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INPUMEHEHUME AHTUTEJIA K o-CUHYKIIEURY JJIA TUATHOCTHUKHA
HNOBBIINEHHOT O YPOBHA o-CUHYKJIEMHA B MO3I'E

CCBUIK A HA TIEPEYEHb ITOCJIEJIOBATEJIbHOCTEU, TIOJJAHHBIN B
OJIEKTPOHHOM BUJIE

[0001] ConeprkaHue MOJAHHOTO B 3JIEKTPOHHOM BUJE TIEPEUHS MOCIEA0BATENbHOCTEN B
Buzne tekcroBoro (aiima ASCII (Hassanue: sequencelistingPCT ascii.txt; pasmep: 5,199
Oaiit; u nata co3manus: 18 okrsiOpst 2012 r.), MOJAHHOTO BMECTE C 3asBKOH, B MOJIHOM

00BbeMe BKIIFOUEHO B JAHHBIM TEKCT MMOCPEACTBOM CCBITIKH.
OBJIACTb TEXHHUKH

[0002] JlaHHOe U300peTeHrne OTHOCUTCS K MPUMEHEHHIO aHTHUTENA K (-CUHYKJICHHY TSI
JUArHOCTHKU TOBBIIIEHHOTO YpPOBHS O-CHHYKJIEMHAa B Mo3re. B yacTHOCTH, AaHHOe
n300peTeHne OTHOCHUTCS K CHOCOOY OIpeneseHus YpOBHEH O-CHHYKJIEMHA B IUIa3Me
kpoBu wmimm uepedpocnmHanpHOi xmakocta  (LICXK), mnocnenyromemy BBEISHHIO
UCIBITYEMOMY MAaLUEHTY aHTUTeNa K O-CUHYKJIEHHY WU €0 aHTUT€HCBS3BIBAIOILErO
(parMeHnTa, KOTOpbIH CHMOCOOEH CBS3BIBATHCS C O-CHHYKJIEHHOM C aKTHBHOCTBIO,
JIOCTAaTOYHOM JJIsl TOrO, YTOOBI U3MEHHUTDh OOLIMIT OTTOK O-CHHYKJIEWHA U3 MO3ra B KPOBb

unu u3 mo3ra B LICXK.
YPOBEHb TEXHUWKH

[0003] Mo3r MJIEKOTIUTAIOIIUX OTHAEJIeH OT KPOBH remarodHiedanndeckum Oapbepom
(I'SB) co CTOpPOHBI KaMMJUIIPOB MO3ra U Cy0apaxHOUAATBHBIME MEPErOPOIKAMU MATKOH
000JIOYKH MO3ra U TeMaTOJHKBOPHBIM OapbepoMm (remato-LICXK Gapbepom) co CTOPOHBI
XOPHOUIHOTO CIUIETeHUsI. B OTCYTCTBHE NMAaTOJNIOTHI 0.-CHHYKJIEUH MPUCYTCTBYET B MO3Te
B JOBOJIbHO OosibiioM kosnmdectBe. OH SIBJISETCS MCXOOHO HECTPYKTYPUPOBAHHBIM
OeIKOM, KOTOPBIM HAXOIUTCS MPEUMYLIECTBEHHO B 1IUTO30Jie. OH MIpaeT BAKHYIO POJIb
Il CUHANTHYECKOW TMepeJayd W CHHANTUYEeCKOH IUIACTHYHOCTH, TPUBOAS K
YBEJIMUCHUIO BBIICJICHUS MEAMaTopa M3 mNpecuHanTuueckoi tepmuuanmu. (Liu ef al.,
EMBO J 23:4506-4516 (2004)). Myrtauuu 0-CHHYKJIEHHA CBS3bIBAIOT C PEOKUMH
CJy4asiMH HaclieCTBeHHON Oone3Hu [lapKMHCOHA ¢ paHHHUM HA4dajioM, a MEPexona O-
CHHYKJIEMHA W3 PacTBOPHMOH B arperupoBaHHYI0 HEPACTBOPUMYIO (OpMY SIBISIETCS
OIHUM W3 KJIOUEBbIX (DAKTOPOB B TATOTE€HE3€ HEHPOAEr€HEPATHBHBIX PACCTPOICTS,
Takux Kak Oone3np llapkuHcona, nemenuusi ¢ tenpuamu Jlesu (JTJI) m HEKOTOPBIX

Apyrux HeWponereHepaTuBHbIX 3aboneBanuii. (Dawson ef al., Science 302:819-822
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(2003), Bennett et al., Pharmacol Ther. 105:311-331 (2005), George, JM., Genome Biol.
3(1): reviews3002.1-reviews3002.6 (2002)). K Tomy ke, Kak MOHOMEpHbIE TaK H
oJNMromMepHble (OPMBI O-CHHYKJIEMHa ObUIM OOHapy)XeHbl B LEpeOpOCITMHAIBHOM
xunkoctd (LICXK) u cbIBOpOTKE KpOBH MalMEHTOB ¢ O0e3HbIO [IapkuHCOHA, TaK Kak o-
CHHYKJIEHH U JJa)K€ €ro arperupoBaHHble (POPMBI, IO-BUANMOMY, MOTYT ITPOHUKATH Yepes3
rematosHIedanmueckuii 6apwep. (El-Agnaf et al., FASEB J. 20:419-425 (2006), Tokuda
et al., Biochem Biophys Res Commun. 349:162-166 (2006), Lee et al., J Neural Transm.
113:1435-1439 (2006), Mollenhauer et al., Exp Neurol. 213:315-325 (2008), El-Agnaf
etal., FASEB J. 17:1945-1947 (2003), L1 ef al., Exp Neurol 204: 583-588 (2007).

[0004] HccnenoBanus Mo MMMYHH3AaLMH B MBIIIUHBIX Mojessix Oosesnn [lapkuHcoHA
MOKA3bIBAIOT, YTO MBIIIUHBIE MOHOKJIOHAJIbHBIE AHTUTENA K O-CUHYKJIEHHY MOTYT
YMEHBLINTh HAKOIUIEHHE BHYTPUKJIETOUHBIX arperaroB o-cuHykieuHa (Masliah ef al.,
Neuron, 46: 857-868 (2005); Masliah er al., PLoS One, 6(4). e19338 (2011),
MOATBEPKIAs UACK O TOM, UYTO AHTUTEJNA, KOTOPble HEUTPAIU3YIOT HEUPOTOKCUYECKUE
arperaTbl, HE MPEMATCTBYS MPU STOM TOJE3HBIM (DYHKLMSIM MOHOMEpHOH (OpMbI o-
CHUHYKJIEWHA, MOTYT SIBJIATHCS 3(PPEKTUBHBIMH TEpaNeBTHUECKUMH CPENCTBAMH. Tem He
MEHEe, TEepaneBTUYECKOW M JIUMAarHOCTUYECKOM TMOJIb3€ MBIIIUHBIX AHTUTEN IpU
NpUMEHEHUH Ha JIIOASX TMPErSITCTBYET BbIPAOOTKA YeJIOBEYECKMX aHTHUMBIIIHHBIX

anturen (HAA), cBsi3aHHAs C MX HEYEJIOBEUECKUM MPOUCXOKIECHHEM.

[0005] CoOOTBETCTBEHHO, CYIIECTBYET MOTPEOHOCTh B pa3paboTke crocoda onpenesieHus

y HAllMEHTOB MOBBILIEHHBIX YPOBHEHN O-CUHYKJIEHHA B MO3TE.
KPATKOE OIIMCAHUWE U30BPETEHUA

[0006] OnvH W3 BapUAHTOB peaju3alui HW300pPEeTeHHs OTHOCHTCS K  CIOCOOY
JIMArHOCTUKH TIOBBILIEHHOTO YPOBHS O-CHHYKJIEMHA B MO3re HCIBITYEMOIO MalueHTa,
BKJTIOYAKOIIMI. (a) aHAJU3 YPOBHS O-CHHYKJIEHHa B OoOpaslie MiIa3Mbl KPOBH, B3STOM Y
UCMBITYEMOrO  MAllMeHTa uepe3 OMNpeAeieHHbIi BpPEeMEHHOH WHTEpBal IOCIe
neprdepuyeckoro BBEACHHUS HCIBITYEMOMY MALMEHTY aHTUTENA K O-CHHYKJICUHY HWJIN
€ro aHTHIeHCBSI3bIBAIOLIErO (pparMeHTa, MpUYeM AHTUTENO WM ero (parMeHT MOKET
CBSI3bIBATh O-CUHYKJIEUH ¢ a(pOUHHOCTBIO, JOCTATOUHON Ui TOTO, 4TOOBI M3MEHHUTDb
oOmmuii OTTOK O-CHHYKJIEHA U3 MO3ra B KpoBb; (0) cpaBHEHHE MOJY4YE€HHOTO YPOBHS O
CHHYKJIEMHA Y HCIIBITYEMOrO MalHeHTa ¢ KOHTPOJIbHBIM MOKa3aTeeM; MPUYeM pasHHULa
WIH CXOJCTBO MEXKAY YPOBHEM O-CHHYKJIEMHa B OOpasle IUia3Mbl U KOHTPOJBHBIM

NoKa3aTeaeM KOPPEeNUupyeT ¢ YpOBHEM O-CHHYKJIEMHA B MO3T€ UCIBITYEMOIO MalleHTa.
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[0009]

[0010]
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Taxoke packpbIBaeTCsl ClIOCOO TUArHOCTUKU MOBBIIIEHHOTO YPOBHS O-CUHYKJIEMHA
B MO3T€ HCIIBITYEMOI0 MAallMeHTa, BKIFOUAKOIIHA: (a) oOecrieueHne HaIW4usl aHTUTENA K
O-CUHYKJIEIHY HJIM €r0 aHTHI€HCBSI3BIBAIOLIETO (hparMeHTa, MpUYeM aHTUTENO WIH €ro
(dparMeHT MOXeT CBS3bIBaTh O-CHHYKJIEUH C ap(UHHOCTBIO, JOCTATOYHOH AJISI TOTO,
9TOOBI U3MEHUTHh OOIINI OTTOK O-CHHYKJIEMHAa W3 MO3ra B KpOBb; (0) pacropsbkeHue o
TOM, 4TOOBI MOCTABIIMK MEAMLIMHCKUX YCIYT OCYIIECTBHJI Nepudepudeckoe BBEIECHUE
UCTIBITYEMOMY TAIMEHTy aHTUTENa M B3sul oOpasel IUIa3Mbl KPOBU NAIMEHTa dYepe3
OTIpeNIeNIeHHBI BPEMEHHON MHTEPBAJI IIOC)IE BBEACHNUS, (B) AaHAJIN3 YPOBHS 0-CHHYKJIEHHA
B oOpasie mia3Mbl KpoBW; (I') CpaBHEHHE IIOJYYEHHOTO YPOBHS O-CUHYKJIEHHA Y
UCTIBITYEMOTO TMAIMEeHTa C KOHTPOJIbHBIM IOKA3aTeNeM; IPUYeM Pa3HHULA HIH CXOJCTBO
MEXIY YPOBHEM O-CHHYKJIEMHAa B O0pasue IUla3Mbl M KOHTPOJBHBIM IOKa3aTeeM

KOPPEJIIUPYET C YPOBHEM (-CUHYKJIEMHA B MO3T€ UCIIBITYEMOTO MAllUEHTa.

JIONOJTHUTENIBHO PACKPBIBAETCSI CHOCOO MHACHOCTUKY IMOBBIIIEHHOTO YPOBHSI O-
CHHYKJIEMHA B MO3T€ HCIBITYEMOTO MAalMeHTa, BKIIouarmuil. (a) mepudepudeckoe
BBEJICHUE  MCIOBITYEMOMY TNAalMEHTy AaHTUTeJa K  O-CHUHYKJIEMHY WU  €ro
AHTUT€HCBS3BIBAIOINEr0 (parMeHTa, NPUYEM AHTUTENO MIH ero (parMeHT MOKeT
CBSI3BIBATh O-CUHYKJIEMH C a(pPUHHOCTBIO, JOCTATOUHOH Ui TOTO, 4TOOBI M3MEHHUTH
oOmuii OTTOK O-CHHYKJIEMHA M3 MO3ra B KpoOBb; (0) mojiyueHue oOpasua Iia3Mbl KPOBH
HCIIBITYEMOTO TMallMeHTa Yepe3 OINpeNeeHHbI BPpEeMEHHON MHTepBaJl Mocie BBEAEHUS U
nepenady oOpasia JUId OnpeneNeHus YPOBHsI O-CHHYKJIenHa B oOpasie; (B) CpaBHEHHUE
YPOBHSI 0-CHHYKJIEMHA B 00OpasLe Mmia3Mbl KPOBH C KOHTPOJIbHBIM MOKA3aTeNIeM; MPHYEM
pa3HHIAa MM CXOACTBO MEXIy YpPOBHEM O-CHHYKJIEMHa B oOpa3ne Iula3sMbl |
KOHTPOJIbHBIM [OKa3aTeleM KOppelupyeT C YypPOBHEM O-CHHYKJIEHMHa B MO3re

HCIIBITYEMOT'O MalkueHTaA.

JIOTIONTHUTENIPHO PACKPBIBAETCS CIMOCOO, COOTBETCTBYIOIIHMHA OINHCAHHOMY B
JAHHOM TEKCTe, AOIOJIHUTENbHO BKJIIOYAIOLIUN CpaBHEHUE YPOBHS O-CHHYKJIEHHA B
oOpasne miasmMel ¢ 00pa3OM IUJIa3MBbl, B3SITOM y HCIBITYEMOIO MAaIlMeHTa 10 BBEICHUS

AHTUTECIA K Q-CUHYKIICUHY HUJIU €TI0 aHTUT'CHCBA3BIBAKOIIETO (l)parMeHTa.

B KOHKpeTHBIX BapuUaHTaX pealu3alud  H300peTeHUs]  KOHTPOJbHBIM
NoKas3arejieM, TNPUMEHSEMbIM B BBIIICONIMCAHHOM Crocobe, SBISIOTCS YPOBHHU O-
CHUHYKJIEWHA, W3MEPEHHbIE Y OIHOrO WM 0oJiee KOHTPOJIbHBIX MAI[HEHTOB, MPUYEM
KOHTPOJIbHBIE€ MALIUEHTBI SIBJISIIOTCS HOPMAJIbHBIMU 3A0POBBIMHU JIKOABMHU U JIFOJBMH C

CUHYKJICONTIAaTUAMU paSHOﬁ CTCIICHU TSsKECTH.
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JIOTIONTHUTENBHO PACKPBIBAETCS CMOCOO OTCIEKUBAHUS YPOBHS O-CHHYKJIEWHA B
MO3T€ MALUeHTa, KOTOPBII MPOXOAUT JIEUEHHE OT CHHYKJIEOMaTHYECKOro 3a00JeBaHus,
BKJIFOYAIOLIMI aHAJIN3 YPOBHS O-CHHYKJIEWHA B 0Opaslie IIa3Mbl KPOBH IMALEHTa Yepes
OTIpENIEIEHHOE BPeMsI TTOCIIe Iepu(epUIecKOTro BBEIEHHsI aHTUTENA K O-CUHYKJICHHY TN
€r0 aHTUT'eHCBS3BIBAIOINETO (hparMeHTa, MPUYEeM AHTHTENO WM €ro (parMeHT MOXKET
CBSI3bIBaTh O-CHHYKJIEHH C apPUHHOCTBIO, JOCTATOYHOHM Ui TOro, 4TOOBI M3MEHHTH
oOmmuii OTTOK O-CHHYKJIEMHA M3 MO3ra B KPOBb, U B KOTOPOM YPOBEHb (.-CHHYKJIEMHA B
oOpasne 1ia3Mbl KPOBHM NAIMEHTa KOPPENUpPyeT C yYpOBHEM B MO3re mnaiueHra. B
OTHENbHBIX  BApUAHTAaX  pealu3aluyd  W300pEeTEeHUs]  BBILIEONMHCAHHBIH  CrOcod
JOTIOJIHUTENIPHO BKJIFOYAET aHAJIU3 YPOBHS O-CHHYKJIEMHa B O0Opaslie Iula3Mbl KPOBH
NalMeHTa Yepe3 ONpeesieHHOe BpeMsl Iocie nepudepruieckoro BBEICHUs aHTUTENA K O
CHHYKJICHHY WM €r0 aHTUT€HCBS3BIBAIOLIErO (PparMeHTa, U MoJydeHue, TaKUM 00paszom,

rpaduka I3MEHEHHs CO BpEMEHEM YPOBHS 0-CHHYKJIEHHA B MO3T€ MAL[EeHTA.

Hexoroprle BapmaHThl peaqu3alui H300pETeHUS BKIIOYAIOT OMNHMCAHHBIA B
JAaHHOM TEKCTe CIOCO0, MPUYEM 3TOT CIOcOO OTHOCHUTCS K TUATHOCTHUKE TOBBILIEHHOTO
YPOBHSI O-CHHYKJIEMHa B MO3r€ HCIBITYEMOTO IalMeHTa IyTeM aHajih3a YpPOBHSA O-
cunykienHa B obpasue L[CXK, B34TOM y HMCHIBITYEMOro maryeHTa uepes3 ONpeesieHHbIe
BPEMCHHBIC HHTEPBAJIBI  TMOCJIC BBeHeHI/Iﬁ AHTUTCJIa K O-CUHYKJIICHMHY HWJIHW €TI0
AHTHUT'CHCBA3BIBAIOIIICIO (bparMeHTa, Mpu4€EM QAHTHUTECIIO MK €ro (bpaFMeHT MOIKET
CBSI3BIBATh O-CHHYKJEHH ¢ a(PUHHOCTBIO, NOCTATOYHOW Ui TOTO, YTOObI M3MEHHTH
o0wuit oTTOK 0-cuHyKiIenHa u3 mosra B LICK, a pasHuia uiam CXOACTBO MEXIY YPOBHEM
a-cunykyerHa B obpasue L{CXK 1 KOHTPOJIBHBIM MOKA3aTeNieM KOPPETHPYET C YPOBHEM
O-CUHYKJICMHa B MO3r€ HCIIBITYCMOI'0 IMalucHTa. HeKOTOpre BApUAHTBI peaJin3allin
U300peTeHus] BKJIFOYAIOT OMKCAHHBIA B JaHHOM TEKCTE CHOCO0, AOTOHUTEIBHO
BKJIFOYAIOLITMI CpaBHEHHE YPOBHsI O-cuHykJenmHa B obOpasue LICXK ¢ obpasmom LICK,
B34ATOM Y HCIBITYEMOI'O IMallMCHTA OO BBCACHHUA AHTUTCIIA K CG-CUHYKIICUHY WM €TI0

AHTUT€HCBSI3BIBAIOIIErO (hparMeHTa.

Hekoropele  BapwaHTBl  peanu3alud  H300peTeHHsl  BKIIOYAIOT  CIOCO0
OTCJIC)KUBAHMSI YPOBHS O-CHHYKJIEMHAa B MO3T€ MALMEHTa, KOTOPBIH MPOXOAUT JICUCHHE
OT CHHYKJIEONAaTHYECKOTO 3a00JIeBaHMs, BKIFOUAIOLINI aHAIN3 YPOBHS O-CHHYKJIEHHA B
obpasue LICXK nanuenTa depes onpeneneHHOe BpeMs Iociie epuepruiecKoro BBEIeHHs
aHTHUTENa K O-CHHYKJIEHHY WM €ro AaHTHUI'€HCBS3BIBAIOINEro (parMeHTa, mpUveM
AaHTHUTENO WM ero (parMeHT MOXET CBS3bIBaTh O-CHHYKJIEWH ¢ adduHHOCTHIO,

JOCTaTOYHOM ISl TOrO, YTOOBI MI3MEHUTh OOIUI OTTOK O-CHHYKJIenHa u3 mo3ra B LICK;
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[0016]

[0017]

[0018]

[0019]

5
U B KOTOPOM yYPOBEHb O-CHHYKJIenHa B oOpasue LIC)K nmanmenTa koppeaupyer ¢ ypoBHEM

B MO3Irc€ nalfucHTa.

Hekoropbele BapmaHThl peanm3anuil W300pETeHHs BKIIIOYAIOT OIMUCAHHBIA B

JaHHOM TCKCTC CHOCO6, OTJIMYAFOIIHIACS TEM 4YTO AHTUTECIIO UiIn €ro

>
AHTUT€HCBSI3BIBAIOLINNA (PPArMEHT CIELU(PHUECKH CBA3BIBAETCS C TEM K€ SIUTOIOM -
CHUHYKJIEMHA, YTO W KOHTPOJBHOE aHTWUTENo, coaepxkamee VH u VL, mpuuem VH
cozepxxut SEQ ID NO: 2, a VL cogepxut SEQ ID NO: 3. B HEKOTOpbIX BapHaHTax
peanu3alMM aHTUTENO WM €ro aHTUIEHCBS3bIBAIOIIUN (parMeHT KOHKYPEHTHO

UHTHOUpyeT KOHTpPOJbHOE aHTuTeno, coxepxamee VH m VL, mpuuem VH comepxut

SEQ ID NO: 2, a VL coaepxut SEQ ID NO: 3.

JIOTIOJHUTENBHO MPEAJIOKEH CIOCO0 COTNACHO ONMHCAHHOMY B JAHHOM TEKCTE,
OTJINYAIOLIMICS TEM, YTO AHTHUTEJIO WJIH €r0 aHTHI€HCBS3BIBAOIIHI ()PArMEHT CONEPIKUT
BapuabenpHyro obnacte Tspkenoi nenu (VH) m BapuabenbHy0 007acTh JIETKOH Lienu
(VL), npudem VH comepXUT aMUHOKHMCIIOTHYIO IMOCIIEOBATENbHOCTb ONpeesstoiei

xommementapHocTs obaactu-1 (VHCDR1) u3 nocnenosarensroctu SEQ ID NO: 4.

Taxoke MPEAJIOKEH criocod  CorjlacHO OINMHUCaAaHHOMY B JAHHOM TECKCTC,
OTJ'II/I"IaIOH_II/II\/'ICSI TEM, YTO aHTUTEJIO UJIHU €r0 aHTI/IFeHCBSSBIBaIOLL[I/Iﬁ (bpaI“MeHT COOCPIKUT

VH u VL, npuuem VH comepkuT aMHUHOKHCIOTHYK TOCJIE€I0BATEIbHOCTD

2

omnpenenstomel komrieMeHTapHocTh obnactu-2 (VHCDR2) u3 mocienoBaTebHOCTH

SEQ ID NO: 5.

Hexoropele BapuaHTBI peanu3aluy M300peTeHHs BKIIOYAIOT CIOCOO COTJIACHO
ONMCAHHOMY B JIAHHOM TEKCTE, OTJIMYAIOLIWICA TEeM, YTO AaHTUTEIO WU €ro
aHTUreHcBsi3pIBaroLMi  ¢parment comepxkut VH wu VL, mpuuem VH conepxur
AMMHOKHCJIOTHYIO MOCJIE0BATENBHOCTD ONPEAEISAOIed KOMIUIEMEHTAPHOCTh 001acTH-3

(VHCDR3) u3 nocnenosatensrocta SEQ ID NO: 6.

Taxke mnpemaoxkeH Ccrnocod COrJacCHO ONHUCAHHOMY B JITAHHOM  TEKCTE,
OTJIMYAKOIIUNACS T€M, YTO AHTUTEJIO WJIH €r0 aHTUT'€HCBSI3bIBAIOIINKA (PPAarMEHT COMEPIKUT

VH u VL, mnpuuem VL coOAepXUT aMHUHOKUCIOTHYK) MOCJIE€I0BATEIbHOCTD

2

onpenemsromeii kommieMentapaocte odnactu-1 (VLCDR1) u3 mocnenoBarenbHOCTH

SEQ ID NO: 7.

Hexoropele BapuaHTHI peanu3aluy H300peTeHHs BKIIOYAIOT CHOCOO COTJIACHO

ONNMUCAHHOMY B JOaHHOM TEKCTE, OTHanmMHﬁCH TEM, 4YTO AaHTUTCJIIO HIHU €ro
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[0021]

[0022]

[0023]

[0024]

[0025]

6
aHTUreHcBsi3bIBatOLMid  pparment conmepkut VH u VL, mpuuem VL conepxur

AMHUHOKHCJIOTHYIO TTOCJIEA0OBATCIIBHOCTD onpe,uensnomeﬁ KOMILJIEMCHTAPHOCTD obnacTtu-2

(VLCDR2) u3 nocienosarensuoctat SEQ ID NO: 8.

Taxcke PacCKpbIBACTCsA crocod COrjiacHoO OMNMUCAHHOMY B JAaHHOM TCKCTE,
OTJIPI‘IZlIOLI.IHﬁC;I TEM, YUTO aHTUTECIIO UJIHN €0 aHTI/IFeHCBHSI)IBaIOH_II/Iﬁ @parMeHT COOCPKUT

VH u VL, npuuem VL coOAepXUT aMHUHOKUCIOTHYK) MOCJIE€I0BATEIbHOCTD

2

onpenemsomeil kommieMentapHocte odnactu-3 (VLCDR3) u3 mocnenoBaTenbHOCTH

SEQ ID NO: 9.

JIOTIONTHUTENBHO MPEIIOKEH CIOCO0 COrNIaCHO ONHCAHHOMY B JTAHHOM TEKCTE,
OTJINYAIOIIUNCS T€M, YTO AHTUTEJIO WJIU €r0 aHTUT'€HCBSI3bIBAIOIINKA (PparMEHT CONEPIKUT
VH u VL, npuuem VH conepxxut amuHOKuchIoTHbIe nocienoBarenbHoctd VHCDRI,

VHCDR2 u VHCDR3 u3 nocnenoarenbHocteit SEQ ID NOs: 4, 5, 6.

Taxke packpbiBaeTcsi CHOCOO COTJIACHO OMKMCAHHOMY B JIaHHOM TEKCTe,
OTJIMYAIOIIUNACS TEM, YTO AaHTHUTEJIO HJIM €r0 AaHTUT€HCBSI3bIBAOINUH (PPATMEHT CONEPIKHUT
VH u VL, mpuuem VL conepxuT aMUHOKUCIOTHBIE mocienoBaTenbHocTH VLCDRI,
VLCDR2 u VLCDR3 u3 nocnenoBarensHocTeid SEQ ID NOs: 7, 8, 9.

Hekoropble BapuaHThl peau3alliid M300peTeHUs BKIIIOYAKOT CIMOCOO COIIACHO
OMMMUCAHHOMY B JI@HHOM TEKCTe, OTJUYAIOIIUICS TeM, YTO aHTUTEJO WU €ro
aHTUreHcBsi3bIBatOLMid  (parment coxepxkut VH wu VL, mpuuem VH conepxur
aMuHOKUCIIOTHBIe mocnenoBarenbHoctt  VHCDR1, VHCDR2 wu VHCDR3 wu3
nocienoBarenpHocTelt SEQ ID NOs: 5, 6, 7 a VL comepuT aMHUHOKUCJIOTHBIE
nocnenoBarenbHocTd VLCDR1, VLCDR2 u VLCDR3 u3 nocnenosarensHocTelt SEQ
ID NOs: 7, 8, 9.

Hexoropele BapuaHTBI peanu3aluy H300peTeHHs BKIIOYAIOT CHOCOO COTJIACHO
ONMCAHHOMY B JJAHHOM TEKCTe, OTJIMYAIOLINICA TEM, 4YTO AaHTUTEIO WU €ro
AHTUTE€HCBS3bIBAIOLI U ¢dparmeHT COAEPKUT VH AMUHOKHUCJIOTHYHO

nocneaosarenbHocTh U3 SEQ ID NO: 2 u VL aMUHOKHCIOTHYIO MTOCEN0BAaTEIbHOCTD U3

SEQ ID NO: 3.

Taxxke packpbiBaeTcsi CrIoco0 COTJTacHO ONHMCAHHOMY B JAaHHOM TEKCTE,
OTJIMHAIOIIUNCS TE€M, YTO aHTUTEJNIO WM €r0 aHTUT€HCBS3BIBAIOIIUN (PpAarMeHT sIBIISETCS
onHouemnouyeuneM Fv ¢pparmentom (scFv), F(ab') ¢pparmentom, F(ab) ¢pparmentom nmm
F(ab'), pparmenTom.
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Hexoropele BapuaHTBI peanu3aluy H300peTeHHs BKIIOYAIOT CHOCOO COTJIACHO
ONMCAHHOMY B JIaHHOM TeKCTe, OTJMYAaroLIuiics TeM, 4YTO BBEJEHHE IIpernapara
OCYILECTBJIAETCS] IMyTeM BHYTPUBEHHONW WHBEKLMM aHTUTena. B onHOM BapuaHTte

peam3alinl aHTUTEIIO ABJIACTCS YCJIOBECYCCKUM.

Jlpyrue BapHaHTBl pealu3alud H300pETeHHs BKIOYAIOT CHocod COryiacHo
ONMHUCAHHOMY B JAHHOM TEKCTE, OTJIMYAIOLIMNCS TE€M, YTO ONPENEJCHHbIH BPEMEHHOMU
WHTEPBAJI SIBJIIETCS] MEHBIIUM, Y€M OJHA HeeJis, MO0 MEHBIIUM UJIH PABHBIM 24 Hacawm,

7100 MEHBIINM HII PaBHBIM 3 4acaMm.

Hekortopele BapuaHThI peanu3alyu H300peTeHHs BKIIOYAIOT CIOCOO COTJIACHO
ONMUCAaHHOMY B JaHHOM TCKCTE, OTJ'II/ILIaI'OU_II/II‘/'ICﬂ TEM, HYTO CHHYKJICOIIAaTUYCCKOC
3aboJeBaHue BLIOpPAHO U3 rpymIibl, cocTosimeit u3 6onesnu [lapkuncona (bIT), nemeHunn
npu Oone3nn Ilapkuncona (JIBII), memenumn c Ttenpuamu Jlesu (JITJI), BapuanTa
Oonesnn Amnbureiivepa ¢ Tenbuamu Jleu (BBATJI), MHOXECTBEHHOW CHCTEMHOM
arpopun  (MCA), wnpumomaruveckoii  oprocraruueckoit  rumotensuu (MO,
Helponerenepauun ¢ nepeOpaibHbIM HakorieHueMm skene3a 1-ro tuma (HLIHXK-1),
Gonesnn Anbureiimepa, 6onesnu [Iuka, MianeHUeCKOH HEHPOAKCOHAIBHON AUCTPOGUH
(6bonesnn  TamnepsBoppena-Illmatia), OOKOBOrO  aMHOTPO(HUUECKOTO  CKJIEPO3a,

TPaBMaTUYECKUX MOBPEXACHUN Mo3ra u cuHapoma JlayHa.
KPATKOE OITMCAHUE YEPTEXEW/ ®UT'YP

@urypa 1 (A-B): 3aBucsmuii OT JO3UPOBKHU MUK (-CUHYKJIEHHA B IJIa3Me IMOCHe
BBeJeHUsT aHTuTena 12F4 TpaHCreHHbIM MbIIaM C TIOBBILIEHHOW 3KCIpecCHeit

YCJIOBCUECKOI'0 O-CUHYKJIEMHA.

Qdurypa 2: BpeMeHHas 3aBUCUMOCTb MMKOBON KOHLEHTPALMU YEJIOBEYECKOIO O-

CHUHYKJIEMHA B IJIa3Me U KOHLIEHTpauuy aHturena 12F4 B nnasme.

durypa 3 (A-B): KparkoBpeMmeHHass Tepamusi TPAHCTE€HHBIX MBIIICH C
MOBBIIIEHHON 3KCIPECCHEN YeIOBEYECKOrO O-CHHYKJIEMHA BBICOKMMH J03aMU aHTHUTENA

12F4 cHMkaeT ypOBHH 4€JI0BEYECKOrO (i-CUHYKJIEHMHA B MO3Te.

Qdurypa 4 (A-B): VpoBHH UENIOBEYECKOTO O-CHHYKJIEMHAa B IUIa3M€ B
3HAYUTEIbHON CTENEHU OTPaKaloT YPOBHH O-CHHYKJIEMHA B MO3T€ IOC/E WHBEKLUHU

antutena 12F4.
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durypa 5 (A-B): YpoBHH 4€IOBEYECKOTO O-CHHYKJIEMHA B I1a3Me (A) U yPOBHH
xumepHoro anturena 12F4 (b) Obutn onpenenensr ¢ nomormbo UPA. (B) Habmromanu
CYIIECTBEHHYIO KOPPEISLIUI0O MEXKAY YPOBHIMH O-CUHYKJIEHHA B TUIA3M€ M MO3Te TOCIe
JUINTEJIbBHOW  IIECTUMECSAYHOM Tepanmuyd TPAHCTeHHBIX MBIUIEH C  MOBBILIEHHOU

SKCIPECCUEN YETIOBEYECKOTO O-CUHYKJIEMHA XUMEPHBIM aHTuTenoM 12F4.

@durypa 6: Iluk oa-cunykiemHa B uepedOpocrnuHanbHOM kuakoctu (LICXK) u
cootHowmeHue conepskanusi 124F B ceiBopoTke kpoBu/LICXK okouo 0,1% mnocie BBeaeHus

124F gaBaHCKUM MaKakaM.

Qurypa 7: In vivo MUKpPOIUAIU3 TPAHCT€HHBIX (-CHUHYKJIEHHOBBIX MBbIIIEH
MIOKA3bIBAECT CHI)KEHHUE COJEP>KAHMUs O-CHUHYKJIEWHA B HMHTEPCTHULUAIBHOW >KUIKOCTU

mosra (MDKM) nocne Beenenus 124F.
JETAJIBHOE OIIMCAHUWE U30BPETEHUA
L OITPEJIEJIEHMA

Crnenyer oTMeruTh, uTO (OpMa €IUHCTBEHHOTO YHCIA MOXKET OTHOCHTBCS K
onHoMy wiu Ooyiee OOBbEKTaM; HAmNpUMep, BbIPAKEHUE “AHTHUTENIO K O-CHHYKJICHUHY
CTOWT MOHUMATh Kak 0003HAYaroIIee OOHO WK O0Jiee aHTUTEN, KOTOPbIE CIEU(PUIECKH
CBSI3BIBAIOTCSI C O-CHHYKJIEHMHOM. Takum oOpa3om, (opma eTuHCTBEHHOrO 4YHCNA U
TEPMUHBI “OfuH WM Oojiee” WM “TO MEHbILIEH Mepe OIUH  MOTYT B3aMMO3aMEHSIEMO

yIOTPEONIATHCS B TAHHOM TEKCTE.

VnotpeOssieMble B~ JaHHOM  TEKCT€  TEPMHHBI  “CUHYKJIEOMATHYECKHE
3a0oseBaHus” WU “CHHYKJICONATUH  TPEACTABJSIOT TPYIIy Pa3sHOOOpPa3HbIX
HelpoJereHepaTHBHBIX PACCTPOMCTB, KOTOPYHO OObenuHsieT oOlnee MaToJOrn4ecKoe
HapyIlIeHHe, CBSI3aHHOE ¢ HAJIMYMEM arperaTroB HEPAaCTBOPUMOro Oelika O-CHHYKJIEHHA B
U30UPATENIbHO YSI3BUMbBIX MOMYJISALUSIX HEHPOHOB M HEMPOINIHAJbHBIX KIETOK. Takue
pacctpoiictBa BKIouHaroT Oone3Hb Ilapkuncona (BII), nmemeHmmoo mnpu Oose3HH
IMapxuncona (JAbIT), nemenmumro ¢ Tenbuamu Jlesu (JATJI), BapuanT Oone3Hu
Anbrretimepa ¢ tenbuamu Jleu (BBATJI), MHOKECTBEHHYIO CHUCTEMHYIO aTpoQuio
(MCA), ngnonaruveckyro oprocraruyeckyro runotensuro (MOI), nefiponerenepauuio ¢
nepebpanpbHbIM HakorieHneM skene3a 1-ro tuma (HIIHXK-1), Oone3snp Anbureiimepa,
bonesnp Iluka, MIameHuUecKyr  HEHWpOAaKCOHaNbHYH  aucTpoduto  (Oone3Hb
lannepeopnena-Illnaria), OOKOBOW aMHOTPODUYECKHI CKIEPO3, TpPABMATHYECKUE

MOBpekKJIeHUss Mo3ra u cuHapoMm [Jlayna. KiuHuuecku OHM XapakTepU3YHOTCS
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XPOHHYECKUM U  TPOTPECCHPYIOLINM  YXYIILIEHWEM  JIBUTATENbHOW  (DYHKIUH,
KOTHUTHBHOH, NMOBENEHYECKONW (PYHKIMHA U (PYHKIINN BEreTaTUBHONH HEPBHON CHUCTEMBI B

3aBUCHUMOCTH OT PACIPOCTPAHEHUSI MATOJOTUYECKUX U3MEHEHUH.

Ecnm He ykazaHO WHOE, TEPMUHBI “paccTPoOiCTBO”, “3abosieBaHue” U “00Je3Hb”

B3aNMMO3aMECHACMO ynOTpG6J’IHIOTCH B IaHHOM TECKCTC.

VYnorpeOnseMble B TaHHOM TEKCT€ TEPMHUHBI “CBSI3bIBAIOINAs MOJIEKYJIAa WIIH
“aHTUT€H-CBSA3BIBAIOINAs MOJIeKyla~  OOO3HA4al0T B UIMPOKOM CMBICIIE MOJIEKYIY,
KOTOpast crienn(UYecK CBA3BIBAET aHTHUIE€HHYIO JeTepMUHAHTY. HeorpaHn4ymuBarommmu
NpUMEpPaMU aHTUT€H-CBS3bIBAIOIINX MOJIEKYJ SIBJSIIOTCS AHTHTENa U UX (ParMeHThI,
KOTOPBIE COXPAHSIOT CBOMCTBO aHTHI€H-CIEN(PUIECKOrO CBSI3bIBAHUS, a TAKXKe APYTHE,
HE SIBJSIIOINMECS AHTUTEIAMH MOJIEKYJbI, KOTOpBIE CBSI3BIBAIOTCSI C O-CUHYKJIEUHOM,
BKJIOUAsi, HO HE OIPAaHMYMBASCH 3TUM, TOPMOHBI, PELENTOPbI, JUTAHMbI, MOJEKYJbI
rnaBHoro komuiekca rucrocopmectuMoctd (I'’KIT), maneponsl, Takue kak Oenku
teruioBoro moka (BTI), a Takke MOJNEKYJIbl MEXKJIETOYHOW aAre3ud, Takue Kak
NPEACTABUTENIN  HAACEMENCTB  KaArepuHa, HHTeprpuHa, JekruHa C-tuma
ummyHorobynuHa (Ig — ot anrn “immunoglobulin”). Takum o0pa3om, uTOOBI
UCKJIFOYUTh JIBYCMBICJCHHOE TOJIKOBaHHE, HO HE OTpaHM4MBas oObeMa H300peTeHwus,
CJIEAYIOIIHNE BAPHAHTHI PEATU3aLMK OTIMCAHBI IPUMEHHUTEIBHO K AaHTUTENIAM U MOJA0OHBIM
AHTHUTEIAM MOJIEKYJIaM, KOTOPbIE MPEACTABIIIOT COOOM CBS3BIBAIOIIME MOJIEKYJIBI JJIS
pa3paboOTKM TEpaneBTHUECKUX M JTUATHOCTUYECKHUX CPEencTB. B 1Opyrom BapuaHTe
peanu3anu M300peTeHHsT ONTUCAHHAS CBS3bIBAIOIIAS MOJIEKYJIa COIAEPIKHUT IO MEHbLIEH
Mepe OZHY TsKeNnyro uiH Jierkyro nenb CDR obnmactu monekynel antuTena. B apyrom
BapHUAHTE pean3alnu W300pEeTEeHUs] ONMUCAHHAS CBS3BIBAOIIAST MOJIEKYJIa CONEPIKUT IO
meHbineit Mepe nBe CDR o0nactu w3 onHOW wam OoJiee MOJIEKYJl aHTUTEN. B apyrom
BapHUAHTE pean3alru N300pEeTEeHUs] ONMUCAHHASL CBS3BIBAIOIIAST MOJIEKYJIa CONEPKUT TI0
menbineit Mepe Tpu CDR obnactu w3 omHOl mimm Oojiee MOJIEKyJl aHTUTEN. B apyrom
BapHUAHTE pealn3alny N300pEeTEeHUs] ONMUCAHHASL CBS3BIBAIOIIAST MOJIEKYJIa CONEPIKUT IO
MeHbIneit mepe detbipe CDR o0mactu U3 oqHOM wiin Oojiee MOJieKysl aHTtuTen. B npyrom
BapHUAHTE pean3alnu W300pEeTEeHUs] ONMUCAHHASL CBS3BIBAIOIIAST MOJIEKYJIa CONEPKUT TI0
menbineit Mepe matb CDR oOnacreli u3 oxHoM win Oosiee MoJiekyn aHtuten. B npyrom
BapHUAHTE pealn3alny W300pEeTEeHUs] ONMUCAHHAsI CBSA3BIBAIOIIAST MOJIEKYJIA CONEPKUT TIO

menbineii mepe mecte CDR oOnacteii n3 ogHON miu 0osiee MOJIEKYJT aHTUTEL.
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PackpreIThlii B JAHHOM TEKCTE CrOCOO AMArHOCTUKU TOBBIIIEHHOTO YPOBHS O~
CHUHYKJIEMHA B MO3r€ MCIbITYEMOrO NAlMeHTa, BKJIOYAEeT BBEACHHE MAaLUMEHTy -
CHUHYKJIEUH  CBSI3bIBAIOIEM  MOJEKYJbl,  Hanpumep,  aHTUTeNa,  WIH  €ro
AHTUT€HCBSI3BIBAIOLIETO (PparMeHTa, BapUaHTa WIM TNPOU3BOAHOTO. 3a HCKIIOYEHHEM
CJly4aeB, KOTOpble KOHKPETHO OTHOCSITCS K MOJHOpPa3MEPHbIM aHTUTENaM, TaKUM Kak
aHTHUTEJa IPUPOAHOTO NMPOUCXOXKACHUS], TEPMUH “aHTUTEINO K O-CUHYKJIEUHY BKJIHOYAeT
B ce0s1 MOJHOpasMepHbIe AHTHUTENA, a TaKKe AHTUIEHCBS3bIBAIOLIUE (PparMeHTHI,
BAPHAHTHI, aHAJIOTH WJIM MPOU3BOJHBIE TAKUX AHTUTEN, HANpUMEP, MOJIEKYJbl aHTUTEIN
INPUPOAHOTO MPOUCXOXKIASHHUS WM UMMYHOTJIOOYJINMHA, JTMOO UCKYCCTBEHHBIE MOJIEKYJIbI
aHTUTEN WM (pParMeHThbl, KOTOPbIE CBS3BIBAIOT AHTUI'EH TaKUM k€ o0pa3oMm, 4TO H

MOJICKYJIbI aHTUTECIL.

Tepmunb! “aHTHTENO” M “UMMYHOTIIOOYJIMH B3aUMO3aMEHSIEMO YHOTPEOISIFOTCS
B JJAHHOM TEKCT€. AHTUTENIO WJIK UMMYHOTJIOOYJIMH COZEPIKHT IO MEHbILIeH Mepe OIUH
BapuabeNbHbI JOMEH TSDKENOW Lenu H OOBIMHO COAEPKUT IO MeEHbIIeH Mepe
BapualeNbHble JOMEHBbI TsDKEJOH menu u Jerkod nemd. OCHOBHbIE CTPYKTYPBI
UMMYHODJIOOYJMHA TIO3BOHOYHBIX OTHOCHTENBHO XOpOIIO Hu3BeCTHBL (CmoTtpure,
nanpumep, Harlow et al. (1988) Antibodies: A Laboratory Manual (2nd ed.; Cold Spring
Harbor Laboratory Press).

YnorpeOnseMblii B JaHHOM TEKCT€ TEPMHUH “UMMYHOIJIOOYJIUH BKIFOYAET
MHOKECTBO OOIIMPHBIX KJIACCOB TOJIUIMENTHAOB, KOTOpPbIE MOXKHO —ONPENETHTD
ouoxumudeckuM crocodom. CrieranucraM B JaHHOW 00JaCTH TEXHUKH H3BECTHO, YTO
TSDKEJbIe LeNH KJIACCU(UIIUPYIOTCS MO KJIacCaM raMMa, MIO, aib(a, 1enbTa WIn UICUIIOH
(v, 1, o, O, €) C CyLIECTBOBAHUEM CPEIU HUX BHYTPEHHUX IMOAKJIACCOB (Hanpumep, y1-
v4). “Knacc” anTtutena omnpenensieTcsi Mpupoaoi nemu u odoszHaudaercs kak IgG, IgM,
IgA IgG wm IgE, coorBercrBenHo. Ilomkimaccel MMMYHOTJIOOyIHMHA (M30THIIBI),
nanpumep, 1gG1, 1gG2, 1gG3, IgG4, IgAl u m.O0., XOpOUIO XapaKTePU3YIOT M, KaK
U3BECTHO, OMNpPenessioT (PYHKIUOHAJIBHYIO CHenHain3anuo. MoaudpuirpoBaHHbIE
BAPHUAHTBI KAXKOTO M3 3THX KJIACCOB M M30THIIOB B KOHTEKCTE NAHHOTO H300pEeTeHHUs
SBJIIIOTCSL YETKO PA3MYUMBIMU Ui CHENHAJINCTa B JaHHOH OONACTH TEXHUKH W,
COOTBETCTBEHHO, BXOIST B 00BeM HaHHOTO u300pereHus. IIOHATHO, YTO BCE KIIACCHI
UMMYHOIJIOOyIIMHA BXOISIT B 00beM naHHOro wu3o0perenus. [IpuBeneHHOE HUXKe
obcyxkneHne B obmeM ciydae oTHocuTes Kk IgG kimaccy mosekyn uMMyHorio0ynnaa. B
ciyyae IgG THnMYHAsS MOJIeKyJIa HMMYHOTJIOOYJIMHA COEPKHUT JIBE UICHTUYHBIE JIETKUE

L[ENHU TIOJIUNIENTHIOB C MOJIEKYJIIPHOM Maccolt mpubnusutensHo B 23,000 JlanbToH U 1Be
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UJEHTUYHBIE TsDKENbIE LENU MOJUMENTUAOB C MOJeKyJsspHou maccon 53,000-70,000.
OOBIUHO YeThIpe LEeNH COETUHEHbI C TOMOIIBIO AUCYIb(PUAHBIX CBSA3EH B KOH(PHUTYpaLIHIO
“Y”-Tuna, B KOTOPOH JIeTKHe LIENH CKPEIISIOT TsDKeNble LT, pacoarasich Tak, YTo UX
HAa4yaJ0 HAaXOAWUTCS BO3Jie yCThs “Y”, a TMPONOJDKEHHE TMPOXOAUT 4Yepe3 BCHO

BapuadeIpbHyI0 00JIaCTh.

Jlerkue nenu kiaccuUIUPYIOT Kak Kamma wid asmona (x, A). Tsokenas nernb
M000T0 KiTacca MOXKET OBITh CBsI3aHa C JIETKOM LIEMbIO KaK Kamma, Tak U JIIMOa KJIacCoB.
Kak mpaBuno, nerkas W TsDKenas LENM KOBAJIEHTHO CBSI3aHbI JAPYr C JPyrom, a
“XBOCTOBBbIE” 4YaCTU JBYX TSDKENbIX LENel CBA3aHbl APYr C APYrOM KOBAJEHTHbIMU
IUCYNb(OUAHBIMU  CBSI3SIMM WM HEKOBAJEHTHBIMM CBSI3IMH B Cllydae, KOrjaa
UMMYyHOIJIOOYJIMHBl BbIpaOATBIBAIOTCS THOpUAOMaMHU, B-kierkamMu HiIM  KIETKaMH-
X035IeBaMM, TMOJY4eHHBIMH METOJaMM T'€HHOW MHXeHepuu. B  Tsbkenol unenu
AMHHOKHUCJIOTHBIE IOCIENOBATENbHOCTH HAYT OT N-KOHIA, HAaxOJAIIErocs Ha
Pa3BETBICHHBIX OKOHYaHMAX Y KoHpurypauuu, n0 C-KOHL@A, HAXOASLIErocs BHU3Y

KaKTOH LEIH.

Kak nerkasi, Tak W TspKenasi LM pasfesieHbl Ha 00JIACTH, XapaKTePU3YIOIIHeCs
CTPYKTYpHOH ¥  (QyHKUMOHANBbHOH romojioruei. TepMuHBI “KOHCTAHTHBIA |
“BapualenbHbI’ yHOTPEOISIOTCS (PYHKIMOHANIBHO. B CBsI3U ¢ 3TUM ClieqyeT MPpUHUMATh
BO BHHMaHUe, 4TO BapuadenpHble ToMeHbl pparmenToB serkoi (VL um VK) u Tsoxenoi
(VH) ueneii onpenessiroT pacro3HaBaHue U crenupUYHOCTh aHTureHa. M HaoOOpoT,
koHcTaHTHbIe noMeHbl Jierkod nemu (CL) u Tsokenor uermm (CHI, CH2 wnmm CH3)
OTPENEeNSIOT  Ba)XKHbIE  OHOJIOTMYECKHE  CBOWCTBA, TaKMe€  KaK  CEKpeLus,
TPaHCIUTALIEHTAPHAsI TOJABIDKHOCTh, CBs3bIBAaHHE ¢ FC penentopoM, CBsS3bIBAHUE
KOMIUIEMEHTa 1 ToMy nogoOHoe. OObIMHO HyMepalusi JOMEHOB KOHCTAHTHBIX O0sacTei
BO3PACTAET C YBEJIUYCHUEM PACCTOSIHHUS OT AHTHTCHCBS3BIBAIOLIETO YYACTKA WIIM AMUHO-
KOHIIa aHTHTeNa. N-KOHLEBOW ()parMeHT sBJsieTcsl BapuadenbHOH oOmacteio, B Ha C-
KOHIIEBOM (pparMeHTe HaxOauTCsi KOHCTaHTHasi oOnacth, nomensl CH3 u CL oObraHO

conepskat KapOOKCH-KOHEI COOTBETCTBEHHO TSIKEJIOW WITH JIETKOH IeTIeH.

Kak ykazaHo Bbillle, Hanu4re BapuaOeNIbHON OONACTH TO3BOJSIET AHTHTENY
I/I36I/IpaTeJ'IbHO pacrno3dHaBatb H CHeL[I/I(l)I/ILIeCKI/I CBSI3BIBATH DIIATOIIBI AHTUT'€HOB. JTO
o3Hayaer, 4yto VL nomeH u VH HOMEH WM COBOKYIMHOCTb M3 OMNPEAENSIOLINX
koMIieMeHTapHocTh oOmacteli (CDRs) B cocraBe 3Tux BapuadeIbHBIX JTOMEHOB

aHTHUTENa 00Pa3yI0T BMECTE BapHaleNbHYI0 00J1acTh, KOTOpPAs ONMpEneseT TPEXMEPHBIN
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AHTUT€HCBSI3BIBAIOLINHA Y4aCTOK. JTa YEeTBEPTHYHAsl CTPYKTypa aHTUTeNna obOpasyer
AQHTUTEHCBS3BIBAIOLUN Y4aCTOK, KOTOPBIM HAXOAUTCA HA KOHLE KaXAOr0 U3 PyKaBOB Y.
B wacTHOCTH, aHTUTEeHCBSI3bIBAIOIINK y4acTok omnpenensiercs: Tpemst CDR obnactsamu Ha
kaxaon u3 VL u VH ueneil. B HEKOTOpBIX ciydasix, Hanpumep, B Cly4ae HEKOTOPBIX
MOJIEKYJT ~ MMMYHOIJIOOYJIMHA, TOJYY4E€HHBIX OT  TNpeAcCTaBuUTeNell  ceMeicTBa

Bep6J'II-OI[OBI:>IX, nJin MOJIYUCHHBIX nyTeEM TeHHOH HUHXXCHCPUU Ha OCHOB€

2
UMMYHOTJIOOYJIMHOB BEPOJIFOIOBBIX, BCS MOJIEKYJIa UMMYHOTJIOOYJIMHA MOXET COCTOSITh
TOJIbKO W3 TSDKENBIX LeTed M He ConaepkaTh Jerkux uenei. Cmotpute, Hanpumep,

Hamers-Casterman et al., Nature 363:446-448 (1993).

B  anTuTenax mnOpuUpPOJHOTO  IPOUCXOXKAEHUS  LIECTb  “ONPEeAeNAIOLINX
KOMIUIeMeHTapHOCTh obnacteil” wmimu “CDR obnacteli”, mpUCYTCTBYIOIIUX B KaKIOM
AHTUIEHCBSI3BIBAIOLIIEM  Y4acTKe,  SBISAIOTCS  KOPOTKUMH,  HENPHJIETalolINMU
HOCJIEA0BATEIbHOCTIMH AMUHOKHUCIIOT, KOTOpBIE CIElH(UYEeCKH PaCHOJI0KEHbl TaKUM
oOpa3oM, uTOOBI OOpa3OBBIBATH AHTHICHCBS3BIBAIOIIMN JIOMEH, KOTAA aHTUTEJO
NPUHUMAET CBOI0 TPEXMEPHYI0O KOHQUIYypauMi B BOAHOH cpene. AMHHOKHCIOTHBIE
OCTaTKM AHTUTCHCBS3BIBAIOIIMX JOMEHOB, Ha3bIBaeMble “KapKacHbIMU — OOJacTAMH,
o0nafaroT MeHbLIeH MeXMOJEeKYJsIpHOH BapuabenbHOCThIO. KapkacHble obOmacté B
OOJIBIIMHCTBE ClIy4aeB NPUHUMAKOT P-ckiaaguatyro koHpopmaumo, a CDR obnactu
0o0pa3yroT MeTJIH, KOTOPBIE CBSI3bIBAIOT M B HEKOTOPBIX CiIy4yasix OOpa3yrOT 4acTb [3-
CKJIauaTol CTPYKTYypbl. Takum oOpa3om, KapKacHble OONACTH NMPUHUMAIOT y4acTHE B
oOpa3oBaHUM Kapkaca, KOTOpbIii oOecreunBaer pacrnojiockenue CDR oOnacteit B
NPAaBUJIBHON OPHEHTALMH, IYTEM MEKLENbEeBbIX HEKOBAJICHTHBIX B3aUMOACHCTBUIL.
AHTHIeHCBSI3bIBAIOIUI JTOMEH, OOpa3OBaHHBIA PACIOJIOKEHHBIMH B OMPEACICHHOM
nopsinke CDR oOnactsimu, ompenesnsieT KOMIUIEMEHTAPHOCTb MOBEPXHOCTH K SIUTOMY
UMMYHOPEaKTHBHOTO AHTUIeHA. JTa KOMIUIEMEHTapHash IMOBEPXHOCTh CIIOCOOCTBYET
HEKOBAJIECHTHOMY  CBSI3BIBAHUIO AHTHUTENA C COOTBETCTBYIOIIUM €My SIHUTOIOM.
Crnenumamuct B JaHHOH OONACTH TEXHUKH CMOXET JIETKO HIEHTH()ULIUPOBATH
aMHHOKHUCIOTHI, coctasisromre CDR obnacti u kapkacHble OOJNACTH COOTBETCTBEHHO,
IUTSL KQKJTOTO KOHKPETHOTO BapruadesIbHOTO JOMEHA TSKEJION WIIH JIETKOU LIeTel, TaK Kak

OHH y3Ke OBLTH TOYHO ONpPeNeieHbl (CMOTPUTE HUKE).

B ToMm cnywae, korma CymecTByeT ABa WM OoJiee OMNpENeNeHHH TEPMHHY,
KOTOPBII ynoTpeOnsieTcss W/Win SBISETCS TPHHATBIM B JAaHHOH OONACTH TEXHUKH,
OmnpeneseHrue TEPMHUHA, KOTOPO€ HMCHOJIb3YeTCs B AAHHOM TEKCTE, BKJIKYAEeT BCE 3TU

3HAUEHUs, €ClIM HMHO€ UYeTKO He yka3aHo. KOHKpeTHbIM MpUMepOM  sBIsETCA
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ynotpebiieHne TepMHUHA “OTmpeaessromas KoMIjieMeHTapHocTh odnmacte” (“CDR”) nmnst
TOro, LITO6I:>I OMUCATh HEMNPUIICTAOIMNE AHTUTCHCBA3BIBAOIHUE YYACTKHU, KOTOPBIC
HAXOMSITCS B COCTaBE BapUadeNIbHOM 001acTH MOJIMMIENTHIOB KaK TSKEJIOH, TaK U JISTKOU
neneil. Jta KoHKpeTHast obnacTe ObuTa onucana B paborax Kabat et al. (1983) U.S. Dept.
of Health and Human Services, "Sequences of Proteins of Immunological Interest" u
Chothia and Lesk, J. Mol. Biol. 196:901-917 (1987), xoTopble BKJIIOYEHbI B IAHHBIN
TEKCT NOCPEACTBOM CCBUIOK, U B KOTOPBIX OMNPECACIICHUSA BKIIOYAIOT MEPCKPBITUEC WU
MOATPYIIbI AaMUHOKHUCIOTHBIX OCTaTKOB IPU CPaBHEHUU APYT ¢ ApyroM. Tem He MeHee,
moboe u3 onpeneneHuit 1 odbosHaueHust CDR oOnactu aHTUTENa MM €ro BapHAHTOB
BXOAMUT B (DOPMYJIMPOBKY TOTO T€PMMHA, KOTOPBIN OINpeneNeH U yIoTpeOleH B JaHHOM
Tekcre. COOTBETCTBYIOIINE aMMHOKHUCIOTHBIE OCTaTKH, KOTOPbIX BXOHAT B coctas CDR
oOnactelt 1Mo onpeneneH o 000 U3 MPUBEIEHHBIX BbIIIE CCbUIOK, IPUBEAECHBI HUXKE B
Tabmune 1 nnst cpaBHeHMs. TOYHOE KOJMUYECTBO OCTATKOB, KOTOPbIE BXOIST B COCTaB
koHkperHoit CDR  obmactu, Oynmer  BapbupoBaThCsi B 3aBUCUMOCTH  OT
nocnenoBareibHocT U pasmepa CDR obmactu. Crneumanuctel B JaHHOHM oOnactu
TEXHHKH JIETKO MOTYT OIPEAEINUTh, KAKHe UMEHHO OCTATKU BXOJST B COCTaB KOHKPETHOM
CDR o0nacTi naHHON aMUHOKMCJIOTHOH MOCHENOBATENbHOCTH BapuabenbHOU obmacTu

AHTUTEIIA.

Ta6auua 1. Onpenenennst CDR oGnacreii’

Kabat Chothia
VH CDR1 31-35 26-32
VH CDR2 50-65 52-58
VH CDR3 95-102 95-102
VL CDR1 24-34 26-32
VL CDR2 50-56 50-52
VL CDR3 89-97 91-96

'Hymeparm Beex onpenencrnit CDR o6macteit B Tabiume 1 COOTBETCTBYET CHCTEME
HyMmepanuw, BeeacHHOH Kabat et al.. (cMoTpuTe HIpke).

Kabat et alTtakke BBenM CHCTEMy HyMepaluHu Ui TOCIEI0BATEIbHOCTEH

BapualOeNbHBIX JOMEHOB, KOTOPYKD MOJKHO TMPHMEHHTh K JIFOOOMY aHTHTENy.
Crneunanuct B JaHHOW OOJACTH TEXHMKM MOKET OJHO3HAYHO MPUMEHHTb CUCTEMY
“aymepanuu o Kabaty” k mo0oil mocienoBaTeIbHOCTH BapuabeabHOro noMeHa 0e3
UCTIOJIb30BAHUST KAKHX-THOO SKCIEePUMEHTAJbHBIX IaHHBIX 33 MCKIIOYEHHEM CaMoi
NOCIIEIOBATEIBbHOCTH. YTIOTpeOIieMOe B JTaHHOM TEKCTE BBIPAKEHUE ‘HyMepauus I10
Kabary” oTHOCHTCS K cCHCTEMe HyMepalnu, BBeieHHO! B padote Kabat ef al. (1983) U.S.
Dept. of Health and Human Services, "Sequence of Proteins of Immunological Interest."
Ecmu  He CCBUIKM HA HYMEpALMI  TMOJIOKEHUH

YKa3aHO HHOCE, KOHKPETHBIX
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AMHUHOKHCJIOTHBIX OCTATKOB B AHTUTEJIC K U~-CUHYKJICUHY HUJIN €0 aHTUT'CHCBA3bIBAIOLIEM
@parMeHTe, BAPUAHTEC WJIM MPOU3BOJHOM, KOTOPBIC SABJIAKOTCA NPEAMETOM HACTOAILICTO

u300peTeHmsi, COOTBETCTBYIOT crcTeMe HyMmeparuu o Kabary.

AHTUTENla WIM WX AHTHUICHCBS3bIBAIOLIME (PparMeHTbl, BApUAHTHI  HJIH
NPOM3BOJIHBIC, SIBIIIOLINECS MPEIMETOM HACTOAIIErO0 M300pPETEeHHUs, BKIIOYAIOT, HO HE
OTPaHUYHMBAIOTCSl 3TUM, TOJMKIOHAIbHbIE, MOHOKIJIOHAJbHBIE, MYyJbTHCIIEIH(DUIECKUE,
YeJOBEYeCKHe, T'YMaHM3HPOBAHHbIC, NMPUMATU3UPOBAHHBIE WM XHUMEpHbIE AHTHTENA,
OJTHOLIETIOYEUHbIE aHTHUTENA, SIUTONCBA3bIBaOIUe PparMeHTsl, Hanpumep, Fab, Fab' u
F(ab'),, Fd, Fvs, omgHouenoueunsie Fvs (scFv), mucynsdunceszanneie Fvs (sdFv),
¢dparmentsl, conepxxauine a VL wnn VH nomeHn, ¢pparmMeHTsl, nmosy4eHHbIE ¢ TOMOLIBIO
JKCIpecCHOHHON Oumbnuorekn Fab, u antumgmorunmyeckue (anti-Id) anTuTena.
Monekynel ScFv u3BecTHbl B JaHHON OONAcTH TEXHUKHM M OIMCAHbL, HANpPUMEp, B
narenre CIIA Ne 5,892,019, Mounekynasl HUMMYyHODIIOOYJIMHA WM AHTUTENA,
SBJSIFOLIUECS TPEIMETOM HACTOSINEro M300peTeHUs, MOTYT NPUHAIJIEKATh JIFOOOMY
tuny (Hanpumep, 1gG, IgE, IgM, IgD, IgA, and IgY), knaccy (nanpumep, 1gG1, 1gG2,
IgG3, IgG4, IgAl u IgA2 u T.1.) WK MOAKIACCY MOJIEKYJT HMMYHOTJIOOYJINHA.

YnorpeOnseMblii B JaHHOM TEKCTE€ TEPMHH “(parMeHT TSDKEJIOW wuenu”
0003HaYaeT aMHHOKHUCJIOTHBIC MOCJIEAOBATEIbHOCTH, TMOJYyYEHHbIE W3 TSOKENIOH Lernu
UMMyHOIIOOyIMHA. B HEKOTOpBIX BapHaHTaX peajn3alvd M300PETeHHs MOJUIENTHN,
conepskauuil pparMeHT TSKENIOHN Lenu, COAEPKUT MO MEHbIIeH Mepe OIUH JJIEMEHT U3
rpynnsl, cocrosimeii u3: VH nomena, CH1 nomeHa, mapHuUpHOTO (Hanpumep, BEpXHEH,
CpenHell u/vuau HbKHeW mapHupHoi obnacti) nomena, CH2 nomena, CH3 nomena nubo
UX BapUAHTOB WK (pparmeHTOB. Hampumep, CBSI3bIBAIOLINI MOTHUIIENTH], TIPUMEHIEMBbIH
B M300pETEeHHH, MOXKET COAEP)KaTh MOJUIENTUAHYIO Lenb, coxepkamyo CHI1 nmomew;
NOJIMMENTUAHYI0 Lenb, coxepkamyro CH1 pomen, mo wmeHslneidl mepe (parmeHt
mapHupHoro noMmeHa u CH2 nomen; nonunentuanyo Lens, cofepskamyro CH1 nomen u
CH3 nowmen; monunentuaHyro nenb, coxepxkamyro CHI pgomen, mo meHblel mepe
¢parment mapaupHoro nomeHa u CH3 1omMeH, WM TNOJUIENTHIHYKO LEMb,
cogepxamyro CH1 nomeH, mo MeHblueil mepe (parmMeHT mapHupHOro nomeHa, CH2
nomeH u CH3 nomen. B nmpyrom BapuwaHTe peanu3aliil TOJUIENTUI, SBISTFOLIUNCS
NPEAMETOM HACTOSIIET0 M300pETeHHs, COAEPIKHUT MOJHUMENITHAHYIO LIEMb, COAESPIKALIYIO
CH3 nomen. bonee Toro, B CBA3BIBAIOIIEM IMOJUIENITHC, TPUMEHSIEMOM B U300pETEHUH,
MOJKET OTCYTCTBOBATh 10 MeHbneil mepe ¢pparment CH2 nomeHna (nanpumep, Bech UM

gacte CH2 nomena) Kak Obuto yka3aHO BbIIE, CIEHUAIUCTY B JAHHOW OOJacTH
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TEXHUKU MOHSATHO, YTO BCE 3TU JOMEHBI (nanpumep, GparMeHThl TSKEJON [ern) MOTYT
ObITh MOAN(DUIIMPOBAHBI TAKUM 00PA30M, YTO UX AMHUHOKHCIIOTHBIE MOCIIEOBATEIBHOCTH
OyayT OTIMYaThCS OT TAKOBBIX B MOJIEKYJaX HMMMYHOIJIOOYJIMHA TPUPOIHOTO

MPOUCXOKACHUA.

B HExOTOpBIX BapuaHTax peaJ3aluy B ONHUCAHHBIX B JAHHOM TEKCTE aHTUTENAX
K O-CHHYKJIEMHYy JHOO WX aHTHUIEHCBS3bIBAOLINX (parMeHTax, BapHaHTaX WU
NPOM3BOIHBIX (DParMeHTHl TSDKENOW Lenu OJHOW MOJHUIENTHIHOW LEenu MYJIbTHMEpa
UJEHTUYHBI TAKOBBIM, IIPUHAMJIEKALIUM BTOPOU MOJIMIENTUIHON Lenu Mynbrumepa. 1
HANpPOTUB, SBJISFOIUECS MPEAMETOM HACTOSINEro H300pETEHNs] MOHOMEPBI, COAEpIKalne
(dbparMeHThI TSDKENON LN, He SBJIAIOTCS HAeHTHYHbIMU. Hanpumep, kakablii MOHOMED
MOJKET COZEp:KaTh OTJIMYHbIM MHIIEHb-CBSA3BIBAIOIIUN y4acTOK, 00pas3ys, Harpumep,

oucnenuduueckoe aHTUTEO.

@parMeHTbl TSKEJNON LEeNM CBS3bIBAIOIIEH MOJEKYJbl, IPUMEHSIEMON B
OINHCAHHBIX B JAHHOM TEKCTE CIOCO0ax, MOTYT ObITb MOJYYEHbI M3 Pa3HBIX MOJEKYJ
uMMmyHornoOynnHa. Hampumep, ¢parmMeHT TsOKeNnoOH Lenu TMOJNUMENTHAA MOJKET
comepxkatb Cyg; JOMEH, MOJyYeHHbIH u3 Mosiekynabl IgGl, u mapHHpHYHO 00JacTb,
NOJIy4eHHY0 13 MoJjiekysbl 1gG3. B apyrom mpumepe GpparMeHT TSDKEIOH e MOXKET
COIepKaTh IMAPHUPHYIO 0O0JacTh, TMOJYYEHHYK) YacTUYHO u3 Mosiekynbl IgGl wu
yacTU4HO W3 MoJsiekynbl 1gG3. B nmpyrom mpumepe (parMeHT TSDKEIOH LEenmd MOXKET
COZepKaTh XUMEPHYIO IAPHUPHYIO 00J1aCTh, MOTYyYEHHYIO YaCTUYHO U3 MoJekybl IgGl

¥ 4YaCTUYHO U3 MOJieKyJibl IgG4.

YnotpeOnsieMblil B JTAHHOM TEKCTE TEPMHH “‘(PparMeHT JIETKOH enu’” 0003HavaeT
AMHHOKUCJIOTHBIE ~ TIOCJIEZOBATENBHOCTH,  TOJYYEHHbIE M3  JIETKOM  LemnH
UMMYHOIJIOOYIINHA, Hanpumep, Kanma win jJsmOpa nerkod nemu. IlpeamodrurtenbHO

(bparMeHT JIerKOH Ienu CONEPKUT N0 MEHbIei Mepe oauH u3 nomeHoB VL wmu CL.

Kak Ob110 yKa3aHO BBILIE, CTPYKTYPBI CYOBEIMHHLL U TPEXMEPHast KOHQUTyparus
KOHCTAHTHBIX OOJIACTeH pAa3MYHBIX KJIACCOB HMMMYHOTJIOOYJIMHA XOPOIIO HW3BECTHBL
Ynotpebnsiemblii B taHHOM TekcTe TepMuH “VH nomeHn” o0o3Ha4yaeT aMUHOKOHLIEBOM
BapHabENbHBIH JOMEH TSDKENOW Ienu HMMyHornoOynmHa, a tepmuH “CH1 nomen”
0003HavyaeT mepBblil (OOBIYHO AMHHOKOHIIEBOW) JOMEH KOHCTAHTHOU OOJIACTH TSKEJIOH
nerrn ummyHornoOynuHa. CH1 pomen mpuneraer k¥ VH pomeny u  siBisiercst
AMHHOKOHILIEBBIM TI0 OTHOLIEHHWIO K INAPHUPHOH OOJACTH TSDKENON Iend MOJIEKYJIbI

UMMYHOTJIOOYTHHA.

K 3aaBke Ne 201490883



[0055]

[0056]

[0057]

[0058]

16

VYnotpeOnsemsblii B taHHOM TekcTe TepMuH “CH2 nomen” o0o3HauaeT ¢pparMeHT
TSDKEJION LTI MOJIEKYJIbI, KOTOPBIH MPOCTHPAETCS, HAIPUMED, MPUOIH3UTENBHO OT 244
ocratka 10 360 ocrarka aHTUTENA COIJIACHO OOLIEPUHATOMY MOPSAKY HYyMEpamuu
(octarku ot 244 no 360 coriacHo cucreme Hymepauuu o Kadary;, m ocratku 231-340
coriacHo EBporefickoii cucteme Hymepauuu, CMOTpuTe nutupyemyro padory Kabat EA
et al.). CH2 nomeH sIBIISieTCsSl YHUKAJIBHBIM B TOM CMBICJIE, YTO OH HE SIBJISIETCS] MAPHBIM
apyromMy nomeny. Hanpotus, e N-CBs3aHHbIE YITIEBOJHBIE LIETIN PACTIONOXKEHBI MEXAY
nsymst CH2 nomenamu ncxonHoil npupogHoi Mmosekyisl IgG. Taxxke XopoIio U3BeCTHO,
yro CH3 nomen npoctupaercsa ot CH2 nomena no C-xoHua monekynsl IgG u cogepkut

npubnusutenbHo 108 ocTaTKOB.

VYnorpeOnseMblii B JaHHOM TEKCT€ TEPMUH “‘LIapHUpPHAs o0nacTh’ 00O03HAUaeT
¢dbparMeHT TspKeIoN menu MoJieKkybl, Kotopsiid coenunser CH1 nomen ¢ CH2 nomenom.
Ota mwapHupHas 00NacTh CONEPIKUT MPHONU3UTEIBHO 25 OCTAaTKOB U SIBJISIETCS THOKOH,
HO3BOJISAS, TakuM OOpa3oM, ABYM N-KOHLEBBIM AHTUI'€HCBSI3BIBAIOIIUM y4acTKaM
aBUratbesi HesaBucUMO. lllapHupHBIE OOIACTH MOKHO pa3fenuTh Ha TPU OCHOBHBIX
JOMEHA: BEpXHHH, cpenHui W HwkHuUU nomeHbl (Roux ef al., J. Immunol. 161:4083

(1998)).

YnorpeOnsieMblii B JAHHOM TEKCTe€ TEPMHH “OHUCYJb(UAHAS CBsI3b  00O3HAYaET
KOBAQJICHTHYIO CBsI3b, KOTOPYKO O0pasyio aBa aToMa cepbl. Takas aMHHOKHCIIOTA, Kak
LIUCTEUH, COAEPKUT THOJIOBYIO IPYIIY, KOTOpask MOXKeT 0Opa3oBbIBATh JUCYJIb(UAHYIO
CBSI3b WJIM JTUCYJb(MUIAHBI MOCTHK CO BTOPOH THOJIOBOW rpymmoi. B OojbpmnHCTBE
mouekyn IgG npuponsoro npoucxoxnenust CH1 u CL obnactu cBsizaHbl MeXIy cCOOOM
IUCyNb(OUIHON CBSA3BIO, & IBE TSDKEJIbIE LIETTH CBS3aHbI ABYMsI TUCYIb(QUIHBIMUA CBSI3SIMH
B MOJIOXKEHUSX, COOTBETCTBYOIINX 239 u 242 coriacHo cucteMe Hymepanuu mo Kadary

(monosxenue 226 vnm 229 no EBponeiickoil cucteme HyMepaluu).

AHTHTENAa K O-CHHYKJIEHWHY JHOO0 WX aHTUTEeHCBS3bIBAOIIME (DpParMeHThl,
BAapPUAHTHI WJIH MPOU3BOJIHBIE, PACKPHITHIE B TAHHOM TEKCTE, MOTYT OBITh OMUCAHBI WJIH
OTIpeNeNieHbl B TaKUX TEPMHUHAX, Kak SmuTorn(sl) Wi (parmMeHT(bl) aHTUTEeHA(OB),
Hanpumep, TENEeBOTO TOJMIENTHAA, OMUCAHHOTO B JAHHOM TeKCTe (Hanpumep, o-
CUHYKJIEWHA), KOTOPBI OHM pACMO3HAKT U CHeUU(UYECKU CBSI3bIBAIOT. DparMeHT
LIEJIEBOTO TIOJIUTIETITH/IA, KOTOPBIA crieruduuecku B3aMMOJICHCTBYET v
AHTUTEHCBSI3bIBAIOIIM JIOMEHOM AHTUTENA, Ha3bIBAETCS “AIUTOTIOM~ WJIH “aHTHUT€HHOM

nerepMuHaHTON . lleneBoil MOJNUMENTUI MOXKET COMAEp KaThb OJIWH SIUTOM, HO, Kak
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MIPABIJIO, OH CONEPKHT MO MEHbBIIEeH Mepe JIBa SMUTOMA H UMEET B CBOEM COCTaBe JIIo0oe
KOJIMUECTBO 3MHTOMNOB, KOTOPOE 3aBUCHUT OT pa3Mepa, KOH(popMaluu U THIA aHTUTEHA.
Kpome TOro, cTrout OTMETUTh, HYTO ‘“SOHUTON  LEJEBOTO MOJUMENTHAA MOXKET
NPENCTaBISITh COOOW WM MOXKET COIep:KaTh JJIEMEHTHI, HE OTHOCSIINECS K

NOJIUTIETITUAY, HANpUMep, STIATOT MOKET COZIEPKaTh OOKOBYIO YIJIEBOIHYIO LIETIb.

Cunraercs, 4TO IJIs1 aHTUTENA MHUHHMMAJBHBIM pasMep SMHUTONA MENTHAA WU
MOJINIENTHAA COCTABIAET OKOJIO YEThIPEX-MATU aMUHOKHUCIOT. DIUTOMNbI NMENTUAA WU
NOJIMMENTHAA TPEANOYTUTENHO —CONEepKaT [0 MEHblIeH Mepe cemb, Oolee
NPEANOYTUTENBHO — IO MEHBIIEH Mepe AeBATh, U HanboJee MPEeNOUTHTEIBHO — MEXIY
no Mmenbiied Mepe 15 u okono 30 ammuokucnoramu. Tak xak CDR oGnacte moxer
pacno3HaTh MNENTUJ WJIH TMOJUIENTHJ AHTUIE€HA, HaXOSLIUNCA B CBOEH TPETUYHOU
¢dopmMe, aMHHOKHCIIOTHL, BXOASLIME B COCTaB OIUTONA, HE JOJUKHBI  ObITh
INPUJIETAIOIUMH, a B HEKOTOPBIX CIy4asX MOTyT Oake He MPUHAAIEKATb OIHOU
NEeNTUAHON Lenu. DMUTON NEeNTUAA WIN NOJUIENTHIA, Paclo3HaBaeMblil aHTUTENaMH K
0-CUHYKJIEHHY, SBJISIFOLIUMHUCS TIPEIMETOM HACTOSIIEro N300pETeHNsI, MOXKET COAePKaTh
NOCJIEAOBATEIbHOCTD U3 IO MEHbLIEH Mepe 4, 0 MeHbLIeH Mepe 5, IO MeHbLIel Mepe 6,
1o MeHbIel Mepe 7, 6oJiee MPennoOYTHTEIBHO — [0 MEHbLIEH Mepe 8, M0 MEeHbLIEH Mepe
9, no menbiei Mepe 10, mo Menbieit Mepe 15, mo MeHbineit mepe 20, MO MeHbLIEH Mepe
25, nmm ot okoJio 15 1o okos0 30 mpuerarIux Ui HENPUIIEraloIuX AMUHOKHUCIIOT O

CHUHYKJIEHHA.

IMon “cnenuduyecku CBSI3bIBAETCS OOBIYHO MOAPA3YMEBAIOT TO, YTO AHTUTEJNO
CBSI3bIBAETCS C ATTUTOTIOM C TIOMOIIBIO CBOETO aHTUT€HCBSI3BIBAIOIIETO JOMEHA, U TO, YTO
CBSI3bIBAHUE TIPENyCMATPUBAET HAJIMYME HEKOTOPOM KOMIUIEMEHTAPHOCTH  MEXAY
AHTUTEHCBSI3bIBAIOIIUM IOMEHOM U 3mUTONoM. COrllacHO 3TOMY OTPENETICHUIO, TOBOPSIT,
YTO AHTUTENIO ‘‘Crienu(UYECKU CBSI3BIBAETCS C OSIMUTONOM, B TOM ClIy4dae, €ClId OHO
CBSI3bIBAETCSA C 3TUM SIIUTONOM C TOMOIIBI0 CBOEr0 AHTUIE€HCBS3BIBAOLIETO TOMEHA
OoJiee JIETKO, YeM OHO CBSI3bIBAJIOCH ObI ¢ MPOU3BOJIBHBIM HEPOJCTBEHHBIM SITUTOIIOM.
Tepmun “cnenmduuHocTs” ymoTpeOiseTcss B AaHHOM TEKCTe JUIA  OLCHKH
OTHOCUTENIbHON aPUHHOCTH, ¢ KOTOpPOH ONpEeNeNIeHHOE AHTUTENO CBSI3BIBAETCS C
OTIpeneNIeHHbIM >nUuTonoM. Hampumep, MOXeT CUMTAThCs, YTO aHTHTENO “A” obnamaer
Ooniee BBICOKOH CrielM(PUYHOCTBIO B OTHOIIEHWHU JAHHOIO 3MHUTOMNA, YeM aHTuTeno “b”,
WJIH MOJKHO CKa3aTh, YTO aHTUTENO “A” cBsi3bIBaeTcs ¢ anutonoM “B” ¢ Oojee BbICOKOM

cneun(PUIHOCTBIO, YeM Ta, KOTOPOH OHO o0afgaeT B OTHOWEHUHU 3muTomna “T7.
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ITon BBIpaxkeHHeM “NIPENNOYTUTENIBHO CBSI3bIBAECTCA  IOAPA3YMEBAETCS, UTO
AHTUTEJIO CIIeL(PUIECKN CBA3BIBAETCS C SIMUTONOM OOJiee JIETKO, YeM OHO CBSI3bIBAJIOCH
OBl C POACTBEHHBIM, CXOXKHM, T'OMOJIOTHYHBIM HJIM AHAJOTHYHBIM SIMUTONOM. Takum
o0pa3oM, aHTUTENO, KOTOPOE “IPEANOYTUTENBHO CBSA3BIBAETCS C JAHHBIM SITUTOIIOM,
0oJiee BEPOSITHO CBSDKETCSI C 3THM SIIUTOIIOM, Y€M C POACTBEHHBIM SMTUTONOM, HECMOTPS
Jla’Ke Ha TO, YTO TAKOE€ AaHTUTEJIO MOKET AaBaTh MEPEKPECTHYIO PEAKLIMIO C POJICTBEHHBIM

SIMHUTOIIOM.

B kauecTBe HEOrpaHMYMBAIOIIETO IpHMeEpPa MOXKHO CUUTaTh, 4YTO AHTUTEJNO
MPEANOYTUTENBHO CBSI3bIBAET MEPBBINM 3MUTOI, €CIM OHO CBSI3bIBAET YKA3aHHBIN MEPBBIi
snuTon ¢ KoHCcTaHTou nucconuannu (Kp) menbieii, yem Kp anTuTeNa B Ciiydae BTOpPOro
3nuTOmNa. B ApyroM HEOrpaHMYMBAIOLIEM MPUMEPE MOXKHO CUMUTATb, YTO AHTUTENO
MPEANOYTUTENBHO CBA3BIBAET MEPBbIM AHTUIE€H, €CIIM OHO CBS3BIBAET MEPBBIM SMUTOM C
adduHHOCTBIO, KOTOpast MO CBOEH BENMYMHE IO MEHbLICH Mepe Ha MOPSAOK MEHbIIE,
yeMm Kp aHTuTena B ciaydae BTOpPOro snmutona. B npyrom HeorpaHn4uBaroieM InpuMepe
MOKHO CUUTaTh, YTO AHTUTEJO MPEANOYTUTENBHO CBSA3bIBAET MEPBBI SMUTOI, €CJIU OHO
CBSI3bIBAET INEPBBIN SMUTON ¢ ah(PUHHOCTBHIO, KOTOPas MO CBOEH BEJIMYMHE IO MEHbINEH

MEPE Ha Ba NMopsiAKa MECHbIIC, YEM KD AHTUTEIA B CJIy4da€ BTOPOIrO SIUTOIIA.

B 1pyroM HeOrpaHWYHMBAIOLIEM MPUMEPE MOXHO CUUTATh, YTO AHTHTENO
NPEANOYTUTENBHO CBS3BIBAET MEPBBIH SMUTOI, €CJIH OHO CBS3BIBACT MEPBBIN SMUTOI CO
ckopoctero auccormanuu (k(off)) menwieii, yem k(off) anturena B cimydae BTOpOro
smUTOona. B ApyroM HEOrpaHHMYMBAIOIIEM NpPUMEpPe MOXKHO CYUTATh, YTO AHTHTEINO
NPEANOYTUTENBHO CBSI3bIBAET MEPBBIA SMUTOI, €CJIM OHO CBSI3bIBAET MEPBBIA SMUTOI C
apPUHHOCTBIO, KOTOpasi MO CBOEH BEJIMYMHE [0 MEHbINEH Mepe Ha MOPSAOK MEHbIIE,
yem k(off) anturena B ciydae BTOporo smurtomna. B OpyroM HEOrpaHWYMBAOLIEM
NpUMeEpPe MOXKHO CUUTATh, YTO AHTHUTEJIO MPEANOYTUTENILHO CBS3BIBAECT MEPBBIN SMUTOI,
€CJIH OHO CBSI3BIBAET IMEPBbI SNUTON ¢ aQPUHHOCTBIO, KOTOPAsi MO CBOEH BEIUYHHE TIO
MEHbIIeH Mepe Ha JBa mopsiyaika MeHbine, 4eMm k(off) anTuTena B ciydae BTOpOrO

SMHUTOIIA.

MOXHO CuUWTaTh, YTO OMNHCAHHOE B IaHHOM TEKCTE€ AaHTUTENO JHOO ero
AHTUT€HCBSI3BIBAIOLINNA (PPArMEHT, BAPHUAHT HIIM MPOU3BOJHOE, CBSI3bIBAET OMHCAHHBIA B
JAHHOM TEKCTe LEIeBON MOJUNENTH T (Hanpumep, 4eIOBEUECKUN (-CHHYKJIEUH) JTHOO eTo
¢dparmMeHT nnm BapuaHT co ckopocThio aucconmanyn (k(oft)) mensmeit mubo pasHoii 5 X

107 ¢, 107 ¢!, 5 X 107 ¢! wm 107 ¢!, B Gomee mpeamouTHTENBHBIX CIYHasx MOXKHO
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CUHTATh, YTO AHTHUTEJIO, SIBJISTFOIIEECS MPEIMETOM HACTOSIIIEr0 U300peTeHus], CBSI3bIBACT
OMHMCAHHBI B JAaHHOM TEKCTe LEJeBOW MONUIENTUN (Hanpumep, UYeJIOBEUECKUN O-
CUHYKJIeUH) 00 ero ()parMeHT WM BapuaHT co ckopocThio auccormanmu (k(off))
o o N A | 5 - 5 - 6 1 106 -
MeHbIel mubo pasHoit 5 X 107 ¢, 107 ¢, 5 X 107 ¢, i 107 ¢, 5 X 107 ¢, 107 ¢

15X 107 ¢! 107 ¢

MO3KHO CuUuTaTh, YTO OIKCAHHOE B MAHHOM TEKCTE€ AaHTUTENO JUOO ero
AHTUTEHCBSI3BIBAIOLIHI ()PArMEHT, BAPUAHT HIIH MPOU3BOJHOE, CBSI3bIBAET OMUCAHHBIN B
JAHHOM TEKCTe LEeJIeBON MOJUNENTHN (Hanpumep, 4eIOBEUECKUN (-CHHYKJIEUH) JIHOO eTo
dbparMeHT M BapHaHT co cKOpocThio accommammu (k(on)) Gompmeit 6o pasHoit 10°
M c'l, 5X 10° M*! c'l, 10* M! ¢! wmm 5 X 10* M ¢!, B Gonee MPEANOYTUTENIbHBIX
Cy4asix MOYKHO CYHTaTh, YTO AQHTUTENIO, SIBIISIIOIIEECS TMPEIMETOM HACTOSIIEro
u300peTeHus, CBSI3bIBA€T OMNMCAHHBIM B JaHHOM TEKCTE LEJeBOH MOJHUIENTH]
(nanpumep, YenoBeYECKUIN O-CHHYKJIEHWH) MO0 ero (¢parMeHT WM BapHAaHT CO
ckopocThio accormarmu (k(on)) Gombreit 6o pasroit 10° M™ ¢, 5 X 10° M* ¢, 10°

M ¢! w5 X 10°M™ ¢! i 10" M ¢

CyuraeTcs, 4YTO aHTUTEJIO KOHKYPEHTHO MHIHOUPYET CBSI3bIBAHHE KOHTPOJBHOTO
aHTUTENA C JAHHBIM SMUTONOM, €CIM OHO MPEANOYTUTENBHO CBS3BIBAETCS C OTUM
SMUTOTIOM JIO COCTOSIHMS, KOTZIa OHO B OINpENeJeHHON CTerneHH OJIOKUPYET CBSI3bIBAHUE
KOHTPOJIBHOTO aHTHUTeNa ¢ 3MUTONOM. KOHKYpeHTHOe MHrHOMPOBAaHHE MOKET ObITh
ompezeNieH0 JOObIM H3BECTHBIM B JAaHHOH OOJAaCTH TEXHHMKH CIOCOOOM, Hampumep,
MeToIOM KOHKypeHTHOro M®A. CuuTaercs, 4TO aHTUTEJIO KOHKYPEHTHO HHTUOHpYeT
CBSI3bIBAHNE KOHTPOJIBHOTO aHTUTENA C JAHHBIM SMHUTOIMOM Ha MO MeHbIer mepe 90%,
no Menblueii mepe 80%, mo menbinelr mepe 70%, mo MeHblieit mepe 60% wnu mo

MeHbinel mepe 50%.

YnorpeOnseMblii B JaHHOM TEKCT€ TEPMHH “apPUHHOCTH OTHOCUTCS K
OTIPENIENICHUIO CHJIbI CBsI3bIBaHMs OThenbHOro snurona ¢ CDR o0nacTero MOJeKysbl
ummyHornobynuHa. Cmotpure, nanpumep, Harlow et al. (1988) Antibodies: A
Laboratory Manual (Cold Spring Harbor Laboratory Press, 2nd ed.), crpanumsr 27-28.
YnorpeOnsieMblii B JaHHOM TEKCT€ TEPMHH “‘AocTarodHas ad(UHHOCTH O3HA4yaer
IOCTAaTOYHYIO  CHJIy  CBSI3bIBAHHMS ~ AQHTHUTENA K  O-CHHYKJIEMHY  HWJIH  €ro
AHTUT€HCBSI3BIBAIOLIETO (PparMeHTa ¢ O-CHHYKJIEHHOM WJIM €ro S3IMUTONOM JUIS TOTO,

4TOOBI U3MEHHUTh OOIINK OTTOK anb(a CHHYKJIEHHA W3 MO3ra B KPOBb JHOO M3 MO3ra B
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C)XK. YnorpebinsieMplii B JaHHOM TEKCTE TEPMUH “OOIUNA OTTOK  O3HAYaeT IIOJIHBIN
p p

NOTOK O-CHHYKJIEHHA M3 MO3ra B KpoBb 100 n3 mo3ra B LICK.

YnotpebnsieMblii B TaHHOM TEKCT€ TEPMUH “aBUANTET OTHOCUTCS K OOIMIei
CTa0MJIBHOCTH KOMIUIEKCA MEXIy TMOMYJIIUed MMMYHOTJIOOYJIMHOB M aHTHUTE€HOM, TO
ecTb, K J(QEeKTUBHONW CuUJIE€ CBS3bIBAHUS CMECH HMMYHOIVIOOyJMHA W aHTUIeHA.
Cwmortpure, nanpumep, Harlow, ctpanupst 29-34. Apugurer cBsi3aH Kak ¢ ad(UHHOCTHIO
OTJENBbHBIX MOJIEKYJ] UMMYHOTJIOOYJIMHA B OMYJISIUM K CIIEHU(pUIECKUM 3IIUTOIAM, TaK
U C BaJEHTHOCTAMH HMMYHOIJIOOYJIMHOB W aHTureHa. Hampumep, B3ammopeicTaue
MEXJy  OMBAJIEHTHBIM  MOHOKJIOHAJBbHBIM  QHTUTEJIOM U AHTUTEHOM  C
BBICOKOTIOBTOPSIFOINENHCST  CTPYKTYpOH  SMUTONA, TakoW Kak mojgumep, Oyxer

XapaKTEPU30BATHCA BBICOKUM aBUUTETOM.

AHTHUTENa K O-CHHYKJIEHHY JHM0O WX aHTUTEHCBSI3bIBAIOIINE (ParMeHThI,
BApUAHTHI WM IIPOU3BOIHBIE, PACKPBITHIE B JAHHOM TEKCTE, TAK)KE MOTYT ObITh ONHCAHBI
WIN OINpeIeNieHbl B TePMHMHAX HX MEPEeKPEeCTHOH pPEeakTHBHOCTH. YNOTpeOssieMblli B
JaHHOM TEKCT€ TEPMHMH ~TIEPEKPeCTHAas PEaKTUBHOCTH O00O3HauaeT CrIocOOHOCTB
aHTUTENA, CIeNU(UIECKOr0 OJHOMY AaHTUTEHy, BCTYIAaTh B pEAKIHMI0 C APYTUM
AHTUIEHOM, U SIBJISIETCS MEpOH pPOACTBA MEXIY IBYMsl Pa3JIMYHBIMH AHTUI€HHBIMU
COCAUMHCHUAMU. Takum 06pa30M, AHTUTECJIO SABJACTCA NEPEKPECTHO PCAKTUBHBIM, €CJIU
OHO CBA3BIBACTCA C OJSIIMTOIIOM, OTJIHYHBIM OT TOIO, KOTOprfI UHAYOHUPOBAJI €10
obOpas3oBanue. IlepekpecTHO PeaKTUBHBIN SMUTOI, KaK MPABUIIO, COMEPKUT MHOTO TaKUX
JK€ KOMIUIEMEHTAPHBIX CTPYKTYPHBIX 3JIEMEHTOB, YTO M MHAYLMPYIOLIUNA 3IMUTOI, U B

HEKOTOPBIX CIydasaX MOXET MOAXOOUTD JIyYIlIEC, YEM OCHOBHOM.

Hanpumep, omnpeneneHHble aHTUTENAa B HEKOTOPOW CTENEeHH OOJamaroT
NEPEKPECTHON pPEaKTUBHOCTBIO, KOTOpPasi MO3BOJSIET UM CBS3BIBATH POJICTBEHHBIE, HO
HEUICHTUYHbIE SIIUTOMbI, K HpUMepy, STMUTONB] Ha N0 MeHbluel Mepe 95%, no mMeHbLel
mepe 90%, no menbiueii Mepe 85%, o mensiuel Mepe 80%, mo menbiuel Mepe 75%, 1o
MeHbuieil Mmepe 70%, no meHbiuel Mepe 65%, no MeHbleil Mmepe 60%, Mo MeHbIIeH Mepe
55% wu mo wmenbiieir mepe 50% wuneHTHYHBbIE (TIO pacyeTry ¢ MOMOIIBIKD CIIOCOOOB,
W3BECTHBIX B TAHHOH 00JIACTH TEXHUKH U ONMCAHHBIX B JAHHOM TEKCTE) KOHTPOJIBHOMY
snurony. CYUTaeTCs, 4TO aHTUTENO O0JNaAaeT HU3KOW MEPEeKPECTHON pPEeaKTUBHOCTHIO
wii He obOjamaer ero BOOOILIE, €CIi OHO HE CBS3BIBAET SMHUTONBI MeHee ueM Ha 95%,
MeHee yeM Ha 90%, meHee yeM Ha 85%, meHee yem Ha 80%, meHee yeM Ha 75%, MeHee

yeM Ha 70%, meHee ueM Ha 65%, meHee yem Ha 60%, meHee yeM Ha 55% 1 MeHee YeM Ha
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50% wunenTHyHBIe (MO pacyeTy C MOMOINBIO CIIOCOOOB, M3BECTHBIX B JAHHOW OOJacTH
TEXHUKU W OINMUCAHHBIX B JAHHOM TEKCTE) KOHTPOJBHOMY SIMUTOMNY. AHTHTEJIO MOYKHO
CUHUTATh “‘BBICOKOCTIEH(PHUECKUM IO OTHOIICHUIO K OMPEIEIICHHOMY JIUTOIY, €CJIU

OHO He CBSI3bIBAET OO0 APYroii aHaJIor, OPTOJIOT UJIM TOMOJIOT 3TOTO 3MUTOTIA.

CBﬂSbIBaIOH_II/Ie OL-CI/IHYKJ'IeI/IH MO.]'IeKy.]'[bI, Hcmpwwep, AHTUTECJIA .]'II/I6O ux
AHTUT'CHCBA3BIBIOIIIUEC (I)paFMeHTbI, BapI/IaHTbI NN l'[pOI/ISBO)IHbIe, OIMNMCAHHBIC B JAHHOM
TEKCTE, TaKK€ MOTYT OBITb OINWCAHBI WM ONpENeNeHbl B TePMHUHAX HX apPUHHOCTH
CBA3BIBAHUA 110 OTHOIICHHUK K HOJ'II/IHel'ITI/IZ[y, SIBJ'ISIIOI_HCMYCﬂ Hpe):[MeTOM JAHHOI'O
u300peTeHus,  Hanpumep, YENOBEUECKOMY  O-CHHYKJIeuHy. IlpeamodrurenbHele
apPUHHOCTH CBS3BIBAHHUS BKJIIOYAIOT TAKHUE, KOTOPbIE XapPaKTEPU3YIOTCS KOHCTAHTOM
muccormanmy i Kd menbireit, uem 5 x 102 M, 102 M, 5x 10° M, 10° M, 5x 10™* M,
10°M, 5x10°M, 10°M, 5x 10°M, 10°M, 5x 107 M, 10" M, 5 x 10® M, 10 M, 5
x 10°M, 10° M, 5x 107" M, 107" M, 5x 10" M, 10" M, 5x 102 M, 102 M, 5 x 10"
BM, 107 M, 5x 10 M, 10" M, 5 x 10™"° M mm 107° M.

@DparMeHTbl aHTHUTEN, BKJIIOYAsl OJHOLENOYEYHbIE aHTUTENA, MOTYT COJEpPKaTh
BapuabesbHyr0 001acTh(TH), KaK OJIHY, TaK U B COYETAHUH C KAKMM-JTHOO U3 CISTYIOLINX
TIOJTHOPA3MEPHBIX 3JIEMEHTOB WU ero pparmenTom: mapuupHoii obnacteto, CH1, CH2 u
CH3 nomenamu. Taxke BKIIOUYEHBI AHTHIEHCBS3BIBAIOIINE (DPArMEHTBI, TaKkKe
comepxamue JirOOyr0 KoMOMHanuio U3 BapuabenbHOH obOnactu(edl) ¢ LIApHUPHOU
obnactero, CHI, CH2 u CH3 pnomeHamu. CBs3BIBAIOLIME MOJIEKYJIbI, HANpUMED,
OTHMCAHHBIE B JAHHOM TEKCTE AHTHUTENAa WM WUX AHTHUTCHCBSI3bIBAIOIINE (PPAarMEHTBI,
MOTYT UMETh JIF00O€ JKUBOTHOE MPOUCXOKIACHHUE, BKIFOYAs NTHUI] M MJIEKOMHUTAIOIINX.
AHTHTENa MOTYT SBIIITBCSI AHTUTEJIAMU YEJOBEKAa, MBILIM, OCJa, KpPOJIMKA, KO3Ja,
MOPCKOW CBUHKH, BepONIONa, Jlambl, JIOMIAOW WM LbIIUIEHKa. B Apyrom BapuaHTe
peanm3anyu n300peTeHus1 BapuadenbHas 00IaCTh MOXKET OBITh MOJIy4eHa OT XPSIIEBBIX

poIO (Hanpumep, OT axkym).

YnotpeOnsaeMbIM B JTAaHHOM TEKCTE TEPMHUHOM ‘XHMEPHOE AHTHUTENO TPHUHSITO
o0o3HavaTh M000€ AHTUTENO, B KOTOPOM HMMMYyHOPEAaKTHBHAsl OOJACTh MM YYacTOK
NPUHAJIKUT WM MOJIydeHa OT OJHOTO BUJA, a KOHCTAHTHAsA 00nacTh (KOTOpasi MOXKET
OBITH TOJHOW, YaCTUYHON WM MOAM(HULHMPOBAHHOH B COOTBETCTBUH C HACTOSLINM
n300peTeHneM) NPUHAUICKUT ApyroMy BuAy. Hampumep, ueneBas CBs3bIBArOINAs
00JJacTh WM Y4aCTOK MOTYT OBbITh HEYENOBEUECKOTO MPOHMCXOXACHUs (nanpumep, OT

MBIIIM WM TpUMarta), a KOHCTaHTHas o0OJacTb MOXKET OBITh YeJNOBEYECKOTO
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npoucxoxkaeHust. 1 HaoGopoT, cBs3bBarOmasl OONACTh MOJHOCTBIO UEJIOBEYECKOTO
IPOUCXOKAEHUS] MOXKET COUYEeTaThCs C KOHCTAHTHOH OOJAacTBIO HEYETIOBEYECKOrO

NPOUCXOXKACHUS (Hanpumep, MBILIUHON ).

YnorpeOnsieMble B JTaHHOM TEKCTE€ TEPMHUHBI ‘MYPUHHU3UPOBAHHOE AHTHUTENO
WIH “MyPUHU3UPOBAHHBIA UMMYHOTJIOOYJTMH 0003HAYAIOT AHTUTEJO, COAEPIKAINee OHY
wm 6onee CDR obnacteii, mony4eHHBIX W3 YEJOBEUYECKOrO AHTUTENA, SIBJISTFOINErOCS
IPEAMETOM HACTOSIIEro M300pETeHUs; M YeJIOBEYECKYI0 KapKacHYI 00JacTb, KOTOpas
COZIEPKUT aMUHOKHCJIOTHBIE 3aMELIeHHs] W/WIM AeNelNH, W/WIN UHCEPLHH Ha OCHOBE
NOCJIEIOBATEIbHOCTH ~ MBIIIMHOTO — aHTUTena.  YenoBeueckHuil  MMMYHOITIOOYJIMH,
apisomuiics  ucrtouHnkoM CDR - oOmacredl, HasbiBaeTcs “pOAUTENBCKUM MU
“aKLenTOPHBIM , @ MBIIIMHOE AHTUTEJNIO, SIBJSIOLIEECS MCTOYHUKOM 3aMelIeHUuN B
KapkacHOH o0JjacTH, Ha3biBaeTcsi “HOHOpHbIM . Hammume KOHCTAHTHBIX oOnacred He
00s13aTeIbHO, HO €CJIM OHU MPUCYTCTBYIOT, OHM, KaK MPABUJIO, B 3HAYUTENILHON CTENEHH
UJIEHTUYHbl KOHCTAHTHBIM OOJIACTSIM MBIIIMHOTO AHTUTENA, M.€., WACHTHYHbI IO
MeHblIeH Mepe Ha 85-90%, mpeamouTuTenbHO — nmpubausuTenbHO Ha 95%. B cBsidu C
5THM, B HEKOTOPbIX BApUAHTAX pealu3alMyd H300peTeHUus, IOJHOPA3MEpPHBIN
YeJIOBEYECKUI MYpPHUHH3HPOBAHHBI HMMYHOIJIOOYJIHMH, COAEPKAIUH TSDKENYH HIIH
JIETKYI0 1IeMb, COAEP’KUT MBIIIMHYI0 KOHCTaHTHYK o0Ojacth, dvenobeueckrne CDR
o0JacTd M B 3HAUUTENHPHOW Mepe YeJOBEYECKYH0 KapKacHYKH o0JacTh, B KOTOPOM
UMeEeTCs] HEKOTOpPO€ KOJIMYECTBO ‘MYPHUHHM3HUPOBAHHBIX  aMHHOKHMCIOTHBIX 3aMEH.
OObIYHO ~ “MYPUHU3UPOBAHHOE AHTUTENO  SIBJISIETCS  AHTUTEJIOM,  COIEP KAIINM
MYPHHU3HPOBAHHYIO BapuaOeNbHYK JIETKYKO LeNb W/WIH MYPUHU3UPOBAHHYIO
BapHaOENbHYIO TSUKENYIO Lenb. Hanpumep, MOHSTHE MYyPUHH3HPOBAHHOTO aHTUTENA HE
BKJIFOYAeT OOBIYHOE XMMEPHOE AHTHTENO TMOTOMY, YTO TOJHas BapuadenbHast 00jacTb
XHUMEPHOTO aHTUTEJNA SIBJIIETCSI HEMBIIUHOW. MOIU(pHUIMPOBAHHOE AHTUTENIO, KOTOPOE
OBLIO “MYPUHU3HPOBAHO C TIOMOIIBIO MPOIIECCa “MYPUHU3ALUN , CBSI3BIBAETCS C TEM Ke
CaMbIM aHTUT'€HOM, YTO U POAUTENBCKOE aHTUTEJIO, KOTOpoe siByisieTcss uctouHukom CDR
oOyacTeil U, KaK MPaBHJIO, SIBJISIETCS] MEHEE UMMYHOTE€HHBIM B MBILIHHOM OPTaHU3ME IO

CPaBHCHHUIO C pOAUTEIBCKHUM aHTUTECIIOM.

YnotpebnsieMblii B TaHHOM TEKCT€ TEPMUH “‘CKOHCTPYUPOBAHHOE AHTHUTENO
0003HaYaeT aHTHUTENIO, B KOTOPOM BapuadebHbIN JOMEH B JIETKOU WM TSDKEION ey,
100 B 00OMX, U3MEHEH NyTEeM [0 MEHbBIIEH Mepe YaCTHYHOTO 3aMEIICHUs] OJHOM MIIH
6onee CDR obnacreii aHTHTENA C H3BECTHOM CIIEU(PUUHOCTBIO H, TPH HEOOXOIUMOCTH,

IyTeM YaCTHYHOTO 3aMelIeHUs] KapKacHOIl 00JacTH M 3aMeHbI MOCIeNOBATENbHOCTEH.
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Xotss CDR o0macti MoryT ObITh MOJNy4YEHBI U3 AHTUTENA TOTO )K€ KJIAcca WM JIaxe
NOJKJIacca, 9YTO W aHTUTENO, W3 KOTOPOrOo TOJY4YeHbl KapKacHble oO0nacTH,
npeaycmarpuBaercs u 1o, uto CDR obGmactm Moryr ObITh MOJyYeHBI M3 AHTHTENA
OTJIMYHOTO KJlacca M, MPENNOYTHTENIBHO, W3 aHTUTENA, MPUHAMIEKAIIEr0 OTINIHOMY
Buny. CKOHCTPYMPOBAHHOE aHTHTENO, B KOTOPOM oaHa wuju Oosee “moHopHbIX CDR
oOyacTell, MONy4YEHHBIX M3 AHTUTENA HEUeJIOBEUYECKOTO MPOMCXOXAEHUS C HM3BECTHOU
ceun(UIHOCTBIO, BCTABJEHbI B YEJOBEYECKYIO KapKacCHYK 00JacTh, COAEPIKaLIyIO
TSDKENYI0 WJIM JIETKYIO IIeTlb, Ha3blBAE€TCSI B JAHHOM TEKCTE ‘‘TYMaHH3UPOBAHHBIM
anturenom”. 3ameunienne scex CDR oGnacreii monaeivu CDR obnactsamu U3 1OHOpHOTO
BapuabEeNpbHOrO JOMEHAa M TOro, 4YToObl TEpPEeHECTH AHTHIEHCBSI3BIBAIOLIYIO
CIIOCOOHOCTP  OT OJHOTO BapHaleNpbHOrO JOMEHa Ha JApYrod, MoxkeT ObITh
HeoOs3aTenbHbIM.  Ckopee, HEOOXOOUMBIM SIBJISIETCS NMEPEHOC TOJBKO TeX OCTATKOB,

KOTOpPBIC HeO6XO)_II/IMI>I A COXPAaHEHWA aKTUBHOCTH LEJICBOI'O CBA3BIBAIOIICTO yHaCTKa.

VnotpebisieMble B TaHHOM TEKCTE TEPMHHBI “4eJIOBEYECKHE WM “TIOJHOCTBIO
YeJoBeUecKre’ aHTUTeNa BKIIOYAOT T€ aHTUTENA, KOTOPhIE COMIEPKAT AMUHOKHUCIOTHYIO
NOCJIEIOBATEIbHOCTD YEJIOBEUECKOr0 HMMYHOIJIOOYJIMHA, W BKIIOYAIOT AHTHUTENA,
BBIJICJICHHbIE M3 OHONMOTEK YeNOBEYeCKOr0 WMMYHOIJIOOYJMHA WM M3 JKHBOTHBIX,
TPAHCTEHHBIX B OTHOIIEHUH OJHOTO MK 00Jiee YeJOBEYECKHMX UMMYHOTJIOOYJIUHOB, U HE
SKCIPECCUPYIOIIUE SHIOTEHHbIE HIMMYHOTJIOOYJIMHBI, KaK OTIMCAHO HIDKE W, HalpuMep,
Kucherlapati ef al. B nmarenre CIIIA Ne 5,939,598 “UenoBeveckrie” WU “TMOJTHOCTHIO
YyelioBeYeCkrue aHTUTeNa Takke BKIIOYAIOT T€ AaHTHUTENa, KOTOphble COJAEp)KaT IIo
MeHbIIEH Mepe OHY BapHaOeNbHYI O0JaCTh TSDKEJIOW LEMU WM MO MEHbIIeH Mepe
BapuabenbHble O0JACTU TSDKENOW LEeNUd W JITKOH IenH, B KOTOPBIX BapHaOeNbHBIN
nOMeH(bI)  COIEPKUT  aMUHOKHCIOTHYK)  IOCIENOBAaTEIbHOCTh  BapHAOENbHOTO

JIOMEeHa(OB) YEJIOBEYECKOT0 HMMYHOTJIOOYTNHA.

“Uenmopeueckue” MIM “TIOJHOCTBIO YeJIOBEUECKHE AQHTUTENIA TAK)KE BKIIFOYAIOT
ONMCAaHHbIE B JAHHOM TEKCTe ‘‘UejloBeueCKHe WM “TOJHOCTBI) YeJOBEUECKHE
AHTHUTENIa, KOTOpbIe COAEPIKAT, B 3HAYUTENbHOUW CTENEHU COCTOST U3 WM COCTOSAT W3
BApPUAHTOB (BKJIOYAsT MPOU3BOAHBIE) OMHCAHHBIX B JAHHOM TEKCTE€ MOJIEKYJ aHTUTEN
(nanpumep, VH obnacreit w/wnn VL oOnacteii), mpu 3TOM aHTUTENA WIN UX (PparMeHThI
UMMYHOCTICIIU(PUYIECKH CBSI3bIBAIOTCSI C MOJIUIMENTHAOM (-CUHYKJIEMHA JIUOO ero
¢parmMeHTOM WM BapuaHTOM. JLis TOTO, 4TOOBI BHECTH MyTallid B HYKJICOTHUIHYIO
MOCJIEZIOBATEIbHOCTb, KOIUPYIOIIYIO YeJIOBEUeCKOe aHTHTENO K O-CHHYKJIEHHY, MOKHO

NPUMEHUTL CTAHAAPTHBIC TCXHOJIOTWMH, H3BECTHLIC CIICLUAJIUCTaAM B I[aHHOfI obmactu
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TEeXHUKH, W BKJIIOYAIOIIHE, HO HE OrPAaHWYMBAIOLIMECS 3TUM, CalT-HAIPaBJICHHBIN
mytarenes u III{P-onocpenoBanHblil MyTareHes, KOTOpble PUBOAST K AMUHOKUCIIOTHBIM
3ameHaM. [IpennouTuTenbHO BapUaHTHI (BKIIOUAs MPOM3BOIHBIE) KOAMPYIOT MeHee S50
AMUHOKHCIIOTHBIX  3amMeH, MeHee 40 aMHUHOKUCIOTHBIX 3ameH, MeHee 30
AMUHOKHCIIOTHBIX  3aME€H, MeHee 25 aMUHOKUCJIOTHBIX 3ameH, MeHee 20
AMUHOKHCIIOTHBIX ~ 3aMeH, MeHee |5 aMUHOKUCIOTHBIX 3ameH, MeHee 10
AMHHOKHCIJIOTHBIX 3aME€H, MEHEE 5 aMHUHOKHUCJIOTHBIX 3aMEH, MeHee 4 aMUHOKHUCIOTHBIE
3aMEHbI, MeHee 3 aMHMHOKHUCJIOTHBIX 3aM€H WIH MeHee 2 aMHUHOKHCIOTHBIX 3aMEH,
poncreeHHbIX KoHTposbHON VH obnactu, VHCDR1, VHCDR2, VHCDR3, VL o6nacty,
VLCDRI, VLCDR2 unu VLCDR3.

[0078] B opgHOM acnekrTe peanu3alMyd aHTUTENO, SIBJSIFOLIEECS MNPEAMETOM [JaHHOIO
n300peTeHNs, SABJIAETCS YeJOBEUECKHMM MOHOKJIOHAJIbHBIM AHTHTEJIOM, BBIJENEHHBIM U3
YeJIOBEYECKOrO OpraHu3Ma. B HEKOTOpBIX Cilydasix KapkacHas o0JacTh 4YelOBEYECKOTo
aHTUTENIAa BHIPOBHEHA M BBIOpaHAa B COOTBETCTBUU C HAXOAAIIMMHUCS B Oa3e JaHHBIX
MOCJIEIOBATEILHOCTSIMA ~ BapualeNbHOM  O0NacTy  TMOAXOIAINEed — YeOBEUECKOM
3apOJBILIEBON JIMHUM, cMoTpute, Hanpumep, Vbase (http://vbase mrc-cpe.cam.ac.uk/),
npunaanexamyio MRC Centre for Protein Engineering (KemOpumk, Benukobpuranus).
Hanpumep, aMHHOKHCIIOTBI, KOTOpbIe, KaK CYHTAETCs, MOTEHIHAIbHO MOTYT
OTKJIOHATBCSI OT TIOCJIENOBATENIBHOCTH YHUCTOW 3apOABIIIEBON JIMHUM, MOTYT OBIThb
BKJIIOYEHBl BO BpeMs Mpouecca KiIOHHMpoBaHuss ¢ mnomoupto [IIP npaiimepnoi
NOCIeIOBATEIBHOCTH. 10 CpPaBHEHMIO C HCKYCCTBEHHO TMOJIyYEHHBIMH AHTUTENIAMHU,
KOTOpPBbIE MOJOOHBI YEJOBEUECKUM, TAKUMH KaK OZHOLENOYeYHbIe (PParMeHThl aHTHTEI
(scFvs) u3 OubmuoTexkn MACHTU(PUIMPOBAHHBIX (HArOBBIX AHTHUTEN WJIH TOJTyYEHHBIE OT
KCEHOTEHHBbIX MBbIIICH, YeJOBEUECKHe MOHOKJIOHAJbHbIE AHTHUTENA, SIBIIIOLINECS
NPEAMETOM JAHHOTO H300PETEeHHs], XapaKTepU3yrTCs TeM, uTo (1) ObUIM MOJy4YeHBl C
MIOMOIIBIO YEJIOBEUECKOTO HIMMYHHOTO OTBETA, & HE SBJITIOTCSI MMHTATOPAMHU JKUBOTHOTO
NPOUCXOXKACHUS, M.€., AaHTUTENO ObUI0 OOpa3oBaHO B OTBET HA E€CTECTBEHHBIH -
CHUHYKJICWH, HaXOISIIUNCS B CBOEW OOBIMHONH KOH(popMamuu B Teje yenoseka, (ii)
3aIMUINAIOT 4YeJIOBeKa WJIM TI0 MEHbIIEH Mepe SBISIIOTCS CYLIECTBEHHBIMH IS
NPUCYTCTBUSI O-CHUHYKJIEWHa, W (iil) MO NPUYMHE 4YEIIOBEUECKOTO IPOUCXOKICHHUS
aHTHUTENAa PUCK MEPEKPECTHONW PEAKTUBHOCTH B OTHOLICHHM AyTOAHTUTE€HOB CBOAMTCS K
MuUHIMYMy. TakuMm o0pa3oM, B COOTBETCTBHHM C IaHHBIM H300pETEHHEM TEPMUHBI
“yeJIOBEUECKOE  MOHOKJIOHAJILHOE  aHTUTENO , “‘d4eJIOBEYEeCKO€  MOHOKJIOHAJIBHOE

AyTOAHTUTENO ,  “4eJIOBEYECKOE AHTUTENO W WM MOJOOHBIE YMOTPEONSIOTCS A

K 3aaBke Ne 201490883



[0079]

[0080]

[0081]

25
0003HAUEHHsI MOJIEKYJIbI, CBSI3bIBAIOLIEH O-CHHYKJIEHH, KOTOpash MMEET YeJIOBEUECKOe
MIPOUCXOXKACHUE, M.e., KOTopasi Oblia BbIAENIEHA U3 YeJIOBEUSCKOH KIIETKH, TaKOH kak B-
KJeTka i ee ruopunoma, uin kJJHK xotopoii Obuta KIIOHHPOBaHA HETIOCPEICTBEHHO U3
MPHK denoBeuyeckoll  KJIETKHM, HanmpuMep, YEIOBEYECKONM DB-kneTkn mnamsaTu.
UYenoBeueckoe aHTUTENO OCTAETCs “UEJIOBEUECKUM JaXe B Cilydae, KOrJa B aHTHUTelNe
IIPOBEJEHbl AMHUHOKUCJIOTHBIE 3aMEHbI, HalpuMmep, Ul YIy4lLIeHUs CBSA3bIBAIOIIUX

XapaKTEePUCTHK.

AHTHTENA, TOJlydeHHbIe U3 OMOIMOTEK YeOBEUeCKOro MMMYHOIJIOOYJIMHA WIIH
OT JKUBOTHBIX, TPAHCTEHHBIX B OTHOLIEHHWH OJHOIO WM OOJiee 4YeIOBEYECKUX
UMMYHOTJIOOYJIMHOB, M HE JKCIPECCHPYIOIIHE OSHAOTEHHbIE MMMYHOTJIOOYJIHHBI, Kak
onmucano Hudice W, Hampumep, Kucherlapati ef a/. B marente CIIA No 5,939,598,
HA3bIBAIOTCS AHTUTENIAMH, MOJOOHBIMH YEJOBEYECKHM, C IENbI0 OTJIMYaTh HX OT
UCTUHHO 4YeJIOBEYECKUX AaHTUTEJ, KOTOpble SBJSIFOTCS IPEIMETOM HACTOSIIETO

n300peTeHus..

YnorpeOnsieMblii B JaHHOM TEKCTe TepMUH “oOpaszery” oOo3Hauaer Jr0OOH
Ouonormyeckuii Marepuas, MOJYyYeHHBIH OT HCHBITYEMOro WIM MalnueHta. B omgHOM
acriekTe peajM3alliy HACTOSINEero u300peTeHHss oOpasel] MOXKET COAepXkKaTb KPOBb,
uepedpocnuHanbHyr0 kuakocTh (“LICXK”) unu movy. B npyrux acmekrax peanuzarviu
oOpaszelr MOXXET COAEp:KaTh IEJIbHYK0 KpPOBb, IUIa3My, B-kierku, oOoraiieHHble U3
00pa31oB KPOBH, U KYJIbTUBUPOBAHHbBIE KJIETKU (Hanpumep, B-KIeTky, mojayuyeHHbIE OT
nanuenTta). OOpaser Takke MOXKET COIepKaTh OWMONCHUHHBIA WM TKaHEBBbIA oOpaser,
BKJIFOYAsi HEPBHYIO TKaHb. B Apyrux acmekrax peajam3anuu oOpas3er] MOXKeT COIepKaTh
LeJIbHBIC KJIETKH WU Ju3aT Kietok. O0pasubl KpoBu OepyT, UCHONB3Ysl U3BECTHBIC B
JaHHOHN OO0NacTH TeXHUKH crnocoObl. B omHOM acmekTe peanm3anuu TabJeTKa MOKET
OBITh TIEpEepPacCTBOPEHA C TIOMOIIBID HHTEHCUBHOTO nepemernuBanus mpu 4°C B 200 MK
Oydepe (20 MM Tpuc, pH. 7,5, 0,5% Honuger, 1 MM DATK, 1 MM ®MC®, 0,1M NaCl,
uHruomurop nporeassl [X Sigma u 1 u 2 uaruburopsr pocdarassl IX Sigma). Cycnensuro
MOXKHO Jep:KaTb Ha JIbAY Ha MNPOTsHKeHWH 20 MHHYT, NEPUOIUYECKH WHTEHCHBHO
nepememnBas. [locne nenrpudyruposanus npu 15,000 X g Ha NPOTIAAEHHU 5 MHHYT
npubnusutenbHo npu 4°C aNMKBOTBI HAJOCAJOYHOW JKUAKOCTH MOJKHO XPaHHTH

npubnusurtensHo mpu -70°C.

YnotpeOnsieMble B JTaHHOM TEKCTE€ TEPMHHBI “JICUUTh  HJIH “JIeU€HUe OTHOCATCS

KaK K TCPANEBTUYCCKOMY JICUCHUIO, TaK U K HpO(I)I/IJIaKTI/ILIeCKI/IM HUJIN MMPEBCHTHUBHBIM
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MepaMm, B ciydae, Koraa TpeOyercsl mpeaynpeauTh HJIM MPUOCTAHOBUTH (YMEHBIIHUTH)
He)KeJaTeNnbHble (PU3HOJOrMYeCKre W3MEHEHHUs, HH()EKIMI0 W pPaCCTPOUCTBO Y
nanueHTa. [lone3Hble WM >KenaTeNbHble KIMHUYECKHE Pe3YJIbTaThl BKJIIOYAIOT, HO HE
OTPaHWYMBAIOTCS 3THUM, YaCTHYHOE CHITHE CHMIITOMOB, CHIJKEHHE CTEINeHH
3a0oneBanuss, cra0wimsauuio (m.e., HEYXyAlIeHHWe) OOJE3HEHHOTO  COCTOSIHUS,
YCTpaHEHHE WJIN CHIDKEHHE KOJH4YecTBa BO30yauTenell HWHQPEKIUH B OpraHu3Me
NAalMeHTa, MPUOCTAHOBKY HIJIM  3aMe[UIEHHE IPOrPeCcCHpPOBaHUs  3a00JeBaHUs,
YMEHbLIEHNEe MHTEHCHUBHOCTU MM BpeMEHHOe oOserdyeHne OOJIe3HEHHOrO COCTOSIHHS H
pemuccuro (Kak 4YaCTUYHYIO, TaK M TOJIHYIO0), KaK BBISBISIEMbIE, TAK U HEBBIABIISEMbIE.
“Jleuenue” Taxke MOxeT 0003HA4YaTh MPOJJICHHE BPEMEHHU JKU3HH IO CPABHEHUIO C
IPOTHO3UPYEMBbIM BPEMEHEM >KH3HH B OTCYTCTBUM JIedeHUs. Te, KTO HyXaaercs B
JEYCHUH, BKJIIOYAIOT TeX, KTO YK€ HHPUIHMPOBAH, UMeeT 3a00ieBaHHe WM
PacCTPONCTBO, a TaK e TeX, KTO MPeAPacIoNioxkeH K 3a00JIeBAHUIO M PACCTPOHCTBY,

WIN T€X, Y KOTO ClIeNyeT MpeaynpeanuTh 3a00JeBaHie WIN PacCTPOHCTBO.

ITon “ucmpiTyeMbIM NAIMEHTOM , WIM ‘UEJOBEKOM , WU “)KUBOTHBIM , WJIH
“IaMeHTOM”, WM ““MJIEKOTIUTAIOMNM TTOIPa3yMeBaeTcs J1t00as MoJOMbITHAsE 0COOb, B
YaCTHOCTH, OCOOb MIIEKOMHUTAIOLIEr0, Uil KOTOPOW CYINEeCTBYeT MOTPEeOHOCTh B
OUArHOCTHKE, MPOTHO3UPOBAaHUU OO JieueHuu. OCOOM MIIEKOTUTAMOIIUX BKIIFOYAIOT
JEOJEN, JOMAIIHUX >KMBOTHBIX, CEJbCKOXO3SMCTBEHHBIX >KMBOTHBIX M JKHBOTHBIX U3
300MaPKOB, OXOTHMYBUX >KHUBOTHBIX HJIM JOMAIIHHUX IMHTOMIIEB, TaKUX Kak coOakw,
KOIIKH, TBUHEHCKUE CBUHBU, KPOJIMKH, KPBICHI, MBIIIH, JIOIIAIH, POraThlii CKOT, KOPOBBI,

MEABENN U TaK Aajiee.
IL. OITMCAHME HEJIEBOI'O ITOJIMIIEIITUIA

YnorpeOnsieMble B JaHHOM TEKCTE TEPMHUHBI ‘O-CHHYKJIEUH , ‘“‘aibda-
CUHYKJEenH , “a-cunykjenH’ © “aCuH’ HCHOJB3YIOTCS B3aUMO3aMEHSIEMO IS
CHEeLHATBHOTO O0O3HAYEHUs HATUBHOM MOHOMEpPHOW (OPMBI O-CHHYKJIeHHA. Taxke
TEPMUH “‘0-CHHYKJIEUH  yIOTpeOsieTcs At 00Lero onpeaeneHus: Apyrux KOHGopMepoB
0-CUHYKJIEMIHA, HATlpuUMep, O-CHHYKJIEWHA, CBSI3aHHOTO ¢ nodamuH-xuHOHOM ([AX) 1
OJIUTOMEPOB  WJIM  arperatoB  O-CHHyKJeuHa. Takke TepMHUH “0-CUHYKJIEUH
ynoTtpebnsercst ans o0uiero o003HaYeHUsT BCEX THIOB U (POpPM a-CHHYKJIenHa. bemkosast

NMOCJIENOBATEIIbHOCTD Y€JIOBEYCCKOI'O O-CUHYKJICUHA CICAYIOIIasi.
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MDVFMKGLSKAKEGVVAAAEKTKQGVAEAAGKTKEGVLYVGSKTKEGVVHG
VATVAEKTKEQVTNVGGAVVTGVTAVAQKTVEGAGSIAAATGFVKKDQLGKN
EEGAPQEGILEDMPVDPDNEAYEMPSEEGYQDYEPEA (SEQ ID NO: 1).

AMHHOKHCJIOTHYIO ~ TOCIIEIOBATENIbHOCTD  O-CUHYKJIEMHA MOXHO HAalTH B
JUTEepaType M COOTBETCTBYIOINMX 0Oazax HaHHBIX, cMoTpure, Hanpumep, Ueda et al.,
PNAS 90: 1282-11286 (1993); GenBank swissprot: nmokyc SYUA HUMAN, Homep
noctyna P37840. M3HauanbHO O-CHHYKJIEUH ObUT MAEHTU(UIIMPOBAH B MO3T€ YEJOBEKA
Kak Oenok-rpeniecTBeHHUK He-f-amunonnanoro kommnoHeHTta (HAK) Onsmex GonesHu
Anbureiimepa (bA), cuompume, nanpumep, Ueda et al., ibid. o-cCUHYKIeHH SBISAETCS
OenxoMm, cocrosmuM u3 140 aMHHOKHCIIOT, U CYLIECTBYET B CBOEW HAaTHUBHOH (opme B
BUJIE CIlydallHOW crnupanu. B TO ke Bpemsi u3meHeHus ypoBHs pH, MozexkynspHOU
KOHLIEHTPALUH, COAEPKaHUS TSDKEJbIX METAJUIOB U YPOBHEH NO()aMHUHOB OKa3bIBAIOT
BIMSHUE Ha KOoHpopmaimio Oenka. Cuuraercs, 4To W3MEHEHHs B KOH(opmanuu 10
OJIMTOMEPHOH, MpoTo-GubpmuIsApHOH, (GUOPMILIAPHOH W arperupoBaHHON (GopMm
perynupyrT TOKCHYHOCTh Oenka. IlosBisiercst Bce Oouible CBHIETENBCTB TOTO, HYTO
nohaMHUH-TIPUBEICHHBIH O-CHHYKJIEMH HMeeT Oojiee KOPOTKUH mHeproa oOpa3oBaHUs
¢ubpnnn, yem HenpuBeneHHsIN Oenok. bosee Toro, Ha (OHE MOBBIIEHHON HKCIIPECCHU

O-CHUHYKJICHHa L[O(baMI/IH SABJISIETCA TOKCUYHBIM.

HAK - BbicokoruapooOHBIii TOMEH B COCTaB€ O-CHHYKJICMHA — SIBJISIETCS
OeKoM, ColepsKalluM MO MEHblIeld Mepe 28 aMUHOKHCIOTHBIX OCTaTKOB (octaTku 60-
87) U, B HEKOTOPBIX CJIy4asiX, 35 aMHHOKUCJIOTHBIX OCTAaTKOB (octatku 61-95). HAK
NPOSIBJISIET TEHAEHIHMIO K oOpasoBaHMio Oera-ckiamuatoit crpyktypel (Iwai ef al.,
Biochemistry, 34: 10139-10145 (1995)). AmunokucnoTHble nocienosarenboctd HAK
ommcanbl B Jensen ef al., Biochem. J. 310: 91-94 (1995), nomep nocryma GenBank
S56746 u Ueda et al., ibid.

JlesarperupoBaHHbI  O-CHHYKJIEHMH WiIH ero ¢parmenTts], Bkimrodas HAK,
MPEICTABISIIOT CO0OW MOHOMEpHBIE NENTUIHBbIE eNUHULBL. Jle3arperupoBaHHBIA O~
CHHYKJIEMH WJIH ero (QparMeHTbl, Kak NpPaBWJIO, pACTBOPHMbI M CIHOCOOHBI K
camoarperarun 10 00pa3oBaHus yCTOHUUBBIX OMUroMepoB. OIUroMepsl 0-CHHYKJIEHHA U
ero (parmMeHTOB OOBIYHO PACTBOPUMBI M CYIIECTBYIOT NPEHMYINECTBEHHO B BUAE O-
cniupaneil. MOHOMEpHBIN 0-CHHYKJIEMH MOKHO IPUTOTOBUTS 71 VIifFO IyT€M PaCcTBOPEHUs
mno¢unmsuposanHoro nentuaa B unctoM JMCO ¢ 00paboTkoil  yiabTpa3BYKOM.

ITonyueHHbIil pacTBOpP LEHTPUPYTHPYIOT M TOro, 4YTOOBl yOamuTh JIEOOBIE
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HEepPacTBOPUMbIE YAaCTHIIBl. ATPETHPOBAHHBIA O-CHHYKJICMH WJIA €ro (pparMeHTsl,
Brouast HAK, mpencrasisitoT coOOi 0MromMepbl 0-CHHYKJIEUHA MM ero ()parMeHTOB,
KOTOpBIE  ACCOLMHPOBANM B  HEPACTBOPUMBIE  P-CKiamguaTele  OOBEIMHEHHS.
ArperupoBaHHbIl O-CHHYKJI€MH wuian ero ¢parments, Bkiouas HAK, Ttakke
NPeACTaBIsIIOT coboit pubprsipHele onuMepsl. PUOPHILIBI OOBIMHO HEPACTBOPHMBI.
HexoToprie aHTHTENA CBA3BIBAIOT KAK PACTBOPUMBIN O-CHHYKJIEUH WM €ro (pparMeHTsl,
TaK W arperupoBaHHbINl O-CHHYKJIEMH WM ero (parmeHTsl. HekoTtopble aHTHTENa
CBSI3BIBAIOTCS C OJIMTOMEPAMH O-CHHYKJIEUHA CHJIbHEE, YeM C MOHOMepHbIMHU (popmamu
win pubpmwuisapaeiMu popmamu. HekoTopble aHTHTENa CBSA3BIBAIOT KAK PACTBOPUMBIH,
TaK U arperupoBaHHBIA O-CUHYKJIEUH WJIN ero ()parMeHThI, a B HEKOTOPBIX CIydasx H

OJINTOMEPHBIE (POPMBI.
III.  AHTHUTEJIA K o-CUHVYKJIEMHY

AHTHUTENA, KOTOPbIE CBS3BIBAIOT O-CHHYKJIEHH, ObIIIM OMHMCAHbI B TAaHHOH o0nacTu
TexHUKH. CMOTpHTEe, HampuMep, WHTEPHALMOHAIBbHYI0 myOnukammo mateHta WO
2010/069603, koTopass B MOJHOM OOBeMe BKIIOUEHAa B IAHHBIH TEKCT IOCPEICTBOM

CCBIJIKH.

OnucanHble B JaHHOM TEKCT€ YeNIOBEUYECKHE AaHTHUTeNla K O-CHHYKJICHHY
creun(pUIEeCKU CBSI3BIBAIOTCS C (-CUHYKJICHHOM U €r0 3MUTONAMH, & TAKKE PA3JIUNIHbIMU
KOH(pOPMALUAMU 0-CUHYKJIEWHA U UX 3nUTonaMu. HamprumMep, B JAHHOM TE€KCTE OMHCAHBI
aHTHUTENa, KOTOpble CHenu(PUYECKH CBS3BIBAIOT O-CHHYKJIEHH, O-CHHYKJIEUH B €ro
HATMBHON MOHOMEpPHOH (popme, MOTHOPa3MEPHBII 1 MPOLECCUPOBAHHBIN (i-CUHYKJIEHH U
arperatbl O-CHHyKJenHa. Hampumep, kak OMUCAaHO B JaHHOM TeKCTe, aHTUTeNo 12F4
CBA3BIBAECTCA C TMOJHOPAa3MEPHBIM (-CHHYKJIEMHOM U C IPOLIECCUPOBAHHBIM (.-
CHHYKJICMHOM, COIEpKaIluM aMHUHOKHCIOTHI (ak) 1-60 B, Kak MOKa3ajdH pPe3yJIbTaThl
npsimoro @A, snurone 12F4 B mpenmenax N-KOHLEBOW — amM@UIaTHUECKOM

noBTOpsIOLIecs oOnacTu anbda cunykiensa. (cuompume WO 2010/069603).

YnomuHaHne B JAHHOM TEKCTE aHTHUTEJA, KOTOPOe “‘Creru(pUIeCcK CBSI3bIBAET ,
“n30MpaTenbHO  CBSI3BIBAECT WJIM  “TIPEANOYTHUTENIBHO  CBSI3BIBAET  (-CHUHYKJIEHH
OTHOCHTCSI K aHTUTEJy, KOTOPOE HE CBSI3bIBAET JIPyrUe HEPOACTBEHHBIE Oenku. B omHOM
IpUMepe ONMHUCAHHOE B JAHHOM TEKCTE aHTUTENO K O-CUHYKJIEHHY, MOXET CBS3bIBAThH O-
CHHYKJIEUH WJIM €rO 3IHTOTII, HO HE MPOSIBIISIET CBSA3bIBAHUS B OTHOIIEHUH JPYTUX OEKOB
npu (OHOBOM 3HAYEHMH, BBICHIEM NPUONU3UTENBHO B 1,5 pa3. AHTUTENOM, KOTOpOe

“cieunuUecKku  CBs3bIBA€T WM ‘M30MpaTenpHO CBs3bIBaeT  KOHpopMmep  O-
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CHHYKJIEWIHA, HAa3bIBAETCS AHTUTENO, KOTOPOE HE CBS3bIBAET BCE CYIIECTBYIOIIHE
KOH(OPMALIUU O-CHHYKJIEWHA, /1.€., He CBSI3bIBAET [0 MEHBINEH Mepe OauH KOH(popMmep
O-CUHYKJICHUHA. Haan/IMep, B JAaHHOM TECKCTE OIMCAaHbl aHTUTEA, KOTOPbIC CIIOCOOHBI
pa3nu4yaTh MOHOMEPHBIE M arperupoBaHHbIE (DOPMBI (-CHUHYKJIEHHA, YEJOBEYECKUH H
MBILINHBIN 0-CHHYKJIEUH;, TIOJTHOPAa3MEPHBIH 0-CHHYKJIEUH U MPOLIECCUPOBAHHbBIE (POPMBI,
a TaKXke OTIMYaTh YEJOBEYECKUH O-CHHYKJIEHH OT [P- W 7Y-CHHyKJIenHa. Tak Kak
YCJIOBCUCCKUE AHTUTCJIa K  O-CUHYKJICUHY, ABJIIOIIUECA npeaMeToM  JaHHOTO
n3o0pereHus, ObUIM BBIAENEHBl W3 IyJa MALUEHTOB INPEKJIOHHOrO Bo3pacta 0Oe3
NPU3HAKOB MAPKUHCOHU3MA U MPOSIBIIIOIINX O-CUHYKJIEUH-CIIEUPHIECKUI UMMYHHBIN
OTBET, OMUCAHHBIC B JAHHOM TCKCTC aHTUTEJIA K G-CHUHYKJICMHY TAKXXE€ MOKHO Ha3bIBATb
“4enoBeYeCKMMH ayTOAHTUTENAaMHU € LIEJbI0 aKLEHTUPOBaTh BHUMAaHUE HA TOM, YTO 3TU
aHTUTENAa JEHCTBUTENPHO OBbUIM SKCIPECCUPOBAHBI MALMEHTAMHU M He ObUIH BbIAEJICHBI
U3, Hanpumep, OubIMoTeKkH (Haros, HIKCIPECCHPYIOLINX YEJIOBEUECKUIT HIMMYHOTTIOOYIHH,
YTO JIO HACTOSIIErO BPEMEHHU IPEACTAaBJISIO OAMH M3 OOBIYHBIX CIIOCOOOB IMOJyUEHHS

AHTHUTCII, HOI[O6HI>IX YECJIOBCUCCKUM.

B mupokoM cmeicie u300peTeHHE OTHOCHTCS K METOAY AHArHOCTHUKH
MOBBILIEHHOTO YPOBHS O-CUHYKJIEMHA B MO3I€ HUCHBITYEMOIO MAaLUEHTa, BKIIOYAKOLIEMY
BBEJICHUE AHTUTENIA, KOTOPOE CIELU(PUUECKH CBS3BIBAETCS C O-CUHYKJIEUHOM, WJIH €ro
AHTUIeHCBSI3BIBAIOLIETO (PparMeHTa, BapUaHTa WJIM TPOU3BOAHOTO. AHTHUTENA K O-
CHUHYKJICMHY MOTYT TPHUMEHATHCS B TPEMJIOKEHHbIX B JaHHOM TEKCTe Crocodax.
AHTHTENa, KOTOpPblE MOTYT IPUMEHSTHCS, BKJIIOYAIOT, HO HE OTPAaHUYMBAIOTCS 3THUM,
PEeKOMOMHAHTHBIE YeJIOBEYECKHe aHTuTeNa K o-cunykienny NI-202.3G12, 12F4 umm NI-
202.3D8, a Tak)ke UX aHTUT'€HCBS3BIBAIOIINE (PPArMEHThL, BAPUAHTHI WA TPOU3BOIHbIE,
KOTOpbIE B TMOJHOM OOBEME OIMHCAHbl B MEKIYHapOoAHOH myOnukauuu mareHta WO

2010/069603.

B HeKkoTOpBIX BapuaHTaX peau3alud U300pETEeHHUs aHTHTENO K O-CHHYKIECHHY
WIA €r0 aHTUTCHCBSI3BIBAIOIINN ()PArMEHT, BApUAHT HJIA MIPOU3BOIHOE, MPUMEHSIEMOE B
MPEUIOKEHHBIX B JIAHHOM  TEKCTe  CrmocodaX, CONEPKUT  aMUHOKHCJIOTHYIO
MOCJIEIOBATEIbHOCTh, KOTOpasi 1Mo MeHblueld Mepe Ha okosio 80%, okono 85%, oxoso
88%, okosio 89%, okosio 90%, okoyno 91%, okono 92%, okoao 93%, okono 94% wunu
okono  95%  uAeHTHYHA  aMHHOKMCIOTHON  IOCJIEeNOBaTENbHOCTH  MOJEKYJIbI
KOHTPOJIbHOTO aHTHUTENA K O-CHHYKJIEUHY, HalpuUMep, TOW, KOTOpasi OMUCaHa B TAHHOM
TekcTe. B JOMONHUTETPHOM BapHaHTE peaiu3allii CBS3bIBAIOLIAS MOJIEKyJia oOjamaeT

Mo MeHblIell mepe okojo 96%, okomo 97%, oxono 98%, oxomno 99% wmmu 100%
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[0093]

[0094]

30
HUIACHTUYHOCTBIO TIOCJIEAOBATENBHOCT C KOHTPOJBHBIM aHTUTENOM. B  HEKOTOpBIX
BapHAHTAaX pealu3allid aHTHTEJI0 WIA €ero AaHTHUTeHCBS3BIBAIOIMUN  (parMeHT
crieu(pUIeCKr CBS3BIBAETCS C TEM K€ CaMbIM OJIHUTONOM (-CUHYKJIEWHA, YTO W
KOHTPOJIBHOE AQHTHUTENIO, U COAEPKHUT BapuabeNbHY0 O00NacTh TSDKEJIOW —Lenu
ummyHornobyimuaa (VH) u BapuabenbHyro 0OJACTh JIETKOW LENMH MMMYHOTJIOOYIIHHA
(VL), npuuem VH conep>kKUT aMHHOKHCIIOTHYIO MOCIEI0BATEIBHOCTD, TI0 MEHBIIIEH Mepe
Ha 80%, 85%, 90% 95% wunu 100% wunentuunyro SEQ ID NO: 2, a VL coaepxur
AMUHOKHCJIOTHYIO MOCJIE0BATEIbHOCTD, 10 MeHblel Mepe Ha 80%, 85%, 90% 95% unu

100% unentuunyro SEQ ID NO: 3, kak nokazano B Tabmuue 2.

HOHOJ’IHI/ITGHBHO OIMUCBIBACTCA AHTHUTCIIO HJIH €Io aHTI/IFeHCBiL";bIBaIOH_II/II\/'I
(parmMeHT, BapHaHT MM NPOU3BOIHOE, IMPUMEHSEMOE B MPEAJIOKEHHBIX B JaHHOM
TEKCTe crocobax, KOTopoe crnenu(puuecK CBS3bIBAETCS C TEM K€ CaMbIM 3IIUTOIOM O-
CHUHYKJIEMHA, YTO U KOHTPOJIbHOE aHTuTeno, coaepxkamee VH u VL, mpuuem VH
COAEP’KUT AMHUHOKHCIIOTHYIO TOCIIE€AOBATENbHOCTh, WACHTHYHYIO M HISHTUYHYIO 32
UCKJIFOUEHHEM OJIHOW, IBYX, TPeX, YeThIpeX, MATH WK Ooyiee aMMHOKHCIOTHBIX 3aMEH
SEQ ID NO: 2, a VL conep>XUT aMUHOKHCJIOTHYIO INOCJIEN0BATENbHOCTb, UIEHTUYHYIO
WIH WAEHTUYHYIO 32 MCKJIOYEHHEM OJHOMW, IBYX, TpeX, 4YeThIpex, ISITH Wik Oosee

aMuHOKHCJIOTHBIX 3ameH SEQ ID NO: 3, kak moka3zano B Ta0uie 2.

Hekoropble BapuaHThl pealu3alUud HM300PETEHUs] BKJIOYAIOT AHTHUTEIO K O-
CUHYKJIEUHY WJIA €r0 aHTUI€HCBSI3bIBAIOLIUI (DparMEHT, BapHUAHT WM MPOU3BOJHOE,
MpUMEeHsieMOe B TPEIOKEHHBIX B JAHHOM TEeKCTe crocodax, comepskamiee VH, npuyuem
ogna wm 6onee m3 VHCDRI1, VHCDR2 wmmu VHCDR3 o6nacreii SIBISIOTCS 10
MmeHbineit mepe Ha 80%, 85%, 90%, 95% wumu 100% wWOEHTUYHBIMU ONHOUN WM OoJjiee
KOHTPOJIbHBIM aMHUHOKHCIOTHBIM mocyenoBarenbHocTsIM VHCDRI1, VHCDR2 w/unu
VHCDR3 oOnacteii Tspkenoul  Lienmu, COOTBETCTBYIOIIMX OOHOW WM Ooee
nocnenoBarenbHocTsIM 13 SEQ ID NO: 4, SEQ ID NO: 5, SEQ ID NO: 6, kak moka3aHO

B Tabmuue 3.

JIOTIOTHUTEIPHO ~ OMUCBHIBAETCST  AHTUTENI0O K  O-CUHYKJIEMHY WM €ro
AHTUTCHCBSI3BIBAOINNN  (DparMeHT, BapuUaHT WM MPOU3BOJHOE, TMPUMEHSEMbIE B
MPeIUIOKEHHBIX B JAHHOM TEKCTe criocodax, conmepskamue VH, npuuem oxgHa wim Oonee
3 VHCDRI1, VHCDR2 wm VHCDR3 oGnacreii VH sBAsiIOTCS MOEHTHYHBIMH HIIH
UICHTUYHBIMHA 33 HMCKJIIOUEHHUEM YeThIpeX, TPeX, NBYX WJH OJHOW aMHHOKHCJIOTHOU

3aMECHBI OI[HOI\/'I unu Oojee KOHTPOJIbHBIM aMHWHOKHUCJIOTHBIM TOCJIEA0BATCIbHOCTAM
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VHCDRI1, VHCDR2 unn VHCDR3 obnacreii Tspkenoi 1ienu, COOTBETCTBYIOIINX OJHOM
uau 6onee nocnenosarenbHocTsM U3 SEQ ID NO: 4, SEQ ID NO: 5, SEQ ID NO: 6, kak

nokaszaso B Ta0juue 3.

[0095] Takke ONMUCBIBAETCA AHTUTENIO K O-CUHYKJIEHUHY WIM €r0 aHTUIE€HCB3bIBAIOLIUN
(¢bparMeHT, BapHaHT WM MPOU3BOJHOE, MPHUMEHSEMOE B MPEIUIONKEHHBIX B JAHHOM
TekcTe criocobax, conepskamee VL, mpudaem oxgna wim 6osiee u3 VLCDR1, VLCDR2 unu
VLCDR3 ob6nacreit siBnsitoTcst mo MeHbineit mepe Ha 80%, 85%, 90%, 95% wumu 100%
UIEHTUYHBIMHU OTHOM Win Oonee KOHTPOJIbHBIM AMUHOKHUCJIOTHBIM
nocienosarenbHocTsiM VLCDRI1, VLCDR2 wunu VLCDR3 o6nacreii JerkoW ey,
COOTBETCTBYIOIIUX OAHOHN mim Hojee nocnenosarenbHOCTIM U3 SEQ ID NO: 7, SEQ ID

NO: 8, SEQ ID NO: 9, xak noka3aHo B Tabmnuiie 3.

[0096] B HeKoTOpBIX BapHaHTax peaju3alud U300pEeTeHUs] OMHMCHIBAETCS AHTUTENO K O-
CHUHYKJICMHY WJH €ro aHTUICHCBS3bIBAIOIIUN (DpAarMEHT, BapUaHT WM IMPOU3BOIHOE,
NpUMEHsIEeMOe B MPENJIOKEHHBIX B JAHHOM TeKCTe criocobax, copepskainee VL, mpuduem
ogna wm Oonee w3 VLCDRI1, VLCDR2 wumu VLCDR3 oOnacreii VL sBisiroTcst
UACHTUYHBIMM WM HIEHTUYHBIMHU 32 UCKJIOYEHHEM YeThIpeX, TPeX, BYX WJIH OJHOU
AMHHOKUCJIOTHOH 3aMeHbl OJHOW wiu 0Oojiee KOHTPOJBHBIM  AMHHOKHCJIOTHBIM
nocienoBareapHocTsiM VLCDRI1, VLCDR2 wnu VLCDR3 o6nacreii JIerkoi ILemu,
COOTBETCTBYIOIIUX OAHOM mi Oojiee mocnenosatenbHocTsM U3 SEQ ID NO: 7, SEQ ID

NO: 8, SEQ ID NO: 9, xak noka3ano B Tabmuie 3.

[0097] B npyrux BapmaHTax peannzanuu U300peTEeHUs] aHTHTENO K O-CUHYKJICUHY MU
€ro aHTHIeHCBSI3BIBAIOIINN (DparMeHT, BapHaHT WU MPOU3BOJIHOE, MPHUMEHSEMbIE B
NPEJIOKEHHBIX B JaHHOM TEKCTe Crnocodax, MNPEerMYLIECTBEHHO COAEp:KaT WM
coaepxkat VH u VL aMuHOKUCTIOTHBIE MTOCIENOBATEIbHOCTH, IO MeHbIIeH Mmepe Ha 80%,
85%, 90% 95% wmnu 100% unentnunsie nocienoparenbHocTssM SEQ ID NO: 2 and SEQ

ID NO: 3, kak noka3ano B Tabnuiie 2.
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Tabmuna 2. Koarponbasie VH 1 VL aMHHOKHCIIOTHBIE TTOCIIEAOBATEIHHOCTH ™

VH

VL

EVQLVQSGGGLVEPGGSLRLSCAVSGFDFEK
AWMSWVRQAPGQGLQWVARIKSTADGGT
TSYAAPVEGRFIISRDDSRNMLYLQMNSLKT

QSVLTQPPSVSVSPGQTARITCSGEAL
PMOQFAHWYQQRPGKAPVIVVYKDSE

EDTAVYYCTSAHWGQGTLVTVSS

SEQ ID NO: 2

LTVL

RPSGVPERFSGSSSGTTATLTITGVQA
EDEADYYCQOSPDSTNTYEVFGGGTK

SEQ ID NO: 3

* VH u VL CDR1, CDR2 u CDR3 aMUHOKHCJIOTHbIE ITOCIEN0BATEIbHOCTH MO TYEPKHYTHI

Tabmuna 3: Kontpombueie VH u VL CDRI1, CDR2 u CDR3 aMHHOKHCIOTHBIE

ocaca0BaTCIIbHOCTH

VHCDRI1

VHCDR2 VHCDR3

VLCDRI

VLCDR2 VLCDR3

KAWMS
SEQ ID
NO: 4

RIKSTADGGTTS | AH
YAAPVEG SEQ ID
SEQ ID NO: § NO: 6

SGEALPMQF
AH
SEQ ID NO: 7

KDSERPS | QSPDSTNTYEV
SEQ ID SEQ ID NO: 9
NO: 8

[0098]

Taxcke niist NPUMEHEHNA B OIMMMUCAHHBIX B HAHHOM TECKCTE CIroco0ax BKJIFOYEHBI

NMOJIMIICITUABI, KOAUPYIOIUE ONMUCAHHBIC B JAHHOM TCKCTC aHTHUTEJIA A-CUHYKIICUHY WJIN
X AaHTUTI'CHCBA3BIBAOIINEC (bpaFMeHTbI, BapHUaHTbI UJIK IMPOU3BOAHBIC, MOJIMHYKICOTUIDI,
KOOUPYHOIIHUE TaKHUEC TMENTHUAbI, BEKTOPLI, COACPXKAIIHUE TaKHE TIOJIMHYKJIICOTHAbI, H
KJIIETKHU-XO0351€Ba, COACPKAIIUE TAKHE BEKTOPBI UM IMOJIMHYKICOTUABI, KOTOPbIE UMEKOT
OTHOLICHHUE K o6pa3013aH1/H0 AHTUTEC K Q-CHMHYKJICUHY HWJIM WX aHTUT'C€HCBA3BIBAIOIINX
q)paFMeHTOB, BAPHUAHTOB HJIM MPOU3BOAHBIX HJIA NMPHUMECHCHHSA B OINMMCAHHBIX B JaHHOM

TEKCTE CIIocotax.

[00100] IMonxonsiique OUONOTUYECKH aKTUBHBIE BApPUAHTHI OMHCAHHBIX B JAHHOM TEKCTE

AHTHTEIN O-CUHYKJIETHY MOYXHO TIPUMEHSITh B ClIoco0ax HacTosmero n3ooperenus. Takue
BapUaHThl OyIyT COXpaHSITh HEOOXOIUMBIE CBSI3BIBAIOLINE CBOWCTBA POIAUTEIBCKOTO
aHTuTeNna o-cuHykienHy. CrocoObl TONyYeHHs] BapHAHTOB AHTHUTEN  SIBJIOTCSA

OOIIENOCTYMHBIMY B TAHHOW 00JIACTH TEXHHUKH.

[00101] CrocoObl  MyTareHe3a W BHECEHUS] HM3MEHEHUW B HYKJICOTHUIHBIE

NOCIIEIOBATEIPHOCTH XOPOIIO M3BECTHBI B JaHHOH oOnactu TexHHKH. CMOTpUTE,
HarpuMep, BKIIOUEHHbBIE B TaHHBIN TeKCT nocpenctsoM cebutok Walker and Gaastra, eds.
(1983) Techniques in Molecular Biology (MacMillan Publishing Company, New York);
Kunkel, Proc. Natl. Acad. Sci. USA 82:488-492 (1985); Kunkel et al., Methods Enzymol.
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154:367-382 (1987);, Sambrook et al. (1989) Molecular Cloning: A Laboratory Manual
(Cold Spring Harbor, N.Y.); marent CIITA Ne 4,873,192; a Takke NMepeYUCIICHHbIE B HUX
CCbUTKM. PYKOBOJCTBO MO BHECEHHUIO LeNIeCOOOPa3HbIX aMHHOKHCIOTHBIX 3aMeH,
KOTOpbI€ HE OKAa3bIBAIOT BJHSHUS Ha OWOJOTMYECKYI) aKTHBHOCTb MPENCTABISIIOLIETO
UHTEpeC TMOJIMMENTHAA MOKHO HalTH B Mozmenn [[piixodpd # Op. B ATnace OenxkoBBIX
nocyenoBarenbHocTell u cTpykryp (Atlas of Protein Sequence and Structure (Natl.
Biomed. Res. Found., Washington, D.C.)), cc. 345-352 (1978), KOTOpBIi B MOJHOM
o0BpeMe BKJIIOUEH B JAHHBIN TEKCT MOCPencTBOM ccbulki. B Monenu [Ipiixodd u dp. nns
ONpeneNeHnus] TMOAXOMASAIIMX AMHHOKHCIOTHBIX 3aMEH  HCIOJb3yeTCs  MaTpHLa
aMuHOKHUCJIOTHOTO cxoactea PAM (ot anri. Point Accepted Mutation - 3BOJIOIIHOHHOE
paccrosiHie, NMpPU KOTOPOM MPOM3OIIJIA OJHA 3aMEHA Ha OMNpPEAETIeHHOE KOJUYECTBO
ocratkoB) (marpuma PAM 250). IlpeamouTHTeNbHBIMH MOTYT SIBJSITBCS —TaKHe
KOHCEpBATUBHbIE 3aMEHbl, KaK 3aMe€Ha OJHOW AaMHMHOKHCJIOTBI APYroH, HUMEHLIel
aHaJOrn4Hble cBoiicTBa. IlpuMepsl KOHCEPBATHUBHBIX AMHUHOKHCIOTHBIX 3aMEH C
ucnosp3oBanneM marpuusl PAM 250 momenu [piixopd # Op. BKIOUArOT, HO HE
orpannumBarotcs 3tum, Gly<>Ala, Val—lle«>Leu, Asp<>Glu, Lys<>Arg, Asn<Gln, and

PheTrp<Tyr.

[00102] CrniocoObl onpeneneHust CrieU(GUIHOCTH CBSI3bIBAHHS AHTUTENA K O-CHHYKJICUHY
WIA €r0 aHTHI'€HCBS3BIBAIOIIETO ()parMeHTa, BapUaHTAa WM MPOU3BOAHOTO BKJIIOYAIOT,
HO HE OrPaHWYHMBAIOTCS OTHM, CTAHOAPTHBIE METOAbl AaHAJIM3a KOHKYPEHTHOIO
CBSI3bIBAHMS, METOIbl AHAIM3Aa JJs MOHUTOPHHIA CeKpeuuu UMMyHornoOynamaa T-
KJIeTKaMd WiIu B-kieTkamu, meroabl aHanu3a mnponudepaunu T-KJIETOK, METOJbI
aHanmu3a aronrtos3a, Metoasl UPA u Tomy nonoOuble. CMOTpUTE, HAPUMEP, METOIbI
aHanmu3a, ommcaHHele B WO 93/14125; Shi et al, Immunity 13:633-642 (2000);
Kumanogoh et al., J Immunol 169:1175-1181 (2002), Watanabe et al., J Immunol
167:4321-4328 (2001); Wang et al., Blood 97:3498-3504 (2001); u Giraudon et al., J
Immunol 172(2):1246-1255 (2004), xoTopele BCE€ BKIKOYEHbI B JaHHBIH TEKCT

NnocpeACTBOM CCBLIIOK.

[00103] Korna mnpu oOcCykneHWH B JaHHOM TEKCTe TOBOPUTCS, YTO KaKOW-THOO
KOHKPETHBIN MOJUMENTH, BKIIto4Yasi koHcTtaHTHbIe obnacti, CDR obnactu, VH nomeHsr
unn VL 1OMeHbl, KOTOpbIE OMUCAHbl B JAHHOM TEKCTE, SIBJIIETCS HA 1O MEHbBIIEH Mepe
okoJ10 65%, okosio 70%, okosio 75%, okosio 80%, okoso 85%, okoso 90%, okoso 91%,
okoJ10 92%, okosio 93%, okosio 94%, okoso 95%, okoso 96%, okoyo 97%, okoso 98%,

okoino 99% wunmu paxke oxono 100% WAGHTUYHBIM JpPyromMy MOJUNENTHAY, Yo
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UJIGHTHYHOCTH MOYKHO OTIPENENNTh, UCTIONb3Ysl U3BECTHBIE B JAHHOW OOJNIACTH TEXHUKHU
METOABl M KOMIIBIOTEPHBIE TPOrPAMMBI/KOMIBIOTEPHOE OOecreueHne, TaKhe Kak
nporpamma BESTFIT (Wisconsin Sequence Analysis Package, Version 8 for Unix,
Genetics Computer Group, University Research Park, 575 Science Drive, Madison, Wis.
53711). B BESTFIT nns toro, 4roObl HAalTH JYYIIUH CETMEHT TOMOJIOTUYHOCTH MEXKAY
ABYMS ITOCJI€IOBATENbHOCTSIMH, NPUMEHSIETCS] AJITOPUTM JIOKAJIbHOW T'OMOJIOTHYHOCTH,
paspabortansbiii Smith and Waterman (1981) Adv. Appl. Math. 2:482-489. Ilpu
ucnionb3oBanun BESTFIT wmm  moOoli  nmpyroit mporpamMMbl  AJisi  BbIPAaBHUBAHHS
NOCIEIOBATEIbHOCTEH  JUIsI  TOrO, 4YTOOBI ONpEnNeNuTh, SABIAETCS JIM  JaHHas
MOCJIEA0BATEILHOCTD, HanpuMmep, Ha 95% UJEHTUYHOU KOHTPOJIbHOM
MOCJIEIOBATEIbHOCTH COTJIACHO HACTOSIIIEMY H300pPETeHUIO, MapaMeTpbl BbIOMPAIOTCS
TakuM OOpa3oM, YTO NMPOLEHT MAEHTUYHOCTH PACCUUTHIBAETCS OTHOCHUTENIBHO IOJHOM
JUITNHBl KOHTPOJIPHOTO TMOJIMIENTH/AA, & PACXOKAEHUs B IOMOJIOTHYHOCTH 10 5% oOT
MOJTHOTO KOJIMYECTBA AMHUHOKUCJIOT B KOHTPOJIBHOM MOCIENOBATEIBHOCTU SIBJISIIOTCA

pa3peLIeHHbIMU.

[00104] B pamkax maHHOro mM300peTeHHs MPOLEHT UAEHTUYHOCTH IOCIIENOBATEIbHOCTEH
MOKET OBITh ONpeAeseH C TOMOIIbI) ANrOPUTMa MOMCKAa romojiormdHocT Cmuta-
YorepmaHa ¢ UCHIOJIb30BAHUEM TIOMCKA a(PUHHOTO r3Ma co mTpadoM 3a OTKPBITHE TIMA
B 12 u mrpadom 3a mpomosskeHue rama B 2, u Matpuneir BLOSUM 62. Anroputm
noucka romojiornyHoctT Cmura-Yotepmana onmcad B Smith and Waterman (1981) Adv.
Appl. Math. 2:482-489. Hanpumep, BapuaHT MOXKET OTJIHYAThCS OT KOHTPOJBHOTO
aHTHUTENAa K O-CUHYKJIEHHY TOJBKO JHUIIb Ha 1-15 aMHHOKHCIOTHBIX OCTATKOB, TOJIBKO
Jumb Ha 1-10 aMUHOKHCJIOTHBIX OCTaTKOB, Hampumep, Ha 6-10, TOApkO JuIIb Ha S,
TOJBKO Juinb Ha 4, 3, 2 wim naxe 1 aMUHOKUCIOTHBIM ocTtaTok. “KoHcepBaTmBHas
AMUHOKHCJIOTHAs 3aMe€Ha~ — 3TO Takasl 3aMeHa, NPU KOTOPOil aMUHOKHUCIIOTHBIH OCTaTOK
3aMEHSIETCS] aMUHOKHUCIIOTHBIM OCTATKOM, MMEIOIIMM OOKOBYIO LIEIb C TAKHM K€ CAMbIM
3apspoM. CeMelcTBa aMHMHOKHCIOTHBIX OCTATKOB, HMMEIOLINX OOKOBBIE LEMU C
OIMHAKOBBIMH 3apsifiaMy, ObUTH ONpeneNieHbl B JaHHOW OONAacTH TEXHUKU. OTH
CeMENCTBa BKJIOYAIOT AMHHOKHCIOTHI C OCHOBHBIMH OOKOBBIMH LEISIMU (Hanpumep,
JU3WH, AQPTUHUH, TUCTHAWH), KUCJIOTHBIMH OOKOBBIMH LeNsIMU (Hanpumep,
acriaparuHOBasi KHUCJIOTA, TJIYTAMHHOBAs KHCJIOTA), HE3aPsDKEHHBIMH — TOJISIPHBIMU
OOKOBBIMU LIETISIMU  (Hanpumep, TIVLUH, aclapardH, TIYTaMUH, CEPUH, TPEOHUH,
TUPO3UH, LHCTEHH), HEMOJIIPHBIMU OOKOBBIMHU LEMsIMU (Hanpumep, aNaHuH, BaJIVH,

JeWIWH, W30JeWLHWH, TPOJHH, (QEeHWIAJaHWH, METHOHMH, TpunrtodaH), Oera-
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Pa3BETBJIICHHBIMH OOKOBBIMH LENSIMH  (Hanpumep, TPEOHWH, BAJUH, HW3OJEHIHMH) |
apOMaTHYeCKHMMH OOKOBBIMH LEMsAMHU (Hanpumep, TUPO3UH, (eHUIaNaHUuH, TPUNTOdaH,
THCTU/MH). B anpTepHaTHBHOM BapHaHTE MyTallMd MOTYT ObITb BHECEHBI CIy4ailHBIM
o0pa3oM MO BCel IJIMHE MM 4YacTH KOAMPYIOIIEH MOCIeNOBaTENbHOCTH, HAIpPUMED,
MyTEM HACBIAIOIIEr0 MyTareHe3a, a MOJIyYeHHbIE MYTaHTBI MOTYT OBITh HCCJIE€IOBAHBI
Ha TpeaMer OWOJIOTMUECKOW AaKTHBHOCTH JJIsI TOTO, YTOOBI HMAEHTU(HUIMPOBATH TEX
MYTaHTOB, KOTOpbI€ COXPAaHWJIM AaKTUBHOCTb (Hanpumep, CIOCOOHOCTb CBSI3bIBATH

MIOJIUTIENITU]T O-CHHYKJICHHA).

[00105] Hanpumep, MOXXHO BHECTH MyTaIlMH TOJIBKO B KaPKACHBIX OOJNACTSIX HIJIU TOJBKO
B CDR o0Onactsix Monekynbl aHTHTeNa. BHeCEHHblE MyTallUd MOTYT SIBJISITHCA
MOJTYAIUMH WM HEWTPAJBbHBIMU MUCCEHC-MyTAaLUsIMU, /.., HE OKa3blBaThb BIIMSHUS
au00 OKa3bIBaTh HEOOJbLIOE BIUSHUE HA CIIOCOOHOCTh AHTHTENA CBSA3BIBATH AHTUIEH.
DT TUIBI MyTALM MOTYT OBITH MOJIE3HBIMH JUISI ONTUMH3ALUH YaCTOThI UCTIOJIB30BAHUS
KOJIOHA WJIM yJyd4lneHuss oOpa3oBaHusi aHTUTeNn ruOpupomamu. M Haobopot, MucceHc-
MyTaLUUK, HE SIBJISIOIINECS HEHTPAIBbHBIMHU, MOTYT M3MEHHUTh CIHOCOOHOCTH aHTHUTENA
cBsi3pIBaTh aHTHreH. CHenManucT B JAHHOW OOJNACTH TEXHMKHM CMOJXKET IOJYyYUTh U
IPOTECTHPOBATh MYTAaHTHbIE MOJIEKYJbl C HEOOXOAMMBIMH CBOWCTBAMH, TaKHMH, Kak
OTCYTCTBUE M3MEHEHHs] aKTUBHOCTU CBS3bIBAHUS AHTUI'€HA WJIM U3MEHEHHE aKTUBHOCTU
CBSI3bIBAHMS (HAMIPUMED, YJIYYIIEHUEe aKTHBHOCTH CBSI3bIBAHUSI AHTUTCHA WJIM U3MEHEHHE
cneuuuyHOCTH  aHTUTeNna). Ilocme MyTareHe3a KOAUPYEMbIH  OENOK  MOXKeT
AKCIPECCUPOBATHCS €CTECTBEHHBIM 00pa3oM, a (YHKIIMOHAJIbHAS W/WIH OHOJIOTHYeCKas
aKTUBHOCTb KoAupyemoro Oenka (Hanpumep, CnoCOOHOCTh HMMYHOCHEUHU(PUIECKU
CBSI3bIBATh 10 MEHbBIIEH Mepe OIMH SMUTOM MOJHIENTHA O-CHHYKIEHHA) MOYKET ObITh
ompeneNeHa C TOMOIIBI) ONHMCAHHBIX B JAHHOM TEKCT€ CIIOCOOOB WJIM IyTeM

CTaHIAPTHBIX CIIOCOOOB MOIU(UKALIUN, U3BECTHBIX B TAHHOUW OOJIACTH TEXHUKH.

IV.  CIIOCOBblI JTUATHOCTHUKHN U OTCIEXHUBAHUA, B KOTOPBLIX
IMPUMEHAIOTCA AHTUTEJIA K o-CUHYKJIEMHY

[00106] Hacrosimiee u3o0pereHne OTHOCUTCS K IPUMEHEHUIO CBSI3bIBAFOIIEH MOJIEKYJIbI Ol
CUHYKJIEUHA, HANpUMep, aHTUTEIy WU er0 aHTUIEHCBS3BIBAIOIEMY (parMeHTy, MJis
IUAarHOCTUKU TOBBILIEHHOTO YPOBHS O-CHHYKJIE€HMHA B MO3T€ HCIBITYEMOTO MalMeHTa
(Hanpumep, s ompeneNeHUs PUCKA PA3BUTHS Y MALMEHTAa CHHYKJIEOMAaTHYECKOTO
3a00J1eBaHMs) YUK JUIsl MOHUTOPUHTA PA3BUTHSI CHHYKJICOTIATHIECKOTO 3a00JIeBaAHUS HITH

OTBE€TA Ha JICHCHHUE CUHYKJICOTIATUYICCKOTO 3a00J1eBaHUsI Y UCIIBITYEMOTO MalUEHTA.
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[00107] B HekoTOpBIX BapHaHTax pealn3anuy U300PETeHHUs! OMMMCAHHbBIE B JAHHOM TEKCTE
CHOCOOBI OTHOCSTCA K NPUMEHEHHWIO ONHMCAHHBIX B JAHHOM TEKCTE AaHTHUTEN K O-
CHHYKJIEWHY, BKJIOUas MX AHTHIEHCBS3bIBAOIIME (pParMeHThl, BapHAHTBl WM
MIPOU3BOAHBIEC, MJII NMAarHOCTUKM IOBBIIIEHHOTO YPOBHS O-CHHYKJI€MHA B MO3re
UCTIBITYEMOTO TMAaILMeHTa MyTeM: (a) aHaj3a YPOBHS O-CHHYKJIEHHAa B 00paslle IUIa3Mbl
kposu wiu LICXK, B3STOM y HUCHBITYEMOro HaiueHTa uepe3 ONpeeseHHbIN BPEeMEHHON
UHTEpBaJ TNocje nepupepudeckoro BBEACHUS HCIBITYEMOMY MAaLUEHTY aHTUTENa K O-
CHHYKJIEHMHY WJIM €r0 AaHTUICHCBS3bIBAIOINErO (parMeHTa, NpPUYeM AaHTHTENO0 K O-
CHUHYKJIEMHY WM €ro ()parMeHT MOJKET CBs3bIBaThb O-CHHYKJIEUH C a(pPUHHOCTHIO,
JOCTaTOYHOM AJIst TOrO, YTOOBI H3MEHHUTh OOLINI OTTOK O-CHHYKJIEWHA U3 MO3ra B KPOBb
wm wu3 Mmo3ra B L[CXK; (6) cpaBHeHHs TOJIyYEHHOTO YPOBHSI (-CHHYKJIEUHA Y
UCIIBITYEMOI'O MAalMEeHTa ¢ KOHTPOJIbHBIM IOKA3aTesleM; NPUYEM Pa3sHULA WA CXOJCTBO
MEKIy YPOBHEM O-CHHYKJIeMHa B oOpasue ruasmel win obpasue LICXK u KOHTpOJIbHBIM

TIOKa3aTesieM KOPPEUPYET C YPOBHEM O-CUHYKJIEHHA B MO3T€ HCIBITYEMOTO MAlUeHTa.

[00108] B nmpyrux BapmaHTax peanusanuu M300pETEHMs ONMCAHHBIE B TAHHOM TEKCTE
CIOCOObI  OTHOCATCSI K NPUMEHEHHMIO ONMCAHHBIX B JAHHOM TEKCTE€ AaHTUTEN K O-
CHHYKJIEMHY, BKJIOYas WX AaHTUIEHCBS3bIBAIOIINE (parMeHThl, BapHUAHTHI HJIH
MPOU3BOJHBIEC, JUIsI JUArHOCTUKHU TIOBBIIIEHHOTO YPOBHS (-CUHYKJIEMHA B MO3re
UCTIBITYEMOTO MAaIlMeHTa MyTeM: (a) aHajH3a YPOBHS O-CHHYKJIEHHA B 00pasle Ia3Mbl
kpoBu win L[CXK, B3SITOM y HCIIBITYeMOTO MallMeHTa 4Yepe3 ONpenesieHHbI BPEMEHHON
UHTEPBAJ MOCJe NMepuepuIeckoro BBEACHHUS HCIBITYEMOMY MAaLMEHTy aHTUTENA K O-
CHUHYKJICMHY WJIM €r0 aHTUI€HCBS3bIBAIOINErO (h)parMeHTa, MPHYEeM AaHTHTENIO K O-
CHUHYKJICUHY WU €ro ()parMeHT CTaOMIN3upyeT Wi OJOKHPYET O-CHHYKJIEHH B KPOBU
wmm LCX; (6) cpaBHEHHS TOJYYEHHOTO YpPOBHS O-CUHYKJIEHHA Y HCIBITYEMOTO
nanueHTa C KOHTPOJBbHBIM IIOKa3aTesleM; IpUYeM pasHUlla WM CXOACTBO MEXIY
YpPOBHEM (-CHHyKJIenHa B oOpasue miasmbl win obpasue I[[CXK u KOHTpOJBHBIM

NoKa3aTesieM KOPPEeNUupyeT ¢ YPOBHEM O-CHHYKJIEMHA B MO3T€ UCIBITYEMOIO MalEHTa.

[00109] B HeKOTOpBIX BapHaHTax pealn3aluy U300PETeHHUs! OMMMCAHHbBIE B JAHHOM TEKCTE
CHOCOOBI OTHOCSTCA K NPUMEHEHHUIO ONHMCAHHBIX B JAHHOM TEKCTE AaHTHUTEN K O-
CHUHYKJICUHY, BKJIOUas HMX AHTHIEHCBS3bIBAOIIHE (pParMeHThl, BapHAHTBl WM
MIPOU3BOAHBIE, MJII [OMAarHOCTUKHM TMOBBIIIEHHOTO YPOBHS O-CHHYKJIEMHAa B MO3re
UCTIBITYEMOTO TalMeHTa myTeM: (a) oOecriedeHns HaJIWYHsl aHTHTENA K O-CUHYKIEHHY
WIA €ro aHTUI'€HCBS3BIBAKOLIEro (parMeHTa, MPUYeM AaHTHUTENO WM €ro (parMeHt

MOJKET CBSI3bIBATh O-CHHYKJIEHH C a(p@UHHOCTBIO, AOCTATOYHOW MJsl TOTO, YTOOBI
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U3MEHUTb OOIMI OTTOK O-CHHYKJIEMHa M3 MO3ra B KpoBb wmiu u3 mosra B LICXK; (6)
pacriopspkeHuss O TOM, YTOOBI IOCTABIIMK MEIULUHCKUX YCIYr  OCYIIECTBHII
nepudepruieckoe BBEICHNE HCIBITYEMOMY MALMEHTY aHTUTENA U B3sUT 00paser] mia3Mbl
kposu wm odopasen LICXK y maunenTa yepe3 onpeneneHHbl BpeMEHHONH HHTEPBAJI TIOCe
BBEICHUS; (B) aHAIM3a YPOBHS O-CHHYKJIEMHa B OOpasile IUIa3Mbl KPOBH WM OOpasue
HCX; (r) cpaBHEHUs MOJY4YEHHOTO YPOBHS O-CHHYKJIEMHA Y UCIBITYEMOTO MAaIEeHTa C
KOHTPOJIbHBIM TIOKa3aTesleM; MpPUYEM pa3HULA HJIH CXOACTBO MEXIY YpPOBHEM (-
CHHyKJIenHa B oOpasue muasmbl win obOpasue LICXK u KOHTpONBHBIM NOKa3zareiaeM

KOpPpEIUpPYET C YPOBHEM (-CUHYKJIEHMHA B MO3I€ UCIBITYEMOTO MallUEHTA.

[00110] B npyrux BapmaHTax peanuzaluyd M300pETEHUs ONHCAHHBIE B JAAHHOM TEKCTE
CHIOCOOBI OTHOCATCA K HPUMEHEHHUIO ONHMCAHHBIX B JAHHOM TEKCTE AaHTUTEN K O-
CHHYKJIEMHY, BKJIIOYas WX AaHTUIEHCBS3bIBAIOLIIME (parMeHTbl, BapHUAHTbl HJIH
NPOM3BOJHBIE, MAJII JAMArHOCTHKH IIOBBIIIEHHOIO YPOBHS O-CHHYKJIEHHAa B MO3re
UCIIBITYEMOTO TalueHTa myteM: (a) oOecrieueHus HaJU4Usl aHTHUTENlAa K O-CHHYKJICHHY
WIN €r0 aHTUTCHCBS3BIBAIOINErO (parMeHTa, NPUYEeM AHTHTENO WIH ero (parMeHt
crabunusupyer uin Ojokupyer o-cuHykienH B kposu win LICXK; (6) pacnopspkenus: o
TOM, YTOOBI NMOCTABIIMK MEAULMHCKUX YCIYI OCYLIECTBUJ INepudepruueckoe BBEICHUE
UCTIBITYEMOMY TIALIMEHTY aHTHUTeNa U B3suT oOpasel] mia3Mbl Kposu win odpazen LICK y
NAalMeHTa 4Yepe3 OINpelesieHHbI BPEMEHHON HMHTEepBaj IMOCHe BBeNeHHs, (B) aHaIM3a
YPOBHS O-CHHYKJIeMHa B oOpasue miasmel kpoBu wim obpasue LICXK; (r) cpaBHeHwus
MOJIY4eHHOTO YPOBHSI O-CHHYKJIEMHA Yy UCIBITYEMOrO TMAlMeHTa ¢ KOHTPOJIBHBIM
nokazaresyieM; PUYeM Pa3HHULIA WM CXOACTBO MEKAY YPOBHEM O-CHHYKJIEHHA B 0Opasie
mwia3mel Wi obpasue LICXK 1 KOHTPOJIBHBIM MOKA3aTejieM KOPPETUPYET ¢ YPOBHEM (-

CHUHYKJIEMHA B MO3Ir¢ UCIbITYEMOTO MAalUCHTA.

[00111] Jns mpuMeHeHuss CHOCcOO0B W OOBEKTOB JAHHOTO W300peTeHus o0pasipbl,
KOTOpBIE OEPYT y MaIlMeHTa, MOTYT OBITh MOJYYEHBI 0 WJIH TOCJIE BBECHHUS aHTUTENA K
0-CUHYKJIEIHY WJIN €r0 aHTHUIeHCBsi3bIBaroLIero gparmenta. OOpasubl MOTYT, HaIlpUMeED,
OBITH 3ampOLICHBl TOCTABIIUKOM MEOULIHMHCKUX YCIyr (Hanpumep, BpayoM) HWIH
MOCTABIIMKOM YCJIYT MEOHLIMHCKOTO OOecredeHusi, B3AThl W/WiIU 0OpabOTaHBI TEM Ke
CaMbIM WJM JPYTUM TOCTABIIMKOM MEIULHHCKUX YCIyr (Hampumep, MeadpaToMm,
OonpHULEH) WM KIMHUYECKOH nadoparopuel, a mocie oOpaboTKu pe3yibTaThl MOTYT
ObITH HAINPaBIEHbI JAPYrOMY IOCTABIIMKY METUIMHCKHX YCIYT, MOCTABIIUKY YCIYyT
MEIUIUHCKOTO O0eCreueHus] WM TalueHTy. AHAJOTUYHO, AaHajlu3 YypPOBHS O-

CHUHYKJIEWHa B 00paslle, CpaBHEHHUE MOJY4EHHOTO YPOBHS (-CHHYKJIEUHA Y UCIBITYEMOTO
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nanyueHTa C KOHTPOJIbHBIM  MOKAa3aTeJIEM, OLCHKAa pPE3YJIbTaTOB  MOIYT OBITh
OCYILIECCTBJICHBI OAHUM WUJIHU Ooutee NMOCTaBIIUKaAMU MEAULIMHCKUX YCJIYT, TOCTAaBIIUKaAMU

YCIYT METULITHCKOTO O0eCTIeYeHNs W/IITN KIIMHUYECKUMH JIa00PaTOPHSIMH.

[00112] YnorpeOnseMblii B JAHHOM TEKCTE TEPMHUH TIOCTABIIMK MEIMLIMHCKUX YCIyr’
OTHOCHTCST K (U3WYECKMM JIMIAM FJIM  YUYPEXKACHHUSM, KOTOpble HANPSIMYIO
B3aUMOJIEHICTBYIOT M OKa3bIBalOT TIOMOILIb JXMBBIM CYINECTBAM, HANpUMep, IIOISIM.
Heorpannuuparomue nmpuMepsl NMOCTABIIMKOB METUIIMHCKUX YCIYT BKJIIOYAIOT Bpauei,
MenopaTheB, TEXHUKOB, TEPAINeBTOB, (PapMaleBTOB, KOHCYJBTAHTOB, MPAKTHKYIOLINX
HETPAIUILMOHHYI0 MEIULMHY CIIELUAINCTOB, MEOWLMHCKUE YUYpPeXIEHUs, BpaueOHbIe
KaOuHeThl, OOJBHMLIBI, IYHKTHl TEPBOM  MEOMLMHCKONH TOMOLIM,  KJIWHHUKH,
TPABMOITYHKTBI, KJIMHUKW/YUPEKICHUS HETPAJULMOHHON MEIWLUHBI U JIIOOBIE Jpyrue
cyOpexThl, ofecrneunBaromue olmee W/WIM — CHELUUATM3HPOBAHHOE  JIYEHUE,
oOcnenoBaHue, yXOJ, TEPANHI0, HAa3HAYEHHWE JIEKAPCTBEHHOI'O CpPEACTBA H/WJIH
KOHCYJIbTAIIMIO B OTHOLIEHUH OOIIEro MM YaCTHYHOTO COCTOSIHUSI 3I0POBbS MALMEHTA,
BKJIIOYAs, HO HE OTPAaHUYMBAsICh STUM, OOlIee MEIMLUHCKOE, CIELHATU3MPOBAHHOE
MENUIUHCKOe W/WIK JiedyeHHe JEoOOro ApPYyroro THma, OOCIeNOBaHHE, YXOJ, TEparmio,

Ha3HA4YCHUE JICKAPCTBEHHOI'O CPEACTBA U/ KOHCYJIbTallUIO.

[00113] YnorpeOnseMblii B JaHHOM TEKCT€ TEPMUH “KJIMHU4YecKas Jabopatopus”
OTHOCHTCS K MEOUIMHCKOMY VYPEXKICHHIO U HUCCIENOBaHHUS WM O00paboTKU
MaTepHalioB, TOJYYEHHBIX OT  JKUBOTO  CYLIECTBA,  HANpUMeEp,  YeJOBEKa.
Heorpaanunparomue nmpumepbl 00pabOTKH BKIIOYAIOT OHOJIOTHYECKOE, OHOXHMHYECKOE,
CepOJIOTUYECKOe,  XHUMHYECKOe, HMMYHOI€MAaTOJIOTHUYECKOE,  I'eMaTOJIOTHYECKOE,
onodu3nveckoe, MUTOJOTUYECKOE, TATOJIOTHYECKOe, TIeHETHYeCKoe JIMOO Jpyroe
UCCIIEIOBAaHIE MAaTEPHAJIOB, MOJIYYEHHBIX M3 YEJIOBEUECKOrO Tejia C LENbI0 MOJYYEHUS
uHpopMaLny, Hampumep, ISl JUArHOCTUKH, MPENOTBPAINEHHsS WIH JICYSHHs JIF0OO0ro
3a00JIeBaHUsT WJIM PACCTPOMCTBA, WM OOCIENOBAaHHS 3J0POBbS JKUBBIX CYILNECTB,
Hanpumep, TOAEH. DTH UCCIIEAOBAHMS TAKXK€ MOTYT BKJIOYATh MPOLENypsl 3a00pa HUIIH
Apyroro cnocoda MoyiydeHus: oOpasua, MPUTrOTOBJIECHUs], ONPENEICHUs, U3MEPEHUS WIIH
Apyroro crnocoda OMUCaHUs MPUCYTCTBUS JIMOO OTCYTCTBHUS PA3NIUYHBIX BELIECTB B TEJE
JKUBOTO CYIIECTBA, HANPUMED, YENOBEKA, WIH OOpasle, MOJYYeHHOM M3 Tejla JKUBOTO
CYIUECTBa, Hanpumep, 4eNoBeKa. B HEKOTOPBIX aCMeKTax pealu3aludl H300peTeHus
KJIMHWYECKast J1adopaTopusi MOXKET OBITh “HEHTPATM30BAHHON WM “MECTHOH , YTO
O3Ha4YaeT, YTO BCE HCCIENOBAaHUs OOpPa3lOB, MOCTYMUBIINX CO BCEX BHEIIHUX

HCTOYHUKOB, IIPOBOANUT HEOOJIBIIOE KOJUUECTBO JJabopaTopuii min ogHa Jadopatopus. B
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OPYTUX acleKTax peaju3aldyd H300peTeHUs KIMHUYeCKue J1adopaTopuu, HMEIOLINe
MHOTO OTHEJIEHHWH M Ha3blBa€Mble TAaKKe “CaTEUIMTHBIMKH WIA TJIOOAJIbHBIMH
Ja0opaTopusiMH, CIIOCOOHBI O0ECNeYHTh MOJYYEHHE HOPMAJIBHBIX JTOCTOBEPHBIX

PE3YIABTATOB, AJIA KOTOPBIX JIETKO MOXKHO MPOBECTU CPABHCHUE.

[00114] YnotpebnsieMblii B JAHHOM TEKCTE€ TEPMHH “TOCTABIIHMK YCIYT MEIULIMHCKOTO
obecrieueHns” BKJIOYAET OTAENbHBbIE (PU3MYECKHE JIMLA, OPTaHU3aLMH I TPYIIIEL,
ofecrieunBaroIKe, MPEICTABISIOLINE, PEATararolire, OIIaYNBaIOIINE TIOJTHOCTHIO JTHOO
YaCTUYHO WM B JIpyroil cmocoO oOecreyuBaroIiue AOCTYN MAaleHTa K OAHOMY WU
Oonee BHUAAM MEOUIMHCKOTO OOECNEYeHUs, JBbMOTHBIM IIJIAaHAM, MEIULITHCKOMY

CTPaxOBaHUIO u/unu nporpaMmam OILIAThI paCXOJ0B Ha JICUCHUC.

[00115] B HEKOTOpBbIX acmekTax peanu3alui H300peTeHUs] MOCTABLIMK METHIIMHCKHX
yCIyr MOXKET OCYLIECTBJIATh BBEACHUE WM AaBaTh YKAa3aHHUE IPYrOMy IOCTABLIHMKY
MEIUIMHCKUX YCIyr OCYILIECTBUTb BBEIEHHE AHTHTENA K O-CHHYKJIEHHY WJIH €ro
AHTUT€HCBs3bIBAIOIIEro (parMenTa. [IocTaBINK MEUIMHCKUX YCIYT MOJKET BBIITOJHSTD
WIN JaBaThb YKa3aHWE IPYrOMY IIOCTABIIMKY MEAULMHCKUX YCIYr WM MaLUEeHTY
BBITOJIHATD CJIEAYIOIIME NecTBUsA: OpaTh oOpasewn, oOpabarbiBaTh OOpasel, MOAaBaTh
oOpasew, mojydate oOpasel, mHepenaBaTh OOpasel, aHaJM3MPOBATh WM HCCIENOBATh
oOpasel;, KOJMYECTBEHHO OMpenensiTh oOpasel, MpeaoCTaBisTh  Pe3yJIbTaThI,
NOJIYYeHHBIC TOCJIe aHAJM3a/MCCIIEAOBAHMS/KOJMMUECTBEHHOTO OmnpeaeieHus o0pasia,
NOJIy4aTh Pe3yJIbTAaThbl, MOJYyYEHHbIE MOCJe aHAJKM3a/UCClIeNOBaHNUS/KOJHYECTBEHHOTO
ompeneneHusi o0Opasila, CpPaBHUBATH/OLIEHHUBATb PE3YJbTAThl, MOJYYEHHBIE IOCIE
aHaJTN3a/UCCIIeNOBAHMS/ KOJUUYECTBEHHOTO ONPEAeTIeHUsT OJHOro i Oosee oOpasLos,
MPENOCTaBIATETh CPABHEHHE/OLIEHKY OXHOro wiu Oojiee 00OpasloB, MOJy4aThb
CpaBHEHHE/OLIEHKY OJHOTO WM Oojiee 00pa3loB, OCYLIECTBIISATh JICUEHUE WJIH BBEICHHE
JIEKapCTBEHHOro mpenapata (HampuMep, aHTUTENAa K O-CHHYKJIEHHY WJIH €ro
AHTUT€HCBSI3bIBAIOIEr0 (pparMeHTa), HAa4YMHATH JICYCHUE, TMPeKpallaTh JEYSHHE,
BPEMEHHO  TpephiBaTh  JIeYeHHe, YBEJMYMBATH  KOJHUYECTBO  MPUMEHSIEMOTO
JIEKapCTBEHHOTO TMpernapara, YMEHbIIATh KOJUYECTBO MPUMEHSIEMOro JIEKAPCTBEHHOTO
npernapara, yBeJIM4MBaTh 4YaCTOTY MPUMEHEHHsI JIEKApCTBEHHOIO MpernapaTa, yMEHbIIATh
YaCTOTy NPUMEHEHHs JIEKAPCTBEHHOTO Mpenapara, COONIOAaTh OAMHAKOBYIO YacTOTY
npueMa JIeKapCTBEHHOTO Mperapara, 3aMeHsTh JieueHHe WM JIeKapCTBEHHBIH Mpenapar
1O MeHbLIeH Mepe OPYrHMM CHOCOOOM JiedeHHsi WM A00ABOYHBIM JIEKAPCTBEHHBIM

IIpenapaToMm.
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[00116] B HekoTOphIX acmekTax —peanu3alud  U300peTeHHs] TOCTaBIIMK  YCIYT
MEAWIIMHCKOrO O0ecredeHnss MOKET paspeliaTh MM 3ampeniarbh, HampuMep, B3sITHE
obpasua, odpadoTky obpasua, nmogady odbpasua, mojgyueHue odpasma, nepenady oodpasia,

aHaJM3 WJIM HCCIIeNOBaHUMEe oOOpasla, KOJMYECTBEHHOE OmpeseneHne obpasia,

IPEOCTABIICHHE Pe3yJbTaToB, HOJTy4EeHHBIX nocJje
aHaIN3a/uCcCIeI0BaHMs/ KOJMUYECTBEHHOTO OTIpeneNeHus o0pasa, nepeaavy
Pe3yJIbTaToB, TIOJTy4€HHBIX nocrne aHAJIN3a/UCCIIeIOBAHUS/KOJTMIECTBEHHOTO

ompeneneHuss o0paslia, CpaBHEHHE/OLEHKY pEe3yJbTaTOB, TMOJYYEHHBIX TOCHe
aHAJIN3a/UCCIIeIOBAHMSI/KOJIMYECTBEHHOTO OTMpeAeNieH!s] OTHOTro i Oosee oOpasLos,
nepenady CpaBHEHUS/OLEHKH OJHOro Wi OoJjiee 0OpasLoB, OCYILIECTBJICHUE JICUEHUS
njin BBCACHUA HeKapCTBeHHOFO npenapaTa, Ha4vajio JICUCHUSA NN BBCACHUA
JIEKAPCTBEHHOTO TMperapara, MPEeKpalleHue JIeYeHUs] WM BBEICHHS JIEKapCTBEHHOTO
npernapara, TPOJOJKEHHE JICUEHHsl WJIM BBEOCHHs JIEKAPCTBEHHOTO Iperapara,
BPEMEHHOE TIpepbIBAHME JIEYeHUS WM BBEICHMs JIEKAPCTBEHHOTO IMperapara,
YBEJIMUYEHHUE KOJMYECTBA MMPHUMEHSIEMOro JIEKAPCTBEHHOTO Tpernapara, yMEHbIIECHUE
KOJINYECTBA TMPUMEHSIEMOrO JISKAPCTBEHHOTO IMperapaTta, MPOAOLKEHHE MPUMEHEHUs
OTIPENEJICHHOTO  KOJIMYECTBA JIEKAPCTBEHHOrO Tpernapara, YBEJIMYEHHE HYaCTOTBI
NPUMEHEHHs] JIEKAPCTBEHHOIO  IMperapara, yMEHbLIEHHE YacTOThl PUMEHEHHs
JIEKAPCTBEHHOTO Tpernapara, COO0IeHHe OMHAKOBON YaCTOTY MPHEMa JIEKAPCTBEHHOTO
npernapara, 3aMeHy JIEYEHUST WJIH JIEKAPCTBEHHOTO Mpernapara 1o MEHbIIEeH Mepe IpyrumM

CHOCOOOM JIeUeHHsI WJIH JOOABOYHBIM JICKAPCTBEHHBIM MPETaPaTOM.

[00117] JIOTIOTHUTEIPHO ~TOCTABIIMKH  YCIYT MEIUIMHCKOTO O0eCleYeHus MOTyT,
Hanpumep, paspeliaTb WIA 3anpeliarh MpeAnuCaHue JICUeHUs, paspeliarb WU
3ampelarb MCHOJb30BAHME CTPAXOBKM HA JIEYEHUE, pas3pellaTb WIM 3anpelarhb
MOKPBITHE PACXONOB HA JIEYEHHE, OMNpenessiTh JHOO OMpOBEpraTh MPUEMIIEMOCTD

JICUCHUA.

[00118] B HEKOTOpBIX acmeKkTax peanu3alii HW300peTeHUs] KIMHWUYECKas J1adopaTtopus
MOJKeT, Hampumep, OpaTh WM TOJy4aTh obOpasel, oOpabaTeiBaTh oOpasel, MOAaBaTh
obpasen, mony4ath oOpasel, mepenaBaTth oOpasel, aHATM3UPOBATH WM HCCIEIOBATh
oOpaszen;, KOJHMYECTBEHHO OMNpeNeNsiTh oOpasel, MpeNoCTaBiIsATh  Pe3YJbTaThI,
NOJIYYE€HHBIE TIOCIIe aHAJN3a/UCCIIEAOBAHMS/KOMMUECTBEHHOTO OmNpeneneHns o0pasia,
NOJy4aTh Pe3yJIbTAaThbl, MOJYYEHHbIE MOCJe aHAIN3a/UCCIIeNOBAHMUS/KOJMYECTBEHHOTO
ompeneneHusi o0paslia, CpPaBHUBATH/OLIEHUBATb PE3YyJbTAThl, MOJYYEHHbIE MOCIE

aHATN3a/NUCCIIEIOBAHMSI/ KOJIMYECTBEHHOTO OMpeAeNieH!s] OMHOTO wiu Oojee 0oOpaslos,
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MPEeNOCTaBJIATh CPABHEHUE/OIEHKY ONHOTO WM Ooyiee  00pasmoB, TMOJy4YaTh

CpaBHEHHE/OLIEHKY OTHOTO Uitk OoJiee 00pasIoB.

[00119] Belmmenepeuncnenable  OeMCTBUS MOTYT OBITh  BBIMOJHEHBI MOCTaBIIMKOM
MEIUIUHCKUX YCIYT, IOCTABIIUKOM YCIYT MEAULIMHCKOTO O0ECTIEYeHUs NI MALUEHTOM
aBTOMATHYECKH, C TIOMOIIBI0 KOMIbIOTEpa (Hampumep, ¢ TMOMOLIBIO BeO-CEPBHCA WIIH

ABTOHOMHOI KOMITBFOTEPHOW CHUCTEMBI).

[00120] YnotpebnsieMblii B OaHHOM TEKCT€ TEPMHH “OTHABAaTh PACIOPSLKEHHE
MOCTABIIMKY MEAMLMHCKUX YCIyI’ BKJIIOYAET YCTHOE pAacHOpsDKEHUE, OTIABAEMOe
MOCTaBUIMKY MEIULUHCKUX YCIyr, WM IHUCbMEHHOE pacCHOpPsDKEHHE, OTAaBaeMoe

MOCTAaBUIMKY MEAULMHCKUX YCIIYT, UK U TO, U APYTOE.

[00121] B HEKOTOpBIX BapuaHTax peayu3aliyi H300PETeHUs ONTMCAHHBIE B JTAHHOM TEKCTE
CrocoObl OTHOCATCSI K NPUMEHEHHMIO ONMCAHHBIX B JAHHOM TEKCTE€ AHTUTEN K O-
CHHYKJIEMHY, BKJIIOYas WX AaHTUIEHCBS3bIBAIOLIME (parMeHTbl, BapHUAHTbI HJIH
NPOM3BOJHBIE, MAJII JAMArHOCTHKHM IOBBIIIEHHOIO YPOBHS O-CHHYKJIEHHAa B MO3re
UCMIBITYEMOrO TanueHta myTeM: (a) mnepudepudecKkoro BBEIEHHS HCIBITYEMOMY
NALMEHTy AaHTHTeNa K O-CHHYKJIeHHY WIM €ro aHTUI€HCBS3BIBAIOIIETO (parMeHra,
NpUYEeM aHTHTEJIO MM ero ()parMeHT MOXKET CBSI3bIBATh O-CHHYKJIEHH C a((pUHHOCTBHIO,
JAOCTaTOYHOM JJIsl TOrO, YTOOBI U3MEHHUTDh OOLIMIT OTTOK O-CHHYKJIEWHA U3 MO3ra B KPOBb
wim u3 mosra B LICXK; (0) monydenuss obOpasua ruiasmel kpoBu wiu obpasma LICK
UCTIBITYEMOTO TIAIIMEHTA Yepe3 ONpeNesIeHHbI BPEMEHHON MHTEPBAJ MOCIE BBENEHHS U
nepenavyy oOpasua ruiasmbl kpoBu wian obpasua LICXK mist onpenenenust ypoBHS o-
CHUHYKJIEWHA, (B) CpaBHEHUs YPOBHS O-CHHYKJIEMHAa B o0Opasle Iuia3Mbl KpPOBH C
KOHTPOJIbHBIM TOKa3aTesieM;, MpHYeM pa3HHLA HIH CXOACTBO MEXKIy YPOBHEM O-
CHUHyKJIenHa B oOpasue muasmbl win obOpasue LICXK M KOHTpONBHBIM TOKa3arejaeM

KOpPEMUPYET C YPOBHEM (-CUHYKJIEHMHA B MO3T€ UCIIBITYEMOTO MAI[UEHTA.

[00122] B nppyrux BapmaHTax peanuzanuyd H300pPETEHUs] ONMHCAHHBIE B JaHHOM TEKCTE
CHOCOOBI OTHOCSTCS K NPUMEHEHHWIO ONHMCAHHBIX B JAHHOM TEKCTE AaHTHUTEN K O-
CHUHYKJICWHY, BKJIOUash HX AHTHIEHCBS3bIBAOIIHE (pParMeHThl, BapHAHTBl WJIH
MPOU3BOAHBIE, MJII [OMAarHOCTUKM NOBBIIIEHHOTO YPOBHS O-CHHYKJIEMHAa B MO3re
UCTIBITYEMOTO TAalMeHTa myteM: (a) mnepudepudeckoro BBEACHUS HCIBITYEMOMY
NAlMEeHTY aHTUTENa K O-CHHYKJIIEWHY HJIH €ro aHTHI€HCBSI3BIBAIOLIETO (PparMeHTa,
NpUYeM aHTHUTEJO WK ero (pparMeHT cTtabuinm3upyer win OJOKHPYET O-CHHYKJIEHH B

kposu miu LICXK; (0) momyuenuss obpasma minasmel kpoBu miu obpasma LICXK
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HCIBITYEMOI'O MALMEHTa Yepe3 ONMpPENECHHbIN BPEMEHHON UHTEPBAJI MOCNE BBEAECHUS U
nepenady oOpasua rurasmbl kpoBu wuiam odpasma LICXK mist onpenenenust ypoBHS o-
CHUHYKJIEWHa, (B) CpaBHEHUs YPOBHSA O-CHHYKJIEHMHa B o0Opasle Iuia3Mbl KpPOBH C
KOHTPOJIBHBIM [IOKa3aTesieM;, MPUYEM pPa3HHULA WU CXOACTBO MEXAY YPOBHEM O-
CHHyKJenHa B oOpasue muasmbl win obOpasue LICXK u KOHTpONBHBIM TOKa3areiaeM
KOPpPEJIUPYET C YPOBHEM O-CHHYKJIEMHA B MO3I€ UCIBITYEMOro nauueHTta. B HeKOTophIx
BApUAHTaX peaju3allii OIMCAaHHbIE B JAHHOM TEKCT€ AaHTHUTENa K O-CHHYKJICHHY,
BKJIFOYAsl MX AHTUICHCBS3bIBAIOIINME (ParMEHTbI, BAPHUAHTHI WJIHM MPOU3BOAHBIE, MOTYT
CBSI3bIBaTh O-CHHYKJIEHH C ap@PUHHOCTBIO, JOCTATOYHOM Ui TOro, 4TOOBI M3MEHHTH
oOLINi1 OTTOK Oi-CUHYKJIEWMHA U3 MO3ra B KpoBb Win u3 mosra B LICXK u ctabunuszupoBarts

iy OJIOKMPOBATh 0-CUHYKJIeHH B kKpoBu miu LICK.

[00123] JlMarHoCTUpyeMbIil HUCHBITYEMbI MALMEHT MOXKET SBJSATHCS KIMHUYECKU
3I0OPOBBIM HJIM HAXOJHUTCS B JOKJIMHUYECKOM COCTOSIHUHM B OTHOIIEHHHU 3a0ojeBaHus. B
OTAEJbHBIX BAPHAHTAX PeaTH3aLUU N300PETEHUS HCIIBITYEMbIE MALIUEHThI BKIIFOYAIOT TeX
NALUEHTOB, KOTOPbIE HAXOIATCS B MNPEACUMITOMATHYECKOM COCTOSHUM WU HMEIOT

AOKIIMHUYIECKOE€ CUHYKIICOTIATUIECKOEC 3a00JieBaHuUE.

[00124] B oTmenpHBIX BapHaHTax peaju3alvd U300peTeHHs “KOHTPOJBHBIN MOKA3aTeNb
B OITHUCAHHBIX B JAHHOM TEKCTE CIIOCO0aX COMEPKUT YPOBHH O-CHHYKJIEHHA, H3MEPEHHbIE
y OOHOro wiu Oojiee KOHTPOJIbHBIX MAIMEHTOB, MPHYEM KOHTPOJIbHbIE TALEHTbI
BKJIFOYAIOT HOPMAJIbHBIX 37I0POBBIX MAIMEHTOB U MALMEHTOB C HYKJIEOMATHSIMH Pa3HOM
CTENeHU TSDKECTH. Hampumep, KOHTPOJIbHBIA TMALMEHT HMEET HYKJIEOMaTUu4ecKoe
3aboseBanue, Hanpumep, Oonesnb [lapkunacona (BII), nemenumro ¢ Tenbuamu JleBu
(ATJI) mmu Bapuant Oone3nu Agbureiimepa ¢ tenpiamu Jlesu (BBATJI), npuuem
CXOJZICTBO MEKAY YPOBHEM O-CHHYKJIEMHA U KOHTPOJIbHBIM MMOKa3aTelieM YKa3bIBaeT Ha
TO, YTO [OUATHOCTUPYEMbI MALEHT HMeeT CHHyKJeomaTHyeckue 3abosjeBanue. B
APYroM BapUaHTE WM B Ka4eCTBE JOMOJHEHHS B BHIE BTOPOTO KOHTPOJISI KOHTPOJIBHBIH
NAaLMeHT HE HMEeT CHHYKJIEOMaTU4eCKOro 3a00jeBaHUsl, MPU 3TOM pPa3HULA MEXIY
YPOBHEM (O-CHHYKJEMHAa W KOHTPOJbHBIM TIOKAa3aTeJieM YKa3blBaeT Ha TO, 4YTO
JIMArHOCTUPYEMBbIi NaLueHT UMeeT CHHYKJICOMAaTUYEeCKHE 3aboneBanue.
[IpeanoururenbHo, YTOOBI MUATHOCTUPYEMBIN MALMEHT M KOHTPOJbHBIN MarreHT(bl)

HaxOJAWINCh B OJTHOW BO3PACTHOM IpyIIie.

[00125] B HeKOTOpBIX BapHaHTax pealn3alnuy U300PETeHUs] OMMMCAHHbIE B JAHHOM TEKCTE

CHOCOOBI JTOTIOJIHUTENIBHO BKIJIIOYAIOT CPaBHEHHE YPOBHs O-CHHYKJIEWHa B oOpasie
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wiasmel (m.e., TectupyemMom obpasie) u obpasue ruiasmel (m.e., GOHOBOM oOpasle),
MOJYYEHHOM OT HCIBITYEMOrO MalMeHTa A0 BBEACHUs AHTHTENA K O-CHHYKJICHHY,
BKJIIOYAsi €0 aHTUIeHCBS3bIBAIOLINE (PparMEHThI, BAPUAHTHI U MPOU3BOAHbBIE. B npyrux
BapUAHTaX peaju3aluyd H300peTeHHss OIMUCAHHBIE B JaHHOM TEKCTE€ CIOCOOBI
JOTOJHUTENHO BKJIIOYAIOT CPAaBHEHHE YpPOBHs O-cuHyKienHa B obOpasue LICXK (m.e.,
tectupyeMoMm obOpasue) u obpasue LICXK (m.e., poHOBOM 0Opasue), MOJYIEHHOM OT
UCMBITYEMOTO TMAIFeHTa JO BBENCHMs aHTHTeNa K O-CHHYKJIEHHY, BKIIOYas €ro
AHTUT€HCBSI3bIBAIOIIME (PparMeHThl, BApUAHThI U MPOM3BOAHbIe. Hanpumep, MoxeT ObITh
NPOBEICHO CpaBHEHUE ¢ (POHOBBIM 0OPA3IIOM BMECTO WM B JOTIOJHEHHE K CPABHEHHIO C
KOHTPOJIbHBIM TIOKa3zaTejeM. B cBsisu ¢ 3TuM (oHOBBI oOpaszer; Moxer ObITh
WCTIOJIb30BAH IJIs1 KATMOPOBKU TECTHPYEMbIX 0Opa3LOB IO OTHOIIEHUIO K KOHTPOJIbHOMY
NOKa3aTeNo (HampuMep, HM3MEpEeHHUe SBIAETCS pPasHULEeH WM OTHOLICHHEM, a He

aOCOJIIOTHON BEJIUMYHHO).

[00126] B nmononHWTENBHOM BapUaHTE pealu3alud H300pETeHHs CBS3BIBAIOLINE O
CHUHYKJIEUH MOJIEKYJIbI, B YaCTHOCTH OTHCAHHbIE B JAaHHOM TEKCTE aHTUTeNa K -
CHUHYKJICUHY, TaKXX€ MOTYT TNPUMEHSTbCS B CHOCOO€ IMArHOCTUKU PacCTPOMCTB Y
NalMeHTa TyTeM TMOoJy4YeHHuss oOpasua OHOJOTUYECKOH JKUIAKOCTH HCIBITYEMOIO
MalUeHTa, KOTOPbIH MOKET SIBJISITbCS OOpasoM KpoBH, oOpa3uoMm juMdbl, oOpa3nom
HCXK wmu a00biM  ApyruM  0o0pa3LoM OUOJIOTMYECKOW JKUAKOCTH, W TPUBEICHUS
OMOJIOTHYECKON JKUIKOCTH B KOHTAKT C ONMUCAHHBIM B JAHHOM TEKCTE aHTUTEJIOM K O-
CHUHYKJIEUHY B YCJIOBHSIX, B KOTOPBIX BO3MOXKHO OOpa3OBaHHME KOMILJIEKCOB AHTHJIENO-
AQHTUTEeH. 3aTeM C TIOMOINBID HW3BECTHBIX B JAHHOW O0NAacTH TEXHHUKH CIOCOOOB
OTIpEIeNIIeTCS. YPOBEHb TAaKUX KOMILIEKCOB, MPUYEM YPOBEHb, KOTOPBIH 3HAYUTENILHO
BBIIIE, YeM YPOBEHb, OOpa3yeMblii B KOHTPOJBHOM OOpasiie, yKa3blBaeT Ha HaJIUYHe
3a00JIeBaHUs] Y UCIBITYEMOrO MalueHTa. TakuM ke 00pa3oM MOXKET HUCIOJb30BaThCS
crierupuIeckoe CBS3bIBAHNE AHTUT'€HA OMKMCAHHBIMH B JJAHHOM TEKCTE aHTHUTEJIAMH K O-
cuHykyienny. Takum oOpa3om, m3o0peTeHue OTHOCUTCS K i1 Vifr0 WUMMYHOAHAJH3y, B
KOTOPOM MPUMEHSIETCS CBSA3BIBAIOIIAS (.-CUHYKJIEUH MOJIEKYJIa, HAPUMED, aHTUTEJIO UITH

€0 aHTUT€HCBSI3bIBAIOIIUI (PparMeHT, SBISIOIIHUECS] OObEKTAMHU JAHHOTO H300pETeHHUS.

[00127] YpoBeHb O-CHHYKJIEHMHA MOXET OBbITh OMNpeleNieH JHOOBIM  TOJXOISIINM
crocoOOM, HM3BECTHBIM B JAHHOH OOJACTH TEXHUKH, BKIIIOYAs, HAIPUMEp, aHAIU3 O-
CHHYKJIEMHa C TIOMOINBIO OAHOTO WM Oojiee MeTonOB, BBIOpaHHBIX W3 BecrepH-
ONMOTTHHra,  WMMYHOINpEUMIIUTaNMK, UMMyHo(depmenTtHoro  anammza  (MDA),

pamuonMmyHosiorndeckoro  aHamusa  (PHMA),  copTupoBku  (IIOOpECLEHTHO-
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aktuBupoBaHHbIX  KiIeTok (CDAK), nBymepHoro renb-ayiektpodopesa, Macc-
cnektpockonuu (MC), MaTpUYHO-aKTUBUPOBAHHOW JIa3epHON AecopOLMy/MOHU3AIUN
Bpemsinponernoir  MC  (MAJIJIM-BII), ycuieHHOH  TOBEPXHOCTBIO  JIA3€PHOU
necopOumun/monmsannu  Bpemenn mnposnera (YIUJIJM-BII), BoicokoaddexkTnBHOIM
XKHUIKOCTHOH xpomarorpaduu (BDXKX), xunkocTHol skcnpecc-xpomarorpadgun 6eIKoB
(OKOXBb), w™HoromepHoil skuakocTHOH xpomatorpadpuu (KX) ¢ mocnepyromeit
TaHAeMHON  macc-criektpomerpueit  (OKX/MC) wu  nasepHOW — €HCHUTOMETPUU.
IIpennouTuTenpbHO yKa3aHHAas In  VIVO BHU3yalH3alMs O-CHHYKJIEMHAa BKJIIOYAeT
NO3UTPOHHO-3MHUCCHOHHYIO  ToMorpaduo  (II9T), onHOGOTOHHYIO 3MHCCHOHHYIO
tomorpadpuro (OPIT), onTudeckyro Busyanusanuio B OmwkHelt nHdppakpacHoit (BUK)

00J1acTH MJIM MarHUTHO-PE30HAHCHYIO Bu3yanu3zauuto (MPB).

[00128] Kak xopo1mo u3BeCTHO B OONACTH TEXHUKU MEIHMLIMHBI, JO3UPOBKH ISl JIFOOOTO
MalMeHTa 3aBUCAT OT MHOrMX (DaKTOPOB, BKJIIOUAs pa3Mep TMalMeHTa, IUIOmaab
MOBEPXHOCTH TeJa, BO3PACT, KOHKPETHBIN MpernapaT JJisl BBEACHUS, TI0JI, BPeMsl U Criocod
BBeICHUsI, OOINee COCTOSIHUE 3J0POBbS M APYrHe OJHOBPEMEHHO MPUHUMAeMble
JIEKapCTBEHHbIE TMpenaparbl. B o0mem ciaydae JO3UPOBKM MOTYT HAXOAUTBHCS B
auanasoHe, Hanpumep, ot okojo 0,0001 go 100 mr/kr u, yame, ot 0,01 mo 5 Mr/kr
(nanpumep, 0,02 mr/kr, 0,25 mr/kr, 0,5 mr/kr, 0,75 mr/kr, 1 Mr/kr, 2 MI/Kr 1 T.1.) MacChbl
Teja manventa. HampuMep, TO3UPOBKH MOTYT COCTaBNATh | MI/Kr Macchl Tena, i 10
MI/KI MacChl Teja, WIM HAaxXomuThcss B juamasoHe 1-10 wmr/kr.  Jlo3upOBKH,
COCTABJISIIOIIUE TPOMEKYTOUHbIE 3HAYEHUsS B BBILIEYIIOMSHYTBIX IHAMA30HAX TaKKe
BXOJISIT B 00BbEM JaHHOTO U300peTeHusi. TepMuH “niepudeprdeckoe BBeneHUE OIMKCAH B

APYroM MeCTe JaHHOTO TEKCTa.

[00129] B HeKkOTOpBIX BapHaHTax peanu3aldd MOTYT NPUMEHSATHCS MATPULbl HA OCHOBE
aHTHUTEN, KOTOpbIE, K TPHUMEPY, 3aMOJIHEHbl AHTHTEIAMU K O-CHHYKJICUHY WU
SKBUBAJICHTHBIMA AHTHI'CHCBS3BIBAIOIINMU MOJIEKYJIAMH, SIBJSIFOLIUMICS NPEIMETOM
JaHHOTO M300pEeTEeHHUs, KOTOpbIE CHEU(PUUECKH paclo3HAIT O-cuHykJIenH. CyTb
MHUKPOMAaTPUYHOTO MMMYHOJIOTHYECKOrO aHanmm3a obobmena B Kusnezow ef al., Mol.
Cell Proteomics 5:1681-1696 (2006). CoOTBETCTBEHHO, H300pETEHHE TAKKE OTHOCUTCS K
MUKpPOMATpUIIAM,  3alOJHEHHbIM  CBS3BIBAIOINMMH  O-CHHYKJIEUH  MOJIEKYJIaMH,

OoNpeaACIAEMbIMU COTJIACHO HACTOALIEMY 1/1306pe'reH1/110.

[00130] B HeKOTOpBIX BapHaHTax pealn3alnuy U300PETeHUs] OMMMCAHHbIE B JAHHOM TEKCTE

CIIOCOOBI TAaK)KE OTHOCSITCS K NMPUMEHEHUIO OMHUCAHHBIX B JAHHOM TEKCTC aHTUTEI K Q-
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CHHYKJIEWHY, BKJIOUas HMX AHTHIEHCBS3bIBAOIIHE (pParMeHThl, BapHAHTBl WM
MIPOU3BOAHBIE, I OTCJIECKUBAHUS YPOBHS (.-CUHYKJIEMHA B MO3re MalUeHTa, KOTOPbIN
MPOXOJUT JIEYEHHE OT CUHYKJIEOTIAaTHUECKOTO 3a00I€BaHNS, W BKIIIOYAIOT aHAJIN3 YPOBHS
o-CHHYKJIenHa B muasme kposu mainuenTta wiau [[{CXK manueHTta uepe3 omnpeneneHHbIN
BPEMEHHOW MHTEpBaJI Nocie nepudepuueckoro BBEACHUS aHTHTENA K 0-CUHYKIIEHHY HIIH
€r0 aHTUT'eHCBS3BIBAIOINETO (PparMeHTa, MPUYEeM AHTHUTENO WIH €ro (PparMeHT MOXKET
CBSI3bIBaTh O-CHHYKJIEHH C apPUHHOCTBIO, JOCTATOYHOM Ui TOro, 4TOOBI M3MEHHTH
o0muii OTTOK O-CHHYKJIEMHAa U3 Mo3ra B KpoBb mim u3 mosra B LICXK; a ypoBeHb a-
CHUHYKJIeMHa B asMe kposu nauueHTta unu LICK maumenTa xoppenupyer ¢ ypoBHEM B
MO3re MainueHTa. B OThAeNnbHBIX BapHaHTax peaju3alid H300peTeHHs ONHCAHHBIA B
JAHHOM TEKCTe CIOCOO MOTOJHUTENBHO BKJIIOUAET AaHAJIN3 YPOBHS O-CHHYKJIEHHA B
miasme kposu mnammenta unu L[CXK nanuenrta uepes omnpeneneHHbI BPEMEHHOMU
WHTEPBaJ IOCJE MAOTOJHUTENbHBIX Mepupepuuecknx BBEISHMH aHTUTENa K O-
CHHYKJIEMHY WJIM €r0 aHTUT€HCBS3BIBAIOLIETO (PparMeHTa, TaKuM 00pa3oM, U MOJIy4eHHe,
TakuM o0pa3oM, rpaduka H3MEHEHHs CO BPEMEHEM YPOBHS (-CHHYKJIEHMHA B MO3re

nanueHTa.

[00131] B HEeKOTOpBIX BapUaHTaxX peajn3aluy U300PETeHHUs] OMMCAHHbIE B JAHHOM TEKCTE
CHOCOOBI TAKXKe OTHOCSTCS K MPUMEHEHUIO OTHCAHHBIX B JTAHHOM TEKCTE aHTHUTEN K O-
CHUHYKJICWHY, BKJIOUash MX AHTHIEHCBS3bIBAOIIHE (pParMeHThl, BapHAHTBl WJIH
MIPOU3BOHBIE, IJIsI OTCJIEKUBAHUS YPOBHS (-CHHYKJIEMHA B MO3re MAalMeHTa, KOTOPbIN
MPOXOJUT JICYEHHE OT CUHYKJIEOMATHUECKOTo 3a00JIeBaHNS, W BKIIOYAIOT aHAJU3 YPOBHS
o-CHHYKJIenHa B muiazme kposu manueHta wiau [[C)K manueHTta uepe3 onpeneneHHbIN
BPEMEHHOW MHTEPBaJI MOCe nepudepruyecKoro BBEACHUS aHTHTENA K O-CUHYKJICHHY TN
€r0 AaHTUTCHCBS3BIBAIOIIETO (parMeHTa, NPUYEM AaHTHUTEIO WIU ero (parMeHt
crabunusupyer wuiu Onokupyer o-cuHykjenH B kpoBu wim L[CX; a ypoBenp o-
CHUHYKJIenHa B 1uasMe kposH nauueHTta uinu LICXK mauuenTta xoppenupyer ¢ ypoBHEM B
MO3Te MalfeHTa. B OTHeNbHBIX BapHaHTaX peajn3alii H300peTeHHs ONMHCAHHBIA B
JaHHOM TEKCTe CIOCO0 JOTIOJIHUTENBHO BKJIIOYAET AaHAIN3 YPOBHS O-CHHYKJIEHHA B
miasme kposu mnammenta unu L[CXK nanuenTta uepe3 omnpeneneHHBbI BpeMEHHOM
UHTEPBAJI TMIOCJE JOTIOJIHUTENbHBIX TNepU(EepUuecKuX BBENEHHH aHTUTeNa K O-
CHHYKJICUHY WJIM €r0 aHTUT€HCBSI3bIBAIOIIETO (PParMeHTa, U MOJNYYSHHUE, TAKIM 00pa3om,

rpadrka I3MEHEHHUS CO BpEMEHEM YPOBHS (i-CUHYKJIEMHA B MO3T€ IMallUEHTA.

[00132] HekoTopsle BapwaHThl peann3aludl W300pETEHHUs] BKIIOYAOT OIHCAHHBIE B

JAHHOM TEKCTEC CHOCO6I:;I, B KOTOPBIX onpe)leneHan‘/'I BpeMeHHOfI HUHTEPBAJI COCTABJIACT
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MeHee yeM 12 mecsiieB, MeHee deM 11 mecsmeB, meHee yeM 10 mecsiieB, MeHee ueM 9
MeECSIIEB, MEHEEe YeM 8 MecCsieB, MeHee ueM 7/ MecCslieB, MeHee yeM O MecsIleB, MEeHee
yeM 5 MecsiieB, MeHee ueM 4 mecsiiia, MeHee ueM 3 Mecsilia, MeHee 4eM 2 Mecsilia, MeHee
yeMm | Mecsii, MeHee YeM OJHa Henesst Tu00 MeHee Wik pOBHO 24 yaca, MO MeHee TN

POBHO 3 yaca.
V. COCTABBI U CTIOCOBBI ITPUMEHEHM A

[00133] CriocoObl W3rOTOBJICHUS W BBENEHUS AHTUTEN K O-CHHYKJIEHHY WJIH €X
AHTUT€HCBSI3BIBAIOLINX (PPArMEHTOB, BAPHAHTOB WJIM MPOM3BOIAHBIX HYXKAAKOLIEMYCS B
5TOM MALUEHTY XOPOLIO U3BECTHBI UM MOTYT OBITh JIETKO OIpEeNeHbl CIIEIUaINCTOM B
naHHO obnactu TexHukH. Crioco® nmpumenenuss aHTUTENA K O-CHHYKIEHHY WJIH €ro
AHTUTCHCBS3BIBAIOINEr0 (pparMeHTra, BapHaHTa WIM MPOM3BOAHOTO MOXKET OBbITh
NepOpabHbIM, MAPEHTEPAIbHBIM, yTEM WHIAJSIIUN WK MECTHBIM. YTNOTpeOisieMblii B
JaHHOM TEKCTe TepPMUH ‘‘Tiepudepuueckoe BBeleHHE  BKJIIOYAET, HaIpuMmep,
BHYTPHUBEHHO€,  BHYTpUApTEPHAIBbHOE,  BHYTPHOPIOIIMHHOE,  BHYTPHMBILIEYHOE,
NOJKOXHOE, PEeKTAJbHOE WM BaruHajJbHOE NpHMeHeHue. Tak kak Bce 3TH (pOpMeI
NPUMEHEHHsT YeTKO pPacCMAaTPHUBAIOTCS KaK Takhe, KOTOpPbIe BXOAAT B OOBEM JaHHOTO
u3o0pereHusi, mpumMepoM (GOPMBI IJisi IPUMEHEHHT MOXKET ObITh PACTBOP ISl HHBEKIIUH,
B YaCTHOCTH, JJIsl BHYyTPUBEHHON MJIM BHYTPUAPTEPHAIBbHON MHBEKIUHM WJIH KAIeJbHOTO
BiauBanus. [lomxoasmuil papMaleBTHUECKUI COCTAaB JJISi UHBEKIIMU MOYKET CONEpPIKaTh
Oydep (nanpumep, aneratHwidi, pocdaTHblii WM TUTPaTHBIH Oydep), MOBEPXHOCTHO-
aKTUBHOE coenuHeHWe (Hampumep, monucopdar), B HEKOTOPBIX Clydasx —

CTa0MIIN3UPYIOLIEEe BEIIECTBO (HAnpumep, 4eIOBEYeCKUN aTbOYMIH) U T 1.

[00134] Kak onucbiBaeTcss B JAHHOM TEKCTE, AHTUTENA K O-CHUHYKJIEHUHY WIH HUX
AHTUTEHCBSI3bIBAIOINKME (PparMeHThl, BapHAHTBI WJIH MPOW3BOJHBIE MOTYT OBITh
NPUTOTOBJIEHBl B BHUAE JIGKAPCTBEHHOTO Tpernapara TakuM oOpa3oM, dYTOOBI
CrocoOCTBOBATh MPUMEHEHUIO U obecreynBaTh CTAOUIIBHOCTh AKTUBHOTO BelecTBa. B
OTJENIbHBIX BapHAHTAX peajn3aluni (papManeBTHUYECKHE COCTABBI COTJIACHO HACTOSIIEMY
U300peTeHnIo comepikar (GapManeBTUYECKH MPUEeMJIEMbIH, HETOKCHYHBIN, CTEPYIIbHBIN
HOCHUTEJb, TAKOH KaK (PU3NOJIOTHUECKUH PaCTBOP, HETOKCUYHbIE Oy(epbl, KOHCEPBAHTHI
u ToMmy momoOHoe. JIis BO3MOKHOCTH OBICTPOTO TpUMEHEHUs (hapMaleBTUYECKH
3¢ (eKTHBHOE KOJHYECTBO AHTUTENA K O-CHHYKJIIEHMHY WM €r0 aHTHIeHCBSI3BIBAIOLIETO
¢dparmenTa, BapuaHTa WINA MPOU3BOIHOTO TOJDKHO COCTABIIATH KOJIMYECTBO, TOCTATOUHOE

JJI1 JOCTHKECHUA 3(1)(1)6KTI/IBHOFO CBA3BIBAHUA C LECJIbKO U IJIA JOCTUXKCHUA ITOJIE3HOI'O
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sddekra, Hanpumep, U3MeHEeHHs O0IIEero OTTOKA O-CHHYKJIEMHA M3 MO3ra B KPOBb HJIU

W3MEHEHHUs OOIIEero OTTOKA O-CHHYKJIenHa 3 Mo3ra B LICXK.

[00135] [IpumeHsiemMble B TaHHOM H300peTeHHU (papMaleBTHUYECKHUE COCTABBI CONEpPIKAT
dapMaleBTHUECKH NpPUEMJIEMblE HOCHUTENH, HANPUMEpP, WOHOOOMEHHUKH, OKCH
AMIOMUHUS, CTeapaT aNIOMHUHFS, JIELUTHH, Cbl6OpOmMoyYHble O€NKW, Takue Kak
YeJIOBEUECKUI CBIBOPOTOUHBIN aibOyMuH, OydepHble BeliecTBa, Takue Kak (ocdarsl,
TJIULUH, COPOMHOBYIO KHCIOTY, coOpOaT Kajusi, HENOJHble TJHMLEPUIHBIE CMECH
HACBIIIEHHBIX PACTUTEIbHBIX KUPHBIX KUCJIOT, BOAY, COJIM MM JIEKTPOJIUTBI, TAKUE KaK
npoTaMUHCYNb(daT, IBy3aMelEHHbIN (pochopHOKUCHBI HaTpull, (HOCHOPHOKUCIBIHN
KaJui, XJIOPUJI HATPUS, COJNIM LMHKA, KOJUIOWIHBI IHOKCHUA KPEMHHUs, TPHUCUIIMKAT
MarHus, NOJIMBUHWIITUPPOJIUIOH, BEILECTBA Ha OCHOBE LIeJUTIOJIO3E,
NOJIMATUIICHTJINKOJIb, HATPHEBYIO COJIb KapOOKCHMETHIILIEIUTIONO3bI, TOJHAKPHIIATSI,
BOCKH, MOJUATUICH-TIOJHOKCUIIPONIIEH —OJIOK-TIOJMMEpBI,  MOJHITHJICHIJIUKOIb U

JJAHOJIMH.

[00136] ITpenaparbl 1yt nepugepuueckoro BBEOEHUS BKIIOYAIOT CTEPHUJIbHBIE BOIHBIE
WIM HEBOAHBIE PACTBOPBI, CYCHEH3UMM U 5Myjabcuu. IlpumepamMu HEBOOHBIX
pacTBOpuUTeNiell  SABJSIIOTCA  MPONMJIEHIJIMKOJb, IOJU3TUICHIVIUKONb, PACTUTEJIbHbIE
Maciia, TaKhe KaK OJIMBKOBOE MAaCJIO, U MHBbEKIIMOHHbIE OpraHn4YecKre 3(pUpbl, TaKue Kak
sTHIONEaT. BomgHbBIE HOCHTENM BKIIOYAKOT, HANpUMep, BOAY, CIHPTOBbIE/BOIHbIC
PacTBOPBI, IMYJBCHH WJIM CYCIICH3HMH, BKJIIOUasi COJIeBbIe U OydepHbie cpenbl. B pamkax
HaCTOALIECTO 1/1306peTeH1/151 q)apMaLIeBTI/ILIeCKI/I MPUEMJIEMbBIC HOCHUTEJIU BKJIFOYAKOT, HO HE
orpannumBatorcs 3tum, 0,01-0,1 M docdarusiii 6ydpep nmu 0,8% coneBoit pacTBop.
Jlpyrue oOlien3BecTHbIE NMapeHTepalbHble PACTBOPUTENH BKIIOYAIOT pacTBop (ocdara
HATpusi, NEKCTpo3bl PuHrepa, AEKCTpO3bl M XJOpHUIA HATpus, Jakrata PuHrepa u
HEJICTYUUE Macja. BHYTpI/IBeHHbIe pPaCTBOpPBI BKIIKOUAKOT JKUAKHUE U IMUTATCIIbHBIC
HAIMOJHUTENHY, HAIIOJIHUTEIN Ha OCHOBE 3JIEKTPOJIUTOB, HAIIPUMED, HA OCHOBE JEKCTPO3bl
Punrepa m tomy momoOGuble. Takke MOTYT NPUCYTCTBOBATb KOHCEPBAHTBI M IPYTHE
I[O6aBKI/I, TaKHE€ KakK, HaIllpuMmep, HpOTI/IBOMI/IKpO6HbIe BE€IIECCTBA, AHTHOKCUIAHTHI,

XCNATUPYIOLIHE BEIIECCTBA U MHEPTHBIC I'a3bl, U TOMY HOI[O6HI::I€.

[00137] B YaCTHOCTH, MOIXOISIIUE JUTS UHBEKIIUOHHOTO MIPUMEHEHUS
(hapManeBTHUECKHUE COCTABbI BKIIIOYAKOT CTEPUIIbHBIE BOJIHBIE PACTBOPHI (PaCTBOPHMBIX B
BOZE BEIIECTB) WJIM JUCIIEPCUU W CTEPUJIbHBIE TMOPOILIKUA JUIsl MPUTOTOBJICHHS IO

WHAVBHUIyAJIbHOMY PELENTY CTEPUIbHBIX NMHBEKLMOHHBIX PAaCTBOPOB WM Aucnepcuil. B
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TAKUX CJIy4asx COCTaB JOJUKEH ObITh CTEPHIIBHBIM U PA3KIDKEHHBIM JIO TAKOHW CTETIEeHH,
9YTOOBI JIETKO NPOXOIUTHh uepe3 uriy mmnpuna. OH JOJDKeH ObITh CTaOWJIBHBIM B
YCJIOBUSIX TMPOU3BOACTBA M XPAHEHUs W, MPEANOYTUTENBHO, 3aIUMINEHHBIM OT
3apakarolIero AEHCTBHsI MUKPOOPraHM3MOB, TaKHX Kak Oakrepuu u rpudku. Hocurens
MOXET SIBJISITbCS PACTBOPSIIOLIEH WM JUCIEPCUOHHOM CpENoH, HampuMep, BOAOH,
STAHOJIOM, TIOJNHOJIOM (HampuMmep, TJIHUIEPOJIOM, NPONMUJICHIJIMKONIEM U JKHIKUM
MOJIMSTUIICHTJIUKOJIEM M TOMY NTOJA0OHBIM) M MX MOAXOASAIUME cMecsiMu. [loanepxuBarh
HAJJIEKALYI0 TEKYy4eCTb MOXHO, HaIlpUMEp, MyTE€M HCIOJIb30BAHUS MOKPBITHSL, TAKOTO
KaK JIELUTHH, [TyTeM MOAAepKaHUs TpeOyeMOoro pasmepa 4acTUIl B Cilydae AUCIIEPCUU U
MyTE€M HCIOJb30BAHUS MOBEPXHOCTHO-AKTUBHBIX BellecTB. COCTaBbl, MOAXOMALINE IS
NPUMEHEHHs B PACKPBITBIX B JAHHOM TEKCTE TEPANEeBTUYECKUX CIIOCO0AxX, OMHCAHBI B

Remington's Pharmaceutical Sciences (Mack Publishing Co.) 16th ed. (1980).

[00138] 3ammuTa OT BO3IEWCTBUS MHKPOOPTaHM3MOB MOKET OBITh OCYINECTBJIEHA C
MOMOIIBIO PA3JIUYHBIX AHTUOAKTEPHUAJBHBIX W AHTHTPUOKOBBIX BEIIECTB, HAIMPHUMED,
napabeHoB, xjopOyTaHona, heHosa, aCKOpOMHOBO! KHCJIOTBI, TUMEPOCAia U MOJTOOHBIX.
Bo MHOrmx ciy4asix NpeAnoOYTUTENIbHbIM OyleT HaJIW4he B COCTaBe HM30TOHUYECKUX
BEIECTB, HAMpPUMEpP, CaxapoB, MOJHUCIUPTOB, TAKUX KAaK MAHHHUTOJ, COPOHMTON WM
XJIopuga HaTpus. HpOHOHFI/IpOBaHHOC BCACBIBAHUEC HWHBECKIUOHHBIX COCTABOB MOKET
ObITb OCYINECTBJICHO TyTEM BKJIIOYEHHsS B COCTAB BEILIECTBA, KOTOPOE 3aMeIisieT

BCAaCbIBAHUEC, HAIIPUMEP, MOHOCTECapaTa aJlJlOMUHUA U KEJIaTUHA.

[00139] B nrobom cnydae, cTepusibHble HWHBEKIMOHHBIE PACTBOPHI MOTYT OBITh
U3rOTOBJICHBI IMyT€M BHECEHUs] AKTHBHOTO COEAWHEHUs (Hanmpumep, aHTUTENA K -
CUHYKJIEUHY WJIH €r0 aHTHIE€HCBS3BIBAIOIIErO (hparMeHTa, BapHaHTA WIJIA TIPOU3BOIHOTO,
KaK OIHOrO, TaK U B KOMOHWHAIIMM C JPYTUMH AKTHBHBIMH BELIECTBAMHU) B HYXKHOM
KOJMYECTBE B TOAXOASAIIUNA pPACTBOPUTENb C OJHMM W3 WM KOMOWHAuWed u3
MEPEYUCIIEHHbIX B TEKCT€ WHIPEANEHTOB, B COOTBETCTBUU C TpPeOOBAHUSIMH, C
nocneAyromein  ¢unbTpyromed  crepwimsanmed.  Kak  mpaBuiio,  gucmepcuu
W3TOTABJMBAIOT MyTEM BHECEHUS AKTUBHOTO COCIMHEHUs B CTEPUJIbHBIN PAaCTBOPUTEID,
KOTOPBI  COAEPKUT OCHOBHYKO JHCIIEPCHOHHYK) Cpeny U Japyrue Tpedyembie
WHIPEUEHThl U3 YUCJa NEPEUYUCIICHHBIX BbIlIe. B cliydae CTEpUIBHBIX MOPOIIKOB st
U3TOTOBJICHUS CTEPUJIbHBIX HHBEKIIMOHHBIX PACTBOPOB MPEANOYTHTEIFHBIMU CIIOCO0aMU
W3TOTOBJICHHUS! SIBJITIOTCS BAKYYMHAsI CYIIKa M JTUOMUIIbHAS CYIIKA, KOTOPBIE MMO3BOJISIFOT
MOJIyYUTh TIOPOIIOK W3 AaKTUBHOTO WHIPEOUEHTAa IUTOC JI000H HEoOXOIUMBIH

JOTIOJIHUTENbHBI WHTPEIUEHT U3 NPEABAPUTENHHO OT(PIIBTPOBAHHOTO CTEPUIBHOTO
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pactBopa. IIpenapars! 17151 MHBEKLIUI U3rOTaBINUBAIOT, TOMELIAOT B €MKOCTH, TAKUE KaK
aMIyJbl, TAKeThbl, OYTBUIKH, INNPHUOBl WIH (JIAKOHBl, W  3ale4yaThblBAlOT B
AHTHCENTHYECKNX YCJIOBHAX COIJIACHO C M3BECTHBIMH B JAHHOH OOJNIACTH TEXHUKHU
cniocodamu. Taxke mpenapaTsl MOTYT 3aMaKOBBIBATHCSI U MPOJABATHCS B BUAE HAOOPOB.
VY Takux MpOAYKTOB MOTYT OBITh STUKETKH WMJIH JIMCTKU-BKJIAJBIIIY, YKAa3bIBAIOIIHE, YTO
COOTBETCTBYIOIIME COCTaBbl NMPUMEHHUMBI AJI JICUEHUs MALMEHTOB, UMEKLUX WU

IPenpacHoIOKEeHHbIX K 3a00JI€BAaHUIO UM PACCTPOICTBY.

[00140] [TapeHTepanbHblE COCTaBBI MOTYT NPUMEHSTHCS B BHJE €AMHUYHON OONIOCHON
n03bl, WHPY3MOHHON WM ymapHOW OONIOCHOW IO3bI C TOCJIEOYIOIUM BBEIECHUEM
NOANEPKUBAIOLIEH J03bl. OJTH COCTaBbl MOIYT BBOAMTHCS Ye€pe3 KOHKPETHBIE
(buKCUpOBaHHbIE WIIM U3MEHSIIOIUECS] UHTEPBAJIBL, HANPUMEP, ONUH Pa3 B JI€Hb WU IO

Mepe HalOOHOCTH.

[00141] OmnpenenenHbie (hapMalleBTUYECKHE COCTaBbl, OMHCAHHbIE B JaHHOM TEKCTE,
MOTYT TPUMEHSTHCS MEPOPAIbHO B NPUEMIIEMOH JIeKapCTBEHHOH (opme, Hanpumep,
Karcysn,  TabneTok, BOAHBIX  CycmeH3uil  unmum  pactBopoB.  OmnpeneneHHbIe
(apmaLieBTHUECKHE COCTaBbl TaK)XX€ MOTYT OBITh H3TOTOBJEHbI B BHJAE COJIEBBIX
pacTBOpPOB € COAEpKaHMEM OEH3MJIOBOIO CHUPTa WJIM JPYIHX MOJXOMSAIINX
KOHCEPBAHTOB, CTUMYJIATOPOB BCaCbhIBaAHU JJIA IOBBILICHUA OHOJIOTHYECKOM
YCBOSIEMOCTH W/WJIM JAPYTUX OOLIETPUHSTHIX PACTBOPSIOIINX MJIM JUCTIEPTUPYIOIIUX

BCIIECTB.

[00142] KonnuecTtBOo aHTHUTENAa K O-CHHYKJIEHMHY WIM €r0 aHTUIE€HCBS3BIBAIOLLErO
¢dparmMenTa, BapraHTa MM MPOU3BOJHOIO, KOTOPOE HYKHO COCTUHHTH C BEIIECTBAMH-
HOCUTEJISIMU JIJIs1 TIOJTyYeHHsI €MHUYHONW NO3MPOBAHHOMW JIEKapCTBEHHOU (popmbl, Oyner
BapbUPOBATHCS B 3aBUCUMOCTH OT OOBEKTa JICYEHHs W OT KOHKPETHOro crocoba
npuMeHeHus. CocTaB MOKET NMPUMEHATHCS B BUAE €AUHHYHOI O3bl, MHOXECTBEHHBIX
703 WM BJMBAaHUS Yepe3 YCTAHOBIEHHBIH Tmepuoj BpeMeHH. C(Cxembl Ipuema
JIEKapCTBEHHOT'O IperapaTbl TaKXKe MOTYT OBITh CKOPPEKTUPOBAHBI JJISI TOTO, YTOOBI
o0ecrieuynTh ONTHMAJbHBII HEOOXOAWMBIH OTBET (HANMpPUMEp, TEPANEBTUYECCKHHA WU

npopUIAKTUIECKUN OTBET).

3k

[00143] B peanmuzanmu HacTosimero W300peTeHHs] TMPUMEHSIFOTCS, ©CIH Ipyroe He

OTOBOPEHO, O6H.I€HpI/IH$ITbIe METObI LII/ITO6I/IO.]'IOFI/II/I, KJIICTOYHOI'O KYJBTUBUPOBAHUS,
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MOJICKYJIIPHOW ~ OWOJIOTMH, TPAHCTEHHOW OHOJIOTHH, MHUKPOOUOJIOTHH, TE€HHOU
UH)KEHePHUH U HMMMYHOJIOTHH, KOTOpPbIe H3BECTHbI B JAHHOW OONACTH TEXHHUKU. DTH
METObl MIOJHOCTBIO OMHUCaHbl B nuteparype. Cmortpure, Hanpumep, Molecular Cloning
A Laboratory Manual, 2nd Ed., Sambrook et al., ed., Cold Spring Harbor Laboratory
Press: (1989); Molecular Cloning: A Laboratory Manual, Sambrook et al., ed., Cold
Springs Harbor Laboratory, New York (1992), DNA Cloning, D. N. Glover ed., Volumes
I and II (1985); Oligonucleotide Synthesis, M. J. Gait ed., (1984); Mullis ef al. marent
CIIIA Ne: 4,683,195, Nucleic Acid Hybridization, B. D. Hames & S. J. Higgins eds.
(1984); Transcription And Translation, B. D. Hames & S. J. Higgins eds. (1984); Culture
Of Animal Cells, R. 1. Freshney, Alan R. Liss, Inc., (1987); Immobilized Cells And
Enzymes, IRL Press, (1986); B. Perbal, A Practical Guide To Molecular Cloning (1984);
the treatise, Methods In Enzymology, Academic Press, Inc., N.Y.; Gene Transfer Vectors
For Mammalian Cells, J. H. Miller and M. P. Calos eds., Cold Spring Harbor Laboratory
(1987); Methods In Enzymology, Vols. 154 and 155 (Wu et al. eds.); Immunochemical
Methods In Cell And Molecular Biology, Caner and Walker, eds., Academic Press,
London (1987); Handbook Of Experimental Immunology, Volumes I-IV, D. M. Weir and
C. C. Blackwell, eds., (1986), Manipulating the Mouse Embryo, Cold Spring Harbor
Laboratory Press, Cold Spring Harbor, N.Y., (1986); u B Ausubel et al, Current
Protocols in Molecular Biology, John Wiley and Sons, Baltimore, Maryland (1989).

[00144] OCHOBHbBIEC MPHUHLUITBI UH)XCHEPUU aHTHUTEN M3JIOKeHbl B Antibody Engineering,
2nd edition, C.A K. Borrebaeck, Ed., Oxford Univ. Press (1995). OcHOBHbIE IPUHIIUIIBI
OenKoBOW WHXKEHepUW WU3JI0XKeHbl B Protein Engineering, A Practical Approach,
Rickwood, D., ef al., Eds., IRL Press at Oxford Univ. Press, Oxford, Eng. (1995).
OCHOBHbIE IPUHIUIIBI AHTUTEN M AHTHTEJIO-TANTEH CBSI3bIBAHUS U3JIOKEHBI B. Nisonoff,
A., Molecular Immunology, 2nd ed., Sinauer Associates, Sunderland, MA (1984); and
Steward, M.W., Antibodies, Their Structure and Function, Chapman and Hall, New
York, NY (1984). JIonoJHUTENBHO, CTAHAAPTHBIE METOABl IMMYHOJIOTHH, U3BECTHBIEC B
IOaHHOH 00JaCTH TEXHUKHU, HO OTAENbHO HE OMHCAHHBIC, IPUMEHSIOTCS B OOIIEM Cllydae
cornacHo Current Protocols in Immunology, John Wiley & Sons, New York; Stites ef al.
(eds) , Basic and Clinical -Immunology (8th ed.), Appleton & Lange, Norwalk, CT
(1994) and Mishell and Shiigi (eds), Selected Methods in Cellular Immunology, W.H.
Freeman and Co., New York (1980).

[00145] CrannapTHbie cripaBOYHbIE pabOTHI, B KOTOPBIX H3JI0KEHBI OCHOBHBIE MTPUHLUITBI

UMMyHoJiorus, BKIroudatroT Current Protocols in Immunology, John Wiley & Sons, New
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York; Klein, J., Immunology: The Science of Self-Nonself Discrimination, John Wiley &
Sons, New York (1982); Kennett, R, ef al., eds., Monoclonal Antibodies, Hybridoma: A
New Dimension in Biological Analyses, Plenum Press, New York (1980); Campbell, A,
“Monoclonal Antibody Technology” in Burden, R, et al., eds., Laboratory Techniques in
Biochemistry and Molecular Biology, Vol. 13, Elsevere, Amsterdam (1984), Kuby
Immunnology 4" ed. Ed. Richard A. Goldsby, Thomas J. Kindt and Barbara A. Osborne,
H. Freemand & Co. (2000); Roitt, 1., Brostoff, J. and Male D., Immunology 6" ed.
London: Mosby (2001); Abbas A., Abul, A. and Lichtman, A., Cellular and Molecular
Immunology Ed. 5, Elsevier Health Sciences Division (2005); Kontermann and Dubel,
Antibody FEngineering, Springer Verlan (2001); Sambrook and Russell, Molecular
Cloning: A Laboratory Manual. Cold Spring Harbor Press (2001); Lewin, Genes VIII,
Prentice Hall (2003); Harlow and Lane, Antibodies: A Laboratory Manual, Cold Spring
Harbor Press (1988); Dieffenbach and Dveksler, PCR Primer Cold Spring Harbor Press
(2003).

ITPUMEPDBI

[00146] JletanbHOe oOMUCaHWE OOIIENPUHSATBHIX CIMOCOOOB, TaKMX Kak Te, 4YTO
NPUMEHSFOTCSI B JAHHOM M300pETeHUH, MOKHO HAWTH B CHHCKe JuTeparypel. Eciu
OPyroe He yKa3aHO HWXKe, MACHTHU(PUKALHUS O-CHHYKJIEHH-CreupuIeckux B-kieTok u
MOJIEKYJIIPHOE ~ KJIOHUPOBAHHME aHTUTENl K O-CHHYKJEHHY, KOTOpble OOJamaroT
MPECTABJISIIOIIEH UHTEpEC CNelU(pUIHOCTHIO, MOTYT OBITh OCYIIECTBJIEHBI CIIOCOOaMHU,
onucanHbiMi B [lpumepax u B pasznmene JIOMOJHUTENbHBIE CIOCOOBI MEXIYHAPOIHBIX
nateHTHbIX 3assBOK PCT/EP2008/000053, omyOnukoBanHbix kak WO2008/081008, u
MEXIYHAPOAHbIX TaTeHTHbIX 3asBok PCT/EP2009/009186, omnyONMKOBAaHHBIX Kak
WO02010/069603, comep:kaHHe KOTOPBIX B MOJHOM OObEMe BKJIFOYEHO B JAHHBIA TEKCT

MoCpeEACTBOM CCBLIIOK.

IIpumep 1: 3aBucsLNi OT JO3UPOBKU MUK O-CUHYKJIEMHA B IJIa3Me KPOBH nocie BeeneHus 12F4

TPAaHCTCHHbIM MbIIIaM C MTOBBILIEHHOM 3Kcnpeccne171 YEJIOBECUCCKOTO U-CUHYKIJICHUHA.

[00147] OTOT NpuMep ONUCHIBAE€T OIpeNeeHHe YPOBHEH O-CHHYKJIEMHA B MBIIIHHOM
IjasMe KpOBU IOCHe UHBbEKUMH 12F4 TpaHCreHHbIM MBIIAM C MOBBIIIEHHOU
SKCIPECCHEN YeJIOBEUECKOrO O-CHHYKJIEHHA. TpaHCreHHBIM MBbILIAM B BO3pacTe TPeEX ¢
MOJIOBUHOW MECSLIEB C MOBBIIIEHHON 3KCIPECCUEN YEIOBEYECKOrO O-CUHYKJIENHA AUKOTO
tuna (wt — ot anri. “wild-type”) (PDGFB-h[wt] a-cunykieun; m.e., D-nuaus; Masliah et

al., Science, 287(5456):1265-9 (2000)) mpoBoaWiM BHYTPHOPIOIIWHHYI HHBEKIHIO

2
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eaMHUYHON no3bl, coctaBisromneit 0, 0,3, 1, 3, 10 umu 30 mr/kr antutena 12F4.
QDyHKIMOHABHbIE PEKOMOWHAHTHbIE MOHOKJIOHANbHbIE aHTUTeNna 12F4 m XumepHbIe
12F4 monydanu mnyTeM KOTpPaHC(EKIMM SKCIPECCHOHHOTO BEKTOpAa TSDKEJIOH Lemnu
UMMYHOIJIOOYJIMHA M 3KCIIPECCHOHHOTO BEKTOpa Kamma WM JsIMOna JIErKOW LemnH
ummyHornobynuHa B kietkn AKX (wnm  knerkw w000 apyroi  moaxonsinen
PELUITUEHTHON KJIETOYHON JIMHUHM YeJIOBEYECKOTO WIIM MBIIIMHOTO IPOUCXOKICHHUS).
Ilocne 3TOrO0  peKOMOMHAHTHOE  MOHOKJIOHAJIBHOE  AHTUTENO  OYHUINAIA  OT
KOHIUIIMOHUPOBAHHOHN Cpezibl ¢ MOMOIIBIO CTAHAAPTHON KOJIOHOYHOM OYUCTKH Oenka A,
ommcanHoii B WQ02008/081008. YenoBeyeckoe pPeKOMOMHAHTHOE MOHOKJIOHAJIBHOE
AHTUTEJIO MOXKET BbIPa0ATHIBATHCS B HEOIPAHMUYEHHBIX KOJMYECTBAX KaK BPEMEHHO, TaK
U CTa0MJIBHO TPaHC(UIMPOBAHHBIMU KJeTkaMu. XumepHoe aHtureno 12F4 copepxxur
npaiiMep-uHAYLHPOBaHHbIE MyTaluk B N-KOHIEBOW 4acTH BapualeNlbHbIX obJacTei
UMMYHOTJIOOYJIMHA, MPUBEAEHHbIE K MOCIENOBATEIbHOCTAM 3apoabiiieBoil muaun (3JI)
YeJIOBEYECKUX BapUaOeNbHbIX TsDKENOW u jierkoi uener (cvompume W02010/069603),
U DOKCIPECCUPYeTCss B BUAE XHUMEPHOH MOJEKYIbl, B KOTOPOW MpPHUBEIEHHBIE
YyeJoBeYeCKre BapualOeNbHble IOMEHbl COEAMHEHbl C MBIIIMHBIMH KOHCTAHTHBIMH

obnactsimu [gG2a.

[00148] TpaHCreHHbIX HKCIPECCUPYIOLINX O-CUHYKJIEMH Mblllel u3 D-nmuHuun conepsxanu
B CTAaHJAPTHBIX YCIOBUAX C TMOBTOpsieMbIM 124:124 CBETOTEMHOBBIM LIUKJIOM U
CBOOOIHBIM JOCTYNIOM K TMHINEG W BojAe. [ pPymNmbl, MNPOXOASIIHE TEParHio, ObLIH
cOamaHCUPOBaHbl OTHOCHTENBHO BO3pacTa W mojia. Uepe3 24 yaca MOCAe WHBEKIMH
TOTOBHJIM 0OpAa3Ibl IJIa3MbI U OMIPEAEIISUIH KOHIEHTPALUH YeJIOBEYECKOTO (i-CHHYKJICHHA
B miasme ¢ nmomombo cOHaBUY-UPA (Invitrogen, CIITA). OOpa3isl miasMbl pa3daBIIsiu
B cooTHomeHuu 1:4 u rortoBuwnu mpody B pazdaeieHHOM OydepHOM pactBope ¢ 1:4
miaa3Mbl Mbied nukoro tuna. C momombi maHHbIX WMPA mpoBogmimm KOHTPOJIb
pe3ynbTaroB Ha BiausHue aHturena 12F4. Yposuu anturena 12F4 B nnasme onpeaensnu
¢ nomoinbto MPA Fcg-3axBara, UCTONB3ysl B KadecTBE MpoObl pekomMOuHaHTHOE 12F4
u3BecTHON koHIeHTpauuu. Cranmapt rotoBwm B @OCP Oydepe, conepxkaiiem

pa30aBIEHHYIO TUIA3MY MBIIIEH JUKOTO THTIA.

[00149] VY pOBHH 4€JIOBEYECKOTO (i-CHHYKJIEHHA B TUIa3Me ObUIH CYILIECTBEHHO TOBBIIIEHBI
nocyie enuHuIHON 1o3bl B 1, 3, 10 mwmm 30 mr/kr antutena 12F4 mo cpaBHEHHIO C
KOHTPOJIBHBIM  pacTBOpoM. [IloBblieHue ypoOBHS (-CHHYKJIEMHAa B IIJIa3Me€ B

3HAYUTENbHONH Mepe 3aBUCUT OT a03upoBKU (@uryper 1 A-B). ¥V wmbimei, koTopble
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MPpOXOAUJIN TEPAIUIO TOJIBKO KOHTPOJIbBHBIM PACTBOPOM, HE Ha6m0)1am/1 CYLIECTBECHHDBIX

yPOBHEH yenoBeueckoro o-cuHykienHa (Purypa 1b).

IIpumep 2: BpeMeHHas 3aBUCUMOCTb MUKOBOW KOHLIEHTPALIUK YE€JIOBEUYECKOrO 0-CHHYKJICHHA B

niasMe U koHuenrpauuu 12F4 B nnasme.

[00150] OTOT mNpuMep ONUCHIBAET BPEMEHHYK0 3aBHCUMOCTb W3MEHEHHH YpOBHEMH
YEJIOBEUECKOI0 (-CUHYKJIEMHAa W ypoBHeW aHtutena 12F4 B mja3me TpaHCreHHBIX
MBILIEH C MOBBILIEHHONW 3KCOPECCHUEN YEJOBEYECKOrO (-CUHYKJIEMHA, ONPEAEISIEMYIO B
TE€YeHHE MPOJOJIKUTENBHOIO Iepuofa. TpaHCreHHbIM MbIIIAM B BO3pacTe BOCBMU
MECSLIeB C TNOBBIMEHHON 3Kcrpeccueil uenoBeueckoro o-cuHykienHa AS3T (Prp-
h[AS3T] o-cunykneun] (Giasson et al., Neuron, 34: 521-533 (2001)) mpoBoamiu
BHYTPUOPIOLIINHHYI0 MHBEKIUIO €JUHHUYHOM MO3bI, COCTABJIAIOLIEH 5 MI/KI aHTHTENa
12F4, a oOpa3upl mia3mMel Opaiii 4yepe3 BpeMeHHbIe HHTepBaJibl, cocTasysiouue 0, 1, 24,
72 u 168 uvacoB nocne MHBEKLUMHU. YPOBEHb YEJIOBEUECKOrO O-CHUHYKJIEHHA B IIA3Me
omnpenensian koaudecTBeHHO ¢ nomoubio MDA, kak onucano B [Ipumepe 1. Ha ®@urype
2 NOKa3aHO, YTO YPOBEHb YEJIOBEYECKOIO O-CHHYKJIEHHA B IIa3M€ JOCTUTraeT NMHKa B
MOMEHT BpeMeHHM, paBHbIN 1 yacy, a noToMm cnanaer co BpemeHeM. C npyroii CTOpoHbI,
HaWBBICIINE YPOBHU aHTHTeNa 12F4 HaOmonamu B MOMEHT BPEMEHH, paBHbIN 24 dacam,
a ypoBHu 12F4 B myasMe crmamaroT Oojiee MENJICHHO, YeM YPOBHH 4YeJIOBEUECKOTO Ol-

CHUHYKJIEHHA.

ITpumep 3: KpaTkoBpeMeHHas Tepamnus TPAHCT€HHBIX MbILIEH C MOBBILIEHHON SKCIIPECCUEN
YEeJIOBEUECKOTO 0-CUHYKJIEHA BBICOKMMHU f103amMu 12F4 cHu»XkaeT ypOBHU 4EJIOBEUECKOTO O~

CHUHYKJIEHHA B MO3re, KOPPEJUPYIOLUE C YPOBHIMU YeJIOBEUECKOTO (i-CUHYKJIEHHA B IJ1a3Me

[00151] DTOT mpUMep OIMHUCHIBAET OMPEAENICHUE YPOBHEN YEIOBEUECKOrO O-CHHYKJIEHHA B
oOpasnax, B3sThIX M3 MO3ra, nocjie uabekuuu anrurena 12F4. TpaHCreHHbIM MbIIIaM B
BO3pacTe TPEX C IMOJIOBUHON MECSLEB C MOBBILMICHHON 3KCIPECCUEN YeIOBEYECKOro O-
cunykienHa aukoro tuna (PDGFB-h[wt] o-cunykienn, D-nuHusl) Ha mpoTSDKEHHH 8
OHEW dYeThIpe pas3a MPOBOMWIM BHYTPUOPIOIIMHHYIO WHBEKIHMIO aHTHTena [2F4 B
nosuposkax 50 mr/kr (uepe3 72, 144 u 192 yaca mocne nepBod nHbeKLHH). Uepes 24
yaca TocCje MOCHeNHel WHBEKIHH >KMBOTHBIX yMepwBsu U nepdysuposanmu PCP.
Kopy mosra u rummokamn romoreHmsuposamn B PCP, a pactBopumbie (DPCP-
pactBopumbie) u HepacTBopuMble (PCP-HepacTBOpuMBbIE) (HpakIMKU MO3Ta TOTOBWIIU C
noMmotiplo auddepeHmanbHOro HeHTPUPYrupoBaHus. B 4acTHOCTH, MO3T yHAJISUIH,

paccmanBai W 3amopaxuBanu npu  -80°C. 3aMOpOK€HHbIE TKaHH  MO3Ta
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romoreHn3uposan B 10 obwemax (macca/obbem) @CP ¢ mOMOIIBIO rOMOTEHH3ATOPA
Hayaca (500 o6/mmu, 30 ymapoB) W Ha MNPOTSHKEHUH 1 MHHYTHI pasOuBanmu
yIbTPa3ByKOM. KitleTouHBIN AETPUT yAAISUIN ¢ OMOIIBIO LeHTpudyruposanus npu 5000
g Ha npotrsokernn S munyT (4°C). Hagocapounyro skuakocts (HXX) nenrpudyruposanm
Ha nporsokeHnu 1 dwaca (4°C) mpu 35000 o6/muu (Ti51 porop; Beckman-Coulter).
IMonyuennas HX  sBnsimace  BbymeneHHOW — pactBopuMoi  ¢pakmmeir.  Ocanok
nepepactBopsimi B 1% Trition @CP u pasbuBanmu ynbsrpazBykoMm (3x 1 muH). Ota

(bpakuus ABISIACH BBIACIEHHON HEPACTBOPUMON (ppakiuei.

[00152] YpOBHH 4YeNOBEYECKOrOo O-CHHYKJIeHMHa B 00eux (pakuusx Ompeaessiin
Konu4yecTBeHHO ¢ mnomoupio C3HABUY-UDPA (Invitrogen, CIIA) u nHOpMupOBaIu
OTHOCHUTENBbHO coaepxkaHuss Oenka. Kax mnokazano ©Ha @urype 3A, ypoBHHU
KOPTHKAJIBHOTO PACTBOPHUMOIO YEJIOBEYECKOTO O-CHHYKJIEMHA Y MBbILIEH, MPOXOASIINX
tepanuto 12F4, Obutn cymecTBeHHO CHIDKeHbI Ha 34% (190 +£ 29 mkr/r ans 12F4 mo
cpaBHeHHI0 ¢ 288 + 36 MKI/T Aisi KOHTPOJbHOro pactBopa, n=10, p<0.05, xpurepwuii
CrprozieHTa). AHAJIOTMYHO, TOCEe KPATKOBPEMEHHOH Tepanmuy BbICOKMMH no3amu 12F4
HaOmomanu 33% CHWKEHHE YPOBHEW pacTBOPHMOTO YeJIOBEYECKOrO O-CHHYKJIEHHA B
runmnokammne (Purypa 35)-(119 + 22 mkr/r mist 12F4 no cpasuenuto ¢ 178 + 30 Mkr/r
IUTsE KOHTPOJIBHOTO pactBopa, n=9-10, p=0.14, kpurepuii CteioneHTa) u 26% CHIKEHHE
YPOBHEH HEPaCTBOPHMOTO YEJIOBEYECKOTrO O-CHHYKJIeMHa B runmokamie (Purypa 3B)-
(23 + 3 Mxr/r ans 12F4 no cpaBHeHuro ¢ 31 £+ 6 MKI/T UIst KOHTPOJIBHOTO pacTBOpa, n=9-
10, p=0.29, «xpurepmuii CrbroeHTa). OTH pe3yIbTAThl  TMOKA3bIBAIOT, YTO
KpaTkoBpeMeHHas Tepanus 12F4 npuBOAUT K CHUKEHHIO MO3TOBOH O-CHHYKJIEHH
MaTOJIOTUH Y TPAHCTE€HHBIX MbIIIEH C IMOBBIIIEHHONW 3KCIpPEcCHell 4YeloBeuecKoro o-

CHUHYKJIEHHA.

[00153] Uto0bl y3HATh, CBSI3aHO JIU HAOJIOIaeMOe BO3pAaCcTaHUE YPOBHEH HeJIOBEYECKOTO
0-CHHYKJIEIHA B TUIa3M€ C MO3TOBOH (-CHHYKJICMH MATOJIOTHWEH, Ha rpaduk HaHOCHIH
3aBHUCHUMOCTh YPOBHEH YENOBEYECKOIO O-CHHYKJIEMHAa B IIJa3Me OT YpPOBHEH
YeJIOBEUECKOro O-CHHYKJIeHHa B Mosre. HaOmronmann BBICOKO 3HAUUMYIO KOPPEISILHIO
MEXIY YPOBHSIMH YEJIOBEYECKOIO O-CHHYKJIEMHA B IIA3ME€ U YPOBHSMH KOPTUKAJIBHOIO
PacTBOPUMOTO YEJIOBEUECKOTO O-CHHYKJIenHa (Purypa 4A) ¢ ypOBHIMH PaCTBOPUMOTO
YeJIOBEUECKOro (-CHHYKJIeHHa B runmnokamie (Purypa 4b) u ypoBHAMH HEPACTBOPUMOTO
YeJIOBEUECKOro (-CHHyKJIenHa B runmokammne (Purypa 4B) mocne kpaTKOBpeMEHHOM
Tepanuu BbICOKUMHU no3amu 12F4. Tlpu Tepanuu KOHTPOJIBHBIM PaCTBOPOM KOPPEIALIUU

MEXIY YPOBHSIMHU (i-CHHYKJIEWHA B IJIA3M€ M MO3Te He HaOJIFOAaIH.
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IIpumep 4: Koppensauust Mexxay YPOBHSIMH Y€JIOBEUECKOTO (.-CUHYKJIEHHA B IJIa3Me U MO3Te
NoCJIe AIUTeNbHON Tepanuu 12F4 TpaHCreHHbIX MBIIIEH ¢ NOBBIIIEHHON 3KCIPECCUEN

YCJIOBCUCCKOro 0-CUHYKJICHUHA.

[00154] DTOT mpUMep OMHUCHIBAET OMpPEACNICHUE YPOBHEN YEJIOBEUECKOrO O-CHHYKJIEHHA B
oOpa3max, B3SATBIX M3 MO3ra, nocie uHbekuui anturena 12F4, mpoBoammbIx pa3 B

HEACIIIO Ha NPOTAKECHUN IECTU MECSLICB.

[001S5] TpaHCreHHbIM MBIIIAM B BO3PACTE LIECTU MECSLIEB C MOBBILIEHHON 3KCIPECCUEN
yenoBeueckoro o-cuHykienHa aukoro tumna A30P (Thyl-h[ A30P]-a-cunyknenn) (Kahle
etal., Am J Pathol., 159(6): 2215-2225 (2001)) exxeHenenbHO Ha MPOTSKEHUU 6 MeCsILIeB
MPOBOAMIIM BHYTPUOPIOIIMHHYIO WHBEKIUI0 xuMmepHoro 12F4 B nosupoBke 10 mr/kr.
OO6pasipl mIa3Mbl U MO3TOBOTO BEINECTBA MOTOBHJIM uepe3 24 yaca Mocie NOocienHen
unbeky. Kopy Mosra/runnokamn coBMecTHO romorenusuposamn B DCP, a
pactBopumbie (PCP-pacTBopumsle) u HepacTBopuMblie (PCP-HepacTBOpuMBIe) (pakLum
MO3ra TOTOBWJIM C MOMOLIBIO AU PepeHIHATBHOrO HeHTPU(YTHPOBAHHS KaK OMHMCAHO B
ITpumepe 3. YpOBHH HEIOBEYECKOTO O-CHHYKJIIEMHA B 00enX (pakuusx OMpenesisiiu
KOJINYECTBEHHO ¢ momolnplo MPA m HOpMHPOBAIM OTHOCUTEIBHO COAepskaHUs Oenka
kak onucaHo B [Ipumepe 3. YpOBHHU 4elOBEYECKOTO O-CHHYKJIeMHa B miazme (Purypa
5A) u ypoBuu xumepnoro 12F4 (®@urypa Sb) onpenensuiu ¢ nomompsio UPA. YposHu
YeJIOBEYECKOrO O-CHHYKJIEMHA B TUIa3Me ONpeesii Tak, kKak 3To onucaHo B [Ipumepe 1,
a ypoBHU xumepHoro 12F4 B miasme onpeaensyiv ¢ MOMOIUBK MPSIMOTO O-CUHYKJIEHH
HUDA, ucnonw3yss B kauecTBe MpoObl pekoMOMHaHTHOe xumepHoe 12F4 wusBecTHOI

KOHLCHTpAaluH.

[00156] UtoObl y3HATh, KOPPEITUPYIOT JIU YPOBHU O-CHHYKJIEUHA B TUIA3ME U MO3T€ IOCIIe
IUTUTENIbHOW Tepanmuu  xuMepHbIM 12F4, Ha rpaduk HAHOCWINM 3aBUCUMOCTH YPOBHEH
YEJIOBEYECKOrO (-CUHYKJIEMHA B IUIa3M€ OT YPOBHEH Y€JOBEYECKOIO (-CHHYKJIEWHA B
mosre. Habmromanu 3HAYUTENBHYIO KOPPESIIHMIO MEXAY YPOBHSMH O-CHHYKJIEHHA B
mjaasMe M MO3re MOCiae JJIUTENbHOM ULIECTUMECSYHON Tepanmuu XumepHbeiM 12F4
TPAHCT€HHBIX MBIIIEH C MOBBILIEHHOW 3SKCIPECCHEN 4YeNIOBEYECKOro O-CHHYKJIEHHA

(®@urypa 5SB).
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ITpumep S: Iuk a-curykinenHa B nepedpocnunaibHol sxunkoctr (LICXK) nocne seenenns 124F

sIBAHCKHUM MaKaKaM

[00157] OTOT npuMep ONUCHIBAeT ompereneHue ypoBHedl 12F4 B cbIBOpOTKE KpOBU U
uepedpocnuHanbHOM kunkoctu (LICXK), a Takke ypoBHEH SHIOTEHHOTO O-CHHYKJIEHHA B
LHCX saBanckux wmakakoB mocie BBeaeHusi 124F. Tpem B3pocibiM, paHee He
MOJIBEPIaBIINMCS SKCIIEPUMEHTAaM, SIBAHCKUM MaKaKaM MPOBOIWIH BHYTPUOPIOLUIUHHYIO
MHBEKLHIO €IMHUYHOMN 103bl, cocTaBiisromei 10 mr/kr anturena 12F4. JKuBoTHbIM He
naBanu numu 3a 1-12 muHyT A0 BBeneHus 12F4 u Ha npoTsbkeHMM 2 4acoB MOCTe
no3upoBaHus BO BpeMst 3adopa odpasuos LICK. O6pasips! kposu (okoso 0,5 mi/obpaszerr)
Opanu u3 OexpeHHOM BeHbl/aprepun 4yepes 0,5, 2, 5, 24, 48, 72, 96, 168, 240, 336, 408,
504, 672 u 840 yacoB mocie no3upoBaHus. OOpasmaM TMO3BOJISIM CBOPAYHMBATHCS HA
NPOTSDKEHUH TI0 MeHblned Mepe 30 MHHYT, a 3aTeM LEeHTpU(YrupoOBaId B YCIOBHUSX
OKpY’KaroIierd cpeapl ¢ MOCIEAYIOIUM 3aBepiueHHeM 3abopa oOpas3loB B KaKIOM
uHTepBaje. [lonyueHHYI0 CBIBOPOTKY CENapUpOBaiyd U XPAHWIN 3aMOPOKEHHOW MpuU
temrieparype oT -50 mo -90° no Tex mop, moka He MEePeHOCHIH Ha CyXOW Jen s

ananuza. YpoBHH 12F4 B cbiBOpoTKe onpenessuiu ¢ nomoibio conasud-MPA (Covance).

[00158] C nomompro MDA (Covance) Takxke ompeneisuii KoHUeHTpauuu 12F4 wu
SHIOTEHHOrO o-cuHyKjiIenHa B oOpasumax LICX, B3sTBIX M3 MOCTOMO3KEUKOBOI
LUCTEPHBI B pa3Hble MOMEHTHI BPEMEHHU Tociie no3upoBanus. [lepen 3abopom oOpas3ioB
ICX »KUBOTHBIX YCHIIUISIIM C MOMOIIBIO BHyTpUMbImedHo# (BM) unbekiuu 0,1 mr/kr
allenpoMasvHa MaJieaTa ¢ TOTIOJIHUTENIbHBIM BBEACHUEM TOANEPKUBAOIIUX 7103 B CIIy4ae
HaoOHOCTH. AHECTe3HI0 MpoBoAWIH myTeM BM uHbekunu 20 MI/Kr KeTaMuHa. 3aIHIOK0
YacTh TOJIOBbI OOpPUBAJIM JAJIsl TOTO, YTOOBI OOECTIEYUTh JOCTYN K MOCTOMO3KEYKOBOM
IUCTEpHE, a MeCTO aocTyma oOpadarbiBanu CKpaboOM XJIOPTeKCHIMHA W PACTBOPOM
XJIOPTeKCHINHA B MpeAesiax CTePHJIbHOTO MoJst. JKHUBOTHOE YKJIAIBIBATH B TOJOKEHHUE,
MPOMEKYTOUHOE MEXy IOJIOKEHHEM Ha JKUBOTE M Ha OOKy, a TOJIOBY HAKJIOHSUIH
BIIEpel, MOKa MOAOOPONOK He Kacaics rpyad. Ui Toro 4roObl MOJYYHUTh JOCTYI K
MOCTOMO3KEUKOBOH LUCTEPHE C TIOMOIIBI0 METO/A ACETITHUKH, MCIOJb30BAINA KAaTETEP C
BHyTpeHHel urnoi. Kaxxaslii nenp 3ab6opa 00pa3LoB TPHKII HA 1€Hb, TPUOIU3UTENBHO
Kaxnaple 6-9 wyacoB (HaumHas mepen 3abopom oOpasuoB LICXK), KMBOTHBIM
BHyTpuMbIlmeyHo BBommnu 0,01 mr/kr OympenHopduna. Ilocne anecresum um 3abopa
obpasnoB IICXK Ha TpPOTSHKEHWH  BOCCTAaHOBJICHUS JKMBOTHBIX  TIIATEJIBHO
KOHTPOJIUPOBAJIM HA MpeaMeT (PU3MOJIOTHYECKUX HAPYIIEHHUH, BKIIFOYAIOIUX CEPAEUHO-

COCYI[PICT}H'O/I[I:IX&TGJ’IBHYI’O HEAOCTATOYHOCTD, TUIIOTEPMUIO U obuaLHOE KPOBOTECUYCHUE
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u3 nocneonepanuonHoit pansl. O6pasusl LICXK (okomno 0,2 mJI/obpazern) Opanu uepes 2,
24, 72, 168, 336, 504 u 672 yacoB mocjie OO3UPOBAHUSA U3 MOMEIIEHHOM Ha Jen
MOCTOMO3KE€UKOBOH 1UCTepHBbI. OOpa3Ibl XpaHUIN 3aMOPOKEHHBIMHU TIPH TEMITEpaType

oT -50 10 -90° 10 Tex mop, MoKa He MEPEHOCUITN Ha CYXOil JieZ Ui aHaJIu3a.

[00159] Coornomenne mexxny LICXK/12F4 B criBopoTke cocrasmio okoso 0,1%, kak u
MPOTHO3UPOBAJIOCH AJisl yenoseueckoro IgG anturena. Yposens o-cunykienHa B LICK

BO3pOC MPUOIM3UTENBHO B 5 pa3 nocie jeuerns 12F4 (Purypa 6).
IIpumep 6: /n vivo MUKpOIMAIN3 TPAHCT€HHBIX MBILIEH, SKCIIPECCUPYIOIIMX O-CUHYKJIEHH.

[00160] DTOT mpuUMep OIUCHIBAET OMNpPEAENICHUE YPOBHEH O-CHHYKJIEHHA B IJIa3Me U B
uHTEepcTULHaNbHON >kunkoctn Mmosra (MDKM) mocne Beenenuss 124F TpaHCreHHbIM
MblaM, skcnpeccupyomuMm AS3T o-cuHykieuH. /n vivo MUKpPOIUANu3 TPAaHCTE€HHBIX
MBIIIEH, 3KCIPECCUPYIOIUX O-CHHYKJIEUH, NpOBOAWIM nocie BeeneHus 124F wunm
KOHTPOJIBHOTO pacTBopa (koHTposbHOEe IgG anTHTeno). B uactHOCTH, HampaBnsromue
KAHIOJIU CTEPEOTAKCUYECKH BXKUBJIISIIN B CTPUATYM 6-9-MECAYHBIX TPAHCTEHHBIX MBILLIEH,
skcnpeccupyromux AS3T  a-cunyknenn (B6;C3-Tg(PrP-SNCA*AS3T)83Vle/J) mnon
n3o(aypanoBoii anecresueit (4-2.5%). I'onoBy oOpuBany, a KOXKy Cpe3aju CTePHUIbHBIM
CKaybIieneM, 4YToObl OTKpPBITH dYepen. Haa mpaBbIM CTPHATYMOM MPOCBEPJIUBAIU
OTBEpCTUSI B COOTBETCTBUH C artiacoM I[lakcuHoca u ®pankinuna (The Mouse Brain in
Stereotaxic Coordinates, Second Edition (2004)) (xoopaunatsi, AP = +0.5 mm, ML = -
2.2 mm, DV = -2.4 mm). Hanpasmsiromque kantomn CMA-12 (CMA Microdialysis AB,
[IBeunsi) BBOAWIM M MPHUKPEIUBLIN K Yeperny ¢ MOMOIIBI) BHHTOB M3 HEP)KaBEIOLIEH
CTamy W 3yOHOro nemeHta. MbIeil CHUMaJIH CO CTEPEOTAKCHYECKOrO YCTPOWMCTBA U
MOMELAJIM B OTAEJIbHbIE KJIETKU JJI1 BOCCTaHOBIeHUs. Uepes maATh qHE rocne onepanuu
MBILIEH TepeMelanu B KIeTKy(W) Il MUKponauanu3a. MHIWBHUAyaNbHO CHETaHHBIE
306 CMA-12 (2 MM, 100 x/la otpe3ok) BBogmmu u coeaunsan ¢ CMA HacocoM ¢
MIOCTOSTHHOM CKOPOCTBIO TOKa >kuakocTH B 0,6 mxi/muH. Ilepdysuro mposommmm B
uckyccrseHHoil 1{CXK, conepskaineil B kauecTBE OCMOTHYECKH-aKTUBHOIO BELIECTBA
BCA. Tlepen 3abopoM 00pa3loB 30HA HAXOAWJICS B PAaBHOBECHOM COCTOSHUU Ha
npoTsDKEeHNH 4-20 4acoB NP TOH K€ CKOPOCTH TOKA JKUAKOCTH. POHOBBIE MPOOBI Opasu
B OCHOBHOM pa3 B J1Ba 4aca Ha NPOTsLKEHUH 2 4acoB. 12F4 uin KOHTPONBHBINA PacTBOP
BBOJWJIN BHYTPUOPIOIIMHHO €IWHUYHOW J11030M, cocraBiiomeii 30 wmr/kr. Ilocne
UHBEKINUU 00pa3ipl Opaiy €Ke4acHO Ha MPOTsDKEHWH MpubOImsuTenbHo 24 dacos. Bee

06pa31pl Opany ¢ MOMOLIBIO KOJUIEKTOPA OXJIAKAEHHBIX YaCTHI U Xpanuau npu -80°C 1o
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NPOBEIEHUS] aHAIN3a C TMOMOINBI0 aMOYJIaTOPHOTO YJIBTPAuYyBCTBUTEIBHOIO COH/IBHY-
HUDA (Emmanouilidou ef al., PLoS ONE 6(7): €22225 (2011)). O0pa3wpsl mia3mMbl TakxKe
Opanu 1m0 no3upoBaHWsT U dYepe3 2 W 24 dYaca TMOCiHe IO3UPOBAHUS, a 3aTeM

aHaIUu3upoBaJI1 C TMOMOLIBIO Cl'IeI_II/I(bI/ILIeCKOFO K HYCJIOBCUYCCKOMY O-CUHYKIICUHY

counua-UP@A (Invitrogen, Carlsbad CA).

[00161] Ha6monamu npubnusurensHo 60%-e CHIKEeHNE BHEKJIETOYHOTO O-CHHYKJIEHHA B
WXKM uepe3 2-3 ygaca nocine seeneHus 12F4. KOHTponbHBINA pacTBOp HE MPUBOAWI K

U3MEHEHUIO ypOBHEH a-cunykiienHa B DKM B mukpoauanuzare (Qurypa 7).

IIpumep 7: BnusHue aHTUTENA K 0-CUHYKJIEMHY Ha KOHLIEHTPALUIO O-CUHYKJIEUHA B

uepedpocnuHanbHOM sxunkoctu (LICXK) B kppicuno# Monenu ¢ A AB-0-CHHYKJIEMH KOMITJIEKCOM

[00162] BnusiHue aHTUTENAa K O-CHUHYKJEHWHY HAa KOHLEHTpauuio o-cuHykyienHa B L[CXK
OyneT OLEeHEeHO AJisi KPBICHHOW MOJAENH C aIeHOACCOLIMUPOBAHHBIM BUPYCHBIM (AAB)-a-
CUHYKJIEMH KoMIiekcoM. byayr co3manel Takue AAB  BEKTOpBl, KOTOpBIE
SKCIPECCUPYIOT YENIOBEYECKUH O-CHHYKJIEMH AMKOrO TUIA WJIM OJWH U3 BAapUAHTOB
MOCJIEIOBATEIbHOCTH  YEJIOBEUECKOrO O-CHHYKJIEMHA, KOTOpbIE ACCOLUHMPYIOTCS C
HacnencTBeHHOU Oonesnbto Ilapkuncona (nanpumep, AS3T wmum A30P). AAB-a-
CHUHYKJICUH BEKTOp OyIeT BHECEH B OMpEeNeNIeHHbIH y4acTOK MO3ra B3pPOCJOH KPBICHI
(nanpumep, cTpuaTyMm, KOpPy WJIM TUMIOKami) JuO0 B OOKOBOHM JKelyqouek
HOBOPOXKIEHHOH KpPBICHI. 3a MEPUOJ B OJWH WJIM HECKOJBKO MECSLEB B Mo3re Oyaer
HAKATUTUBAThCSI KOHLEHTPALMs YEJOBEYECKOTO O-CHHYKJIEMHa. B 3TO BpeMs KpbICHI
OyayT MPOXOIUTH JICYEHNE AHTUTENIOM K O-CHHYKJIEUHY IyT€M BHYTPHOPIOIIUHHOTO WU
BHYTPUBEHHOTO BBenmeHusi, a oOpasusl L[C)K Oyayr Oparb B pasHOe BpeMms.

KonueHnTpammio a-cuHykiienHa OyayT onpenenste B oopasuax [[CXK ¢ nomorupro MDA,

KKK

[00163] O6pemM nmaHHOTO M300pEeTEeHUs] He OTPAHUYHMBAETCS OMUCAHHBIMU KOHKPETHBIMHU
BAPUAHTAMM peAINU3aLMH, KOTOpPbIE SBJISIFOTCS €AMHUYHBIMU WIIOCTPATUBHBIMU
NpUMEPaMU OTHEJIbHBIX AaCMEeKTOB H300peTeHus, a JIoOble COCTaBbl WJIM CIIOCOOBI,
KOTOpPBIE SBJISIOTCS (PYHKIIMOHAJIBHO SKBHBAJIEHTHBIMU, BXOIAT B OOBEM JaHHOTO
n3o0OpereHusi. JleWCTBUTENPHO, HAa OCHOBAHUH BBIICU3JIOKEHHOTO OMNHCAHUS U
npuIaraeMbix GpUryp ISl CenHaIncTa B JAHHOH OONACTH TEXHUKH OyIeT OYeBUAHBIM

CYLIECTBOBAHUE pPA3IMUYHBIX MoAu(UKAIUi W300peTeHus] HOMOJHUTEIBHO K TEM,
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KOTOPBIC ObLIHM MOKA3aHbI U OIKUCAHBI B JAaHHOM TEKCTE. Takne MOI[I/I(I)I/IKaLII/II/I BKJIFOUCHBbI

B 00BbeM npuiaraeMoit popmysiel H300peTeHus.

[00164] Bce ynmomuHaemble B onmucaHUH M300peTeHus] MyOJUKalMd U MATeHTHbIE 3asBKU
BKJIFOUEHBI B JAHHBIA TEKCT MMOCPEICTBOM CCHUIOK B TOH JK€ CTETIEHH, KaK eclii Obl ObLIO
OTMEYEHO, YTO KaXKJasl OTHeNbHas NMyOJIMKAIMsl WM MATeHTHas 3asBKa CIELUAIbHO U

OTACJbHO BKJIFOUCHA MOCPEACTBOM CCBLIKH.
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IIEPEYEHb I[TOCJIEJJOBATEJIBHOCTEM

<110> BAVOJ/UKEH AMJIEK MHTEPHDAIIHII HEMPOCAMEH3 I'MBX
BAVIXO®EH, Anapeac
SHI'BEP, Tomac
[PUMM, Sl

<120> TTPUMEHEHUE AHTUTEJIA K o -CUHYKJIEMHY JJI1 AMAT'HOCTUKU ITOBBIIITEHHOT'O
YPOBH?I o -CUHVYKJIEMHA B MO3I'E

<130> 2159.356PCO01

<140> To be assigned
<141> Herewith

<150> 61/554,924
<151> 11-02-2011

<160> 9

<170> PatentIn version 3.5
<210> 1

<211> 140

<212> PRT

<213> Homo sapiens

<220>
<223> Alpha-synuclein

<400> 1
Met Asp Val Phe Met Lys Gly Leu Ser Lys Ala Lys Glu Gly Val Val
1 5 10 15

Ala Ala Ala Glu Lys Thr Lys Gln Gly Val Ala Glu Ala Ala Gly Lys
20 25 30

Thr Lys Glu Gly Val Leu Tyr Val Gly Ser Lys Thr Lys Glu Gly Val
35 40 45

Val His Gly Val Ala Thr Val Ala Glu Lys Thr Lys Glu Gln Val Thr
50 55 60

Asn Val Gly Gly Ala Val Val Thr Gly Val Thr Ala Val Ala GIn Lys
65 70 75 80

Thr Val Glu Gly Ala Gly Ser Ile Ala Ala Ala Thr Gly Phe Val Lys
85 90 95

Lys Asp GIn Leu Gly Lys Asn Glu Glu Gly Ala Pro GIn Glu Gly Ile
100 105 110

Leu Glu Asp Met Pro Val Asp Pro Asp Asn Glu Ala Tyr Glu Met Pro
115 120 125



Ser Glu Glu Gly Tyr Gln Asp Tyr Glu Pro Glu Ala
130 135 140

<210> 2

<211> 113

<212> PRT

<213> Artificial Sequence

<220>
<223> heavy chain variable region (VH)

<400> 2
Glu Val Gln Leu Val GIn Ser Gly Gly Gly Leu Val Glu Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Val Ser Gly Phe Asp Phe Glu Lys Ala
20 25 30

Trp Met Ser Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Gln Trp Val
35 40 45

Ala Arg Ile Lys Ser Thr Ala Asp Gly Gly Thr Thr Ser Tyr Ala Ala
50 55 60

Pro Val Glu Gly Arg Phe Ile Ile Ser Arg Asp Asp Ser Arg Asn Met
65 70 75 80

Leu Tyr Leu GIn Met Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr
85 90 95

Tyr Cys Thr Ser Ala His Trp Gly Gln Gly Thr Leu Val Thr Val Ser
100 105 110

Ser

<210> 3

<211> 108

<212> PRT

<213> Artificial Sequence

<220>
<223> light chain variable region (VL)

<400> 3
Gln Ser Val Leu Thr Gln Pro Pro Ser Val Ser Val Ser Pro Gly Gln
1 5 10 15

Thr Ala Arg Ile Thr Cys Ser Gly Glu Ala Leu Pro Met GIn Phe Ala



20 25 30

His Trp Tyr GIn GIn Arg Pro Gly Lys Ala Pro Val Ile Val Val Tyr
35 40 45

Lys Asp Ser Glu Arg Pro Ser Gly Val Pro Glu Arg Phe Ser Gly Ser
50 55 60

Ser Ser Gly Thr Thr Ala Thr Leu Thr Ile Thr Gly Val Gln Ala Glu
65 70 75 80

Asp Glu Ala Asp Tyr Tyr Cys Gln Ser Pro Asp Ser Thr Asn Thr Tyr
85 90 95

Glu Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu
100 105

<210> 4

<211> 5

<212> PRT

<213> Artificial Sequence

<220>
<223> complementarity determining region-1 (VHCDRI1)

<400> 4

Lys Ala Trp Met Ser
1 5

<210> 5

<211> 19

<212> PRT

<213> Artificial Sequence

<220>
<223> complementarity determining region-2 (VHCDR?2)

<400> 5

Arg Ile Lys Ser Thr Ala Asp Gly Gly Thr Thr Ser Tyr Ala Ala Pro
1 5 10 15

Val Glu Gly

<210> 6

<211> 2

<212> PRT

<213> Artificial Sequence

<220>
<223> complementarity determining region-3 (VHCDR3)



<400> 6

Ala His

<210> 7

<211> 11

<212> PRT

<213> Artificial Sequence

<220>
<223> complementarity determining region-1 (VLCDR1)

<400> 7

Ser Gly Glu Ala Leu Pro Met Gln Phe Ala His
1 5 10

<210> 8

<211> 7

<212> PRT

<213> Artificial Sequence

<220>
<223> complementarity determining region-2 (VLCDR2)

<400> 8

Lys Asp Ser Glu Arg Pro Ser
1 5

<210> 9

<211> 11

<212> PRT

<213> Artificial Sequence

<220>
<223> complementarity determining region-3 (VLCDR3)

<400> 9

Gln Ser Pro Asp Ser Thr Asn Thr Tyr Glu Val
1 5 10
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POPMYJIA U3OBPETEHUA

1. Crioco®  OMAarHOCTUKM  TIOBBIIEHHOTO YPOBHS — O-CHHYKJIEMHA B  MO3Te

HUCIIBITYEMOT'O MMallUCHTA, BK.]'II'O"IaI'OLLII/II\/'II

(a) aHaJN3 YPOBHS O-CUHYKJIEMHA B 00pa3lie T1a3Mbl KPOBH, B3SITOM Y UCIBITYEMOTO
NalMeHTa Yepe3 ONpEeAeNICHHbIN MHTEpBal Hocie nepuepudeckoro BBEIECHUS HCIBITYEMOMY
NAlMEHTy aHTHUTENAa K O-CUHYKJIEHHY WJIH €ro aHTHIE€HCBS3BbIBAIOLIEr0 (parMeHTa, MpHueM
AHTUTENIO WJIM €ro (pparMeHT MOXKET CBS3bIBATh O-CHHYKJIEHH C a((@UHHOCTBIO, TOCTATOYHOMN

JJId TOTO, 4TOOBI U3MEHHUTH O6IHHﬁ OTTOK Q-CMHYKJICMHA U3 MO3ra B KPOBb,

(6)  cpaBHeHME MOJIy4EHHOTO YPOBHS (-CUHYKJIEMHA Y HCIBITYEMOTO IalUeHTa C
KOHTPOJIbHBIM TOKa3aTeNeM; MPUYeM Pa3HHULA M CXOJICTBO MEXIy YPOBHEM (O-CHHYKJIEHHA B
o0pasie miasMbl 1 KOHTPOJIBHBIM TIOKa3aTeNIeM KOPPENUPYeT ¢ YPOBHEM O-CHHYKJICHHA B MO3re

HCIBITYCMOT'O IMallCHTA.

2. Cnoco0 OMAarHOCTMKM TOBBIIIEHHOTO YPOBHS  (-CHHYKJIEMHa B  MO3Te

HCIBITYCMOTO MMallC€HTaA, BKJTFOYAIOIITHH;

(a) obecrievyeHue HAJTAY YIS aHTHTEJIA K O-CHHYKJIEMHY WU ero
AHTUTEHCBSI3bIBAIOLIETO (PparMeHTa, MPUYeM aHTHTENIO WM ero ()parMeHT MOXKET CBSI3bIBATb Ol
CHUHYKJIeUH ¢ a(@HUHHOCTBIO, AOCTATOYHOW MJIi TOrO, YTOOBI M3MEHUTh OOLIMI OTTOK O-

CHUHYKJIEMHA U3 MO3ra B KPOBb,

(6)  pacmnopsbkeHHe O TOM, YTOOBI TMOCTABIIUK METUIIUHCKUX YCIYT OCYLIECTBUII
nepudepudeckoe BBEAEHUE UCIIBITYEMOMY TAIIUEHTY aHTUTENA U B3sUT 00pasell mia3Mbl KPOBH Y

narueHTa Yepe3 OnpeneieHHbI BpEMEHHONW HHTEPBAJ TIOCIIE BBEIECHUS,
(B)  aHanM3 ypOBHSI O-CHHYKJIEHHA B O0pa3Ile TIa3Mbl KPOBH;

(r) CpaBHEHME IOJYYEHHOIO YPOBHSI O-CHHYKJIEMHAa y HCIBITYEMOIO MallleHTa C
KOHTPOJIbHBIM TOKa3aTesieM; NMPUYeM pa3HHULa MM CXOACTBO MEXy YPOBHEM O-CHHYKJIEHHA B
oOpasiie mia3Mbl 1 KOHTPOJIbHBIM MOKA3aTeNieM KOPPEIHPYET C YPOBHEM O-CHHYKJIEHHA B MO3Te

HCIIBITYCEMOI'O MMAallUCHTA.

3. Croco® OMAarHOCTUKM  TIOBBIIEHHOTO YPOBHS  O-CHHYKJIEMHA B  MO3Te

HUCIIBITYEMOT'O MMAallUCHTA, BKHIO"IaIOLLIPIfII
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(a)  mepudepuyeckoe BBEIEHUE HUCIBITYEMOMY TMAIIUEHTY AHTUTENA K O-CUHYKIIECHHY
WIA €ro aHTUTeHCBS3BIBAIOIIErO (pparMeHTa, TMPUYEM AaHTHTENO WM ero (parMeHT MOKET
CBSI3BIBATh (-CHUHYKJIEMH C a((@UHHOCTBIO, JOCTATOYHOM MJII TOTO, YTOObI U3MEHUTH OOIIUi

OTTOK O-CHHYKJICMHA U3 MO3ra B KPOBb,

(6) momyueHume oOpasma IUTa3Mbl  KPOBH  HCHBITYEMOTO  MAalMEHTa  Yepes
OTpeeSICHHbI BpeMEHHOI MHTepBaJl MOC/e BBEASHHs M Mepeaady oOpasua s OnpeaeIeHus

YPOBHS (.-CUHYKJIEHHA,

(B)  cpaBHeHME YPOBHs O-CHHYKJEHHa B 0Opaslie IUIa3Mbl KPOBU C KOHTPOJIBHBIM
nokaszarejieM; IMpU4YeM pasHHULA WM CXOJCTBO MEXIY YPOBHEM O-CHHYKJIEHHAa B oOpasue
IJ1a3Mbl U KOHTPOJIBHBIM IOKAa3aTeJIeM KOpPpeIupyeT € YPOBHEM O-CHHYKJIEHMHA B MO3Tre

UCIIBITYEMOT'O MMallueHTA.

4. Cnoco0 OMAarHOCTMKM  TOBBIIEHHOTO YPOBHS  (-CHHYKJIEMHa B  MO3Te

HCIBITYCMOT'O MMallUE€HTA, BKJTFOYAIOIITHH:

(a) aHanu3 ypoBHs o-cuHykienHa B oOpasue L[CX, B3sSTOM y UCHBITYeMOro
NalMeHTa Yepe3 ONpenesieHHbI MHTEPBaN TOCe Nnepuepruueckoro BBENEHUS HCIBITYEMOMY
NMaueHTyY aHTUTECIa K O-CUHYKJIICUHY WM €TI0 aHTUTCHCBA3BIBAIOIICTO (bparMeHTa, MpuUIEeM
AHTHUTENIO WJIU ero (parMEeHT MOXKET CBSI3bIBATb O-CHHYKJIEHH C a((@UHHOCTBIO, TOCTATOYHOMN

111 TOTO, 4TOOBI U3MEHHUTD OOIINH OTTOK O-CHHYKJIenHa u3 Mo3ra B LICK;

(6)  cpaBHeHHME MOJIy4EHHOTO YPOBHSI (-CUHYKJIEMHA Y HCIBITYEMOTO TMALUEHTa C
KOHTPOJIbHBIM MOKA3aTeNieM; MPUYEeM Pa3HHULA HIIH CXOJCTBO MEXIy YPOBHEM O-CHHYKJIEHHA B
obpasue LICO)K 1 KOHTPOJBHBIM MOKa3aTeleM KOPPEeNUpPYeT C YPOBHEM (-CHHYKJIEHHA B MO3re

HCIIBITYEMOT'O MMallUCHTA.

5. Croco® OMAarHOCTUKM  TIOBBIIEHHOTO YPOBHS  O-CHHYKJIEMHA B  MO3Te

HCIIBITYEMOT'O MMAallUCHTA, BKHIO"IaIOLLIPIfII

(a)  obecrieuenue HAJINYHUS aHTUTENa K O-CUHYKJICHHY WIH ero
AHTUT€HCBSI3BIBAIOLIETO (PparMeHTa, MPUYeM aHTHUTENIO WM ero (parMeHT MOXKET CBSI3bIBATD O
CHUHYKJIEUH ¢ a(@HUHHOCTBIO, AOCTATOYHOW IJIi TOTO, YTOOBI W3MEHUTh OOLIMHA OTTOK O-

cunykJjenHa u3 mosra B LICXK;
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(6)  pacmopstbkeHHE€ O TOM, YTOOBI TMOCTABIIUK METUIIMHCKUX YCIYT OCYIIECTBUII
nepudepudeckoe BBEIEHHE HCIBITYeMOMY MAalMeHTy aHTuTena u B3su1 obpazen LICK y

MAaLMUEHTa Yepe3 ONpeAeIeHHbI BPEMEHHON HHTEPBAJ NOCJIE BBEICHHUS,
() aHaJIU3 YPOBHs O-CHUHYKJIenHa B obpasue LICK;

(r) CPaBHEHHE IIOJIyYEHHOIO YPOBHsI O-CHHYKJIIEMHA Yy MCIBITYEMOIO MAaLUeHTa C
KOHTPOJIbHBIM INOKa3aTeseM; NMPUYeM pa3sHULAa WM CXOACTBO MEXIy YPOBHEM O-CHHYKJIEHHA B
obpasue LICK 1 KOHTPOJNBHBIM MOKa3aTeIeM KOPPENUupyeT C YPOBHEM O-CHHYKJIEUHAa B MO3re

UCIIBITYEMOT'O MMAallMCHTA.

6. Croco®  OMAarHOCTUKM  TOBBILIEHHOTO YPOBHS  O-CHHYKJIEMHA B  MO3re

UCIIBITYEMOT'O MMallUCHTA, BKJIFOYAFOIIHI:

(a) nepudepuueckoe BBEIEHUE UCTBITYEMOMY MALUEHTY AHTHTENIA K O-CHHYKJICHHY
WIA €r0 aHTHUIeHCBSI3bIBAIOLIEr0 (parMeHTa, MPUYEM AHTHUTENO WM ero (parMeHT MOKeT
CBSI3bIBATh O-CHHYKJEUH ¢ aQPUHHOCTBIO, MOCTATOYHOH IJIi TOTO, YTOOBI M3MEHUTH OOIIMI

OTTOK O-CHHYyKJIenHa u3 mosra B LICXK;

(6) monyuenme oOpasua L[CXK wucneiTyeMOro mnanueHTa dYepe3 ONpeAeeHHBbIH
BPEMEHHOW HHTEpBaJl MMOCJe BBEINEHHS W Tepernady oOpasua IJisi OTpenesieHuss YPOBHS O-

CHUHYKIJICHHA,

(B8)  cpaBHeHME YpOBHs O-cuHYyKJIenHa B oOpasue LIC)K ¢ KOHTPOJIbHBIM NIOKa3aTenem,;
npuydeM pasHUIla WM CXOACTBO MEXKIy YpoBHEM o-cuHykienmHa B oOpasue LHCK wu
KOHTPOJIbHBIM TIOKA3aTeJIeM KOPPETUPYeT C YPOBHEM O-CHHYKJIEHHAa B MO3Te HCIBITYEMOIO

IMalueHTa.

7. Croco6 mo mobomy w3 mm. 1-3, AONOJHHUTENBHO BKJIIOUAOIIMHA CpaBHEHUE
YPOBHSI Q-CHHYKJIEWHA B 00pasiie mia3Mbl U 00pasile TIa3Mbl, B3SITOM Y UCIBITYEMOTO MaI[MeHTa

A0 BBCACHUA aHTUTENIA K Q-CUHYKIICUHY WUJIN €0 aHTUTCHCBA3BIBAOIIETO @parMeHTa.

8. Croco6 mo moboMy w3 mm. 4-6, DONOJHHUTENIBHO BKJIIOUAOIIMNA CpaBHEHUE
ypoBHs a-cuHyKiIenHa B oopasie LICXK u obpasne LICXK, B3ITOM y UCHBITYEeMOTO MalueHTa 10

BBEICHUA aHTUTEIA K (-CUHYKJIEMHY WUJIU €T0 AaHTUT'CHCBA3bIBAOIIETO Q)parMeHTa.

0. Croco6 mo mobomy u3 nm. 1-8, oTiaMyarOmuiicss TE€M, YTO KOHTPOJBHBIH

MOoKa3arejib COACPKUT YPOBHU Q-CHHYKJICHMHA, UBMEPCHHBIC Y OAHOTO WUJIN Oouee KOHTPOJIbHBIX
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NAalMEHTOB, MPUYEM KOHTPOJIBHBIE MALUUCHTbBI BKIHOYAOT HOPMAJBHBIX 3JO0POBBIX .]'II-OI[GfI u

JOeH ¢ CUHYKJIEONATUsIMU PA3HOH CTENEHHU TSKECTH.

10.  Cnoco0® oOTcnexuBaHUsSI YPOBHS (-CHHYKJIEMHA B MO3r€ IaLUeHTa, KOTOPBIH
NPOXOAUT JIeYeHHE OT CHHYKJIEOMAaTUUECKOro 3a00JIeBaHUs, BKIIFOUAIOIIUI aHAJIU3 YPOBHS O-
CHHYKJIEMHA B IUIa3Me KPOBH MALIMEHTa 4Yepe3 ONpPEeAeTIeHHOe BpeMs Iocie Nepudepudeckoro
BBEICHUS aHTUTENA K O-CHHYKJIEMHY MM €ro aHTUI€HCBS3BIBAIOLIErO (PparMeHTa, MNpHueM
AHTUTENIO WJIM €ro (pparMEeHT MOXKET CBSI3bIBATH O-CHHYKJIEHH C a((QUHHOCTBIO, TOCTATOYHON
IUIE TOro, 4TOOBI M3MEHUTHh OOIIMH OTTOK O-CHHYKJIEMHAa M3 MO3ra B KPOBb, a YPOBEHb O-

CHUHYKJIEMHA B IJIa3Me KPOBH MALIUEHTA KOPPETUPYET C YPOBHEM B MO3T€ MALIUCHTA.

11.  Cnoco0® oTcnexuBaHUsl YPOBHS (-CHHYKJIEMHA B MO3re ITalMeHTa, KOTOPBIH
IPOXOAUT JIEYEHHE OT CHHYKJICONATHYECKOro 3a00JIeBaHUsl, BKIIFOUAIOIMN aHAIN3 YPOBHS O-
cunykiensa B LICOK manuenra depes omnpeneseHHOe BpeMsl IOcie epudepuaecKoro BBESCHUS
aHTUTENA K O-CHHYKJIEHHY WJIM €r0 aHTUT'€HCBSI3BIBAIOIIETO ()parMeHTa, MpUUeM aHTUTENO HIIH
ero (parMeHT MOXKET CBSI3bIBATh O-CHHYKJIEHH C a((UHHOCTBIO, JOCTATOYHOH JUIS TOTO, YTOOBI
U3MEHUTh OOIMMH OTTOK O-cuHyKiemHa u3 mosra B LIC)K; a ypoBenp o-cunykienHa B LICXK

NAaLUEHTa KOPPENUPYET C YPOBHEM B MO3T'€ ALUEHTA.

12, Cnoco6 no m. 10, JONOJHHUTEIBHO BKJIIOUAOIINNA aHAJIN3 YPOBHS O.-CHHYKJICHHA B
IUIa3Me KPOBH MALMEHTA Yepe3 ONpPeAeSICHHOE BPeMsi MOCIe AOTIOJHUTENbHBIX MeprupepuIecKux
BBEJICHU aHTHUTENA K 0-CHHYKJIEUHY WM €r0 aHTUT'€HCBS3BIBAIOIIETO (hparMeHTa, 1 MoJydeHue,

TakuM 00pasom, rpaduka U3MEHEHHsI CO BPEMEHEM YPOBHSI O-CHHYKJIEHHA B MO3Te MAIHEeHTa.

13, Cnoco6 mo m. 11, ZONOJHUTETBHO BKIIOUAOIINNA aHAJIN3 YPOBHS O.-CHHYKJICHHA B
HCX nammeHTa dYepe3 OMNpeneNeHHOE BpEMsl MOCHE IOMOJHHUTEIbHBIX MepUPepUIecKux
BBEJICHU aHTHUTENA K 0-CHHYKJIEHHY WM €r0 aHTUT'€HCBS3BIBAIOIIETO (hparMeHTa, 1 MoJydeHue,

TaKUM 00pasom, rpaduka U3MEHEHHsI CO BPEMEHEM YPOBHSI O-CHHYKJIEHHA B MO3T€ MAI[HEeHTA.

14. Cnocob mo mobomy u3 mm. 1-13, OTIUYAIOIUICS TeM, YTO AHTHUTENIO WU €ro
AHTUTCHCBSI3BIBAIOINNN ()parMeHT CHeru(UUecKd CBS3BIBAETCS C TEM K€ OSMHTONOM Of-
CHUHYKJIEHA, YTO U KOHTPOJIbHOE aHTuTeNo, conepxkamee VH u VL, npuyuem VH conepxxut SEQ

ID NO: 2, a VL comepsxut SEQ ID NO: 3.

15. Cnocob mo mobomy u3 mm. 1-14, OTIUYAIOIUIACS TeM, YTO AHTHUTENIO WA €ro
AHTUTEHCBSI3BIBAIOINIMN (PparMEHT KOHKYPEHTHO WHTHOUpPYET CBS3bIBAHHE C O-CHHYKJICHMHOM
KOHTPOJIBHOTO aHTuTeNa, coaepskamero VH u VL, mpuuem VH copepxut SEQ ID NO: 2, a VL
copepxut SEQ ID NO: 3.
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16.  Cnocob mo mobomy u3 mm. 1-15, oTIUYArOIUICS TeM, YTO AHTHUTENIO WA €ro
AHTUTCHCBSI3bIBAIOIINN (pparMeHT CONEPKUT BapuadeNbHyr0 ob0nacTh Tsokenon nerm (VH) u
BapuadenpHyl0 obOmacte Jerkod wuenu (VL), mpudem VH comepXuUT aMHHOKHCIOTHYIO
NOCIIEIOBATEIbHOCTh  OTNpeneNsronieil  komruieMeHTtapHoctb  obmactu-1  (VHCDRI1)  wu3

nocinenoarenbHocTy SEQ ID NO: 4.

17.  Cnocob mo mobomy u3 mm. 1-16, OTIUYAIOIUICS TeM, YTO AHTHUTENIO WA €ro

aHTUreHcBsispiBaroLMii  ¢parment comepxur VH wu VL, mnpuuem VH  comepxur

2

AMUHOKHCJIOTHYHO  MOCJICAOBATCIIbHOCTD onpez[enmomel‘/'l KOMILJIEMCHTAPHOCTDb obnacTtu-2

(VHCDR?2) u3 nocnenosarensaocta SEQ ID NO: 5.

18.  Cnocob mo mobomy u3 mm. 1-17, OTou4YarOMUACS TeM, YTO aHTHTENO WU €ro
aHTUreHcBsispiBarouuii  ¢parment comepxur VH wu VL, mnpuuem VH  copepxur
AMHMHOKHCJIOTHYK —MOCJEIOBAaTebHOCTh ONpPEAEISIIONIed KOMIUIEeMEHTAPHOCTh  00sacTu-3

(VHCDR3) u3 nocnenosatensHocta SEQ ID NO: 6.

19.  Cnoco6 no mobomy u3 mm. 1-18, OTIHUYAKOLIMICS T€M, YTO AHTHTEJIO HJIHM €ro
aHTUTeHCBs3bIBAOIMI  ¢parmeHT comepxkutr VH wu VL, mnpuuem VL  comepxur
AMMHOKHCJIOTHYIO MOCJIEIOBATENbHOCT OINpPEAEISIIomeld KOMIIEMEHTApHOCTh  obnacTu-1

(VLCDR1) u3 nocaenosarensuocti SEQ ID NO: 7.

20.  Cnocob mo mobomy u3 mm. 1-19, OTIUYAIOIIUICS TeM, YTO AHTHUTENIO WU €ro

aHTUreHCBsi3bIBarOLMi ~ (parment conmepxkutr VH w VL, mpuyem VL  comepxur

2

AMHUHOKHCJIOTHYHO  MOCJICOAOBATEIIbHOCTD onpenenﬂ}omeﬁ KOMIUJIEMCHTAaPHOCTDb obnacTtu-2

(VLCDR2) u3 nocienosatensuocta SEQ ID NO: 8.

21.  Cnocob mo mobomy u3 mm. 1-20, OTIUYAIOIUIACS T€M, YTO AHTHUTENIO HIIA €ro

aHTUreHCBsi3bIBatOLMi  (parmeHt coxmepxkutr VH w VL, mpuuem VL  comepxkur

2

AMHUHOKHCJIOTHYHO  MOCJICOAOBATEIIbHOCTD onpe)lensﬁomeﬁ KOMINIEMEHTAPHOCTD obnacTtu-3

(VLCDR3) uz nocaenosarensuoctat SEQ ID NO: 9.

22.  Cnocob mo mobomy u3 mm. 1-21, OTIUYAIOIUICS TeM, YTO AHTHUTENIO WU €ro

aHTUreHcBsi3pIBaroLMii ~ (parment comepxur VH wu VL, mnpuuem VH  comepxur

>

aMUHOKUCJIOTHRIe — mociepoBarenbHocTd VHCDRI1, VHCDR2 u  VHCDR3 u3

nocnenoBarenbHocTeit SEQ ID NOs: 4, 5, 6.

23.  Cnocob mo mobomy u3 mm. 1-22, OTIUYAIOIIUACS TeM, YTO AHTHUTENIO WU €ro

aHTUreHCBsI3bIBarOLINA (pparmenT conepxut VH u VL, npudem VL conep:KUT aMUHOKHCIIOTHBIE
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nocnenoBarenbHocTd VLCDR1, VLCDR2 u VLCDR3 u3 nocnenosarensHocTer SEQ ID NOs:
7,8, 9.

24, Cnocob mo mobomy u3 mm. 1-23, OTIUYAIOIUACS TeM, YTO AHTHUTENIO WU €ro
aHTUreHcBsispiBaroLMii ~ ¢pparment comepxur VH wu VL, mnpumuem VH  comepxur
amMuHOKUCIOTHBIe  mocnenoBarenbHocTd VHCDRI, VHCDR2 wu  VHCDR3  wu3
, S
nocnenoBarenbHocTd VLCDR1, VLCDR2 u VLCDR3 u3 nocnenosarensHocTeir SEQ ID NOs:
7,8, 9.

nocinenoparenbHocTeii. SEQ ID NOs: 4 , 6, a VL comepXuT aMUHOKUCJIOTHbIE

25. Cnocob mo mobomy u3 mm. 1-24, OTIUYAIOIIUACS TEM, YTO AHTHUTENIO WU €ro
AHTUIeHCBs3bIBAIOLINN (pparmMeHT comepkuT VH aMHHOKHCIOTHYIO IOCIIENOBATENBHOCTh W3

SEQ ID NO: 2 u VL aMuHOKUCIOTHYIO nocienosatenbHocTh 13 SEQ ID NO: 3.

26.  Cnocob mo grobomy u3 mm. 1-25, OTIHYAKOLIMICS T€M, YTO aHTHTEJIO HJIM €ro
AHTUTEHCBSI3bIBAIOLINI (PparMeHT siByisieTcst ogHouenovyeuHbiM Fv ¢parmentom (scFv), F(ab')

¢dparmentom, F(ab) pparmenrom mnu F(ab'), pparmenrom.

27. Crnoco60 mo mobomy w3 .  1-26, OTIIMYAOIIMICS TEM, 4YTO BBEAECHHE

OCYLICCTBJIACTCA IMYTEM BHYTpHBeHHOﬁ HUHBCKIUU aHTHUTEJIA.

28.  Cnocob mo jgrodomMy u3 mm. 1-27, OTIMYAIOLIUIACS T€M, YTO AHTHTENO SIBIISETCS
YEJIOBEUECKUM.
29.  Cnocobd mo mrobomy w3 mm. 1-9 wimm 14-28, OTIUYAOIIUIACS TEM, HYTO

OTpeneNIeHHbIN BPEMEHHOW MHTEPBAJI COCTABJISIET MEHBIIIE HEIEITH.

30,  Cnoco® mo mm 29, OTIMYAOIIUHACS TeM, YTO OIPENEICHHBbIH BPEMEHHOM

HUHTEPBAJ ABJIACTCA MCHbIIIUM HUJIM PABHBIM 24 gacaMm.

31.  Cnoco6 mo mm 30, OTIMYAOIIUHCS TeM, YTO OIPENEICHHBbIH BPEMEHHOM

HUHTEPBAJ ABJIACTCA MCHbIIUM HUJIM PABHBIM 3 gacam.

32.  Cnoco0 no mrodomy u3 mmn. 10-13, OTIHYArOIIHUIACS TeM, YTO CHHYKJIEOMaTHYECKOe
3a0osieBaHNe BBIOPAHO M3 TpymIbl, coctosiei n3 Oonesnn Ilapkuacona (BII), nemeHmmu npu
oonesun Ilapkuncona (JbII), nemenmwmm c tenmbuamu Jlesu (JATJI), Bapuanta Oone3Hu
Anbureiimepa ¢ tenpuamu Jlesu (BBATJI), mHOxecTBeHHOW cuctemHoit arpodpuu (MCA),
uaronaTuieckoit oprocraruueckoit runorensuu (MOID), HeliponereHepanyu ¢ 1iepedpasbHbIM

HakoruieHneM skene3a 1-ro tuma (HIIHXK-1), Oonesrmm Aunbureiimepa, Oonesnm Iluka,
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MJIaJIeHYeCKOi HelpoakcoHanbHOH nuctpoduu (6onesnu [Namnepsopaena-IllnaTia), 6OKOBOTO

aMHOTPOPHUECKOTO CKIIEPO3a, TPABMATHUECKUX MOBPEXKISCHUH MO3Ta 1 cuHApoMa JlayHa.
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