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[Ipennaraercst cocod CHMXKEHMST BS3KOCTH (DapMalleBTUYECKOTO COCTaBa, B KOTOPOM HCIOJIB3yETCs
BCIIOMOTATEIFHOE BEIIECTBO, BBIOPAHHOTO W3 TPYHNIBI, cocTosmedl wu3 N-ameTwnapruHuHa, N-
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IlepexpecTHas cCHUIKA HA CBA3aAHHbIE 3aIBKH

[To nanHoi 3asBKke 3asBieH npuopureT [IpenBaputensroii 3asBku CIIIA Ne 62/067637, monannoit 23 ok-

Ta6pst 2014 roma, KoTOpas BKIIOYCHA B HACTOSIIUHN JOKYMEHT B TIOJTHOM 00BEME TIOCPEICTBOM CCHIIKH.
YpoBeHb TeXHUKH

®dapmaneBTHYECKN aKTUBHBIE OENKH, TaKUe KaK aHTUTENa, YacTO BBOMAT B KHUJIKHE PACTBOPHI, B YACTHO-
CTH, JUIS TTApEHTEPATLHON WHBEKITUHU. 1)1 IPOIYKTOB, KOTOPHIE JOJDKHBI OBITh BBEJACHBI IMOAKOKHO, HAIIPUMEP
MIpY MPUMEHEHUH B COCTaBax ISl CAMOCTOSITEITLHOTO BBEJICHHUS, COCTaBbl C 00bEMOM BBeIeHUs Oosiee uem 1-2
MJI He 00eCIIeUNBAIOT XOPOIIEeH MEPESHOCUMOCTH. B TaknxX ciydasx OSIKOBBIE COCTaBHI C BHICOKOW KOHIIEHTpA-
IUCH SIBIIIOTCS JKEJATEIBHBIMH C TOYKU 3PCHHS BO3MOXKHOCTH TPUMCHECHHUS OTPAHUYCHHOTO 00BeMa JO3BI.
TpeboBaHUs BEICOKOW 03Bl M MAJIOTO 00BbEMa TIPU TAKOM BBEACHUHU 03HAYAIOT, YTO KOHIICHTPAIUS TCPATICBTH-
yeckoro Oenka Moxet gocturath 100 mr/mit win 6osee. bemkoBbIe COCTaBBI C BEICOKOW KOHIICHTPAIIMEH MOTYT
CO03/1aBaTh MHOTO MPOOJIEM C TOYKH 3PEHUS TEXHOJIOTMIHOCTH W BBEICHUS TePAIeBTUICCKUX OenkoB. OmHOI 13
npoOJIeM, BOSHUKAIOIINX B HEKOTOPBIX OCIKOBBIX COCTaBaX C BBHICOKOM KOHIICHTPALUCH, SBISCTCS MOBBIIICHHC
Bs3KOCTH. COCTaBHI C BBICOKOW BSI3KOCTBIO TPYIHO 00padaThIBaTh BO BPEMsI H3TOTOBJICHHUS, B TOM YHCJIC HA CTa-
nmusix HepacdacoBaHHOTO cocTaBa U pacoBku. Kpome TOro, COCTaBbl ¢ BHICOKOW BS3KOCTHIO TPYJHO HaOMpaTh B
MITPHUI] U BBOJUTh MHBEKIMEH, YTO AeNacT BBEIEHUE MAIMEHTY TPYIHBIM W HEMpHUATHHIM. HeoOXxomuMocTh B
UACHTH(DHUKAITIY COCTUHEHHH, TTONE3HBIX C TOUYKH 3PSHHS TTIOHKEHUS BI3KOCTH OCITKOBBIX COCTABOB C BBICOKOH
KOHIIEHTpaIneH, pa3paboTke Croco00B MOHKEHHUS BA3KOCTH TAKUX COCTABOB M CO3IaHHMH (hapMalleBTUICCKHIX
COCTaBOB C TIOHWKCHHOHN BSI3KOCTBHIO XOPOIIIO U3BECTHA B (hapMaIlleBTUIECKON MPOMBIIUICHHOCTH. B HacTosmemM
M300pETEHUH MPEAJIararoTCs TAKKE COSTMHEHUS, CTIOCOOBI i COCTABHI.

Kpartkoe onucanune cyru usodpereHus

[pemiaraercss BCIOMOTATENFHOE BEIICCTBO, BEIOPAHHOE W3 TPYIIIBI, COCTOsMmEH u3 N-aleTHuiapriHuHa,
N-anermwumn3uHa, N-aleTHITUCTHIUHA, N-aleTWINPOINHA M UX CMeceil ¢ BBHIOPAHHON KOHIICHTpAIUCH s
MPUMEHCHUS C IENBI0 CHIKCHUS BA3KOCTH OCJIKOBBIX COCTaBOB. B HAcCTOsIIEM ITOKYMEHTE MPEIAaralTcs CIo-
COOBI CHM)KECHUS BS3KOCTH OEJKOBBIX COCTABOB ITyTEM COYCTAHUS BBICOKOW KOHIICHTPAIUU TEPATICBTHYCCKOTO
Oelka ¢ TIOHIKAIOIEH BI3KOCTHIO KOHIICHTPAITUEH BCTIOMOTATEIHHOTO BEIIECTBA, BEHIOPAHHOTO W3 TPYIIIIBI, CO-
crosiieit u3 N-anetunapruania, N-aueTu/uin3una, N-aleTHIructuinaa, N-aleTuinpoiania u ux cmeceir. Kpo-
M€ TOTo, TpeIIaracTcs JTHOPMIN3UPOBAHHBIA TIOPOIIOK, COACPIKAIIUNA TEparleBTHIECKUN OEJIOK M BCIIOMOTa-
TEJIbHOE BEIIECTBO, BBIOPAHHOE W3 TPYMIBI, COCTOsIIeH w3 N-aleTwiapruHuHa, N-aleTWUIu3nHa, N-
aleTUITUCTHINHA, N-alleTHITIPOJINHA U UX CMECEH, IMPUIeM BCIIOMOTraTelIbHOE BEIIECTBO MPUCYTCTBYET B Mac-
COBOM KOHIIEHTpanuu, 3¢GHEKTUBHON I CHUKESHHS BA3KOCTH TIOCIIe pa3BelcHHs pazbaButeneM. Kpome Toro,
npeJIaraeTcst JTHOPITU3UPOBAHHEIA TOPOIIOK, COMEPKAIUI TepaneBTHICCKHUNA OSJIOK, U pa30aBUTENb IS pa3-
BCJICHUS, KOTOPBIH COJEPKUT BCIIOMOTATCIIFHOE BEIICCTBO, BBIOPAHHOC W3 TPYIIBL, COCTOSAIICH u3 N-
aleTWIapruHuHa, N-aleTHiUIM3nHa, N-aleTHITHCTHANHA, N-alleTUIIIPOJINHA U UX CMECeH.

B HacrosieMm TOKyMEHTE TpeAiiaracTcs CIioco0 CHIDKCHHS BSI3KOCTH JKHUAKOTO (hapMaleBTHYCCKOTO CO-
CTaBa, COJICPIKAIIETO TCPAIICBTHUCCKUI OEJIOK B KOHIICHTpAIMU He MeHee 70 MI/MII, mpudeM croco0 BKITFOYAeT
CTaJIuI0 OOBEIMHCHUS TEPANCBTUUCCKOrO OClKa C MOHIKAIOMICH BI3KOCTh KOHIICHTPAIUEH BCIIOMOTATEIHLHOTO
BEIECTBA, BLIOPAHHOTO M3 TPYIIILI, cocTosmed n3 N-arnerunapruauda, N-arneTnium3naa, N-alleTHITHCTHINHA,
N-ameTwimnposiiHa U UX cMecell. B olHOM BapuwaHTe pealn3anuy W300peTeHHUS BA3KOCTh COCTaBa TIOHMKACTCS

mo MeHbIe mepe Ha 5%. B mpyrom BapmaHTe peanm3anuy M300pETEHUS BSI3KOCTH COCTAaBa IMOHIDKACTCS II0
MeHbme mMepe Ha 10%. B nmpyrom BapmanTe peann3zanuil M300peTEHHS BS3KOCTH COCTaBa IOHIDKACTCA II0
MeHbme mepe Ha 20%. B nmpyrom BapmanTe peanm3zaniil M300peTEHHS BS3KOCTH COCTaBa IOHIDKACTCS IIO
MeHbmei Mepe Ha 30%. B mpyrom BapmanTe peanu3zanuu U300peTEHHs BS3KOCTh COCTaBa IOHIDKACTCS II0
MeHbIei Mepe Ha 40%. B nmpyrom BapmanTe peanu3zanuu U300peTEHHs BSI3KOCTh COCTaBa IOHIDKACTCS II0
MeHbIei Mepe Ha 50%. B nmpyrom BapmanTe peanu3zanuu U300peTEHHs BI3KOCTh COCTaBa IOHIDKACTCS II0
MeHbIeH Mepe Ha 60%. B npyrom BapmaHTe peanu3anuu U300peTCHHs BSA3KOCTh COCTaBa IOHIDKACTCS II0
MeHbIei Mepe Ha 70%. B nmpyrom BapmaHTe peanu3zanuu U300peTCHHs BSA3KOCTh COCTaBa IOHIDKACTCS II0
MeHbIei Mepe Ha 80%. B poicTBeHHOM BapHaHTEe peanu3allid H300pETCHHUs MpeljiararoTcs (papMareBTHIC-

CKHE COCTaBbI, TOJYYCHHBIE TAKUMH CIIOCOOAMIL.

JlonomHUTENHHO, IpeaaraeTes GpapMaleBTHIECKHI COCTaB, COAEPIKANTUIN TeparleBTUICCKUH OEJIOK B KOH-
HeHTpanud He MeHee 70 MI/MJI W BCIIOMOTATEIIFHOE BEIIECTBO, BRIOPAHHOE W3 TPYIIIBL, cocTosimeii m3 N-
aleTUIapruHuHa, N-alleTHUIN3uHa, N-aleTUArucTHAnHA, N-alleTHINpOoIrnHa U UX cMecei. B ogHoM u3 Bapuan-
TOB pealn3alii M300pEeTeHU KOHIICHTPANNs BCIIOMOTATENFHOTO BEIIECTBA COCTABIIAECT OT OKOJIO 5 1O OKOJIO
700 MM. B poacTBEeHHOM BapHaHTE peann3anui H300peTeHHs KOHIEHTPAIH BCIIOMOTaTeIbHOTO BEIIECTBA CO-
craBisger oT okoso 100 mo oxono 400 MM. B npyrom poacTBeHHOM BapHaHTE pean3alii M300peTeHUs! KOH-
LEHTpaLusl BCIIOMOTaTeIbHOTO BelecTBa cocTaBisieT oT okoso 200 go okono 300 MM. Emie B omHOM poacTBEH-
HOM BapHaHTE peau3aluy H300peTeHNs] KOHIIEHTPANUs BCIIOMOTaTeILHOTO BEIIECTBA COCTABISIET OT OKoyio 140
10 oxosto 170 MM. JlomomHATENBHO NpeuIaraloTes Takue GapMarieBTHueckue cocTaBbl, pH KOTOphIX cocTaBis-
et ot okouo 4,0 o okoio 8,0. B poncTBeHHOM BapuaHTe peanuzaiuu n3ooperenus pH cocrasisier ot okoino 4,0
no okoio 6,0. B npyrom ponactBeHHOM BapuaHTe peannsanuu nzobperenus pH cocraBnser ot okoino 4,8 no
oKoJI0 5,4.

Kpome toro, mpeanaraercs cmoco0 MOIydeHHs JTHO(GUIM3HPOBAHHOTO TOPOINKA, BKIFOYAIOMINN CTaJHIO
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nropUIM3anu (papMarneBTHIECKOTO COCTaBa, OIMCAHHOTO BHIIIIC.

B Hacrosimem JOKyMEHTE MpeyiaraeTcs THOPUIN3UPOBAHHEBIN MOPOIIOK, COMCPKAIIUN TCpaneBTHICCKIMA
0eTOK W BCIIOMOTATENFHOE BEIIECTBO, BBIODAaHHOE W3 TPYIIBL, COCTOAMEW W3 N-ameTwiapruHuHa, N-
aneTWUIN3NHA, N-aleTWITHCTHANHA, N-aleTIIIPOINHA U UX CMECeH, MPUYeM BCIIOMOTATEeNIFHOE BEIIECTBO
MPUCYTCTBYET B MACCOBON KOHIICHTPALNH, YPPEKTUBHON AJISI CHIDKEHHS BA3KOCTH TOCIE pa3BeICcHUs pa30aBu-
TeneM. B omHOM BapmaHTe peanu3aniy M300peTeHHS BCIIOMOTATEIHHOE BEIIECTBO MPUCYTCTBYET B KOHIIEHTpA-
1| OoT 0KoJio 100 MKT Ha MT TepaneBTHIECKOT0 OeJika 10 OKOJIO 1| MT Ha MT TepamneBTHIecKkoro Oenka. B poact-
BEHHOM BapHaHTE PEaNN3allii M300pPETeHHS BCIIOMOTATEIbHOE BEIIECTBO IMPHUCYTCTBYET B KOHICHTPAIWH OT
oxoino 200 1o oxoxo 500 MK Ha MT TepareBTHYeCKOro Oenka. B ele ogHOM pOJCTBEHHOM BapHaHTE peain3a-
UM H300PETEHUS BCIOMOTATEIFHOE BEIIECTBO MPUCYTCTBYET B KOHIICHTPAIIUHU OT OKoIo 150 mo okono 250 MKT
Ha MT TepamneBTHYeckoro oenka. KpomMe Toro, mpeanaraercs crocod pa3BeeHUs THOPIITU3UPOBAHHOTO TTOPOIII-
Ka, OMUCAHHOTO BBIIIE, MPUIEM CIIOCO0O BKITFOUACT CTAIUIO TOOABICHUS CTEPIIILHOTO BOJHOTO pa30aBUTEIIS.

JIOTIOMTHUTEIBHO MPEUIATaloTCsl TEPaNeBTHYCCKIE OCIKH, KOTOpBIC SBISIOTCS aHTUTeNaMu. Kpome Toro,
MPEJIaraloTCsl COCTABHI MM KOMITO3WIIMY, OTMCAHHBIC BBIIIC, B KOTOPHIX TEPAICBTUYCCKUN OEJOK SBISACTCS
AQHTHUTENOM. [[OTTOTHUTENBHO, B HACTOAIIEM TOKYMEHTE MpeIIaraeTcs JTHO(PIIN3NPOBAHHBIN TOPOIIOK, OMHUCAH-
HBI{ BBIIIE, B KOTOPOM TEPANICBTUIECKUN OEJIOK SBISIETCS aHTUTEIIOM.

Kpartkoe onucanue rpagpuyeckux MaTepuajioB

Ha ¢ur. | mpencraBiena ructorpamMma, WUTIOCTPHUPYIOMIAs BIFSIHAE Pa3IMYHBIX BCIOMOTATEIBHBIX Be-
IIECTB Ha BSA3KOCTh PACTBOPA aHTHUTEIA.

Ha ¢ur. 2 mpencraBiena ructorpamMma, WUTIOCTPHUPYIOMIAsl BIFSIHAE Pa3IMYHBIX BCIOMOTATEIBHBIX Be-
IIECTB Ha BSA3KOCTh PACTBOPA aHTUTEIIA.

IHonpoOHoe onncanne u3odpeTeHUus!

CHMmKEHHUE BA3KOCTH TEPANIEBTHUCCKUX OCITKOBBIX COCTABOB C BBICOKOW KOHIICHTPAIMEH MPEICTABISICT UH-
Tepec Juis (papMmaneBTHYECKOH MpOMEIIUIEHHOCTH. OOHApyXEHO, YTO BCIIOMOTATENBHBIC BeliecTBa, N-
aneTwIapruauH, N-aneTwuin3uH, N-aleTHATUCTHIUH, N-alleTUIIPOJINH U UX CMECH, MMOHMKAIOT BSI3KOCTh Ta-
KAX COCTaBOB. B m300peTeHMH mpearaeTcsi BCIOMOTaTeNIbHOE BEUIECTBO C BBHIOPAHHOW KOHIEHTpamue it
MPUMEHEHHUS C TeNBI0 TOHMKEHUS BA3KOCTH OCJIKOBBIX COCTaBOB. B HacTosIeM JOKyMEHTE MpeaaratoTcs CIo-
COOBI CHIDKEHUS BS3KOCTH OEIKOBBIX COCTABOB ITyTEeM OOBEIMHEHHUS TEPANIeBTHUECKOTO OEJIka ¢ BCTIOMOTaTelNb-
HBIM BEIIECTBOM, BBIOpAaHHBIM U3 TPYIIBL, cocTosmed wu3 N-ameTunapruHuHa, N-aneTwuin3uHa, N-
aleTUITUCTUANHA, N-alleTUIITIPOJIMHA U UX CMECEH, B KOHILIEHTPALUU, CHUXKAIOIIEH BA3KOCTb. JlOTIOTHUTENBHO,
npeIaraeTcsi TMo(MIN3UPOBAaHHBIN TOPOIIOK, COAEPIKAIINN TeparneBTUIECKUi OeI0K M BCIIOMOTaTelbHOE Be-
IIECTBO, BEIOPAHHOE W3 TPYIIIEI, COCTOsIIeH U3 N-aneTmiapruanaa, N-alneTwuim3nHa, N-aleTHIrucTuauHa, N-
AICTIINPOJIMHA M UX CMECEH, MPIYEM BCIIOMOTATEIIFHOE BEIECTBO MPUCYTCTBYET B MAacCOBOW KOHIICHTPAIIWHY,
3(h(HeKTUBHOM TSI CHUDKCHUS BSI3KOCTH IIPU Pa3BEICHUHU pa30aBUTEIICM.

Ecimun koHTEKCT He TpeOyeT MHOTO, TEPMHUHBI B €IUHCTBEHHOM YHUCIC OYIYT BKIIOYATh MHOXKCCTBCHHOC
YHUCIIO ¥ TCPMUHBI BO MHOKCCTBCHHOM YHCIIe OyIyT BKIIOYATh CAMHCTBCHHOC 4HCIO. B oOmieM ciydae, HO-
MEHKJIATypa, IPUMCHsEMAas B CBSI3U CO CIIOCO0aMH KYJIbTHBHPOBAHUS KICTOK M TKaHEH, MOJICKYIISPHOH OHUOJIO-
TUEH, IMMYHOJIOTHEH, MUKPOOHOJIOTHEN, TEHETHKON M XUMHUEH OEITKOB W HYKJICMHOBBIX KHCIOT U THOPUIH3AIIH-
eii, OTIMCaHHBFIMH B HACTOAIIEM JOKYMEHTE, XOPOIIIO N3BECTHA W OOBIYHO IPUMEHSIETCS B ypOBHE TexHUKH. Ecin
HE yKa3aHO WHOE, CITIOCOOBI M METOJVKH COTJIACHO HACTOSIIEMY M300PETEHHIO B II€JIOM BBITIOJTHSAIOT B COOTBET-
CTBHH C OOBIYHBIMHU CIIOCOOAMM, M3BECTHBIMHU M3 YPOBHS TEXHUKH, KaK OTFCAHO B Pa3IHMYHBIX 00MMX u Ooyee
KOHKPETHBIX MCTOYHHUKAX, KOTOPbIC MPHUBEICHBI B KAYECTBE CCBHUIOK W OOCYXIAIOTCS B TEKCTE HACTOSIIETO J10-
kymeHrta. CMm., Hanpumep, Sambrook et al., Molecular Cloning: A Laboratory Manual, 3rd ed., Cold Spring Har-
bor Laboratory Press, Cold Spring Harbor, N.Y. (2001) u Ausubel et al., Current Protocols in Molecular Biol-
ogy, Greene Publishing Associates (1992), u Harlow and Lane Antibodies: A Laboratory Manual Cold Spring
Harbor Laboratory Press, Cold Spring Harbor, N.Y. (1990). ®epMeHTHBIC peakiii U CIIOCOOBI OYHUCTKH OCYIIC-
CTBIISIFOT B COOTBETCTBUU C MHCTPYKIIUSMH IMPOU3BOJIUTEIICH, KaK 3TO OOBIYHO JENACTCS B YPOBHE TCXHUKH, WA
TaK, KaK OIMUCAHO B HACTOAIIEM JOKYMeHTE. TepMUHONOTHSA, IPUMEHICMasl B CBSI3U ¢ J1a00OpaTOPHBEIMH METOTHU-
KaMH ¥ CII0cO0aMM aHATUTHISCKOW XMMHU, CHHTETUIECKOW OPTaHWYECKOW XMMHH, MEITUIIMHCKON 1 apMarieB-
TUYECKOH XUMUH, ONMCAHHBIMU B HACTOAIIEM JTOKYMEHTE, XOPOIIIO W3BECTHA M IIUPOKO IMPUMEHSIETCS B YPOBHE
TexHUKH. CTaHAapTHBIE METOIUKH MOTYT OBITH MIPHIMEHEHBI [T XUMHYECKOT'0 CHHTE3a, XUMHUUECKOTO aHaJIm3a,
MIPUTOTOBJICHUS (hapMaIleBTUIECKOTO COCTaBa, COCTABICHHS U BBEICHUS, U U JICUCHHS MAIIHCHTOB.

Bce marenTsl U1 npyrue uAeHTH(PHUINPOBAaHHbIC MyOIMKAUK BKIFOUEHBI B HACTOSIININ JTOKYMEHT B IIOJIHOM
00BEMe TIOCPEICTBOM CCBIIKH C IIETBI0 OMHMCAHUSA U PACKPBITHSA, HAIPUMEP, OMUCAHHBIX B TAKUX ITyOIMKAITISIX
METOOJIOTUH, KOTOPBIC MOTYT OBITh IPHMEHEHBI B CBSI3H C ONIMCAHHBIMH B HACTOSIIIIEM JOKYMCHTE.

L[BUTTEP-HOHBI XapaKTEPU3YIOTCSA KaK HECYIIHUE OTICIIbHBIC MOJIOKUTEIBHBIC U OTPHUIIATCILHBIC 3apsibl,
KOTOPBIC B CyMME JIAIOT HYJICBOH 3apsii COCTUHCHHUS. BONBIIMHCTBO aMUHOKHUCIIOT SBISIOTCS IIBUTTEP-HOHAMU
npu pusnonorndeckux 3HaueHusx pH. Kak omucano B HacTosImeM JOKyMeHTe, ObLTIO OOHAPYXKEHO, 9yTO (hapma-
[EBTHYCCKUE COCTABBI, COJCpPXKAIIUC IBUTTECP-UOHBI, B YaCTHOCTH N-aleTHUIAprUHHUH, N-aleTHIUIH3UH, N-
ANCTIITUCTUINH, N-alleTUIPOJIMH U UX CMECH, KaK IPaBUIIO, 00JIAIal0T 00Jiee HU3KOM BA3KOCTBIO, YEM COCTa-
BBI, COJIep KaIIHe MOJIHOJIEI, Hapsay ¢ 0oJiee BEICOKOM MIIM CPaBHUMOM CTaOMIBHOCTBIO.

N-anetwrapruau, N-aneTHUM3HH, N-alleTHITACTUANH 1 N-aleTHITPOJIMH TPEICTABIAIOT 000 MOIH-
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(bunMpoBaHHBIC BApPUAHTHI MPUPOJHBIX AMUHOKHCIOT. N-alleTHIApTUHUH, N-alleTHUTU3UH, N-aleTHITHCTHINH
u N-alleTWINPONHH BKIIOYAIOT Kak d-, Tak u 1-popMbl amMuHOKHCIIOT, Takwe Kak N-anerwi-l-apruauwH, N-
anetwi-d-aprunauH, N-anetwr-l-mu3uH, N-anetwn-d-musuH, N-anetwn-l-ructuann, N-anetun-d-ructuaud, N-
aneTwi-1-nposmH, N-ametni-d-mpoJivH.

Tepmunb! "mommmentua" u "0ea0K" MPUMEHSIOTCS B HACTOSIIEM JOKYMEHTE B3anMo3ameHsemo. [Ipumepbr
MOJIAIICTITHIOB, TPEIyCMOTPEHHBIX Il IPUMEHEHHS B CTAOMIIBHBIX (hapMaleBTHUECKUX COCTaBaxX IO HACTOS-
[IeMy M300pETeHHUIO, BKIIIOYAIOT aHTHUTENA, IENTHAHBIE aHTUTENIa, MMMYHOTJIOOYTHH-1T0100HBIe OCTKH, HE SB-
JISFOIMECS aHTHUTENaMHU OeNIKM M He-MMMYHOTJIO0YIHH-TIOH00HbIe OenKku. [l BBeIEHHS B COCTABHI II0 HACTOS-
IeMy M300pETEHHUIO NPEIyCMaTPUBAIOTCSl aHAJIOTH PUPOJHBIX OEJIKOB, BKIJIIOYAsS TTOJMIEITHIBI ¢ MOANU(DHULIHU-
POBaHHBIM TJIMKO3WJIMPOBAHHEM, ITOJHUIEHTHABI 03 TIIMKO3WIMPOBaHMS (HEIJIMKO3WIMpOBaHHEIE). B Hacros-
meM JOKyMeHTe "aHajorn" 0003HayaroT aMHHOKHCIIOTHYIO ITOCJEI0BAaTEIbHOCTh, KOTOpas COAEPIKUT HHCEp-
VY, AEJIELUH WM 3aMEHbI TI0 OTHOLICHHUIO K MCXOHOH IOCIIeI0BAaTEIbHOCTH, IIPH 3TOM, 110 CYIIECTBY, COXpa-
HsIs1 OMOJIOTMYECKYIO aKTHBHOCTh MCXOJHON MOCIIEA0BATEIFHOCTH, ONPEICIIEMYIO C IPUMEHEHHEM OHOIoTnye-
CKUX aHAJIM30B, M3BECTHHIX CHELUAINCTY U3 YPOBHS TeXHUKH. COCTABBI 10 M300PETEHUIO MOTYT JAOTIOJHUTEIb-
HO COJIepKaTh MPOM3BOIHBIC IPUPOAHBIX MOJIMIIENTHIOB WM WX aHAJIOTOB, KOTOPHIC OBLTH XUMHYECKH MOIH-
(UIIpOBaHkI, HANIPUMEP, MPUCOCAMHEHHEM BOJOPACTBOPUMBIX ITONMMEPOB (HAIpUMeEp, METHINPOBAHEI), pa-
JTUOHYKIIUIOB WU IPYTUX TUATHOCTHYCCKUX MIIM HAILICIMBAIOUIIX FITH TEPAIIEBTHUECKUX (HParMEeHTOB.

AHTHTENa MOTYT OBITH BBEJCHBI B COCTAaBBl B COOTBETCTBHH C HACTOSIINM H300peTeHHeM. B HacTosmem
JIOKyMEHTE TEPMHH "aHTHUTENO" BKIIIOYAET TOJHOCTHIO COOpaHHBIC aHTUTENA, MOHOKIOHAIBLHBIC aHTHUTENA (B
TOM YHCIJIE YeJIOBEUECKHE, TYMaHN3UPOBAHHBIC WM XWMEpPHBIC aHTHUTENA), MOJUKIOHAIBHBIC aHTHUTENA, MOJH-
cnerduuHble aHTUTENa (HampuMmep, OucrenUUHbIe aHTHUTeNa), Makcurena, BiTe, mepeopuenTupyromuecs
antuTena c 1BoiHoi addunHOCTHIO (ITAJIA) M DparMeHTHI aHTUTEN, KOTOPBIE MOTYT CBSA3BIBATHCS C AHTUTCHOM
(manpumep, Fab', F' (ab),, Fv, onrHoneno4yeynsie anTuTena, 1uarena), coaepkalie rurneppapuadeIbHble yqacT-
ku (CDR) BbIII€ONMCaHHOTO, PU YCIOBUH, YTO OHH MPOSIBISIOT JKENATEIbHYI0 OMOIOTMYECKYIO aKTHBHOCTD.

[entunHble aHTHTENA, MOJIEKYJIBI, colepXKaline foMeH Fc anTurena, mpucoeAMHEHHBIN 110 MEHbIIEH Mepe
K OJJHOMY aHTUTEHCBS3BIBAIOIIEMY TIENTHLY, B oO1eM, onucadbl B [Tyomukanuu PCT WO 00/24782. UmmyHoT-
00yIIMH-TI0I0OHBIE OETKH, WISHBI CylepceMelcTBa MMMYHOTIIOOYIIMHOB, COIEP AT OINH WA 00Jiee UMMYHOT -
JO0YIHH-TIONOOHBIX TOMEHOB, KOTOPEIE CBOPAYMBAIOTCS B KOHCTPYKIMH, aHAIOTUYHEIE 001acTsIM THIIepBapHa-
OeIbHOTO yJacTKa aHTHUTENA.

Benku, Brimtoyas Te U3 HUX, KOTOPBIE CBA3BIBAIOTCS C OJHUM HIIH O0Jiee U3 CIeIYIOIMEero, MOTyT OBITh IIPH-
TOJHBIMHM JIJISI COCTABOB M CITOCOOOB TI0 HACTOSIIEMY M300peTeHunto. DTo BKimodaeT Oenku CD, B ToM ducie, HO
He orpannuuBasck 3tuM, CD3, CD4, CD8, CD19, CD20, CD22, CD30, CD34; Bxiitouasi Te, KOTOpbIE MPETsITCT-
BYIOT CBsI3bIBaHHUIO ¢ penentopoM. benku cemeiictBa peuentopa HER, B Tom uncie HER2, HER3 u HER4, u
peuentopa EGF. Monekynel knetouHo aares3uu, Hampumep, LFA-1, Mol, p150, 95, VLA-4, ICAM-1, VCAM
u anbda v/0eta 3 uHTerprH. MaKTOPHI pocTa, B TOM YHCIE, HO HE OIPaHUYUBAsICh ATUM, (aKTOp pocTa COCY/AH-
croro sHnoresus ("VEGF"), ropMoH pocTa, THpEOTpONHBIH TOPMOH, (OIUIHKYIOCTUMYIUPYIOIUI TOPMOH, JIO-
TEHHU3UPYIONINH TOPMOH, (akTop BBICBOOOXIECHUS TOPMOHa pPOCTa, MapaTHPEOMIHBIH TOPMOH, MIOJIEPOBa
MHTHOWpYIOmas cyOCcTaHIusT; (aroiUTapHbIA BOCTIAUTEILHBIN 0ok yenoBeka (MIP-1-anbda), 3puTponosTnH
(EPO), dakrop pocta HepBHOU TKaHH, Takoi kak NGF-6era; Tpombommrapusiii paktop pocra (PDGF) , daxro-
peI pocta (ubpodracToB, B ToM uucie, Hanpumep, aFGF u bFGF, smunepmanbubiii pakrop pocra (EGF),
Tpancopmupytomue hakropsl pocra (TGF) , B Tom uncne, cpenu mpouero, TGF-anmsda u TGF-6eta, Brimrouas
TGF-B1, TGF-B2, TGF-B3, TGF-B4 nmm TGF-B5, uacynunonono6usie paxrops pocta-1 n -1I (IGF-I u IGF -II),
des(1-3)-IGF-I (IGF-I mo3ra) u ocTeOMHIYKTHBHBIC (hakTOphl. IHCYJIMHBI U POJICTBEHHBIE OCIIKH, B TOM YHCIIE,
HO HE OTPaHUYMBASCH ITHUM, MHCYIUH, A-IIeNb WHCYJIMHA, B-Ilens WHCYNIHWHA; POWHCYJIHMH, W OEJKH, CBS3BI-
BAIOIIMECS] C MHCYJIUHONOOOHBIM (pakTopoM pocTa. benku, 3a1eicTBOBaHHBIE B MTPOIECCax KOATYJISIUN U CBS-
3aHHBIC ¢ KOAryJIIKeH, Takue Kak, cpeau npodero, gakrop VIII, Tkanesoit daxTop, dpakrop pon Bumnedpana-
Ta, 6enok C, anb(a-1-aHTUTPUTICHH, aKTUBATOPHI IIA3MUHOTCHA, TAKUEC KaK YPOKHHA3a U TKAHCBOW aKTHUBATOP
razmuHoreHa ("t-PA"), 6omOe3uH, TpoMOMH 1 TpoMOONOATHH; (Vil) Ipyrue OelKn KPOBU U CHIBOPOTKH, B TOM
YHCIIe, HO He OTPaHUYUBAsCh 3TUM, anbOymuH, IgE u anTHreHBI rpymnsl KpoBu. Kononuectumynupyronue dak-
TOPBI U UX PELENnTOpbl, B ToM uucie, cpeau npouero, M-CSF, GM-CSF u G-CSF u ux peuentopsl, Takue Kak
penenirop CSF-1 (c-fms). Penenirops! 1 acconmmupoBaHHBIE ¢ pelienTOpaMH OCJIKH, B TOM YHCIIE, HApUMeEp, pe-
nentop flk2/1t3; penenrrop oxupenwus (PO), pemenrrop JITTHII, perienTopsl TOPMOHOB POCTa, PEIIETITOPHI TPOM-
6omoatuna ("TPO-R", "c-mpl"), pemenTopsl TiItOKaroHa, perenTopbl HHTEPIICHKIHA, pelenTopsl HHTephepoHa,
T-KJIeTOUHBIE PELENTOPHI, PELENTOPH (haKTOpa CTBOJIOBBIX KIETOK, Takue Kak c-Kit, m Apyrue perentopsl, me-
peUYnCIIeHHBIE B HACTOSIIEM IOKyMeHTe. JIMraHasl penenTopos, B ToM ducie, Hanpumep, OX40L, murang pe-
nentopa OX40. Heliporpoduueckue pakTopsl, B TOM YUCIIe, HO HE OTPaHUYHMBAsICh ATUM, KOCTHBIH HEHpOTpO-
¢duueckuit paktop (BDNF) u weitporpodun-3, -4, -5 wnn -6 (NT-3, NT-4, NT-5 wiu NT-6). A-niens penakcuHa;
B-1iens penaxkcrHa; NpopeakcuH; HHTep(GEPOHBI U PEleNTOPEl MHTEpQEepoHa, B TOM YHCIIE, HAIpUMep, HHTEp-
tdepon-a, -f u -y u ux perentopsl. IHTepIeHKUHBI U pEENTOPEl HHTEPICHKUHA, B TOM YHCIIE, HO HE OTPaHUIH-
BasACh ATUM, uHTepaeikunsl ¢ IL-1 mo IL-33 u penentops! untepneiikunos ¢ IL-1 no IL-33, cpeau mpouero,
Takue kak perenrtop IL-8. BupycHble aHTUTEHBI, B TOM YHCJ€, HO HE OTPaHHYUBASCH STHM, aHTUTCH 00O0JIOYKH
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Bupyca CIIW/la. JlumonpoTenHsl, KaJblIUTOHKMH, TJIIOKaroH, NpeJCepAHbIH HAaTpUiypeTHueckuid (akTop; cyp-
(baxTaHT JNerKoro, akTop HEKpo3a omyxoiH-anbda u -0era, sukedanrHaza, RANTES (perynupyemslii npu ax-
THBaIlMd HOPMAJIBHBIX T-KIETOK, SKCIIPECCHPYEMBIH U CEKPETHPYEMBIH ), MBIITUHBIA TOHATIOTPOTTHMH-CBSI3aHHBIN
nentua, JIHKa3a, narubun n aktuud. MHTErpHH, 0eok A niau D, peBMaTouaHble (aKTOphl; HMMYHOTOKCHHBI,
KOCTHBIH Mopdorenerndeckuii 6emox (BMP), cymepokcummucmyTasza, MOBEPXHOCTHBIE MeMOpaHHBIE OENKH,
koMmIuieMeHnT3aBucuMbii DAF-dpaktop (DAF), obonouka supyca CIIM]/la, TpaHCHOpTHBIE OEIKH, XOMHHT-
PENENTOPHI, AAPECCUHBI, PETYIATOPHBIC OSJIKH, IMMYHOAITe3uHbI, aHTHTeNIa. Muoctatunbl, 6eaku TALL, B Tom
gucie TALL-I, amwionanabie 6eTKH, B TOM YHCJE, HO HE OTPAHUIMBASACH ITHM, OeTa-aMHUJIOWIHBIC OEKH, TH-
MycHble cTtpomainbHble JuMdonoatinsl ("TCJIIII"), nurana penenTopHOro axkTHBATOpa SIACpPHOro Kamma-B
(RANK) ("murann ocreonpoterepuna (OPGL)"), c-kit, peunenropsr TNF, B ToMm umcine peuentop TNF Tuma 1,
TRAIL-R2, aHrnomosTHHBI M OMOJOTMYECKN aKTUBHbIE ()pParMEHTHI WJIM aHAJOTW WIM BapHaHTHI Jr000ro W3
BBIIIEYKa3aHHOTO.

Tunuaaeie OeIKK W aHTHTENa BKIOYAOT Activase® (anpremiasza); anmupomnymad (antu-PCSK9 monHOoKIT0-
HaJIbHOE aHTHTENO, oO0o3HadueHHoe kak HIH316P, cm. marent CIIA Ne 8062640); Aranesp® (mapOomod3THH-
anba), Epogen® (3mo>THH anbha win 3puTpornodTrH); Avonex® (uarepdepon (B- I a); Bexxar® (tozutymo-
Mab); Betaseron® (uaTepdepor-f3); 6oxommzymad (antu-PCSK9 MoHOKIOHamBPHOE aHTUTENO, 0003HAUYEHHOE
kak L1L3, cm. matent CIIIA Ne 8080243); Campath® (amemty3ymad); Dynepo® (smoatus nenpra); Velcade®
6oprezomub); MLNO0002 (artn-04p7 mAb); MLN1202 (penenropHoe mAb npotus CCR2 xemoxuna); Enbrel®
(atanepcent); Eprex® (amoatun anbda); Erbitux® (meTykcumabd); sBostokymad (antu-PCSK9 moHOKIOHATBHOE
aHTuTeno, obo3nadennoe kak 21B12, cm. marent CIIIA Ne 8030467); Genotropin® (comarpornuH); Herceptin®
(Tpacty3ymab); Humatrope® (comatpornud [monmydenusiid u3 p/JIHK] ans wabeknmii); Humira® (amamumymal);
Infergen® (untepdepon Alfacon-1); Natrecor® (nesupurun); Kineret® (anakunnpa), Leukine® (capramoctum);
LymphoCide® (smparyzymab); Benlysta™ (Genmumymab); Metalyse® (TenekToruiaza); Mircera® (MeToKcHIO-
JIMATHIICHTIIMKONIL-3NI0ATHH Oeta); Mylotarg® (remry3ymab o3oramunuH); Raptiva® (adammzymad); Cimzia®
(cepromuzymab meromn); Soliris™ (akynu3yma0); nekcenusymad (antu-CS xommnement); MEDI-524 (Numax®);
Lucentis® (pann6uzymab); sapexonomad (Panorex®); Trabio® (nepmemmmymab); TheraCim hR3 (aumorysy-
Ma0); Omnitarg (mepty3ymad 2C4); Osidem® (IDM-I); OvaRex® (B43.13); Nuvion® (Busmnmusymal); KaHTy-
3ymab mepransud (huC242-DMI); NeoRecormon® (3mostun Oeta); Neumega® (onpenbBekuH); Neulasta®
(merunmupoBaHHBId  ¢GuarpacTuM, — nermnupoBaHHbld  G-CSF,  merwmmpoBansbii  hu-Met-G-CSF),
Neupogen® (¢punrpactum); Orthoclone OKT3® (mypomona6-CD3), Procrit® (smostnn anbda); Remicade®
(mabmIKCIMab), Reopro® (adbumkcumad), Actemra® (mAb npotus pernenitopa 1L6), Avastin® (OeBarusymad),
HuMax-CD4 (3anonmumyma0), Rituxan® (purykcuma0); Tarceva® (spimotunu®); Roferon-A® (unTepdepon
anbda-2a); Simulect® (6aznnukcumad); Stelara™ (ycreknnyma0); Prexige® (momupakokcu0); Synagis® (ma-
muBu3ymad); 146B7-CHO (amtu-IL15 antuteno, cm. marenr CHIA Ne 7153507), Tysabri® (HaTamu3zymad);
Valortim® (MDX-1303, 3ammrHoe mAb mporuB anturena B. anthracis); ABthrax™; Vectibix®
(manautymymab); Xolair® (omammsymab), ETI211 (artu-MRSA mAb), IL-I Trap (gacte Fc IgG1 uenoBeka u
BHEKJICTOYHBIE JOMEHBI 000MX KOMIIOHEHTOB penentopa IL-I (penenrop tuna I u akneccopHslii 6e10K pernenTo-
pa)), mosymka VEGF (Ig nomenst VEGFRI1, ciutsie ¢ Fc 1gG1), Zenapax® (naknmmzymab); Zenapax® (naximu-
3ymab), Zevalin® (ubputymomad tuykcetuH), Zetia (33etumud), Atacicept (TACI-Ig), antu-0437 mAb (Bexo-
m3yma0); ranukcnmad (antu-CD80 MoHOKIOHAIBHOE anTHTENO), anTH-CD23 mAb (momunukcuma0); BR2-Fc
(xumepubiii 6emok huBR3/huFc, pactBopuMeblii antaronuct (akTtopa, akTuBHpylomero B-kinetku (BAFF));
Simponi™ (rommMyma0); mamarymymad (mAb nporuB penentopa-1 TRAIL uenoseka); okpennzymad (mAb
npotuB CD20 genoseka); HuMax-EGFR (3anmyrymyma6); M200 (Bosorukcumad, mAb NmpoTHB HWHTETpUHA
a5B1); MDX-010 (nnunmumymad, antu-CTLA-4 mAb u VEGFR-1 (IMC-18F1); antu-BR3 mAb; mAb nporus
C. difficile Tokcuaa A u tokcuaa B C MDX-066 (CDA-I) u MDX-1388); antu-CD22 konbroratel dsFv-PE38
(CAT-3888 u CAT-8015); antu-CD25 mAb (HuMax-TAC); aaturena npotuB TCIII (cm. matent CIIIA Ne
7982016, matent CHIA Ne 8232372 u ITyonukanuto 3asBku CIITA 20090186022); aHTHTENIO MPOTHUB pelenTOpa
TCJIT (cm. matenr CIIA Ne 8101182); antu-TCJIII antuteno, oboznadernnoe kak A5 (cm. matent CIIA Ne
7982016); (cm. antu-CD3 mAb (NI-0401); anexkatymymad (MT201, antu-EpCAM-CD326 mAb); MDX-060,
SGN-30, SGN-35 (antr-CD30 mAb); MDX-1333 (antu-IFNaR); HuMax CD38 (antu-CD38 mAb); aHTH-
CD40L mAb; aatu-Cripto mAb; antu-CTGF manonaruueckoro jgerounoro ¢puodposa daser I pudbporena (FG-
3019); antu-CTLA4 mAb; mAb nporus sotakcunna (CAT-213); antu-FGF8 mAb; mAb nportuB ranrimiosuna
GD2; anTurena npotus ckiepoctuHa (cM. nateHt CIIIA Ne 8715663 nin narent CLIA Ne 7592429). Aurureno
NPOTHUB CKJIEPOCTHHA, 0003HaueHHOe Kak Ab-5 (cM. marent CILA Ne 8715663 nnm narent CIIA Ne 7592429);
mADb npotuB raurnmoznna GM2; mAb npotus GDF-8 uenosexa (MYO-029); mAb nporus peuenropa GM-CSF
(CAM-3001); antu-HepC mAb (HuMax HepC); MEDI-545, MDX-1103 (autu-IFNo mAb); antu-IGFIR mAb;
autu-IGF-IR mAb (HuMax-Inflam); antu-IL12/IL23p40 mAb (Briakinumab); antu-1L-23p19 mAb
(LY2525623); antu-IL13 mAb (CAT-354); antu-1L-17 mAb (AIN457); antu-IL2Ra mAb (HuMax-TAC);
mADb npotus pereniropa ILS; mAb npotuB penenropoB uaTerprHa (MDX-O18, CNTO 95); mAb nmpotus [P1IO
si3BeHHOTO Kouta (MDX-1100); antureno npotus LLY; BMS-66513; mAb npotus pernienitopa ManH0361/hCG[3
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(MDX-1307); antu-me3orenuaoBbiii koHblorat dsFv-PE38 (CAT-5001); antu-PDImAb (MDX-1106 (ONO-
4538)); aatu-PDGFRa aatuteno (IMC-3G3); antu-TGFf mAb (GC-1008); mAb npotus pernenropa-2 TRAIL
yenoBeka (HGS-ETR2); antu-TWEAK mAb; antu-VEGFR/FIt-1 mAb; aatu-ZP3 mAb (HuMax-ZP3); NVS
antuteno Ne 1; NVS antureno Ne 2; v mocinen0BaTeNbHOCTH, COJIEpKaIINe MOHOKJIOHAILHOE aHTUTENO POTUB
oera-ammnonga, SEQ ID NO: 8 u SEQ ID NO: 6 (cm. matent CHIA Ne 7906625).

TunuaHbIe KOHIICHTpAIIMU Oellka B COCTaBe MOTYT HAXOAWUTHCSA B nuamazoHe oT okosio 70 mo okomno 300
mr/mi, oT okojio 120 mo oxosio 270 mr/mi, ot oxono 140 mo oxosno 255 mr/mi, ot okono 140 go oxoimo 240
MT/MJI Wi 0T 0koj1o 140 mo okono 220 Mr/mit, Wi, B Ka4yecTBE albTepHATHBHI, OT 0kojo 190 mo oxomo 210
mr/mit. Konnentparus 6emka OyaeT 3aBUCETh OT KOHEYHOTO IPUMEHEHHUs (hapMareBTHIECKOTO COCTaBa U MOXKET
OBITH JIETKO ONpeZelicHa CHEIHAINCTOM B JaHHOW O0ONAaCTH TEXHUKH. B WacTHOCTH, mpexycMaTpuBaeMble KOH-
IEHTpanuu OeKa COCTaBJISIOT Mo MeHbInei Mepe okoino 70, 75, 80, 85, 90, 95, 100, 105, 110, 115, 120, 125,
130, 135, 140, 145, 150, 155, 160, 165, 170, 175, 180, 185, 190, 195, 200, 205, 210, 215, 220, 225, 230, 235,
240, 245, 250, 255, 260, 265, 270, 275, 280 u 285, 290, 295 u 300 Mr/Mi, BKITFOYAast BCC 3HAUCHUS MKy HUMH.

B nacrosimem poxymeHTe TepMHH "(hapMaleBTHUECKHH cocTaB”" 0003HAYaeT CTEPHIIbHYIO KOMITO3HIUIO
(hapMaleBTHYCCKH aKTHBHOTO JIEKAPCTBEHHOTO CPEJICTBA, TAKOTO KaK OMOJIOTUYECKU aKTUBHBIA OCIIOK, KOTOpas
SBIISICTCS TIOAXOMSIIEH A1 MapeHTepaIbHOTO BBEICHHS (B TOM YHCJE, HO HE OTpaHHYMBAsICh 3TUM, BHYTPHUBEH-
HOTO, BHYTPHUMBIIIEYHOTO, MOAKOXHOTO, a3pO30JbHOT0, BHYTPHJIETOYHOTO, MHTPAaHA3aJIbHOTO WIM HHTparte-
KaJbHOTO) MAIMCHTY, HY)KIAIOIIEMYCsl B 3TOM, H COACPKUT TONBKO (papMareBTHUECKH MTPHEMIIEMbIE BCIIOMOTa-
TEeNbHBIC BEIECTBA, pa30aBUTENN U APYTHe H0OaBKH, KOTOpPHIE paccMaTpuBaioTcs PenepanbHOil KoMuccHei mo
JICKApCTBEHHBIM BEUICCTBAM MM JPYTMMH MHOCTPAHHBIMH HAIIHOHAJIBHBIMH OpraHM3alHsIMHU Kak Oe30TacHEIE.
®DapmareBTHIEeCKHE COCTABBI BKIIIOYAIOT )KHUIKOCTh, HAIIPUMEpP, BOJHBIE PACTBOPHI, KOTOPBIE MOTYT OBITH HEMO-
CPEICTBEHHO BBECHBI, U THOQWIN3UPOBAHHBIC MOPOIIKH, U3 KOTOPBIX MOXHO IMOJIYYUTh PACTBOPHI ITyTEM JI0-
OapneHMs pazbaBUTENs Tepea BBeAcHUeM. M3 TepmuHa "dapmaneBTHUCCKUI cocTaB" KOHKPETHO HCKITFOUCHBI
KOMITO3UIUH JUTsI MECTHOTO MPUMEHEHHS Y MAI[CHTOB, KOMIIO3UIIMYU ISl IpUeMa BHYTPh W KOMITO3HIIAU IS
MapeHTEPATLHOTO TTUTAHHS.

"Cpok roHOCTH" B HACTOSIIEM TOKYMEHTE 0003HAaYaeT MEPUOJT XPAHECHHUS, B TCUCHUE KOTOPOTO aKTUBHBIN
WHTPEIUCHT, TAKOW KaK TEePAIleBTHUYCCKUIT OCIOK, B (hapMaIleBTHICCKOM COCTaBE, MPOSBISACT MUHUMAIBHOE pa3-
JIOXeHHe (HaIpuMep, pa3iokeHue He 6ojee ueM okono 5-10%) mpu xpaHeHnu papMamneBTHUECKOTO COCTaBa B
KOHKPETHBIX YCIIOBHSIX XpaHeHus1, HanpumMep, 2-8°C. CrocoObl OLICHKH Pa3IOKCHHS BAPHUPYIOT B 3aBUCUMOCTH
OT TpHUPOIHI OeKa B papMaeBTHIECKOM cocTaBe. IIpuMepHbIe METOTMKH BKITFOYAIOT SKCKIIFO3HOHHYIO XpoMa-
torpaduio (DX)-BOXX mis onpenenenus, HanpuMep, arperanuu, oopamnieHHo-pazoByo (OD)-BOXX mist om-
peneneHus, Hanpumep, GparMenranuu 6enka, nonoooMennyro BOXKX mist oOHapykeHHs, HapuMep, H3MeHe-
HUS 3apsia Oenka, Macc-CIIeKTPOMETPHIO, (hIIyOPECIEHTHYIO CIIEKTPOCKOITHIO, CTIEKTPOCKOIHIO KPYTOBOTO JTHX-
pomma (KJI), nadpaxpacuyio criekrpockormuto ¢ dypoe-ipeodpazoBanuem (PI1-MK) n paMaHOBCKYIO CIIEKTPO-
CKOIIHIO JUTsi 0OHApYKeHHS KOH(POPMAIIMOHHBIX H3MCHEHUI Oelika. Bee 3TH MeTo Il MOTYT OBITh MPUMEHECHEI 110
OTJCIFHOCTH MJIM B KOMOWHAITUHY JUISL OIICHKU PA3JIOKeHHS Oellka B (hapMaIleBTHYCCKOM COCTaBE M ONPEICICHUS
CpOKa FOJJHOCTH YKa3aHHOTO cOcTaBa. DapMarieBTHYECKIE COCTABHI MO HACTOSIIEMY H300PETCHUIO MPEIIOYTH-
TEJNBHO JEMOHCTPUPYIOT YBEIMYCHHE MOKa3aTelei pasiokeHus (Hampumep, (pparMEeHTAIlWs, arperanus Wi
pa3BepTHIBAaHUE CTPYKTYPHI) HE Ooiee ueM Ha okoito 5-10% B TeueHHe ABYX JeT mpu Xpanenun mpu 2-8°C.

B HacTosmieM JOKyMeHTE TepMHUH '"cTaOWIBHBIE" COCTaBBl OMOIOTHYECKH aKTUBHBIX OCIKOB 0003HAYacT
COCTaBBI, KOTOPEIC MPOSIBIISTIOT MCHEE BBIPAKCHHYIO arperalyio W/Uii MEHEe BhIPaXKEHHOE CHIDKEHHE OHOJIOTH-
4yecKOl aKTUBHOCTH, 10 MeHblIel Mepe Ha 20% MeHblIle, B yCIOBUAX XpaHeHus npu 2-8°C B Te4eHUE IO MEHb-
el Mepe 2 JieT, IO CPAaBHEHHUIO ¢ KOHTPOJIBHBIM 00pa3loM PELEHTYPHhI, WM, B KAYECTBE allbTCPHATUBBI, KOTO-
pBIE TIPOSIBIISIIOT MEHEE BBIPAKCHHYIO arperanuio W/Wid MeHee BBIPAKCHHOE CHIDKEHHE OMOJIOTHIECKON aKTHB-
HOCTH B YCJIOBHUSIX TEPMHUECKOIO cTpecca, Hampumep, 25°C B TeueHue nepuoja oT 1 Heaenu no 12 Henenb,
40°C B Teuenue nepuoa ot 1 g0 12 nepens; 52°C B TeueHue 7-8 CyToOK U T.1I.

B Hacrosmiem TOKyMEHTE TEPMHH "BS3KOCTH" 0003HAYAET COMPOTHUBIICHHUE XUIAKOCTH TEUSHHIO, KOTOPOE
MOXKET OBITh M3MEpPEHO B eauHmnax cantuiyas (cll) wm mummmmackanb-cekyaay (mIla-c), rme 1 cll=1 mlla-c,
IpY 3aJaHHON CKOPOCTH CHBHTa. Bs3KOCTh MOXeT OBITh M3MEpPEeHa C IIOMOIIBI0 BHCKO3MMETpPa, HAIpUMep,
Brookfield Engineering Dial Reading Viscometer, monens LVT u AR-G2, npousBoactsa TA instruments. Bsiz-
KOCTh MOXKET OBITh M3MEpeHa C MPUMEHEHHUEM JIIOOBIX JPYTUX CTIOCOO0B M Ha JIOOBIX NPYTUX YCTPOKHCTB, U3-
BECTHBIX M3 YPOBHS TEXHHWKH (Hampumep, aOCONIOTHAs, KWHEMaTHIecKas M IWHAMHUYEecKas BA3KOCTh), TPH
9TOM HEOOXOAMMO MOHHUMATh, YTO MMECT 3HAYCHHUC MPOIICHTHOC YMCHBIICHUE BSI3KOCTH, JOCTHTHYTOC IMyTEM
MPUMEHCHHUS BCIIOMOTATENbHBIX BEIICCTB, OMUCAHHBIX B HACTOSIIEM H300peTeHMH. HezaBHCHMMO OT crmocoba,
TMPUMEHIEMOTO ISl ONPEACICHHS BI3KOCTH, MPOICHTHOEC YMEHBIIICHUE BA3KOCTH B COCTABaX CO BCIIOMOTATEIb-
HBIM BEIICCTBOM MPOTHB KOHTPOJBHBIX COCTABOB OYIET OCTABaThCS MPUOTU3UTEIHHO OAMHAKOBBIM IIPH 337aH-
HOW CKOPOCTH CIBHTA.

B Hacrosmem JOKyMeHTE cOCTaB, COAEPIKAIINi KOJIMYECTBO BCIIOMOTATEIFHOTO BEIIECTBa, 3(pdeKkTuBHOE
U " CHIDKEHUS BA3KOCTH" (WUIH "TIOHIDKAIOIIEe BS3KOCTH' KOJMYECTBO WIIM KOHIIGHTPAIIMS TAKOTO BCIIOMOTa-
TEJIEHOTO BEIECTBA), O3HAYAET, YTO BAZKOCTH COCTAaBa B €r0 KOHEYHOH (hopMme I BBEACHHUS (B BHIE PacTBOPA,
WM TIPH Pa3BEeICHUH MPEAYCMOTPEHHBIM KOJIMYECTBOM pa30aBUTEN B ciiydae MOPOIIKA) II0 MEHbIIEH Mepe Ha

-5-



038462

5% HUXKE BSI3KOCTH COOTBETCTBYIOIIETO KOHTPOIISA, TAKOTO KaK BOJa, Oydep, Ipyrue U3BECTHBIC areHTHI IS 110-
HIDKCHUSI BS3KOCTH, TAKUE KaK COJIb U T.JA., I KOHTPOJBHBIX COCTABOB, HAIIPUMEP, MPUBEIACHHBIX B HACTOSIIEM
nokymenTte. Kpome Toro, MOTYT MPUMEHATHCS KOHTPOJIBHBIE COCTaBBI 0€3 BCIIOMOTATENLHOTO BEUIECTBA, NAXKe
€CJIM OHHM HE MOTYT OBITh IPUMEHEHBI B Ka4ECTBE TCPANIEBTUIECKUX COCTABOB, HATIPHMED, U3-3a THIIOTOHIIHO-
CTH.

[Tomo6HBIM 00pa3oM, cOCTaB ¢ "MOHIKEHHOW BA3KOCTHIO" TIPEICTABISIET COOOM COCTaB, 00JIaarOIIHi TT0-
HIDKEHHOH BSI3KOCTBIO IO CPABHEHHIO C KOHTPOJIBHBIM COCTABOM.

YacTo BO3HMKACT HEOOXOAMMOCTD BBOAWTEH TEPANICBTHUCCKHIE OCNKH C BEICOKMUMH KOHIICHTPAIMAMH, YTO
MOJKET MPUBECTH K TMOBBIIICHUIO BSI3KOCTH PACTBOpa. BechbMa KenmaTeiabHO MPEUIOKHUTh COCTABHI C BBICOKOU
KOHIICHTPAITUCH, KOTOPBIC HEe 00JIAar0T MOBBIICHHOHN BSI3KOCTHIO, OOBIYHO HAOIIOMACMOM TPH TAKUX BBICOKUX
KOHIICHTpAIUIX OeKa.

CocCTaBHI C BEICOKOW BSI3KOCTBIO TPYTHO 00padaThIBATh BO BPEMs H3TOTOBJICHUS, B TOM YHCIE HA CTaIUSIX
Hepac(hacoBaHHOTO cocTaBa W (acoBKU. KpoMe TOro, COCTaBBI C BBICOKOH BS3KOCTHIO TPYAHO HAOWpaTh B
IITPHI] ¥ BBOAWTH HHBEKIMEH, YTO HEPEIKO TpeOyeT MPUMEHEHUS UTJT MEHBIIIEro Karuopa Io IIKale TeHK U
MOJKET OBITh HENMPHUATHBIM Ui maruenTa. JlobaBinenne N-ameTui-1-apruHuHa B pacTBOPHI OMOJIOTHUECKH aK-
THUBHOTO O€JIKa IMOHMKAET BA3KOCTh PACTBOPOB C BEICOKOW KOHIIEHTpAIHen OemKa.

[IpuMeHeHre BCIOMOTATEIHHOTO BEIIECTBA, BEIOPAHHOTO W3 TPYIIIHI, COCToAmeN u3 N-aleTuiapruHuHa,
N-anermunsnna, N-aneTuarucTuanaa, N-aleTHITIPOIMHA U UX CMecel, TIO3BOJISIET MPUMEHSATEL B cCOcTaBe Oomee
BBICOKHE KOHIICHTPALMH TEPAaNeBTHYECKIX OENKOB 0€3 3HAUUTEIIFHOTO TIOBBIIICHHUS BI3KOCTH, KaK 3TO OOBIYHO
HaOJromaeTcst B ciydae OPYTUX BCIIOMOTATENFHBIX BEMIECTB. TakuMm 00pa3oM, B W300pETEHHM IpeiaraeTcs
croco0 CTa0MIIM3AIMK WM CHUYKCHUS BSA3KOCTH OCIKOBBIX COCTABOB ITyTEM JOOAaBJICHUS BCIOMOTATEIHLHOTO
BEIIIECTBA, BBIOPAHHOTO W3 TPYIIIBI, COCTOsAMICH n3 N-aneTmiapriuauHa, N-aneTHin3nHa, N-alleTHITUCTHIIHA,
N-aneTwinpoianHa ¥ UX CMEcei, B KOMUYECTBE, F(PPEKTUBHOM JJIsI CHHKCHUS BSI3KOCTH. J[OTONHUTEIHHO, B
M300pETCHUH MPEJIAraloTCsl COCTABBI TEPAIEBTUYCCKUX OCITKOB, BKIIOYAs aHTUTENA, C TIOHIKCHHOH BSI3KOCTHIO,
MPUYEM COCTaBBI cojepkaT 3(p(eKTUBHBIC KONIMYECTBA WM KOHIICHTPAI[UM BCIIOMOTATEIBHOTO BEIICCTBA, BBI-
OpaHHOTO W3 TpPYMIBI, cocrosmeld w3 N-aneTwiapruHuHa, N-aneTWUM3WHA, N-aleTWITACTHAWHA, N-
aIeTIINPOJIMHA U UX cMecei. Kpome Toro, paccMaTpHBaroTCs CIIOCOOB! CKpUHUHTA OJHOTO W 00Jiee COCTaBOB,
KaXIbIii U3 KOTOPBIX COMEPKUT Pa3IMYHbIC KOHIIEHTPAIIMH BCIIOMOTATEIHFHOTO BEIIECTBA, OIMMCAHHOTO B Ha-
CTOSIIEM JNOKYMEHTE, C LENbI0 MACHTU(UKAIIMH TTOAXO IS FIIN ONTHMAaIbHON KOHIIEHTpPAIUH, KOTOpas Mo-
HIDKAeT BSA3KOCTh. Kpome Toro, mpemimararorcs crocoObl MOMYYeHHS JTHO(UIM3HPOBAHHOTO ITOPOIIKA M3 pac-
TBOpPAa COCTABOB C MOHMKEHHOM BSI3KOCTHIO TI0 M300PETEHUIO U CIIOCOOBI pa3BeNeHMs THOPIITH3UPOBAHHBIX I10-
POIIKOB TI0 U300PETEHUIO IMyTeM JOOABIICHUS CTEPHIBHOTO pa3baButens. Takum oOpa3oMm, B HACTOSIIEM H30-
OpeTeHUH mpeuIaratoTces (papMareBTHUCCKUE COCTABBI, COJEPIKANIUEC OMOIIOTUYCCKU aKTUBHBIC MOMUICIITHABI U
BCIIOMOTATEIbHOE BEIIECTBO, BEIOPAHHOE W3 TPYIIIBI, COCTOsAICH U3 N-aneTunapruania, N-aneTwum3nHa, N-
ANeTIWITUCTUINHA, N-allETHIPOJIMHA U UX CMECEH, B KOHIICHTPAIIMK CHIXKAIOMICH BSI3KOCTh. CHMKCHUE BSI3KO-
CTH COCTaBJIET MO MeHbIleH Mepe okojo 5-90%, Mo CpaBHEHHUIO C KOHTPOJIBHBIMU COCTaBaMU. B ogHOM Bapu-
aHTe peaim3aluy U300pEeTCHUS CHIKCHUC BA3KOCTH HAaXOAWTCS B Auamna3oHe ot okoyo 10 mo 80%. B apyrux
MIPUMEPHBIX BapUaHTaX peaM3alii H300PETCHUS CHIDKEHUE BA3KOCTH COCTABIIET IO MEHbIeH mepe 5, 10, 15,
20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80 ummx 85%.

CocTaBbl IO M300pETEHNIO HEOOSA3aTEIBHO MOTYT COJEp KaTh (hapMaIleBTHUCCKH MpUEMIIEMbIe COJH, OY-
(hepHBIE BelecTBa, TOBEPXHOCTHO-aKTHBHBIC BEIIECTBA, IPYTHE BCIIOMOTaTeIbHEBIE BEIECTBA, HOCUTENH, pa3da-
BUTEIN W/WIH APYTUE areHTHI PEUENTYPHI.

Tunuuneie apManeBTHYCCKH TpUueMIieMble Oy(hepHbIC BEIECTBAa BKIIOUYAIOT alleTaT (HampuMep, ameTar
HATPH), CYKIIMHAT (HAIIPUMEp, CYKIIMHAT HATPWs), TIYTAMHHOBYIO KHUCIIOTY, TIIyTaMaT, TIFOKOHAT, TUCTUIVH,
UTpaT Wi Apyrue OydepHble BEIeCTBa Ha OCHOBE OPraHUYECKUX KUCIOT. [IpuMepHas KoHIeHTpanus Oydepa
MOXET COCTaBIATH OT okosio 1 1o 200 MM wmnu ot okoso 10 g0 okosxo 60 MM, B 3aBUCUMOCTH, HANPUMED, OT
Buaa Oydepa U HCOOXOIUMOTO OCMOTHYECKOTO JABICHHS COCTaBa (HApUMEp, W30TOHHYCCKUMA, THIICPTOHUYC-
CKUi mi runotoHndeckuit). [Ipumepst pH Brirowarot ot okoino 4,5 1o okono 8,0 wian ot okono 4,8 10 0KoJIo
5,5 win oT 4 1o 6 uau ot 5 10 5,5 wim okojo 5, 0ojiee yeM OKo0JI0 5, Oosiee YeM OKoJIO 5,5, 6ojiee yeM 0K0jI0 6
nuin 6osee yeM 0KoJio 6,5.

[onxomsamie pa3daBuUTeN, IpyTHe BCIOMOTAaTEIbHBIC BEIIECTBA MM HOCHTEIH W APYTHE areHTH BKIIIO-
YaroT, HO HE OTPaHUYMBASACH ITUM, AHTHOKCHIAHTHI, KPACUTENH, BKYCOBBIEC JOOABKHU M pa30aBUTENN, IMYIIBIaTo-
PHBI, CYCIIEHANPYIOIIIE ar€HTHI, PACTBOPHUTENH, HATIOIHUTEIH, IPHUAAIONTe 00beM areHThl, OyQepHbIe BeIecTBa,
HOCUTENH, pa3baBuTeNu W/WiM (apMaleBTHYECKHE aabIOBaHTH. Hampumep, MOAXOISIINI HOCHTENH MOXKET
NPEJICTaBIATE OO0 (PU3HOIOTHYECKUN PACTBOP HATPHS XJIOPUAA, TUTPATHEIA Oy(epHBIi pacTBOp HATPHUS XIIO-
puna nim uckyccrsennyro CMK (CSF), Bo3aMoxHO, ¢ 100aBJICHHEM IPYTHX MaT€pHalioB, OOBIYHO MpPUMEHsE-
MBIX B COCTaBaXx JJIs MapCHTEPAIBLHOTO BBEACHUSA. JIpYIHM WILTIOCTPATHBHEIM MPUMEPOM OCHOBBI SIBISICTCS HEHi-
TpaNbHEIN Oy(peprU30BaHHBIN (HUINOTOTHUCCKUIA PACTBOP WM (DU3HOIOTUYECKUN PACTBOP, CMEIIAHHEIHN C CHIBO-
POTOYHBIM aNEOYMUHOM. CIICIIUATUCTHI B JJAHHOW 00JIACTH TEXHUKU JIETKO PACHO3HAIOT pas3iauyHble OydepHbie
BEIIIECTBA, KOTOPBIC MOTYT OBITh MPUMECHEHBI B COCTaBaX, M JICKAPCTBECHHBIC (DOPMBI IS IPUMEHCHHS B HACTOS-
meM u3o0peTernn. TunuaHbie OydepHble BEIecTBa BKIIOYAIOT, HO HE OTPAaHHMYUBAsCh OTUM, (apMareBTHIECKH
TpHEMIIEMBIE CITa0ble KUCIIOTHI, cIa0ble OCHOBaHMSA WM UX cMecH. TurmuaHbie Oy(depHble KOMIIOHEHTHI SBIIIOT-
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Csl BOJIOPACTBOPUMBIMU MaTepHallaM¥, TAKUMHU Kak (GochopHas KHCIOTa, BAHHBIC KUCIOTHI, MOJIOYHASI KUCIIOTA,
SIHTapHas KUCJIOTa, TMMOHHAS KUCIIOTA, YKCYCHAs KHUCJIOTa, aCKOPOMHOBAs KHCJIOTA, aclapariHHOBas KHCIIOTA,
TJIyTaMHUHOBAsI KMCIIOTAa WM UX cOoNH. [IpuMepsl coiell BKITIOYAIOT COJM HEOPTAaHUYECKUX U OPTaHUYECKUX KH-
CJIOT WJIM OCHOBAaHHM, TAKMX KaK METAJIBI HJIM aMUHBI, B TIPUMEPHBIX KOHIIGHTPAIMSIX, TAKUX Kak okojo 50-200
MM wm 100-200 MM mmu okoso 100 MM umu okosto 150 MM.

JlomoTHUTENTEHO, MOTYT OBITh BBEIIEHBI APYTHE BCTIOMOTATEIbHBIE BEIIESCTBA MM CTA0MIN3aTOPHI, HATIPH-
Mep, caxapa (Hampumep, caxaposa, IJII0K03a, Tperano3a, Qpykro3a, KCHUI03a, MAaHHUTO3a, (HyK03a), ITOJHOJIBI
(Hanpumep, TIUIEPUH, MAaHHUT, COPOUT, TIUKOJb, WHO3UT), aMUHOKHCIIOTHl HJIM TPOW3BOIAHBIE aMHHOKHCIIOT
(HampuMep, aprUHUH, IPOJIMH, TUCTUIVH, JIN3WH, TJIMIUH, MCTHOHHUH ¥ T.J.) WJIH MOBEPXHOCTHO-aKTHUBHEIC BE-
niecTBa (HampuMep, moxucopoat, B ToM uucie momucopbat 20 win momucopdbat 80, WK MmoJoKcaMep, B TOM
yucie nonokcamep 188, TIII'C (d-anbda-roxopepmn nonmmdTrneHrnmukons 1000 cyknunar). I[IpumepHsie KoH-
LEHTpalUU TTOBEPXHOCTHO-aKTUBHOTO BEIIECTBA MOT'YT HaXOAUThCS B Auana3zoHne ot okoino 0,001 no oxono 1,0%
wi ot okoio 0,003 mo okoxno 0,5%. Kpome Toro, MOryT OBITH BBEJICHBI KOHCEPBAHTHI, TAKHE KaK OCH3MIOBBIN
CIHpT, PEHOI, M-Kpe30J1, XJIopOyTanot win 6en3sTonus Cl, HanpuMmep, B KOHIICHTPAIUAX B JUAMTa30HE OT OKO-
70 0,1 mo okoito 2% wim ot okoio 0,5 1o oxoio 1%.

Omun wiu Oosee Apyrux (papManeBTUUECKH MPUEMIIEMBIX HOCHTENEH, BCTIOMOTATENBHBIX BEIIECTB HIIH
CcTaObMITN3aTOPOB, TAaKWX Kak onrcaHbl B Remington's Pharmaceutical Sciences 21st edition, Osol, A. Ed. (2005),
MOTYT OBITh BBEJICHH B KOMITO3HIIAIO TIPH YCJIOBUH, YTO OHH HE OKa3bIBalOT OTPHUIIATEIIHFHOTO BIUSHUS Ha XKeJa-
TeJIbHBIC XapaKTEPUCTUKH COCTABA.

KoHnieHTpanys B cocTaBe TepaneBTHIECKOTO Oeka, TAKOTo Kak aHTHUTEN0, OYJEeT 3aBUCETh OT KOHEUHOTO
IpUMEHCHHUs (PapMareBTUIECKOTO COCTaBa U MOXKET OBITh JIETKO OIpE/eNicHa CICIHUAIUCTOM U3 YPOBHS TEXHH-
KU.

TepaneBTryeckue OSIKH, KOTOPHIE ABISAIOTCA aHTATOHUCTAMH, HEPEAKO BBOJAT B 00Jice BBICOKHX KOHIICH-
TpaNusAX, YeM T€, KOTOPHIC SBJISAIOTCSA arOHHCTAaMH. B 4acTHOCTH, MperycMaTpUBacMbIe BEICOKHUE KOHIICHTPAIMH
TepaneBTHYECKUX OeNKOB (0e3 ydera MacChl XUMHUYCCKUX MOAM(UKALMK, TaKHMX KaK METHJIMPOBAHHUC), B TOM
YHUCJIe aHTHTEN, COCTABISIOT 0 MeHbIel Mepe okoso 70, 80, 90, 100, 110, 120, 130, 140, 150, 175, 180, 185,
190, 195, 200, 250, 300, 350, 400, 450, 500 mr/Ma u (wmm) Mmeree yem okojio 250, 300, 350, 400, 450 wmu
500 mr/mut. TTlpuMepsl BRICOKMX KOHIIEHTPAIUN TEPAIeBTHIECKUX OCITKOB, TAKUX KaK aHTUTENa, B COCTaBE MOTYT
HaXOJHUTHCS B AMAra30He OT Mo MeHbIner Mepe okosio 100 mo okono 500 mr/mut. JlomomHUTENBHO, TIPeIyCcMaT-
PHUBAIOTCS IpyTHe KOHIEHTpaIuu Oenka (6e3 yuera MacChl XHMUIECKUX MOAU(UKAIINH, TAKUX KaK IMeTHINPOBa-
HUE), HapuMep, 0 MeHbIeH Mepe okoio 1, 5, 10, 20, 30, 35, 40, 45, 50, 55, 60, 65 wim 70 mMr/mia. B gacTHO-
CTH, HacToAIIee N300peTeHIE MPEIyCMAaTPHBACT COCTABEI U CIIOCOOBI, B KOTOPBIX KOHIICHTPAIIUS TepParieBTHYIC-
CKOT0 OeJiKa MPUBOJUT K BA3KOCTH IO MEHbIIeH Mepe 6, 8, 10, 12, 14, 16, 18, 20, 25, 30, 35 cIl wiu Gonee, Ha-
npumep, 100, 125, 150, 175 wmu 200 cIl, npuyem BBeJCHHE BCIOMOTATECIHHOTO BEIECTBA, BBIOPAHHOTO W3
TPYIIEL, cocTosimieil 3 N-anerniapruauaa, N-aneTrwuim3nHa, N-alleTHITHCTAINHA U N-aleTHITIPOIHHA U UX
cMeceld, IPUBOJUT K CHIDKCHHIO BSI3KOCTH Ha 5% wim 6onee. Hanmpumep, pacTBop ¢ BsizkocThio okoino 30 cll
MOJKET OBITh TPYIHO BBECTH C TIOMOIIBIO CTAHAAPTHOM HMIIIBI 27 KamuOpa. B HacTosIeM JOKYMEHTE BCE CCHLUIKU
Ha KOHIIEHTPAIIMIO TepaneBTHIECKOro Oemka (MT/MiT), MacCcy TeparneBTHIECKOTO OenKa (MT) U MOJIEKYIISIPHYIO
Maccy TeparneBTuieckoro 6enka (k/la) 06003HaualOT COOTBETCTBYIONIYIO MAaccy OEIKOBOM YacTH TepaneBTHYC-
CKOTO 0eJka, UCKITIo9ast JIT00bIe HeOEeIKOBbIe MOAN(UKAITUH.

B HacTosimeM n300peTeHnH TIpeIaracTcsl Croco0 CHIKEHUS BI3KOCTH W/WUTH TIOBBIIICHUS CTaOUIBHOCTH
JKUAKOTO (hapMareBTHIECKOTO COCTaBa TePANeBTUIECKOTO OelKa MyTeM 0ObeINHEHHUS TEPAeBTHIECKOTO Oelka
U BCIIOMOTATEIFHOTO BEIICCTBA, BEIOPAHHOTO W3 TPYIIIBI, COCTOsIIEeH n3 N-aneTninapruauna, N-aleTHIDIH3HHA,
N-anermiructuannaa, N-alleTHINPOINHA H UX CMECEH, B KOJHMYECTBE, CHIKAFOIUM BSI3KOCTb.

B npuMepHBIX BapHaHTaxX peaiu3allii W300PETCHHS TEPAIeBTUYCCKUN OCIIOK MPHUCYTCTBYET B BBICOKOM
KOHIICHTPAIIMH OENKa, KaK OIKCAHO BBINIC. B HEKOTOPHIX BapHaHTaxX pealu3allid U300pETCHUS CHIDKCHHUE BS3-
KOCTH COCTaBJISIET MO0 MeHblIel mMepe okoio 5, 10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80% wunu
85%, 1o cpaBHEHMIO C KOHTPOJIBHBIMU COCTABAMHU.

B npyrom acriekte HacTOSIIETO W300pETEHUS MPeaaraloTcs )KUIKHE PacTBOPHI, CONEPIKAIUE TEPATICBTH-
qecKni O€JOK M BCIIOMOTATEIbHOE BEIIECTBO, BRIOPAHHOE M3 TPYMIBI, cocTosAmel n3 N-ameTuinapruauaa, N-
aleTUIIN3MHA, N-alleTHITHCTUANHA, N-alleTHITPOJIMHA U UX CMECEH, MPUIEeM COCTaBbl 00JIaTaf0T MIOHWKCHHON
BSI3KOCTBIO 110 CPaBHEHHIO C KOHTPOJHHBIMH COCTaBaMU. B NpHMEpHBIX BapHaHTaX peaju3alliil U300peTeHUs
TepaneBTHUECKUA OEJIOK MPUCYTCTBYET B BHICOKOW KOHIICHTpAIIMH Oejika, KaK OMUCAHO BhIMIE. B HEKOTOPHIX
BapHaHTaX peaH3alii W300peTEeHUs OMUCAHHOE B HACTOSIIEM JOKYMEHTE BCIIOMOTAaTelLHOE BEIIECTBO TPH-
CYTCTBYET B MOHW)KAIOIICH BI3KOCTh KOHIICHTparuu (Macca:o0beM). JIFo0oe M3 yKa3aHHBIX BCIIOMOTATEIBHBIX
BEIIIECTB MOXKET MPUMCHSTHCS B KOHI[CHTPAIUSAX BIUIOTH JIO €0 Mpeieiia paCTBOPUMOCTH. Takue pacTBOPBI MO-
TYT JOMOJHHUTEIBHO COACPIKATh caxap WM JPYTOH IMOJIMOJ, TAKOH KaK caXxapo3a WM COPOUT, WIH aMUHOKHUCIIO-
Ty, TAKYIO KaK aprHHUH, IPOJIMH, TUCTUIVH, JIN3WH, TIHIUH, METHOHUH H T.II., B KOJTHYECTBE, 3PPEKTUBHOM IS
JATBHEHINETO YITYUYIICHUS! CTA0MIBHOCTH, YMCHBIICHUS arperaluy W/WiH 00eCIIeYCHHUs N30TOHMYHOCTH COCTa-
Ba, 0€3 3HAYUTEIHFHOT'O OBBIIIICHUS BI3KOCTH.

B mpuMepHBIX BapuaHTaX pealn3alid KOHIICHTPAIMS BCIIOMOTATEILHOTO BEIIECTBA, BHIOPAHHOTO W3
rpymnmsl, cocTosime u3 N-aueTusnapruiuHa, N-aleTHUIn3uHa, N-alueTWIrucTHAnHA, N-aleTHINpoiInHa U UX
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cMecel, COCTaBIsIeT o0 MeHbIel Mepe oT 0koJ0 50 1o okosio 300 MM unu o MeHsIIel Mepe oT okono 100 MM
J0 okoso 250 MM mnmu no MeHsielt Mepe ot okono 140 go 200 MM. B mpumepHBIX BapHaHTaxX peanu3aliu
KOHIIEHTPAIIMsI BCTIOMOTATEIPHOTO BEIIECTBA COCTABIISET IO MEHbIEeH Mepe okoio 50, 100, 105, 110, 115, 120,
125, 130, 135, 140, 145, 150, 155, 160, 165, 170, 175, 180, 185, 190, 195, 200, 210, 220, 250 wm 300 MM unmn
6onee. [Ipyrue nmpuMepHbIe BapHaHTHl peali3alliy BKIIOYAIOT KOHIICHTPAIIMHA BCIIOMOTAaTEIbHBIX BEIIECTB, (-
(heKTUBHBIE C TOYKH 3PEHHSI M30TOHHYHOCTH COCTaBa, 0€3 3HAYMTEIHHOTO MOBBIMICHUS BSI3KOCTH. [IpnMepHbIe
KOHIICHTPAIH BKIIOYAIOT 10 MeHbIIei Mepe okono 180 MM mnu Gosee, B IpyTuX BapHaHTaX pean3aliuil u30-
OpeTeHusT KOJIMIECTBO COCTABIIAET MO MEHBIIIeH Mepe okoso 200 MM umu Gouree.

B nmpyrom acriekre HacToOsIIEro W300peTeHHS MPeIararoTcs THOQMIN3HPOBAHHBIC COCTABBl OCIKOB, CO-
JICpKaIIe TCPareBTHYCCKUI OCIIOK M BCIIOMOTATENILHOE BEIIECTBO, BRIOPAHHOE U3 TPYIIIBI, COCTOsMIEH U3 N-
aneTWIapruHuHa, N-aneTrun3nHa, N-aleTHArucTHIuHa, N-alleTIINPOINHA U UX CMecel, IpuYeM MpU pa3Be-
JICHHW PEKOMEHJIOBAHHBIM KOJHYCCTBOM Pa30aBUTEIS COCTABHI MPOSBISIOT MOHMKEHHYIO BA3KOCTh IO CpaBHE-
HUIO ¢ KOHTPOJBHBIMH COCTaBaMU. B MpHMEpHBIX BapuaHTaxX pealiu3alliy H300pETCHUs TePaeBTHUCCKUI OSIOK
MPUCYTCTBYET B BBICOKOW KOHIICHTPAIMH OCJIKa, KaK OIMKCAHO BHINIC. B HEKOTOPHIX BapHaHTaX pealr3aiuy U30-
OpeTeHns1 BCIIOMOTATeIbHOE BEHIECTBO MPHUCYTCTBYET B KOJNMYECTBE, d(PPEKTHBHOM JUISI CHIDKEHUS BSI3KOCTH
IpY pa3BelleHUH pa3daBUTENIeM (MaccoBas KOHLEHTpamwsa). Takue COCTaBbl MOTYT IOIIOJHUTEIHHO COIEPIKATh
caxap WIH IpyToil MOJMOJ, TAKOW KaK caxapo3a WK COpPOHUT, MIIM 10 MEHBIIEH Mepe OHYy aMHHOKHUCIIOTY, Ta-
KYIO KaK apTHH{H, OPOJIWH, TUCTUINH, IN3WH, TIUIWH, METHOHHUH H T.1., B KOINYEeCTBE, 3P(PEKTUBHOM C TOUKH
3peHHs TaTbHEHIIero MOBHIIIEHHS CTAa0MIFHOCTH, YMECHBIIICHUS arpeTaliiyl 1/ Wil 00eclieYeHus] H30TOHUIHOCTH
cocraBa, 0e3 3HAYNTEIHHOTO ITOBBIIICHHUS BI3KOCTH.

B mpumepHBIX BapHaHTaX peamu3allid M300pPCTCHUS KOHIICHTPAIUS BCIIOMOTATEIBHOTO BCINECTBA, BEI-
OpaHHOTO W3 TPYMIBL, cocTosimed w3 N-aneTwiaapruHuHa, N-aleTWUIN3UHA, N-aleTHITHCTUAWHA, N-
AI[CTIINPOJIMHA U UX CMECEH, COCTABISICT MO0 MEHBINEH Mepe OT OKOJIO | MKT Ha MT' TEpareBTHYECKOTO Oelka 10
okoJ0 1,0 Mr Ha Mr TepameBTHYeCKOro Oenka. B HEKOTOpPBIX BapHaHTaX peaiu3alud U300peTeHUs KOHIICHTPa-
1M1 BCIIOMOTaTEeJIbHOTO BEUIeCTBa COCTaBIseT 0 MeHbLIeH Mepe okoso 1, 10, 50, 100, 150, 200, 250, 300, 350,
400, 450, 500 nmu 550 MKT Ha MT TepareBTHYECKOTO Oenka. B Ipyrux mpuMepHBIX BapuaHTaX pean3aiiy U30-
OpeTeHusT KOHIICHTPAIUs BCIIOMOTaTeIbHOTO BEIIECTBA COCTaBIsET BIUIOTH 0 okojo 600, 650, 700, 750, 800,
850, 900, 950 u 1000 MKT Ha MT TepareBTHYECKOTO OeIKa.

B eme omHOM BapmaHTe peayH3alliyd HACTOAIIETO M300pPETeHHS IMpearaeTcsi Crnocod MpenoTBpameHHs
camMoaccoIanuy OEeNKOB B JKMAKHX COCTaBaXx C TPUMEHEHHWeM N-aleTWIapruHuHa, N-aneTwrinm3hHa, N-
aIeTWITUCTHANHA, N-alleTIIIIIPOINHA U UX CMECe B KauecTBE BCIIOMOTATEIBHOTO BEIIECTBA B JIIOOOM M3 OIH-
CaHHBIX B HACTOSIIEM JOKYMCHTE KOJIMYECTB WM KOHIICHTpaluii. Kpome Toro, mpearatrorcsi COCTaBbI ¢ MO-
BBIIIICHHOM CTAOMIBHOCTHIO (HAIPHMEp, YMEHBIICHHON arperamnueii) 1 YBeIHICHHBIM CPOKOM TOJTHOCTH.

JlomomHUTEIBHO, B U300PETEHUH TpeiiaracTcsi Habop, BKITFOUAOIHIA KUIAKUA COCTaB OEIKOB MO M300pe-
TEHHUIO ¥ MHCTPYKIUH 110 €r0 BBEACHHUIO, P HEOOXOAUMOCTH C EMKOCTHIO, IITPULIEM U/IITU APYTUM YCTPOUCT-
BOM Ui BBeneHHA. KpoMe Toro, m300peTeHrne OTHOCUTCS K HabOpy, coiepiKalieMy JTHO(GHIH3HPOBAHHBINA CO-
cTaB OEJIKOB MO HACTOSIIEMY H300pPETCHHUIO, HEOOS3aTEIbHO B €MKOCTH, U MHCTPYKIMHU TI0 €r0 Pa3BEICHUIO U
BBEJICHUIO, TIPU HEOOXOTUMOCTH, C (PIIAKOHOM CTEPHIJILHOTO pa30aBHUTENs] M HEOOS3aTENHHO C IITPUIIOM HITH
JIPYTHAM YCTPOHCTBOM ISl BBeNeHHA. [IprMepsl eMKocTell BKIFOUaoT (hIaKoHbI, MPOOUPKHU, OYTHUIH, OJHO- WIH
MHOTOKaMEepHBIE TPEIBAPUTEIHHO 3aMIOJHEHHBIEC INMPHIBI M KapTPUIKH. [IpUMeps! YCTPOMCTB ISl BBEACHUS
BKITIOYAIOT IINPHIBI ¢ WIJIaMH Wik 0e3 HUX, MH(Y3MOHHBIE HACOCHI, CTPYWHBIC WH)KEKTOPHI, MITPHUI-PYUKH,
TpaHCAEPMAaTbHBIE MHXECKTOPHI WM JPYroi OE3BITONBHBIA MHXKEKTOP WIIM a’pO30JbHBIC YCTPOWCTBA IS Ha-
3aJIbHOTO YT BHYTPUJICTOYHOTO BBEICHHUS.

B nmpyrom acmekTe mpearaeTcsi Crioco0 CKpUHHUHTA JUIs ONpEACTICHUS MOHWKAIOMICH BI3KOCTh KOHIICH-
TpalKU BCIIOMOTATEIBHOTO BEIIECTBA, BKIOYAONIMA cTanuu: (1) OIeHKa BS3KOCTH TIEPBOTO PacTBOpa, COICp-
JKAIETO TEPBYIO KOHIICHTPAIIMIO BCIOMOTATEIHFHOTO BEIIECTBA, BBIOPAHHOTO W3 TPYIIBI, COCTOAIICH u3 N-
aneTwIapruauHa, N-aleTmwun3nHa, N-aleTHITHCTHINHA, N-alleTHINPOINHA U UX CMECCH, U TepareBTUIeCKUN
0eIoK, TaKol Kak aHTUTEINO, (2) OLEHKAa BA3KOCTH BTOPOTO PAaCcTBOPA, COMEPIKAIICTO Pa3IMIHbIC KOHIICHTPAIUU
BCITOMOTATENILHOTO BEIIECTBAa U BTOPOU TepalneBTHIeCKUi 0emok, 1 (3) ycTaHOBIeHUE TOTO (hakTa, 4To mepBas
KOHIICHTPAIN BCIIOMOTATEIHFHOTO BEIIecTBA B OOJBIIEH CTETIEHN MOHMKAET BSI3KOCTh, YEM BTOpasi KOHIICHTPA-
IMs] BCIIOMOT'aTeIbHOTO BEIIECTBA, C€CIIH MEPBHIN pacTBOP SBISETCS MEHEe BSI3KUM. BAI3KOCTh MOXKET OBITH OIpe-
JIeJIeHa, HarpuMep, ¢ TOMOIIbIo BUCKo3uMeTpa Aries ARG2 mnm Brookfield RV-DVIIL.

AHaNOrugHbIe CIIOCOOBI MpeTHa3HAYeHB! U1 CKPUHUHTA Ha MIPEIMET YMEHBIIAIONIEH arperannio Win cTa-
OmT3UpyIoNeii KOHIICHTPAINY BCTIOMOTaTEIHHOTO BEIIECTRA.

CTaOWIPHOCTh MOXKHO OIICHUTh MHOTHUMH CHOCOOAMHU, BKIIIOYAs KOHTPOJbh M3MEHCHHS KOH(POPMALUU B
JMama3oHe TeMmIeparyp (TepMOCTa0MIBHOCTh) W/WIM Ha TPOTSHKCHHH TIEPUOJOB BPEMEHU (CPOK TOIHOCTH)
W/WIIA TIOJT BO3JCHCTBHUEM CTPECCOBOTO OOpaieHus (Hampumep, (pusmdeckoe BeTpsxuBanue). CTaOMIIBHOCTH
COCTaBOB, COACPIKAIINX PAa3JINYHBIC KOHIICHTPAIIMA KOMIIOHEHTOB COCTaBa, MOKET OBITh M3MEPECHA C TTOMOIIBIO
pa3IMYHBIX coco00B. HanmpuMep, KoJIHMYeCTBEHHAs OIICHKA arperanuy 0elKka MOKET OBITh MPOM3BEICHA MyTEM
BU3YAJIFHOTO HAOJIOJCHUS MYTHOCTH, ITyTEM H3MEPCHUS ONTHYCCKOW IIOTHOCTH TMPH OIMPEICICHHOMN IJIHHE
BOJTHBI, C TIOMOIIIBIO AKCKITIO3MOHHOM Xpomarorpaduu (B X0l1e KOTOPO# arperarthl 6enka OyIyT 3JIIOMpOBaTHCS B
Ipyrux (pakiusix, HeXKeNn OeOK B ero NMPUPOJHOM aKTUBHOM cocTossHuM), BOYXKX wmmu apyrux xpomarorpa-
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(rueckux MeTo10B. MOTYT NPUMEHSATBHCS APYTHE CHOCOOBI M3MEPEHHsT KOHPOPMAIIMOHHBIX U3MECHEHHH, B TOM
yucie, ¢ npuMeHenneM auddepeHunansHoil ckanupyomeit katopumerpuu (JCK), nanpumep, s onpexneie-
HUS TEMIIEpaTyphl JeHATYypaluy, Wik Kpyrosoro auxpousma (CD), B Xxoxe uero usmepsieTcst MOIApHAs 3JIIHII-
THYHOCTh Oenka. Kpome Toro, ¢iyopecreHIus MOXKeT NMPUMEHAThCS U aHalmu3a cocTaBa. PiryopecueHuus
OXBATBIBACT BBIJEIICHNUE WM MOTJIOMIEHUE 3HEPTHU B BHJE CBETA WM TEIUIA M U3MEHCHHE TIOJISIPHBIX CBOWCTB
cBera. QIIyopeclieHTHOE N3ITydeHHE MOYKET ObITh CBOMCTBEHHO OCJIKY MIIM MOXKET OBITh 00yCIIOBJICHO (hyopec-
HEHITe penopTepHoi Monekynbl. Hampumep, 8-nadramun-1-cynasdponosas kucmora (HCK) npexncrasmnser co-
001i QuIyOpeCIICHTHBIN 30H, KOTOPBIH CBS3BIBACTCS C THAPO(GOOHBIMU KapMaHaMH YaCTHYHO Pa3BEPHYTHIX OeII-
koB. [lo Mepe TOro, Kak KOHIEHTPAIHs Pa3BEPHYTOr0 OeJIKa MOBBINIACTCS, YBEIUUUBACTCS KOJIMYECTBO THAPO-
(hoOHBIX KapMaHOB |, cienoBaTenbHo, KoHeHTpanuss HCK, koTopblif MOkeT cBsi3bIBaThCs. Takoe yBeIHMdeHHUE
cs3piBatnsl HCK MOXKHO KOHTpOJIMpOBaTh MyTeM oOHapyKeHHs! (JIyOpeclieHTHOTO CHrHajia OeJIkoBOro oopas-
na. Jlpyrue cpeacrsa Uit H3MEPEHHs CTAOMIBHOCTH MOTYT NPUMEHSATBHCS U XOPOIIO N3BECTHBI CIICIHAINCTAM H3
YPOBHS TEXHHKH.

N3o6petenue Oyner 6osee MOIHO MOHITO CO CCHUIKOW HA CIIEAYIONIUE NPUMEPHI C MOIPOOHBIMH IIpUMeEp-
HBIMH BapHaHTaMH peanu3anuu nu3odpereHus. OQHAKO MX HE CIEAYET paccMaTpuBaTh KaK OrPaHWYMBAIOIIUC
00beM n300peTeHns. Bee CCBUIKM B HACTOSIIEM JOKYMEHTE BKIIOUEHBI B HACTOSIIMHA JOKYMEHT HOCPEICTBOM
CCBUIKH.

IIpuMmepbI

ITpumep 1

Cocras, comepxxamuii antuteno 1gG2 (140 mr/mi) (aHTUTENO A), THATH3HPYIOT TTPoTUB 10 MM pacTtBOpa
riryTamaTa HaTpusl, cofeprkamero 1% caxapossl, pH 5,2, ¢ npuMeHeHneM roppupoBaHHON TPYOKH [UIs AHAIN3a
Snakeskin®, HomunansHOe OTcedenne no Momnekyisipaoit Macce (HOMM) 10000 (Thermo Fisher Scientific,
Yonarxam, Maccauycerc). AnmukBoTHI 1o 1 M pactBopa antutena A 120 mr/mia B 10 MM pacTtBope riryramara
Hatpus, conepxarieM 1% caxapossl, pH 5,2, mepeHocst Bo ¢aakoHbl eMKOCThIO 3 Ky0. cM. PrnakoHs! mnoduin-
3UPYIOT ¢ ToMoInblo modummzartopa Virtis. Conepxumoe (aakoHOB paz0aBisitoT 450 MKIT pa3IMYHBIX PacTBO-
poB (Bozla B Ka4ecTBE KOHTPOJISI MIIM PAcTBOPHI BcrioMorarenbHbIX BemecTs 200 MM). Iocne pa3BeneHus, KOH-
LEHTpalMy aHTuTena A OblIM onpeneseHsl ¢ nomotnbto nmpudopa SOLO-VPE, kak 190 mr/mi. BsizkocTs n3me-
psitoT ¢ moMonipio Buckozumerpa Aries ARG2 npu 25°C, pe3ynbTaThl IpeICTaBIeHb! B Ta0. 1 HiKe.

Ta6muma 1. CoctaBel aHTHATENA A CO BCIIOMOTaTENbHEIM BeliecTBOM, 190

mr/mi ipu 20°C
UnenTupmrarop OydepHoro BcrioMoraTenbHOE BEWEeCTBO
pacTBOpPa

A 200 MM npoJmHa
B 200 MM aprMHMHa IJyTaMaTa
C 200 MM N-auertwuii—-l-apI'MHMHa
D 200 MM T'yaHUIMHIPOIMOHAaTA
E 200 MM TaypouuaMMHa
F 200 MM N-anerwms-l-nopojmHa
G 200 MM N-anerwms-l-TymiuHa
H 200 MM N-aueTmyi-l-JImM3MHa
I KOHTPOJIL, BOIAa

Ha ¢wur. 1 npommmocTpupoBaHO BIUSHUE Pa3MYHBIX BCIIOMOTATEIbHBIX BEIIECTB HA BA3KOCTh PacTBOpa
aHTUTeNa. JlaHHBIE TTOKA3bIBAIOT, YTO HCIIBITAHHBIC BCIIOMOTATENbHBIC BEIIECTBA JAIOT MOHMKEHHYIO BSI3KOCTD
10 CPAaBHEHHMIO C BOJIOW B Ka4E€CTBE KOHTPOJISL.

ITpumep 2

Cocras, conepxamuii antureno 1gGl (70 mr/mn) (antureno B), u cocrtas, comepxkamuii antuteno 1gG2
(70 mr/mn) (antuTeno C), nuamnsupyrot npotuB 20 MM pactBopa anerata Hatpus, pH 4,7 n 4,9, cooTBeTCTBEH-
HO, C IpUMeHeHneM auanu3Hoi Tpyokn HOMM 10000. O6pa3ipl aHTUTEN KOHIEHTPHPYIOT C NPUMEHEHHUEM
neHTpudyxHeIX GuiasTpoB HOMM 30000 u nentpudyru Allegra X-12 R. KoHnenTpaunu anturen B odpasmnax
OTIPEZIETIAIOT ¢ TMOMOIIBI0 criekTpodoTomerpa Agilent B Y@ u Bunumoit obmactu cnekrpa. Cozeprxamiye BCHo-
MOTaTeIbHOE BEIIECTBO 00pasIbl TOTOBAT, N00aBISISI K HepachacoOBAHHOMY KOHIICHTPUPOBAHHOMY PacTBOPY
HAaBECKU TBEPABIX BCIIOMOTATEIBbHBIX BEUIECTB. Bs3kne 00pasipl MEPEHOCAT ¢ MOMOIIBIO MUMETOK C HPSMBIM
BBITECHCHHEM. BS3KOCTh M3MEPSIOT C TIOMOIIBIO TMpoTrpaMMupyemMoro Bucko3mMmerpa Brookfield RV-DV III+
npu 25°C, pe3yabTaThl MpruBeAeHs! B Ta0u. 2.1 u 2.2 Huxe.

Tab6muma 2.1. Aarureno B - 210 mr/min

CocTaB BsiskocTs (cll) , 225/c, 25°C
KoHTpoJsie ©es BCIOMOTATeJIBHEIX BelleCTB 26,0
200 MM N-aueTm-L-apI'MHMHA 14,3
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Ta6iuma 2.2. Aarureino C - 14 0 mr/min

Cocras BaskocTs (cll), 225/c, 25°C
KoHTpoJib ©e3 BCIOMOT'ATEJIbHHX BeIeCTB 22,7
200 MM N-auetuyn-L-apI'MHMHA 10,0

B ciyyae BcomoratenbpHOroO BemiecTBa N-aleTwi-1-apruHuHa, CHIKEHUE BA3KOCTH JUIsl aHTUTeNna B co-
craBmIIO 0K0JIO 45%, a CHIbKEeHHE BSA3KOCTH it aHTutesa C - okosno 56%.

ITpumep 3

Cocras, conepxxammuii autureno 1gG2 (140 mr/mi) (aututeno D), amannsupyror npotus 10 MM pactBopa
riryTamMaTa HaTpus, cofeprkamero 1% caxapossl, pH 5,2, ¢ npuMeHeHneM roppupoBaHHON TPYOKH [UIs AHAIN3a
Snakeskin® HOMM 10000 (Thermo Fisher Scientific, Yontxam, Maccauycerc). ATUKBOTHI 1o 1 Mi1 pacTBopa
agrurena D 100 mr/min B 10 MM pactBope riryramaTa HaTpus, cofepxamnieMm 1% caxapossr, pH 5,2, mepenocsr
BO ()JTAKOHBI eMKOCTBIO 3 Ky0. cM. DiiakoHbI THOPHIN3HPYIOT ¢ MOMOIITLI0 Jrodunu3atopa Virtis. Comepxxumoe
(hnmakoHoB pazbapistoT 450 MK BOABI (B KauecTBe KOHTPOJIA O€3 BCIIOMOTraTelIbHBIX BemiecTB) uinu 10 MM pac-
TBOpa miryTamara, conepsxamniero 200 MM N-anerun-L-aprununa, pH 5,2. Konnenrpamuu antutena D onpene-
nst0T ¢ moMotipio pubopa SOLO-VPE. BszkocTs U3MeEpSIOT ¢ MOMOIIBIO BUCKo3uMeTpa Aries ARG2 mpu
25°C, pe3yabpTaThl IpEACTaBICHBI B Ta0II. 3.0 HIDKE.

Tabnmma 3.0. Aarurteno D - 175 mr/mn

CocraB BaskocTe (cl), 1000/c, 25°C

KoHTpoJsib ©e3 BCIOMOTAaTEJIbHBX

BelleCTB 38,7

200 MM N-aueTtwmii-l-apI'MHMHA 23,4

B ciryqae BcromoraTensHoro BemiecTBa N-alleTuil-1-apruaruHa, CHUKEHHE BSI3KOCTH Ui aHTHTEna D co-
cTaBmI0 0K0JI0 40%.

ITpumep 4

Cocras, coneprxamuit antuteno 1gG2 (140 mr/mi) (antuteno E), konnenTpupytot 1o 200 Mr/mi ¢ npume-
HEeHUeM yibTpaduibTpanuu U anaduiabTpanuu 6 nuaduibTpamoHHBIX 00beMOB BydepHoro pactsopa A (10
MM ranyramata, 260 MM N-anerwn-1-aprunnna, pH 4,6) wnu Bydeproro pacrtsopa B (10 MM riryramara Ha-
tpusi, pH 4,6). Koneunoe 3nauenne pH obpaznos YOD onpeneneno, xak 5,2. Konuenrpanuio anturena E
onpenensot ¢ nomomrpio npudopa SOLO-VPE. Bs3kocTh H3MEPSIOT ¢ MOMOIIBI0 BUCKo3uMeTpa Aries ARG2
nipu 20°C, pe3yabTaThl MpeaCcTaBIeHbI B Ta0I. 4.0 HIDKE.

Ta6mmua 4.0. Antureno E - 200 mr/min

CocTasn BaskocTes (cll), 1000/c, 20°C

AuTuTesio E B BybepHOoM pacTBOpe B

(KOHTPOJIL ) 62,1

AuTuTesio E B BydepHOM pacTBOpe A

(260 MM N-aueTmja-L-apITMHUHA) 28,6

B cinywae BcrmoMoraTenpHOTO BemiecTBa N-aleThi-1-apruHiHA, CHUKCHUE BA3KOCTH Uil aHTHTena E co-
CTaBUJIO OKOJIO 54%.

IIpumep 5

Cocras, comepxxamuii antuteno 1gG2 (140 mr/mi) (aHTUTENO A), THATU3HPYIOT TTPoTUB 10 MM pacTBopa
riyTamaTa HaTpusd, conepxamero 1% caxapo3ssl, pH 5,2, ¢ npuMeneHreM roprupoBaHHON TPYOKH AJIS AHATH3A
Snakeskin® HOMM 10000 (Thermo Fisher Scientific, Yontxam, Maccauycerc). ATUKBOTHI 1o 1 MJ1 pacTBopa
agrurena A 120 mr/mi B 10 MM pactBope riryramaTa HaTpus, cofepxamiem 1% caxapossr, pH 5,2, mepenocsr
BO ()JTAKOHBI eMKOCTBIO 3 Ky0. cM. DiiakoHbI THOGHIN3HPYIOT ¢ TOMOIILI0 Jrodunu3atopa Virtis. Comepxumoe
(hnmakoHoB pa3z6aBisOT 450 MK OJHOTO M3 Pa3IMYHBIX PACTBOPOB (BOJa B KaueCTBE KOHTPOJISI WJIM PACTBOPHI
BcrioMoraTenbHbIX BemecTB 200 MM) (cM. Tabi. 5 Hrke). [locne pa3BeaeHns, KOHIEHTPAUN aHTUTeNa A ObLTH
ompezeneHs! ¢ momonisio mpudopa SOLO-VPE, kak 190 mMr/mi. BsS3kocTh U3MEPSIIOT ¢ IOMOIIBIO BUCKO3UMETPa
Aries ARG2 nipu 25°C, pe3yabTaThl peJCTaBICHbI B TA0I. 5 HIKE.
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Tabmuma 5. CocraBel aHTHTEIA A CO BCIIOMOTATEIbLHEIM BEIIECTBOM,

190 mr/ma ipu 20°C
UoenTnpmrarop bydepHOTO BcnioMorarenrHOEe BEUECTBO
pacTeopa
A 200 MM THMCTHOMHA
B 200 MM N-aueTwmj-L-
TUCTUIMHA
C 200 MM N-auetuy-L-apTMHMHA
D KOHTPOJIb

Ha ¢ur. 2 mponsmocTpupoBaHO BIHSHUC Pa3IMIHBIX BCIIOMOTATEIBHBIX BEIICCTB Ha BSI3KOCTh PacTBOPA
anTuTena. J[aHHbIe MOKA3BIBAIOT, YTO HMCIIBITAHHBIE BCIIOMOTATENbHBIC BEIIECTBA JAIOT TOHMKEHHYIO BSI3KOCThH
10 CpPaBHEHHWIO C KOHTPOJIEM, a TaKXe BCIIOMOTAaTeNIbHBIE BemecTBa N-aleTwi-l-apruHuH u N-arnetwi-1-
TUCTHIIMH JAIOT MOHIKEHHYIO BS3KOCTh IO CPAaBHEHHWIO C TUCTHAMHOM B Ka4eCTBE €IMHCTBEHHOTO BCIIOMOTA-
TEJIHHOTO BEIECTBA.

DOOPMYVYIJIA N30BPETEHUA

1. Crioco0 CHMXKCHUS BI3KOCTH JKUAKOTO (PapMaIleBTUYECKOTO COCTaBa, BKIIOYAIOMICTO TEPATICBTHICCKUIMA
0eNoK B KOHIICHTPAIMHU 10 MEHbIICH Mepe 70 MI/MiI, BKIIOYAIONINA CTAAUI0 00BEIUHCHUS TEPATICBTHICCKOTO
Oemka ¢ BCIIOMOTATENBHBIM BEHICCTBOM, BBIOPAaHHBIM W3 TPYIIIIBL, COCTOsAIMIed W3 N-aleTWiapruHUHA, N-
alneTWUIN3uHa, N-alueTuiIrucTuanaa, N-aleTUINpoiHa U UX CMecel B KOHIIEHTPAILUK, CHUXKAIOIIEH BSI3KOCTD,
T7Ie BA3KOCTh CHIDKAETCS TI0 MEHbIIEH Mepe Ha 5% 1o CpaBHEHHUIO ¢ KOHTPOJBHBIM COCTABOM U TJI¢ KOHIIEHTpA-
LM BCIIOMOTaTEIFHOTO BEIIECTBA cOCTaBisieT MeHee 0koy10 200 MM.

2. Cnoco0 1o 1. 1, OTJIMYArOIIHIACS TEM, YTO BCTIOMOTATEIhbHOE BEMIECTBO SABISETCS N-alleTHIIApTHHHHOM.

. Crroco0 110 11.1, OT/IMYArOIIMICS TEM, YTO BCIIOMOTaTEIbHOE BEIIECTBO ABISIETCS N-alle THILIA3UHOM.

. Crioco0 1o 1.1, OTIMYaroIMics TEM, YTO BCIIOMOTaTEILHOE BEIIECTBO ABIIIETCS N-alle THITHCTUIUHOM.
. Crtoco0 1o 1.1, OTIINYAIOIIHIACS TEM, YTO BCIIOMOTATEIIFHOE BEIECTBO SABIISCTCS N-alleTHIIIIPOIUHOM.

. Crtoco0 1o 1.1, OTIINYAONIHIACS TEM, YTO BSI3KOCTh COCTaBa MOHMKACTCS MO0 MEHbIICH Mepe Ha 25%.

. Crtoco0 1o 1.1, OTIINYAIONIHIACS TEM, YTO BSI3KOCTh COCTaBa MOHMKACTCS MO MeHbIei Mepe Ha 50%.

. Crtoco0 1o 1.1, OTIINYAIONIHIACS TEM, YTO BSI3KOCTh COCTaBa MOHMKACTCS M0 MeHbIei Mmepe Ha 80%.

. ®apManeBTHYECKUI COCTAaB IS MAPEHTEPATLHOTO BBEJCHHS, COACPIKAIIMIA TCPAICBTHYCCKIA OCIOK B
KOHIICHTPAIIMHU 110 MEeHbIeH Mepe 70 MI/Mi1, 1 BCIOMOTaTeIbHOE BEIIECTBO, BRIOPAHHOE M3 TPYIIIHI, COCTOSIIEH
3 N-anetunapruiuia, N-aleTiuii3uHa, N-aleTUarucTuania, N-aleTHInpoinHa U UX cMecell B KOHIEHTpa-
IIUH, CHIDKAIOIIEH BSA3KOCTb, TJ€ BA3KOCTh CHIDKAETCS 10 MEHbIIEH Mepe Ha 5% 1o cpaBHEHUIO ¢ KOHTPOJIBHBIM
COCTaBOM U TJI¢ KOHIICHTPAIIFSI BCIIOMOTATEIFHOTO BEllecTBa cocTarisgeT MeHee ueM 200 MM.

10. ®apManeBTHIECKHi COCTaB 1O 1.9, OTIUYAIOIIUICS TEM, YTO BCIIOMOTATEIbHOE BEIECTBO SABISIETCS N-
aleTUIAPTUHUHOM.

11. ®apmaneBTHUECKHIl COCTaB MO M.9, OTIUYAIOIIUKCS TEM, YTO BCIIOMOTATEIbHOE BEILIECTBO sIBisieTCs N-
alETUUIM3UHOM.

12. ®apmManeBTHUECKHUI COCTaB MO M.9, OTIUYAIOIIUKACS TEM, YTO BCIIOMOTATEIbHOE BEIIECTBO sIBisieTcs N-
ALETUITUCTHINHOM.

13. ®apManeBTHUECKHIT COCTaB MO M.9, OTIUYAIOIIUKACS TEM, YTO BCIIOMOTATEIbHOE BEIIECTBO sIBisieTcs N-
AICTIIPOIHHOM.

14. ®apmManeBTHIECKUI coCcTaB 1o J00oMy U3 T.9-13, oTnuuatonuiicst Tem, 9to pH cocTaBiser oT 0koJIo
4,0 mo oxoo 8,0.

15. ®apmanieBTHUECKHI cOCTaB 1o 11.14, oTmyaromuiicst TeM, uto pH coctaBnseT oT okono 4,6 1o 5,4.

16. Cnoco6 momydeHus THO(GUIN3UPOBAHHOTO MOPOINKA, BKIIOYAIONIMA CTAIUI0 JTHoQMm3anuu Gpapma-
[IEBTHIECKOTO COCTaBa 110 JIIobomy n3 mir.9-15.

17. JInodunu3upoBaHHBIH MOPOIIOK, MPUEMJIEMbIH Ui BOCCTAHOBIICHUS B PACTBOP, COJCPIKAILMMA Tepa-
MCBTHYCCKHUI OCIOK M BCIIOMOTATEIEHOE BEUICCTBO, BBIOPAHHOE M3 TPYIIIBI, COCTOsIICH n3 N-alleTHIapruHiHa,
N-anermwumn3una, N-aleTHArHCTHINHA, N-alleTHIPOIMHA U UX CMECEH, TIe BCTIOMOTaTeIbHOE BEIIECTBO TPH-
CYTCTBYET B KOHIICHTPAIIUH OT 0K0J0 100 MKT BCIOMOTaTEIFHOTO BEIIECTBA HA MT TEPANICBTUYECKOTO OeJKa JI0
OKOJIO 1 MT' BCLIOMOTaTeJIbHOTO BEUICCTBA HA MI' TEPAIIEBTUICCKOTO OCIKa, MOydeHHBIN Trodmimzanueit dhap-
MAIIeBTUIECKOTO COCTaBa MO0 JIFoOoMy u3 . 9-15.

18. JInopmimm3upoBaHHBINA TIOPOIIOK IMO 1.1 7, OTIIMYAIONTHIICS TEM, YTO BCIIOMOTATEILHOE BEIIECTBO TPH-
CYTCTBYET B KOHIIEHTpaIiu OT 0k0j10 200 10 okoi0 500 MKT Ha MT TEpareBTHYECKOTO Oelka 1 10 OKoJio 1 Mr Ha
MT T€paneBTHIECKOTO OeJKa.

19. Crioco06 pazBeacHHs THOPMIM3HPOBAHHOTO MOPOIIKa 1o .17 wimm 18, BKiItoUaronui craanto n1o0aB-
JICHUS] CTEPWIIBHOTO BOJIHOTO pa30aBHUTEIIS.
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20. Crioco6 o mobomy u3 1. 1-8, 16 wiu 19, orianyaromuiicst TeM, 4YTO TepareBTHIeCKUil OeNoK BEIOpaH
W3 TPYIIIBL, COCTOSIICH U3 aHTHUTENA, ICTITUIHOTO aHTHTEIa, UMMYHOTIIOOYIIHH-1T0TOOHOTO OeJKa, He sBIISOIIC-
TOCsl aHTUTENIOM OeJIKa, He-MMMYHOTIIO0YIHMH-TIOAO0HBIX OEJIKOB M X aHAJIOTOB M TPOMU3BOIHBIX.

21. ®apManeBTHIECKUI COCTaB I10 JIF0OOMY M3 MI.9-15, OTIIMYAIONIHIiCS TeM, YTO TEPAIeBTHIECKUN OEIIOK
BBIOpaH W3 TPYIIIBI, COCTOAIICH M3 aHTUTENa, MENTHIHOTO aHTHTENa, IMMYHOTIOO0YIHH-TIONO0OHOTO Oenka, He
SIBJISIFOLIETOCSI aHTUTEIOM Oelika, He-UMMYHOTJIOO0YJTMH-TT0JOOHBIX OSITKOB U MX aHAJOTOB U MPOU3BOHBIX.

22. JInopunmuzupoBaHHBIN MOPOIIOK 10 JTFOOOMY K3 1. 17-18, oTiHYaronuiicst TeM, 9TO TePareBTHISCKUN
0eIToK BBIOpAH M3 TPYIIIBI, COCTOSINEH U3 aHTUTENa, MENTHIHOTO aHTHTEIa, IMMYHOTJIOOYJIMH-TIOqO00HOTO OeT-
Ka, HE SBJISIONICTOCS aHTUTEIOM Oellka, He-MMMYHOTIIOOYIHH-TTOTOOHBIX OEJIKOB U UX aHAJIOTOB U IPOU3BOJI-
HBIX.
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