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MHTMBEUTOPEI KAJIJIMKPEVHOB [1JIABMEI nu nx [IPMMEHEHUE JJIA
[MPOPUIIAKTUKN TIPUCTYIIA HACJIEOCTBEHHOI'O AHTMOHEBPOTUUECKOI'O OTEKA

[IEPEKPECTHAA CCRHJIKA HA POHLOCTBEHHHE 3SAABKU

[Io HacToAmeM 3afaBKe MWCHIpallUBaeTCsa IIPUOPUTET B COOTBETCTBUM
c 35 U.S.C. 119(e) mno mnpenBapuUTeJIbHOV IIaTeHTHOM 3adaBke CIA N
62/140277, 3apeTrUCTPUPOBaHHOM 30 MapTa 2015 rona,
IpenBapuUTesIbHOM IaTeHTHOM 3afaBKe CIIA e 62/214293,
3aperucTpUpOoBaHHOM 24 ceHTA6psa 2015 roma, ¥ OpedBapUTEJILHOM
IaTeHTHOM 3SagBke CIIA N 62/140289, saperucrpupoBaHHOM 30 MapTa
2015 roma, coIepxXaHMe KaxXIOoM M3 KOTOPHX BKJIUEHO B HacTodmee
ONMCaHMe B KaueCTBe CCHUIKM B IIOJIHOM OOBeMe.

YPOBEHE TEXHHUKU

KannukperH IJIa3Me SABJISETCA CEepMHOBOM NpOoTeas0M, KOMIIOHEHTOM
KOHTAKTHOM CHCTEMH U I[OTEHUMAJLHOM MMIIEHBI JIEKAPCTBEHHHX CPeIOCTB
IPpM PasJIMUHHX BOCHAJMTEJILHEX, CepOeUYHOCOCYOUCTHX, MHOEKIIMOHHEIX
(cemcmc) M OHKOJIOIMUEeCKMX 3adojiepaHMsax (Sainz I.M. et al.,
Thromb Haemost 98, 77-83, 2007). KoHTakKkTHasa CHUCTeMa aKTUBUPYETCH
baxTopoM XITIa [HOCJE BOBIEMCTBUA UYXEPOIHHX WM OTPULATEJIBEHO
3apSXKEeHHBIX I[IOBEPXHOCTEM WMJIM Ha I[IOBEPXHOCTM SHIOOTEJMAJIbHEX KJIIETOK
oo IOeMCcTBUMeM OpoJmuikapborcunenTumas (Sainz I.M. et al., Thromb
Haemost 98, 77-83, 2007). AKTUBaLMA KaJJIMKPeMHa ILJIa3MH YCHUIIMEBaeT
BHYTPEHHUN oy Th KoaTyJaluuu yepes aKTUBALIMIO baxTopa XIT
IocpencTBoM OOpaTHOM CBA3M M YCWUJIMBAET BOCIAaJIeHMe IIOCPeldCTBOM
NPOOYKIUNA IPOBOCIAIUTEJIEHOTO HOHaNlenTuIa BpalKMHVHA . Kaxk
OCHOBHasd KMHMHOTEeHasa B KPOBOTOKe, KaJUIMKPEMH ILJIa3Mb, TJIaBHBM
obpasoM, oTBedyaeT 3a obpaszoBaHMe OpadIMKMHMHA B COCYIMCTOM
cucreMe. I'eHeTuueckasd HEeOOCTATOUHOCTEL OeJika-uHIUOMTOpa Cl (Cl-
INH), OCHOBHOTO  MNPUPOIOHOTO  MHIUOMTOPpa  KaJlIMKpeMHa  ILJIa3MH,
OPUBOOUT K HAaCJEeNCTBEHHOMY aHTMOHEeBPOTUMUECKOMYy OTeky (HAE).
MaumenTer ¢ HAE cTpaZalT OCTPHMM IpUCTyHIaMM OOJIE3HEeHHOT'O OTeKa,
3aYacTyl BH3HBAaeMBIMM HEU3BECTHHMM TpuUI'TepamMu (Zuraw B.L. et al.,
N Engl J 359 Med 1027-1036, 2008).

CYIIHOCTE MBOBPE TEHUA

HacTosamee wum300peTeHMe YaCTMYHO OCHOBaHO Ha pesyJbTaTax,

[IOJIYUEHHEIX B KJIMHMUECKMX MCCJIeODOBaHMAX, IIOKazaBUMX, UTO OO3H DX-



2930, aHTHUTeJa, CBA3HBaKMeTroCaS C aKTUMBHOM (QOpMOM KaJIIMKperHa
[Jla3Mel 4YeJjioBeka, (HanpuMmep, 30 wmr, 100 mr, 300 Mmr wmiam 400 wmr,
BBOOVMBIX Kaxmoee oBe Heneu) OEMOHCTPUPOBAJIN HEOXUIaHHYI
50PeKTUBHOCTE B NpoduilaKTHUKe IIpucTyla HAE WM CHWXEHMM YacCTOTH
npuctTynoB HAE y Jnome¥. Kpome Toro, mnpu JedeHum DX-2930 He
HabJmomasjay IIPM3HAKOB HO30-JIMMUTHPYIIEN TOKCUUHOCTM IIPpY BBEeIEeHUU
JooaM. B 1eJioM, pes3yJIbTaTH, I[I0OJIYUYEeHHHE B HaACTOAIEeM MCCJIeOoBaHUM,
ABJIAJIMCE HEOXUMIOaHHEMM, T.K. DX-2930 sgBJjgeTCd IIepPBBM [IOJHOCTHIO
crneumMduUueckMM MHIMOMTOPOM KaJlJIMKpeMHa ILJIa3Me, OeMOHCTPUPYIIMVM
BEICOKYK 5OOeKTUBHOCTE IIpKM JiedeHur HAE. O359TO CBUOETEJNLCTBYET O
TOM, UYTO KaJUIMKPEMH ILJIa3Mbl MIpaeT KJIOUEBYK POJB B IaTOT'eHese
zaboJjiepaHMA.

TakuM o0B0pasoM, OOMH AacCleKT HaCTOoAllleTo M300peTeHMSI OTHOCUTCH
K crnocofby HOpodMiakKTHMKM nOpucTyna HAE MM CHMXeHMEe  4YacCTOTH
npuctynoe HAE (manpumep, HAE Tuna I, II wmim III), BRIOUaOIeMy
BBEeIIeHUe HYXIaKnIeMy C S B 2TOM VHIOUBUOYYMY aHTUTEeJa,

CBABHBAKIMEIOCS C AaKTMBHOM (QOpMOM KaJIMKPpeMHa IJIa3ME UYeJIOBeKa

(HanpuMep, DX-2930), B 20OeKTUBHOM KOJIMUeCcTBe (HanpuMep,
NPUOIIU3UTEJIBEHO 30-400 Mr, NPUOIINBUTEJIEHO 100-400 Mr,
npudausuresbHo 100-300 wMr wim  nopubiamsuresnbHo 300-400 wMr). B

HEKOTOPEX BapMaHTax OCYIEeCTBJIeHMS aHTUTEeJIO BBOOAT KaxXIble IBe-
yeTHpe HeOeJM II0 MeHblel Mepe IBa pasa. B HEeKOTOPHX BapMaHTax
OCYIIeCTRJIEHUS aHTUTeJIO BBOOAT B Hose 300 Mo miam 400 MI' Kaxnoee 2-—
4 HepmesM (HaopuMep, KaxXIbe IBe HeleJlM MJIM KaXIhe dYeTHpe HenoeJu) .
B JgmwboM m3 CrHocoBoB, IPencTaBJIEHHHX B HaACTOAMEM OIMCaHUMU,
AHTUTEJIO MOXHO BBOIOMUTL IIOCPEOCTBOM IIOIOKOXHOTO BRBeIeHUA. B
HEKOTOPEX BapMaHTax OCYIECTBJIeHMSA MHIMBUIYYM SBJISETCS HalMeHTOM—
YeJIOBEKOM, MCIHTHBAaKLIMUM 10 MeHbIIeM Mepe »OBa IpucTyna HAE B TO&
(HanpuMep, II0 MeHbllel Mepe OoOMH OpucTynl HAE B TeueHMe 6 MecdleB
Iepen IIepBHM BBeIeHMeM, II0 MeHbllel Mepe 2 OpucTylna HAE B TeueHUe

3 MecsdleB Inepell II€epPBEM BBeIcHNMEM WMJIM IIO MeHbIIel Mepe 9 IIPUCTYIIOB

HAE B TeueHMe 3 MecCcdlleB Ilepell I[IepBEM BBeOeHMeM) . HAE MoxeT
ABJIATBLCHA HAE THUIIa I i HAE THUIIA IT. Hanpuwmep, crioco®,
IpeICTaBJIEHHHM B HacToAleM ONMCaHmM, npenHasHaueH OJidg

OpodUIakKTUUEeCKOTO JieueHuda HAE.

AHTUTEJIO, MCHIOJIE3yeMoe B JIIOOM M3 CHoCoDOB, IIpeIcTaBJIEHHEX



B HacCTOAMEeM ONMCaHUM, MOXeT  ABJIATBCH  aHTUTEJIOM (HanpuMep,
[IOJIHOPA3MEPHEIM aHTUTEJIOM WM aHTUI'eHCBA3HBAKIKM (paIl'MeHTOM) ,
CB A3HBaKIMMC g c TeM xe SIOUTOIIOM, gTo u DX-2930, MJIN
KOHKypupylmrM ¢ DX-2930 3a cCcBA3BBaHME C AaKTHMBHEM KaJJIMKPEMHOM
[JIa3MEl UYeJIOBeKa. B HEeKOTOPHX BapMaHTax OCYWeCTBJIEHUSA aHTUTEJIO
comepxuT Te xe CDR TaxeJoM Uenu M JeTKoM Uenr. B OOHOM U3
[IPMMEPOB AQHTUTEJIO ABJIAETCH DX-2930. Jioboe "3 AQHTUTEJ,
IpenCcTaBJIeHHEHX B HacTofAlleM OoNMcaHuMM (HanopuMep, DX-2930), MOXHO
COCTaBJIATH B bapMalLleBTHUUECKOM KOMIIO 3ULINN, comepxamen
bapmMaleBTUUECKU IpUeMIIe MBI HOCHUTEJE . B HEKOTOPHIX nprMepax
bapMalleBTMUEeCKasd KOMIIO3ULMA COOEepXUT ¢ochdaT HaTpULd, JIMMOHHY
KMCJIOTY, THUCTUIOMH, XJopul HaTpusa M Tween 80. B oOHOM M3 MIPUMEPOB
aHTUTeJIO (HanpmuMep, DX-2930) cocraBasorT B 30 MM docdhaTe HaTpud,
8,6 MM JMMOHHOM KMucJoTe, 50 MM rucTmMovHe, 90 MM XJiopMUIe HaATPUS U
0,01% Tween 80, pH 6,0.

B ImpyrmMx acrekTax HacTodlee M300peTeHMe OTHOCUTCSH K CIocody
JeueHusa HAE (HanpuMmep, Tuna I, II wmimm I11), BRJIOUaAKIEMY BBeIeHUE
HYyXIapleMyCcs B 2TOM MHIOIMBUIOYYMY aHTUTeJa, CBA3HEBaIEroCd C
AKTHMBHOM OGOpMOM KaJlJIMKpeMHa IlJla3MH uYeJIoBekKa (Hanpumep, DX-2930),
B 50beKkTUBHOM KoJMuecTBe (Hamnpumep, 100-400 mr, 100-300 wmr, 150
Mr  wmiam 300 wmr), roe aHTuTeso  DX-2930 BBOOAT B  pPexuMe
OO3UPOBaHUA, BKJIOY Al EeM nepuon BBEeIOeHMA HaTpPy30UHOM OO3E
(HanpuMep, BBOIUMOM IIE€PBOM KaxXOyid HeIOeJlio, HalpuMep, B TeueHUe IIO
MeHbIIlel Mepe OOHOM Henesu), IIepMon IIoIIepXaHMsS OO3H (HaIpuMmep,
BBOIVMOM BIIOCJIENCTBUN Kaxmoele IOIBe—-JeTEpe HenoeJn) u,
HeoOda3aTeJIbHO, IIepMOoll IIOCJenyKrmero HabJIoIeHNUd.

B HEKOTOPHEIX BapMaHTax OCYIIECTBJIEHU A AHTUTEJIO BBOIOAT
VHOIUBUAOAYYMy B nosz3e oT 100 pmo 300 Mr (HanpmMmep, 150 mr wmam 300
MI') B TeueHMe IIepuola BBeIOeHMSa HaIPy30UHOM IOO3H. Ileprod BBeIeHUI
HAaTpy30UWHOM HO3H MOXeT COCTAaBJIATL MOBe HeIeJdM. AHTUTEJO MOXHO
BBOIUTL B HOeHb 0O, meHb 7 u pmeHb 14 B mosze, HanpuMep, 150 Mr wuam
300 mr.

AJIL TEPHATUBHO VI OOIOJIHUTEJIBLHO, aHTUTEJIO BBOIOAT
VHOUBUAYYyMy B nozse oT 100 pmo 300 Mr (HanpmuMmep, 150 mr wmiam 300
MI') B TeUeHMe IepMroma IMIOoOINepXaHMsa OO3H. llepuol HOOOepXaHMS OOS3EH

MOXEeT OJUTbLCS B TedueHMe 10 HemeJib. AHTUTEJIO MOXHO BBOIMUTHL B IOEeHb



28, menb 42, pmeHb 56, meHr 70 u meHb 84.

B JjmoboM M3 CHOCOBOOB, IPenCcTaBJIEHHHEX B HAaCTOAUleM ONMCaHWUM,
crioco6 MOXEeT OOIIOJIHUTEJIbHO BKJIIOUATEH BBelleHUE VHIOVBULOYYMY
aHTHTeJla [IOCJie IIepuola MoOOepXaHMAa ITOBE OOMH pa3 KaxIee IBe-
yeTHpe HeIOelM (HalpuMep, KaxXObe »OBe HeOeJM WIM KaXOEe JeThHpe
HelesM) . B HEKOTOpPHX IMIpMMepax aHTUTeJIO BBOOAT B nosz3e oT 100 mo
400 Mr (HanpuMmep, oT 100 mr mo 300 mMr, HamnpuMmep, 150 mr wmam 300
MI) .

B HEeKOTOpPHX BapMaHTax OCylleCTBJIeHMA JIIoOOTO M3 CIOCODOEB,
OpenCcTaBJIEHHEX B HaCTOAlleM ONUMCaHMM, aHTUTEeJIO MOXHO BBOIOUTH
IoCcpelCTBOM IIOOKOXHOT'O BBEIEeHUS . B HEeKOTOPEIX BapMaHTax
OCYWeCTBJIEHUA VHIOVBUOYYM ABJISAETCH nalueHTOM-4eJIOBEKOM,
CTpalaplM, IIPellIOoJIOKUTEJIEHO CTpalalliMM WM KMEeKIUM PUCK IPUCTYII
HAE. Hanpumep, crnoco®, IOpeAdCTaBJIEHHHM B HACTOSAMEM ONMCaHUM,
npenHaszHaueH OJI8 OPOOUIIaAKTUUeCKOTO JeueHuda HAE. VHOUMBUOYYM MOXET
ABJIATHCH [AalMEeHTOM-UeJIOBEeKOM, MCIHTHBAKIMM I[I0 MeHbBIlel Mepe 2
IpucTyla B Ton (HamopuMmMep, IO MeHBIeN Mepe OOMH TIIpUCTyn 3a 4
HelleJiM) Iepen JiedueHMeM. B HeKOTOPHX BapMaHTax OCYIeCTBJIEHUA
AHTUTEJIO BBONAT OJIA NPOOMIAKTUKM IOpUcTyla HAE WM IOJsa CHWKEeHUI
YaCcTOTH NpUCTYIOB HAE.

B HeKOTOPHX BapMaHTaxX OCYWLeCTBJIeHUS aHTUTeJO (HamopuMmep, DX-
2930) cCcHauvajJyla BBOIOAT KaxIyld HeIeJllo B TeueHMe OIHOM, IOBYX WM
Tpex HeIeJslb, a 3aTeM BBONAT KaXIbee OBe, TPpU MIM UYeTHpe Hemelu. B
HEKOTOPEIX BapMaHTax OCYmeCcTBJeHMI aHTUTeJIo (Haopumep, DX-2930)
BIIOCJIEOCTBUM BBONAT KaXIHEe IBEe HeOeJlM B TeueHUe HNeCATM HeOejb. B
HEeKOTOPHX BapMaHTax OCYMeCTBJIeHMS MHAOMBUIOYYM MMeeT IO MeHbIen
Mepe OIOMH IIPUCTYIl KaXIble UeTHPEe HeleJiM Ilepel IIepPBHM BBEIEHUMEM.

AHTUTeJIO, HoIJjiexallee WCIIOJIE30BaHUI B JIOOOM M3 CIOCOBOB,
IpenCcTaBJIEHHEX B HAaCTOAlleM OINUMCaHUM, MOXeT M[ABJIATHCS aHTUTEeJIOM,
CBA3HBAaKIMMC A C TeM xe SIOUTOIIOM, gTo " DX-2930, MJIN
KOHKypupyomyM ¢ DX-2930 3a CBA3HBaHME C AKTHBHEM KaJJIMKPEMHOM
IJIa3Mel deJloBeka. B HEeKOTOPHX BapMaHTaxX OCYIWeCTBJIEHUS aHTUTeJIO
comepxuT Te Xe CDR TaXxeJjoM LenouM U JEeTKOWM Lenr. B OOHOM U3
IpUMepPOB aHTUTeJIO aBjigdeTcsa DX-2930.

B o0BeM HacTodlee n3obpeTeHmA TaKxe BXOOAT (a)

q_)apMaLLeBTquCKI/Ie KOMITIO 3L OJIA I[IPVMMEHEHNM A B JIeUEeHNNM HAE



(HanmpuMep, npodmiiakTuke nOpucTyna HAE MM CHMXEHUMM  YaCTOTH
npuctynos HAE), dapmMaleBTHMUeCcKas KOMIIO3UMLMA, CcoOIepXalmas Jioowe
aHTUTeJa IPOTUB KaJIJIMKpenHa, npelncTaBJIEHHEE B HacTodleM
OnMCaHuu, u bapMalleBTUUYECKU IpueMIIeMEI HOCHUTEJE, roe
bapMalleBTHMUECKYID KOMIIOBMIMID BBOIAT MHIUBUIYYMY, CJenys Jiodol us3
CXeM JleueHUHd, npencTaBJIEHHHX B  HaCTOAWleM OIMCaHuM,; U (b)
IIpMMeHeHN e bapMalLleBTHUUECKOM KOMIIO 3ULIUN oJis IPOU3BOIACTBA
JEKApPCTBEHHOT'O CpencTBa nJ4a JedeHmd HAE. IlpuMeHeHMe aHTUTEJI OJIdA
HaMeUeHHBIX leJie¥ MOXHO OCYIEeCTBJIATL B COOTBETCTBUM CO CXeMaMM
JIeUeHus, MNpeldcTaBJIEHHEMM B HACTOAMNEM OINMCAHUM.

[logpoBHOCTM OIOHOTO WJIM HECKOJIBKMX BapMaHTOB OCYIEeCTBJIEHUSI
n300peTeHUsa IMPUBEOEHE B OIMCaAHMM HMXe. JpyTuMe MOpU3HAKU WU
IpeuMylleCcTBa HacTOAmeIro M300peTeHMsa OyIOYyT OUEeBUIHHE M3 UepTexel u
NoNpOoBOHOTO OINMCAaHMA HECKOJIbBKMX BapMaHTOB OCYMECTBJIEHMSI, a TaKxe
"3 QOPMYJIEL U300peTeHnd.

KPATKOE OIIMCAHME YEPTEXEMN

Ha o¢urype 1 mnpencTaBJIEHH YPOBHM JIEKAPCTBEHHOT'O CpencTBa DX-
2930 B 1IasMe II0CJie IIOOKOXHOI'O BRBReIOeHMs IalueHTaM C HAE B
uccienoepaHuu ¢ass 1b.

Ha o¢urype 2 mnpencraiBJeH QIYOPOTEeHHHM aHaJu3 aKTUBHOCTU
o6pas3loB HaluMeHTOR c HAE m3 mccjenoraHuda dase 1b.

Ha o¢urype 3 mnpencTarBJIeH aHaJu3 BecTepH-OJoTTHMHIa SCAT169 B
JjlazMe HaumMeHToB C¢ HAE m3 uccjemoBaHua ¢asel 1b.

Ha ourype 3 mpencTaBJieH aHaJM3 BeCTepH-OJIOTTHMHTAa LUTPaTHOM
IJIa3Mel HalMeHToB c HAE M3 uccilenmoBaHmMsa ¢az3el 1b.

Ha ourype 3 mpencTaBJeH aHaJlM3 BeCTepH-OJIOTTHMHTa LUTPpaTHOM
IJIas3MBl, aKTUBMpPpOBaHHOM FXIIa ex vVvivo, OT HaluuMeHTOB C HAE wus3
uccienopaHuda ¢as3u 1b.

Ha ourype 6 npelcTaBJIeH [Iepnon [IepPBUUHOM OLLEHKU
50PeKTUBHOCTU B ciaydyae NalMeHTOB B  Pa3JIMUHEIX  MCCJIeyEeMBIX
Koroprax. A.: koropra 300 wMr. B.: xoropra 400 wMr. KpacHeMU
cToJifMKaMM I[IOKa3aH MHTepBaJl, OlleHMBAEMEM B cJyyae 50QeKTMBHOCTH.

Ha ourype 7 T1oKa3aHO CHWXEHMEe UYacCTOTH [NIPpUCTYyIoB HAE vy
IaluMeHTOBR, KOTOpHx Jeumyau 300 mMr, 400 M, KOMOMHMPOBAHHOM HOO30M
(300 m 400 w™mr) wmam 1jdauedo. VICXOOHEM YPOBEHBL ONpenesiaIM Kak

npucTtynel HAE B aHaMHese 3a [OoCJenHMe 3 MecdAlla [Iepel BBeIeHMEM.



DaHHBIe BKJIOUAKLT HAalMEeHTOB C MCXOOHOM UYacTOTOM =2 IMIPUCTYIOB 3a
[ocJjienHue 3 Mecdlua. B OHU 8-50 YaCTOTH IPUCTYIIOB He
KOPPEeKTUPOBaJIM I[I0 MCXOOHEIM dYacToTaM. I[IpOLeHT CHMXEHMSA YaCTOTH
npucTynoe HAE 1[I0 CpaBHeHMI C IJlaled®o M 3HaueHMe P BBUNCIAIU C
ydyeToM CMEeMaHHOM MOOeJiM I[IOBTOPHEIX WU3MEepeHMM C IUCIEePCUOHHBEM
aHaJIiM30M (MCXOIOHas dYacToTa I[IPMCTYIIOB B KauecTBe KOBapMaTH) U C
ydyeToM paclpelejieHusa IlyaccoHa.

Ha ourype 8 npencTaBJIeHa JacToTa IPUCTYIIOB HAE v
VHIVBUOYYMOB, KOTOPEM BBOOMIM ILIaunedbo. Ilo ocu X OTJIOXKEH HOMeEP
OHell MCCJIeODOBaHUM.

Ha o¢urype 9 mnpencTaBjieHa CpeOHsas KOHUeHTpauusa DX-2930 wu
yacToTa HnpuctTynoe HAE nocie nosel 30 Mmr.

Ha o¢urype 10 mnpencrablieHa CpelOHAsa KOHUeHTpauusa DX-2930 wu
yacToTa npuctTynoB HAE mocjye pmos3er 100 mr.

Ha o¢urype 11 mnpencrablieHa CpeOHAsa KOHLUeHTpauusa DX-2930 wu
yacToTa npuctynoe HAE nocie nosel 300 Mr.

Ha o¢urype 12 mnpencrablieHa CpeOHAsA KOHLUeHTpauusa DX-2930 wu
yacToTa npucTynoB HAE mnocisie pmosel 400 M. 3a MCKIOUEHMEM OIOHOTO
maluyeHTa, KOTOPOMYy BBOOWJIM TOJIBKO OOHY IHOO3Y (OJ4 IIOJIYYEeHUHA
cpenHeV GapMaKOKMHETUUEeCKOM KPMBOM) .

Ha o¢urype 13 mnpencrTaBJjieHa KOHULUeHTpauusa DX-2930 M [OPpUCTYIIH

HAE y m[OaluMeHTOB C UYacCTOTOM MNPUCTYIIOB =9 OpUCTYIIOB/3 Mecslla B
aHaMHese. A.: TIlallMeHT, KOTOPpOMYy BBOIMJIM ILIauedbo. B.: T[auueHT,
KoTopoMy BBOmmJIM 300 Mr. m C.-F.:ODaluMeHTH, KOTOpEM BBOOMIM 400
MIT'.

Ha ourype 14 mnOpencrTaBJieH IIpMMep CXeMbl JeueHMs, BRJIOUakIen
Ieprol BBeIeHMS HaTl'py30UHOM ITOBH UM IIepron HOoOIepXaHMS IO3H, 3a
KOTOPEIMM MOXEeT CJIeOOBaTh YBeJUMUEHHEM I[IepMuol JeueHMsS WM IIepuon
OTMEIBKM .

[IOOPOEHOE OIIMCAHUE

OnpenesieHus
s yoodcTBa nepen IaJibHelmMm ONMCaHueM HacToAmero
n300peTeHnd NIPUBOLOAT onpenesyieHUA KOHKPEeTHHX TEPMVHOR,

UMCIIOJIBE3YyEMEIX B OIIMCaHNMM, IIprMMepaxX U (]_)OpMyJ'Ie MBO@peTeHMF{. prrme

TEPMMHEI OIIpeleJIeHE TaK, KaK OHM YKa3aHH B OIIMCaHNM.



OOpMEI B E€OMHCTBEHHOM UYMCJIe BKJIOUAKT CCHUJIKY Ha MHOXECTBEHHOE
UMCJIO, €CJIM KOHTEeKCT UeTKO He YyKas3HBaeT Ha MHOe.

TepMuH "aHTUTeJIO" OTHOCUTCA K 0OeJIKy, BKJIOUalIeMy 10 MeHbIelu
Mepe ooVH BapuabeJIbHHEM OOMeH  MMMYyHOTJIOOYJIMHAa (BapuabeJIbHY
o6JacTh) VI ocJiegoBaTeJIbHOCTD BapnabeJIbHOTO OoMeHa
UMMYHOTJIOOYJIMHa (BapuabesbHOM o6JjacTy) . Hamnpumep, aHTUTEJIO MOXeT
BRJIIOUATL BapuabeJbHYyI o00JIacTh  TAXeJION (H) Henmu (CokpalleHHO
obosHauaeMyl B HaCTOAMeM OoIMcCaHuM kKak VH muam HV) um BapuabellbHY
obJjiacTe Jerkou (L) uwemnm (cokpameHHO o00603HaAvaeMyld B HaCTOLAMeM
ommcaHuM kak VL miam LV). B OpyI'OM IIpMMepe aHTUTEeJIO BKJIIUaeT IBe
BapuabelbHEe oOJacTu TsaKeJoM (H) uenu u OBe BapuabelibHHe 00JIacTU
Jerkor (L) uenu. TepMuH "aHTUTeJO" BKJOUAEeT aHTUTEHCBI3HBBAaKIME
bparMeHTE aHTUTEJ (HaIpMMEpP, ONOHOILIEIIOUEeUHEe aHTuTeNla, Fab- wu
sFab-boparmMeHTH, F(ab') 2, Fd-dpparMeHTH, Fv-dparMeHTH, scFv wu
bparMeHTH HOOMEHHHX aHTUTEJI (dAb) (de Wildt et al., Eur J
Immunol. 1996; 26(3):629-39)), a Takxe IIOJIHEE aHTHUTeJa. AHTUTEJIO
MOXeT MMeThb CTPYKTypHHe Ipus3Haku IgA, IgG, IgE, IgDh, IgM (a
TaKXe MX I[IOOTUIIOB) . AHTUTEJIa MOTYT OBTH M3 JIOOIO MCTOUHMKA, HO
[IPEenIouTUTEeJIbHEMM  ABJIAITCH aHTUTeJla [IpMMaTOB  (UeJIoOBeKa UM He
ABJIAKIIETOCSA UYEeJIOBEKOM IIpMMaTa) U IpUMaTU3UPOBaHHEE aHTUTeJa.

O6jjacty VH wm VL MOXHO  IOOIOJIHUTEJIEHO I[IOoOpa3nelidiTh  Ha
TuUllepBapradesibHEE oBysacTH, oBo3HauaeMele Kak "onpemensgomue
KOMILJIEMEHTapHOCTh obJyacTtm" ("CDR"™), nepeMexamnmme c BoJiee
KOHCepBaTUBHEIMM OOJlacTaMM, OOO3HavaeMeMM KakK "kKapkacHEe ob6jgacTtm"
("FR") . OnpemeydioT OPOTSKEHHOCTL KapKacHoM ofjactu m CDR (cM.,
Kabat, E.A., et al. (1991) Sequences of Proteins of
Immunological Interest, Fifth Edition, U.S. Department of Health
and Human Services, NIH Publication No. ©91-3242, wmu Chothia, C.
et al. (1987) J. Mol. Biol. 196:201-217). B HacTodlmeM OIMCAHUU
VCIIOJIL3YIT onpenejyieHus Kabat. Kaxmas VH wm VL, Kak TOpaBWIIO,
cocTodT M3 Tpex CDR m uetThpex FR, pacloOJIOXeHHEX OT aMMHO-KOHIIa K
KapOOKCHM—-KOHIy B cCJllenyrmeM TIopsanke: FR1, CDR1, FR2, CDR2, FR3,
CDR3, FR4.

B paMrax n300peTeHNnd TepPM1H "ocJyIenoBaTEeJIbHOCTE
BapuabesIbHOTO IOOMeHa MMMYyHOTJIOOyJIMHAa" OTHOCHUTCH K aMMHOKMCIIOTHOM

rnocjienoBaTeJIbHOCTH, KOTOpad MOXeT O@paBOBBIBaTb CTPYKTYDPY



BapnabesIbHOTO JIOMeHa MMMYHOTIJIOOYJIMHa TakuM ofpasoM, UYTO OIOHa WM
HeCKoJIbkO objlacTel CDR paclHoJioXeHH B KOHOpMalLMM, IIOOXOOAMEN OJId
AHTUTeHCBABHRBAKIIETIO YydYaCTKa. HampuMmep, IIOCJeOOBaATEJILHOCTE MOXET
BKJIOUATH BCIO VI JacThb aMMHOKMCJIO THOM [IOCJIeOBaTeJIbHOCTHU
IPMPOOHOTO BapMabeJIbHOTO »OOoMeHa. HampuMmep, B IIOCJeOOBaATEJIbHOCTU
MOTYT OTCYTCTBOBaATbL OIOHa, nOBe wiau ©Oojee N- wmiam C-KOHILEBEX
AMMHOKMCJIOT, BHYTPEHHUX aMMHOKMCJIOT, OHa MOXeT BKJWUATh OIHY WM
HECKOJIbKO MHCepUUM WM IJOIOJIHUTEJILHEX KOHILEBHX aMUHOKUCIIOT WM
MOXeT BKJIOUATH opyrue V3MEeHeHU . B OIOHOM us3 BapMaHTOB
OCYIECTBJIEHUS MOJIMIIENTUL, BKJIIOY a10MmM [IOCJIeOOBATEJILHOCTE
BapuabesIbHOTO IOOoMeHa MMMYyHOTJIOOYJIMHAa, MOXHO CBAS3HBATL C IpyToM
[IOCJIeNOBATEJIbHOCTRID BapuabeJIbHOTO OOMeHa UMMMYHOTJIOOYJIMHa  IJIA
[IOJIyYEHU I AHTUTEeHCBA3HBAKIETO  YYacTKa, HalpuMep, CTPYKTYPH,
OPennouTUTEeJIbHO B3aMMOOEeMCTBYHIEN C KaJIJIMKPEMHOM I1J1a3MH .

Henes Vy mam Vi aHTUTeJa MOXET OOMNOJIHUTEJIBHO BKJKUATH BCKO WU
YacThk KOHCTaAHTHOM o0O6JacTM TaKeJION WM JIeTKOM Lelyr, UYTOOB, TaKKM
oBpaz3oM, O0Opa30BHBATE TAKEIYD WM JETKyKn Iellb WMMyHOTJIOOYJIMHA,
COOTBETCTBEHHO. B OIOHOM U3 BapMaHTOB OCYIECTBJIEHVUS aHTUTEJIO
ABJIAETCHA TeTpaMepoM M3 IOBYX TIKEJIHX llelel MMMyHOTJIOOYJIMHa UM OBYX
JEeTKMX  leley  MVMMyHOTJIOOYJIMHA, roe  TAXeJEe UM JIeTKMe  Lelu
VMMYHOIUIOOYJIMHa COeIMHeHH, HallpuMep, IUCYJbLOUOHEMY CBA34MM. B
IgG KOHCTaHTHAa4d oBJlacThb TSKEJION nenm BKJIOUAET TPU
MMMYyHOTIJUIOOVYJIMHOBEIX nOoMeHa, CH1, CH2 m CH3. KoHCTaHTHas o006JlacTb
JleTKOoM 1llelbk BKJUaeT pomeH CL. BapuabesbHasa o00JacTh TAXEJHX U
JeTKMX Lelel COIepXUT CBASHBaIMUM TOMEeH, B3aMMOIEMCTBYIMUN C
aHTUTeHOM. KoHCTaHTHEE OOJIacCTM aHTUTEJ, KaK IIPpaBUJIO, OIOCPEenOyiT
CBA3BEBaAHME aHTUTeJa C TKaHAMM WIM GQaKTopaMu XO34MHa, BKJIKUYAL
pa3JIMUHBEIE KJIETKM MMMYHHOM CHUCTeMbl (HanopuMep, 20OPeKTOopHBEe KJIIETKM)
M T[epBHM KOMIIOHEHT (Clq) KJIaCCUYeCKOM CUCTEeME KOMILJIEMEHTaA.
Jlerkre Uenr MMMyHOTJIOOYJIMHa MOTYT MMETH TUIIE Kalla WiIv JaMOia. B
OIOHOM n3 BapMaHTOB OCYIEeCTRBJIEHU A aHTUTEJIO ABJISETCSH
TJIMKO3UIIVPOBaAHHEM. AHTHUTEJIO MOXET HABJIATBECH (QYHKIUMOHAJIBHEIM B
OTHOMEHUM AaHTUTEJIO3aBUCUMONM LIUTOTOKCUUHOCTU U/UIKM KOMILJIEMEHT—
OIloCpelOoBaHHOM IUTOTOKCHUUHOCTH .

OOMH WM  HEeCKOJBKO obJyacTen aHTUTeJla MOTYT ABJIATHCSA

yeJjiopedueCKuMr  MJIn, 10 CymecCTBY, yeJioBeUe CKIMMI . HaanMep, OIoHa



MM HeCKOJIbLKO BapuabeJIbHHEX o60JacTel MOTYT ABJATHCHA UYeJIOBEeUeCKUMU
WY, IO CyHNeCcTBYy, UYeJIOBeUeCKMMM. Hamnpumep, OIOHa WJIM HEeCKOJIBKO
CDR MOTYT SHABJATBCHA UYeJIOBEeUeCKMMM, HalpuMmep, CDR1 HC, CDR2 HC,
CDR3 HC, CDR1 LC, CDR2 LC wm/mam CDR3 LC. Kaxmas u3 CDR JleT'KoOn
nenu (LC) wum/uam Taxeson uenm (HC) MoXeT HABJISTLCA UeJIOBEUYeCKOl.
CDR3 HC wmMoxeT ABJIATHLCHA yeJIOBEeUeCKOM! . OnmHa W HEeCKOJIBEKO
KapKacHHX ofJjlacTell MOTYT SBJIATLCHA UeJIOBEUeCKMMM, Halpumep, FRI1,
FR2, FR3 wu/mam FR4 HC wu/mam LC. HamopuMmep, Fc-oBjgacTs MOXeT
ABJIATLCA UeJIOBeUeCKOM. B OIHOM M3 BapMaHTOB OCYIEeCTBJIEHUS BCe
KapkacHHe 006JlacTu ABJIAKTCA UYeJIOBEUEeCKMMM, HalpuMep, [I0JIYYeHHBEMN
M3 COMATHMUEeCKOM KJIeTKM UeJiloBeKa, HalpuMep, I'eMaTolloDTUUeCKOMN
KJIEeTKM, OpoIyLuupyomel UMMyHOIJIOOVJIMHE, MWJIM HeTeMaTOoIIORTHUUeCKOM
KJIETKM. B OIHOM M3 BapMaHTOB OCYIECTRBJIIEHMS II0CJeOOBaTEJIbLHOCTHU
yeJioBeKa ABJIAKTCSA [IOCJIeIOBATEJIBHOCT AMU 3apOoOHIeBOM JIVIHUIL,
HaOpyMep, KOIUPYEMBMM HYKJIEMHOBOM KMCJIOTOM 3apOodblleBOM JIMHUM. B
OIOHOM "3 BapMaHTOB OCYIECTBJIEHU A KapKaCHHE (FR) oCcTaTKMU
BHOPaHHOTO Fab MOXHO npeoOpas30BEHBATH B TITL AMMHOKMCJIO TEL
COOTBETCTBYKIETO OCTaTKa B OOJIBIIMHCTBE CXOXWUX T'€HOB IIpMMaTa
3apOoIHIIEeBOM JIMHMM 3apOOBIMEeBOM JIMHUM, OCOOeHHO, TeHa UJeJlIoBeKa
3apOoIOHIeBOM JIMHMM. OOHa WMJIM HEeCKOJIbKO KOHCTAHTHEIX OO0JlacTel MOTYT
ABJIATHLCSA UYeJIOBEeUEeCKOM MM, IO CYMecTBY, ueJloBeueckol. Hamnpumep,
no MeHbmen wMepe 70, 75, 80, 85, 90, 92, 95, 98 wum 100%
BapnabesIbHOTO oOoMeHa VMMYHOTJIOOYJIMHA, KOHCTAaHTHOM objacTH,
KOHCTAHTHEIX JOMEHOB (CH1, CHZ2, CH3 wu/wum CL1) Wi  LeJoro
aHnTmuTesa MOTYT ABJIATBHCSH yeJIOBeUueCKUMU W, 1o CymecTBY,
JeJIOBEUECKVMHA .

Bce VI JacThb aHTUTeJa MOXeT KOIMPOBATHLCHA TeHOM
VMMYHOTJIOOYJIMHa WM €T'0 CEeTMEeHTOM. [IpMMepH TI'€HOB MMMYyHOTJIOOYJIMHA
yeJioBeka BKJIOUAT I'eHB KOHCTAaHTHOM ofJjlacTM Kalllla, JaMbia, alkoda
(IgAl m IgA2), ramMma (IgGl, IgG2, IgG3, IgG4), nenbTa, BSICUIOH WU
MO, a TakxXe MHOTMe TeHB BapuabeJbHOM o006JJacTM UMMYyHOTJIOOYJIMHA .
[lonmHOpasMepHEe "Jerkue Henm" UMMMYHOTJIOOYJIMHAa (OIpubIM3UTeJIbHO 25
Klla MJIN NPUBIIU3UTEJILEHO 214 aMMHOKMCJIOT) KOOUPYIOTCA T'eHOM
BaprabesIbHOM oBJslacTH Ha NHZ -koHLe (MpUOIMBUTEJIEHO 110
aMMHOKMCJIOT) ¥ T'eHOM KOHCTaHTHOM o6JacTM Kalla WK Jaudnoa Ha

COOH-koHIIe. [ToJIHOpPa3MepHHE "7 aKeJIse uenm" VMMYyHOTUIOOYJIMHA
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(mpubmuzuTrensHo 50 Klda wmiam nopubiam3uTresbHO 446 aMMHOKMCIIOT),
aHaJIOTUYHO, KOOUPYITCHA TeHOM BapuabebHOM obiacTu
(mpubusuTesibHO 116 aMMHOKMCJIOT) UM OIOHMM M3 OPpYI'MX YKa3aHHHX
BHIIE T'€HOB KOHCTAaHTHOM o6JacTu, HalpuMep, TaMMa (KOIOMpPpYKIEeTro
npubamus3uresbHO 330 aMmMHOKMCIOT) . HOnmHa HC dYeJjijoBeka 3HaAUMTEJIBHO
BapbUupyeTcsda, T.K. pasMmMep CDR3 HC BapbuUpyeTCHd OT NOPUOIU3UTEJIEHO 3
OCTaTKOB aMMHOKMCJIOT o ©Bojee 35 oCTAaTKOB aMMHOKMCJIIOT.

TepMrH "AHTUT €HCB S 3LIB aommi dparmeHnT" [IOJIHOPAa3MEepPHOTO
aHTUTeJa OTHOCUTCH K OIOHOMY VI HECKOJIbKMM bparMeHTaM

IIOJIHOPpasMepHOI'O aHTUTeJIla, COXPaHAKIMM CIIOCODOHOCTE CHeludUUeCcKU

CBSASEBATHCH C VMHTepecyKme MUIIEHBK . [IpuMepH CB A3HBaKINX
bparMeHTOB, BXOOAMMUX B TepMUH "aHTUTEeHCBA3HBalIUM  dparMeHT"
[IOJTHOPa3MEpPHOT'O aHTHUTEeIa u COXPaHAKnINX OYHKUMOHAJBEHOCTE,

BrJOUanT (1) Fab-dparMeHT, MOHOBAaJIEHTHHI (QparMeHT, COCTOANMM U3
noMeHor VL, VH, CL wmu CHl1l; (ii) F(ab'")2-dparmMeHT, OMBaJIEHTHHM
bparMeHT, BRJOUAKMMM IBa Fab-dparMeHTa, COeOMHEHHHX IUCYJbOUIHLM
MOCTMKOM B MMapHMpHOM o6jacTu,; (1ii) Fd-dparMeHT, COCTOAMUN U3
nomMeHoB VH m CH1; (iv) Fv-¢parMeHT, cCOCTOAmMM M3 IOoMeHOB VL u VH
OOHOT'O ILJIeya aHTUTeJa, (v) dAb-dparmenT (Ward et al., (1989)
Nature 341:544-546), cocTodmmMM M3 JgoMeHa VH; M (vi) BHIOEJEHHY
OINpenelyigrmyln KOMILJIEMEHTApHOCTE o6JacTek (CDR). Kpome TOTro, XOTHA
IOBa OoMeHa Fv-dpparmMeHTa, VL M VH, KOOMPYTCA OTHEJILHEIMU I'eHaMu,
X MOXHO COeIMHATL, MCIOJb3YS PeKOMOMHAHTHEE CIOCOOH, C IIOMOMBI
CUHTETHMUYEeCKOTO JIMHKepa, I[O03BOJARMerOo IoJIydaTh MX B BUIe eIVHOM
feJIKOBOM  llelN, B KOTOpOM objslactmt VL wm VH crlapmupamnT oJid
00paszoBaHMa MOHOBAJIEHTHEIX MOJIEKYJI, M3BECTHHEX KakK OIOHOLEeIOUeUHHM
Fv (scFv). Cwm., Hanpumep, -HaTeHTe CIA NN 5260203, 4946778 wu
4881175; Bird et al. (1988) Science 242:423-426; u Huston et al.
(1988) Proc. Natl. Acad. Sci. USA 85:5879-5883.

OparMeHTH aHTHUTEJ MOXHO IIOJIyYaThb JIKOBM [MOOXOIAMNMM CIIOCOOO0M,
BKJIIOUAA OOMEeNpUMHATHE CIOCOOHE, M3BeCTHHEe CclIelMraJlucTaM B D2TOM
oByjacTu. TepMmuH "MOHOCHENNPUUECKOE aHTureso" OTHOCUTCH K
aHTUTEIY, PO ABJIAKIEMY OIOHY CIIeUMPUUHOCTH CBA3BEBaHUA u
addMHHOCTE K KOHKPETHOM MUIIeHM, HalpuMep, D2OUTOoNy. B pamMkax
n3obpeTeHms 2TOT TepMUH BKJIOUAET TEePMUHEL "MOHOKJIOHAJIbHOE

aHTureJo" MM "KOMIIO3MILMI MOHOKJIOHAJILHOT'O aHTuUTejla", OTHOCAmMecs
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K TIpeHdapaTy aHTUTeJ WIM UX Q(parMeHTOB C OIHOM MOJIEKYJISPHOM
KOMIIO3UIIMEN, He3aBUCHMO OT clIocofa MNOoJIydyeHUS aHTUTeJa.

A"uTuUTeEJa "mooBepramoT MOIOMOMKaLUM Ha YPOBHE T'eHOB
3apPOOHIEBOV JIMHMMK", BO3Bpamasd OOHY WM HEeCKOJIBKO aMMHOKMCJIIOT, He
OTHOCAmMUXCS K  3apOoObIIeBOM  JIMHUY, B KapKacCHHX ofOJjlacTaxX B
COOTBETCTRYyIME aMMHOKMCJIOTH aHTUTeJla 3apOoObIIeBOM JIMHUM IIPpU
YCJIOBUM, UYTO CBA3HBaIMEe CBOMCTBAa, II0 CYMEeCcTBY, COXPaHAKTCH.

KoHcTaHTa MHTUOUPOBAHUSA (Ki) npencrTaejgeT cobom Mepy
aKTMBHOCTM  MHIUMOMTOpPA; OHa TIpencTaBJsgeT CcoBoM  KOHIEeHTpalNi
MHITUOUTOPAa, HeOoOXOOUMYy 0JId CHIKEHMU A aKTUBHOCTHU bepMeHTa
HaloOJIOBMHY, ¥ He 3aBMCUT OT KOHIeHTpaluul odepMeHTa UIM CcyOCcTpaTa.
Kaxymyoca Ki (Ki, app) »OoaydanT OPpM Pas3JIMUHEIX KOHIeHTpPalMnax
cybcTpaTa [OCPEenCTBOM UBMEPeHMSI MWHIUOUTOPHOTO 5dderKTa pasJIMUHBEX
KOHILEHTpaluM MWHIUOKUTOPpa (HaopuMep, MHIMOUTOPHOTO CBSSHBAKIMETO
DeJsika) Ha CTeleHb peakluuu (HanpuMep, aKTMBHOCTEL (GepMeHTaA) ;
alnpoKCUMaly  M3MEeHeHMs  KOHCTaHTH CKOPOCTM  peakKuuy I[ICeBIOO-—
[IepBOT'O IIOpAOKa Kak OGyHKUMM KOHUEeHTpaluM MHIMOMTOpa K YPaBHEHUD
MoppucoHa (ypaBHeHMIO 1) HOPMBOIUT K OLeHKM 3HaueHMs Kaxymercsa Ki.
Ki nojgydanT M3 CcBOOOOHOTO UWJeHa, [OJy4YaeMOoI'o IIpM JIMHEMHOM
pPerpecCcHMOHHOM aHaluz3e TIpaduka Ki,app OTHOCUTEJIBHO KOHIEHTpaluuu

cybcrpara.

R

((Kpp+ 1+ E)=[lK, syt T+ EF —4.1-E ;
| 1. E |
11 e

B &

v:v&—vs‘e

YpaBHeHUe 1
T'me v=u3MepsaeMas CKOPOCTE ; v0=CKOpPOCTb B OTCYTCTBUE
nHrubuTopa; Ki, app=kaxymasacs KOHCTaHTa MHIMOUpoBaHMsa; I=obmasd

KOHLIEHTpaumAa MHI‘M@MTOpa,’ n E=o0maga KOHLEHTpaumAa (]_)epMeHTa.

B paMKax n300peTeHn g TepMUH "abpPMHHOCTDL CBA3BBaHUA"
OTHOCUTCHA K Kaxymemcsa KOHCTaHTe accoumaumm M KA. KA
[IPOTUBOIIOJIOXHA KOHCTAaHTe ouccoumralmm (KD) . Ce4A3HBaKieeCcd

AHTUTEeJIO, HalpuMep, MOXeT MMeTh abddMHHOCTEL CBA3HBAHUA 10 MeHbLIeN
mMepe 10°, 10, 107, 10%, 10°, 10i° u 10 M-l 1$Omsg KOHKpeTHOMU
MOJIEKYJIE-MUIIEHNM, HalpUMep, KaJlJIMKpeMHa I[jasMel. O ©0oJjiee adpdmMHHOM

CBAS3EIBaHMM CBA3EBEBaKMeIro aHTUuTeJla C HepBOIZ MMMEeHBK OTHOCUTEIIBEHO
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BTOPOM MHUIIEHM MOXeT CBUIETeJILCTBOBAaTL ©OoJiee BHCOkasa KA (uiam
MeHbllee UMCJIOBOe 3HaueHMe KD) @Jia CBA3LBBAHUA I[IepPBOM MMIIEHM, UYeM
KA (maM umMcJoBoe 3HaueHre KD) @OJd CBA3HBAHMA BTOPOM MUIIeHM. B
TaKMxX CJydadx CBA3BBaKIlee aHTUTEJIO MMeeT CHelUMOMUHOCTL  IOJIS
IepBOM MulleHM (Haopumep, Oejika B IIepPBOM KoHOOpMALUMM MM €TI0
MMMETHKa) OTHOCUTEJIbHO BTOPOM MUIEHM (HalpuMmep, TOoTro Xe ©Oejlka BO
BTOPOM KOHOOpMALMM WJIM €TI0 MUMeTHKa; WMJIM BToOporo Oejka).
Pazmnumsa addMHHOCTM CBABHBaHMUA (HaIpuMep, B Clydyae CHelUUMPUMUHOCTU
WM OPpYIMX CPpaBHEHUM) MOTYT SABJATLCA 10 MeHbmeM Mepe 1-,5, 2-,
3-, 4-, 5-, 10-, 15-, 20-, 37,5-, 50-, 70-, 80-, 91-, 100-, 500-
, 1000-, 10000- myam 10°-KpaTHLMHA.

AQPOMHHOCTBE CBA3EBAHMSA MOXHO OIIPENeJIATh MHOXECTBOM CIIOCOOO0B,
BKJIOUA 4 PAaBHOBECHHM  IMaJu3, PaBHOBECHOE CBA3EBaHUE, TeJlb-—
bmIs TPaLML, ELISA, IOBEPXHOCTHHM T1J1a 3MOHHEI pe30oHaHC MJIIN
CIIEKTPOCKOIINK (HanpuMep, c VICIIOJIb 30BaHMEM GJIIYOpeCIeHTHOTO
aHaJuza) . IllpuMepoM YCJOBMM IJA OlLeHKM addMHHOCTM CBA3LHBAHUA
aBjugerca Oydep HBS-P (10 MM HEPES, pH 7,4, 150 MM NaCl, 0,005%
(06./06.) MIOBEPXHOCTHO—-AaKTMBHOT'O BemecTBa P20). 3TM CHoocoOw

MOXHO MCIIOJIE30OBATh IJIA MSMEePpEeHMA KOHLEHTPpalM CBA3aHHOTO n

CBOOOIOHOTO CBA3HBAKIMIEI'O Oelika Kak byHKLIMM KOHIIeHTpalun
CBA3HBAaKIEI'O DeJsika (mm MUIIEHN) . Konueunrpaumusa CBA3aHHOTO
CBA3BBaImEero  OeJjka ([CBA3aHHOTO] ) OTHOCUTCA K  KOHLEHTpaluu
CBOOOOHOTO CRBA3HBaKIEro 0OeJika ([CeroBomHOTO]) M  KOHLEeHTpaluu

YUaCTKOB CBSA3HEBaHMA IOJIA CBA3HBawmero ©OeJika Ha MmmeHu, roe (N)
ABJIAETCSH KOJIUUECTBOM YUAaCTKOB CBSA3BBaHMA Ha MOJIEKYJY MUIIEHL, B
COOTBETCTBUM CO CJeNyRIIVM YPpaBHEHMEM:

[CBasaHHel | =N [CBoBonuu] / ( (1/KA) + [CBOBOOHEI] ) .

He Bcerma o643aTelIbHO TOUHO olpeneysaTts KA, T.K. MHOT'Ia
OOCTATOUHO OCVYIIECTRBJIATE KOJIMUECTBEHHOEe U3MepeHue addrMHHOCTH,
HanpuMep, OoIpelesyiseMoM crnocoboM, TakuMmM Kak ELISA WM aHaJlus3
FACS, OHa IIPOIIOPLMOHAaJIbEHA KA u, TakuM obpasoM, ee  MOXHO
MCIIOJIL30BATE MJIA CpPpaBHeHMI, TakKoTo Kak olpenejieHre, ABJISeTCHd JU
BoJiee BEICOKasa addMHHOCTL, HaIpuMep, B 2 pasa 0Oojee BHCOKOM, IOJA
OCYIIECTRBJIEHUA KaueCTBEHHOTO U3MepeHnd addmuHOCTH, MJIN oJjig
IoJIydyeHusa BeBOOa 060 addmHHOCTH, HalpuMmep, 10 AaKTMBHOCTU B

bYHKLUMOHAJILHOM aHajnu3e, HalpuMmep, aHaluze In vitro wjiamM in Vvivo.
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TepMuH  "CBA3HBaKIlee aHTUTEJO" (M TepMMH " CBA3HBAaKMUN

BeJsiok", MCIHOJIb3YeMHe B  HacTodleM ONMCaHMM  B3aMMO3aMeHIeMo)

OTHOCUTCA K AHTUTeJIY, KOTOpoOe MOXeT BBaMMOHeﬁCTBOBaTb C
MOJIEKYJIOM—MMIIEHBID. 3TOT TepMMH MCIOJbB3YKRT B3aMMO3aMeHSAeMO C
TEePMUHOM "nuraHn". TepMmH "a"HTUTEeJOo, CBA3BBaKIEeCd C
KaJUIMKPEeMHOM  IJIa3Mel"  OTHOCUTCHA K aHTUTeJY, KOTOpOe  MOXeT

B3aMMOIEVMCTBOBATL (HaIpMMep, CBASHBATLCHA) C KaJJIMKPEMHOM I1JIa3MH,
u BKJIOUAET, B JacTHOCTH, aHTuTesNa, IperMyIe CTBEHHO VI
CIelnMudmuUuecKky CBASHBaKMUECS W/WIM MHIMOMPYOIME KaJJIMKPEeMH I1j1a3ME.
AHTUTEJIO UHITUOMPYET  KaJJIMKPEeMH  ILJIas3MEH, €CJIM OHO  BHI3HBAaeT
CHIDKEHME aKTUBHOCTU KaJIJIMKpenHa [1J1a '3MEL 10 CpaBHEHUIO c
AKTMBHOCTBI KaJUIMKPEMHa ILJIa3MeEl B OTCYTCTBMEe aHTHUTeJla M B TexX Xe
YCIJIOBMAX .

"KoHcepBaTMBHasa aMMHOKMCJIOTHas 3aMeHa" ABJIAeTCd 3aMeHOoH,
OpM  KOTOPOM  aMMHOKMCJIOTHEIM OCTaTOK  3aMeHAIT  aMMHOKMCJIOTHBEIM
OCTaTKOM, MMeKIMM CXOXyl OOKOBYK Lelb. B 3Tol o0jlacTK OINpeleJIeHE
CeMelMCTBa aMMHOKMCJIOTHHX OCTATKOB, MMEKIMX CXOXMe OOKOBHE Lelu.
3TM CceMelMCTBa BKIOYAKT aMMHOKMCIJIOTH C OCHOBHEMM OOKOBHMM ILellsIMU

(Hanpmmep, JIM3VIH, apI'VMHMH, PMCTMHMH), KUCJIEIMM OOKOBEIMM  LIEIISAMU

(HaanMep, acllapal'MHOBa#4d KHMCJIOoTa, IJIyTaMMHOBaA KKcJjoTa),
He3sapAXeHHBEIMN TIOJIAPHEIMI OOKOBHMM mellaMr (HaanMep, IJIMIIMH,
acliaparmH, JIyTaMMH, CepuH, TPeOHUH, TMPO3MH, HMCT@MH),

HeloJISPHEIMM OOKOBBIMM lLenNaMu (HalopuMmep, aJlaHMH, BaJiMH, JeWlIuH,
M30JIeMLNH, MPOJINH, beHMIIaIaHUH, MeTHMOHMUH, TpunrTodaH) , BeTa-
pPa3BeTBJIIEHHEMU OOKOBEIMU LernsaMm (HanpuMep, TPEeOHUH, BaJIMH,
M30JIeMLIMH) ¥ apoMaTHUYeCKMMM OOKOBBIMM LelaMu (HaopuMmep, TUPO3UH,
beHMIallaHVH, TpulTo®aH, TUCTUIMH) .

OmIMH WMJIM HEeCKOJLKO aMMHOKUCJIOTHHX OCTATKOB Kapkaca u1/MUiu
CDR cBA3bBapmero 0O0eJjika MOTYT BKJIOUATL OIHY WM HECKOJBLKO MYyTallui
(HanmpuMep, 3aMeH (HanpuMep, KOHCEPBATUBHEX 3aMeH WM 3aMeH
HeHe3aMeHMMBEIX aMUMHOKMCIIOT), MWHCepLUMM WIM »OejleliMil) OTHOCHUTEeJILHO
CBA3HBAKIETrO OeJika, NPeOCcTaBJIeHHOTO B HaCTOAlleM OIMcCaHuM. BeJiok,
CBASHBAKIMM KaJIJIMKPeMH IIJIa3Mbl, MOXeT MMeTh MyTalluy (HaldpuMmep,
3aMeHH (HalpuMep, KOHCEepBAaTHMBHBEE 3aMeHH WM 3aMeHB HeHe3aMeHVMEBIX
aMMHOKMCJIOT) , MHCEePLMM WIM »OeJeluuu) (HadpuMmep, 10 MeHbIEe Mepe

OIHY, IOBe, TpM MUJIU UeTHpe u/mMiIM MmeHee 15, 12, 10, 9, 8, 7, 6, 5,
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4, 3 WA 2 My Talui) OTHOCUTEJILEHO CBAS3HBAKIETO beJika,
[IpeICTaBJIEHHOTO B HaCTOAIMleM OINMCaHWUM, HaIIpuMep, MyTaluu, He
MMEKIIMe SHAUUTEJLHOTO 39PpeKTa B OTHOWEeHMM QYHKUMM OeJika. MyTalluu
MOTYT IMIPUCYTCTBOBATL B KapKacHHX o6jlacTax, CDR M/MJIM KOHCTAHTHHX
oBJlacTax . B HEKOTOPHIX BapMaHTax OCYIEeCTBJIEHUA My Talum
[IPUCYTCTBYIOT B KapKacHOM oBJjacTu. B HEKOTOPEIX BapMaHTax
OCYIEeCTRBJIEHUS MyTalMM OPUCYTCTBYIT B CDR. B HEeKOTOPEX BapMaHTax
OCYMeCTBJIEHMSS MyTalluM I[IPUCYTCTBYIOT B KOHCTaHTHOM ob6jgactu. To,
ABJISETCA JIM IIePeHOCHMMOM KOHKpeTHas 3aMeHa, WJIM HeT, T.e. Oymer
JM ¥VMeTh MeCcTO HeOJaToNpMATHHN 20bekKT B OTHOMEeHUM OUMOJIOTUUECKUX
CBOMCTB, TakMX KaK CBA3HBaKMasag aKTUBHOCTL, MOXHO IIPOTHOBUPOBATL,
HalpuMep, mocpelcTBOM OLIEHKMU TOTO, ABJISAETCH JI My Tallisg
KOHCepBaTUBHOM, WIM crnocoboM 1o Bowie, et al. (1990) Science
247:1306-1310.

"Tlo CymecTBY, yeJioBeueckasa" BapmrabeJsibHasA obJjlacThb
VMMYyHOTJIOOYJIMHA ABJAeTCHa BapuadeJIbHOM 006JacTbid MMMYHOTJIOOYJIMHA,
BRJIOUAKIEN OOCTATOUHOE KOJMUECTBO IIOJIOXEHMM aMMHOKMCIIOT Kapkaca
yeJioBekKa TakKuM obpasoM, 4YTo BapuabesibHasa oO0JaCThk MMMYyHOTJIOOYJIMHA
He BH3BHBAEeT UWMMYHOTEeHHHM OTBeT VY HOpMaJIbHOTO ueJioBeka. "IIo
CYIeCTRY, UeJioBeuecCKoe" aHTUTEeJIO HABJLIeTCS aHTUTEJIOM, BKJIIOUAKIIVM
OOCTATOUHOE KOJMUECTBO IIOJIOXEHUM aMMHOKMCJIOT UeJloOBeKa  TaKuM
oBpas3omM, uTo AHTUTEJIO He BEISHBAET VIMMYHOT' € HHEIN oTBET N4
HOPMAaJIbHOT'O UeJIOBeKa.

TepMrH "souTon" OTHOCUTCA K YYaCTKy Ha COeIMHeHUM-MUIIEeHU,
CBA3aHHOMY CBA3HBaAKMMM 0OeJIKOM (HaIpuMep, aHTUTeJIOM, TaKMM Kak
Fab wmIM #OoJHOpasMepHEIM aHTUTeJIOM). B cJjydae, eClIM COeIMHeHue-
MUIIeHb ABJgeTcd OeJIKOM, Y4YacTOK MOXeT IIOJJHOCTBK COCTOAThH U3
AMMHOKMCJIOTHEIX KOMIIOHEHTORB, [IOJIHOCTBI COCTOSATH U3 XUMUUECKUX
MOOMOUKALIMM aMUHOKMCJIOT Oejika (HalopuMmep, IJIMKOSMJILHHX OCTAaTKOB)
MM COCTOSATH U3 UX KoMOMHauuM. I[lepeKpHBalmMecsd SIMTONE BRJIOUYAT
10 MeHbIIeM Mepe OIOMH pPaclpOoCTPpaHeHHHM aMUMHOKMCIIOTHHM OCTaToOK,
TUIMKOBUJIBHYK TpPYyIIny, ©QochaTHYKR TpPYNNy, CyJbdaTHY®R TPYyNIy WK
IPpYyTOM MOJIEKYJISPHEM IPU3HAK.

[lepBOe CBA3HBaKIECe AHTUTEJIO "CBA3BBaETCH C TeM xe
sruTornoM”", dUTO UM BTOPOe CBAB3HBaKIee aHTUTEJO, ecJiM IlepBoOe

CBA3EBBaAKIEE AHTUTEJIO CBA3EIBaeTCA C TEeM xe Y4daCTKOM Ha
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COEeNMHEHUN—MUIIEHN, C KOTOPBM CBA3BBaeTCsa BTOPOe CBA3HBAaKIES
QHTUTEJIO, WJIM CBA3HBAETCH C YUJaCTKOM, IIepPeKpHBaIMMCa (HaIpUMep,
Ha 50%, 60%, 70%, 80%, 90% wmmum 100% [NepeKpHBaKIMMCa, HaIpUMep, B
TepMMHaxX AMVHOKMCJIO THOM [IocJienoBaTeJIbHOCTHU VI OpyToTo
MOJIEKYJIIPHOTO IpU3Haka (HaopuMep, INIMKO3UJILHOM TIpymmw, ¢ochbaTHOM
TPYINE MJIM CyJIbdaTHOM TPYIIIH)) C YYacTKOM, C KOTOPHEM CBSABHBaeTCH
BTOpOEe CBA3HBaKIEee aHTUTEJIO.

[lepBOe CBAB3HBaKIEe aHTUTEJIO "KOHKYpHMPpYyeT 3a CcBA3HBaHMe" Co
BTOPRM CB SA3EBaKIMM AHTUTEJIOM, ecu CBA3EIBaHUE IepBOTO
CBA3BBAaKIETO aHTHUTEJIa C eI'0 D2IOMTOIOM CHMXaeT (HanopuMmep, Ha 10%,
20%, 30%, 40%, 50%, 60%, 70%, 80%, 90%, 100% wmimm OoJee)
KOJIMYECTBO BTOPOTO CBA3HBAKIEI'O aHTUTeJa, CBA3HBaAKMEeIOoCd C eTo
sOuTOoNnOM. KOHKYypPeHUMS MOXeT ABJIATLCA OpAMOM (HaopuMep, IIepBoe
CBA3BEBaKIEe aHTUTEJIO CBA3HBAETCH C BIMUTOIOM, ABJIAKIMMCS TEM Xe
BIIMUTOTIIOM, CBA3EBaEMBM BTOPHM CB A'3EIB aIMM aHTUTEJIOM, VI
[IEPEKPHBAKIMMCSA C HMM), MWIM KOCBEHHHM (HAIpMMEpP, CBA3HBaHUE
I[IEPBOTO CBA3HBAKIET O aHTUTeJIa C ero BIIUTOIIOM BEIBEIBAET
CTEPUUECKOE WM3MEHEHME B COEIMHEHMU-MUIIEHM, CHWXAKIMM CIIOCODOHOCTD
BTOPOT'O CBA3HBAKIIETO aHTUTEJIa CBA3HBAeTCH C €I'0 BIMUTOIIOM) .

BrunciieHuda "pomogiormm" ZNRZN "MUOEeHTUUHOCTHU
mocyjenoBaTeJIbHOCTHU" MeXxny OBYyMS [IOCJIeIOBaATEeJIbHOCT AMU (T
TEePMUHE B HacTodleM O CaHUM VCIIOJIb 3YIOT B3aMMO3aMeHsaeMO )
OCYIECTRBJIAT cJjlenyimyM obpa3zoM. IlocjenoBaTesJIbHOCTM BHPABHMBAKT B
IeJIfIX OITMMAaJIbHOT'O CpPaBHeHUS (HalpuMMep, MOXHO BKJIOUATE I[IPOIIYCKU
B OOHY VI obe nus3 nepBoOM u BTOPOM aMUHOKMCJIO THOM
[IOCJIeIOBATEJILHOCTU WM IIOCJIeHOBaTeJIbHOCTM HYKJIEMHOBOM  KUCJIOTEH
OJI9d  ONTMMAJIbHOTO  BHPABHMBAHMA M B 1LEJAX CpaBHEeHMS  MOXHO
npeHebperaTk HETOMOJIOTMUHEMKM [IOCJeIOBaTeJIbHOCTAMMY) . ONTUMAaJIEHOE
BHPABHUBaAHME OIPEeNeNIsiT I[10 JydmuMm OaJijlaM I[OpM  MCIIOJIb30BaHUM
oporpaMMmel GAP B makeTe nporpamMMm GCG ¢ MaTpulley 3amMeH Blossum 62

co mTpadoM 3Ba MHOPOIyCK 12, mTpadoM Ba YBeJMUeHMe IIpolycka 4 u

UlTpa(l)OM 34a ITPOITYyCK cO CIOIBMI'OM PaMKUI CUMTEIBaHMA 5. 3arTeM
CPaBHMBAKOT AMVMHOKMCJIJIOTHEIE OCTaTKM MJin HYKJI€OTHVIEL B
COOTBEeTCTBYRIIMNX ITOJIOXEHMAX AMVMHOKMCIIOT nJinm ITOJIOXEHMAX

HYKJIEOTUIOOB. ECJIM IIOJIOXEeHMEe B HepBOﬁ IIoCJIenoBaTEJIEHOCTM 3aHATO

TeM xe AMIVMHOKMCJIO THEIM OCTaTKOM MJin HYRKJIeOTMIOOM, uTo "
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COOTBeTCTBYyKIee IIOJIOXEeHMe BO BTOPOM IIOCJIeOOoBaTeJILHOCTH, TO
MOJIEKYJIH  ABJIATCA MIEHTHMUYHEIMM B  2TOM  IIOJIOXEHUU (B paMkax
nz3o0bpeTeHrsa "MOEHTUUYHOCTHL" AaMUHOKMCIIOTH WM HYKJIEMHOBOWM KMCJIOTEH
SKBMBaJIeHTHa "TroMoJioTum" aMUMHOKMUCIJIOTH MM HYKJIEMHOBOWM KMCJIOTH) .
[IpOLLeHT MOEHTUMUHOCTM MeXOy IOBYMSA IIOCJIeIOBaTeJIbHOCTAMU HABJIAETCH
byHKLMEN KoJIMUuecTBa UIOEeHTUUHBIX [IOJIOXEHUM, oBmmUx OJIs
mocJjienoBaTeJILHOCTEN .

B OpednouTUTEJIbHOM BapMaHTe OCYMeCTBJIEHMS IJMHa pedepeHCHOM

I10CJIenoBaTeJIbHOCTH, BHpaBHMBaeMOﬁ B IIeJIAX CpaBHeHMA, COCTaBJIAET

no MeHbme¥ wMepe 30%, [OpednouTUTesJIBHO -— TIO MeHbmelm Mepe 40%,
BoJjiee HOpedlouTHUTEeJILHO - IO MeHbme# wMepe 50%, naxe 0OoJee
IpennouTUTEeJIbHO - infe) MeHbIIen Mepe c0%, u maxe BoJiee
OpennouTuTeJIbHO - II0 MeHbmel Mepe 70%, 80%, 90%, 92%, 95%, 97%,

98% wmam 100% 1OIMHE pedepeHCHOM IocjeloBaTeJIbHOCTM. Hanpumep,
pedepeHCHasa [IOCJIEIOBATEJIBHOCTE MOXeT VIMETH OJIMHY
[IOCJIENOBATEJIBHOCTY BapuabelIbHOT'O OOMEeHa MMMYyHOTJIOOYJIMHA .

"T'yMaHU3UpPOBaHHag" BapuabeJbHaga oBJlacThb MMMYHOTJIODYJIMHAa
ABJifeTca BapuadesbHOM 00JIacThl MMMYHOTJIOOYJIMHA, MOIUQUIIMPOBAHHOM
Tak, yTOOH ~OHa  BKJIOUYaJa OOCTaTOUHOe KOJIMUECTBO TIOJIOXEHUMN
aMMHOKMCJIOT Kapkaca uYeJloBeKa TakuM obOpa30oM, UTO BapuabellbHad
0BJIaCTb MMMYHOTJIOOYJIMHA HEe BHIBHBAET MMMYHHBEI OTBET Y HOPMAaJIbHOTO
yeJjioBeka. OnmcaHma "I'yYMaHM3UPOBAHHEX" MMMYHOTJIOOYJIMHOB BKJIOUAKT,
HanpuMep, naTeHTH CIA NN 6407213 m 5693762.

TepMrH "BLImeJieHHOe" AHTUTEJIO OTHOCUTCHA K AHTUTEIY,
OTOeJIeHHOMY IIO MeHbmel Mepe oT 90% 1o MeHbllel Mepe OIHOTO
KOMIIOHEHTa [NPUPOIHOTO obpazla, M3 KOTOPOTO MOXHO IIOJIyYaThb
BHOEJIEHHOEe aHTUTeJIO. AHTHTeJa MOTYyT UMeThb, "Io MeHbmel Mepe'",
KOHKPETHYK CTelleHb UYMCTOTH, ecJIM MHTepecyKmasa MOoJIeKyJa WIn
IIOMNyJIALKA MOJIeKyJI ABJIAeTCda 10 MeHbmel Mmepe Ha 5, 10, 25, 50, 75,
80, 90, 92, 95, 98 mum 99% uUMcCTOM IIO Macce.

TepMrH "naumeHT", "wHIMBMIOYYM" wiIM "xXo34MH" (3TM TEpPMMHE
VICIIOJIL3YIT B3aMMO3aMeHSeMo) , nomJjexammy JIeueHM CcIoco®oM IO
HaCTOAIEMY n300peTeHMD, MOXeT OB3HadvaThb JeJIOBEKA VI He
ABJIARIIETOCSH UYEJIOBEKOM XMBOTHOTO.

TepMMHEL "mpekaJIMKpenH" 17 "HIpeKaJlNIMKPENH rrasMer" B

HacToAdmeM OIIMCaHMNM MCIIOJIBE3YIT B3alVMMO3IaMeHAEeMO, M OHM OTHOCHATCA K
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c]_)opMe SVMMOT'€Ha aKTMBHOI'O KaJlIJIMKPpEeMHa IIJIa3MEl, TaKXe M3IBeCTHOIO

KaK TIpeKaJlIJIMKPEVH.

B pamrax wuz300peTeHMS TepMMH "IIO CYymMecTBY, WUISHTHUYHEM" (MJIU
"IIO CymecCcTBY, TOMOJIOTMUYHHEM") MCIIOJL3YIT B HACTOAMEM ONMCAHUM IJIA
0B0O3HaUeHNd nepBoM aMMHOKMCJIO THOM [IOCJIeIOBATEeJIbHOCTHU VI

[IOCJIeNOBAaTEJIbHOCTU HYKJIEMHOBOM KUCJIOTH, COIepXallel IOCTaTO4YHOe
KOJIMUECTBO MIEHTUUHHEX MWJIM DSKBUBAJIEHTHEX (HAIpHMMep, CO CXOXeM
BOKOBOM Lielbi, HaIpUMep, KOHCEePBATUBHEMM 3aMeHaMM aMUHOKMCIIOT)
AMMHOKMCJIOTHEIX OCTATKOB MJIM HYKJIEOTHMIOB OTHOCUTEJILHO BTOPOM
[IOCJIenOBaATEJIEHOCTHU aMUHOKMCJIOT VI [I0CJIenOBaTEJIEHOCTHU
HYKJIEMHOBOM  KMUCJIOTEL  TakuM  obpas3oM, uTo neprass U  BToOpasd
[IOCJIeDOBaTEJIEHOCTHU aMUHOKMCJIOT W [IOCJIeDOBaATEJIEHOCTHU
HYKJIEMHOBOM KMCJIOTH UMET (MJIM KOIUPYIT OeJIkM, UMekllMe) CXOXMUe
aKTMBHOCTHM, HalpKMEP, CBA3HBAKIYK aKTHMBHOCTL, IIPENlNOUTUTEBLHOCTD
CBA3BEBAHMA WMJIM OMOJIOTMUECKYK aKTHMBHOCTB. B cllydae aHTUTEJI BTOpPOE
AHTUTEeJIO UMMeeT TY XKe CHelUUMIMUHOCTL U UMeeT [0 MeHbmel Mepe 50%,
10 MeHbmel Mepe 25%, wnIM 1o MeHbmel Mepe 10% addmHHOCTH
OTHOCUTEJIBHO TOI'O Xe aHTUIeHa.

[locyenoBaTeJIbHOCTH, CXOXMme WM T'OMOJIOTMYHEE (HaanMep, I10

MeHBIIEN Mepe NPUONIU3UTEJIEHO Ha 85% MIOEHTUUYHOCTHU
[I0CJIenoBaTeJIbHOCTH) [IOCJIeNOBATEJBEHOCT AM, IpencraBJIeHHEM B
HaCcTodleM OnMcCaHuu, Takxe ABJIAITCA YacThIo HaCcToAmero

nz3obpeTeHusa. B HEeKOTOPHX BapMaHTax OCyMeCTBJIEHUS MIEHTUUHOCTD
[IOCJIeOOBATEeJIbHOCTYM MOXET COCTAaBJATE NPUOIM3UTEeJLHO 85%, 90%,
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wuim OoJjee. B
HEKOTOPHIX BapraHTax OCyMeCTRBJIEHUS AHTUTEJIO, CBsA3BEBaKIEe
KaJJIMKPEUH ILJIa3MB, MOXET MVMETH MIEHTHUYHOCTEL IIOCJIEeOOBaATEJIbLHOCTHU
npubiams3uTensHo 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%,
99% myam 0OoJlee OTHOCHUTEJIBHO aHTUTeJla, IIPelCTaBJIEHHOTO B HaCTOAMEM
OIIMCAaHUN . B HEKOTOPHIX BapMaHTax OCymeCTBJICHUSA aHTUTeJIO,
CBA3HEBaKIEES KaJIJIMKPEUH [1JI1a'3MHI, MOXeT MMEThb MOIEHTUYHOCTD
IocJiemoOBaTeJIbHOCTH NOpubiamsuTesbHo 85%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98%, 99% mam OoJlee B KapKacCHHX oOjacTax HC u/uiau
LC (Hampmmep, FR 1, 2, 3 u/ummu 4 HC wu/uaum LC) OTHOCHUTEJILHO
aHTUTeJla, IpPelCTaBJIEHHOTO B HaCTOAlleM ONMCaHMM (HanopuMmep, DX-

2930) . B HeKOTOPHX BapMaHTax OCYIECTBJIEHMSA aHTUTeJIO, CBA3HBaKIlee
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KaJJIMKPEUH ILJIa3MB, MOXET VMETH MIOIEHTHUYHOCTE IIOCJIEeOOBaATEJIbHOCTHU
npmbimsuTeasHo 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%,
99% wmym 6Gosiee B CDR HC u/mum LC (Hanpumep, CDR1, 2 u/mwyim 3 HC
u/man  LC) OTHOCUTEJILHO aHTUTeJla, [OPpeOcTaBJIEHHOTO B HaCTOLIEeM
ONMCaHUN (HanmpuMep, DX-2930) . B HEeKOTOPEIX BapMaHTax
OCYIIECTBJIEHNA aHTUTEJIO, CBA3HBakllee KaJJIUKPeUH ILJIa3MB, MOXeT
VMEeTh MIOEHTUMUHOCTHL IIOCJIedOoBaTeJIbHOCTM NOpubamsuTelibHOo 85%, 90%,
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wmimu OoJjee B
KOHCTaHTHOMN obJacTu (HanpuMep, CHI1, CHZ2, CH3 n/mim CL1)
OTHOCMUTEJIbHO aHTuUTeJla, I[IPeOCTaBJIEHHOTO B HAaCTOAMEM OIMCaHUU
(HanpuMep, DX-2930).

Kpome Toro, HabIomalwnT 3HAUNTEIBHYHD MIOIEHTHUYHOCTH, KoT'oa
CeTIMEHTH HYKJIEMHOBOM KM CJIOTE TUOPUON3YITC S B CeJIeKTUBHHX
YCJIOBUAX TUOPUAN3ALUN (HanpuMep, OUeHb KeCTKMX YCJIOBUSAX
TUOpPUON3alrM) C KOMILJIEMEHTOM ILIellM. HyKJEMHOBHE KUCJIOTEL MOTYT
IPUCYTCTBOBATE B I&JIEX KJEeTKax, B JIM3aTe KJIeTOK WMJIM B YaCTUUHO
OUMIMEeHHOW WMJIM, II0 CYMeCcTBY, UMCTOM dopMe.

CTaTUCTUUECKYK 3HAUMMOCTE MOXHO OIpenesiaiTh JIOEM CIIoCoO0oM,
M3BECTHBIM B 2TOM oBysacTi. [TprMepH CTaTUCTUUECKUX TEeCTOB
BKJIOUAKT : t-xpurepurt CTbOeHTa, HelNapaMeTpudyeCckui U-KpUTepun
MaHHa-YUTHM U HelapaMeTpUUeCKMM KpuTepudl BUJIKOKCOHa. HeKOTOpHEe
CTaTUCTUUECKHME 3HaAUMMEE B3aMMOCBA3M UMEeT 3HaueHuMe P MeHee 0,05
mwin 0,02. KoHKpeTHHEEe CBA3HBakmMe OeJIKM MOTYT IeMOHCTPUPOBATH
pasiInuMsg, HalpuMep, B CHelIMIMUHOCTM WJIM CBSA3BBAHMM, SBJIAKIMECSH
CTAaTUCTUUECKNM 3BHauMMBIMKM (HaopuMmep, 3HadeHue P<0,05 wmmm 0,02).
TepPMVHE "MHOyUMpOBaTL", "yHTMOBMpOBaATL", "moTeHIMPOBaATL",
"moemaTe", "cHwxaTe" wMIM T.IO., HalpuMep, oOO03HauvawmMe 3aMeTHEE
KaueCTBEeHHEE VI KOJIMYECTBEHHHE pasiIndmng MeXxmny OByMS
COCTOSHMAMHA, MOTYT OTHOCUTBCH K pasIndmnaM, HalprMep,
CTATUCTUUECKM 3HAUMMBIM Pa3JIMUMAM MeXIOy IOBYMS COCTOSHMSAMMA.

"TepaneBTUUECKHU sbbexkTHMBHAS onoza” OpenrnouTUTENIEHO
MOOYJIMPYeT M3MEepUMEM IIapaMeTp, HalpuMep, aKTMBHOCTL KaJlJIMKperHa

I1JIa 3MEI, B CTATUCTMUECKM 3HAUMMOM CTelleHM WM II0 MeHbIlen Mepe

Opubam3uTesbHO Ha 20%, O0oJiee NPellOoUTUTEJIEHO -— I[I0 MeHBIIeM Mepe
npubam3nuTesbHO Ha 40%, @maxe 0o0Jiee NPedlNOUYTUTEJIBHO — II0 MeHbIel

Mepe NOPpUOIIMU3UTEJIBHO Ha 60%, u eme OoJee IIpenliouyTrmMTeJIbHO — IIO



19

MeHblel Mepe OpuOIM3UTeJbHO Ha 80% OTHOCUTEJBHO MHIMBUIYYMOB, He
[IONBEPT'HY THIX JIeUEeHMO . CriocoBHOCTE COeOMHEHUS MOIOYJIMPOBATH
VM3MEPUMEI IIapaMeTp, HalpuMep, acCCOLUMMPOBAHHEM C 3abojieBaHMEM
napamMeTp, MOXHO  OLIeHMBAThb B cucTeMe MOIOeJIM Ha  XMBOTHEX,
IPOTHOCTHUUECKOM B OTHOmWeHMM 2OOeKTHMBHOCTM [IPU HapPYMEeHUIxX U
COCTOSAHMAX UeJjioBeKa. AJIbTepHaATUBHO, 2TO CBOMCTBO  KOMIIOBUIIUN
MOXHO OILIeHMBAThL IIOCPEeICTBOM MCCJeIOBaHMA CIOCOOHOCTM COeIdMHEHUS
MOOYJIMPOBATL IapaMeTp in vitro.

B paMKax n300peTeHnd TepPM1H "jeuenue” OTHOCUTCH K
VICIIOJIL30BAHUKD WMJIM BBEIOEHMIK  KOMIIO3ULNWM, BRJIOUAKIEN OOHO WJIU
HECKOJIBKO aKTHMBHEX CPeICTB, MWHIVUBUIYYMY, MUMeEKIEMY aJlJIepIMuecKoe
3aboJjieBaHUE, CHUMIITOM aJJIepTUYEeCKOT O 3aboJieBaHUA VI
IpenpaclioJIOXeHHOCTDb K AJJIePTUUYECKOMY 3aboJIeBaHMD, c LEeJIBI
M3JIeUeHns, JIeueHnsd, oBJeryeHus, V3MeHeHM S, YIIy4dImeHM S VI
BOBIeCcTBUS Ha 3aboJIeBaHME, CHIMITT OMHEL 3aboJieBaHMA VI
IpenpaclioJIOXEeHHOCTD kK 3aboJieBaHMubo. TepMuH "IpodMIIaKTUUECKOE
JeueHue" OTHOCUTCHA K JIeUeHMK, HalPaBJEHHOMY K 3allUTe MHIVMBUIYYMa
WV CHWXEHMIO PHCKa 3aboJjiIeBaHMsd, KOTOpOMYy IOOBepIlanT, WJIM MOTYT
noneeprartk, eIo WM ee.

TepMuH "npoodouitlakTmra" 3abojieBaHMA Yy MHOUBUIAYYMa OTHOCUTCH K
[IOOBEepTraHuio MHOMBUIOYyMa dapMalleBTUUeCKOMY JIeUeHUIO, HalpuMep,
BBEOEHUID JIeKapCTBEHHOTO CpencTkBa, TakuM oO0pa30oM, UTO IIoOBepraknT
OpodmiIakTUKe II0 MeHbIlel Mepe OIOMH CcUuMITOM 3abojileBaHUdg, T.e.
BBeIOeHUue OCYIEeCTRBJISAT nopu KJIMHUUEeCKOM MaHUpeCTalnun
HeXeJlaTeJIbHOTO COCTOSHUA (HanpuMep, z3aboJyiepaHMUAa WM OPYyTOTO

HEeXeJlaTeJIbHOTO COCTOSHMA XMBOTHOTO-XOB3AMHA) , T.C. OHO 3zamuimaeT

XO03SAMHAa OT pPasBUTUA HeXeJlaTeJIbLHOTO cocTodgHusa. "lpodmitakTurky"
3aboJjieraHmAa TaKXe MOXHO oBo3HaUaTh KakK "IpoduilakKTUUIEeCKOe
JleueHue" .

TepMrH "ODpoduiakKTHUUYeCKM 320PeKTMBHOE KOJMYUeCTBO" OTHOCHUTCH K
KOJIMYECTBY, 20PeKTMBHOMY B HeOOXOOMMBEIX [OO3ax M B TeUeHMe
[IEPMOIOB BPEMEHM NJIS HOOCTMXEHUA KeJJaeMoT'o IMIpodMIIaKTUUeCKOTO
pesyiybTaTa. Kak IpaBUIJIO, T.K. NPOOMIIAKTUUECKYK O3y MCIOJbB3YRT VY
VHIVBUOYYMOB OO pas3BUTHA 3abojieBaHMA MJIM Ha eTro paHHer cTaluu,
OpoduIaKkTUUEeCKYU 20beKTMBHOE KOJIMUEeCTBO OynmeT MeHbIle

TepalleBTMYEeCKIM 9®®GKTMBHOPO KoOJIMYecCcTBa.
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AuTHUTEeJa, CclhHeludprueckMe IJS KaJJIMKpeMHa I1Ja3MbB

AHTHUTEJIa, CBA3HBalIMe KaJJIMKPpeMH ILJla3Mbl, MOJS IIPpUMMeHeHUS B
criocobax, MNpelcTaBJIeHHEX B HaACTOANEM OIMCaHuM, MOTYT HABJIATLCA
[IOJIHOpasMepHeMM  (HanopuMmep, I1gG (HanpmmMmep, I1gGl, IgG2, IgG3,
IgG4), IgM, IgA (HanpuMmep, IgAl, IgA2), IgD m IgE) WM MOTYT
BKJIOUATL TOJIBKO AaHTHUTEeHCBA3HBAIMY dparMeHT (Hanopumep, Fab-,
F(ab')2- wmaun scFv-pparmMeHT. CBA3BBaKIEee aHTUTEJO MOXeT BKJIUATH
oBe T sSKREJIBE Lenu VMMYHOTJIOBYJIMHA V7 oBe JleTKMe Lenm
VMMYyHOTJIOOYJIMHA WJIM MOXeT ABJATLCS OIHOLENOUYEUHEIM aHTUTEJIOM.
AuTuTesa, CBA3LIBAaKIME KaJIJIMKPeuH I1J1a'3MHl, MOTYT ABJIATLCH
PeKOMOMHAHTHEMY OeJiKaMM, TaKMMM KaK I'yMaHM3MPOBAHHEIE aHTUTela,
aHTuTeJla C IOepecaxeHHbMM CDR, XUMepHHEe, IeUMMMyHU3VPOBAHHEE WJIU
IIOJIYUEeHHEEe 1n Vitro aHTHUTeJla U, HeoOg3aTeJIbHO, MOTYT BKJIOUATH
KOHCTAaHTHEE oBJylacTH, [IOJIYUYEHHHE n3 mocjenoBaTeJIbHOCTEN
VMMYHOTJIOOYJIMHOB 3apOOHIeBOM JIMHUN yeJIOBEKaA. B OIOHOM U3
BAapMaHTOB OCYIMECTRBJIEHMS aHTUTEJIO, CBA3HBaKIee KaJJIMKPEMH I1JIa3MH,
ABJISeTCA MOHOKJIOHAJILHBEIM aHTUTEJIOM.

B omHOM M3 acCHeKTOB HacCTodllee M300peTeHMe OTHOCUTCHA K
AHTUTEJY (HampumMep, BHIOEJIEHHOMY aHTUTeJY) , CBA3HEBAaKIEMYCS C
KaJJIMKPEerHOM ILJIa3Mel  (HaIpuMep, KaJJIMKPEeMHOM ILJIa3Mbl UeJIOBeKa
U/ UM KaJUIMKPEeMHOM MBIIM) U BKJIOUAET IO MeHbllell Mepe OIHY
BapurabeJIbHYI o6Jl1aCcThb MMMYHOTJIOOYJIMHA . Hanpumep, AHTUTEJIO
BRJIIOUAET IIOCJIeOOBATEJILHOCTEL BapuadelJIbHOTO IOMeHa TSXeJIOM LellM
(HC) MMMYHOTJIOOYJIMHA n/ Ui [IOCJIENOBATEJIBHOCTD BapmnabeJIbHOTO
noMeHa JierkoM uenu (LC) uUMMyHOIJIOOYJIMHa. B OIOHOM M3 BapMaHTOB
OCYMeCTBJIEHMS  aHTUTEJIO CBA3HBaAeTCS UM MHIMOMPYEeT  KaJlJIMKpeMH
JIasMel, HaIpuMep, KaJUIMKPeMH IIJIa3MbB ueJloBekKa M/MUIM KaJJIUMKPpeUH
MBI .

AHTUTEJIO MOXeT BKJIOUATL OIMH MJIM HEeCKOJLBKO M3 CIeIyIOmMUxX
npr3HakoB: (a) CDR uyeJloBeKa MIM KapKacCHyl 006JlacTk UYeJioBekKa; (b)
[IOCJIENOBATEJIbLHOCTE BapnabesIbHOTO ooMeHa HC VIMMYHOTJIOOYJIMHA
COOEPXUT OOHY WJIM HeCKOJBbKO (HanpuMep, 1, 2 wiam 3) CDR,
ABJAKIMXCSA IO MeHbmeM w™Mmepe Ha 85, 88, 89, 90, 91, 92, 93, 94,
95, 96, 97, 98, 99 mmm 100% mpmeHTHuUHBEIMM CDR BapmabeJIbHOT'O IOMEHA
HC, mnpencTaBJIEHHOM B HaCTOAmMeM ONMCaHMM; (C) I[DOCJIemOoBaTeJIbHOCTD

BapmuabeJIbHOTO OOMeHa LC wmMMyHOTJIOOYJIIMHA COOEPXUT OOHY WU
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HEeCKOJIbKO (Hampumep, 1, 2 uwin 3) CDR, 4ABJAKMMUXCHI IO MeHbIeM Mepe
Ha 85, 88, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98, 99 wmmm 100%
noeHTuuHeMy  CDR  BapmaOeJsbHOT'O  OoMeHa LG, IpedCTaBJIEHHOM B
HacTodAmeM OIMCaHWUN; (d) nocjiegoraTesibHOCTE LC  BapuabeJIbHOT'O
IoMeHa MUMMYyHOTJIOOYJIMHa ABJISAETCsS IO MeHblleM Mmepe Ha 85, 88, 89,
90, 91, 92, 93, 94, 95, 96, 97, 98, 99 wmm 100% MUISHTUUHOM
BapuabesibHOMY IoMeHYy LC, mOpeICcTaBJIEHHOMY B HacCTOAMEeM OIMCaHUM
(HampuMep, B LeJIOM WJIM B KapKacHEX oO6JjgacTax wmiam CDR); (e)
[IOCJIeOOBAaTEJIbHOCTE BapnabesIbLHOTO ooMeHa HC VIMMYHOTJIOOYJIMHA
ABJIieTCA IIO MeHbIleM Mepe Ha 85, 88, 89, 90, 91, 92, 93, 94, 95,
96, 97, 98, 99 wmium 100% wuIeHTHMUHOM BapuabesbHOMYy mnOomeHy HC,
IpenCcTaBJIEHHOMY B HaCTOAMeM OINMCaHuM (HaopuMep, B LeJIOM WIM B
KapkKacHHX objlacTdax wmau  CDR) ; (f) QHTUTEJIO CBA3EBaeTCa C
BIIUTOTIIOM, CBA3EBAEMEM aHTUTEJIOM, IpelCTaBJIEHHEIM B  HaACTOAINEM
oTIMCaHuu, VIV KOHKYPUPYET 3a CBA3EBaHNKE C AHTUTEJIOM,
IpenCcTaBJIEHHEM B  HACTOSAMEM OIMCAaHUM; (g) CDR 1npuMaTa WIN
KapkacHad o6JiacTes IIpuMaTa; (h) nocjaemoBaTesJIbHOCTB BapuabelJIbHOTO
noMeHa HC mMMyHOTJIOOYJIMHa comepxuT CDR1, oTAMUanIylnCcsa 10 MeHbIel
Mepe OIOHOM aMMHOKMCJIOTOM, HO He 0oJjiee ueM 2 MM 3 aMMHOKMCJIOTAaMU
oT CDR1 BapuabespHOTO nOoMeHa HC, T[OpencTaBJIEHHOTO B HacCToOAlleM
ONIMCaHUM ; (1) [ocJiegoBaTeJIbHOCTD BapnabesIbHOTO ooMeHa HC
UMMYHOTJIOOYJIMHa colepxuT CDR2, OTJMUAKMyCs [0 MeHbIeM Mepe
OOHOM aMMHOKMCJIOTOM, HO He ©OoJjee, uyeMmM 2, 3, 4, 5, 6, 7 wmmm 8
aMrMHOKMcJoTaM oT CDR2 BapmabenbHOT'O »OoMeHa HC, OpenCcTaBJIEHHOTO
B HaCTOAmMEeM OIMCAaHUM; (3) [IOCJIeIOBaTEeJILHOCTD BapnabesIbHOTO
noMeHa HC mMMyHOTJIOOVJIMHa comepxuT CDR3, OTAMUYAIYICS 10 MeHbIel
Mepe OOHOM aMMHOKMCJIOTOM, HO He ©0oJjee, uyeM 2, 3, 4, 5 wmm 6
aMyHOkMcJoTaM oT CDR3 BapuabeslbHOT'O IoMeHa HC, NpenCcTaBJIEHHOTO
B HacTodlleM OIUCAHUN; (k) NOCJIeNOBaATEJIbLHOCTE BapmnabeJIbHOTO
noMeHa LC MMMyHOTJIOOYJMHa comepxuT CDR1, oTAMUAIYICHS 10 MeHbIel
Mepe OIHOM aMMHOKMCIJIOTOM, HO He Oojee, uem 2, 3, 4 wmm 5
aMHOkMcJoTaM OT CDR1 BapuabesibHOT'O noMeHa LC, OpeOCcTaBJIEHHOTO
B HacTodlleM OIUCAaHUM; (1) NOoCJIeIOoBaTEeJIbLHOCTD BapmabeJIbHOTO
noMeHa LC MMMyHOTJIOOYJIMHa comepxuT CDR2, OTAMUYAKIYICHS 10 MeHbIeM
Mepe OOHOM  aMMHOKMCJIOTOM, HO He 0OoJjlee, uUeM 2, 3 wm 4

aMMHOKMcCJIOTaM oT CDRZ2 BapuabeslbHOT'O noMeHa LC, IOpemCcTaBJIEHHOT'O
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B HacToAmeM  OMIUCaHUU; (m) IOoCJIeIOBaATEeJIbLHOCTD BapmuabeJIbHOTO
noMeHa LC MMMyHOTJIOOYJMHa comepxuT CDR3, OTAMUYAKIYICHS 10 MeHbIel
Mepe OIHOM aMMHOKMCIIOTOM, HO He Oojee, uyem 2, 3, 4 wmm 5
aMrMHOKMcJIOTaM oT CDR3 BapuabeslbHOT'O noMeHa LC, IOpemCcTaBJIEHHOT'O
B HacToOdAmeM  OIMCaHUM; (n) [IOCJIeIOBaTEeJILHOCTE  BaprabesIbHOT'O
nomMeHa LC ¥MMMYyHOTJIOOYJMHa OTJMYaeTCd I[IO MeHbllel Mepe OIHOM
aAaMMHOKMCJIOTOM, HO He OoJjiee, uyeMmM 2, 3, 4, 5, 6, 7, 8, 9 mum 10
aAaMMHOKMCJIOTaMM OT BapuabesJbHOT'O poMeHa LC, OpeacTaBJIEHHOTO B
HacToAmeM ONMCaHuM (HalpyMep, B LeJIoOM WMJIM B KapKacHHBX ofJjlacTax
maun CDR); wm (0) [HOCJemoBaTeJIbHOCTL BapuabelbHOTO pomMeHa HC
VMMYyHOTJIOOYJIMHA OTJIMUaeTCcsd II0 MeHbIleM Mepe OOHOM aMUMHOKMCJIOTOM,
HO He 0OoJiee, uem 2, 3, 4, 5, 6, 7, 8, 9 mim 10 aMMHOKMCIIOTaMM OT
BapnabesbLHOTO JoMeHa HC, [OpelCcTaBJEHHOTO B HACTOAMEM OIMCaHUU
(HanmpuMep, B LEJIOM MJIM B KapKaCHEX objlacTax uiam CDR) .

Bemoxk, CBA3LIBaMUN KaJIJIMKPEeUH [1JI1a3MHl, MOXeT ABJIATHCSA
BHIOEJIEHHEIM aHTUTeJIOM (HaopuMep, I[I0 MeHbmeM Mepe Ha 70, 80, 90,
95 mnm 99% He comepXallMM IOpyI'Me OeJikM). B HEeKOTOPHX BapuaHTax
OCYIIECTRBJIEHNA aHTUTEJIO, CBA3HBaAKIEEe KaJJIMKPEUH IJIa3MB, WM eTo
KOMIIO 3L A BEIIIEJIEHE n3 bparMeHTOR pPacIlellJIeHHOT'O aHTUTeJIa
(HanpuMep, DX-2930), ABJIAKMUXC A HeaKTHBHEMM WJIIN YaCTUYHO
AKTMBHEIMM (HalpuMep, CBA3HBAT KaJUIMKpeyH njuas3Mel ¢ Ki,app 5000
EM wmiau ©oJiee) IO CpPaBHEeHUI C aHTUTEJIOM, CBA3HBAIMUM KaJIJIMKPEUH
Jj1as3Mel. Hampumep, aHTUTEJIO, CBA3BBaKlee KaJJIMKPEeMH IIJIa3MBl, IO
MeHbIlel Mepe  Ha 70% He COmEPXUT dparMeHTH  pPacCllellJIEHHOT'O
aHTUTeJla; B IOPYI'MX BapMaHTax OCYIEeCTBJIeHMS CBA3HBaAKIEe aHTUTEJIO
o MeHbmeM Mepe Ha 80%, 1o MeHbmelV Mepe Ha 90%, IO MeHBIEN Mepe
Ha 95%, 0o MeHbmeM Mepe Ha 99% wmiaum gaxe 100% He COIOEPXUT
dparMeHTH pPacmellJIEHHOTO aHTUTeJla, ABJAKIYMMMCS HEeaKTUMBHEMY WU
YaCTUYHO aKTHBHBEMU .

AHTHUTEJIO, CBA3HBAaKIEES KaJlJIMKPEWH  ILJIa3MH, IOOIOJIHUTEJILHO
MOXeT MHIMOMPOBATH KaJlJIMKPEWH  ILJIa3MH, HalpuMep, KaJIJIMKPEWH
[JIa3MEl UeJIOBEeKa.

B HeKOTOpPHIX BapMaHTax OCYIEeCTRBJIEHMS aHTUTEJIO, CBA3HBaKIES
KaJJIMKPEUH ILJIa3MBl, He CBA3EBaAeTCH C IIPpeKaJUJIMKPEeMHOM (HalpUMep,
IpeKaJlJIMKPEeHOM JeJIOBEeKa n/ IpeKaJlJIMKPpeMHOM MBI ) , HO

CBABHBAETCSI C AaKTUBHOM (QOPMOV KaJJIMKperHa IIJIa3MH (HalpuMmep,
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KaJIJIMKpeMrHa IIasMe UeJIOBeKa U/WIM KaJlJIMKpeMHa MBIN) .

B omnpenejlIeHHHEX BapMaHTax OCYIMEeCTBJIEHMSA aHTUTEeJIO CBA3HBAETCH
C AaKTHBHHEM LIEHTPOM MM BOJM3M aKTMBHOTO ILeHTpa KaTaJlUTHUUIeCKOTO
IOMeHa KaJUIMKpeMHa ILJIa3Mel MJIM eT'0 (palMeHTOM WM CBSA3HBaeTCa C
SOMTOIIOM, IIepPeKpPHBaKIMMCA C AaKTHBHEM ILIEHTPOM KaJlJIMKPEeMHa I1JIa3Mh.

B HeKOTOPHIX acleKTaxX aHTUTEJIO CBA3HBaeTCSa C TEeM Xe BIMTOIIOM
WM KOHKYyPUPYeT 3a CBABBBaHME C AaHTUTeJIOM, IIPeICTaBJIEHHEM B
HacTodmeM OIIMCaHUM.

AHTUTEJIO MOXEeT CBSA3HBATLCSA C KaJUIMKPEMHOM ILJIa3MBl, HalpUMep,
KaJUIMKPerHOM IIJIa3MBl  UeJIOBEeKa, ¢ addPMHHOCTBI CBSA3HBAHMSA IIO
MeHbmel wMmepe 10°, 106, 107, 10%, 10°, 109 u 1011 M1, B omHOM U3
BapMaHTOB OCYIEeCTBJIeHUSI AaHTHUTEeJIO CBA3HBAETCHS C KaJJIMKPEeMHOM
mJjiasMel ueJioBeka ¢ Korr MeHee 1x10-3, 5x1074 ¢! mym 1x10-4 c¢c1. B

OIOHOM ns3 BapMaHTOB OCymeCTBJIECHNMA AHTHVTeJIO CBA3EIBaeTCHA C

KaJUIMKPEMHOM IJIa3ME uYeJioBeka C Kon OGoJjiee 1x107, 1x10° mym 5x103 M-
lcl. B OOHOM M3 BAPUAHTOB OCYMECTBJIEHMS AaHTUTEJIO CBASHBAeTCHS C
KaJIIIMKPEerHOM ILJIasMbl, HO He CBA3EHBAEeTCHA C TKAaHEeBBM KaJIJIMKPEeMHOM
U/ MM OpeKaJUIMKPeMHOM ILJIa3MEl  (HAOpMMep, aHTUTeJIO CBA3HBAeTCS C
TKaHEeBBM KaJIJIMKPEMHOM n/ IpeKaJIMKPEMHOM I1J1a'3MEl MeHee
s0bexkTUBHO (Hanpumep, B 5, 10, 50, 100 mmm 1000 pa3 MeHblle WK
BooOIme He CBA3HBaeTCHd, HaIpuMep, I[IO CPaBHEHMI C OTpPMIATEJbHBEM
KOHTPOJIEM) , YUeM OHO CBA3HBaeTCHad C KaJJIMKPEMHOM ILJIa3MH .

B omOHOM M3 BapMaHTOB OCYIMECTBJIEHUS AaHTUTEJIO UHITUOUPYeT
AKTMBHOCTL KaJJIMKpeMHa ILJIa3Mel uejloBeka, HalpuMmep, ¢ Ki mMenHee 10-
5, 10-%, 10-7, 10-%, 10-9 m 1019 M. AHTMTEJIO MOXeT MMETL, HalpPUMep,
ICsp menee 100 uwM, 10 uwM, 1, 0,5 mmm 0,2 HM. HanpuMmMep, aHTUTEJO

MOXeT MOIOYJIMPOBATE AKTVMBHOCTb KaJlIJIMKpEeMHa IIJIa3MHL, a TakKxe

nponykumion  daxTopa XIla (HanpuMep, ns baxkTopa XII) n/Unm
OpaIVKMHMHA (Hanpumep, nus BEICOKOMOJIEKYIIAPHOT'O KMHMHOT'€Ha
(HMWK) ) . AHTUTEJIO MOXeT MHTUOMPOBATEL AKTUMBHOCTE KaJUIMKpEerHa

JIasMe U/MIY Oponykimio dakTopa XIIa (HanpuMmep, U3 bakTopa XIT)
u/nar  OpalMKMHMHA (HAOPMMEp, M3 BHCOKOMOJIEKYJIAPHOTO KMHMHOTEHAa
(HMWK) ) . AQOMHHOCTE aHTUTEJIa K KaJJIMKPEMHY ILJIa3MBEl UeJIOBEeKa MOXET
orsimdarekca Kp MeHee 100 HM, MeHee 10 HM, MeHee 5 HM, mMeHee 1 HM,

MeHee 0,5 HM. B omHOM M3 BapMaHTOB OCYULECTBJIEHUMA AaHTUTEeJIO
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VHTUOUPpYyeT KaJIJIMKPEeUH [1J1a3MEHI, HO He VHTUOUPpYeT TKaHeBOU
KaJIIMKperH (HaopuMep, aHTUTEeJIO MHITUOMpyeT TKaHeBOM KaJJIMKpeMH
MeHee »0dekTMBHO (Hanpumep, B 5, 10, 50, 100 mmam 1000 pas3s MeHbIe
WM COBCeM He MHIUOMpYeT, HallpuMep, I[10 CpaBHEeHMK C OTpuliaTeJbHEM
KOHTPOJIEM) , UeM OHO MHIMOMPYEeT KaJIJIMKPEMH I1JIa3Mkl.

B HEKOTOPEHIX BapMaHTax OCYIIEeCTBJIEHU A aHTUTEJIO uMeeT
Kaxylylocsa KOHCTaHTy UHIMOupoBaHua (Ki,app) MeHee 1000, 500, 100,
5 1, 0,5 man 0,2 HM.

AHTHUTeJA, CBSA3HEBAKMNME KaJIJIMKPEeUH [1JIa3MHl, MOTYT VMETH
[IOCJIeOOBaTEJIbHOCTY BapuabeJlbHOT'O ngoMeHa HC wu LG, BKJIIOUEHHEIE
eIVHBM  [IOJIMUIIENITHUI (HanpuMep, sckv) WY  pasHBEe  [IOJIUIIENTUOE
(HanpuMep, 1g9gG mim Fab).

B omHOM ®3 BapMaHTOB OCYIMECTBJIEHMS  IIOCJIENOBATEJILHOCTHU
BapuabeJbHOTO nOgoMeHa HC wu LC ABJIAITCHA KOMIIOHEHTaM  OIHOM
IOJIUIIENITUIHOM Lenm. B IPYyT'OM acriexKTe [IOCJIeIOBaATEJIBHOCTHU
BaprabesibHOTO @nmoMeHa HC wm LC 4Ba40TCd  KOMIIOHEHTaMM  Pa3HBIX
IOJIMIIENITUOHEIX lienel. HanopuMmep, aHTHUTeJO 4ABJdeTcsa 1gG, HaIpuUMmep,
IgGl, IgG2, IgG3 wmum IgG4. AHTUTEJIO MOXeT ABJATLCA pPacTBOPUMEM
Fab. B »OpyrMx BapMaHTax OCYIECTBJIEHMS aHTUTEeJIO BKJoUaeT Fab2',
scFv, MMHMUTeJIO, CJuUTEM O0eJiok scFv::Fc, cauTemt ©Oejiok Fab::HSA,
cauTHY  ©esiok HSA::Fab, ciauTemt ©Oejiok Fab::HSA::Fab wiv #Opyryo
MOJIEKYJIY, comepxamyl aHTHUTeHPpacClOo3HaMUi  YJYaCcTOK  OOHOTO U3
CBAB3HBBaKMMUX OeJIKOB, IIpenCcTaBJIEHHEX B HacToAmeM ooucaHuu. OOJjacTu
VH m VL »Ttux Fab wmMmoxHO mnoJgydaTb B Bume 1gG, Fab, Fab2, Fab2',
scFv, nermauMpoBaHHOTO Fab, nermanMpoBaHHOTO ScFvV, OerMiInpoOBaHHOTO
Fab2, VH::CH1: :HSA+LC, HSA::VH::CH1+LC, LC::HSA+VH: :CHI1,
HSA::LC+VH: :CH]l miaM IOpyToM MNOIOXOOAMEN KOHCTPYKIUN.

B omHOM ¥3 BapMaHTOB OCYIECTRBJIEHMS AaHTUTEJO  ABJIAETCH
AHTUTEJIOM UYeJIoBekKa WM I'YMaHM3MPOBAHHBEIM AaHTUTEJIOM WM SABJISETCH
HEVMMMYHOTEHHEM MIJIS UYeJIOBeKa. HalpuMep, aHTUTEJIO BKJIKOUAET OIHY
MM HeCKOJLKO KapKacHHX o6JacTel aHTUTeJla uYeJioBeKa, HalpuMep,
BCe KapKacCHHEe o0O0JlacTM UYeJIoBEeKa, WM KapKacCHBe o6JacTu, IO
MeHbIIe Mepe Ha 85, 88, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98,
99% MIOeHTHUYHBIE KapKaCHEM of0JlacTAM UYeJIOBeKa. B OIHOM M3 BapMaHTOB
OCVYIIECTBJIEHNA aHTUTEJIO BKJKUYaeT FCc-IOMeH UYeJjloBeKa WM Fc-moMeH,

1o MeHbmEeM Mepe Ha 95, 96, 97, 98 wuiaum 99% UIeHTUUHHM FCc-OoMeHY
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yeJIOBEKa.

B omHOM M3 BapMaHTOB OCYIECTRBJIEHMS AaHTUTEJIO  SABJISETCH
QHTUTEJIOM IIpMMaTa WM I[IPpUMATU3UPOBAHHEIM AaHTUTEJIOM WM SABJISETCSH
HEVMMMYHOT €HHEIM OJIS UYeJIOBeKa. HalpuMep, aHTUTEJIO BKJOUaeT OIOHY
WM HEeCKOJIbKO KapKaCHHX ofJlacTell aHTUTeJa IpMMaTa, HalpuMep, BcCe
KapkacHbe o00JlacTu NpMMaTa WMJIM KapkKacHHe o006JlacTM, 10 MeHbIell Mepe
Ha 85, 88, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98, 99%
MIEeHTUYHHE KapKaCHBEM o0JacTaM I[IpMMaTa. B OIOHOM M3 BapMaHTOB
OCYIECTRBJIEHUSA aHTUTEJIO BKJIOUaeT Fc-moMeH IOpuMMaTa WM Fc-moMeH,
10 MeHbIeM Mepe Ha 95, 96, 97, 98 wmiuu 99% UIEHTUUHHM Fc-OoMeHY
npuMaTa. TepmrH "mpuMaT" BRILYaeT Joomer (Homo sapiens), MUMIIaH3e
(Pan troglodytes wm Pan paniscus (6ouno6o)), 7rTopwl (Gorilla
gorilla), 1TwuoOoHOB, O00e3bgH, JEeMypOB, MaITaTlaCKapCKyln PYKOHOXKY
(Daubentonia madagascariensis) U HOJITOIIATOB.

B HekKOTOpPHIX BapMaHTax OCYIEeCTRBJIeHMI adPMHHOCTBE aHTUTeJa
IprMaTa K KaJUIMKPEeMHY ILJIa3Mbel 4YeJloBeka oTJamdaeTca Kp meHee 1000,
500, 100, 10, 5, 1, 0,5 HM, HanpuMmep, MeHee 10 HM, wmMeHee 1 HM
uiam MeHee 0,5 HM.

B omnpeneliIeHHHX BapMaHTax OCYIIEeCTBJIEHMSA aHTUTEJIO He BKJIOUAeT
[IOCJIENOBATEJIbHOCTM MBIIEM WM KPOJMKOB (HaopMMep, He ABJISEeTCH
AHTUTEJIOM MHIIM WM KPOJIMKa) .

B HEeKOTOpPHX BapMaHTaxX OCYWMEeCTBJIEHMA aHTUTeJIO, MCIIOJIb3yeMoe
B crnocobax, IIpencTaBJIEHHEX B HACTOAMEM OIMCAaHMM, MOXeT HABJIATbHCSH
DX-2930, Kak npencTapJIeHO B HacTodgueM  OIMCaHMM, I ero
OYHKIMOHAJILHEIM BapMaHTOM, WJIM aHTUTEeJIOM, CBSA3HBBAaKIMMCSA C TeM Xe
SIUTOIIOM, yro m DX-2930, IV  KOHKypupylmyuM ¢ DX-2930 =3a
CBA3BEBAaHME C aKTHBHBM KaJIIMKPEMHOM I1JIa3MH .

B OOHOM U3 HOPUMEPOB OOYHKUMOHAJBLHENM BapMaHT DX-2930 comepXuT
Te Xe OIpelelldulMe KOMILJIEMEHTapHOCTh o6jacTtu (CDR), uyTro m DX-
2930, onpenesisieMule TeM xe criocodbom. B oIpyToM npuMepe
GYHKUMOHAJIbHEE BapMaHTE  DX-2930 MOTYT comepXxaThb OIOHY WU
HeCKOJIbKO MyTaliu¥ (HaopuMep, KOHCEepPBATUBHHX 3aMeH) B FR Vy mam Vi
[I0 CpaBHEeHMI C TakKoBEMM B Vi M Vi DX-2930. IIpennouTuUTeJIbHO, TaKue
MyTallMM He MMeKT MeCTO B OCTaTkKaxX, KOTOpPHe, KakK I[IPOTHO3UPYT,
B3aMMOIEMCTBYIT C OIHMM WJIM HeckKoJbKMMM CDR, KOTOPEE MOXHO

oIlipeneJiaAThb O6HlerMHF[TBIl\AM criocobamMm. B OIpyTnux BapMaHTax
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OCYIEeCTBJIEHN A OYHKIUMOHAJIbHEIE BapMaHTH, IpencTaBJIEHHHE B
HacTOAIEM OIIMCaHMH, comepxarT OOHY VI HECKOJIBEKO My Talni
(HanpuMep, 1, 2 wiaM 3) B OOHOM MJIM HECKOJbKMX objlacTsax CDR DX-
2930. IlpenmnouTmMTesIbHO, TakKMe OQOYHKIUMOHAJIbHEE BapMaHTEH COXPaHSKT
Te Xe obJlacTu/oCTaTKM, OTBevanllMe Sa CBS3HBaHMEe aHTUIeHa, UYTO U
B POIUTEJILCKOM  aHTUTeJe. B I1Opyrux BapMaHTax OCylleCTBJIEHUSA
OYHKIIMOHAJIL HEI BapMraHT DX-2930 MOXeT comepXxaThb Ielb Vu,
ComepXalyld aMUHOKMCJIOTHYI II0CJIeIOBATEeJILHOCTL, II0 MeHblleM Mepe Ha
85% (HanpmMmep, 920%, 92%, 924%, 95%, 926%, 97%, 98% wummum 99%)
UIOEHTUUYHYIO TakoBOM |y Vg DX-2930 n/mim uenm Vi, Mennen
AMMHOKMCJIOTHYIO I[IOCJIeDoBaTeJIbHOCTL, IO MeHbIleM Mepe Ha 85%
(ranmpuMmep, 90%, 92%, 94%, 95%, 96%, 97%, 98% wmmum 99%) MUIEHTUUHY
TakoBOM Yy Vi DX-2930. STV BapMAaHTH CIOCOOHE CBA3EHBATHCHA C
AKTHMBHOM  QOopMOM  KaJIJIMKpeMHa  IIJlasMel U, NIpennouyTUTEeJIbHO, He
CBA3HEBAKTCA C IIPeKaJJIMKPEMHOM.

"IIpoLeHT UOeHTUYHOoCTI" OIBYX AMUHOKMCJIO THEIX
IOCJIeIOBATEJILHOCTEN ONpelesigioT C MCIOJb30BaHMeM ajiropuTMa Karlin
and Altschul Proc. Natl. Acad. Sci. USA 87:2264-68, 1990,
mMoaubmumporaHHoro 1o Karlin and Altschul Proc. Natl. Acad. Sci.
USA 90:5873-77, 1993. Takol aJiTOPUTM BKJIOUeH B IpoI'paMMel NBLAST
u XBLAST (Bepcumu 2.0) mno Altschul, et al.J. Mol. Biol. 215:403-
10, 1990. ITonckMU HeJIKOB B BLAST MOXHO OCYIIeCTBJIATH C
MCIIOJIb30BaHmMeM mnporpaMmel XBLAST, O6asyu=50, @OJaMHa CcJoBa=3 IJiA
[IOJIyUYeHu s aMMHOKMCJIO THEIX nmocjiegoBaTeJIbHOCTEM, T'OMOJIO TMUHEIX
VHTEepeCYRIVM ©eJIKOBEIM MOJIeKyJIaM. Eciu Mexmny OBYyMS
[IOCJIeOOBATEJIbHOCTAMM €CThb IIPOINYCKM, MOXHO MCIIOJIb30BaTh Gapped
BLAST, kak omomcaHo B Altschul et al., Nucleic Acids Res.
25(17):3389-3402, 1997. [Mpr wUcCHoJb30BaHUM HOporpaMMm BLAST wu
Gapped BLAST MOXHO MCIIOJIL30BAThL napaMeTpH inle) YMOJIUaHUIID
COOTBETCTBYKIMX IIpoTrpamMM (HanpuMep, XBLAST m NBLAST).

B HEKOTOPEX BapMaHTax OCYIECTBJIEHMS aHTUTEJIO, MCIIOJIb3YyeMOoe
B crnocofax ¥ KOMIIO3MIMAX, [IPeICTaBJIEHHHX B HAaCTOAMNEM OIMCaHUM,
MOXeT ABJIATLCA AHTUTEJIOM DX-2930. [ToJIHOpPa3MepPHEEe
[IOCJIeIOBATEJILHOCTM UM TIIOCJIeOoBaTeJIbHOCTM BapuabelJbHHX obJacTen
TAXEeJIOM M JeTkom uenu DX-2930 npencTaBJIeHH HWXe, IOPUM STOM

CHUT'HaJIbHEIE TIOCJIeOoBaATEJIBHOCTM OTMEUEHE KYypPCHMBOM. CDR BHIOEJIEHH
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XMPHBEM MPUOTOM M MHOOUEPKHYTH (C YU4eTOM CXeMie HyMepauum Kabat).
AMMHOKMCJIOTHASA IIOCJIEOOBATEJIbHOCTE TaxeJiom Lenm DX-2930 (451

aMMHOKMcJIoT, 49439,02 Ia)
MGWSCILFLVATATGAHSEVOLLESGGGLVOPGGSLRLSCAASGETFSHY IMMWVROAP

GKGLEWVSGIYSSGGITVYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAYRRIGVPR

RDEFDIWGQGTMVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALT
SGVHTFPAVLQSSGLYSLSSVVITVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPP
CPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKEFNWYVDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRE
EMTKNQVSLTCLVKGEFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSPG (SEQ ID NO: 1)

AMMHOKMCJIOTHAA IIOCJIeHOBaTeJIbHOCTL JieTkoM uLenm DX-2930 (213
aMMHOKMcJIoT, 23419,08 Ia)

MGWSCILFLVATATGAHSDIQMTQSPSTLSASVGDRVTITCRASQSISSWLAWYQOKPG

KAPKLLIYKASTLESGVPSRESGSGSGTEFTLTISSLOPDDFATYYCQQYNTYWTFGQGTKVET
KRTVAAPSVEFIFPPSDEQLKSGTASVVCLLNNEFYPREAKVOWKVDNALQOSGNSQESVTEQDSKD
STYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSEFNRGEC (SEQ ID NO: 2)

AMMHOKMCJIOTHA S IIOCJIeNOBATEJIbLHOCTE BapuabeJIbHOT'O IOOMeHa
TsaKeJIoN Lenu DX-2930

EVOLLESGGGLVQPGGSLRLSCAASGETEFSHY IMMWVROAPGKGLEWVSGIYSSGGITV

YADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAYRRIGVPRRDEFDIWGQGTMVTVSS

(SEQ ID NO: 3)
AMMHOKMCJIOTHaA [IOCJIeHOBaTeJIbHOCTE BaprabeJyIbHOT'O OOMeHa

Jerkom Lenm DX-2930

DIQMTQSPSTLSASVGDRVTITCRASQSISSWLAWYQQKPGKAPKLLIYKASTLESGVP
SRFSGSGSGTEFTLTISSLOPDDFATYYCQQYNTYWTFGQGTKVEIK (SEQ ID NO: 4)
Tabauitza 1. CDR DX-2930.

CDR AMMHOKMCIJIOTHAA IIOCJIEeOOBaTEJIILHOCTE
CDR1 TaxeJioM Lelu HYIMM (SEQ ID NO: 5)

CDR2 TaXeJIOM Lelu GIYSSGGITVYADSVKG (SEQ ID NO: 6)
CDR3 TaXeJIOM Lelu RRIGVPRRDEFDI (SEQ ID NO: 7)

CDR1 JieTrko¥ Lenm RASQSISSWLA (SEQ ID NO: 8)

CDR2 JIeTKOM Ilelmn KASTLES (SEQ ID NO: 9)

CDR3 JIeTKOM Ilelmn QOYNTYWT (SEQ ID NO: 10)

[IonlyyeHMe aHTUTEJA
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AHTUTEJIO, IIPEeNCTaBJIeHHOEe B HaCTOANleM OIMCaHuM (HalpuMep,
DX-2930), MOXHO rIoJIy4aThb JIIOOEM  M3BECTHEIM B 2TOM obiacTu
crnocobomM. CMm., HanpuMep, Harlow wu Lane, (1988) Antibodies: A
Laboratory Manual, Cold Spring Harbor Laboratory, New York wu
Greenfield, (2013) Antibodies: A Laboratory Manual, Second
edition, Cold Spring Harbor Laboratory Press.

[locenoBaTeJIbHOCTE, KOIUPYIOIYIO MHTepecyKlee aHTUTEJIO,
HanpuMep, DX-2930, MOXHO TIOOOEPXMBATE B BEKTOpe B KJIEeTKe-
X03AMHEe, a 3aTeM KJEeTKYy-XO3fAMHa MOXHO BHpalMBaThL U 3aMOpPaXuUBaTh

OJI4d TIoCJlenyrnero MCIOJIB30BaHMA. AJNLBTEPHATUBHO, NIOJIMHYKIICOTUIHYIO

[IOCJIeOOBATEJIbLHOCTE MOXHO MCIIOJIL30BAThL OoJIs TeHeTUUeCKOM
MaHUIYJIALUUA oJjig "ryMaHUzaumum" aHTUTeJa M oJjid VIIYUIleHU D
adPMHHOCTHU (cospeBaHre ad®OMHHOCTMU) UM  OPpYyITUX  XapaKTepuCcTUK
aHTUTeJla. HampuMmep, KOHCTAHTHYKR 0O0JJaCThk MOXHO KOHCTPYMPORBRATH

Tak, 4YTOOH OHa OOJIblle HallOMMHaJla KOHCTAaHTHEE OO0JIaCTM YeJIOBEKa BO
n3bexaHue VIMMYHHOTO oOTBETA, eciu AHTUTEJIO VICITIOJIE 3YIT B
KJIVMHUYUECKUX  MCIBTAaHMAX U JIeUeHMM Jiogel. XesaTeJbHOM  MOXeT
ABJIATBCH TI'eHeTHMUeCKasd MaHMUIIYJIALMA C I[IOCJeIOBaTeJIbHOCTBI aHTUTeJla
OJIS OOCTMXeHUsa OoJbmelr addMHHOCTM K aHTUTEeHy-MUIeHU ¥ OoJiblien
50PeKTUBHOCTM B MHIMOMPOBaAHMM aKTuBHoCTM PKal. ChHneumanuctTy B
2TOM 0OJIACTUM OUEeBUIHO, UYTO MOXHO OCYMECTBJIATL OOHO MM HECKOJBLKO
VBMEeHeH M I[IOJIMHYKJIEOTUIOB B aHTUTEJIe UM BCe PaBHO COXPaHATbL eTo
CneuMdUUHOCTEL CBSA3EBAHMA C aHTUIE€HOM-MMUIIEHBLIO.

B ImpyrmMx BapMaHTax OCYIeCTBJIeHMSa IIOJIHOCTRI UeJIoOBeUueCKUe
aHTUTeJla MOXHO IIoJIydaThb C MCIOJIB30BaHMEM KOMMEPUECKM IOOCTYIIHEIX
MBOIEM, CO3IOAHHBEIX IJIS DSKCIPEeCCHUU CIelMdUUeCKUX MWMMYyHOTJIOOYJIMHOBEX
OeJIKOB UeJIOBeKa. T[paHCIT'eHHHX XWUBOTHHX, CO3IOaHHHX IJIS9 IOCTWXKEHUS
foJiee XKeJlaTeJIbHOTO (HalOpMMep, IIOJJHOCTBK UeJIOBEUEeCKME aHTHUTEeIa)
nim BoJiee YCTOMUMBOTO MMMYHHOI'O OTBeTa, TakKXe MOXHO MCIOJIL30BATDH
OJI9 TIOJIYYEHUS TYMaHMBUMPOBAHHEIX aHTUTEJ WJIM aHTUTeJI UJeJIOBeKa.
IIpuMepaMt TaKOM TexXHOJIOTUM ABJAITCA XenomouseR™ oT Amgen, Inc.
(Fremont, Calif.) wu HuMAb-MouseR™ p TC Mouse™ oT Medarex, Inc.
(Princeton, N.J.). AJILTEPHATUBHO, aHTuTeJIa MOXHO I10JIy4YaThb
PEeKOMOMHAaHTHO c [TOMOIILIO barororo OUCILIIES VI OPOXKEBOM
TexHoJioTMM. CM., HalpuMep, HOaTeHTH CIIA NN 5565332; 5580717;
5733743 u 6265150; m Winter et al., (1994) Annu. Rev. Immunol.
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12:433-455. AJILTEPHATUBHO, MOXHO MCIIOJIL30BAaTh TEeXHOJIOTHIO
daroporo mucruies (McCafferty et al., (1990) Nature 348:552-553)
0JIS TOJIydeHUS aHTUTeJl ueJioBeKa U ¢(paTrMeHTOB aHTUTeNl in vitro us
pelepTyapa TI'eHOB BapmabeJbHEX (V) OOMEHOB UMMMYyHOIJIOOYJIMHA OT

HEeVMMMYHM3SVPOBAHHEIX ITOHOPOB.

AHTHUTeHCBA3HBaKIne bparMeHTEH MHTaKTHOTO aHTUTeJIa
(IIOJIHOpa3MepPHOT O aHTHUTeJa) MOXHO IoJIy4yaThb OOMmenpPMH A TEIMA
criocobamm. Hanpuwmep, F(ab')2-dparMeHTH MOXHO roJyyaThb

[IOCPEenCTBOM PaclellJIeHrMa IIelICMHOM MOJIeKYJIEL aHTuUTeJla u  Fab-
dparMeHTH MOXHO IIOJIydaThb, BOCCTaHaBIMBAaA IOUCYJIbOUIHEE MOCTHUKU
F(ab')2-¢oparmeHTOB.

TleHeTHUeCKU CKOHCTPYUPOBAaHHHE aHTUTeJa, TaKue Kak
T'YMaHM3VMPOBAHHEE AaHTUTEJa, XMMEPHEE aHTUTEIa, OIOHOIIEIIOUEeUHEe
aHTUTeJla M OucneumMdprMueckme aHTUTEJa, MOXHO IIOJIydaThk C IIOMOIBI,
HaopruMep, OOmMeNpMHATOM pPeKOoMOMHAHTHOM TexXHOJIOTUMM. B OIHOM U3
npuMeporR [ITHK, KOIVMPYKIYKR MOHOKJIOHAJIBHHE aHTUTEJa, CIelUupuUuecKue
OJIS aHTUIEeHa-MUIIeHM, JIeT'KO MOXHO BHOEJIATH WJIM CHHTe3UMpoBaTh. IIHK
MOXHO TIOMEIaTh B OIOMH WJIM HEeCKOJIEKO DBKCIPEeCCHUPYKIUX BEKTOPOB, C
[IOMOIILID KOTOPEIX 3aTeM TPpaHCOUUMPYIT KIETKM-X0349eBa, TaKue Kak
KJeTkr FE. coli, kJeTkm COS o6es3bgH, KJIETKM AUMUHMKA KUTAMCKOTO
xoMaka (CHO) waImM MHMeJIOMHBE KJIETKM, KOTOPHE B MHOM CJIydae He
NPOOYHUPYIOT UMMMYHOTJIOOYJMHOBHY ©OeJIoK, IJIA OCYHeCTBJIeHMS CHUHTe3a
MOHOKJIOHAJIBHEIX AaHTUTEeJI B pPekKOMOMHaHTHHX KJIeTkax-xos3geBax. CM.,
HalpuMep, nyoamkauuio PCT N WO 87/04462. SBaremM [OHK MOXHO
MOIMOUUIMPOBATL, HalpMMep, 3aMeHdad KOOUPYIIyK II0CJIedoBaTeJIbHOCTD
KOHCTAHTHBEIMM OOMEeHaMM TIXeJIOM M JIeTKOM LielM uYeJIoBeKa BMeCTO
TOMOJIOTMUHEIX IIOCJIeHoBaTeJIbHOCTeM MeIM, Morrison et al., (1984)
Proc. ©Nat. Acad. Sci. 81:6851, wuWIM IOCPeICTBOM KOBAJEHTHOTO
COeIMHEeHMS C KOOMpYyKIeM IIOoCIeIOoBaTelJIbHOCTLEI MMMYyHOTJIOOYJIMHa BCel
MM YacTM KoIMpyoIeM II0CJedoBaTeJIbHOCTYM HEeUMMMYHOTJIOOYJIMHOBOTO
[MOJINIIENTHIA . TaxkumM oBpas3oM, MOXHO [IoJIy4yaThb TeHeTUUECKHU
CKOHCTPYMPOBAHHEE aHTUTeJa, Takue Kak "xumMepHee" wmwiu "rubpunHee"
aHTUTEeJIa; MVMEeKIMEe CIHelMOUUHOCTE CBSA3BBAHMSA aHTHUIEeHa—-MUIIEeHU.

B »ToM o00JIacTM XOPOIMO M3BECTHH CIOCOOH, pa3padoTaHHHEE OJI4
IoJiydeHrsa "XMMepHHX aHTUuTen". CMm., Halopumep, Morrison et al.

(1984) Proc. Natl. Acad. Sci. 81 USA 6851; Neuberger et al.
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(1984) Nature 312, 604; m Takeda et al. (1984) Nature 314:452.

B 3TON obJjacTu Takxe XOpOoLWo M3BEeCTHH CIIOCOOEH
KOHCTPYMPOBaAHMA ITYMaHM3MPOBAHHEX aHTUTes. CM., HalpuMep, Queen
et al., Proc. Natl. Acad. Sci. USA, 86:10029-10033 (1989). B
OOHOM M3 [IPMMepOB BapMabOeJibHEEe objlacTu VH u VL poOUTeNIbCKOT'O, He
IpUHaOJjexamero UeJIOBEeKY aHTHUTeJIa onBepramnT TPeXMePHOMY
MOJIEKYJIIPHOMY MOIEJIMPOBAHMI0 M3BECTHEIMM B 2TOM 00JacTu crocodamu.
3aTeM C MCIOJB30BaAHMEM TOTO Xe& MOJIEKYJSAPHOTO MOINeJIMpOBaHMA
UISHTUOUUVPYIT KapKaCHBE aMMHOKMCJIOTHEIE OCTaTKM, KOTOPHEe, Kak
IPOTHOBUPYKRT, OYyOYyT BaxXHH IJ8 00pa30BaHUA IIPaBUJIBHEX CTPYKTYP

CDR. IapaJjuiesibHO, Uenm VH m VL uyeJiOBeKa, UMeKlMe aMUHOKMCIIOTHEE

II0CJIenIOoBaTEeJILHOCTH, I'OMOJIOT'MIUHEIE II0CJIEeOOBATEJIEHOCTAM
poomMTEeJIECKOT'O, He IIPMHaojiexameIro UeJIOBEKY aHTU1TEeJIa,
I/I,HeHTI/I(l)I/ILU/IpYIOT us Jodomn OasH ITaHHEX T'€HOB aHTHTEJI C

MCIIOJIE30BaHMEM POIOUTEJIbCKUX nmocjiegoBaTenabHocTer VH wm VL B
KaueCcTBe IIOMCKOBEX 3alpOoCOoB. 3aTeM BHOMPAKT akKLelNTOpHEEe TeHHE VH
n VL uyejioBeka.

OBjiacTty CDR B BHOPAHHBEIX aKLIEITOPHHX I'€eHaX UYeJjloBeKa MOXHO
3aMeHATh objlacTaMu CDR M3 poOOUTEJLECKOTO, He [IpMrHanjexamero
UeJIOBEKY aHTUTeJNa ZNRZN ero GYHKUMOHAJIbHEIX BapUaHTOB. Tpu
HeOoBXOOMMOCTM OCTaTKM B KapKaCHHX 00JIaCcTAX POIUTEJLCKOM Lemu,
KOTOpPHE, KaK TIIPOTHO3UPYWT, OyIyT BaXHH IJS B3aMMONENCTBUSA C
objtacTsamMu CDR (CM. OIMCaHME BHIIE), MOXHO MCIIOJL30BaTh OJIS 3BaMeHH
COOTBETCTRBYKIMX OCTATKOB B aKLEINTOPHHX I'eHaxX UeJIOBeKa.

OOHOLIEIIOUEUHOEe AHTUTEJIO MOXHO noJyyaThb C TTOMOIIEL 0
pPeKoOMOMHAaHTHOM TeXHOJIOTUN, CoeIVHAA HYKJIEOTUOHYIO
IOCJIeOORaTEeJILHOCTE, KOOMPYRIIYO BaprabeJIbHY oBJlacTh T XeJION
e, ¥ HYKJIEOTUIHYI [IOCIeOOBaTeJIbHOCTEL, KOOUPYRIIYK BapradellbHYI
o6JlacTh JIeTKOM lelb. I[IpedlouTUTeJIbHO, MexXOy IBYyMS BaprabdelbHBMM
obJjacTaAMM BCTpauBawonT IHOKMM JMHKep. AJbLTEepHATUBHO, CIOCOOH,
OTIMCAaHHHE IJIA I[IOJIyYeHMSA OIHOIEIOUEUHHX aHTUTeJ (naTeHTe CIA NN
4946778 m 4704692), MOXHO ajalTUMPOBaATL OJA [IOJydeHUS GaTroBOM WU
OpoxxkeBOM OubOIMOTeKkM ScFv U KJOHH scFv, cneumpnuHee npijasg PKal,
MOXHO MIOeHTUOUIMPOBATE M3 OUOIMOTEKM OOWEIPMHATEIMM CclIocofaMu.
[IoJIOXUTEJIbHEE KJIOHE MOXHO IIOIBepraTh »aJlbHeMeMy CKPMHMHITY OJIA

UOeHTUOUKALIMY KJIOHOB, MHIUOMPYIIMX aKTMBHOCTL PKal.
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HexoTophe  aHTUTEJA, HanpuMep, Fab, MOXHO  I[IOJIy4aThb B
BakTepHUallbHHX KJIeTKax, HalpuMep, KJIeTkax FE. coli (cM., HaIpumep,
Nadkarni, A. et al., 2007 Protein Expr Purif 52(1):219-29).
HanpumMmep, eciau Fab kooupyeTcsa I[IOCJIeNOBATEeJIbBHOCTAMU B BEKTOpe
baroBoro IOmchJesd, BKJUYAKIeEM CyNPeCCHUPYeMEM CTON-KOLOH MexXny
OUCIJIEMHOM MOJIeKyJIoM U OeJkoM OaxTepuodara (MM ero dparMeHTOM),
HYKJIEMHOBYID KMCJIOTY BeKTOopa MOXHO IIepeHOCHUTL B OaKTepualbHY
KJIeTKY, KOTopas He MOXeT CyIpeccHpoBaThk CTON-KOIOOH. B s»ToM
ciayuae Fab He nomBeprawnT cJugaHMBO C @ OeJJKoM TeHa 111, ® OH
CeKpeTUpyeTCcsa B NepuIljlasMy U/UIM CPemb.

AHTUTEeJIa TaKXe MOXHO I[OJIydaThb B DSYKapMOTHMUECKMX KJeTKax. B
OOHOM M3 BapMaHTOBR OCYMeCTRBRJIeHMA aHTUTeJa (HamopuMmep, ScFv)
SKCIPEeCCHUPYIOTCS B IOPOXKEBOM KJIeTKe, Takol kKak Pichia (cM.,
Hamnpumep, Powers et al., 2001, J. Immunol. Methods. 251:123-35;
Schoonooghe S. et al., 2009 BMC Biotechnol. 9:70; Abdel-Salam,
HA. et al., 2001 Appl Microbiol Biotechnol 56(1-2):157-64;
Takahashi K. et al., 2000 Biosci Biotechnol Biochem 64 (10):2138-
44; Edgvist, J. et al., 1991 J Biotechnol 20(3):291-300),
Hanseula wumu Saccharomyces. CrHeuuaJucT B DToOM 00JaCTU MOXeT
ONTHUMU3UPOBATEH OPOOYKLMIO aHTUTEeJa B OPOXKaX [IOCpenCcTBOM
ONTHMU3ALNM, HallpuMep, KUCJIOPOOHHX  YCJIOBUM (cMm., HallpuMep,
Baumann K., et al. 2010 BMC Syst. Biol. 4:141), oOCMOJAPHOCTU
(cm., Hamnpumep, Dragosits, M. et al., 2010 BMC Genomics 11:207),
TeMnepaTyps (cM., HaopmMmep, Dragosits, M. et al., 2009 J
Proteome Res. 8(3):1380-92), YCIJIOBUAX bepMeHTaumn (cMm.,
HanpuMep, Ning, D. et al. 2005 J. Biochem. m Mol. Biol. 38(3):
294-299), mTamma mOpoxxer (cM., HampuMmep, Kozyr, AV et al. 2004
Mol Biol (Mosk) 38(6):1067-75; Horwitz, AH. et al., 1988 Proc
Natl Acad Sci U S A 85(22):8678-82; Bowdish, K. et al. 1991 J
Biol Chem 266(18):11901-8), rulepsKcOpeccunu OeJIKOB IOJS YCUJIEHUSA
NIpOOyKIMM aHTuTeJ (cM., HanopmuMep, Gasser, B. et al., 2006
Biotechol. Bioeng. 94(2):353-61), VyYPOBHA KMUCJOTHOCTMU KYJIbTYPH
(cMm., Hanpumep, Kobayashi H., et al., 1997 FEMS Microbiol Lett
152 (2):235-42), KOHIeHTpalun cybcTpaToB n/Uiam MIOHOB (cMm.,
HanpuMep, Ko JH. et al., 2996 Appl Biochem Biotechnol 60(1):41-

8) . KpOMe TOT'O, OPOOXXKEBEIE CHICTEMEI MOXHO MCIIOJIBE30OBAThb IJIA
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NIPOOYyKLUN AHTUTEJI C  YBEJIMUEHHHM BpeMeHeM  IIOJIYXM3HU (cM.,
HanpuMep, Smith, BJ. et al. 2001 Bioconjug Chem 12 (5):750-756).

B OIOHOM n3 IPenllouTUTEeJbHEIX BapMaHTOB OCYIIECTBJIEHN A
aHTUTeJla [NPOOYyLUMPYITCS B KJIeTKaxX MIEKONUTaKIMX. I[IpelllouTUTeJIbHEEe
KJIETKM-X034eBa MIEKONUTAKIIMX IJIA DSKCIPeCCHUM KJIOHOB aHTUTeJ WK
X AaHTUTEeHCBAS3HBaIMX (parMeHTOB BKJOUAT KJIEeTKM KUTalCKOT'O
xXxoMsaka (kJeTkm CHO) (BrJmouas kJeTkm dhfr-CHO, onmcanHHbe B Urlaub
and Chasin, 1980, Proc. Natl. Acad. Sci. USA 77:4216-4220,
MCIIOJIE3YEMEle C CeJIeKTUMBHEM MapkepoM DHEFR, HaIpuMep, KaK OIMCaHO
B Kaufman and Sharp, 1982, Mol. Biol. 159:601 621), JuHUU
JMMOOLIMTAPHEIX KJIETOK, HAIIPUMEP, MMeJIOMHEHEe KJeTKkM NSO uM KIeTKHu
SP2, «xJeTkum COS, «kJjgeTku HEK293T (J. Immunol. Methods (2004)
289 (1-2) :65-80) wm KJeTKy M3 TpPaHCI'€HHOT'O XMBOTHOTO, HallpUMEPR,
TPaHCTEHHOTO MJIEKOIIMTAKIMETO . Hampumep, KJIeTKAa ABJIAETCSH
SOUTeJIMAaJILHOM KJIeTKOM MJIeKONIMTaKmero.

B HeKOTOpPHIX BapMaHTax OCYIEeCTRBJIEHUS aHTUTeJa, CBA3HBaAKIMNME
KaJIJIMKPerH ILJIa3Me, OPOOYLUUPYITCH B PaCTUTEJILHOM MM OeCKJIeTOUHOM
cucreme (cMm., Hamopumep, Galeffi, P., et al., 2006 J Transl Med
4:39).

B OomoJIHEHME K IIOCJIEIOBATEJNIBHOCTM HYKJIEMHOBOM  KUCJIOTH,
Kooupymen OIVBEPCUOUIUPOBAHHEM VIMMYHO T'JI0 Oy JIMHO BHIM IOOMEH,
PEeKOMOMHAaHTHEE DKCIIpeCcCUpyrRIme BEKTOPEHL MOTYT HeCTH
OOIOJIHUTEJIbHEE II0CJIeIOBaTeJIbHOCTHM, TaKMe KakK II0CJIedoBaTeJIbHOCTH,
peryjupyomre pelliMKalMin BeKTopa B KJIeTKaxXx-xXo3geBax (Haopumep,
YYaCTKM HaualJla pelliMKallMM) M TEeHHE CeJIeKTUMBHHX MapKepoB. I'eH
CeJIeKTMBHOTO MapkKepa obJjeruyaeT cCceJIeKIMID KJIeTOK-X038eB, B KOTOPHE
BCTpamMBalT BeKTOP (cMm., HalpuMmep, DaTeHTH CIMA NN 4399216,
4634665 wm 5179017). HamnpumMmep, KakK I[IpaBWUJIO, I'€H CeJIeKTMBHOIO
MapkKepa IIpUIOaeT Pe3UMCTEHTHOCTL K JIeKapCTBEHHHM CpPeIncTBaM, TaKKM
Kak G418, THUIPOMUMLIMH WIM MeTOTPeKCaT, KJIeTKe-XO03AMHY, B KOTOPYI
BCTpaMBawT BEeKTOpP. I[IpednouTUTesJIbHEE T'eHBl CeJIEKTUMBHHEX MapKepoB
BKJIOUAKT TeH JuruapodosyiarpenykTasel (DHER) (IJI8 WMCHIOJIE30BaHUA B
dhfr- kKJeTKax—-xo3dgeBax C ceJleKluMel MeToTpeKcaToM/aMIindrkaumen) u
T'eH neo (myng ceJjgexkuum G418) .

B mpuMepe CHCTEMHE OJIS PeKOMOMHAHTHOM BSKCIpPecCHuM aHTuTeJa

WV eTro AaHTUIEeHCBA3HBAaKIEel dYacTu peKOMGMHaHTHBIﬁ SKCHPGCCMPYIOHIMIZ
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BEKTOP, KOIUPYKIUM TOKEJYyD Lelb aHTUTeJa M JIeTKYyK Lelb aHTUTesa,
BCTpauBanT B kJeTku dhfr- CHO ¢ mnomombilo oIocpeloBaHHOM dochaToMm
Kajpluusa TpaHchekUuel. B pekKOMOMHAHTHOM BKCIPeCCHUPYKIEM BeKTOpe
KaXOEM M3 TEeHOB TAXEeJIOM UM JIeTKOM LelM aHTUTeJa OYHKUMOHAJIBHO
CBA3aH C  SHXAHCEPHHMM/IPOMOTOPHEMMY  PeTyYJSTOPHEIMM  3JIeMeHTaMu
(HanpuMep, TIoJiydeHHEMM M3 SV40, CMV, aleHOBMpPYyCa M T.II., TaKOIO
Kak o5HxXaHcep CMV/mopomoTop AdMLP wuaM sHXaHcep SV40/mpoMoTop
AdMLP) OJIS  PeryJiauuM  BHCOKUX  YPOBHeM TPaHCKPUIILIUL T'eHOB.
PeKOMOMHAHTHEIM BKCIPEeCCUPYKMUM BeKTOp TakKXe HeceT TeH DHFR,
IoeJjlalmuy  BO3MOXHOM ceJlekluio KJjgeTok CHO, TPaHCOULUMPOBAHHEIX C
VCIIOJIL 30BaHUEM BEKTOpPa [IOCPenCcTBOM CeJIeKLuUM
MeTOoTpeKCcaToM/ aMIIUGMKAINN . [loonBeprHy THE CeJIeKLUUM
TPaHCOOPMMPOBAHHEE KJIIETKM-XO34AeBa KYJLTUBUPYIOT, UYWTOOHE CHOeJjaTh
BO3MOXHOM  DKCIPECCHI  TAXKEJHX M JIeTKMX 1lelel aHTUTela, u
MHTAaKTHOE aHTUTEJIO BHEIOEJIAIT M3 Cpenel IJ4 KYJbTUBMPOBaHMA. g
[IOJIYYEHM A PEeKOMOMHAHTHOTO 3BKCIPECCHUPYKIerdo BeKTOopa, TpaHCcheKUuuM
KJIETOK—-XO034eB, CeJIeKUUM TpaHCOOPMaHTOB, KYJIbTUMBUMPOBAHUA KJIIETOK-—
X038eB ¥ BHIOEJIEHMHA aHTUTEeJla M3 Cpene OJ4 KyJbTUBUMPOBAHUA
MCIOJIB3YIT CTaHOapTHHEE CIOCOOH MOJIeKYJIApHOM OuoJjoruu. Hanpumep,
HEKOTOPEE aHTUTeJIa MOXHO BHIOEJIATE [IOCPenCcTBOM abdrHHOM
XpoMaToIrpadum C NOPOTEMHOM A MM IIPOTEeMHOM G.

B ciy4dae aHTUTEeJ, BKJIOY AKX Fc-noomeH, cucTeMa njida
OIPOOYKUMM aHTUTEJI MOXeT IIPpOOyLUMPpOBaTh aHTHUTeJla, B KOTOPHX Fc-
oBJlacThb TJIMKO3MJIMpOBaHa. Hanpuwmep, Fc—noomMeH MOJIEKYJI IgG
TJIMKOBUIMPOBAH IIO acHnaparmHy 297 B »gomMeHe CH2. 3ToT acHnaparluH

ABJIAEeTCA Y4YaCTKOM MO,JII/I(]_)I/IKB.LU/H/I C oJiMrocaXxapmiaM1 Z—aHTeHHapHOPO

THIIA . [ToxaszaHo, UTo 2TO TJIMKO3UIIMPOBaHKE HeoOxXoOMMO OJis
50beKTOPHHX byHKLIMI, OTIOCPEeOBaHHHX Fcg-peuenTopamMm u
KOMIIOHEHTOM KoMmriJieMeHTa Clqg (Burton and Woof, 1992, Adv.

Immunol. 51:1-84; Jefferis et al., 1998, Immunol. Rev. 163:59-
76). B omHOM M3 BapMaHTOBR OCYIMECTBJIeHMA FC-IOOMEH MNPOOYLMPYETCH B
cucTeMe DKCIIPECCUN MJIEKONIMUTAKIETO, COOTRBETCTBYKIMM oBpa3oM
TJIMKO3UIIMPYIINEe OCTaToK, COOTBETCTBRYINUY achaparubHy 297. Fc-
IOoOMeH TakKkxe MOXeT BKJIOYAThH opyrue DYKaApUOTUUECKUE
[IOCTTPAHCJAUMOHHEE MOOUQUKALINN .

A”HTHUTeEJIa TakKxe MOXHO I1oJIy4daThb C IIOMOIIBIO TPAHCIT'€HHOTI'O
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XMBOTHOI'O. Hamnpumep, B naTeHTe CIIA N 5849992 onmMcHBaKLT CIIOCOO

BKCIpeccun aHTHUTeJa B MOJIOUHOM xejese TPaHCTEeHHOTO
MJIEKONIMTanmero. KOHCTPYUPYIOT TpPaHCTeH, BKJIOUAKIUNY CHeUnOUUHLIMT
0Jis MOJIOKa IIPOMOTOP u HYKJIEUMHOBEIE KMCJIOTHL, KoOupyomme

MHTepecylee AHTUTEJIO u CUTHaJIbHYIO [IOCJIeIOBATEeJIbHOCTD oJis
CeKpelun. MoJioko, nponoyumpyeMoe ocobamMmu TaKMUx TPaHCT eHHEIX
MJIEKONIMTAKIMX XeHCKOT'O  I10Jia, BKJIOUAET CeKpeTupyeMoe B  HeM
MHTepecyKnmee aHTUTeJIO. AHTUTEJIO MOXHO OUMIATh M3 MOJIOKa WM, IOJIA
HEKOTOPOTO IPMMEHEHMSA, MCIOJbL30BaTh HaIpAMYIO.

dapMalleBTUUECKME KOMIIO3ULIUN

AHTUTeJIO, TIMpenOcTaBJIeHHOe B HaCTOAMEeM OIMCaHuM (HalpuMep,
DX-2930), MOXEeT NIpUCYTCTBORBATH B KOMIIO 3ULINM, HalpuMmep,
bapMaleBTUUECKU IpueMIIeMOoM KOMIIO 3ULIUN VI bapMalleBTUUECKOMN
KOMITO 3ULIUMN . AHTHUTEJIO, npelncTaBJIEHHOE B HaCcTOAmMEM  ONMCaHUM
(HanmpuMep, DX-2930), MOXHO COCTaBJIATbL BMECTe C (QapMalleBTUUECKU
IpMEeMJIEMEIM HOCHTEJIEM. B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHMS B
KOMIIO 3ULIUN IPUCYTCTBYIOT 30-400 MT aHTUTEeJIa DX-2930,
HeoOd3aTeJIbHO, C O(QapMalleBTHUUYECKM IIPUEeMIIEMEIM HOCUTEJIEM, HallpUMEPR,
bapMalleBTUUECKM  [OIPUEeMIeMOV  KOMIIO3ULMEN  MJIKU bapMalleBTHUUECKOMN
KOMIIOBUIIMENM. B HEeKOTOPHX BapMaHTax OCYIECTRBJIEHMS B KOMIIO3UILIUN
npucyrcreyior 30 mr, 100 mr, 150 mr, 300 mMr mam 400 M- aHTHUTeJaA
DX-2930, HeoOg3aTeJIbHO, C OGapMalleBTHUUECKM IIpMeMJIEMBEIM HOCUTEJIEM,
HalopuMep, bapMalleBTUUYECKU IpueMIIeMom KOMIIO BULIMEN VI
bapMaleBTUUECKOM KOMIIO3UILIMEN .

dapMalleBTUUECKM IIPpUEeMJIEMB HOCUTEJIL BKJOUaeT JioOoM UM Bce U3
pacTBoOpUTeJIel, IUCIEePCUOHHEIX Ccpel, IIOKPHTHUM, aHTuOaKTepMaJlbHHX U
IIPOTUBOTPUOKOBEX CPEINCTB, WM30TOHMUECKMX M 3aMedJIgiomMx adcopdlUmo
CpeIncTB " T.O., ABJIAKMUXC S GV 3MOJIOTUYECKHU COBMEC TYMBEIMH .
[lpennouyTmTeJIbHO, HOCHUTEIBb MNOOXOIOUT nJis MIONKOXHOTO,
BHYTPMBEHHOTO, BHYTPUMHIIEUHOTO, IIapeHTepaJIbHOTO, CIMHHOMO3TOBOT'O
WY B3IOUOEPMaJIbHOTO BBeIOeHMS (HalopuMep, IIOCPelICTBOM WHBEKLIUW WU
VHQY3UM), XOTS TaKXe IMPeOyCMOTPEeHBE HOCUTEM, NOOXOOAmue IIJIA
VHTaJALUuYM W MHTpaHa3aJIbHOT'O BBeleHMA. B HeKOTOPHX BapMaHTax
OCymeCTBJIEHKS GapMalleBTUUECKU IIpMEeMIIEMEI HOCUTEJL SABJSEeTCHS OOHUM
MM HeCKOJIbKMMM U3 docdaTa HaATPUSA, JIMMOHHOM KUCIOTH, TUCTUIOMHAE,

XJIoprIia HaTpMAd U Tween 80. B HEeKOTOPEX BapPMaHTaX OCyHIeCTBJIEHUA
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bapMalleBTUMUECKNM IIpUEeMIIeMBM HOCUTEJIbL ABRJsgeTca dochdaToM HaTpuULg,
JMMOHHOM KMCJIOTOM, TUCTUMAMHOM, XJiopuaoM HaTpusa u Tween 80. B
HEKOTOPEIX BapMaHTax OCYIeCTBJIEHMS aHTUTEJIO, Takoe kKak DX-2930,
cocraBagT B 30 MM dochdaTe HaTpusa, 8,6 MM JIMMOHHOM KucjoTe, 50
MM rmcTuouHe, 90 MM xJjopume Hatpug, 0,01% Tween 80, pH 6,0. B
HEKOTOPEIX BapraHTax OCYIEeCTBJIEHU A KOMIIOB3MLIM A COOEPXUT VLI
cocrouT M3 100 mr DX-2930 Ha 1 mn pacTBopa 30 MM docdbaTa HaTpui,
8,6 MM JIMMOHHOM KUCJOTE, 50 MM rHcTMauHa, 90 MM xJopuIa HaTPULg,
0,01% Tween 80.

dapMalleBTUUECKM IIpMeMJIieMas COJIb SMABJISAeTCS COJIbID, COXpaHdgomen
xeJjlaeMyl OMOJIOTMUECKYID aKTHMBHOCTL COeldMHeHUSS UM He MMelMel KaKux-—
JMBO HexXeJlaTeJIbHEIX TOKCUUeCkux 20bekToB (CM., HaIpuMep, Berge,
S.M., et al., 1977, J. Pharm. Sci. 66:1-19). IlpMMepH TaKMUX CoOJIel
BKJIOUAT KU CJIEIE CcoJm IPpUCOeIVHEHU A u OCHOBHEIE CcoJm
[IPUCOENVHEHN A . KucJikie CcoJu NIPUCOENMHEHU S BKJIOUAKT coJu,
[IOJIYYEHHEE M3 HETOKCHUYUHBIX HeOpTlaHMUeCKUX KHUCJIOT, TakKMxX Kak
coJigHasd, asoTHa4d, opTodochopHasd, cepHasd, BPOMUCTOBOOOPOOHAS,
MomucToBOmOpOInHasas, ¢docdoopucTas M T.IO., a TakKkKe U3 HETOKCHUUHHX
OpTraHn4YeCKUX KMCJIOT, TaKMX Kak anmmbaTuueckue MOHO— u
OIMKapOOHOBHE KWCJIOTEL, beHnII-3aMelleHHEE aJIKkaHOBHE KMCJIOTEL,
TUOPOKCHAJIKaHOBEE KUCJIOTH, apoMaTHMUeCKMe KMCJIOTH, aJjMpaTUUeCKUe
M apoMaTHUUeCKMre CYJbQOHOBEE  KMCJIOTEL UM T.II. OCHOBHEIE COJIM
IpUCOeOMHEeH I  BKJIOUAT COJIM, [IOJIYUEHHHE M3 IeJIOUHO3eMeJIbHHX
MeTaJIJIOB, TakKMx Kak HaTpui, KaJui, MarHui, Kajlblu¥ u T.II., a
TaKXe M3 HETOKCUUHEX OpITaHUUYeCKMX aMMHOB, TakMx kak N,N'-
IMOEeH3UIIZ TUIIeHOIMaMIH, N-Me TUJITJIIoKaM1H, XJIOPIPOKAaMnH, XOJIVH,
OIM3TaHOJaM/H, 32TUJIeHIMaMMH, [IPpOKaWH M T.II.

KomMrosuuumM MOTYT MMEeTHb  MHOXECTBO  (QOpPM. OHM  BKJIOUYAKLT,
HalpuMep, XUIKME, TIIOJYTBEPOEE M TBEPIHE JIeKapCTBEHHHE (QOPMEL,
TakKMe KaK XMIKME PacTBOPH (HaIpUMep, WHBEUMPYEMHE ¥ MHQY3UPYEMHE
PacTBOPH) , OUCIEPCUM WM CYCIeH3uu, TabJIeTKM, OIWJIKJIM, IOPOIKH,
JIUIIOCOMEL M CyNINO3UTOpUM. dopMa MOXET 3aBMCETH OT IIPenlojlaraeMoIo
crocoba BBEeIeHUA u TepalleBTUUYECKOT O [IpVMEeHEeHN S . MHoTHE
KOMIIOBULUKM HaxXoOAaATCcad B  (QOpMe UMHBEUMPYEMBIX WM UHQY3UPYEMEIX
pPacTBOPOB, TakMUX KaK KOMIO3MLUUM, CXOXMEe C MCIOJb3YEeMBEIMU IJIA

BBeIeHMA JIODAM C aHTHUTeJIaMM. HpMMepOM criocoba BBelOeHUSA HABJAeTCHd
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napeHTepaJlb HEl (HammpuMep, BHYTPUBEHHEI, IIOIKOXHEI,
VHTPAalepuTOHeaJIbHEM, BHYTPUMBIIEUHEI) . B onHOM U3 BapMaHTOB
ocymecTBJIeHUS  OeJIoK, CBABHBAKMMY  KaJIJIMKPEeMH  ILJIa3MH, BBOOAT
IOCPenNCcCTBOM  BHYTPUBEHHOM MHOY 3UM W VMHBEKIIUN . B OpyT oM
NpennouTUTeIbEHOM BapraHTe OCYMeCTBJICHNU I BeJlok, CB A3HB Ao
KaJJIMKPpEenH I1JIa3MHI, BBOIOAT nocpencTBOM BHY TPUMBIIEUHOM WIIN
IIOIKOXHOM MHBEKINUNA . B OPpYyT'OM NPeIIouTUTeJILHOM BapraHTe
OCylecTBJIeHUS  OeJIoK, CBABHBAMMN  KaJJIMKPEeMH  ILJIa3MEH, BBOIOAT

IIOCpeICTBOM MHTpaHepMTOHeaﬂbHOﬁ VMHBEKINUN .

®dpasu "mapeHTepalJilbHOe BReneHMe" U "BBOAOMMEIN DapeHTepaJbHO"

B paMKax u300peTeHMsS O3HAYaAlnT CIOCOOH BBeIOeHMs, MHEHEe, UeM
SHTepaJIbHOEe U  MEeCTHOe  BBeIeHMe, Kak IIpaBWJoO, IOCpPenCTBOM
VMHBEKLNVM, ¥ BKJOUYAKLT, B KaUeCTBe HEOTIPAHUUMBAKINUX IPVMEPOB,
BHYTPUBEHHYIO, BHYTPUMHIIEUHYIO, BHYTPMAPTEPUAJBLHYIO,
MHTpaTpaxealbHY, BHYTPUKAIICYJILHYIO, VMHTPaopObuUTalbHYo,
BHYTPUCEPIOEUHYIO, BHYTPUKOXHYIO, VHTPAalepUTOHeaJILHYIO,
TpaHCTPaxXeaJlbHYyD, IIOIOKOXHYID, CYOKYTHUKYJIAPHYD, BHYTPMUCYCTABHYIO,

IOOKANCYJIAPHYD, CcybapaxHOMIAJbHYH, MHTPACIMHAJILHYD, SIMAYPaJIbHYo
Y MHTPACTEepPHAJbHYID MHBEKLMIO M MHOY3UD.

KOMIIOBUILIMI MOXHO COCTaBJIATE B BUIE PacTBOPa, MUKPOSMYJILCHUM,
OUCIIEPCUHA, JIVITIO COMEL W opyTon YIIOPAO0OUEHHOM CTPYKTYPH,
IOOXONAmey IOJIS BHBCOKOM KOHIEHTpAaLUMM JIEKapCTBEHHOTO CpPeICcTBa.
CTepuiibHEE MHBLEUUPYEeMbHe PacCTBOPH  MOXHO IIOJIYyUYaTh IIOCPEeICTBOM
BKJIOUEHUS  CBA3HBaKIEIO BeJjlka B  HeoOXOIMMOM  KOJIMUeCTBe B

InogxondmeM pacTBoOopHMTeJie C OIOHVMM WMJIM koMBUHauMemn VMHITpeIMeHTOB,

IIepeunCJIE HHEX BHIIE, npu HeoBXOOVMOCTH, c rmocJienynmen
cTepuaMsaUver  OMIIbLTpaluein. Kak nOpaBwmio, OVCIIEPCUM  [OJIyYaiT
IoCpenCcTBOM BRJIOUEHUSA AKTUBHOT O cCoenMHeHUs B CTepPWJIbLHEIM
HaIMoJHUTEJb, coIepXxamuin OCHOBHYIO IUCIIEPCUOHHYIO cpeny 17

HeOBXOoOMMEIE OPYIMEe MHIPEeIMEHTH M3 IIepeuMCJIeHHHBX BHIIe. B cJiydae
CTEPMJILHEIX  I[IOPOMKOB  IJIA  IIOJIYYeHUS CTEPUJIBHEIX  UHBEILUPYEMBIX
PAaCTBOPOB IPenIoYUTUT eJIb HEMM criocoBamu IIOJIYUYEeHN S SABJIAITCSH
BakKyyMHas CyIlKa ¥ JMOOMIM3alMsa, I[IOCPeICTBOM KOTOPOM IIOJIyYalT
IIOPOMOK AaKTUBHOTO MUHIPeOMeHTa C JIOOBM HOIIOJIHMTEJILHEM KeJlaeMbIM
UHTPEeONeHTOM M3 Ux paHee IPOCTEPUIIUMBOBAHHOTO bmis Tpanmen

pacTeBOpPAa. IlooxomAauymo TEeRy4deCTb pacTeOopAa MOXHO InogomepxmBaTh,
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HallprMep, C MCIIOJIE3OBaHNMEM IIOKPEHTMA, TakKOoI'O Kak JIeIMTVH,
IocpelCTBOM IIOOIOEPXaHMA HeoOXoOuMOoT O PasMepa dYacTul B cllydae

OVCIIepCHUn 1% C MCIIOJIBE30OBaHMEM ITIOBEPXHOCTHO~aKTVBHEIX BeIleCTB .

[IpOJIOHTUPOBAHHOM adcopdbuum VHBEeUVPY EMBIX KOMIIO 3ULIUM MOXHO
OOCTUTAThH IoCpenCcTBOM BKJIOUEHN A B KOMIIO 3ULIMIO cpelCcTBa,
3aMeIJIAIET O abcopdbuuo, HalpuMep, MOHOCTeapaTHHX coJien U
xeJlaTHHA .

AHTUTeJIO, TIMIpencTaBJIeHHOe B HaCTOAMeM OoIMcCaHuM (HalpuMmep,
DX-2930), MOXHO BBOIMTD MHOXE&CTBOM criocofos, BKJIIOUA A
BHYTPMBEHHYID MHBEKLIVID WIM MHOYy3MO. HanopuMmMep, B Clydae HeKOTOpOoTIO
TepalleBTUUYECKOTO IIPMMEHEHMSA AaHTUTEJIO MOXHO BBOIOUTE IIOCPENCTBOM
BHYTPMBEHHOM MHQY3MM CO CKOpPOCThI MeHee 30, 20, 10, 5 wmmm 1
MT'/MUH [JIS IOOCTWXEHUS HO3H NpubausmuTesbHo oT 1 nmo 100 Mmr/mM?2 wmiau
or 7 mo 25 mr/m?. IIyTh M/MIM CHOCOO BBeIeHMI MOXHO BapbMPOBATL B
3aBUCHMMOCTHM OT XeJIaeMbIX pPe3yJIETaTOB. B OIpeIeJIeHHEX BapMaHTax
OCYIEeCTBJIEHU A aKTUMBHOE COEeIMHEHNE MOXHO [IoJIy4daThb C
VCIIOJIL30BAaHMEM HOCUTEJIS, KOTOPHM OyIeT s3alMIaThk CcoedVHeHMe OT
OHICTPOT'O  BHCBOOOXIEHMSA, TaKOT'O KaK CoCTaB C KOHTPOJMPYEMBEM
BEICBOOOXIeHNEM, BKJIOUAd MMILJIAHTATEH, ¥  MMKPOMHKAIICYJIMPOBAaHHEE
CHUCTEMEL OOCTaBKU. MOXHO MCIIOJIE30BaTh fuonerpanmMpyeMse,
O1OCOBME CTHMEIE [IOJIMMEPHL, TaxKue Kak STUJIeHBUHMIIaleTaT,
NOJIMAHTUIOPMIOL, IIOJUIJIMKOJIeBasa KMCJIOTa, KOJJIal'eH, IIOJIMOPTORQUPE. U
[IOJIMMOJIOUHAs KUCJIOoTa. HOCTYIIHO MHOXECTBO CIHOCODOBR TIIOJyUeHUSA
TakMx cocTaBoB. CM., Hanpumep, Sustained and Controlled Release
Drug Delivery Systems, J.R. Robinson, ed., 1978, Marcel Dekker,
Inc., New York.

dapmMalleBTUUECKHUE KOMIIO 3ULIUN MOXHO BBOIOUTH C TTOMOIIB O
MeIVLIMHCKMX YCTPOMCTB. Hampumep, B OIOHOM n3 BapMaHTOB
OCYIECTBJIeHUA  (QapMalleBTUUYECKYK  KOMIIO3UIINWD, [IpeICTaBJIEHHYD B
HacToAmeM OIMCaHMM, MOXHO BBOIMUTL C MCIOJb30BaHMEeM YCTPOMCTBA,
HalpuMep, BesET0JILHOTO  MIOIOKOXHOTO  MHBEKUMOHHOTO  YCTPOMCTBA,
Hacoca WM MMILJIaHTaTa.

B oIpeneJIeHHHX BapMaHTax OCYIEeCTBJIEHU A aHTUTEJIO,
[IpenCcTaBJIEHHOE B HaCTOAMleM OIMcaHuM (Hamnpumep, DX-2930), MOXHO
COCTaBJIATL mOJig ofeclneueHUs IMIPaBUJIILHOTO paclpemeJieHus 1In Vivo.

Hanpuwmep, reMaToORHIebpaIMueckul ©Oapbep (BBB) UCKJIOUaeT MHOTUE
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BHICOKOTUIPODUIILHEE  COeIMHEHUS. Oaa obecledyeHMs  TOTO, YTOOH
TepaleBTUUECKMEe COeIMHEeHMs, IIpelcTaBJIeHHHEe B HaCTOAMeM OIMCaHuM,
nepecekaJgu BBB (mOpm XeJaHMM), MX MOXHO COCTAaBJATL, HalIpuUMeEp, B
JIMIIOCOMAax . Crioco®rl TMNpPOM3BOIOCTEBAa  JIMIIOCOM, CM., HallpuMep, B
nmaTedHTax CHIA NN 4522811, 5374548 wu 5399331. JIMIIOCOME MOTYT
ComepXaThb OOHO VI HECKOJILKO BemeCcTB, CeJIeKTUBHO
TPAHCIIOPTUPYEMEX B KOHKPETHHE KJIETKM MM OPpITaHB, TakuM o0pasoM,
[IOBHIIA S IOOCTaBKY 11eJIeBOTO JIEKAapPCTBEeHHOTO cpemncTBa (cMm.,

HanopuMep, V.V. Ranade, 1989, J. Clin. Pharmacol. 29:685).

PexmMEL OTJO3MPOBaHMA KOPPEKRTHUPYT IOJIA obecrieueHuUd
OIITMMAaJIEHOTI'O KeJjlaeMoro oTBeTa (HaanMep, TepalrleBTMYECKROI'O
oTBEeTa) . Hanpmmep, MOXHO BBOIMUTE eIOUMHUUHEIM OOJInC, MOXHO BBOIUTHL

HECKOJIBKO pas3leJIbHEX OO3 C TeueHMeM BPEeMEeHM WM IO03Y MOXHO
IPOIIOPLUMOHAJIBEHO CHUXAaThb VIV [IOBHIIATH B 3aBUCHUMOCTH oT
TepaleBTUUECKUX YyCJoBUM. OcoOeHHO IIPeOlouTUTeJIbHO COCTaBJIATDH
IapeHTepallbHEEe KOMIIO3MIMM B CTaHOAPTHOM JeKapCTBeHHOW ¢opMe OJId
IIPOCTOTE BBEeIeHMSA U eauHooOpasusda Ho3. TepMuH "CcTaHIapTHAaA
JekapCcTBeHHasa ¢opMa" B paMkKax HM300peTeHUMSA OTHOCUTCHA K QU3UUECKHU
OUCKPETHHM eOMHMIIaM, I[IOOXOOANMM B KadecTBe eOMHMUHEIX OO3 IJIA
VHOUBUOYYMOB, nomJjiexammx  JIeUeHU; Kaxmnoas enuHuIla COOEPXUT
3apaHee onpeneJjieHHOe KOJIMYEeCTBO aKTUBHOTO CoenVHeHNd,
BHUMCJIEHHOTO IJIS OOCTIMKEHUA XeJjlaeMOT'O TepalleBTHUUeCckoro »nobexTa,
BMECTe c XeJlaeMBIM bapMalleBTHUUECKUM HOCUTEJIEM. OnmcaHue
CTAHOAPTHHX JIeKapCTBEHHHX (QOPM MOXeT ONpelelJIATbCAa UM HalpAMYy
3aBUCeTb OT (a) YHMKAJBHEX XapaKTepMCTUK aKTMBHOTO COEIOMHEHMS U

KOHKPEeTHOT'O TepalleBTUUeCKOTI'O 9@@eKTa, KOTOpOoIro XOoTAT IOOCTHUMYE, U

(b) OTPAHMUEHNM, XapaKTepHHX OJg ofJlacTM CMelMBAaHUA TaKoTo
aKTHMBHOTO coeIMHEeHNnd, nJig JeyeHmus UYBCTBUTEJLHOCTH Y
VHIVBUOYYMOB .

[IpuMmep HeOoTl'paHUUMBAaKIET O orara3oHa TepalleBTUYeCKU VI
OpodUIaKTHUUeCKU 50PeKTUMBHOTO KOJIMUeCTRBa aHTUTeJIa,
IpencTaBJIEHHOTO B HacToAmeM  OIMCaHUMU (HampuMmep, DX-2930),
nopencraBjsgeT cobo¥ or 30 mMr mo 400 Mr mam Jwoboe I1eJloe UMCIO B
HeM, HanpuMmep, 100-400 wMr, 100-300 wMr wmim 300-400 wMr. B
HEKOTOPHX BapMraHTax OCyWleCTBJIEHNA TepalleBTUYEeCKU VI

NIpodmilakKTUUYeCKM 200eKTMBHOE KOJIMUeCTBO cocTabkjdeT 30 mr, 100 wmr,
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150 mMmr, 200 Mmr, 250 mr, 300 mr, 350 Mr mjam 400 MmT.

B HEeKOTOPEX BapMaHTax OCYIECTBJIEHUSA TepalleBTUYECKM WU
OpodmUIakKTUUeCKN 5S0OeKTUBHOE KOJUUECTBO aHTUTeJla, I[IPenCcTaBJIEHHOTO
B HacCTodlleM ONIMcCaHuM (Hamnpumep, DX-2930), cocrarjasger 30 wMr, 100
MT, 150 wmr, 300 M wmim 400 M. B HeKOTOpHX BapMaHTax
OCYIIECTBJIEHNA TepaleBTUUeCKM WM OpoduiIaKTHUUeCKM SOOeKTUBHOE
KOJIMUEeCTBO COCTaBJIgEeT 150 MI'. B HEKOTOPHX BapraHTax
OCYIEeCTRBJIEHUS TepaleBTUUECKM WMJIM OpoduIaKTHUuecKM S0OPeKTUBHOE
KOJIMYECTBO COCTaBJIgET 300 M. B HEKOTOPHX BapMaHTax
OCYIECTRBJIEHUSA TepaleBTUUECKM WMJIM OPpodMIaKTHUUeCcKM 30QeKTUBHOE
KOJIM4eCTBO cocTaByigdeT 400 wMmr.

B HEeKOTOPEX BapMaHTax OCYIECTBJIEeHUA TepaleBTUUYEeCKU WU
opoduyIakTUUeck 50PeKTHMBHOE KOJMUECTBO BBOOAT IIO0 MeHLIEeN Mepe
IoIBa pa3a, IO MeHblIlel Mepe TpM pa3a, IO MeHbllel Mepe UYeTHpe pa3a,
IO MeHbllel Mepe IIATh pa3, IO MeHbIeM Mepe MmecTb pas3, I[I0 MeHbleM
Mepe cCceMb pa3, I[I0 MeHbllel Mepe BOCeMb pa3, I[I0 MeHbIlel Mepe
IeBdAThL pa3, I[I0 MeHbIleM Mepe »necdTh pa3 Wwin ©6oJee. B HeKOTOPHX
BapMaHTax OCYIeCTBJIEHUSA TepalleBTUUYEeCKN VIV IpodMIIaKTUUYECKHA
50PeKTUBHOE KOJIMUECTBO BBOLOAT UYepes HeneJn (T.e. Kaxoee »OBe
Henes) . B HeKOTOPHX BapMaHTax OCYIHEeCTBJIEHUS TepalleBTUUYeCKM WK
npoduiakTUueckn s0QeKTHMBHOE KOJMYUeCTBO cocTaprjsgeT 300 mr mim 400
MI', ¥ KOJIMUECTBO BBOLAT KaXIbe IBe HeIeJlM. B HEeKOTOPHX BapMaHTax
OCYIECTRBJIEHUS  TepaleBTUUECKM MM OpoduIaKTHUuecKM S0OPeKTUBHOE
KoJIMuecTBO cocTaBygsgeT 300 MI', M 5TO KOJMUECTBO aHTUTeJa BBOOAT
Kaxmnele oBe HeOeJu. B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHU A
TepalleBTUUYEeCKU VI IpodUIIaKTUUYECKU >0beKTUBHOE KOJIMUECTBO
cocTaBjadgeT 400 MI', M 2TO KOJUUECTBO aHTUTEJa BBOIAT KaXIHe IBE
HeOeJn.

B HeKOTOpPHX BapMaHTaxX OCYMeCTBJIEHUA JiedeHMEe JIIOEM aHTHUTEJIOM
IpOTUB pKal, TakyMM  Kak DX-2930, BKJIOUAET cxeMy  JIedeHUd,
comepxalyio, I[IO MeHblIlel Mepe, IIepuol BBeleHMS HaATPYy30UHOM IO3H U
[Iepron IMOoOOepXaHMa HO3H. B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHUA
TepalleBTUYECKHU VI IpodMIIaKTUUYECKU >0beKTUBHOE KOJIMYECTBO
aHTHTeJla B TeueHMe IIepMrola BBeleHMA HaTpy30UHOM MOO3H COCTAaBJIAET
or 100 mo 300 wmr (HanpuMep, 150 wMr wmiam 300 MI') Ha Kaxnooe

BBeleHMre. B TeueHMe STOTO Ineprmona aHTUTeJIO MOXHO BBOIMTLE KaXIyIO
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HeeJio (HaopuMep, KaxOyl HeIeJllo B TeueHMe OOHOM, IBYX WIM Tpex
HeneJslb) . B OOHOM M3 IIPMMEPOB IIepMOI BBeIOeHMS HaT'pPy30UHOM IO3H
COoCTaBJIIET 2 HeleJM, ¥ aHTUTeJIO BBOOAT B IOeHb 0, IeHb / U IeHb
14.

AJIL TEPHATUBHO VI OOIIOJIHUTEJIBLHO, TepalleBTUUEeCKU VI
npodmriIakKTUUYeCKA 20beKTUBHOE KOJIMYEeCTBO B TedueHME nepuona
nomnepXaHMsa ITOOBHE COCTaBRJAeT HOpubiam3uTesbsHOo oT 100 mo 300 Mo
(HanpuMep, 150 Mr wmmm 300 MI') Ha KaxIdoe BBeIOeHre. B TeueHUe
2TOTO IIepuola aHTUTEJIO MOXHO BRBOIMTH Uepe3s HeleJlw (T.e. KaxXIbe
IOBe HepmeJu), KaxOele TPpM HeOeJduM WM KaXIble JeTHpe HeOeJu
(HanmpuMep, KaxOsle IOBe HeOeJM B TeUueHMe JecdaTM HeleJb, BBOIA
Bcero 5 1mo3). B oOHOM M3 NPUMEPOB MepPMON NOIOOepXaHMS HOO3E MOXET
OJIMTbCa B TeueHre 10 HemeJsb, M aHTUTEJIO BBOOAT B OeHb 28, IIeHb
42, nmenr 56, menr 70 u meHb 84.

B HeKOTOpHX BapMaHTax OCYIEeCTBJIIEHMS aHTUTeJIO nOpoTuB pKal,
Takoe kKak DX-2930, BBOIAT B mJoze 150 Mo mam 300 MI', M KOJMUECTBO
CHauvajJla BBOIOAT KaxXOyKw HeIeJlo B TeUeHMe TOOXONAMero Iepurona
(HanpuMep, KaxXOyln HeOeJio B TeueHMe OINHOM, IBYX MJIM Tpex HemeJb),
a 3aTeM BBOLOAT KaxXIbe OBe-UeTHpe Helelr (HalpuMep, KaxIee IBeE,
TPU WM YeTHPpe HelellM) B TeueHMe IIOOXOnOAlelo IIeproma.

B JmoboM M3 CIOCOOOB, IIPemCTaBJIEHHHX B HaCTOAIleM OIMCaHUM,
cxXeMa JIeueHMSa MOXeT OOIIOJIHMTEJIBHO BKJIUATE [Iepuol IIOCIelylleIlo
HabOJoOeHMsa IIocJie Iepuola IMNomIepXaHMsa OO3E. B IIeprMon IOCJenyKlero
Ha®JoIeHMS aHTUTeJIO, Takoe Kak DX-2930, MOXHO BBOIMUTL Kaxiboe 2-4
Henmesqu B pos3e 100-300 mr, HanpmMep, 300 MI'. B HEeKOTOPHX CJlydasax
O0O3y MOXHO TIOBemaThk no 400 MI' B OOMH WMJIM HECKOJBKO M3 IIepuona
BBeIeHUSI HaTpy30UHOM HO3H, IIeproma INOoOOepXaHMsa ITO3H M IIeproma
IoCcJieoyrmero HabOJIoOeHN s .

dapmMalleBTUUECKME  KOMIIO3UIIWUA, NIpelCTaBJIEHHHE B  HaCTOAMEM
ONIMCaHuMY, MOTYT BKJKOUATH "TepaleBTUUECKM 2QPeKTMBHOE KOJIUUeCTBO"
W "mpodMIIaKTUUECKM BOPEeKTHMBHOE  KOJIMUYeCTBO" aHTuTesa, Kak
IpencTaBJIeHO B HacTodAlleM ONMCaHuM (HanpuMmep, DX-2930).

Habopu

AHTUTeJIO, IpPenOcTaBJIeHHOEe B HaCTOAIMleM OIMCaHuM (HallpuMmep,
DX-2930), MOXHO IIpemocTarJIiATbL B  Habope, HanpuMmep, B BuUIe

KOMIIOHeHTa Habopa. HanpuMmep, Habop BRJIoUaeT (a) aHTHUTeJo DX-
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2930, HanpuMmep, KOMIIO 3ULIAIO (HanpuMep, bapMalleBTUUECKYIO
KOMIIO 3MILIMI) , BKJIOUAMYIO aHTHUTeJIOo, u, Heo®sg3aTeJIbHO, (b)
MHOOPMALMOHHEM MaTepualsl. VHQOPMALMOHHEI MaTepMaJl MOXeT SABJIATbLCH
onmcaTeJIbHEM, VHCTPYKTMBHEIM, MapKeTHHITOBHM WM higelYaniza Vi
MaTepMrajyioM, OTHOCHAIMMCS K CIOCoO0y, IIpeldCTaBJIeHHOMY B HaCTOAlleM
ONMMCaHUU, U/UIM NPVMMEHeHUI aHTHTeJla, IPelCTaBJIEHHOTO B HaCTOSIeM
O CaHUM (HanpuMep, DX-2930), HalpuMep, oJjis criocoba,
IpeICcTaBJIEHHOTO B HaCTOAMEM OIMCaHMM. B HEKOTOPHX BapMaHTax
OCYIEeCTBJIeHUS Habop COOepXUT OIOHY WMJIM HEeCKOJbKO mo3s DX-2930. B
HEKOTOPEIX BapuMaHTax OCYMeCcTBJIeHMS OOHa WMJIM  HECKOJBbKO  IOO3
cocrapJganT 30 M, 100 Mmr, 150 mr, 300 Mr mjgm 400 MmT.

VHbopMaLMOHHEM MaTeprall U3 Habopa He oOT'paHMUeH B CBoel
bopme. B onmHOM U3 BapMaHTOB OCymeCTBJIeHMI  MHQOPMAIMOHHBIM
MaTepMraJl MOXeT BKJKYATh MHOOPMalMK O IIOJYyUYeHUM COeIVHEHUd,
MOJIEKYJIAPHOM Macce COeIMHeHMs, KOHIeHTpaluM, CpoKe TOOHOCTH,
napTmMmM WJIM MecTe TIOoJIydeHMda UM T.O. B OOHOM U3 BapuMaHTOB
OCYyMeCTBJIEHMS MHQOPMAalMOHHEM MaTepualJl OTHOCUTCA K I[IPpUMEeHeHUO
aHTHUTeJla IJA JiedeHud, OIPOOMIAKTHKM WM OMaTHOCTUKM HapylleHUM U
COCTOAHUM, HalpuMmep, 3adoJieBaHMA WMJIM COCTOSHMA, acCCOLUMMPOBAHHOTO
C KaJUIMKPEMHOM ILJIa3MH.

B OIHOM M3 BapMaHTOB OCYIECTBJIeHMS MHOOPMAIMOHHEN MaTepuall

MOXeT BKJIOYATE MHCTPYKIMM IIO BBEeIEHMIO aHTHUTeJla, IIpeICTaBJIEHHOTI'O

B HacTodmeM OoNIMcaHuM (HanpuMep, DX-2930), nomoxomamyMm o6pasoM IJid
OCYWeCTBJIEHMSA CIOCODOB, IPenOCTaBJIEHHEX B HaCTOAIleM ONIMCaHuM,
HallpuMep, B Homxonmdme¥ mose, JleKapCTBeHHOM  dopMme, criocoBe

BBeIeHUSI WM CcxXeMe JO3UPpOoBaHuAg (HalpuMep, Oo3e, JeKapCTBeHHOM
bopmMme, cxeMe OO3UPOBaAHUA WMIM crInocode BBeIOeHMSA, IIpeOcTaBJIeHHHEX B
HacTOAIEM ONIMCaHUM) . B IPYyT'OM BapMaHTe OCYIEeCTBJIEHNA
MHOOPMALMOHHEM MaTepualJl MOXeT BKJIOYATL MHCTPYKUMM I[IO BBeIeHM
aHTUTEeJIa, IPeldCTaBJIEHHOTO B HaCTOAmEM ONMCaHMM (Hamnpumep, DX-
2930), mnomxomdmemMy WHIVWBUIAYYMY, HalpUMMep, YeJIOBEKY, HalpUMep,
UeJIOBEKY, CTpalaKnleMy WM MMEKRIEeEMY PUCK pPas3BUTUA 3aboJieBaHUA WM
COCTOSHMA, aCCOLUMMPOBAHHOTO C KaJUIMKPEMHOM ILJIa3Me. HamnpuMmep,
MaTepmralsl ~ MOXeT BKJIOUATH VHCTPYKLUUM IO BBEIOEHUI  aHTuUTeJa,
IpencTaBJIEHHOT'O B HacToAmeM  OIMCaHUMU (HampuMmep, DX-2930),

INallMeHTy C HapylleHMeM WJIM COCTOAHMEM, IIpeldCTaBJIEHHBEIM B HaCTOAIEM
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ONMCaHuM, HalpuMep, 3abojieBaHMEeM, aCCOLUMMPOBAHHEM C KaJJIMKPEVHOM
IJ1a3MH, HalpuMep, B COOTBETCTBUU co cxeMou DO3UPOBaHUA,
IpeICTaBJIEHHOM B HaCTOAlleM ONMCaHUM. VHOOPMalUMOHHEIM MaTepuall K3
HabopoB He OT'paHMUeH B CBoeM  dopMe. Bo MHOTMX  CJly4dasax
MHGOPMaAUMOHHEM MaTepuall, HalpuMep, MUHCTPYKLUMM, [IpeICTaBJIeH B
[IedaTHOM BMIEe, HO TaKXe MOXeT HaxXOOMTCA B OPYyIMUX dopMaTax, TaKUX
KakK MalMHOUMTAaEMHEl MaTepura.

AHTUTEJIO, IIpelCcTaBJIeHHOe B HaCTOAmleM ONMCaHuM (HalpuMep,
DX-2930), MOXHO MIpeIoCTaBJATHL B JodoM dopMe, HaIpuMep, XUIKOM,
BEHICYIIEHHOV WM JMOOMIM3UPOBAHHOW dopMe. IIpedlouTUTEJIEHO, UYTOOH
AHTUTEJIO ABJAJOCHL, IO CYmNEeCTBY, UYMCTHM W/WIM CTEePUJILHEM. ECiu
AHTUTEJIO MNPedoCTaBJIAKT B KUAKOM pPacTBOpe, XUIKUM pacTBOpP,
OpedlNOoUTHUTENIbHO, SABJISAeTCH BOOHEIM PacTBOPOM, IIPM DTOM CTEepPWUJIbLHBIM
BOIHEIM pacTBOp ABJIAETCH OpellNoUTUTeJbLHEM. Ecau AHTUTEJIO
OpedOoCTaBJAIT B BHCYMeHHOM QopMe, BOCCTaAHOBJIeHMe, KaK MIpaBUIIO,
OCYWEeCTBJIAT [IOCPelCTBOM nofaBJIeHUs IIOOXOOAMeI'0 pacTBOpUTeNis. B
Habope, HeoDA3aTeJIbHO, MOXHO IpelOoCTaRJIATE PacCTBOPUTEID,
HalpuMmep, CTepMUIILHYKD BOOY WM Oydep.

HaGop MoOXeT BKJIOUYATL OOMH WJIM HECKOJIBKO KOHTENMHEPOB MOJId
KOMIIO3ULNMM, CcoOepXalley aHTUTeJIO, IpeIcCTaBJIEHHOE B HaCTOANEM
ONMCaHUN (HanmpuMep, DX-2930) . B HEKOTOPEIX BapMaHTax
OCYWEeCTBJIeHUS Hab®op COOEepPXUT OTHeJIbHEE KOHTEeWHEPH, OeJIMTeJM WU
oTHeJIeHMS MJIS KOMIO3UUMM ¥ MHOOPMALMOHHOTO MaTepuaja. Haopumep,
KOMIIO3ZUIIMA MOXeT CcoIepXaTbcsa B OYTHJIM, COCyOe WM mIpuile U
MHOOPMALIMOHHEI MaTepraJl MOXeT CcoImepXaThbCad BMeCcTe C KOHTeMHEpPOM.

B IPYITHUX BapMaHTaxXx oCymeCTBIJIEHNA oTIneJIbHEIE SJIEMEHTEL Haéopa

comepXxaTcsd B eIMHOM HepaszneJjieHHOM KOHTelMHepe. Hampumep,
KOMITO 3UITU I COIEPXUTCHA B By BTN, cocyne W mIIpuile c
IPpUKPEeIJIeHHEM MHOOPMAallMOHHBEIM  MaTepraJioM B dbopme  gpjbka. B

HEeKOTOPHX BapMaHTax OCYWLeCTRBJIeHMsa Habop  BRJKUYAET MHOXeCTBO
(HammpuMep, TIadKy) OTHOEJIbHEX KOHTEeMHEepOB, KaXIObll M3 KOTOPHX
COOEPXUT OOHY WJM HeCKOJIBKO CTaHOapTHHX JIeKapCTBEHHEX (QopM
(HanpuMmep, JIEKapCTBeHHYK  dopMy, IpenCTaBJIEHHYD B  HACTOAIEM
ONMCaHUM) aHTUTeNa, IpencraBJIeHHOT'O B HacToAlleM ONMUCaHUN
(HanpuMep, DX-2930). Hampumep, HaboOp BKJKUAeT MHOXECTBO WMIIPULIOB,

aMITyJI, @OHBI‘I/IpOBaHHbIX ITaKeTOB WJIM GHMCTepOB, KaxIOe M3 KOTOPHEX
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COOEPXUT OIOHY ONHOKpaTHYI HO3Y aHTUTeJa, [IPenCcTaBJIEHHOTO B
HacTodlleM ONMCaHuM (Hanopumep, DX-2930). KoHTeMHepH U3 HaBOPOB
MOTYT MABJIATHLCA I'epPMeTUM3UPOBAHHEMM, BOIOHEIPOHMIIAEMEIMM (HaIpUMep,
HeNpOoHMIaeMBEIMM IOJIS  M3MEeHEeHMYM BJaXHOCTM WJIM MCIapeHud) W/WUian
CBEeTOHEIIPOHNIIaEeMBIMA .

HaBop, HeoOA3aTeJIbHO, BKJUaeT YCTPOMUCTBO, MNOAXOLAllee IJIA
BBeOeHMUd KOMIIOBMUUM, HaIpUMep, MIpull, WK Jodoe Takoe YCTPOMCTBO

OJIA JOCTaBKUM. B OOHOM W3 BapMaHTOB oOCymeCTBJIEHNA yCTpOIZC’I'BO

ABJIAETCH VIMILJIaHTUPY €MEIM YCTPOMCTBOM, c [IOMOIIBLIO KOTOPOTO
pacopemnesigioT OTMEepeHHHe HO3H aHTuTeja. HacTodmee M300peTeHue
TakKxe OTHOCHUTCH K criocoBy OJIYyUeHN A Hatopa, HaapuMep,
IOCpencTBOM KOMOMHMPOBAaHUA KOMIIOHEHTOEB, npencTaBJIeHHEIX B

HacTodlleM OIMCaHUM.

JleueHMne

B HeKOTOpPHX acIllekTax HacTosllee M300peTeHue OTHOCUTCH K
IpUMeHeH 0  aHTuTeJa, IpencTaBJIEHHOT'O B HacTodAlleM  OIMCaHUU
(HanpuMep, DX-2930), B JjeueHunm HAE.

HaciyiencTBeHHE AHTMOHEBPOTUUESCKUIN OTEK

HacJjieOCTBEHHHM aHTMOHEBPOTHUECKMM oTek (HAE) TaxkXe WM3BEeCTeH

Kak "orex KBuHke", HeIOCTaTOUYHOCTE uHITUOMUTOpa Cl-nCcTepast,
HeOoCTaTOUHOCTD MHIMOMTOPAa Cl 17 HacJleqCTBEeHHEM
AHTMOHEBPOTHUUECKMM oTek (HANE). HAE oTJIMUaeTCsa pPelUUIUBUPYIOIYMHA

SOM30OaMM TSXKEJOTO oOTeKa (aHTMOHEeBPOTUUECKOTO OTeKa), KOTOPHM
MOXeT ropaxarh, HalpuMmep, KOHEUHOCTH, JINLO, TeHUTaJinu,
KeJIYIOUHO—KUIeUHBIN TPpaKT n OBEIXaTeJIbHEIEe IyTH. CumMrnToMel  HAE
BKJIOUAT, HaIpuMep, OTeK pykK, HoT, I'yd, IJlas, g3HKa u/WiK TopJa;
BJlokany IOHXaTeJIbHHX I[IyTel, KoTopad MOXeT BKJUATL OTeK IopJja U
BHe3AaMHYyK XPUIIOTY; IMNIOBTOPAKIMEeCS SNIM300E abOoMMHAJILHEIX CIIasMOB
6e3 OUeBUIOHOM IIPUUMHE M/MJIM OTeK KHIeUuHMKa, KOTOPEM  MOXeT
ABJIATLCSA TOKEJIEIM M MOXEeT IIPMBOOMTE K adOoMMHAJILHEM —CllasMaM,
pPBOTe, IerumpaTaluu, ouapee, OOJIM U/WIM WOKY. I[IPUOIUSUTEILHO Y
TpeTH VMHIVNBUOYYMOB c HAE B TeueHne npucTylia pa3sBUBaeTCHd
Hes3ynAamad CyIb IIOIO HasBaHMEeM peBMaTHMUeCcKad spuUTeMa.

OTek IOHXaTEeJIbHHX I[IyTeV MOXeT YIPOXaTb KM3HM ¥ BHS3HBATH
TubesyIb HEeKOTOPHX IMHalMeHTOBR. I[Io oleHKaM KOBOOUIMEHTH CMEepTHOCTHU

cocTaByagT 15-33%. HAE npueomuT K HOpubiausmuTessHo 15000-30000
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IIOCEemMeHAM OTOeJIeHMS HEeOTJIOXHOM IIOMOIM B TOI.

TpaBMa WM CTpecc, HaIpuMep, CTOMaATOJIOTHMUECKHEe IMIPOLEenypPH,
OoJie3H:E (HalpuMep, BUPYCHEEe 3aboJieBaHMsi, TaKMe KakK I[IpocTylda u
TPuUI) , MeHCTpyalumusa u XUpypIrmuuecroe BMelaTeJIbCTBO MOTYT
3alycKaTh I[IPUCTYII aHIMOHEBPOTUMUECKOTI'O oTeKa. g OpoduilakKTUMKA
OCTPEIX NpMCTyNnoB HAE DauMeHTH MOTYT MIHTATbCA M30el'aTh KOHKPETHEHX
CTMMYJIOB, PaHee BH3HBABIMUX IIPUCTYIE. OODHAKO, BO MHOIMX CJIydasax
IPUCTYII MIPOUCKXOIOUT B OTCYTCTBHUE M3BECTHOTO TpUrrepa. Kaxk
npaBuJIio, CHUMITOME HAE cCcHauajla T[OABJAKRTCA B OeTCTBe U YXYyOalnTCHd
B TeueHMe IIOJIOBOTO CO3peBaHMsa. B cpelHeM, HEINOOBEPTHYTHE JeUeHU
VHOUBUOYYME MMEKRT OPUCTYIE KaxXOoele 1-2 Heneau, ¥ OOJBIMHCTBO
SIOM30O0B IJATCA B 2 TeueHMe OpUOIMBMUTEJILHO OoT 3 »mo 4 §Heln
(ghr.nlm.nih.gov/condition/hereditary-angioedema) . YacToTa 17
OJIMUTEJILHOCTL IPUCTYIIOB 3HAUMTEJILHO BapbUPYTCA Ccpelu Joger C
HacJleICTBEeHHHM AaHIMOHEBPOTUUECKMM OTeKOM Haxe cpelu Jiodel B
OOHOM CceMbe.

CymecTtByeT Tpu Tuila HAE, WM3BeCTHHX kKak Tune I, IT m IIT,
BCe M3 KOTOPHX MOXHO JIEUUTH criocobamu, NpencTaBJIEHHEMIM B
HacTodmeM ooMcaHum. CuuranTr, dYro HAE nopaxaer 1 Ha 50000
UeJIOBEK, opM STOM Ha Tun I [OpUxXoOouTcsa OpubiM3UTeJIbHO 85
IIPOLIEHTORB CJIy4Yaes, Ha Tun II [OpuxXoOUTCsa OpubIM3uTesbHO 15
NIPOLIEHTOB cCJiydaeB, a Tuin III 4apjideTcsa OuUeHb pelkuMM. IllallMeHTH,
uMmewnmme TUrn I wiam T II HAE, Kak OpaBWJIO, MMeKT HeIOCTaTOUHOCTDL
Cl-INH. Takue TIalMeHTH uMelT »OedpeKTHHM Ted CIl1-INH wu, Takum
obpazoM, He nponyuupyioT Cl-INH wmaIM OpoOIyUUMPYIT aTUIIMUHBEE OeJIKU
Cl-INH. Twun III dgBjdeTcsda caMbM I[IOCJIeOHMM W3 OIMCaHHEX GOopM, U
MCXOIOHO  CUmnTaJu, UyTO OH pasBUBaeTCHd TOJBKO Y KeHIUVH, HO
OlpeneJIeHE CeMbM C OOJIBHBEMM MyXuMHaMu. CumuTawnT, uUuTo HAE THMma IT1T
He accouumporaH ¢ Cl1-INH. IlaumeHTr, WUMernmme HAE Tuna III, mMoTyT
MMeTEL HoOpMaJibHele Oejiku C1-INH.

HAE HacJenyeTcs infe) aAYTOCOMHO—ITOMMHAHTHOMY TUITY , TaKMM
obpaszoM, UTO OOJBHOV MHIMBUIOYYM MOXeT HacJeOOoBaThb MyTallMio OT
OOHOTO OOJIBHOTO pomuUTesid. Takke MOTYT BOSBHUKATE HOBHE MyTallM B
TeHe, U, TakuM obpaszoM, HAE Takxe MOXeT pa3BMBaATLCA Yy Joomeln 06e3
HapymeHsa B CeMeMHOM aHaMHe3e. CumuraklT, uYTo 20-25% ciaydaer

ABJIARTCA pPe3IYJIBETaTOM HOBOWM CIIOHTAHHOM My Talulm .
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My Talmnm B T'eHe SERPING1 BEISEIBAIOT HacJIeOICTBEeHHBIM
AHTMOHEBPOTUUECKUN OTekK TUIIa I u TUIIa IT. T'en SERPINGI
obecrneurBaeT MHCTPYyKUMM OJd oOpazoBaHua Oejka-uHIMOuTOopa Cl,
BaXHOT'O oJiAa KOHTPOJIA BOCIIaJIEHUA . NuTmbuTop Cl OJIOKUPYET
AKTMBHOCTE KOHKPETHHX OeJIKOB, CTUMYyJIMPYIMUX BoOcClajleHMe. MyTauuu,
BEISHBAIME HacJIeICTBEeHHEM AHTMOHEBPOTUUECKUM OTekK THIIa I,
OPpUBOOAT K CHWXEHHHM YPOBHAM MHIMOMTOpa Cl B KpoBU. M HaobopoT,
MyTaluy, BH3HBamMe TU 11, OPMBOOAT K OpoOykUMM MHIMOuUTOpa Cl,
GYHKIMOHUPYIOETO AQHOMAJILHO . Bes [IpaBWJIIbLHEIX YPOBHEM
OYHKUMOHAJIEHOTO MHIHMOMTOpa Cl obpasynTcd UM3DHTOUHEE KOJIMUECTBAa
OpalMKMHMHA . BpraIukuHMH CcrocofcTByeT BOCIIAJIEHUK  IIOCPENCTBOM
[IPOHMKHOBEHKA XUOKOCTM UYepes CTEHKM KPOBEHOCHEX COCYIOOB B TKaHU
opTraHu3Ma. M3OHTOUHOE HaKOIJIeHMe XUIKOCTEeM B TKaHAX OpTraHM3Ma
BHI3HBAET BIM30LEL oTeKa, HabJonaeMuee N4 VHIOIVMBUOYYMOB C
HaCJIeOCTBEHHLEM AHTMOHEBPOTUUECKMM OTEeKOM Tuma I m Tumoa IT.

MyTaumm B T'eHe Fl2 accouMMpOBAHH C HEKOTOPHEMM CJy4YaaMu
HaCJIeOICTBEHHOT'O aHIMOHEBPOTHUUECKOIO OTeka Tuna III. Ten Fl12
oBecrieurBaeT MHCTPYKUMM IOJ4 O0OpasoBaHMAa dakTopa CcBepThBaHMA XIT.
B OOIIOJIHEHME K KPUTHUUECKOMU poJin B CBEpPTHBaHUN KpOBU
(koaryyauun) , odbaxkTop XII Takxe ABRJAETCHA BaXHEM CTUMYJIATOPOM
BOCIIQJIEHMA M ydacTByeT B NPOOYKUMM OpaIMKMHMHa. KOHKpeTHBe
MyTaluuu B TeHe F12 npuBomaT K Oponoykuuy daxkTopa XII C HOBHIIEHHOM
AKTUBHOCTRI. B pesylibTaTe obOpasyeTcsa 0OoJiblle OpalMKMHMHA M CTEeHKU
KPOBEHOCHEX COCYIOOB CTaHOBATCHA 0OoJiee IIPOHULIAEMEMM, UTO IIPUBOOAT
K AOM30OaM  OTeKa. [MprunHa OPYTUX cIyyaes HaCJIEOCTBEHHOT'O
AHTMOHEBPOTHUUECKOTO OTekKa Tuma IIT ocTaeTcd HEeM3BECTHOM. MyTaluu
B  OIOHOM MWMJIM HECKOJIBKMX e€lleé HeUOeHTHUOMUIMPOBAHHEX T'eHaxX MOTIyT
OTBeUaTh 3a HapylleHMe B STUX CJydafx.

HAE MOXET IPUCYTCTBOBATH AQHAJIOTUUYHO OOy TMM dopmamMm
QHTMOHEBPOTUUECKOTO OTeKa, ABJIAACE pPe3yJIETaTOM aJlJIepTUuil WU
IPYTUX MEeIULUMHCKMX COCTOSHMM, HO 3BHAUUTEJBEHO OTJIMYAKTCS IPUUMHON
" JIeUeHMEM. Ecmnmu HacJIeOCTBEHHHN AHTMOHEBRPOTHUUECKHUN OTeK
HENpaBMUJIbHO OUATHOCTHUPRYIT Kak aJJepIuo, er'o JYalle BCero Jieuar
AHTUTUCTAM/HHEMY CPelCTBaMy, CTepouIaMy W/uiau SOuHedprHOM, Kak
IpaBUJIO, 4ABJAnmMMMCA HespdexTMBHEMM Hpu HAE, xoTda B cJydae

peaKLI,T/Iﬁ, YTPOXaKmMX XKM3HNM, MOXHO MCIIOJIE30BAThb SHI/IHe@pMH .
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HenparBuibHEM OMaTHOS TaKxe IIPUBOOUT K HeoO43aTeJIbHOMY
OMATHOCTUUECKOMY XUPYPIMUECKOMY BMellaTeJIbCTBY B Cllydae I[IalMeHTOB
C ad®IooMMHAJIbHEIM OTEeKOM, n N HEKOTOPEX IIalMeHTOB C HAE
abooMMHAJIbHYI O0JIb HelnpaBUIIbHO OMAaTHOCTUPYIT Kak
[ICUXOCOMAaTUUECKYIO.

TepalleBTUUECKMe CpelcTBa, UuHIMOupykmue Cl, a Takxe IpyTue
TepalleBTUUECKMe cpelcTBa mnjuga HAE, omnucumeakoT B Kaplan, A.P., J
Allergy Clin Immunol, 2010, 126(5):918-925.

HeomyoxHoe JieueHMre OpucTylnob HAE OpoM3BOOAT IJIA IpeKpalleHUd
OIPpOTPECCUPOBAHMA OTekKa TaK OHCTPpO, KaK 3TO0 BO3MOXHO. HWHIUOUTOP
Cl, KOHIEHTPUPYEMEM U3 IOOHOPCKOM KPOBU, BBOIMMEIM BHYTPUBEHHO,
aBjgaeTcd OIOHUM HEOTJIOXHEIM JIEUEeHMEM; OOHAKO, 3TO JleueHMe
HeOOCTYyIIHO BO MHOTHMX CTpaHax. B UpesBBEUaANMHEIX CUTyalMsax, KoTlda
KOHLeHTpaT uHIMOuTopa Cl HemoCTylleH, B KadeCTBe aJIbTepHaTUBH
MOXHO MCIIOJIB30BaTh CBEXYK 3aMOPOXeHHYyK IjIasMy (FFP), T.x. oOHa
Takke comepxuT uHIuoturop Cl.

OuumeHHB MHTHOMTOP Cl, IIOJIYYEeHHHM M3 KpPOBUM UeJIOBeKa,
MCrnoJyb3yoT B Eppomne ¢ 1979 roma. HeCKOJBKO JIEKAPCTBEHHHX CPEenCcTB
Ha OCHOBe wuHIuoOuUTopa Cl Temnepbr nocTynHe B CIA, ¥ OBa IPOOYKTa
mHruouTopa Cl Tenepb mocTynHH B 2 KaHarne. BepuhnepT P (CSL
Behring), sABJaSoOmUMCHA HacTepM30BaHHEM, onodpeH F.D.A. B 2009 ronmy
njsa OCTPEIX INPUCTYIIOB . OMHpPMS3 (ViroPharma), noneepIraeMulil
HaHOQMIBLTpauuu, omodpen F.D.A. B 2008 romy mojas OpodMIIaKTUKIU.
PyumuH (Pharming) ABJIAEeTCH pPeKOMOMHAHTHBM MHTUOUTOPOM C1,
HaxXxomamyMcd B CcTaluM pas3paboTKyM, He HecylluM PHUCK IIepelauu
MHOEeKUIMOHHOTO 3abojieBaHM4a I[IO0 IIPHUUMHEe IepelakliMXCcCdad uYepes KpPOBb
[IaTOTEHOB UeJIOBEKA.

JleueHue OCTPOTO nopucTylia HAE TaxKxe MOXeT BKJIIOUATEH
JleKapCTBEeHHEE CpencTBa nOJd o00es30oJMBaHMS U/MIM  BBOIMUMEE 1V
KUIOKOCTH.

Opyrue CIIOCOOEL JIeUueHM A MOTYT CTUMYJIMPOBATH CHHTES
mHruouTopa Cl MM CHMXaTh [HOoTpelJieHMe MHIMOUToOpa Cl. AHOPOTEHHEE
JIeKapCTBEeHHEE CpencTBa, TakMe KakK OaHasoJ, MOTYT CHMXAThL YacToTy
M TAXeCTbL OIPUCTYIIOB IIOCPEINCTBOM CTUMYJIALUNM IIPOOYKLIMM MHIMOMTOPA
Cl.

Helicobacter pylori MOTYT 3allyCKaTh adIoMyHAaJIbHEE IIPUCTYIIH.



47

AHTUOMOTUKU IJIg JedueHus H. pylori OyAyT CHUXaTb abaoMyHalJlbHBE
IPUCTYIIH .

BoJjiee HOBEIE JIeKapCTBEHHEE cpencTea BO3OEMCTBRYIIOT Ha
KOHTaKTHEI KacKand. DSkasulaHTun (KALBITOR®, DX-88, Dyax) UHIUOMPYeET

KaJIJIMKpeMH IIasME U omobpeH B CIIA. MxkatmbanT (FIRAZYR®, Shire)
MHTUOMPYET pelelTop OpaIuKMHMHa B2 u omobOpeH B EBpomne u CIIA.

InarHos HAE wMoxeT OHTL OCHOBAaH, HalpuMep, Ha CceMelHOM
aHaMHe3e U/UJIM aHalu3ax KPOBM. PesyJbTaTH JafopaTOpPHHX TEeCTOB,
accoumumupoBaHHee ¢ HAE Tunos I, II wm IIT, omnmucadHwe, HalpuMep, B
Kaplan, A.P., J Allergy Clin Immunol, 2010, 126(5):918-925. Ilpwu
HAE Tuna I ypoBeHb MHITUOUTOpa Cl CHMXeH, kKak M ypoBeHb C4, B TO
BpeMsa Kak ypoBeHb Clg 4dBJjdgeTcsda HoOpMaJibHEM. Ilpu HAE Tuna IIT
ypoBeHE UMHIMOUTOpa Cl 4BJfdeTCd HOPMAJILHEIM MJIM IIOBHIIEHHBEIM; OIHAKO
byHruma wuHruouTopa Cl aHoOMallbHa. YpoeeHb C4 CHWXEH, U YPOBEHDb
Clg gaBjydeTcsa HOpMaJibHEM. Ilpu Tune IIT ypoBHM mMHIUOUTOpa Cl, C4 m
Clg MOTYT 4ABJATHCSA HOPMAJIbHBIMA .

CumriToMel HAE MOXHO OLEeHMBAaTL, HalpMMep, C MCIOJIbE30BaHMeM
OIIPOCHUKOB, HalpuMep, OIIPOCHUKOB, 3alloJIHAeMEBIX rnaluveHTamu,
KIIMHYLOMCTaMM WJIM YJleHaMu ceMbM. Taklie OIPOCHUKM WM3BECTHH B STOU
oBJjlacTM M BKJIOYAT, HAIPUMep, BMU3yaJIbHEE aHaJIOTOBEE mMKaJEl. CM.,
HanpuMmep, McMillan, C.V. et al. Patient. 2012;5(2):113-26.

Jleuenne HAE aHTHUTejlaMK HIpOTuB PKal

HacTosdamee n3obpeTeHMe OTHOCUTCHA K crocobam JleueHu A
(HanpuMep, VYJydlleHUs, CTadbuiamM3alMy WIM YCTPaHeHMSA OIOHOTO WJIU
HEeCKOJIBKMX CHUMIITOMOB) HaCJEeOCTBEHHOI'O aHIMOHEBPOTUUECKOI'O OTeKa
(HAE) mnocpelICTBOM BBEeIOEHMHA aHTUTeJla, [IPpeldCTaBJeHHOT'O B HaCTOAIeM
OV CaHUU (HanpuMep, TepalleBTUUeCKU 30beKTUBHOTO KoJIMueCcTBa
aHTHUTeJla, [IpelCTaBJIEHHOTO B HaCTOdAlleM OIMCaHUM), WVHIWBUOYYMY,
cTpalapleMy WM, KakK IIpelroJjarawntT, cCcTrpalanmeMy HAE, HanpuMep, B
COOTBETCTBMM CO CXeMOM MHOO3UMPORaAHUA, TIPeNCTaBJIeHHOM B HaCTOAlleM
onucaHum. KpoMme TOro, HacTodllee M300peTeHMe OTHOCUTCHA K CcrnocoBam
JeueHua HAE I1OoCpeICTBOM BBeIeHMA aHTUTeJa, IIpencTaBJIeHHOTO B
HacToAlleM OIIMCaHUU (HanmpuMep, TepalleBTUUeCKHA 30beKTUBHOTO
KoJiMyecTBa aHTUTela, OpencraBJIEeHHOTO B  HaCTOdlleM OIMCAaHUM) ,

HalipriMep, B COOTBEeTCTBUMM CO cXeMom JO3SMPOBaAaHNMA, HpeJICTaBJIeHHOIZ B
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HacToAdmeM OIIMCaHMnM, WJI B KOMOMHAaLIUNU C BTOpOﬁ Tepanmeﬁ,
HallprMep, C MCIIOJIBE3OBaHMEM OIOHOI'O IOpyIroro cpencTea, HallplrMep,
InpencCcTraBJIEHHOT'O B HacCToAlleM OIIMCaHMM . Hacrosdamee M306peTeHme
TaKXe OTHOCUTCHA K crnocobam HpO@MHaKTMKM HAE wmiIM ero cuMITOMAa

IIocpenCTBOM BBeIcHNA aHnHTmuTesla, IIpelCcTaBJIEHHOI'O B HacTodleM

OINMCaHUM (HanmpuMmep, npoduiakTUuecky  20OeKTUBHOTO  KOJIUUECTBA
aHTUTeJIa, [OPelCTaBJIEHHOTO B HaCTOAmeM OIMCAaHUM), MWHIUBUIYYMY,
MMeKnIeMy PHCK pas3BuTrs HAE  (HanopuMmep, MHIUBMOYYMY, MMeIeMy

yJjleHa ceMbM ¢ HAE MM T'eHeTUUeCKOM IIpenpacCIlioJIOXeHHOCTM K HeMy),
HalipriMep, B COOTBeTCTBHMM CO cCXeMoM TJO3MPOBaHNMA, HpeHCTaBHeHHOﬁ B
HacToAdleM OIIMCaHNI . B HeKOTOPEIX InpruMepax VMHIVIBUIOYYM MOXeT

ABJIATBLCHA IMAallMEHTOM-UeJIOBEKOM, He MMEKIMM CUMMITOMOB HAE Ha MOMEHT

JIeUeHUAd.

JleueHre BKJIOUaAeT BBeIeHMEe KOJIMUeCTEa, S0OEeKRTUBHOTO  OJI4
oBJierueHud, M3MEeHeHUd, JleueHus, YIAYUIIeHS WU BJIVMAHMA  Ha
HapylleHune, CHYIMIIT OMEI HapylleHU A ANEZN IpenpacroJyIOXeHHOCTD K
HapyleHUD . JleueHre  TakXxe MOXeT 3aMelJigdThk  0eboT, HalpuMmep,

InpenooTepallaTb OediT, WIn IpenoTepallaThk YXYIOIeHNVe 3aboJIeBaHMAag WJIINU

COCTOSHUSA.
Crioco6mn BBeIeHUS AHTUTEeJI DX-2930 TakKxe OIIMCAaHH B
"®apMalleBTUUECKUX  KOMIO3ULMAX" . Vcriosb3yeMble  IIOOXOOAmMe  OJOSBH

aHTHUTeJla MOTYT 3aBMCeThb OT BO3pacTa M MaCCH TeJla MHIMBUIOYyyMa U
KOHKPEeTHOTO MCIIOJIbE3YEeMOT O JIeKapCTBEHHOT O cpencTBa. AHTHUTEJIO
MOXHO VICIIOJIL30BAThH B KauecTBe KOHKYPEHTHBIX CpeICcTB OJIs
MHTUOUPOBAHUS, CHUMXEHMS HeXeJlaTeJIbHOTO B3aMMONEeMCTBUS, HallpUMep,
MeXny KaJJIMKPEeMHOM IIJIa3MEl M eT'o cyOcTpaToM (HalopuMep, OQ(aKTopoM
XIT nJin HMWK) . Hosa aHTUTEeJIa MOXeT ABJISTLCHA KOJIMUEeCTBOM,
OOCTATOUHEIM IJid OJiokmpoBaHma 90%, 95%, 99% wmmm 99, 9% axKTHUBHOCTHU
KaJlJIMKPpeMHa IJIa3Me Yy IallMeHTa, ocoB0eHHO B MecTe 3aboyepaHuda. OHa
MOXeT IIpeIcTaBJIaATL codbom 30 wMr, 100 wMr, 300 Mr wmiaum 400 w™Mr,
HalpVyMep, BBOIOMMBIX KaXIbe IBEe HeleJIM.

B oIHOM M3 BapMaHTOBR OCYIECTBJIEHMA aHTHUTeJa MCIOJb3YIRT IJIS
VHTUMOUPOBaHUSA AKTMBHOCTH KaJlIJIMKPpEeHa [1J1a'3MEl (HanpuMep,
MHITUOMPOBAHMA TIIO MeHbllel Mepe OIHOM aKTMBHOCTU KaJJIMKpeMHa
[1J1a’3MHI, HalprMep, CHIXEHUSA NPpOOYyKUUA bakToOpa XIIa "/ U

SpaIluKUHUHA) , HapuMmep, in vivo. CBaA3bBanmye  OeJIKM  MOXHO
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MCIIOJIE30BaTh CaMOCTOATEJILHO WMJIM KOHEBOIMPOBAHHEIMM CO CPenCcTBOM,
HallpuMep, LUUTOTOKCUUECKUM JIEKAPCTBEHHEM CPEeOCTBOM, LIMTOTOKCMHOM,
bepPMEHTOM MM PaOMOaKTUBHEIM M30TOIIOM.

AHTUTEeJIa MOXHO MCIIOJB30BaTh HaAIpAMyl In Vivo OJsS yCTPaHeHMUS
AHTUTEHBKCIIPECCUPYIINX KJIETOK IIOCPEeOCTBOM IIPUPOOHOM KOMILJIEMEeHT—
3aBUCHUMOM LIMUTOTOKCHMYUHOCTHM (CDC) WMIM aHTHUTEJIO3aBUCUMOM KJIETOUHOM
LIUMTOTOKCUUHOCTH (ADCC) . A”THUTella, [IpencTaBJIeHHEIe B HaCcToOdAlleM
ONnMCcaHuu, MOTYT BKJIOUATH KOMILJIEMeHT — CB S'3BIB a0 20beKTOPHLIM
IOMeH, TakKo¥ kKak Fc-uvactu us I1gGl, -2 mau -3 WJIM COOTBETCTBYWINE
yacTu IgM, CBSA3HBAaKIIME KOMIIJIEMEHT . B OIOHOM U3 BapMaHTOBR
OCYIEeCTBJIEHUS [ONYJIALMIO KJIeTOK-MMImeHel ofpabaTHBanT ex Vivo
AQHTUTEJIOM, IIpenCTaRJIEHHEIM B HaCTO4dlleM OIMCaHMM, W IIOOXOIANMMU
S0OEeKTOPHEIMM KJIeTKaMr. O0pad®oTKy MOXHO IONOJIHATE HOOaBJIeHUEM
KOMILJIEMEeHTa WM CHBOPOTKOM, coIepXamel KoMIlJleMeHT. Kpome ToroO,
barolunTo3 KIETOK-MMIIEHEM, IIOKPHTHX aHTHUTeJIOM, IIpelcTaBJIeHHEM B
HaCToOAmMleM OMNMCaHUM, MOXHO VYJIyUllaThb I[IOCPEeOCTBOM CBA3HBAHUA OeJIKOB
KOMILJIEMEHTA . B mpyroM BapMaHTe OCYUWEeCTBJIEHMId KIEeTKU-MUIIEeHN,
IIOKPEITHE AHTUTEJIOM, BKJIIOU AOIIMM KOMILJIEMEeHT — CB sI 3LIB a0l
20PEeKTOPHEM IOOMEH, JM3UPYIT C IOMOMBI KOMILJIEMEeHTa.

Crioco0ur BBEeIOEeHUA aHTUTEJ DX-2930 OIIMCAaHEL B
"®apMalleBTUUECKUX  KOMIO3ULMAX" . lloopxopmAaume  OOSBE  MCIIOJIb3YEMEIX

MOJIeKyJl OyIOyT 3aBUCETb OT BO3spaCcTa M MaCCE TeJla MHIMBUIOYYMa U

KOHKPEeTHOTI'O MCIIOJIE3YyeMOTI'O JIEKapCTBEeHHOT'O cpelncCTBa. AHTHUTEJIa
MOXHO VICIIOJIE30BaThb B KadueCTBe KOHKYPEeHTHERX CpeIlCTB IJIA
MHPM@MPOB&HMH MJIin CHUMXEeHIMA HeXeJIaTeJIBHOI'O BBaMMOHeﬁCTBMH,

HanpuMmep, MeXOy  NOPUPOOHEM WM  [DaTOJIOTUUECKMM  BeleCTBOM U
KaJNIMKPEMHOM I1JIa’3MHI.

TepaneBTUUECKU 5bbeKTUBRHOE KOJIMYeCTBO aHTUTEIa,
NpenCcTaBJIEHHOTO B HACTOMANEM ONMCAaHMM, MOXHO BBOIUTL MWHIUBUOYYMY,
MMeKIeMy , Kak IpenrnoJjarainT, MJWMeKlleMy WM UMemeMy puck HAE,
TakMM 00pa30M, OCYMEeCTBJIASA JeueHMe (HalpuMep, YJydlleHue CUMIITOMAa
WX MOpM3HaKa HapylleHUd, 3SaMedsieHMd, cCcTabuamM3aluu W/ MM 3SadepXKni
[IPOTPECCUPOBaHMA 3a00JIeBaHMA) HapylleHUAd.

AHTHUTEJIO, npencTaBJIeHHOE B HaCcToAleM ONMCaHuu, MOXHO
BBOIOUTL B TepaleBTUUECKU DBOPeKTHMBHOM KOJMUeCcTBe. TepaleBTUUECKU

9®®GKTMBHO€ KOJIMYeCTBO aHTHTeJla ABJIAETCA KOJIMYeCTBOM,
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50PeKTUBHEIM IIOCJIe BBeIeHMA OOHOKPATHOM WMJIM MHOTOKPATHHX 03
VHIOUBUOYYMY B JIeUeHUN VHIOVBUOYYMA, HalpuMep, M3JIeUeHNH,
obJIeTUeHM WM YJy4dlleHMM TIIO MeHbIeM Mepe  OIHOTO  CHMIITOMAa
HapylleHrusd Yy  MHOIMBUOYyMa OO CTelleHH, [IpeBHIIAKINE  CTeleHb,
oXuUmaeMyl B OTCYTCTBMEe TakKOIT'O JIeueHUHd.

PexmMbel HDO3MPOBAHMA MOXHO KOPPEeKTUPpOBaATL OJg OOeclledueHUd
OIITMMAaJIBHOTO KeJlaeMoTo oTBETA (HanpuMep, TepaleBTUUYEeCKOTO
oTBeTa) . HamopuMmep, MOXHO BBOOUTL eIMHUUHLEN OO0JI0C, MOXHO BBOIUTLH
HECKOJIbKO pas3deJIbHEX OO3 C TeueHMeM BPpeMeHM WMJIM OO3Y MOXHO
IPOIIOPLUMOHAJIBEHO CHUXAaThb VI [IOBEIIATH B 3aBUCUMOCTH oT
TepaleBTUUECKUX YCJIOBUM. OcoBeHHO MNpPenlouYTUTEJIbHO COCTaBJIATH
IapeHTepallbHEEe KOMIO3MUINWM B CTaAHOAPTHOM JeKapCTBeHHOW dopMe MOJId
IIPOCTOTE BBeIeHMA WM enuHooOpasmsda HO3. TepMmH "CcTaHOapTHas
JekapCTBeHHasa ¢opMa" B paMkKax HM300peTeHMsa OTHOCUTCHA K OQOU3NUeCKU
OMCKPETHHM EOMHMUIIAM, I[IOOXOOANMM B KadyecTBEe eIOVMHUWUHEX OO3 IJIA
VHIOIUBUOYYMOB, o OJIeXallx JIEUEeHU; Kaxmas enVHUILa COIEePXUT
3apaHee onpenejyieHHOE KOJIMYECTBO aKTUMBHOTO COeNVHEHN S,
BHUMCJIEHHOTO IJIS IOOCTMKEHUSA XeJjlaeMOI'O TepalleBTHUUeCckoro sddbekTa,
BMECTe C XeJlaeMbBM (apMalleBTUUECKMM HOCUTEJIEM.

B HEeKOTOPHX BapMaHTax OCylleCTBJIeHUA aHTUTeJio DX-2930 BBOOAT
C IIOMOImbBI MHOXECTBa HOO3, HaIpMMep, pa3 KaxXOee 2 HeOeJlM, Kaxnoe 3
HeleJM, KaxXIbee 4YeTHpe HeOelr, Kaxawe 6 HeleJlb, KaxIOHe 8 HeOelb
i pexe. Kaxmas M3 MHOTOKPATHHX OO3 MOXeT cocTaBJaaTb 30 mr, 100
M, 150 wmr, 300 wMr, 350 Mr mam 400 M. B HEeKOTOPHX CJydasax
NaluMeHTy MOXHO BBOIMTE MHOXECTBO OO3 OOMH pPa3 KaXIee 2 HeImeJ B
TedeHMEe IOOXOIOAMEeTro IIeprMoOda BpeMeHM. B HEeKOTOPHX BapMaHTax
ocymecTRJIeHMS DX-2930 MOXHO BBOIOMUTL B Joze 300 Mr miam 400 wMr
KaxIble OBe HeleJiM. B I»OpyrMx BapMaHTax ocylleCcTBJeHUus DX-2930
MOXHO BBOIOMTE B Ho3e 300 mr miam 400 MI' KaXIele 4YeTHpe Henmeam. B
IPpYyTMX BapMaHTax ocymecTBJeHMsa DX-2930 MoOXHO BBOIUTE B mosze 150
MI' KaXIEe UYeThHpe HemeJm. B JmboM M3 CrnocoboB, IMIpPenCcTaBJIEHHBX B
HaCTOAMEM OINMCAaHMM, MOXHO OCYIECTBJIATE IIOCJelyrilee HaOJLIeHNe 3a
VHOUBUOYYMOM, IIOIOBEPTHYTEM JIEUEeHUK MHOTOKPATHBMM Ho3amMu DX-2930,
KakK IpencTaBJIEHO B HacTOAIEeEM ONIMCaHMU, C VCIIOJIE 30BaAHUEM
IIoNIepXrUBaKIero JIeUeHUd .

B JmoboM M3 CHOCOOOB, IIPEenCcTaBJIEHHHEX B HaCTOAWlEeM OIMCaHUM,
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VHOIUBUAYyYMa MOXHO JI€UMTh MHOTOKPATHBEMU Ho3aMyu DX-2930 B TeueHMe
nepuonma BBEeIeHNA HaTpy30UHOM IO3HI, a 3aTeM OCYIECTBJIIATH
mocJjienypiiee HabOJoIeHVe C I[IepuoIoM IIonolepXaHusa OO3H. B IIepuon
BBeIeHMSI Harpy30UHOM HO3H MHIMBUAYYMa MOXHO JeuuThb DX-2930 B
noze oT HOpubiusuresrHOo 100 Mr  pmo  npubiamsuressHo 400 MD
(HanpuMep, 100-300 mr wmim 150-300 wMr, Hanpumep, 100 mr, 150 wmr,
200 mr, 300 mr mam 400 Mr) oIMH pas Kaxnoee 2-4 HemeJu (HaIpuMep,
KaxIgele 2 HedeJIM, Kaxible 3 HeOeJM MM Kaxiee 4 HeOeJM) B TeueHUe
IoOXOoOAamero nepmuozna. B nepuon BBEeIOEeHMSA HaTpy30UYHOM OO 3H
VHOUMBUOYYMa MOXHO JieuuThb DX-2930 B pmo3e oT npubiamamTesbHO 100 MD
no npubiausuressHo 300 Mr (Hanpumep, 100-300 mMr wm 150-300 wmr,
Hanpumep, 100 mr, 150 M1, 200 Mr miam 300 MI') OOMH pa3 kKaxnaee 2-4
Henear (HalprMep, KaxOele 2 HeOesu, KaxXdele 3 HeOear WM Kaxioe 4
HeneJM) B TEeUeHMe MOOXONAmeTro IIepruomna.

B HEKOTOPHEIX BapMaHTax OCYIEeCTBJIEHU A nanreHTa MOXHO
[IONBEepTraThk MOHMTOPMHIY Ha I[HOOOUHHE 30QeKTH (HaAIpMMep, IIOBHIIEHME
YPOBHEN KpeaTuHQOChaTa3H) n/nam YPOBHU VHTUMOUPOBaHUA pKal
aHTUTeJIOM (HalpuMmep, KOHIIEHTPalLuK aHTUTEeJla C CHBOPOTKE WK
[JjlasMe WIM YPOBeHb akKTMBHOCTM pKal) 1o M I[ocie JIeUueHud WU B
TeueHMe JeueHMs. Eciam HadgomaloT ITOOOUHHM »OdekT, ITO3Y aHTUTeJa
MOXHO  CHMXaTb WM JIedeHue MOXHO IIpeKpalaTh. Ecin ypoBeHb
MHITUOUPOBaAHUA COCTaBJILeT MeHee MMHMMAJBHOTO  TepalleBTUUYEeCKOI'O
YPOBHSA, INalUMeHTY MOXHO BBOIOMTE IOOIOJHMUTEJILHEE HO3E aHTUTeJa.

B HEKOTOPHX BapMaHTaxX OCYMeCTBJIEHUS KOHIEHTpalMui aHTUTeJla B
jasMe WM CHBOPOTKE (HanpuMep, DX-2930) MOXHO WM3MepSaATH B
TeueHMe JiedeHMsa (HalOpuMmep, IIocJe HauvaJlbHOM IOO3H) IJIS OlleHKU
50PeKTUBHOCTHU JIEUEHMA. KECJIM KOHIEeHTpallMd aHTHUTeJla B ILJla3Me WK
CHIBOPOTKe gABJigeTcsa 0OoJjiee HUIBKOM, uUeM NpubIuMsuTesbHo 80 HM, MOXeT
norpedboBaThLCAd IOocienyimas Oo3a, KoTopasd MOXeT 4ABJIATLCS TaKoM Xe
WY TIPEBHMATH MCXOIOHYK »OO3Y. KOHIEeHTpallMl aHTUTeJla B ILJlasMe WIn
CHEBOPOTKE MOXHO MW3MEPAThH IIOCPEeNCTBOM OIpeneJIeHMsa YyPoBHA Oelka
aHTUTeJa B oBpa3zslie [JIa3MEl  WJIK CHEBOPOTKE, [IOJIYYEHHOM  OT
VHOVBUOYYMa, HaIpPUMMep, IIOCPeICTBOM MWMMYyHOJIOTMUYECKOT'O aHalJiM3a WJIn
MS-ananmmza. KOHIeHTpallMIO aHTUTeJla B IlJla3e WJIM CHBOPOTKE TaKxXe
MOXHO WU3MePSATH IIOCPEINCTBOM OIpemesieHMSa MHIUOMTOPHOTO YpoBHA pKal

B of8pa3sle IJla3Mbl WJIM CHBOPOTKM, IIOJYUEHHOM OT MWHIUBUIYYMA,
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KOTOPOTO JeuMJiM aHTUTeJIOM. TaKMe aHaJIM3E MOT'YT BKJOUATL aHaJiu:3
CUHTETHUYECKOTO cyGCTpaTa WJ aHaJllis3 BeCTepH—GHOTTMHI‘a IOJIA
MSMEPEeHNMA pacClellJIEHHOI'O KMHMHOTI'€Ha, KaK IIpelCTaBJIEHO B HaCTOAIEM
OIlMCaHNM .

AJ'IbTepHaTI/IBHO VIt OOIIOJIHMTEJIBEHO, YPOBEHB KpeaTMHKMHa3El B
IJlasMe WJIM CEHBOPOTKE MOXHO InmoomBpepraTe MOHUMTOPUMHIY B TedUeHNre
JeueHusa. Eciau O@HapyXQMBaIOT, UTO YPOBeHb KpeaTMHKMHa3El B IIJIasMe
MM CHEHBOPOTKe IIOBHIIaETCA B TedeHMe JIedeHMAd, MOXHO CHMXaThb ITO3Y
AHTHTEeJla WJIM MOXHO IIpeKpallaTb JIeUeHIe.

B HeKOTOPEIX BapMaHTaxXx OCymeCTRBJIEHMA OIITMMaJIBEHYIO O3y

(HanmpyMep, OINTMMAJIBHYKD OPOQUJIAKTHMUECKYKD O3y WM OITUMAJILEHY
TepalneBTUUeCKY oo3y) aHTHUTeJa (HanpuMep, DX-2930) MOXHO
OTIpelelIaTh clenyomyM — oBpas3oM. AHTHUTEJIO BROOAT MHIMBUIYYMY,

HyXIDawnmeMyCcsa B JiedueHUM, B HauvaJIbHOM IOo3e. MV3MepsaoT KOHIEeHTPAalM
aHTUTeJla B IJla3dMe MWHIVMBMIOyYMa. ECJIM KOHIUEHTpalUMsa B ILJla3Me
apiaseTca ©OoJjiee HUBKOM, dYWeM 80 HM, @»OO3y aHTUTeJla I[IOBHIMAKT IIPpU
nocyenyrieMm BBeIleHUE. Hosy a"TuTesa, ojaromap4a KOTOpOMn
IIONOEPXMBAKT KOHILEHTPALUMK aHTUTeJla B ILJla3Me BHIE IPUOIMU3UTEIILHO
80 HM, MOXHO BHOUPATEL Kak OINTHMaJIbHYK HDO3Y IJIAd MHIMBUIYYMA.
YPOBEHB KpeaTUHQPOCOOKMHAZH Y VHOVMBUOYYMa MOXHO rnoneepraTb
MOHUTOPMHI'Y B TeueHMe JIeUeHMI U ONTUMaJIbHYI HDO3Y OIS 5STOT0
MHOUMBUOYYMa MOXHO IOOIOJIHUTEJIEHO KOPPEeKTUPOBaTE C YUeTOM YPOBHA
KpeaTnHOOCOOKMHABE, HAIPMMep, OO3Y aHTUTeJla MOXHO CHMXAThb, eCJIU
HabJomanT IIOBHIMEeHMEe KpeaTMHPOCPOKMHAZE B TeueHMe JedeHUsa. B
HEKOTOPEIX BapMaHTax OCYMeCcTBJIeHMS aHTUTEeJIO, TaKoe KkKak DX-2930,
BBOIOAT MOJIS CHIMWXEHUS YPOBHS paclellJIeHHOTO KMHMHOTeHa IO YPOBHEM,
CPaBHUMHEX CO 3IOPOBHMM MHIWBUIYYMAMH .

B HeKOTOpPHX BapMaHTax OCYIMEeCTBIeHMA Jwodoe M3 aHTUTEeJ,
IIpeICTaBJIEHHEX B HACTOSAMEM OINMCaHMM, TaKMxX Kak DX-2930 wum ero
GYyHKIIMOHAJIbLHEIE BapMaHTH, MOXHO MCIOJIBE30BATE OIS OPOQUMIaKTUKU
npuctTyna HAE wMiIM CHWXEHMA 4YacTOTH I[IpucTylnoB HAE vy [DallMeHTOB-
JIomer, uMenmux OpucTyn HAE B  aHaMHe3e. B  HeKOTOPHX IpHMepax
NallMeHTH-JII0OM, IIepeHeclMre IO MeHbIlel Mepe OBa NpucTylla HAE B Ton
1, Heob®a3aTeJbHO, I[IO MeHblley Mepe OIMH IOIPUMCTYyIDl B TeueHUe 6
MeCcALeRB rnepen JIeUeHMEM. B OPYITMX nprMepax nauyeHTHE—JI0OM

InepeHedciinm IIOo MeHbIIeMn Mepe IOBa IIPpUCTYyIla HAE B TeueHMe 3 MeCcHLEB
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Iepell JledeHMeM. B IOpyTrux OpuMepax HalUMeHTH-JIOOM MMeJM IO MeHLbIel
Mepe 9 npuctTynoes HAE B TeueHue 3 Mecdleb Ilepell JIeUYeHUEM U,
Heo0dA3aTeJIbHO, I[IO MeHbBIeM Mepe 25 T[OIPUCTYIIOB (HanpuMep, 36
IPUCTYIIOB) B TeueHMe 12 MecAlLeB IIepel JiIeueHUeM.

CrnocoOB KOMOMHMPOBAHHOTO JIeUeHMA

AHTUTEJIO, IIpPelCcTaBJIeHHOe B HaCTodAlleM OIMCaHuUM (HallpuMep,
DX-2930), MOXHO BBOIMTL B KOMOMHALMM C OIHMM MM HECKOJIbKUMU
IPYTVMM TepalleBTUUECKMMM CPeOCTBaMKM IOJIS JeueHUsa 3aboJieBaHUA WK
COCTOSHMS, AaCCOUUMPOBAHHOIC C AaKTUMBHOCTBK KaJUIMKPEMHa I1Jla3ME,
HalpuMep, 3abojleBaHUA WJIM COCTOSAHUA, I[IPEeOCTABJIEHHOT'O B HAaCTOAIEeM
ONMCaHUM. Hanpumep, aHTUTEJIO, npencraiBJIeHHOE B HacTodleM
ommcaHuM (Hanpumep, DX-2930), MOXHO MCIOJIbE30BATH TepalleBTUUeCKU
WM OPpOQUIIAKTHUUECKM C XUPYPI'MUYeCKMM BMellaTeJIbCTBOM, IOpyIuM Fab
m IgG NpoTUB KaJUIMKpeMHa IJlas3MH (HallpuMep, OpyruM Fab wmiam IgG,
IpencTraBJIeHHEM B HacTodleM ONMCaHuu) , OPYTHUM VHIVOMTOPOM
KaJUIMKperHa ILJIa3Mel, [IelITHUIHEM MWHIUOMTOPOM WJIM HM3KOMOJIEKYJISPHEM
VHIVOUTOPOM. I[IpMMepE MHIMOUTOPOB KaJJIMKPEMHOEB IlJla3Mbl, KOTOPEHE
MOXHO  MCIIOJIb30BaTh B  KOMOMHMPOBAHHOM JIeUeHUM C aHTuUTeJlaMu,
CBA3BBaAKIMMY KaJUIMKPEeMH ILJIa3Mbl, [IpeICTaBJIEHHEIMM B  HaCTOAlleM
ONMCaHUM, BKJKOUYAKT MWHIUOMUTOPE KaJUIMKPEUHa ILJIa3ME, OININCHBaeMble,
HampuMep, B WO 95/21601 miam WO 2003/103475.

OOVH WM HECKOJIBKO MHIMOMTOPOB KaJUIMKPEMHOB ILJIa3MBEl MOXHO
MCIIOJIL30BaTh B KOMOMHAaLUM c aHTUTEJIOM, OpelCTaBJIEHHEIM B
HacTodmeM ONMcaHuM (HanopuMmep, DX-2930). Hanpumep, KoMOMHALNMA
MOXeT TIMIPUBOIUTHL K CHIMKEHMI0 HeoOXOOMMOM MHO3H MWHIUOUTOPAa, TaKUM
obpasoM, UTO CHWXAKT NODOUHEEe 5OOeKTH.

AHTUTeJIO, IIpencTaBJIeHHOe B HaCTOAlleM OIMCaHuM (HallpuMep,
DX-2930), MOXHO BBOIMTL B KOMOMHALMM C OIHMM WJIM HECKOJIbKUMU
M3BECTHEIMIM B HaCTOdllee BpeMs TepalleBTUUECKUMY CpencTBaMy IJIid
JeueHua HAE. Hamnpuwmep, aHTureso DX-2930 MOXHO MCIIOJIE30BATh
COBMECTHO CO BTOPHM TepalleBTUUeCKUM CpenOcTBOM IpoTuB HAE, TakuMm

Kak »BKaJjulaHTun, uHImuturop Cl-screpas3w  (HanopuMmep, CINRYZE™),
anporuauH (TRASYLOL®) wu/mam uMHIMOMTOP pelenTopa OpaIlMKMHMHA B2

(HanpuMmep, uraTubaHT (FIRAZYR®)).

TepMrH "kKOoMOMHaLUMA" OTHOCUTCA K MCIOJB30BaAHUI OBYX WK
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OoJlee CpPelCTB WM TepaleBTUUeCKMUX CPenCcTB OJA JIedeHMSI OOHOI'O
naumMeHTa, Toe VCIIOJIL 30BaHue ZANRZN nercTBeUe CpencTsB I
TepaleBTUUEeCKUX CPelCTB IIepeKpHBalnTCcad BO BpeMeHU. CpencTBa WU
TepalleBTUUYEeCKMe CpencTBa MOXHO BBOIMTL OINHOBPEMEHHO (HaIlpUMeEp, B
BMIOe OOHOT'O COCTaBa, BBOOMMOT'O IHNalMeHTy, WM B BuUIe »OBYX
OTHOEJIbHHX COCTaBOB, BBOIMMEX OIHOBPEMEHHO) WMJIM I[IOCJIeOOoBaTeJIbHO B
JwboM ropsganke. IlocjemoBaTeJIbHEIE BBEOeHMSI ABJISARTCS BBeOeHUAMH,
IIPOM3BOIOVMEIMM B pPasHoe BpeMd. BpeMd Mexny BBeIOeHMEeM OIHOTO
CpencTea UM OPYT'OTO CpencTBa MOXeT COCTaBJATHE MUHYTEH, YacChH, THU
WU HemeJu. AHTUTEJIO, CBA3BBAaKIIEE KaJllIMKpenH TJ1a’3MHI,
npencTaBJIeHHOE B HaACTOMAMEM OIMCaHMM, TaKXe MOXHO MCIOJBLE30BaTh
OJISS CHIMXEeHMS OO3H OPYTOT'O TepaleBTHUUEeCKOT'O CpelcTBa, HalpuMep,
oI CHWXEHU S MMOOOUHHX 20PeKTOR, aCcCOoLMMPOBaHHBIX c OpyTUM
BEOIVMEIM CpencTBoM. TakuMm oOpa3oM, KoMOMHALMS MOXEeT BKJIOUATH
BBelleHMe BTOPOTO CpeIcTBa B Io3e, II0 MeHblmel MmMepe Ha 10, 20, 30
i 50% HMXe TOM, KOTOPYID MCIOJL30BaJiM OB B OTCYTCTBMEe aHTUTeJa,
CBASHBAKIIETO KaJIJIMKPEWH I1J1a'3MH.

KoMOMHUpPOBaHHOE JIeUeHMe MOXeT BKJIOUAThL BBeIOeHMe CPpelCTBa,
CHMXaKoIero IHIOOOuUHEEe HOOeKTH OpyIMUX TepaleBTUUEeCKUX CPpencTB.
CpelCTBO MOXeT 4ABJIATLCA CPeICTBOM, CHMXAKMIUM I[IO0OOUHEE 3SOOeKTH
JledueHua 3aboJjieBaHMsdg, acCOUMMPOBAHHOTO C KaJJIMKPEMHOM I1Jla3Mbl.

Ees pajbHelmel paspad®oTku, IIoJarainT, UYTO ClIelMajJucT B STOu
obJjlacTu, YUUTHBAS npencrapJIeHHOE BHIIIE OIMCcaHue, MOXeT
MCIIOJIL30BATEL HacTodAmee M300peTeHMe B IIOJIHOM Mepe. TakuMm obpas3o,
crenymoiye KOHKpPETHEE BapUaHTH OCYIIECTRBJIEHUS cJenyeT
VICTOJIKOBHBATH VUCKJIOUUTEJIBEHO B KauecTBe WJLJIIoC Tpauui, a He
OTpaHMUeHUM OCTaJIbHOM YacTM HacTogmeIro Hu3obpeTeHMI KakuM OH TO
HU OwvUJIO oOpa3oM. Bce nydnuraluy, OPOUUTUPOBAHHEE B HAaCTOAIEM
ONMCAaHUM, BKJIOUEHE B KauecCTBe CCHJIOK B LeJiiX WIM OJd9 OO0BeKTa,
YIOMMHaEeMOTO B HACTOAMEM ONUCAaHUM.

[1PVIME PEI

[pmmMep 1: JBOMHOe CJIeNIOe MCCJeNOBaHME NEeMCTBMUSI MHOT'OKPaTHHX
HapacTawommx no3 o¢ase lb mis ouleHkM ©GeB0MIacHOCTM, IIEePeHOCHMMOCTU U
bapMaKOKMHETUKHA DX-2930 Vv MHIVBUIOYYMOB c HaCJIeOCTBEeHHEM
AHTMOHEBPOTUUECKMM OTEKOM

MccienopaHue ¢as3w lb ocymecTBIANIM OJIS OLEeHKM Oe30IIaCHOCTU U
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[IEPEHOCHUMOCTM  MHOT'OKPATHOTI'O IIOOKOXHOT'O BBeIOeHMA DX-2930 B
PasJIMUHEIX »OO3ax Yy IIalMeHTOB C HacJIeOCTBEHHLEM aHIVMOHEBPOTUUECKUM
oTexoM (HAE). IlaunmednTel HAE, BKJOUeHHEE B MCCJeIOBaHMe, BKJIIOUAJIU
NaluyMeHTOB C 3alOKYMEeHTHPOBAaHHBM OuarHozoM HAE (Tuna I wiaM TUIIa
I1) C ydaeToM cJlenynmero: 3a00KYMEHTUPOBAHHEM aHaMHe30M,
COOTBETCTBYIIIINVM HAE (prMzOOaM TIOOKOXHOT'O W CJIM3UCTOTO,
He3yoAamero oTekKa fes COIIYTCTBYI e KpPanMBHUIIH) , aHTUT eH
unruburtopa Cl (C1-INH) MM  QYHKUMOHAaJILHHM ypoBeHbL <40% oT
HOPMaJIbLHOTO  YPOBHA (BRJIOUAJIM  MHIVMBUIYYMOB C AHTUTEHOM  WJIU
OyHKIIMOHaJBbHEIM ypoBHeM C1-INH 40-50% oOT HOPMaJIbLHOTO YPOBHSA, €CIU
OHM TakXe ¥MMeJlru YypoBeHb C4 HWXe HOPMaJIbHOTO OMala30Ha, u
CeMeMHEIM aHaMHe30M, COOTBeTCTBywmMM HAE Tuma I wmiau II), BO3pacCT

3a0JO0KYMEHTUPOBAHHOTO mOefioTa IIepPBHX CUMITOMOB AHTMOHEBPOTHUUECKOTO
oTeka <30 JleT MJIM CeMeMHHM aHaMHes3, COOTBeTCTBymUM HAE Tumny I

mwim II, U 22 IepeHeCeHHHX NpUCTYHnoB HAE B TOO HO MeHbBIleM Mepe C 1
INIPpMCTYIIOM 3a IocJiegHre 6 MecsdleB, O 4YeM CcoofmMJI MHIVBUIYYM.
BrJloueHHBEIe IallMeHTH ¢ HAE cJaydYalHeM @ 00pasoM pacHopenesisdajgr B
COOTHOIEeHMr 2:1 1o TpyllaM BBEIOEeHMSI aKTUBHOTO JIEeKapCTBEHHOTO
cpencrtea ¥ Iauebo M IHOOKOXHO BBOOWJIM MM 10O3H DX-2930 B
koJimdyectBe 30 ™Mr (n=4), 100 M (n=4), 300 M (n=5) m 400 wMD
(n=11) wmau 1miaunedo (n=13) B »OBYX I03ax C KVHTepBaJoM 14 nHewl.
OmHOMy HauueHTy B rpynmne 400 MI' BBOOWIM TOJBKO OOHY HO3Y, HO
3aTeM IalreHT OBJI HeIOCTYIIeH OJII BBeIeHUS BTOPOM IOSH UM 3aMeHeH.
lMaumeHT, KOTOPEIM IO CJTYXIJII B KauecTBe 3aMeHH, TaKxe OBLIT
HecrniocofeH 3aBepmMThb ydacTHMe B MCCJeOOoBaHUM IIO0 IIPpHUYMHaM, He
OTHOCAMMMCSH K MCCJeOOBaHMK, UYTO I[IPpMBeJIO K TOoMy, uYTo Bcero 10
NalMeHTOB 3aBeplmaliM MCCcJeloBaHMe B r1pynne pos3s 400 M u  OBIIM
BKJIOUEHH B OlleHky. IlnasMy cobupalM B MOMEHTH BpPEMeHM IIOCIe
BBeIeHusa no nHa 120 (15 Hemesb), 23a UCKJIOUeHUMEeM TPYINE, KOTOPOM
BROOMJIM Ho3y 400 MI', I'Ie OaHHHEe OBUIM IOOCTYNHH OO OHS 50. AHaJIM3H
BKJIKUAJIM aHaJM3k 0e30MaCHOCTM, O(apMaKOKMHETUKM, OQ(apMaKOIVMHaAMUKU
(BOMapKep:H) " 20PEeKTUBHOCTH . T'pynmny, KOTOpoOMu BBOIOMJIIN
JIeKapCTBeHHOe CpPencTBO, U TpPylily, KOTOpOM BBOOMIM ILJIalebo,
YKOMILJIEKTOBEIBAJIN, YUUTHEBA A BO3pacT, pacy, DTHUYECKYIO

OpMHAIJEeXHOCT: M BMI, x0oTsS B Tpylne, KOoTopoM BBoouIm DX-2930,
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OBUIO HeMHOTO OOoJiblle XeHmMH (67%), uYeM B TpYIINe, KOTOPOM BBOIUIIU
miaunedbo (54%) .

OapMakokmMHeTuka DX-2930

YPOBHI JIEKAPCTBEHHOTO cpencrBa DX-2930 wuaMepdau B ILJasMe C
IIOMOWEBID BaJIMOMPOBAHHOTO MMMYyHOJIOTMUYECKOTO aHajMz3a, B KOTOPOM
MCIOJb3YIT aHTUMOMOTUIMUECKOEe aHTUTeJIO OpoTuB DX-2930 (M293-
D02). WUz rpadmka CpedHUX YPOBHEeM JIeKapCTBEHHOTO CpelCcTBa B
jasMe Jia TPYIHINOH KaXOIoW MHO3E OTHOCUTEJILHO MOHeM II0CJie BBeIOeHUd
DX-2930, o0OuUeBMIOHO, UTO YPOBHM JEKapCTBEHHOT'O CpPpeICTBa 3aBHUCEeJU
OT HO3H ¥ HOEeMOHCTPMPOBAJM IIPOJIOHTMPOBAHHOE BpeMsa IIOJIYXU3HU,
TUINYHOE oI MOHOKJIOHAJILHOT'O aHTUTEeJa yeJIoBeKa. KimoueBtle
bapMakOKMHETUMUECKME TlapaMeTpH [IpMBeOeHH B Tabiauile 2 U Ha oourype
1. Bo-T1epBHX, YPOBHU  Chax JIEKAPCTBEHHOI'O  CpencTBa, Kak WU
OXMOAJIOCh, TIOBHMAJMCH C IIOBHIMEeHMeM »Oo3H. KpomMe TOTO, Tunax IIOCIHE
BTOPOM HOOBH COCTaBRJIAJa NOpubim3uTesbHO 20 mHelM, U BpeMsa IOJIYXU3HU
COCTAaBJIANIO NpUOIM3UTEJEHO 14 »OHel. 3TUM HapaMeTpH COOTBETCTROBAJMU
3HaueHMAM, HabjomaeMeEIM B 2 MCCJenoBaHMM Gasel la Yy 3I0POBEHX
DOOPOBOJIBLIIEB, M MNOATBEepXIallM BBeleHMe OOMH MJIM IOBa pas3a B MecHll.

Tabmuiia 2. $apMakOKMHETHUUYECKUE IIapaMeTpH

ToBH Cmax (HT'/Mi1) Tmax (IHM) t* (mmn)

30 Mr 3895,0 (2159, 8) 17,9 (1,1) 14,2 (0,8)
100 M 7890, 0 (2058, 4) 18,0 (0,5) 14,6 (3,4)
300 Mr 27460,0 (14542,5) 18,2 (1,5) 13,8 (3,3)
400 Mr 45322,2 (8704,6) 17,7 (1,0) 15,0 (2,4)

[[pyBeeHHHEe 3HauveHMsa OpelcTaBJAnT coBoM cpelHMe B3HaUueHUMd
IJIS OlleHVMBAEMEBIX [TallMeHTOB CO CTaHIapTHREM OTKJIOHEHVEM B CKoOKax.

OapMakoOMHaMUUEeCKasad aKTUMBHOCTL DX-2930: QJIyOpOTeHHHM aHaJlu3

AKTVBHOCTHU

IOna wnccjgenoBaHusa O¢apMakoIMHaMMueckol (PD) AKTUBHOCTHU DX-
2930 B ma3sMe nauMeHTOBR C HAE MCHOOJIBE30BallM OBa Pa3JIMUHEIX aHaJn3a
BbuoMapkepoB. IlepBHM aHaaM3 PD ofo3HaualnT KakK OQJIYOPOTeHHHM aHaJn3
aKTMBHOCTM, M C IIOMOIBK HETO M3MepPSKT OMOJIOTMUECKYK aKTMBHOCTDb
DX-2930 B UMTpPaTHOM ILJla3Me, IIOJIYUYeHHOM OT IMIOABEPTHYTHX JeUeHU

ITallMeHTOB B OIOMHAKOBEIE MOMEHTEI BpPeMEeHIM JIIOCJIe BBeIeHMA OO3H,
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KOTOPYI MCIOJL3YIT IJIS olIpenelieHMa (apMaKOKMHETUUECKUX CBOMCTB
DX-2930. B 2TOM a”Haimse M3Mep AJIn KOJIMYeCTBO AKTUBHOT'O
KaJUIMKperHa ILJla3Mel, oOfOpal3yKnlerocsa B pas3BeOeHHOM ILJlasMe IIoCie
aAKTUBALUMM KOHTAKTHOT'O IIyTM. B 4YWaCcTHOCTHM, pPasBeOeHHYI ILJasMy,
IOOIIOJIHEHHYIO AKTVMBHEM baxkTOpPOM XIIa (FXIIa), CTUMYJINPYIOMNM
bepMeHTaTHBHEM KacKal KOHTAKTHOTO IIyTH, UYepe3s 2 MUHYTH OoOaBJIAJIMU
MHIUOUTOP FXITa MHITUOUTOP TPUIICMHAa  KYKYPY3H  OJI OCTaHOBKU
peakuuru ¥ U3MEPAJIM KOJIMUYEeCTBO AaKTMBHOTO KaJUIMKpeuHa ILJIa3MH],
IPpUCYTCTBYKRIETo B obpa3le, IO eTro CIOCODHOCTM TIUIOPOJIM30BATH
IpodJIyopeCclie HTHRIM CUHTEeTHUUYECKUN NenTUIHL cybcTpar. Hanunume
IIOBHMAKMUXCSA YpoBHel DX-2930 B ILJla3Me I[OOBEPTHYTHX JIeUeHUIO

300POBEX HNOOPOBOJIBIIER (MCClIemoBaHMe Ga3b la) WMIM DaumMeHTOB Cc HAE

(uccrienoraHue  Qas3e  1b) OBUIO  aCCOUMMPOBAHO C  I0O303aBUCUMEM
CHWXEeHUEM HabJonaeMon CKOpOCTHU bepMeHTaTHURHOM peaxkuun
KaJUIMKperHa IuJIa3Me (urypa 2) . BHUMCIAIM T[OIPOLEHT MWHIUOMPOBAHUA,

HabJIomaeMB B KaxOn MOMEHT BpPeMeHNI OTHOCHUTEJIBHO CTelleHM

AKTVMBHOCTHM KaJlIJIMKpEelHa IIJIa3ME B O@paSLLaX OO BBeIOeHMA OO3EH IIJIA

KaXmooro naluMeHTa. Habmonaemad Ha durype 2 BMoJIOTHUYEeCKa A
aKTHUBHOCTDb XOPOIO KOoppeupoBala C bapMakKOKMHEe TUY e CKUMI
CBOMICTBaMM DX-2930 Ha purype 1. Habmonasnmn SHaUUTEeJIbHOE

MHTUOMpPpOBaHMe Inpu Ho3ax 300 m 400 Mr nocje BBeneHudA. Habmmonmanu
IIPOMEXYTOUHOe MHIMOMpOoBaHMe IIpu nposze 100 M M He Habmomaau
MHTUOMpOBaHMe HOpu moze 30 M.

bapMakoOMHaMUUeCcKasd aKTMBHOCTE DX-2930: aHaJiM3 BeCTepH-—

OJIOTTHUHT A

Y nauueHToB ¢ HAE wmMMeeT MECTHO HEeOOCTaTOUHOCTL MHIMOMTOpPA
Cl, DHOOTEeHHOTO MHIMOMTOPpa KaJUIMKpeuHa IJlasMe. B pes3yJjbTaTe 53TU
NalMeHTE VIMeJIN TIOBHIIE HHEIN aKTUBHEI KaJIJIUKPENH [Jj1a3Mel,
npeobpasynmui ero OINHOLIETIOUEUHHM BEHICOKOMOJIEKYJISPHEI
KMHMHOTEHORBRHN CyOCTpaT B IBYXIUENOUeUHHM KMHMHOTEeH U OpaIMKUHUH,
KJIOUEBOM MeOraTop O0JM M oTeka npu HAE. DX-2930 saBjageTCcsa OUeHb
MOIIHEIM MHIMOMTOPOM aAKTUMBHOTO KaJlJIMKpEeMHa IIJIa3sMbl, OJIOKMPYIIOMMM
oBpas3oBaHMe IOIBYXLEIOUeUHOTI'O KMHMHOTeHa M OpaIMKMHMHA.

PazpabaTHBaIM aHaims BECTEPH-OJIOTTHUHT A nJisa U3MepeHnsd
OTHOCUTEJIbHEIX KOJIMYECTB OIOHOLEIIOUEeUHOT'O n IOIBYXILEIOYeUYHOT'O

BEICOKOMOJIERYJIAPHOT'O KMHMHOT'€Ha B IIJIasMe B YCIIOBHMAX PaAa3JIMUYHEX
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AHTUMKOATYJISHTOB ILJIasMel M ofbpaboTku. Ha o¢urype 3 T1okKa3aH 3%
IBYXIEIIOUeUHOT'O KUMHMHOTEeHa, KOTOPHEM HabjoiajlM B IJla3Me IIallMeHTOB
c HAE, cobpaHHOM B I[IPUCYTCTBME MHIMOMTOPOB IIpoTea3  (IJIasM:
SCAT1069). Hamunuue [J1a '3Me SCAT169 npenoTBpalnalo AKTUBALMIO
KOHTAKTHOM CMUCTeMH M IocJenywmee o00pa30BaHMe OBYXIENIOUeUHOTO
KMHMHOTEHa, KOTOPEE MOT'YT [IPOUCXOIUTH npm cbope KpOBM U
obpaboTke IJIa3Me. TakuM o6pasoM, OXuIaliM, UYUTOo STOT YPOBEHb
OIBYXILEIOUeuHOT'O KMHMHOT EeHa OymeT OIMBKO COOTBETCTBOBATH
SHIOOTEeHHBEIM YPOBHAM Yy IaluMeHTOB ¢ HAE B wuccjaemoBaHuM Qase  1b
(27%) M y B3BI0POBHX HobOpoBoJibleB (12%). IlaumeHTH c HAE, KOTOPHX
Jeumam DX-2930, »OeMOHCTPUPORBRAJIM MEHBIME VYPOBHM IOBYXIEIIOUEUHOT'O
KMHUHOTeHa, Hu3MepseMbele B oOpa3llax, CcoOpaHHHX uUepes 8 MIM 22 OHeU
[IocJie BBeIeHUS IO3H.

Kak mnokazaHO Ha ¢urype 4, uLUUTpaTHad IJla3Ma IO BBeIeHUS 003,
[IOJIydeHHass OT NaumeHToBR HAE B wmccrnenoBaHuM ¢as3w 1b, comepxala
OPpUOIIN3UTEJIEHO 52% OBYXILEeIloueuHoI'O KMHMHOT' €Ha . M HaobopoT,

O@paBLU:I LLMTpaTHOIZ IJIasMEl OT 3SIOOPOBEX ,JIO@pOBOJ'H::LLeB, IIOJIYYEeHHEE B

MCCJenoBaHUuU basu la, comepxanu OPpUOIIN3UTEJIEHO 8%
IOBYXILEINOUEUHOT'O KMHMHOT'eHa. TakKxe MCCJemoBaJlM CpelHMe YPOBHU
OBYXLEIOUeUyHOT'O KMHMHOT €Ha B JiasMme y VHOUBUOYYMOB B

uccyuenoBanuy ®ass 1lb, cobpaHHOM B IOHM 8 M 22, M OHU MIpeIcCTaBJIEHH
Ha burype 4, CraTuCcTrUUeCKM 3HauMUMOe CHIDKEHME YPOBHEN
OBYXILEIOUeUHOT'O KMHMHOT'E€Ha B TIpyllax, KOTOpHM BBOOWIM nos3y 300 wu
400 MI', OTHOCHUTEJILHO YPOBHEM IO BBeIeHMSI I03 CBMUIETEJILCTBOBAJIO O
bapMakoOMHaMMUECKOM aKTUMBHOCTU DX-2930.

Ha oéurype 5 moxaszaHoO, YTO B LUMTPATHOM ILJla3Me OT I[IallMeHTOBR C
HAFE, xoTopeM BeOOMIM DX-2930, omnopeneiysayM MeHbBIle IOBYXLEIOUEUHOI'O
KMHMHOTEeHa IIocJie aKTUBaluM eX VIVo C MCHoJIb30BaHMeM dakTopa
ceeprTHBaHMAa XITIa (FXITa). B Ipynnax, KOTOPEM BBOOWIIM HO3H 300 u
400 wMr, KOJIMYECTBO IOBYXLUEIOUEUHOT'O KMHMHOTEeHa  CHWXAJIOCh IO
YPOBHSA HIDKe HabOoOaeMoI'o Y 3IOOPOBHEX IODOPOBOJLBLEE. 3Ty aKTUBAaLU
ex ViVo MOXHO CUMTaTh MOOeJiblo TAXeJIoTo NnpucTyla HAE in vitro.

C IIOMOIIEBI0 oBomx nu3 BSTUX aHaJM30B OMOMapKepOB PD
IIOOTBEPXOajM BHOOP ITO3H, IIOCPEeOCTBOM KOTOPHX OYyOyT IOCTUIATh
YPOBHEeN JIeKapCTBEHHOTO CpPenNcTBa, IOOCTUIaeMEIXx B TIpyllax, KOTOPHM

BBOOMJIM HO3H 300 m 400 wMmr.
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BesomnacHoCTb

Obmre cBenmeHUs O NHNODOUHEIX 3ddPekTax IMIpencTaBJieHH B Tabjauie 3

Hmxe. He HaOmopnanm nucbajiaHcCa B 2 BO3HUKIIMX BO BpeMda JIeUeHUA
HexeJlaTeJIbHEIX ABRJIeHMAxX (TEAE), KoTophll OB CBUIOETEJLCTBOBaJ 00
yrpo3e ©OeszomacHocTu  DX-2930. Haubojiee pacnpocTpaHeHHEMM AE

ABJIAJIMCL MHOPUCTYIE HAE, ©00JIb B MeCTe MUHBEKIWM ¥ TOJIOBHas OoJb.

HabGmmomanu 3 Taxejitle TEAE (60Jib B MeCcTe MHBEKUMM, OJgmascsa 1 MMH,

yXyOmeHue TOJIOBHOM BoJu, nJjdmeecs 1 MUHYTY, " HOUHYIO

[IOTJIMBOCTE ) . He oIipeneJIidjim OIlIaCHEIE IIoKazsaTeJIt B cllydae

OTKJIOHEHUM KJIIMHMUEeCKUX ﬂaéopaTopHHx IokaszaTejlell WJIM U3MeHeHUM
OTHOCHUTEJIEHO MCXOIOHOI'O YPOBHHA, moxkasaTeJel XM3HeOedTeJIbHOCTU WJIU
pPe3syJIETaToB @MBMK&HBHOPO OCMOTPpa WJIMt OTKJIOHEHUMV WJIM UIMEeHEeHUMN
(ECG) .

DX-2930,

SJIEKTPOKaApIMOI'DaMMEI oTU pPe3yJIETAaTH ITIO3BOJIAKT

IIpenriojaraTts, uTo IIO—BUOVMOMY , XOopoumo IIEepEeHOCHUTCA

naluMeHTaM c¢ HAE B moszax mo 400 wmr.

Tabmauiza 3. Obmme cBeleHMUsT o NobouHHX SddbekTax JleueHUSs

30 Mmr | 100 Mr | 300 mMr | 400 wMr | Bee Mnauebo
DX- DX- DX- DX- nogBepruyThe | (N=13)
2930 2930 2930 2930 nedyeHmo DX-
(N=4) (N=4) (N=5) (N=11) 2930
(N=24)
TEAE* 1 3 2 8 14 (58%) 10 (77%)
Tudesb i | O 0 0 0 0 0
IpekpaleHue
yyacTus
MHINBUOYYMa B
MCCIIeOBaHUM
CepbesHbe 0 0 0 0 0 1 (8%)
noBouHeEe 50OeKTH
TaxeJsitle TEAE 1 0 2 2 5 (21%) 5 (39%)
CBga3aHHBIEe TEAE** 1 2 0 4 7 (29%) 5 (39%)

* TEAE: BOBHUMKIME BO BpPeMsS JIeUeHUSA HeXeJlaTeJIbHHEe HSBJIEHUA.

AFE I[IO4BJIATCHA BO BpeMd JIeueHUd, eCJiM BpeMd nedoTa IIPUXOIONMTCA Ha
BpeMA TII0CJIe BBeIc€HNMA NMCCIIeOyeMOI'O JIEKApPCTBEHHOI'O CpelCTkBa OO IHA

120 mnocie [NOCJeOHEeIrO IIOCEleHUSa B paMKax IoCJenynlero HaOoIeHMd
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nim, B CcJydae, KoT'ma BpeMmsa gpebioTa OpelmecTByeT BBeIeHU
UCccJlegyeMoTo JieKapCTBeHHOTO CpelcTBa, TaXecTb AE TIIOBHIIaeTCSa B
TeueHre 120 @OHeM I[IoCJle Iepuoma HocJenyimero HabjogeHuMsa. **
CBA3aHHEEe C JieueHMeM AE: CpdA3bp AE ¢ HucciaelyeMbM JeKapCTBEeHHEBEM
CPeICTBOM MCCIeIoBaTeJlb olleHMBaJl "cJjenemM" crocoBoM.

MMy HOT'@eHHOCTb

5 IIallIEeHTOB ABJIAJIVICH ITOJIOXUT €JIb HEIMIM I10 AHTUTEeJIY IIPOTHUB

JIEKapCTBEHHOT'O cpencTea (2 nu3 5 MeJin [IepruoomnuyecKue,
HeyCTOMUMBEE pPe3yJbTaTH) . OOHako, HM OOMH U3 IIOJIOXUTEJIbLHEX
o0pas3LoB He ABJIAJICH HeTpaJIM3yIOmUM, He OBLIIO KJIMHUYE CKUX

TOKazsaTeJIECTB TUIIEPUYYBCTBHTEJIEHOCTHU n OUEeBVMIHEIX SQQGKTOB B
OTHOIeHNN @apMaKOKMHeTMKM MJin GMOMapKepOB.

OueHka 50PeKTUBHOCTU

OCcymecCTBJIAIM IMIPOCIEKTHBHEMN IIePBMUHEM aHaln3 200eKTUBHOCTHU,
chokycHpoBaHHEM Ha moz3ax 300 m 400 mMr DX-2930, MHIMBUIOYaAJLHO M B
KOMOMHaLUMM, II0 CPaBHeHUVI C ILjaledo.

VcrioJib30BaJiM MEeCTHHeOeJLHHM [Iepuond IIepBUUHOM OlleHKM (B OHU
8-50) (durypa 6A m 6B), T.K. MOOmeuMpoBaHme PK M3 uccjlemoBaHUA
basel la IIO3BOJIMIIO npenrojiaraThk 3HAUUTEJIEHOE BO3IOeMCTBUE
JIEKapCTBEHHOT'O CpencTBa B TeUeHMe 5HSTOI'0 BPEeMeHHOT'O MHTepBaja.
[IepBUYHHY aHaJu3 Ol CcOOKYCHUPOBAH Ha MHIMUBUAYYMAxX C MMHUMAJLHBM
MCXOOHHEIM aHaMHe30M II0 MeHbIel Mepe 2 IIPUCTYIIOB B IocjenHue 3
MecHdla. BOJILIIMHCTRBO VHOUMBUOYYMOB YIOBJIETBOP AN TpebOoBaHUI
HeoOXOoOMMOTO MUHMMAJLHOTO MCXOOHOT'O aHaMHe3a II0 MeHbIel Mepe 2
IpMUCTylla 3a I[OocJelHue 3 Mecdua. M3 13 MHOMBUIOYYMOB, KOTOPHM
BROOUIM ILIalebo, 11 yOorJeTBOpPAdIM 5BToMy TpeboBaHMo. M3 16
MHIOIVMBUOYYMOB, KOoTOpHX Jieumym 300 wmiam 400 wMr DX-2930, 15
YIOOBJIETBOPAJIM STOMy TpeboBaHuKL. McxomHad dYacToTa IIpUcCTyros HAE B
Tpylnax, KOTOpeM BBOOMIM IuIaunebo, 300 M m 400 ™M, cocTaBJdja
0,39, 0,33 m 0,55 mpucTynoB B HeIeJlD, COOTBETCTBEHHO. JCcxonoHasd
YyacToTa B KOMOMHMpPOBaHHOM Tpymnne 300 m 400 Mr cocrtaBasaiga 0,49
IIPUCTYIIOB B HEEJD.

[lepBUYUHEIM MOOXOI0OM ABJIAJICH aHaJm3 BCeX MauuveHTOB,
M3HAYaJILHO  OTOOPAHHHIX IOIJIA MCCIeOOBaHUA (ITT) . VcrioJsiE 30BaIn
MOIOEJIb IIOBTOPHHX M3MEpeHuM C OUCIePCHMOHHEIM aHaJu3oM (ANOVA), B

KOTOpOM B KauecTBe KOBapraTEl MCIIOJIBE 3YIT MCXOIOHEE YaCTOTEI
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IIPMUCTYIIOB. HaHHEIE BEHPaXaJIM KaK TIPpOLeHT CHMXEHMA IIPUCTYIIOB HAE

non gpewcreBuMeM DX-2930 0o CpaBHEHMK C dYacToTaMM I[IPUCTYIIOB B

I'pyIire, KOTOpOﬁ BBOOWJIM ILJIalle®O, M BHEUMCIIAJIM 3HAUEHUSA p.

PesyJbTaTH OLIEHKU 9®®GKTMBHOCTM npencraBJIEHEl B Tabjguie 4 wu

5 m Ha 7, gTOo CBMIOETeJIELCTBORBaAJIO O CHVMXEeHNIM YaCTOTEH

durype

npucrtynos HAE npm poszsax 300 m 400 mr DX-2930, oOTHeJIBLHO U B

KoMOMHaLUMM, IO CpaBHeHu© C IJjJauebo. B wacTtHOCTHM, Yy 13 wm3 15
MHOVMBUOYYMOB, KOoTOpHX Jieumyim 300 wmam 400 wMr DX-2930, He
HaOooaau OIPUCTYIIEL B TeudeHMe MCCJeNOBaHusa, B TO BpeMa KaK B
Tpyllle 1mjgauebo ToJibkOo y 3 w3 11 MHOMBMIOYYMOB He HabJogajiu
IIPUCTYIIE .
Tabmmitza 4. CHMXeHMEe YaCTOTH IIpucTyroB HAE B gum 8-50
300 Mr | 400 Mr DX- | KOMOMHMPOBaHHAS
DX-2930 2930 (N=11) | mosa 300 m 400 mMr
(N=4) DX-2930 (N=15)
% CHMWXEHU I rmo | 100 88 91
CPpaBHeHUI C ILaunedo
SHaueHUe P npu | <0, 0001 0,005 00,0012
CpaBHeHUM C ILjanebo”

HpMM@anme: BriwouaanM TOJIBKO MHIOMBUIOYYMOB, MWMEKINX MCXOIHYIO

JacToTy IIPpUCTYIIOB TIIO MeHbInemn Mepe 2 InprucTylla 3a IIOCJIeOHNrE 3

MecAdla.
*CMmelmaHHa g MO IOeJlb IIOBTOPHEIX MSMepeHMIZ C OVICIIePCHMOHHEIM
aHaJIM30M (McxomHasa dYacToTa IIPMCTYIIOB B KadecCTBe KOBapMaTBI) C

YyUueToM paclpenesieHmnd IlyaccoHa.

Tabanuua 5. Jonst MHOMBUOYYMOE 6eB3 IPMCTYIIOB

300 Mr | 400 Mr | KoMObuumupoBanuHa | [Inamebo
DX-2930 DX-2930 s gmosa 300 wm| (N=11)
(N=4) (N=11) 400 M DX-2930
(N=15)
VHIMBUOYYME 4/4 9/11 13/15 (87%) 3/11
Bez (100%) (82%) p=0,004 (27%)
[IPUCTYIIOB p=0,026 p=0,030
(nHm 8-50)
Cpeor MHOMBUIOYYMOB B Tpylle Inauebo Habgonmaau Bcero 24
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IpUcCTyIla B TeueHMe Iepuola IIepPBMUHOM OlleHKM 20bekTUMBHOCTU. U3
STUX 24 HOPUCTYIIOB IepBMUHAad JoKaJM3allMa [OIpUCTyIla  ABJIAJach
abmgoMMHaJ bHOM y 13 u JapuHTeaJbHOM y 1 mM3 Hux. 10 M3 OPUCTYIIOB
ABJISAJIMCE THAXEJEIMU M 6 ABJIAJUCE YMEPEeHHEMM. HeOoTJIOKHOE JieueHUe
IPUCTYIIOB NPOBOOWIIM B Cllydae 22 U3 24 HNPUCTYIIOB.

Cpell MHOUBUIYYMOB, KOTOPHX Jeumiau 300 mmm 400 mr DX-2930,
OOVMH MHIVMBUOYYM, KoOTOpoTro Jieumymu 400 MI', MMeJI OIOMH IHIpucTyrl HAE.
3TOT OPUCTYI [ABJIAJICHA IepUudepuduecKuM, CcJadweM, OJIMIJICAS 8 YacoB, U B
ero ciay4dae He norpeboBaJioCh HEOTJIOXHOE JIeUeHue. Opyromn
VHIVBUOYYM, KOTOPOTO Jeumam 400 Mo DX-2930, mnepeHeCHMUM OIPUCTYIIH,
VIMeJI oBa nepudpepmUueCcKmMx OpucTyIa. OnmnH IPUCTYII ABJIAJICH
YMEepEeHHEM, a JIpyTMe ABJAJIMCE TSXeJnMM; o60a OpUcTylla DoOBepTralil
HEeOTJIOXHOMY JIeUEeHHIO. OBmre XapakKTepUCTUKHA IIPUCTYIIOB HAE
npencraBJieHsl B Tabjule 6.

Tabmuila 6. XapaKTepUMCTUMKM NpucTyrnoB HAE (moum 8-50)

300 Mrr DX-| 400 wMr DX- | Imauebo (N=11)
2930 (N=4) 2930 (N=11)
[TprCcTyIIE 0 3 24
[lepBuyHasa
JIoKaNIMs3aumus
IpucTyIa
[lepudpepuueckras 0 3 10
ADmoMMHaJIbHA A 0 0 13
JJapuHTeaJlbHada 0 0 1
TaxeCcTs OpUCTyIIa
Ciabasa 0 1 8
YMepeHHad 0 1 6
Taxesad 0 1 10
OcTpEle npucTyne, | 0O 2 22
B CJlyYyae KOTOPHIX
norpedboBajioCh
JileueHue
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3aTeM OCYmEeCTBJIAIM MOOMOMUIMPOBAHHEI allOCTEPMOPHEN aHalu3
BCeX IallMeHTOB, M3HavaJlIbHO OTOOpaHHHX OJ8 uccjaenoBaHusa (mITT).
Mcnonb30oBagu BHOOPKYy ITT 3a MCKIKUEHMEM 2 UWHIUBUIYYMOB (OIVH
VHOUBUOYYM, KOTOPOMY He IIPOBOIOWIIM 2 BBeleHUHA, M 1 MHIUBUIOYYM, He
uMmeBmuMy HAE Tuna 1 wmiIM Tumna 2). Pel3yJgbTaTh MOIUOUUMPOBAHHOTO
aHaJiM3a TIpelcTaBJieHH B Tabjauue 7. B  5»ToM MOIMOUUMPOBAHHOM
aHaJiM3e BCeXxX MNallMeHTOB, M3HadvaJIbHO OTOOPaHHBEX OJIS MCCJIedOBaHMSA B
nHu 8-50 mOpu cpaBHeHUMM C IJlallebo B Tpylne, koTopo¥ BBOIMIM 300
M DX-2930, HabOmopmaam 100% CHMXeHMe TIIPUCTYIIOB CO 3HaueHMEM P
MeHee 0,0001. B rmpymnne, KoTopoM BRBOmMJIM 400 wmMr DX-2930,
Habmonaldn 95% CHWXeHMe MIPUCTYIIOB CO 3HadveHueM p 0,0022. B rmpynmne
KoMOMHUpPpOBaHHOM mos3el 300 um 400 wMr DX-2930, Habgomaam 97%
CHWXeHMe npuctynoB HAE co 3HaueHumem p 0,0007.

Tabmmiza 7. [lepBMYHEIT aHaIu3 50beKTUBHOCTHU (oun 8-50)
(MOIMOMLIMPOBAHHEN aHaIM3 BcCeX IIallMeHTOB, MBHAUYaJIbHO OTOOPaHHHX

IJISI MCCJIeIOBaHMUS)

300 M DX- | 400 MI DX- | KoMOMHMPOBaHHA
2930 (N=4) 2930 (N=9) g gpgosa 300 wu
400 Mr DX-2930

(N=13)
% CHIXeHUE o | 100 95 97
CpaBHeHMK C Ialebo
SHaueHUe P npu | <0, 0001 00,0022 00,0007

CpaBHeHUM C IJiauedo”

[lpuMeuaHMe: BrIoUYaJM TOJBKO MHIMBUIOYYMOB, MMEBIMX MCXOIHYIO
YacToTy IIPMCTYIIOB II0 MeHbIlel Mepe 2 OpMCcTylda 3a I[ocJenHue 3
Mecdaua. M3 BeOopkm MITT wMcKILYaAIM 2 MHIOIUMBUIOYYMOB, OOVH U3
KOTOPpHX ©0Oe3 HAE Tumna I miaM 11 ¥ OODHOMY MHIMBUOYYMY I[IPOBEJIU JIMIIL
1 BBemenme DX-2930.

*  CMemlaHHasd MOIeJlb IIOBTOPHHEIX M3MEePeHMM C IOUCIePCUOHHEM
aHaJM30M (MCXOIHas dYacToTa IIPUCTYIIOB B KadecTBEe KOBapMaTh) C
yduyeToM paclipenejieHmd IlyaccoHa.

Taxkxe OlleHMBAaJIU yacToTy IIPUCTYIIOB HAE OTHOCUTEJILHO
BOBIEeMCTBUA JIeKapCTBEHHOTO CpelcTBa C TeueHMeM BpeMeHM. He xeJjad

OLTL CBSA3aHHBEIMU KaKOM-JIMOO Teopmeﬁ, BEIOBUT'AJIM TUIIOTE3yYy O TOM,
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uTo BoJiee BEICOKME YPOBHU JIEKapCTBEHHOTO CpencTiBa IOJDKHEL
KOppeJMpoBaThk C TMNPOPMIAKTHMKOM NOpucTynoB HAE, uTo o3HauaeT (a)
yTO TIlepel BBeIOeHMeM JO3H, a TakKXe B TeueHMe HeCKOJbKUX IHelu
nocjie BBeIeHMA OO3H, IOOJIKHE HaOoIaTh IIPUCTYIIH, (b) uyTo C
HakKOILJIeHEeM YPOBHEM JIeKapCTBEHHOTO CpelCcTBa, IIPUCTYIHE  TOJDKHE
CTAaHOBUTBLCAHA pPeOKMMM WM HDaxXe IpeKpallaThbCcHd, " (c) uTo  CO
CHMXEHMEM YPOBHEM JIeKapCTBEeHHOT'O CPpeldCTBa IMNIPMCTYIHE IOJIKHEL CHOBAa
BOBHUKHYTL. Pe3yJIbTaThl BTOM OLEeHKM IIpelcTaBJIeHE Ha ourypax 8-13.

B rpynne rminaunedto OvUJIla OUeBMIOHAa BHEHCOKag dYacToTa IIPUCTYIIOBR
(purypa 8). O3STM CoOHTMA OBUIM paclpenesieHH Ha BCeM IIPOTIXEeHUU
nccJiegoBaHua 0es KakKoVM—-JMOo UeTKOM 3aKOHOMEPHOCTH.

B rpynnax, kxoTopemM BBOOMJIM 30 m 100 mr DX-2930, B mHM 8-50
He [POMCXOOWMJIM NpucTyne (uryper 9 wm  10). O»DHakKo, MCXOIHHE
YaCTOTH TPUCTYIIOB B D2TUX TpPYyHIax SABJIAJIMCE OTHOCUTEJIBHO OoJee
HU3KVMHA, v  bapMakKoIMHaMMUeCckuy 20bexT B Tpynne 30 M He
oOTJIMYaJICsA OT IUlaleBo 3BHauMTeJbHO. B rpynmne 300 MM DX-2930
HabJjmomnaad [OIPUCTYIE, [IPOMCXOIOMBIIME IO BBeOeHuUs 1no03H. C pPOCTOM
YPOBHEM JIeKapCTBEHHOTO CpenOcTBa Y MHIOIMBMIYYMOB IIpeKpamalnTCHd

IIPMCTYIIEL, " CO CHUMXEeHMEM ypOBHeIZ JIEKAPCTBEHHOTI'O cpellCTBa

IPUCTYIE BO3HMKAKT CHOBa (¢urypa 11). AHAJOTUUHYID BaKOHOMEPHOCTDH
Takxe HabOmomaau B Tpynne 400 mr DX-2930 (¢purypa 12). UYacToTa
IIPUCTYIIOB, 1o CymeCcTBY, CHMXaJlachb B TeueHUe nepmrona

3HAUUTEJILHOTO BO3OEMCTBMSA JIeKapCTBEHHOT'O CpelcTBa, B UYaCTHOCTH,
B TeueHMe MHTepBaJla BpeMeHM B 1OHM 8-50. OSToT nepumon  OvLI
OT'paHMUeH I[OIPpUCTyllaMM, Pa3BUBIMMKCHA B TeUueHMe IIepruoloB 0OoJiee
HM3KOTO BOB3IEMCTBUA JeKapCTBEHHOTO CpelcTBa Kak IO HaKOIJIEeHUS
JIeKapCTBEHHOTO CpelCcTRBa, Tak " co CHWXEHNVEM YPOBHEM
JIEKApCTBEHHOTO CpPelcTBa. OTU PpPes3yJIbTaTH CBUIETEJLCTBYIRT O TOM,
uTo CyllecTByeT yeTKad accoumvaumsg MeXIy BOBIEeVCTBUEM
JIEKapCTBEeHHOTO cpencTBa DX-2930 U OpodMIaKTUKOM NPUCTYNOB HAE.
HOisa oaJibHeNmen OLIEHKU S0OEeKRTUBHOCTU DX-2930, Takxe
HabJonal 3a TepalneBTUUeCcKMMM sddexkTamm DX-2930 y [naumMeHTOB C
HAE C BBECOKMMM MCXOOHBIMM YaCTOTaMM NOPUCTYIOB. HWOeHTUOUUIMPOBAJIU U
OlleHMBaJIM MHIOMBUIOYYMOB IIO MeHbIey Mepe ¢ 9 mOpucTyIoaMM 3a
nocJyieoHue 3  Mecsdla nepen BEeIEeHMEM  OO3H. Bruto © TaKUX

VHIVBUOYYMOB — 1 Jleumyu 1Jjaueto, 1 Jgeuwmyaun 300 M DX-2930 u 4
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Jeumim 400 mMmr DX-2930.

N VHIOIVMBUOYYMA, KOTOPOTO JISUNIIN miauedo, MIPUCTYTIBL
IPOUCXOOMJIM Ha BCeM IOIPOTAXeHMM I[Iepuomda HabJoOeHMS C BHEHCOKOM
yacToTron (durypa 13, mnaHenab A). U HaobopoT, Y MHIMBUIYYMA,
koToporo Jeumym 300 M DX-2930, oOTCYyTCTBORaJM IIPUCTYIIH, KoTOa
YPOBHM JIeKapCTBEHHOT'O CpencTBa fABJAJMCH BHCOKUMM (durypa 13,
naHeJb B).

CpeIn UYeTHpPex MWHIMBUIYYMOB C BBCOKMMM MCXOIOHBIMM UYaCTOTaMM
IPUCTYIOB, KOTOpPHX Jieunmyn 400 Mmr DX-2930, y BCexX UeTHpeX U3 3TUX
VHIVBUOYYMOB OTCYTCTBOBAJIM IIPUCTYIIEL B TeueHMe MHTepBajla BpeMeHU
B onHM 8-50 (puryper 13, naHeJm C-F). OHM BKJIOUAJIM OIOHOIO
MHIVBUOYYMa C OUEeHb BHCOKOM MCXOIHOM YacToToM 36 IMOIPMCTYIOB 3a
ocJIeoHuEe 3 MecHdla. 3aKOHOMEPHOCTH IPUCTYIIOB v DTUX
VHOIUBUOYYMOB, KOTOPHX Jeuuyn DX-2930, B 1eJIOM, COOTBeTCTBOBAaJa
3aKOHOMEPHOCTH, HabmogaeMoll B TpyInax 300 m 400 wMr. STU
VHIVBUOYYMEL He MCIBTHBaJM KaKUX-JMUOO TMIPUCTYIIOB, KOoI'Ida YPOBHU
JIEKAPCTBEHHOTO CpPpeIOCcTBa HABJAIMCE BBCOKUMMU. [IPUCTYIIE IIPOMCXOOUIIN
TOJIBKO ToTI'Ia, KoI'la YPOBHU JIEKapCTBEHHOT'O CpenOcTBa ABJSJIMUCH
HMU3KMMM Kak OO 3HaAUMTEeJIbHOT'O HAaKOIUJIeHMA JIeKapCTBEHHOTO CpPelncTBa,
Tak M IOCJIe CHMXEeHMSA YPOBHEM JIEKAapCTBEeHHOTO CpPenCTRBa.

M3 2TUX IOaHHHEX CJelyeT, UTo TepaleBTuueckur sddexT DX-2930
Takxe OBJI OUEBMIEH Yy THalMeHTOoB ¢ HAE C BHCOKMMM MCXOIHBEMU
JacToTaMM [IPUCTYIIOB.

B 1mejgoM, »TO MCCIedoBaHMe IokKa3aJio, (a) uYTo He Habjomaan
OIlaCHHIX IIoKa3aTeJielM B ciiyuae DX-2930, (b) wuTo mnpoomar PK, B
1IeJIOM, COOTBETCTBOBaJI MOHOKJIOHAJILHOMY AaHTUTEJY ¥ TIOOTBEepPXIall
CxXeMy -OO3MPOBaHMA pa3 KaxOele 2 HeOeJu WIM »Oaxe pexe, (c) dYTo
bapMakoOMHaMUUECKME IOaHHHE CBUIETEJIBCTBOBAJIM O TOM, dYTo DX-2930
HOPMaJIM30BaJIO AaHOMaJIbHYK HeCcTabMJIIBHOCTE ILJIa3Mel [DaluveHTa ¢ HAE,
10 MeHblle¥t Mepe, B TOM, UTO KacaeTcd aHaJlM30B OMOMapKepoB
KMHMHOTeHa, ¥ (d) dYTo [DoJaydalM CTaTUCTHUUEeCKM OuUeHb SHauMMBe
OaHHBHE O MNIPOQMIIaKTHMKE IMIPMUCTYIIOB HAFE ¢ wmcnoJak3oBaHuMemM DX-2930. B
YaCTHOCTM, IIPM CpPaBHeHUM C Iulauebo Habmomanau 100% m 88% CHMXKeHUA
IpUCTYIIOB B TIpyllax, KOoTopeM BBOOMIM 300 m 400 wMmMr DX-2930,
COOTBETCTBEHHO. JTOT KJIMHMUECKUM 2dPeKT JIOTMUECKM aCCOLUUMMPOBaH C

BO3IEeVCTBUEM JIERapCTBEHHOT'O CpellCTBa C TedeHMeM BpeMeHlM, W €TI0
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Takxe HabOjomajJgM B IHIOOTPYIINe IalMeHTOB C  BHEHCOKMMM MCXOIHBMM
JacToTaMM [IPUCTYIIOB.

ST IOaHHBEEe [ABJAKTCHA OOKas3aTeJIbCTBOM IIPAaBMIIBHOCTU KOHLEILUNA
B ciydae DX-2930 npu IOJUTEJILHOW NPpOodUIIaKTHUKe NPpUCTylob HAE.

pumMep 2: ®apMaxkommMHaMmuueckuin sdpoexT DX-2930 B OTHOWEHMM
KaJIIMKPEenHa IJIa3ME v IalMeHTOB c HacJIeCTBEHHEM
AHTMOHEBPOTUUECKMM OTEeKOM

[IpyCcTynel HACJEOCTBEHHOTO aHIMOHEBPOTUUECKOI'O OTeKa (HAE)
ABJIAKTCSH pPesyJibTaToM HEeKOHTPOJINPYEeMOM aKTUBaLUNU KOHTAaKTHOM
CUCTEMEl, [IPpUBOIANEN K pPesKOoMYy I[OBHIIEHMIO KaJUJIMKPpeMHa  I1JIa3Mbl
(pKal), pacmerjigomero  BHCOKOMOJIEKYJIAPHEM  KMHMHOTEH (HMWK) c
obpasoBaHMeM [OBYXIeNoueuHoT'o HMWK ¥ MHOYLMPYKIETO OTeK IMIelTuna,
OpaluMKMHVHa. DX-2930 4BJIsSeTCsS MOHOKJIOHAJIBHEIM AHTUTEJIOM YeJlIoBeKa,
VHTUOUTOPOM pKal, HaXOoOAmmUMC S B cTanuu pa3paboTKy, s
OpodmiIakTUKK OpucTynos HAE. OQapMakKoIMHaAMUUECKYHD OMOJIOTHUUYECKYIO
AKTMBHOCTE DX-2930 oueHMBaIM Y MHIOIMBMIYYMOB C HAE.

Kak omomcaHo B IOpuMepe 1 BHIe, B MHOTOLEHTPOBOM, IBOMHOM
cJIelIoOM MccJenoBaHMM  ¢asel 1lb mMHIMBMOYYMOB ¢ HAE Tuna 1 wim 2
PaHIOMM3MPOBAJIM IJIS BBeOeHMS 2 IIOOKOXHEX 1o3 DX-2930 B rpylnax,
KOTOpEM BBOIOWIM no3y 30, 100, 300 wmmm 400 M (n=4, 4, 5, 11) wmm
mianedto (n=13). OO0pas3Ub KpPOBM MHOJy4YaJlM OO M IIOCJIe BBEeIOEeHUHA
MCCJIeOyeMOT0 JIEKapCTBeHHOT'O cpencrtea (oEM 1, 8, 22, 64, 92,
120) . CmoocofHocTb DX-2930 wumHrMOMpoBaTh pKal B mMcxomHoM U FXITIA-
AKTHMBMPOBAHHOM  LMUTPATHOM ILJla3Me  OleHMBaJIM C  MCIIOJb30BaHMeM
BECTepH-OJIOTTHHI'A IJId IOBYyXLellodeduHOTO HMWK.

PesyJbTaTH, [IOJIYUYEHHHE B 2TOM VCCJeIOBaHUN,
CBUIOETEJIbCTBOBAJIM O TOM, UTO CpelHMe YPOBHM IOByXlLeloueuHoro HMWK
3HAUMUTEJNBHO CHWXaJMCh M, II0 CYIECTBY, HOPMalM30BaJIMCh B Ipyllax,
KOTOpEM BBOOMJIM mos3k 300 m 400 mMr, B OoHM 8 M 22 MU B IOHU 8, 22 WU
50, COOTBETCTBEHHO, IO CpaBHEHUK C MVHIOIMBUIOYYMaMM, KOTOPEM
BROOMIM IuJlanebo. Jeuenme 300 wmam 400 Mo DX-2930 Takxe CHMXAJO
pes3Koe IIOBHIMEHMe oO0pas30oBaHMA IOBYXIEIIOUEUYHOT'O  KMHMHOT'E€Ha IO
YPOBHEM, HabJIOaeMBIX Y 3O0POBEIX MHIOIVBUIOYYMOB B FXITA-
AKTUBMPOBAHHEIX oO0pa3liax, WJIM HIKe. YPOBHM »IOBYXIelnouedHOoTo HMWK
He OoTJMYaliMck OT oOpas3loB ILJa3Mel [Iepel BBEeIOEeHMeM TO3H B

AKTVMBMPOBAHHEX WJIM HeaKTHMBUMPOBaHHEX o@paguax, CO@paHHBIX B IIHU
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o4, 92 wmym 120 1nocJyge BBemeHmsa DX-2930, UTO COOTBETCTBYET
meprolaM HM3KOTO BO3IEeMCTBUSA JIeKapCTBEHHOTO CpPelCcTBa.

B meJjsioM, 95DTO MCCIeIOBaHMe CBUIETeJLCTBYEeT O TOM, 4YTO DX-
2930 wmHrMbupyeT pKal y nauveHTor ¢ HAE B 3aBUCUMOCTM OT IO3H U
BpEeMeHN.

[lpuMep 3: BB3aMMOCBSASE MexIy BOBIEMCTBMEM JIeKapCTBEHHOI'O
CpelCTBa ¥ KJIMHMUECKMM OTBETOM, HabO/mogaeMeM B MCCJIeOOBaHUM O(aBH
1b DX-2930 y MHIMBMIOYYMOB C HACJEICTBEHHEM aHI'MOHEBPOTUUYECKUM
OTEeKOM

DX-2930 ABJIAeTCH MOHOKJIOHAJIb HEIM AHTUTEJIOM yeJIoBeKa,
MHTUOUTOPOM KaJIIMKPEeMHa ILJIa3Me, HaXOOAMNMMCHA B CcTaIuM pa3paboTKy,
OJI9 TPOOMIIaKTUMKM TIIPUCTYIIOB HAaCJeICTBEHHOTO AaHTMOHEBPOTUUECKOTO
oTeka (HAE). IOaHHBHe uccJemoBaHMA ¢paszn 1lb DX-2930 Ha MHIVMBMIOYYMax
c HAE, Kak oOoIMcaHO B IIp¥Mepe 1 Brme, aHaJmM3upoBaJM  OJid
XapakTepus3allyM B3aMMOCBA3M MeXIy BO3IeMCTBUEeM JIeKapCTBEHHOTO
CpelCTBa UM KJIMHUUECKMM OTBETOM.

B »TOM MHOTOIEHTPOBOM, IBOMHOM CJIEIOM MCcJeloBaHuM ¢as3u 1lb,
MHOUBUAOAYYMOB C HAE Tuna 1 WM 2 paHOIOMUIMPOBAaJM IJI9 BBEeOEeHUS 2
IIOOKOXHEIX Hno3 DX-2930 B rpynnax, KOTOPEM BeOOWIM no3w 30, 100,
300 mim 400 Mmr (n=4, 4, 5, 11) wmmu mjgauedo (n=13). B »TomMm
aArloCTEPMOPHOM aHaJiM3e uYacToTy OpucTynoB HAE oueHuMBad M B CBA3U C
BO3OENCTBMEM JIeKapCTBEHHOTO CpelcTBa C TeueHUMeM BpeMeHU. Kpowme
TOTO, AlloOCTEePUOPHHY MOOUIUIMPOBAHHEINM  aHaJM3 BCex IIallMeHTOB,
M3HavaJIbHO OTOOpaHHHX IJIAd MCccIedoBaHMA sodexTBHOCTM  (MITT),
OCYWECTBJIAIN  IOJIA OLIEHKMU KJIMHUUECKOT O >0bexTa B OTHOUEHUN
VHOUMBUOYYMOB, B OTHOIEHMM KOTOPHX MCIOJb30BaJIM CXeMy JeUdeHUS
IIOJIHOM mo=30M DX-2930.

Y MHIVBUIYYMOB, KOTOPHM BBOOWMJIM IJIalle®o, HabIoOalIuM OPUCTYIIB
HAE Ha BCeM IPOTAXEeHUM  UCCIeOOBaHusAa (9 MHIOIVMBUOYYMOB, 65
npuctynos HAE). B rpynnax, KOTOpEM BBoIuIM pos3sl 300 m 400 wMr,
npuctTynel HAE HaOmomalM DO WM Ccpa3y I[IOoCJe MCXOIOHOTO BBeIeHUA
OO3E. ECiIM ypOBHM JIEKAPCTBEHHOTO CPelCTBa HABJIAJIMCE BHCOKMMM (IOHU
8-50), y Bcex, KpoMe 1 WUMHIMBMIYYMa, OTCYTCTBOBaJIM IIPUCTYIE. CO
CHMXEeHMEeM VYVPOBHEeM JIeKapCTBEHHOTO CPpenOCcTBa IPUCTYIE [IOABJISAJINCDH
CHOBa. B aHammze »sdpdbexTMBHOCTM MITT, B mHM 8-50 IO CpaBHEHMIO C

miaunedto B Ipyhnax, KoTopeM Beoouim 300 m 400 wMr DX-2930,
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Habmonmaam 100% (P<0,0001) wm 95% (P=0,0022) CHWXeHMVEe OPUCTYIIOB,
COOTBETCTBEHHO.

TakuMm o06pa30M, D3TO MCCIJelOBaHME CBUIOETEJILCTBYET O TOM, UTO
npucTynel HAE, [0 CyllecTBY, CHMXAJIMChL, WM MX YCTPaHAJM B TeUueHUue
IeproOnNOB 3HAUMTEJILHOTO BO3IOEMCTBUA JIeKAPCTBEHHOTO CPenacTBa, UYTO
COOTBETCTBOBAJIO IIPEOIOJIOXKEeHMK O TOM, UYTO O00Jiee BECOKME YPOBHU
JIEKAapCTBEHHOTO CpeIcTBa IOJIKHE KOpPeJMPOBaThL C OIPOOMIIAKTUKOMN

npucrynos HAE.

lpumep  4: MomenupoBaHMEe ¥  aHAJMSBH IS MUIOSHTUOMKALIUK
IIOTEeHLIMAJILHEIX cxeM OOBUPOBaAHUA DX-2930 nOist OINTeJIBHOM

OIpOOMIIAaKTUKM HACJIEIOCTBEHHOI'O aHI'MOHEBPOTUUECKOI'O OTeKa

DX-2930 aBJIgeTCcHd MOHOKJIOHAJIb HEIM AHTUTEJIOM yeJIoBeKa,
VHTUOUTOPOM KaJIIMKPEeMHa ILJIa3Mbl, HaxXOOAMMMCH B CTaInM pa3paboTku,
oJIg TPOQUIIaKTUMKM TIPUCTYIIOB HAaCJeICTBEHHOTO AHITMOHEBPOTUUECKOTO
oTeka (HAE). IaHHHe MccJemoBaHMM ¢as3bel 1 DX-2930, Kak OIMCaHO B
npuMepe 1 BeIOIE, MOOEJUMPOBAJM U aHAJIM3MPORBAJIM IJIS MWIEHTUOUKALUNA
[IOTEHIMAJIBHEIX CXEM HOO3UPOBaHMUA.

Vccienoralin (QapMakKOKMHETHMUECKME, OQapMaKOIVMHaMMUUeCKMe OaHHHBE
¥ OaHHBe 00 »OPeKTHMBHOCTM KJIMHUUECKMX MccJeloBaHuM Qaszel 1.
YacToTy HNPUCTYIIOB HAE OlleHMBAaJIU B CBA3U C KOHIIeHTpaluaMA
JIeKapCTBEHHOTO CpelcTBa B ILJla3Me MOJS OLEeHKM YCTOMUMBOTO MMHUMYyMa
YPOBHEW JIeKapCTBEHHOTO CpelCcTBa, HeOoOXOIUMMOTO NOJS OIPpOoOMIIakKTUKU
IPUCTYIIOB.

IJIg ONOPHOTO MCCIeloBaHMA 50PEeKTHMBHOCTM PacCCMaTPpUBAJM CXEMH
noszupoBaHua 300 mr DX-2930 kaxmele 2 (g2) wim 4 (g4) Hemenum m 150
M g4 Hepmean. C [IOMOmMBER (apMakKOKMHETUUECKOTO MOIEJIMPOBAaHUA
IPOTHOBUPYIT YCTOMUMBHIM MMHMMYM KOHILeHTpaluuM B Ijgas3Me 27000,
9500 m 4750 Hr/MJI, COOTBETCTBEeHHO. B wuccjemoBaHumM dasH 1b npwu
27000 HT/MJI (cooTBeTCTRyKMEN DPUOIIM3UT EJIb HEIM YPOBHAM
JIEKapCTBEHHOTO CpelOcTBa B HOeHb 22 B ciaydae 300 wMr DX-2930)
IBYXIEIIOUEeUHH BHECOKOMOJIEKYJIAPHEM KMHMHOTEH CyIpecCHpoBaIM OO
YPOBHH, npmubimkamnmeroca K YPOBHD, HabJoIaeMoMy Yy  3IO0POBHEX
VHOIUBUAYYMOB. TakuMm o0O0pa30M, I[IPOTHO3UMPYKRT, UYTO TpUcCTa MI' (2
OyoyT HOpMajJlM30BaTh HecCcTabWJIBHOCTE ILJla3MBl IallMeHTa ¢ HAE B
PaBHOBECHOM COCTOSHUMM. T.K. IJIS YCIEmHOM NpoduiiakKTuKM HAE MOXeT

He HOTpG@OBaTbCH TaxKoMm BEICOKUM YPOBEHDB @apMaKOHMHaneCKOI‘O
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sbderTa, TakKxke OCYMECTBJAIM aHaJlu3 KJIMHMUeCKoTOo 5sddbekTa B CBA3U
c KOHIIeHTPpalaMA JIEKAapCTBEeHHOTO CpeIcTBa B jiasme. B
ucciaenoBaHuy Gas3el lb nocjye Jeuenusa DX-2930 mnpoumcxommio 24/25
IPUCTYIIOB (96%), 21/25 (84%) wm 18/25 T1[pUCTYIIOB (72%) 1pwm
KOHLIEHTpalUuax B rjiasmMme HIXE 27000, 9500 1z 4750 HT/MJI,
COOTBETCTBEHHO, UTO I[O3BOJAET IOpennojiaraTb, UYTO SHAUUTEJILHHM
Oranas3oH KJIMHUUYECKOTO OTBeTa acCoUMUPpOBaH C SBTHMM IMalas30HOM
BOBIEeMCTBUSA JIeKapCTBEHHOT'O CpelCcTBa.

B sToM aHaJuze OIpenelidaM IIO0TeHIMAaJIbHEE CXeMb OO3MPOBAHUSA
DX-2930 1mjsa pmajdbHeMmero KJIMHUMUECKOTO MCCJIeOOoBaHMS B OIOPHOM
nuccijenoBaHmu 50OeKTUBHOCTU.

NprMep 5: HacnencTBeHHEDI AHTMOHEBPOTUYSCKUNI oTekK

aCCOLMMPOBaH c HeMpOoIllaTUUYeCKOM foNnbio, CUCTEeMHOMN KpacHOM
BOJIUAHKOM M CMCTEMHHM MaCTOLIMTOBOM B aHaldms3e BaBH »OaHHHX
AHAJINTUUECKMUX OTUETOBR B OO6JIacTM BIpaBOoOXpaHeHUS
KrHUH-KaJIIMKpeHOBa g cucTeMa (KKS) accouumpoeBaHa co
MHOXeCTBOM 3aboJjieBaHUM B OOIOJIHEHMe K TOMy, UYTO OHa MABJSeTCHd
KJIOUEBEIM MeIMaTOPOM HACJIEOCTBEHHOTO AaHTMOHEBPOTUUECKOTO OTeKa
(HAE) . B 5TOM MCCJeOOBaHUU onpeneJiaiv, NpenpacIriOJIOXEHE  JIU
naumeHTH C HAE k pasBuTuio Takux KKS-accouMMpOBaHHHEX 3aboJjieBaHUl,

KaK: aHeBpu3Ma OpPKIMHOM aOPTH, aHadMIakKCUs, CUHIPOM Ba3OIJIEeTUN

cepnua, BoJie3Hb Kpona, nafeTUuyecKUy  OTeK  XeJITOT'O  IISTHAa,
uoMonaTuuyeckas aHab(mIakcus, HelponaTnuuyecKas BoJIb, ncopuas,
rcopmuaTnuyueCKUi apTPuUT, PeTUHOIaTUS, PeBMaTOUIHEI apTPUT,
CUCTeMHasa KpacHasa BOJIUAHKA (SLE), CUCTeMHE MaCTOLMTO3,
CUCTeMHE BaCKYJIUT, TpoMOOTUUECKOE HapyleHre MO3TOBOTO

KpoBOoOOpameHsa ¥ SA3BEHHHM KOJUT.

B STOM  MCCJIeIOBaHUMn MCIIOJIL 30BaJIn tasy IOaHHBIX Truven
MarketScan, comepxXxally®d OTHeJIbHBEE OTUETEl 10 HOaHHEM M3 MEeOULIMHCKUX
CTPaxoOBHX KOMMOaHUM ¥ HONOJHUTEJBEHOTO MeIUMUMHCKOTO CTpaxOoBaHUMA
njasa 80 MWIJIMOHOB uYejioBek B CHIIA ¢ gHBapsa 2010 roma no wmwojbe 2014
roma. B »TOM MacCHMBe HOaHHEX BHOOpKy HAE (n=1063) u 2 KOHTPOJILHEE
BHIOOPKM, BHOOPKY C aHI'MOHEeBPOTHMUECKUMM OTeKoM (n=138851) um obmywn
BHOOPKY, (n=79971098) 3a KUCKJIKOUeHMEM alMeHTOB c HAE, onpeleisanm
C MCIIOJILE 30BaHMeM KOMOMHaLUM ICD-9 u KOOOB pPelenTypPHEX

JIEKAPCTBEHHEX cpellCTB. Onpeneﬂ;[m/{ OTUEeTEL I10 COITyTCTBYIIMM
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3aboJIeBaHUAM u CpaBHUBAJIU Ccpenu BHIOOPOK C BHUMCJIE HHEIMI
OTHOWEHWAMN WMaHCOB M 953—HEMM OOBEPUTEJILHEIMM MHTepbajamu (CI).

Kaxk mnpencrarjieHO B Tabjiuile 8 HIMKe, B BHOOPKe IIalLMeHTOB C
HAE SLE HaOmopmamu B 2,3 paszsa uvame (OR 2,30, 95%CI: 1,47-3,59),
ueM B KOHTPOJILHOM BHIOOPKE C AHTMOHEBPOTUUECKUM OTEKOM.
HevponaTuueckyio 0oJb Habmiomaiun B 1,45 pas (OR 1,45, 95%CI: 1,01-
2,09) M CHCTeMHHM MacTOLUMTO3 Habjuopaau B 4,79 pasz (OR 4,79,
95%CI: 1,51-15,18) yalle, yeM B KOHTPOJILHOM BEIOOpKE c
AHTVMOHEBPOTUUECKMM OTEKOM.

Tabmmiza 8. Accoimaimsi Mexny HAE m OpyrmMm CBsiBaHHEMM C¢ KSS

BaboJyieBaHUSIMA
AcCCOoLMMPOBaHHLIE Bri6opxa c HAE KoHTponbHasi OTHolleHNE
BabosleBaHust BHISOPKA c | mancos (95%
aHI'MOHEBPOTNMYECKNUM CI)
OTeKOM
N=1063 % N=138851 %
DHeBpU3Ma OpomHOM | 6 0,506 583 0,42 1,35 (0, 60,
aopTH (AARA) 3,02)
AHaduIakcusa 86 8,09 15,293 11,01 0,72
(0,57,0,89)
CuHIOpOM BasomnJjeruu | 2 0,19 88 0,06 2,97 (0,73,
cepaua 12,09)
BoJsiesHe KpoHa 6 0,56 848 0,061 0,92 (0,41,
2,07)
InabeTnuecKun orek | 2 0,19 140 0,10 1,87 (0,46,
KeJITOT'O IISTHAa 7,55)
VouonaTuyueckas 59 5,55 8,442 6,08 0,91 (0,70,
aHadbmIaKCcUsa 1,18)
Helponaruueckas 60Jb 30 2,82 2,726 1,96 1,45 (1,01,
2,09)
lIcopuas 14 1,32 2,182 1,57 0,84 (0,49,
1,42)
[IcopuaTUUeCKUM apTpUT 4 0,38 382 0,28 1,37 (0,51,
3,67)
PeTuHONaATUS 2 0,19 85 0,006 3,08 (0,76,
12,52)
PeBMaTOMIHEM apTPUT 30 2,82 3,093 2,23 1,27 (0,89,
1,84)
CucreMHasa KpacHadg | 20 1,88 1,148 0,83 2,30 (1,47,
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BOJIUAHKA 3,59)
CHUCTEMHBIM MAaCTOLMTOS 3 0,28 82 0,06 4,79 (1,51,
15,18)
CHUCTEMHBM BaCKYJIUT 2 0,19 189 0,14 1,38 (0,34,
5,58)
TpoMOOTHUUECKOE 2 0,19 375 0,27 0,70 (0,17,
HapylleHue MO3T'OBOTO 2,80)
KpoBooBpameHus (CVA)
SI3BEHHBI KOJIUT 9 0,85 902 0,65 1,31 (0,68,
2,53)

B 1LeJoM, TOpKM aHaJM3e KPyIOHOM 06a3n HOaHHBX MHOTOJIE THUX
OTUeTOB BHISIBJIEHO, uTo CONIYTCTBYKIIME 3aboJjiIeBaHU4g SLE,
HelpolnaTuuecKasa BoJIb 7 CUCTEeMHBI MaCTOLMTO3 VMEenT DoJiee
SHauUMTeJIbHOE paclIpocTpaHeHMe cpenu naumeHTor HAE, ueM OpM IOPpYyTUX
TUIIaxX AaHTMOHEBPOTUUECKOTO OTeKa, UYTO IIO3BOJIAET pearnojaraTb, 4YTO
aKTMBHOCTB KKS MOXeT CrnocoOCTBOBATH MaHMbeCcTalun DTUX
3abojgeBaHuit. TakuMm oB0pasoM, IIallMeHTH, CcTpalallre WIXM KMekllme
pruck HAE, MOTYyT MMEeThH IIPelOpacIlOJIOXeHHOCTE K KKS—-acCoUuMMpOBaHHEM
3aboJieBaHMAM, BKJIOUAKIMM HeMpolaTHUuuecKyl ©O0Jib, CHUCTEMHYI KpacHY
BOJIUAHKY u CUCTEeMHBIM MaCTOLMTOS. Takmm oBpas3omM, JieueHme
mHruouTopoM pKal, TakmMm kak DX-2930, MOXeT CHMXaTb PUCK pPa3BUTUA
Takoro KKS-accouMmMpOBaHHOTO 3aboJieBaHUA.

IpMep 6: [JBOMHOE CJIeIOe MCCJIeNOBaHME, BKIOYaKlee IIepuon
BBEIEHMSI HATPYBOUHOM OOBH M IepMol IOoOISPXaHMSI TOSH

OCcymecCTBJISOT PaHIOMM3MPOBAHHOE, MHOBOMHOe cJiernoe, IJauedo-
KOHTPOJMPYEMOEe MCCJIedoBaHMe B IapallJleJIbHEIX TIpyllax. BobupawoT
nauveHToR ¢ HAE tuna I mam I1 o MeHblled Mepe ¢ 1 mnpucTyrnoM 3a 4
HemeJM. JVICHOJL3YIOT BBOIHEM IMIepMOO OJ4 OlLeHKM MCXOIHOM UYacCTOTH
npuctynoe HAE. IlauMeHTOB HOLBeprainT paHmoMuzaumm 1:1:1 Ha 3
pPasJIMuHEe McCcJenyeMele Tpynne (300 mr DX-2930, 150 mr DX-2930 wmiam
minanedo), KOTOPHM BBOOAT JIEKAPCTBEHHOE CPEeICTBOM IIOCPEINCTBOM
IIOOKOXHOM MHBEKLUMM. JccjeloBaHMe CIJIaHMPOBAHO Tak, UYTOOH OHO
BKJIOUAJIO IIepMOoI BBeIeHMA HaTpPy30UHOM IO3H M IIepron IoIdepXaHUA
no3e (purypa 14). HVHOIMBUOYYMaM BBOOWJIM JIEKAPCTBEHHOE CPEICTBO B
nau 0, 7 m 14 B TeueHMe IIepMoIa BBeOeHMA HaTPy30UHOM HOO3H, C
[IoCJIeoynIMM  BBEeIOeHUEeM  KaXIHe 2 HeneJau B TedueHMe  Iepuola

nonmepXxaHusda no3el (oHM 28, 42, 56, 70 m 84).
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IOIPYTUE BAPVMAHTH OCYHIECTBJIEHNMA

Bce nmnpusHakM, I[IPeOCTaBJIEHHEIE B HACTOAlleM OIMCaHUM, MOXHO
KOMOMHMPOBATE B Ji0OOM kKOMOMHaluM. KaXOEM [IpU3HaK, [IpeldcTaBJIeHHEN
B HacTodlleM ONMCaHMM, MOXHO 3aMeHATH aJIbTepHaTUBHEIM IIPM3HAKOM,
CIyXalM TOM¥ Xe, DKBMBAJIEHTHOM MJIM Cxoxel uUesu. Takum obpasoM,
ecyiM dYeTKO He YyKasaHO MHOe, KaxXOHM [OIpelCTaBJIeHHE IIpM3HAK
ABJIAETCH UCKIJIOUUTEJILHO IIpMMepOoM M3 ofmel cepuM SKBUBAJIEHTHHEX WJINU
CXOXMX IIPU3HAKOB.

V3 NOpMBeIeHHOTO BHIIE ONMCAaHMA, ClOelMaJucT B DToM objacTu
JETKO  MOXeT  OIpenejiaThb OCHOBHEIE XapaKTepUCTUKY  HaCTOAMeIO
nzo0bpeTeHuda ¥, 0e3 OTKJOHEHMA OT eI'0 CYINHOCTM UM OObeMa, MOXEeT
OCYWeCTBJIATE pPas3JIMUHEE MW3MEeHEHMSA WM MOOUOUMKALUMM WM300peTeHUsa IJisd
ero amanTalury K pasjIMuUHOMY I[IPUMEHEeHUI U yCJIOBMAM. TakuM o0pasoM,
IOIpyT'Me BapMaHTH OCYWEeCTBJIEHUS TaKXe BXOOAT B 00BeM (QOPMYJIE
n300peTeHud.

SKBVBAJIEHTH

XoTga B HaACTOANleM OIMCAaHUM OIMCAaHO U IIPOUJINCTPUPOBAHO
HeCKOJIBKO BapMaHTOB OCYIECTBJIeHMA UN300peTeHMd, CIeUMaJIMCTE B
3TOM 0OJlaCTM JIETKO CMOTYT BoOOpasMTh MHOXECTBO OPYIMX CPeIOCTB
U/ UM CTPYKTYP OJIS  OCYmeCcTBJeHMSa  OYHKUMM  M/WMIM  TIOJIyUYeHUS
pPes3yJbTaToOB u/man OOHOTO W HECKOJIbKUX IpeMymeCcTs,
IpelCTaBJIEHHEX B HACTOAMEM ONMCAHMM, M KaXOEll M3 TakMxX BapMaHTOB
u/ U MOIMbUKALIN CUMTaKRT BXOI AMMM B o6BeM BapMaHTOR
OCYWEeCTBJIEHMSA HACTOAMEI'0 M300pEeTeHMsa, IIpelCTaBJIEHHHX B HaCTOAIEeM
onucaHuu. BoJjlee THMIMYHO, ClIelMajJucTaM B 5Tol objacTu OyIerT
IIOHATHO, YTO BCe IlapaMeTpH, M3MepeHMs, MaTepMuaJitl U KOHQUI'ypalul,
IpencrTaBJIeHHEEe B HACTOSAWleM OIMCaHuM, HABJIARTCSA IpUMMepaMi, WM 4dToO
TOUHBIE [IapaMeTpH, W3MEepeHUs, MaTepMalitl U/UIM KOoHOUTypaluu OymyT
3aBMCeTh OT KOHKPETHOIT'O IIPMMEHEeHUs, IJI KOTOPpOI'O MCIIOJb3YKRT
PYKOBOACTBO, IpenCTaBJIEHHOE B HaCTOANEeM OoNMcaHuM. CloelraucTaM B
sTOM oBJjlacTM OyIoeT IMNOHATHO, WM OHM OyOyT CIOCOOHH BHSACHATH C
MCIIOJIb30BaHMeM He 0OoJiee, UYeM pPYTUMHHOT'O DBKCIEPUMMEeHTUPOBAaHUA,
MHOTHUE DKBUBAJIEHTH KOHKPETHEX BapUaHTOB OCYIeCTBJIEHNU A
n300peTeHNa, IIpelCcTaBJIeHHEX B HaCTOAlleM ONMCaHMM. TakuMmM obpas3oM,
cyjenyeT IIOHMMAaThb, UYTO OIMCAHHEE BHIIEe BapMaHTH OCYIeCTBJIEHUI

InpencTraBJIeHEl MCKRJIIOUMTEJIBHO B KadecTbe IIpMMepOoB, WM WTO B obbeMe
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bopMyJIEL  MB0OOpPEeTeHUsA u SKBMBAJIEHTOR BapMaHTH OCYIECTBJIEHN A
n300peTeHusa MOXHO OCYIECTRBJIATE Ha IpaKTMKe MHEM O00pa30oM, UeM
KOHKPETHO OIMCaHO M IpencTaBJieHO B (opMyJie M300peTeHUsS. BapMaHTH
OCYIIeCTBJIEHU A HacTOoAmero n3o00peTeHmns OTHOCATCH K KaxIoMy
OTHeJIbHOMY IIpM3HAaKy, CUCTeMe, IIyHKTY, MaTepually, Habopy u/uiau
crocofy, NpelcTaBJIEHHOMYy B HaCToOdAlleM ONMCaHMM. KpoMe TOTo, B
obbeM HacToAmero mu300peTeHMS BXOOUT Jobasd KoMOMHaALUMA IOIBYX WK
foJjlee TaKMX TIIPM3HaAKOB, CHCTeM, IIYyHKTOB, MaTepuaJloB, HabOOpPOB
U/WNIM CIIOCODOB, ecJiM Takue IIPpM3HaKM, CUCTEeMH, IIYHKTH, MaTepuaJtlkl,
Ha®opH M/WMJM CIOCOOH He OPpOTHMBOPpeYaT IPpYTD IPpYyILy.

CilenyeT TIIOHMMaTb, UYTO BCe OlpenesjieHud, omnpeleJIeHHEE U
VCIIOJIb3YEMEE B HACTOSAMEM ONMCaHUM, WMEKT IIPUMOPUTET OTHOCUTEJILHO
onpenejyieHuUM, IMIPMBEIEHHHX B CJOBapax, OlIpedejleHMM B IOOKyMeHTax,
BKJIIOUEHHEX B KadecTBe CCBLJIOK, n/miam O OBUHEIX 3HAUEeHUA
OTpelleJIEHHEIX TEPMMHOB.

B paMrKax n3o00peTeHnUs TEePMUHEL B EOMHCTBEHHOM  UYMCIJIE,
[IPMBEIEHHEE B OIMCaHuMM U QopMyJie U300peTeHus, eCJIM UYeTKO He
yKasaHO MHOe, cJenOyeT IIOHMMAThL Kak BKJIoUalmue "o MeHbIel Mepe
ommuH".

B pamkax wusobpeTeHUs odpaszsy "u/mamn", NOpUBEIeHHY B OIMCAHUU
u dbopmyJie wuz0OpeTeHUd, CJeOyeT IOHMMATL Kak o3Hauaomyio "Jmodon
WJIN oba" "3 DJIEMEHTOB, COeOMHEHHEX TakuM  ofpasoM, T.E.
2JIEMEHTOB, B HEKOTOPHX CJydadax I[IPUCYTCTBYIMMX COBMECTHO, a B
OIPYyTUX CJydasax - pa3OdesJibHO. MHOXeCTBO DJIEMEHTOB, IIPMBEIEeHHBEX C
"y/uamu", ciemgyeT MCTOJIKOBHBATL TeM Xe ofpas3oM, T.e. "OOMH WU
HECKOJIbKO" BJIEMEHTOB, COEIMHEHHHX TakKuM oOpaz3oM. HeobdazaTeJbHO,
MOTYT IMPUCYTCTBOBATh WHBEE DJIEMEHTH, UYeM BJIEMEHTH, KOHKPETHO
yKasaHHEe ¢ YycoJjoBreM "wm/miam", oTHoCcATCd JIM OHU, WM HEeT, K TeM
KOHKPETHO OIpeneJIeHHHM 3JIeMeHTaM. TakmM oOpa30oM, B KauecTBe
HEeOTPaHNUMBAKIET O opuMepa, CCEBUIKA Ha "A u/ U B" npu
VICIIOJIE30BaAHUM B KOMOMHAlMM C HeOT'PaHMUEeHHBMU ¢pasaMu, TaKuMu Kak
"comepxamui", MOXeT OTHOCUTCS B OIOHOM M3 BapMaHTOB OCYIMeCTBJIEeHUS
TOJIBKO kK A (HeoO43aTeJIbHO, BKJKUaS DJEMEHTH, MHEEe, UYeM B); B
OIPYT'OM BapMaHTe OCYIeCTBJIEHMS TOJIBKO K B (HeoB43aTeJIbHO, BKJKUAA
DJIEMEHTH, MHEEe, uYeM A); B elle OIOHOM BapMaHTe OCYUeCTBJIEHUS K A u

B (HeoOsd3aTeJIbHO, BKJIKUAA OpYyIMe BDJIEeMeHTH) M T.I.
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CilenyeT IIOHMMaTb, UYTO B paMKax M300peTeHUS B OIMCaAHUM U
bopmysie mz30OpeTeHud "mam" uMeeT TO Xe 3HaueHue, uTo U "u/uim",
KaK OIllpeneJieHO BHIIe. HamnpuMep, OpM pas3lelieHUMM IIYHKTOB B CIMCKe
TEePMUHEL "mam" VI "/ " cyjenyer MHTEepIlIpeTUupoOBaTh Kak
BRJIOUAKMME, T.e. BKJIOUYAKMMe II0 MeHblle Mepe OOMH, HO TakKxe
BKJIOU AN E HECKOJIbKO n3 pana VI CIIMCKa BIJIEMEHTOB u,
HeoOa3aTeJIbHO, OOIOJIHMTEJIbLHEE, He BKJIOUEeHHBEe B CIMCOK IIyHKTH.
TOJIBKO TepMMHE, UYeTKO YyKal3HBaKllMe Ha MHoOe, Takue Kak "TOJIBKO
omuH u3", M "TouHO OomOMH u3", WM, IOPU MCIOJbL30BaHUM B OQopMyJie
nzobperenus, "cocroAammM u3," OYIOYT OTHOCUTLCS K BKJIOUEHMIO TOUHO
OOHOTO DBJIEMeHTa M3 pdla WIM CIOKNCKa 2JIEMEeHTOB. B OCHOBHOM, B
paMKax n300peTeHuda TepMUH """ cyenyer VHTEePpIpeTUPORaTh
VCKJIOUMTEJILHO KaK VKa3uhBalluyi Ha MCKJIOUUTEeJIbHBE aJlbTepPHATHUBEH
(Tr.e. "ommMH wMJIM »Opyro¥, HO He o06a"), koI'la eMy I[OIpelmleCTBYIT
TepPMUHE MCKJIOUMTEJILHOCTHM, TakKue Kak "jwodon", "omuH u3", "TOJBKO
oonvH m3" wmam "TouHo oIuH um3", "cocTo4AmuM, I[IO CYmecTBYy, u3" Opwu
VCIIOJIE30BaHUM B (QopMyJie M300peTeHUd, OOJDKEH MMETBb CBOe OOBUHOE
3HaAUEeHMe, MCIOJIb3yeMoe B 0OO0JlacTM IIaTeHTHOTI'O IIpaBa.

CilenyeT IIOHMMaThb, UYTO B paMKax M300peTeHUS B OIMUCAHUM U
bopmyJsie m300peTeHMsa Opa3a "MNo MeHbHelr Mepe OAOMH" IO OTHOIMEeHM K
CIIMCKY M3 OIHOTO WMJIM HEeCKOJIbLKMX BJIEMeHTOB oO3HauaeT II0 MeHbllel
Mepe OIOMH DJIEMEeHT, BHOpaHHBM U3 J0O0OTO0 OIOHOTO WM HECKOJbKUX
2JIEMEHTOB B CIMCKe D2JIeMeHTOB, HO He o0043aTeJIbHO, BKJIOYAS II0
MeHbIel Mepe OIMH U3 KaXIoTr'o SJIeMeHTa, KOHKPEeTHO IPMBEeIEeHHOTO B
CIIMCKe 2JIEMEHTOBR WM  He  UCKJIOUaKeIo Kakue-Jamubo KOMOMHAaLUN
2JIEMEHTOB M3 CIMCKa BJIEMEHTOB. DOTO omnpeleJieHMEe Takxke OeJlaer
BO3MOXHHEM TO, UYTO, HeoOA3aTeJIbHO, MOTYT [IPUCYTCTBOBATH MHEE
DJIEMEHTH, yeM 2JIEMEHTEHI, KOHKPETHO oIpelleJIeHHEE B CIIMCKe
3JIEMEHTOB, K KOTOPOMY OTHOCUTCH bpasza "o MeHbmEeM Mepe'",
OTHOCMUTCH JIM OHa, WJIM HeT, K 5BTUM KOHKPETHO OlpeleJIeHHEM
aJIeMeHTaM. TakuM ofpasoM, B KadeCTBe HeOTl'paHUUMBAKMETO IIpMMepa,
bpaza "mo MeHbBmEM Mepe OIMH M3 A M B" (MJIM DSKBUBAJEHTHO '"IIO
MeHblel Mepe OIMH M3 A wuiau B", MWIM, 2SKBUBAJEHTHO "IIO MeHbIen
Mepe omMH U3 A u/uiar B") MOXeT OTHOCUTCS B OIHOM K3 BapMaHTOB
OCYyMeCTBJIEHMSA IIO MeHBIIEM Mepe K OIHOMYy, HeoOd3aTeJIbHO BKJIOUASA

HEeCKOJIbEKO, A B OTCYyTCTBMe B (I/I, HeoOA3aTeJIbHO, BKJIUASA DJIEMEHTH,
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VHBIEe, YeM B); B OPYyTOM BapMaHTe OCYMeCTBJIEHMA II0 MeHbllel Mepe K
OOHOMy, HeoOsa3aTeJIbHO BKJIOUAsas HEeCKoOJIbko, B B oTcyTcTrBUMe A (1M,
Heo®A3aTeIbHO, BKJIOUAs BSJEeMeHTH, MHHe, dYeM A); B ele OIOHOM
BapuaHTe OCYIEeCTBJIeHUS II0 MeHBIIEM Mepe K OIHOMy, Heo0®sa3aTelIbHO,
BKJIIOUad HECKOJIbKO, A ¥ IO MeHbllely Mepe OOHOMY, HeoOsa3aTeJIbHO
BKJIIOUA A HECKOJIBKO, B (m, HeoB4A3aTeJIbHO, BKJIIOUA A opyrue
BJIEMEeHTH) ; M T.I.

Takxe cJenyeT IOHMMATL, UYTO, €CJM UeTKO He YyKasaHO MHoe, B
JIOOHIX  criocofax, BafgBJIEHHHX B HaACTOAmEeM OIIMCAaHUM, BRJIOUAINX
HEeCKOJIbKO CTaIull WMIM IeVCTBUM, TMOPAOOK CTalu¥ WM IOeNCTBUM
criocoba He 0083aTeJIbHO OTI'paHMueH IIOPAIOKOM, B KOTOPOM CTaIuM WU
neicTBUA crocoba yKa3aHH.

B odopMmysie wm300peTeHUd, a TakKxXe B TIIPeOCcTaBJIEHHOM  BHIIe
ONMCaHUU, BCe [IepeXOOHEE bpase, TakKue KakK "comepxamuin",
"BrJIOUammn", "Hecymmmn", "yMenmmin", "cocrogmmm  m3" M T.I.
cylenyeT IIOHMMAaThL KakK HeoTpaHMUMBaKIMe, T.e. OOJDKHE BKJIOUATL B
KauecTBe HeOoTpaHMUMBAKIKX OpMMepoB. TOJBKO IepexXonHHe  (pas3H
"cocTrosmuu wm3" u "Io CymecTBY, COCTOSMMUM U3" IOOJDKHE SBJISATHCS
3aKPHTEIMM WMJIM [IOJIY3aKPHTHMM IIepexXOOHBEMM (pa3zaMi, COOTBEeTCTBEHHO,
Kak Vykaz3aHo B United States Patent O0Office Manual of Patent

Examining Procedures, Section 2111.03.
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$OPMYJIA MBOEPETEHNA

1. dapMalLeBTHMUeCKas KOMIIO3MLUMA, comepxamasa 150 MI a”HTuUTela,
CBA3BHBAKIEIOCS C aKTMBHHEM KaJIJIMKPEMHOM ILJIasMEl, UM bapMalleBTHUUeCKU
IpMeMIIEMEM HOCHUTeJL, TI'He OQapMaleBTUUECKM I[IPUEeMJIEMBII HOCUTEJb
BKJIOUaeT dochaT HaTpMda, JMMOHHYK KUCJIOTY, TMUCTUIMH, XJIOPUIL
HaTpusa u Tween 80; wu

IpYM STOM AaHTUTEJIO COOEPXUT OlIpelesifnlyld KOMIIJIEeMeHTapHOCTDb
obstacTts (CDR) 1 TaxeJioM LellM, MMEKIyK IIoCjiedoBaTesJIbHOCTL HYIMM
(SEQ ID NO: 5), CDR2 TaxeJioM LelM, MVMERIylD II0CJIeIOBaATeJIbHOCTD
GIYSSGGITVYADSVKG (SEQ ID NO: 6), um CDR3 TaxeJioM LenM, MMEOIYo
nmocjiemoBaTesibHOCTE RRIGVPRRDEFDI (SEQ ID NO: 7), um CDR1 Jjerkom
Ueny, K’MERmyln II0CJeOoBaTeJIbHOCTE RASQSISSWLA (SEQ ID NO: 8),
CDR2 JIeTKOM LelM, MMeKIyon IIocJeloBaTelJlbHOCTE KASTLES (SEQ ID NO:
9), u CDR3 JlerkoM LelM, MMEOIyKD II0CJIedoBaTeJIbHOCTE QQYNTYWT (SEQ
ID NO: 10).

2. dapMalleBTHMUEeCKasd  KOMIO3MUMA IO II.1, TIe  aHTUTEJO
COmEepPXUT BapMabelIbHYK 0O0JIaCThb TLXeJIOM LelM C IIOCJelNOBaTeJIbHOCTBIO

EVOLLESGGGLVQPGGSLRLSCAASGEFTEFSHY IMMWVRQAPGKGLEWVSGIYSSGGITV
YADSVKGREFTISRDNSKNTLYLOMNSLRAEDTAVYYCAYRRIGVPRRDEFDIWGQGTMVTVSS
(SEQ ID NO: 3) u BaprabeJIbHY oBJlacThb JeTKoM Lenm c
[IOCJIEDOBATEJILHOCTBIO

DIQMTQSPSTLSASVGDRVTITCRASQSISSWLAWYQQKPGKAPKLLIYKASTLESGVP
SRFSGSGSGTEFTLTISSLQPDDFATYYCQQOYNTYWTFGQGTKVEIK (SEQ ID NO: 4).

3. OdapMalleBTUMUeCKasd KOMIO3MIMA I[IO0 II.1 WIM 2, T'Oe aHTUTEJO
IpeIcTaBJIgeT coboun [IOJIHOpas3MepHoe AHTUTEJIO VI ero
AHTUTEeHCBABHBaINUM (parMeHT.

4, OapMmalleBTHMUeCcKasd KOMIO3MUMA TI0 JodoMy U3 On.l-3, o©oe
AaHTHUTeJIO MNpeIcTarjigeT cobo¥ aHTUTeJio I1gG.

5. OapmMmalleBTHMUeCcKasd KOMMIO3MUIMA OO 1.4, THe aHTHUTeJOo I1gG
npeIcTaBJsgeT cobol aHTUTeJso IgGl.

6. OdapMalleBTHMUeCKasd KOMIO3UIMA O Jmwdomy M3 nmo. 1-5, 1roe
AHTUTEJO CONEePXUT aMMHOKMUCIOTHYI IIOCJIeODOBATEJILHOCTEL TAXeJION Lelu

EVOLLESGGGLVQPGGSLRLSCAASGEFTFSHY IMMWVRQAPGKGLEWVSGIYSSGGITV
YADSVKGREFTISRDNSKNTLYLOMNSLRAEDTAVYYCAYRRIGVPRRDEEFDIWGQGTMVTVSSA
STKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLOSSGLYSL
SSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVELEPPK
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PKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
ODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYP
SDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQ
KSLSLSPG

Y aMMHOKMCJIOTHYK IIOCJIeNOBaTeJIbHOCTL JIETKOM Lielu

DIQMTQSPSTLSASVGDRVTITCRASQSISSWLAWYQQKPGKAPKLLIYKASTLESGVP
SRESGSGSGTEFTLTISSLOPDDEFATYYCQQYNTYWTFGQGTKVEIKRTVAAPSVEIFPPSDEQ
LKSGTASVVCLLNNFEFYPREARKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEK
HKVYACEVTHQGLSSPVTKSFEFNRGEC.

7. OdapmMalleBTHMUeCKas KOMIIO3MUMA I[I0 JioboMy M3 IIl.l1-6, 1Ie
bapMalleBTUUYECKA A KOMIIO 3ULM A npenHaszHadeHa 0JIs IIOOKOXHOT'O
BBeOeHUsd.

8. O®apMalleBTHMUeCKad KOMIO3MLUMA I[I0 JiwdoMy M3 omrn. 1-7, 1Doe
bochaT HaTpMa HaxXOOUTCHA B KOHIUeHTpaluuu okojo 30 MM, THUCTUOUH
HaxOIUTCS B KOHIeHTpaluM okojJo 50 MM, xXJIopuI HaTpUsa HaXOOUTCH B
KOHUeHTpaluuu okoJjio 90 MM, m Tween 80 HaxoOUTCHA B KOHLEHTpalUM
okoJio 0,01%.

9. OdapMaleBTHMUeCKasa KOMIO3MUMA IO JwdOoMy M3 Horn.l-8, roe
bapMalleBTHUUEeCKad KOMIIO3MLUMA MMeeT pH okojio 6,0.

10. Crnoco®  JledeHMA  HACJEeOCTBEHHOI'O  aHTMOHEeBPOTUUECKOI'O
oTeka (HAE), BkJoUamUM BBeleHMe CyOBLeKTy, HyXIallleMyCs B BSTOM,
bapMalleBTHMUECKOM KOMIO3ULUMM IO JiuoBomy K3 mnm.l-9.

11. Cnoco6 mno mn.l10, 1me QapMalleBTUUECKYK KOMIIO3ULMIKD BBOIAT
OOVH pas3 KaxIObe OBe HeOeJM WM OIMH pas3 KaxXIbe YeTHpe HeleJu.

12. Cnoco6 no n.10, rme dapMaleBTHMUECKYID KOMIIO3MIMID CHaudajla
BBOOAT B TeueHMe Iepuoda BBeIeHMS HaTpPy30UHOWM IO3H, a 3aTeM B
TeueHMe Ileprona IoOIepXaHud, Ipyu STOM B Iepuol  BBeleHUd
HaTpy30UYHOM HO3H OGapMalleBTUUEeCKYI KOMIIO3UIMIK BBOIAT OIMH pas3 B
HelleJlI, ¥ B [Ieprol IIONOepXaHMHA aHTUTeJIO BBOLOATCHA OOUH pas3 KaxXIble
IOBEe—UeTHpe HeOeJu.

13. Crioco® NpenoTBpalleHN A IpUCTyIla HaCJIeOICTBEHHOT'O
AHTMOHEBPOTHUUECKOTO OTeka (HAE) WMIM CHMXeHUS CKOPOCTM IPHUCTyIa
HAE, BKJIIOUY A0 BBeIeHUue CYDOBEKTY, HYXODaKrleMy C A B 5TOM,
bapMalleBTUUECKOM KOMIIO3UMUMM IO JioOoMy M3 HO. 1-9.

14. Cnioco6 mno n.l3, 1rme dapMalleBTUUECKYK KOMIIO3ULMID BBOIAT

CyOBEeKTY KaxOue IOBe—deTrpe HeleJll.
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15. Cnioco6 mno n.l3, rme ¢apMaleBTHUUECKYI KOMIIO3MIMK CHaudalla
BBOIOAT B TeueHMe IIepMola BBeIeHMS HaATpPy30UHOM IO3HE, a 3aTeM B
TedueHMe Ilepuola IIonnepXaHMs,

opu 2TOM B nepmon BBeIOeHUs HaTrpy304YHOM IOO3H
bapMalleBTUUECKYI KOMIIOBMUMI BBOLAT OIOMH pa3 B HeOeJllo, M B IIepuon
nonmepXaHrsda ¢QapMaleBTUUECKYK KOMIIOBULMI BBOOAT OOMH pas KaxXObe
IOIBe-UeTHpe HeIeJl.

16. Crioco® npenoTBpPaleHMs IpUCTyIla HaCcJIeOCTBEHHOTO
AHTMOHEBPOTHUUECKOTO oOTeka (HAE) WMIM CHUMXEHMS CKOPOCTM IIPUCTYyIIA
HAE, BKJIIOUY A0 BBeleHue CcYOBEKTY, HYyXODaKnleMy C A B 5TOM,
bapMalleBTUUECKOM KOMIIO 3ULIUN 1o JIndoMy nus nmo.l1l-9, npuyeMm
bapMaleBTUUECKYKD KOMIIO3MIMK BBOIOAT KaxXIbe OBe—-JYeTHpe HeOeJM, IIO0
KpalHel Mepe, OBa pas3a.

17. Cooco6 1o Jgmwdomy M3 nn.l0-16, TOe aHTUTEJO BBOIOAT
IIOOKOXHO .

18. Cnoco® mno Jmdomy mz3 mnmn.l0-17, rme cyOwmeKTOM MABJISeTCH
rnauveHT-uveJjioBek ¢ HAE I wmiam I1 THIIA.

19. Cnoco®6 mno Jmmodomy mu3 mnmn.l0-17, rme cCcyOwmeKTOM SABJISeTCSH
NaluMeHT-4YeJIOBEeK, IIepeHeCcmMi II0 MeHbIeM Mepe OBa OpucTyla HAE B
oI OO Hauvajla JIeueHMUA.

20. Cnoco® mo n.l9, rme Vv HalMeHTa-uyeJIoBeKa CJYUMIICA IIO
MeHbIIeY Mepe OIMH OpucTyn HAE B TeueHMe MeCTU MeCslleB OO IIepPBOTO
BBeIOEeHUS;

OpM STOM Yy IallMeHTa-ueJloBeka HabJomalloChk II0 MeHbIlel Mepe
IoBa OpucTyla HAE B TeueHMe TpexX MeCcdleB IO IIepBOI0 BBeIeHUSI; WK
T'oe Yy IHalMeHTa-uyeJJoBeKa ObJIO II0 MeHblleM Mepe OeBATh IIPUCTYIIOB
HAE B TeueHMe TpexX MeCHALleB OO0 I[IepBOTO BBeleHUA.

21. Crnoco® mno Jgobomy wm3 nmn.10-20, IOoe aHTUTEJO BBOIOAT
CyDBEKTY KaxXIhe IBe HeIeJll.

22. Crnoco® mno JgoboMmy w©3 nmn.l1l0-20, IOme aHTUTEJO BBOIOAT
CyDBEKTY KaxXIble UeTHPEe HelelIM.

23. Crnoco® mno JgwbomMy wmu3 nmn.l1l0-22, TI'Ie BBeleHMe aHTUTEJa
CHMXaeT pacllellJIEHHEM KMHMHOTeH CcyObheKTa OO YPOBHSA, CPaBHUMOTO C
YPOBHEM 3I0POBHX CyOBEKTOB.

24 . Crioco®  JieueHUd HacJIeICTBEHHOT O AHTMOHEBPOTUUECKOTO

oTeka (HAE), BKJIOUAKINUN:
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BBelIeHMe CyOBLeKTy, HyXIJaomeMycsa B 5ToM, OdapMalleBTHUUeCKOM
KOMIIO3ULMK II0 JioboMy M3 II.l1-9 B TeueHMe IIeprola BBeIEeHUS
HaTrpy304YHOM HOO3H, a 3aTeM B TeueHMe IIepuola IoIIepXaHud;

npu 3TOM B nepuon BBEeIOEeHMA HaTrpy304YHOM HOO3E
bapMalleBTUUECKYI KOMIIOBMUMI BBOLAT OIOMH pa3 B HeOeJllo, M B IIepuon
nonmepXaHrsda ¢QapMaleBTUUECKYK KOMIIOBULMI BBOOAT OOMH pas KaxXObe
IOIBe-UeTHpe HeIeJl.

25. Cnoco6 mo m.24, TOoe aHTUTEJIO BBOOAT IIOIOKOXHO.

26. Crnoco® mo n.24 wmimm 25, roe CcyOLeKTOM SMABJISeTCS IalMeHT-—
yeJioBek C HAE, C momo3peHMeM Ha HEero MJIM C PUCKOM €TI0 Pa3BUTULI;
n/mim

IpM STOM aHTHUTEJIO BBOOAT IJA T[IPelNoTBpPalleHrMd NOpucTyla HAE
WM CHIMKEHMS YacTOTH IOpUcTyNla HAE; u/uian

IpM 32TOM CyOBEKTOM HABJISETCSH IIallMeEHT-UYeJIOBEeK, Y KOTOpPOIO IO
HadaJjla JiedeHus Habonasochk I[IO0 MeHBIEM Mepe OBRa IpuUcTyla HAE B
Tox.

27. Crnoco® mo JgwoboMy M3 IMOII.24-26, OTJIMUAKIMICS TeM, UYUTO
IepMrol BBeIeHMS Harpy30uHOM IOO3HE COCTaBJIgeT IBe HeneJgu, WU
AHTUTEJIO BBOOAT B OeHb 0, OeHb 7 U OeHb 14.

28. Crioco® 1o JIodoMy us nmn.24-27, roe AHTUTEJIO
OOIIOJIHUTEJIbHO BBOLOAT CYOBeKTY IIOCJe IIeproma IIoLOepXaHMA OINVH pas3
KaxOble OBe-UeTHpe HeIeJll.

29. Cnoco® mno mn.28, TIme aHTUTEJO BBOIOAT CYyOBeKTy IIOoCJIe
nepuoma mnommepXxaHusda B pmo3e oT 100 mo 300 wmr.

30. Cmnoco® mo 1m.29, TIe aHTHUTEJO BBOIOAT CYDOBLEeKTYy IIocJe
IOONepPX/BaKmeI'o IIeprona B noze 300 Mr.

31. Cnoco®6 mo JmboMy M3 nmn.24-30, 1me cybbekT mMMeeT HAE I
wim II Tuna; M/ mam

opu »SToM Yy CcyObekTa HablomaeTcsda IIO MeHbIIeM Mepe OIOMH
IIPUCTYI KaXIOhle YeTHpEe HeleJlM OO IIepBOT'O BBEIOEHUS.

I[Io DOBepeHHOCTHU
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TOH JKe KaTerOpHHU

«&» - TOKYMEHT, SIBIAIOMHNCS TaTeHTOM-aHaJIOTOM

«L» - TOKYMEHT, IPUBEACHHBIN B IPYTUX IEIIX

I[aTa IIPOBEJACHUS IIATEHTHOT'O ITIOUCKA.
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