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2420-577370EA/032
IN VIVO UCIOJIEB3OBAHME XOHIOPOMTMHASEH W/UNN TUAJYPOHUIASEH LI
YIIVULIEHNA OOCTABKM AT'EHTA

[IEPEKPECTHAA CCHUIKA HA POIHCTBEHHEHE 3AABKU

[0001] OSTa B3BasgBKa 3adBJSeT IIPUOPUTET II0 IIpedBapUTeJILHOM
3asaBKe CIIA N 62/329593, IIONAaHHOM 29 anpesda 2016 roma,
openBapuTesibHOM 3SagBke CIIA N 62/336501, mnomaddoi 13 wMasgs 2016
Toma, M TIpeIBapuUTeJIbHOM 3adBke CIA N 62/488605, mnomadHon 21
anpessa 2017, kaxnmad M3 KOTOPHX BKJIKUeHa B KadueCTBE CCHUIKM BO
BCeM mMxX IIOJIHOTEe.

OBJIACTH TEXHUKU

[0002] [daHHOe pPaCKPETHME OTHOCUTCSA K IOOCTaBKe areHTa. JaHHOe
PACKPHETYE IOINOJHUTEJNLHO OTHOCUTCA K HNPOOMIaKTUKe W/UWIM JIeUeHUIO
3afoJIeBaHUlM v cybbBeKTa. Crioco6u MOT'YT BKJIOUATH BBeIeHNe
IOJIUIEeNTHIa XOHIPOUTHHA 3H NI IOJMHYKJIEOTUAA, KOIMPYRIEeTO
IOJIUIIENTHT  XOHOPOUTMHA3E M areHTa. CHooco®H MOTYT  BKJKOUATH
BBeIeHUe HDOJIUIIenTuIa THMalyPOHMIA 3E WK IOJIMHYKJIeOTHUO A,
KOOUPYKIEeTO NOJUIENTHUI IHaJlypOoHMIAsE M areHTa. CHIOCOOH MOTYT
BKJIOUATL BBEIeHMEe IMIOJUIENTHIa XOHIPOUTMHASBH WM [IOJIMHYKJIEOTUIA,
KOOUPYKIEeTO IIOJIMIIENTUL XOHOPOMTMHASBE, IIOJUIIENTHIa I'MajlypOHMIA3EH
WM OJIMHYKJIeOTHIa, KOIUPYKNEeTO IIOJUIIeNTUI I'MaJlypOHMIA3H, U
areHTa.

BCTYIIJIEHUE

[0003] TIuyMko3aMMHOIJVIMKAHHE (GAG) OpedCTaBJIST CcOOOM CJIOXHLIE

JIMHEeMNHLEe IOJIMCaXapUIb BHEKJIETOUHOTO MaTpuKca (ECM) . GAG
XapaKTepus3syonTCcsa IIOBTOPR S&MBIMI IV CaxapuIHEMA CTPYKTYpPaMu N-
3aMeleHHOTO  T'eKco3aMMHa M YPOHOBOM  KMCJOTH (B, HaopuMep,
THaJlypoHaHe (HA) , XOHOPOUTHUHCYJIEdaTe (Cs), XOHIOPOUTHUHE (c),
oepMaTaHcyJlbkbaTe (DS), renapaHcyJb®aTe (HS), rmemnmapmHe (H)) wim
TaJJakToO3H (B, HalpuMep, KepaTaHcylbdpaTe (KS)). 3a MCKIOUeHMEM

TMajlypoHaHa, BCe OHM KOBAJIEHTHO CBA3aHB C HecymmMu OejkaMu. GAG
C MX HecymuMy OeJIkaMM B CTPYKTYPHOM  OTHOIWIEHUM  Ha3HBaKTCA
npoTeoryiMkaHavmu (PG) .

[0004] XOHOPOUTHUHCYJILdaT IPOTEOTJIMKAHEL (CSPG) ABJIATCA
OCHOBHBEIMU KOMIIOHEHTaMmn BHEKJIE TOUHHX MaTpPUKCOB u VIMET

pasHooOpasHEe GYHKUIMOHAJIbHEE POJIN . Hanpuwmep, CSPG OOEUHO



CEeKPeTHUPYITCA M3 KIETOK U [gBJSKTCHA CTPYKTYPHEMU KOMIIOHEHTaMM
Pa3JIMUHEIX TKaHeM uJeJIoBeKa, BKJIIOUAS  XPAll, u, Kak WM3BeCTHO,
YY4acTBRYyT B OIpeneJIeHHEIX KJIE TOUHEIX npolieccax, TaKUX Kak
KJIeTOoUuHada anresmda, POCT KIETOK, CBA3HBBaHME pPeLelToOpOoBR, MUI'palusd
KJIEeTOK ¥ BB3auMOOEMCTBME C OPYTMMM BHEKJIETOUHBIMMY  MaTPUUHEMU
COCTAaBJIAKIVMIA . DTUMMU OpyI'MMMI COCTaBJIAIMMIA BHEKJIETOUYHOTO
MaTpMKCca  MOTYT OBITH JIaMUHUH, PmMBpPOHEKTUH, TeHacuMHd  u/Uin
KOoJIJIareH. T'manypoHaH TakKxe ABJIAETCA OIHUM nus OCHOBHEIX
KOMIIOHEHTOB BHEKJIETOUHOTO MaTpMUKCa, OCOBEHHO B MATKUX
COeIMHUTEJILHEIX TKaHgX. B COeIMHUMTeJILHOM TKaHM BoHa IUIpaTaluu,
CBA3aHHad C TITHaJlypOHaHOM, CoO3maeT IPOMEXYyTKM MeXIOy TKaHIMH,
co3maBasg TakKuM obpa3oM  cpeny, CIIOCODOCTBYKIIYI IIepeMelleHUln U
npoJubpepalum KJIETOK. T'manypoHaH urpaeT KJIOUEBYI POJIb B
OMOJIOTUUECKUX HABJIEHUAX, CBSI3aHHEIX C NOOBMXHOCTLI KJIETOK, BKJKOUAL
OHICTPOE pasBuTHE, pereHepaluo, BOCCTaHOBJIEHUE, SMOpPHOTEeHES,
SMOPHOJIOTUUECKOE pPa3BUTHE, 3aXMBJIIEHME pPaH, aHITMOTeHe3, pPeTyJIIALNni
KJIETOK, Pa3BUTHEe KJIETOK, KIETOUHYID OUudpdepeHUIMaALMD ¥ MUTPALNAI
KJIETOK. [MponyunporaHue TrajlypoHaHa yBeJInunBaeTCAa B
OpoJinpepUpyRIINX KIIeTKax M MOXeT MI'paThb POJIb B OIyXOoJieTeHese.

[0005] BHEKJIETOUHEM MAaTPMKC BKJOUaeT OeJIKM ¥  MOJIEKYJIH
nojiMcaxapmnos, cobpaHHBEe B IJIOTHOM OPTaHM30BAHHOM CeTH  BO
BHEKJIETOUHOM IIPOCTPaHCTBe OOJBbMMHCTBA TKaHel. B KauecTBe OOHOTO
nus3 OCHOBHEHIX KOMIIOHEHTOB BHEKJIETOUHOT'O MaTpMKCa CSPG u
TMaJIypOHaHH OKa3HBaKT BJIMSHME Ha XapPaKTeEPUCTUKM BHEKJIETOUHOI'O
MaTpMKCa C TIIOMOUBK MX CIHOCOOHOCTM (OPMMPOBATH BA3KMEe PaACTBOPH. B
DaHHOM o0BJlacTM TexXHUKM CYIecTBYeT II0Tpe®HOCTL B CpeIcTBax MOJsd
IIPOHUKHOBEHUSA Uepes TKAaHM M BHEKJIETOUHEE MaTPUKCH OJA OOCTaBKU
areHTa CyOBeKTy 0Oe30lIaCHEM, SKOHOMMUHEM M 300eKTUMBHEM CIIOCOOOM.

CYIIHOCTE M3OBPETEHUA

[0006] ACIIEeKTH OAaHHOTO n300peTeHnusd BKJIIOUAT CIIOCOBOEL
OOCTaBKM AareHTOB CYOBEeKTY, I[IpMUueM VYKa3aHHEe CIHOCOOH BKJIOUAKT
BBelleHMe CyYOBeKTYy IMIOJIUIIENTHUIa XOHIPOUTUMHASE WM [NOJMHYKIIeOTHIa,
KOOVPYKIEeTO IMIOJIUIENTUI XOHIPOMTHMHASBE, B KOJUMUeCTBe, IOOCTATOUHOM
njisa praspymeHmnsa IpoTeoIJIMKaHa XOHOPOUTUHCYJILEdaTa (CSPG), u
BBeIleHME YKa3aHHOT'O areHTa cCcyoOwekTy. CSPG MoOxeT OBTL, HaAIpUMeEp,

arrpekaHoMm (CSPG1), BepuckaHoM (CSPG2), HemupokaHoMm (CSPG3),



CSPG4 (MeJslaHOMa-aCCOLUMMPOBAHHEM XOHIOPOUTUHCYJIEGAT NIPOTeOoTJIMKAaH,

NG2), CSPGb5, SMC3 (CSPGo, BeJlok CTPYKTYPHOTO nonnepXaHu
XPpOMOCOM HOMEp Tpu (3)), OpeBurkanom (CSPG7), CDh44 (CSPGS,
KJacTep 1udbepeHuuporku 44), dochbakaHOM WIM UX KOMOMHAIMEN.

YKasaHHBEM areHT MOXeT BHS3HBATL MMMYHHBII OTBEeT WIM YCUIMBATH
VMMYHHEI OTBEeT y CyObheKTa.

[0007] IIpyrme acCIeKTH OaHHOI'CO M300peTeHMsS BKJIOUAT CIOCOOH

JleueHns 3aboJieBaHMd MM pPaccTpoMcTBa |y — CyObhekTa, opuueMm
yKasaHHbe CIIOCOOH BKJIOUAIT BBeIcHUe CYOBEeKTyY  I[IOJIMIENTHUIAa
XOHIOPOUTHHA 3H NI IOJIMHYKJIEOTHUIE, KOIUPYIeI o [IOJINIISIITHUL

XOHIOPOUTMHARH, ¥ BBeleHMe CyOBeKTy aleHTa.

[0008] B JsmwboM M3 CIHOCODOB, OIMCAHHHEX B »OaHHOM IOKYMEHTe,
areHT MoOXeT OHTbL, HaIpuMep, IMIOJMHYKJIEOTHMIOM, IIOJUIEITHUIOM, MaJon
MOJIEKYJION VIV X KoMOMHalMen. ATeHT MOXeT comepXaThb
MMOJIMHYKJIEOTHU]] . [TONMMHYKJIEOTHUI MOXeT KOIMPOBaTh  MOHOKJIOHAJIBHOE
AHTUTEJIO. ATeHT MOXeT COINepXaTb IIOJUIIENTUI . I[IOJUIIENTUI MOXET
comepXaThk MOHOKJIOHAJIbHOE aHTUTEJIO. MOHOKJIOHAJIBHOE aHTUTEJIO MOXET
OBITE BKCIPEeCCUpPOBaAHO 1in vivo. ATeHT MOXeT BBOOUTHLCA CyOBEeKTy
[IOCPEenCTBOM BJIeKTpolopaumu (31I) .

[0009] IlosmmoenTun XOHIOPOUTMHASH M MOHOKJIOHAJILHOE aHTUTEJIO
MOTYT KOIOMPOBATBCH OOHMM M TeM Xe IIOJIMHYKJIEOTUIOM WJIM OTIeJIbHBEMU
[IOJIMHYKJIEOTU I aMA . [TONMMHYKJIEOTHUD, KOOUP YOI TIOJIUIIENI T,
XOHIOPOUTMHA 3E u MIOJIMHYKJIeOTHI, KOIOUPYIOUMIA MOHOKJIOHAJILHOE
AHTUTEJIO, MOXEeT CcoIepXaThbCsa B IIpenejax OIHOTO M TOTO Xe BeKTopa
WM B OTHEJILHEIX BeKTOopax.

[00010] B JmodoM M3 OIMCAHHHX B IaHHOM IJOKYMeHTe CIIOCOOOB
[IOJIMIIENI T XOHIOPOUTHHA 3 MM [MOJIMHYKJIEOTHU, KOIMP YOI
MOJIMIIEN TN XOHOPOUTUHASE, MOXHO BBOIUTE CYOBEKTY IIepell BBEIEeHUEM
areHra. IOJUOENTHI XOHIPOUTHHARE WJIM [IOJMHYKIIEOTHI, KOIUPYOIMNA
INOJIUIIENTU XOHIPOUTHHASBE, MOXHO BBOIOMTL CYyOBLEeKTY II0 MeHbLIlel Mepe

2a OT OKoJiIO 15 MMHYT DO OKoOJO 24 dYacoB OO BBeleHMS areHTa.

INoymmnenTmn XOHIPOUTHVMHASE JIn IIOJIMHYRJIEO TN, KO,]II/IPYIOHH/HZ
IIOJINIIEIITHV XOHIOPOMTVIHa3H, " areHT MOTWYT BBOIMTECHA CYOBEKTY
OOHOBPEMEHHO. IloJyuriernTuno XOHIOPOMTVHA3E MJinm IIOJIMHY RJIEO TN,
KO,JIT/[pyIOH_H/Iﬁ ITOJIUIIEIITVL] XOHIOPOMTVIHa3EH, " areHT MOXHO BBOIVTDB

CYyOBEeKTY T[IOIOKOXHO WJIU BHYTPVIMEIIEYHO . [lonmrienTmn XOHOPOMTHVHA3EI



WU TIOJIUIIENI TN XOHOPOUTHHASH, KOIOUPY MBI NOJIMHYKJIEOTUIOOM,
ruoposmsyer CSPG ©  OpUMBOIOIMUT K IOe30plaHM3allMM BHEKJIETOYHOI'O
MaTpMKca CcyOBeKTa.

[00011] [pyrMe acHOeKTH OAaHHOTO M300peTeHMA BKJIIOUAKT TaKxXe
BBeIeHUEe [NOJIUIIeNITUIa TMajlypOHMIa 3k ZNRZN NOJIMHYKJIeOTHIA,
KOOVPYyKIEeTo IIOJIMIENTUI I'MaJlypOHUIOask, B JIIOOOM M3 OIMCAHHEX B
OaHHOM OOKYMEHTE criocoboB B KOJIMUEeCTRBE, OOCTaTOUYHOM oJjig
omerpamgalumy TUIMKO3aMMHOTJIMKAHAa . [UVIMKO3aMMHOIJIMKAH MOXEeT COIepXaThb
TMaJlypoOHaH. MojunenTun TMaJIlypOHMIa 3L W [IOJIMHYKJIEOTU,
KOOUPYIONMM TIOJUIIENTULI I'MallyPOHMIOA3H, MOXHO BBOIMTL OIHOBPEMEHHO

C XOHHpOMTMHaBOﬁ . IoJsnrienTun T'MaJlypOHMIOa3kel WJIM IIOJIMHYKJIeOTHUO,

KO,JII/IpyIOH_U/Iﬁ ITOJIUIIEIITV ] I'MaJIypOHMIOasH, MOXHO BBOIMTB CYOBEKTY
Iiepen BBeIcHMEM areHTa. oJnmnenTmn, I'MaJIypOHMIOa 3kl MJIin
IIOJIMHYRJIEeOTN I, Konmpyzommﬁ IIOJINIICIITVI ] I'MaJIypOHMIOasH, MOXHO

BBOIUTL CYOBLEKTY IIO MeHblle Mepe 3a OT OKOJIO 15 MMHYT IO OKOJIO
24 yYacoB OO BBeIeHMA areHTa. [IOJUMIENTUO TIHUaJyPOHUIOASZH WK
IIOJIMHYKJIEOTHUI, KOOUPYIIMUM  TIOJUIENTUI TI'MaJlyPOHMOa3H, WM aTleHT
MOTYT BBOIOUTLCH CYOBEeKTY OIHOBPEMEeHHO. I[IOJIMIEeNTUI I'MallypPOHMIIA 3
WM TIOJIMHYKJIEOTHUI, KOOMPYIMMM IMIOJUIIENTUI I'MallyPOHMOA3H, ¥ areHT
MOXHO BBOIUTE CYOBEKTY IIOOKOXHO MJIM BHYTPUMHIIEUHO .

[00012] osmmnenTun XOHIOPOUTHMHA 3E W [IOJIMHYKJIEOTU,
KOOUPYIOMNUM MIOJIMIIENTUL XOHOPOMTHUHA 3H, u areHT MOTYT OHITH

IIPMIT'OTOBJIEHEI B BUIOEe KOM@MHMpOBaHHOI‘O IIpeliapaTa oo BBelIcHNMA.

[NosmunenTuno XOHIPOUTHVMHASE JIn IIOJIMHYRKJIeOTN T, KO,]IMPYIOH_U/HZ
IIOJINIICIITHV XOHIPOUTMHASH, IIOJIUIISIITVI ] I'MaJIypOHMIOa 3kl MJin
IIOJIMHYRJIeOTN O, Konmpyzommﬁ IIOJIUIICeIITVI ] I'MaJIypOHMIOasH, 17 areHT

MOTYT OBTE IIPUT'OTOBJIEHE B BMIOe KOMOMHMPOBAHHOI'O IIpellapaTa o
BBelleHUS.

[00013] [aHHOe pacCKpHTHE MB300peTeHMd IIpelyCMaTpMBaeT IpyIue
ACIEKTH ¥ BapMaHTH OCYIWECTBJIEHNSA, KOTOPHe OyIOyT OUEeBMIHE B CBeTe
CJIeOypRmero MNOOPOBHOTO OIMCAHUA M CONYyTCTBYKRIMX QUIYDP.

KPATKOE OIIMCAHUE I'PAOUUECKUX MATEPUAJIOB

[00014] Ha our. 1 OpoOeMOHCTPUPOBaHH ypoBHM (HT/MiI) hIgG,
M3MepeHHBHEe C nomMombio HWOA mMexny pHaMu 0-7 B Tpymnnax ot 1 pmo 4
(Mpmmelr Balb/c, 6-7 Hepejyw). I'pymnma 1 (cepemi) - OCB  (OCB) wu

pGX9214, rpynna 2 - TIOpedBapuTelbHasa o0paboTka I'MaJlypOHMIA3Z0M U



pGX9214 (cuHMM), Tpylna 3 - XOHIpOMUTMHaza ¥ pGX9214 (3ejieHB),
TpyIina 4 - NpenpapuTesibHasa obpaboTka
TUaJIyPOHUIAB0M/ XOHIPOUTHHAB0M U PGX9214 (KOPUUHEBHI) .

[00015] Ha our. 2 OpPOOeMOHCTPUPOBaHH ypoBHM (HT/MiI) hIgG,

usMepeHHHe VOA wMexnoy mOHavu 0-7 B rTpynnax 1-4  (C57BL/6, 6-7

HenmeJyib) . I'pynma 1 (cependt) - OCB  (0CB) u pGX9214, rpynmna 2 -
npenBapuTesibHasgs ofpadboTka I'MaJlypoHuImazsom u  pGX9214 (cuumm) ,
Tpynna 3 - XOHOpOMTMHaza u pGXo214 (3eJieHwnt) , Tpynmna 4 -
IpelBapuUTeJibHAaA obpaboTka TMaJIYPOHUIA 301/ XOHIPOUTHHA B0 u

pPGX9214 (KOPUUHEBHM) .
[00016] Ha &ur. 3 OPOOEeMOHCTPUPOBaHH ypoBHM (HT/MiI) hIgG,

M3MEpPEeHHHEe C IMoMombi MOA Mexny nHavm 0-21 B rmpynnax 1-4. I'pynmna

1 (cepmmi) - OCE u pGX9214, rpynna 2 - OpeldBapuTelbHasd oOpaboTka
THMalypOoHMIa30M u PGX9214 (TeMHO—-KpacCHHM) , Tpylna 3 -
XOHIOIPOUTHMHAZA u PGX9214 (ApKO—-KpacHH) , Trpynna 4 -
IpenBapUTeJIbHAA obpaboTkKa TMaJIyPOHUIIa30M/ XOHIPOUTHHA B0 u

pGX9214 (po3OBHM - MOpPCKasd CBMHKA JIMHUM XapTJu) .
[00017] Ha our. 4 OpoOeMOHCTPUPOBaHH ypoBHM (HT/MiI) hIgG,

usMepeHHEle HVOA Mexny nHaMM 0-21 Yy OTIOEeJBHEIX MOPCKMX CBMHOK B

rpynnax 1-4. owmr. 4A: Ipynna 1 - OCB. dur. 4B: rpynmna 2 -
npenBapuTeJibHas obpaboTka TuralypoHunmaszon (400 enm./mi). our. 4C:
Tpynna 3 - xoHmpouTuHaza (0,5 enm./mua). our. 4D: rpynna 4 -
TMaJlypoHMIa3a 400 en. /M u npenBapuTesibHas obpaboTka

XOHOpouTrHaszson 0,5 enm./MiI.

[00018] Ha éumr. 5 [NPOOeMOHCTPUMPOBAHO, UYTO XOHIOPOMUTHHA3A
ycuauBaeT skcopeccuio hlgG, KoOOMPYeMOTo IlasMuuor y Memen Balb/c.
(a) VpoBHM hIgG [HT/MJI], U3MEepPeHHHEe C IIOMOmbI MOA Mexny nHaMmm 0-

7 B rpynmax 1 um 2 (Memm Balb/c, 6-7 Hemesn) .I'pynmna 1 (cepoit) -

oCB u pGX9214, TpyHna 2 - openBapuUTesibHag oBpaboTka
XOHIOPpOUTHHa30M u pGX9214 (uyepHHM) . (b) BHauuTeJIbHOe YCUJIEHUE
hIgG xoHIpOMTMHa30¥ Ha 7-e CyTku. CTaTHUCTMKa [OpOBeIeHHas C

IIoMoOmbI0 TecTa MaHHa YuTHHM, P=0,0079.

[00019] Ha &dur. 6 I[IPOIEMOHCTPUMPOBAHO, UYTO XOHIPOMTHHAa3a
YCUIIMBaeT sKCIpeccur  hIgG, KOINPYEMOTO wlasMuoor y — MBIIEM
C57BL/6. (a) VporuM hIgG [HT/MI], M3MEepeHHEE C IIOMOMbI MOA Mexmy

ouaMy 0-7 B Tpynnax 1 u 2 (Memm Balb/c, 6-7 Hepmeyb). I'pynma 1



(ceprmi) - OCB m pGX9214, rpymnma 2 - OpelBapuTesibHasda oOpaboTka
XOHIOpOUTHHa3z30M u pGX9214 (uyepHHM) . (b) BHauuTeJIbLHOe YCUJIEHUE
hIgG xoHIpoMTMHa30M Ha 7-e CyTku. CTraTHUCTMKa [OIpOBeIeHHas C

IIoOMOIbI TecTa MaHHa YuTHM, P=0,0079.

[00020] Ha dur. 7 IPOOEMOHCTPUPOBAHO nccyeloBaHue
CIIOCOBOHOCTHU PasIINYHEX BaApMaHTOB XOHIOPOUTHMHA 3EL YCUIIMBATH
sKCcIpeccuin DMAD. I'padmuk mOpencrapjgeT YpPoBHM hIgG (uo/mit) ,

M3MEepeHHEe C IoMombilo UOA Ha 7-e cyTku B rpymnmax 1-4 (Balb/c).
Memme oBpabaTHBaJIN JIMBO OCB (KOHTpPOJIbHAaSA Tpylna 1),
XOHIOPOUTHHA3OM AC, IPUTOOHOM 0JId MeOUUIMHCKOTO [IPUMEHEHM A
XOHOPOUTHUHAa30M ABC, MO0 peKOoMOMHAHTHBEM OeJikoM GALNS. Bce TI'pYIINH
noJy4dann VHBEKLINIO pPGX9203 c nocjenympmen BJIeKTpolopaluen.
CraTucTMKa [OpoBOOMJIAaCE C IIoMombk TecTa Kpackema-YoJsumca, **
P=0,0020.

[00021] Ha %umr. 8 IMIpPOOEeMOHCTPMPOBAHO, UYTO YBeJMUeHME JIO3H
XOHOpOUTHHa3s ABC IOONOJHUTEJIEHO YCHUIMBAeT DHBKCOpeccuwn ©Oejlka C
IOHK. Mremen Balb/c obpabaTHBaIN YBEeJIMUMB aIMAC S Oo3aMm
XOHIOpomMTMHasz3s ABC 3a 30 wMuMHYT 10 BBezmeHmsa JJHK (pGX9207) wm
pJIeKTponopauun. YpoBHM hIgG wmaMepdasau C nomMombilo HWOA. CTaTUCTUKY
IPOBOOMIIM C IHOMOIBI KpuTepusa Kpackema-Yosumca, * P=0,0357.

[00022] Ha dur. 9 IPOOEeEMOHCTPUPOBAHO, yTo BBeIeHMe
XOHIPOUTHHABE [IPUBOIUT K YCUIJIEHHOM DKCIpeccur OQJIyOopeCLeHTHOTO
BeJika. (a) Jlemag u TIpaBad 3agHMe KOHeUHOCTM Mumel Balb/c,
00paboTaHHHX JMOO XOHOPOUTUHAaZ0M, JMubo OCB B CKeJIETHY MBIIIY .
Busyanmszaluuin DKCIPECCUN PeHopTepHOro Oejika IPOBOOWIIM C IIOMOUBK
BU3yaJlMzaTopa oiayopeclueHuun (Protein Simple). (b) IIpoM3BOJBLHHEE
eIMHUIE MHTEHCUBHOCTM  (QJIYyOpecClLeHLVM  HapaJlJIeJIbHOM  BKCIPeCcCUuM
PENOPTEPHOTO T'eHa KOJIMYECTBEHHO olpeneisajiach C IIOMOIIEBIO
oporpaMMHOTO oOfOecnedyeHus AlphaView SA. C(CTaTUCTHMKa, OO TeCTy
ManHa-YutHu, P=0,0022.

[00023] Ha dur. 10 [OpOHOEMOHCTPMPOBaHA pPelpe3eHTaTHBHAMA
TUCTONATOJIOTUSA  MBIIMHOM CKeJIeTHOM  MHBIILIE  3alHel KOHEUHOCTH,
IpoBeleHHAaA nyTeM OKpallMBaHMAa HeE. Ha BEPXHUX aHeJIgx
IPOOEeMOHCTPUPOBaHa TKaHb, ofbpaboTaHHad ToJbkO OCE (KOHTPOJIL) WK
TOJIBKO XOHOpouTMHa3zom ABC. IllpenpapuTelbHO oOpaboTaHHEEe (3a 30

MMH) XOHIPOUTMHaB0¥ wmIM OCE (KOHTPOJL) MBIIUE IIepel HOOCTaBKOM



nIHK IpencTaBJIeHH Ha HIMKHMX PUCYHKAaX. PesyJibTaTH OBLIIN
[IpoaHaiM3UpPOBaHE c TIOMOIIBI CKaHepa CJIalIoB " IpOoTIPaMMHOT'O

oBecrnieueHusa CaseViewer (3DHISTECH). Macmrat=200 MKM.

[00024] dur. 11 OEeMOHCTPUPYET, YTo XOHOpouTMHasz3a  ABC
yCuJIMBaeT DKCIIPEeCCHUI hIgG, KOOVPYEMOTO J1asMmuIon, N
HOBOBEJIAaHIOCKUX KPOJIMKOB (9 HegneJsib) . (a) IlpencTaBJieHH ypoBHU hIgG

[HT/MUT], UMSBMepeHHHEe C IHoMomblo UOA Mexny nHaMu O M 6 B Ipylne 2
(DpenBapuUTelIbHO 00pab®oTaHHad XOHOPOMTMHAZ0M, CephiM) M B Tpyrne 1
(koHTpPOJIL OCB, uepHwnM). (b) I'padur OmeMOHCTPUPYET YPOBHM hIgG cC
6-X CYTOK, M3MepeHHBEe C nomMomepio MWOA. CTaTMCTMKa OIPpOoBOIMJIAChH IIO
TecTy MaHHa-YuTHM, P=0,0043.

[00025] Ha dur. 12 NIPOOEeMOHCTPUPOBaHA sbdpexT
KOMOMHUPOBAHHOT'O IIpelnapaTa XOHIpouTMHasze u OIHK  (pGX9207) vy
MBI EN (Balb/c; 14 MBI EN Ha TPYHOny) . Ha Trpaduke
NPOIEeMOHCTPUPOBAHH ypoBHM hIgG [HT/MJI] C 6-X CYTOK, W3MEPEHHHE C
nomomeio MOA. CraTMCTMKa IO TecTy MaHHa YMTHM, **** P <(0,0001.

[00026] Ha éur.13 IPOOEMOHCTPUPOBAHO, uTo BBeIeHME
XOHOPOMTUHASE [IPUBOIOUT K YCWUJIEHMIO BSKCIpecCHur OGIyOpeCLeHTHOT'O
BeJika. (a) Jlemasgs wm TIpaBad 3alHMe KOHeUHOCTM Memel Balb/c,
00paboTaHHHX JMOO XOHOPOUTMHAa30M, Jubo OCBE B CKeJIeTHY MBIIY .
Busyanmszaunion  SKCIOPEeCCUM  PEeIOPTEepHOTo Besika OCyIleCTBJIAIN C
[IOMOIIBID CHUCTEMB BM3yaJMsaluu QIIyopeClLeHLNN. (b) IIpon3BOJILHEE
eIMHUIE  MHTEeHCUBHOCTM  (QJIyOpecCLeHUVM  HapaJlleJIbHOM  BKCIPeCcCUuM
PENOPTEPHOTO TeHa KOJIMYECTEEHHO onpeneinsaylach c IIOMOIIBIO
nporpaMMHOTO oOBecmnedeHusa AlphaView SA. CTaTMcTHMKa IO TecTy MaHHa

YurHu, ** P=0,0004.

[00027] Ha dur. 14 NIPOOeMOHCTPUPOBAH sbdpexT
KOMOMHUMPOBAHHOTO IIpelapaTa XOHIpoMTMHazuw C nIHK (pGX9207) vy
KPOJIMKOB (HOBO3E&JIaHIOCKMX KpPOJIMKOB, 6 KPOJMKOB Ha TIpynmny). (a)

Tpaduk IeMOHCTpUPYeT ypoBHM hIgG B cHBopoTke [HT/Mi] ¢ 0 mo 5
CYTOK, W3MepeHHBEe C Tnomombil MOA. CpaBHeHMe r1pynn 1, 2 m 4. (b)
YporHM hIgG B CHBOPOTKE KPOBM BCexX TDpyIll, W3MepeHHBEEe Ha b-e
CyTKM. CTaTMCTHMKa IO TecTy MaHHa YuUTHHM, **** P <0,0001.

[00028] Ha  dur. 15 NIPOOEMOHCTPUPOBAH aJIeKTpodopes B
arapo3HOM Trejie 0O0pas3loB KOMOMHMPOBAHHOIO IpernapaTa XOHIPOMTMHASEH

(2,5 enm./mu)/odHK (pGX9207, 250 HT Ha JYHKY). (a) JOPOXKK C



Ye THEMA urcJjlaMm [IpencTaBJdnT ofpasun nIHK, conmepXxammue
XOHIOpOoUTHHa3zy ABC, IOOPOXKM C HeUeTHHMM HOMepaMM OTHOCHATCS K
OTpMuLIATEeJIbHEIM KOHTpoJsgaM ¢  OCB. Hopoxku 1-2: Her wmHKyOaumm
oBpaszla Iepel I'eJib — BJekTpodopesoM, LOOPOXkKM 3—-4: uHKyODaluusa IIpU
KoMHaTHOM TeMmnepaTtype (21 [0 C) B TeueHue 10 MMH, IOPOXKM 5-6: 6
0 Cc, 120 mmH, pnopoxkum 7-8: KT (RT), 120 mmH, popoxkm 9-10: 6 [J
C, 24 yaca, popoxkm 11-12: KT, 24 uyaca, popoxkm 13-14: 6 [0 C, 10
MyH.Ml=Mapkep. (b) Mapkep InJu4 cyhoepcnupajbHou JITHK, 2-10 T.m.o.
(New England Biolabs).

[00029] Ha  dur. 16 NIPOOEeMOHCTPUPOBAHO, uTo XpaHeHue
KOMOVMHMPOBAHHOTO IIperapaTa XOHOpouTuHAa3b/NIHK B TeueHve 24 UYacoB
He BJIMSET Ha YCWIEHHYH DKCHIpPeCccHrio TeHOB y Mumel Balb/c. I'paduk
npencraBiasgeT ypoBHM hIgG B CHBOPOTKe (HT'/MI), W3MEpPeHHBEe C
nomomeino MOA Ha 6-e CyTKuU. Memeld ofpabaTHBalM KOMOMHUPOBAHHBM
noperapaT™oM B CKeJIETHYK MHIILIY JI€BOM  3adHEeM  KOHEeUHOCTH, a
SIEKTPONOPpalMD IPOBOIMIIM dYepe3 1 MMH I[IOCJe MHBEKLUM I[IpenapaTa.

o Hauaja oBpaboTKy, oBpas3uLl KOMOMHMPOBAHHOT'O npernapaTa

MHKyOmpoBaau 10 wmH, 120 MmH u 24 u npu Tewmmnepatype 4°C.
KoHTpoJsu: MeIIeld OpenBapuUTesibHO of0pabaTeBajy JMOO XOHIPOUTMHAZOM
Juoo  OCE, 3a 30 wMmMH 1o BBeneHusa TIIJHK u 3JekTpolopallu.
CTaTuCTHUKaE, BHIIOJIHEHHAA 110 kKpuTepuino Kpackena-YoJumca, e
P=0,0001.

[00030] Ha éur. 17 OpomeMOHCTPUPOBaHH ypoBHM (HT/MiI) hIgG,
M3MEePEeHHEe C TIoMombr MWMOA wMexny npHavu 0-28 B rpynmax 1, 2 u 3.
T'pynma 1 obpabatTeBajlack pDVSEF-1 u nOpempapuUTelIbHO oOpabaTHBaJach
TMallypOoHMOas30M, Tpylna 2 obpabaTHBallack ToJbkKOo pDVSF, a rpynma 3
obpabaTeHBaJlaCk TOJIBKO OCE.

[00031] Ha our. 18 [poOIeMOHCTPUPOBAHE TUTPH, aHT-hIgG
CBA3EBaHMA I'pynnl 1 m 2.

[00032] ®mr. 19 pmeMoHCTpUpyeT cpenuunt (+/- COC) orBeT MUOH-Y
(maTedH Ha MMJIJIMOH) B MKIIK rpynn 1-3 Ha 0OyJe »OenTturnoB NP
(HYKJIEOIPOTEMHA) BUpyCa I'puUIllla B IpuMepe 2.

[00033] &éur. 20 [OIPOIOEeMOHCTPHMPOBAH TUTP CBA3HBaLMUX 1gG
aHTUTeJI NpoTue NP BuUpyca TI'pullla OJjd I'pyldll 1-3 B OpuMepe 2.

[00034] Ha  dur. 21 NPpOOEeMOHCTPMPOBaHa  MOIeJib oCcTpoM



IHEBMOHUM MpU UMHOekKUMM P. aeruginosa. OSJekKTpolopalmsd I1Jla3MUIHEX
IOHK aHTu-PcrV wmim DMAb aHTUTeJa 1-2 JaeT DSKCIPeCCU aKTUBHOI'O
IgG y wMpmer. CujbHasd 3alMTHas aKTMBHOCTL HabjwowiaeTcsa Kak o4
aHTHU-IiceBOoMoHanHoro DMAb, Tak u nja DMAb-aHTuTesial-2 IgG.

[00035] Ha  dur. 22 IPONEMOHCTPUPOBAHO KOJIMUECTBEHHOE
OollpenejieHMe C HOMOWbK I1gG skcHopeccum DMAb B CHBOPOTKe. CHEHBOPOTKY
OLlIEHMBAJIM Ha 5SKcOpeccuo DMAb no wmHOMUMpoBaHmusa P. aeruginosa.
HecMoTps Ha aHaJIOTMUHEE OPOOMIIM BEXMBAEMOCTM, BSKCIPeCcCHud aHTU-
PcrV DMAb Owruila B 5 pa3 OoJgaeme, ueM DMAb-anTuTesal-2.

[00036] Ha %mr. 23 NpPOIEeMOHCTPUPOBAHO CHMXEeHMe HaTlpy3KM Ha
opr'aH aHTU-IICceBOoMOHanHemM DMAb. DMAb-anTuTesiol-2 m IgG yMeHBIAKT
Harpy3Ky B JeTKux. AHTM-PcrV wm DMAb-aHTHUTeJI0Ol-2 3HaAUMTEJBHO
CHMXAT CHUCTEMHOE pacHpoCTpaHeHMe OakTepuiti. TkaHM cobupaln Udepes
24 uyaca nocJye wuHOUUMpPOBaHMA. LOD (IIO)=mnpemesr oOHapyXeHuUs; *=P
<0,05 mno Kpacken-YoJuiMC ¥ TeCT MHOXECTBEHHOT'O CpaBHeHMA JlaHH
IIPOTUE KOHTPOJIbEHOTO IgG DMAD.

[00037] Ha éur. 24 OpOXeMOHCTPUPOBaHa TMUCTOJIOTUS OCTPOM
[IHEBMOHMUM  Uepes 48 JacoB rnocjye MHOUUMPOBAHUA (H&E) . A.
KoHuTpoJsbHEE IgG B JIETKUX OEMOHCTPUPYIOT obJjlacTun T SKEJIEIX
aJILBEOJIAPHEX MHOUIILTPATOB, COCTOANMX M3 HeVTpodUIJIOB M MaKpodaToB
n kpoBomzamaHMA (10x). C. Markas [HEBMOHMSA UM pelkue OpOoHXMaJIbHEE
nedbpu (10x). E. DMAb-anTuTesol-2 IOHK-rpynma C MATKMM aJIbBEOJIMTOM
(10x). B, D, F. BcraBku npmu 40x ms A.C.D., COOTBETCTBEHHO.

[00038] Ha éur. 25 NpoIeMOHCTPUMPOBaHO, uTo DMAb-aHTUTeJOl-2
OpoABJIAeT 3allUTHYH aKTMBHOCTH 3aBMCHUMMYK OT KOHLEeHTpauum. A.
XuBoTHEEe 1noJgydvasivm JIOHK B 1, 2 wmim 3 MecTax gmo @ OIl. B.
KosmmuecTBeHHasa OlleHKa CHBOPOTOUHOT'O 1gG. * ykas3wBaeT Ha P <0,05
[IOJIYYEHHOEe C IIOMOIEBK JIOHI'PaHT'OBOT'C TecTa.

[00039] Ha dur. 26 NIPpOOEeMOHCTPUPOBAHO, UTo
cybTepaneBTUMUeCcKre 103k DMAb-aHTuTesa 1-2 wm MeporneHema (MEM)
MIPOABJIAKRT IIOBEIMIEHHYK AKTMBHOCTBL IIPOTUE IIHEBMOHUM IIPU MHOekInu P.
aeruginosa. XwupoTHHe noJgydaau IOHK B 1, 2 wmim 3 MecTa nmo JI. B.
KommuecTBeHHasa OlLleHKa CHBOPOTOUWHOT'O 1gG. * ykaswBaeT Ha P <0,05
[IOJIYYEeHHOEe C IIOMOWEBK JIOHI'PaHT'OBOT'O TecTa.

[00040] Ha our. 27 [OPOOEeMOHCTPUPOBaH cpemHun (+/- COC)
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orBeT MOH-y (maTHa Ha MWJLJIMOH) B CIJIEHOLMTAaxX Ha DSOUTONH IIeNTHUIOB
NP55 m NP147 uepes 14 CcyTOK IIOCJe MMMyHM3aluum pGX2013.

[00041]] Ha &ur. 28 [OPONEMOHCTPUPOBAHEL TUTPH CBA3HBaHUA
aHTU-NP IgG mia rpynn 7 u 14 CcyToK IIocjie MMMyHM3auum pGX2013.

[00042] Ha ¢ur. 29 OpoOeMOHCTPMpPOBaHa »kKcIOpeccusa in vitro
yeJjioBedueckoro IgG aHTH-MERS-CoV. (a) HOmuarpaMMHad WLJIOCTpalusa
masmmuoHol IOHK pMERS DMAb aHTu-MERS-CoV-aHTuT'eHa. CMV-IIpOMOTOPR,
PACIIOJIOXEHHE BHIIE IIOCJIeOOBaATEeJIbLHOCTEM TsXeJION U JeI'KoM lelen
AHTUTEJI, Pa3deJIeHHHEX YydyacTKaMM pacumerjieHusa oypuHoM u 2A. (b & C)
KyJapTypel kKJeTok 293T TpaHcOuiupoBaln 1 MKT/MI pVax wmin pMERS u
KyJIbTypaJIbHHE CyIepHaTaHTH cobupaln udepes 48 yacoB. (b)) VYpoBHU
IgG uyeJioBeka B CyllepHaTaHTe aHaJlu3MpoBaJM C IoMomern MWMOA. (C)
CeasuBaHMe IgG ¢ aHTUTeHOM MERS CoOV M3MepAM C IIOMOUmBI VOA.

[00043] Ha ¢mr. 30 MNpoIeMOHCTPMPOBaHa YCHUIJIEHHAsa BKCIPeCcCcusd
in vivo DMAb vy wMmpmel BALB/c

[00044] OT 6,25 mo 100 MK pMERS BROOMIM B TA MHIILY MHIIEN
BALB/c (4-8 wMomelM Ha TPYHOOY), (a) TOJBKO MHBekuUMeym (06es B3Il
(syiexTponopauus) ), (b) wmHBerkumerr c S (BI) m (c) uUHBeKUIMeM c D3Il
B MBIILY, oOOpaboTaHHyl IMA (rmanypoHunasza) (SI+IMA). (a-c) YpPOBHHU
JeJIOBeUeCKOoIo IgG B CHIBOPOTKE KpOoBU OBLIIN KOJIMYECTBEHHO
ompeneJieHH (TOUKM [IaHHEX [NPeICTaBJIADT CoOOM cpenHee 3HaueHMe +/-
COC) ¢ mnomombi MOA Ha 6-e CYTKM IOCJIe JocTaBkuM pMERS. (d)
CBA3HBaHMEe aHTUreHa MERS CoV pelUMIPOKHHX pa3BedeHUM CHBOPOTKMU,
n3MepeHHoe C noMmompl MOA Ha cyTku 0 M CyTKM 6 IIOCJe OOCTaBKU
PMERS. (e) TA Memmusl (IONepeuHbHle MBIILIE XMBOTAa) Mumel BALB/c ObUIM
oToDpaHH Uepe3s 72 daca I[0CJie BBeIOeHMA pPelopTepHoro I'eHa pPREP (25
MKI') C TIPOTOKOJIOM, MCIIOJB3YyeMeEIM B (a), (b) mmm (c¢) wuiam 0Bes
BBelleHUS pPeIOpPTEepHOT'0 TI'eHa BO BCTaekax 1-4, COOTBeTCTBEHHO.
VzobpaxeHud WJLJIIOC TPUPYIOT SKCIIPECCUD PENOPTEPHOTO TeHa.
NMMyHOQIIYOpPEeClLleHTHHE M300paXeHrsa cpes30B TA MBIILIE, O00paboTaHHBIX
PMERS wmim pVax (100 wMrr), @mocrTaBJieHHEX ¢ OSI+IMA, u COOpPaHHHX
uepes 72 Jaca rocJie 3TOTO (£). hIgG OeTeKTUPOBaJA
aHTHuueJioBeueckuM I1gG, a 3arTeM FITC-MeueHEM BTOPMYHEIM aHTUTEJIOM
(3eJienwsn1) . KpacuTesnr DAPI - cuHMM. Ila”Hesgs 1. Be3 oOpaboTKu.

[Tanesqs 2. pVax. laHemqm 3 m 4. pMERS. IlaHequ 1-3 »OeMOHCTPUPYIOT
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n3oOpaxeHne [IOIIEepPEeYHOT O CeueHnd [IePIeHOUKYJISAPHO MBIl e UHEIM
BOJIOKHaM, a Ha HDaHeau 4 wmzo0paxeHMe CeUeHMSa BIOOJIb MBIIEUHEX
BOJIOKOH.

[00045] Ha dur. 31 NpoOeMOHCTPpUPpOBaHa yBeJIMUeHHasa u
ycTomurBasa SKcopeccus DMAb y wemel Crl:Nu-Foxnlnu. OT 6,25 mo
100 mxr pMERS BBOmmim c Ol B nOpenBapuUTeJibHO oOOpaboTaHHy ITA TA
Moy Memmed Crl:Nu-Foxnlnu (8 Memmey Ha Tpynny). hIgG B CHBOPOTKE
onpeleliaiM KOJMUeCTBEeHHO C Imnomomeio MOA B cyTkm oT 0 mo 160 (a).
(b) 100 mrr pMERS BBOOWIM Kak B (a) B 1 (jmeras TA), 2 (mOpaBad u
Jeras TA), 3 (nparas u JeBaa TA U JIeBHM KkKBaIpullernc) win 4
(mpaBag M JeBasa TA ¥ JIeBHM U IIpaBHNM KBaIpMIENCH) MbmUE. hIgG B
CHBOPOTKE ONpenesiasiM KOJIMYEeCTBEHHO C HoMombil MOA Ha 21 CcyTKHM.

[00046] Ha dur. 32 1[IpPOOeMOHCTPHPOBaHa »kcHOpeccusa DMAb in
vivo Yy HOBO3EJIaHICKOTO Besoro KpOJIMKaA . (a) JKCIpeccuAa
PENoOPTEPHOTO T'eHa B cpes3sax TA MBI KPOJIMKa dYepes 72 uyaca IOCIHe
nocraeku pGFP (0,2 mr) c nomMompk Sl B OCBE- (BepxHA4 IHaHeJb) WIK
TVA- (HWXHSS IDaHeJk) obpaboTaHHoM Memile. (b & ¢) 2 M pMERS
BRBOOWJIM C HoMombi Ol B KBaIpMLUeNC (IpedBapUTeJIbHO 00paboTaHHEM
OCE wmim IVA) KpoOJMKOB (6 Ha rpynny). hIgG B CHBOPOTKe OIpelelsasn
KOJIMUeCTBEeHHO B CYTKM 3, 5 um © (a) " W3MepAJIM CBA3HBaHUE
anTmureHa MERS CoV (b) ¢ nomompio MOA Ha 6-e CYTKM IIOCJe IJOCTaBKM.
(c) 2 Mr pMERS BROOWUIM C HOMOmb Sl npu HanopsaxeHur oT 20 mo 65 B
B KBaIpPHUILEIC (oBbpaborTauust IWA) KPOJIMKOB (6 Ha Trpyomy), a
CHIBOPOTOUHHM hIgG omnpenessalM KOJIMUECTBEHHO Ha b-e CYyTKM Iocje
InocTaBkM. (Cc & d) BHaueHMsa OToOpaxailTCcsd KakK CcpelHee 3HaueHue +/-
COC (n=6/rpynmna). **** p <0,0001, *** p <0,001, ** p <0,01, a
HC=HeCylleCTBEeHHEM . BHaueHUsda P  mOpencrarBigpT cobo¥  HellapHHEe
IBYXCTOPOHHUE TeCTH MaHHa-YUTHU.

[00047] Ha ¢ur. 33 I[IpPOOeMOHCTPMpPOBaHa »kcHOpeccusa DMAb in
vivo B Makakax pe3yc.l13,5 Mmr pMERS BBomuau C O3l B KBaIpPULEICH
(IpenpapuUTelJIbHO oOpaboTaHHele I[MA) Makak pe3yc (5 Ha rpynmny).
hIgG B CHBOPOTKe COIpelesiaiM KOJMUeCTBEHHO (a) N U3Mepasu
CBA3HBaHMEe aHTuUreHa MERS CoV ¢ nomombpin MOA B cyrkm oT 0 mo 35
(b), " peuunpoKHOT'O pas3BeleHMA CHBOPOTKM Ha CYyTKM 17 (c) 104
Kaxmoro Makaka pesyc. (d) OTeeT aHTUTeJaMM Ha UYeJjloBedeckuM I1gG

(ADA) usMepdaau  nopamem  MOA B CHBOPOTKE MaKaK pe3ycC. (e)
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[IpOODeMOHCTPMPORAaHAa B3aMMOCBA3L ypoOBHeV DMAL M ypOBHEM CRA3HBaHUA
AHTHUTEJI [IPOTUB UYeJIOBeUeCKOI'0 IgG B CHBOPOTKe. I'padMkM IIOCTPOEHE
no mToukaM pHaHHHxX (hIgG (MKD/MJI) C cooTBeTcTBylommuM ADA  (0D450
HM) ) TIIOCJie M IOPU OOCTWMXEHMM IIMKOBOTO 3HaueHmusa hIgG (MKT/MII) B
KaXIoM Makake pe3yc. 3HaueHrMe P u K03bOMUMeHT KOppelauun
CnmpMeHa OBLIIN paccumMTaHHE C MCIIOJIb 30BaHMeM IPOTPaMMHOT'O
obecnieueHus GraphPad Prism 6.

[00048] &mur. 34 @OeMOHCTPUPYET KMHETHMKY BKcopeccur DMAb in
vivo y mmmer BALB/c. (a-c¢) oT 6,25 mo 100 mMxr pMERS BBOIMIIM B TA
MBIILIY MeInelr BALB/c (4-8 Memmeld Ha IPynny), (a) TOJIBKO MHBEKLMEeN
(Bes BII), (b) mHBekUMel c O3II (3II) M (c) UHBeKLMeM ¢ 3II B MHIILY,
obpaboTraHHyl IMA (SII+IMA). (a-c) YPOBHM B CHBOPOTKe IgG UeJIOBeKa
ORI OIpelleJIeHH KOJMUECTBEHHO (TOUKM IaHHHEX [IPeICTaBJIAT CcoboM
cpeIHee 3HaueHmMe +/- COC) ¢ momomei MOA B cyTkM oT 0 mo 14 mocie
nocraBku pMERS.

[00049] Ha éur. 35 I[IPOIOeMOHCTPMPOBaAH OTBeT Ha aHTUTEJO
yeJjioBeueckoro IgG vy pMERS-oOpaboTaHHEIX Memelr BALB/cC. OTBeT
aHTUTeJIaM/ Ha dJeJjloBeueckum I1gG (ADA) wuUsMepsaau OpsaMeEM JVOA B
CHBOpPOTKe Mbmer BALB/c B cyTkm oT O mo 14 mociye pmocTaBku PMERS c
nomomeio 3III.

[00050] Ha éur. 36 NPOIeMOHCTPUPOBAH CKPMHMHI pealeHTOB IJiA
OOCTaBKU nlIHK, M3BECTHERIX CIIOCOOHOCTBIO YCUJIMBATH SKCIIPeCCH
TeHoB. 100 Mxr pMERS BBOOmMJIM B TA MbmLIy Memel BALB/c (5 Memmer Ha
rpynny) . llejderas TA wMeIILa ObJla OpedBapuTeslbHO obpabdoTaHa 3a 30
MUHYT OO IocCTaBkM PMERS ®CE, IMA, 7% caxaposolM, koJjlareHas3on D,
sJjlacTaszon wmam MMP7 B rmpymnax 1, 2, 5, 7, 8 M 9 COOTBEeTCTBEHHO.
PMERS ©OrvUla T[IPUTOTOBJIEHa B BUIe KOMOMHMPOBAHHOTO IIpenapaTa C
noJIM-L-TJIyTaMMHOBOM KMCJIOTOM (Ipyhona 3) wuiIm TewmnojyoM (Tempol)
(rpymna 4) wim (OH) 3D3 (rpynna 6), ¥ OpeIBapuUTesbHOM 00padoTKu
He ObUIO. YPOBHM UeJIOBEUYeCKOTOo I1gG B CHBOPOTKE OIpenesidaiu
KOJIMUECTBEHHO (TOUKM JaHHHX I[IPEeNCTaBJIALT CODOM cCpelHee 3HaueHUE
+/- COC) c momombi MOA Ha 6-e CYTKM IOCJe OocTaBku pMERS.

[00051] &mr. 37 1OeMOHCTPUPYeT »KcIpeccur DMAb y KpPOJMKOB.
(a m b) 2 Mr pGX9207 BBOmMIIM C O3l B KBaIpHULelC (IpedBapUTeJIEHO
obpaboTaHHEM IVA) HOBO3EJAHIOCKUX OeJIHxX KPOJMKOB (6 Ha Tpylny) .

hIgG B ceEBOpPOTKe (a) ™ cepaspBaHMe ¢ IgG uejsioBeka (ADA) (b)
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aHaJM3upoBaJu C nomomsio MOA B cyTkm orT O mo 10.

[00052] Ha dur. 38 NIPOOEMOHCTPUPOBAHO HUCCIIegoBaHue
KOMOUMHUPOBAHHOTO npenaparTa I'MaA c nJHK vy KPOJIMKOB . MecTb
HOBOBEJIAHNOCKMUX OeJIHX KPOJMKOB B Ipyllne. 2 MI' pGX9207 B JieBOM

Kpampulernce. [IOea MecTa. IMA (Intropharma) 200 em. Ha MecCcToO.

CELLECTRA®-5P nJJHK/TVA KOMOMHMPOBAHHHM OpelapaT IIPUIOTOBJIEHHEMN
3a 5 MHMHYT 1O BBeleHuUs. KpoBb oTOupalM Ha b-e cyTku. Howmep
sKCcHepuMeHTa INO-16-158Db.

[00053] Ha  dur. 39 IPOOEMOHCTPUPOBAH KOMOVHUPOBAaHHBIN
nopernapartT TTA C nIIHK vy KPOJIMKOB C 3amepPXKomn oIl. MecThb
HOBOB3EJIaHINCKUX O€eJIHX KPOJMKOB B Ipyllle. 2 MI' pGX9207 B JieBOM

KkBalpulernce. [IOBa wMecra. IMA (Intropharma) 200 en. Ha MecCcToO.

CELLECTRA®-5P mnJJHK/TVMA KOMOMHWPOBAHHHI [IpelapaT IIPUIOTOBJIEHHEI
3a 5 MUMHYT 1O BbBeleHus. KpoBb oTOupalir Ha b-e cyTku. Howmep
sKclepuMeHTa INO-16-158a.

[00054] oémr. 40 »OeMOHCTPUPYET KOMOMHMPOBAHHHM IIpeHdapaT IMWA

c nIIHK B Makakax pe3yc. pGX9207 (pMERS) npocTarJleH B KBaIpULEIC C

[IOMOIIB I CELLECTRA®-5P. 4 MecTa. 1 MI' nJIHK Ha YU4aCcTOK.
Intropharma (IT'MA OUMIIEHHEI nus CEMEHHMKOB OBIKa) . nOHK/TUA
KOMOMHAaUM A IPUTOTOBJIEHA 3a 5 MUHYT oo BBeIeHUAd. Howmep
sKCcHepuMeHTa INO-16-194.

[00055] Ha émr. 41 OponeMOHCTPMpOBaHa OITHMU3ALMA 3alepXKU
SI1 ¢ mnomompl Hylenex (pexkoMOMHaHTHas I'MallypOHMIAa3a deJloBeka) .
pPGX9207 T'MA KOMOVHUPOBAaHHHM opernapart. IBa Tx B JIEBOM
KBalpuuerice. I[IpOOeMOHCTPUMPOBAaHEH YPOBHM B CHBOPOTKe hIgG Ha b-e
cyTku. Homep skchnepmmeHTa INO-16-279.

[00056] Ha dur. 42 NPOOeMOHCTPUPOBAH sbdpexT
KOMOMHUPOBaAHHOTO ¢ ITA mpenapaTa Ha YMeHbIleHMe no3H [THK-BaKIMHE.
Memy BALB/c. CyTkm O IM Bupyca rpunna pNP CELLECTRA-3P, cyTru 7
n 14 VOA. Homep skclepuMeHTa INO-16-218.

[00057] Ha ¢ur. 43 MNIpOIeMOHCTPUMPOBAHO YBEJIMUYEHME WMMYyHHOTO
OTBeTa Ha OIyXOJIeBEM aHTHITeH C I[IOMOWmbIk IpenapaTa JHK-BakUMHE C
I'MA. Memm B6. Cyrkm O m 14 IM pmTERT CELLECTRA®-3P, cyTkm 21

simucrnoT (ELISpot) UMOH-TaMMma OIPOTMB IIYJIOB HATMBHEX DenTunok TERT

MeIM . HoMmep skchoepuMeHTa INO-17-018.
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[IOOPOEHOE OIIMCAHME CYIHOCTW M3OEPE TEHMA

[00058] IIanHOe wM300pPeTEeHMEe OTHOCUTCS K KOMIIO3ULMAM IJIS WU
crnocofbaM JOOCTaBKM al'eHTa CyOBeKTYy. VYKas3aHHHE CIOCOOE MOTYT
BKJIOUATEL BBeleHMe CyOBeKTYy aleHTa U I[IOJUIIeNTHUIa XOHIPOUTMHASH
WY T[IOJIMHYKJIeOTHuna, KOOUPYKIEeTO  IIOJIMIIENTULI XOHIOPOUTHHASIH, B
KOJIMUeCTBe, OOCTaTOUHOM IJIg IMUOpOoJiM3a CcyJabdaTHEX TIpynn CSPG.
XOHIOPOUTHMHAazZa MOXET I'MIPOJIM3OBATH cynsdaTHEEe Tpynne CSPG vy
cybpekTa. OTa »Oe3opraHMB3alMsa MOXeT IIPUMBECTM K Ie30plaHu3alun
BHEKJIETOUHOTO MaTpMKCa M TeM caMbeM OoOJIeTUMTh IJOCTaBKYy aleHTa.
YKaszaHHHE CIOCOOB MOTYT OOMNOJHUTEJIBHO BKJUATL BBeOeHMEe CyOBeKTy
MIOJIMIIEN T A TMaJIyPOHUIA 3 VI [MOJIMHYKJIeOTHa, KOIVPYKIeTo
MNOJIUIIENTUL TMaJlypPOHMIIA3H .

[00059] IDaHHOe mM300peTeHMe Takke OTHOCUTCH K BBEIEHU
TMaJlypPOHMIa3E BMECTe C al'€HTOM CyOBeKTy. I[MajlypOHMIas3sy MOXHO
BBOIOMUTEL B BUIe IOJMIENTMOa WMJIM B BUIOEe HYKJIEMHOBOM KMCJIOTH,
KoOupywoimen TMaJIlypOHUOas3sy VI X bparMeHT VI BapMaHT.
T'manypoHUIOaza MOXeT CIHoCcoOCTBOBATE OOCTaBKe areHTa CyOBekTy. B
pe3yJbTaTe TI'MaJlypOoHMIasza MOXeT YCUMJIMBATL MVMMYyHHEM OTBeT VY
cy®peKTa U/UIM YyCUIMBATE SKCIPEeCcCHUMI areHTa Yy CcyOheKTa.

1) Omnpegnpenexnus:

[00060] Ecam He YyKa3aHO MHOe, BCe TexXHMUeCKMe U HayuHHe
TEPMMHEl, MCIOJIb3yeMble B OaHHOM HOOKYMEHTe, MMeIT TO Xe 3HaueHUe,
KOTOpoe OOHUHO IIOHMMAEeTCSd CIelMaJIMCTOM B IaHHOM o0JIacTV TeXHUKMU.
B cJiyuyae KOHQIMKTA HaACTOANMUM OOKYMEHT, BRJIOUAs OlpeleJieHUd,
fymeT ¥MMeTb I[IpPerMyMeCTBO. I[IpedlouTUTEeJIbHEIE CIOCOOE ¥ MaTepMraJlbl
ONIMCaHBE  HUXe, XOTHA CIOCOBH WM  MaTepMaJlH, AHAJIOTUUHEE WU
SKBMBAJIEHTHHE OIIMCAaHHBEIM B OaHHOM OOKYMEHTe, MOTYT OHITEL
VICIIOJIbE 30BAHE Ha npakKTukKe VI oJs TeCTUPOBaAHUA IOaHHOTO
nzobpeTeHusa. Bce nyOJamMkKaluMy, IIaTEeHTHHEHE 3asSBKM, IIaTeHTH UM OpyIMe
CCHUJIKM, YIIOMSHYTEE B »OaHHOM @»OOKYMEeHTe, BKJWOUEeHH B KauecTBe
CCEUIKM B TIIOJIHOM 0OO0BeMe. MaTepuasibl, CIOCODOH W IIPUMEPEH, PaCKPHTHE
B IaHHOM JIOKYMEHTE, ABJIAKTCSH  TOJBKO WJLIKCTPATUMBHEIMU UM HE
nIpenHas3HadeHH IJIS OTPaHWYEeHU’Ad.

[00061] TepMUHEL "comepxwurT (aT) ", "BrJIOUaeT (ooT) ",
"yMernomun (e) ", "ymeer (o7T) ", "MoxeT (TyT) ", "BMmemaeT (oT) ", M ux

BapMaHTH, MCIIOJIE 3y EMEIE B JaHHOM IJOKYMEHTE, VMCIIOJIBESYRTCHA B
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KaueCTBe OTKPHTHX II€PEeXOOHEX (pas, TepMUHOB WMJIM CJIOB, KOTOPHE He
VCKJIOUAT BO3MOXHOCTM  OOIOJIHMTEJILHEIX HOeVMCTBUM MM CTPYKTYP.
QOpMEL  E€OMHCTBEHHOT'O UMCJla TakxXxe IoOpa3yMeBalnT MHOXeCTBEHHOe
UuCJIO, €CJM KOHTEKCT fABHO He IUKTYeT MHoe. JJaHHOe pPacKpHTHUE
TakKxe paccMaTpuBaeT opyrue BapMaHTH OCYyIleCTBJIEHU S,
"BrInoUanmye /conepxamme”, "cocrosamme u3" u "cocTosmue B OCHOBHOM
nuz3", BapMaHTH OCYIECTBJIEHVS MM DJIeMeHTH, [IpedcTaBJIeHHEEe B
OaHHOM HIOOKYMEHTe, He3aBUCKMMO OT TOTI'O, SBHO OHM VYIIOMAHYTH WK
HeT.

[00062] TepMmmH "OKOJIO", MCIOJL3YEMHlM B IaHHOM INOKYMeHTe MOJId
IpMMeHeHMsS K  OIOHOMY WMJIM HECKOJIBKMM [IPpelCTaBJIAKINMM MHTepecC
3HAUEHMAM, OTHOCUTCH K 3HAUeHMI, KOTOpOe aHaJIOTMYHO YKa3aHHOMY
3TaJIOHHOMY 3HAUEHUD. B HEKOTOPEIX acrexkrax TepMUH "okoJo"
OTHOCHUTCSA K IOMala3O0oHy 3HaueHUM, KOTOPHEe HaxXoOATcda B IOpeldejax
20%, 19%, 18%, 17%, 16%, 1b%, 14%, 13%, 12%, 11%, 10%, %, %,
7%, 6%, 5%, 4%, 3%, 2%, 1% wmam MeHee B JIOOOM HalpabBJieHUM (OoJiblne
WV MEHBIIE) OT YKa3aHHOT'O STaJIOHHOT'O 3HaYeHMusd, eCJM He YKas3aHO
VHOE WJIM MHOE He OUEeBUIHO M3 KOHTEKCTa (3a MCKIIUYEHMEM CJydaeB,
KOI'la Takoe umciio OymeT HOpepvmmaTbk 100% BO3MOXHOI'O 3HAUEHUAD) .

[00063] "AHTHUTeJIO" MOXeT O0O3HauaTb aHTUTEJIO KJjlaccoB 149G,
IgM, IgA, IgD wmmm IgE wmim wux ©¢parMeHTE WM MX I[IPOM3BOLOHEE,
BkJIouasas Fab, F(ab'") 2, Fd ©u oOHOLEernodeuHHEe aHTuUTejla UM UX
IIPOU3BOOHEE. AHTUTEJIO MOXeT OBTE aHTUTEJIOM, BHIOEJIEHHBEIM U3
obBpaszua CHBOPOTKM  MJIEKONIMTAKIETO, [IOJIMKJIOHAJIEHEM  aHTUTEJIOM,
MOHOKJIOHAJIBHEIM aHTUTEJIOM, a@dMHHO OUMIIEeHHEIM aHTUTEJIOM WM UX
CMeCblo, KOTOPHe o0JjlajalnT IOCTaTOUHOM CIelUMOUMUHOCTLIO CBASHBAHUSI C
XeJlaeMBIM  SIIMTOIIOM MM I[IOJIYUeHHOM M3 Hero II0oCJIeOoBaTeJIbHOCTLIO.
AHTUTEeJIO MOXeT OHBTE CHUHTEeTUMUeCKMM aHTUTeJIOM, Kak OIMCaHO B
IOaHHOM IOKYMEHTE.

[00064] "AHTHUTeJILHEM oparMedHT" uiIu "dparMeHT aHTHUTeJa", Kak
B3aVMMO3aMeHsSeMO WMCIOJb3yeTCsS B JaHHOM JOKYMeHTe, OTHOCUTCH K
JacTu VHTaKTHOTO aHTUTeJa, coepXamero AHTU T eHCB I3LB Ao
y4acToOK WM BapuabeJIbHHM yUacTOK. VYKal3aHHasd YacTh He BKJIOUAET
KOHCTAaHTHEHE OOMEHH TSXxeJioM ULenu (1o ecTs, CH2, CH3 wmim CH4, B
3aBUCHMMOCTHM OT M3O0THUIIAa aHTUTeJa) Fc-ofJjaCcTyM MHTAKTHOT'O aHTUTEJA.

Hlevlepr @paI‘MeHTOB aHTHMTeJI BKJIIOWAaKT, HO He OI'PaHMUMBAKTCA VMM,
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Fab-dparmMeHTH, Fab'-boparMeHTH, Fab'-SH bparMeHTH, F(ab')?2
bparMeHTH, Fd-dparmeHTH, Fv-0parMeHTH, IMaTeJla, OIHOILEIIOUYEeUHEEe
Fv (scFv) MOJIEKYJIHL, OOHOLEIIOUEUHHE  IIOJIMIIEIITUIH, comepxamme
TOJIEKO OIMH BapuabeJIbHHIM JOMeH JIeTKOoMW Lenu, OIOHOLIeIIOUEeUHEe
IIOJIUMIIENTUOE, CcolepXxamue Tpu CDR Bapua®eJIJbHOTO HOOMeHa JIeTKOU
nenu, OOHOLIeIIOUEeUHEe [IOJIUIIENTULHL, comepxamme TOJIBKO OOHY
BapuabesyibHyID 00JIacTh TSKeJION LelM, M OIHOLENOUeUHHE IIOJIMIISIITUIH,
comepxamue Tpu CDR BapmadesIbHOTO YyUacTKa TSKeJION lLelu.

[00065] "OdparmMeHT", KakK MCIOJB3YyeTCs B IOaHHOM JIOKYMeHTe,
0O3HavaeT IIOCJIeOOoBAaTeJIbHOCTL HYKJIEMHOBOM KMCJIOTH WMJIM €€ YacThb,
KOTOpasa KOOMPyeT IIOJIMIIeNTUI, CIOCOOHHM BH3HBATL MMMYHHHM OTBET Y
MJIEKOINIUTAKIIETO . dparMeHTH MOTYT OBITE bparMeHTaMmn IOHK,
BHOPAHHEMM, II0 MeHbIel Mepe, M3 OIOHOM M3 pPasJIMUHBX HYKJIeOTUIHBX
nocjienoBaTeJIbLHOCTEN, KOTOPHE KOIVPYT bparMeHTH Belnka,
npencTaBJIEHHEE HITKE . "dparmeHT" Takxe MOXeT OTHOCUTBLCHA K
IOJIMIIENITUOHOM IIOCJIeIOBaTEeJIbHOCTM MJIM ee uYacTH, KoTopasd CcIocobHa
BHI3EHIBATHL MMMYHHBEM OTBET Yy MJIEKONIMUTAKIETOo.

[00066] "YIMMY HHEBIV orBeT", Kak MCIIOJIE3YEeTCA B OaHHOM
OOKYMEHTE, O3HayvaeT aKTUBaLN© VIMMYHHOM CUCTEMEL XO34MHa,
HalpyMep, MIeKONMTAaKmero, B OTBET Ha BBelIeHUe aHTUuIeHa. VIMMyHHBM
OTBeT MOXeT OHTbL B (OopMe KIETOUHOI'O MM I'yMOPaJIbHOTO OTBeTa WU
TOTO M OPYyITOTO.

[00067] "OYHKUIMOHAJILHO CBA3aHHHM", KaK MCIIOJIb3yeTcd B
IOaHHOM JIOKYyMeHTe, O3HauaeT, UTO DSKCIPpecCHUs T'eHa HaxXOOUTCA II0oL
KOHTPOJIEM IIPOMOTOPA, C KOTOPHM OH IPOCTPAHCTBEHHO CBSA3aH.
[TpoMoTOpP MOXET OHITH PacIoJioXeH B 5 TIOJIOXEHUN
(BLIIEPACIIOJIOXKEeHHHM) MJIM B 3" IIOJOXeHMM (HMXePaCIIOJOXEHHEI) IO
OTHOMEHMIK® K T'eHy II0I €TI0 KOHTPOJIeEM. PacCTodHME MeXIy IIPOMOTOPOM
¥ TEHOM MOXeT OHTHb NPUOIM3UTEIBHO TakKMM Xe, KaK pPacCCTOSHMEe MeXay
STUM IIPOMOTOPOM M 2TMM T'€HOM, KOTOPHM OH KOHTPOJIMPYeT B I'eHe, U3
KOTOPOTO IIOJIyYeH IIPOMOTOP. Kak wm3BecTHO B »OaHHOM oOJacTu
TeXHUKNV, WM3MEHEHME BSTOT'O0 PacCTOSAHMSA MOXeT OBTH BHIIOJIHEHO 0e3
IIOTEepU IIPOMOTOPHOM QYHKIIUM.

[00068] "TlenTuno", "Bejgoxk" WJIN "nosgunenTtun", Kak
MCIIOJIE3YEeTCHd B  JaHHOM IOOKYMEHTe, MOXeT O3HauaTb CBA3aHHYD

IocjienoBaTeJIbHOCTDB aMVHOKWMCJIIOT " OH MOXeT OBITH IIPMPOIOHEIM,
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CYMHTEeTMYEe CKVM WJIM MOHM@MKaHMeﬁ JIn codueTaHrMeM HaTypaJIbHOT'O WU

CHMHTEeTHYEeCKOTO.
[00069] "TlouHykJeoTmn" WJIN "oIuronykJgeoTmum" WIIn
"HykJIeMHOBasg kKucjoTa'", KaK MCIOJIB3YyeTCcd B ITaHHOM IOOKYMEHTe,

O3HauvaeT IO MeHbIey Mepe IBa HYKJIeOTHOa, KOBaJIeHTHO CBSA3aHHHE
Opyr C »OpyroM. IIOJMHYKJIEOTHI MOXeT OBHTb ONHOLEIIOUEUHEM WJIU
IBYXLEINOUeUHEM MJIM MOXeT COIOepPXaThb YYaCTKM Kak IBYXIelIOoueuHOM,
Tak ¥ OIOHOLEIIOUEUHOM IIOCJIeOOBATEeJILHOCTHK . IIOJIMHYKJIEOTUIOM MOXET
OBITH IOHK, Kak T'eHOMHAa4, Tak " xkIHK, PHK NI Tubpnn.
[TOJIMHYKJIEO T MOXeT comepxaThb KOMOMHaLUM nes30KkCupnudo- u
PUOOHYKIIEOTUOOB U KOMOMHALMM OCHOBaHWUM, BRJOUAsg ypaluws, aleHUH,
TVIMMUH, LUMTO3MH, T'yaHWH, MHO3MH, KCaHTMH, TUIIOKCAHTHH,
VM30LMTO3VH, WM30TyaHMH M CHHTETUMUECKME WM HEeNPUPOIHBEE HYKJIIEOTUIE
M  HYKJEO3MIH. [IOJIMHYKJIEOTHOE MOTYT  OHTE IIOJIYYEeHH  MeTOoOaMM
XYUMUUECKOTO CHMHTE3a WJIM PeKOMOMHaHTHBEIMU MEeTOIaMM .

[00070] T'"IllpomoTop", Kak WMCIOJB3YeTCsS B IOaHHOM JIOKYMeHTE,

O3HadaeT CHHTeTHMYECRKYI WIJIM IIPMPOIOHEIM ITyTEeM IIOJIYUYEHHYID MOJIERYILY,

KOoTOopada CrIoCcoOHa ofecrneunBaTh, AKTHMBMPOEBATE mJin YCUIIMBATDb
SOKCIIPpeCCHIO HYKHGMHOBOﬁ KVCJIOTE B KRJIeTKe. [IpomMoTOP MOXeT
comepXxaTb OIoIHY I HeCKOJIBEKO OolipeneJIeHHEX pPeTyIJIATOPHEIX

IocyjienoBaTeJIbHOCTEN TPaHCKPUIILUN oJis naJjbHeNmero YCUJIEHU A
SKCIPEeCcCUum Mu/UIV OJd M3MEeHeHUS NPOCTPaHCTBEHHOW SKCIpecCur u/miam
BPEeMeHHOM BKCIPeCcCUuM ToTro xe. IIpoMOTOp MOXeT Takxe CcomepXaThb
OVMCTAJILHEI DSHXaHCep WM pPelpecCOopHBe BJIEMEHTEH, KOTOPHE MOIYT
OBITEL PACIOJIOXEHH Ha OTHaJIeHMM B HeCKOJIBKO THCSY IIap OCHOBAHUM OT
ydyacTKa HauaJla TpPpaHCKpulluM. IlIpoMoTop MOXeT OBTE IIOJIydeH U3
VICTOUHMKOB, BKJIOY A0MMX BUPYCHEHE, fakTepraJibHHE, TPUOKOBHE,
pacTeHrsa, HaCeKOMHX U XMBOTHEX. [IpOMOTOPR MOXET pPeryJMpOoBaTh
DKCIIPECCUI KOMIIOHEHTAa TI'€eHa KOHCTUTYTMBHO WM IMddepeHUMaJIbHO II0
OTHOMEHVK K KJIETKe, TKaHM WJIM OpraHy, B KOTOPOM IIPOUCXOIUT
SKCHOpeccHusa, WIXM IIO0 OTHOWEHMI K CTalIuM Pal3BUTUA, IOPpU KOTOpOM
[IPOUCXOOUT DKCIIPECCUSA, WJIM B OTBET Ha BHEMHME pasdpaXxuTelu,
TakKMe KaK OQUM3MOJIOTMUECKMEe CTPEeCCH, I[aTOT'€HH, WOHH MeTaJlJIOB WM
VHOYLUUPYIMME ATEeHTH . TUIIMUHEIE IIPMMEDPH  [IPOMOTOPOB BKJIOUYAT
npomoTop T7 OakTepuodpara, npomMoTop T3 OakTepuodara, MIPOMOTOP

SP6, mnpomoTop lac-omeparopa, HOpomMoTop tac, TO3OHUM I[IPOMOTOP



18

SvV40, pasHHMM npoMoTop SV40, npomoTtop RSV-LTR, mnpomoTop IE CMV,
paHHMUNM OpoMoTop SV40 wmiaM no3mHuM nOpoMoTop SV40, u npoMoTop IE
CMV.

[00071] "CyOwekT", KaK MCIOJB3YyEeTCHS B IOaHHOM IOKYMeEHTe,
MOXeT 0B03HauUaTh MIIeKONMTaKIee . MiIeKOIU T aKnM MOXeT OHTH
UeJIOBEeK, mmMMIIaHz3e, cobaka, Kollka, Jiollank, KopoBa, MHIIL WJIMU
KpEHICa .

[00072] "JleueHme" wmiam "JleuuTb", KakK MUCIOJIB3YeTCS B OaHHOM
OOKYMEHTe, MOXeT O3HauaThb 3alUTy XMBOTHOTO OT 3abojieBaHuUSA
[IOCPenCcCTBOM IIpeloTBpalleHNs, nonaBJIeHUS, pernpeccupoBaHmUa WK
[IOJIHOTO yCTpaHeHrAa 3abojieBaHMUA. IlpenoTBpalleHre 3abojieBaHMa MOXeT
BKJIOUATH BBeJeHMEe KOMIIO3MIMKM [10 JaHHOMY WM300peTeHMK XMBOTHOMY IO
Hauvajla 3abojieBaHMA. IlomaBJjeHMe 3aboJieBaHMA BKJOYAeT BRBeIeHUe
KOMIIOBULWKY I1IO HOaHHOMYy M300peTeHMK JKUMBOTHOMY IIOCJE MHIOYKLIUU
3aboJIeBaHMA, HO OO €TI0 KJIMHMUECKOTO IPOABJIEHMSA. PelnpeccHupoBaHMUE
3aboJIeBaHMA BKJIKUYaAeT BRBEeIEeHMEe KOMIIOBUMIMM I10 ITaHHOMY WM300pEeTEeHU
KXMBOTHOMY IIOCJIE KIIMHMYECKOT'O MNPOABJIeHUS 3aboJieBaHUA.

[00073] "BapmaHT", Kak M}MCIOJB3YETCH B IOaHHOM IOKYMEHTe B
OTHOUIEHUM HYKJIEMHOBOM KMCJIOTE, O3HadvaeT (1) YacTb WMIM OQparMeHT
yKazaHHOM HYKJIEOTUIHOM [IOCJIeDOBAaTEJIbHOCTHU (i) KOMILJIEMEHT
YyKa3aHHOM HYKJIEOTMIHOM IIOCJIeNOoBaTeJILHOCTM WJIM ee uvacTtm,; (iii)
HYKJIEMHOBYI KMCJIOTY, KOTopasd IO CymecTBY MIeHTHMUYHa YKas3aHHOM
HYKJIEMHOBOM KMCJIOTE WMJIM €& KOMIIJIEMEHTY; WM (1Vv) HYKJIEMHOBYIO
KUCJIOTY, KoTopasd IUBpUIM3YeTCI B XeCTKMX YCJOBMSAX C YKa3aHHOM
HYKJIEMHOBOWM KMCJIOTOM, €& KOMIIJIEMEHTOM WMJIM I[IOCJIedOoBaTeJIbHOCTIMA,
[I0 CYMEeCTBY UISHTUUHBIMU M.

[00074] "BapmaHT" MOXeT najiee OHTH OINpPeOeslIeH Kak MIelNTUI WK
MOJINIIENTUL, KOTOPHM OTIINYaeTCH B aMUHOKMCJIO THOM
IOCJIeIOBATEJILHOCTU IO BCTaBKe, OejlellMM MJIM KOHCEepBaTHMBHOM 3aMeHe
aMMHOKMCJIOT, HO COXpaHsgeT II0 MeHbllel Mepe OIHY OMOJIOTUUEeCKYIO
AKTHMBHOCTL . TUIMUHEE MIPUMepH "OMOJIOTUMUEeCKOM aKTMBHOCTMU" BKJIOUAT
CIIOCOOHOCTH CBABHEHBATECH CreumupmuueCcKmm aHTUTEJIOM WM
CTUMYJIMPOBATEL MMMYHHHM OTBeT. BapMaHT TakXke MOXeT O3HauaTb 0OeJIoK
C aMMHOKMCJIO THOM [IOCJIENOBATEJIBHOCTEIO, KOTOpad 1o CyHmeCTBY
UIEeHTMUYHAa YyKas3aHHOMy OeJIKy C aMMHOKMCJIOTHOM IIOCJIedOBaTeJIbHOCTHIO,

KOTOpaAda CoXpaHAeT TIIOo MeHbIIeMn Mepe OIOHY OMOJIOTUUECKYID aKTUBHOCTE.
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KoHcepBaTuBHasa 3aMeHa AaMMHOKMCIIOTHE, TO eCTh 3aMeHa aMMHOKMCJIOTH
oIpyTon AMMHOKMCJIOTOM c aHaJIO TUYHEMN CBOMCTRBAaMMA (HampumMep,
TUOIPOOUIIBHOCTEIO, CTEeNeHbID UM paclpelelleHMeM 3apsSXeHHHX obJacTen),
Ipu3HaHa B OaHHOM oBJjglacTH TexXHUKH, Kak uMeomas TUIINYHO
He3HauMTeJIbHOe WMBMeHeHMe. 3STM Hel3HauMTeJIbHEEe M3MeHEeHUS MOTYT
OBITE MOEHTUOMUIMPOBAHH, B UYaCTHOCTM, C VYUYETOM IMUIPONaATUUIECKOTO
MHIOIeKCca aMMHOKMCJIOT, Kkak IIOHMMaeTCcd B IJaHHOM o00JacTrM TexXHUKMU
(Kyte et al., J. Mol.Biol. 1982, 157, 105-132).TwuppornaTuUdyecKuin
MHIEeKC aMMHOKMCJIOTH OCHOBAaH Ha yueTe ee IuIpodoBHOCTM M 3apdma.
B manHom o6JjacTM UBBECTHO, UTO  AaMMHOKMUCJIOTEL C  IIOJOOHBIMMU
TUOPOIATUUECKUMY MHIeKcaMyM MOTYT OHTbL 3aMelleHH (OpyT IOpYyIoM) C

COXpaHeHMrEeM OYHKLIUM Helka. B OOHOM acCIiIeKkTe 3aMelleHE

AMMHOKMCJIOTE, MMeIMe TIUIPpOolaTUUecKMe MHIEKCH + 2. I'MOpodMIILHOCTDL
AMUHOKMCJIOT Takke  MOXeT OLHITE UCIIOJIb30BaHa  OJIS  BHSABJICHUSA
3aMemeHnii, KOTOPHe IMIPUBEeIYT K COXPaHeHMI OMOJIOTMUECKUX OYHKLIMUMA
BeJIkOB. PaccMOTpeHMe TIUIPOOMIBHOCTM  AaMMHOKMCJIOT B KOHTEKCTe
nenTuga IIO3BOJIAET PacCCUMTHBATEL  HaMOOJBIYKD JIOKAJbHYKD  CpPeIHKIn
TUIPOPMIILHOCTE  2TOTO IeNTrIa, IOJIE€3HYID Mepy, KoTopasd, Kak
cooBmaeTcH, XOPOIIO KoppeupyeT c AHTUTEHHOCTLIO u
VMMYyHOTEHHOCTBIO. S3aMeHa aMMHOKMCJIOT, MWMelMMUX CXOIOHBE 3SHaueHUMd
TUIPOOUIILHOCTH, MOXeT IPUBOONTE K IenTumaM, COXPaHSoMUM
BUOJIOTHUUECKYIO AKTMBHOCTE, HanpuMmep VIMMYyHOT €HHOCTE, KaxK
[IOHMMaeTCcd B JaHHOM of6JacTM. 3aMeHH MOTDYT OBTH BHIIOJIHEHE C

VCIIOJIb30BaHMeM aMMHOKMCJIOT, VIMeIomMX 3HadYeHMA PMHpO@MHbHOCTM B

opemejiax =+ 2 @Opyrl oOT »Opyra. Kak #WHIeKC TIUIPpOQPOOHOCTM, TaK U
3HaueHue TUIPOPUIIELHOCTU AMMHOKMCJIIOT 3aBUCHAT oT KOHKPETHOM
BDOKOBOM LelM DTOW aMMHOKMCIIOTHE. CoIJlacyeTcsa C 5STuM HabJIooeHVeM
TO, uTo aMMHOKMCJIO THEIE 3aMeHH, KOTOPHE COBME C TVIMEL C
BuoJIoTHUYEeCKOM OYyHKIMEeM, KakK I[IoJlaTalnT, 3aBUCAT OT OTHOCUTEJILHOTO
CXOOCTBa aMMHOKMUCIIOT WU, B  YaCTHOCTH, DOKOBHIX  Lellel  BTUx
aAMMHOKMCJIOT, UYTO BWMIHO M3 IUAPOPOOHOCTHM, TI'HMIOPOOMIIBHOCTHM, 3apdana,
pas3Mepa, M IPpYyIMX CBOMCTB.

[00075] BapmaHTOM MOXeT OBTH IIOCJIeIOBaATEJIbHOCTL HYKJIEMHOBOM
KMCJIOTH, KOTopas IO CYMecTBY MWIEHTHMYHa IO BCeM MOJMHEe IIOJIHOM

[IOCJIeDOBaTEeJIbLHOCTM TeHa WIM ero oOjparMeHTa. l[locJyienoBaTeJIbLHOCTE
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Q

HYKJIEMHOBOM KMCJIOTH MOXeT OHTHL Ha 80%, 81%, 82%, 83%, 84%, 85%,
86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%,
99% mim 100% mMOeHTHMYHa I[IO BCEeM OJMHE II0CJIeIOBaATEeJIbHOCTM T'eHa WM
ero bparMeHTa. BapuaHTOM MOXeT OBITE aMVHOKMCJIOTHA I
I0CJIeNOBATEJIbHOCTL, KOTOpasd IO CYNecTBY MIeHTMUHa II0 BCeM OJMHEe
AMUHOKMCJIO THOM [IOCJIeIOBaTEeJIbHOCTHU NI ee bparMeHTa.
AMMHOKMCJIOTHAS IIOCJIeIOoBaTeJIbLHOCTEL MOXxeT OBTL Ha 80%, 81%, 82%,
83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%,
96%, 97%, 98%, 99% WJIn 100% MIOEeHTHUYHAa 1o BCel OJIMHE
AMMHOKMCJIOTHOM IIOCJIeOOBaATEeJIbLHOCTY MJIM ee dpaTlMeHTa.

[00076] "BexkTop", KakK WMCIOoJIb3yeTcsa B JTaHHOM JOKYMEHTe,
O3HauvaeT IIOCJIEeNOBaTEJIBHOCTD HYKJIEMHOBOM  KMCJIOTH, coIepXalyo
TOUKY HaualJla pelliMKalrMM. BeKTop MOXeT OHTb BUPYCHEM BEKTOPOM,
BaxkTeprnod®arom, BaxkTepraJibHOM VCKYCCTBEeHHOM XPOMOCOMOM VI
MCKYCCTBEHHOM XPOMOCOMOM Ipoxkel. BekTop MoxeT OHTE HOHK miam PHK-
BEKTOPOM. BekTOp MOXeT OBTbH CaMOPEIUIMUIMPYKRIMMCS BHEXPOMOCOMHEM
BEKTOPOM UM MNPeANOoUYTUTEJILHO NpeACTaBJATh cobol IOHK mjazMmmy.

[00077] Ina D»mexJapUpOBaHMA UMCIIOBEX OMAalla30HOB B ITaHHOM
OOKYMEHTE KaxXOoe IIPOMeXyTOUHOEe UMCJIO B HMX C OIMHAKOBOMW CTEIlleHbI
TOUHOCTM SABHO Ipenrnojiaraercsda. Hamnpumep, OJ4 »OualasoHa ©6©-9 uwucia
7 u 8 HmpelycMaTpMBalTCA IOONOJIHUTEJIEHO K 6 M 9, a g »Oualas3oHa
6,0-7,0 - uwmcja 6,0, 6,1, 6,2, 6,3, 6,4, 6,5, 6,6, 6,7, 6.8, 6.9
n 7.0 ABHO HpenyCMaTpUBaKRTCSH.

2) JicriollbEB30BaHMEe XOHIOPOMTHMHASBH OIS YIYUYIIeHMSI OOCTABKU
areHTa

[00078] IDaHHOE n300peTeHne OTHOCUTCH K BBeIIeHUIO
XOHIOPOMTMHARE BMeCTe C aleHTOM Cy0BeKTy. XOHIPOMTHMHAa3a MOXeT
BBOIUTLCS B BUIe IIOJUIIENTHUIA WJIM B BMIE HYKJIEMHOBOM KMCJIOTH,
KoOupywome  XOHOIPOMTMHASZY, U  UX dparMeHTa WM  BapuaHTa.
XOHIpOMTHMHAa3a MOXeT OoOJIeTUMTh HOOCTaBKYy al'eHTa CyOBeKTy. B
pe3yJbTaTe XOHIPOUTHMHAaB3a MOXeT YCUJIMBATL MVMMYHHEM OTBeT VY
cy®beKTa /UM YCUIMBATE SKCIPEeCCUMID areHTa vy CyObheKTa.

a) XoHIOpoOMTMHAasBa

[00079] XOHOPOUTHUHAZY WJIIN ee dparMeHT MOXHO BBOIUTE
CyDBEKTY . XOHIOPOUTHHAZA MOXeT OBITE Jodon XOHOPOMUTUHA3OM .

Hanpumep, XOHIPOUTHHABA MOXeT npencTaBJIsaTh coBomn N-
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alleTujrajakTosaMui-4-cyiabLdhaTasy, N-aleTmirajakTos3aMH— 6—

cynshaTaszy wWIM XOHOPOUTUH-ABC-JIMaszy. XOHOPOUTMHAa3z3a MOXeT OHThH

XOHIOpouTHHazom AC. XOHIOpOUTHMHABa MOXeT OHTb pPeKOMOMHaHTHOM
XPOHIPOUTUHAZ0M . XOHIPOUTHMHa3a MOXeT KaTaJlM3MPOBaTh IMUIPOJIU3
IPOTEeOIJIMKaHa XOHIOPOUTUHCYJbLaTa (CSPG) . XOHIOPOUTHHA3a  MOXeET

TUOPOJM30BATE 4-cylbdaTHEE TIpPyNNH eluHul N-aleTuJ—-D-TrajlakKTo3aMUH
d-cynsdaTa XOHOPOUTUHCYJIEdaTa n/uim oepMaTaHcyJbdaTa.
XOHOPOUTHMHA3a MOXeT TUIPOJIN30BATE 4-cyJbdaTHHE TPYIIIH N-
aueTUJITVIOKO3aMH  4-cyJibdaTa. XOHOPOMTMHAZRA MOXET IMUIPOJIM30BAaTH
6-cyJbdaTHEE TPYINE enuHMl N-aleTmsi-D-TajlakTo3aMMHa 6-cyJbdaTa
XOHIOPOUTUHCYJIEdDaTa u enMHNIL D-rajlakTos 6-cyJyisdaTa
KepaTUMHCyJIbEdaTa. XoHnpouTuH-ABC-smrasza MOXeT KaTajJmnMsmnpoBaTh
Delpalallyio [IOJIMCaxapunoB, comepxawnx 1,4-0eTa-D-I'eKCO3aMUHUIIbBHELE
u 1, 3-6eTa-D-TJIOKYPOHO3UIIbHHE MJIN 1,3-anpda-L-UMOYypPOHO3UIIbLHELE
CBA3U B oMcaxapumsl, comepxamme 4-me3okcu-BeTa— D-rJjok—-4-
SHYPOHOBMUIIbHEE TPYINH. XOHIPOUTHMH-ARC-JMas3a MOXeT IelCTBOBATL Ha
XOHIOPOUTMH 4-CcyJibdaT, XOHOPOUTUH 6-CyJbQaT M IOepMaTaHCyJbEdaT.
[00080] CSPG wMoxeT OHTE, HallpPUMEP, arrpekaHoMm (CSPG1),
BEPUCKAHOM (CSPG2), HeMpOKaHOM (CSPG3), CSPG4 (MeJIaHOMa—
ACCOLMMPOBAHHEM  XOHIOPOUTUHCYJELDAT IpoTeoIJIMKaH, NG2), CSPGbH,
SMC3 (CSPG6, OeJIOK CTPYKTYPHOM IMOONEPXKM XPOMOCOM HOMep Tpu(3)),
OpeBukaHoM (CSPG7), CD44 (CSPGS, «wJyacrep mubbepeHuuposxu 44),

bochakaHOM WMIM MX KoOMOMHALIMEN.

[00081] Karanusupysda TUOPOJINS CSPG, COCTaBJISMMX
BHEKJIETOUHOTO MaTpUKCa (ECM), xXOHOpOMTMHaszsa CHMXaeT BAI3KOCTb
CSPG " BHEKJIETOUHOT'O MaTpMUKCa, TeM CaMBIM YVBeJIMUnBa g

IIPOHUIIAEMOCTE TKaHM. BBelleHMe XOHIOPOUTUHASRHE WM IIOJMHYKJIIEOTUIA,
KOIVPYKIMETO XOHOPOUTHMHAZBY, MOXET MNPMBOIMTHE K ImapoJmn3zy CSPG, u4To
IPUMBOIMT K Oe30pTlaHM3allMM BHEKJIETOUHOT'O MaTpMKca CyOBeKTa.
IesopraHm3alMad BHEKJIETOUHOT'O MaTpMKCa CyOBeKTa TakuMMmM oOpas3oM
MOXeT OOJIeTUMTE IOOCTaBKY WMJIM BREeIeHMe aleHTa.

[00082] XoHOpoMTMHa3za MOXeT OHTL XOHOIPOMUTMHAZOM, I[IOJIYyUeHHOM
n3 OakTepum. Hamnpumep, BakTepueln MoxeT OHTb Flavobacterium
heparinum. XOHIPOMUTHHAZA MOXeT OHTH PeKOMOMHAHTHO IPOOyLMpOBaHa
B OakTepun.

[00083] B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHUS MOXeT OHTb
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BBEIOEH IIOJIMIIENTUI XOHIPOMUTHMHASE MJIM €70 QparMeHT.

[00084] B HEeKOTOPHX BapMaHTax OCYIECTBJIEHUS MOXeT OHTb
BBeleH I[IOJMHYKJIEOTHI, KOIVPYIIUNM I[IOJUIIENTHI XOHOPOWUTMHASBHE WK
ero ¢parMeHT. IIOJUIENTULI XOHOPOMUTMHASBE MOXeT OBTh SKCIPeCCUPOBaH
U3 TOJMHYKJIEOTHUIA, KOOUPYKRMEeTO IMNOJIMIENTUI XOHIPOUTMHASE Iin ViVo.

3) HcnonwbB0OBaHME I'MAIyPOHMIOASH

[00085] VkaszsaHHEHEe CIOCOBOH MOI'YT Takxe BKJIOUATL B cebdg

naJibHelmee BBelcHNe CyOBeKTyY IIOJINIIEeIITV O a I'MaJIlypOHMIOa 3kl nJin

IIOJIMHYKJIeOTHMOa , KoIIMpynmeIro IIOJIUIICSIITVI ] I'MaJIypOHMIOas3H, B
KOJIMYeCTBe JOCTaTOUYHOM IOJI4d PasyioOXeHNA IJIMKO3aMMHOIJIMKaHa,
HallprMep I'MaJlypOHaHa. BereneHune XOHOPOMTVIHASE U I'MaJIypOHNMIOa3kE

MOXeT TIMPUBOOUTE K AaIOIUMTUBHOMY WIM CHUHEPTEeTHUYeCKOMy 30dekTy Ha
SKCHOpeccHio arleHTa, MWMMYHHEM OTBeT MM KOHIEeHTpallMio areHTa B
CHBOPOTKE CyOBeKTa, HalpuMep. KoHIleHTpallMd arleHTa, OOHapyXeHHasd
B CHBOPOTKe CyOBekTa, IMIOOBEPTHYTOTO KOMOMHMPOBaAHHOM oOpadoTke
XOHOPOUTUHAZ0M U THUAJIYPOHUIA30M, MOXeT OHTL BHIIE II0 CPaBHEHUID C
CHBOPOTOUHEMNA YPOBHAMU areHTa N cybBeKTa, oBpaboTaHHOTO,
HaOpyMep, OIHVM (QEepMeHTOM - XOHIPOUTMHABOM MIM I'MallypPOHMIA3O0M.
[00086] HDaHHOe M300peTeHMe TakXe OTHOCUTCA K BBEIEeHUIO
IMaJlypOHMIOa3E BMeCTe C al'€HTOM CyOBekKTy. IHralypoHMUOasy MOXHO
BBOIUTL B BUIEe IIOJMIIENTUIA MWJIXM B BUIe HYKJIEMHOBOM KMCJIOTH,
Kooupymen IMaljlypoHunasy W 17D:4 bparMeHTa NI BapMraHTa.
T'majlypoHMIOaz3a MOXeT CcIHoCcoBCTBOBATE MOOCTaBke areHTa CyOBekTy. B
pe3yJsbTare I'MaJlypOoHMIAas3a MOXeT YCUJIMBATL MMMYHHEM OTBEeT VY
cyfBeKTa U/UIM YCUIMBATEL SKCIPECCHUD areHTa vy CcyObheKTa. YKasaHHBIM
crnoco® BBeleHMS TIHMaJlypOHMIA3H CYOBEKTY MOXEeT BKJIOUATH WM He

BRJIKUYATE BBelIcHIMe XOHIPOUMTVHAaSISH. ATeHT MOXeT OHTh JIOOBEM al'eHTOM,

KakK OIMCaHO B IOaHHOM JIOKYMEeHTe. JVCHoJIE30BaHMe I'MallypOHMIIAa3H
MOXeT OHTL B cCcoueTaHMM ¢ JiodomM (M) aredHToM (aMm) , OIIMCaHHBEMMA
CpokaMM BBeIOeHUd, criocoboM BBeIOeHMUH, criocoboM 00paboTKM WU

cCriocoboM OOCTaBKM, KakK ONMCaHO B OaHHOM JOKYMeHTe.

[00087] [MoymmmenTnn THaJIlypOHMT A 3H W [IOJIMHY KJIEOTHU,
KOOUPYIMM  [IOJUIIENTUO TI'MaJlypOHMIOas3El WM aTl'eHT, MOXHO BBOIUTH
CyDBEKTY OIOHOBPEMEHHO . [MogunenTun IMaJlyPOHMU A B W
[IOJIMHYKJIEOTHU, KOIMP YU [IOJIUIIENTUD TMaJlypOHMIO A 3H, MOXHO

BBOINUTE OIOHOBPEMEHHO C ITOJIMITIEIITIMI OOM XOHOPOMTVIHA 3EL MJin
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IIOJIMHYKJIEOTMIOOM, KOIMPYKIMM IIOJIMIIEIITVI XOHIOPOMTVMHASE, M al'eéHTOM.
YKas3aHHEE CIOCOOH OOCTaBKU U BpeMAd BEBeIOEHMA MOI'YT OBITE TakKVMMM Xe
WJIM aHaJIOT'MUHBEIMM CliocobaM, OINMCAHHBEIM B IOaHHOM »OOKYyMeHTe. CM.,

HanopuMmep, pasznei 4 b).

[00088] MoJunenTun IMaJlypOHMUOA 3 W [IOJIMHY KJIEOTHUI,
KOOUPYINWY  MIOJUIENTUI TUaJypPOHMIOAa3L M areHT, MOXHO BBOIUTH
CYyOBeKTy nocJjienoBaTeJILHO . [loMIenTun TMaJIyPOHMII A SH W

IIOJIMHYRJIeOTN O, KO,HMpyIOH_U/Iﬁ TIIOJIUIICIITVO TI'MaJIYPOHMIOAa3sE WM IIOJIMIIESIITUI
XOHOPOMTHMHAa3EI, MJin IIOJIMHYKJIeOTHUII, KO,JII/IpyIOH_U/HZ ITOJIUIICIITHV O
XOHOPOMTHVHAa3EI, n areHT MOTWYT OBITH BBeII€HEI CYOBEKTY
I1I0CJIenIOoBaTEeJIBEHO . YKaszaHHEE CIIOCOBOE OOCTaBKM U BpeMd BBeIcHUA

MOTWYT OBITH TakKMMM Xe WIM aHaJIOTMUHEMKM Ccrocobam, OIIMCaHHEIM B

IOIaHHOM IOOKYyMEeHTe. CM., HalpuMmep, pasnoen 4b) . TToJInUIIenTn
XOHIOPOMTMHA 3E 2RI [NOJIMHYKJIeOTHI, KOOUPYOMUMA [IOJIUIIEI T
XOHIPOUTMHASBH, MNOJIUIIENITHUD TMaJlyPOHMUIA 3 W [IOJIMHYKJIeO T,
KOOUPYIUMI MIOJIUIIENTHUO TMaJlyPOHM A 3BH, u areHT MOTYT OHTE

IIPMIT'OTOBJIEHEI B BUIOE KOM@MHMPOBaHHOI‘O IpeliapaTa oo BBEEeIOCHNMA.
IosmmrenTmn XOHIPOUTHVMHASE MJIin INIOJIMHYRJIEOTNO , KO,]II/IPYIOHH/IfI
TIOJINIIEIITHV XOHIOPOMTVIHa3H, " ITOJINIIEIITVI I'MaJIypOHM IO a3kl MJIin
IIOJIMHYKJIEO T T, KO,]IMPYIOHH/Iﬁ InoJinIiellTvin I'MaJlypOHMIOase, MOI'YT OBITH
IIPUT'OTOBJIEHEI B BUIOe KOM@MHMPOB&HHOI‘O IIpellapaTa oo BBeIcHMA.

Jiooe  NOPUTOTOBJEHMEe  KOMOMHMPOBAHHOTO  IIpelapaTa  IIOoJUIIenTuUIa

XOHIOPOMTVHA 3EL nJin IIOJIMHYKJIeOTMOa, KoIoMpyKrmeIro ITOJIUIICIITV]
XOHOPOMTHMHAa3EI, ITOJIUIICIITV O a I'MaJIypOHMIOa3EL MJin IIOJIMHYKJIeOTH O a,
KoompyrmeIro ITOJIUIICIITVI ] I'MaJIypOHMIOasH, n areHTa MOXeT MeTb

MecTo, Hanpumep, 3a 1 MuHYTY, 5 MmMHyT, 10 wMmuyT, 15 MmBYT, 20
MyHYT, 45 MmuHyT, 1 uywac, 5 uwacor, 10 uwacor, 24 uyaca, 5 cyTok, 7
cyTok, 20 cyrokx, 30 cyrTokx, 40 cyrok, 50 cyrok, 100 cyrTokx, 200
cyTtok, 300 cyrtok, 1 rom, 400 cyrtok, 1,5 rmoma, miIM 3a 2 Toma IO
BBelleHUd. Joboe IPUTOTORJIEHUE KOMOVMHUPOBAHHOT'O npenaparTa
[IOJIUIIEeNTU oA XOHIOPOUTUHA 3H W [IOJIMHYKJIEOTHUna, KOOUPYIIeT'o
IOJIUIIENTUL XOHOPOUTHMHASE, M al'eHTa MOXeT MMeThb MeCcTO, HallpuMep,
3a 1 mmHYTY, 5 MmuyT, 10 MmMHYT, 15 MmuyT, 20 MmuHyT, 45 MvmuayT, 1
yac, 5 uyacor, 10 uvacorB, 24 uyaca, 5 cyTok, 7 cyTok, 20 cyTok, 30
cyTok, 40 cyrok, 50 cyroxk, 100 cyrok, 200 cyTok, 300 cyTok, 1

ronm, 400 cCcyTOK, 1,5 roma wiu 2 TOHa OO BBemeHua. Jlodoe
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IPUTOTORJIEHUE KOMOMHMPOBAHHOTO openapaTa IOJIUIIENTHU A
IMaJlypOHMIA BH VI [IOJIMHYKJIEOTUna, KOOUpYyKIIero TIOJIUIIETI T
IMaJlypOHMIOa3k, ¥ al'eHTa MOXeT MMeThb MeCcTO, Halpumep, 3a 1
MUHYTY, 5 MmHyT, 10 MmMHYT, 15 MmHYT, 20 MmMHYT, 45 MmHYT, 1 Uac,
5 wvyacor, 10 uyacoB, 24 wyaca, b5 cyrokx, 7 cyTok, 20 cyTok, 30
cyTtok, 40 cyTok, 50 cyrok, 100 cyrokx, 200 cyrok, 300 cyrok, 1
rom, 400 cyTOK, 1,5 roma wiIm 2 TOHa QOO BBemeHua. Jlodoe
IPUTOTOBRJIEHKE KOMOMHMPOBAHHOTO openapaTa HOJIUIIEN T OA
XOHIOPOMTMHA 3E VI MNOJIMHYKJIeOTHa, KOoIVpyKmeTro IOJIUTIENI T
XOHIOPOUTMHARE, W IOJUIIENTHIA I'MaJlyPOHUIOAa3E WM I[IOJMHYKJIIEOTUOA,
KOOUpPpyKRIeT o [IOJIUIIENI T TMaJIyPOHMA 3H, MOXeT VIMETH MecCTO,
HamnpuMmep, 3a 1 mvmuHyTY, 5 MuHyT, 10 MMHYT, 15 MmHyT, 20 MMHYT, 45
MMHYT, 1 uyac, 5 uyacorB, 10 uyacos, 24 uyaca, 5 cyTok, 7 cyTok, 20
cyTok, 30 cyrok, 40 cyTok, 50 cyrokx, 100 cyrTok, 200 cyTok, 300
cyTokx, 1 r1om, 400 cyrokx, 1,5 r1oma wmIM 2 TOHa IO BBeIeHMSA 1O
BBEIEHUSA.

[00089] XOHOIPOMTMHASZY U/UJIU ITHAJIYPOHUIA3Y W/WIM aTeHT MOXHO
BBOIUTEL I[IOCPENCTBOM BJekKTpolopaunu (3II), HalpuMep, CIocoBoM,
OIIMCaHHBEM B IaTeHTe CIA N 7664545, comepXaHMe KOTOPOI'O BKJIIKUEHO
B OaHHBM IOOKYMEHT IIyTeM CCHJIKM. YKasaHHasd B»SJeKTpolopalMsa MOXeT
OCYMECTBJIATLCS CIOCOOOM M/MIU YCTPOMCTBOM, OIMCAHHBEIM B IaTeHTax
CIIA NN 6302874; 5676646; ©241701; 6233482; 6216034; 6208893;
©6192270; 6181964; ©150148; ©120493; 6096020; 6068650, m 5702359,
comepXaHre KOTOPHX BKJIIOUEHO B IaHHHM OOKYMEHT IIOCPEeICTBOM CCHJIKU
BO BCeM HUX IIOJIHOTe. JOJIeKTPOolopallMio MOXHO OCYIEeCTBJATE C IIOMOMLIO
MaJIOMHBA3MBHOTO YCTPOMCTBAa. JJEeKTpolopalMsa MOXeT IMIPOUCXOIUTH IO
WM TIOCJIe BBeOeHMS XOHIPOMTMHASH U/UIM THAJyPOHMUIA3H U/WIn
areHTa, HalpyMep. OJJIeKTpollopaluria MOXET IIPOUCXOIUTE OIHOBPEMEHHO
C BBeleHMEeM XOHIOPOMTHMHASZH U/MUIM ITHaJlypoHMIas3s M/MIM aTeHTa,
HallpUMep . MoxeT CYyIeCTBOBATE 3anepXxKa MeXIy BBeIeHMEM
XOHIOPOUTMHASBH, I'MaJlypPOHU A B, areHTa W JIBoTO "X
KOMOMHUPOBAHHOTO IpenapaTta u 2. Hanpumep, 3II MOXHO IIPOBOIUTEH
yepes 5 cexkyHn, 10 cexkyHn, 20 cexyHn, 30 cexkyHn, 45 cexyHn, 1
MVHYTY, 2 MMHYTH, 3 MMHYTE, 4 MMHYTH MJIM 5 MMHYT IIOCJIe BBeIeHUuSd
XOHIOPOMUTMHASBE, I'MalJlypOHMOA3E, aleHTa, aHTUIeHa WK JIOoTo UX

KOMOMHUPOBAHHOTO IIperapara.
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[00090] TepMyH TMajlypoHUIasa MOXeT nompasyMeBaTh
IOJIUIIEII T, KOTOPHMN oerpaiupyeT THMaJIyPOHOBYIO KUCJIOTY .
"TuasnypoHoead kucjoTra" wu "rmajgypoHaH" MCIOJB3YKRTCS B IOaHHOM
IOOKYMEeHTe B3aMMO3aMeHIeMO . T'MajlypoHaH IpencTaBJIgeT cobomn
AHVOHHEI, HecyJIbdaTUPOBaHHHM TJIMKO3aMMHOTJIMKAH . T'majnypoHaH
IpencTaBJIgeT codbon [IOJIMMER OMcaxapunos, KaX LI oucaxapun
COOEPXUT D-TJIOKYPOHOBYIO KUCJIOTY u D-N-alleTUJIIJIIOKO3aM/H,

CBA3aHHEE I[IOCPeICcTBOM uepenyiommxcsa B-1,4- u  B-1, 3-TIMKO3UIHEX
cBasel. ImMaJlypoHaH MOXeT BRJIOUATL B cebsa THCAYUM OMCAXaPUIHBIX
[IOBTOPOB B IOJMHY. IMaJypoHaH MOXeT MMeTb MOJIEKYJIAPHYID Maccy OT
okoJio 1 kJla mo okoJio 5000 xIJa mam 0OoJiee.

[00091] T'MaJlypOHMIOA 3E IpelCcTaBJIA0T cobomn CeMeMCTRBRO

IJIMKO3aMMHOIJIMKAaHOBEIX SHIOOIJIRKKO3aMMHM A3, B KOTOPHX PHYTaMaTHHﬁ

OCTaToOK B THaJlypoHMIase TUOPOJIN3YET B-1,4 CBA3U
TMaJlyPOHAaHCYJIEPaTOR u XOHIPOUTHUHCYJIEQaTOB C IIOMOIIELI0
KaTaJUTUUYECKOT'O MexXaHM3Ma Ha OCHOBe KUCJIOTH.

[00092] KaTaau3upysa TI'UIPOJIM3 THaJlypOHaHa, KOTOPHM ABJISETCH
COCTaBJIAKIMYM BHEKJIETOUHOT'O MaTpukca (ECM), I'MallypoHMUIOasza CHMWKAET
BA3KOCTB TMajlypOHaHa U BHEKJIETOUHOT'O  MaTpUKCa, TeM  CaMbIM
YBeJIMUMBAasa I[IPOHMIIAEMOCTL TKaHelM. BBeleHMe TI'MaJlypOHMIA3H  WJIU
[IOJIMHYKJIeOTHIa, KOOUpyoIeIo I'MaljlypOHUIOasy MOXeT IIPUBOOUTE K
TUOPOJINZY TMallypOHaHa, UTo IIPUBOOUT K nes3oplraHM3alnmn
BHEKJIETOUHOTO MaTpukca cybbexkTa. TakuMm o6pa3oM, Ie30plaHu3almsa
BHEKJIETOUHOTO MaTpUKca CyOBeKTa MOXeT OOJeruuThk JOCTaBKYy WK
BBeleHMe aT'eHTa.

[00093] TmanypoHunasa MOXeT npencTaBJigaTh cobom
TMaJlypOHUIa3sy MIPOUCXOIOAMYI0 nus3 MJIEKOIMTalIMX , TMajlypOoHaT—
TJIMKaHOTUIOPOJasy PeldTuIrM WIXM IIepelOoHUaTOKPBIIHX, TMaJlypoOHaT—
TJIMKaHOTUIOPOJasy M3 CJIOHHOM XKeJlel3h IUMABKM WIM I'MaJlypoHMIA3y
faKTepraJIbHOTO IPOUCXOXIeHMA. BakKTepualJlbHHE TI'MaJlypPOHMIA3E MOTYT
BKJIOUATE, HalprMep, CTPEINITOKOKKOBHE, [IHEBMOKOKKOBEIE u
KJIOCTpUOMAJIbHEE TUaAJIYPOHUIOASH.

4) AreHT

[00094] ATeHT MOXeT BBOIUTHLCS CYDOBEKTY . ATeHT MOXEeT

comepXxaThb IIOJIMIIelITVI, IIOJIMHYKJIeOTHI, MaJlyln MOJIEeRYJlYy, aHTUI'eH WJIN
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JOYyn  MX  KOMOMHaLUM©O. ATeHT MOXeT COoOepXaThb PeKOMOMHAaHTHYI
IIOCJIENOBATEJIBHOCTE HYKJIEMHOBOM KMUCJIOTH, KOOVPYKIYK aHTUTEJIO, €TI0
bparMeHT, eI'0 BapMaHT WIM MX KOMOMHaALM, KaK OIMCAaHO, HallpuMep,
B IOKyMeHTe PCT/US2014/070188, KOTOPHM BKJIOUEH B HAHHHM OOKYMEHT
[IOCPenCTBOM CCHUIKMA . ATeHT MOXET IpencTaBdTh coBou
3aKoOupoBaHHOe B IHK MOHOKJIOHaJIEHOEe aHTuTesio (DMAD) .

i) HNonunenrTmn

[00095] B HeKOTOPHX BapMaHTax OCYIECTEJIEHMS aleHT COIEpPXUT
[IOJIUIIENTUL . [MoyumenTun  MOXET comepXaThb aHTUTEJIO, aHTHUTEeH,
bepMeHT WM OpyToM ©OeJIok WIM Jobyi UMX KoMOMHaLMO. IIOJUIENITHUI
MOXeT OHTH I[IOJIYUYEeH U3 MIeKOIUTAaKLel'0, XWUBOTHOTI'O, OaKTepuallbHOT'O
WM BUPYCHOTO MCTOUHMKA. [IOJUIENnTHI MOXeT IIpelCTaBJIATL CoOon
TETEPOJIOTUUHEIN T[OJUIENTUH, T.&. ABJIAOMUNUCA OPOM3BONHEIM OT Pas3HBIX

VMCTOUHMKOBR WJIM OPI'aHVM3MOB. B HeKOTOPEIX BapMaHTaX OCYyHmeCTBJIEHMA

TIOJIUIIEII TV O COIOEepPXNT aAHTUTEJIO . B HeKOTOPHX BapMaHTax
OCymeCTRBJIECHMA AHTUMTEJIO npeocraBjidaeT cobom IIOJIMKJIOHAJIBEHOE
aAHTUTEJIO . B HEeKOTOPEIX BaplmaHTax oCcCymeCTBJIEHNMA AHTUMTEJIO

npencraBygeT CcoOOM MOHOKJIOHAJIbLHOE aHTUTeJIO.

(1) AHTHUTeEJIO

[00096] Kak OIIMCAaHO BHIIE, [IOJIUIIENITUI  MOXEeT comepXxaThb
aHTUTEJIO, eTro O(parMeHT, eI'0 BapMaHT WM KX KOMOMHaLMUI. AHTUTEJIO
MOXEeT CBASHBATLCH WM pPearupoBaThL C XeJlaeMOM MOJIEKYJIOM—MUIIEHbIO,
KOTOopasg MOXeT IMPencTaBJIATh coBoM aHTUIeH, KOTOpHM OoJiee MNOOPOBOHO
omMcaH HMXe, JMUTaHI, BKJIOUAMMUNI JIMI'aHd pelenTopa, pPelelTop,
BRJIOUAIMMM  JIMTAHIOCBA3HBAKIMY  ydyacTOK Ha  pellenTope, JIMTaHg—
PEelLelNTOPHEM KOMILJIEKC M MapKep, BRJUAasa Mapkep paka.

[00097] AHTUTEJIO MOXeT comepXxaThb Habop Yy4yacTKOB,
OIpeneIdnmMx KOMIJIeMeHTapHoCTs ("CDR") JlerkKoM M TAXeJIoM lelew,
COOTBETCTBEHHEM OO0OpasOM pPaclOJIOXeHHEE MexXxly HabOopoM KapKaCHEBX
yuacTkoB ("FR") TaSxeJoM ¥ JIeTKOM llelel, KOoTophe ofecleurBaiT
onnopy miasg CDR M oOIpenejyidnT OIPOCTPaHCTBEHHYK B3aMMOCBA3E CDR
OTHOCUTEJIEHO opyT opyra. Hatop CDR MOXeT comepxaThb TPU
TurepBapmadelIibHBX V-yuyacTka TIXEeJION VI JIeTKOM’ enem. B
HamopaBJeHMM OT N-KOHIla TSXKeJION WIM JIeTKOWM Lenu, B»Tu o0JacTHu
ofo3HavawnTCcd KakK "CDR1", "CDR2" " "CDR3" COOTBETCTBEHHO.

CilemoBaTeJIbHO, YUYaCTOK CBAS3HBaAaHMA aHTUI'eHa MOXET BKJIOUATHL MEeCThb
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CDR, uTo BkJoOUaeT Hatop CDR u3 Kaxgoro V-ydacTkKa TSKeJON U
JIeTKOM llelen.

[00098] [IpOTEOIUTHUUECKUM QepMeHT IalauH OpedloUdTUTeJILHO
pacuwernygeT MOJIEKYJIE 1gG ¢ DoJIydeHMeM HeCKOJbBKUX (parMeHTOB, OBa
13 KOTOpHX (F(ab) -bparMeHTH) coIepXaT KOBAaJIEHTHHN T'eTepOolUMep
KaxXOel, KOTOPHM BKJIOUaeT B cebsS MHTAKTHHY aHTUTEeHCBI3HBAaIUMI
yyacTok. OQepMeHT TIIelCHMH CrIocobeH pacmeriaTbk MOJIeKyJe I1gG, ¢
oBpa30BaHMEM HeCKOJIBKMX OparMeHTOB, BKJoUad OGparmMeHT F(ab').,
KOTOPHM COIepXuT o0a aHTUTEHCBASHBAKIMX yuacTKa. COOTBEeTCTBEHHO,
aHTHUTeJIOM MoOXxeT OvHTL Fab wuiam  F(ab')z., Fab MoxeT BKJIOUATDH
IOJIUMIIENITU TSXeJION LelM W IIOJUIISNTHUI JIeTKOM ULelr. IIoJUIedTUn
TAXeJION lLelM Fab MoxeT BrJOuUaThb VH-yuyactok M CHl-yuactok. Jlerkasga
lens Fab mMoxeT BrImOUATH VI-ydyacTok M CL-yU4acTOK.

[00099] AHTHUTEeJIO MOXeT OHTbH MMMyHOTUIOOyJMHOM (Ig). Ig MOXeT
OHTL, Hanpumep, IgA, IgM, IgDh, IgE m IgG. HWMMyHOTJIOOYJIMH MOXET
BKJIIOUATHL IIOJIMIIENTUO TsSXKeJOW LUelr ¥ IIOJUIIeNTUI JeTKoMW IlellM.
IounenTun TsEXKeJOW LelX MMMYHOIJIOOYJIMHa MOXeT BKJOUAThL VH-
yuacToK, CHl-yuacToOK, MapHUPHEM y4dacToOK, CH2-yuacTok m CH3-
ydacTok.l[lounenTun JerKoy Lely MVMMyHOTJIOOYJIMHa MOXeT BKJIOUATH
VL-yyacToKk M CL-yuacCcTOK.

[000100] AHTHUTEJIO MOXeT OBITDH [IOJIMKJIOHAJIb HEIM MJIN
MOHOKJIOHAJIBHEIM  aHTHUTEeJIOM. AHTUTEJIO MOXeT IMNpPpeICTaBJIATL cobou
XVMEPHOEe aHTUTEJIO, OINHOLEINOUEeUHOEe AaHTUTEJIO, aHTUTEJIO, IIpolellee
yepes npoliecc addMHHOTO co3peBaHu4d, yeJIOBEeUeCcKoe AHTUTEJIO,
TYMaHM3BUPOBAHHOE AaHTUTEJIO WM IIOJIHOCTEI UeJIOBeUeCKOe aHTUTEJIO.
T'yMaHM3UPOBAHHOE AaHTUTEJIO MOXeT OBTE aHTUTEJIOM M3 BUIOOB OTJIMUHBIX
OT uUeJIoOBekKa, KOTOopoe CBABHBAET XeJlaeMBM aHTUTeH UM MMeeT OIUH WU
HEeCKOJIBKO YUacCTKOB, OIIpenesidilMX KOMILJIEMEHTAPHOCTD (CDR), us
BMIOOB OTJIMUHEIX OT UeJIOBeKa U KapKaCHBEe o060JacTu M3 MOJIEKYJIH
VMMYyHOTUIOOYJIMHa UeJlIOBeKa.

[000101] AHTMTEeJIO MOXeT OBTL OUCHelIUIMUISCKMM aHTUTEeJIOM, eTO0
bparMeHTOM, €TI0 BapMaHTOM MIM M¥X KoMOMHalMel. BucHeuupmuueckoe
AHTUTEJIO MOXEeT CBA3HBATLCA WU B3auMMOIEeCTBOBATH c OBYMHA
YKas3aHHBEIMM  aHTUIEeHaMH, HalIpMUMep, IOBYyMd U3 BoJjiee  HIOOPOOHO
ONMCAaHHEIMM  HIXe aHTUT eHaMH . Bucneuupmuueckoe AHTUTEJIO  MOXeT

COCTOATB nus @paI‘MeHTOB IBYX aHTrTes I, OIIMCAaHHEIX B JaHHOM
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OOKYMEHTE, UTO IIO3BOJISAET YKa3aHHOMY OUCIEUMPUUECKOMY aHTUTEIY
CBA3EBATBECHA WM pearupoBaTh C IOBYMA XKeJJaeMBMM  MOJIEKYJIaMU-—
MUIOIEHAMM, KOTOPHE MOTYT BKJIOUATL B ced®d aHTHUIeH, KOTOopHM OoJee
nonopo®HO ONMcCaH HMXe, JMITaHO, BKJIOUAKIKM JMTaHO »OJI4 pelenrtopa,
pelenTop, BKJIOUYAMUNM JUTAaHICBASHBAKMMM Yy4YacTOK Ha pelenTope,
JIUTaHO-pelelTOPHHY KOMIJIEKC M Mapkep, BKJIOUas MapkKep paka.

[000102] AHTHUTeJIO MOXeT OHTbL OMOYHKLUMOHAJLHEM aHTUTeJIOM,
ero bparMeHTOM, ero BapMaHTOM VI X KoMOMHAaLIMEN .
BudyHKIMOHAJIBHOE AaHTUTEJIO MOXeT CBA3HBATLCA WJIM pPearuMpoBaTh C
AHTUTE€HOM, OIIMCAaHHEM HIMXe. BUOYHKIMOHAJIBHOE aHTUTEJIO TaKXe MOXET
OHTH MOIOMOUUMPOBAHO, UyTOOH npuaaTh IOOIIOJIHUTEJIbLHYIO
GYHKIIMOHAJIBEHOCTD AHTUTEJY [IOMMMO Yy3HaBaHUA u CBSA3BIBAHUSA
aHTUTeHa. Takasg MOIMOMKALMA MOXeT BKJIKOUATH, HO HE OIPaHMUMBAETCH
VMM, CBA3BBaHMe C OQakTopoM H wmimm ero o¢parmeHToMm. daxkTop H
ABJISETCH PaACTBOPMMBIM PETYJIATOPOM aKTUBalWM KOMILJIEMEHTa M, TaKKM
obpasoM, MOXEeT criocobcTBOBaATH MMMYHHOMY oTBETY yepes
OIlOCPpelOBaHHEM KOMILJIeMeHTOM JiM3uc (CML) .

[000103] Kak oIMCaHO BHIIE, AaHTHUTEJIO MOXeT OHTEL I[IOJIYUEHO VY
CyOBeEKTa IIPpKM BBeIeHUM KOMIIOBULMK CYOBEKTY. AHTUTEJIO MOXET MMETH
[IepUOn [IOJIYBHBEOEHU A N4 cybBeKTa. B HEKOTOPHIX BapMaHTax
OCYIIECTBJIEHUA aHTUTEJIO MOXeT OBTh MOIUOUUIMPOBAHO, UYTOOB MNPOLJIUTH
WM  COKpaTMUThb eT0o I[Iepuol IIOJIYBHBEIOEeHUS B CYyOBeKTe. Taxkue
MOOMOUMKALIMM ONIMCAHBE HMWXe 0oJiee MNOOpoOHO.

ii) [NoamMHyKJIeOTUI

[000104] B HEeKOTOPHX BapMaHTax OCYIECTBJIEHUSA al'eHT COIEpPXUT
[MOJIMHYKJIEOTHU]] . B HEKOTOPHIX BapMaHTax OCYIEeCTRBJIEHUS arTeHT
opencTaBJgeT CcoOoM IIOJUIIENTUI, KOOUPYEMEM I[IOJMHYKJIEOTHUIOM, Kak
OTIMCaHO BHIIE . [IONMMHYKJIEOTHUI  MOXET KOIVMPOBATH AHTUTEJIO . B
HEeKOTOPHX BapMaHTax OCYNeCcTBJeHMS aHTUTeJIO IIpelcTaBJgeT cobon
MOHOKJIOHAaJIbHOE AHTUTEJIO. [NONMMHYKJIEOTHI, KOOUPYIOMUM
MOHOKJIOHAJILHOE aHTUTEeJIO, MOXeT ofJjlerdaTh 3SKCIpeccuion 1in vivo u
oBpa30BaHMEe MOHOKJIOHAJIEHOTO aHTUTeJa.

[000105] B HekKOTOPHX BapMaHTax OCYHMECTBJIEHUSA IIOJIUIIENITUN
XOHIOPOMUTMHABE ¥ MOHOKJIOHAJIbHOE AaHTUTEJIO KOIMPYKTCS OIOHMM UM TEM
xe [IOJIMHY KJIEOTUIIOM . B HEKOTOPHIX BapMaHTax OCYIIECTBJIEHN A

InojsmimrieliTman XOHOPOUMTHMHAa3EI M MOHOKIJIOHAJIBHOE AHTHUTEJIO KOIOIMPYKTCHA
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OTIOEeJIbHEIMM TTOJIMHYKJIEO TUIAMM .

(1) BexTop

[000106] OnuH WMJIIn HECKOJIBKO BEKTOPOR MOT'YT BKJIOUATH
[IOJIMHYKJIEOTU]] . B HEKOTOPHIX BapmaHTax OCYIleCTBJIEHU I
[IOJIMHYKJIEO T, KOOUP YU [IOJIUIIENTUL XOHIOPOMUTMHASEL, u
NOJIMHYKJIEOTUI, KOIUPYIMUM areHT, CcomepXaTcs B OIHOM UM TOM Xe
BeKTope. B HEeKOTOPHX BapMaHTax OCYIEeCTBJeHMS IIOJIMHYKJIEOTU,
KOOUPYIOMMUM TIOJIUIIENITULI XOHOIPOUTUHAZH U IIOJMHYKJIEOTHI, KOIUPYIOMNUM
areHT, CcoImepXaTcd B OTIEJIbBHHX BekTopax. OOMH WMIM HEeCKOJIBKO
BEKTOPOB MOTYT OBTE CIOCOOHH BKCIpecCHMpoBaThk areHT. OOMH WM
HEeCKOJIbKO BEKTOPOB MOTYT OHTL KOHCTPYKLUMEM DSKCIPpecCuM, KoTopasd
OOLUHO IIpencTaBJigeT coboM IJjas3MuOy, KoTopas MCHoJbL3yeTca A
BBEIOEHUSA OIpeneJIeHHOTO TI'eHa B KJIeTKYy-MUIIeHb. [locjie Toro, Kak
BEKTOP BKCIIPECCUN rmornamgaeT KJIETKY, [OJIUTIETITU, KOTOPHM
KOIVPYyeTCH TeHOM IPONyLUUPpYyeTCsH c VICIIOJIE30BaAHMEM  KJIETOUHHX
MEeXaHM3MOB TPAHCKPUIILMM WM TPaAHCIAUMM Ha PUOOCOMHEX KOMILJIEKCAX .
[InasMuny JyacTo KOHCTPYUPRYT Tak, UyTOOH OHa conepxala
PEeTYJIIATOPHEE [IOCJIENOBATEJILHOCTH, KOTOPHE OeiCTBYIOT Kak
SHXaHCepHEEe ¥ I[IPOMOTOPHHE YUYaACTKM W IIPUBOIAT K 200eKTUMBHOM
TPaHCKPUIILKM T'€Ha, IIePeHOCUMOT'O BEKTOPOM HBKCIpeccun. B oIHOM
BapMaHTe OCYWEeCTBJIeHUA  OaHHOTO  M300peTeHMsa BEeKTOPH HOaHHOTO
nz300peTeHUa MOTYT BKCIPeCCUPOBATH OOJbIMe KOJUMUeCTBa CTabujbHOM
MaTpuuHo¥ PHK ¥, cJemoBaTeJIbHO, IIOJIMIIENITUIL.

(a) BekxkTOpPH DKCIPeCcCUmn

[000107] BekTop MOXeT OHTL KOJLIEBOV ILJIa3MUIOOM WM JIMHEWHOM
HYKJIEMHOBOWM KMCJIOTOM. KoJiblleBasd IJlasMMIa M JMHeVHasd HYKJIeMHOBAM
KMCJIOTa CIOCODHH HalpaBJATL SKCIPECCHd OIpeldelJIeHHOM HYKJIeOTUIHOM
[IOCJIeIOBATEJILHOCTM B COOTBETCTBYKIEV paccMaTpuUBaeMoOM  KJeTKe.
BexkTop MOXeT VIMETH IIPOMOTOPR, GYHKIIMOHAJIBEHO CBA3aHHEMN c,
Kooupyoimen aHTUTEH, HYKJIEOTUIHOMN [IOCJIeIOBATEJIBHOCTEIO VI
KoOupyle aObloBaHT HYKJIESOTHMOHOM IIOCJIedoBaTeJIbHOCTLI, KoTopas
MOXeT OHTHb (QYHKIMOHAJIBHO CBS3aHa C CUTHallaMM TepMMHaluMM. BeKTop
TaKxe MOXeT conmepXaThb [IOCJIeIOBaTEJBLHOCTH, HeOoOXOOUMEIE s
OPaBUJILHOM TPaHCHAUMM HYKJISOTHUMOHOM II0CJeNOoBaTeJIbHOCTM. BeKTop,
comepXamuy HeoOXOIMMYH HYKJIEOTHMIHYK I[IOCJIeOOBAaTeJIbLHOCTE, MOXET

OBITH XVIMEPHEIM, WYTO O3HadaeT, UYWTO IIO MeHbIIen Mepe OIMH §"3 ero
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KOMIIOHEHTOB ABJIAETCSA TeTepPOJIOTMUHEM I[IO OTHOIEHMI K II0 MeHbIen
Mepe OIHOMYy M3 ero OPpYyITMX KOMIIOHEHTOB. OKCIPpecCHua HYKJISOTUIHOM
[IOCJIeIOBATEJILHOCTM B SKCIpPeCcCHUpyKIel KacceTe MOXeT HaxXOIOUThLCSA
100  KOHTPOJIEM KOHCTUTYTHMBHOI'O I[IPOMOTOPa MM  MHOYLUUOEJBHOTO
IPOMOTOPAa, KOTOPHM MHULUMMPYET TPaHCKPUIILMIO TOJIBKO Tor'ga, KoTrda
KJIETKa-X03MAMH I[OoABepraeTCcd BO3IOEMCTBMUIO KaKoTo-JMOO KOHKPETHOTO
BHEIMHETO pazopaxmTesid. B ciydae MHOTOKJIETOUHOTO opTraHu3Ma
IPOMOTOP MOXeT Takxe OHBTL CIeUUPUUHBEIM IJIS KOHKPETHOM TKaHU WK
opraHa WMJIM CTaIUM Pa3BUTHUA.

(b) KomnblieBHe M JIMHEMHEHE BEKTOPH

[000108] BexkTop MOXeT OHTb KOJLLEBOM ILJJa3MMUIOM, KoTopas
MOXeT TPpaHCOOPMUMPOBATE KJIETKY-MUIIEHL IIyTeM MWHTETPUPOBAHUSA B
KJIe TOUHLIM TeHOM  WJIM CymeCTBOBAaTh BHEXPOMOCOMHO (HanpuMep,
aBTOHOMHASA pellIMUIMpymasacd [LJla3MMIa C TOUKOM Hauajla pellyIMKaluu) .

[000109] BexkTop MOXeT OHTE pPVAX, pcDNA3.0 wmiam provax WK
JIIOBEIM IPpYyTHMM BEKTOPOM D2KCIIPECCUM, CIOCOOHEM B3KCIpeccuMpoBaTh [THK,
KOOUPYHIYD YKa3aHHBM aTreHT, ¥ TII03BOJISeT KJeTKe TPaHCJAUPOBATH
[IOCJIENOBATEJIbHOCTE B al'€HT.

[000110] Taxkxe B @»OaAaHHOM IOKYMeHTe IIpedcTaBJieHa JIMHeMHad
HyKJIeMHOBasa KMCJIOTa WJIM JIMHEeMHasd KacceTa b»BKchopeccum ("LEC™),
KOTOpad cCcrnocobHa H0OeKTMBHO HOOCTAaBJATHECH CyOBEKTY IIOCPelCTBOM
BIIEKTPONOpaluM ¥ DBKCIPEeCCUPOBATh OIOUMH WM HEeCKOJIBKUX XeJlaeMbIX
areHToB. LEC MoOxeT IIpencTaBJIaATL cobow Jobyin JuHeldnyio [THK,
JIMIIEHHYIO JIBOTO dbochaTHOTO OoCTORBRaA. YKasaHHasda IHK MOXeT
KOOMPOBATL OIOMH WMJIM HEeCKOJILKO AarleHTOB. VYKa3aHHEM LEC MoxeT
comepxaThb IPOMOTOP, VHTPOH, CTOII-KOIOOH n/ CUTHaJI
[NoJIMadeHMJIMPOBAHMA . SKCcIpeccus aTl'eHTa MOXeT KOHTPOJIMPOBaThbCSH
IPOMOTOPOM. YKasaHHad LEC MOXeT He COIepXaTb I'eHOB YCTOMUMBOCTHU
K aHTUOMOTHUKAM Mu/UiIM (ochaTHOTO OCTOBa. VYKasaHHasg LEC MoxeT He
comepXaThb IOpyTMe IOoCJIeIOBATeJILHOCTM HYKJEMHOBOM  KMCJIOTH, He
CBA3aHHHEE C XeJlaeMOM SKCIpeccCHel TI'eHa areHTa.

[000111] VYkaszaHHasa LEC MOXeT SABJATLCHA IIPOMUBBOOHEIM OT JIOOOM

[Jla3MUIOH, criocoBHoOM JIMHeapn30BaTLCA. [Inasmvuna MOXeT OBITE
criocobHa SKCIIPeCcCHUpOBaTh areHT. [InasMmuOoon MOXeT OHITH PNP
(IlyspTo-Puro/34) wummu pM2 (HoBasa Kajgemoumsa/99). Ilnmasmyma MOXeET

IpeIXcTaBJIATE cobom WLV009, pVAX, pcDNA3.0 wmam provax, WK JoOou
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oIpyTon BEKTOpP SKCIIpeccUul, CIIOCOOHBIM SKCIPEeCCHUPOBATH IOHK,
KOOUPYRIIY areHT, u IO 3RBOJIAKIUNA KJIETKE TPaHCINPOBAaTh
[IOCJIenOBaTEJIbHOCTE B al'eHT.

[000112] VYkazaHHas LEC wMoxeT OHTEL pcrM2. VYkaszaHHad LEC
MOXeT ObBTb pPCcrNP. pcrNP m pcrMR MOTyT OBTH I[IOJIYYEeHH M3 pPNP
(lyspTo-Puxo/34) m pM2 (HoBas Kanemoums/99) COOTBETCTBEHHO.

(c) [IpoMoToOpP, MHTPOH, CTOII-KOIOH n CUT'HAJI
IoJIMa OeHUJIMPOBAHUS

[000113] VYka3aHHHM BeKTOP MOXEeT MMEeThL IIPOMOTOPR. IIpOMOTOPOM
MOXET OBITHB Jodon IIPOMOTOPR, KOTOPEM criocofeH YIIPaBJIATH
BKCIpeccuen TeHa u PETYIIMPOBATE BKCIIpeCCU N30JIMPOBAHHOM
HYKJIEMHOBOW KMCJIOTH. TakoM I[IpOMOTOP IMOpelcTaBjisgeT coboM LucC—
IeVC TRy MM DJIEMEHT [IOCJIENOBATEJIEHOCTH, HeoOX O OUMEI 0JId
TPaHCKPUILMK T[ocpencTBoM [HK-3aBucuMoM PHK-mogmMepash, KoTopasd
TPaHCKPUOUPYET OIMCAHHYK B IaHHOM HOOKYMeHTe IIOCJIeNOBaTeJIbHOCTE
areHTa. Bribop npoMoTopa, MCIIOJIE3YEeMOTO 0JIs HallpaBJIeHU A
BKCIIpeCCUmn TeTepOJIOTUUHON  HYKJIEMHOBOMU KMCJIOTHL, 3aBUCUT oT
KOHKPETHOT'O IIpUMeHeHMd. I[IpOMOTOp MOXEeT pacliojlaraTbCd Ha IPUMEePHO
TakoM Xe& PacCCTOAHMM OT TOUKM Hauvajla TPaHCKPUILUM B BeKTOpe, Kak
M OT TOUKM Hadajla TPaHCKPUILUMM B eI'0 eCTeCTBEeHHOM COCTOSAHUM.
OOHakKO WM3MeHeHMe HSTOIO pacCTOodHUA MOXeT OBTh OCYyWMeCTBJIeHO 0es
noTepu QYHKLUMM OIPOMOTOPA.

[000114] VYka3aHHBM IIPOMOTOP MOXeT OHTL OYHKIMOHAJLHO CBA3aH
C TIOCJeOOBaTeJIbHOCTRI HYKJIEMHOBOM KMCJIOTH, KOIMpPYKIEM aTreHT, U
curHajJlaMu, HeOOXOOUMEIMM  IJIA  20O0eKTMBHOTO  [IOJIMaOeHUJIMPOBaHUSI
TpaHCKPUIITa, y4JyacTKaMM CBS3BBaHNSA PUOOCCOMEL n TepM/HAaLNU
TPaHCJAAIMM. YKasaHHHM OTPOMOTOP MOXeT OHTH OQOYHKIMOHAJIEHO CBSA3aH C
IOCJIENOBATENBHOCTBI HYKJIEMHOBOM KMUCJIOTH, KOIMPYKIEeW areHT, U
curHajliaMu, HeOOXOOUMEIMM  IJIS  SOOeKTMBHOIO  [IOJIMaOeHWUJIMPOBaHU I
TpaHCKpUIITa, y4dyacTKaMm CBS3EBAHNSA PUOOCCOMEL n TepMUHALN
TPaHCJIALUN .

[000115] [IpoMOTOPOM  MOXET OBITE IIPOMOTOP CMV, pPaHHUM
npomMoTop SV40, nNOo3OHMM HOpoMOoTop SV40, OpoOMOTOp MeTallJIOTMOHEeMHA,
IIPOMOTOP BHUMpPpyCa ONyXOJM MOJIOUHOM XeJIe3H MHIIEM, I[IPOMOTOP BUPYCa
CapKOMEL Payca, IIPOMOTOP IOJIMBIOPUHA W IpyT oM IIPOMOTOP,

I[IOKa3aHHLM Kakr SCDCDGKTMBHBIﬁ OJIA SOKCIIpeCCHUN B SYKaApMOTMUYECKIMX
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KJIETKaXx.

[000116] BexTOop MOXeT BKJIIOUATH DHXaHCep ¥  MHTPOH C
OYHKLUMOHAJIbHEIMIA IOOHOPHEMMN u aKLEeNlTOPHBEMN CIJlaic-ydYaCTKaMM .
BexkTop MOXeT cCcomepXaThk 0O6JlacTh TepMMHaALUMM TPaAHCKPUIILMUK  HWXE
CTPYKTYPHOT'O TI'€Ha, uyTOoBOH ofecrneumuTb HOOEeKTUBHYH TepMUHALUO.
YU4acToOK TepMMHaLMM MOXeT OBTL IIOJIYUeH M3 TOI'O Xe TI'eHa, UTO Hu
IIPOMOTOPHAaA IIOCJemOBaTeJIbHOCTE, WMJIM MOXeT OHTh I[IOJIydeH M3 Pa3HHEX
TeHORB.

iii) Manas MolekyJa

[000117] VYkaszaHHBEM areHT MOXEeT COIOepPXaTb MaJyld MOJIEKYIY.
MaJitie MOJIEKYJIEL  MOTYT BKJIOUATE, HalpuMep, bapMalleBTUUECKME
npernapaThH WM JIEKAapCTBEHHEE CpPelCcTBa, OpTlaHMUecKue COelVHEHUHI,
MeTaJIJIOOPTaHNUYeCKMe COEOMHEHUS, AHTUIT eHH, T'OPMOHEHI, BMTaMMHEL,
AHTUOMOTHUKNY, KOQaKTOPH, LUMTOKMHE, CTEpPOMUOH, YIJIEBOOH, caxapa,
CIOMPTH, I[IOJIMEHH, aJIKaJIOMOH, TUIMKO3UOHE, OGJIaBOHOUIE, KapOOKCWUJIIATH,
IMPPOJIE, GeHa3WMHHB, XWPHBE KUCJIOTHE, aMMHEBE, HYKJEOTHUIHBE OCHOBAHWUA
u X POV 3BOOHEE (HanpuMep, HYKJIEO TUOH u HYKJIEO3UIOH) ,
AMMHOKMCJIOTH M KJIETOUHEE MeTabOOJIMTH .

iv) AHTHUI'eH

[000118] YKa3aHHBMN AHTUTEeH MOXeT BBOIOMUTHLCH CYDBEKTY .
"AHTHUTeH" MOXeT OBITH JoBon cydcraHlmen, KOoTOpasd uMeeT
CIIOCOBHOCTEL TeHepUPOBATH MMMYHHBEIM OTBeT Yy CcydObekTa. AHTUTEH
MOXeT OHTb IIOJMHYKIJIIEOTUMIOOM, IIOJIMIENTUIOM WJIM UX KOMOMHAlMEN.
[TONIMHYKJIEOTHU MOXET TaKxe BKJIOUATH OOTIIOJIHUTeJIbL HEE
[IOCJIeOOBATEJIbHOCTHY, KOTOPHE KOOUPYIT II0CJeOOBaTeJIbLHOCTU JIMHKEPOB
MJIM TeTOB, KOTOPHE CBABaHH C AHTUIEHOM IIelTUIHOM CBA3bI. AHTUIEH
MOXeT COIepXaThb MaJlyld MOJIEKYJYy, KaK OIMCAHO BHIIE.

[000119] AHTUT eH MOXeT comepXxaTbCA B [IOJIMHYKJIeOTUIE,
[NOJIMIIENTULOE WM MX (paTl'MeHTe WIM WX BapMaHTe WIM UMX KOMOMHALUN
nu3 JI060TO0 yucia OpPTaHn3MORE, HalpuMep, BMPYCa, napasura,
BakTepur, rpuda MIM MIEeKOIMUTaMmeTro. YKa3aHHHM aHTHUTeH MOXeT OHTb
CBA3aH C ayTOMMMYyHHHEHM 3abojleBaHMeM, aJiJlepTuer wWIM acTMoM. B
IPpYyTMX BapMaHTax OCYHMEeCTBJIEHMS aHTUIeH MOXeT OHTb CBSA3aH C
pakoMm, TeplecoM, TIpPUIIIOoM, TenatuToM B, TrenatutoM C, BUPYCOM
NanuJiJIoMel  dejioBeka (HPV) wiaM  BUPYCOM UMMMyHOIedMLMTa UYeJiIoBeKa

(BMY) .
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[000120] VYkaszsaHHHM aHTUIeH MOXeT OBTbL pPacllo3HaH M CBg3aH
aHTHUTeJIOM. HeKOoTOopee aHTHUIeHH MOT'YT BHSBHBATL CUJIBLHBENM WMMMYHHBN
oTBeT. J[JpyTrMe aHTUITEeHH MOTYT BHS3HBATL CJHabBM VMMYyHHBEM OTBET.
YKazaHHEM aHTUIEH MOXeT IIPOMCXOIMTE M3 OopraHM3Ma MM K3 BHEMHEN
cpenbl. VYKaB3aHHHM AaHTUIEeHOM MOXeT OBTb UYKEePOIHHY aHTUTEeH WU
CBOM aHTUTEH.

[000121] B HeKOTOPHX BapMaHTax OCYIMeCcTBJIeHMS aHTUTeJIO, Kak
ONIMCAaHO BHIIEe, MOXEeT CBA3HEHBATLCHA MM pPearMpoBaThk C aHTUTEHOM.

[000122] B HeKOTOPHX BapMaHTax OCYMeCTBJIEHUS IIOJIUIIENTUn
XOHIOPOMUTMHARE M al'eHT, comepXammi  IIOJIMHYKJIEOTUI, KOOUPYITCHA
OOHMM U TeM Xe IIOJMHYKJIEOTHMIOM WJIM OTIOEeJIbHBEIMM IIOJIMHYKJIeOTHIaMN .
B HEeKOTOPEX BapMaHTaxX OCYIECTBJIEHUA TIOJUIIENITHU XOHIPOMTMHASE,
YKasaHHEM aTreHT, CcoIdepXalri I[IOJIMHYKJIEOTHI, ¥ YKa3aHHHM aHTUIeH
HaxoOAaATCd B Ipenejiax OIHOTO M TOT'O Xe BeKTopa WM OTIeJIbHHX
BEKTOPOB.

[000123] VYxa3aHHBEIM aHTUIE€HOM MOXeT OHTE Jobasga cydbcTaHUMUA,
KOTOpasa BHBHBAET MMMYHHHEM OTBeT Yy cydObekTa. OuMIeHHBEe aHTUITEeHH
OBHUHO He ABJIARTCA CHMJIBHO MMMYHOTI'€HHEIMM CcaMu II0 cebe U II02TOMY
00BeIMHAITCS C aObBiOBAaHTOM, KaK OIMCAaHO BHIIe. JVIMMyHHBM OTBeT,
VMHOYLUMPOBAHHEM aHTHUI'eHOM, MOXeT OBTE YCWUJIeH C IoMombl OycTepa
(boosted) I OpyIT'MMU cJIOBaMM yBeJIMUueH opu coueTaHUM c
aIbloBaHTOM. TakKO¥ MMMYyHHBM OTBEeT MOXeT OHTL I'yMOPaJIbHBEIM MMMYHHBM
OTBEeTOM M/WIM KJIETOUHEIM MMMYyHHEHM OTBETOM. B HEeKOTOPHX BapMaHTax
OCYIEeCTBJIEHU S KOMOMHAaLM I ameioBaHTa u aHTUIT eHa MOXeT

CTMYJIMPOBATHE MJin YBeJIMdMBaTh KJIE€ TOUHEIM I/IMLAyHHBIIZ oTBEeT N

cyOBeKTa.

[000124] Yxa3aHHHEN AHTUIeH MOXeT npencTaBJaTh cobom
[IOCJIEOOBATEJILHOCTE HYKJIEMHOBOM KMCJIOTH, aAMMHOKMCJIO THYIO
[IOCJIETOBATEJILHOCTE VI X KOMOMHAIIND . [locyenoBaTeJIbHOCTH

HYKJIEMHOBOM KMCJIOTH MOXeT IMpelCcTaBJiATh cobol IOHK, PHK, xIHK, wux
BapMaHT, "X OQparMeHT WM KX KoMOMHalMbo. I[locJemoBaTeJIbHOCTE
HYKJIEMHOBOM KMCJIOTEL MOXeT TakKxe BKJIOUATH OOIIOJIHUTeJIL HElE
[IOCJIeDOBaATEJIbHOCTHM, KOTOPHE KOOUPYIT I[IOCJIeDOBaATEJIbBHOCTU JIMHKEPOB
Ui  TeTroB, KOTOPHE CBA3aHEL C aHTUITEeHOM IIelTMOHOM CBA3LDD.
AMMHOKUCJIOTHAA [I0CJIeDOoBaTEeJIbHOCTE MOXeT [IpencTaBJIAThb cobon

OeJIOK, IeNTun, ux BapMaHT, UX @parmeHT WM MX KOMOMHALMD.
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[000125] YKa3aHHBM aHTHUIeH MOXeT comepXxaTbcd B 0OeJike,
HYKJIEMHOBOWM KMCJIOTe MJIM UX parMeHTe WIM U¥X BapMaHTe WIM UX
KOMOMHauUuyM M3  JIoboro  4UMcJa OpPI'aHM3MOB, HalpuMep, BUpPYCA,
napasuTa, OakTepuu, Irpuda WIM MIEKONMTalmMero. YKa3aHHHM aHTUTeH
MOXeT OBTb CBA3aH C ayYTOMMMYHHEM 3afoJieBaHMeM, aJiJlepTuer WK
acTMo¥. B IpyI'Mx BapMaHTax OCYMEeCTBJEHVS aHTUIeH MOXeT OHTh
CBS3aH C pakoMm, TIeplIecoM, TIpuUIIoM, TenatuTomM B, rmematuTom C,
BMPYCOM IalOMJIJIOMH deJioBeka (HPV) wmIM BUPYCOM UMMMyHOIedMIIMTa
uejioBeka (BUY) . I[IpedlouTUTEJIBEHO, AaHTUI'eH MOXeT OBTh CBA3aH C
rpunnoM miam BUY.

[000126] HekxoTOpPHE AHTUTEHBE MOIT'YT BHS3HBATL CUJILHEM WMMMYHHBI
oTBeT. J[JpyIMe aHTUITeHH MOTYT BHS3HBATL CJHIaOHM VMMYyHHEM OTBET.
YKasaHHBEM aHTUTeH MOXeT BHBHBBATL OOJbIMUM MMMYHHHM OTBET B
codUeTaHMM C albBlOBaHTOM.

(1) BupyCHsle aHTHI'€HSI

[000127] VYKaszsaHHBEM aHTHUIeH MOXeT OHTb BUPYCHBEM aHTUTEHOM
uiIM ero o¢parMeHTOM WMJIM eTo BapMaHTOM. BUPYCHBEM aHTHUIEeH MOXET
BHITL BUPYCOM M3 OOHOTO M3 CcJelylmmMx ceMelrcTB: Adenoviridae,
Arenaviridae, Bunyaviridae, Caliciviridae, Coronaviridae,
Filoviridae, Hepadnaviridae, Herpesviridae, Orthomyxoviridae,
Papovaviridae, Paramyxoviridae, Parvoviridae, Picornaviridae,
Poxviridae, Reoviridae, Retroviridae, Rhabdoviridae NI
Togaviridae. BUPYCHHIM aHTHUTEeH MOXeT OHTbL M3 BMPYCOB IallMJIJIOMH,
HalopuMep, BUpyCca ODaouJIJIOME uYejioBeka (HPV), Bupyca MMMyHOOedULMTA
yeJioBeka (BUY), BUpyca [OJMOMMENIMTa, BUpPYCa TIelaTuTa B, BuUpyca
renatuta C, BMpPYyCa  OCIIH (Variola major wu minor), BHpYyCa
OCIIOBAKIIMHE, BMPyCa I'PUIllla, BUPyca TelaTuTa A, BUPYC JelkeMuu T-
KJIETOK UeJIOBeKa (HTLV-1), BUpPYyCa BOJIOCATOKJIETOUHOTO JIeMKOo3a
(HTLV-1I1), BUpPYCa KaJIUMPOPHUMCKOTO sHUedamTa, XaHTaBUpycCa

(remoparmueckas JMxopamnka), Bupyca OelleHCTBa, BUpyca JHMUXOPaIKu

56oJ1a, BUpPYCa Mapbypra, BHpPYCa KopH, BUpPYCa napoTuTa,
pecnupaToOpPHO— CUMHUIMTH AL HEM BUPYyCa (RSV), Teprec—CHUMILJIEKC 1
(opasbHHM Teprec), Teplec—CUMILIIEKC 2 (reHMTaJIbLHEM Teprec),

OIIOACHBAKIETO Tepleca (Bapulesjla 30CTep TaKXe M3BeCcTHad, Kak
BeTpAHad Oclla), LUuToMerajioBupyca (CMV), HaIpMMep UYeJIOBEeUeCKOTI'O

CMV, BUpYyCa OnmrerHa-Bapp (EBV) , dJIaBUBUPYyCa, BuUpyca dmypa,
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BUpPYCa UMKYHI'YHB S, BUpPYCa Jlacca, apeHaBuUpycCa, BUpYCa
JIMMOOLIMTAPHOTO XOPUOMEHMHTUTA (LCMV), wIM BUPyCa, BH3HBAKIETO
pax.

(a) AHTHUI'eH TenaTmUTa

[000128] Vka3aHHBM AaHTUIE€HOM MOXeT OBTE aHTUIeH BUpyca
renatuTa (T. €. aHTUTEeH TelaTuTa) WIXM eTo (QpaTrMeHTOM WJIM eTro
BapMaHTOM. VYKa3aHHHM aHTUTeH TelaTmuTa MOXeT OBTL aHTHUIeHOM WJIMU
VMMYHOT€HOM BUMpyca remnatura A (HAV), Bupyca Trenaturta B (HBV),
BUpyca TremnatuTa C (HCV), Bupyca Trenatura D (HDV) wu/uin BuUpPYCa
renaturTa E (HEV). B HeKOTOPHX BapMaHTax OCYWeCTBJIEHMA aHTUIeH (-
H) TenaTuTa MOXeT (—-I'yT) OHTL IeTepPOJIOTMUHOMN (~BMM) MOJIEKYJION (—
aMir) HYKJIEMHOBOM (BIX) KMUCJIOTHL (—T), Takoml(-Me) kak IJla3mMmuia (H),
KoTopad KOOUpyeT OIOMH WM HEeCKOJIBKO aHTuI'eHoOB w3 HAV, HBV, HCV,
HDV m HEV. VYKa3aHHHM aHTUTeH TelaTuTa MOXeT IIPpedCTaBJIATL Ccobon
IIOJIHOPAa3MEpPHEE WM MMMYyHOTeHHHE (QparMeHTH I[IOJIHOPAa3MepPHEX OeJIKOB.

[000129] YKa3aHHHEN AHTUIT'eH rernarTmura MOXeT comepXxaThb
KOHCEHCYCHEEe OCJIeOOBATEJIEHOCTHY n/nnm OOHY VI HECKOJIBEKO
MOOMOUKALMM OJS VJYUIeHUS DSKCIpeccuMr. I'eHeTHUUeCKHMe MOOUMKAIIUMA,
BKJIOUA A OIITUMM 3 Al KOOOHOB, OITHUMM 3 Al PHK wu nobaBJieHHUE
BHICOKOZDDEKTUBHOM JIMOEPHOM  IIOCJIENOBATEJIBHOCTM MMMYyHOTJIOOYJIMHA
OJIS IIOBHIIEHUS MMMYyHOTEHHOCTM KOHCTPYKLUMM, MOTYT OHBTbL BKJIOUESHH B
MOIMOUUMPOBAHHEE KOHCEHCYCHHE IIOCJIemoBaTesJIbHOCTHM. KOHCeHCYCHBM
AHTHUTIEeH TelaTUTa MOXeT COomepXaTh CUTHAaJLHHM I[IelTHul, TaKoM Kak
CUTHAJILHEM IIelTHUI MMMYyHOIJIOOVYJIMHA, TaKoM KaK CUTHAJILHBEM IIeIITHU]]
IgE wmmm IgG, M B HEKOTOPHX BapMaHTax OCYIeCTBJIEHMA MOXeT
comepxaTk HA-T3T. VMMyHOTE&HH MOTYT OHTBH CIPOEKTUPOBAHE TaKKM
obpasoM, UTOOH BHABJATE Oo0Jiee CUJIBHEE U 0OoJiee NUPOKMEe KII€TOUHEE
VIMMY HHEIE OTBETH, ueM COOTBETCTRYyKIINE VIMMYHOT' €HH C
ONITUMM3VPOBAHHEMY KOIOHAMMA .

[000130] VYkaszaHHBM aHTUI'eH TelaTuTa MOXeT OHTL AHTHUIEHOM U3
HAV. YkaszsaHHBM aHTUIEeH TrelaTuTa MOXeT OBTL KalCHMIHbBM OejikoM HAV,
HECTPYKTYPHEM OejqikoM HAV, wux @QparMeHTOM, MX BapMaHTOM WM WUX
KoMOUHaLMel .

[000131] VYkaszsaHHBM aHTUIEeH TelaTuTa MoXeT OHTb aHTUI'eHOM
HCV. VYka3aHHHM aHTHUIeH TelaTuTa MOXeT IIpelCTaBJIATh cobor 6eJok

HyKJIeOoKallcuIa HCV (T.e. DeJIoK anpa), DeJIoK OBDOJIOUKMA HCV
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(HampuMep, E1 m E2), HeCcTpyKTypHHEN Oejiok HCV (Hanpumep, NS1,
NS2, NS3, NS4a, NS4b, NSba m NSbb), ux ¢parMeHT, WUX BapMaHT WU
X KOMOMHAIIMIO.

[000132] VYkaszaHHBM aHTUIeH TelaTuTa MoXxeT OBTb aHTUI'eHOM
HDV. VYKasaHHHM aHTHUTEeH TelaTHuTa MOXeT MNpeldcTaBJIaATh coboM neJjbTa-—
aHTureH HDV, ero ¢paIl'MeHT MM €TI0 BapuaHT.

[000133] VYkasaHHLBM aHTUIEeH TelaTuTa MOXeT OBTL aHTHUIEeHOM U3
HEV. YKasaHHBN AHTUTEeH rernaTmuTa MOXeT [IpenCcTaBJIATh cobom
KalcumoHei Oejiok HEV, ero ¢parMeHT MJIM eT'0 BapMaHT.

[000134] YkaszaHHHM aHTUIEeH TelaTuTa MOXeT OHTL AaHTHUIEeHOM U3
HBV. VYkKas3aHHHM aHTUTeH TelaTuTa MOXeT OHTE OeJIKOM CeplleBUHE
HBV, mnoBepxHOCTHBEIM OejikoMmM HBV, IHK-moguMmepaszon HBV, ©OenkoMm HBYV,
KOOVPOBAHHEIM TeHOM X, X pparMeHTOM, MX BapMaHTOM WM UX
KoMOMHAalIMEeN . YKa3aHHBM aHTUI'eH TelaTuTa MOXeT OHITH OeJIkoM
cepnlueBMHE HBV TeHOoTHMIE A, OeJIKOM CephleBMHE HBV r1meHoTHMIE B,
OesikoM cepnueBMHE HBV reHoTuna C, 0DeskoM cephlueBuHE HBV TenHoTUIIa
D, OeJsIkoM cepnuesmHsl HBV rexnoTuna E, OeJIKOM CcepnueBuHE HBV
TeHoTUna F, OejgkoM cepiuebMHE HBV rTeHoTUna G, O€JIKOM CepILIeBUHE
HBV TeHOTHUIIa H, IIOBEPXHOCTHEM OeJIKOM HBV TeHOTHUIIa A,
[IOBEPXHOCTHEIM OejyikoM HBV renHoruna B, I[TOBepXHOCTHHM OejyikoM HBV
TreHoTurnla C, IIOBEPXHOCTHHEM OesikoM HBV reHoTHMIIa D, I[IOBEPXHOCTHEM
BenxkoM HBV reHoTuna E, [HNOBepXHOCTHEM OejikoM HBV reHOoTHIIA F,
[IOBEPXHOCTHEM OejyikoM HBV reHoTuIa G, IIOBEPXHOCTHHM OejyikoM HBV
TeHoTunna H, wux ¢parMeHTOM, MX BapMaHTOM WJIM UX KOoMOMHAaLMENM.
YKal3aHHBM aHTUIeH TelaTmuTa MOXeT OHITE KOHCEHCYCHHM  OeJIKOM
cepnlueBMHE HBV MM KOHCEHCYCHEM OeJIKOM MMOBEPXHOCTHOTO OeJika HBV.

[000135] B HEeKOTOPHX BapMaHTax OCYMeCTBJIeHMI YKa3aHHBM
AHTUTEH renaTmuTa MOXeT [IpencraBJIgSTh cobom KOHCTPYKLMIO
nocjenmoBaTeJbHOCTM [JTHK KOHCEHCYCHOM cepnlueBMHH HBV TeHoTuUlla A,
JIMOEPHYI [IOCJIEOOBATEJIEHOCTE IgE, CBA3aHHYID C KOHCEeHCYCHOM
[IOCJIeDOBATEJIbHOCTRID OJia  OeJika cepnueBuMHE HBV  renHoTMna A WK
[IOCJIeOOBaATEJIbLHOCTE KOHCEHCYCHOTO BOeflka cephleBUHE HBV TreHOoTHUIIA
A,

[000136] B 1mnpyrux BapMaHTax OCYIECTBJIEHMSA aHTUIeH TIelaTuTa
MOXEeT TIPeOCTaBJATL Cco00M KOHCTPYKIMIO IIocjeloBaTellbHOCTM ITHK

KOHCEeHCYCHOM cepllleBMHEL HBV TeHOTHUIIa B, JIMOEPHYIO
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IIOCJIEDOBATEJILHOCTE IgE, CBA3aHHYD C KOHCEeHCYCHOM’
[IOCJIeIOBATEeJIbHOCTRIO OJa  OeJika cepnueBuHE HBV  renHoTMna B wiam
[IOCJIeDOBATEJIbHOCTE KOHCEHCYCHOTO Oenka cepnueBuHE HBV  reHoTUIIA
B.

[000137] B eme @mOpyI'MxXx BapMaHTax OCYUWeCTBJIEHUS aHTUTeH
TernaTruTa MOXeT IMIpelCTaBJIATL Cco00M KOHCTPYKIMIO IIOCJIeOoBaTeJIbHOCTH
IOHK KOHCEeHCYCHOMI ceplleBMHEL HBV I'eHOTHUIIa C, JINOEPHYIO
[IOCJIeOOBaTEJIbHOCTD IgE, CBA3aHHYD C KOHCEeHCYCHOM
[IOCJIeDOBATEeJIbHOCTRIO OJAa  Oejika cephlueBMHE HBV  renotmna C WM
[IOCJIeOOBATEJIbHOCTE KOHCEHCYCHOTO Oefylka cephlieBUMHE HBV TeHOTUIIA
C.

[000138] B HEKOTOPHIX BapraHTax OCVyIeCTBJIEHU S aAHTUTI'eH
TelaTuTa MOXeT IIPeICTaBJIATL CODOM KOHCTPYKUMD II0CJedoBaTeIbHOCTU
IOHK KOHCEeHCYCHOMI cepllleBMHEL HBV T'eHOTHIIa D, JINOEPHYIO
IIOCJIeOOBaATEJIbHOCTE IgE, CBA3aHHYD C KOHCeHCYCHOM’
[IOCJIeDOBATEJIbHOCTRID OJia  OeJika cepnueBuHE HBV  renHoTMna D wim
IIOCJIEOOBATEJIbHOCTE KOHCEHCYCHOTO BOeNnlka cephleBUMHE HBV TreHoOTHUIIA
D.

[000139] B HEeKOTOPHX OPYI'MX BapMaHTax OCYIEeCTBJIEHUS aHTUI'eH
TernaTuTa MOXeT IMIPelCTaBJIATh COOOM KOHCTPYKUMI IIOCJEeNOBaTEJIBHOCTU
OHK KOHCEHCYCHOM cepnileBMHEL HRV TeHOTHUIIa E, JINOEPHYI
[IOCJIeIOBaATEeJIbHOCTE IqgE, CBA3aHHYD C KOHCEHCYCHOM
[IOCJIeDOBRATEeJIbHOCTRIO OJa Oejika cephlueBMHE HBV  renoTuna E wiam
[IOCJIEOOBATEJIbHOCTE KOHCEHCYCHOTO 0OeJylka cepnleBuHE HBV TeHOTUIIA
E.

[000140] B HEKOTOPHIX BapraHTax OCVyIeCcTBJIEHN S AHTUTIeH
TelaTuTa MOXeT IIPelCTaBJIATL CODOM KOHCTPYKUMID II0CJedoBaTeIbHOCTU
IOHK KOHCEeHCYCHOMI cepllleBMHEL HBV T'eHOTHUIIa F, JINOEPHYIO
IOCJIenOBaTEJIbHOCTE IgE, CBA3aHHYD c KOHCEeHCYCHOM
[IOCJIeDOBATEJIbHOCTRID OJia  OeJika cepnueBuHEl HBV  renHoTmna F  wam
IIOCJIeOOBATEJIbLHOCTE KOHCEHCYCHOTO BOeflka cephlieBUMHE HBV TeHOTHUIIA
F.

[000141] B 1mgpyrux BapMaHTax OCYIEeCTBJIEHMSA aHTUITeH TelaTuTa
MOXeT TIPeOCTaBJATL Cco0oM KOHCTPYKIMIO IIocjedoBaTelbHOCTM THK
KOHCEHCYCHOM cepnleBUMHEL HBV TeHOTHUIIAa G, JINOEPHYIO

IocjienoBaTeJIbHOCTDB IgE, CBA3aAHHYIO C KOHCEHCYCHOM’
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[IOCJIeDOBATEJIbHOCTRIO OJAa  Oejika cepnueBuMHE HBV  renHoTMna G WM
[IOCJIeOOBATEJIbHOCTE KOHCEHCYCHOTO Oeflka cepnlueBuMHE HBV reHoTHUIIA
G.

[000142] B HEeKOTOPHIX BapraHTax OCVYIeCTBJIEHU S AHTUT'eH
TernaTruTa MOXeT IMIpelCcTaBJIATL CcOo00M KOHCTPYKIMIO IIOCJIeOoBaTeJIbHOCTH
IOHK KOHCEHCYCHOM cepnileBMHEL HBRV TeHOTHUIIa H, JINOEePHYI
[IOCJIeOOBaTEJIbHOCTD IgE, CBA3aHHYD C KOHCEHCYCHOM
[IOCJIeDOBRATEeJIbHOCTRIO OJAa Oejika cephueBMHE HBV  renoTmna H wiam
[IOCJIeOOBaTEJIbHOCTE KOHCEHCYCHOTO OeJylka cephlleBUMHE HBV TeHOTUIIA
H.

[000143] B eme Opyrux EBapMaHTax OCYIEeCTBJIEHMA aHTUTEeH
TelaTuTa MOXeT IIPelCTaBJIAThL CODOM KOHCTPYKUMID II0CJedoBaTeIbHOCTU
IOHK KOHCEHCYCHOTO TIOBEPXHOCTHOTO Oesika HBV TeHoTUNa A, JUIEPHY
IIOCJIeOOBaTEJIbHOCTE IgE, CBA3aHHYD C KOHCeHCYCHOM
[IOCJIeDOBATEJIBHOCTRID IOJIA [IOBEPXHOCTHOTO Oejyika HBV reHoTHMIE A WM
[IOCJIEDOBATEJIbBHOCTD KOHCEHCYCHOTO IIOBEPXHOCTHOTO DeJika HBV
TreHOTHUIIa A.

[000144] B HEKOTOPHIX BapraHTax OCVYIeCTBJIEHU S AHTUT' eH
TernaTuTa MOXeT IMIPpelCTaBJIATh COOOM KOHCTPYKUMI IIOCJeOOoBaTeJIbHOCTU
IOIHK KOHCEHCYCHOT'O IIOBEPXHOCTHOTO Oejsika HBV reHoTUNa B, JIMIepHY
[IOCJIeDOBaTEeJIbHOCTE IqgE, CBA3aHHYD C KOHCEHCYCHOM
[IOCJIeOOBRATEJIbHOCTRIO IOJISI I[IOBEPXHOCTHOTO Oejyika HBV reHoTHMIa B wmim
IIOCJIeDOBATEJIbBHOCTE KOHCEHCYCHOTO IIOBEPXHOCTHOTO BeJika HBV
reHoOTHUIIa B.

[000145] B 1mpyrux BapMaHTax OCYINEeCTBJIEHMSA aHTUITEeH TIelaTuTa
MOXeT TIIPeOCTaBJIATL Cco00M KOHCTPYKIMIO IIocjiefoBaTellbHOCTM  ITHK
KOHCEHCYCHOTO TIIOBEPXHOCTHOTO ©Oeska HBV r1meHoTMna C, JMUIOEPHYID
IOCJIeOOBaTEJIbHOCTE IgE, CBA3aHHYD c KOHCeHCYCHOM’
NOCJIeOOBATEJIbHOCTED OJIA [MOBEPXHOCTHOTO Oejika HBV rmeHoTMna C wWian
[IOCJIEDOBATEJIbEHOCTE KOHCEHCYCHOTO IIOBEPXHOCTHOTO DeJika HBV
re"oruna C.

[000146] B 1mnpyrux BapMaHTax OCYIECTBJIEHMSA aHTUITEeH TelnaTuTa
MOXeT TIIPeOCTaBJATL Cco0oM KOHCTPYKIMIO IocjeloBaTelbHOCTM ITHK
KOHCEHCYCHOTO TIIOBEPXHOCTHOTO ©Oeyka HBV r1menoTtmna D, JINOEPHYIO
[IOCJIEeDOBaTEJIbHOCTE IgE, CBA3aHHYD C KOHCEeHCYCHOM’

[NOCJIeDOBATEJIbHOCTEI OJIA [NOBEPXHOCTHOTO Oejika HBV reHoTMna D wmiam
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[IOCJIEeDOBATEJIbBHOCTE KOHCEHCYCHOTO IIOBEPXHOCTHOTO DeJika HBV
TreHoTHia D.

[000147] B HEKOTOPHIX BapraHTax OCVYIeCTBJIEHU S AHTUT'eH
rernaTuTa MOXeT IMIPelCTaBJIATh COOOM KOHCTPYKUMI IIOCJEeNOBaTEJIbHOCTU
IHK KOHCEHCYCHOT'O IIOBEPXHOCTHOT'O Oejsika HBV reHoTUNa E, JIMIepHYO
[IOCJIeIOBaATEeJIbHOCTE IqgE, CBA3aHHYD C KOHCEeHCYCHOM
[IOCJIEOOBATEJIbHOCTB OJIA I[MOBEPXHOCTHOTO OeJjika HBV reHoTHMIIa E wmimu
IIOCJIeDIOBATEJIbBHOCTE KOHCEHCYCHOTO IIOBEPXHOCTHOTO BeJika HBV
TreHOTHUIIa k.

[000148] B 1mgpyrux BapMaHTax OCYINEeCTBJIEHMSA aHTUIeH TelaTuTa
MOXeT TIPeOCTaBJATL Cco00M KOHCTPYKIMIO IIocjiefoBaTellbHOCTM  ITHK
KOHCEHCYCHOTO TIIOBEPXHOCTHOTO ©Oejyka HBV r1menoTmna F, JINIEPHYIO
IIOCJIenOBaTEJIbHOCTE IgE, CBA3aHHYD c KOHCeHCYCHOM
INOCJIeOOBaATEJIbHOCTE OJA [IOBEPXHOCTHOTO Oejika HBV rmeHoTHMDa F wmin
[IOCJIEDOBATEJIbBHOCTD KOHCEHCYCHOTO IIOBEPXHOCTHOTO DeJika HBV
reHoTHIia F.

[000149] B eme Opyrux BapraHTax OCYIIEeCTBJIEHMA aHTUTEH
TernaTuTa MOXeT IIPeICTaBJIAThL COOOM KOHCTPYKUMI II0CJeNOoBaTeJIbHOCTU
IOIHK KOHCEHCYCHOT'O IIOBEPXHOCTHOTO Oejsika HBV reHoTUNa G, JIUIEPHYO
[IOCJIeDOBaATEJIbHOCTE IgE, CBA3aHHYD C KOHCEeHCYCHOM’
[IOCJIeOORATEJIbHOCTRIO IJIS I[IOBEPXHOCTHOTO Oejyika HBV reHoTHIa G WM
[IOCJIeIOBaATEeJIbHOCTE KOHCEHCYCHOTO [IOBEPXHOCTHOTO BeJika HBV
re”HoTuna G.

[000150] B 1mpyrux BapMaHTax OCYINEeCTBJIEHMSA aHTUIeH TelaTuTa
MOXeT TIIPeOCTaBJIATL Cco00M KOHCTPYKIMIO IIocjlefoBaTellbHOCTM  ITHK
KOHCEHCYCHOTO TIIOBEPXHOCTHOTO Oejyika HBV r1menoTmna H, JINIOEPHYIO
IIOCJIeOOBaTEJIbHOCTE IgE, CBA3aHHYD c KOHCEeHCYCHOM’
INOCJIEOOBATEJIbHOCTE OJA [MOBEPXHOCTHOTO Oejika HBV rTeHoTMna H wnian
[IOCJIEDOBATEJIBHOCTE KOHCEHCYCHOTO IIOBEPXHOCTHOTO DeJika HBV
reHoTuia H.

(b) AuTHUreH BHpPyCa HNAaOMJLJIOMH uejioBexa (HPV)

[000151] VYkKa3aHHEIM aHTUI'€HOM MOXeT OHTH aHTUI'eH BHUpycCa
nanuJiJIoMel  dejioBeka (HPV) wmiam ero ¢par'MeHT WJIM €TI0 BapMaHT.
YKaszaHHHM aHTUIeH HPV wMoxeT OnThr M3 HPV Tunor 16, 18, 31, 33,
35, 45, 52 um 58, KOTOpHE BHBHBAKT pakK MelMKM MaTKM, pakK IIpaMou

KUMKY M/WMIM OpyTMe BUIE pPaka. YKas3aHHBM aHTUTeH HPV MoxeT OHTb
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n3 HPV Tmnos 6 m 11, KOTOpPHE BHI3HEBAKT I'eHUTAJIbHEE OOpomaBkMU WU,
KaK M3BECTHO, MOI'YyT OBTEH NPUUMHAMM paka I'OJIOBH U Leu.

[000152] VYkaszsaHHBEMM aHTUI'eHamy HPV mMmoryT OBITE nOoMeHH HPV E6
mwim E7 m3 kaxgoro tuna HPV. HanpuMmep, njag HPV Tuna 16 (HPV16)
aHTUTreH HPV16 MOXeT BKJOUATEL aHTHUIeH HPV16 E6, aHTureH HPV16 E7,
X QparMeHTH, BapMaHTH WM KOMOMHaLMM. AHAJOTMUHBEM 00pas3oM,
VKasaHHE aHTUreH HPV MoXeT OpencTaBJATh coboir HPV 6 E6 u/wmmm
E7, HPV 11 E6 u/wmm E7, HPV 18 E6 wu/mium E7, HPV 31 E6 wu/wim E7,
HPV 33 E6 u/wum E7, HPV 52 E6 u/uwmm E7, wiam HPV 58 E6 wu/uim E7,
nx QparMeHTH, BapMaHTH WJIU KOMOMHALNUM .

(c) AuTuren RSV

[000153] VYkaz3aHHHM aHTUTEeH MOXeT IMNPeIdCTaBJIATL coBoM aHTUIeH
RSV mimM ero odparMeHT WIM €70 BapMaHT. VYKas3aHHHM aHTUTeH RSV
MOXeT MpeICTaBJIATE CcoO0M THUOPUIOHEN OeJIOK UeJIoBeueCKoTo RSV
(Takkxe HasHBaeMHM B JaHHOM »OOkyMeHTe "RSV F", "RSV F-0ejiok" u
"F-BeJjiok") Wi ero QparMeHT WM BapuMaHT. IuOpMOHEM  OeJlok
yeJioBeueCKOoTO RSV MOxeT OHTH OOMHAKOBEM IOJIA HOOTUIIOB RSV A m B.
YKazaHHEM aHTureH RSV MOXeT NpeOcTaBJIATb cobom ©Oejok RSV F, wiu
ero dparMeHT I BapMaHT, ns mTaMMa RSV Long (GenBank
AAX23994.1). VrKazaHHBM aHTUTeH RSV MOXeT TIpeICTaBJATL cobon
Besjok RSV F wm3 mrTamMma RSV A2 (GenBank AABR59858.1) wiam ero
bparMeHT NIV BapMaHT. YxaszaHHBN aHTUTEeH RSV MOXeT OHITH
MOHOMEPOM, IOUMEPOM WM TpuMepoM OeJsika RSV F wmiam mx QparMeHTOM
WM BapMaHTOM. YKa3aHHBEM aHTuTeH RSV MoxeT OBTL OINTUMMU3UPOBAHHOM
AMMHOKMCJIOTHOM TIOCJeOOBaTeJILHOCTEI RSV F uiam ee o(parMeHTOM WM
BapUaHTOM.

[000154] dopma RSV F 1nojydYeHHad BCJIENCTBME IUOpUIOM3aLUN
BHISHIBAET IO ABJIEHUE CUJIb HEIX HeVTpan3yolx aHTUTeJI Yy
VMMYyHV3UPOBAHHEIX XMBOTHHX M 3allMiaeT XMBOTHEX OT 3apaxeHus RSV,
IDaHHOe mM300peTeHMe WUCIOJBb3YeT DTOT MMMYHHEM OTBET B 3aiBJIEHHHX
BaKLUMHaxX. B cooTBeTCTBMM C OaHHHM HK300peTeHMeM OeJIoOK RSV F MOXeT

HaxonouTbca B dopMe 1O rubpunouszauuyu uUIM B dopMe  IocJie

TUOPUON3ALINNA .
[000155] YKa3aHHBEN AHTUTeH RSV TakKxe MOXeT OHTH
TJIMKOIIPOTENHOM OJis [IPUCOEOMHEHU A UeJIOBEUeCKOT O RSV (Takxe

Hal3HBaeMeEIM B IOaHHOM »OokKyMeHTe "RSV G", "RSV G ©Oejiok" u "G-
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Besiok") wmiIM ero QparMeHTOM WM BapMaHTOM. G-0eJIOK UYeJIOBEeUeCKOI'O
RSV omimuaeTcd Mexny nooTurnaMrM RSV A m B. YKaszaHHBM aHTUTEeH
MOXeT TIPeIOCTaBJIATbL cobor RSV G- ©0eJilok, WIM ero o¢parMeHT WK
BapMaHT, n3 wmwramMa RSV Long (GenBank AAX23993). Vka3aHHHM
aHTureH RSV MOXeT TINpelCcTaBJaATb cobon G-6ejok RSV u3: M30J4ATa
H5601 nomtmma RSV B, wm3ojgara H1068 nomrtuna RSV B, wusojgaTa H5598
nonTuna RSV B, wumsojgaTa H1123 nomtumna RSV B miam mMx QparMeHT WK
BapMaHT. VYKasaHHHM aHTureH RSV wMoxeT OHTHL OINTHUMU3UPOBAHHOM
AMMHOKMCJIOTHOM TIOCJIeOOBaTeJILHOCTEI RSV G miaM ee O(parMeHTOM WM
BapUaHTOM.

[000156] B mpyTrux BapMaHTax OCYMeCTBJEHMS yKal3aHHBM aHTUIeH
RSV MOXeT MOpedCTaBJIATL COOOM HeCTPYKTYpPHHM Oejlok 1 ("Bejiok NS1")
RSV uyejioBeka MM eI'0 dparMeHT WM BapMaHT. Hamnpumep, aHTUTreH RSV

MOXeT IIpeOCcTaBJATL cobor NSl-6ejjok RSV, wmiIM ero oO¢parMeHT WIKU

BapuaHT, 3 mTamMMa RSV Long (GenBank AAX23987.1). VkKa3aHHBMN
AHTUTEH RSV yeJIOBeKa TaKxe MOXeT [IpenCcTaBJaTh cobomn
HeCTPYKTYPHEM ©Oejjok RSV 2 ("Bejok NS2") wmiamM ero oOoparMeHT WK

BapMaHT. Hanpumep, aHTUTeH RSV MOXeT I[IPeOCTaBJIATE cobom NS2-

Oejiok RSV, wmiM ero o¢parMeHT WIM BapMaHT, M3 mraMMa RSV Long

(GenBank AAX23988.1) . YKa3aHHBMN AHTUTEeH RSV MOXeT TaKxe
npencTaBJsasThL codor OeJlok HykJeokancuma ("N") RSV ueJjioBekKa WM
ero bparMeHT ZNRZ! BapMaHT. Hanpumep, AHTUT EeH RSV MOXeT

npencraByaTs cobor N Bejyiok RSV, MIM ero ¢parMeHT WM BapMaHT U3

mramMmMa RSV  Long (GenBank AAX23989.1). Vka3aHHHM aHTHUIeH RSV
MOXeT IIPeOCcTaBJIATL cobor odocoonporemH ("P-Besyiok") RSV uejioBeka
Wi  ero oGparMeHT WIM BapuaHT. Hamnopuwmep, aHTureH RSV MoxeT

IpeICcTaBJIATE cobo¥ P-0ejyiok RSV, MM ero OparMeHT WM BapMaHT, U3

mramMMa RSV  Long (GenBank AAX23990,1). VYka3aHHHM aHTHUIeH RSV
TakXe MOXeT OHTH OeJIKOM MaTpukca ("M") uejiopeueckoro RSV wmim ero
bparMeHTOM I BapMaHTOM. Hanpuwmep, aHTUTEeH RSV MOXeT

OpeICTaBJIATE cobol M-0ejyiok RSV, MM eTo QparMeHT WM BapMaHT, U3
mramMMa RSV Long (GenBank AAX23991.1).

[000157] B mpyTrux BapMaHTax OCYMEeCcTBJeHMS yKal3aHHBM aHTUITeH
RSV MOxeT HOpelcTaBJATL CcoOo0M MaJeM Iuaopod®obHEM ("SH") 0OeJiok
uejioBeueckoro RSV wmim  ero o¢parMeHT WIM BapuaHT. Hanpuwmep,

aHTureH RSV MOXeT HOpencTaBJIATE cobom SH-6ejgioxk RSV, wmiIM ero
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dparMeHT WM BapuMaHT, W3 mTaMma RSV Long (GenBank AAX23992.1).
YKazaHHEM aHTUTeH RSV MOXeT TakXe IIPeOCTaBJIATE COOO0OM MaTPUKCHHM
Bejiok  2-1 ("M2-1") uyejyoBeueckoro RSV wmim ero o©¢parMeHT WK
BapMaHT. Hanpumep, aHTUTeH RSV MOXeT IOIpPencTaBJaAThL cobom M2-1-

Besiok RSV, wmimm ero ¢palMeHT WIM BapuaHT, M3 mraMMa RSV Long

(GenBank AAX23995.1). VYkazaHHHM aHTUI'eH RSV MOXeT INIpeICTaBJIATH
coboM TakXxe MATPUKCHHEM 0OeJiok 2-2 ("M2-2") ueJloBeueckKoTo RSV mim
ero bparMeHT NI BapMaHT. Hanpuwmep, aHTUTeH RSV MOXeT

NpencTaBJIATE cobo M2-2-6ejokx RSV, mImM ero dpalMeHT WMJIM BapMaHT,

n3 mrTamma RSV Long (GenBank AAX23997.1). VYKa3aHHHM aHTUTeH RSV
yeJIOBeKa MOXeT TIpelcTaBJIATE cobor Oejok noJmMepass L ("L")
JeJijoBeueCcKoro RSV wmiam  ero  ¢parMeHT MWIM @ BapMaHT. Hamnopuwmep,

anTurex RSV MOXeT TIOIpelcTaBJIATL cobom L-0ejyiok RSV, Wi ero
dparMeHT WM BapMaHT, u3 mWramMMa RSV Long (GenBank AAX23996.1).

[000158] B 1mpyrux BapMaHTax OCYMeCTBJIEHUS aHTUTeH RSV MOXeT
VMETE OINTUMM3MPOBAHHYK aMMHOKUCJIOTHYI IIOCJenNoBaTeJIbHOCTE NSI,
NS2, N, P, M, SH, M2-1, M2-2 wuau L-0eJjika. YKa3aHHHM aHTUTeH RSV
MOXeT [IpeOCTaBJIATh coBon BeJiok YeJIoBedeCKOoTo RSV NI
PEeKOMOMHAHTHEM aHTUIeH, Takol Kak Jiodbon u3 O0eJIKOB, KOIOUPYEMHX
T€HOMOM uYeJIoBeuecKoro RSV.

[000159] B mpyrux BapMaHTax OCYIECTRJIEHMS aHTUIeH RSV MoxeT
IpencTaBJATE CcoOoOM, HO He oI'paHMuMBaTcsa uMy, F-06ejjok RSV us
mTaMMa RSV Long, G-0eJIok RSV nus3 mTaMMa RSV Long,
OINTUMMU3MPOBAHHYK aMMHOKMCJIJIOTHVYID IIOoCJiefoBaTeJIbHOCTE G RSV, TeHOM
JeJIOBeUeCKOT O RSV mTamMma RSV Long, OINTVMU3UPOBAHHYIO
AMMHOKMCJIOTHYID IIocJeloBRaTeJIbHOCTL F RSV, NS1-0ejok RSV M3 mTamMMma
RSV Long, NS2-6ejox RSV w3 mramma RSV Long, N-0Bejgoxk RSV wus
mTaMMa RSV Long, P-6ejiok RSV m3 mramMma RSV Long, M-0ejiok RSV us3
mrTaMmmMa RSV Long, SH-0ejioxk RSV m3 mramma RSV Long, M2-1-6ejiok RSV
n3 mrTamMmMa RSV Long, M2-2-6ejjoxk RSV wm3 mramMa RSV Long, L-0eJok
RSV m3 mramma RSV Long, G-6emok RSV wm3 wmzondara H5601 nomTuna B
RSV, G-0ejioxk RSV m3 wm3o0oygdTa H1068 nomrtumna B RSV, G-dejiok RSV wus
n3oJsaTa H5598 mnomrtmna B RSV, G-Bejsiok RSV wm3 wm3ojgdaTa H1123
nonrtmna B RSV mim mx QparMeHT WM UX BapUaHT.

(d) AuTHIeH BHUpPyCa I'PHUIIIa

[000160] VYkKaz3aHHBM aHTUITEeH MOXeT IPenOCTaBJIATbL CcoBOM aHTUIEeH
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BMPpyCa TIpuUlla WJIM ero (¢parMeHT WM ero BapMaHT. AHTHUIeHaMM
BUpyCa Tpullla SABJARTCA Te&, KOTOPHEe CIOCOOHH BH3HBATL MVMMYyHHEMN
OTBeT Y MIEKOIUTAaKIero IPOTUB ONOHOT'O MWMIM HECKOJIBKMX CEepOTHUIIOB
BUpyCa TIpuUIla. YKa3aHHEM aHTUTEeH MOXeT COIepXaThb IIOJIHOPpa3MepPHEN
oponykKT TpaHcagauum HAO, cyOwemmuuily HAl, cyOwenuHmuy HA2, wux
BapuaHT, ux OGparMeHT WIM UX KoMOMHalIM. YKasaHHBEM aHTUI'eH
reMalTJIIOTMHMHA BHUpPYyCa Tpula MOXeT OBITE KOHCEeHCYCHOM
[IOCJIeIOBRATEJIbHOCTHIO, IOJIYYeHHOM M3 MHOXeCcTBa MTaMMOB BUpPYycCa
T'puIIa A cepoTuUila H1, KOHCEHCYCHOMU [oCcJIenOoBaTeJIbHOCTEIO,
IIOJIYdeHHOM M3 MHOXeCcTBa MTaMMOB BUMpyca TIpulllla A cepoTuna H2,
TUOPUOHOM IIOCJIeNOBATEJbHOCTRI, comepXxamey YacTM IOBYX Pa3HBX
KOHCEHCYCHEIX TIOCJIeHOBAaTE&JILHOCTEN, I[IOJYYEeHHEX M3 pPa3HHX HabopoB
MHOTMX MITaMMOB BUpycCa Tpullia A ceporuna H]l wMIM KOHCEHCYCHOM
IOCJIENOBATENBHOCTEID, IIOJIYYeHHOM M3 MHOTMX BUPYCOB TIpummna B.
YKazaHHEM aHTUTeH TeMarlJIOTMHMHAa TpHUIda MOXeT OHTH M3 BUpPyCa
Trpunmna B.

[000161] YKaszaHHEM aHTUIeH BMpyca TpuIda MOXeT TaKxe
comepXaTb IIO MeHBIIEM Mepe OIOMH aHTUIEeHHBN SIOUTOII, KOTOPHEM MOXET
ObBITE DSOOEKTMBHEIM IIPOTUEB KOHKPETHEX MMMYyHOI'€HOB BMpyCa I'PUIIIE,
IIPOTUB KOTOPHX MOXeT OHTH MHIYLUMPOBAH WMMMyHHBEIM OTBeT. YKas3aHHBIM
AHTUTEH MOXeT O00eCleuMTh LeJHl pelepTyap MMMYyHOT'€HHHX YyYaCTKOB U
SIOUTOIIOB, MIPUCYTCTBYKIMX B MHTAKTHOM BMPyCe TPpUINa. YKasaHHBM
AHTUTEeH MOXeT MNIpelCTaBJIATL Co00¥ KOHCEHCYCHYI IIOCJIeIoBaTeJIbHOCTE
aHTUTeHa TeMalIJIloTMHMHAE, KOoTopada MOXeT ABJATHCA IIPOM3BOOHEM OT
IOCJIeNOBATEJILHOCTEY aHTUTeHa IeMaTlTJIOTMHMHA M3 MHOXeCTBa MTaMMOB
BMpPyCa TIpullla A OOHOTO CepoTHMIla, TaKUMX KakK MHOXECTBO MITaMMOB
BUpyCa Tpunmna A cepoTuna H1l wmiam cepoTuna H2. VYKaz3aHHEM aHTUTEH
MOXeT NpencTaBJIATh cobomn TUOPUIOHYIO KOHCEHCYCHYIO
[IOCJIEDOBATEJILHOCTE AHTUT EeHa TreMarIJITUHUHGE, KoTOopad MOXeET
ABJIATHCA [NIPOUBBOIOHEM OT OOBEOMHEHMI OBYX Pa3sHBX KOHCEHCYCHEX
IOCJIENOBATEJBHOCTEY  aHTHUIeHa TeMaTlIJITMHMHA WMJIM WX  4JacTeH.
Kaxnoasa nu3 OBYX PazIINYHEIX KOHCEHCYCHEIX AHTUT €HHEIX
IIOCJIENOBATEJBHOCTEY TeMarlTJIOTUMHYHA MOXeT HABJIATHCS IIPOU3BOIHEM OT
opyroro Habopa  MHOXeCTBa WMTaMMOB  BUpYCa rpunna A OOHOTO
cepoTUIla, TaKOI'0O KaK MHOXEeCTBO WMTaMMOB BHMpycCa TI'pulllla A cepoTuIla

Hl. VYkasaHHHM aHTHUTEeH MOXeT IIPeICTaBJIATbL Cco00M KOHCEHCYCHVI
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[IOCJIENOBATEJIbHOCTD aHTUT eHa TreMarTJIRTUHVIHE, KoTopasa MOXET
ABJIATHLCH POV 3BOIHEM oT IocJyieIoBaTeJILHOCTEN aHTUTeHa
TeMarJIOTMHMHA M3 MHOXeCTBa MTaMMOB BUpYyca I'pulllla B.

[000162] B HeKOTOPHX BapMaHTax OCYUeCTBJIEHUS aHTUIT'eH BUpyca
TpuUIllla MOXeT IMpencTaryiaTe cobow H1 HA, H2 HA, H3 HA, H5 HA wuiu
aHTureH BHA. AJIBTEepHAaTHMBHO, aHTUIEeH BUpyCa TI'PpUIla MOXeT OHTb
KOHCEeHCYCHEM reMaTr TJIIOTUHVHOBBIM AHTUTEeHOM, comepxalmyMm
KOHCEHCYCHYD AMMHOKMCJIO THYIO [IOCJIeIOBaTEeJIbHOCTE H1 VI
KOHCEHCYCHYK aMMHOKMCIIOTHYIO IIOCJIedOBaTeJIbHOCTE HZ2. KOHCeHCYyCHEBEM
TeMarTJIOTUMHVHOBEIM aHTUITE€HOM MOXeT OHTbL CHHTeTUMueckasa IHudpuIHasd
KOHCEHCYCHasd IocleloBaTellbHOCTE H1l, comepxamasd 4YacTM OBYX Pa3HEHX
KOHCEHCYCHHX IocJemoBaTeJlbHOCTe H1, Kaxdas M3 KOTOPHX IIoJydeHa
13 oTJIMUanmerocsa Habopa I[IOoCJedoBaTeJIbHOCTEV M3 IPYyTOoTo CcepoTulla.
[TprMepoMm KOHCEHCYCHOT O HA-aHTMUTeHa, KOTOPEIM ABJIAETCH

CUHTETHUUECKMM TIMUOPMIOHEIM KOHCEHCYCHBM OeJjyikoM H1l, sgpiigercsa 0OeJIok,

conepxammﬁ AMVHOKHMCIIOTHYIO IIOCJIeIOBaTEJIEHOCTE uz. KoHCeHCYCHEM
I'eMal'TJITVMHVMHOBEIM AHTHMI'€eHOM MOXeT OBEITB KOHCGHCYCHBIIZ
reMaT TJIIOTUMHMHOBHIM DeJIoK, ABJISONUNC S IIPOM3BOOHEM oT

IOCJIeIOBATEJILHOCTEN TI'eMarIJIOTHMHMHa M3 MTaMMOB BUpyca I'pulna B,
Takom Kak OeJIoK, comepxamui KOHCEHCYCHYI aMVHOKMUCJIOTHYIO
nocjienopaTeJIbHOCTE BHA.

[000163] KOHCEHCYCHHM I'eMalIJVIOTMHMHOBEIL AHTUTEH MOXeT TakKXxe
comepxaThb onomuH W HECKOJILKO HOIIOJIHUT €JIb HEIX 2JIEMEHTOB
AaMUHOKMCJIO THOM IocJjlefoBaTEJILHOCTHA . KoHCeHCYCHEIM
TeMarTJIOTUHVHOBEIM aHTUIEeH MOXeT MNOINOJIHUTEeJIbHO CcoIepXaTh Ha CBoOeM
N-KOHIle JMIEPHY aMMHOKMCIJIOTHYIO I[IocJemoBaTeJIbHOCTL IgE mim IgG.
KoHceHCYCHHM reMaT TUIOTUMHMHO B aHTUTeH MOXeT OOIIOJIHUTEJILHO
cComepXaTh VIMMYHOT'€ HHEBIN 2T, KOTOPHM ABJIgeTCH YVHUKAJbHEM
VMMYHOTE&HHBEIM DSIMTOIIOM, KOTOPHM MOXeT OBTL ODHapyXeH C IIOMOILIO
JeTKO IOOCTYIIHHIX AaHTUTeJ. IIpMMepoM TaKoT'0 MMMYHOTEeHHOTO T2Ta
ABJAeTCHa 9-TM aMMHOKMCJIOTHEM HA-T2T BUMPyCa TI'PUIINa, KOTOPHEM MOXET
OBITE CcBA3aH ¢ C-KOHIIOM KOHCEHCYCHOTO TIeMalTJIOTMHMHA. B HEeKOTOPHX
BapuaHTax OCYIMEeCTBJIeHMA KOHCEHCYCHHMW TIeMalTJIOTMHUMHOBHM aHTUTEeH
MOXeET OOIIOJIHUTEJILHO comepXaTh Ha cBoeM  N-KOHIIe JIMIOEPHYIO
aAMMHOKMCJIOTHYID IIocJienoBaTeJIbHOCTL IgE mim IgG m Ha cBoeM C-KOHIE

HA-T31.
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[000164] KOHCEeHCYCHEIM T'eMarITJIOTMHMHOBEM AaHTUI'€HOM  MOXET
OBITE KOHCEHCYCHHEMW I'eMarITJIOTHMHMHOBEM OeJIOK, KOTOPHM COCTOUT U3
KOHCEHCYCHHX aMMHOKMCJIOTHEIX I[IOCJIeIOBaATEJIbHOCTEN BHpPyCa TpPUIlIa
Wi "X OparMeHTOB UM BapuaHToB. KOHCEHCYCHEM I'eMalTJIIOTUHUHOBEM
AQHTUITEHOM  MOXeT OHITE KOHCeHCY CHEM TeMaTTJIOTUHUHOBEM  OeJIoK,
KOTOPHEM COIEPXUT OeJIKOBHE II0CJIeIOBATEJILHOCTM He BMPyca TpUIla U
[IOCJIeOOBaTEJIbHOCTY WM QparMeHTH OeJika BUpPpYCa TpUlllla  WIn UX
dparMeHTH ¥ BapMaHTH.

[000165] [IpUMepE  KOHCEHCYCHOTO HeJika H1 BKJIIOUAOT TE,
KOTOPHE MOTYT COCTOATH n3 KOHCEeHCYCHOM AaMUHOKMCJIO THOM
IOCIenoBaTEeJIbHOCTHU H1 W Te, KOTOPHE TakKxe comepxat
OOTIOJIHUTEJILHEIE BJIEMEeHTH, TaKre KakK JHMIOepHasd II0CJelOoBaTeJIbHOCTE
IgE mmm HA-T57, WM Kak JMIEepHY IIoCclemoBaTeslIbHOCTL IgE, Tak u
HA-T51.

[000166] [MpUMepH  KOHCEHCYCHEIX DHeJIKOB H2 BKJIIOUAOT TEe,
KOTOPHE MOTYT COCTOATE n3 KOHCeHCYCHOM IOCJIeOOBaTEJIbHOCTHU
aMMHOKMCJIOT H2 wmMiIM Tex, KOTOPHE OOMNOJIHUTEJIBHO COINepXaT JIUIEPHY
IIOCJIEDOBATEJIEHOCTE IgE, NI HA-T51, NI Kak JINOEPHYIO
nocjyienoBaTeJIbHOCTE IgE, Tak M HA-T5T.

[000167] IlpuMepH TIMOPMIOHBIX KOHCEHCYCHHX OejikoB Hl BRJIOUAKT
Te, KOTOPHE MOTYT COCTOATE nus KOHCEHCYCHOM  aMMHOKMUCJIOTHOM
nocyjenoBaTeJibHOCTM U2 WM Te, KOTOPHE HOOIOJIHUTEJIEHO COoIepXaT
JIMOEepHYK HocJenoBaTeJibHOCTE IgE, win HA-T»D, WIM KaK JHUIEPHYIO
nocyienopatTesibHOCTE IgE, Tak m HA-T5TD.

[000168] [MpuMepH TUOPUITHEIX KOHCEHCYCHEHX OeJIKOB
reMarJIOTMHMHA BUpyCca TI'pulnla B BrRJIOUaALT Te, KOTOPHE MOTYT
COCTOATL M3 KOHCEHCYCHOM aMMHOKMCJIOTHOM IIoCJlemDoBaTeJIbHOCTM BHA
WM OHM MOTYT COLepXaThb JIMOEPHYID [IocJiemoBaTeJibHOCTE IgE wmiam HA-
T30, WM KaK JIMOEPHYI IIoCJienoBaTelJIbHOCTE IgE, Tak m HA-T3T.

[000169] KoHCceHCYCHEBI reMaIl TJIOTHUHMHOBEIM DeJiok MOXeT
KOOMPOBATLCSA KOHCEHCYCHOM HYKJIEMHOBOM KMCJOTOM TIeMaTTJIOTUMHMHAE,
€e BapMaHTOM WM e€e QparMeHTOM. B oTaMuMe OT KOHCEHCYCHOTO
TeMarTJIOTUHUHOBOTO DeJika, KOTOPHIM MOXeT OHITH KOHCEeHCYCHOM
IOCJIeIOBRaATEJIbLHOCTRI, ABJIAKIENC A NIPOMU3BOIHEM oT MHOXEeCTBA
Pa3JIMUHEIX IIOCJIeIOBATEeJILHOCTENM TIeMalTJUITMHMHA M3 pPas3HBX MTaMMOB U

BapmMaHTOB, YKasSaHHa#Ad KOHCEHCYCHa#A HYyKJIEMHOBAA KMCJIOTa
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I'eMal'IJInTMHVIHa OTHOCHUTCHA K InocJyiegfoBaTeJIEHOCTU HYKHGMHOBOﬁ
KMCJIOTE, KOTOPaAd KOoIMpyeT KOHCEHCYCHYI IIOCJIeOOBaTeJIBHOCTDb DeJika,
M UMCIIOJIBE3YyEeEMBIE KOIOIMpyKIMe IIOCJIeOOBaTeJIEHOCTM MOI'YT OTJIMYATBECA OT
TEX, KOTOPEIE MCIIOJIESYRTCA IOJIA KOOIMPOBaHMA OlIlipeneJIEeHHEX
AMMHOKMCIIO THEIX [IOCJIENORATEJILHOCTEN BO MHOXeCTBE PasJIMYHEIX
nocJjienoBaTeJIbHOCTEN reMariJiwTMHMHa, nus KOTOPEX IIO0JIy4YeHa
KOHCEeHCYCHad IIO0CJIeDOBaAaTeJIBHOCTD OeJika I'eMal'IJVIOTMHVHGA.
KoHCeHCYCHad IIOCJIefOoBaTeJIbHOCTD HyKﬂeMHOBOﬁ KMCJIOTEI MOXeT IVMeTb
OIITUMMIMPOBaHHEIE KOIOHEI n/nnm onTuMmusmMpoBaHHylw PHK. KoHceHcyCHag
IIOCJIENOBATEJIEHOCTD HyKﬂeMHOBOﬁ KHMCJIOTEL reMarlrIlJInTVMHMHA MOXeT
comepXxaThk IIOoCJienoBaTeJIbHOCTE Kozak B 5'—HeTpaHCﬂMpyeMOﬁ obJjlacTH.
KoHceHCyYyCHa4d IIOCJIeIOBAaTEJIEHOCTE HyKﬂeMHOBOﬁ KVICJIOTEL
Ir'eMarlrIlJInTMHVHa MOXeT COoIoepXaTb II0CJIenOoBaTEeJIEHOCTHU HYKJIIEMHOBEIX

KMCJIOT, KOTOPHE KOIOUPYIT JIMUIOIEPHYI I[I0CJIefOBaTeJIbHOCTL. Kommpynlad

[IOCJIeIOBaTEJIbHOCTE N-KOHIIeBOI JIMIOEePHON [IOCJIeIOBaTEJILHOCTH
HaxOONTCHI B 5 ' [TOJIOXEHUN OTHOCUTEJILHO KOOUpYIen
[IOCJIeIOBaTEJIbHOCTU TeMaTTUITUHYHA . N-TepMMHAJIbHA I IunepHas
[IOCJIeIOBATEJIbHOCTE  MOXeT  OOJeruuTh  Ccekpeluuo. N-TepMMHAJILHOMU
JIMIOEePHOM [I0CJIeNOBATEJILHOCTHIO MOXeT OLITH JunepHas

[IOCJIeDOBaTEJIbLHOCTE IgE wmiam JmMOepHad [IOCJeDOoBaTeJIbHOCTb IgG.
[IocJIefOBATEJBHOCTE HYKJIIEMHOBOM KMCJIOTH KOHCEHCyCa TeMalTJIoTHMHMHA
MOXeT CcomepXaThb I[IOCJIemOBaTeJIbHOCTM HYKIJIIEMHOBHX KMCJIOT, KOTOPHE
KOOUPYIOT MMMYyHOTEHHEM T3T'. VMMYyHOTEHHHM T3 MOXEeT HaXOIUTLCS Ha
C—-KOHIle VYKa3aHHOTO ©0eJlka, a IIOoCJelOoBaTeJIbHOCTEL, KoIupyKiasda ee,
pacIoJIOXeHa B 3" -IOJIOXEe HUM OTHOCHUTEJIEHO KoOupyomen
nocjienoBaTeJIbHOCTM HA. VIMMYHOTEHHEDNM T2TD ofeclIeuMBaeT VHUKAJILHBI
DIUTOIN, OJ9 KOTOPOTO UMMEKRTCH JIETKO OOCTYIIHEE aHTUTeJa, TakK UTo
TaKMe aHTUTeJla MOXHO MCIOJIB30BaTh B aHajJlM3ax OIS OOHapyXeHUda U
IIOOTBEPXISHUSI DKCIpeccuMr 0OeJika. YKa3aHHBY MMMYyHOTEHHBM T2I MOXeT
OBITE HA-T3TOM Ha C-KOHIE YKazaHHOI'O BfeJlka.
(e) AuTuUIeH BHUpPpycCa MMMyHOIedMuLMTa uejioBeka (BUU)

[000170] VYkaszsaHHBM aHTUI'eH MOXeT OHTbL BUU-aHTUI'€HOM WJIM €TI0

@paPMeHTOM nJin eTro BapMaHTOM. BUYU—-aHTUIT €HE MOTYT BKJIKYATb
MOﬂM@MHMpOBaHHHe KOHCEeHCYCHEIE IIoCJIenoBaTeJIbHOCTHU IJIA
VIMMYHOT' €HOB . I'eHeTUUeCKUE MOﬂM@MKaHMM, BKJIOUa A OIITVMMNM 3 allO

KONOHOB, onTuMmmsalmio PHK m pofaBJeHMe BHCOKOSOOEKTHMBHOM JIMIEPHOM
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[IOCJIEOOBATEJIbHOCTM MMMYHOIJIOOMHA IOJIA IIOBHIIEHMS MMMYyHOT'€HHOCTU
KOHCTPYKLUMUM, MOTYT OHTHL BKJIOUEHH B MOOIUOUIIMPOBAHHHE KOHCEHCYCHHe
[IOCJIeOOBRATEJIbHOCTU . HOBBIE MMMYyHOT'€HH MOTYT OBTE CIPOEKTUPOBaHH
TakMM of0OpasoM, UYTOOH BHS3HBATL 0O0Jiee CUMJIbHEE M 0OoJiee MUPOKUE
KJIETOUHEE MMMYyHHBE OTBETH, UYeM COOTBETCTBYyKIIME MMMYHOTEHE C
ONITUMM3VPOBAHHEIMM KOIOHAMM.

[000171] B HeKOTOPHX BapMaHTax OCylMecTBJeHusa BUU-aHTUTEH
MOXeT TIPeOCTaBJIATL Cco0O0M KOHCTPYKIMIO IIocjlefoBaTesibHOCTM THK
KOHCeHCcyca OOOJIOUKM IOoOTHuIIla A, JMIEPHYKD I[I0CJeIoBaTeJIbHOCTL I1gE,
CBASAHHYID C KOHCEHCYCHOM IIOoCJeldoBaTelIbHOCTbI IJia Oejika 0O00JIOUKU
moaTuria A, WIM IIOCJeOOBaTeJIbHOCTBI KOHCEHCYCHOTO O0eJika O0OO0JIOUKU
rnonTuria A.

[000172] B pmpyruMx BapMaHTax OCYHNeCcTBJeHMSA BUU-aHTHUIeH MOXET
IpenCcTaBJIATE CcOoBOM KOHCTPYKIMIO IHocjeloBaTeJibHOCTM IOHK KOHCeHCyca
0BOJIOUKM IOoAaTUIIa B, JIMIEpHYK I[IOCJelOoBaTeJIbHOCTE IgE, CBA3aHHYK C
KOHCEeHCYCHOM IOCJIemoBaTeJILHOCTREI mOJa Oejika o00JIOUukM I[DoITuUIla B,
WV TIOCJIeIOBATEJIbHOCTEI KOHCEHCYCHOTO 0OeJika ODOOJIOUKM TIOATHIIa B.

[000173] B mpyrux BapMaHTax OCYHecCTBJeHVSA BUU-aHTUIEH MOXET
OpenCcTaBJIATE CcOOOM KOHCTPYKIMIO IHocjeloBaTeJibHOCTM IOHK KOHCeHCyca
oBoJsioukyu nonTurnia C, JUIEPHYK I[IOCJelOoBaTeJIbHOCTE IgE, CBA3aHHY C
KOHCEHCYCHOM IIOCJIeIOBaTeJIbHOCThID mnJis Oejika oboJiouku nomTuna C,
WM TIOCJIeNOBaTeJIbHOCTLIO KOHCEHCYCHOT O Oejyika ofoJiouku nomturia C.

[000174] B mpyrux BapMaHTax OCYHNecTBJeHMS BUU-aHTHUIeH MOXEeT
IpencTaBJIATh CcOoBOM KOHCTPYKIMIO IIocjienoBaTeJibHOCTM IHK KOHCeHCYycCca
0B0JIOUKM MOoAOTMUIIa D, JIUIEPHYK I[I0OCJeloBaTeJIbHOCTE IgE, CBA3aHHYK C
KOHCEeHCYCHOM IOCJeIOoBaTeJIbHOCTEI mOJa Oejika o00JIOUukM [nonTura D,
WM TIOCJIeIOBAaTEJIbHOCTBI KOHCEeHCYCHOTO OeJjyika OOOJIOUKM MonmTuia D.

[000175] B HeKOTOPHX BapMaHTax OCYMecTBJIeHMsa BUU-aHTUTEeH
MOXeT TIIPeOCTaBJATL Cco0O0M KOHCTPYKIMIO IIocjeloBaTellbHOCTM  ITHK
KOHCeHcyca 0BOJIOUKMA oo TUIIa B Nef-Rev, JINOEPHYIO
[IOCJIENOBATEJILHOCTE IgE, CBA3aHHY C KOHCEeHCYCHOM
[IOCJIeOOBRATEJIbHOCTRI mOJiad Oejka 000JIOuKM mnootuila B Nef-Rev, wimu
[IOCJIENOBATEJIbHOCTRI KOHCEHCYCHOTO OeJjika o000JIoukM rnoaTura B Nef-
Rev.

[000176] B mpyruMx BapMaHTax OCYHecCcTBJIeHMA BUU-aHTUIeH MOXET

pencraBJIaTb coboun KOHCTPYKILMIO rIocJjienoBaTEeJIbHOCTHU OHK
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KOHCEHCYCHOMI IOHK Gag IIOOTUIIOB A, B, C u D, JINOEPHYIO
IIOCJIEDOBATEJILHOCTE IgE, CBA3aHHYD C KOHCEeHCYCHOM’
[IOCJIeDOBaTEJIbHOCTEI OJIA KOHCEHCYCHOTO 0OeJyika Gag nomTturos A, B, C
n D, MM [HOCJIeODOBATEJIbLHOCTBI KOHCEHCYCHOTO OeJsika Gag NOOTUIIOB A,
B, C u D.

[000177] B mpyIux BapMaHTax OCYMeCTBJIEHMSA BUU-aHTMIE€H MOXeT
npencTaBpsaTh cobom [IOCJIenoBaTeJIbHOCTE IOHK MPol W
IOCJIeIOBATEJILHOCTE OeJika MPol. VYKa3aHHHM BUU-aHTUTeH MOXeT OHTH
[IOCJIeOOBaTEeJIbHOCTBIO HYKJIEMHOBOM KM CJIO TH VI aMUHOKMCJIO THOM
nmocjiemoBaTeJibHOCTRI Env A, Env B, Env C, Env D, B Nef-Rev, Gag
UM JI0OOM MX KOMOMHAILIUM .

(f) AuTureH BHUpPyCa JIMMOQOLIMTAPHOI'O XOPMOMeHMHIUTa (LCMV)

[000178] VkaszaHHHBM aHTUTEeH MOXeT IIpelCTaBJATE cobom LCMV-
AHTUTEeH MM eTo OQparMeHT WIM eT0 BapMaHT. YKasaHHHM LCMV-aHTUTeH
MOXeT COOepXaTh KOHCEHCYCHHE IIOCJIelOBaTeJIbHOCTY U/WIK OOHY WJIINU
HEeCKOJIbKO MOOMOMKALUNM OJIA VJIYUIeHMS BKCIpeccun. I'eHeTHUeCKUue
MOOMOUMKALIMM, BKJOUAA ONTMMM3aLMKL KOOOHOB, onTuMM3aluio PHK u
nobarBJjieHUE BHICOKO2ObeKTMBHOM JIMIOepHOM [IOCJIeIOBaATEJIbLHOCTHU
VMMYyHOTJIOOYJIMHA IJIA IIOBHIMEHMSA MMMYyHOT'€HHOCTM KOHCTPYKLMM, MOTYT
OBITE BKJIOUEHH B MOIMOUIMPOBAHHEE IIOCJEIOBATEJIBHOCTM. YKa3aHHHEM
LCMV-aHTUTEeH MOXeT comepXxaTb CUTHAJILHEM — [IelITum, Tako¥ Kak
CUTHAJILHBM MelTHul WMMYyHOTJIOOYJIMHA (HalpuMep, CUTHAJLHHY IelTUn
Ige wmmmu IgG), ¥ B HEeKOTOPHX BapMaHTax OCYIECTRJIIEHUS MOXeET
comepxaTb HA-T5I. VYKas3aHHBHE UMMYHOTEHH MOT'YT OBTHL VYJIYUIEHH,
UyTOOH BEI3BaATE O0JIee CUJIBHEE U 00Jiee MUPOKME KIIETOUHHE WMMYHHEE
OTBETH, UYeM COOTBETCTBYWINVM KOINOH OMINTHMMU3UPOBAHHOTO MMMYHOTEH.

[000179] VYkamaHHHM LCMV-aHTMIeH MOXeT OHTL aHTUIEeHOM U3
LCMV Armstrong. VYkasz3aHHEM LCMV-aHTUITeH MOXeT OHTL aHTUIeHOM U3
LCMV xJioHa 13. VYkaszsadHHpem LCMV-aHTHUIeH MOXeT IIpelCTaBJIATL cobon
HykJleonpoTeuH (NP) w3 LCMV, rmumkonporemH (GP, Hanpumep GP-1, GP-
2 m GP-C) wm3 LCMV, ©Oejyiok L wm3 LCMV, nojsmnentmn 7Z wu3 LCMV, ux
pparMeHT, MX BaApMAaHT, WIM MX KOMOMHALIMD.

(2) AHTHIEHF HapaBuTOB

[000180] VYKaszsaHHEM aHTHUIeH MOXeT OHTbL aHTUIeHOM IIapa3uTa
MM ero dparMeHTOM WMJIM BapuaHTOM. Ilapa3uMT MOXeT OHTbL IIPOCTEeWINnM,

I'eJIEMMHTOM WJIM 3SKTOIIapa3mMTOM. T'eJbMMHT (T. e. T{epBb) MOXeT OBTH
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IJIOCKMM dYepBeM (HaopuMmep, COCaJlbIMKOM M JIEHTOUHEIM UYepBeM),
CKkpebHEM WMJIM acKapuIOM (HaopyMep, OCTPpHuleN) . OSKToNapa3uMTOM MOTYT
OBITE BIM, OJIOXM UM PasHHE BUIH KJIEMeM.

[000181] Vka3aHHBM Iapa3MTOM MOXeT OBTE JOOOM IHapas3uT,
BHIBHBAKMNWY cCJenyiomre 3adoJieBaHMsa: aKaHTaMeOHBM kKepaTuT, amebuas,
ackapunos, 6abesuos, OajaHTHRo3, Oalamucackapuos, ©OoJesHb llaraca,
KJIOHOPXMUO3, KOXJIMOMU S, KPUIITOCIIOPUONO S, ouomiioboTpras,
OpakKyHKyJIes3, SXMHOKOKKO?3, sJyedaHTHAR, DHTepobuos, dbacumoses,
bacumoJgoncumos, oOomJapmuo3, JAMOJIMO3, THaTOCTOMMO3, IMMEHOJIEIMOS3,
M30CIIOpPO3, JIMXOopanKy KaTaamer, JIeMmMaHmo 3, BoJIe3Hb Jlavima,
MaJIgpuKLn, MeTaTl'oOHMMMa3, MMas, OHXOILepKOo3, IMIeIuKyJe3, UYecoTKa,
MMCTOCOMO3, COHHasd ©00JIe3Hb, CTPOHIMIOMIOOS3, TaHMO3, TOKCOKapuos,
TOKCOILJIasMO3, TPUXMHO3 M TPUXYPa3.

[000182] YKa3aHHEM napasmuToM MOXeT OBITH akaHTamMeba,
aHuzakmc (Anisakis), Ascaris lumbricoides, oBom, Balantidium
coli, [IOCTeJIbHEM KJIOII, lecrona (JIeHTOUHEIM UepBL) , KJIemn
(Chigger), Cochliomyia hominivorax, Entamoeba histolytica,
Fasciola hepatica, Giardia Jlamblia, aHKWUJIOCTOMEI, JIeMIIMaHWUM,
Linguatula serrata, TIieueHoOuHas IBYyCTKa, Loa loa, MnNapalOHUM -
JleTouHas IBYYCTKa, ocTpula, Plasmodium falciparum, MMCTOCOMA,
Strongyloides  stercoralis, KJIeMmM (Mite), JIEHTOUHEIM  UEepBb,
Toxoplasma gondii, TPUIIaHOCOMA, BJIaCOTJIaB (whipworm) VI
Wuchereria bancrofti.

(a) ManspuiHELI aHTUI'eH

[000183] VYkazaHHBEIM AaHTUIEHOM MOXeT OHTb aHTUITEeH MaJIgpun
(T.e. aHTMI'eH PF wmwim wmMMmyHOTeH PF) wmim ero oparMeHT WM €TI0
BapMaHT. YKa3aHHHM aHTHUIeH MOXeT OHTL M3 IIapa3uTa, BH3HBAKIEIO
MaJgapurio. Ilapa3uMToM, BHBHBAKMMM MaJjAapuo, MOXeT ObTb Plasmodium
falciparum. YKaszaHHBN AHTUTEH Plasmodium falciparum  MOXeT
BKJIOUATL LUMPKYMCIIOPO3OUTHHM (CS—-circumsporozoite) aHTuUIeH.

[000184] B HEeKOTOPHX BapMaHTax OCYMeCTBJIeHMS YyKas3aHHBMN
AHTUTEeH MaJIgapuMY MOXeT IMOIpelCcTaBJIATL coBoM MOJIEeKYJIH HYKJIeMHOBOM
KMCJIOTH, TakMe Kak ILJIa3MMIOH, KOTOpPHEe KOIMPYIT OIOMH WMIM HEeCKOJIBKO
MMMYyHOT'€HOB  P. falciparum CS, LSA1, TRAP, CelTOS wm Amal.
YKazaHHEEe MWMMYHOTEeHH MOTYT IM[IPedCTaBJIATL Co0O0OM IIOJIHOPA3MEPHEMA

mJim  VIMMYHOT'€HHEBIMI C_bpaI‘MeHTaMM IIOJIHOPa3sMePHEX OeJIKOB. VYKas3aHHHE
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VIMMYHOT'€HEI comepxarT KOHCEeHCYCHEIE [IOCJIEIOBATEJIBHOCTHU n/nnm
MOIMOUKALMY IOJIS YJIYUIeHUS BKCIPEeCCHUM.

[000185] B mpyrux BapMaHTaxX OCYWEeCTBJIEHMSA aHTUTeH MaJlapun
MOXeT OHTb KOHCEHCYCHOM IIOCJIeloBaTeJIbHOCTEI TRAP, KOTOPHM Takxe
Has3eEBaeTCH SSP2, CIIPOEKTUPOBAHHOM nus3 KOMIIMJI AL BCeX
[IOJIHOPa3MEePHEBIX mocJienoBaTeJIbHOCTEN TRAP/SSP2 Plasmodium
falciparum ©6a3bB @HaHHHX GenBank (Bcero 28 1nocjenoBaTeJIbHOCTEN) .
KoHceHcycHBHe TRAP-uMMMyHOTeHH (T. e., ConTRAP-MMMyHOTEeH) MOTYT
comepxaThb CUTHAJILHEM  IIeITum, Taxkom Kak CUTHAJILHBY  [IelITUm
VMMYyHOTJIOOYJIMHA, TaKoM KaK CUTHaJbHBM Oentun IgE mam IgG, u B
HEKOTOPEX BapMaHTax OCYIECTBJIEHMA MOTYT colepXaTb HA-T3T.

[000186] B mpyrux BapMaHTax OCYWEeCTBJIeHMS aHTUIeH MaJlapun
MOXxeT ObTb CelTOS, KOTOPHM Takxe Has3wHBaeTcsa Ag2 U IIPeOCTaBJISgET
cobour BLHICOKOKOHCEPBAaTUBHLM aHTUT EeH IInasmonmii. KoHceHCyCHEHE
CelTOS-aHTHUIeHH (T.e. ConCelTOS-UMMYHOTEH) MOTYT comepxaThb
CUTHaJBbHHM I[IelNTUO, TaKoW KaK CUTIHaJbHBM IIelTHUO VMMyHOTIJIOOYJIMHA,
TaKOM KaK CUTHaJIbHEM Hentuld IgE mim IgG, M B HEeKOTOPHX BapMaHTax
OCYIWEeCTRJIEHUA MOT'YT colepXxaTb HA-T5T.

[000187] B mpyTrux BapMaHTax OCYMEeCTBJEeHMS yKal3aHHHM aHTUIeH
MaJISpUM MOXEeT MNpedcTaBJIATE cobor Amal, KOTOPHM [IPEeOCTaBJIAET
cobom BEICOKOKOHCEPBaTUBHHM AHTUTEeH [I1aszMoOmm (Plasmodium) .
YKaz3aHHBN AHTUT EeH MaJIapun TaKxe MOXeT OBITH KOHCEHCYCHOM
mocjemoBaTeJIbHOCTREI Amal (T.e. ConAmal-MMMYyHOT'€HOM), BKJIOUAlIEN
B  HEKOTOPHX CJydasdax CUTHaJbLHHM IIelITHul, TaKoM Kak CUIHAaJbLHBM
NenTul VMMyHOIJIOOVJIMHA, TakKoM Kak CUIHaJbHBM HOentun IgE uiam I1gG,
VM B HEKOTOPHX BapMaHTax OCYINEeCTBJIEHMS MOXeT coIepXaTb HA-T3T.

[000188] B HEeKOTOPHX BapMaHTax OCYMeCTBJIeHMI YKa3aHHBM
AHTUTEeH MaJlIapuM MOXeT OHTb KOHCEeHCYCHHM CS—-aHTUI'eHOM (T. e.
KOHCEHCYCHEM CS—-MMMYHOT'€HOM), BKJOUAKIMM B HEKOTOPHEX CJly4daax
CUTHaJBLHHM I[IelTUO, TaKoM KaK CUIHaJIbLHBM IIelTHUI VMMyHOIJIOOYJIMHA,
TaKOM KaK CUTHaJbHEM HOentul IgE miam IgG, M B HEeKOTOPHX BapMaHTax
OCYIIeCTRJIEHUA MOXeT colepxaTb HA-T5T.

[000189] B mpyrux BapMaHTaxX OCYWEeCTBJIeHMS aHTUIeH MaJlapun
MOXeT TIpPenNCTaBJIATE Cco0OM CJUTHM OeJIokK, CcomepXally KOMOMHALINWI
OByX wWiIu ©OoJjiee u3 0OejkoB PF, OpelcTaBJIEHHHX B ITaHHOM IOKYMEHTE.

Hanpumep, CcauTHe OeJIKM MOTYT COIepXaTb IBa wWiIu 0Oojlee U3
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KOHCEeHCYCHOT'O UMMMYHOI'€Ha Cs, MMMYyHOT'€eHa ConLSAl, VMMMYHOT eHa
ConTRAP, wuMMyHOoTeHa ConCelTOS M mMMMyHOTeHa ConAmal, coeIMHEHHHX
HEIoOCPpenCTBEHHO paooMm opyr C OpyTOM WJIN COeIOVHEHHEIX C
[IPUCYTCTBMEM paslesinuTesid (spacer) MM OIHOM WMJIM HeCKOJIbKUX
AMMHOKMCJIOT MeXnoy HyMM. B HEeKOTOPHX BapMaHTax OCYIeCTBJIeHUdI
CIUTHY OeJIOK COIepXuUT IBa MMMyHOTeHa PF; B HEKOTOPHX BapMaHTax
OCYMEeCTRBJIEHUS CJUTHM 0OeJIOK COIHepPXMT TPpM MMMYHOTeHa  PF; B
HEeKOTOPHX BapMaHTax OCYIECTBJIEHUS CJIUTHY ©OeJIOK COIOEPXUT UYeTHpe
MMMyHOTeHa PF; ¥ B HEKOTOPHX BapMaHTaxX OCYIEeCTBJIEHUS CJIMUTHM
OeJIOK COOEepXUT TIIATh MMMYHOT'€HOB PF. CJIMTHE OeJIKM C IOBYMS
KOHCEHCYCHEIMU MMMYyHOTeHamu PF wmoryT comepxaTk: CS m LSAl; CS wm
TRAP; CS m CelTOS; CS m Amal; LSAl m TRAP; LSAl m CelTOS; LSAl u
Amal; TRAP m CelT0OS; TRAP m Amal; wmimm CelTOS m Amal. CIuTEe
OeJIKM C TpeMs KOHCEeHCYCHHMM MMMyHOTeHamu PF MoTyT comepxaTb: CS,
LSA1 m TRAP; CS, LSAl m CelTOS; CS, LSAl m Amal; LSAl, TRAP wm
CelTOS; LSAl, TRAP m Amal; mam TRAP, CelTOS m Amal. CauMTHe OeJIKU
C UeTHpPbBMA KOHCEHCYCHEMM WMMYyHOTeHamMu PFE MoTyT comepxaThk: CS,
LSAl, TRAP m CelTOS; CS, LSAl, TRAP m Amal; CS, LSAl, CelTOS wm
Amal; CS, TRAP, CelTOS m Amal; wmium LSAl, TRAP, CelTOS m Amal.
CiuTeEe OeJIKM C [OATb KOHCEHCYCHEMM MMMyHOTeHaMu PEF  MOTyT
comepxaTb CS miam CS-alt, LSAl, TRAP, CelTOS m Amal.

[000190] B HEeKOTOpPHX BapMaHTax OCYILEeCTBJIEHUI YKa3aHHHE
cIuTHe OeJIKM CcOoIepXaT CUTHAJBHEM [IelTUO, IPUCOeIMHEeHHBM K N-
KOHIlY. B HEeKOTOPHX BapMaHTax OCYmeCTBJIEHMS YKa3aHHEE CJIUTHE
OeJIKM comepXaT MHOXeCTBEHHHE CUTHAJIbHEE IIelITUIOE, CBSI3aHHHEe C N-
KOHIIOM KaXxmooro KOHCEHCYCHOTO MMMYyHOT eHa PF. B HEeKOTOPEHIX
BapMaHTax OCYIEeCTBJIEHUSA pPa3OeJIUTeJlb MOXeT OBTH BKJIIOUEH MeXIOy
VMMYyHOT' eHaMu PF CJIMTOTO DeJika. B HEKOTOPHIX BapMaHTax
OCYIIECTBJIEHU A yKa3aHHBEMN pasoennuTelib MeXxny  MMMyHOT'eHaMM PF
CIIUTOTO OeJika MOXeT OBThH YUaCTKOM IIPOTEOJIUTUUECKOTO pacCllellJIeHUA.
B HeKOTOPHX BapMaHTax OCYmeCTBJIeHUSI pa3meljIuTellb MOXeT  OHThb
Yy4acTKOM OIPOTEOJIUTUUECKOT O pacllernjeHmsa, paclro3HaBaeMbM
IpoTeason, IPpUCYTCTBYKMEe B KJIeTKax, KOTOPHM IpennojiaraeTcd
BBOIMTL BaAKLUMHY M/UJIM KOTOPHE MIPeOlIoJIOXUTEJBEHO IIOTJIOTAT BaKLMHY .
B HeKOTOpPHX BapMaHTax OCYmeCTBJIeHUS pa3meljiMTellb MOXeT  OBThH

BKJIOUEH MeXOy MMMyHOT'eHaMu PF ciamToro OeJka, IIpm S5TOM yKaBaHHblfI
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pa3neanTelib IpencTaByisgeT cobom y4acToK IPOTEOJUTUUECKOTO
paclerjieHrsa, pPacllO3HaBaeMHM IIpoTeas30y, OPUCYTCTBYKIEN B KJIeTKax,
KOTOPEM npenrnojiaraeTcsd BBOIUTL BaKLVHY u/nnn KOTOpPEHE
OPEennoJIOKUTENIFHO IIOTJIOTAT BaKUMHY, WM YKa3aHHHM CJIUTEM OeJIoK
COOEPXUT MHOXECTBEHHHEE CHUIHaJIbHBE IIeNTUOE, CBSA3aHHHE C N-KOHIIOM
KaXIoI'0 KOHCEeHCYCHOT'O MMMyHOTeHa PF, TakuM o6pas3oM, UYTO IIpU
paclmerJieHM YKaSaHHBIM CUTHAJLHEM I[IelITHUI KaXIoI'o KOHCEHCYCHOTO
MMMYyHOT' €Ha PF TPaHCJIOLUUPYET KOHCEeHCYCHEM MMMYHOT' €H PF BO
BHEKJIETOUHOE IIPOCTPAaHCTRO.

(3) BakxTepmuajbHEE AaHTHI'E©HEI

[000191] Yxa3aHHHN AHTUIeH MOXeT OBITH DaKTepHrallbHEM
AHTUTEeHOM WMJIM eTo (QpparMeHTOM WJIM BapMaHTOM.BakTepusa MOXeT OHTb
n3 Jioforo M3 cJenyiommx THUIIOB: Acidobacteria, Actinobacteria,
Aquificae, Bacteroidetes, Caldiserica, Chlamydiae, Chlorobi,
Chloroflexi, Chrysiogenetes, Cyanobacteria, Deferribacteres,
Deinococcus-Thermus, Dictyoglomi, FElusimicrobia, Fibrobacteres,
Firmicutes, Fusobacteria, Gemmatimonadetes, Lentisphaerae,
Nitrospira, Planctomycetes, Proteobacteria, Spirochaetes,
Synergistetes, Tenericutes, Thermodesulfobacteria, Thermotogae u
Verrucomicrobia.

[000192] VkamaHHas OaKTepusa MOXeT OHTH I'PaMIIOJIOXUTEJILHOM!
BakTepuell WIM TpaMOTpUIATeNbHOM OaKTepuel. VYrKaszsaHHasa OaKTepus
MOXET IIpelcTaBJIATH cobom anpobHyl BaKTepMio MM aHaspPOoOHVIO
BakTepuio. YKa3aHHas O0aKTepus MOXeT OHTb aBTOTPOOHOM OakTepuel
UM TeTepoTpodHOM OakTepuel. VYKa3aHHas OakTepusa MOXeT OHTb
Me300MIIOM, HeUTpoOuJIoM, DKCTPeMOOMIIOM, aluuIodmjIioM, aJIKkaJInudUiIoM,
TEPMOOUIIOM, TICUXPOOUIIOM, TaJIOPUIIOM MM OCMOOUIIOM.

[000193] VkaszaHHasa ©OakTepusd MOXeT OHTL OakTepuel CUOUPCKOM
I3BH, BakTepuel, YCTOMUMBOM K aHTUOMOTHKAM, BakTepuei,
BHI3HIBAKImEN 3aboJjieBaHMe, ODaKTepMelM BHIHBAKIEM OMIeBOe OTpaBJeHue,
VMHOEeKIIMOHHOM BakTepuei, BakTepuen caJIbMOHEeJIJION, BakTepuen
CTadMIOKOKKOM, OaKTeprel CTPENTOKOKKOM WM OaKTepuel CTOoJIOHAKA.
YkazaHHasa OakTepusa MOXeT OHTE MMkoODakTepmuen, Clostridium tetani,
Yersinia pestis, Bacillus anthracis, Me THUIUIIJIVMH-Y CTOMUMBEM
Staphylococcus aureus (MRSA) WM Clostridium difficile.

YxkazaHHasa OaKTepusa MoxeT OvTh Mycobacterium tuberculosis.
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(a) AuTureHm Mycobacterium tuberculosis

[000194] YKa3aHHBEM AHTUT €HOM MOXeT OHITH AQHTUT EeH
Mycobacterium tuberculosis (T. e. aHTUTred TB wiu uMMyHOTeH TB)
WM ero ¢parMeHT WMJIM eI'0 BapMaHT. VYKas3aHHBM aHTUTeH TB MOXeT
OHTE M3 ceMercTBa TB aHTMTeHOB Ag85, HanpuMmep Ag85A m Ag85B.
YKazaHHEM aHTuTeH TB MoxeT OHTL M3 ceMeMcTBa TB aHTUTeHOB EsSx,
Hanpumep EsxA, EsxB, EsxC, EsxD, EsxE, EsxF, EsxH, EsxO, EsxQ,
EsxR, EsxS, EsxT, EsxU, EsxV u EsxW.

[000195] B HeKOTOpPHX EBapuaHTax OCYIeCTBJIeHMsa aHTureH TB
MOXeT TMpPeNCcTaBJIATE COOOM MOJIEKYJIEl HYKJIEMHOBOWM KMCJIOTEH, TakMe Kak
IIJIa3MUIH, KOTOPHE KOOMPYIRT OOMH WMJIM HEeCKOJIBKO MMMyHOT'€HOB
Mycobacterium tuberculosis mu3 cemelicTBa Ag85 m cemelicTBa Esx.
YKazaHHEE MVMMYyHOTEHH MOTYT MNpPeICTaBJIATE COoO00M IIOJIHOpa3MepHEHE
Beqxu NI VMMYHOT €HHEE bparMeHTH IOJIHOPa3MEPHEIX DeJIKORB.
YKazaHHEE VIMMYHOQT'€HEI MOTYT comepXaThb KOHCEeHCYCHHEe
MOCJIeNOBATENILHOCTY W/MIM MOIMOUKALMM [OJIS YIYUIEeHUI DSKCIPEeCCUM.
KoHCeHCYCHEE MMMYyHOTEHH MOTYT COIOEpXaThb CHUTHAJBHEM [IeNTUI, TaKou
KakK CHUTHAJIBHHEY [OeldTul WMMyHOIJIOOyJIMHa, TakKoM KaK CHUITHaJIbHEM
nentun IgE miam IgG, M B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHMI MOTYT
comepxaTb HA-T5T.

(4) I'pnb6xoBEIe aHTHI'€HEI

[000196] VYkasaHHEM aHTUIeH MOXeT OHT:E I'PUOKOBEHM aHTUIEHOM
WK ero bparMeHTOM WM  BapMUaHTOM. YKaszaHHBN Tpud  MOXeT
IpencTaBJATs coboM Buan Aspergillus, Blastomyces dermatitidis,
npoxxy  Candida (HampumMmep, Candida albicans), Coccidioides,
Cryptococcus neoformans, Cryptococcus gattii, mnepMmMaTodmT, BHUIE
Fusarium, Histoplasma capsulatum, Mucoromycotina, Pneumocystis
jirovecii, Sporothrix schenckii, Exserohilum mam Cladosporium.

b) Beegnenue

[000197] YKa3aHHHE XOHIPpOUTHMHAZa WU areHT MOTyYT OHITE
IPUTOTOBJIEHE B COOTBETCTBUM CO CTAaHOAPTHEMM MeTOIOMKaMM, XOPOIO
M3BEeCTHEMA crneunaJgucTaM B objacTu  dapMaleBTUKU. YKazaHHHE
XOHIOPOUTHHAZA UM aTleHT MOTYT COHOepXaThbCa B TexX Xe WM OTHeJILHEX
KOMIIO3BUILMAX . YKa3aHHEEe I'MaJlypOHMIOA3y M aTl'eHT MOXHO [IPUIOTOBUTE B
COOTBETCTBMM CO CTaHIAPTHEIMM MeTOOMKAMMA, XOpOWO  M3BEeCTHHEMU

creumajJucTaM B o0JjlacTH (_bapMaLLeBTMKT/I. YKaszaHHEEe TI'MaJjlypoHMIasa u
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areHT MOTYT OBTBE BKJIOUEHH B Te Xe& WIM OTHOeJIbHEE KOMIIO3UIIWMN .
TakMe KOMIIO3MLMM MOXHO BBOIMTHL B JOO03ax WM crnocobaMy, XOPOIO
M3BECTHEIMU ClleluaJiMcTaM B o00JlacTy MeOMLMHE, IIPMHMMAasd BO BHMMaHME
TakMe GakKTOpPH, KakK BO3pacT, IIOJI, BeC U COCTOSHME KOHKPETHOTO
cyOBeKTa, a TakKXe IIYThb BBeOeHUA.

[000198] VYxas3zaHHEE XOHIOPOMTMHAZY M al'eHT MOXHO BBOIUTH
IpodMIaKTUUYECKU VI TepaleBTUUEeCKN. ITpu IpodMiIakKTUUIECKOM
BBEeIOEeHUM YyKasaHHHEEe XOHIPOMTMHA3y W aleHT MOXHO BBOIMUTE B
KOJIMYeCTBE, OOCTATOUYHOM  OJIS  MHIOIYKIMM  MMMYHHOTO oTBETA. B
TepaleBTUUYECKMX IIPMMEHEeHMAX YKa3aHHBEe XOHIOIPOMTMHA3ly WM al'€HT
BBOOAT CYOBEKTY, HYyXIaKIeMyCd B 3TOM, B KOJMUECTBE, IOCTATOYHOM
OJis TOTO, uTOOH  BEI3BATb TepaleBTUUeCKUM sbdberT. YKa3aHHYIO
TMaJlypOHUIa3y n areHT MOXHO BBOIOUTH npoduIakTU4eCKU VI
TepalleBTUYECKM. [lpM TNIpOodMIIaKTUMUEeCKOM BBEOEeHUM I'MaJlypOHMIazy U
areHT MOXHO BBOIMTE B KOJMUECTBE, JOCTATOYHOM IJIS WMHIOYKIUU
VMMYHHOTO OTBeTa. B TepaleBTHUUYECKUX I[IPMMEHEeHUMAX TIHUallypOoHMIa3ly U
areHT BBOIOAT CYOBEKTY, HyXIawleMyCsd B 3TOM, B KOJIMUECTBE,
OIOCTAaTOUHOM mOJIS TOTro, UYToOB BHS3BAThL TepaleBTUUeCKUM 2>d0dexT.
KommuecTBO, HDOCTaATOYHOE MIJISA HOOCTMXEHMS DBTOro, oOO03HavaeTCcsa Kak
"mepaneBTHUUeCcku sdodexkTMBHas nposa'". KoauuecTrBa, 200eKTMBHBEE OJIA
5TOTO MCIOJbB30BaHMUA, OyOoyT 3aBUCEeTh, HalIpMUMep, OT KOHKPEeTHOTO
cocTaBa IIPUMEHAEeMOT'O peXuMa BakKUuHaluu, clocoba BBeleHUHA, CTalumn
u CTelleHrM  TSKeCTH 3aboJjieBaHMA, obmero COCTOSAHUSA 300POBL A
naluMeHTa M OlLleHKM Ha3HadalMero Bpada.

[000199] VkazaHHHEHE XOHIPOUTMHAZ3Y UM aleHT, WIM YyKa3aHHHE
TMaJlypOHMIOa3y ¥ al'eHT, HalpuMep, MOXHO BBOIMTHL clocofaMM, XOPOIIo
M3BECTHEIMM B OaHHOM ofJjlacTM, KakK onmcaHo B Donnelly et al. (Ann.
Rev. Immunol. 1997, 15, 617-648),; IlatenT CIIA N 5580859; IlaTeHT
CIA N 5703055; wm IlarenT CIIA N 5679647, comepXaHUe KOTOPHX
BKJIIOUEHO B IaHHOe OIMCaHMe I[IOCpeICTBOM CCHJIKM BO BCeM UX
[IOJIHOTe. YKas3aHHBM I[IOJMHYKJIEOTHI MOXeT OHTL OIPUIIMT K YaCTHIlaM
WY TpaHyJlaM, KOTOPEE MOXHO BBOIMTE WHIVWBUIYYMY, HaAIIpPUMEP, C
MCIIOJIL30BaHMEM I[IMCTOJIeTa JIA BaKuMHauui. ChoeuMaJMcT B OaHHOMU
oBJjlacTM HOOJDKEeH 3HaTb, YTO BHOOp OGapMaleBTUUECKU J[IPUEMIIEMOTO
HOCUTEJISA, BKJIOUASA OQOU3MOJOTUUECKM IIpUeMJIeMOe COeINUHEeHue, 3aBUCUT,

HalipriMep, oT criocoba BBeeHUHA BEeKTOpa OSKCIIpeCCHN.
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[000200] YKa3aHHEEe XOHOPOUTHHAZA " areHT MOT'YT OHTH
OOCTABRJIEHE pPa3JIMUYHBEIMM IIyTAMM. YKas3aHHBEEe I'MaJlypoHUIasa W al'eHT
MOTYT OHTEL OOCTAaBJIEHH pPa3JIMUHBEIMY OIYTAMU. TUIMUHHE IOIYyTM OOCTAaBKMU
BKJIOU AT rnapeHTepalJibHOEe BBeIeHUe, HalpuMep, BHYTPUKOXHOE,
BHYTPMMHEIIEUHOE, HOOCTAaBKY B XKMPOBYI TKaHb MM IIOOKOXHYI IOCTaBKY.
Opyrve OYyTM BRJOUAT IIepopallbHOe BBeleHMe, MVHTPaHa3aJIbHEM U
MHTpaBaTMHAJIBHEY IIYTM. B YacTHOCTM, OJA IIOJIMHYKJIeOTHIA YKa3aHHBE
XOHIOPOMTMHARA M aleHT WIM YyKa3aHHBEe TI'MaJlypoHMIaza UM areHT MOTyT
OBITH IOCTAaBJIEHEH B VHTepPCTULMAJILHEE IpoCTpaHCcTBa TKaHeu
MHOVMBUOYYMAa (maTedTer CIIA NN 5580859 wm 5703055, comepxaHme
KOTOPHX BKJIOUEHO B IaHHOEe OIMcaHMe IIOCPEeOCTBOM CCHJIKM BO BCeM UX
[IOJIHOTE) . YraszaHHHE XOHIPOUTMHARY WU areHT, WM  YKa3aHHHEe
TUMaJIypOoHUIalsy ¥ areHT Takke MOXHO BBOOMTL B MHIILE WMJIM BBOOUTDL
IIyTEM BHYTPUKOXHHX MM TIOOKOXHBX MWHBEKUUN WM TpaHcIepMallbHO,
HalpuMep, IIyTeM MOHToQopesa. JInMuIepMallbHOEe BBeIeHMe TakKXe MOXeT
OHITH IpUMEeHEeHO . SnmpmepMalJibHOE BBeIeHMe MOXeT BKJIIOUATH
MexXaHMUeCKoe WM XMMMUYECKOe pas3lpaXeHue J[OBEPXHOCTHOTO  CJIOH
sIMOepMrca IJg CTUMYJIALMM MMMYyHHOT'O OTBeTa Ha pas3lpaXuTelb
(maTenT CIMA N 5679647, colepXaHMe KOTOPOI'O BKJIOUEHO B JaHHOe
ONMcCaHMe INOCPeICTBOM CCEUIKM BO BCeM eI'0 IIOJIHOTE) .

[000201] VYkaszaHHBHE XOHIOIPOMUTHMHAZa M areHT MOTYT OHTH XUIKUM
opernapaToM, TakKuM KaK CyYCIeH3Ud, CUPOIl WM DJUKCUP. YKa3aHHBE
XOHIOPOUTUHA3A " areHT TakKxe MOTYT OBITH npernapaToM nJisa
IapeHTepallbHOTO, IIOOKOXHOIO BBeIOeHMS, BBEeIOeHMS B XUPOBYI TKaHb,
BHYTPUKOXHOTO, BHY TPUMBIIEUHOTO WIIN BHYTPUBEHHOTO BBEeIeHUS
(HanpuMmep, MHBEKIMOHHOTO BBeOeHud) , TaKMM Kak CTepuJibHasd
CYCIIEH3USA WJIM 5SMYJIbCUA. YKaz3aHHBEE TIHallypoHMIaza ¥ al'eHT MOTyT
OBITEL XMIOIKMM IIpelapaToM, TaKMM KakK CYCIeHB3Ud, CUPOI WM DJIUKCUPD.
YKaszaHHHE TI'MallypOHMIaz3a UM arl'eHT TaKXe MOTyT OHTb MIpernapaToM IJIS
IapeHTepalbHOTO, IIOOKOXHOTO BBeIOeHMsa, BBeIeHMS B XMPOBYI TKaHb,
BHYTPUKOXHOTO, BHY TPUMBIIEUHOTO WIIN BHYTPMBEHHOTO BBEeIeHUS
(HanpuMep, MHBEKIMOHHOTO BBeOeHud) , TaKMM Kak CTepuJibHad
CYCIIeH3UA WV SMYJIbBCHUS.

[000202] VYkaszaHHBEE XOHIPOUTMHAZa M al'€HT, WIM I'MallypoHMIa3a
M areHT, MOTYT OHTHL BKJIOUEHH B JIMIIOCOME, MUKPOCOEpPH WMIM OpyIHUe

IIOJIMMEPHEE MaTPUKCH (rmaTeHT CIA N 5703055, Gregoriadis, Liposome
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Technology, Vols.I to III, 2nd ed. 1993), coIepXaHMe KOTOPHX
BKJIIOUEHO B IOaHHOe OIMCaHMe I[IOCPpeICTBOM CCHJIKM BO BCeM UX
[IOJIHOTEe) . JIMIIOCOMBEI MOT'YT COCTOSATE M3 (QOCOOJIUINIMUIOB WU OPYIUX
JUNIUOOB ¥ MOTYT OBTb HETOKCUUHEIMM, OQUBUOJIOTHUUECKU IIPpUEeMIIEMEIMU U
MeTaboIMBUPYEMEIMY  HOCUTEJIAMUA, KOTOPEE OTHOCUTEJIBHO IIPOCTH B
IIPUTOTORJIEHUM M BBEOEHUU.

[000203] XoHOpOMUTMHaBRY M areHT, WIM I'MaJypoHMUIasy M aleHT,
MOXHO BBOIMTE IIOCPEICTBOM 3JIEKTpOIIopaluM, HalpuMep, claocodowM,
ONIMCaHHEM B THaTeHTe CIA N 7664545, comepXxaHMe KOTOPOTO BKJIOUEHO
B HOAHHBM IOOKYMEeHT IIYTeM CCHJIKM.YKa3aHHas DSJIeKTpolopalusa MOoXeT
OCYIMECTBJIIATLCA CIOCOOOM MU/UJIM YCTPOMCTBOM, OINMCAHHEIM B IIaTeHTax
CIIA NN 6302874; 5676646; 6241701; 6233482; 6216034; 6208893,
©192270; 6181964; 6150148; 6120493; 6096020; 6068650; m 5702359,
comepXaHMe KOTOPHX BKJIUEHO B IaHHHM OOKYMEHT IIOCPedCTBOM CCHUJIKU
BO BCeM WUX IIOJIHOTe. OJOJIEKTPOoIIopalMild MOXHO OCYMEeCTBJIATL C IIOMOMLIO
MaJIOMHBa3MBHOTO YCTPOMCTRA.

[000204] MMHMMAJIEHO MHBas3MBHOE YCTPOMCTBO oJis
BJIEKTPOoNOpalnumn ("MID") MOXeT OBTH YCTPOMCTBOM IJIS MHBEKLUU
YKasaHHEIX XOHIPOMUTMHASBE M areHTa, OINMCAHHEX BHIIE, UM CBSA3aHHOM C
HYMMM XMOKOCTM B TKaHb TeJla. YKa3aHHOe YCTPOMCTBO MOXET COOepXaThb
nojiyoo muminy, kaccery IHHK m cpencTBO OJId OOCTaBKM XUOKOCTHU, IIpUUEeM
yKa3aHHOe YCTPOMCTBO IIPUCIOCOBJIeHO MJia MNpUBEeIeHMS B OelCTBUe
cCpencTBa mOJ OOCTaBKM XKMIKOCTM IIpM OIOHOBPEeMeHHOM (HalpMuMep,
aBTOMaTMUeCKOM) BBeleHuM [HK B TKaHb Tejla BO BpeMsa BBeIeHUS WMIJIB
B YyKaszaHHYy® TKaHb TeJa. 370 MMeeT TO IIPeuMymecTBO, UTo
crioco®HOCTL BBOOMTL IOHK M CBA3aHHYID C HelM XMUIKOCTL IIOCTEIIeHHO B
npoliecce BBeIeHNA VITJIBL IIPUBOIOUT K BoJiee PaBHOMEPHOMY
pacrnpenesyiIieHuKn XUMIKOCTM Yepes TKaHb TeJla. BoJIb, WMCHOHTHBaeMasd BO
BpeMsa WMHBEKLMM, MOXeT OBTbH YMeHblleHa OJarolapsa paclhpenesIeHUo
BBOoOMMOM HHK Ha OoJjbmyn o00JIACTEH.

[000205] YKasaHHOe MID MOXeT BBOOUTH YKa3aHHEE
XOHIOPOMTMHAZY M al'eHT B TKaHb O0e3 MCIOJIE30BaHMA WIJIH. YKas3aHHOe
MID MOXeT BBOIMTHE yKa3aHHYK BaKIUMHY B BUIOe HeOOJBIIOTO IIOTOKa WMJIM
CTPpyM C TaKOM CWJIOM, UTO BaKlUMHa NpoBMBaeT IIOBEPXHOCTL TKaHU U
BXOIOMUT B HMBIJeXamylon TKaHb MW/MJIM MeILy. Cuja o8 HeOOoJIBIOTO

IIOTOKa WJIM CTpyM MOXeT OHTL oOOecIlieueHa pacumpeHrneM CcXaToro I'a3a,
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Takor'O KaK OBYOKMCH YIUIepola, UYepe3 MUKPOOTBEpPCTHME B TeUueHMe
OOJIM CEeKYHIOH. I[IpMMepH MaJIOMHEA3MBHEHX YCTPOMUCTB D3JIeKTpolopalun u
CIIOCOOE ¥MX MCIOJIB30BaHMA OIMCaHB B ONyOJMKOBAaHHOM 3asBKe Ha
nmaTeHT CIIA N 20080234655; mnarteHTe CHIA N 6520950; mnarveHTe CIA
7171264; mnareHTe CHA N 6208893; nare”HTe CHA N 6009347; mnaTeHTe
CIIA N 6120493; mnarveHTe CIA N 7245963; mnateHre CHA N 7328064; wu
naTeHTe CIIA N6763264, comepXaHMe KaXOOT'O W3 KOTOPHX BKJIIOUEHO B
IDaHHOE OIMCaHMe B KaueCTBE CCBUIKM.

[000206] VYkasaHHOe MID MOXeT COIepPXaThb MHXEKTOP, KOTOPHM
co3maeT BHCOKOCKOPOCTHYK CTPYIR XUIKOCTH, KoTopasd 0e300JIe3HEHHO
nIpoOuEBaeT TKaHb . Takue 0e3UTJIOBEE VHXEeKTOPH KOMMEepPUEeCKHU
OOCTYyIHHE. IlpyuMepe Oe3UIJIOBEX MHXEKTOPOB, KOTOPHE MOI'yT OHTH
MCIIOJIb30BaHE B HOaHHOM WM300peTeHMM, BKJKUAKT Te, KOTOPHE OIMCAaHE
B IaTeHTax CIA NN 3805783; 4447223, 5505697; u 4342310,
comepXaHre KaXOoI'0 U3 KOTOPHX BKJIKUEHO B [OaHHOEe  OlMCaHue
[IOCPeICTBOM CCBUIKM .

[000207] XeJjlaeMeEle XOHIPOMTMHAz3a WM al'€eHT, I'MallypOoHMIaz3a WU

areHT B bopme, IOOXOOAmEeN 0Jid IIp AMOM’ W HelpaMOoM
BJIeKTPOTPAaHCIOPTUPOBKH, MOTYT OHITH BBeIOEeHH (HanpuMep,
MHBEVPOBAHH) c VICIIOJIb30BaHNEM Be3UTJIOBOTO MHXeKTopa B

oBbpabaTHBaeMyl TKaHbL, OOBUHO IIYTeM KOHTAaKTHUPOBAHUSA IIOBEPXHOCTU
TKaHM C MHXEKTOPOM, TakuM ofbpasoM UToOE Obla  BO3SMOXHOCTEH
IPMUBECTY B OeMCTBMe Iomauy CTPYM YKa3aHHOT'O areHTa C OOCTAaTOUHOM
CuJIOM, UYTOOB BHBBATL I[IPOHMKHOBEHMEe B TKaHb. Hamopumep, eciu
obpabaTHBaeMasa TKaHb I[IPEeOCTaBJSeT coBo¥ CAMBUCTYID 000JIOUKY, KOXY
MJIM  MBIIILY, YKaz3aHHBM  areHT BEHIIIYCKaeTCcsa IO HalopaBJIEHVD K
[IOBEPXHOCTHY CJAMUBUCTOM OOOJIOUKM WMJIM KOXM C IOOCTaTOUHOM CUJION,
yTOOE BHBBATL [IPOHMKHOBEHMEe aleHTa uepe3 POoToBOM CJOM U B
OepMaJibHEE CJIOM WMJIM B HM3JIeXallyld TKaHb M MBINIIE, COOTBETCTBEHHO.
[000208] Bes3uUIJIOBHE MHXEKTOPH XOPOMO IMIOOXOOAT IJIS JOCTaBKMU
BO BCe TMIIE TKaHelM, OCO0eHHO B KOXY M CIMBUCTYID O000JIOUKYy. B
HEeKOTOPHX BapMaHTax OCymecTBJIeHUsa O0e3UTJIOBOM MHXEKTOP MOXeT
MCIIOJIL30BATLCH OJis NIPOOBWXEHM A XKUIOKOCTH, KoTOpasda COIEPXUT
XOHIOPOMTMHAZY U al'eHT, Ha IIOBEPXHOCTbL M B KOXYy WIM CIU3UCTY
000JIOUKY CcyOBeKTa. TUIMUHEE [IPMMEPH pPasJIMUHBIX TUIIOB TKaHeHl,

KOTOPHEE MOXHO JIEUNVTDb C MCIIOJIESOBaHMEM criocofos IOJaHHOT'O
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n300peTeHusa, BKJIKUYAKT I[IOIKEJYIOUHYK XeJle3y, TI'OpTaHb, HOCOIJIOTKY,
TurnodpapmHKC, opodpapmHKC, TyOy, TOpJO, JEerKue, cCepOle, IIOUKYy,
MBI, TPYIOb, TOJICTHM KUIIEUYHMK, I[IpOoCTaTy, TUMMYC, AWYKMK, KOXY,
TKaHM CJIM3UCTOM OOOJIOUKM, HAMUHMK, KPOBEHOCHHEE COCYOH WIM JIOVIO
X KOMOMHAaLUIO.

[000209] VYkazaHHOe MID MOXeT WMMETH MIOJbUATHE DJIEKTPOLH,
KOTOPHE  BJIeKTPOINOPUMPYIT YKa3aHHYID  TKaHb. I[IyTeM TIIPOINYCKAHUS
MMIIYJIbCa MeXIy MHOTMMM IIlapaMM BSJIEKTPOINOB B  MHOTOBJIEKTPOIHOM
pemeTKe, HaIpuUMep, CO3IaHHOM B BUIe NPAMOYTOJILHEIX WM KBaIpaTHHX
CTPYKTYP, of0eclneurBaeTCsa VYIYUIEHHHY pe3yJjbTaT I[I0 CPaBHEHUD C
VMIIYJILCOM MeXOYy OIHOM IIapo¥ 2JIeKTpomoB. B maTeHTe CIMA W 5702359,
o3aTJlaBJIeHHOM "MroJjibuaThle BJIEKTPONH MOJIA OIOCPEelNOBaHHOM IOCTaBKU
JIeKapCcTB UM T'eHOB", HalpuMep PAaCKPHT, MaCCUB MIJI, B KOTOPOM uepes
MHOXEeCTBO IIap MIJI MOXeT OHTb [pOoNyleH MMIYJILC BO  BpeMd
TepaleBTHUUeCckoM obpaboTkm. B ToM 3asBKe, KoTopasd BKJIOUeHa B
OaHHOE omnMcaHue [IOCPenCcTBOM CCHUIKM B KaueCcTRBe MTOJIHOCTEIO
V3JIOXKEHHOV, WUIJIH OBJIM pPacloJIOXKeHE B KPYyT'OB MacCuUBE, HO MMeT
KOHHEKTOPEH u KOMMY TallMOHHO®e YCTPOMCTBO, oBecrneunBaKmme
IpOoIyCKaHMe UMIIyJIbCca MeXOy IOIPOTUMBOIIOJOXHEMM IIapaMy MIOJIbUaTHX
BIIEKTPOOOB. MOXHO MCIIOJIB30BAaTh Ilapy MUIOJBYATHEX DJIEKTPOOOB OJIA
OOCTAaBKM pPEeKOMOMHAHTHEIX BeKTOPOB BKCIPecCuMrM B KJIeTKM. Takoe
YCTPOMCTBO UM CHCTeMa ONMCaHe B naTeHTe CIIA N 6763264, comepxaHHue
KOTOPOTO BKJKOUEHO B @»OaHHOE OlIMcaHMe TIIOCPelICTBOM CCHUIKM. B
KauecTBe aJIbTePHATUBE MOXHO MCIIOJBL30BATHL YCTPOMCTBO C OIHOM
UTJIOM, KOTOpOe II03BOJIAeT BBOOMUTEL ITHK M »BJjekTpolopalmuio C IOMOILIO
OOHOM  WMTJIH, HalloOMMHAalme UIJIy @OJIS  HOPMAaJIbHOM  UHBEeKIUM, "
IpuMeHSIeT UMMIIYJILCEH Cc 0oJlee HM3KMM HaIpsSkeHMeM, uUeM TO, KOoTopoe
IpuMeHSIeTCsa B MCIHOJbL3YEeMEX B HacTodlee BpeMsa YCTPOMCTBax, UYTO
ocJyabiygeT OMCKOMOOPT OT DJIEKTPUUeCTBa, MCIHTHBAEMEM HalMeHTOM.

[000210] VYkazmanHHOe MID MOXeT COOepXaThb OIMH WMJIM HECKOJBKO
SJIEKTPOOHEIX MAaCCHMBOB. YKasl3aHHBE MAaCCHMBH MOTYT COIepXaTh OBe WK
foJjiee MIJI OOMHAKOBOT'O IMaMeTpa WM Pa3HBEX OIMaMeTPOB. YKas3aHHHE
UTJIH MOTYT OBTH pPaBHOMEPHO MWMJIM HepaBHOMEPHO pa3HeceHH OpyT OT
opyra. VYKa3aHHBE WMIJIEL MOTYT cocrapJjaTe oT 0,005(0,0127) mo 0,03
(0,0762) gpomMma (cMm), or 0,01(0,0254) gmomMvMa (cMm) mo 0,025(0,0635)

oovMa  (cm); wmiam or 0,015(0,0381) gomMma  (cMm) @mo 0,020(0,0508)
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noMa (cm). MWrja wMoxeT OHTE 00,0175 (0,04445) novMa (cM) B
ovaMeTpe. Mrpjge MOTYT OHTH Ha pacCTOSAHMM IOpyr oT npyra 0,5 MM,
1,0 »m, 1,5 M, 2,0 M, 2,5 M, 3,0 MM, 3,5 MM, 4,0 MM WK
BoJiee.

[000211] YrazaHHoe MID MOXeT COCTOATH ns3 TeHepaTopa
VMMIIyJIbCOB M IOBYX WM 0Oo0Jiee OCHAalleHHHX KWIJIaMM MHXeKTOPOB BaKLWH,
KOTOPHE IOOCTARJAKT BaKUMHE W MMIYJBCH DJIeKTpolopaluy B OOUH
sTarl. T'eHepaToOp VIMITYJIBECOB MOXeT OoDecCIeunTs TudKroe
oporpaMMMpPOBaHMe IapaMeTpOB  MMIYJIbCa WM MHBEKUMM C  IIOMOUBI
[IepCOHAJILHOT'O  KOMIIBITEpa YIPaBJISeMOT'o  QJsI-KapTaMy, a TakKxe
BCECTOPOHHIK 3allChk U XpaHeHue [OaHHHX BJIeKTpOolopaluy W ITaHHBIX
naluyeHTa. YKa3aHHBEM TeHepaTop MMIYJLCOB MOXET IOoHaBaThb WMITYJIbCH
Pa3JIMYHOTO BOJIETaXa B TedeHMe KOPOTKMX IIPOMEXYyTKOB BpEeMeHU.
HanpuMmep, TI'eHepaTop MUMIIYJBECOB MOXeT IIoIaBaThk TpU 15-BOJIbETOBEHX
MMIIyJibCa IJInTeJIbHOCTh 100 wmc. IlpuMepoMm Takoro MID geiisgeTcd
cuctemMa FElgen 1000 or Inovio Biomedical Corporation, xoTopad
omnMcaHa B IaTeHTe CIIA N 7328064, comepxXaHMe KOTOPOI'O BKJIIUEHO B
DaHHOE OIMCaHMte IIOCPenNCTBOM CCHUJIKMU.

[000212] VYkazaHHOe MID MOXeT OHTL YCTPOMCTBOM U CHUCTEMOM
CELLECTRA (Inovio Pharmaceuticals, IlnuMyT MuUTHUHT, IleHCHMJILBAHUL),
KOTOPHE IIPeACTaBJAT coOOM MOIYJILHYI CHUCTEeMYy DJIeKTPONOB, KOoTopasd
oBJleryaeT BBeleHMEe MaKpOMOJIEKYJIH, Takom kak THK, B KJIETKU
BHIOpaHHOM TKaHM B TeJle WIM pacTeHMM. YKa3aHHas MOIyJbHasd
BJIEKTpONOHAas cucTeMa MOXET cComepXaThb MHOXECTBO UT'OJIbYaThIX
BJIEKTPONOEB; ZRRNINY 0JId IO KOXHEIX VHBEKLNN ; BIIeKTPpUYeCKUM
KOHHEKTOD, KOTOPHM obecrieunraeT IIPOBOLAIYIO CBSA3b oT
IporpaMMUPyeMOTO peryngaTopa VMITYJIE COB IIOCTOSAHHOTO TOKa K
MHOXECTBY MIOJIBUATEHX 5BJEKTPOLOB; W MCTOUHMK OUTaHug. OlepaTop
MOXET OOXBaATUTE MHOXECTBO MUI'OJIbYaTHX BJIEKTPOLOB, KOTOPEHE
YCTaHOBJIEHH Ha OIOPHOM KOHCTPYKLUMM M YCTOMUMBO BCTaBUTH UX B
BHIOPAHHYK TKaHb B Tejle WM pPacTeHUN. B3aTeM MaKpPOMOJIEeKYJIE
OOCTAaBJAKRTCA dYepes UIJIy IJIS [DOOKOXHHEX MHBEKUMM B BHOpPaHHY
TKaHb. I[IpoTpaMMUMPYEMB MMIIYJIBCHEIM KOHTPOJIJIEP I[IOCTOSHHOTO TOKa
AKTUBUPYETCSa, ¥ BDIJIEKTPUUECKUM MMIYJBEC IIOCTOSHHOTO TOoKa I[IolaeTcCHd
Ha MHOXECTBO MI'OJIbYATEX BJEeKTPONOB. I[IPUJIOKEHHEM 53JIeKTpUUYeCKUN

VMMITYJIBEC ITIOCTOAHHOTI'O TORa ofJieruaeT BBelcHNMe MaKPOMOJIEKY JIBEL B
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KJIETKU MeXIy MHOXECTBOM DIIEKTPOLOOB . T'mbBesb KJIETOK n3-3a
eperpera KJIETOK CBOOUTCSH K MUHVIMYMY nyTeM OT'pPaHNUEeHN
pacceuBaHUA BJIEKTPUUYECTBa B TKaHM 3a CUET MMIYJIBCOB I[IOCTOSHHOTI'O
TOKa. YCTpoMCTBO M cucTteMa CELLECTRA onmMcaHa B »oaTeHTe CIA N
7245963, comepxaHMe KOTOPOI'O IIPUBENeHO B ITaHHOM IOKYMEeHTe B
KaueCcTBe CCHJIKU.

[000213] VkazaHHoe MID wMoxeT OwBTL cucTemolm Elgen 1000
(Inovio Pharmaceuticals). Cucrema Elgen 1000 MoxeT cCOIepXaThb
YCTPOMCTBO, KOTOpOe MuMeeT IIOoJIHe MIJIE; U CPpeldCcTBO OOCTaBKU
XUOKOCTM, B KOTOPOM VYKa3aHHHM allapaT BHIOJHEH C BO3MOXHOCTLI
IPUBOINUTEL B HOEeMCTBME CPeIOCTBO IOCTaBKM XUIKOCTM TakKMM o0pasoM,
UyTOOH OIOHOBPEMEHHO (HaIOpMMep, aBTOMaTUMUeCKM) BBECTUM XUIKOCTB
kejlaeMOM BAaKLMHE, OINMCAaHHOM B OaHHOM IOOKYMeHTe, B TKaHb Tejla BO
BpeMsa BBEIEHMS MIJIE B yKa3aHHYK TKaHb TeJla. [lpeuMymecTBO B TOM,
UTO CHOCOOHOCTE IIOCTEIEHHO BBOIMTH XWUIKOCTB BO BpeMSa BBeIeHUA
WTJIE, TIPUBOOMT K ©Oo0JIee pPaBHOMEPHOMY paclpelelJIeHVKD XUIKOCTU B
TKaHbk TeJjla. Takxe cuMTaeTcsa, dYTo OO0JIb, BO3HMKawKIas BO BpeMS
VMHBEKIVM, CHWXAeTCSa M3-3a pachopelesieHMsa oO0beMa BBOIOMMOM XUIKOCTHU
Ha OoJipmyr o0JIacThb.

[000214] Kpowme TOTO, aBTOMAaTHUUECKUMN BIIPEICK KUOIKOCTU
objleryaeT aBTOMATUUECKUM KOHTPOJL M permucTpalMio GakTUUeCcKOM MTO3H
BBOOMMOM XUIOIKOCTM. IlpM HeoOXOOMMOCTM STM IaHHHEe MOTYT OHTb
CoXpaHeHH OJIOKOM YIpPaBJIeHUS NIJS LejleM OOKYMeHTUPOBAHUS .

[000215] CiienyerT NPUHYMATE BO BHMMaHMe, yTo CKOPOCTH
MHDBEKIVM MOXeT OHThL JMOOo JIMHEeMHOM, JMOO HeJIMHEeMHOM, W 4YTO
VHBEKIIMA MOXeT OHTHb BHIIOJHEHa I[IOCJe TOT0o, KakK MIOJKM OBJIM
BCTaBJIEHE UYepes KOXy I[alllMeHTa, I[IoOJexXamero JedeHVon, W B TO
BpeMsa, Kak OHM BCTAaBJAKTCS B TKaHb Teja.

[000216] INogxonmAamme TKaHM, B KOTOPHE  MOXeET BBOIUTHLCHA
KNIKOCTB, BKJKUYAKT OIYXOJEBYK TKaHb, TKaHb KOXM WMJIM IIedeHM, HO
MOTYT OBTL M MHIIEUYHOM TKAHBIO.

[000217] YCTpOMCTBO OJIid BBeIeHUSA MOXeT IOOIIOJIHUTEJILHO
comepxaThk CpeIcTBa MOJS BBEIOEHMS WMIJIEL NIJIS HallpaBJIEHUS BBEIEHUS
MUIJIEL B TKaHb TeJa. CKOPOCTH BIPHCKMBAHMA XUIKOCTU KOHTPOJIMPYETCSH
CKOPOCTBK BBeIeHMHd WUIJIE. 3TO MMeeT TO [IPpeuMMylleCcTBO, UTO Kak

BCTaBKa WMIVJIEI, TaK ¥ BIIPEICK XMIOIKOCTUM MOXeT KOHTPOJIMPOBATBCAHA TaKIVMM
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oBpa30M, UTO II0 XeJIaHUK CKOPOCTE BCTaBKM MOXeT OBTE COIJlacOBaHa
co CKOPOCTBI VHBEKLUMA . 370 TaKxe oBJleryaeT yIpaBJIeHNUE
YCTPOMCTBOM IJIS OllepaTopa. llpu XKeJlaHuM MOXHO MIpelyCMOTpPeThb
BO3MOXHOCTEL aBTOMATMUECKOM BCTAaBKM MIJIEL B TKaHbL TeJla.

[000218] Ilojb30BaTeJylb MOXET BHOpaTh, KOoI'Da HadaThk MHBEKIIUIO
XKUIOKOCTM. B wuiealsle, OITHaAKO, MHBEKUMSA HauMHaeTCsa, KoI'la KOHUMK
UTJIEL OOCTUTAEeT MHIMEeUHOM TKaHM, U YCTPOMCTBO MOXeT BKJIOUATL B
cebs CpemcTBO OJA OolpenejleHMsa TITJIYOMHE BCTABKM MIJIH JOCTATOUHOM
IoJIsS HauvaJla BBeIeHUS XKUIKOCTH. 5To o0=3HauaerT, UTO UMHBEKLUSA
XMOKOCTM MOXeT OBTb HauduaTa aBToMaTMUeCcKM, Korga WMIJla OocTuUIJa
xeJlaeMoM  TJUIYy OMHEL (koTOopas obwuHO OyIeT TUIyOUHOM, C KOTOpOMt
HauMHaeTCsd  MBIIeyHasd  TKaHb) . I'nny®uHa, C KOTOpOM HauMHaeTcsd
MEIIEYHasa TKaHb, MoXeT OHThH, HalpuMep, NIpMHATa 3a 3alaHHYyD
TJIyOMHY BCTaBKM MIJIH, TaKyk KaK BeJduuumHa 4 MM, KoTopad OyIer
CUMTaTLCAd OOCTATOUHOM IJISA MNPOXOXIEHMA MIJIOM uepe3 CJIOM KOXM.

[000219] CpencTBa »meTeKUIMM MOTYT COIepXaTh VJbTPa3BYKOBOMU
30HNO. CpeacTeBa IOeTeKUMM MOT'yT COINepXaThb CPelICTBO IJIS WM3MEPEHUS
V3MEeHEeHUSS MMIIeOaHCa WJIM COIPOTURBIIEHMSA. B 3TOM Cllydyae CpPeICcTBO He
MOXeT caMO OIlpenesiiTh IUIyOMHY BCTaBKM WMIJIEL B TKaHb TeJa, a OyIOerT
ananTMpOBaHO IJIS IOeTeKUMM MMIIemaHCa MM  COIPOTUMBIIEHUS  IIPpU
[lepeMelleHUM WMIJIEL M3 IOpYyT'or'o THUIla TKaHM TeJjla B MeILy. Jiobagd wms
STUX aJIbTepHaTUB ob0eclleurMBaeT OTHOCUTEJIBHO TOUHHE U IIPOCTHE B
DKCIUIyaTaluMy CpencTBa OolIpenejiIieHusa  ToTo, YTO MHBEKLMS MOXeT
HayvaTbCs. I'nny®uHa BCTaBKU MTJIE MOXeT OHITHL OOIIOJIHUTeJILHO
PETUCTPUPOBATLECH, €CJIM BTO HeOoOXOIVMMO, M MOXeT OHTb MCIOJB30BaHa
OJI9 yIOpPaBJIEHMSA  BIPHICKOM XMIKOCTHU, TakMM ofpas3oM UTo OoOBeM
BBOIVMMOM XUIKOCTM OyIeT OoNpeleSIATCsa IO Mepe perucTpaluumu INIyOMHE
BCTaBKM MIJIH.

[000220] YCTpOonCcTBO OJid BBelIeHUSA MOXeT IOOIIOJIHUTEeJILHO
comepXaThk: OCHOBaHME IJIS IOOOEPXKM MIJIH; WM KOPIYC IJg IIpHUeMa
OCHOBaHMA B HeM, IIPMYEM OCHOBaHME IMOIBMKXHO OTHOCUTEJIBHO KOPIyCa,
Tak 4YTO MIVla yOupaeTcd BHYTPb KOpPIIyCa, KoOoI'la OCHOBaHUE HaxXOOUTCH
B [IEPRBOM, 3agHeM  IIOJIOXEeHUM  OTHOCUTEJILHO KopIyca, n  uUiaa
BHICTYIIAaeT M3 KOpIyca, KoI'la OCHOBaHMEe HaxXOoIUTCH BO BTOPOM,
[lepenHeM IIOJIOXEHMM BHYTPM KOpIycCa. OTO HABJSAETCH IIPeVMMyIleCTBOM

OJI4 TIIoJIB3oBaTeJId, Tak KakK KOPpIlyC MOXeT OBITH IIPMIJIOXKEH K KOXe
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nauMeHTa, WM WIJIH @ 323aTeM MOI'yT OHTE BCTaBJIEHH B KOXYy I[IallMeHTa
IyTeM IIepeMellasd Kopllyca OTHOCUTEJIBHO OCHOBaHWUA.

[000221] Kak YKaszsaHoO BEIIE, XKeJlaTeJIbHO OOCTHUUL
KOHTPOJIMPY eMOM CKOPOCTH BIIPEICKMBAHM A XKUIOKOCTH, Takoy  UuTod
XMIOKOCTE PaBHOMEPHO paclpenesdaiack I[IO0 OJUMHe MIJIE, KoI'la OHa
BBOOUTCA B KOXy. CpedCcTBO OOCTaBKM XUIOKOCTM MOXEeT COOepXaThb
CpeICTBO IIPMBOIA IIOPIMHA, alalTUpOoBaHHOEe IJIA BBeIeHUMS XUIKOCTU C
KOHTPOJIMPYEMOM CKOPOCTBI. YKasaHHOe CPeInCTBO IIPMBOIA IIOPIMHSA
MOXeT OHTb, HaIpUMep, AaKTUBUPOBAHO CepBOMOTOpPOM. OIHAKO CPpelCTBO
IpMEBOIAa TIOPIIH A MOXeT IIPUBOIUTHECS B nercTBUe [IOCpPenCcTBOM
[IEpPEMENEHNS OCHOBaHMSA B OCEBOM HallpaBJIEHMM OTHOCUTEJIBHO KOpIlyca.
[IOHATHO, dYTO MOTYyT OHTE [IPEeOYCMOTPEHH aJlbTEPHATUMBHEE CIOCOOH
OOCTaBKM XMIOIKOCTM. TakuMmM oOpasoM, HalIpMMep, MOXeT OBTE oOecrieueH
3aKPHTEM KOHTeMHep, KOTOPHEM MOXeT OBTL CcXaT IOJI4 HoOauM XUIKOCTU
C KOHTPOJUPYEMOM WMJIM HEeKOHTPOJMPYEMOM CKOPOCTBI BMECTO MIpHulla U
[IOPMHEBOM CUCTEMH.

[000222] MOXHO MCIIOJIB30OBATEL JIOOOM TUMII MHBEeKIMM. OIDHAKO
npenrnojlaraeTcsa, UYTO DTO OCOOEHHO IIOJIE3HO MOJIA BJEKTpolopalun U
[IOBTOMY MOXET TakXe COIOepXaThb CpelcTBa IJIA IIPUIIOXEeHMS HallpsSXeHUSA
K MUIJle. O9TO IMNO3BOJIAET MCIOJNbL30BaATH MUIJIY He TOJIBKO IOJIS MHBEKLUN,
HO ¥ KaK B»JIeKTPpOL BO BpeMsa BJeKTpolopaluuu. 3TO JaeT ocoboe
opeuMymecTBO, TakK KaK ©STO O3HauvaeT, UTOo »BJEeKTpUUeCcKoe IIoJie
OpuUrJIaguLBaeTcss K TOoM xe ofJjlacTM, UTO M BBOIMMAS XUIKOCTL.
TpaoIMlMOHHaA TIpobJjeMa BJeKTpolopalluM 3akJjioyaeTcsd B TOM, UTO
OUeHb TPYIHO TOUHO BHPOBHATL 2JIEKTPOO C NpelBapUTeJIbHO BBeIeHHOM
XMIKOCTBIO, ¥ TIOBTOMY IIOJIE30BATEJ M MMEnT TeHIEeHLUMI  BBOIUTH
BoJyibmKUi 0oBBeM XUIOIKOCTM, uUeM TpebyeTcsa M Ha ©OoJjbmel o6jJacTu, u
[IPMMEHATEH DIIEKTPUUECKOE noJjie Ha BoJbmen oBjacTH, UTOOH
IIOMNHTATLCH TapaHTUPOBAaThH [IEPEKPHTHE MexXIy BIIPHICKMBa&eMBIM
BEMECTBOM M DJIEKTPUUECKMM I[oJieM. JVIChnoJk3yd IaHHOe u300peTeHue,
Kak obbeM  BBOIOMMOM  XUIKOCTMU, TakK u pasMep [IPMJIOXEHHOTO
DIIEKTPUUECKOTO IIOJIA MOTYT OHTH YMEHBIIEHH IIPM HOOCTWXEHMM XOPOMeITo
COOTBETCTBMSA MEXIOY DIEKTPUUECKMM II0JIEM M XUIKOCTBIO.

[000223] BreneHue [IOJIMIIEeNTHU I A XOHOPOUTHWHA 3H WMIIn
[IOJIMHYKJIEOTHa, KOOUPYKIIETO IIOJIMIIENTULN XOHOPOMTMHASBE, W al'eHTa

MOXeT OBITH OOHOBPEMEHHEIM WJIM IIOCJIeOBaTEeJIbEHEM.
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i) HapannenbHOe BBeIeHUE

[000224] IoJInUIernTmnsm XOHOPOUTHHA 3L MJIN [IOJIMHYKJIEOTU,,
KOOUPYKIIWY  [NOJIMIIENTUI XOHOPOMUTMHA3E WM arleHT, MOXHO BBOIUTH
CcyOBeKkTy IapajijleJIbHO. Kak MCcooJb3yeTca B HaHHOM IOOKYMEHTe,
"mapaJjuiesibHO" M "OOHOBpeMeHHO" « MCHIOJIB3YITCHA  B3aMMO3aMeHSIeMo.
HanpumMmep, HDOJMIENTUI XOHOPOMUTMHASBH WM I[IOJIMHYKIJIEOTUI, KOIUPYIMUNI
INOJIUIIENTUI XOHIPOUTHHASBH, M areHT MOTYT OHThL IPUTOTOBJIEHH B BUIE
KOMOVHUPOBAHHOTO npernaparTa. IIpu IPUTOTOBRJIEHUN B BUIE
KOMOVHUPOBAHHOTO nopenapaTa IOJIUIIEeTITUL XOHIOPOUTUHA 3H WUJIIN
INOJMHYKJIEOTUD, KOIOUPYKMUM  IIOJUIENTUI XOHIPOUTMHABH UM  al'eHT,
MOXHO BBOIUTHL CYOBEKTYy B OINHOM 5Tame. IIpM TPUTOTORJIEHMM B BUIE
KOMOVHUPOBAHHOTO nopenapaTa IOJIUIIeTNITUL XOHIOPOUTUHA 3H WUIIN
INOJMHYKJIEOTUD, KOIOUPYKMUW  IOJUIENTUI XOHIPOMTMHABZH UM  aTeHT,
MOXXHO BBOIOUTE CyOBEeKTYy OyTeM OIOHOTO BTalla MHBeKIUM, HalIpuMep.

[000225] IoymmmenTun THaJIlypOHMIa 3H W [IOJIMHYKJIEOTHU,
KOOUPYKIWY  HNOJIMIENTUI TIHMaJlypOHMIOAa3k WM areHT, MOXHO BBOIUTH
CyOBeKTy OIHOBPEMeHHO. KakK MCHOJb3yeTCsa B HTaHHOM IOKYMEHTe,
"mapaJjuiesibHO"  u "OOHOBPEMEHHO"  UCIOJNIB3YKTCA  B3aMMO3aMeHIeMo.
HanpuMep, NOJIMOENTHUI TI'MaJlyPOHMIAZH WM NOJIUMHYKJIEOTUI, KOIOUPYIMUNA

INoJinIlIelITrman I'MaJlypOHMIOAa3kl, WM al'eéHT MOI'YyT OBITH IIPMIT'OTOBJIEHEL B BUIOE

KOM@MHMPOB&HHOI‘O IIpellapaTa. HpM IIPUT'OTORJIEHUN B BHUIOE
KOM@MHMPOB&HHOI‘O IIpellapaTa TIOJIUIICIITI I'MaJlypOHM IO a3kl I
IIOJIMHYRJIeO T, KOJIMpyIOH_U/HZ TIOJIUIICIITVI I'MaJIypOHM IO a3kl n areHT,

MOXHO BBOIUTL CYOBLEKTY B OIOUH DTall. Illpu OPpUTOTOBJIEHVWM B BUIE
KOMOMHUPOBAHHOTO opermnaparTa IOJINIIEIITUD TUaJIyPOHMIASH W
IOJIMHYKJIEOTHUI, KOOUPYMMUM  TIOJIMIIENTUI I'MaJlypOHMIOa3H WM al'eHT,
MOXHO BBOIMUTEL CYOBLEKTY IIYyTeM OIHOTO 2Talla MHBLEeKLUMM, HaIpuMep.

ii) IocnenmoBaTeNbHOE BEBeIeHUE

[000226] IoymmumienTun XOHOPOUTHHA 3H M [IOJIMHYKJIEOTHU,
KOOUPYMMM  [IOJIUIIENTUI XOHOPOMTMHASRE WM  ar'eHT, MOXHO BBOIUTLH
CyDBEKTY IOCJEenoBaTelIbHO. KaK MCHOJB3yeTCsa B JaHHOM JOKYMeHTE,
"mnocJyienoBaTenbHO" M "IpyT 3Ba IPYyTOM B OINpeOeJIEeHHEM BpPEMeHHOM
OoTpe30K" MCHOJB3YKTCS B3aMMO3aMeHSeMO. B HEeKOTOPHX BapuaHTax
OCYIIECTBJIEHUA [IOJIUIIEN T XOHOPOWTUHA 3L WM IOJIMHYKJIEO T,
KOOUPYIMM IIOJUIENTHI XOHIPOUTHHASRHE, BBOOAT CyOBLEeKTYy IO BRBeIeHUA

areHTa. [TosmmrienTuno I'MaJIypOHMIOa3e WJIM IIOJIMHYKRJIEOTUII, KO,]:[I/IPYIOH_[M?I
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IIOJIUIIEIITUL TUAJIyPOHUIABE U areHT, MOXHO BBOIUTHL CYyDBEeKTY
IocjieIoBaTEeJILHO . Kaxk VCIIOJIbL3YyeTCcs B OaHHOM OOKYMEHTe,
"mocJyenoBaTenbHO" M "IpyT Ba IPYTOM B OIpPeOeJIEHHEM BPEMEeHHOM
OTpe30K" MCHOJB3YITCH B3aMMO3aMeHSeMO. B HeKOTOPHX BapMaHTax
OCyMeCTBJIEHUSI IOJIUTIENITUO TMaJlypOHUIa 3E WIIn [IOJIMHYKJIEO TUI,
KOOUPYIMWY — MIOJUIENTHUI  I'MaJlypOHMIAaSBH, BBOOAT CYOBEeKTYy Iepeqn
BBelIeHMeM aTreHTa. I[oJuIenTrs I'MaJyPOHUIOASE WM I[IOJIMHYKJIEOTUI,
KOOUPYIOIMMI [IOJIUIIETIITHU]], TMaJIyPOHUIA 3L n/niam IIOJIUIIEII T
XPOHOPOUTHUHA 3H, WIIN IIOJIMHYKJIEO TUI, KOOUPYIOUMMI IIOJIMIIEII T
XPOHOPOUTUHASBE, MOXHO BBOOUTL CyYyOBEeKTYy II0 MeHbIIeM Mepe O0OKOJIO 3a
3 MUHYTH, 5 MmuHyT, 15 MMHYT, IO MeHblle¥l Mepe, oOKoJo 20 MMHYT, IO
MeHblel Mepe, OKOJO 25 MMHYT, II0 MeHbIleM Mepe okoJo 30 MMHYT, IO
MeHble¥ Mepe OKoJIo 35 MMHYT, II0 MeHbllel Mepe okoJo 40 MMHYT, IO
MeHblel Mepe OKoJIo 45 MMHYT, II0 MeHblle Mepe oOKoJo 50 MMHYT, IO
MeHbIle¥ Mepe okoJiIo 55 MMHYT, IO MeHbllel Mepe okoJio 1 uYaca, o
MeHbIle Mepe OokKoJIO 1,5 uacoB, IO MeHbIeM Mepe, OKOJIO 2 YacoB, IO
MeHbIle Mepe, OKoJO 2,5 uYaca, IO MeHbIeM Mepe, OKOJIO 3 YacoB, IO
MeHbIle Mepe OKoJio 3,5 uacoB, IO MeHBIIEM Mepe O0OKoJO 4 uYacoB, IO
MeHbIle Mepe okoJio 4,5 uacoB, IO MeHbIIeM Mepe, OKOJIO 5 uacoB, IO
MeHbIle Mepe, OKoJo 5,5 YacorR OpM IO MeHBIEW Mepe, OKOJIO ©6
YacoB, IIO MeHbIeM Mepe OKOJIO 7 uYacoB, IIO MeHblel Mepe, OKOJIO 8
YacoB, II0 MeHbIleM Mepe, OKoJIo 9 uYacoB, II0 MeHbIleM Mepe, okoJio 10
YyacoB, IIO MeHbllelM Mepe, OKoJIO 11 uyacoB, IO MeHBbIEeM Mepe, OKOJO
12 wyacoB, IIO MeHbIIeM Mepe, OKoJIO 15 uyacoB, IO MeHbIleM Mepe,
OKOJIO 18 uacoB, IO KpaWHel Mepe, OKOJIO 21 uYaca WiIM, IO KpaWlHeM
Mepe, OKOJIO 24 JacoB oo BReIOeHMd areHTa. IosMmenTmn
THMaJIypPOHUIA 3H W IIOJIMHYKJIEO T, KOOUPYOMUMA IIOJIMIIEIITUL
THAJIYPOHUIASE M/MUIM IIOJUIIENTUI XOHOPOMUTUHASH, WIM IOJUHYKJIEOTHUI,
KOOUPYIMM IOJUIIENTUI XPOHIPOUTMHASBE, MOXHO BBOIMUTL CYOBLEeKTY 3a
MeHee uyeM, OKoJIO 24 YacoB, MeHee uUeM, OKOJIO 21 Yaca, MeHee UeM,
OokoJIO 18 YacoB, MeHee uUeM, OKOJIO 15 uUacoB, MeHee uUeM, OKOJIO 12
JyacoB, MeHee uyeM, OkoJjo 11 wyacoB, MeHee uyeM, OkoJo 10 wyacos,
MeHee ueM, OKoOJIO 9 uacoB, MeHee ueM, OKOJIO 8 UYacoB, MeHee ueM,
OKOJIO 7 YacoB, MeHee uUeM, OKOJIO © UYacoB, MeHee ueM, OkoJio 5,5
yaca, MeHee uUeM, OKOJIO b uacoB, MeHee ueM, oOkoJio 4,5 uyaca, MeHee

yeM, OKoOJIO 4 uyacoB, MeHee ueM, OKoJo 3,5 uaca, MeHee ueM, OKOJIO
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3 YacoB, MeHee UeM, OKoJO 2,5 uyaca, MeHee uUeM, OKOJIO 2 UYacoB,
MeHee ueM, OKoJio 1,5 uwaca, MeHee ueM, OKOJO 1 Yaca, MeHee ueM,
okoJIo 55 MMHYT, MeHee ueM, OKoJIo 50 MMHYT, MeHee ueM, okoJio 45
MMHYT, MeHee uyeM, OkoJio 40 MMHYT, MeHee UeM, OKOJIO 35 MHMHYT,
MeHee ueM, OKoJiI0 30 MMHYT, MeHee ueM, OKOJIO 25 MMHYT, MeHee ueM,
okoJio 20 MMHYT, MeHee ueM, OokoJjio 10 MMHYT, MeHee ueM, OKOJO 5
MUHYT MJIM MeHee uYeM, OKoJIoO 15 MMHYT OO BBeIeHUS aTleHTa.
IoJunenTun TUAaJIYPOHMI A 3E nIn IOJIMHYKJIEO U, KOIUP YOI
HOJIMIENTUI THaJlyPOHUIAa3EH W/MIM ODOJMUIENTUI XOHOPOUTMHASH, WU
IOJIMHYKJIEOTHUI, KOIUPYIOMMMA IOJIUIIEIITUO XPOHOPOUTVHA3H, MOXHO
BBOIUTL CYOBLEKTY 3a II0O MeHblle¥l Mepe 3a oT, OKOJO 5 MMHYT 1O
OKOJIO 24 YacoB Iepen BBelIeHMEM al'eHTa.

c) Cnocobu

i) Cnocof mocTaBKM areHTa

[000227] [IaHHOe MU300OpeTeHMe TakXe OTHOCUTCH K  CIOCOOy
IOOCTaBKM areHTa CcyOBLekKTy. VYKal3aHHBeEe CHOoCOOE MOTYT BKJOUATLH
BBeleHMe CyOBeKTy IMNOJUIIENTHIa XOHIPOUTHMHASZH WM IIOJMHYKJIEOTHIA,
KOOUPYKIETO IIOJUIIENTHUI XOHIPOMUTMHABRE, B KOJMUECTBEe, IOCTATOUHOM
0JIg IeTrpalalyM TJIMKO3aMMHOIJIMKAHOB, M BBeleHMe CYyDOBEeKTYy areHTa.
YKaszaHHBEe CIOCOOH MOTYT OOIOJIHMTEJILHO BKJIOUATL BBeIeHMe CyOBeKTy
IIOJIMHYKJIEOTHA, KOOUPYKMEeI'o aHTUIeH.

[000228] [IaHHOe wM300peTeHMe TakXe OTHOCUTCH K CIOCOBy
IOOCTAaBKM areHTa CcyObeKTYy. VYKasaHHBE CIOCOOE MOTYT BKJIOUATH
BBelleHMe CYyOBeKTy IOJMIENTHUIa ITUaJIYPOHMIA3ZH WIIM IIOJIMHYKJIEOTHIA,
KOOUPpYKIEeTo IIOJUIIENTHI IMaJlypPOHMIA3E, B KOJIMUECTBE, IOCTATOUHOM
I0JisS IDeTrpalaluy ITJIMKO3aMMHOTIJIMKAHOB, M BBeleHMe CYDBLEeKTYy areHTa.
YKasaHHBEe CIOCOOH MOTYT OOMIOJIHMTEJILHO BKJIOUATL BBeIeHMe CyOBeKTy
IIOJIMHYKJIEOTHUIa, KOOMPYKMeI'o aHTUIeH.

ii) VxasauHHM crnocof JeueHmusT ODOJIeBHM MIM PaCCTPOMCTBA

[000229] IDaHHOe wmM300peTeHMe Takke OTHOCUTCH K  CIHocody

JIedYeHNA 3aboJieraHuda I paCCTpOﬁCTBa Y cyObBeKTa. YKazaHHEE
CIIOCOOH MOTYT BRJIIOYATH BBEeIOEHUE CyOBeKTy IIOJINIICIITV O a
XOHIOPOMTVIHA 3EL I IIOJIMHYKJIeOTH O a , KoIoMmpyrmeIro ITOJIMIIEIITVI IO

XOHOPOMTHHAa3EI, M  BBeIceHUe CyOBeKTy aTreHTa. YKa3aHHEEe CIIOCOOH
MOT'YT BKJIOUATE BBeleHUe CYOBEeKTY IIOJIUIIEeNTHUIa I'MaJIypOHMIOa3e WJIN

IIOJIMHYKJIEOTIMOa, KoIOMpykmel'o IIOJIMIIEeIITVIO I'MaJIlypPOHMIass, M BBEeIEeHUE
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CyOBeKTy areHTa.

[000230] 3aboJjieBaHMAa MOT'YT BKJIKUATh, HO He OI'PaHMUMBAKTCH
M, CepmneuyHO—-COCYIOMUCTEHe 3aboJjieBaHu4d, TakKye KakK MlIeMrudecKad
OoJIe3HL Ccepllla, aTepoCKIJIepo3, ITUIEPTOHUA, IHUIlepTpodmd cepnua,
MHOapKT MMOKapna, OUOPUMIIIALMS  XKeJIYOOUKOB MM IHOpeacepout wu
KapOMOMMOIIaTUA; HeBpPOJIOTUUECKUE 3aboJjieraHmA, Takme Kak
HeMpornaTusa WIM HeMpoleTleHepaTUBHEE 3aboJeBaHMsa; MeTaboJiMuecKoe
3aboJieraHue, Takoe Kak nuaber; BOCIIaJIUTEeJILHEIE 3aboJieraHud,
BKJIOUAd BOCIHaJIMTEeJIbHOe 3abojieBaHMe KUIIeUHMKa, TaKoe KakK OO0JIe3Hb
KpoHa u SI3BEHHLIM KOJIUT; ODepMaTOJIOTUUeCKHUE paccTpoicTBa;
ayTOMMMYHHOE 3aboJieBaHue, Takoe Kak DoJIe3Hb AjbluTrenMepa,
paccedHHHM CKJIepo3, IIcopuas, CUCTEeMHHM IepPMaTOMUMO3UT, YXYIOIeHU’e
VMMYHHHX PeaKlMM Ha aHTUITeHH, aTepOoCKJIep03, PeBMaTOMUOHLIN apTPUT
M KpaCHY® BOJIUAaHKY ; OCTEOIIOPO3; OCTEeOapTPUT; 3aboJjieraHu4d,
BEI3BAaHHEIE BUPY CHEMHY, DaKTepHuallbHEMY, napasmTapHEMA ZANEZ!
TPUOKOBEIMM MHOeKUMAMM; ¥ pak. HamopuMmep, BUPYCHOe 3aboJjieBaHUe
MOXeT OBTE OJMKHEBOCTOUHEIM PECIUPATOPHEM CHHIOIPOMOM. CyOBLeKT,
KOTOPOMY BBEJIM al'eHT M XOHIOPOMTMHAZY, MOXEeT MMETL IIOBHIIEHHL WJIM
YCUJIEHHEM MMMYyHHBII OTBeT IIO CpPaBHEHMI C CYyOBEeKTOM, KOTOPpOMY
BBOIOUIIU TOJILKO areHT. [TOBEIIE HHEIM VIMMY HHEIN OTBET MOXeT
UCIOJIL30BATLCA IOJIS JIedeHUS U/WiIM  OpoduilakKTuku 3abojieBaHuil Yy
cybmeKkTa.

[000231] BoJjiesHB MOXeT OBITH pakoM, HalpuMep,
accoummMpoBaHHEM ¢ HPV pakoM, HBV-accouMMpOBaAHHEM pakoM, paKoM
AUMYHUKOB, PakoM IIpelcTaTeJIbHOM XeJie3b, PaKoM MOJIOUHOM XeJIesH,
pakoM MO3T'a, pakoM TOJIOBH M ey, pakKoM TIopJia, pPpakoM JIeT'kKoro,
pPakKoM TIIeueHM, pakoM I[IOIXKeJYIOUHOM XeJie3H, pPakoM IIOUKM, pPakKoM
KOCTM, MeJIaHOMOM, MeTacTaTUUeCcKMM pPakKoM, pPakoM, CBA3SaHHBEM C
hTERT, pakoM, CBA3aHHEM C FAP-aHTUI'eHOM, HEMEJIKOKJIETOUHEIM pPaKOM
JIeTKOTO, pakKoM KPOBM, KAapLUMHOMOM IMIMIEeBOOa C OPOTOBEeHMEM, pPaKoM
me¥kM MaTKM, PakKoOM MOUEeBOTO IIY3HPS, KOJOPeKTaJIbHEM pakKoM, pPakoM
XkeJlyokKa, PakKoM aHaJIbHOTO OTBEepCTHHA, CHMHOBMAJBLHOM KapLMHOMOM,
PaxKoM fAMUeK, PelUUIVBUHPYIIUM PecClIMpaTOpHEM IadujIJIOMaTo30M, pPakKoM
KOXM, TJIMoBJIacToOMOM, rernaToKaplUMHOMOM, pPaKoM XeJlyokKa, OCTPHM
MUEJIOMIOHHEM JIEMKO30M, TPWXIOE HETATMBHEM PakKOM MOJIOUHOM XeJie3H U

IIePBUYHOM KOXHOM T-KJIEeTOUHOM JIMMOOMON .
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[000232] YKa3aHHHEM CIOCOD MOXeT IOOIIOJIHMTEJILHO  BKJIOUYATDH
YMeHBIIeHe pa3Mepa Pa3BUTOM OINyXOJM MM IopaXeHusa Yy CcyObeKTa.
OnnyxoJib MOXeT OBTb yYMeHbIleHa B pa3Mepe Ha OT okoJjio 50% mo OKOJIO
100%, or okoJgio 60% mo okoJjio 100%, or okojo 70% mo okojio 100%, oT
okoJio 80% mo okxoJgio 100%, oT okoJgo 90% pmo okxoJjgo 100%, oOT OKOJIO
50% mo okoJgo 95%, oT okoJgo 60% @mo okoJgio 95%, or okoJjgio 70% @mo
okoJio 95%, oT okoJo 80 mo okoJo 95%, or okoJio 90% mo okoJio 95%,
oT okoJio 50% mo okojgo 920%, oT okoJo 60% mo okoJo 90%, oOT OKOJO
70% mo okoJo 90% miam oT okoJyio 80% mo okoJo 90% 1o CcpaBHEHUI C
BBeIeHUeM areHTa Bes XOHIOPOUTUHA 3L u/nnm TMaJlypOHUIAa 3,
HalpuMep. OOyxoJib MOXeT OHTb YMeHBIleHa Ha okoJio 80%, Ha OKOJIO
81%, Ha okoJIO 82%, Ha okoJiO 83%, Ha okoJo 84%, Ha okoJo 85%, Ha
OKOJIO 86%, Ha OKoJIO 87%, Ha okoJio 88%, Ha okoJIoO 89%, Ha OKOJO
90%, Ha okxoJio 91%, Ha okoJo 92%, Ha okoJo 93%, Ha okoJo 924%, Ha
okoJio 95%, Ha okoJO 96%, Ha okoJgio 97%, Ha okoJio 98%, Ha OKOJO
99% wmum Ha okoJjo 100% 1[0 CpaBHeHMI C BBeIOeHMeM aleHTa 0es
XOHIOPOUTHHASH U/UJIM TUaAJIYPOHMIASH, HalpuMep.

[000233] YKa3aHHHEM CIOCOD MOXeT IOOIIOJIHMTEeJILHO  BKJIOUYATDH
YBeJIMueHre  perpeccun ONIyXOJIM Y cybnekTa 1o CpaBHeHUI C
CcyOBeKTOM, KOTOPOMY BBOIOMJIM aTreHT 0e3 XOHIOPOUTUHASBH U/UJIU
TMaJlypPOHUIOA3H . BreneHue areHTa c XOHIOPOUTHHA3OM n/uim
THaJIyPOHMIA30M MOXET YBEJIUUUTL perpecCHio OIIyxXOJIM Ha OT okKoJio 40%
oo okoJjgo 60%, oT okojgo 45% mo okoJsio 55% wmim okoJgo 50% 1o
CPpaBHEHUIO c BBeIeHMeM areHTa Bes XOHIOPOUTHVHA 3 n/nnm
TraJlypoOHMUIase, HalpuMep. BBeIeHMe aTleHTa C XOHIPOUTUHASOM W1/UIINU
THaJIyPUIas30y Takxe MOXeT YBEJIMUMTL CKOPOCTL PeTrpecCUM OIIYyXOJM.
BBemeHre aTreHTa C XOHOPOUTHMHAZ0M U/UIM ITHaAJIYPOHUIA30M MOXET
OOIIOJIHUTEJILHO O0eclleuMBaTh PEerpeccHid ONYyXOoJM Yy cydbeKTa Ha OKOJIO
or 80% mo okoJjio 100%, oT okoJgio 85% mo okxojgio 100%, oT okojo 90%
oo okoJio 100%, oT okoJio 95% mo okxoJsio 100%, oT okxojio 80% mo OKOJIO
95%, oT okojyio 85% mo okoJo 95%, oT oxkoJio 20% mo okxoJjio 95%, ot
okoJsio 80% mo okoJjgo 90% wmim oT okoJo 85% pmo okojgo 90% 1o
CpaBHEeHUMIO c BBeIeHMeM areHTa Bes XOHOPOUTHVHA 3 n/nnm
TMaJlypoHunmase. OnyxoJieBad perpeccusa MOXeT COCTaBJATE okoJio 80%,
okoJiIo 81%, okoJIO 82%, oOokKoJIO 83%, okoJio 84%, okxoJo 85%, oKoJoO

86%, okoJgi0o 87%, okoJiO 88%, okxoJo 89%, okojio 90%, okoJjgio 91%,
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okoJIo 92%, okoJio 93%, okoJjgio 94%, oxkxoJsgio 95%, okxojJo 96%, O0OKOJO
97%, oxkoJjyio 98%, okoJjo 99% wmim okojo 100% y cyOBeKTa, KOTOPOMY
BBOOAT areHT C XOHIPOUTUHABOM M/WIM THaJIyPOHMIAZ0M, II0 CPAaBHEHMIO
c BBeIeHUeM TOJIBKO OOHOTO areHTa.OnyxojeBasa perpeccusa N4
cybrwekTa, KOTOPOMY BBOIOAT areHT c XOHIPOUTVHA3OM n/Uim
THMaJlypOHMIAa30M, MOXEeT TakKXe COCTaBJIATE okoJo 90% wmiam okoJjo 100%.

[000234] YKasaHHHM CIOCO® MOXeT IOOIOJIHUMTEJIBHO BKJIOUATDH
IpenoTBpalleHMe pPal3BUTUS pakKa WMIM OIyXoJdM VY CcybbekTa, KOTOpOMY
BBOIMUJIM ATEHT C XOHOPOMTMHASZOM. 3Ta OpoduilakTMKa MOXeT II03BOJIUTDL
CcyOBeKTy, KOTOpOMY BBeJIM al'eéHT ¢ XOHIPOUTUMHAZOM, BHXMUTL IIPU
IO IBJICHUMN paka B BynoymeM. OpyTuMm cJoBamu, areHT c
XOHOPOUTUHA30M obecleurBaeT B3allUTy OT paka CcydObeKTy, KOTOopOoMYy
BBOIUTCSA al'eHT C XOHIOPOUTMHAa30M. CyObLekKT, KOTOPOMY BBeJIM areHT C
XOHIOPOUTHHAZ0M, MOXeT ¥VMeThb OT okoJo 90% zmo 100% BEXXMBaeMOCTHU
Ipu pake IO CPaBHeHUIO C BBedeHMeM TOJIbKO OIOHOTo areHTa. CyOLeKT,
KOTOPOMY BBeJIM aTleHT C XOHIOPOMTMHAa30M, MOXeT MMeTh OokoJio 90%,
okoJio 91%, okoJio 92%, okoJgio 93%, okxoJgo 94%, okxoJo 95%, okxoJo
96%, okoJio 97%, okoJjgo 98%, okoJo 99% mim okoJjio 1003 BHXMBaAeMOCTU
Ipu pake, IO CPaBHEeHUI C BBeIeHMEeM TOJLKO OIHOTO aleHTa.

[000235] HaHHOE nzobpeTeHNre nMeeT MHOXECTBO ACIIEKTOB,
WJIJIOCTPUPYEMEIX CJEeOYIIMMY HeOTPaHUUYMBAKIVMU [IPMMEPaMA .

5) IpumMepn

[IPUMEP 1

Crnnoco6m nns1i [lpuMepor 2 m 3

[000236] B ofmeml cJjoxHoCcTM 20 MuIIeM »nJjsg o00oMX MCCJIeIOBaHUM
INO-16-056 (Balb/c) wmmm INO-16-057 (C5H7BL/6) OwbimM pasmejleHH Ha
YyeTHpe TpPyHNOH M3 5 caMoOK MeIIEM (B BO3pacTe 6-7 Henejb) U OBJIM
VMMYyHUBUPOBaHE pPGX9214, IOHK-mjIa3MmMOoMd, KoIMpVIIel uejloBeuecKoe
anTuTeso (DMAb), peakumoHHOCHoOcCOoOHOe kK Pseudomonas aeruginosa.

[000237] JleByn TA MHIIY KaXOIOM MHIIM B SKCIEPUMEHTAJLHOM
rpynne 2 (cm. Tabmmuy 1) HOpeXpapuUTellbHO ofbpabaTeBaimn 30 MKJII

TrMajlypoumumase (400 eIMHMIl/MIJI, OUMIEHHOM M3 CeMeHHMKOB OHKa) 3a

30 MH oo OOCTaBKU pPGX9214. Menum 3-1 TPYHOIIEL  [IOJIYYaJiu
npeIBapnuTeIbHYI 0bpadoTry 30 MK.JI XOHIOPOUTUHA 3E AC "3
Flavibacterium heparinum, a MEBIIIaM TPYTIIE 4 oaBaJiu

IpenBapuTesibHYID 00paboTKy, CcoOepXalyl KOMOMHALMIO I'MaJlypPOHMIOASH U
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XOHIOPOUTHHABH B TeX Xe KOHIEeHTpalMAx B M MX JieByl TA-MBIIY, U 3a
3TUM cCJienoBaJl pGX9214 mumoc 311 uepes 30 MMHYT. MBIaM KOHTPOJLHOM
rpynns (rpynna 1) Beomuim OCE mo mocTtaBku IOHK m OII.

[000238] ImazmupgHyo IOHK BROIDMIM B KOHUeHTpauuu 0,1 Mo B 30
MKJI SSC BHY TPUMEBIIEUYHO B y4acTKH, KOTOpPHE noJiy4aJm
openBapuTeJibHyl 00paboTky depMeHTOM (rpynmna 2, 3 M 4) winu ObUIK
Be3 mnOpenBapuTeJibHOW ob6padoTku (rpymnmna 1), ¥ BJIeKTPOoNIopalMio

NPOBOOMIIM Cpa3y IIoCJie MHBEKLUUM. IJEKTPOIopalMi IIPMMEeHAJNIM K MeCcTy

MHBEKLVY C MCIOJIb30BaHMeM nprbopa CELLECTRA®-3P (2 MM 3JIEKTPOIH)

(Inovio Pharmaceuticals, Inc.). IlapaMeTpb OBUIM CJIeOYIOMVMHA

KonuecTBO MMIIYJIECOB=2 CEepUM U3 2 MMIYJIBCOB (2x2),

Cuyta Toka=0,1 A,

MakcumMmalibHOe HalpsaxeHme=200 B,

OIUTeJIEHOCTE MMIIYJIBECa SJEeKTPpolopaluun=52 MUJIJINCEKYHIE,

VHTepBaltl, pasnesomme VIMITYJIbCEI=0, 2 CeKyHIE MeXay
VMMIOyJIbCaMM M 3 CeKYHIH MexXOy KaxXIoM cepuel UMIIYJLCOB.

[000239] B cyTkm 0, 3, 7 y wMbpmen Opaau kpoBb (50 M), "
ypoBHM IgG Kalma JYeJioBeKa (DMAb  PseudoV2L2MD) N3MEepAIU B
CHIBOPOTKEe C IoMombpio VOA.

[000240] Isg aHalM3a I'YMOPAaJIbHEIX OTBeTOB IIpoTMB hIgG ObBLI
BHIIIOJIHEH VOA HpPOTHMB CTaHOapTHOTO 0Oejska hIgG kammna.

[IPUMEP 2

OfpaboTka MmO XOHOPOMUTMHASBOM OO [MHOOCTABKM BaKLMHH pPpMAb -
Balb/c

[000241] OmnpenendanM YPOBeHb B»KCIOpeccur, Koaupyemoro [IOHK,
MOHOKJIOHAJILHOTO aHTUTeJla B CHBOPOTKe Mbmel Balb/c, o6paboTaHHHEX
pPGX9214 (Pseudo V2L2MD) . [lpenBapuTesibHaa o0O0OpaboTka YydacTKa
OOCTABKM B MHIIIE XOHOPOMUTMHAZ0M AC m3 Flavobacterium heparinum,
aHaJIOTMYHO  I'MaJlypOHMIase, IOJIyUeHHOM U3  ObBUbUX CEeMeHHUKOB,
3HAUMTEJILHO [IOBHIIAET HOEeTEeKTUPYEMBEE CHUCTEMHEEe YpoBHM hIgG B
CEIBOPOTKE.

Tabmuua 1l: HeTalmM sKCIepuMeHTa 04 llpumepa 2
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1/TA,
831- CELL.,
1. 5 &CB pGX9214 JIe BB 30 0,1 0,1
835 3P
YYacToK
*
T'mManypoHuma 1/TA,
836- CELL.,
2. 5 3a pGX9214 JIe BB 30 0,1 0,1
840 3P
(ceMeHHUKU Y4acToK
BBIKA )
* %
1/TA,
841- | XoHOpouUTHHA CELL.,
3. 5 pGX9214 JIe BHI 30 0,1 0,1
845 3a AC ( F. 3P
Y4acToK
Heparinum )
XOHOPOMUTHMHA
3a AC ( F.
Heparinum 1/TA,
846- CELL.,
4. 5 ) tTmanypoHmu | pGX9214 JIeBBIL 30 0,1 0,1
850 3P
masa Yy4acToK
(ceMeHHUKMU
ObIKAa )

[000242] * TwmaJjgypoHumasza: Sigma Aldrich; N B kaTajore
H4272-30 Mr; 400em./m; 4 mrj/100 Mg OCB.

[000243] ** XoHmapouTuHaza; Sigma Aldrich; N B kaTajore
C2780; 0,5en./mn; pasbaBuTrh 1:10 u3 croka B OCB.

[000244] ob6paboTrka OQepMeHTaMM OpoBoOMJIack 3a 30 MMHYT IO
nocraeku DMADb.

[000245] Tabmuua 2: JeTanu maasMuis nJjs [lpuMepa 2

DaTa
Kono Haszpauune N mapTnm R&D
MBTOTORJISHUST
pGX9214 Pseudo V2L2MD D150827 9/1/2015
[IPMMEP 3

OfbpaboTka MmO XOHOPOUTMHASBOM OO [MHOOCTaBKM BaKLMHH IIIOHK -
C57BL/6
[000246] Tlomo6uHo MemaMm Balb/c, wemm C57BL/6, o6pad®oTaHHEE
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XOHIOpOUTHHa30M u pGX9214, IDeMOHCTPUPYIT IIOBHIIEHHEM YPORBEHDb
DKCIIpeccun, rkomupyemMmoro [IOHK, MOHOKJIOHAJIBHOTO aHTUTeJla B UX
CEIBOPOTKE II0 CPaBHEHMK C MBIIaMM, KOTOPHE IIOJIydaJiM TOJIbKO pGX9214
mwaoc  O®CEBE. VYpoBHM hIgG OBIM COINOCTaBMMEL C YPOBHAMM Yy MHIIEN,
npeIBapuTeJIbHO 00paf®oTaHHEX TIMaJypOHMIOA30M Iepel MHBeKlUrer IOHK u
3II, TeM caMeM I[IOKas3eEBasg, UYUTO IIpelBapuTellbHasa obpaboTka yduacTKa
OOCTaBKM B TA MBIILY MBIIM XOHOPOUTHMHASOM SBHAUMTEJILHO IIOBHIIAET
cuCcTeMHHe ypoBHM hIgG B CEHBOpOTKe. (CM. Qur. 2).

Tabmuua 3: JeTalM sKCIepuMeHTa 0J4 llpuMmepa 3
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1/TA,
876- CELL.,
1. 5 dCB pGX9214 JIe BHI 30 0,1 0,1
880 3P
yuacToK
*
1/TA,
881- T'manypoHMOas CELL.,
2. 5 pGX9214 JIe BHI 30 0,1 0,1
885 a (ceMeHHUKHU 3P
y4uacToK
BBIKa )
* K
1/TA,
886- XoHOpoOUTHHA S CELL.,
3. 5 pGX9214 JIe BB 30 0,1 0,1
890 a AC ( F. 3P
yyacTokK
Heparinum )
XOHOpOMTHHA'S
a AC ( F.
Heparinum 1/TA,
891- CELL.,
4. 5 ) +TmanypoHun | pGx9214 JIe BB 30 0,1 0,1
895 3P
asa yuacToK
(ceMeHHUKU
BBIK A )

[000247] * TwmajypoHMOaza: Sigma Aldrich; N B xkaTajore
H4272-30 mr; 400em./mmn; 4 mri/100 mra OCB.

[000248] ** XoHOpouUTMHa3za; Sigma Aldrich; N B kaTajore
C2780; 0,5en./mn; pasbaBuTs 1:10 m3 croka B OCB.

[000249] OOGpaborka OQepMeHTaMM OpoBOOMJIaCck 3a 30 MMHYT IO

mocTaBkM DMAD.
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Tabmuua 4: Heranu mimasMunel nia [IpuMepa 2

Hdara
Kon Haszpaunune N mapTnm R&D
NBTOTOBJISHUS
pGX9214 Pseudo V2L2MD D150827 9/1/2015
[000250] Peswome IIpuMepoB 2 wum 3. IaHHBEIE MCCJIeOOBaHMUA

OEeMOHCTPUPYIOT, UYTO BBeleHMe XOHIPOMUTMHazH B TA MBIIY MBIIEN
Balb/c, a Takxe Mpmelr C57BL/6 mo nmocTaBkM DMAb rwioc 3I youiIMBaeT
skchnpeccuo hIgG B CHBOPOTKe. Ha dur. 1 HOpOOeEMOHCTPUPOBAHO, UYTO
skcrpeccus hIgG B CHBOPOTKe Yy Memel¥ Balb/c B MoMeHT mnura (7-e
CYTKM) B Tpylne 3 OpedBapUTeJIbHO 00paboTaHHOM XOHIPOUTHHA3ZOM
Owula yBeJMueHa B 13,5 pas (cpenHee 3HaueHue 2904,53 ur/mMmi) 1o
CpaBHeHUI C Tpynonou 1 (cpejHee =Hauenme 214,86 ur/mi). C5H7BL/6,
roJlydaBlne TaKVyIo xe obpaboTKy (McciiegoBaHMe INO-16-057),
IPOOEeMOHCTPUPOBAJM 8, 8—KpaTHOe yBeJiMueHMe sBKclpeccuu hIgG B
CHIBOPOTKe Ha 7/-e CYTKM B Tpylle 3, IOpelBapuUTelbHO oOpadoTaHHOM
XOHIOPOUTUHAZOM (cpenHee 3HaueHMe 5428,49 Hr/MI) 1O CpPaBHEHUIO C
KOHTPOJILHOM Tpymnnor 1 (cpedHee sHaueHMe 618,21 HT/MI). YPOBHU
skcHpeccun hIgG B CHBOPOTKEe TIpPYIIl, IIpeldBapUTeJIbHO 00paboTaHHEX
XOHIOPOUTHHAZ0M, OBJIM COINOCTaBMMEL C YPOBHAMM 53KcIOpeccur hIgG B
CEIBOPOTKE, IIPOOEMOHCTPUPOBaHHEIMA B rpynnax, npenBapnUTeJIbHO
00paBoTaHHEX I'MaJlypOHMIA30M B OOOUX JIMHUAX MHIIEN .

[000251] IIpeXRapuUTeJibHyl 00paBOoTKy  MBIILIE XOHIOPOUTMHABOM
MOXHO MCIIOJIB30BATEL MOJIA YyCUIJIeHMSA sBKcopeccur DMAb B MBIIMHOM
CEIBOPOTKE.

[IPUMEP 4

Crnoco6bm nnss [IpuMepa 5

[000252] UYeTrlpeM TpylllaM CaMOK MOPCKMX CBMHOK, COIepXalllix
jnfe) [I9Thb KIVBO THEIX Kaxmoasd, BBOIOMIIN pGX9207, IDHK-r1asMmmy,
KOIVPYKIYID UYeJJoBeuecKoe aHTuTeJyio (DMAb), peakTMBHOE K BUPYCY
OIMXHEBOCTOUYHOT'O pPEeCHMpaTopHOTO cuHIpoMa (MERS-coV). WHBekKUMS
IOHK C rnocJenywoien 2JIeKTponopaumen BHIIIOJIHAJIACh B obeunx
UeTHpeXIJIaBhX MHIIIAX (KBaIpMlellCcax) BO BCeX I'pylllax.

[000253] MoOpCkKMX CBMHOK M3 TIpylle 3 obpabaTeBain 200 MKJI
XOHOpouTHHas3e AC (0,5 emmHmMu/MII) B KaxIyio MeIIy 3a 90 MMHYT 1O
nocraeku DMAb. KOHTPOJIBHEHE TIpPYNINEl JKUOO OBUIM HOpeOBapUTeJIbHO

obpaboranel ®CE (rpynna 1), Jmbo rumaldypoHmmaszom (rpymnna 2, 400
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eouHUIL/MJI, OUMIEeHHas W3 CEeMeHHMKOB Ovka). UTOOH [IPOBEPUTH,
objlamjaeT JIM XOHIOPOMTHMHAZa aOIVUTUBHEM 5S0dekToM IJIA Oelpalaliu
BHEKJIETOUHOT'O MaTpUKCa KBaIPULEIICOB npu OOCTaBKe c
TMajlypoOHMIOa30M, XMBOTHEIX  [IpeOBapMUTelIbHO  ofOpabaTHBagu  000OMMU
bepMeHTaMM, I'MaJlypOHMUIA30M M XOHOPOMTHMHa3o0M, =3a 90 MMHYT OO
nocraeku DMAb um 3II B rpynre 4.

[000254] PGX 9207 BBommmM B KkoHUeHTpaumm 0,45 mr B 200 MKJI
SSC BHYTPMMBIIEUHO Ha YydacTKax, KOTOPHE IIoJydaliM I[IpeIBapUTeJIbHYIO
oBpaboTKy depMeHTOM (I'pynnna 2, 3 m 4) MJIM ydacTkax 0ez3s
npeIBapuUTeNIbHOM obOpaboTku (I'pynna 1), m B3I BHOOJJHAIM Cpas3y IIOoCie
VMHBEKLIUN . SJIEKTPONIOpalMl  [IPMMEHAJIN K  Y4YacTKy  MHBEKLUU C
UCIIOJIb30BaHMeM ycTporcTBa CELLECTRA®-3P (8 MM sJekTpons) (Inovio
Pharmaceuticals, Inc.).

[000255] TlapaMeTpH OBJIM CJIeIYIMMU :

[000256] KoaMuecTBO MMIIYJIECOB: 2 CEePUM M3 2 MMIIYJBCOB (2X2);

[000257] Cmina Toka: 0,2 A;

[000258] MakcumallbHOe HamnpsxeHue: 200B;

[000259] HIIMTEeJIbHOCTD MMIIYJIbCa DJIEKTPONOpaLun 52
MUJIJIMCEKYHIEL

[000260] UMHTepBaJibl, pasnejidwlye UMIIYJLCH: 0,2 CeKyHIOE MeXIy
VMIIyJIbCaMM ¥ 3 CeKYyHIOH MeXOy KaXIoW cepuel MMIIYJILECOB.

[000261] B cyTxkm O, 3, 7, 10, 14, 17 m 21 y MOPCKMUX CBUHOK
oTdbupaln KpoBb (200 MKJI), a YPOBHM UeJloBeueckoTo I1gG kanma (DMADb
MERS-hIgG) m3MepsasiMCh B CHBOPOTKE C HoMombi MOA.

Tabmuua 5: JeTanu sKCclIepuMeHTa nJd IllpuMmepa 5
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* l/
I'manypoHnzn KBaOpulernc, CELL., 8
206- pGX920
2. 5 asa JIeBHM U MM, 0,2 0,451]10,9
210 7
(ceMeHHUKM IpaBblL yIOJIMHEeHHBIL
OhIK A ) y4dacToOK
* K
1/
XOHIOPOMU TUH
KBagpulerc, CELL., 8
211- | asa AC ( PGX920
3. 5 JIEBHIM U MM, 0,2 0,451 0,9
215 | F. 7
IpaBbiL YIOJIMHEHHBIA
Heparinum
yu4acToK
)
XOHOPOM TUH
asa AC
1/
(F.
kepagpuuenc, | CELL., 8
216- | Heparinum) | pGX920
4. 5 JIeBHM U MM, 0,2 0,451 0,9
220 | truanypouu | 7
Ipa BBl YIOJIMHEHHBI
masa
y4acTokK
(ceMeHHUKU
BBIKAa )
[000262] * TuanypoHumasa: 400 em./mil.
[000263] ** XoumpoumTmHasza: 0,5 em./mi.
[000264] OOpaborka OQepMeHTaMM OpoBOOMUJIaCck 3a 90 MMHYT IO
nocraBkyu DMAD.
Tabmuua 4: JeTanu mmasMunsl nia I[IpuMepa 2
KonuenTpaums Hara
Kon HaszBaHMe N mmapTnm R&D
(M /™Mi1) NBTOTOBJICHUS
OBBbeOIMHEHO U3
pGX9207 MERS IgG 8,7 wMr/mi 2/26/2016
HIUXEeYKa3aHHBIX
D150803A 13,9 8/6/2015
D150730 10,6 8/3/2015
D150528 10,4 5/28/2015
D150728 8,45 7/28/2015
D150311B 5,6 3/11/2015
D163682 1
D160216 8,93 2/6/2016
[IPMUMEP 5
Ob6paboTka XOHIOPOMUTMHABOM YCUIMBAET CUCTEMHYI0, OCHOBAaHHYI Ha
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JHK, skcrIpeccHMio aHTUTeJa

[000265] [evcTBUMe XOHOPOMTMHAZ3H AC, TIIOJIydeHHOM Hu3 OakTepuwn
Flavobacterium heparanum, TIIOBHAeT CUCTeMHHe YpoBHM hIgG B
CHBOPOTKE Yy MOPCKMX CBMHOK IIOCJIe BBeleHusa pGX9207 nyTeM UHBEKLUU
1 BJekTponopauuu (3II) .

[000266] KuHeTuka ypoBHeM hIgG B CHBOPOTKE Y MOPCKMX CBUHOK
XapTau OpOoIeMOHCTPpMpOBaHa Ha Odur. 3. B KaxmoM Tpylle IIMKOBas
BKCHpeccusa HabomaeTcsa Ha /-e CyTkKM. Mopckue CBMHKM XapTJiu,
obpaborannure 0,5 emuuuil/MjI XOoHOpOoUTHMHaszwl AC B 200 Mg B o00a
KBampullenca 3a 90 MmMHYT »Oo »nocTaBkuM DMAb m 3l mmenmu 8, 6—-KpaTHOe
yBeJiMueHMe ypoOBHA hIgG B UMX CHBOPOTKe (CpelHee 3HadeHue 7-X
CYTOK  — 485,39 ur/Mi), ife) CPaBHEHMIK C MOPCKMMM  CBMHKaMU
npenBapuUTeJIbHO O00pabOTaHHEMY KOHTPOJIBEHEIM peareHToM OCE (CcpenHee
3HaueHMe 7-X CYTOK - 98,79 ur/mju, cMm. dur. 3). IlpemBapuTesibHaS
00paboTka XOHOPOUTHMHAZOW HOpMBOIMJAa kK 1, 74-KpaTHOMY YBeJUUEHUO
ypoBHen  hIgG, 1o CpaBHEHUD c IpeIBapUTEeJIbHOM  0OpaboTKoM
THaJlypoOHMIas30l (cpelHee 3HaueHue 7-X CyTok - 278,41 ur/mi),
MCIIOJIBE3YEMOM B KaudueCTBe IIOJIOXKMTEeJIEHOTO KOHTPpoJa. OOHOBpPEeMeHHOe
IpuMeHeHMe oboux oO¢epMeHTOR 3a 90 MMHYT OO »pocTaBku DMAb u  3Il
(cpenHee 3HaueHue 849,57 HIT/MJI) CBMIOETEJLCTBYeT 00 aIIUMTUBHOM
sbbexTe (HOoBHIIEHMe B 3 pasa IO CpPaBHEHMIO C IHaJlypOHMIA30M U B
1,75 pas o CpaBHEHUID C XOHOPOUTUHA3OM) .

[000267] KoHueHTpauuu IgG, oBOHaApPyYXeHHEE B CHBOPOTKE MOPCKMUX
CBMHOK, [IOOBEPTIMXCSI BO3OENCTBUIO KOMOMHAaUUM bepMeHTOB
TMaJIlypPOHUIOA3E M XOHIOPOMTHMHASE, OBJIM BHIIE 10 CPaABHEHMK C YPOBHAMU
Y MOPCKMX CBMHOK, IIpeIBapUTeJIbHO o0pa®OoTaHHEX OIOHMM OQepMeHTOM.
[IpyuMep KUMHeTUKU sKCIpeccun pGX9207 mzobpaxeH Ha dur. 4.

[IPUMEP 6

XoHIOpOUTHMHASBA yCcuUnmBaeT DKCIPEeCCHIo Benka, KOIOUPYEMYIO
mIasMugon y Memmer (INO-16-056 m INO-16-057)

[000268] B ofmemnm ciioxHocTM 10 Memer misg INO-16-056 (Balb/c)
mian INO-16-057 (C57BL/6) ObIM pas3lelieHH Ha IBe TPYINH M3 5 CcaMoK
MEIIEW (B BO3pacTe 6-7 HeleJdb) U NOJYYUMIM UHBeKIUMD pGX9214
(PseudoV2L2MD (N0 maprum D150827)), IOHK-1J1a3MMIOE, KoIMpyomen
yeJjioBeuecKkoe aHTuTeJio (DMAb), peaKUMOHHOCIIOCODHOe K Pseudomonas

aeruginosa.
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CKEeJIETHYIO METIILY
Tpyllle 2 (Tabimua
MKJI XOHIPOUTHHA 3H

Flavibacterium heparinum,

pGX9214.

mocTaBky IOHK m 3II.

MemiaM KOHTPOJILHOM

T'OYIIIIEL

Sigma Aldrich)

(rpymnna

Kaxmoom

6)
AC

MBI
npenBapuTeJIbHO
(oUMIIEHHOM us

3a 30 MMH @»OO IOCTaBKU

1)

BrOOMIJIM @®CBE 1o

Tabmmua 6: JeTalM BKCIepuMeHTa 0Jd IlpuMmepa 6
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m 5 d n K i _~ b
E -~ 0 i o P B x B & TE | 87
5o e B X 8 - 0 Ei R o g 2| %«
Y i B O § g0 oM S UEl B, 5
= B S 0 o ¥\§ m qﬁz qo ®
o B o 0 o o p B S B 0 g0 & B K]
& a s s 0§ U 9 0 o= abf 3w
z% h m O [ [ % = 0 m mm 10"1‘
5= > H o $ % O 0 0 o 8 B
= | 2 s § 5O 2
s > 8 =
831- 1/TA, nesasd CELL.,
1. 5 ®CB PGX9214 30 0,1 0,1
835 CTOpPOHAa 3P
*
841- | XoHmpou 1/TA, nesad CELL.,
2. 5 pGX9214 30 0,1 0,1
845 THUHAa3a CTOPOHAa 3P
AC
[000270] * IIpoTokoJs Tabimuer 6 INO-16-056 - XOHOPOUTHHASZA
AC (Sigma Aldrich, N B xarajore C2780; 0,5enm./Mmu, obpadoTrka
bepMeHTOM OBUIa BHIOJHeHa 3a 30 MMHYT »Do 5»gocTaBku »OJHK. JnHMA
Memiein: Balb/c.
[000271] Tabmauua 7: [HOONOJHUTEJILHEE IeTalJlM SKCIeprMMeHTa OoJis
[IpumMmepa 6
q B 3 LB ox B o
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1/TAa,
876- CELL.,
1. 5 &CB pGX9214 | nemas 30 0,1 0,1
880 3P
CTOpPOHAa
*
1/TA,
886- XoHIOpou CELL.,
2. 5 pGX9214 | nerasa 30 0,1 0,1
890 TMHAas3a 3P
CTOpPOHAa
AC
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[000272] * IlpoTrokos Tabaumue 7 INO-16-057-xoHmpomTmHaza AC
(Sigma Aldrich, N B kaTajore C2780; 0, 5en./mi, obpaboTka
bepmMeHTOM OBUJIa BHIIOJHeHa 3a 30 MMHYT 100 »nocTaBkmM DIOHK. JiMHUSA
Memeri: C57BL/6.

[000273] IlmazmvmpoHyo IOHK BROOMIM B KOHUeHTpauuu 0,1 Mr B 30
MKJI SSC BHY TPUMEBIIEUHO Ha ydacTKax, KOTOPHE [oJIy4dalin
OpenBapUTeJIbHyD 00paboTKy GepMeHTOM (Ipyllda 2) WIM ydacTkax 0es
npeIBapuUTeJIbHOM o00paboTku (Tpymnna 1), M 3JeKTpolopalyilo IPOBOIUINU

cpasy IIOoCJIe MHBEKLUM. OJIeKTpoliopalMio IIPMMEHAJIM K MeCTy MWHBEKLUU

C McIoJib30BaHMeM nOpuodtopa CELLECTRA®-3P (2 MM sJekTpome) (Inovio
Pharmaceuticals, Inc.).

[000274] IapaMeTpH OJ4 MHIIEeM OJS BCcexX DSKCISPVMMEHTOB B S2TOM
oTueTe OBUIM TaKUMU:

[000275] KoamMuecTBO MMIIYJIECOB=2 CEPUM U3 2 MMIIYJBCOB (2X2),

[000276] Cmiya Toka=0,1 A,

[000277] MakcuMmaJlbHOe HamnpsaxeHme=200 B,

[000278] IINTEeJILHOCTE MMIIYJILCa BJIeKTponopaumumn=52
MUJIJIMCEKYHIEL,

[000279] MHTepBaJiE, pas3leydplye WMMIYJbCE=0,2 CeKYHIHE MeXIY
VMMITyJIbCaMM M 3 CeKyHIH MeXIy KaxXIOoW Ccepuel MMIIYJLCOB.

[000280] B cyrxm 0O, 3, 7 y wMbmmer oTdbupasau KpoBb (50 MrJ), a
ypoBHU IgG Kallla UYeJIOBeKa (DMAb  PseudoV2L2MD) U3MEPAIU B
CEHIBOPOTKe C IromMomsino VOA.

[000281] PesyiabTaTH INO-16-056:

[000282] 3mech TmOpencTaBlIeH YPOBEeHb BKCIPEeCCUM KOOUPYEMOTO
IOHK MOHOKJIOHAJILHOTO aHTUTEJa B CEIBOPOTKE MBIIem Balb/c,
obpaboTaHHHX pPGX9214 (PseudoV2L2MD) .[IlpensapuTesibHad 0o0OpaboTka
ydJacTKa [OOCTaBKM B MBIIUE C  IIOMOWIBI  XOHIOpOUTHMHa3E AC U3
Flavobacterium heparinum 3HauMTEJBHO IIOBHMAaeT OeTeKTHPYeMBe
CUCTEMHEE YPOBHM B CHBpPOTKe hIgG (dur. 5).

[000283] PesyabTaTeH INO-16-057:

[000284] TIlomoBHo MemaM Balb/c, wMemm C57BL/6, o00pad®oTaHHHeE
XOHIOpOUTHHa30M u pGX9214, OeMOHCTPUPYIT  IIOBHIIEHHEM  YPORBEHb
DKCIIpeccun KOoIOMpyeMoTo IOHK MOHOKJIOHAJIBHOTO aHTUTeJIa B mX

CEIBOPOTKE IIO CPpaBHEHMIO C MbIIaMM, KOTOPEE II0JIydaJiiM TOJIBEKO pGX9214
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e oCB (dur. o).

[000285] BroBOI mJjg mccljemoBaHuM INO-16-056 m INO-16-057:

[000286] 3T  MCCJIeDOoBaHUA OEeMOHCTPUPYIT, yTo BBeIeHNe
XOHIOPOUTMHASE B CKeJIeTHYI MBIy Memme’ Balb/c, a Takxe Mbmen
C57BL/6 @nmo mocTaBku DMAb moc 3l ycuarMBaeT 5SKchopeccuo hIgG B
CEIBOPOTKe. Ha Oour. 5 OIPOOeMOHCTPMPOBAHO, UYTO »KcHIpeccusas hIgG B
CHBOPOTKe Yy Memel Balb/c B IMKOBOM BPEeMeHHOM Touke (7-e CYTKHM) B
TpylIiIe 2, IpenBapUTEJILHO obpaboTaHHOM  XOHAOPOMUTHMHAa30M  Obljla
yBelImueHa B 13,5 pasa (cpenHee 3Hauenme 2904,53 wur/MI) 1o
CpaBHeHUIO C Tpynonon 1 (cpemHee =HaueHue 214,86 ur/mia). C57BL/6,
KOTOPHE TIoJydaJiM TakKyn xe obpaborky (mucciaemoBaHue INO-16-057),
IPONEeMOHCTPUPOBAJM 8, 8—KpaTHOe yBeJiMueHMe sBKclpeccuu hIgG B
CHIBOPOTKEe Ha 7/-e CYTKM B Tpylle 2, IOpeIBapuUTellbHO o0OpadoTaHHOM
XOHIOPOUTUHAZOM (cpenHee 3HaueHMe 5428,49 HT/MI) 1O CpPaBHEHUIO C
KOHTPOJIbHOM Tpymmnon 1 (cpemHee 618,21 wHT/MiI) .

[000287] BeuIOy BHIIEMBIIOXKEHHOTO, IIpedBapuTellbHad obpaboTka
MEIIIEL  XOHIPOMTMHABO0M  MOXeT OBTbL MCIOJb30BaHa IJSA  YyCUJIeHUS
sKkclpeccum nIHK.

[IPMEP 7

Cho-ABC (xoHgpouTHHasa ABC) KIMHMYECKOI'O YPOBHS KauecTBa
IPUBOINUT K YBEJIMYSHUIO YPOBHeM OeJIKOB, KOIOMPYEMHX Iuasmmupon (INO-
16-083B m INO-16-097)

[000288] Bhifele) B KOHEUHOM nurore [IepeHeCcTHr OCHOBHEHE
OOKJIMHUUECKHUE VCCJIENOBAaHUSA XOHIOPOUTMHA 3H B KJIVHUKY, OrLIa
IpOTeCTUPOBaHa XOHIpOoUTMHaza ABC KIMHMUECKOTO YPOBHSA KadecTBa.
[Io zapepeHMAM IIPOUBBOOUTEJISA, DTOT IIPOOYKT ouMmlaeTcsa U3 Proteus
vulgaris KaTMOHOOOMEHHOM XpoMaToTpaduert, ¥WMeeT HM3KME YPOBHU
SHOOTOKCHMHOB UM He COOEPXUT HUKaKMUX  [IpUMecel, TakMx  Kak
XOHIOpOCyJbbaTask, OpoTeasH, TIelapMHa3b M TelNapUTUMHASBH. YKa3aHHBMU
bepMeHT HOpPOARBRJIAET CXOIOHYK AaKTMBHOCTL C XOHIOpoOUTHMHazou  ABC
(Condoliase) oT Seikagaku. Kpome ToT0o, M @»obaBuiam GALNS,
UeJIOBEUECKYK PeKOMOMHAHTHYK XOHIpouTMHaszy (R&D system) k Hamemy
aHamMsy. O9OToT (QepMeHT, TakKXe M3BeCTHHIM KaK JM30CoMallbHad N-
alueTuIraJlakTo3aMMH-6-CcyJIbdpaTaza (GalNAceSs), TUOPOJIU3YET 60—
CyJibbaTHEe TPYIIIE € OVHWII N-auermn-D-rajakTozaMrH—-6-CyJibdaTa

XOHOPOUTHUHCYJIEDaTa u eOMHUAII D-rajlakTo3-6-CcyJibdaTa
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KepaTaHcyJbdaTa. B KIMHUKe 5DTOT QepMeHT IIpMMeHAeTCd IJIA JieYeHUA
cuHOpoMa MOpKMO TuIa A MIM MyKoNoJiMcaxapulosza 4A, JM30COMaJIbHOM
BOJIE3HM  HaKOILJIeHMUA. BoJjiesHb XapaKTepMusyeTCcsda  BHYTPUKJIIE TOUHEM
HaKOIUJIeHUEM KepaTaHcyJbdaTa n XOHIOPOUTUH-6—CyJIbdaTa n3-3a
OTCYTCTBMA GalNAc6S. JVCTOUHMKOM D2TOoTo Oejyika ABJdeTcsa Spodoptera
frugiperda, nogyudenHwr m3 Sf 21 (BaxkynoBupyc) Ala27-Hisb522 c N-
KOHIEeBEM 6-His-T3TOM.

[000289] Illespo OBJIO ONPEIeJIMTh CIOCOOHOCTE XOHIPOMUTHMHAa3E AC
(F. heparinum, Sigma Aldrich), xoumpouTMHaszu ABC KJIVMHUUECKOTO
YpOBHA kauecTBa (P. vulgaris, Amsbio) wm GALNS (pexkoMOMHAHTHAS
XOHIOPOUTHHA3a U4eJioBeka, R&D systems) njad yCUIIEHUS DKCIPEeCCUU
nIHK. Ilozxe mccienoBaliM BJMAHME PAa3JIMUHEIX 003 XOHIOPOUTHMHAaSRE ABC.

[000290] INO-16-083B: njusa OlLEeHKUM 50POeKTMBHOCTHM TpPexX pPa3HHEX
TUIIOB XOHIOPOUTMHASZ MemelV Balb/c paszpenunu Ha 4 TpPynne m3 5 Memmew
Ha TIpynny. Kaxmasg MeIbL OoJydyaJa MHbekiuio 0,1 M miasmuoHou ITHK
pPGX9203, kKomuUpyKIEeM BUPYC— ChHelMduueckoe MOHOKJIOHAJBHOE aHTUTEeJIO
Kk Bupycy [HOeHre hIgG-DVSF-1 (N nmaptum DI160222A) B JIeBYKD CKeJIETHYIO
MBIIITY C nocJyenyrmen BJIeKTpolopalunen. [Tapame TPE IpoLenyp
BHIIOJIHAJIMCE, KaK ONMCaHO IJi MCclemobaHusa 1. Memey oO6pabaTHBaJu
COOTBEeTCTRYyIIVMM GepMeHTaM winM OCB B KauecTBe KOHTpoJsa 3a 30
MUHYT OO BBenmeHusa [HK, kak nokxas3aHo B Tabmauue 2.1. O0pa3lb KPOBU
cobupamm B cyTkm 0, 3 m 7, a YPOBHM B CHBOPOTKE UeJIOBEUECKOTO
IgG maMmbma M3MepSaJM C IIoMombiln VOA.

[000291] IDaHHEBIE OEMOHCTPUPYIT, yTo oba bepMeHTa
XOHIpouTHMHaza AC m XxXOoHOpouTHMHasza ABC yCcuIMBaKRT 5SKCIPECCUI T'eHa
(dur. 7).00Hako peKOMOMHaHTHHM Oejiok GALNS He yCcUJIMBAaET.

[000292] INO-16-097: OJida omnpenejyleHusd OIITUMAaJILHOM
KOHLUEeHTpaluy IJIsg CJIeOYRIUX DKCIEPMMEHTOB OBUIO IIPOBEPEHO BJIMAHMUE
Pa3JIMUHEIX O3 XOHOPpOUTHMHAa3E ABC KIMHMUECKOTO YPOBHA KadeCTBa.
[loonpoBHasaA bBKCIepUMMeHTaJlbHasd CcTpaTerusa oomcaHa B Tabiuue 2.3.
UeTEpe pPas3HBEX JO3H XOHIOpOoMTMHaszk ABC B nmanas3oHe oT 0,1 mo b5
en./Myn nOpuMeHAaM y Meme¥ Balb/c  (rpynmna 2-5) 1mo mnepeHoca TeHa
pPGX9207 B JIeByH CKeJIeTHYI MHIIY ¥ CcpaBHMBaIu Cc OCB KOHTPOJILHOMU
rpynnon 1.

[000293] YBeJIMueHme KOHIeHTpaluh XOHOPOMUTHMHA 3EL ABC

OOIOJIHUTEJIBHO YCUJIMBAJIO DSKCIPeCCHid TpaHcTeHa Ipu 2,5 en./MiI B
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KayeCTBe OINTMMAaJIbLHOM JO3H IJIS HallMX XMUBOTHHX MoIejiey (dur. 8).

[000294] s wmccienmoBaHmuM INO-16-083B m INO-16-097: Korgma
XIB O THEIX npenBapmUTeJIbHO obpabaTHBaJN COOTBETCTRYIIIVMA
XOHOPOUTUHA3aMM, OQepMeHT KJIMHUUECKOTO YPOBHA KauecTBa NIPUBOIOWUII K
AHAJIOTMYHOMY VYBEJIMUEHMID HSKCIPeCCUM TI'eHOB, KaK ¥ XOHIPOMTHMHA3a
AC, uYToO OBJIO YCIIEMHO I[IOKa3aHO B IMIPemBOylMxX DSKCIepMMeHTax. IllyTem
NpUYMeHeHusd KOHLeHTpaluuu 2,5 en./MyI Iepen uHbekLrelr pGX9207 Mu
OBHapyX MM 4-KpaTHOe YBeJIMUueHMe YpOoBHeM IgG ueJioBeKa B CHBOPOTKE
inle) CPaBHEHNI C KOHTPOJILHOM oCB TPYIIION . CLie) HabJooeHne
IIOOTBEPOUIIO, UYTO XOHOpoMTMHaza ABC OIpMBOOUT K 3SHAUUTEJBHOMY
YBeJIMUeHU YPOBHeM 0OeJika, KOIOUPYEMHX ILJIa3MMUMOOM, WM  ABJAETCSH
OTJIMYUHOM OTHPAaBHOM TOUKOW IJId OaJlbHEWNeTo TeCTUPOBaHMUA.

[000295] Tabmmua 8: JJeTanm sKCIepuMeHTa nJj4g llpumepa 7.
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201- pPGX92 1/TA, useswmit | CELL.,
1. 5 ®CB 30 0,1 0,1
205 03 yJyacToK 3P
*
211- pGX92 1/TA, neswit | CELL.,
2. 5 XoHOpouT 30 0,1 0,1
215 03 y4u4acToK 3P
nHasa AC
* ok
216- pGX92 | Xoumpour | 1/TA, mesmuit | CELL.,
3. 5 30 0,1 0,1
220 03 MHasza yUdacToK 3P
ABC
221- pPGX92 | *** 1/TA, seswm1 | CELL.,
4. 5 30 0,1 0,1
225 03 GALNS yUdacToK 3P

[000296] [IpoToKOI INO-16-083B.* XOHOPOUTHUHA3A AC (F.
heparinum); Sigma Aldrich; N B xaTajgore C2780; 0,5enm./miu; **
XoumpomTuHaza ABC (P. vulgaris); Amsbio, N B karajore AMS.E1028-
10; 0,5em./mi, peKoMOMHAHTHEM 0eJIoK GALNS uejioBeka, R&D systems,
N B kaTajore 8269-5U0-050; 20 wMxrD/MiI. Ob6paboTky depMeHTaMM
npoBommu 3a 30 MMH mo nmocTaBkuM OIHK; JmHMA Memel: Balb/c.

[000297] Tabmuua 9: [ONOJHUTEJBEHEE JeTalJld 5SKCIEepMMeHTa oJid

[Mpumepa 7.
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1/TA,
201- CELL.,
1. 5 pPGX9207 &CB JIe BB 30 - - 0,1 0,1
205 3P
Yy4acToK
Xounmpou | 1/TA,
2. 5 211- CELL.,
pGX9207 THHa'3a JIe B 30-0,1 0,1 0,1
215 3P
ABC yUyacTOK
XoHnmpou | 1/TA,
216- CELL.,
3. 5 pGX9207 THHa3a JIe BHI 30-0,2 0,1 0,1
220 3P
ABC yyacToOK
XoHnmgpou | 1/TA,
221- CELL.,
4. 5 pPGX9207 TMHAa3a JIe B 30-0,5 0,1 0,1
225 3P
ABC yyacTOK
XoHnmpou | 1/TA,
351- CELL.,
5. 5 pPGX9207 THMHAa'3a JIe B 30-2,5 0,1 0,1
355 3P
ABC yYacTOK
[000298] [IpoTokoOJa INO-16-097 XOHOPOUTHHAZA ABC (P.
vulgaris); Amsbio, Ne B KaTajore AMS.E1028-10; oBpaboTKy

bepmeHTaMy npoBOoOMIM 3a 30 MMH OO OocTaBku OHK; JMHMS MBIIEN:
Ralb/c. pGX9207 (MERS IgG) - maptusa N 63682.

[IPMEP 8

Beemenme Cho-ABC npuMBOIMT K YCUMIIEHHOM BKCIpeccum 6einka
(INO-16-188)

[000299] [Mpensoymye DKCIEPVMEH TH riokasaJjiu, yTo
XOHOPOUTHUHa3a ABC KIMHMUECKOTO YPOBHS UMCTOTH I[IPMMEeHVMa OJIA
YCUJIEHVSS, 3aBUCKMOM OT ILJIa3MMIOH, DSKCIPEeCCUM TeHOB YV Mbmel. UToOH
OOINOJIHUTEJILHO IOOTBEPAMUTL DTO OTKPHTHE, CJedyllMM maroM OBUIO
IpenocTaBJieHMe BM3YAaJILHEX M300paXkeHUNM STOM YCUJIEHHOWM BKCIPeCCUM
TeHOB B 00paboOTaHHOM  XOHOPOMTHMHAZOM  MBIILEe CKejleTa  MBIIEN.
CllemoBaTeJIbHO, eKCcIpeccusd pernopTepHero TeHa u M3MepeHHasa
sKCcHpeccusa Oejilka OCHOBAHH Ha OQJIyopecleHLUM.

[000300] [J1d4 KOJMUECTBEHHOM OlLIeHKM 3SKCIPECCHUM PEelopTEepHOTO

TeHa oOepMmeHT (2,5 em./MJI, cCTaHOapTHas OpenBapuTesibHasg obOpaboTka
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30 mmHyT) OCBE (KoHTpoJb) u nJHK (; pGX9902, nposza 50 MKI' Ha HOTY)
OOCTAaBJIAIM B JEeBYD U IpPaByl CKeJIeTHYIR MHIIIY MBIIeM IIYyTeM
sJekTponopauun  (Tabmuua 10 ) .Uepe3 72 dYaca MBIMHBEE 3alHUE
KOHEUHOCTM pacCeKallM M YIOaJjdaJM KOXY. VHTEeHCHBHOCTBE OGJIIyOopeCleHLUN
B 06paboTaHHHX MBIIILa X MBI U3MeP AJIU c IIOMOIIELIO CUCTEME
BUBYaIM3alUA bayopecueHUIUM (ProteinSimple) u KOJIMUEeCTBEHHO
onpemensaau AlphaView SA.

[000301] VYxa3aHHEE JaHHBEE @OEMOHCTPUPYIRT, UYTO BSKCIPeccus
PENOPTEPHOTO T'éeHa B MBILAX MBIKM Opu  oOpaboTKe (30  wmH)
XOHOpOUTHUHAa30M ABC Opula ycujieHa (dur. 9).

[000302] IlyTem Bulyauszaluum ©OeJika UYepes 72 dYaca I[0ocJe
00paboTky, OBJIM I[OJYYeHH @»OaHHBEEe, KOTOPHEe OeMOHCTPUPYIT, UTO
XOHIPOMTMHABRA 3HAUUTEJIBHO YJydllaeT 3KCIPECCUI TeHOB. MB OOCTUIUIN
6, 7- KpaTHOTO VIIYUIIEHU S, nprUMeHSId bepMeHT oo obpaboTKU
penopTepHot nOHK IO CpaBHEHMIO C Halle KOHTPOJILHOM TIPYIINOM. 3TOT
BHBOI IOKJIMHUUECKMX DKCIEPMMEHTOB C MHIMBIO Takke TapaHTHUpoBall,
uTo XOHOPOUTHHA3A ABC MOXeT IIOTeHIIMAaJILHO IIPOOBUHYTH
UMMYHOTepallMio Ha OCHOBe [THK.

[000303] Tabumua 10: HDeTalM B3KCIepMMeHTa IJd I[lpuMmepa 8.
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1/TA,
151- JIe BB n | CELL.,
1. 3 PGX9902 ®CB 30 50 0,1
153 IpaBBIA 3P
YdacTOK
1/TA,
XOoHOpOUT
154- JIe BHI n | CELL.,
2. 3 pPGX9902 MHasza 30 50 0,1
156 Ipa BBl 3P
ABC
YdacTOK
[000304] [IpoToKOI INO-16-188. Mremnen IpenBapmUTeJIbEHO

obpabaTHBaaIM XOHIpoUTMHAaszol ABC (2,5 en./miu) wmim OCB (KOHTPOJIL)
B CKeJIETHY MHIIY C JIEBOW U IpaBOM CTOPOHH 3a 30 MMH OO MHBEKIUU

nIHK (pGX9902) . JimHua Memel: Balb/c.
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[IPMMEP 9

TUCTOJIOTHMYECKNNM aHajimM3 ML, OOpaboTaHHEX XOHIPOMTMHABOM
ABC (INO-16-195)

[000305] UToOB NPOBEPUTH, BJMAET JM XOHIOpoOUTHMHaza ABC Ha
MOpdOJIOTHUUECKME M3MEeHeHUSd MBIIeYHOM TKaHM MeIny, ObJla MCCJemoBaHa
THUCTONIATOJOTUA 00paboTaHHHX 3agHUX KOHEUHOCTEeM B MeCcTe MHBLEKIUN.

[000306] UeTHpe TPYIHIOH MBIIeN [ODoJydaau Judo o0BpaboTkry
XOHOPOUTHUHA30M (rpymnna 2 u 3), Jgudbo OCE (rpynmna 1 um 4) B uX
JIeBYID U IIPaBYI CKeJIeTHHEe MBI 3adHel KoHeuHocTu (Tabjauua 11).
InazvuoHyn THK (pGX9207 - MERS IgG (N nmaptum 163682)) ODOCTaBJIAIU
SJIeKTpollopalMel B MBIILUL MBINEM, OPMHAIJeXANMx K IpylonamM 1 u 2.
Uepes 72 dYaca MBIIMHBE 3aldHMEe KOHEUYHOCTM OBJIM pPaCCEUYEeHH U
CKEeJIETHHE MBINLE OBJIM BHIOEJIEHE IOJIS OKpallMBaHMAa I'eMaTOKCUJIIMHOM U
s03MHOM (H&E). OxpammuBaHme HEE, a TakXe CKaHMPOBaHMEe CJalIoB
BHIIOJIHAJIOCE KOHTPAaKTHOM MCCJIeNOoBRaTeJIbCKOM opTaHMszauuen (Reveal
Biosciences). Tlocje ToJyueHMS M300paXeHUM BCeV - MBIIUHE — OBUIM
oTOBpPaHH perpe3eHTaTUBHHE [IPVME DH TMCTONAaTOJIOTUN MBI, C
MCIIOJIL30BaHMeM MIpoTpaMMHOTO ofecmneueHusa CaseViewer.

[000307] OSkcrIepuMeHTAaJIbHHE XUBOTHEE He TIIPOABJIAIM HUKAKUX
[IPM3HAKOB M3MeHeHMS MX IIOBeleHMS M Kask3aJiMChb 3IOOPOBBMM BO BpeMsa U
IocJjie Ipolenyp DKCIepuMMeHTaJlbHOM ofpaboTku. Ilocjie BaBepleHurs
aHajiM3a »OokKaszaTeJIbCTB CIOHTAHHOT'O BOCIalleHMsa He Habmomajlock, U
He HabmomaJIoCk HUKAKOTO IIOBPEeXIeHMsS TKaHel WIM OPpYyTUX  SBHHX
TUCTOJIOTUUECKUX  U3MEeHeHUM, KoTOoa MBIIE @ MbIMel ofpadaTHBaJIMCh
TOJILKO XOHIOPOUTMHAB0M 110 CcpaBHeHMID ¢ OCB koHTpoJeMm (dumr. 10).
Korgma nIOHK OONOJIHMTEJILHO OOCTAaBJAIM SJIeKTpollopalMel, HadJIoIasoch
IPUCYTCTBMUE MMPOHMKHY BIIMX VIMMY HHEIX KJIETOK KakK N MEBIIEN,
openBapuTesJIbHO  00paboTaHHHX  XOHIOIPOUTMHAZOM, Tak M Yy MbIIen
IpenBapUTesIbHO obOpaboTaHHEX OCE.

[000308] 3TM 5maHHEE IOEMOHCTPUPRYT, UYTO JIEKTPOIopalus, a He
bepMeHT, BHI3HBaeT oOpaTUMBIE M3MeHeHMS B MOPQOJIOTMM TKaHelM, UTOo
YKas3HBaeT Ha TO, 4YTO BBelIeHMe G¢(epMeHTa He IOOJDKHO OIIOCPemoBaTh
Cepbe3HEE HexXeJlaTeJlbHble ABJIeHUS (SAE) .

[000309] HeckoJbkO OOJbIIee KOJMUECTBO I[IPOHMKAKIMX KJIIETOK B
TPpyIle XOHIPOUTMHASH I[Lnoc OIOHK/3I, BeposSTHO, CBA3aHO C 0OoJiee

BHICOKOM 50OeKTHMBHOCTBLI TpaHcherumm JHK.
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[000310] Tabmmua 11: [ONOJHUTEJBHEE IOeTallM DKCIEPUMMEHTa IJIA

[Ipumepa 9.
X E W > =
m 2 ® S & o 2
E @ '] i 0 B - 2
o E o8& k8 | 8| E | g «°
5 SE| ¢ 5 2 g e Re |g8 | g3 § 2
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p o 0 it g, @ g el 0 B0 0 g & K 2 o
0 a8 T o BuyH 0 0 R s B Sw
S8 E s = MmO 0 I ) 0 m e 0 O 1 B
= 3 H o S &P 0 0 5 & oad QGE
o Y] S0 QB o o l:g ~
S ! 0 $ o
5 > 8 o H
1/TA, JeBbIL
326- | pGxo CELL.,
1. 3 oCB n IpaBbll 30 -——= 50 0,1
330 207 3P
y4acToK
Xoumgpou | 1/TA, JeBBI1
336- | pGx9 CELL.,
2. 3 THHAas3a u IpaBbll 30 2.5 50 0,1
340 207 3P
ABC YyU4acToOK
Hetr XoHOpou 1/TA, JseBHIt
341- CELL.,
3. 3 mnas | TMHasa u IpaBbll 30 2.5 50 0,1
345 3P
Mvuael | ABC YyUuacToOK
Hert 1/TA, JleBbIT
346- CELL.,
4. 3 mnas | ®CB u IpaBblt 30 -—= 50 0,1
350 3P
MM IIBL ydacToK
[IPMMEP 10

Cho-ABC ycunmBaeT BDKCHpeccHio 6esika, KOOUPYEeMOI'o IIalSMUION y
HOBOBEJIaHIOCKMUX KpPOJIMUKOB (INO-16-157)

[000311] [nsg @majJdbHeVmeIo UM3YUeHMS BJIMAHMA XOHIPOMTMHASBH Ha
VMMyHOTepalnuin Ha ocHobe [JHK OBJIO TIIPOBEIEHO MCCJeldoBaHMe TOoTo,
Orla JIM BHYTPMMBIIEUHaS IIpelBapuTesibHasa ofpaboTka XOHIPOUTHMHA3ZOM
ABC 2d0bexTMBHOM OJig YJIYUINeHUS DKCIpeccum OeJika YV KPoJMKAa.

[000312] 2 wmMr pGXS207 (MERS IgG (M maptum 63682)) BBOOWUIU
12 HOBOB3E&JIaHACKMM KpOJMKaM (rpynna 1 w rmpynmna 2, BO3pacT
XVBOTHEIX @ 9 Henegs, Tabmuua 12) .3JeKTpolnopalvio IIPMMEHSAIM K
YyU4acTKy MHBEKIUMM B CKEeJIETHOM MHIIle C MCIOJb30BaHMEeM YCTPOMCTBA
CELLECTRA®.

[000313] IlapaMeTpH OJ4 KPOJIMKOB OBUIM TakuMM OJS BCeX
SKCIIEPUMEHTOEB B B2TOM OTUeTE:

[000314] KoMuecTBO MMIIYJILCOB=3 MMIIYJILCa

[000315] Cumaa Toka=0,5 A,

[000316] HIIMTEeJILHOCTD MMIIYJIbCa BJIeKTporopaumumn=52



85

MUIJIMCEKYHIH,

[000317] NHuTepBals, pasmesgnmre VIMITYJIB CEI=1 c MeXIy
VIMITYJIb CaMU

[000318] XMBOTHHX TIpPYHIIE 2 IIpelBapUTesSIbHO 0O0OpabaTeBaln
XOHIPOUTHHABO0M B TOT Xe YydacTokK, UTO ¥ »JocTaBasaam nIOHK wu
XKMBOTHEIE TPYINE 1 CIHOYXUIM KOHTpoOJbHOM OCE rpymnmnol. OTOOp KpPOBU
npoommiIM B cyTku 0, 3, 5 m 6. YpoBHM IgG uUejloBeKa MUBMEPAIN C
riomousn MOA.

[000319] [aHHEE I[IPOIOEMOHCTPMPORBAJM 3HAUUTEJIBHOE IIOBHIIEHME
ypoBHe hIgG B CHBOPOTKE B TIpylIax, MBIIIE ~ KOTOPHX  OBUIM
nIpenBapuUTeJIbLHO oBpaboTaHH bepMeHTOM 1o CpaBHEeHUD C
npeIBapUTeJIbHOM obpaboTkou @CH.

[000320] B3BHauMTeJIbHOE YJIYUIIEHME BKCIPeCCHUM T'€eHOB Ha OCHOBEe
IOHK y KpoJMka INIyTeM MHBEKIMM OQ(epMeHTa, paspylanmero MaTpukCc (B
4,9 pasza IO CpaBHEHUI C KOHTPOJIEM) COIJIaCyeTCsa C JaHHEMU Yy MHIIEN
n ele 0OoJjiee yTBepXnaeT 50PeKTUBHOCTE MCIOJL30BaAHUA XOHIOPOUTHHASH
ABC B T'eHHOM TepalMM Ha OCHOBe ILJIasMuoHo¥ ITHK.

[000321] TabGumua 12. DeTalM BKCIepuMeHTa mnjsa llpuMmepa 10.
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i B g B X ¥ 0 5 H g 8 2l > P
5| s E 5 E 3 cos98 | o8 |8°F g8k 8
0 i i H S - ®
E“ o 0 o o d 1] = 0 1] 0 @ ~— [~ b3 0
a 8 o o BOS 2R ¢ .o | %% @
o s & a0 0 X 0 9 a ge | & ® H
= ¥ H 0 0 o s 0 5 & = o F
. 0 5 B g 0 g 5 <
= ] © B O 0 n o]
o} [ 0 o (*] H
x > > =%
1, 2,
2/s1eBull CELL.,
1. 6| 3, 4, | pGX9207 oCB 1 —-——= 1 2
kBagpuuenc | 5p, IM
5, 6
21, 22, XoHIOpou
2/J1eBBll CELL.,
2. 6|23, 24, | pGXs207 THHAa3a 1 2.5 1 2
kKBagpulenc | 5p, IM
25, 26 ABC
[IPMMEP 11

KoMbunumpoBaHHEM InIpenapaT Cho ABC ¢ nIHK y wemer (INO-16-
99B, INO-16-201, INO-16-188)

[000322] IIpempoymMe 5SKCIEPUMMEHTH IIOKaszaJlM, UYTO TOUYHOE BpeMA
IpeIBapUTEJILHOM 06paboTrM XOHIPOUTHHAZOM He ABJIAEeTCA

CymeCTBEeHHEM IJIA OIITHMAaJILHOM SOKCIIpeCCHUMn I'eéHOB. Huxkaxkmx
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CylleCTBEeHHHX pas3aInuni v MBI EM He HabJwIajloch, Korga MEL
npenBapuUTeslbHO obpabaTHBaimM uMx 5 muH, 15 mmH, 30 MmH, 2 yaca, 24
yaca wiu 48 u pmo mocTaBkyM nJJHK wm 3II. 5TO [DOCTaAaBMIIO BOIIPOC,
BO3MOXEH JM KOMOMHMPOBAHHEIM IIpelapaT XOoHIpoMTMHaszse ABC ¢ nIHK
6e3 OoTpULATEJLHOTO BO3IEMCTBUA Ha DKCIPECCHI T'eHa.

[000323] C oTo¥ uesbio 14 wMemel obpabaTHBalu depmMeHTOM (2,5
en./mMs1) u nIJHK (pGX9702, MERS IgG (NN mapTuii: 63682 m 72883)) B
OOHOV WMHBeKUMM (rpymnmna  3). Ol 0OpoBOOAMIM dYepes 1 MMH IIOCHe
MHBEKLIVM M3—3a HeOoDOXOOIMMOI'O BpeMeHM peaKUUM XOHIPOMUTHMHAa3H. B
STOT BKCIEPUMEeHT OBJIM BKJIOUEHE NBe KOHTPOJILHEE TPYINHE: MHIIEN
Tpynne 1 npenpapuUTellbHO obpabatTeBajin OCE, a MeIIaM I'PYINE BBOOWUJIIN
MHBeKIVKD OGepMeHTa (rpynna 2). HocraBka IHK noyTeM siekTpollopaluu
npoBoIMJiack B 00eux Ipyllax depe3s 30 MUH.

[000324] TIlapaMeTpH HOJIS MBIIEeM IOJI9 BCeX DSKCIEPUMMEHTOB C
KOMOMHUPOBAHHEM IIpellapaToM B STOM OTueTe OBUIM TaKKMM:

[000325] KoaMuecTBO MMIIYJIECOB=2 CEPUUM U3 2 MMIIYJBCOB (2X2),

[000326] Cmya Toka=0,1 A,

[000327] MakcuMallbHOe HamnpaxeHme=200 B,

[000328] IINTEeJILHOCTD MMIIYJIBCa BJIeKTponopaumumn=52
MUJIJIMCEKYHIEL,

[000329] UHTepBaJbl, pas3nejdomye MMIYJBECH=0,2 CEeKYyHIOH MexXIy
VMIIyJIbCaMM ¥ 3 CeKYyHIOH MeXOy KaXIoW cepMuel MMIIYJILECOB.

[000330] B cyrxku 0, 3, 6 y MbBmeM oTdupajau KpoBb (50 MKJ), a
ypoBHM IgG Kallla YeJIOBeKa (DMAb  PseudoV2L2MD) U3MEPAIU B
CEIBOPOTKe C IomMomsi VDA,

[000331] XMBOTHHE, IOJIYUMBIIME  KOMOMHMPOBAHHHM IIpenapar,
[IOKaszajiM 3BHaAuUTeJILHOE CHUJIBHOe YyBendeHMe hIgG B MX CEHBOPOTKE IIO
CpaBHeHUI C KOHTpoJibHOM OCE r1pynnou (rpynma 1) .l0puMedaTelbHO,
YTO He OBJIO CYMECTBEHHHX pPas3JIuuMil B OpOOyKUUM Oejlka Mexnoy
XMUBOTHEIMY, KOTOPHE IIPOUJIM CTaHOAPTHYI HpOolelypy (IpedBapuUTelibHasd
obpaborka 30 MMH, Tpylna 2) M XMBOTHBEMM, KOTOPHE I[IOJIyYallM HOBYI
IpolLlenypy IIepeHOoCcCa I'eHa (TIpynna 3) .

[000332] PesynbTaTH  OeEMOHCTPUPYT, uTo KOMOVHVMPORBAHHHM
pernapaT XOHIpoOUTMHAaAs3H ¢ I[IJJHK BO3MOXeH. DJKCIPeCcCUd TeHOB Y

XMBOTHEIX, KOTOPHE IIOJIyYasX eIMHCTBEHHYID MHBeKIMD (bepMmenT/nIHK),
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Goyla B 5,6 pasa BHIe, UYeM YPOBHUM BSKCIPeCcCUMM B KOHTPOJBHOM OCB
Tpynne. IOBHIMEHHHE YPOBHM BKCIOpeccuu Oejika ObBUIM SKBUBAJIEHTHH
IepBOHavaJIbHOM  IHIpollemype IpelBapUTesIbHOM oBpaboTKu TKaHeN.
TexXHUKM U CIOCOOH KOMOMHMPOBAHHOTO IIpelapaTa MOTyT OHTbL MeHee
CJIOXHEIMH , MeHee TexXHUYECKHU TpeBOoBaTe b HEMA u MeHee
BpeMA3aTpaTHEMA .

[000333] Tabumua 13: DeTalu >KcIepuMeHTa IJisa Ilpumepa 11
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437~
1/TA,
442, PGX9 30 MMH 1o CELL.,
1. 14 dCB JIe B 30 0,1 0,1
250- 207 DMAb /311 3P
YYaCTOK
257
413~
XoHOpou 1/TAa,
2. 14 | 418, PGX9 30 MmH mo CELL.,
THMHAa'3a JIe B 30 0,1 0,1
266— 207 DMAb /30 3P
ABC ydacToOK
273
KoMBuHMUPOB
aHHasa
425-
XoHnOpou mocTaBKa 1/TA,
430, pPGX9 CELL.,
3. 14 THMHAa'3a DMADb c | 1eBwt 30 0,1 0,1
282- 207 3P
ABC bepMeHTOM, | yd4acToOK
289
samepxKa
310 1 MmH
[IPMUMEP 12

KoMOMHMPOBAHHEM IIpernapaT XOHIPOMUMTMHaBH ¢ JHK OpUBOOUT K
VCUIIEHHOM BKCIpeccum odayopeclieHTHOTO 6Genka (INO-16-188)

[000334] CllenyomyMm rocJlefoBaTeJlb HEIM maroM OBLJIO
IOOTBEPXIEHUE OOCTOBEPHOCTH HaOJoneHUN c bITyopecleHTHON
pPernopTepHOor IJIa3MUOON.

[000335] g BuUlyalIM3alMM DKCIPECCUM PEIOpPTEPHOT'O I'eHa
XOHOpOUTHHa3y (2,5 enm./min), @CB (koHTpoJb) M  nIHK (pGX9902)

OOCTAaBJIAJIM B BMIEe OIOMHOUHOM MHBLEKLMM B JIEBYID W TIpaBYK CKeJIETHYIO
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MBIIIIY MHBIIEV MIyTeM 2JeKTponopaummu (Tadbauua 14).PacceueHMe 3aldHUX
KOHEeUHOCTEeN MIPOBOIMIIOCH yepes 72 Jaca rocJie oBbpaboToK.
VHTEHCUBHOCTE GJyopeclLeHUnM B 00pa®OoTaHHEIX MHIIIIAX MBIIM WM3MEP AU
C IIOMOmbI BM3yaJlu3zaTopa (cucTeMa FluorChem M, ProteinSimple) wu
KOJIMUECTBEHHO olpenesanu AlphaView SA.

[000336] B COOTBETCTBUMU c Ipe eI yIyMA IO aHHBIMU
KOMOVMHUMPOBAHHHY IOpenapaT XOHAOpouTHHazw ABC u #nIHK #OpuBOOUT K
YCUJIEHHOM BKCIPeCcCCUuM TI'eHOB II10 cpaBHeHMio ¢ OCE koHTpoJieM. HUMKaAKUX
CYMEeCTBEHHHX pPa3JiMuMii B SKCIPEeCCUMM T'eHOB He OBJIO BUIHO MexXny 3-%
Tpynmnor (KOMOMHMPOBAHHHEM [pelapaT) U ITpyHnmoon 2 (cTaHmapTHasAa
npenBapuTesibHad obpaboTka 30 MMH) .

[000337] BuzsyaaM3alMd 3KCIPECCUM TEHOB C MCIOJbB30BaAHUEM
PEernopTepHON IJIa3MMIH IIOATBEPXIAaeT, UYTO KOMOMHMPOBAHHHEM IOIpenapaT
bepMeHTa ¥ nIHK B OOHOM MUHBLEKUIUM MMeeT IIPpeuMymeCTBO B MBIIMHOM
MOIEJIN .

[000338] Tabmmua 14: eTalM 3KCIepUMMeHTa oJsa llpuMmepa 12.
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& o 2 0 § 0 o & g o ¥
s | A8y |5 ¢ | ES | g |2 a
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1/TA,
30 MMH
151- JeBwt u | CELL.,
1. 3 pGX9902 | ®CB no DMAb/ 30 0,1 0,1
153 IpaBblL 3P
oIl
yuacTok
1/TA,
Xonmpo | 30 MMH
154- JeBut u | CELL.,
2. 3 pPGX9902 | uTmHas | mo DMAb/ 30 0,1 0,1
156 Ipa BBl 3P
a ABC oI
y4acTok
depmeHT/
nIHK
XoHmpo | Koll, S| 1/TA,
160- CELL.,
3. 14 pGX9202 UTHMHA3 | C JIe BHIM 30 0,1 0,1
162 3P
a ABC 3aEepPXKO yd4acToK
71 B 1
MMH

[000339] IIpoTokoJj INO-16-188. Muuy I'pyHdbs 3 IDOJy4Yalid OIOHY
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VMHBEKLMIO XOHIOpOUTMHasu ABC (2,5 em./mia) wu ofHK (pGX9902) B
CKeJIeTHYID MHIIIY C JI€BOM M IIPpaBOo¥ CTOPOHH 3a 1 MMH »o 3II. Mommen
KOHTPOJIBHEX TIpyHdll obpabaTHBaJM I[IOCJe CTaHIDAPTHOT'O IIPOTOKOJIa: OHU
Oru JIMOO IpenBapUTesJbHO 00paBoTaHH XOHOPOUTMHa3zoM, Jubo OCE 3a
30 MIH oo OOCTaBKMU nHK u 3II. JInHM A MBIIEN Balb/c.
Koll=xkOMOMHMPOBAHHLI IIpernapar.

[IPMMEP 13

KoMOuHMpPOBaHHEM IperiapaT Cho ABC ¢ nJHK B BKCIepMMEHTAaX Ha
kponukax (INO-16-180)

[000340] IJId OLEeHKM BJUAHMA KOMOMHMPOBAHHOTO IIpelapaTa
XOHOPOUTHHAa3H ABC/nJHK Ha 5SKCOPEeCCUd TeHOB OOJbIMX MBI OB
IpOBeleH BKCIePUMMEeHT Ha CKeJIeTHOM MHIle KpoJMKa. KpoMmMe TOTO,
OBUIO IIPOBEPEHO HOaeT JM IIpeuMMylleCTBO 3alepXKa SJEeKTpolopalun B
3TOM MomesM. HakKoHell, MW3ydaJloCk BJMAET JM l-dyacoBasd MHKyOalusd
bepMmeHTa ¢ nJHK Ha sSKcIOpeccHio I'eHa in vivo.

[000341] IOna »ToM LeJu 3 TpYyIldaM KPOJMKOB (HOBO3eJaHICKUX

KPOJIMKOE, © KMBOTHEIX B TIpYyIIle, Bo3pacT 12 HeleJb) BBOIOUJIN
KOMOVHUPOBaHHHM npernapar bepmenT/nIHK (pGX9207) B JIEBYIO
CKeJIETHYK  MBIIIY (DBe MHBEKLUU, Tabauua 15). S HeMeOJIEHHO

NPOBOOMJIM IIOCJIe HOOCTaBKM O(epMmeHTa/nIHK B rpynmy 3. B rpynmne 4 u
5 omJexkTponopauusa ObJla 3amdepXaHa UM OpoBeleHa dYepes 1 MMH TIIOocJHe
BBeIeHUA bepmenTa/nHK. KMBOTHEIE T'PYIIIIEL 5 roJiyuasm CMeChb
XOHIOPOMTMHAaRH M OJHK, KoOTopyl MHKYyOMpOBaJIM Ha JbIOy 1 dYac 0o
obpaboTkM. XMBOTHHE TI'PYHIH 1 CIYXMIM B KadecTBe OCE KOHTpoJEM, a
XMBOTHEIX TPYINE 2 OpedBapuUTeJIbHO oOpabaTHBaJIM B COOTBETCTBUU C
HallM 30-MMHY THEIM CTaHIOapPTHEM [IPOTOKOJIOM., SJIEKTPOIIOPaLAID

IIPMMEHAJIMM K YUYacCTKYy MHBEKIMM B CKeJIeTHOM MBIIle C MCIOJL30BaHKeEM

ycrporicTBa CELLECTRA®. OT6opel KpoBM nOpoBomwymce B 0, 4 m 5
CYTKM. YPOBHUM IdG uUeJiOBeKa M3MepAlM C IIOMOUILI VOA.

[000342] TIlo wu3MepeHUL YpPoBHel IgG dYejloBeKa B CHBOPOTKE
KpoJiMKa, OpoAylMpoBaHMe Oejika OBJIO 3HAUUTEJIBHO YBEJUYEHO VY
KPOJIMKOB, KOTOPHM BBOIMIM KOMOMHMPOBAHHEM IIpelapaT IO CpaBHEHU
C KoHTpoJsieM (Odmr. 14). KpomMe TOTO, 3amepxka O3l 1 wMmH Oblla
accouMMpoBaHa C YBEJMUEHHEMM YPOBHAMM 1gG UeJloOBeKa B CHBOPOTKE U

OBJIa [IOKa3aHa DSKBUBAJIEHTHAaA OKCIIpeCCHA IIpM IIPHMI'OTOBJIEHVNM B BHUIOE
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KOMOMHUPOBAHHOTO nperapara 3a 1 Jac bite} IIOCTaBKU c

KQM@MHMPOBa}HHﬂ% InpellapaToM 3a HEeCKOJIBKO MUMHYT OO IOOCTaBKM.

[000343] PesyJibTaTH OEeMOHCTPUPYIOT CIIOCODHOCTB
KOMOUHUPOBAHHOTO npernapaTa XOHIOPOUTHHA 3E o} IJHK YCUJIMBATH
SKCIIPEeCCHI0 TeHOB. J[aJjibHeMlmee pa3BUTHME DTOTO HOBOTO IIPOTOKOJA

oyTeM noOaBJIeHUSA 3anepxku Ol B 1 wmH IIPMBEJIO K yBeJIMYEeHMIO

sKcnpeccum B 6,41 pasza MO CPaBHEHMI C KOHTpoJieM. Ilocjie MHKYOaluMr
KOMOMHUPOBAHHOTO IpenapaTa o¢GepMeHT/nIHK B TeueHre 1 uyaca Owuu

I'eHa TIIO

[IOJIYYEeHE

SKBUMBaAJIEHTHEIE YPOBHM SKCIIpeCCHUMU

CPaBHEHNMIO C

HeMeIJIeHHOM MHBeKLMelM II0cJIe IQNMGMHDHDOBB}H{OPO IIPMIT'OTOBJIEHIMA .

[000344] KoMOMHMPOBaHHOEe IIPUT'OTOBJIEHMe OdepMeHTa w  IHK
YJIydmaJio ITPOOYKIIVIO feJika B BTOM OOKJIMHMYUECKOM MCCJEeOOBaAHUMN.
[000345] Tabmmua 15: [deTalu 3KCIepuMMeHTa IJ4 [Ipumepa 13.
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25,
26,
27, pPGX9 30 MuH po | 2/JjeBBl CELL.,
1. 6 ®CB 1 -= 1
28, 907 DMAb /311 kBampuuernc | 5P, IM
29,
30
1,
2, XoHOpou
PGX9 30 MmH gmo | 2/s;eBnit CELL.,
2.6 3, THMHa'3a 1 1
907 DMAb /311 kBampuuernc | 5P, IM
4, ABC
5, 6
7,
8, depmenT /]l
XoHOpou
9, pPGX9 HK Koll, | 2/neBblt CELL.,
3. 6 THUHAas3a 1 1
10, 907 HeMelJleHHa | kBaIpulernc | 5P, IM
ABC
11, g 311
12
13, PGX9 | Xoumpom | depmeHT/nl] | 2/5eBHi1 CELL.,
4. 6 1 1
14, 907 TMHAa3a HK Koll, 3l | xBampuuernc | 5p, IM
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15, ABC c
le, saIepPXKoM
17, B 1 MmuH
18
depmenT /]
19, HK KolII, 1
20, yac
XoHOopou
21, PGX9 MHKYyB®almm 2/s1eBull CELL.,
5. 6 THUHAa3a 1 2 1
22, 907 peareHTa, kBagpuuenc | 5p, IM
ABC
23, 3I1 c
24 3aIepPXKoN
B 1 MmH,
[000346]
[IPMMEP 14
KoMOBuuMpoBaHHOe npurororjieHnMe Cho ABC ¢ nJHK - TecTuMpoBRaHMe

Ha cTrabunpHocTe IJHK in vitro (INO-16-2523)

[000347] UTOoOH OOTIOJIHUTEJILEHO IPOBEPUTH BO3MOXHOCTE
KOMOMHUPOBAHUSA XOHOPOUTMHAa3H ¥ IIHK B onomMH IpelapaT, Oblla
OlleHeHa cTabuibHOoCTh IIHK nocse KOMOMHMPOBAHHOTO MIPUIOTOBJIEHMA B
Pa3HEX  YyCJIOBUAX. HeJsqiblo  TeCTUMPOBaHUA CTabUJIIBHOCTY  ABJIAETCH
IpenocTaBJieHMe nHOOPMaLIMN 0 TOM, Kak KadeCcTBO nponykKTa
M3MeHsAeTCad CO BpEeMeHeM I[IO0I BO3IOEMCTBMeM (QaKTOpOB OKpyXaKlen
Cpenbl, TaKMX Kak TeMIepaTypa, ¥ OJI4 YCTaHOBJIEHMA CpPpOKa TI'OOHOCTHU
njig OyOoymeTro NPOoOyKTa M pPeKOMeHOYEeMEIX YCJIOBUN XpaHeHUS.

[000348] s TecTUMpOBaHMA CTabMIBHOCTM M KadecTBa OIHK mnpwm
MHKYOalUMM C XOHOPOUTHHA3OM MOJIEKYJIAPHEM BeCc U koHbopMmalmio JHK
MCCJIeNOoBaJM  BJEeKTpodope3oM B arapo3HOM Trejile. CeMmb 00pas3lLoB
comepxaau nIHK (pGX9207, 250 HrD) C XoHIpoumTMHaszou ABC (2,5
en./mMmn, Tabmuua 9.1). CeMb HOONOJHUTEJILHHX 00pas3loB  CJIYXUIU
KOHTpOJIeM ¥ cocToaym wnu3 0JHK wmu &CE. OO0pasun rpynn 1-2 OwbUIK
IpOTeCTUPOBAHE C IIOMOWEBK IeJib-3JiekTpodopesa (TAE, 1% araposw,
EmbiTec) Iocjyie IHOPUTOTOBRJIEHMA, rpynne - 3-4, VHKYyOUpOBRaJIMU IIpU
KOMHaTHOM TeMnepatype (KT, xoTopas olpenesnsetrcs kak 21 [0 C) B
Teuenre 10 wvmH. MHkyOauwwn nopu KT nposomuim B HOpubope nijsa IIHP.
DanpHeVmMe MHKYOAUMM BHIIOJHANM clelybomuMm obpasoM: 5b-6: 6 O C,

120 mmu, 7-8: KT, 120 mmu, 9-10: 6°C, 24 uyaca, 11-12: KT, 24 uaca

m 13-14: 6°C, 10 mmH. Ilocje TeJb-sJleKTpodopesa Tesib aHaJIU3UPOBAJIN



C

IIOMOWIBID  HNPOTPaMMHOI'O  ofecleueHMsa Gene Sys (be3  OMHMHTA
(binning), EDR, 120 MC 5KCHIO3MULMHA) .

[000349] KoucTpyKUUA PGX9207 MeeT CyHepCnrpalibHYI

KOHOOpMaLMK ¥ MOJIEKYJIAPHYKR Maccy 5171 n.o. Bce o6pasusl [OHK
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(comepxamye GQepMeHT UM KOHTPOJIbHEE OOpasLEH)

KOHGOpMALMM C MCXOOHEIM BECOM.
obpasuaMy COOTBETCTBEHHO

[000350]
cobom cynepcnupajabHyilo IOTHK ¢ MCXOOHOM MOJIEKYJISPHOM MaccoM,
VCXOOHEMN

XOHOPOMTHHasa

Tak Kak OJOPOXKIM IOJIA

IIO0OXon K

He BJIMIAET Ha

(dur.

CTabMIILHOCTHU

CTPYKTYPY

HaxoOgaTCcsa B MCXOIHOM
He O®pUIO pPa3dIMUMM MeXOy II0JIOCaMU U

15).

BCex o00pas3loB IIPpeldCTaBJILRT

nIHK ykasuHBaeT

JIEKAPCTBEHHOI'O CpellCTBa COOTBETCTBEHHO.

[000351] Tabmmua 1l6:

eTasi SKCIepMMeHTa

IIJIa 3MIMIOBL

Ha

TO, UTO

KadeCTRBRO

nisa lpumepa 14.

KoHueHTpPa KoHueHTpa OBun
$epMeHT BpemMst
MnasMmga st JHK s obreM Koll
unn &CB MHKyBGaLumn
B Koll bepMenTa B reje
HeT BpeMeHM | 500 2,5
1. pGX9207 oCB 5 MKJ
MHKYy®alumm HT/ 10MKJII ern./mi
HeT BpeMeHM | 500 2,5
2. pGX9207 CHO-ABC 5 MK
MHKYy®alumumu HT/ 10MKJII ern./mi
500 2,5
3. pGX9207 oCB 10 mmu, KT 5 MKJ
ur/ 10MKJ en./mi
500 2,5
4. pPGX9207 CHO-ABC 10 mmu, KT 5 MKJ
Hr/ 10Mka en. /M
120 MWVH, 500 2,5
5. pGX9207 oCB 5 MKJ
6°C HT/ 10MKJI en./mi
120 MWVH, 500 2,5
6. pGX9207 CHO-ABC 5 MK
6°C Hr/ 10MKJI en./mi
500 2,5
7. pGX9207 oCB 120 mmu, KT 5 MKJ
Hr/ 10MKIT en./mi
500 2,5
8. pGX9207 CHO-ABC 120 smH, KT 5 MKJI
Hr/ 10MKIT en./mi
500 2,5
9. pGX9207 oCB 24 wyaca, 60C 5 MKJ
Hr/ 10MKIT en./mi
500 2,5
10. pGX9207 CHO-ABC 24 wyaca, 60C 5 MKJ
ur/10MKJ en./mi
500 2,5
11. pGX9207 oCB 24 waca, KT 5 MK
ur/ 10MKJ en./mi

STOT
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500 2,5
12. pGX9207 CHO-ABC 24 wyaca, KT 5 MKJ
ur/10MKI en./mi
500 2,5
13. | pGx9207 @CEB 10 vmu, 6°C 5 MKJI
Hr/10MKI en./mi
500 2,5
14. | pGX9207 CHO-ABC 10 mmH, 6°C 5 MK
HT/ 10MKII en./mn
OPVMEP 15
KoMOuHuMpoBaHHOe mnpuroroBjieHne Cho ABC c¢ nJHK - wmccrnemoBaHue

crabuneHocT nNIHK in vivo (INO-16-237)

[000352] BrulOo MCCJIEeOOBaHO MOXeT JIM KOMOMHMPOBAHHEI IIpernapart
XOHOpoUTHMHa3u ¢ OIOHK OBTE HOpUT'OTOBJIEH 3a 24 uyaca ¥ MeHblle IO
ooCTaBkM 1n vivo. TloaToMy OB IHIpoBepeH 200eKT KOMOMHUPOBAHHBIX
npenapaToBR chieJlaHHeix 3a 10, 120 mmHYT mamM 24 yaca OO IJOCTaBKM Ha
SKCIPECCHI0 T€HOBR Yy MEBIIEN.

[000353] KoMOMHMpOBaHHEEe IIpenapaTH ¢depMmeHTa (2,5 en./Mia) u
nlHK (pGX9207, 0,1 wMr) roroBumam 3a 10 MmH, 120 MmMH M 3a 24 uyaca
0O BBeleHMA IpernapaTa (BHYTPMMEBIIEUHO) M BJeKTponopauum (c 1 MMH
z3anepxkor, Tabmuua 10.1). B xaudecCcTBe KOHTPOJIEM HOBE TPYINH MBIIEN
IoJiydaiy TIpedBapUTesbHyD o00padoTKy JMbO XOHOPOUTMHAa3O0M (Ipylna
2), Jmbo OCB (rpynmna 1) Ha nporaxeHnu 30 mvmH. KpoBb cofupau B
cytku 0, 3, 6 M ypoBHM hIgG B CHBOPOTKE OIPEeNelIaiM C [IOMOUWL
NOA.

[000354] HuMKakKOT'O CHMXeHMS DKCIPecCHuM TeHOB Yy Meel He
IIPOUCXOIONJIO, kKormga KOMOUMHUPOBaHHEE [IpernapatTkl bepmenT/nIHK
XpaHWJIM B TeueHMe 24 4YacoB.

[000355] ©STM 1OaHHHE JOeMOHCTPMPYKRT, UYTO Halll pPeal'€HTH,
comepxalMe Kak XOoHIOpouTmHazy ABC, Tak um nIHK, MOTYT XpPaHUTLCA B
TeueHMe KakK MMUMHMMyM 24 yacoB. CMm. O®umr. 16.

[000356] Tabmmua 17: HDeTaln 3KCIepuMMeHTa IJ4 IlIlpumepa 15.
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30 MUHY T
301- 1/TA, JieBHIZ
1. 8 pGX9207 | CB npenBapmUTesbHON 0,1 0,1
308 y4uaCcToOK
oBpaboTkrHu
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30 MUHY T
309- 1/TA, JieBHI1
2. 8 pGX9207 | CHO ABC | npemBapuTeJlbHOM 0,1 0,1
316 y4uaCcToOK
oBpaboTrHu
10 MMH, Ha
325- 1/TA, JieBHIZ
3. 8 PGX9207 CHO ABC JIbOY ; Koll, 1 0,1 0,1
332 yuacToOK
MUH Banmepxku OIlI
120 MUH, Ha
333- 1/TA, JeBH
4 8 PGX9207 CHO ABC JIbOY ; KolI, 1 0,1 0,1
340 yuacToOK

MMH 3Salepxku 31

341,
342,
343,

24 yaca, Ha
345, 1/TA, JeBHIl
5. 8 pPGX9207 CHO ABC | smbmy Koll, 1 MuMH 0,1 0,1
346, yUuaCcToOK
sagepXxkmn 31
347,
348,

349
NIPMMEP 16

Cnocobm nns [puMmepor 17 m 18

[000357] O6paborka IMaANYPOHMIASOM HA CHUCTEMHOM BKCIPeCCUU
MOHOKJIOHAJIBHOI'O aHTUTEeJa

[000358] [eBATH MOPCKMX CBUHOK OBUIM pas3nejieHbl Ha OBe ITPYILIH
1“3 3 CcaMOK MOPCKMX CBMHOK XapTiu (BO3pacT 6 Henejb) ¥ OBIMK
VMMYHUBUPOBaHE pGX9203, [IOHK-mjazMuIoN, KoOupyolel ueJloBeuecKoe
AHTUTEJIO (DMAD) , PEeaKTUBHEM K BUPYCY IOeunre, TOoTa Kak
KOHTPOJIBHaA TpyIlla [ojydaljia ToJbkKo OCBE.

[000359] Memiubsl HOT' SKCIEPUMMEHTaJbHOM TIpynne I (cMm. Tabjauiy
HWXe) TIOpelBapuUTellIbHO of6pabartwBanu 0,2 MI TI'MajldypoHunaz3w ( (0,4
en./Mi), OUMIIEHHOW M3 CEeMEeHHUKOB OBKa) Ha 6 OTIeJIbHHX YyJdacTKax
3a TpM Yaca 0o »JocTaBkM pGX9203. JocTtaBka pGX 9203 BHIOJIHAJIACH
nyteM uMHBekIMM 0,33 Mr mmas3muael B 200 Mk SSC BHYTPMMHBIIEUHO Ha
ydJyacTKax, KOTOpPEIe [IoJIy4dalin IpenBapuUTesibHYI 06paboTry
TManypoHumaszon (rpymnna 1) win  ©6e3 OpelBapUTeNIbHOM 00paboTku

(rpymnmna 2), ¥ 2JeKTpollopalMi IIPOBOOWIIM Cpal3y I[IoCJe MHBEKLUUM.

SyexkTponopaumnsa BrIa IpuMeHeHa K ydyacTKam VMHBEKIIUN c
VCIIOJIL 30BaHeM BJIEKTPpOIa CELLECTRA® -3P (5 MM) (Inovio
Pharmaceuticals, Inc.). IlapaMeTpH OBJIM CJEIYIOMVMA :

KommuecTBO MMIIYJIECOB=2 CEpUM U3 2 UMIYJIBCOB (2X2),
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Cuyta Toka=0,1 A,
MakcumMmasibHOe HalpsaxeHme=200 B,
OIMTeJIbHOCTE MMIIYJIBECa SJEeKTPoHopalun=52 MUJIJIMCEKYHIOE U
VHTepBaJHl, pasmessaomme MMIIyJibCE=0, 2 CEeKyHIE Mexnoy
VMIIyJIbCaMM ¥ 3 CeKYHIOH MeXOy KaXIoW cepMuel MMIIYJILECOB.

[000360] B cyTxkm O, 7, 10, 14, 17,

(250 w™MxII)

21 n 24 y MOPCKMX CBMHOK

oToMpalit KpPOBb n ypoeHM IgG JsaMmboa dyejiopeka (DMAD

DVSF-1)
[000361]

U3MEPAJIM B CHBOPOTKe C rnoMomesi VDA,
g aHaJM3a TI'yMOPAJIBHHEX OTBETOB INPOTMB hIgG OB

BHIIOJIHEH MOA mpoTHB CTaHOmapTHOTo Oejka hIgG kamnmna.

Tabmuua 1.
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o B 0 QB (TR S ~
2 0 g8 B O @3 X
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* 1/3 pGX9203 793, 6/KBampuil Y OJIMHEeHHBI 0,2 0,33 2
793, 794 TA MBIILIBL 3P
2/3 PGX9203 795, 6/KBagpull . Y OJIMHEeHHBI 0,2 0,33 2
796, 797 TA MBIMIILEL 3P
3/3 oCB 798, H/L H/I 0,1 0 0
799, 800
* Tpynna 1 6wsula obpaboraHa 0,2 rmuanypoHmumasoi (0,4) Unites/ml) B
KBagpuuenc u ©OokoByw TA Ba 3 uyaca no gnocraBku DMAb, Sigma: H4272-30MG N
naptun SLBM1476V.
[000363] Tabmauia 2.
Kon HasBaHMe I nmaprTum R&D IIaTa M3TOTOBJIEHUA
PGX9203 DVSF-1 B pVAX D150408A 8 aBrycTa, 2015
[000364] OTueT o cTeleHn DKCIPeCcCUun KOOVPYEMOTO IOHK
MOHOKJIOHAJIBHOT'O aHTUTEeJIa B CEHIBOPOTKE MOPCKUX CBUMHOK,
0BpaboTaHHEIX PGX9203 (pDVSFE-1) . [lpenBapuTesbHag oBpaboTka
ydacTKa OOCTaBKM B MHINIY I'MaJypPOHMOA30M 3HAUMTEJLHO IIOBHIIAET
CucTeMHbBle YypoBHM hIgG B cCeHBOPOTKe. CM. PucyHxkum 17 wm 18.
IoBaBJeHMe TMpeOBapUTeJIbHOM o00paboTKM I'MajJlypoHMOaszon (I'MA) HOXHOMU

MBIILIEL MOPCKMX CBMHOK K cCcxXeMe MMMyHM3auum dNAb rnoc 3l [IOBHIIAET

sKchopeccu hIgG B ceBOpoTke. Ha Omr. 17 OpoOOeMOHCTPUPOBAHO, UYTO
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B IIMKOBEM MOMEHT BpeMeHU (cyTkm 14) B TI'pynmne 1, OpeldBapUTeJIbHO
obpaboTaHHOM IMA, HabgoOalloCck 18-KpaTHOe YBeJIMUeHMEe DKCIPeCCUMr
hIgG B CHBOpPOTKe (CpenHee 3HaueHue 1,700 HI/MJI) O CpaBHEHMIO C
T'pynnom 2 (cpenHee 3HauveHMe 92  HD/MI) . I'yMOpaJIbHE  OTBET

X034MHAa, I[OJIYYeHHH) OpoTuB hIgG mnambpma, OBJI MMHMMAJILHEIM Kak B

T'pynnne 1 (TuTp CBA3BBaHMA 16,66) Tak »m B Ipynmne 2 (TUTP
CBSA3HBaHUSA 216,606), npu OeTeKTUPOBaHUU Ha 28-e CYTKU.
[lpenBapUTEJIbHY 0BbpaboTKy MBIITLIE] TUaJIypOHUIa30M MOXHO

MCIIOJIB30BAaTh IJIS YyCUJIeHUs skKchpeccur DMAbL B CHBOPOTKE.

[IPMMEP 17

[000365] Ob6paboTka MHIILL I'MAJYPOHMOAaB0M HOO JocTaBkmu JHK
BAaKLIMHH

[000366] JIre 71Tpynne w3 4 cCcaMIlOB MOPCKUX CBMHOK XapTJu
(Bo3pacT 10 Hemesyib) OBIM MMMyHU3MPOBAaHH pGX2013, ITHK-mjgasMmMmoon,
xkonupykmer NP PR8 Bupyca Tpulla, ToT'Ia KakK KOHTpPOJIbEHas TIpylna
noJydajla ToJIbKO OCB. JleByw TA MHIILY 5SKCIEPUMEHTAJILHOM TPYINH 1
(cm. Tabauuy 3 HWXe) IIpelBapMUTellbHO ofpabaTHBaJM IPUOJIU3UTEJIEHO
0,2 MI TI'MallypOHUIAS3EH ((oxkojio 0,4 emgwuMI/MI), OUMIIEHHOM U3
CeMeHHMKOB OHKa) 3a 2 uYaca OO OOCTaBKM BaKUMHH. JVIMMyHU3aLMUMU
BHIIIOJIHAJIMCE B CYTKM 1 m 15. JoCTaBKYy BaKLMHEL OCYUECTBJIAJIM IIYyTeM
MHBEKIUM OKOJIO 20 MKI IJla3MuIbH B OkoOJIO 200 MkJ SSC BHYTPMMHBIIEUHO
B TA, n BJIEKTPOIIOPalMIo [IPOBOOMUIIN cpasy rnocJe MHBEKIUN .
SJIeKTpolopaluin OPMMEeHIJIM K Yy4J4acTKy MHBEKUMM C MCIOJIb30BaHUEM
BJIEKTPOIa CELLECTRA®-3P (2JIEKTPOIE 5 MM) (Inovio
Pharmaceuticals, Inc.). IlapaMeTphH OLJIM CJIeIYIOM/MA :

- KoimuecTBO MMIIYJIBCOB=Z2 CepMM U3 2 MMIIYJLCOB (2x2),

- Cuja Toka=0,1 A,

- MakcuMaJibHOe HalpsxeHne=200 B,

- IIUTEeJIEHOCTE MMIIYJIECa BJIEeKTPOolopaluun=52 MWIJIMCEKYHIE U

- VuTepral, pasnesgromnni MMITyJIECEI=0, 2 CEeKyHIE MeXay
VMMIIYJIbCaMM M 3 CeKyHIH MeXOy KaXIoW cepuell MMIYyJbLCOB.

[000367] Uepesn 14 cyToOK IIOocJe IIepBOM M 7 CYTOK IOCJe BTOPOU
VMMYHU3aALUUM Y MOPCKMX CBMHOK OTOMpaJM KPOBB (OKOJIO 3 MJI) U

nsMep AJin aHTI/II‘eHCHeLU/I(]_)MT{eCKMe KIJI€eTOUYHEIE OTBETEL B CO@paHHBIX

nonynaumax MKIIK ¢ nomombio VOHYy ELISpot, B KOTOPOM MCIIOJE3O0BAJIMCH
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[IEPEKPHBAKIMECS IIENTUOLE, I[IOKPHBAaKIME aHTUI'eH BUpyca rpunmna NP
PRS8. A”anms IIPOBOIONIIN B COOTBETCTBUA C MOIMOULMPOBaHHBEM
nporokoJioMm ELISpot.

[000368] BkparTlle, MCHOJb3YeMBEM NPOTOKoJ ELISpot dgABjgeTcd
cienywommM:  oTOMpalnT 3 M Iepudpeprueckor KPOBM M HeMeIJIeHHO
nepeHocAaT B HOpobupku OSIOTA+ (JIaBaHIOBHM KOJIIIAYOK) Ha JbOy. KpoBb
paszbaBasaau 1:1 cbajlaHCHUPOBAHHEIM PacTBOPOM coJieti. KpoBb MemOJIeHHO
HaHOCMJIM Ha 4,5 MJI TI'padIMeHT IIJIOTHOCTM OQMKOJIa B NpoOupke OOBEMOM
15 wu1. Kierku uUeHTpuboyrupoBaiau npmu 2000 o6/vuH, 30 MMH, OpHU
KOMHaTHOM TeMIepaType, 06e3 TopMoO3a. B3BelleHHOe KOJBLIO cobupalu U

paszbapiasgamu B R1I0 pmo 15 ™. BaTeM KIETKM OCaxXxdaly IIyTeM

neHTprbyTrupoBaumsa npu 1500 o6/MuH B Teuenme 5 MmH npum 4°C. KieTkwu

OBaXIH [IPOMHEBAJM M OPONyCcKaJM dYepes IpyToM QUIBETP C pa3MepoM IIop
70 MKM, TMOICUMTHBAJMM ¥ pas3baBiasaar no 1 x 10 ¢ xXrM3HeCHoCOOHHIX

KJIeTOK Ha 1 M B cpeme RPMI ¢ 10% (00./006.) OBC M 2XaHTUOMOTHUKOM-—
aHTVMUKOTUKOM. Kr3HeCcrnocoBHOCTE oTipen el an OKpallBaHNEM
TPUIIAHOBEIM  CHHUM. JIVHKM 2-X 96-Tu  JyHOUHHEHIX Millipore IP
maHmeTor (Millipore, Buiepuka, MacauyceTc) OBUIM HOKPHTH 100 MKJI

pacTBopa aHTU-VOH-Tamma aHTHUTen (bMmxr/mMiu B O®CB, pH 7,4, X-DI11

(ctrok - 1,78 wmMr/myi) B TeueHme 24 u 1npm 4°C. Hecneumdpmueckoe
CBA3HEBaHME OJIOKMPORaJM C nomombio 200 M OJokupywomero Oybdepa 2 d

IpY KOMHaTHOM TeMmlepaType. Illocjie OJOKMPOBKM U HNPOMHEBKM, 1 x 10 3
crteHouuTor B 100Mxa RPMI  cMemmBaiau C  50MKJI CTHUMyJIATOopa B

TPUILIMKaTax . Illocjle MHKyOauuM B YBJIAXHEeHHOM aTMmochepe c 5% CO 2

npu 37°C B TeueHMe 18 u, KJIETKM YIaJ4JdM OYTeM I[IPOMEBKM U
notasiyaau  100MKJI OUOTUHMIIMPOBAHHOTO BTOPUYHOI'O aHTHU-VOH-Tamma
aHTHUTeJsa (2Mxr/MiI, N-G3) B OJokupyomeM Oydepe B KaxIyio JYHKY.
[Tocye 2-4acoBOM MHKyOaluum n [IPOMEIB KU CTpenTaBUOVH
KOHBIOTUPOBAHHHM C mMeJiouHoM ¢ocdpaTazon (SEL002, R&D Systems Inc.,
MuHeanomc, MumHecoTa) pazbaBagaamn 1: 100 B OJjokupyromeM Oybepe, u
JYHKM MHKyOupoBasin ¢ 100MKJI B TedeHMe 1 dYaca IOpM KOMHATHOMU
TeMllepaType. llocjie T[IPOMBEBKM JIYHKM MHKYyOUpoOBaJiM B TedeHue 20
MUHYT npu KOMHAaTHOM TeMIlepaTrype c 100MrI peareHTa o4
obuapyxenusa BCIP/NBT (SEL002, R&D Systems). VCHOJb3YyeMull IIyJl NP-

IenNTUOOB IIpeIcTaBjgeT coboi nyJj 0OeJIKOB HyKJeoKallcuIa BuUpyca
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Tpunna (Bupyc rpunna A (A/lyspro-Puko/8.34 (HINL1)), KOTOpPHIT OBLI
paznesyieH Ha OyJeE okoJio 40 15-Ttumepor. Kaxnowli nOyJ nentumoB NP (1-
3) pazBommum 1 B 66 B MOpckom cBuMHKe R10, 30 Mra B 2 MI.
[IaTHOOOpaszywmre enuHMUE (IIOE) OBIM [IOOCUMTAaHB M [IpOaHaJM3UPOBAaHE
aHammzaTopaMy ImmunoSpot (Cellular Technology Ltd. B Ielkep
Xamrc, Oramo) .

[000369] Brumciaanm I[IOE Ha MWIJIMOH CIIJIEHOLMTORBR @IOJIS KaXIoMr
OTHEeJIbHOM MOPCKOM CBUHKM ¥ CpedHee 3HaueHre +/- COC kaxmomn
TPYTIIIE MEIIEN . CTaTUCTUUECKYI pa3Hully MeXIy mapom
VMMYyHVM3UPOBAHHEIX TPYIIl OLEHUBAJM C MCIOJBE30BaHMEM OBYXCTOPOHHEIO
HenlapHOTO t-TecTa, KOTOPHM TeHepMPOBaJ OlIpelesleHHOe 3HaueHUe P.
SHaueHusa P<0,05 cBuUOeTeJILCTBOBaJM O 3BHAUMMOM pa3HUIIE.

[000370] IJsga aHalM3a I'yMOPAaJLHEIX peakluuy oToupaln O(pakKLuo
JlasMel M3 I[OpelapaToBR LeJbHOM KPpOBM. BoUI HOpoBeneH MWOA npoTur NP-
aHTHIeHa BUpyCa IpUIa C OlpeleJleHMeM TUTPOB CBA3LHBaHUA.

[000371] Tabmmua 3: JeTanm sKCIepuMeHTa nJsg [lpuMepa 2

S T 9 %
g 2 o 8 B0
E g2 o LS 0w 0 S o
—~ = ~ Q0 0 [
» g © 0 g g ¢ 298 RS~ n &
= i S g g0 Aed 3 0% 0 3§
0, < 00 O B QO S o 0 g0 = Lo
9 B £ g 5 Sk 5 oS @ mnC~| &g
g B 8 = g 58 g M m H R
= 2 9 0 @
2 = >
* 1. 190, 191, Jlerasa TA | YOJIMHEHHBI
pPGX2013 200 20 MKT
4 192, 150 MBIIILL & 3P
798 *x,
2. JleBasa TA | YOJIMHEHHBI
799, 176, | pGX2013 200 20 MKT
4 MBI & 3P
469
3. 187, 188, JleBasa TA | YOJIMHEHHBIN
dCB 200 0
3 189 MBIILa 3P

* obpaboTaHo npubam3uTentHo 0,2 MI I'MaJypoHMIase (okojio 0,4
eOIMHMI/MKJI) B TA MHIIax 3a 2 yYaca OO OOCTaBKM BaKIIMHE

[000372] Tabmmua 4: JeTanu rmaasMuise nJjsa [lpuMmepa 2

Kon HasBaHue N mmapTum R&D

PGX2013 NP Bupyca IpwuIina D141202B

[000373] Ha odur. 19 OpOoOeMOHCTPUMPOBaHHE oOTBeTH JVOH-Tamma B

MKIIK rocJie CTUMYJIALIUNA IIepeKPHAaKIUMIC I TIeITY OHEIMA nyJjiaMu,
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IIOKPHEBAKIMMKY  OJIMHY aHTHUI'e€Ha rpunra NP PRS, ODHapPyXeHHEe C
I[IOMOIIBI0 ELISpot-aHanmus3a yepes 14 CYTOK rocJe IIepBOI'O
(IepBUYHOTO) WMJIM 7 CYTOK IOCJe BTOpOM MMMyHM3aLuum (OyCTepHOM) .
TuTpel CcBA3BBaHMA 1gG I[JjasMbel IPOTUB aHTHUIeHa Ipunna NP (IMR-274)
OIpemelialM C IoMoumbiln VMOA M OHM NPOOEeMOHCTPMpOBaHH Ha dur. 20.

[000374] 3TOT IpUMep OEMOHCTPUPRYET, yTo nodaBJieHHUE
npeIBapUTeJIbHOM 00pad®oTku IMaJlypoHMIaszsor (I'MA) TA MBILIE K CxXeMe
MMyHMB3auuy OIJHK  1noc  OII [DOBBIIAET BHSIBAHHBEM MMMYHHBI OTBET
xXxoz4auHa. Ha OQur. 19 [pomeMOHCTPMPOBAHO, UYTO B TIpyllle pNP-
BaKLWHEL, npelBapUTesIbHO 0bpaboTaHHOM TMA (okoJ0 922
[IOE/MMJIIIMOH) , OBJIO OKOJIO 3, b—-KpaTHoe YBeJIMUueHMe IIATeH Ha MUJIJIMOH
VOH-TamMMa 1[I0 CpaBHEeHMIK C He 00pad®oTaHHOW Tpynnor pNP-BaKIIMHE
(oxojio 258 TIIOE/MWMJLIMOH) ; 9DTM OTBETH M3MEPAIMCH uepes 14 CYTOK
IOoCJIe MNepBUYHOM MMMYyHM3allMM. 3ITO yYBelMUeHMe OBJIO OKOJIO 3-KpaTHBM
yepes 7 CYTOK Iocjie OyCcTepHOM Ho3H (okoJio 3012 mpoTuMB okoJio 1032
[IOE/MyimnoH) . Ha Our. 20 NOPOIEeMOHCTPUPOBAHO, UTO TyMOPAaJIbLHEHIM
OTBeT Takxke OBJI YBeJIMUeH B IIpedBapUTeJIbHO obOpaboTaHHOM IMA
Tpylnme PNP-BaKIIMHE 10 CpaBHEHUIO C TpyHInon PNP-BaKIIMHEL,
openBapuUTeJIbHO He ofOpaboTaHHOM IMA.

[IPMMEP 18

[000375] IHK-mocTaBKa MOHOCHeLMOMUeECKMX M Oucrneumomueckmx
MOHOKJIOHAJILHEIX AHTUTEJI, HalleJIeHHHX Ha Pseudomonas aeruginosa

saumaeT MEIIEM OT JIETAJILHOM ITHEeBMOHUMN

[000376] ONMOPTYHUCTUUECKUMN BakTeprallbHuM naToreH
Pseudomonas aeruginosa JacTo oBiamaeT MHOXeCTBEeHHOM
JIeKapCTBEeHHOM YCTOMUYMBOCTLIO u accoumMmpyeTcs o} IIJIOXVMMU
KJIMHWYE CKMMIA pesyJbTaTaMuM. PacTymas PE3UCTEHTHOCTD K

JIEKapCTBEeHHLEM CpeldCcTBaM M OTCYTCTBMEe B paspaboTke aHTUOMOTUKOB C
HOBHIM MeXaHM3MOM IeMCcTBUA TpedyoT aJlbTePHATUBHHX aHTUMUKPOOHHX
CTpaTeruy, BKJIoOUaAd HaToTeH-CclHeluudruuecKMrMe MOHOKJIOHAaJILHHE aHTUTeJa
(mAbs) . MAbs, HalleJIeHHEE Ha CeKpeTOopHHN OeJiok P. aeruginosa 111
Tunna PcrV (V2L2-MD) wu »sk3o0onojamcaxapmn Psl (EPS), KkKaxmoe U3
KOTOPEIX obJyamaeT CUJILHOM VHIOVMBUIYAaJbHOM u CUHEepPITHUYEeCKOM
KOMOMHUPOBAHHOM 3allMTHOM aKTMBHOCTBIO B OOKJMHMUECKMX MOIOeJIax
VMHOeKIUM, ABJILIOTCS KOMIIOHEHTaMM OUCIeUMdMUEeCcCKOTO KJIMHUUECKOTO

aHTUTeJla-KaHIMnaTa 1-1. IHK-mocTaBka TakmMx mAb MOXeT UMMeThb
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3HaAUUTEJIbHEE  IIpeMMylleCTBa B KJIVMHUYECKUX  [IPUMMeHEHUAX. Bruto
MCCJIeNOBAaHO MCIOJIB30BaHMe »BTUX [ocJenoBaTesibHOCTer IOHK mAb mis
OIpeneJIeHVs BO3MOXHOCTHM aJIbTEPHATMBHOM CTpaTeruMy HOOCTaBKM mAD
[IOCPenCcTBOM OOCTaBKU ILJ1a3MMIOHOM IOHK (DMADb) [IoCpenCcTBOM
BJIeKTpoNIopaluuy, KoTopasa OvJla paspaboTaHa OJ4 DSKCIpecCuM Kak
T AKEJIBIX , Tak U JIeTKMX lelle¥l aHTUTeJ [oJIHOpasMepHoro  IgGl
yeJioBeka in vivo.

[000377] VYuacTKM BHYTPUMBIIEUHOM MHBeKLUM (IM) CoCcTOoaJaM U3

0beux TIepenHen OoJibmebepuoBol wemubsl (tibialis anterior - TA) wm
npaBoOMt OBYTJIaBOV  MBIILIE Denpa (biceps femoris) . VHBEeRLIUU
BRBOOMJIMCE MapaJlJleJIbHO MyCKyJlaType. 3a dYac OO BJeKTpolopaluu

TMallypOHMIOa3y H»OOoCTaBJIAIM BM wumHBexkumaMM B 8enm. B 30 MKJI  Ha
yyacTok. 100 MmMrr B 30 Mk kaxgoro DMAb nmocTaBisglM BM MHBLEKIIMAIMU
B TOYHOCTM BO BCe TpM ydacTKa, B KOTOPEHE paHee BBOIWIU
TMaJlypOHMIIa3y, 3aTeM cpa3y I[IpOBOIOIMIM  2JIEKTpOolopallb. Memmam
BRBOOMJIM MHTpPaHa3aJlbHO ¢ P. aeruginosa uyepes 5 CyToK IIOCJe
OpollelypH BJeKTpolopaluMr. YPOoBeHb Skcapeccur DMAb IgG in vivo
OLIEHUBAJIM IO 3apaXeHu4d.

[000378] [locnenoBaTeJIbHOCTHU T AXKEJIBIX n JIeTKUX enem
MOHOCHeUudnuueckmx aHTU-PcrV V2L2-MD u OUCHeUUudUUIeCKUX aHTUTeJ 1-
1 xJOHMpPORBaJM B I[Jjaszmuaoy pGX001l, B pes3yjgbTaTe UYero IIOJydaJu
DMAL-V2L2-MD wum DMAb-aHTHTeJi0l-2. OKCIOpecCHMsa KaxXOoor'o KaHIuMOaTa
Orla ToOTBepXOeHa B kJeTKax HEK293T mo BHYTPUMBIIEUHOM MHBEKIUM C
nocJjienypmer siekTponopaumert (IM-EP) y wMemel BALB/c. 3KcHOpeccud
aHTUTeJa In VIVOo KOHTpOJMpOBaJlack OO 7 CYTOK Iocje IM-EP, Takxe
Kak M OQYHKLUMOHAJIbHAd aKTHMBHOCTBE BKCIpeCcCHMpOoBaHHEX mMAb (aHTu-PcrvV
AHTU-LUMTOTOKCHMUECKasd aKTMBHOCTL) . DMAL-V2L2MD m DMAb- aHTUTeJOol-
2 TakKxXe OleHVBaJM B MOIEJM OCTPpOM I[IHEeBMOHMM IIpu MHOekUuu P.
aeruginosa.

[000379] KoHUeHTpaluUM aHTUTEJI B CHBOPOTKEe KaK Yy XWUBOTHEHX,
nojyudyaBmux DMAb-V2L2-MD, Tak m y DMAb-aHTMUTeJI0ol-2 Ha 7-e CYTKHu
nocye IM-EP, KoOoppeJMpOBaJM C M3MEPEeHHOM aHTU-LUUTOTOKCHUUECKOM
AKTMBHOCTBID €X Vivo, VYyKas3eBasg Ha To, 4YTO kak V2L2-MD, Tak u
aHTuTeJio 1-1 OBUIM DBKCIPECCUPOBAHH M OBJIM QYHKLUMOHAJIBHH. Kpowme
TOT'O, B MBIIMHOM MOOEJM OCTPOM MHOEeKUUM JIeTKMxX P. aeruginosa, Kak

DMAb-V2L2MD, Tak W DMAb-aHTHUTeJiO 1-2 TIPOABJIANIM 3SHAUUTEJLHYIO
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3alMTHY aKTMBHOCTE 1n Vivo IO CpaBHeHUIO C KOHTPOJBHEM 1gG DMADb
(90% m 100% BEKMBaeMOCTb HNpOoTME 0% cooTBeTCTBeHHO; P <0,0001).

[000380] BrulO OPOOEeMOHCTPUPOBaHO, uYTOo DMAbL-V2L2-MD u DMAb-
aHTUTEeJIO 1-2 1in Vivo IpeloTBpamllainT JIeTaJlbHOCTE B MBIMHOM MOIEJINU
MHOeKUMM JeTKux. KpoMe TOro, HallM pe3yJIbTaTH OeMOHCTPUPYIT, UYTO
IOHK-mocTaBKa IHOJIHOpasMepHEx mAb IgG wMoxeT OHTbH OCylleCTBMMOM
IaThopMeHHOM cTpaTeruen 0JI4 NpenoTBpalleHN A CepbesHBIX
BakTeprallbHEX HbeKUUMN u, BO3MOXHO, ananTrupyeMomn oJis
OpOoOUIIaAKTUKM IIPOTUB IOPYIMX MHQEKUMOHHEX Aal'eHTOB, MOJS KOTOPHX
OBUIM MIOEHTUOUUMPOBAHH UM OXapaKTepu30BaHH s0OeKTHBHEE mADb.

[IPUMEP 19

[000381] SbderT CHUXEHMSI TOBH, CBSIBAHHHI C BKJIOUEHUEM
TMAJIYyPOHUOASH B PeLEeNTypPy BaKLIMHE

[000382] Rhifele) OTIpeneyIuThL, nMeeT JIn KOMOMHUPOBaHHLM
npenapaT OJHK-BakUMHE C THaJlypPOHMIAa30¥, 530deKT CHMXeHMS OO3H Ha
BH3BAHHLIM MMMYHHHM OTBeT XO3sAMHa, B 0O0mel CJIOXHOCTM 12 Tpynn
Memer BALB/c (6 Ha rTpynny) obopadtaTwBaiay mosamMu oT 10 mo 0,125
MKD pGX2013 (nOHK, xoIMpyoIUM HYKJIeOoNpOoTeMH BUpyca rpumnmna (NP)).
Tpynner 1-6 nojgydaiau pGX2013, HOPpUTOTOBJIEHHYI B KOMOMHaALMM C
Trajlypoumumason (200 em./mi), a Tpynne 7-12 ToJgbko C Oydepom SSC.
T'pynna 13 noJIyumiia TOJILKO SSC (Bes BaKLMHEL) . [loopo®Haga
nHdopMaluua IpencrabjieHa B Tabmuue 1. VMMyHUM3aLUO IPOBOOWUIIM B
cyTkr 0. JocTaBKa BaKIUMHE OCYMECTBJAJIACh IIyTeM MHBeKIuM 30 MKJII
openapaTa BHYTPUMBIIEYHO (TA MpOILA  HOI'M) M BJeKTpolopalmnsd
BHIIIOJIHAJIACE HeMeIJIEHHO MWiIn depe3 60 CekyHI TIIOCJIe MHBEKUUN B
Ipylnmnax Bes IVA wu C TVA, COOTBETCTBEHHO. SJIEKTPOIIOP AL
OPUMMEHSAIM K  Y4aCcTKYy  MHBEKIMM C  MCIOJL30BAaHMEM  YyCTPOMCTBAa
CELLECTRA®-3P (=sexTpon 3 MM) (Inovio Pharmaceuticals, Inc.).

[TapaMeTpH OBUIM CJIeYIMMMA &

[000383] KoaMuecTBO MMIIYJIECOB=2 CEPUM U3 2 MMIIYJIBCOB (2X2),

[000384] Cmya Toka=0,1 A,

[000385] MakcumallbHOe HamnpsaxeHme=200 B,

[000386] IINTEeJILHOCTD MMIIYJIECa BJIeKTponopaumumn=52
MUJIJIMCEKYHIEL,

[000387] MHTepBaJiH, pas3leydpolye WMMIYJbBCE=0,2 CeKYHIHE MeXIy
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VMMIIYJIBCaMM M 3 CeKyHIH MeXIOy KaXIoW Ccepuell MMIYyJBLCOB.

[000388] Ha 7 wm 14 cCcyTKM y MHIIeV OTOMpaJM KpPOBL WU
CEIBOPOTKY. I'yMOpaJlbHEIE OTBETH OBJIM OOHaApPyXeHH C MCIOJIb30BaHUEM
VIOA OpOoTMB PEeKOMOMHAHTHOTO aHTUIeHa HYKJIeOIPOTeMHa BMPYyCa I'pHUIla
A/PR8/34 (HIN1). VI3MepeHHEE TUTPLH CBA3HBAHUSA OBJIM OTJIOXEHH Ha
rpaduxe.

[000389] Ha 14 CcyTKM MHIIEM YMEPUBJIIAIM M BHPe3aJiM CeJIe3eHKY.
AHTUTeHCIIeuudpruIecKre KJIE TOUHHE OTBETH Ha H2d-orpaHnUeHHEE

suTonel NP55-69 (kjacc II) m NP147-155 (rxJjacc 1) HYKJIeOIpOoTeMHa

BUpPYCa TpuUIIIa A/PR8/34 (HIN1) U3Mep AJIN MOHY ELISpot.
IaTHoOOpasymyre eOMHULHE (IIOE) OBJIM TIOOCUMTAHH M IpOaHaJM3UMPOBAHE
aHamMzaTopaMu ImmunoSpot (Cellular Technology Ltd. B Iledkep
Xamrc, Oramo). IIOE Ha MWIJIMOH CIIJIEHOLUMTOB IJIAd KaXIOoM OTIeJILHOM
MBI VM CpenHee 3HaueHme +/- COC KaxOoW TPYINL MBIEN BHUUCIISAIN U
OTKJIaIHBaJIM Ha TIpaduke. CTaTUCTUUECKY Pas3HHUIY MexOy I1apon
VMMYHU3VPOBAHHEX TPYNIl OLEHMBAJIM C MCIOJB30BaHMEM IBYXCTOPOHHETO
HellapHOTO t-TecTa, KOTOPHM IeHepMPOBaJ OIpelelleHHOe 3HaueHue P.

BHaueHusa P<0,05 cBUOeTesLJLCTBOBAJM O 3HAUMMOM pPasHUIE.

Tabmmua 5
; 5 g
: 5 g . :
E o g o o i B M EH " n
E & K g -0 H 0 g ©
o, B O 0 (THN i} 3o A B~
N i 3 g0 0 M T0H ET
0, PA 5] ki %N S m gHE Y S
o, b 0 0 o E § L B O o9 b M A
L0 £ 0 (0] 0O 0 ] O oo~
9> g3 = g g R 0 & H
5 2 > g% 0 0 0
0= o @ ok m
o 2 o E 8] I}
= 0 (0]
A » S =
301, 302,
1.%* CELLECTRA-
303, 304, [ pGX2013 1/neBas TA 30 10
6 3P
305, 306
2.% 307 308 309, CELLECTRA-
pPGX2013 1/neBas TA 30 5
6 310 311 312 3P
3.% 313 314 315, CELLECTRA-
pPGX2013 1/neBas TA 30 1
6 316 317 318 3P
4. % 319 320 321, CELLECTRA-
pPGX2013 1/neBas TA 30 0,5
6 322 323 324 3P
5. % 325,326,327, CELLECTRA-
pPGX2013 1/neBas TA 30 0,25
6 328,329,330 3p
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6.% 331 332 333, CELLECTRA-
pPGX2013 1/neBas TA 30 0,125
6 334 335 336 3P
7. 337,338,339, CELLECTRA-
PGX2013 1/neBas TA 30 10
6 340,341,342 3P
8. 343 344 345, CELLECTRA-
PGX2013 1/neBasa TA 30 5
6 346 347 348 3P
S. 349 350 351, CELLECTRA-
pPGX2013 1/neBas TA 30 1
6 352 353 354 3P
10, CELLECTRA-
355 356 357, | pGX2013 1/nepaa TA 30 0,5
6 3P
358 359 360
11. 361 362 363, CELLECTRA-
pPGX2013 1/neBasg TA 30 0,25
6 364 365 366 3P
367 368
12. CELLECTRA-
369, 370 371 | pGX2013 1/nepaa TA 30 0,125
6 3P
372
13.
6
(oTpuuaT
373 374 375 CELLECTRA-
eJILHBIN HeT 1/neBaa TA 30 0
376 377 378 3P
KOHTPOJIb
OISt
ELISPOT)
* roJiyvam 200enm. /MiI TMaJIypOHMUOAa 3 (Intrapharma),

IPUTOTORBJIEHHOV B KoMOMHauum C JHK

[000390] Tabumua 6: JeTanm mwasMuiue nJs [lpuMmepa 4

Kon HasBauue N mapTmm R&D

PGX2013 NP Bupyca IpwuIllla D160926A

[000391] ELISpot MOH-y-—OTEETH B M[NONYJIALUMAX CILJIEHOUMTOB OBJIN
IIOCUMTAHE I[IOCJie CTUMYJIAUMM C IIOMOWBK I[IEeNTUOHEMKM sHOuTonaMmu PRS
HyKJleonpoTeuHoe NP55 (CD4+ T-wkjeroxk) wu NP147 (CD8+ T-kKjeTOk)
(dur. 27). TuTpe CBA3HBaHMA 1gG NPOTUB PEeKOMOMHAHTHOI'O aHTUI'eHAa
HYKJIEONpOTeuHOB PR8 omnpenenanmu ¢ nomMompin MOA (dur.28).

[000392] IIpomeMOHCTPUPOBAH AaIIUTUBHEM 520dekT Ha MMMYHHBN
OTBET X034MHa, BEI3BAHHEIM Y MBI BALB/c KOMOMHVPOBAaHHEIM
npernapaToM nJHK-BakUIMHE C TMaJlypOHMIOa30M . 3Iecs

IIPOOEMOHCTPMPOBAH SCI)CIJQKT CHMXEHMS IO3H DBTOu CTpaTel'mrM IOOCTaBKMU.
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T'pynnel  Memel BALB/c¢  uMmvyHM3upoBanau 0,125-10 Mk pNP-BaKLMHEH,
IOOCTaBJIEHHOM c THAJIYPOHUIAB0M WK tes Hee. Ha dur. 277
[IPOOEMOHCTPUPOBAHE SKBMBAJIEHTHHE KJIETOUHBE MMMYyHHEE OTBETH B
Tpylliax, WMMyHM3MPOBAHHEIX Jo3aMu PpNP Beme 0,5 MKI', OIZHakKoO B
foJjlee HUM3KMX OO3axX HaOIMOOallIoChk 3HaAUUTeJIbHOEe CHUXeHMEe OTBETOB
CD8+ T-kJjeTok Ha NP147 B gpmozax 0,25 m 0,125 MK m oTBeToB CD4+
T-xjeTok Ha NP55 mpm 0,125 MKT B TI'pyldnax, MWMMYHU3MPOBAHHHX 0e3
TMaJlypPOHMIOA3E. O90PeKkT yMeHbIeHMSA OO3E KOMOMHMPOBAHHBEIM IIpellapaToM
C THaJypoHMIA30M Takxke Habjomajcd IJisS ITyYyMOPaJIbHEIX OTBETOB Ha
pNP-BakliMHy Ha 14-e cyTku (dur. 28). Kpome Toro, Ha 7/-e CYTKHU
mocjie ¥VMMyHM3alMM MB MOTJIM OODHapyXWUTh BSHAUMTEeJIbHHE aHTu-NP-
AHTUTEeH-CBA3HBAKMME THUTPE B CHBOPOTKE MHIIEM, I[IOoJydaBmmux ©OoJiee
CUJIbLHEE oo3H  pPNP C TMaJlypOHMIas0M, HO He y  Mpmey — 6es
TMaJlyPOHM A 3H .

[000393] SbhpexT YMEHBIEeHU A OO3H cBA3aH C BKJIIOUEHNEM
ITMaJIypOHMIOAa3El B COCTalR BaKUuMHE nj4d IIIJHK. Kpome TOTO, 5TOT
KOMOMHUMPOBAHHHM IIperapaT MOXeT OBTL CBA3aH C YCKOPEeHHBM MMMyHHBM
OTBeTOM IIpM OoJiee BHCOKMX IOo3ax. CM. Takxe Oour. 42.

[IPMMEP 20

[000394] MaTepmanm u crnocobu mnsi I[IpuMmepoB 21-24

[000395] KoHCcTpyMpoBaHrMe ¥  BKCIpeccusd in vitro IOHK-
KOOVPOBaAHHOTO MOHOKJIOHAJILHOT'O aHTHUTeJa. KoHCcTpyKRUUM
MOHOKJIOHAJILHEIX aHTUTEJI, KoIMpyeMble IulasMunHod ITHK (DMAb), OwUin
CKOHCTPYUPOBAHEL Tak, Kak OIIMCAaHOo paHee 14, 15. PMERS
TeHepMpoBaJIM C MCIOJIB30BAaHMEM CHHTETUUECKMX OJIMIOHYKJIEOTUIOB C
HECKOJIBKMMM MOOMOUKALMAMM, KoOMpylmmMMy Jierkue (VL) u  TSKeJHe
(VH) uemnm mJd TI[IOJIHOPA3MEPHOTO MOHOKJIOHAJIBHOTO aHTUTeJla I[IPOTHUB
MERS rmJmMkonpoTeMHa OOOJIOUKM, M KOHEeUHad I[IOCJeIOBaTeJIbHOCTL OBIa
KJIOHMPOBaHa B B3KCIPECCUMOHHYK CUCTeMYy I[IOI VYIIPaBJIEHMEM IIpOoMOTOpa
CMV yeJIOBeKa. TToJIy4JyeHHEIe MOIUOUUNPOBAHHEE nu YIIYUlle HHEIE
VMMYHOTEHE  OBUIM TIOIOBEPTHYTH  ONTUMM3alUM KOIJOHOB u  PHK cC
IoCJeIyiomMM KJIOHMPOBaHMEM B BeKTOp BKcOpeccum pVaxl GenScript
(Picastaway, Heio0 IIxepcu) c IO CJIe OYIOMMM KpPYIIHOMAaCIITaOHEM
IPOM3BOACTBOM DTHUX KOHCTpyKUuM. I'e”Htl VH ®m VL OBJIM BCTAaBJIEHEH
MeXIny ydacTkaMm pecTpukuum BamH1 wm  Xhol. Ii1ga THNOOTBepXIeHUd

sKcopeccun DMAb in vitro wJeTkM 5SMOpPMOHAJILHOM  HOouku  293T
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yejioBeka (ATCC) TpaHcOuumpoBaau 3 MKT Ha 1 x 10 ¢ xjgerox pMERS c

MCIIOJIL30BAHMEM TPaHCOEKIMOHHOTO peareHTa Lipofectamine® 3000
(Invitrogen, Carlsbad, CA) . Uepes 48 JacoB KYyJIbTypaJibHEE
CYIepHaTaHTE cobupaju M usMepdaln ypoBHM MERS-CoV-CBA3EBAKIMIMX
aHTUTeJl U ypoBHM hIgG c nomombio MOA (omomMcaHO HUXE) .

[000396] XMBOTHEIE . Camxm BALB/c¢ u Crl:Nu-Foxnlht  mMemmm
(BO3pacT 7-8 HeleJlb) OBLIIU OpuoBpeTeHH VY Charles River
Laboratories (YUIMMHITTOH, MaccauyceTc) . CaMKM  HOBO3eJIaHICKUX
feJltiiXx KpoJiMkOoB (Bo3pacT 10-12 Hemesb, OT 2 1mo 2,5 KI) OBIK
npuobpeTeHsl y Charles River Laboratories. Makaku pe3yCc BeCOM OT
2,35 mo 4,20 xr Owim opuobpeTeHw y WWP, Inc. (Mamamm, OoJjgopuma),
M TIOMEMeHH B KapaHTMH Ha 33 CyTOK IO Hauajla MCCIeOoBaHMuA. Memen
comepxalJin B TIpyllaxX, a KPOJMKOB UM MaKak pes3yCc comepXalu IO
OIOMHOUKE C IOOCTYIOM K Iuile U Bome ad libitum (croBonHemM). Bce
XUBOTHEE OBUIM PasMelleHH M 3a HUMMKM yxaxuBaJin B BTS Research (Cau-
Inero, KammudpopHMA) B COOTBETCTBMM CO CcTaHmapTaMu KoMmTeTa II0
MHCTUTYLUMOHAJILHOMY YXOIY 3a M MCIOJb30BaHMI XMBOTHHX (IACUC) .

[000397] BayTpuMbmieuHas nocTabBka OIOHK. OuMileHHYI ILJIa3MUIHYO
IOHK ToTOBUIM B OQUBMOJOTMUECKOM pacTBOpe C LuTpaToM HaTpuid (SSC)
0JIA IOCJIenyKmero BBeleHMA B OopTraHm3M XM BOTHEX . HOiis
IpelBapUTeJIbHOMN 006paboTrMU XMUBOTHEIE [oJIydasim BHY TPUMBIIEUHYIO
NpenBapuTelibHyo MHBekluo 200en./MJI THaIypPOHMUIABE, OUMIEHHOW U3
CeMeHHMKOB Ovlka (Sigma) B 1xDPBS (Thermofisher, MacauyceTc).
Memy moJgydasu 30 MrJ B TA MBIILE, KPOJMUKM M MaKaKM pes3yC HoJydallu
1 min B kBagpuuenc. Yepes 30 MuMHYT nasMuiHyin ITHK uMHBeUMpOBa M B
TOT Xe YydacTokK, IIOCJle UYel'0 [NPpOBOOWUIIM HeMeIJleHHyK BM o00paboTky
sJleKkTponopaumet. JIJocTabka nIHK B TA MBIILIY MBIIeY OPOBOOMIJIACE C
nomomepio CELLECTRA® 3P, a CELLECTRA® 5P Oola MCIOJL30BaHa IJId
00paboTKM KPOJIMKOB M MakKak pesycC.

[000398] MOA 114 KOJIMUECTBEHHOTO OlpenelieHMa 1gG UeJioBekKa.
96-JIVYHOUHLIE aHaJluTHMUeckMe IlaHmeTs (Thermo Scientific ™ Nunc ™)
noxkpuBaau 100 wMrJI/JOyHKy 10 MKTD/MJI  KOo3beTo aHTu-hulgG Fc-
bparMeHT-aHTUTEIA (Bethyl, Texac) B 1xDPBS (Thermofischer,
MacauyceTc) B TeueHMe Houu Ipu 4°C. Ha cJienyomme CYTKU ILJIAHIETEH

npoMeiBa  0,2%  (06./06.) TWEEN B 1xX0CB MNOpOMEIBOUHOM Oydepe u
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oiaokupoBasm 10% (06./06.) FBS B 1xDPBS B TeueHre 1 yaca Ipwu
KOMHaATHOM  TeMIepaType. Obpasusl CHBOPOTKM  pas30aBjsaAM B 1%

(0B./06.) FBS B 0,2% (006./06.) TWEEN-1xX®CB m 100 MKJI 5TOM CMecH
no6aBJIAIM K aHaJMTUMUYeCKOMy ILJIaHIeTy IIOCJe elle ONOHOM cCTaluu
[IPOMEIBKH . Kpowme TOT'O, CTaHOapTHEEe pasbaBiieHU A OUMIIEeHHOM
YeJIOBEUEeCKOM JieTkoM¥ Lenu kammna (Bethyl, Texac) ToTOBUIM B BUIEe
CepMuMHEIX pasBemeHut 1:2, HaumHadg ¢ 500 Hr/Mi B Ovbepe mOias
pazbaBjieHVsa, U HoOaBJAIM B IOyOJIMKaTax K KaXIOMy aHaJlUTUUeCKOMY
IJlaHmeTy . O6pas3lUusl M CTaHOapT MHKYOMpOBaJIM B TedeHMe 1 yaca IIpu
KOMHaATHOM TeMIepaType. Ilocjie MIPOMBEBKM IIJIaHIETH UHKYyOUpPOBAJIU C
1:10 000 pasBemeHUMEeM KO3LETO aHTUTEJIa NPOTHUER JIeTKOM lLenu Kalla
IgG dyeJoBekKa KOHBOIMpOBaHHOTCo Cc HRP (Bethyl, Texac) B TeueHMne 1
yaca TIIpY KOMHATHOW TeMrepaType. [asa neTexiuy 100 MKJI/JIYHKY
pacTBOpa cybcTpaTa SureBlue (KPL, MspuiasHO) #Do6aBJSIM K [TPOMBETHM
[IJIaHIIETaM. Peakummo ocTaHaBJMBaJIM JOoOaBJIEHUEM 100 MKJI/JIYVHKY
pacTtBopa TMB Stop (KPL, MspuisHIO) dYepe3 6 MMH K aHaJIUTUUECKUM
mnaHmeTaM. OII m3Mepsanan nopu 450 HM. DSKCIPecCUMs YPOBHS CHBOPOTKMU
OrJIa MHTepIOoJIMpOBaHa M3 CTaHOapTHOM KPMBOM C MCIOJIb30BaHUEM
IIOOT'OHKM CUTMOMIAJILEHOM UeTHpexlapaMe TpUUeCKON JIOTUCTUUECKON
KpMBOM IJIA JioTapudMa KOHLEeHTpallu.

[000399] AuTHMTeHCBA3HWBalmuy WOA. AHaJIUTUUECKMe  IIJIaHIeTH
nokpuBagu 100 wMrJ/JOyHKY 1 MKD/MiI Oejgka MER-CoV Spike S1
(SinoBiological, Kuram) B 1xDPBS (Thermofisher, MacauyceTc) B
TeueHMe HouuM npu 4°C. IllaHmeTH IOIpoMHBajM 1xPBS-oybepom ¢ 0,05%
TWEEN. Ho®Gamjsaimu 250 mrJ/JayHKky 3% (Mac./06.) BCA B 1x®CBE c¢ 0,05%

TWEEN ¥ uHKYOMpPOBaJM B TeueHMe 1 uyaca IpM KOMHATHOM TeMIepaType.

OBpasls CHBOPOTKM paszbaBiaaiar B 1% (Mac./o06.) BCA B 1x®CB ¢ 0,05%
TWEEN. [Iocyle TIPOMBEIBKM aHallUTUUeCKMe IIJIaHmeTH  3anojHagmu 100

MKJI/JIVHKY 1% ©Oybdepa BCA OCB/TWEEN. [Jjd cBS3HBaHug aHTuUreHa 50
MKJI CEepUMHHIX pa3BeleHUN PelUNIPOKHHX pa3BeleHUM CHEHBOPOTKM 1:3
IIPOBOOMIIM C IMPeOBapMTeJIbHO pa30aBJIeHHEMM oOpaslaMyM CHBOPOTKM Ha
aHaAJIMTUUECKUX IlJlaHmeTax. I[JIaHmeTH MHKYyOUpoBaIM 1 U OpM KOMHATHOMU
TeMIlepaTrype. Mocae IPOMEIB KU Oo0aBJIAINU 100 MKJI 1:10000
Pa3BeNeHHOTO KO3bel'o aHTUTeJla [IPOTUB TIKeJIOM M JleTKoM Leneu 1gG

yeJjioBeKa abcopbUpoBaAHOTO N4 0BesbAaH (bethyl, Texac) u
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MHKYOMpPOBaJIM B TedeHMe 1 uYaca IOIpM KOMHATHOM TeMlepaType. s
NpOoSABJIEHU A MCIIOJIE30BaJICHa CTOI-pacTBoOp SureBlue/TMB (KPL,
MopuisHn) u musMepsasack OII npm 450 HM.

[000400] ADA VIOA. AHaJIUTUUECKME [JIQHIIETE  [NOKPHEBAJM B

TeyeHMe Houm npu 4°C 100 wmxja/ayHky 0,3 wMrr/mia MERS DMADb,
OUMIIEHHOTO M3 CylepHaTaHTa in vitro TpaHcOUMUMPOBAHHOM KJIETOUHOM
KYJIE TYPH . [aHmeTe OpoMeBaIu 1x®CEB 0,05% TWEEN [OIPOMBIBOUHEM
oybepoMm ¥ pmobaBidaau 250 MKJII/JIYHKY 3% 0Ovbepa 04 OJOKMPOBaHUML
BCA/OCB/TWEEN u wuHKYOVpOBaJM B TeueHMe 1 UYaca IIpM KOMHATHOM
TeMIIepaType. OOpaslb CHBOPOTKM IIPelIBapUTeJIbHO paszbaBiaaam 1:25 B
1% Bybepe OJIs pa3BeneHuUsd BCA/OCE/TWEEN. [locye [IPOMBIBKH
AHAIUTUUECKYX IJIaHmeTOoB mnobaBisaiau 100 MKJI/JIYHKY OpPelIBapUTeNIbHO
pa30aBJIeHHEX 00pasloB UM MHKYOMPOBallM B TeUeHMe 2 4YacoB IIpuU
KOMHAaTHOM TeMIlepaType. a4 ofHapyXeHUSI OTBeTOoB ADA y MakKak pes3yc
motapaaar 100 MrJI/JayHky 1:10000 Ko3ber0 aHTUTeJla I[IPOTUBR JIeTKOM
nenu JamObaoa dYeJIoBeKa KOHBOI'MpoBaHHOTO C HRP (Bethyl, Texac) wm
MHKYOMpPOBaAJIM B TeueHMe 1 dYaca OpM KOMHATHOM TeMiepaType. [Ho
3TOrO ObUla [IOOTBEpPXIeHa HDOoCTaTouHad IIepeKpecTHas pPeaKTUBHOCTD
BTOTO OEeTeKTHPYKINEero aHTuTresa K IgG Makaka pe3yCc ¥ HHU3Kad
[epeKpecTHas pPeaKTUMBHOCTL I[I0 OTHOWEeHUI K 0Oejyiky PMERS DOKPHTHA
(DaHHBIE He IpelcTaBJieHH) . [IOnga oOHapyxeHusa ADA B of0pa3lax MBIIU
KO3bM aHTUTeJla I[IPOTHME I1gG MBIIM KOHBOTMPOBAHHEHE C [IepOKCHUIA30M
(Sigma) @mJsa KPpOJMUBUMX KOBbBUX aHTUTeJ OpoTuB IgG KpoJrka (Sigma)
pasBommar 1:10000. SureBlue/TMB Stop pacTBOpP MCHOJb30BAMCHL IJIS
NpOoABJIEHUA ILJlaHmleTa M 3HadeHuA Ol perucrpupoBalmck npm 450 HM.

[IPMMEP 21

[000401] HOmBsamu, in vitro m in vivo xapakTepusBaumuss DMAb u
CTpaTermn YJIy4dlleHUsS JOCTABKU

[000402] DMAb onpenensorcd kak JHK-rmasmMunr, KOOUPYKIME
Jerkue ¥ TAXeJHe LUelM MMMYyHOIJIODYJIMHA (Ig) MOHOKJIOHAJIBHOTO
anTureJsia. KOHKpeTHO, VyKasaHHBe KaccetTe [JHK comepxar xIHK mid
KOOUPYINX IOCJIeNOBaTEJIBEHOCTEN BapuadesibHEX JIETKUX (VL) u
TaKeJEX  (VH) uener Ig TOJIHOPa3MepPHHX aHTUTeJ MADb, KOTOphe OBUIM
ONTUMM3MPOBAHH IJIA SKCIPEeCCUM ¥ KJIOHMPOBAHE B BEKTOP SKCIPEeCCUU

oJ1a MIekonurTawommux pVaxl. g 200ekTMBHOTO pa3nesieHUMs TIXKeJION U
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Jerkom lenem, UyTOOH  ODEeCHIeumnThb ofpasoBaHMe  IIOJIHOPAa3MEPHOTO
aHTHTeJla M3 OIHOM OTKPHTOM paMKM CUMTHBaHMSA, B IM3aliH ObBUIK
BKJIIOUEHH YUacCTOK paclellJieHrusa OoypuHOM U 2A-caMolliepepabaTHBalmni
nentmun (dur. 29a).

[000403] g 5TUX MCCJEeOOBaAHUM OITMMMI3ALMM JOCTaBKM OBJIA
BHIOpaHa KOHCTpykUMA jazmuiHod IOHK (pMERS), koTopas komoupyeT mADb
IIPOTUB KOpOHaBHUpycCa (CoV) OJIMKHEBOCTOUHOTO pecnmMpaTopHOTO
CHMHIpOMAa (MERS) . PMERS TeHepHpOoBaJu c VCIIOJIL 30BaHUEM
CUHTETHUUYECKUX OJIMTOHYKJIEOTUIOOB C  HEeCKOJBKMMM  MOIMOMKALVAMU,
KoIupyomux Jerkue (VL) m TsaxeJele (VH) LenmM OJg [IOJHOPa3MEPHOTO
MOHOKJIOHAJIBHOTO aHTUTeJla [NOPOTUBR ITUIMKOIpoTeMHa oboJjiouku MERS,
KOHeUHasa I[IOCJIeNOBATEJNILHOCTEL ObJla KJOHMPOBaHa B HSKCIPEeCCUOHHYID
CUCTeMY rom yIIpaBJIieHVeM [IpoMoOTOpPa CMV yeJIOBEKA. JInpmepHEle
IOCJIeIOBATEJILHOCTU JIETKOM U TAXeJION lLeley UMMYHOTJIOOVJIMHAa OBUIM
BKJIOUEHH IOJIA YJIYUIIeHUd D2KCIPECCUM. Y TIOJYUEHHHX MOINOUIIMPOBAaHHEIX
VI YCWJIEHHHX WVMMYHOTE€HOB OBJIM OINTUMMM3UMPOBAHH KOIOHH M PHK m oHHM
OBUIM KJIOHMPOBAHEL B BEeKTOP BKCIpeccuM pVaxl (dur.29a).

[000404] IlpomsBonmcTeO mMAbL U3 TpaHCcOMUMpoBaHHHX PMERS KileTOK
OBUIO IIepBOHAUaJIbHO IMOATBEPXIEeHO 1in vitro. UYeJjloBeueckue KJIETKU
293T mTpaHcouumporaau pPMERS wiu nOycTom jla3MuIon pVax. YPOBHU
CEeKPpeTHUPYEMOT'O aHTHUTeJla KOJIMUECTBEHHO OlpemNesyiaM B CylepHaTaHTe
yepe3 48 dYacoB IOCJe TpaHCOeKUMM C IIOMOMBIK MWMMYyHOOEPMEHTHOTO
aHaJim3a (M1®oA) , dur.2%b. YToBH MNOOTBEPINUTE IoJIyueHue
OYHKIMOHAJILHEIX aHTUTEJI, YPOBHM CBA3HBAHMA aHTUTeJ OpoTuB MERS
OBJIM M3MEPEeHH NPpOTUMB aHTuT'eHa MERS-CoV ¢ nomompi MOA B COOpPaHHBIX
cynepHaTaHTax (dur.29c). Taxum oOpaz30OM, »OaHHHE I[IOKa3aJiM, UYTOo
OYHKLUMOHAJIbHEE AQHTUT'eHCBA3EBAKIMe aHTUTeJa MERS-CoV
CeKpPeTUPYITCS M3 TPaHCOMUMPOBAHHHX KJIeTOK in vitro.

[000405] Brula mMcCcJeloOBaHa »KCcIpeccua 1n vivo aHTM-MERS DMADb
IOCJIe BHYTPMMEIIEUHOM IOCTABKM y MuIM BALB/c. IJocTaBKa O3 UMCTOMN
nlHK oT 6,25 mo 100 Mk B HnepenHo OoJbmebeplioByr (TA) MHINLY He
[I03BOJIMJIa I[IOJIYUYMTH YPOBHM UejioBedueckoro IgG (hIgG) B CHBOpPOTKE
KpoBM BHIme ¢QoHa (dur. 30a). C LeJbl IIOBHIMEHUS CUCTEMHEX YPOBHEMN
hIgG B CHBOpPOTKe OBUIM M3YUYEHH CTpaTEI'MM OOCTaBKM I'€HOB, KOTOPHE
OEeMOHCTPHUPOBAJIN paHee, YCUJIeHUe [lepeHoCca T'eHOB in vivo.

[lpenroymmue MCCIJIegOBaHU DMADb INPOOEeMOHCTPUPOBAJIM YCUIIEHHYIO
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SKCIPECCHI C OpMMeHeHMeM 1in vivo 3l B KadeCcTBe BCIOMOTATEJIBHOTO
cCpencTBa IJig OOCTaBKM. OJiekTponopaumsa (BII) HOpencrariaseT coboM
XOopomo paszpaboTaHHHM BCIOMOTATEJILHEM MeTOH IJA OocTaBku IIIHK in
ViVvO, KOTOPHM YyBeJIMUMBaAeT DHDKCIPecCui I'eHOB Oojiee ueM B 100 pas
II0 CpaBHEeHMI C »OocTaBkKoM umcTo¥ nJHK 6Ges njexkTponopaluun. Teopusd
B oOcHOBe OJIl 3akJjouUaeTCcd B TOM, YTO OHa YyBeJIMUMBaeT I[IPOHMIIAeMOCTb
KJIETOUHOM MeMOpaHb, UTOOH o00eclneurTb SOOeKTUBHEM IPOXOHn OOJILIMX
MOJIEKYJI (HanpuMmep, TJIHK) B KJEeTKy. Ilpy MATKUX DBIEKTPUUECKUX

napaMeTpax 5sbbexT O3l Ha KIJIETKY ABJIAETCS IIepPexOoIHEM, M KJeTKa

ocTaeTcd IIOJIHOCTRI OQOYHKIMOHAJILHOM. B maHHOM ciydae CELLECTRA®-3P
511 OBUIO MCIIOJIB30BAHO MJIA HalleJMBaHusa Ha TA Memie Memmy BALB/c.
[lpuMeHeHMe 3II Ha ydyacTKe QgocTaBku B TA MBIIUE Cpas3ly I[IOCJe
MHBEKIMM DMAbL NOpMBOOMJIO K IIOBHIIEHMI YpPpoBHeM hIgG B CHBOPOTKE
(cpenHee 3HauveHre 670 HT/Min nus 50 MKD nos3w pMERS Ha 6-e CYyTKM
nocjie nocTaBkyu, Our. 30b). JdapMakOKMHETHUUECKUM aHaJlM3 YPOBHeM
hIgG B CHBOPOTKEe BHABUJI [IMKOBYID DKCIPECCUI Ha 6—-e CYyTKM II0OCJe
obpaborku (dur. 34). VYVpoBHM hIgG OBCTPO CHMXaJMCH I[IOCJe 6-X

CYTOK, qTo COBIIaJIO C ITOABJIEHMEM VIMMYHHOTI'O oTrBeTa XO34dMHa,

HalpaBJIEHHOTO IPOTHUB UyKEepPOIOHOTO YeJIOBeUeCKOTO IgG-0eJska
(dur.35) .
[000406] PaHee OBLIIO IPOOEMOHCTPUPOBAHO MCIIOJIb30BaHMeE

TrajlypoHunass  (I'MA) B OpoTokoJax »ocTaBku OIOHK+3II in vivo nias
YCUJIEHUA DKCIPpecCUuMr TeHOB. I[VA KaTalM3MPyeT IUIOPOJNU3 I'MaJlypOHaHa
B ECM, obecneuuBas BpeMeHHOe TIIOBHIIEHME TMPOHUIIAaeMOCTM TKaHel. 3To
IIO3BOJIAET YBEJIUUUTEL »OUCIepCcHio BBeleHHOM TNIOHK dyepes MBIIEUHYO
TKaHb u YBEJINUNTE KOJIMYECTBO MUOLIMTOB, OOCTYIIHEIX ojd
TpaHchernmn. [losToMy IUMA [oGaBIAJIM K IIPOTOKOJNY IOOCTaABKM C LEJLI
DaJbLHeumero YBEeJINYEeHN I KOHLEeHTpalUun hIgG B CHBOPOTKE.
[lpenBapuTesibHag obpaboTka TA wmpmi 200 enm./mn I'MA 3a 30 MMHYT IO
OOCTaBKM TeHa C BDJeKTpolopalMel TIMIpUBOAMIIa K 3HAUUTEJBHO O0oJiee
BEHICOKMM YPOBHAM (cpenHee 3HaueHue 2160 Hr/mia (100 MxT mo3sl pMERS
Ha 6-e CyTKM nocJje pgoctaBku)) hIgG B ceBOpoTke (dur. 30cC).
IlocTarka PMERS C MCHOJIBE30BaHMEM IIpelBapUTeslbHOM obOpaboTku IVA B
orcyTcTBMe 3II He OvJla CBf3aHa C IIOBHIIeHMEeM KOHUeHTpauuu hIgG B

CEIBOPOTKE (DaHHBEIE He HpeHCTaBHeHH). HpOBOﬂMHM OLIEHKY in wvivo



110

OpOoOoyLUMpPOBaHMA QYyHKUMOHAJIBHOTO aHTUTeJla (CBA3HBaHME CHBOPOTKU C
aHTureHoMm MERS CoV) c nomMombrn MVOA. OTkJaIeBajJIM Ha TI'paduke
CBA3BBaHNME PELUUIIPOKHOT'O pPal3BeleHMA CHBOPOTKM Ha 6—-e CYTKM IIOCJe
nocraBku pMERS (dur. 30d). Kpome TOoT0O, U3ydUalu IOPYyIMe pealeHTH
0JIg OolIpenejieHud TOoTro, YyJydllapT JM OHM -HOOCTaBKy TI'eHa BHYTPDb
KJIETKM, TakKMe KakK BMTaMMH D, caxaposa ¥ IIOJMMEPH, WiIM ofJjamaioT
JU OHM CIOCOOHOCTBI K MOOMOUKaALMM CTPyKTYypel ECM, TakMe Kak
aJjlacTal3a UM KoJular'eHaza, M OIpelelialy, MOXeT JIM UX BKJIIOUEeHNVE B
IIPOTOKOJI OOCTaBKMU DMADb 3HaAUUTEJIEHO IIOBEICUTH YPOBHU hIgG.
HoBaBJjieHVe 9STUX peareHTOB B IIPOTOKOJ mocTabku OIl+pMERS He
[IO3BOJIMJIO BHAUUTEJIBEHO IIOBEHCUTEH ypOoBHM hIgG B CHBOpOTKe (dur.360).
Kpome ToTO, He OBJIO YBeJMUeHMs YypoBHeM hIgG B CHBOPOTKe IIpHU
nodaBjieHMM JIOOOTO M3 HSTUX PeareHTOB B IIPOTOKOJ nocTaBku DIII+ITA
PMERS (nmaHHBIEe He [pelCTaBJIEHEH) .

[000407] TopasuTelbHEM 50bekT OpenBapuUTesJbHOM oOpaboTku I'HA
MBIILIE, B KOTOPYK I[IPOM3BOOAUTCHA LOCTaBKa, Ha SKCIPeCCHU I'eHOB
HaOonajcsa BM3YaJIbHO IIPM OOCTabBKe pPelopTepHOI'o I'eHa (pREFP) B TA
MBIy Memy  (Our. 30e). KpomMe ToTro, HabIomalCd CUIbHBM CUIHAJ
VMMyHOQJIYOPEeCLeHIMM [IPpUM aHaJMse »skchopeccur hIgG B MMOLMUTax B
MecTe o0paboTkuU (dur. 30t), IIOATEBEePXIaKIN nIponyumMpoBaHme
aHTUTeJla MBIIEeUHEIMYM KJIeTKaMM B MecTe nocraBku pMERS. TaxmmMm
ofbpasoM, OpencTaBJIeHHHE BHIIE HOaHHBE ONPEemNeJIAlT IIPOTOKOJI OOCTaBKU
DMADb, KOTOpHM BRJIOUaeT B cebg OI um IUA, KOTOPHM MOXET OHTH
OPUHAT OJIS YCUIIEHMS DKCOpeccur OQYyHKIMOHalIbHOTO hIgG B MBIIMHOM
MomeJim BALB/c.

[IPMMEP 22

[000408] YcronunBass B®Kcopeccuss DMAD vy  uMMMyHOIOEeOMIIMTHEIX
MBI

[000409] VcciemgoBauua vy  Mbmel BALB/c  wiaM  B6  yCIEmHO
IPOIEMOHCTPUPOBAJIN DK CIIPECCUID DMADb in vivo n BaXHOCTH
BCIIOMOT'aTeJIbHHX CPeOCTB OJA JOCTaBKM B VYJIYULIeHUM TpaHCOeKLUUN
TKaHel M, CJIeHOoBaTeJIbHO, CUCTEeMHHEX ypoBHeM hIgG. OIHako peakKlUud
VMMMYHHOM CHUCTeMEl XO03AMHa Ha uyXepoOHeEM hIgG-0eJlok OTpULATEJILHO
BJIMAJIA Ha DKCIPECCHUOHHYK KMHeTUKY (dmur. 34 m 35). UToOH M30eXaThb
OTPULIATEJILHOTO BJMAHKA MMMyHHOT'O OTBeTa XO34MHa Ha DKCIPeCCHU

DMADb, MEIL uccigaenoBanm PK YPOBHEN hIgG B CEHIBOPOTKE Y
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VMMYyHOIOEQUUMTHEX " TOJRX" (nude) Memnerr BALB/c. B oTcyTcTBHE
OYHKIUMOHAJILHOM anarnTUBHOM  MMMYyHHOM CUCTEeMEl YpOBHM hIgG B
CHIBOPOTKE He IajaJiMd IIocJe 6-X CYTOK, HO IIpOoOoJiKallM pacTu u
oocTuraamM IJiato Mexny 21 m 35 mHavm (dur. 3la). 3T0 OPpUBOIWIIO K
foJiee BEICOKMM KOHIIEHTPpAalUMAM CHBOPOTOUYHOTO hIgG, HabimomaeMoTo Yy
"TOJNILIX" MBmIEV, uYeM y Memel BALB/c (12,5 MKID/MJI IOPOTUB 2,2 MKI/MI
oIMKa CcpelHero Inpu npose pMERS 100 wMrr). Okchnpeccus DMAb Owula
TaKxe IPOOOJIXKUTEJILHOM . AHams IPOOOJIKUTEJIEHOCTHU SKCIIPECCUN
BHABMJI YPOBHM hIgG B CHBOpOTKe Mexnmy 0,77 MKD/MiI (Tpynna  OO3H
12,5 Mxr) um 3,84 Mrr/min (rpymnmna moss 100 MKD) uepes 160 cyTok
nocJjie mocTaBku (dmr.3la).

[000410] Bruto BHICKA3aHO NPennoJIOXeHne, yTo yBeJIMYeHne
KOJIMYeCTBa TPaHCOUIMPOBAHHHX MMOLMTOR IPMBEOEeT K  IIOBHIIEHU
CHUCTeMHHX ypoBHeM hIgG. TaxuMm o0pasoM, HalleJMBaHMe Ha MHOXECTRO
YU4aCcTKOB MBI OBJIO OB BEIT'OIHEIM. 100 MK Ha YydYacTok pMERS
OOCTaBJIAJIN B 1, 2, 3 WJIN 4 MEIILIH . Ha dur. 31b
[IPOOEMOHCTPUPOBAHO, UTO YBEJIMUYEHME KOJIMUECTBa YYaCTKOB 00paboTKu
MBIIEUHOM TKaHM SABJSAETCHA BHIOOHEM. JocTaBka pMERS B JeByoD U
nparyr TA MBIILE M KBaOpMUEINCH (Bcero 4 ydyacTKa) IIPUBOOUIIO K
oBHapyxeHuioo 28,8 wMxr/mi hIgG B cHBOpoTKe Ha 21 cyTkmu. JocTaBKa
no3, mnpeBpmawomyx 100 MKID, Ha omoHy TA MBIy He CMOIUIM eme OoJible
YBEJIMUUTEL YPOBHM hIgG B CHEOPOTKe. PesoMMPysa MOXHO OTMETUTHL, UTO
IOaHHHE B D2TOM pa3dejle yKashHBaeT Ha TO, UYTO B OTCYTCTBME OTBeTa
IIPOTUB hIgG CHUCTEMHHE YPOBHU MOHOKJIOHAJIBHOT'O aHTUTeJa,
kooupyemoro IHK, ABJIAIOTCSH YBEJIMUEHHBEMM WM YCTOWMUMBEMU. Kpowme
TOTO, HalleJIMBaHMe Ha  HeCKOJIBKO YYaCTKOB HOCTaBKM  SBJIAETCHA
BHITOOHEIM 3a CUeT YyBeJIMUeHMS MeCTHOM OO3H.

[IPMMEP 23

[000411] YcronumBass B®KcIpeccuss DMAbD vy MMMyHOIOEeOMIIMTHEX
MEIIE

[000412] [lepBeM mWaroM B npoliecce yBeJIMdeHrusa  MacmTaba
npoiiecca OBJI Mepexol OT MelM (Opubiams3muTedbsHO 20 T Beca C oOmMM
06BeMOM IepudpepruuecKorM KPOBM 2 MJI) K KPOJUKY (ODpudian3muTesbHO 2,5
KI' B Bece Cc obmmM obbeMoM Iepudepuueckom kpoBu 140 ™M), BuUIOY,
KOTOPHM O(uJIOoTeHeTHUUeCcKku OJmke K IIpMMaTaM, 4YeM TPH3YHHE. Kpowme

TOTO, OOJBIONM pas3Mep MeIL, KBaIpuliellca KPOoJMKa COBMECTUMM C
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CELLECTRA®-5P, YCTPOMCTBOM oJida BHY TPUMBEIIEUHOM oIl ueJIOBEeKa,

KOTOpOEe B IOAaHHOE BpPeMA UCIOJb3YyeTCHd B KIMHUUECKUX MCIHTaHMAX.
[000413] Knuetuky DKCIPpEeCcCUn PMERS oIpenesIanmn B 1o

CEIBOPOTOUYHOMY JyeJIOBeUueCKOMy IgG N4 HOBO3eJIaHIOCKOT'O 0eJyioTo

KpoJsika. KpoJmkoB obOpabaTHBaaM B ofmer CcJoxHoCcTu 2 MI' pPMERS,

IOCTaBJIEHHEX ¢ nomomeid CELLECTRA®-5P 311, B IIpeIBapMTeJIbHO
obpaboraHHe IVA kBagpulenc. CUILHEM YypoBeHb hIgG B CHBOPOTKE
OOCTUI MakCMMyMa Ha 6-e cyTku (puc 37a), Opexme dYeM OBCTPO
yIlacTb Ha YpPOBeHb (QOHa Ha CeIObMee CyTkM. OTa OwlcTpas noreps hIgG
B CHBOPOTKE COBIlajla C BEHCOKMM YPOBHEM aHTU-JIEKAPCTBEHHBX aHTUTEJ
(ADA), KOTOPHM pas3BUBAJICA Mexdoy 6 m 7 cyTkamu (Odur. 37b). OmHako
Obljla IIOJIyYeHa CUJIBHAgd U IIOBTOpAeMad CHUCTeMHad 3SKCIPEeCCHUId B STOT

PaHHUM MOMEHT BpeMeHUu (6-e CYTKM) B 3TOV MOIEJM C MCIOJIbL30BaHUEM

cucTeMel pocTaBkKM CELLECTRA® 5P. SBaTeM OBJIO IIPOIEMOHCTPUPOBAHO
BIIVMSAHME TIpelBapUTeNIbHOM 00pad®oTKM I'MaJlypOHMIA30¥ MecTa IOOCTaBKU
B MHILIY Ha »kKchopeccur hIgG. I[IoBHIMEHHEE YPOBHUM CHBOPOTOUYHOTO hIgG
OBUIM CRBSA3aHE C HOpedBapUTeJIbHOM oOpaboTko¥ Meml IVA IO CpaBHEHUK
C IpeIBapuUTesIbHOM obpaborTkor O®CB (dur.32a), 770 mpoTmB 122 HT/MI
(p <0,0001) Ha 6-e CYTKM COOTBETCTBeHHO (®dur.32b). Kpome TOTO,
noJiydeHHe hIgG OpUl QYHKUMOHAJIBHEIM, KaK OIpedeJieHO IO CBSI3HBaHUID
anTureHa MERS CoV (dur.32c).

[000414] DJekTpUUeCKMe YCTAaHOBKM moJjd ycTporcTBa CELLECTRA®
5P IM D3I OpUIM paHee OITMMU3MPOBAHHE OJIS OOCTaBKM M MMMYyHOI'€HHOCTU
IHK-paxkumuH, a He DMAb-1jia3MMUIOR . Vcciengopanchb OIITHMMAJIbLHEIE
DIIEKTPUUECKMe IapaMeTpel 31 ¢ TOUKM  3PeHUsS  HaOpSXKeHUusa  OJId9
nocTaBku DMAb B KOHTEKCTe IIpelBapuUTesbHOM obpaboTku IMA. BrUM
IpoaHalM3UPOBaHE yYpPOBHM hIgG B CHBOPOTKE, CBSA3aHHEE C IOCTaBKOU
PMERS IM npm 20, 35, 50 m 65 BOJBT. UTOOH OCYyWMEeCTBUTE 3TOT TECT
pAa 3HaUYeHMM HalpsSXKeHMS, HaCTPOMKM mMablioHa MMIIYJILCOB M MacCCHUBa
5P ©OwuiM TIIepeHeceHH B 6Ookc BTS-12 -  yCcTpoMCTBO, criocobHoe
ofecreuMBaTL MUPOKMM IOMala30H HalpsSKeHMM. HacTpolka Ha 65 BOJIBT
OLla COIoCTaBMMa C HalpsSxeHmueM, IonaBaeMemM npudopoMm CELLECTRA®-
5P B KBaIpMuLEIC KpoJMKa. Pe3yJabTaTe fACHO IIPOLNEMOHCTPUPOBAJIN
3HAUMTEJIbHYK [IOTepl YypoBHeM hIgG B CHBOPOTKE, CBA3AaHHEIX C

yMeHblleHVeM HalpsaxeHusa (dur. 32d). W3-3a BO3MOXHOCTU YBeJIMUEeHUSA



113

IIOBPEXNeHNUS TKaHeV M CHWXeHUSA TIepPeHOCUMOCTH o0paboTku 0OoJiee
BHICOKME HaIIpSAXEHUS HEe MCCIeOOoBaJIUCh.

[000415] MoxHO cCIOeJjiaThb BHEBOJI, UYTO HaJMuMe CUIBbHHEX YPOBHEN
OyHKIUMOHaJIBbHOTO hIgG B CHBOPOTKE B PaHHMM MOMEHT BpeMeHU (6-e
CYTKM) IIOCJle pJocTaBku pMERS C [ODOMOMEBI HameI'o OITUMMM3UMPOBAHHOTO
IIPOTOKOJIa HOOCTaBKM IOOTBEPOMUIIO BO3BMOXHOCTE IlepeBoma ILJIaTOOPMEL
DMAb Ha ©oJiee KPYIIHHX XMWBOTHEIX .

[IPUMEP 24

[000416] IIpuMeHeHMe OINTMMMSBALMI OOCTaBKM DMADL st HIpMMaToOB
OTJIMYHEIX OT UYeJIOBeKa.

[000417] C comocTaBMMOM (QU3MOJIOTMEN UM MMMYHHOM CHCTEeMOM C
UeJIOBEKOM IpYMaT O TJIMUHEIA oT yeJioBeKa obecrnieurBaeT
VCKJIIOUNTEJbHY MO eJIb oJis N3YUYEeHUS [IoTeHIMaJa amanTauum
KaHOMOaTHOTO JIEKapCTBEHHOTO npernapaTa aHTUTeJa B KJIMHUKY .
[lpyMeHS s  OoNTMMM3alLMK  mocTaBkm  DMADb, OUEepUeHHYK Ha  MOJIeJIax

KVMBOTHEX MEeHBIIEI'O pas3Mepa, OlLieHMBaJIM YPOBHN hI gG B CEIBOPOTKE

Makak pesyc (Maccaca mulatto). pMERS gpmocraeasiau ¢ CELLECTRA® 5P
Sl B HOpenBapUTeJIbHO oO0OpaboTaHHEEe IMA KBaIpMLEICH 5 MakKak pesyc.
CucreMHEe ypoBHM hIgG Ovbuir OOHapyXeHHL B CHBOPOTKe Bcex NHP
(MpMMaTH  OTJIMYHEIE OT UYeJloBekKa) (dur.33a) . YpoBeHsr hIgG B
CEHIBOPOTKE IOOCTUI MakKCUMMyMa Mexny mOHavMu 11 m 21 C »Ouana30HOM OT
1,30 mo 4,97 mxr/mii. UTOOH MNOOTBEPIMUTE IIOJydeHMe (QYHKIMOHAJILHBX
aHTUTEJI, CB43BBaHME CHBOPOTOUHOI'O aHTUTesla C aHTureHom MERS CoV
OBJIO TOOTBEPXIOEHO C TIoMombrn WMOA. 3HaueHUS CBA3BBAHMA aHTUIeHa
MERS oToBpaxajM COIOCTABUMBEN KMHETUUECKMM OPOodMJIL C YPOBHSIMU
hIgG B cmHBOpoTkKe (dur.33b), a CBA3HBaHME PEeLUIIPOKHOTO pa3BeleHUA
CHIBOPOTKM IJII KaxXIor'o MaKaka pes3yc OpJIO OTJIOXKEHO Ha TI'paduke Ha
17-e CYTKU (dur.33C) . BMecTe 2TU pPes3yJbLTaTh INOOTBEPOUIIN
IOJIydeHre BHCOKMX YPOBHEeM aHTuTeJ OpoTuB MERS-CoV UYeJjloBeka B
NHP.

[000418] UTOOH ONPEeneIMTh, IIOBJMAJO JM IOABJIeHMe OTBeTa ADA
Ha uyxepomHoe hIgG Ha (apMakOKMHETHMKY BKchHpeccuu DMAb B NHP,
OBJIO  IIPOaHaJM3UMPOBAHO CBA3HBaHME CEHBOPOTOUHOTO auTuTeJya @ c,
KOOUpOBaHHEM B PMERS, ounmeHHbM OejikoM hIgG ¢ nomombin VOA. Brll

oOHapyXeH oTBeT ADA Ha hIgG B OpyI'MX BSKCIEPMMEeHTAJIbHEIX MONeJiax
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XMBOTHEIX (Odmr. 35 m 37b). Bo Bcex NHP MEI OOHapyXmJM I1OABJIEHUE
aHTuUTeJ HOpoTuB DMAb (dur.33d), omOHakKO B UeTHpexX U3 OATM NHP sTH

ADA  HOABJAJNUCEH c 3aIepPXKOM IO CpaBHEHUIO C  IIpeIBnymuMU

HaOJIIooeHM AMN N4 OIpYyIuUx XMBOTHEIX . BesmunHa ADA O00paTHO
KoppesMpoBaJjia C YypOBHAMM hIgG B CHBOpOTKe (CnmpMaH k =-0,5811
(p=0,0072), dur. 33e). O5TO0 TOBOPUT O TOM, UTO C OOoJbION
BEPOATHOCTBIO VIMMY HHEI OTBET XO34auHa [IPOTUR "HecBoux"

JeJioBeUueCcKkux I1gG oTpMIaTeJIbHO TIOBJIMAJ Ha YPOBHUM »kchopeccur DMADb
Yy Makak pesycC.

[000419] Takum  oBpas3oM, oUepueHa pa3paboTkKa [OIPOTOKOJa
OOCTaBKMU, KOTOPHM MOXET OHITH IpMMeHeH oJjis 3HAUUTEJILHOTO
VIIYUIIeHUS CHUCTEeMHOM DSKCIPeCCUM MOHOKJIOHAJIBHHX aHTUTEeJI Ha OCHOBe
IOHK, @»mocTaBJISeMBHIX B MHIILY B JOKJIMHMUYECKMX MOIEJIAX MaJhX U
OOoJIBIMX KMBOTHBEIX. Kak TIIOKal3aHO B IOaHHOM CJiydae, COBMECTHOE
VCIIOJIE30BaHue Ol M I'MallypOHMIOa3eE B YYaCTKe OOCTaBKM IIO3BOJIAET
OOCTUYL CUCTEMHHX YpPoBHel hIgG B CHBOPOTKe B IOMallas0oHe MKI/MI Y
[IPMMaTOR OTJIMUHEIX OT UYeJIOBEKa.

[IPUMEP 25

[000420] KOMOMHMPOBAHHHM IIpelapaT I'MalypoHmmask c¢ nJHK y
KPOJIMKOB U MaKakK pelyc

[000421] [aHHHE OEeMOHCTPUPYIT, UYTO KOMOMHMPOBAHHHIM IpernapaT
nIHK/ tranypouunasu (I'MA) MoxeT OBTH OOCTaBJIEH B MHIIY KPOJMKA
ez IMoTepM BKCIPecCHuM II0 CPaBHEHMI CO CTaHOAapPTHBEIM IIPOTOKOJIOM
openBapuTeJibHOM ofpadorku IMA. CMm. dur. 38. 3Bazmepxka O B 60
CeKkyHI IocJle MHBekurr OIHK/TUA cBd3aHa C YBeJIMUeHMeM SKCIPeCCUM
DMAb. Cm. Omumr. 39.

[000422] [aHHEE TakXe IeMOHCTPUPYIT, UYTO KOMOMHMPOBAHHHM
npenapatT OIHK/IMA wMoxeT OBTL IOCTAaBJeH B Memly NHP ©6Ges3 mnoTepwu
DKCIIPEeCCUN 1o CpaBHEHUD co CTaHIapTHEM [IPOTOKOJIOM
IpeIBapUTeJIbHOM ofpaboTku IMA. 3Balepxka O3 B 60 CcexKyHI IOCIHe
MHBekUMM OOHK/ITMA cBg3aHa C YBeJIMUeHMeM SKchopeccum DMAb. CwM.
dur. 40.

[IPUMEP 26

[000423] OnTmMmsBaimsa Bagepxxkm Ol

[000424] DSKCHEPMMEHTH IIPOBOOMIJIMCH IOJIA OINTUMM3ALUUN 3aLepXKU

oI I1ocjie IMIPMIT'OTOBJIEHUA KOM@MHMPOB&HHOI‘O IipellapaTa. HaHHEIE
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OEMOHCTPUPYRT, uro 20-cekyHIOHad B3alepxka Ol 1ocje MHBEKUUU
KOMOMHMPOBAHHOTO IIpelapaTa MOXeT OHBTh OoNTMMallbHoOM. CM. Our. 41.
COOTBETCTBEHHO, 3HAUUTEJIEHO YCHUIIEHA DKCIIPeCCUs TeHOB npm
BKJIIOUEHUM BpPEMEeHHOM 3alepXKM MexXOy ITOCTaBKOM JIeKapCTBEHHOTO
cpencTBa u 2l IO CpaBHEHMIO C NpedBapUTelIbHOM o00paBoTKOM TKaHen C
[IOMOWLI0 I[IPOTOKOJIOB ITA. 3SKBMBAJIEHTHHE VYPOBHU DKCIPECCUM T'E€HOB
HabJmoOalnch ez BpEeMeHHOM 3aIepPXKN 1o CpaBHEeHMID c
npenBapuTesIbHOM 00pad®oTKOM TKaHeM [0 IpoTokojlaM IMA.

[IPMMEP 27

[000425] ChnocobcTBOBaHME MMMYyHHOMY OTBETY Ha OIIYXOJIEBHI
AHTUI'€H C IIOMOURI HpernapaTa JHK-BaxumuHe I'MA.

[000426] EBruiO BHEHCKa3aHO IIPEeNIoJIOXKeHMEe, UTO BKJKOUeHUMe I[VA B
cocTaB BAKILMHE  IIOBEICUT VIMMY HHEIN OTBET XO3AauHa, BEI3BAHHEMN
BaKLMHOM, KoIMpyoomen CBS3aHHHMN c OTIYXOJIBIO ayTOaHTUTEH.
PesyJlbTaTH 3KCIIEPMMEHTa IIPOINEMOHCTPUPOBaHE Ha dur. 43.

[000427] PasJjiMuHEe M3MEeHEeHU A u MOIOMPUKALIUN PaCKPBEITHX
BapMaHTOB OCYIEeCTBJeHUS OyIyT OUeBMIOHE OJIA CIelMaJIMCTOB B IaHHOM
obJjlacTM TexXHUMKM. Takme UM3IMeHeHusa UM MOoIOIMPMKalmuM, BKJOUadg, 0e3
OT'paHMUeHNrsa, Te, KOTOPHE CBABAHE C XUMMUMUECKMMM CTPYKTYpaMu,
3aMeCTUTEJIAMA, [IPOU3BOIHEIMA, [IPOMEXY TOUHEIMMU COeIOVHEHUIMHA,
CHMHTEe3aMM, KOMIIOBUUMAMKY, PelelTypaMu WM CcroocobaMu I[IpUMEHEHUSI
OaHHOTO M300peTeHMsa, MOTYT OHTH CHeJlaHeE 0e3 oTxoma OT eTIo
CYIIHOCTM M oOObeMa.

[000428] TIlo coofbpaxXeHMAM IIOJIHOTH Pal3JIMUHHE AaCIeKTH OaHHOTO
n300peTeHna M3JIOXKEHHE B CJEeOYKIMX [IPOHYMEPOBAHHHX ITYHKTAaX:

[000429] IlyuxkT 1: Cronoco® »OoCTaBKM areHTa CyOBeKTy, IIpUUYeM

CIIOCOO COOEPXUT:

BBeIl€cHVEe CYOBEKTY IIOJINIIeIITVI O a XOHOPOMTHVMHA3EL MJin
IIOJIMHYKJIEOTHMOa , KoIIMpyrmeIro IIOJINIIEIITVI ] XOHOPOMTHVHAa3EI, B
KoOJIMUueCTBEe, JOCTaTOUYHOM IOJI4d Del'palallVil IIPOTEeOIJIMKaHa

XOHIOpOUTHMHCYJIEGaTa (CSPG); a Takxe

BBelleHMEe YKa3aHHOT'O al'eHTa YKa3aHHOMYy CYyOBEeKTY.

[000430] IIyHkT 2: Crooco® mno no. 1, OTJIMYaARIMNCS TeM, UTO
CSPG BHOpaH M3 TPYIIIH, COCTOAmMEeM M3 arrpekaHa (CSPGl), BepcukaHa
(CSPG2), HeupokaHa (CSPG3), CSPG4 (accoUuMMpPOBaHHOTO C MeJIaHOMOM,

XOHIOPOUTHMHCYJIEGaAT NpoTeoIlJiMKaHa, NG2), CSPG5, SMC3 (CSPG6, OeJiok
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CTPYKTYPHOV MNOOOEPXKM XPOMOCOM HoMep Tpu(3)), OpeBukaHa (CSPG7),
CDh44 (CSPGS, kJjacrep IoubdbepeHumposxrm 44), bocbakaHa m  UX
KOMOMHALIUA .

[000431] IIyHKT 3: Crioco® JIeueHn A 3aboJieBaHmUA WMIIn
paccTpoicTBa Yy CcyObeKTa, BRJIOUAININ :

BBeIeHUe CyOBEeKTyYy IoJIMIenT1ma XOHIOPOUTMHA 3H W
INOJIMHYKJIEOTHa, KOIOMPYKIMEeI'O MNOJIMIENTUI XOHIPOMTMHASZH,; a TaKxe

BBeIeHMe yKa3aHHOMY CyOBEeKTYy areHTa.

[000432] IIyukT 4: Cmnoco® 1o JmobomMy M3 IHOII. 1-3, OTJIMYAKIMICHA
TeM, UTO YKa3aaHHM areHT BHOpaH U3 IPYIIIIH, cocTodmen U3
IIOJIMHYKJIEOTHOa, IIOJUIIeNTUIA M MaJIo¥ MOJIeKYJIH.

[000433] IIyuxkT 5: Crnoco® mno no. 4, oTJIMYanIMMCS TeM, UTO
YKas3aHHEM areHT COOEePXUT IIOJMHYKJIeOTHUI.

[000434] IIyHxkT 6: Crocof® 1o II. 5, oTmJIMuammmMicsg TeM, UTO
YKas3aHHBEM [IOJIMHYKJIEOTHI KOOMPYEeT MOHOKJIOHAJLHOE aHTUTEJIO.

[000435] IIyuxkT 7: Crnoco® 1o no. 4, oOTJIMYanIMMCS TeM, UTO
YKas3aHHBEM areHT COOEePXUT IIOJIMUISNITHUI.

[000436] IIyHxkT 8: Crnoco® 1o . 7, OTJIMYAKIMUNMCS TeM, UTO
YKas3aHHBEM [DOJIMIENTHI COOEPXMT MOHOKJIOHAJILHOE aHTUTEJIO.

[000437] IIyuxkT 9: Crnoco® 1o InI. 6, OTJIMYUAKIMUNCS TeM, UTO
yKa3aHHOe MOHOKJIOHAaJIbHOE aHTHUTEJIO SKCIpeccupyeTcs in vivo.

[000438] IIyuxT 10: Cnoco® mo ImI. 6, OTJMYUaAIMMCI TeM, UYTO
YKaB3aHHBI IIOJIMIIENTUI XOHOIPOMTUMHAZHE UM YyKasaHHOEe MOHOKJIOHAJIbLHOE
AHTUTEJIO KOOUPYITCHA OOHVM U TeM  Xe [IOJIMHYKJIEOTHUIOM  MJIM
OTIOEeJIbHEIMM TTOJIMHYKJIEOTHUIAMN .

[000439] IlyuxT 11: Crnoco® 1mo mo. 6, oTJMYalmuicd TeM, UYToO
yKas3aHHBM MOJIMHYKJIEOTU, KOIUPYOMMMA yKa3aHHBM MIOJIUIIEII T,
XOHOPOUTUHASH, ¥ YKa3aHHHY I[IOJMHYKIJIEeOTUI, KOOUPYINUNM YKa3aHHOe
MOHOKJIOHAJIbLHOE aHTHUTEJIO, COIepXaTCd B OIOHOM M TOM Xe& BeKTOope WU
OTIeJIbHHX BeKTOpax.

[000440] IIywxT 12: Cnoco® mno JoboMy W3 BHIEIEPEeUMCIIEHHEX
IIYHKTOB, OTJINYAIIUMC S TeM, UTo yKa3aHHHM MIOJIUIIENITUO
XOHOPOUTUHASZH WAV YKa3aHHHM [IOJMHYKJIEOTUI, KOIVPYIMUM VKa3aHHHM
[IOJIUIIENITU XOHIOPOUTHMHA 3H, BBOOAT CyDBEKTY nepen BBeIEeHMEM
YKa3aHHOT'O al'eHTa.

[000441] IIyuxT 13: Crnoco® no mn. 12, oTauMuawmmMicsg TeM, UTO
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YKas3aHHBEM I[IOJUIENTUI XOHOIPOMTMHASZH WMJIM YKa3aHHHM I[IOJMHYKJIEOTUD,
KOOUPYIMM YKa3aHHHM DOJUIIENTHI XOHIPOUTHMHASRE, BBOOAT CYyOBEeKTYy
IO MeHBIeEM Mepe 3a OT OkoJio 15 MMHYT OO0 OKoJo 24 dYacoB IO
BBeleHUSA YKa3aHHOT'O al'eHTa.

[000442] I[IyHKT 14: Crioco6 1no JmobomMy M3 III. 1-11,
OTIMYAKINICS TeM, UYTO YKa3aHHHY [IOJUIENTUI XOHOIPOUTUHASZH WU
yKa3aHHbM MOJIMHYKJIEO T, KOIUPYIOmMIMI yKa3aHHBM MIOJIUIIEIITHU]],
XOHOPOUTMHASE, UM YKa3aHHHM aTl'eHT BBOOAT CYOBLEKTY OINHOBPEMEHHO.

[000443] IIyuxkT 15. Cnoco® o JwodboMy M3 BHIIEIEepPeUMCIIeHHBX
IIYHKTOB, OTJINYAIUMC g TeM, UTO yKa3aHHBM MIOJIUIIENITUO
XOHOPOUTUHASZH WM YKa3aHHHM [IOJMHYKJISOTUI, KOIUPYINUM VKa3aHHHM
[IOJIMIIENTUL XOHOPOMUTHMHASBE, M areHT BBOOAT CYOBEeKTY I[IOIOKOXHO WK
BHY TPVMBIIEYHO .

[000444] IlyuxT 16: Cnoco® mno JoboMy W3 BHIIEIEePEeUMCIIeHHEX
IIYHKTOB, OTJINYAIIUMC S TeM, uTo yKa3aHHHM MIOJIUIIENTHUO
XOHOPOUTUHASZH MJIM YKa3aHHHM [DOJUIIENTHUI XOHIPOMUTUHASZH, KOIVPYEMHM
[NOJIMHYKJIEOTUIOOM, I'mapoJmusyeT CSPG M OpUMBOIUT K IOe30praHu3alluu
BHEKJIETOUHOT'O MaTpukca cyObBeKTa.

[000445] IIywxkT 17: Crnoco® mo JwoboMy M3 BHIIEIEPEeUMCIIeHHEX

IIYHKTOEB, OOIIOJIHNTEJIBEHO B KJIIOY a0 BBell€HNMEe ITOJIUIIEeIITV O a
I'MaJlypOHM IO a3El I IIOJIMHYKJIeOTHIOa , KoompyrmeIro TIOJIUIIEIITV
I'MaJlypOHMIO a3k, B KoOJIM4yeCcTBE, JOCTAaTOYHOM OJIA nerpalallilt

TJIMKO3aMMHOTIJIMKAaHA .

[000446] IlyuxT 18: Crioco® no mn. 17, oTaMuanmuicgd TeM, UYTO
TJIMKO3aMMHOTJIMKAH COOEPXUT I'MaJlypOHaH.

[000447] IIyuxT 19: Crmnoco® no mn. 17, oTaMuanmuicgd TeM, UYTO
YKaB3aHHBEM [IOJMUIENTUI I'HaJlypOoHMIOA3H WMJIM YKa3aHHHM IIOJMHYKJIEOTUD,
KOOUPYIOIMM VKa3aHHHM DOJUIIENTHI I'MaJlypPOHMIA3E, BBOOAT CYyOBEeKTY
Iepeln BRBeIeHMeM YyKa3aHHOTO aleHTa.

[000448] IIyuxT 20: Crnoco® no mn. 19, ormaMuyanmmuicgd TeM, UYTO
YKas3aHHBEM [IOJIMIENTUI I'HMaJlypOoHMIOA3H WMJIM YKa3aHHHM IIOJMHYKJIEOTUD,
KOOUPYIMM VYKa3aHHHM DOJUIIENTHI TI'MaJlypPOHMIA3E, BBOOAT CYOBEeKTY
10 MeHbIley Mepe 3a oT 15 MMHYT OO0 OKOoJIO 24 YacoB OO BBeIOeHUHA
YKa3aHHOT'O al'eHTa.

[000449] IIyuxT 21: Crnioco® no mn. 17, oTauMuawnmmicsg TeM, UTO

yKaBaHHBIﬁ IIOJIMIIEIITVIO T'MaJIYPOHMIOase NI yKaBaHHBIﬁ IIOJIMHY RJIEO TN,
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KOOUPYIMM YKa3aHHBM [IOJUIENTUO I'MaJyPOHMOA3H, M YKa3aHHBM aleHT
BBOOAT CYOBEKTY OINHOBPEMEHHO.

[000450] IIyuxkT 22: Crnoco® no mn. 17, oTauMuawnmmMicsg TeM, UTO
YKas3aHHBEM I[IOJMIENTUI I'HMaJlypPOHMIOA3H WMJIM YKa3aHHBMW I[IOJVMHYKJIEOTUD,
KOOUPYIINWY YKAa3aHHHM [IOJMUIENTUI ITUajlypPOHMOAa3b, U yKa3aHHHEM al'eHT
BBOOAT CYOBEKTY IIOOKOXHO WM BHYTPUMEBIIEUHO.

[000451] IIyuxT 23: Crnoco® mo mn. 17, oTauMuanmmMica TeM, UYTO
YKa3aHHYD TMaJIlypoOHUOasy BBOOAT OOHOBPEMEHHO C yKasaHHOM
XOHIOPOUTHHAZOM .

[000452] IIyuxT 24: Cnoco® 1o JwodboMy M3 BHIEIEpPEeUMCIIeHHBIX
IIYHKTOB, OTJMUAKIMMCI TeM, UTO YyKasz3aHHHM al'eHT BBOIOAT YKal3aHHOMY
CyDBEKTY IIOCPENCTBOM 32JIEKTPOIIOPALUN .

[000453] IIyuxT 25: Cmnoco® no mn. 14, oTaMuyanmmuicgd TeM, UYTO
YKa3aHHBEM T[IOJUIENTUI XOHOPOMTMHASZH WMJIM YKa3aHHHM IIOJMHYKJIEOTUD,
KOOUPYIMM YKa3aHHBM IOJUIIENTUI XOHOPOMTMHASBH, M YKa3aHHBM aleHT
TOTOBRAT B BUIEe KOMOMHMPOBaHHOTO IIpellapaTa Iepel BBeIeHMEM.

[000454] IIyuxkT 26: Crnoco® no mn. 17, oTauMyanmmMicgd TeM, UYTO

yKaBaHHHﬁ IIOJIMIIEIITVII XOHIPOUTHVMHASH WJIN yKaSaHHHﬁ IIOJIMHY RJIIEO TN,

KOHMpyDMMﬁ yKaBaHHHﬁ ITOJINIIEIITV XOHOPOMTHVMHASH, yKaBaHHHﬁ
TTOJINIIEIITHV I'MaJlypOHM IO a3El MJin INOJIMHYRJIIEOTN I, KOHMPYDMMﬁ
TIOJIMITIEIITH I I'maJlypOHMIOasEl, u YKaBaHHMﬁ areHT I'OTOBAT B BUIe

KOMOMHUPOBaAHHOTO IIpellapaTa Ilepell BBeIeHMEM.

[000455] IIyuxT 27: Crnoco® mo mn. 17, oTaMuanmmMicda TeM, UYTO
YKaB3aHHBI I[IOJIUIENTUI I'HMaJyPOHMIOAZH WMJIM YKaA3AaHHHEM IIOJMHYKJIEOTUI,
KOOUPYOIMM  YKa3aHHHM  IIOJMUIENTUI  I'MaJlypOHMIAa3H, VM  YKa3aHHHEM
IIOJIUIIENITU XOHOPOUTUHASZH WMJIM YKaBAHHBM IIOJIMHYKJIEOTUI, KOIUPYIOMNUMA
yKa3aHHBEM MIOJIUIIENITHUI XOHIOPOUTHMHA 3H, TOTOBAT B BHUIE
KOMOMHUMPOBAHHOTO IIpernapaTa IIepell BBeIeHMEM.

[000456] IlyHxkT 28: Cnoco® »OoCTaBKM areHTa CyOBeKTy, I[IpUUeEM

VKa3aHHEM CIOCOO BKJIOUYAET:

BBeIlcHIEe CYOBEKTY IIOJINIIEeIITVI T a I'MaJIypOHMIOa 3kl MJIn
IIOJIMHYKJIEOTMOa , KoIIMpyrnmeIro IIOJINIIEIITVI ] I'MaJIypOHMIOas3sH, B
KoOJIMYeCTBEe, JOCTaTOUYHOM IOJI4 Del'paidalllil IJIMKO3SaMMHOTIJIMKaHa, a
TaKXxe

BBeIOeHMe yKas3aHHOTO areHTa YKa3aHHOMY CYyOLeKTy.

[000457] IIyuxT 29: Cnoco® 1o . 29, oTauMuawmmMicsg TeM, UTO
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TJIMKO3aM/HOTJIMKAH COOEPXUT I'MaJlypOHaH.

[000458] IIyHKT 30: Crioco® JIeueHn A 3aboJieBaHnusAa WMIIn
paccTpoMcTBa vy CyOBeKTa, BKJIOUAKINUN :

BBeIeHUe CcyOBeKrTy [IOJIUIIENTUI A IMaJlyPOHM a3k W
[IOJIMHYKJIEOTHa, KOOUPYKIEeI'O IIOJIUIIENTUN I'MaJlypOHMIAa3H,; a TaKxXe

BBeJleHME YKa3aHHOMY CYOBEeKTYy al'eHTa.

[000459] IIyHKT 31: Crioco® jnfe) JoooMy U3 IIl. 28-30,
omIMYanmuica  TeM, YyTO  YKalaHHHNM  areHT BHOpaH M3  TPYIIIH,
cocTofAme M3 NOJIMHYKJIEOTHIA, IIOJUIIENTUIA M MaJIo¥ MOJIeKYJIH .

[000460] IIyHkT 32: Cnoco6 mno 1i.31, oTJaMuanmuica TeM, UYTO
YKaB3aHHEM areHT COOePXUT IIOJMHYKJIeOTHUI.

[000461] IIlyuxT 33: Crnoco® 1o . 32, oTJMYanmuicgd TeM, UYTO
YKas3aHHBEM [DOJIMHYKJIEOTHI KOOIMPYET MOHOKJIOHAJLHOE aHTUTEeJIO.

[000462] IIyuxT 34. Crnoco® no mn. 31, oTaMuyanmmMicgd TeM, UYTO
YKas3aHHBEM areHT COOEePXUT IIOJMUISNITHUI.

[000463] IIyuxkT 35. Cnoco® 1o 11.36, OTJMUaIMMICTd TeM, UYUTO
YKas3aHHBEM [IOJIMIENTHI COOEPXMT MOHOKJIOHAJILHOE aHTUTEJIO.

[000464] IIlyuxT 36: Crnoco® 1o . 33, oTJaMyanmmMicgd TeM, UTO
yKasaHHOe MOHOKJIOHAJIbHOEe aHTUTEJIO 2KCIPEeCcCHUpPYyeTCda in vivo.

[000465] 37. Crnoco® 1o 1II. 33, oTJIMYAaIUNICS TeM, uTo
YVKa3aHHBEM IIOJUIIENTHI TUaJyPOHMIA3H M YyKa3aHHOe MOHOKJIOHAJILHOe
AHTUTEJIO KOOUPYIOTCHA OOHVM U TeM  Xe [NOJIMHYKJIEOTUIOM  WJIU
OTIHOEeJIbHEIMM IIOJIMHYKJIEO TUIaMN .

[000466] IlyuxT 38. Croco® 1no mn. 33, oTJaMuanmMicgd TeM, UYTO
yKa3aHHBM MNOJIMHYKJIEO T, KOIOUP YoM yKa3aHHBM MIOJIUIIEII T,
TUAJIYPOHUIOABE, U YKa3aHHHM [IOJMHYKJIEOTHI, KOIUPYIIUM YyKas3aHHOe
MOHOKJIOHAJIbLHOE aHTHUTEJIO, COIepXaTcCd B OIOHOM M TOM Xe& BeKTOope WM
OTIeJIbHHX BeKTOpax.

[000467] IlyuxkT 39. Cnoco® mno JgoboMy M3 BHIIEIEPEeUMCIIeHHBX
IIYHKTOB, OTJINY AU C S TeM, UTo yKa3aHHHM [IOJIMIIEI T
TUMaJIYPOHUIOARE MM YKa3aHHBM IOJMHYKJIEOTHI, KOOUPYINUNM YyKasaHHBMN
[IOJIMIIENI TN TUaJIyPOHUIA SH, BBOIOAT CyOBeKTy nepen BBeIeHMeEM
YKa3aHHOT'O al'eHTa.

[000468] IIlyuxT 40: Crnoco® no 1. 39, ormaMuanmmicgd TeM, UYTO
YKas3aHHBEM T[IOJIMIENTUI I'HMaJlypPOoHMOA3H WMJIM YKa3aHHBEM I[IOJMHYKJIEOTUD,

KO,JIT/[pyIOH_H/Iﬁ yKaBaHHbIﬁ [IoJIinIIellITrO TI'MaJlypOHMIa3El, BBOOAT CYOBEKTY
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IO MeHBIIeM Mepe 3a OT OokoJio 15 MMHYT 1o OKoJo 24 YacoB IO
BBelIeHMsa YKa3aHHOTO al'eHTa.

[000469] IIyuxkT 41: Crnioco® no . 39, oTmauMuawnmmMicsg TeM, UTO
YKas3aHHBEM I[IOJMIENTUI I'HMaJlypPOHMIOA3H WMJIM YKa3aHHBMW I[IOJVMHYKJIEOTUD,
KOOUPYIMNMY YKa3aHHBEM I[IOJIMIIENTUI TI'MaJlypPOHMIA3H, BBOIAT CYOBLEKTY
3a OIOMH YacC OO BBeOeHMA yKa3aHHOIT'O al'eHTa.

[000470] IIyHKT 42 Crioco® jnfe) JoooMy U3 IIl. 28-38,
OTJIMYAMMUMCS TeM, UYUTO YKa3aHHHY IOJUIENTUI I'MaJlyPOHMIA3E WM
yKa3aHHBM MNOJIMHYKJIEO T, KOIUPYOmMMI yKa3aHHBM MIOJIUIIEIITHU]],
TUAJIYPOHUIABE, M YKaB3aHHBM areHT BBOIAT CYDOBLEKTY OIHOBPEMEeHHO.

[000471] IIyuxT 43. Crnoco® mo JoboMy M3 BHIIEIEPEeUMCIIeHHBX
IIYHKTOB, OTJINYAIIUMC S TeM, UTo yKa3aHHBM MIOJIUIIENITHUO
TUMAaJIYPOHUIABE MM YKa3aHHBM DOJMHYKJIEOTHI, KOOUPYINUNM YKas3aHHBMN
INOJIUIIENTUI TI'MaJlypPOHMIOA3H, M YKal3aHHBM areHT BBOOAT CyYOBEeKTY
[IONKOXHO WMJIM BHYTPMMBIIEUHO .

[000472] TIlyuxT 44. Cnoco® mno JwoboMy W3 BHIIEIEPEUMCIIeHHBX
IIYHKTOB, OTJINYAIUIMC S TeM, UTo yKa3aHHHM MIOJIUIIENTUO
TMAaJIYPOHUIABE WM YKa3aHHBM IOJUIENTUI IHMaJlypOHMIAa3H, KOIMPYeMBI
[IOJIMHY KJIEOTUIIOM, TUOPOJIUBYET IMallypOHaH u [IPUBOIOUT K
oes3oplraHM3allMy BHEKJIETOUHOI'O MaTpMKCa CyOBeKTa.

[000473] IlyuxkT 45. Cnoco® no JjgoboMy M3 BHIIEIEPEeUMCJIEHHEX
IIYHKTOB, OTJIMUAKMUNICS TeM, UTO YKa3aHHHM aTleHT BBOIOAT YyKa3aHHOMY
CyDOBEeKTY IIOCPEeOCTBOM DJIEKTPOIOopallM.

[000474] IlyuxT 46: Crnoco® 1o m. 28 wmnu . 30, oTJIMYaKnIMiCH
TeM, UTO YKaBaHHBM I[IOJUIENTHI I'MaJypOoHMIOA3H WM  YKa3aHHLM
IIOJIMHYKJIEOTHUI, KOIUPYIIMUNM YVKa3aHHHY [IOJUIISNTUI IUaJlyPOHMIAS3H, U
YKasaHHEM aTreHT TOTOBAT KakK KOMOMHMPOBAHHEM IIpelapaT Iepen
BBeIeHMEM.

[000475] TIlyuxkT 47. Cnoco® mno JgoboMy M3 [IpedmecCTBYRIUX
IIYHKTOB, IOOINOJIHUTEJILHO BKJUYAKIMUNM SJIeKTPOolIopallio.

[000476] IloHATHO, UYTO INPUBEIEHHOE BHIE NOOPOOHOEe OIMCaHue U
CONIPOBOXIAKMMYE TIIPVMMEPH  ABJSKTCS IPOCTO WJJIKCTPATUMBHEIMM WM HE
IOOJIXKHEL paccMaTpMBaTLCA B KauecTBe oT'paHMUeHUM oObeMa ITaHHOTO
nz3obpeTeHusd, KOTOpoe OIIPpeNeIgeTCsa  MCKJIUUTEJIBEHO npujaraeMon

bopMmyJsion mM30OpeTeHUI U ee SKBMBAJIEHTaMM.



®OPMYJIA MBOBPETEHNA

1. Cnoco® HOBHIIEHUS DKCIPEeCCUM UYeJIOBEUECKOTO MMMYyHOTIUIOOYJIMHA

M30THUIIa G (hIgG), KogupyeMoro Iujasmmpmon  IOHK, Yy cybmreKTa,
BKJIOU AIOMMAN
BReIOeHMe CyOBeKTy IJla3MM IO IOHK, TMaJIyPOHUIA B u

XOHOPOUTUHAZH, I'Ie XOHIPOUTHHABRA MIPenCcTaBjigeT coOoM XOHIPOUTHHASZY
AC mim xoHOpouTMHaszsy ABRC; wu,

mocjie BBedeHMA aasMunbl [THK, I'MallypOoHMOA3H M XOHOPOMTMHASIH,
[IpOoBeneHMe SBJIeKTpolliopaurmM B MecTe BBeleHMda ITHK-rmasmmnrl,

roe hIgG BKCIpecCHUPYeTCa Yy YKas3aHHOT'O CyOBekTa.

2. Crnoco6 1o mn.l, TIIOe XOHOPOUTUHaA3Y BBOOAT CyOBEeKTy Iepen
BBeIeHMeM IjlasMunel ITHK.

3. Cnioco® 1o m.2, I'Ie XOHOPOUTHHAZY BBOIAT CYOBLEKTY 10 MeHbLIeM
Mepe 3a BpeMA OT NPpUOIM3UTENBHO 15 MMHYT OO NpUOIM3UTENBEHO 24 4acoB
OO BRBeImeHMsd rlasmuoel ITHK.

4, Cnoco® mno JgoboMy M3 ION.l-3, T'Oe TI'MaJlypOHMIAs3y BRBROOAT
CyOBeKTy Iepel BbBeleHMeM ILma3mmunosl JHK.

5. Crmoco® no n.4, I'oe IMaJlypOHMIA3Y BBOIOAT CYOBEeKTY II0 MeHbLIeMN
Mepe 3a BpeMsa OT HNPUOIM3UTEJBEHO 15 MMHYT OO NpUOIM3UTEIEHO 24 YacoB
OO BBeneHMsa rlasmunoel THK.

6. Crnoco6 mno n.l, ©me I'MalypoHMIOazy M jaa3muny IHK BBOZAT
CYyOBEKTY OINHOBPEMEHHO.

7. Cnoco® mno mn.l, IOoe XOHOPOMTMHasRy U IjasMuiay JHK BBOOAT
CYyOBEeKTY OINHOBPEMEHHO.

8. Cmoco6 mno 1r.l, roe TI'MallypOHMIa3y M XOHIPOUTMHA3Y BBOIAT
CYyOBEKTY OINHOBPEMEHHO.

9. Crioco6 no 11.l, oe XOHOPOUTHHAZY U I'MaJIlypOHMIOA3y COCTaBJIAKT
COBMECTHO Ilepel BBeleHUEM.

10. Cooco® o 1n1.1l, I'le XOHOPOUTHHASZY, I'MaJlypOHMIOA3y UM ILJIa3MULY
IOHK cocTaBidnT COBMECTHO Iepel BBeIeHMEM.

11. Cnnoco® no jJgodoMy M3 NPEeOHOyIX IYHKTOB, I'Ie I'MaJlypOHMIAa3y,
XOHOPOUTUHAZY ¥ JasMuay JTHK BBoOAT CyOBEeKTY IIOOKOXHO WMJIU
BHY TPUMBIIEUHO .

IIo DOBEepPeHHOCTHU
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100 ! N
N \
754
#8 KoHTponb IgG dMab
-\ dMab-aHTuTeno 1-2 (3 yuwactka 3[1) *
50+ N dMab-aHTuTeno 1-2 (2 yqactka 3M)*
N dMab-aHTuteno 1-2 (1 yyactok 3MM*
25+ R
5 o W
g MHokynaT: 1.08e6 KOE
L] i 1 ¥ ) T

0 24 48 72 9 120 144

Bpems nocrne 3apaxeHus

OnpedeneHue konuyecmea dMAD IgG e cbieopomke

25+ #® KoHTtponb IgG dMab

¥ dMab-aHTuTeno 1-2 [3 yyactka 9]

¥ dMab-aHTuTeno 1-2 [2 yyactka 3]

¥ dMab-aHTUTENO 1-2 [1 yyacTok 3IM]
&
10
&
Q [} 8 g

Mpynna o6pa6oTku

dur. 25



29/46

dMAb-anTuTeno 1-2 onocpenyer yCUIeHHYH0 aKkTUBHOCTb B cOMETaHuK ¢ meponeHemom {MEM)

G0

5 %

3 751 By

2

§ .

g 50~ 8 & Kontporns IgG dMab

b i )

T N MEM (2, 3mr/kr

§ o - MEM (2,3uri)

o % % dMab-adtuTteno 1-2

= 254 3 §”‘“‘““W‘§ & dMab-aHTuTeno 1-2 + MEM™
: -
. WHokynsT: 1,00e6 KOE

0 ' v 1 ¥ ¥ ¥ 1

0 24 48 72 9 120 144

Bpems nocne 3apaxeHus

dur. 26



NP147

NP55

30/46

% TUA
‘% HET TWA

Bk B

AN
e

Lowa %y

=%
s

(4]
104

16000y

HOMLILMIN BH HOLK |

%TNA
% HET M'MA

A

€
ERE T o

el

1000

9,0 BH HaLK|]

0.5 0.25 0.125

05 025 0.125

i

10

i

10

dur. 27



Cytkn 7 CyTkun 14

10000y 100000 1
1 : % HET TWA

ZHET M'MA Wy w9 % ‘v
i & 3 % TVA
% %

#TVIA

»

3
100004 W

10004

B
oot Y

100 4 4

Vamepsembiit TuTp ceasbisaHua HI1

S . e O Sl
0 5 1 05 025 0.125 1 5 1 095 025 0135

Mamepsiemblit TUTP caAsbiBaHus HI1

HNosza OHK (mxkr) Hoaa OHK (mxr)

dur, 28

ov/LE



-~ [lnepHan nocn.

pVax OcToB

PMERS. : |
2
5171 n.0 = Tsikenas
e /uenb lgG
. fé?%%, iRl
AT e N, o
lgG  ImgepHas pMERS pVax
nerkas noca.
B ‘ Uenb c
1.5,
c 1.0 .
2 2
g C
= (.5 o
0.0 :
PVAX

dur. 29

ov/ce



©

Het 311 B

an .

R B s R s
06 5% 25 12582

nosa (MKr)

E(}Q %{} ;?,M.S ??i 6 2%
fo3a (MKr)
i

1. 3M+TTHA

2: Toneko 301

3: Het 301

4:bes obpaboTku.

p,oéa (fo)

dur. 30

19050 25 125 6.25

- 9T + TUA Cytim O
g O+ TWA CyTikn 6
« 3 Cytkm 0

3N Cytkmn 6

Het 3 CyTkm O
-« Het 3N CyTtkn 6

w108 105 107

passefieHne CbiBOPOTKU

1:6e3 oGpaboTku.

2:pVax

3:pMERS (nepneHauvkynsapHo)
4:pMERS (napannensHo)

ov/ce



G.25 mkr
i 125 MKP
g X5 MKP
50 MKr
100 Mkr

MKr/mn

g

g

S

7

e

.
_ ; .

Kon. 06paGoTaHHbIX MbILLL

)

dur. 31

) 744%



Orn4as0Hm

3 + dChb

M + A

B Y et e

A

¥

ryA.

dur.

MKt/

MKr/mn

32

s OCH

EEEE

Bonbrax

Ov/GE



- 1.0

o
)
]

OnN450Hm
e
s‘ep

OM450Hm

Mkr/mn

=
£

oo
o R

4.0

2.01

OnMn450Hm

G

CoupmeHa k =-0.5811
p=0.0072

0.0

1.0 1.5

OM450Hm

dur. 33

paspeeHne ChiIBOPOTKN

Ov/9¢



Hr/Mn

Het 31 b

3000 »
2000 4

1000 7

CyTkin

300G 4

2000 4

Tonbko 311

dur. 34

3006 4

2006 4

3+ MA

Ov/LE



38/46

e SR

o s

o =

WHOSYLIO

our. 35



Hr/n

4000

3000 -
2000 -

1000 4

Rx?

Toneko 31 (1)

dur. 36

7
‘,/'f:
AR
T “““. -
—= o —— —~ — —— g —
) 3 =t ] 0 I~ o] o
N S Ry — e S S S
) [0 © 3] [
§ 9 5 g 0O ] @ o
Lo = o - - =
g 2 2 s =
M O « =
O 2 E @
Q
"4
oM+

Ov/6€



Hr/mn

CoiBopotka hlgG
2500~ %

2000 4 ‘;
1500
1000+

500 -s'

e

CyTkun

dur. 37

OnN450Hm

ADA

Ov/0v



higG (Hr/mn)

1000~
800+
600-
400-
200+

R TRRIL,

a///lf/t////ji//% REEERLAAIERA A

AT

8%

V(ililig/tlff///.

’
vfﬂz[m'ﬂﬁ&é/b' sy

]
CraHgapTHoe

E
riﬂ& 2

|-}
CoBMECTHbIN Het TMA
npenapat

dur. 38

ov/Ly



4 50 -
LS k4
g B
i % ¥
= 10004 ns e
i i & w. .3
Zi s ¥
x b B v
o B - e <
S 5004 “%ge® Sgom &
= | ** = 0.0025
]
Q B 5 1) [
o NN 4
Q\Q & & Q’*’
o Q,Q @Q <
~ N & 8
N o oD’ &
> ¢ ot &
Q %) N
o o S
& « &
N & Q
@ R @
@ N\ &
R P K
R W& @
0 NN o
":b QX" 4\‘?‘
@0 Cf‘ @c’
$ > s our 39
P & O Wr.

ov/cy



43/46

S
s X
Q.
Qo Q
g =
M ©
o ™
[ I &
[ (o TR ]
i
w ©
o o
© ©
c =
Q Q
Q Q.
E = fvm
b~ <
——" - S
4 0
I X
= = b
0 O &
¢ o I
= = =
282
o
O O o
g
1A
W/ﬁlifﬁ/”“@%f(fl«ﬁf/tfm mﬂ%& Q
@k,o@e
r&&m«@&&&.
Wff/f///ff/f&vﬁ;ﬂhﬁﬁ?frﬁffm
N\
// d G
% WEVASUAAR fff..rvaHY/rl./. ,. 2 1
v f/f,,,,,,
Wfa?g/.ﬂm H. o BN
K// Wk
iy
I ; ¥ ¥ g =" &
L e Lo Cd Lo €2
L] L £t £ Lo
B o i3 L] LEg
4 0 g poeo

LIN/IH

CyTku

dur. 40



44/46

- THANDD 09
=
- THe0 o M
]
X
3
Q.
o
- THAED 07 ©
™
. THAN99D
¥ ¥ ¥ T
o 2 Lo 2 &2
b ot b =
%8 52 =5 ¢

(Lw/iH) 961y

dur. 41



R

2 HET TMA
= [UVA

= Cytkn 7
= yT

E 10000y

= E @

fan]

g ] de

¥

% 10004

> 3

2 A
- ] 2% @L

’% gt

% : % @

S ] 1

48]

= H ¥ I o A e85
= 5 1 a.5
-

= 10000,

= :

o o

(403

o 3

3

2 1008-

oo E

0 E

fo 1

e ;

g

; 1004

e E

= ;

q} E:

[

53 o

=

3

=

Cytku 14

106000 ¢
HET T'MA wEW @ Gy R W % ?
WA 100004 W% B9 & ol @
% " w _— ®
T+ % % & %
= 1 1
1004 %
% %
e ) (] 13 £} 4 e Wt‘f’“
10 5 4 0.5 .28 0.125

100000 3

10000 4

G 14 ) & & ¥ 5
10 5 1 05 025 0125

Hosa (mkr)

dur. 42

ov/G¥y



46/46

HET N'MA

<
=
(-

&

oy st Q
Poogged & @ o
8 N

%mf?&/w}%?% ﬁw

& 8 C <

= § & 3
i § i ] g

- o & Lo & &

£ & L Lo £
& o) o o o
e =% €3 o =

(molawri 9,0} EH) BHLBU + AHDOU

Ho3a pmTERT (mkr)

dur. 43



	Bibliographic data
	Abstract
	Description
	Claims
	Drawings

