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OoJacTb u300peTeHust

Hacrosimee n3o0peTenne OTHOCHTCS K aHTHUTENaM, B TOM YHCJIE K ONpPECIICHHBIM yJacTKaM MM BapHaH-
TaM, crienn(GUIHBIM TI0 MEHBIEeH Mepe K ogHomy Oenky IL-23 wnm ero gparmMenTy, a Takke K aHTHUIHOTHUIIH-
YECKHM aHTHTENIaM W HyKJICHHOBBIM KHCJIOTaM, KOIUPYIOIIUM aHTHTeNa TpotuB 1L-23pl9, kommmeMeHTapHBIM
UM HyKJICHHOBBIM KHCJIOTaM, BEKTOpPaM, KJIETKaM-X035€BaM M K CII0C00aM HMX MOIYICeHHUS ¥ IPUMEHEHUS, BKIIIO-
YaIOIINM TEPaIeBTUUECKHE COCTABEI, BBEJICHHE M YCTPONCTRA.

[peanocklixu n300peTeHns

Wurepnetikun (IL)-12 npeacrasiser OO0 CEKPETHPYEMBIH TeTepOIUMEPHBINA ITUTOKHH, COCTOSIIIAN U3 2
CBSI3aHHBIX JHUCYJIb(QHUIHON CBA3BIO TIIMKO3MINPOBAHHBIX OCIKOBBIX CyOBEIMHHML, 0003HaYaeMbIX Kak p35 u p40
U3-32 MX MPUOIM3UTEIFHON MoJeKyysipHol Macchl. 1L-12 mpoxynumpyercs, riaBHBIM 00pa3oM, aHTHTE€HIIpe.-
CTaBJIIONIMMH KJICTKAMH M 3aITyCKaeT KIETOYHO-OTOCPEIyeMblii HIMMYHHUTET ITOCPEJCTBOM CBSI3BIBAHMS JIBYX-
LENOYEYHOT0 PELENTOPHOTO KOMIUIEKCA, KOTOPBIA SKCIPECCUPYETCs Ha MOBEPXHOCTH T-KJIETOK MU €CTECTBEH-
HeIX KmmiepHbIX (NK) xirerok. Ilems penentopa mis IL-12 6erta-1 (IL-12RB1) cBs3pBaeTesa ¢ cyObenuHUIEH
p40 IL-12, obecnieunBas nepBu4yHOE B3aumoencTeue mexny I1L-12 u ero perentopom. OnHaKo BHYTPUKIETOY-
HyIO Tepefady curHana (Hampumep, gocdopmmmposanne STAT4) n akTUBaIMIO HECYIIMX PELENTOpP KIETOK
obecrieunBaeT cBsi3biBaHME mocpenctBoM IL-12p35 Bropoit nenm penentopa IL-12RB2 (Presky et al., 1996).
[Monararot, yro nepenada curnana IL-12 ogHOBpeMEHHO C NpelcTaBlICHHEM aHTUTEHa aKTHBHUpPYET nuddepeH-
upoBKy T-xiretok B HampaBieHun (penoruna T-xenmepos 1 (Thl), xapakrepusyromerocs MpoayKIHeH HHTEP-
tepona ramma (IFNy) (Trinchieri, 2003). ITonmaratot, uto Thl-kiIeTKH 00eCIEYHBAIOT UMMYHUTET MPOTHB HEKO-
TOPBIX BHYTPHUKIETOYHBIX MMATOTCHOB, 00Pa3ylOT (UKCUPYIOMNE KOMIUIEMEHT W30THITBI QHTUTEN M OCYIIECTB-
JISTIOT OIMYXOJIEBBI UMMYHOJIOTHYECKHH Han3op. Takum obpa3om, momnaratot, 9to [L-12 sBiseTcss BAKHBIM KOM-
MOHEHTOM JUII MEXaHU3MOB UMMYHHOM 3aIUTHI XO35MHA.

Br10 oTKpBITO, uTO GenkoBas cyoreauanma p40 IL-12 Takke MOXKET CBSI3BIBATHCS C OTIEIBHON OSIIKOBOMH
cyOpeauHaMIIeH, 0003HaYaeMoi kak pl19, ¢ obpasoBanmem HoBoTO ITOKKMHA IL-23 (Oppman et al., 2000). Taxxe
IL-23 mepenaeT curHai 4yepes ABYXIENOYCYHBIH pelenTopHbIi KoMIuteke. I[lockonbky cyObeannuna p40 sBis-
etcs obmeit st IL-12 u IL-23, To mens IL-12RB1 Takke sBisercs obmeit msa 1L-12 u IL-23. OxnHako cnenw-
¢uunyto mus 1L-23 BHyTpHKIETOUHYIO Tepefady curHaia (Hampumep, Gochopunuposanne STAT3) u noce-
nytomyro npoaykiuto IL-17 T-kinerkamu oOecrieunBaer cBsizbiBanue I[L-23pl19 co BTOPHIM KOMIOHEHTOM pe-
nentopHoro komruiekca st [IL-23, IL-23R (Parham et al., 2002; Aggarwal et al., 2003). [Tocnennue uccnemopa-
HUS TOKa3aly, 4To Ouonormyeckue ¢pyHkumu 1L-23 ornmuarores ot Gpynkuuii [L-2, HeCMOTps Ha CTPYKTYpHOE
CXOJCTBO Mexay AByMs nutokuHamu (Langrish et al., 2005).

Hapymennas perymnsmus [L-12 u momymsiuii Thl-kieTok acconmuupoBaHa cO MHOTUMH OIIOCPETyEeMBIMHU
MMMYHHOH CHCTEMOW 3a00JIeBaHUAMH, TIOCKOJIbKY HelTpamm3anus 1L-12 anturenamu sBiseTcs 3G GeKTUBHON
JUTSI IYeHUs TICOpHasa, paccessHHoro ckieposa (PC), peBMaTOMIHOTO apTpUTa, BOCIAIUTEIHLHOTO 3a00JIeBaHuUs
KHINEYHUKA, MHCYJTNH3aBUCUMOTO caxapHoro auabdera (1-ro Tura) u yBenTa B MoJeisIX Ha kuBOTHBIX (Leonard
et al., 1995, Hong et al., 1999, Malfait et al., 1998, Davidson et al., 1998). OgHako OCKOJBKY 3TH HCCIIEI0BA-
HUs ObUIM HaIeJeHBI Ha o0myro cyosenuauiy p40, in vivo mpoucxoamia HeWrpanusanus kak [L-12, tak u IL-
23. Takum obOpa3om, ObuTO HescHo, 1L-12 wnum IL-23 omocpenoBan 3aboneBaHue, WIH HEOOXOIUMO JTH MHTHOU-
poBaTh 00a IIMTOKMHA Ul AOCTM)KEHMS MOAaBieHUs 3aboieBanus. [locnenHue ncciaeqoBaHusl NOATBEPAMIN C
nomombto aepuimTHEIX 1o 1L-23p19 menmeit min cnenuduyanoi Helitpann3anuu 1L-23 anTuTenaMu, 4To MHTH-
6upoBanne IL-23 MoxkeT oOecreunTh IOJIOKHUTENBHBIH pe3yibTaT, dKBHUBAJCHTHBIH cTpaTerusM nporus IL-
12p40 (Cua et al., 2003, Murphy et al., 2003, Benson et al., 2004). Takum 00pa3om, HAKAILUTUBAIOTCS JOKa3a-
TenbcTBa crennduyHoit posm IL-23 B onocpesxyeMoM MMMYHHOH cucteMoii 3aboneBanuu. Heitrpammzarms IL-
23 6e3 uarHOMpoBaHUs KackanoB IL-12 3aTem Moxer obecnieunTh 3G(HEKTHBHOE JICUCHHE OMOCPEAYEMOTO HM-
MYHHOW CHCTEMOI1 3a00JIeBaHUs C OTPAHUICHHBIM BIIFSIHHEM Ha BaXKHBIM MEXaHW3M MMMYHHOH 3aIIUTHI XO3SH-
Ha. DOTO MOXET MpPEICTaBIATh COO0H 3HAYMTEIHHOE YCOBEPIICHCTBOBAHME IO CPAaBHEHHIO C COBPEMEHHBIMU
CIOCO0aMHU JIEUEHHUS.

CyurHocTh u300peTeHust

Hacrosmee m300peTeHne OTHOCHUTCS K BBIACICHHBIM aHTHTEIAM MIIEKOIHTAIOIINX, BKIIOYAs YEIOBEKa,
KOTOpBIE CBA3BIBAIOT cyObeannuny pl9 IL-23, antutenam nportus IL-23p19 (takke 0003HaYaeMbIM Kak aHTH-
tena k 1L-23p19), ummyHornoOynuHaMm, ¢gparMenTaM, MpoOAyKTaM pacUICIUICHHUS W JIPYTUM ONPEIeNICHHBIM HX
y4JacTKaM M BapUaHTaM, a TaK)Ke K KOMIO3UIMAM aHTHTeN NpoTuB 1L-23p19, aHTHUANOTHUIINYECKUM aHTUTENIaM,
KOJMPYIOIIMM WIIM KOMIUIEMEHTAPHBIM HYKJICMHOBBIM KHCJIOTaM, BEKTOpPaM, KJIETKaM-X035€BaM, KOMIIO3UIIHSM,
COYETaHUSIM, COCTaBaM, YCTPOMCTBAaM, TPAaHCT€HHBIM >KUBOTHBIM, TPAHCTEHHBIM PACTCHMSIM M K CHOCO0aM HX
TIOJY9ICHHUS ¥ TPUMEHECHHS.

B omHOM acmexTe HacTosmee H300peTeHIEe OTHOCUTCS K BBIICIICHHBIM MOJICKYJIaM HYKJIEHHOBBIX KHCIOT,
coJiep>KalTuM TOJUHYKJICOTH T, KOTUPYIONHH cienuduanbie antutena npotus 1L-23p19 wim aHTHUAROTUTTIYC-
CKHE aHTHUTENa, Co/IeprKalllre TI0 MEHBIICH Mepe OHY MX OINPEIeNICHHYIO MTOCIEeI0BATENbHOCTD, JOMEH, YIaCTOK
WM BapHaHT, KOMIUIEMEHTAPHBIM 3TOMY HOJIMHYKJICOTHAY WIM THOpHau3yommMcs ¢ HuM. Kpome Toro, Ha-
CTOsIIee N300pETEeHNEe OTHOCHUTCS K peKOMOMHAHTHBIM BEKTOpPaM, COJACPIKAIINM YKa3aHHBIE MOJICKYIIBI HYKJICH-
HOBBIX KHCIOT aHtutena npotus I1L-23pl9, knerkam-xo3seBaM, COJAEpKAIIUM TaKWE HYKICHHOBBIE KHCIIOTHI
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W/WIIA PCKOMOMHAHTHBIC BEKTOPHI, a TAKXKE K CIIOCO0aM TOJIYYCHHUS W/WIM MPUMEHEHHS TaKMX HYKJICHHOBBIX
KHCJIOT aHTHTEN, BEKTOPOB W/UITH KJIETOK-X035CB.

Taxxe Hacrosmee H300peTeHNE OTHOCUTCS MO0 MEHBIIEH Mepe K OJHOMY CIIOCOOY SKCIIPECCHH 10 MEHB-
mei Mepe ogHoro antutena npotus [L-23p19 wim anTHHAROTHIIYECKOTO anTuTea npotus IL-23p19 B kieTke-
XO3sIMHE, BKJIIOYAIOIMIEMY KYJIbTHBHPOBAHUE KIIETKH-XO35MHA, KaK ONIMCAaHO B HACTOSIIIEM JOKYMEHTE, B YCIIOBH-
SIX, TIPH KOTOPBIX 10 MEHBIIICH Mepe 0HO aHTuTe0 MpoTuB IL-23p19 sxcnpeccupyeTcs B MOATAIONTUXCS BBISB-
JICHUIO W/WITH BBIZCTICHUIO KOJIMYIECTBAX.

Takke HacTosIIee U300peTeHNE OTHOCUTCS 10 MEHbBIIEH Mepe K OJHON KOMITO3WITMH, coaepkamei (a)
BBIJICJICHHYIO HYKICHHOBYIO KUCIIOTY, KOAUPYIOMIYIO aHTUTENOo poTHB [L-23p19, u/uim aHTHUTENO0, KaK OMHCAaHO
B HACTOSIIIEM JOKyMeHTe; U (b) IPUTOHBIH W/WIN (apMalleBTUYeCKHA TPUSMIIEMBIA HOCUTENb WIH Pa30aBUTEIb.

Kpowme Toro, HacTosiee H300peTeHHE OTHOCHTCS MO MEHBIIIEH Mepe K OJHOMY CIOCO0Y MITH KOMITO3UIIHH
antutena npotuB 1L-23p19 mis BBemeHUs TEPareBTUUCCKU (PPEKTHBHOTO KOJMUYECTBA B IIEISIX MOIYIHPOBA-
HUS WIH JISYeHHsI IO MeHbLIei Mepe oaHoro cBa3anHHoro ¢ IL-23p19 cocTosiHus B KJeTKe, TKaHU, OPTaHe, y JKU-
BOTHOTO WJIW y TAIIMEHTA /WU 10, TOCJE WU B MPOIECCE CBSI3aHHOTO C HUM COCTOSIHUS, KaK M3BECTHO B JaH-
HOW 00JIaCTH W/WJTH KaK OIMUCAHO B HACTOSIIEM TOKYMEHTE.

Taxke HacTosee H300peTeHNEe OTHOCUTCS 110 MEHBIIICH Mepe K OJHOW KOMITO3UIIUH, YCTPOHUCTBY W/HITH
Croco0y JAOCTaBKH TEPANEBTHUYECKN WM TPOPUIaKTHISCKH d()PEKTHBHOTO KOJIMYECTBA TI0 MEHBIIEH Mepe OJ1-
HOTo anTuTeNa MPoTuB IL-23p19 B COOTBETCTBUM ¢ HACTOSAIINM U300PETCHUEM.

Kpowme Toro, HacTosmee n300peTeHHE OTHOCHTCS MO0 MEHBIIEH Mepe K OTHOMY CIOco0y M KOMITO3UIIHH
anTuTena npotuB 1L-23p19 nnsg nuarHOCTUKH MO0 MEHbIEH Mepe omHoro cBsizaHHoro ¢ IL-23pl19 cocrosHus B
KJICTKE, TKaHU, OpTaHe, Y KHUBOTHOTO HJIM y TAIMEHTA /WU 0, TOCIE WIX B MPOIECCE CBSI3aHHOTO C HUM CO-
CTOSIHUS, KaK U3BECTHO B IAHHOW OOJIACTH W/WITH KaK OITUCAHO B HACTOSIIEM JTOKYMEHTE.

Taxxe HacrosIee H300PETCHUE OTHOCUTCS MO0 MCHBIICH Mepe K OJHOW KOMITO3UIIMH, YCTPONCTBY W/WITH
croco0y JAOCTaBKH JUIsS AUATHOCTUKHU IO MEHBIIEH Mepe oaHoro aHTtutena npotus [L-23p19 B cooTBeTCTBUH C
HACTOSIIUM H300PCTCHUECM.

Taxxe mperycMOTPEeHO MEIUIIITHCKOE YCTPOMCTBO, coieprKaliee o MEHbINEe Mepe OJTHO BEIIEIEHHOE aH-
tuTeno npotuB IL-23p19 mo aTomMy H300peTeHuI0, T/Ie YCTPOUCTBO SBIISETCS IPUTOTHBIM JJI1 KOHTAKTHPOBAHHUS
WM BBEJCHUS TI0 MEHbBIIIEH Mepe OJHOTO aHTuTena mpotuB IL-23p19, aHTHUANOTUITNYIECKOTO aHTUTENA TIPOTHB
IL-23p19, MoneKkybl HyKIEHHOBON KHACIOTBI, COSIMHEHUS, O€TKa W/WITH KOMITO3UITUH.

Taxxe nmpexycMOTpeHo u3aenue s (HhapManeBTHIECKOTO WM THATrHOCTUYECKOTO MPUMEHEHHUS Y deJIoBe-
Ka, coJieprKalliee yIakOBOYHBIN MaTepral U KOHTEHHep, COMep KAl pacTBOP WX JHO(QIIN3NPOBAaHHYIO (hop-
My 10 MEHbILIEH Mepe OAHOIO BBIAEICHHOIO aHTHTeNa MiekonuTarouiero npotus I1L-23pl19 mo Hacrosmemy
n3o0pereHuro. M3nenne HeoOsA3aTEIHHO MOXKET COJICPKATh KOHTCHHEP B KAUECTBE KOMIIOHEHTA YCTPOWCTBA WU
CUCTEMBI JJIS TOCTABKH.

Kpome Toro, HacTosiee N300peTCHUE OTHOCUTCS K JTFOOOMY OIMUCAHHOMY B HACTOSIIEM JOKYMEHTE H30-
OpeTeHuIo.

Onucanne 4eprexei

Ha ¢wur. 1A nokazano, 4to genoBeueckne anturena nmpotus [L-23p19 cnennduyano cBszwpiBarores ¢ hrll-
23 u He cBasbiBatoTcs ¢ hrlL-12 nimm monomepom hrp40. TTokazaHo, uyto antuTeno mpotus IL-12/1L-23 p40 cBs-
3pBaet 1L-23, IL-12 u monoMmep p40.

Ha ¢wur. 1B mokasano, uro genoeueckue antutena npotus [L-23p19 cesswiBatotes ¢ 1L-23, vo He ¢ IL-23
MBIIIH WIH €T0 CYyOBeINHUIIAMH.

Ha ¢wur. 2 nokazano cesi3piBanue 1L-23 ¢ nByMs HIMMOOMIM30BaHHBIMY HA IDTAHIICTE AHTHTEIAMU MPOTHB
IL-23p19 mo aToMy H300pETCHHUIO.

Ha ¢ur. 3A noxazano, yro anturesa MOR04083 n1 MOR04190 6iokupyrorT HopManbHoe cBsi3biBanue I1L-
23/IL-23R.

Ha ¢ur. 3B mokazano, uto antureasa MOR04083 1 MORO04190 He OIOKHMPYIOT HOPMAJIEHOE CBSI3BIBAHUC
IL-23/1L-12RpB1.

Ha ¢wur. 3C nokasano, yto anturena MOR04083, MOR04190 u MOR04217 He MHTHOUPYIOT CBSI3BIBAHUC
IL-12 ¢ IL-12RpB1-Fec.

Ha ¢wur. 4 nokazano, yro anrurena npotus 1L-23p19 MOR04083 1 MOR04190 1o sTomMy n300peTeHuI0
uHTHONpYIoT onocpenyemoe hrlL-23 pochopummuposanue STAT 3.

Ha ¢ur. SA nmokasano, uro anturena npotus IL-23p19 MOR04083 u MOR04190 o aToMy n300peTeHIIO
WHTHOMPYIOT omocpenyemMyro pekomonHanTHRIM hrlL-23 npoxykmuro 1L-17.

Ha ¢ur. 5B noka3zano, uto antutena npotus 1L-23p19 MOR04083 1 MOR04190 mo sToMy H300peTeHHIO
WHTHOWPYIOT omiocpenyemMyto HaTuBHBIM hrlL-23 npoxykmmro 1L-17.

Ha ¢ur. 5C noka3zano, uto antutena npotus 1L-23p19 MOR04083 1 MOR04190 mo sToMy H300peTeHIIO
MHTHOMPYIOT orocperyeMylo HaTHBHBIM [L-23 siBancko# Makaku mpoxykuuto 1L-17.

Ha ¢wur. 6 nokazano, yro anturena npotus 1L-23p19 MOR04083 1 MOR04190 o sToMy n300peTeHUIO
He MHrHOupyIoT onocpenyemyto hrlL-12 nmpomykiuio [FNy.

Ha ¢ur. 7A-C nokasano, 4yro anturena nporus 1L-23p19 MOR04083, MOR04190 1 MORO04217 o sT0-
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MY M300pETEHHIO IEPEKPECTHO KOHKYPHUPYIOT APYT € IpYroM 3a cBsizbiBaHus ¢ hulL-23.

Ha ¢wur. 8 mokazano, yto antutena mpotus [L-23p19 MORO05028, 05038, 05040, 05042, 05045, 05049 u
05053 1o aTOMy H300pETEHNIO HHTHOUPYIOT OTIOCcpenyeMyro pekoMOMHaHTHRIM hrlL-23 npoxykmmro I1L-17.

Ha ¢wur. 9 nokazano, uro antutena npotus [L-23p19 MORO05028, 05038, 05040, 05042, 05045, 05049 u
05053 1o aToMy H300peTEeHNIO OIOKUPYIOT HOpMalbHOE cBs3biBanue 1L.-23/IL-23R.

Ha dur. 10 mokasauo, uro antutena npotus 1L-23p195040%Y i 375959 no sromy msoGperennio cre-
upugaHo cBs3biBaroTCs ¢ hrlL-23 u He cBs3piBaroTCs ¢ hrlL-12 wim moroMepom hrp40, aHATOTHIHO MBIITHHOMY
MOHOKIJIOHAJIbHOMY aHTuTeny mnpotuB IL-23p19, mAb23A. TlokazaHo, uro antureno npotus IL-12/1L-23p40
mADbI2A ces3biBact 1L-23, IL-12 u moHOMEp p40.

Ha ¢ur. 11A nokasano, uto antutena npotus 1L-23p195040%FY i 375959 1o sTomy m306perenuio 6110-
KUPYIOT HOpMalibHOE cBsi3biBanne [L-23/IL-23R.

Ha ¢ur. 11B mokazano, uro anturena npotus 1L-23p195040%FY i 375959 1o sromy msobperenmio ne
OmoxupyroT HopManbHOe cBsi3piBanue 1L-23/1L-12RB1.

Ha ¢ur. 11C nokazano, uro anturena npotus 1L-23p195040%FY i 375959 1o sromy msobperenmio ne
uHrnoupytot cesa3eiBanue 1L-12 ¢ IL-12RB1-Fe.

Ha ¢wur. 12 noka3zano, uro anrutena nporus 1L-23p195040
rubupyroT uHIynupyemyto 1L-12 npomykiuio INFy 3 kirerok NK92MI.

Ha ¢ur. 13 nokaszano, 4To aHTHTENA IPOTHB IL-23p19504OQ/EV 1 37595 o 3TOMY MU300pETEHHIO NHTH-
OupyIOT orocpenyemyro pekomonHaHTHBIM hrlL-23 mpomyxiuto 1L-17.

Ha ¢ur. 14 mokasano, uto artutena mpotus IL-23p195040%Y 1 375955 110 s1oMy m306perennio nuru-
OupyIoT orocpeayemyto HaTuBHBIM hrlL-23 mpomykmuto I1L-17.

Ha ¢ur. 15 mokazano, uro anturena npotus IL-23p195040
OMpyIOT orocpeayeMyro HaTUBHBIM [L-23 sBaHCKOM Makaku mpoaykiuio 1L-17.

Ha ¢ur. 16A mokasano, uto anturena npotus 1L-23p195040%%Y 1 37595 1o sromy msobperenuro u
mAb23 A KOHKYpHPYIOT 3a cBs3biBanue 1L-23 ¢ nMMoOmm3oBanHeIM MAD23A.

Ha ¢ur. 16B nokaszano, 4To aHTHTENA IPOTUB IL—23p19504OQ/ BV 3759 F¥S 3TOMY M300pPETEHHIO U, B
MeHbIel cteneHn, mAb23 A KOHKYpHPYIOT 3a cBsi3biBaHKe [L-23 ¢ IMMOOHIM30BaHHBIM mAb5040%Y,

Ha ¢ur. 16C nokazano, 4To aHTHUTEA IIPOTUB IL—23p19504OQ/ EV i 37595 0 9TOMY M300pETEHHIO U
mADb23 A KOHKYpHPYIOT 3a cBsi3biBaHue 1L-23 ¢ mMMoOMIn30BaHHBIM MAD3 759FQ/QS,

Onncanne u3odpereHust

Hacrosmee m3o0peTeHne 0THOCHUTCS K BBIACICHHBIM, PEKOMOMHAHTHBIM W/WIA CHHTETHYECKUM aHTUTEIIaM
npotuB IL-23p19, BriIrodas, HO He OTPaHUYMBASICH UMH, AHTUUIUOTHITNIECKIE aHTUTEa MIICKOITUTAIONUX (Ha-
npuMep, denoBeka) mpoTuB IL-23p19 k HUM, a Takke K KOMITO3UITUAM M KOJUPYIONTAM MOJIEKYJIaM HYKJIEHHO-
BBIX KHCJOT, COJACPIKAIINM TI0 MEHBIIEH Mepe OOUH MONWHYKICOTHA, KOIMPYIOUNH 0 MEHBIIEH Mepe OIIHO
aaTuTeno npotus IL-23p19 wim anTHIHOTHIIHYECKOE aHTUTENO0. KpoMe Toro, HacTosIiee n300peTeHne OTHO-
CHUTCS, HO HE OTPAaHWIMBACTCS MMM, K CTIOCO0aM ITOTyYeHHUS U IPUMEHEHHUS TaKUX HYKJICHHOBBIX KHCIOT M aHTH-
TEJN, ¥ aHTUMJUOTHIIMYECKUX aHTHTEN, B TOM YHCJIE K AMArHOCTHYECKUM M TEPareBTHYECKUM KOMIO3UIHSM,
croco6am M yCTpOHCTBaM.

Kak ucnonbs3yroT B HacToseM JoKyMeHTe, "antuteno npotus IL-23p19", "antureno x IL-23p19", "yua-
cTok aHtutena npotus 1L-23p19" unm "¢dparment anturena nporus IL-23p19" w/unm "BapuaHT aHTHTENA MPO-
tuB IL-23p19" u T.m. BKIrOYaeT 000 OCNOK WM MENTHI, COACPIKAMIMA MOJCKYITY, KOTOpas COICPKHUT IO
MEHBIIIEH Mepe J9acTh MOJIEKYJIbl HMMYHOTJIO0Y/IHHA, TaKyl0 KaK, HO HE OTPAaHUYMBAsACh UMM, 110 MEHBIIIEH Mepe
OJIMH OTPENEIISAIONINI KOMIUIEeMEHTapHOCTh y4acToK (CDR) TshKemolt nitu Jerkoi 1eny Wi €ro CBA3BIBAIONTUI
JIUTaH] Y4acTOK, BapHaOeIbHBIH yJacTOK TSDKEJIOW IENH WU JIETKOW IIeNd, KOHCTAHTHBIM YYaCTOK TSDKETOH
IETH WJIH JIETKOH IeTnH, KapKacHast 00J1acTb, WM UX JIIO00H Yy4acTOK, MIIM TI0 MEHBIIEH Mepe OIWH yIacTOK pe-
nenTopa st 1L-23 uimm cBA3BIBaIONIETO Oelka, KOTOPHIM MOXET ObITh BCTPOCH B aHTHTEIIO 110 HACTOSIIEMY HU30-
Opetennio. Takoe aHTHTENO HEOOSI3aTENHHO IOMOJHHUTEILHO BO3IEHCTBYET HA CIICIM(DUYHBIN JIUTaH[, HAIPH-
Mep, HO He OTPaHMYMBAsICh 3THM, TAKMUM 00pa3oM, 4TO TAaKOE aHTHTEJIO MOAYJIHPYET, CHHXKAET, TOBHIMIAET, OCY-
IIECTBISIET aHTaroHU3M, OCYILIECTBIISICT arOHM3M, CMATr4aeT, ocjadiisieT, OJOKUpPYeT, HHTMOUpYeT, YCTpaHseT
W/WIM TIPEIOTBPAILAET 110 MEHBIIEH Mepe oanH BUA akTUBHOCTU IL-23 win ero cBsI3pIBaHWE WIIM OJMH BHJ| aK-
THUBHOCTH perenropa Juisi 1L-23 wmm ero cs3piBaHME in Vvitro, in situ u/wim in vivo. B xauecTBe Heorpanudu-
BAIONIETO MpUMepa MpUrogHoe antuteno npotus IL-23pl9, ompeneneHHslil y9acTOK MM BapUaHT MO HACTOS-
IIeMy M300pETEHHIO MOTYT CBSI3BIBATh 110 MEHbIIEH Mepe oHy MouieKyTy IL-13 uim ee onpeneneHHbIe yUacTKy,
BapHaHTHl WM AoMeHbl. [IpurogHoe antureno npotuB IL-23p19, onpeneneHHpI y4aCTOK WM BapUaHT TaKKe
HeoO0s3aTeTbHO MOTYT BO3JICHCTBOBATH 10 MEHBIIEH Mepe Ha OJWH BUJ aKTUBHOCTH Wiu ¢yHKIu0 1L-23p19,
TaKWe Kak, Ho He orpannumBasich umu, cuate3 PHK, JIHK wimm 6enka, BeicBoOokmenue 1L.-23, mepenayda curHa-
na penientopa st 1L-23, pacmernenne memOpannoro 1L-23, aktuBHocTh 1L-23, npoxykuus w/vumu cunte3 IL-
23.

QEY 11 37595998 116 5r0My H306peTEHMIO He HH-

UEV i1 3759595 116 sTOMY H306peTeHII0 HHIH-

KpOMe TOT'0, MOAPA3yMEBAIOT, YTO TCPMUH "aHTUTEI0" BKIIOYAET aHTUTCI1a, UX (bpaFMGHTLI pacmiciieHus,
OIMNPCACIICHHBIC YYAaCTKHU U BApUAHTBI, BKIIOYAONIUEC, HO HEC OI'paHUYMBAIOIINECC UMW, MUMCTUKU aHTUTEI WA
COoACpIKAIUC YIACTKHU aHTUTEJ, KOTOPbIC UMUTUPYIOT CTPYKTYPY W/WIn (I)YHKHI/IIO AHTUTCJIa WJIN ONIPEACICHHO-
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ro ero ()parMeHTa WM yJ9acTKa, BKIIOYas, HO HE OTPAaHHYUBAsICh HMH, OJHOIICTIOUCYHBIC aHTUTENa, AaHTHTEIA U3
OJTHOTO JOMCHA U MX (parMeHThl. OyHKIIMOHATIBHEIC (PparMEHTHI BKJIFOYAIOT aHTHUTCHCBSI3BIBAIONINE (DparMeH-
ThI, KOTOpbIe CBs3bIBatOTCH ¢ IL-23p19 uenmoseka. Hampumep, k 3TOMy H300pETEHHIO OTHOCATCS (parMeHTHI
aHTHUTEIl, CIOCOOHBIE CBSI3BIBAThCS ¢ IL-23p19 nmm ero ydgactkamu, BKJIIOYast, HO HE OTrpaHUIMBAsICh UMH, (par-
MeHThl Fab (Hampumep, mocpeacTBOM pacuieryieHus nananaoM), Fab' (Hampumep, mocpencTBOM paciieTuieHUs
TIETICHHOM HJIM YaCTUYHOTO BoccTaHOBIeHUs) u F(ab'), (HampuMep, TOCPEACTBOM DPACHIEIUICHUS IETICHHOM),
facb (manpuMep, OCpeACTBOM pacileIUIeHns Ia3MUHOM), pFc' (HampuMep, oCpencTBOM pacIeIUICHUs TTeTl-
CHHOM M IIa3MHUHOM), Fd (HammpuMep, mocpeIcCTBOM pacIieIUIeHHs IETICHHOM, YaCTHYHOTO BOCCTAHOBIICHHS U
NMOBTOpHOH arperanmn), Fv umu scFv (HanpuMep, mocpeacTBOM criocoOOB MOJIEKYJISIpHOH Ouosioruu) (CM., Ha-
npumep, Colligan, Immunology, Beime).

Takue (parMeHTH MOKHO MOJTy4aTh (DEPMEHTATHBHBIM PACHICIUICHUEM, CHHTCTUYCCKUMHU WU PEKOMOU-
HaHTHBIMH CIOCO0aMU, KOTOpbHIE W3BECTHBI B JAaHHOW OOJIACTH W/MJIM KaK OIKMCAHO B HACTOSIIEM JOKyMEHTE.
Taxoke aHTHTENIa MOXHO TOIYYaTh B BUIC MHOTOOOPA3HBIX YKOPOYCHHBIX (DOPM C MCIOT30BaHUEM T'CHOB aHTH-
TeJl, B KOTOPbIE BCTPOEHBI OJMH WJIM HECKOJBKO CTOI-KOJOHOB BHILIE IPHPOIHOTO CTOI-KopoHa. Hampumep,
MO>XHO CKOHCTPYHPOBAThH KOMOMHHPOBAHHBIN T€H, KOMUPYIOMNH yJacToK Tskenoi nenun F(ab'),, Brirodaromuit
nocnenoBareiabHocT JIHK, xomupytomue nomen Cyl w/wmu mrapHUpHYIO 00JacTh TSOKENIOH 1end. PasnmndaHbie
YYaCTKH aHTUTET MOXKHO COCTUHATH BMECTE XHMUYECKH MTOCPEICTBOM OOIIETIPUHSATHIX CIIOCOOOB UX UM MOKHO
MOJTY9aTh B BUJIE HETIPEPBIBHOTO Oellka C CIOIh30BaHHUEM CITIOCOOOB TeHETHIECKOI HH)KEHEPHH.

Kax ucnonb3yioT B HACTOSIIIEM TOKYMEHTE, MOIPa3yMeBaloT, YTO TEPMHUH "aHTHTEJIO YeIoBeKa" BKIIIOYAET
aHTHTENa, NMEIOIINe BapHaOeIbHbIe U KOHCTaHTHBIE YY9acTKH, 0Opa3oBaHHBIE M3 OJM3KO CXOIHBIX MOCIEIOBA-
TENBHOCTEH IMMYHOTJI00YJIMHOB SMOPHOHAIEHOTO THIIA YeJIOBeKa. AHTUTENA YEIOBeKa M0 ITOMY H300pETEHUIO
MOT'YT BKJIIOYAaTh aMHHOKHCIIOTHBIE OCTAaTKH, HE KOANPYEMBIE MTOCIIEA0BATEILHOCTIMH UMMYHOTJIO0YJIMHOB M-
OpHOHANBEHOTO THIA (HAIIPUMEpP, MYTAllid, BHECCHHBIC CIIyYalHBIM WM CalT-HANpaBJICHHBIM MYyTarcHe30M in
Vitro WJIM MOCPEJCTBOM COMaTHYECKOW MyTanuu in vivo). Takum o0pa3oM, Kak HUCIIONB3YIOT B HACTOSIIEM JI0-
KyMEHTE, TEPMHH "aHTHUTEJIO YeJIOBeKa" OTHOCHTCS K aHTHTENy, B KOTOPOM, MO CYLIECTBY, KaXKIas 4acTh OeiKa
(manpumep, CDR, kapkacuHas o6macts, fomenbl Cp, Cy (Hanpumep, Cyl, Cy2, Cy3), mapaupHas oomacts (Vi;
VH)) SBISIETCS, TIO CYIIECTBY, CXOAHON C aHTHUTEIIOM YeJOBeKa dMOPHOHAILHOTO THITA. AHTHTENA YeIOBEKa
KJIaccu(UIMPYIOT Ha TPYIIIBI HA OCHOBE CXO/ICTBA MX aMHHOKHCIIOTHBIX TIOCIIEJOBATEIEHOCTEH, CM., HalIpuUMep,
http://people.cryst.bbk.ac.uk/~ubcg07s/. Takum 06pa3zom, ¢ UCIIOTH30BAHUEM MMOMCKA CXOJICTBA TOCIIEIOBATEb-
HOCTEH MOYKHO BBIOpATh aHTUTEIIO CO CXOTHOM JIMHEHHOM MOCIe0BaTeIFHOCTRIO B KAYECTBE MATPHIIBI IS CO3-
JaHus "TyMaHU3UPOBAaHHBIX AaHTHUTEN".

"I'ymanm3anus" (Takxke HazbIBaeMas IepecTpoiikoil mim nepecaiakoii CDR) B HacTosiee BpeMst sIBIsICTCS
OOIETPUHATHIM CIIOCOOOM CHM)KEHHSI IMMYHOTEHHOCTH MOHOKJIOHAIBHBIX aHTUTEN (mAb) M3 KceHoreHeTnye-
CKUX UCTOYHHMKOB (0OBIYHO TPHI3YHOB) U yiryutneHus 3¢ dexkropHbIx pyHkuuid (ADCC, akTuBanus KOMIUIEMEH-
Ta, cBsa3biBanue Clq). CKoHCTpyHpoBaHHOE MAbD TOIy4aroT ¢ HCIOJIb30BaHUEM CIIOCOOOB MOJICKYJISIpHOI Ono-
Joruy, ogHako npoctas nepecagka CDR onpepenstomux kommieMeHTapHOCTh ydacTkoB (CDR) rpeisyHOB B
YeJIOBEUECKHE KapKacHbIe 00JIaCTH YacTo MPHBOIUT K NoTepe ahOUHHOCTH CBA3BIBAHUS M/WIH CHELUPUIHOCTH
ucxonHoro mAb. B mensx rymaHm3anun aHTUTENa KOHCTPYKIMS TYMaHH3UPOBAHHOTO aHTHTENA BKIIOYACT M3-
MEHCHHS, TaKHe KaK KOHCEPBAaTUBHBIE aMHHOKHUCIIOTHBIE 3aMeHBI B octaTkax CDR u oOpaTHas 3aMeHa OCTaTKOB
¢ mAb Tpr3yHa Ha KapkacHble o0iacTh denmoBeka (0OpaTHbie MyTamuu). [10JOXKEHUS MOXKHO ONPEIEIUTh U
WACHTU(QHUINPOBATH CPAaBHEHUEM ITOCIIEAOBATEIFHOCTEH TSI CTPYKTYPHOTO aHAIM3a WIIM aHAIN30M MOJICIH TO-
Mosiorun 3D-cTpyKTyphl BapuabenbHBIX y9acTKoB. B mpomecce co3peBanus ahpUHHOCTH COBCEM HETAaBHO HC-
MOJIb30BaNH (paroBbie OMOMHOTEKH I BapbUPOBAHHS aMUHOKUCIIOT B BEIOPAHHBIX MOJIOKCHUIX. AHAJIOTHIHO
MCIIONIb30BAJIM MHOXKECTBO IMOJXOJIOB JUIsi BEIOOpa HamOoJiee NMPHUIOAHBIX KapKacHBIX oOJacTei denoBeka JUIsd
nepecaaku B HEX CDR rpe3ynos. [To Mepe Bo3pacTaHnsi COBOKYITHOCTH JaHHBIX 00 M3BECTHBIX MapaMeTpax s
CTPYKTYp QHTHUTEN MOBBIIIACTCS JETAIH3ALM U YTOYHEHUE ATUX CII0co00B. MOXHO MCIIONIB30BaTh KOHCEHCYC-
HBIC I YIMOPHOHATBHEIC TOCICAOBATCIFHOCTH W3 OTACIBHOTO aHTUTENA FITU (PParMEeHTHI KapKaCHBIX MOCIE0-
BaTECIPHOCTCH B KaXKJIOM BapHaOCIHFHOM YYaCTKE JICTKOW HITH TSKEJION IIeTH W3 HECKOJIBKUX Pa3IMYHBIX MAD.
Jpyrum moaxomoM K TyMaHU3AIUH SIBISIETCS MOAM(HUKANNS TOIHKO MOBEPXHOCTHBIX OCTATKOB ITOCIIEI0BATEIb-
HOCTEH TPHI3YHOB OCTaTKaMH, HauboJee 4acTo BCTPEYAOMUMUCST B MAD denoBeka, U OH Ha3bIBaeTCs "M3MEHe-

Al

HUEM TIOBEPXHOCTH" WK "THrepxuMepu3aiueii”. 3BecTHbIE OCIeIoBaTeIbHOCTH [g OnMcanbl, HapuMep,
www.ncbi.nlm.nih.gov/entrez/query.fcgi;

www.ncbi.nih.gov/igblast; www.atcc.org/phage/hdb.html;

www . kabatdatabase.com/top.html;

www.antibodyresource.com/onlinecomp.html;

www.appliedbiosystems.com; www.biodesign.com;

antibody.bath.ac.uk; www.unizhxh; www.cryst.bbk.ac.uk/~ubcgO7s;

Kabat et al, Sequences of Proteins of Immunological Interest,

U.S. Dept. Health (1983),

BCC U3 KOTOPLIX BKIIFOYCHBI B HaCTOHIIII/Iﬁ JOKYMCHT B KaU€CTBE CCbHUIOK B IMOJTHOM o0beMe. HacTo anTure-

JIO YCJIOBCKA WJIN T'YMaHU3UPOBAHHOC aHTUTEJIO SABJISICTCA, IO CYIIECTBY, HCUMMYHOT'CHHBIM Y YCJIOBCKA.
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AHaNoOrn4YHO aHTHTENaMH, 0003HaYaeMBIMHM KaK aHTHTENIa MPUMATOB (00e3bsiHbI, 0a0yWHa, MIMMITaH3e U
T.J1.), TPBI3YHOB (MBIIIN, KPBICHI, KPOJIMKA, MOPCKOH CBMHKH, XOMSKA M T.II.) U JPYTHX MJIEKOIHUTAIONINX, 000-
3HAYaAIOT TaKHe aHTUTENa, crielnUUIHbIE Ul BHIA, MOAPOAA, poja, MoAceMelcTBa u ceMeiicTBa. Kpome Toro,
XMMEpHBIE aHTUTENa MOTYT BKIIOUaTh JIFOOOE COUYETAHUE M3 yKAa3aHHBIX BBIIIEC aHTUTEN. Takhe M3MEHEHUs WU
OTKJIOHEHUsI HE00A3aTEeNIbHO U MPEIOYTHTENIFHO COXPAHSIIOT MIIM CHIKAIOT MIMMYHOT€HHOCTD Y UE€JIOBEKA HIIH
JpYTHX BHAOB IO CPAaBHEHHIO C HEMOAW(HIUPOBAHHBIMHM aHTHTENAMH. TakuM 0Opa3oM, aHTUTEIO UelIOBEKa
OTJINYACTCS OT XMMEPHOTO WIIM TyMaHU3UPOBAHHOTO AaHTHUTENA.

CrienyeT OTMETHTh, YTO aHTUTENO YEI0BEKa MOXKHO ITOJIydaTh C MOMOIIBIO HE OTHOCSIIETOCS K YEIOBEKY
JKMBOTHOTO WJIM TPOKAPHOTHYECKOH MM JyKAPHOTHYECKOW KIIETKH, KOTOPHIE CHOCOOHBI SKCIPECCHPOBATH
(hyHKIIMOHAJIBHO NEPECTPOCHHBIC T€HBl MMMYHOTIIOOYIMHA YeIoBeKa (HarpuMmep, TSHKEIYIO HEelb W/HITH JIETKYTO
nens). Kpome Toro, Koraa aHTUTENO YeJIOBEKa IPEICTaBIIET cCOO0H OHOIENOYEYHOE aHTUTEIIO MM aHTUTEIO C
OJTHUM JIOMEHOM, OHO MOXKET COJEp>KaTh JIMHKEPHBIH MENTH[, KOTOPBIH OTCYTCTBYET B NMPHUPOAHBIX aHTUTEIAX
yenoBeka. Hanpumep, Fv MoxeT comepskaTh TMHKEPHBIH MENTHA, TAKOH KaK OT ABYX J0 MPHOJN3UTEILHO BOCh-
MH OCTaTKOB TJIMIMHA WM JIPYTUX aMHHOKHCIIOTHBIX OCTaTKOB, KOTOPBIC COCIUHSIOT BapHaOEIbHBIH y4acTOK
TSDKEJION TIeTM U BapraOeIbHBIA yJacTOK JIETKOW menu. Takue JTUHKEepPHBIE MENTHIBI pacCMaTPUBAIOT KaK TIETI-
THJIBI YEI0OBEYECKOTO POUCXOKACHHS.

Taxke MOKHO HCIOJIB30BAaTh OHCHENM(UUHBIE, T€TepOCHEHUPHUIHBIE, TC€TEPOKOHBIOTMPOBAHHBIC HIH
CXOJHbIC aHTHUTENA, KOTOPBIE MPEACTABISIIOT COO0H MOHOKJIOHANBHBIE AHTUTENA, NMPEATIOYTHTENLHO aHTHUTENIA
YeJI0BeKa MM T'yMaHH3UPOBaHHBIC aHTHUTENA, KOTOPbIE 001aaloT CENU(UIHOCTHIO CBSI3bIBAHNSA B OTHOIICHUU
110 MEHBILEH Mepe IBYX pa3lUYHBIX aHTUTECHOB. B JaHHOM ciydae, OMH U3 BUJIOB CIEHU(PUIHOCTH CBA3bIBAHUS
HpeCTaBIsIET c000ii crierUIHOCTD CBSI3BIBAHMS B OTHOLIEHUH 110 MEHBILIEH Mepe 0HOM OenKkoBol cyObean-
Hune! [L-23p19, a npyro#t npeacTaBisieT coboil crnerMUIHOCTh CBS3BIBAHUS B OTHOIICHHWH JIO00TO JPYroro
anturena. CriocoObl ToyTydeHnsl OucnennUIHbIX aHTHTEN M3BECTHBI B JaHHOW obOiacTH. OOBIYHO peKoMOH-
HaHTHas TPOJYKLMs OHCHenn(UYHBIX aHTUTE] OCHOBAaHA Ha KOAKCIIPECCHH JBYX Iap TsDKENas IeNb-Jerkas
[erb UMMYHOTJIOOYJIMHA, TJe ABE TsDKENble IENMH 00JalaloT pa3indHbIMU BUnamu crenmpuaHoctr (Milstein
and Cuello, Nature 305:537 (1983)). BenenctBue ciydaitHOH cOOpKH TSHKETBIX M JISTKUX IeNell NMMYHOTJIOO0Y-
JIUHA TU THOPHIOMBI (KBaAPOMBI) MPOAYIIUPYIOT MOTEHIIHATBHYIO cMeCh M3 10 pa3IuIHBIX MOJICKYJ aHTUTEN,
T7Ie TOJBKO OJTHA M3 HUX 00JIaJaeT MPaBMIIbHON OnCTeUUIHON CTPYKTypoid. OUHCTKY TpeOyeMoil MOJIEeKYJIbI
O0OBITHO MPOBOJAT MOCPENCTBOM cTanuii ahdurHON XpoMarorpaduu. CXomHBIE CITIOCOOBI OTIMCAHBI, HAIIPUMED,
B WO 93/08829, marentax CIHA NeNe 6210668, 6193967, 6132992, 6106833, 6060285, 6037453, 6010902,
5989530, 5959084, 5959083, 5932448, 5833985, 5821333, 5807706, 5643759, 5601819, 5582996, 5496549,
4676980, WO 91/00360, WO 92/00373, EP 03089, Traunecker et al., EMBO J. 10:3655 (1991), Suresh et al.,
Methods in Enzymology 121:210 (1986), Bce U3 KOTOPBIX BKIIIOUEHBI B HACTOSIIMK JOKYMEHT B IIOJHOM 00be-
Me.

Amnturena nporus 1L-23p19, nmpuroxssie B crioco0ax M KOMIIO3ULMSX 10 HACTOSILEMY H300peTeHUI0, He-
00s13aTeIbHO MOTYT XapaKTepPH30BaThCsl BHICOKOH ad¢uHHOCTBIO cBs3bIBaHus ¢ IL-23p19 m Heobs3aTenbHO M
NPEANOYTUTEIBHO 00J1alal0T HU3KOH TOKCHMYHOCTBIO. B WacTHOCTH, JUIsi HAcTOSIIErO M300PETEHUS SIBISIOTCS
MPUTOJHBIMU aHTHUTEIO, OMPENEICHHBIN (PPArMEHT MM BapUaHT 110 3TOMY M300pPETEHHIO, T/I¢ OTACIbHBIE KOM-
MIOHEHTHI, TAKME KaK BapHaOCNIbHBIM y4acTOK, KOHCTAHTHBIM y4acTOK M KapKacHasi 00lacTb, OTACIBHO W/HIIH
COBMECTHO, HEOOS3aTENIFHO M IIPEANOYTHTENBHO 00MafaoT HU3KOH MMMYHOTE€HHOCTBIO. AHTHUTENA, KOTOPBIE
MOXHO HCIIOJIb30BATh B COOTBETCTBHHU C 3TUM M300pETEHUEM, HEOOA3aTEIBHO XapaKTEPU3YIOTCSl CTIOCOOHOCTHIO
B OTHOILIICHWUH JICYECHHS UMM MAIMEHTOB B TEUCHNUE ATUTEIBHBIX IEPHOIOB BPEMEHH C TIOAJAIOLINMCS OIpeeie-
HHIO YMEHBIICHHEM CUMIITOMOB M HU3KOH W/WMJIM NMPUEMJIEMOH TOKCHYHOCTHI0. Hu3Kas nim npuemiemMas UMMYy-
HOTE€HHOCTh W/WITH BBICOKasi a(pMHHOCTD, a TaKKe APYrHe MPUTOIHBIE CBOMCTBA MOTYT NPHBOIUTH K JOCTHIKE-
HHIO TEPaleBTUUECKUX PE3yJbTaTOB. B HacrosieM NOKyMeHTe "HHM3KyI0 MMMYHOTCHHOCTH'" ONpPENeIsIIOT Kak
BO3HMKHOBEHHE MOJNAIOMINXCSI TATPOBAHUIO YPOBHEN aHTUTEN K aHTUTeNy npoTus IL-23p19 y manueHToB, KO-
TOPBIX JIeUnnu aHTuTenoM npotus IL-23pl19, BeTpevaromeecs MeHee 4eM y 25% MallueHTOB, KOTOPBIX JICUUIIH,
IpEeAnoYTUTENbHO MeHee 4eM y 10% manueHToB, KOTOPBIX JEUMIN PEKOMEHIOBAHHON 1030l B TEUEHUE PEKO-
MEHJIOBaHHOTO Kypca JICUCHHS B IIPOIIECCE NEPHOAa JICUCHHUS.

BeineneHHbBIE HYKJIEHHOBBIE KHCIOTHI 110 HACTOSIIEMY H300PETEHUIO MOXKHO HCIIONB30BaTh IS IPOIYK-
IIUU TI0 MEHBIIIEH Mepe oHOoTo aHTuTena mpoTuB 1L-23p19 nnm ero onpeneneHHOro BapuaHTa, KOTOPHIE MOYKHO
UCTIONB30BaTh AJIs omnpenencHus 3¢GeKTa B KICTKe, TKaHH, OPraHe WM y )KHUBOTHOTO (B TOM YHCIIE MJIEKOIIH-
TAIONINX W YeJIO0BEKa), IJIsl JUAarHOCTHKH, MOHUTOPHHTA, MOIYJIMPOBAHNUS, JICUEHHS, CMIATIEHHS, CIOCOOCTBOBA-
HUS IIPEJOTBPALICHUIO 3a00JI€BAEMOCTH WIIM YMEHBIICHUS] CHMIITOMOB 110 MEHBILICH MEpe OIHOTO CBSI3aHHOTO C
IL-23 cocrosiHusl, BEIOPaHHOTO, HO HE OrPaHUYMBAIONIETOCS UMM, 110 MEHbBIIEH Mepe U3 OJHOTO M3 UMMYHHOTO
HapyIICHHUs WU 3a00JIEBaHMs, CEPICYHO-COCYANCTOTO HapyIIeHUs! Wwin 3a001eBaHus, HHPEKIMOHHOTO, 37I0Ka-
YECTBEHHOTO H/MJIM HEBPOJIOTHUECKOTO HApYLICHUsS WM 3a00JieBaHUS JTMOO APYroro M3BECTHOTO HIIM OIHCAH-
Horo cBsi3aHHOTrO ¢ IL-23 cocTosHUs.

Taxo# croco® MOXeT BKIIIOUaTh BBeICHHE d((PEKTHBHOTO KOJINYECTBa KOMIO3UIIMU WM (hapMaleBTHYC-
CKOM KOMITO3UIINHY, COAEpKallel Mo MeHblIed Mepe ofHO aHTuTeno npotus I1L-23pl9, B kIeTKy, TKaHb, OpraH,
KMBOTHOMY WJIM TIAI[MEHTY, HY)KAIOMIEMYCsl B TAKOM MOJIYJIUPOBAHUH, JICUCHUH, CMATYCHUH, MPOQPHUIAKTHKE
WM CHIDKEHUH CUMITTOMOB, 3(h(eKTOB MM MexaHu3MOB. DPPEKTUBHOES KOJIHMUECTBO MOXKET BKIIIOYATh KOJIHUE-
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CTBO, cocTaBisitonee npuosmsurensHo ot 0,001 1o 500 Mr/kr npu ogHOKpaTHOM (HampuMmep, OOJIFOCHOM), MHO-
TOKPAaTHOM WJIX MOCTOSSHHOM BBEJCHHUH, WJIM KOJUYECTBO AJISI JOCTHXKEHUS] KOHIEHTpauuu B cbiBopoTke 0,01-
5000 MKT/MJI CBIBOPOTKH MPH OJHOKPATHOM, MHOTOKPATHOM HWJIM TIOCTOSSHHOM BBEIEHUH, WIH JIt000# 3¢ dek-
TUBHBIN IUANa30H WK 3HaYCHHE B 3TOM AMANa30HE, KaK OCYIIECTBIIOT U ONPENEISIIOT C UCTIONBE30BAaHUEM H3-
BECTHBIX CIIOCO0OB, KaK OIMMCAHO B HACTOSIIEM JTOKYMEHTE WM N3BECTHO B TaHHOH 0OJacTH.

AHTHTENa TI0 HACTOSIIEMY H300PETEHHIO - POIYKIHS U ITOTydCHHE.

ITo MeHbIIel Mepe ogHO aHTHTENO MPoTHB IL-23p19 Mo HacTosmEMy U300pETEHHUIO HEO0A3aTEITLHO MOXK-
HO MPOAYLUHUPOBAThH C MOMOIIBIO KIETOYHOM JTUHUU, CMEIIIAHHOW KJIETOYHOW JIMHUK, UMMOPTAIM30BaHHOM KIIET-
K{ WM KJIOHAJIBHON MOMYJISIIUY UMMOPTAIH30BaHHBIX KJIETOK, KOTOPBIE XOPOIIO U3BECTHHI B IAHHOW 00JacTH;
cM., Harpumep, Ausubel et al., ed., Current Protocols in Molecular Biology, John Wiley & Sons, Inc., NY,
(1987-2001); Sambrook et al., Molecular Cloning: A Laboratory Manual, 2" Edition, Cold Spring Harbor, NY
(1989); Harlow and Lane, antibodies, a Laboratory Manual, Cold Spring Harbor, NY (1989); Colligan et al.,
eds., Current Protocols in Immunology, John Wiley & Sons, Inc., NY (1994-2001); Colligan et al., Current Pro-
tocols in Protein Science, John Wiley & Sons, NY, (1997-2001).

AnTHuTeNna, cnenuuaHbie k Oenkam 1L-23p19 yenoseka ninu ux GpparMeHTaM, MOXKHO IOJIYYaTh U3 PEKOM-
OMHAHTHBIX OMOTMOTEK aHTUTEN YENIOBEKa C MCIOJIH30BAHWEM IIPUTOJHOTO aHTHTeHA, TAKOTO KaK BBINEICHHBIN
6emok IL-23p19 w/mnm ero dacth (BKIIIOYAsh CHHTETHYECKHE MOJIEKYJBI, TAKHE KaK CHHTETHYECKHE TICTITUIIBI).
Jpyrue crieruduaHbe WK 00IINe aHTUTENa, BKIIIOYast, HO He OTPaHUYNBAsACh MU, AHTHUTENIA MIIEKOITUTAIOIINX,
MOJKHO MHIYLIHPOBATh aHAJIOTHYHBIM oOpa3oM. [lomydeHne aHTUTEHOB W BBIACIICHHE aHTHUTEN U3 OMOIHOTEK
YeJI0BeKa MOKHO MIPOBOIUTE € MCIIOIB30BAHKEM JIFOO0TO IMPUTOIHOTO crioco0a.

B oaHOM MOAXOMIE PEKOMOMHAHTHOE aHTUTENO MOJYYAIOT MOCPEACTBOM (haroBOro JUCILICS C HUCIIONB30Ba-
HueM Ooubimotek anturen (Hoogenboom H.R. Overview of antibody phage-display technology and its applica-
tions. Methods in Molecular Biology. 178:1-37, 2002). B npeamouTuteIsHOM Moaxo/ie peKoMOMHAaHTHBINH Fab
yesyoBeKka BoIEISIOT 13 Oubnmnorekn HuCal Gold™, paspaborannoit MorphoSys, AG (Kretzschmar, 2002), a
3aTeM TOBBIMIAIOT €r0 aKTUBHOCTH IMMOCPEACTBOM KacceTHOTo pazHoooOpasus CDR (Knappik et al., 2000, Krebs et
al., 2001).

PexoMOWHAHTHBIE aHTUTENA YEJI0BEKa, BRIICICHHbBIE N3 OMOIMOTEK (aroBOTo JUCTUIES, MOXHO KOHCTPYH-
POBaTh, 3aMEHSIS OTIPE/IETICHHBIC OCTATKH KOHKPETHBIMI aMUHOKHCIOTAMH, COOTBETCTBYIOIMHA KOHCEHCYCHBIM
WA CIICIU(QIIHBIM ITOCIEIOBATEIBHOCTIM AHTUTEN YEIIOBeKa. OJTH MOCIEJOBATEIFHOCTH HWIACHTH(DHUIMPYIOT
CpaBHEHHEM C 0a3aM{ JaHHBIX M3BECTHBIX aHTHUTEN YEJIOBEKa SMOPHMOHAIBHOTO THIA WM MOJIBEPTIINXCSA pea-
PamKHUPOBKE aHTHUTEI.

W3BecTHBIE MOCIEI0BATENBHOCTH [g uenoBeka onucansl, HaIpuMmep,

www.ncbi.nlm.nih.gov/entrez/query.fcgi;

www.ncbi.nih.gov/igblast; www.atcc.org/phage/hdb. hrml;

www.rrffc-cpe.cam.ac.uk/ALIGNMENTS. php;

www.kabatdatabase.com/top.html;

ftp.ncbi.nih.gov/repository/kabat; www.imgt.cines.fr.8104/;

www.biochem.unizh.ch/antibody/index.html; www.sciquest.com;

www . abcam. com; www.antibodyresource.com/onlinecomp.html;

www.public.iastate.edu/~pedro/research_tools.html;

www . whfreeman. com/immunology/CH05/kuby05.htm;

www.hhmi.org/grants/lectures/1996/vlab;

www.path.cam.ac.uk/~mrc7/mikeimages.html;

mcb. harvard.edu/BioLinks/Immunology.html;

www . immunologylink.com; pathbox. wustl.edu/~hcenter/index.html;

www.appliedbiosystems.com; www.nal.usda.gov/awic/pubs/antibody;

www.m.ehime-u.ac.jp/~yasuhito/Elisa.html; www.biodesign.com;

www . cancerresearchuk.org; www.biotech.ufl.edu; www.lilsac-

net.org; baserv.uci.kun.nl/~jraats/linksl.html; www.recab.uni-

hd.de/immuno.bme.nwu.edu; WWW.mrc-cpe.cam.ac.uk;
www.ibt.unam.mx/vir/V_mice.html; http://www.bioinf.org.uk/abs;
aHTuTesio.bath.ac.uk; www.unizh.ch;

www.cryst.bbk.ac.uk/~ubcg07s;

www.nimr.mrc.ac.uk/CC/ccaewg/ccaewg.html;

www.path.cam.ac.uk/~rnrc7/humanisation/TAHHP . html;

www . ibt.unam.mx/vir/structure/stat_aim.html;

www.biosci.missouri.edu/smithgp/index.html; www.jerini.de;

Kabat et al., Sequences of Proteins of Immunological Interest,

U.S. Dept. Health (1983),

BCC U3 KOTOPBIX BKJIOYCHBI B HaCTOS[HlI/Iﬁ JOKYMCHT B Ka4€CTBEC CCbLJIOK B IIOJIHOM oOBeMme.

Takue 3aMeHEeHHBIE aMHHOKHUCIIOTHI MOKHO HCIIOJIB30BaTh Ul CHUKCHUS UMMYHOTCHHOCTH WJIM CHUIKC-
HU, YCUJICHUSA WU MOI[I/I(i)I/IKaIII/II/I CBA3bIBaHUA, a(l)(l)I/IHHOCTI/I, CKOpPOCTH accoManuu, CKOPOCTU AUCCOLUAlINU,
aBUJHOCTH, CHGIII/I(i)I/I‘IHOCTI/I, BPEMCHH MOJTYKHU3HU WU JIF000T0 Apyroro nmpuroaHoro CBOfICTBa, KaK U3BCCTHO B
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nmaHHO# obnactu. Kak mpasuino, octatku CDR mipsiMo 1 Hanbosiee CyIecTBEHHO BOBJICUCHBI BO BIUSHHE HA CBSI-
3bIBaHME aHTHIeHA. HeoOs3aTepHO, aHTHTENa MOXHO KOHCTPYHPOBATh C COXPAHEHUEM BBICOKOI ahGUHHOCTH K
AQHTHUTCHY M JPYTHX TOJE3HBIX OMOIOTHYECKHX CBOUCTB. I MOCTIDKEHUS 3TOW LM aHTHTENa 4YellOBeKa He-
00s13aTeTFHO MOKHO TIOJTy4aTh IIOCPEACTBOM IIPOIecca aHAIN3a UCXOIHBIX TTOCIEA0BATSIFHOCTEH W Pa3IMIHbIX
KOHIICTITYaIbHBIX CKOHCTPYHPOBAHHBIX NMPOAYKTOB C MCTIOIH30BaHUEM TPEXMEPHBIX MOJENEH NCXOMHBIX, CKOH-
CTPYMPOBAaHHBIX W YEJIOBEYECKHUX IIOCIEINOBATEIFHOCTEH. TpexMepHble MOACTH WMMYHOTJIOOYIMHOB IIMPOKO
JOCTYITHBI U U3BECTHHI CIICIHAINCTAM B JAHHOHN 001acTh. JOCTYITHBIMH SBIISIOTCS] KOMITBIOTEPHBIE IPOTPAMMEL,
KOTOpBIE WUTIOCTPUPYIOT U BOCIIPOU3BOIAT BO3MOXKHBIE TPEXMEpHbIE KOH(POPMALMOHHBIE CTPYKTYpPHI BEIOpaH-
HBIX TIOCJICJIOBATEIIFHOCTEH IMMYHOTTIO0YIMHOB-KaHIUIATOB. VccliefoBaHe STHX BOCIIPOHM3BEICHHBIX TaHHBIX
JTacT BO3MOXHOCTh aHaJli3a BEPOSITHOU POJIM OCTATKOB B (DYHKIIMOHHPOBAHUU IMOCICIOBATCIBHOCTH UMMYHOT-
NOOYJIMHA-KaHIUAATA, T.C. aHATN3a OCTATKOB, KOTOPHIE BIMSIOT Ha CIIOCOOHOCTH MMMYHOTIIOOYIIMHA-KAH I IaTa
CBS3BIBATH CBOW aHTHTEH. TakuM 00pa3oM, OCTaTKH MOXKHO BHIOUPATh M KOMOWHHUPOBATH U3 UCXOIHBIX H 3Ta-
JIOHHBIX IMOCIIEIOBATEIBHOCTEH, YTOOBI JIOCTUTATh TPEOYEMOTO CBONCTBA aHTHTENA, TAKOTO KaK ap(pUHHOCTH K
AHTHTCHY(aM)-MUIICHU. AJTBTCPHATUBHO WM JOMOIHHUTEIBHO YKAa3aHHBIM BHIIIC CIIOCO0aM, KOHCTPYHUPOBAHHE
MO>KHO TIPOBOMTH IMIIMPHUIECKH C TIOMOIIBI0 KacceTHOTo pasHoobpasus CDR u BeiOOpa mo Tpedyemoii akTHB-
HOCTH, TaKuX Kak ormcano s cucteMbl MorphoSys HUCAL (Knappik et al., 2000, Krebs et al., 2001).

Kpome toro, antuteno mpotuB 1L-23p19 mo HacTosmeMy HU300pETCHHIO MOXET COACPKaTh KapKacHYIO
001aCTh JIETKOW LI YeI0BeKa YMOPHOHAIBFHOTO THIIA. B KOHKPETHBIX BapHaHTaX OCYIIECTBICHHUS MOCIEI0Ba-
TEJIHHOCTh AYMOPHOHAIILHOTO THIIA JIETKOW IeTH BBIOpAaHA M3 YeOBEUECKHX MocieaoBarenbHocTeli VK, BKITO-
4as, HO He orpaHuumBasch umu, Al, A10, All, Al4, A17, A18, A19, A2, A20, A23, A26, A27, A3, A30, A5,
A7,B2,B3,L1,L10,L11, L12,L14, L15, L16, L18, L19, L2, L.20, L22, .23, L.24, 125, L4/18a, LS5, L6, LS8, L9,
01, 011, 012, 014, 018, 02, O4 u O8. B onpenencHHBIX BapHAHTaX OCYIISCTBICHHS 3Ta KapKacHas 00JacTh
JICTKO¥ IeTH YeJioBeKa IMOPHOHANBHOTO ThMa BeiOpana u3 V1-11, V1-13, V1-16, V1-17, V1-18, V1-19, V1-2,
V1-20, V1-22, V1-3, V14, V1-5, V1-7, V1-9, V2-1, V2-11, V2-13, V2-14, V2-15, V2-17, V2-19, V2-6, V2-7,
V2-8, V3-2,V3-3,V3-45,V4-1, V4-2, V4-3, V4-4 , V4-6, V5-1, V5-2, V5-4 u V5-6; cm. PCT WO 2005/005604
JUTSL OTIMCAHMS PA3JIMIHBIX ITOCIIEAOBATEIFHOCTEH IMOPHOHAIBFHOTO THITA.

B ngpyrux BapmaHTax OCyIIecTBICHHS aHTUTENO NMpoTHB IL-23 mo HacTosmemMy n300peTeHHI0O MOXKET CO-
JepXKaTh KapKacHYI0 00JIacTh TSHKEJION IIEMH 4YesloBeKa YMOPHOHAIBHOTO THMa. B KOHKPETHBIX BapHaHTax OCy-
MIECTBIICHUST dTa KapKacHas 00JIacTh TSHKEJIOW IeNH 4YejoBeKa AMOpHOHAIbHOro THma BhIOpaHa m3 VHI1-18,
VHI-2, VHI1-24, VHI1-3, VH1-45, VH1-46, VH1-58, VH1-69, VH1-§, VH2-26, VH2-5, VH2-70, VH3-11,
VH3-13, VH3-15, VH3-16, VH3-20, VH3-21, VH3-23, VH3-30, VH3-33, VH3-35, VH3-38, VH3-43, VH3-48,
VH3-49, VH3-53, VH3-64, VH3-66, VH3-7, VH3-72, VH3-73, VH3-74, VH3-9, VH4-28, VH4-31, VH4-34,
VH4-39, VH4-4, VH4-59, VH4-61, VH5-51, VH6-1 u VH7-81; cm. PCT WO 2005/005 604 nns onucanus pas-
JIMYHBIX MTOCIIEIOBATEIBPHOCTE IMOPHOHATIBHOTO THIIA.

B KOHKpETHBIX BapHaHTaxX OCYIICCTBICHUS BapUaOCNBHBIA yYacTOK JICTKOHM LEMH W/WIN BapUaOCTbHBIH
YYaCTOK TSDKEJIOH [EMU CONEPKUT KapKacHYI0 00JIacTh WIIM IO MEHBIIEH Mepe JacTh KapKacHO# oOmactu (Ha-
npuMep, coaeprkairyto 2 mim 3 cyodparmenta, Takux kak FR2 u FR3). B onpeneneHHbIX BappaHTax OCYyIECTB-
nenus, mo Menbireid mepe, FRL1, FRL2, FRL3 wmm FRL4 gBnstoTcsS TMOTHOCTHIO YEIOBEUYECKHMMH. B npyrux
BapHaHTax OCyllecTBIeHUs, 1o MeHbIe mepe, FRH1, FRH2, FRH3 nnn FRH4 sBnsitoTcs MOTHOCTBIO YenoBe-
4eCKMMHU. B HEKOTOpHIX BapuaHTax ocymiecTBieHus, o MeHbireld mepe, FRL1, FRL2, FRL3 wiu FRL4 mpen-
CTaBJISIIOT COOOM IMOCIIEIOBATEILHOCTH dMOPHOHAIBHOTO THMA (HANpUMep, dYMOPHOHAIHLHOTO THIIA YEJIOBEKa)
WIIH COJIEPKAT KOHCEHCYCHBIC TTOCIICA0BATEIFHOCTH YEIOBEeKa JJIS ONPEICIIeHHON KapKacHOH 00nacTu (IIPOKO
JIOCTYIIHBIC U3 UCTOYHHUKOB M3BECTHBIX TOCIIEIOBATEIFHOCTEH [g uenmoBeka, onucaHHbIX BEIIE). B npyrux Bapu-
aHTax ocymiectsieHus, mo mensiieil mepe, FRH1, FRH2, FRH3 wiu FRH4 npexacrasisiror coboii mocienoBa-
TENBHOCTH SMOPHUOHAILHOTO THIIA (HApUMEp, IMOPHOHAIBFHOTO THUIIA YEJIOBEKA) M COJICPIKAT KOHCCHCYCHBIC
MOCJIEIOBATEILHOCTH YEJIOBEKA JUIS OMPECICHHON KapKacHO# o0nacT. B mpeAnmouTUTeNbHBIX BapHaHTaX OCY-
IIECTBJICHUS KapKacHasi 00J1acTh MPEACTaBISIET COOOH MOIHOCTHIO YEIOBEUYCCKYIO KApKACHYH0 00J1aCTh.

KoHncTpyupoBaH#e aHTHTEN IO HACTOSIIEMY H300PETEHUIO MOKHO MPOBOIUTH C MCIIOJNB30BAaHUEM JHO00TO
M3BECTHOTO CIoco0a, TAaKOTO KakK, HO He OTPpaHUYUBAsSCh UMH, CTIOCOOBI, onrcanHbie B Winter (Jones et al., Na-
ture 321:522 (1986), Riechraann et al., Nature 332:323 (1988), Verhoeyen et al., Science 239:1534 (1988), Sims
et al., J. Immunol. 151: 2296 (1993), Chothia and Lesk, J. Mol. Biol. 196:901 (1987), Carter et al., Proc. Natl.
Acad. Sci. U.S.A. 89:4285 (1992), Presta et al., J. Immunol. 151:2623 (1993), marenrax CIIIA NeNe 5723323,
5976862, 5824514, 5817483, 5814476, 5763192, 5723323, 5766886, 5714352, 6204023, 6180370, 5693762,
5530101, 5585089, 5225539, 4816567, PCT: US 98/16280, US 96/18978, US 91/09630, US 91/05939, US
94/01234, GB 89/01334, GB 91/01134, GB 92/01755, WO 90/14443, WO 90/14424, WO 90/14430, EP 229246,
BCE U3 KOTOPHIX BKIFOUYCHBI B HACTOSIINY JOKYMECHT B KAYECTBE CCHUIOK B IMOJHOM 00BEME, BKIFOUAS IIPHUBEIICH-
HBIC B HUX CCBUIKH.

B ompeneneHHBIX BapHaHTaX OCYIICCTBICHUS aHTHUTEIO COACPKUT U3MCHCHHBINH (HAIIPUMEpP, MYTaHTHBIHN )
Fc-ygacrok. HamprumMep, B HEKOTOPBIX BapHAHTAaX OCYIIECTBICHUS FC-ydacTOK M3MEHEH JUI CHU)KCHUS WU T10-
BBIIICHUS YPPEKTOPHBIX (PYHKIUI aHTHTENa. B HEKOTOPBIX BapHaHTaX OCYMICCTBICHHS Fc-ydacTok mpeacras-
JsIeT coO00M M30THM, BEIOpaHHbIid u3 IgM, IgA, 1gG, IgE unmum npyroro uzorumna.

AJBTEpHATHBHO WM JOTIOJHHATEIHFHO, MOXKET OBITh MOJIE3HBIM KOMOWHHpPOBaHHME MOAW(HKAIINI aMHHO-
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KUCJIOT C OJHOM WJIM HECKOJBKMMH JONOJHHUTEIBHBIMH MOJU(UKAIMIMI aMHHOKHCIIOT, KOTOPbIE U3MEHSIOT
cBs3piBanne Clq w/wim (QYHKIMIO KOMIUIEMEHT3aBHCHMOW HIUTOTOKCHYHOCTH Fc-ydacTka cBsspiBaromieii 1L-
23p19 monekynbl. [IpencTaBisioniuii 0coObIi WHTEPEC MCXOIHBIM TOJUIETITHI MOXKET TMPEACTaBIATL COOOH
MOJIUTIENITHT, KOTOPBIN cBs3bIBaeTcs ¢ C1q 1 mposBIsSET KOMITIEMEHT3aBUCUMYTO ITUTOTOKCHIHOCTH (CDC).

[NomumenTuabl ¢ MpeIBapUTEIBHO CYIIECTBYIONICH aKTHBHOCTBIO B OTHOIIEHNH cBs3bIBaHus ¢ Clq, kKpome
TOTO, HEO0A3aTeIpbHO 00JIaaroNIHe CIIOCOOHOCThIO MpUHUMATh yuacTtue B CDC, MOXKHO MOAH(HUIIMPOBATH, YTO-
051 oiH MK 00a M3 3TUX BHUIOB aKTUBHOCTH YCHIMBATUCH. MOIM(pHUKAINA aMHHOKHUCIIOT, KOTOPBIE IPUBOJAT K
n3Mmenennto Clq w/umm MOIUPHUITMPYIOT €ro (PYHKIIMIO KOMIJIEMEHT3aBUCUMOM ITUTOTOKCHIHOCTH, OMHCAHBI,
Hanpumep, B WO 0042072, xoTopas BKJIIOUEHA B HACTOSIIUI JOKYMEHT B KQUE€CTBE CCHUIKU.

Kak omucano Bellle, MOXHO CKOHCTpyHpoBaTh Fc-yuactok anTurena mpotus IL-23pl19 mo nacrosmemy
M300pETEHNI0 C M3MEHEHHOH 3¢ ¢eKkTopHOl (yHKIMEH, HanpuUMep, TTOCPEICTBOM MOIAM(UKAINN CBS3bIBAHHS
Clq w/mmm cBsi3piBanms FcyR u, Takum oOpa3oM, H3MEHEHHsI aKTUBHOCTH B OTHOIIIEHUH KOMIUIEMEHT3aBUCHMOMN
rurorokcnaHocTH (CDC) w/nnm akTHBHOCTH B OTHOLICHHH aHTHUTEI03aBHCHMOM KJIETOYHO-OIOCPETyeMOH LU~
torokcnaHocTH (ADCC). "OddexTopHble GyHKIMN" OTBEUAIOT 32 aKTHBALMIO WIIM CHIDKCHHE OMOJIOTHYECKOMN
aKTHBHOCTH (Hampumep, y cyonekrta). [Ipumeps! s dekTopHBIX QyHKIMH BKIIOYAIOT, HO HE OTPaHUYMBAIOTCS
numH, cBs3biBanne Clq; kommuieMenT3aBucuMyto muroTokcnaHocth (CDC); cBsazpiBanue Fe-pemenropa; anture-
JI03aBUCUMYIO TUTOTOKCHIHOCTE (ADCC); dharounTos; CHUKEHHE aKTUBHOCTH PEIIETITOPOB KIECTOYHOMW MOBEPX-
HocTH (Hampumep, B-kimetounoro pemnenropa; BCR) u 1.1. [l Takux 3¢ HekTopHBIX QYHKITUH MOXKET OBITH HE-
00x0uMBIM, 9TOOBI Fc-ydacTok ObT 00BEIMHEH CO CBS3BIBAIOIIMM IOMEHOM (HampuMep, BapraOenbHBIM J0-
MEHOM aHTHTEa) ¥ X MOKHO OIIEHHBATH C MCIIOJB30BAHWEM PA3IMYHBIX CIOCOOOB aHamM3a (Hampumep, CIo-
co60B ananm3a cBs3piBanms Fc, cioco6oB ananmsa ADCC, crioco6oB ananmmza CDC u T.1.).

Hanpumep, M0oxHO NmoIy4duTh BapuaHT Fc-ydacTka aHTuTena npotus IL-23pl9 ¢ moBbIIEHHBIM CBA3BIBA-
aueM Clq m ¢ moBbIIeHHBIM cBsi3biBaHueM FcRyIIl (mampumep, oOmamaroniuii MOBHIMIEHHOW aKTHUBHOCTHIO B
otHomreHnn ADCC u moBblieHHOW akTHBHOCTBIO B oTHomeHnn CDC). AnbTepHaTHBHO, €CIM HEOOXOIHMO
CHH3UTb WJIN YCTPAHUTPH 3Ty dPPEKTOPHYIO (YHKIHMIO, MOKHO CKOHCTPYHPOBaTh BapHaHT Fc-ydacTka co cHH-
JKEHHOHM akTHBHOCTHIO B oTHOomeHnr CDC u/nim co CHIKEHHOH akTHBHOCTHIO B oTHOmeHnn ADCC. B npyrux
BapUaHTaX OCYLIECCTBICHHUS MOKHO HOBBICUTDH TOJIBKO OJMH M3 3THX BH/IOB aKTHBHOCTH M, HEOOsA3aTEIbHO, TaK-
)K€ CHU3UTH JPYTOH BUJ aKTHBHOCTH (HalpuMep, HOIyYUTh BapuaHT Fc-ydacTka ¢ MOBBINICHHOH aKTUBHOCTBIO B
otHomennn ADCC, HO CO CHM)KEHHOH akTUBHOCTHIO B oTHomeHnH CDC, u Hao6opoT).

Taxxe B KOHCTPYHpYEMBIE MOJEKYJIHl MOKHO BHOCHUTh MYTAIlH JJISI W3MEHEHHS MX B3aMMOJCHCTBHSA C
HeoHataldbHBIM Fc-penienrropoM (FcRn) u ynyumienns ux hpapMakOKHHETHIECKUX CBOKUCTB. OTHCaHa KOJUIISKITUS
Fc-BapuanToB denmoBeka ¢ MOBBIMIEHHBIM CBs3bIBaHHEM ¢ FcRn (Shields et al., (2001) High resolution mapping
of the binding site on human IgG1 for FcyRI, FcyRII, FcyRIII, and FcRn and design of IgG1 variants with im-
proved binding to the FcyR, J. Biol. Chem. 276:6591-6604).

Jpyroi# THI aMHHOKHUCIOTHBIX 3aMEH CIIOCOOCTBYET M3MEHEHHUIO IaTTepHA TIIMKO3WINPOBaHus Fc-ygacTka
anTuTena denoBeka npotuB IL-23pl19. I'muxosmmmpoBanume Fc-ydacTka, kKak TpaBHIIO, SBIsSETCS JIMOO N-
CBsI3aHHBIM, 00 O-cBsi3aHHBIM. N-CBsI3aHHOE TIMKO3WIIMPOBAHHE OTHOCHTCS K MPHCOCIUHEHHIO YTIICBOIHOM
TpyImnsl K OOKOBOW IeNH ocTaTka acnaparua. O-CBsA3aHHOE TIIMKO3MIMPOBAHHE OTHOCUTCS K MPUCOSTNHEHUIO
OJTHOTO U3 caxapoB N-aleTWiralakTo3aMHHa, TajJaKTO3bl WIN KCWIO3Bl K TMIPOKCHAaMHUHOKHUCIIOTE, Hanbolee
4acTo K CEpHHY WJIM TPEOHUHY, XOTS TaKKe€ MOXKHO HCIIOJIb30BaTh S-THUAPOKCHUIIPOINH WIH S-TUAPOKCHIIM3HH.
PacrniozHaBaemble 1Mocie0BaTEIbHOCTH U (PepMEHTATHBHOTO MPUCOEIUHEHHS YIIEBOIHON TPYIIIBI K METITH -
HBIM TI0CJIEJOBATEIFHOCTSAM ¢ OOKOBOII IIEIBIO acmaparnHa MpeICcTaBIsIOT CO00H acTiaparui-X-CepuH U acrapa-
TUH-X-TPEOHUH, TJe X MPEACTABIICT COO0W MO0y aMHHOKHCIIOTY, 32 HCKJIIOUYeHHEM TposinHa. Takum obpa-
30M, HAIAYHE JTIO00H M3 3TUX HNENTHAHBIX IOCIEAOBATEIFHOCTEH B MoUmenTuae GopMUpyeT HOTCHINATBHBINA
YYaCTOK TJIUKO3MIINPOBAHHUS.

[TaTTepH rMUKO3MIMPOBAHUSI MOXKHO W3MEHSTh, HAIPUMEp, yIaIeHHEM OTHOTO MM HECKOJIBKMX YYaCTKOB
TJINKO3WIINPOBAHIS, HAXOMSIINXCS B TOJNUNCNTHAC, W/HIH MOOABIEHHEM OIHOTO WM HECKOJIBKUX YYaCTKOB
TJIMKO3MWINPOBAHUS, KOTOPbIE OTCYTCTBYIOT B mosunentuie. J(oGaBieHue y4acTKOB INIMKO3MiupoBaHust K Fc-
y4YacTKy aHTHTeJa 4ejoBeka mpotuB IL-23p19 ynoOHO mpoBOIUTE OCPENCTBOM H3MEHEHHS aMHHOKHCIOTHOM
MIOCJIC/IOBATENILHOCTH, YTOOBI OHA COepIKalla OJIHY MJIM HECKOJIBKO M3 OIMCAHHBIX BBIIIE TPHIICTITUIHBIX MOCIIE-
JOBaTeNbHOCTEH (U151 ydacTka N-TIIMKO3WINPOBAHUS).

WimrocTpaTHBHBIN BapHaHT 10 TIIMKO3WINPOBAHUIO 00J1a1aeT aMUHOKHMCIOTHOM 3aMeHo! ocTaTka Asn 297
TsDKEJION nend. V3MeHeHune Takke MOKHO MPOBOAUTH 100aBICHUEM OJHOTO MJIM HECKOJBKHX OCTATKOB CEpHHA
WM TPEOHHMHA K MOCIEJ0BATEIHHOCTH NCXOAHOTO TONMHIIENTHAA (U1 y9acTKOB O-TIHKO3WINPOBAHUS) HUIIN €r0
3ameHor. Kpome Toro, 3amena Asn 297 Ha Ala MOXET MPUBECTH K yJAJICHHUIO OJHOTO M3 YYaCTKOB TITMKO3WIIH-

poBaHusI.
B onpeneneHHbIX BapuaHTaX OCYIIECTBIICHUS aHTUTENIO denoBeka nmpotuB IL-23p19 mo HacrosmeMy u3o-
OpeTeHuIo JKCIPECCUPYIOT B KJIETKaX, KOTOpBIE JKCIPECCUPYIOT oera-(1,4)-N-

anermirmokozamuaunTpancdepasy 111 (GnT III), uroosr GnT 11l npucoeauusina GleNAc k aHTUTENy YenoBeKa
npotuB  [L-23p19. CnocoObl mpoXyKIWMM aHTHTEN TakuM oOpa3oM mpexncrtaBieHsl B WO0/9954342,
WO/03011878, matentHoit 3asBke 20030003097A1 u B Umana et al., Nature Biotechnology, 17:176-180, Feb.
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1999.

CKpUHUHT aHTHUTE] B OTHOIICHUU CHCIM(MUIHOTO CBA3BIBAHHS CO CXOJHBIMHU OCITKaMH WIH (pparMEeHTaMHU
yA0OHO TIPOBOIWTH C HCIIOJIb30BAHWEM OHOIMOTEK MENTHIHOTO IUCIUIES. DTOT CHOCO0 BKIIIOYAET CKPUHUHT
KPYITHBIX KOJUICKIIMA MENTHIOB B OTHONICHWH OTACIBHBIX WICHOB, 0ONamaronmmx TpedyeMoil (yHKIued win
CTpyKTypoi. CKpHHUHT aHTHUTEN B OMOJMOTEKaX MENTHIHOTO AWCILIES XOPOIIO W3BECTCH B JTAHHOW 00JacTH.
JlnmrHa BOCTIPOM3BOIMMBIX MENTHAHBIX TOCIEA0BATEIHPHOCTEH MOXKET COCTABIATh OT 3 10 S000 nmm 6oree amu-
HOKHCJIOT, 4aCTO JJIMHA COCTaBIsAeT 5-100 aMHMHOKHUCIIOT M YaCTO JUTMHA COCTABIISET MPUOIU3UTETHHO OT 8 10 25
aMHHOKHUCIIOT. B momoiHeHne k crmoco0aM MOTydeHHs NeNTHAHBIX ONOIHOTEK MPSIMBIM XUMHUYIECKAM CHHTE30M
OIHCaHO HECKOJBKO croco00B pekoMOuMHaHTHEIX JJHK. OnuH THI BKIIFOYaET BOCIIPOU3BEICHUE MENTHIHOMN MO-
CJICJIOBATEIIFHOCTH Ha MOBEPXHOCTH OakTepuodara wiu KieTkd. Kaxpiii Oakreprodar MM KIeTKa COJACPKHUT
HYKIICOTHUIHYIO TOCIIEI0BATEIIEHOCTh, KOTUPYIOIIYI) KOHKPETHYIO MOJUICKANIYI0 BOCHPOHM3BEIACHUIO TCMTH-
HYI0 TOCIICNIOBATEIBHOCTh. Takue crnocoObl ommcaHbl B maTeHTHBIX 3asBkax PCT NeNe 91/17271, 91/18980,
91/19818 u 93/08278.

Jpyrue cUCTeMBI IS OyYeHHsI OMOIMOTEK TENTHAOB 00JaIal0T MPU3HAKAMH KaK XUMHUYECKOTO CHHTE-
32, TaK U PEKOMOWHAHTHBIX CIIOCOOOB in Vitro; cM. MyOnuKanuu maTeHTHhIX 3asBOok PCT NeNe 92/05258,
92/14843 u 96/19256; cm. Taxoke mateHThl CIIIA NoNe 5658754 u 5643768. bubnuoTexkn MENTUIHOTO AUCILIES,
BEKTOPHI M HAOOPHI JJIsI CKPUHUHTA KOMMEPYECKH OCTYITHBI Y TAaKHX MOCTaBIINKOB, Kak Invitrogen (Carlsbad,
CA) u Cambridge antibody Technologies (Cambridgeshire, UK); cM., Hanpumep, mateHTsl CIITA NeNe 4704692,
4939666, 4946778, 5260203, 5455030, 5518889, 5534621, 5656730, 5763733, 5767260, 5856456, BeImaHHbIC
Enzon; 5223409, 5403484, 5571698, 5837500, Beimannbie Dyax, 5427908, 5580717, Beimanubsie Affymax;
5885793, Beimannsnii Cambridge antibody Technologies; 5750373, Beimannsiii Genentech, 5618920, 5595898,
5576195, 5698435, 5693493, 5698417, ernanneie Xoma, Colligan, Beime; Ausubel, Boitie win Sambrook, BbI-
mre.

Takxe aHTHTENa IO HACTOSIIEMY U300pPETEHUIO MOYKHO IMOJIyYaTh C HUCIIOJIB30BAaHUEM O MEHBINCH Mepe
OJHOW HYKJIEMHOBOM KHCIIOTBI, KOAUpYoIel anTuteno npotus 1L-23pl9, nns cozgaHus TpaHCTEHHBIX JKUBOT-
HBIX WIA MJICKONUTAIOIINX, TAKUX KaK KO3bI, KOPOBHI, JOIIAH, OBIB, KPOJIUKU H T.II., KOTOPHIE MPOAYIHUPYIOT
TaKkye aHTHTENA B UX MOJIOKE. Takux >KMBOTHBIX MOJKHO CO3aBaTh C MCIIONB30BAaHMEM HM3BECTHBIX CIIOCOOOB;
CM., HalpuMmep, HO He orpaHmdyuBasch WMH, mareHThl CIIIA NoNe 5827690; 5849992; 4873316; 5849992;
5994616; 5565362; 5304489 u T.11., Bce M3 KOTOPHIX BKIIOUYCHBI B HACTOSIIINIA JOKYMEHT B Ka4eCTBE CCHUIOK B
MIOJTHOM 0OBeMe.

AHTHTENA 110 HACTOSIIEMY H300PETeHHIO, KPOME TOTO, MOKHO MOJIYYaTh C MCIIOIB30BAHUEM 110 MEHBIICH
Mepe OJHON HyKIEHMHOBOW KUCIIOTHI, KOAUpyoomei antureno npotus 1L-23p19, nms nomydeHus TpaHCTEHHBIX
pPACTEeHU U KYIBTUBUPYEMBIX KICTOK PacTCHUA (HapuMep, HO He OTPaHUYHBAsACh UMH, Tabaka U Mauca), KOTO-
phIC IPOAYIHUPYIOT TAKHE aHTHUTEIA, ONPEACICHHBIC YIACTKH WM BAPUAHTHI B OT/IEIaX PACTCHUH WM B KICTKAX,
KYJIETUBHPYEMBIX U3 HUX. B KadecTBe HEOrpaHHMYUBAIOIICTO MTPUMEPA TPAHCTCHHBIC JIUCThs TabaKa, YKCIPECCH-
pyroIe peKOMOMHAHTHBIC OCTIKH, YCIICITHO UCTIOIB30BAIH JUIS MOTYYCHUS KPYITHBIX KOJHYECTB PEKOMOUHAHT-
HBIX OCIIKOB, HAIPUMEP, C HCIIOIB30BAHUEM HHAYIIHOCIEHOTO MPOMOTOpPa; CM., Hampumep, Cramer et al., Curr.
Top. Microbol. Immunol. 240:95-118 (1999) u cchutkn, nmpuBeAeHHBIE B Hell. Takke TpaHCTCHHBIA ManC HC-
TIOJIB30BAJIH JJIS1 AKCIPECCHHA HA KOMMEPYECKHX YPOBHSAX IMPOTYKIIMH OCIIKOB MIIEKONMHUTAIOUINX C OMOIOTHYE-
CKOM aKTHBHOCTHIO, SKBHBAJICHTHBIX O€NIKaM, KOTOPHIC MOJIYYalOT B JPYTUX PEKOMOWHAHTHBIX CHCTEMax HIIH
OYHITAIOT U3 MIPUPOJAHBIX HCTOYHHUKOB; CM., Harmpumep, Hood et al., Adv. Exp. Med. Biol. 464:127-147 (1999) u
CCBUIKH, TIPHBEJICHHBIC B Heil. AHTHTENa, B TOM 4Hcie (parMeHTHI aHTUTEN, TaKWe KaK OHOIETIOYeYHbIC aHTH-
Tena (scFv), Takke MpoayupoBaid B OOJBIIMX KOJUYECTBAX M3 CEMSH TPAHCTCHHBIX PACTCHUIA, B TOM YHCJIC U3
CeMsIH pacTeHHH n U3 KIyOHe# kapTodens; cM., HanpumMep, Conrad et al., Plant Mol. Biol. 38:101-109 (1998) u
CCBUIKH, MPHUBEJCHHBIC B Hell. TakuM 00pa3oM, aHTUTENa MO HACTOSIIEMY H300PETCHUIO TAK)KE MOXKHO MOJTY-
YaTh C UCTIOJB30BaHUEM TPAHCTCHHBIX PACTCHUN B COOTBETCTBUU C M3BECTHBIMU CIIOCOOAMHU;, CM. TaK)Ke, HAIPU-
mep, Fischer et al., Biotechnol. Appl. Biochem. 30:99-108 (Oct., 1999), Ma et al., Trends Biotechnol. 13:522-7
(1995), Ma et al., Plant Physiol. 109:341-6 (1995), Whitelam et al., Biochem. Soc. Trans. 22:940-944 (1994) u
CCBUIKH, IPHUBEICHHBIC B HUX.

AHTHUTENIa TT0 3TOMY HM300pETEHUIO0 MOTYT CBs3bIBaTh 1L-23p19 uenoseka ¢ apdunHOoCcThIO (Kp), Hax0ms-
mIelicsl B MHMPOKOM JHalia3oHe. B mpeanoYruTensHOM BapHaHTe OCYIIECTBICHHUS IO MEHBINEH Mepe ogHo mAb
YeJIoBeKa M0 HACTOSIIEMY M300pPETeHHI0 HeoOs3aTeIbHO MOXKET CBsA3bIBaTh 1L-23p19 yenoBeka ¢ BBICOKOH ad-
¢unaHOCTRIO. HanmpuMep, mADb denmoBeka wiu npyroe mAb moxeT cBs3biBath 1L-23p19 yenoseka ¢ Kp, paBHOM
WM MEHBIIEH YeM TPHUOIH3UTEITHLHO 107 M, Takoii Kak, HO He orpaHnunBasch umu, 0,1-9,9 (wm moboi quana-
30H WM 3HAYCHHE BHYTPH ITOTO JUAma3oHa) X 10'7, 10'8, 10'9, 10'10, 10'“, 10'12, 10'13, 10 10" wm nroGoii
JNara3oH WU 3HAYCHWE BHYTPH 3TOrO JHANA30HA, KaK OMPEACISIIOT MOCPEACTBOM MMOBEPXHOCTHOTO ILTa3MOH-
HOTO pe3oHaHca wiu crocoba Kinexa, kak NMPUMEHSIOT CIEIMATINCTHI B JaHHOW oOnactu. B omHOM BapuaHte
OCYIIECTBIICHHSI aHTUTENA 110 3TOMY n300peTeHuto cBsi3bIBaroT 1L-23p19 venoBeka ¢ Kp Mexny npuomusuTess-
HO 4 1 npuoam3nTensHo 4400 M.

AdduHHOCTS WK aBUIHOCTH AHTUTEIA IO OTHOIICHHUIO K AHTHTCHY MOYKHO OIPEICIIATh IKCIIEPUMEHTAIb-
HO C WCTIOJIh30BaHUEM JIFOOOTO MPUTOAHOTO criocoba (cM., HanpuMmep, Berzofsky, et al., "Antibody-Antigen In-
teractions", B Fundamental Immunology, Paul, W.E., Ed., Raven Press: New York, NY (1984), Kuby, Janis Im-
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munology, W.H. Freeman and Company: New York, NY (1992) u crocoOb1, oricanHsie B HUX). M3MepeHHas
a(UHHOCTh KOHKPETHOTO B3aUMOJICHCTBUS aHTUTEIO-aHTUTCH MOXKET BaphbHPOBATH MPH U3MEPCHHUH B Pa3IIN4-
HBIX YCIOBUSX (Hampumep, KoHIeHTpanus coiu, pH). Takum o6pa3zom, m3mepenuss ahhUHHOCTA U JAPYTUX TIa-
pameTpoB cBs3bIBaHMA aHTUreHa (Hampumep, Kp, Ko, Kof) IpeamouturensHo MpoBOIAT B CTAaHAAPTHBIX pac-
TBOpax aHTHTEJA ¥ aHTUTEeHA U CTaHIApTHOM Oydepe, TakoM Kak Oydep, OMMCcaHHbIi B HACTOSIIEM JOKYMEHTE.

KonkypeHTHBIE aHAIN3BI MOXKHO IPOBOIWUTE C AHTUTEJIOM IO HACTOSIIEMY H300PETEHHUIO B MEJISIX OTIpeie-
JIeHUs] OCITKOB, aHTUTEI U JPYTHX aHTarOHUCTOB, KOTOPhIE KOHKYPUPYIOT 3a cBs3biBaHue 1L-23p19 ¢ anTHTEIOM
10 HACTOSIIEMY N300pETEHUIO W/MIU 001a1at0T OOIIMM YIaCTKOM 3ITUTOIA. DTH aHAIU3bI, KaK XOPOIIIO U3BECT-
HO CICHHAINCTaM B JaHHOW OOJIACTH, OLICHUBAIOT KOHKYPCHIUIO MEKIY aHTAarOHHCTAMH WIH JIMTAHIAMH 32
OTpPaHHYECHHOE KOJUYECTBO YYACTKOB CBSI3BIBAHUS Ha Ocnke, HampuMep, pl9. berok w/wimm aHTHTENI0 MMMOOH-
JU3YIOT WIH MEPEBOAAT B HEPACTBOPUMYIO (DOpMY 0 WITK MOCTEe KOHKYPEHIIMH B 00pa3ell, CBSI3aHHBIH ¢ CyOhe-
quHALEH pl9, OTHENSAIOT OT HECBSI3aHHOTO 00pasia, HAMpUMeEp, OTCTauBaHWEM (T/Ie OCOK/aHTHTENO OBLIH
MpeJBApUTEIHFHO TEPEBEACHBI B HEPACTBOPHMYIO (OpPMY) WM LEHTPUPYrHpoBaHUEM (TIe OCIOK/aHTHTEIO
OCaXJIAJIH MOCIIC KOHKYPEHTHOW peaknuu). Takke KOHKYPEHTHOS CBSI3BIBAHUEC MOXHO OIPEACIATH M0 HATMYUIO
M3MEeHEeHNs (PYHKIMH MOCPEICTBOM CBS3BIBAHHSA WM OTCYTCTBHS CBS3BIBAHWSA aHTHTENA C OEIKOM, HAmpuMmep,
M0 HATWYIHMIO MHIMOMPOBAHNS WIH YCUICHHS (PePMEHTATUBHOW aKTUBHOCTH, HAIIpUMeEP, METKH. MOYKHO UCIIONb-
3oBath ELISA u npyrue GpyHKIMOHAIBHBIE CITIOCOOBI aHAIM3a, KaK XOPOIIIO U3BECTHO B TAaHHOW 00JIacTH.

OrnpeneneHHbIE BAPUAHTHI OCYIIECTBICHUS aHTUTeN MpOoTHB IL-23p19 mo sToMy M300peTEHNIO UMEIOT TI0-
CIIeZIOBAaTENIFHOCTH, TIPEACTaBICHHBIE B TaOIMIIaX MOCIeqOBaTeNbHOCTEH HIbke. HampuMmep, aHTHUTENIO IPOTHUB
IL-23p19 mo sToMy mM300peTeHuto obiagaeT mocneaoBatenbHOCTAMU ogHoro m3 CDRI1 nerkoit nenu SEQ ID
NO: 46-51; nocnenoBatenbHocTsIMU oaHOro U3 CDR2 nerkoii e SEQ ID NO: 52-57; nocnenoBaTenbHOCTSI-
mu ogHoro u3 CDR3 nerkoit nenu SEQ ID NO: 58-79; nocnenoBatenbHocTs MU oaHOT0 13 CDRI1 Tsmkenoi nenu
SEQ ID NO: 1-6; nociegosatensHOCTsIME 0HOTO U3 CDR2 Tsixenoit e SEQ ID NO: 7-39 u 146 w/unu mo-
cnepoBarenbHOCTIMH oiHOTO M3 CDR3 Tsmxenoit nenu SEQ ID NO: 40-45.

Monekysbl HyKJICHHOBBIX KHCIIOT.

C HCTIONTb30BaHUEM TIPENICTABICHHON B HACTOAIIEM JOKyMEHTEe MH()OPMAIINH, HAPAMEP, TOCIEI0BATEIb-
HOCTEH HYKJICOTHIOB, KOTUPYIOMUX 1o MeHbmeil Mepe 70-100% cMeXHBIX aMHHOKHCIIOT IO MEHBIIEH Mepe
OJIHOTO W3 BapHaOeNbHBIX YJaCTKOB JIETKOH IENH aHTHUTEN M0 dToMy u3o0pereHuio (Hampumep, SEQ ID NO:
136-138 u 142-144) 1 mo MeHbIIIeH Mepe OAHOTO U3 BapHAOEIBbHBIX YYaCTKOB TSDKEJIOH IETH aHTUTEN 110 dTOMY
n3ooperenuto (Hanmpumep, SEQ ID NO: 133-135 u 139-141), ux onpeaeneHHBIX (GparMeHTOB, BAPUAHTOB KN
KOHCEHCYCHBIX IOCJICIOBATEIFHOCTEH, MIIN JISIOHUPOBAHHOTO BEKTOpA, COICPIKAIIETO IO MEHBIIEH Mepe OTHY
U3 3THX MOCIEIOBATEIBHOCTEH, MOXKHO MOYyYaTh MOJICKYITY HYKJICHHOBOW KHCIIOTHI 10 HACTOSINEMY H300peTe-
HUIO, KOJUPYIOIIYIO TI0 MEHbBINEH Mepe onHO aHTHTEeNo npoTuB IL-23pl19 ¢ ucnoms3oBaHueM crocoOOB, OIH-
CaHHBIX B HACTOAIICM JOKYMCHTE FJTH H3BECTHBIX B JAHHOM 001acTu.

Monekysbl HyKJICHHOBBIX KHCIIOT IO HACTOSIIEMY H300pETEHHIIO MOTYT Haxoautbes B popme PHK, takoii
kak MPHK, rsPHK, TPHK win mobas apyras ¢dopma, nimu B popme THK, BriIrOUast, HO He OrpaHUYUBAsCH UMH,
k/IHK u reromuyro JIHK, moirygaeMbIX KIOHHPOBAHUEM WIIM CHHTCTHYCCKHM CIIOCOOOM MPOAYKIIUHU JHOO JTH0-
O0pIM ux coderanueM. JIHK MoxkeT mpencTaBiATh cOOOH TPEXIENMOYeUHYI0, ABYXIICTIOUSUHYIO UM OJHOIIETIO-
geunyto JIHK wnmm mo6oe nx couetanne. JIro6o# ygacTok mo MenbInei Mmepe ogHoi rienu JTHK win PHK moxet
MPEACTABIATE COOOH KOIUPYIOIIYIO IIEITh, TAK)KE M3BECTHYIO KaK CMBICTIOBAs IIETIb, FITH OH MOJKET IPEACTaBIATh
€000 HEKOIMPYIOIIYIO IETb, TAKKE Ha3BIBAEMYIO0 aHTHCMBICIOBOH IETIBIO.

BrienenHbIe MOJIEKYIBI HYKJICHHOBBIX KHCIIOT 110 HACTOSIIEMY H300PETEHUIO MOTYT BKJIFOUATh MOJICKYJIBI
HYKJICHHOBBIX KHCJIOT, COJCPIKAIIUe OTKPHITYI0 paMKy cuntThiBaHus (ORF), HeoOA3aTENFHO ¢ OJHUM WM HE-
CKOJIbKAM HHTPOHAMH, HANPUMEpP, HO HE OIPAaHMYUBASICh MU, IT0 MEHBIICH Mepe VIS OJHOTO OMPEISIICHHOTO
yuyacTka 1o Mensiuei mepe ognoro CDR, takoro kak CDR1, CDR2 n/unu CDR3 no MeHbmel Mmepe oaHOH Jier-
koit nieru (Hampumep, SEQ ID NO: 46-51, 52-57 wnu 58-79) wnu o MEHBIIICH Mepe OHOM TsKeNoi 1enu (Ha-
npumep, SEQ ID NO: 1-6, 7-39 nnm 40-45); MoJIeKyibl HYKJICHHOBBIX KHUCIIOT, COAEpKAIIIE KOIUPYIOLIYIO HO-
CJIC/IOBATENILHOCT I aHTuTena npotuB IL-23pl9 mim BapmabenbHOTO y4acTka (HampuMmep, BapHaOelbHBIX
yuactkoB Jierkoit mienu SEQ ID NO: 82-85, 93-98, 100, 102, 113-116 u 128-132 u BapnuabenbHBIX Y4aCTKOB
soxeno nermm SEQ ID NO: 80, 81, 86-92, 99, 101, 103-112, 117-127 u 147); u MoJeKyJIbl HYKJIEUHOBBIX KH-
CJIOT, KOTOpPBIE COJEpKAT HYKJICOTHAHYIO TTOCIEI0BATEIHHOCTD, TI0 CYIIECTBY, OTIMYAIOIIYIOCS OT HYKJICOTH-
HBIX TIOCJIEIOBATENbHOCTEH, ONMMCAHHBIX BHIIIE, HO KOTOPas, TEM HE MEHEe, BCICIACTBHE BHIPOKICHHOCTH T'eHE-
THYECKOTO KOAa KOJUPYET IO MEHBIIEH Mepe 0HO aHTUTeNno mpotuB IL-23p19, kak onrcaHo B HACTOSIIEM J0-
KyMEHTE W/HIIM U3BECTHO B JaHHOW oOnacTH. be3ycloBHO, TeHETHUECKHHA KO XOPOIIIO M3BECTEH B JTAHHOW 00-
nactu. Takum 00pa3oM, MOJTYYCHUE BBIPOKICHHBIX BAPUAHTOB HYKJIEHHOBBIX KHCIIOT, KOTOPBIC KOAUPYIOT CIIC-
muduyuHble antuTena npotus 1L-23p19 mo HacTosIIEeMy U300PETEHUIO, SIBIIICTCSI OOBIYHOM 3aauei sl CIieIra-
JIMCTa B TaHHOU 00JIacTH; CM., HanpuMmep, Ausubel, et al., BbIlIe, ¥ TaKue BAPUAHTHI HYKJIEHHOBBIX KUCIIOT OTHO-
CATCS K HACTOSIIEMY U300pETCHHIO.

Kak yka3aHO B HacTOSIIEM JOKYMEHTE, MOJICKYJbI HYKICHHOBBIX KHCIIOT MO HACTOSIIEMY H300pPCTCHUIO,
KOTOPBIC COACPIKAT HYKICHHOBYIO KHCIIOTY, KOIUPYIOIIYIO aHTUTeNo nmpotuB 1L-23p19, MoryT BKIIFOYaTh, HO HE
OTPAaHUYNBATHCS UMH, MOJEKYJIbl HyKICHHOBBIX KHCIIOT, KOAUPYIOIINE aMHHOKHCIOTHYIO TOCIE0BAaTEIFHOCTh
(parMeHTa aHTHTENA OTACIHHO; KOAMPYIOMIYIO IOCIEIOBATEIBHOCTD IS IEJIOTO aHTUTENa WIIM €T0 YJacTKa,
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KOJUPYIOIIYIO ITOCIIEIOBATeIBHOCTD ISl aHTHTENA, (PparMeHTa HiIM y4acTKa, a TAKKE JOTONHUTEIBHEIC TIOCIIe-
JIOBATEeJIbHOCTH, TAKHE KaK KOJUPYIOIIAs MOCIEI0BAaTEIbHOCTh TI0 MEHbIIEH Mepe AJisl OAHOTO CUTHAJILHOTO JIH-
JIEPHOTO WM CIUTOTO MENTHIA C HAJHYUEM HIIM OTCYTCTBHEM BBIIICYIOMSHYTHIX IOMOJHUTEIBHBIX KOTUPYIO-
MIUX TTOCJICAOBATEIFHOCTEH, TAKUX KaK M0 MEHBIIEH Mepe OAWH HUHTPOH, COBMECTHO C JOMOJHUTEILHBIMA HEKO-
TUPYIOIIUMH TIOCTEIOBATENLHOCTAMH, BKIIOYAasg, HO HE OrPaHHYUBAsICh WMH, Hekomupymoomue 5'- u 3'-
MOCJIEIOBATEIEHOCTH, TAKHE KaK TPAHCKPUOUpYyeMBbIe HETPaHCIHPYEMBIE MTOCIEI0BATENEHOCTH, KOTOPHIE YIacT-
BYIOT B TpaHCKpHIINH, Tporieccuare MPHK, Bkirodass cuTHaNBI CTUlalicuHTa W TTOJIMAJCHIIIMPOBAHUS (HATIPH-
Mep, cBs3bIBaHue pubocoM u crabmmmzanus MPHK); momomHUTENsHYI0 KOAMPYIOMIYIO MOCIEIOBATEIBHOCTS,
KOTOpasi KOJAUPYET AOMOIHHUTEIEHBIC aMUHOKHCIIOTHI, TAKHE KaK aMHHOKHUCIIOTHI, KOTOPBIC 00ECIIEYNBAIOT JI0-
MOJHUTEIBHYIO (YHKIHUOHANBHOCTh. TakuM 00pa3oM, KOIUPYIOIIAs AHTHTENO ITOCICIOBATEIHBHOCTh MOXKET
OBITH CIIUTON C MapKEPHOU MOCIIEIOBATEIBHOCTHIO, KOAUPYIOUICH MENTH I, KOTOPBIH 00JIeryacT OYHCTKY CIIHUTO-
TO aHTHUTEIA, COCPIKAIIETO (PPAarMEHT WM YIaCTOK aHTHUTEIA.

[MoMUHYKICOTH IBI, CEIEKTUBHO THOPUAM3YIOMINECS C MOJMHYKICOTHIOM, OMUCAHHBIM B HACTOSIIEM JO-
KyMEHTe.

Hacrosmiee m300peTeHre OTHOCHTCS K BBIICICHHBIM HYKICHHOBBIM KHCIIOTaM, KOTOPBIE THOPHAN3YIOTCS B
CEJIEKTUBHBIX YCIOBHUAX THOPHIM3AIMH C MOJUHYKJICOTHIOM, ONMCAHHBIM B HACTOSINEM IOKyMEHTe. Takum
00pa3oM, HOIMHYKIICOTHABI 3TOTO BApHAHTA OCYIIECTBICHHSI MOYKHO HCITONB30BATD IS BBIICICHUS, BRISIBICHUS
W/WIIA KOJMYECTBEHHOTO ONpeeNieHH HYKJICHHOBBIX KHCIOT, COACPIKAIINX TaKWe TOJMHYKIeoTHAbl. Hampu-
Mep, TOJIMHYKJICOTHABI 10 HACTOSIIEMY W300pPETEHHIO MOYXHO HCIIONB30BATh IS BBISBIICHUS, BBIICICHUS WIH
aMIUTH(UKAIIMA HETIOJTHBIX WM MOJTHOPa3MEPHBIX KIIOHOB B JCTIOHUPOBAHHON OnOnmoTeke. B HEKOTOPHIX Bapu-
AHTaX OCYIIECTBIICHUS TOJMHYKICOTUIBI MPEICTABIAIOT COO0H IeHOMHBIE TTOCICAOBATCIFHOCTH WIIH TOCIEI0-
BatenpHOCTH KJIHK, BEIICICHHBIC M3 OMOIHMOTEKU HYKJICHHOBBIX KUCIIOT YEJIOBEKA FTH MIICKOIUTAIOIINX U B
WHOM CITy4ae KOMIUIEMEHTapHBIE HM.

[peanourntensao 6udianorexa kJHK comepsxur mo menpmeir mepe 80% moaHOpa3MepHBIX MOCIEI0Ba-
TENBHOCTEH, MPEAMOYTUTEIHFHO 0 MEHbIIeH Mepe 85 wmn 90% moHOpa3MepHBIX MOCIEeIOBATENEHOCTEH U 00-
Jiee TPEATOYTUTENHHO 10 MeHbIeH Mepe 95% momHopa3sMepHBIX mocienosarenbHocTeil. buommorexkn xk/JHK
MOTYT OBITh YHH()HIIMPOBAHHBIMHU U TIOBBIIICHHUS PENPE3CHTAINN PeIKHUX MocienoBaTensHocTel. [t mocie-
JIOBaTEIbHOCTEH, 00JI1a1aI0MNX CHIDKCHHON HICHTUYHOCTHIO ITOCIEA0BATEILHOCTEH OTHOCUTEEHO KOMIUIEMEH-
TapHBIX TOCJIEOBATEIFHOCTEH, KaK MMPAaBHUIIO, HO HE HCKIIIOYUTENBHO, UCTIONB3YIOT YCIOBUS THOPHUAN3AINN HH3-
KOH MJIM yMEPEHHOW CTPOTOCTH. Y CIIOBHS YMEPEHHON I BBICOKOW CTPOTOCTH HEOOS3aTEIIEHO MOYKHO HCIIOIb-
30BaTh JJIS TIOCIIEOBATEIFHOCTEH ¢ O0siee BEICOKOW MACHTUIHOCTHIO. Y CIIOBHSI HU3KOW CTPOTOCTH JETAI0T BO3-
MOJKHOU CEJICKTHBHYIO THOPUIHM3AIMIO TOCICAOBATCIFHOCTEH, obMaaomux npuonusurensao 70% uaeHTHd-
HOCTBIO MOCJIEJOBATENLHOCTEN, U UX MOYKHO MCIOJIb30BaTh JJISl BBISBICHUS! OPTOJIOTHUECKUX WM Napajoruye-
CKHX TOCJIEI0BaTEIbHOCTEM.

Heo0s13aTebHO MONMHYKICOTHIBI TIO 3TOMY U300PETCHHIO KOAUPYIOT MO MEHBIIICH Mepe YacTh aHTHUTEIIA,
KOJUPYEMOT0 MOJIMHYKICOTHAAMH, OMIMCAHHBIMH B HACTOSIILIEM JOKYMEHTE.

[omMHYKICOTHIBI TIO 3TOMY W300PETCHUIO BKIIFOYAIOT TOCIICOBATEIIEHOCTH HYKIICHHOBBIX KHCIIOT, KOTO-
pBIE MOXHO HCITONB30BATh ISl CEIEKTUBHON THOPHIN3AINH C TMOIHMHYKICOTHIOM, KOTUPYIOIIAM aHTHUTEIO IO
HACTOAIIEMY HU300pEeTeHHIO; CM., HarpuMep, Ausubel, Bermre; Colligan, Beiie, Bce U3 KOTOPHIX BKJIIOUEHBI B Ha-
CTOsIIIIEE OMMCAHNE B KAUYECTBE CCHIJIOK B TIOJTHOM OOBEME.

KoncTpynpoBanue HyKJICHHOBBIX KHCIIOT.

BrienenHbIe HyKIIEHHOBBIE KUCIIOTHI IT0 HACTOALIEMY H300pPETEHHIO MOXHO TOIYYaTh C UCIIOIB30BaHUEM
(a) pexoMOMHAHTHBIX c1IOCO00B, (b) crmocoOoB cuHTE3a, (C) cmoco00B ouncTkU w/mwin (d) UX codyeTaHui, Kak
XOPOIIIO U3BECTHO B JAHHOW 00JIaCTH.

HyxtenHOBBIE KUCTIOTHI ISl yI0OCTBa MOTYT COAEPIKATh MOCICIOBATEIIHEHOCTH B JIOTMIOJHCHHUE K TOJIHHYK-
JICOTHY 110 HACTOSAIIeMY M300peTeHm0. Hanpumep, [i1sl yIpoIeHusI BRIACICHUS MOJHHYKICOTHIA B HYKJICHHO-
BYIO KHCIIOTY MOKHO BCTPaWBaTh MOJMIMHKEDP, COACPKALIUIA OIUH WM HECKOJBKO YYaCTKOB IS PECTPUKIIHU
SHIOHYKJea3aMu. Takxke A YIpOUICHHs BBbIAEICHHUS TPAaHCIMPOBAHHOTO MOJIMHYKICOTHIA MO HACTOALIEMY
n300pETEHNI0 MOKHO BCTpaMBaTh TPAHCIUPYEMbIE MOCIEeI0BaTENbHOCTH. Hanmpumep, rekcarucTuanHOBas Map-
KepHas TOCIIeIOBATEIbHOCTh 00eCTIeunBaeT yIOOHBIH CIOCO0 OYMCTKH OEJIKOB 10 HACTOAIIEMY H300pETEHUIO.
HyxmenHoBas KUCIIOTa MO HACTOAIMIEMY M300pETEHHIO, 32 MCKIIOYEHHEM KOAMPYIOMIEH MOCIeI0BaTeIFHOCTH,
HeoO0s13aTeIbHO MPEeACTaBIsIeT cO00H BEKTOp, aanTep MM JIMHKEP IS KIIOHUPOBAHUS W/HITH SKCIIPECCUHN TIOJH-
HYKJICOTH/Ia TI0 HACTOSAIIEMY H300PETCHHUIO.

K TakuM KIOHHPYIOIIMM W/WIH SKCHPECCHPYIOUUM TIOCIEA0BATEIFHOCTIM MOXHO JH0OABIATH JOTIONHHU-
TENBHBIC MOCICIOBATEIIEHOCTH IS ONTHMHU3AIUU UX (PYHKIMOHUPOBAHUS B OTHOIICHUH KIOHUPOBAHUS W/WIIH
SKCIPECCHUH, JJIs YIPOIICHUS BBIACICHHS MOTMHYKICOTH A FIIH JUTS MOBBINICHUS BCTPAMBAHUS TOTHHYKJICOTHIA
B KJeTKy. [IpuMeHeHre BEKTOPOB Ul KIOHHUPOBAHUS, SKCIPECCUPYIOUINX BEKTOPOB, aalTEPOB U JIMHKEPOB
XOPOIIO U3BECTHO B JaHHOW 001acTH (CM., HanpuMep, Ausubel, Beimie, wiu Sambrook, BeIme).

PekoMOWHAHTHBIEC CTIOCOOBI KOHCTPYHUPOBAHUS HYKJICHHOBBIX KHCIIOT.

Komrmo3uiuu BbIIENEHHBIX HYKJICHHOBBIX KHCIOT MO 3TOMy n3o0perenuto, Takux xak PHK, x/IHK, re-
HomHas JIHK wmm mroboe mx codeTraHme, MOXKHO TIOJTydaTh W3 OMOJOTHUECKUX MCTOYHUKOB C MCIIOIB30BAHUEM
JF000TO0 KOJMYECTBA CIIOCOOOB KIIOHHPOBAHWS, M3BECTHBIX CIICIIMAIUCTaM B IJaHHOW oOiacTh. B HEKOTOPHIX
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BapHaHTaX OCYIIECTBIICHUS JJIs BEIABJICHUS TpeOyeMoll mocnenoBareapbHOCTH B onbimoreke kJJHK wmu renom-
Hoi JTHK HCronb3yrOT OMIMTOHYKICOTHIHBIC 30H b, KOTOPHIC B CTPOTHX YCIOBHUIX CEIICKTUBHO THOPUIAU3YIOTCS
¢ TMIOTMHYKJICOTHAMH TT0 HacTosmeMy n3odperenuto. Beimenenne PHK u koHCTpynpoBanne 6ubnmotek kJIHK
W TEHOMHBIX OHMOJMOTEK XOPOIIO HM3BECTHO CPEIHUM CIICIMAINCTaM B JaHHOW oOmacth (CM., Hampumep,
Ausubel, Boime, wim Sambrook, BeIe).

Crioco0bI CKpUHHHTA W BBIICIICHHS HyKIEHHOBBIX KUCIIOT.

Cxpuamar 6nbmmorekn kJIHK mim reHoMHON OMOIMOTEKH MOKHO MPOBOAWTH C MCIIOJIB30BAHHEM 30HIA
Ha OCHOBE TOCJIEIOBATEIEHOCTH NOJIMHYKICOTH A TI0 HACTOSIIEMY H300pETEeHHIO, TAKOH KaK MOCIeI0BaTEIFHO-
CTH, OITUCAHHBIC B HACTOSINEM JOKYMEHTE. 30HIBI MOXKHO UCIIOJIE30BATh Il THOPUIU3AIUH C ITOCIICIOBATEb-
Hoctamu reHomHoi JTHK unu xIHK B uensix BeieneHuss TOMOJIOIMYHBIX T€HOB B OJTHOM W TOM K€ HJIM B pa3-
JUYHBIX opraHm3max. CHeluaiucTsl B TAHHON OOJIACTH MONMYT, YTO JUIS aHAJINM3a MOXKHO HCIOJB30BaTh pa3-
JIMYHBIC CTCTICHU CTPOTOCTH THOPUAN3ALNHU; U CTPOTUMH MOTYT OBITh OO0 THOpuan3anus, oo cpena. [lo me-
pe TOTO Kak yCIOBUS THOPHIU3AIMH CTAHOBATCS 0OJIEe CTPOTMMHU JIS TOTO, YTOOBI MPOU30ILIO0 (hOPMHUPOBAHUE
JYTUIeKCa, CTENCHh KOMIUIEMEHTAPHOCTH MEXK/y 30HIOM U MUIIICHBIO TOJDKHA MOBBIMATECSA. CTEIEHb CTPOTOCTH
MOJKHO KOHTPOJIUPOBATh C MMOMOIIBI0 OJHOTO MM HECKONBKHX M3 TEeMIIEPaTyphl, HOHHOH cwiiel, pH 1 Hammaus
YaCTUYHO [I€HATYPUPYIOIIETO pPacTBOPHTENA, Takoro kak ¢opmamun. Hampumep, cTporocts rHOpHIU3AINH
yIoOHO M3MEHSATH IOCPEACTBOM HM3MEHEHHS IOJIIPHOCTH PAaCTBOpA PEarupyroIero BeIlecTBa, HAlpUMep, II0-
CpEICTBOM M3MEHEHWs1 KoHIeHTpanuu Gopmamuaa B auamazone oT 0 10 50%. CreneHb KOMIUIEMEHTAPHOCTH
(MIEHTHIHOCTH TOCJIEIOBaTENbHOCTEH), TpeOyemast sl IMOAMAIOIIErocs NETeKIMK CBSI3BIBAHUS, BaphHPYET B
COOTBETCTBHUH CO CTPOTOCTBIO CPEIBI IS THOPUAN3ALINH W/¥ITH CPEebl I MpoMbIBaHUA. ONITHMANIEHO, CTETIEHBb
KoMIuteMeHTapHocTu coctasisieT 100%, nmm 70-100%, uau nro0oi AMana3oH WM 3HAYE€HWE BHYTPH 3TOTO AHa-
na3ona. OTHAKO CIIeyeT MOHMUMATh, YTO HEOOIBIINE OTKIOHCHHS B TIOCIEIOBATEIIEHOCTSAX 30HA0B U MPaiMepoB
MOKHO KOMITCHCHPOBATh CHIDKCHHEM CTPOTOCTH CPEJIBI ISl THOPUIN3AINH W/UITH TPOMBIBAHHS.

Cnoco6s! amrundukanun PHK mwimn JIHK Xoporro n3BecTHB B TaHHOM 00JIaCTH M UX MOXKHO HCIIOJIB30-
BaTh B COOTBETCTBUH C HACTOSIINM H300pETCHUEM 0€3 H3JIUIIHETO SKCICPUMECHTUPOBAHHS UCXOMAS U3 YKa3aHUN
¥ peKOMEHIANNH, IPEICTABICHHBIX B HACTOAIIEM JOKYMEHTE.

W3Bectrbie cniocoOb! ammumdukanun JJHK wm PHK BkimowyatoT, HO He OTpaHWYMBAIOTCS WMH, TTOJIAME-
pasnyito nenHyo peaknuio ([TLIP) u cBsA3aHHBIE ¢ HEW mporecchl aMIUMpUKAUA (CM., HAIpUMeEp, MMaTeHTHI
CIHIA NeNe 4683195, 4683202, 4800159, 4965188, Beimanusie Mullis et al., 4795699 u 4921794, BeIIaHHBIE
Tabor et al., 5142033, Beimanusiii Innis, 5122464, seimanaeiii Wilson, et al.,, 5091310, Beimanasiid Innis;
5066584, Beimanneiii Gyllensten et al., 4889818, Beimannsiii Gelfand et al., 4994370, Beinannsni Silver et al.,
4766067, Beinannblii Biswas, 4656134, Beynanssiii Ringold) u onocpenosannyto PHK ammngukanuto, B KoTo-
poii ucmonb3yroT antucMmeicioByo PHK k mocnemoBaTenbHOCTH-MHINCHH B Ka4eCTBE MATPUIIBI JUIS CHHTE3a
meyxuenoueunoit JIHK (marenr CIIA NeNe 5130238, Beimansberii Malek et al., ¢ ToproBeIM Ha3BaHHEM
NASBA), momHOe colep)kaHHe BCEX M3 3THX CCBUIOK BKJIFOUCHO B HACTOSIIEE ONMUCAHHWE B KAYCCTBE CCHUIOK
(cMm., Hammpumep, Ausubel, Bermre, win Sambrook, BEIIIe).

Hanpumep, texHonoruro noiumepasHoit nemnnod peakuuu (IT1[P) MoxxHO Mcmonb30BaTh i1 aMILIH(HKa-
UM TIOCIIEI0BATEIHLHOCTEH MOTMHYKICOTHIOB IT0 HACTOAIIEMY M300PETEHHIO U CBS3aHHBIX C HUIMHU T'€HOB HEIO-
cpenctenHo n3 OubmmoTek reromuoi JIHK mmu kJIHK. TTIIP u npyrue crmocoOsl aMITUpUKAIINK in Vitro Takxke
MOTYT OBITH IPUTOMHBI, HAIPUMED, VI KIOHUPOBAHUS TOCICAOBATEIFHOCTEH HYKIEHHOBBIX KHCIIOT, KOTOPBIE
KOAWPYIOT TOAJIEKAIINE IKCTIPECCHH OCIIKH, IS MOTyYSHHUS HyKJIEHHOBBIX KHUCIIOT IS IPUMEHEHHS B Ka4eCcTBE
30H/IOB B IEJAX JAeTeKuun Hanndus Tpedyemoit MPHK B oOpasmax, Ui ceKBeHHPOBAaHHS HYKJICHHOBBIX KHUCIOT
WK Uil Apyrux 1enei. [Ipumepsl croco0OB, TOCTATOYHBIC U1 YKa3aHUs CICIMAINCTaM B JaHHOW o0iacTu
croco0oB aMIuTH(UKAIIUY in Vitro, MO>KHO HaliTu B Berger, Boiie, Sambrook, BeIme, n Ausubel, BbIlie, a Takke
Mullis, et al., B matente CLLIA Ne 4683202 (1987) u Innis et al., PCR Protocols A Guide to Methods and Appli-
cations, Eds., Academic Press Inc., San Diego, CA (1990). Kommepueckn noctymnHble HAOOpHI [Tl aMIuTidrKa-
un reomHoi JTHK mocpenctsom TT1P u3BecTHBI B manHO# oOnactu; cM., HanpuMep, Advantage-GC Genomic
PCR Kit (Clontech). Kpome Toro, i MOBBIIIICHHS BBIXOAa JUIMHHBIX MpoaykToB [TL[P MOXXHO MCIONB30BaTh,
HanpuMmep, Oesok reHa 32 T4 (Boehringer Mannheim).

CuHTEeTHYECKHE CTIOCOOB KOHCTPYHPOBAHUS HYKJICHHOBBIX KHCIIOT.

BrieneHHbpIe HYKJICHHOBBIE KHCIOTHI 110 HACTOALIEMY H300PETEHHIO TaKKe€ MOXKHO MONydaTh MPSIMBIM
XUMHUYECKUM CHHTE30M C TTOMOIIHIO U3BECTHBIX CITOCOOOB (CM., Hampumep, Ausubel, et al., Bbimie). XuMudecKuid
CHHTE3, KaK MPaBWJIO, MPUBOAUT K MOIYYCHUIO OJHOLENOYETHOTO OJHTOHYKJICOTHIA, KOTOPBIA MOXET OBITh
npeBparieH B aByxienodeunyio JIHK mocpeacTBoM rudbpuamn3aiuy ¢ KOMILIEMEHTAPHOH MOCIeI0BaTEIbHOCTHIO
WX TIOCPEACTBOM TouMepu3anuu ¢ nmomoripio JJHK-nonammepassl ¢ UCIONb30BaHUEM OJHOM IETIA B Ka4eCTBE
MaTpuilpl. CelHUaIucT B JAHHOH 00JIACTH MOMMET, 4T0, HECMOTPs Ha TO, 4To xummdeckuii cunate3 JJHK moxer
OTPaHUYUBATHCS MOCICIOBATEIBHOCTIMU NPUOIIM3UTEIpHO U3 100 mwin Gonee ocHOBaHWi, Ooiee NITMHHBIC MO-
CJIEZIOBATEIILHOCTH MOXKHO MOJYYaTh MOCPEICTBOM JIMTUPOBAHUS 00JIee KOPOTKHX ITOCIIEI0BATSIFHOCTCH.

PekoMOVWHAHTHBIC IKCTIIPECCUPYIOIINE KACCETHL.

Hacrosiee nzo0perenue, KpoMe TOr0, OTHOCHTCS. K PEeKOMOWHAHTHBIM 3KCIIPECCUPYIOIIMM KacceTaM, CO-
JepXKalliM HYKJICHHOBYIO KHCIIOTY IO HacTosmeMy n3o0perernio. [locienoBaTeIbHOCTh HYKJICHHOBOW KHCIIO-
THI TI0 HACTOSIIEMY N300peTeHHIo, HanpuMmep nocnenoBatensHocTh KJJHK mnm reHoMHYTO Mocnie 10BaTeI-HOCTS,
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KOJUPYIOIIYIO aHTHTENIO IO HACTOSIIEMY H300PETCHUIO, MOKHO HCIONB30BaTh I KOHCTPYUPOBAHHS PEKOM-
OMHAHTHOI IKCIIPECCUPYIONICH KaCCEThI, KOTOPYIO MOXHO BBOJIUTH 110 MEHBIIICH Mepe B OJTHY TPEOYEMYIO KIICT-
Ky-XO3siMHA. PeKoMOMHAHTHAsI SKCIIPECCHUPYIOIMIas KacceTa, KaK INPaBHIIO, CONEPXKUT IMOJMHYKICOTHI IO Ha-
CTOSIIEMY H300peTeHHIO, (YHKIIMOHAIHHO CBSA3aHHBIN C PErYIATOPHBIMHU IOCIEIOBATEIBHOCTIMI MHALIHAIINN
TPAHCKPHITINH, KOTOPHIE PETYIHUPYIOT TPAHCIALWIO TOJWHYKICOTHAA B NMPEIHA3HAYCHHOW IS ATOTO KIIETKe-
xo3stHe. [T peryssinuu 3KCIpeccuy HyKJICHHOBBIX KHCIIOT 10 HACTOAIMIEMY M300pPETEHHIO MOXKHO HCIIONB30-
BaTh KaK TeTePOJOTHYHBIC, TAK M HET€TEPOIIOTHYHBIE (T.€. SHAOTEHHBIE) IPOMOTOPHI.

B HEKOTOPBIX BapHaHTax OCYIIECTBICHHUS BEIIEICHHBIE HYKICHHOBBIC KHUCIOTHI, KOTOPEIE CITy’KaT B Kaue-
CTBE TIPOMOTOPA, SHXAaHCEepa WIH IPYTHX DJICMEHTOB, MOXKHO BCTPAUBATh B COOTBETCTBYIOIICE MOJIOXKCHUE (BBI-
1Ie, HIKE WM B MHTPOHE) HETETEPOJIOTHYHON (POPMBI MONMHYKICOTHIA IO HACTOSIIEMY U300pPETCHHIO TaKUM
00pa3oM, 4TOOBI aKTUBUPOBATh KM TOJABIATH IKCIPECCHIO MOJHMHYKICOTHIA TI0 HACTOSIIEMY H300pPCTCHUIO.
Hanpumep, 3HI0TCHHBIC TPOMOTOPBI MOKHO U3MEHSTBH in VIVO HIIH in Vitro MOCPEJACTBOM BHECCHHS MYTAIlHA,
JICIICIMI W/WIIN 3aMCH.

BekTophI 1 KIIeTKH-X0351CBa.

Taxxe HacTosIee M300pETCHWE OTHOCHTCS K BEKTOpPaM, KOTOPBIE BKIIOYAIOT BBIACIICHHBIC MOJICKYIIBI
HYKJICMHOBBIX KHCJIOT IO HACTOAIIEMY M300pETEHHIO, K KJIETKaM-X035€BaM C PEKOMOMHAHTHBIMH BEKTOPAMH,
KOTOPBIE MOJTyYeHBI CIIOCO0aMHU TeHEeTHYECKON MHXKEHEPHUH, U K TIPOTYKIIMY IO MEHBIICH Mepe OJHOTO aHTHUTEINA
npotuB IL-23p19 ¢ moMoImp0 peKOMOMHAHTHBIX CITOCOOOB, KOTOPBIE XOPOIIIO H3BECTHHI B TAHHOW 00JIACTH; CM.,
HanpuMep, Sambrook, et al., Beimie; Ausubel, et al., BbIIe, Bce U3 KOTOPHIX BKIIIOUYEHBI B HACTOSIIEE OMMMCAHUE B
Ka4eCcTBE CCHUIOK B ITOJIHOM 0OBEME.

[MomuHyKICOTHIBI HEOOSI3aTEIFHO MOXHO CBSI3BIBATH C BEKTOPOM, COJACPIKAIINM CEICKTHBHBIA Mapkep,
JUTS pa3MHOXKCHUS B X03siHe. Kak mpaBuiio, IIa3MUIHBIA BEKTOP BBOJST B MPCIUITUTATE, TAKOM KaK MPEIUITH-
TaT ¢ hocdaToM KabIIHs, WK B KOMITICKCE C 3apsDKCHHBIM JTUMUIOM. Ecin BekTop mpeacTaBisieT co0oil BUpPYC,
OH MOJET OBITh YITaKOBaH in Vitro ¢ UCIIOJIF30BAaHUEM COOTBETCTBYIOIICH YITAKOBBIBAIOIICH KICTOYHOMN JIMHUM, a
3aTeM TPAHCIYLUPOBAH B KICTKH-X035CBa.

Bceraska JIHK nomknra OBITH (QYHKIIMOHAIBHO CBSI3aHA C MPUTOAHBIM IPOMOTOPOM. DKCIPECCUPYIONINE
KOHCTPYKLIMH, KPOME TOTO, COAEPKAT yIaCTKH WHHUIMALNH, TEPMHUHAIIMHA TPAHCKPHUIIINN U B TPAHCKPHOUpYe-
MO OOJIACTH YYacTOK CBS3BIBAaHHUS PHOOCOMBI [T TpaHchsAmwu. Komampyromas 4acTe 3peibIX TPAaHCKPHIITOB,
SKCIPECCHUPYEMBIX KOHCTPYKIIMSAMH, HPEATIOYTUTEIFHO BKIIIOYAaeT KOJOH MHHIMAIMH TPAHCILIIUN BHaYaje |
TepMuHHpYIommi KogoH (Hanpumep, UAA, UGA unmn UAG), pacrosio)KeHHbBIH COOTBETCTBYIOIIAM 00pa3oM Ha
kou1e MPHK, moanexameit Tpancnsaiuu, mpu 3ToM UAA n UAG SBISIOTCS IPEATOYTUTEILHBIME JIJIS DKCIIPEC-
CHUH B KJICTKaX MJICKOTIUTAIOIINX WIH B 3YKAPUOTHICCKHUX KIICTKaX.

DKCIPECCUPYIOMIUE BEKTOPHI MPEANOYTUTEIIHFHO, HO HEOOS3aTeIbHO, BKIIIOYAIOT [0 MEHBIICH Mepe OJIH
CEJICKTUBHBIN Mapkep. Takue MapKephl BKIIOYAIOT, HO HE OTPAaHUYUBAIOTCS WMU, HAIPUMED, T€HBI YCTOHYUBO-
ctn k Merorpekcary (MTX), murmnpodonarpenykraze (DHFR, matentsr CHIA NeNe 4399216; 4634665;
4656134; 4956288; 5149636; 5179017), ammumuuiuay, HeomunuHy (G418), MUKO(DEHOTOBOM KUCIIOTE WM
riryramuHenHTeTase (GS, matentsl CILA NeNe 5122464; 5770359; 5827739) it KynbTypbl 9yKapHOTHYECKHX
KJIETOK ¥ T€HBI YCTOHYMBOCTH K TETPAIMKINHY WIH aMIUIWUINHY Ui KynbTuBupoBanus B E. coli u apyrux
0aKTepHsIX WIN MPOKApUOTHIECKUX OpraHM3Max (IPUBEICHHBIC BBIIE MATCHTHI BKIIOYSHBI B HACTOSINEE OIHCa-
HHE B Ka4eCcTBE CCBHUIOK B TIOJHOM oObeme). [IpuronHsie KyJnbTypalbHBIE CPEIbl U yCIOBUS KYJIbTHBHPOBAHUS
JUT ONMCAaHHBIX BBIIIE KIETOK-XO035I€B M3BECTHHI B JaHHOHM oOmacTu. [IpuromHsie BEKTOPHI OYIyT IONHOCTHIO
OYEBHU/IHBI CIICIMAIICTY B TaHHOH oOsacT. BBenenne BeKTOPHOH KOHCTPYKITHH B KIIETKY-X03MHA MOYKHO TIPO-
BOJIUTH C TIOMOIIBIO TpaHC(HEKIUH mocpeacTBOM (ocharta kanbims, onocpexyemoir DEAE-nexcTpanoM TpaHc-
(hekium, onocpenryeMoil KAaTHOHHBIMHE JIMIHIAMHU TPAHC(EKIIMH, HICKTPONOPAIIAHT, TPAHCIYKINH, HHOUIIUPOBA-
HUS WM JPYTUX U3BECTHBIX CIIOCO00B. Takue crmocoObl OMcaHbl B JaHHOW 00JIacTH, Kak, HanpuMmep, Sambrook,
BEIIIIe, T1aBel 1-4 1 16-18; Ausubel, Bbie, riasser 1, 9, 13, 15, 16.

[To MeHbIIEH Mepe OJHO AaHTUTEIO TI0 HACTOSIIEMY H300PETCHUIO MOKHO SKCIIPECCUPOBATH B MO (HIIHU-
poBaHHOM (hopMe, TAKOH KaK CIUTHIA OEIOK, 1 OHO MOXET BKIIFOYAaTh HE TOJBKO CEKPETOPHBIC CUTHAIBI, HO TaK-
K€ W JOTOJHHUTENbHBIC TeTePONIOTHYHbIE (DYHKIIMOHATBHBIC Y9acTKH. Hampumep, s MOBBIIICHUS CTaOMITBHO-
CTH ¥ yCTOWYMBOCTH B KJIETKE-XO3HWHE B MPOIECCe OYNCTKU WM B IIpoIiecce mocieayromeii o0paboTku u xpa-
HeHHA K N-KOHIy aHTHTEIa MOXHO MOOaBIATh YYaCTOK M3 IOTOJHHUTEIHHBIX aMHHOKHUCIIOT, B YaCTHOCTH U3
3apsHKEHHBIX aMHHOKHUCIIOT. Taroke Ul YIIPOIIESHUS OYUCTKH B aHTHTEINO 0 HACTOSAIIEMY H300pPETEHUS MOYKHO
BCTpauBaTh MENTHIHBIC TPYNIBI. Takue y9acTKH MOYKHO yIAATh Iepe/l OKOHYATEIbHBIM ITOTyYeHHEM aHTHUTea
WM TI0 MEHBIIEH Mepe OJHOTO ero ¢gparmeHTa. Takwme criocoOBl OMUCAaHBI B MHOTHX CTaHIAPTHBIX JabopaTop-
HBIX PYKOBOJICTBaX, TaKuX kKak Sambrook, Beime, rmaBer 17.29-17.42 u 18.1-18.74; Ausubel, BbIe, riaBsl 16,
17u 18.

CrienanucTsl B TAaHHOH OOJACTH 3HAIOT MHOKECTBO IKCIPECCHPYIOUIMX CHCTEM, TOCTYIHBIX JUIS JKC-
MPECCUH HYKJIEHHOBOM KUCIOTHI, KOAUPYIOIICH OCIIOK 10 HACTOSIIEMY U300pETCHHUI0. AJTBTEPHATUBHO, HYKJICH-
HOBBIC KHCIJIOTHI TI0 HACTOSIIEMY H300PETCHHIO MOXKHO 3KCIIPECCHPOBATh B KIETKE-XO3SIMHE MOCPEICTBOM 3a-
MyCKa dKCIpECcCHH (TIOCPEACTBOM MaHUITYJIPOBAHUS) B KICTKE-X03sUHE, KOTOpas cojepxut 3uaorennyro JHK,
KOJMPYIOIIYIO0 aHTHTEJIO TI0 HACTOAIIEMY M300peTeHnI0. Takue CIIocoOBl XOPOIIIO U3BECTHHI B JAHHOHW 00JIacTH,
HanpuMep, kak omucaHo B mateHTax CIIA NeNe 5580734, 5641670, 5733746 u 5733761, BKIIOUCHHBIX B Ha-
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CTOsIIEE OMUCAHUE B KAUYECTBE CCHUIOK B TIOJIHOM O0BEME.

WnmrocTpaTHBHEIME TIPUMEPAMU KYJIbTYP KJICTOK, IPUTOMHBIX UIS MPOJYKIHUH AHTHTEN, UX OIMpPEICIICH-
HBIX YYaCTKOB WJIM BapHAHTOB, SIBIIIOTCS KJIETKHA MIJICKOMHTAIOMNX. CHCTEMBI KJIIETOK MJIEKONMHUTAIOMINX YacTo
HAXOJATCS B BUJIE MOHOCIJIOEB KIIETOK, XOTS TaK)Ke MCIIONB3YIOT CYCIIEH3UH KIIETOK MIICKOTIMTAIOMNX MIIN OHO-
PEaKTopHI ¢ KJIETKaM1 MIIEKOTIHTAIOMKX. B nannHoit 061acti paspaboTaH ps NPUTOTHBIX JIMHAN KIETOK-X035CB,
CHOCOOHBIX IKCTIPECCHPOBATh HEM3MEHEHHbIE TIMKO3MINPOBAHHBIEC OCKH, U OHHU BKJIIOYAIOT KJIETOYHBIC JTMHUN
COS-1 (mampumep, ATCC CRL 1650), COS-7 (manpumep, ATCC CRL-1651), HEK293, BHK21 (mampumep,
ATCC CRL-10), CHO (manpumep, ATCC CRL 1610) u BSC-1 (manmpumep, ATCC CRL-26), knerku Cos-7,
knetkn CHO, xietku hep G2, P3X63Ag8.653, SP2/0-Agl4, knetku 293, xietku Hela u cxonHsie ¢ HUMU, KO-
TOpBIe CBOOOJHO AOCTyNHBI, Harpumep, B American Type Culture Collection, Manassas, Va (www.atcc.org).
[IpennoyTuTebHBIC KICTKU-X035€Ba BKIIFOYAOT KICTKA TUM(OUIHOTO MPOUCXOKICHUS, TAKUC KaK KICTKH MH-
enoMbl u JuMpoMbl. OCOOCHHO MPEINOYTUTCIBHBIC KIICTKH-XO035€Ba MPEACTABISIOT COOOW  KJICTKU
P3X63Ag8.653 (peructpanmonnsiii Homep ATCC CRL-1580) u kierku SP2/0-Agl4 (peructpaiioHHBIH HOMeEp
ATCC CRL-1851). B ocobeHHO TpeanouTHTEIFHOM BapuaHTe OCYIIECTBICHNS! PEKOMOMHAHTHAS KIIETKa Tpe-
craBisieT coboit kieTky P3X63Ab8.653 wmu knetky SP2/0-Agl4.

OKCIpeccupyromue BEKTOPHI U 3TUX KIETOK MOTYT BKIIIOYATh OIHY WM HECKOJBKO U3 CIIECTYIOUINX I10-
CIIEZIOBATENIFHOCTEH JJIST KOHTPOIIS SKCIPECCHH, TAKUX KaK, HO HE OTPAaHUYHMBAACH UMH, OPHIKUH PEIUTHKALINY,
MpOMOTOp (HampuMep, MO3AHWK WM paHHuid TpoMoTopsl SV40, mpomotop CMV (matentsr CIITA NeNe
5168062; 5385839), nmpomorop tk HSV, npomoTtop pgk (dbochormumeparkunaszer), npomotop EF-1-anbda (ma-
TeHT CIIA Ne 5266491), o MeHbpIel Mepe OJWH MPOMOTOP MMMYHOTIJIOOYJIMHA YETIOBEKa); dHXAHCEP H/WIIH
UHQOPMALMOHHBIC YYaCTKU IS MPOLECCHHTA, TAKHE KaK YYACTKH CBSA3BIBAHUS PUOOCOM, YYACTKHU CIDIAMCHHTa
PHK, ygacTku nonuajeHUIMpOBaHMs (HApUMEp, y4acTOK MpUcoenuHeHus noiau-A Gomxpmoro T-Ag SV40) n
MOCJIEIOBATEILHOCTH TEPMUHATOPOB TPAHCKPHUIIINK, CM., Hanpumep, Ausubel et al., Beme, Sambrook, et al.,
BhIIIE. JIpyrue KIeTKH, IPUTOIHBIC IS MPOAYKIUH HYKJICHHOBBIX KHCIOT WIHA OCITKOB IO HACTOSIIEMY U300pe-
TEHHIO, U3BECTHBI W/WJIH SIBIISIIOTCS JOCTYIHBIME, HanpuMep, B American Type Culture Collection Catalogue of
Cell Lines and Hybridomas (www.atcc.org) Win B ApYTUX U3BECTHBIX WJIM KOMMEPUECKUX HCTOTHHUKAX.

Ecimm ucTionb3yioT 3yKapHOTHYECKHE KICTKH-X0351€Ba, TO, KaK IMPAaBHIIO, B BEKTOP BCTPAaUBAIOT MOCIIEAOBA-
TENBHOCTH TOJNAICHIITUPOBAHNS WM TEPMHIHAIIUH TPAaHCKpUIIHH. [IprMepoM Mmoce1oBaTenbHOCTH TepMUHA-
TOpa SIBIISETCS TOCIEI0BATEIHHOCTD MMOHAICHINTUPOBAHNS U3 TeHA OBIYBEr0 TOpMOHA pocTa. Taxke B BEKTOP
MOTYT OBITh BKJIIOYCHBI MOCIEIOBATENBHOCTH JJIS MPAaBWIBHOTO CIDIaicHHTa TpaHCKpumTa. [IprMepoM mocie-
JIOBATEILHOCTH JJIs CIaiicuara sBisiercss HTpoH VP1 w3 SV40 (Sprague, et al., J. Virol., 45:773-781 (1983)).
Kpowme Toro, B BEKTOp MOTYT OBITh BKJIFOUCHBI TIOCJICI0BATSIFHOCTH I'CHOB JIJIsI KOHTPOJIS PEIUTMKAIIUH B KIICTKE-
XO3sIMHE, KaK U3BECTHO B JIAHHOW OOJIACTH.

OuncTKa aHTUTETIA.

Amntuteno npotuB 1L-23p19 MoXHO BBIAEIATH U3 PEKOMOMHAHTHBIX KJIETOYHBIX KYJIBTYP M OYHMIIATH XO-
POIIO U3BECTHBIMH CIIOCO0AMHU, BKIIOYAsl, HO HE OIPAaHUYMBAsICh UMH, OUHUCTKY C IMOMOIIBIO Oenka A, ocaxne-
HHUE CyIb()aTOM aMMOHUS WM 3TAHOJIOM, SKCTPAKIIHIO KUCIOTOH, aHUOHHYIO MM KATHOHOOOMCHHYIO XpOMATO-
rpaduro, xpomarorpaduio ¢ pochornemnronosoi, xpomarorpaduto ruipoGoOHOTr0 B3auMOoAeHCTBHSI, ahPUHHYIO
xpomarorpaduio, Xxpomarorpaduio ¢ THAPOKCHIAIATHTOM M XpOMaTOrpadHio ¢ JEKTHHOM. TakKe ISl OYHUCTKH
MO>KHO HCIIOJIB30BaTh BBICOKOI(DPEKTUBHYIO XUIAKOCTHYIO XpoMmaTorpaduro ("BIXKX"); cm., Hanpumep, Colli-
gan, Current Protocols in Immunology, or Current Protocols in Protein Science, John Wiley & Sons, NY, NY,
(1997-2001), Hanmpumep, rassl 1, 4, 6, 8, 9, 10, Bce U3 KOTOPHIX BKIIOUYEHBI B HACTOSIIIIEE ONMMCAHUE B KAYECTBE
CCBUIOK B TTIOJIHOM 00BEME.

AHTHTEa TI0 HACTOAIIEMY W300PETEHUIO BKITFOYAIOT IPUPOJIHBIC OYHIICHHBIC TIPOTYKTHI, TPOIYKTHI MIPO-
[[ECCOB XMMUYECKOTO CHHTE3a U MPOAYKTHI, MOJyYaeMble peKOMOMHAHTHBIMU CIIOCO0AMH H3 3YKaPHOTHYCCKOTO
XO3sIMHA, BKIFOYas, HATIPUMEP, APOKIKHU, BBICIICE PACTCHUE, KIETKA HACCKOMBIX WIJIM MJICKONUTAIUX. B 3aBu-
CUMOCTH OT X035MHA, HCIIOJIB3YEMOTO B CIIOCO0E PEKOMOMHAHTHOM MPOIYKIMH, aHTHTEJIO MO HACTOSIIEMY H30-
OpETCHUIO0 MOXKET OBITh MIMKO3WIMPOBAHHBIM MM MOXET ObITh HETVIMKO3WJIMPOBAHHBIM, TIPU 3TOM TITHKO3HIIH-
POBaHHOE AHTUTENO SABJIETCS MPEATIOYTHTEIBHBIM. Takue crnocoOBl ONMMCaHbl BO MHOXKECTBE CTaHIAPTHBIX Jia-
OopaTOpHBIX PYKOBOJCTBAX, TakuX Kak Sambrook, Beime, pasaenst 17.37-17.42, Ausubel, Boitie, riassr 10, 12,
13, 16, 18 u 20, Colligan, Protein Science, BbImre, riaaBsl 12-14, Bce W3 KOTOPBIX BKIIOYEHBI B HACTOSIIEE OIH-
CaHMe B Ka4eCTBE CCBHIJIOK B TIOJTHOM O0BeMe.

AnTtuTena npotus [L-23p19.

AnTuTeno npotuB IL-23p19 B COOTBETCTBUHU C HACTOSAIIAM HM300pETEHHEM BKIIIOUAST JIO00W OCIOK WIIH
METTH], CONCPKAMUI MOJIEKYIY, KOTOpasl COACPKUT 10 MEHBIIEH Mepe YacTh MOJCKYJIBI UMMYHOTJIOOYITHHA,
TaKylo Kak, HO He OrpaHUYUBAsCh UMH, M0 MEHbIIEH Mepe OAuH cBsA3bIBarOIIUK nurana yyactok (LBP), Takoii
KakK, HO HE OTrpaHMYMBAsCh MMM, ONPEACIAIONNN KoMIUIeMeHTapHOCTh ydacTok (CDR) Tspkenoi wiam nerkoi
LETH WIH €r0 CBA3BIBAIOIINI JIMTaH] YIACTOK, BAPHAOCIEHBIA YIaCTOK TSDKEJION MM JICTKOM IeNH, KapKacHYIO
obmacte (Hanpumep, FR1, FR2, FR3, FR4 win ux ¢parMeHTt, KpoMe TOro, HEOOS3aTEIBHO COJCpIKAIIUC I10
MEHBIICH Mepe OJIHY 3aMEHY, BCTaBKY WU JCJICHHUIO), KOHCTAHTHBIN YYaCTOK TSKEJIOW WM JISTKOW IenH (Ha-
TIpUMep, coaeprKaluii Mo MeHbine mepe oaua CH1, mapHupHas ob6xacts 1, mapHUpHas 00IacTh 2, MapHUP-
Has oOnacTh 3, mapuupHas obnacts 4, CH2, wimm CH3 nubo ux ¢parMeHT, KpoMe TOro, Heo0sA3aTeIbHO COIep-
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JKalye 110 MEHbIIeH Mepe OIHY 3aMEHY, BCTaBKY WIIM JIENCNUIO), WM Jro0asi UX 9acTh, KOTOpas MOXET OBITh
BCTPOEHA B AHTUTEJIO 10 HACTOSIIEMY M300peTeHNIO. AHTUTENO M0 3TOMY U300PETEHHIO MOXKET BKJIFOYAaTh aH-
THUTEJNO JF000T0 MICKOMHUTAIOIIETO WM MOKET OBITh MOIyYEHO U3 TI000r0 MIIEKOIUTAOIIETO, TAKOTO KakK, HO HE
OTPaHUIMBASICh UMM, YEIIOBEK, MBIIIb, KPOJIUK, KpbICa, TPBI3YH, IPHMAT WX JIF000€ UX COUYETaHHUE U T.II.

BeineneHHbIe aHTHTENA TI0 HACTOSIIIEMY H300PETEHHIO COAEPKAT aMHHOKHCIOTHBIE NTOCIIE0BAaTEIbHOCTH
AHTUTEJ, ONMCAHHBIX B HACTOSILEM JOKYMEHTE, KOAUPYEMBIE TIOOBIM IPUTOJHBIM MOJIHMHYKICOTHIOM, HIH JIO-
60¢ BBIAEICHHOEC WM IOIyYEHHOE aHTUTENO. IIpeAnodYTHTEIbHO aHTHTENO YEIOBEKa WM AHTHICHCBSI3BIBAIO-
i pparment cBs3piBaeT IL-23p19 yenoBeka u, TakuM 00pa3oM, YaCTHYHO HMJIM 3HAYUTEITHHO HEHTPATN3yeT IO
MEHBIIIEH Mepe OJMH BHJl OMOJIOTHYECKON aKTHBHOCTH O€JKa. AHTHUTEINIO WJIH €T0 OINpPEAEICHHBIH y9acTOK HIIH
BapUaHT, KOTOPBIH YaCTHYHO WIM 3HAYMTENILHO HEHTpajaM3yeT 10 MEHbLIeH Mepe OAWH BHI OHOJIOTHMYECKOH
AaKTHBHOCTH 110 MEHbIIEH Mepe oaHoro Oenka min ¢parmenra 1L-23, MoxkeT cBsA3bIBaTh O€JIOK MM ()parMeHT u,
TakUM 00pa3oM, HHI'HOWPOBaTh aKTHBHOCTH, ONOCpeyeMylto cBsizbiBanueM 1L-23 ¢ penentopom st 1L-23 wmn
Jpyrumu 3aBucuMbiMu OT IL-23 mnn omocpenyembiMu IL-23 Mexanuzmamu. Kak ucmons3yroT B HacTOsIIEM
JOKyMEHTE, TEpPMHUH "HEHTpaIH3yIollee aHTUTEI0" OTHOCUTCS K aHTHTEIy, KOTOPOE MOXKET HHTMONpPOBATh 3aBH-
cumyio ot IL-23 aktuBHOCTH npuOIM3UTENsHO Ha 20-120%, MpeaInoOYTHTENHHO 1I0 MEHBIICH Mepe MpHOIn3H-
tensHO Ha 10, 20, 30, 40, 50, 55, 60, 65, 70, 75, 80, 85, 90, 91, 92, 93, 94, 95, 96, 97, 98, 99, 100% umm Gonee, B
3aBUCHUMOCTH OT croco6a aHaim3a. CriocoOHOCTh aHTuTeNa npoTuB 1L-23p19 uarnbuposars 3aBucumMyio oT IL-
23 aKTMBHOCTH TPEIIOYTHTENHHO OIEHHBAIOT MOCPEACTBOM IO MEHbBIIEH Mepe OJHOTO NPHIOJHOTO CHOC00a
ananm3a 6enka IL-23 wmu penenropa s [L-23, kak onucaHo B HACTOSIIIEM H300pETEHUH W/WIIH KaK U3BECTHO B
JIAHHOW 00JIaCTH. AHTHUTENIO YeJIOBEKa TI0 dTOMY H300pPETCHHIO MOXET TPEACTABIATh OO0 aHTHUTENO JTFO0TO
kiacca (IgG, IgA, IgM, IgE, IgD u T.n1.) nim n30TUNa 1 MOKET COJEepIKaTh JIETKYIO 1Ieb Kamma win J1iMoaa. B
OJTHOM BapHaHTE OCYIIECTBIICHUS aHTUTEJO YeJIOBEKa COACPKHUT TSHKEIYIO EIb WM OIIpeJeNIeHHBIH (hparMeHT
IgG, nanpumep, Mo MeHbIIeH Mepe oxHoro u3 u3otunos I1gGl, IgG2, 1gG3 nmm 1gG4 (manpumep, y1, y2, v3, 14).
AHTHTETIa 3TOTO THIIAa MOKHO MOJIY4YaTh C UCIIOJIB30BAHHEM TPAHCTEHHOM MBI WIH APYTOro TPAaHCTEHHOTO HE
OTHOCAIIETOCA K YEJIOBEKY MIEKOMUTAIOLIETO, COAEPKAIET0 TPAHCTEHbI 110 MEHBIIIEH Mepe OAHOM JIeTKoil nenu
yesnoBeka (Hanpumep, I1gG, IgA u IgM), kak onucaHo B HACTOSIIEM JOKYMEHTE W/WIIM KaK U3BECTHO B JaHHOM
obsiactu. B spyromM BapmaHTe OCYIIECTBIICHUS aHTHTEINO YenoBeka MpoTuB IL-23p19 yenoBeka conepkuT TsoKe-
nyto enb [gG1 u merkyro ners [gG1l.

[To MeHbIIEelt Mepe OHO AHTHUTEINO IO ATOMY M300PETCHHIO CBSA3BIBAET 10 MEHBIIEH Mepe OIUH OIpeje-
JICHHBIN ATUTOI, CICIM(PUIHBIN 110 MEHBIIeH Mepe st omHoro Oenka IL-23p19, ero cyObeauauIbl, pparMeHTa,
ydJacTka win Jo00ro ux coueraHus. [lo MeHbIIeH Mepe OIMH 3MUTON MOXKET COAEPXKATh MO MEHbIIEH Mepe
OJIMH y4YacTOK JUIsl CBSI3bIBAHMSA aHTUTENA, KOTOPBIN CONEPXKHT IO MEHBINEH OAWH Mepe OIUH y4acTOK Oelka,
IPU 3TOM 3MHUTOMN MPEINOYTHTENHFHO COCTOMT MO MEHBIIEH Mepe M3 OJHOTO BHEKJIETOYHOTO, PaCTBOPHMOTO,
rUApO(UIEHOTO, BHEIIHETO MJIM LUTOIUIa3MaTHYeCKOro ydacTtka Oenka. [1o MeHbIIel Mepe OIMH OnpenesieH-
HBIIl SIUTOI MOXKET CoJiepKaTh Jr000e CoUYeTaHue 1Mo MEHbIIEH Mepe U3 OAHOW aMHMHOKHCIIOTHOHM ITOCiIe0Ba-
TEJILHOCTHU N0 MeHbIIEeH Mepe U3 OT 1-3 aMUHOKHCIOT 0 LEJIO0Tr0 ONpPENEIEHHOTO yJacTKa COCETHIX aMUHOKHUC-
1ot n3 amuHokucior 93-105 SEQ ID NO: 145 (xoTopsle copepxaT HavyajlbHYIO CHTHAJIBHYIO MOCIIEA0BATEIb-
HOCTb U3 19 aMHHOKHMCIIOTHBIX OCTaTKOB ISl CyObeAMHHIBI Oenka pl9), HanpuMep aMHHOKHCIIOTHBIE OCTATKH
93, 93-94, 93-95, 93-96, 97-99, 100-102 SEQ ID NO: 145 u T.1., KOTOpbIE BKIIOYAIOT JIFOOBIE YIaCTKH U COYe-
TaHMSA 3THX NOCIEIO0BATEIbHOCTEH.

Kak mpaBmiio, aHTUTEIO YENOBEKAa WM aHTUTCHCBSA3BIBAIONINI ()PAarMEHT MO HACTOAIMIEMY H300PETEHHUIO
COACPKUT aHTUTCHCBS3BIBAIOIINM YYaCTOK, KOTOPHIM COAEPKUT MO MEHbBIIEH Mepe OJUH ONpPEeIeSIOMUN KOM-
miemenTapHocTh ydacTok (CDR1, CDR2 u CDR3) unu BapuaHT MO MEHbBIIIEH Mepe OJHOTO BapHabebHOTO
y4JacTKa TSDKEJIOH LETH ¥ M0 MEHbIIEH Mepe OJHOTO OIPENEIISIOEr0 KOMIJIEMEHTAPHOCTh yIacTKa YeJIOBEKa
(CDRI1, CDR2 1 CDR3) unu BapuaHT IO MEHBIIECH Mepe OJHOTO BapnualOesbHOTO ydacTka jierkoit nenu. HeoOs-
3arenbHO mocienoBateabHocTH CDR MOryT OBITH MONYHYEHBI M3 MOCIEAOBATEILHOCTEH SMOPHOHAIBEHOTO THIIA
YeJIOBeKa WM OHM MOTYT 00J1aiaTh OJM3KUM CXOJCTBOM C IIOCIIEA0BATEIILHOCTSIMHU 3MOpHOHaIpHOTO THMa. Ha-
npuMep, MOXHO Hconb30BaTh CDR n3 cuHTeTHYECKOH OMOIMOTEKH, TIOJTyYEHHON M3 €CTECTBEHHBIX MBIIIMHBIX
CDR. B kauecTBe HEOrpaHMYMBAIOIIETO MPUMEPa aHTUTEIO MM aHTUTCHCBS3BIBAIOIINI YYacTOK WM BapHaHT
MOT'YT COZIepXaTh 1Mo MeHblel Mepe oauH u3 CDR3 Tsoxenbix nenei, Hanpumep, BeiOpanHbX U3 SEQ ID NO:
46-51, 52-57 wm 58-79. B KOHKPETHOM BapyaHTE OCYIIECTBICHUS aHTUTEJIO WM aHTHTEHCBA3BIBAIOMNKN (par-
MEHT MOXET 00JIaflaTh AHTHICHCBS3BIBAIOIIUM YYacTKOM, KOTODPBIH COIEP)KUT II0 MEHBIIEH Mepe 9acTh II0
MenbIei mepe ogaoro CDR Tsxenoit ienu (t.e. CDR1, CDR2 w/unmun CDR3), o6magaroniero aMuHOKHCIOTHON
nocneaoBareabHOCThI0 cooTBeTcTBYIomUX CDR (T.. CDR1, CDR2 w/umun CDR3) (mampumep, CDR, omnwmcan-
HBIX B HACTOSIIEM JOKyMEHTE). B ApyromM KOHKpPETHOM BapHaHTE OCYIIECCTBICHUS aHTHTEJIO WM aHTHTCHCBS-
3BIBAIOLINH YYaCTOK WJIM BapHaHT MOKET 00JIafaTh aHTHI'CHCBS3BIBAIOIIUM YJacTKOM, KOTOPBII CONEPIKUT IO
MeHbIIIel Mepe 4acTh o MeHblIel Mepe oxHoro CDR nerkoit nenu (t.e. CDR1, CDR2 n/unu CDR3) (nanpu-
Mep, CDR, onucaHHBIX B HACTOSIIEM JOKYMEHTE).

B npennouturensHoMm Bapuante ocymecTtieHus Tpu CDR Tsokenoit nenu u tpu CDR nerxoit nenu antu-
TeJla WM €T0 aHTUT€HCBSI3BIBAIONIETO (hparMeHTa MOXHO ITOJIy4aTh XUMHUYECKUM CBSI3BIBAHHEM COBMECTHO pas-
JUYHBIX yyacTKoB (Harmpumep, CDR, kapkacHoit o6nacTi) aHTHTENa ¢ HCIOJIb30BaHUEM OOIIEIPHHSATHIX CIOCO-
60B, MOITyIEHUEM U SKCTIpeccuell (0HOM MM HECKOJIBKHUX) MOJIEKYJ HYKJICMHOBOW KHUCJIOTHI, KOTOPBIE KOJUPY-
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IOT QaHTHUTEJIO C MCIIOIB30BAHUEM OOIICIIPUHATHIX CIIOCOO0B TeXHONIOTHH pekoMOrHaHTHBIX JIHK mim ¢ ucmosns-
30BaHUEM JIFOOOTO JPYroro MPHUrOJHOTO CIoco0a.

AnTuTeno npotus IL-23p19 MoxkeT comepkaTh 10 MEHBIIEH Mepe OWH BapraOeIbHBIN YIaCTOK TKEION
WM JIETKOW IeTH, UMEIOIUHA ONpeAeTIeHHYI0 aMUHOKHUCIOTHYIO IIOCIe0BaTeNbHOCTE. Hampumep, B mpemod-
TUTEIPHOM BapHaHTe OCYIIECTBICHUS aHTUTENIO TPOTUB IL-23p19 comepxuT 1Mo MeHbIIeH Mepe OJUH 110 MEHb-
e Mepe U3 OJHOTO BapHaOeIbHOTO y9acTKa TSHKENoH 1ernu, HeoOs3arenpHo BeiOpanHoro u3 SEQ ID NO: 80,
81, 86-92, 99, 101, 103-112, 117-127 n 147 w/wunu 10 MEHBIIEH Mepe OAHOTO BapHaOEITHbHOTO y4acTKa JIETKOH
1eny, HeoOs3atenpHo BeIOpanHoro m3 SEQ ID NO: 82-85, 93-98, 100, 102, 113-116 u 128-132. AnTHTENA, KO-
Topble cBs3bIBatoTCs ¢ 1L-23p19 uenoBeka n KOTOpBIE CONEPIKAT ONPE/ICIICHHBIH BapHaOeIbHBIN y4acTOK TsKe-
JIOW WM JICTKOW IETH, MOYKHO IOJy4aTh C UCHOJIb30BAHUEM MPUTOIHBIX CIIOCO00B. AHTUTENO, ONpPEACICHHBIN
YYaCTOK WJIM BapHaHT MOXXHO 3KCIIPECCHPOBATh C HUCIOJIB30BAHUECM KOIMPYIOUICH HYKICHHOBOM KUCIOTBHI MM
€€ yJacTKa B PUTOTHON KIIETKE-XO35SHHE.

Kombl aMUHOKHCIIOT.

AMUWHOKHCIIOTHI, KOTOPBIE BXOAAT B COCTaB aHTUTEN MpoTuB 1L-23p19 mo HacTosmeMy H300peTeHHIO, Yac-
TO TIPUBOJIAT B COKpaiieHHoM Buae. O003HAUCHHS aMHUHOKHUCIIOT MOTYT OBITh MPEICTaBICHBI MOCPEICTBOM 000-
3HAYCHHsI aMHHOKHUCIIOTHI ¢ TIOMOIIBIO e¢ OJHOOYKBEHHOTO KOJAa, ee TPeXOyKBEHHOTO KOJa, Ha3BaHMUs WM KO-
JIOHA(0B) M3 TPpeX HYKJICOTHIIOB, KaK XOPOIIIO TIOHATHO B JaHHOH oOmactu (cM. Alberts, B. et al., Molecular Biol-
ogy of The Cell, Third Ed., Garland Publishing, Inc., New York, 1994). Aatuteno npotus IL-23p19 mno nHa-
CTOSIIEMY N300PETEHUIO MOXKET BKJIIOYATh OJHY MIJIM HECKOJIBKO aMHHOKHCIOTHBIX 3aMEH, eI WA BCTa-
BOK JTHOO BCJEICTBHE MPHUPOAHBIX MYTalWi, THOO0 BCIEACTBHE BO3JCHCTBHS YEIOBEKa, KaK OMMCAHO B HACTOSA-
IIeM ONMUCAaHWK. AMUHOKHCIOTH B aHTuTeNe npotuB 1L-23p19 mo HacTosIeMy H300pETeHUI0, KOTOPBIC HEO0-
XOJUMBI ISl (PYHKIIMOHUPOBAHHS, MOXKHO BBISBIISTh M3BCCTHBIMU B JAHHOW 00JAaCTH CIIOCOOAMM, TAKMMH KaK
calfT-HampaBJICHHBIN MyTarcHe3 WiIH CKAaHUPYIOIINK alaHMHOM MyTarcHe3 (Hampumep, Ausubel, BEIIe, riaBs 8,
15, Cunningham and Wells, Science 244:1081-1085 (1989)). B nocneanemM crmocobe B KaXIbIid OCTATOK MOJIE-
KYJIBI BHOCST CIUHUYHBIC MYTAIlMH C 3aMEHOW Ha aJlaHWH. 3aTeM TOJIY4YCHHBIC MOJICKYJIBI TECTUPYIOT Ha OHOJIO-
THYECKYI0 aKTHBHOCTB, TAKYIO KaK, HO HE OTPaHUYMBASICh 3THUM, TI0 MEHBIICH Mepe OIMH B HEUTpaIU3yromeit
IL-23 akTHBHOCTH. YYaCTKH, KOTOPBIE BAKHBI JJIS CBSI3BIBAHUS aHTHUTENA, TAKKE MOXKHO BBISBIISITH IOCPEICTBOM
CTPYKTYPHOTO aHaJIN3a, TAKOTO KaK KPUCTAJUTU3AINA, SACPHBIA MarHUTHBIN pe3oHaHc win GoroadGuHHOE Me-
genue (Smith, et al., J. Mol. Biol. 224:899-904 (1992) u de Vos et al., Science 255:306-312 (1992)).

AntuTena npotus IL-23p19 no HacTosmemMy n300pETEeHHIO MOTYT BKJIIOYATh, HO HE OTPAaHUIUBATHLCS UMH,
M0 MEHBIIEH Mepe OIMH YY4acCTOK, IIOCIEAOBATEIFHOCT WIIM COUYETaHNE, BRIOPAHHBIC U3 OT 5 10 BCEX COCETHUX
AMHUHOKHUCIIOT BapHaOeIbHOro y4acTka mocieaoBatensHocTen SEQ ID NO: 82-85, 93-98, 100, 102, 113-116 u
128-132 u SEQ ID NO: 80, 81, 86-92, 99, 101, 103-112, 117-127 u 147.

HeorpannuuBaromue BapuaHThI, KOTOPHIC MOTYT YCHIUBATh WM TOJICPKUBATH MO MCHBIICH Mepe OJIH
U3 TICPEYNCIICHHBIX BUJIOB AKTUBHOCTH, BKITFOYAIOT, HO HE OTPAHUYMBAIOTCS MMH, JIIOOOH M3 YKa3aHHBIX BEIIIE
MOJIMIICTITHIOB, JaJice COJCPKAIIMX IT0 MEHBIICH Mepe OJHY MYTAIHI0, COOTBETCTBYIOIIYIO IO MCHBIICH Mepe
OJTHOYW 3aMEHE B OCTAaTKaX, BAPBUPYIOIINX CPEIH OMMCAHHBIX aMUHOKUCIIOTHBIX MOCIICIOBATEIBHOCTEH BapUaH-
TOB.

AnTtuTeno npotuB IL-23p19 manee MoxeT HEOOSA3aTENBHO CONEPXKATh MOJUTENTHI ¢ aMHHOKHCIOTHON
MOCJIEIOBATEIEHOCTRIO, KOTOPasi OTIMYAETCS OT IOCIEJOBAaTENIFHOCTEH, OMMCAHHBIX B HACTOSIIEM OIMCAHWUU
(HammpuMep, ¢ OJHOW WM HECKOJBKMMH KOHCEPBATHBHBIMH 3aMEHAMH B IOCIIEIOBATEIFHOCTIX, MPEICTABICH-
HBIX B HACTOAIIEM ommcaHum). Tarke, 6oree KOHKPETHO, HACTOAIIEEe N300pETeHNE BKITI0YAST BAPHAHTHI aMHUHO-
KHCJIOTHOHM TOCJIEI0BATEIFHOCTH BapuabenpHoro yuactka jerkoi mermu SEQ ID NO: 82-85, 93-98, 100, 102,
113-116 m 128-132 wmu aMHHOKHCIOTHOH MOCHieIoBaTeIbHOCTH BapuadensHoro ydactka SEQ ID NO: 80, 81,
86-92, 99, 101, 103-112, 117-127 u 147.

Kak moiiMyT crienuanucThl, HacTosIee N300peTeHHE OTHOCUTCS M0 MEHBIIIEH Mepe K 0JJTHOMY OHOJIOTHYe-
CKH aKTUBHOMY aHTHUTEINy 10 HACTOSIIEMY H300pETCHUIO. BHOMOTHYecKy aKTUBHBIC aHTHUTENA 00JaTaroT CIie-
mudryHON akTUBHOCTBIO 1O MeHbmIeH Mepe 20, 30 mmu 40%, nmpeamnoyTuTensHo Mo MeHbnield Mepe 50, 60 wu
70% wu Hanbonee mpennoyTuTeNnbHO 10 MeHbIei Mepe 80, 90 mm 95-1000% wim Gojiee OTHOCUTENHHO aKTHB-
HOCTH HaTHBHOTO (HECHHTETHYECKOT0), SHAOT€HHOTO WM CXOJHOTO M M3BECTHOTO aHTuTena. CrocoOsl aHamm3a
M KOJMYECTBEHHOT'O OMpECNICHIs MoKa3aTeiaed pepMEeHTaTUBHON aKTHBHOCTH M CyOCTpPaTHOW CIenn(UIHOCTH
XOPOIIIO M3BECTHHI CIICIHANKCTaM B JAHHOW 00IacTH.

B nmpyrom acmekte 3TO M300peTeHHE OTHOCHUTCS K aHTHTENIaM YeJIOBEKa M aHTHUTCHCBS3BIBAIOIINM (par-
MEHTaM, KaK OITMCAHO B HACTOSAIIEM JOKYMEHTE, KOTOPbIE MOAU(PHUINPOBAHEI TOCPEICTBOM KOBAJIEHTHOTO MPH-
COCJIMHCHUS OpraHMYecKOd rpynnbl. Takas MOIUQUKALUS MOXKET IPUBOIUTH K MOJYYCHHUIO aHTHTENA WU aH-
TUTCHCBS3BIBAIONICTO (h)parMEeHTa C YIYYIICHHBIME (apMaKOKHHETHYCCKAMHU CBOWCTBAMH (HAIPUMEp, TOBBI-
IICHHBIM MEPHOJIOM MOJypachaga B CHIBOPOTKE in vivo). OpraHmdeckas TpyIIia MOXKET MPEICTaBISATh COOOU
JUHEHHYIO WM Pa3BETBICHHYIO THAPOQPIIBHYIO MOJUMEPHYIO TPYIITY, TPYIITY KAPHOW KHCIOTHI WK TPYIITY
CJIOKHOTO 3(pUpa KUPHOW KHCIOTHL. B KOHKPETHBIX BapHaHTaX OCYIICCTBICHUS THAPOMWIbHAS IOJTUMEPHAS
TpyIna MOXXET 00J1aiaTh MOJIEKYJIIPHOM Maccoii, cocrapistomei oT npubnmsutenasao 800 10 nmpuOIM3NTEIHHO
120000 [Ta, m MOXET MPEACTaBIATh COOOH MOJIMATKAHTINKONG (HanmpuMep, noamtuieHrmukoss (PEG), momm-
npormenriukons (PPG)), yrneBognslid nonmuMep, moimMep W3 aMHHOKHUCIOT WM HOJMWBHHWIMHUPPOIUIOH, U
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TPYIINa >KUPHOW KUCIOTHI WA CIOXKHOTO 3()Upa JKUPHOW KUCIOTHI MOXET COJCPKATH OT MPUOIU3UTECIHHO
BOCBMH JIO MIPUOJIM3UTEIBHO COPOKA ATOMOB YTIICpOIa.

MomndunrpoBaHHbIE aHTUTENA W AaHTHICHCBA3BIBAIOMINE (PPATMEHTHI [0 3TOMY W300pPETEHHIO0 MOTYT CO-
JepXKaTh OJHY WJIM HECKOJBKO OPTaHWYECKHX TPYIII, KOTOPhIE KOBAJCHTHO CBS3aHBI, IPSIMO WM HEIPSAMO, C
agTuTenoM. Kaxmas opranmdeckasi Tpymma, KOTopasi CBsi3aHa C aHTUTEJIOM WIJIM aHTUTCHCBS3BIBAIONINM (par-
MEHTOM TI0 3TOMY H300pETeHHIO, MOKET HE3aBHCHMO TIPEACTABIATE CO00H THAPOMOUIBHYIO TOIMMEPHYIO TPYII-
My, TPYHITY XUPHOW KUCIOTHI MJIM TPYIITY CIOKHOTO 3(Hpa KUPHOH KUCIOTHL. Kak HCHONB3yIOT B HACTOSINEM
JIOKyMEHTE, TEPMHH '“KHpHas KHCIOTa" BKIIOYAET MOHOKAapOOHOBBIE KHCIOTHI M JUKAPOOHOBBIE KHCIIOTHI.
"TunpodunsHas noxuMepHas rpymmna’ B Ka4eCTBE UCTIOIB3YEMOr0 B HACTOSIIEM JTOKYMEHTE TEPMHHA OTHOCHT-
Csl K OPraHUYeCKOMY MOJUMEPY, KOTOPEIH sIBIIsieTCs OoJice paCTBOPUMBIM B BOZIE, YeM B OKTaHe. Hampumep, mo-
TUITU3UH OoJiee PacTBOPUM B BOZE, YeM B OKTaHe. Takum 00pa3oM, aHTHUTENO0, MOAU(DUIIUPOBAHHOE MOCPEICT-
BOM KOBaJCHTHOTO TPUCOCAMHCHUS MOJMIH3HHA, OTHOCUTCS K 3TOMY H300peTeHuto. ['uapoduibpHbIe momume-
PBL, IPUTOAHBIC U MOTUGDUKAIIMHA AHTHTEIN IO 3TOMY H300pETCHHUIO, MOTYT OBITh THHCHHBIMU IITH PAa3BETBICH-
HBIMH W BKIIIOYAIOT, HAMpPUMEp, MOJNUATKaHTIUKoMH (Hampumep, PEG, MOHOMETOKCHITONUATUICHTIUKOIH
(mPEG), PPG u T.11.), yrineBoasl (HampuMmep, AeKCTpaH, IEIUTI0I03Y, OJIMT0CaXapHIbl, TIOJIHCAXapuIbl U T.11.),
MOJIMEPHI THAPOPHUIHHBIX AaMUHOKHUCIIOT (HAPUMep, MOJIMIIN3HH, TIOJIMAPTHHNH, TOJIHACIapTaT ! T.I1.), OKCHIBI
TIOJIMATIKAaHOB (HAIPUMEpP, OKCHI MOJHMATHJICHA, OKCHJA IOJUMIPONUICHA W T.II.) M HOJIMBHHUIIHUPPOIHIOH.
IIpeamodrutenbHO THAPOYHIBHBIA MTOJIMMEP, KOTOPBIH MOTUPHUITUPYET AaHTUTENIO IO dTOMY HU300peTeHHIO, 00-
JaaeT MOJIEKYJIpHOH Maccol ot mpubausuTenbHo 800 mo mpudimsurensHo 150000 /a B kKauecTBe OTIEITHHOTO
MOJICKYJISIPHOTO diieMeHTa. Hampumep, MoxHO ncnonib3oBaTth PEGsggg 1 PEG,go0, TJI€ TOACTPOYHBIN 3HAK MTPEI-
CTaBIISIET COOOW CPEIHIOI MOJCKYIISIPHYIO MacCy MOJMMepa B NalbToHAX. [ mapoduiIbHAs MONMUMEpHAs TPyIIna
MOJKET OBITh 3aMeIlleHa OT OJTHOM JO IICCTH AJKWILHBIMHU TPYIIIAMHU, TPYIIAMH KUPHBIX KACIOT WM TPYyIIIaMU
CJIOKHBIX 3(UPOB KUPHBIX KHCIOT. [ MAPOQUIBHBIC MOTUMEPHI, KOTOPHIC 3aMEIIEHBI KHUPHOW KUCIOTOW WU
TPYIIIOH CIOXKHOTO 3(Hpa KUPHOH KUCIOTHI, MOKHO IMOJy4YaTh, UCIONB3Ys MPUTOJIHBIE CIoco0bl. Hampumep,
MOJIMEP, COJIEPKANUN AMUHOTPYIIITY, MOKHO MPUCOCTUHITE K KAPOOKCUIIATY dKUPHOU KUCIOTHI FIIH CIOXKHOTO
3¢dupa KUPHON KHUCIOTHI, 1 aKTUBUPOBAHHBIN KapOOKCHIAT (HampuMep, akKTHBUPOBAHHBIN mocpenctBoM N,N-
KapOOHMITMUMHE/IA30J1a) Ha JKUPHOW KHUCIOTE WM CI0KHOM 3(Hpe KUPHOH KUCIOTHI MOKHO HMPUCOSIHHATEH K
THIPOKCHIIBHON TPYIITE HA TIOJIHMEpE.

JKupHBIE KUCIOTHI U CIIOKHBIC A(PHPHI KUPHBIX KUCIIOT, IPUTOAHBIC IS MOAUGMUKAIIUN aHTUTEI TI0 ATOMY
n300pETEHNI0, MOTYT OBITh HACHIIIEHHBIMH WM MOTYT COAEP)KaTh OIWH WM HECKOJIHKO HEHACHIIICHHBIX 3Je-
MeHTOB. JKHpHBIE KHCIOTHI, KOTOPHIE MIPUTOAHBI IS MOIU(HUKAIIMHA aHTUTET [0 3TOMY M300pPETEHHUIO, BKIFOUa-
10T, HanpuMep, H-noaekaHoat (Cy,, naypar), H-retpagekanoat (C,4, MuUpHUCTaT), H-0KTagekanoar (Cig, cTeapar),
H-31iKo3aHoaT (Cy apaxunar), H-goko3aHoaT (Cy,, Oerenat), H-TpuakonTaHoat (Csg), H-TeTpakoHTaHOAT (Cyp),
uc-A9-okranekanoar (C18, onear), momHOCTBIO 1HC-AS,8,11,14-31ik03areTpacHoat (C20, apaxumoHaT), OKTaH-
JUOBYIO KHCJIOTY, TCTPAJCKaHAMOBYIO KUCIIOTY, OKTaJCKAHIUOBYIO KHCJIOTY, JOKO3aHJAHOBYIO KUCIOTY U T.IL.
[purogHeie CI0XHBIC Y(PUPBI KUPHBIX KUCIOT BKIIOYAIOT MOHOI(MUPHI IUKAPOOHOBBIX KHCIOT, KOTOPHIC CO-
JiepKaT JIMHCHHYIO WM Pa3BETBICHHYIO IPYIITY HU3IICTO alKiia. [ pymia HU3IIETO alKuiia MOXKET COICPIKATh
OT OJTHOTO JI0 MPUOJU3UTEIHHO JABCHAANATH, MPEAIOYTUTESIHFHO OT OJHOTO JO MPUOIM3UTEIBHO MIECTH aTOMOB
yriaepona.

MomndunrpoBaHHbIE aHTHTENA YEIOBEKa M aHTHI'CHCBSA3BIBAIOIINE (pparMeHTHl MOXKHO IMONy4aTh C HC-
MOJIF30BAHUEM TIPHTOTHBIX CIIOCOOOB, TaKMX KaK Peakmus ¢ OJHUM WM HECKOIBKHMH MOTU(PHUIHPYIOIINMHA
BemiecTBamMu. "Moaudunmpyroiiee BemecTBO" B KaUeCTBE HCIOJIB3YEMOT0 B HACTOSIIEM JOKYMEHTE TepMHHA
OTHOCHTCS K MPUTOIHOIN OpraHN4ecKoil rpymme (HampuMmep, K Irpymie ruApoGUIbHOTO MoTUMepa, KUPHOH KH-
CJIOTBI, CIIOKHOTO 3(Hpa XKUPHOH KHCIOTHI), KOTOpas COACPKHUT aKTUBHUPYIOUIYIO TPymIy. "AKTHBUPYIOIIAS
rpynmna" MpeacTaBiIseT cOO0H XUMUUCCKYIO TPYIITY Wi ()YHKIIMOHATBHYIO TPYIIIY, KOTOpas B COOTBETCTBYIO-
IIMX YCIIOBHSAX MOXET PEardpoBaTh CO BTOPOI XMMUYECKOH IPYIIOH, 00pa3ys, TakuM 00pa3oM, KOBAICHTHYIO
CBS3b MEXIY MOTUPUIMPYIONIMM BEIIECTBOM W BTOPOI XUMHUecKOW rpymmod. Hampumep, pearmpyromiue c
aMUHAMU TPYIITEI BKIFOYAIOT AIIEKTPOPUIBHBIE TPYIITBI, TAKAC KaK TO3WIIAT, ME3WIAT, Tajio (Xjiop, OpoM, GpTop,
Hox), cioxkubie 3¢upbl N-ruapokcucyknuaumuania (NHS) u t.n. AkTuBMpylomuye rpymmbl, KOTOPbIE MOTYT
pearupoBaTh C THOJIAMH, BKIIIOYAIOT, HAPUMEP, MATCHHUMHU, HOMAICTIN, aKPHIOIMI, TAPHIMIINCYITbQUIE,
THOJI 5-THON-2-HUTPOOEH30HHOW KUCHOTHI (TNB-THON) 1 T.11. ATBACTHAHYIO GYHKITHOHATBHYIO TPYIITY MOXHO
MPUCOEIMHATE K CONEPIKAIINM aMUH WM TUAPA3UA MOJEKYIaM, W a3sUIHAs TPYIIa MOXET pearupoBaTh C TPH-
BaneHTHOH (ochopHOit Tpynmoii ¢ obpa3oBanueM cBs3el gochopammmara wim dochopumuna. IIpurogHpie
CHocoOBI BCTPaMBaHUS aKTHBHUPYIOIINX TPYIII B MOJIEKYJIBI U3BECTHHI B JaHHOW oOnactu (cM., Hanpumep, Her-
manson, G.T., Bioconjugate Techniques, Academic Press: San Diego, CA (1996)). AktuBupytomas rpymmna Mo-
JKET OBITh TPSAMO CBSI3aHA C OPTaHMUYECKOW TPYIIION (HApPUMEp, C TPYIIIOH TUAPOQIIEHOTO MOUMEPa, JKUPHOM
KHCJIOTBI, CJIOKHOTO 3(pHUpa XUPHOW KHUCIOTHI) U Yepe3 JIMHKEPHYIO TPYIITy, HAalpUMEp IBYXBAJICHTHYIO
rpymmy C;-C;,, TIe OJUH WJIH HECKOJBKO aTOMOB yIJIEPOAa MOTYT OBITh 3aMEIICHBI TeTePOATOMOM, TAKHM Kak
KHCJIOPOJ, a30T WK cepa. lIpuroiHsie JHUHKEPHBIC TPYIIBI BKIIOYAIOT, HAIPHUMEpP, TETPadTHICHIIIUKOJNb,
-(CH,);-, -NH-(CH,)¢-NH-, -(CH,),-NH- u -CH,-O-CH,-CH,-O-CH,-CH,-O-CH-NH-. Moaudunupyrormime
BEIIIECTBA, KOTOPHIC COJACPKAT JMHKEPHYIO TPYIITY, MOXKHO TOJYy4aTh, HANPUMEDP, TMOCPEIACTBOM IMPOBEACHUSI
peakmu MoHO-Boc-ankmnanaMuHa (Hampumep, MOHO-Boc-3TrineHanaMuH, MOHO-Boc-1naMuHOTEeKCaH) ¢ XKHp-
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HOM KHCIOTOH B TNpUCYTCTBUH 1-3THi-3-(3-muMermiaamuHonporn)kapboguumuna (EDC) ¢ obpasoBannem
AMHIIHOM CBSI3U MEXIYy CBOOOJHBIM aMUHOM M KapOOKCHJIATOM XHMPHOM KUCIIOTHI. 3alUTHYIO Ipynity Boc Mox-
HO YJQJIATh U3 MPOAYKTa TIOCPEACTBOM 00paboTku TpudTopykcycHou kuciotoit (TFA), 9To nemaet qocTymmHBIM
TIEPBUYHBIA aMUH, KOTOPBIH MOXXHO TPHUCOEANHATE K APYrOMy KapOOKCHIIaTy, KaK OMICAHO, MIIA KOTOPBI MOX-
HO TOJBEPraTh PeakIHU C MAIEHHOBBIM aHTHAPHAOM, U TOIYYEHHBIH NMPOAYKT MOABEPraTh IUKIN3ANHN C T0-
Jy4eHHEM aKTHBHPOBAHHOTO MaJEHMUI0-TIPON3BOIHOTO KUPHOW KHUCIOTH (cM., Hampumep, Thompson, et al.,
WO 92/16221, mosHOE ONMCcaHie KOTOPOH BKIIOYCHO B HACTOAIIEE OMUCAHUH B KAY€CTBE CCHUTKH).

MomndunrpoBaHHbIE aHTHTETA IO ATOMY H300PETEHHIO MOKHO HOJY4aTh ITOCPEACTBOM MPOBEACHUS pe-
aKIMM aHTHUTEJIa YellOBEeKa MM aHTUIeHCBS3BIBatoIIero gparmenTa ¢ Moauduiupyomumm BermecTsoM. Hampu-
Mep, OpraHMYeCKHE TPYIIITBI MOXKHO MPHUCOEANHATH K aHTUTETY HE CHIEU(DHUIHBIM B OTHOIICHUN Y4acTKa CIOCO-
0OM C UCIIOJIb30BAaHHEM PEarupyrouiero ¢ aMMHOM MOAN(HUIMPYIONIETO BEIIECTBa, HAIPHIMED CI0XKHOTO d(Hpa
NHS u PEG. Moau¢punupoBaHHbIe aHTHTEIA YeJIOBEKa WJIM aHTHUTCHCBS3BIBAIOIINE (DPArMEHTHI TAKKe MOKHO
MOJTy4aTh BOCCTAHOBIICHUEM JUCYIIBLGUIHBIX CBA3EH (HanmpuMep, TUCyIb(QUIAHBIX CBSI3eH MEXIy LEMsIMH) aHTH-
TeNla WM aHTUTCHCBS3BIBAIOIIEro (parMeHTa. BoccTaHOBIEHHOE aHTHTENO WM aHTHICHCBSI3BIBAIOIINI (par-
MEHT 3aTe€M MOJKHO ITOJIBEPTaTh PEaKINH C PEaruPyIOIIUM C THOJIOM MOAUDUIPYIONIAM BEIIECTBOM C HOTyde-
HHEM MOAM(DUIIMPOBAHHOTO aHTUTENA MO 3TOMY H300peTeHu0. MoauduIInpoBaHHEIE aHTUTENA YEJIOBEKa U aH-
TUTEHCBS3BIBAIONINE (PAarMEHTHI, COMACpPKAIUEe OPTaHMYECKYI0 TPYIIILY, KOTOpas CBs3aHA C ONpPEACIICHHBIMH
yJacTKaMH aHTHTENa M0 HACTOAIIEMY M300pPETeHHIO, MOKHO ITOJIyYaTh C MCIOJIB30BAaHHUEM IPHTOTHBIX CIOCO-
00B, Takux kak oOpartHerii nmporeosms (Fisch et al., Bioconjugate Chem., 3:147-153 (1992), Werlen et al., Bio-
conjugate Chem., 5:411-417 (1994), Kumaran et al., Protein Set 6 (10): 2233-2241 (1997), Itoh et al., Bioorg.
Chem., 24(1): 59-68 (1996), Capellas et al., Biotechnol Bioeng., 56 (4):456-463 (1997)), u coco0oB, omnucaH-
HbIX B Hermanson, G.T., Bioconjugate Techniques, Academic Press: San Diego, CA (1996).

KoMmno3uiuu aHTUUIUOTUIINYECKUX aHTUTEN K aHTuTenaM npotus 1L-23p19.

B nmomonHeHMe K MOHOKJIOHANBHBIM aHTUTeNaM mpoTuB 1L-23p19 Hacrosimee M300peTeHHE TaKkKe OTHO-
CHUTCSl K aHTUHAUOTHITNYecKoMy (aHTH-1d) aHTHTENY, ceunpuYHOMY K TaKMM aHTHTEJIaM IO 3TOMY H300peTe-
0. AHTH-Id-aHTHTENO TIpencTaBILeT COOOW aHTHTENO, KOTOPOE PACIIO3HACT OMpEICICHHBIC IEeTCPMUHAHTEHI,
KaK IPaBIJIO, aCCOLNUPOBAHHBIC C AaHTUTCHCBS3BIBAIONINM YIaCTKOM APYroro anturena. AHTH-Id MoXxHO moiry-
4aTh MOCPEICTBOM NUMMYHH3AINH )KHBOTHOTO TOTO K€ BHIa M TCHETUYECKOTO THIIA (HAIpUMeEp, JINHIH MBIIITH) B
KadecTBe MCTouHWKa [d-anTuTena, anturenoM wiu ero cojepxammM CDR ydacTtkom. B mMMyHU3HpOBaHHOM
JKUBOTHOM IIPOMCXOJUT PACTIO3HABAHKE M OTBET HAa WAMOTHIINYECKHUE ICTEPMHUHAHTH IMMYHH3HPYIONIETO aHTH-
Tena U npoaykmus aHTu-Id antuTena. AuTH-Id aHTHUTENIO Takke MOYKHO HCITOJIb30BaTh B Ka4eCTBE "MMMYyHOTe-
Ha" JUIS MHIYyIUPOBAaHUSI UMMYHHOTO OTBETA y JPYroro >KHBOTHOTO, MPOAYLUPYIOLIETO TaK HAa3bIBAEMOE aHTH-
antu-1d anTUTENO.

Taroke HacTosIIEee M300pETEHHE OTHOCHTCS IO MEHBIIEH Mepe K OJTHOM KOMIO3UIMK aHTHUTeN npoTus IL-
23p19, conepxariel B Hell IO MEHBILIEH Mepe OJHO, IO MEHbIIEH Mepe /ABa, 10 MEHbIIEH Mepe TpH, 10 MEHb-
IIeii Mepe YeThIpe, 0 MEHBIIEH Mepe IIsITh, 0 MEHBIIEH Mepe mecTh Wwin Oonee antuTen nmpotus 1L-23p19, kak
ONMCAaHO B HACTOSIIEM JOKYMEHTE W/WINM KaK W3BECTHO B JAaHHOH 00JacTH, KOTOpBIC IPEIOCTABICHBI B HE
BCTPEYAIOIIEHCS B MPHPOJIC KOMIIO3UINH, cMecH wiH popme. Takre KOMIO3UINY BKIIFOYAIOT HE BCTPEYAIOIIHe-
csl B IPUPOZE KOMIIO3UIINH, COAEpIKaIllie II0 MEHBIIeH Mepe ONMH WIH JBa TOJTHOPa3MEPHBIX BapHAHTA, BapH-
anta ¢ C- w/mu N-KOHIIEBOH Jeneriei, JToMeHa Win (pparMeHTa, Wik OnpeeliCHHbIX BapHaHTa aMHHOKHCIIOT-
HOH TIOCNIeIOBaTENBHOCTH aHTHTeNa npotuB I1L-23p19, BeIOpanHoil U3 rpymmsl, cocrosmieit u3 70-100% cocen-
HuX aMuHOKUCIOT SEQ ID NO: 1-132, 146 u 147 wim ux onpeaeneHHbIX GparMeHTOB, JOMEHOB MIJIM BapHaH-
TOB. [IpeanoyTurensHble KOMIO3UIMKM aHTUTeN TpoTuB IL-23p19 BriIIOYaIOT MO MEHbLIEH Mepe OJUH WUJIU J1Ba
MOJIHOPa3MEpHBIX Y4acTka, (hparMeHTa, JOMEHa WM BapHaHTa YJ9acTKOB, COJIEpIKAINX 110 MEHbIIEH Mepe OHYy
CDR umu LBP, nocnenoBarensHocT anTUTena npotus 1L-23pl19, onucaHHOro B HACTOALIEM NOKYMEHTE, Ha-
npumep, 70-100% SEQ ID NO: 1-132, 146 n 147, unn ux onpeneieHHbIX GpparMeHTOB, JOMEHOB MM BapHaH-
ToB. Cienytonye npeAnoYTUTENbHbIE KOMIIO3UIIUU COJEpKaT, Hanpumep, 40-99% no MeHblIel Mepe OAHOTO U3
70-100% n3 SEQ ID NO: 1-132, 146 u 147 u T.11., WM UX ONpeeNeHHbIe ()parMEeHTH, JOMEHBI W BapHAHTHIL.
Takue MPOLEHTHBIE COACPKAHIS KOMITO3UIINU MPEICTABISIOT CO00 POLIEHTHBIE COAEP KaHuUs 0 Macce, 00be-
My, KOHIIEHTpPAIH, MOJIIPHOCTH WJIM MOJISUTBHOCTH, B Ka4E€CTBE JKUIKUX WIH CYXHX PacTBOPOB, cMeceil, cyc-
MICH3UH, SMYJIBCHHA, YaCTHII, MOPOIIKA WM KOJUIOMAHBIX BEMIECTB, KAK M3BECTHO B JAHHOM OONACTH WIIM Kak
OTIMCaHO B HACTOAIIEM JOKYMEHTE.

Komnozuiun anTHTeN, COAepIKAIINe JONOTHATEIBHBIEC TEPATIeBTUIECCKH aKTHBHBIC HHTPEIUEHTHI.

KomMrmo3uiuu aHTUTENa M0 3TOMY H300pETEHHI0, KpOME TOTO, HEOOS3aTeIhbHO MOTYT COAepkath d(dek-
THUBHOE KOJHMYECTBO 10 MEHBILIEH Mepe OJHOTO COCAMHEHMs WK Oeka, BHIOPAHHOTO MO MEHbIIEH Mepe U3 oj1-
HOTO MPOTHBOMH(EKINOHHOTO JIEKAPCTBEHHOTO CPEJICTBA, JICKAPCTBEHHOTO CPEJICTBA JUISL CEPACUHO-COCYAUCTOH
(CV) cucreMmsl, IeKapCTBEHHOTO CPEJCTBa Ul LeHTpaibHOW HepBHOH cuctemsl (LIHC), nexapcTBeHHOTO Cpen-
CTBa ]ISl aBTOHOMHOW HepBHOH cucTeMbl (ANS), IeKapcTBEHHOTO CPEACTBA JUIS JbIXaTEIbHBIX ITyTEH, JIeKapcT-
BEHHOTO CpeJCTBa JUIA JKemynouHo-kumeyHoro (GI) Tpakra, ropMOHAIBEHOTO JIEKAPCTBEHHOTO CPEJICTBA, JIEKap-
CTBEHHOTO CPEJCTBA /ISl >KUIKOCTHOTO WJIM BJIEKTPOJIHMTHOTO OanaHca, TeMaTOJIOTHYECKOTro JIEKapCTBEHHOTO
CPEeICTBa, MPOTHUBOOIYXOJIEBOTO CPEICTBA, MMMYHOMOIYIUPYIOIIETO JIEKAPCTBEHHOTO CPEACTBA, JCKAPCTBEH-
HOTO CpeZCTBa IS IJ1a3, YIIeH 1 Hoca, ICKapCTBEHHOTO CPEICTBA JUII MECTHOTO NMPHUMEHEHHS, TUETOIOT HYECKO-
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TO JICKQPCTBCHHOTO CPEICTBA WM CXOJHBIX C HUMU. Takue JIeKapCTBEHHBIC CPEACTBA XOPOIIO U3BECTHEI B JIaH-
HOW 00JacTH, BKJIFOYAsl COCTAaBBI, MOKA3aHUs, JO3UPOBAHUE M BBEICHHE JUIA KaXKIOTO MPEICTaBICHHOTO B Ha-
CTOSIIEM ONMCAHNHM JIGKAPCTBEHHOTO cpeacTna (cM., HampuMep, Nursing 2001 Handbook of Drugs, 21 edition,
Springhouse Corp., Springhouse, PA, 2001, Health Professional's Drug Guide 2001, ed., Shannon, Wilson,
Stang, Prentice-Hall, Inc, Upper Saddle River, NJ, Pharmcotherapy Handbook, Wells et al., ed., Appleton &
Lange, Stamford, CT, Bce U3 KOTOPHIX BKIIOYCHBI B HACTOSIIEE ONMMCAHUE B KAUECTBE CCHUIOK B TIOJHOM O0OBe-
Me).

[IpoTHBOMH(EKIIMOHHOE JTEKAPCTBEHHOE CPEICTBO MOXKET MPEACTaBIATH cOO0I MO MEHBIIEH Mepe OIHO
CPEICTBO, BEIOPaHHOE M3 aMEOUIUAOB WM MO MECHBIICH Mepe OJHOTO U3 MPOTHUBOMPOTO30MWHBIX CPEICTB, IMPO-
TUBOTCIIEMUHTHBIX CPEJICTB, MPOTHBOTPUOKOBBIX CPEICTB, MPOTHBOMAISIPHUHHBIX, IPOTUBOTYOCPKYIC3HBIX
CPEICTB WU IO MCHBIICH Mepe OJHOTO M3 MPOTHBOJCIPO3HBIX CPEICTB, AMHHOTJIMKO3UIOB, NICHUIIMLTHHOB,
1e(aroCmOpUHOB, TETPAITUKINHOB, CYIb()OHAMHIOB, (PTOPXUHOIOHOB, IPOTHBOBUPYCHBIX CPEICTB, MaKPOIU/I-
HBIX TIPOTUBOMH()EKIIMOHHBIX CPEJICTB ¥ MPOYUX MPOTUBOMH(PEKIUOHHBIX cpeacTB. CV ekapcTBEHHOE CPECT-
BO MOXET IPEJCTABIIATH COOOM 10 MEHBIICH Mepe OJTHO JICKAPCTBEHHOE CPEICTBO, BEIOPAHHOE M3 MHOTPOITHBIX
CPEICTB, aHTHAPUTMHUYECKUX CPEJICTB, AHTHAHTHHAIBHBIX CPEICTB, aHTUTUIICPTEH3MBHBIX CPEICTB, aHTIIIUIIH-
JEMHYECKUX CPEICTB M MMPOUYHX CEPICIHO-COCYAUCTHIX JEKAPCTBEHHBIX CPEICTB.

JlexapctBenHoe cpeactBo aiist [IHC mMoxkeT mpeacTaBisaTh cOOOH MO0 MEHbIIIEH Mepe OHO JIEKApCTBEHHOE
CPEeICTBO, BEIOPAaHHOE M3 HEHAPKOTHYECKUX aHAJIBI€THUKOB, WM 110 MEHBIIEH Mepe OJHO JIEKapCTBEHHOE Cpe-
CTBO, BBIOpaHHOE W3 >KapOMOHIKAIOMINX CPEACTB, HECTCPOWIHBIX NMPOTHBOBOCTIIAJIHTEIHHBIX JIEKAPCTBEHHBIX
CPEICTB, HAPKOTHYECKOTO HITM IO MEHBIIEH Mepe OJHOTO M3 ONMMOWUTHBIX AHAIBIETHKOB, CETaTHBHBIX THITHOTH-
YECKHUX CPEICTB, IPOTHBOCYIAOPOXKHBIX MPEMapaToB, aHTUICTIPECCAHTOB, CEAATUBHBIX JCKAPCTBCHHBIX CPEIICTB,
AHTHIICUXOTUYCCKHUX JICKAPCTBEHHBIX CPEJCTB, CTHMYISATOPOB LECHTPAIBLHONW HEPBHOW CHCTEMBI, IPOTHUBOIAP-
KWUHCOHHUYECKUX CPEJICTB U MPOYUX JICKAPCTBCHHBIX CPEJCTB JJISI IICHTPAIbHON HEPBHOW CUCTEMBI. JIekapcTBEeH-
Hoe cpenctBO st ANS MOKeT mpeAcTaBiIaTh co00i MO MEHBIIEH Mepe OJHO JICKAPCTBCHHOE CPEACTBO, BBI-
OpaHHOC U3 XOJHMHEPTUYECKUX CPEACTB (MapacUMIIATOMUMETHKOB), aHTUXOJIUHEPTHYCCKUX CPEICTB, allpeHEp-
TUYECKHX CPEJCTB (CHMIATOMHMETHKOB), alpEHEPTHIECKUX OJIOKATOPOB (CHMITATOJUTUKOB), PEIAKCAHTOB CKe-
JIETHOW MYCKYJATyphl M HEPBHO-MBIMICYHBIX OJIOKAaTOpOB. JIekapcTBEHHOE CPENCTBO IS IBIXATENBHBIX ITyTeH
MOJKET TIPEICTABIIATE COOON MO MEHBIIEH Mepe OJHO JICKAPCTBEHHOE CPEACTBO, BHIOPAHHOE M3 aHTUTHCTAMM-
HOB, OpPOHXOIMIATATOPOB, OTXAPKUBAIOIINX CPEACTB MM [0 MEHBIICH Mepe OTHOTO M3 CPEACTB OT Kalllsl U
MPOYXX JEKAPCTBEHHBIX CPEICTB JUIA AbIXaTeNbHOU cucTeMsl. JlekapcTBeHHOE cpencTBo M Gl Tpakra MoxeT
MPEACTaBIATE cOOOM 1O MEHBIIEH Mepe OJHO JIEKapCTBEHHOE CPEACTBO, BEIOPAHHOE W3 AHTAIMIOB WM II0
MEHBIICH Mepe OAHOTO M3 aJICOPOCHTOB TMOO MO MEHBIICH MEpE OJJHOTO M3 YCTPAHSIONIMX METCOPU3M CPEICTB,
MUIICBAPUTEIFHBIX (JEPMEHTOB, HIIH 110 MCHBIICH Mepe OJHOTO U3 PACTBOPSIONIMX JKCIYHBIC KAMHU CPEJICTB,
CPEICTB MPOTUB IUAPCH, CITA0OUTEIBHBIX CPEICTB, MPOTUBOPBOTHBIX CPEACTB U JCKAPCTBCHHBIX CPEICTB IMPOTUB
s3BBI. ['OpMOHAIIBHOE JIEKAPCTBEHHOE CPEICTBO MOXKET MPEICTABIATE COOOW MO MEHBIICH Mepe OIHO JICKapCT-
BEHHOC CPEIICTBO, BEIOPAHHOE M3 KOPTHKOCTEPOHIOB, aHPOTCHOB, WU [0 MEHBIICH Mepe OJJHOTO aHa0oJIM4e-
CKOTO CTEpOMJa, ICTPOTeHA WJIM IO MEHBIICH Mepe OJHOTO IPOTeCTHHA, TOHAJIOTPOIHHA, IPOTHBOAHAOCTHYC-
CKOTO JISKapCTBEHHOTO CPEACTBA MM [0 MEHBIIEH Mepe OJTHOTO M3 TIFOKaroHa, TOPMOHA IIUTOBUIHOMN KeJe3Hbl,
AQHTAarOHHUCTAa TOPMOHA ITUTOBUIHOW >KEJIe3bl, TOPMOHA THITO(H3a, M JEKAPCTBEHHOTO CPEACTBAa, MOJOOHOTO
TOPMOHY TIApaIIUTOBUIHON Kele3bl. JIekapCTBEHHOE CPEACTBO IS JKUAKOCTHOTO U AJIEKTPOJIMTHOTO OanaHca
MOJKET MPEICTABIATh COOOH TI0 MEHBIIEH Mepe OFHO JICKApCTBEHHOE CPEICTBO, BEIOPAHHOE U3 JUYPETHKOB,
3JIEKTPOJIMTOB WIIN M0 MEHBIIIEH Mepe OJHOTO 3aMEIIalOIero pacTBOpa, MOJKUCISIONIET0 Wil 110 MEHbBIICH Me-
pe OJTHOTO TIOIIEIAYHBAIOINIETO CPEACTBA. [ eMaTOIOrHYeCKoe JIEKapCTBEHHOE CPEJICTBO MOMKET MPEICTABIATh
co00¥i 0 MEHBIIEH Mepe OJHO JICKAPCTBEHHOE CPEICTBO, BRIOPAHHOE M3 MOBBIIIAIONIMX KOJHYECTBO TEMOTIIO-
OWHAa B KPOBU CPEJCTB, aHTUKOATYJSTHTOB, TIPOM3BOJIHEIX KPOBH U TpoMmOomuTHyeckux (epmenros. Cpencrsa
MPOTHB 3J0KAYECTBEHHOMN OITyXOJIM MOTYT TPEACTABIATh COOOM MO MEHBIICH Mepe OJTHO CPEACTBO, BBIOpAaHHOE
U3 aJKWINPYIOIIHUX JICKAPCTBEHHBIX CPEICTB, aHTUMETA00IUTOB, aHTHOMOTHKOB IPOTUB 3JIOKAYCCTBCHHOM OITy-
XOJIHM, CPEACTB IPOTUB 3JIOKAYECTBECHHOH OITyXOJIM, KOTOPBIC H3MCHSIOT TOPMOHAIBHBIA OajaHC, W TPOYUX
CPEICTB MPOTHB 3JI0KAYECTBEHHON OITyXOIH.

NmmyHOMOAyIMpYIOIIee JIEKapCTBEHHOE CPEICTBO MOJXKET MPEJCTABIATh COOOH 1O MEHBIICH Mepe OJHO
JIEKApCTBEHHOE CPEACTBO, BEIOPAHHOE M3 MMMYHOAETIPECCAHTOB, BaKIIMH FJIM 10 MEHBIIEH Mepe OJHOTO TOK-
conJa, aHTUTOKCHHA WM 0 MEHBIIEH Mepe OJHOTO aHTHBEHHHA, HIMMYHHOW CBIBOPOTKH M MOIU(HUKATOPOB
OmosTIoTHYecKOT0 OTBeTa. JIekapcTBEHHBIE CPENCTBO IS TIJ1a3, YIIEH W HOca MOXKET IPEACTaBIATH COO0H 1Mo
MEHBIIIEH Mepe OJHO JIEKAPCTBEHHOE CPEACTBO, BBHIOpAaHHOE W3 O(TATBMUYECKHX HPOTHBOMH(DEKIIMOHHBIX
CPencTB, OQTATEMUYCCKUX MPOTHBOBOCIAIUTEIEHBIX CPEJICTB, MHOTHKOB, MUJIPUATHKOB, O()TATEMUYECKUX CO-
CYJIOCY>KUBAIOIIHUX CPEJICTB, MPOYHX JICKAPCTBEHHBIX CPEIICTB IS TJIa3, yIIeH u Hoca. MeCTHOE JIeKapCTBEHHOE
CPEICTBO MOXET MPEJCTABIATh COOO0H IO MEHBIIIEH Mepe OJTHO JIEKAPCTBECHHOE CPENICTBO, BEIOPAHHOE U3 TPOTHU-
BOMH()EKIIMOHHBIX CPENICTB, CKAOMIIMIOB WM TI0 MEHBIIICH Mepe OJHOTO MEAMKYIHIUAA WX MECTHOTO KOPTH-
KocTepouaa. /IueTonorndeckoe JeKapCTBEHHOE CPEACTBO MOKET MPEACTABIATE COOOM MO MEHBIIEH Mepe OJTHO
JICKApPCTBCHHOE CPEACTBO, BHIOpAaHHOC U3 BUTAMHUHOB, MUHCPAIOB WM KAJIOPUIHBIX CPEICTB; CM., HAIIPHMED,
conepkanne Nursing 2001 Drug Handbook, Berre.

ITo meHbpIIeH Mepe OJTHO aMEOHUITMIHOE WITH TPOTHBOIIPOTO30HHOE CPEIICTBO MOXKET MPEICTABIIATh COO0M
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MO0 MEHBIIEH Mepe OIHO JICKAPCTBEHHOE CPEICTBO, BEIOPAHHOE M3 aTOBAKBOHA, XJIOPOKBHHA THAPOXIIOPHUIA,
XJIOPOKBUHA (pochaTa, MCTPOHUAA30)1a, METPOHHIA30J1a THAPOXIIOPHIA U TICHTAMUINHA n3eTHOHATa. [1o MeHb-
el Mepe OJHO IPOTHBOTEIEMUHTHOE CPEICTBO MOXKET MIPEICTABIATH OO0 10 MEHBIIEH Mepe OIHO CPEICTBO,
BBIOpaHHOE M3 MeOeHIa30J1a, MUpaHTeNa maMoarta u Tnadbenaasona. [lo MeHbIel Mepe OJHO TPOTUBOTPHUOKOBOE
CPEICTBO MOKET MPEACTABIATH cOOO0M 0 MEHBIIEH Mepe CPelCTBO, BEIOpaHHOE U3 amdoTepuiaa B, xomecte-
pun-cynb(haTHOTO KOMIUIeKca am@oTepurHa B, numuaHoro xoMiuiekca amdoTepunuHa B, mrmocomansHOTO
ampotepurnHa B, gurykoHazona, GpaynuTo3nHa, MUKPOPa3MEPHOTO TPU3e0PyIbBHUHA, YIBTPAMHKPOPAZMEPHOTO
rpu3eodyIbBHHA, UTPAKOHA30a, KETOKOHA30JIa, HUCTaTHHA U TepOuHaduHa ruapoxnopuaa. [To MmeHbIe Mepe
OJTHO TIPOTHBOMAJISIPUIHHOE CPEACTBO MOXKET MPEICTABIATH COOOI MO0 MEHBINEH Mepe OJHO CPEICTBO, BEIOpaH-
HOE W3 XJIOPOKBHHA THIPOXIIOPHIA, XJIOPOKBHHA (hocdara, JOKCUIFIINHA, THAPOKCUXIIOPOKBHHA CyIb(haTa, Me-
(hIoKBHHA THUAPOXJIOpPWAA, MpUMakBUHA (ocdara, MUPpUMETaAMUHA W MUPUMETAMHUHA C CYIb(pagokcuHoM. [lo
MEHBIIIEH Mepe 0JTHO IPOTHBOTYOEPKYJIE3HOE HIIH ITPOTUBOJICTIPO3HOE CPEICTBO MOKET MPEACTABIATE CO00It 1Mo
MEHBIIICH Mepe OJHO CPEICTBO, BRIOpaHHOE M3 KIO(ha3UMHUHA, IIUKIOCEPHHA, Tal30Ha, ITAMOYTONa THAPOXIIO-
pyaa, U30HUA3WA, MUpa3uHAMuUIa, pudadyTuHa, pudamnrHa, pudancHTHHA U CTPENTOMUIMHA cynbdaTa. [1o
MEHBIIECH Mepe OWH aMHUHOTIIMKO3H MOXKET MPECTaBIATh COOOH M0 MEHBIICH Mepe OHO CPEICTBO, BEIOpaH-
HOE M3 aMUKalliHa CyJib(darta, reHTaMHUIMHA CYJIb(aTa, HEOMHUIIMHA CYIb(aTa, CTPENTOMUIINHA CyIb(haTa u ToO-
pamunHa cynbdata. [1o MeHbIIeH Mepe OJIMH MEHUITMIIITMH MOXKET TIPEJICTABIIATh COOOM 0 MEHBIIEH Mepe o1
HO CPEJCTBO, BRIOpAaHHOE M3 aMOKCHIIMJUIMH/KIIaByJIaHATa KalWs, aMOKCHUIMJUIMHA TPUTHAPATa, aMINIIINHA,
aMIMOWUIMHA HATPHS, aMIIMIMUTNHA TPUTHAPATa, aMINLIWIUIHH HAaTpUs/Cynb0aKkTaMa HaTpHs, KIOKCAI[MIIIIHHA
HATPHS, AUKIOKCAMIUINHA HATPHA, ME3JIONWIINHA HATPH, HAQIIIUTIMHA HATPHA, OKCHUIIIJUIMHA HATPUS, ICHH-
mninHa G OeH3aTtuHa, neHuwuMHa G kanus, neHnuninaa G nmpokanHa, neHunwunHa G HaTpuUs, TICHALUII-
nrHA V Kausl, MUNCpalliIDINHA HATPHUs, TUIICPANMILTHH HATPHs/Ta300aKTaMa HATPHs, THKAPUMLINHA TUHATPHS
W THKAPIWUIMH JUHATPUS/KIaBynaHaTa kamus. [lo MeHbIIel Mepe OuH 1e(alloCTOpUH MOXKET TPEACTaBIATh
co0oi1 o MeHbIIeH Mepe 0HO CPEACTBO, BEIOpaHHOE U3 Ledakiopa, 1edaapokcuia, nedasonnHa HaTpus, ned-
TUHHpa, nedenuMa TUApoxiIopuaa, HedukcuMa, negmerazosa HATpus, neGOHHIUAA HATPHA, Ledorepa3oHa
HaTpus, nedoTakcuma HaTpus, eoTeTaHa JUHATPHUS, IIEPOKCUTHHA HATPUS, IePIOJOKCUMa TIPOKCETHIIa, Ied-
mpo3wia, nedrazuanma, neGTudyreHa, nedTU30KcuMa HaTpus, e TPUAKCOHA HATPHS, IIePyPOKCHUMA aKCETHIIA,
nedypokcuMa Hatpus, IedalleKCHHa THIPOXJIOpHa, redanekcnHa MOHOTHIpaTa, IedpaarHa U Jopakadeda.
ITo MeHbIIEH Mepe OMH TETPAIMKIMH MOKET MPEACTABIATE COO0H IO MEHBIIIEH Mepe OHO CPEACTBO, BHIOpaH-
HOE U3 JIEMEKIOIMKINHA THIPOXIOPHIA, JOKCHUIIMIINHA KaJbIH, JOKCUIIMINHA THKIATa, JOKCUIMINHA THAPO-
XJIOpU/A, MOKCHIMIMHA MOHOTHIpaTa, MHUHOIMKIWHA THAPOXJIOPHIA M TETpalMKINHAa Tuapoxiopuma. Ilo
MEHBIICH Mepe OJMH CyTb()OHAMUI MOXKET MPEACTABIATH COOOM MO0 MEHBIIEH Mepe OJTHO CPEIICTBO, BRIOPAHHOE
U3 KO-TPUMOKCA30Jia, Cyib(haana3nHa, cyiab(paMeTokca3ona, Cyabpu30Kca3oa U aneTwicyibhusokcasomna. 1o
MEHBIICH Mepe OJMH (PTOPXUHOIOH MOKET MPEICTABIATH COOOU MO MEHBIICH Mepe OJHO CPEIICTBO, BEIOpaHHOE
u3 anarpodiaokcanuHa Me3uaTa, UIpogIIOKCaIIHA, YHOKCAIIMHA, JIeBOo(IOKcanuHa, ToMedIoKcaluHa THAPO-
XJIOpUIa, HATHIUKCOBOH KUCIIOTHI, HOP(IIOKCANWHA, O(IIOKCcanHa, crap(IoKCalliiHa U TpoBa(IOKCaI[MHA Me-
3miata. [lo MeHbIIel Mepe oarH (HTOPXUHOIOH MOXKET MPEACTABIATE COOOH MO MEHBIICH Mepe OJHO CPEACTBO,
BEIOpaHHOE U3 anaTpoduioKcaHa Me3miaTa, MUIpodIoKcamaa, SHOKCAIlMHA, JTeBOdIoKcaIuHa, JJoMedIoKca-
[IMHA THAPOXJIOPH]IA, HATHIUKCOBOW KHCIOTHI, HOpdIokcarmHa, odokcaruna, cnapgiokcauia U TPoBaQIIoK-
carHa Me3niarta. [o MeHbpIIe Mepe 0HO MPOTHBOBUPYCHOE CPEACTBO MOKET HPEACTaBIATH cOO0I O MEHb-
el Mepe O/IHO CPE/ICTBO, BEIOpaHHOE U3 abakaBHpa cynb(haTa, aUKIOBHPa HATPHS, aMaHTaAWHA THAPOXIOPH-
Jla, aMIpeHaBupa, MUa0GoBUpa, JACTaBUPAUHA Me3njara, MUIaHo3uHa, d(aBupeHna, GpaMunukiIoBupa, GomMu-
BUpCcEeHa HaTpus, (OCKapHETa HATpHUsA, TaHIMKIOBHpA, WHIWHABHpA cCyibhaTa, IaMUBYIWHA, JIAMHUBY-
JIUH/3UIOBY/IMHA, HENb(UHABHPA ME3MIaTa, HCBUPAIIMHA, 03¢IbTaMUBUpPa (pocdara, pubaBrpuHa, pUMaHTHITHA
THIIPOXJIOPHIA, PUTOHABUPA, CAKBHHABHPA, CAKBUHABHPA ME3UIIaTa, CTABYIMHA, BAIAIIMKIOBUPA THIPOXIOPHIA,
3aImpIUTa0MHA, 3aHAMHUBHpA W 3UA0BYIUHA. [0 MEHBIIEH Mepe OIHO MaKpOJUIHOE MPOTUBOMH(GEKIMOHHOE
CPEICTBO MOXKET MPEACTaBIATE COOO0M MO MEHBINEH Mepe OTHO CPEICTBO, BRIOpAaHHOE U3 a3UTPOMHUIIMHA, Kia-
PUTPOMHUIIMHA, TUPUTPOMHIINHA, OCHOBAHHS SPUTPOMUIIMHA, IPUTPOMHUIIMHA ICTONATA, IPUTPOMHUIIUHA ITHUII-
CYKIIMHATa, SPUTPOMHUIINHA JIAKTOOMOHATa M S)PUTPOMHIINHA cTeaparta. [Io MeHbIIe Mepe oHO Tpodee MPOTH-
BOBOCHAIUTEIFHOE CPEICTBO MOXET IPEACTABIATE OO0 MO MEHBIIEH Mepe OJHO CPENCTBO, BEIOpaHHOE M3
a3TpeoHaMa, OalMTpannHa, XJopaM(peHHKoNla HAaTpHs CYKIWHATA, KIWHAAMHUIIMHA THAPOXIOPUAA, KIMHIAMH-
[IMHA TaJIBMHUTATa THAPOXJIOpUAA, KIMHAAMHAIINHA (ocdara, IMHUIICHEMA M MMJIACTATHHA HATPHSA, MEPOIIEHEMA,
MaKpOKPHCTAIOB HUTPO(PypaHTONHA, MUKPOKPHUCTAINIOB HUTPO(ypaHTONHA, KBHHYIIPHCTHH/JaTb()OPUCTHHA,
CTIEKTHHOMMUIIMHA THAPOXJIOpHIA, TPUMETONPUMa M BaHKOMHIIMHA THUApPOXJopuaa (cMm., Hampumep, p. 24-214,
Nursing 2001 Drug Handbook).

[To meHbmIelt Mepe OJHO WHOTPOITHOE CPEIICTBO MOJKET MPEACTABIATH COOOM 0 MEHBIIEH Mepe OJHO
CPEICTBO, BEIOPAHHOE M3 aMPHUHOHA JIAKTaTa, TUTOKCUHA M MWJIPHHOHA JIakTaTa. [10 MEHbIIeH Mepe OHO TPOo-
TUBOAPUTMHUYECKOC CPEJCTBO MOXET MPEACTABIATH COOOI MO MEHBIICH Mepe OIHO CPEICTBO, BHIOPAHHOE U3
aJICHO3MHA, aMHOapOHa THAPOXJIOPHIA, aTPOIMHA CyIb(aTa, OpeTIInyMa TO3HIATa, JUITHA3eMa THIPOXIOPH-
Jla, TU30MUpaMuia, au3omupamuna docdara, 3cMoi0na THIPOXIOpHIa, Giuenuanuaa anerata, noyrummnaa ¢y-
Mapara, JHIOKaWHa THAPOXIOPHAA, MEKCHICTHHA THIPOXJIIOPHIA, MOPHIM3HHA TUIAPOXJIOpHIa, (EHUTOWHA,
(eHnTOMHA HATpPUSA, IPOKAMHAMHIA THAPOXIOPHIA, Tporad)eHOHA THAPOXIOPHIA, IIPOIIPAHOIIOINA THIPOXIOPH-
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Jla, KBUHHIWHA OMcynb(ara, KBUHUIUHA TIIOKOHATa, KBUHUIMHA TOJIMTAIAKTOypOHaTa, KBUHUIUHA Cyibdara,
coTaJloJa, TOKauHUAa THAPOXJIOPHA U BepanaMuiia Tuapoxiopuaa. I1o MeHbIeit Mepe 0THO aHTHaHTHHAIIBHOE
CPE/ICTBO MOXKET MPEICTaBIIsATh cOOO 10 MEHBILEH Mepe OIHO CPEICTBO, BHIOPAHHOE M3 aMIIOIUNUANHA Oe3-
WiaTa, aMuiIa HUTpHUTA, OSMpHUIUIa THAPOXJIOPUIA, AWITHA3eMa THAPOXIOPUAa, U30COPOUTA NUHUTpATA, H30-
copOUTa MOHOHUTpATA, HAZOJIONA, HUKAPAUITUHA THAPOXJIOPHIA, HU(ETUITNHA, HUTPOTIHIIEPHUHA, TPOIPAHOIIO-
Jla THAPOXJIOPH/A, BepanaMuia U Bepanamiia ruapoxiopuaa. [lo MeHbplnelr Mepe OIHO aHTHTHIIEPTEH3UBHOE
CPE/ICTBO MOXKET MPEACTABIATH COOO0I MO MEHbIIE Mepe OJHO CPEICTBO, BHIOpAaHHOE U3 anedyToJoa TUAPO-
XJIOpHJIa, aMJIOJIMITMHA Oe3uiara, aTeHoJ0a, OeHa3empuiia THIPOXJIOpHIa, OETOKCaIoIa THAPOXIOpUIa, O130-
npoJjona pymapara, KaHaecapTaHa HHJICKCETHIIA, KalTOIPHiIa, KapTeoyoia THIPOXJIOpH A, KapBeaAnIoa, Kio-
HUJIMHA, KIOHWAWHA TUAPOXJIOpUAA, ANa30KCUIa, AWIITHAa3eMa THAPOXJIOpUAa, JOKCa303MHA Me3HWiiaTa, dHaa-
NpuiiaTa, SHANANpUiIa MaieaTa, SIpocapTaHa Me3wnaTa, (elounuHa, GeHoIonamMma Me3wiaTa, (GOoCHHOIPHIA
HaTpus, TyaHaOeHIa arerara, ryaHajipena cyibdara, ryaHpanuia THIpOXJIOpHIa, THApata3nHa THIPOXIOpUIa,
upbecapTaHa, U3paIulliHa, jJadeTanoja THAPOXIOPUAA, JIN3UHONPIIIA, JI03apTaHa KajHs, METHIIIONbBI, METHII-
JONaTIHAPOXIIOPHA, METOIPOJIONa CyKIIMHATA, METONPOJIONia TapTpaTra, MHHOKCHINIA, MOJIKCUIIPHIA THAPO-
XJIOpH/a, HAJ0JI0J1a, HUKAPAUIIMHA THAPOXJIOpUIA, HU(PETUINNHA, HU30JIAUITNHA, HUTPOIIPYCCUIa HATPUS, TICH-
TOyTOJIONA cynbdaTa, TepuHAONpIIA dpOyMUHa, PEHTOJAMIHA ME3WIaTa, MHHA0J0Ma, TIPa30CHHa THAPOXJIOPH-
Jia, IPOTIPAHOJIONA THAPOXJIOPH/IA, KBHHATIPIIA THAPOXIOPUIA, PAMHUIIPUIA, TEIMHUCApTaHA, TEPA303UHA THIPO-
XJIOpH/a, THMOJIONA Majeara, TpaHJoJanpuiia, BajcapraHa M BepanaMuia rugpoxiopuna. [lo mMeHbeir mMepe
OJTHO aHTHJIMITHIEMHUYECKOE CPEACTBO MOXKET MPEACTABISTH COOOH MO MEHbIICH Mepe OJJHO CPEICTBO, BHIOpaH-
HOE M3 aTOpBacTaTHHA KaJblIWs, IEPUBACTATHHA HATPHUS, XOJIECTUPAMHUHA, KOJECTUIIONA THAPOXJIOpuaa, (heHo-
¢ubpata (MUKPOHN3UPOBAHHOTO), (IyBacTaTHHA HaTpus, reM(puOpo3miIa, JOBACTaTHHA, HUAIMHA, [IpaBacTaTh-
Ha HaTpus W cuMmBactatuHa. [lo MeHbInei mMepe oxHo mpouee CV JiekapCTBEHHOE CPEICTBO MOXET IpEJICTaB-
JTh cOOOH 10 MEHBIIEH Mepe OHO CPECTBO, BHIOpaHHOE M3 aOIMKCHMabda, almpocTaania, apoyTaMiuHa ruji-
poxJyopHa, HWIocTa3oia, KiIonuaorpena oucynsdara, JunupuaamMona, snTududaTuaa, MUAOAPUHA THIPOXIIO-
puna, NeHTOKCU(GHIUINHA, THKJIOMUINHA THAPOXJIOpUaa U Tupogudana rugpoxyopuaa (cM., Harpumep, p. 215-
336, Nursing 2001 Drug Handbook).

ITo MeHblell Mepe OJUH HEHAPKOTHYECKUI aHAIBIETHK I JKapOIOHIDKAIOIIEEe CPEACTBO MOXKET Mpel-
CTaBJIATH CO00i1 0 MeHbIIIel Mepe OJJHO CPElICTBO, BRIOpaHHOE U3 alleTaMUHO(EeHa, aCIUPUHA, XOJIUHA MarHus
TpUcaguuuiIaTa, TudayHu3ana u Maraus canuiuiara. [lo MeHbIlei Mepe 0JIHO HECTEpPOUIHOE MPOTHBOBOCIIA-
JIMTENIbHOE JIEKAPCTBEHHOE CPEJICTBO MOXKET MPEJICTABIATh COOOM M0 MEHbIIeH Mepe OJHO CPEICTBO, BHIOpaH-
HOe W3 TleNlekKokcrnOa, MUKIopeHaKa Kaimus, TUKIodeHaka HaTpHs, dTojolaka, heHomnpodeHa Kanpius, Gpryon-
npodena, noynpodena, HHIOMETAIMHA, HHAOMETallMHa HATPUsl TPUTUIpaTa, KeTonpodeHa, KaTopoiaka TpoMe-
TaMHHa, Ha0yMEeTOHa, HalIPOKCEHa, HAIIPOKCeHa HATPUsl, OKCANIPO3UHA, IMPOKCHKaMa, poeKoKkcrba 1 CyIuHaa-
ka. [To MeHbIIeH Mepe OMH HApPKOTUYECKHH MIIM ONMOHBIA aHAJBIETUK MOXET MPEACTAaBIATH COOOH M0 MEHB-
el Mepe OJTHO CPEeZICTBO, BEIOpAaHHOE M3 alb()CHTaHWIA THIPOXJIOpHIa, OynpeHopduHa THApoXIopHaa, Oy-
Topdanoia TapTpara, kojenHa ¢ocdara, KoxerHa cyiabdara, peHTaHWIAa TUTPATa, TPAHCAESPMAIEHONH CHCTEMBI
(enTanmna, peHTaHWIA IS BBEACHUS Yepe3 CIMZUCTYIO 000JI0UKY, THIPOMOp(hOHA THAPOXIIOpUAA, METICPUIN-
Ha THIPOXJIOPHIIA, METaI0OHa THAPOXIOpHIa, MOphUHA THAPOXIOpHaa, MOpduHa cyabdaTa, MOphHHA TapTpara,
HanbOy(hUHA THAPOXIOPHIA, OKCHKOJIOHA THIPOXJIOPUIA, OKCHKO/IOHA MEKTHHATA, OKCUMOP(HOHA THAPOXIOPHU-
Jia, TIEHTA301MHA THAPOXJIOPH/IA, TIEHTA30IMHA THAPOXJIOPHIA U HAIOKCOHA TUAPOXJIOPUIA, IEHTA301MHA JTaK-
TaTa, MpoMoKcudeHa TuAPOXIOPHIa, MPOIoKcH(eHa HarcuiIaTa, peMupeHTaH!Ia THAPOXIOPUAA, cy(deHTaHIIIA
UTpaTa W Tpamanojia ruapoxiopuna. [Io MeHbplIel Mepe OIHO CEAaTHBHOE TMITHOTHYECKOE CPEICTBO MOXKET
NPE/ICTaBIATh cOOOH 10 MEHBIIEH Mepe OJJHO CPEACTBO, BEIOpaHHOE U3 XJIOpaJruapaTa, 3cTazonama, (iaypase-
naMa TUApOXJIopuaa, eHTobapburana, neHrobapouTana HaTpus, GeHodbapOuTana HaTpus, cekobapOuTana Ha-
Tpusi, TeMa3enama, Tpruasoyama, 3ajleIuioHa ¥ 30imuaemMa taprpata. [lo MeHbIIel Mepe OHO MTPOTHBOCYIOPOXK-
HOE CPEJICTBO MOXKET MPEJCTaBISATh COOOW MO MEHBIIEH Mepe OJHO CPEICTBO, BHIOpaHHOE U3 aleTa3olamMuja
HaTpusi, kKapbamasenuHa, KJoHe3enama, Kiopasenara JUKalis, Anasernama, AMBaJIpeKca HaTpusl, STOCYKCHMU-
na, GocdennronHa Hatpus, rabaneHTHHA, JAMOTPUTHHA, CynbdaTa Maruus, genodapoutana, peHodapOuTana
HaTpus, GeHuTONHa, (PEHUTONHA HATPHs, EHUTOWHA HATPHS (JUTUTEILHOTO NEHCTBUS), MPUMHUIOHA, THAraOnHa
THIPOXJIOPH/A, TOMUpPAMaTa, BalblipoaTa HATPUS M BaJbIIPOEBON KUCIOTHL. [0 MeHblIeld Mepe OIUH aHTHIe-
MPECCaHT MOXKET MPEICTABIATh COOOM MO MEHbIIeH Mepe OJHO CPEICTBO, BHIOPAHHOE M3 aMUTPHUIITUINHA THI-
pOXJIOpU/Ia, aMUTPHUITHINHA TAMOATa, AaMOKCANNHa, OYIPOIMOHA THAPOXIOPUAA, [IUTANIONpamMa THAPOOPOMHUIa,
KJIOMHMPAaMHUHA THIPOXJIOPUIA, AC3UIpPaMUHA THAPOXIOPUAA, NOKCENWHA TUAPOXIOpuaa, (IyokceTnHa Tuapo-
XJIOpH/a, MMHIIPaMHHA THAPOXJIOPH/A, UMHIIPAMHIHA IaMOAaTa, MUpTa3aluHa, Hedago30Ha THAPOXIIOpUAa, HOp-
TPUNTWINHA THAPOXJIOPHIA, TapOKCETHHA THUAPOXJopuaa, (eHensuHa cyibdara, cepTpaliHa THAPOXIOPUAA,
TpaHWJILHMIPOMUHA Cyib(daTa, TPUMHUIpaMHHA ManeaTa M BeHJadakcuHa ruapoxiopuzaa. Ilo meHbmed mepe
OJTHO CEJJaTUBHOE JICKAPCTBEHHOE CPEACTBO MOXET IPEJICTABIATL COOOM 10 MEHbBIIEH Mepe OHO CPEACTBO, BbI-
OpaHHOE U3 ajblipazojiamMa, OyCIIHpOHA THIPOXJIOpHUIA, XJIOPAHa3eHOKCH A, XIOPANA3eIIOKCH A THAPOXIOpUa,
KJIopa3enara AWKaIus, Aua3enamMa, JOKCEIMHa THIPOXJIOpHIa, THAPOKCH3HHA HYMOOHaTa, THAPOKCU3NHA THIPO-
XJIOpHJa, THAPOKCU3UHA IaMoara, jopasernama, MegpobamaTa, MuIa30NamMa THIPOXJIOpHIa U okcazenama. [lo
MEHbIIIeH Mepe OJIHO aHTHUIICHMXOTHYECKOE JIEKAPCTBEHHOE CPEJCTBO MOXKET MPENCTaBIATh COOOW M0 MEHbIICH
Mepe OJHO CPEICTBO, BHIOpAaHHOE W3 XJIOPIpOMa3WHAa THAPOXJIOpHAa, Kilo3amuHa, ¢uiydeHasnHa AekaHoara,
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(baydenasnna sHaHTaTa, Iy PeHA3MHA THAPOXIIOPUIA, TATONCPUIOIIA, TAIOTIEPUIONA IEKaHOATa, TaJoNepUI0IIa
JIAKTATa, JIOKCAIMMHA THAPOXIIOPHU/IA, JIOKCAITMHA CYKIIUHATA, ME30PHIa3uHa Oe3uIaTa, MOJIUIOHA THIPOXIOPH/IA,
ONlaH3amnuHa, nepdeHasnHa, TIMO3KAa, IPOXJIOpIepa3nHa, KBeTHannHa (pymapaTa, pucepruIoHa, THOPHUIA3HHA
THIPOXJIOPHIA, THOTHKCEHA, THOTUKCEHA THAPOXIJIOpHIA U TpUQITyoniepasnHa ruapoxiopuaa. [lo MeHsmeit me-
pe OIWH CTUMYJIATOP IEHTPaIbHOW HEPBHOH CHCTEMBI MOXET IPEICTaBIATH COOOW MO MEHBIIEH Mepe OIHO
cpencTBo, BEIOpaHHOE M3 aMderamuHa cynbdara, KopenHa, feKkcTpoaMmpeTaMuHa CysibdarTa, JoKcanpaMa THI-
poxiopuaa, MeTaMpeTaMiuHa THAPOXIIOPUAA, METII(PEHHIaTa THAPOXIOpHI, MOAAQUHIIIA, TIEMOJHA U (PeH-
TepMuHa THApOoXJopuaa. [lo MeHbIIelt Mepe OAHO MPOTHUBOIIAPKHMHCOHUYIECKOE CPEICTBO MOJKET IIPEACTABIATH
co0o¥ IO MEHBIICH Mepe OJHO CPEACTBO, BEIOPAaHHOE U3 aMaHTaJWHA THAPOXIOPHUIA, OCH3TPOIMHA ME3HaTa,
ourepuacHa THAPOXIIOPUAA, OUTICpUICHA JTaKTaTa, OPOMKPHUIITHHA ME3WIIaTa, KapOHI0Ia-IeBOIOIEI, YJHTAKAIIO-
Ha, JICBOJIOTIBI, MIEPrOJIHIa ME3MIaTa, MPAMHUIICKCOIa IUTHIPOXIOPHUIA, POTUHUPOIA THAPOXIOPHIA, CEICT M-
Ha TUIPOXJIOPHUJIA, TOJKAMIOHA U TpUreKcmideHuama ruapoxiaopuaa. [1o MeHbIIel Mepe OIHO MpoYee CPEICTBO
JUTS TICHTPAIIbHON HEPBHOM CHCTEMBI MOXKET TPEJICTABIATh COOOM IO MEHBIIEH Mepe OJHO CPEICTBO, BHIOpAH-
HOe W3 OyMpOMUOHA THAPOXJIOPH/A, TOHEME3WIa THIPOXIOPHIA, TPOIepuaIoa, (IyBOKCAMUHA Majieata, Kap-
OoHarta JIHUTHSA, IUTpATa JIUTHUS, HAPATPHUIITAaHA THAPOXIOPHUIA, HUKOTHHA TTOJIAKPIIEKCa, TPAHCACPMATBEHON CHC-
TEeMBI HUKOTHHA, TIporiodoiia, pu3aTpunTana OeH3o0aTa, cCHOyTaMHHA THAPOXJIOPHIAa MOHOTHAPATa, CyMaTpHIITa-
Ha CYKIIMHATA, TAKPHHA THAPOXJIOPUAA M 30JIMHTpUNTAaHA (CM., Hampumep, p. 337-530 of Nursing 2001 Drug
Handbook).

[To MeHbpmIeH Mepe OOHO XOJIMHEPTHUECKOE CPEACTBO (HAIpHMeEp, MapacHMIIATOMHUMETHK) MOXKET TIpel-
CTaBJIITh COOOM MO MEHbBIIEH Mepe OJTHO CPENICTBO, BEIOpaHHOE M3 OeTaHexoja XJIOpHIa, dApodoHHUs XJIOPHIa,
HEOCTHUTMHHA OpOMUJIa, HECOCTUTMHUHA METHIICYIb(aTa, (U30CTUTMIHA CATHIIMIATA U TUPUIOCTUTMIHA OpPOMHU-
na. [To MeHbIIeH Mepe OTHO aHTHXOJIMHEPTHYCCKOE CPEICTBO MOMKET MPEICTABIATH COOOH O MCHBIICH Mepe
OJTHO CPEIICTBO, BBIOpAaHHOE W3 aTPOMHHA CYib(ara, AUIMIOMHHA THIPOXJIOPHIA, TIUKOIHPPOJIATa, XHOCIIHA-
MUHA, XHOCIIMaMUHa CyJb(aTa, IPOIICHTEINHA OpOMH/IA, CKOMIOJAMHHA, CKOITOJIAMIHA OYTHIIOpOMHIA M CKOIIO-
nmamuHA THapoOpoMuaa. [1o MeHbIIeH Mepe OJTHO aJpEeHEPTHYCCKOE CPECTBO (CHMITATOMUMETHK) MOXKET TPeI-
CTaBJISITh COOOW 1O MEHBIIIEH Mepe OJTHO CPEJCTBO, BHIOPAHHOE U3 NOOyTaMUHA THAPOXJIOpHA, JodhaMuHa THII-
poxjopuaa, MeTapaMUHOJIa OUTapTpara, HOpaJpeHaInHa OWTapTpara, GeHmwn prUHA THUIPOXIOPHIA, TICEBIO-
a¢denpuna ruxpoxIOpUIa U TNceBaoddeaprHa cynabdara. [lo MeHbIIeH Mepe OJUH alpeHEPTHUSCKUA OJIOKATOp
(CUMTIATOIMTHK) MOXKET MPECTABISITE COOOH 10 MEHBIIIEH Mepe OAHO CPEICTBO, BHIOpAaHHOE U3 AUTHIAPOIPTO-
TaMHHA ME3WJIaTa, YproTaMiHa TapTpaTa, METHCEPTHIa MajeaTa U pomnpaHoiona ruapoxiopuaa. [To menpmiei
Mepe OJIMH PEeaKCaHT CKEeJIETHON MYCKyJIaTyphl MOXKET MPECTaBIATh cOOO0 10 MEHBIIIEH Mepe OHO CPENCTBO,
BEIOpaHHOE W3 Oakio(eHa, KapUCOIMPOAOIa, XJIIOP30KCa30HA, MUKIOOCH3ANPHHA THAPOXJIOPUAA, NAHTPOJICHA
HATpHs, METOKapOaMoJia U TU3aHUAWHA Tuapoxiopuaa. [1o MeHbIIeH Mepe OJMH HEPBHO-MBIIICYHEIN OJIOKaTOp
MOJKET MPECTaBIATh cOOOM MO MEHBIICH Mepe OJHO CPEJCTBO, BEIOPAaHHOE W3 aTpakypus Oe3wiaTta, mucaTpa-
Kypus Oe3miata, JOKCAKypHs XJIOPUIA, MUBAKypHUs XJIOPUAA, MAHKYPOHUS OpoMHIa, MUIEKYPOHHS OpOMHUAA,
panakypoHus OpoMHuIa, POKYpPOHHs OpOMHUAA, CYKIIMHWIA XJIOpUIA, TypOOKypapuHa XJIOPUIA U BEHOKYPOHUS
O6pomuna (cM., Hanpumep, p. 531-84 Nursing 2001 Drug Handbook).

ITo MeHbIIIEH Mepe 0JHO AHTHUTUCTAMHUHHOE CPEJICTBO MOXKET MPEACTABIATE COOOM 10 MEHBIIICH MEpe OTHO
CpencTBO, BRIOpaHHOE M3 OpoMdeHHpaMuHa MayeaTta, IeTHpa3Ha THAPOXIIOPUAA, XJIOpPeHHpaMruHa Majeara,
KIIeMacTHHA (hymapara, IHIPOTENTaJANHA THIPOXJIOpHUIa, TU(PEHTHIpAMUHA THIpoxiopunaa, (GekcodenamnHa
THIPOXJIOPHIA, JIOPAaTHINHA, IPOMETa3HHA THAPOXIJIOPHIA, TIPOMETAa3WHA TEOKIAaTa U TPHUIIPOIUINHA THAPOXIIO-
puna. [To MeHbITIEH Mepe OuH OPOHXOAUIIATATOP MOXKET MPEACTABIATH COO0H TI0 MEHbBIIIEH Mepe OJTHO CPECT-
BO, BEIOpaHHOE M3 albOyTeposia, anp0yTepona cyiibdaTa, aMMHO(WIUINHA, aTpOIIHA CynbdaTa, s3peaprHa cyb-
(aTa, agpeHanuHa, aJpeHANNHA OUTAPTpaTa, alpeHAINHA THAPOXJIOPUIA, UIIPATPOIIHyMa OpOMHIA, H30MPOTE-
pEHOJa, U30MPOTEPEHOa THAPOXIOPUIA, U3OMPOTEPEHONIa CymbdaTa, JIeBaap0yTepoiaa THAPOXIOPUIA, METa-
IpoTepeHoa cynb(dara, OKCUTPUPIIUINHA, MUPEOyTepoNia aneTara, cajJbMeTeposia KcuHadoara, TepOyTainHa
cynbdara u TeopmnrHa. [1o MeHbIel Mepe 0JJTHO OTXapKUBAIOIIEE CPEJCTBO WK CPEICTBO MPOTUB KIS MO-
JKET MPEICTABIIATh COOON MO MEHBIIEH Mepe OJHO CPEJICTBO, BEIOpaHHOE M3 OcH30HATaTa, KojewHa ¢ocdara,
KoZiewHa cynbdara, mekTpameropadana ruapodOpomuna, AudeHruaApaMrHa THIPOXJIOpHIa, TyaldeHe3nHa u
runpomopdoHa ruapoxiopuaa. [lo MeHpIIeH Mepe OJHO Mpodee JEKApCTBEHHOE CPEICTBO UIS IbIXaTEIHHBIX
myTeil MOXKET MPEeACTaBIITh cO00l IO MEHBIIEH Mepe OIHO CPEACTBO, BRIOPAHHOE M3 alleTHIIIIUCTENHA, OEKII0-
MeTa30Ha JHIPONHUOHATa, OepakTaHTa, Oyne30HuIa, Kalb(akTaHTa, KpOMOJIUHA HATpHs, JOpHa3bl alb(da, 31o-
MPOCTEHOJIa HATPpUs, QIIyHH30IMAa, (IIyKa30HA MIPOITMOHATA, MOHTEIYKAacTa HATPHs, HEIOKPOMIIIa HATPHS, T1a-
TUBU3yMa0a, TPUAMIIMHOJIOHA alleTOHWAA, 3adupiyKacta W 3mieyToHa (cM., Hampumep, p. 585-642, Nursing
2001 Drug Handbook).

ITo mMeHBbIIIElH Mepe OJTUH aHTAIHI, aICOPOCHT TN CPEACTBO, YCTPAHSIONIEE METCOPH3M, MOXKET IPE/ICTaB-
JATH cOOOW MO MEHBIICH Mepe OJTHO CPEACTBO, BEIOPAHHOE U3 KapOOHATa AFOMUHUS, THIPOKCUIA ATFOMUHUS,
KapOOHAaTa KalbIUs, Marajapara, THAPOKCUIa MarHUs, OKCUIa MarHus, CAMETUKOHA U OukapOoHaTta Hatpus. 1o
MEHBIICH Mepe OJWH MUIICBAPUTEIBHBIA (HEPMEHT WM CPEICTBO, PACTBOPSIONICE JKCITYHBIC KaMHH, MOXET
NPEJICTAaBIATE cO00M MO MEHbBIIEH Mepe OTHO CPEICTBO, BRIOpAHHOE W3 MAaHKPEAaTHHA ITAHKPEIUNa3bl U YPCO-
nuona. ITo MeHbIel 0THO CPECTBO MPOTHUB TUAPEH MOXKET MPEACTABIATE COOOH M0 MEHBIIIEH MEpe OJTHO CPEI-
CTBO, BBIOPAaHHOE W3 aTTaNyJbI'UTa, CyOCAUITIIaTa BUCMYTa, KaIbIHS MojuKapOodwmia, mudeHOKCUIaTa THI-
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pOXJIOpUAA W aTPONHHA Cylb(ara, JomepamMua, OKTPEOTHa aleTaTa, HACTOMKH OMMyMa M HACTOWKH OIHyMa
(xamopHnoit). [To MeHbIIEH Mepe OHO CIAOUTEIHLHOE CPEACTBO MOXKET HPEICTABIATE COOO0M 10 MEHbIIEH Mepe
OJTHO CPEJICTBO, BEIOpaHHOE M3 OMCaKoaniIa, KaNbIHs MoMuKapOodmiIa, kackapa carpaja, apoMaTHIeCKOTO KHI-
KOTO 3KCTpaKTa Kackapa carpaja, >KHIKOro SKCTpakTa Kackapa carpaja, KaCTOpOBOTO Macia, JOKy3aTa KaJIbIIHs,
JOKy3aTa HAaTpHs, TIIMIEpHHA, JAKTYJI03bl, IUTpaTa MarHUs, THAPOKCHAA MarHus, Cyiab(aTra MarHus, METHIILE-
JIFOJIO3BI, MUHEPAIEHOTO MAaciIa, MOIMATHIICHTIIMKOIS FITH PacTBOpa 3JIEKTPOIIUTA, IICHIINYMa, CCHHBI U (ocdara
Hatpus. [lo MeHbpIIEH Mepe OAHO MPOTUBOPBOTHOE CPEICTBO MOXKET MPEACTABIIATH COOOW O MEHbIIEH Mepe
OJITHO CPENICTBO, BEIOPaHHOE M3 XJIOPIPOMa3WHa THAPOXJIOPHIA, TUMEHTHIPHHATA, 10JIa3eTPOHA ME3mWiaTa, APo-
HaOWHOJA, TPAaHU3ETPOHA THAPOXIOPUIA, MEKIU3UHA THIPOXJIOPHIA, METOKIOMPAMUAa THAPOXIOPUIA, OHIAH-
CETpOHA THAPOXJIOpHIA, NepdeHa3uHa, MPOXIJIopHepasuHa, MPOXIIOpIepasuHa SAM3IIATa, MPOXJIOpIepa3sHHa
MaJieaTa, MpoOMeTa3uHa TUAPOXIIOPUAA, CKOMIOJAMIHA, TPUATHIIICPa3uHa Malleata U TPUMETOOCH3aMUAa THAPO-
xnopuna. [To MeHbIe Mepe OIHO JIGKAPCTBEHHOE CPENICTBO MPOTHB S3BBI MOXKET MPEICTABIATH COOOHM 1O
MEHBIICH Mepe OHO CPEICTBO, BEIOPAHHOE W3 I[MMETHAMHA, [IMMETUINHA THAPOXJIOpHUIa, (paMOTHINHA, JTaH-
30Mpa3oiia, MU30MPOCTONA, HU3ATUANHA, OMENpa3oia, padbenpo3oiia HATpUs, pAaHTHIUHA BUCMYTa IIMTPAaTa, pa-
HUTHIMHA THAPOXJIOpHIA U cykpandara (cM., Harpumep, p. 643-95, Nursing 2001 Drug Handbook).

[To MeHbIIIEeH Mepe OAMH KOPTUKOCTEPOU]T MOKET MPEACTABIATH COOO0M TI0 MEHBIIIEH Mepe OHO CPEICTBO,
BEIOpaHHOE U3 OeTaMeTa3oHa, ObeTaMeTa3oHa ameraTa wini 6eraMmera3oHa HaTpus gocdara, beramMmerazoHa HATPHUS
(docodara, anerata KOPTH30HA, JIeKcaMeTa3oHa, JeKcaMeTa3oHa aleTaTa, AeKkcaMmeTa3ona HaTpus docdarta, Giry-
IpoareraTa KOPTU30Ha, THAPOKOPTH30HA, THAPOAIeTaTa KOPTH30HA, THAPOKOPTH30HA IUITHOHATA, THIPOKOPTH-
30Ha HaTpus (ocdara, THAPOKOPTHIOHA HATPUA CYKIMHATA, METHIIPEIHU30I0HA, METIINPEIHN30JIOHA alleTa-
Ta, MCTWJINPECIHU3O0IOHA HATPUS CYKIIMHATA, MPETHU30JIOHA, TPEAHU30JI0OHA aleTara, MPEJHU30JI0Ha HATPHS
tdocdara, mpeaHU30IOHA TeOyTaTa, MPEIHU30HA, TPUAMIMHOIOHA, TPHAMIIMHOJIOHA alleTOHUA ¥ TPUAMIIMHO-
noHa nauanetara. [lo MeHbIIeH Mepe OUH aHIPOTEH WM aHAOOJMYECKUIN CTEPOU MOKET IPEACTABIATE COOOM
110 MEHBIIIEH Mepe O/IHO CPEACTBO, BHIOPaHHOE U3 AaHa30I1a, (IyOKCHMECTEpOHA, METHIITECTOCTEPOHA, HaHAPO-
JIOHA JIEKaHOATa, HAHAPOJIOHA ()CHIPOITHOHATA, TECTOCTEPOHA, TECTOCTEPOHA IIUITMOHATA, TECTOCTCPOHA YHAHTA-
Ta, TECTOCTEPOHA MPONHMOHATA U TPAHCACPMAIBHOW CHCTEMBI TeCTOCTepoHa. [1o MeHbIel Mepe OUH ACTPOTeH
WIIA TIPOTECTHH MOXET MPECTaBIATH COOOH M0 MEHBIIEH Mepe OAHO CPENCTBO, BRIOpAHHOE M3 3TEPUPHUIIPO-
BaHHBIX ACTPOTCHOB, ACTPAAMONA, ACTPAagUOia IUIHOHATA, TPAHCACPMAIBHOW CHCTEMBI 3CTPaid-
OJI/HOPITUHIPOHA aleTaTa, SCTPaIroyia Bajepara, SCTPOTCHOB (KOHBIOTHPOBAHHBIX), SCTPONHUIATA, STHHIIICT-
pannoma, STHHWIACTPAAHNOIIA U ie30TecTperia, STHHIIICTPAINOoIa M STHHINOA THaneTaTa, STHHIIICTPAInoia 1
Je3orecTpena, STHHIIICTPAANONA M STHHANONA JUaleTaTa, STHHIIICTPAaNoiIa U JIEBOHOprecTepena, ITHHIIID-
CTpaJHoJia M HOPITHHIAPOHA, STHHUWIACTPAINOIIA M HOPATHHIPOHA aIleTaTa, STHHWIAICTPAINONIA U HOPrecTUMAra,
STHHUJIACTPAINONIA ¥ HOPrecTpena, STHHIIACTPAINONAa U HOPITUHAPOHA U arleTata u (ymapara xejesa, JeBo-
HOpTecTepelia, MeIPOKCHIIPOreCTEpOHa alleTaTa, MECTPAaHOJIa W HOPITHHAPOHA, HOPITUHIPOHA, HOPITUHAPOHA
arieraTta, Hoprecrpeia u nporectepona. [1o MeHbIei Mepe OJJMH FOHAJIOTPOIIMH MOXKET MPEICTABIATh cO00it Mo
MEHBIIICH Mepe OJHO CPEACTBO, BRIOPAHHOC M3 FaHUPEIIUKCA alleTaTa, TOHAJOpEeNINHA alleTaTa, TUCTPENINHA alle-
TaTa ¥ MEHOTPONMHOB. [To MeHbIIeH Mepe 0JHO MPOTUBOIUAOCTHUCCKOE CPEIICTBO MM TITFOKArOH MOXKET Mpe-
CTaBIATH COOO0I M0 MEHBIIEH Mepe OAHO CPENCTBO, BRIOpAHHOE M3 aKapOO3bI, XJIOPIPOIaMiuia, TITHMENNPHAA,
TIINIU3UA, TII0KAaroHa, Tnoypuaa, HHCYIHHA, MeT(HOPMUHA THAPOXIOPHUIA, MUTJIMTOJIA, THOTINTAa30HA THAPO-
XJIOpU/IA, peNarinHuAa, PO3UTIINTA30Ha MajleaTa M TPOoriuTa3oHa. [lo MeHbIIel Mepe OAWH TOPMOH IIUTOBHA-
HOHU JKeJe3bl MOXKET IMPEJICTABIATh COOOW MO MEHBIIEH Mepe OJHO CPEICTBO, BRIOpaHHOE M3 JICBOTHPOKCHHA
HATPHS, TUOTUPOHKUHA HATPHSL, THOTPUKCa U THponzaa. [1o MeHbIel Mepe OMH aHTarOHUCT TOPMOHA ITUTOBHU/I-
HOW KeJe3bl MOKET MPEJICTABIATE OO0 M0 MEHBIICH Mepe OJHO CPEACTBO, BRIOPAHHOE M3 METUMA30Jia, HOIH-
Jla Kanusi, Hoauaa Kaimus (HACHIIICHHBIH PacTBOP), MPOMIITHOYPALIMIIA, PAIHOAKTHBHOTO Hoxa (Hoaun HaTpus
1) u konmenTpupoBanHOro pacteopa ifoa. ITo MeHbILIei Mepe OQHH TOPMOH THIOMH3a MOKET IPEICTABIATE
co0oif o MeHbLIEH Mepe OJHO CPEACTBO, BEIOPAHHOE M3 KOPTHKOTPOIHMHA, KO3HMHOTPOINHMHA, JECMOIpPEcCCHHa
areraTta, JICYIpPOJIMAA aleTara, KOPTHKOTPOIIMHA MPOJJICHHOTO JICHCTBHUS, cOMAaTpeMa, COMATPOIMHA U Ba30-
npeccuna. Ilo MeHbIIEH Mepe OJHO JIEKAPCTBEHHOE CPEACTBO, M0J00HOE TOPMOHY MapaIiuTOBUIHOMN KeJe3Hl,
MOJKET TPEICTABIATE COOOM IO MEHBINEH Mepe OHO CPEACTBO, BRIOPAHHOE M3 KaNbIH(eIHoIa, KaTbIIUTOHHHA
("demoBeka), KaJdbIIUTOHWHA (JIOCOCS), KaIbIIUTPHOJIA, TUTHIPOTAXUCTEPOIA U ITUIPOHATA TUHATPUSA (CM., Ha-
npumep, p. 696-796, Nursing 2001 Drug Handbook).

[To MeHbIIEH Mepe OAWH JUYPETHK MOXKET MPEICTaBIATH COOO0M MO MEHBIIEH Mepe OJHO CPENICTBO, BBI-
OpaHHOE W3 ameTa3ojaMHIa, areTa3oaMuaa HAaTPHUs, aMIIOpHAa THAPOXJIOpHAa, OyMeTaHua, XJIOPTATNI0HA,
STaKpUHATa HATPHA, STAKPUHOBOH KUCIIOTHI, pypoceMuIa, THAPOXIOPTHA3UIA, MHAAIAMIIa, MAHHNTA, METOJIa-
30Ha, CIIUPOHOJIAKTOHA, TOPCEMUIA, TPUAMTEPECHA U MOYCBUHBL. [10 MEHBIIEH Mepe OJMH PACTBOP ICKTPOIUTA
WM 3aMEIIAIONIHIA PACTBOP MOXKET IPEACTABIATE COOOM MO MEHBIICH Mepe OJHO CPEACTBO, BRIOPAHHOE W3 alle-
TaTa KalbIUs, KapOOHATa KaJbIIHs, XJIOPUIA KaJbllWs, IIUTpaTa KajbllHs, TTyOMOHATAa KANBIHs, TIIYIENTaTa
KaJbIIYs, TIFOKOHATA KaJbIIHs, JJaKTaTa Kanblus, pochaTta Karbius (IByXOCHOBHOTO), ocdara kampims (Tpex-
OCHOBHOTO0), JCKCTpaHa (BBICOKOMOJICKYIISIPHOTO), AEKCTpaHa (HU3KOMOJCKYIISPHOTO), reTaKpaxMaia, XJIopuIa
MarHus, cyib(haTa MarHus, aleraTa Kaius, OnkapOOHaTa Kallus, XJIOpUJa Kallus, TIIFOKOHATa Kallus, pacTBopa
Punrepa nns nHBEKIUH, pacTBopa PuHrepa s nHBEKINN (JTAKTATHOTO) U XJopuaa HaTpus. [1o MeHbIei mepe
OJTHO TIOJKHUCIIIONIEE MIIM TOJIIEIAYNBAIONIee CPEICTBO MOXKET IPEACTABIATE COOOH M0 MEHBIIEH Mepe OJHO
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CpeACTBO, BEIOpaHHOE M3 OMKapOOHaTa HATPHs, JIAaKTaTa HaTpHUs M TpOMeTaMHHa (CM., Hampumep, p. 797-833,
Nursing 2001 Drug Handbook).

ITo MeHbIIEH Mepe OAHO CPENCTBO IS MOBBIMICHNUS YPOBHS I'€MOITIOOMHA B KPOBH MOXET NPEICTaBIIATH
co0oii 1Mo MEHbIIEH Mepe OHO CPEICTBO, BRIOpaHHOE M3 (pymapara kelnesa, TIIOKOHATa Kenesa, cylbdara jxe-
ne3a, cynbdara jxesne3a (BBICYIICHHOTO), JCKCTpaHa JKeje3a, CopOouTa xere3a, KOMIUIEKCa MoJMcaxapua-Kene30
¥ KOMIUIEKCa TIIIOKOHATa jKeje3a ¢ HarpueM. Ilo MeHbIIeH Mepe OIUH aHTHKOAryJSIHT MOJXKET NPEICTaBIIATH
€000} Mo MeHbIIEe Mepe OHO CPENCTBO, BEIOPAHHOE M3 apJenapuHa HAaTpHs, JadbTeNapHHa HATPHs, AaHama-
pouzia HaTpUsl, SHOKCANIapHHA HATpPUs, TellapuHa Kaublys, TeNapuHa HaTpusl 1 Bapdapuna Hatpus. [1o meHbei
Mepe OJJHO NPOU3BOIHOE KPOBH MOXKET IPEACTABIATH OO0 MO MEHbIIEH Mepe OJTHO CPEZICTBO, BEIOpAaHHOE W3
ansOoymuHa 5%, anpoymuna 25%, aHTUreMo(UIIBHOTO (haKTOpa, aHTHMHTHOUTOPHOTO KOATYJISTHTHOTO KOMILIEK-
ca, antutpom6uHa III (uenoseka), pakropa IX (uenoseka), kommiekca paxropa IX n ppakiuii 6€1KOB MIIA3MBIL.
[To meHbmel Mepe OIUH TPOMOOIUTHUECKHH (DEPMEHT MOXET HMPEACTABIATH COOON MO MEHBLIEH Mepe OJHO
CPE/ACTBO, BHIOpaHHOE M3 albTEIUIa3bl, aHUCTPEIUIA3bl, PeTeIa3bl (PEKOMOMHAHTHON), CTPENTOKUHA3H U ypo-
KHHAa3bI (CM., HarmpuMmep, p. 834-66, Nursing 2001 Drug Handbook).

ITo MeHbIIEH Mepe OTHO ANKWINPYIOIIEE JIEKAPCTBEHHOE CPEICTBO MOXKET IPECTABISATh COOOI 110 MEHB-
e Mepe OJTHO CPENICTBO, BEIOpaHHOE M3 OHMCYyib(aHa, KapOoIiaTHHa, KapMyCTHHA, XJI0paMOyITiIa, UCIUTATH-
Ha, rukiIodochamuaa, udochamuna, TOMyCcTHHA, MEXJIOPITAMHUHA THAPOXIIOPUIA, Medanana, Mendaiana THI-
poXJIopuAa, CTPENTO30IMHA, TEMO30J0IMHUAa U THOTembl. [lo MeHbIIeH Mepe ONMH AHTHMETAOOIUT MOXKET
MIPENICTaBIATh COOOM 0 MEHBINEH Mepe OJTHO CPEACTBO, BEIOpaHHOE M3 KaleluTabuHa, KiaapuouHa, murapadu-
Ha, QiokcypunnHa, ¢hiaynapadbuna docdata, ropypammia, THAPOKCHMOYCBHUHBI, MEPKANITOITYPHUHA, METOTPEK-
cara, METOTpeKcaTa HaTpusi M THOryaHWHa. Ilo MeHbIIeld Mepe OJHO aHTHOMOTHYECKOE MPOTHBOOIYXOJIEBOE
CPE/ICTBO MOKET NPEACTABITE COOOM 10 MEHBIIIEH Mepe 0JTHO CPECTBO, BHIOPaHHOE U3 OJICOMHIIMHA CyIbdara,
JaKTHHOMUIIMHA, NayHOPyOHIMHA JIMIIOCOMAJIBHOTO IIUTpaTa, JayHOpyOHINHA THAPOXIOPUAA, JOKCOPYOUIMHA
THIAPOXJIOPH/A, JIMIIOCOMAJIbHOTO JOKCOPYOUIIMHA THAPOXIIOPHIA, STHUPYOHUIIMHA THAPOXIOPUIA, HAApyOuIMHA
THAPOXJIOPH/A, MUTOMUIIMHA, IEHTOCTATHHA, IIIMKaMHUIMHA 1 BajpyOounuHa. [lo MeHbIel Mepe 0HO IPOTHBO-
OITyXOJIEBOE CPEICTBO, KOTOPOE M3MEHSET TOPMOHANBHBIN OagaHC, MOXKET HMPEACTABIATH COOON MO MEHBIICH
Mepe OJIHO CPEJICTBO, BEIOpAaHHOE M3 aHACTPO30J1a, OMKaTyTaMuaa, 3cTpamycTiHa (ocdara HaTpus, dK3eMecTa-
Ha, (uIyTamMuga, ro3epeiuHa arerara, JIEKTPO30Ja, JICYNpPOIuIa aeraTa, MarecTpoja aneraTa, HHIyTaMuaa,
TaMOKcH()eHa IIUTpaTa, TECTOJAKTOHA M TopeMudeHa nutparta. [lo MeHbIel Mepe 0AHO Mpoyee MPOTUBOOITYXO-
JIEBOE CPEIICTBO MOJXKET MPEACTAaBIATh COOOH 10 MEHBLIEH Mepe OJHO CPEACTBO, BEIOPAHHOE U3 acIaparnHassbl,
6amn KamsmerTa-I'epena (BCG) (5kuBBIX MHTPaBE3UKYIISAPHBIX), JekapOa3nHa, JoleTakcesna, dTOM3H A, dTOII-
3una docara, reMunTabMHA THAPOXJIOPUAA, UPHHOTEKaHa THAPOXJIOPHAA, MUTOTaHa, MUTOKCAHTPOHA THAPO-
XJIOpHJa, TaKIUTaKcela, eracnaprassl, nopumepa HaTpus, MpokapOa3uHa THIPOXJIOpUIA, PUTYKCUMada, Te-
HUIIO3W/a, TOIMOTEKaHa T'HIAPOXJIOPHIA, TpacTy3ymada, TPETMHOMHA, BHHOJAcTHHA cyibdara, BUHKPUCTHHA
cynb(aTa ¥ BUHOpenOnHa TapTpaTa (cM., Harrpumep, p. 867-963, Nursing 2001 Drug Handbook).

[To meHbIIeH Mepe OAMH UMMYHOJICTIPECCAHT MOJKET IPEJCTaBIATh CO00I O MEHbIIeH Mepe OJHO Cpell-
CTBO, BEIOpaHHOE M3 a3aTHONPHHA, Oa3uiIiKcuMala, IUKIOCIIOPHHA, Jakiu3ymata, TMM(OIUTapHOr0 UMMYHOT -
noOynuHa, MmypoMoHa0-CD3, MukodeHomsaTa ModeTmia, MUKOpEHOIATa MO(eTHIIa THIPOXIOPUIA, CHPOIUMYCa
1 Takposumyca. [To MeHbIeH Mepe oJHa BaKIIMHA WJIM TOKCOUI MOXET MPEICTABIATh COOOU 10 MEHBIIICH Mepe
OJTHO CPEJICTBO, BEIOpaHHOe u3 BakinHbl BCG, MPOTHBOXOIEPHON BaKIIMHBI, TOKCOUIOB AU(PTEPUU U CTOJIOHSIKA
(amcopOMpOBaHHBIX), aICOPOMPOBAHHBIX TOKCOUIOB TUPTEPHHA M CTOJNOHSIKA M OSCKIETOYHON BaKIIMHBI TIPOTHB
KOKJIIOIIIA, TOKCOUAOB AU(TEPUN M CTOJNIOHSAKA M BaKIMHBI IPOTHB KOKIIIOIIA C LENbHBIMH KJIETKAMHU, BaKI[HHBI
npotuB Haemophilius b Ha ocHOBe KOHBIOTaTa, BAKIMHEI IIPOTHB TenaTuTa A (MHAKTUBHPOBAHHOM), BaKI[MHBI
NpoTUB renatuta B (pekoMOMHAHTHOM), TpeXBaJICHTHON BaKIMHBI IIPOTHUB BHpYyca rpumnmna THroB A u B 1999-
2000 (ouyMIICHHBIH MOBEPXHOCTHBIN aHTHUIE€H), TPEXBAJICHTHON BaKLIMHEI MIPOTHUB BHpYyca rpummna THHnoB A un B
1999-2000 (cyOBHPHOH WM OYMIIEHHBIH CyOBUPHOH), TPEXBAJIEHTHONW BAKIMHBI IPOTUB BUPYCA I'PHUIINA THIIOB
A u B 1999-2000 (uenslii BUPHOH), BaKIMHBI NIPOTUB BHpYycCa SIMOHCKOTO 3HIEdannTa (MHAKTUBHPOBAHHOM),
BaKIMHBI IPOTHB Oone3nn JlaiimMa (pexomOnHanTHOH OSpA), BakIMHBI TPOTHB BHPYCa KOPH M CBUHKH M Kpac-
HyXHY (’KHBOI1), BAKIMHBI IPOTHB BUPYCa KOPHU U CBUHKH M KPACHYXHU (KMBOM aTTEHYHPOBAHHOM), BAKIIMHBI IIPO-
THB BHpYCa KOpH (’KMBOW aTTCHYHMPOBAaHHOMW), BAaKI[HbI HA OCHOBE MECHHHTOKOKKOBOTO MOJICAXapUa, BAKIINHBI
MPOTHUB BUpYca KOPH ()KUBOH), BAaKIIMHBI TIPOTHB TyMBI, THEBMOKOKKOBOI BaKIIMHBI (TI0OJIMBAJICHTHBIH), BAKI{MHEI
MPOTUB BHpYCa MOJMOMHUENNTA (MHAKTUBIPOBAHHOW), BAaKI[MHBI IPOTUB BHPYCa MOJIMOMHUENUTA (KHBOM, Tepo-
paNbHOM, TpEeXBaJICHTHON), BAaKIIMHBI MPOTHB OereHcTBa (aacopOUpPOBAHHON), BaKIMHBI MPOTHB OCIICHCTBA
(munmounnHbIE KIETKH YEJIOBEKa), BAKIMHBI IPOTHB BUPYCa KPACHYXH U CBHUHKU (’KUBOM), BAKIMHBI IPOTUB BU-
pyca KpacHyxH (KMBOHW aTTEHyMPOBaHHOW), TOKCOMJA CTOJOHSAKA (aacopOMpOBaHHOIO), TOKCOMJA CTOJIOHSKA
(>kunKoro), BaKUMHBI NPOTUB TH(A (TIEpOpaIbHOIT), BAaKIIMHBI TPOTHUB THU(A (apeHTepalbHO), BAKIIMHBI Ha OC-
HOBE TIoJIMcaxapua MpoTuB Vi Th¢a, BAKIMHEI IPOTHB BUPYCa BETPSIHOM OCIIBI ¥ BAKI[MHBI IPOTUB JKEJITOHN JIN-
xopazaku. [To MeHbIIel Mepe OMH aHTUTOKCHH WJIM aHTUBEHWH MOJXKET IPEJCTABISTh COOO0M 10 MEHbIIEeH Mepe
OJTHO CPE/ICTBO, BBIOpAaHHOE M3 aHTHBEHHMHA IayKa YePHOH BJIOBBI, aHTHTOKCHMHA MPOTHUB 3MenHoro siia Crotali-
dae (monmBaneHTHOTO), aHTUTOKCHHA IUdTepuH (3KBHHA) W aHTHBeHHHA Micrurus fulvius. ITo MeHbmel Mepe
OJlHa IMMYHHAas CBIBOPOTKA MOJKET MPEACTABIATh COOON MO MEHbIIEH MEpE OHO CPEJCTBO, BEIOPAaHHOE U3 UM-
MYHOTJIOOYJIMHA TPOTHB IIUTOMETAIOBUpYCca (BHYTPHUBEHHOT0), UMMYHOTJIOOYJIMHA MTPOTUB remaTtuta B (demo-
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BEKa), BHYTPUMBIIICYHOTO HMMYHOTJIO0Y/IHHA, BHYTPHBEHHOTO KMMYHOTJIO0YJIHHA, UMMYHOTIIOOYJTUHA TIPOTUB
OcmieHcTBA (YENOBEKa), BHYTPHUBCHHOTO WMMYHOTTOOYIHHA TPOTHUB PECIHPATOPHO-CUHIIMTHAILHOTO BHpYCa
(uenmoBeka), ummyHornoOynrHa Rhy (D) (demoBeka), BHyTpuBeHHOTO MMMYyHODIoOynuHa Rhy (D) (uenoBeka),
MMMYHOTJIOOYJTMHA MTPOTHB CTOJOHIKA (YeJoBeKa) U UMMYHOTIIOOynHA TTpoTuB varicella-zoster. I[lo Mmenbpmei
Mepe OJHO MOIH(HUIINpPYIOIIee OMOIOTHIECKAN OTBET CPEIICTBO MOXKET MPEACTABIATE cO00H TI0 MEHBIIEH Mepe
OITHO CPEICTBO, BRIOpAaHHOE W3 allbACCIeHKHHA, SITO3THHA-aNb(a, pUiIrpacTuMa, TiaTupamMepa arnerara it HHb-
eknuid, naTepdepoHa anbdakon-1, maTEphepoH anbda-2a (pekoMOWHAHTHOTO), MHTEp(depona ambha-2b (pe-
KOMOMHAHTHOTO0), HHTEepdepoHa Oera-la, nHTepdepona Oera-1b (pekoMOMHAHTHOTO), HHTEpPEepoHa ramMa-1b,
JIeBaMH30J1a THIPOXJIOpH/IA, ONPEIIBEKMMa U caprpaMocTuMa (CM., HapuMep, p. 964-1040, Nursing 2001 Drug
Handbook).

ITo MeHbIeli Mepe OAHO MPOTUBOUH(EKIIMOHHOE CPEACTBO JUIS TJIa3 MOXKET OBITh BHIOpAHO U3 OaruTpa-
UHA, XJIopaM(EHUKOIa, MUIPOGIIOKCAIIMHA THAPOXIOPHUIA, SPUTPOMHUILIMHA, TeHTAMHUIIMHA CyibdaTa, 0(IoK-
canuna 0,3%, nonumukcuna B cynegara, cynpdaneramuna natpust 10%, cynsdaneramuna Hatpus 15%, cyib-
tdaneramuna Hatpus 30%, ToOpamuimHa u BHaapabwHa. [lo MeHbIIEH Mepe OJHO MPOTHBOBOCHAIUTEIHLHOEC
CPEICTBO I Ta3 MOXET MPEACTaBIATh COOOH 10 MEHBIIEH Mepe OJHO CPEICTBO, BRIOpaHHOE U3 JEKCAMETa30-
Ha, JeKcaMeTa3oHa HaTpusa docdara, quknodpenaxa Hatpus 0,1%, propmeronona, ¢paydbunpodena HaTpus, Ka-
TOpOJIaKa TPOMETAMIHA, ITPETHN30JI0HA alleTaTa (CyCIeH3UH) U Tpeaan300Ha Hatpus hocdara (pactopa). 1o
MEHBIIEH Mepe OJUH MHOTHK MOXET NPEICTAaBIIATH COOON MO0 MEHBIIEH Mepe OTHO CPEeICTBO, BHIOpAaHHOE U3
aleTUIIXOJIMHA XJIopHIa, kapOaxoma (BHYTPHUTIIA3HOTO), KapOaxoma (MECTHOTO), 3KoTHodara noanuaa, muIoKap-
MIIHA, THJIOKAPIIFHA THAPOXJIOPHIA U MIIOKapIiHa HUTpaTa. [lo MeHbmei Mepe 0IMH MUIPHUATHK MOXKET IIpeJ-
CTaBIATH COOOM MO MEHBIICH Mepe OTHO CPEACTBO, BEIOPAHHOE U3 aTPOIMUHA CyIb(ara, [UKIOICHTOIATA TH/-
poxyiopuaa, aJpeHaIMHA THAPOXJIOpHIa, SnuHedpmiaa OopaTa, TOMATpPONUHA THApoOpoMuaa, (eHmGpuHa
THIIPOXJIOPHIA, CKOTIOJIAaMUHA THApoOpoMuIa u Tpormukamuaa. [1o MeHbIIEH Mepe OJHO COCYIOCYKUBAIOIICEe
CPEZCTBO JUIS TJIa3 MOXKET IPEJCTaBISATh COOOM 10 MEHBIIEH Mepe OHO CPEICTBO, BHIOpaHHOE 13 Hada3oiInHa
THIIPOXJIOPHIA, OKCMETA30JIMHA THAPOXJIOPHIA U TETPATHIPO30IUHA TUApoxIopuaa. [1o MEeHbIIeH Mepe OTHO
mpodee CPeACTBO IS TI1a3 MOXKET MPEACTABIATh 10 MEHBIIEH Mepe 0HO co00i cpencTBO, BEIOpaHHOE W3 ampa-
KJIOHU/IMHA THAPOXJIOpUAA, OETOKCAoIa THAPOXIIOpHIa, OPUMOHIINHA TapTpara, KapTeooja THAPOXIOPHA,
qunuBepHHA THAPOXIOPHIA, AOP30JaMUaa THIPOXIOpHIa, SMeIacTiHa arudymapara, GiryopecrenHa HaTpHS,
KeroTudeHa pymaparta, 1aTaHOIIPOCTA, JIEBOOYHOIONIA THAPOXIOPHIA, METHIIPAHOIIOJIA THAPOXIOPUIA, XJIOPHIA
HaTpHs (THIIEPTOHUYECKOTO) M TUMOJIONa Maneara. [lo MeHbIIeif Mepe OJTHO CPEACTBO Ui YIIeH MOXET Ipes-
CTaBJITh COOOM MO MEHBIIIEH Mepe OJHO CPEeACTBO, BHIOpaHHOE M3 OOPHOM KHCIOTHI, IEpOKCHIa KapOammuaa,
XJIopaM(pCHHUKOJIa ¥ KOHJICHCATa OjieaTa TPUITAaHOIaMUHa monunentuaa. [1o MeHbIeil Mepe 0JHO JIeKapCTBCH-
HOE CPEJICTBO JUISI HOCa MOXKET IIPEACTABIATh COOOH 10 MEHbBILIEH Mepe OJHO CPENICTBO, BEIOpaHHOE M3 OEKJIO-
MeTa30Ha TUIPOIHOHATa, OyIe30HH A, dpeIpiHa CyIb(ara, aipeHaAINHA THAPOXIOpUAa, hiIyHH30IIIa, QIryKa-
30Ha MPONHOHATa, Ha(a30IMHA THIPOXIOPHIA, OKCHMETAa30IMHA THAPOXIOPUIA, (EeHITI(PPUHA THAPOXIOPUAA,
TETPAruJPO30JMHA THAPOXJIOPHIA, TPUAMIIMHOJIOHA alleTOHHUJA W KCUJIOMETa30JIMHA THAPOXJIopuaa (CM., Ha-
npumep, p. 1041-97, Nursing 2001 Drug Handbook).

[To meHbImIEH Mepe 0HO NPOTHBOMH(EKIIMOHHOE CPEACTBO U1 MECTHOTO NMPUMEHEHHS MOJXKET Ipe/ICTaB-
JATH co00¥ 1O MEHBIIEH Mepe OIHO CPEACTBO, BRIOpaHHOE M3 allMKIIOBHpa, aMmpoTepunnHa B, kpema ¢ a3enau-
HOBOW KHCJIOTOM, OanuTpamnuHa, OyTOKOHA30JI1a HUTpaTa, KIWHAaMHUIMHA (ocdara, KIOTpUMa3oia, dKOHA30Ja
HHUTpaTa, YPUTPOMHULIMHA, TeHTAMHUIIIHA Cylb(aTa, KeTOKOHa30/Ia, MadeHUIa areraTa, METpOHUAa30a (I Me-
CTHOTO TMPUMEHEHUS), MUKOHA30J1a HUTpaTa, MyIUPOINMHA, HadQTUDHHA THAPOXJIOPHIA, HEOMHUIIMHA Cylbdara,
HUTpo(ypazoHa, HUCTaTUHA, Cynb(haanasuHa cepedpa, TepOuHadUHA THIAPOXIOPUIA, TCPKOHA30JIA, TCTPALUK-
JIMHA THAPOXJIOPHIA, THOKOHA30Ma i TomHadTaTta. [Io MeHbIICH Mepe OJTMH CKaOUIHT WK TICTUKYITUIH MOXKET
MPEJICTABIATE COOOM MO0 MEHBIICH Mepe OJTHO CPEICTBO, BRIOPAHHOE U3 KPOTAMUTOHA, JIMHIAHA, ICPMETPUHA U
mUpeTpUHOB. [10 MEHBIICH Mepe OJTUH KOPTUKOCTEPOUT TSI MECTHOTO IPUMEHEHHUS MOXKET NMPEACTABISATE COOOU
MO0 MEHBIICH Mepe OJHO CPEICTBO, BEIOpaHHOE M3 OcTaMeTa30HA MTUIPONUOHATA, OeTaMeTa30Ha Bajiepara, KIo-
Oerasona MPOIMOHATA, JIC30HHUA, TE30KCUMETa30Ha, JeKCaMeTa30Ha, IekcameTa3oHa Hatpus ¢ocdara, qudio-
pazoHa nuareTara, (hIyoIMHOJIOHA aleTOHHIa, (QUIyonHoHHAa, (iaypaHApeHOIuaa, (IykKazoHa MPOMHUOHATA,
TAJIIIIOHNU/IA, THAPOKOPTH30HA, THApPOAIeTaTa KOPTU30HA, THAPOKOPTU30HA OyTHpaTa, THIPOKOPTH30HA Bajepa-
Ta, MOMeTa30Ha (ypoaTa W TPHUAMIIMHOJIOHA areToHuaa (cM., Hampumep, p. 1098-1136, Nursing 2001 Drug
Handbook).

ITo mMeHbIIEH Mepe OOWH BUTAMHH WJIM MHUHEPA MOXET MPEACTaBISATh COOOW MO MEHBIIEH Mepe OIHO
CpENICTBO, BRIOpaHHOE M3 BUTAMHHA A, KOMIUIEKCa BUTaMHUHOB B, mmankoOanamuna, (GOJIMEBON KUCIOTHI, THII-
POKCHKOOaIaMIHA, JICHKOBOPHHA KaJbIIWs, HUAIIMHA, HUAIMHAMHUIA, TUPUIOKCHHA THAPOXJIOpHIa, pudoQIaBu-
Ha, THAMHHA TUApoxyopuaa, ButamuHa C, ButamuHa D, Xmopkanenudepona, sprokanbimdepona, aHaaora BH-
tamuHa D, mokcepkansiudepona, napukaibluToia, BuTamuHa E, ananora ButamuHa K, dutonaanona, propuna
HATpHs, ropuaa HaTpus (MECTHOTO), MHKPO3JICMEHTOB, XpoMa, MEIH, Hola, MapraHia, ceJcHa U nuHKa. [1o
MEHBIIIEH Mepe OJTHO KaJIOpHITHOE CPEICTBO MOXKET MPEACTAaBIATH cOOOW IO MEHBIIEH Mepe OJHO CPEACTBO,
BBIOPaHHOE M3 aMHHOKHUCIIOT ISt HH(Y3Ui (KPUCTAILTMYSCKUX ), aMHHOKHUCIIOT [T HH(Y3Ui B TEKCTPO3e, aMu-
HOKHCJIOT [T HH(Y3UH ¢ 3JIEKTPOIUTaMHU, aMHHOKHUCIIOT JJISI HHPY3UHA C AJIEKTPOIIUTAMH B JEKCTPO3€, aMHHO-
KHCJIOT U1 WH(Y3UH MIPH MEYEHOYHON HEJOCTaTOYHOCTH, aMHHOKHUCIIOT A1l MH(Y3Ui TIPH BEICOKOM METa0OIH-
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YEeCKOM CTpecce, aMHHOKHCIIOT sl HHY3UI IIPU II0YEYHON HEAOCTATOYHOCTH, IEKCTPO3BL, )KUPOBBIX 3MYJIbCUI
Y TPUTIMLIEPUIOB Cpeaneii uemnu (cM., Hanpumep, p. 1137-63, Nursing 2001 Drug Handbook).

Kommosuiuu anturen npotus IL-23p19 mo HacTosmeMy n300peTeHII0, KpOME TOTO, MOTYT COJIEPIKATh 110
MEHBIIEH Mepe OAHO W3 JIFOOBIX NPUTOAHBIX U 3()()EKTUBHBIX KOINYECTB KOMIIO3HINN WM (hapMarieBTHIECKON
KOMITO3HUITUH, COAepKaIIei T0 MEHBIIIeH Mepe 0fHO aHTuTeNI0 poTuB IL-23p19, KoTopoe MPUBOAAT B KOHTAKT C
KJICTKOH, TKaHBIO, OPTaHOM, KUBOTHBIM WJIM HAIIMEHTOM, HJIM BBOJST B KJIETKY, TKaHb, OpTaH, )KABOTHOMY WA
MAIMEHTY, Hy)KIAOMEMYCSl B TAKOM MOIYJIHPOBAaHHUH, BO3ICHCTBUN WM TEPAlMH, KPOME TOTO, HEOOsI3aTeIhHO
coJieprKalleit o MEeHbIIIeH Mepe OHO CPEeCTBO, BHIOpaHHOe M3 anTaronucta TNF (Hanmpumep, HO HE OrpaHUYH-
BasiCb UMM, XUMHYECKOT0 Wi OenkoBoro antaronucra TNF, MOHOKIIOHaJIBHOTO MIIN TIOJIMKIIOHAIEHOTO aHTHTE-
na npotuB TNF nnm ¢parmenta, pacrBopumoro peuenropa a1t TNF (nanpumep, pS5, p70 wiu p85) wm dpar-
MEHTa, WX CJIMTHIX IOJHICNTUIOB WM HU3KOMOJIEKYJISIpHOTro aHTaronucta TNF, Hampumep CBS3BIBAIOIIETO
TNF 6enxa I wim 11 (TBP-1 unm TBP-1I), Hepenumomaba, nadumkcumaba, snrepanenrta, CDP-571, CDP-870,
adenMomaba, JIeHepIenTa U T.II.), TPOTHBOPEBMAaTHIECKOTO CPEJICTBA (HAIIpUMep, METOTpeKcara, aypaHguHa,
aypOTHOTIIIOKO3bI, A3aTHOIIPHHA, 3TAaHEpLENTa, 30JI0Ta HATPHsS THOMaiaTa, THIPOKCHXJIOPDOKBHMHA Cyibdara,
nedryHOMHIa, CyTb(acan3mHa), MBIIIEYHOTO pelakCaHTa, HApKOTHYECKOTO CPEICTBA, HECTEPOHIHOTO IPOTH-
BOBOCTIAJIMTENILHOTO JieKapcTBeHHOTO cpeactBa (NSAID), o6e300nmBaronero cpeacTsa, aHECTETHKA, CElNaTHB-
HOTO CPEJNICTBA, MECTHOTO aHECTETHKA, HEPBHO-MBIIIIEYHOTO OJI0OKAaTOpa, MPOTHBOMUKPOOHOTO CpeACTBa (HAIpH-
Mep, aMHHOTJIMKO3W/a, TIPOTUBOTPUOKOBOTO CPEICTBA, MPOTHBOIAPA3UTAPHOTO CPEACTBA, MPOTHBOBUPYCHOTO
cpencTBa, kapbaneHema, redanocnopruHa, GTOPXUHOIOHA, MaKpOIUIa, TICHUIIWUIMHA, CYIb(OHAMHUIA, TETpa-
UKJIAHA, JPYTroro MPOTHBOMHUKPOOHOTO CpeACTBa), MPOTHBOIICOPHAZHOTO CPENCTBA, KOPTUKOCTEPOUIa, aHa0o-
JMYECKOro CTEPOMA, CPEACTBA MPOTUB IHadeTa, MHUHEpala, MUTATEILHOTO BEIIECTBA, CPEICTBA ISl IIIUTOBU/I-
HOM KeJIe3bl, BUTAMUHA, CBS3aHHOTO C KaJbIIMEM FOPMOHA, CPEACTBA NMPOTHB TUAPEH, CPEACTBA MPOTHB Kallls,
MPOTUBOPBOTHOTO CPEACTBA, CPEJCTBA IPOTHUB SI3BBI, CIAONTEIBHOTO CPEACTBA, aHTHKOATYIISIHTA, SIPUTPONIOITH-
Ha (Hampumep, SMO3THHA anbda), Guirpacruma (manpumep, G-CSF, Neupogen), caprpamoctuma (GM-CSF,
Leukine), cpencTBa aist MMMYyHH3allMK, UMMYHOTIIOOYJIMHA, UMMYHOJIETIpeccanTa (Harpumep, 0a3ninkcuMaa,
IUKJIOCTIOpHHA, JaKIu3yMaba), TOpMOHA POCTa, 3aMECTUTEIHHOTO TOPMOHAIBHOTO JICKAPCTBEHHOTO CPEICTBA,
MOJYJISITOPa 3CTPOTEHOBBIX PEIETITOPOB, MUIPHATHKA, CPEACTBA MPOTUB NUKIOIUICTHH, aJKIIINPYIOIIETo Cpe-
CTBa, aHTUMETA0OJINTa, HHTHOUTOpAa MUTO3a, paano(apManeBTHIECKOT0 CPEACTBa, aHTHICIPECCaHTa, CPEICTBa
MIPOTHB MaHUH, AaHTUIICHXOTHYECKOTO CPEICTBA, aHKCHOJINTHKA, THITHOTHIECKOTO CPEACTBA, CHMIIATOMHUMETHKA,
CTHUMYJIMPYIOIIETO CPEICTBa, JOHETe3MIa, TAKpHUHA, JICKAPCTBEHHOTO CPEICTBA OT acTMBI, OeTa-aroHNCTa, CTe-
powna Ui WHTAJSIIUN, HTHTHOUTOpA IEHKOTpHeHa, METHIIKCaHTHHA, KPOMOJIMHA, aipeHaIHA WIK aHajora, 1op-
Hasbl anbga (MyJIbMO3UM), IIUTOKWHA WJIM aHTaroHUCTa UTOKMHA. HeorpannduBaiomue npuMepbl TaKUX IIATO-
KWHOB BKJIIOYAIOT, HO HE OTPaHMYHMBAIOTCS UMH, JIt000# u3 ot IL-1 no IL-23 (ranpumep, IL-1, IL-2 u T.1.). [Ipn-
TOJTHBIC 03Bl XOPOIIIO U3BECTHHI B JAHHOU oOnacTu; cM., Hampumep, Wells et al., eds., Pharmacotherapy Hand-
book, 2™ Edition, Appleton and Lange, Stamford, CT (2000); PDR Pharmacopoeia, Tarascon Pocket Pharmaco-
poeia 2000, Deluxe Edition, Tarascon Publishing, Loma Linda, CA (2000), Bce U3 KOTOPBIX BKIFOYCHBI B Ha-
CTOsIIIIEE OIMCAaHNE B KAYECTBE CCHUIOK B IIOJIHOM O0BEME.

Takue MPOTHUBOOIYXOJIEBBIE WM MPOTHBOMH(EKIIMOHHBIE CPEACTBA TAK)KE MOTYT BKIIOYATh MOJICKYIIBI
TOKCHHOB, KOTOPBIE aCCOIIMHPOBAHBI, CBSI3aHBI, KOTOPHIE COBMECTHO COCTABIISIOT WJIM COBMECTHO BBOJSAT IO
MEHBIIEH Mepe C OIHUM AaHTHUTEIOM IO HACTOSIIEeMy M300peTeHmio. J[eficTBie TOKCHHA HE00S3aTeIFHO MOXKET
OBITH HAIIPABIICHO HA CEJIEKTUBHOE YHHUYTOXKECHHE MATOJOTHIECKON KIETKH WM TKaHW. [laTonorndyeckas Kierka
MOJKET MPECTABIATh COOOW 37I0KaYECTBEHHYIO WM IPYTYIO KIETKY. Takue TOKCHHBI MOTYT MPEACTaBIATh CO-
0011, HO HE OTPaHMYMBATHCS UMM, OUMINCHHBIH MM PEKOMOMHAHTHBIN TOKCHMH WM (pparMeHT TOKCHHA, CoJep-
JKaIMi 10 MEHbIIEH Mepe OAnH (YHKIMOHAIBHBIN [IUTOTOKCHYECKUI JOMEH TOKCHHA, HalpuMep, BHIOPaHHOTO
110 MEHBIIEH Mepe U3 OJHOTO W3 PUIMHA, TU(TEPUITHOTO TOKCHHA, TOKCHHA 3MENHOTO sJ1a WM OaKTepHaTbHOTO
ToKcMHA. TepMUH TOKCHH TaK)ke BKJIIOYAET KaK YHIOTOKCHUHBI, TaK M 9K30TOKCHHBI, MPOIYLHUPYEMbIC TPUPOJI-
HBIMHM, MYTQHTHBIMH WJIMI PEKOMOMHAHTHBIMH OaKTEpUSMH WM BHPYCaMH, KOTOPBIE MOTYT BBI3BIBAaTb JIIOOOE
MaTOJIOTMYECKOE COCTOSIHUE y YEIOBEKa M APYIMX MIICKONUTAIOIINX, B TOM YHCJIE€ TOKCHHOBBIM IIOK, KOTOPBIA
MOJKET MPHUBECTH K CMEPTH. Takwe TOKCHHBI MOTYT BKIIOYAaTh, HO HE OTPAHUYHMBATHCS MMM, TEPMOIAOMIBHBIN
(LT) snTeporokcut sHTepoTOKCHTeHHBIX E. coli, TepmocTabmibHbIi 3HTEpOoTOKCHH (ST), mutoTokcuH Shigella,
SHTEPOTOKCHHBI Aeromonas, TOKCHH-1 cuHapoma Tokcudeckoro moka (TSST-1), craduimoKOKKOBBIH 3HTEPO-
tokcuH A (SEA), B (SEB) wmm C (SEC), cTpenTOKOKKOBBIE SHTEPOTOKCUHBI U T.T. Takue OakTepUH BKITIOYAIOT,
HO HE OTPaHUYMBAIOTCS UMH, IITAMMBI HUIH BUIBI dHTepoTOoKcHreHHBIX E. coli (ETEC), sHTeporemopparndeckux
E. coli (manpumep, mrammbl cepotuna 0157:H7), mrammsl Staphylococcus (Hanmpumep, Staphylococcus aureus,
Staphylococcus pyogenes), mrammsl Shigella (manpumep, Shigella dysenteriae, Shigella flexneri, Shigella boydii
u Shigella sonnei), mrammer Salmonella (Hampumep, Salmonella typhi, Salmonella cholera-suis, Salmonella en-
teritidis), mrammbel Clostridium (manpumep, Clostridium perfringens, Clostridium dificile, Clostridium
botulinum), mrammer Camphlobacter (nanpumep, Camphlobacter jejuni, Camphlobacter fetus), mrammer Helio-
bacter (manpumep, Heliobacter pylori), mrammsl Aeromonas (Harpumep, Aeromonas sobria, Aeromonas hydro-
phila, Aeromonas caviae), Pleisomonas shigelloides, Yersina enterocolitica, mrrammsl Vibrios (Hanpumep, Vi-
brios cholerae, Vibrios parahemolyticus), mrammbr Klebsiella, Pseudomonas aeruginosa u Streptococci; cMm.,
Hanpumep, Stein, ed., INTERNAL MEDICINE, 3rd ed., p. 1-13, Little, Brown and Co., Boston (1990), Evans et
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al., eds., Bacterial Infections of Humans: Epidemiology and Control, 2d. Ed., p. 239-254, Plenum Medical Book
Co., New York (1991), Mandell et al., Principles and Practice of Infectious Diseases, 3d. Ed., Churchill Living-
stone, New York (1990), Berkow et al., eds., Tlie Merck Manual, 16th edition, Merck u Co., Rahway, NJ, 1992,
Wood et al., FEMS Microbiology Immunology, 76:121-134 (1991), Marrack et al., Science, 248:705-711
(1990), conepxanre KOTOPHIX BKIIOUEHO B HACTOSIIEE ONMUCAHUE B KAYECTBE CCHUIOK B TTOJTHOM OOBeMe.

CoenuHeHHsI, KOMIIO3UIIMKA WM codeTaHus aHTuTen npoTuB IL-23pl19 mo HacTosmeMy W300peTeHHIO,
KpOMeE TOTO, MOTYT COJIepXKaTh IO MEHBIIIEH Mepe OJHO U3 JIIOOBIX NPUTOAHBIX TOMOIHUTEIHHBIX BEIIECTB, Ta-
KHX KaK, HO HE OTpaHUYMBAasICh UMH, pa30aBUTENb, CBA3YIOIIEE BEIIECTBO, CTAOMIM3ATOP, Oy(hepsl, CONH, JTUTIO-
(UIBHBIC PACTBOPUTENN, KOHCEPBAHT, aIbIOBAHT WM CXOIHBIC ¢ HUMHU. DapManeBTHUCCKU MPUEMIIEMBIC TI0-
TOJTHUTEIEHBIC BEIECTBA ABJISFOTCS IPEANOYTHTEIbHEIME. HeorpaHnauBaronye npuMephbl U CIocOObl OTyYe-
HUS TaKUX CTEPHIILHBIX PACTBOPOB XOPOIIO M3BECTHBHI B JAHHON 00JacTH, TakMe KaK, HO HE OTPaHUYHMBAsCH
stuM, Gennaro, Ed., Remington's Pharmaceutical Sciences, 18" Edition, Mack Publishing Co. (Easton, PA)
1990. OOBIYHO MOXKHO BBHIOMpATH (hapMaleBTHYECKH MTPHEMIIEMbIe HOCHTENN, KOTOPBIE SIBISIOTCS IPUEMIIEMbI-
MU IS crioco0a BBEACHUS, PACTBOPHMOCTH W/WIIM CTaOMIBHOCTH KOMIIO3WIMH aHTHTena mpotuB 1L-23pl19,
(hparMenTa wiIM BapHaHTa, KaK XOPOIIO U3BECTHO B JAHHOW 00JAaCTH MIIM KaK OTIFICAaHO B HACTOSIIEM OTIFICAaHHUH.

dapmaneBTHIECKUE IKCIUMHUCHTH U JO00aBKH, NPUTOAHBIC JJIsI KOMIIO3UIH TI0 HACTOSIIEMY H300peTe-
HUIO, BKJIFOYAIOT, HO HE OTPAHWYMBAIOTCS WMH, OCIKH, TETITHAbI, AMUHOKHCIIOTH, JTUMHIBI U YTICBOABI (HAIIPH-
Mep, caxapa, B TOM YHCJIe MOHOCAXapuabl, IH-, TPH-, TETPa- U OJUTOCAXapUAbI, IPOU3BOIHBIE CaXapoB, TaKHe
KaK aJIbAWTHI, aJIbJOHOBBIC KHCIOTHI, 3TepU(UIIPOBAHHBIC caxapa U T.II.; M HOJIMCAXapHIbl TN ITOJTUMEPHI ca-
XapoB), KOTOPBIE MOTYT OBITh MPEACTABICHBI OTJCIHFHO WIHA B COYETaHUH, COCTABIISAA OTACIBFHO WIIM B COYCTAaHIH
1-99,99% mo macce wian no obwvemy. MiumocTpaTuBHBIE OEIKOBBIE SKCIHIUEHTH! BKIIOYAIOT CHIBOPOTOYHBIH
aIpOyMHH, TakOH Kak CBIBOPOTOYHBIA anbOymuH denoBeka (HSA), pekoMOMHAHTHBIH adbOyMHH deloBEKa
(rtHA), >xenaTuH, Ka3ewH u T.I. Penpe3eHTaTUBHBIC KOMIIOHCHTBI aMUHOKHCIIOT/aHTUTEI, KOTOPBIC TAKKE MOTYT
(hYHKIIMOHHUPOBATH ¢ OY(EpHOI EeMKOCThIO, BKIFOUAIOT AJIAHWH, TIIHIUH, apTHHUH, OCTaWH, THCTUINH, TIyTaMH-
HOBYIO KHCJIOTY, acllapariHOBYIO KHCJIOTY, IIUCTCUH, JIM3UH, JCHIINH, U30JICHIIUH, BaIMH, MCTHOHUH, ()CHUIA-
JIaHWH, acraptaM # T.11. OTHOW IPEeAIOYTUTEIHHON aMUHOKHUCIOTON SIBIISIETCS TIIHALINH.

VYraeBogHbIe SKCIUIHUEHTH, IPUTOHBIE IS IPAMEHEHHSI B COOTBETCTBUHU C ATHM HM300peTEeHHEM, BKIIIO-
YaroT, HallpuMep, MOHOCAXapHIbl, Takue Kak (hpyKTo3a, MabTO3a, TaJIlakTo3a, TII0K03a, D-MaHHO3a, copbo3a u
T.IL.; AWCaXapuIsl, TaKWE Kak JIAKTO3a, caxapo3a, TPeraios3a, HeIo01o3a  T.IL.; IOoIncaxapyuasl, Takue Kak pa-
(hmHO3a, MENN3NTO3a, MAIBTOICKCTPUHBI, IEKCTPAHBI, KpaXMallbl U T.I1.; W aTbIUTHI, TAKHE KaK MaHHUT, KCHJINT,
MAaJbTHUT, JJAKTUT, KCHJIUT COPOUT (TJIFOLUT), MUOMHO3UTOI | T.I. IIpeamodTuTensHple yTIeBOAHBIE SKCIUITHCH-
THI JUISl TIPUMEHEHUSI B COOTBETCTBUY C HACTOSIIMM M300pETEeHHEM NPENCTABIAIOT COO0OH MaHHUT, TPErajo3y U
paduHO3y.

Kommosuruu anturen npotus 1L-23p19 taxke MoryT Bkirouats Oydep winn m3mensitomee pH BemecTso;
Kak TpaBwiIo, Oydep mpeacraBisier co00i coib, MOMYYEHHYIO 3 OPTaHMYEeCKOW KUCIIOTHI MM OCHOBaHus. Pe-
MPE3CHTATUBHBIC Oy(ephl BKITFOUAIOT COJM OPTaHUYCCKUX KUCIIOT, TAKUE KAaK COJH JIMMOHHOW KUCIIOTBI, aCKOP-
OMHOBOW KHCJIOTHI, TTIFOKOHOBOW KHCJIOTHI, YTOJIBHOM KUCIIOTHI, BAHHO-KAMEHHOMN KUCIIOTHI, SIHTAPHOW KHCIIOTHI,
YKCYCHOW KHCIIOTBI MM (TaNeBON KUCIOTHI; Tris, THApOXIOpHUI TpoMeTaMuHa miH ¢pocdatabie Oydepsr. [Ipen-
MOYTHTENbHEIMU OydepaMu IIsI IPUMEHEHHS B KOMITO3MIHAX O HACTOSAIMIEMY M300PETEHHIO SBIAIOTCS COJN
OpPTaHMYECKUX KHUCJIOT, TAKHE KaK IUTPaT.

Kpome Toro, xommno3unuu anTuten MpotuB 1L-23p19 mo 3ToMy H300peTEeHUIO0 MOTYT BKJIIOYATh TOJTUMEp-
HBIE KCIMITUEHTHI/T00ABKH, TaKNe KaK MOJIMBHHUITHPPOIUAOHBI, (DUKOJUTHI (IOJTMMEPHBIA caxap), NeKCTpaThl
(HammpuMep, IUKIOAEKCTPHUHBI, TaKHE KaK 2-THAPOKCHIIPOIII-[3-IIUKIOJEKCTPUH), TIOJIMATHIICHTJINKOIHN, BKYCO-
BbIE /100aBKH, NPOTHBOMUKPOOHBIE CPEICTBA, ITOJCIACTHUTEIH, aHTHOKCHIAHTHI, aHTHUCTATHYECKHE CPEICTBA,
MOBEPXHOCTHO-aKTUBHBIE BellecTBa (Hampumep, nonucopbarsl, Takue kak "TWEEN 20" u "TWEEN 80"), nn-
muabl (HampuMep, GochOIUIHIbI, KUPHBIC KUCIIOTHI), CTEPOUALI (HAIPUMEp, XOJICCTEPUH) M XEIaTUPYIOIIHE
areHts! (Hanpumep, DJTA).

OTH W JOTONHUTEIBHBIC U3BECTHBIC (DapMalleBTUUCCKUE SKCIUIMUCHTHI /WM JTOOaBKH, MPHUTOTHBIC IS
MPUMEHCHHUS B KOMIO3HIUAX aHTUTeN NpoTuB IL-23p19, yuacTKOB WM BApUAHTOB B COOTBETCTBHH C 3THUM H30-
OpeTeHHeM, U3BECTHBI B TaHHOM 00J7acTH, HanpuMep, kak npuseneHo B "Remington: The Science & Practice of
Pharmacy", 19" ed., Williams & Williams, (1995) u B "Physician's Desk Reference", 52nd ed., Medical Econom-
ics, Montvale, NJ (1998), onmcanus KOTOPBIX MOJHOCTHIO BKIIFOUEHBI B HACTOSIIEE ONMMCAHUE B KA4eCTBE CCHI-
nok. [IpennodrurensHbe BElIecTBa HOCUTENCH HITH SKCIUITHEHTOB PEACTABIAIOT co00M yTiaeBoas! (HampumMep,
caxapubl U abIUTHI) U Oy(depsl (HampuMep, MUTPaT) WU TOJUMEPHBIC BemecTBa. MiumocTpaTiBHAsI MOJIEKYJIa
HOCHTENS MPEICTaBIsAeT cO00M MyKOIONHCaXapHl, THATYPOHOBYIO KHCIIOTY, KOTOPhIE MOTYT OBITH IIPHUTOIHEI
JUTSL BHYTPHUCYCTABHOW JIOCTABKH.

CocTaBsl.

Kak ykazaHo BbIlIE, 3TO M300pETEHHE OTHOCHTCS K CTaOMIIBHBIM COCTaBaM, KOTOpBIC MPEANIOYTUTEIHHO
conepxat ocdarHsiid Oydep ¢ PU3NOTOTHISCKUM PACTBOPOM MIIA BEIOPAHHOW COJIBIO, & TAKIKE K MOJIAFOIIIM-
Csl XpaHEHHIO PacTBOPaM M COCTaBaM, COJCPIKAIM KOHCEPBAHT, a TAKKe K IMOIAIOIINMCS XPaHEHHIO COCTaBaM
JUIE MHOTOKPATHOT'O TIPUMECHEHUS, IPUTOAHBIM I (papMarieBTUIeCKOTO WIH BETCPHHAPHOTO MPUMCHCHHS, CO-
JIepKaIiM 0 MEHbIeH Mepe ofaHo aHTtuTeno npoTuB IL-23p19 B dapmareBTHUECKH TPUEMIIEMOM COCTAaBe.
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[Nopnaromuecs: XpaHEHUIO COCTAaBBI COZEPXKAT IO MEHBIIEH Mepe OAWH M3BECTHBIH KOHCEPBAaHT WM Heobs3a-
TENILHO BBIOPAHHBIN M3 TPYIIIEL, COCTOSILEH 10 MEHBIIEH Mepe 13 OAHOTO U3 (eHoJa, M-Kpe3oia, M-Kpe3oJa, o-
Kpe3oJ1a, XJIOpKpe3osa, OSH3MIOBOTO CIIUPTA, HUTPUTA (PEHUIPTYTH, PeHOKCHITaHONA, opMabaeruia, XJIop-
OyraHoJa, XJIOpUAa MarHus (HampuMmep, reKcaruapara), akwimapadena (METHII, 3THI, POIHI, OYTHI U T.I1.),
xJopuaa OSH3aIKOHUS, XJIopHuaa OEH3eTOHNUS, AeTHApoarieTaTa HaTpisl M TUMEPOcana Wik UX CMece B BOIHOM
pa3baBuTesie. MOXHO MCIIONIB30BATh JIFOOYIO MPUTOTHYIO0 KOHIICHTPALIHIO WIIH CMECh, KOTOPHIE U3BECTHHI B JIaH-
HOM obOsactu, Takue kak 0,0015%, wnn nr000¥ Awama3oH, 3HaYSHUE WM YacTh B 3TOW oOmacTu. HeorpaHuum-
BalOIIME MPUMEPHI BKIIOYAIOT OTCYTCTBHE KOHCEepBaHTa, mpuOmmsutensHo 0,1-2% wm-kpeson (aampumep, 0,2,
0,3, 0,4, 0,5, 0,9, 1,0%), mpubmmsurensro 0,1-3 Oensmnossid cnimpt (Hampumep, 0,5, 0,9, 1,1, 1,5, 1,9, 2,0,
2,5%), npudnmsurensro 0,001-0,5% tumepocan (mampumep, 0,005-1,0%), npudnusutensao 0,001-2,0% deHon
(mampumep, 0,05, 0,25, 0,28, 0,5, 0,9, 1,0%), 0,0005-1,0% ankunmapaben(sr) (Hanpumep, 0,00075, 0,0009,
0,001, 0,002, 0,005, 0,0075, 0,009, 0,01, 0,02, 0,05, 0,075, 0,09, 0,1, 0,2, 0,3, 0,5, 0,75, 0,9, 1,0%) u T.I.

Kak yka3aHo BbIIIIe, 3TO H300pETEHUE OTHOCUTCS K U3JCIHIO, COACPIKAIIEMY YITAKOBOYHBIA MaTEPHAI U IO
MEeHbIIIeH Mepe ouH (IIakoH, CoJAEpIKallii pacTBOp MO MEHbIIEH Mepe oxHOro aHTHTena npoTtus 1L-23p19 c
MIPeTyCMOTPEHHBIMU OydepaMy W/ Ui KOHCEpBaHTaMH, HEOOSI3aTeIbHO B BOJHOM pa30aBHUTele, T YKa3aHHBIN
YIIaKOBOYHBIA MaTepHall COICPKUT ITUKETKY, Ha KOTOPOH yKa3aHO, YTO TaKOH pacTBOP MOKHO XPAaHUTH B TeUe-
HUE Tieproaa Bpemenu 1, 2, 3,4, 5, 6,9, 12, 18, 20, 24, 30, 36, 40, 48, 54, 60, 66, 72 1 nunu 6onee. Kpome Toro,
9TO M300pETeHNE OTHOCUTCS K HM3JIENHIO, COJEepIKAIIEeMy YIIaKOBOUHBIH MaTepHall, epBbIi (IIakoH, comepiKa-
WA TI0 MEHBIIEH Mepe OAHO THMO(GHUIN3NPOBaHHOE aHTHTENo MpoTHB 1L-23p19, u BTOpOW QuiakoH, comepka-
WA BOAHBIN pa30aBUTENb, COCTOSIINNA U3 TIPETyCMOTPEHHOTO Oydepa Win KOHCEPBAaHTa, TNIe YKa3aHHBIN yIia-
KOBOYHBII MaTepHal COJCPKUT STUKETKY, HAa KOTOPOH MpUBEICHA WHCTPYKIHUS JUIS MAIUCHTa O TOM, YTO HEO00-
XOANMO pa30aBUTh 10 MEHBbIIEH Mepe oqHO aHTUTeNo npoTuB IL-23p19 B BosHOM pa3baBuTelie C MOITyYECHHEM
pacTBOpa, KOTOPHI MOXKHO XPaHUTh B TCUCHHUE MEpHOIa BpeMeHH 24 1 uiu Ooree.

ITo mensbelt Mepe oaHO aHTUTENO NpotuB I1L-23pl9, ucnonszyeMoe B COOTBETCTBUH C HACTOSIIUM H30-
OpeTeHHEeM, MOXKHO MONTy4aTh PEKOMOMHAHTHBIMH CITIOCOOAaMH, B TOM YHCIIC M3 KJIETKH MIICKOIHTAIOIICTO WA
TPAHCTEHHBIX TPENapaToB, WK €r0 MOXXHO OYHWINATh M3 APYTHUX OMOJOTMYCCKUX MCTOYHMKOB, KaK OIHCAHO B
HACTOSIIEM OIMCAHUH WM KaK W3BECTHO B TAHHOH 00JacTu.

KonmuecTBo mo MeHbIel Mepe omHoro antutena npoTuB 1L-23p19 B mpoaykTe 1Mo HacTosImeMy H300pe-
TEHHUIO BKJIIOYAET KOJHMYECTBA, KOTOPHIC TOCIE pa30aBIieHUs MPHUBOAAT B CIy4ae BIIAXKHOI/CyXOil CHCTEMBI K
KOHIIEHTpaUsM oT npubnusutenpHo 1,0 mo npubmmsurensao 1000 Mr/mi, xoTs 6oiee HU3KHE U 00JIee BHICOKHE
KOHIICHTPAINH SBIISIOTCS MPUTOIHBIMU M OHH 3aBHCAT OT MPEAIOIaraeMOro HOCUTEINS I JOCTaBKH, HaIpUMep
COCTaBBI PAaCTBOpPa Pa3IMYAIOTCS Ul crocoda ¢ TpaHCAEPMaJbHBIM IUIACTBIPEM, JIETOYHOTO CIocoda, crocoba
JIOCTaBKH Yepe3 CIM3HUCTHIE WM OCMOTHYECKOTO criocoba b0 crocoda ¢ MUKPOI03aTOPOM.

[IpennovTuTeNnsHO BOMHBIN pa30aBUTENb, KPOME TOIO, HEOOA3aTEINEHO CONCPKUT (PapMaIleBTUICCKH TPH-
EeMIIEMBIII KOHCEPBAHT. [IpeArnmouTHTEIbHbIC KOHCEPBAHTHI BKJIFOUAIOT KOHCEPBAHTHI, BHIOpPAHHBIC W3 TPYIIIIHI,
cocTosiel u3 (eHomna, M-Kpe3oia, I-Kpe3oiia, 0-Kpe3oiia, XJIOpKpe3oiia, OEH3WIOBOTO CIHpTa, AJKWiIapabeHa
(MeTwit, 3THII, IpOTIMIT, OYTHI | T.I1.), XJIOpHaa OCH3aJIKOHUS, XJIOpHaa OCH3CTOHHMS, ICTHIpoaleTaTa HaTpus U
TUMepocaia Wik ux cMmeceil. KoHIeHTpanus KoHCepBaHTa, HCIOIb3yeMasi B COCTaBe, MPEICTABISET COO0H KOH-
[EHTPANHNIO, JOCTaTOYHYIO U JOCTIDKEHHS MPOTHBOMUKPOOHOTO 3(ddekra. Takne KOHIEHTPAIH 3aBHCAT OT
BBIOPaHHOTO KOHCEPBAHTA, M MX JIETKO OTIPEIENUT KBATA(UIIPOBAHHBIA CIICIHAIUCT.

B pa3baButens HEOOS3aTEIHHO M MPEANOYTHTEIHHO MOXKHO T00ABIATH APYrHe SKCIUIHUEHTHI, HAIIPUMEp
M30TOHWYECKHE BEIIeCTBa, Oyeprl, aHTHOKCUIAHTHl U YCIIUTEIN KOHCEPBAHTOB. M30TOHMYECKOE BEIIECTBO,
TaKO€ KaK TIHIICPHH, MIUPOKO UCIONB3YIOT B M3BECTHHIX KOHICHTpAIMIX. DU3HOIOTHYeCKH JOMYCTHUMEIH Oy-
(hep mpennoYTHTENEHO TOOABISIOT U1 00SCIICUCHHS MOBBIICHHOT0 KOHTpoJs pH. CocTaBel MOTYT OXBaTHIBATh
MIMPOKHUH TMana3oH 3HaueHui pH, Takoi kak ot npubmmsurensHo pH 4 no npubmmsurensuo pH 10, npenmou-
TUTEIBHBIN JUAMa30H COCTABISACT OT Mpuomu3uTensHo pH 5 mo npubnmsurensro pH 9 u Hanbonee mpeAnodTy-
TENBHBIA JMaNa3oH COCTaBiIsieT oT npubimsutensHo pH 6,0 no nmpubmmsutensuo pH 8,0. IIpenmoutnrensHo
COCTaBBHI MO HAcTOsIEMY H300peTeHHIo oOnanaror pH mexny mpubmmsurensHo 6,8 u mpubiamsurensHo 7,8.
IIpeamoururenpHble Oydeprl BKIO9aOT Gocdarnbie Oydepsl, Hanboee MpearnoITuTenbHO hocdaTt HaTpus, B
gacTHOCTH pocharHO-coneBoii Oydep (PBS).

B cocTaBbl nim KOMIO3UIIMK MOKHO TOOABIATE Apyrue J0OAaBKH, TaKue KaK (apMaIreBTHYECKH IpHeMIIe-
MBbI€ COIOOMIN3aTOPhI, Takue kKak Tween 20 (momuokcuatuiieH (20) MoHosaypat copourana), Tween 40 (mmosm-
okcuaTIIIeH (20) MoHOTambMUTAT copbutana), Tween 80 (mommokcudTIIieH (20) MoHOONeaT copburtana), Plu-
ronic F68 (Gyok-comonuMepsl MONMMOKCHATHIICHA U ToJinokcuniporniwieHa) 1 PEG (MOJIMATUIICHTIIMKOI) WITH
HCHOHHBIC MTOBEPXHOCTHO-aKTHBHEIC BEIICCTBA, Takue Kak mosmcopbat 20 win 80 wim momokcamep 184 wim
188, monmonsl Pluronic®, npyrue 610K-cOOIUMEPHI U XenaTupyromue areHTsl, Takue kak EDTA u EGTA, mns
CHIDKEHHS arperauu. DTH J00aBKH 0COOCHHO MPUTOIHBI B CIydae, KOT/Ia JJsl BBEICHHUS COCTaBa UCTONB3YIOT
JI03aTOp WIIM TUTACTHKOBBIN KOHTeHHep. Hanmuue (apMarneBTHYeCKH MPUEMIEMOTO MOBEPXHOCTHO-aKTUBHOTO
BEIIIECTBA CHMIKACT CKIIOHHOCTh OeJKa K arperanuy.

CocTaBbl 0 HACTOSIIEMY HM300PETEHHIO MOXKHO TIOJIy4daTh ITOCPEICTBOM IPOILIECCa, KOTOPBIH BKIIIOYACT
CMEUIMBaHKE 110 MEHbIIEH Mepe oaHOoro anturena npotuB 1L-23p19 m xoHcepBaHTa, BHIOPAHHOTO W3 IPYIIIIH,
cocrosmiel 3 (heHoma, M-Kpe3oia, I-Kpe3oia, 0-Kpe3oia, XJI0pKpe3oa, OEH3UI0OBOTO CIHPTa, aJKuIIapadeHa,
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(MeTwmi, 3THII, TIpOTIMIT, OYTHI | T.I1.), XJIOpHaa OCH3aIKOHUS, XJIopHuaa OCH3CTOHHS, ICTHIpoAaleTaTa HaTpus U
TUMepocaia WM UX CMecei B BOMHOM pa3dapurere. CMENIMBaHUE IO MEHBIIECH Mepe OJHOTO aHTUTENA POTHB
IL-23p19 u xoHCEpBaHTa B BOJHOM pa30aBUTENIC TMPOBOASIT C UCIOIL30BAHUEM OOIICIPUHATHIX CIIOCOOOB pac-
TBOPEHMSI M CMEIIMBaHMA. [l MOJydeHus] MPUTOJHOTO COCTaBa, HANPUMEp, PACCUYMTAHHOE KOIHYECTBO IO
MEHBIIIeH Mepe ogHOoro aHTuTena mpotuB 1L-23p19 B OydepHOM pacTBOpe CMEMMBAIOT ¢ TPeOyeMBbIM KOHCEp-
BaHTOM B Oy(epHOM pacTBOpe B KOJMYECTBAX, HOCTATOYHBIX IS TOMYyYEHUS TpeOyeMOoi KOHIICHTpaIuu Oenka
W KOHCepBaHTa. BapmaHTHI 3TOro crocoba OyAyT MOHATHEI CpeTHEMY CHEIHAINCTY B JaHHOHW oOmactu. Hampu-
Mep, MOPANOK H0OaBIeHUS KOMIIOHEHTOB, MCIIONF30BaHNUE JOTOIHUTENBHBIX J00aBOK, TeMmepaTypa u pH, npu
KOTOPBIX MOJYYarOT COCTaB, MPEJCTABIISIOT CO00# (PaKTOPHI, KOTOPhIE MOKHO ONTUMHU3UPOBATH LIS UCIOJIb3ye-
MOH KOHIIEHTPALUH U CII0c00a BBEICHHSI.

3asiBICHHBIC COCTABEI MOTYT OBITH MPEIOCTABJICHBI MAI[CHTAM B BUJIC MIPO3PAYHBIX PACTBOPOB WU B BUJIC
JIBYX (hIAKOHOB, COMEpXamuX (HIaKOH MO MEHBIIEH Mepe ¢ OMHUM JTHOMWIH3UPOBAHHBIM aHTHTEIIOM TPOTHUB
IL-23p19, koTOpOE pa3daBIIOT HAXOASAIIEHCS BO BTOPOM (hIaKOHE BOJOW, KOHCEPBAHTOM H/WIIM AKCIUIIHEHTa-
MH, OpeAnoYTUTENsHO pocdaTHEIM OydepoM M/mian HU3NO0IOTHYECKUM PACTBOPOM U BHIOPAHHOH COJIBIO, B BOJI-
HOM pasbaButene. Kak ¢urakoH ¢ eWHBIM pacTBOPOM, Tak W JBa (pilakoHa, B Ciiydae KOTOPHIX TpeOyeTcs pas-
OaBneHIe, MOKHO TTOBTOPHO HCIIOJIB30BaTh HECKOJBKO Pa3 M UX MOXKET OBITh JOCTATOYHO JJIS OXHOTO WIIH HE-
CKOJIBKUX KypCOB JICUCHHSI TAI[MEHTA, TAKUM 00pa3oM OHU MOTYT 00ecIednTh 0ojiee yIOOHYIO CXeMy JIeUeHus,
YeM JOCTYITHBIE B HACTOSAIIEE BPeMs CPECTBA.

3asBICHHBIC U3AETHS 10 HACTOSMIEMY H300pETCHUIO IPUTOIHBI I BBEICHHUS B TEUEHHE IIepHOJa BpeMe-
HU, HaXOJSIIETOCs B JWANa30He OT HEMEUICHHOTO BBEACHUS 10 24 4 niu Oonee. Takum oOpa3oM, 3asBICHHbBIE
U3JICTTUS [0 HACTOSIIIEMY H300PETCHHIO 00JIAAl0T 3HAYUTECIFHBIMU MIPEUMYIIICCTBaMU [T HanueHTa. CocTaBbl
10 ATOMY M300pETEHHIO HEO0s3aTeIbHO MOTYT O€3011aCHO XPaHHUTHCS TP TEMIIEPaTypax OT MPHOIU3UTENEHO 2
1o npubim3nutensHO 40°C U COXpaHATh OMOJOTHYCCKYI0 aKTUBHOCTh O€JKa B TEUCHHUE JUTUTCIBHBIX TIEPUOIIOB
BPEMEHH, YTO TaKUM OOpa30M MO3BOJIICT YKa3bIBaTh HA ITHKETKE HA YIMAKOBKE, YTO PACTBOP MOXKHO XPaHWTh
W/WIIA UCTIOJB30BaTh B TEUCHHE Meproia BpeMenu 6, 12, 18, 24, 36, 48, 72 wmu 96 1 wiu 6onee. Ecimu ucmons-
3YIOT MOAJAIOIINICS XpaHSHHIO pa30aBUTENh, TO Takas STHKETKa MOXKET BKIIIOYATh yKa3aHWE O MPUMEHEHUH B
TEYEeHHE BILIOTH 70 1-12 MecsieB, moayroaa, moyTopa W/uiH IByX JIET.

PactBopsl 10 MeHbIeH Mepe ofaHoro aHTuTena npotus IL-23p19 mo sToMy M300pETEHUIO MOYKHO TIONY-
YaTh MOCPEICTBOM IPOIlecca, KOTOPHIM BKIIOUACT CMEIINBAHKE 110 MEHBIIICH Mepe OJHOTO aHTUTENa C BOJHBIM
paszbaButenieM. CMemMBaHUE MPOBOIAT C UCIOIB30BAHUEM OOMIETIPUHATBIX CIIOCOOOB PACTBOPEHHUS U CMEIIH-
BaHUs. J71 TMONMydeHUs] TMPHUTOTHOTO pa30aBHTENs, HAIPUMEp, pPaCCUNTaHHOE KOJHMYECTBO 10 MEHBIIEH Mepe
OJTHOTO AaHTHTENIA B BOJIC MM Oy(epe CMEUIMBAIOT B KOJIMYCCTBAX, JOCTATOYHBIX JUIS MONyYCHHs Oclika U He-
00s13aTeNIbHO KOHCEpBaHTa WK Oydepa B TpeOyeMBIX KOHIICHTpAIUsIX. BapHaHThI 3TOTO criocoba OymyT MOHST-
HBI CpEIHEMY CIICIMAJIMCTY B JaHHOU 001acTu. Hanpumep, mopsaok qo06aBiicHUsI KOMIOHEHTOB, HCIIOJIh30BaHUE
JIOTIOTHUTEIBHBIX T00aBOK, TeMmIieparypa u pH, Mpu KOTOPBIX MONYYAIOT COCTaB, MPEACTABIAIOT co00i (hakTo-
PBL, KOTOPBIC MOXKHO ONTHMH3HPOBATH JIJIsI KCIIOIh3yEMOM KOHIICHTPAINH U CIIOCO00a BBEICHUS.

3asiBIICHHBIC MMPOIYKTHI MOTYT OBITH PEAOCTABIICHBI TAIIMEHTaM B BUE MPO3PAYHBIX PACTBOPOB WU B BU-
Iie TByX (hIIaKOHOB, COAEPIKANINX (IIAKOH 110 MEHBIIEH Mepe C OIHUM JTHOPITU3UPOBAHHBIM aHTUTEIOM IPOTHB
IL-23p19, koTopoe pa3daBIAIOT HAXOIAIIMMCS BO BTOPOM (IakoHe BOAHBIM pazbaButenieM. Kak dhimakoH ¢ ean-
HBIM pacTBOPOM, TaK W 1Ba (hiakoHa, B cilydae KOTOPBIX TpeOyeTcs: pa3daBieHHEe, MOKHO TIOBTOPHO HCIIOIB30-
BaTh HECKOJBKO pa3 M MX MOXKET OBITh TOCTATOYHO JJISI OJHOTO WM HECKOJBKHX KypCOB JICUECHHS MAalWEHTA,
TaKuM 00pa3oM OHHM MOTYT OOecTeuuTh Oosiee yA0OO0HYI0 CXeMy JICUEHUS, 9eM JOCTYITHBIE B HACTOSIICE BpeMs
CXEMBI.

3asiBICHHBIC TPOMYKTHI MOTYT OBITH IPEIOCTABICHBI HE HEMOCPEIACTBEHHO IAlMCHTaM IOCPEACTBOM
CHA0XCHUS aNTeK, KIMHUK WIH IPYTHX TAKUX WHCTHTYTOB U YUPEKICHUN MPO3PAYHBIMH PACTBOPAMU WU JBY-
Ms (hIIaKOHAMH, COJEp KAIIMMK TI0 MEHBIIEH Mepe 0JHO JHOQMIM3HpOBaHHOE aHTHTeNo npoTtuB 1L-23p19, ko-
TOpOE pa30aBIIIOT BOIHBIM pa30aBHUTENIeM, HAXOAAIINUMCS BO BTOpoM (hirakone. OObeM IpO3pavyHOTo pacTBOpa B
9TOM CIy4ae MOXKET COCTAaBJIATH BILIOTH JO OJHOTO JIUTPa WM Ja)ke OoJiee, UTO MPEAyCMATPUBACT OOJBIION
pe3epByap, W3 KOTOPOTO MEHBINHE MOPIMH 0 MEHBIIEH Mepe OJHOTO pacTBOpa aHTHTENAa MOXKHO H3BJICKATh
OIIMH WJIM HECKOJIBKO pa3 [UIA MepeHoca B MEHbIINE (PIIAKOHBI M PACIIPOCTPAHATh depe3 alTeKH FIIN KIMHUKA
cpeny uX MmoTpeduTeNelt 1/ iy NareHToB.

OO0menpu3HaHHbIE YCTPOWCTBA, COACPIKAIINE CUCTEMBI C OAHUM (DITAKOHOM, BKIIOYAIOT YCTPOWUCTBO IS
MHBEKIMH KapanpamHoro tuna BD Pens, BD Autojector®, Humaject® NovoPen®, B-D®Pen, AutoPen® u
OptiPen®, GenotropinPen®, Genotronorm Pen®, Humatro Pen®, Reco-Pen®, Roferon Pen®, Biojector®,
Iject®, J-tip Needle-Free Injector®, Intraject®, Medi-Ject®, Harmpumep, KOTOpbIE H3TOTOBJIEHBI U pa3pabOTaHbI
Becton Dickensen (Franklin Lakes, NJ, www.bectondickenson.com), Disetronic (Burgdorf, Switzerland,
www.disetronic.com; Bioject, Portland, Oregon (www.bioject.com); National Medical Products, Weston Medi-
cal (Peterborough, UK, www.weston-medical.com), Medi-Ject Corp (Minneapolis, MN, www.mediject.com) u
CXOJIHBIC TPUTOMAHBIC ycTpoiicTBa. OOIICPHUHATHIC YCTPOWCTBA, CONEPIKAIIUEC CUCTEMY C IABYMS (DJIAKOHAMU,
BKITIOYAIOT CHCTEMBI JUISI MHBEKIUH KapaHJAIIHOTO THUIA JJIs pa30aBICHUS JTHOPIITU3UPOBAHHOTO JEKAPCTBCH-
HOTO CPENICTBa B pe3epByape Ui JOCTaBKU pa30aBIEHHOTO pacTBopa, Takue kak HumatroPen®. IIpumepst apy-
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TUX TPUTOIHBIX YCTPOHCTB BKIFOYAIOT MPEABAPUTEIBHO 3aMOJHCHHBIC MINPUIIE], aBTOMATUICCKHE YCTPOHCTBA
JUISI UHBEKIWH, OS3bITOJbHBIC YCTPOUCTBA ISl HHBCKIMHA U OC3BITOJbHBIC YCTPOWCTBA ISl BHYTPUBCHHBIX WH-
by3uii.

[TpomyKTHI, 3asBIEHHBIC B HACTOSIIEM H300pETEHUH, BKIIOYAIOT YIIAKOBOYHBIM MaTepwall. Y TaKOBOYHBIN
MaTepHuall MMpeaycMaTpUBaeT B JOMOJHEHUE K HHPOPMANKHU, KOTOPYIO TpeOyIOT KOHTPONUPYIOIIHE OPTaHbl, yc-
JIOBUSA, B KOTOPBIX NMPOAYKT MOJKHO HCIOJB30BaTh. YIAKOBOYHBIA MaTepHaj IO HACTOSIMIEMY H300pETEHHIO
IpeaycMaTpuBaeT MHCTPYKIIUH VI TTAMEHTa O TOM, YTO He0OX0AUMO pa30aBUTh IO MEHBIIECH Mepe OJHO aH-
tuteno npoTuB IL-23p19 B BogHOM pazdaBuTeNie ¢ MOJYyICHUEM PAcTBOPA M UCIOIL30BATh PACTBOP B TECUCHUE
nepuoja BpeMeHu 2-24 4 wiu 6oJee Uil ABYX (PIIAKOHOB C JKUAKHM/CYXUM MPOAYKTOM. B ciydae ogHoro ¢hia-
KOHa C MPOJIYKTOM B BHJIC PACTBOpPa HA ITHKETKE YKA3bIBAIOT, YTO TAKOU PACTBOP MOKHO HCIOJIB30BAThH B TCUEC-
HHUE TIepHOAa BpeMeHH 2-24 49 WX BEIIIEC. 3asBJICHHBIC B HACTOAIICM H300PETCHUU MPOAYKTHI MPUTOIHEI IS
(hapMareBTHYECKOTO IPUMCHEHUS MPOYKTa Y YeJIOBEKa.

CocTaBbl 10 HACTOSIIEMY HM300pPETEHHIO MOXKHO IOJIydYaTh C IIOMOILNBIO NPOILEcca, KOTOPBIH BKIIIOYACT
CMEUIMBaHKE 10 MEHbIIEH Mepe oaHoro aHTuTena npotus 1L-23p19 u BeiOpanHoro Oydepa, npeanoYTuTeaIbHO
(dhocdartHOTO Oydepa, coaepxkamiero GU3NOJIOTHISCKAN PACTBOP WM BEIOpaHHYIO coJib. CMEIINBaHHUE 110 MEHb-
mei Mepe oxHoro antutena mpotuB IL-23p19 u Oydepa B BogHOM pa3zbaBUTENIe IPOBOIST C UCTIOIL30BAHUEM
OOIIETIPUHATHIX CTIOCOOOB PAaCTBOPEHUS M CMEMIMBaHUs. {1 MOTydeHns MPUTOIHOTO COCTaBa, HAIpUMeEp, pac-
CYMTAHHOE KOJMYECTBO IO MEHBIIEH Mepe OJHOI0 aHTHTENa B BoJE WK Oydepe 0ObeIUHSIOT C TPeOyeMbIM
OydepHBIM BEIIECTBOM B BOJIC B KOJWYECTBAX, MOCTATOYHBIX JIs TONMydeHUs Oenka u Oydepa B TpeOyembIx
KOHIICHTpAIsaX. BapuaHTel 3TOTO crioco6a Oy ayT MOHATHBI CPETHEMY CIICHHANUCTY B JaHHOW obmactu. Hampu-
Mep, MOPSIOK J00aBICHUS KOMIIOHCHTOB, HCIIONF30BaHKE JOTIOTHUTENBHBIX J00aBOK, TeMiepaTypa u pH, npu
KOTOPBIX MOJYYarOT COCTaB, MPEJCTABIISIOT CO00# (aKTOPHI, KOTOPhIE MOKHO ONTUMHU3UPOBATH IS UCIOIb3ye-
MOH KOHIIEHTPALUH U CII0c0o0a BBEICHHSI.

3asiBIICHHBIC CTAOWMIIBHBIC HITH TTOAJAIOIINACCS XPAHESHUEO COCTABEI MOTYT OBITH MPEOCTABIICHBI TAIIHEHTAM
B BHJIC MIPO3PAYHBIX PACTBOPOB WM B BUJC JBYX (PIAKOHOB, COACPKAIIUX ()IAKOH MO MEHBIICH Mepe ¢ OJHUM
TUO(GUIN3UPOBAHHBIM aHTUTENIOM TpoTHB IL-23p19, KoTOpOoe pa30aBIAIOT HAXOASIIUMCS BO BTOPOM (IIaKOHE
KOHCEPBAHTOM WK OyPepoM U SKCIUITUEHTAMH B BOJTHOM pa3baButene. Kak (iakoH ¢ eIMHBIM pacTBOPOM, Tak
U 1Ba (rakoHa, UII KOTOPHIX TpeOyeTcs paz0aBiieHHe, MOKHO TOBTOPHO HCIOJIB30BATh HECKOJBKO pa3 M MX
MOJKET OBITh JOCTATOYHO IUIS OJHOTO HJIM HECKOJNBKUX KypCOB JICUCHHS MAIMEHTa, TAKAM 00pa3oM OHH MOTYT
obecrieunTh O601ee yIOOHYIO CXeMy JICUCHHS, 9eM TOCTYIHBIE B HACTOAIIECE BPEMS CXEMBI.

Jlpyrue coctaBbl WM CTIOCOOBI IS cTabmimm3anuu anTutena npotus [L-23p19 MoryT mpuBOIUTE K Cpe-
CTBY, OTJINYHOMY OT IPO3PavyHOTO PAaCTBOpPa JIMOGHIN3UPOBAHHOTO MOPOILKA, cojAeprkaiero antureno. Cpenu
HETPO3PAYHBIX PACTBOPOB HAXOJSATCS COCTABEI, COACPIKAIINE CYCIICH3UH TBEP.IBIX YACTHII, TJIC YKa3aHHBIC TBEP-
JIble YaCTHIBI IIPE/ICTABIISIIOT COO0H KOMIO3HUIIMIO, COlEp KAIyI0 aHTHTeNo TpoTHB 1L-23p19, B BUAE CTPYKTYpEI
C HETIOCTOSTHHBIMH pa3MepaMH U IUPOKO M3BECTHOM KaK MHUKpocdepa, MHKpOUYACTHIIA, HAHOYACTHUIIA FUTH JIUIIO-
coMma. Takue OTHOCHTEIFHO TOMOT€HHEIE, TI0 CYIIECTBY, C(epUUECKHE COCTABHI B BHJE TBEPIBIX YAaCTHLI, COJEP-
JKaIlue aKTHBHOE BEIIECTBO, MOJKHO ITONyYaTh KOHTAKTHPOBAHUEM BOJHOM (pasbl, coeprkalieil akTHBHOE Belle-
CTBO, W TOJMMEpa W HEBOAHOM (ha3bl C IMOCIEAYIOMNM BBHITApUBAaHUEM HEBOIHOH (haspl 1t oOecredeHus Koa-
JIECIICHIIMH YacTHIl U3 BOAHOU (a3el, kak ykazano B U.S. 4589330. [TopucThie MUKPOYACTHIBI MOXKHO ITOJTY4aTh
C MCTIOJIb30BaHUEM TIepBO (ha3bl, copeprkalieil akTHBHOE BEIIECTBO, U MOJMUMEpPa, TUCTIEPTHPOBAHHOTO B OJIHO-
POIHOM pacTBOPHTEINE, U C YAAJCHHEM YKa3aHHOTO PACTBOPHUTENS M3 CYCIICH3UH ITOCPEACTBOM JTHO(DIITH3AIIH
WM Pa30aBIICHUA-OKCTPAKIIMH-OCAKICHHS, Kak ykazaHo B U.S. 4818542, [IpeanodruTenbHbIE MOJUMEPHI JIIS
TAKOTO OCAXKICHHUS MPEICTABISIOT COOOH CHHTETHYCCKUE COMOJIMMEPHI WIIM MOJUMEPHI, BRIOpAHHBIC U3 TPYIIIIBL,
COCTOSIICH W3 )KEITATHHOBOTO arapa, Kpaxmaia, apaOHHOTalaKTaHa, allbOyYMHHA, KOJUIareHa, MOJUTIHKOICBON
KHCJIOTBI, MTOJIUMOJIOYHOMN KHCIOTHI, TIUKONUA-L-TaKTHIa TONMUATICHIOH-KAIIPOJIAKTOHA, COMOIMMEpa MCUIIOH-
KaIlpOJIAKTOHAa M MOJIOYHON KHCIIOTBI, CONOJMMEpa AIICHIOH-KAIPOIAKTOHA W TJIMKOJIEBOM KHCIOTHI, MTOJH-[3-
THUIPOKCUMACIITHON KUCJIOTHI, OKCHIA MOJUITUIICHA, MOJIMITHIICHA, TIOTHATIKUII-2-IIHaHOAKPUIIATA, TTOIUTHIPO-
KCHATHIMETAKPHUIIaTa, TOJIHAMHUJIOB, MOJHAMHHOKHCIIOT, IONHU-2-TagpokcudTii-DL-acmapramuna, monumepa
CJIOKHOTO 3(Hpa MOUYCBUHEI, TIOJH-L-heHUIIATaHUH/3 THIICHTITUKOIB/ 1,6- TMU30I[HaHATIeKCaHA U TOTUMETHIME-
takpmwiata. OCOOCHHO MPEAMOYTUTCIHFHBIMU TIOJIHUMEPAMHU SIBISIOTCS ITOJIMMEPHI CIIOKHBIX 3(HUPOB, Takue Kak
TIOJIMTIIMKOJIEBAsl KHUCJIOTA, MOJIMMOJIOYHAS KHCJIOTA, TIIMKOIUA-L-TaKTHI MOJIMAIICHIOH-KAIpOJIaKTOHA, COMO-
JIFMEp STICHIOH-KAIpPOIaKTOHA W MOJOYHOM KHCJIOTHI M COIMOJMMEp SICIIOH-KANpOJIAKTOHA M TIIUKOJICBON KH-
coTHl. PacTBOpUTENH, IPUTOAHBIEC I PACTBOPEHHS IMOJMMEpPA W/HMIIN aKTHBHOTO BEIIECTBA, BKIIOYAIOT BOLY,
rexcadTOpU30IPOIIaHOI, METHICHXIIOPU, TeTparuapodypaH, TekcaH, OSH30JI MU CECKBUTHApAT rekcadrop-
arierona. [Ipomecc qucreprupoBaHus, COAEPIKAIINN aKTHBHOE BEIIECTBO (ha3bl co BTOPOH (a3bl, MOXKET BKIIIO-
YaTh MPOIYCKAaHHUE O] JaBJICHUEM YKa3aHHOM MepBOH (pa3bl uepe3 OTBepCTHE B HACAKE ISl TOCTHXKEHUS 00pa-
30BaHUs KaIeb.

CocCTaBBI CyXUX MTOPOIIKOB MOKHO ITONTy4YaTh B PE3yJIbTaTe MPOIECcca, OTIAMYHOTO OT JINO(HUIH3AINHI, TAKO-
TO KaK BBICYIITMBAHUEC PACIBIICHUEM WU YKCTPAKIUS PACTBOPHUTEIS MOCPESACTBOM BEITTAPUBAHHUS I ITOCPEICT-
BOM OCQXXJCHUS KPUCTALTMYECKOW KOMIIO3UIIUH C MTOCICIYIOIICH OJHOMN I HECKOJNIBKHMHU CTaTUsIMU YAaJICHUS
BOJHOTO WJIM HEBOJHOTO pacTBOpHUTENs. [loirydeHHe BBICYHNIEHHOTO pacHbUICHHEM aHTHTena ommcano B U.S.
6019968. Kommo3unun CyxuxX IMOPOIIKOB HAa OCHOBE aHTHTENA MOXHO TOJYyYaTh C IOMOINBIO BBICYITUBAHUS
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pacrbUIEHHEM PacTBOPOB U CYCIIEH3UH aHTHTENIa M HE00s3aTeIbHO IKCIUIMECHTOB B PACTBOPUTENIE B YCIOBHSX,
TMIO3BOJISIOIIMX TTOJYYUTh NPUTOAHBIN Ul BABIXaHUS CyXOH MOpONIOK. PacTBOpUTENIM MOTYT BKIIIOYATH IMOJISIP-
HBIC COCTMHEHNS, TAKHE KaK BOJa M 3TaHOJ, KOTOPbIE MOKHO OBICTPO BBICYIINTh. CTaOMIBHOCTH aHTUTET MOXK-
HO TIOBBIIIATH MOCPEACTBOM IPOBEICHUS IPOIECCOB BBICYIIMBAHMS PACIBUICHUEM B OTCYTCTBHE KHCIOPOJa,
TaKUX KakK, HAIPUMED, BBICYIIMBAHUE CIIOEM a30Ta, MM MPUMEHEHHEM a30Ta B KadeCTBE a3a AJsI BHICYIIHBA-
HUs. JIpyroil OTHOCHTENBLHO CYXOW COCTaB MPEICTABISAET COOOW IUCIIEPCHIO MHOXKECTBA MEPPOPHUPOBAHHBIX
MHUKPOCTPYKTYp, JUCIIEPTUPOBAHHBIX B CPEJE, KOTOpasi, KaK MPAaBUIIO, COJEPIKAT MPOMEIUIEHT Ha OCHOBE THAPO-
(ropankana, kak ornucado B WO 9916419. Ctabunu3upoBaHHbIE TUCIIEPCHH MOXXHO BBOJIUTH B JIETKOE TTAIIMCH-
Ta C MCIOJIb30BAaHUEM MHTAIISTOpA C M3MepsieMoi 1030i. O60opyJ0BaHKE, IPUTOAHOE 11 KOMMEPYECKOTO M3ro-
TOBJICHUSI BEICYIIICHHBIX PacIIbUICHUEM JIEKAPCTBEHHBIX CPEe/CTB, n3roranuBatoT B Buchi Ltd. wim Niro Corp.

[To menbmel Mepe oxHO aHTUTENO NPOTUB 1L-23p19 b0 B cTaOMIBHBIX cOCTaBaxX WIIM B COCTaBax, IMOJI-
JIAfOUINXCSl XpaHEHHIO, JIN00 B PAacTBOpPaX, ONMUCAHHBIX B HACTOSIIEM ONHCAHWU, MOKHO BBOJWUTH IAlICHTY B
COOTBETCTBHHM C HACTOSIINM HU300pETEHHEM IOCPEICTBOM MHOKECTBA CIIOCOOOB TOCTABKH, BKIIIOYAsk HHBEKIIUIO
SC wmu IM; TpaHCIepMaNBHBIA, JISTOYHBIN CITOCO0, CITOCO0 JTOCTABKH Yepe3 CIHM3HCTYI0 000JOYKY, CIIOCO0 Mo-
CPEACTBOM MMIUIAHTaTa, OCMOTHYECKOTO J03aTOPa, KACCEThl, MUKPOI03aTOpa WK APYTHX CIIOCOOOB, OHITHBIX
CTELHUAINCTY B JAHHOH 00/1acTH, KaK XOPOIIIO H3BECTHO B JaHHOH o0nacTy.

TepamnepTrueckoe MpUMEHEHHE.

Taxoke HacTosiIiee M300pETeHHE OTHOCHUTCS K CHOCO0Y MOAYIMPOBAaHMS WM JICUCHHUS 110 MEHBIIEH Mepe
0JHOTO cBsi3aHHOTO ¢ [L-23 3a0071€BaHNs B KIE€TKE, TKAHU, OPTaHE, y )KUBOTHOTO MJIM Y MAIMEHTa, KaK H3BECTHO
B JIaHHOH 00JIACTH WM KaK OINMCAHO B HACTOSIIEM OIMCAHUH, C UCIOJIb30BAaHHEM IO MEHBINEH Mepe OIHOTO
anrutena npotus IL-23p19 mo HacrosimeMy n300peTeHHUIO, HAPUMEpP HMOCPEICTBOM BBEJCHUS WIM KOHTaKTH-
pOBaHMsI KJIETKH, TKaHU, OpraHa, )KHBOTHOTO WJIM TIaIlEHTa C TepaneBTHYeCKH 3(PPEKTUBHBIM KOJIMYECTBOM
anrutena npotus IL-23p19. Taxke HacTosIee H300peTEHHE OTHOCUTCS K CIIOCOOY MOAYJIMPOBAHUS HIIH JIede-
HHS 10 MEHBIIEH Mepe ofHoro cBsizanHoro ¢ IL-23 3aboieBaHus B KIIETKE, TKAHU, OpraHe, y XKMBOTHOT'O HIIU
NanuenTa, BKII0Yas, HO He OTpaHWYMBAsCh UMM, 110 MEHBILIECH Mepe 0JTHO 3a00JIeBaHHE M3 OXHMPEHUs, ONocpe-
JIyeMOT0 UMMYHHOH CHCTEMO 3a00JIeBaHHS, CEPICTHO-COCYANCTOTO 3a00eBaHmsl, HH(EKIIMOHHOTO 3a001eBa-
HUS, 3]I0KaYECTBEHHOTO 3a00J1€BaHMs MIIH HEBPOJIOTHIECKOT0 3a00IeBaHUS.

Tarxoke HacTosiiee N300pETEHHE OTHOCHUTCS K CIHOCO0Y MOAYIMPOBAaHMS WIH JICUCHHUS 110 MEHBIIEH Mepe
oJIHOTO cBsi3aHHOTO ¢ IL-23 omocpenyeMoro MUMMYHHOH CUCTeMOH 3a00JIeBaHUS B KJIETKE, TKAaHH, OpTaHe, y JKU-
BOTHOT'O WJIM y MAIMECHTa, BKIIOYas, HO HE OIPaHNYMBAsICh UMH, II0 MEHbIIEH Mepe OfHO 3a00JeBaHNe U3 PEB-
MaTOMIHOTO apTPUTa, IOBEHIIBHOTO PEBMATOMIHOTO apTPHUTA, IOBCHUIBHOIO PEBMATOUIHOTO apTpHUTa C I'eHe-
panu30BaHHBIM HAa4yajoM, ICOPHATUUECKOT0 apTPUTA, aKUIO3UPYIOIIEro CIOHWINTA, A3BbI )KEIyAKa, CEpOHera-
THUBHBIX apTPONAaTHH, OCTE0APTPHUTA, OCTEOIH3HCA, ACENTHYECKOT0 OCIa0JICHHsI OPTONEINYECKUX NMILIAHTATOB,
BOCHAJIUTEILHOTO 3a00JIeBaHus KMIIEYHNKA, SI3BEHHOTO KOJIMTA, CHCTEMHOM KpacHOW BOJYaHKH, aHTU(OCHOIIH-
MHUIHOTO CHHAPOMA, MPUIOLMKINTA/YBEHTa/ONTHYECKOTO HEBPHUTA, MIHONATHYECKOro (HuOpo3a JErKux, CHC-
TEMHOTO BacKyJHUTa/TpaHyjeMaTo3a Berenepa, capkonmos3a, OpXHTa/0OpaTHBIX IPOLECCOB NPH Ba3dKTOMMH,
JUIEPTUYECKHUX/aTOMMYECKUX 3a00JeBaHMM, acTMBbI, aJUIEPIHYECKOT0 PHHUTA, 3K3EMBI, alNIEPTHUYECKOTO KOH-
TaKTHOTO JEPMaTHTa, AJJIEPTUUECKOTO KOHBIOHKTHBHTA, ITHEBMOHHUTA BCICICTBHE TUIEPUYBCTBHTEIHHOCTH,
TPaHCIUIAHTATOB, OTTOP)KCHHS TPAHCIUTAHTHPOBAHHOTO OpraHa, PEakiuH "TpaHCIUIAHTAaT TMPOTHUB XO3sWHA',
CHHIPOMa CHCTEMHOTO BOCHAJINUTEIBHOTO OTBETA, CENTHYECKOTO CHHAPOMA, BBI3BAHHOTO T'PAMIIONIOKHUTEIbHBI-
MH OaKTepHsIMH, CEIICHCa, BBI3BAHHOIO I'PAMOTPHUIATEIbHBIMI OaKTEPUSIMH, HETATUBHOTO B OTHOILICHUH KYJIb-
TYpBI CETICUCa, BBI3BAHHOTO TPHOAMU CeIcnca, HEHTPOIICHNIECKON JIMXOPAIKH, YPOCETICHCA, MEHUHIOKOKKEMHUH,
TPaBMBI/TEMOpPpariy, 0’KOrOB, BO3/ICHCTBYUS HOHM3HUPYIOIIECH pagualuy, ocTporo MaHKpeaTHTa, B3pOCIOro pec-
MUPATOPHOTO AUCTPECC-CHUHAPOMA, PEBMATOMJHOIO apTPHUTA, BBI3BAHHOIO AJIKOTOJIEM TEMaTUTa, XPOHUYECKHUX
BOCHAJIMTENLHBIX ATOJIOT U, capkono3a, 6onesun KpoHa, ceproBuaHO-KIETOYHON aHeMHH, Jradera, Hedposa,
aTONMYecKuX 3a00JIeBaHMH, peaKIUi T'MIepUIyBCTBUTEILHOCTH, aJUNIEPIUYECKOT0 PHHUTA, CEHHOHM JIMXOpaJKH,
XPOHUYECKOTO PHHUTA, KOHBIOHKTHBUTA, SHIOMETPHO32, aCTMBI, KPAallMBHHIBI, CHCTEMHOI aHaduiakcuu, nep-
MaTuTa, MePHULIMO3HONW aHEMHH, TEMOJIMTHYECKOTO 3a00JIeBaHusI, TPOMOOLIMTOIIEHIH, OTTOP>KCHUS TPaHCIIIaH-
TaTa JII000ro OpraHa WiIM TKaHM, OTTOPKCHUS TPAHCIUIAHTATA ITOYKH, OTTOPXKEHHUS TpaHCIUIAaHTaTa CepALa, OT-
TOPKCHUS TPAHCIIAHTATA IEYEHH, OTTOPXKEHHUS TPAHCIUIAHTATa MOKEIYIOYHON JKEJIE3bl, OTTOP)KEHHSI TPaHC-
IUIAHTaTa JIETKUX, OTTOPKEHUS TPAHCIIaHTaTa KOCTHOTo Mo3ra (BMT), oTTOpKeHUs aoTpaHCIUIAaHTATa KOXKH,
OTTOPKEHUS TPAHCIIJIAHTATA XPSAIIa, OTTOP)KEHHUS TPAHCIUIAHTAaTa KOCTH, OTTOPKCHHUSI TPAHCIUIAHTATa TOHKOTO
KUIICYHNKA, OTTOP)KEHHUS MMIUIAHTAaTa 3MOPHOHAIBHOTO THMYCa, OTTOP)KEHHS TPAHCIUIAHTAaTa MapalldTOBHI-
HOH JKeIe3bl, OTTOP/KCHUSI KCEHOTPAHCIIIIaHTaTa JIF000ro OpraHa WiIM TKaHW, OTTOP)KEHHs aJUIOTPAHCIUIAHTATA,
peakuuii THIepuyBCTBUTEIFHOCTH NIPOTHB perenTopa, 6osesnn ['paiiBa, 6ose3nu PeiiHo, ycTOWYNBOTO K UHCY-
nuHy nuabera Tuna B, acTMBI, MHacTeHNH, OMIOCPEyeMON aHTHUTEIaMU [TUTOTOKCHYHOCTH, PEaKLUi TUIIepUyB-
crBurensHocTH Il Tuma, cunapoma POEMS (monuHeBponatus, opraHoMeranusi, SHIOKPUHONATHsI, MOHOKIIO-
HaJIbHasi TaMMOMIATUsl U CHHAPOM W3MEHEHHMH KOKH), OJIMHEBPOIIATHH, OPIaHOMETAJINH, SHIOKPHUHOIIATHH, MO-
HOKJIOHAJbHOW TaMMOIIATHH, CHHAPOMa U3MEHEHHH KOKH, aHTU(HOCHOINIHIHOTO CHHIPOMA, TeM(Hryca, CKIe-
polepMHu, CMEIIaHHOTO 3a00J1eBaHMs COCIMHUTEIBHON TKaHH, HAMONATHIECKOW 00JIe3Hn AnaucoHa, auadeTa,
XPOHHYECKOTO AKTUBHOTO TEMaTHTa, MEPBHMYHOTO OMIUIMAPHOTO LUPPO3a, BUTWINTO, BACKYJIHWTa, CHHIpPOMA
noct-MI kapauoToMuu, THNEPIyBCTBUTEIBHOCTH [V THIa, KOHTAKTHOTO JEPMAaTHTa, ITHEBMOHHUTA BCIIECICTBHUE
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THIICPYYBCTBUTEIBHOCTH, OTTOPXEHHS AJJIOTPAHCIUIAHTAaTa, TPaHyJIeM BCJIEICTBHE BHYTPUKIETOYHBIX Opra-
HHU3MOB, YyBCTBHUTEILHOCTH K JIEKaPCTBEHHOMY CPEICTBY, METabOIMUeCKOI/ aronaTnyeckoit 6onae3nn Bubco-
Ha, reMaxpomarosa, aepumnura anbda-1-aHTUTPUIICHHA, IMA0ETHIECKOI peTHHONATHH, THPEOUANTA XaITUMOTO,
ocTeornopo3a, 00ciIeoBaHus THIOTAIaMO-TUIIO(PH3apHO-HAAIOYOYCHUKOBOH CHCTEMBI, TIEPBUYHOTO OmIHap-
HOTO ITUPPO3a, TUPECOUINTA, YHICPATOMHUEITNTA, KAXEKCUU, KUCTO3HOTO (HHOpO3a, XPOHUIECKOTO 3a00JIeBaHUS
JIETKUX HOBOPOXKIEHHBIX, XPOHHUECKOTO 00CTpyKTHBHOTO 3a00eBanwst ierkux (COPD), cemeitHoro rematoda-
TOLUTAPHOTO JUM(OTHCTONNTO3a, IEPMATOJOTHYECKIUX COCTOSHHM, IICOpHasa, ajJomelud, He(POTHYECKOTrO
CHHIIpOoMa, He(pHTa, TIOMEPYIAPHOTO HeppUTa, OCTPON MOUYEYHON HEJOCTATOYHOCTH, TEMOIHANIN3a, YPEMHH,
TOKCHYHOCTH, TpeskiaMiicuu, Teparmun okt3, Tepamuu mpoTuB cd3, HUTOKMHOBOH Tepanmuy, XMMHOTEpPAIWH,
JTydeBo Tepanuy (HarpuMmep, BKIIOYasi, HO HE OrpaHUYUBAsICh UMM, aCTCHUIO, aHEMHIO, KaXEKCHIO U T.II.), XPO-
HUYCCKOW WHTOKCUKAIUH CaJHIIATaMHU H T.I1.; cM., HampuMmep, Merck Manual, 12th-17th Editions, Merck &
Company, Rahway, NJ (1972, 1977, 1982, 1987, 1992, 1999), Pharmacotherapy Handbook, Wells et al., eds.,
Second Edition, Appleton u Lange, Stamford, Conn. (1998, 2000), Bce U3 KOTOPHIX BKIIOYCHBI B HACTOSIICE
OIMCaHNEe B KaUeCTBE CCHUIOK B IOJHOM 0OBEME.

Taxxe HacTosIee M300pPETEHUE OTHOCHUTCS K CIIOCO0Y MOIYIMPOBAHUS WM JICYCHUS 10 MEHBIICH Mepe
OJTHOTO CEpIEYHO-COCYIUCTOTO 3a00JIeBaHMS B KJIETKE, TKAHH, OPTaHe, Y )KHBOTHOTO WJIM Y TIAIINEHTa, BKIFOYas,
HO HE OTPaHWYMBAsICh UMM, TI0O MEHBIIIEH Mepe 0JTHO 3abosIeBaHue U3 CHHIpoMa "ortyleHus" cepana, nadapkra
MHOKap/a, 3aCTOMHOI cepIeYHOil HeZOCTaTOYHOCTH, WHCYJIhTA, MIIEMHYECKOTO HHCYNbTa, KPOBOW3IMSIHUA,
OCTPOTO KOPOHAPHOTO CHHIIPOMA, apTEePHOCKIIEp03a, aTePOCKIEp03a, PECTeHO3a, AHA0ETHIECKOTO aTepOCKIePO-
THYECKOTO 3a00JIeBaHMSA, THIIEPTEH3NH, apTEPHAIHHON THIIEPTCH3NH, Ba30pEHAIBHON THIIEPTEH3UH, 00MOpOKa,
II0Ka, CH(UIINCA CEPIEIHO-COCYANCTON CHCTEMBI, CEPJICYHON HEAOCTaTOYHOCTH, JIETOYHOTO Cep/lia, NEPBUYHOM
JIETOYHON TMIEPTEH3UH, apUTMUI cepAla, SKTOMMYECKONH IKCTPACUCTOIUM NMPENCepauii, TpeneTaHus npeacep-
i, GUOPMILTALUY TTpefcepauid (TOCTOSTHHON MITH MapoKCH3MaIbHOH), MOCTIEp(y3HOHHOTO CHHIPOMA, BOCTIA-
JIMTENILHOTO OTBETA HAa CEPACYHO-JIETOYHBII IIYHT, OECIOPSA0YHON WIN MHOTOOYaroBOH TaXMKapAWHU Mpejacep-
JMH, peryisipHON Taxukapauu c¢ y3kuM QRS, onpeneneHHBIX BHIIOB apUTMHH, (GHOPWILISLUM SKEIyJOYKOB,
apuTMHU# mmydka ['mca, aTpHOBEHTPHUKYISAPHONW OJIOKaAbl, OJIOKaIbl HOXKH ITydKa, MIIEMHYECKUX HapyIICHHHA
MHOKap/a, 00Je3HH KOPOHAPHBIX apTepwil, CTCHOKapINH, WH(papKTa MUOKapAa, KapAHOMHONATHH, 3aCTOWHON
KapINOMHOTIATHH C IWIATAINEH, KapIHOMHOIIATHH C CY)KeHHEeM, 3a00JIeBaHUN KJIANIAaHOB CepIa, YHIOKapINTa,
3a0oJeBaHMs MIEpPUKap/a, OIMyX0oJeH cepara, aHeBPU3MBI A0PTHI U ITepu(epHIECKIX aHEBPU3M, PACCIOCHHUS a0p-
TBI, BOCHIAJICHHUS a0PThI, OKKJIIO3MH OPIOITHOTO OTHENa aOpTHI M €€ BETBEH, HapYIICHUH Mepru(epuIecKux cocy-
JIOB, OKKITIO3MOHHBIX HapYIICHUH apTepHii, mepu(eprIecKoro arepocKIepoOTHIECKOro 3a00IeBaHIs, 00TUTEePH-
pytoriero TpoMOaHrunTa, (yHKIMOHAIBHBIX HapyIIeHNH epu(epruuecKix cocynoB, peHomeHa u 6ose3nu Peii-
HO, aKpoIMaHO3a, SPUTPOMEAIITHH, 3a00IeBaHUI BeH, TPOMOO3a BEH, BAPUKO3HOTO PACIIUPEHHUS BEH, apTepHO-
BEHO3HOT'O CBHINIA, JIUM(OIEPMBI, )KHPOBOTO OTEKA, HECTAOMIBHON CTEHOKapIUH, pereppy3HOHHOTO MTOBPEK/Ie-
HUS, TOCTIEP(HY3NOHHOTO CHHAPOMA, TIOBPEXICHUS BCIEACTBUE HIIeMHHU-periepdy3un U T.I. Takoil crnocob
Heo0s13aTeTIbHO MOJKET BKJIIOYATh BBeAEHUE d(PPEKTHBHOIO KOJIMYECTBA KOMITO3MIMH MM (hapMaleBTHYECKOH
KOMIIO3UIUH, COJepKallel Mo MeHbIlel Mepe ofHO aHTUTeno npotuB IL-23pl9, B kineTKy, TKaHb, OpraH, XKu-
BOTHOMY FUJIH MAITUEHTY, HYJAIOMIEMYyCsI B TAKOM MOIYJIHPOBAHUH, BO3ICHCTBIY WIIH TCPATIHH.

Taxxe HacTosIee M300pPETEHUE OTHOCHUTCS K CIIOCO0Y MOIYJIMPOBAHUS WM JICYCHUS IO MEHBIICH Mepe
oHOTO cBs3aHHOTO ¢ IL-23 nHpeknmoHHOTo 3a00IeBaHUs B KJIETKE, TKAaHHU, OPTaHe, y >KUBOTHOTO WJIH TTAIlHCH-
Ta, BKJIIOYAs, HO HE OTPAHWYMBAACH UMHU, [0 MEHBIIEH Mepe OTHO 3a00JIeBaHNE U3 OCTPOH M XPOHHYECKOU
OaxTepraabHON MH()EKINH, OCTPOTO W XPOHHYECKOTO IMapasHTapHOTO WM MH(EKIHOHHOTO IIPOIECCOB, BKIO-
Yast OakTepualibHbIe, BUpYCHBIE U rprOKoBbe nHMekn, BUY nndexmo/BIY HeBponaTnio, MEHHHTHUT, rera-
TUT (Hanpumep, A, B unu C unm cxoiHble ¢ HUIMHU), CEITUYECKUN apTPUT, IEPUTOHUT, THEBMOHUIO, STIUTJIOTTUT,
E. coli 0157:h7, reMonuTHUECKNI yPEMUYECKUH CHHIPOM/TPOMOOINTHYECKYIO TPOMOOLIMTOIIEHMYECKYIO ITyp-
Mypy, MaJspHIO, TEMOPpParuuecKyro JINXOpaJaKy JeHre, JICWIIMaHWO3, JIETIPY, CHHAPOM TOKCHYECKOro IIOKa,
CTPENTOKOKKOBBIH MHO3HUT, Ta30BYI0 TraHrpeHy, mycobacterium tuberculosis, mycobacterium avium intracellu-
lare, maeBMOHMIO Pneumocystis carinii, BocmamuTenbHOe 3a00JICBaHUC Ta3a, OPXUT/IMHICPMHUT, JCTHOHEILTY,
6one3ns JlaiiMa, Tpunm, BUpyC DmimTelH-bappa, acCONMUPOBAHHBIN ¢ BUPYCOM TeMO(aronuTapHbI CHHIPOM,
BUPYCHBIH SHIIC(DaTNT/aceNTHISCKI MEHIHTUT U T.11.

Taxxe HacTosIee M300pETEHUE OTHOCHUTCS K CIIOCO0Y MOIYJIMPOBAHUS WM JICYCHUS IO MEHBIICH Mepe
onHOTO cBs3aHHOTO ¢ IL-23 3mokadecTBeHHOTO 3a00JI€BaHUS B KIETKE, TKAHH, OpTaHe, Y KUBOTHOTO WJIH y T1a-
IIMEHTA, BKIOYas, HO HE OTPaHUYMBAsCh UMH, II0 MEHBIIEH Mepe OTHO 3a00JeBaHUE W3 JIEHK03a, OCTPOTO JIeH-
Ko3a, ocTtporo JmMmpoomacTtHoro neiko3a (ALL), octporo mumdorurapHoro Ieiikosza, B-kmerounoro, T-
kieroynoro wiu FAB ALL, octporo muenonanoro neiikoza (AML), ocTporo MuenoreHHoro jelkosa, XpoHH-
Yyeckoro muenonurapHoro jeiikosa (CML), xponndeckoro suMdounTaporo seiikosa (CLL), BoocaTokneTou-
HOTO JIeliK03a, MHuenoaucIuiacTuaeckoro cuaapoma (MDS), miuMpomsl, 6one3an XoKKUHA, 370Ka4eCTBEHHOH
TMMGPOMBI, HEXOKCKUHCKON JIMM(OMBI, TMMpOMBI bepknTTa, MHOKECTBEHHONH MHEIOMBI, capkoMbl Karormy,
KOJIOPEKTAJIbHOM KapIMHOMBI, NaHKPEaTHYECKOW KapIMHOMBI, Ha30(apHHTeabHON KapLIHUHOMBI, 3JI0KadecT-
BEHHOTO THCTOLUTO3a, MapaHEeoIIaCTHYECKOTO CHHAPOMa/THIICPKAIbIHEMUH IIPH 3JI0KAuYeCTBEHHOW OITyXJIH,
COJIMIHBIX OITYXOJIeH, paka MOYEBOTO ITy3bIPs, paka MOJIOYHOM JKeJie3bl, paka 000I0YHON U MPSIMON KHUIIIKH, pa-
Ka DHJIOMETpHS, paka TOJIOBEI, paka IIeH, HACIECICTBEHHOTO HEMOJIHUIIO3HOTO paka, TUM(GOMBI XOKKIUHA, paKa
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MICYCHU, paKa JICTKOTO0, HEMEIKOKIICTOYHOTO paKa JIETKOTO, paka SHYHHKA, pakKa MOJKEIyJOYHOHN Kele3bl, paka
MPEJCTATSIFHON KeJe3bl, TOYCUHOKICTOYHOTO pakKa, paka suvKa, aJcHOKapIHUHOM, CApPKOM, 3JI0Ka4eCTBEHHOU
MEJIaHOMBI, TEMaHIMOMBI, METAaCTAaTH3UPYIOMIETO 3a00JIeBaHMs, OOYCIOBICHHOHN 37I0KaYeCTBEHHOH OITyXOJBIO
pe3opOIu KocTel, 00yCIOBICHHOH 37I0KaYeCTBEHHON OIYXOJIBI0 OOJIBIO B KOCTSIX U T.II.

Taxxe HacTosIee M300pPETEHUE OTHOCHUTCS K CIIOCO0Y MOIYIHPOBAHUS WM JICYCHHS 10 MEHBIICH Mepe
onHOTO cBs3aHHOTO ¢ IL-23 HeBpoornyeckoro 3a00IeBaHus B KJICTKE, TKAHU, OPTaHe, Y KUBOTHOTO WM TTAIlH-
€HTa, BKIII0Yas, HO He OTPaHMYMBAsSCh MMM, [0 MEHBIIEH Mepe onHO 3a0ojieBaHWE W3 HEHpOIereHepaTUBHOTO
3a00JIeBaHHs, PACCESTHHOTO CKJepo3a, MurpeHo3Hoi 6omu, CITN/I-n1eMeHTHOTO KOMIUIEKCa, TeMHESITHHU3UPYIO-
niero 3a00JieBaHMS, TAKOTO KaK PACCESIHHBIA CKIIEPO3 M OCTPBIA MOTEPEUYHBIA MUEIHT; SKCTPATUPAMUIHBIX U
MO3KEUKOBBIX HAPYIICHUH, TAKMX KaK OYard MOBPEKICHHUS B KOPTUKOCIHUHAIBLHOU CHUCTEME; HApyIICHUH Oa-
3aIbHBIX TAHTIUCB; HAPYIICHUA C TUICPKUHETUYCCKHMHU JIBUKCHUSIMH, TAKUX KaK Xopes ['eHTHHITOHA W Ce-
HUJIbHAS XOpes; HHIYyIUPOBAHHBIX JICKAPCTBEHHBIMY CPEJACTBAMH JIBUTATCIBHBIX HAPYIICHHUN, TAKUX KaK Hapy-
IICHUS, WHAYIIMPOBAHHBIC JICKAPCTBEHHBIMU CPEICTBAMHU, KOTOpPHIC ONOKHPYIOT PEUEHTOPHI Uis AodaMHHA B
IHC; rumoKnHEeTHYECKUX JBUTAaTCIbHBIX HAPYIICHUN, TaKUX Kak 0oyie3Hb [lapKWHCOHA; MPOrPECCHPYIOMIETO
CYIIPaHYKJICAPHOTO Tapalinda; CTPYKTYPHBIX OYaroB IOBPEKACHUS B MO3KEUKE; CHMHOMO3KEYKOBBIX IETeHE-
panmii, TaKMX Kak CIHMHANbHAs aTtakcus, atakcus Dpuupeiixa, nepeOeusIpHble KOPTUKAJIBHBIC eTeHEeparliH,
MHOKECTBEHHBIE CHCTeMHbIe aAereHepanun (Mennens, [lexepuna-Towmaca, [llai-/Iparepa m Magano-JI»xo3eda);
CHUCTeMHBIX HapymieHui (6one3ns Pedcyma, abeTamunonpoTeMust, aTaKCHs, TEJICAaHTUIKTO3HUSI, MUTOXOHIPHAITh-
HOE MYJIbTUCHCTEMHOE HapyIIeHHE); IEHTPAIBHBIX JEMUCITHHU3UPYIOMNX HAPYIICHUH, TaAKUX KaK pacCEeTHHBIN
CKJIEpO3, OCTPBIN MOTIEPEUHBIA MHUENIUT; U HAPYIICHUH MOTOHEHpOHA, TAKMX KaK HEBPOTE€HHBIC MBIIICYHBIE aT-
poduu (kiaeTouHas JETCHEpanus MEPEIHEro pora, Takas Kak OOKOBOM aMHOTpoHUYECKHU CKIEpOo3, IeTcKas
CIIMHAJTBbHAS MBIIICYHAs aTpOo(pUs W IOBEHWIbHAS CIIMHAIBHAS MEIIICYHAs aTpodus); Ooyie3HH AmbIreiimMepa;
cuaapoma JlayHna B cpeqHeM Bo3pacte; nquddy3Horo 3aboeBaHus ¢ TeablaMH JIeBH; CEHIILHOM IEMEHINHN 110
TNy JeMeHIMU ¢ Tenbliamu JleBu; cunmpoma Bephuke-KopcakoBa,; XpOHHYECKOTO ajJKOToJH3Ma; OOJe3HH
Kpeiitndensaa-sIkoba; momocTporo ckiiepo3upylomero mnaHdHuedanura, Oonesnn [amnepBopnena-lllnaTna;
JEeMCHIIMN OOKCepoB; HEMPOTPAaBMAaTHUECKOTO MOBPEKIACHUS (HAIPUMEDP, IMOBPEXKICHHUS CIIUHHOTO MO3Tra, II0-
BPEKACHUS TOJIOBHOTO MO3Ta, COTPSICEHUS MO3Ta, TIOBTOPHOTO COTPSICEHMSI MO3ra); O0JIH; BOCHAIMTENFHON 00-
T, ayTU3Ma; JIETPEeCcCui; WHCYIhTa; KOTHUTUBHBIX HAPYIICHHU; SMIICTICHH U T.II. Takoil crmocob HeoOs3aTemh-
HO MOKET BKIIIOYATh BBeJeHHE 3(P(PEKTUBHOTO KOJIMYECTBA KOMITO3UIINN WK (PapMarneBTHIECKON KOMITO3UIINH,
cojeprkallei 1Mo MeHble Mepe ofHO aHTuTes0 NpoTuB TNF miu onpeneneHHbIN y4acTOK WIM BapUAHT B KJIET-
Ky, TKaHb, OpTaH, )XUBOTHOMY WM MAIMEHTY, HY)KIAIOMEMYCsl B TAKOM MOYJIHPOBAHNH, BO3ICHCTBUN WM Te-
panmum; cM., Hanpumep, Merck Manual, 16th Edition, Merck & Company, Rahway, NJ (1992).

Hacrosimee n3o0perenne Takke OTHOCHTCSI K CIIOCOOY MOIYIMPOBAHMS WIIM JICUCHHUS 110 MEHBIIEH Mepe
onHOU cBsi3aHHOM ¢ IL-23 paHbI, TPaBMBI WK TOBPEKACHUS TKAHU WIH CXOJHOTO XPOHHUUYECKOTO COCTOSHUS, B
KJICTKE, TKAHH, OPTaHe, y KHUBOTHOTO WU MAlMCHTA, BKJIFOYAs, HO HE OrPAaHMYHBAsICh UMM, IO MCHBIICH Mepe
OJTHO U3 TEJICCHOTO MOBPEKICHUS WK TPABMBI, ACCOIMUPOBAHHON C XUPYPTUUCCKON Omepanueii B HOJIOCTH PTa,
B TOM YHCJIC C IIEPUOOHTANBEHOW XUPYPTHUCCKON OMepalue, yaaneHueM(siMu) 3y0a, SHI0JOHTHUCCKUM JIede-
HHEM, BCTABKOW 3yOHBIX MMIIJIAHTATOB, HAJIOKCHUEM U IPUMEHEHHEM 3yOHBIX IIPOTE30B; WX TJe paHa BEIOpaHa
W3 TPYIIIBL, COCTOSIIEH U3 aCeITHYECKUX paH, yIIHOICHHBIX PaH, PE3aHbIX paH, PBAHBIX PaH, HEIPOHUKAIOIIIX
paH, OTKPBITHIX paH, MPOHUKAIOMINX PaH, CKBO3HBIX paH, KOJIOUMX PaH, CENITHYECKUX paH, WHPEKIHA U 1oj-
KOXKHBIX paH; WIN TJe paHa BEIOpaHa U3 TPYMIIbI, COCTOSIIEH U3 HITeMHYECKHX 3B, IPOJICKHEH, CBHUIIEH, TSKe-
JBIX YKYCOB, TEPMUUYECKUX OKOTOB U paH B 00JaCTH TOHOPCKOTO JIOCKYTA; WM TAE paHa MPEACTaBIsIeT co00iM
aTO3HYIO paHy, TPABMATUYCCKYIO paHy MU aCCOLMUPOBAHHYIO C TEPIICCOM pPaHy.

PaHbI n/unu s3BBI B HOPME HAXOMSATCS B KAYSCTBE BBICTYIIOB HAa KOXKE WM HA CIU3UCTON TTOBEPXHOCTH JIU-
60 B pe3ynbrate nHdpapkTa B oprane ("nHcynbTa"). PaHa MOXeET OBITh pe3yJbTaTOM Jie)eKTa MATKUX TKaHEeH WiIH
oyara IOBPEKACHHS JINO0 OCHOBHOTO COCTOSIHHS. B KOHTEKCTe HAacTOSIIEro H300peTeHHsT TEpMHH "Koka'" OTHO-
CUTCS K CaMO#l BHEIIHEH MOBEPXHOCTH Tella )XKUBOTHOTO, B TOM YHCJIC YEJIOBEKA, M OXBATHIBACT HEMOBPEKIICH-
HYI0 WIH TIOYTH HEMOBPEKICHHYIO KOXY, a TaKKe MOBPEKICHHYIO MOBEPXHOCTh KOXH. TepMuH "cimsucras
000109Ka" OTHOCHUTCS K HETIOBPEKICHHOW WIIM TIOBPEXICHHON CIM3UCTONW 00O0JIOYKE KHUBOTHOTO, TAKOTO Kak
YeJIOBEK, U MOXKET MPEACTaBIIATh COOOH CIU3UCTYIO0 000JOYKY MOJOCTH PTa, IIEKH, yXa, HOCa, JIETKOTo, Tia3a,
JKEITy TOYHO-KUIIEYHOTO TPAKTA, BIATajIHIa WIH MPSIMOH KHUIIKH.

B KOHTEKCTE HACTOAIIETO N300peTEHUs TEPMHH "paHa" O3HAYAET TEIECHOE TIOBPEXKIACHUE C pa3pylIeHUEM
HOPMAaJTLHOH IIEIOCTHOCTH TKaHEBBIX CTPYKTYp. Takke monpa3syMeBaroT, YTO TEPMUH BKIIOUAET TEPMHUHEI "odar
BocnasrleHus", "oyar moBpexaeHusn", "Hekpo3" u "s3Ba". B HopMe TepMuH "odar BocnayieHus" SBISETCS OOIIUM
TEPMUHOM MOYTH YIS TFOOOTO 0Yara MOBPEKACHUS KOKHU WU CIU3UCTHIX 000JI0YEK U TepPMUH "s13Ba" peICTaB-
nseT co0oi TOKATBHEIH Te(eKT TOBEPXHOCTH OpraHa Wi TKaHU WK YIIIyOJIeHUE, KOTOPOE BO3HUKACT BCIICICT-
BUE OTTOPXKCHUS HEKPOTUYECKOH TKaHH. O4ar MOBpekICHUS, KaK MPaBUIIO, OTHOCUTCS K JIFOOOMY Te(eKTy TKa-
HHU. Hekpo3 oTHOCUTCS K THOEH TKAaHU BCICACTBHE UH(EKIINHU, IIOBPEKICHUS, BOCIAJICHUS WX HH)APKTOB.

TepmuH "paHa", HCIIOJIB3yEMBIH B KOHTEKCTE HACTOSIIEr0 H300pETEHHMS, O3HAYAET JIIOOYIO paHy (CM. HIKe
KIaccu(UKAIUIO PaH) U HAXOJAIIYIOCS Ha JF000H KOHKPETHON CTaJuH MPOoIecca 3a)KUBIICHHS, B TOM YUCIIC Ha
CTaIuM 10 Havyajla KaKoTro-JTHOO 3)KMBIICHHUS WM JaXKe J0 IMONYyYCHHS ONpPEICIICHHOTO PaHEHHS, TAKOro Kak
XUPYprudecKuii pazpes (mpoduiakTudeckoe JedeHne). [[puMepsl paH, KOTOPbIe MOKHO MPEAOTBPAIIATL W/HIIH
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JICYUTHh B COOTBETCTBHU C HACTOSIIUM H300pETCHHEM, HAIPUMEp, MPEICTABITIOT COOOM aceNTUYCCKUC PaHEI,
VIIUOJICHHBIC paHbl, pe3aHblC PAHbI, PBAHBIC PAHBI, HEIPOHHUKAIOIIUE PaHHI (T.C. paHbBI, B KOTOPHIX HET pa3pyIle-
HUS KOXKH, OJHAKO €CTh HOBPEXKICHHE JICKAIIUX HIDKE CTPYKTYP), OTKPBITBIE PAaHBI, MPOHUKAIOIINE PaHHI,
CKBO3HBIE PaHBI, KOJIIOIINE PaHbl, CEITHYCCKUE PaHbl, IIOAKOXKHBIE paHbl U T.1. [IpuMepamMu odaroB BocmaieHUs
SBIISTIOTCSI TIPOJICKHH, a)TO3HBIN CTOMATHUT, H3bA3BICHHUE, TepPIIeTHUECKas TMXOPaaKa, TPaBMAaTHIECKUN Tu(Te-
pur u 1.1. [IpuMepamMu 3B ABISAIOTCS, HAIPUMEp, MENTHYECKAs s3Ba, AyOJeHAIbHAS s3Ba, A3Ba JKEIyIKa, SI3Ba
NP TIofiarpe, AnadbeTndeckas si3Ba, THIEPTOHNYECKask HIeMHYecKas s3Ba, BApUKO3HAs A3Ba, Tpodudeckas s3Ba
(BeHO3Has 53Ba), MOMBA3BIYHAS 5I3Ba, SA3BAa TOICIMU3UCTONH OOOJIOYKH, CHMIITOMATHUYECKas s3Ba, Tpodudeckas
s3Ba, TPOIIMYECKAs 53Ba M BCHEPUUCCKAs 53Ba, HAIIPUMED, BEI3BAaHHAS TOHOPEEH (BKIIFOYAsT YPETPUT, SHIOICPBU-
UT U TPOKTHT). COCTOSHUS, CBSI3aHHBIC C pAHAMH WIJIM 0OYaraMi BOCHAJICHHS, KOTOPBIE MOXKHO YCIICIIHO JICYUTh
B COOTBETCTBHUH C ITHM U300pETEHUEM, NIPEACTABIISIFOT COOOM 03KOTH, CHOMPCKYIO SI3BY, CTOJIOHSK, Ta30BYIO T'aH-
TpeHy, CKapJIaTUHY, POKY, CHKO3, (DOJUIHKYIIUT, KOHTATMO3HOE HMIICTHTO WK OYIIC3HOE MMIICTHTO U T.1. YacTto
CYILIECTBYET OIIPEJCIICHHOE COBIAJE€HNE B IIPUMEHEHUN TEpMUHOB "paHa" u "a3Ba" u "pana" u "ouar Bocmaie-
HUs" U, OoJiee TOTO, TEPMHUHBI YacTO HCIONB3YIOT CIy4alHbIM 00pa3oM. Takum 00pa3oM, Kak YIIOMHHAJIOCh
BBIIIIE, B KOHTEKCTE HACTOSIIETO H300pETeHUsI TEpMHH "paHa" BKIIOYaeT TEPMHUHBI "s3Ba", ""oyar moBpexxaeHus ",
"ogar BocniasieHus" 1 "HHQAPKT" ¥ TEPMHUHBI UCTIOIB3YIOT 0€3 MPOBEACHUS PA3IMINH, €CITH HET WHBIX yKa3aHUH.

Tumel paH, MoAIeKaIUe JCUSHNUI0 B COOTBETCTBUN C 3TUM M300pETeHHEM, TakKe BKIIOYAIOT (1) HecTenn-
(udeckne paHBl, TakWe Kak, HAIPUMEp, XUPYPTrUUecKue, TpaBMaTHUECKHe, WH(EKIIMOHHBIC, HUIIEMUYECKHE,
TepMHUYECKHe, XUMHIeCKre U OyIie3Hble paHbl; (ii) paHbl, crieliuUIHbIE IS TIOJIOCTH PTa, TaKhe Kak, HAIpH-
Mep, TMOCTIKCTPAKIIOHHBIC PaHBl, YHIOJOHTHYECKHE paHbl, 0COOEHHO CBSI3aHHBIC C JICUEHHEM KHCT U alcriec-
COB, 513B U 0YaroB MOBPEXKJCHUS OAKTEPHATBHOTO, BUPYCHOTO WM ayTOUMMYHHOTO TPOUCXOKICHUS, MCXaHH-
YECKHX, XHMUYECCKHUX, TCPMUUCCKUX, WHPCKIIMOHHBIX U JIMXCHOUIHBIX PaH; KOHKPETHBIC MPUMEPHI IPEICTAB-
JSFOT COOOM TepIEeTUYECKHE SI3BBI, ATO3HBIA CTOMATHUT, OCTPBIH HEKPOTHYCCKHUH SI3BEHHBIN TWMHTHBUT U CUH-
JIPOM %OKEHHSI B TOJIOCTU pTa; U (iil) paHbI KOKH, TAKUE KaK, HAPUMEP, HEOIUIa3usl, 0'KOTH (HampuMep, XUMU-
YEeCKHEe, TEPMUIECKHE), 0Yard MOBPSKICHUS (OaKTepUaTbHBIN, BUPYCHBIH, ayTOUMMYHHBIH), YKYCHI U XHPYPTH-
geckre paspessl. ApyruM crmocoboM kimaccupukammuu spisietcs (i) HeOopas moTeps TKaHEH BCIIEICTBUE XH-
PYPTHUECKHX pa3pe30B, HEOONbIINE dPO3UH M HeOOJbIINe YKYChI WM (ii) 3HaUWTENbHAsI ToTeps Tkanel. Ilo-
CIEIHS TPYIIa BKIIOYACT MIIEMHYECKUE S3BBI, MPOJIEKHH, CBUIL, PBAaHBIC PAHBI, TSKEIBIE YKYCBI, TEPMUIC-
CKHE 0’KOTH W paHbl 00JIACTH JJOHOPCKOTO JIOCKYTA (B MATKUX M TBEPJABIX TKAHAX) U HH(MAPKTHI.

Jpyrue paHsl, KOTOpBIE IPEACTABISIOT HHTEPEC C TOYKH 3PEHUS HACTOAIIETO N300peTeHNS, IPEACTABILIIOT
co0OM paHbl, TaKHE KaK WIIEMUYECKHE S3BBI, IPOJICKHH, CBUIIH, TSIKEIBIE YKYChI, TEPMUYECKHIE 0)KOTH U PaHBI
001acTH JOHOPCKOTO JIOcKyTa. WImeMudeckue si3Bbl M MPOJICKHU MPEICTABIAIOT cO00# paHbl, KOTOPHIC TaXke B
HOpPME 32)KHMBAlOT OYCHb MEIJICHHO, M B TaKUX CIYy4asX OCOOCHHO YCOBCPIICHCTBOBAHHEIA W Oo0Jiee OBICTPBIN
IpoIIecC 3aKUBIICHUS, 0E3YCIIOBHO, UMEET OOJBINOE 3HAUCHHE I alieHTa. bolee Toro, 3aTpaThl, CBSI3aHHBIC C
JICUCHUEM IMAIUCHTOB, CTPAAIONINX OT TAKHX PaH, 3HAYUTEIBHO CHIDKAIOTCS, €CITH MPOIIECC 3aKUBJICHUS SBIIS-
€TCsl YCWJICHHBIM U IIPOUCXOAMT OoJjiee OBICTPO.

Panbr 001acTH TOHOPCKOTO JIOCKYTA MPEACTABIISIOT COOON PaHBI, KOTOPEIC, HATIPUMED, BOSHUKAIOT B CBS3H
C TIepeMeIIeHIeM TBEPOH TKaHU M3 OJHON YacTH OpTaHM3Ma B APYTYIO YacTh OpPraHW3Ma, HAIPUMeEp, B CBSI3U C
TpaHCIUTaHTanueH. PaHbl, BO3HUKAONINE BCIEACTBHE TAaKUX OTEPALUH, SBIAIOTCSA OY€Hb OOJIC3HCHHBIMU U YCH-
JIEHHOE 32)KUBIIEHUE, TAKUM 00pa3oM, sBIsieTcs HanOoJiee IeHHBIM. TepMHuH "KoXa'" HCIIONIB3YIOT B Haubosee
IIMPOKOM CMBICIIE, OXBATHIBAIOIIEM SITHIEPMAaIbHBIA CIIOW KOXKH, M B CIIydasx, KOT/Ia MOBEPXHOCTh KOXH SIBIIS-
ercsi Ooyiee WM MeHee MOBPEKIACHHOH, - TaKXKe JEPMAaNbHBIA CIIOH KOKU. [[OMHMO pOTOBOTO CJOS, MHIECP-
MaJIbHBIA CJI0H KOKHM HPEICTaBIIeT COO0 HapyXHBIH (MUTEIHANBHBIN ClIoH), a 6oliee TIIyOOKHi ciIoii coenu-
HUTEIBHOHN TKAaHU KOXKU HA3BIBAIOT JCPMOMA.

Taxxe HacTosIee H300PETCHUE OTHOCUTCSA K CIIOCO0Y MOIYITUPOBAHHS WM JICUCHHUS TICOpHa3a, TICopUa-
THUYECKOTO apTpuTa, Oone3Hn KpoHa, paccessHHOTO CKIIep0o3a M ONTHYSCKOT0 HEBPHUTA, CPEIH MpoUYnX 3a0oicBa-
HUH, TIPE/ICTABICHHBIX BBIIIC B KA4eCTBE CBs3aHHBIX ¢ [L-23 3a0oneBaHuil, B KIIETKE, TKAHHU, OPTaHEe, y JKUBOT-
HOTO WJIM TTAlMCHTA, BKIIFOYAst, HO HE OTPaHMYUBAsICh UMH, [0 MCHBIICH Mepe OJTHO U3 OMOCPEIyeMOr0 NMMYH-
HOM CHCTEMOH 3a00JIeBaHUSs, CEPCIHO-COCYIUCTOTO 3a00IeBaHms, HHPEKITUH, 37J0KaY€CTBEHHOTO H/VMITA HEBPO-
Jorudeckoro 3aboseBanus. Takoi crmoco® HEOOs3aTEIHbHO MOYKET BKJIIOYATh BBeleHHE d3PPEKTUBHOTO KO-
CTBa TI0 MEHBIIIEH Mepe OTHOW KOMITO3UITUH WK (apMaleBTHIECKON KOMITO3UIINHU, COJEpIKaIIeH M0 MEHbIIEH
Mepe ofHo aHTHTeno mpoTus IL-23p19 B KIeTKy, TKaHb, OpraH, )KHBOTHOMY WIIM TAIlMCHTY, HYXKIAIOMEeMycs B
TaKOM MOJIYJTUPOBAHHH, BO3JCHCTBUH WIIH TEPAITHH.

JIto6oii crmoco0 mo HacTosmeMy H300pPETCHHIO MOXET BKJIIOYATh BBeACHHE d()(HEKTHBHOTO KOJHMYECTBA
KOMITO3UINH WK (hapMaleBTHYCCKON KOMITO3UIINH, COACPIKAIICH M0 MEHBIIEH Mepe OJHO aHTUTEIO MpoTuB IL-
23p19 B KICTKY, TKaHb, OPTaH, )KUBOTHOMY HIJIH TAIMCHTY, HYXKIAIOMIEMYCsl B TAKOM MOJYJIHPOBAaHUU, BO3ICH-
CTBHH WM Tepanmuu. Takol crnocod HeoOA3aTeIbHO MOXET JOMOJHUTEIHHO BKIIOYATh COBMECTHOC BBEJICHHC
WA KOMOUHHPOBAHHYIO TEPAITHIO JUTS JICUCHHS TAKOT'O 3a00JICBaHUS WIIH HAPYIICHUS, T/IC BBEJACHUE YKA3aHHOTO
M0 MEHbIIEH Mepe oAHOro anTuTena npotus [L-23p19, ero onpeaeneHHOro yyacTka WM BapHaHTa, KpOME TOTO,
BKITIOYAET BBEJICHHUC JI0, OJJHOBPEMEHHO H/WIIU MOCIE 110 MEHBIIEH Mepe OIHOTO CPEICTBA, BEIOPAHHOTO U3 MO
MeHbIIel Mepe onHoro antaronncta TNF (Hanmpumep, HO HE OTpaHUINBAsACH UMH, XUMHUIECKOTO FITH OEITKOBOTO
anTaronucta TNF, MOHOKIIOHATLHOTO WM TOJMKIOHATBHOTO aHTHTena nmpoTuB TNF wimu ¢parmenTa, pacTBo-
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pumoro peuenrtopa gt TNF (manpumep, pSS, p70 wm p85) nnm dparmMenTa, ero CIUTHIX MOJIUIEITHAOB WIN
HU3KOMoJeKysipHoro anraronncta TNF, Hanpumep, cesizbiBaromiero TNF 6enxa I wmu 11 (TBP-I wimn TBP-11),
HepenMMoHMa0a, uHQuuKcuMaba, stanepuenrta (Enbrel™), amanmmynaba (Humira™), CDP-571, CDP-870,
adenMomaba, JICHEpLeNTa | T.I1.), IPOTHBOPEBMATHYECKOTO CPEJCTBa (HallpUMep, METOTpeKcaTa, aypaHo(pHHa,
aypOTHOTITIOK03a, a3aTHOIPHHA, 30J10Ta HATPHUS THOMajaTa, THAPOKCHXJIOPOKBHHA Cyibdara, iedIyHOMUAa,
cynb(acana3nuHa), MBIIIEYHOTO PETaKCaHTa, HAPKOTHYECKOT'O CPEICTBA, HECTEPOUIHOTO MPOTHBOBOCIIATHTEb-
Horo nekapcTBeHHOTO cpenctBa (NSAID), 06e300auBaroniero cpeacTpa, aHeCTeTHKA, CEJaTHBHOTO CPENICTBA,
MECTHOTO aHECTETHKa, HEPBHO-MBIIIEYHOTO OJIOKATOPa, IPOTHBOMUKPOOHOTO CpeICTBa (HAIpHMep, aMHHOTIIH-
KO3U/1a, IPOTHBOTPHOKOBOTO CPEACTBA, MPOTHBONAPA3UTAPHOTO CPENCTBA, MPOTUBOBUPYCHOTO CPENCTBA, Kap-
banenema, nedanocrnopuna, GTOPXUHOIOHA, MAKPOJIH/IA, ICHUIIMIUIMHA, CYIb(QOHAMUIA, TETPAIIUKINHA, TPYTO-
ro NMPOTHBOMUKPOOHOTO CPEACTBa), MIPOTUBOIICOPHA3HOTO CPEACTBA, KOPTUKOCTEPOMIA, aHAOOINUECKOTO CTe-
pouna, cpeicTBa NMpOTHB AnabeTa, MUHEPAIbHOTO CPEACTBA, MUTATEILHOTO CPEICTBA, CPEACTBA ISl IIUTOBU/-
HOH KeJIe3bl, BUTAMUHA, CBSI3aHHOTO C KaJbLIMEM FOPMOHA, CPEACTBA NMPOTHB TUAPEH, CPEACTBA NMPOTHB Kalllls,
MPOTUBOPBOTHOTO CPEACTBA, CPEJCTBA IPOTHUB SI3BBI, CIAOUTEIBHOTO CPEACTBA, aHTHKOATYIISIHTA, SIPUTPONIOITH-
Ha (HampuMmep, 3MO3THHaA anbda), Guirpacruma (manpumep, G-CSF, Neupogen), caprpamoctuma (GM-CSF,
Leukine), cpencTsa st MMMYHH3AIHHA, UMMYHOTJIOOYIIMHA, IMMYHOJIETIpECCanTa (HampuMmep, 6asninukcumada,
IUKJIOCTIOpHHA, JaKIu3yMaba), TOpMOHA POCTa, 3aMECTUTEIHHOTO TOPMOHAIBHOTO JICKAPCTBEHHOTO CPEICTBA,
MOJYJISITOpa PEHEeNTOPOB ACTPOreHa, MUAPHATHKA, CPEICTBA MPOTHUB IIUKIIOTIICTHH, AJIKHIMPYIOUIETO CPEICTBa,
aHTHMeTa0ONUTa, HHrHOUTOpPa MUTO3a, paaro(papMaeBTHIECKOTO CPEICTBA, aHTHICTIPECCAHTa, CPEACTBA TIPO-
THUB MaHHUH, aHTUIICUXOTHYECKOTO CPEICTBA, aHKCHOJIUTHIECKOTO CPEICTBA, THITHOTHYECKOTO CPEICTBA, CHMIIa-
TOMHMETHKA, CTUMYJIHPYIOIIETO CPEICTBa, MOHENe3MIa, TaKpHUHA, JEKapCTBEHHOTO CPEICTBAa NMPOTHUB aCTMBEI,
OeTa-aroHMCTa, CTEPOUIA TS MHTAJLSIMY, HHTHOUTOpA JICHKOTPHEHA, METHIIKCAHTHHA, KPOMOJIMHA, alpCHATHHA
WM aHaJora, TopHa3bl anb(da (IyIbM03UMa), IIMTOKIMHA WIH aHTATOHUCTA MUTOKKUHA. [IpUroIHbIe 10361 XOPOIIO
W3BECTHHI B TaHHOH o0nacTu; cM., Hanpumep, Wells et al., eds., Pharmacotherapy Handbook, 2" Edition, Apple-
ton and Lange, Stamford, CT (2000), PDR Pharmacopoeia, Tarascon Pocket Pharmacopoeia 2000, Deluxe Edi-
tion, Tarascon Publishing, Loma Linda, CA (2000), Nursing 2001 Handbook of Drugs, 21% edition, Springhouse
Corp., Springhouse, PA, 2001, Health Professional's Drug Guide 2001, ed., Shannon, Wilson, Stang, Prentice-
Hall, Inc, Upper Saddle River, NJ, Bce U3 KOTOPBIX BKJIIOYCHBI B HACTOSIIEE OMUCAHHME B KaYECTBE CCBHIJIOK B
MIOJTHOM 00BeMe.

Amntaronuctsl TNF, npuromabie isl KOMIIO3HUIIANA, KOMOMHUPOBAHHOW TEPAIMH, COBMECTHOTO BBEICHUS,
YCTPOMCTB W/HIH CITOCOOOB IO HACTOSAIIEMY U300pETEHHIO (KpOME TOTO, COMEPKAITUX 10 MEHBIIIEH Mepe OTHO
AQHTHTEIO, €T0 ONPEIeICHHBIN YIaCTOK M BApUAHT 10 HACTOAIIEMY H300pPETEHHUIO), BKIIIOYAIOT, HO HE OTPAaHUIH-
BalOTCA MMM, aHTUTena npoTuB TNF (Hanmpumep, mo MeHbIneit Mepe oauH antaronnct TNF, kak omnpeneneHo
BBIIIE), UX aHTHI'CHCBS3BIBAIOIINE (PparMeHTH U MOJICKYJIBI PELETITOPOB, KOTOPhIE CHEUU(UYHO CBSI3BIBAIOTCS C
TNF; coenunaeHus, KOTopble MpeaoTBpamaoT u/mwim narudupyor cuare3 TNF, ero BeicBoOoxaenne TNF unn
€ro JeliCTBHE Ha KJIICTKH-MHIICHH, TAKHE KaK TAINIOMUA, TEHHIAI, HHrHOUTOPHI pocdonudcrepassl (Harpumep,
NEHTOKCU(DHIUTMH ¥ POJIUIPAaM), arOHUCTBI PELENTOPOB Ui ajeHo3nHa A2b M yCcHIIMBAIONIME PElenTop s
azieHo3uHa A2b cpencTBa; COeMHEHHs, KOTOPbIE MPEJOTBPAINAOT /WM MHIMOMPYIOT Iepefavy CUTrHala pe-
nentopa st TNF, Takne xak WHTHOWTOpPHI KMHA3Bl aKTHBHpPyeMOTo MuToreHoM Oenka (MAP); coenuHenus,
KOTOpbIe OJIOKUPYIOT W/WUIW MHTHOMPYIOT pactierieHue memOpanaoro TNF, Takue kak HHTHOUTOPHI METAIIO-
MPOTEHWHA3bI; COSAMHEHHS, KOTOPhIe OJOKUPYIOT W/WIH HHTHONPYIOT akTuBHOCTE TNF, Takne kKak MHTHOUTOPHI
anruoTeH3uHmnpeBpamniatomnero Gepmenta (ACE) (manpumep, KanTonpui); U COSTUHEHHS, KOTOPhIE OIOKUPYIOT
W/WIM HHTUOUPYIOT MpoayKitnio u/unu cuate3 TNF, Takue kak nHruOuTopsl MAP-KknHA3HL.

Kak ucnonb3yioT B HacTOSIIEM ONMUCAHWH, "aHTHTENIO MPOTHB (akTopa HEKpo3a OmyXoiu", "aHTHUTENO
npotuB TNF", "antureno nporus TNFa" wim ¢pparMeHT v T.m. CHUXAeT, OJIOKUPYeT, HHTHOUPYET, YCTpaHsIET
aktuBHOCTH TNF0o MiIu mpenaTcTByeT e, in vitro, in situ W/wim npeanoYTuTensHO in vivo. Hammpumep, mpuro-
Hoe anTuTeno npotuB TNF denoBeka Mo HACTOSIIEMY M300pETEHUIO MOXKET cBs3biBaTh TNFo 1 BKIIFOUaeT aH-
tutena npotuB TNF, nx aHTHreHCBsI3BIBAtONIIE (PparMeHThl  UX ONpeAeTICHHbIE MyTaHTHBIE ()OPMBI MIIH JOMeE-
HBI, KoTopble cnenuduuno cessbBatorcss ¢ TNFo. [Ipurognoe antureno npotuB TNF nmm ¢parmenT Taxske
MOJKET CHIKATh, OJIOKUPOBATD, YCTPAHATh, IPEMATCTBOBATh, IPEAOTBPAINaTh H/WiIN HHIuOnposats cuaTe3 PHK,
JHK nnu 6enka TNF, BoicBoOoxnenne TNF, nepenauy curnana peuenropa TNF, paciuerienie MeMOpaHHOTO
TNF, axrusrocts TNF, npoaykuuro n/umu cuare3 TNF.

IIpumepom anturena npotuB TNF umm anraronucra TNF sBasercs xumepHoe antuteno cA2. JlononHu-
TENIbHBIE TIPUMEPbl MOHOKJIOHAJBHBIX aHTUTed NpotuB TNF, KoTOphle MOXXHO HCIOJIB30BaTh B COOTBETCTBUH C
HACTOSIIIIUM M300peTeHNEM, OIMCAaHbI B JAHHOH o0sacTy (cM., Harpumep, nateHT CILIA Ne 5231024, Moller, A.
et al., Cytokine 2(3): 162-169 (1990), 3asBky CILLIA Ne 07/943852 (monmannyto 11 centsiops 1992 rona), Rathjen
et al., mexxayHapoanast 3asBka Ne WO 91/02078 (omybmukoBanHas 21 ¢espans 1991 roma), Rubin et al., ma-
tenTHas 3assBka EPO Ne 0218868 (omybmukoBanHas 22 anpenst 1987 roxa), Yone et al., marentHas 3asBka EPO
Ne 0288088 (26 oktsi6ps 1988 roma), Liang, et al., Biochem. Biophys. Res. Comm. 737:847-854 (1986), Meager
et al., Hybridoma 5:305-311 (1987), Fendly et al., Hybridoma 6:359-369 (1987), Bringraan et al., Hybridoma
5:489-507 (1987) u Hirai et al., J. Immunol. Meth. 96:57-62 (1987).
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Monexyns! perenropa aist TNF.

[peanournTensHple MoneKysl perentopa st TNF, npurogHsie B COOTBETCTBUHM € HACTOSIIUM H300pe-
TEHHEM, TPEJICTaBIAIOT cO00H MOJIEKYJIbl, KoTopble cBsi3biBaloT TNFa ¢ BeIcokoit adpuHHOCTBIO (CM., HAIpH-
mep, Feldmann et al., mexxaynapoanyto 3asBky Ne WO 92/07076 (omybaukoBanyro 30 ampenst 1992 rona),
Schall et al., Cell 61:361-370 (1990) u Loetscher et al., Cell 57:351-359 (1990), Bce U3 KOTOPBIX BKJIIOYCHEI B
HACTOsIIee ONMCAHNE B KAYECTBE CCBHUIOK B MOJHOM OOBEME) M HE0Os3aTeNbHO 001aJal0T HU3KOH MMMYHOTEH-
HOCTBIO. B acTHOCTH, B COOTBETCTBHU C HACTOSIINM H300pETEHHEM MPHUTOIHBIME SBISIOTCS PEIENTOPHI Kie-
touHoi moBepxHocTh st TNF maccoit 55 k/la (p55 TNF-R) u 75 k/la (p75 TNF-R). YkopodeHnHsie GpopMsbI
3TUX PEIENTOPOB, coaepkaiue BHeKIeTouHbie AoMeHbl (ECD) pementopoB uiau ux (yHKIMOHAIBHBIE YaCTH
(cm., Hanpumep, Corcoran et al., Eur. J. Biochera. 223:831-840 (1994)), Takxe SBISIOTCS MPUTOTHBIMHA B COOT-
BETCTBHMH C HACTOSIIUM H300peTeHneM. YKopoueHHsle popMel penentopoB a1t TNF, cogepsxkame ECD, BbisiB-
JIHHl B MOYE M CHIBOPOTKE B KaueCTBe MHTHOMTOPHBIX cBs3biBatommx TNFo G6enmko maccort 30 m 40 x/la
(Engelmann, H. et al., J. Biol. Chem. 255:1531-1536 (1990)). MynbTiMepHble MoJieKyibl penentopa it TNF u
CJIUTBIE MOJIEKYJbl mMMyHopeuenTtopa it TNF, npounsBomHble 1 UX (parMeHTHl WIM y4YacTKH SIBISIOTCS JO-
MOJIHUTEBHBIMH IpUMepaMu MoJieKydt perentopa aiast TNF, koTopbie npuroHel B criocodax 1 KOMITO3HIUSIX 110
HacCTOSIIEMY H300pPETEHHIO.

MyneTHMepHBIE MOJIEKYIBI perenTopa st TNF, npurosHsie B COOTBETCTBHU € HACTOSIIMM M300pETEHHU-
eM, cogepxat nenbiii ECD nmu dynkmmonanpayto qacte ECD nByx mnm 6oiiee pernientopoB st TNF, cBsizaH-
HBIX C ITIOMOINBIO OJHOTO WJIM HECKOJBKHUX MOJUIETTHAHBIX JTHHKEPOB WM IPYTHUX HEMENTHIHBIX JTHHKEPOB,
Takux Kak nodudTrieHrmukonb (PEG). IIpumepaMu Takol cimToit MosieKyiisl uMMyHOpenenTopa ainst TNF sB-
nsieTcst cauthiid 6enok perentop At TNF/IgG. Crnutele Monekynsl nMMyHopenentopa aist TNF u crmocoOsr ux
MIPOIYKITMK onKcaHbl B JanHOH oOmactu (Lesslauer et al., Eur. J. Immunol. 27:2883-2886 (1991), Ashkenazi et
al., Proc. Natl. Acad. Sci. USA, 88:10535-10539 (1991), Peppel et al., J. Exp. Med., 174:1483-1489 (1991),
Kolls et al., Proc. Natl. Acad. Sci. USA, 91:215-219 (1994), Butler et al., Cytokine 6, (6):616-623 (1994), Baker
et al.,, Eur. J. Immunol., 24:2040-2048 (1994), Beutler et al., mareat CIIIA Ne 5447851 u 3asBka CILIA No
08/442133 (monmannast 16 mast 1995 rona), Bce U3 KOTOPBIX BKIJIIOYEHHI B HACTOSIIIEE ONMCAHUE B KAYECTBE CCHI-
JIOK B TOJIHOM 00BbeMe). CriocoOBl MOTydeHHsT CIMTHIX MOJIEKYJ HMMYHOPEIENTopa Takke MOXXHO HalTH B Ca-
pon et al., matent CIIA Ne 5116964; Capon et al., matent CLIA Ne 5225538 u Capon et al., Nature 337:525-531
(1989), Bce U3 KOTOPHIX BKIIFOUEHBI B HACTOSIIEE ONMMCAHUE B KAYECTBE CCHIIOK B TIOJTHOM OOBEME.

[IUTOKWHBI BKITIOYAIOT JIFOOBIE M3BECTHBIE ITUTOKUHBI; cM., Hampumep, CopewithCytokines.com. AHTaro-
HHUCTHI IATOKUHOB BKIIIOYAIOT, HO HE OTPAaHIMYUBAIOTCS MU, JTI000€ aHTUTENO, (PParMeHT WIH MUMETHK, JIFO00H
PacTBOPUMBIN penenTop, GparMeHT WM MHUMETHK, 000 HH3KOMOJEKYJSPHBIA aHTarOHUCT WIH JI000€ WX
coYeTaHue.

TepamneBTHYECKIE CIIOCOOBI JICUCHUSI.

JIro0oii crioco6 1Mo HacTosIEeMy H300PETEHHIO MOXKET BKJIIOYATH JIeueHHe ornocpenyemoro 1L-23 napymre-
HU, BKJIIoYaroniee BBereHHe d()(EKTHBHOTO KOJMYECTBA KOMIIO3HUIMN WiN (hapMaleBTHYCCKUI KOMIIO3UIINH,
coJepxalei no MeHsleil Mmepe ogHo aHTUTENo NpoTuB IL-23p19 B KIEeTKy, TKaHb, OpraH, XUBOTHOMY WIJIH Ta-
IIUEHTY, HYKJalolIeMycsl B TAKOM MOJYJIMPOBaHMH, BO3ACHCTBUN WIN Tepanuu. Takol crnocod HeoOs3aTeIbHO
MOXET JOTIOJHUTENIFHO BKIIFOYaTh COBMECTHOE BBE/ICHHE MIJIM KOMOMHUPOBAHHYIO TEPAITHIO JUIS JICUCHUS TAKUX
3a00JIeBaHN WM HapyLIeHWH, T7ie BBEJCHUE YKa3aHHOI'O IO MEHBIIEH Mepe OJHOTO aHTHTenaa MpoTuB IL-
23p19, ero ompenereHHOrO y4acTKa WM BapuaHTa, KPOME TOTO, BKJIFOYAET BBEACHHE 10, OJHOBPEMEHHO W/WITH
MOCJIe TI0 MEHBIIEH Mepe OIHOTO CPEeACTBA, BEIOPAHHOTO M3 MPOTHBOMH(EKIIMOHHOTO JEKAPCTBEHHOTO CPEICT-
Ba, JIGKAPCTBEHHOTO CPEACTBa I cepredHo-cocyauctoit (CV) cucteMsl, TeKapCTBEHHOTO CPEACTBA AJIS ICH-
TpasbHO# HepBHOW cuctembl (IITHC), mexapcTBeHHOTO CpencTBa s aBTOHOMHOW HepBHOU cuctembl (AHC),
JICKApCTBEHHOTO CPEJCTBA ISl IBIXaTEIbHBIX ITyTeH, JIEKapCTBEHHOTO CPEACTBA IS JKEITYAOYHO-KHIIEYHOTO
(GI) TpakTa, TOPMOHAJIFHOTO JIEKAPCTBEHHOTO CPEICTBA, JICKAPCTBEHHOTO CPEACTBA NS KUAKOCTHOTO WM
JJIEKTPOIUTHOTO OanaHca, TeMaToJIOTMYECKOr0 JIEKAPCTBEHHOTO CPEJICTBA, MPOTHBOOITYXO0JIEBOTO CPEJICTBA, M-
MYHOMOYJIMPYIOLIETO JIEKAPCTBEHHOTO CPEJICTBA, JIEKAPCTBEHHOTO CPEACTBa JUIA IJ1a3, YIIeH U Hoca, JIeKapCT-
BEHHOTO CPEZCTBA JUII MECTHOTO NPUMEHEHUS, TUETOJIOTHYECKOTO JIEKAPCTBEHHOTO CPENCTBA WIIM CXOIHBIX C
HHMH, 10 MEHbIIEH Mepe oxHoro antaronucta TNF (Hampumep, HO He OTpaHUYMBASACH MMM, aHTHUTENA HIIH
¢parmenra npotuB TNF, pactBopumoro peunenropa min ¢gparmenta gt TNF, ux ciuThix O€NKoB MIM HU3KO-
MoJeKyisipHoro anTtaronucra TNF), mpoTuBopeBMaTHYECKOTO CpecTBa (HapuMep, METOTpeKcaTa, aypaHodu-
Ha, aypOTHOTIIOKO3BI, a3aTHONIPHHA, 3TAaHEePIIENTa, 30JI0Ta HATPHUSI THOMAJaTa, THIPOKCUXIOPOKBHHA CyIb(ara,
nedryHOMHIA, Cyab(acai3nHa), MBIIIEYHOTO PeTaKCcaHTa, HAPKOTHIECKOTO, HECTEPOUIHOTO POTHBOBOCIAIH-
TeJBHOTO JiekapcTBeHHOTO cpencTBa (NSAID), 06e300mMBarOmEero cpeacTBa, aHeCTETHKA, CETATHUBHOTO CPECT-
Ba, MECTHOTO aHECTETHKA, HEPBHO-MBIIICYHOTO OJIOKATOpa, MPOTUBOMUKPOOHOTO cpeicTBa (HAampuUMep, aMH-
HOTJINKO3HU/1a, IIPOTUBOTPUOKOBOTO CPEACTBA, MPOTHBOIAPA3UTAPHOTO CPEICTBA, IIPOTUBOBUPYCHOT'O CPEICTBA,
KapOareHema, nedaaocropiuHa, (pTOPXUHOIIOHA, MAKpOJIM/Ia, NMEHHIMUINHA, CyJb(OHAMHAA, TETPALMKIIMHA,
JPYroro MpOTHBOMUKPOOHOTO CPEJNICTBA), IPOTUBOIICOPHA3HOTO CPEACTBA, KOPTHUKOCTEPOHA, aHAOOINIECKOTO
CTEpOMJa, OTHOCSINETOCS K JICUCHHIO Auadera cpelcTBa, MUHEPaJIbHOTO CPEICTBa, NMUTATEIHLHOTO CPEICTBA,
CpeACTBa Ul LIIMTOBUAHOW JKeJe3bl, BUTAMHHA, CBA3aHHOTO C KaJbIIMEM TOPMOHA, CPE/ICTBA NMPOTHB THAPEH,
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CpEeICTBa MPOTUB KAIUISA, CPEIICTBA MIPOTHB PBOTHI, CPEACTBA MPOTUB SI3BBI, CIA0UTEIHLHOTO CPEIICTBA, AaHTUKOA-
TYJISIHTA, SPUTPOINIOATHHA (HAIIPUMEp, 3M03THHA anbda), puirpactuma (Hanpumep, G-CSF, Neupogen), caprpa-
moctrMa (GM-CSF, Leukine), cpenctBa it IMMYHHU3allMH, IMMYHOTJIO0YJTMHA, UMMYyHOJIeTIpeccanTa (HampH-
Mep, OasmnmukcnMaba, IUKIOCTIOpHHA, TaKiIn3yMada), TOpPMOHA POCTa, 3aMECTUTEITHFHOTO TOPMOHAIILHOTO JIeKap-
CTBEHHOTO CPEICTBA, MOIYISATOPA PELENTOPOB ACTPOTeHA, MUAPHUATHKA, CPEICTBA MIPOTHB ITUKJIOTUICTHH, aJIKH-
JUPYIOUIETO CPEACTBA, aHTUMETA0OINTa, HHIHOUTOpPa MHTO3a, pamuodapMareBTHIECKOTO CPEICTBa, aHTHIC-
TpeccanTa, CPEeACTBa IPOTUB MAaHWUHU, AaHTHIICUXOTHYECKOTO CPE/ICTBA, AHKCHOIUTHIECKOTO CPEICTBA, THITHOTH-
YECKOTO CpEACTBA, CHMIATOMHMETHKA, CTHMYIHPYIOIIETO0 CPEICTBa, JOHEINE3WNIa, TaKpUHA, JIEKapCTBEHHBIX
CPEICTB IPOTUB aCTMBI, OCTa-arOHKUCTA, CTEPOUA JIJIsl MHTAISINN, HHTHOUTOpa JCUKOTPUCHA, METHIIKCAHTHHA,
KPOMOITMHA, aipCHAIMHA WU aHAJIOTa, TOpHAa3bl anbga (IyIbMOo3uMa), IIATOKUHA WA aHTarOHKMCTA [IUTOKHHA.
Taxkue JlekapcTBEHHBIE CPEJCTBAa XOPOIIO U3BECTHHI B TAHHOW 00JaCTH, BKJIFOUAsl COCTABBI, IOKA3aHMUSI, TO3HPO-
BaHUC W BBCICHHE JUIS KaXJOrO U3 MPEICTABICHHBIX B HACTOSAIIEM OMHCaHuM (CM., Hampumep, Nursing 2001
Handbook of Drugs, 21% edition, Springhouse Corp., Springhouse, PA, 2001; Health Professional's Drug Guide
2001, ed., Shannon, Wilson, Stang, Prentice-Hall, Inc, Upper Saddle River, NJ; Pharmcotherapy Handbook,
Wells et al., ed., Appleton & Lange, Stamford, CT, Bce U3 KOTOPBIX BKIIOYCHBI B HACTOSIIEE OMMCAHUE B Kade-
CTBE CCBHIJIOK B ITOJTHOM 00BEME).

Kak mpaBuito, 1edeHune maToJIOTHUECKUX COCTOSIHAN MPOBOIAT MOCPEACTBOM BBeACHUS 3 (HEKTUBHOTO KO-
JUYeCTBa WM J03bl TI0 MEHBIIEH Mepe OJHON KOMITO3WInU aHTthrena mpotuB 1L-23pl9, obmiee koimdecTBO
KOTOpPOTO, B CpEIHEM, HaXOMUTCS B JUANa30He MO0 MeHbIIer mepe mpubmmsutensHo ot 0,01 g0 500 mr mo
MEHBIIIeH Mepe oHOTO aHTuTeNa MpoTuB I1L-23p19 Ha 1 Kr manueHTa Ha J03Y W MPEIIOYTHTENBHO TT0 MEHbBIIEH
Mepe npubim3uTensHo oT 0,1 7o 100 Mr aHTHUTEeNa/KUIOTpaMM MAIUeHTA IS OJJHOKPATHOTO FJIM MHOTOKPATHO-
TO BBEJCHHUS B 3aBUCHMOCTH OT CIICIU(PUYHON aKTHBHOCTH aKTHBHOTO BEIECTBA, COACPIKAIIETOCS B KOMITO3H-
UK. AJNBTEpHATUBHO, 3P (eKTHBHAS CHIBOPOTOYHASI KOHIIEHTPALMS MOXET BKJIIOYaTh KoHneHTparuo 0,1-5000
MKT/MJI CBIBOPOTKH JJIsI OJJHOKPATHOTO WJIM MHOTOKPATHOTO BBeICHHS. [IpUTOAHBIC O3Bl M3BECTHBI BpayaM H,
0E3yCIIOBHO, 3aBHCAT OT KOHKPETHOH CTaJuu 3a00JICBaHUS, KOHKPETHOW aKTHMBHOCTH KOMITO3HIINH, TOJJICKA-
el BBEICHUIO M KOHKPETHOTO IAILlMEeHTA, ITOABEPTAIOIEerocs JICUCHNI0. B HEKOTOPBIX CIydasx AJsl TOCTHXKe-
HUS TpeOyeMOTo TepaleBTUIECKOTO KOJMIECTBA MOXET OBITh HEOOXOIUMBIM MPOBEICHHE IIOBTOPHOTO BBEJE-
HUS, T.€. TOBTOPHBIX OTICIBHBIX BBEJCHUN KOHKPETHOW KOHTPOIMPYEMON HMIIM U3MEPEHHOHN MO3HI, Tlie OTIENb-
HBIE BBEJICHHUS TIOBTOPSIOT JIO TOCTIKEHUS TpeOyeMoi CyTOTHOM 10361 Hith 3 dekTa.

[IpenmournuTenpHble 0361 MOTYT He0Os3aTeNbHO BKIIOYaTh npuomusurenbHo 0,1-99 w/mmm 100-500
MT/KT/BBEJICHHE, WM JTI000H AMama3oH, 3HAYCHHUE FUIH YacTh 3TOTO AMANa30Ha, WM KOJIWYECTBO IS TOCTHKE-
HUS KOHIICHTPALMU B CHIBOPOTKe mpuOmmsutensHo 0,1-5000 MKr/mMii Ha OJHOKpPAaTHOE BBEACHHC WM MHOTO-
KpaTHBIC BBEACHUS, WIH JIFOOOW ITUATIa30H, 3HAYCHUE MM 9acTh 3TOr0 Juamna3oHa. [IpeqnodTuTensHbIi quarma-
30H J03UPOBKH aHuUTHTENa NMpoTuB IL-23p19 mo HacTosmeMy n300pETEeHHIO COCTABISIET OT MPUOIM3NUTEIBHO |
JI0 IPUOTU3UTENBHO 3, IPUOTU3UTEIHHO 6 WK MPUOIH3UTEIBHO 12 MI/KT MacChl Tejia MalyueHTa.

ATNBTepHATUBHO, BBOJUMBIC J0O3BI MOTYT BapUPOBATH B 3aBUCUMOCTH OT U3BECTHBIX ()aKTOPOB, TAKUX KaK
(hapMakoAMHAMHYECKIE CBOWCTBA KOHKPETHOTO CPEICTBA, M CIIOCOO U MYTh €r0 BBEACHUS; BO3PACT, COCTOSIHUE
3I0POBBSI © Macca PEeIHITNEHTA; MPUPOIAa U CTEIIeHb BRIPAXKEHHOCTH CHMITOMOB, THII COIYTCTBYIOIIETO JIeUe-
HUS, 9aCTOTa BBEJCHUS U TpeOyemblit a¢dekT. Kak mpaBmiio, 103a aKTHBHOTO MHTPEIMEHTA MOXKET COCTABIIATH
npubmm3uTesnbHo ot 0,1 70 100 Mr Ha 1 kT Macce! Tena. Kak mpasuio, no3a ot 0,1 1o 50 u mpeAnoYTUTENHHO OT
0,1 mo 10 Mr Ha 1 KT Ha OJHO BBeJCHUE WU (OPMY C 3aMEJICHHBIM BBEICBOOOXKIEHUEM sBIIsIETCS 3 (HEKTHBHON
JUTS IOJY9IeHUS TpeOyeMbIX Pe3ynbTaToB.

B kadecTBe HEOrpaHUYMBAIOUICTO TPUMEpA JICUCHUE YETIOBEKA U XKHUBOTHBIX MOXKHO IIPOBOJHTH B BUC
OJTHOKPATHOTO HIIM TIEPUOJUYCCKOTO TO3MPOBAHUS MO MEHBIICH Mepe OJHOTO aHTHTENA IO HACTOSAIIEMY H30-
operenuto mpubnmsuTenbHo oT 0,1 1o 100 Mr/kr, win m000¥ AHana3oH, 3HAYCHHE WK 9acTh ATOTO JHATA30Ha,
B CYTKH, B TCUCHHE IO MEHBIIIEH Mepe 0HOTo repruona u3 1-40 cyTok, wid, albTepHATHBHO WU JOMOTHHUTEb-
HO, TI0O MCHBIIICH Mepe OJIHOTO Mepuoa u3 1-52 Hexenb, WK, aTbTCPHATUBHO WM JOMOTHUTEIBHO, IO MEHBIIICH
Mepe B TEUYEHHE OJHOro mepuona u3 1-20 yet, wiu JIro0oro WX COYETaHWs, C UCHOJIb30BAHUEM OIHOKPATHOM,
MHQY3NOHHON WIIH TTOBTOPSIIOMIECHCS 103.

Jo3upoBanusie GOpMBI (KOMIO3HUIINHN), IPUTOAHBIE U1 BHYTPEHHETO BBEICHHS, KaK MPAaBHUJIO, COACPIKAT
ot npubsm3utensHo 0,001 mo mpubnam3uTenbHo 500 M aKTHBHOTO MHTPEIMEHTa Ha AMHUITY WM KOHTeHHep. B
9THX (hapMaleBTHUECKUX KOMITO3HIMAX aKTHBHBIN MHTPEIUEHT, KaK MPaBIJIO, HAXOAUTCS B KOJIMYECTBE IPH-
onmusurenasHo 0,5-99,999% 1o macce oT 00IIei MacChl KOMITO3UIINH.

B cimygae mapeHTepanbHOTO BBEICHHS aHTUTEIIO MOXKHO COCTABIISATH B BHJIE PACTBOPA, CYCIICH3UH, SMYJIhb-
CHUH, YaCTHIIBI, IIOPOIIKA WIH JTHODIIN3UPOBAHHOTO TIOPOIIIKA, MPEJOCTABIIEMOTO COBMECTHO € (hapMarieBTHIC-
CKHU MPHUEMIIEMBIM MapEeHTEPATEHBIM HOCHTEIIEM WM OTIENBEHO OT Hero. [IpuMepaMu TakuX HOCUTEINCH SBIISIOT-
sl BoJIa, PH3HOIOTHIECKUI PacTBOpP, pacTBOp PuHrepa, pacTBop JEKCTPO3bl U MpudIH3uTeIbHo 1-10% criBopo-
TOYHBIN aTbOyMHH YelIOBeKa. Takke MOXHO HCIOIB30BaTh JUIIOCOMBI I HCBOJHBIC HOCUTEIH, TAKUE KaK KHP-
HBIe Macyia. Hocutenp win JTHO(QWIU3UPOBAHHBIA MOPOIIOK MOXET COACPKATh NOOABKH, KOTOPBIC TOMICPKH-
BAaIOT M30TOHHUYHOCTH (HAMPUMEp, XJIOPU HATPHsI, MAHHUT) U XUMHUYECKYIO CTaOWILHOCTD (Hampumep, 0ydepsl
1 KoHCepBaHTHI). COCTaB CTEPUIIN3YIOT N3BECTHBIMH HIIH MIPUTOJHBIMH CIIOCOOaMH.

[Ipuroansie papManeBTHIECKUE HOCUTEIHN OMUCAHBI B CaMOM TIOCieIHeM u3naHuu Remington's Pharma-
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ceutical Sciences, A. Osol, KOTOpoe SBJISETCS CTAaHTAPTHBIM PYKOBOACTBOM JUISL CCBUIOK B TJAHHOHM 00JacTu.

ATnbTepHATUBHBIC CIIOCOOBI BBEICHUS.

B cooTBeTCTBUU ¢ HACTOSIIIUM W300peTeHNEM ISl BBeneHUs (papMarieBTHIecKu d()(HEKTHBHBIX KOJHMIECTB
10 MEHBIIEeH Mepe oJHOTO aHTuTena NMpoTuB IL-23p19 B COOTBETCTBUM C HACTOSIIMM H300pETEHHUEM MOYKHO
WCIIOJIB30BaTh MHOKECTBO M3BECTHBIX U pa3padOTaHHBIX cIocoO0B BexeHUs . HecMOTpst Ha TO 9TO B HOCIEIYIO-
IeM OTIMCAaHUH HCIONB3YIOT JISTOUYHBIA cI0c00 BBEJCHHS, B COOTBETCTBUH C HACTOSIITNM M300pETEHHEM MOKHO
WCTIONB30BaTh JPYTHe CIIOCOOBI BBEACHUS C TIPUEMIIEMBIMU pe3yiabTaramMu. AHTHTena npoTtus IL-23p19 mo Ha-
CTOSAIIEMY N300PETEHHIO MOYKHO OCTaBJIATH B HOCHTENIE B Ka4eCTBE PacTBOPA, SMYJIBCHH, KOJUIOMAA U CyC-
TICH3UH WM B KaYECTBE CYXOro TOPOIIKA C MCIOJIB30BAHUEM JIOOOTO M3 MHOXECTBA YCTPOHCTB M CIIOCOOOB,
MPUTOIHBIX JUIS BBEJICHUS MOCPEACTBOM WHTAJSIIIMU WK IPYTHX CIIOCOOOB, OMMCAHHBIX B HACTOSIIIEM OIUCAHHUU
WA U3BECTHBIX B TAHHOHM OOJIACTH.

[TapeHTepalbHBIC COCTABEI H BBEJICHHC.

CocTaBbl TSl TAPEHTEPATEHOTO BBEJICHHUS MOTYT COICPIKATh B KAYECTBE OOMIUX IKCIMITUCHTOB CTCPILIIh-
HYI0 BOIy WIN (PH3HOJIOTHYECKUAN PACTBOD, IMOJMANKHICHIIUKONIN, TAKAE KaK MOJUITUICHTIINKOIb, Maciia pac-
TUTETHFHOTO IPOUCXO0XKICHIS, THAPOTCHU3UPOBAHHBIC HAPTAINHEI U T.I. BogHbBIC MM MaciIsTHBIE CYCTICH3UH IS
WHBEKIUN MOXKHO MOJYYaTh C UCIOJIH30BaHUEM MPUTOAHOTO 3MYJIBraTopa WM YBIAKHUTEIS U CYCICHIUPYIO-
IIETO BEIIECTBAa B COOTBETCTBHH C M3BECTHBHIMH criocobamu. CpeacTBa A MHBEKIMH MOTYT MPEICTAaBISATH CO-
001f HETOKCHYHBIA HE MEPOPATLHO BBOJIUMBINA pa30aBUTENh, TAKON KaK BOIHBIM PacTBOP, CTEPUIBHBIA MHBEIIN-
PYeMBII pacTBOp WIIN CYCIICH3HUS B PacTBOPHTENE. B KauecTBe MPUTroJHOTO HOCHUTENS MIIH PACTBOPUTENS JIOILyC-
TUMBI BOJa, pacTBOp PuHrepa, M30TOHWYECKUH (HU3MOJIOTHIECKUI pacTBOP M T.J.; B Ka4eCTBE OOBITHOTO pac-
TBOPUTEIS WU CYCHCHIMPYIOMIETO PACTBOPUTEIT MOXHO HCIIONB30BaTh CTEPWIBHOC Henerydee macio. s
ITHX IeJIeH MOKHO HCIIONB30BAaTh HEJIETydee MAcIo M )KUPHYIO KHCIOTY JIFOOOTO THIIA, B TOM YHCJIC HEUTpasb-
HBIC WM CHHTETHYCCKHE JHOO0 MONyCHHTETUYCCKUC KUPHBIC MACia WIN YKUPHBIC KUCIOTHI, HEHTpallbHbIC HIIN
CUHTETHYCCKUE JTHOO MONyCHHTETUYCCKHE MOHO- WU JTU- WM TPUTIHUIEpHUIsl. [lapeHTepanbHOe BBEICHUE U3-
BECTHO B JIaHHOW OOJIACTH M BKITFOYAET, HO HE OTPAaHMIMBACTCS UMH, OOIICIPHUHATHIC CIIOCOOBI MHBEKIUI, Oe3bI-
TOJILHOE YCTPOMCTBO ISl MHBEKIINHN ¢ JaBJICHWEM rasa, kak omucano B matente CIITA Ne 5851198, u mazepHoe
nepQoparoHHOe YCTPOHCTBO, Kak omrcaHo B matente CIIIA Ne 5839446, BKIIIOYEHHOM B HACTOSIIEE OTMMCAHNE
B KQ4ECTBE CCHUIKU B ITOJIHOM 00BEME.

AJBTEepHATHBHBIE CITOCOOBI TOCTaBKH.

Kpome Toro, 310 m300peTeHre OTHOCUTCS K BBEACHHIO 10 MEHBIIEH Mepe OJHOT0 aHTHTeNa mpoTuB IL-
23p19 mocpencTBoM mapeHTEPaTHLHOTO, MOIKOKHOTO, BHYTPHMBIIIEYHOTO, BHYTPUBEHHOTO, BHYTPHUCYCTaBHOTO,
UHTPAOPOHXHUANTEHOTO, WHTPaaOJOMUHATIBHOTO, WHTPAKATICYJSIPHOTO, BHYTPUXPSIICBOTO, BHYTPHIIOJIOCTHOTO,
BHYTPHOPIONIHOTO, BHYTPUMO3KECUYKOBOTO, HHTPALEPEOPOBCHTPHUKYISIPHOI'O CIIOCO0a, BBEACHUS B TOJCTYIO
KUIIKY, UHTPAICPBUKAIBLHOTO, BHYTPHKEITYIOYHOTO, BHYTPUIICUCHOYHOTO, BHYTPUMHOKAPIUATBEHOTO, BHYTPH-
KOCTHOTO, BHYTPHUTa30BOTO, WHTpANCPUKAPIUATHHOTO, BHYTPUOPIOIIMHHOTO, WHTPAILICBPAIBHOTO CIIOCO0a,
BBEJICHUS B MPOCTATy, BHYTPHICTOYHOTO, HHTPAPEKTAILHOTO, HHTPAPCHAIHLHOTO, HHTPAPETHHAIBHOTO, UHTPAC-
MUHATBHOTO, HHTPACHHOBHAIHHOTO, BHYTPUIPYAHOTO, BHYTPUMATOYHOTO, BHYTPHUITY3BIPHOTO CIIOCO0a, BBEE-
HUS BHYTPh MOPaXCHHBIX TKaHEH, O0IIOCHOT0, BATHHAIBHOTO, PEKTAIFHOTO CII0c00a, OYKKaIbHOTO, OIbSI3BIU-
HOTO, HHTPAHA3IBHOTO I YPECKOKHOTO crtoco6oB. [1o MeHbIIeH Mepe 0AHy KOMIIO3UIMIO aHTHUTENA IIPOTHUB
IL-23p19 MoOxHO MOJNY4aTh I MPUMEHEHUS C TTApEHTEPATBHBIM (TIOJIKOKHBIM, BHYTPUMBIIIECYHBIM WA BHYT-
PUBEHHBIM) HIIH JIIOOBIM JPYTHM CITIOCOOOM BBEIIEHUS, 0COOEHHO B (hopMe KUIKHX PACTBOPOB WIIH CYCIICH3UI;
JUT TIPUMEHEHHS C BarWMHAJIBHBIM WM PEKTaIbHBIM CIIOCOOOM BBEACHHS, 0OCOOEHHO B MONYTBEPABIX (popmax,
TaKWX KakK, HO HC OTPaHHYHBASICh UMM, KPEMbI U CYNIIO3UTOPHH; ¢ OYKKaJbHBEIM BBEJCHUEM HIIHM CYOJIMHTBAIIb-
HBIM BBEJCHUCM, TAaKHUM KaK, HO HE OTPAHUYMBAsCh UMM, B (popMe TaOJNCTOK WIIH KAaTCyJ, WIH C HHTPaHA3aJIb-
HBIM CIIOCOOOM, TAaKUM KaK, HO HE OTpaHHYUBAsICh UMH, (DOPMBI IOPOIIKOB, Kalellb B HOC WJIH a3p030JIeH WIIN
OTIPENICIICHHBIX CPEICTB; WU C YPECKOXKHBIM CIIOCOOOM, TaKUM KakK, HO HE OTPaHHYHMBAsICh MMM, T'ellb, Ma3b,
JIOCHOH, CYCIICH3HUs WJIU CHUCTEMa JUIS JOCTABKH MOCPEICTBOM ILIACTHIPS ¢ XUMUYCCKUMH YCHIMBAOIUMHE JTOC-
TaBKY BCIICCTBAMH, TAKHMHU KaK TUMETWICYIb(GOKCHI, THOO0 JIsI MOTU(PHUKAIIMKA CTPYKTYPBI KOXKH, JINOO IS
TTOBBIIIICHHSI KOHIICHTPAIINH JIEKAPCTBEHHOT'O CPEJICTBA B TPaHCAEpMAITLHOM ruiacTeipe (Junginger et al. In "Drug
Permeation Enhancement", Hsieh, D.S., Eds., p. 59-90 (Marcel Dekker, Inc. New York 1994, BioueHHas B
HACTOSIIee ONMMCAHNH B KaYECTBE CCHUIKH B ITOJTHOM 00BEME), HIIH C OKHUCIISIONIMMHU CPEICTBAMH, KOTOPBIE 00-
JIETYAIOT HAHECEHHE COCTABOB, COJEpKaIMX OelnKkd W menTuibl, Ha koxy (WO 98/53847), umm mocpencTBoM
MPUMEHEHHUS IEKTPHYECKOTO OIS IS 00eCTIeYeHNsI BPEMEHHBIX TPAHCIIOPTHBIX ITyTeH, TAKMX KaK JIEKTPOIIO-
panus, WIH I TOBBIIICHNS TOABIDKHOCTH 3apsDKEHHBIX JIEKAPCTBEHHBIX CPEICTB Yepe3 KOXKY, TaKuX KaK Ho-
Ho(ope3, WK MOCPEACTBOM NPUMEHEHHs! yIbTpa3ByKa, Takoro kak coHogopes (marentsr CIHIA Ne 4309989 u
4767402) (mpuBeACHHBIC BHIIIEC MyOIUKAMN U MATCHTHI BKIIIOYCHBI B HACTOSAIICE OMMCAHUE B KAYCCTBE CCHUIOK
B ITOJIHOM 00BeMe).
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JlerouHoe/Ha3anbHOE BBEICHHE.

B ciryuae serodHoro BBeeHHS IPENIOYTUTEIBHO MO MEHBIIICH Mepe OHY KOMITO3UIINIO aHTHTEJA TIPOTHB
IL-23p19 mocTaBnstoT B BHIIE YACTHI] C pa3MepoM, dPPEKTUBHBIM IS TOCTHKEHUS HanOoJiee HU3KUX JIbIXa-
TENBHBIX IyTeH JIETKOTO WM Ta3yX. B COOTBETCTBHM € 3THM HM300pETCHHEM JUIS BBEICHHS JIEKAaPCTBEHHOTO
CpelcTBa MOCPEACTBOM HMHTAIAINN MO0 MEHbBIIEH Mepe OAHO aHTUTeNo MpoTHB IL-23p19 MOXKHO MOCTaBIATH C
MOMOIIIBIO JIFOOOTO W3 MHOXKECTBA YCTPOMCTB AJISI MHTAJLSIIIMN WM Ha3aJIBHBIX YCTPOHCTB, M3BECTHBIX B JTAaHHON
obmacru.

OTH yCTpOWCTBA, CITOCOOHBIE MPUBOIUTH K OCETaHUIO PACTIBUIEHHBIX COCTABOB B ITOJIOCTH Ta3yXH WM aJb-
BeOJIaX MAlWeHTa, BKIIOYAIOT MHTAJSTOPBI C U3MEPSIeMOW JI030HM, yCTpOWCTBA ISl PACHbUICHHS, TEHEPATOPEI
CYXHX TOpPOIIKOB, pacmbUIUTeNeH U T.1. J{pyrue ycTpoicTBa, IpUroHbIe Ui o0ecTieueH s JIETOYHOTO MM Ha-
3aJIbHOTO BBEICHHS aHTHUTEN, TAK)KE N3BECTHBI B JAHHOHM 00sacTi. Bo Bcex Takux ycTpoicTBax MOKHO HCIOJIb-
30BaTh MPUTOIHBIC AJISI BBEICHHSI COCTABHI JJIsI U3MEIbYCHNUS aHTUTENA B a3p030Jib. Takue a’spo30JM MOTYT CO-
CTOSITB JINOO M3 pacTBOPOB (KAaK BOJHBIX, TAK M HEBOJIHBIX), TN0O U3 TBEPIBIX YACTHII.

B unHTansTopax ¢ m3mMepseMon 0301, TAKUX KaK WHTAISTOP ¢ u3MepsieMoit 1030i Ventolin®, kak mpaBu-
JI0, MCTIOB3YETCS Ta3 JUIS PacIbUICHHs, U U1l HUX TpeOyeTcst BO3AeHCTBHE B MpoOLEcce BIBIXaHUS (CM., HaIlpH-
mep, WO 94/16970, WO 98/35888). B uHransropax Juist Cyxoro rnoporiuka, Takux kak Turbuhaler™ (Astra), Ro-
tahaler® (Glaxo), Diskus® (Glaxo), uaransrop Spiros™ (Dura), ycTpoiicTa, mocraBmsieMmble Inhale Therapeu-
tics, ¥ uHTANIATOP Il Topotika Spinhaler® (Fisons), OCYIIECTBISIOT BO3JCHCTBIE TIPH BIOXE CMEIIAHHOTO IT0-
pomika (US 4668218 Astra, EP 237507 Astra, WO 97/25086 Glaxo, WO 94/08552 Dura, US 5458135 Inhale,
WO 94/06498 Fisons, BKJIIOYEHHBIE B HACTOSIIEE ONMCAHUH B KaUeCTBE CCHUIOK B ITOJTHOM 00beMe). Y cTpoiicTBa
JUIsl pacubuieHus1, Takne kak AERXx™ Aradigm, ycrpoiictBo mist pactsiienust Ultravent® (Mallinckrodt) n yer-
potictBo mist pacnsiienust Acorn [I® (Marquest Medical Products) (US 5404871 Aradigm, WO 97/22376), Bce
U3 YKa3aHHBIX BBIIIE CCHUIOK BKJIIOYEHBI B HACTOSIEE ONMCAHUE B MOJIHOM 00BEMe, IPOU3BOJIAT a3pPO30JH M3
PacTBOpPOB, B TO BPEMs KaK HHTAISATOPHI C U3MEPSIEMON O30H | T.A. GOPMUPYIOT a3pO30JIH B BHJIE MEIKHAX Yac-
tu1. [lompasymeBaroT, 9YTO 3TH KOHKPETHBIC MPHUMEPHl KOMMEPUYECKH JOCTYITHBIX YCTPOWCTB ISl MHTAJISINH
SBIISTIOTCSI pETPE3EHTaTUBHBIMU IIPUMEPaMH KOHKPETHBIX YCTPOUCTB, MIPUTOJHBIX U IPUMEHEHHUS Ha IPAKTHKE
3TOTr0 U300PETEHHS, 1 OHH HE MpeIHa3HauYeHBI ISl OTPAHUICHUS 00beMa 3TOT0 H300pEeTEeHHS.

[IpeanodTuTenbHO KOMITO3UITHIO, COEPIKAITYIO TI0O MEHBIIEH Mepe 0HO aHTuTeso poTtuB I1L-23p19, noc-
TaBJISTIOT TTOCPEICTBOM HHTAIISATOPA ¢ CyXHM TOPOIIKOM FUTH YCTPOUCTBA IS PACIIBIIICHNS.

CymiecTByeT HECKOJIBKO JKENaTeIbHBIX XapaKTEPUCTUK YCTPOMCTBA Ul MHTAISILUM B LEJAX BBEICHHUS I10
MEHBIIIEH Mepe OJTHOTO aHTHTEJIa TI0 HACTosIeMy U300pereHuto. Harmpumep, 1ocTaBKa ¢ MOMOIIBIO YCTPOWCTBA
JUISL MHTJIALUHA TPEUMYIIECTBEHHO SIBJISICTCS HAIEKHOM, BOCIIPOM3BOJUMON M TOYHOM. Y CTPOWCTBO ISl MHTa-
JSIIUY HEoOs3aTeNIbHO MOXKET JOCTABIATh YAacTHIBI HEOONBLIMX Pa3MEpOB, HAIPHMEP MEHEe 4eM INpUOIH3H-
TenbHO 10 MKM, IPEINOYTUTENEHO TPUOIN3UTENIBHO 1-5 MKM, 7151 BO3SMOKHOCTH TIPaBHIIBHOTO BJIBIXAHUSL.

Brenenne kommo3unuii antutena mpotus IL-23p19 B kauecTBe aspo307s.

Adp030J1b, coAepKAIMUKA KOMITO3UIMIO aHTUTeNna mpotuB IL-23p19, MOoXHO TIOIy4YaTh TTOCPEACTBOM IPO-
MMyCKaHUs CYyCTICH3UH WJIM PAacTBOPA MO MEHbIIEH Mepe OJHOTO aHTuTena nmpoTtus 1L-23p19 gepe3 pacnpuinTenh
moJ gaBieHueM. [ focTmkeHns TpeOyeMoro BEIX0a U pa3Mepa YacTHIl pa3Mep U (GOopMy pPacHBUINTEIN, MIPH-
MEHsEeMOe aBJIeHHE W CKOPOCTh MOAAYH JKHUAKOTO BEIIECTBA MOXKHO MOIOMPATh. DJIEKTPOPACTIBUICHHE MOXKHO
MPOBOIUTD, HANIPHMEP, C TIOMOIIBIO 3JIEKTPHUIECKOTO IOJIS, COSANHEHHOTO C YCTPOMCTBOM [UIA OJa4d B BHUJIE
Kalwusipa WIK paciubuinTess. [IpeamouTuTeIbHO 9acTHIBI 110 MEHBIIEH Mepe OJHOW KOMIIO3WIMH aHTHTEIa
npotus [L-23p19, nocraBneHHbIE C TOMOIIBIO YCTPOUCTBA TSI pacHbUICHHS, 00J1aJal0T pa3MEPOM YacTHUIl MEHEe
npubn3nTenbHo 10 MKM, IPENIOYTHTENEHO B AMANAa30HE PHOM3UTENBHO OT | 10 NpUONIN3UTENBHO 5 MKM |
HanOosee MPeANOYTHTENIBHO TPUOIU3UTENHFHO OT 2 10 TPUOIN3UTENBEHO 3 MKM.

CocTaBbl T0 MEHbILIEH Mepe OAHOW KOMIIO3UINY aHTUTeNa npoTuB IL-23p19, npuronHsie st IpUMEHEHUS
C YCTpOMCTBOM JUIS PAaCHBUICHHS, KaK MIPAaBHJIO, BKJIIOYAIOT KOMIIO3UIIMM aHTHTENIA B BOJHOM pacTBOpE B KOH-
HEHTpanuy ot npuodausureabHo 0,1 no npubnusurenpHo 100 MT M0 MeHbIIEH Mepe OHOW KOMITO3UITUN aHTHTE-
na ipotuB IL-23p19 wa 1 M pactBopa wim 1 Mr/r, wim mo00# Auama3oH, 3HaY€HHE WM 9acTh 3TOTO JUama3o-
Ha. CoCTaB MOXKET BKJIIOYATh BEIECTBA, TAKHE KaK SKCIUIHEHT, Oydep, N30TOHMYECKOE BEMIECTBO, KOHCEPBAHT,
MTOBEPXHOCTHO-aKTHBHOE BEIIECTBO M IMPEAIOYTHUTENHFHO IUHK. TakKe COCTaB MOXET BKIIFOYATh SKCIHUITHUCHT
WJIM BEIIECTBO IS CTAOMIN3aUy KOMITO3UITNN aHTHTEeNa, TaKhe Kak Oydep, BOCCTAHOBHUTEIH, 00BEMHBIN OEIIOK
wn yriaesoa. OO0beMHBIE OETKH, IPUTONHBIC U COCTABJICHUS KOMIIO3UIMHA aHTHUTENA, BKIIOYAIOT albOyMIH,
NPOTAaMHMH WM CXOJHBIE C HUMHU. THUINYHBIC YIIIEBOJBI, TIPUTOIHBIC JJIsl COCTABJICHUS KOMIO3UIMH aHTHUTENa,
BKJIIOYAIOT Caxapo3y, MaHHUT, JAaKTO3y, TPETalo3y, TIIIOKO3y MM CXOoAHble ¢ HUMHU. COCTaB KOMIO3UIIMN aHTH-
TeNla TakKe MOXKET BKIIOYAaTh IMOBEPXHOCTHO-aKTHBHOE BEIECTBO, KOTOPOE MOXKET CHWXKATh HJIM TPEOTBpa-
IaTh MMOBEPXHOCTHO-MHAYIMPYEMYIO arperayio KOMIIO3WLIMH aHTHUTENa, BEI3BAHHYIO PAcIbUICHHEM pacTBOpa
npu 00pa3oBaHUM a3p030i1s1. MOXKHO HCIOJIB30BaTh passIMuHbIC OOIIETIPUHATHIC TTOBEPXHOCTHO-aKTHBHBIC Be-
IIeCTBa, TaKKe KaK CI0XKHBIEC 3(QUPHI )KUPHBIX KACIOT U CITUPTOB IMOJIMOKCHATIIICHA U CIIOKHBIE d(UPBI )KUPHBIX
KHCIIOT copOuTa MOJMMOKCcHAITHIeHa. KonmudecTBa, kak MpaBWiio, Haxomarcs B auamnazoHe mexay 0,001 u 14
Mac.% coctaBa. OCOOCHHO TPEATIOYTHTEIHHBIC TIOBEPXHOCTHO-aKTHBHBIC BEIIECTBA IS LIEJIeH 3TOro n3odpere-
HUS TIPECTABIAIOT cO00 MOHOOJIEAT COpONTaHA MOJIMOKCHUATIIIEHa, TToaucopoat 80, monmucopbat 20 Witk cxo.-
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HBIC ¢ HUMH. [[OTOTHUTENBHEIC BEIICCTBA, U3BECTHBIC B JAHHOW OONACTH JUIS COCTABICHUS OClIKa, TAKUC KaK
anTutena npotus IL-23p19, unu onpeneneHHble y4acTKH WK BapUAHThI TAK)KE MOKHO BKJIIOUATh B COCTAB.

Brenenne kommo3unuii antutena npotus IL-23p19 ¢ moMomipio yCTpoHCTBa IS pacbLICHUS.

Komnozuiun aHTHTENa 10 3TOMY H300pETCHNIO0 MOKHO BBOJAWTH MTOCPEICTBOM YCTPOWCTBA IUISL paciblie-
HUS, TAKOTO KaK CTPYWHOE YCTPOMCTBO ISl PacHbUICHUS WIN YJIbTPa3BYKOBOE YCTPOWMCTBO AJISI PACIBLICHHUS.
Kak npaBuito, B CTpyHHOM YCTPOHCTBE IS PACIIBIIICHAS UCTIONB3YIOT HCTOYHHUK C)KATOTO BO3AyXa JJISI CO3TaHUS
BO3AYIIIHOTO TIOTOKA Yepe3 OTBEPCTHE C BBICOKOH CKOpOCThIO. ITo Mepe Toro kak ra3 pacmmupsercs mocie pac-
TBUIATENS, CO3MaeTcs 00NacTh C HU3KUM JaBJICHHEM, KOTOpas MPOKAYMBAeT PACTBOP KOMIIO3WIIMH aHTHTENA
Yyepe3 KalmUBIPHYIO TpYOKy, COSANHEHHYIO C EMKOCTBIO € )KUAKOCTHIO. [Ipn HaxoXIeHnH B TpyOKe TTOTOK JKUJI-
KOCTH M3 KalWUIIPHOI TpyOKH pa3liesisieTcsi Ha HeCTaOMIIbHBIE CTPYH M KaIliH, Co3/aBas a’spo3oiis. s noctu-
KCHHS TPEOYEMBIX IKCIUTyaTAI[MOHHBIX XapaKTEPUCTHK W3 JAHHOTO CTPYWHOI'O YCTPOMCTBA IS paCIbUICHUS
MOXHO HCIIOJIb30BaTh psix GopM, CKOpocTeil MOToKa U THIOB AedekTopa. B ynbTpa3ByKOBOM yCTpOWCTBE IS
pacibUIeHUs HCIIOIb3YIOT BBICOKOYACTOTHYIO AJICKTPHUECKYIO SHEPTHIO ISl JOCTH)KEHHST BUOpAlMOHHON Mexa-
HUYECKOH PHEPrHH, KaK NMPaBWIO, C MCHOJIB30BAHUEM ITbE303JEKTPUUECKOro MpeoldpaszoBateins. DTy SHEPTHIO
MepeAaloT COCTaBy KOMITO3UIINH aHTHTENA JINO0 HETIOCPEACTBEHHO, TUOO0 IMMOCPEACTBOM MEPENaroNIei )KUIKOCTH,
MOJTy9ast a3P030Jib, BKIFOYAIOIINH KOMITO3UIINIO aHTUTeNa. [IpeamodTuTenhHO YacTUITHl KOMIIO3UIINY aHTHUTENIA,
JOCTaBIIIEMBIE ITOCPEICTBOM YCTPOWCTBA AJIS PACHBUICHHS, 00JIaJal0T pa3MepPOM YacTHI] MEHEe YeM IPHUOIIH3H-
TeabHO 10 MKM, IPEAMOYTUTELHO B AWANTa30HE OT MPUOIU3ZUTEIBHO 1 10 MPUOTU3UTENBHO 5 MKM B Hanbosee
MPEAMOYTUTENBHO MPUOIU3UTEIHHO OT 2 10 MPUOITM3UTEIHLHO 3 MKM.

CocraBbl IO MEHBIIIEH Mepe oHOTO aHTHTeNa PoTHB I1L-23p19, mpuromHkie A MPUMEHEHHSI COBMECTHO
¢ mu00 CTPYHHBIM, JINOO YIBTPAa3BYKOBBIM YCTPOWCTBOM JUIS PACHBUICHUS, KaK MPAaBUJIO, BKIOYAIOT KOHIICH-
Tpanuio ot npubmmsutensHo 0,1 no mpubnusurensHo 100 Mr Mo MeHbIIeH Mepe 0JTHOTO Oejka aHTHUTEeNa MPOTUB
IL-23p19 Ha 1 mu pactBopa. CocTaB MOKET BKJIFOYAaTh BEIECTBA, TAKHE KaK SKCIHIIUEHT, Oydep, N30TOHNYe-
CKOE BEIIECTBO, KOHCEPBAHT, MOBEPXHOCTHO-AKTUBHOE BELIECTBO U MPEAIIOYTUTENHHO IIMHK. Takxke cocTtaB Mo-
JKET BKITFOYATh KCIUITACHT WM BEIICCTBO [UIS CTAOMITM3alMU KOMITO3UIIMY TI0 MCHBIIICH Mepe OJHOTO aHTHTENA
npotuB IL-23p19, Takue xak Oydep, BOCCTAaHOBHUTEIh, 00BEMHBINH O€NOK WU yrieBoa. OObeMHbIe OCNIKY, TIPH-
TOJIHBIC JJISI COCTABJICHHS KOMITO3UITUH IO MEHBIIIEH Mepe oJHOTO aHTuTena mpoTuB 1L-23p19, BKIIOYArOT aib-
OyMUH, IPOTAMUH HJIU CXOTHBIE C HUMH. THIINYHBIE YTICBOIBI, IPUTOTHBIE TSI COCTABICHHUS 10 MEHBIICH Mepe
omHoTO aHTuTeNna npotus 1L-23p19, BriIoUaroT caxaposy, MaHHUT, JAKTO3Y, TPETaao3y, TITIOKO3Y WIIH CXOIHbBIE
¢ aumu. CocTaB 10 MEHbIIEH Mepe oHOoTro aHTuTeNa nMpoTuB IL-23p19 Takke MOXKET BKIIOYATh TIOBEPXHOCTHO-
AKTUBHOE BEMIECTBO, KOTOPOE MOXKET CHIDKAThH WM MPEIOTBPAIIaTh OBEPXHOCTHO-HHAYLIUPYEMYIO arperariio
10 MEHbIIEH Mepe oxgHoro anTuTena npotuB [L-23p19, BeI3bIBaEMyIO paclblICHUEM PacTBOpa NpH 00pa3oBaHUH
aspo3zoiisi. MOKHO HCIIOIB30BaTh Pa3IMYHbIE OOUICNIPUHSTHIE TTOBEPXHOCTHO-aKTHBHBIC BEIIECTBA, TAaKHE Kak
CJIOXKHBIC D(UPHI KUPHBIX KUCIOT U CIIHPTOB MOJIHMOKCUITHWICHA M CIOXHBIC 3(QUPHI )KUPHBIX KUCIOT COpOHTa
MOJMHOKCHATHICHA. KomuuecTBa, Kak MpaBwiio, HAXOIATCS B auama3oHe Mexay npuomusutensro 0,001 u 14%
1o mMacce cocraBa. OcoOOCHHO MPEANOYTHTENBHBIE TOBEPXHOCTHO-aKTUBHBIE BEIIECTBA JUIS LIeJIeH 3TOro n3obpe-
TEHHS TIPEJCTABISIIOT cOOOH MOHOOJeaT copOMTaHa MOJIMOKCHATHIEHaA, monucopbar 80, mommcopbar 20 win
CXOJIHBIC C HIMH. TakXKe B COCTaB MOKHO BKJIIOYATH JIOTIOJIHUTEIHHBIC BEIIeCTBA, U3BECTHHIC B TaHHOM o0iac-
TH, IJIs1 COCTaBIeHMsI Oeka, Takue Kak aHTutena npoTus [L-23p19, unm onpeneneHHble y9acTKH WU BapHUAHTBI.

Brenenne kommo3umu antuTena mpotus 1L-23p19 mocpeacTBOM HHTAISATOPA ¢ U3MEPSEMO TO30M.

B wnranstope ¢ uzmepsiemoit no3zoit (MDI) mporemieHT, o MeHbIeH Mepe OJHO aHTHUTENO0 MpoTuB IL-
23p19 u mro0Ble PKCIUMHMEHTHl WU ApYyrue M0OaBKHU HAXOMATCS B KOHTEWHEpPE B BHJE CMECH, BKIIIOUAIOMICH
COKVDKEHHBIH CKaTbhIi ra3. /lelicTBHEe JO3MPYIOIIEro KianaHa MPUBOANT K BBICBOOOXKICHUIO CMECH B KadeCTBE
a’po30JIsl, MPEIIIOUTHTEIHFHO COJEPIKAIIETO YaCTUIIBI C Pa3MEpOM, HaXOAAIIMMCS B AMANa3oHEe OT MEHEee YeM
npuOIM3uTenbHO 10 MKM, MPEAMOYTUTEIBHO OT MPHONM3HUTENHFHO | 10 MPUOIH3UTEIBHO 5 MKM M Hamboee
HPEANOYTUTEIBHO OT NMPHOJIM3UTENBHO 2 10 NPUOIM3UTENBFHO 3 MKM. TpeOyeMblli pa3Mep 4acTHIl adpo30JIs
MOJKHO TOJYYaTh C MCIIOJB30BAHHEM COCTaBa KOMIO3HIIMU aHTUTENA, U3TOTABIMBAEMOr0 PAa3IMYHBIMU CIIOCO-
0aMu, U3BECTHBIMH CIICIMATNCTAM B JAHHOW 00JACTH, BKIFOYAIOMIMMHU U3MEIBLUYCHUC Ha CTPYHHOH MENbHUIIE,
BBICYIIMBaHHUE PACIBIICHHEM, KOHICHCAINIO B KPUTHUECKOW TOUKE WIIM CXOAHBIE ¢ HUMH. [IpeanournTensHbie
MHTAIATOPHI C M3MEPSeMO 10301 BKIIIOYAIOT MHTANATOPHI, m3rotaBiuBaeMbele 3M mnu Glaxo, W B KOTOPBIX
MPUMEHSIOT MPOMEIICHT Ha OCHOBE ruapodTopyriepoaa. CocTaBhl M0 MEHBIIEH Mepe OJJHOTO aHTUTENa IPOTUB
IL-23p19 s mpuMEHEHHsT COBMECTHO C YCTPOHCTBOM JIJISl MHTAJSAIMH C M3MEPSIeMO 1030, Kak MpaBuio,
BKITIOUAIOT BBICOKOAMCIIEPCHBIN IMTOPOIIOK, COMEPIKAIIHi 10 MEHBIIEH Mepe oHOo aHTHTeNo mpoTuB IL-23p19 B
BUJI€ CYCIICH3UHU B HEBOIHOH cpeje, HapHMep, CYCIIEHANPOBaHHOE B MPOMEIUICHTE C MMOMOIIBIO IOBEPXHOCTHO-
aKTHBHOTO BemiecTBa. IIpomnesieHT MOXeT NpeACTaBiIsATh co00H 1I000e OOIIETPHHATOE BEIIECTBO, UCIIOJb3Ye-
MoOe ISt 3TOH IEeIIH, TaKoe Kak XJIop(Topyriaepoxa, ruapoxaophTopyriaepos, ruapodTopyriaepos HiH yriieBo 0-
pol, B TOM WYHCIE TPUXIOPHTOPMETaH, IUXJIOpIUPTOpPMETaH, auxioprerpadTopItaHon u 1,1,1,2-
terpadropatan, HFA-134a (runpodropankan-134a), HFA-227 (runpodropankan-227) nim cXoTHBIE ¢ HUMH.
[IpeanoyTnTenbHO MPOMEIUICHT MPEACTaBIsieT co0oi ruapodTopyriepon. IIoBepXHOCTHO-aKTHBHOE BEIIECTBO
MOXXHO BBIOMPATh JUIs CTA0MIM3AIMK TI0 MEHbIIEeH Mepe oHoro anTuTena npotus IL-23p19 B Bune cycneHsnu B
MIPOTICIUIEHTE [T 3alIUTHl AKTUBHOTO BEIIECTBA OT XUMHUYECKON AeTpagannu U T.1. [IpuroaHsie moBepXHOCTHO-
AKTUBHBIC BEIIECTBA BKIIOYAIOT TPHOJEAT COPOMTAaHA, COEBBIM JICIUTHH, OJIEMHOBYIO KHCIIOTY HJIM CXOIHBIE C
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HUMH. B HEKOTOPBIX CIIydasx pacTBOp a’3po30Jisl SIBISETCS MPEANOUYTUTEIBHBIM C UCIIOIb30BAaHUEM PAaCTBOPHTE-
Jel, TaKUX Kak 3TaHoJI. J[OMOJHNTEIbHBIE BEIIECTBa, M3BECTHBIC B JAHHOW OOJNAacTH Ul COCTaBJIEHUs Oelka,
TaK)Ke MOYKHO BKJIIOYATh B cocTaB. CpeaHUil CIIeIMaIiCT B JAHHOW OOJIACTH TOWMET, 94TO CIIOCOOBI IO HACTOSI-
meMy U300pEeTEHHIO MOXHO OCYIIECTBIIATEH ITOCPEICTBOM JISTOYHOTO BBEICHUS KOMIIO3UIMH 110 MEHBIIEH Mepe
omHoro anturena npotus IL-23p19 mocpeacTBoM ycTpoicTB, KOTOPHIE HE ONMMCAHBI B HACTOSIIIEM OITMCAHUH.

[lepopanbHbIE COCTaBHI U BBEICHUE.

CocTaBbl IS IEPOPATHHOTO BBEJCHNS OCHOBAHBI HA COBMECTHOM BBEICHUM aIbIOBAHTOB (HAIpUMep, pe-
30pIMHA ¥ HEMOHHBIX MOBEPXHOCTHO-aKTHBHBIX BEIECTB, TAKUX KaK OJICIJIOBEHIN 3(Hp MOIMOKCHATHICHA H
3¢Hp H-TEeKCAACLIINOINITHICHA) ISl MCKYCCTBEHHOTO MMOBBINICHHUS] POHHIAEMOCTH CTEHOK KHIIEYHHKA, a
TaK)ke Ha COBMECTHOM BBEJEHUH MHTMONTOPOB ()epMEHTOB (HApHMep, MHIMOUTOPOB NMAaHKPEATHUECKOTO TPHII-
cuHa, mumsonpomnmidpTopdocdara (DFF) u tpasuinona) mis narnbuposanus gepmentaTuBHON aerpananuu. Co-
CTaBBI JJIS TOCTaBKU THAPOQIIBHBIX BELIECTB, BKIFOYAIONINX OCJIKM M aHTUTENA U COYETaHHE 110 MEHbIIEH Mepe
JIBYX TIOBEPXHOCTHO-aKTHBHBIX BEIECTB, IIPEIHA3HAYECHHbIE /TSI TIEPOPAIEHOTO BBE/ICHHS, BBEACHHS HA CIM3H-
CTYIO, JUISl Ha3aJILHOTO, JIETOYHOI'0, BArMHAIEHOTO, TPAHCMEMOPAHHOTO WM PEKTAJIBHOTO BBEACHHSI, OTIMCAHBI B
nateHte CIIIA 6309663. AKTUBHBII KOMIIOHEHT COCTUHEHUS O3UPOBAHHON (DOPMBI TBEPJIOTO THTIA IS ITEPO-
PATBHOTO BBEJIEHUS MOKHO CMEIIIMBATh MO0 MEHBIIIEH Mepe ¢ OJTHOM T0OAaBKOM, B TOM YHCJIE C caxapo30H, JaKTO-
30M, TEJUTION0301M, MAHHUTOM, TPETano3oi, paguHO30#, MATLTUTOM, JEKCTPAHOM, KpaxMajaMH, arapoM, apru-
HaTaMH, XUTHHAMH, XUTO3aHaMH, TIEKTHHAMH, TParakaHTOBOH KaMeIbio, TyMMHapaOUKOM, JKEJIIaTHHOM, KOJlja-
TEHOM, Ka3eMHOM, abOyMHHOM, CHHTETHUECKHM WM TOIYCHHTCTHYECKUM IIOJIMMEPOM W TIHIEPUIOM. DTH
JIO3UPOBaHHBIE (DOPMBI TaKKE MOTYT COIEPKaTh NOOABKH JIPYroro THma(oB), HAMpUMEp HEAKTHBHBIA pa30aBu-
Tellb, CMa3bIBAIOIICE BELIECTBO, TAKOE KaK CTeapaT MarHus, IapaaMHHOOCH30MHas KUCIIOTa, KOHCEPBAHT, TaKOH
Kak COpOMHOBasi KHCJIOTA, aCKOPOWHOBAs KHCIIOTa, ajb(a-ToKoepos, aHTHOKCHIAHT, TAKOW KaK [UCTEHH, Jie-
3MHTETPUPYIOIIEe BEIIECTBO, CBA3YIOINIEE BELIECTBO, 3aI'yCTUTENb, Oy(epHOe CPeICTBO, OACIACTHTENb, BKYCO-
BYIO 100aBKy, apOMaTH3UPYIONTYIO T00ABKY H T.1.

TabneTkaM ¥ MUITIOISM MOXKHO JOTIOJIHUTENFHO PUIABaTh (POPMY MOKPBITHIX PACTBOPHUMOM B KUILICUHHKE
obomoukoii nmpenaparoB. JKuakue npemnapatsl 1T IEPOPATHLHOTO BBEACHUS BKIIOYAIOT SYMYJIBCHIO, CUPOTI, K-
CHp, CYCICH3HMIO M PACTBOPHMBIE MPEMapaTsl, MpHEMIEMbIE UII MEAWIUHCKOTO MPUMEHEHHUA. JTH IpenapaTsl
MOTYT COJIEpXKAaTh HEaKTUBHBIC Pa30aBUTENH, OOBIYHO MCIOJNB3YeMBIE B yKa3aHHOW 00JacTH, HapuMep BOIY.
Taroke B KadecTBE CHCTEM U JOCTABKH JIEKAPCTBEHHOTO CPE/ICTBA JJISl MHCYJIMHA U TeIaphHa OMUCAHBI JIUTIO-
combl (mateHT CIIIA Ne 4239754). Tlo3aHee, mist MOCTaBKH (PapMaleBTHIECKUX CPEIACTB MPUMEHIIIA MHKPO-
chepsl U3 UCKYCCTBEHHBIX MOJMMEPOB CMEMIAaHHBIX aMHHOKHCIOT (poteHonaoB) (mateHT CIIIA Ne 4925673).
Bonee Toro, B JaHHOW 007aCTH W3BECTHBI COCAMHEHHUs HOcHTeseH, onmucanubie B mateHTe CIIIA Ne 5879681 u
narente CIIIA Ne 55871753 u ncrionbp3yemsle 115 IEpOpasibHOM JOCTaBKN OHOJIOTHYECKH aKTHBHBIX BEIIECTB.

CocTaBbl 1 BBEJICHHE Ha CIM3HUCTYIO 000JIOUKY.

CocraB AJs TIEpOPAILHOTO BBE/ICHHS OMOJIOTHYECKH aKTUBHOTO BEILIECTBA MHKAICYJIHPYIOT B OJUH HIIH
HECKOJILKO SKCIIUITUEHTOB Ha OCHOBE OMOJIOTHYECKH COBMECTUMBIX ITOJIMMEPOB MM CONOJINMEPOB, MPEATIOYTH-
TENIBHO OMOJIOTHYECKH JETpagupyeMoro MoJMMepa WM COIOJMMEpa, C MOJYyYeHHEM MHKPOKAICYJl, KOTOpbIe
BCJIEZICTBHE COOTBETCTBYIOIIETO pa3Mepa IMOIYYCHHBIX MHKPOKAIICYT NMPHBOAST K JOCTIKCHHIO BEIIECTBOM
CKOIUICHUH JrM(paTHdecknx (GOJUTMKYJIOB M 3aXBaTy BEIIECTBA CKOIUICHUAMH JTHM(AaTHUECKUX (DOIIIMKYIOB,
nHave u3BecTHHIX Kak "[letiepoBbl Omstmku" win "GALT" skxuBoTHOTO 6€3 yTpaThl 3((HEKTHBHOCTH MPH MPOXO-
JKICHUH BEIECTBAa UYepe3 JKEITYHAOYHO-KHUIICYHBIH TpakT. CXOIHBIE CKOIUICHHS TMM(AaTHIECKUX (OIUTHKYIOB
MO>KHO HalTH B OpoHXHaTbHBIX TpyOkax (BALT) u B TonctoMm kumednvke. ONMUCaHHbBIE BBINIE TKaHHU, Kak Tpa-
BWJIO, Ha3bIBAIOT aCCOLMMPOBAHHBIMH CO CIIM3UCTOH 0007104K0i MMM opeTuKyIapHbIMU TKausmu (MALT). s
BCAachIBaHHs 4yepe3 MOBEPXHOCTH CIM3HMCTHIX 000J0YEK KOMITO3HMIUH WM CIHOCOOBI BBEJICHHUS IO MEHBIIEH Mepe
onHOro aHTHTena npoTuB 1L-23p19 BKIIOYAIOT SMYNBCHIO, COJCPIKAILYI0 MHOXKECTBO CYOMHKPOHHBIX YaCTHI,
MYKOAIr€3UBHYI0 MakpOMOJICKYJy, OHOJIOTHYECKH aKTHUBHBIM NMENTHA M BOAHYIO OZHOPOJHYIO a3y, KoTopas
obecrieunBaeT BCaChIBAHNE Yepe3 IMOBEPXHOCTH MTOCPEICTBOM OCYIIECTBIICHHUS alre3UH K CIM3UCTON 000JI0UKe
yacturl smynscun (mateHTel CHIA Ne 5514670). [IoBepXHOCTH CIM3UCTBIX 000JI0YEK, IPUTOIHBIC I pUME-
HEHHS IMYIBCHH 110 HACTOAIIEMY M300PETEHHIO, MOTYT BKIIIOYAaTh KOPHEATbHBIH, KOHBIOHKTHBAIBHBIN CIIOCO0
BBEJICHNS, BBEICHUE HA CIIM3HCTYIO 00OJIOYKY IICKH, CyONMHTBaJIbHBIN, HAa3aIbHBIH, BaTMHAIBHBIN, JIETOYHBIMH,
JKEITyTOYHBIN, KUIICYHBIH M PEKTaJIbHBIN criocoObl BBeaeHHs. CoCTaBBI AJI BarMHAJIBFHOTO WM PEKTaIBHOTO
BBEIICHNS, HAIPUMED CYMIIO3UTOPUH, B KaYECTBE IKCIUITUEHTOB MOTYT COJEPXKATh, HAIPHMEP, MOJIHAIKUICHT-
JIMKOJIH, Ba3elMH, Macio Kakao M T.M. COCTaBHl Ui MHTPAaHA3aIbHOTO BBEACHUS MOTYT MPEACTABIATH COOOM
TBEpJIBIE COCTABHI M B Ka4eCTBE SKCIUIHEHTOB MOTYT COJEpKaTh, HApUMEp, JAKTO3y WJIM OHH MOTYT Ipea-
CTaBJIATH CO0O01 BOJHBIC WIIM MacisIHbIE PacTBOPHI B BUAE Kalledb AU Hoca. B ciiydae BBeieHHS Ha CIM3UCTYIO
000JI0YKy IIEKH SKCUUIHEHTHI BKJIIOYAIOT caxapa, creapaT KajJbLUs, cTeapaT MarHus, NpexelaTHHU3UPOBaH-
HBII Kpaxmai u T.11. (mateHTsl CIIA Ne 5849695).

TpaHcaepMaIbHBIE COCTaBBI M BBEICHHE.

B cimydae upecko:KHOTO BBEAEHUS MO MEHbIIEH Mepe oAHO aHTuTeno npotus IL-23p19 unkancynupyror B
CPEACTBO UISl IOCTaBKH, TaKOE KaK JINIIOCOMa WM MOJIMMEpHbIE HAHOYACTHIIBI, MUKPOYACTHIIA, MUKPOKAIICYJIa
i MuUKpocheps! (B cobnparensHOM 3HaYeHUH 0003HaYaeMble Kak MUKPOYACTHUIIBI, €CITH HET WHBIX YKa3aHHH).
M3BecTHO MHOXECTBO NMPHUTOTHBIX CPEICTB, BKIIOYAIONINX MHUKPOYACTHIIBI, H3TOTOBJICHHBIC U3 CHHTETHIECKUX
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MOJIMMEPOB, TAKUX KaK MOJUTUAPOKCUKHICIOTHI, TAKHE KaK TOJIMMOJIOYHAsI KUCIIOTA, TIOJIUTIMKOJIEBAs KHCIIOTa U
UX COIOJIMMEPHI, TIOJIMOPTOI(UPHI, MOTUAHTUAPUIBI U TTosrdocdazeHsl 1 HEHTpaIbHBIE TIOJIMMEPHI, TAKHE KaK
KOJITareH, MOTMAMHHOKHICIIOTHL, aTbOYMUH M IpyTHe OCIKH, allbIMHAT U JPYTHe TNOJIHCAaXapuIbl U UX COUYCTaHHE
(marentsr CIIIA Ne 5814599).

BBenenne u cocTaBbl IS IPOJIOHTUPOBAHHOTO BBEJICHHSI.

MoeT OBITh JKeNaTeNbHOW JOCTaBKa COCIWHEHHS IO HACTOSIIEMY H300pETEHHIO CYOBEKTy B TCUEHHE
MIPOJIOHTUPOBAHHBIX TIEPHOJIOB BPEMEHH, HAIIPHIMEp B TEUCHHE NEPHOJOB OT OAHOM HEIETH 0 OJHOTO To/1a Ipu
OTHOKPATHOM BBeIECHUH. MOKHO MCTIONB30BaTh Pa3INdHbIe JO3UPOBAHHBIC (JOPMEI C 3aMEICHHBIM BBICBOOOXK-
JICHUEM, JICTIOHNPYEMBbIE WM MMIUIAHTUpYeMBble no3upoBaHHbIe (hopMbl. Harmpumep, nozuposannas gopma Mo-
JKET cofiepKaTh (hapMaleBTHYECKH NMPUEMIIEMYIO HETOKCHYHYIO COJIb COSAMHEHHH, KoTopas o0janaeT HU3KOH
PacTBOPUMOCTBIO B XHIKOCTSIX OpraHu3Ma, Hanmpumep (a) KUCIOTHO-aIUTHBHYIO COJIb C MHOTOOCHOBHOH KH-
CJIOTOH, Tako# Kak (ocdopHas KucIOTa, CEpHAst KUCIOTA, TMMOHHASI KHCJIOTa, BAHHO-KaMEHHAs! KUCIIOTa, TaHU-
HOBAasi KHCJIOTa, TAaMOBast KMCJIOTa, aJJbIMHOBAsI KMCJIOTA, MOJIUTITYyTAMHHOBAsI KUCIIOTa, Ha(TaTMH MOHO- WM U~
Cynb()OHOBBIE KUCIIOTHI, OJUTATaKTypOHOBasl KUCIOTa U T.IL; (b) COJb C MONMBAJICHTHBIM KaTHOHOM METallia,
TaKoOTO KaK IMHK, KaJbIUi, BUCMYT, Oapwii, MarHUH, ATIOMUHHUKA, Mellb, KOOAIbT, HUKENb, KAAMHUHA U T.I1., FJIH C
OpPTaHUYECKHUM KaTHOHOM, 00pa30BaHHBIM, Hampumep, n3 N,N'-InOeH3WIITHICHANAMAHA WIH STHICHIAAMHHA,;
nn (¢) couetanue (a) u (b), HanmpuUMep coJib TaHHATA IHKA. KpoMe Toro, coeAMHEHHUS 1T0 HACTOSIIEMY H300pe-
TEHUIO WX MPEANOYTHTEIHHO OTHOCUTEIEHO HEPAaCTBOPUMAs COJIb, TaKask KaK COJIM, ONIMCAHHEIEC BBIIIE, MOXKET
OBITH M3TOTOBJICHA B TeJIe, HAIPUMED B Tejie MOHOCTEapaTa aIFOMUHIS, HapUMep, ¢ KYH)KyTHBIM MaclioM, IIpH-
TOTHBIM [UII UHBEKIHUH. OCOOCHHO MPEANOYTHTENbHBIE COH TPEACTaBISIOT COOOH CONM IIMHKA, CONM TaHHATa
IIMHKA, COJIM IIaMoata | T.I. [Ipyroil TMn AenoHUPYEMOTO COCTaBa C 3aMEJICHHBIM BBICBOOOXKIEHUEM IJISI UHB-
EKIMH MOJKET COJIEPKaTh COCAMHEHNE WIN COJIb, AUCIIEPTUPOBAHHYIO ISl MHKAIICYIMPOBAHUS B MEIJICHHO Jie-
rpasiupyeMoOM HETOKCMYHOM HEAHTUTCHHOM IOJIMMEpE, TAKOM KakK HOJIMMEp IMOJMMOJIOYHOH KUCIIOTH M MOJIH-
TJINKOJIEBOM KUCIIOTHI, HampuMmep, kak onucano B mareHTe CIIA Ne 3773919. CoeauneHus unu mpeanoyuTH-
TEJILHO OTHOCHUTENIFHO HEPacTBOPUMBIE COJIM, TAKHUE KaK COJIM, ONMCAHHbIE BBIIIE, TAKKE MOXHO M3TOTaBIMBAThH
B JIpake Ha OCHOBE CHJIACTHKA C XOJIECTCPUHOBBIM MAaTPUKCOM, B YACTHOCTH, I IPUMEHEHHUS y KUBOTHBIX.

JlomromHUTEIBHBIE COCTAaBBI C MEICHHBIM BBICBOOOXKICHHEM, JCMOHUPYEMbIC MM UMIDIAHTUPYEMEIE CO-
CTaBBI, HAITPUMEP Ta30BbIC WIIH KUIAKOCTHBIC JIMTIOCOMBI, M3BECTHHI B tuteparype (mateHTsl CIIIA Ne 5770222 u
"Sustained and Controlled Release Drug Delivery Systems", J.R. Robinson ed., Marcel Dekker, Inc, N.Y., 1978).

Ilocne ommcanws, B 1EJOM, 3TOr0 M300peTeHHs OHO OymeT 0ojee MOHATHBIM C MOMOIIBIO CIIEIYIOIINX
MIPUMEPOB, KOTOPHIE TIPEIOCTABICHBI B KAUECTBE MILTIOCTPALINH U HE MpeIHa3HAYCHBI TSI OTPAHUICHUS.

Ipumepsr

[Mpumep 1. Brinenenue denoBedeckux crenuduuHbIX aHTUTEN MpoTuB IL-23 ¢ momomsio darosoro amc-
TuIest.

OCHOBHBIE CIIOCOOBI OIMCAHBI IS CEJNEKIIMM aHTUTCHCIeNNMUIHBIX aHTuTen n3 omommorek HuCAL™,
co3nannbix B MorphoSys (Knappik et al., 2000, Krebs et al., 2001, Rauchenberger et al., 2003). [lyis cenexuuu
aHTuTeN NpoTHB pekomMOuHanTHOTrO 1L-23 yenoseka (hrIL-23) ncrnons3oBanu cnenuduynasie k Vh-ygactky cy0-
mynel 6udmuorekn HUCAL Gold™ Fab (Kretzschmar & von Ruden, 2002). Mcmoib30Baiu HECKOJIBKO pa3iInd-
HBIX CTPATETHH CENEKIIMU U OHH BKIIIOUAIOT:

1) cenexiuro MpoTHB pekoMOMHaHTHOTO Oenka hIL-23, KoTopblit OBl MIMMOOMIIN30BaH HETIOCPEICTBEHHO
Ha IJIACTHKE, C MPEABAPUTENBHON ancopOmmelt OnOiImoTekn Ha peKoMOMHAHTHBIN Oestok [L-12 genoseka (hrlL-
12), Takke ancopOMpOBaHHOM HETIOCPEICTBEHHO Ha IUIACTHKE, WK 0e3 Hee. PexomOunanTHbie O6enku hIL-23 u
hIL-12 6p11 mostyaensl B Centocor;

2) CeNneKnuio ¢ peKOMOMHAHTHBIM delloBedecknM OenkoM IL-23 B pacTBOpe ¢ MOCIEIYIOIINM BBIJCIICHUEM
cBs3anHoro (ara 3axeatom Oemkxa hIL-23 mmmoOmnmm3oBaHHBIM hrlL-12p40mAb. Cenekmnuio MpOBOAMIN C
npeBapuTeIbHON agcopOrueii Onbdanorekn Ha pekoMOuHaHTHOM Oenke hrlL-12, 3axBaueHHBIM TeM ke mADb,
6o Oe3 Hee;

3) ceneKkuuIo ¢ XUMHUYECKH OMOTHHUIMPOBaHHBIM OenkoM hrlL-23 B pacTBOpe ¢ MOCIEIyIOMNM YIIaBInBa-
HHEM CBS3aHHOTO (hara MOKPHITBIMU SA MarHUTHBIMH rpanynamu. Cenexuuio npoBoauin ¢ 6enkom hrlL-12 wmm
0€e3 Hero B MOJISIPHOM HM30BITKE B KaUueCTBE KOHKYPEHTA.

Brinenennyto darmuanyio JIHK npeBpamany neiankom B skcrpeccupylomuii Fab BexkTop u oTnensHbIe
KIIOHBI ITOCJIe TpaHC(HOPMAIUU TOABEPTAIH CKPUHUHTY B OTHOIIEHUH cBsi3biBaHUS ¢ hrlL-23 u we ¢ hrlL-12.
CexBeHUpPOBaHNE TIOJOKUTEIBHBIX KIIOHOB BBISIBUJIO 76 YHUKAIBHBIX Fab.

ITpumep 2. Oxapaxrepu3zanus Fab.

[Monyganu momoxkurenpHble Fab 1 ounmmany, kak onrcano panee (Knappik et al., 2000, Rrebs et al., 2001,
Rauchenberger et al., 2003) u crieruduarocTh cBs3biBanus ¢ hrlL-23, Ho He ¢ hrlL-12 umm ¢ cybequnumeit p40
hrIL-12 (hrp40) moaTBepkIanm B aHaIM3axX, CXOMAHBIX C aHAJIM3aMH, ONMMCAaHHBIMH B mpuMmepe 3, Hiwke. [loa-
TBepkIAcHHBIE Fab TectupoBamu B otHomenuu (1) maruOuposanus cBsspiBanus hrlL-23 ¢ genoBeueckum pe-
nenropom it 1L-23 (hIL-23R) wnu ¢ genoBedecknm penentopom aist IL-1231 (hIL-12RB1), (2) oTcyrerBus
uarnomupoBanus cBs3piBanus hrll-12 ¢ IL-12RILB1, (3) marnbupoBanus cBs3piBaHms hrll-23 ¢ xierkamu
TALL-104 ectectBeHHBIM 00pa3oM skcnepeccupyrommx 1L-23R u IL-12RB1, u (4) addpuHHOCTD CBSI3BIBAHUS C
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hrIL-23, hrIL-12 u cyoseannuneit hrp40. Cneunduanocts u ahGUHHOCTH CBA3BIBAaHUS NpPHUBEICHA B TaON. 1 1
uHruouposanue ceszbiBanust hrlL-23 ¢ hIL-23R npuseneno B Tabu. 2. Fabl2A B Tabn. 1 mpencrasisier codoi
CTaHAapT U CpaBHEHHUS, HCTOYHUKOM KOTOpOTO siBiisieTcs cienuduanoe k IL-12p40 mAb. IL-23R-FC B Tabu.
2 TpeACTaBIIsIeT CO00M CTaHIAPT I CPaBHEHUS, COOTBETCTBYIONTUH BHEKIETOUHOMY JgoMeHy IL-23R denmoBeka,
cimutomy ¢ Fc uenosexka.

I'maBHBIM 00pa3zoM, aHAIN3bl MHTHOMPOBAHMS PELENTOpa OBUIM CXOAHBIMH C aHAJH3aMH, ONHCAHHBIMU
HWOKe B TipuMepe 4 it mpou3BoaHBIX MADb aiist atux Fab. OquH nomoHATEIBHBINA aHATN3 TPOBOIUIH IS W3-
MepeHust nHTuOupoBanus cBsa3biBanus thIL-23 ¢ knetkamu TALL 104. OTu kiieTku dKcrpeccupyroT kak 1L-23
yenoBeka, Tak u perenTtopsl mis IL-12R-6eta 1. 10 u3 13 Fab-kannumator oOnamgamu TpeOdyeMbIM mpoduiaem
AKTHBHOCTH, MPECTABISIIONIMM COO0H OTCYTCTBHE peakTHBHOCTH ¢ Oenkamu 1L-12 nnm p40 yenoseka B mo6oM
aHaiM3e, W, 0 MEHbIIEH Mepe, YacTHYHBIM MHTHOupoBaHueM cBsizbiBaHus hrlL-23 ¢ penenropom mst I1L-23.
IocnenoarenprocTr CDR mectn u3 Fab (4083, 4190, 4205, 4217, 4649 u 4658) npencrapneHsl B Tad. 4 (1mo-
TyxupHbli mpudr). [NoxHble mocnenoBaTenpHOCTH V-001acTh st 3TuX Fab npencrasnens! B Ta0m. 8.

IMponyknus Fab B popme IgG1 genosexka.

Fab-xanammaTel KIOHHPOBAIN B BEKTOPHI IS cTpYKTYp mAD IgG1/kanma umu nsamM061a ¥ IpoayupOBaIn
BpeMeHHOH TpaHcdekimel B kiaetkax HEK293 mist mocneayromero ananmsa B kauectBe mAb. B o0meM, oauH-
Haamath u3 13 aktuBHBIX Fab mokaspiBatoT TpeOyemblii podmib B kadecTBe MAb. OHH SBISIOTCS CHIETIU(PHY-
HeIMH TS K [L-23 1, o MeHbIIeH Mepe, YaCTHIHO HHTHOUPYIOT CBsi3biBaHUe [L-23 yemoBeka ¢ CIIUTHIM OeITKoM
genoBedeckuit [L-23R-Fc (Tab:. 3). AHaMHU3bI U UX Pe3yJbTaThl IPUBEACHBI B CISAYIONUX HIKE IIPUMEPAX.

IMpumep 3. Cnemuduunocth k cyobemuuunam hlL-23p19 mAb, momydeHHOTO MOCpencTBoM (HaroBoro
JICIUICS] aHTHUTENA.

Ouniennsie mAb mbim npotus hlL-23 onennBanu B ananuse ynasnusanust ELISA B nensx onpenese-
HUS X aHTHT'€HHOHM cHenupHUYHOCTH K cyObennHHuIaM. B kpatkoM m3noxenuu, mAb npotus 1L-23 Hanocuin
Ha TulaHmeTs! ¥ nHKyoupoBanu co 100 ur/mia hrlL-23, hrIL-12 u hrp40 coorBercTBenHo. Ilocne nHKyOauu c
OMOTMHWIMPOBAaHHBEIM MAb TpoTuB-p40 CBs3bIBaHME TIOABEPrajM JETEKIMH C Hcroiab3oBanueM HRP-
KOHBIOTHPOBAHHOTO cTpenTaBuanHa. mADb npotuB-p40 u mAb npotus IL-12 (20C2, Catalog No. 555065, BD
Pharmingen, San Diego, CA) ¢ u3BeCTHOH CHEITUPUIHOCTHIO UCTIOTH30BAIH B KAUECTBE KOHTPOJIEH.

Ha ¢ur. 1A u 1B nokazana crienmmupuIHOCTh CBA3BIBAHUS IS ABYX W3 3TUX mAb, MORO04083 (To ke, 9TO
1 4083) m MORO04190 (To ke, uto u 4190). Ha ¢ur. 1A nmokazano, uro mAb cienmuduyano cBszpiBatot hrll-23,
HO He hrlL-12 wmm monomep hrp40. ITockombKy I CEKpEluu U3 KIIETOK MIJICEKOMHTAIOMUX cyOobeauHumna IL-
23p19 momkHa KOBaJICHTHO CBs3BIBATHCSA ¢ p40, mAb npotuB IL-23, koTopble He pacmo3HalOT MOHOMED p40,
JIOJDKHBI CBSI3BIBATh MO0 cyowsenuunny IL-23pl19 oraensHo, MO0 00beIMHEHHBIH 31TUTON TeTepoanmepa pl9-
p40. Takum ob6paszom, stn IL-23 mAb oGoznauaror kak mAb nporus IL-23p19. Ilpu cpaBHenuu, Bce 3 Genka
(hrIL-23, hrIL-12 u hrp40) cBs3biBanucs ¢ mAb 12A cnennuyHbBIM HEHTPAIU3YIONMM aHTUTEIOM NpoTHB p40
yenoBeka. Ha ¢ur. 1B moka3aHo, 4To yka3aHHbIE MAD He CBSI3BIBAIOTCS ¢ MBIMIUHBIM [L-23 MK ¢ MBIIIMHBIM
p40. Hao6opot, nMmmMoOnim3oBanHble mAb 001a1al0T CXOAHBIMU KPUBBIMH CBsi3biBaHMs ¢ hrlL-23 B pacTBOpe
(dur. 2), uTo cormacyercs ¢ ux cpaBHuMoi ¢ Fab apdunHOCTEIO CBsI3bIBaHNUS (Tab. 1). CiennpuIHOCTh CBSI3bI-
BaHUs dTHX U IPyruX mAb-kaHIUAAaTOB IpUBeIeHa B Ta0m. 3.

[Ipumep 4. Marnbuposanue cBsa3piBanus perentopa it [L-23 mocpenctBom mADb mpotus IL-23p19.

Jlst Toro uTo0OBI MOKa3ath, 9To MADb npotus I1L-23p19 npeacraBusaioT co60l HEUTpATH3YIONINE aHTHUTEIA
MPOTUB CyOBeMHUIIBI P19, MAD TecTHUpOBaI B OTHOIICHUH WHTHOMPOBaHUS MU cBsi3biBaHus 1L-23 u IL-23R.
B sToM skcriepumente ciuthiid 6eok 1L-23R-FC denoBeka MMMOOMIN30BBIBAIM Ha IDIAHIIETE. DTOT CIUTHINA
0€eJIOK COCTOUT M3 BHEKJIETOYHOTO JIoMeHa peuenrtopa i [L-23 yenoseka, ciutoro ¢ Fe-cermeHTOM uenoBexka.
B mnanmer go6aBnsum OnotuHUIM3oBaHHEI hrll-23 nmu6o oTaensHO, 10O MOCIe MpeaBapUTEILHOW WHKYOa-
WY C WHANBHAYATbHEIME MAD nipotuB 1L-23p19. B kadecTBe MOJIOKUTETHFHOTO KOHTPOJIS HCIIOIB30BAIN pac-
tBOpuMBIH IL-23R (IL-23R-Fc). CrassiBanue 1L-23 BrisiBismn ¢ nomomibio HRP-konbrorupoBanHoro crpenta-
BunuHa. Kak rmokaszano Ha ¢wur. 3A, mAb MOR04083 1 MOR04190 npensitcTBytoT cBs3biBanuto 1L-23/IL-23R
¢ 3¢ GeKTUBHOCTBIO, MPUOIU3UTENIRHO B 3 pa3a MeHbIleH sddekrusHocty pactBopumoro IL-23R-FC. He mpo-
WCXOAMIO WHTHOMpOBaHUs mocpeactsoM B21M, mAb ¢ HeponcTBeHHOH crnienuduaHocThIO. HanmpoTus, korma
IL-12RB1 mMMoOMIN30BBIBaIM Ha IDIaHIIETe, 3T MAb He mHruOupoBanu cesssiBanue 1L-23/IL-12RB1 (¢wur.
3B). CeaspiBanue 1L-23 uarnouposanock HeirpammyomuM p40 mAb CNTO 1275 (to xe, uto 1 mAb 12A),
KaK M OXXKUIaTU. AHAIOTUYHO, 3TH MAD He OnokupyroT ces3siBanue [L-12/IL-12RB1 (¢ur. 3C). CNTO 1275
CHOBA CITY’)KHJIO B Ka4€CTBE ITOJOKHUTEILHOTO KOHTposd. CeleKTHBHOe MHTHOupoBanue cBs3biBanus 1L-23/IL-
23R u orcytcTBue mpotuBoneicTBus cBs3biBaHuio 1L-12 wim 1L-23 ¢ IL-12RB1 manee moka3biBaeT, 4TO ATH
mADb npotus IL-23p19 He cBa3biBatoT cyobeauuauity p40 u, TakuM 00pa3oM, MPEACTABISIOT cOO0N HEHTpasu-
3yromue antutena npotuB IL-23pl19 denopeka. MccnenoBanus WHTHOMPOBAHHS peELENTOpa ¢ 3TUMH MAbD
0000111eHEI B Ta0I. 3.

[Ipumep 5. Hetitpanmuzanus ouonorudeckoit ¢pynkmuu [L-23 mocpenctsom mAb npotus IL-23p19.

W3BectHO, uto IL-23 unaynupyet BHyTpuKieTounoe pochopumposanne STAT3 n npoxykuuro 1L-17 T-
kietkamu. Taknm o6pasom, mAb npotus IL-23p19 TecTpoBai B OTHOIIEHUH MX CIIOCOOHOCTH MHTHOMPOBATH
9TH Ononornueckue ¢pyHkimn 1L-23 genosexka.
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B onnoM skcniepumente ectectBenHble kuiuiepHble (NKL) kmetku crumymuposanu hrlL-23 mmbo otnesns-
HO, 0O TOCNe mpenBaputebHoi MHKyOanuu ¢ mAb MOR0408 3 u MORO 190 B konuentparuu 20 u 10
MKT/MJI cOOTBETCTBEHHO. MAb 12A (1 MKI/Mi) MpeAcTaBisiio COOOH MOJIOXKHUTENBbHBIN KOHTposb, 1 C8.3 (10
MKT/MJ), HeHTpanu3yloniee mAb npoTuB p40 deiaoBeka, MPEACTaBIAIO COO0H OTPUIATENHHBIA KOHTPOIh. O0-
paboTaHHBIE KIETKH OKPANTUBAIN KOHBIOTHPOBAHHBIMHU ¢ (DITyopoxpoMoM aHTUTeNaMu MPoTuB hocho-STAT3 u
AHATM3UPOBAIH TTOCPEICTBOM BHYTPUKICTOYHON MPOTOYHOUN murtoMeTpuu (¢pur. 4). DT mAb MOITHOCTHIO WH-
rubupyroT dpochoprmmpobanre STAT3, xoTs u ¢ 6osiee HU3KOM 3PPEKTUBHOCTHIO, UeM HEeWTpanusyromee mAb
12A nipotu p40. bonee auzkas s3¢pdpektuBHOCTL [L-23p19 mAb, BeposTHO, OTpakaeT UX OTHOCUTEIBHO CIIa0yI0
adGuHHOCTE. B ipyrom skcrepuMeHTe CBEKHUE BBIJICIICHHBIE CIITIEHOUTHI MbIN 00pabaTeiBanu hrlL-23, npen-
BapUTEIbHO HHKYOMPOBaHHBIM C THTPOBaHHBIMA MAD mpoTuB IL-23p19 mnn koHTpombHbIMA MAD. hrlL-23 6e3
Npe/IBapUTEIbHON MHKYOAlMy ¢ aHTHUTEJIOM HCIIOJIB30BaJIM B KadeCTBE IOJIOKHUTEILHOrO KoHTpous. Ilocne 3
CYTOK B KyJIbTYpe KJIETOYHBIC CyNEepHaTaHThl coOMpany u aHaaum3upoBaii nocpeactsoM ELISA ¢ ucnonb3osa-
HueM nBoiiHoro Habopa IL-17 ELISA (R&D Systems). Kak nokazano na ¢ur. 5SA, mAb nporus IL-23p19
MORO04083 1 MOR04190 unrnduposanu onocpenyemyto hrlL-23 npoxykmuio IL-17. Taxke st mAb uHrnow-
poBasm mipoaykiuio [L-17, nagynupoBannyto HaTUBHBIM 1L-23, mpoxymupoBanasiv PBMC uenoseka (¢dur. 5B)
u siBaHCcKo# Makaku (¢wur. 5C).

Jlst cpaBuenus, IL-23p19 mADb TecTupoBaiiv B OTHOIICHUH UX CIIOCOOHOCTH MHTHOMPOBATH HHIYIHPYE-
myto hrlL-12 npoxykmuro IFNy. B kpatkom usnoxenu, kiaetku NK92MI obpabarsiBanu IL 12, mpensapureins-
HO WHKYOMPOBAHHBIM ¢ TUTpOBaHHBIMH MAb mpotus IL-23p19 wmu koHTpOoabHBIME MAD (¢ur. 6). B kauecTse
OTPHUIATEILHOTO KOHTPOJIS UcTob30BaH 1L-12 6e3 mpenBapuTensHOW WHKYOAITUHM ¢ aHTUTEIIOM U B Ka4eCTBE
TTOJIOKUTEIHHOTO KOHTpOJIs ucoib3oBam CNTO 1275. Ananu3 ELISA, npoBeneHHbIN yepe3 24 4 mociie CTh-
MYJISILUH, TT0Ka3an oTcyTrcTBHe 3ddexta mAb nporus IL-23p19 MOR04083 u 4190 nHa uanynupyemyto 1L-12
npoaykiuio IFNy, neMOHCTpUpYsI, YTO aHTUTENa HE CBA3BIBAIOT U HE HEUTpaIM3yroT cyobeauuuity p40, oomryro
quist IL-12 u IL-23. Pe3ynbTaTsl 5THX aHATM30B IPUBEACHBI B Ta0. 3.

[Mpumep 6. Unentuduxkanus smnrona mAb nporus IL-23p19.

KoHKypeHTHBII aHan3 CBSI3bIBAHNUS TIPOBOMIIM B LIENSX ONPEeICHHUs HAINYNS CBSI3bIBaHUS MAb npoTHB
IL-23p19 co cxomupiMu wim oTiamyaronuMucs snurornamu 1L-23pl19. Pesymbratsl amst mAb MORO04083,
MORO04190 m MOR04217 npencrasienst Ha ¢ur. 7. mAb nporus IL-23 HaHOCHIM TO OTIENBHOCTH HA IIIaH-
metbl s ELISA. Jlo6GaBisun koHKypupyromuye mAb, a 3ateM 100aBisuin OnoTHHUIMpoBaHHBIA hrlL-23. Jlns
TIOJIOXKHUTEIHHOTO KOHTPOJIS B KAUeCTBE KOHKYPHPYIOIIETO MAbD MCIIONB30BaNu TO e mAb, 4To U A7 HaHece-
Hus ("coOcTBeHHAss KOHKypeHnus'"). CBs3piBanue [L-23 BBISBISUIM C UCTIONL30BaHUEM CTpeNTaBuIuHA. Bee Tpu
mAb MOKa3BIBalOT MEPEKPECTHYI0 KOHKYPEHIMIO B PAa3UYHOW CTETIICHH, AEMOHCTPHUPYS CBSA3BIBAHHE C MPO-
CTPAaHCTBEHHO Pa3/IelIeHHBIMH Y4aCTKaMH.

IIpumep 7. Co3peBanune ahphuHHOCTH HEUTpaIM3yrOmux Fab-kaHauaaTos.

Fab MORO04083, 04190, 04649 u 04658 BeIOUpamy A HE3aBUCHMOTO co3peBaHus ad(GUHHOCTH Ha OCHO-
BE YKa3aHHOM BBIIIE OXapakTepu3anny kak Fab, Tak 1 mAb. C ncnons30BaHHEM KaCCETHOTO AJIEMEHTA CUCTEMEI
HuCal™ (Knappik et al., 2000) koHCTpyHpoBanu 1Ba BapuaHTa (aroBbIXx OMOIMOTEK i Kaxkaoro Fab, omxun
st CDR3 BapuabensHOTo yuyactka jerkoi nenu (VL) u apyroii mist CDR2 BaprabenbHOTO ydacTKa TsHKETIOH
nernu (VH). Otu Onbanorekn mojBeprany CeleKIuH NpoTHB OnotuHMinpoBanHoro hrlL-23 B pactBope mpu
MPOMBIBaHUH M KOHIICHTPAIMM aHTUIeHA Pa3lNYHOl cTporocTH. beuio Beigeneno 35 yHukansHbIx Fab, kaxprii
M3 KOTOPBIX MOKa3bIBaJl MOBHIMIEHHYIO aKTUBHOCTh CBSI3bIBAHHS OTHOCHUTEIHHO MCXOJHOTO poauTenbckoro Fab.
IToce aTOTO BO BTOPOM payHJe CKpUHUHTA OBLTIO BEIOpAHO TPH JOMONMHHUTEIRHBIX Fab (5267, 5268 u 5269; Bce
BapuanTel V1-CDR3 4083). ITocneaoBarenpHoct CDR ucxomnerx Fab, mponsBomHbIe TIOCTE CO3pEBAHUS W3
6ubmuorek V1-CDR3 wimm VH-CDR2, u BapraHThI 3THX MMOCIEIOBATEIILHOCTEH MpeICcTaBIeHbI B Ta0. 4A u 4B.
ITonHbIe MTOCTEMOBATENLHOCTH V-001aCTH MPEICTaBICHBI B Ta0M. 8.

[Ipumep 8. IMpomykmus u oxapakrepusaius Fab mocne co3peBanus adhuHHOCTH.

38 BeIOpaHHBIX Fab mpomynupoBany, oduIiaiyd W OXapaKTePHU30BBIBAJIH, IO CYIIECTBY, KaK OIHCAaHO B
npumepax 2-4, poime. lecsatb n3 Fabs nmpuBenn k HeOOIbIIOMY BBIXOLY W/WIIM TIOKa3aJld TeTEPOTEHHBIE MaTTep-
HBI IIPY Telb-(OMIBTPAMK, ¥ OHU OBUIM MCKIIIOYEHBI M3 Tocienytomero aHainusza. OcranbHele 28 Fab anannzu-
pOBaM B OTHOUIEHUH CIEIU(UIHOCTH CBs3bIBaHMA, a(UHHOCTH M MHTMOMPOBAHUS CBSI3BIBAHUS PELENTOPA.
Bce Fab 6bumn cnienuduanabivu k 1L-23p19 n obnagamu B 10-500 pa3 Gonbieit adpunaHOCTBIO K hrlL-23, yem
COOTBETCTBYIOIINH HcXoaHbIi Fab (Tadn. 5 u 6). Bee u3 Hux mokasanu nossiieHHsie 3HadeHus IC50 B oTHOIIE-
HUM UHruOupoBaHus cBs3biBaHus hrlL-23 co cnuteim Oenkom IL-23R-FC u monoOHo ucxomusim Fab He wHTH-
ouposanu ces3piBanue oy [L-23, au IL-12 co ciauteim 6enkoMm perieniropa it IL-12Rb1 u Fe (Tabmn. 5 u 6). Kak
1 OKUAANM U3 dTUX Pe3yabTaToB, HU onuH Fab He marnOuposan csa3piBanue hrlL-23 ¢ kmerkamu TALL-104,
KaK ONpeAessid MPOTOYHOM IIMTOMETPHEH, YTO COTIACYETCS CO CXOTHBIM OTCYTCTBHEM MHTMOMPOBAHUS UCXOJ-
HeIMH Fab.

ITpumep 9. IMpomykius u oxapakrepusaus Ab mocne co3peBanus ahduaHOCTH B hopme mADb.

34 u3 35 BbIOpanHbIX Fab kionupoBanu B cTpyKTypsl BekTopoB mAb IgG/kanma wnu nsm0aa v mpotynu-
poBaiu B Buae mAb mocpencTBoM BpeMeHHOH TpaHcdekunu B kinetkax HEK293 nist nocnenyromero aHanusa.
Bce anTHTENAa OIICHWBAIHM B OTHOIICHUM WHTHOMPOBaHUS npoaykuuu [L-17, kak omucaHo B MpUMeEpe S, BHIIIE,
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(tabn. 7). B OonbmIMHCTBE CiydaeB KaXkJ10€ W3 MPOM3BOAHBIX ITOCIE CO3peBaHUs ObIIO Oonee 3(h(heKTHBHBIM,
YeM HMX COOTBETCTBYIOIIEE HCXOAHOE aHTHTeNo, ¢ moBeimeHueM IC50 Bmimote go 200 pa3. buoxummudeckue
cBoiictBa 34 mAb onenuBanmu nocpeactBoM SDS-PAGE u renb-QuiibTpanuu B OTHOIIEHUHN NMPU3HAKOB arpera-
I[UH, TETEPOTCHHOCTH IIeTIeil U HEMOIHOTO 00pa30BaHMs ANUCYNb(UIHBIX CBSI3EH MEKIY TSDKEJIBIMHU U JIETKUMHU
LENsIMH B IIApHUPHOH 00s1acTy.

Hcxons n3 KOMOMHUPOBAHHOTO aHAN3a aKTUBHOCTH W OMOXMMHUYECKOTO aHaju3a ObuIo BBIOpaHo 7 mAb
JuIst OoJiee IEeTalbHOTO aHAIN3a, [0 MEHbBLIEH Mepe 10 OJHOMY OT KaXKAOT0 MCXOJHOTO POJUTEIILCKOTO aHTHUTe-
na. Aatutena MORO05058 u 05059, momydennsie n3 6ubnmorek pazHoodpaszus VL CDR3 MOR04649, uckiro-
Yanu u3 3Toro Hadopa (cM. npumepst 10 u 11). Bee BoIOpaHHBIe KaHIUIATH HHIHOMPOBaN poaykiuo 1L-17,
MHIYIUpOBaHHYO npupoanbM 1L-23 u3 PBMC uvenoBeka (¢wur. 8) n siBaHckol Makaku (He npencTasieHo). Kak
U 0’KHJIAJIOCh, BCe OHM MHrHOUpoBamu cBs3biBaHue hrlL-23 co ciureim Oenkom hrlL-23R u Fc ¢ adpdexTuBHO-
CTBI0, NpeBbIIatomeil agdexkTuBHOCTS KOHTpOIbHOTO MADb mpotuB IL-23A (¢ur. 9). C BO3MOXHBIM HCKITIOYE-
H1eM MORO05053 st BeIOpanHble MAb He MHIHOMPOBANIN OMOJIOTHYECKYIO aKTHBHOCTH HaTuBHOTO IL-12 (He
MPE/ICTAaBIICHO), YTO COTIACyeTCs C OTCYTCTBHEM CBS3BIBaHUS TeX MAD, TOCTYHHBIX B KauecTBe Fab, ¢ Oenkom
hrlL-12.

IIpumep 10. [Mpoaykuus u oxapakTepuzanus KOMOMHUPOBAHHBIX MAD C MepEKPECTHBIMU TICTISIMH.

Hcxomuasie Fab MOR04190, 04649 n 4658 npuBoaunu K yinydmeHHbIM Fab u3 6ubinoTex pasnooOpasus
kak VH CDR2, tak u VL CDR3. Fab, o6pa3oBannsie n13 MOR04649, npencrasisiin 0coObIii HHTEpEC BCISACT-
BHE OTHOCHUTEIBLHO BBEICOKOW aKTHBHOCTH M3 OmMOimorek obomx thmoB. Onnaxko mcxonuslii Fab MOR04649 co-
JEPKUT TPEACKA3aHHBIH, HO NMOTCHIHAIHHO HEOTArONPHUITHBINA YJacTOK N-CBSI3aHHOTO TIIMKO3MIMPOBAHUSA B
VH CDR2, koTopslii He peAcTaBIeH B KaKOM-JIH00 13 6 yrmyumeHHbx Fab, o6pa3oBanHbIx n3 6ubmmorexkn VH
CDR2. [lnst ypaneHHus 5TOr0 y4acTKa IIMKO3WIMPOBAHMS U TECTHPOBAHMS B OTHOLICHUH NMOTCHIMAIBHOMN yITyd-
HIeHHOH akTUBHOCTH Tspkensle nenun MORO05042 u 05045 skcnpeccupoanu ¢ nerkumu nensmu MORO05058 u
5059 B knetkax HEK293 (tadxa. 4C - mAb 42-58, 42-59, 45-58 u 45-59). Hu onHO U3 coueTaHuii He ObUIO OoJice
a¢pexTuBHBIMH aHTaroHucTamu (npoxykuwms IL-17 u uarubuposanue cBszpiBanus 1L-23 ¢ IL-23R), uem coot-
BETCTByIOINE MAb HOHOPHOH IETH, W MOCPEACTBOM Telb-(QUIBTPALMH BCE M3 HHUX IOKa3add OONBIIYIO TEH-
JISHITUIO K arperamnud (He MpeacTaBIIeHo).

IIpumep 11. Myrarenes ¢ 3amernieHueM BRIOpaHHBIX MAD mociie Co3peBaHus U UX OXapaKTepu3allusl.

AMMHOKHCIIOTHBIC 3aMEHBI BHOCHJIM B BBIOpaHHbIE MAb B II€IBI0 YCTPAaHEHHUS MPEICKA3aHHOTO yJacTKa
N-CBSI3aHHOTO TJIMKO3WJINPOBAHUS W/WIIM AJSI COOTBETCTBHSA N-KOHIIOB BapHaOEIbHBIX yYaCTKOB MX HamOoiee
OJIM3KOM TOCIIEIOBATEILHOCTH V-00JIacTH 3MOPHOHATBHOTO THIA 4YelloBeka. lIpencka3aHHBI ydacTOkK N-
cBsi3aHHOTO THKo3wnpoBanust B Vh 5058 u 5059 ("NYS" 8 CDR2, to ke, yto u B ucxonnom Vh MOR04649)
yCTpaHsUIN 3aMelieHneM apruauna (4649r) nm acnaparuHoBoit kucnotsl (46 9d) acnapariHoM B 1oJsioxkeHHH 59
(npsimast Hymepanusi). [TocnenoBarensHocT CDR a1 VH-y4acTKOB npeacTtaBieHsl B Ta0. 4A U HOJHBIE TO-
CJIE/IOBATENILHOCTH V-00J1acTH MpUBEICHBI B Ta0JI. 8. DTH BapHaHTHI IPOIYLIMPOBAII BPEMEHHOW dKCIIpeccHeil B
kierkax HEK293 u ounmamm agdunnoit xpomatorpadueii ¢ 6eaxom A. 3t mAb nokaszaiiy MoBHILIECHHYIO d¢-
(heKTHBHOCTH OTHOCHUTENILHO UCXOAHBIX aHTHTEJ B OTHOIICHUH MX WHrHOMpoBanus npoxykimu 1L-17. 3amere-
Hue apruanHa B MORO05059 nmeno Hanmydmmid mpopuiib UCXO U3 aKTHBHOCTH W OMOXUMHUYECKON OXapaKTe-
puzanuu, u 310 mAb Hazamu 3759 (tabn. 4C).

MAD 5040 u 3759 BeIOMpai B Ka4eCTBE HAMBBICIIMX TTO3UIIMA UCXOIS U3 UX aKTUBHOCTH M OMOXUMUYE-
CKOHN OXapakTepu3anyuu. AMHHOKUCIOTHBIE 3aMEHBI BHOCWIIN JJIsI COOTBETCTBHS MOCIIEAOBATEILHOCTH aHTUTETA
SMOPHOHAILHOTO THIIA YEJIOBEKa U 3aMEHY OJTHOM aMHHOKHCIIOTHI poBoAWiIH B = VL-ydactke 5040 mns oOpart-
HOHM MyTallMy KapKacHOW 00JacT! 10 SMOPHOHAIBHOTO THIIA, 3aMellasl BAJIMH TPEOHWHOM B MOJIOKEHHH §0.

AMMHOKHCIIOTHBIE TTOCIIEJOBATEIHHOCTH, U3MEHEHHBIE 110 CPABHEHUIO C UCXOJAHBIM MADb, OblIH ciemyro-
IIAMH:

AHTUTEJIO VH VL
5040 E(3) Ha Q D(1) Ha E, E(86) Ha V
3759 Q(1)E(3) Ha EQ D(1)I(2) Ha QS

3amena E3 na Q B VH 060oux anTHTEN NpeAcTaBIsIeT co00i 0OpaTHyto 3ameny E, BHeCEHHYIO IpU KIIOHHU-
poBanuu Fab B BekTop mist mAb. B aTom monoxennn B ucxonusix Fab Haxoammace Q U ee MOXXHO MCHOJIB30-
BaTh B KAYCCTBE BAPHAHTA ISl 3aMelleHns E B pasmmuusix mAb. dtu BapuanTsl 0o6o3HauaroT kak 5040 u
37595 Cocrapmsommmu V-o6mactsvu 5040%Y seisrorest 5040 VH u 4190%Y VL (ta6un. 4C). CocraBisito-
mpmu V-o6mactsamu 375959 gemsorest 46491 VH 1 5059 VL (ta6u. 4C). Hocnenosarensroct CDR 1
MOJTHBIX V-y4acTKOB COCTABJIIOIIUX IeNel 0O0OMX aHTHTEN MpPEICTaBiIeHBl B Tabna. 4 M 8 COOTBETCTBEHHO.
CxonHbIE 3aMEHBI MOXXHO MICHTH(GUIIMPOBATH IS TI000T0 M3 KaHAUJATOB ITIOCPEICTBOM CPABHEHUS C UX Tpe.-
CKa3aHHBIMH MOCJIEA0BATEILHOCTAMHI SMOPHOHAIFHOTO THIIA YEJIOBEKA.

mAb 50409 u 37595 nponynuposami mocpeacTBOM BpeMeHHOI dkcmpeccHu B kietkax HEK293 u
ounmnanu adpuaHON Xpomarorpadueii ¢ 6eakoM A. ITH MAD TOJTHOCTBIO COXPAHSIOT crieupuIHOCTh K [L-23
yesioBeka oTHocuTeNnbHO 1L-12 u p40, kak npencrasieno Ha ¢ur. 10. 3t mAb MHTHOMPYIOT CBA3BIBAHUE pe-
komOuHaHTHOTO [L-23 wenmoseka c¢ IL-23R-FC u sBustorcst 6onee 3¢h(eKTHUBHBIME, YeM KOHTponb mADb23A
(¢ur. 11A). Kak oxunanocs u3 npoduis ux cnennpuyHOCTH, OHM HE MHTHOMpYIOT cBsi3biBaHue 1L-23 (¢wr.
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11B) wmu IL-12 (¢ur. 11C) c IL-12RB1. B cooTBeTCTBHH C 3TUM MaTTEPHOM MHTHOWPOBAHHS pEIETITOpa 3TH
mADb He uHrnOupyroT uHIynupyemon 1L-12 npoxykuun IFNy u3 knetok NK92M1 (¢dur. 12), HO OHH HHTHOU-
PYIOT MHIAYLHPYEMYIO Kak peKoMOHMHaHTHBIM (ur. 13), Tak u HaTuBHBIM (ur. 14) IL-23 npoxgykiuro 1L-17 u3
CIUICHOITUTOB MbITIH. Takke 3T mAD Moka3bIBaIOT OYCHb CHIIbHOE HHTHOUpoBaHue HHAyKIun 1L-17 HaTUBHBIM
IL-23 sBanckoi Makaku (¢ur. 15), 7eMOHCTpHPYsI BBICOKYIO CTETIEHb NMEepeKpecTHON peakTUBHOCTH ¢ IL-23 u3
SIBAHCKOW Makaku. Taxke 3TH mAb uarnoupoBamu (ochopumupoBanne STAT3, umnamyrmupoBanHoe B NK-
KIIeTKax pekoMOMHAHTHBIM [L-23 genoBeka (He TpeCTaBIICHO).

mADb 5040V 1 37595¥% pacrosnaror 61H3K0 pacoNOKeHHEIE SMHTOMB Ha [L-23, KaK MOKa3alIH 10 UX
WHTHOMPOBaHUIO CBsA3bIBaHUS MAD23A (dur. 16A) u UX peUUIIPOKHONH KOHKYPEHIIMH IpYT ¢ npyrom (¢ur. 16B
n 16C). Outomr mAb23 A 6b11 kKapTHpOoBaH Ha p19 yenoBeka B oomactu [93-G105: Io;HQGLIFYEKLLG 5.

Pe3yiIbTaThl KOHKYPEHIHH MOKA3bIBAOT, 4To druTomns! amst mAb 50409V 1 37595 paxomsres B omHOM
y4acTke.

IMpumep 12. BapuanTsl KOIUPYIOMKX MOCIEA0BATENEHOCTEN 111 mAb 50409 u 375954 1 ux oxapakx-
Tepu3anysl.

Koaupyroniyro mocineaoBaTeIbHOCTh BApHAOCIBHBIX YYaCTKOB aHTUTE BCTPAUBAIU B TPU PA3IHYHBIX Ba-
pHaHTa KOAMPYIOIIMX HOCJIEI0BATEILHOCTEH B IEIISIX OLICHKH BIIMSIHUS Ha SKCIPECCHUIO 3TUX OenkoB. B mepBom
BapUaHTE WCIIOJIb30BAJINCH KOJOHBI, TIOJyYEHHBIC U3 UCXOJHOM OMOIMOTEKH, C HECKOJBKUMH HYKJICOTHIHBIMH
3aMEHaMHM ISl YAAJIeHUs] KOHCEHCYCHBIX ydacTkoB crutaiicuara MPHK. Brtopoit BapuaHT, 3aMeHy KOJOHA 3M-
opuonansHOTO THMA (GCE), KOHCTpYHpPOBANIH BHIPABHUBAHUEM aMHUHOKHCIOTHOHN TIOCIIEA0BATEIHFHOCTH BapHa-
OebHOTO yJacTKa ¢ TeHaMu 3MOPHOHAIBHOTO THITA, HACHTUGUIUPYsT Hanbosiee OJU3KOe COBIAJIEHUE TeHa dM-
OpMOHANBEHOTO THMA, W 3aMEHOI KOJOHOB B MCXOJHOW KOAMPYIOUIEH MOCIEI0BATEIPHOCTH CHHOHIMHUYICCKIMU
KOJIOHAMH, KOTOPBIE HUCTIONB3YIOT B TeHE SMOPHOHAIBHOTO THIA. B MOJI0XKEHUAX, T/Ie aMIHOKHCIIOTHBIH OCTaTOK
HE MMeJT COBMAACHUN C TeHAMH SYMOPHOHAIBFHOTO THIIA, KOJOHOM, KOTOPBII HCIOIB3yeTCs C HAUOOJIBIIeH 9acTo-
TOW B BBICOKOIKCIIPECCHPYEMBIX OeJIKaxX YeJIOBeKa, 3aMEHsIM UCXOIHBIH KomoH. Tperunit BapaHT KOZOHOB KOH-
CTPYHPOBAJIH 3aMEHON MCXOJHBIX KOJOHOB aHTHUTENA KOJOHOM, KOTOPBIH MCIOJIB3YETCsl ¢ HanOOJbIIeH 4acTo-
TOW B BBICOKOIKCIIPECCHPYEMBIX Oesikax deroBeka. Kakablii BapuaHT KOJOHA SKCIIPECCHPOBAJICS, KaK Onpese-
JISUTH TIOCPEACTBOM BpeMeHHO# TpaHcdekimu B kiietkax HEK293 u knetkax CHO. DTOT pe3ynpTar nokas3bIBaer,
YTO B 3THUX W, BEPOSTHO, IPYTUX KIIETKAX-X035€BaX MOTYT OBITh YCTAHOBIICHBI TPAHC(EKTAHTHI CTAOUIILHON KIIe-
TOYHOU JIMHWH, U BapHaHT ¢ HanbOoiee BEICOKOM SKCIIPECcCHeil MOYKHO HCIOIB30BATh I pa3pabOTKU MPOIYITH-
pyIoIel KIeTOYHOH JTHHUKM. MADb OIeHMBAIOT, KaK OMHCAHO B puMepe 11, B qomoHeHne K qpyruM GyHKITHO-
HAJTBHBIM aHAIM3aM W aHalu3aM OMOXMMHYECKUX M OMO(DH3MUECKHX CBOWCTB. B Tabia. 9 mokazaHbl Bapuabelb-
HbIe HyKJICOTH/IHBIC [TOCIEI0BATEIBHOCTH TSKEIION | JIETKOM 1ereii s BapuantoB mAb 50409V 37595005,

Jnsa neneit atoro m3obperenns, 70-100% aMUHOKHCIOTHYIO WIH HYKICOTHIHYIO HACHTHIHOCTD ITOCIIEI0-
BarenpHOCTEH (T.€. 90, 91, 92, 93, 94, 95, 96, 97, 98, 99, 100 nnm r0OOH MTUATIA30H WIN 3HAYCHHUE B OTOM JIHa-
Na30He) ONPEIEIISAIOT ¢ UCIOIB30BaHUEM ITPUTOAHOTO KOMITBIOTEPHOTO alllOPUTMa, KaK M3BECTHO B TAaHHOW 00-
JaCTH.

ITpumep 13. Artuteno npotus IL23p19 B Mozenu ncoprasa Ha MbIIIaXx.

Bapuant mAb 375959 orenuBanm B OTHOIEHNH €r0 CIIOCOGHOCTH TIOJABIIATH NIPU3HAKH [ICOpHa3a B I'y-
MaHW3UPOBAHHOI MO/ Ha MbIIIaX. HenoBpexaeHHyI0 KOKY OT MAllMEeHTOB C IICOPHAa30M TPaHCIUIAHTHPOBAIIH
UMMYHOJC(UIIMTHBIM MEIIIAM ¥ TOCJE MPYKUBICHUS TPAHCIUIAHTATOB 3aIyCKAlld IICOPUATHYCCKHUIA MPOIIECC
MIOCPENICTBOM BHYTPHUKO)KHOW WHBEKIIMH ayTOJOTHYHBIX aKTUBHUPOBAHHBIX T-KJIETOK. MBIIeH Jednnd BHYTpH-
OpIOIIMHHBIM BBEICHHEM OAWH pa3 B Hepemro 10 mr/kr anturena. KOHTPOIBHBIM MBIIIAM BBOIIUJIN HOCHUTEIH
WY TIUKJIOCTIOpUH A. Maccy Tena MBIIIeii OIleHUBa N pa3 B HEACTIO.

ITocne 3 Hemenp BBENCHUS MBIIIEH YMEPIIBISUIM U TPAHCIUIAHTHPOBAHHBIE OMONITATHI KOXKH OLICHUBAIIN B
OTHOIICHUH TOJIIIMHBI 3THIESPMBI, ITIUTOKepaTUHa-16 u KoiamdecTB mosoxkutedbHbIX M0 HLA-DR u Ki-67 kie-
TOK B 3ITHJICpPMIICE.

OTO MccnenoBaHUE MOKa3bIBAET, YTO aHTHUTENO nmpoTuB 1L23p19 sBusercs 3¢p(eKTHBHBIM B OTHOLICHUH
WHTUOMPOBaHUS YTOJIICHHS SMUACPMEI U mpoiudepanny KepaTHHOMUTOB (HampuMep, okpammBanue Ki-67) B
nozupoBke 10 mr/kr. CteneHb HHTHOMpPOBaHUs Oblila CpaBHUMA ¢ MHTHOWPOBaHUEM, JOCTUTAEMbIM C IIOMOIIBIO
muKiocnopuHa A. BeeneHue aHTuTeIa He OBUIO aCCOIMUPOBAHO CO 3HAYUTENBHBIM moaaBicHrueM HLA-DR umu
UTOKepaTHHa-16. BBenenue nukiocrnoputa A Takxke He oka3bIBaso 3HaunMoro 3¢dekra Ha HLA-DR u uunto-
KepaThH-16. DTH NaHHBIC TMOATBEPKAAIOT, YTO AHTUTEIIO MOXKET OBITh A((EKTUBHBIM IS ITOJABIICHUS THIIEP-
TUTA3HMH SMUAEPMEI TIpH Ticopuase. ['ymMaHnu3upoBaHHasi MOJIENb IICOpHa3a Ha MBIIIaX OCHOBaHA HAa YKCICPUMEH-
tax Wrone-Sraith et al., 1996, Dennal injection ofimmunocytes induces psoriasis, J. Clin. Invest., 98:1878-1887.
DTa MOJeNb MPEeNCTaBIseT COO00H eTUHCTBEHHYIO NOCTYIHYIO HOKIMHUYECKYIO MOJENh, B KOTOPOH 3((eKThI
JICKApCTBEHHBIX CPEACTB Ha Pa3BHTHE IICOPHATHYECKOTO MOBPEKICHUS YEJIOBEKa MOXKHO IOJIBEPTaTh MOHHTO-
pUHTY in Vivo. JIJsl OCYyIIEeCTBICHUS 3TOW MOJENN HETOBPEXKIEHHBIE OMONTATH KOXKHU (5 MM) OT TaIMEeHTOB-
JOOPOBOJIBLIEB C TICOPUA30M TPAHCILIAHTHPYIOT UMMYHOIC(UIIUTHBIM PEIUTIMEHTHBIM MbIIIaM.

O/HOBPEMEHHO MAalUEHTHI CIYXAT JIOHOPaMU KPOBH, M3 KOTOPOHM BBIIEISIOT MOHOHYKJICAPHBIC KIICTKH
nepudepnueckoir kposu (PBMC) u 3amopaxusaror. PBMC cTUMynHpyroT cynepaHTHIeHOM B TedeHue 48 4
nepei BHYTPUKOXKHOW NHBEKIMEH B ayTOJIOTHYHYIO TPAHCIUIAHTUPOBAHHYIO KOXKY (3 Hellenu mocie TpaHCIIaH-
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Tauuu). abennpoBaHHble aKTUBUPOBAHHBIE KJIETKU PEArupyIOT ¢ KOXKEH YelloBeKa, YTO MPUBOJIUT K TUIIEPIIPO-
mudepanuu snuaepmuca. Odar MOBPEXKACHUS XapaKTePU3yeTCs YATUHCHHBIMU BBHICTYIAMH (HEPETYISIPHBIMU H
PETYISIPHBIMK) U BBIPAXKCHHON THITEPIUIA3HEH dITHACPMHUCA KEPATUHOIIUTOB C M3MEHEHHOU MU(HEPEHITMPOBKOM.

Matepuaisl U ClIOCOOBI.
Tec'rwpyeMoe BeUWEeCTBO.

MonexynsapHas Macca Ab: 150,000 manbToH.
PacTBopuMoCcTs B BOZe: 20 MD/Mil.
CONpPOBOXOA0IMI KOHTPOJb: PBS.
KoHTpoJibHOe coemmHeHue: luknocnopus A.
MosiekymnsapHasa Macca: 1202, 63 manbToH.
Nocrapmmk: Wako GmbH.

Homep naprtum: EWP5926.

KaranoxHew Homep: 039-16301.

Ycnosus xpaHenua: 2-10°C.

Hocutens st KOHTPOJIBHOTO COSAMHEHUS: Tuapokcunponmienionoza (HPC).
Nocrasumk: Nippon Soda Co., Ltd Japan.

Homep nmaptum: HPC-L 9004-64-2.
KaTajoxHet HoMep: NDA-1011.
YcnoBus xpaHeHmsi: +21°C

Tectupyemoe BemecTBO TECTUPOBAIN B TyMaHU3WPOBAHHOI MOJENH MCOpPHa3a Ha MBIIIaX B OJHOM Belle-
ctBe cocraBa. Coenunaenus xpanwiu npu 4°C no nmpumeneHus. L{ukmocrmopuH A U pacTBOP THAPOKCHUIIPOIIHII-
nemtono3sl (Hocutenb CsA) mpenoctaisimm 1 m3rotasinuBany B TNO. 0,5% THApOKCHIIPONMILEIIIION03Y H3-
TOTaBIIMBAJIM B JUCTUIUIMPOBAHHON BOJE M cTepuim3oBaiy npu temreparype 120°C B Tedenue 25 muH. [Tocie
crepwnzanun HPC xpannmmm npu 4°C no npuMeHeHus. HermocpeacTBeHHO nepesn BHYTPHUOPIOMIMHHBIM BBEjIe-
HHEM Tpedyemoe KoinndecTBO CSA B3BEIIMBAIM M CMELIMBAIN C MCIOJIB30BaHUEM CTYIKU. CTaOMIBHYIO TOMO-
TCHHYIO CYCIIEH3HIO TTOJTy4Yalli CMeIIBaHeM Tpebyemoro koiaudectBa pasmosororo CsA ¢ Hocutenem HPC no
o61ero o6bema 200 MKJI Ha MBIIIb (PECYCIIEHIMPOBAIN B TEUEHHE HECKOJIBKUX CEKYHJ Nepe]l BBEJCHUEM).

Mpimu. ‘

Homenknatypa: NiH-lyst® Foxnl™ Btk™, oz mrramma 201 (romosurotsstit). Mcrounuk: Haubomee 4acTo
HasbBaemblid NIH-III, Ob11 pa3pabdoran B National Institutes of Health, Bethesda. B nonmomuenue k reny nude,
KOTOPBII IPUBOIUT K OTCYTCTBHIO THMYCa M T-KJIETOYHOH (D)yHKINH, 3Ta MBIIIb 00JIafaeT ABYMS IPYTUMH MYy-
TaIUsIMHU, BOKHBIMH JIS PEeryJsInud GYHKIIMH IMMYHHO# crcTeMbl. X o6o3Hadanu kak x-linked immune defect
(xid) m beige (bg). Mpimm beige umeroT Tspkenbid AegunmT ectecTBeHHBIX KniepHbIX (NK) knetok (Roder et
al., 1979). Meimm ¢ myrtanueii xid uMeroT QyHKIIMOHATBHBIE AedekThl B B-mumdonurax (Scher et al., 1980).
OTOT TPOHHOM NeUIUT OKa3bIBaeT TOT 3P(EKT, YTO ITH MBIIIN MOTYT CIY)KUTh B KaUECTBE XO3sI€B ISl OITyXO-
JIEBBIX JIMHUH, KOTOpbIE He OyIyT pacTH WM pacTyT OYeHb MeuleHHO y Mblmei nude. Ilepecanka mbiniam bg-
nu-xid TeMOMOITHYECKUX CTBOJIOBBIX KIETOK denoBeka ommcana Kamel-Reid and Dick (1988). Cremens T-
He3aBUCHMBIX aepunnToB B-mumdonuros u NK-xietox y NIH-III ve 6puta onpenenena. LBer: numieHHbIEe BO-
JI0C, KOKa, TUTMEHTHPOBAaHHAsI OT CBETJIO-CEPOT'0 JI0 TEMHO-CEPOTO IIBETA.

Camsr mereit BNX (NIH 111, romo3uroTtHbie) B Bo3pacte 8 Henens mocraBisuuck Charles River (US) u
noctaBsuIiuch B TNO. VX akKIMMaTH3UPOBAIH K JTa00OPATOPHBIM YCIOBUSM B TEUSHHUE 1O MEHBIIICH Mepe 7 Cy-
TOK IIepe]] TpaHCIUIaHTanueil. Mplmeit qepany B BEHTHINPYEMbIX KOMHATaX ¢ BO3IyXOOOMEHOM, COCTaBIISIO-
mmM 9-11 B 1 9, n mognepxxuBanu npu temmeparype 22 + 3°C 1 OTHOCHTENBFHON cpeqHer BIaxkHocTH 55% (40-
70%). OcBemnieHne ObUTO UCKYCCTBEHHBIM C ITOCIIEAOBATENBHOCTRIO 12 1 cBeta u 12 9 TemuoThL. Ilepen Tpanc-
TUTAaHTANMEH MBIIMICH M0 OTIENBHOCTH COAEPKaNX B KJIETKAaX M3 MAaKpOJIOHA 2 THIIa Ha ommikax. [locme tpanc-
TUTAHTAIMK MBIIIEH CONEp KAy MO OTAEIBHOCTH B BEHTWIMPYEMBIX KiIeTKaX. /[aHHBIE O COCTOSHUH 3TOPOBBS
9THX MBIIIEH, IOIyYeHHBIE OT MTOCTABIINKA, T0KAa3aJIH OTCYTCTBHE ATOTEHOB B ATUX )KUBOTHBIX.

[epen TpaHcmIaHTanMel y MbIIIeH MX HMOABEPrajy aKKiIMMaru3anuu B Tedenue 1 Henenu. [locie Tpanc-
TUTAHTAIMN MBIICH ¢ MPUKUBICHHBIMH TPAHCIUIAHTATAMH (KaK OLCHHBAIH IPH MAaKPOCKOIMYECKOM 00CIen0-
BaHWM B OTHOLIEHWH OOIIEro BHEUIHEro BUJA, MOBPEXKICHUH, paH, YIJIOTHEHHUS W MOKPACHEHHMS) CIy4aiHBIM
00pa3zoM pasnessuIi 1Mo TpymiaM BBeleHUs. VIcronb30BaHHbIE KPUTEPUH PaHIOMH3ALUH MPEICTaBIISUIN COO0M
Ipe0TBpalleHue:

1) oObeqMHEHHSI COBIABIINX JOHOPHBIX OMONTATOB B TPYIIITY;

2) pacrpeneneHus COBIIABIINX JOHOPHBIX OMONTATOB B TPYIIIBI C MOBBIIIAIONIMMHICS H03aMH, HACKOJIBKO
3TO BO3MOXHO.

[ecTpaecsaT OQHY MOIBEPTIIYIOCS TPAHCIUIAHTALIMN MBIIIH (BCETO M3 72 MOABEPTIINXCS TPAHCIIIAHTAINH
MBIIIEH) CUUTAIH MPUTOIHBIMU JIJIsl BKITIOUCHHS B HCCIIEAOBAHUE W ATO IPUBEINO K 9 Tpymmam Mermeit (ot 6 1o 7
MBIIeH Ha rpymy). 3aTeM aktuBupoBaHHbie PBMC ot marmentos (0,5x10%/Tpancriantar) HHbEIMpOBANA B
aytosorudnbie TpaHcruianTaTsl (0 cytkn). Kak npaBuio, ¢penorursl aktuBupoBanHbix PBMC (Tiocne KyJIbTHBH-
poBaHus B TeueHUe 48 U U mepel HHbEKIMEeH) KaK PEeryJIsipHO OIpeelsul IIPOTOYHON [IUTOMETpHEH (HE OLIeHH-
BaJIM B 9TOM HCCIIEOBaHNH) MOKa3bIBatoT KieTku CD3+ (20-85% ot obmielt momymsiiun KieTok), kinetku CD4+
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(20-60% ot o6mett momynsuu CD3), knetkun CD8+ (20-55% ot o6mieit nomynsiiun CD3), CD4+CD8+ (5-20%
ot obmeit nonyssiuuu CD3), xierku CD25+ (30-65% ot obmelt nomymsiunu CD3), xnetkn HLA-DR+ (5-20%
ot obme# nomysimuu CD3), o6venunaennsie kietkn CD69+HLA-DR+ (10-55% ot o6me#t nomymsmun CD3),
kaetku CD54+ (50-85% ot obmeit momymsnun CD3) u xiretku CD49d+ (10-60% ot o6meit momyssiuu CD3).
Kpome Toro, 60IBIIMHCTBO MapKepOB aKTUBAIIMH M MUTPAINH, YIIOMSIHYTHIX BBIIIE, aKTHBUPYIOTCS 110 CpaBHE-
Huto ¢ 0 cytkamu wium nocie 1 cyrok aktuBanuu SEB in vitro.

MpImaM poBOAUIN BBeACHHE € -1 cyTOK 70 21 CyTOK BHYTpHUOPIOMMHHBIM BBeaeHneM 200 MK coenn-
HEHUS WM HOcHTeNs. B KOHTpoibHOH rpymme nepopanbHo BBoawH CsA. DddekT BBeneHns aHTUTENA TIPOTHB
IL23p19 ouenunBany B MCCIEIOBaHNM B TeueHHE 21 CYTOK NpH €KEHEAETHHOM BHYTPHOPIOIIMHHOM J03MPOBa-
HuK 10 mr/kr. Melimm, KoTopbiM BBoawiM Hocutens (PBS), cnyxnim B kadecTBe OTPHLIATEIBHOTO KOHTPOJIS.
Huxsocniopun A (20 mr/kr, epopajibHO) BBOJWIM OJUH pa3 B CYyTKH B TeueHHE 21 CYTOK, M OH CIIy>KHJI B Kayue-
CTBE ITOJIOXKHUTEILHOTO KOHTPOJIS. Maccy Tenla U3MEPsUTH pa3 B HEJEI0, HadlHas 332 TpOe CYTOK JI0 Hayaja Jie-
YeHUSL.

ITapameTps! ucxona:

TOJIIIMHA TTHAEpMHCcA (MKM);

HLA-DR (amunepmuc);

Ki-67 (armpepmmc);

[uroxeparnn-16 (3nmaepmuc).

[Tomy4yerne 6ronTaTOB KOKM M TPAHCIUIAHTAIINS.

OT Bcex JIOHOPOB KOXKH TONTyYaian HHGpOpPMHUpOBaHHOE coriacue. Bee B3pociple ManueHTs ObIIH AHArHo-
CTHPOBAHBI JAEPMATOJIOTOM KaK IMalHeHTHI, CTpajarolue rncopruasoM. [lanmenTs He cTpagaiy OOIIUPHBIM TICO-
puazom u ux nokazatenb PASI e npesiman 6. IlanpenTaM He MpoBoAMIIM (OTOTEPANHIO WIN KaKyIO-THOO
CHUCTEMHYIO Tepanuio (HampuMep, METOTPEKCaTOM, IUKJIOCTIOPUHOM WM JIt000# HampaBinenHoi Ha TNF-a te-
pammeii). [TarieHTOB NpUHUMAIN B KaueCTBE JOHOPOB, €CJIM OHM MECTHO NPUMEHSIIM KOPTUKOCTEPOHIBI, KOT/Ia
HEoOX0IMMO, MJIM OCHOBHBIC KPEMBI ISl MPO(QHUIAKTUKY BHICYIIUBAHUS KOXH. [1oJ1, BO3pacT uin aHaMHe3 Tede-
HUsI/aHaMHe3 JKU3HM 3a00JIeBaHMsI HE OBUTH YaCThIO KPUTEPUEB IS BKIIIOUYCHHS WM HCKITIOYCHUSL.

OT Ka)XZ0TOo TMalUeHTa ¢ IICOPUAa30M MOJTydall TpH OMonTaTa HEMOBPEKACHHOH KOXH (IMAaMETPOM 5 MM)
n npubmmsuTeabHo 30 Ma kposu. ITocme 3ab6opa OHMONTATOB KOKH W YAAJEHUS MOAKOKHOTO XHUpa OHOTITATHI
KOXKH XPaHWIN B CTEPMIIBHBIX TMPOOUPKax, CONEPKAIINX CTEPIIIbHBIC XUPYPTrHUecKrue OWHTHI, CMOYEHHEIE (-
3HOJIOTHYECKUM PacTBOPOM TpH TeMIieparype npuoimsurenbHo +4°C. TlepeBo3Ky KOXKH W KPOBH B J1abopato-
pHIO TIPOBOJMIIN B TeUeHHE 7 4 mocie coopa. MoHOHYKIIeapHbIe KIeTKu nepudepudeckoit kposu (PBMC) BbI-
JIEJISTA U3 KPOBY IIEHTPU(PYTUPOBAHNEM B TPAJAMEHTE TUIOTHOCTH M 3aMopaxuBaiin mipu -140°C.

buonTaThl KOXHW TPaHCIUTAHTUPOBAIM UMMYHOACPHUIIMTHEIM MblaM BNX Ha ypoBHE MOBEPXHOCTHOTO
CJI0S KOXH (3aHs1s1 00J1acTh IIen) MOCJie XUPYPIHIEeCKOro yaleHus: KOXKH MBIIIeH 1o Bceil Tonmmue. bronra-
TaMM KOXKM YeJIOBEKa 3aMEHSJIM YaCTUYHO YAAICHHYIO KOKY MBIIIM M HOKPHIBAJIM XUPYpPTUUECKOH jeHToi Op-
site (Smith and Nephew, Hoofddorp, The Netherlands) ¢ mocneayronmm peryaspHbIM HaHECEHHEM XUpypTuye-
CKOH JIeHTHI. MBIl pOBEPSUTH OJMH pa3 B CYTKH B OTHOLIEHHH LIEJIOCTHOCTH OMHTOB. B ciydae nortepu uim
MOBpEXeHNs! OMHTA Cpa3y UCIIOJIb30BAIHM HOBBIH OMHT.

Uepes Tpu HelenH IMociie TPAHCIUIAHTAIIMKA OMONTaThl XOPOIIO BCTPAMBAJNCh B TKaHb MBIIIN; OHH COXpa-
HSUIM BCE YeNIOBEYECKHE CBOMCTBA M HE 3apacTajy TKaHbI0 MBIIH. llepen pasmeneHueM ciaydalHBIM 00pa3oM
MBIIIEH B Pa3NUYHbIC TPYIIIBI 10 BBEACHUIO OMONTATHI MMOABEPTaI CKPHHUHTY M PETUCTPUPOBAIN MX OOIIHH
BHEIITHUI BHUII, TOBPESKIACHNS WM PAHBI M OTIMYNS OKPACKH KOKH OMONTATOB, MpHHAMISKANX ToHOPY. [locme
3TOTO B UCCIIEIOBAHNE BKIIFOYAJIH TOJHKO HHTAKTHBIC OMONITATHl M MIX CITy4aifHBIM 00pa3oM pa3aessuii, Kak OITH-
caHo BbIIIe. bronTaTel He BKIIOYANIH B CIydae MOBPEXKICHHS/PaH WM B CIydae OHOMNTATOB, IPHHAUICKALIIX
OJTHOMY JIOHOPY, 3HAYMTEILHO OTJIMYAIOIIMXCS 10 OKPAacKe KOXKH. 3aTe€M B OTH BCTPOCHHBIE M BKJIIOYEHHEIC B
MCCIIeIOBaHNE TPAHCIUIAHTAThl MHBEIMPOBAIN aKTHBUPOBAHHbBIE ayTOJOIMYHBIM cynepanTiureHoM PBMC (cwm.
HIDKE).

JIoHOpHBIE MOHOHYKJICApHbIE KIETKHU Nepu(epruIecKoi KpPOBH.

PBMC ot nonopoB KynsTiBHpOBasM B Teuenne 48 u B IMDM (Biowhitaker, cepust No. 2MB0103), no-
MIOJIHEHHOW 3MOpHOHAJIBHON Tenstubell chiBopoTKor (10%) M cTUMyIMpOBaHHOW 1 MKI/MII SHTEPOTOKCHHOM B.
Staphylococcus (SEB; Toxin Technology, Florida, USA; cepust Ne 51497B) B npucyrctBuu 40 E/Mn pexomOu-
HauTHoro IL-2 genoseka (Preprotech Inc., mocraBisiemsiii Tebu-bio, katamoxubiit Ne 200-02). Kietkn KynbTH-
BHPOBAJIN B 24-TyHOYHBIX KyJbTypalbHBIX IUIaHIIeTax ¢ TuiockuM qHoM (Costar). Tlocie KynIbTHBHPOBAHHS B
TedyeHue 48 4 KIeTKu coOMpain M MpoMBIBaiH 1Ba pa3za PBS, comepxammum 0,5% Obranii CHIBOPOTOYHBIHN ajlb-
6ymuH, 1 oauH pas Tonsko PBS. PBMC pecycnenmuposamu B8 PBS B komiuectse 5x10° sxu3HecmocoOHbIX KiTe-
ToK Ha 1 mut 1 100 MKJI HHBEIIMPOBAIH BHYTPHUKOXHO B ayTOJIOTHYHBIC TPAHCIDIAHTATHl KOXKH U MHHUIIAAIIH
aHOMAJTLHOM TICOpHATHIECKON TU(DHEPSHITMPOBKH.

3aMopakiBaHHNE TKaHEH OMONTAaTOB U KOJUIEKIIMU CHIBOPOTKH.

JIyist mosTydeHusl 4eNoBEeYeCKUX TKaHeH OMNTaToB MbIlIel ymepiuisuin acukcuerd nocpencrsom CO,. bu-
ONITAaThl BBIPE3AIH C COXPAHEHHEM HEOOJIBIION IpaHuIbl MPUKPEIUIEHHOH Koxku Mbinm. Cpasy mocne paccede-
HUS OMomnTathl rmorpysainu B Tissue-Tec 1 3aMOpaXHBAJIK B SKUIIKOM a30Te JUI1 XpaHEHHS B IIOMHUHUEBBIX KOH-
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TelHepax ¢ aTukeTkaMu. Cpasy mocie yMepIuBJIeHUS KpPOBb COOMpalI B HE BBI3BIBAIOIIME KOATYJISALUH TPOOUp-
KM TIOCPEJICTBOM ITyHKIIMH cepata. OOpas3nam KpoBH IO3BOJISUIM CBOPAUMBATHCS TPY KOMHATHOW TeMIeparType B
teuenue 45 muH. [lepen nentpudyruposanuem (1400 o6/mun B Teuenune 10 mun nipu 4°C) 06pa3ibl mOMeIaIn
B Taronuit eq Ha 1 4. Cpa3y nocie neHTpuyrupoBaHus CyliepHaTaHThI CBIBOPOTKH COOMpAITA ¥ XPaHMIIH TIPH -
80°C.

I'ucronoruueckas oneHka

[IpoBomMIIM THCTONOTHYECKOE OKPALIMBAHKE 3aMOPOKEHHBIX TKaHel. M3roTaBivBany AuaroHadbHBIE I10-
nepednsie cpesbl (10 MKM), OXBaTBHIBAIOIINE BCE CIIOM KOXKH (HE TMOKa3aHO: PacrlojiO’KEHHBIE B BEPXHEH dacTh
POTOBOTO CJIOS M SMUICPMHUCA TPAHCIUIAHTUPOBAHHOTO OHMOTTATa; TKAHW MBIIITH ()OPMHUPYIOT OCHOBY JUISI TPAHC-
TUTAHTHPOBAHHOW KOXKH YCIIOBEKA).

OxkpammBaHie TeMaTOKCHIMHOM JUISL OMIPECIICHIS TOMIIUHBI AUAACPMICA.

Tpu cpe3a, BEIOpaHHBIX U3 IICHTpPAa OMONTATa, OKPANTHBAIN TEMAaTOKCHINHOM-303UWHOM U OICHUBAIH MPH
200-xpaTHOM yBesnnueHHWH. V3MepeHne TONMIMHBI IIPOBOAMIN C MCHOJB30BAaHUEM CHCTEMBI Ul 00pabOTKH U
ananmza n3obpaxennit LeicaQWin (Leica Imaging Systems Ltd., version 2.2a, Cambridge, England). Tonmuny
YIUTOTHEHHS U3MEPSUTH B KaUeCTBE PEMPE3EHTaTUBHOTO IpUMeEpa pa3BUTHS NOBpeKAeHNH. Ecny umenucy sBHbIC
YIUTOTHEHUS (WM 00J1acTH MEXy YIUIOTHEHUSAMH), OJTHO CpelHee 3HaUCHHE MPUBOIUTCS UCXOA U3 TPEATIOIO-
JKEHHS, YTO SMUACPMIC NPEACTABISIET cO00i 0HO MIMHHOE YIUIOTHEHHE. M3 KaXKIoTo cpe3a pe3yinbTaT MUHH-
MYM U3 4 MUKPOCKOITMYECKUX TI0JICH BKITIOUAIH B ITOKAa3aTeb CPEAHEH TONIIMHEL. M3 3TOTO CPeTHION TOIIIIMHY
amuaepMmuca (" CKOpPEKUPOBAHHYIO'") BRIYHCIISIOT KOPPEKIMEH 10 MUKPOCKOTTMUECKOMY YBEIHUEHUIO.

OxpammuBanue HLA-DR.

JIBa cpe3a Ha OmonTaTr okpammBaaM aHTHTeIOM MbIIM npotuB HLA-DR uenoseka (anturen NCL-LN3
Nova Castra, maptust 109207) u oneHuBaiM nmpyu MHUKpockonudeckoM yBenudeHnu 400x. OOmiee KOIMIecTBO
MOJIOXKHUTEIBHBIX KJIETOK B SMUICPMHUCE B PEIPE3CHTATUBHBIX CpPe3axX OMPENCISUIH U MPEACTABIIN B Ka4eCTBE
KonuyecTBa nmoyiokutedabHbix 1o HLA-DR xnerok Ha mone. s kaxaoro cpesa pe3ysibTaT MUHUMYM U3 4 MUK-
POCKOIIMYECKHX TOJICH BKIIOYAIM B ITOKa3aTeNb CPEAHET0 3HaYeHUs. [IMMyHOIHCTOXNMHYECKOE OKPAIIBaHHUE
SMMIEPMBI M JIEPMBI OuYara MOBPEXJICHMsS IMAlMCHTOB C TICOPHA30M IIOKa3bIBACT IMOBBIIICHHYIO SKCIPECCUIO
HLA-DR, obecnieunBas JOTOJHUTEIHFHO TOATBEPIKICHUE THITOTE3BI O TOM, YTO HMMYHOJIOTHUECKHE MEXaHU3MBI
WTPaIOT BAXXHYIO POJIb B TaTOT'eHe3e Ticoprasa, cM. Takxke Gotlieb et al., J. Exp. Med, 1986].

OxpammBanue Ki-67 (mponudepaiins KepaTHHOIIUTOB).

JIBa cpesa okpamnmBaiy aHTUTEToM MbIH potuB Ki-67 yenoseka (BD Biosciences 556003) u oneHuBaIN
pu MUKpockonndeckoM yBemmueHuH 400x. OOIee KOJMYECTBO MOJIOKUTENBHBIX KIETOK B SMHJIEPMHCE B pe-
MIPE3CHTATUBHBIX Cpe3ax OMpPEIesUIH M MPEACTABIUIN B KaueCTBE KOJIMYECTBA MOJIOKHUTENBHBIX 10 Ki-67 Kite-
ToK Ha | MM?. JIJIst KaXKIOT0 cpesa pe3y/nbTaT MEHAMYM 13 4 MHKPOCKOIMIHYECKHX T071eil BKITIOUAIIHN B IIOKa3aTelh
cpennero 3HadeHws. [Ki-67 mpeacraBiseT coOOr CHEIUPUIHBIN K KICTOYHOMY ITUKITY O€IOK, KOTOPBIA MOXKET
BBISIBIITH AKTUBHO NIENSAIINECS KICTKU. B mcopmaTwyeckux moBpexIeHusx koxu Ki-67 mpenctaBiseT coboi
BBICOKO CITCI[U(HYHBIN MapKep TUIEPIPOTU(EpaIlii KePATUHONUTOB WIH SIHIECPMHUCA, KOTOpasl SIBIACTCS KITFO-
4YeBBIM PU3HAKOM IIcopHrasa, cM. Takxke Wraight et al., J. Invest. Dermatol., 1997].

OxpamuBanue CK-16 (3xcnpeccus nurokepaTisa 16).

OmuH penpe3eHTATHBHBIA Cpe3 OKpAIMBaIM AHTHTEIOM MEIIN IMPOTUB IIMTOKEpaTHHA-16 dYemoBeka
(Chemicon, xaranoxusiii Noe CBL273, exp date Feb 2007) u oueHnBanm npu MUKPOCKOITMYECKOM YBEIHYECHUH
400x. DKCHpecCcHI0 MUTOKEPaTHHA-16 B 3MUACpMICE ONPEACSUIA B COOTBETCTBHU CO CIIOCOOOM H3MEpEHHS C
onenkoii pacnpenenenns CK-16 mo 3-6anpHol mikane, ommcanHoi de Jongh et al., J. Invest. Dermatol.,
125:1163-1173, 2005. B cooTBeTCTBHH C OLIEHOYHOU IIKasioi moka3atenb 0 coorBeTcTBYeT oTcyTcTBHIO CK-16,
MoKaszaTedb 1 COOTBETCTBYeT HeogHOopomHoMmy pactpeneneHmio CK-16 u moka3zaTens 2 COOTBETCTBYET HEIpe-
peiBHOMY pactpeaenennto CK-16. Jlnst kaxxaoro cpe3a Ouonrara OlEHUBAIH MOJHYIO JUIHHY dnuaepmuca. Or-
peneNnsaay M MPeACTaBIsUIN COBOKYIHBIE MOKa3aTelIH M BCTPEYaeMOCTh Ha rpymiy. [Perymsmms nuddepeHim-
POBKH KEpaTHHOIIUTOB OCOOCHHO Ba)KHA IPHU IICOPHA3e U OJHUM H3 BaXKHBIX MapKepOB THITEPIPOIH(EepaTuBHON
u muddepeHmpyomeics: ICOpHaTHYECcKOil KOXHU SBISIETCSl LIMTOKepaTnH-16, cM. Taroke Bigliardi et al., J. In-
vest. Dermatol., 2000].

CraTHCTHYeCKUC aHATH3HI.

OCHOBHBIE CTaTUCTHYECKUE AHAIN3bI MPOBOIMIM CIEIYIONMM 00pa3oM: 3HAYMMOCTh OTIMYUN MEXKITy
BCEMH TpyNNaMU 10 JICYEHUIO TECTUPOBAIM C MCIOJIb30BaHMEM BapuanuoHHoro a”amusa (ANOVA). ITlocne
kaxoro 3HaunMoro ANOVA crienoBanu Tectel LSD (HauMEHBIIET0 3HAYUMOTO OTJIMYHSA) C IIETBI0 OTpe/ieie-
HUS 3HAYUMOCTH OTJIMYUN MEXIy TpYyNIol BBEJAEHUS U KOHTPOJIBHOU rpymnmnoil. Bech cratuctuueckuit aHaimus
TIPOBOVIIN C UCTIOIH30BAHUEM CTATUCTHUECKOTO mporpammHoro obdecnedenus SPSS 11.5 gna Windows (SPSS
Inc., Chicago, IL, USA).

Hurepriperanus 3HaUeHUH p:

p<0,05 yka3pIBaeT Ha CTATHCTHYECKU 3HAYUMBIC OTIINIHSA,

0,05<p< 0,10 paccMaTpuBanu Kak TeHICHLUIO,

p>0,10 cunTanu He3HAYUMBIM.

Mpim, kotopsiM BBOmM PBS, mpencranensl kak "Hocurens". Meimmy, KoTopbiM BBOAWIH 20 MI/KT
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IUKJIOCTIOpHHA A, ipesicTaBieHs! Kak "CsA (20 mr/kr)".

TpaHcrutanTarys.

Jlms 3TOTO HMCCIIeOBaHMS OT KaXI0TO U3 24 MAIMEeHTOB C IICOPHA30M TIOJTyJalld TPHU OHOIITaTa HEMOBPEK-
JIEHHOU KpoBH ¥ OT 26 1mo 30 M xpoBu. Takum o06pa3om, Bcero TpaHCIDIAHTHpOBaM 72 OwonTata. Yepes Tpu
HEJIeJH TOCIie TPAaHCIUIAaHTauuH |1 TpaHCIUIAHTATOB CUMTANIM HEIPUTOMHBIMHA JUIS BKITIOUEHHS B WCCIICIOBAHIE.
Takum 006pa3oMm, B 3TO HCCIICAOBAHUE MOXKHO OBIJIO BKIFOUHTE Bcero 61 MbImb (85%). s pasneneHus ciydaii-
HBIM 00pa3oM W KPHUTEPHUEB BKIIOYCHHUS CM. Takxke "2.2 cxema uccienoBanms" w "2.5 mpenaparbl OHONTATOB
KOXH M TPaHCIIaHTAIHA".

Bcenencreue hoHOBOTO OKparmmBaHus (Jlake IOCIE MOBTOPHOTO OKPALIMBAHMS CBEKMX HOBBIX 00pasloB
TKaHel) HeKoTopble cpe3bl, okparieHHble o HLA-DR, Henb3st 0610 onieHNTh. OKpanieHHble KOHTPOJIH MTOKa3a-
JM OTCYTCTBHE HEPABHOMEPHOCTH (CM. HIKE) M, K COXKAJICHHIO, 3TOMY HEeT oObsicHeHHs. KoHTponu, KoTopble
MCIIOJIb30BANIN, IPEICTABILUIN CO00I KOHTPOJIBHBIA cpe3 TKaHH, KOTOPBIH MOKa3al pe3yJbTaThl, CXOJHbIE C pe-
3yJIbTaTaMH{ MPEIIECTBYIOMNX SKCIEPHUMEHTOB, KOHTPOJIBHBIN CPe3 TKAaHH MOBPEKACHHOM KOXH, KOTOPBIH MO-
Ka3aJl COOTBETCTBYIOIYI0 sKcnpeccrio HLA-DR, kak B mpe/mecTByIOMNX UCCIEIOBaHUAX, M B 3aKIIIOYCHHUE, HA
TUCTOJIOTHYECKHE CTEeKJIa OBLI BKIIIOUEH Cpe3 TKaHW ¢ KOHTPOJBHBIM aHTUTeNIOM u3oTuna 1gG2b, koTopslii He
TIOKAa3aJl JIOKHOIIOJIOKUTEIHHBIX PE3YIbTaTOB MIIM BBICOKOT'O (DOHOBOTO OKpAIIHBAHMSL.

XapaKkTepUCTUKN TECTUPYEMOUN MOJIETH.

l'ucronormueckas oreHKa MbIIIeH, KOTOPBIM BBOJIUIIM HOCUTEINb, Yepe3 21 cyTku mocie nabeknuu PBMC,
aKTHUBHPOBAHHBIX TIocpencTBoM SEB, mokasana cpenHioro Tommuny smmaepmuca 176,8 £ 28,1, 29,7 + 8,0 nomo-
KUTEITbHBIX 10 Ki-67 kietok Ha 1 MM® B smuaepmuce, 14,9 + 7,1 momoxkurenpHbix mo HLA-DR kietok Ha 1
MM” B SIHIEPMHCE ¥ CYMMAapHbIi Tokasatens 6 s sxcnpeccun CK-16 B smugepmuce.

Beenenne CsA mpuBOoAWIO K 3HAUMMOMY CHIDKEHHMIO TONIIMHBI snuaepmuca po 1055 + 11,3 Mxm
(p=0,003) 0 cpaBHEHHIO C MBIIIAMH, KOTOPBIM BBOJMJIM HOCHTEINb. DTH PE3yNbTaThl cOOTBETCTBYIOT 40% CHH-
JKEHHUIO TI0 CPaBHEHHIO ¢ HocuresaeM. KonndecTBo monokutenbHbIX 1o Ki-67 KIeToK 3HaYMMO CHU3WIOCH JI0
15,6 + 4,3 na 1 mm?*; p=0,027.

Kommuecto monoxurtensubix 1o HLA-DR kneTok cHmkanocs 10 9,6 + 4,6 na 1 MM2, HO 3TOT 3¢ ekt He
JIOCTHAT CTAaTUCTHUYECKOH 3HaunMocTH. Dkcrpeccuss CK-16 cHU3MIach 10 CyMMapHOTO IOKa3aTelns 3, HO ATOT
3¢ ¢dexT He AOCTUT 3HAYMMOCTH. HW OgHO M3 BBEIEHHMI HE MOKAa3alo 3HAYMMBIX M3MEHEHWI MacChl Teda IO
CPaBHEHHIO C HOCHUTEIIEM.

DddexT nedeHns aHTUTEIOM.

TomuuHa snuaepMuca.

Jleuenune anTuresnom npotus 1L23p19 nokazano 3HaUNTENBHOE MTOJABICHNE TOJMIIMHEI anuaepmuca (120,0
+ 17,4 mxm) npu go3e 10 mr/kr (p=0,020).

Ki-67.

BayTtpubprommnaHoe BBeaeHue antutena npotuB L23pl9 B mosuposke 10 MI/Kr mpHBENO K 3HAYUMOMY
nozaasieHuro npoaudeparun keparunonuros (p=0,010).

HLA-DR.

BBenenne He OBUTO aCCOIMUPOBAHO CO 3HAYMTEIHLHBIM ToaBneHremM HLA-DR.

CK-16.

Xots sxcnpeccust CK-16 Oblia OTYETIMBO acCOIMUPOBAHA ¢ MHTHOUTOPHBIM d()PEeKTOM IMmociie BBEIECHUS
CsA u aatutena nmpotus [L23p19, addekt BBeneHUS HE TOCTHT CTATUCTUIECKOW 3HAYUMOCTH.

3aKroYeHNS.

B sToM nccnenoBannu antureso npotus [L23p19, BBogrMoe BHYTPHOPIOIIMHHO OAWMH pa3 B HEAENTIO B JI0-
3upoBKe 10 MI/KT, OIIEHMBaIM B OTHOIIEHHH ero 3()(eKTa Ha pa3BUTHE NICOpHAa3a B HEITOBPEXKICHHOW KOXKE OT
MalMEeHTOB C NICOPHUA30M, TPAHCIIAHTHPOBAHHOW MMMYHOIE(DUIIUTHBIM MBIIIaM.

Jleyenne HaumHaIM 32 1 CYTKHM O MHBEKIWHU ayTOJOTMYHBIX aKTUBHPOBAHHBIX T-KJIETOK M MPOJOIKAIN
10 21 cyrok mocne nHbekunu PBMC. Beenenne PBS (HocuTenb) CiryXuiao B KadecTBE OTPHLATEIBHOTO KOH-
tpoist. Lukiocnopun A (20 MI/Kr, mepopaibHO) CIYKWI B KaUeCTBE IOJIOKHUTEILHOTO KOHTpousl. OLeHnBau
Maccy Telia, TONMUHY SIMHIEPMUCA, TPOTUQPEPAUI0 KEPATHHOIMTOB (MOJIOKHUTETbHBIE 10 Ki-67 KIeTKH), moka-
3aTelb IUTOKepaTHHA-16 U KOJMYIECTBO MOJIOKHTEIhHBIX 10 HLA-DR kierok.

Beenenne CsA 3HaYMMO ITOAABISUIO YTONIICHHUE THICPMHUCA U IPOIH(pepaInio KepaTHHONTOB (TTOI0KH-
tenpHBIE 110 Ki-67 xiretkn) Ha 40% (p=0,007) 1 53% (p=0,027) COOTBETCTBEHHO IO CPAaBHEHHIO C KOHTPOJIEM B
BHJe HocuTens. Beenenne anturena npotuB [L23p19 B xonmmdectBe 10 MI/Kr mokazano 3HaYMMBIH 3G QeKT Ha
MOJaBJICHHUE MHCPMAIBFHOTO yToNIeHus Ha 32% u npommdeparmro keparnHonuToB (Ki-67) Ha 41% mo cpas-
HEHUIO C KOHTPOJIEM B BHJIE HOCHTEIIS.

Hu onue u3 ciocoOoB BBeeHHS HE MMOKa3all 3HaUMMOro MHruOuposanus sxcrpeccun HLA-DR wmn CK-
16. OtcyrcrBue 3¢ dextuBHOCTH CSA MM JIFOOOTO M3 COSAMHEHUH B oTHOIIEeHUN 3kcnpeccudn HLA-DR moxer
OBITH ACCOLIMMPOBAHO C HEIOCTATOYHOH MMMYHOJIOTMYECKONH aKTHBHOCTBIO, KaK ONpPENENsioT, TJIaBHEIM 00pa-
30M, 1o 3xcnpeccun HLA-DR Bo Bpems ymepmisnenust Mmolmei, dyepe3 21 cytku nocne uabekiuun PBMC. Ilo
CPaBHEHHIO C paHee IPOBOJMMBIMU HCCIICIOBAHMSIMH PE3YNbTaThl MMOKA3bIBAIOT MEHBIIYIO 3Kcnpeccnio HLA-
DR 6e3 cymectBeHHOTO 00BsIcCHEHUS. Kpome TOro, HM OJHO M3 COETUHEHHWH He Toka3ano dddekra Ha Maccy
Tenma. Maccy Tena OLEHHBAIHM C YYETOM COCTOSHUS >KUBOTHOrO. CHIDKEHHE MAacChl MM HHIHOMpPOBaHHUE POCTa

-50 -



019476

ABJISIETCS OOBIYHBIM MTOOOYHBIM 3()(EKTOM, INIaBHBIM 00pa3oM, BBeAeHUs MblmaM CSA MM HMMYHOAEHPECCHB-
HBIX cpelcTB. B o0mieM, neyenue antutenom npotuB 1L23p19 kaxeTcs mepcneKTHBHBIM MOIXOJ0M JUIs Jieue-
HUA TICOpHa3a.

Tabmmma 11
TonumHa Ki-67 HLA-DR |Cymmapuwin  [Macca Tenas
anuaepmuca @ 1 nokazatenb y [KOHEUHbIE MOMEHT
Beedenue . (MKM) Cpenvies sravenye| CPeatee  |BCTPEHAEMOCTL Bpemenm (% ot ) +5D
peaHee aHaueHue 3HadeHne a MCXOAHOW Macchl) +S
SEM +SEM | TgEM [OK16@
Hocutens 176.8 £28.1 29.7+80 14.9+7.1 6(4/7) 109.9 0.7
CsA (20 1055+ 11.3% 15.6+43% 06+46 327 105.9+2.1
MI/KT)
AxtUTENO e
npotus 120.0+17.4 123+37% 79+49 3 (2/6) 1123+ 1.0
IL23p19
(10 mr/kr)

. KonmuecTBO m010)KHTeTbHBIX KIETOK Ha | MM? aTiHaepMuca.
2. T'ucronmornveckasi cucteMa OLEHKH B cooTBeTcTBUM ¢ Jongh et al.; J. Invest.
Dermatol., 125:1163-1173, 2005.

TOJ'IHII/IHa SIUACpMuca:

—

ANOVA P=0,010

nocaenypoume TecTs LSD:

$ p= 0,003 no cpaBHeHMK C HOCUTEJIEM
* p= 0,001 1o cpaBHEHMIO C HOCUTEJIEM
** p= 0,025 no cpaBHeHMIO HOCHTEJIEM
# p< 0,001 no CpaBHEHMIO C HOCUTENEM
## p= 0,063 1o cCpaBHEHMO C HOCUTENEM
& p=0,020 no cpaBHEHVK C HOCMHTEJIEM
Ki-67:

ANOVA P=0,009

nocjienymomme TecTe LSD:

$ p= 0,027 no cpaBHeHMIO C HOCHUTEJEeM

* p= 0,008 no cpaBHeHMIO C HOCUTeJEM

** p= 0,048 no cpaBHEHUIO C HOCHTEJEM

# p= 0,007 mo cpaBHEHMIO C HOCHUTEJIEM

## p= 0,031 no cpaBHEHMIO C HOCUTEJIEM

& p=0,010 no cpaBHEHUI C HOCUTEJIEM

HLA-DR:

ANOVAP=0, 768

CK-16:

ANOVA P=0,573

BODY WEIGHT:

ANOVA P=0, 691

Byner moHsATHO, 94TO 3TO M300pETeHHE MOYKHO NMPUMEHATh Ha MPAKTHKE WHBIM 00pa3oM, 4eM KOHKPETHO

OTIFCAaHO B TIPEIIECTBYIONIEM OIMCAHUN W TIpUMepax. Bo3MOXXHO MHOKECTBO MOIU(HUKAIWA W BapUAHTOB ITO
HacCToOALIEMY I/I306peTeHI/IIO C YUYCTOM IMPEACTABJIICHHBIX BBILIC yKaSaHI/Iﬁ, U, TaKUM 06pa30M, OHH HaXOIATCA B
o0beMe npuitaraeMoi (opMyJIsl H300pETCHHS.
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Tabiumna 1
CrieruduuHOCTS cBsi3pIBaHUs Fab-kanmunatos

Cneunpmuneii ELISA: aHTUDEHE B pacTBOpe Biacore
" UMMOBMIIMBOBaHHEM Fab (saxBar Fab)

MORO# IL-23 IL-23 IL-12 IL-12 P40 IL-23 IL-12

CNTO R&D CNTO R&D R&D CNTO CNTO
4083 + H/o - u/o u/o 16 HET CBASHBaHUA
4086 + H/0 - H/o u/o 36 HeT CBA3WBAHMA; N:3
4185 + H/O - H/O H/0 79 HET CBAZHBaHMA
4190 + u/o - H/o H/o 11 HEeT CBABHBaHMA
4205 + + - - - 140 HeGoNbWOe CBA3LBAHUE®
4217 + + - - - 11 HeGoNbIOe CBABLBaHNKE*
4235 + + - - - 65 HeGOoNbmOe CBASHBaHUE®
4491 + + - - - 190 HET CBA3HBaHUS
4647 + + - - - 12 HET CBAZHBAHUS
4649 + + - - - 7 HET CBABHBAHUA
4651 + + - - - 160 HET CBABHBAHUA
4655 + + - - + 66 HET CBA3HBAHUA
4658 + + - - - 11 HET CBA3LBAHUA
Fabl2A + + + + + 1.1 0.6

Tab6muma 2
IC50 Fab-xkaumnmaros B ananuse hrlL-23/hIL-23R

MORO0# 1C50 [HM]

4083 46+/-39

4086 OTCYTCTBUE [OJIHOTO MHTUOMPOBAHUS
4185 280

4190 4.8 +/-2

4205 38

4217 16

4235 190

4491 10

~ 50% uHruGuposaxne

4647 2.1
4649 0.2 +/-0.2
4651 36
4655 286
4658 0.7

IL-23R-F¢ 1.8+/-18

p—

Tabmuma 3
OxapakTepu3alnus UCXOIHBIX aHTUTEN B (hopMe mADb

BHOXMMMUECKHA BHANKS. Ananua BHONONHECKHA
mAb Casabibanme IL-23 amaLaza | Avanka uwayumpyemoit IL-23 npoaysumn IL-17
CBRILIBAHWS peLenTopa PSTATS e
CreudmunocTs [Pesynerarei FNge Heiirpany-
MORS K CyGbOAUHMLE IL-12AL- [T S e yKasanHoR [ A HaTHBHOro
hriL-23 12Rb1 12Rb1 orueHTpauMU ‘N";s'gﬁ LT LLWZ‘SWH IL-23 cyno
+- all0
4083 (k) p19 - - + +al20 - + + +
4180 (x) p19 - - ) +at 10 - + + ¥
4648 () p19 - - + b - + + +
4658 (A} P - - - ~/+ at 10 - o+ + +
4205 P - - o+ +at1 d - Nid Nid
4217 P’ -~ - I+ -at 1 id ~4+ Nid Nid
4185 P e - -+ -al7 d ~ N/d N/d
4235 [ - -H -at 10 /d - Nid N/d
4090 p19 - - Nid d - Nd N/d
4647 p19 ~ - - -at 10 - - Nid Nid
4491 p19 - - +)- -at 10 - - Nid N/d
4851 pi9 - - +- ~at 10 - - Nid N/d
4085 P19 - - - -at3 - - Nid N/d
4086 p19* - - - ~at5 N/d e Nd Nid
4655 pig* - - - —al 10 B e Nd Nid
4193 IL-12/1L-23p40 - - A+ -at6 +* + Nid Nid
4201 IL-12A1L-23p40 - - Jr N/d + + Nd Nid
4704 IL-12/1.-23p40 Rl o 4 +al 10 + + Nd Nid
Cumeon Onucanve
- QCreyreTaue UHrubuposaHus
-1+ Hebonbwoe nirnbuposatne
/- Cnaboe nenonnoe wirnGuposahne
+ Wurubnposanue
* He canibiBancs co cen3ankbiM ¢ His-lag hiil-23 (or R&D Systems)
e Tyuwe uirubupyer R&D IL-12, yem CNTO iL-12
hieid BoisbiBaeT rnbenb KNETOK B BbICOKOW KOHLEHTPaLWU
N/d He nposoaunmn
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Tabiuma 4A
TTocnenosarensHoctu CDR He V-o6nactu anTHUTEI-KaHIUIATOB
Know # vy | HE-CDR1 H-CDR2 (SEQID NO:) | H-CDR3
(SEQ ID NO:) (SEQ ID NO?) Mpumenanna
4083 1A NYAIS (1) GIIPMFGYANYAQKFQG DIYAGMDV (40) OcHOBHON
sapuant
5028 Coapesanite
|adbduHHoCTH
4190 1A SNYIS (2) SKKGMYGGWTYPLMM | OcHoBHOW
FDL (41) BApUAHT.
5033 CospeBanue
addunHoCTH
5034 CospesaHue
achurHocTN
5036 Cospesanme
agundocTn
5037 Co3pegaHue
b u
5038 CospeBaHue
acpuHHoCTU
5040 Cospesanue
aduHHoCTH
4190x 2,%,2,2,2,%.2,2,2,% YA TIpeackasaHHbli
QKFQOG!! (16)
4205 5 NYWIS (3) WIRPGDSDTRYSPSFEG HYYGMDY (42) QOcHoBHo
(17 BapuaHT
4217 3 VSYISSSGSSTYYADSVK | GIFWSFGNYFAN OCHOBHOR
1.1.1.1.1 G (18) (43) Bapuant
sywit (4)
4649 5 NYWIG (5) IIDPSNSYTNYSPSFQG WYYKPFDV (44) ‘OcHosHON
19 BapuaHT
46497 A yuacrok
TTIMKO3MNNPOBAHNA
46495 Mrsloc 3aMenb
E1
4649d A yuacrok
5041 CospeBaHue
appuHHoCcT
5042 CospesaHune
achuRHOCTY
5043 Cospesatine
adhuHHOCTU
5044 Coapesanue
atpdunHocTH
5045 Coapesatie
appuHHOCTH
5046 EEDEVSEWIKYSPRERE CospesaHine
(27 addUHHOCTH
4649x IIX PXX . SX TX,YSPSF Mpeackasantbiit
QG** (28)
4658 3 SFGMS (6) NISSSGSS—- YWGTPYLMQF DN OcHoBHON
TYYADSVKG (29 45) Bapuant
5039 Cospesanne
&l athepuHHOCTH
5047 NIEHKYLGYATSYAASVK Cospesanne
G (146) adpuHHoCTH
5043 REVRRCY] Cospesanne
adPuHHOCTH
5049 Co3pesaHue
auHHOCTN
5050 Coapesanme
apHURROCTH
5051 Coapesanve
apchunHOCTH
5052 Co3spesaHue
auHHoCcTH
5053 Coapesanue
athPUHHOCTH
5054 CoaspesaHue
aduHHoCTH
5055 CospesaHue
adpunHocTH
5056 S ZLTRRGYK Cospesatne
§2(39) adpuHHOCTN

** X, mpeactasisier coboit D mmm S; X, npeactasisier codoit S, V, D win T;
X5 npexactasiset coboit N, S unu G; X4 npencrasisier codord Y, W, T, H, V,
Sunmm A;
!l Z, nmpexacrasnsier codoit G, I wmm L; Z, npencrasmnser coboit [ wmu S; Z;
npezacrasisier codoit I, P, N wmu D; Z4 npencrasnser coboit P, G unu A; Zs
npencrasisier coboii [, M, P, T, H, N wiu V; Z¢ npencrasnsier coboii F, I, G
wn L; Z; G win I; Zg npexacrasinsier coboit H, Y, N nmn G; Zy npencrapiser
coboit A i T; Z,o npexnctasiser codoid N, W win Y;
++ a; npezcrasiser coboi S wim Aj; a, npeacrasiser codboid T unm G; a3
npencrasisier coboit P mwim L; as mpexacrasisier co6oit S wiu N; as mpen-
cTaBiseT coboit S, M mm L; ag npencrasnser coboit I nnmm V;
## b, npeactasisier codoit T, F, D mnu S; b, npeacrasisier coboii S, I, A, T,
R wm L; by npencrasmnsier coboit N, T, L, S niu G; b, npencrasiser coboit
T,Y,Sum
bs npencrasmsier coboii P win L; by npencrasnser coboii F wmm P.
Bce AHTUTECJIA, DKCIIPECCUPOBAHHBIC KAaK Fab, HMCHOT Q B 3 OoCTaTKe B Vh, a IpHu SKCIPECCUU B KAaYC€CTBEC
mADb GOIBIINHCTBO U3 HUX UMEIOT E B 3 ocraTke.
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Tabiuua 4B
ITocnenoBarensHoctd CDR Lc V-00mactu aHTHTEI-KaHAUIATOB
VL | L-CDR1 L-CDR2 L-CDR3
Knon n
) (SEQIDNO:) | (SEQ ID NO3) (SEQ ID NO3) phmenanna
4083 3 RASQSVLGNYLA | GASSRAT (52) HQYGSISTT (58) OcHosHon
(46} BapUaHT
5267 QQYSHLLIT (59) Cospesatve
adduHHOCTH
5268 QQYSHISLT (60) Cospesarivie
adHUHHOCTH
5269 QQFAHILLT (61) Co3spesahue
adpduHHoCTYH
4190 3 | RASQSVSSNYLA | YASRRAT (53) OQTSNTFFT (62) OcHoBHON
(47) BapuaHt
319057 QQTSNTIPFT Nnioc 3amens E1 1
V86
5029 QQFITYLPT (63) CospeBaHue
apuHHOCTH
5030 QQDALSPFT (64) Co3spesaHue
abhuHHOCTH
5031 QODRGTPFT (65) Cospesanue
aduHHOCTH
5032 QQSLNIPFT (66) Cospesatne
apuHHOCTH
5057 CQDTSSPFT (67) CozpesaHue
adbPuUHHOCTN
4190x QQb, bbb b b FTH# {NpepckasatHbl
(68)
4205 Al SGSSSNIGSYYV | GNTHRPS (54) QTYASLGPGEV OcHoBsHoM
N (48) 69 Bapuaxr
4217 «1 | RASQSIFYNLA | GASNRAT (55) QQYSSEPVT (70) OCHOBHOM
(49) BaphaHT
4649 Al | TGSSSNIGSGYD | GNSKRPS (56) SSWI~-PSSVV OcHoBHoOM
VH (50) (71) BapuaHr
5058 SSWIDIPMMIV Cospesakue
(72) ahUHHOCTH
5059 ASWTDGLSLVV CospesaHue
(73) agpuHHOCTH
5059% ASWIDGLSLVV Mnioc 3amensl Q1,
82
4649x a,s:{;rﬁaza,a4asasv+ MpeackazaHubin
+
4658 22 | TGTSSDVGGYNS | SVSSRPS (57) SSYDTNKPLVV OcHoBHON
VS (51) (75) BapuaHT
i 5060 GSYDVYGREYV Cospesatve
! (76) adHUHHOCTH
5061 SSYYFYLQRIV Coapesanue
(77) athPuHHoCTH
5062 QTYYFSYSGPV Co3speBaHue
(78) athuHHOCTH
5063 GSWDPIFSYEV Co3speBahve
(79) apduHHOCTH
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Tab6muna 4C
HpOI{yHI/IpOBaHHHe, OUYHMIICHHBIC U OLICHCHHBLIC aHTUTCJIA
:gssawe VH VL Fab** MAb* Npumevanns
4083 4083 4083 X X
5028 5028 4083 | x X
5267+ 4083 15267 x (in
progress)
5268** 4083 5268 X (in
progress)
5269%* 4083 5269 X (in
progress)
4190 4190 4190 X X
5033 5033 4190 X
5034 5034 4190 X X
5036 5036 4190 X X
5037 5037 4190 X
5038 5038 4190 X X
5040 5040 4190 X
5040915040 4190% x Obpathan saMeha Vh-Q3 & mAb
5029%% 4190 5029 X
5030%* 4190 5030 X
5031%* 4190 5031 X
5032%* 4190 5032 X
5057** 4190 5057 X
4205 4205 4205 X X
4217 4217 4217 X X
4649 4649 4649 X X
5041 5041 4649 X X
5042 5042 4649 X x
42-58 5042 5058 X Mapa 5058 VL ¢ VH, nuiexHom
y4acTka rnvkoavnuposanus COR2
42-59 5042 5059 X Napa5059 VL ¢ VH, nuwwenHom
yd4acTka rmmkoavnuposanus CDR2
5043 5043 4649 X X
5044 5044 4649 X
5045 5045 4649 X X
45-58 5045 5058 X MNapa 5058 VL ¢ VH, nniuentom
y4acTka rmvkoavnuposanus COR2
45-59 5045 5059 X Napa 5058 VL ¢ VH, nuiuerHom
yyacTka rnvkosunmposanus CDR2
5046 5046 4649 X X
5058 4649 5058 X X
5059 4649 5058 X X
3758 4649r 5058 X
3759 4649r 5069 X
375977 46491 5059 X ObparHas samera Vh-Q3 8 mAb
3658 4649d 5058 X
3659 4649d 5059 X
4658 4658 4658 X X
5039 5039 4658 X X
5047 5047 4658 X X
5048 5048 4658 X X
5049 5049 4658 X X
5050 5050 4658 X X
5051 5051 4658 X
5052 5052 4658 X X
5053 5053 4658 X X
5054 5054 4658 X
5055 5055 4658 X X
5056 5056 4658 X X
5060 4658 5060 X X
5061 4658 5061 X X
5062 4658 5062 X X
5063 4658 5063 X X

* 3a UCKIIOYEHUEM yKka3aHHOro B cronbie "IIpuMedanus’, mojoxeHue 3 B TSKENOMH
nenu npezacrasisuio coboit Q B Fab u E B mAb.

** Jlerkue nenu kammna nocie cospeBanus adpdurHoctu 4083 u 4190 conepikar 3ameHy
T Ha V OTHOCHTENBHO UCXOAHBIX mocnenoBarenbHocteld B FW3 (FAVYYC). V npen-
CTaBJIsCT COO0i OCTATOK SMOPHOHAIBHOTO TUIIA B 3TOM IIOJIOXKCHHH.

# Heckomnbko Fab, mpusenennsix B kauectse Fab "mocie cospesanus adduuuaocTi", mo-
Ka3au HeOOJIBIIYIO arperaluio B MPolLecce OYUCTKH U, TAKUM 00pa3oM, UX HE OLEHH-
Baiy. PaHee uX OLEHUBAIN B KA4ECTBE BAPUAHTOB B BU/IC HEOUMIIICHHBIX 00Pa3IioB.
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Tabnumna 5
Oxapakrepusanus Fab nocie co3peBanus adpGpUHHOCTH: CICIUDUIHOCTB,
HeHTpanu3aius pernentopa u ahhuHHOCTD

Ko [nM) IL-23/ 1L-23/ IL-12 FACS
MORO0# Bubnuoteka | SET (n:1) IL-23R IL-12RB1 (R&DY CneunduyHble (TALL-
1Cs0 [HM] IL-12RB1 ELISA 104)
(n:1-4)
4083 - 1600 71483 OK. OK. O.K. -
5028 H-CDR2 133 043058 | OK 0K O.K. -
5267 2000 0.14 OK. O.K O.K. H/o
5268 L-CDR3 660 0.15 O.K. 0K OK. Hio
5269 960 02 O.K. OK. O.K. Hio
4190 - 4400 13£15 O.K. OK. OK. -
5034 126 0.4£0.15 OK. OK. OK.
5036 H-CDR2 32 032+002] OK OK. O.K.
5038 38 017£005| OK OK. O.K. -
4649 - 1100 12 OK. oK O.K. -
5041 41 007£004| OK OK. O.K. -
5042 4 006£003| OK OK. O.K. -
5043 18 005003 | OK O.K. O.K. -
5044 H-CDR2 43 005004 | OK OK. O.K. -
5045 9 005002 OK OK. O.K.
5046 23 0.08 + 0.01 0.K. OK. OK
5058 L-CDR3 33 011008 | OK OK. O.K.
5059 93 069:072] OK O.K. O.K. -
Tabmuia 6

Oxapaxrepuzanust Fab nocne co3peBanust appuHHOCTH: CrielU(pUIHOCTD,
HeWTpanu3amys perenTtopa u apUHHOCTD

iL-23/ IL-12 FACS
MORO0# BuGnuoTteka Ko [nM] IL-23R IL-23/ (R&D)/ Cneunduyitble (TALL-
SET (n:1) | ICso [HM] | IL-12RB1 | IL-12Rp1 ELISA 104)
(n:1-4)
4658 - 4300 14 O.K. O.K. O.K. -
5039 27 01009 O.K. O.K. O.K -
5047 36 0.13+0.1 O.K. O.K. O.K. -
5048 20 0.1+01 O.K. O.K. O.K. -
5049 7 0.39+0.62 O.K. O.K. O.K. -
5050 H-CDR2 23 0.89+1.15 O.K. O.K. O.K. -
5052 10 0.58 + 0.74 O.K. O.K. oK. -
5053 2 098+13 OK O.K. O.K. -
5055 29 079+10 O.K. O.K O.K. -
5056 65 0.52+0.68 O.K. O.K. O.K. L -
5060 142 1.0+1.14 O.K. O.K. oK -
5061 58 1.25+149 oK oK. QK. -
5062 L-CDR3 98 134+£15 O.K. O.K. O.K. -
5063 69 0.32+0.25 O.K. O.K. O.K. -
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Tabmuna 7
OxapakTepu3alus aHTHTEI Tocie co3peBanms ahGuHHOCTH B hopMaTe mADb:
uHruOupoBanue npoaykiwu IL-17. Marubuposanue cBs3piBanus hrlL-23 ¢
nMMoOuIT30BaHHBIM CITUTHIM OemkoM IL-23R-FC. 3nauenus [C50 u3 KpUBBIX TUTPOBAHUS

mAb 1C50, Mkr/mn
5042 0.00127
5045 0.001396
5040 0.002641
5058 0.002847
5041 0.003007
5054 0.003227
5053 0.00493
5059 0.01062
5044 0.01414
5043 0.01439
5049 0.01616
5048 0.01624
5052 0.0178
5047 0.02342
5050 0.02766
5038 0.02815
5046 0.04281
5029 0.04907
mAb23A 0.05415
5030 0.06458
5051 0.0663
5055 0.09155
5056 0.09198
5028 0.1039
5057 0.1103
5039 0.1606
5036 0.1702
5032 0.1716
5034 0.1854
5063 0.1981
5062 0.1989
5031 0.2149
4190 0.218
4649 0.2758
5033 0.2834
5061 0.3087
5037 0.3364
4083 1.395
4658 1.956

mADb (cM. Tabn. 4C) npuBeneHbl B TOPSAKE CHUKCHHS d(PQPEKTHUBHOCTH. AHTHTENA IOCIE CO3PEBaHUS
CTPYIIIUPOBAaHBl B COOTBETCTBHM MX COOTBETCTBYIOLIMMH HMCXOIHBIMHM aHTUTEIaMH: po3oBblid 1Ber (5028 ot
4083); (5040, 5038, 5029, 5030, 5057, 5036, 5032, 5034, 5033 u 5037 c 4190); (5042, 5045, 5058, 5041, 5059,
5044, 5043, 5046 u 4083 c 4649); (5054, 5053, 5049, 5048, 5052, 5047, 5050, 5051, 5055, 5056, 5039, 5063,
5062 u 5061 ¢ 4658). Mab 23 A npencrasisieT co00it KOHTpoIbHOE MADb MbIy poTHB 1L-23 venoseka.
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Tabmuma 8
[NocnenoBarensHOCTH McXoAHBIX MAD IL-23p19 u nx nponsBoaHbIe MociIe
co3peBaHust ahUHHOCTH ¥ CKOHCTPYHUPOBAaHHbBIC IPONU3BOIHBIC
Cewmeiictso MOR04083
(SEQ ID NOS: 80 & 81)
1

117
4083 Vh (1)

QVOLVQSGAEVKK PGS SVKVSCKASGGTFSNYAL SWVROAPGOGLEWMGGT I PMFGYANYAQKFQGRVT I TADESTSTA
YMELSSLRSEDTAVYYCARDI YAGMDVWGQGTLVIVSS

5028 vh (1}
QVOLVQSGAEVKKPGSSVKVSCKASGGTFSNYALSWVRQAPGOGLEWMGGL LR VFG £t hYAQKFQGRVT ITADESTSTA
YMEL TAVYYCARDI QGTLVIV!
(SEQ ID NOS: 82~85)
1
108
4083 vk (1)
DIVLTQSPATLSLSPGERATLSCRASQSVLGNYLAWYQOKPGOAPRLLIYGASSRATGVPARF DFTLTISSL
EPEDFAVYYCHOYGSISTTFGOGTKVEIK
5268 vk (1)

DIVLTQSPATLSLSPGERATLSCRASQSVLGNYLAWYQQKPGOAPRLLIYGASSRATGVPARFSGSGSGTDFTLTISSL
EPEDFAVYYCQQYshISLTFGQGTKVEIK
5267 vk (1)
DIVLTQSPATLSLSPGERATLSCRASQSVIGNYLARYQQKPGQAPRLLIYGASSRATGVPARFSGSGSGTDEFTLPISSL
EPEDFAVYYCQqQYshliITFGQGTKVEIK
5269 vk (1)
DIVLTQSPATLSLSPGERATLSCRASQSVLENY LAWY QOKPGQAPRLLIYGASSRATGVPARFSGSGSGTDFTLTISSL
EPEDFAVYYCQQfahIlITFGOGTRVEIR

CemeiictBo MOR04190
(SEQ ID NOS: 86-92)
1

127
4190 vh (1)
QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSNY ISWVROAPGQGLEWMGGL I PI FGHANYAQKFQGRVI ITADESTSTA
YMELSSLRSEDTAVYYCARSKKGMYGGWTY PLMMFDLWGQGTLVTVSS
5033 vn (1)

QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSNY I SWVRQAPG IIPPiGNAWYAQKFQGRVTITADESTSTA
YMELSSL TAVYYC TYPLMMFDLWGQGTLVIVSS
5040 vh (1)

QVOLVQSGAEVKKPGSSVKVSCKASGGTPSSNY I SWVRQAPGQGLEWMGI s pgt.ginAy YAQKFQGRVT ITADESTSTA
YMELSSLRSEDTAVYYCARSKKGMYGGWTY PLMMFDLWGQGTLVIVSS
5038 Vh {1) QVQLVOSGAEVKKPGSSVKVSCKASGGTFSSNYISWVRQAPGOGLEWMG~
InahlGgtwYAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARSKKGMYGGWTY PLMMFDLWGQGTLVTIVSS
5034 vh (1)

QVOLVQSGAEVKKPGSSVKVSCKASGGTFSSNYISWVRQAPGOGLEWMG1 IdPnFGgAY YAQKFQGRVT I TADESTSTA
YMELSSLRSEDTAVYYCARSKKGMYGGWT Y PLMMFDLWGQGTLVTVSS

5036 Vn (1)

QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSNY ISWVRQAPGQGLEWMGL IdPvFGOAY YAQKFQGRVTITADESTSTA
YMELSSLRSEDTAVYYC YGGWTYPLMMFDLWGQGTLVT
5037 vn (1)

QVQLVQSGAEVKRPGSSVKVSCKASGGTFSSNY I SWWROAPGQCLEWMGL IAPMFGQAY YAQKFQGRVTI TADESTSTA
YMELSSLRSEDTAVYYCARSKKGMYGGWT Y PLMMFDLWGQGTLVIVSS

{SEQ ID NOS: 93-98)
1

108
4190 Vk (1)
DIVLTQSPATLSLSPGERATLSCRASOSVSSNYLAWYQQOKPGQAPRLLIY YASRRATGVPARFSGSGSGTDFTLTISSL
EPEDFATYYCQOTSNTPFTFGOGTKVEIK
4190%vk (1)
ETIVLTQSPATLSLSPGERATLSCRASQSVSSNYLAWYQOKPGOAPRLLIY YASRRATGVPARFSGSGSGTDFTLTISSL
EPEDFAVYYCQQOTSNTPFTFGQGTKVEIK
5029 vk )
DIVLTQSPATLSLSPGERATLSCRASQSVSSNYLAWYQOKPGQAPRLLI Y YASRRATGVPARFSGSGSGTDFTLTIISSL
EPEDFAVYYCQQEitylpTFGQGTKVEIK
5030 vk 1)
DIVLTQOSPATLSLSPGERATLSCRASQSVSSNYLAWYQQKPGQAPRLLIY YASRRATGVPARE: DFTLTISSL
EPEDFAVYYCQQda)l SPFTFGQGTKVEIK
5031 vk {1)
DIVLTQSPATLSLSPGERATLSCRASQSVSSNYLAWYOQKPGQAPRLLIYYASRRATGVPARFSGSGSGTDFTLIISSL
EPEDFAVYYCQQArgTPFTFGQGTKVELK
5032 vk (1)
DIVLTQSPATLSLSPGERATLSCRASQSVSSNYLAWYQQKPGQAPRLLIYYASRRATGVPARFSGSGSGTDFTLTISSL
EPEDFAVYYCQQs1NiPFTFGQGTKVEIK
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MORO04205

(SEQ ID NO: 99)
116 !
4205 vb (1)

QVQLVQSGAEVKKPGESLKI SCKGSGYSFTNYWI SWVROAPGKGLEWMGWIRPGDSDTRYSPSFEGOVT ISADKSISTA
YLQWSSLKASDTAMY YCARHYYGMDYWGQGTLVTVSS

{SEQ ID NO: 100)
1

110

4205 Vi (1)

DIVLTQPPSVSGAPGQRVIISCSGSSSNIGSYYVNWYQOLPGTAPKLLIYGNTHRPSGVPDRFSGSKSGTSASLAITGL
QSEDEADYYCQTYASLGPGEVFGGGTKLTVL

MOR04217
(SEQ ID NO: 101)
1

121

4217 Vi (1)

QVQLVESGGELVQPGGSLRLSCAASGFTFSSYWI TWVROAPGKGLENVSY I SSSGSS TY YADSVKGRFTISRDNSKNTL
YLOMNSLRAEDTAVYYCARGTFWSFGNYFANWGQGTLVTVSS

(SEQ ID NO: 102)
1

107
4217 Vk (1)

DIVLTQSPATLSLSPGERATLSCRASQSIFYNLAWYQQKPGOAPRLLI YGASNRATGVPARFSGSGSGTDFTLTISSLE
PEDFATYYCQQYSSEPVIFGQGTKVEIK

CemeitctBo MOR04649
(SEQ ID NOS: 103-112)
1

117
4649 Vh (1)

QVQLVQSGAEVKKPGESLKISCKGSGYSFSNYWIGWVROMPGKGLEWMGLIDESNS Y TNY SPSFQGQVT I SADKSISTA
YLOWSSLKASDTAMYYCARWY YKPFDVHGOGTLVTVSS
4649d Vb (1)

OVQLVQSGAEVKKPGESLKISCKCSGY SPSNYWICWVRQMPCKCLEWMCIIDPSNSYTAYSPSFQGQVT ISADKSISTA
YLOWSSLKASDTAMYYCARWYYKPFDVWGOGTLVTVSS
4649r Vh (1)

QVOLVQSGAEVKKPGESLRISCKGSGYSPSNYWIGHVROMPGKGLEWMGIIDPSNSY Tr Y SPSFQGQVTISADKSISTA
YLOWSSLKASDTAMYYCARWYYKPFDVWGQGTLVIVSS
4649r" vh (1)

eVQLVQSGAEVKKPGESLKI SCKGSGYSFSNYWIGWVRQMPGKGLEWMGIIDPSNSY TrYSPSFQGQVTISADKSISTA
YLQWSSLKASDTAMYYCARWY YKPFDVRGQGTLVIVSS
5046 Vh (1)

QVOLVQSGAEVKKPGESLKISCKGSGY SFSNYWIGHVRQMPGKGLEWMGI I DPVS SWTkYSPSPQGQVTISADKSISTA
YLOWSSLKASDTAMYYCARWYYKPFDVWGQGTLVIVSS
5044 Vh (1)

QVOLVQSGAEVKKPGESLKISCKGSGY SFSNYWIGWVROMPGKGLEWMGI 1 sPSGSt TWY SPSFQGQOVTISADKSISTA
YLOWSSLKASDTAMYYCARHY YKPFDVWGQGTINTVSS

5043 Vb (1)

QVQLVQSGAEVKKPGESLKISCKGSGYSFSNYWIGKVRQN MGEIsPAgShTWYSPSFQGQVTLSADKSISTA
YLOWSSLKASDTAMYYCARWY YKPFDVWGQGTLVTVSS
5041 Vb (1)

QVOLVQSGREVKKPGESLKI SCKGSGY SFSNYWIGWVROMPGKGLEWMGI IsPtgSvTIwY SPSFQGQVTISADKSISTA
YLOWSSLKASDTAMYYCARWY YKPFDVWGQGTLVTVSS
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5042 vh )
QVQLVQSGARVKKPGESLKISCKGSGYSFSNYWIGWVROMPGKGLEWMGI ISPty SsTwYSPSFQGQVTISADKSISTA
YLORSSLKASDTAMYYCARWYYKPFDVWGQGTLVTVSS
5045 vh (1)
QVQLVOSGAEVKKPGESLKISCKGSGYSFSNYWIGWVROMPGKGLEWMGI I sPtgSaTwYSPSFQGQOVTISADKSISTA
YLOWSSLKASDTAMY YCARWY YKPFDVWGQGTLVTVSS
* Consensus N~linked glycosylation site in 4649 Vh
(SEQ ID NOS: 113-116)
1

111
4649 VI, (1)

DIVLTOPPSVSGAPGORVTISCIGSSSNIGSGYDVHWY QUL PGTAPKLLI YGNSKRPSGVPDRFSGSKSGTSASLALTG
LOSEDEADYYCSSWI--PSSVVFGGGTKLTVL
5058 vI. (1)

DIVLTOPPSVSGAPGORVTISCTGSSSNIGSGY DVHWY QOLPGTAPKLLI Y GNSKRPSGVPDRFSGSKSGTSASLAITG
LQSEDRADYYCSSWFAtPnmiVFGGGTKLTVL

5059 VL (1)

DIVLTQPPSVSGARGORVTISCTGSSSNIGSGYDVEWYQQLPGTAPKLLLY SGVEDRF: ASLAITG
LOSEDEADYYCaSWIdQLS1VVFGGGTKLIVL
5059%VL (1)

qsVLTQPPSVSGAPGORVTISCTGSSSNIGSGY DVHHY QQLPGTAPKLLIYGNSKRPSGVPDRFSGSKSGTSASLALTG
LOSEDEADYYCaSWTdglS1VVFGGGTELTVL

CemeitctBo MOR04658
(SEQ ID NOS: 117-127)
1

123
4658 Vh (1) QVQLVESGGGLVQPGGSLRLSCAASGFTFSSFGMSWVROAPGKGLEWVSNISSS~—
GSSTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVY YCARYWGTRY LMOFDNWGQGTLVTVSS
5048 vh (1)
QVQLVESGGGLVQPGGSLRLSCAASGFTFSSFGMSWYROAPGKGLEWVSNIehkEnGytTYYAagVKGRFT I SRDNSKN
TLYLOMNSLRAEDTAVYYCARYWGTPYLMOFDNWGQGTLVTVSS
5050 vh  {2)
QVQLVESGGGLVOPGGSLRLSCAASGFTFSSFGMSWVRQAPGKGLEWVS s IehkytGyt TYYAapVKGRFTISRDNSKN
TLYLOMNSLRAEDTAVYYCARYWGTPYLMOFDNWGQGTLVTVSS
5053 vb (1)
QVQLVESGGGLVQPGGSLRLSCAASGFTFSSFGMSWVROAPGKGLEWVSNIehky syt TYYAaSVKGRFTISRDNSKN
TLYLQMNSLRAEDTAVYYCRRYWGTPYLMOFDNWGQGTLVTVSS
5038 Vh (1)
QUOLVESGGGLVQPGGSLRLSCAASGFTFSSFGMSWVRQAPGKGLEWVSNIehkylayaTY YAaSVKGRF TISRONSKN
TLYLQMNSLRAEDTAVYYCARYWGTPYLMQFDNWGQGTLVTVSS
5055 vh (1)
QVQL! WWQPGGSLRLSCAASGFTF RQAPGKGLEWVSNIehkylGyaTvYAaSVKGRFTISRDNSKN
TLYLOMNSLRAEDTAVYYCARYWGT PYLMOFDNWGQGTLVIVSS
5056 vb (1)

QVQLY QPGGSLRLSCAASGFTF: VROAPGKGLEWVSsIehkylsyaTYYRagVRKGRFTISRDNSKN
TLYLOMNSLRAEDTAVYYCARYNGTPYLMOFDNWGQGTLVIVSS
5052 vb (1)

QVQLVESGGGLVQPGGSLRLSCAASGFTFSSFGMSWVROAPGKGLEWVS s Tehkylsyt T YAaSVKGRFTISRDNSKN
TLYLOMNSLRAEDTAVYYCARYWGT PYLMQFDNWGQGTLVIVSS
5049 vh (1)

QVOLVESGGGLVQPGGSLRLSCAASGFTFSSFGMSWVROAPGKGLEWVSgIehkylsyt ThYAaSVKGRFTISRDNSKN
TLYLQMNSLRAEDTAVYYCARYWGTPYLMOFDNWGQGTLVTVSS
5051 vb (1)

OVOLVESGGGLVQPGGSLRLSCAASGFTFSSFGMSWVROAPGKGLEWVSqIehkylsyt Tl YAaSVKGRFTISRDNSKN
TLYLOMNSLRAEDTAVYYCARYWGTPYLMOFDNWGQGTLVTVSS
5054 Vb (1)

QVQLVESGGGLVQPGGSLRLSCAASGFTFS SFGMSWVRQAPGKGLEWVSgIehkyl syaTl YAaSVKGRFTISRONSKN
TLYLQMNSLRAEDTAVY YCARYWGTPYLMQFDNWGQGTLVTIVSS

(SEQ ID NO: 147)
5047 Vh (1)
QUL OPGGSLRLSCAASGFTFSSFGMSWVRQAPGKGLEWVSNIehkylGyaTsYAaSVKGRFTISRDNSKNTLYLOMNSL
RAEDTAVYYCARYWGTPYLMQOFDNWGQGTLVTVSS

(SEQ ID NOS: 128~132)
1

111

4658 VL (1)
DIALTQPASVSGSPGQSITISCIGTSSDVGGYNSVSWYQQHPGKAPKLMT Y SVESRESGVSNRFSGEKSGNTASLTISG

LOAEDEADYYCSSYDTNKPLYVEGGGTKLIVL

5061 VL (1)
DIALTQPASVSGSPGQSITISCTGTSSDVGGYNSYSHYQQHPGKAPKLMI Y SVSSRPSGYSNRFSGSKSGNTASLTISG

LOABDEADYYCSSYy£ylqriVFGGGTRLIVE

5062 VL (1)
DIALTQPASVSGSPGOSITISCTGTSSDVGGYNSVSWYQQHPGKAPKLML Y SVSSRPSGVSNRFSGSKSGNTASLTISG

LQAEDEADYYCqtYy£SySgPVFGGGTKLIVL

5060 VL (1)
DIALTQPASVSGSPGQSITISCTGTSSDVGGYNSVSHYQQHPGKAPKLMI Y SVSSRPSGVSNRFSGSKSGNTASLTISG

LOAEDEADYYCGSYDVYgrfyVFGGGTKLTVL

5063 VL (1)
DIALTQPASVSGSEGQSITISCTGTSS DVGGYNSVSHYQOHPGKAPKLMI Y SVSSRPSGVSNRFSGSKSGNTASLTISG

LQABDEADYYCgSwDDi £ 5yeVEGGGTKLTVL
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Tabiuma 9
HyxieoTruaHbIe MOCIeI0BaTEIBHOCTA

I1-23 pl9 5040¥% :
VH-GCE (SEQ ID NO:133):

Hast VH cobott 5040Vh)

Q VQL vQgs G6GaAE VKEKTP G S S -
CAGGTGCAGC TGGTGCAGTC TGGGGCTGAG GTGAAGAAGC CTGGGTCCTC
GTCCACGTCG ACCACGTCAG ACCCCGACTC CACTTCTTCG GACCCAGGAG

-

CDR1

-V K V § C K A 5§ G G T F § § N Y I -
51 GGTGAAGGTC TCCTGCAARGG CTTCTGGAGG CACCTTCAGC AGCAACTACA
CCACTTCCAG AGGACGTTCC GAAGACCTCC GTGGAAGTCG TCGTTGATGT

- 5§ W v R Q A P G Q G L E W M G I
TCAGCTGGGT GCGACAGGCC CCTGGACARG GGCTTGAGTG GATGGGGATC
AGTCGACCCA CGCTGTCCGG GGACCTGTTC CCGAACTCAC CTACCCCTAG

10

=

CDR2

S P G T G I N A Y Y A Q K F Q G R -
151 AGCCCTGGCA CCGGTATCAA CGCATACTAC GCACAGAAGT TCCAGGGCAG
TCGGGACCGT GGCCATAGTT GCGTATGATG CGTGTCTTCA AGGTCCCGTC

-V T 1 T A D E s T S T A Y M E L S -
201 AGTCACGATT ACCGCGGACG AATCCACGAG CACAGCCTAC ATGGAGCTGA
TCAGTGCTAA TGGCGCCTGC TTAGGTGCTC GTGTCGGATG TACCTCGACT

CDR3

+ 8§ L R $§ E D T A V Y Y ¢ A R 5 K
251 GCAGCCTGAG ATCTGAGGAC ACGGCCGTGT ATTACTGTGC GAGAAGCAAG
CGTCGGACTC TAGACTCCTG TGCCGGCACA TAATGACACG CTCTTCGTTC

CDR3

K G M Y G G W T Y P L M M F D L W -
301 AAGGGCATGT ACGGCGGCTG GACCTACCCC CTGATGATGT TCGACCTGTG
TTCCCGTACA TGCCGCCGAC CTGGATGGGG GACTACTACA AGCTGGACAC

G Q G T L VvV T v 8 §
GGGCCAGGGC ACCCTGGIGA CCGTGAGCAG C
CCCGGTCCCG TGGGACCACT GGCACTCGTC G

351

hey

I1-23 pl9 5040Y%
VH-HCO (SEQ ID NO:134): ( Has VH coGoif 5040Vh)

Q V. Q L v Q s G A E V K K P G 8 § -
1 CAGGTGCAGC TGGTGCAGAG CGGCGCCGAG GTGAAGAAGC CCGGCAGCAG
GTCCACGTCG ACCACGTCTC GCCGCGGCTC CACTTICTTCG GGCCGTCGTC

-V K V S C K & S G G T F S S N Y I
CGTGARGGTG AGCTGCAAGG CCAGCGGCGG CACCTTCAGC AGCAACTACA
GCACTTCCAC TCGACGTTCC GGTCGCCGCC GTGGAAGTCG TCGTTGATGT

(%]
by

S W v R Q A P G Q G L E W M G I
101 TCAGCTGGGT GCGCCAGGCC CCCGGCCAGG GCCTGGAGTG GATGGGCATC
AGTCGACCCA CGCGGTCCGGE GGGCCGGTCC CGGACCTCAC CTACCCGTAG

CDR2

s P G T G I N A Y Y A Q K F Q G R -
151 AGCCCCGGCA CCGGCATCAA CGCCTACTAC GCCCAGAAGT TCCAGGGCCG
TCGGGGCCGT GGCCGTAGTT GCGGATGATG CGGGTCTTCA AGGTCCCGGC

<V T I T A D E s T S T A Y M E L S
201 CGTGACCATC ACCGCCGACG AGAGCACCAG CACCGCCTAC ATGGAGCTGA
GCACTGGTAG TGGCGGCTGC TCTCGTGGTC GTGGCGGATG TACCTCGACT

+ § I R S E D T A V Y Y C A R § K
251 GCAGCCTGCG CAGCGAGGAC ACCGCCGTGT ACTACTGCGC CCGCAGCAAG
CGTCGGACGC GTCGCTCCTG TGGCGGCACA TGATGACGCG GGCGTCGTTC

CDR3

K 6 M Y G G W T ¥ P L M M F D L W-
301 AAGGGCATGT ACGGCGGCTG GACCTACCCC CTGATGATGT TCGACCTGTG
TTCCCGTACA TGCCGCCGAC CTGGATGGGG GACTACTACA AGCTGGACAC

-G Q G T L VT vV § S8
GGGCCAGGGC ACCCTGGTGA CCGTGAGCAG C
CCCGGTCCCG TGGGACCACT GGCACTCGTC G

tw
o
p
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IL-23 pl9 5040¥%

VH-MOR

e

51

10

—

201

ot
<
P

351

(SEQ ID NO:135): (A Rast oTe VH nipe T coGoii S040Vh)

Q V. QgL VvV ¢ s 6 A E V KI KU P G s 8
CAGGTGCAAT TGGTTCAGTC TGGCGCGGAA GTGARAAAAC CGGGCAGCAG
GTCCACGTTA ACCAAGTCAG ACCGCGCCTT CACTTTTTTG GCCCGTCGTC

-V KV 8 CKA 8 GG T VF S § NYI
CGTGAAAGTG AGCTGCAAAG CCTCCGGAGG CACTTTTTCT TCTAATTATA
GCACTTTCAC TCGACGTTTC GGAGGCCTCC GTGAAAAAGA AGATTAATAT

S WV R QA PG QG L E W M G I
TTTCTTGGGT GCGCCAAGCC CCTGGGCAGG GTCTCGAGTG GATGGGCATT
AAAGAACCCA CGCGGTTCGG GGACCCGTCC CAGAGCTCAC CTACCCGTAA

s P G T 66 I N A Y Y A Q K F Q G R
TCTCCTGGTA CTGGTATTAA TGCTTATTAT GCTCAGAAGT TTCAGGGICG
AGAGGACCAT GACCATAATT ACGAATAATA CGAGTCTTCA AAGTCCCAGC

-vT I T A DE $ TS T A Y M E L S-

GGTGACCATT ACCGCGGATG ARAGCACCAG CACCGCGTAT ATGGAACTGA
CCACTGGTAA TGGCGCCTAC TTTCGTGGIC GTGGCGCATA TACCTTGACT

s LR 8§ E Db T AUV Y Y C A R S5 K
GCAGCCTGCG TAGCGAAGAT ACGGCCGTGT ATTATTGCGC GCGTTCTAAG
CGTCGGACGC ATCGCTTCTA TGCCGGCACA TAATAACGCG CGCAAGATTC

CDR3
K 6 M Y G 66 W T Y P L M MPF DL W-
ARGGGTATGT ATGGTGGTITG GACTTATCCT CTTATGATGT TTGATCITTG
TTCCCATACA TACCACCAAC CTGAATAGGA GAATACTACA AACTAGAAAC

-G QG T L Vv T V § 5
GGGCCAAGGC ACCCTGGTGA CGGTTAGCTC A
CCCGGTTCCG TGGGACCACT GCCAATCGAG T

IL-23 pl9 5040%%
VK-HCO (SEQ ID NO:136):( Hast Hoets VK coBoit 4190%")

51

10

15

E I VL T QS PAT L §8L S P GE-
1 GAGBATCGTGC TGACCCAGAG CCCCGCCACC CTGAGCCTGA GCCCCGGCGA
CTCTAGCACG ACTGGGTCTC GGGGCGGTGG GACTCGGACT CGGGGCCGCT

CDR1

R A T L § CR A S Q S5 VS §NUYDIL-
GCGCGCCACC CTGAGCTGCC GCGCCAGCCA GAGCGTGAGC AGCAACTACC
CGCGCGGTGG GACTCGACGG CGCGGTCGGT CTCGCACICG TCGTITGATGG

A W Y Q @ K P G QA P RUL L I Y

1 TGGCCTGGTA CCAGCAGAAG CCCGGCCAGG CCCCCCGCCT GCTGATCTAC
ACCGGACCAT GGTCGTCTTC GGGCCGGTCC CGGA CGACTAGATG
CDR2

Y A S R R A T G VvV P A R F § G § G -
TACGCCAGCC GCCGCGCCAC CGGCGTGCCC GCCCGCTTCA GCGGCAGCGS
ATGCGGTCGG CGGCGCGGTG GCCGCACGGG CGGGCGAAGT CGCCGTCGCC

-$ 66T DFTUL T I S S§ L E P E DF-

201 CAGCGGCARCC GACTTCACCC TGACCATCAG CAGCCTGGAG CCCGAGGACT

GTCGCCGTGG CTGAAGTGGG ACTGGTAGTC GTCGGACCTC GGGCTCCTGA

CDR3

A VY YCQ QTSN T PVF¥ TTF G

251 TCGCCGTGTA CTACTGCCAG CAGACCAGCA ACACCCCCTT CACCTTCGGC

AGCGGCACAT GATGACGGTC GTCTGGTCGT TGTGGGGGAA GTGGAAGCCG

Q G T K V E I K

301 CAGGGCACCA AGGTGGAGAT CAAG

GTCCCGTGGT TCCACCTCTA GTTC
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IL-23 pl9 5040Y%
VK~BCO (SEQ ID NQ:137):(A Has VK nset cobo# 4190™)

E I vL T QS P AT L S L S P G E -
1 GAAATTGTGT TGACACAGTC TCCAGCCACC CTGTCTTTGT CTCCAGGGGA
CTTTAACACA ACTGTGTCAG AGGTCGGTGG GACAGAAACA GAGGTCCCCT

CDR1

R A T L S CR A S Q S5 V&S S NUY L -
51 AAGAGCCACC CTCTCCTGCA GGGCCAGTCA GAGTGTTAGC AGCAACTACT
TTCTCGGTGG GAGAGGACGT CCCGGTCAGT CTCACAATCG TCGTTGATGA

- A WY Q QK P G QA PRIL L I Y
TAGCCTGGTA CCARACAGAAA CCTGGCCAGG CTCCCAGGCT CCTCATCTAT
ATCGGACCAT GGTTGTCTTT GGACCGGTCC GAGGGTCCGA GGAGTAGATA

10

-

Yy A§ R RAT GGV P ARV FS 6 S5 G-
151 TACGCATCCC GCAGGGCCAC TGGCGIGCCA GCCAGGTTCA GTGGCAGTGG
ATGCGTAGGG CGTCCCGGTG ACCGCACGST CGGTCCAAGT CACCGTCACC

-$ 66T D FTIL T I S 8§ L E P E D F -
201 GTCTGGGACA GACTTCACTC TCACCATCAG CAGCCTAGAG CCTGAAGATT
CAGACCCTGT CTGAAGTGAG AGTGGTAGTC GTCGGATCTC GGACTTCTAR

CDR3
- A VY YCQ QTSN TUPTF TF G
251 TTGCAGTTTA TTACTGTCAG CAGACTTCTA ATACTCCTTT TACCTTTGGC
AACGTCAAAT AATGACAGTC GTCTGAAGAT TATGAGGARA ATGGARACCG

Q G T K V E I K
301 CAGGGTACGA AAGTTGAAART TARA
GTCCCATGCT TTCAACTTTA ATTT

IL-23 pl9 5040¥%
VK-HCO(SEQ ID NO:138) :(A Has VK npencrasasier cooit 4190%)

E I vL T Qs PAT L S L S P G E -
1 GAGATCGTGC TGACCCAGAG CCCGGCGACC CTGAGCCTGT CTCCGGGCGA
CTCTAGCACG ACTGGGTCTC GGGCCGCTGG GACTCGGACA GAGGCCCGCT

CDR1

-R AT L § CR A S Q SV § § NJY L
ACGTGCGACC CTGAGCTGCA GAGCGAGCCA GTCTGTTTCT TCTAATTATC
TGCACGCTGG GACTCGACGT CTCGCTCGGT CAGACAAAGA AGATTAATAG

51

A WY Q QK P GQA PRL L I Y
TGGCTTGGTA CCAGCAGARA CCAGGTCAAG CACCGCGTCT ATTAATTTAT
ACCGAACCAT GGTCGTCTTT GGTCCAGTTC GTGGCGCAGA TAATTARATA

10

-

CDR2

Y s R RAT 66V P A RPF S G S G-
151 TATGCTTCTC GTCGTGCARC TGGGGTCCCG GCGCGTTTTA GCGGCTCTGG
ATACGAAGAG CAGCACGTTG ACCCCAGGGC CGCGCAAAAT CGCCGAGACC

-§ ¢ T D FTL TIS S L E P E D F
201 ATCCGGCACG GATTTTACCC TGACCATTAG CAGCCTGGAA CCTGAAGACT
TAGGCCGTGC CTAAAATGGG ACTGGTAATC GTCGGACCTT GGACTTCTGA

CDR3

A VY Y COQ QTSN T P F TF G
251 TTGCGGTGTA TTATTGCCAG CAGACTTCTA ATACTCCTTT TACCTTTGGC
AACGCCACAT AATAACGGTC GTCTGAAGAT TATGAGGAAR ATGGRAACCG

Q 6 T K V E I K

301 CAGGGTACGA AAGTTGAAAT TARA
GTCCCATGCT TTCAACTTTA ATTT
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IL-23 pl9 3759%%
VH-GCE(SEQIDNO: 139):Amutok TenbHOCTE VH

p et coGoii 46491%)

E vV QL VQ§s§ G6GAE VKKUP G E §-
1 GAGGTGCAGC TGGTGCAGTC TGGAGCAGAG GTGAAAAAGC CCGGGGAGTC
CTCCACGTCG ACCACGTCAG ACCTCGTCTC CACTTTTTCG GGCCCCTCAG

L K I s CKeg 858 G6GY 8 F s N Y W I-
51 TCTGAAGATC TCCTGTAAGG GTTCTGGATA CAGCTTTAGC AACTACTGGA
AGACTTCTAG AGGACATTCC CAAGACCTAT GTCGAAATCG TTGATGACCT

- &G WV R QM PGKG L EW M G I
101 TCGGCTGGGT GCGCCAGATG CCCGGGAMAG GCCTGGAGTG GATGGGGATC
AGCCGACCCA CGCGGTCTAC GGGCCCTITC CGGACCTCAC CTACCCCTAG

CDR2

I DP S NS Y TRY S P S F QG Q-
151 ATCGACCCTA GCAACTCTTA CACCAGATAC AGCCCGTCCT TCCAAGGCCA
TAGCTGGGAT CGTTGAGAAT GIGGTCTATG TCGGGCAGGA AGGTTCCGGT

-v r I S A DIEK 85I 8§ T AY L QW §:
201  GGTCACCATC TCAGCCGACA AGTCCATCAG CACCGCCTAC CTGCAGTGGA
CCAGTGGTAG AGTCGGCTGT TCAGGTAGIC GTGGCGGATG GACGTCACCT

$ L K A S D TAaMyY ¥ CA R W Y
231 GCAGCCTGAR GGCCTCGGAC ACCGCCATGT ATTACTGTGC GAGATGGTAC
CGTCGGACTT CCGGAGCCTG TGGCGGTACA TAATGACACG CTCTACCATG

CDR3
Y X P F DVW 666G TL VT V 8§ 8-
301 TACAAGCCCT TCGACGTGTG GGGCCAGGGC ACCCTGGTGA CCGTGAGCAG
ATGTTCGGGA AGCTGCACAC CCCGGTCCCG TGGGACCACT GGCACTCGTC

s

w
i
paiy

c
G

IL-23 pl9 3759%/%
VH-HCO{SEQ ID NO:140) s Han VH cobot 4649r%)

E V QL VvV QS 6 AE V X K P 66 E §-
1 GAGGTGCAGC TGGTGCAGAG CGGCGCCGAG GTGAAGAAGC CCGGCGAGAG
CTCCACGTCG ACCACGTCTC GCCGCGGCTC CACTTCTTCG GGCCGCTCTC

CDR1

L X I s C K G §$ G Y § F S8 N Y W I-
51 CCTGAAGATC AGCTGCAAGG GCAGCGGCTA CAGCTTCAGC AACTACTIGGA
GGACTTCTAG TCGACGTTCC CGTCGCCGAT GTCGAAGTCG TTGATGACCT
G WV R QM PG K G L E W MG I
101  TCGGCTGGGT GCGCCAGATG CCCGGCAAGG GCCTGGAGTG GATGGGCATC
AGCCGACCCA CGCGGTCTAC GGGCCGTTCC CGGACCTCAC CTACCCGTAG

CDR2

I Db PSS NS§Y TRY S P SsSF 0G Q-
131 ATCGACCCCA GCAACAGCTA CACCCGCTAC AGCCCCAGCT TCCAGGGCCA
TAGCTGGGGT CGTTGTCGAT GTGGGCGATG TCGGGGTCGA AGGTCCCGGT

v T I §ADI K 5 I 8 T AJY L Q@ 8-
201 GGTGACCATC AGCGCCGACA AGAGCATCAG CACCGCCTAC CTGCAGTGGA
CCACTGGTAG TCGCGGCTGY TCTCGTAGTC GTGGCGGATG GACGTCACCT

$ L X A S DHP TA MY Y CA R WY
2%1 GCAGCCTGAA GGCCAGCGAC ACCGCCATGT ACTACTGCGC CCGCIGGTAC
CGTCGGACTT CCGGTCGCTG TGGCGGTACA TGATGACGCG GGCGACCATG

Y K PF DVW 606G T L Vv T VS8 5-
301 TACAAGCCCT TCGACGTGTG GGGCCAGGGC ACCCTGGTGA CCGTGAGCAG
ATGTTCGGGA AGCTGCACAC CCCGGTCCCG TGGGACCACT GGCACTCGTC

8
351 C
G
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IL-23 pl9 3759
VH-MOR (SEQ ID NO:141): HoeTs VH

p coboii 4649:F)

EV QL VQS G6GAE VXKEKUP G E §-
1 GAGGTGCAAT TGGTTCAGAG CGGCGCGGAA GTGAAARAAC CGGGCGARAG
CTCCACGTTA ACCAAGTCTC GCCGCGCCTT CACTTITTTG GCCCGCTTTC

CDR1

L K1 8 CKG § G Y § F S N Y W I
51 CCTGAAAATT AGCTGCAMAG GTTCCGGATA TTCCTTTTCT AATTATTGGA
GGACTTTTAA TCGACGTTTC CARGGCCTAT AAGGAAAAGA TTAATAACCT

- G WV RQM PG XK G L E W M6 I
101 TTGGTTGGGT GCGCCAGATG CCTGGGAAGG GTCTCGAGTG GATGGGCATT
AACCAACCCA CGCGGTCTAC GGACCCTTCC CAGAGCTCAC CTACCCGTAA
CDR2

I bpPS NSY TRY S P S TF QG Q-
131 ATCGATCCGT CTAATAGCTA TACCIGUTAT TCTCCGAGCT TTCAGGGCCA
TAGCTAGGCA GATTATCGAT ATGGGLGATA AGAGGCTCGA AAGTCCCGGT

v T I §$ADIXK §$1I 8 TAY L QWS-
201 GGTGACCATT AGCGCGGATA ARAGCATTAG CACCGCGTAT CTTCAATGGA
CCACTGGTAA TCGCGCCTAT TTTCGTAATC GTGGCGCATA GAAGTTACCT

-+ 8§ L K A SD TAMY ¥ CA R WY
251 GCAGCCTGAA AGCGAGCGAT ACGGCCATGT ATTATTGCGC GCGTTGGTAT
CGICGGACTT TCGCTCGCTA TGCCGGTACA TAATAACGCG CGCAACCATA

CDR3
Yy X P F DVW 606G TTLVT V 58 8-
301 TATRAGCCTT TTGATGTTTG GGGCCAAGGC ACCCTGGTGA CGGTTAGCTC
ATATTCGGAA AACTACARAC CCCGGTTCCG TGGGACCACT GCCAATCGAG

-8

331 A
T
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IL-23 pl9 3759%
VL-GCE (SEQ ID NO:142): (A Hasi et VL npeacrasnser cobol 5059%°)

Q s VL T QP P SV 8 GAUP G 0 R-
1 CAGTCTGTGC TGACGCAGCC GCCCTCAGTG TCTGGGGCCC CAGGGCAGAG
GTCAGACACG ACTGCGTCGG CGGGAGTCAC AGACCCCGGG GTCCCGTCTC

CDR1

-v.r I &§ ¢ TG S§ 88§ NI G 85 G Y D-
GGTCACCATC TCCTGCACTG GGAGCAGCTC CAACATCGGG AGCGGTTATG
CCAGTGGTAG AGGACGTGAC CCTCGTCGAG GTTGTAGCCC TCGCCAATAC

n
i

- VHW Y QQ L P GT API K L L I
101 ATGTACACTG GTACCAGCAG CTTCCAGGAAR CAGCCCCCAA ACTCCTCATC
TACATGTGAC CATGGTCGTC GAAGGTCCTT GTCGGGGGIT TGAGGAGTAG

CDR2

Yy ¢ N S XK R P 85 GV P DRV F 8 G S-
151 TATGGTAACA GCAAGCGGCC CTCAGGGGTC CCTGACCGAT TCTCTGGCTC
ATACCATTGT CGTTCGCCGG GAGTCCCCAG GGACTGGCTA AGAGACCGAG

K §$ 66 T s A S L AI T 6L Q S E D-
201 CAAGTCTGGC ACCTCAGCCT CCCTGGCCAT CACTGGGCTC CAGAGCGAGG
GTTCAGACCG TGGAGTCGGA GGGACCGGTA GTGACCCGAG GTCTCGCTCC

CDR3

EAD Y Y C A SWT DGL § L V
251 ATGAGGCTGA TTATTACTGC GCCAGCTGGA CCGACGGCCT GAGCCTGGIG
TACTCCGACT ARTAATGACG CGGTCGACCT GGCIGCCGGA CTCGGACCAC

V F 6 G G T K L TV L G
301  GIGTTCGGCG GCGGCACCAR GCTGACCGTG CTGGGC
CACAAGCCGC CGCCGTGETT CGACTGGCAC GACCCG

IL-23 pl9 3759%°
VL~HCO (SEQ ID NO:143): (A Has 1, VL nip nsiet cobokt 5059%%)

Q s vy T QP P SV §GAZP G Q R-
X 2CGTGC TGACCCAGCC CCCCAGCGTG AGCGGCGCCC CCGGCCAGCG
ACG ACTGGGTCGG GGGGTCGCAC TCGCCGCGGG GGCCGGTCGC

CDR1

v r I 8 C T G 85 5§ 8 NI G S8 G ¥ D-
CGTGACCATC AGCTGCACCG GCAGCAGCAG CAACATCGGC AGCGGCTACG
GCACTGGTAG TCGARCGTGGC CGTCGTCGTC GTTGTAGCCG TCGCCGATGC

- VHW Y QQ L PGT APXK L LI
101  ACGTGCACTG GTACCAGCAG CTGCCCGGCA CCGCCCCCAA GCTGCTGATC
TGCACGTGAC CATGGTCGTC GACGGGCCGT GGQGGGGGTT CGACGACTAG

CDR2

Y 6 NS K RUP S 6V P DRV F 8§ G 8-
151 TACGGCAACA GCAAGCGCCC CAGCGGCGTG CCCGACCGCT TCAGCGGCAG
ATGCCGTTGT CGTTCGCGGE GTCGCCGCAC GGGCTGGCGA AGTCGCCGTC
K 8§ 6 T s A S L AI TGL Q S E D-
201  CAAGAGCGGC ACCAGCGCCA GCCTGGCCAT CACCGGCCIC CAGAGCGAGG
GTTCTCGCCG TGGTCGCGGT CGGACCGGTA GTGGCCGGAG GTCTCGCTCC

CDR3

EAapD Y YC A S8 WT DGL § L V
251 ACGAGGCCGA CTACTACTGT GCCAGCTGGA CCGACGGCCT GAGCCIGGTG
TGCTCCGGCT GATGATGACA CGGTCGACCT GGCTGCCGGA CTCGGACCAC

vV F G 6 G T K L TV L G
30! GTGTTCGGCG GCGGCACCAA GCTGACCGTG CTGGGC
CACAAGCCGC CGCCGIGGTT CGACTGGCAC GACCCG

IL-23 p19 37597/
VL-MOR (SEQ ID WO:144):( VL coboit 5059%%)

? QP P SV S G AP 6 QR-

GG CGGAAGTCAC TCACCGCGTG GTCCAGTCGC

CDR1

-V T I 85 ¢ TG 6§ 885 NI G 5 6 Y b-
51 TGTGACCATC TCGTGTACGG GCAGCAGCAG CAACATTGGT TCTGGTTATG
ACACTGGTAG AGCACATGCC CGTCGTCGTC GTTGTAACCA AGACCAATAC

VH® ¥0 Q9 L P 6T AP K L L I

101 ATGTGCATTG GTACCAGCAG TTGCCCGGGA CGGCGCCGAA ACTTCTGATT
TACACGTAAC CATGGTCGTC BACGGGCCCT GCCGCGGCTT TGARGACTAA

Yy 6 N § X RP 8 GV P DRTF § G 8-
151 TATGGTAATT CTAAGCGTCC CTCAGGCGYS CCGGATCGTT TTAGCGGATC
ATACCATTAR GATTCGCAGG GAGTCCGCAC GGCCTAGCAR AATCGCCTAG

-k § 6 T s As L AI T GUDL QS8 E D-
401 CAAARGCGGC ACCAGCGCGA GCCTTGCGAT TACGGGCCTG CAAAGCGARG
GTTTTCGCCG TGGTCECGCT CGGAACGCTA ATGCCCGGAC GTTTCGCTTC

CDR3

EAD Y Y C A SW®WT DL s LV
231 ACGAAGCGGA TTATTATTGC GCTICTIGGA CTGATGGICT TTCTCTIGTT
TGCTTCGCCT AATAATAACG CGAAGAACCT GACTACCAGA AAGAGAACAA

vV F G G G T K L TV L G
301 GTGTTTGGCE GCGGCACGAA GTTAACCGTT CTTGGC
CACARACCGC CGCCGTGCTT CAATTGGCAA GAACCG
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Ta6numa 10
SEQ ID NO:145  (Cy6neannuua IL-23p19 yenonexa)
Met Leu Gly Ser Arg Ala Val Met Leu Leu Leu Leu Leu Pro Trp Thr
1 5 10 15
Ala Gln Gly Arg Ala Val Pro Gly Gly Ser Ser Pro Ala Trp Thr Gin
20 25 30
Cys Gln Gln Leu Ser Gln Lys Leu Cys Thr Leu Ala Trp Ser Ala His
35 40 45
Pro Leu Val Gly His Met Asp Leu Arg Glu Glu Gly Asp Glu Glu Thr
50 55 60
Thr Asn Asp Val Pro His Ile Gln Cys Gly Asp Gly Cys Asp Pro Gln
65 70 75 80
Gly Leu Arg Asp Asn Ser Gln Phe Cys Leu Gln Arg Ile His Gln Gly
85 90 95
Leu Tle Phe Tyr Glu Lys Leu Leu Gly Ser Asp Ile Phe Thr Gly Glu
100 105 110
Pro Ser Leu Leu Pro Asp Ser Pro Val Ala Gln Leu His Ala Ser Leu
115 120 125
Leu Gly Leu Ser Gln Leu Leu Gln Pro Glu Gly His His Trp Glu Thr
130 135 140
Gln Gln Ile Pro Ser Leu Ser Pro Ser Gln Pro Trp Gln Arg Leu Leu
145 150 155 160
Leu Arg Phe Lys Ile Leu Arg Ser Leu Gln Ala Phe Val Ala Val ala
165 170 175
Ala Arg Val Phe Ala His Gly Ala Ala Thr Leu Ser Pro
180 185

-67 -



019476

CHmcok nmocjae10BaTeJIbHOCTEH
<110> CENTOCOR, INC.

<120> YEJIOBEYECKME AHTUTEJA TIPOTUB IL-23,

KOMIO3uumny, CIOCOBH M NPUMMEHEHUE

<130> CEN5117PCT

<140> TO BE ASSIGNED

<141> 2006-12-28

<150> 60/754,889

<151> 2005-12-29

<160> 147

<170> FastSEQ for Windows Version 4.0

<210> 1

<211> 5

<212> PRT

<213> Homo sapiens

<400> 1

Asn Tyr Ala Ile Ser

1 5

<210> 2

<211> 5
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<212> PRT

<213> Homo sapiens

<400> 2
Ser Asn Tyr Ile Ser

1 5

<210> 3
<211> 5
<212> PRT

<213> Homo sapiens

<400> 3
Asn Tyr Trp Ile Ser

1 5

<210> 4
<211> 5
<212> PRT

<213> Homo sapiens

<400> 4
Ser Tyr Trp Ile Thr

1 5

<210> 5
<211> 5
<212> PRT

<213> Homo sapiens
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<400> 5
Asn Tyr Trp Ile Gly

1 5

<210> 6
<211> 5
<212> PRT

<213> Homo sapiens

<400> 6
Ser Phe Gly Met Ser

1 5

<210> 7
<211> 17
<212> PRT

<213> Homo sapiens

<400> 7
Gly Ile Ile Pro Met Phe Gly Tyr Ala Asn Tyr Ala Gln Lys Phe Gln
1 5 10 15

Gly

<210> 8
<211i> 17
<212> PRT

<213> Homo sapiens
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<400> 8
Gly Ile Ile Pro Val Phe Gly Phe Thr His Tyr Ala Gln Lys Phe Gln
1 5 10 15

Gly

<210> 9
<211> 17
<212> PRT

<213> Homo sapiens

<400> 9
Gly Ile Ile Pro Ile Phe Gly His Ala Asn Tyr Ala Gln Lys Phe Gln
1 5 10 15

Gly

<210> 10
<211> 17
<212> PRT

<213> Homo sapiens

<400> 10
Ile Ile Ile Pro Pro Ile Gly Asn Ala Trp Tyr Ala Gln Lys Phe Gln
1 5 10 15

Gly
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<210> 11
<211> 17
<212> PRT

<213> Homo sapiens

<400> 11
Leu Ile Asp Pro Asn Phe Gly Gly Ala Tyr Tyr Ala Gln Lys Phe Gln
1 5 10 15

Gly

<210> 12
<211> 17
<212> PRT

<213> Homo sapiens

<400> 12
Leu Ile Asp Pro Val Phe Gly Gly Ala Tyr Tyr Ala Gln Lys Phe Gln
1 5 10 15

Gly

<210> 13
<211> 17
<212> PRT

<213> Homo sapiens

<400> 13

Leu Ile Asp Pro Met Phe Gly Gly Ala Tyr Tyr Ala Gln Lys Phe Gln

1 5 10 15
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Gly

<210> 14
<211> 16
<212> PRT

<213> Homo sapiens

<400> 14
Ile Asn Ala His Leu Gly Gly Thr Trp Tyr Ala Gln Lys Phe Gln Gly

1 5 10 15

<210> 15
<211> 17
<212> PRT

<213> Homo sapiens

<400> 15
Ile Ser Pro Gly Thr Gly Ile Asn Ala Tyr Tyr Ala Gln Lys Phe Gln
1 5 10 15

Gly

<210> 16
<211> 17
<212> PRT

<213> Homo sapiens

<220>
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<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<223>

<220>

<221>

<222>

<223>

<220>

019476

unsure
(1)

Synthesized human sequence where Xaa can be G,

unsure

(2)

Synthesized human sequence where Xaa can be I or S

unsure
(3)

Synthesized human sequence where Xaa can be I,

unsure
(4)

Synthesized human sequence where Xaa can be P,

unsure
(5)
Synthesized human sequence where Xaa can be I,

T, H, N, or V

unsure
(6)

Synthesized human sequence where Xaa can be F,

-4 -

I,

P,

G,

I,

or

N,

or

Gl

L

or D

or L



<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<400>

unsure

(7)

Synthesized human sequence where Xaa can G or I

unsure

(8)

Synthesized human sequence where Xaa can be H, Y,

unsure

(9)

Synthesized human sequence where Xaa can be A or T

unsure

(10)

Synthesized human sequence where Xaa can be N, W,

16

019476

N, or G

or Y

Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Tyr Ala Gln Lys Phe Gln

1

Gly

<210>
<211>
<212>

<213>

5

17
17
PRT

Homo sapiens
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<400> 17
Trp Ile Arg Pro Gly Asp Ser Asp Thr Arg Tyr Ser Pro Ser Phe Glu
1 5 10 15

Gly

<210> 18
<211> 19
<212> PRT

<213> Homo sapiens

<400> 18
Val Ser Tyr Ile Ser Ser Ser Gly Ser Ser Thr Tyr Tyr Ala Asp Ser
1 5 10 15

Val Lys Gly

<210> 19
<211> 17
<212> PRT

<213> Homo sapiens

<400> 19

Ile Ile Asp Pro Ser Asn Ser Tyr Thr Asn Tyr Ser Pro Ser Phe Gln

1 5 10 15

Gly

<210> 20

-76 -



019476

<211> 17
<212> PRT

<213> Home sapiens

<400> 20
Ile Ile Asp Pro Ser Asn Ser Tyr Thr Arg Tyr Ser Pro Ser Phe Gln
1 5 10 15

Gly

<210> 21
<211> 17
<212> PRT

<213> Homo sapiens

<400> 21

Ile Ile Asp Pro Ser Asn Ser Tyr Thr Asp Tyr Ser Pro Ser Phe Gln
1 5 10 15

Gly

<210> 22
<211> 17
<212> PRT

<213> Homo sapiens

<400> 22

Ile Ile Ser Pro Thr Gly Ser Val Thr Trp Tyr Ser Pro Ser Phe Gln

1 5 10 15
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Gly

<210> 23
<211> 17
<212> PRT

<213> Homo sapiens

<400> 23
Ile Ile Ser Pro Thr Gly Ser Ser Thr Trp Tyr Ser Pro Ser Phe Gln
1 5 10 15

Gly

<210> 24
<211> 17
<212> PRT

<213> Homo sapiens

<400> 24
Phe Ile Ser Pro Asp Gly Ser His Thr Trp Tyr Ser Pro Ser Phe Gln
1 5 10 15

Gly

<210> 25
<211> 17
<212> PRT

<213> Homo sapiens
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<400> 25
Ile Ile Ser Pro Ser Gly Ser Thr Thr Trp Tyr Ser Pro Ser Phe Gln
1 5 10 15

Gly

<210> 26
<211> 17
<212> PRT

<213> Homo sapiens

<400> 26

Ile Ile Ser Pro Thr Gly Ser Ala Thr Trp Tyr Ser Pro Ser Phe Gln
1 5 10 15

Gly

<210> 27
<211> 17
<212> PRT

<213> Homo sapiens

<400> 27
Ile Ile Asp Pro Val Ser Ser Trp Thr Lys Tyr Ser Pro Ser Phe Gln
1 5 10 15

Gly
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<210>

<211>

<212>

<213>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

019476

28
17
PRT

Homo sapiens

unsure
(3)

Synthesized human sequence where Xaa can be D or S

unsure
(5)

Synthesized human sequence where Xaa can be S, V,

unsure
(6)

Synthesized human sequence where Xaa can be N, §,

unsure
(8)

Synthesized human sequence where Xaa can be Y, W,

unsure
(10)

Synthesized human sequence where Xaa can be N, D,

-80 -
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<400> 28
Ile Ile Xaa Pro Xaa Xaa Ser Xaa Thr Xaa Tyr Ser Pro Ser Phe Gln
1 5 10 15

Gly

<210> 29
<211> 17
<212> PRT

<213> Homo sapiens

<400> 29
Asn Ile Ser Ser Ser Gly Ser Ser Thr Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 30
<211> 19
<212> PRT

<213> Homo sapiens

<400> 30

Asn Ile Glu His Lys Tyr Leu Asn Tyr Ala Thr Tyr Tyr Ala Ala Ser

1 5 10 15

Val Lys Gly

<210> 31
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<211> 19
<212> PRT

<213> Homo sapiens

<400> 31
Asn Ile Glu His Lys Phe Met Gly Tyr Thr Thr Tyr Tyr Ala Ala Gly
1 5 10 15

Val Lys Gly

<210> 32
<211> 19
<212> PRT

<213> Homo sapiens

<400> 32
Gly Ile Glu His Lys Tyr Leu Ser Tyr Thr Thr His Tyr Ala Ala Ser
1 5 10 15

Val Lys Gly

<210> 33
<211> 19
<212> PRT

<213> Homo sapiens

<400> 33
Ser Ile Glu His Lys Tyr Thr Gly Tyr Thr Thr Tyr Tyr Ala Ala Pro
1 5 10 15

Val Lys Gly
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<210> 34

<211> 19
<212> PRT

<213> Homo sapiens

<400> 34
Gln Ile Glu His Lys Tyr Leu Ser Tyr Thr Thr Leu Tyr Ala Ala Ser
1 5 10 15

Val Lys Gly

<210> 35
<211> 19
<212> PRT

<213> Homo sapiens

<400> 35
Ser Ile Glu His Lys Tyr Leu Ser Tyr Thr Thr Phe Tyr Ala Ala Ser
1 5 10 15

Val Lys Gly

<210> 36
<211> 19
<212> PRT

<213> Homo sapiens
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<400> 36
Asn Ile Glu Gly Lys Tyr Thr Ser Tyr Thr Thr Tyr Tyr Ala Ala Ser
1 5 10 15

Val Lys Gly

<210> 37
<211> 19
<212> PRT

<213> Homo sapiens

<400> 37
Gly Ile Glu His Lys Tyr Leu Ser Tyr Ala Thr Leu Tyr Ala Ala Ser
1 5 10 15

Val Lys Gly

<210> 38
<211> 19
<212> PRT

<213> Homo sapiens

<400> 38
Asn Ile Glu His Lys Tyr Leu Gly Tyr Ala Thr Val Tyr Ala Ala Ser
1 5 10 15

Val Lys Gly
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<210> 39
<211> 19
<212> PRT

<213> Homo sapiens

<400> 39

Ser Ile Glu His Lys Tyr Leu Ser Tyr Ala Thr Tyr Tyr Ala Ala Gly
1 5 10 15

Val Lys Gly

<210> 40
<211> 8
<212> PRT

<213> Homo sapiens

<400> 40
Asp Ile Tyr Ala Gly Met Asp Val

1 5

<210> 41
<211> 18
<212> PRT

<213> Homo sapiens

<400> 41
Ser Lys Lys Gly Met Tyr Gly Gly Trp Thr Tyr Pro Leu Met Met Phe
1 5 10 15

Asp Leu
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<210> 42
<211> 7
<212> PRT

<213> Homo sapiens

<400> 42
His Tyr Tyr Gly Met Asp Tyr

1 5

<210> 43
<211> 12
<212> PRT

<213> Homo sapiens

<400> 43
Gly Thr Phe Trp Ser Phe Gly Asn Tyr Phe Ala Asn

1 5 10

<210> 44
<211> 8
<212> PRT

<213> Homo sapiens

<400> 44

Trp Tyr Tyr Lys Pro Phe Asp Val

1 5
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<210> 45
<211> 12
<212> PRT

<213> Homo sapiens

<400> 45
Tyr Trp Gly Thr Pro Tyr Leu Met Gln Phe Asp Asn

1 5 10

<210> 46
<211> 12
<212> PRT

<213> Homo sapiens

<400> 46
Arg Ala Ser Gln Ser Val Leu Gly Asn Tyr Leu Ala

1 5 10

<210> 47
<211> 12
<212> PRT

<213> Homo sapiens

<400> 47

Arg Ala Ser Gln Ser Val Ser Ser Asn Tyr Leu Ala
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<210> 48
<211> 13
<212> PRT

<213> Homo sapiens

<400> 48
Ser Gly Ser Ser Ser Asn Ile Gly Ser Tyr Tyr Val Asn

1 5 10

<210> 49
<211> 11
<212> PRT

<213> Homo sapiens

<400> 49
Arg Ala Ser Gln Ser Ile Phe Tyr Asn Leu Ala

1 5 10

<210> 50
<211> 14
<212> PRT

<213> Homo sapiens

<400> 50

Thr Gly Ser Ser Ser Asn Ile Gly Ser Gly Tyr Asp Val His

1 5 10

<210> 51

<211> 14
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<212> PRT

<213> Homo sapiens

<400> 51
Thr Gly Thr Ser Ser Asp Val Gly Gly Tyr Asn Ser Val Ser

1 5 10

<210> 52
<211> 7
<212> PRT

<213> Homo sapiens

<400> 52
Gly Ala Ser Ser Arg Ala Thr

1 5

<210> 53
<211> 7
<212> PRT

<213> Homo sapiens

<400> 53
Tyr Ala Ser Arg Arg Ala Thr

1 5

<210> 54
<211> 7
<212> PRT

<213> Homo sapiens
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<400> 54
Gly Asn Thr His Arg Pro Ser

1 5

<210> 55
<211> 7
<212> PRT

<213> Homo sapiens

<400> 55
Gly Ala Ser Asn Arg Ala Thr

1 5

<210> 56
<211> 7

<212> PRT

<213> Homo sapiens

<400> 56
Gly Asn Ser Lys Arg Pro Ser

1 5

<210> 57
<211> 7
<212> PRT

<213> Homo sapiens
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<400> 57
Ser Val Ser Ser Arg Pro Ser

1 5

<210> 58
<211> 9
<212> PRT

<213> Homo sapiens

<400> 58
His Gln Tyr Gly Ser Ile Ser Thr Thr

1 5

<210> 59
<211> 9
<212> PRT

<213> Homo sapiens

<400> 59

Gln Gln Tyr Ser His Leu Leu Ile Thr

1 5

<210> 60

<211> 9

<212> PRT

<213> Homo sapiens

<400> 60
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Gln Gln Tyr Ser His Ile Ser Leu Thr

1 5

<210> 61
<211> 9
<212> PRT

<213> Homo sapiens

<400> 61
Gln Gln Phe Ala His Ile Leu Leu Thr

1 5

<210> 62
<211> 9
<212> PRT

<213> Homo sapiens

<400> 62
Gln Gln Thr Ser Asn Thr Pro Phe Thr

1 5

<210> 63
<211> 9
<212> PRT

<213> Homo sapiens

<400> 63

Gln Gln Phe Ile Thr Tyr Leu Pro Thr

-92 -



019476

<210> 64
<211> 9
<212> PRT

<213> Homo sapiens

<400> 64
Gln Gln Asp Ala Leu Ser Pro Phe Thr

1 5

<210> 65
<211> 9
<212> PRT

<213> Homo sapiens

<400> 65
Gln Gln Asp Arg Gly Thr Pro Phe Thr

1 5

<210> 66
<211> 9
<212> PRT

<213> Homo sapiens

<400> 66

Gln Gln Ser Leu Asn Ile Pro Phe Thr

1 5

-93-



<210>

<211>

<212>

<213>

<400>

019476

67
9
PRT

Homo sapiens

67

Gln Gln Asp Thr Ser Ser Pro Phe Thr

1

<210>

<211>

<212>

<213>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

5

68
10
PRT

Homo sapiens

unsure
(3)

Synthesized human sequence where Xaa can be T, F,

unsure
(4)

Synthesized human sequence where Xaa can be S, I,

unsure
(5}

Synthesized human sequence where Xaa can be N, T,

-94 -

D,

or S

A, T, R, or L

S,

or G



019476

<221> unsure
<222> (6)

<223> Synthesized human sequence where Xaa can be T, ¥, S, or I

<220>
<221> unsure
<222> (1)

<223> Synthesized human sequence where Xaa can be P or L

<220>
<221> unsure
<222> (8)

<223> Synthesized human sequence where Xaa can be F or P

<400> 68
Gln Gln Xaa Xaa Xaa Xaa Xaa Xaa Phe Thr

1 5 10

<210> 69
<211> 11
<212> PRT

<213> Homo sapiens

<400> 69

Gln Thr Tyr Ala Ser Leu Gly Pro Gly Glu Val

1 5 10

<210> 70

<211> 9

-95 -



019476

<212> PRT

<213> Homo sapiens

<400> 70
Gln Gln Tyr Ser Ser Glu Pro Val Thr

1 5

<210> 71
<211> 9
<212> PRT

<213> Homo sapiens

<400> 71
Ser Ser Trp Thr Pro Ser Ser Val Val

1 5

<210> 72
<211> 11
<212> PRT

<213> Homo sapiens

<400> 72

Ser Ser Trp Thr Asp Thr Pro Asn Met Ile Val

1 5 10

<210> 73
<211> 11

<212> PRT

-96 -



<213>

<400>

019476

Homo sapiens

73

Ala Ser Trp Thr Asp Gly Leu Ser Leu Val Val

1

<210>

<211>

<212>

<213>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

5 10

74
11
PRT

Homo sapiens

unsure
(1)

Synthesized human sequence where Xaa can be S or A

unsure

(6)

Synthesized human sequence where Xaa can be T or G

unsure

(7)

Synthesized human sequence where Xaa can be P or L

unsure
(8)

Synthesized human sequence where Xaa can be S or N

-97.-



<220>

<221>

<222>

<223> Synthesized human sequence where Xaa can be S,

<220>

<221>

<222>

<223>

<400>

Xaa Ser Trp Thr Asp Xaa Xaa Xaa Xaa Xaa Val

1

<210>

<211>

<212>

<213>

<400>

Ser Ser Tyr Asp Thr Asn Lys Pro Leu Val Val

1

<210>

<211>

<212>

<213>

unsure

(9)

unsure

(10)

Synthesized human sequence where Xaa can be I or V

74

5

75
11
PRT

Homo sapiens

75

5

76
11
PRT

Homo sapiens

019476

-08 -

M,

or L



019476

<400> 76
Gly Ser Tyr Asp Val Tyr Gly Arg Phe Tyr Val

1 5 10

<210> 77
<211> 11
<212> PRT

<213> Homo sapiens

<400> 77
Ser Ser Tyr Tyr Phe Tyr Leu Gln Arg Ile Val

1 5 10

<210> 78
<211> 11
<212> PRT

<213> Homo sapiens

<400> 78
Gln Thr Tyr Tyr Phe Ser Tyr Ser Gly Pro Val

1 5 10

<210> 79
<211> 11
<212> PRT

<213> Homo sapiens

<400> 79

Gly Ser Trp Asp Pro Ile Phe Ser Tyr Glu Val

-99 -



019476

<210> 80
<211> 117
<212> PRT

<213> Homo sapiens

<400> 80
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Gly Thr Phe Ser Asn Tyr
20 25 30
Ala Ile Ser Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45

Gly Gly Ile Ile Pro Met Phe Gly Tyr Ala Asn Tyr Ala Gln Lys Phe

50 55 60

Gln Gly Arg Val Thr Ile Thr Ala Asp Glu Ser Thr Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Asp Ile Tyr Ala Gly Met Asp Val Trp Gly Gln Gly Thr Leu
100 105 110
Val Thr Val Ser Ser

115

<210> 81
<211> 113
<212> PRT

<213> Homo sapiens

- 100 -



019476

<400> 81

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Gly Thr Phe Ser Asn Tyr
20 25 30

Ala Ile Ser Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met

35 40 45
Gly Gly Ile Ile Pro Phe Gly Tyr Ala Gln Lys Phe Gln Gly Arg Val
50 55 60

Thr Ile Thr Ala Asp Glu Ser Thr Ser Thr Ala Tyr Met Glu Leu Ser

65 70 75 80

Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg Asp Ile

85 90 95

Tyr Ala Gly Met Asp Val Trp Gly Gln Gly Thr Leu Val Thr Val Ser

100 105 110

Ser

<210> 82
<211> 108
<212> PRT

<213> Homo sapiens

<400> 82
Asp Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15
Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Leu Gly Asn
20 25 30
Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu

35 40 45

- 101 -



Ile Tyr Gly Ala

50

Gly Ser Gly Ser

65

Pro Glu Asp Phe

Thr Thr Phe Gly

<210> 83

<211> 10

<212> PR

100

Ser

019476

Ser Arg Ala

55

Gly Thr Asp Phe

Ala

85

Gln

<213> Homo sapiens

<400> 83

Asp Ile

Glu Arg

Tyr Leu

Ile Tyr

50

Gly Ser

65

Pro Glu

Gly Gln

Val

Ala

Ala

35

Gly

Gly

Asp

Gly

Leu

Thr

20

Trp

Ala

Ser

Phe

Thr

100

Thr

Leu

Tyr

Ser

Gly

Ala

85

70

Val Tyr Tyr

Gly Thr Lys

Gln

Ser

Gln

Ser

Thr

70

Val

Val

Ser

Cys

Gln

Arg

55

Asp

Tyr

Glu

Pro

Arg

Lys

40

Ala

Phe

Tyr

Ile

Thr

Thr

Cys

Val

105

Ala

Ala

25

Pro

Thr

Thr

Cys

Lys

105

Gly

Leu

His

90

Glu

Thr

10

Ser

Gly

Gly

Leu

Gln

90

-102 -

Val

Thr

75

Gln

Ile

Leu

Gln

Gln

Val

Thr

75

Tyr

Pro Ala Arg Phe Ser

60

Ile

Ser Ser Leu Glu

80

Tyr Gly Ser Ile Ser

Lys

Ser

Ser

Ala

Pro

60

Ile

Ile

Leu

Val

Pro

45

Ala

Ser

Ser

Ser

Leu

30

Arg

Arg

Ser

Leu

95

Pro

15

Gly

Leu

Phe

Leu

Thr

95

Gly

Asn

Leu

Ser

Glu

80

Phe



019476

<210> 84
<211> 103
<212> PRT

<213> Homo sapiens

<400> 84
Asp Ile Val Leu Thr Gln Ser Pro Ala
1 5
Glu Arg Ala Thr Leu Ser Cys Arg Ala
20 25
Tyr Leu Ala Trp Tyr Gln Gln Lys Pro
35 40
Ile Tyr Gly Ala Ser Ser Arg Ala Thr
50 55
Gly Ser Gly Ser Gly Thr Asp Phe Thr
65 70
Pro Glu Asp Phe Ala Val Tyr Tyr Cys
85
Gly Thr Lys Val Glu Ile Lys

100

<210> 85
<211> 102
<212> PRT

<213> Homo sapiens

<400> 85

Thr

10

Ser

Gly

Gly

Leu

Gln

90

Leu

Gln

Gln

Val

Thr

75

Tyr

Ser

Ser

Ala

Pro

60

Ile

Ile

Leu

Val

Pro

45

Ala

Ser

Thr

Ser

Leu

30

Arg

Arg

Ser

Phe

Pro

15

Gly

Leu

Phe

Leu

Gly

935

Gly

Asn

Leu

Ser

Glu

80

Gln

Asp Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly

1 5

10

15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Leu Gly Asn

- 103 -



Tyr

Ile

Gly

65

Pro

Thr

Leu

Tyr

50

Ser

Glu

Lys

<210> 86

<211> 12

Ala

35

Gly

Gly

Asp

Val

7

<212> PRT

<213>

<400> 86

Gln Val Gln

1

Ser

Tyr

Gly

Gln

65

Met

Ala

Val

Ile

Gly

50

Gly

Glu

Arg

Lys

Ser

35

Ile

Arg

Leu

Ser

20

Trp

Ala

Ser

Phe

Glu

100

Leu

Val

20

Trp

Ile

Val

Ser

Lys

Tyr

Ser

Gly

Ala

85

Ile

Homo sapiens

Val

Ser

Val

Pro

Thr

Ser

85

Lys

Gln

Ser

Thr

70

Val

Lys

Gln

Cys

Arg

Ile

Ile

70

Leu

Gly

Gln

Arg

55

Asp

Tyr

Ser

Lys

Gln

Phe

55

Thr

Arg

Met

019476

Lys

40

Ala

Phe

Tyr

Gly

Ala

Ala

40

Gly

Ala

Ser

Tyr

-104 -

25

Pro

Thr

Thr

Cys

Ala

Ser

25

Pro

His

Asp

Glu

Gly

Gly

Gly

Leu

Gln

90

Glu

10

Gly

Gly

Ala

Glu

Asp

90

Gly

Gln

Val

Thr

75

Ile

val

Gly

Gln

Asn

Ser

75

Thr

Trp

Ala

Pro

60

Ile

Thr

Lys

Thr

Gly

Tyr

60

Thr

Ala

Thr

Pro

45

Ala

Ser

Phe

Lys

Phe

Leu

45

Ala

Ser

Val

Tyr

30

Arg

Arg

Ser

Gly

Pro

Ser

30

Glu

Gln

Thr

Tyr

Pro

Leu

Phe

Leu

Gln

95

Gly

15

Ser

Trp

Lys

Ala

Tyr

95

Leu

Leu

Ser

Glu

80

Gly

Ser

Asn

Met

Phe

Tyr

80

Cys

Met



100

019476

105

110

Met Phe Asp Leu Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

<210> 87

<211> 12

<212>

<213>

<400> 87

115

2

PRT

Gln Val Gln

1

Ser

Tyr

Gly

Ile

65

Leu

Gly

Gly

Val

Ile

Ile

50

Thr

Arg

Met

Gln

<210> 88

Lys

Ser

35

Ile

Ala

Ser

Tyr

Gly

115

<211> 118

<212> PRT

Leu

Val

20

Trp

Pro

Asp

Glu

Gly

100

Thr

Homo sapiens

Val

Ser

Val

Gly

Glu

Asp

85

Gly

Leu

Gln

Cys

Arg

Ala

Ser

70

Thr

Trp

Val

Ser

Lys

Gln

Tyr

55

Thr

Ala

Thr

Thr

120

Gly Ala

Ala Ser

25

Ala Pro

40

Ala Gln

Ser Thr

Val Tyr

Tyr Pro

Val Ser

120

- 105 -

Glu

10

Gly

Gly

Lys

Ala

Tyr

90

Leu

Ser

Val

Gly

Gln

Phe

Tyr

75

Cys

Met

Lys

Thr

Gly

Gln

60

Met

Ala

Met

125

Lys

Phe

Leu

45

Gly

Glu

Arg

Phe

Pro

Ser

30

Glu

Arg

Leu

Ser

Asp

Gly

15

Ser

Trp

Val

Ser

Lys

95

Leu

Ser

Asn

Met

Thr

Ser

80

Lys

Trp



<213> Homo sapiens

<400> 88

Gln

Ser

Tyr

Gly

Glu

65

Asp

Gly

Leu

<210> 89

Val

Val

Ile

Ala

50

Ser

Thr

Trp

Val

Gln

Lys

Ser

35

Tyr

Thr

Ala

Thr

Thr

115

<211> 119

<212> PRT

Leu

Val

20

Trp

Ala

Ser

Val

Tyr

100

Val

Val

Ser

Val

Gln

Thr

Tyr

85

Pro

Ser

<213> Homo sapiens

<400> 89

Gln

Cys

Arg

Lys

Ala

70

Tyr

Leu

Ser

Ser

Lys

Gln

Phe

55

Tyr

Cys

Met

019476

Gly

Ala

Ala

40

Gln

Met

Ala

Met

Ala

Ser

25

Pro

Gly

Glu

Arg

Phe

105

Glu
10

Gly

Gly

Arg

Leu

Ser

90

Asp

Val

Gly

Gln

Val

Ser

75

Lys

Leu

Lys

Thr

Gly

Thr

60

Ser

Lys

Trp

Lys

Phe

Leu

45

Ile

Leu

Gly

Gly

Pro

Ser

30

Glu

Thr

Arg

Met

Gln

Gly
15

Ser

Trp

Ala

Ser

Tyr

95

Gly

Ser

Asn

Met

Asp

Glu

80

Gly

Thr

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser

1

5

10

15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Gly Thr Phe Ser Ser Asn

- 106 -



Tyr

Gly

Asp

65

Glu

Gly

Thr

<210> 90

Ile

Ile

50

Glu

Asp

Gly

Leu

Ser

35

Gly

Ser

Thr

Trp

Val

115

<211> 122

<212> PRT

20

Trp

Tyr

Thr

Ala

Thr

100

Thr

Val

Ala

Ser

Val

85

Tyr

val

<213> Homo sapiens

<400> 90

Gln

1

Ser

Tyr

Gly

Ile

65

Val

Val

Ile

Ile

50

Thr

Gln

Lys

Ser

35

Pro

Ala

Leu

Val

20

Trp

Phe

Asp

Val

Ser

Val

Gly

Glu

Arg

Gln

Thr

70

Tyr

Pro

Ser

Gln

Cys

Arg

Ala

Ser

70

Gln

Lys

55

Ala

Tyr

Leu

Ser

Ser

Lys

Gln

Tyr

55

Thr

019476

Ala

40

Phe

Tyr

Cys

Met

Gly

Ala

Ala

40

Ala

Ser

25

Pro

Gln

Met

Ala

Met

105

Ala

Ser

25

Pro

Gln

Thr

- 107 -

Gly

Gly

Glu

Arg

90

Phe

Glu

10

Gly

Gly

Lys

Ala

Gln

Arg

Leu

75

Ser

Asp

Val

Gly

Gln

Phe

Tyr

75

Gly

Val

60

Ser

Lys

Leu

Lys

Thr

Gly

Gln

60

Met

Leu

45

Thr

Ser

Lys

Trp

Lys

Phe

Leu

45

Gly

Glu

30

Glu

Ile

Leu

Gly

Gly

110

Pro

Ser

30

Glu

Arg

Leu

Trp

Thr

Arg

Met

95

Gln

Gly

15

Ser

Trp

Val

Ser

Met

Ala

Ser

80

Tyr

Gly

Ser

Asn

Met

Thr

Ser

80



Leu Arg Ser

Gly Met Tyr

Gly Gln Gly

<210> 91

<211> 12

<212>

<213>

<400> 91

Gln

1

Ser

Tyr

Gly

Ile

65

Leu

Gly

Gly

Val

Val

Ile

Ile

50

Thr

Arg

Met

Gln

115

2

PRT

Gln

Lys

Ser

35

Pro

Ala

Ser

Tyr

Gly

115

Glu

Gly

Thr

Leu

Val

20

Trp

Phe

Asp

Glu

Gly

100

Thr

Asp Thr Ala Val

85

Gly Trp Thr Tyr

019476

105

Leu Val Thr Val Ser

Homo sapiens

Val

Ser

Val

Gly

Glu

Asp

85

Gly

Leu

Gln

Cys

Arg

Ala

Ser

70

Thr

Trp

Val

Ser

Lys

Gln

Tyr

55

Thr

Ala

Thr

Thr

120

Gly Ala

Ala Ser

25

Ala Pro

40

Ala Gln

Ser Thr

Val Tyr

Tyr Pro

Val Ser

120

- 108 -

90

Ser

Glu

10

Gly

Gly

Lys

Ala

Tyr

90

Leu

Ser

Val

Gly

Gln

Phe

Tyr

75

Cys

Met

Lys

Thr

Gly

Gln

60

Met

Ala

Met

Lys

Phe

Leu

45

Gly

Glu

Arg

Phe

110

Pro

Ser

30

Glu

Arg

Leu

Ser

Asp

95

Gly

15

Ser

Trp

Val

Ser

Lys

95

Leu

Tyr Tyr Cys Ala Arg Ser Lys Lys

Pro Leu Met Met Phe Asp Leu Trp

Ser

Asn

Met

Thr

Ser

80

Lys

Trp



019476

<210> 92
<211> 122
<212> PRT

<213> Homo sapiens

<400> 92
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Gly Thr Phe Ser Ser Asn
20 25 30
Tyr Ile Ser Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Ile Pro Phe Gly Ala Tyr Ala Gln Lys Phe Gln Gly Arg Val Thr
50 55 60
Ile Thr Ala Asp Glu Ser Thr Ser Thr Ala Tyr Met Glu Leu Ser Ser
65 70 75 80
Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg Ser Lys Lys
85 90 95
Gly Met Tyr Gly Gly Trp Thr Tyr Pro Leu Met Met Phe Asp Leu Trp
100 105 110
Gly Gln Gly Thr Leu Val Thr Val Ser Ser

115 120

<210> 93
<211> 108
<212> PRT

<213> Homo sapiens

<400> 93

Asp Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly

1 5 10 15

- 109 -



Glu

Tyr

Ile

Gly

65

Pro

Phe

Arg Ala Thr Leu
20
Leu Ala Trp Tyr
35
Tyr Tyr Ala Ser
50

Ser Gly Ser Gly

Glu Asp Phe Ala
85
Thr Phe Gly Gln

100

<210> 94

<211> 107

<212> PRT

<213> Homo sapiens

<400> 94

Glu
1

Glu

Tyr

Ile

Gly

65

Pro

Ile Val Leu Thr

Arg Ala Thr Leu
20
Leu Ala Trp Tyr
35
Tyr Tyr Ala Ser
50

Ser Gly Ser Gly

Glu Asp Phe Ala

85

Ser

Gln

Arg

Thr

70

Thr

Gly

Gln

Ser

Gln

Arg

Thr

70

Tyr

Cys

Gln

Arg

55

Asp

Tyr

Thr

Ser

Cys

Gln

Arg

55

Asp

Tyr

019476

Arg Ala

25
Lys Pro
40

Ala Thr

Phe Thr

Tyr Cys

Lys Val

105

Pro Ala

Arg Ala

25

Lys Pro

40

Ala Thr

Phe Thr

Cys Gln

- 110 -

Ser

Gly

Gly

Leu

Gln

90

Glu

Thr

10

Ser

Gly

Gly

Leu

Gln

90

Gln

Gln

Val

Thr

75

Gln

Ile

Leu

Gln

Gln

Val

Thr

75

Thr

Ser

Ala

Pro

60

Ile

Thr

Lys

Ser

Ser

Ala

Pro

60

Ile

Ser

Val

Pro

45

Ala

Ser

Ser

Leu

Val

Pro

45

Ala

Ser

Asn

Ser

30

Arg

Arg

Ser

Asn

Ser

Ser

30

Arg

Arg

Ser

Thr

Ser

Leu

Phe

Leu

Thr

95

Pro

15

Ser

Leu

Phe

Leu

Pro

95

Asn

Leu

Ser

Glu

80

Pro

Gly

Asn

Leu

Ser

Glu

80

Phe



019476

Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys

<210>

<211>

<212>

<213>

<400>

Asp Ile Val

1

Glu Ar

Tyr Le

Ile Ty

50
Gly Se
65

Pro Gl

Lys Va

<210>
<211>
<212>

<213>

<400>

95

101

PRT

Homo sapiens

95

g Ala

u Ala

35

r Tyr

r Gly

u Asp

1 Glu

96

103

PRT

Thr

Leu

Tyr

Ser

Gly

Ala

85

Lys

Homo sapiens

96

Gln

Ser

Gln

Arg

Thr

70

Tyr

Ser

Cys

Gln

Arg

55

Asp

Tyr

Pro

Arg

Lys

40

Ala

Phe

Cys

-111-

105

Ala

Ala

25

Pro

Thr

Thr

Gln

Thr

10

Ser

Gly

Gly

Leu

Gln

90

Leu

Gln

Gln

Val

Thr

75

Thr

Ser

Ser

Ala

Pro

60

Ile

Phe

Leu

vVal

Pro

45

Ala

Ser

Gly

Ser

Ser

30

Arg

Arg

Ser

Gln

Pro

15

Ser

Leu

Phe

Leu

Gly

95

Gly

Asn

Leu

Ser

Glu

80

Thr



Asp

Glu

Tyr

Ile

Gly

65

Pro

Gly

Ile

Arg

Leu

Tyr

50

Ser

Glu

Thr

<210> 97

<211> 10

<212>

<213>

<400> 97

Asp

1

Glu

Tyr

Ile

Gly

Ile

Arg

Leu

Tyr

50

Ser

Val

Ala

Ala

35

Tyr

Gly

Asp

Lys

4

PRT

Val

Ala

Ala

35

Tyr

Gly

Leu

Thr

20

Trp

Ala

Ser

Phe

Val

100

Leu

Thr

20

Trp

Ala

Ser

Thr

Leu

Tyxr

Ser

Gly

Ala

85

Glu

Homo sapiens

Thr

Leu

Tyr

Ser

Gly

Gln

Ser

Gln

Arg

Thr

70

Tyr

Ile

Gln

Ser

Gln

Arg

Thr

Ser

Cys

Gln

Arg

55

Asp

Tyr

Lys

Ser

Cys

Gln

Arg

55

Asp

019476

Pro Ala

Arg Ala

25
Lys Pro
40

Ala Thr

Phe Thr

Cys Gln

Pro Ala

Arg Ala

25
Lys Pro
40

Ala Thr

Phe Thr

-112 -

Thr

10

Ser

Gly

Gly

Leu

Gln

90

Thr

10

Ser

Gly

Gly

Leu

Leu

Gln

Gln

Val

Thr

75

Pro

Leu

Gln

Gln

Val

Thr

Ser

Ser

Ala

Pro

60

Ile

Phe

Ser

Ser

Ala

Pro

60

Ile

Leu

Val

Pro

45

Ala

Ser

Thr

Leu

Val

Pro

45

Ala

Ser

Ser

Ser

30

Arg

Arg

Ser

Phe

Ser

Ser

30

Arg

Arg

Ser

Pro

15

Ser

Leu

Phe

Leu

Gly

95

Pro

15

Ser

Leu

Phe

Leu

Gly

Asn

Leu

Ser

Glu

80

Gln

Gly

Asn

Leu

Ser

Glu



65

70

019476

75

80

Pro Glu Asp Phe Ala Tyr Tyr Cys Gln Gln Thr Pro Phe Thr Phe Gly

85

Gln Gly Thr Lys Val Glu Ile Lys

<210> 98

<211> 104

<212> PRT

100

<213> Homo sapiens

<400> 98
Asp Ile Val
1

Glu Arg Ala

Tyr Leu Ala
35
Ile Tyr Tyr
50
Gly Ser Gly
65

Pro Glu Asp

Gln Gly Thr

<210> 99
<211> 116

<212> PRT

Leu

Thr

20

Trp

Ala

Ser

Phe

Lys

100

Thr

Leu

Tyr

Ser

Gly

Ala

85

Val

Gln

Ser

Gln

Arg

Thr

70

Tyr

Glu

Ser

Cys

Gln

Arg

55

Asp

Tyr

Ile

Pro

Arg

Lys

40

Ala

Phe

Cys

Lys

Ala

Ala

25

Pro

Thr

Thr

Gln

-113 -

90

Thr

10

Ser

Gly

Gly

Leu

Gln

90

Leu

Gln

Gln

Val

Thr

75

Asn

Ser

Ser

Ala

Pro

60

TIle

Pro

Leu

Val

Pro

45

Ala

Ser

Phe

Ser

Ser

30

Arg

Arg

Ser

Thr

95

Pro

15

Ser

Leu

Phe

Leu

Phe

95

Gly

Asn

Leu

Ser

Glu

80

Gly



<213> Homo sapiens

<400> 99

Gln Val Gln

Ser

Trp

Gly

Glu

65

Leu

Ala

Thr

<210>

<211>

<212>

<213>

Leu

Ile

Trp

50

Gly

Gln

Arg

Val

Lys

Ser

35

Ile

Gln

Trp

His

Ser

100

110

PRT

<400> 100

Leu

Ile

20

Trp

Arg

Val

Ser

Tyr
100

Ser

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Homo sapiens

Gln

Cys

Arg

Gly

Ile

70

Leu

Gly

Ser

Lys

Gln

Asp

55

Ser

Lys

Met

019476

Gly

Gly

Ala

40

Ser

Ala

Ala

Asp

Ala

Ser

25

Pro

Asp

Asp

Ser

Tyr

Glu

10

Gly

Gly

Thr

Lys

Asp

90

Trp

Val

Tyr

Lys

Arg

Ser

75

Thr

Gly

Lys

Ser

Gly

Tyr

60

Ile

Ala

Gln

Lys

Phe

Leu

45

Ser

Ser

Met

Gly

Pro

Thr

30

Glu

Pro

Thr

Tyr

Thr

Gly

15

Asn

Trp

Ser

Ala

Tyr

95

Leu

Glu

Tyr

Met

Phe

Tyr

80

Cys

Val

Asp Ile Val Leu Thr Gln Pro Pro Ser Val Ser Gly Ala Pro Gly Gln

1

5

10

15

Arg Val Thr Ile Ser Cys Ser Gly Ser Ser Ser Asn Ile Gly Ser Tyr

20

25

-114 -

30



Tyr

Ile

Gly

65

Ser

Pro

<210>

<211>

<212>

<213>

Val

Tyr

50

Ser

Glu

Gly

Asn

35

Gly

Lys

Asp

Glu

101

121

PRT

<400> 101

Gln

1

Ser

Trp

Ser

Lys

65

Leu

Ala

Val

Leu

Ile

Tyr

50

Gly

Gln

Arg

Gln

Arg

Thr

35

Ile

Arg

Met

Gly

Trp

Asn

Ser

Glu

Val

100

Leu

Leu

20

Trp

Ser

Phe

Asn

Thr

Tyr

Thr

Gly

Ala

85

Phe

Homo sapiens

val

Ser

Val

Ser

Thr

Ser

85

Phe

Gln

His

Thr

70

Asp

Gly

Glu

Cys

Arg

Ser

Ile

70

Leu

Trp

Gln

Arg

55

Ser

Tyr

Gly

Ser

Ala

Gln

Gly

55

Ser

Arg

Ser

019476

Leu

40

Pro

Ala

Tyr

Gly

Gly

Ala

Ala

40

Ser

Arg

Ala

Phe

Pro

Ser

Ser

Cys

Thr

105

Gly

Ser

25

Pro

Ser

Asp

Glu

Gly

-115-

Gly

Gly

Leu

Gln

90

Lys

Gly

10

Gly

Gly

Thr

Asn

Asp

90

Asn

Thr

Val

Ala

75

Thr

Leu

Leu

Phe

Lys

Tyr

Ser

75

Thr

Tyr

Ala

Pro

60

Ile

Tyr

Thr

Val

Thr

Gly

Tyr

60

Lys

Ala

Phe

Pro

45

Asp

Thr

Ala

Val

Gln

Phe

Leu

45

Ala

Asn

Val

Ala

Lys

Arg

Gly

Ser

Leu

110

Pro

Ser

30

Glu

Asp

Thr

Tyr

Asn

Leu

Phe

Leu

Leu

95

Gly

15

Ser

Trp

Ser

Leu

Tyr

95

Trp

Leu

Ser

Gln

80

Gly

Gly

Tyr

Val

Val

Tyr

80

Cys

Gly



019476

Gln Gly Thr Leu Val Thr Val Ser Ser

115 120

<210> 102
<211> 107
<212> PRT

<213> Homo sapiens

<400> 102

Asp Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Ile Phe Tyr Asn

20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
35 40 45
Tyr Gly Ala Ser Asn Arg Ala Thr Gly Val Pro Ala Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Ser Ser Glu Pro Val

85 90 95
Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys

100 105

<210> 103
<211> 117
<212> PRT

<213> Homo sapiens

<400> 103

-116 -



Gln

Ser

Trp

Gly

Gln

65

Leu

Ala

Val

<210>

<211>

<212>

<213>

Val

Leu

Ile

Ile

50

Gly

Gln

Arg

Thr

Gln

Lys

Gly

35

Ile

Gln

Trp

Trp

Val

115

104

116

PRT

<400> 104

Gln Val Gln

1

Ser Leu Lys

Trp Ile Gly

35

Gly Ile Ile

Leu Val Gln Ser

Ile Ser Cys Lys
20

Trp Val Arg Gln

Asp Pro Ser Asn
55
Val Thr Ile Ser
70
Ser Ser Leu Lys
85

Tyr Tyr Lys Pro

Ser Ser

Homo sapiens

Leu Val Gln Ser

Ile Ser Cys Lys
20

Trp Val Arg Gln

Asp Pro Ser Asn

019476

Gly Ala

Gly Ser

25
Met Pro
40

Ser Tyr

Ala Asp

Ala Ser

Phe Asp

Gly Ala

Gly Ser

25
Met Pro
40

Ser Tyr

-117 -

Glu Val

10

Gly Tyr

Gly Lys

Thr Asn

Lys Ser

75

Asp Thr

90

Val Trp

Glu Val

10

Gly Tyr

Gly Lys

Thr Tyr

Lys

Ser

Gly

Tyr

60

Ile

Ala

Gly

Lys

Ser

Gly

Ser

Lys

Phe

Leu

45

Ser

Ser

Met

Gln

Lys

Phe

Leu
45

Pro

Pro

Ser

30

Glu

Pro

Thr

Tyr

Gly

Pro

Ser
30

Glu

Ser

Gly

15

Asn

Trp

Ser

Ala

Tyr

95

Thr

Gly

15

Asn

Trp

Phe

Glu

Tyr

Met

Phe

Tyr

80

Cys

Leu

Glu

Tyr

Met

Gln



019476

50 55 60
Gly Gln Val Thr Ile Ser Ala Asp Lys Ser Ile Ser Thr Ala Tyr Leu
65 70 75 80
Gln Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys Ala
85 90 95
Arg Trp Tyr Tyr Lys Pro Phe Asp Val Trp Gly Gln Gly Thr Leu Val
100 105 110
Thr Val Ser Ser
115
<210> 105
<211> 116
<212> PRT

<213> Homo sapiens

<400> 105

Gln

1

Ser

Trp

Gly

Gly

65

Gln

Arg

Thr

Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu

Leu Lys Ile Ser Cys Lys Gly Ser Gly Tyr Ser Phe Ser Asn Tyr
20 25 30
Ile Gly Trp Val Arg Gln Met Pro Gly Lys Gly Leu Glu Trp Met
35 40 45
Ile Ile Asp Pro Ser Asn Ser Tyr Thr Tyr Ser Pro Ser Phe Gln
50 55 60
Gln Val Thr Ile Ser Ala Asp Lys Ser Ile Ser Thr Ala Tyr Leu
70 75 80
Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys Ala
85 90 95
Trp Tyr Tyr Lys Pro Phe Asp Val Trp Gly Gln Gly Thr Leu Val
100 105 110

Val Ser Ser

-118 -



<210>
<211>
<212>

<213>

<400>
Glu Va
1

Ser Le

Trp Il

Gly Il

50
Gln Gl
65

Leu Gl

Ala Ar

Val Th

<210>
<211>
<212>

<213>

115

106

117

PRT

Homo sapiens

106

1 Gln

u Lys

e Gly

35

e Ile

y Gln

n Trp

g Trp

r Val

115

107
113

PRT

Leu

Ile

20

Trp

Asp

vVal

Ser

Tyr

100

Ser

Val

Ser

Val

Pro

Thr

Sexr

85

Tyr

Ser

Homo sapiens

Gln

Cys

Arg

Ser

Ile

70

Leu

Lys

Ser

Lys

Gln

Asn

55

Ser

Lys

Pro

019476

Gly Ala

Gly Ser

25

Met Pro

40

Ser Tyr

Ala Asp

Ala Ser

Phe Asp

105

-119 -

Glu

10

Gly

Gly

Thr

Lys

Asp

90

Val

Val

Tyr

Lys

Arg

Ser

75

Thr

Trp

Lys

Ser

Gly

Tyr

60

Ile

Ala

Gly

Lys

Phe

Leu

45

Ser

Ser

Met

Gln

Pro

Ser

30

Glu

Pro

Thr

Tyr

Gly

110

Gly

15

Asn

Trp

Ser

Ala

Tyr

95

Thr

Glu

Tyr

Met

Phe

Tyr

80

Cys

Leu



019476

<400> 107

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu

Ser Leu Lys Ile Ser Cys Lys Gly Ser Gly Tyr Ser Phe Ser Asn Tyr
20 25 30

Trp Ile Gly Trp Val Arg Gln Met Pro Gly Lys Gly Leu Glu Trp Met

35 40 45
Gly Ile Ile Asp Pro Ser Thr Tyr Ser Pro Ser Phe Gln Gly Gln Val
50 55 60

Thr Ile Ser Ala Asp Lys Ser Ile Ser Thr Ala Tyr Leu Gln Trp Ser

65 70 75 80

Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys Ala Arg Trp Tyr

85 90 95

Tyr Lys Pro Phe Asp Val Trp Gly Gln Gly Thr Leu Val Thr Val Ser

100 105 110

Ser

<210> 108

<211> 113
<212> PRT

<213> Homo sapiens

<400> 108
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu
1 5 10 15
Ser Leu Lys Ile Ser Cys Lys Gly Ser Gly Tyr Ser Phe Ser Asn Tyr
20 25 30

Trp Ile Gly Trp Val Arg Gln Met Pro Gly Lys Gly Leu Glu Trp Met

- 120 -



35
Gly Ile Ile

50

Pro

Sexr

Ser

Thr Ile Ser Ala Asp Lys

65

Ser Leu Lys

Tyr Lys Pro

Ser

<210> 109
<211> 111

<212> PRT

70

Ala Ser Asp

Phe

85

Asp

<213> Homo sapiens

<400> 109

Gln Val Gln

Ser Leu Lys

Trp Ile Gly
35
Gly Ile Pro
50
Ser Ala Asp
65

Lys Ala Ser

Leu

Ile

20

Trp

Ser

Lys

Asp

Val

Ser

Val

Thr

Ser

Thr

85

Val

Gln

Cys

Arg

Tyr

Ile

70

Ala

Thr

55

Ser

Thr

Trp

Ser

Lys

Gln

Ser

55

Ser

Met

019476

40

Tyr

Ile

Ala

Gly

Gly

Gly

Met

40

Pro

Thr

Tyr

- 121 -

Ser

Ser

Met

Gln

Ala

Ser

25

Pro

Ser

Ala

Tyr

Pro

Thr

Tyr

90

Gly

Glu

10

Gly

Gly

Phe

Tyr

Cys

90

Ser

Ala

75

Tyr

Thr

Val

Tyr

Lys

Gln

Leu

75

Ala

Phe

60

Tyr

Cys

Leu

Lys

Ser

Gly

Gly

60

Gln

Arg

45

Gln Gly Gln

Leu

Ala

Val

Lys

Phe

Leu

45

Gln

Trp

Trp

Gln

Arg

Thr

Pro

Ser

30

Glu

Val

Ser

Tyr

Trp

Trp

95

Val

Gly

15

Asn

Trp

Thr

Ser

Tyr

95

Val

Ser

80

Tyr

Ser

Glu

Tyr

Met

Ile

Leu

80

Lys



019476

Pro Phe Asp Val Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

<210> 110

<211> 112

<212> PRT

100

<213> Homo sapiens

<400> 110

Gln

Ser

Trp

Gly

Ile

65

Leu

Lys

<210>

<211>

<212>

<213>

<400>

Val

Leu

Ile

Ile

50

Ser

Lys

Pro

Gln

Lys

Gly

35

Ile

Ala

Ala

Phe

111

112

PRT

111

Leu

Ile

20

Trp

Pro

Asp

Ser

Asp

Val

Ser

Val

Ser

Lys

Asp

85

Val

Homo sapiens

Gln

Cys

Arg

Thr

Ser

70

Thr

Trp

Ser

Lys

Gln

Tyr

55

Ile

Ala

Gly

105

Gly Ala

Gly Ser

25

Met Pro

40

Ser Pro

Ser Thr

Met Tyr

Gln Gly

-122 -

Glu

10

Gly

Gly

Ser

Ala

Tyr

90

Thr

Val

Tyr

Lys

Phe

Tyr

75

Cys

Leu

Lys

Ser

Gly

Gln

60

Leu

Ala

Val

Lys

Phe

Leu

45

Gly

Gln

Arg

Thr

110

Pro

Ser

30

Glu

Gln

Trp

Trp

Val

Gly

15

Asn

Trp

Val

Ser

Tyr

95

Ser

Glu

Tyr

Met

Thr

Ser

80

Tyr

Ser



019476

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu

Ser Leu Lys Ile Ser Cys Lys Gly Ser Gly Tyr Ser Phe Ser Asn Tyr
20 25 30
Trp Ile Gly Trp Val Arg Gln Met Pro Gly Lys Gly Leu Glu Trp Met
35 40 45
Gly Ile Ile Pro Ser Thr Tyr Ser Pro Ser Phe Gln Gly Gln Val Thr
50 55 60
Ile Ser Ala Asp Lys Ser Ile Ser Thr Ala Tyr Leu Gln Trp Ser Ser
65 70 75 80
Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys Ala Arg Trp Tyr Tyr
85 90 95
Lys Pro Phe Asp Val Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

100 105 110

<210> 112
<211> 112
<212> PRT

<213> Homo sapiens

<400> 112
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu
1 5 10 15
Ser Leu Lys Ile Ser Cys Lys Gly Ser Gly Tyr Ser Phe Ser Asn Tyr
20 25 30
Trp Ile Gly Trp Val Arg Gln Met Pro Gly Lys Gly Leu Glu Trp Met
35 40 45
Gly Ile Ile Pro Ser Thr Tyr Ser Pro Ser Phe Gln Gly Gln Val Thr
50 55 60

Ile Ser Ala Asp Lys Ser Ile Ser Thr Ala Tyr Leu Gln Trp Ser Ser

65 70 75 80

- 123 -



019476

Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys Ala Arg Trp Tyr Tyr
85 90 95
Lys Pro Phe Asp Val Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

100 105 110

<210> 113
<211> 109
<212> PRT

<213> Homo sapiens

<400> 113

Asp Ile Val Leu Thr Gln Pro Pro Ser Val Ser Gly Ala Pro Gly Gln
1 5 10 15

Arg Val Thr Ile Ser Cys Thr Gly Ser Ser Ser Asn Ile Gly Ser Gly

20 25 30
Tyr Asp Val His Trp Tyr Gln Gln Leu Pro Gly Thr Ala Pro Lys Leu
35 40 45
Leu Ile Tyr Gly Asn Ser Lys Arg Pro Ser Gly Val Pro Asp Arg Phe
50 55 60

Ser Gly Ser Lys Ser Gly Thr Ser Ala Ser Leu Ala Ile Thr Gly Leu
65 70 75 80

Gln Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Ser Ser Trp Thr Pro Ser

85 90 95

Ser Val Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu

<210> 114
<211> 106

<212> PRT

-124-



<213> Homo sapiens

<400> 114

Asp Ile
1

Arg Val

Tyr Asp

Leu Ile

50
Ser Gly
65

Gln Ser

Phe Gly

Val

Thr

Val

35

Tyr

Ser

Glu

Gly

<210> 115

<211> 106

<212> PRT

Leu

Ile

20

His

Gly

Lys

Asp

Gly

100

Thr

Ser

Trp

Asn

Ser

Glu

85

Thr

<213> Homo sapiens

<400> 115

Asp Ile
1

Arg Val

Tyr Asp

Leu Ile

50

Val

Thr

Val

35

Tyr

Leu

Ile

20

His

Gly

Thr

Ser

Trp

Asn

Gln

Cys

Tyr

Ser

Gly

70

Ala

Lys

Gln

Cys

Tyr

Ser

Pro

Thr

Gln

Lys

55

Thr

Asp

Leu

Pro

Thr

Gln

Lys

55

019476

Pro

Gly

Gln

40

Arg

Ser

Tyr

Thr

Pro

Gly

Gln

40

Arg

- 125 -

Ser

Ser

25

Leu

Pro

Ala

Tyr

Val

105

Ser

Ser

25

Leu

Pro

Val

10

Ser

Pro

Ser

Ser

Cys

90

Leu

Val

10

Ser

Pro

Ser

Ser

Ser

Gly

Gly

Leu

75

Ser

Ser

Ser

Gly

Gly

Gly Ala

Asn Ile

Thr Ala

45
Val Pro
60

Ala Ile

Ser Trp

Gly Ala

Asn Ile

Thr Ala
45

Val Pro

60

Pro

Gly

30

Pro

Asp

Thr

Thr

Pro

Gly

30

Pro

Asp

Gly Gln
15

Ser Gly

Lys Leu

Arg Phe

Gly Leu

80

Pro Val

95

Gly Gln

15

Ser Gly

Lys Leu

Arg Phe



Ser Gly Ser Lys Ser

65

Gln Ser Glu Asp Glu

85

Gly Thr Ser

70

Ala Asp Tyr

019476

Phe Gly Gly Gly Thr Lys Leu Thr Val

<210> 116

<211> 111

<212> PRT

100

<213> Homo sapiens

<400> 116

Gln Ser
1

Arg Val

Tyr Asp

Leu Ile

50
Ser Gly
65

Gln Ser

Leu Ser

Val

Thr

Val

35

Tyr

Ser

Glu

Leu

<210> 117

Leu
Ile
20

His
Gly
Lys

Asp

Val

100

Thr

Ser

Trp

Asn

Ser

Glu

85

Val

Gln

Cys

Tyr

Ser

Gly

70

Ala

Phe

Pro

Thr

Gln

Lys

55

Thr

Asp

Gly

105

Pro Ser

Gly Ser

25

Gln Leu

40

Arg Pro

Ser Ala

Tyr Tyr

Gly Gly

105

- 126 -

90

Leu

Val

10

Ser

Pro

Ser

Ser

Cys

90

Thr

75

Sex

Ser

Gly

Gly

Leu

75

Ala

Lys

Gly

Asn

Thr

Val

60

Ala

Ser

Leu

Ala

Ile

Ala

45

Pro

Ile

Trp

Thr

Pro

Gly

30

Pro

Asp

Thr

Thr

Val

110

95

Gly

15

Ser

Lys

Arg

Gly

Asp

95

Leu

Ala Ser Leu Ala Ile Thr Gly Leu

80

Tyr Cys Ser Trp Thr Ser Val Val

Gln
Giy
Leu
Phe
Leu

80

Gly



019476

<211> 121
<212> PRT

<213> Homo sapiens

<400> 117

Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Phe
20 25 30
Gly Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Asn Ile Ser Ser Ser Gly Ser Ser Thr Tyr Tyr Ala Asp Ser Val

50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr

65 70 75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Tyr Trp Gly Thr Pro Tyr Leu Met Gln Phe Asp Asn Trp Gly

Gln Gly Thr Leu Val Thr Val Ser Ser

115 120

<210> 118
<211> 114
<212> PRT

<213> Homo sapiens

<400> 118

Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

- 127 -



019476

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Phe
20 25 30

Gly Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val

35 40 45
Ser Asn Ile Gly Thr Tyr Tyr Ala Val Lys Gly Arg Phe Thr Ile Ser
50 55 60

Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln Met Asn Ser Leu Arg

65 70 75 80

Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg Tyr Trp Gly Thr Pro

85 920 95

Tyr Leu Met Gln Phe Asp Asn Trp Gly Gln Gly Thr Leu Val Thr Val

100 105 110

Ser Ser

<210> 119
<211> 113
<212> PRT

<213> Homo sapiens

<400> 119
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Phe
20 25 30
Gly Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Ile Gly Thr Tyr Tyr Ala Val Lys Gly Arg Phe Thr Ile Ser Arg
50 55 60

Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala

- 128 -



65

70

019476

75

80

Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg Tyr Trp Gly Thr Pro Tyr

85

90

95

Leu Met Gln Phe Asp Asn Trp Gly Gln Gly Thr Leu Val Thr Val Ser

Ser

<210>

<211>

<212>

<213>

120

114

PRT

<400> 120

Gln Val Gln

1

Ser

Gly

Ser

Arg

65

Ala

Tyr

Leu

Met

Asn

50

Asp

Glu

Leu

Ser

Arg

Ser

35

Ile

Asn

Asp

Met

100

Leu

Leu

20

Trp

Thr

Ser

Thr

Gln

100

Homo sapiens

Val

Ser

Val

Tyr

Lys

Ala

85

Phe

Glu

Cys

Arg

Tyr

Asn

70

Val

Asp

Ser

Ala

Gln

Ala

55

Thr

Tyr

Asn

105

Gly Gly

Ala Ser

25

Ala Pro

40

Ser Val

Leu Tyr

Tyr Cys

Trp Gly

105

- 129 -

Gly

10

Gly

Gly

Lys

Leu

Ala

90

Gln

Leu

Phe

Lys

Gly

Gln

75

Arg

Gly

Val

Thr

Gly

Arg

60

Met

Tyr

Thr

Gln

Phe

Leu

45

Phe

Asn

Trp

Leu

110

Pro

Ser

30

Glu

Thr

Ser

Gly

Val

110

Gly

15

Ser

Trp

Ile

Leu

Thr
95

Thr

Gly

Phe

Val

Ser

Arg

80

Pro

Val



<210> 121

<211> 114

<212> PRT

<213> Homo sapiens

<400> 121

Gln Val

Ser Leu

Gly Met

Ser Asn

50

Arg Asp

65

Ala Glu

Tyr Leu

Ser Ser

Gln

Arg

Ser

35

Ile

Asn

Asp

Met

<210> 122

<211> 114

<212> PRT

Leu

Leu

20

Trp

Thr

Ser

Thr

Gln

100

Val

Ser

Val

Tyr

Lys

Ala

85

Phe

<213> Homo sapiens

<400> 122

Glu

Cys

Arg

Tyr

Asn

70

Val

Asp

Ser

Ala

Gln

Ala

55

Thr

Tyr

Asn

019476

Gly

Ala

Ala

40

Ser

Leu

Tyr

Trp

Gly

Ser

25

Pro

Val

Tyr

Cys

Gly

Gly

10

Gly

Gly

Lys

Leu

Ala

90

Gln

- 130 -

Leu

Phe

Lys

Gly

Gln

75

Arg

Gly

Val

Thr

Gly

Arg

60

Met

Tyr

Thr

Gln

Phe

Leu

45

Phe

Asn

Trp

Leu

Pro

Ser

30

Glu

Thr

Ser

Gly

Val

Gly

15

Ser

Trp

Ile

Leu

Thr

95

Thr

Gly

Phe

Val

Ser

Arg

80

Pro

Val



019476

Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Phe
20 25 30

Gly Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val

35 40 45
Ser Asn Ile Gly Thr Tyr Ala Ser Val Lys Gly Arg Phe Thr Ile Ser
50 55 60

Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln Met Asn Ser Leu Arg

65 70 75 80

Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg Tyr Trp Gly Thr Pro

85 90 95

Tyr Leu Met Gln Phe Asp Asn Trp Gly Gln Gly Thr Leu Val Thr Val

100 105 110

Ser Ser

<210> 123
<211> 112
<212> PRT

<213> Homo sapiens

<400> 123
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Phe
20 25 30
Gly Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ser Ile Thr Tyr Tyr Ala Val Lys Gly Arg Phe Thr Ile Ser Arg Asp

50 55 60

- 131 -



Asn Ser Lys Asn Thr

65

Asp Thr Ala Val Tyr

85

Met Gln Phe Asp Asn

<210>

<211>

<212>

<213>

124

112

PRT

<400> 124

Gln Val Gln

1

Ser

Gly

Asn
65

Asp

Leu

Met

Ile

50

Ser

Thr

Gln

Arg

Ser

35

Thr

Lys

Ala

Phe

<210> 125

<211> 112

100

Leu

Leu

20

Trp

Tyr

Asn

Val

Asp

100

Homo sapiens

Val

Ser

Val

Ala

Thr

Tyr

85

Asn

019476

Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu

70

75

80

Tyr Cys Ala Arg Tyr Trp Gly Thr Pro Tyr Leu

90

95

Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

Glu

Cys

Arg

Ser

Leu

70

Tyr

Trp

Ser

Ala

Gln

Val

55

Tyx

Cys

Gly

105

Gly Gly

Ala Ser

25
Ala Pro
40

Lys Gly

Leu Gln

Ala Arg

Gln Gly

105

Gly

10

Gly

Gly

Arg

Met

Tyr
90

Thr

-132-

Leu

Phe

Lys

Phe

Asn

75

Trp

Leu

Val

Thr

Gly

Thr

60

Ser

Gly

Val

Gln

Phe

Leu

45

Ile

Leu

Thr

Thr

110

Pro

Ser

30

Glu

Ser

Arg

Pro

Val

110

Gly
15

Ser

Trp

Arg

Ala

Tyr

95

Ser

Gly

Phe

Val

Asp

Glu

80

Leu

Ser



<212> PRT

<213> Homo sapiens

<400> 125
Gln Val Gln Leu Val

1 5

Ser Leu Arg Leu Ser
20
Gly Met Ser Trp Val
35
Ser Ile Thr Tyr Ala
50

Asn Ser Lys Asn Thr
65

Asp Thr Ala Val Tyr

85

Met Gln Phe Asp Asn

<210> 126
<211> 112
<212> PRT

<213> Homo sapiens

<400> 126

Gln Val Gln Leu Val Glu Ser Gly

1 5

Ser Leu Arg Leu Ser Cys Ala Ala

20

Glu

Cys

Arg

Ser

Leu

70

Tyr

Trp

Ser

Ala

Gln

Val

55

Tyr

Cys

Gly

019476

Gly Gly Gly

10

Ala Ser Gly
25

Ala Pro Gly

40

Lys Gly Arg

Leu Gln Met

Ala Arg Tyr

90

Gln Gly Thr

10

25

Leu

Phe

Lys

Phe

Asn

75

Trp

Leu

Val

Thr

Gly

Thr

60

Ser

Gly

Val

Gln

Phe

Leu

45

Ile

Leu

Thr

Thr

Gly Gly Leu Val Gln

Ser Gly Phe Thr Phe

Gly Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu

- 133 -

Pro

Ser

30

Glu

Ser

Arg

Pro

Val

Gly

15

Ser

Trp

Arg

Ala

Tyr

95

Ser

Gly

Phe

Val

Asp

Glu

80

Leu

Ser

Pro Gly Gly

15

Ser Ser Phe

30

Glu Trp Val



Ser

Asn

65

Asp

Met

Ile

50

Ser

Thr

Gln

35

Thr Tyr Ala

Lys

Ala

Phe

<210> 127

<211> 112

<212> PRT

Asn

val

Asp

100

Thr

Tyr
85

Asn

<213> Homo sapiens

<400> 127

Gln Val Gln

Ser

Gly

Ser

65

Asp

Met

Leu

Met

Ile

50

Ser

Thr

Gln

Arg

Ser

35

Thr

Lys

Ala

Phe

Leu

Leu

20

Trp

Tyr

Asn

Val

Asp

100

Val

Ser

Val

Ala

Thr

Tyr

85

Asn

019476

40
Ser Val Lys Gly Arg
55
Leu Tyr Leu Gln Met
70
Tyr Cys Ala Arg Tyr
90
Trp Gly Gln Gly Thr

105

Glu Ser Gly Gly Gly
10

Cys Ala Ala Ser Gly

25
Arg Gln Ala Pro Gly
40
Ser Val Lys Gly Arg
55

Leu Tyr Leu Gln Met

70

Tyr Cys Ala Arg Tyr
90

Trp Gly Gln Gly Thr

105

134 -

Phe Thr

60
Asn Ser
75

Trp Gly

Leu Val

Leu Val

Phe Thr

Lys Gly

Phe Thr

60

Asn Ser

75

Trp Gly

Leu Val

45

Leu

Thr

Thr

Gln

Phe

Leu

45

Ile

Leu

Thr

Thr

Ser

Arg

Pro

Val

110

Pro

Ser

30

Glu

Ser

Arg

Pro

Val

110

Arg

Ala

Tyr

95

Ser

Gly

15

Ser

Trp

Arg

Ala

Tyr

95

Ser

Asp

Glu

80

Leu

Ser

Gly

Phe

Val

Asp

Glu

80

Leu

Ser



<210> 128

<211> 111

<212> PRT

<213> Homo sapiens

<400> 128

Asp Ile Ala

1

Ser

Asn

Met

Ser

65

Gln

Lys

<210>

<211>

<212>

<213>

Ile

Ser

Ile

50

Gly

Ala

Pro

Thr

Val

35

Tyr

Ser

Glu

Leu

129

104

PRT

<400> 129

Leu

Ile

20

Ser

Ser

Lys

Asp

Val

Thr

Ser

Trp

Val

Ser

Glu

85

Val

Homo sapiens

Gln

Cys

Tyr

Ser

Gly

70

Ala

Phe

Pro

Thr

Gln

Ser

55

Asn

Asp

Gly

019476

Ala Ser Val
10
Gly Thr Ser
25
Gln His Pro
40

Arg Pro Ser

Thr Ala Ser

Tyr Tyr Cys
90
Gly Gly Thr

105

Ser

Ser

Gly

Gly

Leu

75

Ser

Lys

Gly

Asp

Lys

Val

60

Thr

Ser

Leu

Ser

Val

Ala

45

Ser

Ile

Tyr

Thr

Pro

Gly

30

Pro

Asn

Ser

Asp

Val

110

Gly

15

Gly

Lys

Arg

Gly

Thr

95

Leu

Gln

Tyr

Leu

Phe

Leu

80

Asn

Asp Ile Ala Leu Thr Gln Pro Ala Ser Val Ser Gly Ser Pro Gly Gln

1

5

10

- 135 -

15



Ser

Met

Ser

65

Gln

Gly

Ile

Ser

Ile

50

Gly

Ala

Gly

Thr

Val

35

Tyr

Ser

Glu

Thr

<210> 130

<211> 102

<212> PRT

Ile

20

Ser

Ser

Lys

Asp

Lys

100

Ser

Trp

Val

Ser

Glu

85

Leu

<213> Homo sapiens

<400> 130

Asp
1

Ser

Asn

Met

Ser

65

Gln

Ile

Ile

Ser

Ile

50

Gly

Ala

Ala

Thr

Val

35

Tyr

Ser

Glu

Leu

Ile

20

Ser

Ser

Lys

Asp

Thr

Ser

Trp

Val

Ser

Glu

85

Cys

Tyr

Ser

Gly

70

Ala

Thr

Gln

Cys

Tyr

Ser

Gly

70

Ala

Thr

Gln

Ser

55

Asn

Asp

Val

Pro

Thr

Gln

Ser

55

Asn

Asp

019476

Gly

Gln

40

Arg

Thr

Tyr

Leu

Ala

Gly

Gln

40

Arg

Thr

Tyr

Thr

25

His

Pro

Ala

Tyr

Ser

Thr

25

His

Pro

Ala

Tyr

Ser

Pro

Ser

Ser

Cys

90

Val

10

Ser

Pro

Ser

Ser

Cys

90

- 136 -

Ser

Gly

Gly

Leu

75

Ser

Ser

Ser

Gly

Gly

Leu

75

Tyr

Asp

Lys

Val

60

Thr

Ser

Gly

Asp

Lys

Val

60

Thr

Val

Val

Ala

45

Ser

Ile

Tyr

Ser

Val

Ala

45

Ser

Ile

Phe

Gly

30

Pro

Asn

Ser

Val

Pro

Gly

30

Pro

Asn

Ser

Gly

Gly

Lys

Arg

Gly

Phe

95

Gly

15

Gly

Lys

Arg

Gly

Gly

95

Tyr

Leu

Phe

Leu

80

Gly

Gln

Tyr

Leu

Phe

Leu

80

Gly



019476

Thr Lys Leu Thr Val Leu

100

<210> 131
<211> 104
<212> PRT

<213> Homo sapiens

<400> 131

Asp Ile Ala Leu Thr Gln Pro Ala Ser Val Ser
1 5 10

Ser Ile Thr Ile Ser Cys Thr Gly Thr Ser Ser

20 25
Asn Ser Val Ser Trp Tyr Gln Gln His Pro Gly
35 40
Met Ile Tyr Ser Val Ser Ser Arg Pro Ser Gly
50 55

Ser Gly Ser Lys Ser Gly Asn Thr Ala Ser Leu

65 70 75

Gln Ala Glu Asp Glu Ala Asp Tyr Tyr Cys Ser

85 90
Gly Gly Thr Lys Leu Thr Val Leu

100

<210> 132
<211> 103
<212> PRT

<213> Homo sapiens

<400> 132

- 137 -

Gly

Asp

Lys

Val

60

Thr

Tyr

Ser

Val

Ala

45

Ser

Ile

Asp

Pro

Gly

30

Pro

Asn

Ser

Val

Gly

15

Gly

Lys

Arg

Gly

Phe

95

Gln

Tyr

Leu

Phe

Leu

80

Gly



Asp Ile Ala

Ser Ile Thr

Asn Ser Val
35
Met Ile Tyr
50
Ser Gly Ser
65

Gln Ala Glu

Gly Thr Lys

<210> 133
<211> 381
<212> JHK

<213> Homo

<400> 133
caggtgcagc
tcctgecaagg
cctggacaag
gcacagaagt
atggagctga
aagggcatgt

accctggtga

<210> 134

<211> 381

Leu

Ile

20

Ser

Ser

Lys

Asp

Leu

100

Thr

Ser

Trp

Val

Ser

Glu

85

Thr

sapiens

tggtgcagtc
cttctggagg
ggcttgagtg
tccagggcag
gcagcctgag

acggcggctg

Gln

Cys

Tyr

Ser

Gly

70

Ala

Val

ccgtgagcag ¢

Pro

Thr

Gln

Ser

55

Asn

Asp

Leu

Ala

Gly

Gln

40

Arg

Thr

Tyr

019476

Ser Val Ser
10

Thr Ser Ser

25

His Pro Gly

Pro Ser Gly

Ala Ser Leu
75
Tyr Cys Ser

90

tggggctgag gtgaagaagce
caccttcagc agcaactaca
gatggggatc agccctggca
agtcacgatt accgcggacg
atctgaggac acggccgtgt

gacctacccc ctgatgatgt

- 138 -

Gly Ser Pro

Asp Val Gly
30
Lys Ala Pro
45
Val Ser Asn
60

Thr Ile Ser

Asp Val Phe

ctgggtcctce
tcagctgggt
ccggtatcaa
aatccacgag
attactgtgce

tcgacctgtg

Gly Gln
15

Gly Tyr

Lys Leu

Arg Phe

Gly Leu
80
Gly Gly

95

ggtgaaggtc
gcgacaggcc
cgcatactac
cacagcctac
gagaagcaag

gggccagggce

60

120

180

240

300

360

381



<212>

<213>

<400>

JHK

Homo

134

caggtgcagce

agctgcaagg

cccggecagyg

gcccagaagt

atggagctga

aagggcatgt

accctggtga

<210>

<211>

<212>

<213>

<400>

135

381

IHK

Homo

135

caggtgcaat

agctgcaaag

cctgggecagg

gctcagaagt

atggaactga

aagggtatgt

accctggtga

<210>

<211>

<212>

<213>

<400>

136

324

IHK

Homo

136

sapiens

tggtgcagag
ccagcggcgg
gcctggagtyg
tcecagggeeg
gcagcctgeg
acggcggctg

ccgtgagcag

sapiens

tggttcagtc
cctccggagg
gtctcgagtg
ttcagggtcg
gcagcctgeg
atggtggttg

cggttagctc

sapiens

019476

cggcgecgag
caccttcagc
gatgggcatc
cgtgaccatc
cagcgaggac
gacctacccc

C

tggcgcggaa
cactttttct
gatgggcatt
ggtgaccatt
tagcgaagat
gacttatcct

a

gtgaagaagc
agcaactaca
agccccggcea
accgccgacg
accgecegtgt

ctgatgatgt

gtgaaaaaac
tctaattata
tctcctggta
accgcggatg
acggccgtgt

cttatgatgt

- 139 -

ccggcagcag
tcagctgggt
ccggcatcaa
agagcaccag
actactgcgce

tcgacctgtg

cgggcagcag
tttcttgggt
ctggtattaa
aaagcaccag
attattgcgce

ttgatctttg

cgtgaaggtg
gcgccaggec
cgcctactac
caccgcctac
ccgcagcaag

gggccagggce

cgtgaaagtg
gcgccaagcc
tgcttattat
caccgcgtat
gcgttctaag

gggccaaggce

60

120

180

240

300

360

60

120

180

240

300

360

381



gagatcgtgc
ctgagctgcece
cccggecagg
gcccgcettea
cccgaggact

cagggcacca

<210> 137
<211> 324
<212> JHK

<213> Homo

<400> 137

gaaattgtgt
ctctcctgea
cctggccagg
gccaggttca
cctgaagatt

cagggtacga

<210> 138
<211> 324
<212> OHK

<213> Homo

<400> 138

gagatcgtgc
ctgagctgca
ccaggtcaag
gcgegtttta
cctgaagact

cagggtacga

tgacccagag
gcgccagcca
ccceececgect
gcggecagcgg
tcgeegtgta

aggtggagat

sapiens

tgacacagtc
gggccagtca
ctccecaggcet
gtggcagtgg
ttgcagttta

aagttgaaat

sapiens

tgacccagag
gagcgagcca
caccgegtcet
gcggetcetgg
ttgcggtgta

aagttgaaat

019476

cccegecace
gagcgtgage
gctgatctac
cagcggcacc
ctactgccag

caag

tccagccacc
gagtgttagc
cctcatctat
gtctgggaca
ttactgtcag

taaa

cccggcgacce
gtctgtttct
attaatttat
atccggcacg
ttattgccag

taaa

ctgagcctga
agcaactacc
tacgccagcc
gacttcaccc

cagaccagca

ctgtectttgt
agcaactact
tacgcatcecc
gacttcactc

cagacttcta

ctgagcctgt
tctaattatc
tatgcttctce
gattttaccce

cagacttcta

- 140 -

gccccggega
tggcctggta
gccgcgecac
tgaccatcag

acaccccctt

ctccagggga
tagcctggta
gcagggccac
tcaccatcag

atactccttt

ctcecgggega
tggcttggta
gtcgtgcaac
tgaccattag

atactccttt

gcgcgccacce
ccagcagaag
cggcgtgcece
cagcctggag

caccttcgge

aagagccacc
ccaacagaaa
tggcgtgcca
cagcctagag

tacctttggce

acgtgcgace
ccagcagaaa
tggggtcceg
cagcctggaa

tacctttgge

120

180

240

300

324

60

120

180

240

300

60

120

180

240

300

324



<210> 139
<211> 351
<212> JHK

<213> Homo

<400> 139
gaggtgcagc
tcctgtaagg
cccgggaaag
agccegtcect
ctgcagtgga

tacaagccct

<210> 140
<211> 351
<212> JHK

<213> Homo

<400> 140

gaggtgcagc
agctgcaagg
cccggcaagg
agccccagcet
ctgcagtgga

tacaagccct

<210> 141
<211> 351
<212> QHK

<213> Homo

019476

sapiens

tggtgcagtc tggagcagag
gttctggata cagctttage
gcctggagtg gatggggatce
tccaaggcca ggtcaccatc
gcagcctgaa ggcctcggac

tcgacgtgtg gggccagggce

sapiens

tggtgcagag cggcgcegag
gcagcggcta cagcttcagc
gcctggagtg gatgggcatc
tccagggcca ggtgaccatc
gcagcctgaa ggccagcgac

tcgacgtgty gggcecaggge

sapiens

gtgaaaaagc
aactactgga
atcgacccta
tcagccgaca
accgccatgt

accctggtga

gtgaagaagc
aactactgga
atcgacccca
agcgccgaca
accgccatgt

accctggtga

- 141 -

ccggggagte
tcggetgggt
gcaactctta
agtccatcag
attactgtgc

ccgtgagcag

ccggcegagag
tecggetgggt
gcaacagcta
agagcatcag
actactgcgce

ccgtgagcag

tctgaagatc
gcgccagatg
caccagatac
caccgcctac
gagatggtac

c

cctgaagatc
gcgccagatg
cacccgctac
caccgcctac
ccgctggtac

(o}

60

120

240

300

351

60

120

180

240

300

351



<400> 141

gaggtgcaat tggttcagag
agctgcaaag gttccggata
cctgggaagg gtctcgagtg
tctccgaget ttcagggceca
cttcaatgga gcagcctgaa

tataagcctt ttgatgtttg

<210> 142

<400> 142

<210> 143
<211> 336
<212> JHK

<213> Homo sapiens

<400> 143

cagtctgtgc tgacgcagcc
tcctgcactg ggagcagetce
cttccaggaa cagcccccaa
cctgaccgat tctctggcetce
cagagcgagg atgaggctga

gtgttcggeg gcggcaccaa

<210> 144
<211> 336
<212> IHK

<213> Homo sapiens

<400> 144
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cggcgcggaa
ttcettttcet
gatgggcatt
ggtgaccatt
agcgagcgat

gggccaaggc

gccctcagtg
caacatcggg
actcctcatc
caagtctggce
ttattactgce

gctgaccgtg

gtgaaaaaac
aattattgga
atcgatccgt
agcgcggata
acggccatgt

accctggtga

tctggggcecce
agcggttatg
tatggtaaca
acctcagcect
gccagectgga

ctgggce

142 -

cgggcgaaag
ttggttgggt
ctaatagcta
aaagcattag
attattgcgce

cggttagcecte

cagggcagag
atgtacactg
gcaagcggcc
ccctggecat

ccgacggcct

cctgaaaatt
gcgccagatg
tacccgctat
caccgcgtat
gcgttggtat

a

ggtcaccatc
gtaccagcag
ctcaggggte

cactgggctc

gagcctggtg

120

180

240

300

351

60

120

180

240

300

336



cagagcgtgce
tcgtgtacgg
ttgecceggga
ccggatcgtt
caaagcgaag

gtgtttggcg

<210> 145
<211> 189
<212> PRT

<213> Homo

<400> 145
Met Leu Gly
1

Ala Gln Gly

Cys Gln Gln
35
Pro Leu Val
50
Thr Asn Asp
65

Gly Leu Arg

Leu Ile Phe

Pro Ser Leu

115

Leu Gly Leu
130

Gln Gln Ile

tgacccagce
gcagcagcag
cggcgccgaa
ttagcggatc
acgaagcgga

gcggcacgaa

sapiens
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gccttcagtg
caacattggt
acttctgatt
caaaagcggc
ttattattge

gttaaccgtt

Ser Arg Ala Val Met

Arg Ala Val Pro Gly

20

Leu Ser Gln Lys Leu

40

Gly His Met Asp Leu

55

Val Pro His Ile Gln

70

Asp Asn Ser Gln Phe

85

Tyr Glu Lys Leu Leu

100

Leu Pro Asp Ser Pro

120

Ser Gln Leu Leu Gln

135

Pro Ser Leu Ser Pro

agtggcgcecac
tctggttatg
tatggtaatt
accagcgcga
gcttcttgga

cttggce

Leu Leu Leu
10

Gly Ser Ser

25

Cys Thr Leu

Arg Glu Glu

Cys Gly Asp
75
Cys Leu Gln
90
Gly Ser Asp
105

Val Ala Gln

Pro Glu Gly

Ser Gln Pro

143 -

caggtcagcg

atgtgcattg

ctaagcgtcc

gccttgcegat

ctgatggtct

Leu

Pro

Ala

Gly

60

Gly

Arg

Ile

Leu

His

140

Trp

Leu

Ala

Trp

45

Asp

Cys

Ile

Phe

His

125

His

Gln

Pro

Trp

30

Ser

Glu

Asp

His

Thr

110

Ala

Trp

Arg

tgtgaccatc
gtaccagcag
ctcaggcgtg
tacgggcctg

ttctettgtt

Trp Thr

15

Thr Gln

Ala His

Glu Thr

Pro Gln

80

Gln Gly

95

Gly Glu

Ser Leu

Glu Thr

Leu Leu

60

120

180

240

300

336
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145 150 155 160

Leu Arg Phe Lys Ile Leu Arg Ser Leu Gln Ala Phe Val Ala Val Ala
165 170 175

Ala Arg Val Phe Ala His Gly Ala Ala Thr Leu Ser Pro

180 185

<210> 146
<211> 19
<212> PRT

<213> Homo sapiens

<400> 146
Asn Ile Glu His Lys Tyr Leu Gly Tyr Ala Thr Ser Tyr Ala Ala Ser
1 5 10 15

Val Lys Gly

<210> 147
<211> 114
<212> PRT

<213> Homo sapiens

<400> 147
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Phe
20 25 30
Gly Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ser Asn Ile Gly Thr Tyr Ala Ser Val Lys Gly Arg Phe Thr Ile Ser

50 55 60
Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln Met Asn Ser Leu Arg
65 70 75 80
Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg Tyr Trp Gly Thr Pro
85 90 95
Tyr Leu Met Gln Phe Asp Asn Trp Gly Gln Gly Thr Leu Val Thr Val
100 105 110

Ser Ser
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OOPMVIIA U30BPETEHUA

1. Beigenennoe antureno npotuB IL-23p19, comeprkaniee BapuabenbHBIH y4aCTOK JIETKOW IETH W Bapua-
OCITbHBIN YIaCcTOK TSHKEIION IeTH, IpUdeM YKa3aHHbBIH BapraOeabHbIH yJacTOK JIETKOW IEMH COMEPKUT

aMHUHOKHCIIOTHYIO TOCJIEJOBATEIFHOCTE ONPENEIIAIONIET0 KOMIDIEMEHTAPHOCTh y4dacTKa JIeTKOH menwn |
(CDRL1) SEQ ID NO: 50;

aMUHOKHUCJIOTHY!O nocnenoBaTensHocTs CDRL2 SEQ ID NO: 56

aMUHOKHUCJIOTHY!O nocnenoBaTenbHocTs CDRL3 SEQ ID NO: 73,

a yKa3aHHBIH BapHaOeIbHBIH Y9aCTOK TSDKEJIOH LEeTN CONEPKUT

aMUHOKHUCJIOTHYIO TIOCNIEOBATENLHOCT ONPEAEIISIONIEr0 KOMIUIEMEHTAPHOCTh y4acTKa Tsbkenoil nenu 1
(CDRH1) SEQ ID NO: 5;

aMHUHOKHUCIIOTHYIO nocienoBaTensHocTh CDRH2 SEQ ID NO: 20 u

aMHUHOKHUCIIOTHYIO nocienoBaTensHocTh CDRH3 SEQ ID NO: 44.

2. Beinenennoe antuteno npoTuB 1L-23p19 mo m.1, ZomoJHUTENBHO CoiepIKalliee Mo MEHbIIeH Mepe OIHY
KapKacHYIO 00JIaCTh aHTHTEJNA YeJI0BEKa, CMEXHYIO C OTIPEICIAIONIAM KOMIUIEMEHTAPHOCTD YIaCTKOM.

3. Beimenennoe antuteno npotuB 1L-23pl19, comepkamee BaprabenbHBI y9aCcTOK JIETKOW IIETH, COAEp-
JKaIuid aMHHOKUCIIOTHYIO mocienoBatebHocTh SEQ ID NO: 116.

4. Brinenennoe antureno npotus 1L-23p19, coxeprxamiee BaprabebHbIN y4acTOK TSDKEIOH LIENH, coaep-
JKaIIMii aMUHOKHUCIIOTHYIO nocienoBatebsHocTh SEQ ID NO: 106.

5. Beigenennoe anrureno npotuB 1L-23p19, coneprkaiiee BapraOenbHBIN Y4acTOK JIETKOH LIEIH, COIep-
KalMi aMMHOKHCIIOTHYIO mocienoBaresibHOCTh SEQ ID NO: 116, u BapuaOenbHBIN y4acTOK TSDKEJIOW LeTH,
coJiepKalluii aMMHOKUCIOTHYIO0 TiocienoBaTenbHocTs SEQ ID NO: 106.

6. Beirenennoe antuteno npotus 1L-23p19, conepxainee BapraOebHBIN yIaCTOK TSIKEION e, COmep-
KAl aMUHOKHCIIOTHYIO TlocienoBateibHOcTh SEQ ID NO: 106, umeromnnyio 1o 3 3ameH B octatkax 50-66
aMUHOKHUCJIOTHOU TocnenoBatenpbHocTH SEQ ID NO: 106.

7. Beimenennoe antuteno npotuB 1L-23pl19, comepkamee BaprabenbHBI yIaCcTOK JIETKOW IIETIH, COAEp-
JKaIluii aMUHOKHUCIIOTHYI0 TocnenoBarenbHocTh SEQ ID NO:116, 1 BapnabenbHBINA yJaCTOK TSKEJIOH MENu 10
1.6.

8. Anrtureno mpotus 1L-23p19 no mobomy u3 nm.1-7, rae ykazanHoe aHTHTeNo cBsizbiBaeT 1L-23p19 mo
MEHBIIeH Mepe ¢ 0JHOI aHHHOCTBIO, BHIOGPAHHOI 10 MeHbIeil Mepe u3 10 M, o menbmeii mepe 1070 M,
no menbeii Mepe 107! M, o menbureit mepe 107> M, o menbmeii Mepe 107 M, o Menbmeii mepe 10" M u
1o MeHpIei Mepe 107 M, kak onpe/eneHo mocpeacTBOM MOBEPXHOCTHOTO IIA3MOHHOTO PE30HAHCA HIIH METO-
oM Kinexa.

9. Anrureno npotus IL-23p19 o mobomy u3 mm.1-7, rae ykazaHHOE aHTHTENO, IO CYIIECTBY, MOIYJINPY-
eT akTHBHOCTH nosmmmenTruaa 1L-23, roe ykazaHHast akKTHBHOCTB BRIOpaHa W3 TPYIIITEL, COCTOAIICH U3 CBSI3BIBAHUS
¢ penentopom IL-23 (IL-23R), unaykuuu hochopunupoBanus STAT3 u npoxykiuu [L-17.

10. KoMmrmosutusi, cofieprkarias BelieIeHHOe aHTUTeN0 MpoTHB [L-23p19 mo 1.7 u mo MeHsbIeld Mepe ouH
(hapMareBTHYECKH TPUEMIIEMbIH HOCUTEIh HIIN pa30aBUTEINb.

11. Kommnosunus mo 11.10, JOMOTHUTENBEHO conepiKaliasi Mo MEHbIIEH Mepe OJHO COeAWHEHHE HIIU ITOJTH-
TIENITH/T, BEIOPAHHBIE W3 TIOJAIOIICHCS TeTSKIIMA METKH WM peropTepa, antaronucta TNF, npornBonHpekn-
OHHOTO JIEKapCTBEHHOTO CPEICTBa, JIEKAPCTBEHHOT'O CPENCTBa Ui cepaedHo-cocyauctoit (CV) cucremsl, Jie-
KapCTBEHHOT'O CPEeACTBa Al HeHTpansHOoH HepBHO# cuctembl (LIHC), nexapcTBeHHOTO cpencTsa Jyuisi aBTOHOM-
HOHM HepBHOI cucteMbl (ANS), TeKapcTBEHHOT'O CpeCTBa ISl ABIXaTENbHBIX IyTeH, JIeKapCTBEHHOTO CPEACTBa
Juis xKenyaouHo-kumedHoro (GI) Tpakra, ropMOHAIBHOTO JIEKAPCTBEHHOTO CPEACTBA, JIEKAPCTBEHHOTO CPEACTBA
Jutst OanaHca )KUAKOCTEH WM 3IIEKTPOJINTOB, TEMATONIOTHYECKOTO JIEKAPCTBEHHOTO CPE/ICTBA, aHTHHEOILIACTHYe-
CKOTO JIEKapCTBEHHOTO CPEICTBA, MMMYHOMOIYIHPYIOMIETO JICKAPCTBEHHOTO CPE/ICTBA, JICKAPCTBEHHOTO Cpe-
CTBa /I TJ1a3, JIGKAPCTBEHHOTO CPENICTBA IS YIIeH TN JIEKapCTBEHHOT'O CPEICTBA JJIsl HOCA, MECTHOTO JIeKap-
CTBEHHOTO CPEJICTBA, JUETOIOTHYECKOTO JIEKAPCTBEHHOTO CPEACTBA, INTOKMHA M aHTATOHUCTA ITUTOKWHA.

12. Uznenwe mns ¢dapManeBTHYECKOTO WM JHArHOCTHYECKOTO NMPUMEHEHHUS y UYeJOBEeKa, CoAepiKaiiee
YIIaKOBOYHBIA MaTepHall U KOHTEHHEp, COepIKaIIiil pacTBOP WM JITHOPUIN3NPOBAHHYIO (hopMy aHTHUTENa TIPO-
tnB IL-23p19 mo mobomy u3 1. 1-7.

13. Uznenue mo 1m.12, rae yka3aHHBIM KOHTEHHEp MpeCTaBIsieT CO00M KOMIIOHEHT YCTPONHCTBA MIIH CHC-
TEMBI JUIS TTapEeHTEpaIbHON, TIOAKOXKHON, BHYTPUMBILICYHOH, BHYTPUBEHHOH, BHYTPHCYCTaBHOM, HHTPaOPOHXH-
IBHOM, MHTPaabJOMHHAIIBHOM, BHYTPHUKAIICYIAPHOH, BHYTPUXPSILEBOH, BHYTPUIIOJIOCTHOM, BHYTPHOPIOIIHOH,
BHYTPHUMO3)KEUKOBOH, WHTPaLepeOPOBECHTPUKYIISIPHOH, BHYTPUKHUILICYHOH, MHTPALEpPBUKAJIbHOW, BHYTPIKEIY-
JIOYHOW, BHYTPHUIIEYEHOYHOH, MHTPAMHUOKAPINAIbHOMW, BHYTPUKOCTHOM, BHYTPUTA30BOM, MHTparepUKapIHaib-
HOHM, MHTpPANepUTOHHAJIBHOW, WHTPAIUIEBPAIbHON, BHYTPUIIPOCTATHYECKOH, BHYTPHJIETOYHOW, MHTPapeKTallb-
HOM, HHTpapeHaIbHOW, HHTPAPETUHAIBHONU, HHTPACTTMHAIBHOM, HHTPACUHOBUAIHLHOMN, BHYTPUTPYAHOU, BHYTPH-
MaTOYHOW, BHYTPHUITY3BIPHOW, MHTPAIC3NOHATBHON, OOMIOCHOHM, BarMHAIBLHOMN, PEKTANLHOM, OYKKaJIbHOH, CyO-
JIMHTBaJIbHOM, MHTpaHAa3aJIbHOM U TpaHCIepMaIbHON 10CTaBKH.

14. Breigenennoe antuteno npotusB IL-23pl9, conepikariee aMHUHOKHCIOTHYIO MOCIEAOBATEIHLHOCTh Ba-

- 145 -



019476

pHadenbHOrO y4acTKa JIETKOH Leld, KOJUPYEMYIO HYKJICOTHAHON MOCIe0BaTeIbHOCThIO, BERIOPAaHHOHM U3 TPYyI-
eI, cocrosieit u3 SEQ ID NO: 142-144.

15. Breigenennoe antuteno npotuB 1L-23pl9, coxepikariee aMHUHOKHCIOTHYIO MOCIEAOBATEIHLHOCTh Ba-
pHadeNFHOTO ydYacTKa TSDKENOW IEeNH, KOAWPYEMYI0 HYKJICOTHAHOM IOCIIeIOBATEIbHOCTHIO, BBHIOPAaHHOW W3
rpynmsl, cocrosmei 3 SEQ ID NO: 139-141.

16. Beimenennoe antuteno npotus 1L-23p19, comeprkaiiee mociea0oBaTeIbHOCTh BapHaOeIbHOTO yIacTKa
JIeTKO 1ien 1o 11.14 ¥ aMHHOKHCIIOTHYIO ITOCIIEI0BAaTEIFHOCTh BapHaOEIHbHOTO YUacTKa TSDKEJION LemH, KO-
PYEMYIO HYKJICOTHIHOH TIOCIIeI0BATEILHOCTHIO, BRIOPAHHOH M3 TPpyIIbI, cocTosmeit u3 SEQ ID NO: 139-141.

17. Arruteno npotus IL-23p19 no n.16, rae ykazanHoe anTHTENO CcBsI3bIBaeT 1L-23p19 no mensieit Mepe
¢ onHOU ad)(MHHOCTHIO, BEIOPAHHOM 10 MCHBIICH Mepe U3 10° M, no meHbIeii Mepe 10"° M, no menbImeii me-
pe 10" M u o menpmeii mepe 107> M, mo mensieit Mepe 10™° M, 1o Menbmeii mepe 10™'* M u o Menpmeit
mepe 10™° M, kak onpe/eneHo mocpeacTBOM OBEPXHOCTHOTO MIA3MOHHOTO pe3oHaHca min MetonoM Kinexa.

18. Antuteno npotus IL-23p19 no n.16, rae ykazaHHOE aHTUTENO, IO CYLIECTBY, MOLYIUPYET aKTUBHOCTb
nommnentiaa [L-23, rue ykazaHHasi akTHBHOCTB BBIOpaHa M3 TPYIIIBI, COCTOSIIEH U3 CBA3BIBAHUS C PELEITOPOM
IL-23 (IL-23R), uaaykuuu dpochopumuposannst STAT3 u npoxykruu 1L-17.

19. Kommosunust jisl AWATHOCTHKHN WIIM JIeYeHHsI CBs3aHHOTO ¢ IL-23pl19 cocrosHus, BHIOpaHHOTO W3
TPYIIIBI, COCTOSIIEH U3 ICopHasa, IICOPUATHIECKOTO apTpuTa, 6one3nn KpoHa, S13BeHHOTO KOJIMTa, CApKOHI034,
ONITHYECKOTO HEBPUTA W KIMHIUYECKH W30JINPOBAHHOTO CHHAPOMA, COJEpIKAIIasi BEIIEIEHHOE aHTHTEIO0 MPOTUB
IL-23p19 mo mobomy u3 mi.1-9 u 14-18 u mo MeHbIIeH Mepe omuH (papMaleBTHIECKH TPUEMIIEMbIH HOCUTEh
WK pa30aBUTEb.

20. Komnosurus 1o .19, 10noJHUTENbHO coJeprKallias Mo MEHbIIEH Mepe OJHO COeIMHEHUE WM IOJIH-
MENTHI, BBIOpaHHBIE U3 MOAIOIIEHCS ETEeKIIMN METKH WK peropTepa, antaronucra TNF, npornBonHdpekuu-
OHHOTO JIEKapCTBEHHOTO CPEICTBa, JIEKAPCTBEHHOT'O CpeNCTBa Ui cepaedHo-cocyauctoi (CV) cucremsl, Jre-
KapCTBEHHOT'O CPEACTBa Al HeHTpansHOi HepBHO# cuctemsl (LIHC), nexapcTBeHHOTO cpencTBa Jyuisi aBTOHOM-
HOHM HepBHOI cucteMbl (ANS), TeKapcTBEHHOTO CpecTBa IS ABIXaTENbHBIX IMyTeH, JIeKapCTBEHHOTO CPEACTBa
Ut KeTyaouHo-kumedHoro (GI) Tpakra, ropMOHAIBHOTO JIEKAPCTBEHHOTO CPECTBA, JIEKAPCTBEHHOTO CPECTBA
Ut OanaHca KHUIKOCTEH MIIH SIIEKTPOIUTOB, TeMAaTOIOTHIECKOTO JIEKAPCTBEHHOTO CPEACTBA, AHTHHEOIUIACTHYE-
CKOTO JIEKapCTBEHHOTO CPEICTBA, MMMYHOMOIYIHPYIOMIETO JICKAPCTBEHHOTO CPE/ICTBA, JICKAPCTBEHHOTO Cpea-
CTBa JJI TJ1a3, JIGKAPCTBEHHOTO CPENICTBA IS YIIeH TN JIEKapCTBEHHOT'O CPEICTBA JJIsl HOCA, MECTHOTO JIeKap-
CTBEHHOTO CPEJICTBA, JUETOIOTHYECKOTO JIEKAPCTBEHHOTO CPEACTBA, INTOKMHA M aHTATOHUCTA ITUTOKMHA.

21. Uznenme mns ¢dapManeBTHYECKOTO WM JHArHOCTHYECKOTO NPUMEHEHHUS y UYeJOBeKa, CoAepiKaiiee
YIIaKOBOYHBIN MaTepuaj M KOHTEHHEp, collep Kallinii pacTBOp WM JIMOUIU3UPOBAHHYIO (JOPMY aHTHTENA IIPo-
tuB IL-23p19 o mobomy u3 nm.1-9 u 14-18.

22. Uznenue mo m.21, rae yka3aHHBIM KOHTEHHEp MpeCTaBIseT COO0M KOMIIOHEHT YCTPONHCTBA MIIH CHC-
TEMBI [UIS TAPCHTEPATbHOM, TOAKOKHOMN, BHYTPUMBIIICYHON, BHYTPUBEHHOW, BHYTPUCYCTABHOM, HHTPaOPOHXU-
IBHOM, MHTPaabJOMHUHAIIBHOM, BHYTPHUKAIICYJIAPHOH, BHYTPHXPSILEBOH, BHYTPUIIOJIOCTHOM, BHYTPHOPIOIIHOH,
BHYTPHMO3)KCUYKOBOMH, MHTPALCPSOPOBCHTPUKYISAPHON, BHYTPUKHUIICYHON, WHTPAICPBUKAILHOW, BHYTPHKEITY-
JIOYHOW, BHYTPHUIICUEHOUYHOH, MHTPaMHOKapAUAIbHONW, BHYTPUKOCTHOM, BHYTPUTA30BOM, MHTparnepuKapIuaib-
HOM, MHTpANepuTOHUAIBHOM, MHTpAIIEeBpaIbHON, BHYTPUIPOCTATUYECKON, BHYTPUJIETOYHON, MHTPApPEKTAIIb-
HOM, HHTpapeHaIbHOW, HHTPAPETUHAIBHOU, HHTPACTIMHAIBHOW, HHTPACUHOBUAILHOM, BHYTPUTPYAHOU, BHYTPH-
MaTOYHOW, BHYTPHUITY3BIPHOW, MHTPAIC3NOHATBHON, OONIOCHOHM, BarMHAJIBLHOMN, PEKTAILHOMN, OYKKaJIbHOH, CyO-
JIMHTBaJILHOM, MHTPaHA3aJIbHOM U TpaHCIepMaIbHOM T10CTaBKH.

23. Komnosunus 1o .20, re aHTUTEN0 KOHBIOTUPOBAHO C MOAJAIoUIeiics] JeTeKIUU METKOW WIIH Pernop-
TEpPOM.

24. BrlieneHHast MOJIEKyJla HyKJIEMHOBOW KHUCIJIOTHI, KOJUpYIommas antureno npotus 1L-23p19 mo mrobomy
u3 . 1-9 u 14-18.

25. BelieneHHast MoJieKyJia HyKJIEMHOBON KHCIOTHI, KoAUpyomias antuteno npotus 1L-23p19 no n.1, co-
JepaKaiias

HYKJICOTHAHYIO TIOCJIEIOBATEIFHOCTh OMPEICIAIONIEr0 KOMIUIEMEHTApHOCTh y9acTKa JIerkod menu |
(CDRL1), comepkamnryro HykaeoTuasl 67-108 1000 W3 HyKIeOTHAHBIX mocienoBarensHocTed SEQ ID NO:
142-144;

HYKJICOTHAHYIO TocienoBaTesbHOCcTs CDRL2, conepxarryto HykiaeoTuas! 154-174 nroboit U3 HYKIICOTHI-
HBIX TIocnenoBatenbHocTedt SEQ ID NO: 142-144;

HYKJICOTHAHYIO TocienoBaTesbHOCcTs CDRL3, comepxanryto HykiaeoTuas! 271-303 nro6oit U3 HYKIICOTHII-
HbIX nocienoBatenbHocTeir SEQ ID NO: 142-144;

HYKJICOTUAHYIO IOCIIEA0BAaTEIbHOCTh OIPEAEIAIONEr0 KOMIUIEMEHTAPHOCTh ydacTKa Tshkelod menu 1
(CDRH1), comepxkamtyto HykiaeoTuasl 91-105 moboi n3 HykieoTHIHBIX nocienoBarensHocTeld SEQ ID NO:
139-141;

HYKIICOTHAHYIO0 TocienoBarenbHoct CDRH2, coneprkamyto Hykneotunsr 148-198 nmro0oit U3 HYKICOTHI-
HbIX nocienoBatenbHocTeid SEQ ID NO: 139-141; u

HYKJICOTHAHYIO mocienoBaTenbHocTh CDRH3, comeprkantyro HykieoTuabl 295-318 mo0oii U3 HyKJICOTHI-
HBIX TIocnenoBatenbHocTedt SEQ ID NO: 139-141.
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26. BolaeneHHas MoJieKylla HyKJIEMHOBOH KHMCIOTBHI, KoAupymomas aHtureno mnpotus 1L-23p19 mo n.16,
coJieprkarast

HYKJICOTHAHYIO TTOCIICAOBATEIFHOCTh BapHaOeIbHOTO yJacTKa JETKOH e , BRIOpaHHYIO0 U3 TPYIIIHL, CO-
crosmieii u3 SEQ ID NO: 142-144; u

HYKJICOTHAHYIO TIOCJIEIOBATEIFHOCTh BapHaOeIbHOTO y4acTKa TSDKENIOH e, BEIOPaHHYIO M3 TPYIIHI, CO-
crosmieit u3 SEQ ID NO: 139-141.

27. BexTop, comepkaiuii BBIISICHHYIO MOJIEKYITY HYKJIIEHHOBOW KHCIIOTHI 110 JII0O0MY 13 11.24-26.

28. IIpokaproTHyecKas Wi dyKapuOTHIECKast KIIETKa-X03sIMH, CoIeprKarias BEKTop 1o 1m.27.

29. Kierka-xo3siuH 1o 1.28, BbIOpaHHas m3 rpymnmsl, Biitovatommeil xietkun COS-1, COS-7, HEK293,
BHK21, CHO, BSC-1, Hep G2, 653, SP2/0, 293, HeLa, kneTku MUETIOMBI WK TUM(OMBI HIH UX MTPOU3BOIHBIC.

30. Cnoco6 nomydenus anrutena npotus IL-23pl19 mo mroGomy u3 mi.1-18, Britovaromuii BctpauBaHue
MOJIEKYJIBl HYKJIEHHOBOH KHCJIOTHI 110 JTI000MY U3 mi1.24-26 B BEKTOp, TPaHC(HOPMAIMIO YKa3aHHBIM BEKTOPOM
KJIETKU-X035MHa, TPAHCTEHHOTO )KHBOTHOTO WJIM TPAHCT€HHOTO PACTEHUsI C IIEJIbI0 SKCIIPECCHU aHTUTENA U BbI-
JIeJICHUE HKCTIPECCHPOBAHHOTO aHTUTENA.

31. CpenctBo Iuisi JUArHOCTHKH CBs3aHHOTO ¢ IL-23p19 cocrosHUS B KJI€TKe, TKAaHW, OpTaHe WU Opra-
HU3ME KHUBOTHOTO, cojiepkaiiee 3 (HEeKTHBHOE KOJIMIECTBO aHTUTEIIA TI0 JTro0oMy u3 1. 1-9 u 14-18.

32. Cpencto 1o 1m.31, rae ykazanHoe 3¢ (HeKTUBHOE KOJMYECTBO aHTHUTENA COCTABISET MPUOIU3UTEIHLHO
0,001-50 mr/KT Beca yKka3aHHOTO KHBOTHOTO.

33. JlexapcTBeHHOE CPEACTBO IS JICUeHUs CBA3aHHOTO ¢ IL-23p19 cocTosiHUA y >KHBOTHOTO WIJIM YeJIOBE-
Ka, conmeprkarniee 3G PeKTHBHOE KOTMUECTBO aHTUTENA TT0 JItoOomy u3 . 1-9 u 14-18.

34. JlexapcTBeHHOE cpeacTBO Mo 1.33, Tae yka3aHHOe 3(h(EKTHBHOE KOJIMYECTBO COCTABISIET MPHOIN3U-
tensHO 0,001-50 MI/KT Beca yKa3aHHBIX )KHBOTHOTO WJIN YEJIOBEKA.
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KoHkypeHTHbI aHanus mAb npoTtus IL-23
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