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YEJIOBEYECKHNE AHTUTEJIA K TEMATTJIIOTUHUHY BUPYCA
I'PUIIIIA

OBJIACTBH TEXHUKH N30BPETEHUA

[0001] HacTosamas 3asBKa HCIPAIIMBACT MPUOPUTET MPEABAPUTEIBHOM 3asBKH Ha
nateHT CIIIA mox cepuitaeiM Ne 62/622480; moganHou 26 suBaps 2018 roma; xotopas

BKITIOYEHA B JAHHBIN TOKYMEHT MOCPEICTBOM CCHIIKH B €€ TMIOJTHOM 00BbEME.

[0002] Hactosmee H300peTeHHE OTHOCHUTCS K YEIIOBEYECKMM AaHTHUTEIAM U WX
AHTUTEHCBA3BIBAIOINMM  (pparMeHTaM, KOTOpPbIE  CHEHU(PUUYECKH  CBA3BIBAIOTCS  C
remarrmoTHHUHOM (HA) rpymmer 2 Bupyca rpunma A, KOMIO3ULUAM, COAEP/KAIMUMH 3TH
AQHTUTENIA, A TAKXKE TEPANECBTUYECKUM M JUArHOCTHYECKUM ITyTAM MPUMEHEHUSA ITUX

AHTHUTEIL
NEPEYEHb IMOCJIEIOBATEJIBHOCTEN

[0003] OpuumanbHass  KOMMsA  TEPEYHS  MOCIIEAOBATEIIBHOCTEH  OTHpAaBJICHA
OJHOBPEMEHHO C OIMCAHWEM B JJEKTPOHHOM Buae uepe3 EFS-Web B Bume nepeuns
nocnenoBatenmbHocTed B popmare ASCII mox wasBanmem «10201WO01 SEQ LIST.txt»,
nata cosmaHus 24 suBaps, 2019 roma, m pasmepom mpuOmmsuTenpHo 21 kO. Ilepeyens
MOCTIETOBATEIIFHOCTEH, coAepKammuiics B JaHHOM aokymeHTte B (opmate ASCII, sBnsercs
YaCThIO OMHCAHUA U BKIIOYEH B JIAHHBIM JOKYMEHT MOCPEICTBOM CCBHUJIKHA B €TI0 MOJTHOM

o0BeME.
HOPEANOCBIJIKU U30OBPETEHU S

[0004] I'punmt TipeacTaBIsieT cOOOM OYEHB 3apasHOe 3a00JEBAHUE, KOTOPOE HMMEET
JOJITYI0O HMCTOPHIO, XapPaKTCPU3YIOUIYKOCA NUKAMU NaHACMHM, SMUAEMHH, MOBTOPHBIX
BCIIBITIIEK M PENUAWBOB. HecMOTpsSs HaA €KETOJHbIE TOMBITKA BaKIWHAIIMH, HH(PEKIUN

TpUTITIA PUBOJAT K 3HAYATETHHOH 3a00JI€BAEMOCTH U CMEPTHOCTH.

[000S] Bupycel rpunma coctoat u3 Tpex tanoB A, B u C. Kpome TOro, Bupycsl
rpunma A MOTYT OBITh KITaCCH(UITUPOBAHBI HA TIOATUITBI HA OCHOBE AJUICITBHBIX H3MEHEHHUH
B AHTHUTEHHBIX YYaCTKaX JBYX T€HOB, KOTOPBIE KOJUPYIOT MOBEPXHOCTHBIE TTTUMKOTIPOTEHHBI,
remarrmroTiauH (HA) n Helipamuro3y (NA), KOTOpbIe HEOOXOAUMBI ISl TIPUKPETUICHUS H

MNPOHHUKHOBCHUA BUPYCa B KIICTKY-X03s1HWHA.
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[0006] 'eMarrmrOTHHUH TIPEICTABIAET COOOUW TPEXMEPHBIM TTTMKOTPOTEHH, KOTOPHIH
COIEPKUT BA CTPYKTYPHBIX JOMEHA: TIIOOYIAPHBIA JOMEH TOJOBKH, KOTOPBIA COCTOHUT 3
PELIETITOP-CBA3BIBAIOIIETO y4YacTKa (KOTOPBIM TIOABEPracTCA YacTOMY AHTUTCHHOMY
apenidy), u ctedens (0oslee KOHCEPBATUBHBIN CPEIN PA3IUYHBIX IITAMMOB BHPYCAa TPHIIIA).
benok HA cuHTesupyror B Buae mnpenmectseHHuka (HAO), koTopslii moasepraercs
MPOTEOMUTHIECKOW 00paboTke ¢ momydenueM AByx cyowbenunun] (HA1 u HA2), kotopsie
ACCOLMHUPYIOTCS APYT C APYTOM C 00pa30BaHHEM CTPYKTYPHI B BHAE CTEOJIS/TIOOYISPHON
ronoBku. Ilentung HA1 oTBewaeT 3a mpHKpeIsIeHWE BHUpPyca K KIETOYHOM MOBEPXHOCTH.
[lentuny HA2 oOpasyeT cTepKHEOOPa3HYIO CTPYKTYPY, KOTOpas OIOCPEIYET CIIHSIHHUE
BUPYCHBIX U KJIETOYHBIX MEMOPAaH B SHAOCOMAX, 00ECTIeYnBas BHICBOOOKIEHUE KOMILIEKCA

PUOOHYKIIEMHOBOM KHCIIOTHI B LIUTOTIA3MY.

[0007] B nHactosimee Bpemsl CyHIECTBYET BOCEMHAALATh MOATHUIIOB, OMPEACIAEMBIX
ux Oenmkamu remarrmoruHuHa (H1-H18). 18 HA mMoxHO pa3menuts Ha JABE TPYIIIHL

I'pymma 1 cocrout u3 noarunos H1, H2, H5, H6, H8, H9, H11, H12, H13, H16, H17 u H18,
u rpymmna 2 skmovaet noarunsl H3, H4, H7, H10, H14 u H15.

[0008] HoBbie mTaMMbl OJHOTO M TOTO K€ MOATUIIA MOTYT BO3HHMKATHh B PE3YJIbTATE
SBJICHUS, HA3bIBAEMOTO AHTUTCHHBIM apeddoM, wim mytammi mojekyn HA wmm NA,
KOTOpbIE CO3JAIOT HOBBIE U Pa3WyHble 3MUTONBI. CIEICTBHEM 3TOr0 SABISETCA TO, UTO
HOBYIO BAaKIIMHY HEOOXOIWMO TOJNy4aTh KAKIBIH TOJ TPOTHB BHPYCOB, KOTOPHIE, IIO
MPOTHO3aM, TIOSIBATCS — CIOCOO KOTOPBIM HE TONBKO JOPOTOCTOSINHN, HO W KpauHe
HedpdekTuBHBIA. HecMOTps Ha TO, YTO TEXHOJOTHYECKHE Pa3paOOTKH YIydlIaTH
CHOCOOHOCTh BHIPAOATHIBATh yMyYNICHHBIN(-€) AHTHUTEH(-bI) TPUINMNA Ui BaKIIMHHBIX
KOMIIO3HIIMH, OCTA€TCA TOTPEOHOCTh B OOECTICUYEHWH JOTIOTHHUTEIBHBIX HWCTOYHHKOB

3aUThI 714 60pB6BI ¢ BOBHUKAIOIMHWMHA MMOATHIIAMHA W ITAMMAaMH T'PUIITIA.

[0009] XoTa waesa co3gaHHWs BAaKUMHHOW KOMIIO3WLIMM, COJCP/KAINEW AHTHUICH,
nmpeacTaBsomuil - uaTepec  (nanpumep, HA w/wmmm NA), anmgd CcO34aHHS MIHPOKO
HEUTPAITU3YIOMUX AHTUTEN Yy TAIUEHTA, KAaK TMPABHJIO, CUHTAIOT XOPOIIHUM TOIXOIOM,
MO3TOMY HE BCETJA JKENAaTeIIbHO WUCIOJIB30BATh ATOT MOAXO B OMPEACIIEHHBIX TOITYIISIHIX
nanueHToB. Hampumep, y onpeaeieHHbIX TAIUEHTOB BAKIIWHHAS KOMITO3HIIHS, COJIEPKAIast
MPEICTABIISIONWNA HHTEPEC AHTUTEH, HE BCET/Ia MOXKET OBITh 3P PEKTHBHOM, KaK HATIPUMED,
y TIOKHJIBIX, Y OYEHBb MOJIOIBIX, Y HUMMYHOKOMITPOMETHPOBAHHBIX TTAIIMEHTOB U T. 1. B 3THX

HNOMYJISILMAX MAIMEHTOB HIM Yy JHOOOT0 MAIMEHTa, HE CIOCOOHOTO K 3aKPEIICHHIO
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3¢} (PEeKTHBHOTO UMMYHHOTO OTBETA, MOKET OBITH OOJIEE TPEAMMOYTHTEITFHBIM 00ECTICYCHHE
KOMITO3HIIMH, YK€ COJAEpKalied MMPOKO HEUTPATM3YIOMHE AHTHTENA, KOTOPHIE MOTYT
HAIETMBATHCS HA STIUTOTIBI, OOIIUE IS Psijia ITAMMOB B Tpymme | W/WH MOATHIIAX TPYIIIBI

2.

[00010] Ha cerogAmmnuid JeHb JOCTHTHYT OFPAaHWYCHHBIM yCNEX B
UACHTU(UKAIWN TAKUX AHTUTEI, KOTOPBIE NIMPOKO HEUTPATU3YIOT WIIH TTOJABIISIOT BUPYCHI
rpunma. Okuno et al. ummyHn3upoBanu Mmeimed supycom rpunma A/Okuda/57 (H2N2) u
BBIACIMIN aHTUTENo, oOo3HadyeHHoe C179, koTOpoe CBfA3aHO C KOHCEPBATHBHBIM
KoH(popMaIMoHHbIM >ntuTonoM B HA2 u HeliTpanu3oBano Bupychl rpunma A nmoarumnos H2,
H1 u HS rpynmsr 1 in vitro u in vivo (Okuno et al. (1993) J. Virol. 67(5):2552-2558).
Throsby et al. unentudunmposamu 13 MOHOKIOHATBHBIX AHTHTENI M3 YEJIOBEUYECKHX B-
KJIETOK, KOTOpPBIE HMENM IIUPOKHH CHEKTP AKTUBHOCTH TMPOTUB MOJATUIOB Ipymmbl |
(Throsby et al. (2008), PLOS one 3(2):€3942). Sui et al. uneHTHOHIMPOBATH YETOBEYECKOE
MoHoKIoHanbHOE aHTuTeno (F10), kotopoe cBsaspiBaer HS m npyrue Bupycel rpynmsl |
(Sui, et al. (2009), Nat. Struct. Mol. Biol. 16(3):265-273). Tharakaraman et al.
UACHTU(UITUPOBAIIHA ITUPOKO HEUTPAITU3YIOIEe aHTUTEN0, 00o3Hayaemoe VIS410, kotopoe
Obu10 3(PPEeKTUBHO B HEWUTpPATM3AIMH INTAMMOB TPYIIBI 2 BHPYyCa TPHINIA, BKIFOYAS
mrammbl H3N2 u H7N9, in vitro w in vivo (Tharakaraman, K, ef al., (2015), Proc Natl Acad
Science 112 (35):10890-10895).

[00011] OnHako 1oCHe NECATWIETHH HUCCIEAOBAHUN B JAHHOW OONACTH JIUIIE
HECKOJIbKO AHTHTEN B HACTOAIIEE BPEMs MPOXOJAT KIMHUYECKHE WCTIBITAHHA IS OLIEHKH
WX CIIOCOOHOCTH K HEUTpaNIH3allMd BUPYCOB TPHIMIA PA3HBIX MOATHIIOB (CM., HAIIPUMED,
antuTena, paspadateiBaembie Crucell Holland ((US2012/0276115, US2014/0065156,
US8470327, US2014/0120113, EP2731967, US8691223, US2013/0243792,
US2014/0065165, WO02008/028946 wu WO02010/130636); VYuusepcutrer Ocaku
(US2011/0319600,  EP2380976, US2012/0058124, US2012/0058124),  Celltrion
(US2013/0004505, EP2545074; WO02014/158001); VYumsepcuter BannepOumnbpra
(US2013/0289246), Sealane Biotechnologies (US2012/0128671), Trellis Bioscience, Inc.
(US2012/0020971 EP2582721); Visterra, Inc. (US2013/0302349); Burnham Institute/Dana
Farber (US2014/011982, EP2222701, WO02010/027818); Temasek (US8444986,
US8574581, US 8637644, US8637645, US8383121, US8540996, US8574830,
US8540995); HUMABS Biosciences/IHCTUTYT [y HWCCIEOBaHWA B OHOMEIHIIHE



(US8871207, US8685402, EP2313433); Medlmmune (WO02015/051010); AIMM
Therapeutics (W02013/081463, EP12798020) u Genentech (US2014/0161822), onnako 10
CHX TOp HET NPEACTABJICHHBIX HAa PHIHKE AHTUTEN, KOTOPHIE IMUPOKO HEUTPATH3YIOT WK
MOJABIIIOT MH(EKIUIO BUpyca Tpunma A WM OCHabNsaioT 3a00JIEBaHHE, BHI3BIBAEMOE
Pa3MYHBIMA ITOATHIIAMHA 3TOTO BUpyca. COOTBETCTBEHHO, B JAHHOM O0JIACTH TEXHHKH BCE
eIe CYHIECTBYET MOTPEOHOCTh B HACHTH(UKAIIMKA HOBBIX AaHTHTEJ, KOTOPhIE HEUTPATU3YIOT
HECKOJIBKO ~TOJTHIIOB BHpyca TpHmma A, KOTOPbIE MOXKHO HCIIOJIb30BATh  JUIA

MPEIYTPEKACHUS WITH JICYeHUA HHPEKIIUH, BBI3BAHHON BUPYCOM TPHIIIA.
KPATKOE OIIMCAHME U3OBPETEHUA

[00012] Hacrosmee n300peTeHHe MPELYyCMAaTPHUBAET AHTHUTENA H
AHTUT€HCBS3BIBAIOIINE (PPATMEHTHI, KOTOPBIE CBA3BIBAIOT remMarrmoTuHuH (HA) rpymmer 2
BUpyca rpunma A. AHTHTENA IO HACTOSIIEMY H300PETCHHIO MMPUMEHHUMBL, Cpeou npouezo,
JUIA TOJABIICHUS WM HeWTpanusauuu aktuBHOCTH HA rpymmer 2 Bupyca rpunma A. B
HEKOTOPBIX BAapHAHTaX OCYMIECTBICHHUA AHTHUTENIA NPUMEHHUMBI U1 OJIIOKMPOBAHUA
NPUKPEIJICHU BHpyCa TpPHIMA K KIETKE-XO3IWHY W/HWIH JUIA  TPEIyIpPekIeHUS
MPOHUKHOBEHMs BHpyca TpHUINAa B KIETKH-X03i€Ba. B  HEKOTOpPBIX BapHaHTax
OCYIEeCTBICHUA (PYHKIMSA AHTHTE MPOSBISETCS B TOJABICHUW TEPEAAYd BHPYCA MEKTY
KIeTKaMu. B omnpeneneHHbIX BapuaHTaXx OCYINECTBICHUS AHTHUTENIA IPUMEHAKOT B
NPEAYNPEXKACHUN, JICYCHUH WM YMEHBIICHHM TSDKECTH IO MEHBIIEH MEPE OJHOTO
cuMnToMa WH(QEKIMH BHpPyca TpUNNAa Yy CyObeKkTa. B ompenenmeHHBIX BapHaHTax
OCYIIECTBJICHHSA AHTUTENIA MOJKHO BBOAHMTH C MPOPUIAKTHYECKOW WM TEPATEBTHYECCKOU
LENBI0 CyOBEKTy, WMEIOMIEMY HH(MEKIHI0O BHPYCOM TPHINIA WA TOABEPKEHHOTO €€
BO3HUKHOBECHMIO. B onpeneneHHbIX BapuaHTaxX OCYLIECTBICHU KOMIIO3ULIAH, COAEPKAIIUE
MO0 MEHBIIEH MEpEe OJHO AHTHTENO IO HACTOAMIEMY H300PETEHHIO, MOYKHO BBOJMTH
CYOBEKTY, KOTOPOMY BaKI[MHA TPOTHBOIIOKA3aHA, WM I KOTOPOTO BAKIMHA SBIIACTCS
MeHee 3P PEeKTUBHOM, HAIPUMED, TIOXKHUIION MAIMEHT, OYSHb MOJIOAOH MAI[UEHT, TAI[UCHT, Y
KOTOPOTO MOXKET OBITh aJUIepTHA HAa OAMH WM 0OoJice KOMIIOHEHTOB BAKLHUHBI, HWIIH
MMMYHOKOMIIPOMETHPOBAHHBIN MALIUEHT, KOTOPBIM MOKET HE PEarupoBaTh HA UMMYHOTE€HBI
B BakIMHE. B onmpeneneHHpIX BapHaHTaX OCYHIECTBICHUSA KOMIIO3HMIIMM, COJICp)Kaliue II0
MEHBIIEH MEpe OJHO AHTHUTENO TI0 HACTOAMEMY HW300PETEHHIO, MOXKHO BBOJHTH
MEJHULMHCKOMY  IIEPCOHANly,  TIOCHUTAIM3MPOBAHHBIM  MALMEHTAM WM JIMLAM,

OPOXKUBAKOIIMM B AOMC MPCCTAPCIIbIX, HJIH JAPYTUM HNAIMCHTAM C BBICOKHMM PHCKOM BO
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BpEeMsS BCIBIIIKK TPUINA. B ONpeAcneHHbIX BapHaHTaX OCYIIECTBICHHUA KOMIIO3HIIUHU,
COAEpKaIIye MO0 MEHBINEH Mepe OJHO AHTUTENIO MO HACTOAINEMY H300PETEHHIO, MOKHO
BBOJAUTH B KA4YECTBE NMEPBOU JIMHUH JICUCHUS MALMEHTAM, B CIy4ae €CIIM MPOTHO3HpyeMas
eKeToJHasd BaKuWHA Hed(PPEeKTHBHA, MW B Cllydyae MAHAEMHH CO MITAMMOM, KOTOPBIH

MOABEPTCA CEPBE3HOMY AHTUTECHHOMY BO3ICHCTBHIO.

[00013] AHTHTETAa [0  HACTOSALIEMY  HM300PETEHHI0  MOTYT  OBITh
nosHopazMepHbIMH (Hanpumep, antuteno 1gG1l umu 1gG4) unm MoryT coaepKaTh TONBKO
AHTUTCHCBS3BIBAIOINYIO YacTh (Hanpumep, Fab-, F(ab'):- umu scFv-¢parmenT), mpu s3Tom ux
MOKHO MOAM(HULIMPOBATH C LIETBI0 BO3ACHCTBUA HAa (PYHKIMOHAIBHOCTH, HAMPUMED, AJIA
YBEIMUYEHHs CTAOMIIBHOCTH B XO3AMHE, WM I MOBBIIIEHHUA 3 (PeKTOpHON PyHKIMHU, UITH
ycTpaHeHHus ocTaTouHbIX 3(dexropupix ¢ynkuui (Reddy er al, 2000, J. Immunol.
164:1925-1933). B HEKOTOPHIX BapHAHTAX OCYIIECTBIICHHA AHTHTENO MOXKET OBITh

oucrerupUIeCKUM.

[00014] B mnepBom acmekte HacTosAmee W300PETEHHE TMPEIYCMATPUBAECT
BBIJICJICHHBIC PEKOMOWHAHTHBIC MOHOKJIOHAJIbHBIC AHTUTEIIA WUITH WX AHTUTCHCBSI3bIBAIOIIHE
(dhparMeHThI, KOTOPbIE CHEIU(PUIECCKH CBI3BIBAIOTCA ¢ reMarrmroTHHUHOM (HA) rpynmsr 2

BUpYyca rpummna A.

[00015] B oaHoM BapmaHTe OCYIIECTBICHHS HACTOSAIIEE HM300PETCHHE
MPETyCMATPHBAET BBIACTICHHOE PEKOMOMHAHTHOE AHTUTEIIO WITH €T0 AHTHUTEHCBI3BIBAIOIIHH
¢parmeHT, KOTOpBIE CrierU(UIECKH CBA3bIBatOTCA ¢ HA rpymmer 2 Bupyca rpunma A, re

AHTUTEJI0 UMEET JIBE WITK 00JIee U3 CIICAYIOIINX XapaKTCPUCTHK:
(a) mpeacraBsieT COOOH MOTHOCTHIO YEJIOBEUYECKOE MOHOKIIOHATBHOE AHTHUTEIIO;

(b) cea3eBacTcs ¢ HA rpynmsr 2 BHpyca rpunma A ¢ KOHCTAHTOW JTHCCOITHAIIAH
(Kp), cocrapmaromeidt menee 10° M, Kak H3MEPEHO C TOMONIBIO IOBEPXHOCTHOTO

MmMIa3MOHHOT'O PC30HAaHCAa,

(¢) meMOHCTPUPYET AMCCOIMATHBHBIN TEPHOM TMOMYKU3HH (tY2), COCTABIIAFOTIIHA

oonee 75 MUHYT;

(d) memoHCTPHPYET HEUTPANH3ALHMIO BUPYCOB TPUNITIA A TPYNITBI 2, BEBIOPAHHBIX U3
mramMmoB H3N2 u H7N9, xapakrepusyromryrocs mokasateneMm [Cso, COCTaBISIOMUM

cootBeTcTBeHHO MeHee 200 HM u 500 HM;
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() meMOHCTPHPYET KOMIUIEMEHT-OTIOCPETOBAHHBIN JIH3UC WH(UIUPOBAHHBIX
BHPYCOM TPHIIIA KIETOK, XapaKTepU3yronmiics mokasateneM ECso, COCTaBIAIOIMUM MEHEe

npuomm3uTensHO 150 HM;

) JEMOHCTPUPYET AHTUTETI03aBUCHUMYIO KIIETOYHO-OTIOCPEIOBAHHYIO
LHUTOTOKCUYHOCTh B OTHOIIEHWH WH(PHIMPOBAHHBIX BHUPYCOM KIETOK-MUIICHEH TIPH
WCTIONB30BAHUM PETIOPTEPHOTO OMOAaHAIM3a, Xapakrepusyromyrocs mokazarenem ECso,

COCTaBIIIOIUM MeHee TTpuou3uTeabHo 0,9 HM;

(g) JAEMOHCTPUPYET AHTUTEII03aBHCHMYIO KJIETOYHO-0TIOCPEOBAHHYIO
UTOTOKCHYHOCTh B OTHOIIECHWH HWH()HIMPOBAHHBIX BHPYCOM KIETOK-MHOICHEH B
MPUCYTCTBUM MOHOHYKJICAPHBIX KJIETOK mnepudepuyeckod kpoBu uenoseka (PBMC),
xapakrepusyroinyrocs nokazatenem ECso, coctaBmsaromum meHee mpuoOmusutensao 0,180

HM;

(h) meMOHCTpUpPYET MOBBIIIEHHE BBDKHBAEMOCTH >KHBOTHOTO, HH(HUIIUPOBAHHOTO

BHPYCOM T'PHIIIA, IIPH BBEACHUH Yepes 24, 48, 72 nnm 96 4acoB nocie 3apakeHust BUPYCOM;

(1) AEMOHCTPUPYET TOBBIIICHHE BBDKHBACMOCTH >KHBOTHOTO, WH(HUIUPOBAHHOTO
BUPYCOM TPHIINA, MPH BBEACHUH B KOMOHHALIMK C 03€JIbTAMHBHPOM uepe3 96 4acoB mocie

WHPUITUPOBAHHS, HITH

(J) Toe aHTHTENO WM €r0 AHTUTCHCBA3BIBAOIMUN (PArMEeHT COMEPKUT TPH
OTIpeIeNsroNme KoMIuieMeHTapHOCTh yaacTka Tsokeno nerm (CDR) (HCDR1, HCDR2 u
HCDR3), coaepxammecs B Tpeaenax KakOW-THOO W3 TOCIEAOBATEIIHBHOCTEH
BapuadenpHOTO yuacTka Tsokenor e (HCVR), nepeuncnennsix B Tadmmme 1; u pu CDR
nerxoit et (LCDR1, LCDR2 u LCDR3), comepkammecs B Tpeaenax KaKOH-THOO W3
MOCTIeT0OBATEIFHOCTENH BapuadenmpHoro yuyacTka Jierkod mermu (LCVR), mepeuncrneHHBIX B

Tabmuue 1.

[00016] B ompeneneHHBIX BapuaHTax  OCYIIECTBICHHS  AHTUTEIO  TIO
HACTOAIIEMY HW300PETEHHIO IEMOHCTPHPYET YCHIICHHE 3aIIUTHOW (DYHKIMH TPH BBEICHHH
MJICKOTIUTAIONIEMY, HWH(PHUIMPOBAHHOMY BHPYCOM TPHINNA, B BHAEC OJHOKPATHOM
BHYTPHBEHHOM JI03bI, COCTABJISIONICH OT MPUOH3UTEIIBHO 7 10 15 MI/Kr, HaUWHas ¢ JHS 3
mociie UH(PHUIUPOBAHHSA, 1O CPABHEHUIO C TIEPOPATBHBIM BBEJCHHEM O3€JIbTAMUBHPA,
BBOJUMBIM JIBa Pa3a B JICHb B TEYCHHE 5 AHEH B J103€, COCTABIAIONICH MPUOIH3UTEIIHHO 2

MT/KT, HAYMHAA C JHA 3 TOCie WHPHUIMPOBaHUA (M TPOIOIDKAIOIHAMCS 10 JHA 7 TIOCHE



WHQUITUPOBAHHA).

[00017] B cBs3aHHOM BapHWaHTE OCYIIECTBICHHUA AHTUTEIO MO HACTOAIIEMY
W300pETEHHUI0 O0OECTICYMBAET YCHJIEHHWE 3alIUTHOW (YHKIMH Yy MJIEKOTHUTAFOIIETO,
WHQUITUPOBAHHOTO BUPYCOM TPUIIA, MIPH BBEJECHUH JTHOO TMOAKOYKHO, THOO BHYTPUBEHHO,

W/WIH TIPYU BBEACHUH TIEpe] MHPEKIMEH WK 1mociie HHPHUIMPOBAHUA BUPYCOM TPHIIIIA.

[00018] B omHOM BapuaHTE OCYIIECTBICHHA AHTUTENIO II0 HACTOALIEMY
M300PETEHUIO JEMOHCTPUPYET YCUIIEHUE 3aIIUTHON (DYHKIIMH TIO CPABHEHHIO C KUBOTHBIM,
KOTOPOMY BBOJAT KOHTPOJBHOE AHTHUTENO H30TUIHYECKOTO (OTPUIATEIBHOTO) KOHTPOJIA,
MPU BBEJICHUM HH(PHUIIUPOBAHHOMY MIIEKOTMTAIOMEMY B BHAEC OJHOKPATHOW TOIKOKHOM
WM BHYTPUBEHHOMW M03bI B AHANA30HE OT MPUOIMZUTEIHHO 5 MI/KI A0 TPHOTU3ZUTEIHHO

15 mr/kr.

[00019] B oxHOM BapuaHTE OCYIIECTBIICHMS, AHTHUTEIO IO HACTOSALIEMY
HW300pPETCHHI0  JEMOHCTPHPYET YCHIIEHHE 3alUTHOW (YHKIMH TIPU  BBEJACHHUH
MJIEKOTIMTAIOIIEMY, HWHQHUIMPOBAHHOMY BHPYCOM TpPHUINA, B BHAE OJHOKPATHOM
BHYTPUBEHHOW O3B, COCTaBJISAIOMIEH OT TMPUOIIMZHTEIBHO 7 MI/KT 0 TPHOIHU3IUTEITHHO
15 MI/KT, IO CPaBHEHHIO C MEPOPATBbHBIM BBEICHHEM 03€IbTAMHUBHPA, BBOJUMBIM B Pasa

B JICHb B TCUCHHUE 5 THEH B 03€, COCTABJIIFOINCH MPHUOTH3UTEIHHO 2 MI/KT.

[00020] B oaHOM BapuaHTE OCYIIECTBICHHUA AHTUTENIO TI0 HACTOAMIEMY
HW300PETCHHIO JIEMOHCTPUPYET YPOBEHD BBDKHBAEMOCTH, COCTABIIOIINN MPHOIHU3UTEITEHO
100%, y MJIEKOTHTAIOMETO, WHPUITUPOBAHHOTO BUPYCOM TPHIIIA, TPH BBEICHUH B BHUJIE
OJTHOKPATHOW JO3BI, COCTABJLIFONICH MPHOIU3UTEIBHO 15 MI/KT, uepe3 24 yaca wim Oolee

MOCITe HHUITUPOBAHHS.

[00021] B omHOM BapuaHTE OCYIIECTBICHHUA AHTUTENIO IO HACTOALMIEMY
HW300pPETEHHUIO JEMOHCTPHUPYET YPOBEHb BBDKHUBAEMOCTH, cocTaBsronmid  100%, y
MJIEKOTIUTAIOMIETO, WH(QUIMPOBAHHOTO BHPYCOM TPHWIA, TPH BBEICHHH B BHJC
OTHOKPATHOW BHYTPHBEHHBIH T03bI MPHONMH3UTENBHO 15 Mr/kr uepes 24, 48, 72 wmu 96

4acoB MOCTIe HH)UIIMPOBAHUS.

[00022] B omHOM BapuaHTE OCYIIECTBICHHA AHTUTENIO TI0 HACTOALMIEMY
HN300PETEHUIO IEMOHCTPUPYET YPOBEHD BBDKHBAEMOCTH, COCTABIAIOIMINN MPHOIUIUTEIEHO
100%, y MJIEKOTHTAIOIETO, WHPHUITMPOBAHHOTO BUPYCOM TPHIINA, NMPH BBEJCHUU B BHJIE

OJHOKPATHOW BHYTPUBEHHOHW O3Bl MPUOIM3UTENBHO 15 MI/KT MO CPaBHEHHWIO C YPOBHEM
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BbEDKHBaeMocTH 80%, HAOMOJaeMbIM C 03€]TbTAMHBHPOM, TIPH TIEPOPATHPHOM BBEJCHUH JBA

pasa B JIcHb B TCUCHHUE 5 THEU NIPH 103€ MPHOTUIUTETHHO 2 MI/KT.

[00023] B omHOM BapuaHTE OCYIIECTBICHHA AHTUTEIIO IO HACTOALIEMY
HM300PETEHHIO0 00€CTIEUNBAET JOTOHATEIBHBIN 3aIMUTHBIN 3()(PEKT y MICKOTHTAIOMIETO,
WH(HUIIMPOBAHHOTO BHPYCOM TPHIIIA, TPHU BBEJECHHH COBMECTHO C O3€JIbTAMUBHPOM B

TedeHue Ooiee 48 yacoB mocie HHOHUIMPOBAHUS.

[00024] B omHOM BapuaHTE OCYIIECTBICHHA AHTUTENIO II0 HACTOALIEMY
M300PETEHHIO0 00ECTIEUNBAET JOTOHUTEIBHBIN 3aIMUTHBIN 3()(PEKT y MICKOTHTAIOMIETO,
WH(UIIMPOBAHHOTO BHUPYCOM TPHUIIA, PH BBEACHHH COBMECTHO C 03€JIbTAMHBHPOM 4€pe3

72 4aca nocye UHQHUIMPOBAHUS.

[00025] B omgHOM BapuaHTe OCYHIECTBICHUSA AQHTUTEIIO MO HACTOSLIEMY
H300PETCHHIO O00ECTICUMBACT JOMONHUTEIBHBIM 3alUTHBIA 3(PQEKT NMPH NPUMEHEHHH B
KOMOWHAIIMK C  O3ECTIbTAMHUBHPOM, KOTJAa AHTUTEIO BBOAAT  MIJIEKOIHUTAIOLIEMY,
WHQUIMPOBAHHOMY BHUPYCOM TpHINIA, B BHIAE OJHOKPATHOW BHYTPUBEHHOH O3Bl B
JHMANa30He OT MPHOIHM3UTENBHO 7 MI/KI 10 TPUOTH3UTENBHO 15 MI/KT, W 03€IbTAMUBHUD
BBOJAT MEPOpPaIbHO JBAa pa3a B JEHb B TEYCHUE 5 JHEH B J03€, COCTABIAIOIICH

MPHOTH3UTETHHO 2 MT/KT.

[00026] B cBsi3aHHOM BapHWaHTE OCYINECTBICHUA AHTHUTEIO IO HACTOAIIEMY
HW300PETCHHUIO OOECTICUMBACT JOTIOTHUTEIBHBIA 3aIMUTHBIN >(PQeKT MpH NPUMEHEHHH B
KOMOHMHAIIUHU C 03€TbTAMUBHPOM 4epe3 96 yacoB mocie WHOUITUPOBAHHUS BUPYCOM TPHIINA,
I7I€ aHTUTEJIO BBOJAT B BHUJE OJHOKPATHOM BHYTPUBEHHOM /J03bl B JHAala3oHE OT
MPHONMH3UTEIPHO 7 MI/KT A0 TPUOTU3UTENBHO 15 MI/Kr, W 03€IbTaMUBHP BBOJAT
MEPOPANbHO JBAa pas3a B JCHb B TCUCHWE 5 THEH B /103€, COCTABNIAIONICH NMPHOTU3UTEIHHO

2 MI/KT.

[00027] B omHOM BapuaHTE OCYIIECTBICHHA AHTUTENIO IO HACTOALMIEMY
HM300PETEHUIO0 MOKHO BBOJIMTH BHYTPHBEHHO, HHTPAHA3AIBHO, TIOJIKOXKHO, HHTPAACPMATHHO

WA BHYTPUMBIIIICYHO, U 03CIIbTAMUBHUP MOYKHO BBOJUTD NMCPOPAITBHO.

[00028] B opgHOM BapuWaHTE OCYINECTBICHHA O3€IbTAMHBHP BBOJAT [0

BBCACHUA aHTUTCIIA 11O HACTOANICMY I/1306peTCHI/IIO, OIHOBPCMCHHO ¢ HUM HJIU MOCJIC HCTO.

[00029] B omHOM BapmaHTe OCYIIECTBIIEHHS AHTUTENIO W/HIH O3€ITbTAMHUBHP
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MO’KHO BBOJAUTH B BUJE OJHOKPATHOM J03bI WJIN B BUAE HECKOIBKHUX J103.

[00030] NnmoctpatuBHble aHTUTena K HA rpynmel 2 Bupyca rpunna A mo
HACTOAIEMY H300PETECHUIO TIEPEYUCIICHBI B Tabmumax 1 u 2 JaHHOTO AOKyMeHTa. B
tabnmuiie 1 W3MOKEHB HMICHTH(PHUKATOPHI AMHHOKHUCIOTHBIX — TTOCIIEAOBATENHHOCTEH
BapuaOenbHbIX y4yacTkoB Tspkenod mermu (HCVR), BapuaOenbHBIX y4acTKOB JIETKOH IETIH
(LCVR), onpeaernstomue KOMITIEMEHTaApHOCTh yuacTku Tspkenou nenu (HCDR1, HCDR2 u
HCDR3) onpenensromue komruiemeHTapHoCcTh yuacTku jerkod nenu (LCDR1, LCDR2 u
LCDR3) wmnmmoctpatuBHbiX aHtutren kK HA Bupyca rpunma. B Tabnuue 2 W3MOXKEHBI
uaeHTUUKaTOphl TocneaosarenbHocTe HykinenHoBbix kucinor HCVR, LCVR, HCDRI,
HCDR2 HCDR3, LCDRI1, LCDR2 u LCDR3 unmoctpaTtuBHbix aHtutren kK HA Bupyca

TpUIIIa.

[00031] Hactosmiee wu300peTeHHE TPEIyCMATPUBACT AHTHTENIA WM WX
aHTHTCHCBsI3bIBatOIME  (parmenTs, koTopeie  comepxkar HCVR,  comepskaniyro
AMHHOKHCIIOTHYIO TIOCIIEIOBATEIPHOCTD, BBIOPAHHYI0O W3 IJHOOOH W3 aMHHOKHCIOTHBIX
nocnenoBatenpHoctred  HCVR, mepeuncnenusix B Ta0bmmme 1, wim  QaKkTHYECKH
AQHAJIOTUYHYIO €M MOCJIeA0BATENbHOCTD, KOTOPAsi XapaKTepu3yeTcs 1Mo MeHbInel Mepe 90%,
mo MeHbmed wmepe 95%, mo wmenbmed wmepe 98% wnmm mo MeHbmed mepe 99%

HACHTHYHOCTBIO IIOCJICAOBATCIIPHOCTH B OTHOIIICHUH HEC.

[00032] B oaHoM BapmWaHTe OCYIIECTBICHHS HACTOSAINEE HM300PETCHHE
MpeIyCMATPUBAECT AHTHUTENA WA WX AHTUTEHCBA3BIBAIOINHE (DPArMEHTH, KOTOPHIE
cnemmduuecku cBa3piBatloT HA rpymmer 2 Bupyca rpumma A, coxepkamyro HCVR,

HMMEIOIUNA aMUHOKUCIIOTHYIO TiocneaoBatenbHocTh oA SEQ ID NO: 2 wnu 18.

[00033] Hacrosmiee m300peTeHHe Takke MPEAYyCMATPUBAET AHTHTENIA WIIH WX
aHTHUTEHCBA3bIBatOUe  (pparmenTsr, kotopeie  comepskar  LCVR,  comepskamryro
AMHHOKHCJIOTHYIO TIOCTIEIOBATEIFHOCTh, BBIOPAHHYI0 W3 JIOO0H W3 aMHUHOKHCIOTHBIX
nocnenoBatenpHocTed LCVR, mepeuncieHHbIX B Ta0MIe 1, WK 1O CyTH aHATOTHYHYIO €1
MOCJIEI0BATEIBHOCTh, KOTOpas XapakTepuszyercs mo MeHblned mepe 90%, mo MeHbliei
Mepe 95%, mo wmenpmed mepe 98% wunm mo MeHbiied Mmepe 99% HIEHTHYHOCTHIO

IoCICA0BATCIBHOCTH 110 OTHOIICHHIO K HEH.

[00034] B omHoM BapmaHTe OCYIECTBICHUS HACTOAIIEE H300PETCHHE

npeaycMaTpuBacT aHTHUTCIIa HIIM KX AHTUTCHCBA3bIBAKOIIUC q)paFMeHTBI, KOTOPBIC
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cnetmuyeckun cBa3piBatoT HA rTpymmer 2 Bupyca rpumma A, coxaepxkamyio LCVR,

MMEIOIINH aMUHOKHUCIIOTHYIO nocieaoBaTenbHoCcTh moa SEQ ID NO: 10 unu 26.

[00035] B opHOM BapmaHTE OCYIIECTBIECHHUS BBIJICICHHOE AHTHTENO WU
AHTUTCHCBS3BIBAIOMNN (ParMeHT, KOTOPBIM crieruduuecku cBassiBaeT HA rpymmer 2
BUpYyCa TPHUMMNa A, COAEPKUT Mapy aMHHOKUCIOTHBIX mocnenoBarensHocTed HCVR/LCVR,

BbIOpaHHBIX U3 Tpymmbl, coctosmen u3 SEQ ID NO: 2/10 umu 18/26.

[00036] B onpeneneHHbIX BapHaHTaxX OCYIIECTBICHUS Iapa aMHHOKHCIOTHBIX
nocnenoBatenbHocTelt HCVR/LCVR BoiOpana u3 rpymmsi, cocrosmert w3 SEQ ID NO:
2/10 (nanpumep, HIH14611N2) unu 18/26 (nanpumep, HIH14612N2).

[00037] B opHOM BapuaHTe OCYILNECTBICHHUS BBIJACICHHOE AHTHTENO WU

AHTUTEHCBA3BIBAIOIINI ()parMEHT COAEPIKAT:

(a) nomen HCDRI1, wumerommid aMHUHOKHCIOTHYIO TIOCJIEIOBATEIBHOCTS,

BBIOpaHHYIO U3 rpymmsl, coctosamer u3 SEQ ID NO: 4 umm 20;

(b) nomen HCDR2, wumerommid aMHUHOKHCIOTHYHO TIOCIIEIOBATEIBHOCTS,

BBIOpaHHYI0 U3 TpymIbl, coctosimed u3 SEQ ID NO: 6 wmm 22;

(¢) nomen HCDR3, wumerommii aMUHOKWUCIOTHYIO ITOCJIEIOBATEIIBHOCTD,

BBIOpaHHY¥O0 U3 Tpymmsl, coctosmiei u3 SEQ ID NO: 8 wmm 24;

(d) momen LCDRI1, wumeromuid aMHHOKHUCIIOTHYIO IIOCJIEIOBATEIIHHOCTS,

BBIOpaHHYT0 U3 TpymIbl, coctosmed u3 SEQ ID NO: 12 umnm 28;

(¢) momen LCDR2, wumeromuii aMHHOKHUCIOTHYIO IIOCJIEIOBATEIIHHOCTS,

BBIOpaHHY0 U3 TpymIbl, cocrosmed u3 SEQ ID NO: 14 wmm 30; u

(f) momen LCDR3, wumeromuid aMHHOKHCIIOTHYIO IIOCJIEIOBATEIIHHOCTD,

BBIOpaHHYIO U3 TpymIbl, cocrosmed u3 SEQ ID NO: 16 wmm 32.

[00038] B opHOM BapmaHTE OCYIIECTBJICHHUS BBIACICHHOEC AHTUTENO WU
AHTUTCHCBS3BIBAIOMNK (ParMEHT, KOTOPBIM crienuduIeckn cBsa3biBaeT HA rpymmer 2
Bupyca rpunma A, coxepxut (a) HCDR1 u3 SEQ ID NO: 4, (b) HCDR2 u3 SEQ ID NO: 6;
(¢) HCDR3 u3 SEQ ID NO: 8; (d) LCDR1 u3 SEQ ID NO: 12; (e) LCDR2 u3 SEQ ID NO:
14 u (f) LCDR3 u3 SEQ ID NO: 16.

[00039] B opHOM BapmaHTE OCYIIECTBIECHHUS BBIACICHHOE AHTHTENO WU
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AHTUTCHCBS3BIBAOMNK (ParMeHT, KOTOPBIM crienuduuecku cBaspiBaeT HA rtpymmer 2
Bupyca rpurma A, cogepxkut (a) HCDR1 u3 SEQ ID NO: 20, (b) HCDR2 u3 SEQ ID NO:
22; (c) HCDR3 u3 SEQ ID NO: 24; (d) LCDR1 u3 SEQ ID NO: 28; () LCDR2 u3 SEQ ID
NO: 30 u (f) LCDR3 u3 SEQ ID NO: 32.

[00040] Hacrosmiee m300peTeHHe Takke MPEAYyCMATPUBAET AHTHTENIA WM WX
aHTUTEHCBs3bIBatOIUE (parMeHTbl, KoTopeie conepkat CDRI1 tmkenoi nerm (HCDRI1),
COAEPKAILYI0 AaMHHOKUCJIOTHYIO TIOCTIEIOBATENIbHOCTh, BBIOPAHHYIO W3 IJHOOOW U3
AMUHOKHUCIOTHBIX TocnenoBarenbHocter HCDR1, mepeuncnennpix B tabnmue 1, uam mo
CYTH aHAJIOTUYHYIO €M IOCJIEN0BATEIBHOCTD, KOTOPask XapaKTEPHU3YETCs 110 MEHBILIEH Mepe
90%, mo menpmiedt mepe 95%, mo Mesbied Mepe 98% wmm mo menpmeid mepe 99%

HIACHTHYHOCTDBIO ITIOCICA0OBATCIbHOCTH IO OTHOIICHHUIO K HEH.

[00041] HacTosmiee n300peTeHHe TakkKe MPEAyCMATPUBAET AHTUTENIA WIIH HX
AHTUTEHCBsA3bIBatONME (parMeHTsl, KoTopsie coxepkatr CDR2 tmxemoit e (HCDR?2),
COACPIKAIIYI0 AMUHOKUCIIOTHYIO IIOCJIEOBATEIbHOCTh, BBIOPAHHYI0 U3 JHOOOH W3
AMHUHOKHCIOTHBIX mocieaoBarenbHocTer HCDR2, mepeuncinennpix B Tadnwme 1, wim 1o
CYTH aHAJIOTHYHYIO €M MOCJIe0BATEIbHOCTh, KOTOPAsk XapaKTepU3yeTcs M0 MEHbIIEH Mepe
90%, mo menpmiet mepe 95%, mo Mesbied Mepe 98% wunmum mo menemeid mepe 99%

HIACHTHYHOCTBIO ITIOCJIICA0OBATCIBPHOCTH I10 OTHOIICHUIO K HEH.

[00042] Hacrosmiee m300peTeHHe Takke MPEAYyCMATPUBAET AHTHTENIA WM WX
AHTHTEHCBs3bIBatOMmME (parMeHThl, KoTopbie comepkat CDR3 tmxenoit nerm (HCDR3),
COAEPKAITYI0 AMHHOKUCJIOTHYIO TIOCTIEIOBATENIbHOCTD, BBIOPAHHYIO W3 JHOOOW U3
AMUHOKHUCIIOTHBIX TocneaoBarenbHoctedt HCDR3, mepeuncieHHpIx B Ta0nwmie 1, Wiu mo
CYyTH aHAJIOTUYHYIO €M MOCJIEI0BATENIBHOCTD, KOTOPAs XapaKTEPHU3YETCS IO MEHBIIEH Mepe
90%, mo menpmiel mepe 95%, mo Mesbiied Mepe 98% wunmu mo meHemed mepe 99%

HACHTHYHOCTBIO ITOCJIICA0OBATCIBHOCTH IO OTHOIICHHUIO K HEM.

[00043] Hacrosmiee m300peTeHHe Takke MPEAYyCMATPUBAET AHTHTENIA WM WX
aHTHTEHCBs3bIBafomME (parmMeHThl, KoTophie comepxkar CDR1 merkoit memm (LCDRI1),
COAEP/KAITYI0 AMHHOKUCJIOTHYIO TIOCTIEIOBATENIbHOCTD, BBIOPAHHYIO W3 JHOOOW U3
AMUHOKHUCIIOTHBIX TocnenoatenbHocTedt LCDR1, mepeuncneHHpx B Ta0mume 1, WM mo
CYyTH aHAJOTHYHYIO €W MOCIEA0BATEIBHOCTD, KOTOPAasd XapaKTEPU3YETCA M0 MEHBIIEH MEPE

90%, mo menpmiel mepe 95%, nmo MeHbiied Mepe 98% wunmu mo meHemeid mepe 99%
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HACHTHYHOCTBIO ITOCIICA0OBATCIbHOCTH IO OTHOIIICHHUIO K HEM.

[00044] Hacrosimiee m300peTeHHe Takke MPEAYyCMATPUBAET AHTHTENIA WM WX
aHTUTEHCBs3bIBafOmME (parmMeHThl, KoTophie comepxkar CDR2 merkoit merm (LCDR2),
COAEPKAILYI0 AaMHHOKUCJIOTHYIO TIOCTIEIOBATENIbHOCTh, BBIOPAHHYIO W3 IJHOOOW U3
AMUHOKHUCIIOTHBIX TocnenoatenbHocTedt LCDR2, mepeuncnennpix B Tadmune 1, wim mo
CYTH aHAJIOTUYHYIO €M MOCJIEN0BATENBHOCTD, KOTOPAsk XapaKTEPHU3YETCs IO MEHBIIEH Mepe
90%, mo menpmiet mepe 95%, mo Mesbied Mepe 98% wnmum mo menemeid mepe 99%

HIACHTHYHOCTDBIO ITIOCICA0BATCIbHOCTH II0 OTHOIICHHUIO K HEH.

[00045] Hacrosimiee mn300peTeHHe Takke MPEAYyCMATPUBAET aHTHTENA WM HX
aHTUTeHCBs3bIBatOIKE (parmMeHTsl, KoTopbie coiepxkar CDR3 nerkoit memm (LCDR3),
COACPIKAIIYI0 AMHUHOKHCIIOTHYIO TOCJIEOBATEIIbHOCTh, BBIOPAHHYI0 U3 JHOOOH W3
AMHUHOKHCIOTHBIX mocienoBarenbHocTedt LCDR3, nepeuncnennpx B Tadbmune 1, wid mo
CYTH aHAJIOTMYHYIO € MOCIIEA0BATEIBHOCTD, KOTOPAsk XapaKTEPHU3yeTCs IO MEHBIIEH Mepe
90%, no meHbied mepe 95%, mo menpmed mepe 98% wnm mo mesbmeid mepe 99%

HICHTHYHOCTBIO TTOCIIEA0OBATEIIBHOCTH IO OTHOIICHUIO K HEH.

[00046] Hacrosimiee m300peTeHHe Takke MPEAYyCMATPUBACT aHTHTENIA WM WX
AHTUT€HCBA3bIBAOLIUE (bparMeHTHI, coJeprKaInue napy AMUHOKHUCJIOTHBIX
nocnenoBatenmpHocTred HCDR3 m LCDR3 (HCDR3/LCDR3), coaepkamyro o0y H3
AMUHOKHUCIIOTHBIX TocienoaTenbHocTedt HCDR3, nepeuncnennsix B Tadbmmie 1, B mape ¢
Mr000¥ U3 aMHHOKUCIIOTHBIX mocnenoareabHocTed LCDR3, nepeuncnenHpx B Tadmute 1.
B cooTBeTcTBHH C OTpeeIEHHBIMUA BapUAHTAMH OCYIIECTBICHHS HACTOAIICE M300pETCHHE
MpeIyCMATPUBAECT AHTHUTENA WM WX AHTUTEHCBA3BIBAIOINHE (DPArMEHTH, KOTOPHIE
COJZIepIKaT Mapy aMHHOKHCIIOTHBIX TiocneaoaTenbHocTedt HCDR3/LCDR3, comepskarmyrocs
B WUTIOCTPATUBHBIX aHTUTenax k HA rpynmel 2 Bupyca rpumma A, NEpeYHUCIEHHBIX B
tabmuiie 1. B ompenenmeHHBIX BapHaHTaX OCYIIECTBIECHHS Tapa aMHHOKHCIIOTHBIX
nocnenoBatenmpHocTed HCDR3/LCDR3 BeIOpana u3 rpynmsl, coctosmed u3 SEQ ID NO:
8/16 (nanpumep, HIH14611N2) wmm 24/32 (nanpumep, HIH14612N2).

[00047] Hacrosmiee m300peTeHHe Takke MPEAYyCMATPUBAET aHTHTENIA WM WX
AHTUTEHCBA3BIBAIONIHE (PparMeHThI, KOTOpbie coaepkar rpymmy u3 mecta CDR (m. e.
HCDR1-HCDR2-HCDR3-LCDR1-LCDR2-LCDR3), coaepxkamuxcs B OOOM U3

WIUTIOCTPATUBHBIX aHTUTEN K HA rpynmsl 2 Bupyca rpumnma A, IepeyrcIeHHbIX B TaOTHIIe
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1. B  onpenemeHHBIX  BapHaHTAX  OCYHIECTBIECHHS  HAOOP  AMHUHOKHCIIOTHBIX
nociienoBatenbHocTedt  HCDR1-HCDR2-HCDR3-LCDR1-LCDR2-LCDR3  BBIOpaH u3
rpymmsl, coctosmed u3 SEQ ID NO: 4-6-8-12-14-16 (nanpumep, HIH14611N2) umu SEQ
ID NO: 20-22-24-28-30-32 (nanpumep, HIH14612N2).

[00048] B cBsi3aHHOM BapuaHTE OCYINECTBJICHHUS HACTOAIIEE H300PETCHHE
MpeayCMaTPUBAET AHTUTENIA WM WX AHTUTCHCBI3BIBAIOIIME (PPArMeHTHI, COAEpIKaIIHe
rpymmy w3 mectd CDR  (m. e. HCDR1-HCDR2-HCDR3-LCDR1-LCDR2-LCDR3),
colepkamuxcsi B Tape aMuHOKUCIOTHBIX mocnenosatenbHoctei HCVR/LCVR, kak
OTIpEeZIENeHO I JI0OOTO M3 WILTIOCTPATUBHBIX aHTUTEN K HA rpynmsl 2 Bupyca rpumma A,
nepeyrcneHHpx B Ta6muie 1. Hampumep, HacTosmee u300peTeHHE MpeaycMaTpUBAeT
AHTUTENIA WIM WX  AHTHTCHCBA3BIBAIOIIME  ()parMeHTHI,  coJaepKaimue  HaOop
aMuHOKUCIOTHBIX — mocnenoBatenbHocTed ~ HCDRI1-HCDR2-HCDR3-LCDR1-LCDR2-
LCDR3, coaepkamuiics B mape aMHHOKHCIOTHBIX mocienaoBarenbHocTelt HCVR/LCVR,
BBIOpaHHBIX W3 Tpymmbl, coctosimen u3 SEQ ID NO: 2/10 (mampumep, HIH14611N2) unm
SEQ ID NO: 18/26 (mampumep, H1IH14612N2). CiocoObl © METOIUKHA WACHTH(UKALIAN
CDR B amunokucnoTHbix nocieaosarenpbHocTaXx HCVR u LCVR xopomnio u3BecTHBI U3
YPOBHS TEXHHKH W MOTYT ObITh TpuMeHeHbl it uaeHTH(ukammu CDR B ykazaHHBIX
aMUHOKHUCIOTHBIX mocienoBarenbHOCTIX HCVR w/mmum LCVR, packpheIThIX B JaHHOM
aokyMeHTe. K WnmrocTpaTHBHBIM OOMIETIPHHATHIM CTIOCO0aM, KOTOPBIE MOYKHO TMPUMEHSATH
s uaeHtudukauu rpaaun CDR, otHOCATCS, Hanpumep, onpenenenne cormacHo Kabat,
onpenenenne cormacHo Chothia w ompenmenenue cormacHo AbM. B oOmmx deprax,
ompenenenue cornacHo Kabat ocHOBaHO Ha BapHaOEIIBPHOCTH TIOCIIEAOBATEIIBHOCTH,
omnpenenenne cornacHo Chothia ocHOBaHO Ha MECTOTONOKEHHH CTPYKTYPHBIX YY4aCTKOB
METIIA, W OMpEIeNeHne cormacHo AbM sABmAeTCS KOMIPOMHCCHBIM PEHICHHEM MEKITY
noaxonamu cormacHo Kabat u Chothia. Ca., nanpumep, «Kabat, Sequences of Proteins of
Immunological Interest,» National Institutes of Health, Bethesda, Md. (1991); Al-Lazikani
etal., J. Mol. Biol. 273:927-948 (1997) u Martin et al., Proc. Natl. Acad. Sci. USA 86:9268-
9272 (1989). Tawxe mma waeHTHukammu mocienaoBarensHocTe CDR B aHTHTENE

AOCTYITHBI OTKPBITHIC 0asbl JaHHbIX.

[00049] Hacrosimee w300peTeHHME Takke MPEAYyCMATPHUBACT AHTHTENIA W WX
AHTUTEHCBA3BIBAIONIHE  ()PArMEHTHI, KOTOPhIE KOHKYPHUPYIOT 3a crenupuueckoe

cBa3biBaHve ¢ HA rpynmsl 2 Bupyca rpunmna A, ¢ aHTUTEJIOM MM AHTUT€HCBS3BIBAIOIIUM
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¢dparmenrom, coaepxkamumu CDR, coctosmue w3 CDR B HCVR u CDR B LCVR, 1711e
KaKJasd W3 HUX WMEET AaMWUHOKHCJIOTHYIO TIOCJIEIOBATEIbHOCTD, BBIOPAHHYIO U3

nocienosatenbHocTe HCVR u LCVR, nepeunciennsx B Tadmmie 1.

[00050] Hacrosimiee w300peTeHHMe Takke MPEAYyCMATPUBACT AHTHTENA W HX
AHTUTEHCBS3BIBAIOIINE (PPArMEHTHI, KOTOPbIE TMIEPEKPECTHO KOHKYPHUPYIOT 32 CBA3BIBAHHE C
HA rpynmel 2 Bupyca rpumnmna A Wi KOTOPbIE CBA3BIBAIOT TOT k€ 3muron Ha HA rpymmer 2
BUpYycCa TPUMMa A, YTO U 3TAJOHHOE AHTHUTENIO WJIM €T0 aHTUTCHCBA3BIBAIOINUH (hparMeHT,
coaepxamue CDR u3 HCVR u CDR u3z LCVR, rae xkaxapiii u3 HCVR u LCVR umeer
AMUHOKHUCJIOTHYIO TIOCIIEOBATEIILHOCTh, BRIOpaHHYI Hu3 mocienosatenbHocTed HCVR u

LCVR, nepeuncneHHbix B Tadmmie 1.

[00051] Hactosmiee wu300peTeHHE TaKke TNPEAYCMATPUBAET BBIACICHHBIC
AHTHTEJIA M UX AaHTUTCHCBA3BIBAIOIIUE (PPATMEHTHI, KOTOPHIE OJIOKUPYIOT MIPHCOECTHHEHUE K

HA rpymmsr 2 Bupyca rpunma A w/Wiau MIPOHUKHOBEHHE B KIIETKY-X03SHHA.

[00052] B omnpeneneHHBIX BapuHaHTaxX OCYIICCTBICHUSA AaHTUTENA WU
AHTUTEHCBA3BIBAIONME  (PparMeHTBI MO0  HACTOAMIEMY  HM300PETEHUIO  SABIAIOTCA
OuCTIeITU(pUIECCKUMH, BKITIOYAIOIIMMH TIEPBYIO CIEIU(PUYHOCTh CBSI3BIBAHHA C TIEPBBIM
snuTonoM B HA tpymmer 2 Bupyca rpumma A W BTOPYIO CHEHH(PHYHOCTH CBSA3BIBAHHS C

JPYTUM AHTUTCHOM.

[00053] Bo BTOpOoM acmekTe HacTosiee HW300pETEHHE TPeayCMaTPUBACT
MOJIEKYJBI HYKJICHHOBOM KHUCIIOTBI, KOJAUpYIoImue antutena k HA rpynmer 2 Bupyca rpunna
A mo HacrosmieMy HW300pPETEHHIO WM WX 4acTH. Hampumep, HacTosmiee H300peTCHHE
MPEeIyCMATPUBAET MOJEKYJIBl HYKICHHOBBIX KHCIIOT, KOJUPYIOIIHE OOy W3
AMUHOKHUCIIOTHBIX TocneaoBarenpHocTed HCVR, mepeuncrneHHprx B Tabmume 2; B
ONPEIETICHHBIX BAPHAHTAX OCYINECTBIICHHUS MOJIEKYJIA HYKIECHHOBOM KHCIIOTBI COACPKHUT
MOJTUHYKJICO TUAHYIO MOCTIETOBATEIIHOCTD, BBIOPAHHYTO u3 o000k u3
MOCIIEIOBATEIBHOCTEH HYKIeHHOBBIX KuciaoT HCVR, mepednciieHHbIX B TaOIUIIE 2, WITH 110
CYTH aHAJIOTUYHYIO €M MOCJIEN0BATENBHOCTD, KOTOPAs XapaKTEPU3YETCS IO MEHBIIEH Mepe
90%, mo menpmiet mepe 95%, nmo MeHbiied Mepe 98% wunmu mo menepmeid mepe 99%

HACHTHYHOCTBIO ITOCJIICA0BATCIbHOCTH IO OTHOIICHHUIO K HEM.

[00054] Hacrosmiee wu300peTeHHME Tarke TNPEIyCMATPUBAET  MOJIEKYJIBI

HYKJIEMHOBBIX KHCJIOT, KOAUPYIOMIKE JHOOYI0 W3 aMHHOKHCIOTHBIX TTOCIIEA0BATEIHHOCTEH



15

LCDR, nepeuncrneHHbIX B Tabmuie 1; B ONpENENCHHBIX BapHAHTAX OCYMICCTBIICHUS
MOJIEKYJIa HYKJIEMHOBOW KHCIOTBHI COJAEPKUT MOJIMHYKICOTUAHYIO MOCIEA0BATEIBHOCTD,
BBIOpAaHHYI0O HW3 JIOOOM W3  aMHUHOKUCIOTHBIX  mociemoBareabHocTer  LCDR,
MEPEYUCTIEHHBIX B TAOJUIIE 2, WK TIO CYTH AHAJOTHYIHYIO €M TIOCIeI0BATENBHOCTD, KOTOPas
XapakTtepusyercsa no MeHsineid Mmepe 90%, mo menpnieit mepe 95%, no mensein mepe 98%

WU TI0 MeHbLIEH Mepe 99% HAEHTUYHOCTHIO TIOCIIEA0BATEIPHOCTHU IO OTHOLIEHUIO K HEH.

[00055] Hacrosimiee wu300peTeHHE Tarke TNPEIyCMATPUBAET  MOJIEKYJIBI
HYKJIEMHOBBIX KHCJIOT, KOAUPYIOIIKE JHOOYI0 U3 aMHHOKHCIIOTHBIX TOCIIEA0BATEINBHOCTEH
HCDRI1, nepeuncnenHpix B TaOmuie 1; B ONpEIENEHHBIX BapUAHTaX OCYINECTBICHUA
MOJIEKYJIa HYKJIECMHOBOM KHCIOTBHI COJACPKUT MOJIUHYKICOTUAHYIO IOCIEI0BATEIBHOCTD,
BBIOpaHHYI0 W3 JOOOM W3 aMHUHOKHCIOTHBIX mocnenoBarenbHocTet HCDRI,
MIEPEYHCIIEHHBIX B TAOJHIIE 2, WITH 110 CYyTH aHAJIOTHYHYIO €H MOCIIeI0BATEIbHOCTh, KOTOPAs
xapakrepusyercs 1o meHbimei mepe 90%, nmo menpmen mepe 95%, mo menpmei mepe 98%

WM 110 MeHbIIEH Mepe 99% UAEHTUYHOCTHIO MOCIIEA0BATEILHOCTH 110 OTHOLICHHIO K HEH.

[00056] Hactosmee w300peTeHHE TakwkKe TPEAYCMATPUBAET  MOJIEKYIIBI
HYKJIEMHOBBIX KHCJIOT, KOAUPYIOMIHE JHOOYI0 M3 AaMHHOKHCIOTHBIX TTOCIIEI0BATEIHHOCTEH
HCDR2, nepeuncrieHHbIX B TaOnuie 1; B ONpPEICICHHBIX BapHAHTAX OCYIIECTBIICHUS
MOJIEKYJIa HYKJIEMHOBOW KHCJIOTHI COJEPKHUT MOJUHYKJICOTUIAHYIO TOCIEI0BATEIBHOCTD,
BBIODAHHYI0 W3 JIFOOOW W3 aMHHOKHCIOTHBIX mocheaosatenbHocTedi  HCDR2,
MEPEYUCIIEHHBIX B TAOIHIIE 2, WK TIO CYTH AHAJIOTHYHYIO € TIOCIIeI0BATETbHOCTD, KOTOPAs
xapakTepusyercsa no MeHbinei mepe 90%, nmo menpuiei mepe 95%, no mensiei mepe 98%

WU TI0 MEHbIIEH Mepe 99% HAEHTHYHOCTHIO TIOCIIEI0BATEIHOCTH TI0 OTHOIIECHHUIO K HEH.

[00057] Hacrosmiee wu300peTeHHME Takke TNPEeIyCMATPUBAET  MOJIEKYJIBI
HYKJIEHHOBBIX KHCJIOT, KOAUPYIOMIHE JHOOYI0 W3 aMHHOKHCIIOTHBIX TTOCIIEA0BATEIHBHOCTEH
HCDR3, mnepeuncnennpix B TaOmuie 1; B ONMpEOENIEHHBIX BapHAHTAX OCYIIECTBICHUSA
MOJIEKYJIa HYKJIEMHOBOM KHCJIOTHI COJAEPKUT MOJUHYKICOTUAHYIO MOCIEI0BATEIBHOCTD,
BBIOpaHHYI0O W3 JOOOW W3 aMHHOKHCIOTHBIX  mocienoBatenpHocTet HCDR3,
MEPEYUCTIEHHBIX B TAOJHIIE 2, WK TI0 CYTH AHATOTHYIHYIO €M TIOCIIEI0BATENFHOCTD, KOTOPAs
xapakTtepusyercsa no MeHbiuei Mmepe 90%, no menpuieit mepe 95%, no mensei mepe 98%

WU TI0 MEHbIIEH Mepe 99% HIEHTUYHOCTHIO TIOCIIEI0BATEbHOCTH IO OTHOIIEHHUIO K HEH.

[00058] Hacrosimiee wu300peTeHHMEe Tarke TNPEeIyCMATPUBAET  MOJIEKYJIBI
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HYKJIEMHOBBIX KHCJIOT, KOAUPYIOMIHE JHOOYI0 W3 aMHHOKHCIOTHBIX TTOCIIEA0BATEIHHOCTEH
LCDRI1, mepeuncneHHbIX B TaOmuie 1; B ONMpPEAETECHHBIX BAPHAHTAX OCYIIECTBICHUSA
MOJIEKYJIA HYKIIEMHOBOM KHCJIOTBI COJAEPIKUT IMONUHYKICOTHAHYIO IOCIEN0BATEBHOCTD,
BBIOpAaHHYI0O H3 JHOOOM W3 aMUHOKHCIOTHBIX mocneaosatensHocTedt LCDRI,
MEPEYUCTIEHHBIX B TAOIUIIE 2, WK TIO CYTH AHATIOTUYIHYIO €M TOCIIEeI0BATENbHOCTD, KOTOPas
xXapakrepusyercs 1o MeHblie mepe 90%, no menpiei Mmepe 95%, mo menbmen mepe 98%

WU TI0 MeHbIIEH Mepe 99% HAEHTHYHOCTHIO TIOCIIEA0BATEIbHOCTHU IO OTHOLIEHUIO K HEH.

[00059] Hacrosmee wu300peTeHHE Tarke TNPEIyCMATPUBAET  MOJIEKYJIBI
HYKJIEMHOBBIX KHCJIOT, KOAUPYIOIMIKE JHOOYI0 U3 aMHHOKHCIIOTHBIX TOCIIEA0BATEINBHOCTEH
LCDR2, mepeuncneHHbIX B TaOnuie 1; B ONMpPeAENEHHBIX BApHUAHTAX OCYIIECTBICHUA
MOJIEKYJIa HYKJICUHOBOM KHCIOTBHI COJAEPKUT MOJIUHYKICOTUAHYIO IOCIEI0BATEIBHOCTD,
BBIOpaHHYI0O W3 JHO0OM W3 aMHHOKHCIOTHBIX mocienosarenpHocTel  LCDR2,
MIEPEYHCIIEHHBIX B TAOIHIIE 2, WITH 10 CYyTH aHAJIOTHYHYIO €H MOCIIeI0BATEIbHOCTh, KOTOPAs
xapakrepusyercs 1o MeHbimei mepe 90%, no menpmei Mepe 95%, no menpmei mepe 98%

WM 110 MeHbLIEeH Mepe 99% UAEHTUYHOCTBIO MOCIEA0BATEILHOCTH 110 OTHOLICHHIO K HEH.

[00060] Hactosmee w300peTeHHEe TakkKe TPEAYCMATPUBAET  MOJIEKYIIBI
HYKJIEHHOBBIX KHCJIOT, KOAUPYIOMIHE JHOOYI0 M3 aMHHOKHCIIOTHBIX TTOCIIEI0BATEIHHOCTEH
LCDR3, mepeuncineHHbIX B TaOmuie 1; B ONMpPEAENCHHBIX BApHUAHTAX OCYIIECTBICHUS
MOJIEKYJIa HYKJICHHOBOM KHCIIOTBI COJAEPKHT MOJIUHYKICOTUIAHYIO IOCIEI0BATEIBHOCTD,
BBIOpaHHYI0O ®3 00O W3  aMHUHOKHCIIOTHBIX  mocieaoBarenbHocTet LCDR3,
MEPEYUCIIEHHBIX B TAOIHIIE 2, WK TIO0 CYTH AHAJIOTHYHYIO €M TIOCIIEI0BATETFHOCTD, KOTOPAas
xapakTepusyercsa no MeHbinei mepe 90%, no menpuiei mepe 95%, no mensei mepe 98%

WK TI0 MEHbIIEH Mepe 99% HIEHTHYHOCTHIO TIOCIIEI0BATEIHOCTH TI0 OTHOIIECHHUIO K HEH.

[00061] Hacrosmiee wu300peTeHHME Tarke TNPeIycMATPUBAET  MOJIEKYJIBI
HykienHOBOM kucnoTel, koaupyromue HCVR, rme HCVR coxepsxur Habop u3 tpex CDR
(m. e. HCDRI1-HCDR2-HCDR3), rme HaObOp aMHHOKHCIIOTHBIX TOCTIETOBATEIBHOCTEN
HCDRI1-HCDR2-HCDR3 sBnsieTcsi TakuM, Kak OMNPEIEICHO ¢ TOMONIBIO JFOOOTO U3

WIUTIOCTPATUBHBIX aHTHTEN K HA BUpyca rpumma, nmepedynciaeHHbIX B Tadmuie 1.

[00062] Hacrosmiee wu300peTeHHMEe Tarke TNPEeIyCMATPUBAET  MOJIEKYJIBI
HyksenHOBOM kucnoThl, kogupyionme LCVR, roe LCVR coaepsxur mabop u3 tpex CDR

(m. e. LCDR1-LCDR2-LCDR3), rme HaOOp aMHHOKHCIIOTHBIX TOCTIETOBATEIBHOCTEN
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LCDRI-LCDR2-LCDR3 saBnsieTcs TaKuM, KakK OIPEAEIEHO C TOMOMIBIO JIFOOOTO U3

WIUTIOCTPATUBHBIX aHTUTEN K HA BUpyca rpumma, nepedyncieHHbIX B Tadmume 1.

[00063] Hacrosimiee wu300peTeHHMEe Takke TNPEIyCMATPUBAET  MOJIEKYJIBI
HYKJIEHHOBBIX KuCHOT, koaupyromue kak HCVR, tak m LCVR, rope HCVR conepxur
AMUHOKHCJIOTHYIO  TIOCTIEIOBATEIbHOCTD,  MPEACTABISAIONYI0  COOOM MO0yl |3
AMUHOKHUCIOTHBIX mocienoBarebHocTed HCVR, mepeuncnennsix B Tabmmme 1, u T1€
LCVR coaepXuUT aMHHOKHCIOTHYIO TIOCIIEOBATEIHOCTh, MPEACTABISIOMYI0 COOOM
M00YI0 M3 aMHMHOKUCIOTHBIX mocnenoBatenbHocTe LCVR, nepeuncnennsix B Tadmmie 1.
B onpenencHHBIX BapHaHTaX OCYIIECTBIEHUS MOJIEKYJa HYKIEHHOBOM KUCIIOTBI COIEPIKUT
MOJUHYKJICOTUIHYIO MOCTIEI0BATENBHOCTD, BBIOPAHHYIO u3 mr000H u3
MOCJIe0BATEIFHOCTEH HyKIIeHHOBBIX KucnoT HCVR, mepeurcneHHsx B Tabnuue 2, WiH 1Mo
CYTH aHAJIOTMYHYIO €M MOCIIEJ0BATEIBHOCTD, KOTOPAsk XapaKTEPHU3yeTCs MO0 MEHBIIEH Mepe
90%, no meHbied mepe 95%, mo menpmedt mepe 98% wnm mo mesbmeid mepe 99%
HWICHTUYHOCTBIO TOCIEAOBATEIPHOCTH IO OTHOLICHUIO K HEM, W MOJUHYKICOTHIHYIO
MOCJIEJ0BATEIFHOCT, BBIOPAHHYIO M3 JIOOOW M3 IOCIENIOBATENBHOCTEH HYKICHHOBBIX
kuciaor LCVR, mnepeuncneHHpix B TaOmuie 2, WIH MO CYTH aHAJIOTHYHYKO €U
MOCJIEIOBATEIBHOCTh, XapaKTEPU3YIOUIYIOCS 10 MeHblned Mepe 90%, mo MeHbIned mepe
95%, mo wmenpmed wMepe 98% wmmu mo MeHbmeH wmepe 99% HUIAECHTUYHOCTBIO
MOCJIEI0BATEIBHOCTEN MO OTHOLICHUIO K HEW. B onpeneneHHbIX BapuaHTax OCYINECTBIICHUSA
B COOTBETCTBHH C JAHHBIM ACTIEKTOM HACTOAIIETO H300PETEHHS MOJIEKYJIa HYKICHHOBOM
kucnotel koaupyeT HCVR u LCVR, rae kak HCVR, tak u LCVR mony4yeHsl U3 0QHOTO U

TOTO k€ aHTuTeNna K HA rpynmsr 2 Bupyca rpunma A, MpuBEASHHOTO B Ta0mHLe 1.

[00064] HacTosmee n300peTeHue mpeaycMaTpuBaeT MOJIEKYIIBI HYKJICHHOBBIX
KHCJIOT, KOJUPYIOIIHE KaKYI0-IHOO W3 aMHHOKHCJIOTHBIX TTOCIIEAOBATETBHOCTEH TSKEIIOH
LenH, NepedncrneHHbX B Tabmuue 1. HacTtosmee u3oOpereHHe Takke MpeayCMaTpPHUBAET
MOJIEKYITBI HYKICHHOBBIX KHCIIOT, KOJHPYIOIMHE KAKyHO-THOO M3 aMHHOKHCIOTHBIX

MOCTIETOBATEIFHOCTEHN JIETKOW LIETH, TIEPEYNCIIEHHBIX B Ta0mmme 1.

[00065] B cBsa3aHHOM acrmekTe HACTOsIIee HW300pETEHHE TIPeyCMaTPUBAET
PEKOMOWHAHTHBIE BEKTOPBI  JKCIIPECCHH, CIIOCOOHBIE OOECTIEYMBATH  JKCIIPECCHIO
MOJIUTIENITHAA, COAECPIKAIIETO BAPHAOETBhHYIO 001aCTh TSIKEIOH WIIH JIETKOW LIETIH aHTHUTENA
k HA rpymmer 2 Bupyca rpumma A. Hampumep, Hactosmee H300peTeHHE BKIHOYAET

PEKOMOWHAHTHBIE BEKTOPBI JKCIPECCHH, COAEPXKAIWE TIOOYI0 W3 YHNOMSHYTHIX BBIIIE



18

MOJIEKY]T HYKJIEHHOBBIX KHCJIOT, /1. €. MOJEKYJ HYKICHHOBBIX KHCIIOT, KOJHPYIOIIUX
mo0yro u3 nocnenosarenbHocTelt HCVR, LCVR w/mmu CDR, npuBenenssix B Tadmmme 1.
Tarxoke B 00beM HACTOAMIETO W300PETEHHS BKIFOUEHBI KIETKH-X035€Ba, B KOTOPHIE OBLIH
BBEJCHBI BEKTOPHI SKCIIPECCHHU, a TAKKE CIMOCOOBI TONMYYEHHS AHTHTEN WM HX YacTeH
MyTEM KyJIbTUBUPOBAHUA KIETOK-X034€B B YCJIOBHAX, 00ECTIEUMBAIOIIMX MPOTYILMPOBAHNE
aHTUTEN WK (PPArMEHTOB AHTHUTEN, U BBIIEICHHE TIOMYYEHHBIX TAKAUM 00Pa30M aHTHUTEN U

(parMeHTOB aHTHUTEL.

[00066] B Ttpersem acmekte Hacrosimiee H300pPETECHHE TPEIyCMATPUBAET
(dapMaleBTHYECKYI0  KOMIIO3ULIMIO,  COACPXKANIYI0  TepameBTHYeCKH  3(PdeKTUBHOE
KOJIMYECTBO TIO0 MEHBINIEH MEPE OJJHOTO PEKOMOMHAHTHOTO MOHOKJIOHAIBHOTO AHTUTENA WUITH
€0 aHTUT'€HCBA3BIBAIOINETO (hparMeHTa, KOTOpBIE creduuecku cBa3biBaloT HA rpymier 2
BUpyca rpumma A, U (gapManeBTHYECKH NMPUEMIIEMBIH HOCUTENb. B CBA3aHHOM acmekTe
HACTOAIIEE M300PETEHHE MPEeAyCMATPHUBAET KOMIIO3HIHIO, KOTOpPAas MPEACTABIAET cOOOM
KOMOMHAIMIO aHTHTeNna K HA rpynmsl 2 Bupyca rpunma A B BTOPOTO TEPATIEBTHYECKOTO
cpeacTtea. B omHOM BapmaHTE OCYIIECTBICHHS BTOPOE TEPANEBTHYECKOE CPEACTBO
MPEICTABIIET COOOH JHOOOW CPEACTBO, KOTOPOE TPEUMYIIECTBEHHO KOMOHHHPYETCS C
antuteniom k HA rpynmer 2 Bupyca rpunmna A. HMmmoctpaTuBHBIE CpeAcTBa, KOTOPBIE
MOJKHO TPEUMYIIECTBEHHO KOMOWHHPOBATh ¢ aHTUTENIOM K HA rpymmer 2 Bupyca rpumma
A, BKIIOYAIOT 0€3 OTPAaHUYCHHUS APYTHE CPEACTBA, KOTOPHIE CBA3BIBAIOT W/HITH TOJABIITIOT
aktuBHOCTHh HA BHpyca rpumnma (BKITIOYas APyTHE aHTHTEIA WK WX AHTHTCHCBI3bIBAFOIIIHE
(parMeHTHI U T. .) W/HIH CPEACTBA, KOTOPBIE HEMOCPEACTBEHHO HE CBA3BIBAIOT HA BHpyCa
TPUINA, OAHAKO TE€M HE MEHEE INOJABIAIOT BHUPYCHYIO AaKTUBHOCTb, B TOM YHCIE
WH(PEKIUOHHOCTH KIETOK-X035€B. B ompeaeieHHpIX BaprHaHTaX OCYIIECTBIICHUS HACTOSIICE
W300pEeTEHHE TPEAYCMATPUBAET (PApMALEBTHUECKYIO KOMIIO3HUIIHIO, COACpKanlyro: (a)
nepBoe aHtureno Kk HA rpymmel 2 Bupyca rpumma A WM €r0 aHTUT€HCBS3BIBAIOIIUN
¢parment; (b) Bropoe antureno k HA rpymmer 2 Bupyca rpumma A WIH €ro
AHTHTCHCBS3BIBAIOMINN (PparMeHT, T/Ie TIEPBOE AHTHTENO CBA3BIBACTCA C TIEPBBIM STHUTOTIOM
Ha HA rpynmel 2 Bupyca rpunna A, ¥ BTOPOE aHTUTEIIO CBA3BIBAETCS CO BTOPBIM SMUTONOM
Ha HA rpynnsl 2 Bupyca rpunma A, rae NepBblii U BTOPOM 3MUTOMNBI OTIUYAOTCS U HE
MEPeKphIBAfOTCA;, U (C) (papMareBTHUECKH TPUEMIIEMbIE HOCHTENh WM pa3OaButTenb. B
OTIPEIENICHHBIX BapHAHTAX OCYIIECTBICHHS HACTOSIIEE HW300pPETEHHE TPEIyCMATPHBAET

(apMalieBTHYECKYI0 KOMIO3MIIMIO, COAEprKAILy0: (a) mepoe aHTHTeNno K HA rpymmsr 2
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BUpYyCa TpUNma A WM €r0 aHTUTEeHCBA3bIBaoImui ¢parmenT; (b) Bropoe antuTemo k HA
TPYIIBl 2 BUpPyca TpHIMA A WIM €r0 aHTHITCHCBA3BIBAIOIIHMK (pparMeHT, TAe TepBoe
AHTUTENI0 HE KOHKYPHPYET MEPEKPECTHO CO BTOPHIM AHTHTEIOM s CBsi3biBaHUS ¢ HA
rpymmbl 2 Bupyca rpunma A; u (c) (apmManeBTHUECKH TPHEMIIEMBIH HOCHTEIh HIIH
pasbaButens. B ompeneneHHBIX BapHaHTaX OCYINECTBICHUS HACTOSAMIEE H300pETCHHE
MpeaycMaTpUBaeT (papMaleBTHUECKYIO KOMITO3HIIHIO, COACPKAIIYIO: (a) TIEPBOE AHTUTENO K
HA rtpynmer 2 Bupyca rpunma A WM €r0 aHTUTeHCBA3bIBaomui ¢parment; (b) BTOpOE
AHTUTENI0O K BHUPYCY TPHUNNA HWIM €r0 AaHTHUTCHCBA3BIBAIOMMK (PparMeHt, KOTOpHIE
B3aUMOJICHCTBYIOT C JAPYTHM BHPYCHBIM (HE TPHHALICKAIMAM K BHPYCY TPHIIIA)
AHTUTEHOM, TJIe TIEPBOE AHTUTEIO CBA3BIBAETCS ¢ SmUTonoM HA rpymmbl 2 BHpyca rpumma
A, W BTOpPOE AaHTHUTEII0O CBA3BIBAETCI C OSIUTONOM HA JPYrOM BHPYCHOM (HE
NPUHAUIEKAINEM K BUPYCY TpPHIINA) aHTHUTeHe, W (C) (apMalEeBTHYECKH TNPHUEMIIEMbIC
HOCUTENb WM pa30aBuTENb. B ompeneneHHBIX BapHAHTAX OCYIIECTBIICHHS HACTOAIIEE
HU300pETeHHE TPEeaycMAaTPUBACT (hapMalEBTHYECKYI0 KOMITO3UIHIO, COAepKamyro: (a)
neppoe aHtureno k HA rpymmsel 2 Bupyca rpumma A WIH €r0 aHTHTCHCBS3bIBAOIIMM
¢parmenr; (b) BTOpOe AHTHTENO WM €T0 AHTUTEHCBA3BIBAIONIMK (DparMeHT, KOTOPBIE
B3aUMOJICHCTBYIOT C IPYTHM AHTHTCHOM, TJE TMEPBOE AHTHTEJIO CBA3BIBACTCS C AMHTOMOM
HA rpymmsr 2 Bupyca rpumma A, U BTOPOE aHTUTEIO CBSI3BIBACTCSA C AMHTONMOM HA APYroM
auturere; ©u (¢) (apMaleBTHYECKH TPHEMJIEMbIE HOCHUTENIb WM  Pa30aBHTEIb.
JlononHHUTETbHBIE KOMOWHHPOBAHHBIE TEPATICBTHYCCKHE MPEMapaThl B KOMOWHUPOBAHHBIC
COCTaBbI, BKJIIOYAONIHe aHTuTeda K HA rpymmsl 2 BHpyca rpumma A M0 HACTOSIIEMY

HW300PETEHUIO, PACKPBITHI B IPYTHX YACTAX JAHHOTO JTOKYMEHTA.

[00067] B uyerBepTOoM acmekre HacTosAmEee HW300PETEHUE TPETyCMATPUBAET
TEPATEBTHYECKHE CIOCOOBI JICUCHHS 3a00JICBaHHUA WM HAPYIIEHHs, aCCOLMHPOBAHHBIE C
HA rpynmsr 2 Bupyca rpunma A (Takoro Kak BHUpPyCHas MHPEKIUS y CyOBeKTa), WIH TI0
MEHBIICH Mepe OJWH CHMIITOM, AaCCOIMUPOBAHHBIA C BHPYCHOW WH(EKIHEH, C
npuMeHeHueM aHTuTena k HA rpynmel 2 Bupyca rpummna A WM aHTUT€HCBS3BIBAIOIIEH
YaCTH AaHTHTENIAa TI0 HACTOSMIEMY HW300PETCHHIO, TAEC TEPAMEBTHYECKHE CIIOCOOBI
MPeIyCMaTPUBAIOT BBEJICHUE TEPANEBTHYECKHU 3¢ eKkTHBHOTO KOJIMYECTBA
(apManeBTHIECKOH KOMIIO3HIIMH, COJAEPKAIIEH AHTHTENO WM AHTHTCHCBI3BIBAOIIHAN
(parMeHT aHTHTENA TO HACTOSMIEMY H300PETCHHIO, HYXIAIIEMYCSI B 3TOM CYyOBEKTY.

[Toxne:xamee 7neYeHHIO HApPYIIEHHWE TPEACTABIIET COOOH Jr00Oe 3a00JeBaHUE WITH
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COCTOSTHHE, KOTOPO€ YMEHBINAIOT, OOJIETYAIOT, MOJABILIIOT WK MPEIYMPEXKAA0T ITyTeM
MoJIaBJICHHs aKTHBHOCTH HA BHpyca rpumnma. B onpenencHHbIX BApHAHTAX OCYIIECTBICHUS
HACTOAIEE HW300PETCHUE TPEAYCMATPUBAET CIOCOOBI TPEAYNPEKACHHS, JICUCHUS WITH
OOJIerYeHUs 10 MEHBIICH MEpPe OJHOTO CUMITOMA HH(EKIMH BHPYCOM TPHUIIMA A, TIPH ITOM
croco0 BKITFOYAET BBEJCHHE TepamneBTHUYECKH 3(()EKTHBHOTO KONMHYECTBA aHTHTENa K HA
BHpYCa TPHIIIA WK €r0 aHTHT€HCBA3BIBAIONIETO (PParMEHTA M0 HACTOAIIEMY H300PETECHHUIO

HYXJAIOIIEMYCSA B 9TOM CyOBEKTY.

[00068] B HekoTOphIX BapuHaHTaX OCYMIECTBJICHHUSA HACTOSIIEE H300pETEHUE
MPeIyCMaTPUBAET CIOCOOBI OOJETYEHHA UM YMEHBLICHUSA TSHKECTH, MPOJODKUTEIIBHOCTH
WM 4aCTOThbl BO3HHUKHOBCHHA I10 MeHBIHeﬁ Mepe OAHOT'O CHMIITOMA I/IH(I)GKI_[I/II/I BprCOM
rpumnmna y cyObeKTa ImyTeM BBeAeHUs aHTutena Kk HA rpymmer 2 Bupyca rpunma A 1o
HACTOSIIEMY W300PETCHHIO, T/I€ IO MEHBINCH MEpEe OJWH CHMITOM BHIOPAH W3 TPYIIIIHL
COCTOAIEH W3 TOJOBHOH OONHM, JHUXOPAJKH, TPOJOJDKUTEIIFHOW OO0JM, pPHHOpPEH
(3aJTO)KEHHOCTH HOCA), 03HO0A, YCTaJIOCTH, CIabOCTH, OOMM B TOpjie, KaIluli, OJbIIIKH,

PBOTHI, THAPEH, THEBMOHHUH, OPOHXUTA U CMEPTH.

[00069] B onpeneneHHBIX BapHaHTaX OCYIICCTBICHHS HACTOAINEE U300PETCHHE
MPEyCMATPHBAET CITOCOOBI CHIYKEHUSI BUPYCHOM HATPY3KH Y CYOBEKTA, TIPH 3TOM CTIOCOOBI
BKITIOYAIOT BBEJACHHE CYOBEKTY 3(P(PEKTUBHOTO KOJIMYECTBA AHTUTENIA WM €ro ()parMeHTa
MO0 HACTOAMIEMY H300PETEHUIO, KOTOPhIE CBA3BIBAIOT HA Tpymmbr 2 BUpyca rpumma A u

6J'IOKI/IpyIOT CBA3BIBAHHUC C BUPYCOM TI'pHUIIIIA W/ WA IMPOHHUKHOBCHHUC B KIICTKY-X034HWHA.

[00070] B omnpenencHHBIX BapHaHTaX OCYHIECTBICHUA AHTUTEIO WA €rO
AHTHTCHCBS3BIBAIOMNN (PParMeHT MOKHO BBOJUTH IyTEM BBEIACHHSA C MPOPHUIAKTHIECKOU
WA TEPATIEBTHYECKOH LENBI0 CYyOBEKTY, Y KOTOPOTO HMEETCs HH(EKIHA BUPYCOM TPHUIINA,
WM PUCK €€ BO3HUKHOBEHUS, WM TPEAPACTIONOKEHHOCTh K €€ pa3BUTHIO. CyOBEKTHI,
MOJIBEP)KEHHBIE PHUCKY, BKIIOYAIOT O€3 OTrPaHHYEHUS HWMMYHOKOMITIPOMETHPOBAHHOTO
YENoBEKa, HaIpHUMep, MMMYHOKOMIIPOMETUPOBAHHOTO  YEJNOBEKAa  BCJIEACTBHE
AyTOMMMYHHOTO 3a00JI€BaHUS, WIH JIFOJEH, TIOMYYaOIHUX HMMYHOCYTIPECCUBHYIO TEPATTHIO
(HampuMep, TOCHe TPAHCIUIAHTAMK OPTAHOB), WM JIOJACH, TMOPAKEHHBIX CHHIPOMOM
nmmyHoAeumTa yenoseka (BMY) mnmm cuaapoMoM mpHOOPETEHHOTO UMMYHOAE(HUITUTA
(CITM), ¢ ompenemeHHbIMH (OPMAMH AHEMHH, KOTOPHIE HCTOIMAIOT WM Pa3pymar0T
OeIpie KPOBSIHBIE TEJbIIA, TE€X JIFOJEH, KOTOPBIE MOYYAIOT JYYEBYIO WIIH XHMHOTEPAIIHIO,

WM TEX JIFOJAEH, KOTOphIE CTPAJAIOT BOCTIATUTEIBHBIM HapylieHueM. [[pyrue cyOBEKTHI,
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MOJBEPKEHHBIE PUCKY WH(EKIMHA BUPYCOM T'PHIIIA, BKITFOYAIOT B3POCIIBIX JIFOJICH MOKUIIOTO
BO3pacTa (B Bo3pacTe crapimie 65 Jiet), IeTel B BO3pacTe Myaame 2 JieT, PAOOTHHKOB ChephI
30paBOOXPAHEHUS W JIFOJIEH OCHOBHBIMH TATOJOTHYECKHMH COCTOSHHSIMH, TAKAMH Kak
neroyHas WHQEKIMA, cepaeyHoe 3a0oneBaHue wiau (Gopmbl auaderta. Tawke mOOOH
YeNIOBEK, KOTOPBIH BCTYMAET B (PH3HUYECKHIIA KOHTAKT WK OJTU3KO (PH3UUECKH PACIIONIOKEH K
WHQHUIAPOBAHHOMY YEJIOBEKY, MMEET TMOBBINICHHBIA PHCK PAa3BUTHA HH(EKIUH BHPYCOM
rpunma. Kpome 10or0, CyOBEKT MOABEPKEH PUCKY 3apaKeHUs HH(EKIMEH BUPYCOM TPHUIIIa
13-3a OJIM30CTH K BCIIBIIIKE 3a00JICBAHUS, HAIPUMEDP, HAXOAHUTCS B IUIOTHO 3aIIOTHEHHOM
ropoJie WIH B HEMOCPEACTBEHHOH OJNHM30CTH OT CYOBEKTOB, Y KOTOPBIX HMMEIOTCS
MOATBEPKJACHHBIE WM TPEATIoNIaraeMble WH(PEKIMH BUPYCOM TPHUIIA, WM BBIOOpPA MECTa
paboTB, Hampumep, paOOTHUK  OONBHUIBI,  (PapMalEBTHUECKUH  HCCIEIOBATED,

MyTEIECTBEHHUK B HHOUITUPOBAHHYIO 00JIaCTh HIIH YaCTO JIETAIOIININ TaCCAKHUP.

[00071] B omnpenencHHbIX BapHaHTaX OCYLIECTBIICHHWS AHTHUTENIO WM €T0
AHTUTEHCBA3BIBAIOIIMH (PPArMEHT BBOIAT HY)KIAIOIIEMYCS B ’TOM CYOBEKTY B KOMOMHAIIMH
CO BTOPBIM TEPANIEBTUYECKHM CPEACTBOM. BTOpOE TepaneBTHYECKOE CPEACTBO MOKET OBITH
BBIOPAHO W3 TPYIIIBI, COCTOSIIEH W3 MPOTHBOBOCTIAMTEIHLHOTO JIEKAPCTBEHHOTO CPEACTBA
(TakOTO KaK KOPTHKOCTEPOHIBI W HECTEPOHUIHBIC TMPOTHBOBOCIIAJIHMTEIBHBIE CPEICTBA),
MPOTHBOWH(EKIIMOHHOTO JIEKAPCTBEHHOTO CPEACTBA, APYyroro aHturena k HA Bupyca
TpUNNa, AaHTHUTENAa K JPYrOMy aHTHT€Hy Tpumma (Hanpumep, HEHPaMHUHHAA3A),
MPOTHBOBHPYCHOTO  JICKAPCTBEHHOTO CPEACTBA, TPOTHBO3ACTOWHOTO JIEKAPCTBEHHOTO
CpeACTBa, AHTUTHCTAMWHA, BAKIWHBI TIPOTHB TPHINA, TMHINCBOW JOOABKH, TaKOW Kak
AHTHOKCUIAHTHI, W JOOOTO APYroro JIEKAPCTBEHHOTO CPEACTBA HIIM TEPANIEBTHUECKOTO
Mpermapara, U3BECTHBIX W3 YPOBHSA TEXHUKH, MPUMEHHMBIX /ISl YMEHBIIECHUS THKECTH IO
MEHBIIEH MEpe OJHOTO CHMNTOMA HH(M)EKIMH BUPYCOM TPHINMIA WA JUIS CHIKCHHS
BUPYCHOW HArpy3Kd y TalMeHTa. B ompeneneHHBIX BapHaHTaX OCYIIECTBICHHS BTOPOE
TEPATIEBTUYECKOE CPEACTBO MOJKET MPEACTABIATH COOOM CPEICTBO, KOTOPOE CTIOCOOCTBYET
HEUTpANMHM3allMd WM  CHIDKEHUIO  JIFOOBIX  BO3MOXKHBIX  MOOOYHBIX  3(dexToB,
ACCOLMUPOBAHHBIX C AHTHUTEIIOM WJIH €Tr0 AHTUTEHCBA3BIBAIOIMNM (PArMEHTOM TIO
HACTOAIEMY H300pETCHHI0, ecinu Takou(-ue) 3(P(eKTrI(-bI) TODKEH(-HBI) BO3HHKATH.
AHTHUTENIO WM €r0 (PparMEeHT MOYKHO BBOJUTH TOIKOYKHO, BHYTPHBEHHO, BHYTPHKO)KHO,
BHYTPHUOPIOLIMHHO, TIEPOPAITBHO, HHTPAHA3aIbHO, BHYTPUMBIIIEYHO WITH HHTPAKPAHHAIIBHO.

B OAHOM BapHAaHTC OCYHICCTBIICHHA AHTUTCIO MOKHO BBOAWTH ITOCPCACTBOM OI[HOI>'I
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BHYTPUBCHHOW WH(QY3UH sl JOCTHXKCHHS MaKCHMAJIbHOW KOHIICHTPAIHH AaHTHUTENA B
CBIBOPOTKE KPOBH CYyOBEKTa. AHTHTEIIO WIH €ro ()parMEeHT MOKHO BBOJHTH B J03€ OT
mpubmu3uTebHo 0,01 Mr/Kr Beca Tena a0 mpudmusuTeabHo 100 MI/KT Beca Tena CyObeKTa.
B ompeneneHHBIX BapHaHTaX OCYINECTBICHHS AHTHTENO MO HACTOSIIEMY H300PETECHHIO

MO’KHO BBOAMTH B OJJHOU WK O0ee mo3ax, coaepxkammx ot 50 mr 10 5000 wmr.

[00072] Hacrosimiee u300peTeHHe Takke BKIIOYACT MPUMEHEHHE AHTUTENA K
HA rpymmer 2 Bupyca rpumma A WIM €r0 aHTUTCHCBA3BIBAIOIIETO (pparMeHTta IO
HACTOSIIEMY H300PETEHHIO IS JICUEHHUs 3a007€BaHHUS WM HAPYLICHHA, TPH KOTOPBIX
OnmoxkupoBaHue cBA3bIBaHUA HA Bupyca rpumnmna u/uiam ero akTUBHOCTH MOTJIO ObI IPUHECTH
nosnp3y. Hactosmee n3o0peTeHue Takke BKIIOYAET MPUMEHEHUE aHTUTena K HA rpymnmer 2
BUpyca Tpulma A WIM €ro AaHTUICHCBI3bIBAIOIIETO (parMeHTa N0 HACTOALIEMY
M300PETEHHIO B M3TOTOBIICHUH JIEKAPCTBEHHOTO TIPEmapaTa A JICUEHUs 3a00JI€BaHUS WUITH
HApyLICHUs, TPH KOTOPBIX OJIOKMPOBAaHWE CBA3bIBaHUA HA BHpyca Tpumma WWIH €ro

AKTUBHOCTH MOTJIO OBI TPHHECTH TIOJIB3Y.

[00073] Jlpyrue BapuaHTBl OCYINECTBJICHHS OYAyT OYEBHAHBI W3 0030pa

CIEIYIOIIETO TIOAPOOHOTO OITUCAHUS.

KPATKOE OIIUCAHUE T'PAOUYECKUX MATEPUAJIOB

[00074] ®@urypsl 1A, 1B, 1C: noka3ano, uro ogHokpaTHas n03a HIH14611N2
n HIH14612N2 s¢ddexTtrnBHO HEHTpanw3yeT TPH Pa3HBIX IMTAMMAa BHPYCOB TpHIma A
rpymmel 2 in vitro. 1A: A/Aichi/02/1968-PR8-X31 (H3N2); 1B: A/Philippines/01/1982
(H3N2) u 1C: A/Shanghai/01/2013-PR8 (H7N9).

[00075] ®@urypa 2: nokaszano, yto H1IH14611N2 u HIH14612N2 onocpenytot
KOMIUTEMEHT-3aBUCHUMYI0 IIHTOTOKCHYHOCTh KIETOK, MHpUIUpOoBaHHBIX A/Aichi/02/1968-

PR8-X31.

[00076] ®urypa 3: noka3aHa KpuBas 3aBUCHMOCTH J03a-OTBET JJI1 aHTUTEI K

HA rpynmst 2 HIH14611N2 u HIH14612N2 B ananuse aktusaumu FcyRIITA.

[00077] ®urypa 4: nokazaHa KpuBas 3aBUCHMOCTH J03a-OTBET JJI1 aHTUTEN K
HA rpynner 2 HIH14611N2 u H1HI4612N2 B anamuze ADCC ¢ ucnonp30BaHUEM

yenoBeyeckux A1oHopHbIX PBMC.
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[00078] ®@urypsbi SA, 5B, 5C: noka3zaHo, YTO OAHOKpaTHas A03a aHTUTEN K HA
rpymmel 2 HIH1461IN2 w H1H14612N2 pgemMOHCTpUpPYET MONHYIO 3alIUMTy NPOTHB
JETAIBHOTO BHPYCA TPHUMNA MPU BBEJICHUU B BHJIC OJHOKPATHOW JTO3BI, COCTABIAIOIIEH 15
mr/kr, depe3 24 (A), 48 (B) mwma 72 (C) waca mocne uHbuumpoBanus 5 X MLDso
A/A1chi/02/1968-PR8-X31 (H3N2).

[00079] @urypa 6: nokazano, yto aHtuten k HA rpynmer 2 HIH14611N2
oOmamaeT anguTHBHBIM 3(p(HEKTOM B OTHOIIEHHUH JIEUCHHUA UH(PEKIIUN BUPYCOM TPHIIIA TPU

BBEJICHUU B KOMOWHAITUH C 03€JIbTAMUBHPOM 4Yepe3 96 4acoB mocie HHOHUIIMPOBAHUS.
HOJAPOBHOE OIIMCAHUE U30GPETEHUA

[00080] [lepen omucanueM CrocOOOB HACTOAIMIETO HM300PETEHHA HEOOXOAUMO
MOHUMATh, YTO HACTOAIICE W300PETEHHUE HE OTPAHUYMBACTCS KOHKPETHBIMH OTIHCAHHBIMH
croco0aMu M YCJIOBHSAMH JKCTIEPUMEHTOB, TOCKOJIBKY TaKHWE CTOCOOBI M YCITOBHS MOTYT
BapbHpPOBaTh. Tarke CleayeT MOHUMATh, YTO TEPMHUHOJIOTHS, HCIONb3yeMas B JAHHOM
JOKYMEHTE, TPEIHA3HAYCHA TOJNBKO ISl TEJIEH ONMHCAHWUS KOHKPETHBIX BAapHUAHTOB
OCYLICCTBJICHHUS W HE TPEIHA3HAYEHA IS OTPAHUYCHHS, TIOCKOJIBKY OOBEM HACTOAMICTO

n300peTeHHs Oy/IeT OrpaHUYEH TOJIBKO NpUIaraeMon (opMynod H300peTEHUS.

[00081] Ecnm He onpeneneHo HHOE, TO BCE TEXHUYECKUE U HayYHbIE TCPMUHBI,
HUCTIONIb3YEMbIE B JAHHOM JOKYMEHTE, HUMEIOT TaKO€ JK€ 3HAYEHHWE, KaK 3TO OOBIYHO
MOHUMAET CTEIMATUCT B JAHHOW 00JAaCTH TEXHHKH, K KOTOPOW MPUHAJICKUT HACTOSIICE
n3o0peTeHne. XOTS MPHU NPAKTHIECKOM OCYHICCTBICHHH WIIH TECTHPOBAHHH HACTOSIETO
HW300pPETEHUA MOYKHO TIPUMEHSTH JIFOOBIE CTIOCOOBI M MATEPHAJIBI, CXO/IHbIE C OTIMCAHHBIMH B
JAHHOM JOKYMEHTE WM JKBHBAJICHTHBIE MM, B JaHHOM JOKYMEHTE OIHCAaHBI TOJIBKO
MPEANOYTHTEIbHBIE CTIOCOOBI W MaTepHaibl. Bce myOnHMKammu, yMOMSHYTHIE B JTAHHOM

JOKYMEHTE, BKITFOUYEHBI B IAHHBIN JJOKYMEHT TIOCPEJICTBOM CCHITKH BO BCEH CBOEH TIOJTHOTE.
Onpenenenust

[00082] TepMHUH «reMarrmOTHHUH BUpyca IPHUINAY, TakkKe Ha3piBaeMbld «HA
BUpyCa TPHIIA», TPEACTABIAECT COOOW TPEXMEPHBIM TIIMKOMPOTEHH, HAXOJAIIUHCI Ha
MOBEPXHOCTH BHPHOHOB TPHINA, KOTOPBIM OMNOCPEAYET MPUCOCAUHEHUE BHpYCa
(mocpenctBom cBaseBaEma HAl ¢ o-2,3- wmm  0-2,0-CHAIOBBIMH ~ KHUCIIOTAMH) U
MMPOHUKHOBEHHE (TTOCPEACTBOM KOH(POPMALMOHHOTO HM3MEHEHHSA) B KIETKH-X03sf€Ba. HA

COCTOMT M3 JIBYX CTPYKTYPHBIX JOMEHOB: TTIOOYIIPHOTO JOMEHA TOJOBKH, COAEPIKAIIETO
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PELIETITOP-CBA3BIBAIOIIMNA YIaCTOK (TIOABEP)KEH BBICOKOM YacTOTE AHTUTE€HHBIX MYTAIHN) H
y4acTka cte0Oss (0onee KOHCEPBATUBHBIM CPEIH PA3IMYHBIX IITAMMOB BHpyca rpumma). HA
BUpYyCa TPUNNa CHHTE3WpyeTcs B Buae mpeamectBeHHnKa (HAO), koTopsiii moaBepraercs
MPOTEOMUTHIECKOW 00paboTke ¢ momydeHueM AByx cyowsenmuun] (HA1 u HA2), kotopsie
ACCOIMHUPYIOTCS APYT C APYTOM C 00pa30BaHHEM CTPYKTYPHI B BHAE CTEOJISI/TIOOYISIPHON
ronoBku. Bupycueii HA sBnsercs HamOonee BapuaOENbHBIM aHTUTEHOM Ha BHpyce (18
MOATHUTIOB MOKHO Pa3fenuTh Ha JBe Tpymnmsl), HO credens (HA2) sasmsercs

BBICOKOKOHCCPBATHBHBIM B KEDI(I[OI:I rpymre.

[00083] AMHMHOKHUCJIOTHAs MOCIEA0BATENBHOCTH MONMHOpa3mepHoro HA Bupyca
rpumnmna MPOMJUTIOCTPUPOBAHA AMHHOKHUCIIOTHOM MOCTIETOBATENBHOCTHIO
H3N2A/Wisconsin/67/X-161/2005, npencrasnenno B GenBank monx HOMepom mocTyma
ACF41911.1 (taxke moka3aHa B JaHHOM jaokymeHTte kak SEQ ID NO: 33), umm
H7N7A/chicken/Netherlands/01/2003, momep moctyma AARO02640.1(Takke mokazaHa B
naHHOM AokymeHTe kak SEQ ID NO: 34). Tepmun «HA Bupyca rpummna» Takke BKIIOYAeT
BapuaHThl OenkoB HA Bupyca rpumnma, BeIAETIEHHBIE U3 Pa3HBIX M30JATOB TpHUMma. TepMuH
«HA Bupyca rpunma» Takke BKIIOYaeT peKOMOWHAHTHBIM HA wmm ero ¢parment. Tepmun
Takke oxsarbiBacT HA Bupyca rpumnma wid ero (parMeHT, COCITWHEHHBIH, HAIPHMED, C

THCTHAHHOBOHM METKOH, FC MBI MM YyenOBEKa HJIH CHTHAJIBHOM ITOCJIE10BATEIbHOCTHIO.

[00084] Tepmun «uH(pEKIUS BHPYCOM TPHINIA», HCIOIB3YEMBIH B JaHHOM
JOKYMEHTE, TAaKKe XapaKTCPH3yeMbId KaK «TPHUINDY, OTHOCHUTCS K THKEIIOMY OCTPOMY
pecUpaTopHOMYy 3a0O0JICBAHHIO, BBI3BAHHOMY BHPYCOM TpHIIIA. TE€PMHUH BKJIFOYACT
WH(EKIUIO JbIXaTeIbHBIX MYTEH U CHMIITOMBI, KOTOPBIC BKITFOYAIOT JIMXOPAJIKY, TOJIOBHYIO
0016, 00mmMe OO W OOJH, YCTANOCTh W CNa00OCTh, B HEKOTOPBIX CIIy4asX CHIIBHOE
WCTOINEHUE, 3aJI0’KEHHOCTh HOCA, YHXaHHE, 0OJb B TOpPIIE, TUCKOMGPOPT B TPYIH, KAIIEIb,

OABIIIKY, 6pOHXI/IT, MHCBMOHUA U CMCPTH B TAXKCIIBIX CITyJasaX.

[00085] TepMHH «aHTUTENO», UCMNOAB3YEMBIA B JAHHOM JIOKYMEHTE,
MpeIHa3HAYEH Ui 00O3HAYEHHUS MOJEKYJI UMMYHOTJIOOYIIMHOB, COCTOAIINX W3 YETHIPEX
MOJIMNENTHAHBIX 1ieTieH, AByX Tsoxenbix (H) memeit u aByx nerkux (L) memnei, coe TMHEHHBIX
MEXKTY COO0U TUCYTB(OUIHBIME CBS3SIMU (M1, €. «MOJIEKYJI TIOJTHOTO aHTHTEIA»), a TAKKE HX
MyJTbTUMEPOB (Hanpumep, 1gM) WIM WX aHTHreHCBS3BIBaIOMMX (parMeHToB. Kakmas
TSOKETas 1EMb COCTOMT M3 BapuadenbHOTo ydyacTka Tshxenou nenu («HCVR» umm «Ve») u

KOHCTAaHTHOTO y4YacTKa Tsokeon 1iend (cocrosimiero u3 qmomeHoB Cul, Cu2 u Cu3). Kaxnas
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JeTKas [EMb COCTOMT M3 BapuaOenpHOTO yuyacTka jerkod nemu («LCVR» mwmm «Vioy) m
KOHCTAHTHOTO ydacTka jierkoi nen# (Cr). Yuactku Ve u VL MOTYT OBITH JOMOTHUTEITEHO
MOJpa3AeNicHbl HA YYaCTKH THIEPBAPHAOCIBHOCTH, HA3bIBAEMBIE OTPEACIIIOIIMMH
koMIieMeHTapHOCTh ydacTkamu (CDR), uepenmyromuecs ¢ Oonee KOHCEPBATHBHBIMHU
y4acTKaMH, Ha3bIBaeMbIMH KapkacHbIMH ydacTkamu (FR). Kaxnmerit Vu u VL coctout u3
tpex CDR wm wuersipex FR, pacmonokeHHBIX OT aMHHOKOHIIA K KapOOKCHKOHIy B
cnenyromem nopsaake: FR1, CDRI1, FR2, CDR2, FR3, CDR3, FR4. B omnpeaeneHHbIX
BApHAaHTaX OCYIIECTBICHUA HacToAmero wu3ooperemns FR  aHtutena (umm  ero
AHTUTCHCBS3BIBAIOIINMN (parMeHT) MOTryT OBITh HACHTUYHBIMH TOCTIEI0BATEIBHOCTAM
3apOJBIIIEBOTO0 THIA YENOBEKA HJIM MOTYT OBITh €CTECTBEHHO WM HCKYCCTBEHHO
W3MEHEHBI. AMUHOKHCIOTHYIO KOHCEHCYCHYIO TIOCIIEA0BATEIBHOCTh MOYKHO OIIPEACIIUTD Ha

OCHOBAaHHWH ITapaAJUICIIbHOTO aHAJIN3a ABYX HJIU oonee CDR.

[00086] Taxke BO3MOKHBI 3aMeHa OJHOTO WM Ooyee ocrarkoB CDR wmmm
ynanenue ogHoro wimm 6onee CDR. B Hay4HO# muTepaType onmmcaHbl aHTHTENA, B KOTOPHIX
MOXHO OOOUTHCH IS CBsI3bIBaHUA 0e3 oHoM wiu aByX CDR. Padlan er al. (1995 FASEB J.
9:133-139) npoaHaM3HPOBAITA YYACTKH KOHTAKTa MEXKIYy AHTHTEJIAMH U WX AHTHTCHAMH,
UCXOAS U3 ONMyOJMKOBAHHBIX KPHUCTAUIMYECKHUX CTPYKTYpP, W CHCNANH 3aKIIOYCHHE, UTO
TOJIbKO TPUOM3UTEIIFHO OT OJHOW TATOM A0 oaHOW TpeThed octatkoB CDR B
ACHCTBUTENNPHOCTH KOHTAKTHPYIOT ¢ aHTHreHoM. Padlan Taxke OOHapy»KWin MHOMKECTBO
aHTHTEN, B KOTOphIX oauH wiu aBa CDR He WMEIOT aMHHOKHCIIOTHBIX OCTATKOB,
BCTYTIAIOIUX B KOHTAKT ¢ aHTUTeHOM (cM. Takke Vajdos ef al. 2002 J Mol Biol 320:415-

428).

[00087] Octatku CDR, KOTOpBIE HE BCTYNAIOT B KOHTAKT C aHTUT€HOM, MOKHO
HUACHTA(UITUPOBATh HA OCHOBE MPEABIAYIINX HCCIea0BaHuN (Hanmpumep, octatku H60-H65
B CDRH2 3auactyio ve HyxHbI) cpenu CDR-yuacTtkoB cormacao Kabat, Haxomsamuxcs 3a
mpeaenamu CDR cormacHo Chothia, ¢ moMomnip0 MOJIEKYISPHOTO MOJEITHPOBAHUS H/WITH
smoupudeckum mytem. [lpu ymamenun CDR wmm ero ocratka(-0B) OHH  OOBIMHO
3aMEHSIOTCSI HA AMUHOKHUCIOTY, 3aHUMAIOLIYH0 COOTBETCTBYIOLIEE TMOJOKEHUE B
MOCIIEAOBATEIBHOCTH ~ JAPYTOr0  YEJIOBEYECKOrO0  aHTUTENAa  WIM  KOHCEHCYCHOM
MOCIIEA0BATEIBHOCTH TaKUX TocleAoBaTenbHOCTeN. [lonokeHus s 3aMeHBl B Mpeaenax
CDR u aMHHOKHCIIOTBI UIA 3aMEHBI TAKKe MOKHO BBIOPATh SMITHPHYECKHAM ITyTEM.

9MHI/IPI/I"I€CKI/I€ 3aMCHbI MOTYT OBIThH KOHCCPBATUBHBIMU HJIH HCKOHCCPBATHBHBIMHU
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3aMCHaMH.

[00088] PackpeiTeie B JaHHOM JOKYMEHTE TMOJHOCTBI) YEIIOBEUECKHE
MOHOKJIOHANbHBIE aHTHTENa K HA BHpyca rpunma MOTYT COAEpXaTh OAHY HIH Oojee
AMHHOKHCJIOTHBIX 3aMEH, BCTABOK /WU JIENEIMA B KAPKACHBIX YYaCTKAX /MM Y4acTKax
CDR BapuaOenbHBIX JOMEHOB TSKEIOM H JIETKOM IEMed 1O CpPaBHEHHIO C
COOTBETCTBYIOLIMMH MOCIIEA0BATENIBHOCTMH 3apOABILIEBOTO TUNA. Takue MyTaluu MOKHO
JIETKO OIPEAETUTh ITyTEM CPAaBHEHHMs aMUHOKHUCIOTHBIX MOCJIEI0BATENbHOCTEN, PACKPBITHIX
B JAHHOM JIOKYMEHTE, C IIOCJEI0BATEIbHOCTAMM 3apOJABINIEBOTO THIA, JOCTYITHBIMH,
HampuMmep, W3 MyONUYHBIX 0a3 JaHHBIX IOCIIEAOBAaTENbHOCTEW aHTuTEeNn. Hactosmee
M300pETeHHE BKJIIOYAET AHTUTENA M HMX AHTUTECHCBA3BIBAIOINME (HPArMEHTHI, KOTOPBIE
MOJTYYEHBI U3 KAKUX-THOO0 aMUHOKHCIIOTHBIX MOCJIEA0BATENBHOCTEHN, PACKPBITHIX B JAHHOM
JOKYMEHTE, TA€ OJIHA MJIM HECKOJIBKO AMHUHOKHCIIOT B IPEJEIaxX OJHOTO MIIM HECKOJIBKUX
KapKacHbIX Yy4acTkoB w/wmm ydacTkoB CDR MyTupoBaHbl B COOTBETCTBYIOIIHH(-€)
OCTATOK(-KH) TIOCIIEIOBATEHHOCTH 3aPOIBIIIEBOTO TUIIA, U3 KOTOPOH TMOITYYE€HO aHTUTEIIO,
WIA B COOTBETCTBYIOIIHUH(-€) OCTATOK(-KH) TOCTIETOBATENBHOCTH IPYTrOTO 3apOABIIIEBOTO
THMA, WIA B KOHCEPBATUBHYI0 aMHHOKHCIOTHYIO 3aMEHY COOTBETCTBYIOIIETO(-HX)
0CTaTKa(-KOB) 3apOABINIEBOTO THIA (TAKHE M3MEHEHHUS TOCIEI0BATEIFHOCTEH HA3BIBAIOTCS
B JJAHHOM JOKYMEHTE COOHMPATETHhHO KaK «MYTAIIHMH 3apOABIIIEBOTO THIAY»). CHICIHAUCT B
JaHHOM OONAacCTH TEXHWKH, WCXOAS W3 PACKPBITBIX B  JAHHOM  JOKYMEHTE
MOCTIETIOBATEIFHOCTEH BapHAOETbHBIX 00JacTed TKENBIX M JIETKHX IIETIEH, JIETKO MOJKET
MOJTYYUTh MHOTOYHMCIICHHBIE AHTHTENA W AHTHUTCHCBI3BIBAIOMIME (PAarMEeHTHI, KOTOPHIE
coaep:KaT OJHY WIIH 00JIee OTACITbHBIX MyTAUK 3aPOABINIEBOTO THUIIA WITH WX KOMOWHAIIHH.
B ompeneneHHBIX BapHaHTaX OCYHIECTBICHHS BCE OCTATKH KAPKACHBIX YYaCTKOB W/HIIH
CDR B pmomenax Vm wumu Vi MyTHpPOBaHBI OOpaTHO C TIOMYYEHHEM OCTATKOB,
BCTPEYAIOIIMXCS B IEPBOHAYAIBHOM TMOCJEIOBATENBHOCTH 3apOJBIIIEBOrO THMA, U3
KOTOPOW OBITO TOMYYEHO AHTUTENO. B 1pyrux BapwaHTax OCYMIECTBICHHA TOJIBKO
OTIPpE/IETICHHBIE OCTAaTKH MYTHPOBAaHBI OOpPaTHO C TIONYYEHHWEM TEPBOHAYATBHOU
MOCJIEA0OBATEIBHOCTH 3apOJBIIIEBOIO TUIA, HANpumep, TOINBKO MYTUPOBAHHBIE OCTATKH,
HaxoAdAImuecs B nepBrix 8§ amuHokKcoTax FR1 wny B mocnenaux 8 amuHokucnorax FR4,
WU TOJIBKO MyTHpOBaHHbIe ocTaTku, Haxoasmuecs B CDR1, CDR2 unu CDR3. B apyrux
BAPHAHTaX OCYIIECTBICHHA OJWH WU OOJIEE€ OCTATKOB KAapKAaCHBIX y4acTkoB w/mmu CDR

MYTHPOBaHBl B COOTBETCTBYIOINHH(-UE) OCTATOK(-KH) MAPYroM TMOCIEAOBATETHPHOCTH
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3apOJIBIIICBOTO THIA (7. €. TIOCJIeI0BATEIbHOCTH 3aPOIBIIICBOTO THIIA, KOTOPAs OTIMYACTCS
OT TOCTICI0BATEIBHOCTH 3aPO/IBIIIECBOTO THITA, W3 KOTOPOH MEPBOHAYAIBEHO OBLTO MOTYYCHO
aHTHTeN0). KpoMe TOro, aHTUTENA IO HACTOSANIEMY H300PETEHHIO MOTYT COJIEPIKATh KaKyIO-
00 KOMOWHAIIMIO W3 JBYX WM 0OOJiee MyTaldd 3apOJBIIIEBOT0 THMA B KaPKACHBIX
yuyactkax w/uiau ydactkax CDR, wampumep, rtne ompencneHHbIC OTACTbHBIC OCTATKH
MYTHPOBaHbI B COOTBETCTBYIOIIMH OCTATOK  IOCIEAOBATEIPHOCTH  OMPEACICHHOM
3apOJBINICBOTO THIA, B TO BpPeMS KaK OMpPEICICHHbIC IPYTHE OCTATKH, KOTOPBIC
OTJIMYAIOTCSA OT TOCJICI0BATEIIPHOCTH WUCXOMHOHM 3apOJBIIIEBOTO THIIA, COXPAHSIIOTCS HITH
MYTHPOBaHbI B COOTBETCTBYIOIUH OCTATOK MOCJIEOBATEIBHOCTH APYTOTO 3aPOBIIIEBOTO
tuma. [locjae mMoONyYeHWs, AaHTUTENIAa W AHTHUTCHCBSA3BIBAIONIME (DPArMEHTHI, KOTOPBIC
coaepkaT OJHY WM Oo0Jlee MyTalMd 3apOJBIIIEBOTO THIA, MOTYT OBITh JIETKO
MPOTECTUPOBAHBI B OTHOIICHHH OJHOTO WM Oojiee TpeOyeMBIX CBOWCTB, TaKHX Kak
VIyYIOCHHA CHEIU(PUIHOCTH CBSA3BIBAHUS, TOBBIICHHAS a((OHUHHOCTD CBA3BIBAHUS,
VIIYYINICHHBIE WJIH YCHJICHHBIE OWOJIOTHYECKHE AHTATOHHCTUYECKHE WM arOHHUCTHYCCKHUE
cBOWMCTBA (B Cllydyae HEOOXOAMUMOCTH), CHIDKCHHass WMMYHOTEHHOCTh WM T. 1. Hacrtosmiee
H300peTCHHE OXBATHIBACT AHTHTENIA M AHTHUTCHCBA3BIBAIOIINE ()PArMEHTHI, MOTYUYCHHBIE C

MOMOIIBIO 3TOTO OOIMIETO CIrI0Cco0Aa.

[00089] Hacrosmiee u300peTeHHE TakKe BKIFOYAET MOJTHOCTHIO YEIIOBEUYCCKHE
MOHOKIIOHAJIbHBIE aHTUTeNa K HA BHpyca rpumnma, coacpsKaniie BapHAHTHI JIOOBIX M3
aMuHOKHUCTOTHBIX ocienoBarenbHocTedt HCVR, LCVR w/umm CDR, packpbIThIX B JaHHOM
JOKYMEHTE, C OJHOHW WM HECKOJbKUMH KOHCEPBATUBHBIMH 3ameHaMu. Hampumep,
HACTOAINEE M300PETCHHE BKIIIOYAET aHTHUTeNNa K HA Bupyca rpuIma ¢ aMHHOKHCIIOTHBIMH
nocrenoatenbHOCTsIME HCVR, LCVR w/wmu CDR, nanpumep, ¢ 10 wim Menbine, 8 wimm
MEHbIIle, 6 WIH MEHbINE, 4 WX MEHBIIE W T.J. KOHCEPBATUBHBIMU AMHHOKHUCIOTHBIMH
3aMEHAMH IT0 OTHOINCHMIO K JIFOOOH W3 aMHHOKHCIIOTHBIX mocieaoBarenbHocTeii HCVR,

LCVR w/umu CDR, packpbIThIX B JAHHOM JTOKYMEHTE.

[00090] TepMHH «YETOBEYECKOE AHTUTENO», HCMOJIB3YEMBIM B JAHHOM
JOKYMEHTE, TPEAHA3HAYEH /I BKIIOYEHHUS AaHTUTEN, HMEIOIIUX BapHaOeNbHBIE W
KOHCTAHTHBIE YYaCTKH, TIOJIyY€HHBIE M3 TIOCTEIOBATEIFHOCTEH 3apOABINIEBOTO THIIA
YeJI0OBEYEeCKOTO UMMYHOTIO00yMHa. YenoBeueckue mADb 1O HacToAmEeMy H300pPETCHHIO
MOTYT BKJIIOYATh AMHHOKHCIIOTHBIE OCTATKH, HE KOJUPYEMBIE TMOCIEA0BATEIIBHOCTAMH

3apOJBIIIEBOTO THIA YEIOBEYECKOTO UMMYHOTTIOOYIIWHA (Hanpumep, MyTaIldH, BBOJAMBIC
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CITyYaWHBIM HJTH CAUT-CHIEIM(PHIECKAM MYyTAreHe30M i#1 Vilro W COMaTHIECKOW MyTalHen
in vivo), manpumep B CDR, m B wactHOcTH CDR3. OnmHako TEpMHH «UEIOBEYECKOE
AHTHUTEJIO», UCTIONIb3YEMBIM B JAHHOM JTOKYMEHTE, HE MPEIHA3HAYCH /I BKIFOUEHUS MmAD,
B KOTOPBIX nocieaosatenbHocT CDR, nmomy4yeHHbIe U3 3apOabIIeBOM JIMHUM IPYTOTO BUA
MJIEKOTIUTArOIIETO (Hanpumep, MbIIH), puBUTEl HA FR mocnenoBarensHOCTH 4YenmoBeKa.
TepmuH BKIIOYAaET aHTHUTENA, TTOYYEHHBIE PEKOMOMHAHTHBIM ITyTEM Y MJIEKOMHTAIOIIETO,
HE OTHOCSULIETOCA K YEJIOBEKY, WIM B KIETKaX MIIEKOIMTAIOLIETO, HE OTHOCALIETOCA K
4YeJI0BEKY. TepMHH HE MOAPa3yMEBAET BKIIOYEHUE AHTHUTEI, BBIACICHHBIX W3 4YEJIOBEKa-

Cy6’BCKTa HJIA TIOTYYCHHBIX OT HCTO.

[00091] Tepmun «peKOMOMHAHTHBIN», HCIIONB3YEMBIM B JAHHOM JOKYMEHTE,
OTHOCUTCS K AHTUTENIaM WJIH WX AHTHUTEHCBA3BIBAIOUNIUM (PparMeHTaM IO HACTOSIIEMY
HU300pPETEHUIO, KOTOPBIE CO3JaHbl, SKCIIPECCHPOBAHBI, BBIJACIEHBl MM TOJYYEHBI C
MOMOTMIBI0 TEXHOJIOTHH WK CIOCOOOB, M3BECTHBIX W3 YPOBHS TEXHHUKH, KaK HANPHUMED,
texHoyorusi pekomOmHanTHou JIHK, koTtopas Bkmowaer, nanpumep, cinavicuar JIHK wu
TPAHCTEHHYIO JKCIPECCHIO. TEpPMHUH OTHOCHUTCA K aHTHUTEIAM, JSKCIPECCUPYEMBIM Y
MJIEKOTIMTAIOMIETO, HE OTHOCAINETOCAd K YEJNOBEKY (B TOM WYHCIE Yy TPAHCTEHHBIX
MJICKOTIMTAFOIIMX, HE OTHOCSIIMXCSA K YEJIOBEKY, Hanpumep, TPAHCTCHHBIX MBIIIEH), HITH B
KIIETOYHOU cHucTeMe dkcnpeccuu (Hanpumep, knetkax CHO), wim OHM BBIACIECHBI W3

KOMOHMHATOPHOU OMOTHOTEKH PEKOMOMHAHTHBIX YEIOBEYECKHX AHTHTEN.

[00092] TepMuH  «cHeMpUYECKH  CBA3BIBACT» WM «CHETUDHICCKA
CBA3BIBACTCA C» WIH €My TOJOOHBIM O3HAYAE€T, YTO AHTHTENO WIH  €ro
AHTHTCHCBS3BIBAIOMINN (PparMeHT 00pPa3ylOT KOMIUIEKC C AHTUT€HOM, KOTOPBIH SBIACTCS
OTHOCHTETHPHO CTAOWIIBHBIM B (PH3HONOTHUYECKUX YCHOBHAX. Crienu(uyecKoe CBSI3bIBAHHE
MOKHO OXapaKTepHU30BaTh C TOMOINBI0 PABHOBECHOW KOHCTAHTHI JTHUCCOIIHALIWH,
COCTABIAIOIIEN TI0 MEHbIIEH Mepe mpuOmsuTensHo 1x 10® M mmm menbme (ranpumvep,
MeHbInee 3HaueHWe Kp o3Hawaer Oomee cuibHOE CBsA3biBaHWE). CIOCOOBI OTpEIeIeHUs
TOTO, CBS3BIBAIOTCA JH CIEHU(PUIECKHA JBE MOJIEKYNBI, XOPOHIO HW3BECTHBHI M3 YPOBHSA
TEXHUKH M BKIIOYAIOT, HAIPUMEP, PABHOBECHBIM JHAIIM3, MOBEPXHOCTHBIM IUIa3MOHHBIN
pe3oHaHc u T. 1. Kak onmmcaHo B JaHHOM JOKYMEHTE, aHTUTENa ObUTH HICHTH(HUIIMPOBAHBI C
MOMOTIBI0 aHAIM3a B PEAIbHOM BPEMEHH C WCTIOIB30BAHHEM O€3MapKEPHON OMOCIOWHON
uHTephepomeTpuu Ha OmoceHcope Octet® HTX, koTopsId crienu(UIecKn CBA3BIBACTCS C

HA Bupyca rpunma. bomee toro, momucnenuduyueckue aHTUTENA, KOTOPBIE CBA3BIBAIOTCS C



29

ogHUM JToMeHOM B HA BHpyca rpumnma u OJHAM WM OOJiee TOTIOMHUTEIHbHBIMH AaHTUTCHAMUA
W OucTIeM(PUIECKUMH aHTUTENIAMH, KOTOpPBIE CBA3BIBAIOTCA C JABYMA Pa3HBIMH
yyactkamu HA Bupyca rpumnma, TeM HE MEHEE, CUUTAIOTCA AHTUTEIAMH, KOTOPBIE

((CHeI-[I/I(bI/I"IeCKI/I CBA3BIBAIOTCA?, KaAK UCIMOJIb3YCTCA B JAHHOM JOKYMCHTC.

[00093] Tepmun «BpIcOKOAPPUHHOE» AHTHUTENO OTHOCHUTCA K TeM mADb,
KOTOpPBIE XapakTepu3yroTcs adp(PuHHOCTHIO CBA3bIBaHUA ¢ HA Bupyca rpumnma, BRIpasKeHHOM
B Buge Kp, cocrasmsromeit no menpmei mepe 10° M; npeamoururensno 10° M; Gonee
npeanouturensHo 101 M, eme Gonee mpemmoururensro 1071 M, eme Gomee
npeanouturenbHo 10712 M, kak M3MEPEHO C TIOMOINBIO aHAIM3a B PEANLHOM BPEMEHH C
WCIIOJIb30BAHUEM OE€3MapKEPHOW OMOCTOMHONW HHTEP(EPOMETPUH, HANPUMEP, OHUOCEHCOP
Octet® HTX, mnu ¢ MOMOIIBI0 MOBEPXHOCTHOIO IJIA3MOHHOTO PE30HAHCA, Hanpumep
BIACORE™, unu ¢ nmoMonipto onpeaenenus apPuHHOCTH B PaCTBOPE C HUCTIOIB30BAHUEM

ELISA.

[00094] [Tox TepMuHAMH «MEIJIEHHAS CKOPOCTh aucconuammmy, «Koffy wmm
«kd» mompasymeBaeTcs aHTHTENO, KOTOpPOe Aucconmupyer w3 HA Bupyca rpumma ¢
KOHCTaHTOM ckopoctH 1 X 1073 ¢! mnm mMenbme, npeanouturensyo 1 x 107 ¢! unu mensbme,
KaK OMpEJEJICHO C TMOMOINBI0 aHajlH3a B PEabHOM BPEMEHH C HCIOJIb30BAHHUEM
Oe3mapkepHOM OHOcoWHON MHTepdepomeTpun, HanpuMep Omomatuuk Octet® HTX, wmwm

MOBEPXHOCTHOT'O TJIa3MOHHOTO pe3oHaHca, Hanpumep BIACORE™,

[00095] Tepmunbl «AHTUT€HCBA3BIBAIO LA 4acTb» AHTUTENA,
«AHTHTECHCBA3BIBAIONIMEI (PparMeHT) aHTHUTEIA | T. 1., HCIIOJIb3yEeMbIE B JAHHOM JTOKYMEHTE,
BKITIOYAIOT JIFOOOW BCTPEYAIOIIMICS B TPUPOJAE, TMONYYCHHBIH (PEPMEHTATHBHBIM ITyTEM,
CHUHTETHYCCKUN WA T'€HETHYECKHU CKOHCTPYUPOBAHHBIM MOJIUMENTHJT WIIH TJIUKOMPOTEHH,
KOTOPBIN CTICTIU(UICCKH CBA3BIBAETCS C AaHTUTEHOM ¢ 0OPa30BaHUEM KOMILIEKCA. TePMUHBI
«AHTHTEHCBA3BIBAIONIMHI ()parMeHTy aHTUTENA WA «(PPAarMEHT aHTHTEIIA», HCIIOIh3yEMbIE B
JAHHOM JOKYMEHTE, OTHOCATCS K OJHOMY HWIIH Oojice (pparMe€HTAM aHTHTENA, KOTOPBIE

COXPAaHSIOT CTIOCOOHOCTH CBA3BIBATHCS ¢ HA BUpyca rpumma.

[00096] B KOHKpeTHBIX BapHaHTaX OCYIIECCTBIICHHUS AHTUTENIO WU (PParMEeHTHI
AHTHUTEN TI0 HACTOSIIEMY H300PETEHUIO MOTYT OBITh KOHBIOTHPOBAHBI ¢ (PYHKIHOHATHHOU
MOJIEKYJIOM, TAKOU KakK JIUTaH], WU TEPANeBTUYECKON MOJIEKYJIOU

(<AMMYHOKOHBIOTATOM»), TaKOH TPOTHBOBHPYCHOE JIEKAPCTBEHHOE CPEICTBO, BTOPOE
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AHTUTCIIO K BUPYCY I'PHIIIIA UITA T00as Apyrasa TCpancBTUYICCKad MOJICKYJid, MPUMCHHUMAA B

JeYeHUH WH(EKINHN, BBI3BIBAEMOW BUPYCOM TPHIIIIA.

[00097] TepMuH  «BBIIETICHHOE AQHTUTENO», MCIONB3YEMBIM B JAHHOM
JOKyMEHTE, TpeAHa3HauYeH [ OOO3HAYEHHA AaHTHUTENA, KOTOpPOE TIO0 CYyTH HE
MpeaycMaTpuBaeT APYyTux aHtuten (Ab), UMEOMUX APYrHe aHTUTEHHbBIE CIIENU()UIHOCTH
(Hanpumep, BBIACTIEHHOE AHTUTENO, KOTOpOE crieruduuecku cBsa3piBaetca ¢ HA Bupyca
rpunma, WM ero (parMeHT, KOTOPBIM MO CyTH He mpexycMmarpuBaeT Ab, KoTopsie

CHeIU(pUIECKH CBA3BIBAIOT AHTUTEHBL, OTIWYHBIE OT HA BHpyca rpunma.

[00098] TepMuHbl  «OMOKUPYIOIIEE AHTHTENO» WM  «HEUTPAIM3YIOMIEE
AHTUTEJIO», UCTIONIb3YEMBIE B JAHHOM JOKYMEHTE (MM «aHTHTEJIO0, KOTOPOE HEUTPATU3YIOT
aktuBHOCTh HA BHpyca rpumma» WM «aHTUTEIIO-aHTAarOHHCT»), TMPEAHA3HAYECHBI I
0003HAYEHHUS AHTHTENA, CBA3BIBAHHE KOTOPOro ¢ aHTturenom kK HA Bupyca rpumma
NPUBOJUT B PE3YIbTaTe K TIIOJABICHUIO 10 MEHBIIEH MEpe OJHOW OHMOIOTHYECKOU
aktuBHOCTH HA BHpyca rpunma. Hampumep, aHTHUTENO MO HACTOAMEMY H300PETCHHIO
MOXKET TpPEAYNpekJaTh WIM OJIOKUPOBATh MPHUCOEAWHEHHE BHpyca TpPHINA WM
MPOHUKHOBEHHE €r0 B KIIETKY-XO3fHMHA. Kpome TOro, «HEHTpamu3yromiee aHTHTEIIO»
MPEICTABIIET COOOM TaKoe, KOTOPOE MOXKET HEHTPAIH30BBIBAThH, T. €. NPEAYNPEKIATh,
MOJABIATh, YMEHBINATh, TPEMATCTBOBATh WM MEMAaTh CIOCOOHOCTH TMATOTEHA
WHUIMMPOBATh W/WIH  00eCTeYMBaTh HWHOUOUPOBAHWE Yy  XO34MHA. | EepMUHBI
CHEUTpPANU3YIOIIEE AHTHUTEIO» M «AHTUTENIO, KOTOPOE HEUTPAM3YeT» WU «AHTUTENA,
KOTOpbIE HEUTPANIM3YIOT» HUCIOJB3YIOTCS B JAaHHOM JOKYMEHTE B3aHUMO3aMEHIEMO. OTH
AHTHUTEIa MOKHO TTPUMEHATH OTAEIBHO WIIH B KOMOWHAITWH B KAYECTBE MPOPUIAKTHIECKIX
WM TEpPaneBTUYECKUX CPEJICTB C JPYTUMH TPOTUBOBUPYCHBIMH CPEJACTBAMH IpHU
HAJUICKAIIEM COCTaBe, MM B CBA3H C AaKTHUBHOM BaKIHHALMEH, WM B KayeCTBE

AUXAarHOCTHUYICCKOTO HHCTPYMCHTA.

[00099] TepMuH «IIOBEPXHOCTHBIM IUIA3MOHHBIM PE30HAHC» OTHOCHUTCA K
ONTHYECKOMY  SBJICHHIO, KOTOPOE TIPEIyCMATPHBACT AaHAIIA3  OHOMOJIEKYJISTPHBIX
B3aMMOJCUCTBUM B  pPEaJbHOM BPEMEHH TIOCPEACTBOM  BBISBJICHUA  HW3MCHCHUU
KOHIIEHTPAIHMA OEJTIKOB B OWOCEHCOPHOW MATPHIIE, HANPUMEP, C TOMOIIBIO CHCTEMBI
BIACORE™ (Pharmacia Biosensor AB, Ymmcana, [lIserust u [Tuckaraysii, Hero-/[xxepcu,

CIIA.
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[000100] buocnoiiHas wHTepdepeHIUsS TPEACTABISIET COOOM OE3METOYHYIO
TEXHOJOTHIO JUII WM3MEPEHHA OWOMOJICKYISAPHBIX B3aUMOJEUCTBHA. OJTO ONTHYECKAS
aHAJIMTHYECKAsA METOJHMKA, KOTOpas aHAIH3HPYeT cXemMy WHTepdepeHImu Oeloro CBeTa,
OTPAKEHHOTO OT JIBYX MOBEPXHOCTEH: CIIOS HIMMOOHIHU3UPOBAHHOTO O€TKa HA HAKOHEUYHUKE
OMOaTYMKA W BHYTPEHHETO STATIOHHOTO clios. JIFo0oe M3MEeHEeHHe KONMMYECTBA MOJIEKYIL,
CBS3aHHBIX C HAKOHEYHHKOM OWOCEHCOpPA, BBI3BIBAET CJABHI CXEMBI HHTEp(EpeHIHH,
KOTOpas MO)KeT ObITh M3MepeHa B peampHOM BpemeHH (Abdiche, Y.N., ef al. Analytical
Biochemistry, (2008), 377(2), 209-217). B omnpeaeneHHbIX BapHaHTaX OCYIIECTBICHUA
HACTOSIIIETO HW300pPETEHHA I OLEHKU CBS3BIBAIOIIMX XAPAKTEPUCTHUK OIPEACICHHBIX
anturen k HA Bupyca rpunma npumensimm «Ouonatauk (anamus Octet HTX) Ha ocHOBe

OMOCIIONHON UHTEPPEPOMETPUH B PEATTbHOM BPEMEHM.

[000101] Hcnonb3yeMblii B JaHHOM JOKyMeHTe TepMHH «Kp» IpenHasHadeH
st 0003HAYEHUS] PABHOBECHOM KOHCTAHTHI JUCCOLMAIMM KOHKPETHOTO B3aUMOJCHCTBUA

AHTHUTCIIO-aHTUI'CH.

[000102] TepMuH «3MUTOM» OTHOCUTCA K AHTUTECHHOM JETEPMHUHAHTE, KOTOPas
B3aUMOJICHCTBYET CO CHEIM(PUIECKUM AHTUTEHCBSA3BIBAIOIIMM CAaHTOM B BapHaOeIbHOTO
y4acTKa MOJIEKYJIbI aHTHTEA, U3BECTHBIM Kak mapartor. OHH aHTUTEH MOYKET HMETh 0oJiee
YeM OJHMH OIUTOM. TakuM o00pa3oM, pa3IH4YHBIE AHTHTENa MOTYT CBS3BIBATHCA C
Pa3NMYHBIMHA yYACTKAMH HA AHTHTEHE M MOTYT OKAa3bIBaTh PA3TUYHBIE OHWOIOTHYECKHE
¢ ¢pektpr. TepMUH «3MHTOM» TAaKKE OTHOCHTCS K CAaUTy HAa AHTHIEHE, B OTHOIICHHUH
KOTOpPOro OoTBe4aroT B- w/mmu T-knetkn. OH Takke OTHOCHTCA K YYacTKy AHTHUTEHA, C
KOTOPBIM CBSI3BIBACTCA AHTHUTENO. DMUTOIMBI MOYKHO OMNPEIENATh KaK CTPYKTYPHBIE HWITH
¢yHKIHMOHAMbHBIE. DYHKITMOHATBHBIE STUTONBI B 00MIEM TPEACTABIIIOT COOOH MOATPYIIITY
CTPYKTYPHBIX OJIHTOTIOB M COJEPXKAT TE€ OCTATKH, KOTOPhIE HEMOCPEICTBEHHO
00yCIIOBIUBAIOT CBOUCTBO apPUHHOCTH B3aMMOACHCTBHS. Takke SMUTOMBI MOTYT OBITh
KOH(OPMAIIMOHHBIMHU, T. €. COCTOSATh W3 HENMHEHHBIX AMHHOKHCIOT. B ompemeneHHbBIX
BAPMAHTAX OCYIIECTBICHHUA OIHTONBI MOTYT BKIIIOYAaTh JACTEPMHHAHTBI, KOTOPHIE
MPEICTABIIOT COO0M XUMHYECKH AKTHBHBIE TTOBEPXHOCTHBIE TPYTITHPOBKA MOJIEKYJI, TAKHX
KaK aMHHOKHCIIOTBI, OOKOBBIE LIETTH CaxapoB, (ocOpPUITbHBIE TPYIIIIBI WITH CYTb()OHUITBHBIE
TPYNIIBI, ¥ B OMPEACTECHHBIX BAPHAHTAX OCYIIECTBIECHUS MOTYT HUMETHh CIEHU(UUIECCKHE

XapaKTEPUCTUKH TPEXMEPHBIX CTPYKTYP H/HITH CTIEHU(UIECKUE XapaKTEPUCTUKH 3apsiia.

[000103] TepMuUH «IEPEKPECTHO KOHKYPHPYET», HCIONB3YEMBIM B JAHHOM
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JOKYMEHTE, O3HAYaeT AHTUTENI0 WM €r0 AaHTUTCHCBSI3BIBAIOMIHKM (PPArMEHT, KOTOPHIC
CBSI3BIBAFOTCS C AHTUTCHOM W TOJABJISIIOT WJIH OJIOKUPYIOT CBSI3BIBAHHE JIPYTOTO AHTHUTEIA
WJIM €TO aHTUTEHCBS3BIBAIOMETO (PparmeHTa. TepMHH Takke BKIIOYAET KOHKYPEHIIHIO ABYX
AQHTUTENI B OOOWX HAINPABJICHHUAX, M. €, TIEPBOE AHTHUTEIIO, KOTOPOE CBS3BIBACTCA U
OJIOKUPYET CBS3BIBAHHE BTOPOTO AaHTHTENA, W HAOOOPOT. B ompeneneHHBIX BapHaHTax
OCYILECTBIICHUS NIEPBOE AHTUTEIO U BTOPOE AHTHUTENO MOTYT CBA3BIBAKOTCA C OJHHM U TEM
’K€ 3MUTONOM. B KadyecTBe anpTepHATUBBI, IEPBOE U BTOPOE AHTUTEIIA MOTYT CBS3BIBATHCS C
Pa3HBIMH, HO HE TIEPEKPHIBAIOIIMMHUCS SIIUTOTIAMH TAKUM 00pPA30M, YTO CBA3BIBAHHE OTHOTO
MOMABIIAET WM OJOKUPYET CBA3bIBAHHE BTOPOTO AHTHUTENA, HAnNpumep, NOCpeoCcmeom
CTEPHYECKOTO HECOOTBETCTBUA. [IepEKPECTHYIO KOHKYPEHIIMIO MEXKIY AHTUTEIIAMU MOKHO
W3MEPUTH C TOMOIINBI0 U3BECTHBIX M3 YPOBHS TEXHHKU CIOCOOOB, HAIPUMEP, C TTOMOIIBIO
aHamM3a B PEAbHOM BPEMEHH C HCIOJIB30BAHHEM O€3MapKEepHOH OHOCIOMHOM
uHtepdepomeTpun. [ ompenencHUs TOrO, KOHKYPHPYET JIH TEPEKPECTHO TECTOBOE
AHTHUTENIO C ITAJOHHBIM AHTUTEIIOM K OCJIKY TPYMIBI 2 BHPYCa TPHIMIA MO HACTOAIICMY
W300PETCHUIO, JTAJIOHHOMY AHTHTETY JAl0T BO3MOKHOCTH CBA3BIBaTECA ¢ HA wnm
MENTHIOM BHUpPyCa TPHUININA B YCIOBHAX HACBHIMCHHA. 3aTEM OLEHUBAIOT CHOCOOHOCTH
TECTUPYEMOTO aHTUTENa cBs3biBaTbcsi ¢ HA Bupyca rpunma. Ecniu TecTOBOE aHTUTENO
CIOCOOHO CBA3BIBATHCSA ¢ HA BHpyca TpHIA MOCIIE HACHIIMIEHUS CBSI3bIBAHUS C TTOMOIIIBIO
3TaJOHHOTO aHTUTeNna K HA Bupyca rpumnma, MOKHO CIENaTh BBIBOJ, UYTO TECTOBOE
AQHTUTEJIO CBA3BIBAETCA C JAPYTHM SIUTONIOM, YeM 3TalioHHOEe aHTHTeno k HA Bupyca
rpunma. C apyrod CTOPOHBI, €CITH TECTHPYEMOE aHTHUTENO HE CTIOCOOHO CBsA3bIBaThC ¢ HA
BHpYyCa TPUIINA TOCII€ HACHIIICHUS CBA3BIBAHUA C TOMOINBIO 3TAJTOHHOTO aHTHTEeNa K HA
BUpPYCa TPUIINA, TO TECTHPYEMOE AHTHUTENO MOJKET CBS3BIBATBCSI C TEM JKE€ SMUTONOM B
KauyeCTBE SIUTOMNA, KOTOPHIA CBSA3aH C STAJOHHBIM aHTUTeNOoM K HA Bupyca rpumnma 1o

HACTOSAIIEMY H300PETEHHIO.

[000104] TepMuH «HOEHTHYHOCTH MO CYTH» WM IO CYTH WACHTUYHBIN» IIO
OTHOINEHWIO K HYKJICHHOBOM KHCJIOTE WM €€ (PparMeHTy YKa3blBa€T HA TO, YTO TIPH
OTITUMAITBHOM BBIPABHUBAHHUH COOTBETCTBYIOIIMX HYKJICOTHIHBIX BCTABOK WIIH JEIIELUH C
APYTOH TOCTIETOBATEIFHOCTHIO HYKIIEMHOBOW KHUCIIOTHI (MITH €€ KOMIUIEMEHTAPHOW HUTHIO )
HWACHTUYHOCTh HYKJICOTHIHOW TIOCIIEJOBATETPHOCTH COCTABISIET IO MEHBIIEH Mepe
npuOmm3uTeTbHO 90% W Oonee TPEANOYTHTETHHO TO MEHBIIEH MEpE MPHOIU3IUTEIHEHO

95%, 96%, 97%, 98% wumu 99% HYKICOTHUAHBIX OCHOBAHUM, KaK U3MEPEHO C MOMOTIBIO
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XOpOIIO M3BECTHOIO alrOPUTMA OMNpPEACIIEHUA MIECHTUYHOCTH IOCIIEA0BATEIBHOCTEM,
takoro kak FASTA, BLAST unmu GAP, xak o6cykmaercsa Hwke. MoieKyna HyKJICHHOBOK
KHUCJIOTHI, KOTOpas MO CYTH HUACHTUYHA MOJIEKYJIE€ 3TaJOHHOW HYKJIEMHOBOM KHCIIOTHI,
MOKET B PAAE CIy4yaeB KOAUPOBATH TMOJUIENTH, UMEIOIIMH TaKyr K€ WIH MO CYTH
AQHAJIOTUYHYK) aMUHOKHUCIIOTHYIO TOCJIEI0BATEIbHOCTh, YTO W TMOJHUMIENTUI, KOTUPYEMBIN

MOJIEKYJIOHM 3TaJIOHHOU HYKJIEUHOBOM KHUCJIOTBL

[000105] IIpuMEHUTENBHO K TOJUIIENTHAAM TEPMHH «CXOJACTBO MO CYTH» WU
«TO0 CYTH CXOJHBIN» O3HAYAET, YTO JBE MOCIEI0BATENBHOCTH MENTHIOB NPU ONTUMATBHOM
BBIPDABHUBAHWM, Kak Hampumep, ¢ nomompro mnporpamm GAP wmm BESTFIT, ¢
UCTIOJb30BAHUEM 3HAUEHUM mTpada 3a OTKPBITHE IIMA MO YMOITYAHUIO XapaKTEPHU3YIOTCA
no wmeHpmied wmepe 90%  HIEHTHYHOCTBIO  TIOCIIENOBATENIFHOCTH, e€me  Oojee
MPEJNOYTUTENbHO 1O MeHbmed Mepe 95%, 98% wmu  99%  MIeHTHYHOCTHIO
MOCIIEA0BATEIBHOCTH.  [IpeanoYTUTENBHO, TIOJIOKEHU OCTATKOB, HE  SABILIIOIIMXCSA
UACHTUYHBIMM, OTIMYAIOTCA TI0  KOHCEPBATHUBHBIM  AMMHOKHUCJIOTHBIM  3aMECHAaM.
«KoHcepBaTHBHAsS aMUHOKHCIIOTHAs 3aMEHa» IMPEICTABIAET COOOM 3aMeHy, NMPH KOTOPOM
AMUHOKHUCJIOTHBIM OCTATOK 3aMEHEH APYTHM AMHHOKHCIIOTHBIM OCTATKOM, COJEPKaIluM
00KOBYIO T1eTh (R-Tpymmy) co cXOAHBIMH XHMHUYECKHMH CBOMCTBAMH (HAIIPHMED, 3apsi oM
Wi tuapodoOHOCTHI0). Kak mpaBHIlo, KOHCEPBATHBHAS AMHHOKHMCIIOTHAS 3aMEHA IO CYTH
He OyAeT M3MEHATHh (PYHKIHMOHATBHBIE CBOMCTBA Oenka. B ciydasx, korga ase wim Oojee
AMUHOKHUCJIOTHBIX TOCJEI0BATENBHOCTEN OTIMYAIOTCA JAPYT OT JPyra KOHCEPBATUBHBIMU
3aME€HAaMM, — TPOLEHT WM CTENEHb AHAJOTHUYHOCTH MOKHO PETYJIHMPOBaTh B CTOPOHY
MOBBIMIEHUS 11 KOPPEKLMH KOHCEPBAaTUBHOTO XxapakTepa 3aMmeHbl. (Cpenactsa ams
OCYIIECTBJICHUSA TAKOW PETYITMPOBKH XOPOIIO U3BECTHBI CTIENUAIMCTAM B JAHHOW O0JIAacTH.
Cwm., nanpumep, Pearson (1994) Methods Mol. Biol. 24: 307-331, koTopas BKJIIOYEHA B
JAHHBIA JTOKYMEHT IOCPEJICTBOM CCBUIKM. [Ipumepbl rpynnm aMHHOKHUCIIOT, KOTOpPBIE
comep:katr OOKOBBIE IIEMH CO CXOJHBIMH XHUMHYECKHMH CBOWCTBAMH, BKIFOYArOT 1)
anudaTrueckrie OOKOBBIC TEMW. TIIMIWH, AJIAHWH, BajJUH, JICHIIWH W W30JICUIUH; 2)
anmupaTtudeckue OOKOBBIE LENMH C THAPOKCHIBHBIMH TPYIIAMH: CEPHH W TPEOHHH; 3)
amMucoepkane OOKOBBIE IIETIH. AcTiApardH W TIAyTaMHH, 4) apoMaTH4YecKHe OOKOBBIC
uend: (eHUIAJaHWH, THPO3HH U TPUNTO(aH; 5) OCHOBHBIE OOKOBBIE IIETIH: JTU3WH, APTHHUH
W THUCTHIWH, 6) KUCJbIe OOKOBBIC IIETH. acmapTaT W TIyTaMaT ¥ 7) CepoCOoJaep:Kalmue

OOKOBBIE OeTru: NMUCTCHH U MCTHOHHH. HpeZ[HO"ITI/ITCJ'IBHBIMI/I rpynmmaMu KOHCCPBATUBHBIX
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AMHUHOKHCJIOTHBIX 3aMEH SBIIAIOTCS: BAJIMH-JIECULIWH-H30JICHINH, (eHHUIATaHUH-THPO3HH,
JMU3UH-aPTUHUH, AlAHWH-BAJIMH, TyTaMaT-acliapTaT W aclapardH-rIyTaMuH. B kauecTse
AIbTEPHATUBBI KOHCEPBATHUBHOM 3aMEHOM SIBIAETCS JTFOOO€ M3MEHEHHUE C TOJOKHUTEITBHBIM
3HAYCHHEM B MaTpHIle jorapupmudeckod Ppynkumu npasaononoous PAM?250, packpsiToit
B Gonnet et al. (1992) Science 256: 1443 45, koTOpasg BKIIOYEHA B JAHHBIH JOKYMEHT
MOCPEICTBOM CCHUIKH. «Y MEPEHHO KOHCEPBATUBHOW) 3aMEHOM SABJISETCA TFO00E U3MEHEHHE
C HEOTPHLIATETHHBIM 3HAYEHHWEM B MATpHIIE JIoTapu(PMHUUeCKOr (YHKIMH MPaBAONONI00U

PAM?250.

[000106] CX0ICTBO TIOCTIEAOBATENIBHOCTEH MOJUTIENTHAOB OOBIMHO H3MEPSIOT C
MOMOIIIBIO MPOTPAMMHOTO OOecTIedeHHs I aHaIu3a nocieaosateapbHocTel. [Iporpammuoe
o0ecrieueHue sl aHaIu3a OeNKa COTMOCTABIIAET CXO/AHbIE MOCIIEA0BATENBHOCTH C MTOMOLIBIO
W3MEPEHUH CXOJCTBA, IPUCBOCHHOTO PpAa3JMYHBIM 3aMEHaM, JEICUUsIM H JIpPyTrUM
Moau(HUKAaIMAM, BKIIOYas KOHCEPBATHBHBIE AMHHOKHCIIOTHBIE 3aMeHbl. Hampumep,
nporpammubiil makeT GCG Bkmovaet nporpammel, Takue kak GAP u BESTFIT, koropsie
MOTYT OBITh IPUMEHEHBI C MAapaMETPaMH 10 YMOIYAHUIO JUIA ONPEAEICHHA TOMOJOTHH
MOCTIEI0BATEIBHOCTEN WIH UJACHTUYHOCTH MOCTIEA0BATEIBHOCTEN MEXITY
OMU3KOPOACTBEHHBIMH TOJIMTIENITHIAMH, TAKHMH KaK TOMOJIOTHYHBIEC TOJHUIETITHAB M3
Pa3NHYHBIX BHAOB OPTAHWU3MOB, WIIH MEXKIY OEITKOM AMKOTO THIA M €ro MyTenmHoM. CMm.,
nanpumep, GCG Bepcun 6.1. ITlomunenTuaHble MOCIEAOBATETBHOCTH TAKXKE MOXKHO
cpaBHUTh ¢ mnomounbio FASTA ¢ mpuMeHEHHEM MapamMeTpoB IO YMOJTYAHUIO WU
pexoMeHI0BaHHBIX mapamerpoB;, mporpamma B GCG Bepcum 6.1. FASTA (nanpumep,
FASTA2 u FASTA3) obecrieunBaeT BBIDABHUBAHHA W PACUET MPOLEHTA WICHTUYHOCTH
MOCTIETOBATEIFHOCTEN B O0ACTAX ¢ HAUOOIBIITUM TIEPEKPBIBAHUEM MEKIY 3aMPAIIuBAEMOH
W HaWgeHHoOW — mocnemomarenbHOCTAMH  (Pearson  (2000),  gwuue).  pyrum
MPEANOYTUTENBHBIM AJTOPUTMOM MPU CPABHEHHUM IOCIIEJOBATENIBHOCTH IO HACTOSIIEMY
HM300PETEHUIO ¢ 0a30¥ MAaHHBIX, COJEPKAIMENH OOBIIOE KOJHYECTBO TOCIIEA0BATETFHOCTEH
OT pa3IUYHBIX OPTraHU3MOB, ABIAETCA KoMmmnbroTepHas nporpamma BLAST, B yacTHOCTH
BLASTP unmu TBLASTN, ¢ ucnonas30BaHUEM MAapaMeTPOB MO0 yMoT4aHuo. CM., Hanpumep,
Altschul et al. (1990) J. Mol. Biol. 215: 403-410 u (1997) Nucleic Acids Res. 25:3389-

3402, kaxkaas U3 KOTOPBIX BKIIFOYEHA B TAHHBIA JOKYMEHT MOCPEACTBOM CCBHUIKH.

[000107] @paza «repaneBTHUECKH 3((PEKTHBHOE KONMHYECTBO»  O3HAYAET

KOJIMYECTBO, KOTOPOE TPHBOAMT K TpeOyemomy 3(dexTy, pagd KOTOPOTO €ro BBOJIAT.
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Tounoe Komu4ecTBO OyAET 3aBUCETH OT LIETH JICYEHUS U OY/IET YCTAHOBIIEHO CIIEIIHATUCTOM
B JJAHHOM 00JIACTH C TIOMOTIBIO MU3BECTHBIX METOUK (cM., Hanpumep, Lloyd (1999) The Art,

Science and Technology of Pharmaceutical Compounding).

[000108] Hcnons3yeMbIii B TaHHOM TOKYMEHTE TEPMHH «CYOBEKT» OTHOCHTCS K
KUBOTHOMY, TIPEAMOYTHTENFHO MIIEKOMHUTAOIEMY, HYKIAIOMEMYCS B yMEHBIICHUH
TSOKECTH, TPEAYNPEKACHUA W/ UM JICUYEHUH 3a00JI€BaHMA WM HAPYLICHHSA, TAaKOTO Kak
BupycHas uH}pekus. CyObeKT MOKET UMETh HH(EKIMIO BUPYCOM TPHUIIIA HUIA OH MOJKET
OBITh TPEAPACTIONOKEH K Pa3BUTHIO HHpeKuuu BupycoMm rpunma. CyOBEKTH,
«TIPEeAPACTIONOKEHHbIE K PAa3BUTHIO HWH(PEKIMU BUPYCOM TpPHINA», WIH MALMEHTHI,
«KOTOpPbIE€ MOTYT HAXOAMTHCA TOJ TOBBIIIEHHBIM PUCKOM HH(EKIMH BHUPYCOM TPHIIIAY,
ABIIAIOTCS CYOBEKTAMH C OCJIA0JIEHHOM MMMYHHOM CHCTEMOM BCIIEACTBHE ayTOMMMYHHOTO
3a00J1€BaHus, JIOACH, MOTYYAIOIMX UMMYHOCYNIPECCUBHYIO TEpamuio (HampuMmep, Mocie
TPAHCIIAHTALMHA OPTaHOB), TFOJAEH, TOPAKEHHBIX CHHAPOMOM HMMYHOAE(QHUIMTA YEeTOBEKA
(BY) mnu cuaapomom mpuobpeternoro ummynoaedurmra (CIIM/L), ¢ onpeneneHHbIME
dopMaMu aHEMHH, KOTOPBIE HMCTOLIAIOT MM Pa3pylIalOT Oenble KPOBAHBIE TEJbIA, TEX
MOJEH, KOTOPBIE TONMYYalOT JIYYEBYIO HIM XMUMHOTEPANHIO, WM TEX JIOJEH, KOTOpPBIE
CTPAAarOT BOCHMAIHMTEIBHBIM HapylmeHueM. Kpome TOro, mMOJ TOBBIIIEHHBIM PHCKOM
HAXOJMTCS CYOBEKT UPE3BBYAHHO MOJIOJOTO HMJIM CTapmiero Bo3pacta. JI00o# uenoBek,
KOTOPBIA BCTYNMaeT B (DU3MYECKUH KOHTAKT HIIM OJM3KO (PU3UYECKH PACIIONIOKEH K
WHQUITUPOBAHHOMY YEJIOBEKY, UMEET TOBBIIIEHHBIA PUCK PAa3BUTHA WHQPEKIUH BHPYCOM
rpunma. Kpome T0or0, CyOBEKT MOABEPKEH PUCKY 3apaKeHUs HH(EKIMENH BUPYCOM TPHIIIA
n3-3a OMM30CTH K BCIIBIIIKE 3a00JIEBAHUS, HATIPUMEDP, HAXOTUTCS B TUIOTHO 3aIOTHEHHOM
ropoAe WM B HEMOCPEACTBEHHOW ONHM30CTH OT CYOBEKTOB, Yy KOTOPBIX HMMEIOTCS
MOJITBEPKACHHBIE WA TIPEATIONaraeMple WH(EKIUKA BHPYCOM TPHUIIIA, WIH BBIOOpPA MECTa
paboOThI, HAmpUMep, PaOOTHHUK OONBHHIBI, (PapMalEBTHUYECKHA  WCCIIETOBATEND,

MyTENIECTBEHHUK B HH(UITUPOBAHHYIO 00IACTh WITH YacTO JIETAFOIIHUN TTACCAMKHUP.

[000109] Hcnonp3yeMble B JAaHHOM  JOKYMEHTE  TEPMHHBI  «JICYUTHY,
«OCYILECTBIIEHUE JICYEHUS» WM «JIEYEHHE» OTHOCATCS K CHWKEHHUIO WM YMEHBIIEHHUIO
TSHKECTH TI0 MEHBIIEH Mepe OZHOTO CHMITOMA WM MPU3HAKA WHPEKIHUH BUPYCOM TPHIIINA
BCJIEAACTBUE BBEJECHUS TEPANEBTHUUYECKOIO CPEACTBA, TAKOIO KaK AHTUTENO MO HACTOSLIEMY
W300PETEHUIO, HYKIAIOMEMYCSI B 3TOM CYOBEKTYy. TE€PMHUHBI BKIIFOYAIOT TOJABJICHHE

MPOTPECCHPOBAHUS 3a00JIEBaHHS WITH yCyTyOneHuss HHPeKIuu. TepMHUHbBI TakKe BKITFOYAIOT
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MOJIOYKUTEITHBIA TIPOTHO3 3a00JIEBAHUSA, T. € Y CYOBEKTa MOYKET OTCYTCTBOBATh MH()EKIIHA
WM Y HETO MOTYT OBITh CHIDKEHBI WJIH OTCYTCTBOBATh BHUPYCHBIE THUTPHI NPH BBEICHHUH
TEPaNeBTUYECKOTO CPEACTBA, TAKOTO KaK AHTUTENO II0 HACTOALIEMY H300pPETEHHUIO.

TepameBrrueckoe CpeICTBO MOKHO BBOJUTH CYOBEKTY B TEPATIEBTHUECKOH J03€.

[000110] Tepmunbl CIPEeAYIPEXTATDY, «IPEIYIPEKTAFO NI WITH
«TPeAYNPEKACHHUE)» OTHOCATCS K TOAABICHUIO TPOSABIEHUS WH(PEKIUU BUPYCOM TPHIIIA
WM JIOOBIX CHMITOMOB MM TPU3HAKOB HH(EKIHWH BUPYCOM TPHUIIA TPU BBEIACHHUH
aHTUTENa TI0 HACTOALIEMY H300peTeHHI0. TepMHH BKIIOYAET TMPEAYIPEKIACHUE
pacrpocTpaHeHus HH(PEKIUHU y CyObeKTa, KOTOPBIN MOABEPTaCA BO3ACUCTBUIO BUPYCA WUITH

ONOABCPKECHHOT'O PUCKY BOSHUKHOBCHUA I/IH(l)eKI_II/II/I BHPYCOM TI'pHIIIIA.

[000111] Kak ucronb3yercs B JaHHOM JTOKYMEHTE, «3aIUTHBIN 3P PerT» MOKeT
OBITh TIPOJEMOHCTPUPOBAH C MOMOINBIO JIFOOOH CTAaHAAPTHOM MPOLEIYPHI, U3BECTHOW W3
YPOBHS TEXHUKH JIJIS1 ONPEAECIECHHS TOTO, MOKET JIM CPEICTBO, TAKOM KaK IPOTUBOBUPYCHOE
CPEICTBO, WIM AHTUTENO, TaKOe Kak aHTHTENo0 kK HA BHpyca rpumnma mo HacTosmemy
W300PETEHHIO, TPOJEMOHCTPHPOBATh OJHO WM OOJee W3 CIEAYIOIIETO: Hanpumep,
MOBBINIICHAE BBDKHUBAEMOCTH TIOCJIE BO3ACHCTBHS HH()EKIIMOHHOTO CPEACTBA, CHWKCHHE
BHUPYCHOM HAarpy3Kd HWJIM YMCHBIICHHUE HWHTCHCUBHOCTH 10 MEHBIIEH MeEpe OJHOIO

CUMIITOMA, aCCONUHUPOBAHHOTO C I/IH(i)CKI_[I/IOHHBIM arcHTOM.

[000112] HUcnonb3yeMblii B JTaHHOM JOKYMEHTE TEPMHUH «IIPOTHBOBHPYCHOE
JIEKApCTBEHHOE CPEICTBO» OTHOCHTCS K JIOOOMY AHTHOAKTEPHUATBHOMY JIEKAPCTBEHHOMY
CPEACTBY HIM  TEPANEBTHYECKOMY  NpemapaTry, NPUMEHAEMBIM Uil JICYCHUS,
MPEIYTPEKACHUS WA YMEHBIICHUS TSHKECTH BHPYCHOW WH(EKIWHU y CyObekTa. TepMuH
TPOTHBOBUPYCHOE JICKAPCTBEHHOE CPEACTBO» BKMoudaeT Oe3 orpanmmucHus TAMIFLU®
(ozempTamuBup), RELENZA® (3anamuBup), puOaBupuH win uHTepdepoH-amppa2b. B

HACTOSAIIEM W300PETEHHH TTOIJIEKAINAS JICYCHHIO HH(EKIUSA BHI3BIBACTCS BUPYCOM TPHIIIIA.
OO01uree onucanue

[000113] ['purmt ipencrapmsier co60l WHMEKITMOHHOE 3a00JIEBaHKE, BHI3BAHHOE
PHK-Bupycamu cemetictea Orthomyxoviridae (Bupycer rpunma). Bupycsl rTpunma
KITacCCH(PHIMPYIOT HA OCHOBE KOPOBOTO O€llka Ha TP pasHOBUAHOCTH — A, B u C, koTopsie
JOTIOTHUTENFHO TTOIPA3ACIIIIOTCS Ha TIOATHITBI, OTIPEACTICHHBIE BUPYCHBIMH 000JI0YEYHBIMH

rimakonporenHaMu remarrmotTiHiHOM (HA) m mevipamuannazoit (NA). Bupyc rpunma A
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WH(QHUIHPYET PAJ BHIOB MJICKONMUTAIONIMX W NOTHI, Toraa kKak wHpekumu B uw C B
3HAYUTETPHOW CTETIEHH OTPAHHYEHBI JTIFOIbMH. 3a00JIEBAHHE Y YEJIOBEKA BHI3BIBAIOT TOJIHKO

TUel A u B.

[000114] BpICOKHME CKOPOCTM MyTaluuMHd M 4YacTblC T€HETHYECKHE Pas3Nu4uid B
BUpPYyCax T'PHUIINA CIIOCOOCTBYIOT BBHICOKOW BapuadenpHOoCcTH aHTHreHoB HA u NA. Menkue
MYTAIlMH, BBI3BIBAIOIIHE HEOObIINE H3MEHEHUS («AHTUTCHHBIA Aper(»), BO3HHUKAIOT
OTHOCHUTEIBHO YacTO0. AHTUTEHHBIM Jpei] maeT BO3MOKHOCTH BHPYCY H30€KaTh
MMMYHHOTO PAacloO3HABAHMSA, YTO TMPUBOJUT K TMOBTOPSIOMIMMCS BCHBIIIKAM TPUMIA BO
BpEMsI MEXIAHAEMHBIX JIeT. 3HAYUTENIbHbIE M3MEHEHUsA B aHTHreHe HA («aHTUTEHHBIH
apeiid») oOyCIOBIIEHBI peaccoOpPTAIME TEHETHYECKOTO Marepuana OT Pa3HBIX IMOATHUIIOB
BUpyca Tpumma A. AHTUTEHHBIE JIpeW(bl, OOYCIIOBICHHBIE HOBBIMH MMAHIEMHYECKUMHU
MTaMMaMH, TPEACTABIAIOT CO0OM peAKHe SABICHHA, MPOUCXOAIIUE TOCPEACTBOM
peaccopTanuy MEKy NOATHIIAMH KUBOTHBIMHM M YE€JIOBEUECKUMH MOJITUIIAMH, HATIPUMEP Y

CBUHEH C COYCTAHHOH HH(DEKIIHEH.

[000115] OTBeT HEUTPANTU3YIOIIETO AHTUTENA HA BUPYC TpUNTa A, Kak MpPaBuJo,
ABIIETCS CHEHM(PHYHBIM B OTHOHICHWH TAHHOTO BHpycHoro moartuma. CymectByer 18
MOATHIIOB BHpyca TpUINa A, ompeaenseMblx ux Oenmkamu remarrmotuHuHA («HA»). 18
HA, H1-H18, moxHo paznenuts Ha ase rpynmbl. ['pynna 1 cocrout u3 nmoarunos H1, H2,
HS5, H6, H8, HY, H11, H12, H13, H16, H17 u H18, u rpynma 2 BxmouaeT noatumnsl H3, H4,
H7, H10, H14 u H15. ITo >TiM mpuyrHaM ObUTIO OB BEChMA JKENATEeIIbHO HMETh BAKIUHY,
KOTOpas MIMPOKO HHAYLIUPYET HEHUTPANTH3YIOIIHE AHTHTENA, CIIOCOOHBIE HEUTPAIH30BATh
BCE€ TMOJATHUIIBI BUPYyCa TpUMIa A, a TAKKE UX €KEroJHble BapuaHTbl. Kpome TOro, mmpoko
HEUTPATH3YIONIHE TeTePOCYOTHITHUECKHAE AHTUTENIA MOJKHO OBIJIO OBl BBOJHMTH B KaUECTBE
JIEKAPCTBEHHBIX TPEMAPATOB UIA TPEAYNPEKACHUAS WIH TEPanmud WHPEKIUH BUPYCOM

rpunma A.

[000116] HA cuHTe3upyeTcs B BU€ roMO-TpUMEPHOTO npeamecTseHHnka HAOQ.
Kaxmprii MOHOMEP MOKHO HE3aBHCHMO PACIIEIUIATH TOCTTPAHCIAIMOHHO ¢ 00pa30BaHHEM
aeyx nomunenTunoB HA1 w HA2, cBA3aHHBIX €IMHCTBEHHOW IUCYITb()HIHON CBS3BIO.
bonee kpymueiii N-koHuesBou ¢parment (ammuokucinotet HAL 320-330) oOpasyer
MEMOPAHHO-UCTATBHBIA  TIOOYJISPHBIA  JOMEH, KOTOPBIA  COJEPIKUT  PEIEnTOp-
CBA3BIBAIOIIMKA CAaWT ¥  OONBPIIMHCTBO JCTEPMHHAHT, PACMO3HABAEMBIX  BHpPYC-

HeuTpamuzyromumu aHturenamu. [lomunmentn HA1 HA oTBeuaeT 3a NpHUKPEIUICHHE
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BHPYyCa K KIIETOYHOW MOBEPXHOCTH. Menbmmas C-konnesas yacte (HA2, mpuOmu3nuTesHO
180 aMHUHOKHCIOT) 00pa3yeT CTEePKHEOOPA3HYIO CTPYKTYPYy, KOTOpas TPHKPEIUISET
rmoOyIApHBIA AOMEH K KIETOYHOH WM BHPYycHOM MemOpane. [lomumentuny HA2
OTIOCPEAYET CIHSIHHE BHUPYCHBIX M KIETOYHBIX MEMOpaH B JSHAOCOMAax, oOecmeunBas

BBICBO60)I(I[€HI/IC KOMILJICKCA pH6OHy1(J'IGHHOBOfI KHCJIOTBI B IAUTOTLIA3MY.

[000117] OrpaHnyeHHBIA ycreX ObUT TOJIBKO B HWACHTH(PUKANMHA aHTHUTEIL,
KOTOPBIE HEWTPANM3yIOT OOJiee YeM OJWH TMOATUI BHpyca rpumma A. J[OmOJHUTENTBHO,
HEOOXOAMMOCTh B HEWUTPANU3ALMM AHTHUTEN, HICHTUPHUIMPOBAHHBIX K HACTOAIEMY
BPEMEHH, SABIAECTCA Y3KOM M HMX AaKTUBHOCTh sBugeTcs Huszkod. Okuno er al
MMMYHH3UPOBanu Mblmed Bupycom rpunma A/Okuda/57 (H2N2) u BbLAECTHIN aHTHTEIO
MOHOKJIOHanbHOe aHtuTeno (C179), koTtopoe CBA3BIBAETCA C KOHCEPBATUBHBIM
KoH(popMarMoHHbIM 3ruTonoM B HA2 u He#itpanmusyeT Bupycsl rpunma A moartunos H2,

H1 u HS rpymmer 1 in vitro u in vivo B kuBoTHBIX Mozaenmsax ((Okuno et al., J. Virol.

67:2552-8, 1993).

[000118] HecMmoTps Ha necATwieTHe UCCIEAOBAHUM, OTCYTCTBYIOT AOCTYITHBIC
Ha PBIHKE AHTUTENA, KOTOPbIE B 3HAYUTEIBHOM CTETIEHW HEUTPATHM3YIOT WM ITOJABIAIOT
WH(EKIUIO BUPyca TPUMTa A WK O0CTa0sIOT 3a00JIeBaHUE, BBI3BIBAEMOE BUPYCOM TPHIINA
A. Takum oOpa3oM, CymiecTBYeT HEOOXOAUMOCTh B HIACHTH()HKAIMH HOBBIX AHTHTET,
KOTOPbIC HEHTPAITU3YIOT HECKOJIBKO TIOJTHITOB BHPYCA TPHIIA A, H HX MOKHO MPHUMEHSTH B
Ka4eCTBE JICKAPCTBEHHBIX MPEMApPaToB Il TPEAYNPSKACHUS WM TEPAUH HWHPCKIHH

BHUPYCOM Tpurma A.

[000119] [TaccuBHYI0O WMMYHOTEpPANHiO I TPO(GHIAKTHKH WA JICUCHUS
WH(PEKIUOHHBIX 3a00JIEBAHUH UCTIONH30BAIA B TEYEHHUE OOJIEe Ye€M CTOJIETHA, KaK MPABHIIO,
B (hopMe KOHBAJIECCIICHTHON YEIOBEYECKOM CHIBOPOTKH, KOTOPASI COAECPKUT BHICOKHE THTPHI
HeuTpamusyromux antutell (Good ef al. 1991; Cancer 68: 1415-1421). B nacTosmee Bpems
MHOJKECTBO OYHMINEHHBIX MOHOKIIOHABHBIX AHTHTE] TPOXOJAT JOKIIMHUYECKHE H

KIMHHUYCCKUC HCCICAOBAHUA AJII NMPUMCHCHHUA B Ka4CCTBC HpOTI/IBOMI/IKpO6HBIX CpECacTB

(Marasco et al. 2007; Nature Biotechnology 25: 1421-1434).

[000120] ABTOPBI HACTOSAIIETO W300PETEHUS OMHCAIA B JAHHOM JOKYMEHTE
TOJTHOCTHIO YEIIOBEYECKUE AHTHTENIA W WX AHTUTCHCBSI3BIBAIOIIHE (PPAarMeHTHI, KOTOPBIE

cenu(pUUecKH CBA3BIBATECS C TEMAITIIOTHHHHOM BHpPyCa TPUNNA W MOIYJTHUPYIOT
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B3aMMOJCHCTBHE BUPYCA IPUIIA C KIETKaMHU-X035i€BaMu. AHTUTENAa K HA rpynmsl 2 Bupyca
rpunma A MoryT cBsa3eBathcsi ¢ HA Bupyca rpumma c BeicOKOM adduHHOCTRIO. B
OTIPE/IETICHHBIX BAPUAHTAX OCYIIECTBICHUS AHTUTENA IO HACTOALIEMY H300PETEHHIO
ONMOKUPYIOT AaHTHUTENA, T/€ AHTHTENa MOTYT CBA3bIBaThcsi ¢ HA Bupyca rpumnma u
ONOKUPOBATH MPUKPETUIEHNE BUPYCA K KIETKE-XO3IHHY H/HIIA €T0 MPOHUKHOBEHHUE B Hee. B
HEKOTOPBIX BapHAHTaX OCYINECTBICHUA OJOKHPYIOIIHWE AaHTUTENAa 10 HACTOAIEMY
M300PETEHUIO MOTYT OJIOKMPOBATH CBA3BIBAHHUE BUPYCA TPHIIIA C KIETKAMH H, KaK TAKOBBIE,
MOTYT MOJABJIATh WM HEWTPAIU30BaTh BUPYCHYIO MHBA3UIO KIIETOK-X035€B. B HEKOTOpBIX
BApPHAHTaX OCYLIECTBICHHS OJOKUPYIOIIUE AHTUTENA MOTYT OBITh IPUMEHHUMBI JIJIS JICYEHUS
CyOBEKTa, CTpasaomero oT HHPEeKIuu BUpycoM rpumnmna. [Ipu BBeACHHUHN HYKJAIOIEMYCs B
3TOM CYOBEKTY aHTUTENIA MOTYT YMEHBINATh Y CYObEKTa HHPHUIMPOBAHUE BUPYCOM, TAKHM
Kak rpumm. X MOYKHO HCIONB30BaTh JJISI YMEHBIIEHHS BHUPYCHBIX HArpy30K y CYOBEKTa.
WX MOXHO NPUMEHATH OTACIBHO WM B Ka4€CTBE BCIIOMOTATEIIBHOM TEpamuu C IPYyTHUMH
TEPATIEBTUYECKAM MOJIEKYJIAMH HJIM CIIOCOOAMH BO3JCUCTBHSA, HW3BECTHBIMH W3 YPOBHA
TEXHUKH, [T JICUEHUS BUPYCHOU MH(pEKIUH. B onpeneneHHbIX BapHaHTaX OCYIIECTBICHHSA
STH AQHTHTEJIA MOTYT CBSI3BIBATHCSA C SMHTONOM B ydacTke cteOms BupycHoro HA. Kpome
TOTO, HACHTH(PHUIUPOBAHHBIC AHTUTENIA MOKHO TPUMEHATh MPOPUIAKTHYECKH (10
WH(HUIMPOBAHUS) I 3aIIMTHl MJICKOTHUTAIOMIETO OT WH(PEKIMH WIIH MOKHO TPHUMEHATH
TEpamneBTHYECKH (TOCTE pPa3BHTHA HHPEKIHMH) IS OOJCTYEHHS paHEe Pa3BHBIICHCS
WH()EKIUH WA 1151 00JIETYeHHS 110 MEHBINEH MepPe OJHOTO CHMIITOMA, aCCOIMUPOBAHHOTO

¢ uHpeKIHeH.

[000121] [lonHOpasmMepHblE  aMHUHOKHCIOTHBIE  ITOCJIEAOBATEIIBHOCTH  JBYX
numocTpatuBHeIx HA Tpymmer 2 Bupyca rpunma A mokaszasbl B GenBank mox HoMepom
noctyma ACF41911.1 (u3 A/Wisconsin/67/X-161/2005 (H3N2), cm. takke SEQ ID NO:
33) u momepom moctyma AAR02640.1 (m3 A/chicken/Netherlands/01/2003 (H7N7) (cm.
taoke SEQ ID NO:34).

[000122] B onpeneneHHpIX BapuaHTax OCYMICCTBICHUSA AHTUTENA 1O
HACTOSIEMY H300PETEHHIO TIONIyY€HBI OT MBIIIEH, WMMYHH3UPOBAHHBIX TEPBHYHBIM
HMMYHOTE€HOM, TaKAM KakK TOJIHOpa3MepHbid HA BHpyca rpumma, WM peKOMOWHAHTHOM
¢dopmoit HA Bupyca rpumma wim ux (parMe€HTaMH C TOCTEAYIOMIEH WMMYHH3aIHeH
BTOPUYHBIM UMMYHOTE€HOM HMJIM UMMYHOTEHETHYECKH aKTHBHBIM (pparmenTom HA BHpyca

rpunmna. B onpenencHHBIX BapHaHTaxX OCYIIECTBICHWS AHTUTENA IOJYYEHBI OT MBIIIEH,
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WMMYHHU3UPOBAHHBIX KOMIIO3UILIMEM Ha OCHOBE BAaKUWHBI MPOTHUB BHUpPYCa TpUMMA C
MOCIIEAyIONIer OyCTEpHOW HWMMYyHH3AI[Ued OAHWUM WM  0oJiee  PEKOMOWHAHTHO

MOTy4YeHHbIMU TienTuaaMu HA.

[000123] B OIIPEIEIIEHHBIX BapUaHTax OCYILECTBIICHUA MBIIIEH
WMMYHH3HpOBau ¢ ucnonb3zoBanueM A/Hong Kong/08/1968 (H3N2), zatem A/Hong
Kong/05/1972-PR8-X36 (H3N2), a 3atem c wucnoms3zoBanuem A/Hong Kong/08/1968
(H3N2). Bcem w™blmaM npoBoauiaH OycTepHYr0 HMMyHu3auuio cmeckio JHK 1:1,
KOJUPYIOLIEH HA U3 A/Wisconsin/67/X-161/2005 (H3N2) "
A/chicken/Netherlands/01/2003 (H7N7).

[000124] MMMyHOTE€H MOXKET MpPEICTAaBIATH COOOM OHMONOTMYECKH AKTHBHBIN
w/umu uMMmyHoreHHbl ¢parmenT HA wmm JIHK Bupyca rpumma, koaupyromui ero
aKTHBHBIA (pparmeHT. @parMeHT MOKET OBITH TIOTYYEH U3 ydacTKa ctedmst 6enmka HA. (Cwu.
Sui et. al., Nature Struct. and Mol. Biol., onyonukoBanusiid online 22 ¢espans 2009 r.;
cTpaHuLsl 1-9).

[000125] OTH MeNTHABI MOKHO MOAU(HUIIMPOBATH AJIS JOOABICHUS HITH 3aMEHBI
OTIPEJIETIEHHBIX OCTATKOB [UUI1 BBEACHHUS METKH MM B LEIAX KOHBIOTHPOBAHHUS C
MOJIeKyJIaMu HocuTes, Takoro kak KLH. Hanpumep, mucTenH MOKHO A00ABIISTH THOO 1O
N-koHiy, m60 1o C-KOHIly TmeNnTHaa, WIH MOXHO J00aBIATh JTHHKEPHYIO
MOCJIEI0BATEIBHOCTD € LENBIO MOTYYECHH NeNTUAA A1 KOHBIOrupoBanus, Hanpumep, KLH

A1 HMMYHHU3alluH.

[000126] Omnpenenennrpie anTuTena K HA rpymmsr 2 Bupyca rpumma A criocoOHbI
CBA3BIBATHCA C HUM M HEMTpAIM30BaTh akTUBHOCT, HA BHpyca rpunmna, Kak OnpeaenaeHo ¢
MOMOINBI0 AHATU30B in Vitro wmi in vivo. CHIoCOOHOCTh AHTHTEN MO HACTOSTIEMY
n300peTeHnI0 CBA3BIBaThCA ¢ HA rpymnmel 2 Bupyca rpunma A ¥ HEHTPATH30BBIBATH €TI0
AKTUBHOCTh, ¥ TEM CAMBIM TIPHKPETUICHUE W/HIA TPOHUKHOBEHHE BUPYCA B KIETKY-X03IHHA
C TOCHEIYIONICH BUPYCHOW WH(EKIMEH, MOKET OBITh M3MEPEHA C MPUMEHEHUEM JFOOOTO
CTaHZAPTHOTO CIOCO0a, M3BECTHOTO CTIEHHAIMCTAM B JAHHOW OOJIACTH, BKIIOYAS AHAH3HI

CBA3bIBAHWA HITH AHAJIN3bl AKTUBHOCTH, KaK OIMHUCAHO B JAHHOM TOKYMCHTC.

[000127] HeorpannumBaromupe WIUIIOCTPATHBHBIE aHANW3BL in Vilro  Joys
HW3MEPEHUS AKTHUBHOCTH CBA3BIBAHWA MPOWLIIOCTPUPOBAHBI B IpPUMEpPEe 3 JaHHOIO

nokymenta. B mpumepe 3 ompeaensii  apGUHHOCTD CBA3BIBAHWS H  KOHCTAHTHI



41

muccoumanmu HA rpynmer 2 Bupyca rpunmna A ana HA rpynmsl 2 Bupyca rpumma A c
MOMOTIBI0 TTOBEPXHOCTHOTO TIJIA3MOHHOTO PE30HAHCA C MCIOJIb30BaHUEM mprOopa Biacore.
B mpumepe 4 ananmm3pl HEUTPATM3AIMHA WCTIONB30BAIH JJIT OTIPEICTCHUS WH(UIHPYIOMIECH
CHOCOOHOCTH PA3IMYHBIX MITAMMOB TPYIIBI 2 BHpyca Tpumma. beuto mokasaHo, 4To B
npuMepe 5 ONpeACNiEHHbIE  aHTUTENAa  ONOCPEAYIOT  KOMIUIEMEHT3ABHCHMYIO
murorokcuuHocTh (CDC), mnmm B mpuMepe 6 ONpEICIIEHHBIE AHTUTENA OMOCPEAYIOT
AHTUTETI03aBUCUMYIO KJIETOYHOOTIOCPEA0BAHHYO LHUTOTOKCHUYHOCTh (ADCC)
WH(UIUPOBAHHBIX BUPYCOM KJIETOK in vitro. Ilpumep 7 AEMOHCTPUPYET, YTO HEKOTOPHIE
aHTHUTENNA MO HACTOALIEMY HM300PETEHHIO CIIOCOOHBI HEMTPAIN30BaTh MH(EKLUIO BHPYCOM

rpumnmna A in vivo.

[000128] AnTHTena, cnenuduynsie kK HA rpynmsl 2 Bupyca rpummna A, MOTYT HE
coAep:KaTh JOMOJHUTEIBHBIX METOK WM (PparMEeHTOB, WIM OHU MOTYT cOAep:kKaTh N-
KOHIEeBbIe MM C-KOHIEBBIE METKY WM (pparmMeHT. B omHOM BapuaHTe OCYIECTBICHHSA
METKa WiId (parMeHT TMpPeacTaBsieT coOoW OwoTWH. B  aHammse CBSA3BIBAHUS IO
PACTIONIOKEHUIO METKH (€CITH OHA MPHUCYTCTBYET) MOYKHO OTIPEAEITUTh OPUEHTALHMIO TTENTHIA
[0 OTHOIIEHUIO K MOBEPXHOCTH, C KOTOPOH cBA3aH nentua. Hampumep, ecnu moBepxXHOCTH
MOKPHITa aBHAUHOM, TO TIENTHJ, COACPKAIUH N-KOHIIEBOW OHOTHH, OyJIeT OPHEHTHPOBAH
TakuM 00pazom, uyto C-KOHIEBas YacTh TMENTHAA OyAET PACIOJIOKEHA TUCTAIBHO TIO
OTHOINIEHWIO K TIOBEPXHOCTH. B O0JHOM BapuWaHTe OCYHICCTBIIEHHUS METKAa MOXKET
MPEICTABIAATh COOOH paTHOHYKIHI, (PIryopeceHTHBIH KpacuTenms wid MPT-BeiaBiaseMyto
METKy. B ompeneneHHbIX BapwaHTaX OCYIIECTBICHHS TAKHE MEUEHBIE AHTHTENA MOKHO
WUCTIONB30BaTh B JUATHOCTHYECKUX HCCIIEAOBAHUAX, B TOM YHCJIE B JHATHOCTHYECKUX

HCCIIETOBAHMAX C BU3YyAIH3ALUCH.
AHTUreHcBsi3bIBaOLIHe GparMeHTbl AHTUTEN

[000129] Ecnm KOHKpETHO HE YKa3aHO HWHOE, TO TEPMHUH «AHTHUTEIOM,
WCTIONB3YEMBIM B JAHHOM JOKYMEHTE, CIEAYyeT TMOHUMATh KaK OXBATHIBAIOIHA MOJIECKYJIIBI
AHTHTEN, KOTOPBIE COAEPIKAT BE TSHKETBIE IEMMA UMMYHOTJIOOYJTMHOB H JIBE JIETKHE TN
AMMYHOTJIOOYTHHOB  (T. €.  MONHBIE  MOJIEKYJBI ~ AaHTHUTED»), a TakKe HX
AHTUTEHCBS3BIBAIOMNE (parMeHThl. TepMUHBI «aHTUTEHCBA3BIBAIOIIAS YaCTh» AHTHTEINA,
«aHTUTEHCBA3BIBAIOIINH (PparMeHT) aHTUTENA U T. T1., UCTIOb3yEMbIE B JAHHOM JOKYMEHTE,
BKITIOYAIOT JIFOOOW BCTPEYAIOIMUKCS B TPHPOJE, TONYYECHHBIH (PEPMEHTATHBHBIM ITyTEM,

CHHTETHYECCKHUH HJIM T€HETHUYCCKHU CKOHCTPYI/IPOBaHHEJﬁ IDOMUMNEITUHA WUITW TIIUKOIMPOTCHUH,
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KOTOPBIN CTIEIIM(PUIECKA CBA3BIBAECTCS C AaHTUTEHOM C 00pa30BaHHUEM KOMIUIEKCA. TepMUHBI
«AHTUTEHCBA3BIBAIOIIUHN (PParMEHT)» AHTUTENA WIH «(PparMeHT aHTHTETA», UCTIOIb3YEMBIE B
JAHHOM JOKYMEHTE, OTHOCATCI K OJHOMY WM Oojee (pparMeHTamM aHTHUTENA, KOTOPHIE
COXPAaHAIT COCOOHOCTH crielu(uIecKn cBA3bBaThesa ¢ HA rpymmer 2 Bupyca rpunma A.
@parMeHT aHTHTENa MOXKET BKmouyath Fab-¢parment, F(ab'):-dpparment, Fv-¢parmenr,
dAb-¢parment, ¢pparment, conepskamuii CDR, umu Beigenennsiii CDR. B onpenenenupix
BAPHAHTAX OCYIIECTBICHUA TEPMUH «AHTUTCHCBA3BIBAIOIIUN (PparMeHT» OTHOCHTCA K
(parMeHTy MONMIENTHAA WA €T0 MOJUCTICIM(PHUIECKON aHTUTEHCBA3BIBAIOIIEH MOJIEKYIIE.
AHTHUTEHCBA3BIBAIONIME (PPArMEHTHl AHTUTENA MOTYT OBITh TIONYYEHBI, HANpUMeEp, W3
MOJIEKYJI TIOJTHBIX AHTUTEN C TIOMOIIBIO JTFOOBIX MOAXOJANIMX CTAHIAPTHBIX METOJUK, TAKUX
KaK TPOTEOJUTHYECKOE PACLICIUICHHE WJIM PEKOMOMHAHTHBIE TEXHOJIOTMHM TE€HHOM
WHKEHEPUH, BKIMOYaromue Manumymuposanue ¢ JIHK, xomupyromed BapuaOenbHble |
(HEe00sA3aTENTbHO) KOHCTAHTHBIE JOMEHBI AHTUTENA, M OCYIIECTBIICHHE €€ dKCIpeccHu. Takas
JIHK wm3BecTHa wW/WIM II€TKOAOCTYIHA, HAanpumep, W3 KOMMEPUYECKHX HCTOYHHUKOB,
ouommotexk JIHK (Brmouas, nanpumep, paroBpie OMOIMOTEKH aHTUTEIT), HITH MOKET OBITH
cunre3upoBana. JJHK MoxHO cexkBeHMpOBaTh M C HEM MOKHO IPOBOJMTH XUMHYECKUE
MaHUMYJIAIAA HIH MAHHITYJSIAA C TPHMEHEHHEM METOJHMK MOJEKYIIIPHOH OHOJIOTHH,
HanpUMEP, U PACIIONIOKEHHUS OJHOTO WM Oojiee BapHaOeIbHBIX W/HIM KOHCTAHTHBIX
JOMEHOB B TOAXOMAIIYI0 KOH(MHTYPAIMIO WKW I BBEACHHA KOJOHOB, BKIFOUYCHHS

OCTATKOB IIUCTEWHA, MOIU(HUKAINH, TOOABIICHHS WIH YAAICHHS AMHHOKHUCIIOT H T. JI.

[000130] HeorpanwumBaroniue npHMEpPhl AHTUTEHCBSA3BIBAIONIMX (DPArMEHTOB
BkmovaroT (1) Fab-parmentsr; (i1) F(ab')2-pparmentsr; (ii1) Fd-pparments:; (iv) Fv-
¢parmentsr;, (v) omsouenodeuHsie Monekyiasl Fv (scFv); (vi) dAb-pparmenter u (vii)
MUHUMAJIbHBIE PACMIO3HAIONINE €IWHHUIBL, COCTOANIHE W3 AMHWHOKHCIIOTHBIX OCTAaTKOB,
KOTOPBIE UMHUTHPYIOT THIIEPBAPHAOCITBHBIA YYaCTOK aHTHTENa (Hanpumep, BBIACICHHBIH
OTIpeIeNA0MMNA  KoMITIeMeHTapHOCTh ydacTok (CDR), takoit kak mentua CDR3) wm
orpanuueHHbiil nentux FR3-CDR3-FR4. Jlpyrue CKOHCTPYHUPOBAaHHBIE MOJIEKYJIbI, TAKHUE
KaK JOMEHCTIeU(pUIEeCKHEe AHTHUTENA, OJHOJOMEHHBIE AHTHTENA, AHTUTENA C YJAJICHHBIM
AoMeHOM, XxuMepHble anTuTena, CDR-nipuBUTHIE aHTHTENA, AMATENa, TPHATENA, TETPATENA,
MUHHUTENA, HAHOTENa (Hanpumep, MOHOBAIICHTHBIE AHTHTENA, OMBAJICHTHBIE AHTHTENA H
T. 1I.), AMMYHO()apMAaLlEeBTUYECKHUE TPEMApaThl HA OCHOBE MOIYJIFHOTO O€ka HeOONBIIOTO

pasmepa (SMIP) u Bapuabensubie noMeHbl [gNAR axyIbl, Takke BKITIOYEHBI B BRIPAKCHHE
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((aHTI/IFCHCBHSBIBaIOH_[I/Iﬁ Q)parMeHT», HUCTIOJIBb3YEMOC B TAHHOM JOKYMCHTC.

[000131] AHTUTEHCBS3BIBAIOMINN (PPAarMEHT aHTHTETIA OOBIYHO OYJET COMEPKATh
M0 MEHBIIEH MEpe OJWH BapuaOeNbHBIM MOMEH. BapwaOenpHBI TOMEH MOMKET OBITH
ar000TO pasMepa WM aMHUHOKHCIIOTHOTO COCTaBa M OyJET, Kak MPaBHIIO, COJAEPKATh IO
MmeHbinend mepe oauH CDR, k0TOpBIN HaXOAUTCA B paMKe CUMTBHIBAHHA C OJHOM WM OoJee
KApKaCHBIMU IIOCJIEIOBATEIIBHOCTAM HJIM MPWIETaeT K HEW. B  aHTUreHCBA3BIBAONIMX
(¢parMeHTax, UMEIOIMUX TOMEH VH, CBA3AHHBIA C TOMEHOM VL, JOMEHBI VH U VL MOTYT
pacmonaraTbCcs OTHOCHTEIBHO JAPYT Apyra B JOOOM moaxoxaameM mopsaake. Hampumep,
BapHaOENbHBIN YYaCTOK MOXKET OBITh JUMEPHBIM M COAEPXKaTh AUMEPBI VH-VH, VH-VL nnn
VL-VL. B kadecTBe anbTepHATUBBI AHTHUTCHCBA3BIBAIONIMM ()PArMEHT AHTUTENA MOXKET

COJIEp’KaTh MOHOMEPHBIN VH- UK VL-JOMEH.

[000132] B omnpeneneHHbIX BapHaHTaxX OCYIIECTBICHUS AHTUTCHCBS3BIBAIOIIMM
(parMeHT aHTUTENA MOXKET COJAEPKATh MO MEHBIIEH Mepe OJUH BapHAOCIIbHBIA JTOMEH,
KOBQJIEHTHO CBA3aHHBIH C 10 MEHBUIEM Mepe OJHHUM KOHCTAHTHBIM JOMEHOM.
HeorpannumBaronie WIUTFOCTPATUBHBIE KOH(HUIYpalluu BapHAaOENbHBIX W KOHCTAHTHBIX
JOMEHOB, KOTOPbIE MOYKHO OOHAPY)KHTh B aHTHTCHCBA3BIBAIOIIEM (pparMeHTe aHTUTENA TIO
HacToAmeMy u3o0perennto, BKmovaroT: (1) Vu-Cul, (i1) Vu-Cu2, (ii1) Vu-Cs3, (iv) Vu-Cul-
Cu2, (v) Va-Cul-Cu2-Cu3, (vi) Vu-Cu2-Cu3, (vil) Vu-Cr, (viil) Vi-Cul, (ix) Vi-Ch2, (X)
Vi-Cu3, (xi) VL-Cul-Cu2, (xi1) Vp-Cul-Cu2-Cu3, (xiii) Vi-Cu2-Cu3 m (xiv) Vi-Cr. B
000 KOH(Hrypanuu BapuaOCIbHBIX M KOHCTAHTHBIX JTOMEHOB, B TOM YHCJIE JTFOOBIX
WJUTIOCTPATUBHBIX KOH(HUTYpAIMAX, W3IOKEHHBIX BBIIIE, BapHAOCITbHBIE W KOHCTAHTHBIC
JOMEHBI MOTYT OBITH JTHOO HETIOCPEACTBEHHO CBA3AHBI APYT C JPYTOM, JTHOO MOTYT OBITh
CBSI3aHBI C TIOMOINBIO IIETIOTO IMAPHUPHOTO WK JHMHKEPHOTO YYacTKa HWIIM €r0 YacTH.
[[TapHUpPHBINA y4aCTOK MOJKET COCTOSITh W3 TO0 MEHbIIeH mepe 2 (Hanpumep, 5, 10, 15, 20,
40, 60 wmm OONBIIE) AMHHOKHCIIOT, KOTOPHIE OOECTIEYHBAIOT OOPAa30BAHHUE THOKOW HITH
MOJTYTHOKOW CBSI3H MEKIY CMEKHBIMH BapHaOETbHBIMH W/WJIH KOHCTAHTHBIMHU JOMEHAMH B
OJHOM MOJIEKyJie mojmnentuaa. KpoMe Toro, aHTHTEHCBI3BIBAIOIIMNA (PparMEeHT aHTUTENA
MO0 HACTOSMIEMY H300PETEHHIO MOJKET COJEPIKAaTh TOMOJHMMED WM TeTepoauMep (WiH
APyTOM MyIBTHMEP) W3 JIOOBIX KOH(QUTYpAIMid BapHaOETbHBIX W KOHCTAHTHBIX JOMEHOB,
W3TIOKEHHBIX BBIIIEC, B HEKOBAJIEHTHOW aCCOLMAIMM IPYT C APYrOM W/HIH C OJHHM HITH
0oylee MOHOMEPHBIMU TOMEHAMU VH WiH VL (nanpumep, ¢ TOMOIIBIO THCYTb(OUIHON(-bIX)

CBSI3U(-€H)).
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[000133] Kak w B cioywae ¢ TONHBIMH — MOJIEKYJAMH  QHTHTEN
AHTUTCHCBA3BIBAIOIIME  (PParMEHTBI  MOTYT  OBITh ~ MOHOCHEIM(PHUYECKHMH  HIIH
noyucnenupuueckumu  (nanpumep, oucTeU(pUIECKIUMH). [Nomacnermdrueckuit
AHTUTCHCBS3BIBAIOMINN (PPArMEHT aHTUTENA OYJET, KaK NMPABHIIO, COAEPKATh TIO0 MEHBIIEH
MEpe Ba PA3NUYHBIX BApHAOETBHBIX TOMEHA, I/I€ KOKIABIH BApHAOEIbHBIN JOMEH CITOCOOCH
crenM(pUUIECKH CBA3BIBATHCS C OTACIBHBIM AHTHUTEHOM WM C JAPYTHM 3IHUTONOM TOTO JKE
antureHa. Jlrooow ¢opmar monucnenuPUUECKUX aHTUTEA, B TOM 4Hcie (opmaTsl
WUTIOCTPATUBHBIX OHUCTIEITU(UIECKUX AHTUTEN, PACKPBITBIX B JAHHOM JOKYMEHTE, MOTYT
OBITh aJaNTUPOBAHbBI I NMPUMEHEHUS B KOHTEKCTE AHTUTECHCBA3BIBAIOIIETO (PparMeHTa
aHTUTENA 10 HACTOALIEMY HM300PETEHHIO C MOMOIIBI0 CTAHAAPTHBIX METOIMK, JOCTYITHBIX

W3 YPOBHS TEXHHUKH.
IHony4yeHue yenoBeUeCKUX AHTUTEJI

[000134] CrocoObI CO3MaHMA YEIIOBEUYECKUX AHTHUTEN Y TPAHCTECHHBIX MBIIIEH
W3BECTHBI U3 YPOBHSA TEXHHMKH. J[FOOble TaKkue WM3BECTHBIE CHOCOOBI MOXKHO NPHMEHATH B
KOHTEKCTE HACTOSIIETO H300PETCHUS AN TONyYEHHs YETIOBEYECKHX AHTHUTEN, KOTOPHIE
cnerupuyecky cBa3biBaroTcs ¢ HA rpynmsr 2 Bupyca rpumma A. UMMyHOTEH, COaepsKammui
MF000€ M3 HIDKECIEAYIOIUX, MOYKHO TMTPUMEHATH I TIOMy4YeHus aHTuTen K HA rpymmsr 2
BUpYyca rpumma A. B onpeneneHHbIX BApUAHTaX OCYLIECTBJICHHUS AHTUTENA MO HACTOALIEMY
HW300PETEHUIO TIOMYYEHBI OT MBIIIEH, HMMYHH3UPOBAHHBIX TMOJTHOPA3MEPHBIM HATHBHBIM
HA rpynmer 2 Bupyca rpunma A (cMm., HapuMep, Homepa noctymna B GenBank ACF41911.1
i AAR02640.1), iy >KUBBIM aTTEHYHPOBAHHBIM HITH HHAKTHBHPOBAHHBIM BUPYCOM, HITH
JHK, xomupyromeii 6emok unmm ero ¢pparmeHT. B kauectBe amprepHaTuBel HA Tpymmer 2
BUpyca rpumma A WM ero (parMeHT MOYKHO TOJy4aTh ¢ NMPUMEHEHHEM CTaHAAPTHBIX
OMOXMMUYECKHX TEXHOJOTHH, a Takke MOAW(PHUIMPOBATh W TIPHUMEHATh B KA4eCTBE
WMMYHOT€Ha. B 0THOM BapHaHTe OCYMIECTBICHHA UMMYHOTEH MOKET MPEACTABIATh COOOM
PEKOMOWHAHTHO TOTy4YeHHBIN Oenok HA rpymmsl 2 Bupyca rpurnma A wim ero ¢pparmesnT. B
OTIPE/IETICHHBIX BapPHAHTAX OCYIIECTBIIEHUS HACTOSIMIETO M300PETEHUS UMMYHOT€H MOJKET
MPEICTABIAAITh COOOM BaKIMHY NPOTHB BHUpyca Tpunma. B ompeneneHHBIX BapHaHTaxX
OCYIIECTBJICHHAA MO’KHO BBOJMTH OJHY WM Oojee OycTepPHBIX HHBEKIMU. B ompeneneHHbIX
BAPHAHTaX OCYIIECTBICHHUA OYCTEpHbIE HHBEKIMH MOTYT COAEPKaTh OJWH WM Oojee
BUPYCOB TpHUIINA HWIH TEMArrTIOTHHUHOB, MONYYEHHBIX M3 3THUX IOTAMMOB, HalpUMED,

A/Hong Kong/08/1968 (H3N2) ¢ mocnexyromum A/Hong Kong/05/1972-PR8-X36 (H3N2),
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a 3arem ¢ A/Hong Kong/08/1968 (H3N2). Bcem wmbmmam mpoBOAHIN OYCTEPHYFO
nvmmyHm3zanuio cmecbrio JIHK 1:1, xommpyromest HA u3 A/Wisconsin/67/X-161/2005
(H3N2) = A/chicken/Netherlands/01/2003 (H7N7). B ompeneneHHbIX BapuaHTax
OCYIIECTBICHUA OyCTEpHBIE HMHBEKIMM MOTYT COAEp)KaTh cMmech 1:1 mTamMMoB BHpyca
rpunma wid cmech 1:1 remMarrmroTHHUHOB, NOJNYYEeHHBIX M3 mTamMmMoB uinu JIHK,
kogupyrouied HA. B omnpeneneHHbIX BapHaHTaX OCYIIECTBICHUS HWMMYHOTEH MOKET
MPEICTABIATh cOO00M pexkoMOMHAHTHBIM menTtug HA Bupyca rpumma, 3KCIpecCHpyeMbIH B
E. coli umu B Ipyrux 3yKapUOTHYECKUX KIIETKAX MIIM KIIETKAX MJIEKOITUTAIOINX, TAKUX KaK

KIIETKH sMYHUKA kuTaiickoro xomska (CHO) wmm ero Bupyc rpunma.

[000135] C mnomompto TexHonorud VELOCIMMUNE™  (cm., Hampumep,
US 6596541, Regeneron Pharmaceuticals, VELOCIMMUNE®) wnu moGoro apyroro
W3BECTHOTO CI0CO0a CO3MaHUS MOHOKIIOHAJBHBIX AHTHTENl TMEPBOHAYAIBGHO BBIICIAIOT
BbIcOKOA()(pUHHBIE XMMEpHBbIE aHTHTeNa K HA rpymmer 2 Bupyca rpumma A, UMEIOIIHE
YeNIOBEYECKUH BapHAOEIIbHBIA YYaCTOK M MBIIIMHBIH KOHCTAHTHBIA YYacTOK. TeXHOIIOTHS
VELOCIMMUNE® npeaycMaTpuBaceT MOJIY4YEHHUE TPAHCTEHHOW MBIIIH, UMEIOIIEH T€HOM,
COACPKAIIMM YEJIOBEUECKHE BapHaOEIbHbIE YYACTKH TSDKENBIX M JIETKUX —LIETeH,
(PYHKIIMOHAITBHO CBSI3aHHBIE C YHIOTEHHBIMHU JIOKYCAMH MBIIIMHBIX KOHCTAHTHBIX YYaCTKOB,
3a CYET YE€ro MbIb B OTBET HA CTUMYJHALMIO AHTHUTEHOM MPOXYLHUPYET AHTHUTETO,
coAepsKalee YeIOBEYeCKHH BaApUAOETBHBIA YYaCTOK W MBIIIUHBIA KOHCTAHTHBIM yYacTOK.
JIHK, xomupyromyro BapuaOeNbHbIE YYacCTKH TSDKEIBIX W JIETKHX LENeH AaHTHTENa,
BBIICTIAIOT W OCYIIECTBISIOT (yHKIMOHANbHOEe cBsa3piBanue ¢ JIHK, xomupyromei
YEJIOBEYEeCKHE KOHCTAHTHBIE YYACTKH TSHKEIIONM M JIETKOW Iemned. 3areM 00ecredHBaroT
skcnpeccuto JIHK B keTke, CIMOCOOHOW SKCIPECCHPOBATH TMOTHOCTBIO YEIIOBEYECKOE

AHTHUTCIIO.

[000136] Kaxk mpasuno, B mpime VELOCIMMUNE® BBOAAT MpeaCTaBIIAIONIHN
WHTEPEC AaHTUTEH, W W3 MBIIIEH, KOTOPBIE JSKCIPECCHPYIOT AaHTUTENA, BBIACIIOT
muMpaTtnyeckue KIeTKH (Takue Kak B-xnerkwm). JluMmdarndyeckue KIETKH MOMKHO
MOJBEPTHYTh  CIMAHHUIO C  JIMHAEH  MHEJIOMHBIX  KJIETOK €  TIOMy4YEHHEM
WMMOPTAM3UPOBAHHBIX JIHHUW KJIETOK THOPHIOMBI, W TAKHE JHHHH KIETOK THOPHIOMBI
MOJIBEPTAIOT CKPHUHHUHTY W OTOMPAIOT IS WACHTU(UKALWH JIMHUH KIETOK THOPHUIOMBL,
KOTOPBIE TPOAYLHUPYIOT AHTHTENA, CIeOu(UYeCKHe K TMPEACTABIIIOMEMY HHTEPEC

antureny. JIHK, komupyromyro BapuaGenbHbIe YYaCTKH TDKETIOW LEMHA W JIETKOW IIETICH,
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MOJKHO BBIIETISITh M CBA3BIBATH C KOHCTAHTHBIMHU YYaCTKaAMH TPEOYEMbIX H30THIIOB TSDKETIOH
LENW | JIETKOU 1ienieil. Tako#l Oemok aHTHUTEIa MOMKET MPOTYIUPOBATHCA B KIIETKE, TAKOH
kak kinetka CHO. B kavectse anprepHarusbl JIHK, xonupyronryro aHTHreHCTIEMU(pUIECKIE
XUMEpPHBIE AHTHUTENA WX BapHaOelbHbIE IOMEHBI JIETKOM M THKEIOW WEMNe, MOMKHO

BbIACTATH HCTIOCPCACTBCHHO U3 aHTI/IFeHCHeI_II/I(l)I/I‘Ie()KHX J'[I/IM(l)OI_[I/ITOB.

[000137] [lepBoHaUambHO BBIIEIAIOT BBICOKOA(D(HUHHBIE XUMEPHBIE AHTUTENA,
HMEIOIINE YEeIOBEUECKHI BapHAOEIbHBIN YIACTOK U MBIIIUHBIA KOHCTAHTHBIM ydacTok. Kak
MOKA3aHO B IPUBEACHHOM HIJKE DKCIIEPUMEHTAIILHOM Pa3Jelle, AaHTUTENIA XapaKTEPU3YIOT U
OTOMpPAlOT B  OTHOIIEHUH TPeOYEeMBIX XapPaKTEPUCTHK, BKMoYas adPUHHOCTS,
CEJIEKTUBHOCTD, STUTOI U T. JI. MBIIINHbBIE KOHCTAHTHBIE YYACTKH 3aMEHSIOT Ha TPeOyeMble
YEJIOBEYECKHE KOHCTAHTHBIE YYAaCTKH C IOIYYEHUEM MOTHOCTHIO YEI0BEUYECKOrO aHTHUTENA
M0 HACTOSIIEMY W300PETEHHIO, HANPUMEpP, JUKOrO THMa WK Moauduuuposanueie [gG1
i [gG4. XoTs 0TOOpaHHbIM KOHCTAHTHBIM YYaCTOK MOJKET BAPbUPOBATHCA B 3aBUCUMOCTH
OT KOHKPETHOTO MPUMEHEHHS, XapaAKTEPUCTUKH, 3aKITFOYAIONIHECA B BEICOKOU ah(PUHHOCTH

CBSI3BIBAHUS AHTUTEHA WK CTICHH()HIHOCTH K MUIIEHH, TTPHCYIIHA BAPHAOCITBHOMY YYACTKY.
BuoJsiornyeckue 3XBUBAJIEHTDI

[000138] AnTtutena k HA rpymmet 2 Bupyca rpunma A u pparMeHTHI aHTHTEN TI0
HACTOALIEMY HU300PETEHHIO OXBAaThIBAIOT Oenmku C AMUHOKHUCJIOTHBIMU
MOCTIEI0OBATEIBHOCTAMHY, KOTOPBIE OTIMYAKOTCS OT IOCIEA0BATEIBHOCTEH ONUCAHHBIX
AHTHUTEN, OJHAKO KOTOPBIE COXPAHSIIOT CTOCOOHOCTH CBsA3bIBAaTH HA BHpyca rpumma A.
Takue BapuaHTBI aHTUTEN W (PATMEHTOB AHTHUTEN COACP)KAT OJHO WM OOJiee U3
n00aBICHUM, JENelMH WIW 3aMEH AaMHUHOKHCIOT TIPM CPaBHEHHM C HCXOJHOM
MOCJIE0BATEIPHOCTBIO, OJHAKO TMPOSBIAIOT OHOIOTHYECKYI0O AaKTHBHOCTb, KOTOpas
MPAKTHYECKHA SKBUBAJICHTHA AKTUBHOCTH OIMMCAHHBIX AHTHUTEN. AHAJOTHYHBIM 00pa3oM,
nocnenoBatenmpHocTh JIHK, kommpyromue aHTHTENNO MO HACTOAIMEMY HW300PETEHHIO,
OXBAaThIBAIOT IIOCIIEAOBATEIIBHOCTH, KOTOPBIE COAECPKAT OJHO MM HECKOJIBKO U3
n00aBICHUM, JENelMi WM 3aMEH HYKICOTHIOB IIPH CPAaBHEHHM C PACKPBITOM
MOCTIETOBATEIFHOCTEIO, HO KOTOPBIE KOJUPYIOT AHTHTENO WM (parMeHT aHTHTENA,
KOTOPBIE TIO CYTH SABIIAIOTCA OHONIOTHYECKHUMH >KBHBAJICHTAMH AHTHUTENA WK (parMeHTa

AHTHTENA TI0 HACTOAIIEMY H300PETEHHIO.

[000139] JlBa AHTUTEHCBA3BIBAIOIIMX OCNKAa WA AHTUTENA CUYUTAFOTCS
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OHOIOTHIECKUMH SKBUBAJIICHTAMH, €CJIH, HAIPUMEP, OHU SBIAIOTCA (papMarieBTHUECKUMU
SKBUBAJICHTAMH WIH (PapMalleBTHYECKUMH aTbTEPHATHBAMH, CKOPOCTh H/HIM CTETICHb
MOTJIONICHUS KOTOPBIX 3HAYUTEIILHO HE OTIIMYAXOTCS MPU BBEJCHUH OJHHAKOBOM MOJISIPHOU
7036l B CXOAHBIX YKCIIEPUMEHTAIBHBIX YCIOBUAX B CIIy4ae JIMOO OJHOKPATHOM J03BI, JTHOO
MHOKECTBA 103. Hekoropeie aHtuTena OyAyT CUMTATBCA OSKBUBAJICHTAMH WIIH
(apManeBTUYECKUMH aJbTEPHATHUBAMH, €CIIM OHHM OSKBHBAJIECHTHBI B CTENEHH MX
NOTJIOIICHUS,, HO HE B CKOPOCTH HWX TMOIJIOIIEHHA, M BCE €IE MOTYT CUUTAThCA
OMOJIOTUYECKH SKBUBAJICHTHBIMHU, TOCKOJIbBKY TaKHE Pa3IH4Yds B CKOPOCTH MOTJIOIICHUA
NPEAYCMOTPEHBI U OTPAKEHBI NPH BBEJCHHUM METKH, HE SBIMIIOTCA CYIIECTBEHHBIMM JJIA
JOCTIKEHUS B opraHuzMe 3((EeKTHBHBIX KOHICHTPALMHA JIEKAPCTBEHHOTO CPEACTBA,
Hanpumep, TPH JUIATCIBHOM TPUMEHEHHMHM, M CUMTAIOTCA HECYLICCTBEHHBIMH C

MEIULMHCKON TOYKH 3PEHHA B CIy4ac KOHKPETHOTO HCCIEAYEMOTO JIEKAPCTBEHHOIO
MPOJYKTA.
[000140] B ogHOM BapHaHTE OCYHIECTBIIEHHS [1BA AHTUTEHCBI3BIBAIOIIMX O€lKa

SBJISIFOTCS OHMOJIOTHYECKHMH OKBHBAJICHTaAMH, €CJIM OTCYTCTBYHOT KIIMHHUYCCKH 3HAYHUMBIC

pas3siiiviuAga B UX 66301’IaCHOCTI/I, YUCTOTE UIIH AKTUBHOCTH.

[000141] B oaHOM BapuaHTEe OCYIIECTBIICHHS JBa aHTUTCHCBSA3BIBAIOIINX O€ITKa
ABIIIOTCS OWOJIOTHYECKUMH JKBUBAJICHTAMH, €CIIM OJWH WM OoJjiee pa3 MOKET OBITh
OCYIIECTBJIEH TEPEXOA C OJTAJTOHHOTO TPOAYKTa HAa OWOIIOTHYECKHH TPOAYKT 0e3
OKH/IAEMOTO YBEJMYEHUS pPHCKa TMOOOYHBIX 3((EeKTOB, B TOM YHCIIE KIHHHYECKH
3HAYMMOTO WM3MEHEHHS WMMYHOTCHHOCTH WJIH YMEHBIIEHHOW 3(QQEeKTUBHOCTH, TIO

CPAaBHEHHIO C JTUTEIIBHON Teparuel 03 TAaKOTO Mepexoa.

[000142] B omHOM BapuaHTe OCYIIECTBIIEHHUS IBA AHTHUTCHCBSI3BIBAIOIIUX OCITKa
SBIIAFOTCS. OMOJIOTHYECKAMHU SKBHBAJICHTAMH, €CJTH OHU 00a JEHCTBYIOT COTJIACHO 00mmeMy
MEXaHU3MY WM MEXaHHU3MaM JICMCTBHA MO OTHOIICHUIO K YCIOBHIO HIIH YCIOBHIM

OPpUMCHCHUA, B TOM O6’B€Me, B KOTOPOM TaKHWC MCXaHHU3Mbl H3BCCTHDI.

[000143] buonornyeckyro 3KBUBAJCHTHOCTh MOKHO BBIIBUTH C TOMOIIBIO
cTI0cO00B in Vivo w/unw in vitro. I3mepeHns OMOJIOTHIECKON SKBHBAJICHTHOCTH BKITFOYAIOT,
nanpumep, (a) TeCT in Vivo y IIHOAEH WM JAPYTHX MIEKONMHUTAIUX, B KOTOPOM
KOHIICHTPAIIMIO AHTUTENA WM €r0 METAOOIMTOB HM3MEPSAIOT B KPOBH, IUIa3ME KPOBH,

CBIBOPOTKE KPOBH HITH APYTHUX OHOIOTHYECKHUX KHUIKOCTIX B 3aBUCUMOCTH OT BpeMeHH; (b)
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TECT in Vitro, KOTOPBIA KOPPETUPOBAT C TAHHBIMH OHOJIOTHYECKOW MOCTYITHOCTH i ViVo 'y
YenoBeKa W JOCTATOYHO TPOTHO3WPOBAN WX; (C) TeCT in Vivo y TOAEH W JPYTruX
MJICKOTIMTAOIINX, Y KOTOPBIX COOTBETCTBYIOIMUW PaHHHUH (hapMaKOIOTHUECKHi 3(]dekT
aHTUTeNna (WM €ro MUIICHHW) H3MEPSIOT B 3aBUCHMOCTH OT BpeMmenw; u (d) ctporo
KOHTPOJIMPYEMOE KIMHUYECKOE HCIBITAHUE, B KOTOPOM YCTAHABIUBAIOT OE301MAaCHOCTS,
3¢p(PEeKTUBHOCTh, WKW  OHOJOTHYECKYI0  JOCTYMHOCTh,  HWIH  OHWOJOTHYECKYIO

OKBHBAJICHTHOCTDb aHTUTCJIA.

[000144] buonoruyeckue SKBUBAJICHTHI AHTUTEN 110 HACTOSIIEMY H300PETEHHUIO
MOKHO KOHCTPYHMPOBaTh C MOMOIIBIO, HAMPHUMEDP, CO3/JaHUSA PA3JMYHBIX 3aMEH OCTATKOB
WJIH TIOCTIEA0BATEIIBHOCTEN WU ACIETUPOBAHUS KOHLIEBBIX WJIM BHYTPEHHUX OCTATKOB WIIH
MOCTICIOBATEIIFHOCTEH, KOTOPBIE HE SBIIIOTCA HEOOXOAHUMBIMH T  OHOJIOTHYECKOM
akTUBHOCTH. Hampumep, ocTaTku ULUCTEHHA, HE SABIAIOMMECT 3HAYUMBIMHM  JJIA
OHOJIOTHYECKOW AKTHBHOCTH, MOKHO TOJBEPTHYTH JEIEIUH WM 3aMEHUTh Ha JPYTHE
AMHHOKHCIIOTBI  JUI1  IPEAYNPEKIACHUA 00pa3oBaHUsA HEKEIIATENIbHBIX WU
HECOOTBETCTBYIONIMX BHYTPHUMOJICKYJIAPHBIX JHCYIH(OHUIHBIX MOCTHKOB TIPH PEHATYPAIHH.
B npyrux curyanmsx OHOJOTHYECKH SKBHBAJICHTHBIE AHTHUTENIA MOTYT BKIIFOYATh BAPUAHTHI
AQHTUTENI, COACP)KANIHE AMHHOKHCIOTHBIE HW3MEHEHHWS, KOTOPbIE MOJU(MDHIMPYIOT
XapaKTEPUCTUKUA  TIIMKO3WJIMPOBAHHS  AHTUTEN,  Hanpumep, MyTalMH, KOTOPbBIE

00ECTIeUNBAIOT YCTPAHEHUE WITH YIAICHUE TITHKO3HITAPOBAHUS.
AnTHuTena k HA Bupyca rpunna. AHTHTeNa, cogep:kamue Fc-BapuaHThI

[000145] B cooTBETCTBMM C ONpPEACICHHBIMH BapUaHTAMH OCYIIECTBICHHS
HACTOSTIETO W300pETeHHs MPeayCMOTpeHa aHTuTena Kk HA rpymmer 2 Bupyca rpumma A,
copepkamue Fc-moMeH, KOTOPBIM COAEP)KHAT OJHY WM OoJiee MyTallid, KOTOPBIE
VCUIIMBAIOT WM OCJIA0JIAIOT CBA3bIBaHWE aHTHTeNna ¢ FcRn-pemenmropom, manpumep, mpu
kuciiom pH mo cpaBHeHuto ¢ HeWrtpampHbIM pH. Hampumep, HacTosmee H300peTeHHE
BKIo4YaeT aHtutena k HA Bupyca rpumnma, coaepkamue myTtaiuio B Cu2- nimn Cy3-yyacTke
Fc-nomena, rme mytamusa(-u) odecrieunBaeT(-t0T) moBbimenue adpdurHOoCcTH Fe-moMeHa k
FcRn B xucnoit cpene (nanpumep, B 3a0CcOME, TAe pH BappupyeTcs OT MPHOTUIUTETHHO
5,5 mo mpuOmmsutenbHO 6,0). Pe3ympraToM TakMX MyTalMii MOKET OBITh YBEITHYCHHE
NepUoja TOMYKU3HH AaHTUTENA B CHIBOPOTKE KPOBH NPH BBEACHUH >KHUBOTHOMY.
HeorpannumBaromue mipumMepsl Takux Moampukammii Fc  BrmouaroT, uanpumep,

Mo ubuKanuio B monoskernu 250 (Hanpumep, E wm Q); 250 u 428 (wanpumep, L wmu F);
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252 (mammpumep, L/Y/F/W umm T), 254 (manpumep, S wmu T) u 256 (manpumep, S/R/Q/E/D
nmu T), nm moaudukarwro B nonoxernu 428 w/umm 433 (manpumep, H/L/R/S/P/Q nmu K),
w/unmn 434 (nanpumep, A, W, H, F umm Y [N434A, N434W, N434H, N434F umua N434Y]),
W MoauuKanuo B notoskernn 250 w/mmm 428, v moaudukanuio B mooskernn 307
um 308 (nanpumep, 308F, V308F) m 434. B ogHOM BapwaHTe OCYIIECTBICHUA
MomubuKkanua mnpexycMmarpuBaetr moaudukammio 428L  (nanmpumep, M428L) u 434S
(nanpumep, NA34S), momgudukanuto 428L, 2591 (nanpumep, V2591) u 308F (nanpumep,
V308F), wmomudpukanmo 433K (nanpumep, HA433K) wu 434 (nanpumep, 434Y),
Moubukanuto 252, 254 u 256 (nanpumep, 252Y, 254T u 256E), mogudukanuio 250Q u
428L (nanpumep, T250Q u M428L) u moguduxarwro 307 w/unu 308 (nanpumep, 308F nnu
308P). B eme ogHOM BapuaHTE OCYIIECTBIEHUS MOIU(DHKALKSA TPeTycMaTPpUBAET

Moupuranmio 265A (nanpumep, D265A) w/numa 297A (nanpumep, N297A).

[000146] Hanpumep, Hacrosmee H300peTeHHE BKIIOYAeT aHTUTENa K HA
TPYIIBI 2 BUpyca TpHUMma A, coxepxamue Fc-ToMeH, KOTOPBIH CONEPKUT OAHY WK OoJiee
nap WM TPYII MyTalui, BBIOPAHHBIX U3 TPYNIbI, coctosmed u3: 250Q u 248L (nanpumep,
T250Q u M248L), 252Y, 254T u 256E (nanpumep, M252Y, S254T u T256E), 428L u 434S
(Hanpumep, M4A28L u N434S), 2571 u 3111 (nanpumep, P2571 u Q311I), 2571 u 434H
(nanpumep, P2571 u N434H), 376V u 434H (nanpumep, D376V u N434H), 307A, 380A u
434A (nanpumep, T307A, E380A u N434A), a tarke 433K u 434F (nanpumep, H433K u
N434F). Bce Bo3MOKHBIE KOMOMHALIMW BHIMIEYTIOMSIHYTHIX MyTanui B Fc-gomene u apyrue
MYTalliH B TPEEIax BapHaOeTbHBIX JOMEHOB AHTHTEN, PACKPHITHIX B JAHHOM JOKYMEHTE,

paccMaTpHBAIOTCS B 00BEME HACTOSAIIETO H300PETCHHU.

[000147] Hacrosmee m300peTeHHe Takke BKIFOYAET aHTUTENa K HA rpymmsr 2
BUpYyCa TpUMMa A, COIEpKaNIfe XUMEPHBIA KOHCTAHTHBIN y4acTOK Tsokenmon menu (Cr), e
XUMEPHBIA y4acTOK CH COAEPIKHT CETMEHTHI, MONyuYeHHBbIe H3 ydacTkoB CH Oonee dem
OJHOTO M30THUTIA UMMYHOTJIOOyHHA. HanpuMep, aHTUTENa TI0 HACTOAIEMY H300PETEHHIO
MOTYT COAEPkKAaTh XUMEPHBIH ydacTok Cy, coaep:kamuil yacTh JoMeHa CH2 WM BECH 3TOT
JOMEH, TOJNIYYEHHBIH M3 MoJeKyssl dYenosedeckoro IgGl, wenoseueckoro IgG2 wmm
yenoBedyeckoro IgG4, B couetaHun ¢ 4acTeio AoMeHa CH3 WM BCEM 3THM JTOMEHOM,
MOJTIyYE€HHBIM U3 MOJEKYIbI yenoBeueckoro IgG1, yenoseveckoro IgG2 unm yenoBeuecKkoro
IgG4. B coOTBETCTBHM C ONpPENEIECHHBIMH BAapUAHTAMHU OCYLIECTBJICHHsS AaHTHUTENA IO

HACTOSIIEMY H300PETEHHIO COAEPKAT XUMEPHBIM y4acTOK CH, WMEIOIWH XHUMEPHBIH
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IMApHUPHBIM y4acTOK. Hampumep, XUMEPHBIM IMApHUP MOXKET COAEPKATH «BEPXHIOIO
OIAPHUPHYIO»  AMHHOKUCIIOTHYIO  TIOCIIEAOBATENBHOCTh (AMHHOKHCIIOTHBIE  OCTATKH
noytockeHnit 216-227 cormacHo Hymepanuu EU), monmydeHHYI0 W3 TIAPHUPHOTO Y4YacTKa
IgG1 uenoseka, IgG2 uenosexka wmmu [gG4 demoBeka, B KOMOWHAIIMM C «HIDKHEH
NIAPHUPHOW» TIOCJIEIOBATEIPHOCTHIO (AMUHOKHUCIIOTHBIE OCTATKH TMONOKEHUH 228-236
cornmacHo HyMmepammu EUt), momydyenno# u3 mapuHupHoro ydactka IgGl uenoseka, 1gG2
yenopeka win IgG4 dyemoBeka. B COOTBETCTBMM C ONpEACICHHBIMU BapHaHTaAMH
OCYIIECTBICHUA XUMEPHBIM HIAPHUPHBIA YYAaCTOK COJAEP/KUT AMHUHOKHUCIIOTHBIE OCTATKH,
MOJIyYECHHBIE M3 BEpXHEH HIapHUpPHOM mocnenosarenbHocTH IgG1l uenoseka wmmu IgG4
YEJIOBEKA, M AMHUHOKHCIIOTHBIE OCTAaTKH, IIOJYYEHHBIC H3 HIKHEH IIapHUPHOMU
nocnenoBatenbHOCTH [g(G2 4yenoBeka. AHTHUTENO, coAeprKamee XUMepHbId ydacTok Ch,
ONMMCAHHBIA B JaHHOM JOKYMEHTE, MOXET, B ONPEACICHHBIX BapHAHTAaX OCYLICCTBIICHUA,
mposBiATh dpdekTopupie GyHKIHMH MomupunmpoBanHoro Fc 0e3 HeOIarompusTHOTO
BO3JCHCTBHSA HAa TEPANCBTHYECKHE WK (PapMaKOKWHETHYECKUE CBOMcTBa aHTHTena. (Ca.,
Hanpumep, TpeaBapUTeNbHYI0 3aiBKy Ha mareHT CIIIA Ne 61/759578, momamnyro 1
¢despans 2013 1., pacKpbiTHE KOTOPOH BKIIOYEHO B JAHHBIH JOKYMEHT IOCPEACTBOM

CCBIJIKH B TTOJTHOM 00BEME).
Buosiornyeckue XxapaKTepuCTUKH AHTHTEJ

[000148] B memom, aHTHTENA IO HACTOSIIIEMY H300PETEHHIO (PYHKIITHOHHPYIOT 3
cuet cea3bBaHuA ¢ HA rpymnmer 2 Bupyca rpunma A. Hanpumep, Hactosmiee nu3oOpeTeHne
BKITIOYAET AHTHTENIA U AHTUTECHCBA3BIBAIOIIHE (PPArMEHTHI AHTHTEN, KOTOPHIE CBA3BIBAIOTCS
¢ HA rpymmet 2 Bupyca rpumma A (nanpumep,, npu 25°C wmm npu 37°C) c¢ Kb,
cocTasistomed meHee 10 HM, kak H3MEPEHO C MOMOULIBK0 MOBEPXHOCTHOIO IIA3MOHHOTO
pesoHaHca Ha mpuOope Biacore, mnm ¢ mMOMOMIBIO OHOAATYMKA HA OCHOBE OHMOCIOWHOU
nHTEphepoMeTprH B peanbHoM BpeMerH (anammu3 Octet HTX). B onpeneneHHpIx BapuaHTax
OCYIIECTBICHHUSA AHTHTENA WM WX AHTUTCHCBA3BIBAOIMUE (PparMeHThl CBiA3pBaloT HA
rpymmsl 2 Bupyca rpunma A ¢ Kp, cocTaBmsromeit MmeHee npuOIM3HTENbHO 5 HM, MeHee
npuOMM3uTENsHO 2 HM, Mernee mpubOmmsuTensHo 1 HM, meHee mpuOmmsutensao 500 M,
MeHee 250 oM wmm menee 100 mM, Kak HW3MEpPEHO C NOMOIIBKD TOBEPXHOCTHOTO
TTa3MOHHOTO PE30HAHCA, HATIPUMEP, C WCIOJIb30BAaHHEM (popMarTa aHaIM3a, OTIMCAHHOTO B

AAHHOM TOKYMCHTC, WUJIH IO CYTH aHAJIOTUYIHOTO aHaIn3a.

[000149] Hacrosimiee wm300peTeHHMe Takke BKIIOYACT aHTHTEA MW WX
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AHTHTEHCBS3BIBAIOIINE ()PATMEHTHI, KOTOPBIE CBA3bIBaIOT HA rpyrmer 2 Bupyca rpumma A ¢
JTUCCOIMATABHBIM TIEPUOJIOM TIONYKH3HHU (tY2), COCTaBIAONMM O0jiee TPHOTUZUTEITHHO
75 MHHYT, KaK H3MEPEHO C MOMOIIBIO TIOBEPXHOCTHOTO TIA3MOHHOTO pe3oHaHca mpu 37°C,
Hanpumep, ¢ UCTIONb30BaHUEM (opMaTa aHAIM3a, KaK OTMPEACIECHO B JAHHOM JIOKYMEHTE,
WIH TI0O CYyTH AHAJIOTHYHOTO aHanu3a. B OmpeaeneHHBIX BapHAHTaX OCYIIECTBICHUA
aHTUTENa WM AHTUTCHCBA3BIBAIOIIKE (DPArMEHTHl TIO0 HACTOAIMEMY H300PETEHHIO
cBa3biBalOT HA Bupyca rpunma c t'2, cocraBmstommM O0ojiee puOIU3UTENbHO 200 MUHYT,
oonee mpuOmM3uTENEHO 300 wMuHYT, Oonee mpuOmM3uTENHEHO 400 wMuHHYT, Oonee
npuomm3uTenbHo 500 MuHyT, O0nee mpuOMM3UTENHHO 600 MUHYT, OONee MPUOIUIUTEHHO
700 munyT, O0n€e mpuOMM3uTenbHO 800 MUHYT, Oonee mpuOMM3UTENHEHO 900 MUHYT WK
oonee mnpudOmuszuTenbHo 1000 MHMHYT, Kak HM3MEPEHO C IOMOIIBI0 MOBEPXHOCTHOTO
IUIa3MOHHOTO pe3oHaHca npu 25°C, nanpumep, ¢ UCTIONb30BaHUEM (opMaTa aHAIU3a, KAk
OTIPEJENIEHO B JAHHOM JOKyMEHTE, (Hanpumep, B popmate mAb-TOBYIIKH WITH AaHTUTCHHOM

JIOBYLIKH) WK 110 CYTH AHAJIOTHYHOTO aHAJIH3A.

[000150] Hactosmiee w300peTeHHe Takke BKIIOYAET AaHTHTENA WIH WX
AHTUTEHCBA3BIBAIOIME  (PparMeHThl,  KOTOpbIE  HEUTPAIU3YIOT  HHQUIMPYIOLIYIO
CHOCOOHOCTh BHpPYCa TPHUIIA B OTHONICHWH €T0 KJIETOK-X035€B. B HEKOTOPHIX BapHaHTax
OCYIIECTBJICHUA AHTUTENA TPOABIAIOT AKTHUBHOCTh HEUTpPAIM3alMH TPOTUB Pa3THYHBIX
TUTMHYHBIX MTaMMOB Tpymmbl 2 BupycoB rpunma A/Aichi/02/1968-PR8-X31 (H3N2);
A/Philippines/01/1982 (H3N2) u A/Shanghai/01/2013-PR8 (H7N9) ¢ ICso B nnana3one ot
npuom3uTeapHo 5,7 Hm mo mpuOnmsurensHo 405 Hm B aHanmm3e MUKPOHEHTpATH3ALINH,

HaIpUMeEp, KaK MOKa3aHO B MpUMeEpE 4, WK N0 CYTH aHAJIOTHYHOM aHAaJIU3eE.

[000151] Hacrosmiee w300peTeHHE TaKKe BKIIOYAET AaHTUTENIA WIH HX
AHTUTCHCBS3BIBAIOMKE  (PPArMEHTHI, KOTOPBIE OMOCPEAYIOT KOMIIEMEHT3aBHCHMYFO
MUTOTOKCHYHOCTHh MH(HUITUPOBAHHBIX KJIETOK, XapakTepu3yromyocs nokasarenem ECso 140
HM ¢ MakcumanbHbIM Ju3ucoM 78,3% (cm. mpumep 5). B omHOM BapHaHTe OCYIIECTBICHUSA
AHTHUTENA WM WX AHTUTEHCBA3BIBAIONINE (DPPArMEHTHI OMOCPEAYIOT AHTHTEIO3aBHCHMYIO
KIIETOYHOOTIOCPENOBAHHYI0 HUTOTOKCHYHOCTh (ADCC) wHQHUIMPOBAHHBIX KIETOK, Kak
MOKA3aHO C TOMOIIBI0 PEMOPTEPHOTO AaHANHM3a, M CIIOCOOHOCTh JIM3UPOBATH KIIETKH,
nmeromme HA, ¢ HCTonp30BaHWEM MOHOHYKJICAPHBIX KIETOK TEePU(PEPHUECKOW KPOBH
(PBMC). B penopreprom anamuze ECso coctasmano 0,8714 HM mma HIH1461IN2 u
0,6882 uM gns HIH14612N2. B anamuse tana PBMC ECso coctaBmsano 0,1463 HM mis
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HIH14611N2 1 0,1762 1M nma H1IH14612N2. (Cm. npumep 6).

[000152] Hacrosmiee m300peTeHHe Takke BKIOYAeT aHTUTENa K HA rpymmer 2
BUpYyCa TpUIa A, KOTOPbIE JEMOHCTPUPYIOT YCHUIICHHE 3AIMUTHOW (PYHKIIMH WA CHITBHYIO
HeUTpanmu3anmio WHPEKIUH BHpPycoM rpumma A in vivo. OnpeaeneHHbIE AaHTHUTENA
MPOSBIAIOT CHIIPHYI0O HEWTPATM3alUI0 TPH BBEJCHUU C TEPANEBTHUECKOM LENBbIO (TIOCHE
WHQUIMPOBAHKUA, CM. mpumep 7). B ogHOM BapmaHTe OCYIIECTBIEHUS OJHA 032
HIH14611IN2 mpu 7 wmr/kr winu 15 wmr/kr, BBOAMMas uyepe3 96 wyacoB mocie
WHQUIUPOBAHMA, IPUBOMIA B pe3ynbrare K momydeHuto 80% u 100% BBLKHUBAEMOCTH Y
MBIIIEN (COOTBETCTBEHHO) NPU BBEACHHUU C TEPANEBTHYECKOM LIENBbI0. Takke HaOIoIanu
OJMH TPOLECHT BBDKUBAEMOCTH, KOTJA OIPEIEICHHBIC WIIIOCTPATUBHBIE AHTHUTENA
(H1IH1461IN2 u H1H14612N2) BBOAMIN B BUAE OJHOKPATHOW JO3bI, COCTABIIAIOMEHN 15
Mmr/kr, udepe3 24, 48 wnmum 72 4aca mnocine uHUUUPOBaHHMA. B OZHOM BapuaHTe
ocymecteiaerns H1H14611N2 npoxeMOHCTPUPOBAIIO JOTIOTHUTETbHBIN 3aIUTHBIN 3¢ deKT
Yy UWHQUOUPOBAHHBIX BHPYCOM TPHUMNA MJICKONMUTAOMMX NpH OOBEIUHEHHH C

MPOTUBOBHUPYCHBIM JIEKAPCTBEHHBIM CPEICTBOM O3E€IbTAMHUBUPOM.

[000153] B onmHOM BapuaHTe OCYHIECTBICHHS HACTOAIEE H300pETEHHUE
MPEyCMATPHBAET BBIICTICHHOE PEKOMOMHAHTHOE AHTUTEIIO WITH €TI0 AHTHTECHCBI3BIBAIOTIIHHA
(parMeHT, KOTOpPBIE CrieIU(UIECKH CBA3BbIBaIOTCA ¢ HA rpymmer 2 Bupyca rpunma A, re
AHTHUTEII0O UMEET JBE I OOJiee M3 CIECAYIONINX XapaKTEPHCTHK: (a) MPEeacTaBsieT cOO0M
MOJTHOCTBIO YeJIOBEYECKOE MOHOKIOHANbHOE aHTUTENO; (b) cBaspBaeTcs ¢ HA rpymmsr 2
Bupyca rpunma A ¢ koHcTanToM muccommanuu (Kp), coctasmsromeit menee 10% M, kak
HU3MEPEHO C TIOMOINBI0 TOBEPXHOCTHOTO TIUIA3MOHHOTO pe30HaHca, (C) JEMOHCTPHUPYET

JUCCONMATHBHBIN TIEPHOJ, TIOTYKU3HH (tY2), COCTABIAIOMUN O0jiee 75 MUHYT;

(d) memoHCTPHpPYET HEUTPAM3AWIO BHPYCOB TPYINIBI 2 TPHIMA A, BRIOPAHHBIX U3
mrtaMmmMoB H3N2 u H7N9 xapakrepusyromntyroca nokazateneMm [Cso, COCTaBIAIOMNUM MEHee
npuomm3uTeabHO 200 HM 1 500 HM, COOTBETCTBEHHO; (€) AEMOHCTPUPYET KOMIUIEMEHT-
OTIOCPEAOBAHHBIN JTU3UC WHUITUPOBAHHBIX BUPYCOM T'PHIIIA KIIETOK, XaPAKTEPU3YIOIIHIACS
nokazateneM ECso, cocraBmarommMm Mmernee mpudmusutensHo 150 HM; (f) memoncTpHpyeT
AHTHUTE03aBHCUMYIO KIIETOYHOOTIOCPEIOBAHHYIO IIMTOTOKCHYHOCTh B OTHOIIEHHWH BHpPYCa
LENEBBIX KIETOK, WH(QHUIMPOBAHHBIX BHPYCOM, TIPH HWCIOJIB30BAHUH PEMIOPTEPHOTO
OuoaHanmsa, Xapakrepusywoinyroca mokasarenreM ECso, cOCTaBISAIOIUM — MEHee

MPHOTH3UTETHHO 0,9 uM; (g) JEMOHCTPUPYET AHTUTEN03aBUCUMYIO
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KIIETOYHOOTIOCPEJOBAHHYI0O ~ IIATOTOKCHYHOCTh B OTHOIIEHWH  IENIEBBIX  KIETOK,
WHQUIUPOBAHHBIX BHUPYCOM, B TIPUCYTCTBHH YEIIOBEYECKHX MOHOHYKIIEAPHBIX KIETOK
nepupepuueckoit kposu  (PBMC), xapakrepusyromytocs  mokazarenem  ECso,
cocraBsromuM  Menee npuOmmsurensHo 0,180 HM; (h) memoHCTpUpyeT TOBBIIICHHE
BBDKHBAEMOCTH JKUBOTHOTO, HHPHUIIMPOBAHHOTO BUPYCOM TPHIINA, IPU BBEICHHUH depe3 24,
48, 72 wmu 96 4yacoB TOCNie 3apakeHUs BUpPYycoM; (1) JEMOHCTPHPYET YBEIUYCHHE
BBDKMBAEMOCTH JKMBOTHOTO, HWH(HIMPOBAHHOTO BHUPYCOM TPHIINA, TPH BBEICHUH B
KOMOHWHAIIUK C O3E€IbTAMHBHPOM Yepe3 96 yacoB mocie WHPUUIUPOBAaHHS, WiH (J) THAE
AHTUTEIO WM €r0 AHTUTEHCBA3BIBAIOLIMM (parMeHT COJEp)KaT TPU OMPEACTIAIOIINX
komiuiemeHnTapHocTh y4yactka (CDR) tmkenoit memu (HCDR1, HCDR2 u HCDR3),
coaep;KaIuxcs B OO0 U3 MOCIEe0BATENIbHOCTEN BApHAOEIbHOTO Y4acTKa TSDKEIOH Lenu
(HCVR), nepeuncnennbix B Tadmuie 1; m tpu CDR nerko#t memu (LCDR1, LCDR2 u
LCDR3), conepxamuxcs B J0O0H W3 TOCIEAOBATEIBHOCTEH BapHAOEIBbHOTO y4acTKa

sokenod nenm (LCVR), nepeuncneHssix B Tadmmie 1.

[000154] AHTHTENIA TI0 HACTOAMIEMY W300PETEHHIO MOTYT OOJIAAaTh IBYMS HITH
Ooyiee M3 BBINIECYKA3aHHBIX OWOJIOTHYECKHX XAPAKTEPUCTHK WITH JTFOOBIX MX KOMOWHAIIHH.
Jlpyrre OHONOTHYECKHE XAPAKTCPUCTHKH AHTHTEN MO HACTOSAIIEMY H300PETEHHIO OyayT
OYEBHIHBI CIICITHAIMCTY B JAHHOHW 00JaCTH W3 0030pa HACTOSIMIETO W300PETCHHS, BKITIOYAS

NPAaKTUYICCKUC ITPUMCPHBI U3 TAHHOTO JOKYMCHTA.
KaanpOBaﬂue 3MUTOINOB U CBSI3aHHbIC ¢ HUM METOAUKH

[000155] Hacrosmiee nzoOpereHue BKIrOYaeT aHTUTeNa K HA rpynmsr 2 BUpyca
rpunma A, KOTOPbIE B3aUMOJEHUCTBYIOT C OJHOM WIH OO0Jee aMHHOKHCIIOTAMH,
OOHAPYXEHHBIMH B OJTHOM HITH 00Jiee JOMEHAaX MOJIeKysl HA rpynmsr 2 Bupyca rpumma A.
OMUTOM, C KOTOPHIM AHTHUTENIa CBA3BIBAIOTCS, MOMKET COCTOATh M3 OJHOW HEMPEPHIBHOU
MOCIIEIOBATEIBHOCTH U3 3 WM Oomnbine (Hanpumep, 3,4, 5,6, 7, 8,9, 10, 11, 12, 13, 14, 15,
16, 17, 18, 19, 20 wmm Gonbine) aMHHOKUCIIOT, PACTIONIOKEHHBIX B TIpeeaax MojaeKympl HA
BHpyca Tpunma (Hanpumep, TAHEHWHOTO SMHTONA B JAOMEHe). B KauecTBe ambTepHATHBHI
SIUTON MOJKET COCTOSATh U3 MHOYKECTBA HECMEKHBIX AMHHOKHUCIIOT (MJTH aMHHOKHCITIOTHBIX
MOCTIETOBATEIFHOCTEN), PACIIONIOKEHHBIX B MoJiekyne HA rpymmer 2 Bupyca rpumma A

(Hanpumep, KOHPOPMAILMOHHBIN STTHTOTI).

[000156] PasHbie METOAMKH, H3BECTHBIE CIIEIMAIMCTAM B JAaHHOM 00JaCcTH
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TEXHUKH, MOYKHO MCTIOTB30BATh [T ONPEACIICHAS HATHYHUS «B3aUMOJCHCTBHA C OJHON WITH
Oonee AMHHOKHCIOTAMI» AaHTUTENAa B TPEJeNax TMOJMNENTHAA WM  OerKa.
WnmocTpaTuBHBIE METOAMKH BKITFOYAIOT, HATIPUMEP, CTAHAAPTHBIN SMUTOM-TIEPEKPECTHBIE
KOHKYPEHTHBIE aHAJIM3bI, Takue, Kak ommcanbl B Antibodies, Harlow and Lane (Cold Spring
Harbor Press, Cold Spring Harbor, NY). J[lpyrue cnocoOsl BKIIIOYAIOT aJaHUH-
CKaHUPYIOIMKA MyTareHe3, Omor-aHanmu3 nentuaos (Reineke (2004) Methods Mol. Biol.
248: 443-63), xpucrannorpadpuyecKue UCCIEAOBAHUS C PACIIEIUIEHUEM TIENTHIOB U aHATTU3
SAMP. Kpome TOro, MOKHO HCIIOJIb30BaTh TAKHE CIOCOOBI, KAaK BBIPE3aHHE SIHTOIIA,
SKCTPAarupOBaHUE SMHUTONA U XUMHUYeckas Moaupukaumsa antureHoB (Tomer (2000) Prot.
Sci. 9: 487-496). Ipyrum cnocoO0M, KOTOPBIH MOKHO HCIIONB30BATh I WACHTH(PUKALIUN
AMUHOKHCJIOT B TOJMIENITHAE, C KOTOPBIM B3aMMOJAEUCTBYET AHTHUTENO, SBIACTCA
BOJIOPOJHO-IEUTEPUEBBII OOMEH, BBIABIIEMBIA TPH TOMOIIM MAacc-CHEKTPOMETpUH. B
00IMUX YepTax METOJ BOJOPOTHO-IECHTEPHEBOrO OOMEHA BKIFOUAET MEUYECHHE JEHTEpHEM
NPEACTABIIONMET0 WHTEPEC OeNKa ¢ TOCIEAYIOIIMM CBA3BIBAHHEM AaHTUTENA C OENKOM,
MEUEHHBIM JeHTepreM. 3aTeM KOMITIEKC OETOK/aHTUTENIO IEPEHOCAT B BOJLY U CIIOCOOHBIE K
OOMEHy TPOTOHBI B AMHUHOKHCIIOTAX, KOTOPBIEC 3aIIUINECHBI KOMIUIEKCOM C aHTHTEJIOM,
MOIBEPTAIOTCS OOPATHOMY JEHTEPUH-BOIOPOTHOMY OOMEHY ¢ 00Jiee HHU3KOM CKOPOCTHIO,
YeM CIOCOOHBIE K OOMEHY MPOTOHBI B AMHHOKHCJIOTaX, KOTOPHIE HE SBISIOTCS YacThIO
MOBEPXHOCTH B3aMMOACHCTBUA. Kak pe3ybTaTr, aMHHOKHUCIIOTHI, KOTOPhIE 00pPa3yroT 4acTh
MOBEPXHOCTH B3aUMOJICHCTBHUS OEITOK/AaHTHTEI0, MOTYT YACPKHBATh JCUTCPHUA H, TAKUM
0o0pa3oM, TPOSABIAITh OTHOCHTEIBHO OOJIee BBICOKHE MAacChl IO CPaBHEHHIO C
AMHHOKHCJIOTAMHM, HE BKIIOYEHHBIMH B TIOBEPXHOCTh B3aumozewcteusa. [locime
JAWCCOIMAIINY AHTHUTENA IIETIEBOM OEIIOK TOJBEPTrar0T PACHICTUIEHHIO MPOTEA3aMHU M Macc-
CHEKTPOMETPHUYECKOMY aHAIM3Y, 34 CUYET YETO BBIABIAIOT OCTATKH, MEUCHHBIE JACHTEPHEM,
KOTOPBIE COOTBETCTBYIOT KOHKPETHBIM AMHUHOKHCIIOTaM, C KOTOPBIMH AHTHTEJIO
B3aumonencTByer. Cam., nanpumep, Ehring (1999) Analytical Chemistry 267: 252-259;
Engen and Smith (2001) Anal. Chem. 73. 256A-265A.

[000157] TepMuH «3MUTOI» OTHOCUTCS K CAMTy HA AHTUTEHE, C KOTOPBIM
BCTYMAOT B peakumto B- w/mnmu T-kneTkn. B-kneTodHbie SMUTONBI MOTYT 00pa30BBIBATHCS
W3 KaK HEMPEPBIBHBIX AMHHOKHCIIOT, TaK M HE ABIIIIOINUXCS HEMPEPBIBHBIMA AMUHOKHUCIIOT,
COMIKEHHBIX 32 CYET YKJIAJKU OelKa B TPETUUHYIO CTPYKTYpY. OIHUTOIBI, 0Opa30BaHHBIC

HCTIPCPBIBHBIMH ~ AMHHOKHCJIOTAMH, KaK TIPaBUIIO, COXPAaHAKOTCA TMIPH BOSI[GfICTBI/II/I
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JACHATYPUPYIOIIMMH PACTBOPHUTEISIMH, B TO BPEMS KaK 3IHTOIBI, 0Opa30BAaHHBIE 33 CUET
VKIQAKA B TPETHYHYID CTPYKTYpPY, KakK TPABWIIO, YTPAYMBAIOTCS TIpH OOPaOOTKE
JEHATYPUPYIOIIUMU pacTBOPUTENAMH. Kak mpaBHIIo, SMUTON BKIIOYAET MO MEHbBIIENH MEPE
3, a yame no MeHbIeEH Mepe 5 uim 8—10 aMMHOKHUCIIOT B YHUKAIBbHOM MPOCTPAHCTBEHHOU

KOH(OpMALHH.

[000158] [Ipodunmuposanne ¢ mommpukarmenr (MAP), Taxke H3BECTHOE Kak
npoUIMpPOBaHKE aHTHTEN ¢ Moau(uUKanued cTpykTypsl antureHa (ASAP), nmpencrasnser
cO00HM CcmOCcO0 KaTeropu3amuu OOJIINHUX KOJHYECTB MOHOKJIOHANBHBIX aHTHUTEN (mAD),
HANpaBJICHHBIX MPOTHB OJHOTO W TOTO K€ AHTHUIEHA, UCXOAA W3 MOA00HS mpoduiei
CBSI3BIBAHUS KAKJOTO AHTUTENA C XMMHUYECKU MK (PEPMEHTATUBHO MOJU(DUIIUPOBAHHBIMU
noBepxHocTsAMH aHTureHa (cm. US 2004/0101920, koTOphI, B YaCTHOCTH, BKIIOYEH B
JaHHBIN TOKYMEHT MOCPEICTBOM CCBUIKH BO BCEH ero nmoiHote). Kaskaoi kaTeropuu Mo>xet
COOTBETCTBOBATh YHUKAIBHBIM 3MHUTON, KOTOPBIH JHOO SBHO OTIHYAETCA OT SIHUTOIA,
NPEACTABICHHOTO B JPYroM KAaTErOPWH, THOO YaCTHYHO MEpeKpbhiBacTcsa ¢ HUM. J(aHHAsA
TEXHOJIOTHSA OOECIIEYMBAET BO3MOYKHOCTH OBICTPOTO OTOOpPAa TEHETHYECKH HACHTHYHBIX
AHTHTET C TEM, YTOOBI ONPEAEICHHE XapaKTEPUCTHK MOXKHO OBLIO C(OKYCHPOBATH HA
TCHETUYECKH PA3HOPOAHBIX aHTUTenax. [IpuM MCTMONb30BaHMHM B OTHOIICHWH CKPHHHHTA
ruopugoMbl MAP wmosker oOnerdat HWACHTH(PUKAMIO PEIKHUX KIOHOB THOPHIOMBI,
KOTOPBIE TPOAYLHMPYIOT mAb ¢ TpeOyembpIMH XapakTepucTukamu. MAP  moxkHO
WCTIONB30BATh ISl COPTUPOBKH AHTUTEIT TI0 HACTOAIIEMY H300PETEHHIO B TPYIIITHI AHTUTEI,

CBA3BIBAIOIIUX PA3HBIC SITUTOIIBI.

[000159] B onpeneneHHbIX BapuaHTaX OCYIIECTBICHHUS aHTHTENna K HA rpynmsl
2 BUpyca rpumnma A WIH UX aHTHTCHCBA3BIBAIOIIHE (PPArMEHTHI CBA3BIBAIOTCS C TUTOIIOM B
mpeaenax aro00ro OJHOTO WM OoJiee YYacTKOB, MPEACTaBIeHHBIX B HA Bupyca rpumma,
00 B IPUPOIHOH popme, MO0 hopme, IOTYICHHON PEKOMOWHAHTHBIM Iy TEM, JTHOO C €T0

(dbparmMeHTOM.

[000160] HacTosmee n300peTeHue Taxke BKIOYaeT anturena kK HA rpyrmsr 2
BHUpYyCa TpHUIINa A, KOTOPbIE CBS3bIBAIOTCA C OJHHUM M TEM K€ SIMUTONOM MM YacThIO
SMMTONA. AHAIOTHYHBIM O0pPa30M HACTOSIIEE M300pPETEHHE TAKKE BKIIIOUAET AHTHUTENA K
HA rpynnel 2 Bupyca rpunmna A, KOTOpble KOHKYPUPYIOT 3a cBsA3biBaHue ¢ HA rpymnmsr 2
BUpyca rpunma A wnmH ero (QparMeHTOM C JFOOBIM M3 KOHKPETHBIX HJLTFOCTPATHBHBIX

AHTHUTEJL, OMMMCAHHBIX B TAHHOM JOKyMeHTe. HanpuMep, HacTosAImee W300peTeHHE BKITFOYAET
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antutena kK HA rpynmel 2 Bupyca rpunma A, KOTOpbIE NMEPEKPECTHO KOHKYPHUPYIOT 3a
cBiazpiBane ¢ HA rpymmer 2 Bupyca rpunmma A ¢ OJHUM HWIH OOJie€ AHTHTEIAMH,

MNOJTYUYCHHBIMHA U3 AHTUTCJI, OTTMCAHHDbIX B Ta6nnue 1.

[000161] Hcnonp3ys cTaHAapTHBIE CTOCOOBI, W3BECTHBIE B JAHHOM OOJACTH
TEXHUKH, MOKHO JIETKO ONPEAEIIHUTD, CBA3BIBACTCS JIM AHTUTENO C TEM K€ CAMBIM 3IUTOIIOM,
4yTO U pedepenTHoe anTUTENo K HA rpynmsl 2 Bupyca rpunma A uiM KOHKYPHUPYET C HAM
3a cBA3bIBaHUE. Hampumep, 4TOOBI ONIpPeNenuTh, CBA3BIBACTCA JTH TECTHPYEMOE AHTUTEIIO C
TEM K€ CAMBIM 3IUTOIOM, YTO U pedepeHTHOoe aHTHTENO0 K HA rpymnmsl 2 Bupyca rpunma A
MO0 HACTOALIEMY H300PETEHHIO, 00ECTIEYMBAIOT BO3MOKHOCTH CBSI3BIBAHHS Pe(EPEeHTHOTO
antutena ¢ HA rpynnel 2 Bupyca rpunmna A uiM NENTUAOM IIPH HACHINAOMUX YCIOBHAX.
3aTeM OLIEHUBAIOT CIOCOOHOCTh TECTHPYEMOTO AaHTUTENA CBI3bIBaThCA C MoJekyno HA
rpymmsl 2 Bupyca rpumma A. Eciom TecTHpyeMoe aHTHTENO CrocoOHO cBs3bIBaThcsa ¢ HA
TPYIIIBI 2 BUPYCA TPUNTIA A TOCTIE HACHINAIONIETO CBA3BIBAHUSA C peEPEHTHBIM AHTUTEIIOM
k HA rpynmsl 2 Bupyca rpunma A, MOXKHO CHENaTh 3aKIIOYEHHE, YTO TECTUPYEMOE
AQHTUTENIO CBS3BIBACTCA C APYIMM JSIHTONOM, OTIIMYHBIM OT TOTO 3MHTONA, ¢ KOTOPBIM
cBa3bBacTesa pedepentHoe aHtuTeno k HA rtpymmer 2 Bupyca rpunma A. C mpyrou
CTOPOHBI, €CITH TECTHPYEMOE aHTHUTEIIO HE CIIOCOOHO CBsI3bIBaThCA ¢ HA rpymmsl 2 Bupyca
rpunma A Tocje HACBHINIAFOIIETO CBA3BIBAHUA ¢ pedepeHTHbIM aHTHTETOM K HA rpymmsr 2
BHUpYca TpUIa A, TO TECTUPYEMOE aHTHTENIO MOKET CBA3BIBATHCS C TEM K€ SMMUTOIMOM YTO
W 3TUTOI, KOTOPBIN CBSA3aH 3TaJOHHBIM aHTHTeNoM K HA rpymmel 2 Bupyca rpunma A mo

HACTOSAIIEMY H300PETEHHIO.

[000162] JIns onpeneneHuss TOro, UMEET JIM MECTO KOHKYPEHIUSA 3a CBA3BIBAHHE
c pedepeHTHBIM aHTHTENOM K HA rpymmer 2 BHpyca Tpumnma A, ONMHUCAHHYIO BHIIIE
METOAUKY HUCCIEAOBAHUA CBA3BIBAHHUA OCYIIECTBILIIOT B JABYX HAIPABICHHAX: B IEPBOM
HANPaBJICHHH OOECTICUYMBAIOT BO3MOYKHOCTH CBS3bIBaHHA pedepeHTHOro amtutena ¢ HA
rpynmnsl 2 BUpyca rpunmna A Mpu HACHIIAIONIMX YCIOBUAX € MOCIEAYIOIIMM OLEHUBAHUEM
CBA3BIBAHHUA TECTHUPYEMOTO aHTUTENa ¢ Mojekyno HA rpymnmel 2 Bupyca rpunma A. Bo
BTOPOM HAIPABJICHUH 0OECTIEYMBAOT BO3MOYKHOCTD CBSA3BIBAHHUSA TECTHPYEMOTO AHTHUTENA C
HA rpynmer 2 Bupyca rpumma A TIpU HACHILNAKOIMMUX YCIOBUAX C MOCIEAYIOHUM
OLICHWBAaHUEM CBA3BIBaHUA pedepeHTHOTO aHTHUTENna ¢ Monekynod HA rpynmsr 2 BHpyca
rpunma A. Eciii B 000uX HanpaBlIEHUSIX TOJBKO TIEPBOE (HACHIIIAIOIINE YCIOBHS ) AaHTHTETIO

CIOCOOHO K CBSI3BIBAHMIO ¢ MOyeKynod HA rpymmer 2 Bupyca rpumma A, TO AETAOT
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3aKIIFOUYEHHUE, UYTO TECTUPYEMOE AHTUTENO0 U Pe(EpPeHTHOE AHTUTENO KOHKYPHUPYIOT 3a
cBsa3pBanue ¢ HA rpymmer 2 Bupyca rpunma A. Crienuanucty B JAHHOH 00JaCTH TEXHUKH
OyAeT TIOHATHO, YTO AHTHUTENI0, KOTOPOE KOHKYPHUPYET 3a CBA3BIBAHHE C peepeHTHBIM
AHTUTEJIOM, HEOOA3aTENTPHO MOMKET CBA3BIBATHCS C WACHTUYHBIM SIUTONMOM, KaK H
pedepeHTHOE aHTHTENO, HO MOKET TPOCTPAHCTBEHHO OJOKUPOBaTh CBSI3bIBAHHUE

peq)epeHTHoro AHTHUTCIIA 3a CUCT CBA3bIBAHUA MMCPCKPHIBAOIICTO UITH CMCKHOT'O SITHUTOIA.

[000163] JIBa anTUTENA CBA3BIBAIOTCA C OJHUM M TEM K€ WIHM NEPEKPBIBAIOIIUM
SMUTONOM, €CIIH KaKJA0€ KOHKYPEHTHO NOJAaBseT (OIIOKHUPYET) CBA3BIBAHUE JAPYTHX
aHTUTeln ¢ aHTureHom. To ecth 1-, 5-, 10-, 20- umu 100-KpaTHBIH H30BITOK OJTHOTO AHTHTEIIA
MOJABIIAECT CBA3BIBAHUE APYTHX Ha Imo MeHbuied mepe 50%, HO mpeanouTuTensHO 75%,
90% wumu paxxke 99%, cornmacHoO aHaaM3y KOHKYPEHTHOTO CBSI3bIBaHMA (CM., Hanpumep,
Junghans et al., Cancer Res. 1990 50:1495-1502). AnpTepHaTUBHO JBa AHTUTEA UMEIOT
OJIMH W TOT 3MMTOI, €CIU MO CYTH BCE AMHUHOKHUCIIOTHBIE MYTALlMM B aHTHIEHE, KOTOPbBIE
OCa0IIAIOT WM YCTPAHSIOT CBA3BIBAHWE OJHOTO AHTHUTENA, OCIAONAIOT WM YCTPAHSIOT
CBA3BIBAHHME JPYroro aHTturena. /[Ba aHTHTENna UMEHOT NEPEKPBIBAOIIMKCA SIHUTOI, €CIH
HEKOTOPBIE AMMHOKHCIIOTHBIE MYTALUH, KOTOPbIE OCIAOIAIOT WM YCTPAHAIOT CBA3BIBAHHE

OJJHOT'O aHTHTCIIA, 0CIA0ISIOT HITH YCTPaAHAKOT CBA3BIBAHUC APYTOro aHTHUTCIIA.

[000164] JIOTIOJTHUTETPHBIE CTAHJAPTHBIE YKCIEPUMEHTHI (Hanpumep, MyTaluu
B NIENTHIAX W aHAJTU3bl CBA3BIBAHWA) MOKHO B JAJIbHEHWINEM TMPOBECTH ISl TOTO, YTOOBI
MOJTBEPAUTh, YTO HAONIOJAEMOE OTCYTCTBHE CBS3BIBAHUS TECTHPYEMOTO AaHTHTENA
00yCITOBIIEHO (PAKTOM CBSI3BIBAHHS C OJTHAM M TE€M K€ STIUTONIOM, C KOTOPBIM CBSI3BIBACTCA U
pedepeHTHOE aHTUTENO, WITH YTO TMPOCTPAHCTBEHHOE OOKUPOBAaHWE (HITH IPYTO€ SBIICHUE)
ABIIIETCSI OTBETCTBEHHBIM 3a OTCYTCTBHE HAOIFOJAEMOTO CBA3BIBAHUA. JKCIIEPHUMEHTHI
TaKOTO THUIA MOXKHO MPOBOAUTH ¢ wucmonb3oBanueM ELISA, RIA, moBepXHOCTHOTO
TTa3MOHHOTO PE30HAHCA, MPOTOYHON HUTOMETPHH HITH JTFOOOTO IPYroro KOJMYECTBEHHOTO

HUIIA KAYCCTBCHHOTO aHaln3a CBA3bIBAHUA AHTUTCIIA, CYHICCTBYHOIICTO B I[ElHHOfI oonacTu

TEXHHKH.
NMMyHOKOHBIOTaTHI
[000165] HacTtosamee aHTHTENO OXBAaTBIBAET YEIOBECYECKOE MOHOKIOHAIBHOE

antuteno kK HA rpynmel 2 Bupyca rpunma A, KOHBIOTHPOBAHHOE C TEpPANEBTUYECKUM

¢parmMeHTOM (KMMMYHOKOHBIOTATOM»), TAKHM KaK AHATOKCHH WM TPOTHBOBHUPYCHOE
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JIEKapCTBEHHOE CPEACTBO U JIeYeHHs WH(EKIHH, BBHI3BAHHOW BUPYCOM TPHIIIA.
Vcronb3yeMbIii B JAHHOM JOKYMEHTE TEPMHH «HMMYHOKOHBIOTAT» OTHOCHTCS K AHTHTEIY,
KOTOPOE€ XHMHYECKH WA OHOJIOTHYECKH CBS3aHO C PAJTHOAKTUBHBIM BEIIECTBOM,
OUTOKHHOM, HWHTEp(EpPOHOM, LENEBBIM (pParMeHTOM WK (ParMeHTOM-PENOPTEPOM,
(epMEHTOM, TIETITHIOM WITA OCITIKOM, WIIH TEPANICBTHYECKHM CPEACTBOM. [[aHHOE aHTHUTEITO
MOXET OBITh CBf3aHO C PAJAMOAKTHBHBIM BEIIECTBOM, LUTOKHHOM, HHTEPHEPOHOM,
LENIeBBIM (pparMeHTOM WM PETNoOpTepHBIM (parmMeHTOM, (PEepMEHTOM, NENTHAOM HIIH
O€JIKOM, MM TEPaNeBTHYECKHM CPEJACTBOM B JIFOOOM MECTE IO BCE JAJIMHE MOJEKYIBI,
KOTOpas ABJIACTCS HACTOIBKO JUTMHOM, YTO OHA CTIOCOOHA CBA3BIBATHCS CO CBOECH MHUILIEHBIO.
[Tpumepsl WMMYHOKOHBIOTATOB BKJIIOYAIOT KOHBIOTATHI AHTHUTENIA W JIEKAPCTBEHHOTO
CPEACTBA U CIUTHIC OCJIKH aHTUTENO-TOKCHUH. B 0JHOM BapuaHTE OCYIIECTBICHMSA JAaHHOE
CPEICTBO MOXKET TIPEJCTABIATh COOOH BTOpOE OTIMuaromeecs antureno k HA Bupyca
rpunma. B onpeneneHHBIX BapHaHTaX OCYIIECTBIICHHS JAHHOE AHTHTENO MOMKET OBITH
KOHBIOTHPOBAHO CO CPEACTBOM, KOTOPOE SABIAETCA CHEIM(PUIHBIM TO OTHOLICHHIO K
KJIeTKaM, HHHUIMPOBAaHHBIM BUpycoM. [Ipu BbIOOpe THHa TepameBTHYECKOTO (hparMeHTa,
KOTOPBIH MOJKET OBITh KOHBIOTHPOBAaH C aHTHTENOM K HA BHpyca rpumnma, mpumyT BO
BHUMAHHE TO/JICIKAIIEE JICYCHUIO COCTOSTHHE U TPEOYIOIIUI TOCTHKEHHUS TEPAIIEBTHUCCKHIA
a¢pdext. [IpuMepsl MOIXOAANIMX CPEACTB 1T 00OPA30BAHUST HMMYHOKOHBIOTATOB W3BECTHBI

B JAHHOM 00J1aCTH TeXHHUKH, cM., Hartpumep, WO 05/103081.
Honucneunduyeckue anTurea

[000166] AHTHTENTAa 1O  HACTOSOIEMY  HM300PETEHHI0  MOTYT  OBITh
MOHOCTICIIH(DHUECKHMH, oucnenudpuIecCKUMH WA TOJTHCTIC (D HYE CKHMH.
[Tomucnenmduyueckne aHTHTENTA MOTYT OBITH CHECIH(PUYHBIMH 1O OTHONICHHIO K Pa3HBIM
SMUTONAM OJHOTO IIEJIEBOTO TOJIATICNITHAA WJIH MOTYT COJEPKATh AHTHTCHCBS3BIBAIOTIIHE
JOMEHBI, KOTOPBIE CIeIU(PUIHBI K HECKOJIBKHM IIeJieBbIM Tojumnienituaam. Cm., Hanpumep,

Tutt et al., 1991, J. Immunol. 147:60-69; Kufer ef al., 2004, Trends Biotechnol. 22:238-244.

[000167] JlroObie U3 moyMCcTIEU(HUECKUX AHTHTEHCBI3BIBAIOIUX MOJIEKYN TIO
HACTOSMIEMY HW300PETEHHWI0O WM WX BapHAHTOB MOXKHO CKOHCTPYHpPOBAaTh C
WCTIONIb30BAHMEM CTAHJAPTHBIX  MOJIEKYIIPHO-OMOIOTHYECKUX METOAMK (HAmpUMep,
MeToaukn pexkoMOuHaHTHBIX JIHK #m skcnpeccum OenkoB), M3BECTHBIX CHEIHATUCTY B

JTAHHOM 00JJACTH TEXHUKH.
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[000168] B HEKOTOpHIX BapuaHTAaX OCYHIECTBIICHHUS AHTHTENA, CHCIH(DHIHBIE K
HA rpymmer 2 Bupyca rtpunma A, mnony4daroT B Oucnemmduueckom ¢opmate
(«OmcrenmpuvecKkre»), B KOTOPOM BapHaOENbHBIE YYACTKH, CBA3BIBAIOIIHECS C
oTnuyaronMMuca nomeHamu HA rpymmer 2 Bupyca rpumma A, CO€AWHEHBI BMECTE IS
MPUAAHUA  JBYXJIOMEHHOW  CHENM(PUYHOCTH  OTHOW  CBA3BIBAIOINEH  MOJIEKYJIE.
COOTBETCTBEHHO, TOJyYE€HHBIE CBOWCTBA OWUCHEIM(PHUUYHOCTH MOTYT YCHIIMBATH OOIIYIO
UHTHOUTOPHYIO 3(QpeKTUBHOCTh TO OTHOmEHHW0 K HA rpymmer 2 Bupyca rpunma A
MOCPEACTBOM KAaK TMOBBIICHHUA CINEHU(PUYHOCTH, TaK W ABUJHOCTH CBSI3bIBAHMA.
BapuaOenpHble y4acTKH, crielU(UYHbIE K OTACIBHBIM JOMEHaM (Hanpumep, ceTMEHTHI N-
KOHIIEBOTO JOMEHA), WM Te, KOTOPBIE MOTYT CBS3bIBAThCA C PAa3HBIMH YYaCTKAMH B
mpeaenax OJHOTO JOMEHA, OOBbEIUHSIOT B Mapy Ha CTPYKTYPHOM KapKace, YTO MO3BOJISAET
KaXJI0MY Y4aCTKY OJTHOBPEMEHHO CBA3BIBATHCA C OTAEIBHBIMH 3MUTOIAMH, WIIH C PaA3HBIMH
y4acTKaMH B TIIpeleiax OJHOro JoMeHa. B oaHoM mpumepe [uid  CcO3JaHUA
oucnenm(pUIHOCTH BapuaOeNbHbIE YYACTKH ToKemor menu (Vi) U3  CBA3BIBAIOLICH
MOJIEKYJIBI CO CHENU(UYHOCTBIO K OJHOMY JOMEHY IIOJBEPTal0T PEKOMOWHAIMU C
BapuaOeTbHBIMM YYacTKaMH JIeTKOH niemu (VL) W3 pAga CBA3BIBAIOIIUX MOJIEKYT CO
CHEeM(PUIHOCTHIO KO BTOPOMY JOMEHY U MACHTH()HKAIIMA HEKOTHATHBIX MAPTHEPOB VL,
KOTOPBIE MOKHO OOBEAMHATH B TAPy ¢ MCXOAHBIM VH 0€3 HapyMEHHs MEePBOHAYATLHOM
cnenupuIHOCTH VH. TakuM ke crmocoOOM MOKHO OOBEAUHITH OTAEIBHBIH CETMEHT VL
(Hanpumep, VL1) ¢ aByMA pasHbIMH VH-moMmeHamu (Hanpumep, Vul u VH2) niig co3maHus
oucnenupUIeCKOM MOJIEKYIIBI, COCTOAIIECH W3 ABYX CBs3bIBaromux «mredei» (Vul — Vil u
Vu2 — Vi1). Ucnonmb30BaHue OTAETBHOTO CErMEHTa VL YMEHBINAET CIOKHOCTh CHCTEMBI H
TEM CaMBIM YIPOINAET U MOBBIMAET 3P PEKTHBHOCTH CTIOCOO0B KIIOHUPOBAHHUSA, SKCIIPECCHU

W OYHCTKH, HMCIONB3YEMBIX JI CO3MaHUsA OHWCTECIH(PUICCKUX MOJIEKYT (CM., HApUMED,

USSN13/022759 n US2010/0331527).

[000169] ATNBTEPHATUBHO AHTUTENA, KOTOPBIE CBA3BIBAIOT HECKOJIBKO JOMEHOB H
BTOPYIO MUIIEHb, TaKHe Kak Oe€3 OTrpaHWYCHHSA, HAMPHUMEP, BTOPOE OTIMYAIOIICECS
aatuTreno k HA rpymmer 2 Bupyca rpumma A, MOYKHO TOJy4aTh B OHCTeNH(UIECKOM
¢dopmaTe C HCIONB30BAHHEM OIMMCAHHBIX B JAHHOM JOKYMEHTE METOIWK WA JPYTHX
METOAMK, M3BECTHBIX CHEIHMATUCTY B JAHHOW O0NACTH TeXHHWKH. BapualOenbHblE y4acTKH
AQHTUTENA, CBA3BIBAIOIIMECS C OTIMYAKOIIUMHUCA YYACTKAMH, MOXKHO COCAUHATH BMECTE C

BapI/Ia6CJ'IBHBIMI/I YHaCcTKaMHu, KOTOpBIfI CBA3BIBAOTCA C COOTBCTCTBYHOIIUMH cauTamMu Ha,
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HAI[PUMEP, BHPYCE TPHUNNA IS TPHIAHWS JBOWHOW AHTHUTEHHOW CHEIU(PUYHOCTH B
npeAenax OJHOM CBA3BIBAIOIIEH MOJEKYJbl. (COOTBETCTBEHHO CKOHCTPYHPOBAHHBIE
oucnenpuIecKue MOJIEKYJIBI C JAHHBIMH CBOMCTBAMH CITY’KaT B KAUeCTBE MOJIEKYI C
aBoWHOM (yHKIMel. BapuaGenpHple y4acTKH €O CIEHU(UYHOCTHIO K BHEKIETOUYHOMY
JOMEHY OOBEIHHSAIOT ¢ BAPHAOEITHHBIM YYACTKOM CO CIIENU()PUIHOCTHIO K HAPYKHOU YaCTH
BHEKJIETOYHOTO JIOMEHA W OOBEAWHSIOT B Mapy HAa CTPYKTYPHOM KapKace, YTO TMO3BOJAET

KaKAOMY BapI/Ia6eJ'IBHOMy YHaCTKY CBA3BIBATBCA C OTACIIbHBIMHU aHTUTCHAMU.

[000170] NnmoctpatuBHOE aHTUTENO B OucrenmduueckoM (opmare, KOTOpPoe
MO’KHO HMCTIOJIb30BaTh B KOHTEKCTE HACTOSIIIETO U300peTeHH, BKIIOYaeT npuMeHeHue Cu3-
noMeHa repBoro ummyHornooynuHa (Ig) u Cy3-nmoMena BToporo uMMyHorio0ynuHa Ig, rae
CH3-10MEHBI TIEPBOTO U BTOPOTO Ig OTIMYArOTCSA APYT OT Apyra Mo MEHbBIIEH MEpe OJHOU
AMHHOKHCIIOTOW, W TJE OTJIMYME B MO MEHBIIEH Mepe OJHY AMHUHOKHUCIIOTY OCIadiser
CBsI3bIBAHUE OUCTIEITU(PHUECKOTO AHTUTETA C OETTKOM A TI0 CPABHEHHIO ¢ OHCTICIM(PHIECKIM
AHTUTEJIOM, B KOTOPOM OTCYTCTBYET OTJIMYME IO AMUHOKHMCIOTaM. B ogHOM BapuaHTe
ocymecteiaeHus nepsbiii Cu3-momeH Ig cmaspmBaer Oenok A, a Bropod Cu3-momen Ig
COAEP’KUT MYTALMIO, KOTOPAask OCIA0NAET UM YCTPAHAET CBA3BIBAHUE O€NKa A, TaKyIO Kak
momudukanmst HISR (aymepanms sx30H0B corimacao IMGT; H435R mymepamust cormacHo
EU). Bropo#i Cx3 MOKeT AOMONHUTENHHO coaepkarh moaupukammoo YI6F (mo IMGT;
Y436F mo EU). [lomonmHuTtenbHbIE MOAU(PUKAIAH, KOTOPHIE MOKHO OOHAPYXHTh B
npenenax Broporo Cu3: DIGE, L18M, N44S, K52N, V57M u V82l (mo IMGT,; D356E,
L358M, N384S, K392N, V397M u V4221 no EU) B cnyuae anturen [gG1; N44S, K52N u
V821 (IMGT; N384S, K392N u V422I no EU) B cnyuyae anturen 1gG2; u Q15R, N44S,
K52N, V57M, R69K, E79Q u V82I (mo IMGT; Q355R, N384S, K392N, V397M, R409K,
E419Q u V4221 mo EU) B cnyuae antuten [gG4. Bapuantsr dopmara Gucrenupuyeckux

AHTUTCII, OTTMCAHHBIC BBIIIC, pACCMATPUBAIOTCA B o0BeME HACTOAMLCTO I/I306pCTCHI/I$I.

[000171] Jlpyrue wmmocTpaTuBHBIE Oucrienmduueckue (GopMaTel, KOTOPHIE
MO’KHO HCTIOJTb30BaTh B KOHTEKCTE HACTOSINETO W300PETEHUS, BKIFOYAIOT 0€3 OTPaHUICHH,
nanpumep, oucnerpduueckue popmMaTsl Ha OCHOBE SCFV Wnmm nuaren, cnmuThie KOHCTPYKIHAA
IgG-scFv, nBoiiHoN BapmabenbHbI momeH (DVD)-Ig, kBagpomy, BBICTYITBI-BO-BIAIUHBI,
OOBIYHYIO JIETKYIO LIETb (Hanpumep, OOBIMHYIO JIETKYIO IIETMb ¢ BHICTYNIAMHU-BO-BIAJWHBI U
T.1.), CrossMab, CrossFab, (SEED)-antuteno, neumuHOBYr0 3acTeskky, DuoBody,

IgG1/1gG2, Fab (DAF)-IgG nBoiinoro aeiicteus u Mab? oucnenmduueckue popmatsl (C.,



61

Hanpumep, Klein et al. 2012, mAbs 4:6, 1-11, © UCTOYHHKH, YIIOMHHAEMbIE B JAHHOM
JOKYMEHTE, Uii 0030pa BHINIEH3IOKEHHBIX (opMaToB). bucnenuduyueckne aHTHUTENA
TAK}K€ MOJKHO CKOHCTPYHPOBATH MPH MOMOIIH KOHBIOTAIMH TIETITH I/ HYKIIEHHOBAs KUCITOTA,
Hanpumep, THAE HE BCTPEUAOIMIHECS B TPHPOJEC AMHUHOKHCIIOTBI C OPTOTOHATBHOM
XUMHUYECKOW  PEAKIMOHHOW  CIOCOOHOCTHIO TPHMEHAIOT Il  TIOJMYyYEHUS  CauT-
CHEIU(PUICCKUX KOHBIOTATOB AHTHUTEIIO-OJTUTOHYKJIEOTH I, KOTOPBIE 3aT€M CaAMOCTOSTEIIHHO
COOMPAIOTCSl B MYJIBTHMEPHBIE KOMILIEKCHI C OMPEACIIEHHBIMH COCTABOM, BAJICHTHOCTBHIO U
reomeTpudeckont popmoit. (Cam., nanpumep, Kazane et al., J. Am. Chem. Soc. [ Epub: Dec. 4,

2012)).

TepaneBaneCKoe BBEJICHHE U COCTABbI

[000172] B  HacTosmieM HM300pETCHWHM TPEICTABJICHBI  TEPANCBTHYCCKHUE
KOMIIO3HLIMH, cojepskamue aHtutena Kk HA rpymmer 2 Bupyca rpumma A WM uX
AHTUTEHCBA3BIBAIONIME (PAarMEHTHl IO HACTOALIEMY H300peTeHH0. TepameBTHYECKHE
KOMITO3UIIMM B COOTBETCTBUH C HACTOALIMM H300PETEHHE BBOJAT C TOAXOIAIIUMHU
HOCHTEIIIMH, BCIIOMOTATCIIbHBIMH BEIIECTBAMH H JAPYTHMH CPEACTBAMH, KOTOPBIE
BKITIOYAIOT B COCTaBBI Ui OOCCTICYECHHS  YIYYIIEHHBIX TIEPEHOCA, JOCTaBKH,
MEPEHOCHMOCTH W MM TOJOOHBIX. MHOKECTBO TMOIXO/SIIHX COCTABOB MOYKHO HAUTH B
CIPAaBOYHWKE, XOPOIIO M3BECTHOM BCEM XHMHUKaM-(papmareBTram: Remington's
Pharmaceutical Sciences, Mack Publishing Company, Easton, PA. 3Tu cocTaBbl BKIIIOYAIOT,
HApUMEP, TIOPOIOKH, TIACThI, MAa3W, JKEJe, BOCKA, Maclia, JIMIHABL, COJEpIKalIue
(KaTHOHHBIE WM aHWOHHBIE) MUMUABI My3bIpbkH (Takue kKak LIPOFECTIN™), konbproraTs
JIHK, 6e3B0aHbBIE aOCOPOIIMOHHBIE TTACTHI, SMYIIbCHH THIIA «MACIIO BOJE» M «BOJIA B MACIIE,
SMYIIbCHH KapOOBaKC (MONMMATHICHTIIUKOIN C PA3JIMYHONM MOJICKYJIIPHOM Maccom),
TTOJTY>KHJIKHE TETH U TIOITY’KHJIKHE CMECH, coiepskamue kapoosakc. Cm. takke Powell ef al.
«Compendium of excipients for parenteral formulations» PDA (1998) J Pharm Sci Technol

52:238-311.

[000173] Jlo3a aHTHTENA MOKET BaPbUPOBATHCA B 3aBHCUMOCTH OT BO3pacTa W
pasMepa CyOBeKTa, KOTOPOMY OyayT OCYHIECTBIIATH BBEJICHHE, IEJICBOTO 3a00JICBAHHS,
COCTOSIHMM, IyTH BBEACHUS W T.T. [IpH HCNOIB30BAHMHM AaHTHTEIA MO HACTOSIIEMY
W300PETEHUIO IS JICYCHHUS Y B3POCIIOTO TAIMEHTa 3a00JIEBAHUS MW HAPYIICHHUS WA JITS
MpeayNpPeKACHUS 3a00JCBaHHUsA MPCHMYIIICCTBEHHBIM SIBIIICTCS BBEJACHHE AHTUTENA I1O

HACTOSIIEMY HM300PETEHHIO, KaK TMPAaBHIIO, B OJHOKPATHOH /103€, COCTABIAIOIMEH OT
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npuomm3uTensHo 0,1 10 mpubmm3uTensHO 60 MI/KT Beca Tena, 0oJee MPEeIMTOYTHTETBHO OT
MPHONMH3UTENHHO 5 10 puOM3HTENbHO 60, OT puOMHM3uTENsHO 10 70 MpuOIM3UTENHEHO 50
unme oT npudmu3uTensHo 20 no nmpubmmsurensHO 50 Mr/Kr Beca Tena. B 3aBucuMocTH OT
TSKECTH COCTOSTHUSI MOKHO KOPPUTHPOBATh YACTOTY BBEJECHUA U JUTUTEIIBHOCTD JIeueHus. B
OMpEACIICHHbIX BapUaHTaX OCYLIECTBICHHMA AHTUTENO WM €r0 AHTUTCHCB3bIBAIOIIUN
(¢parMeHT MO HACTOSIMIEMY H300PETEHHIO MOKHO BBOJUTH B KAa4€CTBE HAYABHOW O3B,
COCTaBJAIOIMEN OT TO MeHbHIeH Mepe mnpuOmm3uTensHo 0,1 MT 10 TPUONMHM3HTEIHHO
5000 mr, ot mpubmm3uTensHo 1 10 mpuOmu3uTensHo 2000 Mr, OT MPUONTHU3UTENBHO 5 10
npuomsuTensbHo 1000 Mr umm ot mpubnusurensHo 10 g0 mpudnusurensro 500 Mr, 10
npuomusuTenbHo 100 Mr umm 1o mpubnusurensHo 50 Mr. B ompeneneHHBIX BapuaHTax
OCYIIECTBIICHHA TIOCTIE HAYAIbHOM T03bI MOKET CJIEOBATh BBEJACHUE BTOPHUYHOM 036l MU
MHOKECTBA TOCTEAYIONIMX 103 AHTUTENAa WIIM €r0 aHTUTCHCBA3BIBAIOIIETO (pparmMeHTa B
KOJIMYECTBE, KOTOPOE MOJKET OBITh MPUMEPHO TAKUM K€ CAMBIM WM MEHBINE HAYATBHOU
J03Bl, [I€ IOBTOPHBIC BBEACHHA J03 Pa3AciICHbl MPOMEKYTKOM OT ITO MeHbIIeH Mepe 1 mHA
10 3 AHEH; B IO MEHBINEH MEPE OJHY HEACNIO, IO MEHBIIEH Mepe 2 HEACNH, MO MEHbIIEH
Mepe 3 HeIenu; N0 MEHbIIEH Mepe 4 HeJenH; Mo MEHbIIEH Mepe 5 Henenb, M0 MEHbBIIEH
Mepe 6 Helenb, MO0 MEHbIIEW Mepe 7 HEACNHb, MO0 MEHbIIEW Mepe 8 HEACNb;, MO MEHbIIEH
Mepe 9 Henenmp;, mo MeHbimed mepe 10 Henmenb, Mo MeHbIIEW Mepe 12 Heaenp WM 1o

MeHbIIENH Mepe 14 Henenb.

[000174] WN3BecTHBI  pa3MUyYHBIE CHUCTEMBI JOCTABKH, KOTOPBIE  MOKHO
WUCTIONB30BAaTh ISl BBEACHHUS (DApPMALEBTHYECKOW KOMITO3HIMH TI0  HACTOAIIEMY
HW300pPETEHUIO,  Hanpumep,  WHKANCYJIHPOBAHHE B  JIUTIOCOMBI,  MHKPOYACTHIIBI,
MUKPOKAICYJbI, PEKOMOWHAHTHBIE KIIETKH, CIIOCOOHBIE OSKCIPECCHPOBATH MYTAHTHBIC
BUPYCHI, OMOCPEIOBAHHBIA PELENITOPAMHU SHAOUUTO3 (cM., Hanpumep, Wu et al. (1987) J.
Biol. Chem. 262:4429-4432). CnocoObl BBEACHHA BKIIOYAIOT 0€3 OTpaHHYCHUS
BHYTPHUKOXHBIH, TPaHCACPMAJIbHBIMN, BHYTPUMBILICYHBIH, BHYTPUOPIOIMHHBIH,
BHYTPUBCHHBIM, IOJKOXHBIM, WHTPAHA3aJIbHBIM, 3MUAYPAIbHBIA W IIEPOPATIBHBIA IyTH.
Kommo3ummo MOKHO BBOJWTH JIHOOBIM YAOOHBIM CIIOCOOOM, HAmpuMep, WHQY3HeH Hin
OOJFOCHOM WHBEKIMEH, a0COpOIMed uYepe3 OSIUTEIHAIBHBIE WA KOKHO-CITH3UCTHIE
MOKPOBBI  (Hanpumep, CIAUZUCTYI0 POTOBOM TOJOCTH, CIHM3HCTYI0 TPAMOH KHIOKA H
KHIIEYHUKA U T. 1.), © €€ MOKHO BBOJHTH BMECTE C IPYTHMH OHOJOTHYECKH aKTHBHBIMH

CpCacTBaMH. BBCI[GHI/IC MOKET OBITh CHCTEMHBIM HJIM MECTHBIM. CDapMaueBTquCKon
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KOMITO3HUIUIO TAKXKC MOKHO AOOCTABIIATH B ITY3BIPBKC, B YaCTHOCTHU B JIUIIOCOMC (CM.,

Hanpumep, Langer (1990) Science 249:1527-1533).

[000175] IIpumMeHeHHE HAHOYACTHL[ JUIA JAOCTABKM AHTUTENA MO HACTOALIEMY
W300pPETEHHUI0  TAaKXKE TNPEAYCMOTPEHO B  JAaHHOM  JOKyMeHTe. HaHodacTuupl,
KOHBIOTUPOBAHHBIE C AHTHTEJIAMH, MOKHO HMCIIOJIb30BaTh I IPUMEHEHUH KaK B TEPAIHH,
TaK ¥ B JUWArHOCTHKE. HaHOYACTHIBI, KOHBIOTUPOBAHHBIE C AHTUTEJIOM, U CIIOCOOBI HX
MOJTyYEHUs] M TPUMEHEHHUs NoAapoOHO ommcansl B Arruebo, M., et al. 2009 (“Antibody-
conjugated nanoparticles for biomedical applications” in J. Nanomat. Volume 2009, Article
ID 439389, 24 pages, doi: 10.1155/2009/439389), BkmrOYeHHas B JAHHBIA JTOKyMEHT
MOCPEACTBOM CChUIKM. HaHouacTHIBI MOXKHO pa3paOaTeiBaTh M KOHBIOTHPOBATH C
AHTUTEJIAMH, COAEPIKAIIUMHUCS B (apMaLeBTUYECKUX  KOMIIO3HILIMAX, s
LIEJIEHANIPABICHHOTO BO3JACHCTBUA HA WH(UIMPOBAHHBIE BUPYCOM KIeTKH. HaHodacTuirs
IJISL JOCTABKH JIEKAPCTBEHHBIX CPEACTB TAKKE OBUIM ONMMCAHBI B MATCHTHBIX JOKYMEHTAX,
Harmpumep, US 8257740 wumu US 8246995, kaxaplii W3 KOTOPHIX BKIIOYEH B JAHHBIH

JOKYMEHT BO BCEH CBOEH MOJIHOTE.

[000176] B ompeneneHHbIX cHTyarusx (apMameBTHYCCKYH) KOMITO3HIIHIO
MOJKHO JOCTaBJISITh B CHCTEME C KOHTPOJIHMPYEMBIM BBHICBOOOKACHHEM. B oHOM BapmaHTe
OCYIIECTBIIEHHS MOKHO HCTIOJIb30BATh MOMITY. B apyrom BapuaHTe OCYIIECTBIEHUA MOKHO
WCIIOJIb30BaTh MOJIMMEPHbIE MaTEpHalibl. B enie 0lHOM BapHaHTE OCYIIECTBIIEHUS CUCTEMY
C KOHTPOJIIHPYEMBIM BBICBOOOKJICHHEM MOKHO TIOMECTHTh BOJW3H MHINEHH IS

KOMTIO3HIIMH, TIPH 3TOM TPeOyeTCS JIUIIb YaCTh CHCTEMHOM JO3BI.

[000177] WHbEeKIMOHHBIE TIPETapaThl MOTYT BKITOYATH JIEKAPCTBEHHBIE (HOPMBI
I BHYTPHUBEHHBIX, MOJIKOKHBIX, BHYTPHUKO’KHBIX, WHTPAaKpaHHAIIbHBIX,
WHTPANICPUTOHEATBHBIX ¥ BHYTPHMBIIICYHBIX WHBEKIWH, IS KareabHbIX HHQY3UH U T. TI.
OTH WHBEKITUOHHBIEC TIPENAPATHI MOKHO TIOTYYHTh ¢ TIOMOIIBIO OOMIEU3BECTHBIX CIIOCOOOB.
Hampumep, WHBEKUMOHHBIE MpEMapaThl MOXHO TONYYUTb, HANpumep, PacTBOPEHHUEM,
CYCIIEHJUPOBAHUEM WIIM SMYJIbTMPOBAHMEM AHTHUTENA WJIM €0 COJIM, OMMCAHHBIX BBILIE, B
CTEPHJILHOW BOJHOUW Cpe/ie WITH MACIITHOW Cpe/ie, OOBIMHO HCTIOIB3YEMBIX TSI WHBHEKIIHAM.
Bopmrot cpenoi 11 MHbEKIHM, ABISETCSA, HAPUMED, (PU3HOIOTHIECKHI CONIEBON PacTBOP,
W30TOHUYECKHM PAacTBOpP, COAEPKAIIMM TIFOKO3Y M APYTHE BCIIOMOTATENbHBIE CPEACTBA U
T. I, KOTOPBIE MO’KHO HCTIONB30BATh B KOMOMHAIIMU C TIOAXOMAIINAM COMIOOHTH3UPYIOIIHM

CPEACTBOM, TAKUM KaK CHHPT (Hanpumep, 3TAHON), MHOTOATOMHBIA CIUPT (HATpPUMED,
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MPONUJICHTTIUKONb,  TIOJIMATHJICHTIIUKOINB),  HEHOHOTEHHOE  TMOBEPXHOCTHO-AKTUBHOE
BemiecTBo [Hampumep, momucopodar 80, HCO-50 (monmokcuaTrneHoBbId (50 MOJB) aaayKT
TMPOTEHU3UPOBAHHOTO KacTOpoBOro macna)] M T.1. B KkadecTBe MacisiHOM cpenbl
UCTIONB3YIOT, Hanpumep, KyHKYTHOE MAacio, COEBOE MAacliO U T.IL, KOTOPBIE MOJKHO
UCTIONB30BaTh B KOMOHMHALMKM C  COMOOMIHM3HPYIOIIMM  CPEICTBOM, TaKHM Kak
OeH3UIIOEH30aT, OCH3UIOBBIN CIIUPT U T. . [10oTy4yeHHBIM TaKUM CITOCOOOM WHBEKIIMOHHBIM

COCTAaBOM MPCANMOYTUTCIIBHO HATTOTHAKOT MOAXOJANTYH0 aMITyITy.

[000178] DapMaleBTHYECKYI0 KOMITO3HMIMIO TI0 HACTOAIEMY H300PETCHUIO
MOKHO JIOCTAaBJIATh IMOAKOKHO WM BHYTPUBEHHO IPH IOMOINM CTAHJAPTHOM WITBI U
mmpuna. Kpome Toro, 4ro kacaercsi NOJKOKHOM JOCTABKH, TO IIPU JIOCTaBKE
(apMarieBTHYECKOM KOMIIO3UIMH TI0 HACTOSAIIEMY HW300PETCHHIO CBOOOJHO MOKHO
HCIIOJIb30BaTh YCTPOMCTBO AJIA JOCTABKU IO THITy HINMPULA-PYYKH. Takoe yCTpOMCTBO AJIA
AOCTaBKH TIO THIY INNPUL-PYYKH MOXKET OBITH MHOTOPA30BBIM HJIM OJHOPA30BBIM. B
MHOTOPA30BOM YCTPOWCTBE AJI1 JOCTABKH IO THITYy IIMPHI-PYYKHA OOBIYHO HCIIOIB3YIOT
CMEHHBIH KapTPHUUK, KOTOPBIM COAEPKUT (hapMarieBTHUECKy 0 KoMmo3ummio. [locie Toro,
Kak BCS (papMalEeBTHYECKAas KOMITO3WIUS M3 KapTPUKa ObUIa BBEICHA W KAPTPHUIK
OTyCTeJ, MyCTOM KAPTPHIK MOMKHO JIETKO BBIOPOCHTH M TIOMECTHUTh HOBBIH KAPTPHUIK,
KOTOPBIN COAEPKHUT (PapMaIEeBTHUECKYIO KOMIO3HUIIHIO. Y CTPOUCTBO T JOCTABKH IO THITY
LINPUL-PYYKH 3aTEM MOKHO TTOBTOPHO HMCTIOIB30BaTh. B cilyyae 0JHOpa30BOTro yCTPOMCTBA
JUIA  JIOCTaBKM 1O THIy ULIMPUL-PYYKH CMEHHBIM KapTpHK OTCYTCTBYET. BepHee,
OJTHOPA30BO€ YCTPOMCTBO [UId JOCTaBKH [0 THIy IINPUL-PYYKH NPEIBAPUTEIHHO
3armoJTHEHO  (papMAIEBTHYECKOH KOMIIO3HMIIMEH, CONEPKAIICHCSs B pe3epByape BHYTPH
yctporictBa. [locie omycromieHms W3 pesepByapa (apMameBTHUYECKOW KOMIIO3HITHH

BBIOPACHIBAIOT BCE YCTPOHUCTRBO.

[000179] [Ipu moOAKOXKHOM JOCTaBKE (PapMAIIEBTHUECKOW KOMIIO3HIIMU IO
HACTOSIIEMY H300PETEHHIO HCTIONB3YIOT PAa3HOOOPA3HbIE MMIPHLBI-PYUYKA MHOTOPA30BOTO
MPUMEHEHUS U ABTOMHBEKTOPHBIE YCTPOMCTBA [UIA JOCTaBKU. lIpHMepsl BKIFOYAIOT, HO,
pasymeetcs, 0Oe3 orpammdeHuss AUTOPEN™ (Owen Mumford, Inc., Byxactox,
BemukoOpuranus), mmpun-pyuky DISETRONIC™  (Disetronic Medical Systems,
byprmopd, Iserimapusa), mmpun-pyuky HUMALOG MIX 75/25™, mmpum-pydxy
HUMALOG™, mmpun-pyuky HUMALIN 70/30™ (Eli Lilly and Co., Manunananonwc,
Nuamnana), NOVOPEN™ [ II u III (Novo Nordisk, Komenraren, Jlanmsa), NOVOPEN



65
JUNIOR™ (Novo Nordisk, Konenraren, [lanns), mmpun-pyuky BD™ (Becton Dickinson,
@paskmn-Jdiike,  Hero-/[xepcu), OPTIPEN™, OPTIPEN PRO™, OPTIPEN
STARLET™ yu OPTICLIK™ (Sanofi-Aventis, ®paukdypr, ['epmanusa), mpu 3TOM
VIIOMSHYTHI JIMIIb HECKOJIBKO W3 HHUX. [IpUMepsI yCTPOUCTB U TOCTABKH B BHJIE LITIPHIIA-
PYYKH MHOTOPA30BOTO TPUMEHEHHs, HWCIOJIb3YEMBIX TIPH IOJKOKHOM BBEJCHHUH
(apManeBTHYECKOH KOMIO3MIIMA TI0 HACTOAMIEMY H300PETEHHIO, BKJIIOYAIOT, HO,
pasymeercs, ©Oe3 orpanmdyeHus mmpui-pyuky SOLOSTAR™  (Sanofi-Aventis),
FLEXPEN™ (Novo Nordisk) 1 KWIKPEN™ (Eli Lilly), apromabsextop SURECLICK™
(Amgen, Tayszana-Okc, Kamupopuus), PENLET™ (Haselmeier, [lITytrapr, I'epmanwus),
EPIPEN (Dey, L.P.) u nmpui-pyuxy HUMIRA™ (Abbott Labs, 26001-Ilapk, Unnunoiic),

MIPU 3TOM YIIOMSAHYTBI JIMIIb HECKOJIBKO U3 HUX.

[000180] [IpenmymiecTBEHHO OIMCAaHHBIE BBIIIIE (dapmareBTHYECKHUE
KOMIIO3MLIMM /7SI TEPOPAJIbHOTO WM TAPEHTEPANIbHOTO TNPUMEHEHHUA TMOIY4aloT B
JIEKapCTBEHHBIX (hOpMaxX B CTAHAAPTHOHM J03€, MPUCTIOCOOTICHHON TaKUM 00pa3oM, YTOOBI
OHAa COOTBETCTBOBAJIA J103€ AKTUBHBIX HMHIPEAMEHTOB. Takue IeKapCTBEHHbIE (HOPMBI B
CTAHZAPTHOW JI03€ BKIIOYAIOT, HAMPHUMEP, TAOJNCTKH, THIIIONK, KAaICyJibl, HHBEKIHU
(aMITyImBI), CYNmMO3HTOPHUH H T. A. KOIMYECTBO COAEPIKAMETOCS AHTHUTENA, KaK TPABHIIO,
COCTaBJIAET OT MPHUONM3HTENBHO 5 10 mpuOmm3uTenbHo 5000 MT B CTaHTAPTHOH 103€
JEKApCTBEHHOW (DOPMBI, TPEANOYTHTEIBHO, YTOOBI COACPIKAHHWE AHTHTENA B APYTHX
JICKAPCTBEHHBIX (DOPM COCTABIISIIO OT MPUOU3UTENBHO 5 10 IpHOIM3uTeIbHO S00 MT B OT

mpuOIH3uTEIRHO 10 10 MpubIU3UTEHEHO 250 MT.
Buab1 npuMeHeHUs1 AHTHTEST B T€paNuU

[000181] AHTHTENIA TIO HACTOAIIEMY H300PETCHHIO SBISIOTCS TPHUMEHUMBIMU
JUTA JICYEHUS W/HIH TPEAYNPEKICHUS 3a00JCBaHUSA, WA HAPYIIECHUS, WIH COCTOSHHS,
ACCOLMUPOBAHHOTO ¢ WH(EKIWEH, BBI3BAHHOW BHPYCOM TPHUIIA, W/HWIH IS YMEHBIICHUS
TSHKECTH TI0 MEHBIIEH Mepe OJJHOTO CHMIITOMA, ACCOLMUPOBAHHOTO C TAKAM 3a00JIEBAHUEM,

HapymcCHUCM UIIH COCTOAHHUCM.

[000182] B onpeneneHHpIX BapuaHTax OCYMIECTBICHUSA AHTUTENA 1O
HACTOSIIEMY HW300PETCHHUIO SABIAIOTCS MPHUMEHUMBIMH JUIA  JICYEHUSA CYOBEKTOB,
CTPAAAOIUX OT TSDKETIOW M OCTPOM PECIUPATOPHOW HH(PEKIWH, BHI3BAHHOW BHUPYCOM

rpunma. B HeKOTOPBIX BapHaHTaX OCYIIECTBICHHA AHTHUTEINA TI0 HACTOSMIEMY H300PETEHHUIO
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OPUMCHHUMBI B CHH’KCHUH BUPYCHBIX TUTPOB WIIW CHUKCHUH BprCHOfI Harpy3Ku y X03dHWHa.
B OAHOM BapHaHTC OCYHICCTBIICHUA AHTUTCIIO WUITH €TO aHTHFeHCBHSI)IBaIOH_[I/Iﬁ q)paFMCHT 110
HaCcTOAIICMY I/I306peTeHI/IIO MO>XHO BBOJHUTb B TCpﬁH@BTH‘IﬁCKOfI A03C ManucHTYy C

WH(pEKIUEH, BBI3BAHHOW BUPYCOM TPHIIIIA.

[000183] OpHo wimu Ooyiee AaHTHTE MO HACTOAIMIEMY HW300PETEHHIO MOXKHO
BBOJMTDH /ISl OCIAOJICHHUS, WM TPEAYNPEIKACHHUSA, WIH CHWKCHHS TSDKECTH OJHOTO WITH
HECKOJIbKHX CUMITTOMOB WJIH COCTOSTHHH 3a00JICBaHHS HMJIM HAPYINCHHA. AHTHTEIA MOXHO
MPUMEHATh JUIS OOJETYCHHS WM YMCHBIIECHUS THKECTH MO MEHBIIEH MeEpe OIHOTO
cuMnToMa WH(EKIWH, BHI3BAHHOW BHPYCOM TPHWINA, BKIIOYAas O€3 OrpaHUYCHHS
JUXOPAJIKY, Kalielb, O0Ib B TOPJIE, TOJIOBHYIO 00Jb, OO B TEJE, yTOMIISIEMOCTh, CUIIBHOE

HUCTOICHHUC, OABIIIKY, 6pOHXI/IT, MHEBMOHHHU U CMCPThb.

[000184] Taxke B JAHHOM JOKYMEHTE NPEIYyCMOTPEHO IIPUMEHEHHE C
MPOQUITAKTHYECKOW TIEIBI0 OJHOTO WM OOJIe€ aHTUTEN MO HACTOSIIEMY H300PETEHHUIO Y
CYOBEKTOB C PHUCKOM Pa3BHTHS WH(EKIWH, BHI3BIBAEMON BHPYCOM TPHIINA, Y TAKUX Kak
HMMYHOKOMITPOMETHPOBAHHBIE HHAHBHIYYMBbI, TIOXKHIIbIC JFOAH (B BO3pacTe crapiie 65
JET), IETH BO3PACTOM MIlaaie 2 JeT, paOOTHUKH C(hEepPhl 3MPAaBOOXPAHCHHS, YJICHBI CEMbH,
HAXOAMIHECS PAAOM C TAWEHTOM, CTPAJAONIMM HH(EKIHMEH, BBHI3BAHHOW BHPYCOM
TpUnma, W TAOUWEHTHl C COMYTCTBYIOIIMM HApyIIEHHEM B aHamHe3e (Hampumep, ¢
MOBBINICHHBIM PHCKOM JIETOYHOH HMH(MEKIMH, CEPACYHO-COCYAUCTOTO 3a00JCBAHHS HITH

auaoeTa).

[000185] B ngomonHWUTENBPHOM — BapuUaHTE  OCYIIECTBJICHHUA  HACTOSIIETO
HW300pETEHHUA AHTHTENA TIO0 HACTOSIMIEMY HW300PETCHHIO TPHMEHSAIOT I  TIOYyYEeHHUS
(hapManeBTHYECKOH KOMITO3UIIMH [T JICYCHHS TAIMCHTOB, CTPAJAIONIMX OT HH(EKIHH,
BBI3BAHHOM BHpPYCOM TIpumnma. B apyrom BapuaHTe OCYIIECTBICHHA HACTOAILETO
W300pETEHHUA AaHTHUTENAa TI0 HACTOAIMEMY H300PETEHHIO TIPUMEHSIIOT B KayeCcTBE
BCITIOMOTATEIbHOM TEPAITUHU C KAKUM-TTHOO APYTHUM CPEACTBO HIK JTIFOOOH APYTOH TEpamHeH,
W3BECTHOW CTCIHAIACTAM B JAHHOW OOJACTH TEXHHKH, MPUMEHUMOU I JICUCHHS WITH

YMEHBIIEHUS TKECTH HH(EKIMH, BRI3BAHHOW BUPYCOM TPHUIITIA.
Buabi koOMOMHUPOBaHHOI Tepanuu

[000186] Buasl koMOMHUPOBAHHOW TEpamMH MOTYT BKITIOYATh aHTHTENO K HA

TPymIBl 2 BUPYyCa TPUIIA A TI0 HACTOSMIEMY W300PETEHHIO M KAKOE-THOO AOTIOTHUTETFHOE
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TEPATIEBTUYECKOE CPEICTBO, KOTOPOE MOKHO MPEUMYIIECTBEHHO OOBEAUHATD C AHTHUTEIOM
MO0 HACTOALIEMY W300PETEHHIO MM ¢ OHOJIOTHYECKH AKTUBHBIM (PpAarMEHTOM AHTUTENA TIO
HACTOAIIEMY H300peTeHHI0. AHTUTENAa 10 HACTOSIIEMY HM300PETEHHIO  MOKHO
CHHEPTHYECKH OOBEIUHATH C OJHMM WIH 0OJiee JEKAPCTBEHHBIMH CPEICTBAMH WIIH
cpeacTBaMu (ranpumep, TPOTUBOBUPYCHBIMU CPEICTBAMH), IPUMEHIEMBIMHU I JICYCHUSA

TPHIIIA.

[000187] Hanpumep, winmocTpaTUBHBIE MPOTUBOBUPYCHBIE CPEACTBA BKIIFOYAIOT,
HANPUMEP, BAKIWHBI, HHTHOUTOPHI HEMPAMHHUIA3bI WM AHAJIOTH HYKJIECO3uaoB. [lpyrue
WIUTFOCTPATUBHBIE  NPOTHBOBHUPYCHBIE CPEACTBA, KOTOPBIE MOXKHO TIPUMEHATH B
KOMOWHAIIMK C AHTUTEJIOM IO HACTOSIIEMY H300pPETEHHIO, MOTYT BKIIIOYATh, HATIPUMEDP,
3MAOBYIWH, TaHUUKIOBHP, BHIAPAOWH, WIOKCYPUAMH, TpuIypHIuH, (HOCKAPHET,
AIMKIIOBUDP, PUOABUPUH, aMaHTAJINH, PEMAHTAJNH, CAKBUHABHP, WHIWHABUD, PUTOHABHUD,
anb(a-uHTEPPEPOHBI M JAPYrHe HHTEP(PEPOHBI, MHTHOUTOP HEMpPaAMHHHAA3BI (HAIPUMED,
3aHamuBup (RELENZA®), ozenpramuBup (TAMIFLU®) nanuHaMuBHp, IEpaMUBHP) WITH

PUMaHTaaWUH.

[000188] Jlpyrue  WITIOCTPATUBHBIE  MPOTHUBOBUPYCHBIE  JICKAPCTBEHHBIC
CpeAcTBa BKIIOYAIOT O0€3 OrpaHHYCHHUs WHTHOUTOpP HA, MHrHOWTOp CHATOBOW KHCIIOTHI W
WHTHOUTOP HWOHHOTO KaHajga M2. B ogHOM BapuaHTE OCYINECTBICHHS WHTHOHTOPOM

HOHHOTO KaHana M2 aBnsgeTcs aAMaHTaaIuH WKW PUMAaHTaaHuH.

[000189] B HEKOTOPBIX BapHaHTaX OCYHICCTBICHHUSA AHTUTENA IO HACTOSALIEMY
HW300PETEHUIO MOYKHO OOBEHHATH CO BTOPBIM TEPATIEBTUYECKHM CPEACTBOM /TSI CHIKCHHUS
BUPYCHOW HArpy3KH Y TANWEHTa ¢ WH(EKIHMEH, BBI3BAHHONW BHUPYCOM TPHIIIA, WIH IJIS

YMCHbIICHHUA TAKECTHU OJHOT'O WA 0oJIee CHMIITOMOB I/IH(l)CKI_[I/IH.

[000190] AHTHTENIA TI0O HACTOSMIEMY HW300PETCHHIO MOKHO TIPUMEHATH B
KOMOWHAITWH ¢ TMPOTHBOBOCTAIMTEIIFHBIM JIEKAPCTBEHHBIM CPEACTBOM  (Hanpumep,
KOPTUKOCTEPOUAAMU U HECTEPOUIAHBIMH TPOTHBOBOCTIATUTEILHBIMH JIEKAPCTBEHHBIMHU
CpPEeICTBaMH),  JCKOHTECTAHTOM, AHTUTHCTAMHHHBIM  JICKAPCTBEHHBIM  CPEIACTBOM,
MPOTHUBOMUKPOOHBIM JICKAPCTBEHHBIM CPEJCTBOM, JPYTHM AHTHTEJIOM K BHUPYCY TPHIIIA,
MPOTUBOBUPYCHBIM JIEKAPCTBEHHBIM CPEJACTBOM, BAaKIMHOW MNPOTHUB TPHUIMA, TaKOM Kak
FLUMIST® wmu FLUVIRIN®, numeBod mK00aBKOM, TaKOH KaK AHTHOKCHIAHTBIL, HWJIH

JFOOBIM JIPYTHM CPEICTBOM MAJUTHATHBHOW TEPAIHH IS JICYCHHUS WH(EKIIUH, BHI3BAHHOU
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BHPYCOM TPHIIIIA.

[000191] B onpeneneHHpIX BapuaHTax OCyIIECTBIECHHUA BTOPOE TEPANEBTHUYECKOE
CPEICTBO TIPEACTABIIET COOOW APYroe aHTUTENO K BHPYCY rpumma. B ompemeneHHBIX
BapHAHTaX OCYIIECTBIIEHUS BTOPOE TEPANEBTHYECKOE CPEIACTBO TPEACTABIIET COOOM
APYTOE AaHTUTENIO K TEMATTIIIOTHHHHY TPHIA. B onpeIeIeHHBIX BApHAHTAX OCYIIECTBIICHUS
BTOPOE TEPANEBTUYECKOE CPEICTBO TMPEACTABIAECT COOOW APYroe aHTHTEIO K JPYyromy
OeNKy BHpyCa TpHWINA, TAKOMY KaK HEHWpPAMHHHIA3a WM TETPAMEPHBIH JKTOJIOMEH
MaTpuyHoro Oenka 2 (6emok M2e). B ompeneneHHbIX BapHaHTaX OCYLIECTBICHHS BTOPOE
TEPaNeBTHYECKOE CPEACTBO MPEACTABIIIET COOOM AHTUTENIO K APYroMy OENKY, TAKOMY KakK
TpancMeMmOpanHas cepuHoBas mporeaza 2 (TMPRSS2). Bropoe anTuTeno mosker OBITH
crenuuIHBIM B OTHONICHWH OJHOTO WM OOJICe Pa3IHYHBIX OCITKOB BHpYyCa TpUINA M3
Pa3TUYHBIX TOATHUIIOB WM IITAMMOB BHpyca. B JaHHOM [OKyMEHTE TWPEICTABICHO
MPUMEHEHUE KOMOMHAIMHU (KKOKTEUJISD) aHTUTEN C IMUPOKHUM CIIEKTPOM HEHTPAITU3YIOIICH
WM WHTHOUPYIOMIEH AKTUBHOCTHIO IO OTHONICHHIO K BHPYCY TpHUMMa. B HEKOTOpPHIX
BapHAHTaX OCYHICCTBIICHUS HE KOHKYPHPYIOIIUE AHTHUTEIA MOYKHO OOBEIUHATh W BBOIMTH
HYXIAIOTIEMYCS B 3TOM CYOBEKTY ISl CHIDKEHHUS CIIOCOOHOCTH BHPYCA TPHIIA YCKOJIb3aTh
MOCPEACTBOM OBICTPOM MyTallMd KaK Pe3yibTaTa CEJICKTHBHOTO JABIICHHA. B HEKOTOPHIX
BapHaHTaX OCYINECTBJICHUS aHTUTENA, COJEPKAIHEe KOMOWHAIIHIO, CBSI3BIBAIOTCA C
Pa3TUYHBIMH HETICPEKPBIBAIOIMUMHUCS SMUTONMaMHu Ha Oenke HA. AHTHTENa, comepsKamiue
KOMOHWHAITHIO, MOTYT OJIOKAPOBATh MPHCOCIUHCHUE BHPYCA, W/WIH BXOXKJIECHUE B KIICTKH-
X035€Ba, W/WIIH CIIHSHHE C KICTKAMH-X03s€BaMU. AHTHTEJIA MOTYT B3aHMOJCHUCTBOBATH C
TeMArrIIOTHHHHOM, BBIOPDAHHBIM W3 JIOOOTO OJHOTO WM OOJiee TOATHIIOB TpHIma A
rpynnsl 2, Bkmovas noatunsl H3, H4, H7, H10, H14 w H15, u nipu ux ucnonb30BaHUH 110
OTIENHPHOCTH HWJIM B KOMOWHAIMK C JIFOOBIM OJHWUM WA OOJiee W3 CPEICTB, YKa3aHHBIX
BBITIIE, MOTYT HEHUTPATU30BaTh JTFOO0W OJHWH WK OOJiee TIOATHUIIOB BUPYCA TPHIIIA TPYIIIIBI

2, Bkmoyvas 0e3 orpanmueHus cineayromme: H3N2, H7NO.

[000192] Takke B JAHHOM JOKYMEHTE TMPEIYCMOTPEHO MPHUMEHEHHE
KOMOUWHAIWU aHTUTENn K HA rpynmer 2 BHpyca Tpumma A 10 HACTOAIMEMY H300PETEHHUIO,
rae KOMOWHAIMA COACPKHT OJHO WM OOJiee AHTHTEN, KOTOpPhIE TEPEKPECTHO HE
KOHKYPHUPYIOT, B HEKOTOPBIX BAPHAHTAX OCYINECTBICHHSA KOMOHWHAIWS BKIIOYAET TIEPBOE
AHTUTEJIO C MIMPOKHM CHEKTPOM HEUTPATU3YIOUIEM AKTUBHOCTH CO BTOPBIM AHTHUTEIIOM C

AKTUBHOCTBIO B OTHOIIEHHWHM Y3KOTO CIIEKTPAa H30JATOB U KOTOPOE HE KOHKYPHUPYET C
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OCPBBIM AHTHUTCIIOM.

[000193] Hcmonb3yeMoe B JTAHHOM JOKYMEHTE BBIPAKCHHE «B KOMOHWHAIIMH C»
O3HAYaeT, YTO JOTIOTHUTEIBHBIN(-€) TEPANeBTHYECKH aKTUBHBIN(-€) KOMITIOHEHT(-bI) MOKHO
BBOJMTH JI0 BBEJCHHA, OJHOBPEMEHHO C HUM HJIM TIOCTIEe BBEACHHA aHTUTENa K HA rpymnmsl
2 Bupyca rpumnmna A 1mo HacTOAIEMY H300peTeHuI0. BeipakeHne «B KOMOMHALIMH C» TAKKe
BKITIOYAET TIOCIIEOBATENIFHOE HITH COBMECTHOE BBeACHHE aHTUTENa K HA Bupyca rpumnma u

BTOPOro TCPANCBTUICCKOTO CPEACTBA.

[000194] JIOTIOTHUTENbHBIA  TEPANIEBTHUECKH AKTHUBHBIN(-€) KOMIIOHEHT(-bI)
MOKHO BBOJUTH CYOBEKTY J0 BBelIeHHUs aHTHTeNna K HA rpynmser 2 Bupyca rpunma A mo
HacTosmEeMy u300pereHuo. Hanpumep, nepBbiii KOMIOHEHT MOYKET CUMTATHCS BBEICHHBIM
«mepeny BTOPBIM KOMIIOHEHTOM, €CIIM NEPBBIM KOMIIOHEHT BBOJAT 3a 1 Hexemo 10, 3a 72
YJaca 110, 3a 60 yacoB 10, 3a 48 yacos 110, 3a 36 yacoB 10, 3a 24 yaca 110, 3a 12 yacoB 0, 3a 6
4acoB 10, 3a 5 4acoB 710, 3a 4 yaca 10, 3a 3 4yaca 110, 3a 2 4aca 110, 3a 1 gac 10, 3a 30 MUHYT
10, 3a 15 muHyT 10, 32 10 MHHYT 10, 32 5 MHHYT 10 WIM MEHEE 4eM 3a 1 MUHYTY 10
BBEJACHUS BTOPOrO KOMIIOHEHTA. B Ipyrux BapuaHTax OCYINECTBIICHUS AOMOTHUTEIBHBIN
TEPATICBTUYECKH AKTHBHBIH KOMIOHEHT (KOMITOHEHTBI) MOKHO BBOJHTH CYyOBEKTY TOCIHE
BBeJACHHUA aHTHTENa K HA rpymmser 2 BHpyca rpunma A 1Mo HACTOSTIEMY W300PETEHHIO.
Hanmpumep, mnepBblii KOMIIOHEHT MOMKET CUMTATHCSA BBEACHHBIM «IIOCJE» BTOPOTO
KOMIIOHEHTA, €CJIM MEPBBIM KOMIOHEHT BBOJAT 4Yepe3 1 MUHYTY mocie, yepe3 5 MUHYT
nociue, yepe3 10 munyT nocne, yepes 15 muHyT nocne, yepe3 30 MuHyT mocie, yepe3 1 yac
MocJye, yepes 2 yaca mocine, 4yepes 3 yaca mnocje, yepes 4 4aca mocie, 4epes3 S5 4acoB Moce,
yepes 6 yacoB nocre, yepes 12 yacos mocne, yepes 24 daca nocine, yepe3 36 yacoB mocre,
yepes 48 vacos nocine, yepe3 60 4acoB MmoCie WM Yepe3 72 vaca mocjie BBEACHUS BTOPOTO
KOMITOHEHTA. B erie oHMX BapUaHTaX OCYINECTBIEHUS JOMOJHUTENbHBIM TEPANIEBTUUECKH
AKTUBHBIH KOMITOHEHT (KOMIIOHEHTBI) MOKHO BBOJUTh CYOBEKTY OJHOBPEMEHHO C
BBeJAeHHEM aHTHTeNna K HA rpymmer 2 Bupyca rpumma A 1Mo HACTOSIEMY H300PETEHHIO.
«OmHOBpEMEHHOE)» BBEJCHHE JUIA IEJIEH HACTOAMIETO M300PETEHHUS BKIOYAET, HaAnpumep,
BBEJCHUE CyOBEeKTy aHTHTena kK HA Bupyca rpumma A rpynmsl 2 B JOMOJHHUTEIHEHOTO
TEPATEBTUYECKH AKTUBHOTO KOMITOHEHTAa B €IWHUYHOM JI€KapCTBEHHOW (opMe WiH B
Pa3AeNbHBIX JIEKAPCTBEHHBIX (POpPMax, BBOJAMMBIX CYOBEKTY B MpPEIENax MPHOIHU3UTEIHEHO
30 MHMHYT HIM MEHEE OTHOCHUTENBHO JApyr apyra. l[Ipu BBeneHMM B pa3facibHBIX

JEKAPCTBEHHBIX (HOpPMAX KaKAYIO JIEKAPCTBEHHYIO (JOPMY BBOAST MOCPEIACTBOM OJHOTO H
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Toro e nyTh (Hanpumep, o6a antutena kK HA rpynmsl 2 Bupyca rpunma A
JOTIOTHUTENBHBIN TEPANIEBTUYECKH aKTUBHBIM KOMIIOHEHT MOKHO BBOJUTh BHYTPUBEHHO H
T. [1.); QTbTEPHATHBHO KKIYIO JIEKAPCTBEHHYIO (DOPMY MOMKHO BBOJUTH PA3HBIMH ITyTAMH
(nanpumep, antuteno k HA rpynmsl 2 Bupyca rpunma A MOKHO BBOJWUTh BHYTPHBEHHO, a
JOTIOTHUTENIbHBIA TEPATIEBTUYECKH AKTUBHBIM KOMIIOHEHT MOYKHO BBOJUTH TEPOPAIBHO).
Tak wnu WHAYe, HO BCE BBEIEHHUS KOMIIOHEHTOB B €IMHHYHOW JIEKAPCTBEHHOM (opme, B
Pa3AeNbHBIX JIEKAPCTBEHHBIX (POPMaxX MM B Pa3AeIbHBIX JIEKAPCTBEHHBIX (hOpMaX pa3HbIMH
MyTAMU CYUTAIOTCA «OJHOBPEMEHHBIM BBEJACHHEM)» /IS LENEeH HACTOAIIETO M300PETEHHUA.
JInd nenei HaCTOAIIErO PacKpbITHs BBeAcHHUE aHTUTENAa K HA rpynmsr 2 Bupyca rpunma A
«0», «OJHOBPEMEHHO C BBEJICHHEM» HIIHM «IOCIe» (KaK 3TH TEPMHHBI ONPEICIICHBI B
JAaHHOM JOKYMEHTE BBIIIEC) BBEACHUSA JOMOIHHUTEIBHOIO TEPANEBTUYECKH AKTUBHOTO
KOMIIOHEHTAa CYMTAacTCs BBeAcHMEM aHTuTena k HA rpynmer 2 Bupyca rpumma A «B

KOM6I/IHaI_[I/II/I C» JOIMOJTHUTCIIbHBIM TCPANCBTUYCCKH AKTHBHBIM KOMIIOHCHTOM.

[000195] Hacrosmee n3o0pereHre BKIIIOYAET (papMarieBTHUECKUE KOMIIO3HIIUH,
B KOTOPBIX aHTUTENO K HA rpymmsl 2 Bupyca rpumma A 1Mo HacTOSAMIEMY H300PETECHHIO
COCTaBJICHO COBMECTHO C OJHUM HIJIM HECKOJIBKHUMH JOTOJHUTEIBHBIMH TEPANEBTHUECKU

AKTUBHBIM(-H) KOMIIOHEHTOM(-aMH), OTIMCAHHBIMH B JAHHOM JTOKYMEHTE B IPYTHX YaCTAX.
Cxembl BBe1eHUSI

[000196] B cooTBeTCTBMM C ONpPEAECNCHHBIMH BapHUaHTAMH OCYIIECTBICHHS
OJHOKpPATHYI J03y aHTuTena K HA rpymmel 2 Bupyca rpumma A 1O HACTOAIIEMY
n300peTeHnI0 (MH (papMareBTHUECKON KOMITO3HUIIUH, COAECPIKAIIEH KOMOWHAIIMIO AaHTHTENA
Kk HA rpymmer 2 Bupyca rpumma A W KaKWe-TMOO TOTIOJIHUTENIBHBIE TEPANEBTHYCCKH
AKTUBHBIE CPEACTBA, YIIOMSAHYTHIE B JAHHOM JOKYMEHTE) MOKHO BBOJHMTDH HY)KJAIOIIEMYCS
B 3TOM CyOBEKTy. B COOTBETCTBHH C OMpEIEICHHBIMH BAapHAHTAMH OCYIICCTBICHHS IIO
HACTOSIEMY W300PETEHHIO HECKOJBKO 7103 aHTHTeNna K HA rpymmsr 2 Bupyca rpunma A 1o
HACTOSIIEMY H300peTeHHI0 (Wnu  (apMameBTHYECKOW KOMIIO3HIMH, COJEPKAlICH
KoMOHMHAIMIO aHTuTeNna K HA rpynmer 2 Bupyca rpunma A U Kakue-TM00 JOTIOTHATETBHBIE
TePANeBTUYECKH AKTUBHBIE CPEACTBA, YIIOMSIHYTHIE B JAHHOM JOKYMEHTE) MOKHO BBOJHUTH
CYOBEKTYy B TEUYEHHE OIPENEICHHOTO meproAa BpemeHH. CrocoObl B COOTBETCTBHH C
JaHHBIM ACTIEKTOM IO HACTOSIIEMY H300PETEHHIO TPEIyCMATPHUBAIOT IMOCIIEI0BATEIIEHOE
BBEJCHHE CYyOBEKTY HECKOJBKHX 103 aHTtuTena kK HA rpymmser 2 Bupyca rpumma A 1o

HACTOAIMEMY H300peTeHHM0. lcmonmp3yemMoe B JAaHHOM  JIOKYMEHTE  BBIPAKCHHE
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«TOCJEN0BATEPHOE BBEACHUE» O3HAYAET, UYTO KAXKAYK A03y aHTuTena k HA rpynmer 2
BUpYycCa rpumma A BBOJAT CyOBEKTY B Pa3HbIE MOMEHTHI BPEMEHH, HANpUuMep, B Pa3HbIE THH,
pa3neneHHbIE TIPEIBAPUTENBHO OTPEACIICHHBIM HWHTEPBAIOM (Hanpumep, 4acaMu, THIMH,
HEACIAIMH WM MecsamaMmu). Hactosimee HW300pPETEHHE BKIIFOYAET CHOCOOBI, KOTOPBIE
MPeayCMaTPUBAIOT IIOCIEJOBATEIBHOE BBEJCHHE TMALMEHTYy OJHOM HA4allbHOM J03bI
antutena kK HA rpynmsl 2 Bupyca rpunmna A, 3aTeM OJHOH WM HECKOJIBKMX BTOPHYHBIX 7103
antutena k HA rpymmel 2 Bupyca rpunma A, a 3aTeM HEOOA3aTEbHO OJHOW WITH

HECKOJIBKUX TPETUYHBIX 103 aHTuTena K HA rpynmel 2 Bupyca rpumnma A.

[000197] TepmuHbl «HavanbHasg A033», «BTOPUYHBIE J03bD» H «TPETHYHBIC
J03bD» OTHOCSATCS K BPEMEHHOM IOCIIEAOBATEIBHOCTH BBEACHHA aHTUTENa K HA rpymmsr 2
BUpyca Tpumnma A 10 HACTOANIEMY H300peTeHHIo. Takum 00pa3oM, «HAYajbHAs 103a»
NpPEACTaBIAET COOOM 703y, KOTOPYIO BBOAAT B Hayajle CXEMBI JI€YeHHSA (TaKkKe
0003HAYaeTCs KaK «UCXOTHAs 103a»); «BTOPUYHBIE JO3bD» TPEICTABIAIOT COOOM HO3BI,
KOTOPbIE BBOJAT MOCIIE HAYAIBHOU J03bI, U «TPETHYHBIE JT03bD» MPEICTABIIIOT COOOH 03HI,
KOTOPBIE BBOJAT MOCE BTOPUYHBIX A03. Bce M3 HAYalIbHBIX, BTOPUYHBIX U TPETHYHBIX /103
MOTYT COJEp:KaTh OJMHAKOBOE KOIMYECTBO aHTHTena kK HA Bupyca rpunma A, HO, Kak
MPAaBUJIO, MOTYT OTJIMYATHCS APYT OT Pyra Mo 4acToTe BBeAeHUA. OJHAKO B ONPEAEIIEHHBIX
BapUaHTaX OCYIIECTBIECHHUS KONMMUYECTBO aHTHTena kK HA rpymmer 2 Bupyca rpunma A,
COAEPKAIIETOCsS B MEPBUYHBIX, BTOPUYHBIX W/HWJIM TPETHYHBIX 033X, OTIIHYACTCA IPYT OT
apyra (nanpumep, TIpH HEOOXOJUMOCTH KOPPUTHPYETCS B CTOPOHY TIOBBIIIEHUS WITH
MOHIKEHHA) B XOJ€ Kypca JIedeHHsA. B HEKOTOPBIX BapHAaHTAX OCYHICCTBICHHSA IBE HWIIH
oonee (nanpumep, 2, 3, 4 wim 5) 103 BBOAWIM B HAYajle CXEMbI JICYCHUS B BHIIEC
«HATPY304YHBIX A03» € MOCHECAYIOIMMM BBEICHHEM IMOCICAYIOMMUX 03, KOTOPBIE BBOJAT C

MEHBIICH YaCTOTOU (Hanpumep, «IoAACPKUBAIOIIUE TO3bI»).

[000198] B onpeneneHHBIX MIUTFOCTPATHBHBIX BAapUAHTAaX OCYINECTBICHHS
HACTOAIIETO M300PETCHHS KAKIYI0 BTOPHUYHYIO HW/HIH TPETHUYHYIO J03Y BBOIAT B TCUCHHE
ot 1 no 48 wacoB (Hanpumep, 1, 1'5, 2, 2, 3, 3%, 4, 4Y4, 5, 5%, 6, 6Y5, 7, 7, 8, 814, 9, 9V,
10, 10°%2, 11, 1174, 12, 12'%, 13, 13'%, 14, 14'2, 15, 15'%, 16, 16'2, 17, 174, 18, 18, 19,
19Y5, 20, 20Y5, 21, 21V, 22, 22V, 23, 23Y5, 24, 24Y4, 25, 25Y%, 26, 26Y%: unu 6ombIie) Toche
HEMOCPEACTBEHHOW Mpeapiaymed a03bl. Ppasa «HENMOCPEACTBEHHO MNPEAMIECTBYIOMIAS
71032», UCTOJIb3yeMas B JAHHOM JOKYMEHTE, O3HAYa€T B MOCIEAOBATEIIBHO U3 HECKOJIBKUX

BBEJICHUM 103y aHTUTena K HA rpynmsl 2 Bupyca rpumnmna A, KOTOPYIO BBOAAT MALMEHTY 10
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BBEJICHUS ONIDKANUINCH CITEYFOMIEH JO3BI B MTOCIIEIOBATEIPHOCTH 0€3 TIPOMEKYTOYHBIX JI03.

[000199] CrmocoObl B COOTBETCTBHH C JAHHBIM AaCTEKTOM IO HACTOSAIEMY
HW300pETEHUI0O MOTYT TIPeAyCMAaTPUBaTh BBEIACHHE TMAIMEHTY JIO00TO KOJIHWYECTBA
BTOPHYHBIX W/WJIM TPETHYHBIX 03 AHTATOHUCTA aHTUTENA K HA Tpymmel 2 BHpyca rpwiima
A. Hammpumep, B omrpe/ieTIEHHBIX BApHAHTAX OCYIIECTBICHUS MAIUEHTY BBOJIAT TOIBKO OTHY
BTOPHYHYIO 7103y. B Ipyrux BapuaHTax OCYIIECTBICHHS ABE WU Oonee (Hanpumep, 2, 3, 4,
5, 6, 7, 8 unu OOmbINE) BTOPHUYHBIX 03 BBOAAT mammeHTy. [lomoOHeIM oOpazom, B
OTIPEACIIEHHBIX BAPHUAHTAX OCYIICCTBIIEHUS TMAIMEHTY BBOIAT TOJIBKO OJHY TPETHUHYIO
no3y. B apyrux BapmanTax ocymecTBIeHUS ABE wiH Oonee (nanpumep, 2, 3, 4, 5, 6, 7, 8

WM OOJIBINE) TPETUYHBIX 103 BBOJAT MALIMEHTY.

[000200] B omnpeneneHHbIX BapHaHTax OCYIIECTBICHUA IO HACTOSLIEMY
W300PETEHHIO YacTOTa, C KOTOPOW BTOPHYHBIC /MM TPETHYHBIE JO3bI BBOASAT MAIMEHTY,
MOKET BaPbUPOBATHCS B XOAE CXEMBI JieueHHA. YacTOTy BBEACHUA MOKET KOPPEKTUPOBATH
Bpay B X0J€ Kypca JICUEHHs B 3aBUCUMOCTH OT TIOTPEOHOCTEH OTAETBHOTO MALUEHTA TTOCTIE

KIIMHUYCCKOTI'O 06CJICHOBaHI/ISI.

BI/II[bI NMPUMEHECHHUS AHTUTE/I B JUATHOCTHKE

[000201] Antutena k HA rpynmel 2 Bupyca rpummna A 10 HAcTOSLIEMY
HW300PETCHUI0O MO’KHO HWCIIONTb30BATh ISl BBIABICHUS W/WiIH wu3MepeHus HA rpymmer 2
BUpyca Tpumnma A B o0pasie, Hanpumep, A AUATHOCTHYECKHX Ieled. B HEKOTOphIX
BapUAHTaX OCYLIECTBICHUA NPEAYCMOTPEHO HUCTIONb30BAaHHUE OJHOTO MM 0OJIee aHTHUTEN TO0
HACTOAIIEMY H300PETEHHMIO B aHAIM3aX /AJs BBIABJICHHUS 3a00II€BaHMA WM HAapyLICHUS,
TAaKOTO Kak BUpycHas wH(ekuwma. VmmocTpaTHBHBIE THATHOCTHYECKHE aHamM3bl i HA
rpynnel 2 BHpyca rpumma A MOTYT TpelycMaTpuBaTh, Hanpumep, TPUBEACHHE
MOJTYYEHHOTO OT MAIMEHTa 00pasia B KOHTAKT ¢ aHTUTeNToM K HA rpymmsl 2 Bupyca rpumnma
A 10 HacToAmIEMY H300PETEHHIO, T1Ie aHTUTENO K HA rpymmsr 2 Bupyca rpumma A MEYeHO
JETEKTUPYEMON METKOW HIIM MOJIEKYIIOW-PENOPTEPOM HIIM HCMOJB3YETCA B KayeCTBE
3aXBaTHIBAIOIIETO JMTAaHAA JJI1 H30MpaTEeNbHOTO BhIAeNeHnss HA rpynmel 2 Bupyca rpumma
A 13 00pa3noB OT ManKMeHTa. ATTEPHATHBHO HEMEeUeHOe aHTUTeNo K HA rpymmsl 2 Bupyca
rpunma A MOYKHO MCIIONB30BaTh B JHATHOCTHKE B KOMOWHAIIMH CO BTOPHYHBIM AHTHTEIIOM,

KOTOpPOE caMo0 M0 ce0e ABIAETCS MEUYCHHBIM JECTEKTHPYEMOW MeTKOW. JleTekTmpyemas
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METKAa WM MOJIEKYJa-pENoOpPTEP MOKET MPEACTABIATh COOOW PAaJHOAKTHBHBIN H30TOTL,
takor kak “H, “C, ¥P, 3°S mmu 'I; (uayopecUEeHTHBIM HIM XEMUIFOMHUHECLEHTHBIN
(¢parmMeHT, TakKOH Kak (PIyopecenHN30THOIIMAHAT HIIH POJAMHUH; WM (PEPMEHT, TAKOH Kak
memouHas  ¢ocdaraza, [-ramakro3mgaza, TMEPOKCHAA3a XpeHa WM Jnonwmdepasa.
KoHKkpeTHBIE WIIIFOCTPATHBHBIE  AHANU3bI, KOTOPbIE MOJYKHO  HCIOJB30BATh  JJIA
JAeTeKTUPOBaHUA WM u3Meperns HA Bupyca rpunma A rpymmel 2 B 00pasie, BKIFOYAIOT
tBepaodasubii uMMyHOpepmeHTHbIN aHamu3 (ELISA), pannoMMMyHOTOTHYECKHHA aHAN3

(RIA) u coptupoBKy KieTok ¢ aktusarmen ¢payopecuerimn (FACS).

[000202] OOpasipl, KOTOpPhIE MOXKHO HCTOJB30BAaTh B aHAIM3aX JHATHOCTHKH
HA Bupyca rpunma A rpymnisl 2 B COOTBETCTBUU C HACTOALIUM H300PETEHHEM, BKIFOYAIOT
oOpaser] M000M TKaHM WM JKUAKOCTH, MOJYYEHHBIM OT MALMEHTA, KOTOPBIH COACPIKHUT
AeTEeKTUPyeMbIe KonmmdecTBa oo HA Bupyca rpunma A rpymisr 2, mu00 ero ()parMeHTHI B
HOPMaJIbHOM WJIM NATOJIOTHYECKOM cocTOsAHMAX. Kak nmpasuno, yposau HA Bupyca rpumma
A Tpynmbl 2 B KOHKPETHOM 00pasiie, MOJYYEHHOM OT 3/J0POBOTO TammeHTa (Hanpumep,
MAIMEHTa, HE CTPAJAlOIIEro OT 3a00JE€BAaHUA, ACCOLMHUPOBAHHOTO C TPHIIIIOM), MOKHO
U3MEPATH JJIs1 HAYAIBbHOTO ONPENEICHU UCXOAHOTO YPOBHS HIIM CTAaHAApTHOTO ypoBHA HA
BUpYyca rpunmna A rpymnsl 2. 3aTeM 3TOT UCXOAHBIA ypoBeHb HA rpyriel 2 Bupyca rpura
A MOXXHO cpaBHUBaTh ¢ ypoBHAMH HA rpymnmsl 2 BuUpyca rpunmna A, U3MEPEHHBIMH B
oOpasiax, TMOJY4YeHHbIX OT WHAMBHAYYMOB C TOAO3PDEHHEM HAa WJIH HMEIONINX
accoumupoBaHHoe ¢ HA rpymmel 2 Bupyca rpumnma A COCTOSHUE WM CHMIITOMBI,

ACCOMMHUPOBAHHBIC C TAKHUM COCTOAHUCM.

[000203] AnTHTena, cienuuyHbie K HA rpynms! 2 Bupyca rpumma A, MOTYT HE
COAEpKaTh JOTIOJHUTEIBHBIX METOK WM ()ParMEHTOB, WIH OHH MOTYT COAEpKaTth N-
KoHIIeBbIe WM C-KOHIIEBBIE METKY WiH (parMeHT. B O0JHOM BapHWaHTe OCYIIECTBICHHS
METKa WM (parMeHT TPeACTaBIsieT COOOW OwoTHH. B aHanw3e CBSA3BIBAHUA TIO
PACTIONOKEHUIO METKH (€CITH OHA TIPUCYTCTBYET) MOKHO OTIPEIETUTh OPHEHTALIHMIO TIETITH/IA
MO0 OTHOINEHHIO K TMIOBEPXHOCTH, C KOTOPOH CBA3aH menTua. Hampumep, ecnm mOBEPXHOCTH
MOKPHITA aBHAUHOM, TO TIENTHJ, COAEPKAIiUi N-KOHIIEBOW OHOTHH, Oy/JE€T OPHEHTHPOBAH
TakuM 00paszom, uTo C-KOHIEBasA YacTh MENTHAA OyAET PACIOJIOKEHA TUCTATBHO TIO

OTHOHMICHUIO K MMOBCPXHOCTH.
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INPUMEPDI

[000204] Crnenyromme TIpUMEPBI HW3JOKEHBI C TEM, 4YTOOBI 00ECIIEYUTH
CHEIMATNCTOB B JAaHHOM OONAcTH TIONHBIM PACKPBITHEM W OIHCAHHEM TOTO, Kak
OCYIIECTBIATh M TPHMEHATh CMOCOOBI W TONY4YaThb W TPHUMEHATh KOMIIO3HIMH TI0
HACTOALIEMY H300PETECHHIO, U OHU HE MPEAMNOJararoT OrpaHMYeHHe OoO0bEMa TOTO, 4TO
aBTOPBI HACTOAILETO M300PETEHHs PACCMATPHUBAIOT B KAYECTBE CBOETO M300peTeHMs. bouiu
MPHUIIOKEHBI YCUITUS [T 00€CTIEYEHHUS TOYHOCTH MO0 OTHOLICHHIO K MCTIONIb3YEMBIM YHCIIAM
(HampuMep, KOJMYECTBY, TEMIIEPATYPE U T. I1.), OAHAKO HEOOXOIUMO YUUTHIBATH HEKOTOPHIE
SKCIIEPUMEHTANIbHBIE TIOTPEIIHOCTH M OTKJIOHEHHWA. EcM HE yKa3aHO HHOE, TO 4YacTH
ABIIAIOTCS 4YacTAMU II0 BECY, MOJECKYJSIpDHAas Macca SBIETCS CPEIHEH MOJIEKYIIPHOM
MaccOM, TeMIepaTypa HpeAcTaBleHa B rpamycax lLlenbcus, kKOMHaTHas TeMIEpaTypa
COCTaBIIsIeT NMPUONMU3UTENbHO 25°C, a naBieHHe ABISETCS aTMOCHEPHBIM WM ONHM3KHM K

aTMOC(EepHOMY.

Hpumep 1. IlonyyeHue uesioBedyecKUX aHTHUTeN K remarriroTuHuHy (HA)

rpynmnel 2 BUpyca rpunmna A

[000205] Yenosedeckue anturena k HA rpynmsl 2 Bupyca rpunmna A noaydaim ¢
ucronb3opanreM Mbimu  VELOCIMMUNE®,  conepxameit  JIHK,  koampyronryro
BapHaOebHbIC YYACTKH TSHKEIIOH IIETIH U JIETKOW KaIa-IeTTH HMMYHOTTIOOYIIHHA Y€T0BEeKa.
Mpeimeri uMMyHH3HpoBamH ¢ wucnoiab3oBanueM A/Hong Kong/08/1968 (H3N2), 3arem
A/Hong Kong/05/1972-PR8-X36 (H3N2), a 3arem c¢ wucnoms3oBanuem A/Hong
Kong/08/1968 (H3N2). Bcem MpImraM mpoBoAWIH OyCTEpHYI0 HMMYyHHU3aImio cmechio JJHK
1:1, KOAUPYIOTIECH HA U3 A/Wisconsin/67/X-161/2005 (H3N2) u
A/chicken/Netherlands/01/2003 (H7N7). I'yMopanbHBI HMMYHHBIA OTBET KOHTPOJUPOBAITH
C HWCIIOJIb30BAHHEM HMMMYHOJOTHYECKOTO aHanmu3a, crenuduaaoro mus HA rpymmer 2
pupyca rpumma A. Ilocne pocTkeHHs TpeOyeMOro HWMMYHHOTO OTBETA OTOHMPAIH
CIUICHOIIUTHI M CJIAMBAIIA WX C KICTKAMH MHEIIOMBl MBIIIKA ISl COXPAHEHHS WX
KU3ZHECTIOCOOHOCTH ¥ (OPMHUPOBAHUSA JIMHUK KIETOK THOPHUAOMBL JIMHMH KIIETOK
THOPHIOMBI TIOJBEPTAM CKPHHHUHTY W OTOOPY I WACHTH(PHKAINHM KICTOYHBIX JTHHHH,
KOTOpble NpoAyLMpyroT antutena kK HA rpynmsl 2 Bupyca rpunmna A. C UCHIOTb30BaHUEM

I[aHHOfI MCTOOWUKH W PA3HBIX HMMYHOICHOB, OIIMCAHHBIX BBHIIIC, MOTYYHIIH HCCKOJIBKO
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XUMCPHBIX AHTHUTCIT (T. €. aHTHUTCJI, UMCIOIMHUX YCJIIOBCUCCKUC BapI/Ia6eJ'IBHBIe JOMCHBI H

KOHCTAHTHBIEC JOMEHBI TPBI3YHA).

[000206] Taxke anturena k HA rpynmsl 2 Bupyca rpumma A BbLACIAIU
HETTOCPEJCTBEHHO M3 AHTHTCH-TIO3UTHBHBIX MBIIMUHBIX B-KIeTOK 0€3 CIUAHUA C KICTKAMH
MHUENIOMBI, Kak onucaHo B mateHTe CIIA Ne 7582298, KOTOpPBIA, B YaCTHOCTH, BKITFOUEH B
JAHHBIM JAOKYMEHT MOCPEICTBOM CCBHUIKM BO BCEM ero monHotre. C MOMOINBIO JaHHOTO
croco0a MOTYYHIIH HECKOJBKO TIOJTHOCTHIO YEJIOBEYECKUX aHTUTEN, crienmprueckux k HA

BUpYyca rpunma (T. €. aHTUTEN, 00JIAAAIIUX YE€JTOBEYECKUMH BapHAOEIbHBIMH TOMEHAMHU H

YCIOBCUCCKMMH KOHCTaHTHBIMHK )_IOMeHaMI/I).

[000207] JIBa WIUTIOCTPATUBHBIX AHTHUTENA, ONHUCAHHBIE B JAHHOM JOKYMEHTE,

0003HaueHsl kKak HIH14611N2 u H1IH14612N2.

[000208] buonoruyeckue cBOMCTBAa MILUTIOCTPATUBHBIX AHTUTENA, TIOTYYCHHBIX B
COOTBETCTBHHU CO CIOCOOAMH JAHHOTO TPUMEPA, OAPOOHO OMUCAHBI B M3IIOYKEHHBIX HIKE
npuMepax.

Hpumep 2. HyxkjeoTuaHble MW aMHMHOKHC/IOTHBIE T0C/€10BATEIbHOCTH
Bapuale/IbHbIX YYACTKOB TSIXKeJI0i U JIErKoi nemneii

[000209] B T1abmume 1 W3MOKEHBI HACHTH()HKATOPHI AMHHOKHUCIOTHBIX

nocienoBaTenbHocTel CDR W BapmaOeNbHBIX Y4YaCTKOB TKEJIOM U JIETKOW TIETH
BBIOpaHHBIX aHTHTET K HA Tpynmsl 2 Bupyca rpumma A M0 HACTOSIEMY H300PETCHHIO.
CooTtBeTcTBYIOIINE

I/II[CHTI/I(i)I/IKaTOpBI IIOCICA0OBATCIBHOCTH HYKJICI/IHOBOI‘/'I KHCJIOTBI

MPUBEACHBI B TAOTHTIE 2.

Ta6nuua 1. UaeHTU(UKATOPHI AMUHOKHC/IOTHOMH MOCJI€10BATE/IbHOCTH

SEQ ID NO:
O6o3HauyeHue HCV | HCD | HCD | HCD | LCV | LCD | LCD | LCD
aHTHUTEIA R R1 R2 R3 R R1 R2 R3
H1H14611N2 2 4 6 8 10 12 14 16
H1H14612N2 18 20 22 24 26 28 30 32
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Tab6nuua 2. UaeHTU(UKATOPHI M0C/1€10BATETIbHOCTH HYKJIEMHOBOI KHCJIOThI

SEQ ID NO:
O06o3HauyeHue HCV | HCD | HCD | HCD | LCV | LCD | LCD | LCD
aHTHUTE 1A R R1 R2 R3 R R1 R2 R3
H1H14611N2 1 3 5 7 9 11 13 15
H1H14612N2 17 19 21 23 25 27 29 31
[000210] B nanHOM JOKyMeHTE aHTHTENAa OOBIMHO  YIIOMHHAIOTCA B

COOTBETCTBHUHU CO CIEAYIOIMEH HOMEHKIATypoi: mocne npeduxca Fc (nanpumep, «H1H»,
«H2M» u 1. 1.) cnenyet uncnoBoi uaeHtupukarop (nanpumep, «14611», «14612» u 1. 1.,
Kak MokazaHo B Tabmuue 1 umum 2), a 3arem crnenyer cypduxe «Py», «P2», «N», «N2» umm
«B». Takum 00pa3oM, B COOTBETCTBHH C JAHHOH HOMEHKJIATYPOH aHTHTEIO MOYKHO HA3BaTh
B JJAHHOM JTOKyMEHTe Kak, nanpumep, «HIH14611N2», «H1H14612N2» u 1. 1. [Ipedukcer
H1H nnmu H2M B Ha3BaHUAX aHTUTEN, UCIIONIB3YEMBIE B TAHHOM JOKYMEHTE, YKa3bIBAIOT HA
KOHKpeTHbIM m30oTun Fc-ydyactka anturena. Hampumep, antureno «HIM» wmmeer Fce
mbimuHOTO [gG1, a anTHTen0 «H2M» umeet Fc mprmmHoro 1gG2 (u3otum a wnm b) (Bce
BapHaOENbHBIC YYaCTKH SBIBIIOTCS MOJIHOCTHIO YEIIOBEYECKHMH, HA YTO YKA3bIBAET TIEpPBas
oyksa 'H' B 0003HaueHUM aHTHTeNa). CHICIHANKMCT B JAHHOW OOJIACTH TEXHHKH MPHUMET BO
BHUMaHHUE, YTO AHTUTENO ¢ FC KOHKPETHOrO M30THMA MOKHO MpeBpamarh B aHTureso ¢ Fe
WHOTO W3oTHMa (Hanmpumep, autureno ¢ Fc wmpmmaOoTo IgGl MOXKHO TpeBpamaTh B
aHTHTENO ¢ yenoBedeckum IgG4 u T. 1.), HO B MFOOOM Ciydae BapHuaOeITbHbIE JOMEHHI (B
toM ymciie CDR) — koTopbie TOKa3aHbl YHCIOBBIMH HICHTH(PUKATOPAMH, TTOKA3aHHBIMU B
tabmunax 1 U 2, OCTaHyTCS TAKHUMH K€, ¥ TIPU STOM OXKHUAACTCS, YTO CBOWCTBA CBSI3BIBAHUS
C aHTUTE€HOM OyIyT WACHTHYHBIMU WA TIO CYTH AHAJIOTUYHBIMH HE3aBHCHMO OT TIPUPOIBI

Fc-nomena.

Ipumep 3. Ilokasarenu agpGUHHOCTH CBA3BIBAHUS U KHHETHYECKHE KOHCTAHTBI

AJIs1 MOHOKJIOHANBbHBIX aHTUTe1 K HA rpynnel 2 Bupyca rpunna A

[000211] [Tokazatermn adPUHHOCTH CBA3BIBAHHA M KHHETHYECKHE KOHCTAHTHI
JUIA YENOBEYECKMX MOHOKIOHANbHBIX aHTUTEnN K HA rpynmel 2 Bupyca rpumma A

onpeaciamd ¢ MOMOIBIO MOBCPXHOCTHOI'O INIASMOHHOTO PE30HAHCA C HCMOJIb30BAHHUCM
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dbopmara aHTHTEHHOUW JOBYIIKH. M3Mepenus mposoaunu Ha mpuOope Biacore. B manHOM

dopMare TOBEPXHOCTh CEHCOPHOTO  JaTYMKAa  BBICOKOM  IJIOTHOCTH  Biacore

JACPUBATU3HPOBAIA TyTEM HWMMOOWIH3AIMH IO AMHHOTPYIIE C MOHOKIIOHAJIHHBIM
MBIIIHHBIM aHTHTEIIOM K Fc yenmoBeka st 3axBara antutes K HA rpymnms! 2 Bupyca rpumnma
A, SKCIIpeCCHpPYEeMbBIX C KOHCTAaHTHBIMH Fc-yyacTkamMu dYenoBeka. ACCOIMALMIO BCEX
OoenxoB HA ¢ KakapiM H3 3axBaueHHBIX MAD KOHTPOIMPOBAM C HCHOIB30BAHHEM
CTaHZApTHBIX cnocoboB. benku ¢ nmomenom foldon, wucnoms3yemble B JaHHOM
skcniepumente, nomydamu oT BEI Resources mimu Influenza Reagent Resource (IRR), kak
NoKa3aHo B Tabnuie 3 Hwke. PaBHOBECHBIE KOHCTAHTHI Auccorranmu cBsi3bBanus (Kp) u

MOJYTIEPUOABl  JUCCOLMAIMK (t/2) PacCUMTHIBAIA HCXOAA M3 KOHCTAHT KHHETHYECKOM

CKOPOCTH:
e in(d
Ko (M) = %2 1t %4 (vum.) = 1430
ded 60 x kd
[000212] [TapaMeTpbl KUHETHKH CBS3BIBAHUS UIa OekoB HA ¢ MOBEPXHOCTHO

cs3aHHbIMH aHTUTeNamMu K HA nipu 37°C nznoxens! B Tadnwmue 3.

Tadauua 3. [Nokazaremn apGUHHOCTH CBSA3BIBAHHA ¥ KHHETHYCCKUE TTAPAMETPHI JJIS

cesasbiBanusg H1IH14611N2 ¢ 6enkamu HA, umeronmumu momen foldon, mpu 37°C.

I'pynna 1 I'pynma 2
) A/Califor| A/Puerto
A/Brisbane| . . . A/Shangh
/59/2007 nég/ (();/12)0 %;Z"/((Ifl/)l A/Vietna|A/Indonesi fé I;ﬂ‘/g}{%lg A/Hiroshi |ai/01/2013
(H1) m/1203/2| 2/05/2005 [ L ot ma/s2/200( - (HT)
BEI BEI 004 (H5) (HS) 5 (H3)
BEI Resource|Resource BEI BE]
Resources IRR IRR IRR Resources
S S Resources
2%121;;) MR- | (R | R3O | FR59) | o 4aseo | (FR-63) 421\3]};)
15749 19240)
Kp | tin |Kp| tiz |Kp| tin |Kp| tizn | Kp | tin | Kb tin | Kp | tin | Kp | tin
MO
mAb |MOJb MOJI f MOJI MOJIb MOJIB/ MOJIb/ MOJIb,
Jg [MEH | IMIH i/ Mus | M M MuH. | IMHE [ MIH,
I
H1H146
11N2
(rp;/nna NB | NB [NB| NB INB| NB [NB| NB| NB | NB| NB NB 8’_%)29}3 86 | IC3 | IC
CHCLI;I(I)I/I
YHOCTB)
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bybep | NB | NB (NB| NB [NB| NB [NB|NB [ NB [NB| NB | NB | NB |NB|NB |NB

IC8: neyGenuTenbHBIN pe3ynbTaT NB: OTCYTCTBHE CBA3BIBAHHSA

Pe3ynbTaThl

[000213] H1H14611N2 cassiBaeT HA H3 rpymmsr 2 ¢ BeicOKOM adUHHOCTHIO
(Tabmuia 3). PaBHOBeCHAss KOHCTaHTAa JUCCONMANMH (3HaYeHUe Kp) ObUIO B HIDKHEW YacTH
HM muanaszona mus A/Hiroshima/52/2005 (H3N2; Kp = 8,22E). H1HI14611N2 He

CBA3BIBAJIOCH CO MITAMMAMHM IPYIIIHI 1.

Hpumep 4. HIH14611N2 u H1H14612N2 3¢ ¢peKTHBHO HENTPAJIU3YOT LUUPOKHI

CHEeKTpP BHPYCOB rpurnmna A rpynmbi 2

[000214] WnmocTtpatuBHbie MOHOKIOHATBbHBIE aHTUTENa (MADb) HIH14611N2 u
H1H14612N2 BeiOpanu i in vitro aHAIM30B MHKPOHEHTPAIM3AIUHN C HCIOIb30BAHHUEM

ABYX Pa3HbIX (JOPMATOB [T OLIEHKH CIIEKTPA AEUCTBHA U AKTHBHOCTH aHTUTE.
Ku3HecnocoOHOCTh KJIETOK B aHAJIN3€e MUKPOHEHTpaIu3auun

[000215] MOHOKIOHaNbHBIE AHTUTETIA TECTUPOBAIU B aHanuse
MHUKPOHEUTPATIU3ALMKU 11 OLICHKH CHEKTpa ACHUCTBUSA M AKTUBHOCTH. BKpaTue KIeTKH
Magun-/lap6u mouek cobak (MDCK) BeiceBamu mpu 6,0 x 10° knetox/mynka B 96-
JYHOYHOM TUIaHmeTe. B ayHkH (OHOBOTO KOHTPONA TOOABISIIH TONBKO Pa30aBUTENb IS
Bupyca. Kietkm wunHkyOupoBamun B Teuenme 4-5 wacoB mpu 37°C ¢ 5% COa.
MoHOKIOHANBHBIE aHTHTENAa Pa30aBIsLIM TPU 4-KpPaTHOW KOHEYHOW KOHIEHTPALUUH B
pasbasuTene as Bupyca. AHTHTENA pa3dasmsuiy 1:3 B ABYX mapamienix. Bupyc orrauBanm
HA JbAYy MW pasz0aBsId 10 COOTBETCTBYIOIIEH TPEABAPUTEIIFHO OTPEACITIEHHON
KOHIICHTpamy. Pa30aBneHHbI BUpPYC m00aBmsimm K pasdasneHHbiM mAb. Cmech BUpyC-
mADb cpasy ke modasmsumm k kinetkam MDCK u wakyOuposamu mipu 37°C ¢ 5% CO: B
TedyeHue 72 4. TarxKe BKIOYAIM JYHKH C BUPYCHBIM KOHTPOJEM M KOHTPOJIBHBIMH
HEUHQHUIMPOBAHHBIMH KIETKaMH. B  1geHp 4 TUlaHmeTsl UEHTPU(QYTHPOBATH TIPH
1200 06/muH. B TeyeHwe 3 MHUHYT. KneTkn nmusupoBamu ¢ wucmoiib3oBaHueM 100 MK
cyocrpata CelTiter-Glo u BeicBOOOKIeHHE ATP m3Mmepsamu no momuHectenmmu (Victor
X3, PerkinElmer). IIpomeHT KH3HECTIOCOOHOCTH ONPEIEIIIN IO CPAaBHEHHIO C

HEHMH(UIMPOBaHHBIM KOHTposeM. [lokasaTenu >KH3HECTIOCOOHOCTH AaHANHU3HUPOBANIU C
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ncnonb3oBanueM HenmHeHHOU 4PL perpeccun s onpenenenus 1Cso (GraphPad Prism).
AHaaun3 MuxkpoHeiTpaauzauun HA

[000216] Bkparue knetkn Mamun-Jlapou modek codak (MDCK) BeiceBanu u
WHKYOUpOBaJIM B TEUEHHE HOYM C JOCTIKeHHEM KoH(pmoeHTHOcTH 80-100% Ha
CIeIyroNIHi 1eHb. MOHOKIOHAIbHBIE aHTUTE A PAa30aBIsUIH B CPE/IE JUIsl BUPYCHOM CPEIbl
(VIM) nmo 50 mxr/mn u pazOaBmsumm 1:2 B Tpex wmnm uetbipex mapamiemix. HS5NI1
A/Vietnam/1203/2004 wmm HIN1 A/California/07/2009 pasz6asnsmu 8 VIM u noGasnsiinum k
pa3BeJCHHBIM AHTUTENNAM W UHKyOHMpOBaiaM B TeueHHe 1 4. 3aTeM 0Opasubl MEPEHOCUIH B
MDCK u wunkyOupoBanu B TeueHue 48 u. Ilocne uukyOammu 50 MK cynepHaTaHTa
MEPEHOCHIIM B HOBBIM 96-TyHOUHBIN IUTaHIIET. B cymepHaTaHT n00aBIsIM pa3OaBICHHBIC
SPUTPOLUTHI WHACUKHA WM JIOMIAJW W WHKYOHUPOBATM TPH KOMHATHOH TEMIIEPATYpE B
teuerne 30 wmm 60 muH. THTP TreMarrTIOTHHAIMH PETHCTPUPOBATIH KaK OOPATHYIO
BEIMYMHY  TIOCIEIHETO  pa30aBlCHHA, KOTOpPOE€  TOJHOCTBIO UHTHOUPOBAIIO

IreMarTmO THHAaIHIO .

Pe3ynbTaThl

[000217] Pesynmpratet mokazamu, uyrto HIHI14611N2 wu HI1HI14612N2
HEUTPATHM3YIOT PSA PasHOOOPA3HBIX HM30JIATOB BHPYCa TpHIMA A TPYMITbl 2 B aHAIH3aX
mukponedTpammsammn. [Cso (EM) mams H1HI14611IN2 u H1H14612N2 B oOTHOHICHHH
HEUTpanmu3amu Tpex pasHeix mramMmMoB rpumma  (A/Aichi/02/1968-PR8-X31(H3N2),
A/Philippines/01/1982 (H3N2) u A/Shanghai/01/2013-PR8 (H7N9)) moka3ansl B TabmuIie
4, KpUBbIE 3aBUCUMOCTH J103a-OTBET i1 mTaMMoB, BKrodarommx A/Aichi/02/1968-PRS-
X31 (H3N2), A/Phillipines/02/1982 (H3N2) m A/Shanghai/01/2013 (H7N9), Taxke
MoKa3aHel CcoOTBeTcTBeHHO Ha ¢urypax 1A, B m C (HI1IH14611N2 moxka3aHo
tpeyronsbHukamu;  HIHI4612N2  noka3aHo  NEpEeBEpHYTBIMH  TPEYrOJbHHKAMU,
Hecrierupmueckoe  hlgGl  mokasano  pomOamu).  Pe3ymbTrarhl  JOTOTHUTEITBHBIX
WCCIIEOBAHUN HEWTpanmuM3anmy mramma Bupyca rpumma A/Victoria/316/2011 (H3N2) ¢
WCTIONTb30BAHMEM JAHHBIX TEMATTIFOTHHAIMM TIOKa3aHel B Tabmuue 5. [lpuBenennoe B
TaOnuIe 5 3HAUYEHUE ABIACTCA HAUMEHbBINEH KOHIEeHTpauued mAb (HM), mpu KoTopoit He
BeisiBIM  reMmarrmoruHaimro  RBC. Taxke B gaHHBIE HCCIIEIOBAHUS — BKIIOYAIH

oTpuIaTenbHbIN KOHTpob higGl.
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Ta6auua 4. CBoaHast uHopMauKs Mo HelTpaau3ywlleil aKTUBHOCTH MAD K

HA rpynnbi 2 B 0THOLIEHUH HECKOJIbKHUX lITaMMoB BUpyca rpunmna (ICso, HM)

b ‘%ﬁfﬁ%{%? A/Philippines/01/1 | A/Shanghai/01/20
152) 082 (H3N2) 13-PR8 (H7NO)
HIH14611N2 7.830 6837 4047
HIH14612N2 5.700 37.60 6666
Heuenesoit/ OTpI/}IlLIIglC“}ei'IbeH/I KOHTPOJTb ~833 53333 6666

IIpuBeneHsl OaHHBIE IO OJHOMY M3 II0 MEHBIIEHM MEPE TPEX HCCIEIOBAHUM,

JEMOHCTPUPYIOLIUE AHATIOTUYHBIE PE3YJIBTATHI.

Tabauua 5 CsoaHasi uHpopMauus Mo HeHTpaau3ywlieil aKTUBHOCTH MADb k

HA rpynnsl 2 B 0THOLIEHHH IITaMMa Bupyca rpunmna A/Victoria/316/2011 (H3N2)

Konuentpauus
mAb (uM)
H1H14611N2 41,7
HIH14612N2 166,7

Hpumep 5. HIH14611N2 u H1H14612N2 onocpeayroT YHUUYTOXKEHUE KJIETOK,
uHpuuupoBaHubix HA Bupyca rpynmnbl 2, mocpeacTBOM KOMILJIEMEHT-3aBHCUMOI

uutoTokcudHoctu (CDC)

[000218] NnmoctpaTuBHBIE MOHOKIOHABHBIE aHTHTENA (MAb) HIH14611N2 u
H1H14612N2 BeiOpamu i in vitro aHaIu30B KOMITICMEHT-3aBUCUMOU ITUTOTOKCHYHOCTH
(CDC). Bxparue xmetkn Manue-Jlapou mouek cobak (MDCK) wnummpoBamm c
ucnonb3zoBanreM A/Aichi/02/1968-PR8-X31 (H3N2) mpu MHOKECTBEHHOCTH 3apaKeHHS
(MOI), cocrapmsiromei 3, 3a 30 wacoB n0 aHamu3a. KIleTKH-MHIMNEHW OOBEIHHIIA C
YKa3aHHBIMH MAD TIpH yKa3aHHBIX KOHLEHTparusaX. KoMIIEeMEHT W3 CBIBOPOTKH KPOBH
3popoBoro uyenoBeka (NHSC) roroBunm Tpu pasa mpu kKoHeuHOM KoHuEHTpauuu (15%) B
cpene mst anamuza CDC. TlporeHT utoTrokcmunoctr uaMepsimu ¢ momompio CytoTox-Glo
(Promega). Jlma ompeneneHus MaKCUMaabHOTO ¥ ()OHOBOTO 3HAYCHWH JH3WCA
HCTIONB30BAM (POHOBBIE KOHTPOJU C TU3UPYIOLINM JIETEPTEHTOM U CBIBOPOTKOM KpoBH. Ha

¢urype 2 mokazansl H1H14611N2 (mokaszans! Tpeyrompaukamu), HIH14612N2 (moka3aHsl




81

MEPEBEPHYTHIMH TPEYTONbHUKaMH) BMecTe ¢ Hecrermuduueckum hlgGl  (mokazano
poMOamu) B KadecTBe KOHTPOJA. [IpomeHT cnemmuyeckoro TU3nWca pacCUUTHIBATH Kak
((ma3mc, BbI3BaHHBIN mADb + NHSC) — (mm3mc, BbI3BaHHBIN TOJIBKO

NHSC))/((MakcuManbHBIA JTH3UC, BBI3BAHHBIA JETEPTEHTOM )-(JTU3HUC, BBI3BAHHBIH TOJIBKO

NHSC)) x 100.
Pe3synbTaThl

[000219] H1H14611IN2 u HIH14612N2 nposBuim 10303aBUCUMOE TTOBBIIIEHHE
CHOCOOHOCTH CHEIM(HUUECKH IJM3UPOBAaTh HH(QUIUMPOBAHHBIE BUPYCOM KIETKH TpPHU
tectupoBanuu B aHamuze CDC ¢ momompro MDCK, unduumposanneix A/Aichi/02/1968-
PR8-X31(H3N2), B npuCyTCTBUH CHIBOPOTKH KPOBH YEIIOBEKA C COXPAHEHHBIMU OEJIKaMH
KoMIuieMeHTa. PesynbTaTel oaHOTO penpesdeHTatuBHOTO aHanuza CDC u3 Tpex moka3aHbl
Ha ¢urype 2. B JAHHOM JKCIIEPUMEHTE TAKKe UCIIOJIb30BAIH
Hecrierudrueckuit/orpunatenbHbid KOHTpoab higGl. HIH14611N2 u H1H14612N2 Obim
3pPEeKTUBHBIME TIPH  ONOCPEAOBAHMHM  IMTONIM3a C  MAKCHMAJIbHBIM  JIU3HUCOM,

cocTtaBitromuM 78,3% u 86,3%, u mokasaremsaMu ECso, COCTaBIAIONHMH COOTBETCTBEHHO

140 ’M 1 126 M.

Hpumep 6. HIH14611N2 u H1H14612N2 3¢¢eKTHBHO YHUYTOXKAKT KJIETKH,
JIKCNPECCHPYHOLLME HA rpynmnbl 2, MocCpeacTBOM AHTUTE/03aBUCUMOM

KJIETOUHOOMNOCpeaoBaHHOH uuToToKcu4HOCTH (ADCC)

[000220] UnmocTtpatuBHbie MOHOKIOHaNbHbIE aHTHTena HIHI14611IN2 wu
HIH14612N2 BbIOpanu A TPOBEPKH HX CIIOCOOHOCTH CHEHH(PHYECKH JTH3HPOBATH
KJIETKH, TIOBEPXHOCTHO JKcmpeccupyromue HA, B nByX aHanm3ax aHTHTEIO3aBUCHMOM

KJIETOYHOOTIOCPEJOBAHHON IMNTOTOKCUYHOCTH.
A. Ananus aktuBauum FeyRITTA

[000221] Jlis  TectupoBanusi  cmocooHoctd  anthren HIHI4611IN2  m
H1H14612N2 cnermuduyeckd TU3UPOBATh KJICTKH, SKCIPECCHPYIONIHE HA TOBEPXHOCTH
HA, wucxomHo wucnonp3oBanmu aHanu3 aktuBaiuu FcyRIIIA ¢ wucnonb3oBaHueM
PETOPTEPHOTO omoanaimza  ADCC-Glo (Promega) C KIIETKAaMHU 3T3,

cBepxokcnpeccupyromumu A/Wisconsin/67/200 (H3N2). KneTku-mumieHun 0ObeIUHSITA C
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yKa3aHHPIMH MADb TIpu yKka3aHHBIX KOHIEHTpammsax. Llenmessie W 3>QdexTopHBIE KIETKH
3areM oObeauHsuM npu cootHomeHnn E:T, coctaBmaromem 5:1. Ha ¢urype 3 moxazaHs
pe3ynbTaThl  JAHHOTO  aHamm3a ¢ wenoib3oBanmeM  HIH14611IN2  (mokaszaHo
tpeyronpaukamu), HIH14612N2 (moka3aHO mepeBEepHYTHIMH TPEYTOJBHUKAMH) BMECTE C

Hecnermpuueckum hlgG1 (mokazaHo pomOamu) B Ka4eCTBE KOHTPOJIA.

B. Anaanz ADCC ¢ wucnoib3oBaHHeM  [OHOPCKUX  YeJIOBEUYECKHUX

MOHOHYKJIeapHbIX KieTok nepudgepudeckoii kposu (PBMC)

[000222] JIBa wnmoctpatuBHbIXx aHTHTena Kk HA rpynmer 2, HIHI4611IN2 u
H1H14612N2, nanee tectupoBanu B aHanmuse ADCC ¢ ucnonszosanuem PBMC yenoseka.
PBMC Bblaensinu U3 JOHOPCKUX YETIOBEUYECKHUX JICMKOLUUTHBIX IJIEHOK U CTUMYJIUPOBAIH C
nomompto IL-2 (5 ur/mn) B Teuenue 10—12 4. mepen ucmonb3oBanueM. Llenesbie KIeTKH
3T3, ceepxakcmpeccupyromue A/Wisconsin/67/2005 (H3N2), o0beauHsAMM ¢ yKa3aHHBIMH
mAb mpu yKasaHHBIX KOHIEHTpauusax. LleneBbie W 3(QQeKTOpPHBIE KIETKH 3aTeM
oobenuusm Tipu cootHomennn E:T, cocraBmsromem 30:1. TIpomeHT TUTOTOKCHYHOCTH
mmepsuim ¢ nomompio CytoTox-Glo (Promega). Ha ¢urype 4 mokazaHel pe3yibTaThl
JaHHOTO aHamm3a ¢ ucnojp3oBaHueM HI1H14611N2 (mokasano kpyramu), HIH14612N2
(MOKa3aHO TIEPEBEPHYTHIMH TPEYTOJIbHUKaMU) BMecte ¢ Hecnenupuueckum hlgGl

(mokazaHo poMOaMH) B KAYECTBE KOHTPOJIA.

Pe3ynbTaThl

[000223] H1H14611IN2 u HIH14612N2 nposiBUIM 10303aBUCUMOE MOBBIIIEHHE
CIIOCOOHOCTH CIIEIU()UUYECKH JTU3UPOBATH KICTKH, YKCIIPECCHPYIONTHE HA TTOBEPXHOCTH HA,

B 00eux ananu3ax ADCC.

[000224] H1H14611IN2 u HIH14612N2 noxka3anu 10303aBUCHMOE MOBBIIICHHE
aktuBarmu FcyRIIIA B peropreprom O6moanamuze ADCC-Glo (Promega) ¢ xnerkamu 37T3,

ceepxokcnpeccupyromumu A/Wisconsin/67/2005 (H3N2) (purypa 3). Ilokazarens ECso
st HIH14611N2 coctasun 0,8714 HM w nist HIH14612N2 — 0,6882 HM.

[000225] ADCC-akTUBHOCTh TOATBEPXKAAM C HCIOJB30BAHHEM TPSIMOU
PBMC-onocpenoBaHHBIH IATOTOKCHYHOCTH WHPHUITMPOBAHHBIX H CBEPXIKCIIPECCHPYIOIINX
kietok. IlokasaHbl pe3ynbTaThl HCIMONB30BAHUS ueIoBeYeCKHX aoHOpckux PBMC B
ananmuze H1H14611N2- u H1H14612N2-onocpenosanHoi ADCC B OTHOLIEHHHM KIIETOK
3T3, ceepxokcnpeccupyromux A/Wisconsin/67/2005 (H3N2) (purypa 4). [Tokazarems ECso
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ana HIH14611N2 cocrasun 0,1463 HM m gt HIH14612N2 — 0,1762 HM.

[000226] Bo Bcex skcnmepuMeHTaxX C IpuUMeHeHHeM jaoHopckux PBMC
WCTIONTb30BaN cooTHomeHue dpdexropa u mumenu (E:T), cocrasmsromee 30:1, Torma kak

B pemopTepHOM Onoananuse ucnonb3oBamu E: T, cocrapmstomee 5:1.

Ipumep 7. BbiOpaHHble MOHOKJ/IOHA/IbHbIE AaHTHTeNa, crneuuuUYHbIE B
OTHOLUIEHUH TeMAarrJIlOTHHUHA Tpynnel 2 BUpyca rpunna A, 3¢ d¢ekTuBHbI in vivo B

JICYECHUH CMEPTETBHON MH(EKIMH, BEI3BAHHOW BUPYCOM TPHIIIA

[000227] CymecTByeT 3HAYMTENbHAs HEYAOBJIETBOPEHHAs MOTPEOHOCTh B
VIYYIOEHHBIX CTAHJAPTaX JICUYEHUs [UIA JICUYCHUs WIM TPEIyNpeKAeHUs WHPEKIUH,
BBI3BAHHBIX BUPYCOM IpuIIa, y JMoAci. B HacTosdmee BpemMs AOCTYIHBI JUIIb JBa Kilacca
JEKapCTBEHHBIX CPEACTB. aJaMaHTaHbl WM HMHTHOUTOPHI  Hedpammuumassl  (NAI).
AnamaHTaHbI (AMaHTaIUH U PUMAHTAIMH) OBLITH ACCOLMMPOBAHBI C OBICTPHIM TMOSBICHUEM
MITAMMOB C PE3HCTEHTHOCTHIO K JIEKAPCTBEHHBIM CPEACTBAM, TO3TOMY HX OOJbINE HE
PEKOMEHIYIOT i Jedenmss rpumma. NAI, Hampumep osemptamusup (TAMIFLU®Y),
MPEICTABIIIOT COOOM JIEKAPCTBEHHBIE CPEJCTBA TEPBOM JIMHWUHW, TPEAHA3HAYCHHBIE IS
JICYCHUS ¥ PO(PHUIIAKTHKH TPHIIIA, OAHAKO HX AHANa30H 3P PeKTHBHOCTH OTrpaHUYEH: OBLIO
nmokazaHo, 4Yto NAI COKpamawT TPOJODKHUTEIPHOCT CHMIITOMOB JIUXOPAAKH H
3a00JIeBaHUS TIPUOJIM3UTEIPHO HA OJWH JCHb COTJIACHO TEPANEBTUYECKOMY TUIAHY, €CITH
MPOTUBOBUPYCHOE CPEACTBO BBOJAT B T€UeHHE 48 4acOB MOCIE MOSBICHHUA CUMIITOMOB, HO
Npd 3TOM OHHU TMPOABIAIOT HE3HAYMTENIbHYI0  KIMHUYECKH  IOJTBEP:KIACHHYIO

3¢ (eKTUBHOCTD TIPH BBEJICHUH Uepe3 48 4acos.

[000228] Jlms ouenku in vivo 3¢pdexrusHocTn HIH14611IN2 mw HIH14612N2 B

JCUYCHHUC TAKCIIOTO I'pHUIINa SKCICPUMCHTDI MPOBOJAUIN € YICTOM CICAYHOIINUX ueneﬁ:

[000229] uccienoBanue 1: OUEHUTh J(PPEKTHBHOCTH OJHOKPATHOW O3B

H1H14611IN2 u H1IH14612N2.

[000230] Uccrnenosanme 2: ompenenuts 3¢pdextuBHOCTS HIHI14611IN2 mpu

BBCIACHHH B KOM6I/IHaI_[I/II/I C 03CIIbTAMUBHUPOM.

[000231] [[ITamMmM, WCOOMB3YEMBIM B JAaHHBIX HCCIECIOBAHUAX, MPEACTABIISIT

coboit wm3omAT Bupyca Tpumma A rTpymmel 2 A/Aichi/02/1968-X31 (H3N2),
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aIanTUPOBAHHBIN IJI1 MBIIIEH. Bce SKCIEPUMEHTHI MPOBOJWIIM HA CAMKAaX MBIIIEH JUKOTO
tuna (BALB/c) 6-aHemenpHOTO BO3pacTa. Meimiei 3apaskaiy ¢ uctoiib3oBanueM 5 x MLDso
(10000 BOE) A/Aichi/02/1968-X31 (H3N2). B Momensx ¢ nedeHHEM MBIOIEH 3apakaid
WHTpaHa3anbHO (W/H) B AeHb 0 1 PukcupoBaHHbBIE 10361 MAD B/B BBOJWIIH B OTIPEACIIEHHBIN
AeHb mocie wuHpuuupoBaHus (1. W.). O3eIpTaMHBHP PECYCNEHAMPOBATIN COTJIACHO
WHCTPYKIHUAM TIPOM3BOJUTENSA W MBIIIAM BBOJWIM 03y Kakasle 12 4. (T. €. ABa pasa B
neHb, BID) yepes xemyno4HbIi 30HI B TEUEHHE 5 THEH, PH 3TOM NEPBYIO 03y BBOJAUIIN B
neHb 4. Mpliei B3BEITUBAIN U OCYHICCTBIBIIN €XETHEBHOE HAOMOAeHUE 10 AHA 14 1. u., a
3aTeéM MX YMEpIOBIAIH, Korga oHHM Tepsiii 20% OT MX HMCXOJHOTO Beca. PesympTaThl

OpeACTaBJICHDBI B BUAC MPOLCHTAa BEIZKUBACMOCTH.

[000232] B mepBom 3KcmepumeHTe CpaBHHBAaIM  A((EKTHBHOCTH  JTHOO
omHokpaTtHOM m0361 HI1H1461IN2 (15 Mr/kr; TmOKa3aHO TPEYTOJbHHKAMH), JIHOO
HI1H14612N2 (15 MI/KT; TIOKa3aHO TE€PEBEPHYTHIMH TPEYTOJbHUKAMH), HAYHMHAS C
MOMEHTOB BpemeHHU 24, 48 mnmu 72 yaca mociie WHQUIMPOBAHUA C HCIIONB30BaHHEM 5 X
MLDso A/Aichi/02/1968-X31 (H3N2) ams oueHkH >¢dexTa Ha MBIIHHOM MOJETH B
JaHHbIC MOMEHTHI BpeMeHH. Bee MbIiwm, momydaronme 15 MI/Kr H30THITHYECKOTO KOHTPOJIIS
B MOMEHT BpeMeHHW 24 4Yaca TOcCjie WHQUIUPOBAHHS, MOTHOMW K 7 mHIO (IMOKAa3aHO Ha
¢ur. SA TONBKO CIUTOITHOM CEPOU JIMHUEH); B OTIIMYHE OT STOTO, BCE MBIIIH, TIOTYYArOIIHE
oxHOKpaTHYIO 103y (15 mr/kr) HIH14611N2 wm HIH14612N2, BpKUIM MOCHE BBEACHUS
10361 B 24 (pur. 5A), 48 (dur. 5B) wmu naxe 72 gaca (pur. 5C) mocne nHGHUIUPOBAHUS.

[000233] Bo BTOpOM SKCHEpPHUMEHTE MBIMH MOJyYadd  OJHOKPATHYIO
cyoaddexTrBHYO 103y 7 MI/Kr (TIOKa3aHO KBaJApaTaMu, IMyHKTHPHOW JIMHWEW) Wik 15
mr/kr  HIH14611N2 (moka3aHO Kpyramu, TyHKTHPHOW JHHHEH), KoHTpoibHoe IgG
(moKa3aHO TPEYroJIbHUKAaMHK), 2 MT/Kr o3enmbramuBupa BID B Teuenme 5 mHedt (mokazaHo
poMOaMH, CTUTONIHBIMH JIMHUSMH) WA KOMOWHAIIMIO M3 OJHOKPATHOW 03Bl 7 (ITOKa3aHO
KBaJgpaTtamu, ciutomHoW muHuer) wmm 15 mr/kxr HIHI14611IN2 (moka3aHo Kpyramd,
CIUTOITHOW JTUHUEW) M 03€TTbTAMHUBHPA B TEUEHHUE 5 qHEH 96 yacoB mocie HHPHUIMPOBAHUSA C
ucnonb3zoBaareM 5 X MLDso A/Aichi/02/1968-X31 (H3N2) (cm. durypy 6). OmHOKpaTHBIE
no361 HIH14611N2, cocraBimsaromue 15 Mr/kr u 7 Mr/kr, coorBeTcTBeHHO gaBamu 100% u
80% BBDKHBaEMOCTh, a 80% MBINIEH, KOTOPHIX JICUHITH TOJIBKO C HCIIOIH30BAHUEM 2 MT/KT
o3enmpTamMuBupa, BbDKWIH. KomOwnammss H1H14611N2 ¢ o03empTaMUBHPOM YBEITHYHIIA

BbDKHBaeMOCTh 10 100% B 060ux rpymmax ¢ BBeaeHueM 103 H1H14611N2 (15 mr/kr wmm 7
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MT/KT), IEMOHCTPHUPYS, YTO JaHHAA KOMOWHAIUSA TTO3BOJIAET MCIIONB30BAHHUE 00JIee HU3KUX

103 HIH14611N2 qs nocTikeHHs yCTOMYHUBOTO JieueOHOTO 3ddexTa (purypa 6).

[000234] IToxBoma wror, HIHI1461IN2 wu HIHI14612N2 nemoHcTpHpOBaIH
yCTOMUUBYIO AS((HEKTHUBHOCTH B JICYCHHUH MBIIIECH, WHQUIMPOBAHHBIX HCTOPHUYECCKUM
mTaMMOM BHpyca rpumnma, H, Kpome Toro, HIHI4611N2 pemoncTpHpoBaio

3¢} (PEeKTUBHOCTH MPU BBEICHUN B KOMOWHAITUH C 03€JTbTAMHUBHPOM.
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®opmy.ia u3zodpeTeHuUs

1. BeimeneHHoe pEKOMOWHAHTHOE AHTHUTENO WIH €r0 AHTHTCHCBI3BIBAOIIAN
(¢parMeHT, KOTOpbIe CTeNU(PUIECKH CBI3BIBAIOTCA ¢ reMarrmoTuHuHOM (HA) rpymmer 2

BHpYyCa rpumma A, rje aHTUTEJIO HMEET JBE WITH 00Jiee U3 CIEAYIOIHUX XapaKTEPHUCTHK:
(a) mpencTaBnseT COOOM MOTHOCTHIO YEIOBEUECKOE MOHOKIIOHAIbHOE AaHTHTETIO,

(b) cBasbiBaeTcs ¢ HA rpynmer 2 Bupyca rpumnma A ¢ KOHCTAHTOW JHCCOLMUAIIAN
(Kp), cocraBmmomeri menee 10° M, kak H3MEPEHO ¢ TIOMOIIBIK) TIOBEPXHOCTHOTO

MIa3MOHHOT'O PE30HAHCA,

(c) EeMOHCTpHPYET AMCCOLUMATHBHBIN TEPHOJ TONYKH3HU (i), COCTaBISIOIIUN

oonee 75 MUHYT;

(d) memoHCTPHpPYET HEHTPATU3ALMIO BUPYCOB TPHIMA A TPYHIbBI 2, BEIOPAHHBIX W3
mrammoB H3N2 u H7N9, xapakrepusyromyrocs mnokasarenem 1C50, cocrapmisrommm

cootrBeTcTBeHHO MeHee 200 HM u 500 HM;

() JAeMOHCTPUPYET KOMIUIEMEHT-OMOCPEAOBAHHBIA JIH3UC HH(DHIUPOBAHHBIX
BHPYCOM TPHIIIA KJIETOK, XapakTepu3yromuiics nmokasareneMm EC50, cocTaBistommm MeHee

npuOH3uTEHHO 150 HM;

() JEMOHCTPHUPYET AHTUTEII03aBUCUMYIO KJIETOYHO-0TOCPEI0BAHHYIO
IUTOTOKCHYHOCTh B OTHONICHHH HWH(PHUIIMPOBAHHBIX BHPYCOM KJIETOK-MHUIICHEH TIpH
WCITOJTb30BAHHH PEMOPTEPHOT0 OHMOaHAIM3a, XapaKTepusyronryrocs mokaszarenem ECS0,

COCTaBIIIOIHAM MeHee TTpuOu3uTeasHo 0,9 HM;

(g) JEMOHCTPUPYET AHTUTENI03aBUCUMYIO KIJIETOYHO-OIMOCPEIOBAHHYIO
OUTOTOKCUYHOCTh B OTHOIIEHWH WH(PHIMPOBAHHBIX BHPYCOM KIIETOK-MHIICHEH B
MPUCYTCTBUM MOHOHYKJICAPHBIX KIETOK mepudepuyeckor kKpoBu uenoBeka (PBMC),
xapakTepuyromytocs nokasareiaem EC50, cocrapmsromum MeHee mpuOmmsutensao 0,180

HM;

>

(h) meMoHCTpUpPYET TMOBBIIEHHE BBLKHUBAEMOCTH >KHBOTHOTO, HH(HIIMPOBAHHOTO

BHPYCOM TPHIINA, IPU BBEACHUU uepes 24, 48, 72 nnm 96 yacos nocne 3apakeHust BUPYCOM;

(1) JEMOHCTPHUPYET MOBBIIIEHHE BBDKUBAEMOCTH JKHBOTHOTO, HH(HIIMPOBAHHOTO
BHPYCOM TPHIIA, P BBEACHHH B KOMOHWHAIIMH C 03€TAMHUBHPOM uepe3 96 4acoB mocie

WHOUITUPOBAHHS, HITH
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(j) TIe aHTUTENO WITH €T0 AHTUTEHCBI3BIBAIOIHN (DPATMEHT COIEPKAT

TPU OTMPEAETIAIONMX KoMIuieMeHTapHOCTh ydacTka (CDR) Tsokenoi menu (HCDRI,
HCDR2 u HCDR3), cogepxamuxca B BapuadenpHOM ydactke Tspkenod nemu (HCVR),
coJep:KalleM aMHUHOKUCIIOTHYIO MOCIEA0BATENbHOCTD, NMpuBeacHHY0 mog SEQ ID NO: 2

i 18; u

pu CDR gmerxko#i menu (LCDR1, LCDR2 wu LCDR3), conepxkamuxcsa B
BapuadempHoM yuactke Jerkod 1end  (LCVR), copepxkamem aMHHOKHUCIOTHYIO

MOCJEA0BATENIBHOCTD, MpuBeAcHHYIO 0 SEQ ID NO: 10 unu 26.

2. Beimenennoe aHtMTENO TO I 1, TA€ NPH BBEACHUHM MIIEKONMMUTAIOLIEMY,
WHQUIUPOBAHHOMY BHPYCOM TPHIA, B BHAEC OJHOKPATHOW BHYTPUBEHHOH O3B,
COCTaBJIAIOIIEH OT TPHONM3HTENBHO 7 A0 15 Mr/kr, HayuMHAas ¢ JAHA 3 TOCIKe
WHQUITUPOBAHKSA, 00ECTICYMBACTCS 3AIUTA MIICKOTHTAIOMETO OT YKa3aHHOH HH(EKIHH B
OONBINCH CTETICHH, YeM HH()HIIMPOBAHHOTO BUPYCOM TPHIINA MIIEKOITUTAIOIIETO, KOTOPOMY
MEPOpPaNbHO BBOAWIM O3CIbTAMHBHP JBa pa3a B JIEHb B TEUYEHHE 5 JHEH B J03€,
COCTABIIAIOIIEH TPHOMM3UTENBHO 2 MI/KI, HAYWHAA C AHA 3 TOclie WHQUIMPOBAHUS H

MPOJOIDKASA A0 AHS 7 TTOCIIe WH()UIIUPOBAHHMS.

3. BeigeneHHoe aHTHUTENO0 TO M. 1, TA€ TPU BBEICHUM MIICKOTUTAKOIINM,
WHQUITUPOBAHHBIM BHUPYCOM TPHUIINA, B BHIAE OIHOKPATHOH JO3BI, COCTABISIOMICH
npUOTU3HTEIbHO 15 wMr/kr, dYepe3 96 wacoB mociae HWHPUIUPOBAHHSA, YKa3aHHBIC
MJIEKOTIUTAIOIINUE  XAPAKTEPU3YIOTCA  YPOBHEM  BBDKHBAEMOCTH,  COCTABIISIOIIUM

npuomm3uTeapHO 100%.

4. BblOeneHHOE AaHTUTENO0 1O M. 1, rae npH BBEACHUHM MIJICKOMHTAOIINM,
WH(QHUIIMPOBAHHBIM BHUPYCOM TpPHIINA, B BHAEC OJHOKPATHOH O3B, COCTABIAIOIICH
MPUOTU3HTEIFHO 15 MI/Kr, yKa3aHHbIE MIICKOIHTAIONIHE XaPAKTEPHU3YIOTCS YPOBHEM

BBDKHBAEMOCTH, COCTABIITIONIMM MPUOTH3uTebHO 100%.

5. BbIgeneHHOE AaHTHTENO Nno 1. 1, TAe TpPU BBEIACHUM MIICKOMHTAOIIEMY,
WH(HUITMPOBAHHOMY BHPYCOM TPHIIA, TIPOSBIIACTCS JTOTIOJTHUTEIBHBINA 3aIIUTHBIN Y(P(PEKT y
MJICKOTIMTAOIIETO MPH BBEACHHH COBMECTHO C O3€JIbTAMUBHPOM 4Yepe3 96 yacoB mocie

WHPUITUPOBAHHA.
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6. BbIgenmeHHOE AaHTHTENO MO 1. 1, TA€ TPU BBEIACHUM MIICKOMHTAIOMIEMY,
WH(HUIIMPOBAHHOMY BHPYCOM TPHIINA, B BHAEC OJHOKPATHOW BHYTPHBCHHOW /O3B B
AWamna3oHe OT TMPHOIU3UTENFHO 7 MI/KT [0 TPHONHM3UTENBHO 15 MI/Kr mposBiseTcs
JOTIOTHATEITFHBIN 3aIMUTHBIN 3()()EKT Yy MIIEKOTUTAIOMETO TIPH BBEJACHHH B KOMOWHAINH C
03€JIbTAMHUBUPOM TEPOPATBHO JIBA pas3a B ACHb B TCYCHUE 5 AHEU B J103€, COCTABIIIOMICH

MPHOTHU3UTETBHO 2 MT/KT.

7. BbloeneHHOE AHTUTENO WM €r0 AaHTUTEHCBA3BIBAIOIUM (parmMeHT mo 1. 1,
conepkamue HCVR, umeromuii aMHHOKHCIIOTHYIO TTOCIIEIOBATENHHOCTh, BRIOPAHHYIO H3

rpynnsl, coctosnieit u3 SEQ ID NO: 2 u 18.

8. BblaenmeHHOE aHTHTENO WM €ro AaHTHUIEHCBA3BIBAIOIMM (parmMeHT mo 1. 1,
copepkamue LCVR, umeronmii aMHHOKHCIIOTHYIO TIOCJICIOBATEIIFHOCTh, BRIOPAHHYIO H3

rpymsl, cocrostmed uz SEQ ID NO: 10 nnum 26.

9. BblaeneHHOE AHTUTENO WM €r0 AaHTHTEHCBA3BIBAIOMMK (parmMeHT mo 1. 1,

COoACpKaIuc:

(a) agomeH HCDRI, wuMeommii aMHHOKHCIOTHYIO  ITOCJICAOBATEIHHOCTD,

BbIOpaHHy0 U3 TpymIbl, cocrosimeid u3 SEQ ID NO: 4 u 20;

(b) agomeH HCDR2, wumerommii aMHHOKHCIOTHYIO  IIOCJICAOBATEIHHOCTD,

BBIOpaHHy0 U3 TpymIbl, cocrosimed u3 SEQ ID NO: 6 u 22;

(c) agomeH HCDR3, wumeommii aMHHOKHCIOTHYHO  TOCJICAOBATEINHHOCTD,

BBIOpaHHY¥O W3 Tpynibl, coctosmed u3 SEQ ID NO: 8 u 24;

(d) agomeH LCDRI1, wumeromuii aMUHOKHCIOTHYIO — TOCJIEAOBATENHHOCTD,

BBIOpaHHyT0 U3 TpymIbl, cocrosmed u3 SEQ ID NO: 12 u 28;

(e) agomeH LCDR2, wumeromuii aMUHOKHCIOTHYIO — TOCJIEAOBATENHHOCTD,

BBIOpaHHyT0 U3 TpymIel, coctosmed u3 SEQ ID NO: 14 u 30;

() agomeH LCDR3, wumeromuidi aMHUHOKHCIOTHYIO  TOCJIEA0BATENbHOCTD,

BBIOpaHHYT0 U3 TpymIbl, coctosmed u3 SEQ ID NO: 16 u 32.

10. BrigemeHHOE AHTHTENO WM €T0 AHTHUTEHCBA3BIBAOIIHH (parMeHT To 1I. 9,

coJacpyKammc.

(a) HCDR1 mox SEQ ID NO: 4,
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(b) HCDR2 nox SEQ ID NO: 6;
(¢) HCDR3 mox SEQ ID NO: 8;
(d) LCDR1 nox SEQ ID NO: 12;
(¢) LCDR2 nox SEQ ID NO: 14 u
(f) LCDR3 mox SEQ ID NO: 16.

11. BrlgeneHHOE AHTHTENO WM €r0 AHTUTEHCBA3BIBAIOIIUHM (parMeHT 1o 1. 9,

COoZeprKallIye:
(a) HCDR1 mox SEQ ID NO: 20,
(b) HCDR2 mox SEQ ID NO: 22;
(¢) HCDR3 nox SEQ ID NO: 24;
(d) LCDR1 nmox SEQ ID NO: 28;
(e) LCDR2 mox SEQ ID NO: 30 u
(f) LCDR3 mox SEQ ID NO: 32.

12. BwigeneHHOE AaHTUTENO WM AHTHTCHCBS3bIBarommi (parMeHT 1o 1. 1,
coZiepsKaInue mapy aMHHOKHCIOTHBIX nocieaoBareapHocTer HCVR/LCVR, BRIOpaHHYIO B3

rpymsbl, cocrosimier u3 SEQ ID NO: 2/10 u 18/26.

13. BpimeneHHOE AHTHTENO WM €r0 AHTUTCHCBS3BIBAIOIIHUN (PparMeHT, KOTOpBIE
KOHKYPUPYIOT 3a cBsA3piBaHMe ¢ HA Bupyca Trpumma ¢  aHTUTEIOM WM

AHTHUI'CHCBA3BIBAIOIIIUM q)paFMeHTOM, COACpKaIIHUM:

CDR HCVR, KOTOpBIM COAECPKUT AMHUHOKHCIOTHYIO TOCJIE€I0BATEIHbHOCTD,

BBIOpaHHy0 U3 Tpymibl, coctosmed u3 SEQ ID NO: 2 u 18; u

CDR LCVR, KOTOpBIM COAEPKUT AaMUHOKHCIIOTHYH) TIOCJIE€I0BATEIBHOCTD,

BBIOpaHHyT0 U3 Tpymiel, coctosmed u3 SEQ ID NO: 10 u 26.

14. BpimeneHHOE AHTHUTENO WM €T0 AHTUTCHCBA3BIBAIOIIHWN (PparMeHT, KOTOpHIE
CBSI3BIBAIOTCS C TEM K€ STMTOIIOM, YTO W AHTUTENIO WIIH AHTHTCHCBI3BIBAIOIINNA ()parMeHT,
coZepKaInue:

CDR HCVR, KOTOpBIM COAECPKUT AMHUHOKHCIOTHYIO TMOCJIE€I0BATEIHbHOCTD,

BbIOpaHHYT0 U3 Tpymibl, coctosmed u3 SEQ ID NO: 2 u 18; u
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CDR LCVR, KOTOpBIM COAEPKUT AaMHUHOKHCIIOTHYH) IIOCJIE€I0BATEIBHOCTD,

BBIOpaHHyT0 U3 Tpymel, coctosmed u3 SEQ ID NO: 10 u 26.

15. BeigeneHHoe aHTUTENO MO 1. 1, T/A€ aHTUTENO MPEAOTBPAINACT MPUKPEIICHUE

BHpPYCa IPUIIA K KIETKE-XO035UHY W/HIIH €T0 MPOHUKHOBEHUE B HEE.

16. ®@apmarneBTHYECKAasT KOMIIO3ULHA, COJEPIKAIIAs BBIACICHHOE AHTHUTENIO WU €T0
AHTUTCHCBS3BIBAIOINN (pPparMeHT 1o 1. 1, KoTopsle cBa3bBatoTca ¢ HA Bupyca rpunma, u

(hapMareBTHYECKH MPUEMJIEMbIE HOCUTEIb WTH Pa30aBUTETh.

17. BelaeneHHass MOJMHYKJICOTHUAHAA MOJIEKYJIA, COJAEPrKAIas MOJHUHYKICOTHIHYIO

nocieaoBatTebHOCTh, KoTopas koaupyeT HCVR wmu LCVR antutena mo m. 1.
18. Bekrop, coaepalui MOMUHYKIEOTHN IT0 1. 17.
19. Knetka, skcnpeccupyromas BeKTop o 1. 18.

20. Crioco0 mpeaymnpekACHHs, JICYCHHS WA YMEHBIICHUS TSKECTH 1O MEHBIICH
Mepe OJHOTO CUMNTOMA MH(EKIMHA BUPYCOM TPUIIA y CyOBEKTa, HY)KJAIOIIETOCS B 3TOM,
IPU 3TOM CIIOCOO TPEIYCMATPUBAECT BBEJACHHE AHTUTENA WM AHTUTEHCBS3BIBAIOLIETO
¢parmenra o m. 1 wim (apManeBTHYECKOW KOMIIO3HIUH, COJCPKAMICH yKa3aHHBIC

AHTHUTEJIO HJTH €TO AHTUTCHCBA3BIBAIONIUH (PparMeHT, HYKIAFOIIEMYCS B 3TOM CYOBEKTY.

21. Cnoco6 mo m. 20, rie o0 MEHBIIEH MEpe OJWH CHUMIITOM BBIOPAH W3 TPYIIIHI,
COCTOSAIIEH W3 JIMXOPAJKH, Kaluis, OONEH B Tejle, PHHOPEH, OIBINIKH, MMHEBMOHHH W

OpOHXWUTA.

22. Cmoco6 mo 1 20, tme ¢apManeBTHYCCKYI0 KOMITO3UIIHIO BBOIAT C

MPOQUITAKTHYECKON LENBI0 HY)KJAIOMIEMYCS B 3TOM CYOBEKTY.

23. Cmoco6 mo 1m 22, tme ¢apManeBTHYCCKYI0 KOMITO3UIIHIO BBOIAT C
NPOQHUIAKTHYECKOH TENBI0 CyOBEKTy, BBIOPAHHOMY W3 TPYIIbL, COCTOSINCH W3
UMMYHOKOMITPOMETHPOBAHHOTO HHIUBHIYYMa, B3POCIIOTO YEIOBEKA MOKHUIIOTO Bo3pacTa (B
Bo3pacTte crapme 65 gner), paOOTHHKAa chepsl 3IPaBOOXPAHEHHA M YEIOBEKAa C
HAPYHICHUSIMH COCTOSTHHSL 370POBbSl HJIM OCHOBHBIM TATOJIOTHYECKAM COCTOSTHHEM B

AHAMHC3C.

24. Croco6 1o 1. 20, tae ¢papManeBTHYECKYI0 KOMITO3HUITHIO BBOJSAT B KOMOWHAITHH

CO BTOPBIM TCPANCBTHYICCKUM CPCACTBOM.
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25. Cnoco0 mo m. 24, Tie BTOPOE TEPANEBTHYECKOE CPEICTBO BBIOPAHO M3 TPYIIIIHI,
COCTOSNIEN W3 NMPOTUBOBHUPYCHOIO JIEKAPCTBEHHOI'O CPEACTBA, MPOTHBOBOCHAIUTEIIBHOTO
JEKapCTBEHHOTO CPEACTBA, APYTrOoro aHTHUTENA, KOTOpPoe cnermmduyuecku csa3pBaeTcsa ¢ HA
rpynmbl 1 Wiy TPymIel 2 BUPyCa TPHUINIA, BAKIUHBI MMPOTHB TPHUIIIA, MAMIEBONW JO0OABKH H
JFOOO0TO IPYToTo CPeACTBA MAUTMATUBHOW TEPANHH VIS JICUEHUS WH(EKIUH, BBI3BIBAEMOU

BHPYCOM TPHIIIIA.

26. Crmoco6 mo 1. 25, Tae BTOPOE TEPANEBTHUYECKOE CPEACTBO BBOAAT MOCPEICTBOM

APYTOTO MyTH BBEACHHS B BUAC AaHTUTEJIA WITA €T0 AHTUTEHCBA3bIBAIOIIETO (hparMeHTa.
27. Crioco6 1o 1. 26, T BTOPOE TEPANIEBTUIECKOE CPEACTBO BBOJAT MEPOPATIBHO.

28. Cnoco6 1o 1. 25, Te TPOTUBOBHPYCHOE JIEKAPCTBEHHOE CPEACTBO MPEACTABIACT

CO0OM 03EeTbTAMUBHP.

29. Cmoco6 mo 1. 28, TAe O03eIbTAMHBHDP BBOJAT 10 BBEIACHHS AHTHTENA,

OOJHOBPCMEHHO ¢ HUM HJIH ITOCJIC HETO.

30. Cmoco6 mo m. 20, rme ¢apManeBTUYECKYI0 KOMITO3HIIMIO BBOJAT IOJKOKHO,

BHYTPUBEHHO, BHYTPUKOKHO, BHYTPUMBILIEYHO, HHTPAHA3AIBHO WU MIEPOPAIIBHO.
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