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OIIMCAHME M3OBPETEHUA
2420-556604EA/060
[IPETEPIIEBIME CAMOCBOPKY IMEJIOKCOIIOJIMMEPEI, COCTOSAIIME N3 PEGMEMA U
HECVYIIMX JIEKAPCTBEHHOE CPEICTBO IIOJIMMEPHBEIX CEI'MEHTOB

370 n3obpeTeHue OTHOCUTCH K KOHBOIaTaM IOJIMMEP—
JIEKapCTBEHHOE CpelCcTBO QOopMyJiHl I, K arjioMepaTaM, COCTaBJIEHHBM U3
KOHEBOTAaTOB IIOJIMMEP-JIEKapCTBEHHOE CpPelCcTBO QOopMyJiEL 1, crnocobam
[IOJIYYEHHU S YIOMAHYTEX KOHBOIATOB IIOJIMMEP—JIEKAPCTBEHHOE CPENCTBO U
arJioMepaToB U UX I[IPpUMEeHeHMI B JedeHuM 3abdojieBaHMM, TaKMxX Kak
pak.

YPOBEHb TEXHUKNM V3OEPETEHNMA

XuMmoTepalleBTUUECKMEe CpPencTBa, VCIIOJIb3YEeMEIe IJIA JIeUeHUd
paka B OOJBIMHCTBE CBOEM ABJIAITCHA LUUMTOTOKCHUUYECKMMM. OTU CpelcTBa
MOTYT HakKallJIMBaTbCAa B TKaHAX TeJla IIOMMMO 3OHE-MUIIEHM, UYUTO B CBO
ouepellb ABJAETCS IIPUUMHOM CHMWXEHHOM TepalleBTUUEeCKOW IIOJIB3H U
HeXeJlaTeJIbLHOTO pacllpelelleHUd JIeKapCTBEHHOT'O CpelcTBa I[I0 3IO0POBHM
TKaHAM TeJla. HeKOHTpoJIMpyeMoe pacllpeleljieHre STUX CPpencTB II0
BCEeMY TeJly BHBHBaeT CUJIbHHE NOOOUHHEEe 30PeKTH y IalMeHTa.

IO1a pemeHUS BHIIEYIIOMAHYTHX OIpodJeM, pa3padaThHBalTCId CUCTEME
OOCTaBKM  JIEKAPCTBEHHOTO CcpencrtrBa, KOTOpPEIE MOTYT IOCTAaBJIATDH
JleKapCTBeHHOe CPpelCTBO B 3OHE-MUIIEHM Tejla. HamnopuMmep, B HEKOTOPHX
nmomnxomax JiedyeHMsA paka, B BTHUX CUCTeMaxXx MCIOJb3yeTcad 30PeKT
[IOBHIIEHHOM IIPOHMIIAEMOCTM U yIepxuBaHusa (EPR), KOTOpPHM o3HauaeT,
uTo HOCHUTEJN JIEKapCTBEHHOTO cpencTrBa, MenIme BEICOKYIO
MOJIEKYJIAPHYIO Maccy u OOJILIION TUOPOOMHAMUYECKUN odbeM,
HakallJIMBaKTCAd B COJIMOHHX OINyxXoJdx, a D2T0, B CBOK oOuUepelb,
IPUBOIOUT K I[IaCCUBHOMY HalpaBJIEHUI  MOJIEKYJIH  JIEKAPCTBEHHOTO
cpeIncTiBa K OIIYX0JIeBOM TKaHM ¥  MUHUMMU3MPOBAHMIO pPaspylleHUS
3I0POBOM TKAHM XUMMUOTEPAaleBTUUECKUMMM CPeICTBaMM.

[Tocie OBHapyXeHUA sbderTa IIOBHIIEHHOM MIPOHUIIaEMOCTHA "
yoepxuBaHusa (EPR), MaKpOMOJIEKYJIEL C OJIMTEJBHEIM KpPOBOOOpaleHMeM
CTaJl¥m OCHOBHHMM BeleCTBaMM IJIS JOCTaBKM JIEKapCTBEHHOTO CpeIacTBa
filaronapsa YJYUIIEHHOMY HaKallJIMBAHMIO B OIIYXOJIAX UYepe3 KPOBEeHOCHEHEe
COCYIH C TOPUCTHMM CTEeHKaMM.

CymecTByeT OOJIBIIOW MHTepeCc K IIOJMMEPHBEIM aTJloMepaTaM B

CruCcTeMax IOOCTaeBKM JIeKapCTBEHHOI'O CpelCTkBa IOJIA JIeUeHMA PpPaKOBOI'O



3abojyieBaHMa B OCHOBHOM OJlarolapsa MX CBOMCTBaM paclpenejyleHMsa B
TeJle. Hacrmodmee wmM300peTeHMe TaKXe OTHOCHUTCHS K  alJiloMepaTaM,
KOTOPHE IOIOXOOAT IOJIA I[PMMEeHeHMS B JOCTaBKe JIEKAPCTBEHHOTO
CpencTBa, B YaCTHOCTM, I[NIPOTMBOPAKOBHX CPENCTB IJIA JIeUeHMSa paka.

OBJIACTL TEXHUKM, K KOTOPOM OTHOCUTCA M30OBPETEHNE

CymecTBy©T pPas3JIMUHEE TUIE MEeTOIOB IIOJIYUEHUS  IIOJIMMEPHEIX
arnJIoOMepaToOBR, M3BECTHHX B CYIECTBYKIEM YPOBHE TexXHUKM. Hamnpumep,
caMocOopka [IOJIIMEPHBIX COeIMHEeHUMN ABJIAETCA [IPUBJIEKATEJIEHEM
criocofoM IMOJYYeHMS I[IOJMMEepPHOTO aTlJioMepaTa. Ou3eHOepr C KoJJIeraMu
IIPOOEMOHCTPUPOBAJI [IepPBHM [IpUMEpP caMoOCOOpKU aCUMME TPUUHBIX
COIIOJIMMEPOB B pacTeopax B 1990-x r1omax. 3aTeM, BHUMaHue OBUJIO
COCPpenoTOUeHO Ha aMOUOQUIIBHEIX OJIOKCONIOJIMMEpax, HWMeKIMX IIOJIMMEPHEE
BJIOKM C PasJIMUHEMU OUBUUECKUMY U XVUMUUECKMMM CBOMCTBaMM, KOTOPHE
BHpabaTHBAaT IIOJIMMEPHEE CTPYKTYPH B pe3yJibTaTe CcaMOCOOpKHU.

BrOn JIeKapCTBEHHOTO CpencTBa B Takue IIOJIMMEPHEE alJioMepaTh
MOTYT OHTb OOCTUIHYT B pe3yJibTaTe KOBAJIEHTHOT'O IIPUKPEIJIEHUSA WK
dM3MUeCcKOTO MHKAICYJIUMPOBAHUA uUepes’ IUAPpOodoOHEE B3aMMoIeMcTBUS. C
yd4eToM OuUeHb MaJioTo ofmero obbeMa STUX  aljloMepaToB B UMX
KOJIJIOMIOHEIX  CYCIEeH3UAX, BHICOKAasa CTeleHb BBOIa JeKapCTBEHHOTO
CpelICcTBa MMeeT pelaplee 3HadeHMe IJIS [oJydeHUsa 30OeKTUBHEX
COCTaBOB C JIeKapCTBEHHHM CpPEeIOCTBOM. Huszkasa CTelleHb BBOIA
JIEKapCTBEHHOTO cpeIncTBa B MIOJIMMEPHEE arnJIoMepaTH, TJIa BHEM
oBpazoM, B MHULEJJIAPHEX COCTaBax, I[IO-TIpeXHeMy, SABJISeTCS OCHOBHHM
HeJOCTaTKOM B IaHHOM oBJjlacTH.

HeCcKOJIBEKO MCCJIeNoBaTeJIel BaHAJMCL pPeleHreM DSTOW IIpOoOJIeME

IyTeM MCIOJIBE30BaHUA TN-T-B3aMMOIEVMCTBUN OpY MOIUOUMKALUM MOJIEKYJI
JIeKapPCTBEHHOTO cpencTBa NI IpYMeHeHU S OOTIOJIHUTEJILHOTO
CoenMHEeHMS BMeCTO ofeclneueHMS KOBAJIEHTHOTO IpUKpelJeHrsa. OOHAKO,
arperaTH HeKallCyJMPOBaHHOTO JIeKapCTBEHHOTO CpeICTBa B COoCTaBax C
IOJMMEPHEIMM HaHOUaCTHIIaMM MULEJIJISPHOTO THIla COCTAaBJIAKRT eme OIUH
HeDoCcTaTok B of0ecledeHuy 0e30IIaCHOTO COCTaBa IJiS MX KIMHUYECKUX
IPVUMEeHeH N .

B mpyromM nonmxone, MTeH3eJlb C  KOJUIe'aMM  MCIOJIB30BaJM
aMoUOMIIL HEE BJIOKCOIOJIMMEDH c IPUKpPEeJIeHHEM JIeKapCTBEHHEM

CpelCTBOM B IIOJIYUYEHNM I‘I/I,JIpO(]_)O@HOI‘O CeI'MeHTa GHOKCOHOHMMepOB IOJI4



[IOJIYYEeHMA IIOJIMMEPHHX alJloMepaTob. JTa cCcTpaTel'Msd He II03BOJMIa
o0ecCreunTs [IOJIHYO KOHBOI'alND JIEKAPCTBEHHOTO cpelcCcTBa C
[IOJIMMEPHEIM KapkKacOM BCJENCTBME IIPOCTPAHCTBEHHOI'O 3aTpyIHEeHW,
YTO IIPMBEJIO K He OTUeTJIMBO BHpPaXeHHOM KOHEUHOM CTpyKType. Kpowme
TOTO, ocTammmeca  pPeakUVMOHHOCIIOCOOHEE TPYyINIE  Ha [IOJIMIMEPHOM
Kapkace BCJeIACTBME HEINOJHOM KOHBOITAUUMM MOTYT IMIPeNCTaBJATE CoOon
HauboJee BaXHEI HeIOCTaToOK TakKoIo pona CTpaTermun ocT-
IOJMMEPU3ALMMOHHON KOHBOT'allUn n3-3a BO3MOXHEIX HexXeJlaTeJbHBIX
BMOJIOTUYECKUX B3aAVMMOIEMCTBUN 1n ViVO.

B cBeTe TekylWleI'0 COCTOAHMA YPOBHA TeXHUKM, IIOOBTOXEHHOTO
BHIIEe, CYIEeCTBYyeT IIOTPpeOHOCTL B OJIOKCOIOJMMepax W arlJjioMepaTax,
[IOJIYYEHHBEX U3  HUX, KOTOPHE MOTYT OBTH  XOPOWO  OIpeleJIeHE
[IOCPenCcTBOM comepXaHnsa JIEKAPCTBEHHOTO CpeIlcTea, KOTOpPEE
obecneurBanT SPQEeKTUBHYK KOHBOIALMID JIEKAPCTBEHHOTO CpencTea 0es
KaKUX-JIMOO OCTalIMXCA PeaKUMOHHOCIIOCOOHBEIX LEeHTPOB, M, KOTOPHE
VMMEIT BEICOKYK CTelleHb BBOILA JIEKapPCTBEHHOT'O CpencTBa.

ABTOpPH n300peTeHnA OBHaPYXUIIN, UTo aMOMOMIIL HEIe
OJIOKCONOJMMEDPE  COIJIACHO  HACTOAlleMy  M300peTeHMI  Oo0ecCleuuBalT
obpaszopaHMe alJIOMEPATOR MMULEJJIAPHOT'O THIIa, KOTOPHE MMEIT BEHCOKOE
comepxaHue JIEKAPCTBEHHOTO cpelcTBa u, KOTOPEHE XOPOMO
OIPEenelIaTCsa IOCPENCTBOM IIPUKPEIUJIeHUS JIeKapCTBEHHOI'O CpelcTBa.

KPATKOE OIIMCAHUE M30OBPETEHUA

HacTodmee n3obpeTeHre OTHOCUTCS K  KOHBRIATy  IIOJIMMep-—
JIEKApPCTBEHHOEe CpelCTBO B QopMe OJIOKCOIOJMMEpa IJiS ITOCTaBKU

TepalleBTUYeCKMX CpeldCTB, KOTOpBIﬁ IIOKa3aH B CDOpMyJIe T
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VMHEMM  CJIOBAMM, MSO@peTeHMe OTHOCHUTCA K KOHEBRI'ATY IIOJIMMEP—

JIeKapCTBeHHOe cpencTBO Qopmysel I B dopme OJIOKCOMNOJMMEpa WU



anJIoOMepaToR, [TOJIYYEHHBIX n3 KOHBOTAaTOB MOJIMMEP—JIEKAPCTBEHHOE
Ccpencreo QopmyJiHl I, Tme

R, m R, HeszsaBucuMO BHOMpawT M3 H miam —CHs

R; BHOMpawT M3 —-H miam —-CH;

X O3HauvaeT HaTypaJibHOe UuMcJio Mexny 1-100

y OB3HadvaeT HaTypalJlbHOe uucjo Mexmy 1-100

n O3HauvaeT HaTypaJlbHOEe UMCJIO Mexny 1-50 u

L npencraBJgeT CcoboM paclellJISeMBl JIMHKep, WM L MOXeT
OTCYyTCTBOBATL, WU

D 1pexncTaBageT coboM  TepaleBTUUECKOe CpPencTBO, KOTOpoe
BHOMpPAT M3 TPYINIH, BKJIOUYaKIeM KkKoMmOpeTacTaTuH, 5S-dTopypaumi,
reMUMTaOMH, XJIOPOXMH M HOOKCOPYOMLMH

A O3BHauvaeT KOHLEeByW TpPYIIly, WIM A MOXeT OTCYyTCTBOBAaTb

B 0o3HauaeT KOHIEBY I'PYIIly, MIM B MOXeT OTCYTCTBOBATH

ABTOPH n3obpeTeHmA OOHapPyXUIIN, UTo B OOIIOJIHEHME K
IIPEeONOJIEHUIO HEeIOCTAaTKOR IIOJIMMEPHBEIX alJIOMeEpPaTOB M3BECTHOI'O YPOBHA
TEeXHUKU ; [IOJIMMEPHEE arJjioMepaTsl 1o HacTodleMy n300peTeHND,
KOTOPHE COCTaBJIEHH M3 KOHBOIATOB IIOJIMMEP-JIEKAPCTBEHHOE CPEenCTBO
bopmyJsiel I, Takxe II03BOJIAIT CHUBUTL KOJIMUECTBO IIOJMMepa, KoTopoe
oaercs naumMeHTy BCJIeICTBUE BEICOKOTO BBOIA JIeKapCTBEHHOTO
CcpencTrBa.

I[IOOPOBHOE OIIMICAHME M30BPETEHNA

TepMMH «KOHBIOITAT IIOJMMEp-JIeKapCTBEHHOE CPeIOCTBO» OTHOCUTCHA
K  IOJMMEPHOM CTPYKTYPE, VMEeKMey  TepaleBTHUUeCKOoe CpelCcTEO,
KOBAJIEHTHO IIPUKPEILJIeHHOEe K IIOJIMMEpPY .

TepMuH KIIOJIVIME PHEIV anJjioMepaT» OTHOCUTCH K CTPYKTYPE,
VMenmey nuamMeTp Mexnoy 1-100 HM. YIOMAHYTHE aTlJIOMepaTH COCTOAT U3
IpeTepleBlMX CaMOCOOPKY IIOJMMEPHEX Ilelel, M OHM MOTYT MMEeThL WJIU
MOTYT He MMEeTBHb IIOJIEE I[IOJIOCTM Pa3JIMUHEIX Pa3MepOoB.

TepMUHEl «IIOJIMMEPHHEM KapKac» ¥ <«IIOJMMEPHHM OCTOB» MOTYT OHTb
MCIIOJIL30BAHH B3aMMO3aMeHIeMO WM OTHOCATCH K IIOJMMEePHOM lenu,
VMenmey OOKOBHEe lLelM WM I[IeHIaHTHHe TpPynneH. Hamopumep, ©okoBad
IIENE MOXET MMETH OJUTO-3TUMJIEHTJIMKOJIEBOE 3BEHO, a I[IeHIaHTHAasd
TpyIlla MOXeT HeCTM OIHO TepalleBTUUYeCKOe CPelICTBO WM JIOYL
IpyTyR TpPVYIIly, KOTopasd MOXeT OBTE MCIOJIb30BaHa NIJIS [IPUKpPEIJIeHUsA

TepalleBTMYeCKOTI'O I/I/I/IJ'H/I OIMarHOCTHUYEeCKOTI'O cpellCTBa I



HaOpaBJIAKIEN TPYIIIH.

Ha BceM TI[OpOTAXeHUMM  TeKCTa, TEPMMH «KOHBOTAT I[IOJIMMEP-—
JeKapCTBEHHOe CpencTEO 1o n300peTeHn», Kak crenyer
paccMaTpmMBaTh, O3HadaeT «KOHBOTAT [IOJIMMep-JIeKapCTBEHHOE CPenCcTBO
COTJIaCHO (opMyJie I» MM KKOHEBOTAT IIOJIMMep-JIeKapCTBEHHOEe CPelCTBO
GOPMY JIEL I» WJIN «popMy Ty I», " DTU TEePMMHEL MOIT'YT OBEITH
MCIIOJIL30BAaHE B3aMMO3aMeHsIeMo .

Ha BCeM OpOTAXeHUM TeKCTa, TEePMUH «IIOJIMMEepPHEEe aTJioMepaThl»
cljlenyeT paccMaTpMBaATBE KakK O3HauvawilrMe «HaHOUacTULy, COCTOANyl U3
KOHEBIOTaTa NoJIMMep-JIeKapCTBEHHOe CpelCTBO bopMy JIEL I» ZNRZN
«HaHOYUACTUIY, COCTOAMYK M3 COIOJMMEpa, IIOoKas3aHHOTO OQopMyJiom I»

WM «HaHouacTully, KoTopad ofOpas3oBajlaCk B pesyjbTaTe CcaMOCOOpPKHU

KOHEBIRI'aTa IIOJIMMEeP—JIEKAPCTBEHHOE CpenCTBO bopMyJIBL I» 2Nz
«MMHeHHHpHMﬁ arjomepatT, COCTOAMUN U3 CoIlioJjimMepa, IIOKa3aHHOT'O
@OpMYHOﬁ I», u STHU TEePMMHEL MOTYT OHITH VICIIOJIE 3OBAHEL
B3aMMO3aMeHAEMO .

TepMrH «PEG» OTHOCHUTCHA K IIOJIUBOUPHOMY COEOMHEHUIO, MMeKleMy
cTpykTypy H-(0-CH,-CH;)n-OR;, T'Ime n oO3HauaeT HaTypaJlbHOe UMCJIO
Mexny 1-200, m Rs BHOMpaoT 3 H wmam -CHs;. PEG onopemejsoT kKak
OJIUTOMEP nimn [IOJIMMED STUJIEHOKCHUIA . TepMMHEL «PEG»,
KIOOJUBSTUIIEHTUIMKOJIE Y, KIIOJMATUJIEHOKCHUI», «PEO», «IIOJIMOKCUDTUIIEH»
n «POE» O0OTHOCATCS K OIHOM M TOM Xe CTPYKType U MOTYT OHRTbH
MCIIOJIE30BAaHE B3aMMO3aMeHSIeMO B paMKaxX STOoI'O TeKCcTa.

B opmHOM BapmaHTe ocyllecTBJIeHUd, R;, R, m Rz HezaBuCHUMO
BHOMpanT M3 H umam —-CHs.

B omHOM M3 BapMaHTOB ocymecTeJieHrd R,=H, R,=H, Rs=H, wiu
R.=H, Ry,=H, R3= -CH;, wim R;=H, R,= -CHj;, Rs3=H, wmium R;=H, R,= -CHsy,
R3: —CH3, NI R:L:—CH3, R2: H, R3:H, VJIn Rlz—CH3, R2: H, R3:—CH3, MJIN
R:L:—CH3, R2= —CH3, R3:H, MJIN RIZ—CH‘?,, R2: —CH3, R3: —CH3.

TepMVH «OJIOKCONIOJIMMEP» OTHOCUTCH K CONOJMMEPY, TI'Ie BeCh
MOHOMED OIHOTO THUIla CIPpYNIMpOBaH BMeCTe, M BCe& MOHOMEPH OPYyI'OTO
THUIIa CTPYIIUPORaHH BMeCTe. KoHEBOTaTH [IOJIMMEpP-JIeKapCTBEHHOE
CPeICTEO IO M300peTeHMIK HaxXomdaTcda B GopMe OJIOKCOoNoOJMMepa. ToT
dakT, qTo KOHTBIOI'aTH IOJIMMepP—JIeKapCTBEHHOE CPeLnCTBO 1o
N300peTeHN HaxogAaTcd B bopme OJIOKCOIIONIMMEDPa, [IO3BOJIAET

obecrneunBaTE oO0Opasz30oBaHMe IIOJIMMEPHOTO alJioMepaTa IO M300peTeHUD.



TepaleBTHUUECKOE CPeICTBO IIPUKPEIJISnT K IOJMMEepy IIOCPeldCcTBOM
pacmerjigseMoro JIMHKepa, TakK UToOH TepalleBTHUUeCcKoe CpeldCTBO MOTIJIO
BHICBODOXIaTLCA, HaIpUMMep, B VYCJOBMAX BOCCTaAHOBJIEHMS, B YCJIOBUAX
OKMCJIEHUS WJIM B pe3yJjbTaTe TIUIPOJM3a CJOXHOTO 2dupa, ammia,
TUOpasuia.

YIOMAHYTHM pacHelJigeMbll JIMHKep MOXeT IIPpeOCcTaBJATL cobon
Jodon YTUIEeBOOOPOL WM 3aMemeHHBMN YTJIEBOOOPON Ha OCHOBE
cCoeIMHEHUSH, KoTOopoe CrioCco6HO OV CCOLMUPOBATE B YCJIOBUAX
dMBMOJIOTHUUECKOM Ccpelibl. B NpedlouTHUTeJIbHOM BapMaHTe OCyINeCTBJIEHUA
JMHKEeP MOXeT OHBTb BHOpaH M3 COeIMHEHMM, KOTOPHE pPAacCHellJISioTCsa B
OKMCJIMTeJIbHEIX YCIIOBUAX Oy XOJIN (Takmx Kak Jo6on C1—Cqo-
3aMeleHHB MM He3aMeNeHHBM UW/MIM  JIMHEeMHB W/WiIKM  LUKJIMJYeCKMUN
YTJIEBOOOPOL, conepxammi aleTallbHYI VI CJIOXHOBQUPHYIO
OYHKUMOHANBbHYD TPYIOINYy) WIM OPpM IIOMOIM CBEPX3KCIPEeCCUPOBaHHBX
bepMeHTOR, IMPUCYTCTBYKIMX B MEXKJIEeTOUHOM WMJIM BHYTPUKIETOUHOM
MaTpUKCe OIIyXOJIEBHX KJIETOK.

JIMHKep MOXeT TI[IpPelCTaBjaTb CcofoM JmodoM TUII CTPYKTYPHOM
eIMHUILE, CIIOCOOHOM CBABHBATHLCHA Kak C IIOJMMEPHHM KapKacoM, TaK U
C JIeKapCTBEHHHM CPeICTBOM, Kak Halpumep, I[I0JU (2TUJISHTJIMKOJIL) ,
aMMHOKMUCJIIOTA, [IOJIM (aMMHOKMCJIOTA ) (Hanmpumep, nenTmn VI
OJINTONENTUN) , WM IIOJUIIENTUO (HamopuMmep, ©OeJiok), Tak UYTOOB OIMUH
ee KOoHell MOT' 0B0pa30BEHBATL KOBAJEHTHYID CBSA3b C  IIOJIMMEPHEM
KapkacoM, a IpyToM ee KOHell MOT' OOpa30BHBATHL KOBAJIEHTHYI CBSA3b C
TepaleBTUUECKMM CPEeOCTBOM. JIMHKEPH TakKXe MOI'YT BKJIOUATL KOPOTKUE
INenTUOH C KOHKPEeTHHMM IMIelTUIHEMM II0CJIeIOBATEeJILHOCTAMM, KOTOpPLHE
ABJIAITCA KaTelCcuH B-J1a6mMJIb HEIMI (pacnamanTcsa non oercTBrueM
KaTencuHa B), Takme kKak Gly-Phe-Leu-Gly (SEQ ID NO: 1), Takxe
obo3HauaeMas kak GFLG, wmiau Val-Cit wmiam Phe-Lys wmam Val-Ala, wiu
Ala-Leu-Ala-Leu (SEQ ID NO: 2).

JIMHKep TakKXe MOXeT OpelCcTaBJIAThL cobort C;-Cip-yIUIEBOOOPOI WJIM
C1—C19— BaMemeHHHM WJIM TeTepo-3aMelleHHHM YTJIeBOOOPpOoIl, M3 YCJIOBUL,
UyTOBE OH cCcomepXalJl (OYVHKIMOHAJLHYI TPYINYy, KOoTopas IUCCOLUUUPYET B
YCIOBUAX (U3UOJIOTUUECKOM Cpenb, KaK HalpuMep, alleTalb, CJIOXHBIM
50vp, MMMH, aMui, INUCYJbOUI, KapboHaT, kKapbamMaT, I'MOPasOoH.

B omOHOM BapuaHTe OCYyMecTBJeHudI u3odbpeTeHuda, JuHKep (L)

npencrTaBjigeT cobom GFLG mim Val-Cit wmiam Phe-Lys wmim Val-Ala wuiau



Ala-Leu-Ala-Leu.

B oOHOM M3 BapMaHTOB OCYMeCTBJIeHUS Uu300peTeHud, JMHKEP
IpencTaBJIgeT cobour C1—-Cio— reTepo—3aMelleHHEN YTJIEBOOOPOI,
comepxXamuy, IO MeHblleM Mepe, OIOHY OUCYJILOUIHVID OYHKIMOHAJbLHYIO
rpynny wmiam Ci;-Cip— TeTepo-3aMeleHHHM YIUIEBOOOPOl, CoIepXamui, II0
MeHbIleM Mepe, OIOHY alleTallbHyln OQYHKIMOHAJbHYW Tpynny uin C;—Cig—
TeTepo—-3aMelleHHE YIJIEBOOOPOH, COoIOepXamul, II0 MeHbllel Mepe, OIHY
CIIOXHOBOUPHYI OYHKUMOHAJNBbHYID Tpynny wuin Ci;—Cip— TIeTepo-3aMeleHHbBN
YTJIeBOOOPOI, comepxXamun, 1o MeHbIIen Mepe, OOHY VIMMHHYIO
OYHKUMOHAaNIbHYD Tpynny uiam C;—-Ciog— TeTepo-3aMelleHHEN YIJIEBOIOPOmI,
comepxXamuy, II0 MeHBIIEM Mepe, OIOHY aMUIOHYKD OYHKIMOHAJIEHY TPYIIIY
mim C1—-Cip— T'eTepo-3aMelleHHEM YIJIEBONOPOH, COomepXalyul, 10 MeHbIeN
Mepe, OIOHY KapOOHAaTHYH OQYHKIMOHAJLbHYH TIpynny wuim Ci;—Cig— TeTepo-
3aMelleHHB  YTJIeBOOOPOnd, coIepxammi, 10 MeHbIleV Mepe, oOIOHY
kapbaMaTHyn OYHKUMOHAJLHYID Tpylny wuin C;—-Cig— TIeTepo-3aMelleHHbN
YTJIEBOOOPOI, comepxammi, 10 MeHbIeM Mepe, OOHY THIPa30HHYI
OYHKUMOHAJIBHYID TIPYIIY .

B eme OIDHOM BapMaHTe OCYWECTBJIEHUA MU300peTeHUd JIMHKEP MOXeT

IpeICcTaBJIATh cobom  Ci—=Cqg— 3aMeMeHHE MM  TeTepOo-3aMelleHHBM
YIUIeBOLOOPOL, comepxamuit nOBe wuIM 0OoJiee (QYHKUMOHAJBHEX TPYIII,
BHOPAHHEX M3 TPYIIIOE, BRJOUAKIEN aleTalb, CJOXHEM 20Up, WMMMUH,

amMmz, IUCyJIbdun, kKapboHaT, kKapbamMaT, I'MIOPasOH.

B IpyroM BapMaHTe OCYMeCTBJIeHUS UM300peTeHus JIMHKEp MOXeT
OTCYTCTBOBATL, UYTO O3HaAvaeT, UTO TepaleBTUUEeCKOe CpeldcTBO D
ABJISETCA IMIPUKPEIJIEHHBEIM HEeNOCPEeOCTBEHHO K IIOJMMEePpHOM uLenu. Ilpamoe
IpUKpeIlJIeHre TepaleBTUUeCKOTO CpelcTBa K IIOJMMEPHOM ILelM MOXEeT
OBITEL OCYMEeCTBJIEHO IIOCPEeOCTBOM CJIOXHOSOUPHOM, WMMMHHOM, aMMUOIHOM,
OIVCYyJIbOUIOIHOM, KapboHaTHOM, kapbaMaTHOM, IMUIOPa3UMHHOM CBSA3MU.

B IpennouyTUTeJILHOM BapuaHTe OCyMeCTBJIEHUI n3006peTeHnsd
MOJIeKyJla JIeKapCTBeHHOT'O CpPeIOcTBa I[IpUKpeIlJieHa K  IIOJUMepy C
IIOMOIIBIO HelloCcpeOCTBeHHOM CJIOXHOBOUPHOM CBA3U, KoToOpad
OIVCCOUUMPYET B YCJIOBUAX OQUIMOJOTUUECKOM Cpelh OINYyXOoJM. B IpyToM
BapuaHTe OCYIeCTBJIeHMS U300peTeHrsa JIMHKep MOXeT IOIpelcTaBJIATh
cobom xoMOuHauuo C;-Cip— 3BaMemeHHOTO YyIUIeBOoOopoIa, coIepxamero,
10 MeHblle¥ Mepe, O0OOHY OYHKUMOHAJBLHYI TPYINY, BHOpaHHYD U3

TPYIINE, BRJOYaKmer B cebs alleTallb, CJOXHEM 20Mp, WMMH, aMui,



ovcyJabodun, kapboHaT, kapbamaT, TIHUOPas30H, ¥ IIeITUMIHOM Lelu,
BHIOpaHHOM M3 TpPyIMNIH, BKJIOUYapmel B ceb®a GFLG, Val-Cit wmim Phe-Lys
mian Val-Ala wmim Ala-Leu-Ala-Leu. TepanepTHUecKoOe CpencCTEoO,
BHOpaHHOE us KoMBpeTacTaTHHA, 5-0Topypaumnia, remMumTaduHa,
XJIOPOXMHa M OOKCOPpYyOMIMHAa, MOXeT IMIPMCYTCTBOBATHL B KOJUUECTBE OT
5% mo 50% 1o Macce KOHBOIaTa IIOJMMEeEpP-JIEKAPCTBEHHOE CPEeICTBO,
OPEenIouTUTEJIbHO B KOJMUeCTBe OT 6% @mo 48% I[Oo Macce KOHEBOIaTa
IoJIMMep-JIieKapCTBEHHOE CPeInCTBO U Haubojee TMNIpPelOlouTUTEeJIEHO B
KOJIMUECTBE oT 10% oo 45% 1o Macce KOHEI'aTa [IOJIMMEP—
JIeKapCTBeHHOoe CpeICcTRO. TepaleBTUUECKOE CpeICTRBO MOXET
IPUCYTCTBOBATE B KOJUUECTBEe B Oualla30He, HalpuMep, oT 10% mo 48%
i oT 15% mo 46% mam oT 20% mo 45% miam orT 25% mo 44% 1o Mmacce
KOHBIOTaTa I[IOJIMMEep-JIeKapCTBEHHOE CpPelCTBO.

TepMMH «KOHIIeBasd TpyIlla» OTHOCHUTCHA K OQYHKUMOHAJIBEHEM TpPyIIaM
WM CTPYKTYPHBEIM (BJIEMEHTAaPHBEIM) 3BeHBLAM, KOTOPHE HaxXOOATCH Ha
KOHILIEBOM YacTM IoJiMMepa. KOHIIeBHEe TpPYIIH, II0Ka3aHHEEe Kak A u B,
MOTYT OBTH OIMHAKOBHMM MJIM MOTYT OTJIMUYATHLCH OPpyI OT OpyTra.

B OIOHOM BapraHTe OCYIIeCTRBJIEHUSA A IpencrapijgeT cobon
KOHIEBYID  TPYIILY, KoTopas Heo®g3aTeJIbHO  ABJISeTCd  (parMeHTOM
areHTa IepelauM LenM WIM MHMIMATOpa WM (parMeHTOM arleHTa
nepemauy LelM WIXM MHUIMATOPAa, KOHBIOIMPOBAHHOTO C HANpaBJISIVM
bparMeHTOM, WJIM (QpaIrMeHTOM aTleHTa IIepelauM Lenlu WIXM MHUIMaTopa,
VMeneI0 peakKLMOHHOCIOCOOHYD (YHKUMOHAJLHYID IPYIILY.

B oOoHOM BapMaHTe OCYIMeCTBJIeHMSI B IOIpedcTaBJIgeT cobom
KOHIeBYID  TPYIIY, KoTopasas Heobga3aTeJIbHO  ABJSeTCad  (parMeHTOM
areHTa Iepemauy LelM WM MHUIMATOPA.

TepMMH  «aTeHT IepelauM Lelu» OTHOCUTCAI K  XUMHUUECKUM
COeIMHEeHMSAM, KOTOPHE CIHOCOOHH perlyJIMPOBATL MOJIEKYIIAPHYID Maccy
IIOJIMMEPOB B pe3yJbLTare IpepHBaHMag  HEKOHTPOJIUPYEMOTO pocTa
[IOJIMMEPHOM  Lelu. ATeHTH IIepelauM Leloy  XOPOIo ONMCaHH B
JquTepaType, M UX CTPYKTYPH XOPOIO M3BECTHH ClelMaJMcTaM B OaHHOM
obJjacTu. TepMMHE «aTeHT IepelauMr Lelu» ¥ ero cokpameHne «CTA»
OTHOCATCSA K OOHOM M TOM Xe TpYyINe COeOIMHEeHUV U MOT'YyT OHTbH
MCIIOJIL30BAHH B3aMMO3aMeHseMO Ha IMIPOTSXeHUMM BCel'O0 TeKCTa.

A m B HeoBsa3aTesIbHO MOTYT IIPEeOCTaBJIATL cobor pparMeHT

areHTa IlepelaumM Lelon. B yacTHOCTM, B TOM CJiydae, kKorma CTA



MCIIOJIE3YKRT B pPeaKlMM IIoJIMMepMr3allnu, CTA—(]_)paI‘MeHT MOXeT BCTaThk K
IIOoJIMMEePyY B KadeCTBe KOHILIeBOM T'OYIIIIEL . CTA B KOHTEKCTe ITaHHOTO

OOKYMEeHTa, MOXeT IMIpencTaBJIATE Ccodol Jmboe M3BeCTHOEe B IaHHOM

obrnacTu BelleCcTBO, ronxonsaunee OJIA MHULUUPOBAHUA peakumum
[IOJIMMEePM3all . B OIOIHOM BapmaHTe OCYIIeCTRJIEHU A, A wu/mmu B
BEIOMpAT nus TPYIIEL, cocTodgmen nus 3, 5-Buc(2-

DOOEeUMITHOKAPOOHOTUOMITHUO— 1 -OKCONIPOIOKCHK ) O@H30MHOM  KMCJIOTEH, 3-
ByTeHns 2= (DomelunJITUOKaPOOHOTUOMIITHUO ) —2—Me TUJINIPOIIMOHATA, 2-
IrMaHo®yTaH—-2-WUJI 4d-xJi0p-3, b—ouMeTmii—- 1H-nupaszoy—-1l-kapboourmuoarTa,

2-llmaHOByTaHUJI-2-WUJI 3, 5—numeTuii-1H-ninpasoj—1-kapbonuruoara, 4-

IImaHo-4-[ (DomeuMJICyJIbQaHUITUOKAPOOHWII) CyJIbQaHMII ] IeHTaHOBOM

KMCJIOTHI, 4-1lnano-4-
[ (momeunyICcyIbQaHUITHOKAPOOHWII) CYJIbOaHMII] IeHTaHoJIa, IIaHoOMe TIJI
(3, b-IumeTnn-1H-nupas3oJ1) ~kapboourmoara, IIMaHOMe TUJI-DOO eI~
TpUTHOKapOoHaTa, ImaHoMeTuJI [ 3-
(TPUMETOKCUCHUIINUII) IIPOIWJI ] TPUTHOKapBoHaTa, 2-1IMaHoO—-2-TIPOINJI—
oomeuuJI-TpUuTHuokapboHaTa, S, S-IubeH3UII-TpUTHMOKapOOHaTa, 2-

(JomeumMJITHMOKAPOOHO THUOMIITUO ) — 2 -MEe TUJIIIPOIIMOHOBOM KUCJIOTHE, 3-A3UIO-
1-mIpomaHoJIOBOTO CJOXHOTO 5Bdupa  2- (DoDelUMJITUMOKApOOHOTUOUIITUO) —2—
MEeTHUJIIIPOIIMOHOBOM KMCJIOTHI, N-TIMIOPOKCUCYKUUMHUMUIHOTO CJIOXHOTO

spupa  2- (DODeUMJITUMOKAPDOOHOTUOMIITUO ) —2-MEe TUJIIIPOIMOHOBOY  KMCJIOTH,

neHTadTopOeHMIIOBOTO CJIOXHOT O sbupa 2-
(DOOeIMITUOKAPBOOHO TUOMIITHO ) —2-MeTUJIIPOIIMOHOBOM KMCJIOTEL, 2=
(DJomeuMJITHMOKAPOOHOTHUOMIITHUO ) IIPOIIMOHOBOM KIMCJIOTHI, MeTunjI 2-
(DODeuIMJITUOKaPOOHO TUOMIITHO ) —2-Me TUJIIIpOoIIoHaTa, Terpakuc|[2-
(DODeIMJITHMOKAPOOHO TUOUIITHO ) —2~MEe TUJIIIPOIIMOHAT | a [IEeHTanpuUTpmuTa,
dTanMMUIOOMe TUJI- 0y TUJI- TPUTHUOKapboHaTa, 1,1,1-
Teuc [ (DoDeUMITUOKAPOOHO TUOWIITHO ) —2—~MEeTUJINIPOIIMOHAT ] 3TaHa, BeHnsun
1H-nimppos—-1l-kapbonurmoara, [InaHoMeTUII-IndeHMIIKapOBaMoouTMoaTa,
[ImaHOMe TMII-Me T (peHMJI) KapbaMoOuTHoaTa, IraHoOMe TUJI-MeTUJI (4 -

OVpMOuil) kapbamonurnoaTa, 2-lUmaHonponaH-2-mil N-mMeTuii—N- (IMPpUOVH-

4-mi) kapBamMoouTHMoaTa, MeTtuj—-2- [MeTu (4-
NIVPUOVHWII) KapBaMo TUOMJITUO ] IIPpOIINoHaTa, 1-CyruymHmMMmOMII—4-1naHo—4-
[N-MeTni-N- (4-nupunoni) kap®aMoTHMOMIITHO ] IEHTaHoaTa, BeHzwui-
HeH3OOMTHMOATA, [Inma"HoMeTnJI-6eH300MUTHMOAaTa, 4-TlnaHo—-4-

(beHMIKAPOOHO TMOMJITHO ) IEHTAHOBOM KMCJIOTHL, N-CYyKIUMHUMUOMUIIOBOTO
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CJIOXHOT O >0Upa 4d-11MaHo—-4- (peHMIKaAPOOHOTHUOMIITHO ) IEHTAHOBOM
KM CJIOTHI, 2-1lmaHo-2-nponuii—-0eH300MTHOATa, 2-llnaHo—-2-niponui—4-
IMaHoB®eH30OMTHMOATA, OTUIL 2-(4-
MEeTOKCUDEHNIIKAPOOHOTUOMIITHO ) alleTaTa, STUJI 2-MeTUII-2-—

(GeHUITUOKAPOOHWUIITHO ) TIPONIMOHAaTa, ST 2- (QeHUIKapOOHOTUOUIITHO ) —
2-peHmJialueTara, STUII 2= (beHnIKapOOHOTUOUIITHO ) IIPOIIMOHaTa, 1-
(MeTOKCHUKaAPOOHWII) 3TUII-OeH300UTHMOaTa, 2-(4-
MeToKCUOEeHUIKAPOOHOTUOUIITHO ) 3TaHOBOM KMCJIOTHI, 2-Hurpo-5-(2-
IIPONMHUIIOKCHU ) OeH3WII 4d-11raHo—-4- (QeHMIKapOOHOTHOMIITHO ) [IEHTaHoaTa,
2- (PeHMIKaPBOOHO TUOMIITHO ) IPOIIaHOBOM KMCJIOTHL, 2—-0OeHWJI- 2 —TIPOINJI—
DeH3O0OMUTHMOATA, [InanoMeTJ1  MeTuJ (4-nupunoui) kapbaMmoourmuoarTa, 2-
Inanonponad-2-mujg N-MeTu-N- (DnpuonH-4-mi) kapBamMonurmuoara, MeTwni
2- [MeTui (4 -IUPUIVMHWII) Kap®aMOTHUOMIITHO | TPONIMoHaTa, 1 -CyKUMHUMMUONII—
4d-nmadHo—-4- [N-MeTui-N- (4 -nDupuini) kap0aMOoTHUOWUIITHO ] IeHTaHoaTa NI
JIB0T0  dpparMeHTa MHULUMATOPOB, I[IPUBEIEHHEX B IOaHHOM IOOKYMEHTE,
KaK TaKOBOTO WM KOHBOIMPOBAHHOTO C HallpaBJgoIUM O(palMeHTOM IO
VI rocJie peaxkumum IIOJIUMEPU3aLIUA VI MOINOULIMPOBAHHOT'O
PeaKIMOHHOCIIOCOOHOM T'PYIIION.

TepMMH «dparMeHT» B KOHTEKCTe IaHHOTO IOKyMeHTa OTHOCUTCH K
COeIMHEeHMSIM, KOTOophe o0B0pal3yinTcsa B pPe3yjibTaTe Ppas3phHBa OIHOM WM
BoJiee KOBAJIEHTHEIX CBA3eM, QOPMUPYIIMX MOJIEKYJY MHMLIMATOPA.

dparmMeHTal Mg coenVHeHUM CTA, IIpMBeOeHHEIX B IaHHOM
OOKYMEHTE, u CTPYKTyPa oB6pa30BaHHEIX dbparrMeHTORB XOPOIIO
YCTAaHOBJIEHE B IaHHOM 006JacTu, IIOSTOMY CTPYKTypa A M B MOoxXeT OHTDH
onpelejyieHa 06e3 MCIOJb30BaHMUA M300peTaTes/IbCKMX HABHKOB IIYyTEM
VCIIOJIE30BaAHUSA TEeKYymMeI'0 COCTOSHMA YPOBHS TEXHUKMU.

A n/mim B HeobBg3aTesIbHO OTCYTCTBYIOT (—eT) .

B onHOM BapmMaHTe OCYIMEeCTBJeHMA U300peTeHMdS A OTCYyTCTBYeT, a
B mpencTaBaseT cobou oparmeHT CTA.

B eme OOHOM BapMaHTe OCylleCTBJIeHMd B OTCyTCTByeT, a A
npeIcTaBJgeT cobou dparmMeHT CTA.

B 1OpyroM BapuaHTe OCymecTBJeHMaS A wu B o06a 4BJIg0TCSH
dpparmMeHTamu CTA, OIDHAaKo, CTPYKTYPHO OHM OTJIMUaKnTCda Ipyr' OT
opyra. HVHBEMM cJoBamMu, A M B OpemacTaBasgoT coboM pa3HbBe (palMeHTH
OOHOT'O M TOoro Xe CTA,

B eme oODHOM BapMaHTe oOCyllecTBJeHMI A m B o00a 4BaganTcd
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bparmenTammu CTA, M OHM MMET OIMHAKOBYID XUMWUECKYID CTPYKTYPY .
TepMMH  «HAOPaBJAOMMM  dparlMeHT»  OTHOCUTCS K  MOJIEeKRyJe,
KoTopas OOBHYHO CBSA3HBAETCI C KOHKPETHHEMM CaWTaMM-MMUIIEHSIMM B
Tejle. VHBEMM CJIOBaAMM HalpaBJIgOmUM (paT'MeHT TIIpencTaBjisgeT cobon
MOJIEKYJIE, KOTOPHE CBA3HBAITCS CHeUMdUUEeCKM C KJIETKOM, KOoTopasd
VMeeT KOMIUIMMEHTAPHEM pPelelTop.
Hanpapaswommui  dparMeHT  MOXET OHITH BHIOpaAH U3 TPYIINH,

BRJIOYaKImen B ceb4da aHTunTeJla, @paPMeHTH aHTHnTeJI, i  IIeIllITMOEL,

TaxKue Kak Iukiio (Arg-Gly-Asp-D-Phe-Lys) (aMMHOKMCJIOTHA A
nocyenosatTesibHOCTE SEQ ID No: 3) (cRGDIK). B OpeXlouTHUTeJIEHOM
BapMaHTe ocCyleCcTBJIeHN A cRGDEK MCIIOJIL3YIT B KauecTBe

HaOpaBJAKIETO (parMeHTa.

TepMMH «pPeaKLUMOHHOCHIOCOOHad TIpylla» OTHOCHUTCSA K aToMy WK
ACCOLUMMPOBAHHOM TpPYIIIe aTOMOB B XMMMUECKOM BelleCTBe, KOTOPHIM (-
adg), Kak IoIpa3yMeBaeTcd MJIM OOOCHOBAHHO OXMIOAETCH, JIETKO
BCTYIIaeT B XMMMUECKYK peakKLUo.

PeaKUMOHHOCIIOCOOHAa A Tpylia MOXET IpenCcTaBJIATh cobon
aluerTajb, TIeMualleTallb, KapOOHOBYK KMCJIOTY, CIMPT, amMmun, WMMHUI,
AHTUIOPUI, apuiraJJoTeHn, as3ocoenuHeHNe, orasocoenuHeHue,
TUOpasmuH, asun, kKapboHaT, XJOPCWJIaH, LUMaHUI, CJOXHHM 20up,
CYJbOATHREM CJIOXHE 920UpP, GochdaTHHM CJIOXHBEIM 20up, THobochaTHLM
CJIOXHHM 20Up, MU30LUMaHAT, MI30THOLMAHAT, THOKAPOAMATHEM CJIOXHLIM
20up, OIVTHOKapdaMa THEM CJIOXHEI 20HUp. [MpedlouTUTEJILHO
peakluMOHHOCIIOCOBHAasA TpPyIlla OpedcTaBJIgeT coOOM CJIOXHBM 20Up, WMMMUI
Wiy kKapboHaT. PeakKUMOHHOCIOCOOHad TIpylla, HalpuMep, MOXeT OBTb
N-TUIPOKCUCYKIVHUMUIOM .

B 3aBMCHMMOCTM OT METOIOB I[IOJMMEepU3alluM, IPUMEHSIEeMHX B
IOJIYUEHUM IIOJIMMEPHHEX KOHLIOTATOB II0 M300peTeHMrn, A U/UiIM B MOXeT
OpencTaBJIATL CcoOoM dparMeHT MHMIMATOPA.

VHMLMaTOpP B KOHTeKCTe  OaHHOTO JOKYMeHTa  OTHOCUTCI K
XVIMUECKOMY COoeIMHEeHNIo, KOTOPHM pearupyeT c MOHOMEPOM c
obpasopaHMeM IIPOMEXYTOUHOTO COeIMHEeHMS, CIOCODOHOTO CBA3HBBATLCH
mocjiefoBaTeJIbHO C OOJIBIIMM UMCJIOM IOPYTMX MOHOMEPOB C o0O0pasoBaHMeEM
IOJIMMEPHOTO CoeIMHEeHUS . TepMUHE KYHULMATOP» u KYHULMATOP
IIOJIMMEPU3aluuM» MOTYT OHBTH MCIOJbL30BAaHH B3aMMO3aMeHSeMO B pPaMKax

KOHTeKCTa D2TOM BasBKU.
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B 3aBMCHMMOCTM OT METOIORBR IIOJIMMEPU3ALUNM, WCIOJb3yEMEX IJIS
[IOJIYYEHUS IIOJIMMEPHEX KOHBOI'ATOB IO M300peTeHu©, MOT'YT OHTH
VICIIOJIbL30BaHE Pa3JIMUHEE al'€HTH-VMHUIMAaTOPH .

B OIHOM BapMaHTe OCYymecCcTBJIeHMS A u/MUiIM B o3HauaeT (QparMeHT
VHMLMATOPa, KOTOPHM MOXeT OBTb BHOpaH M3 TPYIINE, BRJILUaKIEeX B
ceba 4,4'-Asz00uc (4-1MaHOBAJIEPMAHOBYK  KUCJIOTY) , 4,4'"-Az00uc (4-
LIMaHOBAJIEPbAHOBYK KMCJOTY), 1,1'-A300UC (UUKIIOTEKCaAHKaAPOOHUTPWII) ,
2,2"'"-A300UC (2-MeTUJINIPOIMOHAMUIOVH ) IUTUIPOXJIOPUI, 2,2'"-A300uc (2-
Me TUJINPOIIMOHU TP ) (Takxe wuMeHyeMblM AIBN), AMMOHMA IepcylbdarT,
OIUTUOPAT MOHOHATPMEBOM COJIM TUIPOKCUMETAHCYJIbLOMHOBOM  KMUCJIOTH,

KaJausa IepcyiabdaT, HaTpuda HepcylbdaT, TpeT-ByTUiI-TUIPONIepPOKCUI,

TpeT-ByTHi-epaleTart, KYMeHTUIPOIIEPOKCHUI, 2,5-Iu (TpeT-
Oy THUINIEPOKCH) -2, S—-OuMe TuII-3—-TeKCHH, IMKYMUJITIEPOKCUTT, 2,5-
Buc (TpeT-0yTUINEpPOKCH) -2, S—OuMe TUIITeKCaH, 1,1-Buc (TpeT-
Oy THUINIEPOKCHK) -3, 3, 5—TpUMe TUIILMKJIOTeKCaH, 1,1-Buc (TpeT-
aMUJIIIEPOKCHU ) UMKJIOTEeKCaH, BeH30UII-TIEPOKCUT, 2-ByTaHOH-IIEpPOKCHUI,
TpeT-ByTMII-IIepOKCUL, In-TpeT-aMUII-IIEPOKCHUL, Jlaypouii-rnnepoxcun,
TpeT-ByTuii-riepokcmubeH3oaT, TpeT-ByTUJIIIEPOKCH 2-
STUIITeKCuIKapboHaT, TpeT-By TUI-TUIPONIepPOKCHU, 2-A3UIO0DTUII-2—
fpoMmz00yTHUPAT, Buc [2- (2-0poMH300y TUPUIIOKCHU ) YHIOEUWII ] IUCYJILOUIT,
Buc[2- (2'-0poMn300yYTUPUIIOKCHY ) 3TUJI] AUCY LU, N-

TUIPOKCUCYKIMHVMUOHE CJIOXHEM 20Uup 2-BpoMr300yTaHOBOM KWCJIOTH,

2-BpoMmm3oMa CJISHBI AHTUOPUI, o—-BpoMmn300y TUPUIIOPOMIL, 2-(2-
BpoMm300yTUPUIIOKCHK ) 3TUIIME TAKPUIIAT, TpeT-ByTriI-a—-0poMnU300yTHUPaT,
3-ByTwmHUI 2-6poMm3o0yTHPAT, IUNIeHTaspPUTPUTIEKCAKUC (2-
fpoMM300yTHUPRAT) , JDonmeun 2-fpoMmzobyTHUPAT, STUIL o-

fpoMMB00YyTHUPRAT, OSTUIeH Ouc (2-0poMn300yTHPaT), 2-IMOPOKCUBTUI 2-

OpoMM300yTHPAT, 1-(DL-1, 2-V30onpOonnInIeHTJINIEPUIT) 2~
OpoMM30ByTHPAT, MeTwu o—-BpoMnzOByTHUPAT, OKTanmelmI 2-
OpoMM30ByTHPAT, [leHTarPUTPUTTETPAKNC (2-0poMn300yTHUPAT) , 1-
(dTanmMMMIoOMEe TII) 2-fpoMm300yTHUPAT, oM (2 TUJIEHTJIMKOJIE ) Buc (2-
fpoMn300yTHUPRAT) , [Mponmaprui 2-bpoMM300yTHPAT, 1,1,1-Tpuc (2-

OPOMUBOOY TUPUIIOKCUMMETII) 3TaH, 10-YHIOoeueHun 2-0OpommuzobyTupaT, N-
TpeT-ByTnin-0-[1-[4- (xjmopMeTm1) peHmi] 3Tuir] —N- (2-MeTni—-1-

beHUIIIIPONIWIT) TUOIPOKCUIIaMUH, N-rper-ByTmia-N- (2-MeTmi-1-
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benmnnponmi) —O- (1-beHnI3TWUII) TUIPOKCUIIaM/H , TEMPO, MeTakpuIaT
TEMPO, 2,2, 5-TpuMmeTnin-4-peHnII-3-azarekCadi—3—HUTPOKCUI, 3,5-
Bruc (2-moneumITUOKapBOHO TUOMIITMO— 1 -~ OKCOIPOIIOKCHY ) OeH30MHYIO

KMCJIOTY, 3-ByTeHMUI 2= (DomeumMJITUOKaPOOHOTUOMIITHUO ) —2—
MeTUJINIPOIMOHAaT, 4-1Ilmano-4-

[ (momeunJICyJIbQaHMITUOKAPOOHWII) CYJIbQaHWII ] IEHTAaHOBYI KIMCJIOTY, 4-

[Imano-4-[ (DoOeunJICYJIbQaHMITUOKAPOOHWII) CYJIEQaHMII] IEHTAHOJI,

[IMaHOMETUJI-ODOOEeLNII, lInmaHoMe THJI [3-
(TPUME TOKCHUCUIINII) IIPOIINJI ] TPUTHOKapOoHAaT, 2-1IMaHO—2-[IPONINJI
OomeluJI-TpUTHMokapboHar, S, S-IndeH3mUII TpUTHOKapOoHAaT, 2-
(JomeumITUOKAPOOHO TUOMIITUO ) —2—Me TUJINIPOIINOHOBYIIO KMCJIOTY, 2=

(JomeunITUOKAaPBOOHO TUOMIITHO ) —2-MEeTUJIIIPOIMOHOBYID KUCJIOTY, 3—-a3umo-
1-OpOIIaHOJIOBEM  CJIOXHEM  50Mp, N-ITUMOPOKCUCYKUVMHUMMUIHBIN  CJIOXHEIM
50up 2- (DomeUMITUOKAPOOHOTUOUIITHO ) —2—MeTUJIIIPOIMOHOBOM  KMCJIOTH,

TeHTadTOPOEHMUIIOBEIM CJIOXHEM 20Mup 2- (DODeUMJITUOKAPBOOHOTUOMUIITHUO) —2—

Me TUJINIPOIMOHOBOM KMCJIOTHI, 2=
(JomeumITHMOKaAPOOHO THUOMIITHO ) IPOIIMOHOBYIO KUCJIOTY, MeTm 2-
(DOmeuMJITUMOKaPOOHO TUOMIITHO ) —2-Me TUJIIIPOIIMOHAT, [leHTanpUTPUT

TeTpakuc [2- (DOODeUMJITUOKAPOOHO TUOUIITHO ) —2—~Me TUJINIPOIIMOHAaT ] ,

dTanMMUIOOME TUJI- Oy TUJI- TPUTHUOKapOoHaT, 1,1,1-
Teuc [ (DoODeUMITUOKAPOOHO TUOMIITHO ) —2~MEeTUJINIPOIIMOHAT ] 3TaH, OeH3UI
HeH300MTHMOAaT, [IMaHOME TUJI HeH30IMTHMOAT, 4-TlnmaHo—-4-
(@eHMIIKapPpBOHO TUMOMJIITHO ) IEHTAaHOBYIO KMCJIOTY, N-CYyKUVHUMUONIIOBEI

CJIOXHHM 520up 4-umaHo-4- (peHMIKapOOHOTUOMIITMO) IeHTAaHOBOM KMCJIOTH,
2-1lMaHO-2-IponuJI-0eH300MTHOAaT, 2-1IlMaHO—2-MIPONNJI 4-

nmaHobeH30OUTHOAT, ST 2- (4-MeTOKCUQEHUJIKapOOHOTUOUIITHO) alleTaT,

STUI 2-MeTUJI-2- (QEeHMITUOKaAPOOHWIITHO ) [IPOIIMOHAT, STUII 2-
(peHMIIKapBOHOTUMOMIITHO ) —2-peHmJIalueTaT, STUJI 2-
(peHMIKapBOHOTUOMIITHO ) IPONIMOHAT, 1-
(MeTokCcHMKapOOHWII) 3TUIOEH30IUTHOAT, 2-(4-
MeToKCUQEeHUITIKAaPOOHO TUOUIITHO ) 3TaHOBYID KMCJIOTY, 2-Hutpo-5-(2-
NIPONIMHUIIOKCHK ) OeH3WII, d-1umaHo-4- (beHMIKapOOHOTUOMIITHO ) IEHTaHoaT,
2— (PeHMIKapOOHOTUOUIITHO ) IIPOIIaHOBY KMCJIOTY, 2-0OeHWII- 2 —TIPONNII—
HeH3O0OMUTHMOAT, [IMaHOMe TUJI MeTWI (4 -npninii) kapbaMoOuTmuoaT,

Inanonponad-2-ujg  N-mMeTui—-N- (mupunonH-4-w) kapSaMoouTuoatT, MeTwmin

2-[MeTni (4 -IUPUOVHWII) Kap®aMO THMOMIITHO ] IPOIIMOHAT, 1-CYKUMHMMMUONII—
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d-nmaHo—4- [N-MeTuii-N- (4-upunnii) kap0aMOTUOMIITUO ] IIeHTaHoaT WM UX
KOMOMHAaIIMKD, KaK TakKOBOM MM KOHBOTMPOBAHHHM C  HallpaBJISARIUM
bparMeHTOM oo NI rocJje pearumum [IOJIMMEepPU3aLlun VI
MOIUGUUIMPOBAHHHY PeaKUIMOHHOCIIOCOOHOW T'PYIIoN.

OmnpenejieHMe ¥ [OPMMEPH  HalpaBJgRLeI'0 QparlMeHTa  ABJARTCH
TakyMY KakK OIIMCaHO BHIIE.

OnpenejleHVe ¥ OPYMEPH PeaKUMOHHOCIIOCOOHOM TpPYIMIIE SABJSKRTCSH
TakKMMM KakK OIIMCaHO BHIIE.

ATeHTH IepelauM LelM ¥ MHMLIMATOPH, I[IPUBEIOEHHHEe B BTOU
3a4aBKe, IOaHe B KauecCcTBe IIpMMepa OJI4 WUIRCTpaluuM KW300peTeHud, U
JIOOHE XUMMUYECKME COeOMHEHMs, OIyOJIMKOBAaHHEE IO WM I[IOCJe I[Ionaun
STOTO IOOKYMEHTa, KOTOpHEe MOTYT IelMCTBOBATHL B KauecTBe CTA u/miu
VMHMLMAaTOpa, BKJIOUEeHH B O0BEeM HACTOAWEIO M300peTeHMA.

VzsMepeHMe KoOJMUeCcTBa JEKaAapCTBEHHOT'O CpencTBa B IIOJIMMEPHOM
KOHBIOTaTe IO M300peTeHMI BHIIOJHAKT C MCIOJb30BaHMeM OOBUYHO
[IPUMEH A eMBIX MeTOLOB, XOPOLO M3BECTHBIX B IDaHHOM obJjiacTH,
HalpyMep, OyTeM BHUMCJIEHMA LOOJIM JIEKapCTBEHHOTO CpelcTBa Ha
ocHoBe 'H-AMP-maHHHEX [OJIS KOHBOTAaTa [IOJUMEep-JIeKapCTBEHHOE CPencTBO
WM TIYTEeM OIpelelJIeHUd KOJMUYeCTBa I[IpM YCKOPEHHOM BHCBODOXIEeHUU
JIEKAPCTBEHHOT'O CPenCTRa.

B IpyTOM BapuaHTe OCYIWEeCTBJIEHU A KOH&EBIOTAT [IOJIMMEP—
JIEKAPCTBEHHOE CPEeOCTBO II0 M300PETEeHMI MMeeT CPeOHIK MOJIEKYJIAPHYIO
Maccy B IOmanazocHe oT 5 klla @»mo 60 kJla. B OpeanodTUTesIbEHOM
BapMaHTe OCYIEeCTBJIeHMS KOHBOIAT IIOJIMMEP-JIeKapCTBEHHOE CPenOCcTBO
10 MU30D0pPETEeHMID MMeeT CPelHKK MOJIEKYJIAPHYI MacCy B IOMalnas3oHe OT 6
klla mo 50 xkla, “ B HauboJlee IIPellIOUTUTEJIEHOM  BapraHTe
OCyWeCTBJIEHU A KOHEBIOTAT [IOJIMMEpP-JIEKapCTBEHHOE CpelCTBO 1o
N300pEeTEeHN MMeeT CPelHKK MOJIEKYJIAPHYI Maccy B Ouala33oHe oT /7
kJa mo 40 xlIa.

MoJIeKyJIAPHYK MacCy KOHEBOIaTa IIOJIMMep-JIeKapCTBEHHOE CPeICTBO
[I0 M300PEeTEeHN OlpelelIST [IPpU IIOMOWKY OOBUHO I[IPMMEHSIEMEX MeTOLOB,
M3BECTHEIX B IOaHHOM oB6JacTy, HalpuMep, C MUCIOJbL30BaHMUEM Tejlb—
IpoHUKAaKIen xpoMaTorpaduu (GPC) .

IpyTo¥ BapMaHT OCYmMeCTBJIeHMS 1[I0 UM300peTeHUMI I[IpelcTaBJsaeT
cofoM MOJMMEpPHEE aTJioMepaTH, oO0pa30BaHHHEe KOHBOTATaMU IIOJIMMEp-—

JIeKapCTBEeHHOE CPeICTBO, I[IOKa3aHHEMM (QopMyJiom I, Tmoe;
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dopuyna |

R; m Ry, HesaBucumMO BHOMpalT M3 H miam —-CHs

R; BHOUMpaiT m3 —-H miam —-CH;

X OBHavaeT HaTypaJibHOe umMcio Mexny 1-100

Yy O3HauaeT HaTypaJibHOe umcjo Mexny 1-100

n O3HavaeT HaTypaJlbHOe uMucjio Mexny 1-50 u

L 1npencrTaByggeT coBoM pacHmelJiseMbl JMHKep, WIM L MOXeT
OTCYyTCTBOBATL, U

D 1npexncrarJgseT coboM TepalleBTHUUeCKOoe CpelcTBO, KOTOpoe
opencraBJigeT coBon KoMOpeTacTaTUH VI 5-0Topypalni NI
TreMUIMTaOMH MM XJIOPOXUMH MM IOKCOPYOMLMH

A oBHauaeT KOHIEeByK TIPYIINy, WJIM A MOXeT OTCYTCTBOBATHL

B o3HauvaeT KOHIEBYK I'PyIIly, MJIM B MOXeT OTCYTCTBOBATH

OpyTol BapMaHT OCYIEeCTRBJIeHUS u300peTeHUd IpeldcTaBJIgeT cobon
[IOJIMMEPHHE MMILIEJIJIH, oBpa30BaHHEE KOHBIT'aTaM [IOJIMMEP—

JIeKapCTBEeHHOEe CPeICTBO, IOKa3aHHEMM (QopMyJiom I, Tmoe;

Afffa“éj%wfxﬁé —B

QopMyna |
Ry m R, HesaBucuMO BHOMpawT M3 H miam —CHs
R; BHOMpawT m3 —H miam —-CH;

X O3HauvaeT HaTypaJibHOe uMcjio Mexny 1-100
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y O3HadYaeT HaTypallbHOe umcjo Mexay 1-100

N O3HavaeT HaTypaJIbHOE UMCJIO Mexny 1-50 u

L npencraBjggeT Cco0OM paclmellJigseMel JMHKep, MWIM L MOXeT
OTCYTCTBOBATL, U

D mnpencraBjseT CcoBOM TepalleBTHUUECKOe CpPenCcTBO, KOTOpoOe
npencraBjigeT cobon KoMOpeTacTaTuH VI 5-dTopypauni VI
TeMUMTaOMH WM XJIOPOXMH WM OOKCOPYOULMUH

A 0O3HauaeT KOHLEBY TpPyIllly, WIM A MOXET OTCYTCTBOBATH

B o3HauaeT KOHLUEBYH IPYyINy, WIX B MOXeT OTCYTCTBOBATH

B eme OIHOM BapMaHTe OCYILEeCTBJIEHMA, aIlJloMepaTHE COIJIaCHO
HacToAleMy 1N300peTEeHND VCIIOJIb 3YIOT 0oJidg VMHKAICYJIMPOBaHNA
TepalleBTUUEeCKMX MOJIEKYJI, ¥ B TOM acCIlleKTe I[IOJIMMEepHEe aIlJIOMepaTtl,
CoCTaBJIeHHEE ns3 KOHBIOTAaTOB [IOJIMMEpP-JIeKapCTBEHHOE CPenCTBO

@opMynM I, VHKarlrICyJIMpyroiamne TepalleBTUYeCKIMe cpencTea TIOMVIMO

TepalleBTUUEeCKUX  CPencCcTB, IIPUKpPEIJIeHHEX K  [OJIMMEepPHOM  lLenwu,
IpencTaBJIART cobon IpyTon BapMaHT OCYIeCTBJIEHNA 3TOTO
n300peTeHnd.

TepMmmH KMHKAIICYJIMPpOBaAHME» OTHOCHUTCA K OT'paXIeHNMIO C
YIOePpXNMBaHMEM TOCTEeBOM MOJIEeKYJIEL, Haliprmep, TepalleBTUYeCKOTI'O
CpelCTBa BHYTPM IIOJIOCTM MOJIEKYJIEI-XO3A4dVHa, HallprumMep, IIOJIMMePHOI'O
arjioMepaTa, COCTaBJIEHHOTI'O nus KOHEBEIROI'aTa IIoJIMMep—JIeKapCTBEeHHOE
CpelCTBO @OpMyﬂH I. MHKRAICYJMPOBaHME IIPenlIoUTUTEJIBHO I[IPOUCXOOUT
yepe3 HeKOBaJIeHTHERIE B3auUMOIEeNCTBUS TepaHeBTquCKOﬁ MOJIEKYJIEI C
IIOJIMMEPHEIM aIlJioMepaTOoM IIO MBO@peTeHMD.

TepMmH «TepalleBTMYEeCRKROEe CpelCTBO» OTHOCHUTCA K JIodoMy
COeIMHEHNMIO, KOTOpOe InmogxonomT IOJI4 IIPVMMEHEHN A B JIeUeHNI
3aboJIeBaHnAd. TepMMHEL «TepaHeBTquCKOﬁ CpenCTBO»,
KXVIMMOTepalleBTMYEeCKROE CpeIlCTBO», LKIIPOTUMBOPaKOBOE CcCeIIcTBO» u
KaHTHMHeOIlJIaCTMYEeCKROEe CpeIocCTBO» BCe OTHOCATCA K COeIIMHeEHMAM,
InogxXxonmAdAmyiM IJIA TIIPVMMEeHEHVA B JIeUeHUN 3aboJieBaHUAaA, U DTU TEPMIMHEL
MOTYT OHITH VMCIIOJIE 3OBAaHE B3aMMO3aMeHAEeMO . B OIOIHOM BaplMaHTe
OCyIleCTRBJIeHUA, 3abojieraHue IIpeaocTaBJjideT cobou Pak.

Kpome TOTO, «KTepalleBTHMYeCKROe CpeICTBO» TaKXe OTHOCHUTCHA K
JrodoMy CpelCTBY, KOTOpOoOe InmogxonomT IOJIA IIPVMMEeHEHN A B JIeUeHNI
3aboJjieraHud, HallprMep, Paka. MoxeT OBITH VMCIIOJIE3OBAaHO Jmodoe

TepalleBTUYeCKOe CpelCTBO, KOTOpOEe MOXeT OBITH HelIOCPpeICTBEHHO WJIN
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OIIOCPEeNOBAHHO  IIPUKPEILIIEHO K KOHBRIATy IIOJIMMep-JieKapCTBeHHOE
cpencTreo no wmz3obpeTeHun. IllaTeHT CIA NN 6 6342221 TakXe OIMCHBAET
CpelCTBa, OTHOCAMMECHS K IIPOTUBOPaAKOBEIM arleHTaM, M 3TOT JIOKYMeHT
BKJIOUEH B HOaHHYK 3asgBKy TIIOCPEINCTBOM CCHJIKM. [IpOTMBOPaAKORBHE
CpencTBa MOT'YT OHTE KJIACCUQUUUPOBAHE KaK XVMUOTEpPAleBTUUECKHUE
CcpencrTea, LUMTOTOKCUHEH, aHTMMEe TabOJIMTHL, AJIKMJIMP YR e aTeHTH,
VHTUOUTOPEL [IPOTEUHKMHASH, AHTPAUUKJIIVHE, AHTUOMOTHUKMH,
AHTUMUTOTUUECKME CpelcTBa (HalpuMep, aHTUTyOYyJIMHOBHE CpencTrBa),
KOPTUKOCTEPOULEL, panuodapMalleBTUUECKUE COenuHEeHUs, u OeJIku
(HanpuMep, LUMTOKWHEL, bepMeHTH VI VHTepbepOHH) , HO He

OTPaHNUMBAKTCA DSTVIM. KOHerTHHe IIPVMMEPEL TIPOTMBOPAKOBEX CpPeICTB

BKJIOUAKT, HallpuMep, oolieTakcel, reMUMTabuH, MMaTUHUO, 5-
dTopypaumi, 9-aMMHOKaMIITOTelLH, MOIOUOUUIMPOBAHHEM aMMHOM
reJijaHaMMUILIMH, OOKCOPYOULINH, HakJuTakceJ, npokapbas3uH,
TUOPOKCUMMOUYERBMHY, Mez0 e—-XJIOPUH, LUMCIJIATMH UM PaIyOHYKJIMIH
(HanpuMep, 1-131, Y-90, In-111 m Tc-99m). CymecTByeT MHOIO

IPYTUX M3BEeCTHHX B »OaHHOM o0O0JlacTM I[IPOTUMBOPAKOBEIX CpPencTB, U
MHOTME IIpOoOoJiKanT pa3pabaTHBaTBLCHA, I'Ie BCe Te CpelcTBa TaKxe
BKJIOUEHE B OOBEM BTOTO M300pPeTeHMd.

TepanerTruecKkoe CpenCcTBO TakKXe  MOXeT OBITH BEIOpPAaHO nus
IIOOTPYIINE, BRJbUawmel B ced®sg HYKIJIEOBUIHHBE aHaJloTM, aHTUhOoJIATH,
opyrme MeTadboJIMTH, MHIMOMTOPHE TOIOU3OMepass 1, aHTPULMKJIIMHE,
NOOOOUIIJIIO TOKCUHE, TaKCaHH, aJlKaJlounel  OapBUMHKAE, AJIKMJIMP Yoy e
aTr'eHTH, [JIaTHUHATEH, AHTUTOPMOHHI, pamrodpapMalleBTUUECKUE
COeIVHEHMS, MOHOKJIOHAJILHEE aHTUTeJla, MHIMOUTOPHE TUPO3MHKMHASE,
VHTUMOUTOPE MMIIEHM pPallaMMIMHa B KJeTKax MiIekonuTalmyux (mTOR),
PETUHOUIE, VIMMY HOMO Y JINPYIIME aT'eHTH, MHTUOUTOPH
TUCTOHIealleTHUJIa3H UM OpyTMe al'eHTH, HO He OoTI'paHMuMBalmelCcd STUM.

HykJeo3uOHEE aHaJIoTu MOTYT OBITE BEIOpPaHH nus T'PYIIIEL,
BRJIOUaKme B cebd a3aluMTUIVH, KJIaIpubuH, kKiIobapadbuH, umuTapadu,
ODeuuTadbuH, QIOKCYypUIMH, O@iaymapadbmuH, TeMUnUTadrH, MepKalToIlypuH,
HeJlapa®uH, I[IeHTOCTaTUH, TUOTYaHVH, TPpUGIYPUIOMH, TUIOUPALWII, HO He
oTpaHMUMBaKIENCa STUM.

AHTMdOJIATEH MOTYT OBTH BHOPAaHHE M3 TIPYIINH, BRJALUamel B cebd
MeTOTpeKcaT, neMeTpeKcen, npajlaTpekcen, pajnTUuTpercen, HO He

orpaquMBammeﬁCH STVM.



18

Ipyrue MeTaboJIMTH MOTYT OHTEL BHOPAHHE M3 TPYINH, BKJIOUALIENR
B cebsa I'MOIpOKCHMKapbaMMI, HO He OoTpaHMUMBAKIENCS 2TUM.

VMHTUMOUTOPE TOIOM30Mepask [ MOTYT OHTH BHOPaHE W3 TPYIIIH,
BRJIOUAKIEN B cebd UPMHOTEKaH M TONOTeKaH, HO He OoTl'paHMUMBAaKIEeNCHd
2TUM.

AHTPAUUKJIMHEL MOTYT OHTL BHOpPaHHE M3 TPYINH, BKJIOUAIEN B
cebsqa OayHOPYOUIINH, OOKCOPYOUIINH, DOIUPYOULIVH, UoapyoOuLnH,
MUTOKCAHTPOH, BalbpPyOMUIIMH, HO He OTpaHMUMBAaKIENCS STUM.

[MoDOPUIIJIOTOKCHHE MOTYT OHTH BHOPAaHHE M3 TPYIIIH, BKILUAKIEN B
cebs 2TONO3MI M TEeHUIIO3MI, HO He OTpaHMUMBAaKIENCS STHUM.

TakcaHEl MOTYT OHTE BHOpPaHE M3 TPYIIH, BKJIOUaomen B cebd
kabasuTakceJ, OolleTaKceJl, MNakKJIMTaKCeJl, HO He OI'pPaHUUMBAKIENCH
2TUM.

AnkaJjiounu OapBMHKA MOTYT OHTH BHOPAaHH M3 TPYIIIH, BKJOUAaMeN
B ceBd4 BUHOJIACTMH, BMHKPUCTUH, BMHIOE3MH, BUHOJIYHMH, BUHOPEJIOUH,
HO He oTpaHMUMBaKmeNcsd BTUM.

AJIKMUIIMpyoIMe aTeHTEH MOTYT OHITH BHIOpPaHE nus3 TPYIIIIH,
BKJIIOU A en B cebsa feHODaMyCTUH, XJIOpaMOy LI, ODakapba3uH,
MeJsihpasiadH, CTPelTo30TOLMH, TpabeKTenorH, HO He OoT'paHUUMBAaIeNCcs
STUM.

COGHMHGHMH—aHTMPOpMOHH MOTYT OBEITH BH@paHH nus3 T'PYIIIIEL,

BKJIOUaIen B cebsda abupaTepoH, OuUKaJIyTaMuU, LUIIPOTEPOH,
oerapeJinkKc, PK3eMecTaH, byJIBeCTpaHT, To3epelinH, TUCTPeJINH,
Jennposun, MUOernpmucToH, TPUIITOPEJINH, HO He OTI'paHMuMBameNCcs
DTUM.

VMHTOUTOPE TUPOSMHKMHASZE MOTYT OHBTHL BHOpPaHH M3  TPYIIIH,
BKJIDUAlme B cedg adpaTuHMO, aKCUTUHUO, O03yTHMHMO, KOOMMEeTHHUO,
KPpU30TUHUD, oas3aTuHUO, DPIIOTUHUD, redUTUHUO, MMaTUHUO,
JlanatTmuHmo, HUJIO TUHUO, OCUMEPTHUHUD, rasonaHmo, PYKCOJIUTUHUD,
CYHUTUMHMO, BaHOeTaHMO, HO He OoI'paHMUMBAKIMENCS STUM.

VHITMOMTOPH MMIIeHM pallaMMIMVHa B KieTkKax Milekonmuranmux (mTOR)
MOTYT OBITHL BHOpPaHH M3 TPYIIH, BKJILOUaomel B cebd D2BepoJMMyC,
TEeMCUPOJIMMYC, HO He OTl'paHMUMBAKMENCS STUM.

PeTMHOMIOH MOTYT OBTL BHOpPaHH M3 TPYIINH, BKJIOUaKmel B cebd
AJIIMTPETUHOVH, OeKcapoTeH, MW30TPEeTMHOMH, TaMmMbapoTeH, TPeTMHOMH,

HO He orpaquMBammeﬁCH STVM.
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VMMYHOMOOYJIMPYIMKYE aT'eHTE MOTYT OBTE BHOPaAHE W3 TPYIIH,
BRJIOUAKmEN B cebda JeHaluIOMUI, [IOMAJIMOOMMI, TaJMIOMMI, HO He
oTpaHMUMBaKIENCaS STUM.

VMHTUMOUTOPE I'MCTOHIOealleTUJIa3H MOTYT OHBTE BHOpPaHH W3 ITPYIIIH,
BRJIOUAKIEeN B cebsa BeJmMHOCTAT, naHoOuMHOCTAaT, BaJIbIIpoOAaT,
BOPMHOCTAT, HO He OTpPaHMUMBAKIENCS STHM.

[IJaTHaATE MOTYT OHTL BHOpPAaHE M3 TPYIOH, BKJIOUaKmel B cebd
LUMCILJIaTUH, KapOorJiaTuH, OKCaJIUILJIaTUH, HenarJiaTuH, HO He
OTpaHMUMBAaKIENCI BTUM.

OpyTrmue areHTH MOTYT OHBTb BHOpPaHE M3 TPYINH, BKJIOYAKIEN B
cebd aHarpeaun, LUepUTHHMO, »nabpadeHmO, wunoesjgaanucmud, uUOPYyTUHUO,
nanboumkimnb, BeMmypabeHuO, OJjgeoMulLUH, OopTe3oMMO, ITaKTUMHOMULMUH,
SPUBYIINH, 5CTPaMyCTHUH, MKCabenmJioH, MUTOMULIVH, npokapbasuH,
aJIeKTMHUO, bIIyKCHUMeCTEpPOH, nodbeHITyaH, VMUKBMMO, UHTepbepoH,
UKcaszoMub, JaHpeOTUD, JEHTMHAaH, OKTPeOoTHI, oMalleTaKCMuH, Teradyp,
TMMepasuil, oTepalwui, ypaluwui, KoMOpeTacTaTUH, XJIOPOXMH, HO He
OTPaHUUMBAKIENCS DTHUM.

B [IPenrnouTUTEesJIbHOM BapMaHTe OCYIeCTRBJIEHU A ns30bpeTeHnd
TepalleBTHUUECKOoe CPpelICTBO BHOMpamT M3 TaKCaHOB, aHTMPOJIaTOR,
VHITUOUTOPOB THUPO3MHKMHARH, aHTPALMKJIMHOB, HYKJIEO3MIHHX aHaJIOTOB
WY IpyIMxX aTl'eHToB. HauboJjiee TNpedlouTUTEJIBHO TepalleBTUUeCcKoe
CpeICcTBO BHOMpalT M3 TPYINOE, BKJIoOUalmel B cebda pgoleTaxce,
IeMeTpeKcell, XJOPOXMH, KoMOpeTacTaTWMH, I'eMUMTadbuH, OOKCOPYOMUIIMUH,
Oropypauns (5-FU), 5'-Ieokcu-5-0ropumTuamuH (5'-DFCR), JganatuHUO.

B onODHOM BapmMaHTe OCYMeCTBJIEHUS M300peTeHus TepaleBTUUeCcKoe
CpeICTBO INpeIcTaBJjigeT cobo¥ moleTakcell.

B oIDHOM BapmMaHTEe OCYMeCTBJIEHUS M300peTeHusa TepaleBTUUeCcKoe
CpeICTBO MNpencTaBJigeT cobol KapbOoIljlaTUH.

B onHOM BapmMaHTEe OCYMeCTBJIEHUS M300peTeHus TepaleBTUUeCKoe
CpeICTBO MOpelcTaBJifgeT coBoM HOOKCOPYOMIMH.

OpyToM BapMaHT OCYmeCcTBJIeHUS u300peTeHMI OpedcTaBJgeT cobon
crmoco6 (Crioco® 1) nJjd TOJIYUYEeHMS KOHBOTaTa I[IOJIMMEP-JIEKAapPCTBEeHHOe
CpeICcTBO IO M300peTeHM (popmysia I), KOTOPHM BKJIOYaeT B ceda (i)

noJmMepuszanun PEG- (MeT) akpMJIaTHOT'O MOHOMepa (dopmyJia 11)
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o M

eiv,f“a Gf}“&v

9] 1

Doparynall

Toe

R, BuOupanT m3 H mam -CHs

R; BHOMpainT m3 —-H miam —-CH;

n O3HauvaeT HaTypaJlbHOe UuMCJio Mexny 1-50,

uToO maeT nojguMep ¢opmyJsiel Ila

;
$

)

Y

Fiy

=

Dopoayna lla

roe

A npencraBigeT cobom KOHIIEBYIO Ipynmny, WIIn A MOXeT
OTCYTCTBOBATH

B npencraBigeT cobon KOHIIEBYIO Ipynmy, WIIn B MOXeT
OTCYTCTBOBATH

N  3zarTem (idi) OOIIOJIHUTEJIbHOE  pPeaKLUMOHHOEe B3auMoIelcTBUe
CoeIMHEeHMSA QOpMyJIEL IIa Cc MOHOMepoM (MeT)akpuiaT—-L-D (QopMyJiH

ITIa)

DopavngHa

roe R, BuOupawonT M3 H miam -CH;j

L o3HauaeT paclelJifgeMbll JIMHKep, MM L MOXeT OTCyTCTBOBAaTb

D mnpencrabBJisieT COOOM TepalleBTUMYeCKOe CPpeIdCTBO, BHOpaHHOe U3
TPyINIE, BKJoUYapmely B ceda koMOperacTaTuH, 5-FU, TemunrtadbuH,

XJIOPOXNMH, ,JIOKCOpy@I/ILU/IH, dTO IoaeT KOHBRI'aT IIOJIMMep-—JIeKapCTBEeHHOE
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cpencTteo QopMyJ el I.

B OIPYyT'OM  acIleKTe, crioco® (Criocod II)

IJIA IIOJIYUEeHNA

KOHEBERITaTa INOJIMMep-JIeKapCTBEHHOEe CPelCTBO II0 M300peTeHU’ ((]_)OpMyJ'Ia

I) BKJIOUaeT B Ceb4da (1) nosmMepu3anmn  PEG- (MeT) akpMJIaTHOTO

MOHOMepa (PopmyJa 11)

e )

ﬁfﬁg%wggmfﬂy

n
H3

D

Doparynall

roe

R, BEIOupawnT U3 H mman —-CH;

R; BeOupanT u3 -H wuiau -CH;

n O3HavaeT HaTypaJlbHOe 4uMcio Mexny 1-50

UTO HDaeT HoJuMep ¢opMmyJisl Ila

O

$

o

Ry
Dopayna la

-

roe

A npencraBigeT cofou KOHIIEBYIO Ipynmy,
OTCYTCTBOBATH

B npencraBigeT cobomr KOHIIEBYIO Ipyniy,

OTCYyTCTBOBATE

M 3zarem (ii) IOOIOJIHMTEJIbHOE  pPeaKIMOHHOE

coemmHenusa ¢opmyJiHl I1Ta C MOHOMeEpOM (MeT)akpumiaT-—L

Dopmvia {iib

roe R, BeOupawnT M3 H miam —-CHs

NI A MOXeT

MJIN B MOXeT

B3aMMOIENCTBHUE

(PopMmydier I111Db)
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L. mnpencrTaBJgeT CcoOoM pacmeriieMel JIMHKep, WM L MOXeT

OTCYyTCTBOBATEL, U

UTo maeT COIIOJMMEP, KOTOPHM IIokaszaH dopmyJson IIb

2
$

&

3
Ra

b=

Dopryna i
Ioe X O3HadvaeT HaTypallbHOe uucjo Mexny 1-100, wu
Yy O3HauaeT HaTypaJilbHOe umcjo Mexny 1-100
M 3aTeM (ii1i) peakuMOHHOEe B3aMMOIEMCTBME COeIMHeHUS GOPMYJIH
ITb ¢ TepaleBTUUECKMM cCcpelcTBOM (D), BuHOpaHHBEM U3 TPYIIIH,
BRJIOUAKMme B cebs xoMmbperacTaTuH, 5-FU, rTeMuUMTadMH, XJIOPOXUH,

OOKCOPYOMLMH, UYUTO IaeT IIOJMMEPHBEM KOHEBOITAT, I[IOKAa3aHHHM (QOpMyJIONn

I.

OpyTo¥ BapMaHT OCYHMeCTBJIeHUMSa M300peTeHUA OpeacTaBJigeT cobou
crioco® (Crnoco® IIT) nJjisg IIOJIYUEeHU S KOHBIOT'aTa IOJIMMEP—
JIEKapCTBEHHOE CPEencTBO IO U300peTeHU (popmysia I), KOTOPHIM

BrRJOUaeT B cebs (1) noaumMmepmszauuio PEG- (MeT)akKpMJIATHOTO MOHOMEpa

(PopMmysia I1)

]
o’

hg
Mopsavnall

TIoe

R, BuOupanT M3 H mam —CHs

R; BHOMpaiT m3 —H miam —-CH;

N O3HauvaeT HaTypaJibHOEe UMCJOo Mexny 1-50

uTo maeT nojuMep ¢opmyJiel ITa
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g
R
Doparyna lla

Toe

A [pencraBideT cobom KOHIIEBYIO Tpyniy, NI A MOXeT
OTCYTCTBOBATH

B [pencTaBJdeT codbom KOHIIEBYIO Tpynmy, NI B MOXeT
OTCYTCTBOBATH

N  zarem (ii) OOIOJIHUTEJIbLHOE  peaKLUMOHHOEe  B3aMMOIelCTBUE
coeIMHeHMA QOopMyJiIeL IIa C MOHOMepoM (MeT)akpuiaaT-L-D (dopmyJia

ITIIa)

@opmivae e

roe R, BeiOupawnT M3 H miam —-CHs

L o3HauaeT paclelJigdeMbl JIMHKep, WM L MOXeT OTCYTCTBOBATDH

D npencrTaBJfgeT CcoOoOM TepalleBTHUECKOe CPeICTBO, BHOpaHHOEe U3
TPYINIIH, BRJOUawmel B ceba komdperacTaTuH, 5-FU, reMunTadbuH,
XJIOPOXMH, HOOKCOPYOMLMH, UTO HaeT OJIOKCOIIOJIMMEP

" 3aTeM (1ii) pPEeaKLUMOHHOEe B3aMMOIEeVCTBHUE IIOJIYUEeHHOTO
OJIOKCOIIOJIMMEepa C HalpaBJgomMM (paTl'MeHTOM, UTO JaeT KOoHBIaT
IoJiMMep-JieKapCTBEeHHOEe CPpeICTBO, IIOKal3aHHEM dopMmyJion I.

TepMMH «aKpWUJaT» OTHOCUTCH K IIPOM3BOINHEM AaKPUJIOBEX KMCJIOT.
53TM NPOM3BOIOHHE BKJIOUAKLT MWMCXOIHYI KucJoTy (CH,CHCO,H) m CIJoOXHEE
20UpPE, TakuMM ofpas3oM, TepMUH «Ha OCHOBEe akpuiaTa» OIpeleliseT
GYyHKIIMOHAJIbL HEIE TPYIIIIH, VIMeKIre Jmoboe "3 BHIIEYTIOMSAHY THIX
AKPWUJIATHEX [MPOM3BOIHEIX .

TepMMH <«MeTaKpUJIaT» OTHOCUTCS K I[IPOM3BOIHEIM METaKPUIIOBHX
KMCJIOT. OTUM TPOMBBOIHEE BKJIOUAKT MCXOOHYK KMcJoTy (CH,C (CH;3)CO,H)
M CJIOXHEEe 20UpPHE. Takum oOpas3oM, TEepMMH «Ha OCHOBE MeTaKpuiaTa»

oIlipenejideT GYHKUIMOHAJIbHEE T'OYyIIIIEL, rMepm1e Jodoe nus
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BHIIEYTIOMAHY TEIX METaKPWUIIATHEX [MTPOM3BOIHEX .

TepMuH « (MeT)akpujaT» OTHOCUTCSA K TepMMHaM <«akpujaaT» U
«MeTakpuiar». TakuM oOpas3oM, TEePMMH «(MeT)akpuiaT» MOXeT OHThb
MCIIOJIL30BaH HapaBHE C «aKpujlaToM» WM «MeTaKpUiaToM» W BRJIKOUAET
BCE IPU3HaKU DTUX TEPMUHOB, OTIMCHIB a EMEIX BHIIIE . TepMuH
« (MeT) akpuiIaT» cJeoyeT pacCMaTpMBATL Kak O3HaAYalIUM «MeTaKpWUJaT
U/ NIV aKpuiIaT» .

Cramusa (1) crnocobor I, II m III MOXeT OOIOJIHUTEJILHO BKJIOUTDH
B cefdg MCIOJBb30BaHMe areHTa IepelauMr LenM M/UIM MHULMATOoPA.

B OpyToM  acIleKTe, n300peTeHMUe OTHOCUTCH K KOHEBOTaTyY
NOJIMMEepP-JIeKapCTBEHHOE CPpencTBO OQOpMYyJIHL 1, [NOJYUEHHOMY JIOOBIM U3
crnocotor I, II mium ITIT.

B eme OIHOM BapMaHTe OCYIEeCTBJIEHUHA, U300peTeHue OTHOCUTCA K
KOHEBOI'aTaM IIOJIMMep-JIeKapCTBEeHHOEe CpelCcTBO OGOpMYyJIEL 1, IIOJIyUYEeHHEM
crocoboM I, TMOCKOJIBKY 5BTOT cHoco® obeclneurBaeT KOHEBOITAT IIOJIMMEp-—
JlekapCTBeHHOEe CpelCcTBO C BeCbMa OTUETJIMBO BHPAXEHHOM IIOJIMMEPHOM
CTPYKTYPOM u BeCbMa UeTKO oIpeneJieHHEM comepxaHMeM
JIEKapCTBEHHOTO CpelcTBa. TakXe, KOHBOTATH IIOJMMep-JIeKapCTBEeHHOE
CPenCTBO, I[IOJIYyUEHHEE C IIOMOUBLID STOTO crocoba, He MMelnT CBOOOIHEBIX
PEakKLUIMOHHOCIIOCOBHEX TPYyIIl Ha OOKOBOWM Lelyr, KOTOPHE OCTalTCd
HEeKOHBITUPOBAHHEMMY C MOJIEKYJIONM JIeKapCTBEHHOT'O CpelCcTBa.

B omoHOM BapmMaHTe OCylecTBJeHUA, PEG- (meT)akpuiaatr (dopmyia

IT) OpeINOoUuTHUTENBHO BHOMpPAT W3 TpPYINH, BRIOYawmel B ceddg:
IIOJNIUB TUJIEHTJIMKOJIbL ~METUIIB OUPp—MeTaKpuiIaT (CAS Ne: 26915-72-0),
MNOJIUBD TUJIEHTJIMKOJIEMEe TaKpUiIaT (CAS Ne: 25736-86-1),
[IOJIUB TUIIEHTJIMKOJIb ~ME TUIIS OUP—aKpuiiaT (CAS Ne: 32171-39-4), 7

NOJIMBTUIIeHTJIMKOJIbakpmuiaT (CAS N: 9051-31-4), cm. Tabmguuay 1 1J4
[IOJIYYEeHU S VHQOPpMallM 1o CTPYKTypaM DTUX cCoeIMHEeHUN . B
IPeOllouTUTEJIbHOM BapMaHTe OCYIEeCTBJIeHUMSA WM300peTeHrd, MCIOJb3YIT
[MOJIN3 TUJIEHTJIMKOJIb —~ME TUIIS P —Me TaKpmJIaT, Toe R; u R3 oBa
npelcTaBJA0T codowt —-CHs.

B onHOM BapmMaHTe OCYHECTBJIEHMS M300peTeHuSs  MCIOJb3YKT
PEG (MeT) akpuyiaT (®opMmyJia I1I), KOTOPHM MMeeT CPeIHII MOJIEKYJIAPHVYIO
Maccy MeXmoy 50-2000 '/ MOJIb . B NPEenrnouTUTEeJIEHOM BapMaHTe
OCYIEeCTBJIEHUA PEG (MeT) akpuiiaT (dopmyIia IT) VMeeT CpenHD

MOJIEKYJIAPHY Maccy MeXnoy 100-1500 T'/MOJIE, " B HauboJiee
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NPEenIouTUTEJIEHOM BapMaHTe ocylmecTBJieHMsa PEG (MmeT)akpuiiarT (dopmyJia
II) wuMeeT CpelHD MOJIEKYJISPHYID Maccy Mexnoy 150-1000 1/MoJib.
PEG (MeT) akpuiiaT (QopmyJsia I11) IO M30OpeTeHMI MOXET MMEeTh CpeIHI
MOJIEKYJIAPHYK Maccy, Hanpumep, oT 60, 70, 80, 80, 100, 150, 200,
no 250, 300, 400, 500, 600, 700, 800, 900, 1000 T/MOJB.

PacmerigdeMell JIMHKEepP COIJIACHO HaCTOAMEeEMYy MW300pPETEHMI0 MOXET
OBITE [IpMOOpEeTeH B I[IPOMEBILJIEHHO BHIIYCKAKMMX KOMIAHUAX WM MOXeT
OBITE [IOJIy4YeH COTJIaCHO M3BECTHEIM  cIrocofbay, [IpUBEIEeHHEM B
JuTepaType.

B IOpyroM acIekTe, HacTodllee M300peTeHNe OTHOCUTCHA K
BIIOKCONONUMePY GopMyJisl IIb 1OJjid MCHIOJB30BaHMA B CHMHTe3e KOHBIaTa

[IoJIMMep-JIeKapCTBEHHOE CPelCTBO (QOPMyJIE I

e
O on

R

Dopmyna b
Toe:
- X OBHauvaeT HaTypaJlbHOe umucjo Mexnmy 1-100,
- Yy OBHauvaeT HaTypaJlbHOe umcjo Mexmy 1-100,

- Ry m R, Heszsarucumo BHOMpawT M3 H miam —-CHs,

R; BHIOMpawnT 3 -H miam —-CHs,

- N O3HaAYaeT HaTypallbHOe umcjo Mexny 1-50, u

- L mnpencraBJgeT cobo¥ pacHmellJidseMul JIMHKep, WM L MOXeT
OTCYTCTEOBATE,

— A 0O3HauaeT KOHIEBYK TPYINNy, WIXM A MOXeT OTCYTCTBOBATH,

— B 03HauaeT KOHIEBRYK TPYyINNy, MIXM B MOXeT OTCYyTCTBOBATH.

Kak pacCKpeTO BHIIE, CIHOCOOH IJIA IIOJIYUeHMI KOHBIT'aTa IIOJIMMep-—
JIeKapCTBeHHOe cpencTBO QopMyJH I (Crnioco® I, II m III) BKJIOUAKLT B
cebsd, 1o MeHbeln Mepe, oee cTamum noJIiMMepusalnun, Toe
NOOBEeprawnTCcsa IIOJMMepU3aluM  MOHOMepH QopMyJiel 11 M MOHOMEPH
bOPMY JIEL IT1Ia I ITIb. B OIHOM BapMaHTe OCYIIECTRJIEHUA
n300peTeHUd, 2TU cTanuu IOJIMMEPU 3 allUA MOTYT OOTIOJIHUTEJILHO

BKJIODUYATB B cebsga VMHNIIMaTOop I/I/T/LHM areHT IIoJIMIMepr3alln I/I/I/IJ'H/I
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PacTBOPUTEID .

KoHBOTAT IIOJMMEep-JIeKapCTBEHHOE  CPelICTBO IO  M300peTeHuo
MOXeT OHTL IOJIYUeH JIOOBM M3 M3BECTHHX CIOCOOOB MIOJUMMEePpH3alllu.
JoBrle HNOOXOOAllMe MHMUMATOPH M/WIM KaTajlM3aTOpPH, M3BECTHHE B
OaHHOM oB6JacTM, MOTYT OHTL MCIOJBL30BaHE IJIA IIOJYUeHMS KOHBoITaTa
oJIMMep—-JIeKapCTBEHHOE CPeICTBO II0 HAaCTOAmeMy MW300peTeHMI. B TOM
ciyyae, KOTIa MCIOJb3YT MHUIMATOP I[IOJIMMEepM3allMM, B I10JIYYalmeMC T
B pes3yJbTaTe KOHBOTATE IOJMMEP-JIEKAPCTBEHHOE CPEeICTBO MOXET
IPUCYTCTBOBATE MHUIMATOPR WJIM €T0 QparMeHT.

[IOIMMEPHHI KapKac KOHBIaTa IIoJIMMep-JIeKapCTBEHHOE CPpeICcTBO
10 M300peTeHMI MOXeT OHBTL IIOJIYyUYeH, HalpyMep, M3BeCTHHMM B ITaHHOM
oBJjlacTy MeToIaMM IIOJIMMepM3aluy B Macce, IIOJMMepM3aluy B PacTBOpe
U/ UM TOJVMEePpU3aluy B CYCIEeH3UN.

MeTon TMIOJMMEPM3alUM, MCIOJbL3YEMEl JId IIOJIYUeHMS KOHBnIaTa

[IOJIMMEP—JIEKAPCTBEHHOE CPenCcTBO II0 HacTodAlleMy M300peTeHUIn, MOXEeT

COCTOATH B CcBOOOIHO panuKajbHOM’ IOJIMME PV B AL W
KOHTpoJMpyeMolt/ "xuBymelt'  cBoOOOHOPAIMKAJILHOM  IIOJMMepu3alur. B
OaHHOM OOKYMEHTE TepPMUH «KOHTpoJMpyeMas/ "xupymas'

coBomHOpaIukKaJlbHasd [IOJIMMEPU B AL A» OTHOCUTCHA K panrkKaJibHOM
IIOJIMMEPU 3 aLIUN C [IEPEHOCOM aToMa (ATRP), IIOJIMMEepPU3aLUN c
o0paTuMOM Iepelauey LenM 10 MexXaHU3My IIpUucoeldMHeHMe-dparMeHTallls
(RAFT), noamuMepm3alUMM Iepemauy Lenou Opu yyacTtum wnoma (ITP),
IoJIMMepr3aluy, OIOCPeOOBaHHOM paIMKaJIoM C ILeHTpOM Ha CceJleHe,
IoJIMMepHr3aluy, OIIocpeldoBaHHOM TeJurypunoM (TERP), noJauMepu3aluu,
olocpeloBaHHOM HUTpokcuzoMmM (NMP). B OpeXOlouTUTeJIJbLHOM BapMaHTe
OCYIIECTRBJIEHUA M300peTeHMd OJA I[IOJYUEeHMS KOHBOIaTOB  IIOJIMMEepP-—
JeKapCTBEHHOE CPEeOCcTBO IIO0 M300pPEeTeHM MCIOJNbL3YT IIOJIMMEPM3allnio
RAFT.

[IooxoOoamuy MHUIMATOP IOJMMEepU3allMKM MOXeT OBTL BHOpaH U3
TPYIIH, IPMBEeOeHHOM B 2TOM IOKYMEHTE.

B ciayuae nOpuMeHeHMd HoauMepmszaumuy RAFT, CTA M MHMLIMATOP
MOTYT OHTE MCIOJBE30BaHH BMeCTe OJISA I[OJIYUeHMS KOHBOTATOBR IIOJIMMEep-—
JeKapCTBEHHOEe CPpelCTBO I[IO uU300peTeHMK corjiacHo Crnocobam I, II
i 11T, nOpenocTaiBJIgdeMbBIM B ITaHHOM LOOKYMEeHTe.

B OIOHOM BapMaHTe OCYIIeCTBJIEHUSA n300peTeHnda KOHBOT'AT

IIoJIMMepP—JIeKapCTBEHHOE CpelCTBO I10 MBOGpeTeHMIO u ITOJIVMIMEPHEE
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aTmJIOMepaTH, [IOJIYyUeHHEe U3 HMX, MOTYT OONOJIHUTEJILHO BKJIOUATH
HalpaBJdKIMe TPYNNE. B OTaHHOM OOKYMEHTe TepMMH «HalpaBJigwolad
TPYIna» OTHOCUTCHA K CHelMIUUeCKMM JMTaHDaM OIIyXOoJiM, KOTOpPHeE
crieluM@UUEeCcKy CBASHBATCHA C KJIETKOM, IIPeOloUTUTEeJILHO OIyXOJIeBOM
KJIETKOM, KOTOopasd MMeeT KOMILIMMEeHTAaPHHM pelelTop.

TepMMH «HaOpabJgwolaa TPYIINa» O3HauvaeT MOJIeKyJy, KoTopad
CriocofcTByeT OOCTaBKe KOHBOTATa IIOJIMMep-JIeKapCTBeHHOEe CPelCTBO
o M300peTeHMI K CIHelrudrMuecKoMy CalTy OJS oKa3aHMSa HeoOXOoOMMOTO
oecTBMUsa, TO eCThb, OHa ofecrneumBaeT JiOKaJM3alMio COeIMHEHUS.
Jlokanmzaumsa obycJiapanBaeTCcd crieludmUue CKMUM pacrno3sHaBaHueM
MOJIEKYJIAPHEIX OEeTEePMUHAHT, MOJIEKYJIAPHEIM pPasMepoOM HalpaBJIgoleTro
areHTa WMJIM KOHBIOIaTa, MOHHEIMM B3aMMONOEMCTBUAMM, TIUIAPOQOOHEMU
B3aMMOIENCTBUAMM, M TOMYy IHOHOOHBM. [pyTMe MeXaHWM3MH HallpaBJIeHUS
cpencTBa K KOHKPETHOW TKaHM WMJIM 30HE WM3BECTHH CleluajJucTaM B
OaHHOM oBygacTu. HanpasJigdwomme JINT'aHIOEL BKJIOUAKT, HalpuMep,
MOJIEKYJIEL, KOTOPEE CBA3HBAKTCA C MOJIeKyJlaMM Ha  I[IOBEpPXHOCTHU
KJIETKU—MUIIEHN . [IpUBOOVMELE B KauecTBe npuMepa HallpaBJidlue
JIMTaHIOE BKJIOUAKT aHTUTeJa, O(parMeHTH aHTUTEeJI, OplaHMUeCKMre MalJlble
MOJIEKYJIE, T[IEITUIB, [IelITOUNLE, OeJIKM, I[IOJIUIIENTUOE, OJMUIOoCaxXxapuir,
TpaHCOEePPUHEH, TernapaHcyJbdaT (HS) —mamukonpoTeunH, barTOpPH
KoaryJidluM, CHBOPOTOUHEEe OeJiku, OeTa-TJiMKonpoTemH, G-CSF, GM-
CSF, M-CSF, EPO, wm ToMy T1@omobHoe. B TNIPMBOOMMEIX B KadeCcTBe
npuMepa BapmMaHTax OCylleCTBJIEHUA HacToAmero n300peTeHnd,
HalpaBJdKIasas CHUCTeMa BRKJKUaeT B cebsa KOBAJIEHTHOE IIPUKPEIJIEHUE
HalpaBJAKRIEeT O JuraHoa, Taxkoro KakK RGDfK, [IenTum EPPTI1,
tuchpochpoHoBad KMCJIOTa W dpoJgiaT, K  MOJIEKYJIE—HOCUTEJIID WJIN
JIMHKEPY .

B HeKOTOPHX BapMaHTax OCYIIEeCTBJIEHMA, HacCTodlee M300peTeHMe
XapaKTepru3yeTCcsa KOHBRIT'aTaMM IIOJIMMEep-JIeKapCTBEeHHOE  CPencTBO C
HalpaBJARIMM JIMTaHIOM WM ©0e3 Hero. B HEKOTOPHX BapraHTax
OCYyIleCTBJIEHUA, HaOpaBJAKINMM JIMI'aHOo MOXeT I[IpeldCcTaBJIATL Ccobol
RGDfK, EPPT1, O6uc@oCPOHOBYIH KUCIIOTY WJIM QOJIaT.

OpyTomn BapMaHT OCYIIeCTBJIEHNA HaCTOAWETO n300peTeHn g
oBecrieunBaeT crioco® OOCTaBKU TepaneBTUUeCKOTO CpeIlcTrRa,
BKJIDUAMMUY B ceba BReleHMe CyOBekTy 2S0PeKTMBHOTO KOJIMUECTBA

KOHEKRI'aTa IIoJIMMep—JIeKapCTBeHHOe CpelCTBO, IIOKa3aHHOTI'O (]_)OpMyJ'IOﬁ
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Eme OOVH  BapMaHT OCVYIIECTRJIEHMA  HaACTOANEeTo MU300peTeHud
IpenocTaBJIAeT crioco® OOCTaBKU TepalneBTUUeCKOTO CpeIncTrea,
BKJIDUAMMUY B ceba BReleHMe CcyObekTy 2S0PeKTMBHOTO KOJIMUECTBA
NOJIMMEPHOTO  arJjioMeparTa, COCTaBJIEHHOTO M3 KOHBOIaTa IIOJIMMep—
JIeKapCTBeHHOEe CpeldCTBO, IIOoKa3aHHOTO dopMmyJonm 1.

OpyToun BapMaHT OCYIIECTBJICHUA OaHHOTO n300peTeHnda
npenocTaBJIgeT KOHEBEOIAT [IOJIMMep-JIeKapCTBEHHOE CpenCcTBO 1o
n30bpeTeHr0 IJIS I[IPMMEHeHMAa B JIedeHuM psAla HapylleHuM, KOTOpHe
TpedylT OOCTaBKY IMIPOTHUBOPAKOBEX WJIM HOINOOHEX CPEeOCTB.

IpyrmMm BapuUaHTOM OCYIIECTBJIEHUA n3o0peTeHnda ABJIATCA
[IOJIMMEPHEE arnJjioMepatTH, COCTaBJIEHHEHE U3 KOHBIOI'ATOB [IOJIMMEpP—
JIeKapCTBEeHHOE CPpenNCTBO II0 U300peTeHMI OJIS [IpMMeHeHUHd B JIeUeHUM
pAla HapylleHulM, KOTOopHe TpelbylnT OOCTaBKM IPOTUBOPAKOBHX WMJIMU
IIONOOHHIX CPEenCTE.

B NPpenIouTUTEeSJbHOM  BapuaHTe OCyleCTRJIEHN I, n3obpeTeHMe
OTHOCUTCHA K KOHEBOIATY [IOJIMMEepP-JIeKapCTBEHHOE CpencTEBo,
nmoxkasaHHoMy GopmyJion I, InJg IPpMMEeHEeHMSI B KauecTBe JIeKapCTBEHHOTO
npelapaTa OJS JIeUeHUusa paka.

B elne OIOHOM IPpenrnouyTUTEJIbHOM BapMaHTe OCYyIEeCTRJIEHUS,
n300peTeHre OTHOCUTCH K IIOJIMMEPHOMY alJlOMepaTy, COCTaBJIEHHOMY U3
KOHEBIOTaTa [IOJIMMEepP—JIEKaPCTBEHHOE CpelCTBO bopMy JIEL I, OJIA
NIpMMEeHEeHM S B KauecCTBe JIEKAPCTBEHHOTO IIperapaTa IJg JIeueHUs paka.

B KOHTeKCTe [aHHOTO IOKYMeHTa, KIJIEUUTBEY» WU KJIeUeHue»
O3HadvaeT MHTUOUPOBaHUE, CHMXeHNEe, MOOYJIMPOBaHME, YMeHLBIIeHN e
MHTEHCUBHOCTH, W OJIOKMpPOBaHMeE, IO MeHbIeM  Mepe, OIOHOTO
CHUMIITOMA , KOTOPHM XapaKTepusyeT [IaToJIOTHMUeCcKoe COCTOsSHUE, N
cy®dbekTa, Haxomdmerocd oI YyI'PO30¥ BO3HMKHOBEHMS WMJIM CTpamallelo
OT, HOAaHHOTO COCTOAHUA. HeoT'paHMUMBAKIKMI IIepedueHb pPas3JIMUHLBIX THUIIOB
paka cocTaBJigeT cJenyilmee: KapLUMHOME, KAapPLUMHOMBE COJMIHBX TKaHel,
MIJIOCKOKJIE TOUHEE KapLUHOMH, aOleHOKAaPLMHOMH, CapKOMHI, TJIMOMEI,
TJIMOMEL BEICOKOM CTelleHun 3JI0KAUeCTBEeHHOCTH, ©JIaCTOMHI,
HeMpoB®JlaCcTOMH, I[LJIa3MalMTOME, TUCTUOLMTOME, MeJIaHOME, aIeHOMH,
TUIIOKCUUECKHUE OIIyXOJIn, MMV EJIOMEHI, MeTacTaTUueCKue paku, JZNEZN
PaxKoBEe 3aboJieRaHMAa B oO0meM UM LeJioM. KOHKpeTHHE NIPUMEPH PaKOBEX

SaGOﬂeBaHT/HZ, IOJId JIeUYeHNA KOTOPEX MOT'YT OBITH M CIIOJIE 3OBAHEL
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PACKPHTEE KOMIIOBMUMM, BKJIOYALT B-KJIeTOUHYID JMMOOMY, T-KJIETOUHYIO
JIUMOOMY , OYHTOMIOHEY  MMKO3, BoJie3HE  XOIKKMHA, PaKk  MOUEeBOTO
OysHpPS, Pak Mo3Ta, Pak HEePBHOM CHCTEMH, pPak TOJOBH W Ieu,
IJIOCKOKJIETOUHYI0 KAaPLUMHOMY TOJIOBH U IeM, pPakK II0YKM, PaKOBHEe
3aboJjieBaHMa  JIeTKMX, TakKye KaK MeJIKOKJIETOUHEM pakK JIeTKUMX U
HEeMeJIKOKJIETOUHEM pak JeTKuxX, HelpobjacTomy/TJyModjacToMy, pak
AMYHMKA, Pak I[IOIXeJYIOUHOM XeJIe3H, pPak I[IpeIcTaTeJIbHOM XeJIe3H,
pPaxK  KOXMU, pak IIeuyeHM, MeJIaHOMY, [JIOCKOKJIETOUHEE  KapPUMHOME
POTOBOM IIOJIOCTM, IJIOTKM, TOpPTaHM, pakKk oOOOIOUHOM KMIKM, pPak MelKHu
MaTKM, KapLUMHOMY menKm MaTKU, pak MOJIOUHOM XeJlesH, u
POUTENIMAJILHEN pak, PeHaJIbHBM pak, YPOT'eHUTAJILHHBM pak, JeTOUHHM
pak, »5300arealIbHYI0 KaplLMHOMY, KapUMHOMY TOJIOBH M Ieu, pak
TOJICTOM KMIIKM, TI'eMaTOlIOSTUUeCKMEe pPaKoBHe 3adojieBaHMs; pak auuka;
KOJIOpeKTaJIbHEe pakKoBHe 3abojieBaHMusa, OPOCTaTUUECKMM pak, WK
IaHKpeaTHUUeCKUM pak.

KoHBOTATH [IOJUMMEep-JIeKapCTBEHHOEe CPeICTBO IO U300peTeHU’
U/UIM TOJIMMEPHEE arJIOMepPaTh, COCTAaBJIEHHHE M3 KOHBOTATOB IIOJUMEp-—
JleKapCTBeHHOe CpencTBO 1o n300peTeHNIo Takxe MOTYT OHTb
MCIIOJIb3OBAHHE [OJIS JeueHud IIpedpaKOoBHEX  COCTOSHUIM, TakMx Kak
OUCIJIasuy mMeMKM MaTKM ¥ aHaJIbHOTO OTBepCTUd, IPYIUM  BUOH
OUCILJIasuu, T SKeJIEe OVCILIIa3un, TUIepIliasnn, aTUNINUEeCKHKE
TUIIePIJIasny, UM HeOoIlJla3UM.

TepMMHEL «pPak» ¥ <«PaKOBHI» B KOHTEKCTe IaHHOTO MHOOKYMeHTa
OTHOCHATCSHA K 3JI0KaUeCTBEHHEM Oy XOJISIM NI ONMCHBAIT
busmoJOTMUeCcCKOe  COCTOSHUE, XapakKTepnus3yomeecsa HEeKOHTPOJIUPYEMBIM
KJIETOUHEM POCTOM.

Kak paccMOTpeHO B ITAHHOM @»OOKYMEHTe, KOHBOTATH IIOJIMMEp-—
JIeKapCTBEeHHOe CpencTBO 1o 1300peTeHNIO n/nnm [IOJIMMEPHEE
arJIoOMepPaTH, COCTAaBJIEHHEHE M3 KOHBOTATOB IIOJIMMep-JIeKapCTBEeHHOe
CpenCTBO IIO HACTOAmeMy M300peTeHMI HaXOOAT IPMMEHeHMe B JIeUeHUU
U/ MM OpodMiIakKTUKe paka. [OJIS TaKoTo OPMMEHEeHMS KOHLITAT IIOJIMMep-—
JIeKapCTBEeHHOe CpenCcTBO 1o n300peTeHU0 n/nnm [IOJIMMEPHEE
arJIOMepPaTH, COCTAaBJIEHHHE M3 KOHBOTATOB IIOJIMMEep-JIeKapCTBEeHHOEe
CPenCTBO II0 HaCTOAmeMy M300peTeHMn, KaK IIpaBmjio, OyoyT BBOIUTHLCSH
B dopMe dhapMaleBTUUSCKOM KOMIIO3ZUIINM.

TaxkmMm obpasoM, COTIJIaCHO n300peTeHN InpenocTaBJIdAeTCHA
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bapMalleBTHUUECKA S KOMIIOBULINUA, comepxainas KOHTBIOTAT IIOJIMMEP—
JIeKapCTBEHHOE CPenNCcTBO CoOIJlacHO GopMyJsie I ¥, TIIO MeHBIIEM Mepe,
OIMH (dapMalleBTUUECKN IpMeMJIeMEl pasfaBUTelb, SKCUUIMEHT U/UJIU
HOCHUTEeJNE. TepMMH «JIedeHHMe» BKJUAET WIM TepaleBTUUEeCKYD WK
OpodUIIaKTUUECKYD Tepaluo.

Kpowme TOTO, COTJIaCHO n300peTeHND OpeloCTaRJIAgeTCH
bapMalleBTMUEeCKasd KOMIIO3MLUMA, CoIepXamas IIOJMMEPHHM aTJioMeparT,
COCTOAMMUNM M3 KOHBOIAaTa [IOJMMep-JIeKapCTBeHHOE CPelNCcTBO COIJIACHO
bopmyJsie I, M, IO MeHbBIeM Mepe, OIMH OGapMalleBTUUEeCKM IIpMeMIIeMb
pazbaBuTesb, SKCLUUIMEHT U/MUIM HOCUTEJIb.

Komnozuumsg, comepxalas KOHEBIOTAT IOJIMMep-JIeKapCTBeHHOe
CpencTBO II0 M300peTeHMI U/WUJIM IIOJIMMEpPHHE alJIOMepPaTH, COCTOAMME
M3 KOHBOIATOBR  I[OJMMep-JIeKapCTBeHHOe CPenCcTBO [0 HacTodAlleMy
n306peTeHND, MOXET HaxXOOUTLCSH B Jodon IoOxXonAamen bopme,
3aBUCHANEN OT XejlaeMOT'O crnocofa BBeOeHMs ee HalMeHTy. KoMmnosmuusd,
conepxalasa KOHBIOT'aTH [IOJIMMEepP—JIeKapCTBEeHHOEe CpencTEBO 1o
N300peTeHr0 U/UJIU IIOJIMMEPHHE aIlJIOMePaTH, COCTOAMMEe M3 KOHBOTaTOB
[IOJIMMep-JIeKapCTBeHHOe CpencTBO IO U300peTeHMo, MOXeT BHTH
cocTaBJieHa OJIg IIepopallbHOT'O BBeIeHMS, HalpuMep, B QopMe XUIOKUX
OVCIEPCUM WMJIM BOIHHEX WMJIM MACJISHEX CYCIeH3UM, WJIM OHUM MOTYT OHTb
COCTaBJIEHH s IapeHTepallbHOTO BBeIeHUsd, HaIpuMep, IJIsI
IIOOKOXHEIX , BHYTPMUBEHHEX, BHY TPUMBIIEUHEHX , BHYTPUI'PYOVHHEX,
BHYTPUOPIOMMHHLEX, BHYTPUIEPMAJILHEX, TPaHCOePMaJIbHHX WM IOIPYIUX
VMHQY3MOHHEX MeTOOMK. KOMIIO3UILMS, coIepXxamas KOHEBIOTATH IIoJMMep-—
JleKkapCTBeHHOe CpencTRBO 1o n300peTeHUO n/ IOJIMMEPHEIE
arJioMepaTH, cocToAmme us3 KOHBIOTaTOR IoJIMMep-JIeKapCTBeHHOEe
CpenCcTBO IO HacTodAmeMy M300peTeHU, TakXe MOXeT OHTH COCTaBJIeHa
I8 MHTaJAUMOHHOTO BBeIeHMAa B QOpMe anpo30Jii MM pacTBOpa JA
BBeIeHMA C IIOMOUIbLI MHTAaJIATopa WM pPacHuamuTeslsa (HebOyJal3epa) .
KOHBOTATE I[IOJMMEpP-JIeKapCTBEHHOE CPelCTBO I[I0 U300peTeHrbn W/UIn
IIOJIMMEPHEIE arJjioMepaTH, cocTodnue us KOHTBIOTaTOB IIOJIMMEP—
JIeKapCcTBeHHOEe CpelCcTBO II0 Mu300peTeHMD, OPedlouTUTEeJILHO BBOOAT
cyOBekTy TpaHcIepMaJlbHO, IIOOKOXHO, MHTpaHasaJlbHO, BHYTPMBEHHO,
BHYTPUMHIIEUHO, BHYTPUTYMOPAJILHO VI VMHTaJSAUMOHHO . HaubBoiee
IOOXOOAmMUY NIYThL OJS BBeOeHMA B JIOOOM U3 I[IPUMBEIEeHHHX CJIy4daeb

OymeT 3aBUCETE oT KOHKPETHOTI'O TepalleBTNYEeCKOTI'O cpencTBa,
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IPUCYTCTBYKOMETO B KOHBOITATEe IIOJMMep-JIeKapCTBEeHHOEe CPelCcTBO IO
HacTodmeMy n300peTeHuno, cy®neKkTa, n IPUPOOE u TSKSCTU
zaboJieBaHugd U QUBMUECKOTO COCTOSHMUSA CyOLeKTa.

KoHBloTaTe HOJMMep-JieKapCTBeHHOEe CPemOcTBO IO M300peTeHMo
U/ WM TOJMMepHBEEe aTJloOMepaTH, COCTOdllMe M3 KOHBOIaTOB IOJIMMEep-—
JIeKapCTBEeHHOEe CPemOcTBO IO M300peTeHMon, MOTYT OHTL BBEIOeHH B
KoMOUHalUK, HaopuMmep, OIHOBPEMEHHO, IoCcJIeDOBaTEJILHO NI
pasmesibHO, C OIHMM WiIK 0oJiee IPYTUMMM TepalleBTUUeCKM aKTUBHEMHI
cCoeIMHEeHUAMM, KOTOPHE MOTYT IMpPencTaBJISTE Cco0ol OpOTUBOpPAKOBOE
CPeICTBO, WJIM OHM MOTYT MNPeICTaBJAThE Cco0OM UMMYyHOMOIYJIMpYIee,
IIPOTUBOBUPYCHOE, AHTUMHDEKIIMOHHOE, IPOTUBOMUKPOOHOE,
AHTUMHOEKIMOHHOE WMJIM aHeCTeTUUeCKOoe CPeICTBO MM UMX KOMOMHALIMM.

[ToJIMMEepPHEE aTJIOMEePaTH II0 M300peTeHMI MOTYT MHKAICYJIMPOBATDH
BTOpPOE TepaleBTUUECKOe CpeICcTBO, BEHIOpPaHHOE us IepeyH4,
IPpUBEOEeHHOTO BHIIE, U, KpPOMe& TOTO0, MOTYT OHTb HOOINOJIHUTEJILHO
BBeIeH: B KoMOMHALMM, HaOpuMep, OIOHOBPEMEHHO, IIOCJIeIOBATEJILHO
WM  pas3nelibHO, c  omHMM wugM OoJlee  OPYTMMM  TepaleBTUUEeCKU
aKTUBHEIMMI COoeIMHEeHU IMU, KOTOPHIE MOTYT IpencTaBJIAaATh coBom
IpOTUBOPaAKOBOE CPencTBO, MM OHM MOTYT IHIpencTaBJIAT: coboin
VIMMYHOMOIYJIMpYoIee, [IPOTUBOBUPYCHOE, AHTUMHOEKIIMOHHOE,
IPOTUBOMUKPOOHOE, AaHTUMHOEeKLMOHHOEe WJIM aHecTeTUMUecKoe CPelCcTBO
WM MX KOMOMHAIIUMU .

VIIOMSHYTOE  BTOpOe  TepalleBTUUeCKoe CPpeIcTBO MOXeT  OHThb
BHIOpAHO M3 TepaleBTHUUECKUX CPeIOCTB, NPMBEOeHHHX BHIlEe, IIPU
YVCJIOBMM, UTO OHO OTWJIMUaeTCsd OT CpelcTBa, IIPUCYTCTBYIEIo B

KOHEIRI'aTe IIOJIMMepP—JIeKapCTBeEeHHOE CpeICTBO IIO MBO@peTeHMD.
'Conepxammﬁ'B KOHTEKCTE OIIMCaHMA HacCToAmeI' o MSO@peTeHMH, KakK

InogpasyMeraeTCcH4d, OSHaqaeT'BKﬂanDMMﬂ“

BapMaHTH OCymeCTRBJICHMA OIIMCaHEL B IJaHHOM JOKYMEHTe Kakr
BRIIUAKIME B Cceb4ga HeKOTOPEIE HpMBHaKM/SHeMeHTH. PaCKpHTMe Tarkxe
paclipoCTpaHAeTCAd Ha OTIOeJIBHEIe BapMaHTE OCYIMeCTBJIEHMA, COCTOAINME
MM B OCHOBHOM COCTOAIME M3 YIIOMAHYTEIX HpMBHaKOB/SﬂeMeHTOB.

CCBLUJIOUHELIE TeXHNYEeCKN1e MaTepHralJlkl, Tarme Kakr IIaTEHTEL n
3a4ABKV, BKJIIOUECHE B IO aHHBIM OTJOKYMEeHT TIIOCpeICTBOM CCEUIKM.

JIOEIEe BapMaHTE OCYyHmMeCTBJIEHVA, KOHKPETHO WJIM HABHEM O@paSOM
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[IEPEUMCIJIEHHEIE B IOaHHOM JOKYMeHTe, MOTYT oOO0Opas30BHBaATH OCHOBY IJIA
OTKaza OT HEeKOTOpOT'O BapMaHTa OCYMECTBJIEHMS, B3ATOT'O CaMoOI'o IIO
cebe wmiIM B KOMOMHaALMM C OIOHMM MM 0OoJiee  OOIIOJIHUTEJIbHEMU
BapMaHTaMM OCYMeCTBJIEHUS.

Oanee wu300peTeHMe OyIeT OIMCAHO CO CCHJIKOM Ha cJlenyiomme
[IPVMMEDPH, KOTOPHE ABJIAKTCH JMIbE WUIIKCTPATUBHEIMU M, KOTOPEE HEe
cJjenyer HU KaKVM oBpa3oM cumTaThb OT'PaHUYMBaIMMA oBBeM
HaCcTOAMETO M300peTeHUnd.

[TPVIME PH

IIpuBeeHHHE HIIKe [IPVMMEPBL npenocTaBJISgnT nocTaguiHoe
[IOJIYyYEHMEe KOHBOIATOB IIOJIMMEP—JIEKAPCTBEHHOE CPenCcTBO GopMyJisl I u
UX IIOJIMMEPHEX alJIOMepaToB.

ODpumep 1A: CuHTez I[lommMepusyemMoro MoHoMepa KoMmGpeTacTaTmH-
A4 (CombMA)

Kombperacrarmu-A4 (300 wMr, 0,95 wMmmosw), TpusTuilammH (TEA,
191 wMmr, 1,89 wMmoOJb), MeTakpwilowaxjopun (198 w~mr, 1,89 wMmoJb)
pacTBOpAT B OO0e3BOXEeHHOM OuxJjiopMeTaHe (DCM, 10 wia) nom N, B
KPYTIJIOOOHHOM koJIBe obbeMoM 25 MJI. PeakKIMOHHYID CMeCh IIepeMelMrBaiT
B TeueHMe 16 UYacoB IIPM KOMHATHOM TeMIepaType. CHPOM TIMIPOOYKT
DKCTPaIrupyonT HaCHIeEHHEIM pacTeopoM  NaHCO; (20 M X 2) u
OIVUCTUIJIJIMPOBaHHOM BomoM (20 M1 x 2). OpraHMuecKuM CJIOM CYyIaT
nocpencreomM Na,SOu, ¥ PpacTBOPUTEJIL BHIIapupawT. MoHoMep CombMA
OUMIAT C MCIOJIbL30BaHMEM KOJIOHOUHOM XpoMaToIpadmm Ha cCcuInKarese
[IOCPeICTBOM I'€éKCAaHOB.

[lpmMep 1B: IlonyueHMe areHTa nepenaum Lenu (CTA), uMermero

PeaKLMOHHOCIIOCOOHYI (YVHKIIMOHANBHYIO I'PYIIIY

IMTHOIIeHTaHoaT 4-11MaHOIIEHTaHOBOM KM CJIO TH (CPDB)
nopencrTaBJdeT cobom CTA, u S5TOT CTA MOOUQUUINPYIOT N-
TUIPOKCUCYKUIVMHUMUIOM (NHS) , KOTOPEIM npencraepjgeT cobom

PEeakKUIMOHHOCIIOCOOHYD (QYHKUMOHAJNLHYID TIPYINY, B COOTBETCTBUM C
HVKeNIPUMBEeOeHHOM MeTOIUKOM;

Bxkpatue, CPADB (200 mr, 0,72 MMoOJb) UM N-TUIPOKCUCYKIMHUMMUI

(125 wr, 1,07 w™mMoOJIBE) pacTeOpdAT B Oe3zsomHoM DCM (4 ).
IuuukigorekcuakapbonunMmyg (DCC) (177 mr, 0,86 MMOJIB) pPacTBOPAKRT B
BezpomHoM DCM (1 wu1). [IBe CMeCHM-PaCTBOPH 3aTeM CMellMBawnT, U

PEeakKUIMOHHYIIO CMEeCH IIepeMelMBanT I1pn KOMHaTHOM TeMIliepaType B



33

TEeMHOTE B TeueHMe 16 UYacoB. HepaCTROPUMMEM OeJiBEM HNOOOUHHM MNPOOYKT
OUIUKIIOTEKCUIIMOUEBUHY (DCU) YIOaJIamnT duJbTpaumen. [TOJIYyYeHHEIM
pPacTBOp CymaT II0I BaKyyMOM, M CHPOM NOPOOYKT OUMIAKRT KOJOHOUHOM
XpoMaToTpadmely Ha cCuUIMKarejle NOCPeICTBOM TIekcaHa M EtOAcC.

IpmmMep 1C: CuuTres I'oMomonmMepoB POEGMEMA m NHS-POEGMEMA

MomuMeprzauuMon C 0oOpaTHUMOM Iepeladel Lenou IO MeXaHU3MYy
npucoenMHeHre—pparMeHTauma (RAFT) MCIIOJILE3YIT nJjia CHUHTEe3a
TOMOIIOJIMMEPOB POEGMEMA u NHS-aKTHMBUPOBAHHOTO POEGMEMA (NHS-
POEGMEMA) . [IOna cuHTe3a nojguMepa POEGMEMA, k pacTeopy OEGMA (600
Mmr, 2,0 mMmvoJsb) m CPADB (20,12 w~mr, 0,072 wMMmoJIB) B DMF (3 M),

OoDaBJIAT ATIBN (1,31 MT, 0,008 MMOJIB ) . CMecs nponyreamnT
nocpencrsoM N, mida ypajeHus Oy, Y IIOJIMMepM3alMOHHYK  CMeChb
epeMelmBamnT B TeUeHUe 16 _uyvacoB 1pum 70°C. [MonmMepr3aLmno

IpekpamalT OoxXJaXIeHVMeM ¥ BO3IeMCTBMEeM Bo3Oyxa. lloguMep POEGMEMA
oumMmarT OocCaxIeHVeM B IUSTUIIOBHM 50Mp. I[IOJIMMEepHHM OCaIOoK CylarT
10O BakKyyMOM, UTO JaeT NIpUOJIU3UTEJIEHO 35 I[IOBTOPAKIMXCHA 3BEHLEB
OEGMEMA (460 w™Mr, BHXOO 77%). g CHHTe3a TroMmonoJmMmepa NHS-
POEGMEMA BHIIOJIHAKT TY Xe CcaMyl MeTOOMKY IIPpM MCIoJb30BaHuM SCPDB
(27,10 ™mr, 0,072 wMMOJIE) B KauecTBe al'eHTa IepelauM LelM, UYTo
oDaeT nOpubiauM3uTeJIbHO 35 TMIOoBTOpAKIUXCS 3BeHbeB OEGMEMA (480 wMr,
BHxXOO 80%) .

Mpummep 1: Cunres BnokcononmMmepoB POEGMEMA-co-CombMA mu NHS-
POEGMEMA-co-CombMA

MNomuMepuszaumio RAFT MCOOJB3YIRT IJIS CHHTe3a OJIOKCOIIOJIUMEPOB
POEGMEMA-b-PCombMA mu NHS-POEGMEMA-b-PCombMA. K pacTtBopy CombMA
(100 wMr, 0,26 w™MmMONb) M noJmMepa POEGMEMA B KauecTBe al'eHTa
nepenaumM MaKpollelu (50 wMr, 0,005 wMmMOJIB) B DMF (0,75 wm),
onobaeJjigroT AIBN (0,15 w™Mr, 0,00092 wMMOJIB) . CMecsr TIIponyBamnT
nocpencreoM N, mna ynajeHua Oy, ¥ [IOJIMMEPUSALMOHHYID CMeCh
nepememmpanT npu 65°C. TlodyMepMs3alnMio IIPeKpamailnT OXJaXIeHUeM U
BO3IOENCTBMeM BO3IOyxa. CHPOM NPOLYKT OCaXnaoT B IOUSTUIIOBOM 3dupe.
[IoMMMEepPHEM OCaloK CymaT IOoI BaKyyMOM, UYTO IaeT NpUdIMU3UTEeJBEHO 32
noBTOopARIMXCca 3BeHa CombMA (98 wMr, BeHxOnm 65%). Ty Xe caMyp
MEeTOIMKY BEHIIOJHAKRT IJIA CHMHTe3sa OJjiokconoJuMepa NHS-POEGMEMA-b-

PCombMA ¢ wmcnoJib3oBaHuem NHS-POEGMEMA (50 wMr, 0,005 wMoOJIB) B
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KadecTeBe al'eHTa IlepelauM MaKpOLely, UYTO »aeT IPpUOIMU3UTEeJBHO 33
noBropdapmmxcsa 3BeHa CombMA (105 mrg, Brxonm 70%).

IpuMep 1lE: CuHTeS3 OJIOKCOIONIMMEpPa HAIPABJIEHHOI'O BOSBISMCTBUS

NHS-POEGMEMA-b-PCombMA (50 wMmr, 0,002 wMvmoJse) m cRGDEK (6,4
M, 0,01 MMOJIBE) HDOOBepralT COBMECTHOMYy pacTBopeHM©o B DME (0,25
MII) , n K STOM peakuMOHHOM cMecu no6aBJIgT N, N-
OIMMB3OIPOINIIS TUIIaMUH (6,5 wMmr, 0,05 wMMmoJiB). PeaKUMOHHYID CMecChb
nepememmBaioT npu 30°C B TeueHue 24 yacoB. CHPOM NPOOYKT OCaXIAT
B IOVSTUJIOBOM 5oupe. IlOJIMMEepHBE OCaIOOK CyllaT I[IpU IIOHMXeHHOM
ODaBJieHMM, uyTo pmaeT CcRGDIK-POEGMEMA-b-CombMA (41 MI', BHXOHO 82%).
Obmasa cxeMma, IIOKas3eBaKiada [IOJIYUeHUe OJIOKCOIIOJIMMEPa cRGDfK-
POEGMEMA-b-CombMA, OpenocTaBJjieHa B Buune Ouryps 1.

DpuMep 1F: IHonydeHue I[IOIMMEPHHX aIJIOMEPATOB HAMNPAaBJIEHHOI'O
BOBIEMCTBUSI M HEHAIPABJIEHHOI'O BOSBIOEMCTBUS

B @»DaHHOM IOKYMeHTe «OKa3HBalllMi HallpaBJIEHHOEe BO3IENCTBUE»
OTHOCUTCHA K [IOJIMMEPHEIM arjioMeparam, COCTaBJIE€HHEM ns3

BJIOKCOIIOJIMMEPOB cRGDfK-POEGMEMA-b-CombMA, n "OKa3LB AU

HeHallpaBJIeHHOe BOBHeﬁCTBMe” OTHOCHUTCA K IIOJIMMEPHEIM alJloMepaTaM,

cocroAmMM M3 OJiokconoJgmMepos POEGMEMA-b-PCombMA.

T'OTOBAT oBa pacTeopa oJisg [IOJIYUYEeHNM S arJioMepaToB
HanpapJIeHHOTO BOBIEMCTBUA ¥ HeHaNpaBJIeHHOTO BoO3delcTBMA. s
IOJIYUEeHM S arJjioMepaToB HeHalpaBJIEHHOTO BO3IOeNMCTBUS, 2,3 MT

BiokconosgmMepa POEGMEMA-b-PCombMA pacTBopgawT B 500 wMmra THE B
CTEeKJIAHHOM IIYy3HPbKEe M K 5STOMYy pPacTBOPY LOOaBJILAT 3 MI BOIH.
BaTemMm THF B DOy3HpPbKax MCHapPART OIpYM KOMHATHOM TeMIepaType B
TeueHre 24 YacoB Ha OTKPHTOM BO3OyXe, UYTO HaeT MULEJJIH.
ATJIOMepaTH HalpaBJIeHHOTO BOBIEMCTBUA [IPUTOTABIMBAKLT TaKMUM Xe
crmocoboM TIIpM MCHOoJdb30BaHuM cMecu CcRGDIK-POEGMEMA-b-PCombMA wu
POEGMEMA-b-PCombMA (1/5, mMacca/mMacca). CxeMaTuueckoe U30oOpaxeHMUe
[IOJIy4YeHU g arJIOMepaToRB HeHalpaBJIEHHOT'O BO3OEUCTBUA u
HanpaBJIeHHOTO BO3OEMCTBMA NpelCTaBJIeHO Ha durype 2 m durype 3.
DpuMep 1G: HBMepeHMe KPUTUUECKOM KOHIIeHTpaumm Muiienn (CMC)
MeTonm (QJIYOPECLEeHTHEX 30HIOB MCIOJL3YT IJ4 OlIpeleJleHUd
3HaUYeHUN cMC aTJIOMEPAaTOB HalpaBJIEeHHOT'O BO3OEUCTBUA u

HeHallpaBJIEHHOTI'O BO3OEeMCTBUA. HpMPOTaBHMBaDT PacTBOPH
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BaoxkconomuMepoB (450 wMxj) B THF ¢ MCHOOJIB30OBaHMEM CEPUMHOTO
paszBeleHMsa B BHIIEYIOMAHYTHX I[Iy3HPbKax. B KaxOwlM IIY3HPpeK BBOOAT
50 MKJI pacTBopa KpacurTesid Huiabckoro KpacHoro B THE (0,03 mMr/mMi)
M 3areM 3 MI BomeH. THF mMcnapsoT DOJHOCTBI Ha OTKPHTOM BO3OyXe, U
[IOJIy4amnT 3HaueHMd  KOHEUHHEX  KOHIeHTpaluuM  OJI4g 16 oBpa3loRB,
Haxomdammecs B OuamnasoHe oT 1 x 10° mo 1 x 10° M B 3 MI BOIH.
OaxHEE V3MEepeHM biryopecueHINU 3alCHBaKT C [TOMOIILIO
GIIYOPECLeHTHOTO CIeKTpodOoTOMeTpa Ha OJIMHEe BOJIHEL BO30yxneHusa 550

HM, U UCIyCKaHMe OTCJIeXMBAKT Ha IJIMHe BOJIHEL oT 580 mo 660 HM.

s onpeleJleHUd MMHVMAaJIbHOM HeoOxXoOuMOM KOHIIeHTpaluu
aMoOMOMIIL HEIX [IOJIMMEPOB oJisa [IOJIyYEeHU A [IOJIMMEPHEIX CTPYKTYP
MULIEJIJIAPHOTO THUIIa yepes caMoCOOpPKY, 3HaAUEeHUd CMC nig
BIIOKCOIIOJIMMEPOB BEUMCJIAIT B pesyJjibTare OTCJIEXMBaHUA

VMHTEeHCVMBHOCTU @J‘Iyopecuel—mym Hunbckoro KpacHOTO B 3aBUCHUMOCTU OT
KOHLIeHTpalurM IIOJIMMEPOB.

CIIeKTPEL VICITYCKaHIMA @nyopecueHuMM Husibsckoro KpacHoTO B
arjioMepaTax HeHallpaBJIEHHOI'O WM HallpaBJIEHHOTI'O BOBOEMCTBUA I10JIy49aKnT

Ha »OJIMHE BOJIHH BO3DYXIEHMS 550 HM, a MCIIYyCKaHMe OTCJIeXUMBaKT Ha

OJIVHe BOJIHEL OT 580 hafe) 060 HM (durypa 4 n durypa 5,
COOTBETCTBEHHO) .
s onpenejyieHUA 3HaueHUM CMC, roJIyyamnT rpadrkm

VHTEHCHMBHOCTM WMCIyCKaHMsSA Ha »OJMHe BOJIHEL 612 HM B 3aBUCHMMOCTU OT
JoTrapmudMa (log) KOHLEHTpaluuy  COIIoJIMMepa. SHauvenus CMC noius
oBpazoBaHUA arnJIoMepaToB HeHalpaBJIEHHOTO u HalpaBJIEHHOT O
BOBIOEeNCTBUA BHUMCIIAIT II0 IIepeCeueHMId MNPAMBIX JIMHUYM, OIpMHaOJIeXalrx
OTHOCUTEJIBHEM BeJIMUMHAM MHTEHCUBHOCTM C OTHOCUTEJIBHO IIO0CTOSAHHBEMMU
3HAUEHUSAMM ¥ OTHOCHUTEJIBHEIM BeJIMUMHAM WMHTEHCUMBHOCTM C OHCTPO
YBEeJIMUeHHEIMM 3HadeHUsAMu (durypa 6 m durypa 7, COOTBETCTBEHHO) .

SuHauvenua CMC 1midga oOpa30BaHMA alJIOMeEpaTOB  HeHAIIPaBJIEHHOTO U
HalpaBJIEHHOTO BO3OEMCTBUA, KakK oOHapyXeHO, cocTaBJgnT 1,796 x 107
6 Mmu 1,566 x 10°° M, COOTBETCTBEHHO.
[IpmMep 2A: Cuures llonmMepusyeMoro MoHoMepa 5FU (5FU-MA)
5-0¢ropypaumyn (250 wmr, 1,92 MMoJab) u 37%-HeM dopMasmH (244
MKJI) TIOABeprainT peakumu npu 60°C B TeueHMe 2 YacoB. 3aTeM CMeChb

OXJIaXOanT ¥ JUOOUIUSUPYIOT [IOJIHOCTHBI, UYTO OaeT BA3KOe COelMHeHUe.
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Ha BTOpo¥ cTamumu, >ToT npomykT (315 mr, 1,97 MMOJL) pPacTBOPAOT B
0e3BOOHOM  alleTOHUTPUIIE (5,8 w™Mjg), ™M B3BaTeM B BTOT pPacTBOpP
nofSaBagapT TpusTWIamMuH (422 wMrJ, 3,03 MMmoJis) . Ilocjsie oOXJIaxIeHUS
peakumMoHHOM cMecu no 0°C, noBaBJALT II0 KallJIgM MeTaKPpUJIOMJIXJIOPUII
(232 wMrJg, 2,38 MMOJB). Peakuuio OCTABJAKT I[IPOTeKaThb B TeUeHUe
HOUM IpM KOMHATHOM TeMIepaType, ¥ 3aTeM OQUIbTPOBHBAKT OeJbi
ocaloK. Bce JleTyure CcOeOMHeHMS BHIIapMBAKT IO BaKyyMOM, U 3aTeM
CHIPOM TIPOOYKT PacTBOPAKLT B IuxXJopMeTaHe (20 MJI), C IDOCHenylmen
SKCTpakluueyn mnocpencTeBoM 1M-Horo HC1 (2x10 wi), 1M-uemM NaHCOs; (10
MJT) " COJISHEM  pPacCOJIOM (10 wuI) . [Tocaie KOHUEHTPUPOBaHUA
OpTaHUYeCKOM YacCTM, IIPOAYKT BHIOEJAKT B UMCTOM OGQoOpMe KOJIOHOUHOMN
XpoMaToTpadmren Ha cuimkKarese, C BIIOMPOBaHMEM CMeChIO
sTuialeTaT:rekcad (30:70 obweM/06BeM) . IIpOOyKT I[OJydalT B BUIE
BA3KOTO OeclBeTHOTO MacJa (305 mMmr, Bmxom 68%).

NpmMep 2B: CuuHTes I'oMomnonmMepa POEGMEMA

IMonmuMeprzauuw C oOpaTHUMOM Iepemadely LeldM [IO0 MexXaHU3My
npucoenuHeHue-pparMeHTalnAa (RAFT) MCIIOJIb 3YIOT noJisa CHHTEe3a
romMonoyguMepa POEGMEMA. [nd cuHTesa nojguMmepa POEGMEMA, kK pacTBOpy
OEGMA (500 M, 1,66 MMOJIB) M CPADB (11,97 wmMr, 42,85 MKMOJIL) B
DMF (2,5 w™Ja), @pobamjgor AIBN (0,78 wMr, 4,76 MKMOJIb). CMecChb
nponyeawT nocpencreoM N, miasa yznajieHus O,, U IIOJMMEPU3aALVOHHYI
CMecCh IepeMemmBaioT opu 70°C B TeueHue 16 uyacor. IoJMMepr3allio
IpeKpamalnT oxXJlaxIeHMeM M BO3IeMCcTBMeM Bo3nyxa. IllojuMmMep POEGMEMA
OUMIMAalT OCaXIeHMEeM B IOUATUIIOBEM 20up. IIOJIMMEpPHHM OCamOoK CymaT
Iono BakKyyMOM, UYTO maeT 95 MI' nojJmMepa C BEXoOOoM 19%.

IpmMep 2C: CuHTeB OnokcononmMepa POEGMEMA-co-5FU-MA

MommmMepuszauuio RAFT  MCHOOJB3YT OJ4 CHHTe3a OJIOKCOIOJMMEepa
POEGMEMA-b-P5FU-MA. K pacTtBOpy bLFU-MA (17,9 wMr, 78,6 MKMOJB) WU
nogmMepa POEGMEMA B kaueCcTBe al'eHTa lepelauM Makpouenn (40 wmr,
3,93 wMxMmoJsis) B DMFE (0,30 w™y) gpmobGargasgorT AIBN (0,13 wMmr, 0,786
MKMOJIb ) . CMecbk IHnponyrawnT nocpencreom N, mjaa yoajeHuda O, U
MOJIMMEPUBAlIMOHHYID CMeCh IepeMemmBainT npu 70°C B Teuenme 16 UacoB.
MomMMeprzalMio IpekpallalkT OoxXJIaXOeHMEeM U BO3IeMCTBMeM BO3IyXa.
CrHpO¥ HOpPOOYyKT oOcaxXxIalT B OUATMIIOBEM 50Mup. IIOJIMMEpPHEM OCaloK

cymaT II0oJ BaKyyMOM, UYTO HOaeT 16 MI' moJiMMepa C BHXOIOM 28%.
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IpmMep 3A: CuHTes lNonmMepusyeMoro MOHOMepa KoMmbBpeTacTraTmuH-

Ad (Comb-ss-MAa)

2-TUIPOKCUBTUII-METAKPUIIAT (500 MT, 3,8 MMOJIB ) , 4,4"-
OUTUOOVMACJIAHYIO KUCJIOTY (1,83 T, 7,6 MMOJIB ) , N,N'-
OULIUKJIOTEKCUIIKAPOOOUNMAL (1,59 MT, 7,8 MMOJIB ) , 4-

(DMMeTUJIaMUHO ) IMPUIVH (281 M, 2,3 MMOJIB) PacTBOPAKRT B Oe3BOIMHOM
nuxJjopmMeTaHe (DCM) (54 wi) B aTmochepe N, B KPYIJIOOOHHOM KoJibe
obbeMOM Ha 100 miu. PeakKUMOHHYK CMeChb IIepeMellMBalkT B TeueHue 16
YacoB IIpM KOMHATHOM TeMmlepaType. CHpOM HOPOOYKT OcCaxXxIalT B
XOJIOOHEM IUDTUIIOBHM 50Mp M OCTaBJgT Ha 20 MMHYT B YCJIOBUAX -
20°C. TpoOoyKT ouMmaiT C MCIOJb30BaHMeM KOJIOHOUHOM XpoMaToTpadum
Ha cCuImkarejie 5STujaleTaToOM M TekcaHoM (20:80 obwem/o0bemMm) (426
MI', BHXOI 32%).

BaTemM, [IOJIYYEeHHBI [IPOOYKT (300 MT, 0,85 MMOJIE ) u
KoMmbperacrarnu-A4 (270 wmr, 0,85 MMOJIB) pPacTBOPAKRT H 0Oe3BOIHOM
ouxjopmMeTaHe (DCM) c¢ DIPC (129 wmr, 1,02 wmvosbs) m DMAP (104 wmr,
0,85 mMmoJsb) B aTMochepe N, B KPYIVIOOOHHOM koJife odwemMoM Ha 25 Mil.
PeaKLMOHHYID CMecCh IIepeMemlMBalT B TeueHMe 16 YacoB IIpM KOMHATHOM
TeMlepaType. MoHOMep Comb-ss-MA ouMmamnT C IIOMOWBI KOJIOHOUWHOM
XpoMaToTrpadmumM Ha CcuaMKareje 5STUlalleTaToOM WM T'eKCaHOM (30:70
obreM/06BeM) (195 Mr, BEXOI 35%).

Mpummep 3B: CuHTe3 roMononmMepoB POEGMEMA wu Comb-ss-MA-
POEGMEMA

MommuMepusaluio C 0oOpaTHUMOM Iepemadel Lenou IO MeXaHU3MYy
IpUcoenMHeHe—dparMeHTaluma (RAFT) MCIIOJIL 3YIOT nJjisa CHUHTe3a
POEGMEMA. [mnsa cuHTezsa noamMepa POEGMEMA, k pacTBopy OEGMA (1,0
r, 3,3 wMMmMoJb) m CPADB (36,88 wMmr, 0,133 MvmoJb) B DME (5 ™),
Do6aBJIAgT AIBN (2,17 MI', 0,0013 MMOJIB ) . CMech nponyeamnT
nocpencreoM N, mna ynajeHua Oy, ¥ [IOJIMMEPUSALMOHHYID CMeCh
[IepeMelnBainT  [IpKU 70°C B TeueHNe 16 wuyacos. [MonmmMepn3aLno
IpeKpamalnT oxXJaxIeHMeM M BO3IeMCTBMeM Bo3nyxa. IlloJguMmMep POEGMEMA
OUMIMAaT OCaXIeHMEeM B IOUBTUIIOBEM 30up. IIOJIMMEpPHHM OCAaIOOK CymaT
non BakKyyMOM, 4YTO HaeT 715 MI' mojmMMepa C BHXOIOM 69%.

IpuMep 3C: CuHTeB OiokcononmMepa POEGMEMA-co-Comb-ss-MA

NommmMepuszaumio RAFT MCHOOJB3YRT OJ4 CHHTe3a OJIOKCOIIOJMMEpa
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POEGMEMA-b-PComb-ss-MA. K pactBopy Comb-ss-MA (80 wMr, 0,20
MMOJIE) M noJimMepa POEGMEMA B KadeCTBe aleHTa IllepelauyM MaKpOoOLlelM
(134 mr, 0,020 mvmosiz) B DMF (1,07 M) pobamBiagiorT AIBN (0,68 wMmT,
0,004 mMoJbp). CMechk npoayBaboT nocpencteoM N, s ynajneHusa Op, U
MIOJIMMEPU3allMOHHYID CMeCh IepeMemuBaioT npu  65°C. IloJMMepu3almo
IpekKpalakT OXJIaXIeHMeM M BO3IOEMCTBMEM BO3Oyxa. CHpPOM OPOOYyKT
ocaxzmamT B IOUDTUIIOBHM  30Up. [TIoIMMepHEM  OCamoK CcymaT IIono
BaKyyMOM, 4YTO HaeT 98 MI' roJiMMepa C BHXOIOM 65%.

[IpuMepEl, IpuUBeleHHBEE  BHIIe, I[IOKa3HBaKT, UYTO MU300peTeHUe
IPUMEHVMO K LeJIOMy PpPANY pPas3JIMUHBIX JIMHKEPOB, TaKUX KaK IOUCYJbONI
M alueTajb, ¥ K PasJIMUHEM MOJIeKyJlaM JIEKAPCTBEHHBX CPpencTB, TakuM
Kak koMbperacTaTuH u 5-FU.

KpaTkoe omnmncaHue UepTexeln:

durypa 1: CxeMaTuueckoe u300paxeHMe, IOKa3HBaKllee CHUHTE?S
NHS-MOOUOUUUPOBAHHOTO KOHBOI'aTa I[IOJIMMep-JIEKAapCTBEHHOE CpPelCTBO
(KOHBOIaTa IIOJIMMep—-JIEKapCTBEHHOEe CpeICTBO (QOpMyJiEL 1, mMMeKmeIl'o
PEaKLUMOHHOCIIOCODHYIO OYHKLUMOHAJBHYIO TPyIIy) u cRGDfK-
MOOUOUIMPOBAHHOTO KOHEBOT'aTa [IOJIMMEpP—JIEKapCTBEHHOE CpPenCTBO
(KOHBOTaTa IIOJMMEP-JIEKAPCTBEHHOE CpencTBO OGOopMyJiEl 1, MMeKmero
HallpaBJARIYD TPYIILY) .

durypa 2: CxeMaTHMUeCKOe M300paxeHMe, I[IOKa3HBaKlee IIOJIydeHNe
[IOJIMIME PHEIX arJioMepaToB HeHallpaBJIEHHOT'O BO3OENCTBUA 1o
M300pPEeTEeHU M3 KOHBOI'ATOB IIOJIMMEep-JIeKapCTBEHHOE CPEeNCTBO GOpMYJIBL
I.

durypa 3: CxeMaTHMUeCKOoe M300paXxeHMe, IIOKa3bBawlee IIOJIydeHNe
IOJIMMEPHEIX aTJIOMEPATOB HalNpaBJIEHHOTO BO3IOEMCTBUA II0 U300pPeTEeHUD
M3 KOHBOIATOB IIOJIMMEP-JIeKAapPCTBEHHOE CPpelCcTBO GOopMyJiEl 1.

durypa 4. CIHeKTpHE  UCIyCKaHusa biyopeclueHIUN Huseckoro
KpacHOoTO B IOJMMEPHHX aTlJjioMepaTax HeHalpaBJIEHHOTO BO3IeMCTBUA IO
N300peTeHun.

durypa 5: CHeKTpH  UCIyCKaHusa biryopeclueHIUN Huseckoro
KpacHoTO B [OJMMEPHEX alJloMepaTaxX HalpaBJIEHHOTO BO3IOEUCTBUA IO
M300peTeHUn.

durypa 6: I'padmMk MHTEHCMBHOCTM MCIyCKaHMsa Ha 612 HM B

3aBUCHMMOCTHM OT JoTapud¢Mma (log) xoHUueHTpauum POEGMEMA-b-PCombMA.
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durypa 7: I'padmMk MHTEHCMBHOCTM MCIyCKaHMsa Ha 612 HM B
3aBUCHMOCTM OT JoTapubdma (log) obmen KoHUeHTpaluuu POEGMEMA-b-

PCombMA m cRGDfK-POEGMEMA-b-PCombMA.
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$OPMYJIA MBOEPETEHNUA
1.KoHBROTAaT NOJIMMEP-JIEKAPCTBEHHOE CPEIOCTBO QOpMYyJIHL I B QopmMe

GHOKCOHOHMMepa IOJIA IOOCTAaBKM TepPalleBTUUEeCKHMX CpellCTB

H‘\\!/}“
/5\(2 X:g

'm

Kﬁjﬁkwf \Tg

Zlﬁn
L8]
,

R
SopMyna |

roe

R:i, Rz m R3 HezaBucuMMO BHOUpaT M3 H miam —CHsy

X OBHavaeT HaTypaJlbHOe umcio Mexny 1-100

y O3HadvaeT HaTypaJilbHOe umcjo Mexny 1-100

n O3HavaeT HaTypaJlbHOe uMucjio Mexny 1-50 u

L mnpencTarsigseT cobo¥ paculellJISeMBelM JIMHKep U

D sABJISeTCHa TepalleBTUUECKUMM CPeICTBOM, KOTOPpoe IIpeldcTaBJISeT
coboyr kKomBpeTacTaTuMH WM S5-0Topypaumnis (5-FU) wnamM TreMUMTad®UH WU
XJIOPOXUH WMJIM IOOKCOPYOMLMH

A 0O3HauvaeT KOHLEBY TPYIIY, WIM A MOXeT OTCYTCTBOBATL

B o3HauvaeT KOHIEBYID TIPYINYy, WJIX B MOXeT OTCYTCTBOBATL

2. KoumworarT I[oJuMep-JieKapCTBEeHHOe CcpedcTBO 1o II. 1, 1©Oe
JMHKEP BHIOUpPAT us TPYIIIIH, BKJIIOU AN EN B cebs
IOJIU (PTUJIEHTJIMKOJIL ) , aMMHOKUCIIOTY, IIOJIM (aMMHOKMCJIOTY) U KOPOTKUE
IenTUIH .

3. Kouworar nojJmuMmMep-JekapCTBeHHOEe CpPencTBO IO n.no. 1 um 2,
roe JIMHKED npencraBJsgeT cobom KOPOTKUM IenTumn, KOTOPEM
pacrnamaeTcsa oo IelcTBMeM KaTelcuHa B.

4. KoHBOTAT IIOJUMEP-JIEKapCTBEeHHOEe CPeINCcTBO IO II.I. 1-3, Tne
KOPOTKUNM MelNTUO BHOUpAKT WKW3 TpPYyNNH, BKIOUawmel B cebd Gly-Phe-
Leu-Gly (mociemoBaTeJbHOCTL (SEQ) ID NO: 1), Val-Cit, Phe-Lys,
Val-Ala, Ala-Leu-Ala-Leu (mocJyemoBaTeJIbHOCTE (SEQ) ID NO: 2).

5. KoHBOTAT OJUMEpP-JIeKapCTBEeHHOEe CPenNCcTBO IO I.n. 1-4, 1Tne

JIMHKEP [pencraBideT cobom C1—-Cip—yIJIeBOIOPONO I Ci—-Cio—
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3aMelleHHH WM TeTepOo-3aMelleHHHM YIJIEBOOOPON, KOTOPHEM COINEPXUT
OYHKUMOHAJIBEHY Tpyony, KoTOopasd OVCCOLUUNPYeT B YCIIOBUSAX
dMBMOJIOTHUUECKOM CpeXH.

6. KoHBOTAT T[IOJIMMep-JIeKapCTBEHHOe CpPeOCTBO IO II. 5, TIe
YIOOMAHYTYD OQYHKUMOHAJIbLHYK TPYIHINy BHOMpalT M3 alleTald, CJIOXHOTO
sbupa, VMMHE, aMmna, nucyJbsbuna, xkapboHaTa, TuOpasuHa,
KapObamaTa.

7. KoOHBOIAT [IOJIMMEeP-JIEKAPCTBEHHOE CPpenNcTBO IO m.no. 1-6, Ioe
JIVMHKEep OTCYyTCTBYET.

8. KoHmoraT NOJMMep-JIeKapCTBEHHOEe CpencTBO o .. 1-7, Doe
TepalleBTUUEeCKOe CPenCcTBO IIPUCYTCTBYEeT B KOJMUeCTBe OT 5% nmo 59%
[I0 Macce KOHBOIraTa IIOJMMep-JIeKapCTBeHHOE CPEeNCTBO.

9. KoHBOIaT OOJMMEpP-JIEKapCTBEHHOEe CpencTBO o m.n. 1-10,
e KOHBOTAT IOJIMMEepP—JIeKapCTBEeHHOEe CpencTBO bopMyJIEL  MMeeT
CPelHKKn MOJIEKYJIAPHYI Maccy oT 5 klla mo 60 x[a.

10. KoHmOIraT NOJMMEP-JIEKAPCTBEHHOE CpPencTBO IO II.mo. 1-13,
Toe A IOpelcTaBjsgeT CcoOoOM KOHLeByl TIpPyllly, KoTopas SABJSAEeTCH
bparMeHTOM AareHTa Iepenauu Lenu (CTA) WY — MHHULIMaTopa WK
bparmMenToM CTA MM MHMIMATOPA, KOHBOIMPOBAHHOTO C HallpaBJIAIUM
bparmMeHnTOM, WK bparmMenTom CTA wWIM  MHMIMATOPA, VMeKnme o
PeaKIMOHHOCIIOCOOHY (OYyHKIMOHAJLHYD TPYIIly.

11. KoH®BOTaT [ODOJMMEpP-JIEKAPCTBEHHOE CpencTBo no n.n. 1-14,
Tne B 1mOpencTaBJageT cobo¥  KOHIEBYK TpPyNly, KoTopasd ABJIAeTCH
bpaTrMeHTOM areHTa IIepefauu lLelM WIM MHMIMATOPA.

12. KoHBIOIaT MHOJMMep-JiIeKapCTBEeHHOe cpeIncTBO o n. 10, roe
HanpaBJIgRmuUy opaTMeHT BHOMpalT M3 TpPYIHINH, BKJIOUabme B cebs
aHTUTeJa; OGparMeHTH aHTUTEJ, WM TI[IedTUOH, Takue kak [ukio (Arg-
Gly-Asp-D-Phe-Lys) (cRGDfK) (nmocnemopaTenbHOCTEL (SEQ) ID No: 3).

13. KoHBOraT MNOJMMep-JIeKapCTBeHHOe cCpeIcTBO o n. 10, rhoe

PEaAKIMOHHOCIIOCOBHYI TPYIITY BEIOMpPAT nus3 aumeTalid, reMmaneTalldqd,

KapBoHOBOM KMCJIOTH, comupTa, aMm1naa, uMmoa, aHTUIPUIa,
apuirajoreHuna, a30CoeIVMHeHNs, OMa30CoeOVHeHNns, TMIapas3snHa,
asuna, kapboHaTa, XJIOpCHUJIaHa, uMaHuaa, CJIOXHOT O s0upa,
CyJIbOaTHOTO CJIOXHOTO sdupa, dbochaTHOTO CJIOXHOTO sdupa,
TMoPoCchHaTHOTO CJIOXHOT'O s0upa, n3olraHaTa, M30THUOLIMaHaTa,

THOKapbaMaTHOT'O CJIOXHOTI'O s0¢upa, OINTHUOKaApOaMaTHOTO CJIOXHOTI'O
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sdpupa.
14. [TosMMepHEE anJjioMepaTH (HaHOYAaCTHUIIE I MMIIeJIJIE) ,
[IOJIYYEHHHE TIOCPEINCTBOM KOHBIOIATOB IIOJIMMEP—JIEKAPCTBEHHOE CPEeICTBO

dbopmyJsiel I mo m.mm. 1-13

roe

Ri, Ry m R3 HezaBucHUMO BHOUMpaT M3 H mam —-CHsy

X OBHavaeT HaTypaJlbHOe umcio Mexny 1-100

Yy O3HauvaeT HaTypaJilbHOe umcjo Mexny 1-100

n o3HauvaeT HaTypaJibHOe UMCJIO Mexny 1-50 u

L npencraBigeT CcoboM paclmelliseMel JIMHKep, WM L MOXeT
OTCYTCTBOBATL, U

D 4aBJgeTcsda TepaleBTUUECKMM CPeICTBOM, KOTOpOoe IpelCTaBJIgeT
cobon  koMOpeTacTaTUH WU 5-0ropypaumnii WM  IeMUUTabMH WK
XJIOPOXUH WMJIM IOKCOPYOMLMH

A oBHauvaeT KOHIEBYK TPYIINy, WIM A MOXeT OTCYTCTBOBATHL

B o3HauaeT KOHIEBYK I'PYIly, MIM B MOXeT OTCYTCTBORBATH.

15. TloJMMepHHE aTJIOMEPATH (HAaHOUYACTULH WMJIM MUIEJIJIE) II0 II.
14, VHKaTICYyJINpyoIme TepalleBTUUYECKUE cpencTBa [TOMMMO
TepalleBTUUYECKMX CPelnCTRB, IIPUKPEIJIEHHEIX K KOHBOIATY IIOJMMEpP-—
JIeKapCTBEHHOE CpPelCTBO QOPMYJIH 1.

16. IlosmMMepHEE arjioMeppaTel IO II. 15, oDOoe TepalleBTUUECKOe
CpeIncTEO, KOTOpOEe IOOJDKHO OHTBb MHKAICYJMPOBAaHO, BHIOMpAawnT U3
TPYIIH, BRJOUawme B cebd HYKJIeO3UIOHHEe aHaJloTM, aHTUQOJIATH,
opyrme MeTaOOJIMTE, MHIUMOUMTOPH  TOIIOM3OMEPAa3E 1, aHTPULUKJIIVMHEH,
Moo PUIIJIO TOKCHYHEI, TaKCaHH, aJkaJiounel OapBMHKA, AJNKMIINP YR e
aTeHTH, JIaTHMHATH, AHTUT' OPMOHH, pamvodpapMalleBTUYEeCKME

COeIMHEeEHNA, MOHOKJIOHAJIEHEIE aHTrTeJIa, I/IHI‘I/I@I/ITOpBI TUPO3MHKIMHAS3H,
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VHTUMOUTOPE MMUIIEHM pPallaMMIMHa B KJIeTKax MiIekonmuTakomux (mTOR),
PEeTUHOWUIE, VMMYHOMO OYJIMPYIME aTeHTH, MHTUOUTOPH
TUCTOHIOealleTUJIa3H M OpyTMe aTeHTH.

17. Criocod [IOJIyYeHn g KOHET'aTa [IOJIUMEP—JIEKAPCTBEHHOE
CpeInCcTBO bOPMY JIEL I BKJIIOUAET B cebsa IIOJIMMEPU 3 allUI0 PEG-

(MeT) aKkpuJIaTHOTO MOHOMepa (dopmyisa I1T1)

Doparynall

roe

R; m R3; HezaBucuMO BHOMpawT M3 H miam -CH;
n oO3HavaeT HaTypalJlbHOe uMucjo Mexny 1-50,

UTO HDaeT HoJuMep ¢opMmyJisl Ila

Dopryma lla

roe

A npencraBigeT cofou KOHIIEBYIO Ipynmy, I A MOXeT

OTCYTCTBOBATH
B npencraBigeT cobomr KOHIIEBYIO Ipyniy, I B MOXeT
OTCYTCTBOBATH
M 3arTeMm (ii) OOINOJIHUTEJIbHOEe  pPeaKLUMOHHOe  B3auMoIelcTBUe

cCoeIMHeHMSA QOpMyJIEL I1Ia C MOHOMepoM (MeT)akpuinaT—-L-D (dopmydia
IITa)
JH 5

*
=0
i

o
Dopmavrallia
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roe

R, BHOUMpaiT m3 H mam —-CHs

L. 03HauaeT pacHelyigeMbl JMHKep, WM L MOXeT OTCYTCTBOBATDH

D mnpencTaBJgeT cobOoM TepalleBTHUEeCKOe CPeICTBO, BHOpaHHOEe U3
koMBpeTacTaTVHa wiIn 5-FU wmiam remMumTadrHa WM @ XJIOPOXWMHAa WM
OOKCOPYOUIIMHE,

UTO HOaeT KOHBOIAT I[IOJIMMEpP-JIeKapCTBEHHOEe CPelCTBO QOpMYJIE 1.

18. Crioco® [IOJIyYEHU I KOHEBIT'aTa [IOJIMMEP—JIEKAPCTBEHHOE
cCpeICcTBO OGopMyJH I BkJoUaeT B cebs (1) #noamMmepmszauuo PEG-
(MeT) aKkpuJiIaTHOT'O MOHOMepa (dopmyia I1T1)

Fq

i

keete]

7O L

-

-
0"
5
Rs

Dopmynall

roe

Ry M R3 HeszsaBucuMO BHOMpawT M3 H miam —CHs

n O3HauvaeT HaTypaJibHOe uMcJio Mexny 1-50,

UyToO maeT noJuMep ¢opmyJiel I1Ila

o

{
§

8]

[

o
‘m‘

=

Doparyna lla

M szatem (ii) OOTIOJIHUTEJILHOE  peaKUMOHHOEe  B3aMMOIENCTRUE
coeIMHeHNsa QopMyJiel ITa ¢ MOHOMepoM (MeT)akpwiaT—-L (dopmysia II1Db)
=0
¢
Dopmyng {iih
roe R, BeOupawnT M3 H miam —-CHs

L. mnpencrTaBJgeT CcoOoM pachmerigeMel JMHKep, WM L MOXeT
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OTCYyTCTBOBATE,

UTo maeT COIIOJMMEP, KOTOPHM IIokaszaH dopmyJsion IIb

o !

ii
a
R

%

pu

Dopmyna o

Toe X O3HavaeT HaTypallbHOe uMcJIo Mexny 1-100 u

Yy O3HauaeT HaTypaJlbHOe umcjo Mexay 1-100

A mOpencrTaBJgeT coBo¥  KOHIEeByl  Ipylmny, nwim A MOXeT
OTCYyTCTBOBAaTH

B npencraejgaeT cobom KOHIIEBYIO TPYIY, MJIN B MOXeT
OTCYyTCTBOBAaTH

M 3aTeM (ii1i) peakuMoOHHOEe B3aMMOIENCTBME CcoeIMHeHUS GOPMYyJIH
ITb c TepalleBTUYeCKUM CpeInCTBOM (D), BHOPaHHEM ns3
KoMBpeTacTaTvHa win 5-FU wmiam TreMuUmuTabMHa WM XJIOPOXMHA WU
OOKCOPYOMIIMHA, YTO HaeT IIOJIMMEePHHM KOHEBIITAT, I[IOKa3aHHHM GopMyJIon
I.

19. Crioco® IOJIyUYeHN A KOHBIOTaTa IoJIMMep-JieKapCTBeHHOe
cpencTBO (QopMyJH I BkJIoOUaeT B cebs (1) noamuMmepmsauun PEG-

(MeT) akpuJIaTHOTO MOHOMepa (®opmysa I1T1)

F=0

o

, ,( P Qﬁf}‘xw,

]
.
s ek

Dopsrynall

roe

R; m R3 HesaBucuMO BHOMpawT M3 H miam —CHs
N O3HauvaeT HaTypaJibHOEe UMCJIO Mexny 1-50,

uTo maeT nojuMep ¢opmyJiel ITa
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g
R
Doparyna lla

Toe

A [pencraBideT cobom KOHIIEBYIO Tpyniy, NI A MOXeT
OTCYTCTBOBATH

B [pencTaBJdeT codbom KOHIIEBYIO Tpynmy, NI B MOXeT
OTCYTCTBOBATH

N  zarem (ii) OOIOJIHUTEJIbLHOE  peaKLUMOHHOEe  B3aMMOIelCTBUE
coeIMHeHMA QOopMyJiIeL IIa C MOHOMepoM (MeT)akpuiaaT-L-D (dopmyJia

ITIIa)

@opmivae e

roe R, BeiOupawnT M3 H miam —-CHs

L ozHauvaeT pacHellJIseMBl JIMHKep, MM L MOXeT OTCYTCTBOBATH

D mpencTaBygeT coBoM TepalleBTUMUYeCKOe CpPelCcTBO, BHOpaHHOe U3
koMOpeTacTaTHa wian 5S5-FU wmim reMunuTabuMHa WM XJIOPOXMHA WU
OOKCOpPYOULIMHAa, UYTO OaeT OJIOKCOIIOJIVMEP

M BareM (iil) peakUMOHHOE B3aMMOIEeMCTBMe 0Opas30BaHHOTO
OJIOKCOIIOJIMMEepPa C HalpabBJAoIMM (palMeHTOM, UYTO JaeT KOHEBIaT
[IOJIMMEpP-JIeKapPCTBEHHOE CPelCTBO GOPMyJIEL 1.

20. Criocot [IOJIYyYEeHU A KOHEBIOI'aTa [IOJIMMEpP-JIeKapCTBEHHOE
cpencteo ¢QopMyJiH I 1o m.m. 17-19, 1mne PEG- (MeT)akpuinaTa (QOPMYJIH
IT BHOMpaoT M3 TPYOIH, BKJIKUaKmel B cebsa OOJUDTUIEHTJIMKOJL-
MeTUIIBdUpPp-MeTakpmiarT, [IOJIMB TUJIEHTJIMKOJIE ~MeTaKpuiiaT,
[IOJIMA TUJIEHTJIMKOJIE ~METUIIDQUP—aKPUIJIaT U [IOJIMATUIIEHIJIMKOJILE—aKpuiiaT.

21. Criocot [IOJIYyYEeHU A KOHBOI'aTa [IOJIMMEpP—JIeKapCTBEHHOE
cpencTtBo QopmyJsel I 1o n.n. 17-20, 1mme cramusa (1) IOODOJHUTEJIBHO
BKJIOUAET MCIOJbL30Bauue CTA U/MIM MHMIMATOPA.

22. @apMaHeBTMT{eCKaH KOMIIO3MIINA, colepXxalaH-d KOHBIOI'AT
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IoJMMep-JieKapCTBeHHOe CPeOCcTBO QopMyJitl I mo n.mo. 1-13 wu/wuam
IOJMMEPHEM aTJjioMepaT oo n.m. 14-16.

23. KoHBOIAaT [IOJMMEP-JIEKAPCTBEHHOE CPEeICTBO OQOPMYJIEL 1 TIIO
n.n. 1-14 nJjd OpuUMeHeHUS B KaudeCcTBe JIeKapCTBEHHOT'O IperapaTa IJIA
JeueHUsa /MM OpOodMIIaKTUKMY paka.

24, TloJVMMepHHEM aTrJjoMepaT IO O.I. 14-16 §njs T[IpUMeHEeHUS B
KaueCcTBe JIEKAPCTBEHHOTO IpenapaTa oJjd JIeUeHUSa W/WIM IpOodUIIaKTUKNA
paka.

IIo DOBEepPEeHHOCTHU
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