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AHTUTEJIA UYEJIOBEKA, CBSSBBAKIMECS C G-BEJIKOM RSV

OBJIACTE HACTOAMET'O M3OBPETEHUA

Hacrosamee wm300peTeHMe OTHOCHMTCA K MenuumHe. HacTodmee
nzobpeTeHNE, B YaCcTHOCTH, OTHOCUTCH K aHTUTeJIaM u
AHTUTEeHCRBASHBAKIYM QparMeHTaM, KOTOPHE CIeUMOUUHO CBA3EBAKTCHA C
TJIMKOIIPOTEVMHOM CBA3BEIBAHUA (G-6eJioK) pPeCcCImMpaToOpPHOTO
CUHLUTHAJBLHOTO BUPyca ueJioBeka (RSV) ¥ KOTOPHE HEeUTPpalIu3yiT
RSV. HacrTodmee wm300peTeHMe TakKXe OTHOCUTCH K OUATHOCTUUECKUM,
npoduIaKkTHMUe CKUM " TeparlepTrue CKMM criocobawm, B KOTOPHIX
NIPUMEeHAnT aHTuTeja K RSV.

NPEIOIIOCHJIKM M3OBPETEHUA

PeCnIMpPaTOPHHM CUHUUTHAJLHEM BUPYC UeJloBekKa (RSV) 2TO
BUPYC, comepxammn OOHOIIEIIOUEUHYIO PHK C OTpHUllaTeJILHOM
IIOJIAPHOCTEIO, 3 ceMewncTBa Paramyxoviridae, KOTOpOEe  Takxe
BKJIOUAET TUIMUHEE PeCOMPaTOPHEE BHPYCH, TaKMe KaK BH3HEBaKIMe
KOpb M D2OMIEMUUECKUN IIapoTUT. CymecTBYeT OBa OCHOBHHX IIOATUIIA
RSV: nooTun A M nomTumn B. RSV penmnmuuupyeTCcsa B BepPXHUX
OEIXaTEeJIbHEIX OYTAX M 3aTeM PaclpOoCTpaHAeTCsa B HWXKHMe OEXaTeJIbHBE
nyTu, BEIBEIBA A OPOHXMOJIUT ZNRZN IIHEBMOHUIO . Bupyc BEI3HBAET
BOCHAaJIeHME, OTeK OHXAaTeJIbHEIX IIyTel, YBeJIMUMBaeT BHPabOOTKy CJIU3U
Y paspyllaeT PeCHUPaTOPHHM SHOUTEJIUN .

[Io T[peXBapMUTeJIbLHEIM IIOOCUeTaM YCTAaHOBJIEHO 64  MWJIJIMOHA
cJlyuyaeB pPecnupaTopHEX 3abdojeBaHuM M 160000 cMepTeJIbHEIX MCXOIOB
BO BCeM Mupe, OOYCIOBJIeHHEEe RSV-MHOYLUUPOBAHHEM 3ab0JIeBaHMEM.
Tsaxeslad MHbexkumsa RSV dame BceTro TIIPOABJSeTCS Yy IOeTer U
MJIaneHlleB, OCOBOEHHO Yy HeIOOHOUeHHHX neTel. OCHOBHHE OPOBJIEMH CO
300POBLEM, TaKMe KakK XPOHUUECKUE 3aboJIeRaHUa  JIETKUX WU
BPOXIOEHHEE T[OPOKM Ccepllla MOTYT CYIeCTBEHHO VYBEeJMUUTE PUCK
cepbesHoM DoJesHHU. Mupexumm RSV Takke  BHSHBAKT CepPbE3HYD
BoJie3Hb N TTOXMITBIX Jonen, VHIVBUOYYMOB C XPOHUUE CKMMA
3a00JIeBaHMAMM JIETKUMX U Y B3POCJEX C OCJabJIeHHEIM MWMMyHUTETOM,
TakKMxX KaK PeLUMIIMeHTH, KOTOPHEM IIepecallusiM KOCTHHM MO3T.

BoulM  MCCJIeDOBAHEL HECKOJIBKO INOOXONOB IpenylIpeXxmeHUd U
JeueHna uMHpexumn RSV. VMMyHOTUIOOYJIMH OJIA BHYTPUMBEHHOTO BBEeIOeHUI

(RSV-IGIV; RespiGam®), BHOEJEHHHM Yy IOHOPOB, WM MOHOKJIOHAJILHOE



aHTUTEeJIO NauBu3yMad® (SYNAGIS®) OwuiM omoOpeHH OJS IIPVMMeHeHUS C
HeJbio OpodmaakTUMKM RSV y HEeOOHOMEeHHHX OeTel C BHECOKMM PHUCKOM
3ab0JIeBaeMOCTH . OnHako, BaklMHa WM KOMMEPUEeCKM IOCTYIHOe
CpenoCTBO mJ4d JiedeHMd RSV OO HacTodlmleI'O0 BPpeMeHM He ITOCTYIIHH.
ToJlbkO pubaBUPMH OnOoOpeH nJjg JedeHusa MHOexkummu RSV. g ToTo
uTOOH JieueHMVe UHbOexkuum RSV OviO0 500eKTUBHEM, TpedylTCsSa BEHCOKUE
OO3E, IIOBTOPHHEE BBeleHUd U/MUiaM O6oJbliMe oObeMH IPOOYKTOB Ha
OCHOBE  aHTuUTeJ, TakKMx Kak [ajJgmMeuslymat, u3-3a UX HU3KOMU
20PEeKTUMBHOCTHA .

RSV mMMeeT @OBa OCHOBHEX IIOBEPXHOCTHEX IJIMKOIpoTeuHa, F m G.
F-0OeJylok omocpenyeT CIMsaHMe, oOecleuniBasg IIPOHMKHOBEHME BHPYCa B
HMTOILJIasMy KJEeTKM, U coocobcTByeT 00pasoBaHMIO CHUHIMTUA 1in
vitro. IlocjenoBaTeJIbHOCTL F-0ejika ABJIAETCS BHCOKOKOHCEPBATUBHOM
(~90%) cpeon mramMoB RSV (Johnson and Collins, J Gen Virol.
(1988) 69: 2623-2628). EIMHCTBeHHOe IIPelNCTaBJIEHHOEe Ha pPHHKE
MOHOKJIOHAJIEHOE AaHTUTEJIO HaliMBM3yMad HalpaBJIeHO NIpoTUBR F-0ejska
R3V.

G-6ejijok RSV  aBJIAeTCHd [IOBEPXHOCTHEIM OeJIKOM, KOTOPHM B
3HAUUTEJILHOW CTeleHM IJIMKO3UJIMPOBaH M OQYHKIMOHMPYET B KauecTBe
OeJika CBA3HBaAHUA. B omauumm oT F-0eJsika, G-0eJIOK 4ABJIIeTCA
BHICOKOBapmuabeJIbHEIM Cpenou MITaMMOB, 3a MCKIIUeHMEeM LeHTpaJIbHOTO
KOHCEPBATUBHOI'O OIOMeHa (CCD), comepxamero AMUHOKMUCJIO THEIE
ocTaTkM 153-184 u3 G-0ejka B mrTaMMe A2 RSV MJIM COOTBETCTBYyKIEe
AMMHOKMCJIOTHEIE OCTaATKM B OPYTI'MX IITaMMax. Kak 1LeHTpaJlbHHM
KOHCEepPBAaTUBHEM MOOMEeH, TaK M CMeXHHe YydyacTku (ocTaTku 145-193)
ABJIATCSH OTPAHUUEHHEIMMY XKECTKUMM UM TIKeJBEIMU O-TJIMKOSUIINPOBaHHBMA
MYLMHOIIOOOOHEIMM yYacTKaMM. N-KOHIeRad IIOJIOBMHA LEeHTPaJIbLHOT'O
KOHCEePBaATUBHOTO IOMeHa COIOepPXUT HeOOJIbBIMOM Yy4YaCTOoK, KOTOPHM
ABJISETCA KOHCEPBATUBHEIM cCcpeln 0Oojee 700 mramMoB. C-KOHLEeBas
[IOJIOBMHa COIepXuT 4 KOHCEPBATMBHEIX LUCTEWHA, CBA3aHHHE B
TOoHnoJIoOTHMID 1-4, 2-3, U YyJOXeHa B LMCTEeMHOBYID IIeTJIO.

XOoTa TacCHUMBHasg UMMyHM3allMa ¢ MCIOJBL30BaHMeM  aHTUTEe,
HaOpaBJIeHHHX Ha G-0eJlok, OOBUHO CuUMTajlachb HeNpaKTHUUYHOM mM3-3a
OTCYTCTBMSA KOHCEPBATMBHOCTM IIOCJIedOoBaTeJIbHOCTEeM cpelM MITaMMOB,
M3BECTHEL HeTpalusylmme MOHOKJIOHAJILHEIE auTuTesa, KOTOPHE

cBA3HBamTCa ¢ G-BeykoM RSV. Anderson, L. J. et al (J. Virol.



(1988) 62:4232-4238) omnmcalJl HeHTpalIu3YKRIyld CIOCOOHOCTL CMECH U3

MBIIMHBIX MOHOKJIOHAJIBHBEIX aHTUTeJl K F m G , OIOHO U3 KOTOPEX VIMEJIO

OTHOIMeHVe K CBSI3HBaHuo G-0ejka (T.e., 131-2G). AHTHUIEHHHM CaNT
STOTO aHTHTeJa OBJI I03Xe omopenejeH Sullender (Virol. (1995)
209:70-79) . Bruio OOHapyXeHO, UYTO STO AHTUTEJIO CBA3HBAET BUPYCH

Kak Trpynone A, Tak wm rpynne B RSV, oTHocAmMecd K OCHOBHEM
mTaMmMmaM RSV. Kpome Toro, B WO 2009/055711 pacKpHTH aHTUTEJA,
Takrue kak 3D3 wm 3Gl2, KOTOpHE HABJAKNTCH VMMyHOPEaAKTUBHEMU C
KOHCEPBATMBHEIM MOTHMBOM B IIOJIOXeHMAX 160-176 B G-0Oejke RSV A2 mu
VMEIT HeMTpaJM3yoIyld aKTMBHOCTL I[I0 OTHOmMEeHMIO K A M B momTuiam
RSV. Brulo IokaszsaHo, UYTO DSTM aHTUTeJa PAaclIo3HalnT JIMHENHBEe
SIUTONE B LeHTpallIbHOM  KOHCEePBAaTMBHOM  IOMEHe, HO X  He
TeCTUPOBAaJIA Ha NPennouTUTEeJIbEHEIX XVBO THEIX MO eJIsax (T.e.,
XJIOTIKOBEIX XOMSAKax) IJIA OLeHKM aHTuTeJ k RSV M BakKUMH [OIPOTUBR
RSV.

[MprHMMa BO BHMMaHMe CTelleHb TAXECTHU pecnmMpaTOpPHBIX
3aboJieBaHMuM, BH3HBaeMbeXx RSV, B YaCTHOCTM, VYV MaJIEHbBKUX »OeTel u
IIOXMJIEIX JIoOeM, CYIecTBYeT IIOCTOSHHasd NOoTpeb®HOCTh B 20OeKTUBHEX
cpencTrax OJA OPOOUIIAKTUKM UM JieueHUSa UHpekumun RSV,

KPATKOE OIIMCAHVE W3OBEPETEHUA

HacTodmee wm300peTeHMe IIpeljlaraeT BHIOEJIeHHHE aHTUTeJla M UX
QHTUTEeHCRBASERBaAKIINME Qpal'MeHTE, KOTOphe CIHeUUOUUHO CBASEHBAKTCI C
G-6esqxoM RSV ¥ CHOCOOHE HeMTPalM30BHBATE RSV. AHTHUTela U
AHTUTEHCBA3EBAaKIME bparMeHTH NPenrnouTUTEJIbHO CIIOCOOHE
crelMdmuUecky CBA3HBATLCA UM HeVTpaanu30BaThk RSV 0o0oMX MNOAOTUIIOBR A
n B. IpeOnouTuUTeJIbHO, aHTUTeJla [ABJAKRTCA aHTUTeJlaMM UYeJloBeKa.
AHTUTeJIa CBA3HBAKTCA C DBIUTONAMM B ILEeHTPaJlbHOM KOHCEPBATUMBHOM
HETJIMKOZWMJIMPOBAHHOM  YUaCTKe (Taxxe Ha3HBaeMOM LIeHTPAaJIb HEIM
KOHCEepBaTMBHEIM nomMeHoM, CCD) G-OGesika RSV.

AHTHUTEeJIa U aHTUTeHCBA3HBawmMe ¢parMeHTH o00JlagalT BHEHCOKOM
abdmuHHOCTEID K G-0eJIky U of6JjlajalnT IIOTeHUMaJIbHOM HeUTpaln3yolen
CIIOCOOHOCTERD. AuTHTeJa 17 AHTUT eHCBASHEBaKIINE bparMeHTH IO
HacToAmeMy MN300peTEeHUD ABJIARTCA nprMe HUMEBEIMU B KauecTBe
OMaTHOCTUUECKUX, OpodUIaKTUUEeCKUX u/ TepaleBTUUECKUX
CpencTB, oba T10 OTOEeJIbLHOCTHU " B KOMOMHaL UM C IPYyI'VMIMA

INMal'HOCTHY e CKMMI, HpO@MHaKTquCKMMM M/MHM TepalleBTHNYe CKVIMIM



CpenocTepaMm.

HacTosamee mM300peTeHMe OONOJHUTEJILHO IpeljiaraeT KOMIO3ULWUNA,
KOTOPHE ComepXaT OOHMM MM HECKOJIbKO aHTUTeJI I[I0 HacCToAlleMy
ns30bpeTeHno U/MIM MX aHTUTeHCBA3LBaomye O(parMeHTH. HacTodmee
n300peTeHUe TaKxXe Ipeljal'aeT OUATHOCTHUUECKUEe, IIpoduUilaKTUUeCKUe
M TepalleBTUUYECKMEe CIOCOOE, B KOTOPHX IIPMMEHIKT aHTUTejla K RSV.
[TpoduilakKTUUECKMEe U TepalleBTUUEeCKMe CIOCOOH BKJIOUAKT BBeIeHUue
JoOaM-cyOneKTaM aHTuUTeJ K RSV u/uiM  UxX aHTUTEeHCBI3HBAalnX
pparMeHTOBR IOJIA IOpenynpexIeHrsa WM JedeHusa uHbexkumum RSV u
ONOCPeNOBaHHHX 3aboJjieBaHuM RSV WM COCTOSHUM, W/WUIM yMeHbIeHUe
TAXECTM OOHOTO WM 00Jiee CHUMITOMOB WMHbeklumm RSV. KoMmMOuHaunm
MHOXEeCTBa PasHHEX aHTUTeJ K RSV u/WiIM UX aHTUTEHCBI3HBAalIMX
dparMeHTOB U/MUIM C IPYTUMU aHTUTeJaMMu K RSV MOXHO NPUMMEHATL IJIA
KOMOMHUPOBAHHOM Tepanuu. Taxkxke MOTYT IIpenjaraTbCd KOMIIO3UIINUY,
comepxallee aHTHTeJla K RSV M/WMIM UX aHTHUTEeHCBA3HBaolMe (parMeHTH
B KOMOMHaALMM C OPYTMMU NOPOOUIAKTUUECKMMU WM TepaleBTrudeCKUMA
cpencTraMM. HacTodmee M300peTeHMe Takxke IIpeljiaraeT MOJIEKYJIH
HYKJIEMHOBEIX KUCJIOT, KOOUPYIOIMX aHTUTeJIa I X
AHTUTEeHCBA3HBAKIME QparMeHTH .

AHTHUTeJIa IO HaCTOoAlleMy M300peTeHMI OTJIMUYAKTCId TeM, UTO STHU
aHTUTeJla ABJAKTCA Dojiee 30OeKTUMBHEMU NPOTME RSV Tuma A m B, ueM
JIOOEIE M3BECTHHEE aHTUTeJa K G RSV, B UYaCTHOCTM, UeM W3BECTHHE
paHee MOHOKJIOHAJIbLHHE aHTuTesla 3D3 k G RSV, B 1in vitroaHajmuse
HeVTpalu3alun.

AHTHUTEJIa 1o HaCTOAMEMY Mn300peTeHN CBA3HBAKTCA C
VHUKAJBHEMM SIOMUTONaMM Ha G-0ejike RSV.

B omnpenejyieHHEIX BapMaHTax OCYIeCTBJIEHMSA aHTUTeJla CcolepxaT
T XKeJIYVIO 11ellb c CDR3, comepxammm MOTUB CXXXXC B ero
AMMHOKMCJIOTHOM IIOCJIeOOBaATeJILHOCTH.

CoTJlacHO OIpelleJIeHHEM EBapraHTaM OCVYIIeCTBJIEHUMSA aHTUTeJa U
nX AHTUTEHCB A3EBAKIME dparMeHTH  OTJIMUAaKTCHd TeM, uTo OHU
OeMCTBYOT aOOMTMBHO U/UIM CUHEPTHUECKM C aHTUTeJlaMM K F RSV.

OIIMCAHVE OUIYP

Ha omr. 1 noka3aHH OpOOUIIM CBA3HEBaHMA OJA OellIkoB Ga RSV u
Gb RSV. Ilporomuim TecTupoBaHMe IgG aHaimz3ax ELISA B OTHOIEHUU

X CIOCODOHOCTM CBA3HBATHL PeKOMOMHAHTHEE Ga- u Gb-0ejgxm RSV.



[IycTeHe KpyI'M (IIYHKTUMPHAas JIMHMA) oO0O3HadvawT CBA3bBaHMe Cc Ga (RSV
A/Long), a B3BapeTymMpOBaHHBE KPYyI'M (CIJIOMHAA JMHMA) 0003HAUAaT
CBAsBBaHMe ¢ Gb (RSV B/B1).

Ha our. 2 [OpuBeIeHH OPOQUIM HeWTpaln3aluy B OTHOIEHUU
mraMmMoB RSV-A m RSV-B. IlpoBomuinm TecTHUpoBaHMe IgG B peaKLUUM
HelTpaju3aluy B OTHOWEHMM UX CIOCOOHOCTM HeMTpaJiM30BaTh MITaMME
RSV-A wm RSV-B. IlycTeHe KpyI'Hu (IyHKTUpPpHaa JIMHUA) oBo3HaYaKT
HeVTpaauzauuon RSV-A (RSV A/A2), a 3BapeTyllMpOBaHHEE KpyI'U
(crlomHasd JIMHMA) o0o03HauvalT HelTpaamusauuio RSV-B (RSV B/18537).

Ha o¢mur. 3 mnokaszsaHO aHTUTeJI, CHelIMOMUHEX K G-0ejky RSV, cC

nentunamy 13 G RSV (ELISA). KOpOTKMM M OJMHHHY HenTunu U3 G RSV
OXBATHBAT ILEeHTPaJIbHEM KOHCEPBATHBHEIM  IOOMEH (Tabimila 15),
VCIOJNb3YEMEM B DKCIepMMeHTax CBA3BBaHUMA B ELISA C BapbUPYKRIUMU
KOHLUeHTpaluuaMy AL (MOHOKJIOHAJIBHEIX aHTUTeJI), CIHelUUMPUUHEX K G
RSV: CB017.5 (BapeTyllMpOBaHHEIE TeMHO—-Cephle kpyrm), CB030.1
(mycTee Kpyru) win 6e3 mAb (BapeTymmMpOBaHHEE CBETJIO—CEPHE
KpyITu) .

dur. 4: KapTHUpOBaHMEe MMHMMAJILHOT'O »SouTola B PepScan.
AKTMBHOCTE CBASHBAHMUA AaHTUTEJ], ClIHeluMdmMuHex K G-0esky RSV, ¢
[IOJIHOCTBK IIePEeKPHBAKMIMMMUCA OL-MepHbBMM, 8S-MepHbMM, 10-MepHEMN,
l4-mMepHEMM, 18-MepHBEMM, 25-MEPHBEMM ¥ 32-MepPHBIMM IIeldTHUIaMi U3
LHeHTpaJlbHOTO yduacTka (ocraTkm 145-201 B y RSV-G Tuna A M TuUIla
B). AKTUBHOCTB CBA3BBAHMA C IelTUIOM IpMBeOeHa B  BUIOE
BepTUKAJIbHOM JIMHUM [IPOINOPLUMOHAJIEHO CHUTHaJy PepScan ELISA.

dur. 5: AJaHMHOBOE CKaHMpPOBaHME ILeHTpaJIbHOTO ydacTka G-
Beska RSV (PepScan). B3aMeHH Ha aJlJaHMH BO BCeX IIOJIOKEHUAX B
IenTMIax, COOTBETCTBYKMME oCTaTkaM 161-192 1eHTpaJIbHOTO IOMEHAa
RSV-G Tuna A (JIeBHM Tpaduk) U Tuna B (OpaBuit Tpadux) . AJaHVMH B
nojioxeHuu 180 mTumma A OBUI  3aMeHeH  IJIMUMHOM. PeaKTMBHOCTB
MCXOIOHHX IIENTUIOB IIpMBelNeHa B CepoM CTOJIDLe.

Ha @MP. 6 IIOKa3aHO CBA3HBaHME MOHOKJIOHAJIBHEIX AaHTUTEJ C

BCTpedanmuMKCSa B [IpMpOLe BapMaHTaMM LeHTpaJIbHOT'O ydacTka G-
Besika RSV. CBgaszwmBaHMe mAb CB017.5 m CB030.1 ¢ pasHEMU IelTUIaMU
COOTBETCTBYeT IHOOCTYIIHHM BapMaHTaM THulla A (BepXHAAd I[IaHeJlb) WU
Tuna B (HWKHAA [aHeJb) . AKTMBHOCTBL IIeNTMIOOB OUKOTO  TUIla

[IoKas3aHa B BUIe Ceporo cToJidla.



Ha ¢mr. 7 noka3aHa IOpoduiakTUueckasa »0PeKTMBHOCTE mAb kK G
RSV B MOIesM XJOIKOBOI'O XOMAKa, KOTOPYKR MHOUUMPOBAJM MITAMMOM
RSV-A/Long, IO BUPYCHOM Harpy3ke B JIETKMX ¥ HOCOBHX PaKOBMHAaX
Ha 4 IOeHb I[IOCJe 3apaXeHud.

Ha our. 8 mnokazaHa TepalleBTUUecKasd 5OOeKTMBHOCTE mAb k G
RSV B MOIOesM XJOIKOBOT'O XOMAKa, KOTOPYK MHOMUMPOBAJM MTAMMOM
RSV-A/Long, IO BUPYCHOM HaIpy3Ke B JIeTKMX UM HOCOBHX pPaKOBMHAaX
Ha 4 IeHb IIOCJIe 3apaXeHus.

Ha o¢ur. 9 mnokaszsaHa TepalleBTHUecKasd 200ekTMBHOCTE mAb kK G
RSV B MOIesM XJIOIIKOBOI'O XOMAKa, KOTOPYKR MHOUUMPOBAJM MITaMMOM
RSV-A/Long, MO TUCTONATOJOTUUECKOM OlleHKe B 6 IeHb IIOCJIe
3apaxeHnd.

OIIMCAHUVE HACTOAMET'O M3OBPETEHMA

OnpenesieHus

Hipke mHOpedCTaBJIeHH ONpPeleJIeHMS BHpPaXeHUM, MCIOJb3YyEMEHX B
HacToAmeM M300peTeHUN.

[lpenycMaTpUBaeTCd, uTo rnocrye MCIIOJIb 3y €MEIX B OaHHOM
OOKYMEHTE TepMMHOB “BKIIOUEeHHHM” WM “BRJIKUALMUK” CcJIeOyiT CcJoBa
“Oes or'paHUUeHUA”.

VICIIOJIb 3Y e MBI B OaHHOM OOKYMEeHTe TepM/H “YaHTUuTeJ0”
OTHOCUTCA K MOJIeKyJlaM MMMyHOIUJIOOYJIMHOB, BKJIOUAafA MOHOKJIOHAJIbHEE
aHTHTeJla, TakKMe KaK XVMepHbe, I'YMaHM3MPOBAHHEE MM UYeJIOBeUeCKUe
MOHOKJIOHAJIb HElE aHTHUTeJa. TepMmH “Ya"uTureyo” BKJIIOUAET BCe
M3BECTHEE B OaHHOM 0O0JIacCTM KJACCH M MNOOKJIACCH UMMYyHOTJIOOYJIMHOB.
B 3aBUCUMOCTHU oT AMMHOKMCJIO THOM [IOCJIeIOBATEJIbHOCTHU B
KOHCTAHTHOM JOMeHe TsKeJIOM LelM aHTHUTella MOXHO pas3deliMTh Ha
[I49Tb OCHOBHEX KJIACCOB MHTAKTHEHX aHTuTeJs: IgA, IgDh, IgE, IgG wm
IgM, ¥ HeKOTOpHE W3 HMUX MOXHO OOIOJHUTEJIEHO pa3melIMThk Ha

[IOOKJIACCH (M30THMIEL) , Hamnpumep, IgAl, IgA2, IgGl, IgG2, IgG3 u

IgG4. TepMMH AHTHUTEJIO Takrxe OTHOCHUTCA K AHTVWIT' €HCBA3BIBAaKVIM
M/MHM BapMa@eﬂbHHM IJOMeHaM, coepXxammmM @paPMeHTH
MMMYHOTJIOOYJIMHOB, KOTOPEE KOHKYPHMPYRT C VMHTaKTHEM
MMMYHOTJIOOYJIMHOM 3a CHGHM@MHHOG CBAS3EBIBaHME C IIapTHEPOM

VMMYyHOTUIOOYJIMHOB, T.e. G-0ejnkoM RSV. HeszsaBUCHMO OT CTPYKTYPH,
AHTUTEeHCBA3HBaIMM QpaTrMeHT CBA3HBaeTCd C TeM Xe aHTUIeHOM,

KOTOpHﬁ PacllosHaeTCA VMHTaKTHEM VMMYHOTJIOOYJIMHOM.



AHTUT'eHCRBA3HBAKIMNME bparMeHTE  BKJIOUYAT, B YaCTHOCTH, Fab,
F(ab'"), F(ab')2, Fv, dAb, Fd, o¢parMeHTH ydacCTKa, OIPelelIgnmero
KOMILJIEMEHTAPHOCTE (CDR), OIOHOILIeIIOUeUHHEe aHTUTeJa (scFv),
IOBYXBAJIEHTHEE ONHOLEIIOUeUHEEe aHTUTeJa, (OIHO)IOMEeHHEEe aHTUTeJa,
oVaTeJio, TPUOTeJIO, TeTpaTelo, ([IOoJM)IIelTUOE, KOTOPHE COHOepXaT
1o MeHbIIe  Mepe bparMeHT VMMYHOTJIOOYJIMHE, uTo ABJIAETCHA
OOCTATOUHEIM UTOOHE IpelaThb CIeUMPUUHOCTM  aHTUIEHY, KOTOPHM
CBSA3EBaeTCHA c (rmoJim) nenTmIoM u T.I. AHTUT eHCBA3HBAKMN/E
bparMeHTH MOTYT COIepXaThb IMIelTUI WJIXM IIOJUIISNTUI, CcoIepXalui
AMMHOKMCJIOTHYD IIOCJedOoBaTeJIbHOCTL KakK MMHMMYM U3 2, 5, 10, 15,
20, 25, 30, 35, 40, 50, 60, 70, 80, 90, 100, 125, 150, 175, 200
i 250 TOBTOPAKIMXCS aMMHOKMCIJIOTHHX OCTATKOB B aMMHOKMCIIOTHOM
[IOCJIENOBATEJIbHOCTY aHTUTEeJla. aHTUIeHCBA3BBaklMe (QparMeHTH MOXHO
[MOJIYUYUTH CUHTETUUYECKHU VI bepMeHTaTHBHEM VI XMWY € CKMM
pacHmerJieHMeM MHTAaKTHEX MWMMYyHOTIJUIOOYJIMHOB, WJIM OHM MOT'YT OHTBH
TeHeTUYeCKHU CKOHCTPYUPOBAHE Iy TeM VICIIOJIb 30BaHMA MeTOINK
pexoMOMHaHTHOM IHK. CHOCOOH TMOJIyYeHUS XOPOWMO M3BECTHH M3 YPOBHHA
TeXHVKM ¥ OIMCaHB, HalpuMmep, OJA aHTuTres: A Laboratory Manual,
Edited by: E. Harlow m D, Lane (1988), Cold Spring Harbor
Laboratory, Cold Spring Harbor, New York, KOTOpoe BKJIOUEHO B
HaCTO MU OOKYMEHT oJis CCBUIKM . AHTHUTEJIO VI ero
AHTUTEeHCBABHBaMMUM dparMeHT MOTYT MMETb OOMH WMJIM HEeCKOJBLKO
camToB CBA3HBaHUA. Ilpu Haluuum O6o0Jiee OOHOT'O calTa CBA3LBIBAHUSA
CaMTel CBSSHBAHMSA MOT'YT OHTL MISHTUUHH IOPYID IPYTY WJIM OHM MOTYT
OTJIMYaTbCH.

VcrioJIb3yeMell B HacToOAmeM IOKYMeHTe TepMMH “MOHOKJIOHAJIbHOE
AHTUTEJIO” OTHOCHUTCS K MOJeKyJlaM aHTuTeJla OIHOM CHeUMIUUHOCTH.
MOHOKJIOHAJIbHOE aHTUTEJIO XapaKTepusyeTcad OIOHOM CIHeUUMOUUHOCTBLI U
addMHHOCTBI CBA3HEBAHUSA B OTHOIEHUM KOHKPETHOTO SMIMTOTIIA .
CooTBeTCTBEHHO, TepMUH “MOHOKJIOHAJILHOE aHTUTEJIO yeJjioBeka’”
OTHOCUTCSA K aHTUTeJy, XapaKTepu3yoleMyCcs OIOHOM CHeludUUHOCTHLIO
CBA3EBaHMA, KOTOpPOe MMeeT BapuabeJIbHHE W KOHCTAaHTHHE YYacCTKMH,
[IOJIYUeHHEe OT TIOCJeOoBaTeJIbHOCTEeNM UMMMYHOTJIOOYJIMHA 3apOoIHImeBON
JIMHUY  YeJIOBEKa WJIM OCHOBAaHHBIE Ha HUX WM I[IOJIYYEHHHE OT
IIOJIHOCTBhI0 MCKYCCTBEHHEIX IIOCJeloBaTeJIbHOoCTelM. Crnoco® TIIoJiydeHud

MOHOKJIOHaJIELHOT'O aHTUTeJIla He OTHOCHTCA K BOIIPOCY CH@LH/I@_)I/IL_‘[HOCTM



CBASBBAHUA.

VICIOJIB3YEME B HaCTOAIleM INOKYMEeHTe TepMMH “OYHKUIMOHAJELHEM
BapMaHT” OTHOCUTCHA K AaHTUTeJY, KOTOpoe COIEPXUT HYKIJIEOTHUIHYI
U/UIY  aMMHOKMCJIOTHYI I[IOCJIeHOBaTeJIbHOCThL, KOoTopasd HM3MeHeHa Ha
OOVH WJIM HECKOJIbKO HYKJIEOTUIOB W/MUIYM aMMHOKMUCIIOT B CPaBHEHUU C
HYKJI€O TUIHEMI u/mam aMVHOKMCJIO THEIMM [IOCJIeDOBATEJILHOCT AMA
MUCXOIOHOT'O  aHTuTela, M  KOTOpOe CIHOCOOHO  KOHKYPUMPOBATH  3a
crieuMdUUeCKOEe CBSA3BBAaHME C IIapTHEPOM IIO CBA3HBaHMUIO, T.e. RSV, cC
VMCXOOHHEM aHTUTeJIOM. [pyTMMM CJIOBaMM, MOIOMOUKAIIMSA aMUHOKMCJIIOTHOM
u/ U HYKJIEOTUIOHOMN [IOCJIENOBATEJIEHOCTH MUCXOIHOTO aHTUTeJIa
CYILIECTBEHHO He BJIMAET WM He M3MeHIeT XapaKTepUCTHKM CBA3HBaHMA
aHTUTeJIa, KOIMPYEMOTO HYKJIeOTHUIHOM MOCJIelNOBATEeNbHOCTLI, WM
comepXallel'0 aMMHOKMUCJIOTHYI IIOCJEeNOBaTEeJIEHOCTE; T.e. aHTUTEeJIO
BCe elle CIOCODHO CHelIM@UUHO pPacllo3HaBaTbk M CBA3HBATL CBOD
MUIIeHL . OYHKUMOHAJIEHHM BapMaHT MOXeT MMeTh MOIudMKaluMU B
KOHCEPBATHMBHOM TIOCJHeOOBaTEeJILHOCTM, B TOM UMCJIe HYKJIEOTUOHHE U
aMVHOKMCJIOTHEIE BaMeHH, IPUCOEOMHEeHMA M OeJielrU. OTU MOIOVOUKALINU
MOXHO BBOIMTL C IIOMOMBK CTaHOAPTHHX MeTOIMK, M3BECTHEX B OaHHOU
oBJjlacTH, TakKMxX KaK calT-HalpaBJIeHHEM MyTal'eHe3 UM OIIOCPeIOBaHHHM
[P MyTareHe3, ¥ OHM MOT'YT BKJIKUATL €CTeCTBEHHBEe, a Takxe
HeeCTeCTBEeHHEE HYKJIEOTHUIH UM aMUHOKMCJIOTH.

Vcrmosib3yeMell B HacTOAlleM NOKyMeHTe TepMMH “HeMTpau3ywomui’”
IIPUMEHUTEJIFHO K aHTUTeJIaM I[I0 HacCTOoAlleMy M300peTeHMI0 OTHOCUTCH K
aHTHTeJlaM, KOTOPHE CIOCOOHH OpelyllpeXiaThk WM MHIUOMPOBATH
MHOUIIMPOBAaHME BUPYCOM KJIETKM IIOCPEeACTBOM MX HeUTpaJu3yomero WU
VHTUOUPYRIEeT O OMOJIOTUUECKOTO sbderTa n/nnm CHIDKEHU A
MHOQEeKLIVOHHOTO TUTPAa RSV, BHe 3aBUCUMOCTHU oT MexaHNM3Ma
IIOCPENCTBOM KOTOPOTO IOCTUTAEeTCsa HeUTpalM3aluda. HelTpalu3alusd
TakXe MOXeT HOOCTUIAaTBCH MHIUOMPOBaAHMEM KOHTaKTa WM all'e3Uu
BUpPYCa C IIOBEPXHOCTBK KJETKM, WIM MWHIUOMPOBAHMEM  CJUSAHUA
BUPYCHOM ¥ KJIETOUHOM MeMOpaH II0CJIie KOHTakKTa BUpPYyCa C KJIETKOM-—
MUIIEHBD M UM IIOIOOHBIMM .

VICIOJIB3YEMEI B HAaCTOAMNEM OOKYMEHTe TepMMUH “CHeUuuduuHoe
CBA3HBaHMe” OTHOCUTCS K B3aMMOLOEMCTBUID aHTUTeJa C eT0 [HapTHEPOM
II0 CBSA3HBAaHUI, HaIpUMep, aHTUT'eH oO0O03HadaeT UYTO B3aUMMOIOEMCTBUE

3aBUCHUT oT IMIPMCyTCTBUA KOHerTHOIZ CTPYKTYPEH, HallprMep,



AHTUTEeHHOV IeTepPMMHAHTH WJIM SIUTOIa Ha IIapTHepe [0 CBA3HBBAHUD.
IpyrmMm  cJioBamy, AQHTUTEJIO I[IPEenOlIouTUTEeJIEHO CBA3SHBAETCI WU
pacrosHaeT IapTHepa IO CBA3HBaHUI  ITaxe ecysiM HapTHep IIo
CBASHBAHUID IIPUCYTCTBYET B cMecHu ns3 OPpYyITUX MOJIEKYJI I
OpraHM3MOB. CBA3HBaHME MOXEeT OHTH OIIOCPEeIOBAHO KOBAJIEHTHBIMU WIINU
HeKOBaJIeHTHHMMY  B3auMMOIEMCTBUAMM MM KoMOMHaUMel u Tex, u
OpYyTUX. IpyrmMm cJIoBaMu, TepM/H “crneumdpmuuHoOe CBASHBaHUe”
O3HadvaeT, UTO AaHTUTEJIO ABJSeTCH CHelUIUUHO UMMMYHOPEeaKTUMBHEM II0
OTHOWEHUI0 K AaHTUTEeHHOV »OeTepMMHAHTEe WMJIM DSIUTONY, U He SABJISeTCH
VMMYyHOPeaKTUBHEM C OpyTUMU AHTUT €HHBEIMA OeTepMMHaHTaMun u
SIUTONaMM. AHTUTEJIO, KOTOopoe (MMMYHO)CHeUMPMUHO CBA3HBAETCH C
AHTUT €HOM, MOXeT CBA3EBATLCSA C Opy UMM nenTuIaMm WJIN
IOJIUIIENTUIAMM C HM3KOM addMHHOCTLIO, KaK oldpeleJIeHHO, HalpuMmep,
oJI9d PalIVOVMMMYyHHOTO aHaJm3a (RIA), WMMyYHOQEPMEHTHOTO aHaJM3a
(ELISA), BIACORE W OpYyTUX aHaJInM30B, M3BECTHEX W3 YPOBHHA
TeXHUKN . AHTHUTEJIa I X bparMeHTH, KOTOPHE CrnelumndpmUyuHO
CBABHBATCA C AaHTUITEHOM, MOTYT XapaKTepu30BaThLCA IIepeKpeCTHOM
PEaKTUBHOCTLID C POINCTBEHHEIMM aHTUI'eHaMu, HeCcymyMm TOT  Xe
SOIUTON. IIpelnNoUuTUTEeSIEHO, aHTUTeJla WIXM UuX (parMeHTH, KOTOpPHE
CIHeuMOUUHO CBA3BEBAKTCA C AaHTUIEHOM, He IIPOABJIAKT IIepPeKpeCTHYI
PEaAKTMBHOCTE C IOPYTVMMM aHTUI'€HaMu.

NompobHOe omMcCaHMe HACTOSIEeIr'c usobpeTeHUs:

CoIJylacHO IIeEPBOMY acIlleKTy HacTodllee M300peTeHMe IpeljaraerT
aHTUTeJa u AHTUTEHCB A3ERBaKIMe bparMeHTH, CIIOCOOHHE K
CrelMdUUHOMY CBASHBaAHUILD G-0eJIka pPecCOUMpaTOpPHOTO CHUHIUTHUAJIBEHOI'O
BUpYyca uejioBeka (RSV), M KOTOphHe CHOCOOHH HeMTpaln3oBaTh RSV.
AHTUTEIIa NPenIouTUTEJILEHO CTIOCOOHH CIIeMOUUHO CBASHBATH "
HeVTpaln30oBaThk RSV ofoumx nonTurioB A u B. IpeINoUdTHUTENIBHO,
AHTUTEJIa ABJARTCS MOHOKJIOHAJILHEIMM aHTUTeJIaMU JeJioOBeKa.

BrUIO mOKasaHO, UTO aHTUTeJla M aHTUTeHCBA3HBawilue (GparMeHTH
IO HaCTOo[AlleMy M300peTeHUK ABRJIANTCA O0oJiee AaKTUMBHEIMKM OPpOTHUB RSV
TMra A m B, ueM JobHEe OPpyTIMe M3 M3BECTHHX aHTUTell K G R3SV, B
YacTHOCTH, OoJiee aKTHMBHEE UeM M3BEeCTHHEE MOHOKJIOHAJIBHEIE aHTUTeJla
3D3 k¥ G RSV, B 1in Vvitro aHalM3e HeWTpaJIM3alMM, B YACTHOCTM B in
vitro aHalu3e, OIMCAHHOM B IIpumMmepe 7.

B COOTBETCTBHUIM C HaCTOAIIMM MBO@peTeHMeM, aHTHUTEeJIa n
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AHTUT'eHCRBA3HBAKIMNME bparMeHTH CBA3BBAaKTCHA C BOUTONIaMU B
LeHTPpaJlbHOM KOHCepBaTMBHOM OOMeHe (CCD) G-0OeJika RSV.
[leHTpaJIbHLE KOHCEepPBATMBHEI HOOMEeH OXBaTHBAET aMMHOKMUCJIIOTHYIO
[IOCJIeOOBRATEJIbHOCTE, COOepXallyld aMMHOKMUCIIOTH 153-184 G-OBejika Yy
mrTamMMa A2 RSV (MM COOTBEeTCTBYKIME aMMHOKMCJIOTHHE OCTaTKU VY
IPYTUX MTaMMOB) .

B cooTBeTCTBMM C HacToAIMM M300peTeHMeM OpenjarainTcs
aHTUTEeJla M aHTUTeHCBA3HBaKMMe O(parMeHTE, KOTOPHE CBSA3EBAKTCSA C
SIIMTOIIOM, coIepXalym OOHY VI HECKOJIBKO AMMHOKMCJIIOT c
AMMHOKMCJIOTHEIM Y4YaCTKOM, CoIepXallMM aMWUHOKMCIIOTH 160-169 u omHy
WV HEeCKOJIBKO aMMHOKMCIIOT B YydYacTKe, cCcoIepXalleM aMWHOKMCJIIOTE
184-192 B G-0eyke RSV (RSV Tmma A m B; OpOoHYMepOBaHH COTJIAaCHO
RSV T aMMy A2) . [MpenmaraeMue TaKMM oBpasoM AQHTHUTEeJIa
oBecneuynBanT CBA3EBaHUE c DTIMTOTIOM, KOTOPHM IpaKTUUYeCKU
[IOJIHOCTBLIO IIepeKpHBaeT LeHTPAaJbHEM KOHCepPBATMBHLHIL IOMeH. OTU
aHTUTeJa u AHTUT €HCBA3EBAKIMNME bparMeHTH CBA3BEBAaKnTCA C
LIEHTPAaJIbHEIM KOHCEepBaTHBHEM IOMEHOM eme OIIHVM COBEPIIEHHO
OTJIMYAKIMMCS CIoCoOOM. OTM aHTHTeJla, KOTOopHe o6JjlalalT HaWMBHCIIEMN
HelTpalu3yKley CIHOCOOHOCTLID, CBA3HBAKT 00Jiee CJOXHBE SIUTOIIH,
KOTOPHE COCTOAT M3 IIOJIHOTO LEeHTPalJIbHOTO ydyacTKa UM 4YacTu
OCHOBHOTO yuYacTKa C-KOHIEBOM YacTM LEeHTPaJIbHOTO OOMeHa (OCTaTKM
160-192 RSV Tuna A u B (IpOHYyMepOBaHH COIJIACHO WiTaMMy A2 RSV).
XOoTHa 2TM aHTUTeJla CBA3HBaTCA C 0oJjlee KPYIHBEM M, CJIeOoBaTeJIbHO,
BoJiee BapuabeJibHEIM Yy4acTKOM, 3TU aHTHUTeJa CBA3HEBAT n
HelTpaln3yioT oba nonTuIia, [IOCKOJIBKY CBSA3EIBaHUE 3aBUCUT
UCKJIOUMTEJILHO OT  Paclo3HaBaHMSa OCHOBHOM U OOKOBOM  llellen
KOHCEPBATUBHEX OCTaTKOB (cMoTpu Tabauiy 17). B CoOOTBETCTBMM C
TOHKMM KapTHUMPOBaHMEM, MCIOJbL3YS aHalM3 Pepscan, I[IokKas3aHO, UYTOo
aHTHTeJla 3BaBUCAT OT OCTATKOB B KOHCEPBATHMBHOM N-KOHIEBOM UYaCTH
IOMeHa M OT OCTaTKOB B C-KOHIIEBOM YaCTM OCHOBHOTO OOMeHa, U He
3aBMCAT OT OCTATKOB B ILUCTEMHOBOM IIeTJjle. OTM aHTUTeJla 3aBUCAT
OT KOMILJIEKCHOM KOHOOPMALMOHHOM ILeJJOCTHOCTM LeHTPpaJIbHOTO IOMeHa,
[IOCKOJIBKY MyTallMM B LMCTEMHEe IIpeKpamaknT CBA3BBaHMe (HallpUMEpP,
mAb CB017.5 u ocoBeHHO CB030.1, CMOTPU TabJInLy 17).
KapTupoBaHue I[oOKa3HBaeT, UYTO ydacTok 160-169 um yuacTok 184-192

ABJIARTCA UYacCTb OIOHOT'O aHTUMI'eHHOI'O YydacCTKa, KOTOpBIVI COoCTaBJIdeT
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paznesianmyi 3HOUTOI Yy DTOTO KJIacca aHTUTeJ.

CorJlaCHO OIpeneJIeHHHM BapMaHTaM OCYIeCTBJIeHUMA aHTUTeJa
comepxaT TakeJyrw Lenbk ¢ CDR3, cozepxaliM MOTUEB CXXXXC B ero
AMMHOKMCJIOTHOM I[IOCJIeHOBATEJIEHOCTH .

CorJylaCHO OIpeneJieHHHM BapMaHTaM OCYIMeCTBJIEHUA aHTUTEJIO
BEHIOpPAHO M3 TpPYINH, COCTOAMEN M3

a) aHTuTelJla, comepxamero CDRl1-yuacTok TsSxeJioM uemnm ¢ SEQ
ID NO:1, CDR2-y4yacTok TaxeJioM Lemnm ¢ SEQ ID NO:2 m CDR3-yuacToOk
TaxeJion Lenu ¢ SEQ ID NO:3,

b) anTuTesa, comepxamero CDR1-ydacToK TsaSxeJo uLemnm c SEQ
ID NO:7, CDR2-y4yacTok TSxeJioM Lemnm ¢ SEQ ID NO:8 m CDR3-yuacToOK
TaxeJion Uenm ¢ SEQ ID NO:9,

C) aHTuTeJa, comepxamero CDRl1-ydacTok TsaSxeJon uLemm ¢ SEQ
ID NO:13, CDR2-yuyacToKk TaSxeJioM uLenu ¢ SEQ ID NO:14 m CDR3-
yyacTok TaxeJior uLenmu ¢ SEQ ID NO:15,

d) aHTUTeJla, coIepxamero CDRl-ydyacTok Taxejion Lenm c SEQ
ID NO:19, CDR2-yuyacTok TaxeJioM uUenm ¢ SEQ ID NO:20 m CDR3-
yyacTok TsaSxeJion uenm ¢ SEQ ID NO:21,

e) aHTuTesa, comepxamero CDRl1-ydacTok TsaSxeJon uenm c SEQ
ID NO:25, CDR2-yyacTok TaxeJom uenmu ¢ SEQ ID NO:26 m CDR3-
yuacToK TaxeJionm Lenm ¢ SEQ ID NO:27,

f) auTuTesa, colepxamero CDRl-ydacTok TaxeJion Lenm c SEQ
ID NO:31, CDR2-yuacTok TaxeJom uenm ¢ SEQ ID NO:32 m CDR3-
yyacTok TsaxeJior uenm ¢ SEQ ID NO:33,

g) aHTuTelJa, comepxamero CDR1-yuacTok TsxeJon uemnm ¢ SEQ
ID NO:37, CDR2-yuacTok TaSxeJoy uUenmu ¢ SEQ ID NO:38 m CDR3-
yuyacTok TsSxeJio uLenmu ¢ SEQ ID NO:39,

h) auTturesa, comepxamero CDR1-yyacToK TaSxeJoM Lenu ¢ SEQ
ID NO:43, CDR2-yuacTok TaSxeJioM uUenmu ¢ SEQ ID NO:44 m CDR3-
yyacTok TsaxeJior uLenmu ¢ SEQ ID NO:45,

i) a”TuUTeJsa, comepxamero CDR1-ydacToOK TaSxeJon uemnm c SEQ
ID NO:49, CDR2-yuyacTok TaxeJioM uUenmu ¢ SEQ ID NO:50 m CDR3-
yuyacTok TsaxeJion uLemnm ¢ SEQ ID NO:51,

J) aHTHUTesa, comepxamero CDRl1-yyacTok TaxeJion Lenm c SEQ
ID NO:55, CDR2-yuyacTok TaxeJoy uenmum ¢ SEQ ID NO:56 m CDR3-

yyacTok Taxejiom Lenm ¢ SEQ ID NO:57,
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k) auTuTesa, comepxamero CDR1-ydacToOK TsaxeJon uLenm c SEQ
ID NO:61, CDR2-yuyacTok TaxeJsion Lemnm ¢ SEQ ID NO:62 m CDR3-
yuyacTok TsxeJion Lenm ¢ SEQ ID NO:63, u

1) ad”TuTeJsa, comepxamero CDR1-yudacTok TsxeJon Lemm c SEQ
ID NO:64, CDR2-yuacTok TaxeJom uenm ¢ SEQ ID NO:65 m CDR3-
yuacTok TsxeJiom nenmu ¢ SEQ ID NO:66.

CorjlacHO OIpeleJleHHEM BapraHTaM OCYHMEeCTBJIEHUS aHTUTeJIO
BHIOpPaAHO M3 TPYIIH, COCTOAMEN U3

a) aHTuTeJa, comepxamero CDRl1-yuyacTok JieTkKoM Lenu ¢ SEQ ID
NO:4, CDR2-yuacTok JieTkoM uenu ¢ SEQ ID NO:5 m CDR3-yuacTOK
Jerkom uHemnm ¢ SEQ ID NO:o,

b) auTuTesa, comepxamero CDR1-yyacTok Jerkoy uLemnu ¢ SEQ ID
NO:10, CDR2-y4yacTok JierkoMm Lenum c¢ SEQ ID NO:11 m CDR3-yuacTOK
JerkoM unenu c¢ SEQ ID NO:12,

C) aHTUTeJa, comepxamero CDR1-yyacToK JieTKoM Lenu ¢ SEQ ID
NO:16, CDR2-yuyacToOk JleT'koM uLenu c¢ SEQ ID NO:17 m CDR3-yuacToOK
Jerkom uenu c¢ SEQ ID NO:18,

d) aHTMTeJa, comepxamero CDR1-ydacTok Jierkoum lenu c¢ SEQ ID
NO:22, CDR2-yyacTok JerkoM Lenum c¢ SEQ ID NO:23 m CDR3-yuacTOK
Jerkom uenm c¢ SEQ ID NO:24,

e) aHTUTeJla, comepxamero CDR1-ydacTok JieTkoM Lemnu ¢ SEQ ID
NO:28, CDR2-yuacTok JierkoM Lenm c¢ SEQ ID NO:29 m CDR3-y4yacTOK
Jerkom unenm c¢ SEQ ID NO:30,

f) auTuTesia, comepxamero CDR1-yuyacTok Jerkoy uLemnu ¢ SEQ ID
NO:34, CDR2-yuyacTok Jerkom Lenum c¢ SEQ ID NO:35 m CDR3-yuacTOK
Jerkom uenmu c¢ SEQ ID NO:36,

g) aHTUTeJa, comepxamero CDR1-yyacToK JieTKoM Lenu ¢ SEQ ID
NO:40, CDR2-y4yacTok Jierkom Lenum c¢ SEQ ID NO:41 m CDR3-yuacTOK
JerkoM uLenmu c¢ SEQ ID NO:42,

h) auTuTesia, comepxamero CDR1-yuyacTok Jerkoy uLemnu ¢ SEQ ID
NO:46, CDR2-yuyacTok JleT'koM uLenu c¢ SEQ ID NO:47 m CDR3-yuacTOK
JerkoM uenmu c¢ SEQ ID NO:48,

i) a”TuUTeJa, comepxamero CDRl-yuyacTok JeTrkoy uLemnu C¢ SEQ ID
NO:52, CDR2-yuyacTok JerkoM Lenum c¢ SEQ ID NO:53 m CDR3-yuacToOK
Jerkonm uenu c¢ SEQ ID NO:54,

J) aHTUTeJa, comepxamero CDR1-yyacTok JerkoM uenmu ¢ SEQ ID
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NO:58, CDR2-yuyacTok JierkoM Lenum c¢ SEQ ID NO:59 m CDR3-yuacToOK
Jerkom uenu c¢ SEQ ID NO:6O,

k) a”TuTesa, comepxamero CDRl-yuyacTok JeTkoyu Lemnu Cc SEQ ID
NO:64, CDR2-yyacTok JerkoM Lenu c¢ SEQ ID NO:65 m CDR3-yuacToOK
Jerkom unemnm ¢ SEQ ID NO:66,

) aHTUTeJla, comepxamero CDR1-ydacTok JieTkoM Lemnu ¢ SEQ ID
NO:70, CDR2-yuacTok Jerkom Lenmum c SEQ ID NO:71 m CDR3-yuacTOK
Jerkom Lemnm ¢ SEQ ID NO:72,

CoIJlaCHO OIllpeleJIeHHHEM BapMaHTaM OCYIMeCTBJIEHUI aHTUTEJIO
BHIOpPaAHO M3 TPYIIH, COCTOAMEN U3

a) aHTuTesa, comepxamero CDRl1-ydacTok TsSxeJon uLenm c SEQ
ID NO:1, CDR2-y4yacToK TSxeJioM Lemnm ¢ SEQ ID NO:2 m CDR3-yuyacToOK
TaxeJioM Lenu ¢ SEQ ID NO:3, CDRl-yuacTok JeT'koM Lenmu c¢ SEQ ID
NO:4, CDR2-yuacTok JieTrkoM uenm c¢ SEQ ID NO:5 m CDR3-yuacTOK
Jerkoy uenm ¢ SEQ ID NO:6;

b) anTuTesa, comepxamero CDR1-ydacToK TsaxeJon uenm c SEQ
ID NO:7, CDR2-y4yacTokK TaxeJioM Lemnm ¢ SEQ ID NO:8 m CDR3-yuyacToOK
TaxeJyion Lenm ¢ SEQ ID NO:9, CDRl-yuacTok JilerkoM uenm c¢ SEQ ID
NO:10, CDR2-yuacTok TaxeJsoM Lenm ¢ SEQ ID NO:11 m CDR3-yuacToOK
Jerkom uenu c¢ SEQ ID NO:12,

C) aHTUTeJa, comepxamero CDR1-yyacTOK TaxeJom uemnu c SEQ
ID NO:13, CDR2-y4yacTok TaSxeJom uenm ¢ SEQ ID NO: 14 m CDR3-
yyacTok TaxeJion Lenm ¢ SEQ ID NO:15, CDR1-yuacTOK JIeTKOM LelM C
SEQ ID NO:16, CDR2-yyacToOK Jiler'koM uenm c¢ SEQ ID NO:17 m CDR3-
Yy4acToOkK JierkoMm Lenm ¢ SEQ ID NO:18;

d) aHTUTeJla, coIepxamero CDRl-yuyacTok TaxeJioM Lenu c SEQ
ID NO:19, CDR2-yuacTok Taxejior Lemnm ¢ SEQ ID NO:20 m CDR3-
yuyacTok TaxeJion Lenu ¢ SEQ ID NO:21, CDR1-yyacTOK JIeT'KOM LelM C
SEQ ID NO:22, CDR2-y4yacTOK JieT'koM uenm c¢ SEQ ID NO:23 m CDR3-
Yy4acToOk Jierkonm Lenm ¢ SEQ ID NO:24;

e) aHTuUTesa, comepxamero CDRI1-ydacTok TaSxeJon uenm ¢ SEQ
ID NO:25, CDR2-yuyacTok TaxeJjyior Lemnm ¢ SEQ ID NO:26 m CDR3-
yuyacTok TaxeJion Lenu ¢ SEQ ID NO:27, CDR1-yuacToOK JIeTKOM Lelr C
SEQ ID NO:28, CDR2-y4yacTOK JieT'koM uUenm c¢ SEQ ID NO:29 m CDR3-
y4acTok Jerkon Lenu ¢ SEQ ID NO:30;

f) aHTuTesa, comepxamero CDR1l-yyacTok TaxeJom Lemon c SEQ
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ID NO:31, CDR2-yuyacTok TaxeJom uUenmu ¢ SEQ ID NO:32 m CDR3-
yuyacTok TsaxeJion Lenu ¢ SEQ ID NO:33, CDR1-yuacToOK JIeT'KOM Lelr C
SEQ ID NO:34, CDR2-y4yacTOK JleTkoM uUenm c¢ SEQ ID NO:35 m CDR3-
y4acTok JieT'kou Lenm ¢ SEQ ID NO:36;

g) aHTUTeJa, comepxamero CDR1-yyacTOK TaxeJom uemnu c SEQ
ID NO:37, CDR2-yuacTok TaxejioM uemnmu ¢ SEQ ID NO:38 m CDR3-
yyacTok TaxeJion Lenm ¢ SEQ ID NO:39, CDR1-yuacTOK JIeTKOM LelM C
SEQ ID NO:40, CDR2-y4yacToOkK JierkoM uenm c¢ SEQ ID NO:41 m CDR3-
y4acTok JierkoM Lenu ¢ SEQ ID NO:42;

h) auTturTesa, comepxamero CDR1-yyacToK TaSxeJoM Lemn C SEQ
ID NO:43, CDR2-yuacTok TaSxeJioM uUenmu ¢ SEQ ID NO:44 m CDR3-
yyacTok TaxeJion Lenu ¢ SEQ ID NO:45, CDRl1-yuacToOK JIeT'KOM Lelr C
SEQ ID NO:46, CDR2-y4yacTOK JierkoM uenm c¢ SEQ ID NO:47 m CDR3-
Yy4acToOK JieTKoM Lenm ¢ SEQ ID NO:48;

i) a”TuUTeJsa, comepxamero CDR1-ydacToOK TaSxeJon uenm c SEQ
ID NO:49, CDR2-yuyacTok TaSxeJioM uUenmu ¢ SEQ ID NO:50 m CDR3-
yuyacTok TaxeJion Lenu ¢ SEQ ID NO:51, CDRl1-yuacToOK JIeTKOM Lelr C
SEQ ID NO:52, CDR2-y4yacTOK JleT'koM uUenm ¢ SEQ ID NO:53 m CDR3-
y4acToK JieT'kou Lenm ¢ SEQ ID NO:54;

J) aHTMUTeJa, comepxamero CDRl1-ydacTok TsaxeJon uemm ¢ SEQ
ID NO:55, CDR2-yuacTok TaxejyioM uenu ¢ SEQ ID NO:56 m CDR3-
yyacTok TaxeJon Lenmu ¢ SEQ ID NO:57, CDRl1-yuacToOK JIeTKOM LelM C
SEQ ID NO:58, CDR2-yuacToK JleT'koM uLenm c¢ SEQ ID NO:59 m CDR3-
y4acTok JierkoM Lenu ¢ SEQ ID NO:60;

k) auTuTejsa, comepxamero CDR1-yuacToOkK TsSxeJon uemnm ¢ SEQ
ID NO:61l, CDR2-yuacTok TaSxeJoM uUenmu ¢ SEQ ID NO:62 m CDR3-
yuyacTok TaxeJion Lenu ¢ SEQ ID NO:63, CDRl1-yuacToOK JIeT'KOM LellM C
SEQ ID NO:64, CDR2-y4yacTOK JierkoM uenm c¢ SEQ ID NO:65 m CDR3-
y4acTok JieTkou Lenu ¢ SEQ ID NO:66;

1) auTuTesa, comepxamero CDR1-ydacToOK TsaSxeJon uLemnm c SEQ
ID NO:67, CDR2-yyacTok TaSxeJioM uUenu ¢ SEQ ID NO:68 m CDR3-
yuyacTok TaxeJion Lenu ¢ SEQ ID NO:69, CDRl1-yuacToOK JIeT'KOM Lelr C
SEQ ID NO:70, CDR2-y4yacTOK JieTkoM uUenm c¢ SEQ ID NO:71 m CDR3-
yyacTok JIeTKoM Lenmu c¢ SEQ ID NO:72.

CorJlaCHO OIpeneJieHHHM BapMaHTaM OCYIMeCTBJIEHUA aHTUTEJIO

COOEepPXNnUT BapmaéeanbHZ YdacCTOoOK TSXKeJION nermn, conepmamwﬁ
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AMMHOKMCIIOTHY I[IOCJIEIOBATEJILHOCTEL, KOTOpas BHOpaHa W3 TPYIIIH,
cocTodame m3 SEQ ID NO: 73, SEQ ID NO: 75, SEQ ID NO: 77, SEQ
ID NO: 79, SEQ ID NO: 81, SEQ ID NO: 83, SEQ ID NO: 85, SEQ ID
NO: 87, SEQ ID NO: 89, SEQ ID NO: 91, SEQ ID NO: 93 m SEQ ID
NO: 95.

CorjlacHO OIpeneJyIeHHHM BapraHTaM OCYIEeCTBJIeHMI aHTUTEeJIO
COOEPXUT BapuradeJbHEM ydacToK Jerkon nenu, conepxammun
AMVHOKMCJIOTHYIO IOCJIeNOBaTEJbHOCTE BHIOPAaHHYIO us3 TPYIIH,
cocrosamer m3 SEQ ID NO: 74, SEQ ID NO: 76, SEQ ID NO: 78, SEQ
ID NO: 80, SEQ ID NO: 82, SEQ ID NO: 84, SEQ ID NO: 86, SEQ ID
NO: 88, SEQ ID NO: 90, SEQ ID NO: 92, SEQ ID NO: %94 m SEQ ID
NO: 96.

CorjlacHO OIpeleJleHHHM BapMaHTaM OCYMeCTBJIeHUS aHTUTeJIO
BHIOpPaHO M3 TPYIIH, COCTOAMNEN U3

a) aHTuTeJa, comepXxamero Bapuab®eJIbHHM YyUacTOK  TSXKeJION
eny, KOTOPHM COOEPXUT aMUHOKMCIIOTHYI I[IOCJIeNOBaTeJIbHOCTE C SEQ
ID NO: 73, u BapuaOeJIbHEM y4JacCTOK JIETKOM LelM, KOTOPHM CONEPXUT
aMMHOKMCJIOTHYIO IIocJemoBaTeJIbHOCTL ¢ SEQ ID NO: 74;

b) aHTHUTeJa, comepxamero BapuabeJIbHBI YUYaCTOK  TIXeJIon
eny, KOTOPHEM COOEPXUT aMUHOKMCIIOTHYID [IOCJIeNOoBaTeJIbHOCTE C SEQ
ID NO: 75, u Bapua®eJIbHHM YyYaCTOK JIETKOM Lely, KOTOPHM COIEPXUT
aAaMMHOKMCJIOTHYIO IocJeloBaTelJibHOCTE ¢ SEQ ID NO: 76;

c) aHTUTeJa, comepXxamero Bapuab®eJIbHHEM YyUacTOK  TsXKeJION
LHen, KOTOPHM COIEPXUT aMMHOKMCIJIOTHYIO II0CJIeIOBATEeJILHOCTEL C SEQ
ID NO: 77, u Bapua®eJIbHEM y4YacTOK JIeTKOM 1elM, KOTOPHEM CONEepPXUT
AMMHOKMCJIOTHYID IIocJeloraTeJIbHOCTL ¢ SEQ ID NO: 78;

d) aHTuUTeJa, comepxamero Bapuab®eJIbHHM YyUacTOK  TIXKeJION
eny, KOTOPHM COOEPXUT aMUHOKMCIIOTHYI I[IOCJIeNOoBaTeJIbHOCTE C SEQ
ID NO: 79, u Bapuab®eJIbHHM YyUacTOK JIeTKOM IlelM, KOTOPHM COOEPXMUT
aAMMHOKMCJIOTHYIO IIocJeloRaTeJIbHOCTL ¢ SEQ ID NO: 80;

e) aHTuTeJa, comepXxamero Bapuab®eJIbHHM & YyUacTOK  TSXKeJION
eny, KOTOPHM COOEPXUT aMUHOKMCIIOTHYI I[IOCJIeNOBaTeJIbHOCTE C SEQ
ID NO: 81, u Bapuab®eJbHHM YyUacCcTOK JIeTKOW IlelM, KOTOPHM COOEPXMUT
aMMHOKMCJIOTHYIO IIocJemoBaTeJIbHOCTL ¢ SEQ ID NO: 82;

f) aHTHTeJla, coOepXxamero Bapuab®eJIbHHEM Yy4Y4aCTOK  TSXKeJION

eny, KOTOPHEM COHOEPXUT aMUHOKMCIIOTHYID [IOCJIeNOoBaTeJIbHOCTE C SEQ
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ID NO: 83, u BapMaOeJIbHEM y4YacCTOK JIETKOM LelM, KOTOPHEM CONEepXUT
aMMHOKMCJIOTHYIO IIocJemoBaTeJIbHOCTL ¢ SEQ ID NO: 84;

g) aHTuUTeJa, comepXamero Bapuab®eJIbHHEM YydacTOK  TSKeJION
eny, KOTOPHEM COHOEPXUT aMUHOKMCIIOTHYID [IOCJIeNOBaTeJIbHOCTE C SEQ
ID NO: 85, u Bapua®eJIbHHM YyYaCTOK JIETKOM Lely, KOTOPHM COIEPXUT
aAaMMHOKMCJIOTHYIO IocJeloBaTelJibHOCTE ¢ SEQ ID NO: 86;

h) aHTUTeJa, comepxamero Bapuad®eJIbHEM YydacTOK  TsXKeJION
Leny, KOTOPHM COIEPXUT aMMHOKMCIJIOTHYIO II0CJIeIOBATEeJIbHOCTEL C SEQ
ID NO: 87, u Bapua®eJIbHEM y4YacTOK JIETKOM 1elM, KOTOPHEM CONEepPXUT
AMMHOKMCJIOTHYID IIocJelorRaTeJIbHOCTL ¢ SEQ ID NO: 88;

i) aHTuTeJa, comepxamero BapuabeJIbHHM YYaCcTOK  TIXeJIoON
eny, KOTOPHM COOEPXUT aMUHOKMUCIIOTHYI I[IOCJIeNOBaTeJIbHOCTE C SEQ
ID NO: 89, u BapMaOeJIbHEM y4JacTOK JIETKOM 1elM, KOTOPHEM CONEpPXUT
aAMMHOKMCJIOTHYIO IIOoCJemoRaTeJIbHOCTL ¢ SEQ ID NO: 90;

J) aHTHTeJa, CoIepXamero BapMabeJIbHEM Y4Y4aCTOK  TSXeJION
eny, KOTOPHM COOEPXUT aMUHOKMCIIOTHYI I[IOCJIeNOBaTeJIbHOCTE C SEQ
ID NO: 91, u BapMaOeJIbHEM y4YacCcTOK JIETKOM lelM, KOTOPHEM CONEpPXUT
aMMHOKMCJIOTHYIO IIocJemoBaTeJIbHOCTL ¢ SEQ ID NO: 92;

k) aHTuTeJa, comepxamero BapuabeJIbHBI YUYaCTOK  TIXeJIon
eny, KOTOPHEM COOEPXUT aMUHOKMCIIOTHYID [IOCJIeNOoBaTeJIbHOCTE C SEQ
ID NO: 93, u Bapua®eJIbHHM YyYaCTOK JIETKOM Lely, KOTOPHM COIEPXUT
AMMHOKMCJIOTHYIO IocJeloBaTelJIbHOCTE ¢ SEQ ID NO: 94; u

1) aHTHUTeJa, comepxamero Bapuad®eJIbHHEM YyUacTOK  TsXKeJION
LHen, KOTOPHM COIEPXUT aMMHOKMCIJIOTHYIO II0CJIeIOBATEeJILHOCTEL C SEQ
ID NO: 95, u Bapma®eJIbHEM y4YacTOK JIEeTKOM 1elM, KOTOPHEM CONEepPXUT
AMMHOKMCJIOTHYID IIocJeloraTeJIbHOCTL ¢ SEQ ID NO: 96.

CorJlaCcHO OIpeneJIeHHEIM BapMaHTaM OCYIEeCTBJIEHUA IIPEenJIOXEHE
QHTUTEHCBAZEBAKIME QPaTrMEeHTH M3 IIEPEUMCIIEHHEIX BHIIE aHTUTE.

AHTHTeJla ¥ AaHTUIEHCBA3HBBaKIMEe (QparMeHTH IO HacTodlleMy
M300pEeTEeHUD CBA3EBAKTCA C Pas3HEMM 3OUTONaMM IIPU  CPaBHEHUM C
SIUTONAMM M3BECTHHIX aHTUTeJI K G-0eJky RSV, Takux KakK M3BEeCTHOe
antureJsijo 3D3 Kk G RSV, koTopoe, Kak OBJO IIOKa3aHO, Takxe
CBA3EBaEeTCA C DSBIWUTOIOM B LEHTPAJIBHOM KOHCEPBATMBHOM OOMeHe G-
Oesika RSV. Ilom CBA3BEBaHMEM C pPas3HBEMM DIOXUTONAMM [IOOpa3yMeBRawnT,
UTO AHTUTEJIO CBA3HEBAETCHA C PA3SHEMM KPUTUUECKUMMM aMMHOKMCJIIOTHEMM

oCTaTKaMIM IIO CPpaBHEHUMIO C M3IBeCTHEIMM aHTHUTeJIaM, TaKMMM KakK 3D3.
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BoJjiee ToOro, NOKa3aHO, UTO aHTUTeJa I[I0 HacTofAlleMy M300peTeHUIn
aBdaTCcd 0OoJiee aKTMBHBEIMM, UYeM JoOble IpyI'uMe M3BeCTHHE aHTUTela,
cBA3BBamMe G-0ejiok RSV, @nOpu u3MepeHuM B 1in Vitro aHajausze
HeVTpalus3aluK; B YaCTHOCTM, I1In vIitro aHaJluze HeVTpaaM3aluM, Kak
OINMCaHO B IpuMepe 7.

ComJjlacHO OIpeleJIeHHBEIM BapMaHTaM OCYIEeCTRJIeHMI aHTUTeJa
OeMCTBYIOT CUHEePIMUeCKHU, Koo'ga IIPpUMEeHAnTCHd B KoOMOMHaAUUM  C
aHTUTeJlaMM, CBA3HBaomMMM F-0ejiok RVS. McCHoNb3yeMBlM B HaCTOdIeM
IOOKYMEeHTe TepMUH "CHuHepIruecKMM" o3HauaeT, UTO KOMOMHMPOBAHHBIM
20berT aHTUTEJI WIM aHTUTeHCBASHBaKIMX (prarMeHTOB, KoI'la UuX
IPUMEHST B KOMOMHALMM, BBIe UYeM M¥X aIOUTUBHEE 5S0OeKTH [OIpu
OTHOeJIEHOM IIpMMeHeHUMr . Crocof pacueTa CHUHEPTUM OCYIIECTBIIAOT C
TIOMOIIL 0 rnokasaTed aoOVTUBHOCTU . OBmee npencrapJjIeHUE 0
IokaszaTejie apmouTupHOCTM (CI) Oruico ommcaHo y Chou and Talalay
(1984) .

CoIJlaCHO OIIpeleJIeHHEM BapMaHTaM OCYULEeCTBJIEHMI aHTUTeJa
npenHa3HaueHs OJid npUMeHeHU g B KauecTBe JIEKapCTBEHHOTO
OpenapaTa, ¥ IOIPEeOIoOuUTUTEJIEHO IJIS [OIPpMMeHeHMSa B 2 OUMaTHOCTHUKE,
TepaluM /WK ODPpodMIaKTHKe MHOeKUMM RSV, BHE3HBaeMOM IMIOITUIAMU A
u/mar B RSV. JCHOJIL3YEMHI B HACTOAMEM OOKyMeHTe TepMMH "JjleunTb"
win "JeueHre" OTHOCUTCSA K CHMXEHUIO BUPYCHOM HaATPY3KM y CcyOneKTa
B cCJydae, eCJM OH yxe wuHOuIMpoBaH RSV, u/UIM IOJS YMeHbLIIeHUS
MHTEHCUBHOCTM CHUMIITOMOB 3aboJieBaHMAa Y TaKoro cCcyoObekTa. Takue
CUMIITOMHEL BKJIOUAKT B ce®sd, HalpuMmMep, OPOHXUOJUT, BOCIaJIeHue
OHXaTeJIbHEIX [IyTel, 3acTo¥ B JEeTrKUMX UM 3aTpyIdHeHHOe [HxXaHue.
“ipenynpexneHue” wiIM OpodMiiakKTUKa” OXBaTHRBaeT 3aMelJileHue WU
YMEeHBIIeHMEe pachnpocTpaHeHusa RSV, WM 3aMeldJIeHMe WM CHWKeHUe
NPOSBJIEHUS, PAa3BUTUS WIU NPOTPECCUPOBAHMA OOHOTO WM HECKOJIbKUX
CUMIITOMOB, aCCOLMMPOBAHHEIX C MHpeKlIrel RSV.

HacTosmee wm300peTeHMe TakKXe OTHOCUTCH K  KOMIO3ULMAM,
comepxXamyM IO MeHBIIeM Mepe OOHO aHTUTEJO WMJIM aHTHUIeHCBI3HBAaMUi
dpparMeHT I[IO HACTOANEMy M300peTeHUI. B oopenesieHHHX BapMaHTax
KOMIIOBULUM ABJIATCA (papMalleBTUUECKMMMY KOMIOSULIMAMKY, COIepXalliMn
IO MeHblleV Mepe OIHO AaHTUTEeJIO MJIM aHTUIEeHCBA3LHBAMUM (parMeHT B
COOTBETCTBUM C HacToAmMM M300peTeHMeM WU IO MeHbIlel Mepe

q_)apMaLLeBTquCKM InprnemMiieMoe BCIioMOT'aTeJIEHOE CpellCTBO. Ilon
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“bapMalleBTUUECKNM IIpMEeMJIEMEIM HAIlOJHUTeJIeM” [opas3yMeBalnT Jiodoe
VMHEPTHOE BEmMeCTBO, KOTOPOEe COoUeTalT C aKTMBHOM MOJIEKYJIOM, TaKou
Kak aHTUTEJIO, OJIS  IOoJIydeHMs  yIOOOHOM  IOO3UPOBOUHOM  QOPMEI.
“dapMalleBTUUYECKHA npruemMsieMoe BCIIOMOTaTeJIbHOe cpencTeo”
npencrTapjdeT cobon BCIoMOoTraTeJIbHOe CpencTro, KOoTOopoe B
NIpUMeHdgeMBIX 0O3ax WM KOHIeHTpalMAaxX [ABJIAeTCA HEeTOKCHUYHEIMM OJI9
nauMeHTOB, W ABJISIEeTCH COBMECTHMMEM C IPYTUMMU MWHIPeIMEeHTaMU B
cocTaBe, CcoIepXalleM JIEKaApPCTBEHHOE CPEenCcTBO, OpyIToe CPencTBO WU
AHTUTEJIO . dapMalleBTUUECKHU npreMJIeMble HaTllOJIHUTeJIU MUPOKO
NIPUMEHSTCA M M3BECTHH M3 YPOBHSA TEeXHUKU.

CorJjlacHO elle OOHOMY BapMaHTy  OCVYIIECTBJIEHMSA  HacTodllee
N300peTeHnM OTHOCUTCHA K IIPUMEHEeHUI aHTUTeJla I[I0 HacCToAlleMy
M300peTeHND B MNOJIyUYEeHUNn JIeKapCTBEHHOTO npenaparTa oI
IMaTHOCTUKM, HOPOOUIIaKTUKM M/WUIIM JIedeHMAa uHbpekumr RSV. HacTodmee
n300peTeHre TakKXe OTHOCUTCHA K crnocobamM ImOpenylnpexmeHusa WU
JedeHrsa uHOexklMM RSV nOyTeM BBeIeHMA HyXIJaolerocd B DTOM
CyOBeKTy TepaleBTUUeCKM HSOOeKTUBHOTO KOJMUeCTBa AaHTUTeJla B
COOTBETCTBMM C HaCTOAMMM M300peTeHMeM. TepMMH “TepalleBTUYEeCKHU
50PeKTUBHOE KOJMUECTBO” OTHOCUTCHA K KOJMUECTBY aHTUTEJI, Kak
OIpenmeJyIeHO B IOaHHOM IOOKYMEeHTe, KOTopoe ABJAeTCA 2QOEeKTUBHEIM IJIA
npenyrnpexneHmd, YMeHbIIeHN e MHTEHCUBHOCTU U/ U JieueHu A
COCTOSAHMA, BOBHUKIIEI'O B pe3ylabTarTe UHbpekuun RSV. VYMeHblleHUe
MHTEHCUBHOCTM, MCIIOJIb3yeMoe B OaHHOM IOOKYMeHTe, MOXEeT OTHOCUTCH
K CHIMXEHUIO BUOVMBIX WU 3aMe THEIX CUMIITOMOB 3aboJieraHu4d,
BUPYCEMUN WM JIOOOTO IOPYTOTO 3aMeTHOTO IMPOABJIeHMe MHOekUnM RSV.

IOiid T[OpuMeHeHMSa B 2 TepaluM aHTUTeJla WIM UuX  (pal'MeHTH

COCTaBJIART B @apMaHeBTquCKyD KOMIIO3MIIVIO, WCIIOJIBE3YA IIoOXOoIOAlNre

BCIIOMOTI'aTeJIbHEIE CpencTBa, " BBOIOAT B COOTBEeTCTBMA cO
CTaHIOapTHEMN IIPOTOKOJIaMI . @apMaHeBTquCKaH KOMIIO3MIINA MOXeT
comepXxaTb B KadecCTBe OCHOBHOTI'O AKTVMBHOTI'O VMHT'pelIMeHTa,

MOHOKJIOHAJILHOE aHTUTEJIO, OCOOeHHO MOHOKJIOHAJIbHOEe AaHTUTEJIO WM
dpaTMeHT, KOTOPHE XapPaKTepU3YyRTCH IIepPeKpPeCTHOM PpPeaKTHUBHOCTBI C
G-0eJyikOM M3 O0OMX IHOOTHUIIOB A M B. B KauecTBe aJIbTEepPHATUBE, IBa
MOHOKJIOHAJIBHEIX  aHTUTeJla MOTYT  BECTYIIATb  OCHOBHEM  aKTHBHEM
MHIPEeIVMeHTOM, I'Ie OOMH 0OoJiee MHTEHCUBHO BCTyIIlaeT B peakluuwow c G-

BeslkoM M3 IonoTura A, a Ipyro¥ 6oJilee MHTEHCHMBHO BCTYIIaeT B
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peakuuin ¢c G-0esxkoM M3 B-momTuna. Bo Bcex BTHUX CJydadax MOXeT
IpUCYTCTBOBATH OOIIOJIHUTEJILHOE TepalrleBTUUeCcKoe CpelCTBoO,
BKJIOUAKIE S B ceb4d OIHO WY  HEeCKOJIBKO aHTUTeJ, KOTOPHE
XapaKTepnu3ynTCca MMMyHOPeaKTMBHOCTRI ¢ F-0OejsikoM RSV, win npyrue
TepalleBTUUYECKMe CpencTiBa, KOTOpeHe HDOOeKTMBHEL B OTHOWleHMM RSV
Wiy BocHoajieHuda. TakuMm obpasoM, IIPOTMBOBOCIIAJIMTEJIBHEE CpPencTBa,
TakKMe KaK CTEepPOUIOHEE WM  HECTEPOMIHHE IIPOTUBOBOCIIAJIUTEJIbHEE
COeIVMHEHUSA, MOTYT BXOOMUTH B COCTaB KOMIIO3UIIUN.

CorJiacHO orpeneJlIeHHEIM BapuaHTaM OCYIIECTRJIEHUS, MOXHO
IPUMEeHSTh TMIOJIHOE AHTUTEJIO, T.E. comepxainee KOMILJIEMEHT—
CBA3HBaKIMM FCc-y4yacToK.

CorTJilacHO OIpelleJIeHHEM BapMaHTaM OCYIeCTBJIEHUS, HalpuMmep,
I0JIS YMeHbIeHMS BOCHAaJUTEJILHOM peakKluu B JIeTKUX, J[IPUMEHSIT
TOJILKO AaHTUTeHCBA3HBaKmMMe OQpaTlMeHTH aHTHUTeJ. BBeIeHMe cCcMecen
VMMYyHOCHEeUUPUUHEIX (PaTrMeHTOER U LeJIHX aHTUTeJI Takke BKJIIUEHO B
O0BEM HACTOLAMETO M300peTeHud.

JleueHre MOXeT OHTEH LeJIecoOBpasHEM B TpPYIINe DTalMeHTOR,

BOCIPUMMUMEBOM K MHboekumm RSV. Takasd Tpylla HalMeHTOB BKJKUAET
0e3 OTrpaHMUeHUM, HaIpUMep, IOXWUIEX (HanopuMep, =50 JjeT, =260 JjeT

M IOPenlouyTUTEeJIbHO =65 JjeT), MOJIOOHX (Hampumep, <5 jger <1 JeT),
TOCHOUTANIU3UPOBAHHEX nalureHTORB, [NaluMeHTOB C ocJiaOJIeHHEM
VMMYHUTETOM u naureHTORB, KOTOPHE oJiy4daiu JleueHMe
IPOTUBOBUPYCHEIMM COEeIMHEHMSAMM, HO IIoKas3aJIM HeIOCTATOUHBIM OTBET
Ha JledeHMe TMPOTHMBOBMPYCHEMU COEOMHEHMAMMN .

BRemeHMe KOMIIO3UUMM aHTUTEJ 10 HacTogleMy M300peTeHuo, Kak
nIpaBuUJIO, OCYMEeCTBJIAT IoCpenCcTBOM VMHBEeKLUNA, OBEIUHO
BHYTPUMHIIEUHOW WM BHYTPUMBEHHOM MHBEKUMM. JleKapCTBeHHBE (QOPME
ImojlyuanT crnocofamy, M3BEeCTHEMM B IaHHOM o0JacTH, OJIS BBeIeHUS
KOMIIOBUILIMM aHTUTeJI. llogxXondmme JeKapcTBeHHHe OGQOPME MOXHO HaWTU
B CTaHIapPTHEIX CIIpaBOUYHMKAX, TaKMUX Kak Remington's
Pharmaceutical Sciences, mnociaenHee wu3maHue, Mack Publishing
Co., FEaston, PA, BKJIOUEHH B HaCTOSIMM ITOKYMEHT IIYTEM CCBUIKHA.
CocTaBH, Kak IIpaBMJIO, MOpelcTaBJART coBo¥ COCTaBhH, KOTOpPHE
[IOOXOOAT oJis [apeHTepalJlbHOT'O BBeIeHUA, B TOM yuce

M3O0TOHNMYECKNME paCTBOPE, KOTOPEHE BKJIIOUWAT qu_)epr, AHTVMOKCHMIOaHTEL
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M UM TIOHOOHEE, a TakXe -5BMyJIbCHUM, KOTOPHE BKJIOUAKT CUCTEMEH
OOCTaBKMU, Takue Kak JIUIIOCOMEL, MULLEJIJIEL " HaHOYaCTHUILIH.
Vcrnosib30BaHMe  HeOOXOIMMEIX  IIPOTOKOJIOB M JIEKAPCTBEHHHX  QOpM
3aBMCAT OT 3aKJIOUeHMA Jledallel’o Bpada, a TakXe OT KOHKPETHOTIO
COCTOAHUSA cyOmekTa. YPOBHU 0O3MPOBOK ByoyT 3aBUCETH oT
BO3pacTa, OO0mero COCTOAHMA 3OOPOBBA UM TAKEeCTU MHOeKLUUM, [IPpU
HeoBXOOMMOCTHM, OT CyOBeKTa.

IpyToM acleKT HacTodmero us3obpeTeHUd BKJIoOUaeT B cebd
OYHKUMOHAJIbHEIE BapMaHTE aHTUTeJ, KaK OlIpeNejleHO B HaCTOoAlleM
OOKYMEHTE. MoJieKyJIE CUMTaKnTCAa GYyHKIIMOHAJIbHEIMU BapraHTaMM
aHTHTeJla B COOTBETCTBMM C HaACTOANMM M300peTeHUEeM, eCJIM BapMaHTH
CIIOCOOHEL KOHKYPMPOBATE 3a& ClIelUudruuecKoe CBA3HEBaHUE C DIUTOIIOM
R3SV  wim ero bparMeHTOM C “UCcxooHBEMM WU “3TaJIOHHEMU
aHTuTeJlaM. JpyI'MMM CJIOBaMM, MOJIEKYJIEl CUMTAKRTCSA OQYHKIMOHAJIEHBMU
BapuaHTaMM aHTUTeJla B COOTBETCTBMM C HaACTOAIMM WU300peTeHUeM,
ecq OGYyHKUMOHAJIbHEIE BapMaHTH BCe elle CIOCOOHE CBA3HBATLCA C
OOHVMM ¥ TeM WM [epekKpHBaARIMMCAa  2OUTonoM RSV wmiam  ero
bparMeHTOM. OYHKUMOHAJIBHEIE BapPMAaHTH BKJOUAT ©0e3 OI'paHUUEeHUA
IIPOM3BOOHEIE, KOTOPHE, IO CYTH, NOOOOHE IO OCHOBHOWM CTPYKTYPHOMU
[IOCJIeDOBATEJIbHOCTHM, BKJIOUAA Te, KOTOPHEe MMelT Momupmraumm B Fc-
peLenTope WM @ IOpyI'MX ydacTKax, CBA3aAHHHX C 50deKTOpHEMA
byHKIMAIMM, ¥W/MIM KOTOPHE CcomepXaT, HaIopuMmep, 1in vitro wmim in
vivo MOIOIMQUKALIN, XUMHUUIECKME n/nnm BUoXMMHUUECKHUE, He
BCTpedvamnmuecsad B MCXOOHOM aHTHUTeJle. Takue MOOUOMKALUMM BKJIIOUAT,
[IOMMMO Ipounx, alueTUJIMpOBaHue, alMJIMpOBaHNE, KOBAJIEHTHOE
nIpucoenHeHue HYKJIEOTUIOB NI IIPOU3BOOHEX HYKJIEOTHIOB,
KOBAJIEHTHOe IIPUCOeIVMHEHNVE JIMIOMIOOE WM I[IPOU3BOILHEX JIMINIOB,
[IepeKpeCcTHOE CIlMBaHUE, bopMupoOBaHUE OUCYJIb QUIOHEIX cBA3eln,
TJIMKO3UPOBaHNeE, ITUMOPOKCUIIMPOBaHMEe, MeTWIVPOBaHMe, OKMUCJIeHUE,
I9TMIMpoBaHMe, TMIPOTEOJIUMTUUECKUN IIpOoLeCCHHT, OGochopuampoBaHue U
VM IIOOOOHEE.

B KkauecTBe aJIbTEPHaATUBE, O(QYHKIMOHAJIBHHE BapMaHTE MOTYT
IpeICTaBJIATE COOOM aHTUTeJla, KOTOPHE OINpelesileHH B HaCTOAMEM
n300peTeHn, comepxamne aMVUHOKUCJIIOTHYIO [I0CJIenOBaTEJILHOCTE,
KOTOopad COHNEPXUT 3BaMeHE, BCTaBKM, TeJleluM WM MX KOMOMHAaLMM I10

omHOM wmIM OoJiee aMMHOKMCJIOTaM IIO CPpaBHEHVK C aMMHOKMCJIIOTHBEIMNM
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[IOCJIeDOBAaTEJILHOCT AMU MCXOIHHX aHTUTE . Kpome TOTO,
byHKUMOHAJIbHEIE BapMaHTH MOI'YT XapaKTepu30BaThbCd YCeUeHUAMU
AMMHOKMCJIOTHOM I[OCJIenoBaTeJJbHOCTM JMOO Ha aMuMHO-, JmMOO Ha
KapOOKCMJILHOM KOHLax, JmMOO Ha o000MX KOHLax. OyHKIMOHAJILHEE
BapMaHTH B COOTBETCTBUM C HACTOANMM M300peTeHMeM MOT'YyT MMETh
OOMHAKOBYI WMJIM pPa3JiMUuHEEe, JMUOO ©OoJiee BHCOKYWH, JMOO 0oJjiee HUBKYI
addMHHOCTHM CBSASHBAaHUA I[I0 CPaBHEHMI C MCXOOHBIM aHTHUTEJIOM, HO BCe
ele CIOCOOHBE CBA3HBATHCA C RSV miIM ero ¢parMeHTOM. Hampuwmep,
OYHKUMOHAJIbHEIE BAPMAHTEL B COOTBETCTBMM C HACTOAIMM M300peTeHMeM
MOTYT XapaKTepr30BaThLCHA IIOBBIMEHHOW WJIM IIOHMWKEHHOV addMHHOCTHIO
CBA3EBaHKA B OTHOWeHMM RSV wmiam ero @QpalMeHTy II0 CPaBHEHUKD C
MCXOIHEMM aHTUTeJIaMN . [MpennouyTuTeJIbHO MOOUOUUIUPYIOT
aMVHOKMCJIOTHEIE  I[IOCJIENOBATEJIBHOCTM B  BapuabOeJIbHEIX  ydacTKax,
BRJIOUAA 0Oe3 OI'paHMUeHMd KapKacCHHEe YydacTKM, IulleppapuadelibHEE
y4acTKM, B uyacTHoCcTHu, CDR3-yuacTku. OOHUHO BapuabeJIbHHE YyUaCTKU
JIeTKOM Lenlu M TEKeJOM Lelu colepXaT TpU TITuUllepBapradesibHEX
ydacTka, Brouanmyx Tpu CDR, u 0oJjlee KOHCEpPBaATHBHEE YUYaCTKU,
Tak Ha3bBaeMeHe  KapKacHbe  Yy4YacCTKU (FR) . T'nnepBaprabesibHEE
YYacTKM comoepXaT aMMHOKMUCJIOTHBEE OoCTaTKM M3 CDR M aMMHOKMCJIOTHEE
OCTaTKM W3 TIuUlepBapMabOeJIbHEX IeTeJib. OYHKIUMOHAJILHEIE BapMaHTH,
mompasyMeBaeMEe KakK IIoAlamanmue B OOBEeM HACTOAWEIo M300peTeHMud,
XapaKTepusylTCs I[I0 MeHbIlel Mepe oOT HOpubiauauTesgbHo 50% 1o
OpUBIMU3UTEJIEHO 99%, NpPenrnodTUTEJILHO 10 MeHbIelr  Mepe oT
OpubIM3nUTeJIbHO 60% mo Opubiam3muTessHO 99%, 0OoJiee NPenlouTUTEJBHO
10 MeHbIleM Mepe OoT NOpubiamsuTesbHO 70% Do npubamsuTedabHO 99%,
eme ©OoJlee MNPEelNOUTUTENBEHO IO MeHBIIeM Mepe 0T NpubanM3muTesbHO 80%
0o nOpubams3uTesbHO 99%, HauboJiee MNPEeONOUTUTEJILHO 10 MeHBIeW Mepe
orT npubtimsmuresnsHo 90% po npubiam3urTensHo 99%, B YaAaCTHOCTM, IIO

MeHblel Mepe OT OpubIM3uTesbHOo 95% mo npubamsamuTesbHO 99% U, B

YaCTHOCTH, 1o MeHbIIeN Mepe oT OPUOIIUBUTEIIBEHO 97% oo
IPUOIIU3UTEJIEHO 99% NIOEHTUUYHOCTEI u/ U TOMOJIOTHUEN

aMMHOKMCJIO THOM IIoCJIenoBaTEeJIEHOCTHU C oIlipeneJIeHHEMI B IJaHHOM
OOKYMEHTe MCXOIOHBIMM aHTuUTeJlaMu. [Jd ONTMMAaJIbHOT'O BEHIPaBHVIBAHNMA
Inomgjyiexalrx CpaBHEHUMIO aMMHOKWVCIIOTHEIX mocjieIoBaTeJIbHOCTEN U IJA
OolIlpeneJIeHMA ITOXOXMX I MIOeHTVWYHEIX AMIMHORMCIIO THEIX OCTaTKOB

MOXHO IIPMMEHATDH KOMIIBEIOTEPHEE aJIOPUTMEI, TakKre Kak, ITOMIVIMO
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npoumx, Gap miau Bestfit, KoTopHe M3BeCTHH CIelMaJlMCTaM B IaHHOM
objacTu. OYHKIMOHAJILHHE BapMaHTH MOXHO IMIOJIYUUTL IYTEeM M3MeHeHMUS
MCXOIOHHX aHTUTeJI WJIM MX dYacTel ¢ IIOMOILI OfmMX CIOCODOB
MOJIEKYJISPHOM OMOJIOTUM, M3BECTHHEX M3 YPOBHA TexXHUKM, BKJOUasg 0es
orpaumuenuit I[P CHMXEHHOM TOUHOCTM, OJMTOHYKJICOTUI-HAalpaBJIeHHBM
MyTareHe3, CcaWT-HalpaBJIeHHHN MyTareHe3 WM maddamHT TIKeJIon
n/WUJM JIeTKOM Lielu.

B eme OOHOM IOIOJIHUTEJLHOM aclekKTe HacTodlee HM300peTeHUe
BKJIOUAET MMMYHOKOHBIOITATH, T.e. MOJIEeKYJIH, CcoIepXaliMe 10 MeHbIeN
Mepe OIHO aHTUTEJIO, AHTUIT €HCB A 3LIB alli bparmMeHT NI
OYVHKIMOHAJNILHELT  BapuMaHT  WJIu, OOIOJIHUTEJIEHO  comepXxamee, 10
MeHBIIel Mepe OIHY MeTKY, HalpyMep, IIOMMMO IIpPOUYMX, BHSABJISEMEI]
bparMeHT/BHABJISEMOE CPeOCTBO. Takke B HacCTodmeM U300peTeHUN
NpedyCMOTPEeHE CMeCH ¢ MMMYyHOKOHTBTaTaMM B COOTBETCTBUM C
HacToAmMM M300peTeHreM MJIM CMeCU IO MeHbllel Mepe ¢ OIOHUM
VMMYyHOKOHBIOTATOM B COOTBETCTBUM C HaACTOAMMM M300pPeTeHUuEeM WK
IPYTOM MOJIEKYJIOM, TaKoM KaK TepaleBTUUeCKMM CPeOcTBO MM IOpyTroe
AHTUTEJIO WM  UMMYHOKOHTLIOT'AT. B  IOONOJHUTEJILHEIX  BapMaHTax
OCYIIECTBJIEHUS MMMYHOKOHBIOTATHE I[I0 HACTOAmMEMYy W300peTeHUI MOTYT
comepxaTs OoJjlee OIOHOM METKM. OTM MEeTKM MOTYT OHTL OOVMHAKOBEMMA
WIXM OTJIMYaThbCAd IPYTD OT Ipyra, M OHM MOTYT OBTbL HEKOBAJIEHTHO
NPUCOeOMHEHE K aHTUTeJlaM/HeKOBAJIEHTHO KOHBOITMPOBAHEL C HUMA.
MeTka (MeTKM) MOXeT OLBTh HelOoCpPpeNCcTBeHHO IIpucoelMHeHa K
aHTHUTeJaM/ KOHEBOIMpoBaHa c HUMM IoCpencTBOM KOBAJIEHTHOTO
CBA3LHBaHMUA. AJILTEePHATUBHO, MeTKa (MeTKM) MOXeT OHTL IpUMcoemrHeHa
K  aHTUTeJlaM/KOHBOIMpOBaHa C HUMU IIOCPEINCTBOM OOHOTO  WMJIMU
HECKOJIbKMX CHMBALIUX COeOUHEHMM. MeTOIMKM KOHBOTMPOBAHMSA METOK
C aHTUTeJlaMM XOPOIWIO WM3BECTHH ClHelMalMcTaM B OaHHOM oOJlacTH.
MeTku VMMMYHOKOHTBIOTIaTOB 1o HacTodmeMy U300peTeHNno MOTYT
IpencTaBJIATE COOOM TepaleBTUUECKMEe CpelCTBa, HO TakXe OHM MOTYT
NpencTaBJIgATE CcoOOM  BHABJIAEeMHe (QparlMeHTH/CcpelCTBa. MeTkaMu,
NOOXOOAMMMY IJIS I[IPUMeHeHMS B Tepalry U/UIXM B OpenylpexIeHUu,
MOTYT OHBTL TOKCHHE MIM UX OYHKUMOHAJILHLHE UYacTyu, aHTUOMOTUKH,
bepMeHTEH, oIpyITre  aHTHuUTesa, KOTOPHEE  MOBHIAKLT (GaToLMTO3 U
VIMMY HO C TUMY JISIIUIO . VIMMYHOKOHEBI0T & TH, comepxamme BHIABJIIEMOE

cpencCcTBoO, MOXHO IIPMMEHATE B OUMAT'THOCTUUECKMX LeJiidX, HallprMep,
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OJIS OlLleHKM TOoTro, OBl JKM CyDOBeKT UWHOMIMPOBaH RSV, wiu 1mJid
OTCJIEXUBAHUSA Pa3BUTUA WIM IIpoT'pecca MHOekuuM RSV KakKk dYacTu
IpOLEenyph KIMHUMUECKOTO TeCTHUPOBaHMA, HaAlpUMEpP, IJIS OlpelelJIeHUsA
20PEeKTUBHOCTM HOaHHOM CXeMH JeueHusd. TeM He MeHee, UX TakKxe
MOXHO [PUMEHATH MOJid OPYTMX CBS3aHHEX C  BHABJEHUEM, U/UJU
aHaJIUTUUECKUX, n/Uim OMaTHOCTUUECKUX neJsen. BrgBJiigeMue
bparMeHTH/ CpencTBa BKJIOUAT tes OTpaHVUeHU S bepMeHTH,
IpoCTeTHUUYeCKMe TPYINHE, QJIYOpeCclLeHTHHEe MaTepualJibl, JIOMUHMCIEHTHHE
MaTepMaJlH, OMOJIIOMUHM CLIEH THHE MaTepMaJlHl, panroakKTUBHEE
MaTepuaJltl, I[IO3UTPOH—aKTUMBHEE MeTaJlJIll M He paIMOaKTHMBHEE MWMOHH
napaMarlHUTHEX MeTaJlJIOB. MeTKM, I[IpMMEeHSAeMHEe OJIS MEeUeHMS aHTUTE
oJjis CBSA3aHHBIX C BEIABJIEHNVEM, u/nnm AHAJIUTUUYECKUX, n/nnm
OIVaTHOCTUUECKUX  lieJe, 3aBUCAT oT KOHKPE THHIX IPVMMEH SEMEBIX
CBS3aHHHEX C BHABJIEHMEM/aHaJIMTUUECKUX/ OMAaTHOCTUUECKUX METOOUK
U/ MM CIHocoBoB, TaKMUxX KakK, I[IOMHMMO IPOUMX, WMMYyHOTHUCTOXUMUUECKOE
OKpamrBaHue o0pas3loB (TkKaHM), BHABJEHME C IIOMOMBLID I[IPOTOUHOMN
HMUTOMETPUN, BHIABJIEHNE C [IOMOIIB IO CKaHUpyomen Jlaz3epHon
HMUTOMETPUA, GJIyOpEeCLIeHTHEIE VIMMYHOaHaJIN3Hl, TBepOO@asHHE
VMMYHOQEepMeHTHEE aHaJiM3e (ELISA), paIMOUMMyHOJIOTMUECKME aHaJIU3EH
(RIA), OwMoaHaJM3H (HalpUMEpP, aHaJM3e ¢aroumMTos3a), IPMMeHEeHUA
BeCTepH-OJIOTTHHTa ¥ T.O. Illogxonodmye MeTKM OJIS CBSA3aHHBX C
BHABJIEHMEM/ aHAJIUTUUECKUX / AMATHOCTUUECKMX METOIVK W/MJIU CIOCODOB
XOPOUO WM3BECTHH M3 YPOBHSA TEeXHMKM ¥ IJOCTYIHH CclIelVaJMcTaM B
OaHHOM oBJjlacTu.

KpomMe Toro, aHTUTeJa UYeJloBeKa WM MWMMYyHOKOHBIOTATH — II0
HacToAmeMy M300peTeHMI TakXe MOTI'YT OHTH I[IPUKPEIJIEHE K TBEPIHM
IIOOJIOXKAaM, KOTOPHE OcOo®eHHO MNPUIOOHE OJIA MMMyHOAaHaJIM30B 1in
vitro miam @Ojad ouMcTKM RSV MIM ero ¢parMeHTOB. g oOJeTUeHUd
OUMCTKM aHTUTeJla I[I0 HacToAmeMy MW300peTeHMK MOXHO CJIMTB C
MapKePHHMM TIOCJIENOBATEJBLHOCTAMM, TaKMMM KakK MelTun. [IprUMepH
BKJIIOUAT Bes oTpaHuuYeHUM reKca-TMCTUOAMHOBYIO MEeTKY,
TeMalTJIDTVHUHOBYIO (HA) MEeTKY, myc-MeTKY MJIN flag-meTKy.
AJILTEPHATUMBHO, AHTUTEJIO MOXHO KOHBIOIMPOBATHE CO BTOPEM AHTUTEJIOM
C TIOJIYUEHMEM TI'eTepOoKOHbKIaTa aHTuUTeJl. COIJIaCHO OpyI'oMy acIeKTy
aHTHUTeJIla IO HaCToflleMy M300peTeHMI MOXHO KOHBOIMPOBATH C OIHUM

MJIM HeCKOJIBKVMM aHTMI‘eHaMM/HpMCOG,HMHeHBI K HVIM. HpennhoMTeano,
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STV aHTUITEeHH OIPpeICTaBJIgAlT CcoO0M aHTHUIeHH, KOTOPHE PacClOo3HAalTCH
VMMYyHHOM CHCTeMOV CcyObekTa, KOTOPOMY BBOIAT KOHBOIAT AaHTUTEJIO-
AHTUTEeH. AHTUI'€HH MOT'YT OBTb OIOMHAKOBEMM, HO TakKXe MOTYT
OTNIMYaTLCA OpyTD OT npyra. CHoCoOOB KOHBOIAUMM OJIA IIPUCOEOVHEHUSA
AQHTUITEHOB K aHTUTeJlaM XOpOollo M3BEeCTHH M3 YPOBHA TEeXHUKU U
BRJIOUAT 0e3 OTpaHMUeHUN [IpUMeHeHMe CHMBAMMUX CPeoCTB.

[TocJie MOJIYUEeHMS MMMYHOKOHTBIOI'ATOB XMMHMUECKMM CIOCOOOM IIyTeM
KOHBITUPOBAHUSA, HEINOCPEeOCTBEHHO WM OIIOCPEemOBaHO, I[IOCPEenCcTBOM,
HallpuMep, JMHKepa, MVMMYyHOKOHBTATE MOXHO IIOJIYUMTH B BUIe OEJIKOB
CJIMAHUA, comepXxammMx aHTUTeJla I[IO0 HacTodlleMy M300peTeHun U
MNOOXOOAIYD MEeTKY. BeJIKM CIMAHMA MOXHO IIOJIVUMTBE C  IIOMOIUBK
CriocoB®oB, WM3BECTHEX M3 YPOBHA TeXHUKM, TakKMxX KakK, Halpumep,
PEeKOMOVMHAHTHEE CIIOCODHI, [IyTeM KOHCTPYUPOBAHUSA MOJIEKYJI
HYKJIEMHOBHEIX KMCJIOT, COIepXallMxX HYKJIeOTHUIHHE IIOCJIIeONOBRaTeJIbHOCTH,
KoOupyolme aHTUTEJa, B paMke c HYKJIEO TUIHEMN
[IOCJIENOBATEJIbHOCTAMY, KOOUPYIRIVMKM [IOOXOIOANYyKR MEeTKY (MeTku), a
3aTeM BKCIPEeCCUM MOJIEKYJI HYKIJIEMHOBEIX KHCJIOT.

IOpyrou acCIeKT HaCTOAmEeIT O n300peTeHnd 3aKJIuaeTcsd B
[IOJIYUEHUM MOJIEKYJI HYKJIEMHOBHX KMUCJIOT, KOOUPYKIMX  aHTUTEJO,
AHTUTEeHCBA3HBaIMY (parMeHT MM (QYHKUMOHAJBHHM BapMaHT COIJIACHO
HacTodmeMy M300peTeHMi. TaKKe MOJIEKYJIE HYKJIEMHOBBEIX KMCJIOT MOXHO
IpUMeHATh B KauecTBe [IPOMEXY TOUHEIX IPOOYKTOB c LeJIbo
KJIOHMPOBAHMSA, HalpMUMep, B OIMCAHHOM BHIIE IIPOlLleCCe CO3peBaHus4d
adpdmHHOCTM . COIJIACHO IIPEenOIOUTUTEJIEHOMY BapMaHTy OCYIeCTBJIEeHUS
MOJIEKYJIEL HYKJIEMHOBOM KM CJIOTEL ABJIAITCHA BEIIeJIe HHBEIMU WJIN
OUMIIEHHEIMHA . CrieyMajiicT B OaHHOM obJjacTu nmommMmeT, uTo
OYHKUMOHAJIBHEIE BapMAHTH OaHHBIX MOJIEKYJI HYKJIEMHOBHX KHCJIOT Takxe
IpelyCMOTPEHE KaK UYacThb HaCTOAmeI'o M300peTeHMA. OYHKUMOHAJBHEE
BAPUMAHTHE [PelCTaBJIART coboM ToCiIefoBATEJILHOCTM  HYKJIEMHOBHX
KMCJIOT, KOTOPHEE MOTYT HENOCPENOCTBEHHO TPAHCIMPOBATHECHA C IIOMOIMLIO
CTaHOAPTHOTO TeHeTUMUeCcKOTOo KoIa C I[OoJydYeHMeM aMMHOKUMCIIOTHOM
IoCJIeDOBRaTEeJIbLHOCTH, MIOEeHTUUHOM TpaHCJIMPOBaHHOM C MCXOIHEIX
MOJIEKYJI HYKJIEMHOBEX KMCJIOT.

[MpennouTuTesIbHO, MOJIEKYJIEL  HYKJIEMHOBHX  KUCJIIOT KOOUPYIOT
aHTuTeJa, conepxamme OIIMCAaHHEE BEHIIE CDR-yuacTKM. B

OOIIOJIHMTEeJIbHEIX BaplaHTax OCYyImeCTBIJIEHNA MOJIEKYJIEL HYKJIIEMHOBEIX
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KMCJIOT KOOVUPYT aHTUTeJla, KOTOpHEe comepXxaT -OBa, TpHU, UYeTHpPEe,
IIATH I maxe mecThb CDR-y4YaCcTKOB AHTUTEJI infe} HaCcToOAleMy
M300peTeHUD.

IpyrmMm aCIeKTOM HacToAmeI o nzsobpeTeHMe ABJIAETCHA
ofecrieueHre BEKTOPOB, T.e. KOHCTPYKLUNM Ha OCHOBE HYKJIEMHOBHX
KMCJIOT, comepxammMx OIOHY WJIM HEeCKOJBKO MOJIEKYJI HYKJEMHOBEIX
KMCJIOT II0 HaCTOMAlEMYy M300pPeTeHMI©. BeKTOPHE MOTYT OBTEH IIOJIYUYEeHH
13 IJlasMMI, Takux Kak, IoMMMO HOpoumx, F, R1, RP1l, Col, pBR322,
TOL, Ti m T.m.; kocMmmMm, @aroB, TaKux Kak JaMbia, JIMOIOOMIHEII,
M13, Mu, P1l, P22, QB, T-even, T-odd, T2, T4, T7 u T.mO.;
PACTUTEJILHEX BUPYCOB. BeKTOPH MOXHO IIPMMEHATH OJISA KJIOHUPOBaAHUA
U/WNIM OJIS SKCIPEeCCUM aHTUTeJ IO HacTodmeMy M300peTeHMI U Jaxe
MOXHO IPVUMEHSATH oJjig TeHHOM Tepanun. Taxkxe HaCTO AllUM
n300peTeHneM OXBaTHBAKTCH BEKTOPH, comepxamme OOHY ANEZ!
HECKOJIBEKO MOJIEKYJI HYKJIEMHOBEIX KUCJIOT IIO HACTOLAlleMy M300peTeHUo,
OYHKIMOHAJILHO CBA3aHHBE C OIHOM MJIM HEeCKOJLBKYMMU PeTlyJINPYIMUMAU
DKCIPEeCCHU MOJIEKYJIAMM HYKJIIEMHOBHIX KMCJIOT. BHOOP BeKTOpa 3aBUCUT
OT CcoOJOaeMbEX IIPOLenyp peKoMOMHALMM ¥ MCIOJIB3YeMOTO XO34MHa.
BBeneHre BEeKTOPOB B KJETKM-XO3dAekBa MOXeT OBTHL [OIPOM3BEIEHO C
[IOMOIIBI0, I[IOMMMO IIPOUeTro, TpaHCheKUMM C MCIOJIb30BaHMeM opochaTa
KaJblLMsg, BUPYCHOM MHOEeKIUM, TpaHcheKIUM, OolocpenoBaHHOM DEAE-
OeKCTpaHoM, TpaHCchekuIMM C UCIOJb30BaHMeM JuIodpeKTaMrHa WU
DJIEKTPOoopalu. BeKTOpE MOT'YT aBTOHOMHO PEIUIMUIMPOBATECS WU
MOTYT PeIJIMIMPOBATLCS BMECTe C XPOMOCOMOM, B KOTOPYI OHM OBUIM
VHTETPUPOBAHH . [MpennouyTmuTeJIbHO, BEKTOPE CcoOepXaT OIOWH WU
HECKOJIEKO MapKepoB OJsA oTbopa. BHOOPD MapKepoOB MOXET 3aBUCETH OT
BEIOPAHHEIX KJIETOK XO034eB, XOTHA HSTO He [ABJAeTCd pellanmiuM IJig
HaCcToOAmeTo M300peTeHMa, UYUTO XOPOollo M3BECTHO ClIeluMajlMcTaM B
oaHHoOM  oBJlacTH. OHM  BKJIKUAKT Des OTpPaHUUeHUA KaHaMMILINWH,
HEOMUUVH, IIYPOMULVMH, ITUITPOMUIIMH, 3€O0lMH, TeH TUMUOMH-KVMHASH K13
BMpPpyCa npocToro Teprneca (HSV-TK), ren mourunpodoliaT-penyKTas3e M3
vt (dhfr). BexkTopw, comepXamye OOHY WJIM HECKOJIBKO MOJIEKYJI
HYKJIEMHOBEIX  KMUCJIOT, KOOMPYKIMX  aHTUTeJla 4JeJIOBeKa, KOTOPHE
ONMCAaHHE BHIEe, OQYHKIMOHAJIEHO CBA3aHHHE C OOHOWM WMJIM HEeCKOJIbKUMU

MOJIeKYJIaMM HYKIIEVMHOBEX KMCJIOT, KOIMPYIIVMMK OeJIKM WM T[IelITUIH,
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KOTOPHE MOXHO MCIIOJIE30BATE OJIS BHIEJEHMS aHTUTEJ UYeJIOBeKa,
TakKXe OXBaTHBAKTCA HaCTOAIMM M300peTeHMeM. 37U OeJIKM WU
IENTUOE  BKJIOUYAT ez OT'PaHUUYEHUHA TJIyTaTUOH-S—TpaHchepasy,
MaJlbTO3a—-CBA3HBaKMMUM 0eJIoK, MeTaJJI-CBA3HBAKMUM IIOJUTUCTUIOUH,
3eJIeHHM QJIyOpecClLeHTHHY 0eJiok, Jbluudpepaszy u OeTa-rajlakTo3uIaszy.
Hacrosmee m300peTeHMe TakKXe IIPelOoCTaBJIgeT KJEeTKM XO34UHa,
comepxamye OIOHY WM HECKOJIBKO KOIMM BeKTOPOB, YIOMUHAKMMUXCS
paHee. KileTkmnu-xo34eBa BKJIOUAIOT fes OT'paHMueHmd KJIETKU,
IPOUCXOOAMME M3 MIeKONIUTaKIero, pPacTeHMsa, HaCeKoMOT'Oo, KIeTKHu
TpubHOTO MM OaKTepMallbHOTO IMPOMCXOXIEeHMS. bakTepMrallbHBEE KJIETKU
BRJIOUAT ©0e3 oIpaHUUeHUS KJIETKM K3 IPaMIOJOXKUTEJILHEX OaKTepul
WM TpaMOTpHUIaATEeJILHHX 0OaKTepui, TaKMx Kak HeKOTOophe BUOB U3
pona Escherichia, xkax Hampumep, E. coli, wu Pseudomonas. B
TpyIrne TPUOHBIX KJIETOK NIpennouTUTEeJIbEHO VICTIOJIE 3YIOT KJIETKU
OIpOXXKel. OKCIpecCUuM B IPOXKAaxX MOXHO IOCTUUL IIPM MCIIOJNbL30BaHUU
mTaMMOB IPOXKeM, TaKux Kak, I[IOMMMO IIpoduero, Pichia pastoris,
Saccharomyces cerevisiae u Hansenula polymorpha. Bojiee ToToO, B
KauecTBe KJIETOK—-XO38eB MOXHO MCIIOJIBE30BaTh KJIETKM HaCEKOMEHIX,
TakMe Kak kJeTku u3 Drosophila m Sf9. KpomMe ToOro, KJIETKU
X03geBa MOTYT IPenOCTaBJIATL CcOBOO0OM pacTUTeJIbHHE KIJIEeTKM, TakKue
Kak, IIOMMMO IIpOoUero, KJEeTKM M3 CeJIbCKOXO3AMCTBEHHEX pacTeHuM,
TaKMX Kak JIECHEIE pacrTeHud, VI KJIETKU ns3 pacTeHuM,
obecneurBanMx IIMIEBEE M CHPbLEBHE MaTepHuallk, TaKMX Kak 3epPHOBEHE
pacTeHusd, VIV JIeKapCTBEHHHX pacTeHun, VI KJIETOK n3
IEeKOPATHBHEX pPacTeHuM, WIM KJIeTOK U3 ILBETOUHHX JIYKOBUUHBIX
KyJIbTYD . TpaHCOOPMUPOBAHHHE (TpaHCT eHHEIE) pacTeHus VI
PacTUTEeJIbHEE KJIETKM IIOJIydalT C TIIOMOMBK M3BECTHHX CIOCODOOR,
HalpuMep, OTIOCPEeNOBaAHHOTO Agrobacterium IepeHoca TeHORB,
TpaHCchOopMallMM JIMCTOBHEIX IOMUCKOB, TpaHchopMallMM [IPOTOILJIACTOB C
[IOMOIIBI0 MHOYIIUPOBAHHOT'O [IOJIUB TUIIEHTJIMKOJIEM [IepeHoCca IHK,
BJIEKTPOIIopalun, 0BpaboTKM  YJIBTPa3BYKOM, MUKPOMHBEKLIVY  WJIU
OMOJNIMCTUUECKOTO I[I€peHoCca I'eéHOB. Kpome ToTo, Hnoaxondmas cucTeMa
SKCIPpEeCcCHUM MOXeT TIpelcTaBJIATh cobol 0aKyJIOBUPYCHYID CUCTEMY .
CHuCTeMBl DKCIPECCUM, MCIOJb3YKIME KIIETKM MIEKOIUTAKINX, TaKue
KaK KJeTKM AIMUYHMKAa KMTaMCcKoTo xXoMsauka (CHO), xJjerkm COS, KJIIETKU

BHK, KJIEeTKM NSO MJIn KJIeTKU MeJIaHOMEL Boy»ca, ABJIATCA
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NPenIouTUTEeJIEHEIMM B HacToAmeM M300peTeHuM. KIeTKM MIeKOIMTAMIUX
oBecreunBamnT SKCIIPEeCCUpPyeMEe HeJIKmn c IIOCTTPAaHCALUMOHHEMHA
MOOMPUKALIMAMMY, KOTOPHE ABJATCS Haubojee MNONOOHHEMM IPUPOIHEM
MOJIEKYJIAaM, TIPOMCXONAMMM M3 MIeKONMTalnmMux. I[[OCKOJIBKY HacTodlee
nzobpeTeHre KacaeTcsa MOJIEKYJI, KOTOpPHE MOXHO BBOOWTEL JIOIIM,
0COBeHHO IPEeanouYTUTeJILHOMN oyneT yeJjioBeUecKkas cucTeMa
skcopeccun. TakuMm obpas3oM, »Haxe OoJiee MPEeNlIoUTUTEJIBHO, KJIeTKU-—
X035eBa IMPelCTaBJART Cco00M KJIEeTKM uUeJiloBeKa. IllpuMepaMus KJIETOK

JeJIoBeka ABJIALTCH, I[IOMMMO IIpoduero, kJeTkm Hela, 911, AT1080,

AbB49, 293 wm HEK293. CorJlaCHO  IIPEenIouTUTEJIbHEIM BapMaHTaM
OCYIIEeCTBJIEHUA JeJioBeueCcKue KJIETKM-IIPOOYLeHTH comepxatT 1o
MeHbIIen Mepe GYHKUMOHAJIBEHYIO JacTb [IOCJIENOBATEJNILHOCTH

HYKJIEMHOBOM KMUCJIOTH, KOOVPYIIEN aleHOBUPYCHEM ydacTok El1 B
BKCIpeccupyeMoM o¢opMaTe. CoOIJIaCHO elle 0OoJiee IIPellloUTUTeJIbHEM
BapuaHTaM  OCYyWeCTBJIEeHUSI yKaszsaHHEe KJIETKM—-X0O35eBa ABJIAITCSA
[10JIY Y€ HHEIMU ns ceTuaTKM JeJIoBeka n VMMOPTaJIN3UPOBaHHEL
HYKJIEMHOBEIMU KNCJIOTaMu, comepxallyMm [IOCJIeDOBATEJILHOCTU U3
ameHoBupyca El, TakuMmy Kak kJeTkum 911 wmiImM KJIeTouyHasd JIMHUA,
OellOHMPpOBaHHAasA B  EBPONEMCKOM  KOJUJIEKLUM  KJIETOUHHX  KYJbTYP
(ECACC), CAMR, CoJjcbepu, Yuntumnp SP4 0JG, BequkobpuTaHudg, 29
beBpana 1996 roma nonm HoMepoMm 96022940 wum npencrabjieHHasd Ha
PEIHKE Ion TOPT'OBEIM Ha3BaHMEM PER.C6® (PER.C6 ABJIAETCHA
3aperMCcTPUMPOBAHHEIM TOPTOBEIM Ha3BaHMeM Crucell Holland B.V.). B
KOHTeKCTe [OaHHOM B3agBkM “kJJeTkm PER.C6” oTHOCATCS K KJIeTKaM,
OellOHMPOBAaHHEM I105 HoMepoM 96022940, wuimM K uUX IpelkaM, 0oJiee
pPaHHMM WM 0OoJiee IIO3OHMM IlaccaxaM, a TakXe K I[IOTOMKaM IIPeOKOB
OEellOHMPOBAHHEIX  KJIETOK, a TakKxXe K IIPOM3BONHEIX JOOOTO U3
cyenyomero. IllojlydeHre pPeKOMOMHAHTHHX OeJIKOB B KJIeTKax—x03s1eBax
MOXHO OCYIEeCTBJIATE COIJIaCHO crocofaM, M3BeCTHHM W3 YPOBHA
TeXHUKN . [lpuMeHeHUEe  KJIETOK, IpencraBJIeHHEX Ha  PHHKe [0
TOPTOBEIM Ha3BaHueM PER.C6®, B kauecTBe ILJIAaTOOPMH IJIS I[IOJYUYEHUHA
BeJIKOB, MIpelCcTaBJIAKIUX MWHTepeC, OBJIO OIMCaHO B IOOKyMeHTe WO
00/63403, pPaCKpHEITME KOTOPOTO BKJIOUEHO B MHAaHHEM HOKYMEHT C
[IOMOIILI0 CCEUIKM B IIOJIHOM OOBeMe.

AHTUTeJIa MOTYT OBTH IIOJIYYEHH C IIOMOWBK Pas3JIMUHEX CPEeICTB.

Crioco® IIOJIy4YEeHIM A aHTHTeJla COIJIaCHO HacCcToAleMy MN300peTeHNIO
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IpencTaBJIgeT cobom OOIIOJIHUT &JIb HEM acriexkT HaCTOAmMeTIo
nz3obperTeHusa. Crnoco® BKJIKYAET 5SBTalH a) KyJbTUBUPOBaAHMSA XO3SAMHAa
COIJIaCHO HAaCTOMAlleMy M300peTeHMI B YCJIOBUAX, IIPUCIOCOOJIEHHBIX OJIA
DKCIIPeCcCcun aHTuTeJa, u b) HeoBsa3aTeJILHO BHOEJIEHU S
DKCIPEeCCUPOBAHHOTO aHTUTeJla. OKCIPEeCCUPOBAHHEE aHTUTeJla MOXHO
BHOEJIATE M3 OECKJIETOUHHX BKCTPaKTOB, HO IIPeOlouTUTEJIbBHO WUX
BHIOEJIST u3 cpenr KYyJIE TUBUPOBAHUA . BrIlle O CaHHBI crioco®
[IOJIYUYEeHMS TaKXe MOXHO MCIIOJIB30BAaTE OJA CO3OaHMAa (QYHKLUMOHAJIbHEX
BapMaHTOB aHTUTeJI U/WIM MMMYyHOKOHLIOTAaTOB COIJIACHO HaCTOAMeMYy
n300peTeHn©. CIHOCOOH M3BJIeUeHMSI OEJIKOB, TaKMX KaK aHTuUTeJla, U3
OeCKJIETOUHEX DB2KCTPaAaKTOB MJM  CpPeIE  KyJbTUMBUMPOBAHMA  XOPOIO
M3BECTHHE CHeluMaJMUMCcTy B HOaHHOM oOBJIacTH.

B KkauecTBe aJIbTEPHATMBH, IIOCJIE DKCIPECCHMM B XO031geBax,
TaKMxX KaK KJIIETKM-XO03dgeBa, aHTUTeJa M WMMyHOKOHBOTATHEH COTJIACHO
HaCTOAMEMY n300peTeHnn MOXHO IoJIy4yaThb Iy TeM CHHTEe3a C
VICIIOJIE 30BaHUEM OBMENPMH A THIX CHMHTE3AaTOPOB [IENTUIOB VIV B
BeCKJIe TOUHEIX TPaHCJALMOHHEX cucTeMax C VICIIOJIE 30BAHUEM
HYKJIEMHOBOM KMCJIOTH PHK, T[oJydeHHOM M3 MOJiekyJl IOHK CoIJlacHO
HacTOoAleEMY n300pEeTEHHUO. AHTHUTETIA COoTIJIaCHO HacTo4leMy
M300peTeHUI0 MOXHO II0JIydaThb C IIOMOIBK TPaHCITEeHHEX MIEKOIUTAaKINX,
OTJIMUHEIX OT UeJIOBEeKa, TaKMX KakK, HallpuMep, TpaHCI'eHHBEe MBI WU
KPOJIUKM, KOTOPHE BKCIPECCUPYIT I'€HB MMMYyHOIJIOOYJIMHOB UYeJIOBeKa.
[lpenmnouTmTeJIbHO, TpaHCT eHHHE MJIEKONIMTaKIMe, OTJIMUHEIE oT
yeJIoBeKa, YMenT  T'€HOM, comepxamyi  TPpaHCTeH  TSKeJOM  lelu
yeJIoBeka U TpPpaHCTeH JIeTKOM LelM UYeJiIoBeKa, KOoIUMpYIIUM BCce
aHTUTeJla WJIM MX YacTb, KOTOPHE OIMCAHH BHEImEe. TpaHCT'eHHBX
MJIEKONMTaKIME, OTJINYHEIE OT UeJIOBEKA, MOXHO  MMMYyHM3VPOBATH
OUMIMEHHHEM WMJIM ofoTaleHHBEM IIpernapaTtoM C RSV mamM ero dparMeHTOM.
[IpOTOKOJIEL MMMYyHM3allMM MJIEKONUTAaKIMX, OTJMUHEX OT UYeJIOBeKa,
XOpPOMO M3BECTHH M3 YPOBHA TexHMKM. CM., Using Antibodies: A
Laboratory Manual, Edited by: E. Harlow, D. Lane (1998), Cold
Spring Harbor Laboratory, Cold Spring Harbor, New York, wu
Current Protocols in Immunology, Edited by: J.E. Coligan, A.M.
Kruisbeek, D.H. Margulies, E.M. Shevach, W. Strober (2001),
John Wiley & Sons Inc., New York, packpeTMS KOTOPHX BKJIOUEHE B

IO aHHBM JOKYMEeHT C IIOMOIEBI CCHEIJIKNM. HpOTOKOJ’[BI VIMMYHM3allViM YacCTO
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BKJIIOUAT HECKOJBLKO MMMyHM3alLUMM JmMOo C anoweoBaHTaMy, JmMbo 0es
aIBOBAHTOB, TaKMX KaK I[IOJIHHM aIBloBaHT OdpeVHIa ¥ HENOJIHHM
aloBIoOBaHT dpemnHIa, HO MOTYT TaKxe BKJIOUATH VIMMYHU 3 a LN
"oroJjieHHOM" IHK. CoTJlacHO OPpYyTMM  BapMaHTaM  OCYUleCTBJIEeHUA
UeJIOBeUeCKMe aHTUTeJla NPOoOyLUMPpYITCHd B-kKiIeTkaMM, ILJla3MaTUuyeCKMMU
KJIeTKaMuM U/UIM KJIeTKaMyM I[1aMaTU, [IOJIYUEHHHMM U3 TPaHCTEeHHHX
XMBOTHEIX . CorJjiacHO eme OOHOMY BapMaHTy OCYIeCTBJIEHN A
yeJIoBeUuecKue aHTUTeJa OIpOOyLIUPYITCS rudpuIoMaM, KOTOPHE
IoJIydyalnT IOyTeM CJMAHMA B-KJIeTOK, IIOJIYUYEHHHX M3 BHIIEONMCAaHHHX
TPaHCT eHHBIX MJIEKONIUT AKX , O TJIMYHEIX oT JeJIoBeKa, C
VMMOPTAaJIM3NPOBAHHEIMU KJIETKaMM . B-KJIeTKM, ILJIa3MaTUUeCKue KJIIETKU
n TMOPUIIOMH, KOTOPHE MOXHO IoJIyyaThb ns3 BHIIEONMCaHHKBIX
TPAHCTEHHEX MJIEKOIIUTAKMMX, OTJIMYHEIX OT UYeJIOBeKa, M UYeJIOBeuecKue
aHTUTeJIla, KOTOPHE MOXHO IIOJIYyYaTh W3 BHIMEONMCAHHBIX TPaHCI'eHHEIX
MJIEKONIUTAKIMX, OTJMUHEX OT UYeJIOBeKa, B-KIJIeTOoK, ILJaszsMaTU4deCKUX
KJIETOK U/MIM KJIETOK TIMaMaTM U TUOPUMIOM, Takke CSBJISOTCS YacThIo
HaCTOAMETO M300peTeHUs.

HacTosmee wm300peTeHMe OOIIOJIHUTEJIBHO IIpelnjaraeT HaOOpPH,
comepXxamme IIO MEHbIIel Mepe aHTUTeJO, MMMYyHOKOHBITAT W/MIM IO
MeHbIIe Mepe HYKJIEeMHOBYI KMCJIOTY B COOTBETCTBUM C HACTOSAMUM
nz3obpeTeHueM. HeoOdA3aTeJIbHO, BHIIEOIIMCaAHHEE KOMIIOHEHTHE HabOpOB B
COOTBETCTBMM C HaCTOAIMM M300peTeHMeM ABJIANTCHA 3allaKOBaHHEIMUY B
IOOXOoOAmne KOHTEeVHEePH u MapKUPOBaHHEMA oJis OMaTHOCTUKH,
OPpOoOMIIaAKTUKM M/MUIIM JIedeHMd YyKasSaHHBIX COCTOSHUNM. BoIIeyIIOMSHYTHE
KOMITOHEHTH MOXHO XPaHUThb B OIOHOIIO 3HKIX VI MHOT'O1O 3HKIX
KOHTelHepax B BUIE BOIOHOTO, IpennouTUTEeJIbEHO CTEPUIIBHOTO
pacTBopa VIV B BUIE JIMOPUIIM3UPOBAHHOTO, IpennouYTUTEeJILHO
CTEPUIIEHOTO cocTaBa oJis BOCCTAaHOBJIEHUSA . HaGop MOXET
IOOIOJIHUTEJIbHO comepxaThb foJibie KOHTeMHepoB, comepXammx
bapMalleBTUUECKHA IpUeMIIe MBI Oybdep. OH  MOXeT OOIIOJIHUTEJIEHO
BKJIOUATH opyrue MaTepWaJlH, KeJlaeMEle c KOMMEepUeCKoOr WM
[IOJIL30BATEJILCKOM TOUKM 3pPeHusd, B TOM UMcJe Ipyrue OydbepH,
pazbaBuTeNr, OQWUIBTPE, WIJIE, IIIPHUIE, CPeny KYyJbTUBUPOBAHUSA IJII
OOHOTO WJIM HECKOJIBKMX M3 INOOXOOAMMX XO3AeB M, BO3MOXHO, IaxXe IIO
MeHbIle Mepe OIHO IpyTroe TepalleBTHUUecKoe, IIPpOodMUIIakKTHUUeCcKoe WM

IMaTHOCTHUEeCKoe CpeICTBO. K Habopy MOTYT npujaraTbcs
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VMHCTPpYKRIWNM, OOBIUHO BKJIOUEHHEIE B KOMMEPpUECKNE YIIAKOBKM
TepalleBTM4YeCKM1X, HpO@MHaKTquCKMX MJin IMAaTTHOCTUMUECKMX

IIPOOYKTOB, KOTOPEE COIepXaT MH@OpMaHMD HalipriMep, O IIOKasaHMAX,

10 IIPpMMEHEeHNIO, JO3MPOBKE, InpomseonCcTrTeEe, BBEIOEHUMIO,
IIPOTMBOIIOKa3aHMAM M/MHM IIpenyIllpeXxXIeHN o, OTHOCAmMeCH K
IIPVMIMEHEHMNIO TaKMx TepalleBTUYeCKU1X, HpO@MHaKTquCKMX I

OMAaTHOCTUUYECKUX IIPOOYKTOB.

AHTUTEeJIa B COOTBETCTBUM C HaACTOAIMM M300peTeHMEM MOXHO
TakKXe IPeyMyIlleCTBEHHO IIPUMEHATE B KauecCTBe OMATHOCTUUECKOI'O
cperncrtBa B 1In vitro cnocobe ofBHapyxenmsa RSV. Taxkum o6pasoMm,
HacTodllee n300peTeHMne OOTIOJIHUTEJILEHO OTHOCUTCH K criocoby
BHABJeHMa RSV B oOpasle, I'Ie crnocob npelycMaTpMBaeT >3Tane (a)
aHaJIM3MPOBaAHMA B oO0paslle YPOBHA aHTMTeHa RSV, T.e. OpUBeOeHUe
obpaslla B KOHTAKT C OUATHOCTUUECKM DOPeKTUBHHEM KOJIUUeCTBOM
aHTUTeJIa (nm ero bparMeHTORB) WU VMMYyHOKOHTBIOTaTa B
COOTBETCTBUNU c HaCTOAIMM  M300peTeHueM, n (b) CpaBHeHUud
AHAJIM3UPYEMOTO YPOBHSA aHTUTeHa RSV C KOHTPOJIBHEIM YPOBHEM; IIpU
2TOM YBeJIMUEHMEe aHaJIM3MPYyeMOTo YPOBHA aHTUITeHa RSV IO CpaBHEHUO
C KOHTPOJILHEM YPOBHEM YKa3eBaeT Ha UMHpekuuwo RSV. O0Opasell MOXeT
npencTaBJjigaTh cobom OMoOJIOT MU e CKIUM obpasell, BKJIIOUA g Hes
OT'PaHUUEeHNA KPOBL, CHEHBOPOTKY, KaJjl, MOKPOTY, CMBBE C HOCOIJIOTKUN,
BpPOHXMAJILHEM  JlaBax, Mouy, TKaHb WM IOpyToy  OMOJIOTMUYECKUM
MaTepmraJsl OT (IOTeHLUMaJIbHO) MHOMUIMPOBAHHEIX CyOBeKTOB, ob6pasell,
He 4gBJIAMUMCS OMOJIOTMUYECKMM, TakKoM Kak BoOIa, HaIMTOK UM T.I.
OBpasell MOXHO CIlepBa o0060paboTaTk, UYTOOH CcOejlaTk eTro 0oJee
NOOXOOAmMMM IJIS crnocoba BHABJIeHUsa. O00paboTka oO3HadvaeT, IIOMUMO
Ipouero, Bo3IecTBMe Ha  obpasell, KOTOPHIM, IPennoJIOXUTENILHO,
COOEPXUT U/MIK coIepXaluii BUPYC, TakuM obOpasoM, UTO BHUPYC OymeT
pacnamaTtscd Ha AHTUT eHHHE KOMIIOHEHTH, Takue Kak OeJiky,
(moJsmm) nenTuas UM OPpYyIMe aHTUI'eHHBe (paTl'MeHTH. [IpedlnodTUTeJIBHO,
aHTHUTEJIa WM MMMYHOKOHTBOIATH IO HACTOANlEMYy M300peTeHU IPUBOIAT
B KOHTaAKT C o00pa3UuoM B YCIOBUAX, KOTOPHE JalT BO3MOXHOCTL
bopMMPOBATEL MMMYHHHEIM KOMILJIEKC MeXIy aHTHUTeJIOM ¥ BUPYCOM WM
€70 AaHTUI'EeHHBEIMM KOMIIOHEHTaMM, KOTOPEE MOT'YT IIPUCYTCTBOBATH B
oBpasue. OO0pazoOBaHMe MMMYyHHOI'O KOMILJIEeKCa, €eCJU 5TO MMeeT MeCTO,

yKaszspeawollee Ha IPUCYTCTBUEe BUMPpyca B obOpasle, 3aTeM OOHaAPYXMBAT
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VM  M3MEPHART C IIOMOMBK IOOXOOAMUX  CPEeICTB. Takme  CrnocoOw
BKJIOUAT, IIOMMMO Ipoyero, T'OMOT @HHEIMN u TeTepOoTeHHEN
VMMYHOJIOTUUYECKHKE aHaJIN 3L CBA3HBaHMA, Takue Kak
PaAIVMOUMMYHOJIOTUUECKHUE aHaJIM3H (RIA), ELISA,
VMMYHO®JIYOpe ClIeHTHEIN a”HaJus, VIMMYHOTHCTOXUMUYE CKUN aHaJus,

FACS, BIACORE ¥ BeCTepH-OJIOTTMHI'. [IPeONOUTUTEJIBHEMU MeTOIMKaAMA
aHajmMz3a, OCOBOeHHO IJId KPYIHOMAaCHWTaOHOTO KIMHUUECKOTO CKPUHMUHTA
CHBOPOTOK KPOBM M KPOBU IIallMEeHTOB, M IIPOOYKTOB, IIOJIydaeMbIxX U3
KPOBM I[alMEeHTOB, ABJAKRTCA MeTOOVUKM ELISA M BeCTepH-OJIOTTUHT.
ELISA-TeCTH HBJAKTCA OCOOEHHO IPenrloUTUTE]IbEHBMHA .

Hacrosamee wu300peTeHMe IOOIOJHUTEJBEHO IIPOMIJIOCTPUPOBAHO B
CJlenynmMx IIpuMepax, KOTOPHE He IIpemHa3HaueHH OJ4 OIpaHUUYeHUd
n300peTeHud.

[TPVIME PH

[IPVMEP 1

[lonyueHNe M MedYeHME aHTUT'eHa

B omimuum o1 ©Oeyka cyamaHuMa (RSV  F) sKcOpeccuMpyeMor'o Ha
IIOBEPXHOCTU  BUPYCHOM OBOJIOUKH, OeJiok CBAS3HBaHUA (RSV  G)
ABJIAeTCA BECOKOBapmuadeJIbHEM, onpenesnsad, TakMM oOpas3oM, IOBa
OOmMpPHEIX nomTurna RSV (T.e. mnomtunel A um B). HecMmoTpa Ha
Bapuab®elIbHOCTEL IOCJenNoBaTesJIbHOCTH, G RSV COIepXUT LeHTPAaJILHBI U
BEHICOKOKOHCEPBATUBHEM ydacToK. C LeJiblo [OJyYeHMS MOHOKJIOHAJBHEX
AHTUTEJI C mIUPOKMM CIIEKTPOM akKTUMBHOCTM RSV G, COOTBEeTCTBYIIOMUM
pernpeseHTaTUMBHOM HOoOTpynne A (RSV A/Long) M NOOTPYIINe ITaMMa B
(RSV B/Bl), »sKcHpecCUpOBaJM PeKOMOMHAHTHO. B cienyomeM IIpUMepe
PEeKOMOMHAHTHEM 0OeJIoK CBA3HBaHUA (G-0eJiok) RSV sKcIOpeccHUpoOBaJiM B
KJIeTKax FreeStyle 293, OUMIIEHHHEX M MEUEeHHBEX IJIS MCIOJL30BaHUA B
SKCIIEPUMEHTE I[IO COPTUPOBKEe OTIOEJILHEIX KJIIETOK.

Sxcrnpeccusi Ga u Gb RSV

PeKOMOVMHaAHTHEM OeJIoOK CBA3HBaHUA (G-06ejokx) RSV, KOTOPHM
aHaJijoTMueH RSV A/Long (N mocTyna P20895) m RSV B/Bl (N mocTyma
NP 050862), YKa3aHHEBIX B IOaHHOM IOKYMEHTe Ga m Gb RSV,
SKCIpecCcHUpoBajin nyTeM MCIIOJIE30BaHUA npenHasHauYeHHOT'O o4
TpaHcheKumUmn KJIETOK MJIEKONIU T AIMX BekTOpa BKCIIpeCcCUn C
npomMoTopoM  CMV (Invitrogen Corp., pPcDNA3.1) c Myc-meTkoM

(EQKLISEEDL) m ©6X TIMCTUMOAMHOBOM MeTKoM (Tabmauua 1). JIMOEPHYD
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[I0CJIeDOBaTEJILHOCTE, COOTBEeTCTBRYyKNYK V Kallla [ CHUIHaJIbHOMY
IelTHUOYy  4YeJIOBEeKa, BCTpauBajJ¥M B aMMHOKOHLE IJISI COOEeVMCTBUSA
CeKpeLlun. Kak Ga, Taxk " Gb RSV  skcIopeccHUpoOBaliMCh Oes
TpaHCMeMOPaHHOT'O HOOMeHa U comepXaJlM aMMHOKMCJIOTH 65-288 u 65-
299 um3 Ga um Gb RSV, COOTBeTCTBEHHO.

Ga m Gb RSV TpaHCOUUMPOBAJM B COOTEETCTBMM C IIPOTOKOJIAMA
IPOU3BOOMUTEJIA. PeKOMOMHAHTHO SKCIpeccupyeMmble Ga- u Gb-0ejku RSV
ouMmaJM IIPM IIOMOmKM XpoMaTorpadmy Ha Nickel NTA. Uepe3s ceMbIECHT
IoBa 4Yaca IIoCJle TpaHchekKUuM cobupalM CylepHaTaHT U IIoOBepraliu
ero OuaJmMs3y B TedeHMe HouM NOpoTukB 20 MM Tris-HCL npm pH8 m 300
MM NaCl. Ha cienyomui IeHb IMaJM3 HOBTOPSAIM CO CBexyM OydbepoMm B
TeueHMe [OOIIOJIHUTEJIBHHX 6 dJacob. CyllepHaTaHT I[IoCcJe Iuajinsza
OOIOJIHAIM 5% TumuepmHoM M 10 MM mvmpaszojioM (VWR, N o kar. EM-
5720) wm 3BarpyxXaJM B KOJIOHKY, 3allOJJHEHHYKD 2 MI TpaHyJl alapos3H
Ni-NTA (Qiagen, N mo xar. 30310). CBs3aHHEM OeJIOK 3aTeM
IpOMEEAJIM C IoMompln 12,5 MM Oybepa IOJisS NPOMEIBKM, COCTOAMEIO U3
20 MM Tris-HC1l, ©pH8, 300 MM NaCl, 5% rmauuepmHa u 20 MM
nMMaoasoJa. BeJIoK »3JoMpoBaliM C IIOMOWBK 5 M siloMpyllero oOybepa,
comepxamero 20 MM Tris-HCl, pH8, 300 MM NaCl, 5% ramuepmHa mu 50

MM mMmMOmaszsoJia. HakoHell, sJoaT IoOBepIrallM IOMaJiM3y IIPOTUBR UYeTHpeX

JUTPOB dochaTHO-CcoJleBOTO Oydepa (PBS) mnpm 4°C B TeueHMe HOUM.
[IoJIydeHHEM B pe3yJbTaTe IMaju3a 0eJIOK KOHUeHTpupoBaau no 0, 5-
1,0 M1 B KoOHUeHTpaTope 30K MWCO (Millipore, KOHILeHTpaTop Amicon
Ultracel) m ero omnpeneldajy KOJMUECTBEHHO IIPM IIOMOMM aHajlu3a C
OULMHXOHMHOBOM KMCJIOTOM (aHaIM3 BCA; Thermo Fisher, 110
IPOTOKOJIaM TIPOU3BOIUTEJIA) . Kpome TOTO, KayeCTBO  OUMIIEHHBIX
6eJIKOB KOHTPOJIMPOBAJM C IHoMombil SDS—-PAGE/Coomassie.

[lporOOIMIIM OQIIyOopeclleHTHOe MeueHMe Ga RSV npm nomomu Alexa
Fluor 647 (AF 647), wucnoabsya Hatop Alexa Fluor 647 microscale
protein labelling kit (Invitrogen W mo xat. A30009) corJyacHO
IPOTOKOJIaM I[IPOM3BOOUTENSA. BkpaTlie, NpoBesin MedeHre 100 Mr Ga
RSV ¢ 0OpubIM3UTEJIEHEM YPOBHEeM MeueHMsA 3 MOJIA KpacuUTeJis Ha
MOJIeKYJIy  OeJika. Ilocae 15 MMHYTHOTO Iepuoma MHKyDaluum C
KpacuTeJleM, MedeHEM OeJIOK OuMmaJM C MCIOJIbB30BaHMEM MapUKOB

Riogel, nmnocTaBageMele Cc HabopoM. Ilocjie OUMCTKM OIpeneJIsan
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baxkTHMUeCcKUN YpPOBEeHbL MeueHMd, KOTOPHM cocTaBuia 1,2 Mojua AF 647
Ha MOJIb OeJika, UCIIOJIbE3Y 4 YO-crnekTpodpoTOMETP NanoDrop
(IPOM3BOIOCTBEHHEM) . AHAJOTMUHEM oO0pa30oM IpoBeJM MeueHue Gb-
Beska RSV npum nomomm Alexa Fluor 488 (AF 488), ucnomaes3ysd Habop
MUKpoMamTabHEl — Habop OJIg  MeueHMHA  MaJlblx KOJIMUECTB DeJika
(Invitrogen, N mo xar. A30006). [IpoBOOMIM MeUeHMe CTa MKI OeJKa
COTJIaCHO IPOTOKOJIaM I[IPOMBBOIOUTEJIA, M IIOCJie 3aBepllalmel OUMCTKU
YPOBEeHb MeueHMS OoIpenesiajiM C MCIOJb30BaHMeM CIeKTpodpoToMeTpa
NanoDrop, KOTOPHIM COCTAaBJIAJ NPUOIM3UTEJLHO 2 MOJIeKyJisl AF 488 Ha

MOJIL DeJika.
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HcnionbByeMile IIOCIIeNOBaATeJILHOCTU PeKOMOMHAaHTHOT'O G-Oenxa RSV

Tabamiia 1

BeJjsiok (N mocTyra)

AMMHOKMCIIOTHAA IIOCJIeDOoBaTeJIbHOCTh

RSV G A/Long (P20895)

ANHKVTLTTAIIQDATSQIKNTTPTYLTODPOQLGISEFSNLSEITSQTTTILASTTPGVKS
NLOPTTVKTKNTTTTQTOQPSKPTTKQRONKPPNKPNNDFHFEVENEVPCSICSNNPTCWA
ICKRIPNKKPGKKTTTKPTKKPTFKTTKKDLKPOQTTKPKEVPTTKPTEEPTINTTKTNIT
TTLLTNNTTGNPKLTSOMETFHSTSSEGNLSPSQVSTTSEHPSQPSSPPNTTROQAYVEQ
KLISEEDLNSAVDHHHHHH (SEQ ID NO: 97)

RSV G B/R1

(NP _056802)

ANHKVTLTTVTVQTIKNHTEKNITTYLTQVPPERVSSSKOQPTTTSPIHTNSATTSPNTKS
ETHHTTAQTKGRTTTSTQTNKPSTKPRLKNPPKKPKDDYHFEVENEFVPCSTICGNNQLCKS
ICKTIPSNKPKKKPTIKPTNKPTTKTTNKRDPKTPAKTTKKETTTNPTKKPTLTTTERDT
STSOSTVLDTTTLEHTIQQOSLHSTTPENTPNSTQTPTASEPSTSNSTONTQSHAQAYVE
QKLISEEDLNSAVDHHHHHH (SEQ ID NO: 98)
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[IPVMEP 2

NoenTudmMKalMsT aHTUTEJ, CcIHelunubuuHmnx Kk G-0enky RSV

HeVTpanusyomye MOHOKJIOHAJIBHEIE aHTHUTeJla C MUPOKMM CIEeKTPOM
AKTUBHOCTU K G—-BeJIKky RSV IIoJIy4daJin nus B-kJjIleTOK IIaMATU
(CD19+CD27+IgG+), BHIEJIEHHHX MOHOHYKJIEAPOB IepudepUdecKOM KPOBU
(PBMC), moJyuyeHHHX uepes 0OaHK kpoBM B CaH Ouero (the San Diego
Blood Bank). Bxkpatiue, CD22+ B-KJETKM OKpallMBaIM OGJIYOPECLEHTHO
MeUeHHEIMM  aHTUTeJlaMM K  MapkepaM IIOBepxXHOCTM  B-KJeTOoK U
MHKYyOupoBamM C Ga, Gb RSV (mMeuenne Alexa Fluor 647 wu 488,
COOTBETCTBEHHO, KaK OIMCaHO B HpuMmepe 1), wiam nentugoM (SYM-
1706) UeHTPaJIbHOT'O KOHCepBaTMBHOTO HOoMeHa (CCD) G-Oeynka RSV,
KOHBIOTUMPOBAHHEM C  OMOTHHOM. CD19/CD27/1gG/RSVGa/RSVGb  wmim
CD19/CD27/1gG/SYM-1706 (MCHOJb3yeMHe B HEKOTOPHBX DKCIEPVMEeHTAax
IO COPTHUPOBKe) TIO3UTHBHHE KJETKM IOABepTajiM COPTUPOBKE U
OOVHOUHLEE KJIETKM UMMOOMIIM3VPOBAJIM B OTIEJBbHEX JIyHKax 96-

JIYHOUHOTO ILJIaHImleTa, MCIoJb3ya FACSAria II (BD Biosciences) wmiu
MoFlo XDP (Beckman Coulter). Illa”HmeTH xXpaHuiau nOpu -80°C 1o

NpoBeOeHud aHaJM3a. B cpenHeM MccJenoBanu npuMepHo 10-25x106 B-
KJIETOK C IOHOpa.

I[IPMMEP 3

BHOeJIeHMe TI'€HOB M3 TSAXEJION M JIeT'KOM LelM U3 OOMHOUHHX B-
KJIeTOK, crnemmdmuHrx kK RSV Ga m Gb

Kak omnomMcaHo B TIpuMepe 2, HeUTpalu3yolMe MOHOKJIOHAJILHEBE
aHTUTeJla C LIMPOKMM CIEeKTPOM aKTMBHOCTM K RSV BeHOesdaiImn us B-
KJeTok mnamMaru (CD19+CD27+IgG+) ¢ peaKTHMBHOCTBIO kK Ga- u Gb-
BeykaM R3SV VI K nenTmny (SYM—-1706) LEeHTPaJIbLHOTO
KOHCEePBaATUMBHOTO nOoMeHa (CCD) G-6emnka RSV, KOHBOIMPOBAHHOMY C
BMOTHMHOM. I'€HEl TSKeJOM M JIeTKOM LelM BHIOSJSIM IPpM IIOMOUIM
IIogxoma Ha OCHOBe IByxX-cTamuyHon IIIIP M3 oOTOeJIbHEX B-KJIETOK,
KJIOHMPOBAJIM ¥ BSKCIpeccUupoBalM 1n vitro, B BuIe Fab-dparmMeHTOB
aHTUTEJ.

CuHTes nepBoii rnemnmu kJIHK

KoMIieMeHTapHY IOHK (xkIHK) oJiyuajin nus OTIOeJIbHEX
IIOOBEPTHYTHX COPTUPOBKE KJETOK, MCHoJbL3ysa Habop Invitrogen’s

Superscript III First Strand Synthesis (Habop Superscript III,
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N o kaT. 18080-051).

AMIJIMQUKAIIMS TSXEJION M Jierkou Hnernr IgG C HOMONIBH T'HE3IO0BON
Hoifp

Bapmab®eJIbHEHE YyYaCTKM TSXKEJOM M JleTKoM Lenu 1gG (M Kamna, u
JgaMmbrma  lLeren) aMIIMOUUIMPOBAIM M3  paHee  I[oJiydeHHow  KIHK,
VCIIOJNIL3Y A IIOIOXOIO Ha OCHOBe IBYX—-CTaIMMHOM THes3moBoMm IIIIP. Jajee
[IIP-dpaTrMeHTH TIXKEJIOM M JIeTKOM lLelu IoOBepralu cOopke B OIOHY
KacceTy IJd OOJIeTUeHUA IIOCJeOyKIero KIOHMPOBaHMA, UCHOJNbL3Yya IIIP
C IepeKpHBanIUMUCS IpalMepaMi.

Cramuss I. AMnmuomralmsa

Ona cragum 1 2,5MKJI paHee HoJydeHHOM kKIHK, CHUHTe3MpPOBaHHOM
KakK VYIIOMMHAJIOCE BHINE, MUCIOJB30BaIM B KadeCTBe MaTPUUE IJIA
aMILIMOUK AL TIXeJION, JIETKUX Kamnra-— n aaMbna-uernen.
VcrnoJb30BalM IIyJl OpaliMepoB, CIelMaJIbHO CKOHCTPYMPOBAHHEIX IJIA
JUIOEPHHX YYaCTKOB TIXeJIOM Lelu aHTuTresa (OpavMeper CB-5'LVH),
JIeTKOM Kamna-luenu (OpavMepu CB-5'LVk) u Jerkoy JaMOOoa-Lenu
(mpavimeper CB-5' LVlam) (Tabmuua 2-4). OouH O0OpaTHHM OIpanMep,
crielMaJIbHO CKOHCTPYMPOBaHHBWM 1Jia 5nJa CHl-yuactka, Ck- m CL-
ydacTKa TSXeJION Lenu, JEeTrKOoM Kalla-lLUelou M JeTkKow Jgambmoa-lienu,

COOTBETCTBEHHO, MCIOJIb30BaJiM B cTamum I peaxuum I[IIP.

Tabauua 2
VH, cramus I, npsiMble npaMeph (5'-37)
HazBaHuUe [TocymenoBaTeJIbHOCTE
CB-5'LVHla ATGGACTGGACCTGGAGGTTCCTC (SEQ ID NO: 99)
CB-5'LVH1b ATGGACTGGACCTGGAGGATCCTC (SEQ ID NO: 100)
CB-5"LVHI1c ATGGACTGGACCTGGAGGGTCTTC (SEQ ID NO: 101)
CB-5'"LVH1d ATGGACTGGACCTGGAGCATCC (SEQ ID NO: 102)
CB-5"LVH2 GGACATACTTTGTTCCACGCTCCTGC (SEQ ID NO: 103)
CB-5"LVH3a AGGTGTCCAGTGTCAGGTGCAGC (SEQ ID NO: 104)
CB-5"LVH3b AGGTGTCCAGTGTGAGGTGCAGC (SEQ ID NO: 105)
CB-5"LVH3c AGGTGTCCAGTGTCAGGTACAGC (SEQ ID NO: 106)
CB-5"LVH4 GCAGCTCCCAGATGGGTCCTG (SEQ ID NO: 107)
CB-5'"LVHb5 TCAACCGCCATCCTCGCCCTC (SEQ ID NO: 108)
CB-5"LVH®6 GTCTGTCTCCTTCCTCATCTTCCTGC (SEQ ID NO: 109)
3'CgCH1 GGAAGGTGTGCACGCCGCTGGTC (SEQ ID NO: 110)
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Tabauiia 3
Vk, cramus I, npsiMbe npamMeps (5'-37)
HazBaHUe [locmenoBaTeJIbHOCTE
CB-5'LVkla ATGAGGGTCCCCGCTCAGCTC (SEQ ID NO: 111)
CB-5'LVklb ATGAGGGTCCCTGCTCAGCTC (SEQ ID NO: 112)
CB-5'LVklc ATGAGAGTCCTCGCTCAGCTC (SEQ ID NO: 113)
CB-5"LVk2 TGGGGCTGCTAATGCTCTGG (SEQ ID NO: 114)
CB-5"LVk3 CCTCCTGCTACTCTGGCTCCCAG (SEQ ID NO: 115)
CB-5"LVk4 TCTCTGTTGCTCTGGATCTCTGGTGC (SEQ ID NO: 116)
CB-5"LVkb) CTCCTCAGCTTCCTCCTCCTTTGG (SEQ ID NO: 117)
CB-5"LVk®6 AACTCATTGGGTTTCTGCTGCTCTGG (SEQ ID NO: 118)
3" Ck-Rev4 94 GTGCTGTCCTTGCTGTCCTGCTC (SEQ ID NO: 119)
Tabauiia 4
VL, cramgus I, npsMele ODpariMeps (5'-37)
HaszBaHUe [TocmenoBaTeJIbHOCTE
CB-5" LVlaml CTCCTCGCTCACTGCACAGG (SEQ ID NO: 120)
CB-5'" LVlam?2 CTCCTCTCTCACTGCACAGG (SEQ ID NO: 121)
CB-5" LVlam3 CTCCTCACTCGGGACACAGG (SEQ ID NO: 122)

CB-5' LVlam4 ATGGCCTGGACCCCTCTCTG (SEQ ID NO: 123)

CB-5'" LVlamb ATGGCATGGATCCCTCTCTTCCTC (SEQ ID NO: 124)

3'Clam-Rev CAAGCCAACAAGGCCACACTAGTG (SEQ ID NO: 125)

Cramus II. Amnmudmkainmsa

Oing craoum 11 2,5 w™Mun nponmykrta IIIIP cragmm I 1P,
CUHTEe3MPOBaHHOTO B pe3yJjbTaTe peaklMM Kak OBJIO OINIMCAaHO BHIIE,
MCIIOJIL30BAJIM B KaueCcTBe MaTPMUB IJIS aMIIMOMKALMKM T'eHOB TIXeJIou,
JeTKou Karnrmna- u JaMboa-lernen. VcrioJib 30BaJn Iy JI TP IMEIX
IpaiMepoB, ClelMrallbHO CKOHCTPYMPOBAHHHX IJIA paMku 1  ydacTka
TOXKeJION lLenM, JeT'KoM Kalla-LeluM M JilerkoM Jambma-lenu (Tabiauiia
5-7). VICIIOJIE 30BaJIN Iy JI 00paTHEX IpaiMepos, crelumaJlibHO
CKOHCTPYMPOBAHHEIX @IOJIA YydacTKa CTHKa TSKeJoy Lenu (IpaViMep:
3’SallIJH), yyYacTKa CTHKa JeTkKOoM Kalla-uenu (nopavMepsl 3’/ Jk) wm
crieuMOUUHEIM K ydacTKy 5’ mOpaliMep, COOTBETCTBYKMUM JIeTKOM JiaMOIa-—

unenu (mopanMeps CB-VL). KpoMe ToOTO, IMOpsAMEEe IIpaMMepe cTaimum 11
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CKOHCTpyMpOBaJIM IJIA BBEIOEHMA canTa pecCcTpMKINM SfiI, TOI'oIa Kak

O@paTHBIe npaf/’IMepr crammy I1I 1JIS TAXeJHX leleu CKOHCTPpYMpOBaJI

IJiS BBeIeHMS caliTa pecTpukiumm Sall.

Tabnauia 5
VH, cramust II, mpanMeps (5'-37)

HazBaHue IlocsiegoBaTeJIbLHOCTD

GCTCGCAGCATAGCCGGCCATGGCCCAGGTGCAGCTGGTGCAGTC
CB-VHla

(SEQ ID NO: 120)

GCTCGCAGCATAGCCGGCCATGGCCCAGGTCCAGCTGGTGCAGTC
CB-VH1Db

(SEQ ID NO: 127)

GCTCGCAGCATAGCCGGCCATGGCCCAGGTTCAGCTGGTGCAGTC
CB-VH1c

(SEQ ID NO: 128)

GCTCGCAGCATAGCCGGCCATGGCCCAGGTCCAGCTTGTGCAGTC
CB-VH1d

(SEQ ID NO: 129)

GCTCGCAGCATAGCCGGCCATGGCCCAGGTCACCTTGAGGGAGTCTGG
CB-VH2a

(SEQ ID NO: 130)

GCTCGCAGCATAGCCGGCCATGGCCCAGGTCACCTTGAAGGAGTCTGG
CB-VH2Db

(SEQ ID NO: 131)

GCTCGCAGCATAGCCGGCCATGGCCCAGGTGCAGCTGGTGGAGTC
CB-VH3a

(SEQ ID NO: 132)

GCTCGCAGCATAGCCGGCCATGGCCGAGGTGCAGCTGTTGGAGTC
CB-VH3Db

(SEQ ID NO: 133)

GCTCGCAGCATAGCCGGCCATGGCCGAGGTGCAGCTGGTGGAGTC
CB-VH3c

(SEQ ID NO: 134)

GCTCGCAGCATAGCCGGCCATGGCCCAGGTACAGCTGGTGGAGTCTG
CB-VH3d

(SEQ ID NO: 135)

GCTCGCAGCATAGCCGGCCATGGCCCAGSTGCAGCTGCAGGAG (SEQ
CB-VH4a

ID NO: 136)

GCTCGCAGCATAGCCGGCCATGGCCCAGGTGCAGCTACAGCAGTGG
CB-VH4Db

(SEQ ID NO: 137)

GCTCGCAGCATAGCCGGCCATGGCCGAGGTGCAGCTGGTGCAGTC
CB-VH5

(SEQ ID NO: 138)

GCTCGCAGCATAGCCGGCCATGGCCCAGGTACAGCTGCAGCAGTCAG
CB-VHO6

(SEQ ID NO: 139)
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GCTCGCAGCATAGCCGGCCATGGCCCAGGTGCAGCTGGTGCAATCTG
CB-VH7
(SEQ ID NO: 140)
3'SallIJH1 | TGCGAAGTCGACGCTGAGGAGACGGTGACCAG
/2/4/5 (SEQ ID NO: 141)
TGCGAAGTCGACGCTGAAGAGACGGTGACCATTG
3'SalIJH3
(SEQ ID NO: 142)
TGCGAAGTCGACGCTGAGGAGACGGTGACCGTG
3'"SalIJH6
(SEQ ID NO: 143)
Tabnauila 6
VK, cramusa II, npamMmepm (5'-37)
HazsBaHue IlocslempoBaTEeJILHOCTE
CTACCGTGGCCTAGGCGGCCGACATCCAGATGACCCAGTCTCC
CB-VKla
(SEQ ID NO: 144)
CTACCGTGGCCTAGGCGGCCGACATCCAGTTGACCCAGTCTCC
CB-VKl1lb
(SEQ ID NO: 145)
CTACCGTGGCCTAGGCGGCCGCCATCCAGTTGACCCAGTCTCC
CB-VKlc
(SEQ ID NO: 1406)
CTACCGTGGCCTAGGCGGCCGATRTTGTGATGACTCAGTCTCCACTC
CB-VK2a
(SEQ ID NO: 147)
CTACCGTGGCCTAGGCGGCCGAAATTGTGTTGACGCAGTCTCCAG
CB-VK3a
(SEQ ID NO: 148)
CTACCGTGGCCTAGGCGGCCGAAATTGTGTTGACACAGTCTCCAG
CB-VK3b
(SEQ ID NO: 149)
CTACCGTGGCCTAGGCGGCCGAAATAGTGATGACGCAGTCTCCAG
CB-VK3c
(SEQ ID NO: 150)
CTACCGTGGCCTAGGCGGCCGACATCGTGATGACCCAGTCTCC
CB-Vk4
(SEQ ID NO: 151)
CTACCGTGGCCTAGGCGGCCGAAACGACACTCACGCAGTCTCC
CB-Vkb5
(SEQ ID NO: 152)
e CTACCGTGGCCTAGGCGGCCGAAATTGTGCTGACTCAGTCTCCAG
CB-V
(SEQ ID NO: 153)
37Jk1/4 Rev | GAAGACAGATGGTGCAGCCACAGTTCGTTTGATYTCCACCTTGGTC
ITa-L (SEQ ID NO: 154)
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37 Jk2 Rev | GAAGACAGATGGTGCAGCCACAGTTCGTTTGATCTCCAGCTTGGTC
ITb-L (SEQ ID NO: 155)
37 Jk3 Rev | GAAGACAGATGGTGCAGCCACAGTTCGTTTGATATCCACTTTGGTC
IIc-L (SEQ ID NO: 156)

37 Jk5 Rev | GAAGACAGATGGTGCAGCCACAGTTCGTTTAATCTCCAGTCGTGTC
ITd-L (SEQ ID NO: 157)

Tabauiia 7
VL cramuss II npavmMepr (5'-37)

HazseraHue llocynenoBaTeJIbLHOCTE
CTACCGTGGCCTAGGCGGCCAATTTTATGCTGACTCAGCCCCACTC
CB-VL1
(SEQ ID NO: 158)
CTACCGTGGCCTAGGCGGCCTCCTATGTGCTGACTCAGCC
CB-VL2
(SEQ ID NO: 159)
CTACCGTGGCCTAGGCGGCCCAGTCTGTGCTGACGCAGCC
CB-VL3
(SEQ ID NO: 160)
CTACCGTGGCCTAGGCGGCCCAGTCTGTCGTGACGCAGCC
CB-VL4
(SEQ ID NO: 161)
CTACCGTGGCCTAGGCGGCCCAGTCTGCCCTGACTCAGCC
CB-VL5
(SEQ ID NO: 162)
CTACCGTGGCCTAGGCGGCCTCTTCTGAGCTGACTCAGGACC
CB-VL6
(SEQ ID NO: 163)
CTACCGTGGCCTAGGCGGCCTCCTATGAGCTGACTCAGCCACC
CB-VL7
(SEQ ID NO: 164)
3'Clam- CTCAGAGGAGGGYGGGAACAGAGTGAC
cranudg IT (SEQ ID NO: 165)
Cramus IIT. AMIITMOMKALINS nnp o} IIepPEeKPHB AIMMICS
IparMepaMn

Ona cramgum III TIIIP-¢parMeHTH TSXKEJHX M JeTKUX lelen
(MpolyKTH CcTamumM 11) COelIMHAIM B OIHY KacceTy C nomombwo I[P cC
[IepekKpHBalMMMMCI OIpauMepaMr, MCIoJb3yAa: 1) Fab-sguHKep (kammna
i JgaMmbna; Tabjauia 8), aMIIMOUMUMPOBAHHEI Kak OIMCAaHO HUXe,
KOTOPHM OTXMUTIaeTCd Ha 3’ -KOHIle ¢parMeHTa JIeTKOM LelM M3 CTaluu
IT m Ha b5’-kxoHUe O¢parMeHTa TIKeJOM UelM U3 cTaguu 11, u

COOmepXxmMT KOHCTaAHTHEIE YWaCTKM KaK Kalllla—, Tak M JaMObIa-JIeTKoM
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uenyu, 2) OpAMOM TIepPeKpHBalkmMUMCA OpaliMep C CalToOM peCTPpUKLUU
Sfil, KOTOPHM OTXMUIaeTCHa Ha 5’ -KOHIe JIeTKo¥M uLemnu, ¥ 3) oOpaTHHM

opaliMep C cauToMmM pecTpukuumu Sall, KOTOPHM OTXuUTaeTcd Ha 3'-

KOHLle (QparMeHTa TAXeJloOM Uenu uU3 crazum 11 (Tabimua 9) .
PesyJbTaToOM OaHHOM peaklUumn fABJjdgeTcsa dparMeHT B 1200 m.o. (T.e.,
KacceTa), COCTOANMM M3 JIeTKOM LeNM-JIMHKepa-TAKeJoM Lenu. Ilocie

aMIINOUKALIUM [IPOOYKT peakumuy IILIP ¢ JIMHKepoM WM nOponykT IIHP c
IepekKpHBaMMMUCA IIpaViMepaMy pa3nessalrM B 1% arapo3HOM Teje U
BSKCTPpalrMpoBaliM M3 T'eJid COIJIACHO IPOTOKOJIaM IIPOU3BOOUTEJIA (Habop
Qiagen Gel Extraction; N N 28706).

Tabauiia 8

HykneoTuoHasi IOCJIENOBATENBEHOCTE Kalrla- U HHMﬁﬂa—HMHKepa

T'en llocynenoBaTeJIbHOCTE

CGAACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGCTTA
AATCTGGAACTGCCTCTGTTGTGTGCCTTCTAAATAACTTCTATCCCCGTGAGGC
CAAAGTACAGTGGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGT
GTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTTACGC
HORE TTAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCA
GGGCCTCAGCTCGCCCGTCACAAAGAGCTTCAACCGCGGAGAGTGTTAATCTAGA
AATAAGGAGGATATAATTATGAAATACCTGCTGCCGACCGCAGCCGCTGGTCTGC

TGCTGCTCGCAGCATAGCCGGCCATGGCC (SEQ ID NO: 166)

GTCACTCTGTTCCCGCCCTCCTCTGAGGAGCTTCAAGCCAACAAGGCCACACTGG
TGTGTCTCATAAGTGACTTCTACCCGGGAGCCGTGACAGTGGCCTGGAAGGCAGA
TAGCAGCCCCGTCAAGGCGGGAGTGGAGACCACCACACCCTCCAAACAAAGCAAC
AACAAGTACGCGGCCAGCAGCTACCTGAGCCTGACGCCTGAGCAGTGGAAGTCCC
reres ACAGAAGCTACAGCTGCCAGGTCACGCATGAAGGGAGCACCGTGGAGAAGACAGT
GGCCCCTACAGAATGTTCATAATCTAGAAATAAGGAGGATATAATTATGAAATAC
CTGCTGCCGACCGCAGCCGCTGGTCTGCTGCTGCTCGCAGCATAGCCGGCCATGG

CC (SEQ ID NO: 167)
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Tabauiia 9

JIMHKepPHEEe NpaMeps s (5'-37)

HasBaHMe IlocsegoBaTeJIbHOCTD

FabLinker-F CGAACTGTGGCTGCACCATCTGTCTTC (SEQ ID NO: 168)

FabLinker-R GGCCATGGCCGGCTATGCTGCGAGC (SEQ ID NO: 169)

Lambda-Fab

GTCACTCTGTTCCCRCCCTCCTCTGAG (SEQ ID NO: 170)
Linker F
Overlap-F CTACCGTGGCCTAGGCGGCC (SEQ ID NO: 171)
Overlap-R TGCGAAGTCGACGCTGARGAG (SEQ ID NO: 172)

Pacuennenue n KJIOHMPOBaHMUE B fakTepMaIbHEIA BEKTOpP

DKCIIpecun
ITocuie OUMCTKU IponyKTa [P (Qiagen), IIOJIYUEHHOTO B
pesyibsTare P c [IePEeKPHBAKIIVUMIC 4 IpariMepaMi, bparMeHT

PaCHellIaIM M IIepeKpHBakMUNCSa OPOOYKT 3aTeM pa3dejsalmM B 1%
araposHOM Tejie. IloJIoCy, COOTBETCTRYKIYK INepPeKpHBaKmMelcsa KacceTe
(~1,1 T.m.o0.), oumMmaldM IIyTeM 5SKCTparMpoBaHMA M3 Teygqa (Qiagen).
B KOHIle, pPacCHellJIEHHEM I[IepekKpHBAaIUNICA IPOOYKT JUIUPOBaIM U
KJIOHMPOBaJIM B OakTepHaJIbHEM BeKTOp 2kchopeccuum pCB-Fab. Bce
TpaHchopMaLm IIPOBOIOMIIUCE C MCIIOJIb 30BaHMeEM KJIETOK Max
Efficiency DHba (Invitrogen Corp., N mno xar. 18258-012).
[IprMepHO 100 MKJI  BHIOEJEHHHX  KJIETOK  BECeBaJM Ha  YallKy,

comepxamye 100 MKD/MiI  KapOeHMUWJIJIMHA M IOOIOJIHeHHEe 20 MM

TJIOKO3E. [lJIaHmeTH WHKYOMpOBaM B TeueHMe Houu Imnpu 37°C  mid
ofeclieueHMsI pPOCTa KOJIOHUMU.

[IPVMEP 4

CesismBaHMe Fab-¢parMenTa ¢ G RSV M coBmaHMe MOHOKJIIOHAJIBLHEX
aHTUTEN

Fab-bparMeHTH aHTUTEJ, KJIOHVPOBAaHHHEX B npuMepe 3,
SKCIPECCHUPOBaIM B OaKTepuaxX U TeCTHUPOBaJIM B OTHOMEHUM UX
CIIOCOOHOCTM CBA3HBATECA C Ga, Gb RSV, wmIM nmenTtmmoM, CoOIepXalliM
LeHTPpaJlbHEM KOHCEepPBaTUBHENM OoMeH U3 G RSV (CCD) (SYM—-1706:
AMMHOKMUCJIOTHA I IIOCJIeNOBATEJILHOCTE ¢ BUOTUH—
KQRONKPPNKPNNDFHFEVENEVPCSICSNNPTCWAICKR; SEQ ID NO: 173).

BakTepMaJlbHEIL  CyllepHaATaHT BHOCWMJIM B  ILJIQHIETH, JIYHKU

KOTOPHX IIOKpHBaJM Ga, Gb RSV, comepxamuMm CCD ODenNTUMIOM, aKTUHOM
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B KauyecCTBE HETAaTMBHOI'O KOHTPOJIA M aHTUTeJIoM K F(ab)2 uejioBeka mu

MHKYOMpPOBaJIM B TeueHMe 2 yacoB npu 37°C (3a MCKJIOUYEeHMEM
comepxamero CCD mnenTuna, KOTOPHM MHKyOMpOBaJM B ILJIAQHIIETE,
IIOKPHTOM CTPENTaBMIMHOM, B TeudueHMe 2 YacoOB IIpM KOMHATHOMU
Temriepatype) . CR9514 (aHTMTeJJO Ha OCHOBe aHTuTeJsa 3D3, Kak
packpeiTo B WO 2009/055711) wucCHojJbL30Bajii B KadyeCTBe IIOBUTUBHOTO
KoHTpoJa nJaa Ga, Gb RSV, comepxamero CCD nentuiga M aHTHUTeJa K
F(ab)2 uesioBeka, ¥ BHOCWUJIM B IUJIaHmeT B pasBemedHun 0,1 MI/MI B
0,4% NFDM/PBS/0,05% Tween20. MommMHOe aHTHUTEJO K aKTuHy (Sigma,
M no xaT. A3853) wucCHoOJIL30BaIM B KOHIeHTpauuu 1,25 MI/MI Kak
IIOBUTUBHEI KOHTPOJIL IOJIA ILJIAHIEeTOB, IOKPHTHEM OHULMM AaKTMHOM.
AHTHUTeJIO K HA, KOHBOIMPOBaHHOEe C Iepokcumaszsol xpeHa (Roche, W
no kar. 12013819001), wucHoJB30BaJIM KaK BTOPUUHOE AaHTUTEJIO OJId
DakTeprallbHEX CyllepHaTaHTOB. AHTUTeJla kK Fab uejsioBeka (Jackson
Labs, N no kat. 109-036-097) wMCHOoJIE30BaJiM IJI4 KOHTPOJBHEX JIYHOK
c CR9514 (conepxaumee BapuabelibHEEe yuacTku w3 3D3). HakoHel,
KO3be AaHTUTEeJIO K MHIMHOMY I1gG, KOHBOIMPOBaAHHOE C IIepoKCUIOa30on
xpeHa (Jackson Labs, N no xar. 115-035-072), wmcHooJbp30BaJM IJIA
[IOBUTUBHOT'O KOHTPOJIA B BHUIe aKTMHa. Illocjie MHKyOaluuMM I1JIaHIIETH
IPpOMEIBAJIM UYeTHpe pasa B PBS/0,05% Tween20 um npogaBasan 50 MKJ
1:1 ob6wem/006beM TMB:pacTBOpa IHepokcuma (Pierce, N 1o Kar.
34021) Ha I[OPOTSIXEHUM [OPUMEPHO 5 MMHYT. Peakumno cpaly Xe
ocTaHarymeasmM 50 Mg 2N H2SO4 M umM3Mepanm norJiomeHue npu 450 HM,
MUCIIOJNBE3Yy 4 IJlaHmeT-punep nJjgga ELISA. Ha [HDO3UMTHMBHOE CBA3HBaHUE
yKaseBaJIO 3HaueHMe Ipu ODssg, cocTaBJdBlee Oojyiee 0,5 (0,5-0,9
yKa3HBaeT Ha YMepeHHOe CBA3HBaHMe, >1 yKasHBaeT Ha CHUIBbHOE
CBA3BBaHME), U CUTHaJl IpeBHmas] ©O0oJjlee dYeM B 3 pas3a (QOHOBOe
3HadeHNe.

Ncxona nus pPesyJLTaToR ELISA, oTBUpanImn B cpeIlHeM
OpUOIM3UTENIEHO MECTb KJIOHOB, XapaKTepM3O0BaABIMXCSH PeaKTUBHOCTBI
K aHTHUIeHaM-MMIIeHSAM. IIOCKOJIBKY KaxOwl Fab-dparMeHT aHTUTEJ
VICXOIOHO KJIOHMPOBAJIM C VICIIOJIE 30BaHUEM nyJa npaiMepoB,
CIHelUMPUUHEIX K paMke 1 M CHelUMPUMUHEX K Y4YaCTKY CTHKa, I[IOTEeHIMAaJ
0JIS IepeKpecTHOM peakuMy Mexnoy OpakMepamu, OCODeHHO  IJid

IpalIMepOB C BHCOKOWM CTelleHbld [0omoBusa, ObBJI BHCOKMM. IO BToM
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IIpMYriHE IJIA CEKBEHNMPOBAHNA BH@paﬂM HeCKOJIBEKO GaKTepmaﬂbHHX
KJIOHOB, IIpeldCTaBJIAKRINX KaxOnn IIPOOYyKT II€epPEeKPEIBaHIMA. [J1a3MUIOHYIO

MyHUIIpen HOHK BeOeJIAJIM COIJIACHO IIPOTOKOJIaM HnpouseomuTetisa (HabGop

Qiagen Miniprep Kit W mo xat. 27106). TsaxeJsee M JeTKMe Ilenu,
COOTBETCTRYKIMEe KaXIoMy BHOpPaHHOMY  KJIOHY, CeKBEeHMpPORBRaAJMU C
nparMepamu, BHHECEHHEIMM B  Tabjguuy 10. [TocyienoBaTeJIbHOCTHU
aHaJIU3UpPOBaJN, BHISIBUJIU BIrvmxannme 3apOoOLlleBLE JIVHUM, u

omnpeneyuamu CDR M kKapkacHBE YUYaCTKM. 9Ty MHOoOpMAlLMIO B IaJlbHeMNleM
VCIOJIL30BaIM IOJId KOHCTPYMPOBAHMUA IIpalMepOoBR MOJIS KJIOHMPOBAHUA U
npeobpas30BaHMAa aHTUTeJI-KaHounatos B I1dG.

Tabauiia 10

[IpaliMepH OIS CeKBEeHMpPOBaHMsSI Fab 3 6aKkTepMasbHEX KJIOHOB

(5'-3")
T'en llocsenoBaTeJIbHOCTE
SegqpCBFab-HCF TGAAATACCTGCTGCCGACC (SEQ ID NO: 174)

Seg-PelB-Rev CAGCAGACCAGCGGCTGC (SEQ ID NO: 175)

[IPVMEP 5

KnoumpoBauMe, CEeKBEHMPOBaHME M oumucTika IgG

Fab-dparMeHTH aHTUTEJI, XapaKTepU3yKIMXCAa PeakKTMBHOCTBID K
Ga, Gb RSV m CCD mnenTtuny, BHABJEHHOM y OaKTepMaJIbHEX KJIOHOB
nocpencreoM ELISA, ooMCaHHOTO B IpuMepe 4, KJIOHMPOBAaJIM U
SKCIpeccHupoBaiM B Buie IgG B KJeTKax I[IOUKM 5SMOPMOHa UYeJloBekKa
(rageTk 293-F). IgG B pajbHeMmeM ouMmaJy M KOHTPOJMPOBAJIM UX
KauecCcTBO IIYyTeM olpelesieHMd KOHUeHTpauuu, SDS-PAGE M C IIOMOULK
TeJIb—TIPOHMKAKIe XpoMaToTpaduu.

A. VHOOPMALIMS IO KJIOHMPOBAHMIO M CEeKBEeHMPOBaHMIO 1gG

Fab-dparMeHTH aHTUTEJI BHABJIEHHEEe Yy OaKTepMallbHEIX KJIOHOB
nocpencTBoM ELISA (ommcaH B HOpuMepe 4), B ITaJbHeWeM OpeBRpalaliu
B IgG myTeM KJIOHMPOBaHMUA BapMabeJIbHHIX OOMEHOB TAXEJIONW U JIeTKOU
Len (kanmna u JaMbla) C I[IOMOWBI PeCTPUKLUMOHHOIT'O pacllellJIeHUs B
BEeKTOPH DBkchOpeccum pCP9-kanmna (SEQ ID NO:176) wm pCPO9-maMOna
(SEQ ID NO: 177). YuuTHBa“g BO3MOXHOCTE II€pPeKPeCTHOM peakKUUn
Mexny IpaMepamu (YIIOMAHY TEIMI B npuMepe 4), [IEPBUUHEE
AMUHOKMCJIOTH M3 FR1 ¥ KOHeuHHe aMMHOKMCJIOTH M3 ydacTKa CTHKAa

OJI4 RKaXOooI'o GaKTepMaﬂbHOPO KJIOHAa, BH@paHHHe OJIA TIpeBpalleHMA B



45

IgG, JacTo OTJINYAITCA oT TaKOBHX COOTBETCTBYKIIMX UM B
[IOCJIeDOBATEJILHOCTH 3apOIObIIEeBOT O THUIIA . ITo 2TOM NIpUYMHE
CKOHCTPYMPOBAJIM IIPaVMepH, ABJAKMMECS CHeUMOUUHBEIMM IJIS KaXIoT'o
aHTHUTeJla, 4YTOOE BOCCTAHOBUTH ydacTKM FR1 M CTEHKa »OJi4 I'€HOB Kak
TSAXKEJIOM, TaK M JIeTKOM LelM Yy KaXOoT'O BHOPaHHOTO BaKTepuaJlbHOTO
KJIOHa. Taxesyw u JIeTKyKRn LelM aMIIMOMUIMPOBaJiM C MCIOJIb30BaHMEM
COOTBETCTEYKIETO OaKTepuaJIbHOTO KJIOHA (3KCIPEeCCHUPOBABRIETOCHa C
BekTOopa pPCB-Fab B npmMepe 4) ¥ KIOHMPOBAJIM B IIOCJeIOBaTeJIbHOM
nopsgankKke B BEeKTOp skchpeccuu pCP9.

Pe3yJabTaToM aMIIMOUKaAUK TSKeJoV Lenu OBJI  dpaTlMeHT Co
cpenHM pasmMepoM 370 1m.0., KOTOPHM pasmendaaru B 1% arapo3HOM
rejle M BKCTpalMpOoBaJM M3 I'eJid COIJIACHO IIPOTOKOJaM IPOMU3BOOUTEJII
(Qiagen) . dparMeHT T AXEJION Henm 3aTeM VCIIOJIL30BaJIn oJjisg
NIpUCOenIMHEeHN I JIMOepHOM rocJlenoBaTeJIbHOCTU HAVT20 (57 -
ATGGCCTGCCCTGGCTTTCTCTGGGCACTTGTGATCTCCACCTGTCTTGAATTTTCCATGGCT
-3’; MACPGFLWALVISTCLEFSMA) mnocpencteoM I[P C NIepeKpHBAaKMVUMKUCSI
npaliMepamu .

CoOTBeTCTBRYyKIlee IIPOOYKT INepekphBaHMA HAVT20-Taxejsiasd Lelb B
naJibHelmeM OUuMInaJIn [IOCPEenCTBOM IIap cornJjiacHO IIPOTOKOJIaM
Ipou3BOOUTeNA (Qiagen) . JIMIUMPOBaHMA I[IPOBOOWUIIM IIOCJIENOBATEJILHO;
TO €CThb, JMOO CIlepBa JIETKYK Lelb PacClellJidanr ¥ JUIVPpOoBaiy, Judo
paclmelyiggyM W BCTpamBalJlM COOTBETCTBYKIYID TAXelyln Lenbk. Kak
TOJIBKO IIOCPENCTBOM CEKBEeHMPOBAHMA [NONTBEPXOalIM BCTpauMBaHMe JIMOO
JerkKou, JIMBo T SKeJION nenu, oToOMpau penpe3eHTaTUBHLEM
BaKkTepralbHEM  KJIOH, BHOSJIAIM ¥  MCIOJb30BaJM MMHUIIPEIl  OJI4
KJIOHVMPOBAaHMA BTOPOM lLenbk (T.e. JubO JeTrkoM, JmMbo TIXeJION Lenu,
B 3aBUCHMOCTM OT TOI'O Kakyl KIJIOHMPORaJM B IepByK oduepelb) . 4
KJIOHMPOBAHUSA OdparMeHTa TSXeJOoM Lelr BeKTop pCP9 U  ouMmeHHHEMN
nponykT IIIIP C I[IepeKpHBaARMMMUCA OIpaMepaMy B BUIe TSXKeJON lelu
PAaCHeJIAIM PEeECTPUKUMOHHEIMU QpepMeHTamMu BamHI HEFE (NEB, N no kar.
R3136L) m XhoI (NEB, N no xar. R0146L). PacmenjeHHHN BeKTOP
PCPO ¥ HOpPpOOyKT IepeKPHBaHUA B BMIEe TIKEJION Lelu ObIIM pasdesisan
B 1% arapo3HOM TeJle M BKCTparMpoBaliM M3 Tejd (bojee ~9,5 T.m.o
nJjidg BeKTOpa PCP9) . Peakumum JINTUPOBaHU A [IPOBOONIIN Ipu
COOTHOIEHUN BEKTOP—-BCTaBKa 1:3 7 IPOOYKTH peaxkummn

TpaHchopMMpoOBaaM B kKiaeTku DHba Max Efficiency (Invitrogen
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Corp., Ne I10 Kar. 18258-012) . ITocJie NOOTBEPXIOICHU A
[IOCJIeIOBATEJILHOCTU KJIOHMPOBAJM BTOpPYI lLelb (HalpuMep, JerKyo
Henm) . a4 KJIOHMPOBaHMA ¢dpaTrMeHTa JeTKOoM Lenu KJIOHE pCP9,
comepxXamye COOTBETCTBYKIME IMIPOOYKTH B BMIEe TSIKeJION U JIeTKOM
Lnenu, IOoJIydeHHEHe B pesyJjbTaTe I[P, pacmernydanu ¢ nomomsio NotI HFE
(NEB, N mo kar. R3189L) m Xbal (NEB, N no katr. R0145L. Jerkyio
1ernb 3aTeM JIMTUPOBAJIN B BEeKTOP pPCPO c ee JIMIEePHOM
nocjienoBaTelbHOCTBID HAVT20 uepeszs cauT nnua Xbal wu Notl c
COXpaHeHVeM PaMKM CUMTHBAHUSA. CyBKJIOHMPOBAaHME IMPOBOOMIIM C
MCIIOJIL30BAaHMEM KJIOHAa, CcoIepXamel'o COOTBETCTBYNIME TeHB TIXReJION
Henr. 3aTeM OPOOYKTaMM JUIMPOBAHMA TpaHchbopMupoBasM kKJeTku DHba
Max Efficiency. HeCKOJBLKO KOJIOHMM OTOUpaJM OJId CeKBEHUMPOBAHUSA U
aHamza (B Tabmmuax 11 wm 12 [OpeXCTaBJIEHH IIOCJIEeOOBATEJIEHOCTU
TAXEeJION M JIeTKOM Lelel aHTUTeJl, COOTBEeTCTBEHHO, C IIpuMeuaHueM

IOJId KapKaCHOTO ydYacTKa M ydacTka CDR y4dyacTkwu) .
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AMMHOKNMCIIOTHHE IIOCJIeOOBATEJIIBHOCTU Bapma6em=me V4aCTKOB

TIXeJION Lieln

Tabmauiza 11
(SEQ ID NO:)

KiioH i CDR1 CDR2 CDR3
Saponrinerad JIMHUA

CBR0O17.3L IGHV3-33 VYATIH (1) VIWHDGSNKYYADSVKG (2) DPIVGSKTDGMDV (3)
CB017.5L IGHV3-33 VYAMH (7) IIWYDGSNKYYADSVKG (8) DPIVGHTRDGLDV (9)
CB028.1 IGHV1-18 SYGIS (13) WISTHIGTTNYAQKLQG (14) DLAKWYCSGDTCFCSGGRCYSDH (15)
CB030.1 IGHV1-69 TFAIN (19) GVIPGFDSANYAQKFQG (20) NSGYCSGDSCAPN (21)
CB047.1 IGHV3-23 NYAMS (25) DISGSGNSTNFADSVKG (26) FRVPTYCVNGICYQGLPGFDI (27)
CB047.2 IGHV3-23 NYAMS (31) DISSSGKTTNSADSVKG (32) FRVPTYCVNGICYQGLPGFDI (33)
CB065.1 IGHV3-30 NYGMH (37) IISYDESTTLYADSVKG (38) DHFDPSGYFWYFDL (39)
CBO71.1L IGHV1-69 RYVIT (43) GSIPIIDTSTYAQKFQD (44) VFFFSNSSGPPTEGPAFDV (45)
CB072.1L IGHV4-39 SNIHYWA (49) YMFYGGVAFYNPSLKS (50) VLVASTNWEDP (51)
CBO073.1L IGHV3-30-3 NYAVH (55) VISHDGVNKDYADSVKG (56) DRSYYFGGSVFHLYFDY (57)
CBO076.2L IGHV1-69 NYVVS (61) GITIPMFGTTNYAQRFQG (62) DRYYEVRAGGKVLNTYYYMDV (63)
CB079.1 IGHV3-64 SYSFH (67) SVSADGGSTYYADSVRG (68) QPSLLWFGDLRS (69)
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Tabmauita 12

AMMHOKMCJIOTHHE IIOCJI€OOBATEJIEHOCTM BapMabelsIbHEHX YyYacTKOB Jierkom Lenm (SEQ ID NO:)

VK/VL
Kion CDR1 CDR2 CDR3
Saponminerad JIMHUA

CBR0O17.3L IGLV3-25 SGDALADQYAY (4) KDNERPS (5) QSVDSSGTY (6)
CB017.5L IGLV3-25 SGDAMAEQYTY (10) KDTERPS (11) QSTDSSGTS (12)
CB028.1 IGKV1D-39 RASQSINDCLN (16) AASNLQS (17) QQSFEFSTP (18)
CB030.1 IGKV2D-28 RSSQSLVHSNGYSYLD (22) LGSNRPS (23) MONLQT (24)
CB047.1 IGKV1D-33 QASQDISDYLN (28) DASNLET (29) QHYHNLP (30)
CB047.2 IGKV1D-33 QASQDISDYLN (34) DASNLET (35) QHYHNLP (36)
CB065.1 GKV2-29 KSSQSLLQRDGKTYLY (40) EVSSRFES (41) MQGIRLP (42)
CBO71.1L IGLV3-1 SGHELGDKYVS (46) QDTNRPA (47) QAWDNSH (48)
CB072.1L IGLV3-21 GGDNIGTKGVH (52) YNSDRPT (53) HVWDSSGSDHV (54)
CBO73.1L IGLV1-40 TGSSSNIGAGHDVH (58) ANTNRPS (59) QSHDSSLSG (60)
CB076.2L IGLV3-19 QGDSLRSYYTN (64) EDNRPS (65) NSRDSSGNL (66)
CB079.1 IGKV2D-28 RSSQSLLHSNGYNYLD (70) LSSNRAS (71) MQSLQT (72)
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B. 3kcnpeccusa m oumcTka IgG

IS BKCOpecCUMM KaXnoro I1gG mojydaay MUOM-IPEeNH IJIa3MUIHOW
IOHK (Qiagen) n3 BekTopor pCPY, comepxammx IIpelcTaBJldlre
MHTepeC TeHH Kak TSXeJIOM, TaK M JIeTKOM Lely, ¥ MX MCIOJb30BaJl
0JIg TpaHCcOMUMpOBaHMA KJeTok 293-F, npumeHsasa 293fectin corsacHO
[IPpOTOKOJIaM NIPOU3BOOUTEJIA (Invitrogen, Ne Ne 51-0031) .
[IpOOOJIXUTEJIEHOCTE TpaHCcheKIUMN cocrTaBJsdia 72 yaca, UTOOH
ofecrneumTs OOCTATOUHOe MNpoayluupoBaHMe IgG. UYepes 72-yacoBoM
TpaHCOeKUUM KyJIBETYPAaJIbHYID Cpely cobupallM M LUeHTpUdyIUpoBaJM IJIA
yIoaJlIeHusa  KJIeTOK. OUMCTKY TIPOBOAMIIM C  IIOMOMBI  KOJIOHOUHOM
XxpoMaToIpaduy, MCIOJBE3YS KOJIOHKY C OeJIkoM A (I'paHyJiEl cedapO3H C
BeslkoM A; Amersham, N 1o kar. 17-0963-03) . SmoaT OBaXIH
NoAOBRepTalM OUalu3y OpoTuB 4 JUTpoB, comepxkammx 20 MM Tris-HC1
pH7, 2, 150 MM NaCl. B 3akJIOUeHMe, »OUAJIM3VPOBaHHEE OOpas3IlH
KOHLUEHTPUPOBaJIM OO NPpUOIM3UTeJEHO 1 M ¢ nomomesiln 10 xIla-KOJIOHKU
Amicon Ultra (Millipore).

Cepun CTaOMM TIIPOBeIOeHMSA KOHTPOJIA KadecTBa NIPOBOOWIIM IJIA
Kaxgoro I1gG mJjisa onpelejyieHMsa KOHILIEeHTpalMM M UMCTOTH, a Takxe
omnpenejyieHMUda  pasMepa. VlcxomHO  KOHUeHTpauuw IgG  olIpelesidain
IOCpelCTBOM CUNTHBAaHUA IokKasaHum Ha NanoDrop, MCIIOJIb3Y 4
MOJISPHEM KO2OOUIIMEeHT SKCTHMHKIMM mjigd I1gG ¢ 210000 M-1 cmi. Kpowme
TOT'O, KOHIeHTpalMio IgG HNOOTBepxOmasJM ¢ nomombin BCA  aHamMsza
(Thermo Fisher) COTJIAaCHO IIPOTOKOJIaM IIPOU3BOOUTEJISA, U IIyTeM
U3MEPEeHUM C IIOMOIbI CEeHCOPHHX HAKOHEUHMKOB C MMMOOMJIMB3OBAHHEM
BenxkomM A Ha Octet Red384 (ForteBio). B kKauecTBe IOMNOJHUTEJILHOM
cTanmumn KOHTPOJIA KauecTBa [IPOBOOMUIIN SDS-PAGE pu
HEeBOCCTAaHAaBRJIMBAKIIMX M BOCCTaHAaBJIMBAIMUX YCJOBMAX (T.e., XDTT) cC
IocjenyiomyM  OKpamMBaHueM Bio-Safe Coomassie (Biorad) oJs
BU3YAaJILHOT'O KOHTPOJIA Ha IpUCyTCTBUE MHTAaKTHOTO IgG wau
YMEHBIeHUS MIOJMIENTUIOB TAIXeJIHX UM JeTkKux lLelel. W HakKoHell,
KauecTBO IgG KOHTPOJMPOBAJIM C MCIOJb30BaHMEM TeJlb-IIPpOoHMKaKIeNn
XxpoMaToTrpadumM Ha KOJIOHKe @OJIda TeJb-ounbTpauum Superdex 200
10/300 GL (Pharmacia).

[IPMMEP 6

AHanus cBaABHBaHUA C¢ IgG
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[Monmyyanmu IgG M KOHTPOJMPOBAJNM MX KOJUUECTBO KaK OIIMCaHO
BHIle B IpuMepe 5, u aHTUTesgo CR9514 x G RSV (comepxamue
BapuabeJibHEIEe YydacTku 3D3) TeCcTHpoBaJM B aHajgmzax ELISA B
OTHOIWEHUM MX CIOCODHOCTM CBAS3HBATHECHA C PEeKOMOMHAHTHBIMM Ga—- U
Gb-fesgkammu RSV. BxkpaTie, 96-JIyHOUHHE IJIAHIIETH C IIOJIOBMHHEM
obweMoM JIyHKM 0Jigd ELISA (Costar) nokpweBaau 50 MKJ aHTUI'eHa B 1X
PBS B TeueHue HouM [RSV Ga: 0,5 wMr/mi; RSV Gb: 0,5 wmr/mii;
OHuLero akTuHa: 1 MI/min (Sigma); Kosbe aHTHUTeJo K F(ab)2-
bparMeHTy UeJIOBeKa, ouuMmeHHoe addMHHOM XpoMaToTpadmern: 2 MI'/MII

(Jackson Immunoresearch) . IlJlaHmIeTH MHKYOMPOBAJM B TeUeHMe HOUU

npu 4°C u OGJOKMPOBANIM Ha CJIelylmMy IeHb ¢ [nomombio 135 Mg 4%

00e3XKUPEeHHOTO CYyxX0oT'o MoJIoka (NFDM, Biorad) B PBS M MHKyOUpOBAaJMU

Ha MNOPOTSXeHUM 2 uyacoB npu 37°C. BareM mAb paszbaBiasaun B 0,4%
NFDM/PBS/0,05% Tween20, HauumHasgs co 100 HT/MI, ¥ TUTPOBaJIU C

YMEeHEBIIeHVMeM KOHIEHTpaluVl B 5—KpaTHI:>IX PasepeleHNMAX U oobaBJigyiM B

JIaHMEeTH, MHKYyOMpPYyd B TeueHMe 2 uyacoB nopu 37°C. MAb CR9514
(3D3) wucnoJbp30BaJiM B KaudeCTBe I[IO3UTHMBHOT'O KOHTpPOJA kK Ga m Gb
RSV, u TUTPOBAJIN AHAJIOTUUHEM obpasoM. HOIIOJIHUTEJIBEHO
MCIIOJIL30BAJIM MHIIMHOE AaHTUTEJIO K aKTMHY (Sigma, N mo xat. A3853)
npu 1,25 M/MJI B KauecTBe I[O3UTUBHOIO KOHTPOJIA MJA IJIAHIETOB,
[IOKPHITHX OBUBMM aKTHMHOM. IlocJjie MHKyOaluM ILJIaHIETHE UYeTHpe pas3a
NPOMEIBAJIM C  nomombio PBS/0,05% Tween20. Kaxnmoe  BTOpUUYHOE
aHTMUTeJIO BHocuym npm 1:1000 B 0,4% NFDM/PBS/0,05% Tween20 wu
UMHKYOMpOBaau B TeueHue 40 wmuyT npu 37°C. AHTHUTeJI0O kK Fc HRP
(Jackson Labs, N o kar. 109-035-008) wucHnoJsib30BajlM B KauecCcTBe
BTOPUUYHOTO aHTUTeJla K mAb. M HakKoOHell, KO3be aHTUTEJIO K MEBIMHOMY
VMMYHOTJIOOYJIVHY, KOHBIIMPOBaAHHOMY C IIepOKCHMIas0oM xpeHa (Jackson
Labs, N mo xkar. 115-035-072), MCHOOJL30BAJIM IOJIS aKTHMHOBOTO
MIO3UTUBHOTO KOHTPOJA. [locjie MHKyOalMM IIJIQHIMETH I[IPOMBBAJIM UYeTHPE
pasa B PBS/0,05% Tween20 wm nposaBasiau 50 wmria 1:1 obbeMm/o0bmeM
TMB:pacTBOpa Hepokcuza (Pierce, N mo xat. 34021) Ha MNOpPOTSXEeHUU
IpUMepHO 5 MMHYT. Peakuuw cpaszy Xe ocTraHaBJmBaiy 50 Mri 2N H2S04
Y W3MepdasM norJomeHue npu 450 HM, MCIOJNB3YyA IJIAHNET-PUIEP IJIS
ELISA. PacueTHBHe 3HaueHusa EC5H0 @mOis CBA3BBaHMA (OoIpemesigeTcsd II0

TUTPOBaHUI Kaxmoro I1gG) mAb B COOTBETCTBUM C  HaCTOAMMM
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nsobpeTeHMeM BapbUPOBaAJM B IOManasoHe or 1,0 mo 2,0 Hr/mia. Ha
burype 1 mOpuBeleHH NIpOodMIM CBA3BBaHMA Jja Ga u Gb RSV ¢
anTureJgamu CBO17.5L m CB030.1, cooTBeTCTBEHHO.

[IPVMEP 7

AHanmus HeMTpanmusauum ¢ IgG

AuTuTresia k RSV aHaIM3MpoOBaJiM B OTHOWEHMM MX CIOCOOHOCTHU
CBASHBATL UM HeMTpalu3oBaTbL RSV B pacTBOpeE, YTO OLleHMBaJA
[IOCPelCTBOM aHajlM3a I[oHmaBJieHMHA Ojagmrkoobpas30oBaHMA. B OaHHOM
SKCIIePUMEHTE BUPYC WM aHTUTeJla I[IpelBapUTelIbHO MHKYyOUpOBaJM B
OTCYTCTBME KJIETOK-MHUIIeHeM. 3aTeM cCcMechb nofaBJiajlack K KJIeTKaM U
BUPYCHYI MHOEeKUVMI W3MEepAJIM [IOCPEeNCTBOM CTaHIOAPTHOI'O aHajusza
nomaBJieHUsa OAmKooOpa30BaHMa, OIMCAHHOI'O B IaHHOM IOKYMEHTE.
ApTuTesia k RSV aHaIM3MpoBaJM B OTHOIEHME MX CIOCODHOCTH
HelTpaln30BaTh HECKOJILKO mTaMMOB RSV, B ToM umcje RSV A/A2
(ATCC M o kar. VR-1540), RSV B/18537 (ATCC N mo kaT. VR-1580)
m RSV A/Long (ATCC M mo kxaT. VR-26). AxuTuTesia CR9514 (3D3) wu
CR9505 (aHTMUTeJIO Ha OCHOBe 131-2G, T.e. coOepXallee BapuabeJbHHN
yU4acTOK TsKeJION UM JleTKoM ULener m3 131-2G, Kak packpuHBaeTca B WO
2009/055711) wmcnoJsb30BaJiM B KauecTBe pedepeHTHHX .

Kjerxkn Vero (ATCC, N no kar. CCL-81; MaHaccac, BaloMmHT)
MCIIOJIb30BaJIM  KJIETOK-XO034eB OJ4d MHOMUIMPOBAHMUA. Kimetxkn Vero

Belpamueasu B DMEM (HyClone, N mo xar. SH 30285.01) ¢ 10%

beTaspHOM OBUL el CHIBOPOTKOM (FBS) (HyClone, N 1o KaT.
SH30070.03), IOIIOJIHEHHOM 1% L-1miayTaMmrMHOM (HyClone, e
SH30034.01) u 1% pacTBOPOM I[IeHUUWJIJIMHa CO CTPelTOMULIVHOM
(HyClone, N mo kar. SV30010). Kiuerkum Vero nommepxmBajgu npu 37°C

B TepMOCTaTe C 5% C02, m IIaccaxXxmporalJlM MX IBaXIE B HeIIeJO.
B menr 1 SKCIIEPMMEHTAa KJIeTKM Vero KYJIETUBUMPOBAJIM B 24—

JIYHOUHEIX TIIJIaHIeTaX IJIA RKYJIBETYPE KJIETOK. KileTkr BEICeBaJIn Ipn

[IJIOTHOCTU (mpuMepHO 9x10% KJEeTKM Ha JIYHKY), UYTO IIO3BOJIMIIO
chopMMPOBATE KJIETOUHEM MOHOCJOM (KOHQJIeHTHOCTL >80%) KO 2 OHDO.
B 1©meHp 2 KaxIoe AaHTUTEJIO CepMMHO pPas3BOIMIM B  IIPOCTOM
MMHMMAaJILHOVM HNOIOIepXHBawmeM cpene Unja ©6e3 potasox (EMEM, ATCC,
N o xar. 30-2003), xoTopasd colepxasla 10% KpOJMULEN CHBOPOTKU

(AbD Serotec, N 1o KaT. Cl2CAX) . KoHeuHne KOHLIEHTpalLun
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TeCTUPYEeMHX aHTHTeJ cocTaBjaaam: 10 mr/miu, 1,3 Mr/mi, 156 HT/MI,
19,5 ur/mi, 2,4 ur/ma u 0,3 HT/MI (3a uckiIodedumem CB010.7,
KOTOPOEe MCIOJBL30BaJM B CJHeOyRmMX KOHIEeHTpauusax: 2,5 wMmr/Mmi,
312,5 uwr/mi, 39,1 ur/mia, 4,9 ur/mia, 0,61 ur/mia m 0,08 HD/MI).
Bupyc Takxe pasbabiaaiau B EMEM Ge3z mo®aBOK HO KoHUeHTpauum 2000-
3000 BOE/mi (100-150 BOE/50 wMkJ) u 85 MKJI pa3BedeHHOTO RSV
nobaBysaaM K 85 MKJ pacTBOpa KaxnoT'o pasBemeHHOTO aHTUTeNa U
repeMemmeay OIUIEeTHPOBaHMeM. [1JIS KOHTPOJIBHOTO ofpaslla Bupyca
nofaBJygaau 85 MKJ pas3BeldeHHOT'O BUpyca Hobarjsaiau K 85 wmxjg EMEM

Bes no0OaBoOK. CMmecH AHTUTEJIO-BUPYC VI BUPYC—KOHTPOJb

MHKYOMpoBaau npu 37°C Ha OPOTAXEeHUM 2 YacoB. Ilocjie WHKyOaluu
KYJILTYpPalbHYylD Cpeny CIMBady u3 24-JIyHOUHBEIX ILJIAHMNIETOB  IJIA
KYJILETUBUPOBAHMA KJIETOK, COIepXammMx KIeTKM-xo3sgeBa Vero, u 150
MKJI TIpedBapuUTeJIbHO MWHKYOUPOBAHHOM CMeCU BUPYC—aHTUTEJIO WK
CMeCHU BUPYC-KOHTPOJIE BHOCUIIM 3aTeM B KaxOyo JyHKY. KaxIbm

TECTOBEM U KOHTpOHbHHﬁ o@paSeu OBJI TOTOBMJIM B TpeX IIOBTOpax.

ZaTeM KJeTKM MHKyOupoBamm 1npu 37°C  Ha NOPOTSXeHMM  dYaca,
epeMellBas Kaxnoee 15 MMH.

[locJie mnepuola MHKYOMPOBaHMA B KaXOyl JIYHKY nobaejgaiam 1 M
IIOKPHBAKIEN CpenH (IIOKpHBakmas cpela conepxasia EMEM, 2% FBS, 1%
L-rayTamuHa, O0,75% MeTWJILEJIOIJIORH) . 24-JIyHOUHEE IIJIAHIETH IJIA
KYyJIb TUBUPOBAHMS KJETOK MHKyOuporanmu 1mpu 37°C (¢ 5% CO2) Ha
nporsaxeHun 96-120 4yacoB. KJIeTOUHHE IIJIQHMETH QUKCHUPOBaAJIU C
nomomeio 10%  dopMaMHOM Ha OpPOTSXeHMM 1 Yaca OpM KOMHATHOM
TeMIlepaType, [IPOMEIE aJIu 10 pas BUOUCTUIIIMPOBaHHOM  H20 U
BJIOKMpOBAaJIM C IIOMOWEBK 5% o0esxuMpeHHOT'O MoJioka (NFDM) B PBS mnpwm
37°C  Ha HOpPOTSXeHMM dYaca. llocjie WHKYOUPOBaHMA  OJIOKUPYIONMA
pacTBoOp CJIMBaJIn " B Kaxoyno JIYHKY noBaBJISaIINn 200 MKJI
KOHBOTMPOBAHOTO C IIePOKCHUIA30M XpeHa MBMMHOTO aHTUTeJa kK RSV

(ab20686, Abcam, paseeleHue 1:750 B 1% NFDM) . IJ1aHIe T

MHKYOMpoBaau opu 37°C Ha NPOTAXEeHUM 2 YacoB ¥ IpoMeiBaimm 10 pas
BUOVCTUIIINPOBAHHOM H20. IlocJuie IIPOMEIBAHM A B Kaxnoyio JIVHKY
nodasyaam 200 wmrJg cybcTrpara TrueBlue® pisa nepokcumasel (KPL N
kaT. 50-78-02). IljaHWeTH [IPOABJAIM B TedeHue 10 MMH. IIpH

KOMHaTHOM TeMIIepaType. [ls1aHue TE OB aXIIbI ITOOMEIB aJIr
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OUOVCTUIIIMPOBaHHOM H>O ¥ BHCYmIMBaIM Ha OyMaXHOM IIOJIOTeHIle, U
MNONCUUTEBAJM UYMCJIO TOJYyOrIX OJdmexk. IC50 (20pbeKTMBHOEe pasBelleHUe
oA 50% HenTpaln3aluun OIIAmKooOpa30oBaHnA) PaCCUMTHEaJIn C
VCIIOJIE 30BaHMEM SPSS oJisa Windows. YPOBEHB onaBJIeHU A
OAmKoOoBpasoBaHMA pPAaCCUMTHBAJM [0 CJjenyomel ¢opMyJie: YPOBEHDb
IonaBJIeHU S BIAmKoOOpa30BaHUA (B npoleHTax)=1-[ (cpenHee
KOJIMUEeCTBO  OJIAmeK B  KaxXIOM pal3BeleHUM aHTUTesa)/ (CpelHee
KOJIMUeCTBO OJIdmek B JYHKax C BUpPYC-KoOHTpoJieM) ]x100. B Tabiuia
13 mnepeunmcyiens IC50 (HD/MJI) @JIS KaXIoTO aHTHUTeJa CO MITaMMaMy
A/A2 RSV (ATCC N mo kaT. VR-1540) um RSV B/18537 (ATCC N o xar.
VR-1580). B3Hauenumda I1C50, mnpencrapJieHHEe B Tabiuue 13, @OJasa
aHAJIM30B HeMTpajlu3aluy BUpyCa, OIpeleJiaJiMi C MCIOJb30BaHMEM
SPSS. Ha ourype 2 mHOoKa3aHH OpodUIM HelTpaau3alMy BUpyca OJA
aHTUTEJI AHTUTEJI CBO17.5L wm CR030.1, COOTBETCTBEHHO, npu
TecTUpoBaHuM c A2 um B-18537 RSV. IC50 (»0bekTMBHOEe pa3BeleHUe
njg 50% HelTpalusaluun BIIALKOOOpa30BaHUA) QHTUTEJI n
AHTUTEHCBASHBAKIMX OpParMeHTOB kK mTamMmy A/A2 RSV (ATCC W mo kar.
VR-1540) o6rtuio Hmwxe 40 ur/mMmi mu/miam IC50 mia mramma B/18537 RSV
(ATCC M o xaT. VR-1589) 6ruio Hmxe 30 HID/MII.

HOTIIOJIHUTEJIBHO, IC50 OJis AHTUTEJI CB017.5, CB030.1 u
KOHTPOJIBHEX aHTuTes CR9505 (131-2G) m CR9514 (3D3) nijgga mTamMma
A/Long RSV (ATCC N VR-26) cocraBasimu 3,5, 37, 18 m 17 HT/MI,

COOTBEeTCTBEHHO.
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Tabamiiza 13

PeBybTaTH aHalMB3a HeUTpaamB3alumM Uisi mAb ¢ HaMBHCHEN CHeLMIMUHOCTBI0O K G-Oenky RSV

RSV A RSV B
T aMM A/A2 B/18537
AxaJsms HelTpaansaums HelTpaansaums

IC50 (HD/MIT)

IC50 (HD/MIT)

CR9514 (3D3) 40,7 33,0
CBO17.3L 4,2 2,0
CBO17.5L 15,2 3,8
CB028.1 12,1 16,3
CB030.1 35,6 18,3
CB047.1 19,4 4,77
CB047.2 15,6 8,9
CB065.1 25,4 5,1
CBO71.1L 9,0 5,4
CB072.1L 15,8 2,77
CBO73.1L 17,6 2,9
CB076.2L 25,1 5,6
CB0O79.1 21,8 4,4
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IpuMep 8
KorcTpyupoBaHue MOJIEKYJI TIOJIHOCTERIO YeJIoBeUeCKUX
VMMMyHOIJIOOYJIMHOB (demoBeuecKkue MOHOKJIOHAJILHEIE a"HTHTEeNAa) ,

BKJIIOYAST OITMMMBALIMI0O KOIOHOB UM AaHAaJlIM3 pPUCKOB BOSBHMKHOBEHUS
My TaLlmni

BapurabesibHEE YUACTKM TSIXeJIONM M Jerko¥ uenu (VH m VL) #ad
KaXOoT'o KJIOHa aHTUTeJI, BHIOEJIEHHHX B IIpMMepe 5 BHINE, MCCIedoBaJiu
Ha IPUCYTCTBMUE CBOOOIHHX OCTaTKOB HMCTEerHa u camToB
IIOTEeHUMAJILHEX IIOCT-TPAaHCJALUMOHHEX MOIMOUKALIMM, BRJOUAS CalTH
TJIMKO3UINPOBAHMA, Ie3aMUIVMPOBaHMA WM OKMUCIHeHuA. [iIg yIoalleHusd
STUX CalTOB MCIOJL30BaJIM MyTaluMM B aMMHOKMCJIOTAax, BKJIOUAKIME
CTPYKTYPHO KOHCEpBAaTMBHHE SaMeHH M/UJIM SaMeHH B 3apOOHIeBON
JmHM  (Tabimua 14). HekOHCepBaTMBHEE LUCTEMHEL B BapuabeJlbHEIX
yuyacTKax MyTHUPOBaJM B cepuH. JS caliToOB TUIMKOBUJIMPOBAHMSA MOXHO
MCIIOJIL30BAThL HEeCKOJILKO MyTallMi, BRJUAasg 3aMeHy achapalMHa Ha
KOHCEePBATUBHEM IJIOTAMMH WM MyTaluM B  3apPOIOBIIEeBOM  JIMHUM.
Momnomkaumm B camrax oes3aMUInpoOBaHMU A BKJIOUAT 3aMeHy
acrapalMHOBOM KMCJIOTH Ha aclhapal'MH ¥ CcepMHa WJIM aJlaHMHa Ha
TJIMLVH . CamTh [IOTEHUMAJBEHOTO OKUCJIIEHU A He rnoneepramu
MOIMOUKALMM . HYKIJIEOTUMIOHEE ¥ aMMHOKMCIIOTHEE IIOCJIeODOBATEJIbHOCTHU
nojiyyajau m3 kKaxporo VH m VL KJIOHa aHTUTeJla, M ONTUMU3MPOBAJIM UX
KOIOOHH MIOJId SKCIPEeCcCUM B KJeTKax ueJloBekKa B GeneArt/Invitrogen.
BapmrabeJIbHEE YUYaCTKM 2TUX (QYHKIMOHAJILHEIX BapPMaHTOB B IaJlbHeMmeM
HEeIIOCPeOCTBEHHO KJIOHMPOBAJM IIYTeM pacllellJIeHMsa pecTpUKTasaMM IJIA
DKCIPEeCCUM B BeKToOpax, B»BKcOpeccupywmux 1gG, pCP9-kamma (See SEQ
ID: 143) m pCP9-ramma (cmoTpu SEQ ID: 144). BamHI, Xhol wu/uim
Srfl VCIIOJIL30BaJIM  IJIA KJIOHMPOBAHMSA BaprabeJIbHEX  Y4YaCTKOB
TaXeJIHX Lenet m Notl u Ascl MCHOOJbL30BaJIM IJS KJIOHMPOBAHUSA
BapMrabeJIbHBIX Y4aCTKOB JIETKUX lemnen. HykJjieoTHuOHEE
IOCJIeIOBATEJILHOCTU OJIS BCexX KOHCTPYKIMM IIpOBepSasM COTJIacHO

CTaHIOapTHEIM MeTOIMKaM, MI3IBECTHEM ClIlellMaJIMCTaM B DaHHOM oBJjlacTu.



56

Tabauila 14

AHanns PUCKOB BOSBHMKHOBEHUS WTaL’I;M]’Z[ B MOHOKJIOHAJIBHEX

AHTUTEJIaX, CIHelIMOMUHHX K G-0enky RSV
NnenTudmraumsa BapmnabeJbHEIN
MyTaums [ToprnumHa
IgG Y4acTOK, lLellb
CB017.3L HeT maHHBEX HeT maHHHX HeT npmaHHBEX
CB0O17.5L HeT maHHEX HeT nmaHHEX HeT nmaHHEX
Cl058
Cl10s
TaxeJiadg Liellb CROBOIHLI LIMCTEeMH
CB028.1 Cl12s
JleTkasa Lemb CROBOINHLI LIMCTEeMH
Cl17s
C32S
Cl038
TaxeJiag liellb CROBOOIHLI LIMCTEeMH
C1088
JleTkasg Lelb IDeszaMMHVPOBAHME
CB030.1 N33D
JleTkag 1Lelb HDeszaMMHVPOBAHME
G34A
JlerTkag 1elb IDesaMMHVPOBaAHME
G34S
N56G
TaxeJiad llellb I'nmurosmunupoBaHue
N56Q
TaxeJiad Llellb I'murosmunmupoBaHue
Cl058
TaxeJiad Lellb CBOOOIOHEIN LMCTEUH
CB047.1 Cl10s
Taxeslad Lelb ODeszaMMHMPOBaAHUE
N107D
Tsaxesiad Lelb IesaMMHUPOBaAHME
G108A
TaxeJiad liellb IesaMMHUPOBaAHME
G108S
N28T
TaxeJiadg liellb T'nmurkosmIMpoBaHue
N28Q
TaxeJiag lLiellb T'nurkos3mMIMpoBaHue
Cl1l058
TaxeJiag liellb CROBOINHLI LIMCTEeMH
CB047.2 Cl108
TaxeJiag liellb IDezaMMHVPOBAHME
N107D
TaxeJiag liellb IDezaMMHVPOBaAHME
G108A
TaxeJiag liellb IDeszaMMHVPOBAHME
G1088
CBO65.1 HeT maHHEX HeT maHHEHX HeT nmaHHEX
CBO71.1L T SXKeJIE N104Q TnukosmMIMpoBaHMeE
CB0O72.1L HeT nmaHHEHX HeT nmaHHEHX HeT nmaHHEX
CB0O73.1L HeT nmaHHHX HeT nmaHHEHX HeT nmaHHEX
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CB076.2L HeT maHHBX HeT maHHBHX HeT DmaHHBHX
Jlerkasa Lenb N33D HezaMMHUPOBAHUE
CB079.1 JleTkasa Lelb G34A ODeszaMMHMpPOBaAHUE
Jlerkasa Lemnb G343 OeszaMMHUPOBaHUE
I[IPMMEP 9

HccnenoBaHMs CBSASHBAaHUS IIellTMia ¢ noMoumwbio ELISA m Octet

[loogpoBHOE BHOUMTOMIHOE KapTHUMpPOBaHMEe IMIPOBOIOMIM IOJS pgama mAb,
CrnelMOMUHEIX K G-0eJjiky RSV, ONMCaHHHEX BHIIe 10O Hasl3BaHuMem CBO017.5
n CB030.1. IlenTunel CHMHTE3UPOBAJIM C IIOMOWBK XVMMUUECKOI'O COCTaBa
Ha OCHOBe Fmoc (9-PIIyOopeHMJIME TOKCUKAPOOHWII) , VM OUMIaJIu C
IIOMOIEBI0 BHCOKOSPOEKTUBHOM XMIKOCTHOM XpoMaToIpaduu c obpalleHHOM
bazomm (HPLC). IIJjg uHCcJeOoBaHUA IIelTUI-IelTUMIOHEX B3aMMOIeMCTBUM
HEKOTOPEE MENTUOE  [TOOBepTaliu OUMOTUHUIMPOBAHUI  I10 N-KOHILY
IOCpeICTBOM cCIlelicepa Ha OCHOBE aMMHOTEeKCAaHOBOWM KMCJIOTH (Ahx) .
[lenTUOH aHalM3VPOBaJIM B OTHOMEHUM WMIOEHTMYHOCTM C IIOMOIBI MaccC-—
CIIEKTPOMETPUM C BJEeKTpopaclelieHrMeM. 0O0pas3lb aHalu3UpoBalM C
IIOMOMEBI0 CBEPXBHCOKOZOOPEKTMBHOM XUIOKOCTHOM XpoMaToTpadum (UPLC,
Alliance, Waters, Mundoprn, Maccauycerc, CIIA) c KoJOHKOM Cl8 mnius
xpoMaToTpadum obpaleHHOM (asol, ¥ »OeTeKTUPOBaHME IMPOBOOUIIM C
[IOMOWILID  OMOIOHO-MaTPUUHOTO OeTeKTopa U  MaCCOUYyBCTBUTEJIBHOI'O

meTekTopa. VCIOJNB30BaJdM TPaIMeHT, COCTaBJaABmMIM 25%/MuH, g 25-

100% ale TOHUTPUIIa (ACN) c PacTEOPUTEJIEM A (H20+0, 05%
TEPUGTOPYKCYCHOV KMUCJIOTH [TOY]) m c pacrTtBopuTeseM B (ACN+0, 05%
TFA). Bce pacTBopUTeNM OBUIM CO CTeleHbBI OUMCTKM II10 MEeHbIeM Mepe
nia HPLC.

TecTHpoOBaIN mAb B OTHOIEeHUN CBA3HBaHUA c

OUOTUHWIIMPOBAHHEIMIM  [IeITUIaMU, KOTOPHE COOepXaT ILeHTpaJbHHM
KOHCEepPBATUBHEM yUYacToK RSV-G Tumna A m B (Tabamua 15). I[IOKPHITHE
aBUIOVHOM TUTPaLUVOHHEIE 96-JIyHOUHELE [LJIaHIlEe TE [IPOMEIB &JIN u
MHKyOMpoBaJix C HnoMomeln 100 MrJI OMOTHMHMJIMPOBAHHOT'O IIeNTuna
(2,37x10-7 M) B Oydepe njua ELISA (PBS+1% FBS+0,05% Tween 20) B
TedeHre 1 Y. OpM KOMHATHOM TeMIepaType. 3aTeM I[I0CJe IIPOMEEBKU
BHOCWMJIM B JIyHKM o0 180 MKJ OJOKMpyKmeI'o Oybdepa (PBS+10% FBS) wm
MHKYyOMpoBan 1 dY. T[IpM KOMHATHOM TeMlepaType. B HaJlbHe eM

IIJIaHIMIETEI ITPOMEIBAJIVI WU MHKy@MpOBaJ'H/I C AHTUTEJIOM K MMMYHOIUIOOYJIMHY
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yeJIOBEKY, KOHBOTMPOBAaHHEM C Iepokcuma3on XpeHa (Jackson
ImmunoResearch), B TeueHme 1 Yaca IIpM KOMHATHOM TeMIepaType.
[locJjie NpPOMBHBaAHMA B KaXOyw JYHKY nobaeidainm 100 Mria cybcTpaTa O-
beHMJIeHOMaMMHa  OJIA [IepOKCUIAa3E  XpeHa (Thermo Scientific).
Peakuumow ocTaHaBJMBaiu depes 10 mmH. ¢ nomombio 100 Mg 1 M H2SO4.

[IorsiomeHre cunTHBagM Opu 490 HM.
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Tabauita 15

MMenTnoel RSV-G, MCHOOJIBByeMble IJISI MBYUYEHUSI CBSBHBAHUS aHTUTEN

Tun A, LEeHTPpaJIbHHM y4JdacTOK

Sym-1705 BroTHH-14sKOQRONKPPNKPNNDFHFEVENFVPCSICSNNPTCWAICKRIPNKKPGKKTTTKPTKK201 (SEQ ID NO:178)

Sym-1706 B1oTUH-14sKORONKPPNKPNNDFHFEVENFVPCSICSNNPTCWAICKR184 (SEQ ID NO: 173)

Tun B, LeHTpaJIbHHM ydyacTOoK

Sym—-1788 BroTnH-145sKPRPKSPPKKPKDDYHFEVENFVPCSICGNNQLCKSICKTIPSNKPKKKPTIKPTNK201 (SEQ ID NO:179)

Sym-1789 BroTHH-14sKPRPKSPPKKPKDDYHFEVEFNFVPCSICGNNQLCKSICKT184 (SEQ ID NO:180)

HpMMeanMeI IIOOUEPKHYTEIE OCTATKM OTHOCATCA K HEeIJIMKO3SMIIMPOBaHHOMY LEHTPAJIBHOMY KOHCEPBATMBHOMY

IOMEHY
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Bce mAb, omomMcaHHBE BHIIe, CBS3HBaTCa ¢ Ga- u Gb-06ejxaMmu
RSV (mpuMmep ©) M C LeHTPalIbHEM YyY4aCcTKOM I[IEeNTHUOOB THIla A M THUIla
B (maHHEIe He IOKaszaHH) . TuTpupoBaHue aHTMUTes CB017.5 m CB030.1
mokasajio, uTo 5Tu mAb wumeiorT IC50 ~20 HT/MI »OJ9 BCexX UeTHpeX
nenTunoB (durypa 3). Toabko mAb CB017.5 xapakTepusoBaJica 0OoJiee
HU3KMM MaKCHMMyM CUI'Hajla C yCeueHHBMM HelTumamu (Sym—-1706 m Sym-
1789), YKa3eBag Ha TO, JacThb SIOMUTOIIa oJs  mAb CB017.5
opencraBJygeT CcoOOM ydyaCTOK C LMCTEeMHOBOWM IeTJieM Ha C-KOHIle.
CBas3eBaHMe mAb ¢ mnentumaMm u3 G RSV Takxe omopeneusaan C
MCIIOJIb30BaHMeM IIOKPHTHX CTPelTaBMOMHOM OMoceHcopoB Ha Octet Red
384 (ForteBio). M cHOBa, mAb IIoKaz3ajM INepeKpPeCTHYID PeakKTUMBHOCTL
B OTHOMEHUM INelTHMIOB KakK Tula A, Tak M Tuna B (Tabimmuua 16).
CB030.1 rokasaJjio He3HauMTeJILHOe BoJlee BLHICOKVYIO cTeIleHb
CBA3BBAHMA C TUIIOM B IO CpaBHEeHMH C [OenTumaMm Turna A. B
IPOTUBOIIOJIOXHOCTE 2ToMy, CBO017.5 OeMOHCTPUMPOBAJIM IIOBBIIEHHEM Ha
INeNTUI TUIa A M OTCYTCTBMEe OTBeTa C 0DoJlee KOPOTKMMM IIENTUIAMMA,
yceueHHEIMM C C-KOHIa, B COOTBETCTBMUM C pesyiabTaTamMu ELISA.
Tabmuiia 16
CesismBaHMe mAb, crnemmupuuurix k¥ G RSV, ¢ nmentmmgam

RSV-G (oxreT) [RU]

[MenTun CB017.5 CB030.1
Sym-1705 3,17 0,47
Sym—-1706 -0,02 0,53
Sym—1788 2,30 0,73
Sym—-1789 0,05 1,36

RU: enOMHMIE OTBeTa

[IPMMEP 10

KapTupoBanre MMHMMAJIBHEIX SIUTOIOB (PepScan)

C ULeJbo KapTUMPOBAHMSA MMHMMAJBHOTO DIMTONAa, PaclOo3HaBaeMoT'O
mAb, TeCcTUMpPOBAaJM PeaKIMOHHOCTL B OTHONEHMM IIelITHIOB pPas3HOM
nauHel (5, 8, 10, 14, 18, 25, wiam 32-MepHEE), COOTBETCTBYKINX
LIeHTpalJlbHOMYy Yy4YacTKy RSV-G Tmna A u B (ocTaTxkm 145-201),
VCIIOJIE3YS  aHaJlu3 PepScan. CBABBIBAHME AHTUTEJ C IeNTUIaMA
oueHuBaguM B ELISA Ha ocHOBe PepScan. Kaxmoe mAb TuUTpoBau C

TeM, UYTOOH YOOCTOBEPMTECA B HOOCTUMXEHMM OIITUMMAJIBHOI'O CBASEBAHWMA,
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n 4dTo Hecneum®mquKoe CBA3EIBaHNME OBLJIO YCTPaHEeHO. Kaxneir m3
IIOJIUIIPOIIMIIEHOBEIX IIJIAHIMETOBR pPasMepOM C KPeIVMTHYI KapTy CcoepXalli

KOBaJIEHTHO CBA3aHHEIE IISIITUIOEL, KOTOPHE MHKy@MpOBaHM B TeuUeHNe

Hour npm 4°C ¢ mAb, or 1 mo 10 ur/Mu B PBS, comepxameM 5%
JIOMAaIMHOY CHBOPOTKM (0O0BeM/00BbeM), 5% OVA (Macca/obweMm) u 1%
(06weM/00beM) Tween 80 MIM B aJbTepHATMBHOM OJIOKMpymeM Oybepe
PBS, comepxameMm 4% JIOmMAOMHOM CHBOPOTKM (0O0BeM/o00beM) u 1%
(o6peMm/0bbeM) Tween 80. Ilocjie NPOMHBKM ILJIAHIETH MHKYOUPOBAJJIU C

KPOJIMYEBEVIM aHTHUTeJIOM K mAb, KOHTEBROITVMPOBaAHHEIM C nepOKcmnasoﬁ XPpeHa

(DakoCytomation) B TeueHNe 1 yaca npu 25°C. [Tocuie
OOTIOJIHUTEJILHOY  TIPOMHBKM  aKTMBHOCTL IIepOKCHUAAa3H OllIeHUMBAJIU C
noMomeilo cybcTpaTa ABTS M KOIUMUECTBEHHO OLEHMBAJIM [IPOABJIEHUE
1IBeTa, MCIOJb3ysa KaMepy Ha 0asze npubopa C 3apaO0oBOM CBA3B U
cucTeMy o0paboTkKM M30DpaXeHUM.

C T1[oMOmbK HOaHHOTO aHallM3a BHABUIM MUHMMAJILHEM TIENTUX,
KOTOPEM CBSA3HBAeTCH C aHTUTEJIOM, COOTBETCTBRYSA DHEPTIUMUHOMY SOPY
SOUTONa, M IMeNTUI C HaMBHCIIEM CTelleHbBI CBSA3HBaAHUSA, COIepXallui
OOIIOJIHUTEJIbHEE IIpujleTalie OCTaTKM, KOTOPHE TaKXe CIOCOOCTBYKT
CBA3BHBAHUID, ¥ COHOEPXUT I[IOJIHBEM BSOUTON. PeaKTMBHOCTBL aHTHUTEJ IO
OTHOWIEHMID K [eNTHUIaM M3JIOXeHa B Tabiuie 17 (oCcTaTku M300paXeHE
B BMIEe 3aIJlaBHHX OYKB) .

[IPYMEP 11

AJTaHMHOBOE CkaHMupoBaHue (PepScan)

TecTuporaJin Habop I[IeNTUIOB, Y KOTOPHX KaxXIoe IIOJIOXKEHHE
3aMeHAJIM OCTaTKOM ajJlaHMH (duIypa b5). BOKOBHE LelM KPpUTUUECKUX
IOJIS CBSA3HBaHMA UYeTHpex mAL WM3JI0XeHE B Tabimuie 17 (BHEHIOEJEHHHE
UEepHBEM XMPHBEM IMPUQTOM) .

I[IPMMEP 12

CBASHBaHME C BapMaHTHHMM HenTtumaMmm (PepScan)

Iayee aHTHUTeJla TeCTHMPOBaJIM C IaHeJdkl w3 31 nenrtuna,
KOTOPHE OXBATHBAKT IIOJIHOE pas3HooOpasMe LeHTpallbHOT'O IOoMeHa RSV-
G, KakK »BTO IpencTaBJIeHO B 0as3e GenBank nHa 1 gHBapsa 2012 rona.
Kak 1nokazaHoO Ha oQurype 6, Paclros3HaKnTCa IIpaKTUUYeCKM BCe
BCTpedawmueca B IIPpMPONe BapMaHTHHEe HNelTHuOs Tulla A m B. CB030.1

OTeEMOHCTPHPYET foJiee HUM3KYI CTelleHb CBA3HBaAHMSA C IIeNTUuIamMyv Tulla



62

A, uyueMm TMHIa B. CB017.5 B paBHOM CTeIeHM XOPOWO CBA3HBAeTCHa C
nenTmumaMy kKak Tula A, Tak M Tuna B. CB0l7.5-cBa3nBaHUe SBJISETCH
UYBCTBUTEJILHEM K MyTallMaM B IOJIOXeHMAX 190 m 192 B cjayudae cC
BapMaHTaMM Tuna A, M k MyTauum Pro90Leu B cJjydae C BapMaHTaMu
Turna B. Mytauum B Serl70Cys ABJALTCHA KpUTHUUECKMMM. MyTalumsa
Glnl75Arg  ABJIAJaCH KpuTHuueckon nyua  CBO030.l-cBa3HBaHUSA, n
nBovHasa myTauus I1lel81Phe; Ilel84Ala Takxe ABJIAJIAaCh KPUTUUECKOM
niasga CBO030.l-cBsaspBaHUA. BcrTpeuanmmecda B OIpUPOLEe  BapMaHTH,
KOTOPEHE ABJIATCHA KpUTHUYUECKYMU s CBA3HBaAHUA YeTHPbMA

aHTUTeJIaM1, W3JIOXeHH B Tabjumie 17 (o0603HaueHH IOOUEPKMBAHMUEM) .



Bnouronuoe KapTrHnpoBaHue C HCIOJJNBBOBaH#MeM MOHOKJIOHAJIBHEIX aHTHTeJI,
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Tabaura 17

cneuudmuuHilx Kk G-6enky RSV

(PepScan)
mADb Twum Kpurnuecknue oCTaTKM B LeHTPaJIbHOM KOHCEepPBaTMBHOM IOMEHEe SnuTon
RSV-A DFHFEVENEFVPCSICSNNPTCWAICKRIPNKKPGK
RSV-B DYHFEVENEVPCSICGNNQLCKSICKTIPSNKPKK
3D3 RSV-A -FHFEVFNFVPcs-c--n--c-aick-i----p-- I
RSV-B -YHFEVFNFVPCcsS-C-——-— c--ic-———————--
CBO17.3L RSV-A —-——FEVFNFVPCSICSNNPTCWAICKRIPNKKPGK IIT
RSV-B ———FEVFNFVPCSICGNNQLCKSICKTIPSNKPKK
RSV-A ———FEVFNFVPCSICSNNPTCWAICKRIPNKKPGK
CROLT. RSV-B ———FEVFNFVPCSICGNNQLCKSICKTIPSNKPKK I1T
cRo28. 1 rRSV-A | e NPTCWAICKRIPNK----
RSV-B ———FEVFNFVPCSICGNNQLCKSICKTIPS——-—--
CB030.1 RSV-A —-——FEVFNFVPCSICSNNPTCWAICK-—-—-—————— I1T
RSV-B -——-EVFNFVPCSICGNNQLCK-————————————
CB047.1 RSV-A —-——FEVFNFVPCSICSNNPTCWAICK-———————— IIT
RSV-B -———EVEFNFVPCSICGNNQLCKSICK-——=—————
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CB047.2 RSV-A ———FEVFENEVPCSICSNNPTCWAICK-———————— I1T
RSV-B ————-EVEFNEFVPCSICGNNQLCKSICK-————————

CBO71.1L RSV-A -——FEVFNEFVPCSICSNNPTCWAICKRIPNKKPGK I1T
RSV-B -——FEVFNEFVPCSICGNNQLCKSICKTIPSNKPKK

CR072.1L RSV-A -———-e-——-FVPCSICSNNPTCWAICK---n--p-- IIT
rRSVv-B |  mm—————— VPCSICGNNQLCKSIC---p-—-=-=---

CB073.1L RSV-A -——-FEVFN-v----c-n------ i-k-———-————- ITT
RSV-B —-——FEVFNEFVPCSICGNNQLCKSICKTIPS-———---

CB079.1 RSV-A DFHFEVENFVPc-ic-nn--c-aic-------—--- I1I
RSV-B -——FEVENFVPCSICGNNQLCKSICKTIPS————-

ITosicuenmue: SAIVIABHHE BYKBH = MMHMMAJIBHEI SOMTON (Hambojlee KOPOTKMUM pPeakKTUBHEII HenTun),

SATJIABHHE FBYKBE KYPCUBOM = [OHNOJIHUTEJIBHEIE OCTATKM KOTOPEE CHOCOOCTBYIOT CBS3EBaHMIO, BOLD WHITE =
KPpUTHUUYECKHE OCTATKM, MIOEHTUPUIIMPOBAHHEIE C IIOMOILIO AQaHaJIM3a IIOJIHEIX 3aMeH, OYKBHE XUPHEM HIPpUOTOM
YepHOTO 1BeTa = (OOIIOJIHU T eJIbEHEIE) KPUTHUYECKHE  OCTATKM, HUIOCHTUQUIIMDOBAHHEIE C  MCIOJIBE30BAHUEM

aJIaHMHOBOI'O CKAHMPOBAHNMA, INIOOUEPKMBAHNME = (DOMOJIHM T eJIbL HEIE ) KpnurndyeCKm1Me oCcTaTKu, MﬂeHTM@MHMpOBaHHBIe

C MCIIOJIBBOBAHMEM IHOCTYIIHBEIX HEeHTPAJIBHBEIX YUYAaCTKOB BAPMAHTHEX IIeIITHMIOB.
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[IPVMEP 13

IpobdunaxkTuueckass sbdexTMBHOCTE MAb K G-6enky

UTOOH OIIpenesinTh, npoAaBJigeT Jin mAb K G-0eJiky
npoduiiakTUUeckyn »dodexTuBHOCTL In vivo, mAb CB017.5L m CB030.1
TeCcTUpPpOBaJIM Ha MOIOEJIM XJIOIKOBOT'O XOMAKa C 3apaXeHMeM MITaMMOM
RSV-A/Long. 3Ba 24 u. OO 3apaxeHuda WHOPEeIHHM CaMilaM XJIOIIKOBOTO
XOMAKa, CepOHeTaTHBHEIM I[IO0 IapaMMKCOBMpPYCaM, BO3pacToM 6-8
HeneJlb, C IOMalas30HOM MacCcCH 60-80 T B IeHb 1, BBOIOWJIIN
BHyTpuMBIIeuHo 5 wmr/xr CBO017.5L, CB030.1, Synagis® wiu cpeny-
HOoCHTeN b (n=5 B Tpylle) B BepxXHKK dYacThk 3alHe¥ KOHeUHOCTM. B
neHb 0 XJIONKOBHX XOMSKOB 3Bapaxanm 1054 BOE mrTamma RSV-A/Long
IyTeM MHTpaHasaJlbHOV uHCcTHUIIAaumm 100 Mg (50 MKJI B KaxXOyio
HO3OpK) . Yepes 96 uW. XUBOTHEX YMEPUBJAIM IJsS OTOOpa JEeI'KUX U
HOCOBHX PaKOBMH: SA3HUKOBHEHM CE&TMeHT HNOJM JeTKOTO MCIOJbL30Ball
I0J1a BHIeJleHUs ofbmel PHK mis omnpelesieHMS HaTPy3KM o0mel BUPYCHOM
PHK ¢ wmucnojmeszsoBaHMeM KIIIIP, ocTaJIbHEE JIeT'KMe UM HOCOBEHE PaKOBUHE
VCIIOJIb30BAIM IOJIA OINpelesieHUS MVHOEeKUMOHHYK BUPYCHOM HATPy3KM C
IoMomelo TecTa BOE. Ofpas3uel KpoBU oOoTOupalX B OeHb O Iepen
3apaxeHueM (24 u 1nocJjie BBeleHMa mAb), ¥ IIpM 3aBeplleHUU
nuccigenoraHuda (Ha 96 OmeHb MM 6 OeHb IIOCJle 3apaXeHMA), UYTOOH
500eKTUMBHOCTEL IOO3MpoBaHMsA. MAb K G yMeHbBIAKT B JIETKUX U HOCOBHX
pakoBMHaxX MHOEKUMOHHHEe THUTPE BUpyCa M Harlpy3Ky BHpycHOM PHK B
10 CPaBHEHMIO CO cpeno¥-HocureseM (durypa 7). WHOEeKLUMOHHBE TUTPE
BYMpyca B JeTrkux (logio BOE/T) cHwxalmchk mo 1,694 u 1,820 logio
IpM MCIOJIB30BaHuM aHTUTeJ CB017.5 m CB030.1, COOTBeTCTBEHHO,
TOToa Kak Pe3yJILTaTOM IpodUIaK TUIECKOMN 0BpaboTkuU c
ucrnoJib30BaHueM CR9514 (3D3) Ovuio yMeHbmeHmMe pmo 0,801 logio.

[IPVMEP 14

TepanerTnueckassi sbpdexTMBHOCTE MAb K G

g omnpenejyieHNU, IPOABJIAET JIn mAb K G in vivo
TepaleBTUUeCKY 20PeKTUBHOCTE, mAb CRO17.5L u CB030.1
TeCcTUpOBaJIM Ha MOIEJIM XJIOCIIKOBOI'O XOMAKa C 3apaXeHMeM MITaMMOM
RSV-A/Long. B menr 0 wmHOPEenHEIXx CaMIOB XJIOIIKOBOTO XOMSKa,
CepOHeT'aTMBHEIX I[I0 IlapaMMKCOBUpPYCaM, BO3pacToM 6-8 Hemejb, C
IoMamnas3oHOM Macce 60-80 T B nedHb 1, Bapaxajau 1091 BOE mTamMma

RSV-A/Long nyTeM MHTpaHasaJbHOM MHCTWLIALMM 100 Mria (50 MKJI B
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Kaxayrw Ho3Ipw). UYepes 1 @OeHB TIIOCJHEe 3apaXeHMsa IIOCPelCTBOM
BHYTPUCEPIOEUHOM MHBeKIuM BBOOMIM 50 wmMr/xr CBO17.5L, CB030.1,
Synagis® (n=14 Ha TpyHony) WIM CpeOb-HOCHUTeJd (n=23 Ha TIpylmuay).
B 1menr 4 oTOupaly B CJydalHOM IOopgOKe b5 KMBOTHHX B TpyIIe,
YMEPMBJIAIM IJId oTdopa JIeTKUMX UM HOCOBHX PaKOBMH: S3LHUKOBLM
CerMeHT HOOJIM JIeTKOT'O MCIIOJbL30BaJ M IJIA BhHIOeJeHus obmer PHK s
onpeneJieHUSI HaATpPy3kM obmel BuUpycHoM PHK ¢ ucnoJsib30BaHmem KIIIP,
OCTaJIbHHE JeTKue u HOCOBEIE PaKOBUHEL VICIIOJIbL 30BaJIn oJsa
omnpenejieHMaI MHOEKIMOHHYID BMPYCHOM HaIpPy3KM C IIOMOILI TecTa BOE.
B @meHr 6 BCexX OCTaBIMXCSA XUMBOTHHX (n=9 wuiam 18 B TpyIe)
YMEPIBJIAJIN oIS oTbopa JIETKUX oJs TMCTOIATOJIOTUUYECKOTO
VccyeloBaHMda Jerkux. O0pa3lbs KpPOoBUM OTOMpaM BO 2 -OEHB IIOCJIe
3apaxeHmsa (24 4y nocJyie BBeleHuda nmAb), ¥ OpM 3aBeplleHUU
VuccyienopaHrud (B OeHb 4 wWIM @OeHbB 6 TII0CJe 3apaxXeHusa), YTOOH
IIONTBEPINTE BOOPEeKTUBHOCTE HOO3UMpOBaHMA. MAb kK G yMeHBIIART B
JETKMX WM HOCOBHEX PaKOBMHax WHPEKIMOHHEHE TUTPE BMpPyCa, HO He
Harpy3Ky BUpycCcHOM PHK B JIeTKMX II0 CPAaBHEHMID CO CpeloM—HOCUTeJIeM
(purypa 8). MVHOPeKIMOHHEE TUTPH BUpyca B JeTrkux (logig BOE/T)
CHUWXaJIMCk mno 2,356 wm 2,477 1logio IpM MCIOJB30BaHUM aHTUTEJ]
CB003.1 w CB010.7, COOTBETCTBEHHO, TOr'Da Kak pesyJsbTaToM
TepalleBTUUYeCKOM 00paboTKM C MucHoJbzoBaHuMeM CR9514 (3D3) Owuio
yMeHblleHMe Jimmb no 1,369 logio. Kpome Toro, HOBEHe mAb k G
CHWXaJIU ©aJIJe TUCTOIIATOJIOTUUECKOMN OLIeHKMU nepudbpoOHXUOJIMUTA,
[IepPUBACKYJIMTA, MHTEPCTULIMAJILHONM I[IHEBMOHMM M aJlbBeoJiMTa (durypa
9), Torma kak CR9514 (3D3) cHmkxaJIo OaJiJiel JMIbL B OTHOIEHUU

VHT epCTMLT,MaJ'[bHOﬁ ITHEBMOHUM .
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[IOCJIEDOBATEJIBHOCTHU

>CB017.3L VH - SEQ ID NO: 73

QVOLVESGGGVVQPGGSLRLSCEASGFMESVYATHWVROAPGKGLEWVAVIWHDGSNK
YYADSVKGREFTISRDNSKDTMYLOMKTLRVDDTAVYYCARDPIVGSKTDGMDVWGQGTTVTVS
S

>CB017.3L VL - SEQ ID NO: 74

SYELTOQPPSVSVSPGQTARITCSGDALADQYAYWYQQOKPGOQAPVMVIFKDNERPSGIP
ERFSGSSSGTTVTLTVSGVQSEDEADYYCQSVDSSGTYWMEGGGTKLTVL

>CB017.5L VH - SEQ ID NO: 75

QVOLVESGGGVVQPGRSLRLSCSASGEFTEFSVYAMHWVROAPGOGLEWVAIIWYDGSNK
YYADSVKGREFTISRDNSKETLYLOMNSLRVEDTAVYYCARDPIVGHTRDGLDVWGQGTTVTVS
)

>CB017.5L VL - SEQ ID NO: 76

SYELTOPPSVSVSPGQTARVTCSGDAMAEQYTYWYQOKPGOAPVLITIFKDTERPSGIP
ERFSGSSSGTTVTILTISGVQTEDEADYYCQSTDSSGTSWVEGGGTKLTVL

>CB028.1 VH - SEQ ID NO: 77

QVOLVOSGAEVKKPGASVQVSCKTSGYTESSYGISWVROAPGOGPEWMGWISTHIGTT
NYAQKLOGRVTMTTDTSTTTAYMELRSLRSDDTAVYYCARDLAKWYCSGDTCFCSGGRCYSDH
WGOQGTLVTVSS

>CB028.1 VK - SEQ ID NO: 78

DIOMTQSPSSLSASVGDRVTITCRASQSINDCLNWYQQOKPGOAPKLLISAASNLQOSGV
PSREFSGSGSETDFTLTISSLOPEDFAAYYCQOSEFSTPLTFGGGTKVEIK

>CB030.1 VH - SEQ ID NO: 79

QVOLVQSGAEMKRPGSSVKVSCKASGGTEFSTFAINWVROQAPGOGFEWMGGVIPGEDSA
NYAQKFQOQGRLTMSADESTSTVYMELSSLRSDDTAVYYCAGNSGYCSGDSCAPNWGPGTLVTVS
S

>CB030.1 VK - SEQ ID NO: 80

DIVMTQSPLSLPVTPGEPASISCRSSQSLVHSNGYSYLDWYLOKPGOSPOQLLIYLGSN
RPSGVPDREFSGSGSGTDEFTLKISRVEAEDVGVYEFCMONLOTPTEGGGTKVEIK

>CB047.1 VH - SEQ ID NO: 81

EVOLVESGGGLVQPGGSLRLSCAASGESEFSNYAMSWYROAPGKGLEWVSDISGSGNST
NEFADSVKGREFTISRDNSKNTLYLOMSSLRAEDTAVYYCAKFRVPTYCVNGICYQGLPGEDIWG
QGTMVTVSS

>CB047.1 VK - SEQ ID NO: 82

DIOMTQSPSSLSASVGDRVTITCOASQDISDYLNWYQOKPGKAPKLLIYDASNLETGV
PSREFSASGSGTIDFTEFTISSLOPEDIATYYCOHYHNLPPLEGGGTKVEIK
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>CB047.2 VH - SEQ ID NO: 83

EVOLVESGGGLVQPGGSLRLSCAASGENESNYAMSWYROAPGKGLEWVSDISSSGKTT
NSADSVKGREFTISRDNSKNTLFLOMSSLRADDTAVYYCAKFRVPTYCVNGICYQGLPGEFDIWG
QGTMVTVSS

>CB047.2 VK - SEQ ID NO: 84

DIOMTQSPSSLSASVGDRVTITCQASQDISDYLNWYQQOKPGKAPKLLIYDASNLETGV
PSRESASGSGTDFTEFTISSLOPEDFATYYCQHYHNLPPLEFGGGTKVEIK

>CB065.1 VH - SEQ ID NO: 85

QVOLVESGGGVVQPGRSLRLSCAASGEFTEFSNYGMHWVROQAPGKGLEWVTIISYDESTT
LYADSVKGRFTISRDNSKNTVYLOMNSLRPEDTAVYYCARDHFDPSGYFWYFDLWGRGTLVTV
S5

>CB065.1 VK - SEQ ID NO: 86

DIVMTQSPLSLSVTPGQPASISCKSSQSLLORDGKTYLYWYLOKPGOSPQLLIYEVSS
RESGVPDRESGSGSGTDETLKISRVEAEDVGVYYCMQGIRLPRTEFGOGTKVEIK

>CB071.1L VH - SEQ ID NO: 87

QVOLVOSGAEVKKPGSSVRVSCKASGGTEFSRYVITWVROAPGOGLEWMGGSIPIIDTS
TYAQKFODRVTITADKSTSTVYLELSSLRPEDTAIYYCAKVEFEFSNSSGPPTEGPAFDVWGOG
TMVTVSS

>CB071.1L VL - SEQ ID NO: 88

SYELTOPPSVSVSPGQTASITCSGHELGDKYVSWYQOKPGOSPVLLIYQDTNRPAGIP
ERFSGSNSGSTAFLTISATQAMDEADYYCQAWDNSHVVEGGGTKLTVL

>CB072.1L VH - SEQ ID NO: 89

QLOLOESGPGLVKPSETLSLTCTVSGGSISSNIHYWAWIRQTPGKGLEWIGYMEYGGV
AFYNPSLKSRVAISVDTSKNQFSLRLTSASAADTAVYYCARVLVASTNWEDPWGQGTLVTVSS

>CB072.1L VL - SEQ ID NO: 90

SYVLTOQPPSVSVAPGGTARITCGGDNIGTKGVHWYQQOKPGOAPVLVMYYNSDRPTGVP
ERFSGSNSGNTATLTISRLEAGDEADYYCHVWDSSGSDHVEVEGGGTKLTVL

>CB073.1L VH - SEQ ID NO: 91

QVOLVESGGGVVQPGRSLRLSCAASGEFTEFYNYAVHWVROAPGKGLEWVAVISHDGVNK
DYADSVKGRITLSRDNSKNTVYLQLNSLRPEDTAVYYCARDRSYYFGGSVEFHLYEFDYWGQGTL
VTVSS

>CB073.1L VL - SEQ ID NO: 92

OSVLTQOPPSVSGAPGORVIISCTGSSSNIGAGHDVHWYQQLPGTAPRLLIYANTNRPS
GVPDREFSASKSGNSASLVITGLOAEDEADYFCQOSHDSSLSGVLEGGGTKLTVL

>CB076.2L VH - SEQ ID NO: 93

QVOLVOSGAEVKKPGSSVKVSCKTSGDTEFSNYVVSWVROQAPGOQGLEWMGGIIPMEGTT
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NYAQRFOGRVTISADESTSTAYMEMSSLKSEDTAVYYCARDRYYEVRAGGKVLNTYYYMDVWG
KGTTVTVSS
>CB076.2L VL - SEQ ID NO: 94
SSELTODPAVSVALGHTVRITCQOGDSLRSYYTNWYQOKPGOAPVLVIFGEDNRPSGIP
DRESGSSSGDTASLTITGTQAEDEADYYCNSRDSSGNLWVEGGGTKLTVL
>CB079.1 VH - SEQ ID NO: 95
EVOLVESGGDLVQPGGSLRLSCSASGEVETSYSFHWVROAPGKGLEYVSSVSADGGST
YYADSVRGREFLISRDNSKNTLSLOMSSLRPDDTALYYCVPQPSLLWEGDLRSWGQGTLVTVSS
>CB079.1 VK - SEQ ID NO: 96
DIVMTQSPLSLPVTPGEPASISCRSSQSLLHSNGYNYLDWYLOKPGOSPQLLIYLSSN
RASGVPDREFSGSGSGTDFTLKISRVEAEDIGIYYCMOSLOTLTEFGOGTRLEIK

SEQ ID:176 (pCP9-kamnmna NOCJeOOoBaTeJILHOCTH)

TACTCTTCCTTTTTCAATATTATTGAAGCATTTATCAGGGTTATTGTCTCATGAGCGG
ATACATATTTGAATGTATTTAGAAAAATAAACAAATAGGGGTTCCGCGCACATTTCCCCGAAA
AGTGCCACCTGACGTCGACGGATCGGGAGATCTCCCGATCCCCTATGGTGCACTCTCAGTACA
ATCTGCTCTGATGCCGCATAGTTAAGCCAGTATCTGCTCCCTGCTTGTGTGTTGGAGGTCGCT
GAGTAGTGCGCGAGCAAAATTTAAGCTACAACAAGGCAAGGCTTGACCGACAATTGCATGAAG
AATCTGCTTAGGGTTAGGCGTTTTGCGCTGCTTCGCTAGGTGGTCAATATTGGCCATTAGCCA
TATTATTCATTGGTTATATAGCATAAATCAATATTGGCTATTGGCCATTGCATACGTTGTATC
CATATCATAATATGTACATTTATATTGGCTCATGTCCAACATTACCGCCATGTTGACATTGAT
TATTGACTAGTTATTAATAGTAATCAATTACGGGGTCATTAGTTCATAGCCCATATATGGAGT
TCCGCGTTACATAACTTACGGTAAATGGCCCGCCTGGCTGACCGCCCAACGACCCCCGCCCAT
TGACGTCAATAATGACGTATGTTCCCATAGTAACGCCAATAGGGACTTTCCATTGACGTCAAT
GGGTGGAGTATTTACGGTAAACTGCCCACTTGGCAGTACATCAAGTGTATCATATGCCAAGTA
CGCCCCCTATTGACGTCAATGACGGTAAATGGCCCGCCTGGCATTATGCCCAGTACATGACCT
TATGGGACTTTCCTACTTGGCAGTACATCTACGTATTAGTCATCGCTATTACCATGGTGATGC
GGTTTTGGCAGTACATCAATGGGCGTGGATAGCGGTTTGACTCACGGGGATTTCCAAGTCTCC
ACCCCATTGACGTCAATGGGAGTTTGTTTTGGCACCAAAATCAACGGGACTTTCCAAAATGTC
GTAACAACTCCGCCCCATTGACGCAAATGGGCGGTAGGCGTGTACGGTGGGAGGTCTATATAA
GCAGAGCTCGTTTAGTGAACCGTCAGATCGCCTGGAGACGCCATCCACGCTGTTTTGACCTCC
ATAGAAGACACCGGGACCGATCCAGCCTCCGCGGCCGGGAACGGTGCATTGGAAGCTTGGTAC
CGAGCTCGGATCCTTAATTAACTCGAGGCCCGAGCCCGGGCGAGCCCAGACACTGGACGCTGA
ACCTCGCGGACAGTTAAGAACCCAGGGGCCTCTGCGCCCTGGGCCCAGCTCTGTCCCACACCG
CGGTCACATGGCACCACCTCTCTTGCAGCCTCCACCAAGGGCCCATCGGTCTTCCCCCTGGCA
CCCTCCTCCAAGAGCACCTCTGGGGEGCACAGCGGCCCTGGGECTGCCTGGTCAAGGACTACTTC
CCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGGCGTGCACACCTTCCCG



70

GCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTGCCCTCCAGCAGC
TTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGACAAG
AGAGTTGGTGAGAGGCCAGCACAGGGAGGGAGGGTGTCTGCTGGAAGCCAGGCTCAGCGCTCC
TGCCTGGACGCATCCCGGCTATGCAGTCCCAGTCCAGGGCAGCAAGGCAGGCCCCGTCTGCCT
CTTCACCCGGAGGCCTCTGCCCGCCCCACTCATGCTCAGGGAGAGGGTCTTCTGGCTTTTTCC
CCAGGCTCTGGGCAGGCACGGGCTAGGTGCCCCTAACCCAGGCCCTGCACACAAAGGGGCAGG
TGCTGGGCTCAGACCTGCCAAGAGCCATATCCGGGAGGACCCTGCCCCTGACCTAAGCCCACC
CCAAAGGCCAAACTCTCCACTCCCTCAGCTCGGACACCTTCTCTCCTCCCAGATTCCAGTAAC
TCCCAATCTTCTCTCTGCAGAGCCCAAATCTTGTGACAAAACTCACACATGCCCACCGTGCCC
AGGTAAGCCAGCCCAGGCCTCGCCCTCCAGCTCAAGGCGGGACAGGTGCCCTAGAGTAGCCTG
CATCCAGGGACAGGCCCCAGCCGGGTGCTGACACGTCCACCTCCATCTCTTCCTCAGCACCTG
AACTCCTGGGGGGACCGTCAGTCTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCT
CCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGT
TCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGT
ACAACAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCA
AGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCA
AAGCCAAAGGTGGGACCCGTGGGGETGCGAGGGCCACATGGACAGAGGCCGGLCTCGGCCCACCC
TCTGCCCTGAGAGTGACCGCTGTACCAACCTCTGTCCCTACAGGGCAGCCCCGAGAACCACAG
GTGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTG
GTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAAC
AACTACAAGACCACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTATAGCAAGCTC
ACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCT
CTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAATGAGCTAGCGAATTC
ACCGGTACCAAGCTTAAGTTTAAACCGCTGATCAGCCTCGACTGTGCCTTCTAGTTGCCAGCC
ATCTGTTGTTTGCCCCTCCCCCGTGCCTTCCTTGACCCTGGAAGGTGCCACTCCCACTGTCCT
TTCCTAATAAAATGAGGAAATTGCATCGCATTGTCTGAGTAGGTGTCATTCTATTCTGGGGGG
TGGGGTGGGGCAGGACAGCAAGGGGGAGGAT TGGGAAGACAATAGCAGGCATGCTGGGGATGC
GGTGGGCTCTATGGCTTCTGAGGCGGAAAGAACCAGCTGGGGCTCTAGGGGGTATCCCCACGC
GCCCTGTAGCGGCGCATTAAGCGCGGCGGETGTGGTGGTTACGCGCAGCGTGACCGCTACACT
TGCCAGCGCCTAGCGCCCGCTCCTTTCGCTTTCTTCCCTTCCTTTCTCGCCACGTTCGCCGGL
TTTCCCCGTCAAGCTCTAAATCGGGGGCTCCCTTTAGGGTTCCGATTTAGTGCTTTACGGCAC
CTCGACCCCAAAAAACTTGATTAGGGTGATGGTTCACGTAGTGGGCCATCGCCCTGATAGACG
GTTTTTCGCCCTTTGACGTTGGAGTCCACGTTCTTTAATAGTGGACTCTTGTTCCAAACTGGA
ACAACACTCAACCCTATCTCGGTCTATTCTTTTGATTTATAAGGGATTTTGCCGATTTCGGCC
TATTGGTTAAAAAATGAGCTGATTTAACAAAAATTTAACGCGAATTAATTCTGTGGAATGTGT
GTCAGTTAGGGTGTGGAAAGTCCCCAGGCTCCCCAGCAGGCAGAAGTATGCAAAGCATGCATC
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TCAATTAGTCAGCAACCAGGTGTGGAAAGTCCCCAGGCTCCCCAGCAGGCAGAAGTATGCAAA
GCATGCATCTCAATTAGTCAGCAACCATAGTCCCGCCCCTAACTCCGCCCATCCCGCCCCTAA
CTCCGCCCAGTTCCGCCCATTCTCCGCCCCATGGCTGACTAATTTTTTTTATTTATGCAGAGG
CCGAGGCCGCCTCTGCCTCTGAGCTATTCCAGAAGTAGTGAGGAGGCTTTTTTGGAGGCCTAG
GCTTTTGCAAAAAGCTCCCGGGAGCTTGGATATCCATTTTCGGATCTGATCAAGAGACAGGAT
GAGGATCGTTTCGCATGATTGAACAAGATGGATTGCACGCAGGTTCTCCGGCCGCTTGGGTGG
AGAGGCTATTCGGCTATGACTGGGCACAACAGACAATCGGCTGCTCTGATGCCGCCGTGTTCC
GGCTGTCAGCGCAGGGGCGCCCGGTTCTTTTTGTCAAGACCGACCTGTCCGGTGCCCTGAATG
AACTGCAGGACGAGGCAGCGCGGCTATCGTGGCTGGCCACGACGGGCGTTCCTTGCGCAGCTG
TGCTCGACGTTGTCACTGAAGCGGGAAGGGACTGGCTGCTATTGGGCGAAGTGCCGGGGCAGG
ATCTCCTGTCATCTCACCTTGCTCCTGCCGAGAAAGTATCCATCATGGCTGATGCAATGCGGC
GGCTGCATACGCTTGATCCGGCTACCTGCCCATTCGACCACCAAGCGAAACATCGCATCGAGC
GAGCACGTACTCGGATGGAAGCCGGTCTTGTCGATCAGGATGATCTGGACGAAGAGCATCAGG
GGCTCGCGCCAGCCGAACTGTTCGCCAGGCTCAAGGCGCGCATGCCCGACGGCGAGGATCTCG
TCGTGACCCATGGCGATGCCTGCTTGCCGAATATCATGGTGGAAAATGGCCGCTTTTCTGGAT
TCATCGACTGTGGCCGGCTGGGTGTGGCGGACCGCTATCAGGACATAGCGTTGGCTACCCGTG
ATATTGCTGAAGAGCTTGGCGGCGAATGGGCTGACCGCTTCCTCGTGCTTTACGGTATCGCCG
CTCCCGATTCGCAGCGCATCGCCTTCTATCGCCTTCTTGACGAGTTCTTCTGAGCGGGACTCT
GGGGTTCGGTGCTACGAGATTTCGATTCCACCGCCGCCTTCTATGAAAGGTTGGGCTTCGGAA
TCGTTTTCCGGGACGCCGGCTGGATGATCCTCCAGCGCGGGGATCTCATGCTGGAGTTCTTCG
CCCACCCCAACTTGTTTATTGCAGCTTATAATGGTTACAAATAAAGCAATAGCATCACAAATT
TCACAAATAAAGCATTTTTTTCACTGCATTCTAGTTGTGGTTTGTCCAAACTCATCAATGTAT
CTTATCATGTCTGTATACCGTCGACCTCTAGCTAGAGCTTGGCGTAATCATGGTCATAGCTGT
TTCCTGTGTGAAATTGTTATCCGCTCACAATTCCACACAACATACGAGCCGGAAGCATAAAGT
GTAAAGCCTGGGGTGCCTAATGAGTGAGCTAACTCACATTAATTGCGTTGCGCTCACTGCCCG
CTTTCCAGTCGGGAAACCTGTCGTGCCAGAATTGCATGAAGAATCTGCTTAGGGTTAGGCGTT
TTGCGCTGCTTCGCTAGGTGGTCAATATTGGCCATTAGCCATATTATTCATTGGTTATATAGC
ATAAATCAATATTGGCTATTGGCCATTGCATACGTTGTATCCATATCATAATATGTACATTTA
TATTGGCTCATGTCCAACATTACCGCCATGTTGACATTGATTATTGACTAGTTATTAATAGTA
ATCAATTACGGGGTCATTAGTTCATAGCCCATATATGGAGTTCCGCGTTACATAACTTACGGT
AANTGGCCCGCCTGGCTGACCGCCCAACGACCCCCGCCCATTGACGTCAATAATGACGTATGT
TCCCATAGTAACGCCAATAGGGACTTTCCATTGACGTCAATGGGTGGAGTATTTACGGTAAAC
TGCCCACTTGGCAGTACATCAAGTGTATCATATGCCAAGTACGCCCCCTATTGACGTCAATGA
CGGTAAATGGCCCGCCTGGCATTATGCCCAGTACATGACCTTATGGGACTTTCCTACTTGGCA
GTACATCTACGTATTAGTCATCGCTATTACCATGGTGATGCGGTTTTGGCAGTACATCAATGG
GCGTGGATAGCGGTTTGACTCACGGGGATTTCCAAGTCTCCACCCCATTGACGTCAATGGGAG
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TTTGTTTTGGCACCAAAATCAACGGGACTTTCCAAAATGTCGTAACAACTCCGCCCCATTGAC
GCAAATGGGCGGTAGGCGTGTACGGTGGGAGGTCTATATAAGCAGAGCTCGTTTAGTGAACCG
TCAGATCGCCTGGAGACGCCATCCACGCTGTTTTGACCTCCATAGAAGACACCGGGACCGATC
CAGCCTCCGCGGCCGGGAACGGTGCATTGGAAGCTTGGTACCGGTGAATTCGGCGCGCCAGAT
CTGCGGCCGCTAGGAAGAAACTCAAAACATCAAGATTTTAAATACGCTTCTTGGTCTCCTTGC
TATAATTATCTGGGATAAGCATGCTGTTTTCTGTCTGTCCCTAACATGCCCTGTGATTATCCG
CAAACAACACACCCAAGGGCAGAACTTTGTTACTTAAACACCATCCTGTTTGCTTCTTTCCTC
AGGAACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAATCTGG
AACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAA
GGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGA
CAGCACCTACAGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGACTACGAGAAACACAAAGT
CTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCCGTCACAAAGAGCTTCAACAGGGG
AGAGTGTTAGTTAACGGATCGATCCGAGCTCGGTACCAAGCTTAAGTTTAAACCGCTGATCAG
CCTCGACTGTGCCTTCTAGTTGCCAGCCATCTGTTGTTTGCCCCTCCCCCGTGCCTTCCTTGA
CCCTGGAAGGTGCCACTCCCACTGTCCTTTCCTAATAAAATGAGGAAATTGCATCGCATTGTC
TGAGTAGGTGTCATTCTATTCTGGGGGGETGGGGETGGGGCAGGACAGCAAGGGGGAGGATTGGG
AAGACAATAGCAGGCATGCTGGGGATGCGGTGGGCTCTATGGCTTCTGAGGCGGAAAGAACCA
GCTGCATTAATGAATCGGCCAACGCGCGGEGAGAGGCGGTTTGCGTATTGGGCGCTCTTCCGC
TTCCTCGCTCACTGACTCGCTGCGCTCGGTCGTTCGGCTGCGGCGAGCGGTATCAGCTCACTC
AAAGGCGGTAATACGGTTATCCACAGAATCAGGGGATAACGCAGGAAAGAACATGTGAGCAAA
AGGCCAGCAAAAGGCCAGGAACCGTAAAAAGGCCGCGTTGCTGGCGTTTTTCCATAGGCTCCG
CCCCCCTGACGAGCATCACAAAAATCGACGCTCAAGTCAGAGGTGGCGAAACCCGACAGGACT
ATAAAGATACCAGGCGTTTCCCCCTGGAAGCTCCCTCGTGCGCTCTCCTGTTCCGACCCTGCC
GCTTACCGGATACCTGTCCGCCTTTCTCCCTTCGGGAAGCGTGGCGCTTTCTCATAGCTCACG
CTGTAGGTATCTCAGTTCGGTGTAGGTCGTTCGCTCCAAGCTGGGCTGTGTGCACGAACCCCC
CGTTCAGCCCGACCGCTGCGCCTTATCCGGTAACTATCGTCTTGAGTCCAACCCGGTAAGACA
CGACTTATCGCCACTGGCAGCAGCCACTGGTAACAGGATTAGCAGAGCGAGGTATGTAGGCGG
TGCTACAGAGTTCTTGAAGTGGTGGCCTAACTACGGCTACACTAGAAGAACAGTATTTGGTAT
CTGCGCTCTGCTGAAGCCAGTTACCTTCGGAAAAAGAGTTGGTAGCTCTTGATCCGGCAAACA
AACCACCGCTGGTAGCGGTGGTTTTTTTGTTTGCAAGCAGCAGAT TACGCGCAGAAARANAGG
ATCTCAAGAAGATCCTTTGATCTTTTCTACGGGGTCTGACGCTCAGTGGAACGAARAACTCACG
TTAAGGGATTTTGGTCATGAGATTATCAAAAAGGATCTTCACCTAGATCCTTTTAAATTAAAA
ATGAAGTTTTAAATCAATCTAAAGTATATATGAGTAAACTTGGTCTGACAGTTACCAATGCTT
AATCAGTGAGGCACCTATCTCAGCGATCTGTCTATTTCGTTCATCCATAGTTGCCTGACTCCC
CGTCGTGTAGATAACTACGATACGGGAGGGCTTACCATCTGGCCCCAGTGCTGCAATGATACC
GCGAGACCCACGCTCACCGGCTCCAGATTTATCAGCAATAAACCAGCCAGCCGGAAGGGCCGA
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GCGCAGAAGTGGTCCTGCAACTTTATCCGCCTCCATCCAGTCTATTAATTGTTGCCGGGAAGC
TAGAGTAAGTAGTTCGCCAGTTAATAGTTTGCGCAACGTTGTTGCCATTGCTACAGGCATCGT
GGTGTCACGCTCGTCGTTTGGTATGGCTTCATTCAGCTCCGGTTCCCAACGATCAAGGCGAGT
TACATGATCCCCCATGTTGTGCAAAAAAGCGGTTAGCTCCTTCGGTCCTCCGATCGTTGTCAG
AAGTAAGTTGGCCGCAGTGTTATCACTCATGGTTATGGCAGCACTGCATAATTCTCTTACTGT
CATGCCATCCGTAAGATGCTTTTCTGTGACTGGTGAGTACTCAACCAAGTCATTCTGAGAATA
GTGTATGCGGCGACCGAGTTGCTCTTGCCCGGCGTCAATACGGGATAATACCGCGCCACATAG
CAGAACTTTAAAAGTGCTCATCATTGGAAAACGTTCTTCGGGGCGAAAACTCTCAAGGATCTT
ACCGCTGTTGAGATCCAGTTCGATGTAACCCACTCGTGCACCCAACTGATCTTCAGCATCTTT
TACTTTCACCAGCGTTTCTGGGTGAGCAAAAACAGGAAGGCAAAATGCCGCAAAAAAGGGAAT
AAGGGCGACACGGAAATGTTGAATACTCA

SEQ ID: 177 pCP9-maMbna MIOCIeNOBaTEJIBLHOCTD

TACTCTTCCTTTTTCAATATTATTGAAGCATTTATCAGGGTTATTGTCTCATGAGCGG
ATACATATTTGAATGTATTTAGAAAAATAAACAAATAGGGGTTCCGCGCACATTTCCCCGAAA
AGTGCCACCTGACGTCGACGGATCGGGAGATCTCCCGATCCCCTATGGTGCACTCTCAGTACA
ATCTGCTCTGATGCCGCATAGTTAAGCCAGTATCTGCTCCCTGCTTGTGTGTTGGAGGTCGCT
GAGTAGTGCGCGAGCAAAATTTAAGCTACAACAAGGCAAGGCTTGACCGACAATTGCATGAAG
AATCTGCTTAGGGTTAGGCGTTTTGCGCTGCTTCGCTAGGTGGTCAATATTGGCCATTAGCCA
TATTATTCATTGGTTATATAGCATAAATCAATATTGGCTATTGGCCATTGCATACGTTGTATC
CATATCATAATATGTACATTTATATTGGCTCATGTCCAACATTACCGCCATGTTGACATTGAT
TATTGACTAGTTATTAATAGTAATCAATTACGGGGTCATTAGTTCATAGCCCATATATGGAGT
TCCGCGTTACATAACTTACGGTAAATGGCCCGCCTGGCTGACCGCCCAACGACCCCCGCCCAT
TGACGTCAATAATGACGTATGTTCCCATAGTAACGCCAATAGGGACTTTCCATTGACGTCAAT
GGGTGGAGTATTTACGGTAAACTGCCCACTTGGCAGTACATCAAGTGTATCATATGCCAAGTA
CGCCCCCTATTGACGTCAATGACGGTAAATGGCCCGCCTGGCATTATGCCCAGTACATGACCT
TATGGGACTTTCCTACTTGGCAGTACATCTACGTATTAGTCATCGCTATTACCATGGTGATGC
GGTTTTGGCAGTACATCAATGGGCGTGGATAGCGGTTTGACTCACGGGGATTTCCAAGTCTCC
ACCCCATTGACGTCAATGGGAGTTTGTTTTGGCACCAAAATCAACGGGACTTTCCAAAATGTC
GTAACAACTCCGCCCCATTGACGCAAATGGGCGGTAGGCGTGTACGGTGGGAGGTCTATATAA
GCAGAGCTCGTTTAGTGAACCGTCAGATCGCCTGGAGACGCCATCCACGCTGTTTTGACCTCC
ATAGAAGACACCGGGACCGATCCAGCCTCCGCGGCCGGGAACGGTGCATTGGAAGCTTGGTAC
CGAGCTCGGATCCTTAATTAACTCGAGGCCCGAGCCCGGGCGAGCCCAGACACTGGACGCTGA
ACCTCGCGGACAGTTAAGAACCCAGGGGCCTCTGCGCCCTGGGCCCAGCTCTGTCCCACACCG
CGGTCACATGGCACCACCTCTCTTGCAGCCTCCACCAAGGGCCCATCGGTCTTCCCCCTGGCA
CCCTCCTCCAAGAGCACCTCTGGGGEGCACAGCGGCCCTGGGECTGCCTGGTCAAGGACTACTTC
CCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGGCGTGCACACCTTCCCG
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GCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTGCCCTCCAGCAGC
TTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGACAAG
AGAGTTGGTGAGAGGCCAGCACAGGGAGGGAGGGTGTCTGCTGGAAGCCAGGCTCAGCGCTCC
TGCCTGGACGCATCCCGGCTATGCAGTCCCAGTCCAGGGCAGCAAGGCAGGCCCCGTCTGCCT
CTTCACCCGGAGGCCTCTGCCCGCCCCACTCATGCTCAGGGAGAGGGTCTTCTGGCTTTTTCC
CCAGGCTCTGGGCAGGCACGGGCTAGGTGCCCCTAACCCAGGCCCTGCACACAAAGGGGCAGG
TGCTGGGCTCAGACCTGCCAAGAGCCATATCCGGGAGGACCCTGCCCCTGACCTAAGCCCACC
CCAAAGGCCAAACTCTCCACTCCCTCAGCTCGGACACCTTCTCTCCTCCCAGATTCCAGTAAC
TCCCAATCTTCTCTCTGCAGAGCCCAAATCTTGTGACAAAACTCACACATGCCCACCGTGCCC
AGGTAAGCCAGCCCAGGCCTCGCCCTCCAGCTCAAGGCGGGACAGGTGCCCTAGAGTAGCCTG
CATCCAGGGACAGGCCCCAGCCGGGTGCTGACACGTCCACCTCCATCTCTTCCTCAGCACCTG
AACTCCTGGGGGGACCGTCAGTCTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCT
CCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGT
TCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGT
ACAACAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCA
AGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCA
AAGCCAAAGGTGGGACCCGTGGGGETGCGAGGGCCACATGGACAGAGGCCGGLCTCGGCCCACCC
TCTGCCCTGAGAGTGACCGCTGTACCAACCTCTGTCCCTACAGGGCAGCCCCGAGAACCACAG
GTGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTG
GTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAAC
AACTACAAGACCACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTATAGCAAGCTC
ACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCT
CTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAATGAGCTAGCGAATTC
ACCGGTACCAAGCTTAAGTTTAAACCGCTGATCAGCCTCGACTGTGCCTTCTAGTTGCCAGCC
ATCTGTTGTTTGCCCCTCCCCCGTGCCTTCCTTGACCCTGGAAGGTGCCACTCCCACTGTCCT
TTCCTAATAAAATGAGGAAATTGCATCGCATTGTCTGAGTAGGTGTCATTCTATTCTGGGGGG
TGGGGTGGGGCAGGACAGCAAGGGGGAGGAT TGGGAAGACAATAGCAGGCATGCTGGGGATGC
GGTGGGCTCTATGGCTTCTGAGGCGGAAAGAACCAGCTGGGGCTCTAGGGGGTATCCCCACGC
GCCCTGTAGCGGCGCATTAAGCGCGGCGGETGTGGTGGTTACGCGCAGCGTGACCGCTACACT
TGCCAGCGCCTAGCGCCCGCTCCTTTCGCTTTCTTCCCTTCCTTTCTCGCCACGTTCGCCGGL
TTTCCCCGTCAAGCTCTAAATCGGGGGCTCCCTTTAGGGTTCCGATTTAGTGCTTTACGGCAC
CTCGACCCCAAAAAACTTGATTAGGGTGATGGTTCACGTAGTGGGCCATCGCCCTGATAGACG
GTTTTTCGCCCTTTGACGTTGGAGTCCACGTTCTTTAATAGTGGACTCTTGTTCCAAACTGGA
ACAACACTCAACCCTATCTCGGTCTATTCTTTTGATTTATAAGGGATTTTGCCGATTTCGGCC
TATTGGTTAAAAAATGAGCTGATTTAACAAAAATTTAACGCGAATTAATTCTGTGGAATGTGT
GTCAGTTAGGGTGTGGAAAGTCCCCAGGCTCCCCAGCAGGCAGAAGTATGCAAAGCATGCATC
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TCAATTAGTCAGCAACCAGGTGTGGAAAGTCCCCAGGCTCCCCAGCAGGCAGAAGTATGCAAA
GCATGCATCTCAATTAGTCAGCAACCATAGTCCCGCCCCTAACTCCGCCCATCCCGCCCCTAA
CTCCGCCCAGTTCCGCCCATTCTCCGCCCCATGGCTGACTAATTTTTTTTATTTATGCAGAGG
CCGAGGCCGCCTCTGCCTCTGAGCTATTCCAGAAGTAGTGAGGAGGCTTTTTTGGAGGCCTAG
GCTTTTGCAAAAAGCTCCCGGGAGCTTGGATATCCATTTTCGGATCTGATCAAGAGACAGGAT
GAGGATCGTTTCGCATGATTGAACAAGATGGATTGCACGCAGGTTCTCCGGCCGCTTGGGTGG
AGAGGCTATTCGGCTATGACTGGGCACAACAGACAATCGGCTGCTCTGATGCCGCCGTGTTCC
GGCTGTCAGCGCAGGGGCGCCCGGTTCTTTTTGTCAAGACCGACCTGTCCGGTGCCCTGAATG
AACTGCAGGACGAGGCAGCGCGGCTATCGTGGCTGGCCACGACGGGCGTTCCTTGCGCAGCTG
TGCTCGACGTTGTCACTGAAGCGGGAAGGGACTGGCTGCTATTGGGCGAAGTGCCGGGGCAGG
ATCTCCTGTCATCTCACCTTGCTCCTGCCGAGAAAGTATCCATCATGGCTGATGCAATGCGGC
GGCTGCATACGCTTGATCCGGCTACCTGCCCATTCGACCACCAAGCGAAACATCGCATCGAGC
GAGCACGTACTCGGATGGAAGCCGGTCTTGTCGATCAGGATGATCTGGACGAAGAGCATCAGG
GGCTCGCGCCAGCCGAACTGTTCGCCAGGCTCAAGGCGCGCATGCCCGACGGCGAGGATCTCG
TCGTGACCCATGGCGATGCCTGCTTGCCGAATATCATGGTGGAAAATGGCCGCTTTTCTGGAT
TCATCGACTGTGGCCGGCTGGGTGTGGCGGACCGCTATCAGGACATAGCGTTGGCTACCCGTG
ATATTGCTGAAGAGCTTGGCGGCGAATGGGCTGACCGCTTCCTCGTGCTTTACGGTATCGCCG
CTCCCGATTCGCAGCGCATCGCCTTCTATCGCCTTCTTGACGAGTTCTTCTGAGCGGGACTCT
GGGGTTCGGTGCTACGAGATTTCGATTCCACCGCCGCCTTCTATGAAAGGTTGGGCTTCGGAA
TCGTTTTCCGGGACGCCGGCTGGATGATCCTCCAGCGCGGGGATCTCATGCTGGAGTTCTTCG
CCCACCCCAACTTGTTTATTGCAGCTTATAATGGTTACAAATAAAGCAATAGCATCACAAATT
TCACAAATAAAGCATTTTTTTCACTGCATTCTAGTTGTGGTTTGTCCAAACTCATCAATGTAT
CTTATCATGTCTGTATACCGTCGACCTCTAGCTAGAGCTTGGCGTAATCATGGTCATAGCTGT
TTCCTGTGTGAAATTGTTATCCGCTCACAATTCCACACAACATACGAGCCGGAAGCATAAAGT
GTAAAGCCTGGGGTGCCTAATGAGTGAGCTAACTCACATTAATTGCGTTGCGCTCACTGCCCG
CTTTCCAGTCGGGAAACCTGTCGTGCCAGAATTGCATGAAGAATCTGCTTAGGGTTAGGCGTT
TTGCGCTGCTTCGCTAGGTGGTCAATATTGGCCATTAGCCATATTATTCATTGGTTATATAGC
ATAAATCAATATTGGCTATTGGCCATTGCATACGTTGTATCCATATCATAATATGTACATTTA
TATTGGCTCATGTCCAACATTACCGCCATGTTGACATTGATTATTGACTAGTTATTAATAGTA
ATCAATTACGGGGTCATTAGTTCATAGCCCATATATGGAGTTCCGCGTTACATAACTTACGGT
AANTGGCCCGCCTGGCTGACCGCCCAACGACCCCCGCCCATTGACGTCAATAATGACGTATGT
TCCCATAGTAACGCCAATAGGGACTTTCCATTGACGTCAATGGGTGGAGTATTTACGGTAAAC
TGCCCACTTGGCAGTACATCAAGTGTATCATATGCCAAGTACGCCCCCTATTGACGTCAATGA
CGGTAAATGGCCCGCCTGGCATTATGCCCAGTACATGACCTTATGGGACTTTCCTACTTGGCA
GTACATCTACGTATTAGTCATCGCTATTACCATGGTGATGCGGTTTTGGCAGTACATCAATGG
GCGTGGATAGCGGTTTGACTCACGGGGATTTCCAAGTCTCCACCCCATTGACGTCAATGGGAG



76

TTTGTTTTGGCACCAAAATCAACGGGACTTTCCAAAATGTCGTAACAACTCCGCCCCATTGAC
GCAAATGGGCGGTAGGCGTGTACGGTGGGAGGTCTATATAAGCAGAGCTCGTTTAGTGAACCG
TCAGATCGCCTGGAGACGCCATCCACGCTGTTTTGACCTCCATAGAAGACACCGGGACCGATC
CAGCCTCCGCGGCCGGGAACGGTGCATTGGAAGCTTGGTACCGGTGAATTCGGCGCGCCAGAT
CTGCGGCCGCTAGGAAGAAACTCAAAACATCAAGATTTTAAATACGCTTCTTGGTCTCCTTGC
TATAATTATCTGGGATAAGCATGCTGTTTTCTGTCTGTCCCTAACATGCCCTGTGATTATCCG
CAAACAACACACCCAAGGGCAGAACTTTGTTACTTAAACACCATCCTGTTTGCTTCTTTCCTC
AGGTCAGCCCAAGGCTGCCCCCTCGGTCACTCTGTTCCCGCCCTCCTCTGAGGAGCTTCAAGC
CAACAAGGCCACACTGGTGTGTCTCATAAGTGACTTCTACCCGGGAGCCGTGACAGTGGCCTG
GAAGGCAGATAGCAGCCCCGTCAAGGCGGGAGTGGAGACCACCACACCCTCCAAACAAAGCAA
CAACAAGTACGCGGCCAGCAGCTACCTGAGCCTGACGCCTGAGCAGTGGAAGTCCCACAGAAG
CTACAGCTGCCAGGTCACGCATGAAGGGAGCACCGTGGAGAAGACAGTGGCCCCTACAGAATG
TTCATAGAGTTAACGGATCGATCCGAGCTCGGTACCAAGCTTAAGTTTAAACCGCTGATCAGC
CTCGACTGTGCCTTCTAGTTGCCAGCCATCTGTTGTTTGCCCCTCCCCCGTGCCTTCCTTGAC
CCTGGAAGGTGCCACTCCCACTGTCCTTTCCTAATAAAATGAGGAAATTGCATCGCATTGTCT
GAGTAGGTGTCATTCTATTCTGGGGGGETGGGETGGEGCAGGACAGCAAGGGGGAGGATTGGGA
AGACAATAGCAGGCATGCTGGGGATGCGGTGGGCTCTATGGCTTCTGAGGCGGAAAGAACCAG
CTGCATTAATGAATCGGCCAACGCGCGGGEGAGAGGLCGGTTTGCGTATTGGGCGCTCTTCCGCT
TCCTCGCTCACTGACTCGCTGCGCTCGGTCGTTCGGCTGCGGCGAGCGGTATCAGCTCACTCA
AAGGCGGTAATACGGTTATCCACAGAATCAGGGGATAACGCAGGAAAGAACATGTGAGCAAAA
GGCCAGCAAAAGGCCAGGAACCGTAAAAAGGCCGCGTTGCTGGCGTTTTTCCATAGGCTCCGC
CCCCCTGACGAGCATCACAAAAATCGACGCTCAAGTCAGAGGTGGCGAAACCCGACAGGACTA
TAAAGATACCAGGCGTTTCCCCCTGGAAGCTCCCTCGTGCGCTCTCCTGTTCCGACCCTGCCG
CTTACCGGATACCTGTCCGCCTTTCTCCCTTCGGGAAGCGTGGCGCTTTCTCATAGCTCACGC
TGTAGGTATCTCAGTTCGGTGTAGGTCGTTCGCTCCAAGCTGGGCTGTGTGCACGAACCCCCC
GTTCAGCCCGACCGCTGCGCCTTATCCGGTAACTATCGTCTTGAGTCCAACCCGGTAAGACAC
GACTTATCGCCACTGGCAGCAGCCACTGGTAACAGGATTAGCAGAGCGAGGTATGTAGGCGGT
GCTACAGAGTTCTTGAAGTGGTGGCCTAACTACGGCTACACTAGAAGAACAGTATTTGGTATC
TGCGCTCTGCTGAAGCCAGTTACCTTCGGAAAAAGAGTTGGTAGCTCTTGATCCGGCAAACAA
ACCACCGCTGGTAGCGGTGGTTTTTTTGTTTGCAAGCAGCAGATTACGCGCAGAAAARAANAGGA
TCTCAAGAAGATCCTTTGATCTTTTCTACGGGGTCTGACGCTCAGTGGAACGAAAACTCACGT
TAAGGGATTTTGGTCATGAGATTATCAAAAAGGATCTTCACCTAGATCCTTTTAAATTAAAAA
TGAAGTTTTAAATCAATCTAAAGTATATATGAGTAAACTTGGTCTGACAGTTACCAATGCTTA
ATCAGTGAGGCACCTATCTCAGCGATCTGTCTATTTCGTTCATCCATAGTTGCCTGACTCCCC
GTCGTGTAGATAACTACGATACGGGAGGGCTTACCATCTGGCCCCAGTGCTGCAATGATACCG
CGAGACCCACGCTCACCGGCTCCAGATTTATCAGCAATAAACCAGCCAGCCGGAAGGGCCGAG
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CGCAGAAGTGGTCCTGCAACTTTATCCGCCTCCATCCAGTCTATTAATTGTTGCCGGGAAGCT
AGAGTAAGTAGTTCGCCAGTTAATAGTTTGCGCAACGTTGTTGCCATTGCTACAGGCATCGTG
GTGTCACGCTCGTCGTTTGGTATGGCTTCATTCAGCTCCGGTTCCCAACGATCAAGGCGAGTT
ACATGATCCCCCATGTTGTGCAAAAAAGCGGTTAGCTCCTTCGGTCCTCCGATCGTTGTCAGA
AGTAAGTTGGCCGCAGTGTTATCACTCATGGTTATGGCAGCACTGCATAATTCTCTTACTGTC
ATGCCATCCGTAAGATGCTTTTCTGTGACTGGTGAGTACTCAACCAAGTCATTCTGAGAATAG
TGTATGCGGCGACCGAGTTGCTCTTGCCCGGCGTCAATACGGGATAATACCGCGCCACATAGC
AGAACTTTAAAAGTGCTCATCATTGGAAAACGTTCTTCGGGGCGAAAACTCTCAAGGATCTTA
CCGCTGTTGAGATCCAGTTCGATGTAACCCACTCGTGCACCCAACTGATCTTCAGCATCTTTT
ACTTTCACCAGCGTTTCTGGGTGAGCAAAAACAGGAAGGCAAAATGCCGCAAAAAAGGGAATA
AGGGCGACACGGAAATGTTGAATACTCA
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NSMEHEHHAST $OPMYJIA M3OBPETEHNUS

1. AHTUTeJIO, CIHOCOOHOe CHeUMPMUHO CBA3HBATLCS C G-0eJIKOM
pPecnmMpaTopHOTO CUHLIMTHAJIBHOTO BUpPYyCa yeJIOBEeKa (RSV), u
criocobHOe HeUTpaJM30BEHBATL RSV mTaMvmel A u B, oe aHTUTeJIO
CBABEBAETCHA C BIMUTOIOM B LEHTPaJIbHOM KOHCEPBATMBHOM JOMeHe G-
tesika R3V, TIe yYKal3aHHHM BSOUTOI COOEepXUT OOMH wiIu OoJee
AMMHOKMCJIOTHEIX OCTAaTKOB aMMHOKMCIIOT 160-169 m ommH wmiam ©OoJiee
AMMHOKMCJIOTHEIX OCTAaTKOB aMMHOKMCJIOT 184-192 G-0Oeska RSV mTamMma
A2 RSV MM COOTBETCTBYyKIME aMMHOKMCIIOTH OPYI'MX MNITaMMOB, TIe
YKas3aHHOEe aHTUTEJIO COIEePXUT :

CDRl1-yyacTok TaxeJjio uUenu c¢ SEQ ID NO:19, CDR2-yyacTok
TaxeJioM Lemu ¢ SEQ ID NO:20 m CDR3-y4yacToOK TsSxeJiom Lenu ¢ SEQ
ID NO:21, CDRl-yuyacTok Jerkol uenm ¢ SEQ ID NO:22, CDR2-yuacTOK
Jerkom uemnm ¢ SEQ ID NO:23 m CDR3-yuyacToOK Jerkoy unemnm ¢ SEQ ID
NO:24.

2. AHTHMTeJJO IO 0. 1, TI'Ie aHTUTeJIO IIpencTaBgeT cobou
aHTUTEJIO UYeJloBeKa.

3. AHTHMTEeHCBA3HBaMUM dpalMeHT aHTUTeJa 1o . 1 uiam 2.

4. VMMYyHOKOHTBIOT'AT, CoOOepXamui aHTHUTeJo o II. 1 wm 2,
U/WMIM aHTUTEeHCBASHBalIUMA (paTMeHT IIo II. 3, TI'Ie MUMMYHOKOHEBOIAT
OOIIOJIHUTEJILHO COIOEePXMT II0 MeHblleM Mepe OIHO TepalleBTUUecKoe
CpeICTBO U/MUIM BHABJISEMOE CPeICTBO.

5. MoJiekyJla HYKJIEMHOBOM KMCJIOTH, KOIOMPYKMAas aHTUTeJO II0 II.
1 wim 2, u/MiIM aHTUTEeHCBASHBALIUKA GparMeHT IIo II. 3.

6. BekTop, coIepxamul IO MeHblle¥ Mepe OIHY MOJIeKYIY
HYKJIEMHOBOM KMCJIOTH IIO II. 5.

7. KieTka-xo034MH, cCcoIepxXamas II0 MeHbllel Mepe OIMH BeKTOP
no m. 6.

8. Crnoco® T1oJiydeHMsa aHTuTeJla 1o II. 1 wm 2, "/
AHTUITeHCBA3HBAKIIETO bparMeHTa 1o . 3, rae crioco®6
npeyCMaTpPUMBaeT CJelylnlue 3Tarllb:

a) KyJIbTHMBMPOBaHME KJIETKM-XO3gMHa IO II. 6 B YCJIOBHMAX,
CIIOCOOCTRBYKIIMX 3KCIIPECCUM aHTUTeJa, M, HeoOd3aTeJIbHO,

b) BHIEJIEHNE BKCIIPECCUPOBAHOTO aHTUTeJa,
AHTUTeHCBA3HBAKIETO (parMeHTa.

9. dapmallepTHUUEeCKAHA KOMITO3MILIMA, colepXxalas-d AHTUMTEJIO 10
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JoboMy M3 O. 1 uiamM 2, U/MUIM aHTUTeHCBA3HBalmMi (paTMeHT IO II.
3, TIoe OdapMalleBTUUeCcKasa KOMIO3UUMSA OOMNOJHUTEJLHO COIEPXUT IIO
MeHbIleM Mepe OoOHO OdapMalleBTHUUECKM IIpMeMIIeMoe BCIOMOTaTeJIbHOe
CPenCTEO.

10. AuTuTeJs0 10 . 1 win 2, U/WIM aHTUTEHCBAS3LIBAMIUNA
bparMeHT o . 3, WM OdapMalleBTHMUeCcKasd KOMIOBUIMA IO I. 9 nua4
IpuMeHeHUSI B KaudecTBe JIeKapCTBeHHOTO IIpenaparTa.

11. AuTuTeJsO0 0O IO. 1 wwm 2, U/WIM aHTUTEHCBAS3HBAMIUA
dparMeHT o . 3, WM O¢apMalleBTHMUeCcKasa KOMIO3UIMA IO . 9 nuad
OpuMeHeHUsS B OpoduIIakTUKe, WIM JeUeHUM, WIM UX KOMOMHALUU
MHperMM RSV.

12. HabGop, coIepxammuil 10 MeHbIel Mepe OOHO aHTUTEeJIO II0 II.
1 wmm 2, u/WIM aHTUTEeHCBA3HBamui (parMeHT [0 II. 3, WIu
bapMalleBTUUECKY KOMIIOBUIMIO 10 II. 9, MIM MX KOMOMHALMI.

13. IlpMMeHeHMe aHTMUTeJa 10 H. 1 MM 2, aHTUTEeHCBA3HBAaKIEI'O
bparMenTa mo m. 3 U/MIM UMMYHOKOHEBOTATa IO II. 4 B HPUTOTOBJIEHUU
OMATHOCTUUECKOTO CpelNCcTBa IOJg OOHapyXeHMd MHOekumu RSV.

I[Io DOBEepPEeHHOCTU
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