
XOJIOTMIIBHIUKOM.

Jleryume BelecTBa YAAIWINA TPU NOHWKEHHOM JIABJICHHUH.

C nomompro cyxod (mam-xpomarorpaguu Ha CHJIMKareje ¢ HCIOJb30BAHUEM
rpanuenta EtOAc B renraHe MOJyYIJIM TJIABHOE COCAMHEHWE B BUAE IUIOTHOW NEHBI

OJIETHO-KENITOrO 1[BETA.
Boexon: 27.2 r, 34.8 mmomb, 49 %.

'H-SIMP (400MHz, CDCI3): 1.40(s, 36H), 1.91-2.17(m, 3H), 2.27-2.54(m, 10H), 2.61-
2.89(m, 2H), 2.98-3.26(m, 8H), 5.26(bs, 4H), 7.34(d, 2H, 8.5 Hz), 8.11(d, 2H, 8.5 Hz).
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IIpumep 1 1)
Cuntes  NUN'-(2-(4-nurpobesma)nponan-1,3-nuun)duc(N'-(2-aMUHOI THI)I TAH-

1,2-nuamuna), AGC0020

NO,
N/\/NHz
HzN \/\N
8
NH,
Terpa-TpeT-Oy T (((2-(4-aurpobensmn)npomnan-1,3-

auni)ouc(asanTpumn))reTpakuc(stad-2, 1 -nunin))rerpakapbamar (29,0 r, 37,1 mMmonb)
pacteopmu B 950 mn MeOH u 50 min Boasl. Ilo xarusim nobasunum auermnxiopun (50
mi, 0,7 monb) B Teuenne npuomsurenabro 20 muH. npu 30 °C. PeakumoHHy0 cMmech
nepeMenIBali B TeUeHUEe HOYH.

JleTryune BelecTBa yaaNMIM IPU NOHWKEHHOM JIABJICHUH, U OCTATOK pacTBOpIH B 250
w1 Boabl. JloGasumm 500 M CH,Cl,, 3atem — 175 mu NaOH (Boxn., SM, HachIleHHBIH
NaCl). ®a3bl pazpenwin u BOAHYIO (asy 3KCTparupoBagu ¢ moMombio 4%*250 mi
CH:Cl,. Opranndeckue ¢a3bl 00bequHIIM, BhICynan Hax NaxSQOy, npopunbTpoBanu
Y BBICYLIMJIY IIPYU MOHMKEHHOM AABJIEHUHU C MOJIy4Y€HHUEM IJIABHOTO COEIUHEHUS B BUJE

BSI3KOT'O MACJSTHUCTOT'O BEIECTBA KPACHO-KOPUYHEBOTO I[BETA.
Boexon: 11.20 1, 29.3 mmodb, 79 %. Purity (BOXKX @urypa 9): 99.3%.

'H-IMP (300MHz, CDCl3): 1.55(bs, 8H), 2.03(dt, 1H, 6.6, 13.3 Hz), 2.15(dd, 2H,
12.7, 6.6), 2.34-2.47(m, 10H), 2.64-2.77(m, 10H), 7.32(d, 2H, 8.7 Hz), 8.10(d, 2H, 8.7
Hz).

BC-SAMP (75MHz, CDCls): 37.9,38.5,39.9, 58.0, 58.7, 123.7, 130.0, 146.5, 149.5
IIpumep 1 g)

CunTe3 3THA S-rUAPOKCH-6-0KCc0-1,2,3,6-TeTparuaponupuaANH-4-KAPOOKCHIATA
° o\/

OH

X

Iz
(]
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2-nuppoauauHoH (76 mi, 1 Monp) u ausTrnokcanar (140 mu, 1,03 mMonb) pacTBOpHIN B
1 n Tonyona npu koMHaTHOU Temnepatype. Jodasunu srokcun kamus (EtOK) (24% B
STHIJIOBOM criupte, 415 mi, 1,06 Mosnp), 1 peakimoHHyI0 cMech Harpenu 10 90 °C.
IMopumsamu nodasmmu 200 Mt EtOH B TeueHue nepBoro 4aca peakiuy M3-3a CTyIIEeHUs
pPEaKkUMOHHON cMmecu. PeakuMOHHYIO CMeCh MepeMelIMBajd B TEUYeHUE HOYU U
OXJIQIWJIN 10 KOMHATHOH TeMmepaTypbl. MemseHHO NpH INepeMelnBaHuu A00aBUIN
210 mx HCI1 (5M, Bon.).

Job6asumu 200 mut consiHoro pacteopa u 200 mut Tonyoda, u (asbl pa3aeTuiIm.

Boanyrwo a3y skcrparupoBanu ¢ ucnojszoBanuem 2x400 mn CHCl3. Cwmerrannblie
oprannueckue ¢aspl Boicymmwm (NaxSO4), mpopuiIbTpoBAIM U BOCCTAHOBHIIIM TOJ
BakyyMoM. Ocrtarok pekpuctaummsuposaiu u3 EtOAc ¢ mojgydeHueM TJIaBHOTO

COCAUHCHU B BUAC TBEPAOIO BEIICCTBA 6J'I€I[HO-)K€J'ITOFO OBCTA.

Boexon: 132.7 1, 0.72 mons, 72%.

IIpumep 1 h)

CunTte3 3THJ 3-rTUAPOKCH-2-0KCO-1,2-TuruaponupuanH-4-kapookcuiara

Iz

{Otun  S-ruppokcu-6-okco-1,2,3,6-rerparugponupuaun-4-kapookcunar) (23,00 T,
124,2 mmonp) pactBopuin B 150 My m-kcuiiona u 70OaBHUITH MaJUIaAUeBbIi KaTaIu3aTop
Ha yruepogHoM Hocutene (10%, 5,75 r). PeakuumOHHYHO CMeCh TMepEeMEIInBai B
TE€4YEeHHEe HOYM MPHU KHUILTYCHUU ¢ OOpaTHBIM XOJNOMWIBHUKOM. Ilocne oxiakneHus: 1o
KOMHATHOH TEMIIepaTyphl, pPEaKUHOHHYIO cMech pazbaBmwm 300 ma MeOH wu
npoUIBTPOBATH Yepe3 KOpOTKyro nomioxkky u3 Celite®. [Tonnmosxky mpombuiu 300 mut
MeOH. PactBoputenu ynanuid B BaKyyMe C TOJYUYEHHUEM TJIABHOTO COEAMHEHHUS B

BUAC TBEPAOTO BEIIECTBA 6J'I€I[HO-KpaCHO-KOpI/I"IHeBaTOFO OBCTA.

Bexox: 19.63 1, 107.1 mmoub, 86%. MS (ESI, pos): 206.1[M+Na]", 389.1[2M+Na]"
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IIpumep 1 i)

CunTte3 3T 3-MeTokcu-1-meTun-2-okco-1,2-gurugponupuant-4-kapooxkcunara

{sTun 3-runpokcu-2-okco-1,2-quruapormmpunus-4-kapookcunar}y (119,2 r, 0,65 mob)
pacteoprn B 600 M aumeruncyiabpokcuaa (DMSO) u 1,8 1 arleroHa mpyu KOMHATHOM
temneparype. Jobarumu K>COs (179,7 r, 1,3 mounb). ITo karisim 1o0aBUIN HOAUCTHIH
metun (Mel) (162 mu, 321 mmonb), pacTBopeHHbIH B 600 M aneToHa, B TEYEHHE
NpHUOTMBUTENBHO | 4. IPU KOMHATHOU TeMIepaType.

PeakunoHHYI0 CMeCh NMEpeMelInBAId B TEUEHHE IOMOJHHUTEIBHBIX JIBYyX YacOB MpPH
KOMHATHOH Temriepatype mnepen TteM, kak npodasumm Mel (162 mn, 2,6 monb).
PeakunoHHyl0 cMech MepeMeInBald B T€UEHHE HOYM MPU KHUITYEHHH C OOpaTHBIM
XOJIOAMJIBHUKOM. PeakIMOHHYI0O CMeCh BOCCTAHOBMJIM IPH TMOHI)KEHHOM JIaBJIEHUU U
mobasuiu 2,5 1 EtOAc.

Cwmech mpouIBTPOBAIM M BOCCTAHOBWIIN NPH TOHMXEHHOM naBiieHHH. C MOMOIIBO
ouncTku myTeM cyxoi ¢udm-xpomarorpadun (DFC) na SiO2 ¢ ucnomp3oBaHueM

rpanuenta EtOAc B rentane rnoiyuuiu rjiaBHOE COEIUHEHUE.

Bexon: 56.1 1, 210.1 mmoub, 32 %. MS (ESI, pos):234.1[M+Na]", 445.1[2M+Na]"

IIpumep 1 j)

Cunre3 3t 3-(0eH3uI0KCH)-1-MeTHII-2-0K €0~ 1,2-TuruaApOnupPUANH-4-KapoOKCHIIATA

{sTun 3-merokcu-1-merni-2-okco-1,2-guruaponupunun-4-kapookcunar} (5,93 r, 28,1

MMOJIb) pacTBopriu B 80 M quxnopmerana (DCM) npu -78 °C u o karsiM 1o0aBuin
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BBr3 (5,3 mi, 56,2 mmonb), pactBopeHHbli B 20 mn DCM. PeakumonHyrO CcMech
nepememinBanu B TeueHue 1 4. mpu -78 °C nmepen nHarpeBaHuem peakiuu 10 0 °C.
Peaknuio pesko oOXxJjaauiau myteM JoOaBiIeHUss N0  KammsiM 25 M Tper-
Oytunmerusnosoro >¢upa (tert-BuOMe) u 25 mn MeOH. Jleryuune BernecTsa yianuim B
Bakyyme. Ocratok pactBopuiu B 90 it DCM u 10 mn MeOH u npodunsrpoBanu yepes
kopoTkyro nomoxkky SiOs. [Monoxkky mpombiin 200 ma 10% MeOH B DCM. Jletyuue
BellecTBa yaanuian B Bakyyme. Ocratok pactBopunu B 400 mn anerona. JloGaBuiu
K2COs (11,65 1, 84,3 mmons), KI (1,39 1, 8,4 mmonb) u 6enzundpomun (BnBr) (9,2 mi,
84,3 MMoIb). PeakIIMOHHYIO0 CMECh MEepEeMEIINBAIN B TEUEHHE HOYU NMPU KUITYCHUH C
OoOpaTHBIM XOJIONWIBHUKOM. PeakumonHyro cmech paszbasmim 200 mu EtOAc u
npombutd 3x50 Mt Boasl B 50 mut cosstHOTO pactBopa. OObeaMHEHHBIE BOIHBIE (a3bl
SKCTparupoBaiiu ¢ ucnonb3oBanueM 2x50 mn EtOAc. OO0benuHeHHbIE OpraHUYecKHe
¢azer Beicymmn (Na2SO4), nmpoduasTpoBaiM U JETyUHe BEIECTBA VAN B BAKyyMe
U OUHCTHJIM NyTeM cyxoi ¢mam-xpomarorpadun Ha SiO2 ¢ ucnonb3oanuem EtOAc

(40 -70%) B renTaHax B KAUECTBE JIFOEHTA C TIOJIYYEHUEM IJIABHOTO COSTUHEHUSI.

Boxox: 5.21 1, 18.1 Mo, 65 %. MS (ESL, pos): 310.2[M+Na]*, 597.4[2M+Na]*

IIpumep 1 k)
Cunres 3-(6enszunoxcu)-1-meTnii-2-okco-1,2-aurnaponupuanH-4-kapooHoOBOMH
KHCJIOTBI
o) OH
o
8

{sTun 3-(6eH3unokcu)-1-meTun-2-okco-1,2-muruaponupunus-4-kapookcunar) (27,90
r, 97,1 mmonb) pactBopui B 250 mia1 MeOH u nobasumn 60 max NaOH (5M, Bon.).
PeakinoHHYIO CMeCh epeMeLInBaiu NPU KOMHATHON TEMIIEpaType B TEYEHUE 2 4acoB
nepen TeM, KaK PeakMOHHYI0 CMeCh CKOHLIEHTPHUPOBAIU A0 NpudbmusutensHO 1/3 B
Bakyyme. Ocrartok paszbaBunu 150 mu BOmbl W MOOKHCTWIM 10 3HadeHus pH 2 ¢

ucnojyip3oBanueM xJyiopuaa somopoxa (HCI) (SM, Bon.). Ocanok mpoduibTpoBaiu u
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BBICYIIWJIM B BAaKyyMe C IOJyYE€HHEM TJIaBHOTO COEOUHEHHUs B BHIE OECIBETHOTO

TBepAOoro BeuiecTsa. Boixoa: 22.52 r, 86.9 mmodb, 89%.

IIpumep 11)
Cunrte3 3-(0ensminokcu)-1-meTnii-4-(2-THOKCOTHA30IMAHH-3-KapOOHHI ) THPHANH-
2(1H)-ona (AGC0021)

S
S

5
|

{3-(6bensmnokcn)-1-metni-2-okco-1,2-auruaponupuana-4-kapOoHOBYIO KUCJIOTY }
(3,84 1, 14,8 mmonb), 4-numetmnamuHonupuand (DMAP) (196 mr, 1,6 mmonb) u 2-
tuazonuH-2-tuon (1,94 r, 16,3 mmons) pacteopuin B 50 mn DCM. Jlobasumu N,N'-
munukiorekcukapoogquumun (DCC) (3,36 r, 16,3 mmonb). PeakunonHyro cmech
nepeMelInBali B TeUueHHe HOYM. Peakiuo npoduiabTpoBanyu, TBEpIble KOMIOHEHTHI
npombutd DCM u punbTpar BoccTaHOBWIN B BakyyMe. [losyueHHOe TBepiOe BEImecTBO
JKENTOro I[BeTa PEeKPUCTAUIM3NPOBAIM u3 usonpomnaHona/DCM ¢  monyueHuem

AGCO0021. Boixon: 4.65 r, 12.9 mmoiib, 87 %. MS(ESL, pos): 383[M+Na]", 743[2M+Na]”

IIpumep 1 m)
Cunres AGC0023
NO,
=z N/
N N
N~NH 0Bn
N

O N~y H
BnO yZ H HN (o}
oﬁ HN._O &OBn
| Bnoﬁ T o
&

AGC0023
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AGCO0020 (8,98 r; 23,5 mmonp) pactopuiu B CH2Cly (600 mim). {oGasmmu AGC0021
(37,43 1, 103,8 monb). PeakimoHHy0 cMech nepeMernnBain B TeueHne 20 4acoB mpu
KOMHATHOH Temriepatype. PeaklinoHHYI0 cMeCh CKOHLIEHTPUPOBAIN TPU MOHMKEHHOM
TaBJICHUH.

C momompio cyxoit (umam-xpomarorpaguu Ha SiO2 ¢ UCMONB30BAHUEM TpaAHEHTa

meranosa B cMecu 1:1 EtOAc u CH2Clz nonyunnu AGCO0023 B Bu€ IIOTHOM MEHBL

Cpennutii Bexox: 26.95 r, 20.0 mmonb, 85 %.

IIpumep 1 n)
Cunre3 AGC0024
NH,
= N/
O,
o
] N~NH 0Bn
BnO._/ | H HN._O
o T HN.__O |\ OBn
B
nO = | T o
(o] N
|
AGC0024

AGC0023 (26,95 1; 20,0 mmonb) pactBopuiu B 3taHoie (EtOH) (675 mun). dobaBunu
xene3o (20,76 r; 0,37 monb) u NH4Cl (26,99 r; 0,50 momb), 3atem Boay (67 mu).
Peakunonnyro cmech mepemernuBanu npu temmeparype 70°C B TedeHHE IBYX 4YacoOB.
JloO6aBHIM IOTIOMHUTEBHOE KOJIHYECTBO skene3a (6,75 r; 121 MMOJb) U peakHOHHYIO
CMeCh MepeMelInBajIi B TeueHue ogHoro vaca npu 74 °C. Jlo0aBuiu JOMONHUTETBHOE
konn4ecTBO (6,76 T; 121 MMOJB) M PEaKLMOHHYIO CMECh MEPEMELIMBAIN B TCUCHUE
onHoro 4vaca rnpu 74 °C. PeaklHOHHYIO CMeCh OXJIQIWIU Nepes TeM, KaK PEaKLMOHHYIO
CMeCb BOCCTAHOBMIJIM MPU NOHMKEHHOM JaBJIEHUU.

C nomompio cyxoi (mm-xpomarorpadpun Ha SiO2 C UCHONB30BAaHUEM TPaJMEHTa
meranosa B CH2Clz nonyunmn AGC0024 B BUE TIIOTHON NIEHBI.

Boexon: 18,64 1, 14,2 mmomns, 71 %.
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IIpumep 1 o)
Cunrez AGC0025
NH,
=z N/
NN
N~~NH OH
H
(o] N\/\N H
HO 2 H HN.__O
o 'T' HN._ O &OH
HO /l T o
0“ N
|
AGC0025

AGCO0024 (18,64 r; 14,2 mmonb) pactBopuin B CH2Clz (750 mim) u oxmagmumu o 0 °C.

Job6asum BBr3 (50 1; 0,20 MOITb) M pEakIOHHYIO CMECh NTEPEMELTUBAIN B TEUEHHE 75

MUH. Peakumio pe3ko OXJIaauiu MmyTeM akkypatHoro nodaeneHust meraHona (MeOH)

(130 mn) npu nepememmBanuu npu O °C. Jleryume BemecTBa yOalIWiId NpU

nonmwkeHHoM nasneHuu. K ocratky modasunmu HCI (1,25M B EtOH, 320 mi). 3atem

KOOy UeHTpuyrupoBaJii C HCIONB30BAHIEM pPOTALMOHHOIO HWCIAPHUTENST TIPU

aTMoc(hepHOM NTaBJIEHWU M MPU OOBIYHOM Temreparype B TeueHue 15 MHH. mepen Tew,

KaK JICTy4HE€ BCIICCTBA YAAJIUIN IIPHU IMOHUXKCHHOM JaBJICHUH.

C nmomompio cyxolt ¢uaim-xpomartorpaguu Ha HesHAKeNUpoBaHHOM Cig CHIIUKArese ¢

ucronp3oBaHueM rpaguenta aueronutpuia (ACN) B Boge nonyunnun AGC0025 B Bune

CTEKJITHUCTOI'O TBEPAOI'O BEUIECTBA CJIETKA OPaHKEBOI'O LIBETA.

Bexon: 13.27 r, 13.9 mmouib, 98 %.

IIpumep 1 p)
Cunte3 AGCO0019

o
HO\n/\)J\NH
(o] Z N/

. N~~NH OH

0. N\/\N I\
HO;\% H HN__O
o 'il HN. _O | ~-oH
HO_ ~ I hll o
.

AGC0019
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AGCO0025 (10,63 1; 11,1 mmonp) pacteopmin B ACN (204 mn) u Boge (61 mu) mpu
KOMHATHOH Temmeparype. JloGaBunu aHrunpun siHTapHOM Kucnotsl (2,17 r; 21,7
MMOJIb) 1 PEAKLHOHHYIO CMeCh IEePEMEIINBAIN B TEYEHHE JIBYX 4acOB. PeakLiMOHHYIO
CMECh BOCCTAHOBWJIM NPU TIOHIKEHHOM paBjieHuu. C MOMOLIBIO CyXOH (uidIi-
xpomatorpadpuu Ha HesHzakenupoBaHHOM Cig CHIIMKarene ¢ HCIHOJIb30BAHHUEM
rpanguenta ACN B BOAe MOJNYYHJIM CTEKJISTHUCTOE TBEPAOE BEIIEeCTBO 3€JEHOBATOTO
BETA.

Teepnoe BemectBo pacteopuin B MeOH (62 mu) u Bone (10,6 mi) npu 40 °C. PactBop
no kamwsim aobaswin k EtOAc (750 mi) mpu yiabTpasBykoBod oOpabotke. Ocamok
npodubTpoBany, npoMeutn EtOAC ¥ BBICYIIMIM TPH TOHWKEHHOM JaBJICHHUU C
nonyuenueM AGCO0019 B Buze TBEepHOro BemeCTBa TIPsA3HO-OENIOro IBera ¢

3€JICHOBATBIM OTTCHKOM.

Boixor: 9.20 1, 8.7 mvoib, 78 %. H-SIMP (400 MHz, DMSO-ds), *C-SIMP (100 MHz,
DMSO-ds).

IIpumep 2
Briaenenue yucToro Topus-227

Topuii-227 BbIIEASIOT W3 TeHeparopa axkTUHMA-227. AxTuHMI-227 DOIy4Yunu
HIOCPEZICTBOM OOJIyueHHsl TEIJIOBBIMU HEHTPOHaMHU panusi-226, MOCie 4Hero CleaoBall
pacman pammsa-227 (t1/2=42,2 wmwmH.) no aktuHuA-227. Topmit-227 cenekTHBHO
yaepxkuBaJcs U3 cMmecH pacnana aktuHus-227 B 8 M pacrBope HNO3; nyrem
aHUOHOOOMeHHOM xpomartorpaduu. HMcmosp3oBajiach KOJIOHKA €  BHYTPEHHUM
nuameTpom 2 MM, JunHO#H 30 MM, comepxkamas 70 mr emombl AG®1-X8 (200400 mer,
HutpatHas ¢opma). Ilocne aktunusa-227, paamii-223 W AOYEPHUH PaTUOHYKIUIBI
3JFOUPOBAIM U3 KOJIOHKH, TOPUN-227 SKCTParupoBaId U3 KOJOHKHU C MCHOJb30BAHUEM
12 M HCI. Dmroar, comep:kamuii TOpwii-227, BBIMAPUBAIM O CYXOCTH, M OCTAaTOK

pecycnernuposanu B 0,01 M HCI no stama medenusl.
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IIpumep 3

Hurorokcuunocth 2’Th-AGC1118 B orHOmennn Ramos

IIpumep 3 a)

Ioay4denne antu-CD22 MoHOKI0HAIBLHOTO aHTHTena (AGC1100)
ITocnenoBaTebHOCTE MOHOKJIOHANBHOTO aHTHTeNna (mAb) hLL2, Takke mMeHyemoro
smpary3ymad, B  COOTBETCTBMM  HactosuuMm  nokymentom —  AGC1100,
KOHCTPYHMpOBaiachb B COOTBeTCTBUM ¢ ommcaHueM B Leung, Goldenberg, Dion,
Pellegrini, Shevitz, Shih, and Hansen: Molecular Immunology 32: 1413-27, 1995.

B HacTosmmx mnpumepax HCmoap3oBasiock MAb mpousBoacTtBa Immunomedics Inc,
Heto-Jlxepcu, CHIA. TTonydyenne nanHOoro mAb MOKeT, Hampumep, OCYLIECTBISIThCS
KJIETKaX SIMYHUKa KUTanckoro xomsiuka B cycneHsuu (CHO-S), tparchumpoBaHHBIX
MJa3MUA0N, KOAMPYIOINEH TeHbl, KOAUPYIOLIME JETKyH U TSKENyr uenb. s
UCTIONIb30BAHMsI CTAHJAPTHBIX MPOLEAYP BbIOUPAIOTCS MepBble cTabuibHbIE KIOHBL. 110
NPOIIECTBUM MPUONU3HTENBHO 14 1HEH B OMHOPAa30BOM OHOPEAKTOpPE MOKET
NPOU3BOIUTHCS COOP MOHOKJIOHAJIBHOTO aHTUTENA MOocie (UIbTPAaLUU CylepHATAHTA.
Hanpretimmyro  ounctky AGC1100 ocymectBiusiror ¢ nomoubto  apduHHON
xpomatorpadpun  co  cBs3piBannem Oenka A (MabSelect SuRe,  Atoll,
Baitarapren/['epmanusi), 3a KOTOpOH clenoBai 3Tarn MOHHOTO oOmeHa. Jlist yrnaneHus
arperaToB M BO3MOXKHO OCTABLIMXCSl IpUMecCel MOXKET HCIOJb30BAThCS TPETUH 3Tall
OYMCTKY Ha OCHOBAHUH 3JIEKTPOCTATHUYECKUX M TUAPOPOOHBIX CBOHCTB. MIeHTHYHOCTD
AGC1100 noareepkaanach U303JEKTPUUECKUM (POKYCHPOBAHHEM, SJIEKTPOPOPE30M B
NOJIMAKPUJIAMUTHOM Tejieé B MPUCYTCTBUM nojelricyibdara Hatpus (aHanuz SDS-
PAGE), N-koHIIEBbIM CEKBEHUPOBAaHUEM M SKUIKOCTHOW xpomartorpadueit ¢ macc-
cnekrpometpueii (LC/MS). [lanbHelmuii aHanu3 YUCTOTHI 00pasna MpOM3BOIUIICS

yTeM 3KCKJIF03uOoHHOM Xpomatorpaduu (SEC).
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IIpumep 3 b) Coueranne mAb AGC1100 (3npaty3zymad) ¢ xenaropom AGC0019 (coenunenue gpopmyast (VIII)) ¢ monyuenuem
konbrorata AGC1118

o o
I -
5&w“ %é

AGC0019 AGC0018

]pﬁv\? qﬂNJK/?

o ]5 &
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ITepen konbroranueii k pacreopy antutena (AGC1100) nobaswmnu dpocdarasiii Oydep
(pH 7,5) nns yeenmuuenuss OydepHOl crnocobHOCTH pactBopa. Omnpeneniu

kommmuecTBo AGC1100 (MOHOKJIOHAJIBHOE aHTUTENO, MAbD) B cocyae.

Xenarop AGC0019 pactsopunu B 1:1, DMA : 0,1 M MES 06ycdepa, pH 5,4. NHS u
EDC pactBopuinu B 0,1 M MES 6ydepa, pH 5,4.

Monyuumu 1 / 1 / 3 wMonsipHBIA SKBHUBAJEHTHBIH pacTBOp xenaropa/N-
ruapokcucykuuanmuna  (NHS)/1-31un-3-(3-gumernnaMuHonponn)KaboanuMua
(EDC) nns aktuBaumu xenaropa. it KOHBIOTAIMH C AHTUTEJIOM aKTHBUPOBAHHBIN
XenaTop B MOJSIpHOM oOTHomeHun 7,5/7,5/225/1 (xenatop/NHS/EDC/mAb)
nobasmwin k mAb. Uepes 20-40 MuH., peakuui0 KOHBIOTALMU pe3ko oxyamuiu 12%

(o obwvemy) 0,3M TUMOHHON KUCIIOTHI 111 perynuposanust pH 1o 5,5.

3areMm B pacTBOpe Mpom3BOAWIN 3aMeHy Oydepa Ha 30 MM nurtpara, 70 MM NaCl, 2
MM EDTA, 0,5 mr/mn pABA, pH 5,5 (6ydep TFF) myrem TaHreHIuaabHON
MOTOYHOH (PUIBTPALIUU MTPHU MOCTOSTHHOM OoObeMe. B koHIe nuaduibTpauuu pacTBOp
BBUIIJIA B €MKOCTD JUJIsl TPenapaTuBHON Gopmbl. JIJist moydeHus: MpoAyKTa J00aBIIIN
TFF-6ydep (30 MM murpara, 70 MM NaCl, 2 MM EDTA, 0,5 mr/mn pABA, pH 5,5) u
7% (B oTHoweHWH Beca k oOwbemy) monmcopOara 80 ¢ monydeHuem 2,6 Mr/mi
AGCI1118 B 30 MM nutpara, 70 MM NaCl, 2 MM EDTA, 0,5 mr/mn pABA 0,1% (8
otHomeHnu Beca kK obwvemy) PS80, pH 5,5. Hakonen, pactBop mpo¢uibTpoBaiu

yepe3 GuIbTp ¢ pazmMepom nop 0,2 UM B CTEpUIIbHBIE KOJIOBI IIepes] XpaHEHUEM.

IIpumep 3 ¢)

Moayuenue 10361 uHbekuuu *2’Th-AGC1118

Conepsxxumoe npodupku ¢ 20 MBxk 1uieHkH Xjiopuna Topusi-227 pacTBOPHIIN B 2 MII
8M pactBopa HNOs u octaBunu Ha 15 MUH. mepen TeMm, Kak pacTBOP M3BJIEKIM U
HAHECIM Ha aHHOHOOOMEHHYIO KOJIOHKY ISl yaJeHus: panusi-223, oOpa3oBaBLIerocs
3a 370 Bpemsi. Kononky nmpombutu 3 mut 8M HNOs3 u 1 Mt Bozsl epen 3,110 upOBaHUEM
topusi-227 ¢ ucnoas3zoBanuem 3 mi 3M HCI. [TpousBonuian u3MepeHue 3IF0 IHOHHON
aKTUBHOCTH TOpUsi-227, u o3y 10 MBx nepeHecin B MyCTYIO CTEKISTHHYIO IPOOUPKY
oobemoMm 10 M. 3areM HCHApUIM KUCIOTY IyTEM HCIIOJNB30BAHUS BAaKyyMHOTO
HAacoca U TIOMEINEHHs MPOOMPKU B HarpeBaTeJIbHBINH OJIOK (C HACTOWKOH TeMnepaTypbl

Ha 120°C) na 30 - 60 muH. [locie qocTH:keHUs KOMHATHON TeMIepaTypbl JoOaBUIH O
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min AGC1118 kowbrorara 2,5 Mr/mMji aisi BBENEHUS PAAMOAKTUBHBIX HM30TOIOB.
Conepxumoe mpOOUPKU OCTOPOJKHO MepeMellaj U OCTaBUIM Ha 15 MuH. mpu
KOMHATHOH TemIiepaTtype. 3areM IpOU3BOAWIM CTEPUIM3YIOMIYIO (UIBTPALIUIO
pacTBOpa B CTEpUJIbHYIO MPOOUPKY, W TNPOU3BOAWIM OTOOpP oOpasma s
ocymectsinerus aHanu3a iITLC (MOMeHTaIbHOI TOHKOCIOHHOM XpoMaTorpadun) ais

OIpCACTICHUA paHHOXHMquCKOﬁ YUCTOTHI NEPEA UCITOJIB3OBAHUEM.

Ipumep 3 d)
IMurorokcuunocts 2’Th-AGC1118 B orHomennn Ramos ¢ apyroii oGmei

AKTHBHOCTBIO H crienu(puIecKod AKTHBHOCTBIO

B 5TOM HcC€N0BaHMU MPOM3BOAMIM TecTupoBanue 103 >2’Th-AGC1118 mnyrtem
BapbUPOBaHMs OOLIeH aKTUBHOCTH M CHenu(UYeCKOH AaKTHBHOCTH, BpEMs
WHKYOMPOBAaHUSI COCTAaBJSIO 4 4. DTO HCCIeNOBaHHME MpPOBOAMIM B ¢opmare 96-
JYHOYHOTO TUTaHIIeTa npu cneunduyeckoit aktuBHOCTH npu 10/50 kbx/MKr 1 ob1meit
axktuBHOCTH TIpH 5, 10, 20 1 40 xbx/mit.

KynsruBuposanue kierok Ramos ocymectsisisiocs B RPMI1640-cpene ¢ 10 % FBS
u 1 % neanumsmus/crpenrromuninH (Passage 22). Knerku nepenecnu B mpoOUpKy Auist
neHTpudyru, nentpupyruposanu npu 300 r B TedeHHE S MUH. U CYCHIEHIUPOBAIHU B 5
MJI Cpenbl Iepes MOACYETOM ¢ Hcnosb3oBaHueM cuerdnka Z2 Coulter. Cycnensuro
KJIETOK pa30aBuM cpenoil A0 kieTodHoil koHueHTpauuu 400 000 kieTok/mn u
nepenecnu B 48 iyHok (200 Mk Ha JTyHKY) B 96-1yHOuUHBIH muianmeT (80 000 kieTok
Ha JyHKY). [lnd wu3MepeHHs >KU3HECHIOCOOHOCTH KJIETOK MCIONb30Bald Habop

CellTiter-Glo Luminescent Cell Viability Assay (Promega). Cm. @urypy 4.

Ipumep 4

Iurorokcuunocth *2’Th-AGC0718 B orHomennn HL-60

IIpumep 4 a)

IMonyuyenne antu-CD33 MmoHoKkNOHANIBLHOrO anTuTesia (AGC0700).

ITocnenoBaTebHOCTh MOHOKJIOHAJNBHOrO aHtuTena (mAb) HuM195/nuHTy3ymMa0,
KOTOpOe B HacTosileM AokyMeHTe uMmenyercss AGC0700, nmonydyunnu B COOTBETCTBUU
¢ onmucaHueM B jureparype cornacHo (1) u (2). AGC0700 Obuto MpoM3BEAEHO HA
npennpusitun  CobraBiologics (Cénmeprenbe, IlBemus). Bxparue, mnpousBogmim

OOpaTHYIO TPAHCIBILUIO AMUHOKHCJIOTHBIX MOCJIEAOBATEIbHOCTEH TSIKENBIX U JIETKUX
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nenel B nocienosarenbHocTh JJHK ¢ ncnonps3oBaHneM mporpaMMHOTO o0ecreueHHst

Vector NTI®  Software  (Invitrogen/Life-Technologies  Ltd. [Teticm,

>
BenukoOpuranus. 13 rena msokensix nenei IgG1 uckmounnu kogoH C-KOHEYHOTO
mm3uHa (Lys) nist ynpolneHuss TOYHOrO ONpenesieHHss OTHOLIEHUS KOHBIOraTa K
antuteny (CAR), kak ykazano B [Ipumepe 2. [Tonyuennas nocnenosarenbHocTs JJHK
Obla KOMOH-ONTHMHU3UPOBAHA JUI JKCIPECCHM B KJIETKAX MJIEKONHTAOIIUX |

cunresupoBaHa  GeneArt  (GeneArt/  Life-Technologies  Ltd. ITeticny,

BenukoOpuranusi) U panee KJIOHMpoBaHa B BekTop skcmpeccuu CobraBiologics
(Céneprenbe, IIBenus). KieTku ssudHuKa KUTaiickoro xomsiuka B cycrnensuu (CHO-
S) crabuibHO TpaHCPUIUPOBATH TUIASMHION, KOmupyromed Vu- U Vi-TOMeHbI
AGCO0700 wu BblpamuBanu B NpUCYTCTBUM craHpapTHoi cpeast CD-CHO
(Invitrogen/Life-Technologies Ltd., Ileficiu, BenukoOputanusi) ¢ pobaBineHHEM
nypomurmHa (12,5 mr/m, Sigma Aldrich). beuin BeIOpaHbl CTaOMIBHBIE KIOHBL
skcnpeccupyromue AGC0700, mMeronoM mpeneapbHOrO pa3BeAeHUs] B TedeHue 25
nokoseHnil. CTabMIbHOCTD KJIOHA OLIEHHBAJIACH MyTEM HU3MepeHUil OEIKOBBII TUTPOB

U3 CylnepHaTaHTa. bl MojydeH KJIeTO4HbIH OaHK Hambojee CTaOUIIBPHOrO KJIOHA, U

OCYILIECTBIIAIACH €TI0 KPUOKOHCEPBALIM.

Oxcnpeccust mAb ocymectsisuiack ipu 37 °C B TeueHue npuOan3uTeNbHO 14 nHel B
onHOpa3oBoM OmopeakTope B  Macmradbe 250 g Ilpouwssomwics  cOop
MOHOKJIOHAJIBHOTO ~aHTUTeNa IMocjie (QuibTpalMu cynepHaTaHTta. JlanbHeimas
ounctka ACO0700 ocymiecTBisiIach € HCIOJb30BAHHEM KOJOHKH Ui aduHHOM
xpomatorpadpun co  cBs3biBaHueM Oeiaka A (MabSelect SuRe, Atoll,
Baitnrapren/I'epmanusi), mociie 4ero cienosaja onHa aHuoHooOMenHas (QFF-
Sepharose; GE Healthcare) u karnonooOmennass xpomarorpadus (PorosXsS;
Invitrogen/Life-Technologies Ltd.) njsi moBbIIeHHs] YUCTOTHI U KOHEYHOT'O BBIXOJA.
Unentnunocts AGCO0700 moaTBep:knanach U303JIEKTPUIECKUM (DOKYCUPOBAHUEM U
aHanuzoM SDS-PAGE. Ananus aktusHoctu ounieHHoro AGCO0700 ocyiiecTBisiics
metrogom H®DPA co cBsisbiBaHMEM ¢ uMMoOOuWM3oBaHHONW wMumeHpr0 CD33-Fc
(Novoprotein). AHanu3 YHCTOTHI OOpa3la MPOM3BOAMIICS MYTEM SKCKIFO3MOHHOMN

xpomatorpaduu (SEC).
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Cnucox ucnons3yemoii 1iumepamypuol:
(1) Scheinberg DA. “Therapeutic uses of the hypervariable region of
monoclonal antibody M195 and constructs thereof. US Patent Application
6007814 (1999 Dec 28).

(2) Co MS et al; J Immunol. 1992 Feb 15;148(4):1149-54. Chimeric and

humanized antibodies with specificity for the CD33 antigen.

IIpumep 4 b)
Coueranne mAb AGC0700 (imuTy3ymad) ¢ xeaatopom AGCO0019 (coennneHue
¢popmyasi (VIII)) ¢ nonyuenuem koubrorata AGC0718

Konsbrorammsi OCywecTBisIaCh B COOTBETCTBUU C omnucaHueMm B Ilpumepe 3 ¢

HEOOJIBIIMMHU OTIMYHSMHU.

ITepen konproranueii k pacreopy antutena (AGC0700) nobaswmnu pocharubiii Oydep
(pH 7,5) nnsa ysenmuuenus OydepHoit cmocoOHocTH pacTBopa. Omnpemenumm

kommuecTBo AGCO0700 (MOHOKJIOHAJIBHOE aHTUTENO, MAbD) B cocyae.

Xenatop AGCO0019 pactsopunu B 1:1, DMA : 0,1 M MES 0Oydepa, pH 5,4. NHS u
EDC pactBopuinu B 0,1 M MES Gydepa, pH 5,4.

[Monyumnu 1/1/3 monsipHbIil SKBUBaNeHTHBINM pacTBOp Xenaropa/NHS/EDC  ns
aKTHBALMM Xenatopa. [l KOHBIOTALMM C AHTUTEJIOM AaKTHBHUPOBAHHBIN XEJIaTop B
mojisipHom  otHowmenuu 20/20/60/1 (xenatop/NHS/EDC/mAb) noGasunu x mAb.
Uepes 40—60 MuH., peakiHO KOHBIOTALMH pe3ko oxianmwm 12% (mo obwvemy) 0,3M

JUMOHHOW KHUCJIOTHI 17151 perynuposanus pH g0 5,5.

3areMm B pacTBOpe Mpou3BoAWIH 3aMeHy Oydepa Ha 30 MM murpara, 154 MM NaCl, 2
MM EDTA, 2 mr/mn pABA, pH 5,5 (6ydep TFF) nytem TanreHIManbHOH MOTOYHON
¢dunbTpauu npu MocTosTHHOM o0beMe. B koHIe auaduIbTpauuy pacTBOpP BBUIHIIH B
e€MKOCTb Uil TipernapatuBHOU ¢opmbl. s monydenus nponykrta godaswmiu TFF-
oydep (30 MM nutpara, 154 MM NaCl, 2 MM EDTA, 2 mr/mn pABA, pH 5,5) ¢
nonyuenuem 2,5 mr/min AGCO0718 B 30 MM uutpara, 154 MM NaCl, 2 mM EDTA, 2
mr/mn pABA, pH 5,5. Haxonen, pactBop mnpodunbrpoBanu dvepe3 QUIbTp ¢

pazmepom mop 0,2 UM B CTEPIIIbHBIE KOJIOBI TIEpe] XpaHSHHEM.
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IIpumep 4 ¢)

Ioay4yenne 10361 nabekuun 22’ Th-AGC0718

Conepsxumoe npodupku ¢ 20 MBx meHku xyiopuna Topusi-227 pacTBOPHIN B 2 MII
8M pactBopa HNOs u ocraBuiu Ha 15 MuH. nepen TeMm, Kak pacTBOP HU3BJICKIH U
HAHEC/IM Ha aHHOHOOOMEHHYIO KOJIOHKY ISl yAalieHus paausi-223, oOpa3oBaBLIETroCs
3a 310 Bpems. Kononky npomsutu 3 mut 8M HNO3 u 1 M1 BoabI niepen 3JII0MpOBaHHEM
topusi-227 ¢ ucnojas3oBanuem 3 mi 3M HCI. IIpousBonuian u3MepeHue 3K LIUOHHON
aKTUBHOCTH TOpUsi-227, u o3y 10 MBx nepeHecn B MyCTYIO CTEKISIHHYIO TPOOUPKY
oobemMoMm 10 My 3areM HCHApUiIM KUCJIOTY IYTEM HCIIOJIb30BAHHUS BaKyyMHOTO
HAacoca U TIOMEINEHHs MPOOMPKU B HArpeBaTENIbHBINA OJIOK (C HACTOWKOH TeMmnepaTypbl
Ha 120°C) na 30—60 muH. [Tocne HOCTIKEHHs] KOMHATHOH TeMIepaTypsl 100aBUiIH 6
min AGCO718 kowbrorata 2,5 Mr/mMi aisi BBEA€HHs PAIUOAKTHBHBIX H30TOIMOB.
Conepxumoe mPOOUPKU OCTOPOKHO MepeMelnajy U OCTaBWIM Ha 15 MUH. mpu
KOMHATHOH TeMIiepatype. 3aTeM MPOU3BOAWIN CTEPUIMBYIOLIYIO (UIBTPALHIO
pacTBOpa B CTEpUJIBHYIO MNPOOUPKY, W TMPOU3BOAMIM OTOOpP oOpasma s
ocymecteineHus aHaian3a 1 TLC (MOMeHTaIbHON TOHKOCIOWHOM XpoMaTorpadpum) st

OMNpEaACICHUSA paHHOXHMquCKOﬁ YUCTOTHI IEPEA UCTIOJIBb30BAHHUEM.

IIpumep 4 d)
IutoTokcuunocts *’Th-AGC0718 B orHomenun HL-60 ¢ apyroit o0meii

AKTHUBHOCTBIO

Jlnst neMoHCcTpanuy muToTokcuuHoctH 22 Th-AGC0718 mocne caspiBanus ¢ CD33+-
KJIETKAaMHU OCYLIECTBJISIM aHAJIW3 LUTOTOKCUYHOCTH i1 Vifro. Jlis 3TOro JIMHUIO
YeJIOBEYECKUX MHEJOUAHBIX JeHKo3HbIX kietok HL-60, a Takke nmuamro CD33-
oTpHLAaTeNbHBIX B-knetok (Ramos) momsepramu Boszeiicteuro 22’ Th-AGCO0718.
ITpousBonmin TectupoBanue odmei akTuBHOCTH 2 U 20 kKbk/Mi1 pu cienngpuieckoit
aktuBHOCTH 44 kbx/mMkr. Bce skcnmepuMeHTanbHblE TMPOLENypbl OMNHMCAHBI B
RD2013.093. Bkpatue, 6but0 monyuerno 50 000 uenoseueckux HL-60 kieTox/min B
cpene [Mynpbekko, wmomuduuupoBaHHoii mo cmocody HMckor (IMDM), ¢
ucnionb3oBanreM 10 % FBS u 1 % neHnnmuinH/CTpenTOMHULNH, MTOCEB MPOU3BOANIIH
npu miaotHoctd 100 000 knerok Ha JyHKY B 24-1yHOYHOM maHuiere. Kierku
MHKyOHpoBanu B TeueHne 4 yacos npu temneparype 37°C ¢ aktuBHOCTHIO OT O 10 20

kbx/mn 2"Th-AGC0718. [TapanienbHo, B Ka4eCTBE COOTBETCTBYHOIMX KOHTPOJIBHBIX
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00pa3loB MOdy4UIM COOTBETCTBYIOIMIT 00pasel kKonbiorata 22’ Th M30TUMHYECKOro
KOHTPOJISL, & Takke HeMeueHHbIH oOpazeny AGC0718. 3areM KJIeTKH MPOMBLIH CBEXKEH

CpenoH, U MPOU3BENIH ITOCEB B HOBBIN 24-7TyHOYHBIN KyJIbTYPaJIbHbIN IIIAHILIET.

COop KJIETOK MPOU3BOAMICS B Pa3JIMYHbIE MOMEHTHI BPEMEHH, M IPOU3BOIMINCH
U3MEPEHUs] JKU3HECIIOCOOHOCTH KieTok ¢ ucnonb3oBanueMm Habopa CellTiterGlo
(Promega). JKu3HecrmocoOHOCTh — BbIpakajachb B  MPOLIEHTaxX, MOPH  3TOM
JKH3HECTIOCOOHOCTb  MOJIOKUTENIbHOTO ~ KOHTPOJisi  (HeoOpaOOTaHHBIX — KJIETOK)

npuHuManu 3a 100%. Cm. @urypy 5.

IIpumep S
IMurorokcnanocts 22’Th-AGC0118 B ornHomennn SKOV-3

IIpumep S a)
Honyuyenne AGC0100 (Tpacty3ymao)

TpacTy3ymad, MOHOKJIOHATBHOE aHTHUTEJO (B HACTOSIIIEM JOKYMEHTe 0003HAYEHO KaK
AGCO0100) Osuto mpuobpereHo B kommanud Roche; ero pacrBopmim 10

koHueHrpanuu 10 mr/mi B PBS (Dulbecco BIOCHROM).

IIpumep S b)
Coueranne mAb AGC0100 (Tpacry3ymad) ¢ xenraropom AGCO0019 (coennneHue
¢popmyuni (VIII)) ¢ nonyyennem koubrorarta AGC0118

Konsbroramusi ocCymecTsisiacb B COOTBETCTBUU C omnucaHueMm B Ilpumepe 3 ¢
HeOonmpmuMu MoaudukarusiMu. OYUCTKY KOHEYHOTO KOHBIOrata mAb ¢ MOMOIIBIO

TFF 3amennnu renbUIbTPALMOHHON KOJIOHOYHOM Xpomatorpaduei.

K Ttpactry3symady B PBS noGasunmm 11% 1 M docharusriit Oydep, pH 7,4. Xenatop
(AGC0019) NHS u EDC pacTBopuiz B Te€X K€ pacTBOPax, KaK OMUCAHO YIS IPUMeEpa
3 b). Ilpu aktuBanmm mossipHoe oTHomeHue xenatop/NHS/EDC cocrasmsuio 1/1/3.
IIpu momnsipuom otHowmennu 8/8/25/1 ana cmecu xematop/NHS/EDC/mAb u co
BpeMeHeM koHbrorauuu 30 - 40 muH. momyunimn CAR (oTHOmeHue xenaropa K
anTHTeny), coctaBisiromee 0,7 - 0,9 mnsa koubrorupoBanHoro AGCO0118. Peaxiuro
pe3ko oxyaauiau myteM nodasienus 12% (mo odvemy) 0,3M TMMOHHOIN KHCIOTHI 10

KOHEYHOro 3HayeHust pH 5,5.
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Ounctky u 3ameny Oydepa mist konbporatoB AGCO118 B 30 MM nurpara, pH 5.5,
154 MM NaCl ocymecTBisiin myTeM renb-punpTpanun Ha KosoHke Superdex 200
(GE Healthcare) B coueranuu ¢ cucremoii AKTA (GE Healthcare). ITpoussoauiu
u3MepeHne KoHueHTpauuu Oenka mpu Abs 280 HM 10 noOaBieHus B mpoayKT Oydepa
(most monyuenwst 2,5 mr/mn AGCO0118 B 30 MM nurpara, 154 mM NaCl, 2 MM EDTA,
2 mr/mn pABA, pH 5,5). Hakonen, pactBop npoduibTpoBainu uepe3 (QUIBTP C

pazmepoM nop 0,2 UM B CTEpUIIbHBIE KOJIOBI Epea XPaHEHHEM.

Ipumep S ¢)

Moanyuenue 10361 uHbekuuu >2’Th-AGC0118
MeueHune NPOM3BOAUIN B COOTBETCTBUH C ONIUCAHUEM BBILIE:

Conepsxxumoe npodupku ¢ 20 MBx ruieHkH Xjiopuna Topusi-227 pacTBOPHIIN B 2 MII
8M pactBopa HNO3 u ocraBunu Ha 15 MuH. nepen TeM, Kak pacTBOpP M3BJEKIU U
HAHECIIM Ha aHHOHOOOMEHHYIO KOJIOHKY ISl yaajdeHus panusi-223, oOpa3oBaBIIerocs
3a 570 Bpemsi. Kononky npombutu 3 mut 8M HNOs3 u 1 Mt Boabl nepen 3,110 upOBaHUEM
topusi-227 ¢ ucnoap3zoBanueM 3 mi 3M HCI. [IpousBonuian u3mMepeHue 30 IHOHHON
aKTUBHOCTH TOpusi-227, u o3y 10 MBx nepeHecnu B MyCTYIO CTEKISIHHYIO IPOOUPKY
oobemom 10 M. 3areM HCHapuiIM KHUCJIOTY IyTE€M HMCIIONB30BAHMUS BaKyyMHOI'O
Hacoca U MOMEIeHUs] TPOOUPKYU B HArpeBaTebHbIH OJIOK (C HACTOMKOI TeMIepaTyphl
Ha 120°C) na 30—60 muH. [Tocne HOCTHKEHHUsS] KOMHATHON TeMIepaTypbl 100aBUIH 6
v AGCO118 xowbtorara 2,5 Mr/mi il BBeIEHHsS PAAHMOAKTHBHBIX H30TOIOB.
Conep:xrmMoe MPOOUPKU OCTOPOJKHO MepeMelnajy U OCTaBUIM Ha 15 MUH. mpu
KOMHATHOW TemIepatype. 3areM MpOU3BOAWIH CTEPUIM3YIOMIYIO (DUIBTPALIUIO
pacTBOpa B CTEpUJIBHYIO MNPOOUPKY, W TMPOU3BOAMIM OTOOpP oOpasma s
ocymecteieHus aHaian3a i TLC (MOMeHTaJ bHON TOHKOCIOWHOM Xpomatorpadu) IJist

OMNpEaACICHUSA paI[I/IOXHMH‘{eCKOfI YUCTOTHI IEPEA UCTIOJIBb30BAHUEM.

IIpumep S d)
Iurorokcuunocts 2?’Th-AGCO0118 B orHomenun SKOV-3 ¢ apyroii o6umei

AKTHBHOCTbIO

IpousBoaMIM TECTUPOBAHUE LUTOTOKCHMYHOCTH C pa3NuuHbIMM jgo3amu 22 Th-
AGCO118 myrem BapbupoBaHHs O0INEl aKTUBHOCTH ¢ NOOABJIEHHUEM B JIYHKU TPU

uHKyOnpoBanuu B TeueHue 4 4. IlnorHocTe moceBa kierok SKOV-3 cocrasnsina
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10000 knerok Ha NIyHKY B 90-TyHOYHOM IUTAHIIETE 32 I€Hb 10 3KCIEepUMeHTa. B neHb
1 x KJIeTKaM MOCHeNoBaTeNbHO A00aBsAIu XenaToobpasyromee 22’ Th-AGCO0118 ¢
obmeit aktuBHOCTRIO S5, 10, 20 u 40 xkbx/mu, npu cnermduueckoit akTuBHOCTH 20
kBg/mkr. Ocrapmmecs He cBszanHble 2'Th-AGCO118 ynamuim ¢ MNOMOIIBIO
MHOT'OKaHAJIbHOW IMUIETKH, 3aTeM CJI€Z0Baja JOMOJHUTENbHAS MPOMBIBKA CPENoN U
CBEeXEW KyJbTYpPaJbHOH Cpenol Iocie OKOHYAHUS HHKYOAIIOHHOTO IIePHUOJA.
KynsruBuposanue knerok SKOV-3 ocymectsisiiocsh B cpene MakKosi ¢ 10 % FBS u
1 % neHumuinuH/cTpenToMMIMH. B  xome wuHkybarmuu ¢ 2*’Th-AGCO0118
KyJbTypalibHast cpenia Oblia 3aMeHa cpenoi 0e3 cbIBOpoTKU. Ha yeTBepThIil neHb Auist
U3MEpPEHUs] JKU3HECTOCOOHOCTH  KJIEeTOK wucnoib3oBaiaun Habop CellTiter-Glo

Luminescent Cell Viability Assay (Promega). Cm. @urypy 6.

IIpumep 6
Hurorokcuunocthb 2’Th-AGC2518 B orHomennn NCI-H716

IIpumep 6 a)
IMonyuyenne FGFR2 moHoka0HanbHOro antutea (BAY1179470; AGC2500).

ITonyuenue mMoHokIOHanpHOrO antutena BAY 1179470, kotopoe najee 1o TEKCTY
HacTosALero Aokymenra uMmenyercs: «AGC2500», mogpoOHO OMMCaHO B JOKYMEHTE
WO02013076186A1. Bkparue, aHTuTeNno OBUIO MOJY4YEHO IOC/Ie OMONMPHHUHIA Ha
anturene FGFR2. Tlonyuennoe IgGl-antureno dvenoBeka 3KCIPECCHPOBAIN B
KJIeTKax SMYHUKOB Kurtaiickoro xomsuka (CHO) m oumctuim ¢ HCHIONB30BaHHEM
kosoHku 11si adpdunHOM xpomarorpadum co ces3piBaHueMm Oeinka A (MADb Select
Sure), 3areM cienoBalia OKCKIO3MOHHAs Xpomarorpadus i  BbIIEICHUs
MOHOMEpHbIX (pakuuii. Antureno odwvemuumiu ¢ PBS, pH 7.4. Onpenenennas

NyTeM SKCKIIFO3MOHHOM Xpomarorpaduu OJHOPOAHOCTh cocTaBisuia > 99%.

IIpumep 6 b)
Coueranue mAb AGC2500 ¢ xenaropom AGC0019 (coequHeHue (opmMyJibl
(VIID)) ¢ mosyueHuem koubrorata AGC2518

ITpousBonuian KOppeKTHPOBKY 3HaueHus1 pH coxeprkamero antureno pactesopa 1o pH
7,5. Xenatop AGC0019 pacteopunu B 1:1, DMA : 0,1 M MES 6ydepa, pH 5,4. NHS
u EDC pacteopmmu B 0,1 M MES Oydepa, pH 5,4. Ionyunnu 1/1/3 momsipHBIit

SKBUBaJEHTHBIH pacTtBop xenatopa/NHS/EDC nns axtuBanmu xemaropa. [l
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KOHBIOTALIMM C AHTHUTEJIOM AaKTHUBHPOBAHHBIA XENaTOp B MOJSIPHOM OTHOLIEHHUH
10/10/30/1 (xenatop/NHS/EDC/mAb) nobasunu k mAb. Uepes 30 MuH., peakuuro
KOHBIOTaMU pe3ko oxijamuin 12% (mo obowemy) 0,3M JTUMOHHON KHUCIOTBI AJIS
perymupoBanuss pH no 5,5. PeaxkiuumonHbiii oOpaser nanee 3arpy3wid Ha KOJIOHKY
HilLoad 16/600 Superdex 200 (mpenBapuTeiIbHOrO Kiacca) Ui BBIAEJICHUS
MOHOMEpPHBIX (pakuuii ¢ ucnonb3osanueM 30 MM mmrparta, 70 MM NaCl, pH 5,5 B
Ka4eCcTBe MOJABIKHOMU (a3bl. B koHLIe XpoMaTorpadun konbtoraT antutena AGC2518
CKOHIeHTpupoBaju 10 2,5 mr/mi B 30 MM 1utpara, 70 MM NaCl, 2 MM EDTA u 0,5
mr/min pABA. Bce mpouenyper ommcansl B RD.2014.092, XKypuan Ne 211/149,
140619 AEF.

IIpumep 6 c)

Moayuenue 10361 uHbekuuu >2’Th-AGC2518

Conepsxxumoe npodupku ¢ 20 MBx ruieHkn xyopuna Topusi-227 pacTBOPHIIN B 2 MII
8M pactBopa HNOs u octaBunu Ha 15 MUH. mepen TeMm, Kak pacTBOP M3BJIEKIM U
HAHECIM Ha aHHOHOOOMEHHYIO KOJIOHKY IUIsl yAalleHus paausi-223, oOpa30BaBLIerocs
3a 570 Bpemsi. Kononky npombuiu 3 mut 8M HNOs3 u 1 Mt Boasl nepen 3,110 upOBaHUEM
topusi-227 ¢ ucnoap3zoBanueM 3 mi 3M HCI. [IpousBonunn usmMepeHue 30 HHOHHON
aKTUBHOCTH Topusi-227, u no3y 10 MBk nepeHecnn B myCTYyIO CTEKISTHHYIO IPOOHPKY
oobemoM 10 M. 3areM HCHApPHIM KHUCIOTY IMyTE€M HCIOJNb30BAHUS BAaKyyMHOTO
Hacoca ¥ MOMEIeHNs] TPOOMPKY B HArpeBaTebHBIN OJIOK (C HACTOHKOM TeMIepaTypsl
Ha 120°C) Ha 30 - 60 muH. [Tocne moCTUKEHUsI KOMHATHOM TeMIepaTypbl 10OaBHIN 6
min AGC2518 kowbrorata 2,5 Mr/mMia ajis BBEAEHHs PagUOAKTHBHBIX H30TOIOB.
Conep:xrmoe MPOOUPKU OCTOPOJKHO MepeMellaj U OCTaBUJIM Ha 15 MUH. mpu
KOMHATHOH TeMIiepatype. 3areM MpOU3BOAWIH CTEPUIM3YIOMIYIO (DUIBTPALIUAIO
pacTBOpa B CTEpUJIbHYIO MNPOOUPKY, W TMPOU3BOAMIM OTOOpP oOpasma s
ocymecteieHus anaian3a iTLC (MOMEHTaJIbHON TOHKOCIOWHOM Xpomatorpadpum) IJist

OMNpEACIICHUSA paI[PIOXHMH‘{eCKOfI YUCTOTHI IEPEA UCTIOJIBb30BAHUEM.



78

IIpumep 6 d)
IMutorokcnunocts 22’Th-AGC2518 B otHomennn kJjerok NCI-H716 ¢ apyroi

001ell AKTHBHOCTBLIO

Jinst  nemoncTpauuu muToTokcudHoctH  22’Th-AGC2518 mnocne CBA3bIBaHUSA C
FGFR2+-knetkaMu OCYIIECTBJSUIM aHANIU3 LIUTOTOKCHUYHOCTH iR Vitro. Jlnst storo
yejioBeueckasl JIMHUSA KIEeTOK KojopekranbHoro paka NCI-H716 mnoneepranach
Bo3zieticTmo *2’Th-AGC2518. TIpousBoguny TecTHpOBaHUEe OOIIel aKTHBHOCTU 2,
10, 20 u 40 xkbx/ma npu cneunduveckoit akTuBHOCTH 2 Kbk/MKr. [TapamienbHo ObL
MOJIyYeH HECBA3AaHHBI M30TUINHMYECKUN KOHTpPOJIb. Bce 5SKCrepuMeHTaIbHbIE
npoueaypbl onucansl B RD2014.138. Bxkparue, Obuto momyueno 400 000
yenoseuecknx NCI-H716 knerox/mn B cpene RPMI 1640 ¢ ucnonszoBannem 10 %
FBS u 1 % neHnumuinH/CTpenTOMHLIMH, TTOCEB MPOU3BOAWIHN ITpH rioTHOCTH 80 000
KJIETOK Ha JYHKY B 96-1yHO4YHOM IutaHmere. Kinerkn mHKyOnpoBanu B TedeHue 30
muH. ipu Temmeparype 37°C ¢ aktuBHOCTBIO OT 0 10 40 kbx/Mn 2’Th-AGC2518 u
COOTBETCTBYIOLIMM 00pa3sLOM KoHboTaTa 2>’ Th M30TUIMYECKOro KOHTPOJA. 3areMm
KJIETKH TNPOMBUIA CBEXKEW CPeAOW, M IPOU3BEIN IIOCEB B HOBBIM 906-TyHOYHBIN
KyJIbTypajbHblii muaHieT. Crop KJIETOK NPOM3BOAMICS 4epe3 ISATb U 4Yepe3 CeMb
IHEW, U MPOU3BOMMWINCH U3MEPEHHUs KU3HECTIOCOOHOCTH KJIETOK C HCIIOJNIb30BAHUEM
Habopa CellTiterGlo (Promega). )KuznecnocoOHOCTb BbIpaxajach B MPOLIEHTAX, PU
3TOM JKU3HECHOCOOHOCTh MOJOXKUTEIBHOTO KOHTPOJS (HEOoOpaOOTaHHBIX KIJIETOK)

npuauMaiy 3a 100%. Cm. Qurypy 7.

Ipumep 7

Huroroxkcnunoctsb 2’Th-AGC2418 B oTHOmenun kaeroxk HT29

IIpumep 7 a)

ITosryueHne Me30TeIMH-MOHOKJIOHANBHOTO aHTHTea (BAY 86-1903; AGC2400).

IMonyuenne moHOkJOHANBHOTO antutena BAY 86-1903, koropoe ganee mo TeKCTy
HacTosero Aokymenra uMmeHyercst «AGC2400», mogpoOHO OMHMCaHO B AOKYMEHTE
WO02009068204. Bxkparie, aHTHTENO OBUIO TOJYYEHO IMOcie OHONMPHHHWHIA Ha
anTureHe mesotenuH. llonyuenHoe IgGl-aHTuTeno 4venoBeka 3KCIpPECCHPOBAIU B
KJIEeTKaxX sIMYHUKOB kHTaiickoro xomsuka (CHO) m oumcTiim ¢ HCMOIB30BaHHEM
KOoNOHKH 111 adpunHOM xpomarorpadum co cesspiBaHueMm Oenka A (MADb Select

Sure), 3aTeM cClenoBali0 yAAleHHE arperaToB C HCIIOJNb30BAHUEM KOJIOHKH ISt
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ruapodobuoit xpomarorpadpuu (Toyopearl Butyl 600M). AnTHTENO O0BEOMHMIN C
PBS, pH 7.5.

IIpumep 7 b)
Coueranue mAb AGC2400 ¢ xenatopom AGCO0019 (coeqnHenue (opmyJibl
(VIID)) ¢ mosryuyennem xkonbiorata AGC2418

ITpousBoamIM KOPPEKTHPOBKY 3HaYeHus1 pH coxeprkaiero antureno pactsopa 1o pH
7,5. Xenatop AGC0019 pacteopunu B 1:1, DMA : 0,1 M MES 6ydepa, pH 5,4. NHS
u EDC pacteopmmu B 0,1 M MES 0Oydepa, pH 5,4. Tonyummu 1/1/3 momsipHbIi
SKBUBAJECHTHBIA pactBop xenaropa/NHS/EDC nns aktmBammu xemaropa. [l
KOHBIOTALIMM C AQHTHUTEJIOM AaKTHBHPOBAHHBIA XEJaTOp B MOJSIPHOM OTHOLICHHH
16,5/16,5/49,5/1 (xenatop/NHS/EDC/mAb) nobaBumu x mAb. UYepes 30 wmwuH,
PEaKLHI0 KOHBIOTALWHU pe3ko oxyaauian 12% (o odvemy) 0,3M TUMOHHON KHUCIIOTBI
st peryaupoBanust pH no 5,5. PeakumonHslii oOpasel qajiee 3arpy3ii Ha KOJIOHKY
HiLoad 16/600 Superdex 200 (mpenBapuTeNbHOrO Kjlacca) MJsi BBIACIEHHS
MOHOMepHBIX (ppakuuii ¢ ucrnonp3oBanueMm 30 MM nutpara, 70 MM NaCl, pH 5,5 B
Ka4ecTBe TOABIDKHOM (a3pl. B  koHue Xxpomartorpaduu, KOHBIOTAT AaHTHUTENA
AGC2418 ckonuenTpuposanu a0 2,5 mr/mia B 30 MM nutpara, 70 MM NaCl, 2 MM
EDTA u 0,5 mr/mn pABA. Bce npouenypst onucansl B RD.2014.111, XKXypnan Ne
211/160, 140814 AEF.

IIpumep 7 ¢)
IMoayuenue 10361 22’Th-AGC2418

Conepsxxumoe npodupku ¢ 20 MBxk miieHkH Xjopuna Topusi-227 pacTBOPHIIN B 2 MII
8M pactBopa HNOs3 u octaBunu Ha 15 MUH. mepen Tem, Kak pacTBOP M3BJIEKIM U
HAHECIIM HA aHUOHOOOMEHHYIO KOJIOHKY ISl yaajeHus panusi-223, oOpa3oBaBIIerocs
3a 570 Bpemsi. Kononky nmpombutu 3 mut 8M HNO3 u 1 Mt Boabl epen 3,1F0upOBaHUEM
Topusi-227 ¢ ucnojs3zoBanuem 3 mu 3M HCI. [IpousBonuian u3MepeHue 3IF0 LIUOHHON
aKTUBHOCTH TOpUsi-227, u o3y 10 MBx nepeHecn B MyCTYIO CTEKISTHHYIO TIPOOUPKY
oobemMoMm 10 M. 3areM HCHApWIM KHUCIOTY IyTEM HCIIOJNB30BAHHUS BaKyyMHOT'O
HAcoCa ¥ TIOMEINEHHs MPOOUPKU B HArPEBATENbHBINH OJIOK (C HACTOMKON TeMITEpaTyphl
Ha 120°C) Ha 30 - 60 muH. [lociie qocTH:keHUs KOMHATHON TeMIepaTypbl JoOaBuiu 6
v AGC2418 xombiorara 2,5 Mr/mi Ui BBENEHHUs PaJAHOAKTHBHBIX H30TOIOB.

Copepxumoe mpoOOUPKU OCTOPOKHO MepeMeIlaiy U OCTaBUIH Ha 15 MUH. mpu
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KOMHATHOW TeMmeparype. 3aTeM MpOM3BOAMIN CTEPIIM3YIOIIYIO (QUIBTPALIMIO
pacTBOpa B CTEpWJIBHYIO MPOOUPKY, U TMPOU3BOAMIM OTOOpP oOpasma 1is
ocymecteneHus aHanusza 1 TLC (MOMeHTaIbHOM TOHKOCIOWHOM XpomaTorpadpum) 1t

OMpeaACICHUSA paﬂHOXHMquCKOﬁ YUCTOTHI IEPEA UCTIOJIb30BAHHUEM.

IIpumep 7 d)
Iurorokcnunocrs  22’Th-AGC2418 B  otHomennn kjaerok HT29 co

cBepXIKCcrnpeccreil AHTHIeHA Me30TeJIHHA ¢ APYroi o61ell AKTHBHOCTBIO

Jns  nemoHcTpamuu 1uToTOKcHdHOCTH 22’ Th-AGC2418 mocne CBA3BIBAHUA C
ME30TEeJIMHT-KJIETKAMHU OCYLIECTBJSUTN aHAIU3 LIUTOTOKCHYHOCTH iR Vifro. Jist 3Toro
YeJIOBEYECKYIO JINHUIO KJIETOK KoJlopeKTanpHoro paka HT29, TpaHchummpoBaHHYO
aHTUTEHOM Me30TeNIMHOM, MojBepranu BosaeiicTeuio 22’ Th-AGC2418. Tpoussoauiu
TECTUpPOBaHUE OOIIeH akTHBHOCTH B 12 TOYKaX B TPEXKPATHOM pa30aBiICHUH,
HauuHasg ¢ 5 kbk/mn npu cnemmduueckoit aktuBHocTH 10 Kbr/mMkr. IlapamnensHo
ObUT TOJlyYeH HECBSI3aaHHBIN M30TUIUYECKUI KOHTPOJb. Bce skcrnepuMeHTanbHbIe
npoueaypsl omnucansl B RD2014.154. Bxkparue, Obuto mnomyueno 200 000
gyenoseuecknx HT29 knerox/mn B cpene RPMI 1640 ¢ ucnonb3osanuem 10 % FBS u
1 % nennumumus/cTpenrromutiud 1 % NaHCO3, 600 mkr/mi rurpomuninHa B; moces
npoussoawsd npu wioTHOCTH 40 000 kieTok Ha JyHKY B 90-TyHOYHOM ILIQHLIETE.
Knerku nHkyOupoBanu B TeueHue 6 nuei npu temmneparype 37°C ¢ akKTUBHOCTBIO OT
0 no 40 xbx/mn **’Th-AGC2418 u cooTseTcTByIOIUM 00pasioM koHbiorata **’Th
M30TUNUYECKOro KoHTpossi. COOp KJIeTOK MpPOM3BOAWICS HAa INECTOW MAEHb, H
NPOM3BOIWINCH M3MEPEHHs KH3HECTTOCOOHOCTU KJIETOK C HCIOJb30BaHHEM Habopa
CellTiterGlo (Promega). )Kn3HecnocoOHOCTh BbIpakajlach B MPOLIEHTAX, MPH 3TOM
KH3HECTIOCOOHOCTb  TMOJIOKUTENBHOTO  KOHTpoJisi  (HeoOpaOOTaHHBIX — KJIETOK)

npuHuManu 3a 100%.

IIpumep 8

CpaBHeHne CTA0OHJILHOCTH AMHAHBIX H H30IHAHAT-CBSI3AHHBIX KOHBIOIaToOB

AGCI118 u COOTBETCTBYIOIIMI KOHBIOTAT C HW30LUAHATHBIM COEAUHUTEIHHBIM
¢dparmenTom (AGC1115) xpanuu B BogHOM pacteope ripu 40 °C B Teuenne 11 gHeit.

ITepuonuvecku Mpou3BOIWINA OTOOP 0OPA3LOB.
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Oo6pa3ubi 40 °C, HopMmaan30BaHHbIE 10 TOYKH 0TO0pa 4 °C

AGCI1118 AGC1115
CAR (% nopm.) | |CAR (% HOpM.)
Jlenn O 100 100
Jlenb 5 105 92
Jlenn 11 103 88

J% K] Ta6.HI/ILIbI, HpHBeI[eHHOfI BbIII€ BHUJHO, 4YTO MJIA aMHA-CBA3aHHOI'O KOHBIOI'aTa
NOAJAIOLIETOCS. M3MEPEHHUIO CHIDKEHUSI KOHIIEHTPALM KOHBIOTaTa He HAaOII0anoch.
HampoTtus, koHIEHTpalysi M30LHAHATHOIO KOHBIOTaTa CHHU3MWiIach Ha 8% uepe3 5

nHel u Ha 12% yepe3 11 nHeit.

IIpumep 9
IIpumep 9 a)

Ionyuyenne PSMA moHokJI0HAJILHOTO aHTHTeAa (AGC1000)

PSMA MOHOKJIOHaJIBHOE AHTHUTENIO, KOTOpPOE Jajee MO TEKCTy HaCTOSIIEro
nokymenra umenyercss «AGC1000», Opwio mpuobpereHo y kommaHuu Progenics,

CIIA.

IIpumep 9 b)
Coueranue mAb AGC1000 c¢ xemaropom AGCO0019 (coeamnenue ¢GopmyJibl
(VIID)) ¢ mosryuenuem kounrorata AGC1018

ITpousBoamIM KOPPEKTHPOBKY 3HaueHus1 pH coneprkamero antureno pactsopa 1o pH
7,5. Xenatop AGC0019 pacteopunu B 1:1, DMA : 0,1 M MES 6ydepa, pH 5,5. NHS
u EDC pacteopmmu B 0,1 M MES 0Oydepa, pH 5,5. Tonyummu 1/1/2 momnsipHbIi
SKBHUBAJECHTHBIA pacTBop xenaropa/NHS/EDC pns aktuBaumu xenaropa. [l
KOHBIOTALlUM C AHTHUTEJIOM AaKTHBHPOBAHHBIA XENaTOp B MOJSIPHOM OTHOLICHHH
20/20/40/1  (xematrop/NHS/EDC/mAb) nobaBumm k mAb 4 mopuusiMmu ¢
npoMexxyTkoM 10 mMuH. Mexny kaxaod nopuuen. Yepes 50 MuH., peakuuro
KOHBIOTaUuu pe3ko oxyamuian 12% (mo obvemy) IM TRIS, pH 7,3. Konsrorar
OYHCTHJIM W TIPOM3BENH 3aMeHy Oydepa myTeM TaHI€HIUAIbHOW MOTOYHON
¢unprpaun (TFF). Penentypusiii 6ydep: 30 MM murpara, 70 MM NaCl, 2 mM
EDTA, 0,5 mr/man pABA, pH 5,5. B kxoHue auadunbTpauuu pacTBOp BBUIMIA B
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€MKOCTb, U KOHIIEHTpaLUs peryanposaiach a0 2,7 mr/mi. HakoHen, 0oCHOBHOH 00beM
pacTBOpa MpoQUIBTPOBAIHN Yepe3 CTePHIIbHbIA (GUIbTp ¢ pasmepoMm mop 0,2 um u

NePEHECIIHN B CTEPUIIbHBIE TPOOUPKH 11 XpaHeHus npu -20 °C.

IIpumep 9 ¢)

IMoay4yenue 10361 uHbekuuu 2’Th-AGC1018

Conepxxumoe npobupku ¢ npudbnusutesbHo S0 MBk meHku xjopuaa topus-227
pactBopuni B 2 mu1 8M pactBopa HNOs3 u ocraBmiu Ha 15 MuH. mepen Tem, Kak
pacTBOp M3BJEKJIM U HAHECTU HAa aHHOHOOOMEHHYIO KOJIOHKY /ISl YIOAJICHUS pagusi-
223, obpazoBasiuerocst 3a 310 Bpems. Kononky npombumt 3 mu 8M HNOs u 1 mn
BOIIBI TIEpel 3JIIOMpPOBaHUEM TOpusi-227 ¢ ucnojbs3oBanueM 3 mi 3M HCI. 3arem
smoar HCl ucnapunm ¢ MCHONBb30BaHHEM BAaKYYMHOTO HACOCAa U HArpeBaTEIbHOTO
O6nmoka (c Hactoiikoii temneparypsl Ha 100°C) ma 60-90 muH. IIpomsBomwmiam
u3MepeHne akTUBHOCTH BbicymeHHoro Th-227 B poskamubparope. Cyxoit Th-227
pacteopmu B 0,05M HCI ¢ monyuenuem koHnenrpanuu 0,5 Mbk/mMki. J{ist BBeneHuUsI
pannoakTuBHBIX n30TONOB KOHBIOrar AGC1018 pasdasunm B penentypHOoM Oydepe
i monydenus: 25 Mxkr mAb B 200 mxn. C pactBopom AGC1018 cmemann 1 Mbk
Th-227, n npousBoaMiOCh TOYHOE HU3MepeHue akTuBHOCTH Th-227 ¢ momoIbro
repMaHueBoro nerekropa. OcCymecTBIsIOCh xenarooOpasoBanue B TedeHne 30—60
MHH. IIpU KOMHATHOHN TeMIeparype A0 CTepUIN3yIoLell GUIbTpaluy B CTEPUIbHYIO
npodupky. IIpousBommnu orbop oOpasma ans ocymectBieHus: aHanmmsa 1TLC
(MOMeHTaIbHOM TOHKOCJIOHHOM xpomaTorpadum) TSt orpeneNneHHsl

paHHOXHMquCKOﬁ YUCTOTHI NEPEA UCIIOJIB30BAHHUEM.

Ipumep 9 d)
IMurorokcnunoctr  *’Th-AGC1018 B oTHomenuu Kiaerok LNCaP,

skcnpeccupyrwmux PSMA

Jlnst nemoncTpauu rurotokcuanoctu 22 Th-AGC1018 nocne cpsisbiBanus ¢ PSMA-
MIOJIOXKHUTEBHBIMU KJIETKAMU OCYINECTBJISIIM AHAJIN3 LIUTOTOKCHYHOCTH iR Vitro. J1is
STOrO YeNoBeuecKas JMHUA KJIETOK paka npeacrtarenbHoil kenessl LNCaP
noasepranachk BoszeicTeuo 2’ Th-AGC1018. TIpoussoaunu TecTHpOBaHUE OOIIel
aKTUBHOCTH B 12 TOYKax B TPEXKpaTHOM pa3baBieHuu, HaunHas ¢ 20 kbx/mn npu
cneundudeckoit aktuBHOcTH 40 Kbx/MKr. IlapanienbHo ObLT MONyUeH HECBSI3aaHHBIN

WU30TUIINYECKUH KOHTPOJIb. Bee sKCepUMEHTANIbHbIE IPOLEAYPhI ONUCAHbI B APXUBE
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RD.2015.101.  Bkparue,  kyibTuBupoBaHue  kietok  LNCaP  denoseka
ocymecteisuiock B RPMI1640-cpene ¢ noGasnenumem 10 % FBS uw 1 %
NeHULUIHH/ cTpenToMuliuH. ITnoTHoCcTh MoceBa cocrapisiia 2500 KI€TOK Ha JIYHKY B
96-nyHouHOM TuTaHiIere. UYepes 24 4. mocne moceBa (neHb 1), KJIETKH MOABEpraiu
BO3/IeHCTBUIO M30THMIHYeckoro koutpons 22'Th-AGC1018 u **'Th mpu obmwmeit
akTuBHOCTH B nuamnazoHe 0—20 kbk/mn B Teuenue 5 nueit mpu 37°C. COop kieTok
NPOM3BOWICS HA IIECTOW J€Hb, U MPOM3BOIWIMCH M3MEPEHHS KH3HECTIOCOOHOCTH
kjetok ¢ ucnonb3oBanueM HaOopa CellTiterGlo (Promega). KusHecrnocoOHOCTD
BBIPAJKAJIACh B MPOLIEHTAX, MPH STOM JKU3HECTIOCOOHOCTD MOJIOKUTEIBHOTO KOHTPOJIS

(HeoOpaboTaHHBIX KJIETOK) mpuHUMaiH 3a 100%.



dopmyJia u3odpeTeHust

1.  Cmnocob obpa3oBaHMs KOMILJIEKCA TOPUsI, HALIEIEHHOTO HA TKaHb, IPH 3TOM
YKa3aHHBIH CIIOCOO BKIJIIOYAET CIEAYIOIINE STAIIBL:

a) oOpasoBaHHME  OKTQJEHTATHOI'O  XeJNaTopa,  COAEPKAIEero  YeThIpe
TUAPOKCUNMUPUIUHOHOBBIX  (parmenta (HOPO), 3amemieHHbIXx B
N-nonoxennn Ci-C;3-aJKUIbHONM TPyNION, U COENUHUTENbHBINA (DPAarMeHT,
3aKaHYMBAIOIIUICS rPynIoi kKapOOHOBOI KHCIIOTHI,

b) coenuHEHME YKAa3aHHOTO OKTAIEHTATHOI'O XENaTopa, MO MEeHbIIEH mepe, C
OIHUM HAIleJIEHHbIM Ha TKaHb MENTHIOM WIH OEJIKOM, COAEp KAIINM, IO
MEHbLIEeH Mepe, OAMH aMUHHBIH ()ParMeHT, ¢ MOMOIIBIO, IO MEHbINEH Mepe,
OIHOTO PEareHTa, CBS3BIBAIOINETO AMUJBI, B PE3YJbTATE YEro MOJIy4YaroT
HAalleJICHHBIH Ha TKaHb X€JaTop; U

C)  KOHTaKTUPOBAHME YKA3aHHOT'O HAIIEJIEHHOTO HA TKaHb XEJIATOPa C BOIHBIM
pPacTBOPOM, CONEPIKAIIUM HOH, IO MEHBIIEH Mepe, OMHOrO U30TOIa TOPHS,

U3JTYYArOIIero ajab(a-4aCTHIIbL.

2. Cnocob mo m. 1, oriMyammmuiics TeM, 4TO 3Tanm b) OCYINECTBIIAIOT B

BOZHOM PacTBOpE.

3. Cnocob no n. 1 miu 2, OTIMYAILIHICS Te€M, YTO YKAa3aHHBIH pEareHr,

CBSISBIBa}OLLII/Iﬁ aAMU/JbI, ABJIACTCA (I)YHKLII/IOHaJ'IbeIM B BOOHOM pPacTBOpPE.

4. Cnocob no grdoMy U3 MPeaIeCTBYOIUX MYyHKTOB, OTJIHYAIIMNIACS TeM,
YTO VKa3aHHbIM pEAreHTOM, CBSI3BIBAIOLIMM aMHJbL,  SIBJSIETCS  KapOOIUHMHUI-
CBSI3bIBAIOLIMI pEareHT, Takoi Kak 1-3Twi-3-(3-IUMeTHIaMIHONPOIHI)KapOOIUUMUN
(EDC),  N,N'-gumonpormmnkapboguumun  (DIC)  wmm N,N'-IUIMKIOTE€KCHII-

kapooguumun (DCC).

5. Cnoco0 mo moboMy U3 IPEALIeCTBYIOIINX NYHKTOB, OTJIHYAIMIHHACS TeM,

YTO 3Tar b) OCYIIECTBISIIOT B BOAHOM pacTBope npu 3HadeHny pH B nuanasone 4 - 9.

6.  Cnoco0 mo moboMy U3 MPEenLIeCTBYIOIMUX MyHKTOB, OTJHYAKIMHICA TEM,

YTO 3Tamn b) ocyImecTBIsA0T pu Temreparype 15 - 50°C B reyenue 5 - 120 MuH.



7. Cnocob o mo60oMy U3 MPeaUIeCTBYIOINX MTYHKTOB, OTJIHYAIMHICS TeM,

YTO 3TAll C) OCYILIECTBILIOT rpu Temmneparype 15 - 50°C B reuenne 1 - 60 MuH.

8.  Cmocol mo iro0oMy U3 NPEAIIeCTBYIOMIHNX MYHKTOB, OTJHYAKIIHIICSA TeM,

YTO YKa3aHHBIN OKTAa€HTATHBIN XeJNaTOp COAEPKUT yeTripe Ppparmenta 3,2-HOPO.

9. Cnocob mo moboMy M3 MPENLUIeCTBYIOIUX MyHKTOB, OTJHYAKIHIACA TeM,

YTO YKa3aHHBIA OKTaJeHTaTHbBIN XenaTop BeiOuparoT u3 Gopmya (VIb) u (VII):
o) OH
OH O HN)%KO
g H \/EN\/\NH OH

OH O J/ N R. O A°

oﬁé)kN SN
H

AN A

(Vb)
OH O O  OH
ON" X" “MH HNJ\éfo
o C IR
OH 0O N\/\ll\l/\/N\/\NH OH
N A " XN\
(VII)

rae Rc o3Hauaer JHMHKEpHBIH (PparMeHT, 3aKaHYMBAIOLIUICS TPYIIONH
KapOOHOBOW KUCJIOTHI, TAKOH KaK

[-CH,-Ph-N(H)-C(=0)-CH,-CH,-C(=0)OH],
[-CH,-CH,-N(H)-C(=0)-(CH,-CH,-0),.3-CH,-CH,-C(=0O)OH] unu
[-(CH2)13-Ph-N(H)-C(=0)-(CH,)1.s-C(=O)OH],



rae Ph o3Havaer GeHMIEHOBYIO TPYIIY, MPEANOYTUTENBHO Napa-()eHUIEHOBYIO

rpymomy.

10.  Cnocob mo 1r060My U3 MPEAUIeCTBYIOIUX MTyHKTOB, OTJIHYAKMHICS TeM,
YTO HALEJEHHBbI HA TKaHb (PParMEHT NPEACTaBjsieT COOOW MOHOKJIOHAJIbHOE WIIH
MOJIMKJIOHAJIbHOE aHTUTENO, (hparMeHT aHTUTeNa (Takoii kak Fab, F(ab'),, Fab' unu scFv)

WM KOHCTPYKT TaKUX aHTUTEN W/UH (ParMeHTOB.

11.  Cnocob mo jrodoMy U3 MPeaIIeCTBYOMUX TyHKTOB, OTJIHYAIIHIACS TeM,
YTO YKa3aHHbIA HALlEJIEHHBIH Ha TKaHb (pparmMeHT mMeeT apPUHHOCTD CBA3BIBAHUS IS

peuentopa CD22, FGFR2, me3orenuna, HER-2, PSMA wmu CD33.

12.  Kowmrmiekc Topusi, HalleIeHHbIH Ha TKaHb, KOTOPBIH 00pa3oBaH WJIM MOXET

ObITh 00pa3oBaH criocobom 1o odomy u3 m. 1 - 11,

13.  Kommnekc Topusi, HalEJEHHbI Ha TKaHb, MO 1. 12, coaep:Kalui 4eTbipe

¢parmenta 3,2-HOPO.

14. Kommuiekc Topus, HAUEJEHHbIH Ha TKaHb, no M. 12 wm 13, umerommit
apdunHOCTh CcBsizbiBaHUs Uit penenrtopa CD22, FGFR2, me3orenuna, HER-2, PSMA
unu CD33.

15. Kowmmiekc Topusi, HaleNeHHbII Ha TKaHb, MO JOOOMy u3 mm. 12 - 14,

cozeprKaruii 4+ HOH PaXHOHyKJIHAA TOPHSL, H3JIYHAOLIEro alb(a-JacTHIIbL, TAKOrO Kak > Th.

16. Kowmmiekc TOpusi, HalleJeHHbI HAa TKaHb, MO JOOOMy w3 mm. 12 - 15

CoZlep KalInii OKTafAeHTaTHbIN xenaTop ¢popmybl (VIb) wu (VII):
0] OH
OH O HN%O
AN H v[N\/\NH OH
OH O J/ N R. O Ag°
Oﬁé)l\l\l N
H
AN

(VIb)



O OH

0

RN NH HN%

N H H SN
N N

OH O J/ NOSNTNNSNH O OH

R N R¢ 0 Y 0]

H
N~ N
(VII)

rae Rc oO3HawaeT CcoeOMHUTENbHBbIA (parMeHT, KOTOPBIH MPHUCOENHHEH C
NOMOIIBED aMHIHOW TPYMIIBI K HALEJIEHHOMY Ha TKaHb ()parMeHry,

npennourutenbHo AGCO0019.

17. Komrmiekc Topusi, HalleIeHHbI Ha TKaHb, MO Jirobomy u3 mm. 12 - 16,
COIlep Kallliii HALISJICHHBIH Ha TKaHb ()ParMeHT, BHIOPAHHBIN M3 MOHOKJIOHAJBHOTO WJIH
NOJIMKJIOHAJIBHOTO aHTUTeNa, (pparmMeHTa anturena (takoro kak Fab, F(ab'),, Fab' nmm

sCFV) WM KOHCTPYKTa TaKUX aHTUTEN W/UH (PparMeHToB.

18 Komruiekc Topusi, HallelIeHHbI Ha TKaHb, MO JiroOomy w3 mm. 12 - 17,
COZIep KAl HALleNIEHHBIN HA TKaHb (PPArMEHT, BKJIFOUAIOIINM, 110 MEHbIIEH Mepe, OJIHY
NEeNTUAHYIO Lenb, 0 MeHbInel Mepe, ¢ 90% HAEHTHYHOCTBIO TOCIEA0BATENBHOCTH, T10

MEHbIIEH Mepe, ¢ OAHON U3 CIEAYIOIMX MOCIEA0BATENbHOCTEH:
Jlerkas nenb:

DIQLTQSPSSLAVSAGENVTMSCKSSQSVLYSANHKNYLAWYQQKPGQS
PKLLIYWASTRESGVPDRFTGSGSGTDFTLTISRVQVEDLAIYYCHQYLSS
WTEGGGTKLEIKR (SeqID1)

DIQLTQSPSSLASAAVEDRTMSCKSSQSVLYSANHKNYLAWY QQKPGQ
KAKLLIYWASTRESGVPSRFSGSGSGTDFTFTISSLQPEDIATYYCHQYLS
SWTFGGGTKLEIKR (SeqID2)

Tsokenas uens:

QVOQLQESGAELSKPGASVKMSCKASGYTFTSYWLHWIKQRPGQGLEWI
GYINPRNDYTEYNQNFKDKATLTADKSSSTAYMQLSSLTSEDSAVYYCA
RRDITTFYWGQGTTLTVSS (SeqID3)




QVOLQQSGAEVKKPGSSVKVSCKASGYTFTSYWLHW VRQAPGQGLEWI
GYINPRNDYTEYNQNFKDKATITADESTNTAYMELSSLRSEDTAFYFCA
RRDITTFYWGQGTTVTVSS (SeqID4)

QVOQLVQSGAEVKKPGSSVKVSCKASGYTFTSYWLHW VRQAPGQGLEWI
GYINPRNDYTEYNQNFKDKATITADESTNTAYMELSSLRSEDTAFYFCA
RRDITTFYWGQGTTVTVSS (SeqID5)

19. dapmaueBTuueckas mnpenapatuBHas ¢Gopma, copepikaiias, MO MEHbLIEH

Mepe, OJMH KOMILIEKC TOPUSI, HalleJICHHbIN Ha TKaHb, Mo Jrodomy u3 mm. 12 - 18.

20. @apmaueBTuydeckas mnpemnapatuBHas (opma mo m. 19, IONOJIHUTENBHO

coJiepsKaIiasi IUTpaTHbIN Oydep.

21. ®dapmanesTuueckass mnpemnaparuBHas ¢opma mo m. 19 wm 20,

JOTMOJHUTENBHO —COAeprKamas mnapa-aMuHoMmacisiayio  kucinotry (PABA), u, mpu

HeoOxonumocTH, EDTA (3TuneHaAnaMUHTETPayKCYCHYIO KHUCJIOTY) W/WIIH, 1O MEHbIIEH

Mepe, OJIUH MOoIUCcopoaT.

22. IlpumMeHeHHE KOMIUIEKCA TOPHS, HALEJIEHHOrO Ha TKaHb, MO JFOOOMY M3
nn. 12 - 18 nnu papmanesrudeckoii npenapaTuBHOi GopmMbl o Jrodomy u3 n. 19 - 21
IUIl TIPOM3BOZICTBA JIEKAPCTBEHHOTO CPEACTBA MAJIA JICYEHUs TUIEPIITIACTUYECKUX WIIH

HEOIUIACTUYECKHX 3a00JI€BaHU.

23. IlpumeHeHue mno n. 22, oTJu4Yawmeecss TeM, 4YTO YKAa3aHHBIM
3a001eBaHIEM SIBISIETCS] KAPIIMHOMA, CApKOMa, MUENIOMa, JIeHKkeMus, TUM(POMa HIH pak
CMCUIaHHOT'O TUIIA, BKJIFOYass HEXOIKKHHCKYHO .]'II/IM(I)OMy nnu B-kieTounbie HEOILIIa3MBbI,
paK MOJIOYHON JKene3bl, JSHIAOMETPHs, >KENyJOYHO-KHULIEYHOrO TPaKTa, OCTPbIU
MHEJOUAHBIN JIEWKO3, paK MpeACTATENIbHOM Kele3bl WM MO3ra, Me30TeIHOMY, pak

SAMYHHUKOB, JICTKHUX HUJIN HOH)KGHYHOHHOﬁ JKEJIC3hI.

24, Cnocob nedeHUsT 4YeNOBeKa WM KUBOTHBIX (B YaCTHOCTH, TMAIMEHTOB,
HY>KIAIOIIUXCST B TAKOM JICUEHUH ), BKIIIOUAIOMUN BBEIEHUE, [0 MEHbIIEH Mepe, OHOTO
KOMIUIEKCa TOPHsI, HAIEJIECHHOTO Ha TKaHb, 1Mo JIodomy u3 mir. 12 - 18 win, mo MeHbIei

Mepe, OTHOM (phapMaLeBTHUECKOH MpenapaTuBHON Gpopmbl 1o robomy u3 m. 19 - 21.

25. Cmoco6 mo m 24 pusd  JIeYeHUS  TUNEPIUIACTHYECKOro  WJIH

HEOIJIACTUYECKOT0 3a00JIeBaHMs, TAKOrO KaK KapLIMHOMA, CapKoMa, MUEJIOMa, JIEHKEeMUS,



miM¢poMa WM paKk CMELIAHHOTO THUIMA, BKJIOYAs HEXOKKMHCKYIO JUM(POMY HIIN
B-kneTouHble HEOMIa3MBbl, PAK MOJIOYHOM KEJIE3bl, SHIOMETPHS, KEJIy J0OYHO-KUILIEYHOrO
TpaKkTa, OCTPBIM MHEJOUIHBbIM JIEMKO3, pak MPEACTaTeNbHOM »Kejle3bl WA MO3Ta,

ME3OTCIIMOMY, pPaK AUYHUKOB, JICTKHUX HUJIN HOI[}KGJ'IYI[O"IHOI\/'I JKEJIC3DBI.

26. Kommekc Topusi, HaLleIEeHHbIH HA TKaHb, 1O Jrodomy u3 mm. 12 - 18 win
dapmaneBTHYecKas mnpenapatuBHas ¢opma no jgobomy u3 nm. 19 - 21, xoropble
NPUMEHSIIOTCS  JJIsl  JICYEHHsT  TUIEPIIACTUYECKOrO  W/WIM  HEOIUIAaCTUYECKOTrO
3a001eBaHMs, TAKOTO KaK KapLUHOMA, CApKOMa, MUEJIOMa, Jielikemus, tumpoma nim pak
CMELIAHHOTO THIIA, BKIIFOYAsl HEXOMKKHHCKYIO JIUM(OMY WU B-KJIeTOYHBIE HEOTUIA3MBbl,
paK MOJIOYHOM >Kene3bl, SHIOMETPHUS, JKENyAOYHO-KHIIEYHOrO TpaKTa, OCTPHIi
MHEJOUAHBIN JIEWKO3, paK MpPeACTATeNbHOM Kele3bl WINM MO3ra, MeE3OTEIHOMY, pak

SAMYHHUKOB, JICTKHUX HUJIN HOH)KGHYHOHHOﬁ JKEJIC3hI.

27. Habop s nmpuMmeHeHus: B criocode no mobomy u3 mm. 1 - 11, mpu 3Tom
yKa3aHHBII HA0OP CONMEPIKUT:

1)  OKTaJEHTATHBIH XenaTop, COIEpP AN YeTbIpe THAPOKCHIHPHINHOHOBBIX
¢parmenta (HOPO), 3amemenubix B N-monokennn C;-Cs-ankuibHON
TPYIIONH, M COENUHUTENbHBINH (PparMeHT, 3aKaHUYMBAIOIIUNCS TPYNION
KapOOHOBOH KHCIIOTBI,

il) 1o MeHbLIEH Mepe, OAMH HALENEHHbI HAa TKaHb MENTUA WIN OeloK,
COZEpIKAIIUi, IO MEHbILEI Mepe, OMH AMHHHBIN (PParMeHT,

iil) 1O MeHbIIel Mepe, OJUH PEeareHT, CBSA3bIBAIOLINI aMUIbL, 1

iv) mnpu HeoOXOOUMOCTH U  TPEATNIOYTHUTENIbHO  PAJUOHYKJIUA  TOPUS,

U3JTYYArOIIHHA aib(a-d4acTHIIbI, TAKOW KaK 27T,
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durypbl
YckopeHHasa ctabunbHocTb AGC1118 npu 40°C
Oenb: O 5 15 0 5 11
100 1 =

— 20 -“‘j‘f‘
%’ Vi @0ens 0
< o
cﬁ 60 y B[leHb 5
o mfleHs 11/15*
O Ve

20

0

-EDTA/pABA +EDTA&/paBA

* Oenb 11 ana obpasua ¢ EDTA/pABA

MpoTokon uccnegoBaHust ctabunbHocTU: 5 MKN KOHblorata AGC1118 (npubnus. 1
Mr/mn) Beenu B KomnoHKy TSKgel SUPER SW 300, 4 mkm, 4.6 x 300 mMm (Tosoh
Bioscience) ana otaeneHusas MOHOMEPOB OT arperatoB, )parMeHToB M OydepHbIX
KOMMOHEHTOB npenapaTtuBHbIX opm. MNoasmxkHasa dasa npeacraenana cobon 0.2M
auetara ammoHus ¢ gobasneHnem 0.3 M NaCl, Tekywyo npy NnpousBoAMTENBbHOCTH
0.35 mn/MyH npu Temneparype okpyxawuwen cpedbl. OnuMHbl BONH AETEKTUPOBAHUA
yctraHoBunum Ha 335 HM u 280 HM, a cooTHowweHue xenata u aHtutena (CAR)
onpeaenanu ¢ MNOMOLIbI0 OTHOoweHnsa nnowaau 335 k 280, ¢ nCnonb3oBaHMEM
kO3(pPULMEHTA SKCTUHKLMM XenaTopa U MOHOKITOHANbHOTO aHTUTENa COOTBETCTBEHHO.

durypa 1: [JaHHble, aeMoHCTpupylowme crabunuampytowmin achdpekt EDTA/PABA

Ha koHbtoraT aHTuTena AGC1118 B pactsope.
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UccnepgoBaHue H,0, 0.9 % o6pa3uos NaCl
0,60
®

3 0,50
B
S 0,40
s
2
o 030 - @ TpacTty3ymab
T & y #CD33
o
@ 020 B PSMA
(3]
2 % ACO115
= 0,10
[ =
(o]
x

0,00

(T 5 10 15 20 25
0,10
O6pasey #
durypa 2a)
UccnepgoBaHue H,0, o6pa3uoB auetara

0,60

0,50 W
=
3 L 4
5 040
s
2
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o
@ 0,20 BB PSVIA
(*]
2 > ACO115
s ®
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(r 5 10 15 20 25
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durypa 2b)
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UccneposaHue H,0, 0.9 % obpa3uoB uutpara

0,60

0,50
g
A
é 040 @ Tpacrty3ymab (5)
s
5‘: 0,30 #CD33 (5)
£ B PSMA (5)
?_; 0,20 < Tpactyayma6 (10)
8 ¥ CD33 (10)
s 0,10
5 X #PSMA (10)
% ® g @

0,00 % >

(r 5 10 15 20 25
0,10
O6pasey #
durypa 2c)

durypa 2: Oddekt Ha ypOBHW nepokcMaa BOAOPOAa pa3nuyHbix Oydepos,
coaepxawmx koHbtoratel aHtutena HOPO, obny4yeHHbix nanyyeHnem 10 klp: a) —

NaCl, b) — ayerar, c) — yutpar.

CTabunbHOCTL BbICOKOCNELMMUYHON akTUBHOCTU 2 Th-AGC1118
(B unTpartHbIx 6ychepax, c/6e3 nod6aBneHmnsa pABA, pH 5.5)

100,0
20,0 amgfpe] 1 7800 kBK/MI; 30 MM UMTpaTa
80,0
70,0 == 8000 kBK/MI; 100 MM uMTpaTa
60,0
w3 8100 KBK/MP; 30 MM umTpara + 2 mr/mn
R 500 pABA
40,0 =4 8000 kBK/MI; 30 MM umTpaTa + 0.2 Mr/mn
30,0 PABA
200 wespsee by 7900 kBk/mr; 30 MM umTpata + 0.2 mr/mn
’ pABA
10,0
0,0

Q 1 2 3 4 5 6 7
OHeH Noc.Ae peakUHAH

®urypa 3: Paavoctabunusmpyowmin acdodekt *'Th-AGC1118 (aHanms metofom

WHppakpacHon pnyopecueHLnmn) co cneynnyeckon akTMBHOCTBIO NPUBNN3UTENBHO
A0 8000 bk/mkr.
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150
5 -® Th-227-AGC1118, 5 kBKk/Mn
5 ‘@ Th-227-AGC1118, 5 kBKk/Mn
§ 100 ~&= Th-227-AGC1118, 5 kBK/Mn
3 -¥: Th-227-AGC1118, 5 kEx/mMn
(o]
5 “¥ O6bluHas cpeaa
¢ 5o
(%]
=
x
S

D 1 L] L] 1

0 2 4 6 8

®urypa 4: Lintotokenurocts #?’Th-AGC1118 B oTHoweHnn Ramos ¢ apyroii obLeil

aKTMBHOCTbIO (Bpems uHkybnposarus: 4 4.) (Cm. Mpumep 3)
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NHua CD33-noioXUTEIbHbIX KeTOK SinHua CD33-oTpuuaTe/ibHbIX K1eTOK
(Hl—ﬁn) (annc)
200+ 300+
X 150+ x
= =
au al
=5 5 200-
o 100@70 TS e ot r
E Ao E
2 ~veell - E
B 501 .. * =
- S 1004-m===
E ..... . E
al 0 T T T 1 al
@ 0 2 4 6 8 §
E OHen E 0 T T T
¥ Cpena 0 2 4 6
-9 AGC0718 .
‘@ 2'Th.AGC0718 (20 KEK/MJ1 Fren
i (20 kBr/mIl) -~ Cpena
=4 22'Th.AGC0718 (2 kBKk/MJ1) -
-0 KonTpons 2/ Th-nsotuna (20 8- “Th-AGCO0718 (5 kbk/MIT)

®urypa 5: #'Th-AGC0718 nHayumpyeT nsbuparensHoe yHuuToxeHne CD33-nonoxuTensHbIX KNeTok in vitro (Mpumep 4)
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M3yyeHne UMTOTOKCUYHOCTU
knetok 227-Th:AGC0118 n
knetok SCOV-3

150 -

100 -e— BbICOKaA yaenbHasa aktuBHocTb AGC0118

-@- Her. Ctr

-4 - HU3KaA yaenbHasa aktuBHoctb AGC0118
50 -

% XXN3HecnocobHOCTb

kbk/mn

®urypa 6 - Lintotokenurocts 2’ Th-AGC0118 npw Bbicokon (20 KBK/MKT) 1 H13KOM (7,4 KBK/MKF) cneyuduyeckon akTUBHOCTY.
HeratvBHbIM KOHTPONEM SABMSANCS KOMMMEKC nenTug-anbOymuH co cnabon CBA3bKD C aHarorM4yHou A03MPOBKOWN, BPEMEHEM

WHKYOaLmMM 1 KONUYECTBOM AHen 10 BblI6opkn uHdopmauymun. Cm. MNMpumep 5.
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FGFR2-nonoxutenbHasa knetoyHasa nuHua NCI-H716

50- — Th-227-AGC2518 (LeHb 5)
5 - Th-227-AGC2518 (HeHb 7)
§ ~#= Th-227-WUsotun (deHb 5)
S Th-227-W3otun (JeHb 7)
2
O
()
I
(]
=
X
L
X 0 T T T T 1
0 10 20 30 40 50
KBbk/mn

durypa 7: #'Th-AGC2518 wvHAayuupyeT wnsbupaTtensHoe yHuuToxeHne FGFR2-

NOMNOXUTENbHbIX KNeTokK in vitro. Cm. MNpumep 6

TpaHchUymMpoBaHHasA ME30TENUH-NONOXUTENbHAA KNeToyHasa nuHus HT29

150 7

-e- Th-227-AGC2418
-#- Th-227-AGC2618

100 “# HeobpaboTaHHble kneTkn CTR

501

% XXn3HecnocobHOCTb

0-
108 10 102 10° 102

KBk/Mn
durypa 8: 'Th-AGC2418 uHayLmMpyeT n3bupaTenbHOe YHUUTOXEHNE ME30TENMH-

MOMNOXUTENbHbIX KNETOK in vitro. Cm. MNMpumep 7
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LNCaP kneTku
PSMA oueHeHHbI Ha 150000 peuenTopoB/KnNeTok

—— 2'Th-AGC1018
—a- 22"Th-pzoTmn

100+

e HaoBpaboTaHHble KNEeTKU

501

o--l-l'l'rlﬂ—l—l_l-l'l'l'fq—l—l_l-l'l'l'fq—l—l_l-l'l'l'rq
10 10 -2 10° 102

KunsHecnoco6HOCTL (% HeOOpaboT. KNeTokK)

O6bwasn akTMBHOCTbL (KBK/MnN)

durypa 9: **’Th-AGC1018 wuHayumpyeT wusbupatensHoe U [0303aBUCUMMOE

yHU4TOXeHue knetok PSMA-nonoxutensHbix LNCaP knetok in vitro. Cm. Mpumep 9.
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