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Criocob cuHTe3a KOHBIOTaTa MHaJypPOHOBOI KUCIIOTHI U MAKIIMTAKCENa

3anava u3oOpereHus

B HacrosimeM u300peTeHHH ONHCaH CIOCO0 IPOMBIIUIEHHOTO CHUHTE3a KOHBIOTaTa
THaJypOHOBOM KHCIOTbI M MAaKIUTAaKCesa, IMOJYyYeHHOIO COINIACHO Croco0y CHHTE3a MEXAY
MOJIeKyTaMu ruaiypoHoBoit kucioTsl (['K) u makiaurakcena myreM BBEIEHUs Crielicepa/IMHKepa
4-OpOoMMACSIHOW ~ KHUCJIOTBI  MEXKIy THMaJypOHOBOH KHCJIOTOM M  YKa3aHHBIM  BBILIE
XUMHOTEPAIeBTUYECKIM BEIIECTBOM COMIACHO OPHTHMHAIBHOMY CIIOCOOy CHHTE3a M OYHMCTKH,

KOTOPBIN 00ECIIeUunBaeT YNCTOTY KOHBIOTATa B €r0 KOHEYHOH (opme.

OO6nacTb TEXHUKH

IMaxmuTakcen (Taxol®) npexncrasier coboi MPOTUBOPAKOBOE CPEACTBO, OCYILIECTBJISIO LIEE
CBOIO aHTUIIPOJU(EPATUBHYIO AKTUBOCTD ITyTEM BO3JEHCTBHS HA OPTaHU3ALHUI0 MUKPOTPYOOUEK
KJIETOYHONW  IIUTOCKEJIETHOW CHUCTEMbl. HHTHOWPYS  JENOJSPU3ALUI0  BBIIIEYKAa3aHH bIX
MHUKpPOTPYOOUEK, OH MPENOTBPAINAET UX HOPMAJBbHYIO AMHAMUYECKYI0 PEOPTaHM3aLUI0, KOTOpas
MIPOUCXONUT BO BPEMsI MUTOTHYECKOTO KileTouHoro aenenus (Manfredi JJ et al., J Cell Biol, 1982,
94:688-696).

OCHOBHBIMU TEpaNeBTHUECKMMU IIOKA3aHUAMHU JJIs1 TAKIUTaKceda SBJBSIOTCS  €ro
IIPUMEHEHNUE B TEPAINH PaCpOCTPAHEHHOTO paka MOJIOYHOH JKeJe3bl, B TEPAIIUU paka JIETKUX, B
JIEUEHNH Paka SUYHUKOB, Paka MOUYEBOIO Iy3bIPsl, MPEICTATENbHOM JKeJe3bl U SHIOMETPHSL.

INaxmuTakcen mnpencraBisieT CcoOOH  HepacTBOPUMOE B BOAE COCOUHEHHUE, U,
CJIEZIOBATENIbHO, (papMalleBTUYECKasi KOMITO3HIIUS, B KOTOPOH OH HCIOJB3YyeTCs] B HACTOSIIECE
Bpemsi, BKIro4aeT ero cmemmBanune ¢ Cremophor EL — sTunobiMm ciuprom, (Pfeifer RW et al,
Am J Hosp Pharm, 1993, 50:2520-2521) B coorHomennu 1:1, u uMeHHO B 3TOH (opme ero
OOBIYHO BBOJST MyTE€M HEMpepbIBHOW BHyTpuBeHHOW MH(Gy3uu. Ilpucyrcreue Cremophor EL
SIBJIIETCSI OCHOBHOHN TNPUYMHONH HETATUBHBIX PEAKLMH, KOTOpPble OOBIYHO BO3HHKAKOT IIPH
BBENIEHUH MMAKINTAKCeNa, T.€. MPOCTBIX MPHUCTYIOB KPAUBHHIIBI, OABIIKA M OpOHXOCHAa3Ma,
BILJIOTH 10 aHA(MIIAKTHYECKOTro IoKa. [lo 3TOH mpuynHE BCEe MaLMEHTSI, MOJIYyYaoIye JeUeHHe
dapmaneBTHUeCcKOl Kommosunued makiaurakcen-Cremophor EL  noyokHBI mepex  Hadaiom
JIEYSHUS IIPOUTH MTPOLIEAYPY COMTACHO MPOTOKONY IPEMENNKALIMN, KOTOPasi COCTOUT U3 BBEIACHUS
JeKCaMeTa30Ha, BO3MOXKHO B COUETAHHH C aHTUTHCTAMUHHBIM CPEICTBOM.

Takum 0Opa3oM, aBTOPBI HACTOAIIETO W300PETEHUsI MOTYT C YBEPEHHOCTHIO 3asBUTh, UTO

npenapar Taxol®, kKoTopbIil B HACTOsIIEE BPEMsI HCTIONB3YETCsI B KITMHUYECKOM TIPAKTHKE (& TaKKe
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croco0 ero BBeNEHHUs), MpPencTaBiseT coOOHl OrpaHHMYEeHHE €ero  TeparneBTHYECKOH

s¢pexruBHOCTH. Tl0 3TOM NMpUYNHE HCCIENOBaHNs B HACTOSIIEE BPEMsI OPUEHTHUPOBAHBI KaK Ha
CHHTE3 IPOJIEKAPCTB/BOAOPACTBOPUMBIX KOHBIOTATOB MAKINTAKCENA, TAK U HA HOBBIE IPEnapaThl
BBIIIEYITOMAHYTOIO NPOTHBOPAKOBOTO JIEKAPCTBEHHOTO CPENICTBA.

INaknuTakcen mpencrasisieT cOOON ajKaloOHJ, KOTOPBIH B HACTOSIIEE BPEMs MOJYYarOT
MOJYCHHTETUYECKUM TyTeM M3 OJHOTO U3 €ro MPEeAIeCTBEHHUKOB, MOJYYeHHbIX U3 UTOJIOK THCA
sirogHoro (Taxus Baccata). XuMu4eckd OH COCTOMT M3 TaKCAaHOBOIO Kojiblla ¢ 15 atomamu
yIJepona, CBS3aHHOTO C OKCHATAHOBBIM KOJbIOM B monoxeHusx C4 u C5, torma kak B
nonoxkeHuu C13 MpUCYTCTBYET CIOXKHO3(UpPHAS CBS3b, KOTOPAs CYUTAETCS HEOOXOOUMOW ISt
€ro MPOTHBOPAKOBOI aKTHBHOCTH.

JUis TIpeofoNieHnsl YKAa3aHHBIX BRI NPOOJeM, CBS3aHHBIX C THUIIOM COCTaBa, ObUIH
NPENPUHSTHI TOTIBITKA, HATIPUMED, HHKAIICYJIMPOBATh YKa3aHHOE MPOTHBOPAKOBOE BEIIECTBO B
JUIOCOMBI, HAHOKAINCYJbl M MHUKpocdepbl, OOpa3oBaHHbIE MOJUMEPHOH OOOJIOYKOM,
o0pa3zoBaHHOW OMOpa3naraeMbIMH COMOJIMMEPAMH, TAKUMH KaK TOJMMOJOYHAs KHCIIOTa, WIHI
HeOuopasaaraeéMbIMU COMOJIMMEPAMH, TAKUMHU KaK COMOJMMEP STHJIEHA C BUHUJIALIETATOM, HJIH
MUKpochepsl, odpazoBaHHbIe MOMHPOCHOIPUPOM, HATPYKEHHBIM MMAKITUTAKCETIOM, JIJIsl CO3MaHMS
CHCTEMBI IPOJIOHTUPOBAHHOTO BBICBOOOXKAECHUSI JIGKAPCTBEHHOTO CPENCTBA B MECTE JICUCHMHSI
(Nujjen B et al, Investigational New Drugs, 2001, 19:143-153).

Onnaxo OBLIO MOKA3aHO, YTO 3THU HOBbIE CHUCTEMbI Ul MHKAINCYJALUU NaKIUTaKcena
UMEIOT MPOOJIEMBI CO CTAOMIIBHOCTBIO, POU3BOACTBOM U BOCIIPOU3BOANMOCTBIO.

bonee Toro, ObuUM TPEANPHUHSTH  PA3IMYHBIE TIOMBITKH  CONIOOMIN3NPOBATDH
BBIIICYITOMSHYTOE JICKAPCTBEHHOE CPEINCTBO IUMKJIONEKCTPHHAMU, HO HOBBIE TpEnapaThl He
naBaiy JkenaeMbIx pesynbtatoB (Nujen B et al., /nvestigational New Drugs, 2001, 19:143-153).

XUMHYECKHE HCCIENOBAaHUSI HOBBIX IMPEMapaToB MAaKIUTAKCENa, KOTOPbIE CIENAIT 3TO
JIEKapCTBEHHOE CPEACTBO 00Jiee BOAOPACTBOPUMBIM, COXPAHsIS MPHU 3TOM €ro 3(eKTHBHOCTh B
KauecTBe MPOTHBOPAKOBOIO CPEICTBA HEM3MEHHOMW, NMPUBEIHN B Pe3yJbTaTeé K CHHTE3Y HOBBIX
aHaJoroB, Moau(UIIPOBaHHBIX B nososkeHUsIx C2” u C7, U, KpoMe TOro, K MOJYYEHHIO HOBBIX
KOHBIOTATOB, TAKXKE OMpPEAeIsIeMbIX KaK MPOJIEKapCTBa.

HNmest 310 B BUAy, ObUIO MPEONPUHSTO HECKOJBKO IOMBITOK CHHTE3MPOBATh HOBBIC
IPOJIEKAPCTBA, KOTOPbIE IPUBENH, HATPUMED, K IMOJYIEHUIO TAKUX JIEKAPCTBEHHBIX CPENICTB, KakK
anernnnaknurtakcen (Mellado W et al., Biochem Biophys Res Commun, 1984, 124(2): 329-336)
WIM K CHUHTE3Y HOBBIX CJIOXHBIX 3(HMPOB BBHIIIEYKA3aHHOTO JIEKAPCTBEHHOTO CPEACTBA C
CYKIIMHATOM, TJIyTapaToM U Cylb(OHOBOW KHCJIOTOW Ha arome yriepona B mojoskeHun C2°,

CJIO’KHBIX 3(UPOB, KOTOPBIE, OJJHAKO, OKa3aJIMCh HECTAOUIBHBIMU B BOJHOM Ccpere.
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Kpome Toro, Ttaxke wu3BecTHO npumeHeHne [IOI' (MOMMATUNEHIIIMKONA) IS

JepUBATU3ALMN BBILIEYKA3aHHOTO XHMHOTEPANEBTUYECKOTO BEIECTBA IyTeM 3TepuduKanuu
nakinuraxkcena B nososkeHun C2’. Takas HOBas MOJEKyJla OKa3anach XOpPOILIO pPacTBOPUMOMH B
BOJIE, HO TAKKe MMeJIa OTPAHMYEHHYIO CTAa0UIIBHOCTD.

Hakxonen, Opina Tawke paspaboTaHa HOBasi «cucmema OOCMIAGKU» BBILIEYKA3aHHOTO
JIEKAPCTBEHHOTO CPENICTBA, KOTOPYIO MONYYaOT MyTeM KOHBIOTALIMH MaKIHTaKceNa ¢ OelkoM
ceiBopoToyHoro ansOymuHa (UCA): konbtorat mnawimurtakcen-UCA — okazancs — Xopouio
pPacTBOPUMBIM B BOJE, HO HET JOCTOBEPHBIX HaHHBIX 00 3(PeKTUBHOCTH OTHOCHUTEIHHO
naknutakcena per se (Nujen B et al., Investigational New Drugs, 2001, 19:143-153).

HenaBHo Oblla CHHTE3WpOBaHAa HOBAasl CHCTEMAa BBICBOOOXKIEHHUS MMAKINTAKCEa,
3TepUPUIIPOBAHHOTO MPEABAPUTENBHO MOAU(HUITNPOBAHHOH rnanypoHnoBoii kucnoroii (I'K), T.e.
JIepUBATU3UPOBAHHOTO MOJIEKYJIAMH THUIPA3U[a, CBS3AHHBIMU C KapOokcmybHOW rpynmoi 'K
amunHOM cBs3pro (Luo Y et al., Biomacromolecules, 2000, 1(2):208-218) (US 5,874,417). Takum
oOpasom, Obula TOJydeHAa HOBas CHCTEMa MAOCTABKM IAKIHUTAKCENa, KOTOpas IO3BOJSIET
JIEKaPCTBEHHOMY CPEACTBY HAIPSIMYIO JOCTUTATh MOBEPXHOCTH MEMOPaHBI OIYyXOJIEBOI KIETKH-
MULIEHH, KOTOpasi XapakTepusyercsi cBepxakcnpeccueii peuentopa 'K CD44.

B nomnbITke pa3BUTh BCe BO3SMOXKHOCTH accoriuanuu naxkiauraxcena ¢ I'K, B pesynbrare ObLin
M3y4eH U CHHTe3UpOoBaH HOBBIN KOHBIOTAT 'K ¢ xXMHnoTepaneBTHueckiuM BetecTBoM, nmpudem 'K
U XMMHOTEPANEBTUYECKOE BEIIECTBO KOBAJIEHTHO CBSI3aHBI B HEM APYT C IPYTOM OINOCPENOBAHHO
C TMOMOIIBIO Crelcepa/TMHKepa, TAKOTO KakK, HanmpuMep, OpoMMAacIsiHast KUCJIOTa, KOTOpast AeNaeT
KOHEUHBIH NpPOAYKT Oosiee BOAOPACTBOPUMBIM M, CIJIENOBATENBHO, JIETKUM JUI BBEICHUS
(EP2045270).

OO0beM HACTOSIIIETO M300pETEHHUs 3aKIYaeTcss B ONPEAesieHHH HOBOro crocoda
NOJYUYEHUSI M OYUCTKH, KOTOPBIH sBJIsETCS OCOOCHHO S(PeKTUBHBIM U MPEOnOJIeBAET

OTMCYECHHDBIC BbIIIE HEAOCTATKU MNPEAIICCTBYIOLICIO YPOBHA TCXHUKH.

ITonpobHoe onucanne n300peTeHus

Takum 00pa3oM, OOBEKTOM HACTOSINETO H300pETEHUs SIBJISIETCS OPUTHHAIBHBIN CIIOCO0
MOJIYUEHUSI M OYUCTKH KOHBIOTATa TMaypOHOBOH KHCHOTh 1 naknutakcena (I'K-makmmrakcena),
KOTOPBIN BKJIIOYAET WJIM COCTOUT U3 CIAEAYIOLMX CTaaU:

a) AaKTUBAaUMs B pAacTBOpPEe NAKIUTAKCeNa B  OPTAaHMYECKOM  PAaCTBOPUTEIE,
MPENNOYTUTENIFHO TUXJIOPMETaHe, COAep:KaleM creicep/TuHkep 4-OpOMMACISIHOW KHCJIOTBI,
KapOOKCHIIBHOW TPYIIBI BBIIIEYKa3aHHOTO creiicepa/miHkepa 4-OpOMMAcisiHOW KHCIIOTHI C

NMOMOIIBIO AKTUBUPYIOLICTO arc€HTa, NpEANIOYTUTECIIBHO Kap6OI[I/II/IMI/II[a, Oouee npeaAnOYTUTECIIBHO
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1-3tun-3-(3- gumernnamusonpomun)kapoboaunmuga runpoxnopuna (EDC, CAS nHomep 25952-

53-8), B mpUCYTCTBUH KaTanu3aTopa, npeanouruteabHo DMAP (4-nuMeTninaMuHONMUPUIANHA), C
nonyueHueM nHrepmenuara konsorata I'K u naknmurakcena (Br-Cy-naknurakcena);

b) kpucramu3alus HHTEpMeauara, MOJyYEeHHOro Ha Mpenbiayied craguu (a), B
OpPraHUYEeCKOM PACTBOPHTEINE, MPEANOYTUTENBHO N-TrenTaHe, 3aTeM ero (QrIbTpanus U CyIIka,

c) mobOaBleHHE WHTEpMenuaTa, MOJy4eHHOro Ha mpensiayueit cramuu (b), k TBA
(Terpabyrunammonnesoii) conmu I'K B JIMCO;

d) o4ymnCTKa MOJNY4eHHOrO TakuM 00pazoM koHbroraTa I K-makmurakcena, KOTOPbIA UMEET
CIOXKHOA(UPHYIO CBsI3b My KapOokcuyiom monucaxapuna ['K u crelicepoM/JIMHKEpOM, TIe
YKa3aHHBIA CIrieHcep/JIMHKEP, B CBOK OYEpelb, CBSI3aH CJIOKHOX(UPHOH CBS3BIO Yepe3 CBOM
KapOOKCUJT ¢ TUAPOKCHIIBHOMN IPYIION y aToMa yriiepoaa B nmojioskeHnu C2’ makinTakcea, myTeM
OCAXKJIEHHs C TMOMOINBI0 PacTBOpPA 3TAHOJ/BONA, COAEpKaliero coyib NaBr, mo MeHbIuel Mmepe
OHOM TOCNEAYIOLUe MPOMBIBKH B 3TaHOJE/BOJAE U JOMOJHUTENBHON MPOMBIBKH B 3TAHOIE,
npeABapHUTesbHas Cyllka npu Temreparype 40°C 1 mpornyckaHue B HACBIIIEHHOH BOISIHBIM [TAPOM
kamepe npu temneparype 40°C u aTMOCepHOM HaBJIEHUH, HAKOHEL], CYIKa IPU TeMIIepaType
40°C nox BaKyyMOM.

Eme onHum obwvekroM m3o0perenus siBisercs: koHboraT I'K-makimmurakcena, nmeronmi
CTENeHb JepUBaTH3ALMU WK dTepuduxanuu B auanasoHe ot 15 % mo 21 % (mac./mac.),
MPEeNroYTUTENbHO B nuara3oHe ot 16 % no 20 % (mac./mac.), rme ucxXomHasl THATypOHOBAs
KHCJIOTa NMeeT (ePMEHTATHBHOE MPOUCXOXKICHNUE U CPETHEMACCOBYIO MOJIEKYJISIPHYIO Maccy OT
140000 mo 250000 J[la, mpu4eM yka3aHHBIH KOHBIOraT HMeeT (GOpMy MEIKOAWCIEPCHOIO MU
OJTHOPOIHOTO TMOPOIIKA CO CTETMEHBIO YUCTOTHI OoJiee 98 % (Mac.) B mepecueTe Ha CyXOi MPOIYKT
U COIEPIKUT KOJMYeCTBO nu-Br-nmaxnmurakcena menee 1% (mac.).

Eme onHum oObekTOM H300peTeHHs Takke sBisercs KoHblorat I'K-makiurtakcena B
(dopMe MENKOIUCIIEPCHOTO U OJTHOPOIHOIO MOpPOIIKa, conepskamero menee 1 % (mac.) au-Br-
NAKINTAKCeNa, MOJYYeHHbIH M OYMINCHHBIA, KaK OMHCAHO, W, CJIEAOBATENIbHO, YPE3BBIYAITHO
YHCTBIH 10 OTHOIIEHHUIO K TAKOMY K€ KOHBIOTATy, MOJIy4eHHOMY criocobom cormacHo EP2045270.

Eme omHuM 00BEKTOM H300pETEHMS TAKKE SIBJIETCS (hapMalleBTUYECKasi KOMITO3ULIUS, IO
CYLIECTBY COCTOSIIASI W3 KOHBIOTATa, IMOJYYEHHOTO W OYHIIEHHOTO C TOMOIIBI0 OMHMCAHHOIO
BBIIIIE crioco0a, B COYETaHUHU c (papmMakoIOruYecKu PUEMIIEMbIMH
pa30aBUTEISAMU/SKCLUMITHEHTAMH,  MPENNOYTUTENbHO  (apMalleBTH4YeCKass  KOMITO3MLIMS,
MIPUTOTOBJIEHHASI B CTEPUIIbHOM N30TOHHYECKOH BoAe, coaepxaiei 5 % (mac./00.) NIFOKO3bI, st
NPUMEHEHUsl B JICUEHUU PACIPOCTPAHEHHOTO paka MOJIOYHOW JKeJe3bl, paka JIETKUX, paka

SUYHUKOB, paka MOYEBOIO Iy3bIpsi, paka MPEACTATEJIbHOW JKele3bl U OHAOMETPUS U



ME30TENNOMBI.

Komrmoszuiuio no HacTosieMy U300peTeHHIO IPUMEHSIOT IIPHU JIEYEHUH BCexX (GopM paxa,
IpU KOTOPBIX OOBIYHO NPUMEHHMBl MAKINTAKCE], BCE HW3BECTHBIE BBIIICNIEPEUHCICHHBIE
IIPOU3BOHBIE TAKOTO JIEKAPCTBEHHOTO CPEJCTBA U TAKCAHBI B L[EJIOM.

Taxum 0Opa3oMm, B HACTOAIEM H300pPETEHHH ONMUCAHO U 3asBJICHO MOJYYEHHE U OYHCTKA
koHbtorata ['K-makiuTakcena COMIAacCHO OPUTHHAJIBHOMY CIOCOOy CHHTE3a, COCTOSIIEMY BO
BBEIEHUU CIeWCepa/IMHKEpa MEXKAYy THAIYPOHOBOW  KUCJIOTOH U BBILEYKA3aHHBIM
XUMHOTEPANEBTHYECKUM BEIIECTBOM MTOCPENCTBOM 00Pa30BaHUs CIOKHOI(PUPHON CBSI3H MEXKIY
KapOOKCHJIOM BBIIIEYKA3aHHOTO MOJMCaXapuaa M CIeHCcepoOM/IMHKEPOM, MPUYEM YKa3aHHBIH
crieiicep/TUHKEp, B CBOK O4epenb, CBs3aH (BCerna CIOKHOX(UPHOW CBS3bIO) uepe3 CBOU
KapOOKCUJT ¢ THUIPOKCHJIBHOW rpynmol y aroma ymiepoma C2° makiauTakcena, MPU 3TOM
crieificep/TMHKep, HCIOJB3YEMBIH Ui CHHTE3a BBIEYKA3aHHOTO KOHBIOTATA, MPENCTABJISET
coboii 4-OpOMMACIISIHYIO KHCIIOTY.

Takoli HOBBIN cmocoO cuHTe3a koHbiorara I K-maknurakcena otiauyaercs ot EP2045270,

MTOCKOJIBKY OH OOEeCTIeUnBAET:

J oOpa3oBaHue KOHBIOTATAa C OOJIbIIECH CTETIEHBIO YHCTOTHI,

o UCKITFOUSHHE 3aKIIFOUNTEIbHOTO TUATN3a,;

J COKpAIlleHHE HCIOJb30BAHUS PACTBOPUTENEH

o MOJy4eHne ucxXomHoro marepuana (konbtorara ['K-maxnurakcena) B

BHJI€ MEJIKOAUCTIEPCHOIO U OAHOPOAHOTO MOPOLIKA, JIETKO MOAAAIOLIETOCs CTEPUIN3ALUU IyTEM
(punbTpany mocie NPUroTOBJIEHUS B BOAHOM PACTBOPUTENE;

o COKpallleHHe BPEMEHH CHHTE3a.

[onyueHHBIH U OYUILEHHBIH TakKUM 00pa3oM KoHBOraT [ K-maknmuTakcesnaa nMen CTeneHb
aepuBaTH3aluu B nuamasoHe ot 15 % o 21 % (Mac./mac.), mpeanovTUTENbHO B AHANa30He OT
16 % nmo 20 % (mac./mac.).

CreneHp nepuBaTU3ALNUN HITH 3TEPUPUKALNHY BBIIEYKA3aHHOTO KOHBIOTATA OMPEIEIIOT
HIJKE KaK MAacCOBYIO IPOLEHTHYIO JOJI0 MakinuTakcena k macce I'K-maxnurtakcena, Takum
oOpaszom, 100 Mr KOHBIOTaTa CO CTETEHBIO AEPHBATH3ALMH, COCTaBILOIE oT 15 % mo 21 %
(mac./mac.), Oymyr comepxkarb 15 mr, 16 mr, 17 mr, 18 mr, 19 mr wim 20 mr, wim 21 mr
XUMHUOTEPANIEeBTUYECKOTO BEILECTBA MAaKIMTAKCEI B 3aBUCHMOCTH OT YKa3aHHOH CTerneHu
aepuBaTU3alUU (YTOOBI JOTIOJHUTENBHO POUJUTIOCTPUPOBATD 3TO, IPH CTENEHH AePUBATH3ALMH
20 % (mac./mac.) B 100 Mr koHBIOTaTa COnepKUTCA 20 MI MAKIUTAKCENa), OOHAKO CIIELUANCTY B
TaHHON OONIACTH TEXHMKHM OYEBMJIHO, YTO B KOHIIE TAKMX IPOMBILUIEHHBIX CIIOCOOOB CHHTE3a

MOKET IMPOUCXOOAUTH HeOOJIbIIIoE BapblUpPOBAHUE B COOTHOUHICHUU MACChl MECXKAY MOJICKYJIaMU,
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NnosTOMy 34€Ch U JaJie€ 3assBUTCJIb, OIIUCBbIBAsd W 3asdABJIAA  AUANIA30H ACpUBATU3AlUU

BBIIIEYKa3aHHOTO KOHBIOTATa, coctaBiisroumid ot 15 % no 21 % (mac./Mac.), HaMepeH 3asBJISITh
BCE€ 3asBJICHHbIC NPOLIEHTHbIE 3HaueHus, BKmouaromme =1 %: Hanpumep, creneHb 20 %
(Mac./mMac.) COOTBETCTBEHHO roJsaratot paBHoit 20 % + 1 %.

I'K, ucnone3yemass sl CHHTe3a Takoro kKoHbtorara I'K-makmurtakcenma MOXeT ObITh
nojyueHa U3 JIOOOr0 HCTOYHHMKA, HANPUMEp, NMyTeM 3KCTPAKLUUU W3 TMETYIIMHBIX TrpeOHel
(manpumep, cormacao EP0138572 umu WO02018020458), mnu OMOTEXHOJOTUYECKHM ITyTEM
(manpumep, cormacHo EP2614088 unm EP2614087), umu npeanodTuTensHO PepMEHTATUBHBIM
nyrem (Hampumep, cornacHo EP0716688), U uMeTh CpEIHEMACCOBYIO MOJIEKYJSIPHYIO MAacCy
(MW) B muanasone ot 400 mo 3x10° ITa, npennourutensio or 400 go 1x10° Jla, eme Gonee
npennourutesibHo oT 140000 no 250000 Jla (cpemHemaccoBasi MOJIEKYJISIPHAsT Macca O3HA4aer
MAaccy, BBIUUCIEHHYIO C TOMOIIBIO0 criocoba «xapakrepuctuueckoi BsiskocTuy (Terbojevich et al.,
Carbohydr Res, 1986, 363-377)). 'K-naknurtakcen, ONMMCAHHBIA U 3asBJICHHBIN 3asBUTENEM,
UMeeT CTereHb JAepuBaTH3auu B npenenax ot 15 % no 21 % (Mac./Mac.), MPeAnoYTHTENBHO B
npenenax ot 16 % mo 20 % (mac./mac.), npeamoytuTenbHo mojaydeH u3 ['K depMeHTaTuBHOTO
MIPOUCXOKIAEHUS CO CPEIHEMACCOBON MOJIEKYJISIPHON Maccoil B nuanasone ot 140000 no 250000
Ha.

Konsrorar ' K-naknurakcena, ONMCaHHbIN BBILIE, TOJIYYAOT U OYULIAIOT B COOTBETCTBUU
C BBIIIEYKa3aHHBIM OPUTMHAJIBHBIM CIIOCOOOM CHHTE3a, MOAM(HUIIMPOBAHHBIM I10 CPABHEHHIO C
NPEALIECTBYIOIMM YPOBHEM TEXHUKU M, TAKUM 00pa3oM, NOAPOOHO ONHCAHHBIM HIDKE!

- B pacTBOpe IMAaKIUTaKCeJa B OPraHHYECKOM pacTBOPUTENE, IPEANOYTUTENBHO
OUXJIOPMETaHe, CONEPIKUTCS crefcep/TuHKep 4-OpOMMACISTHON KUCJIOTHI, KapOOKCHJIbHYIO
rpynny 4-OpOMMAcCsIHOW KUCJIOTHI aKTUBHUPYIOT AKTUBUPYIOLUIMM areHTOM, TaKuM Kak
KapboauumMu, MIPEANOYTUTENBHO 1-3TH1-3-(3 - AMMETHIIaMU HONPOTTHIT )Kap OO TU U MUTT
ruapoxiopun (EDC), B mpuCYyTCTBMM KataimusaTopa, mnpenmoututensbHo DMAP  (4-
OUMETHIAMUHOMUPUINHA), TAKAM 00pa3oM MOJy4aroT OOpa3oBaHUE CIIONKHOTO 3(PUpa MEXTY
TUAPOKCUIIBHOH (PYHKIMOHAJNBHOH rpynmoil mpu atome yriepoma C2° mnakiurakcena W
KapOOKCUITBHOW TPYIIION crielicepa/MuHKepa 1yt 00pa3oBaHUsl MHTepMenuara koHbrorata K-
MaKINTaKCeNa, B KOTOPOM CBsI3b MEXKIY YKa3aHHBIM CIIEHCEPOM/IMHKEPOM U TMAKIUTaKCEIOM
NPENCTaBISET COOOH CIIOKHO3(HPHYIO CBSI3b,

—  TOJNYYeHHBIH HHTEPMENNAaT KPUCTAUIM3YIOT TyTeM A00aBJIEHUS OPTaHHMYECKOTO
pPacTBOPUTEIS, MPEANOYTHTENBHO N-TeNTaHa, K BBIICYKA3aHHOMY DPaCTBOPY, 3aT€M BBIAEISIOT

nyTeM (UIBTPALUH U CYLIAT, TaKUM OOpa3OM IMOJYyYArOT BBICYIIEHHbIM MHTEPMEINAT, KOTOPBIN

3aTeM aHAJTU3UPYIOT AJIl OLIEHKU CTEMEHU YUCTOThI ¢ momolpio Merona BOXXX Ha Hanuuue pu-
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Br-naxmurakcena, KOJIMYECTBO KOTOPOro Onarofapsi BbIEYKA3aHHON CTaJAWU KPUCTAJUIN3ALUN

PE3KO CHUXKAeTCs, OKasbIBasicb MeHee 1 % (Mac.), ClenoBaTeNbHO, YHCTOTA MPOAYKTa TaKOTro
CUHTe3a okasbiBaeTcsi Oosee 98 % (mac./mac.);

- 3aTeM IyTeM TQpsAMOIO  KOHTaKkTa YKa3aHHOro uHTepmenuara ¢ TBA
(rerpabyrunammonneBoii) combto 'K B gumerucynbdpoxcune (AMCO) (AMCO mnossossier
pPacTBOPATH TAKOH MHTEPMEIHMAT U ONITUMUZUPYET PEAKIHIO YKA3aHHOTO CHHTE3a MO CPABHEHHIO
¢ N-mermn-2-muppomugonom (NMP) wu  gumerundopmamugom (DMF))  momyuaroT
HykieopunpHoe 3amemnenne COO- I'K Ha yriepone, cBsi3aHHOM ¢ OpOMOM crielicepa/TuHKepa.
Takum oOpaszom, obpasyercst cioxHod(upHas cBsi3b Mexny [ K u creficepoM/THHKEpOM, paHee
CBSI3AaHHBIM U MTaKIUTAKCENA;

- TOJyYeHHBIH KOHBIOTAT TaKUM OOpa3oM OUHIIAIOT IYTEM OCAXKIEHHS U3 PacTBOpa
3TaHON/BOMA, conepskamero NaBr (mpu temnepatype 40°C), 3aTeM MpOMBIBAIOT OJUH I DoJiee
pa3 B 3TaHOJE/BOAE W IOTOM MPOMBIBAIOT B 3TAHOJIE, 3aTE€M IPEABAPUTENILHO CYLIAT IIPH
temnepartype 40°C, octasisitoT npu temneparype 40°C B HacbIIIEHHON BOASIHBIM IaPOM Kamepe
npu aTMOC(hepHOM IaBJIEHUU W, HAKOHEL, cymaT nmpu remmneparype 40°C mon BakyymoMm.

3asiBUTENH HEOXKUIOAHHO OOHapyxkuJ, uro NaBr obnerdaer ocakaeHHe KOHBIOTaTa H,
CJIEZIOBATENIbHO, €r0 OYHCTKY, B TO e BpeMs NaBr, B CBOIO odepernp, JIETKO YIOAJSETCS IyTeM
MOCTIEYFOIMX MPOMBIBOK KOHBIOTATa YKa3aHHBIMH BbIIIE BOIHO-CIUPTOBBIMU PACTBOPAMH.

Craguu mpenBapUTENbHON CYLUIKM U TPONMYCKAHHWE B HACHIIEHHON BOASHBIM IapoM
KaMepe Tpu aTMOChEepHOM IaBJIeHUH NpoBomaT npu Temmneparype 40°C B TeueHHe mepuona
BPEMEHHU, COCTABJSIIOIETO MO MeHbIIeH Mepe 8 4acoB, a CTaAMI0 CYLIKH TMPOBOIST MpU
temmneparype 40°C, moxg BakyyMOM, B T€YEHHUE MEPUOAA BPEMEHU, COCTABJISOIIETO MO MEHbIIeH
Mepe 16 yacos.

Takast cTamust OYMCTKY KOHBIOTATa MCKIIOYAET MPOLIECC TUANN3A.

[TonyueHHBI KOHEYHBIH NPOAYKT TMPEACTaBIsieT COOOM  MENKOAMCIIEPCHBIH U
OHOPOIHBIN MOPOLIOK, €ro aHAIU3HPYIOT MeTonoM BOYKX nist o1ieHKH CTeneHn qepuBaTH3aLiN
uH STepudrkany KapOOKCUIIa, U ero CIOCOOHOCTH (DPHITBTPOBATHCS.

Takum oOpa3om, TmoOKa3aHO, uTOo KoHBIOraT ['K-maknmurtakcena, TONYyYEHHBIH W
OYMINCHHBIN, KaK YKa3aHO BBILE, CBOOOAEH OT 3arps3HSIOLMX BELIECTB, B OCHOBHOM,
NPEICTABIEHHBIX CIICAYIOLMMHU:

° Iu-Br-nakiuTakce: MOJHOCTBIO HEXKeIaTeIbHBIH MOOOYHBIA MPOIYKT

peakuuu BCJIEACTBUE peakIuu STepupukaunu 2 MOJIEKyn 4-OpOMMACISTHOM KHUCIOTBI C
MOJIEKYJION MaKIUTaKceaa IO JABYX pasHbIM ruapokcuiaM. CHUXEHUE COAEp)KaHUS 3TOro

BTOPUYHOIO MPOAYKTA ABJIACTCSA 3HAYUTCJIbHBIM YIYHIICHUEM MPOLHECCa CUHTE3a U OYUCTKU
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KOHBIOTaTa, IIOCKOJNbKY Ju-Br-maknurakcen B3amMmopeHcTBUET € 2 KapOOKCHIJIBHBIMU

¢dyHKIMOHANBHBIMU rpynnamu  onHod mmm naByx wmonekyn I['K-TBA u, ciemosarenbHO,
orpenenseT oOpa3oBaHUE CIIMTOM (apMaleBTUYECKOW KOMITO3ULIMM, CONEeprKallell KOHBIOTaT
COIIACHO HACTOSIIEM  M300PETeHMIO, KOTOpash IOJHOCTBIO —TepsieT  TepareBTUYECKYIO
5(peKTUBHOCTb M CTaBUT IOA COMHEHHE BO3MOXKHOCTH CTEPIJIM3ALMU MyTeM (QUIbTPALUN C

nomoIpo 0,2 MKM (QUITBTPOB;

. ocrarkn NaBr, pactBoputeneli U aKTMBUPYIOIMX AareHTOB, KOTOPBIE
yRasroTest OJaromapsi CTaquu KpUCTAIM3ALUN HHTepMenuara B N-rentase, 6jaaronapsi craiuu
OCaXZICHUs B 3TAHOJIE U MOCIEAYIOIMM MPOMbIBKaM koHeuHoro npoaykra I'K-maxmurakcena B
BOJHO-CIIUPTOBOM pacTBope. Ha mpakTuke, MOXXHO MPOBOAMTH MpOLecC KpUcTawim3auuu B N-

IeriTaHe U, CJICA0OBATECJIbHO, OH BKIOYACT TOJBbKO MHTEPMEAHAT, UTO, TAKUM o6pa30M, NpuBOAUT

K YUCTOMY IIPOAYKTY, KOTOprfI JIETKO OTACIUTDL OT OCTATKOB PA3JIMYHOIO BUAA, MIPUCYTCTBYHOIINX
B PEAKLHOHHOMU Cpeze.
Bnaro;:[ap;[ BCEM BBILCTICPCUNUCIICHHBIM CTaAWUAM MOJYy4YaroT LIpG?;BI:;ILIaI\/'IHO YUCTBIN

MEJIKOIUCIIEPCHBI  MOPOIIKOOOpasHbIH  KOHBIOTaT  0e3  HeoOXONMMOCTH _ MPOBEICHUs

SAKIIIOYUTEIBHOTO AUAJIN3d, YTO TAKXKE ONPEACIIACT 3HAYUTEIIbHYIO 3 KOHOMUTO PacCTBOPUTEJICH.

Takum oOpazom, criocod cuHTe3a 1 O4UCTKU KoHBtorata I K-naknurakcena, sBISIOIMNACS

o0BekTOM n300perenus, otnnyaercst or EP2045270, mockonbky OH 0OecrieqnBaeT:

o o0pa3oBaHue KOHBIOTAaTa ¢ OOJBLICH CTENEHBIO YHCTOTHI;

o MCKITIOUEHHE 3aKIIFOUUTEbHOTO TUAITN3A,;

o COKpAIlleHHe HCIIOJIb30BAHUS PACTBOPUTENEH;

o MOJlydeHUe KMCXOMHOIO MaTepuaja B BHAE MEJIKOAUCIIEPCHOTO U

OJHOPOIHOTO TMOPOIIKA, JIETKO MONAAOLITOCS CTepUJIM3AlUU MyTeM (QuibTpanuu mnocie
MPUTOTOBJIEHUSI B BOJHOM PacTBOPUTEIIE,

o olIee COKpalueHne BpeMEeHU CHHTE3a.

UtoOp! Jiydiie MPOUJUTFOCTPUPOBATH OOBEM U MPEUMYIIECTBA HACTOSINETO M300pETeHHS],
NpUBEIEH NpUMep MOJNy4YeHHs U O4YMCTKM koHbrorara I'K-maknmTaxcena, KOTOpPBIHM, OIHAKO,

HUKOUM 00pa3oM He OrpaHUYHBaeT 00BeM (OPMYJIbl H300PETEHHS.

Ilpumep 1: nonyueHue u ouucTka KOHBIOorara I'K-maknuTakcesa €O CTENEHBIO

nepusatusanuu 18% (mac./mac.)

Tonyuenue cnoxuosduproro npoussoaHoro 'K ('K, ucnosnbsyemast 1Jisi TAKOro CUHTE3A,

HMEET CPEAHEMACCOBYIO MOJEKV/BIDHYVIO Maccy B amanaso”e or 160000 mo 230000 J1a) u

NAaKJIIUTAKCCJId, HMCHIICIO CTCINCHL ACPHUBATH3AlIMU, T.C. BTGDI/Id)I/IKaI_II/II/I Kap601<c14na, 18%




(mac./mac.).
110,1 mr 4-6pommacisinoit kuciaotel, 151,9 mr EDC u 19,5 mr DMAP no6assisiu B 308,7

MI' TIAKJIUTaKCeNa, PACTBOPEHHOro B 15 M auxjopMeTaHa, IpH IepeMEeIllMBaHUU IpU
temneparype 10°C B TeueHue mo MmeHbiueii mepe 40 MuHYT. 3aTeM K IOJY4€HHOMY TaKUM
o0pazoM pacTBOpy nOOABJSUIM BOMy, IOCJE MEPEMELIMBAHUS B TE€YEHHE HECKOJbKUX MHUHYT
opranuueckoii (aze maBanu oraenuThes. OpraHuueckyro (asy coOupanu, a BOmHYKO ¢asy
(comeprkaiyro co ¥ OCTaTOK Opomma) yaaasutd. K monydeHHOM TakuM 00pa3oM OpraHuYeCcKoi
dasze nmobammsmmm 25 mi N-renrtaHa npu temmeparype 10°C, momay4as KpUCTAJUIU3ALUIO
WHTEPMENINATa, 3aTE€M BBIIEIISUIN IyTeM (PHIIbTpALIMU U TaKUM 00pa3oM cyimuid. Takum oOpaszom,
Ob110 TONTy4eHo 301 MTr BBICYIIIEHHOTO MPOIYKTa-MHTEPMEaHaTa.

300 mr Takoro mHTepMenuara Obuto nodasyeHo B pactop 1000 mr I'K-TBA (comu T'K ¢
TeTpadyTuiamMMmoHueM), pactBopeHHol B 44 Myt JIMCO. Uepes 1 neHb peakiiuu pu TEMIEPATYpPe
40°C B pactop nobasisuin 50 mut IMCO. Yepes 1 dac MenIeHHO MO KarisiM J00aBJISUTA PacTBOP
STAHOJI/BOZA B COOTHOWEHUU 96/4, comepkaumii NaBr ¢ xoHuentpanuen 2% (mac./mac.),
NOJIy4asi TAKUM 00Pa3oM OCaOK MOJTYYEHHOIO KOHBIOTATa, KOTOPBII MHOTOKPATHO IMPOMBIBAJIH B
stanone/Bone (8,5/1,5), okoHuaTenbHO TOBTOPHO mpombiBaIH 100% 3TaHOIOM H 3aTeM
npensaputenbHo cyumuu npu temmneparype 40°C B Teuenue 8 uacos. IlpenBapurtenbHO
BBICYIIEHHBIN MPOAYKT 3aTeM ocTasjsiiu npu 40°C B HACHILIEHHON BOASIHBIM [1IApOM Kamepe Mpu
aTMoc(epHOM IaBJIEHUH elle Ha 8 4yacoB U, HakoHel, cyumn npu 40°C B Bakyyme He MeHee 16
94acoB, HO JI0 MOJIHOTO BBICBIXaHMUSL.

ITonmyuenneiit konptorat I'K-naknurakcena ananusuposanu meronom BOXX (Rosato A,
Urologic Oncology: Seminars and Original Investigations, 2006,24:207-215), 4ToObI MPOBEPUTH,
yro >(xpeKTUBHAs CTemeHb nepuBaTtuzauum cocraBuia 18 % (mac./mac.); meromom BDXX
BoicymeHHoro uHTepMmenuata (Theodoridis G. et al, Application Note, August 1999:40-44)
OTpENeNnIIu KOJIMYeCTBO AM-Br-makmurakcena, koropoe cocraBuio MeHee 1% (mac.) (kak
IPOAEMOHCTPHPOBAHO HIKE), CTENEHb YHCTOThI KOHBIOTaTa cocraBmiia Oojee 98 % (mac.) B
repecyueTe Ha CyXOu MPOAYKT.

Konsbtorar I'K-naknurakcena, MOJy4eHHBIH KaK OMUCAHO BBILE, MPEACTaBIsIET cOOOi
0eJ0-KEeNTOBATHIH MOPOIIOK, OAHOPOAHBIN U TMTPOCKOIHMYHBIH, JIETKO CTEPIIIN3YEMBIH IyTeM
¢unpTpanun ¢ momoumpo 0,2MKM  (UIBTPOB TpPH BOCCTAHOBJICHUU B BOIAHOW Cpene B BUIE

(dapmMareBTHIECKOH KOMITO3UIIHH.

IlpumMep 2 CcpaBHUTEJBbHBIM: HOJyUeHHE M O4UCTKAa KkoHbrorara IK-maknurakcesna

cormacHo W02004035629 (EP2045270)
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Tonyuenue cnoxHodupHoro npoussonHoro I'K W makiuTtakcena €O  CTEIEHBI)

srepudukanuy kapbokcuua 18 % (mac./mac.).

UroObl MPONEMOHCTPUPOBATH, YTO CHOCOD, SIBJSIOLMNICS OOBEKTOM H300peTeHMs,
IPEBOCXOUT MPEAIECTBYIOUMH YPOBEHb TEXHUKH, MPEACTABICHHBIH CTOCOOOM, ONHUCAHHBIM B
WO02004/035629, 3asBuTens npuroroBua KoHbrorar I'K-makimurakcena B COOTBETCTBUH C
npumepom 6 13 W02004/035629, n3MeHNB MaCCOBYIO KOHLIEHTPALIMIO PA3JTMYHBIX KOMIIOHEHTOB,
s modyyeHus: koubtorata ['K-maknurakcena co creneHbro stepudukaniu kapookcuna 18 %
(Mac./mac.), 4TOOBI CPaBHUTb TaKOE IPOM3BOAHOE B OTHOIIEHHU YHUCTOTHI U CIOCOOHOCTU
¢dunsTpoBaThCs ¢ KoHBIOTaTOM [ K-maknurakcena u3 npumepa 1 JaHHOM 3asIBKH.

Hcnonesyemass I'K umeer cpenHeMacCOBYIO MOJEKYISIPHYIO MacCy B AuanasOHe OT
160000 no 230000 [a, kak B mpumepe 1.

Bkparue, x 308,7 Mr makiuTakcesna, pacCTBOPEHHOIO B 15 M1 guxyiopmeTaHa, A00aBIsUTH
117,2 mr 4-6pommacnsiHoit kucnotel U 614,1 mr EDC. 3arem B pacTBOp H00aBJISIIM BOIY st
yhoaneHus: Bcero Opomuaa u kapbomuumuna. B mosyueHHBIH TakuM 00pa3oM OpraHMYecKHi
pacTBOp 100aBIsIH CynbpaT HATPUS U1 00€3BOKIBAHUS, & PACTBOPUTEND YIASUIH € MTOMOLIBIO
poTtopHoro ucrnapureins. B utore, Obu1o nmomydeHo 363 Mr BBICYIIEHHOTO WHTEPMEANATA.

315 wMr mnoaydeHHOro TakuM oOpa3oM uHTepMenuara nodaBmsuin k I['K-TBA,
pacTtBopeHHOro B 0essomHoM NMP, pacTBOp mepemermBany Mpu KOMHaTHOH TeMIieparype B
TedyeHue 7 qHei, moce yero nodasisuii 20 Myt OMAMCTUIIMPOBAHHOMN BOJBI U 4 MJT HACBHILICHHOTO
pacteopa NaCl. Ero nmepemermBainu B Teuerue 1 yaca, 4ToObl 00eCieunTh OOMEH HATPHsIC HOHOM
TBA. 3arem mo kamsiM 100aBJISUIM STAHOJN M IOJYYEHHBIH TakuM OOpasoM BOJIOKHHUCTBIA
MPOAYKT PACTBOPSUIH B BOJE, MOIBEPTAIU AUATU3Y U, HAKOHEL, JTUOPHUITH3HPOBAIIH.

Konstorar I'K-nmaxnurakcena, TMOJYyYEHHBIH B COOTBETCTBUU C MPUMEPOM 2,
aHanusuposanu MerogoM BOXKX, uToObl mpoBepuTh, UTO MONy4eHHAs >(XpeKTHBHAsS CTEIEHb
nepuBaTtusanuu coctasuia 18 % (mac./mac.).

Taxum oOpa3om, ABa KOHBIOTATa M3 MpuMepa | 1 mpumepa 2 CpaBHHUBAIM ISl TPOBEPKH

WX YHCTOTHI B OTHOIICHUHW KOJNIMYeCTBa Iu-Br-makimTakcena (CIMTOro moOOYHOrO MPOAYKTA

peaKuyu), MPUCYTCTBYIOIIETO U OMPENEsieMOro B BBICYIIEHHOM WHTEpPMeIuaTe U3 npuMepos 1 u
2 (meromom BDXX B oTHOmEHHH BBICYIIEHHOro uHTepMenuara, Theodoridis G. et al,

Application Note, August 1999:40-44), u cnoocOHOCTH (GUIBTPOBATHCS Hepe3 (PHIBTPHI U3

anerata uemmonossl (Minisart®, 0,2 MKM), KOTOpbIE TapaHTUPYIOT KBaIHM(ULUPOBAHHOMY
CTMEeLUATUCTY CTEPHIIBHOCTD MPOAYKTA, H3MEPEHHYIO MPH JaBJIEHUE 2 aTM.

HcnblTanue Ha ciocOOHOCTE (PUABTPOBATLCS

Jlnis TpoBeieH s UCIIBITAHUS HCIIONIb30BANIN HEeOONbIION cTanbHOM Oak (Sartorius Stedim
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oobeMoM 0,22 1) ¢ BXOAHBIM OTBEPCTUEM JIsI CKATOTO BO3AyXa (PEryIUpyeMbIM MaHOMETPOM) B

BEPXHEW YaCTH U BBIXOJHBIM OTBEPCTHEM B HIKHeH yacT. B Oak 3arpyxanu 15 mu pactBopa I'K-
MAKINTaKCeNa, PACTBOPEHHOrO O KOHIEHTpauuu 12 Mr/mi B DIOKO3e KOHIeHTpauuen 5%
(mac./mac.). Ilox GakoM, Ha BBIXOZHOM OTBepcTHH, ycTaHoBieH ¢unbTp 0,2 mkm (Minisart, CE,
Sterile). TToTok cKaTOro BO3AyXa PEryjvMpoOBaIIH sl MOJNY4EeHUs NaBJIeHUs OKoJio 1,5 Gap BHYTpU
CTAJIbHOTO 0aKa C IeJIbI0 MPOTATKMBAHUS PACTBOPA Yepe3 CTepUIIbHbIN GuibTp. B MOMeHT Havaa
(GuaBTpaLMK BKIFOYATH XPOHOMETP M, MOMECTHB TPAAyHMPOBAHHBIA LIMJIUHAP MOJA BBIXOAHOE
oTBepcTHe QUIIBTPa, U3MEPSUTH OTPUIBTPOBAHHBIA OOBEM C TEUEHUEM BPEMEHH.

Pe3ynbraThl:

Konbwrar I'K-nakaurakcesa, nojy4deHHbIi coriacHo npumepy 1:

ou-Br-naknurakcen (mac./mac.) (TMPOLIEHTHAs MaccoBasi JOJSI OTHOCHUTENBHO MAacChl
uHTepmenuara): 0,8 %o

cocoOHOCTh GuabTpoBaTECs (pacTBOpa 12 MI/MJI KOHBIOTaTa B PacTBOpPE INIFOKO3BI

KOHIIeHTpauuei 5 % (mac./mac.)): 4,5 mui/MuH
Konborar I'K- naknurakcesa, notyde HHbI i COrJIaCHO mpumMepy 2:

nu-Br-maknurakcen (mac./mac.): 5,2 %

CIocoOHOCTD (MabTpOBaThes: 0,04 Ma/MUH

B 3axmroyeHue, mOJIy4eHHBIE PE3yJbTaThl MOKA3bIBAKOT, YTO KOHBIOrMpoBaHHbIM K-
NaKJINTaKCeN, TOJy4eHHBIH COMACHO CIOCO0y M300peTeHus], OTINYAETCS:
- OU€Hb BBICOKOM CTEMEHBK) YHCTOTbl IIPU COBEPIIEHHO HE3HAYUTEIbHOM

KOJIMYECTBE OU-Br-makjiuTakcena,

- BBICOKOH CITOCOOHOCTBIO OT(HIILTPOBBIBAThCS Uepe3 0,2 MKM (UIIBTPBI, KOTOPBIE,
KaK HW3BECTHO CIELUAUCTY B HaHHOW 00jacTh, 00ecrnedyrBarOT CTEPUJIBHOCTh (HIIbTpaTa
(unbrpyromas cnocobHocTh 0,04 MJI/MUH SIBISIETCS TPHU3HAKOM MAIO/TLIOXO (PUIIBTPYEMOTO
npoaykra, mostomy HE mnonmaercst crepwimsauum depes ¢GuiabTpsl 0,2 MKM, 4YTO JAeaer
HEOOXOIMMBIM BBIOOp aJbTEPHATHBHOIO METOMA CTEPUJIM3ALMHU, TAKOTO KaK TePMHUYECKas I
pamuaMoHHAast CTEPUITH3ALUS, PUYEM 00a METO/IA, OTHAKO, ONPENENSIOT, KaK IIMPOKO U3BECTHO,
YACTHYHOE paspylleHHe MPOAYKTOB, MOABEPrHYTHIX TAKHUM MPOLIECCaM, OCOOEHHO MPOU3BOAHBIX
CJIOJKHBIX 3(UPOB).

Haxoner, ciocob mo n300peTeHu o MPUBOIUT K 3HAYUTEIIBHOMY CHUKEHUIO KOJTMYECTBA

HUCTIOJIB3YEMOI'O paCTBOPUTEIIA, MOCKOJIbKY B TaKOM criocobe He INPOBOJAUTCA OYUYHMCTKA IYTEM

Auaini3a KOHBIOrATa, 3allJITaHUPOBAHHAA, OAHAKO, B HU3BCCTHOM CHCUIUAIUCTY CHOCO6€, 4TO

MPUBOJIUT K 3HAYUTEIIPHOMY COKPALLEHUIO BPEMEHH PUTOTOBJICHUS KOHBIOraTa 1Mo npumMepy 1-2

B CPaBHEHUH.
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Takum 00pa3oM, MONYYEHHBIH KOHBIOTAT HMMeEN ONTHMAJbHBIE XaPAKTEPUCTHKH IO

CpPaBHEHUIO C KOHBIOIaTOM, IIOJyY€HHBIM B  TNPEIIIECTBYIOIIEM  YpPOBHE TEXHUKHU
(W0O2004035629), u, xpome Toro, obecredynBajach 3HAYUTEIbHAs SKOHOMHUS H3IEPKEK U

BPEMEHH.
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Dopmyna nzobpeTeHust

1. Cnocob mosyueHust ¥ OYMCTKH KOHBIOTaTa THMAJyPOHOBOH KHCJIOTBHI M MAKIMTaKCeNIa
(I'K-nmaxiurakcena), KOTOPbIH BKIIOYAET WM COCTOUT U3 CIEAYIOIMX CTaIui :

a) aKTMBAaLMs B pAcTBOpe MAKIUTAaKCela B OPraHUYECKOM  pacTBOPHUTEIE,
NPENOYTHTEBHO JUXJIOPMETaHe, COIepiKaleM crencep/IuHkep 4-OpoMMAacIsHOW KHCJIOTBI,
KapOOKCHJIBHOM TPYIIbI BBIMIEYKA3aHHOTO Creicepa/muukepa 4-OpOMMACISIHONH KHCJIOTHI C
MIOMOIIBIO AKTHBUPYIOIETO areHTa B MPHUCYTCTBUU KaTajau3aTopa, npeanoyrureasno DMAP (4-
IMMETHIAMUHOIMPUANHA), C TOJIyueHHeM nHTepMeaurara konbtorara I K-naknurakcena,

b) kpucrauzanus HWHTEpMeOuara, MOJYYEeHHOro Ha mpeabiaymed craauu (a), B
OpPraHUYEeCKOM PaCTBOPUTEJIE, MPEANOYTUTEbHO N-renTaHe, 3aTeM ero (QUIbTPaLusl | CYIIKa,

c) mobOaBleHHE WHTEpMenuaTa, IMOJNy4eHHOro Ha mnpeneinymeidi craauu (b), k TBA
(Terpabyrunammonnesoii ) comu I'K B IMCO;

d) ouncrka konptorara I'K-maknurakcena, moJiyueHHOTO TAKUM 00pa3oM, KOTOPbIH HMeeT
CIOXHOR(UPHYIO CBsI3b MEXIy KapOokcuiiom monmcaxapuna ['K u crielicepoM/THHKEpOM, IIe
YKa3aHHbII Crieificep/JIMHKEP, B CBOIO OYepeib, CBSI3aH MOCPEACTBOM CIOKHO3(QUPHOH CBS3U uepe3
CBOI KapOOKCWJI ¢ THAPOKCUIIbHOHM rpynmoil y atoma C2° yriepoma NakIUTakceNa, MyTeM
OCAXKICHHsSI B PAcTBOpE STaHOJ/BONA, conepskameM coiib NaBr, mo MeHblledl mepe OIHOU
NOCJIEAyIoIe TNPOMBIBKM B 3TAHOJE/BOAE U  JajbHEHIIell TNpPOMBIBKM B 3TaHOJE,
npeABapHUTeNIbHAs CyIKa mpu Temneparype 40°C u mponyckaHue B HACBIIIEHHOW BOSIHBIM ITAPOM
kamepe npu temneparype 40°C u aTMOC(QepHOM HaBJIEHUU, HAKOHEL, CYIKa IPU TeMIlepaType
40°C mox BaKyyMOM.

2. Crnocob mo m. 1, B KOTOpOM Ha cTaaud (a) akTUBALMU AKTUBUPYIOIIMH areHT
MPEACTaBJISIET coboit KapOOTUUMUT, MPEATIOUTUTENIBHO 1-3Tmn-3-(3-
AUMeETHIIaMUHONIpon I )kapooqunmuaa ruapoxiopun (EDC).

3. Criocob mo ogHOMY MM OoJiee M3 MPEALIeCTBYIONMX MYyHKTOB, B KOTOPOM Ha CTaJIUH
(a) akTUBAIIMU KATAIU3aTOP MpencTaBiisieT codol 4-aumernnamunonupunut (DMAP).

4. Criocob mo onHOMY Wik OoJiee U3 MPEALIECTBYIOIMX MyHKTOB, B KOTOPOM Ha CTaJiuU
(b) xpucTamIM3aLNK PACTBOPUTENH MPEACTaBIIsET cOO0H N-renTaH.

5. Cnoco® mo ogHOMY MM OoJiee M3 MPENIIeCTBYIOIMX MYHKTOB, B KOTOPOM Ha CTaguu
(d) ourcTKM MpeABapUTENBHYIO CYIIKY W NMPONYCKAHWE B HACBIMICHHOW BOISIHBIM MApOM KaMepe
npu aTMOC(EPHOM IaBJICHHH MPOBOAAT mpH TemmepaType 40°C B TeueHHe MeproAa BPeMeHH,
COCTABJISIFOLIETO 1O MEHbIIEH Mepe 8 4acoB, a CTaaUIO CYLIKU MPOBOIAT mpu Temmepatype 40°C,
07l BAKYyMOM, B T€UEHHE IEPUOA BPEMEHH, COCTABJISAIOLIECIO MO MEHbIIEH Mepe 16 4acos.

6. Criocob mo ogHOMy Miu OoJiee U3 MPEALIECTBYIOIMX MYHKTOB, B KOTOPOM MCXOIHAs
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THaJypPOHOBAsI KUCJIOTAa UMEET CPEIHEMACCOBYIO MOJIEKYJSIPHYIO Maccy B auamnasone ot 400 mo

3x10% la, mpenmouturensio ot 400 no 1x10° [Ta, eme Gonee mpeanourutenbHo ot 140000 mo
250000 Ma.

7. Cniocob mo ogHOMY MM OoJiee W3 MPEeAIeCTBYIOIMX MyHKTOB, B KOTOPOM HCXOAHAs
THAIYPOHOBAsl ~ KHUCJIOTa  TOJy4eHa IyTeM OKCTPaKUMM U3 MEeTYUMHBIX  IpeOHeH,
OMOTEXHOJIOTUYECKUM UJTH (FePMEHTATUBHBIM MyTEM, MPEANOYTUTENBHO (ePMEHTATHBHBIM.

8. Cniocob mo ogHOMY MM OoJiee M3 MPEALIECTBYIOUMX MYHKTOB, B KOTOPOM HCXOIHAsI
THAyPOHOBAsl KUCJIOTa TIOJNyueHa (JePMEHTATUBHBIM TIYT€M W HMEET CPEeJHEMAaCCOBYIO
MOJIEKYJISIPHYKO Maccy B auanasone ot 140000 go 250000 [la.

9. Konstorat ['K-naknurakcena, MMEIOIMI CTENEHb NEPUBATU3ALMH HIIH 3TePUPUKALIIH
B muamnasoHe ot 15 % no 21 % wmac./mMac., mpeanouTuTe pbHO B anamna3one ot 16 % mo 20 %
Mac./mac., IpU4eM HUCXOAHAsE THAJyPOHOBAs KMCIIOTA MOJTy4deHa PepMEHTATHBHBIM ITyTEM U HMEET
CPEAHEMAaCCOBYI0 MOJIEKYJISPHYIO Maccy B auanaszoHe oT 140000 no 250000 [a, roe ykazaHHBIN
KOHBIOTAT HAxXOOUTCS B (OpME MENKOAMCIEPCHOrO M OAHOPOAHOIO TMOPOIIKA CO CTETEHBIO
grcToThl Oonee 98 % mac. B mepecdere Ha CyxOHW NPOAYKT U COINEPXKHUT KOJIMYECTBO AM-Br-
naknuraxcena mesee 1 % mac.

10. Konsrorar ['K-maxnurakcena B GopMe METKOIUCIIEPCHOTO U OXHOPOIHOTO MOPOIIKA,
COJieprKallero KOJNW4YeCTBO AM-Br-naxnurtakcena meHee 1 % mac., MOJy4€HHbIH U OYUIIEHHbIN
COIJIACHO crioco0y no mobdomy u3 m. 1-8.

11. Konbtorar mo m. 10, B KOTOpPOM CTeNeHb AEPUBATH3ALMM WIN STePUPUKALHH
HaXOAMTCs B quamnasoHe ot 15 % 1o 21 % mac./mac., IpeAarnoYTuTe bHO B quamnasoHe ot 16 % o
20 % mac./mac.

12. dapmarnieBTHYECKast KOMITO3UILIKS, 11O CYIIECTBY COCTOSIIASI U3 KOHBIOTATA M0 JIIOOOMY
u3 . 9-11, B couetannu ¢ GapMakoJOTHUECKHA MPUEMIIEMBIMHU Pa30aBUTEISIMU/SKCLIUITHEHTAMH,
IUI IPUMEHEHUS IIPU JIEUeHU N PacpOCTPAHEHHOIO paka MOJIOUHOM JKeJe3bl, paka JIETKUX, paka
SIMYHUKOB, paka MOYEBOIO Iy3bIps, paka MpeACTaTelIbHON JKele3bl U DJHAOMETpUs U

ME30TCIINOMBI.

13. ®apmanesTuyeckass KOMIIO3ULUA JUIsi NPUMEHEHHUs MO M. 12, NpUroTOBJIEHHAs Ha

CTEPHIIbHON H30TOHMYECKOH BOJIE, coneprkateiit S % mac./00. TIIFOKO3bI.
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