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2420-569709EA/072
CHUXEHME BS3SKOCTH SAPMAIIEBTUMUECKMX COCTABOB

IIEPEKPECTHAS CCHUJIKA HA CBA3AHHBE 3AABKU

[Io nmaHHOWM 3asaBKe 3afBJIeH IPpUOPUTEeT IIpedBapUTeJIbHOM 3adBKU
CIIA N 62/067637, momaHHoM 23 okTa0ps 2014 Toma, KoTopasd BKJIOUeHa
B HaCTOAmMM OOKYMEHT B IIOJIHOM OOBeMe IIOCPelNCTBOM CCHUIKMU.

YPOBEHE TEXHUVKU

dapMalleBTUUECKM aKTUMBHHEe ©OeJIkM, TaKue Kak aHTuTeJla, dYacTo
BBOIOAT B XUIKME PaCTBOPH, B UYaCTHOCTH, OJIsI IapeHTepaJibHOM
MHBeKIUM. IJIS TIPOOYKTOB, KOTOPHE MNOJIKHEL OHTL BBEIEHH IIOOKOXHO,
HaOopuMep npu IpUMeHeHUN B cocTaBax OoJIs CaMOCTOATEJILHOTO
BBeIeHMs; COCTaBH ¢ o0ObeMoOM BBeIleHUs 0OoJjee uyeM 1-2 MJI He
obecreurMBamnT XOpPOIey IIepeHOCHUMOCTM. B TakKuMx cJydaax OeJIKOBHE
COCTaBE C BHECOKOM KOHIeHTpaluel ABJIATCHA XeJaTeJIbHBEIMM C TOUKMU
3peHus BO3MOXHOCTHU IpYMeHeHM S OTPaHMUYEHHOTO oBBeMa IOO3H.
TpeBoBaHMA BHCOKOM HO3H M MaJloTo oO0beMa IOpM TakoM BBeIeHUU
O3HadvawnT, uTo KOHIIeHTpalMs TepalleBTUYECKOT O BeJika MOXeT
mocTturars 100 wMr/mMia  uiaM  6oJee. BeJIKOBHIE COCTaBH C  BLHCOKOM
KOHIIeHTpalMern MOTYT CO3IdaBaThb MHOTO TMNpobjleM C TOUKM 3pPEeHUHA
TEeXHOJIOTMUHOCTM ¥ BBEIOEHMA TepaleBTHUUYeCcKux OejkoB. OOHOM U3
npoBJjeM, BOBHMKAKMMX B HEKOTOPHX OeJIKOBHIX COCTaBaxX C BHCOKOM
KOHLleHTpalmuel, ABJIAeTCsS IIOBHIMEHVe BA3KOoCTM. COCTaBH C BHCOKOM
BA3KOCThI TpyOHO obOpabaTHBaThL BO BpeMa MB3TOTOBRJIEHMS, B TOM UMCIeE
Ha cCcTaIMsax HepacdacoBaHHOTO cocTaBa M (QacoBKM. Kpome ToOTO,
COCTaBE C BHCOKOM BSI3KOCTLID TPYIOHO HabupaTs B MIOPUI ¥ BBOOUTH
MHBEeKIMEelM, UYTOo »OeJjaeT BBeldeHMe IMNalMeHTy TPYIOHBEIM WM HeIpPUSITHLM.
Heo®xooMMOCTE B MIEHTUQUKALUNM COeIMHEeHMUM, I[IOJIE3HEIX C  TOUKU
3peHus IIOHMXEeHU I BA3KOCTHU OeJIKOBEIX COCTaBOB c BHICOKOM
KOHIleHTpaluelr, paspaboTke CHOCOOOB IIOHMXEHMS BA3KOCTM  TaKUX
COCTaBOB U CO3IOaHMM OpapMalleBTUUEeCKMX COCTaBOB C IIOHMXKEeHHOM
BABKOCTBID XOpPOWO WM3BeCTHa B QapMalleBTUUeCKOM IMIPOMBIIJIEHHOCTM. B
HacTOAmEM W300peTeHUM IIpelJalalTcd TaKMe COeIVMHEeHMHa, CIIOCOOH U
COCTaBH.

KPATKOE OIIMCAHUE CYTU M3OEBEPETEHWUSA

[lpenjlaraeTCcsa BCIOMOT'aTe&JIbHOE BElleCTBO, BHOpaHHOE M3 IPYIIIH,

cocTodmen nus3 N-aueTujlapI'MHMHE, N-aueTuJjansmnHa, N-



aueTUJITUCTUOVHE, N-aueTuanpolMHa UM MX CMeceM C  BHOpPaHHOM
KOHLIEHTpalUMel IOJd IPpMMEeHeHUSd C LeJIb CHWKEHMS BA3KOCTU OeJIKOBHX
CoCTaBOB. B HacTodmeM IOKYMEeHTe IMIpenjaralTcd CIOCOOH CHWXeHUA
BA3KOCTM O€JIKOBHIX COCTaBOB IIyTeM COUYeTaHMs BHCOKOM KOHIEeHTpaluu
TepaleBTUUECKOTO OeJjlka ¢ IIOHWXaKmely BA3KOCTBI KOHIeHTpaluuen
BCIIOMOTaTeJIbHOTO BelecTBa, BHOPaHHOT'O M3 TIPYIIH, cocToAmer mu3 N-
alueTuJIapI'MHMHE, N-aueTuIIn3mnHa, N-aueTuarucTuionHa, N-
aleTUJINIPOJIMHA u nx cMmeceil. Kpome TOTO, nopenjaraeTcHd
JIVOOUMIMBUPOBAHHEY IIOPOINOK, COHOepXallri TepaleBTUUeCKUM OeJlok U
BCIIOMOTaTeJILHOEe BemMeCcTBO, BHOpaHHOEe W3 TPYINNH, cCcocToAmer u3 N-
aleTuJlapI'MHVHE, N-aueTuinnsmHa, N-aueTmiIrncTuInHa, N-
aleTUJINPOJIMHa ¥ UMX CMeceM, TI[IpuUYeM BCIOMOTAaTeJIbHOEe BelleCTRBO
IPUCYTCTBYET B MaCCOBOM KOHIUeHTpaluM, >bbekTMBHOM IJIS CHIMKEHUS
BASKOCTM IIOCJIe pa3BeleHMsa paszbaBuTesieM. KpoMe ToIo, OpeljlaraeTcsd
JIMOOUMIMBUPOBAHHLEN IIOPOMOK, COoOepXamlyl TepalleBTUUeCKUN OeJIoK, U
pazbaBuUTeNb IOJI9 pas3BeleHMs, KOTOPHY COOEPXUT BCIOMOTATEJIbLHOE
BElleCTBO, BHOpaHHOe U3 TPYINH, COCTOoAme¥ u3 N-aleTulapTMHMHa, N-
aleTUJIIM3MHa, N-alueTUJITUMCTUIMHAE, N-aleTWUJNpOoJMHa M UX CMeCel.

B HacToOfAmleM OOKYyMeHTe IpenjiaraeTcd CIOCO0 CHMXEHMA BA3KOCTHU
XUOKOTO (apMalleBTUUECKOT'O COCTaBa, cCcolepXallel'o TepaleBTU4eCKUn
6eJIOK B KOHILEHTpaluuu He MeHee 70 MI/MJI, IOpUUeM CIOCOO BKJIOUAET
crTamiuio OOBeOMHEeHMS TepalleBTHUUeCKOT o OeJika C IIOHWXakllel BSI3KOCTb
KOHILeHTpalMell BCIOMOTAaTeJILHOTO BeMecTBa, BHOPaAaHHOTO U3 TPYIIIH,
cocTodlmen nus3 N-aueTujIapI'MHMHaE, N-aueTuJijansmnHa, N-
aleTUJITUCTUIMHA, N-aleTWUINpoJiMHa UM MuX CcMecelM. B OIHOM BapMaHTe
peanmuzaluuM uU300peTeHUd BA3KOCTE COCTaBa IIOHWXaeTCHa I[I0 MeHbIeM
Mepe Ha b%. B IOpyroM BapMaHTe pealin3aluM KN300peTeHUa BA3KOCTH
cocTaBa IIOHWXaeTCHd IO MeHbmeM Mepe Ha 10%. B »OpyroM BapMaHTe
peanmmMzauuM uU300peTeHUd BA3KOCTE COCTaBa I[IOHWXKaAeTCHd I[I0 MeHbIleN
Mepe Ha 20%. B IpyI'OM EBapuaHTe pealiM3alun KN300peTeHUsa BA3KOCTh
cocTaBa IIOHWXaeTCH IIO MeHbImeM Mepe Ha 30%. B »OpyroM BapMaHTe
pealmMzauuM uU300peTeHUd BA3KOCTE COCTaBa I[IOHWXAeTCH I[I0 MeHblleM
Mepe Ha 40%. B IpyI'OM BapuaHTe pealM3alun KN300peTeHUA BA3KOCTH
cocTaBa [IOHWXaeTCHd IIO MeHbIeM Mepe Ha 50%. B »OpyroM BapMaHTe
peanmmzauuM mU300peTeHUd BA3KOCTE COCTaBa [IOHWXAaeTCH I[I0O MeHbleM

Mepe Ha 60%. B OpyroM BapuaHTe pealusaluy H300peTeHus BSI3KOCTb



cocTaBa I[IOHWXaeTCHd IIO MeHbIeM Mepe Ha 70%. B OpyroM BapMaHTe

peayimszalnm I/IBO@peTeHMH BA3KOCTL COCTaBa IIOHWXAaeTCsa II0 MeHblIen

Mepe Ha 80%. B pOOCTBEeHHOM BapMaHTe pealM3aluM MU300peTeHUA
InpemjiaranTCcAd C_bapMaLI,eBTI/IquKMe COCTaBEL, ITOJIYYEeHHEIe TaKVMM
criocobamu.

JONIOJIHUTEJILHO, openjaraeTcsa bapmalleBTHUUECKUN cocTas,

comepxaluil TepaleBTHUUeCKUM OeJIoK B KOHLUEeHTpaluuu He MeHee 70
MT'/MJI M BCIOMOTATeJIbHOE BeleCTBO, BHOpaHHOE M3 TIPYINLE, COCTOAmeNR
nus N-aueTuJIapI'MHMHGE, N-aueTuJImmM3nHa, N-aueTuJIrmcTuomnHa, N-
alleTMJINIPOJIMHA M UX CcMecelM. B OIHOM M3 BapMaHTOB peaju3alluu
n300peTeHnsa KOHIEHTpalMsda BCIOMOTaTeJIbHOT'O BeleCTBa COCTAaBJIAET OT
okoJio 5 MM mo okoJsio 700 MM. B pOOCTBEHHOM BapMaHTe peaju3aluu
n300peTeHUsa KOHIEHTpalMsa BCIOMOTaTeJIbHOT'O BeleCTBa COCTAaBJIAET OT
okojio 100 MM mo okojio 400 MM. B OpyrroM PpPOIOCTBEHHOM BapMaHTe
peannzalnu M300peTeHMs KOHIEHTpalMsda BCIOMOT'aTeJIbHOT'O BelecTBa
cocrTaBjdgeT oT okojyo 200 MM po okoso 300 wMM. Eme B OIHOM
POLOCTBEHHOM BapraHTe peann3zaumum nz3obpeTeHms KOHIIeHTpaumsa
BCIIOMOT'aTeJIbLHOT'O BelleCTBa COCTaBJAeT OT okojio 140 MM »DO OKOJIO
170 MM. HOIOJIHUTEJILHO npenjarawnTcsa Takue bapMalleBTUUECKUE
cocTaBe, pH KOTOpEIX cCcocTaBygsgeT oT okojo 4,0 pmo okxojio 8,0. B
POLOCTBEHHOM BapMaHTe pealmMsaumu us300peTeHMda pH cocTaBjgeT oOT
okoJgio 4,0 mo okojio 6,0. B OpyI'OM POOCTBEHHOM BapMaHTe peasM3aluu
nzobpereHusa pH cocTaBJageT oT okoJio 4,8 mo okoJo 5,4.

Kpome TOTO, nopenjaraeTcsa crioco6 [IOJIyUYEeHU I
JIMOPUIIN3UPOBAHHOTO IOpouKa, BKJIIOY A10MMM CTanuio JIMOPUIIN 3 alluM
bapMaleBTUUECKOTO COCTaBa, OIMCAHHOI'O BHIIE.

B HaCcTOAMEM OOKYMEHTEe npenjlaraeTcsd JIMOQUIIN 3UPOBAHHEIM
[IOPOIIOK, comepxamui TepaleBTUUeCKMM 0OeJIOK ¥  BCIoOMOTaTeJIbHOe
BeleCcTBO, BHOpaHHOEe U3 TPYIIH, cocTodmey u3 N-alleTuJlapTMHMHa, N-—
alleTUJIIM3KHa, N-aleTUJITUCTUIMHa, N-aleTuJNpoJMHa M U¥X CcMecel,
opuyem BCIIOMOT'aTeJIbHOE BEMECTBO IPUCYTCTBYET B MacCOBOM
KOHIeHTpaluy, >0OPeKTUBHOM NOJIA CHMXEeHUS BA3KOCTM IIOCJe pPasBeldeHUd
paszbaBuUTeJIEM. B OOHOM BapuaHTe peannszalumumn n3obpeTeHuUs
BCIIOMOT'aTeJIbHOE BelIeCTBO I[IPUCYTCTBYET B KOHIEHTpaluM OT OKOJIO
100 MKI' Ha MI' TepaleBTHUeCKOTO OeJlka OO OKOJIO 1 MI' Ha Mr

TepalleBTU4YeCKOI'O OeJika. B pooCcTBEeHHOM BapMmaHTe pealimsallnm



n300peTeHusa BCIOMOTAaTeJIbHOE BEMECTBO MNIPUCYTCTBYET B KOHIEHTPalUM
oT okoJio 200 MK pmo okoJsio 500 MKI' Ha MI' TepaleBTUUeCKOTo OeJiKa.
B ele OOHOM  POOCTBEHHOM BapuaHTe peanmuzalumm n300peTeHnsd
BCIIOMOT'AaTeJIbHOE BelleCTBO [IPUCYTCTBYEeT B KOHIEHTpaluM OT OKOJIO
150 Mrxr pmo okoJgio 250 MKI' Ha MI' TepaleBTHUUYecKoro Oejyika. Kpowme
TOT'O, OpenjlaraeTcd CIoCOoD paszpeleHMd JMOOUIIM3UMPOBAHHOTO IIOPOIKA,
ONIMCAaHHOTO  BHIIE, opuyeM CcHocof BRJIAKYAET CTaguon ToOaBJIEHUA
CTEPUJIBHOT'O BOOHOTO paszfaBuUTesid.

IomoOJIHUTEeJIBHO IpenjlaralTcsa TepalleBTUUecKrue OeJIKM, KOTOpPHE
ABJIATCA AaHTUTEJIaMM. Kpome  TOTO, openjaralnTcad COCTaBH WK
KOMIIOBUIINM, OIMCAHHEE BHIIe, B KOTOPHX TepaleBTUUeCKUN OeJIoK
ABJIAEeTCH AHTUTEJIOM. NOMIOJIHUTEJIBEHO, B HaCcTOAIEM OOKYMEHTE
OopenjaraeTcsa  JUOOUIMBUPOBAHHEIN IIOPOIOXK, OV CaHHHM BHIIE, B
KOTOPOM TepaleBTUUeCKUM OeJIOK ABJIAeTCHS aHTUTeJIOM.

KPATKOE OIIMCAHUE TI'PAPUUECKUX MATEPUAIJIOB

Ha ®wmr. 1 mnpencrapJjieHa IMCTOI'paMMa, WLIJIOCTpUpyKMasa BJIVMAHUE
PasJIMUHEIX BCIIOMOTATEJIEHEIX BEMEeCTB Ha BA3KOCTH pacTBoOpa aHTUTeJa.

Ha ®ur. 2 mnpencrapJjieHa IMUCTOI'paMMa, WLIIRCTpUpyKMasa BJIWAHUE
PasJIMUHEIX BCIIOMOT'ATEJIEHEIX BEIleCTB Ha BA3KOCTH pacTBopa aHTUTeJa.

[IOOPOEHOE OIIMCAHME W3OEPE TEHNA

CHWXeHMe  BA3KOCTU  TepalleBTHUUYeCKMX  OeJIKOBHX COCTaBOB C
BHICOKOM KOHIIeHTpalMel OpenacTaBJigeT MHTepec IJd dapMaleBTUUeCKOM
IPpOMHEIIJIEHHOCTH . OOHapyXeHO, UYTO BCIOMOT'aTeJIbHEEe BemecTBa, N-
aleTuJIapIMHVH, N-aueTuJIIM3uH, N-aueTuJITUCTUIVH, N-aleTWUJIIPOJIMH U
UX CMecHu, TIIOHMXalT BA3KOCTL TakMX COCTaBOB. B wu300peTeHUN
openjaraeTcsa BCIOMOTATeJIbHOEe BeleCTBO C BHOPaHHOM KOHIEeHTpalueln
IOJIS TIPMMeHeHMS C 1LeJbo IIOHMXKEeHMS BA3KOCTM OeJIKOBEIX COCTaBOB. B
HacToAmEeM HOOKYMEeHTe IpenjlaralTcsa CHoCOOB CHMXeHMS  BA3KOCTHU
DeJIKOBEIX COCTaBOB IIyTeM OOBeOMHEeHUs TepalleBTUUeCKoTro Oejka C
BCIIOMOTAaTeJILHEM BEeMeCTBOM, BHOPAHHEIM W3 TPYIIH, cocTogmen mu3 N-
alneTuJIapITMHMHAE , N-aleTHUJIJIM3MHa, N-aueTuJITrMCcTUIVHAE, N-
alleTMJINIPOJIMHA M MX CMecel, B KOHIUeHTpaluMM CHIWXaklIe BI3KOCTh.
HOIOJIHNUTeJIEHO, nopenjiaraercd JIMOQUIN3UPOBaAHHEM TIIOPOIIOK,
comepXallMil TepaleBTUUECKUY ©OeJIOK ¥ BCIOMOTATeJIbHOE BEMeCTRBO,
BHIOpPAaHHOE ns3 TPYIIIH, cocToAmen nus N-aueTuJIapTMHUHAE, N-

aleTMJIJIIM3MHAa , N-aueTuJIIMcTUuguHa, N—aLLeTI/IJ'[HpOJ'H/[Ha n "X CMeceﬁ,



oprudeM BCIIOMOTaTE&JIbLHOE BENeCTBO IPUCYTCTRYET B MacCCOBOM
KOHUeHTpaluur, 20QeKTUMBHOM IOJS CHWXEeHMS BA3KOCTM [IPpM pa3BedeHUU
pasbaBuUTEJIEM.

EcaM KOHTeKCT He TpebyeT MHOTO, TEePMMHH B eIMHCTBEHHOM
uncie ByoyT BKJIOUATHL  MHOXECTBEHHOe  UMCJIO, M  TEepMMHEL BO
MHOXEeCTBEHHOM uMucje OyIOoyT BKJKOUATHL eIMHCTBEHHOE UMCJIO. B ofmeM
cayuyae, HOMEHKJIATYpPa, nprMeHsaeMas B CBA3U co criocoBamm
KYJIbL TUBUPOBAHUS KJIETOK u TKaHeu, MOJIEKYJIAPHOM BuosioTHEN,
VIMMYHOJIOTHMEN, MUKPOOMOJIOTHEN, TeHeTUKOM M xXuMMuell 0OeJIKOB WU
HYKJIEMHOBEIX KUCJIOT ¥ TwublpuAM3alMer, ONMCAaHHEIMM B HaCTOAIEeM
OOKYMEHTe, XOpOollo WM3BeCTHa M OOHUYHO IIPMMEHSAeTCS B YPOBHe
TeXHUKM. ECIM He VYKasaHO MHOe, CIOCOOH U MEeTOOAMKM COTJIACHO
HacTodAmeMy M300peTeHMI0 B 1LIeJIOM BHIIOJHAKRT B COOTBETCTBUM C
OOBUHEIMM CIIOCOOaMM, W3BECTHHEIMM W3 YPOBHSA TeXHMKM, KakK OIMCAaHO B
Pa3JIMUHEIX OOmMMX ¥ 0OoJjiee KOHKPETHEX MCTOUHMKAX, KOTOPHE IIPUBENeHH
B KaueCTBe CCHJIOK UM OOCYyXDalTCsa B TeKCTe HaCTOAMeIro OOKYyMeHTa.
CM., Hamopumep, Sambrook et al., Molecular Cloning: A Laboratory
Manual, 3rd ed., Cold Spring Harbor Laboratory Press, Cold
Spring Harbor, N.Y. (2001) m Ausubel et al., Current Protocols
in Molecular Biology, Greene Publishing Associates (1992), wu
Harlow and Lane Antibodies: A Laboratory Manual Cold Spring
Harbor Laboratory Press, Cold Spring Harbor, N.Y. (1990) .
OepMeHTHHE peakKlUUM M CIOCOOH OUMCTKM OCYMEeCTBJISAIT B COOTBETCTBUU
C MHCTPYKUMAMM IIPOM3BOAMTEJIEM, Kak 5TO OOBUHO [»ejaeTcsa B YPOBHe
TeXHUKH, W Tak, Kak OIIMCaHO B HacToAmeM OOKYMEeHTe.
TepMMHOJIOTHSA, IIpUMeHseMasd B CBA3M C JabopaTOpHEMM MEeTOOMKaAMU U
criocobaMy aHaJIUTHUUECKOM XUMUM, CUHTETHUECKOM OpTlaHMUYeCKOM XUMUMU,
MeIULVHCKOVM U dapMalleBTUUeCKOW XMMMM, ONMCaHHHEMM B HaCTOAMEM
OOKYMEHTe, XOpOIlo WM3BeCTHa M NIMPOKO IIPUMEHSIeTCS B YPOBHe
TEXHUKU . CraHOapTHEE MeTOOVKU MOTYT OBITE IpUMeHeHE OJIs
XUMUYIECKOTO CUHTe3a, XVUMUUECKOTO aHaunsa, IPUTOTOBJIEHUS
bapMalleBTMUECKOTO COCTaBa, COCTaBJIeHMS UM BBeOeHUSd, M OJIA JIedeHUSd
Ial/EHTOB.

Bce maTeHTH M OpyTIMe UIeHTUOMUMPOBAaHHEE NyOJMKALNWM BKJIOUEHH
B HaCTOAMMUM HOOKYMEeHT B IIOJIHOM OO0BeMe IOCPeIOCTBOM CCHUIKM C LeJIbIo

OIlMCaHMA W PaCKpPHTNMA, HallprMep, OINMCAaHHEIX B TakKMX NOYyOJIUKaALMAX



MeTOHOHOPMﬁ, KOTOPEE MOTYT OBITH IIPVMMEeHEHE B CBA3SM C OIIMCaAaHHEIMM B

HacTodmeM ITOKYMEHTeE.

IBUTTEeP-MOHE XapakKTeprusyrunTcHd KakK Hecylne OTIHOeJIbEHEIE
ITIOJIOXMTEJIBE HEIE n oTpMruaTeJIbHEIE SapAnrl, KOTOPHE B CyMMeE anT
HYHGBOﬁ 3ap4an COoelMHeHMA . BOJIBIIMHCTBO AMVMHOKMCIIOT ABJIAKRTCA

LUBUTTEP—MOHaAMM IIpU OGOU3MOJIOTMUECKUX 3HaueHMAX pH. Kak oIoMcaHO B
HacTosmeM  OOKyMeHTe, OBLJIO oBHapPyXeHO, yTo bapMalleBTUUECKUE
COCTaBE, coIepxXalle LBUTTEP-MOHBE, B UYaCTHOCTM, N-aleTuJapTMHUH,

N-aueTujiinsmHe, N-aleTUJIIMCTUINH, N—aHeTMHHpOHMH n MX CMecCHr, Kak

npaBUJIo, obJjlamamnT DoJiee HU3KOM BA3KOCTLIO, yeM COCTaBH,
comepxamue  IIOJIMOJIEL, Hapany ¢ 0OoJiee BHICOKOM WMJIM  CPaBHMMOM
CTad®UIIEHOCTEIO.

N-alneTHJIapI'MHUH, N-aueTuJijJn3mH, N-aueTuJITIrMCcTUOUH u N-
alueTUIIIIPOJINH [IpenCcTaBJIgdnT cobon MOIUOUUNPOBAaHHEE BapMaHTH
[IPUPO OHEIX AMMHOKMCJIIOT . N-alueTuUJIapI'MHUH, N-aueTuJIjan3mH, N-
AUETUIITUCTUIOVH ¥ N-alleTMJIIIPOJIMH BKJKUaKT kKak d-, Tak u 1-QOopMH

aMMHOKMCJIOT, Takue kak N-aunermi-l-apruHuH, N-aleTui-d-apIMHUH,
N-aueTnyi-1-JM3uH, N-aueTnj-d-JIn3uH, N-aueTtuyi-1-TMCTUIOINH, N-
auneTmi-d-rucTuonHe, N-aueTwmii—-l-nposmH, N-aleTuii-d-IIPpOJIMH.

TEepPMMHEL KIIOJIUIIEIITUI» U «KOeJIOK» IIPUMEHHAITCHS B HaCTOLIEM
OOKYMEHTEe B3aMMO3aMeHsaeMO. [IpMMepH IIOJIUIIENTUOOB, IIpeldyCMOTPEHHHX
OoJIs [IpMMeHeHU A B CTaOuIILHEIX bapMalleBTUUECKMUX cocTaBax 1o
HacToAmeMy M300peTeHM, BKJOUAT aHTUTeJla, IIedTHIHBEEe aHTuTesa,
VMMYyHOTUIOOYJIMH-TIONOOHEE OeJIKM, He ABJIAKIMeCcsS aHTUTeJlaM OeJIKU U
He-MMMyHOTJIOOYJIMH-TIONOOHEEe Oesnkm. JJd BBedeHMA B COCTaBH 11O

HacToAdmeMy MSO@peTeHMD InpenyCcMaTpmMBanTCA aHaJIoOT'1n IIPMPOIOHEIX

BeJIKOB, BKJIOUA I [IOJIMIIEIITUIOEL c MO OUOULMPOBaHHEM
TJIMKO 3UJIMPOBaHUEM, [IOJIMIIEIITUIOEL Bes TJIMKO 3UJIMPOBaHUA
(HEeTJIMKO3UIIMPOBAaHHEE) . B HacTodmeM OOKYMEHTE «aHaJOTU»

oBo3HaAUaKRT AaMMHOKUCIIOTHYI TIOCJeIOoBaTeJIbHOCTE, KOTOopaAd COIOepXUT
MHCeplu1, neJjielinn I SaMeHEI I10 OTHOIEHMIO K VMCXOIOHOM

I1oCcJyIenoBaTeJIbHOCTHM, IIpM OSTOM IIO CYIeCTBY COXPaHAA OMOJIOTUUECKYIO

aAKTVBHOCTbB VCXOIOHOM rnocjieoBaTeJIEHOCTH, oIipeneJideMy C
I[IPVMIMEHEHNMEM OUOJIOTUUE CKUX aHaJIM30B, M3BECTHEX ClielinmaJiuCcTy ns
YPOBHA TeXHMKNM . CocTaBH I10 MBO@peTeHMD MOTYT OJOIIOJIHMTEJIBEHO

comepXaThb IIPOMI3BOIOHEIE IIPMPOIOHEIX IIOJIMIIEIITVMIOB WIJIM WX 4aHaJIOT'OB,



KOTOPHE OBUIM XUMHUUECKM MOOMOUIIMPOBAHE, HaIpUMep, IPUCOeOMHeHNeM
BOOOPACTBOPMMEIX [IOJIMMEPOB (HanpuMep, [NETUIIVNPOBAHH) ,
PAIVMOHYKJIMOOB WM OPYIMX OUATHOCTUUECKMX WJIM HalUeJUBaKnIUX WU
TepaleBTUUeCKUX QparMeHTOB.

AHTHTeJIa MOT'yT OBTb BBEIOEHEL B COCTaBEL B COOTBETCTBUU C
HacToAmuM M300peTeHMeM. B HacTodlleM IOKyMeHTe TepMMH «aHTUTeJIO»
BKJIOUAET IIOJIHOCTBI COOpaHHHE aHTUTeJla, MOHOKJIOHAJIBHEIE aHTUTeJla
(B TOM  UMCJIe  UeJIOBEeUeCKUue, TyMaHM3UPOBaHHEE WIVM  XMMEPHHE
aHTuTeJa) , MOJIMKJIOHAJILHEE  aHTUTeJIa, MNOJIUCTIEIUPUUHEIE  aHTUTeJa
(HanpuMep, OUcCHeUnPUUHEE aHTUTeJa) , MaKcuTela, BiTe,
[IepeopUeHTHPYIMeCcS aHTUTeJla C IOBOMHOM addmHHOCTRIO (IIAIDA) U
bparMeHTEH  aHTUTE, KOTOPHE  MOTYT CBA3HBATLCSA C AHTUT EeHOM
(HanpuMmep, Fab', F'(ab)2, Fv, OIOHOLIEIIOUeUHEE aHTUTEJa, OMUaTena),
comepxamye TuUllepBaprabesibHEle YyduacTkM (CDR) BBIIEONIMCAHHOTO, IIPU
YCJIOBUM, UTO OHU IMIPOABRJIAIT XeJlaTeJIbHYyKn OUOJIOTUMUECKYK aKTUBHOCTE.

[lenTUOHEIE aHTUTEJIa, MOJIEKYJIH, cCcolepXalue noMeH Fc aHTUTeNa,
IpUCOEeNVHEeHHH TI[IO0 MeHbIeM Mepe K OIOHOMY aHTUIeHCBA3HBawleMy

[enTuny, B ofmeM  OIIMCAaHHE B [y Oankaumm PCT WO 00/24782.

MMy HOTJIOOYJIMH—TIO 0O OHEIE OeJIku, YJIEHE cyrnepceMelcTBa
MMMYHOTJIOOYJIMHORB, comepxartT OIOVH WJIN foJiee VMMYHOTJIOOYJIMH—
IIOOOOHHEX IOMEHOBRB, KOTOPHE CBOpauMBaKnTCA B KOHCTPYKLUN,

aHaJIOTMUHEle OOJIaCTAM I'MIlepBapMabelIbHOTO ydacTKa aHTUTeJa.

BeJjik1, BKJOUad Te M3 HUX, KOTOPHE CBASBHBAKTCA C OIHVM WK
foJjlee ™3 CJAeOyKnmero, MOTYT OHTb IIPUTOOHEIMM IOJIS COCTaBOB U
CcrnocofOB IO HacCToAmeMYy M300peTeHMK. 3TO BkJIUaeT Oenkm CD, B ToOM
yMcJje, HO He oTI'paHMUMBasACek »TuMm, CD3, CD4, CD8, CD19, CD20,
CD22, CD30, CD34; BrJOUaAs Te, KOTOPHE IMIPeNATCTBYKT CBA3HBAHUID C
pelenTopoM. BeJlku cemelcTBa pellenrtopa HER, B ToM uucje HER2Z,
HER3 wm HER4, wu pelentopa EGF. MoJekyJE KJIeTOUHOW aIre3uu,
Hanpumep, LFA-1, MoI, plb0, 95, VLA-4, ICAM-1, VCAM wu aJawsda
v/BeTa 3 UHTETPUH. dakTOpPEL pocCTa, B TOM UNCJIe, HO  He
OI'pPaHNUMBasACE 5BTUM, OGQaKTOp pPOoCTa COCYOMUCTOrOo sHOoTesmiad («VEGEY»),
T'OPMOH pocTa, TUPEOTPOIIHLM T'OPMOH, GOJIIIMKYJIO C TUMY JIMP YOI
TOPMOH, JIOTEMHUIUPYIMMM TOPMOH, (GaKTop BEHCBOOOXIeHMS TOPMOHAa
pocTa, [DapaTUPEOUIHHM TOPMOH, MOJIJIepOBa MHIUOMpyKmas CcyOCTaHLNWA;

baroumMTapHEM BOCIIaJIUTEJIE HHM BeJioK JeJioBeKa (MIP-1-ajwoda),



spurponosTuH (EPO), bakTop pocTa HEepBHOWM TKaHM, TakoM kak NGF-
OeTa; TPOMOOUUTaPHEMN baxkTOp pocTa (PDGF) , baKTOPEL pocTa
dubpobiacToB, B TOM uUMCJe, HanopuMmep, aFGF m DbFGF, »snmuoepMalibHHM
bakTop pocTa (EGF), TpaHchopMmupyrmMre GaKTOpH pocTa (TGEF), B TOoM

urce, cpemu mnpouero, TGF-ajgbda m TGF-6era, Briouas TGF-B1, TGF-

B2, TGF-B3, TGF-B4 wmun TGF-B5, MHCYIMHONONOOHHE (GaKTOpPH pocTa-I1 u
-ITI (IGF-I " IGF -11), des (1-3)-IGF-1I (IGF-I Mo3Ta) n
OCTEOMHIOYKTHBHEE GQaKTOPH. VHCYJIMHEL M PONCTBEHHEEe O€JIKM, B TOM
upcJjie, HO He OI'paHMuUMBasiACh D3TUM, WMHCYJMH, A-Lelb MWHCYJIMHa, B-
Lellb VHCYJIVHA ; [IPOMHCYJIVH, u BeJiky, CBA3HBaKIMECS C
VMHCYJIMHOTIO MO OHEM baxkTOPOM  pOCTa. Bejaku, 3amecTBOBaHHLEE B
opolieccax KoaTyJAlMM M CBS3aHHHEe C KoaTryJAaluel, TaKue KakK, cpelu
npouero, oGakTop VIII, TkaHeBOM odakTop, odakTop OdoH BuiaaebpaHnTa,
Besyiok C, ajbda-l-aHTUTPUIICUH, AaAKTHBATOPH ILJIa3MMHOI'€Ha, TakKe Kak
YPOKMHAa3a UM TKaHeBOM aKTHUBATOP ILIa3MMHOTeHa («t-PA»), OomOesuH,
TPOMOVH ¥ TpoMOONORTHH; (vii) IOpyrue OelKM KPOBM U CHBOPOTKHU, B
TOM UMCJIe, HO He OoI'paHMuMBasachk HBTUM, ajbOyMuH, IgE M aHTUI'eHH
TPYNIIIE KPpOBM. KOJIOHMeCTHMMyJMpyKlre (QaKTOPH M MX PELeIlTOPH, B TOM
uucie, cpenmu Inpodero, M-CSF, GM-CSF m G-CSF M mUX PpPeLellTOpPH,
TakMe Kak peuentop CSF-1 (c-fms). PelenTops M acCCOLUUMPOBAHHEE C
peuenTopaMu OeJIKM, B TOM uMCJle, Haopumep, peuentop f1k2/f1t3;
peuentop oxupeHusa (PO), peuentop JIIHII, peLueldTOpH I'OPMOHOB pPOCTa,
peluenTops TpoMbornosTrHa («TPO-R», «c-mpl»), pelUenNTOoph IJIOKaroHa,
PELENITOPH VMHTepJIeKM1HA, PELENTOPH MHTepbepoHa, T—-KJIETOUHEE
PEeLEeNTOopH, pelenToph dakTopa CTBOJOBHX KJIETOK, Takue kKak c-Kit,
M OpyTMe PeLelTOpPH, I[IepeuuclJIeHHBle B HaCTOMAlleM HOOKyMeHTe. JIMIaHIE
PELeNTOPOB, B TOM UYMCJe, HampuMmep, 0X40L, mura”Hn pelentopa 0X40.
HeVvipoTpoduueckme ©GakTOpPH, B TOM UYMCJE, HO He OTpPaHMUMBaAACH STUM,
KOCTHHEM HeMVpoTpoduueckut odakTop (BDNF) wu HelMporpodmH-3, -4, -5
mwimm -6 (NT-3, NT-4, NT-5 wmium NT-6). A-uLenb peJlakKCUHa,; B-llelb
peJlakCHrHa; I[IPpOopeJIaKCUH; MHTEepOepOHH U PeLelTOPH MKHTepdepOoHa, B
TOM UMCJle, HalpuMmep, WHTepdepoH-O, -f ¥ -y ¥ ¥X pPelelTopH.
VHTEepJIeKMHE WM PELeNTOPH MHTepJieMKKHa, B TOM UYMCJIe, HO He
OTPpaHUUMBAACE DTUM, MHTepJeMkMHE C IL-1 no IL-33 ¥ peLelToOpH

MHTepJIeMKMHOB C IL-1 no IL-33, cpelM OpoUero, TaKue KaK pelenTop



I1L-8. BuMpyCHBEE aHTHUI'€HE, B TOM UMCJI€, HO HE OI'PaHUUMBASACH DTUM,
AHTUT EeH O0BOJIOUKHU BMUpYyCa CliIla. JIMTIONIPOTEMHE], KaJbLUMTOHUH,
TJIIOKaToH, IpencepOHBM HaTpUMypeTHudeCKUM baxkTop; CypbakTaHT
Jerxkoro, GakKTop HeKpo3a onyxojgmu-ajnbda M -0eTa, DHKedpalmHasza,
RANTES (perynupyeMe npu akKTMBaLUUU HOpMaJIbHEIX T-xJjieTOK,
SKCIIPECCUPYEMH U CEeKPeTUPYEMHN) , MBIIMHEM T'OHAOOTPOIMH-CBI3aHHLN
nentun, IHOHKaszsa, wWHIUMOMH ¥ akKTUBUMH. MWMHTerpuH, O6eJiok A wmim D,

preBMaTOVIHEIE @aKTOpH; VIMMYHOTOKCHMHEL, KOCTHEMN MOp@OPeHeTquCKMﬁ

HeJiok (BMP) , CYIIEPOKCUIOOMCMY Tasa, [IOBEPXHOCTHEE MeMOpaHHHE
BeJIkM, KOMIUJIEMeHT3aBUCUMHY DAF-daxTop (DAF), ofboJiouka BUpPpYyCa
CliIa, TPaHCIIOPTHHE Oelku, XOMUHI -PELelITOPH], aIpeCCHUHEH,

PETVYIIATOPHEE OeJIKM, WMMMYyHOAaIT'€3MHE, aHTUuTeJla. MMOCTAaTHHEL, OeJIKA
TALL, B ToM umcJle TALL-I, aMWMJIOMIOHEEe OeJIKM, B TOM UMCJIe, HO He
OT'PaHMUMBAaACh 5STUM, OeTa-aMUJIIOMOHEE OeJIKM, TUMYCHHE CTPpOMAaJIbHEE
JIMMOONIOBsTHHEL  («TCJII») , JMI'aHO PpPEeLelTOPHOI'O aKTHUBaTopa A0epPHOTO
kanrna-B (RANK) («MTaHm; OCTEeOIPOTETEPVHA (OPGL) »), c-kit,
peuenTtopel TNF, B ToM umcie peuenrop INEF Tmmna 1, TRAIL-RZ,
AQHTMOIOBTUHE ¥ OMOJIOTHMYECKM AaKTUBHEE OQparMeHTH WM aHaJIOTU WU

BapMaHTE JIHIOOOTO M3 BHIIEeYKa3aHHOTO.

TUNIMUHEE OeJIKM M aHTUTeJla BkJouUalnT Activase® (ajgbTeriasa):;

anupouyMad (aHTM-PCSK9 MOHOKJIOHAJILHOE aHTMTeJIo, O0O0O03HaueHHOE Kak
H1H316P, cM. mnaTedT CIIA N 8062640); Aranesp® (mapOonosTUH-
ansoda), Epogen® (PHODTUH  ajbda MM DSPUTPOIOSTHH) ; Avonex®
(MHTepbhepoH B-Ia); Bexxar® (TosuTymMoMan) ; Betaseron®
(mHTepdepoH-f); Ookoumsymad (aHTM-PCSKY9 MOHOKJIOHAJbLHOE aHTUTeJIO,
ofos3HaueHHoe kak LIL3, c¢cM. mnaTedT CIIA N 8080243); Campath®
(ameMTys3yMad) ; Dynepo® (2H05THMH JejbTa); Velcade® OGopresoMubd) ;
MLNOOO2 (aHTu-o4f7 mAb); MLN1202 (penentopHoe mAb mnpoTur CCR2
XEeMOKMHA ) ; Enbrel® (pTaHepcenT) ; Eprex® (OB THUH ansda) ;

Erbitux® (meTykrcumMab) ; 3BOJIOKYMAD (aHTM-PCSKS9 MOHOKJIOHAJIbLHOEe

aHTmureJio, oBo3HaueHHOe KkKak 21Bl12, cMm. naTe”T CIA N 8030467);
Genotropin® (comaTponuH); Herceptin® (Tpactysymad); Humatrope®
(coMaTponnH [[MOJTYyYeHHBI nus pPOHK] OJis MHDBEeKILIUN) ; Humira®

(amanmMymMat) ; Infergen® (MHTepbepoH Alfacon-1); Natrecor®
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(HesupuTHUL) ; Kineret® (aHakMHpPa) , Leukine® (capramMocTumM) ;
LymphoCide®  (smpatysymad); Benlysta™ (Semumymad); Metalyse®
(TeHeKkTOIIaza) ; Mircera® (Me TOKCUIIONINE TUJIEeHTJIMKOJIbL — 31105 TUH
Bera); Mylotarg® (remrysymad oszoramMmiuH); Raptiva® (sbanmsymad);
Cimzia® (cepTonmzyMab neroJ) ; Soliris™ (pKyIM3YyMan) ;
nekceausymad (a”HTm-C5 xommieMeHdT); MEDI-524 (Numax®); Lucentis®
(paHmbusymad) ; supekosioMad (Panorex®); Trabio® (nepnmenumyMmat) ;
TheraCim hR3 (HuMoTyY3yMab),; Omnitarg (meprysymMad 2C4); Osidem®
(IDM-I); OvaRex® (B43.13); Nuvion® (BuUsMIM3yMad); KaHTY3yMad
MepTau3mH (huC242-DM1); NeoRecormon® (smosTuH Oera); Neumega®
(OIlpeJIbBEKUH) ; Neulasta® (MeTUIVPOBaHHEM bunrpacTuM,
NeTUJIMPOBaHHEM G-CSF, HNeIMJIMpoBaHHEM hu-Met-G-CSF), Neupogen®
(puarpacTmM) ; Orthoclone OKT3® (mypomMoHa6-CD3) , Procrit®
(smosTUH ajyibda); Remicade® (uHOIMkcuMad), Reopro® (adumxcumad),
Actemra® (mAb nporur peuenTtopa IL6), Avastin® (Bemaumsymad),
HuMax-CD4 (za”HoJIMMyMan) , Rituxan® (purykcumad) ; Tarceva®
(pioTUHUO) ; Roferon-A® (MHTepdhepoH anedha-2a); Simulect®
(basmankcuMad) ; Stelara™ (ycrexmnymad); Prexige® (moMrpakokcuo) ;
Synagis® (mammmeuszymat) ; 146B7-CHO (auTm—-IL15 aHTUTEeJO, CM.

naTeHT CHA N 7153507), Tysabri® (martanmsymad); Valortim® (MDX-
1303, szammuTHOe mMAbL OPOTMB aHTUTeHa B. anthracis); ABthrax™;
Vectibix® (maHmTymyMad); Xolair® (omammszyMad), ETI211 (aHTm-MRSA
mAb), IL-I Trap (uacte Fc IgGl dyeJloOBeKa M BHEKJIETOUHEE JIOMEHH
0oBOoMX KOMIIOHEHTOBR pelleniTopa I1L-I (peuentop Tuna I ¥ aKIeCCOPHHMN
BeJiok penentopa) ), JoBymka VEGEF (Ig nomenm VEGFR1, cauTeHe c Fc
IgGl), Zenapax® (maxausyMmad); Zenapax® (maxgmusymad), Zevalin®
(ubpurTymMoMad THUYKCeTHH), Zetia (s3eTuMmmud), Atacicept (TACI-Iqg),
auTr-o4f7 mAb (Bemosmsymad); TamukcuMatd (aHTyu-CD80 MOHOKJIOHAJILHOE
aHTUTeJIo), aHTM-CD23 mAb (JmoMminkcuMad); BR2-Fc (xuMepHBM O0eJIoK
huBR3/huFc, PACTBOPUMEIM aHTarl'OHMCT GakTopa, akTUBUpyKmero B-
kJeTkM (BAFF)); Simponi™ (roammymad); wManatymymad® (mAb nOpoTus
peunenTtopa-1 TRAIL u4eJioBeKa) ; OKpesm3yMad (mAb npotmus CD20

yeJjioBeka),; HuMax-EGFR (rasyTyMyMab) ; M200 (BoJioumkcuMad, mAb
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NpoTMB wuHTeTpuHa ob5B1); MDX-010 (umouarmmymMat, aHTu-CTLA-4 mAb wu
VEGFR-1 (IMC-18F1) ; aHTM-BR3 mAb; mAb npotmr C. difficile
TOKCMHa A M TokcumHa B C MDX-066 (CDA-I) m MDX-1388); aHTM-CD22
KoHBOITATH dsFv-PE38 (CAT-3888 m CAT-8015); auTm-CD25 mAb (HuMax-
TAC); aHTMTeJila OpoTue TCJI (cm. maTeHT CHIA N 7982016, nareHT CIA
N 8232372 m Iybaukaumio 3agaBkm CIA 20090186022); aHTUTEJIO IPOTHUB
peuenTtopa TCJII (cm. naTenT CIA N 8101182); a”HTM-TCIII aHTHUTEJO,
0603HaueHHOe Kak AL (cM. mnare”T CHIA N 7982016); (cM. aHTU-CD3
mAb (NI-0401); amexatymyma® (MT201, aHTu-EpCAM-CD326 mAb); MDX-
060, SGN-30, SGN-35 (aHTM-CD30 mAb),; MDX-1333 (anTM-IFNAR) ;
HuMax CD38 (auT™u-CD38 mAb); auTu-CD40L mAb; autu-Cripto mAb;
auTu-CTGF wmMOMonmaTMUyecKOoTO JeTouHoTo O(omubdposa odase I pubdpoTeHa
(FG-3019); aHTM-CTLA4 mAb; mAb OPOTME 30TaKCHHIIA (CAT-213) ;
aHTu-FGF8 mAb; mAb nporue TaHIUMo3MOa GD2; aHTUTeJla I[IPOTUB
CKJIepoCTHHa (cM. naTeHT CIA N 8715663 wmiam nateHT CIIA N 7592429) .
AHTUTEJIO IIPOTUE CKJEPOCTMHa, O0003HaueHHOe Kak Ab-5 (cM. IaTeHT
CIA N 8715663 wmim naTedHT CHA N 7592429); mAb HOpoTUB I'aHIJIMO3MIA
GM2; mAb mnpoTtmr GDF-8 uyesoBeka (MYO-029); mAb NOpoTuMB pelLenTopa
GM-CSFEF (CAM-3001); auTm-HepC mAb (HuMax HepC); MEDI-545, MDX-

1103 (a"HTm-IFNa mAb); aHTM-IGFIR mAb; a"HTu-IGF-IR mAb (HuMax-
Inflam); auTu-IL12/IL23p40 mAb (Briakinumab); auTu-IL-23pl9 mAb
(LY2525623); aHTu-I1IL13 mAb (CAT-354); auTtm-IL-17 mAb (AIN457);
aHTu-IL2Ra mAb (HuMax-TAC); mAb nopoTue pelentopa 1L5; mAb nOpoTus
PELENTOPOB MHTETPUHA (MDX-018, CNTO 95); mAb npoTtuB IPIO
A3BEHHOTO koJmuTa (MDX-1100); a”HTHMTesio npoTms LLY; BMS-66513; mAb
IPOTUB pellenTopa MaHHO3H/hCGH (MDX-1307) ; AHTH-Me30TeJIMHOBHIM
koHEBOIAT dsFv-PE38 (CAT-5001) ; anT-PD1mADb (MDX-1106 (ONO-
4538)); aHTM-PDGFRo aHTUTes0 (IMC-3G3); aHTu-TGFB mAb (GC-1008);
mAb npoTtuB peuenrtopa-2 TRAIL uyejgoperka (HGS-ETR2); aHTU-TWEAK
mAb; aHT-VEGFR/F1t-1 mAb; aHnTu-7ZP3 mAb (HuMax-Z7ZP3) ; NVS
antuTesio N 1; NVS a”HTUTesio N 2; UM NOCJemoBaTeJILHOCTM, CcolIepXalue
MOHOKJIOHAJILHOE aHTUTEJIO NPOTUMER OeTa-ammiouna, SEQ ID NO: 8 m SEQ
ID NO: 6 (cMm. maTeHT CIIA N 7906625) .

TUNMUHEE KOHLEeHTpaluuu Oejilka B COCTaBe MOI'yT HaXOOUTHCH B

oMariasoHe oT okojgo 70 wMr/Myi mo okoJsio 300 Mr/mi, oT okojsio 120
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MI'/MJI OO OkoJio 270 Mmr/mi, or okoyio 140 Mr/mi mo okoJio 255 mr/wmi,
oT okoJiIo 140 MT/MJI OO OKoJio 240 MI/MJII MAM OT OKoJio 140 MT/MJI OO
okoJio 220 wmMr/mja, wWIM, B KaueCTBe aJlbTepPHaTMBH, OT OKoJio 190
MT/MJI OO okoJio 210 wmr/miu. KoHueHTpalua Oejka OymeT 3aBUCETh OT
KOHEUHOT'O [IpMMeHeHUdA OdapMalleBTUUECKOT'O CcocTaBa M MOXeT OHThb
JIeTKOo oIlpenejieHa ClIeuuajJucToM B OaHHOM 00JlacTM TexXHUKU. B
JaCTHOCTM, IMOpedycMaTpMBaeMHe KOHIeHTpaluuMr ©OeJlka COCTaBJIAT II0
MeHbIIeM Mepe okojyo 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 m 285, 290, 295 m 300 mMr/wmi,
BKJIOUAd BCE 3HAUEHUS MeXIy HMMM.

B HacTodmeM IOOKYMeHTe TepMMH «dpapMalleBTUUECKMM COCTaB»
oBosHauvaeT CTEPUIIBEHYO KOMIIO 3ULINIO bapMalleBTUYECKU aKTUBHOTO
JIeKapCTBEeHHOTO CpeICcTBa, TaKoT'o Kak OMOJOTMUEeCKM aKTUMBHHM OeJIoK,
KOoTopada MABJAeTCd NOOXOOAmeN IJiA IIapeHTepallbHOT'O BBeleHUMS (B TOM
uycJjie, HO He OT'pPaHMUMBASACH STHUM, BHYTPMBEHHOIT'O, BHYTPUMHIIEUHOTO,
[IOOKOXHOTO, al®pPO30JIbHOTO, BHYTPUJIIETOUHOT'O, WMHTPaHa3aJIbHOT'O WM
VMHTpaTeKaJIbHOTO) naumueHTy, HyXIanleMycss B D2TOM, W COLEPXUT
TOJIBKO bapMaleBTUUECKM  IIpUeMJIEMEIE BCIIOMOT aTeJIbHEE BelleCTBa,
paszbaBuTe N " opyrue no®aBKM, KOTOpPEHE paccMaTpmuBanTCa
®enepalIbHOM KOMMCCHMEM II0 JIeKapCTBEeHHHBM BemecTBaM WM OpYyTUMM
VIHOC TP aHHBEMU HalMOHAaJIbHEMM opraHM3alMaIMU Kak Bes30acHEe.
dapMalleBTMUECKMEe COCTAaBHE BKJOUYAKRT XUIKOCTL, HaIpMUMEpP, BOIHHE
PacTBOPHL, KOTOPHE MOTYT OHITH HelloCpeICTBEHHO BBEIEHH, u
JIMOOUIIM3VPOBAHHEIE [IOPOWKM, M3 KOTOPEX MOXHO IIOJIYUMTE pPaCTBOPEH
nyreM nobaBJIeHUA paszbapuTesIg nepen BBeIeHUEM. "3 TepMrHa
«hapMalleBTUUECKUY COCTaB» KOHKPEeTHO MCKJIOUEeHH KOMIO3UMUMM MOJIA
MEeCTHOTO IPMMEeHeHMS Yy I[IalMeHTOB, KOMIIO3MUMM IJId IIpMeMa BHYTPb WU
KOMITOB3ULIUKY OJIS [MapeHTepalJIbHOTO IIMTaHWA.

«CpOK TOOHOCTHM» B HaCTOAMEeM IOKyMeHTe, oO0OO03HadvaeT I[Iepuon
XpaHeHMsa, B TeueHMe KOTOPpOTO AaKTUMBHHIM MHIPEeOMeHT, TakKoM Kak
TepaleBTUUeCKuM OeJlok, B OdapMalleBTUMUECKOM COCTaBe, IIPOABJSAET
MMHMMAJIBHOE PpPa3JIOKEHMe (HAIIpUMEpP, pPas3JioXeHue He 00Jiee UeM OKOJIO

5-10%) IpM XpaHeHuMr (QapMalleBTUYECKOT'O COoCTaBa B KOHKPETHHX
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YVCJIOBMAX XpaHeHud, Hanpumep, 2-8°C. CIOCOBOH OLeHKM pasJIOXeHUS
BApbUPYIT B 3aBUCHMMOCTM OT IPpUPOOH Oejlka B dapMalleBTHUUECKOM
cocTaBe. I[IpUMepHHE MEeTOOMKM BKJIOUAKT 2KCKJIIO3MOHHYID XpOoMaToTpaduio
(0X)-B3XX mia onpenejyieHUsA, HalpuMep, arperaumuu, oOpalleHHO—
basoBy (00)-BOXX nij4g omnpenejlieHMs, HalpuMmep, oparMeHTauum OeJika,

MOHOOOMeHHyI BOXX mia oOHapyXeHUd, HalpuUMep, W3MeHeHMA 3apdla

Beika, MaccC-CIIeKTPOMe TPUI, bIIyopeCLeHTHYIO CIIEKTPOCKOIINIO,
CIIEKTPOCKOIINI KPYTOBOTO OUXPOoU3Ma (Ko , MHOpaKpacHY
criekTpockonun c Odyprbe-nipeoOpa3zoraHueMm  (OII-UK) ¥  PaMaHOBCKYIO

CIIEKTPOCKONMID IJI OOHaPyXeHMSA KOHPOPMALMOHHEX M3MeHeHUM ©OeJika.
Bce »TM MeTOOE MOTYT OBTH TIPMMEHEHBE II0 OTIOEJIBHOCTM WIM B
KOMOMHAUMM  OJI  OLIEHKM  pPasJIOKeHUI DeJika B bapMalleBTUUECKOM
cocTaBe u omnpeneJyieHU A Cpoka TOOHOCTM  YKa3aHHOTO cocTaBa.
dapMalleBTUUECKUE COCTaBH o HaCTOAleMy N300peTeHNO
OPenrnouTUTEeJIbHO IOeMOHCTPUPYIT YBeJMueHMe IoKasaTeJlell pasJIoXeHUS
(HanmpuMep, OGparMeHTallMd, arperauusa WIM pa3BepTHBaHUE CTPYKTYPH)
He 0OoJiee, UeM Ha OKoJIO 5-10% B TeueHMe IOBYX JIeT [IPM XPaHEHUM I[IpU
2-8°C.

B HaCTOAlleM OOKYMEHTEe TepMUH «CTaOUIIbLHEE» COCTaBH
OMOJIOTUUECKHU AKTUBHEIX OeJIKOB obo3zHauaeT COCTaBH, KOTOPHE
NPOABJIALT MeHee BHpPaxeHHYID arperanmio W/ WM MeHee BHpaxeHHOe
CHUXeHMe OMOJIOTMUECKOM aKTUMBHOCTHU, 1o MeHbmem wMepe Ha 20%
MeHbIIe, B YCJOBMAX XpaHeHus Opu 2-8°C B TeueHMe I[IO0 MeHBIIel Mepe 2
JeT, TIO0 CPaBHEHMI C KOHTPOJBHHM OO0pasloM pelelTyps, WK, B
KauecTBe aJIb TEPHATUBH, KOTOPHE IPOSaBJIST MeHee BEPAXEHHYIO

arperaumio n/Uim MeHee BHPaXEeHHOE CHIDKEHYE BMOJIOTHUUECKOM
AKTUBHOCTM B YCJOBMAX TEepMMUECKOTO CTpecca, Hampumep, 25°C B
TeueHMe Ireproma OT 1 Hemedu no 12 Hemenb; 40°C B TeueHMe Iepuona

or 1 mo 12 Hemejn; 52°C B TeueHme 7-8 CYTOK UM T.I.

B HaCTOAMEM OOKYMEHTE TEepMUH KBA3KOCTB» oBbo3HauvaeT
COTIPOTHUBJIEHME XUIKOCTM TeUeHUK, KOTOpOoe MOXeT OHTb W3MEPEHO B
eIVMHMIIAX caHTunyas (cll) wmiIrn MuIMIackajJb-cekyHny (Mmlla-c), rTme 1
cllI=1 wlla-c, OpM 3alaHHOW CKOPOCTM CIOBMI'a. BA3KOCTHL MOXeT OHTH
M3MepeHa C IIOMOIIBIO BMCKO3MMETPA, HalpuMep, Brookfield

Engineering Dial Reading Viscometer, wmozmens LVT wu AR-G2,



14

npouzBoacTBa TA instruments. BsaskocTs MoxeT OBTH WM3MepeHa C
IpUMMeHeHVeM JIOOHX OPpyIMX CIOCOBOB M Ha JIoOHX IPYTIUX YCTPOMCTR,
M3BECTHHX ns YPOBHSA TexXHUKU (HampuMmep, aBcoJmoTHa 4,
KMHeMaTuuyeckas WM IMHaMMuecKas BA3KOCThH), I[IPM STOM HeOOXOOMMO
IIOHMMAaTh, UYTO MMeeT 3HaueHMe IPOLeHTHOe yMeHbIleHue BA3KOCTH,
OOCTUTHYTOEe IIyTeM IIPMMeHeHMS BCIOMOT'aTeJIbHEIX BEMeCTB, OIMCAaHHHX
B HacTodAmeM u300peTeHuM. HezaBMCHMMO OT crnocofa, IIPUMEHSeMOTO IJId
onpenejyieHMsa BS3KOCTM, IIPOLEHTHOE YyMeHbIIeHMe BA3KOCTM B COCTaBax
CO BCIIOMOTATEJILHEIM BEMEeCTBOM IIPOTUE KOHTPOJILHEIX COCTAaBOB OyIeT
ocTaBaTbCcd OpUOIMBUTEJILHO  OIMHAKOBHM IIPM  3adaHHOM  CKOPOCTHU
CcOBUTA.

B HacTodmeM  OOKyMeHTe cocTas, comepXxammi KOJIMUECTBO
BCIIOMOTaTeJIbHOTO BemecTBa, »ddekTMBHOE MOJIA «CHMXEHMS BSA3KOCTU»
(MM «IOoHMXanmee BA3KOCTL» KOJMUECTBO WM KOHIEHTpalusd TaKoTo
BCIIOMOTaTeJIbHOTO BemecTBa), O3HavaeT, UYTO BA3KOCTH COCTaBa B eTo
KOHeuHOM GopMe IJid BBeleHMA (B BMIOe pacTBOpa, WM TIPU pa3BelleHUU
IpelyCMOTPEeHHEM KOJIMYeCcTBOM paszfaBuUTess B Ccjiydyae IIOpOoMKa) II0
MeHbIIe Mepe Ha 5% HWMXe BA3KOCTM COOTBETCTRYKIEIO KOHTPOJH,
TakoTO Kak BoHa, Oybep, IpyrMe U3BECTHHE aTleHTH IJIS IIOHWKEeHUS
BA3KOCTM, TakuMe KkKak COJJb ¥ T.O., ¥ KOHTPOJIBHHX COCTaBOB,
HalpuMep, TI[IPMBEIEeHHHX B HacToAmeM IOKyMeHTe. Kpome TOT'O, MOTYT
IIPUMMEHATHECS KOHTPOJIbHEHE COCTaBH 0e3 BCIOMOTaTeJIJbHOTO BellecTBa,
oaxe ecCJIM OHM He MOTYyT OHTL NPMMEHEeHH B KaueCcTBEe TepalleBTUUeCKUX
COCTaBOB, HaIpuMep, M3-3a IUIOTOHWYUHOCTH.

[TonoBHEM ofpasoM, cocTas c KIIOHVXEeHHOM BA3KOCTHIO»
npencrarBjageT cobo¥ cocTaB, oOJaJanmui I[IOHWKEHHOW BA3KOCTBIO IO
CpaBHEHUI C KOHTPOJIBHEIM COCTAaBOM.

YJacTo BO3HMKAET HeOoOXONVMMOCTEL BBOIOUTH TepaleBTHUUeckre OeJIKu
C BHCOKMMM KOHIEHTpalUMAMM, UTO MOXeT IIPUBECTM K  IIOBBIIEHUIO
BA3KOCTM pacTBopa. BecbMa XeJjlaTeJIbHO I[IPemJIOXMTL COCTaBH — C
BEICOKOM KOHIIeHTpallMel, KOTOophHe He o00JlagalnT MMOBHIMEHHOWM BA3KOCTLI,
OBBUHO HabJogaeMoV MHPM TaKMX BHEHCOKUX KOHIEHTpaluuax Oelika.

CocTaBl C BHCOKOM BA3KOCTHID TPyIHO oOpabaTHBaThL BO BpeMd
M3TOTORJIEHMA, B TOM UMKCJe Ha CTaIuax HepacbacoBaHHOTO COCTaBa U
bacorkmu. Kpome TOTO, COCTABHE C BHCOKOM BA3KOCTbLID TpPyOHO HadupaTb

B MIIPHVIIL, M BBOIOWTB I/IH"beKI_U/IefI, UTO HepelKo TpeéyeT I[IpMMeHeHMA WIVJI
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MeHbMeTo kKajaubpa I[I0 mKajle TeMIX M MOXeT OBTL HEeOPpMATHBEM IJI4
nauveHTa. JoOaBjieHMe N-aleTmii-l-apI'MHMHA B PacTBOPHE OMOJIOTMUECKU
AKTUBHOT'O DeJika IIOHMXAaeT BA3KOCTB PacTBOPOR c BHICOKOM
KOHLIeHTpaluuen OeJka.

[lpyMeHeHMe BCIIOMOTAaTeJIbLHOT'O BelleCTBa, BHOPaAHHOTO M3 IPYIIIH,
cocTodmen ns3 N-aueTuiaprmuHmMHa, N-aueTuJImM3nHa, N-
aueTUJITUCTUIVHA, N-aueTUJINIpoJIMHA u 17D:4 cMmecen, Io3BOJIIET
IPpUMEHSITE B COCTabe 0OoJiee BHCOKME KOHIEHTpalUMM TepaleBTUUeCKUX
OeJIkoB 0e3 3BHAUMTEJIBHOT'O IIOBHIIEHMHA BA3KOCTM, Kak 5STO OOBUYHO
HabmomaeTcsda B CJydae OPpYTMX  BCIOMOTATEJIBHEX  BeEIeCTB. Takum
obpasoM, B M300peTeHUM IOpeljaraeTcd CIocod cTadbuam3aluu WIIn
CHMXEHU A BA3SKOCTU OeJIKOBEIX COCTaBOB noyTeM nobaBJieHUd
BCIIOMOTAaTeJILHOTO BemecTBa, BHOPAHHOTO M3 TIPYIINHE, cocTodgmen u3 N-
aueTUJIapTUHUHE, N-aueTHUJIIM3MHAa, N-aueTuITUCTUIONHE, N-
alleTMJINIPOJIMHA WM UX  CMecel, B KOJMUeCTBe, 50OeKTUBHOM  IOJIdA
CHMXEeHMSI BA3SKOCTU. [HOMNOJHUTENILHO, B M300peTeHUM NOpenjarainTcid
COCTaBHE TepalleBTHUUEeCKUX OeJIKOB, BKJUAasS aHTUTeJla, C IIOHVWKeHHOM
BA3KOCTBIO, I[IpHUUEeM COCTaBH comepXxaT 20PeKTUMBHEE KOJMUeCTBa WU
KOHLEHTPpALUMM BCIOMOT'ATEJILHOTO BelleCTBa, BHOPAHHOTO M3 TPYIIIH,
cocTodmen nus3 N-aunerTujiapI'MHMHE, N-aueTuJjnsmnHa, N-
aUueTUJIITUCTUIVHAE, N-aleTuanpoJMHa M UX  CMecel. Kpome TOTO,
paccMaTpuBalnTCAa CIOCOOBE CKPMHMHIA OIOHOTO MM ©OoJlee COCTaBOB,
KaXOb us KOTOPHIX COmEPXUT pa3JIMUHbEE KOHILIEHTpalumn
BCIIOMOTATEJIbHOTO BeMecCTBa, OIMCAaHHOTO B HaACTOANEM JOKYMeHTe, C
LIeJIbl0 MISHTUOUKALIUM TOOXOOAMed WM OITHMMAaJIbLHOM KOHIeHTpalluu,
KOoTopad IIOHMWXaeT BA3KOCTL. Kpome ToTo, IOpemjaralnTcid CIOCOOH
NOJIYUEHUSA JIMOOUMIM3UMPOBAHHOTO TIIOPOIIKa M3 pacTBopa CcoOCTarBOB C
IIOHMXEHHOM BASKOCTEIO o n300peTeHnr U CIIOCOOHE  pasBelneHud
JIMOQUIIN3UPOBAHHEIX  [IOPOIKOB o M300peTeHuKn OyTeM OOOaBRJIeHUA
CTEPUIILHOTO pa3faBuUTeIAd.

Taxum obpasoM, B HaCToAleM n300peTeHnn npenjaramnTcd
bapMalleBTUUECKUE COCTaBH, comepxamme OMOJIOTUUECKHU AKTUBHEE
NOJIMIIENTUIOE ¥ BCIOMOTATeJIbHOEe BeEmMeCTBO, BHOpaHHOe W3 TPYIIIH,
cocTodlmen nus3 N-aueTujlapI'MHMHAE, N-aueTuJijansnHa, N-
aleTUJITUCTUAMHA, N-aleTHUJINpoJMHa WM WMX CMecel, B KOHIEeHTpaluu

CHMXanMeM BA3KOCTb. CHMXeHMe BSI3KOCTM COCTAaBJAET II0 MeHbIeln Mepe
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okoJio 5-90%, 1O CpaBHEHMK C KOHTPOJIBHEMKM COCTaBaMM. B OIHOM
BapuaHTe peaJMszalluu un300peTeHMsa CHUMXeHMe BA3KOCTM HaxXoIMTCId B
orarnasoHe oOT okojio 10 mo 80%. B I»OpyrMxX IIPMMEPHHX BapMaHTax
peanmzaumuy mu300peTeHud CHUMXEeHMe BSI3KOCTM COCTABJIAET IIO0 MeHbIen
mMepe 5%, 10%, 15%, 20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%,
65%, 70%, 75%, 80% mum 85%.

CocTaBH IO n300peTeHNIO HeoOsa3aTelIbHO MOT'YT comepXaTh
bapMalleBTUUECKHA rnprueMJIeMbBle coJin, OybepHEEe BellecTBa,
[IOBEPXHOCTHO-aKTHBHEE BelleCcTBa, IpyTMe BCIOMOTaTeJIbHEHE BelecTBa,
HOCUTEJIM, pas3baBUTeNIM U/UIM IPYTUe aleHTH PelLelTYpPH.

TUIMUHEIE bapMalLleBTHUUECKU IpueMIIeMble BybepHue BelecTBa
BRJIOUAT alleTaT (HalpuMmep, alleTaT HaTpMA), CyKUIMHAT (HaopuMmep,
CYKLUMHAT HaTpuig), TUIYTAMMHOBYI  KMCJIOTY, TJIyTamaT, TJIIOKOHAT,
TUCTUIMH, UUTPpaT WM IOpyIue OybepHBle BemecTBa Ha  OCHOBe
opTraHnuYeCKUX KMCJIOT . IIpuMepHa g KOHIeHTpalus Bybepa MOXeET
COCTaBJATE OT OKoJio 1 MM mo 200 MM MM oT okoJio 10 MM OO OKOJIO
60 MM, B B3aBUCHUMOCTM, HaIpMUMep, OT BuIa Oybdepa M HeoOXOOMMOTO
OCMOTHUECKOTO OaBJIEHUSA cocTaBa (HanpuMep, M30TOHUUECKUM,
TUIIEPTOHUUECKUN MM TUIOTOHMUEeCKMM) . IllpuMepH pH BRJIOYALT OT
okoJio 4,5 mo okoJio 8,0 mim oT okoJio 4,8 mo okoJio 5,5 miam or 4 @mo
6 mim or 5 mo 5,5 mim okosio 5, 06OoJjlee ueM OKoOJIO 5, 06oJiee ueM
okoJIo 5,5, 06GoJjiee ueM OKOJIO 6 MIM OoJiee UeM OKOJIO 6,5.

[looxonmamme pa30aBUTeNIM, IPYIMe BCIOMOTAaTeJIbHEE BellecTBa WU
HOCUTEJIM M »OpyI'Me al'eHTH BKJIOUAlT, HO He OI'PaHUUMBASICH STUM,
AHTUOKCUIAHTEHL, KpacuTesu, BKYCOBEE nofaBKU u pa3baBuUTeNIN,
SMYJILTATOPH, CyCHeHIVPpYIIMe aleHTH, PacTBOPUTEJIM, HalloJIHUTEeJIN,
npunawnmme oOBeM aTeHTH, OybepHEe BelleCTBa, HOCUTEJNM, pa3faBUTeNU
u/ i  bapMalleBTUMUECKMe albBoBaHTH. HalOpuMep, IOOXONOAmNWi HOCUTEJb
MOXeT MNpelCcTaBJIATL CoO00M OMBMOJOTMUECKMM pacTBOp HaTpUig XJopuia,
HUTPaTHEM OyQepHE pacTBOP HaTpMA XJopuIa WJIM MCKyCCcTBeHHyID CMX
(CSF), BOBMOXHO, c nodamJieHMEM  OPYITUX MaTepuraJioB, OOBUHO
IpuMeHSIeMBHX B COCTaBax IJig IIapeHTepalJlbHOTO BBeOeHUA. JpyIUM
WJLJIIC TP Aa TUBHEM IpUMepoM OCHOBH aBJIgeTCH HelTpaJlbHEM
By bepr30BaHHEM dusMOJIOTHUYECKUN pacTBoOp WIIn OV 3MOJIOTHUUECKUM
PacTBOpP, CMeMaHHBM C CHBOPOTOUHEIM aJibOyMMHOM. CHeluMaJIMCTH B

IaHHOM ofOJlacTM TEexXHMKM JIETKO Paclo3HalT pas3JiMuHbee OybepHEe
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BelleCTBa, KOTOPEHE MOTYT OBITE [IpUMeHEeHE] B cocrTaBax, u
JIeKapCTBeHHBle (QOPMEL IJisA I[IPMMEHeHMsa B HacTodlleM M300peTeHUN.
TunmuHele OydepHBe BelleCTBa BKJIOUAKT, HO He OI'paHUUMBasaACh DTUM,
bapMalleBTUUECKM IIpMeMIIEMEE CJjlabbe KUCIJOTE, CcJiabee OCHOBaHUA WK
nx cMecu. TunmuHsle OyQepHEEe KOMIIOHEHTH ABJIAITCA BOIOPaCTBOPUMEMNA
MaTepMrasaMM, TakuMMM Kak QpocdopHad KUCIIOTA, BMHHEE KMCJIOTH,
MOJIOUHasd KMKCJIOTa, SAHTapHasa KUCJIOoTa, JMMOHHasd KMUCJOoTa, YKCyCcHas
KMCJoTa, ackopbuHOBAaA KMCJIOTa, acrapalMHOBasd KUCJIOTa,
TJIyTaMMHOBAS KUCJOTa WIM UMX COJM. IlIpyMMepH CcoJiel BKJIoUalnT COJIU
HeOpTraHMUEeCKUX U OPTaHMYeCKMX KMCJIOT MJIM OCHOBaHWUM, TaKMx Kak
MeTaJIJIEL WM aMMHE, B I[IPMMEPHEX KOHILEHTpaluusax, TaKux KaK OKOJIO
50-200 MM mam 100-200 MM miam okoJio 100 MM mam okoJsio 150 mM.
OONIOJIHNTEeJIEHO, MOI'yT OHTBE BBeIeHH OpyI'Me BCIOMOT'aTeJIbHBe
BelleCcTBa VI CTabUIIM3aTOPEHL, HaIpUMeEDP, caxapa (HanpuMmep,
caxaposza, IJIOKO3a, Tperajosa, OpykTo3a, KCUJIO3a, MaHHUTO3a,

bykosza), OOJMOJIH (HANOPMMEP, IJIMLEePMH, MAHHMT, COpOMT, ITJIMKOJIb,

VMHOZUT) 1 AMVMHOKIMCJIOTEL MJIn IIPOM3BOOHEE AMIVMHORKMCJIIOT (Hanpyﬂvlep,
apI'MH1MH, IIpOJIMH, TUCTUIVH, JIM3MH, IJIMIVH, MeTVMOHIMH I T.O0.) WIN
ITIOBEPXHOCTHO-AaKTMBHEE BelleCTBa (Hanpmmep, HOHMCOp@&T, B TOM

uycie nojgucopbar 20 wmim noaucopbaT 80, MM IIOJIOKCaMep, B TOM
upcJie IoJiokcamMep 188, TII'C (d-ajlbda-ToKOoDepusl NOJUDTUIIEHTJIMKOJIDb
1000 cyxkumHaT). IlpuMepHBEE KOHUEHTpalMM I[IOBEPXHOCTHO—-aKTUBHOI'O
BelleCTBa MOT'YT HaXOIMTLCS B IOMalazoHe oT okoJio 0,001% 1mo oKoJoO
1,0% mmm ot okojyo 0,003% mo oxojyo 0,5%. Kpome TOTO, MOTYT OHTH
BBelIeHE KOHCEepPBaHTH, Takue Kak ©OeH3WJIOBHM CIOMPT, (GeHOJ, M-
Kpes30JI, XJopOyTaHoJ uimn OeH3sTOHMS Cl, HaIpuMep, B KOHLEHTpalMax
B IOMallasoHe oT okoJjio 0,1% mo okoJjo 2% mam oT okojio 0,5% mo okoJio
1%.

OnuH miau OoJiee OpyTUX OQapMalleBTUUECKM IIpHeMJIEMEIX HOoCUTeJel,
BCIIOMOTATEeJILHHX BelleCTB WM CTabMIM3aTOpPOB, TaKMX KaK OIMCAaHHE B
Remington's Pharmaceutical Sciences 21st edition, Osol, A. Ed.
(2005), mMmoryT OHTB BBEIOEHH B KOMIIO3MIMK IIPM YCJIOBUM, YTO OHM HE
OKa3HBalT OTPHUIATEJLHOTO BJMAHMUSA Ha XeJlaTeJIbHBEEe XapaKTepUCTUKU
cocTaBa.

KoHlLleHTpallMs B COCTaBe TepaleBTHUUEeCKOTO ©0eJika, TaKoT'o Kak

aHTUTEJIO, oynmeT 3aBUMCETDB oT KOHEUWHOTI'O IMPVMMEeHEHN A
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bapMaleBTUUYECKOTO cocTaBa u MOXeT OBITH JIETKO ompeneJjyieHa
CreuMaJMCTOM M3 YPOBHS TEeXHUKM.

TepalleBTUUYECKHUE BeJixku, KOTOpPHIE ABJIAITCSA AaHTaTOHUCTAaMH,
HepeIKO BBOOAT B 0oJiee BHCOKMX KOHIEHTpallMax, 4YeM Te, KOTOpPHEe
ABJIATCA aloHMCTaMM. B  4YacTHOCTH, openycMaTpMBaeMeEe  BHCOKME
KOHILEeHTpaluy TepaleBTUUeCKux OeJIkoB (0e3 yueTa MaCCH XMMHUUIECKUX
MOOMMKALMIM, TaKMxX Kak I[IeIuJIMpoBaHMe), B TOM UMCJIe aHTUTel,
cocTaBJIgT II0 MeHbIleM Mepe okoJjo 70, 80, 90, 100, 110, 120, 130,
140, 150, 175, 180, 185, 190, 195, 200, 250, 300, 350, 400, 450,
500 Mr/MiI u (MaM) MeHee ueM okoJjo 250, 300, 350, 400, 450 wm
500 mr/Mii. IIpMMepH BHCOKMX KOHIEHTpalMulM TepaleBTHUUeCKUX OeJIKOB,
TakMxX kKak aHTHUTeJla, B COCTakBe MOI'YT HaxXOIMTLCS B IMalasOoHe OT IO
MeHbBIel Mepe okoJo 100 Mr/Mi mo okojo 500 Mr/mil. JONOJHUTEJILHO,
NIpenyCMaTpMBaAKRTCA OpyI'Me KOHIeHTpaumuu ©OeJka (06e3 yuyeTa MacCcCH
XVMUUECKUX MOOMOMKALIMM, TakKMxX KakK IIeTMJIMpoBaHMe), HaIpumep, IO
MeHbIle¥ wMmepe okoJjio 1, 5, 10, 20, 30, 35, 40, 45, 50, 55, 60, 65
i 70 MT/MJI. B YacTHOCTM, HaCTOdMee M300peTeHMe OpelycMaTpuBaeT
COCTaBE M CIOCOOE, B KOTOPHX KOHIEHTpalud TepalleBTUUeCcKoTo O0eJika
OpUBOIMT K BA3KOCTM II0 MeHbIleM Mepe 6, 8, 10, 12, 14, 16, 18,
20, 25, 30, 35 cll mam OoJjee, HalpuMmep, 100, 125, 150, 175 wnum
200 cll, npuueM BBeIeHMe BCIIOMOT'aTeJIbHOT'O BeMeCTBa, BHOPaHHOTO M3
TPYTIIIH, cocToAmen nu3 N-aueTulapIrMHMUHA, N-alle TMJIJIM3KHA, N-
AUeTUJITUCTUOMHE ¥ N-alueTuJINpoJMHa M MX CMeceM, [OPpUBOIUT K
CHWXEHMIO BA3KOCTM Ha 5% wmim ©OoJjiee. Hamnpumep, pacTBOP C BA3KOCTHIO
okoJio 30 cIl mMoxeT OHTL TPYOHO BBECTM C IIOMOWLI CTAHOAPTHOW WMIJIB
27 kamubpa. B HacTOoAmeM OOKYMEHTe BCe CCHJIKM Ha KOHIEHTPAalNU
TepalleBTUUECKOTO 0Oejka (MI'/MJI), Maccy TepaleBTUUecKoTo OeJKa
(MT) WV  MOJIEKYJIAPHYK  Maccy TepaleBTUUYECKOT O BeJika (xa)
0603HauanT COOTBETCTBYNIYID Maccy OeJIKOBOM UYacCTM TepaleBTUUeCcKOTO
feJsika, MCKIpUag JIOOHE HeBOeJIKOBEE MOIMOUKALIUMA .

B HacToAmeM  M300peTeHun npenjlaraeTcs crioco® CHIIXKEHU A
BS3KOCTM U/UIM [OBHIIEHMS CTaOMUILHOCTM XUOKOTO (apMalleBTUUeCKOTO
cocTaBa TepalleBTUYECKOT O BeJika oyTeM 00beIVHeHN
TepalleBTUYECKOTO O0eJiIka M BCIOMOT'aTeJIbHOT'O BelleCTBa, BHOPaHHOTO

s T'OYIIIIEL, cocTodmen mu3 N—aLLeTMJIapI‘MHMHa, N-aueTujjansnHa, N-
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AleTUJITUCTUIMHA, N-aleTUJINpoJMHa M M¥X CMecel, B KOJMUeCTEe
CHMXXAKMMUM BSA3KOCTE.

B IPYMEPHEIX BapmaHTax peanuzaluuu n300peTeHnsd
TepalleBTUUeCKUM OeJIOK NPUCYTCTBYET B BECOKOM KOHIeHTpaluuu OeJika,
KakK OIIMCaHO BHIIe. B HEKOTOPHX BapMaHTax peajM3aluu Kn300peTeHUsd
CHMXeHMe BA3KOCTM COCTaBJIAEeT IO MeHbIeM Mepe okoJo 5%, 10%, 15%,
20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, 80%
i 85%, IO CpaBHEeHMIO C KOHTPOJIBHEIMM COCTabBaMM.

B IOpyTroM aclekTe HacTOoAmMeTo M300peTeHUd OpenjaralnTcsad XUIKKe
PACTBOPH, CoOIepXalue TepaleBTUUECKUY ©0eJIOK ¥ BCIOMOTAaTeJIbHOE
BEeNleCTBO, BHOpaHHOEe U3 TPYINH, CcOoCToAmel u3 N-alleTUlIapTMHMHa, N-
aleTUJINIM3MHa, N-aleTUJITUCTUAMHa, N-aleTUJINpoJiMHa U UX CMecewu,
IprUyueM COCTaBH o0O0JamailT [IOHWKEeHHOM BA3KOCTHI IO CpPaBHeHMI C
KOHTPOJIb HEIMU cocTaBRaMM. B IPYIMEPHEIX BapMaHTax peanmzaumum
n300peTeHus TepalleBTUUEeCKUN BeJok IPUCYTCTRYET B BEICOKOM
KOHILeHTpauumu 0OeJika, KakK OIMCaHO BHmMe. B HeKOTOPHX BapMaHTax
peanmMzaluuu n300peTeHUd ONMCaHHOe B HacToAIeM OOKYMeHTe
BCIIOMOTAaTeJILHOEe BEMeCTBO IIPUCYTCTBYEeT B I[OHWXAKMEMW BA3KOCTH
KOHLeHTpaluunu (Macca:o0weM) . Joboe M3 YyKa3aHHEX BCIOMOT'aTeJIbHBIX
BEIleCTBE MOXEeT IIPMMEHATLCSH B KOHIUEeHTpalMax BIJIOTbL OO €TI0 IIpeleia
pacTeopuMOCTM. Takue pPacTBOPE MOTYT IONIOJIHUTEJIBHO COHOEepXaTh
caxap WM OpyTo¥ IIOJIMOJI, TakoM Kkak caxapo3a WM COopduT, WK
AMUHOKMUCJIOTY, TaKkyln Kak apI'MHUH, IPOJIUH, TUCTUONH, JIM3UH,
TJIMULINVH, METMOHMH U  T..O., B KOJIMUeCcTBE, sbbexTUMBHOM  OJIA
najlbHEeMmero VYIIYUNeHVS CTabuIbLHOCTM, YMEeHLIIeHMsa arperaumu u/nUin
ofecrieyeHrss M30TOHMUHOCTM COCTaBa, 0e3 3HaUMTEJILHOTO IIOBHIIEHUS
BA3KOCTHU.

B TIPUMEPHEIX BapraHTax peanuzanumu KOHIIeHTpalud
BCIIOMOTATE&JILHOTO BeMeCTBa, BHOPaHHOTO M3 TPYINNH, COCTOAmMeM u3 N-
aleTuUJIapTMHUHE, N-aueTuaausnHa, N-alle TUJITUCTUINHAE, N-
alleTUJINPOJIMHA M UMX CMeceM, COCTaBJISeT II10 MeHBIel Mepe OT OKOJIO
50 MM pmo oxoJsio 300 MM wMIM IO MeHBIIEM Mepe OT okojio 100 MM mo
okoJio 250 MM MM 1O MeHbBIel Mepe oOT okojio 140 MM mo 200 MM. B
IIPMMEPHHX BapMaHTax peaju3aluy KOHIEeHTpalusd BCIOMOTaTeJIbHOT'O
BemecTBa COCTAaBJAeT IO MeHbIIEM Mepe okoJjo 50, 100, 105, 110,

115, 120, 125, 130, 135, 140, 145, 150, 155, 160, 165, 170, 175,
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180, 185, 190, 195, 200, 210, 220, 250 wmmm 300 MM wmam OoJiee.
IpyTrre  TI[IpMMeEpPHHEE BapMaHTH  pealu3alyy  BKJIOUAKT  KOHIEHTpaluu
BCIIOMOT'aTeJIbHBIX BEIIECTB, 20beKTUBHEE C TOUKU 3peHusd
M30TOHMUYHOCTM CcocCTaBa, ©0e3 3BHAUUMTEJIbHOT'O I[IOBHIIEHMSA BA3KOCTU.
[I[pyMepHHEe KOHLEHTpaluM BRKJIOUAT [0 MeHbIeM Mepe okKoJio 180 MM miam
BoJjilee, B IOpyI'MX BapMaHTax pealu3aluM U300peTeHUsa KOJIMUeCTBO
cocTaBJigeT II0 MeHbIel Mepe okoJjio 200 MM mim BoJiee.

B OIpyT'OM acrexkTe HacTOAmMEeTro nz3obpeTeHmUs npenjaramnTCcs
JMOPUIIM3NPOBAHHEIE COCTaBHEH  OeJIKOEB, comepxamye  TepaleBTUUeCKUM
BeJIOK M BCIOMOTAaTeJIbHOEe BelecTBO, BHOpaHHOe U3 TPYIIIHE, COCTOSAMeM
nus N-auneTuiiapI'MHMHGE, N-alueTuUJIIM3nHaE, N-aueTuJIrMmcTuomnHa, N-
alle TMJINIPOJIMHA M UMX CMecel, IIpuueM IIPpM pPal3BeldeHVM PeKOMeHIOBaHHBM
KOJIMYEeCTBOM pa30aBUTeJId COCTAaBH IIPOABJIAKT IIOHMXEHHYK BSA3KOCTBE IIO
CpaBHEHMK C KOHTPOJIBHEIMM COCTaBaMM. B [OpMMepHEX BapMaHTax
peadu3zaluy uU300peTeHUI TepaleBTHMUeCKUM 0eJIoKk MOIPUCYTCTBYEeT B
BHICOKOM KOHIeHTpaluu ©OeJika, KakK OIIMCaHO BHIMe. B HEKOTOPHX
BapMaHTax peann3aluum n3obpeTeHmMs BCIIOMOT'aTeJIbHOE BEMECTBO
IIPUCYTCTBYET B KOJIUMUeCTBe, 5OOeKTMBHOM IJIA CHWXEHMS BA3KOCTHU IIPU
paseeleHru pasz3baBUTeJIeM (MaccoBad KOHIeHTpalud). TakMe COCTaBH
MOTYT IOOIOJIHUTEJILHO COIOepXaThb Ccaxap WIM IPYToM IIOJIMOJI, TakKoM Kak
caxapo3a WiIM CcopbuT, WJIM II0 MeHblleM Mepe OOHY aMMHOKMUCJIIOTY,
TaKylw KaK apI'MHWUH, I[IPOJIMH, TIUCTUIWH, JIWU3MH, I[JIMLUVH, MEeTUOHUH U
T.O0., B KoOJUUeCcTBe, 5OOeKTMBHOM C TOUKM B3PeHMS JaJIbHeMmero
[IOBHIIEHMA CTadMIILHOCTM, YMeHbIIeHUMd arperaluu uW/WirM ofecledyeHusd
M30TOHMYHOCTM COCTaBa, 0e3 3HauMTeJIbHOT'O IIOBHIMEHMS BA3KOCTU.

B @OpuMepHHX BapMaHTax pealM3aluM M300peTeHMS KOHLUEeHTpaluus
BCIIOMOTAaTeJILHOTO BelecTBa, BHOPAHHOTO M3 TPYIIINHE, CcocTogmey u3 N-
alneTuJIapITMHMHE, N-alneTuiamMsmHa, N-alueTuITrMcTuiInHa , N-
alle TMJINIPOJIMHA UM MX CMecelM, CoCTaBJdeT 10 MeHbIeM Mepe OT OKOoJoO 1
MKI' Ha MI' TepalneBTUUeckoro Oejlka pgo okoJjo 1,0 ™M¢r Ha MDD
TepalleBTUYECKOTO Belka. B HEKOTOPHX BapMaHTax peanm3aumnm
n300peTeHnUsa KOHIEHTpAalMa BCIIOMOTaTeJIbHOT'O BeMeCTBa COCTaBJIAET IIO
MeHbINIe Mepe okoJjio 1, 10, 50, 100, 150, 200, 250, 300, 350, 400,
450, 500 wnmmm 550 MKI' Ha MI' TepalleBTMUeCKOI'o Oejika. B IOpyrux
[IPVMMEPHEIX BapMaHTax peanusauumn nz3obpeTeHmUs KOHLEHTpalumusa

BCIIOMOT'AaTeJIbHOT'O BellecTBa COCTaBJgeT BIJIOTH OO OKoJio 600, 650,



21

700, 750, 800, 850, 900, 950 m 1000 MKI' Ha MI' TepaleBTUYECKOTO
OeJika.

B eme OODHOM BapMaHTe pealM3aluM HacCcToAmeI'o u300peTeHusd
openjlaraeTcsa  CHoco0 IHIpemoTBpalleHMsa  caMoaccolumaumy  OeJIKOB B
KUOKMUX COCTaBax C IIpuMeHeHMeM N-alleTuJapI'MHUHa, N-aleTUJJIM3UHE,
N-aueTuiIrucTuionHa, N-alueTuanpoJMHa M MX CMecell B KauecTBe
BCIIOMOT'aTeJIbHOTO BemecTBa B JioOOM M3 OIMCAHHHX B HaCTOAIEM
IOOKYMEHTEe KOJMUEeCTB WMJIM KOHIeHTpaluul. KpoMmMe ToOTro, OpeljarailnTcs
COCTaBH c TIOBHINEHHOM CcTabUIBEHOCTEI (HanpuMep, YMEHBIIeHHOM
arperauuey) M yBeJMUEHHHM CPOKOM I'OOHOCTH.

OONOJIHUTEJILHO, B U300peTeHMM NOpenjlaraeTcsa Hab®op, BKJIOUAMINUMA
XUOKUM cocTaB OeJIKOB 10 M300peTeHMId UM MHCTPYKUMM IO  eT0
BBeIeHU, IIPM HeOoOXOIMMOCTM C EeMKOCTBI, MOpUIeM W/ WM IPYTUM
YCTPOMCTBOM mOJIS BBemeHusa. KpomMe Toro, wu3o0bpeTeHre OTHOCUTCA K
Habopy, comepxameMy JIMOQUIN 3UPOBAHHEM cocTaB DeJIKOB o
HacToAmeMy Wu300peTeHMI, HeoOS3aTeJIbHO B €eMKOCTM, M MHCTPYKLUUM IIO
er0 pasBelleHMK U BBEeIEHUD, opM HeoBXOoIMMOCTH, Cc  (JaKOHOM
CTEPUJIBHOTO pa3baBuUTesid U HeobOA3aTeJIbHO C MIIPUIOM WIXM JIPpYIUM
YCTPOMCTBOM mOJIS BBeleHMA. IIpMMEepE eMKOCTeM BKJIUYanT (QJIaKOHH,
IpOoBUPKH, Oy THUIN, OIOHO- VI MHOTOKaMepHHE IpenBapuUTesIbHO
3aroJIHEeHHHEe MOPHUE M KapTpUIXM. I[IpUMepH YCTPOMCTB IOJIS BBeleHUS
BKJIOUAT WIIPUILIE, C WIUlaMM WiIx 06e3 HUX, WMHOY3MOHHEE HaCOCH,
CTPYMHEE MHXEKTOPH, INPUL-PYUYKM, TpaHcIepMalJlbHBEE MHXEKTOPH WJIMU
OIpyToM Oe3HTOJIbHEY MHXEKTOP WM aspo30JIbHHE YCTpoMcTBa MOJIA
Ha3aJIbHOTO MM BHYTPUJIET'OUHOT'O BBEeIEeHMA.

B IpyT'OM acrexkTe npenjlaraeTcsd croco® CKPMHMHI A oJs
onpenejieHMa IIOHMXallmey BA3KOCTL KOHIEHTpallMM BCIOMOTaTeJIbHOTO
BelleCTBa, BKJIOY A0 crTamgmm: (1) OLlEHKAa BA3KOCTHU IepBOTO
pacTBOpa, coepXamero [IEPBYO KOHIIEHTP AW BCIIOMOT'aTeJIbHOT O
BemecTBa, BHOpaHHOTO M3 TPYIIIOHE, cocTodmelr u3 N-alleTWUJIapIMHMHAE,
N-aueTuJn3mMHa, N-aleTuJITUCTUIMHAa, N-alleTUJINpoJIMHa M UX CcMecel,
U TepaleBTHUUYECKUM OeJIoK, TaKoM KaK aHTUTeJlo, (2) olleHKa BA3KOCTHU
BTOPOTO pacTrBOpa, comepxamero pasJIn4dHEE KOHLIEHTPAaLUN
BCIIOMOTaTeJIbLHOTO BemecTBa M BTOPOW TepaleBTUUYeckuM ©OeJiok, u (3)
YCTaHOBJIEHUE TOT'O bakTa, uTo reprasd KOHLEHTpalumusa

BCIIOMOTATEJILHOTO BemecTBa B OOJbIIeM CTeleHM IIOHMXaeT BA3KOCTE,



22

yeM BTOpas KOHIEeHTpallMsa BCIOMOTAaTeJILHOTO BEMeCTBa, eCJU IIepPBHM
pacTBOp MABJIAETCHA MeHee BA3KMM. BA3KOCTE MOXeT OHTH OlpenejieHa,
HaopyMep, C IOMOIbI BMCKO3MMeTpa Aries ARG2 wmiam Brookfield RV-
DVITI.

AHAJIOTUMUHEIE CIOCOOH IIpeOHa3HadYeHE IJIA CKPMHMHIA Ha IIpelMeT
yMeHbllanmen arperanmo W CTabuUIM3Upyolen KOHLIeHTpalun
BCIIOMOT'aTeJIbHOT'O BelleCTEa.

CTa®MJILHOCTEL  MOXHO  OLEHUTHL MHOIMMM  clocofamu, BKJIIOUA g
KOHTPOJIb V3MeHEeHU I KOHbOpMaLMK B ouarasoHe TeMIlepaTyp
(TepMOCTa®UILHOCTE) W/WIM Ha OPOTAXEHUM II€PpUMOINOB BpPeMeHM (CpPoK
TOOHOCTH) n/Uim non BO3OENCTBUEM CTPEeCCOBOTO ofpalleHnd
(HanipuMmep, dusnUueckoe BCTpAXUBAHUE) . CTaBUJILHOCTD COCTaBOB,
comepXallX pas3JiMuHble KOHLEHTpaluM KOMIIOHEHTOB CcocTaBa, MOXeT
OBITE n3MepeHa C IIOMOIIEBIO pPa3JIMYHEIX CIIOoCOOOB. Hanpuwmep,
KOJIMYeCTBEHHAasa OlleHKa arperaumum OeJika MOXeT OBTE [IpOM3BeleHa
nyTeM BU3YaJILHOTO HaOJoneHmnsa MYy THOCTH, nyTeM U3MepeHUd
OINTUYUECKOV ILJIOTHOCTM IPM OIpelesIeHHOWM IJIMHe BOJIHE, C IIOMOILI0
SKCKJIO3MOHHOM XpoMaTorpadum (B xomoe KOTOpOM aTrperaThH Oejka OyIOyT
BIIOUPOBATHECA B IOPYIMX QpakKuuax, HexeJu OeJIOK B eI'0 IIPUPOIHOM
AKTMBHOM COCTOAHMM), BOXX mam IpyIMxX XpoMaToTpadMueCKUX MeTONOB.
MoryT HOPUMEHATLCA  OPpyITMe  CIOCOOH  M3MepeHMA  KOHQOPMAaLMOHHEX
VBMeHeHU, B TOM umuce, C [IpUMeHeHMEM mubbepeHUMATEHONT
CKaHUpYyIen KaJIOpUME TPpUKU (OCK), HallpuMep, 0JIs onpeneJsieHusd
TeMIlepaTyph IOeHaTypaluuu, WIXM KpyI'oBoI'o 1IuxpousMa (CD), B xonoe
Uyero U3MEepSeTCcHd MOJApPHAasd — BJUIMITUYHOCTE  DeJika. Kpome  TOTO,
biyopecueHUMA MOXET [IPUMEHSATEC A 0JIs aHamsa cocrTaBa.
OJIlyopecleHlLMa OXBaTHEBAEeT BHIEJIeHMe WMJIM I[IOIJIOUleHMe DHepIuM B BUIE
ceeTa W TerJia u M3MeHeHue [IOJISAPHEIX CBOMCTRB cBeTa.
OJIyopeclieHTHOe WUBJIyUeHMe MOXeT OHTL CBOMCTBEHHO OeJIKYy WM MOXeT
OHITE OOYCJIOBJIEHO OQJIYyOpPecClleHUMEN pelopTepHOM MOJIeKyJiH. Hanpumep,
8-HadpTaImMH—-1-CyJIbQOHORBASA KMCJIOTa (HCK) IpencTaBJIAeT cobomn
biIyopeCcleHTHHM 30HI, KOTOPEM CBA3EBAETCH C TUOPOoOOOHEMI
KapMaHaMy dJaCTMYHO pPa3BepHyTHX OejkoB. Ilo Mepe TOTrO, Kak
KOHLeHTpaluunsa Pa3BEepPHYTOI'O DeJsika [IOBHIIAETCH, yBeJIMuYnBaeTCAa
KOJIMUECTBO IMUIOAPOOOOHEIX KapMaHOB M, CJeOOBAaTeJIbHO, KOHIEeHTpalund

HCK, KOTOpPEM MOXEeT CBSA3HBaATLCA. TakKoe yBeJIMUueHMe CBA3EBaHMA HCK
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MOXHO KOHTPOJIMPOBAaThE IIyTeM OOHapyXeHMsS QJIYOPEeCLeHTHOT'O CcuIHala
BesikoBOTO oOOpasua. JJpyI'Me CpelcTBa IJIS W3MepeHud CTabMIJIbHOCTU
MOTYT IPMMEHSATBCSH UM XOPOIWO WM3BECTHH ClelMaJiucTaM U3 YPOBHSA
TeXHUKN .

300peTeHue OyneT foJjiee  IIOJIHO  IIOHATO co CCBUIKOM  Ha
cilenyouye IIPpMMeEPH C IOOPOOHEIMM IIPMMEPHEMM BapMaHTaMM peajM3alun
n300peTeHud. OmHakKo X He cljenyer paccMaTpuBaTh Kak
OTpaHMUMBaKIMe obreM U30OpeTeHUd. Bce CCBLIKMU B HacTOAmeM
IOOKYMEHTe BKJIOUEeHH B HACTOAMNMUNM IOOKYMEHT IIO0CPeICTBOM CCHUIKM.

[IPVME PEI

[IPMUMEP 1

CocTaB, comepXxammi aHTUTeJo I1gG2 (140 Mr/mMi) (aHTHTeJo A),
oIManm3mpyronT npoTue 10 MM pacTBOpa IUIyTaMaTa HaTpud, CcolepXaleIo
1% caxapos3w, pH 5,2, ¢ [OpuMeHeHMeM TOOpPUMPOBAHHOM TpyOKM IJId
nvanmza Snakeskin®, HoMmmuHasnbHOe OTcedeHMe 110 MoJiekyJapHo¥ Macce
(HOMM) 10000 (Thermo Fisher Scientific, VYosarxsMm, MaccauycerTc).
AMKBOTE IO 1 MJI pacTBOpa aHTuUTeJa A 120 mr/mim B 10 MM pacTBOpe
JIyTaMaTa HaTpusd, coIepXameM 1% caxapos3s, pH 5,2, [OepeHOCAT BO

bjlakoHEI eMKOCTbI 3 KkKy®. cM. OJAKOHH JMOPUIMBUPYIT C IIOMOILIO

JamodmimzaTopa Virtis. Conepxmumoe ©(QJakoHOB pas3bapisoT 450 MKII
Pa3JIMUHEIX pPacTBOPOB (Boma B KadeCTBe KOHTPOJA WM pPacCTBOPH
BCIOMOTaATeJIbHEX BemecTB 200 wMM) . Ilocsie pas3peleHMd, KOHLEHTpaluUu

aHTuTeJa A OBUIM OIpeleJIeHH C IoMombl Opubopa SOLO-VPE, kaxk 190
MI'/MJI. BABKOCTL M3MEepSioT C IIOMOmbBI BUCKO3UMeTpa Aries ARG2 1mpu
25°C, pesyJbLTaTH HpencTaBJieHH B Tabii. 1 HUXe.

Tabauila 1: CocTaBH aHTUTeJla A CO BCIOMOTaTeJIbHEM BeleCTBOM,

190 mr/mim mpu 20°C
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NneHTHdUKaTORP OydepHOTO BecrioMoraTenbHOE BelleCTBO
pacTBopa

A 200 MM npoJsimHa
B 200 MM apI'MHMHa IJulyTaMaTa
C 200 MM N-aueTwmii—l-apI'MHMHA
D 200 MM TyaHMIMHIIPOIMOHATAa
E 200 MM TaypoLMaMMHa
F 200 MM N-auetwmi-l-npoJsmHa
G 200 MM N-auetwmi-1l-rianurHa
H 200 MM N-aueTtwmsi-1-JM3MHAa
I KOHTPOJIE, BOIa

Ha dur. 1 IIPOMIIJIDCTPMPOBAaHO BJIMMAHNE PasJIMYHEX
BCIIOMOT'aTeJIBEHEIX BelleCTB Ha BA3KOCTE pacTBOpa aHTHUTeJla. HaHHEIE
IIOKa3BBaKnT, uTo VM CIIEITaHHEIE BCIIOMOT'aTeJIbHEIEe BemeCTBa ITamnT

IIOHMXEeHHYI BA3KOCTE IIO CPaBHEHNMK C BOIOOM B KauecTBe KOHTPOJIA.

[IPUMEP 2
CocTaB, coIepxammit aHTHUTeso 1gGl (70 Mr/mi) (a”HTuTesio B), u
cocTas, comepxamuit aHTHUTeJOo IgG2 (70  wM1m/™MiT) (auTuTeso C),

oVannsmupyT npotmus 20 MM pacTeOopa alleraTa Hartpuda, pH 4,7 u 4,9,
COOTBETCTBEHHO, C HOpuMeHeHMeM IOuaJmMs3Hou TpyOkum HOMM 10000.
Obpasusl AHTUTEJI KOHUEHTPUPYIT C [IpUMeHeHMEM LeHTPUDQYXKHEIX
dmneTpos HOMM 30000 m umeHtpupyrm Allegra X-12 R. KoHLeHTpaluu
aHTUTeJI B ofOpasllax OoIpenesidlT C IIOMOIEBI CIeKkTpodoToMeTpa Agilent
B YO0 wm BuguMMOM of0JjacTu clIekTpa. Comepxamlye BCIOMOT'aTeJIbHOe
BelleCTBO oBpasLLl TOTOBAT, nodaBias K HepachaCOBaHHOMY
KOHIEHTPUPOBAHHOMY pPacTBOPY  HaBECKM  TRBEPOEX  BCIOMOI'aTeJIbHHX
BelleCTB. BA3kKMe o0O0pa3UB IIepPeHOCAT C I[IOMOIBI I[IMIIETOK C IIPAMBEM
BHITECHEHMEM. Ba3koCThb M3MEP ST c IIOMOIIEID  [IPOTI'PaMMUPYeMOTO
BUCKO3UMeTpa Brookfield RV-DV III+ mnpum 25°C, pes3yibTaTh IPUBEIEHH

B Tabmg. 2.1 u 2.2 HUXe.

Tadmauila 2.1: AuTuTesio B - 210 Mr/mi

CocTaB BaskocTe (cll), 225/c, 25°C
KoHTpoJsies ©e3 BCIOMOTATEJIBHEX BEMeCTRB 26,0
200 MM N-aueTmi-L-apI'MHMHAa 14,3
Tabmuua 2.2: AHTuTesso C - 140 Mr/Mmi
CocTaB BaskocTe (cll), 225/c, 25°C
KoHuTpoJsis ©e3 BCIOMOTATEJIBHEX BelleCTR 22,77
200 MM N-aueTmi-L-apI'MHMHa 10,0
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B ciayuyae BCIOMOTATeJILHOTO BemecTBa N-aleTui-l-apTHMHMHA,

CHMXeHMe BAI3KOCTM IOJII aHTuTeJla B cocTaBMJIO OkoJiIO 45%, a CcHMXeHMe

BA3KOCTHM IOJIS aHTuUTeJa C - OKoJIO 56%.
[IPMUMEP 3
CocTaB, coIepXxammui aHTuTesJo I1gG2 (140 wmr/mi) (aHTuTesio D),

oVanusmupyoT npotus 10 MM pacTBOpa IJlyTaMaTa HaTpusi, COoOepXalleIlo
1% caxapose, pH 5,2, cc 1[OpuMeHeHMeM TOOPUPOBAHHOM TpPyOKM IJA
mmanmusa Snakeskin® HOMM 10000 (Thermo Fisher Scientific, Yoarxsu,
MaccauyceTc) . AJMKBOTH IO 1 MJI pacTeopa aHTuTesga D 100 mMr/mi B
10 MM pacTBOpe IJlyTaMaTa HaTpudg, colepxameM 1% caxapo3re, pH 5,2,
[IEPEeHOCAT BO QJIaKOHH eMKOCTBI 3 KyO. CcM. OIaKOHE JIMOQUIMBUPYRT C
IIOMOImbLID JIMOopuIM3aTopa Virtis. Cozepxmumoe ¢QpJIakKoHOB pa3zbarisiorT 450
MKJI BOIHE (B KadeCcTBe KOHTpPOJA 0e3 BCIOMOT'aTeJIbHEIX BeIeCTB) WK
10 MM pacTBOpPa IJylyTamarTa, comepxamero 200 MM N-aueTwmi—-L-
apruHrHa, pH 5,2. KoHUeHTpauuu aHTHUTeJla D olpemesifoT C IIOMOILBIO

npubopa SOLO-VPE. BA3KOCTH M3MeEpPST C IIOMOIBI BUCKO3MMeTpa Aries

ARG2 mpu 25°C, pes3yabTaTH IpencTaBJeHH B Tabin. 3.0 HMXe.

Tadbmuia 3.0: AuTuTesjo D — 175 MI/Mi

CocTaB BaskocTe (cIl), 1000/c, 25°C

KoHTpoJib 6e3 BCIIOMOTATEJIbHEX

BelleCTB 38,7

200 MM N-aueTmy-l-apI'MHMHAa 23,4

B ciydyae BCIOOMOT'AaTe&JIBHOT'O BelmlecTBa N-alueTuyi-1l-apI'MHUHE,
CHUXeHMEe BA3KOCTU IJA aHTuTesla D cocraBmiio okojo 40%.

[IPMMEP 4

CocTaB, comepXxammil aHTUTeJo 1gG2 (140 Mr/mMi) (aHTHTeJo E),
KOHIEHTpUpYIT mno 200 wMr/Mi C [OpMMeHeHMeM VYJIbTpaduiIbTpaluuyu u
IMadMiIbTpalM 6 OIMaduiIbTpPalMOHHEIX 00BeMOB BybepHOTo pacTBOpa A
(10 MM r©JgyTamarTa, 260 MM N-auetun-l-aprumHmHa, pH 4,6) wim
BybepHoro pacteopa B (10 MM rayramMaTa HaTpusa, pH 4,6). KoHeuHOe
3HaueHre pH obpaszsuoe VYOO onpeneyieHo, Kak b5,2. KOHIeHTpaluo

aHTuTeJla E onpenmesgoT ¢ noMombiln  npubopa SOLO-VPE. BA3KOCTH

U3MEPSAIT C IIOMOMLI BMCKO3MMeTpa Aries ARG2 mnpm 20°C, pesyJsbTaTH

npencrasjeHsl B Tabj. 4.0 Huxe.
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Tabmmia 4.0: AHTUTeJO E - 200

MI'/ MJI

CocTasn BaskocTe (cIl), 1000/c, 20°C

Auturesio E B BybepHoM pacTeBOpe B

(KOHTPOJIB ) 62,1

Auturesio E B BybepHOM pacTeOpe A

(260 MM N-aueTmji-L-apIMHMHA) 28,6

B ciydyae BCIOMOT'AaTe&JIBHOT'O BemecTBa N-alueTuy-1l-apI'MHUHE,
CHIMXEeHMe BA3KOCTM IJIS aHTUTeJla E COCTaBWMJIO OKOJIO 54%.

[IPUMEP 5

CocTaB, comepXxammi aHTUTeJo I1gG2 (140 Mr/mi) (aHTHTeJo A),
oVannsmupynT nopoTus 10 MM pacTBOpa IJlyTaMaTa HaTpusa, CcomepXallel'o
1% caxaposH, pH 5,2, <C [OIpuMeHeHUEeM TOPPUPOBRAHHOM TpyOKM MJA
mnanmz3a Snakeskin® HOMM 10000 (Thermo Fisher Scientific, Yonrxnsu,
MaccauyceTc) . AJMKBOTH IIO0 1 MJI pacTBopa aHTuTega A 120 mMr/Mi B
10 MM pacTeBOpe IJlyTaMaTa HaTpuig, colepxameM 1% caxapos3r, pH 5,2,
[IePEeHOCAT BO QJaKOHH eMKOCTBI 3 KyO. CcM. OIaKOHE JIMOQUIMBUPYRT C
IIoOMOmMbID JModuIM3aTopa Virtis. Cozmepxmumoe ¢QJjlakoHOB pa3zbarisioT 450
MKJI OOHOTO M3 Pa3JIMUHEIX pPacTBOPOB (BOHa B KaudyeCTBe KOHTPOJA WM
PacTBOPE BCIIOMOT'aTeJIbHEIX BemecTB 200 MM) (cm. Tabiu. 5 Huxe).
[locyie pasBeneHMA, KOHLUeHTpaluM aHTUTeJa A OBJIM OIpeneJieHEl C
rnomMomeio npubopa SOLO-VPE, kxak 190 wMr/mi. BA3KOCTH U3MEPSOT C
[IOMOIIBI0 BUCKO3MMeTpa Aries ARG2 npu 25°C, pes3yJbTaTH IIpencTaBJIeHH
B Tabj. 5 Huxe.

Tabauila 5: CocTaBH aHTUTeJla A CO BCIOMOTAaTeJIbHEM BelleCTBOM,

190 mr/mim mpu 20°C

NneHTHdUKaTORP 6ydepHOTO BecrioMoraTenbrHOE BelleCTBO
pacTBOpa
A 200 MM THMCTUIVHA
B 200 MM N-aueTmia-L-
TUCTUIOVHA
200 MM N-aueTmi-L-apI'MHMHA
D KOHTPOJIb
Ha dur. 2 IPOUJLIIIOCTPUPRPOBAHO BJIMSHUE PasIINUYHBIX

BCIIOMOT'aT&JIBHEIX BelleCTB Ha BA3SKOCTE pPacCcTeBOpa aHTUTeJa. HaHHEIE
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IIOKa3kEIBaKnT, uTo VM CIIEITaHHEIE BCIIOMOT'aTeJIbHEIE BemeCcTBa ITamnT
IIOHMXEHHYI BA3KOCTE I10 CPaBHEHNMIO C KOHTPOJIEM, a Takrxe
BCIIOMOTIT'aT&JIbEHEIE BelleCTBa N—aLLeTMJI—l—apI‘MHMH n N-aueTnj-1-

T'MCTHMIVH ITapT IOHMXEeHHYI BA3SKOCTE IIO CPpaBHEeHMIO C TITHUCTHMOIVMHOM B

KaueCTBe eIMHCTBEeHHOI'O BCIIOMOTI'aTeJIBHOI'O BelleCTBa.
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$OPMYJIA NBOEPE TEHNA

1. Croco®  CHWXeHMS  BA3KOCTM XMOKOTO  dapMalleBTHUUEeCKOTO
cocTaBa, coIepxXamero MOHOKJIOHAJIbHOE aHTUTEJIO B KOHIEeHTpaluM IIO
MeHbIen Mepe 70 MT/MJI, B KJIIOY a0 CTaIumo oOBenVHEeHNU I
MOHOKJIOHAJILHOT'O aHTUTEeJla C BCIOMOTAaTEeJIbHEM BeleCTBOM, BHOPaHHEM
13 TPYINHE, cocTodAmer w3 N-alueTujlapTMHMHa, N-aleTusms3uHa, N-
aleTUJITUCTUOMHAE, N-aleTUJINpoJIMHa M UX CcMecelM, B KOHIeHTpaluu,
CHMXamme BSI3KOCTL, roe BS3KOCTH  XUIKOTO  dapMaleBTHUUYEeCKOTO
cocTaBa CHMXaeTcsd IO MeHbleM Mepe Ha 5% 1o CcpaBHEHMID C
KOHTPOJILHEIM COCTAaBOM.

2. Cnonoco® mo m. 1, oTaMuapmMycd TeM, UYTO BCIOMOTaTeJIbHOe
BemecTBO fABJAeTcd N-alle TMJIapTHMHMHOM.

3. Cnoco6 mno mn. 1, oTJuMuanmmMica TeM, UYTO BCIOMOI'aTeJIbHOe
BelmecTBO fABJAeTcd N-alle TUJIJIM3MHOM.

4, Cnoco6 mo mn. 1, oTJuMuamnmmMmica TeM, UYTO BCIOMOI'aTeJIbHOe
BemecTBO fABJAeTCcd N-alle TMJITUCTUOMHOM.

5. Cnoco® mno mn. 1, oTJuMuanmmMica TeM, UYTO BCIOMOT'aTeJIbHOe
BemecTBO fABJAeTca N-alle TUJIIIPOJIMHOM.

6. Crnoco6 no JmboMy M3 IIII. 1-5, oTaMuawmmMicgd TeM, UYUTO
BA3KOCTb COCTaBa IOHWXAaeTCHa IO MeHbIeM Mepe Ha 25%.

7. Cnoco® mo n. 1, omauMuaknmmMiicd TeM, UYTO BS3KOCTE CcoOCTaBa
IIOHMWXaeTCsa I[I0 MeHbmel Mepe Ha 50%.

8. Crnoco® mo mn. 1, oTaMuapmmMicsa TeM, UYTO BA3KOCTL CcocTaBa
IIOHMXaeTCcd II0 MeHbIel Mepe Ha 80%.

o. Crioco6 mo JmwboMy M3 IId. 1-8, BKJIOYaAKIUM OOBLeOMHeHUe
BCIIOMOTaTeJIbLHOTO BelecTBa u MOHOKJIOHAJILHOTO aHTHUTeJIa Ipu
KOHIIeHTpallMM BCIOMOTATEeJILHOTO BelecTBa 10 MeHblel Mepe 50 MM.

10. Crnoco® mno Jgobomy wm3 momrI. 1-8, BRIOUAIMY O0O0bLeIMHEeHME
BCIIOMOT'aTeJIbLHOTO BemecTBa u MOHOKJIOHAJILHOTO aHTuTeJa Ipu
KOHIIEHTpalUuX BCIOMOTATEJIEHOTO BemecTBa oT 50 MM mo 300 mM.

11. Crioco6 mo JmwdoMy M3 II. 1-8, BKJOUAIUM O0O0BeIMHEeHME
BCIIOMOTaTEeJILHOTO BemecTBa u MOHOKJIOHAJILHOTO aHTuTeJa Ipu
KOHIIEHTpalUuY BCIOMOT'aTeJIEHOTO BemecTea oT 100 MM mo 400 MM.

12. Crioco®6 1o JmdoMy M3 III. 1-8, BKJOUAIMM O00BbeIMHeHMEe
BCIIOMOT'aTEJILHOTO BemecTBa u MOHOKJIOHAJILHOTO aHTHUTeJIa opu

KOHLIEHTpaurn BCIIOMOT'aT&JIBHOT'O BelleCTbBa MeHee UeM 200 MM.
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13. Crioco® 1no JimodomMy M3 on. 1-12, oTJMUanIUiCcsS TeM, UYTo
MOHOKJIOHAJILHOE aHTUTEeJIO IOIpencTaBJgeT cobom aHTuTeso IgGl wim
IgG2.

14. Cnoco® mno JgobomMy wu3 nmn. 1-12, oTaMUanmUicsa TeM, UTo
MOHOKJIOHAaJIbHOE  aHTUTEJIO  BHOUpawnT U3  IPYIIIIH, cocTodmer MU3:
anupolymMmaba, TO3UTYMOMaba, HoxoumzymMaba, ajJleMTys3yMaba,
nmeTykcmuMada, 3BOJIOKYyMaba, TpacTy3syMaba, amajimMmyMaba,
srpaTy3yMaba, OenmMmyMaba, TeMTy3yMaba, o30TraMuUlVMHa, Ddoanmsymada,

cepTomsyMaba TIerojla, »HBKyJaulyMaba, IDekcenmsyMaba, paHubusymada,

sopekoJgioMaba, JepneauMmyMmada, HMOTY3yMaba, neprysymaba,
BU3MJIM3yMaba, MypoMoHata-CD3, MHQIMKCUMaba, abumkcumabda,
HepaumzyMada, 3aHOJIMMyMaba, pUTyKCHUMaab, DazmiamkcuMada,
yCTekKnMHyMaba, najamemzymada, HaTaJlmuzymMmaba, naHnTymymaba,

oManmsyMaba, makamsyMaba, ubpurTyMoMaba THUYKCeTaHa, BernojamusyMmaba,
rajgmukcumada, JIOMUKCHUMaba, rosmMmyMaba, Manatymymaba,
OKpeJn3yMaba, 3aJIyTYyMyMaba, BoOJIOLMKCHUMaba, UNnnianMymMaba,
amexkaTyMyMat®a M OprakuMHyMaba.

15. dapmMalleBTHUUECKUN cocras, comepXamuil  MOHOKJIOHAJIBHOE
AHTUTEJIO B KOHILIeHTpalun 1o MeHbIIeM Mepe 70 MI'/MJI, u
BCIIOMOTaTeJIbHOE BEMEeCTBO, BHOpaHHOE M3 TPYIMIH, cCcocTodmer u3 N-
alueTulapI'MHMHA, N-aueTuJIIM3muHa, N-aueTuJIrucTUInHA, N-
aleTUJINIPOJIMHA M MX CMecel B KOHIEeHTpallMM CHMXallel BA3KOCTL, IIe
BASKOCTL (QapMalleBTUUEeCKOI'O0 CcOCTaBa CHMXAaeTCHa II0 MeHbIleM Mepe Ha
5% IO CpaBHEHMIO C KOHTPOJIEHEIM COCTAaBOM.

16. dapMalleBTMUECKUM COCTaB IO II. 15, oTJMUalmUicsa TeM, UYTO
BCIIOMOT'aTeJIbHOE BeMeCTBO ABJAeTCd N-aleTMJIapTMHMHOM.

17. dapMalleBTMUECKMM COCTaB IO II. 15, oTJaMUanmUMiCca TeM, UTO
BCIIOMOT'aTeJIbHOE BeMeCTBO ABJAeTCd N-alle TMJIIIM3MHOM.

18. QapMalleBTMUECKMM COCTaB IO II. 15, oTJaMUanmUMCad TeM, UTO
BCIIOMOT'aTeJIbHOE BEMEeCTBO fABJAeTCH N-alleTUMJITMCTUIOMHOM.

19. OdapmMalleBTMUECKMM COCTaBR IO II. 15, oTJMUanmUMiCcad TeM, UTO
BCIIOMOT'AaTeJIbHOE BEMEeCTBO fABJAeTCH N-alle TUMJIIIPOJIMHOM.

20. dapMalleBTUUECKUM CcocTaB 1o JoboMy M3 . 15-19,
oTJMYaKIUMCSa TeM, 4uTo pH cocTamBjageT oT okoJjo 4,0 mo okojo 8,0.

21. O®apMalleBTHUECKMM cocTaB o . 20, oTauMuanmmMicad TeM, UYTO

pPH cocrTamjsgeT oT okoJio 4,6 mo 5,4.
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22. OQapMalleBTHUYECKMM cocTaB o Jwobomy wu3 nmn. 14-21, 1mzoe
OTJIMYAIUNCSA TeM, UTO MOHOKJIOHAJIbHOE aHTUTEJIO OIpelcTaBJigeT cobon
anTureso 19Gl wmam IgG2.

23. dapMalleBTUUECKUIM COCTaB o JmoboMy M3 . 14-21,
OTJIMYAINICS  TeM, UTO MOHOKJIOHAJIbHOE  aHTUTeJIO  BHOUpawT U3
TPYIIIE, COoCToAmeM u3: aJupouyMaba, Tos3uTymoMaba, Ookouusymada,
ajleMTys3yMaba, meTykcumMaba, 2BOJIOKYMaba, TpacTysyMaba,
amajluMyMaba, DHOpaTy3yMmMaba, OenmMmyMaba, TreMTy3yMaba, O30TaMULVHAE,

spanmmsymaba, cepToJam3yMaba Ierojia, »SKyIusymaba, DekceamusyMmaba,

paHubtusymaba, sOpekrkoJsioMata, JepneanMyMata, HMMOTyY3yMaba,
neprysymaba, BUBMIIM3YyMaba, MypoMoHata-CD3, MHPJIMKCUMaba,
abumkcmuMaba, HepaumzyMabda, 3aHOJIMMyMaba, pUTyKCHMaa,
HazmimMrkcmuMaba, yCTeKnHyMaba, najJgmemuszymMmada, HaTaJlmzyMmaba,

naHnTyMyMaba, oMalnmsyMaba, Oakau3lymMada, mudpuryMoMaba TUYKCeTaHa,
BenoJusymaba, rajmmkcuMmada, JIOMMKCHMaBa, roJimMmyMaba,
MallaTyMyMaba, OKpemn3ymMmada, 3aJIyTyMyMaba, BoOJIOLMKCUMaba,
unmnaMmMyMaba, amexkaTyMyMaba v OpuakuHyMabda

24, Crnocof® MNOJIydeHUS JMOOUIMBUPOBAHHOTO IIOPOWIKAa, BKJIIOUYAKMNUNA
cramuio JuoduiImMszaumumM  papMalleBTUUECKOIT'O CcocCTaBa [0 JoboMy U3
nmn.l4-23.

[To moBepeHHOCTH
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D NOCICAYIOIHE JOKYMEHTHI YKa3aHbl B IPOJAODKCHAN

«T» - Gonee no3AHMI JOKYMEHT, ONYG/IMKOBAHHEIN NOC/E JATE NPHOPHTETA H

* Oco6bie KATErOPHH CCHINOYHBIX JNOKYMEHTOB:
NPUBEACHHBIN U9 NOHHMAHKA n306peTeHU

«A» - NOKYMEHT, OnpeacsAomui o6mul ypoBeHs TeXHUKH
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BaHHIO M T.A.
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nopovamui H306peTaTeNECKHI YPOBEHD B COUETAHHH C APYTHMH JIOKYMEH-
TaMH TOH Xe KaTeropuu

«&» - IOKYMEHT, ABNAIOWMHACS IATEHTOM-aHAIOTOM
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