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IpelyCMaTpUBAOLIMe HCIOJIb30BAaHUE JKHIKOCTHOW Xpomarorpaduu. OOUH BapHaHT peai3aluu
N300pEeTeHUsT OTHOCHUTCA K CHOCOOY KOJMMYECTBEHHOTO OINpEeNICHUs LEJeBBIX aHTHTEN B oOpasue,
HE TperycMaTpUBAIONIEMy MWCIOJIB30BaHHE >KHIKOCTHOW Xpomarorpaduy, BKIIIOYAIONIEMY O3Tallbl
JobaBneHus B oOpasell MEYEHOro AaHTHTeNa B KayecTBe BHYTPCHHEIO CTaHAApTa, pPaCILICIUICHUS
aHTHTEN B oOpasie ¢ o0pa3oBaHHEM NENTHIOB, (GPAaKIMOHMPOBAHHMSA IENTHAOB; U KOINYECTBEHHOIO
OTIpe/ieNieHHs TIeNeBBIX AHTHTEN, HCTONb3ys MS’-CHCTeMy C TpSMBIM BBOIOM, CONEPYKAIILYIO OHY
WJIM HECKOJIBKO MOHHBIX JIOBYIIEK W JIBa WM OoJiee KBaJIpPYIOJIBHBIX MAacC-aHaJIM3aTOPOB M MCTOYHUK
HOHM3AIMHU JJIEKTPOPACIBUICHHEM, IPHYEM CIIOCO0 He IpeaycMaTpUBaeT MCIOJIB30BAHUE JKUIKOCTHOM
xpomarorpaduu.
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ONMUCAHMUE U30OBPETEHMUS
2420-576568EA/019
BBICOKOITPOU3BOJUTEJIBHBIIA CIOCOB KOJIMYECTBEHHOT' O
ONPEAEJIEHUA AHTUTEJ C UCIIOJIB3OBAHUEM MACC-CIHEKTPOMETPUHA

HNEPEKPECTHAS CCBUIKA HA POACTBEHHBIE 3ASABKH

Hacrosimas 3asiBka 3asBJsieT NMPEUMYIIECTBO U NMPUOPUTET COTJIACHO IPEIBAaPUTEIbHOM
3asiBke Ha mareHT CIIIA Ne 63/036,679, nmomanHoi 9 mross 2020 roma, KOTopasi BKJIFOYEHA B
TIOJTHOM O00BbEME MOCPEICTBOM CCBLIKH.

OBJIACTb TEXHUKHA

Uzo0peTeHne B 1IeIOM OTHOCUTCS K CHCTeMaM U CrocobaM  KOJHMYECTBEHHOTO
OTIPENEIeHUs] AHTUTEIL.

MNEPEYEHB IIOCJIEJOBATEJBHOCTEN

Hacrosimas 3asiBKka COOEpXKHUT MepeyeHb MOCIEAOBATENIbHOCTEH, KOTOPBIA OBLT MOaH B
snektpoHHOM Buze B popmate ASCII, 1 OH BKIIFOUEH B HACTOSIIIMI JOKYMEHT B TIOJTHOM 00beMe
nocpencTsoM ccbutku. YkazanHas korusi ASCII, coznannas 2 utonst 2021 rona, uMeeT Ha3BaHHE
064752 032PCT1_SL.txt, u ee pazmep cocTasisieT 622 GaiiTa.

YPOBEHb TEXHUKHU U30BPETEHUSA

IIpu pa3paboTke TepameBTUYECKHX CPEACTB Ha OCHOBE AHTUTEN HAAEXKHBIH CHOCOO
KOJINYECTBEHHOTO  OMNpEAENIeHHsT  MOJIEKYJl  JIEKAPCTBEHHOrO  Cpeactsa B obOpasmax
CBIBOPOTKH/TIIIA3MBI KPOBH JKUBOTHBIX SIBJISIETCS KpaliHe BasKHBIM Uil 00€CTIeueHHs IPOBEIEHHS
TOKCUKOKHHETHYECKUX u (bapMaKOKHHETHYECKIX UCCIIEIOBAHH. KunkocTHyro
Xpomarorpaduro B COYETaHUH C METOJaMH TaHIeMHOH Macc-crniekrpomerpun (LC-MS/MS) Bce
YaIe UCTONb3YIOT Ui KOJIMYECTBEHHOT'O OMpPEeAeICHHUs TepareBTUIeCKUX NMEeNTUAOB U OeJKOB B
CIIOJKHBIX OMOJIOTMYECKHX Cpenax Onaromaps ee NpeuMyIlecTBaM B OTHOLIEHWH BPEMEHH
pa3paboTku crnoco0a, cneuuGUIHOCTH, U30MPaTEeTbHOCTH, peaan3yeMocTi
MYJIbTUIJIEKCUPOBAHUSI U IIMPOKOTO JUHAMHUYECKOTO AMAINA30Ha, MO CPABHEHHIO C aHAJIH3aMHU
cesisbiBanusl Jurasaa (LBA). OpHako craHpmapTHbele aHau3bl ¢ ucnonb3oBaHueM LC-MS
3a4aCTy0 UMEIOT HEIOCTATOK B BUJI€ HU3KOH MPOU3BOAUTENBHOCTH, Hampumep, ucnonbiysi LC-
MS B cyTku MoxeT ObITh 00padoTaHo juus 100 06pa3ios.

CnenoBarenbHO, LENBI0 H300peTeHHsl sBJsieTcss obecrieueHne Ooinee >PPEKTUBHBIX U
YyBCTBUTEJbHBIX CHCTEM H CIOCOOOB KOJWYECTBEHHOTO OMpPEIENICHUS] MOHOKJIOHAIBbHBIX
antuten (mAb) Jenoseka B oOpasue.

Eme opHol wnenpr0 wu300peTeHus: sBsieTCsl o0ecreueHue CUCTEM M CIIOCOOOB, C
MOMOIIBEO) KOTOPBIX MOKHO KOJIMYECTBEHHO OIPENesIsiTh KOHIeHTpaluio Oenka Oonee yem B 100
oOpasiax B CyTKH.

CYIIHOCTDB U30BPETEHUA

IIpennaratorcst ciocoObl KOJMYECTBEHHOTO OMpEeeIeHHs 1IeJIeBoro Oenka B oOpasie, He
NpeAyCMaTPUBAIOININE  WCIOJB30BAHME KHIKOCTHOM  Xxpomartorpaduu. OnuH  BapHaHT
peanm3anuu H300pEeTEeHUs] OTHOCUTCA K CIOcOo0y KOJHMUYECTBEHHOTO ONPEAETIeHUs LENEBbIX

aHTUTEeN B OOpaslle, He MpeNyCMaTPUBAIOLIEMY HCIIOJIB30BaHUE JKUAKOCTHON Xpomarorpaduu,



BKJIFOUAIOLIIEMY 3Tarbl 100aBJIeHUs B OOpaszell MEYEHOro aHTUTeNla B KaueCTBE BHYTPEHHETO
CTaHIapTa, pacUIEIUIEHUs] aHTUTEN B oOpasie ¢ 00pa3oBaHUEM IENTHAOB, (PPaKLIHOHUPOBAHHS
TMENTHIOB, M KOJNMYECTBEHHOTO ONDEIENCHHs IEeJeBbIX AHTHUTEN C HCIONb30oBaHHEM MS*-
CHCTEMBI C MPSAMBIM BBOJOM, COZEp:Kalleil OAHY WM HECKOJbKO MOHHBIX JIOBYLIEK U ABA WUJIH
Oosee KBaAPYIOJNBHBIX MAaCC-aHAJIU3aTOPOB U HCTOYHUK HOHHU3ALMH 3JIEKTPOPACIBUICHUEM,
npuYeM Ccrnocod He MpeaycMaTpUBaeT HCIONb30BAHUE KUAKOCTHOM Xpomarorpapuun. B
HEKOTOPbIX BAapHaHTaX pealu3alu H300peTeHus: Crocod IOMOJHHUTENBHO BKIIOUYAET 3Tall
nobasnenust k nentuaam MedeHoro nentuna Fc VVSVLTVLHQDWLNGK (SEQ ID NO:1)
nepen (pakumoHMpoBaHHEM. B OZHOM BapuaHTe peanu3alud H300PETEHHs TMENTH/IbI
(bPaKIUOHUPYIOT C TIOMOIIBIO TBepHOGhA3HOH SKCTpakiuu ¢ obOpalieHHOH (a3zoi. MedeHoe
AHTHUTEJIO B KAUeCTBE BHYTPEHHEIO CTaHIApTa U MEYeHbIH nentup Fc sSBISIOTCS MEUEeHHBIMHU,
KaK MPaBUJIO, TSKEJIBIM HU30TONOM. B HEKOTOPBIX BapHaHTax pean3aliuy H300PETeHUS TSUKEIbIHI
W30TOI BBIOPAH W3 TPYIIBI, COCTOSIIEH H3 Be, N u *H. B ogrom BAPUAHTE peaTn3alun
n300peTeHNsI LIEIeBOE AHTUTENIO MPEACTABISIET COOOH MOHOKJIOHAJBHOE aHTUTENIO YEJIOBEKA.

Eme oxguH BapmaHT peanu3anyu M300pPETEHUs] OTHOCHTCS K CIIOCOOY KOJIMYECTBEHHOTO
OTpeeNieHus] JIEKApCTBEHHOTO Tmpemnapara OeNKOBOH NpHPOIbl B OHOJOrHYEeCKOM oOpaslie,
BKJIFOUAIOIIEMY 3Tarbl J00aBiIeHUs B 00pas3el] M3BECTHOTO KOJUYECTBA MEUYEHHOTO TSDKENBIM
M30TOIOM TENTHAA B KaYeCTBE CTAHIAPTA, MMEIOIIEr0 aMUHOKHCIOTHYIO MOCIEN0BATEIbHOCTD
cormacHo SEQ ID NO:1, pacmeruieHusi JeKapCTBEHHOrO Iperapara OeNKOBOW NpUpOnAbI B
oOpasue Ha menTuabl, (PPaKLHOHMPOBAHUS IMENTHIOB B YCJIOBUSAX, KOTOPBIE OOECIIEUHBAIOT
COXpaHeHHE NENTHUIOB, UMEILNX aMHHOKUCJIOTHYIO TOClenoBaTenbHOCTh cornacHo SEQ ID
NO:1, ananuza oOpasia, copepkallero NeNnTHAbl JIEKApCTBEHHOIO Ipernapara OelkoBOH
IPUPOABI U MENTUBI B KAUECTBE CTAHJAPTOB, B OTHOIIEHUH NMPUCYTCTBHS MENTHIA, UMEIOLIETO
AMHHOKHCIIOTHYIO T0C/Ie0BaTeNbHOCTh cornacio SEQ ID NO: 1, ucnonssys MS*-cucremy s
KaTMOPOBKH YKA3aHHON CHCTeMbl, TpiueM MS®-cHCTeMa CONEpPXKHT ONHY WIH HECKOJIbKO
WOHHBIX JIOBYIIEK M JBa MJIK 0OJiee KBaAPYMOJbHBIX MAaCC-aHAJIM3aTOPOB U MCTOYHHK
WOHU3AIUH 3JIEKTPOPACIIBUICHUEM, M OINpPENEeNICHUs] KOJMYECTBa MPUCYTCTBYIOLIEro B oOpasie
JIEKAPCTBEHHOTO Mperapara OeNKOBOW NPUPOABI HCXOAS M3 HAIMYUS TENTHAA, TNpPUYeM B
crioco0e He UCTONb3yeTcs KUAKOCTHAas XxpomaTorpadus. JlekapcTBeHHbIH npenapar O0eaKoBOH
NPUPOABI MOXKET TMPENCTABISATh COOOM AHTHUTENO WM €r0 aHTHUIeHCBSI3BIBAIOIIHMHA (hParMeHT,
CIUTBIA OENoK WM pPEeKOMOMHAHTHBIH OeJoKk. B HEKOTOpBIX BapHaHTaX pean3aLuH
n300peTeHNs JaHHBIE U KOJIMYECTBEHHOTO OINPEeNIEHUs] HOHOB JIEKAPCTBEHHOTO Ipenapara u
HOHOB MEUEHHOTO MAacCC-CIIEKTPOMETPUUECKOM METKOH MenTHaa B KadecTBe CTaHapTa
COGHPAIOT TP pasHbIX MS>-cKaHHpoBaHMsIX. Kak ONMHCaHO BbIlre, MenTHAB! (PAKLHOHUPYIOT C
UCTIOJIb30BaHUEM TBepAO(ha3HON SKCTpakLuu ¢ odpaieHHo# (a3oii ¢ ucnojp3oBanueM 15-25%
aLlETOHUTPUJIA B KauecTBe MPOMbIBKU U dmronuu 20-30% aueronutpunoM. B ogHoM BapuaHTe
peanu3zanuu H300PETEHUsT HCMONB3YIOT MNPOMBIBKY 20% aueTroHUTpwiIoM U sjommio 24%
AIleTOHUTPUIIOM.

B onmHOM BapuaHTe peanm3anmMy H300peTeHHs CHOCOO MOMOJHUTENBHO BKIIOYAET 3Tall

noOaBJieHHst B 0Opasell ¢ JIeKapCTBEHHBIM MPerapaToM OeIKOBON MPUPOABI MEYEHHOTO TSIXKEJIbIM



M30TOIOM JIEKaPCTBEHHOTO Ipernapara OesKOBON NPUPOABI IIepeN pacileruieHueM odpasia.

B HekoTOphIX BapuaHTax peanu3aluu H300peTeHus: oOpaszer CONEP)KUT KPOBb WU
CBIBOPOTKY KpoBH. KpOBb WM CBIBOPOTKAa KPOBU MOJKET MPUHAIJIEKATh YEJIOBEKY WIH
OTJIMYHOMY OT 4eJIOBeKa XMBOTHOMY. B oHOM BapuaHTe peann3anuu n300peTeHus! ChIBOPOTKA
KPOBH IMPEACTaBIISAET COOOH CHIBOPOTKY KPOBU OO€3bSIHBI.

B omHOM BapuaHTe peamu3anMu  HM300pEeTEHHMs OMUCAHHBIE CHOCOOBI  MMEIOT
AMHAMHYeCKUH nuama3oH oT 1 mo 1000 MKI/MII M HIDKHHM TIPENeoOM KOJMYECTBEHHOTO
obHapyskenus (LLOQ) 1-2 mMxr/mi.

Eme B onHOM BapuaHTe peaju3aluyd H300pETeHHs OMUCAHHbIE CIIOCOOBI SIBJISIOTCS
ABTOMATH3HUPOBAHHBIMU BBICOKOIIPOU3BOAUTEbHBIMU CIIOCOOAMU.

KPATKOE OITUCAHUE I'PAOUYECKUX MATEPHAJIOB

@ur. 1 mnpexacraBnser coboii cxemarmueckoe u30OpakeHWe pabodero mpoiecca
WIIFOCTPATHBHOTO CIIOC00a, OMMUCAHHOTO B JAHHOM JOKYMEHTE.

@urypsl 2A-2C npencTaBisitoT cob0il cXeMbl, Ha KOTOPBIX NMOKa3aH pado4mil mporecc
WITFOCTPATHBHBIX CIIOCOOOB, OMUCAHHBIX B TAHHOM JIOKYMEHTE.

Qurypsl 3A-3F mpenctaBisiroT COOOH MIUTIOCTpAaTUBHBIE TpaguKH, HA KOTOPBIX
MOKAa3aHbl pe3yJbTaThl IIOCJIENOBATEIBbHOIO CKAHUPOBAHUS B PEXKHUME OTCIEKUBAHMS
napaienbHelx peakuuii (PRM) 3HIOreHHBIX NENTUAOB M MENTHUAOB B Ka4eCTBE BHYTPEHHETO
craunapta (IST).

Durypsl 4A-4C npencTapiasioT cOOOH MILTIOCTPATUBHBIE IPa(UKH, HA KOTOPBIX MTOKA3aHO
COBMECTHOE M30JIMPOBAHUE B LIMPOKOM JTMara3oHe SHAoreHHbIX U IST-nentunos ajst PRM.

Durypsl SA-5E npencraBisoT coOON MILTIOCTPATHBHbIE IpaduKU, HA KOTOPBIX MTOKAa3aHO
CKaHHUPOBaHUE B pexxuMe 2-miekcHoro PRM.

dur. 6A mnpexacrasisier coboit Macc-crniekTp yl4++ sHHOreHHOro u A00aBIEHHOTO
NEenTHAA, NOJy4YeHHbIN ¢ ucnonap3oBanueM PRM ¢ n3onuposaHueM B LIMPOKOM JUANa3OHE MPH
KoHUeHTpauun 1 Mxr/mi. @ur. 6B npexacrasisier coboii Macc-cnekTp yl4++ s3HAOreHHOro u
n00aBJEHHOTO TMEeNTHAA, TOJYYEeHHBIH C HCIOJb30BaHHEM 2-tuiekcHoro PRM  mpum
KOHLIEHTpauu | MKr/ML

@dur. 7A mnpencrasisier co0ol TaONMLy, B KOTOPOW NPEACTABJICHbI HMOHBI-MIPOIAYKTHI,
pe3yabTaThl TECTHPOBAHUS KOTOPBIX MpHBeneHsl Ha ¢urypax 7B-7D. @uryper 7B-7E
NPEACTABISIIOT COOOW MAacC-CHEeKTPhl 3HIOTEHHBIX M JO0AaBJIEHHBIX HMOHOB-TIPOAYKTOB Y8+ U
y14++ B xonmocThIx npobax miu odpasuax ¢ 10 MKI/mMi mpeacTaBisFoIero HHTepec mAb.

@ur. 8A mpexncrasnseT cobol cxemaTudeckoe H300pakeHHe DJIOIUN B CTYIMEHYATOM
rpaguente aneroHutpwia (ACN) U3 WUIFOCTPATUBHOIO Crnoco0a, OMHCAHHOTO B JIaHHOM
nokymente. @ur. 8B mpencraBisier cobod rpaduk, Ha KOTOPOM IMIOKA3aHO TMPOIEHTHOE
pacnpenenenue nentuga VVSV no 3HaueHusm cryneHdaroro rpaaueHta ACN. @ur. 8C
npeacrasisier co0oil rpaduk, HA KOTOPOM MOKa3aHa MHTEHCHBHOCTb Juid mentupa VVSV ¢
UCTIOJIb30BAHUEM pPa3HbIX OKOH 3yomuu ¢ nomombsio ACN (mpombiBka 18%, amommst 24%;
npombiBka 18%, smouus 26%; npombiBka 20%, smonust 24%; npombiBka 20%, smrorus 26%).

Qurypsl 9A-9B mpencraBisoT CcOOOH Macc-CHEKTPbl, HAa KOTOPBIX IIOKa3aHa



OTHOCHTEJIbHAsI PacIpOCTPaHEHHOCTh MOHA-NpoaykTa y14++ B muanmere ¢ copOentom Oasis
st SPE, ¢ mpombiekoii 18% ACN wu smrorueit 24% ACN (¢ur. 9A), u B miaHmere ¢ COpOeHTOM
Strata X ansa SPE, ¢ npomsiBkoii 20% ACN u samonueii 24% ACN.

@urypsl 10A-10B npencraBnsatoT coboi KanuOpOBOYHbIE KPUBbIE, HA KOTOPBIX ITOKa3aHa
UHTEHCUBHOCTb CHUTHAJa, COOTBETCTBYIOILETO MEYEHHOMY TsDKEIbIM H30TONOM MENTHUAY, B
3aBUCUMOCTHU OT PA3JIMYHBIX KOHLIEHTPALUH MEUYEHHOI'O TsDKEJIbIM M30TONOM nentuzaa. /lanHbie
ObUTH aNMPOKCHMHPOBAHBI C HCIOJIb30BAHHEM JIMHEHHON PEerpecCHOHHON MOJIENU C BECOBBIM
ko3 duumentom 1/x.

@urypsl 11A-11B npencrasnsitoT coboii kKaTuOpPOBOUHBIE KPUBbIE, HA KOTOPBIX MOKa3aH
HOPMAJTM30BAHHBIA OTBET B 3aBHCUMOCTH OT Pa3jMYHBIX KOHIIEHTpaUui Oenka mysi oOpasLoB ¢
no0aBJIeHUEM MEYEHHOTO TSDKENbIM M30TONOM MAD B KauecTBe BHYTPEHHErO CTaHIApTa.
JlaHHble OBUTH aNMPOKCUMHPOBAHBI C HCIIOJNBb30BAHHEM JIMHEHHOW pPErpecCHOHHON MONIETH C
BECOBBIM Ko3(purmeHTom 1/x.

@ur. 12 npencrasisier codoii TabuIly, B KOTOPOH MPEACTaBIEHBI PE3yJIbTAThl aHATN3a
obpasuoB mist QC, UCob3yst OMUCAHHBIE CIIOCOOBI JIJIsl BBISIBJIEHUST KOHIIEHTPAI[UU AHTUTENA.

Qurypsl 13A-13B  mpencraBnsroT coOOH Macc-CHEKTPhl, Ha KOTOPBIX IIOKa3aHa
OTHOCHUTENIbHAs PacIpOCTPAHEHHOCTh AHAOTeHHbIX MU SIL-nentunoB B CHIBOPOTKE KpPOBU B
KadecTBe XoJocTol mpoOsl (¢ur. 13A) u B chIBOpOTKE KpoBH+mMAD B KauecTBe BHYTPEHHETO
crangaprta (¢ur. 13B).

@ur. 14 mnpencraBiasier coboil Tabiuily, B KOTOPOW TMPENCTaBICHBI Pe3yJbTaThl
onpenenenust LLOQ ¢ ucrnonb30BaHNEM pPa3HBIX CEPUIl CHIBOPOTKU KPOBU OOE3bsIHBI.

@ur. 15A-15B npeacraBisoT coOol KanuOpOBOYHBIE KPUBBIE, HA KOTOPBIX MOKAa3aHbI
oTHOcUTeNbHBINA OTBeT (pur. 15A) u uaTeHcuBHOCTH ((ur. 15B) B 3aBUCUMOCTH OT pa3IUYHBIX
KOHLeHTpauuii mAb1 B cbiBOpoTKe KpoBU 00e3bsinbl. Dur. 15C mpencrasinsier codoit Tabiuily, B
KOTOPOH MpPeCTaBIIEeHbI Pe3yJIbTaThl aHann3a oopas3uos uist QC.

Qdur. 16 mnpencraBiasier coOoii cronO4aThiii rpaduk, Ha KOTOPOM IOKAa3aHO, 4YTO
yBennueHue oobema npombiBky yayuinaer LLOQ. ITo ocu X npencrasiieH 00beM MPOMBIBKH, a
1o ocu Y MpeacTaBlieH OTBET MpH KOHIEeHTparuu | Mxr/mi mAb/xosnocTast mpoba.

NOAPOBHOE OINTUCAHUE CYIIHOCTHU U30BPETEHUA

I. Onpenenenns

Crnenyer moHUMaTh, YTO JAHHOE OMMCAaHUE HE OTPAaHUYUBAETCS ONMUCAHHBIMU B JaHHOM
JOKYMEHTE KOMITO3UIMAMHU M CIOCO0aMH, a TaKKe OMHUCAHHBIMH YCJIOBHSMH SKCIIEPUMEHTOB,
MOCKOJIbKY OHU MOT'YT BapbupoBaThes. Taxoke cieayeT MOHUMATh, YTO IPUMEHseMasl B JaHHOM
JOKYMEHTE TE€PMHHOJIOTHs TNpeAHa3HaueHa TOJIbKO JAJIl ONUCAHUs OMNpEENeHHbIX BapUaHTOB
peanm3anuyu M300peTeHNsT U He TNpeJHa3HaueHa JUIsl OTPaHWYEHUs], TIOCKOJIBbKY O0BEM TaHHOTO
OmHCaHus OyJeT OrpaHUYUBATHCS TOJIBKO MprUiaraeMoi Gopmyioi u3o0peTeHusl.

Ecnun He yka3zaHO HHOe, BCe INpPUMEHsEMble B JAHHOM JOKYMEHTE TEXHUYECKHE U
HAay4YHbIE TEPMHUHBI UMEIOT T€ JK€ 3HAYEHUs, KOTOPbIe OOBIYHO MOHITHBI PSAJOBOMY CHELHATIHCTY
B 0o0jacTu, K KOTOPOH OTHOCHUTCS JaHHOE OmHucaHue. TeM He MeHee Uil peanu3alud Ha

MPAaKTHUKE HWJIN TPOBEPKU AAHHOI'O I/1306peTeHI/I$I MOKHO HCITOJIb30BaTh JIFOOBIE KOMIIO3HUIIHH,



croco0bl M MaTepuasibl, NMOAOOHBIE WM 3KBHUBAJICHTHBIE TAKOBBIM, ONHMCAHHBIM B JaHHOM
nokymeHTe. Bce ymomuHaeMbple B TaHHOM JOKYMEHTE MNyONMKAaLUK BKJIOUYEHBl B JTAHHBIN
JTOKYMEHT B TIOJIHOM 00BEMe IOCPECTBOM CCBUIKHL.

IIpuMmeHeHne CI0B B €AMHCTBEHHOM UHUCJIE€ B KOHTEKCTE ONUCAHMS JAHHOTO M300peTeHus
(B ocobeHHOCTH B KOHTEKCTE (POPMYJIBI H300PETEHHSI) JOJKHO TOJKOBATHCS KaK OXBATHIBAIOLIEE
KaK €IMHCTBEHHOE, TaK U MHOXKECTBEHHOE YUCJIO, €CJIM B JAHHOM JIOKYMEHTE HE YKa3aHO MHOE
UJIU €CJIA YKA3aHHOE SIBHO HE IPOTUBOPEYUT KOHTEKCTY.

ITonpasymeBaercs, 4TO B JAaHHOM JOKYMEHTE ONMCAHUE UANA30HOB 3HAYEHUH CIY>KUT
JUIIb B KaUeCTBE COKPALIEHHOTO Croco0a MHAMBUAYAJBHOTO YKa3aHUsI KaXKIOTO OTAEIBHOTO
3HA4YEeHUs, MOANANAIOLIEro IOJA AWAana3OH, €CIM B JAHHOM JOKYMEHTE HE YKa3aHO WHOe, U
KaXXJ0€ OTAENbHOE 3HAUeHHE BKIIFOUEHO B JAHHOE ONMMCAaHHWE M300peTeHus, Kak eciu Obl OHO
OBUIO OTAEBHO OMHCAHO B JAHHOM JJOKYMEHTE.

IIpumeneHne TepMUHA «OKOJIO» MPEIHA3HAYEHO sl ONMUCAHMS 3HAYEHWU BBILIE WU
HIDKE YKa3aHHOTO 3HA4YeHHUs B AuanazoHe mpuOm. +/- 10%; B mpyrux BapHaHTax pealu3alud
n300peTeHNs] 3HAYEHUS] MOTYT BapbHUPOBATHCS BBIIIE WM HIDKE YKA3aHHOTO 3HAYEHUS B
nuamasoHe npudn. +/- 5%; B APYrux BapHaHTaxX peaNn3alud H300peTeHHs] 3HAUEHHUs] MOTYT
BapbUPOBATHCS BBIIIE WJIM HUKE YKa3aHHOTO 3HAUEHWs B auamna3oHe npubdn. +/- 2%; B apyrux
BapUAHTAX peaJH3aliid H300pPETEeHHs] 3HAUYEHUs] MOTYT BapbUPOBATBHCS BBINIE WM HUXKE
YKa3aHHOTO 3HAaueHWst B 1uama3oHe npuon. +/- 1%. BeimeykasanHble JUana3OHBI
MpeNHAa3HAYEeHbl Il Pa3bsCHEHUs] KOHTEKCTAa, U HUKAKUX AOINOJIHUTENIbHBIX OTPAaHUYCHUN HE
noapasymeBaercsi. Bce ommcaHHble B JAHHOM JTOKYMEHTE CIIOCOOBI MOXKHO OCYILECTBJIATH B
m000M MOAXOAIIEM MOPsiAKE, €CIU B TAHHOM JOKYMEHTE HE YKa3aHO MHOE WJIM 3TO SIBHO He
IIPOTUBOPEUYUT KOHTEKCTy. IIprMeHeHne Bcex BO3MOXKHBIX MPUMEPOB WM YTOUHSIOIIUX CJIOB
(HampuMmep, «TaKOHM Kak»), MPEACTaBIEHHbIX B TAHHOM JOKYMEHTE, IPEeIHa3HAYEeHO MPOCTO IS
Jydled WUTIOCTPAMK JaHHOTO M300pEeTeHHs, U He SIBJIIETCS OrpaHuYeHHeM o0beMa JaHHOTO
u300peTeHusi, eciiu He 3asBjIeHO uHoe. Hukakas u3 GOpMyJNHMpOBOK B JAHHOM OIMCAHMU HE
JOJKHA UCTOJIKOBBIBATHCS KAK YKa3aHUE KAKOTO-THOO0 HEe3asIBICHHOTO 3JIEMEHTa, HEOOX OTMMOr0
IJIS1 OCYIIECTBIICHUS JTAHHOTO N300PETEeHNs HA IPAKTUKE.

Tepmun «Oenok» OTHOCHUTCS K MOJIEKYJIE, COAep Kalel aBa mim 0ojiee aMIHOKHCIOTHBIX
OCTAaTKOB, COEIMHEHHBIX APYr C APYIOM MOCPEACTBOM NENTUAHON CBA3U. benok BkiIrO4aer
NOJUMENTHAb W TeNTUABl, M OH MOXET TaKXe BKJYAaTb MOTU(PHUKAIMH, TaKHe Kak
TJIUKO3MIIMPOBAHNE, TPHCOSTUHEHNE JINIHIOB, CYJlIb(paTHpOBaHHE, TaMMa-KapOOKCUIIMPOBAHNE
OCTAaTKOB  INTyTAMHUHOBOM  KUCJIOTBI, AaJKWIMPOBaHME, TuApokcunupoBanue u AJID-
pubo3mnupoBaHue. benku MOryT npencTaBiIATh HAYYHbIA NI KOMMEPYECKHH HHTEPEC, BKIIFOYast
JIEKapCTBEHHBbIE CPEJCTBA HA OCHOBE OEJKOB, U NMPH 3TOM O€JNKH BKIIIOYAIOT, CPEOH IPOHUEro,
(bepMeHTBI, JTUTaH/bl, PELETITOPBI, AHTUTEA U XMMEPHbIE MK CIUThIe Oenku. benku mony4aroT
C MCIIOJIb30BAaHUEM PA3JINYHBIX TUIIOB PEKOMOMHAHTHBIX KJIETOK, UCIOJB3YS XOPOIIO U3BECTHBIE
Croco0BI KYJBTHBUPOBAHHUS KJIETOK, M B LEJOM HUX BBOJSAT B KIETKY C IOMOIIBIO METOIOB
TEHEeTHYECKOW WHXXeHepuH (Kak, HarpuMep, B BUJAE IOCJIEAOBATENBbHOCTH, KOAUPYIOLIEH
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MOCJIEIOBATENBHOCTH U T. 11.), TJI€ KOAUPYIOIIUE UX MOCIEN0BATEIbHOCTH MOTYT HaXOQUTHCS B
BUZIE STIFCOMBI HJTH MOTYT OBITh HHTEIPHPOBAHBI B TEHOM KJIETKH.

«AHTHUTENO» OTHOCUTCA K MOJIEKyJIe HMMYHOTJIOOYJIMHA, COCTOSINEH U3 4YeTbIpex
NOJIUMENTHAHBIX menel, nByx Tspkenblx (H) meneit u aByx nerkux (L) menei, coennHEHHBIX
Mekny coOol mucynbGUAHBIMU CB3siMU. Kaxcmast Tsokenas Lenb CONEPIKHT BapUaOeNbHYIO
obnacts Tspxenoi nenu (HCVR wnn VH) u koHCTaHTHYI0 001acTh TsDKEN0# nenu. KoncrantHas
obnactb Tspkenod nemu coxpepxkut Tpu pomeHa, CH1, CH2 u CH3. Kaxpas nerkas nemns
COMEPKUT BapuabeNbHYH O0JIACTh JIETKOW IeNMd W KOHCTAHTHYK OOJIaCTh JIETKOHW LEIH.
KoncranTHas obnacte jierkoi nenu cocrout w3 omnoro momena (CL). VH- u VL-oGnactu
JOTIOJIHUTEIBHO MOTYT OBbITh MONpAa3NeieHbl Ha TunepBapuadenbHble O0JaCTH, Ha3bIBAEMbIC
OTPEAENIOIUMI KOMIUTeMeHTapHOCTh oOsactsamu (CDR), mepemexaromuecs ¢ oONacTsiMH,
KOTOpBIE SIBJISTFOTCSI OOJiee KOHCEPBATHUBHBIMH, Ha3bIBaeMbIMU KapkacHbiMU obOmactsimu (FR).
Kaxnas VH u VL cocrout u3 tpex CDR u udersipex FR, pacnonoskeHHBIX, OT aMHHO-KOHILIA K
kapbokcu-koHIy, B cneayromemM nopsinke: FR1, CDR1, FR2, CDR2, FR3, CDR3, FR4. Tepmun
aHTUTENO» BKIIOYAET CCBUIKY KaK Ha TJIUKO3WIMPOBAHHBIE, TAaK M HETJIMKO3WJIMPOBAHHBIE
UMMYHOTJIOOYJIMHBl  JIFOOOrO HM30THIMA WM TOAKJAacca. TepMUH «aHTHTENO» BKJIIOUAET
MOJIEKYJIbl AHTHUTEN, TOJYYEeHHBbIC, OSKCIPECCHPOBAHHBIC, CO3IAHHBIC WM BbIIEICHHBIE C
MIOMOIIBI0 PEKOMOWHAHTHBIX CITOCOOOB, TAKME KaK aHTHUTENA, BBIACIEHHbBIE U3 KIETKH-XO35MHA,
TPaHCOUILUPOBAHHON JUISI SKCIIPECCHU aHTUTeNa. TepMHUH aHTHUTENO TaKKe BKIIIOYAET
oucrierpuyueckoe aHTUTENO, KOTOPOE BKJIOUAET TeTePOTETPaAaMEpPHBI HMMYHOIJIOOYJIHH,
KOTOPBII MOXET CBs3bIBaTbC Oonee dYeM C€ OJHUM  OTJIMYAKOLIMMCS  SIMUTOIOM.
bucnenuduueckue anTuTena B 0OLUX YepTax OMUCAHBI B 3asBKe Ha Bbiaady mareHta CIITA Ne
8586713, kOoTOpast BKIIFOYEHA B JAHHYIO 3asBKY ITOCPEACTBOM CCBUIKH.

«Fc-cnuteie Oenmkm» comepkaT 4acTh WJIM BCe M3 ABYX WM Oojiee OENKOB, OAMH W3
KOTOPBIX IpencTasisier codol Fe-uacTh Monekysisl IMMYHOTJIOOYJIMHA, KOTOPBIE B IPUPOAE HE
BCTpe4aroTCsi  BMecTe. [lojydyeHue  CIUTBIX  OENKOB,  COAEpIKAIMX  OINpeeeHHbIe
reTepOJIOTUYHbIE MMOJUMENTUABL, CIUThIE C PA3IMYHBIMU YaCTSIMH MPOUCXOASIINX U3 AHTHUTENA
nonunentuaoB (Bkirodas Fc-momen), onucano, Hanpumep, Rath, T., et al, Crit Rev Biotech,
35(2): 235-254 (2015), Levin, D., et al., Trends Biotechnol, 33(1): 27-34 (2015)). «PeuentopHbie
Fc-cnutble Oenku» comep:kaT ONMH WM HECKOJBKO BHEKJIETOYHBIX JIOMEHOB pELEenTopa B
coyeraHun ¢ Fc-pparmMeHTOM, KOTOpBIH B HEKOTOPBIX BApUAHTAX peaH3allHd H300pETEHHs
COIEPKUT MAPHUPHYIO 00JacTh, 3a KoTtopoi cienyior CH2- u CH3-nomeH nmMMyHOrI00ynmuHa.
B HekoTOpBIX BapuaHTax peanuzauuu n3odpereHus Fc-cnuteiii 6em0k conep kUt ase wim dOosee
OTHENbHBIX LIETel perenTopa, KOTOPbIe CBSA3BIBAIOTCA C OJHUM MM HECKOJBKHUMHU JIMTaHIAMH.
Hampumep, Fc-ciaureiii Oenok siBisiercss OTKOM-JIOBYIIKOW, TaKUM Kak, Hampumep, Oesok-
nosymka st IL-1 v Genok-nosymmka mist VEGF.

TepmuH «HEe mNpenycCMaTPHBAIOIIUI HCIIONB30BAHUE >KUIKOCTHOH Xpomarorpadum»
O3HA4aeT, YTO B ONUCAHHBIX CHOCO0AX M CHUCTEMax He HCIIOJIb3YEeTCS METOAMKA KHIKOCTHOM
XpomaTtorpadun.

I1. BbicoKONpPOH3BOAUTEIbHBIH CMOCO0 KOJHYECTBEHHOI0 ONpeae/eHHs] AHTHTEJ C



HCMOJIb30BAHHEM MACC-CIIEKTPOMETPHH

B naHHOM JOKyMEHTE OMHCaHBI CUCTEMbI U CIIOCOOBI KOJMYECTBEHHOTO ONpeesIeHHs
JIEKapCTBEHHBIX MpenaparoB OeNKOBOH MpUpObl B 00pasiie, HanpuMep, OMOIOTHYECKHUX Cpenax
OTIIMYHOTO OT 4YeJOBeKa JKUBOTHOro. B omHOM Bapuante peanuszanuu H300peTeHHs
JIEKapCTBEHHBIH Ipenapar OeNKOBOH NpPUPOIBI MpEACTaBiseT CcOOOH aHTUTENO WIH ero
AHTUTEHCBSI3BIBAIOLINI (PparMeHT, CINThIH Oenok mimM pekoMOuHaHTHbIA Oenok. Kak mpasuiio,
AHTUTENIO TpPEACTaBiseT COOOH MOHOKJIOHAJIBHOE aHTUTENo. TO4YHOE W HaIeKHOE
KOJIMYECTBEHHOE OIMpeeeHHe MOJIEKYJ JIEKapCTBEHHOTO Tpernapara OejKOBOW MPHUPOABI B
o0pasiax ChIBOPOTKH/TUIA3MbI KPOBH KUBOTHOTO SIBJISIETCSI KpaiiHe BasKHBIM Ul OOeCriedeHust
NPOBEIECHUS] TOKCHKOKMHETHYECKUX U  (PApPMAKOKMHETHUECKHX MHCCIEJOBaHHA B  XOJe
pa3pabOTKU TepaneBTUYECKUX CPEACTB Ha OCHOBe OenakoB W aHtuten. JIpyroil BapuaHT
peanu3ai U300pEeTeHUsT OTHOCUTCS K BBICOKOIPOHM3BOAMTENIbHBIM CHUCTEMaM M Criocodam,
BKJTIOYAKO M HE MPeIyCMaTPUBAIONINI UCIOJb30BAHUE KUAKOCTHOTrO Xpomarorpada (6e3 LC)
crnocol ¢ UCIOJIb30BaHHEM Macc-criekTpoMerpun (MS) B pexiiMe OTCIeKUBAHUS MapaslieIbHbIX
peakuuii (parallel reaction monitoring, PRM) nisi KOMM4YECTBEHHOTO OMpeAeNieHus] B oOpasie
mAb, xak npaBuio, antuten denoseka (pur. 1). [pyroii BapmaHT peanmsanuu H300peTEHUsS
OTHOCHUTCSI K Croco0y, B KOTOPOM HCIIOJB3YeTCsl MPSMON BBOX C MOMOLIBIO HAHOCTpes IJIs
BBICOKONPOM3BOAUTENbHOTO aHamm3a (<1 MuH Ha oOpasen, HyJeBas MepeKpecTHas
KOHTaMUHaLWs1) U yHUBepcanbHbli cypporatHeiid nentua (VVSVLTVLHQDWLNGK (SEQ ID
NO:1)) uz Fc-obnactu B kauecTBe BHYTPEHHETO KOHTPOJISI ISl KOJTMYECTBEHHOTO OMpPEeICHHS
B oOpasue obmero mAb yenoseka.

WnnroctpaTuBHBIA coco0, He NpenyCMaTpPUBAIOLIMN HCIONB30BAHUE KUAKOCTHOM
xpomatorpaduu, BKIIOYaeT paciieruieHne Oenka B oOpasue Ha mnenTuasl, Ao0aBieHUe
MEUYEHHOTO TSDKEJIbIM M30TOIOM IMENTHAA B KAaueCTBE CTAHIAPTA, UMEIOIIEro aMUHOKHCIOTHYIO
HIOCJIEIOBATENILHOCTD CypporaTtHoro nentuna, takoro kak SEQ ID NO:1, ¢pakuuonupoBanue
obpasiia u aHanu3 oOpasia ¢ MUCIOMb30BaHHEM MS-CHCTEMBI ¢ MPSIMBIM BBOJIOM, COZEpIKAIIei
OIIHY MJIM HECKOJIbKO MOHHBIX JIOBYIIEK, /1Ba WM OOJiee KBAIPYIOIbHBIX MAacC-aHAJIU3aTOPOB U
UCTOYHUK MOHU3ALIUH dJIeKTpopachbuieHneM (pur. 2A).

Eie onuH BapuaHT peann3alid H300pETeHHs] OTHOCHTCS K CIOCO0Y KOJMYECTBEHHOTO
OIpezieSieHUs] KOHIIEHTPALUK aHTUTeNa B o0pasiie, He MpedyCMaTPUBAIOIIEMY HCIIOIb30BaAHKE
JKHIKOCTHOM Xpomarorpaduu, BKJIOYAKOLIEMY 3Tambl 100aBlieHHs B oOpasell BHYTPEHHErO
CTaHapTa, HaMpHMEp, MEYEHOrO aHTHUTENa, PACIIEIUIEH s aHTUTeN B oOpasie ¢ oOpa3oBaHHEM
MENTUIOB, pa3/eieH sl MeNTHIO0B, HAPUMED, C UCTIOIb30BaHUEM TBePAO(a3HOM SKCTPAKLUU, U
KOJIMYECTBEHHOTO OMNpeNeNieHusT aHTuTeda B oOpasie, ucmosb3yss MS-cucremy ¢ mpsiMbIM
BBOJOM. B onmHOM BapuaHTe peanusauud u3zo0Operenuss MS-cucrema ¢ MpsMbIM BBOJOM
BKJIIOYAET OJHY HJIM HECKOJbKO HOHHBIX JIOBYIIEK, N1BA HJIH 0oJjiee KBaJAPYIOJbHBIX Macc-
aHAJN3aTOPOB M UCTOYHHK MOHHU3ALNH 3JIeKTpopacnbuieHueM (¢ur. 2B).

Eme onuH BapHaHT peanu3auud H300pETEeHHs] OTHOCHTCS K CHOCOOY KOJMYECTBEHHOTO
OTIpeNeNIeHNs] IIeNIEBbIX AaHTUTEN B oO0Opasie, He MpenyCMaTPUBAIOLIEMY HCIIOJIb30BAHUE
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aHTHTENa B KaUeCTBE CTAHIAPTA, PACIICIUICHUs] aHTUTEN B oOpasle ¢ o0pa3oBaHHEM MENTHAOB,
($pakUMOHMPOBAHUS TENTHIOB, W KOJMYECTBEHHOI'O ONpEAENeHHs ILeNIeBbIX aHTHUTEN C
UCNOJB30BaHnEM MS-cucTembl ¢ MPSMBIM BBOAOM, COAEp Kalleld OfHY MM HECKOJbKO MOHHBIX
JOBYIIEK W JBa WM Oojee KBaApPYMOJbHBIX MAacC-aHAJIU3aTOPOB M HCTOYHUK HMOHHU3ALUU
sanexTpopacnbuienueM (ur. 2C).

JlomonHuTeNbHBIE CBEAEGHUs MO crmocodaM M CUCTeMaM  MPEACTAaBIIEHbl B
HIDKECIEAYOLINX pa3aesnax.

A. Pacmennenue

B omHOM BapumaHTe peanuzanuu U300peTeHHs! MPEICTABISIOIINN HMHTepeC OeNoK WiH
JIEKapCTBEHHbIH  mpemapar OEJKOBOW  NPHPOIbI,  HANpPUMEP, AaHTUTENO WIH  €ro
AHTUTCHCBS3BIBAIOIINN (DPArMEHT, CIUTBINA O€JOK MM PEeKOMOWHAHTHBIN O€JIOK, pacIleruIsoT ¢
o0pa3oBaHMEM NENTHAOB, KaK MpPaBWIO, B 96-IyHOUHOM IulaHIIeTe. B omHOM BapuaHTe
peanu3anuu U300pPETeHHs] MEUEHBbIH MEeNTHI B Ka4eCTBE BHYTPEHHErO CTaHAApTa, HANpPUMED,
SEQ ID NO:1, nobapnsitoTr B o0Opasel, COIEpsKallvil IeJieBble aHTUTENA, a 3aTeM oOpasel]
MOJIBEPTAIOT pacCIUIeTUIeHUI0 Oenka. B apyrom BapuaHTe peanu3anuyd U300peTeHusi B oOpaserl,
COZEp AL LIeJIeBble aHTUTENA, TOOABISIFOT MEYEHOE aHTUTENIO B KAYECTBE CTAHAAPTA, a 3aTEM
€ro MOJBEPraroT PaCLIEIICHHUIO.

Crnioco0Ow1 pacmeruieHus 6€TKOB M3BECTHBI B TAHHOH OOJIACTH TEXHUKH. BelKku MOXKHO
pacwmerisiTe MyTeM (EPMEHTAaTHBHOIO pPACLICTIEHUS C TOMOLIBIO  MPOTEOJUTHYECKHX
(bepMeHTOB WK nyTeM He(hEePMEHTATHBHOTO PACLIETUIEHHS C TOMOIIBI0 XUMUYECKUX PEareHTOB.
HnmocTpaTUBHBIE NPOTEONUTHUYECKHE (PEPMEHTHI IS paclieruieHus] OeNKOB BKIIIOYAIOT Oe3
OTpaHUYEeHUs] TPUIICUH, MENCUH, XUMOTPUIICUH, TEPMOJIU3HH, NanauH, npoHasy, Arg-C, Asp-N,
Glu-C, Lys-C u Lys-N. Jlns obecneueHusi MOJHOTO pPAaCIEIUICHHs MOKHO HCIOJIb30BaTh
KOMOMHALMM TPOTEOIUTHYECKHX (pepMeHTOB. MImocTpaTUBHbIE XMMHUYECKHE PEareHThbl Ui
pacieruieHuss OEIKOB BKJIIOYAIOT 0€3 OrpaHuyYeHHss MypPaBbUHYIO KHUCIIOTY, COJSIHYIO KHCIIOTY,
YKCYCHYIO KHCJIOTY, OpOMIIHaH, 2-HUTPO-5-THOLMAHOOEH30aT U THAPOKCUIIAMHUH.

B opmHOM BapmaHTe peanu3zanuu HM300peTeHHs JTan Crocoda, 3aKIYarOIUICS B
pacCLIEIUICHUH,  OCYLIECTBJISIFOT C  HMCHOJb30BaHUEM  96-JTYHOUHBIX  IUIAHLIETOB B
aBTOMATH3UPOBaHHOW paboueit cranumu Biomek® FX' or Beckman Coulter, kortopas
o0ecrieuynMBaeT CKOPOCTb M NPOM3BOOUTENBHOCTh, KpaWHE BaXKHbIE IUJIsI COBPEMEHHOM
UCCIIeIOBATENbCKONH cpenpl. B amanTuBHOH muaTgopMme IOCTYIHBI MOJETH IMUIETOYHOTO
7o3aropa € ONHOW WM JABYMsI TOJIOBKAMH, OObeouHstomue B cebe MHOTOKaHAIbHOE
packanbiBanue (96 wmu 384) m packambiBaHMe Span-8, M OHa SBISETCS HIACATBHOW IS
BBICOKOTIPOU3BOANUTENBHBIX pab0ounX MPOLIECCOB.

B omHOoM BapuaHTe peanuzanuu u3oOpeTeHus obpasen pasBomsiaT 8 M MOUEBHHOM,
TPUINICHHU3UPYIOT B TEYEHHE HOYU NMPU COOTHOIIEHUH | k 10 B BOCCTAHABJIMBAKOLINX YCIOBUSX.
HUnnrocTpaTuBHBIE  BOCCTAHABJIMBAIOININME  CPEACTBA  BKIIOYAKOT  2-MEpPKaNTO3TaHON U
mutuotpenrton (DTT). B oqHOM BapuaHTe peanuzanuy n300peTeHus: o0paser] BOCCTAaHABJINBAIOT
¢ nomouisro 10 MM DTT.

B. ®pakuuonnpoBanue



ITocne pacmeruieHust obpaser] MOABEPTaoT (PPaKLIMOHUPOBAHUIO C LIENBIO Pa3/eleHUs
o0pa3yromuxcst B pe3yJbTaTe pacIIelyIeHHus MenTHAOB. B OIHOM BapHWaHTe peann3aluu
u3zobpeTeHust oOpaszer] (PakIUOHHPYIOT B YCIOBUSIX, MO3BOJSIIOMINX COXPAHITH NENTHI B
kauectBe BHyTpeHHero cranmapra (VVSVLTVLHQDWLNGK; (SEQ ID NO:1)) u ynansrs
OOJBIIMHCTBO APYTUX HEKENATENbHBIX KOMIIOHEHTOB JJIsI IOBBIIIEHUS YyBCTBUTEIBHOCTH
ciocoba. B onHOM BapmaHTe peanusanuu u300peTeHus (PpakHOHUPOBAHHE OCYLIECTBISIIOT C
UCIIOJIB30BAHUEM TBepAO(pAa3HOH HKCTPAKIMH, B YACTHOCTH, TBEpAO(DA3HOH SKCTPAKIHUU C
oOpaineHHO# (ha3oii B 96-7TyHOUHOM ILJIAHIIETE.

1. TBepaogaszHas 3kcTpakuus

[Mapamerpbl TBepmodazuoii skcrpakimu (SPE) TectupoBanum mnyrem CpaBHEHHs
HECKOJIbKUX KOMMEpUYeCKHM HOCTYNMHbIX nponaykToB st SPE, Bkmodas mnaHmer ¢ 30 wr
copbentra Oasis HLB ¢ oOpamenHnoii ¢asoli, muanmer ¢ 10 mr copbenrta Oasis HLB ¢
obpamenHoi (azoii, mianmer ¢ 10 mr copbenta Strata-X ¢ oOpammeHHo# (a3oii, miaHmer ¢ 2
mr copbenra Strata-X ¢ oOpameHHoi ¢a3ol, MIaHmeT ¢ OO0eCNeYMBAIOIINM CHUJIbHBIN
KaTHOHHBIA 00MeH copOeHToM Strata-XC s CMEIIaHHOTO PekuMa PasfesieHus] U TUIAHIIET C
00eCcTeunBarOIUM CHIIbHBIA aHUOHHBIA 00MeH copbenTom Strata-XC miisi cMEIaHHOTO pekuma
pazneneHus.

[TapaMeTpbl NPOMBIBKM U JJIIOLMH HCCIEAOBAIM HAa MOABEPTHYTHIX PACIIETUICHUIO
oOpa3Lax B KOMMEpPYECKH JIOCTYIHBIX TUIAHIIEeTaX ¢ ucnojib3oBaHueM 12%, 14%, 16%, 18%,
20%, 22%, 24%, 26% aneronutrpmia (ACN) (¢ur. 8A). Ha ¢ur. 8B mnokazan mnpoduiap
crynendaroii smonuu. Ha ¢ur. 8C mokasaHa WHTEHCHUBHOCTb Uil MMENTHAA B KayecTBe
BHYTPEHHET0 KOHTPOJIsS, OIpeeNieHHast C TOMOIIBI0 MacC-CIIEKTPOMETPHUUECKOr0 aHaIu3a Ipu
yKa3aHHBIX KOHLEHTpauusx npomeiBku U smonposanust ACN. ITpomsiska 20% ACN c amrouueit
24% ACN Obuta onpeziesieHa Kak ONTUMAJIbHAS.

Takske OCyIIecTBIISUIN CpaBHEHHE NMPOQUIIEH SMOIHMN MeXAY 96-TyHOUHBIM IUIAHLIETOM
¢ 10 mr copbenta Oasis HLB ¢ obpawmenHoii dazoii (gur. 9A) u minanmerom ¢ 10 mMr copOeHTa
Strata-X ¢ oOpamennoit ¢ga3zoii (¢pur. 9B). JlaHHBIE TOKA3BIBAIOT, YTO IUIAHLIET C 2 MI' COpOEHTa
Strata-X ¢ obpamennoii ¢azoii obecnieunBan HanbOonee cuibHb curHan 6,31E3 (¢ur. 9B). B
tabmuie 1 mokasaHel WUTOCTpaTuBHBIE mapamerpel SPE  miust  dpakumoHMpoBaHUs
TIOJIBEPTHYTHIX PACLICTUIEHHIO 00Pa31oB.

Tabauua 1. UnnocrparusHblie ycaosus SPE

[Mnanmer nns SPE IMnanmrer ¢ 2 mr copbenTa Strata-X ¢ obpateHHoH (ha3oi
Ycnosus 200 mxn 0,1% mypasbuHO# kuciaotsl B ACN
KOHAMLIMOHUPOBAHUS
VY cnoBusi ypaBHOBEIIUBAHUS 200 mx1 0,1% MypaBbHUHON KUCJIOTHI B BOJE
3arpyska obpasma 300 MK cMecH 1S pacLUeIUIeHUs] TPU HU3KOM JABJICHUHU
(~5 yHTOB/KB. ArOIIM)
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IIpomeiBka 1 200 mx1 0,1% mypasbpuHOM kucaotsl B 10% ACN
IIpomeiBka 2 75 mxa 0,1% mypasbpuHOM kucaoTsl B 20% ACN
Omronus 1 Jobasutk 30 Mk pactBopa aus amounu (0,1% mypaBbuHas

kucyora B 24% ACN) B LeHTp Ka)IOH JIYHKH, TOJOXKIATh

1 MuH, 3aT€M MPUJIOKUTL BAKYYM B TEUEHHUE S5 CEK.

Dmronus 2 Hobasutb 30 Mk pactBopa st smouuu (0,1% MypaBbuHas
kuciaoTa B 24% ACN) B LeHTp KaKIOH JIYHKH, MOJOXKAATh

1 MuH, 3aT€M MPUIOKUTDL BAKyyM B TedeHue 60 cek.

C. Macc-cneKTpoMeTpHYeCKUH aHAIU3

B opgHOM BapmanTe peanmzauMu W300peTeHUs (YPAKIHMOHMPOBAHHBIC IIETITHIIbI
MOJIBEPTal0T KOJIWYECTBEHHOMY OIPENENIEHHUIO C HCIOJb30BAHHEM MAacCC-CHEKTPOMETPUYECKOM
CUCTEMBI, COfep>Kallel OJHY WM HECKOJbKO HOHHBIX JIOBYIIEK M OAWH HJIU HECKOJbKO
THOpUIHBIX KBaIpPYMOJbHBIX MAacC-aHAJIU3aTOPOB, OCHAIEHHOH HWCTOYHHUKOM HWOHM3ALUU
3JeKTpopachbuieHHeM. MIUTFOCTpaTHBHAs MAacC-CIIEKTPOMETPUYECKash CHUCTeMa BKJIIOYaeT 0e3
orpanmyeHus Macc-crekrpomerp Thermo Q Exactive™ Plus, paboraromuii B pesxkume PRM u
ocHameHHbIH  cucremo  TriVersa NanoMate®  and  WHUIMHMPOBAHUS  MOHU3ALUH
HAHOBJIEKTpOCTIpeeM. JTa cucreMa o00JlafaeT yCOBEPLIEHCTBOBAHHOW  KBaJPYIOJbHOMN
texHonoruet (AQT), xoropas obecneunBaer yay4ileHHe oOTOOpa U IPOMYyCKaHUS
NPEAIIECTBEHHUKOB Ui Oojlee TOYHOrO  KOJNMYECTBEHHOTO ONpEAENeHHs AaHaJHTOB,
NPUCYTCTBYIOLIMX B CIOXKHBIX Cpefax B HU3KOM KosndecTBe. CucteMa Takke NpeaycMaTpuBaeT
BBICOKOTEXHOJIOTHYHOE He3aBUcHMOe ckanupoBanue (DIA) u oTciexuBaHue mnapanieabHbIX
peakumii (PRM) nmist obecrniedeHuss BOCIPOM3BOAUMOrO KOJIMYECTBEHHOTO OIMpPENENICHHs C
aOCOTIOTHBIMHU KaueCTBOM M JOCTOBEPHOCThIO. HakoHelw, cuctema obnanaer

YCOBEPLICHCTBOBAHHOI HAIpPAaBIISIONIEH akTUBHOrO MOHHOro mydka (AABG), koropas
o0ecrieynMBaeT CHIDKEHHE INYMOB U YBEJUYEHUE HMHTEPBAJIOB MEXAY TEXHHYECKUMHU
00CITyKUBAaHUSIMHU.

B onmHOM BapmaHTe peanuzauvy M300pPETeHUs! JaHHbIE KOJUYECTBEHHOTO ONpEAETICHHUS
COOMPAIOT C HMCIIOJIb30BAHUEM ITOCJIEA0BATEIPHOIO CKAaHUPOBaHUs B pexxume PRM sHIoreHHbIX
u IST-menrumoB. B HEKOTOpBIX BapWaHTaxX pealn3aludl  W300pPETeHUs HCIONB3YIOT
CKaHUpOBaHHE B pexkuMme 2-miekcHoro PRM. JlaHHbIe AJis1 KOJMYECTBEHHOIO OMNpENENICHUs
FIOHOB MPOIYKTA COGMPAIOT MPH Pa3HbIX MS>-CKaHMPOBAHHSIX.

1. llenTna B KayecTBe BHYTPEHHEr0 CTAaHAAPTA

MS® KkanuGpyloT C HCIONb30BAHHEM MEYEHHOTO TSDKENBIM H30TONOM IENTH/IA
VVSVLTVLHQDWLNGK (SEQ ID NO:1) B kauecTBe BHYTPEHHETO CTaHnapra. B HEKOTOpBIX
BAPHMAHTAX PEATH3ALNH M300PETEHNs TENTH B KA4eCTBE BHYTPEHHEro CTAaHApTa MeTsT C,

15 2
N u “H, Hampumep, U30TONOM MOKHO METUTb OAWH WJIM HECKOJBbKO ocTaTkoB Lys. SEQ ID
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NO:1 npucyrctByer BO Bcex u3orumnax IgG uenoBeka, M OHA MOXET ObITh TapaHTHPOBAHHO
NOJIy4eHa B pe3yJsibTare (PePMEHTATHBHOIO PACIIEIUICHUS. YKa3aHHas MOCIEN0BATEIbHOCTh HE
MOeT ObITh OOHapy’keHa y Kakoro-iuOo Ipyroro BHAA KMBOTHBIX, U OHA XapaKTEPHU3YeTCs
Hajnexamed 5¢(ekTuBHOCTBI0 MoHu3auu npu MS. B HEKOTOpBIX BapuaHTax peannu3aluu
n300peTeHNs MeNTH B Ka4eCTBE BHYTPEHHEro CTaHAapTa AOOABISIOT B MOAJIEKALINNA aHATU3Y
oOpasen 10 paciueruieHusi OeNKoB B 00pasLe WM OAHOBPEMEHHO C HUM.

Ha ¢urypax 10A u 10B noka3zans! kannOpoBouHble KpuBble ¢ ucrnonszosanueMm SEQ ID
NO:1. Dueprus cronkHoenuit npu HCD nns MS*-ananmsa KaTMOpPyeTcsi ¢ UCIOJIb30BAHUEM
MEYEHHOT'O TSDKEJIbIM M30TOIOM IENTHAAa B Ka4eCTBe BHYTPEHHErO CTaHAApTa Uil JOCTHKEHUS
HaWJIyYIlell  WHTEHCUBHOCTH  CHUTHaja  (PparMeHTHOro  HOHA,  HUCHOJb3YyEeMOro  JUIs
KOJMYECTBEHHOIO aHAJIM3A.

2. AHTHTEeJI0 B KayecTBe BHYTPeHHero cTaHaAapTa

B HEKOTOpbIX BapHAHTAX peanusalud H3obpereHnss MS>-cucreMy KanmGpyloT c
HCIOJIb30BAHUEM AHTUTENA, MEUEHHOI'O TSKEJbIM H30TONOM WU MacC-CHEKTPOMETPUYECKOM
MeTKOH. B HEKOTOpBIX BapHaHTaX peamu3alid H300pEeTeHHs TSDKENbI H30TON BBIOpPAaH M3
IPyNIBI, COCTOSIIEH U3 B¢, PN u *H. HnnrocTpaTUBHOE aHTUTENO B Ka4eCTBE BHYTPEHHETO
CTaHIapTa METST C” u N" no ONHOMY WJIM HECKOJIbKMM ocTaTkaM Lys. B onHoM BapuanTe
peanm3anuu M300PETEeHHs MOKHO UCIIONB30BaTh YHHUBEPCAIBHOE MEUYEHHOE CTaOUIIbHBIM
M30TOIIOM MOHOKJIOHAIbHOE aHTHuTeNo (denoBeka) SILUTMMARB B kadecTBe CTaHmapTa.

Ha ¢urypax 11A u 11B mnoxa3anbl KanuOpOBOYHBIE KPHUBBIE C HCIIOJIb30BAHUEM
MEUEHOr0 aHTUTENa B KauecTBe BHyTpeHHero cranpapra. ®@ur. 13A mpencrasnser coOoi
CKaHOTpamMMy XoOJIocToi mpoOpl, a Ha ¢ur. 13B mnokasana ckaHorpamMma ¢ BHYTPEHHHUM
cTaHAapTOM B XxoJocToil mpobe. Kak mokasano Ha ¢ur. 13A, onHy cepuio 00Opa3LoB CHIBOPOTKH
KpOBU O0O€3bsiHbI TOJBEPrajii PACLICIUICHHIO TPUIICHHOM C TMOCHEAYIOIeH OYHUCTKOH ¢
nomoipro aBToHoMHOH SPE. 3atem ee anamusupoBanu ¢ nomotuibto MS, ucnons3ys PRM-
crnoco0. CurHan, COOTBETCTBYIOINWII BHYTPEHHEMY CTaHIOAPTY, SIBJIETCS OYE€Hb HU3KUM
(4,27E2). Kak nokazano Ha ¢ur. 13B, B ChIBOPOTKY KpoBU 00e3bsiHbl 100aBmsuid 10 MKr/mi
BHYTPEHHEro CTaHAapTa, a 3aTeM €€ IO/ABEpPralid PacLIeIUIEHHUI0 TPUIICHHOM C MOCIeAYyIOoIIei
OYUCTKOM ¢ momotnbto aBToHOMHOM SPE. 3atem ee ananuzupoBanu ¢ moMomso MS, ucnonb3ys
PRM-cnoco6. Kak MOXHO yBHIETb, CHUTHAJ, COOTBETCTBYIOLIMI BHYTPEHHEMY CTaHAAPTY,
coctaysier 1,97E4. B 3TOM 3KCHepuMEHTE IMOKa3aHO, YTO ChIBOPOTKA KPOBH OOE3bsHBI B
Ka4eCTBE XOJIOCTOH NMpoObI HE TPeayCMaTpUBaET HHTEP(EPEHIINN C BHYTPEHHUM CTaHAAPTOM.

3. Ilpeltu3HOHHOCTDL H TOYHOCThH

Ha ¢ur. 12 onucanbl naHHbIe, MOJYYSHHBIE U3 aHAJIM3a KOHTPOJs kauectBa. NISTmAD,
I'YMaHU3UPOBaHHOEe MOHOKJOHaNpHOe IgGlk-antureno (Sigma-Aldrich), B 4  ypoBHsX
n00aBJISUTH B CBIBOPOTKY KPOBH 00€3bsiHBI B KOHLIEHTpanuu oT 1 1o 600 mkr/mi. st kaskooro
YPOBHS He3aBUCHMO TOTOBWIM 6 oOpa3noB. Bce oOpasusl mopsepranu  pacIieruIeHHIO
TpuncuHoM u oummaan ¢ nomombio SPE. Bce obOpasubl aHamm3upoBaiu ¢ momousro MS.
Hcnonp3ys KanuOpOBOYHYKO KpPUBYIO, PACCUMTHIBAIN JAETEKTUPOBAHHYIO KOHIEHTPALHUIO.

TOYHOCTH paccUMTBIBAIU C MCIHOJAb30BAHUEM CPEIHEH JETEKTUPOBAHHOW KOHLIEHTpaLuy,
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IEeNeHHOH Ha TEOPETHYECKYK  KOHHIEHTpauuto. [Iperu3uMOHHOCTh  pPacCUUTHIBAIA  C
UCTIOJIB30BaHHUEM % OTHOCHUTENIbHOTO cTaHmapTHoro orkyoHeHusi (RSD) nmnst 6 obpasuoB Ha
KaXXJIOM YPOBHE.

4. AHa1M3 H30MPaTeIbHOCTH

Ha ¢ur. 14 noxasaHbl pe3ynbTaThl ONpeAeNeHNs] HUXKHEro Ipezesia KOJHMYECTBEHHOTO
obHapyxenus (LLOQ) ¢ ucronp3oBaHHEM pa3HbIX Cepuil 00pa3LoB KPOBH O0€3bSHBL IJTOT
HKCHEPHMEHT MPOBOAMIIM C LIEJBIO OLEHKH MAaTpUYHOrO dddexra At qaHHoro crnocoda. boutn
npuoOpeTeHbl MIECTh PA3JUYHBIX CEPUN CHIBOPOTKU KPOBU OOE3bsIHBI, a 3aT€M B CHIBOPOTKY
KPOBU 00€3bsiHBI KAKAOH cepuH MO oTAeabHOCTH nobasmsm 1 Mxr/miu u 2 Mxr/ma mAb NIST.
Taxke TEeTEeKTHPOBAIM CUTHAJ JJIsl CHIBOPOTKH KPOBH 00€3bsiHbI Kaxknon cepun 6e3 mAb NIST
(xonocTas mpoba). 3aTeM pacCUUTHIBAIA COOTHOLIEHHE CUTHAJA, COOTBETCTBYIOIIEro | MKI/MJI U
2 MKI/MJI, ¥ CHTHajia, COOTBETCTBYIOLIEro XojocTol npode. B coorBercTBHM ¢ TpeOoBaHUMEM
FDA B oTHOmeHNH KBATU(UKALUA METONA, YKa3aHHOE COOTHOIIEHHUE JOJDKHO COCTaBJSITH IO
MeHblIel Mepe 5. Takke paccUMTBIBAIIM TOYHOCTb, C HMCIHOJIB30BAHUEM AETEKTHUPOBAHHOU
KOHLIEHTPALIUH, TEJICHHON Ha TEOPETUYECKYI0 KOHLEHTpalmo. B cooTBeTcTBHM ¢ TpeOoBaHUEM
VYnpaBiaeHus: MO0 CAHUTAPHOMY HAa30py 32 KA4ECTBOM IMHUINEBBIX MPOAYKTOB U MEIUKAMEHTOB
CIIOA (FDA) B oTHOwmeHnH KBaTM(UKALUU METOAa, 3Ha4eHue ToyHocTH i LLOD nomkHO
Haxonuthes B mpenenax 80-120%.

5. Ouenka o0meil NpUMEHHMOCTH

Ha ¢ur. 15A noka3zana kanuOpoBOuYHasi KpuBas, MOJy4YeHHAs B JaHHOM crocode. B
CBIBOPOTKY KpOBH 00€3bsiHbI 100aBNsiM pasHble KoHUeHTpanuu NISTmAD B nuanasone ot 1
Mkr/mia 1o 1000 Mkr/mi, a 3areM B Kaxablid oOpaszer nobaensimn 10 MKI/MII BHYTPEHHETO
CTaHJapTa C MOCIEAYIOLIUM pPACLIEIICHUEeM TPUIICMHOM M O4YuCTKOW ¢ momoinbio SPE. Bcee
oOpasupl aHanmu3upoBasu ¢ mnomombld MS. HMHTeHCHMBHOCT s Kaxkgoro oOpasia
HOPMAJIM30BAJIH, UCTIONB3Y4 IS, a 3aTeM HaHOCHIM Ha rpadyK ¢ TEOPETHIECKOH KOHLIEHTpALHUeH.
Ha ¢ur. 15B nokasana yBeiu4yeHHasi o0nacTh Uit quamnasoHa oT 1 Mxr/min no 50 mkr/mi. Kak
NOKA3aHO, KPUBAsi XOPOLIO COBIMANAET CO BCEMH TOYKAMH B JMANA30HE HU3KUX KOHIIEHTPALIUH.
Ha ¢ur. 15C noka3aHbl Takue k€ JaHHbIC, Kak U Ha ¢ur. 12. ETUHCTBEHHOE OTJIMYHE COCTOHT B
TOM, 4TO B JaHHOM citydae BMecTo NISTmAD ucnonp3zoBasim mAbl. mAb1 npencrasnser coboi
IgG4, a NISTmAb npencrasnsier codoit IgG1. JlaHHBIE TEMOHCTPHPYIOT, YTO JaHHBIN CIIOCOO
noaxoaut kak ans IgGl, tak u ansa IgG4.

Qur. 16 mpencrasiasier coOoi cronO4aThiii Tpaduk, HA KOTOPOM TIOKAa3aHO, 4YTO
yBennueHue obbema npombiBky yayuinaer LLOQ. ITo ocu X npencrasieH o0beM MPOMBIBKH, a
no ocu Y TpPEACTaBIeH OTBET MpH KOHLeHTpammu | MKr/mia mAb/xonoctast mpoba. [laHHbIe
IEMOHCTPHPYIOT, 4YTO yBennueHne oObema mnpombiBkH B xone SPE moxer obecreunThb
ynyumenne LLOD. B ceiBopoTky kpoBu 00e3bstabl qodasisian 1 mxr/min NISTmAb, u obpaser
MOABEPrajy pacUIeIUICHUIO TpurncuHoM. B xonme stana SPE myaHmeT nmpoMbIBajiu pa3HBIMU
o0BeMaMu IPOMBIBOYHOTO Oydepa, Mpu 3TOM B OCTAJIBHOM MPOLEAYPa OCTABAIACH OJUHAKOBOIL.
B cnyuae, korga o6bem npombiBku yBeanuuBanu ¢ 100 Mk 1o 600 MKJI, COOTHOLIEHHE OTBETA B

o0pasie 1 TaKOBOTO AJISi XOJOCTOH MPOObI MOBBIMAIOCH CO 3HAUEHUH, COCTABIIIIOIUX MeHee 4,
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10 3HA4YEHUH, cocTaBisFOIUX Oonee 6. B coorBerctBum ¢ TpeboBanmem FDA B oTHOEeHHUH
KBaJIM(UKALUKA METOa, YKazaHHOe cooTHomeHue st LLOD nomkHO COCTaBJIsITh MO MEHbIIEH
mepe 5. Takum obpas3om, myTem yBenuydeHus: 00beMa MPOMBIBKH yaajock yaydmuts LLOD no 1
MKI/MJI.

D. IlpeacTaBasiromue HHTEepec 6e1KH

B onHOM BapmaHTe peanusanMM HM300pEeTEHHs TNPEACTABIBIIOIINM HHTEpeC OelkoM
SIBJISIETCS] JIEKAPCTBEHHBIN Mpenapar OelKOBOH NPUPOBI WIIN MPEACTABIIIOIINI HHTEpeC OOk,
MOIXOASAIIMH TSl SKCIIPECCHH B MPOKAPUOTHUECKUX WJIM SYKapUOTHUYECKUX KieTkax. Hanmpumep,
OeoK MOXKET NPencTaBiATh COOOW AHTUTENIO WM €ro AHTUIEHCBSI3bIBAIOLINI (ParMeHT,
XUMEpPHOE aHTHUTEJIO WM €ro aHTUTeHCBs3bBaOIUiN (parment, ScFv wm ero ¢parment, Fc-
CIUTBHIA Oenok wiu ero (parmeHt, GakTop pocra WIM ero (QparMeHT, LUTOKUH WJIH €ro
(parMeHT WM BHEKJIETOUHBIH JOMEH perenTopa KIeTOYHOW MOBEPXHOCTH WM €ro (pparMeHr.
benku B cocTaBe KOMIUIEKCOB MOTYT MPEACTABIATh COOOH MPOCThIE MOJUIIENTHIBI, COCTOSIINE
U3 OHOW CyOBENUHUIIBI, WU CIIOKHBIE MYJbTHCYOBEINHUYHbIE OENKH, CONEpIKAIIUe JIBE HIIH
bonee cyObemuuun. IlpencraBisiromiuii  WHTEpeC OENOK MOXKET TMPencTaBisiTh  COOOM
OMOJIOTHYECKH Tpenapar, MUIIEBY0 M00aBKY WM KOHCEPBAHT, WM JOOOH OeNKOBBIM
IPOAYKT, NOJBEPraeMblil OYMCTKE U ONPEAENIEHUIO CTAHAAPTOB KauecTBa.

B HEKOTOpPBIX BapHaHTax peaU3alUu M300peTeHHs MPEACTABISIFOIINM HHTEpeC OeIKoM
SIBJISIETCS AHTUTENIO, aHTUTENO 4YeJIOBEKa, T'YMAaHU3UPOBAHHOE AHTUTENO, XMMEPHOE AaHTUTEINO,
MOHOKJIOHAJIbHOE aHTUTEJNIO, MOJHCIEUPHUECKOe aHTHUTENO, OHCIenupUIecKoe AHTHTEINO,
AHTUTCHCBSA3BIBAIOIIMN (PAarMEHT aHTHUTENA, OJHOLIENOYEUHOE AHTUTENO, AMATENO, TPUATEIO
WIA TETPaTeNo, TeTpaBalieHTHAss MMMYHOrIoOynmuH G-nonoOHas Mosekyna ¢ JBOHHOMN
creun(pUIHOCTHIO, Ha3bIBa€Masi UMMYHOIJIOOYJIMHOM C JBOMHBIMHU BapuaOeIbHBIMH JTOMEHAMU
(DVD-IG), IgD-anTureno, IgE-antureno, IgM-antureno, IgG-antureno, IgG1-antureno, IgG2-
anruteno, IgG3-antureno wmm IgG4-antureno. B ogHoM BapuaHTe peanusanuy M300peTeHHs
antuteno npencrasisier coboi IgGl-anTureno. B oqHoM BapuaHTe peanuzaluu U300peTeHUs
aHTuTeNno npencrasisier cobo IgG2-anTureno. B omHOM BapuaHTe peanuzaluu M300pEeTEeHUs
aHTHUTENIO mpeacTapisieT codoit IgG4-anTuteno. B npyrom BapuaHTe peanu3anuu U300peTEHHUSI
AHTHUTEJIO CONEPKUT XMMEPHBIN LIapHHUp. B emne omHMX BapHaHTax peayn3aluu H300peTeHUs
AHTHUTENIO COIEpPKUT XUMepHbI Fc. B onmHOM BapuaHTe peannsanuu U300pEeTEeHUs] aHTUTENO
npencrapisier coboit xumepHoe IgG2/IgG4-antuteno. B ogHOM BapuwaHTe peanH3aly
u300peTeHusl aHTUTENO mpeAcTaBisier coboii xumepHoe IgG2/IgGl-antureno. B onHom
BapHUaHTE pean3alii H300pETeHNsl aHTHTENO npeacTassieT cobol xumeproe 1gG2/1gG1/1gG4-
AHTUTEJIO.

B HEKOTOpBIX BapuaHTaX pealu3alud H300pETEeHHs AHTUTENO BHIOPAHO W3 TPYIIIEL
cocTosled W3 aHTUTeNa K Oenky | 3amporpaMMHpOBaHHOW TuOenu KIEeTOK (Hampumep,
anturena k PD1, onucanHoro B myOnukanuu 3asBku Ha nmateHT CHIA Ne US2015/0203579A1),
aHTuTeNa K nurasay 1 Genka 1 3amporpaMMupOBaHHON rHOeNH KIETOK (HampuMep, aHTUTeNa K
PD-L1, onucannoro B nyosukarnmu 3asBku Ha natreHT CIIA Ne US2015/0203580A1), anturena

k DLL4, anTUTENa K aHruonosTuHy-2 (Hanpumep, antutena k ANG2, onucaHHOro B 3asBKe Ha
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Bbiauy nateHTa CIITA Ne 9402898), anTHTena K aHTHOMO3TUH-TTONOOHOMY Oenky 3 (Hampumep,
anturena k AngPtl3, onucanHoro B 3asBke Ha Beigauy nareHra CIIIA Ne 9018356), anturena k
peuentopy TpombouuTapHoro ¢akropa pocra (Hanpumep, anrurensa k PDGFR, onucanHoro B
3asiBke Ha Bbimady mnateHta CIIA Ne 9265827), anturena k Erb3, anturena x peuenrtopy
nposiaktuHa (HanmpuMmep, anturena k PRLR, onucanHoro B 3asBke Ha Bbigauy nareHTa CIITA Ne
9302015), aHTHTENa K KOMIIOHEHTY KOMIUIeMeHTa 5 (Harpumep, antutena k CS5, OnmMCcaHHOTO B
nyOsmkanuu 3asBku Ha mateHT CIITA Ne US2015/0313194A1), anturena k TNF, anturena k
perentopy snuaepMmanbHOro (akropa pocra (Hampumep, antutena k EGFR, ommcaHHOro B
3asiBke Ha Bbimauy mateHTa CIIIA Ne 9132192, unm anturena k EGFRVIIL, onucanHoro B
nyOsukanuu 3asBku Ha nmateHT CITA Ne US2015/0259423A1), aHTuTena K MpONpOTEHHOBOM
KOHBepTa3e CyOTHIM3WH-KEKCHHOBOTO THna 9 (Hampumep, anturena k PCSK9, onmcanHOro B
3asiske Ha Bbimauy marteHta CIIIA Ne 8062640 wunu 3asBke Ha Bblmauy mateHta CIITA Ne
9540449), antutena x ¢akropy pocra u auddepenuuposku 8 (Hanpumep, antutena k GDFS,
TaK)kK€ HM3BECTHOTO KaK aHTUTENO K MHUOCTATHHY, OMMCAHHOIO B 3asBKax Ha Bbliady IMaTeHTa
CIIA NeNe 8871209 mnm 9260515), anTUTENa K pelienTopy IIIOKaroHa (Hanmpumep, aHTUTeNa K
GCGR, onucannoro B nyOnukammsix 3asBok Ha mateHt CIIIA NeNe US2015/0337045A1 wnm
US2016/0075778A1), antutena x VEGF, anrurena x IL1R, anturena k peunentopy
uHTepnelikuHa 4 (Harnpumep, anturena k IL4R, onucanHoro B myOMuKanuy 3asiBKU Ha MATEHT
CIIOA Ne US2014/0271681A1 wmnm 3asBkax Ha Bblmauy mareHta CIIHA NeNe 8735095 wunm
8945559), anTHTeENa K peLentopy uHTepaeiknHa 6 (Hampumep, anturena k ILOR, onucanHoro B
3asiBkax Ha Bbimauy mareHta CLITA NeNe 7582298, 8043617 wiu 9173880), anturena x IL1,
antutena k IL2, anturena x IL3, auturena x IL4, anturena k ILS, antutena k IL6, anTuTENa K
IL7, anturena k unrepinelikuny 33 (Hampumep, anturena k [L33, omucaHHOro B 3asBKax Ha
Bbimauy mareHta CIIIA NeNe 9453072 wmm  9637535), aHTUTeNna K pPeCHUPATOPHO-
CHHLMTHAJIILHOMY BHpPYCY (Hampumep, antutena k RSV, onmucanHoro B nmyOamkanum 3asBKU Ha
nateHT CIIIA Ne 9447173), anTurena k knacrepy nupepeHuupoBKy 3 (HanpuMep, aHTUTeNa K
CD3, onucaHHOro B 3asiBkax Ha Bbiiauy nareHta CIIIA NeNe 9447173 u 9447173 u B 3asBKe Ha
Bbinauy nateHta CIITA Ne 62/222605), anturtena k knactepy auddepenunporku 20 (Hampumep,
anturena k CD20, ommcanHoro B 3asBkax Ha Bblgauy nateHta CIIIA NeNe 9657102 wu
US20150266966A1 u B 3asBke Ha Bbimauy mnareHta CIIIA Ne 7879984), amturtena k CDI19,
antutena k CD28, anturena k knacrepy nudpdepenunposku 48 (Hanpumep, anturena k CD48,
OMHCAHHOTO B 3asiBKe Ha Bbimauy marteHta CIIIA Ne 9228014), antutena k Fel d1 (manpumep,
OMHMCAHHOTO B 3asBke Ha Bbimady mnarenta CIIIA Ne 9079948), antutena k BUPYCY
ONMKHEBOCTOYHOTO PECITUPATOPHOrO cHHApoMa (Harpumep, anturena k MERS, ommcanHoro B
nyOyukanuu 3asBku Ha mateHT CIIIA No US2015/0337029A1), antutena k Bupycy 20ona
(Hampumep, omucaHHOro B myOnmkanuu 3asBku Ha mateHT CIIA Ne US2016/0215040),
aHTHUTENa K BUPYCY 3MKa, aHTUTeNA K OeNKy, KOMUPYEeMOMY I'€HOM 3 aKTHBALUH JINM(OLIUTOB
(mampumep, antutena k LAG3 wimu anturena k CD223), antutena x ¢akTtopy pocra HEPBOB
(marmpumep, anturena k NGF, onumcanHoro B mnyOnukanmu 3asBku Ha mareHT CIITA Ne
US2016/0017029 u B 3asBkax Ha Bbinady narenta CIIIA NeNe 8309088 u 9353176) u antuTena



15

K Oenky Y. B HEKOTOpBIX BapuaHTax peann3alul M300peTeHus Oucnenuduyueckoe aHTUTENO
BBIOPAaHO M3 TPYIIEL, cocTosimel 3 oucnerpduueckoro anturena k CD3 x CD20 (onucanHOrO
B nyOnukanusax 3asBok Ha marteHT CIIIA NeNe US2014/0088295A1 m US20150266966A1),
oucnerpduueckoro anturena k CD3 X mynuny 16 (Hanpumep, Oucneunpuyeckoro aHTUTeNa K
CD3 x Mucl6) u 6ucneuududeckoro antutena k CD3 X mpocTatudeckomy crielupu4eckomy
MeMOpaHHOMY aHTUreHy (Hampumep, Oucnenuduueckoro antutena k CD3 x PSMA). B
HEKOTOPBIX BAPHAHTAX peaH3aliy N300peTeHUs MPEeACTaBIAIOINNA HHTepec OesloKk BbIOpaH U3
IPyMIbl, COCTosed M3 adumkcumada, amaaumymada, amaaiuMymada-aTTo, aJo-TpacTy3ymada,
anemry3ymaba, anupokymaba, are3osim3ymada, aeenmymaba, Oasmiukcumada, Oenmmymada,
Oenpanmsymada, Oepanmzymada, Oesnorokcymada, OnuHatymomabda, OpeHTykcuMaba BeNOTHHA,
Oponmanymaba, kaHaknMHyMa0a, kKampoMada MeHAeTHIa, LepToaru3yMada Maroja, HeMHUILIUMaa,
neTykcumaba, aeHocymaba, nuHyTykcumaba, naymwiymada, naypeanymada, 3Kynusymada,
snoTy3ymada, smunmsymada-kxwh, smransuHanmpokymaba, 3BuUHaKymada, 3BoJIOKymada,
dasunymada, rommmymada, ryceiapkymada, udbpurymomada THYKCETaHa, HAapyLu3ymada,
uHpukcumada, wuHpIMKcMaba-abna, wHPIUKCcHMada-naid, unuaIuMymada, HKcekusymada,
Menonn3ymaoa, HenuTymymaoa, HecBakyMaoa, HHUBOJyMaOa, obunrokcakcumada,
obunyTy3ymaba, okpenmsymada, odarymymada, onapatymaba, omanmusymada, maHHTymMymada,
nemOponusymaba,  mepry3ymaba,  pamynupymada, — panuOuszymada,  pakcubakymada,
pecnuzymaba, puHykymada, putykcumada, capuiymaba, CeKkykuHymada, CUITyKcuMada,
tormmsymaba, Tpactysymada, TpeBorpymada, yctekunymada u Begoansymada.

B HEKOTOpBIX BapHaHTax peaju3aliy M300peTeHHs MPEACTaBISIOINM HHTEpeC OeIKoM
SIBJIIETCS. PEKOMOMHAHTHBIN Oelok, KOTOpbIii comepxur Fc-pparMeHT u Apyrol IOMeH
(manpumep, Fc-cnutelit 6enok). B HekoTOphIX BapuaHTax peanusanuu nzodperenus: Fc-cnurbiii
Oenok mpexacraisier coOoi perenTopHbid Fc-CluThili OENOK, KOTOPBIA CONEPKUT OOUH HIIU
HECKOJIbKO BHEKJIETOYHBIX JOMEHOB peLentopa B coderanuu ¢ Fc-¢pparmenrom. B HexoTopsix
BapHUaHTaxX peanuzauuu uzooperenus Fc-(parMeHT cConep:KuT IapHUPHYO 00IacTh, 32 KOTOPOH
cnenyior CH2- u CH3-pmomen IgG. B HeKOTOpBIX BapHaHTax peaju3alud H300peTeHus
peuentopubiii Fc-cnuThiii OeloK COmepskUT JABe WM 0ojiee OTHEIbHBIX LIeNel pelenTopa,
KOTOPBIE CBSI3bIBAIOTCS JIMOO C OIHUM JIMTAHAOM, JIUOO C HECKOJNbKUMHU Jiuranaamu. Hamprmep,
Fc-cnutelit 6enok npencrasisier coOoi OeNIOK-JIOBYIIKY, TAaKOH Kak, HanmpuMep, OeI0K-JIOBYIIKa
st IL-1 (HampuMep, pUWIJIOHAIIENT, KOTOPBIH COAEPKUT JIMTaHACBSI3bIBAOIIYIO obnacth IL-
IRACP, ciuryio ¢ BHeksierouHoit obnacteto 1l-1R1, cnuroii ¢ Fc hIgGl; cM. 3asBKy Ha BeIgaudy
narenta CIIIA Ne 6927004, koropast BK/IIOYEHAa B JaHHBIH JOKYMEHT B IIOJHOM OOBbeMe
NOCPENCTBOM CCBUIKH), Win Oenok-noBymka ansi VEGF (nanpumep, adpnubepuent wim 3uB-
apubepuent, kotopsiit conepxut Ig-nomen 2 peuentopa VEGF Fltl, cnuteriii ¢ Ig-nomenom 3
peuentopa VEGF Flkl1, couremm ¢ Fc hlgGl;, cm. 3asBky Ha Beimauy marenta CIITA NeNe
7087411 wu 7279159). B ppyrux BapuaHTax peanuzauun uzodperenuss Fc-cnuteii Oemox
npencrasisier codoit ScFv-Fc-cnuteiit 0eok, KOTOPBIM COAEPIKUT OAWH WM HECKOJBKO W3
OZTHOTO WJIM HECKOJIbKMX aHTUTCHCBS3BIBAIOLINX IOMEHOB, TAKUX KaK BapHaOebHbIH (pparMeHT

TSDKENIOW Lemu W BapuaOenbHbIM (parMeHT Jerkod Lenu aHTuTena, B coderaHnu ¢ Fc-
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¢dparmerTOM.

MMPUMEPHI

Ipumep 1.

Matepualiel U criocoObL:

Kanubposounsie cranmapter (1, 2,5, 5, 10, 25, 50, 100, 250, 500 u 1000 mkr/min) u
xonTtposu kadectsa (QC) (1, 3, 60 u 600 MKI/Mir) FOTOBIWIM U3 CTOKOBBIX pacTBOpoB NISTmAb

(10 mr/mi) myTem cepuHHBIX Pa3BENEHUIl CBIBOPOTKOW KPOBH OO€3bsSHBI B KAYECTBE KOHTPOJISL.
Jlns aHanu3a u30MpaTeTbHOCTH TOTOBMIIM JIBa 00OpasLa it JJabOpaTOPHOTO KOHTPOJISI Ka4eCTBa
(LQC) nnst mwectn pa3HbIX CEpUNl CHIBOPOTKH KPOBH O0€3bsIHBI B KA4EeCTBE XOJIOCTOM MpPOOBI
nytem noOasienusi NISTmAb, rymanusupoBaHHOro MoHOKJIOHajbHOro IgGlk-anTHTena, B
KOHUeHTpauu | MKr/mi u 2 Mkr/mit. B 20 MK Ka)kIoro CTaHmapTHOro obpasia, nepes TeM Kak
NOJBEPTHYTh €r0 PACIICIICHUIO TPUIICHHOM, 100aBiisin 200 HT MEUEHHOTO TSKEIIbIM H30TOTIOM
mAb (IS-mAb). Kaxxnaslii oOpasen mogsepraiy 1eHaTypariy, BOCCTAHOBICHUIO U PACIIETUIEHHEO
TPUIICHHOM B TE€YEHHE HOYM C TOCJIEAYIOLIeH OYHMCTKON € HCMOJb30BaHHEM 96-TYHOUHOTO
riaHimeTta s tBeprodasHoi skcrpakuuu (SPE). Yenosus mpomeiBku u smounu npu SPE
OBUIM ONTUMHU3UPOBAHBI C LENbI0 coxpaneHus nenesoro nentuaa (VVSVLTVLHQDWLNGK;
(SEQ ID NO:1)) u ynaneHuss OOJBIIMHCTBA IPYTUX HEKENATENIbHBIX KOMIIOHEHTOB JUIS
MOBBIIEHHS] YYBCTBUTENBHOCTH criocoda. st MS-ananmnsa xaxaeiii oOpaser; BBOJWIN B Macc-
cnektpometp Thermo Q Exactive Plus, padoratomuii B pexxume PRM 1 OCHaIEHHBIN CHCTEMOM
TriVersa NanoMate aisi MHUIMUPOBAHUS MOHHU3ALNK HAHO3JIEKTpocipeeM. JlaHHbIe COOMpa,
UCTIONIB3Ys Croco0 MysbTUILIEKCHOrO PRM mponomkuTenbHOCTRIO 45 CeKyHA IS KasKIoro
oOpasua.

PesynpTarsl:

B wuccrnenoBaHMM yHHMBEPCAIBHOTO CYppPOraTHOTO MENTHAA [JIs1 KOJMYECTBEHHOIO
anamu3a Obut BeiOpaH nentua Fc VVSVLTVLHQDWLNGK (SEQ ID NO:1) no npu4uHe ero
xopoiieid MS-4yBCTBUTEIbHOCTH, HamW4usl B AByX noakiaccax IgG yenoseka (IgGl u IgG4),
IIMPOKO HKCIIOJIb3YEMbIX B TEPANEBTHUECKUX CpPEIACTBAX HAa OCHOBE AHTUTEN, a TaKXkKe IO
NPUYHHE ero OTCYTCTBUS B IgG OTIMYHBIX OT 4eJOBEKa JKHUBOTHBIX BCEX LIMPOKO HCIIONIb3YEMbIX
BUIOB. B xone pa3paborku criocoba Bce W3 YCIOBHUH pacUIEIUIeHUsT TPUTICHHOM, YCIIOBUH st
SPE, mapamerpos PRM u BeIOOpa (pparMeHTHOro MOHA OBLIO ONTUMHU3UPOBAHO. Y CIOBUS IS
SPE Obumi KkpailiHe Ba)XHBI U YIOAJEHHUs OOJBIIMHCTBA HEXKEIATENbHBIX KOMIIOHEHTOB, C
COXpaHEHHEM TIpu 3TOM OoJjblueil yactu cypporarHoro nentuna. Ilapamerpsr PRM u BBIOOD
¢parmMeHTHOr0O WOHa ObUTM KJIFOUEBBIMH [IUJIsl  HQJUIeXKalled TOYHOCTH JaHHBIX U
YyBCTBUTEIBHOCTH CIIOCO0A.

Ucnone3ys kak NISTmAb (momkmacc IgGl), Tak u momyueHHOE B COOCTBEHHOIA
naboparopun mAb4 (monkmacc IgG4) B kadecTBe TECTHPYEeMbIX OOpA3LOB, YAAIOCh JHOCTUYb
HaJUJIeKaleldl JMHEHHOW 3aBUCUMOCTH KajJHOpPOBOYHOW KPHBOH B AHMANa30HE TECTUPYEMBIX
koHHeHTpauuii  1-1000 wmkr/mn.  M30upatenbHOCTP AAaHHOTO  Crocoba  OLEHHWBAIH  C
UCTIOJIb30BAHUEM LIECTH PA3HbIX CEPHI CHIBOPOTKU KPOBU 00€3bsIHBI, M OBLIO OIMpPENENEHO, UYTO B

pPa3HbIX CbIBOPOTKAaX KpPOBU 00€3bAHbI  HUKHUI npeaci KOJIUYECTBEHHOIO O6Hapy)KeHI/I$I
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(LLOQ) cocraByisier 1-2 mkr/mi. Kpome TOro, TecTUpoBajiM MPEHH3HOHHOCTH U TOYHOCTH
TaHHOTO crioco0a mpu derelpex pasHbix ypoBHAX QC (1, 3, 60 u 600 MKr/mi), ¢ TOYHOCTHIO
95%-105% u CV < 6%. Haxonen, Onarogapsi ckopocT aHaiu3a < 1 MUH Ha oOpasel u HyJIeBO
NEPEeKPECTHON KOHTAMHMHALMM JAHHBIH CIOCOO MOXHO € YBEPEHHOCTBIO HCIOJB30BAaTh B
YCJIOBHSIX BBICOKOIIPOM3BOIUTENBHOTO aHATN3A.

B pesynbrare oneHku crocoba, aist AaHHOrO He npeaycmatpusaromero LC cnocoba ¢
ucrionp3oBanueM PRM-MS  0pUlo  IPONEMOHCTPUPOBAHO, YTO OH  HOAXOAMT  JUIS
BBICOKOTIPOU3BOAUTEIBHOTO M OOLIEro KOJMYECTBEHHOIO ONpENeeHUs TI'yMaHU3MPOBAHHBIX
TepaneBTHUECKUX MAD B CBIBOPOTKE KpPOBH JKMBOTHOTO C JHAMA30HOM KOJMYECTBEHHOTO
onpenenenus 2-1000 Mkr/mr.

XO0Ts B BBILIETIPUBEIEHHOM OINUCAHUH JaHHOE U300peTeHne ObLIO OMMMCAHO B MPHUBS3KE K
ONpENEeNeHHbIM BapHAaHTAM €ro peajn3allid U MHOXECTBO JA€Taled MPHBEOEHO C LEJIbO
WUIFOCTPALMY, CHEHATNCTaM B JaHHOW OOJIACTH TEXHHKH OyAeT TMOHSTHO, 4YTO JAaHHOE
n300peTeHne OIMyCKaeT MAONOJHUTENbHbIE BapHAHTBl pPEATM3aLUH, U YTO HEKOTOpbIE U3
OIHCAHHBIX B JAHHOM JIOKYMEHTE JeTaJleil MOTYT CYIIECTBEHHO BaAPbUPOBATHCS 0€3 OTKIOHEHHS
OT OCHOBHBIX IIPUHIUIIOB TAHHOTO U300pETEHUSI.

Bce nutupyeMble B JaHHOM AOKYMEHTE MCTOYHHMKH BKJIFOUEHBI B JAHHBIH TOKYMEHT B
MOJTHOM 00BbEME TOCPEACTBOM CChUTKHU. JlaHHOE H300peTeHne MOKET OBITh BOILIOIIEHO B PYTUX
KOHKpPETHBIX (hopMax Oe3 OTCTYIIeHHs OT €ro CYI[HOCTH WJIM CYLIECTBEHHBIX NPH3HAKOB, H,
COOTBETCTBEHHO, CChUIATBCS CIENYEeT HE Ha BBIIIENPUBEACHHOE OMMCAHUE, a HA MPHJIAraeMyro

bopmyiry n300peTeHHst KaK ONpPenessFoLy0 00beM H300peTeH s
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D®OPMYJIA U3OBPETEHUS

1. Cnoco0 KONMMYECTBEHHOrO OINpenesieHHs] LEeNeBbIX aHTUTEN B o0pasle, He
NpeayCMaTPUBAIOIIUI HCIIOIB30BAaHNUE )KUIKOCTHON XpoMaTorpaduu, BKIFOYAROLIHI:

nobaBreHne B 00pa3el] MEUEeHOI0 AaHTUTENA B KAUeCTBE BHYTPEHHETO CTAHIAPTA,

paciieruieHne anTuTeN B oopasie ¢ oOpa3oBaHHEM NMENTHIOB,;

(dpakMOHHPOBAHHE NENTHIOB; U

KOJIMYECTBEHHOE ONPE/IENCHNE LIEIeBbIX aHTHTEN, HCIOb3ys MS -CHCTeMy ¢ TpsiMbIM
BBOJIOM, CONEPKAIyK) OJHY WJIM HECKOJbKO HWOHHBIX JIOBYLIEK W JBa WM Oolee
KBaJPYTMOJbHBIX MAaCC-aHAJIU3aTOPOB U MCTOYHUK HOHHU3ALMH 3JIEKTPOPACTIBUICHUEM, MPHYEM
croco0 He MpeayCcMaTPUBAET UCIIONIb30BAHUE KUIKOCTHOH Xpomarorpaduu.

2. Cnocob mo m. 1, MOMONHUTEIRHO BKJIFOYAOIIHN 3Tam A00aBjIeHUsS K IENTHIAAM
meuenoro nenruna Fc VVSVLTVLHQDWLNGK (SEQ ID NO:1) nepen ¢hpakiinoOHHPOBAHHEM.

3. Cnocob mo m. | wiam 2, OTIMYAIOLIMIACA TEM, YTO MENTHAbI (PPAKLHOHHUPYIOT C
MIOMOIIBIO TBEPAO(hA3HON HKCTPAKLINH.

4. Cniocob mo 1. 3, OTIIMYANOIIUICS TeM, 4TO TBepAoQa3Hast SKCTPAKLHS MPEICTABISAET
co0oii TBepaO(ha3HYIO SKCTPAKIUIO C OOpaeHHOH (ha3oi.

5. Cnocob mo mrobomy u3 mm. 1-4, OTIMYAOINMIACS TEM, YTO MEUEHOE aHTUTENIO B
Ka4ueCTBE BHYTPEHHEr0 CTaHAApPTa U MEUEHHBIN MacC-CIEKTPOMETPUUECKON MeTKOW mentup Fc
SIBJIIFOTCS] MEIEHHBIMHU TSDKEJTBIM U30TOIIOM.

6. Cnocob mo m. 5, OTIMYANOIIUICA TeM, YTO TSDKEJbIH W30TON BBIOPAH W3 TPYIIIBL
cocrosimeii u3 °C, "N u *H.

7. Cnocob6 mo mobomy w3 mm. 1-6, OTIAMYAIOLIUACS TEM, 4YTO ILEJIeBOE AHTHUTEJIO
npencTaBisieT OO0 MOHOKJIOHAIBHOE aHTHTEJNO YeJIOBEKa.

8. Crioco0 o mobomy u3 nm. 1-7, OTIHYAIOLIMIACS TEM, YTO MacC-CHeKTPOMETPHYECKas
CHCTEeMa MPECTaBIIeT COOOH CHCTEMY Ui TAHAEMHON MacC-CIIEKTPOCKOITHH.

9. Cnoco® KONMYEeCTBEHHOTO ONpENeIeHUsl JISKApCTBEHHOrO mpemnapara OeaKoBOH
NPUPOABI B OMOJIOTHYECKOM 00pa3iie, BKIFOUAKO LITHIA:

nobaeyieHne B oOpa3el] HW3BECTHOrO KOJMYECTBA TNENTHUAA, MEYEHHOTO Mace-
CHEKTPOMETPUYECKOH METKOH, NPEeACTaBISIOMEel Cco00i TSDKENbIi M30TOIN, B KAa4eCTBE
CTaHAapTa, UMEIOIEr0 AMHHOKHUCIIOTHYIO rocienoBaTrebHOCThb coriaacHo SEQ ID NO:1;

paclIeryieHre JIEKapCTBEHHOTO IpernapaTa OeJIKOBOM mpUpoabl B 0Opasiie Ha MeNTHABI,

(pakIMOHMPOBAaHHE TENTHIOB B YCIOBUAX, KOTOpbIE OOECMEUMBAIOT COXPAHEHHE
MENTUI0B, UMEIOIINX aMIUHOKHUCJIOTHYIO TocienoBateabHoCcTh cornacHo SEQ ID NO:1;

aHamu3 o0pasua, CoxeplKallero TMeNnTHAbl JIEKApCTBEHHOIO mperapara OeIKoBOH
NPUPOABI U MENTHbI B KAUECTBE CTAHAAPTOB, B OTHOIIEHUH MPUCYTCTBHS MENTHAA, UMEIOIIETO
AMHHOKHCJIOTHYIO TTOCIIeN0oBaTebHOCTh cornacio SEQ ID NO: 1, ucronssyst MS*-cucremy as
KaTMOPOBKH yKA3aHHOH CHCTeMbI, mprueM MS’-cHcTeMa COIEpKHT OIHY HIIM HECKOJIBKO
HMOHHBIX JIOBYIIEK M JBa HJIM 0ojiee KBaAPYIIOJbHBIX MAaCC-aHAJIM3aTOPOB U HCTOYHHK
MOHU3ALUH 3JIEKTPOPACIIBIIEHUEM;

OMpeaACICHUEC KOJHUYECTBA MPUCYTCTBYIOLICTO B o6pa3ue JICKAPCTBCHHOI'O Iperiapara
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OenkoBOH MNpPUPOABI HCXOAS W3 HANMYUSA NENTHAA, NPHYEM B CHOCOOE HE HCIONb3YeTCs
YKUAKOCTHAsI Xpomarorpadusi.

10. Croco® mo m. 9, OTIMYAKIIMICS TeM, 4YTO MOaHHbIe IJIsi KOJUYECTBEHHOTO
ONpeAeNeHns]  HMOHOB  JIEKAPCTBEHHOIO  Ipemapatra M HOHOB ~ MEYEHHOrO  Macc-
CTIIEKTPOMETPUYECKON METKOW NeNnTuAa B KauecTBE CTAHAApTa COOMPAIOT IpPHU Pa3HbIX MS™
CKaHUPOBAHMUSX.

11. Crnocob mo m. 9, OTIMYAOIIUICA TE€M, YTO NMEeNTHIbl (PAKLIHOHUPYIOT, UCIIOIb3YS
TBepIO(a3HYIO SKCTPAKIHUIO ¢ OOpaLIeHHOH (a3oil.

12. Criocob no m. 4 wm 11, oTMYaroImuUiACs TeM, 4TO MPpHU TBEPAO(DA3HON SKCTPAKLIUH C
oOpateHHoM (a3oit ucnonp3yrT 15-25% aneTOHUTPHN B Ka4eCTBe MPOMBIBKH U 3JOLHI0 20-
30% aeTOHUTPUIIOM.

13. Cnocod6 mo m. 9, HONMONHUTENBHO BKIOUAKOIUK noOaBieHHe B oOpaszer ¢
JIEKApCTBEHHbIM  TpPENapaToM OEJNKOBOW TMPUPOABI MEUEHHOTO  TSDKENbIM  H30TOIOM
JIEKaApCTBEHHOTO Ipernapara OeJIKOBOH NMPUPOIBI EPE pacLieryieHneM o0pasna.

14. Cnoco mo n. 1 unm 9, OTIMHAKOIIMICS TeM, YTO JIEKAPCTBEHHBIN Mpenapat OeIKOBOH
NPUPOABI CONEP)KUT AHTHTENO WIH €r0 aHTHICHCBS3BIBAIOIIMHA (parMeHT, peKOMOWHAHTHBIN
OeJIOK, CIUTBIN OEJIOK MM UX KOMOUHALIHIO.

15. Crnoco6 mo mobomy u3 mm. 1-14, orauuaromumiicss TeM, 4To 00pas3en COAepIKHUT
CBIBOPOTKY KPOBH.

16. Criocob mo mrobomy u3 mm. 1-15, KoTopbIii UMeeT TMHAMUYEeCKUi quamna3oH ot 1 1no
1000 mMxr/mi.

17. Cnoco® no modomy u3 nm. 1-16, KOTOPBINA UMEET HUKHUN Mpees KOJTMYeCTBEHHOTO
obHnapyskenus (LLOQ) 1-2 mMxr/mi.

18. Cmoco6 mo mobomy w3 mn 1-17, KoTopelii mpeacTaBisier  COOOH
aBTOMATU3UPOBAHHBII BEICOKOIPOU3BOANUTEIBHBIN CIIOCO0.

19. Cnocob mo . 18, KOTOpbIil UMEeT CKOPOCTh aHaIN3a MeHee 1 MUHYTHI Ha oOpasel.

ITo noBepenHocTH
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