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YEJIOBEUECKME AHTUTEJIA IIPOTHUB IL-23, KOMIO3MIINK, CIOCOBH U
[IPMMEHEHHUE
ONUCAHUE

OEJIACTE M3OBPETEHNUA

HacroAamee mnz3oBpeTeHMe CTHOCUTCH K aHTuUTeJaM, B TOM duCle K
OnpenereHHEM ydYacTKam WM BapuaHTaM, CHeuM@uuHBM, OO M2HLUIER
Mepe, kK ogHoMmy Oenky IL-23 wim ero o@parMmeHTy, a Takxe K
AHTUUOVOTUINUECKMM aHTUTeJaM M HYKJEMHOBBIM KMCJIOTaM, KOHOVPYIOWVM
aHTuTesa nporme  IL-23pl9, KOMIUJIEMEHTAPHBEIM MM  HYKJEMHOBBIM
KMCJOT&aM, BEeKTOpamMm, KJIeTKaM-xo3sdeBaM, M K cnocofaM Mx I[OJIYYeHMS
U TpUMEeHEeHMsl, BKJIOYWAKWLMM TepaleBTUUecKkMe COCTaBbl, BBEIeHUE U
YCTPONUCTRA.

NPEANOCEUIKM M3OBPETEHNA

NHTepNenKNH (IL) -12 npencraeiseT cobon CexpeTUpyeMbB
TeTepONVMMEDHEN UWUTOKMH, COCTOSUMM u3 2 CBA3aHHBX AUCYJIbIMIOHON
CBA3BI TJMKO3BUAMPOBAHHEIX OEJIKOBHX CyObenmHui, oO0O3HauaeMsx Kak
p35 u p40 uz-3a ux NPUOIMIUTEIIBHON MOJIEKYJIAPHOM Macce. IL-12
NpoOyuypyeTrcs, IJviaBHbEM OO0pasoOM, aHTUTEHNPEeNCTaBJIARLMMU KJeTKamMu
ol 3anyckaerT KJIETOUHO - OTIOCPEe Iy €MEI VIMMYHWTET MOCPEenCTBOM
CBASLEBAHUSE IOBYXLENOUWEUHOTO  DPEeUErTOPHOI'C  KOMIUIEKCA, KOTOPLIM
SKCNpPeccupyeTcs  Ha rmopepxHoCcTy T-KJIETOK WM  €CTECTBEHHEBIX
kmJiepHeix  (NK) knerok. Lers pedenropa s IL-12 6Hera-1 (IL-
12RPE1) cessHBaeTCa ¢ cytwenuHuien p4o0 IL-12, obecrnieyuBas
rnepBuYHOe B3auMomeicTBme Mexnay IL-12 um ero peuentopoM. OIHako
BHYTPMKJIETOUHYIO I[epenady curHana (Hanpumep, QochopmimpoBaHmne
STATZ) M  axKTHMBaLUMIO HECYHUMX pPelenTop KJIeToK  ofecrneduBaer
CBA3BBaHMe nocpencTeoM IL-12p35 Bropol uenu peuenrtopa, IL-12RP2
(Presky et al, 1996). Illojarawnr, dYTO INepenada CuUTHala IL.-12
ONHOBPEMEHHO c rpencTaBJIeHUEM aHTUDEeHa akTusupyeT
onbbepeHUMpOBKY T-KJIETOK B HanpaejeHun ¢eHoTuna T-Xennepon 1
(Thl), =xapakTepusyomerocs nponykumen uHreppepoHa Iramma (IFNY)
(Trinchieri, 2003) . MonarawT, uro Thl-kneTrku obecrneumBawT
UMMYHUTET [POTUB HEKOTOPBIX BHYTPUKJETOYHHIX MaToOreHOB, 0Cpas3yoT
dukcupyoume KOMIJIEMEHT MBOTUIIE aHTUTEN u OCYWECTBJIAT

OMyXOJIEBH MMMYyHOJIOTMYECKui® Hanzop. Taxkum obpasoM, [noJsarawt,
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yro IL-12 sBJAETCA BaXHBM KOMIIOHEHTOM IJIA MEeXaHM3MOB UMMYHHOM
2aMUTE XOBHAMHA .

BLUIO OTKPBITO, uYTO Oen<oBas cyBbvemmHmuna p4o IL-12 Taxxe
MOXET CBS3LIBATHCH o} o TOEeJIBHON’ BenKoBOM cy®beOIVHULEN ,
oBonmnavaeMol kak pl9, ¢ oHpaszoBaHMeM HOBOTO umTokuHa, IL-23
(Oppman et al, 2000). Taxxe IL-23 nmnepenaeT CUTHaJ yepes
IBRYXLEeNodYedHbIN pPELENTOPHBI KOMIJIEKC. MockoJibKy cybbenuHuia p4o0
genserca obmeir nana IL-12 u IL-23, To uenb IL-12RP1 Takxe
aengercsa obmer nnsa IL-12 wu IL-23. OmHako CrleuMdpn4eHyio 1A IL-23
BHYTPUKJIETOUHYIO Nepenady curHana (nHanpumep, GochoprsIMPOBaRNE
STAT3) W TIocCJelyouyl Nnpo oy KLU0 IL-17 T-xkneTkamy obecrneudnBaeT
CBSABLIBaHUNE IL-23pl9 co BTOPBIM KOMIIOHEHTOM peuenTopHOTO
xoMmnnexkca onmns IL-23, IL-23R (Parham et al, 2002; Aggarwal et
al. 2003). TocJyenHue }CCJEeIOBaHMA nokaszaniy, 4YTO OUOJIOTMNUECKNE
dyHKUNUM IL-23 OTIINYanTCH oT OYHKLUMNA IL-2, HecMOTpA Ha
CTPYKTYypPHOE CXOAOCTBO MEXIy OBYMS UUTOKMHaMM (Langrish et al,
2005) .

HapyueHHas perynauus IL-12 1% nonyJiaumnn Thl-kJIeToK
accoumMmpoBaHa co MHOTMMUK  OIOCPEeNnyeMbIMI MMMYHHOM CcHUcCTEMOM
3aboJIeBaHMAMUA, [IOCKOJBKY HenTpanams3aumns IL-12 aHTUTeJaMH1
apnsercsa »QOEeKTUBHOM Ui JIE€YEHNA rncopuasa, pacCesHHOTO CKjepcs3a
(PC), peBMaTONIHOTO aprToura, BOCNAJIUTEJIBHOTO sabosepaHunsd
KMIEUHUKa, MHCYJMH-3aBUCUMMOTO CaxapHOTO matera (1 Tuna) u
yBpeuTra B MOIessxX Ha «MBOTHHX (Leonard et al, 1995; Hong et al,
1999; Malfait et al, 1998; Davidson et al, 1998). OnpHakKo
NOCKOJIbKY 9TWM MWCCIenCcBaHuA GLUTM HaleJieHsl Ha ofmyio CyObelVHMLY
p40, in vivo MnpoMCXonunia HenTpaan3aumus Kak IL-12, Tak m IL-23.
TakuMm ofpas3oM, ObJIO  HEACHO, IL-12 wumm IL-23 onocpenosall
safosepaHue, WM HeobXooMMmo Jin MHTUBMPOBaTE O0a WUMTOKMHAE ons
IOCTUXEeHUA rnonaBJieHNA =afoJIeBraHuA. TTocnenHune VccaenoBaHnsa
nogTBepInn, c TroMOWel AOedMLMTHEIX 11O IL-23pl9 MbBlEW WM
crieUMOMUUHON HeuTpanmM3alnn TL-23 anTuTesnaMmy, dYTO MUHIMOMpOBaHue
IL-23 wmMoxeT ODECHedYMThb OoNOXUTEesbHEN pe3ynbTart, 3KBVBaJI€H THEI
cTpaTerusM NpOTMB IL-12p40 (Cua et al, 2003, Murphy et al,
2003, Benson et al 2004). TakuM 0OpasoM, HaKanJmMeawrcsa

moxkasaTellbCTRBa creunMdmuyUHoOIT POJIN IL-23 B onocpelnyeMoM VIMMY HHOM



cucTeMol sadosieBanvu. Helrpammzauus IL-23  ©6e3  MHTUOMPOBaHMS
kackanor IL-12 sarem MoxeT oOecneduThb abbexrTMBHOE  JIeUEeHME
ornocpenyeMoro  MMMYHHOM cucraMolr  sadoyepaHus ¢ OTpaHMYeHHBIM
BIIUSHMEM Ha BaXHb MEXaHU3M FMMYHHOM SallMTE XO03fAMHa. OSTO MOXET
npencTapiisgTh COOON BHauMTEJIbHOYE YCOBEPUEeHCTBOBAHME IO CPaBHEHUIO
C coBpeMeHHBEMM crnocobamy nede:indg.

CYIIHOCTEL MBOBPETEHMS

Hacrodwee usobperTeHye OTHOCUTCA K  BBIOESJIEHHBM aHTUTEIaM
MIIEKOMMUTARINK, BKJKOYasg YeJoBeKa, KOTOphHE CBA3LRIBaT CyOBeIMHNLLY
pl9 IL-23, aHTUTeJlaM MpPOTUB IL-23pl9 (Takxe o0O0O3Ha4YaeMeM Kak
anTuTesa k IL-23pl9), wuMmMyHCDJIOOyJIMHaM, bparMeHTaMm, TIPOOYKTaMm
pacuwensjeHms U OpyTMM OlpeleNieHHbBM MX ydacTKaM ¥ BapmaHTamMm, a
TakX)e K KOMIOSMUMAM aHTuUTes npoTuB IL-23plY9, aHTUMIOMOTUINNYECKNM
aHTUTEesaM, KOOMPYIOWVM MWJIM KOMIIJIEMEHTAPHEM HYKJIEMHOBBIM KMCIIOTaM,
BEKTOPaM, KJIeTKaM-xo3AeBaM, ROMMNO3MUMAM, COUeTaHMAM, cocTabaM,
yCTpoOMCTBaM, TPAHCTEHHBIM XMEOTHBEIM, TPAHCTEHHBM pacTeHMaM 1 K
criocobaM MX MNOJy4YeHUda U NPUMEHEHUSA.

B OIOHOM acriexre HacTosAuee nzobpereHue OTHOCUTCH K
BHIOEJIEHHBEIM MOJIeKYyJIaM HY KJIEMHOBBIX KUCJIOT, conepxaummMm
NONMUHYKJICOTHL, KOIMPpyoWMM crneuydydHble aHTuTesia NPpOoTUB IL-23pl19
AV AHTUMIMOTUIIMYECKUE aHTuUTesa, cojaepXauyue 10 MEHbBIIEN MEDE

OIOHY WMUX ONpeleJIeHHY rnocJie;,0oBaTeJIbHOCTE, JOMEH, Y4acTOK WIIMU

BapMaHT, KOMITJIEMEHT aPHBIM 2TOMY MNONMMHYKJIEOTULY UV
TUOPUANZYOIMMCA C  HUM. Krome  TOTO, HacTofumee U300peTeHues
OTHOCUTCH K pPexkoMOMHAHTHEIM BEKTODpaM, coIepxamyM  yKa3aHHbe

MOJIEKYJibl HYKJIEMHOBHIX KMCJIOT aHTUTeJ MNPOTUB IL-23pl9, kJaeTxkam-
xXxoBseBaM, coepxaimm TaKkue HYKJIEMHOBHIE KNCJIOTH u/unm
peKOMBUHAaHTHEE BEKTOPB, & Takxe K crnocobaMm noJjy4deHns v/ 1nm
MPUMEHEHUsT TaKMX HYKJIEMHOBBIX KMCJIOT aHTUTeJs, BEKTODPOR n/nnv
KJIETOK-X034eB.

Takxe HacTosmee KM30OpeTeHMe OTHOCUTCA I10 MEeHbUel Mepe K
oIHOMY CrocoBy B3KCHOpeccuM IO MEeHblleM Mepe OIHOTO aHTUTeJa
nporus IL-23plY9% wiy aHTUMIMOTUINMUECKOTO aHTuTesla [poTuB IL-
23pl9 B KIJIETKe-XO3fAMHE, BrJOYAKUEeMYy KyJbTUBMPOBAHNME KJIETKM-
X03AMHa, Kak OIMCaHO B HaCTOosAlleM IHOKyMeHTe, B YCJOBMAX, MpK

KOTOPBIX no  MeHblIEM  Mepe OIHO 2HTUTEJIO NIpoOTUB IL-23pl9S



3KCrpeccupyercs B nonnamwu. (CA BhLIABJIEHUIO u/nnu BHIOEJICHUIO
KOJIMYeCTRaX.

Takxe HacTofAumee wu300peTeHMe OTHOCUTCA MO MEeHbIley Mepe K
OHHOM KOMITO3ULINNA, comepxali:i (a) BHLOSJIEHHYIO HYKJIIEMHOBYIO
KMCJOTY, KOIVMPYRIYID aHTUTeJIO IMpPpOoTUB IL-23pl9, U/ My agTuTano,
kak ONMCAaHO B HacTosmeM OoKyMeHTe; u (D) OPUTONHBIY  1/WUJK
bapMalLeBTUUECKYM IPUEeMIIeMb HOTUTEs b UK pazbaBuTeNb .

Kpome ToOrTo, HacroAmwee 1300peTeHre OTHOCUTCHA IO MeHblIEeN
Mepe K OOHOMy crnocofy WM KCOMIO3MUMM aHTMTella npotus IL-23pl9d
nns  BBeIeHMA TepaneBTHYecKyu 30PEeKTUBHOTO KOJMHEEeCcTBa B LEJAX
MOIOYJIMPOBAHUA WM JiedeHUsA 1o MeErbllel Mepe OOHOI'O CBA33aHHOTO C
IL-23pl9 cocTosHuA B KJETKe, TKaHu, OplaHe, Yy XMBOTHOITO WIMU Y
nauMeHTa, W/uiayM 0o, IocJe wiIyM B [pouecce CBA3aHHOTO C  HUM
CcoCTOAHMA, Kak M3BECTHO B [NaHHOM objacTu v/Unyu Kak ONucaHo B
HacToAleM HOCOKYMEHTE.

Takxe HacTodmee MuU300peT2HMe OTHOCUTCHA TIO MEHbUIeW Mepe K
OIHOM KOM103ULNH, YCTPOVZTBY /i criocody OOCTaBKU
TepanesTUUYeCKM MM NOPOOUIIaKTUYeCKHA 5pPEeKTURHOT'O KOJIMYECTBa IO
MeHbmEeX Mepe ONHOTO aHTurena npotus IL-23plY9 B COOTBETCTBMM C
HacTosamuM U300peTeHNEM.

KpoMe ToOTO, HacTodmee wnsobpeTeHuMe OTHOCUTCA MO MeHblel
Mepe K OIHOMY CMNOCOOy WM KOMOC3MUMM aHTuTeJla MpOTHE IL-23pl9
NS OMarHOCTMKM I10 MeHblel Mepe OIHOIO CBA3aHHOTO C IL.-23pl9
COCTOSHMSA B KJeTke, TKaHK, opraHe, Yy XMBOTHOTO WJM VY NaUMeHTa,
u/uau 0o, Inocje WMiaM B TNpollecce CBAB3AHHOTO C HMM COCTOAHMA, Kak
M3BecCTHO B IaHHOM ofjlacTu W/uaM Kak ONMCaHO B HacTodAleM
OIOKYMEHTe.

Taxxe HacTodlee MW306peTeHre OTHOCUTCH [0 MeHbuey Mepe K
OOHOM  KOMIO3ULUM, yCcTpoicTBy  W/mam  crioco®y  OOCTaBKM  LJIA
IMaTHOCTUKM N0 MeHbllell Mepe ONHOTO aHTtuTesa nporue IL-23plY, B
COOTBETCTBU/ C HACTOSAWMM M30OPETESHUEM.

Taxke IMPeIyCMOTPEHO MeIMUMHCKOe YCTPOMCTEBO, cCoIepxalee TfcC
MeHblleil Mepe ONHO BHOSJIEHHOE aHTUTEJIO NPOTUB IL-23plY9 no =ztomy
n300peTeHUL, rne YCTPOMITRO ABJISIETCHA NpPYUIOOHLIM oJA
KOHTaKTHMPOBRAHMSA WM BBEIOEHMHd MO MeHblley Mepe ONHOIO aHTUTesa

npotuB IL-23pl9, aHTUMOVMOTUNMUECKOTO aHTUTEeJla NpOoTUs IL.-23pl9,



MOJIEKYJIB HYKJIEMHOBOM KW CJIC THI, coelVHeHUsd, Henka m/mnu
KOMITO3ULVA .

Takxe IpedyCMOTPEHO wu3rejame a8 QGapMaueBTUUECKOT'C  MJIN
NMaTHOCTVYECKOTO IPMMEHEHMA y dYeljioBeka, Ccolepxallee yNaKOBOUYHEI
MaTepuasl M KOHTEMHep, CcoIepXalul pacTBEOp WM JMOGUIMBMPOBaHHYIO
bopmy 110 MeHbIIeNn Mepe OIIHOTO BELOSJIEHHOTO aHTurena
MJIEeKOoNIUTaK e ro IpPOTUB IL-23p19 1no HacTosAmeMy M300LpeTeHNn.
Vsmenre HeoBA3aTeNbHO MOXET COINepXaTb KOHTEMHep B KadecTBe
KOMIIOHEHTa YCZTPOMCTRa MM CUCTEMB OJIA IOCTABKU.

Kpome TOTO, Hacrosmee M300peTeHMe OTHOCUTCSH K  JIHOOOMY
OIMCAHHOMY B HaCTOsAWlEeM INOKyMe:HTe M300peTeHU.

ONMCAHUE PUCYHKOB

Ha ¢ur.lA nokasz3aHo, uYTO ueJloBeuwecCKue aHTuresa npormsB IL-
23pl9 cneumdmnyHo cBs3bBawTCcd ° hrIL-23 u He cBAswpBawTca ¢ hrlL-
12 wmm MoHomepoMm hrp40. TlokasaHo, dYTo aHTureso npotus I1L-12/IL-
23 p40 cmaszeBaeT IL-23, IL-12 u MmoHOMep p40.

Ha 9dur.lBR nokasaHo, UTO dYeJioBedeCkMue aHTuTesa npeTtur IL-

23pl9 cmaszwBawnrca ¢ IL-23, HO He ¢ IL-23 wMBIM @ WIM  €TO0
cyOBeIMHMLaMM .
Ha dvr.2 MMOKasbIBaHUe CBARBIBaHUE IL-23 c IBRYMHA

VUMMOOUIIMBOBAHHEIMM  Ha [JlaHmeTe aHTuTresiaMu npotuB I1L-23plY no
3TOMY M300peTeHUD.

Ha owur.3A nokasaHo, 470 adHTuresa MOR04083 m MORC4150
BJIOKUPYIOT HOpMasibHOe CBA3bBaH!ite IL-23/IL-23R.

Ha o¢wur.3B nokasaHo, d4rco anTuresa MOR04083 » MOR04190 He
BIOKMPYIOT HOpMaJibHOe cBa3nmBaHue I1L-23/IL-12RP1.

Ha ¢ur.3C mnokasaHo, uYTo aHTuresa MOR04083, MOR04190 wu
MOR04217 He uHTUBUPYKT cBA3BBaHue IL-12 c IL-12RQB1-Fc.

Ha dur.4 mnokaszsaHo, UYTO aHTuTesa npoTme IL-23pl9 MOR04083 wu
MOR04190 no sToMy M300peTeHMI0 UHTUOUPYIOT onocpernyemoe hrIL-23
bochopmimmpoeraHue STAT 3.

Ha our.5A nokaszsaHO, 4YTO anTutena oOpoTur IL-23pl9 MOR04083
n  MOR04190 1o osToMy M300PETEHUIO MHIMOMPYIOT  ONOCPEeNyeMylo
pexkoMOuHaHTHEIM hrIL-23 npomykimio IL-17.

Ha our.5B nokaszsaHo, 4YTO aHTuTeJsia nporms IL-23pl8 MOR04083

n  MOR04190 no 3TOMY  UMB0OPETEeHMI0O UHIUOMpPYeT onocpenyemym



HaTueHbeiM hrIL-23 npomyxkumio IL-17.

dur.5C nokasaHo, YTO &HTuUTeJsia MNpOTHUB IL-23pl9 MOR04083 m
MOR04190 no sToMy MB0BpPEeTeHMOo MHIUOMPYyeT ONoCpeldyeMyio HaTVBHEM
IL-23 gBaHckoM Makaky npoayrumwo IL-17.

Ha owur.6 nokasaHo, YTO aHTUTeJa NpoTus TL-23pl9 MOR04083 u
MOR041S0 no =»ToMy M30BpPETEeHUIO HEe MHIUOMPYIT ONOoCpelyeMy: hrIL-
12 nponmyxuuio IFNy.

Ha ¢ur.7A-C rioKasaHc, YTOo aHruresa [IpOTUB IL-23plS
MOR04083, MOR04190 m MORO04z17 no aToMmy 1306pEeTeHno MepeKpeCcTHO
KOHKYPUPYIOT ApYyT C HPYyT'OM 3 cBg3eBaHMsg ¢ hulL-23.

Ha ¢wr.8 nokasaHo, YTC aHTUTesa HNpOoTHUB IL-23pl9 MOR0O5028,
05038, 05C40, 05042, 05045, 05049 ¥ 05053 no ®ToOMy WU300pPETEHMUIO
MHTUOUPYIOT ONOCpelyeMy pekHMOMHaHTHEIM hrIL-23 nponyxkuuio IL-17.

Ha our.9 nokasaHo, 4YTC aHTUTEsa NpOoTUB IL-23pl19 MORO05028,
05038, 05040, 05042, 05045, 05049 u 05053 no »TOoMy U30OPETEHMIO
BIOKMPYIOT HOPMaJsibHOE CBA3LIEAHNE IL-23/IL-23R.

Ha our.l0 mokasaHo, 4To aHTuTesa nporus IL-23pl9 504 0%

Vv
375959/95 15 3poMy MB0OPETEeHVD CHeuMUUHO CBABBIBANTCA C hrIL-23 u
He cBssmpBaoTcs ¢ hrIL-12z win  MOHOMEPOM hrp40, aHaJOTM4HO
MBEIIMHOMY  MOHOKJIOHAJIbHOMY  aHTUTEJy NpOoTHB IL-23p19, mAb23A.
IlokasaHo, 4YTO AaHTUTEeJIO IPOTUR IL-12/IL-23p40 mAb 12A CBA3BBAECT
IL-23, IL-12 u MoHOMep Pp40.

Ha ¢wur.l1lA noxasaHo, 4To auTuTesna nporue IL-23pld 504 0%
4 375989 o gromy MBOOpeTeHMo OJIOKMPYIT HOPMaJbHOE CRASHIBAHME
TL-23/IL-23R.

our.11B nokasaHo, 4To aHTuTesa npotms IL-23pld 5040%% u
3759595 o sTOoMy M30OpPETEHMIO HE BJIOKMPYIT HOpMallbHOEe CBA3bBIBAHNME
I1,-23/IL-12RB1.

Ea ¢ur.ll C nokasaHo, 4To auruTena nporys IL-23pl3 5040%FY
u 375959 o apomy M306pPETEeHMO HE MHIMOMPYyeT CBASEBAaHNE IL-12 c
IL-12RB1-Fc.

Ha &ur.l12 nokasaHo, uro aHTuresa nporns IL-23pld 5040YE" u
3759805 1o sromy MBOBpETEeHMIO He MHIMOMPYOT MHAyuupyemyio IL-12
nponyxuue INFY M3 KJIETOK NK92MI.

Ha @ur.l3 nokasaHo, YTO anTuresna nporus IL-23pld 5040%F u

37598/98 no 3TOMY n300peTEeHNO MHTUOUPYIOT ornocpenyeMyio



pexkoMOMHaHTHEM hrIL-23 MNpOoIy KLMIO IL-17.

OQ/EV "

Ha ¢ur.l4 nokasaHo, dYTC aHTUTEJa INpOTUB IL-23pl9 504
375982/05 ¢ sroMy MBOOPETEHINo MHIMOMPYOT ONOCPenyeMyld HaTVBHEM
hrIL-23 nponyxkumo IL-17.

Ha @ur.l5 nmokasaHo, dro anTuTesna npoTus IL-23pld 5040Y%
17598¢/05 [ smoMy MBOOPETEHI MHIUOMPYWT ONOCPelyeMyld HaTVBHBIM
IL-23 gBaHCKOM Makaku nponyrkuuo IL-17.

Hz éur.l6A noxasaHo, ©To aHTuTesna nporme IL-23pls 50409 %
s 3759E%%% o smomy MsofpereHuo ¥ MAD23A KOHKYPUPYKOT 32
cBaspBanne IL-23 ¢ MMMOOUIIMEOBaHHBM MAD23A.

Ha our.l16B nokaszaHo, uTO aHTMrTesa npoTus IL-23plS 5040%%
u 37595%/95 o sroMy m3OOpeTEeHM©O 1, B MEHbIe) CTenenyu, MADZ3A

KOHKYPUPYIOT 3a CBA3BaHue IL-23 ¢ MMMOOUIMBOBAHHEM mab 5040%F,

Ha @vr.l16C noxasano, uTo aHTuTesna nporue IL-23pld 5040
y  3750E9/9% o sromy  uszoHhpereHmio v MAD23A KOHKYPMPYOT  3a
cBsspBanne IL-23 ¢ MMMOOMUIM30BaHHBEM MAD 37595%/08

ONNCAHUE WU3OEPETEHNMS

HacTosauee nzodperTenHue OTHOCUTCH K BbHIIEJIEHHEIM,
peKoMOMHAaHTHBIM N/UNYU CUHTETUUYEeCKMM aHTUuTeJlaM N0OPpOTHUB IL-23pl9,
BKJIOYAA, HO He OPPaHMUMBAACH UMM, aHTUMAVOTUIMHYECKNE aHTuTesNa
MIIEKOMUTAKIMK (HanpuMmep, YeJjioBeKa) IpPOTHUB IL-23pl9 x HuM, a
TakKe K KOMIOBUUMAM M KOIMPYOUMM MOJIEKYJIaM HYKJIEMHOBBIX KMCIIOT,
comepXammM [0 MeHbWEN Mepe ONMH MOJMHYKIJISOTNIH, KOIMpYIoWM 110
MeHblIey Mepe OLHO AHTUTEJIO NpoOTUB IL-23pl% 1ZRpe%t
AHTUUIMOTUIMYECKOE aHTureync. Kpome TOTO, HACTOANEE nzodpeTeHne
OTHOCUTCSH, HO He oIpaHumuMsBaeTcsa uMmu, K crniocofbaM IOJydeHusa U
npriMeHeHUs TaKUX HY KJIEMHOBBIX KUCJIOT 1t aHTuTen, 12
AHTUMIMOTMONYECKMX aHTHUTeJs, B TOM uYMCJe K IOMarHOCTMHEeCKMM U
TepaneBTUYECKUM KOMIIOSMUMAM, criocoBbaM M YyCTPOMCTBAM.

Kak MCHOMbZYIT B HACTOAWEM IOKyMeHTe, "aHTUTEJO MNPOTMB IL-
23plo9", "aHTUTENO K IL-23pl19", "ydacTOK aHTUTEJa NpPpOTHUB IL-
23pl9" wam "dparMeHT aHTuUTesla NPOTHUB IL-23pl9" wu/mmm "BapuaHT
anTurena nporues IL-23pl9%" wn T.0., BKIOYaAET nodon OeJIok WK
nenTui, CoaepXawuy MOJIeKyJly, KOoTopasd CONEepXuT IO MeHbUWEN Mepe

yacTbh MOJIeKyJbl MMMYHOTJIOOYIMHa, Takyw Kax, HO He OTpaH/MEmnbascs

VMM, rno MeHbemn Mepe COVH onpenenmommﬁ KOMIIJIEMEHTAPHOCTb



yuacrok (CDR) TsaXeyol wau JIETKOM Lenm Win  ero CBSA3LIE&LUNA
MTaHn y4YacTOK, BapuabesibHb1 YdacTOK TsXeJON uenu Win JIETKOM
uernm, KOHCTAHTHBII YYacCTOK TSKEJIoM Ueln Win JieTkoyw  uenu,
KapkacHas ofJacTb, WIM MX JOOOV ydacTok, WM no MEHBIIEN Mepe

OoMH Yy4YacTok peuentopa ara  IL-23 WM CBA3BBALWETO Dernka,

KOTOPBIM  MOXET 6BITb BCTpOeH B aHTUTEeJIO IO  HacToAmeMy
U300PETEHNIO. Takoe AHTUTEJIO HeoDA3aTeJIbHO NOTOJIHUTEJILHO
BO3IENCTBYET Ha creunonuHeM JUTaHn, HalnpuMmep, HO He
OTpaHMuyMBasicCk 3TUM, TakuMm ~ oBpasoM, yTO Takoe  aHTUTEJIO
MOIOYJMPYET, CHMXAaeT, MOEBIAET, OCyIeCTBJAET aHTarOHU3M,
oCcymecTBIseT aTOHM3M, cMAT4YaeT, ocnabnser, BJIOKUPYET,

VHTUOUEYeT, yCTpaHseT u/wmm npenorspamaeTr 0o MeHbIIeE Mepe OIOMH
BUI akTuBHOCTM IL-23 wuiu erc CBA3bHBAHME WIM OIMH BUI aKTUMBHOCTH
peuenrcpa nnsa IL-23 uaM ero CeBA3LIBAHUE in vitro, in situ w/wunm
in vivo. B kauecTBe HecTIpaHuMuYuBawwero npuMepa, HOpUIroAHOE
aHTMTEeno npoTrus I1L-23plY9, onpenesieHHHM y4YacTOK WM BapuanT o
HacTosAmeMy uW300peTeHMo, MOI'yT CBA3HBAaTb IO MeHblle}y Mepe OOHY
MoJlexkyJsly IL-13, wim ee oOnpelnesieHHbe Yyd3acTKH, BapuaHTe  WIIN
IOMEHEL. [LpurogHoe AHTUTEJIO  TIPOTUB IL-23pl9, onpeneJseHHEIN
VyYacTOK MJIM BapuaHT Takke Heo0s3aTeNbHO MOTYT BO3IOEMCTBOBATL I10
MeHblell Mepe Ha OIMH BUI aKTUBHOCTY WM OYHKLMO IL-23pl9%, Takue
Kak, EO He OI'paHuumMBasaChb uMK, CHUHTE3 PHK, IOHK wunmm OedJka,
BEICBOBOXOeHMe IL-23, mnepenada CcurHaja peuenropa LA IL.-23,
pacuensiedne MeMOPaHHOTO IL-23, AKTUBRHOCTb IL-23, NpoOyKLUMA
u/vnu cunres IL-23.

Kpome TOTO, NOIpPasyMerBawT, YTO TEPMMUH "aHTUTEJIO" BKIOYAET
aHTuTeNla, WX OparMeHTh paclernieHus, OonpeleJsieHHee yHacTky U
BapuaHTH, BKJIOYaomMe, HO He OoTpaHMdMBaumecs  nMu, MVIME TUKMU
aHTUTe WIM coIepxalye ydacTKyM aHTUTeJ, KOTOphE WMMTUDPYIOT
CTPYKTYPY  U/Win QYHKUMEO  aHTUTesa WU OIIpenesIeHHOTO ero
dparmMeHTa MWJM YydacTka, BkJIoYas, HO HE OTpPaHMHUMBAACE VMM,
ONHOLEIoYeUHble aHTuTesla, aHTuTesla M3 OOHOT'C  IoMeHa ¥ MX
bparMeHTH. OYHKUMOHAJbHEE (QPAaTMEHTH BKJIOYAOT aHTUTEHCRBA3EBALIME
bparMeHTE, KOTOpPBIE CBA3HBAKTCA C IL-23pl9 uyenoBeka. HamnpumMmep, K
sTOMYy ~M30OpeTeHMI  OTHOCATCS  ¢parMeHTH  aHTUTEJN, CriocoOHbIE

crgspBaThcs ¢ IL-23pl9 wwm ero yuyacTkamy, BKjwdas, HO He



OTPaHNUYMBAasCh VIMU, dparMe HTH Fab (HanpuMep, nocpengcTBOM
pacumerienus nanawHoMm), Fab' (HanpumMep, NOCPelNCTBOM pacumenjieHns
HencuHoM WM YACTUYHOTO BOcCCTaHoBieHusa) u F(ab'), (HamnpmMmep,
NOCPenCTBOM pacuenieHns nencubHomMm), facb (Hanpumep, NOCPEACTBOM
pacumerieHus IJlasMmeHOoM), PFc' (Hanpumep, [NOCpedCTBOM pacuenJeHns
nerncuHoM MWy nnasmvHoM), Fd (Hanpumep, HOOCPEICTBOM pacllenjieHrd
[IEICUHOM, YaCTUUHOTO BOCCTAHOBJEHUA U NOBTOPHOM arperauun), Fv

umm scFv (HanpuMmep, MNOCPEICTBOM CIOCOOOB MOJIEKYJIAPHONM OMOoJIoTUNK)

(cm., Hanpumep, Colligan, Immunology, Bmme) .
Takue bparMeHTH MOXHO noJydaTh bepMeHTaTUBHBM
pacuenjseHneM, CUHTETUYECKMMM  MJIU pPEKOMOMHaHTHEMY — Crlocobamu,

KOTOPHIE M3BECTHE B OAHHOW OOJacTu U/MIM Kak OMNUCAHO B HaCTOAUWEM
nokyMeHTe. Takke aHTMTeNa MOXHO noJjydaTs B BUIC MHOTOODOpa3HLX
VKOPOUYEHHBIXx (QOPM C MCIHOJb30BaHMeM TEeHOB aHTUTE, B KOTOPRHE
BCTPOEHBl COMH MWJIM HECKOJbKC CTOMN-KOINOHOB BHIIE MPUPOOHOTO CTOIl-
KkomoHa. Hanpumep, MOXHO CHOHCTPYMPOBATH KOMBOVHMPOBAHHBI TEeH,
KO OMP YW Yy4acToOK T AX::JIOW nenm F(ab') ., B KJIOW AWM
nocrnenoparesgbHocT IHK, xoaupywmme IOOMEH Cyl m/UnM  LapHUPHY
oBnacTL TAXKesoN leny. PaszjiMuHble YyYaCTKM AaHTUTEJ MOXHO COeNMHATH
BMECTe XUMMUUECKU [OCPeInCTBOM ODIENPMHATHX CriocoBOB MX MW MOXHO
noJsiydaTh B BMUIE HENpepHBHOTO OeJjika C MCHOJAb30BaHMEM criocoboB
TeHeTUYEeCKOM MHXEHEepUn.

Kax MCHoOJib3ylT B HACTOAmEeM HOOKYyMeHTe, MNoApasyMeBanT, HTO
TEepPMMH "aHTUTEJIO yenopexa" BKJIIOUAET aHTuTena, yMellmMe
BapuabesibHele M KOHCTaHTHBIE  YHacCTKH, obpas3oBaHHble M3 OJU3KO
CXOIHBIX nocyenoBaTesIbHOCTEN  MMMYHOTJIOOYJIMHOB 3MOPUOHAJIBHOT'O
TUIa UeJOBekKa. AHTUTEeJla deJIOBEeKa I[10 3STOMy nsobBpeTeHnw MOTYT
BKJIOUATH aMMHOKMUCJIOTHBIE oCTaTKu, He KOOUPYEMBIE
nocyienoBaTesib HOCTAMU UMMYHOTJIOOYJIMHOB SMOPMOHAJILHOTO TUna
(HanmpuMep, MyTaumu, BHECEHHEIE CJydaMHbM  MJIM  CalT-HalpabBJIeHHBIM
MyTareHe3oM 1in Vvitro wian IHNOCPEIdCTBOM COMaTUUECKOM MyTaluuu I1n
vivo). Taxkum o6pas3oM, KaxK MCHOJb3YIT B HaCTOALEM OOKYMeHTe,
TepMMH "aHTUTEJO ueyioBeka' OTHOCMTCA K aHTUTEJY, B KOTOPOM IO
cCymecTBY Kaxnas dYacTb Besk 1 (Hanpumep, CDR, KapkacHas obnactTs,
nomens Cp, Cp (Hanpumep, Cul, Cy2, Cyg3), mwapHuprHasa obnacTsk, (Vy,

Vi) ) aprgeTcs N0 CymecTBYy ~CXOOHOM C  @HTMTEJIOM  HeJIOBEKa
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SMOPUOHAJNBHOTO Tuna. AHTUTEra YeJOBEeKa KJIaCCUDULMPYIOT Ha TPYyNnbl
Ha OCHOBe CXOICTBa MX aMMHDIKMCJIOTHBIX rnocjenoeaTesbHOCTEN, CM.
HanpyMep, http://people.cryst.bbk.ac.uk/~ubcgo7s/. Taxkum
oBbpas3omM, C MWCHOJb30OBaHMEM I10MCKa CXONCTBa nocnenoBaTesIbHOCTEN
MOXHO BHOPAaTh aHTUTEJIO CO CHOIHOW JUVHEeMHON TOoCJelOBRaTEJIbHOCTBI,
B KauyecTBe MaTpulbl LJIg CO3OaHMUA ""DYMaHM3UMPOBAHHBIX anTuTen”.
"TyMaHuzauma” (Takxe HasblRaemasd rnepecTpoOnKon NI
rnepecaikoun CDR) B HacrTo:ee BpeMsa  ABJIAETCHA ODUWETPUMHATHM
CcrocoBOM CHMXEHUS MMMYHODEHHOCTUM MOHOKJIOHAJbHBEIX aHTUTEJ (mAb)
M3 KCEHOTEHETUYECKMX MWCTOYHMKOB (OOBIYHO TPBLIBYHOB) W YJydlleHns

20PeKTOPHBIX dyHxumm (ADCC, axkTuBauns KOMITJIEeMeHTa, CBA3BEBaHNE

Clg). CKOHCTPYMPOBaHHOE mAb noNy¥anT C MCNoJib30BaHueMm cnocobos
MOJIEKYJIAPHOMU uonorumn, OIHaAKO npocras nepecanka CDR
omnpeneslgoIMx  KOMIUIEMEHTapHOCTbL  YHAaCTKOB (CDR) TPHIBYHOB B

yeJjoBeYEeCKME  KapKacCHbe o3nacTy 4YacTo I[OIpMBOOMT K @ NOTEpeE
addMHHOCTM CBA3BIBAHUA u/ My CneuududHoOCTH MCXOIHOIO mAb. B
uensax TyMaHU3aumnum aHTUTENa, KOHCTPYKLMSA TYMaHU3UPOBAHHOTO
a”HTuUTesNa BKJOYaeT M3MEE 2HUA, Taxkue Kak KOHCepBaTVBHBE
AMUHOKMCAOTHREe 3aMeHsl B ocrarkax CDR ¥ ofpaTHas 3aMeHa OCTaTKOB
c mAb Trpe3yHa Ha KapkacHbee oGjiacTy deJoBeKa (oBbpaTHbEEe MyTauuu) .
MojoKeHMA  MOXHO OnNpenejiMTb UM MUISHTUOMUMPOBATH CpaRHEHUEM
nocsienoBanesbHOCTE  AJS  CTPYKTYPHOT'O — aHajgMsa WM aHaJsoM
Momnesy ToMoyoruy 3D-CTPYKTYPH BaprabelbHelX Yy4acTKOB. B npouecce
cospepanus adduHHOCTM  COBCEM  HEINaBHO MCHOJNIE30BaIM  parosme
BUGIMOTEKY [JiA BapbUPOBAHMS aMMHOKUCJIOT B BHOPAHHBIX [NOJIOXESHNMAX.
AHAJNOTUYHO MCIOJL30BaJlM MHOXECTBO MNOAXOHOB IJIA BoiDopa HamuboJee
[IPUIONHBEIX KapKacCHBIX obracTel uesoBeka mis nepecanku B Hux CDR
TPHI3YHOB. [0 Mepe BO3pacTaHMa COBOKYNHOCTM INaHHEX OO M3BECTHHX
rnapamMeTpax i CTPYKTYpP aHTUTeJ, TOBBIAaeTCH neranuzaumna  u
yTOUHEeHMEe OTuUx CnocoOoB. MOXHO MCHNOJBE30BATH KOHCEHCYCHEIE UK
SMOPUOHAJIbHEE [IOCHEAOBaTeNbHOCTH W3  OTOSJIBHODO aHTMTEsa WIn
bparMeHTE KapkKaCHBIX nocjenoBaTelfibHOCTEN B KaxIoM BapuadesbHOM
yyacTKe JIeTKOM MM TsXEeJIoN ueny mns HECKOJbKNMX pasyiMuHelx MAD.
IpyryMM [OOXOIOM K TyMaHi13aumm  ABJAGTCA MOOMOUKALMSA  TOJIBKO
TOBEPXHOCTHHX OCTAaTKOB nocjaenoBaTeJIbHOCTEN T'PHIBYHOB OCTaTkKamu,

HauboJiee YacTO BCTpedauuMucsa B mAb uyejioBeKa, ¥ OH Ha3bBaceTCH
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"ysMeHeHVMeM TroBepxHocTu" viu  "TunepxuMepuszauuen”. V3BeCTHBIE
nocJyegoBaTEeJIbHOCTH Ig ONMUCaHH, HanpuMep,
www.ncbi.nim.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.aprliedbiosystems.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), E©BCe M3 KOTOPHIX BKJIOYEHB B HaCTOAWLUN
NOKYMEET E KayeCTBe CChUJIOK B nojHoM oObeMme. HacTo, aHTUTEJO
JeJioBeKa WM TDYMaHU3UMPOBAHHOE aHTUTEJIO ABJAETCA N0 CYWEeCTRY
HEeMMMYHOTEHHEM Yy UJe&JIOBEKa.

AHAJOIMUYHO aHTUTeJ1aMu, ofozHavaeMbIMM Kak aHTuUTesla INpyMaTOoB

(0BesbsHE, 6abyuHa, uWMMIaH=e ¥ T.I.), TI'PbBI3YHOB (MBIIM, KPBICHI,
KPOJIMK&, MOPCKOMW CBMHKM, XOMAKa U T.M.) M OPYTUX MJIEKONUTAnUMX,
of0BHaYaKT Takue aHTUTesa, olNeuupuyuHble IJs BUlla, Iodgpola, pond,

nomceMencTBa U ceMelcTBa. FpoMe TOTo, XMMEpHbhe aHrturesa MoTyT
BKJIOUATL JoBoe coueTaHue M3 yKasaHHeIX Bbmie aHrures. Takue
MBMEeHeHMS MM OTKJIOHEHMS  Heobsas3aTesbHO M [PEedNoduTUTESIBHO
COXPaHANT WM CHMXaKT MMMyHOTI'€HHOCTh Yy UeJIOBeKa WM IpyInx
BUIOB IO CpaBHEHMI C HemMomMOMUMPOBaHHBIMM  aHTUTEJIaMM. TaxkuM
oBpas3om, aHTMTEeJsIO 4YeJioBexa  OTJIMYaeTca  OT  XMMEPHOrc - MM
I'YMaHM3UMPOBAHHOTO aHTuTesa.

CiienyeT OTMETUTb, YTO aHTUTEJO UYeJIOBeKa MOXHO nojay+daThk C
MOMOUBR He OTHOCAWETOCH K YyeJIOBEKY XVNBOTHOTO NI
NPOKAPMOTUUECKON WMJIM DYKApUOTHUECKON KJIeTKM, KOTODHE crnoco6HE
3KCIPEeCCUpOBaTh OYHKUMOHAJBHO rnepecTpoOeHHbe T'€HEl
UMMYyHOTJIOEYNIMHA dYeJioBeKa (Hanpumep, TAXeYo Uenb U/ vy JIeTKYy
uens). Kpome TOro, KOIIa &aHTUTEJsIO YeJIOBeKa NpelCcTaBJlAeT cobom
OnHOLENoYeyHoe aHTUTEJIO MJIM aHTUTEeJIO C OOHMM IOMEHOM, OHO MOXEeT
COmepXaTh JIMHKEPHBIM MenTuf, KOTOPHM OTCYTCTBYET B MNPVPONHBIX
anTuTenax uesosBexka. Hanpumep, Fv MOXeT CcolIepXaTh JIMHKEPHBI
rnenTun, TaxKoi Kak oOT OBy OO TMNpubiMsuTesIbHO BOCbMM OCTaTKOB
TIMUMHA WMIOM IOPYTUX aMMHOKKCIIOTHHX OCTaTKOB, KOTODPhE COSNMHALT

Bapua®esibHBEN YYacTOK TAXENON Leny u BapuabesibHEl YYacTOK JIeTKOMU
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Hernmn. Tarue JIMHKEPHbBIE e 1Tunlhbl paccMaTprBanT Krak rnenTmniel
yeJIOBEUEeCKCIO INPOMCXOXOEHMA.

Taxk)xe MOXHO MCIIOJIBE30BRaTH 6VICI’I€LU/.[@I/I‘:IHBI€, PeTepocneuM@quﬂe,

I‘eTepOKOH'bK>1"I/IpOBaHHbIe VI CXOOHBIE aHTnTresa, KOTOPEI2
NnpelacTraBydalT cobon MOHOKJICHAAJIEHEBIE aHruTesa, Hpe,ﬂl’lOT{TV[’I‘e.ﬂbHO
aHnTuTeIa yeJIOBEKA %8387 I'MaHVM3MPOBaHHBIE aHTuTesa, KOTOPBIZ

ofsananT ClIeuMdUUYHOCThI CBAZHBAHMA B OTHOWEHMM IO MeHBIIeM Mepe
NBYX PaszAWUHBIX aHTUIeHOB. B NaHHOM  CJydae, OoOVH W3 BUICB
CrneundruuHoOCTHU CBABEBAHMUS NperncraBiaerT cobolm  CcrneuudryIHOCTDb
CBASLEBAaHMS B OTHONEHMM [10 MeHblen Mepe onHo  BenkoBOW
cybbvemnuun IL-23pl9, a IpyTron npencrabBiaeT cobor cneumndmIHoOCTh
CBABHBaHUA B oTHoOmeHUN  JOOTO OpyToro  aHTUI'€Ha. Criocoful
noJyiydeHus OucrneunoryHelx aHTUTe MB3BECTHH B JaHHOW ofbJjiacTy.
OBBIUHO PEeKOMOMHAaHTHAaA NpOnyKUMs BucneuudUUHEX aHTUTEJ] OCHOBAaHa
Ha KOBKCIpeccumn OBYX nap TAXKESIAA nerns -jerkas nernb
UMMYyHOTUIOBYIMHa, The IOBe TAXEeJeX Lell obyamanT pa3JIMUHBIMA
BUIOAMM CIeunMPUUHOCTH (Milstein and Cuello, Nature 305:537
(1983)). BcnencrBue CJydanHon cOHOPKM TAXEJBX U JIEeTKUX nerney
VMMYHOTJIODYJIVHE, BTU T1MOPUOOMEL (KBaOPOMEI) npooyunpynT
HoTeHUMaNbHY®n cMech 3 10 DasJMUHBIX MOJIEKYJl anTuTes, I TOJIbKO
onHa w3 Hux ofsianaerT NpaBUJIbHON GucrneundMuHoil  CTPYKTYDPO.
OumcTky TpeByeMol MOJIeKyJiE OOBYHO MNPOBOILAT MoCpencTBOM CTalun
abduunoin xpomaTorpadum. CXonHbE criocoBu onmcaHe, HarpuMmep, B WO
93/08829, narenrax CIIA No, 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 (.986), BCe M3 KOTOPHIX BKJIOYEHH B HacTOAIMMA HOOKYMEHT B
[OJIHOM OOBLEeME.

AHTHUTEJIa [IPpOTUB IL-23pl9, NpMIoaHbEe B cnocofax u
KOMIOBMUMSX IO HacTosumeMy ¥300peTeHMo, HeoBA3aTEeJbHO MOTYT
XapakTepusoBaTbCH BBHICOKOM addUMHHOCTLK CBASBBaAHUA C IL-23pl% wu,
HeoBa3aTebHO ¥ IPelrnouTUT:2JIbHO, ObJjananT HU3KOM TOKCUUYHOCTEIO.
B  UYacTHOCTM, IJIA HaCTOAWeTO wW300peTeHns ABJALTCAH NPUITOIHBIMU

aHTUTEJIO, onpeneJseHHbIN dparMeHT VI BApUaHT o 3TOMY
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M30BpeTeHNK, TOe OTOeJbHHE KOMITOHEHTH, Takue Kak BapuabesbHbl
Y4acTOK, KOHCTAHTHHIM yd4acTHK M KapkacHasa o0JsacTe, OTHEJIBHO
/WY  COBMECTHO, HeoBA3aT&JIbHO UM NpelnodTuTesibHO — obJsanamoT
HUBKOM MVMMYHOTeHHOCTbLI. AHTITEesNa, KOTODbe MOXHO MWCIOJNB30BaThk B
COOTBETCTBUM C 3TUM M3COpeTeHUeM, HeoOA3aTellbHO XapaKTepu3ylTCH
CNOCOBHOCTHLID B  OTHOWEHMM JIeYeHusa MMM [DaluMeHTOB B TedeHue
OJIUTEJIbHEIX Nnepuonos BpEMeHU c 110 4 0a0uMMC A onpenesye HU
YMEeHbIeHMEM CUMITOMOB M HU2KOM W/UIM NPUEMIIEMOV TOKCHYHOCTERIC.
Huskas wuiaM npuemsieMas MMMYyHOTDEHHOCTb W/WIM BeEICOKaSA adPUHHOCTE,

a TakKxe QOpyrue INpuronHbIe CBOMCTBA MOTYT NPUBOIOMTE K OOCTUXEHMIO

TepaneBTUYECKMX pe3yJbTaToB. B HacTroAmeM HNOKYMEHTe "HM3KYD
VIMMYHOTEHHOCTE " onpenesdmoT Kak BO3HMKHOBEHUE rnonnamimnxcs
TUTPOBAHMIO YPOBHENM aHTUTes. K aHTUTesny [NpOTUB IL-23plY9% vy
rnayuuMeHToOB, KOTOPHIX Jedyn aHTUTEJIOM IpoOTUB IL-23pl9,
BCTpevammeecss MeHee deM y 25% [aUMEHTOB, KOTOPLIX JIEUWIV,
NpennouyTuTesIbHO MeHee dWeMm Yy 10% naumeHTOB, KOTOPHIX JISYMIIN

PEKOMEHIOBAHHOM HO30M B TeU3HME DPEKOMEHINOBAHHOTO KypcCa JIedeHMVA
B Ipollecce rnepuoma JiedeHUs.

BoifeJieHHEle HYKJIEMHOBBIE KUCJIOTH [0 HacTosmeMy MW300peTeHMD
MOXHO MCIOJIB30BaTh ONA NDOOYKUMM [0 MeHbllell Mepe OHHOTO
aHTuTrena nporus IL-23plY9 wmam  ero OnpenesyIeHHOI'O  BapuaHTa,
KOTOpPLIE MCXHO MCIOJIL30BaTh OJA onpenesenns s¢dpexTa B KIETKE,
TKaHM, OpraHe wWIM Yy XUBOTHOTO (B TOM uMcJe MJIEKONMTamMx u
yeJyioBeKa) , OJ15 IVMAaTHOCTIKMY, MOHUTOPUHTA, MOIOYIUPOBAHUA,
JieueHus, cMaT4YeHud, CrocoBCTBOBAHUSA npenoTBpalleHno
3a60JIeBRAEMOCTH, WM yYMEHbUIeHMS CUMIITOMOB I[10 MEHbWIEW Mepe OIHOTI'O
CBSA3aHHOTO c IL-23 COCTOSHUSA, BEHIOPaHHOT'O, HO He
OTpPaHMuYMBAQWETOCA MMM, IO MeHbUley Mepe M3 OINHOTO M3 MMMYyHHOTO
Hapymwerusa wuam 3abosieBaHusa, CEPIAEYHOCOCYIMCTOTO HapyweHusa Wian
safosieBaHuA, MHOEeKUMOHHOTO, 3JI0OKAUYECTBEHHOTO u/nnv
HEBPOJIOTNYECKOTO HapyleHns 1 Rp0% 2abosieBaHuA, NIu IpYyToTo
MU3BECTHOTO MM ONMCAHHOTO CBA3aHHoTo ¢ IL-23 COCTOAHMA.

Taxon cnoco® MOXET BKJIIOUATH BBeOEeHME 2PPeKTUBHOTO
KOoJIndeCcTRa KOMIIO3ULINN Vi bapMaleBTUUECKON KOMIIC3ULINY,
comepxamell no MeHblieldl Mepe OOHO aHTuTeno nporus IL-23plY9, B

KRJIETKY, TKaHb, OopT'aH, XWMBCTHOMY WM NaAUMEHTY, HyXIapleMyCsa B
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TakoM MOIYJIMPOBaHUM, aeyeruu, CMATYEHUN, npoduilakTUKe  UIN
CHVIXEHUU CUMIITOMOB, sbdbexTOB NI  MEXAaHM3MOB. 30PexTUBHOS
KOJIMYECTBO MOXET BKJIIOYATDH KOIUYeCTBO, cocTaBaaplees

nputmmsurensuo or 0,001 mo 500 MP/Kr npy OIHOKPaTHOM (HanpuMmep,
BOJIIOCHOM) , MHOTOKPATHOM MJIM [IOCTOAHHOM BBENEHUM, WM KOJMYECTBO
oJisg  OCOCTUMXKEeHMS  KOHUEeHTpallM B CHEBOPOTKE 0,01-5000 wMxD/MA
CEIBOPOTKM npm OOHOKPAaTHOM, MHOT'OKPaTHOM W MOCTOSHHOM
BBeIeHMM, uaM Juobol o0PeKTHBHB IOManal30H WM 3HadeHue B 3TOM
oMarasoHe, Kak OCYUWEeCTBJAKXT VM ONpelesiaiT C  MCHOJIb30BaHMeM
MSBECTHHEX CHOCOOOB, Kak O©fiMcaHo B HacToAwleM JOKYMEeHTe WM
MBBECTHO B HOaHHOMW obJlacTu.
AHTHTENE NO HACTOSIEMYy MBO6peTeHMI0 - NPOAYKLMS M MNOJYydYeHue

[lo MeHblIEM Mepe OOHO  aHTUTEJO NpOTUB IL-23pl9% 1no
HacToAwWweMy us3obpeTeHMio HecOA3aTeJbHO MOXHO [NpOoAyUMpoBaTh C
MOMOWEBK KJIE TOYHOM JIVIHUV, cMeumaHHOM’ KJIETOUHOM JIVUHUM,
VIMMOPTaJM30BaHHOM KJIe TKN VLU KJIOHAJIbHOM NOomyJIaUMY
VMMOPTAJNIM30BAHHEIX KJIETOK, KOTOPHE XOpOoWO WM3BECTHH B OaHHOM
obBsacTtu. Cm., Hanpumep, Ausubel, et al., ed., Current Protocols
in Molecular Biology, John Wiley & Sons, Inc., NY, 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 Protocols in Protein Science, John Wiley &
Sons, NY, NY, (1997-2001).

AHTUTENa, cheuuduuHole k OenkaMm IL-23pl9 uyesioBeka WM UX
bparMeHTaM, MOXHO MOJYyYaTb M3 PEKOMOMHAHTHBX OMOIMOTEK aHTUTEJ

JueJsioBeKra C VCIOJIE30BAaHMEM npurogHoITo aHTuIreHa, TaroIro Kak

BHIIIeJIeHHEIM BeJiok IL-23pl8 1/ nnu ero JacThb (BrJIOUE A
CHUHTeTMUYecCKMe MOJIEKYJEl, TakKMe Kak CUHTeTHMYeCKMe [enTyVisH) .
Ipyrue  crieunouuHele WM ofume  aHTuTesa, BKJIOYAA, HO He

OTPaHMUMBAaAChL MMM, AaHTUTEeJIa MJIIEKONMTAMMX, MOXHO MHIYUMPOBATH
aHaJIOTMYHEM ofpasoM. I[loslyde:ie aHTUMTEeHOB M BbOEJI@HME aHTUTEeJ U3
HUBIMOTeK UeJIoOBeka MOXHO IpPOBOIUTB C MCHOJIE30BaHUEM Jdoro

npurogHoro crnocoba.
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B OLHOM nooxoxne rekoMOMHaAHTHO®E aHTUTEJIO noJjiy4arnT
nocpeacTBoy. (aroporo OMCIJEs C MCHOJIb30BAHMEM EUBIMOTEK aETUTE
(Hoogenpoom HR. Overview of antibody phage-display technology
and its applications. Methods in Molecular Biology. 178:1-37,
2002). B npennouyTuUTeJIbHOM [HAXONE, pexkOMOMHaHTHEN Fab dJeJloBeKa
BpimessgoT us oubiamorexkyu HuCal Gold™, paspaBoranHol MorphoSys, AG
{Kretzschmar, 2002y, a 3aTeM NOBHIIAKT ero AKTUBHOCTD
[IOCPEeOCTBOM KaCCeTHOTO paszurobpasusa CDR (Knappik et al., 2000;
Krebs et al., 2001).

PexoMBUMHAHTHEE aHTuUTejd: dYesJoBeKa, BbOSJIEHHBIE U3 BUBIMOTEK

@aPOBOI‘O IINCIIJIe A MOXHO KOHCTpYyUpoORaTh, BaMeHHAHA orpeneJsieHHbIe
ocTaTKM KOHKpP&eTHBIMMN AMMHOKMCJIOTaMM, COOTBETCTBYULUMN
KOHCEHCYCHBIM I Cl'leLlVIQ)I/IL:IHbIM [IocJie1OoBaTEeJIbHOCTAM adrureJl

YenoBeKa. DOTU IOCJIeNOBAaTEeNHHOCTM MISHTUEMUMPYT CPaBHEHVEM C
HGasaMy HAHHBIX M3BECTHBIX aHTUTEN UYeJIOBeKa >MOPMOHANBPHOTO THUI&

VIV TOIBEPTUMXCSH peapaHXypORKe aHTUTEeJ.

M3BeCTHBIE nocnenoBaT2JIbHOCTH Ig yeJioBeka ONWUCAaHH,
HanpuMep, 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/CHO05/kuby05 . htm;
www.hhmi.org/grants/1ectures/1996/vlab;
www.path.cam.ac.uk/~mrc7/mikeimages.html;

meb . 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.blodesign.com;
www . cancerresearchuk.org; www.biotech.ufl.edu; www.lsac-
net.org; baserv.uci.kun.nl/~jraats/linksl.html; www.recab.uni-
hd.de/immuno.bme.nwu.edu; WwWw.mrc-cpe.cam.ac.uk;

www.ibt .unam.mx/vir/V_mice.html; http://www.bioinf.org.uk/abs;
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anTuTeno.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), nce M3 KOTOPHX BKJIOUCHBEl B HaCTO AWM

NOKYMEHT B KaudyeCTBe CCHUIOK F TOJIHOM OObeMe.

Takue SaMEHeHHbe  aMVHOKMCJIOTE  MOXHO  MCHOJIB30BaTEH  HJIA
CHMXEHMS MVMMYHOT@HHOCTM WJIY. CHWXEHMS, YCUIEHUA WJIN Mo Imbdrkaunmn
CBASBIBaAHUA, adbuHHOCTH, CKOpPOCTH accouaumm, CKOpPOCTHU
IMCCOLUMALYY, aBUOHOCTM, CHSUMOUYHOCTY, BPEMEHM MOJYXMIHM WJIM
IO6OT0 OpYTOTO  OPUTOIJHOTO CBOMCTBa, KakK M3BECTHO B OaHHOM
obnacTu. Kaxk npasuyo, ocrarkm CDR npaMo # HaunboJsiee CyuUeCTBEHHO
BOBJIEUEHB BO BAMAHME Ha CBS3LHBaHMe aHTuUreHa. Heobsas3aTesbHO,
aHTUTena MOXHO KOHCTPYMPOBaTb C COXpaHeHMEM BHICOKOM ad®dMHHOCTU
K aHTUTeHYy WU OPpyIMX [I0JIe3HbIX  OMOJIOTMYeCKMX cromcTe. MHnsa
NOCTUMXSHUS STONM LeJyu, aHTWUTesa dJejioBeKa Heo0A3aTeNIbHO MOXHO
noJjiydark NocpencTBOM rpouecca aHanmsa MCXOIOHBIX
rnnocJsenoBaTesIbHOCTEN U Pa3JIMUHBIX KOHLEeNTYyaJsbHBX
CKOHCTPYMPOBAHHBIX IMPOOYKTOE C MCIOJE30BaHNEM TPEXMEpPHbIX MomeJien
MCXONHEIX, CKOHCTPYUPOBaHHBIX U UeJIOBEUECKUX rnocrenoBaTeJbHOCTEN.
TpexMepHsEe MOIENM MMMYyHOTVIOOYJIMHOB MMPOKO OOCTYIIHBl M M3BECTHH

crneuvaamucramMm B ﬂaHHOﬁ obnacTy. JOCTYIHBIMM SABJAKOTCHA KOMIIbIOTEPHEBIE

NpOTPaMMEl, KOTOpEE  MJUIOCTPUPYOT ¥ BOCHPOM3BONAT — BO3MOXHBIS
TpEeXMEPHBIE KOHOOPMaLVOHHEE CTPYKTYPH BEIOpPaHHBIX
NOCHEnOBATENbHOCTEN MMMYyHOTJIOOYJIMHOB-KaHIMIaToB. Mccrenoeanne

STUX BOCMNPOM3BENESHHHX IaHHBX [NaeT BO3MOXHOCTH aHajsa BEDPOSATHON
posm OCTaTKOB B PYHKUMOHUPOBAHNN nocJjenoBaTEJIbHOCTH
MMMYHCTJIODYIMHAa - KaHnamnoaTa, T.E., aHaJjmz3a OCTaTKOB, KOTOPBIE
BIAMSOT Ha CIOCOBHOCTE MMMYyHOTIJIOOYJ/IMHAa-Kaniguzara CBA3bBIBATH CBOM
auTuren. TakuM oOOpaz3OM, OCTATKM MOXHO BHOMPATE U KOMOUHMPOBAaTDH
U3 MCXOIHBIX M STaJOHHHX 10CJeNOBaTebHOCTEN, yroBel IJOCTUTaThH
TpedbyeMoTo CBOVICTBA aHTvTesna, TakoIro Kak a®dHHOCTL K

aHTMPeHy(aM)—MMmeHM. ANpTeDHATUBHO WM IOMOJIHMTEJIEHO YKa3aHHbIM
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Brllle chnocobaM, KOHCTPYVPOB&HME MOXHO IPOBOIOWTL BMIMPUYECKM C
MNOMOIBI KaCCeTHOTo pasHoofpasua CDR u Bubopa 1o TpedyeMon
aKTUMBHOCTM, TakKMxX KakK omnmcaHo mius cucremsl MorphoSys HuCAL
(Knappik et al, 2000; Krebs et al., 2001).

Kpome  ToOTO, anTuTesc nporus IL-23plY9% no  HacToAleMy
M30BpeTEeHMI0 MOXeT Cconepxanb KapKacHyo 00JacTs JIeDKOM  Leny
yesioBeKa 3MOBPUOHANBHOTO TUNA . B KOHKDPETHEIX BRapuaHTax
OCYWECTRJIEHUSA, [OCHENOBATElbHOCTL BSMOPMOHAJBLHOTO TMIa JIeTKOU
Lenu BhOpaHa #3 UEeJIOBEUECKIIX IocjenoBaTesbHOCTEM VK, BKIOYas,
HO He oTpaHuuMBasce wMmm, Al, Al0, All, Al4, Al7, Al8, Al9, AZ,
A20, A23, A26, A27, A3, A30, A5, A7, B2, B3, L1, L10, L11, L12,
L14, L15, Lle, L18, L19, 2, L20, L22, L23, L24, L25, L4/18a,
L5, L6, L8, L9, 01, 011, 012, 014, 018, 02, 04 m O8. B
OnpeneJIeHHHX BapuaHTax OCyWeCcTBJeHus, 2Ta KapkacHas o0nacTb
JeTKoM uernu uyesioBeka oMOpuoHasibHOTO Turna BHOpadHa u3 V1-11, VI1-
13, vi-ie, Vv1i-17, Vvi-18, v1-19, VvV1i-2, V1-20, Vi-22, V1-3, V1-4,
vi-5, vi-7, Vv1-9, v2-1, V2-11, Vv2-13, V2-14, V2-15, V2-17, Vz-
19, VvV2-6, V2-7, V2-8, V3-2, V3-3, V3-45, V4-1, V4-2, V4-3, Vi-
4, V4-6, V5-1, V5-2, V5-4 u V5-6. Cm. PCT WO 2005/005604 min
ONMMCaHUs PasJIMUHBIX I1OCJIENOBaTeJbHOCTEN SMOPUOHAJIbHOIO Tuma.

B mpyrux BapuaHTax OCYIWECTBJIEHUS, AHTUTEJIO INPOTUB IL-23 no
HacToOAWEMYy MU30OpEeTeHMI MOXeT coIepXaTb  KapkacHyw  obnacTb
THAXEJION Uenu dJejoBeka  SMOPMOHAJBHOTO  TUIlE. B  KOHKpPEeTHEBIX
BapuaHTax OCYWeCTBJIEHMA, 2Ta KapKacHasa oOJacTb TAXEJNON Lem
yeJloBEKa SMOPMOHAJIbHOT'O Tuna BeOpana u3 VH1-18, VH1-2, VH1-24,
VH1-3, VH.L-45, VHl1-46, VH1-58, VH1-69, VH1-8, 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 2005/005604 nmna omnmucaHusa  pasMdHBX
nocyenoBarTeylbHoCTEN 3MOPMOHAJIBHOTO TUIIA.

B KOHKPETHHX BapMaHTax OCYLeCTBJIeHus BapuadesbHell YyuyacTOK
JeTKoM uenu u/uiay BapuaberbHBM YYacTOK THAXEJOM Ueny COLEePXUT
KapkKacHylo oBJIacTb WM IO MaHblleM Mepe uYacCTh KapKacHO! obnacTu

(HanpuMmep, comepxauwyio 2 wuiu 3 cybdparmenTa, Takux Kak FRZ nu
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FR3). B onpelejsieHHEX BapuarTax OoCymecTBJIEHUA, IO MeHblIEe) Mepe
FRL1, FRL2, FRL3 wmam FRL4 IBJIAKTCHA IIOJHOCTHIO UYeJIOBEYUECKUMU. B
OIPpYyTUX BapMaHTax OCYUWeCTBJI2HMA IO MeHbumer Mepe FRH1, FRH2,
FRH3, wmnu FRH4 4BJA0TCH NOCNTHOCTBI UYEeJIOBEWECKVMIM. B HeKOTOPEHIX
BapraHTax oOCylecTBJIEeHuA, IO MeHblley mepe FRL1, FRLZ, FRL3 wnu
FRL4 npencTaBigioT CcOOOM MOCNeNOBATEIbHOCTY 9SMOPMOHANLHOTC THla
(Hanpumep, 5MOPUMOHAJIbHOTO TUTIA yeJsioBeKa) 1ZRp8% conepxar
KOHCEHCYCHEE  TOCJIenoBaTesIbH40CTM  YeJIOBEeKa IJi  ONpenesIeHHOU
KapkacHoM ofJacTy (WMPOKO HOOCTYNHHE U3 MCTOYHMKOB MWM3BECTHBIX
nocsenceaTesbHOCTelr 1Ig uUeroBeka, ONMCaHHBIX Bbhlle). B IOpyIux
BapuMaHTax OCYWEeCTBJIEHMS NO MeHbuwen Mepe FRHL, FRH2, FRH3 wuam
FRH4 npencrapigoT CcOOOM MNOCIEIOBaTEJIbHOCTM SMOPMOHAJIbHOTO Tula
(HanpuMep, aMOpPMOHAJIBHOT'O TUna yeJioBReKa) W conepxaT
KOHCEHCYCHBIE  [IOCJIeOBaTeJIEHOCTY  YeJloBeKa ons onpenerleHHON
KapKaceOM OGJIaCTM. B Npennd>uTuTesbHBEX BapMaHTax OCYWEeCTBJIEHNSA
KapkacHas oOJlacTe MpencTarndeT CcoOoil MOJIHOCTBIO YeJIOBEYECKYIO
KapkacHyno oOnacThb.

KoHCTpyupOBaHKE aHTUTEJ IO HacCTOoAWeMy M300peTeHMIo MOXHO
NPOBOIOMTL C MCIOJb30OBaHMEM JIOOOTO M3BECTHOTO cnocoba, TakKoTo
Kak, HO He OTPaHMUYMBasACb MMM, CHNOCOBH, ONMCaHHble B Winter
(Jones et al., Nature 321:522 (1986); Riechmann 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), mnareHTax CIIA No: 5723323, 5976862, 5824514, 5817483,
5814476, 5763192, 5723323, 5,766886, 5714352, 6204023, 6180370,
5693762, 5530101, 5585089, 5225539; 4816567, PCT/: US98/16280,
US96/18978, UsS921/09630, US91/05939, UsS94/01234, GB89/01334,
GB91/01134, GB92/01755; WO090/14443, WO90/14424, W090/14430, EP
229246, BCe U3 KOTOPBIX BKJIOYEHH B HaCTOAWMM ONOKYMEHT B KadeCTBE
CCBIJIOK B [OJIHOM OOBeMe, BKJoYas NPUBeNEHHBIE B HMUX CCBUJIKM.

B onpenesieHHBIX BapuaHTax OCYWEeCTBJIEHMS aHTUTEJO CONepPXMUT
VI3MEeHEHHBM (Hanpumep, MY T@HTHBI) FC-y4yacToK. Hanpumep, B
HEKOTOPHEX  BapuaHTax  OCylWecTByeHusa  Fc-ydacTOK  M3MeHeH - LJiA

CHUXEeHMA NI MOBEIIEHNA 20PeKTOPHBIX dbyHKUMNT aHTurena. B
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HEKOTOPLHX BapMaHTax OCYWEeCTBNeHNA Fc-y4yacTOK IpencTaBisaeT cobon
y30TMI, BHOpaHHB u3 IgM, IgA, IgG, IgE wiy IOpyToro M3OTHUIA.
ANbTEpPHATMBHO MM OOI.OJHUTEJIBHO, MOXeT OBITh T[OJI€3HBM
KOMBUHVPOBaHME MOIMOUKaUMA &MMHOKMCIOT C OOHOM WM HEeCKOJIbKMMU
NONOAHUTENbHEIMY  MOIAMOUKALMEMM  AGMMHOKMUCIIOT, KOTOpbElE M3MEHAKRT
CBABBIBaAHUEC Clg u/vnm dYHKUMIO KOMIIJIEMEHT 33 BUCHMOY
LUMTOTOKCUIHOCTHU Fc-ydacTka CBA3bBIBaLLENn IL-23pl9 MOJIEKYJIb .
MpencTaBIIARLIN ocoBem MHTepec MCXOMHEM ONUIIENI T I MOXeT

[MPencTaBlsATh COOO0 NOJUNENnTNI, KOTOpHI CBA3bBaeTcs c Clg

npoAaejgeT KOMILJIEMEHT3aBV CUMYIO LUMTOTOKCUUHOCTE (CDC) .
TTonunerTnasL C npenBapuTeslIbHO cyuecTBywouen aKTMBHOCTBIO B
OTHOWEHNN CBABLIBAHUA c Clg, KpoMme TOTO, HeobA3aTeNnbHO
ofJsanaomme CrioCOBHOCTBLIO  [IpUHMMaTH ydacrTue B CDC, MOXHO

MOIUGULIMPOBATD, yToBL omoMH uay oba M3 2ITUX BUIOB AKTMBHOCTU

YCUJINBAJIMCE . Mommdpukaumy  aMMHOKMCIIOT, KOTOpBEE  MNPMBOAAT K
VIB3MEHEHMIO Clg n/unm MOIMOULUUPYIOT ero byHKUMIO
KOMIJIEMEHT2aBMCUMOM  LUUTOTCKCUYHOCTH, OINMUCAaHH, HanpuMep, B

WO0042072, xoTopas BKJIKYEH3 B HacTosmuM JOKYMEHT B KaudeCTBE
CCBIIKM .

Kak OMUCAHO BhBILE, MOXHO CKOHCTPYUPOBATH Fc-y4acToK
auTurena nporue IL-23pl9 nc HacTosAleMYy nzobBpeTeHnio C M3MEHEeHHOU
2dPeKTOPHON dyHKLUMEN, HanpuMmep, nocpencTBOM MO IOMbMKaLUN
cBaspBaHus  Clg w/uaM  CBABHBAHUA FcyR  u, TakuM ODpa3OoM,
M3MeHeHUsa AKTUBHOCTU B OTHOIIEHNU KOMITJIEMEHT 3aBMUCYMON
LUMTOTOKCUUHOCTHU (CDC) n/mnm AKTUBHOCTU B OTHOWEHUN
aHTUTEJO3aBMCHMOM KJIETOYHO - ONIoCpelyeMol UUTOTOKCUYHOCTU (ADCC) .
"SpdeKTOpPHEE dyHrumM"  oTBEYAnT 3a AKTUBAUMD MM  CHUXEHNE
B1OJIOTNYE CKOM AKTUBHOCTU (HarpuMmep, y  cyBbekTa) . [IpuMepPs
50PeKTOPHBIX dyHKUMM  BKJIOHAKT, HO He OorpaHu4YMBawnTCa VMMM
CBA3LIBEAHME Clg:; KOMIJIEMEHTRaBUCUMY  LUMTOTOKRCUYEHOCTH (CDC) ;
CBASBEBaHUES Fc-peuenropas AHTUTEJIO3aBUCUMY UUTOTOKCUUHOCTD
(ADCC); ©daroumTO3; CHMXEHME AKTUMBHOCTU PEeLuelTOpPOB KJIETOUHOM
NOBEPXHOCTU (HalpuMep, B-KJIETOUWHOTO peuenropa; BCR) u T.xn. Hnsa
Takux D20PEeKTOPHBIX dyHKUME MOxeT OBITb HeoBxoOoMMbM, dYTOOB FC-
Yy4yacTOK BB obmenHeH 0 CBA3BBARILMM OIOMEHOM (HarnpuMep,

BB.pVI&@G.HbeIM JOMEHOM adrTuTena) , "n ux MOXHO QOLUeHVBaThb C
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MCIONB30BAHMEM PAa3JMUYHBEIX CHOOCODOB aHaamsa (HanpuMmep, CcrnocoboB
aHanIMsa CcBAspBaHMA Fc, cnocoforB aHalnusa ADCC, crniocotoB ahHanmsa
CoC m T.4o.0.

HanpuMep, MOXHO MNOJIyHMTb  BapuaHT Fc-yuacTka aHTUTesna
npoTus IL-23pl9 C NOBBUWEHHHLM CBS3bIBAHVEM Clg ¥ C NOBBIWEHHBM
CBASBIBaHVEM FcyRIII (HanmpuMep, obJianamoumnn [NOBHIIEHHON’
AKTUBHOCTbIO B oOTHoweHum ADCC ¥ TOBBIEHHOM  aKTMBHOCTBO B
oruomesun CDC). AJNbTEPHATUBHO, ecny HeobBxoIMMO CHUI3UTb WM
YyCTPaHV.Th 3TY 200EeKTOPHYIC OYHKLUMIO, MOXHO CKOHCTPpYyUPOBaTH
BapuaHT Fc-yuyacTka CcoO CHMXEHHOM AaKTMBHOCTh B oTHOmeHun CDC
/WMy CO CHMXEHHOM AaKTMBHOCTBIO B OTHOMIEHUN ADCC. B mpyrux
BapMaHTax OCYWEeCTBJEHMSA MOXHO NOBBICUTE TOJBKO OOVH U3 DBTUX
BUIOB aKTWUBHOCTM, U, HeoOs3aTeNbHO, TakKxXe CHM3UTH IOpyTOon BuUIO
aKTUMBHOCTU (HanpuMmep, MNOJIyYMTh BapuaHT FC-ydacTka C [OBLIIEHHOM
aKTUBHOCTBIO B oTHoweHun ADCC, HO CO CHUXEeHHOW aKTUBHOCTBL B
oTHomeHn CDC, u HaobopoT) .

Taxxe B KOHCTPYyMPpYE&MBIE MOJIEKYJIE MOXHO BHOCMTH MyTauun IJA
UBMEHEeHMS MX B3auMOINENCTBMSA C HeoHaTalibHeM FC-peuenTopoM (FcRn)
Y yaydmeHusa Uux (apMakKOKMHEe TUHECKMX ceoMcTB. OnmcaHa KOJUIEeKUMA
FC-BapMaHTOB ueJjioBekKa C I[OEBBIIEHHBM CBASBBaHUMEM C FcRn (Shields
et al., (2001). High resolution mapping of the binding site on
human IgGl for FcyRI, FcyRII, FcyRIII, and FcRn and design of
IgGl variants with improved binding to the FcyR, J. Biol. Chem.
276:6591-6604) .

Ipyro¥ Tun aMMHOKMCJIOTHBIX  3aMeH criocofCcTBYEeT M3MEHEHMIO
naTrepHa IVIMKO3UIMpOBaHMsa Fc-ydacTka aHTuTeNa yeJioBeka IPOTUB
IL-23pl9. TIsimMko3uIMpOBaHue Fc-ydacTka, Kak npaesnyio, ABIAETCA
JImMbHo N-CcBS3aHHBM, Iubo O-CcBSI3aHHBIM. N-crpa3aHHOE
TJMKOBUIMPOBAHME OTHOCUTCS K IMPUCOEIVMHEHMIO YTJIEBOOHOWM TPYINbl K
BoKOBOL Leny ocTaTKa achnaparyHa. O-CBA3aHHOE TJIMKOSWIMPOBAHNE
OTHOCUTCH K puCcoe IUHEHUI OOHOTO ns caxapos N-
aueTUNTaNakTo3aMnHa, TajjakTO3h VI KCUJIO3Eb K
IMIOPOKCUAMMHOKMCIIOTE, Hauboslee uWacTo K CepuHY MUY TPEeOHMHY,
XOTH TaKxe MOXHO UCII0 1b30BaTh 5- M IPOKCUTIPOJIVIH NI 5-
TUOPOKCUJIMBYIH . Pacrno3Hs BaeMele ocyJenoBaTesIbHOCTH g

q}epMeH’I‘aTMBHOI‘O npmucoeIMHeE HMA YI‘.HeBOIIHOIZ TpPYIIbl K nenTyMioHbBM
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focyenoBaTesIbHOCTAM C OOKC30M  LeNbl acnaparmMHa HNPencTaBAioT
cobon acnaparmH-X-CcepuH " acrnaparmi-X-TpeoHUH, roe X
npencrasiseT cobor OOy am.IHOKMCIJOTY, 3a WCKIIOYEeHVEM NpoJsIMHa .
Takum ofhpasowMm, HaJVUYUNE Jiodon nus3 3TUX [1ernTUIOHBIX
rnocyie10BaTeIbHOCTEN B forunenTune bopMmpyeT NOTEeHUYAJbHBIN
Y4YacCTOK TJIMKOBMJIMPOBaHUA.

NaTTepH TJIMKO3UIIMPOB&HUA MOXHO VBMEHATH, HarnpuMmep,
yIoajieHueM OIHOTO WM HECKOIbKUX yyacTka (OB) IVIMKO3UJIMPOBAaHUSA,
HaxondAWeTrocs B noJgunenTun:, wu/mian  godapBJieHMEeM  OOHOTC  MJIM
HEeCKOJIEKMX YYacTKOB TJIMKOZWMIMPOBAHMUA, KOTOPBE OTCYTCTBYKOT B
nonunernTuns. JoBaBjieHMe ydaITKOB IJIMKO3BWIMPOBaHMSA K FC-y4acTRy
aHTUTEesa uYeJloBeka NpoTuB IL-23plY% ynoOHO NpoBOAMTE HOCPENCTBOM
M3MEeHeHNda aMMHOKMCJIO THOM rocJlefoBaTeJIEHOCTH, YT OOk oOHa
comepxajla ONHY WJIM HECKOJIEKO M3 ONMCAHHBIX Bbllle TPUISHTVIIHBIX
rocJenoBaTeJbHOCTEN (nJis ydacTKa N-TJIMKO3UIIMPOBAHUA) .
VI1mocTpa TV B HBI BapuaHT no TJIMKO3UJIMPOBaHMIo obnanaer
AMUHOKMCJIOTHON 3ZaMeHol ocTarTka Asn 297 Taxeson uenm. lsmeHeHue
TaKXe  MOXHO HpoBomoMThb  OO>0aBjeHueM  OIHOTO  MJM  HEeCKOJbKMX
OCTaTKOB CepuMHa WM TPEOHYHa K [I0CJIeNOBaTeJIbHOCTM MCXONHOT'O
nonmnenTuna (misg yd4acTkoB O-IVIMKOBWIMPOBaHuUs), WIM €T0 3aMeHOM .
KpoMme ToOTO, 3aMeHa Asn 297 Ha Ala MOXeT IPUBECTM K YHaJSHUO
OOHOTO U3 YUYaCTKOB IVIMKO3WJIMPOBaHMUA.

B onpelnelfieHHHX BapMaHTax OCyWeCTBJIeHMA AaHTUTENO yeJsioBeKa
npotus IL-23pl9 no HacToAmeMy n300pEeTEHUK  BKCINPecCupywoT B
KJleTKax, KOTOPBIE SKCIPeCcCUpynT pera-(1,4)-N-
aleTuITIIoKo3aMuHuITpaHchepasy IIT (GnT TIII), wuyrobm GnT TIII
npucoemuHsna GlcNAc x  aHTUTeJy  4YeJioBeKa nporuB IL-23pl9.
CriocoBsl NpoaykKUMM aHTuTesn TakmuMm  obpasoMm npencTaBleHs B
WO/9954342, WO/03011878, raTeHTHON 3afaBKe 20030003097A1 u B
Umana et al., Nature Biotechnology, 17:176-180, Feb. 1999.

CKpI/IHI/IHI1 aHTureJ] B OTHOWEHUMN cneundmUHOTO CBSA3BIBaHMA CO

CXOOHEIMU BenkamMu nan dparMeHTaMu YyIOOHO NpOBOIUTDH C
UCHOJb30RaHMeM OubamoTek  NenTuaHoro - OUCIJIEeS. droT  cnocod
BKJIOUAET CKPMHUHI'  KPYIIHBIX KOJIJIEKUMI [IenTuioB B OTHOWEHMM

OTIOEeNbHBEIX YJIEHOB, oOsapamouyrx TpebyeMor QyHKUMEN WU CTPYKTYPOU .

CKPVMHMHT aHTuTen B OubnuoTerax MNenTuiHOTO OUCIJIes  XOpouwo
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M3BecTeH B JOaHHOM obnacTtu. HIiIMHa BOCIPOMB3BOOMMEBEIX NENTUIIHBIX
[IOCJIeNOBATEJEHOCTEM MOXET C2CTaBiaaTs oT 3 mo 5000 wumm 6ogee
AMMHOKMCJIIOT, YacTo IOJauHa coacraepnaser 5-100 aMMHOKUCIAOT, UM 4acTo
IJIMHa COCTaBJsgeT nNpubamMs3uTaJbHO OT 8 1no 25 aMMHOKUCIOT. B
OONOJIHEHME K crnocofaM IoJI/JdeHUsa TMernTUIHBX OuMbIMoTeKk OpPSMBIM
XUMMUYECKUMM CUHTE30M ONMCAHC HEeCKOJIBKO CHoCOOO0B peKOMOMHAaHTHEIX
IOHK. Onoun TUTI BKJIOuUAeT BOCIIPOM3BEeNeHN e NnenTuigHON

rnocnengoBRarTreJ;IJb HOCTM Ha [NOBEDXHOCTU 6aKTepmo®ara WJIN KJI€eTKM.

Kax e BakrTepuodar NJIN KJIeTKa COOEpPXUT HYKJIEOTUIHYIO
NoCcJenoBaTesbHOCTh, KO OV NDYIOUY KOHKPETHYIO NOAJIEeXallyo
BOCIPOUI3BEIEHNMK TNENTUIHYI [OCJIeloBaTeNIbHOCTE. Takue Ccrnocobul
onMcaHsl B IaTeHTHHIX SasaBkax PCT No. 91/17271, 91/18980,

91/19818 n 93/08278.

Ipyrue cucTeMbl LJA TIOJiydeHusa OMOIMOTEeK IMenTHUIOoB oOnananT
npyU3HakaMy Kak XUMMUeCKOI(  CHHTesa, Tak U pPeKOMOMHaHTHBIX
criocobos 1Iin vitro. Cwm., nOydbaukaummM IaTeHTHRX 3asaBok PCT No.
92/05258, 92/14843 wuw 96/19256. CMm. Takxe naTeHTn CIA No.
5658754 wu 5643768. Bubanorsky NeNTUMIHOTO IOUCIJEsa, BEKTOPH U
Ha®ophsl IOJA8 CKPUHMHTA KOMMEPUECKM NOCTYIMHE y TaKuxX MNOCTaBIMKOB,
KakK Invitrogen (Carlsbad, Ca), " Cambridge antibody
Technologies (Cambridgeshire, UK). Cwm., Hanpumep, mnaTeHTs CIlA
No. 4704692, 4939666, 4946778, 5260203, 5455030, 5518889,
5534621, 5656730, 5763733, 5767260, 5856456, BelOaHHBEe Enzon;
5223409, 5403484, 5571698, 5837500, BplmanHdHele Dyax, 5427908,
5580717, BrnauHele Affymax; 5885793, BeimaHHem Cambridge antibody
Technologies; 5750373, BouaHHB Genentech, 5618920, 5595898,
5576195, 5698435, 5693493, 5698417, BuOmanHHoe Xoma, Colligan,
Brmre; Ausubel, Brme uam Sambrook, Brmie.

Taxkxe aHTUTEeJa N0 HAaCToAlleMy U300peTeHMUI MOXHO [I0JydaTb C
UCMONB30BaHMeM IO MeHblelM Mepe OINHOM HYKJIEUMHOBOW KMCJIOTH,
KooMpywomwey aHTureso npotue IL-23pl9, nosa cosgaHus TPaHCT'€HHBIX
KMBOTHEIX WM MJIEKONMTARIMX, TakMxX KakK KOBB, KOPOBH, Jowalu,
OBLBl, KPOJMKM M T.Il., KOTOPHE MNPOOYUMPYKT TakKue aHTuresa B UX
MOJIOKe. TaKMX  XMBOTHEIX MOXHO CO3makaTb C  MCHOJ:30BaHUEM
MUBBECTHHX crnocobor. CMm., EHanpuMmep, HO HEe OIPaHUMUMBAACL UMM,

nareHTsl CHIA No. 5827690; 5849992; 4873316; 5849992; 5994616;
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5565362; 5304489 u T.1., BIE@ U3 KOTOPHIX BKJIOYWEHH B HAaCTOAWWM
IOKYMEHT B KaudeCTBe CCBUIOK E IIOJIHOM ofbeMe.
AHTMTEJIa [0 HacrosumeMm’/ u300peTeHMK, KpoMe TOro, MOXHO

nojgydvaTb C MCIOJdpR30BaHMEM 10 MeHben Mepe OOHOM HYKHGMHOBOIZ

KUCJIOTH, KOIMpYWUIEX aHTuTes 0 npotms IL-23plY, s NoJdydeHUd
TPaHCTEeHHBIX pacTeHun “u KYJIb TUBUDPY €MBIX KJIETOK pacreHun
(HanpuMep, HO HEe OIPaHMUMEBEACH MMM, Tabaka ¥ Mauca), KOTODPBE

NpooyumMpyioT Takue aHTuTesa, ONpeleJieHHbBe YyJYacTKM WM BaprvaHTh B
oTmesax pacTeHul uIM B KIeTKax, KyJbTUBMPYeMblx u3 Hux. B
KayeCTBEe HeOTlPaHMUMBAKIEI'O IpMMepa, TPaHCIeHHue JMCTbA Tabaka,
3KCIpeccupyolmne peKoMOMHaHTrbe Oesiky, YChHewHo MWCNOoJb30Balr s
NoJIYYeHMS KPYIHBIX KOJMUYECTB PEeKOMOMHaHTHBIX OesikoB, HanpuMmep, C
MCNOJb30BaHMeM MHIOyLUMOesbHOT O InpoMoTopa. Cm., HanpmMmMep, Cramer
et al., Curr. Top. Microbol. Immunol. 240:95-118 (1999) wn
CCBUIKM, TNpuBeneHHble B Hel. TakkXe TPaHCIEHHB Mauc MCHOJIb30Ban
o718 SKCIPeccuMM Ha  KOMMEPUEeCKMX  YPOBHAX  NpoayKuum  OeJiKOB
MJIEKONU T a0 X C BUONIOTNU2CKON aKTUMBHOCTLIO, BKBMBAJIEHTHBIX
GesikaM, KOTOpHE [IOJydalT B IPYyIMX PEeKOMOMHAHTHHX CUCTeMax Win
OUMIAIT M3 MNPUPOIHHEX MWCTOuHMKOB. CM., Hanpumep, Hood et al.,
Adv. Exp. Med. Biol. 464:127-147 (1999) u cceuikM, NpUBEIEHHbIE B
Hel. AHTMTeNya, B TOM 4YuciJe OGparMeHTH AaHTUTeJI, TakKMe Kak
onHOlenouedHele aHTUTesia (scFv), Takxe npoayuupoBany B OOJbIMX
KOJIMUECTBaX M3 CeMAH TPAHCTPEeHHEX pacTeHul, B TOM 4YuCJe U3 CEeMsH
pacTeHuil 1 M3 KJIyBHeM kaprodemna. CMm., Hanpumep, Conrad et al.,
Plant Mol. Biol. 38:101-109 (1998) u ccCbUuIKM, NOpPMBEINEHHEE B Heu.
Taxum oBpas3oM, aHTUTeJa [0 HacTosAlleMy W300peTeHMio TaKXe MOXHO
NoJIy4aTb C MCINOJb30BAHMEM TPAaHCTEeHHBEX PacTeHuii, B COOTBETCTBUMA
c uysBecTHRMM criocobamu. CM. Takxe, Hanpumep, Fischer et al.,
Biotechnol. Appl. Biochem. 30:99-108 (Oct., 1999), Ma et al.,
Trends Bictechnol. 13:522-7 (1995); Ma et al., Plant Physiol.
109:341-6 (1995); Whitelam et al., Biochem. Soc. Trans. 22:940-
944 (1994); wm CCBUIKM, IIPUBEIEHHEIE B HUX.

AHTUTEJSIa IO BSTOMYy M300peTeHMIo MOTYT cCceBAs3pBaTh IL-23pl9
vesioBeka C adbuHHOCThI (Kp), HaxoOAwWeNcsa B UMPOKOM IManas3oHe. B
NpennouTUTESIbHOM BapuaHTe OCYULEeCTBJIEHMA 10 MeHbIIeM Mepe OJOHO

mAb uesioBeKa [0 HacTosamevy wu3obpeTeHM©O HeobA3aTeJbHO MOXeT



24

ceaspBaThL IL-23pl9 uesioBeKé C BHCOKOM a@@UHHOCTHIO. HanpumMmerp,
mAb ueropexa WM Opyroe mAb MOXeT CBA3RBaTDH IL-23plY uesoBeKa C
Kp, paBHOM WU MeHbller dYeM 1pUOIM3UTENBHO 1077 M, Taxkol Kak, HO
HE OTpPaHU4YMBAAChH WUMU, 0,1-9,9 (vnr mobon OManasoH WM 3HadeHMe

BHYTPM 3TOTO mmanasoHa) X 1077, 1078, 1077, 10710, 107, 107, 107

3 -1 - n- —

Boo10™ 10 15 pnm Jnobol IOManasoH MM 3HadeHue BHYTPpM 3TO0TO
ouarnasoHa, Kak onpenesgioT nocpencTBOM [TOBEPXHOCTHOTO
MJIas3MOHHOTO  pe30HaHca WK cnocoba Kinexa, Kak [NpuMeHAnT

crieuManucTs B HaHHOM obslacTy. B OOHOM BapuaHTe OCYWEeCTBISHNHA,
aHTHMTEeJla O 2TOMYy W300peTEeHMUI0o CBAS3BBAKLT IL-23plY9 uejsioeeka C Kp
Mexny NpubIMauTessHo 4 ¥ nNprbaM3UTesIbHO 4400 M.

AOOMHHOCTL WM aBUIOHOCTH aHTUTesa MO OTHOWEHMIO K aHTUIEHY
MOXHO OMNpeNeJssTh DKCIEepPMMEHTaJjlbHO C  MCHOJIE30BaHNeM ptielelelale!
NpUIOOHOTC crniocoba. (Cm., Hénpmmep, Berzofsky, et al,
"Antibody-Antigen Interactions", B Fundamental Immunology,
Paul, W.E., Ed., Raven Press: New York, NY (1984); Kuby, Janis
Immunology, W.H. Freeman and Company: New York, NY (1992); wun
crioco®pl, ONMCaHHBE B HUX) . J3MepeHHas addVHHOCTL KOHKPETHOTO
B3aUMOOSCTBMS aHTUTEJO-aHTUTeH MOXeT BapbupOBaTH MNPM M3MEPEHNN
B DPAamBJMUHBIX YCJIOBMAX (HANpuMep, KOHUEHTpaumsa COoJM, pH) . TaxuM
obpasom, usMepeHusa adOMHHCOSTM U APYTUX NapaMeTpos CBA3LBaHUA
aHnTurena (Hanpumep, Kp, Ken, Koge) TNPEnNOUYTUTESIBHO MPOBOIAT B
CTaHOAPTHEIX pacTBOpax aHTUTeJsla M aHTureHa M CTaHAapTHOM bydepe,
TakoM Kak Oybdep, OINMCaHHBM B HACTOAWEM INOKYyMEHTE.

KOHKYPEHTHHE  aHaJM3kl MOXHO MPOBOIMUTE C  AHTUTEJIOM o
HacrTodleMy M30DpeTeHMI® B LEJNAX ONpeleJIeHNA BeJIKOB, AaHTUTEN U
IpYyTUX aHTaDOHUCTOB, KOTOPbE KOHKYPUDPYOT 3a cBaspiBaHue IL-23pl9
c  auT/TesIOM IO HacTroAmeMy mnu300peTeHMo u/uiam  objananT oBwmM
YYacTKOM 3NuTona. STV aHanausbl, KaxK XOpowo M3BECTHO crielManncTam
B IaHHOM oBJacTy, OUEHMBAT KOHKYPEHLMIO MeXHy aHTaroHucTamu M1
IMTaHIaMy 3a OTpaHMUEHHOEe KOJMUeCTBO YYacTKOB CBASHBaHMA Ha
Geske, Hanpumep, pl9. Besok /UM aHTUTEJIO UMMOOMIM3YIOT WJIN
nepeBONAT B HepacTBOpUMYyK ¢oOpMy 1O unanm MHocJe KOHKYypPEeHUUN U
oBbpazel],, CBSA3aHHHM C cy®be nuHuuern pld9 orpendaoT OT HECBA3aHHOIO
obpasLa, Hanpumep, OTCT&aUBaAHMEM (rme  6Gesiok/aHTUTesO  ORUIM

npenBapuTesbHO rnepeBeneH:l B HEepaCcTBOPUMYK bopmy) NI
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LEeHTPUOYTMPOBaHUEM {rne BeJok/anTUTENO ocaxnanu nocrne
KOHKYypPeHTHOW peakuuu) . Takxe KOHKYPEHTHOE  CBA3BBAHME MOXHO
onpenesyaTh 10 HaIuuMio M3MeHoeHMA QYHKUMM TOCPeNCTBOM CBASLBAHMA
MY OTCYTCTBMSA CBSA3HBaHMA aHTurena C OeskoM, HanpuMep, 0o
HaTMuMO MHTUOMPOBAHMS MWJIM VCUJIEHMSA OEepPMeHTATUBHOM aKTMBHOCTH,
HarnprMmep, METKMN. MOXHO MCIOJIB30BATDh ELTISA 121 apyrue
dyHKUMOHANBHEE Crnocobel aHasus3a, Kak XOopomo M3BEeCTHO B NaHHOM
obnacTu.

OnpenesieHHBle BapMaHTel OCYMEeCTBJIEHMA aHTUTEJ [NPpOoTHU:s IL-
23pl% o 3TOMY n300pe TEerMIO VIMEKT oCJaenoBaTesIbHOCTH,
npencTaBJeHHele B Tabiumuax nocrenoBaTesJIbHOCTEN, HWXe. HanpuMmep,
aHTUTETIO NMpoTUB IL-23pl9 o 3TOMY n300PEeTEeHUIO obnamaeT
NocJencBaTeAbHOCTSAMKY onHOTo M3 CDR1 jerxoy uenm SEQ ID NO:46-
51: [OCAeNoBaTeSIbHOCTAMM oJHOTO w3 CDR2 gnerxoyn uemn SEQ ID
NO:52-57; noclenoBaTeNpHOCTAMMU OnHoro u3 CDR3 gserkom uenu SEQ
ID NO:58-79; nOCJeNOBaTENbLHOCTAMM OfHOIO u3 CDR1 TaxeJioW Lenu
SEQ ID NO:1-6; mnocyiegoBaTeJIbHOCTAMM OOHOI'O M3 CDR2 TaAXeJION Lenun
SEQ ID NO:7-39 m 146; u/unu nocsienoBaTeslbHOCTAMM ONHOTO n3 CDR3
Taxesion uenu SEQ ID NO:40-45.

MoJiexyasl HYKJIEMHOBHX KMCJIOT

C McrioNb30BaHMEM [pPeICTaBJIEHHOM B HacTodueM HOOKYMEeHTE
nHbopmMaLun, HanpuMep, rnocrenoBaTeslbHOCTEN HYKJIEOTUIIOB,
kogupyomx 0o MeHpmel wmepe 70-100% CMeXHBIX aMMHOKMCJIOT IO
MeHbIel Mepe OIHOTO U3 BapyuabesbHBIX YYaCTKOB JeTKOW Lenun
aHTUTeJ] o »ToMy wunszobperenHuio (Hanpumep, SEQ ID NO:136-138 wm
142-144) ¥ 1o MeHbIIEM Mepe OIOHOTO M3 BapuabesbHBIX Y4YacTKOB

TOKeJON LenuM aHTUTes No B3ToMy u3obpeTeHuio (HanpuMmep, SEQ ID

NO:133-135 u 139-141), wmx onpeneseHHEIX (QparMeHTOB, BapMaHTOB
I KOHCEHCY CHEIX riocJjenoBaTesibHOCTEN, NI IENOHUPOEAHHOTO
BEKTOPAa, CcoIepxaumero rno MeHbIIEN Mepe oOnHYy nus ITUX
nocrenoBaTelbLHOCTEN, MOXHO noJiyyaTb MOJIEKYITY HYKJIEUMHOBOM

KMCJIOTE MO HACTOAMEMYy MW306peTeHMo, KOOVPYOIYI [0 MEHbIel Mepe
OIOHO aHTiUTeso INpOoTUB IL-23pl9 ¢ uCnoJsb30BaHMeM CHOCoOO0B,
ONMCaHHBIX B HACTOAWEM INOKYM2HTE WY M3BECTHBIX B HAHHOW OOJIaCTH.

MoJiekyJbl  HYKJIEMHOBBEIX ~ KMCJIOT NO HacTodmeMy M300peTeHNO

MOTYT HaxomourTbcsa B oOopme FHK, Takol kak MPHK, 1msaPHK, 7TPHK unm
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Jobad opyras bopma, RPN B dopme IHK, BKJIIOYAHA, HO He
OTPaHNUNBASICH VIMU, xkJHK " T€eHOMHYIO IHK, rnoJiy4daeMelx
KJIOHMPOBAHMEM MJIM CHHTETMYE SKMM CrnocoboMm MNpoayKumu, Wi JII0OBIM
ux coueTanuem. IHK MoxeT IpencTaBJifaTb CcOOOM TpPexUenodYedHyp,
OIBYXUENOUeUHY WJM oOHouenoieuHywo JIHK win sjoboe MX COUETaHME.
6o y4Y4acTOK MO MeHbliel wmepe onHoi wnenu [OHK nmm PHK moxer
npelcTaBlIaATh coBbor  koaupyoumyrn  Lelb, TaKXe M3BECTHYI  Kak
CMBICJIOBAS LeNb, WM OH MOXST IIPelCTaBJIATE COOOM HEKOOMPYIIYIO
lernb, TakKXe HasbHBaeMyld aHTUCMBICJIOBOW LEMNbO.

BrOeJleHHBIE  MOJIeKYJb  AYKJIIEMHOBEIX  KMCJIOT 10 HaCTOAWEMY
nzobpeTeHnn MOTYT BKJIOYATH MOJIE Ky JIBI HYKJIEMHOBEIX KUCJIOT,
comepxalMe OTKPHTY paMKky cunTusanusa (ORF), HeoBsg3aTeJibHO C
OIIHVM WJIM HECKOJIbLKMM MHTPOHAaMM, HalpyMep, HO He OIPpaHundMBasch
UMM, 1O MeHblley Mepe nOJs8 OHOHOI'O OlpeleJIeHHOTO YydHacTka IIo
MeHblLIell Mepe ognHoro CDR, makoro kak CDR1, CDRZ n/unm CDR3 1o
MeHbWeM Mepe onHOM Jerkoy uenu (Hanpumep, SEQ ID NO:46-51, 52-
57 umu 58-79) wuamM Mo MeHbllell Mepe OOHOM TsaxeJon uenu (Hanpumep,
SEQ ID NO:1-6, 7-39 wmmm 40-45); MOJEKYJEl HYKJIEMHOBBIX KNCJOT,
comepxamuye KOOMPYOMYIO TIOCJH2N0BATEJILHOCTL MJIA  aHTuTesa IpoTius
IL-23pl9 wmm papuabesibHOIO ydacTKa (HanpuMmep, BapuaOeJbHbBIX
y4acTKOB Jierkolr uenu SEQ ID NO:82-85, 93-98, 100, 102, 113-116

m 128-132 n BapuabelspHBEX YYaCTKOB maxeso uenmu SEQ ID NO:80,

81, 86-92, 99, 101, 103-112, 117-127 wu 147); ¥ MOJIEKYJIH
HYKJIEMHOBEIX KMCJIOT, KOTOpEBIE comepxar HYKJIEOTUIHYIO
nocJgaenoBareJIrHOCTE, inte] cCyuecCcTByY OTIAMYAarIYyIoCH oT HYKJI€OTV IOHBIX

nocjaenoBaTesIbHOCTEM, ONUCAaHHBIX BHIIE, HO KOTOpad, TeM He MeHee,
BCJIELNCTBME BBEIDOXIOEHHOCTM  TE€HETUYEeCKOTIO Kona, KOOUPYET rno
MeHbIllel Mepe OIHO AaHTUTENIO NPOTUB IL-23pl9%, kak onMcaHo B
HacToAleM IOKYyMEHTEe u/nnv M3BECTHO B OaHHOMN obyacTin.
BesyCJOBHO, T'E€HEeTUYECKMNM KOI XOpoWo M3BECTEeH B naHHoM ofJlacTu.
TakuM oBpaszoM, MNOJIyYeHMEe BHPOXIEHHBIX BapMaHTOB HYKJIEMHOBBIX
KUCJIOT, KOTOPBE KOOMPYIOT CHeunduuHbEe aHTUTena NOpOTUB IL-23pl19
no HaCcTosAleMYy n300pEeTEeHND, ARJIAETCH OBBIUHOM sagayen padpge!
cneuManMcTa B IOaHHOM objac™m. CMm., Hanpumep, Ausubel, et al.,
BRIIE, n  Takue Ba@pMaHTe  HYKJIEMHOBEIX KUCJIOT OTHOCHATCH K

HacTodAlueMy VIBO@p@TeHMIO -
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Kak yKas3aHoO B HacTOoAWEM HOKYMEHTE, MOJIEKYJIH HYKJIEMHOBBIX
KUCJOT [0 HacCToAmeMy MW300peTeHMIo, KOTOpBE CONEPXaT nyﬁeMHosyw
KUCJIOTY, KOIOUPYRUWYK aHTUTeNH NPpOTUR IL-23plY9, MODYT BKJIOYaAThH,
HO He OTPaHNUMBATHCH VMM, MOJIEKY JIBI HYKJIENHOBEIX KMCJIOT,
KOOMPYUME AaMUHOKMCIIOTHYIO ICCJIEeNOBaTEJIbHOCTD bparmeHTa aHTuTesa
OTHENbHO; KOINMPYOUYK MOCHEeACBATEJIbHOCTE A LEJOTO aHTrTuTesa nin
ero ydacTKa; KOOVPYIOWYIO [ocJie OBaTEeJIbHOCTD s aHTurena,
bparMeHTa NI y4acTKéE, a TaKxe NOMNOJIHUTEJIbHEE
NoCHAenoBaTEJIbHOCTY, TakKye KaK KoIuMpyolas [OCJeNoBaTeJIbHOCTD o

MeHbIen Mepe OJ1A OOHOTIO ZUTHAaJBHOI'O JIMOEPHOTO nmiin CJINTOIO

nenrtmna C HalnumeMm MM OTCYTCTBUEM BEIILIEYTTOMAHY TEIX
NOIOJIHY.TE€J1b HBIX KOIOIMNPYIOWMNX ﬂOCﬂeﬂOBaTeﬂbHOCTeﬁ, Taknux Kak IO
MeHbIIen Mepe OIVH MHTPOH, COBMECTHOC C IOTOJIHMTEJIb HBIMY
HeKrOIMpPYIoUNMN IoCcJIenoBaT2JIbHOCTAMY, BKJKYAA, HO He
OT'pPaHmMumMBadAChk VIMU, HekoIMp /e 5'- y 3'-nocyenoBaTeJsIbHOCTH,

TakuMe Kak TpaHCKpubupyemble HeTpaHCIMpyeMble nocjaenoraTesIEHOCTH,
KOTOpHE YyHacTBYKT B TPaHCKpUNLUN, npoueccuHre MPHK, Braodas
CUTHaJbl CHJIalicMHTa M NojuaOeHWJIUpOoBaHus (HanpuMmep, CBA3LBaHUE
putocoMm M crabunnzauns MPHK) ; IIOTIOJIHUTEJIbHYIO KOIMPYIIOWYO
NoCIegoRaTeJIbHOCT, KoTopas KOOupyeT OOIOJIHUTEJIb HEIE
aMMHOKIMCJIIC THL, Takue Kaxk AMMHOKMCJIOTH, koTopsle ofecrnedupanT
NOTIONMHMTENbHY  QYHKUMOHAJIEHOCTE . TaxkuMm obpas3oM, KOIUPYyKIiasa
AHTMTE 10 NOoCJeNoBaTe/lbHOCTL MOXeT ObTb CIUTOM C MapKepHOMU
nocenoBaTeNbHOCTHIO, KoOupymoumen nenTumn, KOTOPHIN obyeruaer
OUMCTKY CJMTOIO aHTuTrena, comepxamwero GparMeHT WM YHacTOK
a”HTuTena.
[ONMHYKIGOTUIE, CEeJeKTMBHO rubpuamusyioupmecs: C NONMHYKISOTUIOM,
ONMCAaHHOM B HACTOSNEM OJOKyMeHTe

Hacroamee MBO@peTeHVIe OTHOCUTCSH K BbIOSJIEHHBEIM HYKJIEVMHOBbBIM

KUcCJioramM, KOTOpPhbIE I‘M@pMHMSyIO'I‘CFI B CeJlIeKTMBHBIX YCIIOBUAX
I‘VI@pMﬂV!SaILI/IM C TTOJIMHYKJIEOTUIIOM, OIMMMCaHHOM B HacTrosueM
JOKYMEHTEC . TakmMm O@paBOM, [TOJIMHYKJI€OTUIE 2TO0T0O BapraHTa

oCcymeCTBJIeHNA MOXHO MCHOJbzOBaATbH IJIS BBIOEJIEHUS, BHIABJIEHUHA I/I/I/IJI]/I
KOJIMUEeCTBEHHOTO onpenesnieH!iiA HYKJIEMHOBBIX KMcJioT, cojepxammx
TakKkuye I[IOJIMHYKJIEOTWIBl. HanouMmMep, NOJIMHYKJIEOTUOE IO HacTofaumeMy

MBO@peTeH]/[IO MOXHO MCIIOJbL3:3>BaTb oJid BLIABJIEHUA, BhHLOIEJTIEHVA WU
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aMrindmMKaMm HETOJIHEIX ATIN [1OJIHOPa3MEPHLIX KJIOHOB B
IEerNOHUPOBAHHON OubIMOoTeKe. E HEKOTOPHIX BapyaHTax OCYWeCTBJEeHNUdA,
[MONMMHYKJIEOTUAE MNPEeOCTaRJIAIT COOOM TIeHOMHBIE IOCJIEeNOBaTEJLHOCTA
0841 [IOCJIeN0BaTEeJILHOCTU ¥ IIHK, BhBIIEJIEHHBIE us3 OUbIMOTEKN
HYKJIEMHOBAEIX KMCJIOT UeJiIoOBeKa Wiy MJIeKonuramommx, Wit B MHOM
crydyae KOMIUJIEMEHTAPHHBE VM.

MpennodturenpHo, Oubiucrexa kIHK comepxmT Ino MeHbUEN Mepe
80% MOJIHOPa3MEPHBIX ~ [OCJEeNOBaTeJIbHOCTEN, NpennodTuTagbHo  No

MeHbmel Mepe 85% unam 90% MnosiHOpPa3MEPHBIX nocJjenoBaTeJisHOCTEN, U,

HoJee MNPenrnouTUTENBHO, rno wMeHbmen Mepe 95% IIOJHOPa3MEPHLX
nocJenoBaTeIbHOCTEN. Butamnorexku kIHK MOTYT ObITb
YHUOUMUMPOBAHHBIMU ons IMTOBHIIEHM S pernpeseHTaunn penKux
OCHenOBATEJIbHOCTEN . Onsa rocJjieoBaTeJbHOCTEN, ofrnanamnmyx
CHMXEHHOW MIEHTUUHOCTBIO rnocJjenoBaTesIbHOCTEN OTHOCUTEJILHO
KOMIJIEMEHTAPHHEX nocJienoBaTaLHOCTEMN, Kak NnpaBuio, HO Ee
MUCKJIOYNTEJIBHO, UCNOJb3YIT YCJOBMA I'MOpMIOM3aLMM  HM3KOM WM

YMEPEHHOY CTPOTOCTM. YCJIOBUA YMEPEHHOW WJIM BBICOKOM CTPOTOCTM
HeoBs3aTeJbHO MOXHO MCIOJM-30BaTh IS [IOCJAEHOBATENBHOCTEN C
BoJlee BBCOKOM MIEHTUYHOCTBLK. YCJOBMS HM3KOMWM CTPOrOCTM IenawT
BO3MOXHOM CeJIEKTUBHYIO TUBpPUIOMBA LI rnocJsenoBaTellbHOCTEN,
ofbJjlagamnmmnx NpUBIN3UTEIIBHO 70% UIOSHTUYHOCTLIO
nocjenoBaTesbHOCTEN, W WX MOXHO MCIOJb30BaThk OJiA  BHABJICHUA

OPTOJIOT'YECKUX WJIU rnapajiorm4eCkKux HOCHeﬂOBaTeHbHOCTeﬁ.

Heob6s3aTeJlbHO, [MNOJIMHYKJIIEOTU IEL 1o STOMY MBOGPETGHMD
KOIMpymwnT o MeHbIen Mepe JacTb aHTuvuTre a, KOOMpyeMOTo
MOJIMMHY KJIEOTN DaMU , onvMcaHHbIMA B HacToOAWEeM JOKYMEHTE.

[MOAMHYKJIEOTUOE [10 3TOMY M300PEeTEeHMIO0 BKJIOYAIT I[OCJIENOBATEJIbHOCTHA
HYKJIEMHOBHX KUCJIOT, KOTOPHE MOXHO MCHOJIb30BaTh ILJIA CeJIEKTUBHON
rudpuaon3auum c MONIMHYKJIEOTUIOM, KOINPYIOLMM aHTUTEJIO rno
HacToAmeMmy usobpereHuwn. CM., HanpuMmep, Ausubel, Brme; Colligan,
BRIIE, BCE U3 KOTOPHIX BKJIOWEHH B HacTosllee ONMCaHuWe B KadecTBe
CCBUJIOK B TIOJIHOM o0OBeme.
KoHCTpYMpOBaHME HYKJIEMHOBHX KMCJIOT

BLlOeJsleHHBE HYKJIEMHOBBIE KMCJOTHE [0 HacCToAmeMy MW300peTeHMo

MOXHO T[OJIyYaTh C MCIOJIb303aHMeM (&) pekOMOMHaHTHRIX cnocobos,

(b) criocoboB CUHTE=Z=a, (c) CriocoBoB OUMCTKM  U/UIN (d) 1494
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coueTaHul, Kak XOpOWO M3BECTH0 B HaHHOM oOJlacTu.

HyxJeyHOBHE KM CJIOTH IS ynobcTea MOTYT conepxaThb
nocJenoBaTesbHOCTM, B OONOJIHEHME K MOJIMHYKJIeOTMHY [10 HacToslleMy
yzobpeTeHMo. Hanpumep, 1A yNPOWEHMS BBUIEJEHMA [NOMMHYKJISOTHIA B
HYKJEMHOBYK KMCJIOTY MOXHO BCTpambBaTk [OJMIMHKEDR, comepXxammni
OImViH WJNM HECKOJBKO YYaCTKOB IJIA pPEeCcCTpMKUMM 3SHIOHYKJI€a3aMM.
Takxe IS YNPOUWEHMS BHOeJseHMA TPaHCIVMPOBAaHHOTO IOJIMHYKJEOTMIA
o HacTodmeMy  M300peTeHMK - MOXHO BCTpauBarThb TPAaHCIMPY eMble
NnoclenoBaTeJIbHOCTH . Hanpuwmep, IreKCaruMcTUIOVNHOBEA MapkepHas
NocienoBaTe/bHOCTL oOfecrneumpaeT yIOOOHEIN CrNocod OUYMCTKM O JIKOB
o HacTofAlweMy wusodpereHuo. HykJIeMHOBas KMUCJIOTa [0 HacTodleMy
n30bpeTeHnn, 38 MUCKJIOYEeHMEM KOIUpPYoWLEeM  [I0CjeNOBaTeJIbHOCTN,
HeoBa3aTeNnLHO MNpencrarsser coboi BEKTOpP, alanTep Wiy JMHKEep IJIA
KJIOHMPOBAHMA M/MIM  BKCOpeccuy IOJIMHYKJIeOTHAa 10 HaCTOALEeMY
nzobpeTeHurio.

K TaKUM KJIOHUP YOUMM n/nnm BKCIIPEeCCUPYIIOUNM
ocJeJ0OBaTEJIbHOCTAM MOXHO noBarBJigaTh JOOTOJIHMUTEJIb HEIE
nocjenoBaTajbHOCTY  IJIS  OonTuMuMsauuym  MX  QYHKUMOHMPOBAHUS B
OTHOWEHUN KJOHUPOBAHUSA v /unu 3KCIpeccun, s YyTIPOWEeHU S
BhIIEJIEHNM A MNOJIMHYKJIEOTU LA, NI oJis NOBHIEHNUA BCTpauBaHuUsa
MOJMHYKJIEOTMAA B KJETKYy. [lpMMeHeHue BEeKTOPOR I KJOHMPOBaHNMA,
3KCNPEeCcCUpyMX BEKTOPOB, aIalTepoB M JIMHKEPOB XOPOUO M3BECTHO
B maHHOM ofmacTtu. (CM., HanpuMmep, Ausubel, Bpme; WA Sambrook,
BEIIE) .

PexkOMOMHAHTHEE CHOCO6H KOHCTPYMPOBAHMSI HYKJIEMHOBRX KMCIOT

KoMnozuuum BhIOEJIEHHBIX HYKJIEMHOBBIX KUCJIOT rio 2TOMY
ns3obpereHuo, Takmx Kak PHK, kIHK, renomHas IHK wum moboe ux
coueTaHue, MOXHO IoJiydYaTh U3  OUONOTUYEeCKMX  MCTOYHMKOB C
MCIOJIb30BaAHUEM J060T 0 KoauuecTBa criocoBos KJIOHMPOBAaHUA,
NRBECTHHEX cleluaJucTaM B OaHHoW objgacTu. B HEKOTOPHX BapuaHTax
OCYUeCTRBJEHUS, HOJA BHABJISHNA TpefyeMor INOCJeNOBaTeJIbHOCTU B
eubmorexe kIHK wmam rveHoMmHon JHK, MCNoJep3yKOT OJIMI'OHYKJIEOTMIHBIE
BOHIE, KOTOphE B CTPOTMX YCJOBMAX CEJIeKTUBHO TUBPUONBYIOTCA C
NoAMHYKJIEOTUIaMM T[1O HACTosWeMy w3o0peTeHMo. BeleseHne PHK wu
KOHCTpyupoBaHue Oubmmorexk KIHK 1 TDEeHOMHBIX BubIMOTEK  XOPOIUOo

M3BECTHO CpemHMM CheuuanmucTaM B OaHHoi obtmactu. (CM., HanpuMep,
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Ausubel, Brme; wunu Sambrook, BRIIE)
Cnocofs CKPMHMHT'A UM BHOEJEHMS HYKJIEMHOBBIX KNCJIOT

CxomHUHT ©Oubmmoreky KIHK  mim TeHOMHOM OUBIMOTEKM MOXHO
NMPOBOOUTL C MCHOJIE30BaHMeM 30HOa Ha OCHOBe TIOCJenoBaTesbHOCTU
[OJIMHY KJIe0Tna o HacToaueMy n300peTEeHMIO, Takom Kak
rnocJjenoBaTesIbHOCTY, ONMUCAaHEsSEe B HACTOALEM IOKyMeHTe. 30HHOH
MOXHO MCINOJB20BATH I8 Irbpuamzaunm  C rnocrenoBaTeJIEHOCT MU
regomHo [OHK wunu xIHK B Lenax BbOCJIEHUA TOMOJIOTMUYHLIX T€HOB B
ONHOM M TOM X€ VJIM B pPasjimuyHblx OpTaHM3Max. CrieuMasMCcTH B IHaHHON
oBIacTy McyMyT, UYTO IJis arajau3a MOXHO MCHOJIL30BaTh pasJIMUHBE

cTerneHy CcTporocTy ImMbpuamMsauuy; U CTPOTMMM  MOIYT BeiTe  IUOO

rbpuan3auns, ambo cpena. [To Mepe TOI'O, Kak YyCIIOBUA
rubpuarvsauuy  cranoesrca  Cosiee  CTpOTVMIA, ons  Toro, Etlelel
npomusousio  GopMmpoBanme  IOyJiexca, cTeriedb  KOMIUJIEMEHTapHOCTU

MeXIy SOHIOM ¥ MMIEHBI HOMKHa [NOBEMATHCH. CrerieHs CTPOTOCTU
MOXHO KOHTDOJMPOBATH C [OMOWBKL OIHOTO M  HECKOJBLKIX n3
TemrepaTyphl, MOHHOM Cwisl, PH ¥ HajmMuma HYacTUHHO neHaTypupyoiero
pacTBOpUTENd, TaKoIo Kat bopmamMul. Hanpumep, CTPOTOCTh
rGpuaoMzauny  yOOOHO M3BMEHATh I[OCPEICTBOM M3MEHEeHNS TIOJIAPHOCTY

pacTBOpa pearupyolero BemecTBa, HaNpuMep, MOCPEnCTBOM M3MEHESHMA

KOHLEeHTpauuu Gopmammua B IyanasoHe OT 0% @mo 50%. CreneHb
KOMIIJIEMEHTAPHOCTN (MIOEHTUYHOCTU nocJjenoearesbHOCTEN) , TpebyeMmas

g nogjapmerocsa HeTeKUMM CBsA3bBIBaHNA, BapbMpyeT B COOTBETCTBUM
co CTPOTOCTLIO cpenel OJiA TUOpPUIOIN3aLUL n/nnm cpenel  OJ§
HpOMblBaHMF[ . OonruMalsJibHO, crerieHtHb KOMI’IJ‘IeMeHTapHOCTI/I cocrarJgsaeT
100%, wmmm 70-100%, wmm mobol muarnasoH MM 3HadeHMe BHYTpM STOIO
mmanasoHa. OOHaKO cJjelyeT I10HMMaTbk, HTO gebosbliMe OTKJIOHEHUS B
nocJenoBanesIbHOCTAX 30HINOB U nparMepoB MOXHO KOMIIEHCUPOBaTh
CHUXEeHMEeM CTPpOTOCTM Cpels ILJIsA rMépuIM3aLMM 1/ mnim [IPOMEIBaHNA .
Crnocofel aMmrmukaumu PHK nnm JHK xopouwo W3BECTHH B IaHHOM
oBjacTy ¥ MX MOXHO MCIOJb30BaTb B COOTBETCTBMM C HaCTOAWLUM
uzcbpereHveMm 0e3 UBJMIHETO BKCINEPUMEHTUPOBAHUA, UCcxXona U3
yKasaHny u pexoMeHnauny, NpelCTaBJIeHHbBIX B HacToOfAlleM JOKYMEHTE.
sBecTHHE Ccrnocobel amrloubmxkauun OHK nin PHK BkJouyawT, HO HE
OTPaHVUMBAKTCHA UMM, noJiMepasHyilo LeNHyn  peakumio (TIUP) u

cBABaHHble C Hell npouecch amrummraumm (CcM., HanpuMmep, TNaTeHTH
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ClIA No. 4683195, 4683202, 4¢00159, 4965188, BHIOAaHHBEE Mullis, et
al; 4795699 u 4921794, BunakHee Tabor, et al; 5142033, BuOAHHBEIN
Innis; 5122464, BeOoaHHel Wilson, et al.; 5091310, BHEIOAHHBIN
Innis; 5066584, BemaHHel Gyllensten, et al; 4889818, BoOaHHLIM
Gelfand, et al; 4994370, BemaHment Silver, et al; 4766067,
BEIDAHHEY PRiswas; 4656134, semaHHElM Ringold) » onoCpelnoBaHHYIO
PHK aMraMdmMxkauummo, B KOTOPOM MCHOJb3YIT aHTUCMBICJIOBYD PHK «k
noCcNenoBaTeJIb HOCTY - MUIIEHN 13 KayecTBe MaTpuLbl  OJI8  CHUHTE3a
neyxuernoueusnoi IOHK (marenT CWIA No. 5130238, BHIDaHHE Malek, et
al, C TOPIOBHIM Hasz3zBaHUEM NASBA), MNOJHOe conepXaHye BCeX M3 IDTUX
CCBUTOK BKJIOYEHO B HACTOslee ONMCaHue B KadecTBe CCbUIoK. (CM.,
Hanpumep, Ausubel, BrWe; W Sambrook, Brmre) .

HanpuMmep, TEXHOJIOTUO nonMMepasHol  uenHon peaxkuum  (ILP)
MOXHO MCMOJE30BaTh nJis aMmMMbmukaumm nocJsiefoBaTeNbHOCTEN
NOJIMHYKJIEOTUNOB [10 HACTOAWEeMYy MW300peTEeHUI0 ¥ CBA3AHHEIX C  HMMM
TEeHOB HENOCPeNCTBEHHO U3 OUNIMOTEK redHoMHoM IOHK wmam xJHK. THP wu
opyTve crnocodbe aMianeyraunm in vitro Tmaxkxe MOTYT OHTE NPUI'OIHEL,
HanpmMep, oIS KJIOHMPOBaHKA [OCHeNOBaTeNIbHOCTEN  HYKJIEMHOBBIX
KMUCJOT, KOTOphE KOOMPYKT [onjexamre osKchnpeccum Oenxy,  IJiA
MOJIYUeHMA HYKJEMHOBBIX KMCJIOT IJif MNPUMMEHEHMA B KadyeCTBE 30HIOB B
uesigx  OeTeKUuu HaJaununs Tpedbyemoyr  MPHK B obpasuax, nnsa
CeKBEHMPOBAHUA HYKJI@MHOBBIX KMUCJIOT WM IJIA HPYyTUX uenen. llpuMeps
criocobos, gocTaTouHBle IJIS  yKasaHmda - crneunmaamucTraM B OaHHOM
ofyacTu CHocoBOB aMrmMoéMkalum 1in vitro MOXHO HauTu B Berger,
BEore, Sambrook, Bmmre u Ausubel, Brwe, a Takxe Mullis, et al., B
naTeure CIA No. 4683202 (1987); u Innis, et al., PCR Protocols
A CGuide to Methods and Applications, Eds., Academic Press Inc.,
San Diego, CA (1990). KomMmepueCky  HOOCTyINHele HaOopsl 74
aMriudurkaumuy TeHoMHOM JHK rocpencTeoM [P WMU3BECTHH B HNaHHOU
obnacTu. CMm., HalnpmuMmep, Advantage-~GC Genomic PCR Kit
(Clontech). KpoMe TOTrO, mJiA [IOBBIIEHMS BbIXOHa IJMHHBIX MNPOLYKTOB
NP MOXHO MCIONB30BAThL, HanpuMep, Oejiok TeHa 32 T4 (Boehringer
Mannheim) .

CuHTeTHYecKMe Crocobi KOHCTPYMPOBAHMUSI HYKJIEMHOBLX KUCAOT

BoloeJsleHHbIe HYKJIEMHOBHE KMUCJIOTH IO HaCTOAMeMy U300peTeHM

Takxe MOXHO rnoJjiydaThb np AMbIM XVIMHNY e CKUM CMHTEe30M C TIOMOULIO



32

M3BECTHHX crnocobos (cMm., Hanpumep, Ausubel, et al., Brme).
XYIMUYECKUN CUHTES, Kak npaBsuiio, IIPUBOOUT K MOJIYy UEHUIO
OOHOLENOUEUHOTO OJIUTOHYKJIEOTUIa, KOTOPRBIM MOXeT OBTh MNPEBRpAalleH B
opyxuenodeunyn [JIOHK nocpencrteoM Trubpuims3aumy C KOMILJIEeMeHTapHON
[IOCJIeNOBATEJIbHOCTRIO MM [NCOZPEINCTBOM IMOJMMEPM3ALUUM C [IOMOUBI
JHK-nonuMepassl C MCHOJIB30BaHMeM OIHOM LEenM B KadeCTBe MaTpULH.
CneumanucT B IOaHHOUM ofBJacTy TMOWMMeT, UTO, HEeCMOTpS Ha TO, YTO
XyMM4Yeckumm cuHTes IOHK MoxeT OorpaHMUYMBaTHCS I[NOCJEIOBRATEJIBHOCTAMU
npudbamsnrtensHo uz3 100 wiar ©OoJsiee OCHOBaHuM, 6Oonee  OJIMHHBE
IIOCJIeNOBaATEJIbHOCTMU MOXHO NONYYATh I[IOCPENCTBOM JIMIMPOBaHMA ODoJiee
KOPOTKUX T[OCJEeIOBaTe]IbHOCTEY. .
PexoMOMHaHTHLE SKCIpeCCHUPYKIME KacCeTs
Hacrosimee n3obpereHus, KpoMme TOTO, OTHOCUTCHA K

peKOMGMHaHTHHM SKCIPpeCCUPpYLMM KacceTaM, coepXxallViM HYKJIEMHOBYIO

KUCJIOTY o HacTosumeMy n30bpeTeHND. [locrnenoBaTesIbHOCTh
HYKJIEMHOBOM KV CJIOTH! infe) HaCTOSlWEMY n300peTeHUD, Hanpumep,
[IOCJIenNoOBaTEJIbHOCTE xkJHK MJIN T'€HOMHY rnocyenoBaTeJyIbHOCTE,
KOOMPYOIYIO QHTUTEJIO rno HacToAueMy n300peTeHNo, MOXHO

UCIOJIB30Ba™e OJI KOHCTPYMPOEAHMUA PEeKOMOMHAHTHOWM B3KCIpeccupyilen
KacceThl, KOTOPYI MOXHO BBOIMTL [0 MeHbIIeM Mepe B OIOHY TpedbyeMmywn
KJIETKY-X035iMHa. PexkoMOMHaHTHasa o2KCIOpeccupyollas KacceTa, Kak
NpaBwJio, COOEPXUT I[OJIMHYKJEOTUI [10 HacTodAlleMy MW300peTeHun,
byHKUMOHANILHO CBSABAHHEIM C PEeTryJIATOPHBMM I[OCJENOBaTeJIbHOCTAMM
MHMLIMAaUUM TPaHCKpUIUuy, KOTOPEIE peryamnpymoT TPaHCIHAUNI
TNIOJIMMHYKJIeOoTMga B npenHaSHaquHoﬁ OJIS 2TOI'0 KIJIeTKe-Xo3AuHe., Hins
perynsaumumn BKCINpeccuu HYKJIEVMHOBEIX KUCJIOT rno HacTodameMy
n300peTeHnr MOXHO MCIIOJL30BATb KakK I'eTepoJIOTMUHEE, TaKk U
HereTepoJIOT'MYHEle (T.e., SDHIOOT'e€HHBEIE) NPOMOTOPH.

B HeKOTOpHIX BapMaHTax OCYWECTBJIEHMS BHIEJIEHHBE HYKJIEMHOBHE
KMCIIOTE, KOTOpEIE CJyXaT B KaudeCTBe I[IpOMOTOpa, BHXaHcepa WU
IPpYyTUX BJIEMEHTOB, MOXHO BCTpaMBaTb B COOTBETCTBYRIEE [IOJIOXEHUE
(BBILE, HUXe W B MHTPOHE) HeTreTepoJICTUYHOM’ bopmel
NONMMHYKJIeoTMIa [0 HacTosueMy u300peTeHMIo TakuM o6pa3oM, UYTOOH
aKTVBUPOBRATH NI onaBJyAaT b BSKCHOPEeCCUd  NOJMHYKIEOTUIE no
HacTodleMy U300peTeHMK. HarpuMmMep, DSHIOOTEHHHBE I[IPOMOTOPE MOXHO

M3MEeHSATh 1In Vvivo wWaM Iin vitro nocpencTBOM BHeCeHUS MyTaluuy,
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neneuumt uU/uUaM 3aMeH.
BexTops 1 KIETKM-XOS3sieBa
Takxe HacTosllee usobBpeTeHMe OTHOCUTCS K BEKTOpaM, KOTOPEE
BKJIOUAIOT BblOEJIEHHBE MOJIEKYJ b HYKJIEMHOBBIX KMCJIOT 110 HacToALeMYy
n306peTeHNn, K KIeTKaM-xo3saeBaMm C pPEeKOMOMHAHTHBIMYM  BEKTOPaMM,
KOTOpPEE NoJIydeHE criocobamu TeHeTHUeCKO  MHXEHepuu, 1% K

NponyKUMM [0 MeHblie Mepe OINHOTO aHTuUTesa MpOoTVB I1.-23plS ¢

NoMollbic pPEeKOMOMHAHTHBIX crnocoboB, KOTOPHE XOpowo M3BECTHE B
nadHHol obtnactu. CMm., HanpuMep, Sambrook, et al., BrIe; Ausubel,
et al., Bmme, BCE W3 KOTOPsIX BKJIOYEHB B HACTOAUEES onucaHue B

KaueCcTEE CCHJIOK B MOJHOM OOnEeME.

TOMMHYKJIEOTUIE HeOoOA3aTeJIbHO MOXHO CBA3BBaTBH C BEKTOPOM,
conepXaurm CeJIEKTUBHEI Mapkep, MIJiS pPasMHOXEHUA B XO3AMHE. Kaxk
npaBwic, IUIasMUIHHM BEKTOP BBOIAT B npeuunuTare, TakKoOM Kak
npeuunuTarT Cc Qocoarom Kajnpuus, WM B KOMILJIekCce C 3BapaXeHHbBM
JunuooM. Ecau BeKTOp HNpelcTaBJAeT cobBolt BupyC, OH MOXeT OHThb
yrnakoBaH in vitro C MCIOJIL 30BaHUEM CoOOTReTCTBYRIEN
VIaKOBHBAKWEN KJIETOYHOM JIMHMM, a 3aTeM TpaHCOyUMpOBaH B KIETKU-
X03AeBa.

Becrarka [HK mosrkHa OBITh QYHKUMOHAIBHO cpgs3aHa C NIpUurolHBM

[POMOTOPON.. DKCIPEeCCHMpyoUME KOHCTPYKUMM, KpPOME TOLO, comepxar

y4yacTKM MHMULMauuu, TepMMHAalLNN TpPaHCKPUNUUMU u, B
TpaHCKpUBVpyeMoit  obnacTy, Y4acTOK  CBA3bIBAHNA puBOCOMBl  IJIA
TPAHCIALUN . Konupyiowa s YacThb 3peJIbIX TPaHCKPUIITOB,

sxcnpeccmpyemmx KOHCprKLI,I/IHMI/I, npennhoMTeano BRJIIOUAQET KOOOH
MHMUOMALMM TpaHCHAuMM B Hadaje U TEPMUHUPYOUMM KOHOOH (HanpuMep,
UAA, UGA wmm UAG), pacnonomeﬂﬂuﬁ cooTpeTCcTBYOLMM OOpa3oM Ha
xoHue MPHK, nomnexamey TpaHCaauMM, 0Opu 3TOM UAA u UAG HABJAKOTCHA
NpenrnoYTUTesbHEMM IJIS BKCIpeccun B KJeTkax MJIekonmMrammmx Ui B
3YKApUOTUUECKUX KJIETKaX.

SKCcrpeccypyle BEeKTOPH MNPEennodYTUTEsbHO, HO HeobHsaz3aTeJIbHO,
BKJIOUAT 110 MEeHbIeM Mepe OIMH ceNleKTUBHBIM Mapkep. Takue MapKep:
BKJIOYAT, HO HE OI'PaHMuMBalTCs MMM, Hanpudep, IeHb YCTOMUMBOCTH
k MeroTpekcary (MTX), muTrnopodonarpenykrase (DHFR, MaTeHTH ClA
No. 4399216; 4634665; 4656134; 4956288; 5149636; 5179017),

aMMUMUMIANAy, HEeOMULMHY G418), MUKOPEHOJIOBOM KMcJjiore - UiIn
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TJyTaMUHCHUHTEeTase (GS, narexdTs CHA No. 5122464; 5770359;
5827739) IJIA KYJIb TYPH HYKAPUOTUEE CKUX KJIETOK, " TeHBl
YCTOMUMBOCTM K TeTPAaUMKIMHY WM aMIMUMIIJIMHY IOJ15 KYJbTUBUPOBAHUSA
8 E. coli wu nOpyrmx OakTeprax WM MNPOKaApMOTHNHEECKMX opraHM3Max
(NMpuBeIEeHHHe Bblle MNaTeHTH BKJIOYEHB B HacTosdumee ONMUcaHue B
KayeCcTRe CCHJIOK B MNOJHOM obteMme) . [pMTOOHBEIE KYJibTYpallbHBE Ccpenb
M YCJOBUA KYJIbTUBMPOBaHMA HOJIA  ONMCAHHBIX BHIIE KJIETOK-XOBHAEER
MBBEeCTHL B OaHHOM obijacTu. IpurolHele BEKTOPH BYOyT NOJHOCTHIO
OueBMIHL CleuuaJucTy B OaHHoM objiacTu. BBegeHue BeKTOPHOU
KOHCTPYKLUA B KJIeTKY-X034/Ha  MOXHO NIpOBOIUTDL C TOMOUWEI
TpaHchexkumuss MNOCPedCTBOM bocdbaTa Kanbuusd, onocpenyemoyn DEAE-
IEeKCTPaHOM TpaHcheKUnn, ornocpenyeMon KaTUOHHBIMM JIUNM O aMU
TpaHchexumm, BJEeKTponopauyit, TpaHCOyKUMY, ~MHOMUMPOBaHMA  MJIN
OpYTMX WBBECTHEIX CHOCOOOB. Taxue CHocoBH ONMCAaHBl B LaHHOU
obyiacTy, Kak, HalpuUMEp, Sambrook, Beme, TJaBe 1-4 u 16-18;
Ausubel, Brme, Taaew 1, 9, 13, 15, 1l6.

o MeHbmen Mepe OHOHO AHTUTEJIO I[10 HacTodlweMy MSO@pGTeHMK

MOXHO BSKCINPEecCHMpOoBaTb B MOIMOMUMPOBaHHOM  QOpME, TakoM  Kak
CrATHIE  ©EesoK, M OHO MOXeT BKJIOYaTh He TOJIBKO  CeKpeTOPHSLIC
CUTHAJH, HO TaKXe 1 JOTOJIHMU T €JIb Hble TeTepOoIOTUUHLIE

dyHKLUMOHAJIbHEIE YYacCTKM. Hanpumep, nIJig T1OBBIEHNA cTabuJIbHOCTHU WU
VCTOMYMBOCTM B KJIETKE-XO3AMHE B NPOLECCE OUMCTKM WMJIM B Ipolecce
nocnenyouern obpaboTku M XpaHeHua K N-xoOHLYy aHTuTena MOXHO
noBaBnagaTh YyYaCTOK U3 JIONOJHUTEJIBHBIX aMMHOKMCJIOT, B UYaCTHOCTH,
ns3 SapFDKGHHI:IX AMMHOKUCIIOT . Takxe OJiAa yl'IpOILIeHI/IF[ OUMCTKU B
AHTUTENO N0 HacToAmeMy KW300peTeHMs MOXHO BCTpauBatTh nenTuaHee
TpYIIs . Takue y4acTKM  MOXHO  YIaJIAThk nepell OKOHYaTeJIbHbIM
rnoJiydeHueM aHTuTesla uwim 1o MeHblel) Mepe OIHOTO ero fparMeHTa.
Takue CriocoDbH! onucaHel B MHOTUX cTaHOaApTHEX JlabopaTOoOpPHBIX
PYKOBCICTBAX, TaKMx Kak Sambrook, Brmle, TITJiABH 17.29-17.42 wu
18.1-18.74; Ausubel, Brmre, TJlaBhH 16, 17 n 18.

CrneumanCTH B OaHHOM obnacTu 3HA©OT MHOXECTBO
SKCHNPEeCCUDYLIMX CHUCTeM, HNOCTYNHBIX  IJIs SKCIpeccuy HYKIJISUMHOBOU
KMCJIOTHL, KoOMpyKlen Benok rno HacTosueMy N300pPaTEeHUIO.
AL TEPHATMBHO HYKJIEMHOBBIE  KMCJIOTEL IO HacToameMy U30DpeTeHMIo

MOXHO SKCMNpeccupoBaTh B KJIETKE-XO3HAMHE [1oCpencTBOM 3anyCckKa
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3KCNpeccumn (nocpeACTBOM  MAHUNYJMPOBAHMSA) B KJIeTKe-X034MHe,
KoTOpasd COOEPXUT DHIOTEHHIO JHK, KOOUPYIYIO AHTUTEJIO o
HacTosAweMy usobpeTeHMw. Taklie CMNOoCOOH XOPOomO M3BECTHH B OaHHON
oBJjlacTu, Eanpumep, Kak onucaHo B nareHtax CIA No. 5580734,
5641670, 5733746 u 5733761, BKIOYEHHBX B HAaCTOsWlee ONUCAHUE B
KadeCTBE CCBJIOK B HOJIHOM OOLeMme.

UINIOCTPaTUBHEIMY  OIpUMMepaMu  KyJbTYyp KJIETOK, INPUIOLHBIX LN
NPOOYKUMYM aHTUTEeJ, MX ONpP2SIeJIeHHBX YYacTKOB WM BApUanTOE,
SBJISIOTCA KJeTKM MIeKonuraKkiurx. CHUCTeMsl KJIeTOK MIeKONMTarIMX
4acTo HaxXOoOATCA B BUIOE MOHOTJIOEBR KJIETOK, XOTfA TaKXe MCIOJb3YT
CYClNeH2MM KJeTOK MJIeKONMMTEIIMX WM OMOpPeaKTOps C  KJeTKaMmy
MIEKOMUTAIMK . B ImaHHOM oBJacTy paspadoTaH psild NPUTOOHBIX JIMHUM
KJIETOK-XO35eB, CrioCOBOHEIX BKCIPEeCCUPOBATh Hel3MeHeHHbe
TIMKOBKIMPOBaHHEE O€JIKM, M OHM BKJIOUYAKWT KJETOYHbEIE JIMHNK C0Ss-1
(nanpumMep, ATCC CRL 1650), COS-7 (nHanpmmep, ATCC CRL-1651),
HEK293, BHK21 (nanpumep, ATZC CRL-10), CHO (Hanpumep, ATCC CRL
1610) wu BSC-1 (Hanpumep, ATCC CRL-26), KJETKM Cos-7, KJE&TKU
CHO, «xJjeTku hep G2, P3X63Ag8.653, SP2/0-Agld, «wnetrku 293,
kineTky HelLa ¥ CXOOHBEE C HMMM, KOTOpeEEe CBOOOIHO  JOOCTYIIHB,
nanpumep, B American Type Culture Collection, Manassas, Va
(www.atcc.org) . [penrnouTuTesibHEe KIETKM-XO03fAeBa BKJIOYAT KICTKM
JIMMOOUIHOTO NPOUCKOXKIEHMA, TaKue Kak KJIeTKM MMEJIOMblL M JIVIMOOMEL .
OcoBeHHO IMPEenrnouyTUTEJsSIbHEIE KJIETKM-XO3feBa NpeACTaBJIsT cobon
kyeTky P3X63Ag8.653 (permcTpauymoHHei Homep ATCC CRL-1580) wm
kipeTkyu SP2/0-Agld4 (perucTpaumoHHB Homep ATCC CRL-1851). B
0COBEHHO NpenrnodTUTENIbHOM BRapuaHTe oCcyleCcTRBIEHUA,
pexoMOMHAHTHasA KJeTKa IMnpencrasiaseT coboim knerky P3X63Ab8.653
unm kjJerky SP2/0-Agl4.

SKCOpeccupyomye BeKTOPH I 3TUX KJIETOK MOTYT BKJO4aTk
OOHY WMJM  HECKOJIBKO M3  CJenylolMmx nocrenoBaTeJbHOCTEN  OJIA
KOHTPOJIA DSKCIpeccuu, Takux Kak, HO He OTlpaHnuYMBasAcChL MM,
OPUIXMH perymMKaumm; poMoTop  (HanpuMmep, MNO3OHUM UJIM pPaHHUMA
npomMoTopsl  SV40, npomorop  CMV (naTenTer CIA No. 5168062;
5385839), npomorop tk HSV, npomoTop pgk (pochoramuepaTKMHA3H) ,
npomoTop EF-l-anbda (maTeH™ CIIA No. 5266491), no MeHbllel Mepe

OOViH NMpoMOTOD I/IMMYHOI‘J'IOEZYJ’H/IHa yeJioRekKa) ; SHXaHcep VI/I/IJ'H/I
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MHOOPMAUMOHHEIE YYacTKM IJIs  [NpoleccuHra, TakMe Kak YYacCTKH
CBA3LIBAHUS pudocom, y4daCTKU CrIamcuHIa PHK, YU4aCTKMU
NoNManeHUNIMPOBaHM S (Hanpumep, Yy4acTOK IIPUCOENMHEeHMSA TIoJIM-A
Honpworo T-Ag SV40) " NocnenoBaTesJIbHOCTH TEePMMHATOPORB
TpaHckpunuuu. Cm., HanpuMmep, Ausubel et al., Brme; Sambrook, et
al., pBrme. [pyTue KI€TKM, I'PUTOOHEE OJ8 IIPOOYKUUM HYKJEUHOBEIX

KUCJAOT way, ©OeJyIKkoB 1o HacToAdueMy MSO@peTeHMD MUB3BECTHHE W/

ABJIAITCA OOCTYIIHEIMY, HanpuMep, B American Type Culture
Collection Catalogue of Cell Lines and Hybridomas
(www.atcc.org) 123971 B Ip/TUX  U3BECTHBIX Nan KOMMEpPUYECKUX
MCTOUYHMKAX.

Ecay  MCHOOJIb3YIOT SYyKaplioTndecCkKne KIIeTKN-X034eBa, TO, Kak

rnpaBuio, B BEKTOD BCTPAMBAOT NoOCJIeNOBaTEJILHOCTH
noJvaleHUIMPOBaHUA NJIN T2PMMHALUYA TPaHCKPUIILUHA . IIpuMepoM
rocJeN0BaTEJIbHOCTH TEepMMHE TOpa ABJISETCH rnocienoBaTEeNbHOCTD
NnoJMaleHUWIMPOBAaHUA U3 TeHa ObuYbero TOpMoHa pocTa. Taxkxe B

BEKTOP MOT'YT OBITE BKJIOYEHHE [10CJIenOoBaATEJIbHOCTU IOJISA NnpaBWJIbHOT'O

crnjiaCuMHTa TPAaHCKPUIITA . [lpuMepom rNocJIe OBaTEJIbHOCTHU s
CriylaicuHra sfABJsgeTcs WHTpoH VPl w3 SV40 (Sprague, et al., J.
Virol. 45:773-781 (1983)). Kpome TOT0O, B BEKTOP MOI'YT ObTb

BKJIIOUEHE L[OCJIEOOBATEJILHOCTM TI'€HOB I KOHTPOJSA pPelJyiMKauuu B
KJIeTKe-X03sMHEe, KaK M3BECTHO B IaHHON obJjlaCTu.
Oumcrka aHTHTENa

AuTuresno npormB IL-23pl9 MOXHO BHIOENATb M3 PeKOMOMHAHTHHIX
KJI€eTOUHBIX KYJIbTYP " odMuiaTh Xopouwo M3B&CTHBEIMM CHOCOGaMM,
BKJIOYAS, HO He OTpaHM4YMBasgCh MMM, OUMCTKY C IHOMOUbKL Oenxka A,
ocaxImeHue CyJbdaToM aMMOHMA WM SDTAHOJIOM, 3KCTPaKUM0 KMCIOTOM,
AHMOHHYK WJIM KaTMOHCOOMEHHYI xXpoMarorpaduio, xpoMmarorpadpuw cC
dbocdhouenmoio3oi, xpoMarorpaduo  IMIpoPoBHOTO B2aMMONEeNCTBRUSA,
adduHHYD xpoMaTorpaduio, xpomarorpadmo C IUMAOPOKCWIIANATUTOM U
XpoMaToTrpadmi C JIeKTMHOM. Takxe OJiS OYMCTKM MOXHO MCIIOJNE30BaTh
BEICOKOBQHEKTUMBHYIO XKMIKOCTHYIO XpoMaTorpaopmn ("BOXX") . CmMm.,
nHanpuMmep, Colligan, Current Protocols in Immunology, or Current
Protocols in Protein Science, John Wiley & Sons, NY, NY, (1997-
2001), Harpumep, rjaBel 1, 4, 6, 8, 9, 10, BCe uU3 KOTOPHX

BRJIIOYEHEI B HacTrosuee OoImcanue B KayecCcTBe CCBUJIOK B [IOJIHOM
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obbemMe.

AHTMTeJsla @O HacTosmery ms3obpeTeHuio BKIOHAKT TNIPUPOLHBE
OUMUEHHEIE TMPONYKTH, MPOAYKTBE [POLECCOB XMMMYECKOT'O CcuHTesa U
MpOOyKTH, rnoJydaeMee PeKOMOMHAaHTHBMM crnnocofamMu V3
5YKapMOTMUECKOTO XO3fAMHa, B3Kjodas, HanpuMmep, OPOXX,  BBRCLCE
pacTeHue, KJETKM HACEKOMHX [1JIM MIIEKONMTAaLUMX. B 3aBuUCUMOCTM OT
X03AMHa, MCroJib3yeMoro B crocobe PEKOMOVHAHTHOY  NPOLYyKUUM,
AHTUTEJJO I10 HacTofleMy u3007 eTeHuioc MOXeT ObTh INIMKO3WUJIMPOBAHHEBM
WY MOXET OBTb HEeTJIMKO3ZUIVPOBAHHBIM, MOPU STOM TIJMKO3MIMPOBaHHOE
AQHTUTENO SBJSETCH nNpednodrTyTesibHeM. Takue crnocobel onmcarHsl BO
MHOXECTBE CTaHIOapTHHEX JabopaTOpPHBIX PYKOBOICTBAX, TaKUX Kaxk
Sambrook, Brme, pasneys 17.37-17.42; Ausubel, Brme, r1naBw 10,
12, 13, 16, 18 m 20, Colligan, Protein Science, Brme, TJHase 12-
14, BCe M3 KOTOPHX BKJKYEHE B HacTosllee Onyucanue B KadecThe
CCHJIOK B IIOJIHOM OOBeMe.

AnTuTena nporus IL-23pl9

AHTuTesno nporuB IL-23plY9 B COOTBETCTBMM C  HACTOALMM
n3obperTeHneM BKJIOUaeT JioEon BeJsIoKk WM [NenTun, coOoepxammnn
MOJIeKYJIY, KOoTopasa cCcoOoepxuT Ino MeHbllell Mepe dYacTb MOJIEKYJIB
VMMYHOTJIOBYJIMHa, TakKyl Kak, HO He OIpaHuMduMBascCe MMM, IO MeHbley
Mepe OIOMH cEa=bBauMi JguraHn ydacrok (LBP), TakoM Kak, HO He
OTPaHUYUBAACEH UMM, onpenesaomny KOMIJIEMEHTAPHOCTE YYaCTOK (CDR)
Taxesoff WmM  JeTKoM Ueny WM eTo CBA3bBaloumMh JmTaHl ydacToK,
BapuabeJlbHEM Yy4acCTOoK TaXeNnoy MJM JIeTKOM Lenu, kapkacHas obnacTe
(nanpumep, FR1, FR2, FR3, FR4 wau wux ©¢parMeHT, KpoMe TOro,
HeoBg3aTesIbHO CcolepXalMe MO MEeHbeM Mepe OOHY 3aMeHy, BCTaBKy
UM OeJleuyio) , KOHCTaHTHBM Y4YaCTOK THKEJION MAM  JIETKOM Uenw,
(HanpuMep, coOepXaumi o MeHpwel wMepe onmH CHl, wapHUpHasa
oBnacTs 1, wapHupHas objacTb 2, mapHupHas oOnacTk 3, wapHupHada
obJylacThb 4, CH2, unm CH3 wuam  ux  dparMeHT, KpoMe  TOrOo,
HeoBg3aTEJIbHO CcodepXalpme IO MeHbled Mepe OIHYy 3aMeHy, BCTaBKy
Uy geneuyo), WM JuoBad MX Y4acTb, KOTOpas MOXeT OhTb BCTPOESHa B
AHTUTEJIO o HacTofAWeEMY M300peTEHUD. AHTUTEJIO rno BTOMY
U306peTeHMI0 MOXET BKJHOYaTb AHTUTEJO JIIOHOT0 MIIEKOMMTaKero, WK
MOXeT ObITh MNOJYYeHO M3 JIoBCTOo MIeKOonurampmero, TakoI'o Kak, HO He

OTpaHMUMBAACH MMM, YeJIOBEK, Mbllb, KPOMMK, KpHCa, TPBBYH, MNpuMatT
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iy Jaoboe mx codueTaHue, M T. 1.

BrioeJieHHBIE aHTuTeIa non HacTodAlmeMy MBO@peTeHMD conepxaT
aMMHOKMCJIOTHBIC rocJyieIoBaTeJIbHOCTU aHTures, ONMCaHHbIX B
HacToAlWeM JOKYMEHTE, KOINpyeMeIe JIIOOBIM NP0 OHBM

[HONMMHYKJIEOTHUIOM, WM Juofoe BBEAEJISHHOS MK nonydyeHHoe aHTUTelo.
MpennouyTnuTeNbHO, aHTUTEJIO yeJjioBeka - WK aHTUTEeHCBA3bLBaumn
bparMeHT CBA3BBAET IL-23pl9 dyesioBeka U, TaKUM obpaszomMm, UHaCTTUHHO
WM 3HaAuuTeNbHO — HenTpanmzyeT IO MeHbmeln Mepe  OoouH - BUIL
BMOJOMMYecKoll aKTMBHOCTM Oenka. AHTUTEJNO WIN ero onpelesIeHHbIN
y4dacTOK WU BapUaHT, KOTOPBI YaCTUYHO NI 3HaUUTEJIbHO
HeuTpanmusyeT o MEeHbIIE Meps OOVH BUl BUOJIOTUYECKON aKTMBHOCTU
0o MeHbmel Mepe OOHOIO HeJika WM bparmeHTa IL-23, MOXET
cBa3bBaATL OeJIok Wi  GparMeHT ¥, TaKuM obpazoM, UHIMOMPOBATH
AKTUBHOCTL, ONocpelyeMyl CBA3bBIBaAHUEM IL-23 c peuenropom zjs IL-
23 way OpyTVMyM 3aBUCHUMBIMM - OT TL-23 wuau onocpelnyeMbMn IL-23
MexaHusMaMM. Kak  MCNosib3y:oT B HAaCTOANEM NOKyMeHTe, TEePMUH
"HenTpaausywuee aHTUTEesI0" OTHOCUTCH K aHTUTETY, KOTOPOE& MOXeT
MHTMOMPOB&TE 3aBUCKMYIO OT TL-23 aKTMBHOCTbL IPUOJIM3UTEJIBHO Ha
20-120%, MnpennouTuTeNIbHC G MeHbmel mepe NpudbanM3UTesIbHO Ha 10,
20, 30, 40, 50, 55, 60, 65, 70, 75, 80, 85, 90, 91, 92, 93, 94,
95, 9¢, 97, 98, 99, 100% wuam OoJiee, B saBucuMoCTK oT crnocoba
aHanmusa. CrocoBHOCTE aHTKTeJia MNpOoTHB IL-23pl9 wmMHTUOMPOBATH
3aBUCHMYIO oT IL-23 aKTUBHOCTb npennodTuTesbHO OLIEHNBAIT
nocpencTBOM IO MeHblleyl Mepe OINHOIO NPUIONHOTO criocoba aHanmsa
Senka IL-23 wiu peuenropa OjaA IL-23, Kak OonMcaHo B HacToALeR
SagBKe M/WIM Kak M3BeCTHO B naHHOM ofjacTM. AHTUTEJO HYeJsoBeka
no sToMy MU30OpPEeTeHMo MOXeT MNpelCTaBJATh coboit anTuTesio JdoTo
xnacca (IgG, Iga, IgM, IggE, IgD u T.O.) WM mMB30TUIa M MOXeET
comepxaTh JIeTKyL LeNb Kanna Wi naMbna. B OIHOM BapuaHTe
OCYmMECTBJIEHUA AHTUTEJO HeJOoBeKa comepXuT TOKEJYI Uenb  VJIN
ornpenesieHHu QparMeHT IgG, HarnpuMmep, 0O MeHBbIIeM Mepe OIOHOTO U3
msorunos IgGl, IgG2, IgG3 wman IgG4 (manpumep, V1, v2, Y3, v4).
ApTUTesla STOTDO Tura MOXHO MOJIyHEaTbh C MCHoMb30BaHMeM TPaHCTEHHON
MBIIM VIV OPYTOTO TPaHCI2HHOTO  HE oTHOCSWEeTroCcsa K UeJIOBEKY
MISKOOMTaOWETO, COAepXame: 0 TPaHCT'eHsl IO MeHbWel Mepe OINHOV

JeTKOA uenu dejioBeka (HamnpuMmep, IgG, IgA n IgM), Kax ONUCaHO B
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HaCTOAWEM LOOKyMeHTe W/WJIM Kak W3BeCTHO B JaHHoM obnacrtu. B
OpYyTOM BaplaHTe OCYWEeCTRJIEHVSA aHTUTeJIO dYeJioOBekKa MNpOTUBR IL-23pl?9
yeJloBEeKa CONEPXUT TaAxesyl Lenb 1gGl u jerkyw uenb IgGl.

[lo MeHbme}) Mepe OnOHO aHTUTEeJIO NO 3TOMYy M300peTeHMio
CBA3BEBAET 10 MEHblEeM Mepe OIUH ONpemeJIeHHB 3MUTOMN, CHeUMOUYHBIA
Mo MeHbUel wMepe 1y onHorc Oenka IL-23pl9, ero cyObenuHuUBb,
dparMeHTa, ydacTkKa MWK JIOGODO MX codeTaHusa. [0 MeHbmen Mepe
OIMH DSIMTON MOXEeT COIepXaTb I[10 MeHblley Mepe OIOMH Y4YacToK IJid
CBAB3BIBAHMA aHTUTEesa, KOTOPHY CONEePXUT [NO MeHbUelM OOMH Mepe OIUH
ydyacTok ©ejka, NIpYM STOM DBOUTON MNPEeANOUYTUTEJIbHO COCTOUT 110
MeHblien Mepe us OIOHOTO BHEKJIETOWHOTO, pPacTBOPUMOIO,
TUIPOOMIIEHOTO, BHEWHErO WM LUUTONJasMaTMUeCKOro yudacTka Oeska.
[To MeHEell Mepe OIMH OlNpene’lIeHHHM SNMTOINl MOXeT COoIepxaTh Jioboe
codueTaHue rno MeHblen Mepe us OOHOW aMMHOKVICJIOTHOM
NocJenoBaTeJIbHOCTK IO MeHbliell Mepe M3 OT 1-3 aMMHOKMKCIIOT 1O
1eynoro OnpenesIeHHOTO yyacrTka cocenHUX AMUHOKUCJIIOT nus
aMuMHOKMCAOT 93-105 SEQ ID NOC:145 (xkoTophle COHEpXaT HadallbHYIO
CUTHAJBHYO [IOCJIEOOBATEJILHOCTE M3 19 aMMHOKMCJIIOTHEIX OCTAaTKOB IJIA
cybbemmHruns Beska pl9), Hanpumep, aMMHOKMCIIOTHBEIE OCTaTKU 93,
93-94, 93-95, 93-96, 97-99, 100-102 SEQ ID NO:145 wu rT.z,
KOTOPEIE BKJIIOUAT Joduie yuyacTKU U codyeTaHuUs BTUXK
NoCJIeO0BaTRJIbHOCTEN .

Kak IpaBujio, aHTUTEJO UYeJioBeKa WM aHTUI'E€HCR sI3LBa LN
bparMeET no HaCTOAWEMY M300PETEeHUI0 CONEPXUT aHTUT'EHCR A3LBALUN
Yy4acTOoOK, FlOTOprZ conoepxumuT no MeHblen Mepe OIOVH onpenenmoumﬁ
KOMIIJIeMeHTapHocTs yuacTok (CDR1, CDRZ wu CDR3) wuaM BapuaHT Io
MeHbllelt Mepe ONHOTO BapuabesbHOTO ydacCTKa TAXeJo uenu M Io
MeHbIIeM Mepe ONHOT'O OMNpeleJdnlero KOMIUJIEMEHTapHOCTh YydacTKa
yejoserka (CDR1, CDR2 um CDR3) uimM BapuaHT IO MeHbWEM Mepe ONHOTI'O
BapuadbesibHOTO yyacTka JIeTKOM uenu. HeobaszaTelIbHO,
NnoCcIenoBaTSJILHOCTHU CDR MOTYT OBIT b NOJIyYEeHE ns3
nocienoBaTaJIbHOCTEN SMOPUMOHAJIBHOTC TUMa UYeJIOBEKa MM OHM MOTYT
oByanars BINBKUM CXOICTBOM c nocJenoBRaTeIbHOCT AMU
SMOpMOHAaNBLHOTO  TuUIa. Hanpumep, MOXHO  umcrnoJsp3oBaTs CDR 13
CYHTEeTHUYEeCKON OuUbAMOTEeKM, [10JIYYEeHHOM U3 eCTEeCTBEHHHX MBIIMHEBIX

CDR. B xauyecTBe HeorpaHMUMBaKuUero nNpuMmepa, AaHTUTeNo WK
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QHTUTEHCBABHBAKWMUA YyYaCTOK 4AJM BapuaHT MOTYT cCconepXaTs Io
MeHbWe Mepe omomH u3 CDR3 Tarxesslx Lenell, HanpuMmep, BLHODPAaHHEX 13
SEQ ID NO:46-51, 52-57 wmrm 58-79. B KOHKPETHOM BapuaHTe
OCYWECTBJIEHMS AaHTUTEJO MWIM AHTUTEHCBSA3BBALIMI (QparMeHT MOXeT
obrnafgaTe aHTUTEHCBASZKBAKIMM YYaCTKOM, KOTOPHM  COHOEPXUT  IIC
MEHbIIEM Mepe dYacTb [0 MeHbuel Mepe oIHoTo CDR TaXesol uenu
(r.e., CDR., CDR2 wu/wam CDR3), obnanaruersc  aMyMHOKMCIICTHOM

NOCNeNOBATEJIBHOCThI COOTBeTCTByUMX CDR (T.e. CDR1, CDR2 u/umm

CDR3) (danpumep, CDR, ONMCAHHEIX B HaCTOAWEM HOKyMeHTe). R
OIpYyTOM KOHKPEeTHOM BapuaHT= OCylleCTBJIEHMS AHTUTEJIO W
AQHTUT'EHCRA3EIR AN YUYacCTOK WNJIU BapuaHT MOXeT objajaTsb

AHTUTEHCBASEIBAWMM YYaCTKOM, KOTOPHM COHEPXMUT [0 MEHbIEN Mepe
YacTk N0 MeHblel Mmepe onHoro CDR Jjerkol uenm (T.e., CDR1, CDR2
u/vau CDR3) (nanpumep, CDR, CTIMCAHHBIX B HaCTOSWEM LOOKYMEeHTe) .

B npennodruTesibHOM BapuadTe OCYWeCTBJeHus, Tpu CDR Taxeson
uen n Tpy CDR Jlerkol uenM akTUTesa WM ero aHTUTEeHCBS3bBanILeIro
dparMeHTa MOXHO I[OJyYaTh  XMMMUYECKMM CBS3HBAHMEM COBMECTHO
PasJMYHEIX Yy4YacCTKOB (Hamnpumep, CDR, KapkacHOM oBJacTu) aHTuUTesa
C MCNOJIb30BaHUEM ODWENPUH A THX criocoboB, [oJIydeHueM 1
BDKCIpeccuen (OOHOM MM HEeCKOJbKMX) MOJIEKYJ HYKJIEMHOBOM KMCIOTH,
KOTOphIe KOOUPYOT aHTUTEJIO C UCIIOJIb30BaHMEM OBWEeNPUHSATHX
cnocofOB TexXHOJOTMM pPeKoMOUHAHTHEX JHK uiM ¢ uMChnosbs3oBaHueMm
JO0OT0 OpyIT OO MNPUTOIOHOTO CIIO 108&.

AHTMTEesiI0 npoTuB IL-23pl& MoxeT comepXaTb O MeHbuek Mepe
OmVH BapuabeJIbHBM Yy4aCTOK TAXEJON WU JIeTKOM LEeNMu, UMeommi
CIpenesIeHHYI  aMMHOKMCJIOTHYI NOCJeIOBaTeNIbHOCTb. Hanpumep, B
NPpennoYTUTENbHOM BapMaHTe OCYWEeCTBJeHusa, AHTUTeslo npoTtus IL-
23plY9 comepxuT MNO MeHbUWEeV MepPe OIMH U3 N0 MeHbmel Mepe OIHOTO
BapnabeJIbHOTO ydacTKa TAXeJON Lenu, HeoOA3aTesbHO BLBPAHHOTO U3
SEQ ID NO:80, 81, 86-92, 99, 101, 103-112, 117-127 u 147 u/umm
O MeHble) Mepe ONHOTO BapuabesbHOTO YYacTKa JIeDKOM  Lenu,
HeofA3aTe/IbHO BHOpaHHOTC M3 SEQ ID NO:82-85, 93-98, 100, 102,
113-116 un 128-132. AnTuTesia, KOTODHE CBASLBAWTCS C IL~-23pl9
HEeJIOBEKA M KOTOPEBIE CONEPXaT OIlpeNeseHHbM BapuabellbHBM YyUYacTOK
TAXKEJION  MJIM  JIETKOM LUenM MOXHO IIOJyYaTh C  KUCMOJMb3OBaHMEM

NOPUIT'OOHBEIX CIIOCODOB. AHTUTeENO, OI'Ipe,JIeJ'IeHHbHZ YydaCTOK MJIM BapuaHT
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MOXHO 3KCIPEeCCUpOBaThk C MCIIOJb30BaHMEeM KOIMPYBIEN HYKJIEHMHOBOU
KMCJIOTH WMJM ee ydYacTKa B MNPV I'OOHOM KJeTKe-XO3fAMHE.
Konmom aMmHOKHMCHIOT
AMMHOKMCHOTE, KOTOPEE 3XOLAT B COCTaB aHTuTes npotuB IL-

23pl9 ro HacToAmeMy MI0OPETSHUI, YacTO T[IPUBOOAT B COKPAUIEHHOM

BUIE. OBo3HaueHus aMMHOKUCJIIOT MODYT OBITE npencraBJieHs!
NoCpenCcTBOM obo3HaUYeHus aMVHOKMCJIOTHI c [IOMOWB KD es
OODHOOYKBEHHOIO Koza, ee TpexOyKBEeHHOI'O KOoIa, Has3BaHusa WIn

KOIOHa (OB) M3 Tpex HYKJIEOTHMOOB, KaK XOpOWO IIOHATHO B IaHHOW
obnacru (cMm. Alberts, B., et al., Molecular Biology of The
Cell, Third Ed., Garland Publishing, 1Inc., New York, 1994).
AHTHMTENO nporus IL-23plY% 110 HacTrosmemMy  M300PETEHUMID  MOXET
BKJIOYATL ONHY WJIM HECKOJIbKC AaMMHOKMCJIOTHEIX BaMeH, »Oejeuun uim
BCTasoK JubO BCJIEINCTBUE NDUPONHBIX MyTauudk, Jmbo BCIEACTBUE
BO3IEUCTBUSI  dYeJIOBeKa, KaK ONMCAaHoO B  HacToOsAWEeM OMMCaHuM.
AMUHOKUCJIIOTH B aHTuTene NpOTUB IL-23pl9 no  HacToAleMy
n300peTeHnr, KOTOpPBE HeoOXOmMMBE 408 (QYHKUMOHUPOBAHMA, MOXHO
BHISBJIATE V3BECTHBIMKM B HOaHHOM of6jacTyM crnocobamyu, TaKuMM Kak
canT-HanpapJeHHEM MyTareHe3 WIM CKaHUPYIMM aJIaHVMHOM MyTareHes
(Hanpumep, Ausubel, Brme, 71yaBsl 8, 15; Cunningham and Wells,
Science 244:1081-1085 (198%)). B nocjsemHeM crnocofe B KaxIsl
OCTAaTOK MO.JIEKYJE BHOCHAT eOMHMUHBIE MyTallMyM C =3aMeHOM Ha aJlaHMH.
BaTeM rIoNTydeHHEe MOJIEKY.JIH TeCTUPYIT Ha BUOJIOTNUECKYIO
aKTMBHOCTbL, Takyld KakK, HO He OIpaHMuMBasChb DSTMM, IO MeHblIeNn
Mepe oIMH BuI HeMTpanmusywouwel IL-23 akTMBHOCTU. YWaCTKM, KOTOpPLHIE

BaXHbl IOJIA CBA3BIBAHMA aHTUTEJla, TaKXe MOXHO BBABJIATE MNOCPeACTBOM

CTPYKTYPHOI'O  aHaumsa, TAaKOT'O0  Kak KpUcTanamsauns, AIOEPHBINT
MarHUTHBI pe30oHaHC uiau doroadduHHOoe MeueHme (Smith, et al., J.
Mol. Biol. 224:899-904 (1992) wu de Vos, et al., Science

255:306-312 (1992)).

AuTuTena nporuB IL-23plY% no HacToAumeMy M300peTEeHUMI MOIyT
BKJIOYATH, HO HEe OIPaHUUMBATBLCH UMK, 1O MeHbIIEN Mepe OIuH
YYacTOK, NOCIeNOBAaTEJIbHOCTEL MJIM COodYeTaHue, BEOPaHHBE U3 OT 5 IO
BCeX cocenmHMx aMMHOF MCJIOT BapradbesyIbHOT'O ydyacTKa
nocrenoraTesapHocTer SEQ ID NO:82-85, 93-98, 100, 102, 113-116 wm
128-132 u SEQ ID NO:80, 81, 86-92, 99, 101, 103-112, 117-127 un
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147,

HeorpaHuumMBamwumMe BapuadATel, KOTOpPEE MOTYT VYCUIIVBaATb WK
NnoonepxreaTs I[10 MeHbWIeM Mepe OOMH U3 [ePedMCJ/IEHHBIX  BMIOB
AKTUBHOCTMU, BKJIOYAIOT, HO He OTIpaHuYMBAKRTCS WMy, Jwodol U3
VKABZaHHBIX Bblle MNOJUNENTUIOE, Hajiee conepXamMx IO MeHbliell Mepe
OmHY MyTallMio, COOTBETCTBYWOLY I[10 MeHbllell Mepe OIHOM 3aMeHe B
ocTraTkax, BapbUPYOIUNX cpenu OTIMCAHHBIX aMMHOKMCJIO THEIX
IocJencBaTelbHOCTEN BapUMaHTCB.

AnTHnTesio [IPOTUBR IL-23pl9 najnee MOXeT HeoOsa3aTeJIbHO
conepxaThb OOJIMMEenTrI C aMUMHOKMCJOTHOM  [OCJIedoBaTeJIbHOCTBRI,
KoTOpas oTnMyaeTcs oT nocjienoBaTeJbHOCTEN, OTIMCaHHBIX B
HaCTOALIEM onMcCaHun (HanpuMmep, C OIHOM N HEe CKOJIb KVMMU
KOHCEpPEATUBRHEMM 3aMeHaMu B [10CJIENOBaTEJIbHOCTAX, IMPEeNCTaBJIeHHbIX
B HaACTOHIEM OIMCaHUU) . Takxe, BoJjiee  KOHKPETHO, HacTosumee
nzobpeTeHre BKJIOUYAET BapPUaHTH aMMHOKMCJIIOTHOM [MOCJIeNoBaTeJIbHOCTU
papuadbesibHOTO y4YacTKa Jerkol uenm SEQ ID NO:82-85, 93-98, 100,
102, 113-216 u 128-132 wa1 aMMHOKMCIIOTHOW TOCJIEeNOBaTEIbHOCTH
BapuabenpHoro yuactka SEQ ID NO:80, 81, 86-92, 99, 101, 103-
112, 117-127 wn 147.

Kak rouMyT CHOeuMaliMCTH, HacrTofumee M300peTeHre OTHOCUTCA IO
MeHbWIeN Mepe K OJHOMYy OMOJIOTMYeCKM aKTMBHOMY  aHTUTEJYy 1O
HacTosAleMy M300peTeHM0. BUOIOTUUYECKM AaKTUBHBIE aHTUTEJa ob6JlapaoT
crieumdUUHOM aKTUBHOCTBIO MO MeHbuweli Mmepe 20%, 30% wnm 40%, wu,
NpennouTUTEeNbHO, M0 MeHbmel mepe 50%, 60% nmm 70%, un, HauboJee
npenrnouTUTEeNbHO, NO MeHbwen Mepe 80%, 90% wmam 95%-1000% wmum
HoJjiee OTHOCUTEJIbBHO aKTUBHOCTM  HATUBHOTIO (HECMHTETUUYECKOT'O) ,
SHAOOTEHHOTO MM CXOOHOTO M M3BECTHOT'O aHTuTesa. Crnocobel aHalMsa
u KOJIMUECTBEHHOTO onpeneJsieHUA rnokaszarTesen bepMeHTaTUBHOMU
AKTUBHOCTHA n cyBcTpaTHON crneyudmdHOCTH XOpOoWo M2BECTHEI
crieumanucTaM B IOaHHoOM obJjiacTu.

B npyroM acnexkTe 2TO M306peTemAe OTHOCUTCHA K aHTUuTeJaM

ueJgioBeKa 28 AHTUTeHCBSA3BIB AWM (I)paI‘MeHTaM, Kak OIMcCaHo B
HaCTOAIleM JOKYMEHTE, KOTOpPHBIC MO,HI/IQ)I/ILLI/IpOBaHbI nocpencrTeoM
KOBAJIEHTHCTI'O NpMcoeOMHEH A opraﬁmqecxoﬁ I'PYHIB. Takas
MO,J:I]/I@I/IKaLLI/.iF{ MOXeT MpMBO.IMNTH K MOJIYUYEHUIO aHTUuTesla I

AHTUTEeHCRBS3BIBAKIEI'O l:pparmeHTa C YIIYy4dlleHHBIMW
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bapMaKCKMHETUUECKVMY CBOMCTHBaMy (HanpyMep, T[1OBBUEHHHEM [epronoM
nojypacrnaiga B CHBOPOTKe 1in vivo). OpraHumdeckKas TIpynna MoxerT
npeacTaBisaTs CcoBOM  JIMHEMHYID WM pasBeTBJISHHYO TUIPOOUIBHYIO
MOJIMMEPHYK TpYINy, TPYNNy XMPHOM KUCJIOTH WM TPynny CJOKHOI'O
sdupa KUPHOM KMUCJIOTE. B <OHKPETHHIX BapMaHTax OCYyUEeCTRBISHNA
TMOpobrypHaAs NOoJMMEpHas @ TIhynna  MoxeT  obJjlamarh MOJIEKYJIAPHOM
Maccodt, cocrasnsomern ot npubmsurensHo 800 no npubiIMBMTENbHO
120000 JaJbTOH M MOXET [pPencTaBJATb COOOM MOJMAaJKaHIJIMKOJb
(HanpuMmep, MNOAUBTWIEHTJIMKON: (PEG), NONMNPONUIIEHTUIVKOJb (PPG) ),
yT'JI€BONHEI noauMep, rNonuMep 13 AMUHOKUCJIIOT UM
NOJUBUHMUIIMUPPOIUAOH, U TPyMNiia XMPHOM KMUCJOTH MJIM CJIOKHOTO 3dupa
KMPHOM KMCJIOTH MOXEeT COoAepxaTb OT npubimMsnuTesbHO BOCBMM IO
nprbAn3nUTeNIbHO COPOKa aTOMOE yIJjepola.

MOIMOULMPOBAHHBIE AaHTUTeJla M aHTUIEeHCBA3bBaome QpParMeHThHl
no osSToMy M306peTeHMi MOTYT codepxaTb OOHY MJIM  HECKOJBKO
OpPTaHMUECKUX TPyIMI, KOTOp:He KOBAJEHTHO CBA3AaHB, NPAMO WM
HenpaAMO, C adHTuTesiom. Kaxpas opraHuyYecKasd Tpynna, KoTopasd
CBS3aHa C aHTUTEJIOM WM AaHTUTEHCBSA3hBapoWMM ¢GparMeHTOM [0 3TOMY
u3cOpeTeHnio, MOXeT He3aBUCIUMO IpPelCTaBJATh cobort TUIPCOOUIBLHYIO

MOJIMMEPHYK TPynny, TDTPYIIy XWMPHOM KUCJIOTHE WJIM TPYNny CJIOXHOIO

spupa XKUPHOM KUCJIOTE. Kak wMCnosp3yoT B HACTOAWEM IOKYyMEHTE,
TepMMH  "xupHas KucjoTa'  BKiodaerT MOHOKApPBOOHOBEE  KUCJOTHE U
OVKapOOHOBLIE  KUCJIOTEHL. "TyopodusbHas —NoJMMepHas — rpynna’, B

KauecTBe V.CNOoJb3yeMOI'0 B HacToduweM OOKYMEHTe TepMMHa, OTHOCUTCA
K OpPIraHudYeCKOMYy IIOJIMMEPY, KOTOPHI sBAsAeTcA OoJjiee pacTBOPUMBIM B
BOIe, 4eM B OKTaHe. Hanpumep, nomausuH OoJjiee pacTBOPMM B BOIE,
yeM B OKTaHe. TaxuMm obpaszoM, aHTUTeso, MOIMQULMPOBAHHOE
NOCpPencTBOM KOBAJEHTHOT'O [PUCOEOMHEeHMSA T[IOJMIN3MHE, OTHOCUMTCA K
3TOMY n30bpeTeHN. I'mopodunbHee [IOJIVIMEPHL, NPUIT O OHBIE LI
MOOMOMKALMM aHTUTEJ IO 3TOMYy W300peTeHMI0 MOTYT BETb JIMHENHBIMU
UM pasBeTBJIEHHBIMM, M  BKJIOYAWT, HaIpUMep, NOJIMAaJIKaHTJIMKOJIN
(Hanpumep, PEG, MOHOMETOKCUTIOIUBTUNEHTJIMKOJIIb (mPEG) , PPG wu
T.0.), YyDAeBOmOH (Hanpmumep, HOEeKCTpaH, UeJJioJo3y, OoamMrocaxapilsl,
noaucaxapi ol 141 T.M. ), MoJIVMEPH! TNOPOOUIILHEIX aAMMHOKNUCJIIOT
(HanpuMep, OOMUIM3MH, [NOJMaPTMHMH, MojaMacrnaprarT u T.I0.), OKCUIH

rnoJsinaJikaHOB (HaanMep, OKCY. I TOoJAMdTuUIeHa, OKCKuI IloJgunponuniieHa "
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T.0.) M [OOJIMBUHUINUPPOJIMIOOH. [lpenrnodYTuTesNLEHO, TUOPOGUIIL HEIM
NnoJjivMep, KOTOPBM MOAMOUUMPYST aHTUTEJC [0 STOMY M300peTenRNC,
obnamaer MOJIEKYJIAPHOM Ma<Ccon oT npubaK3MNTeIbHO 800 o
npnbInsnTelIbHO 150000 IlansTOH B KadecTBe OTIEeNIbHOT'O
MOJIEKYJISPHOTO 3JieMeHTa. HanpuMmep, MOXHO MCHOOJB30BAaTH PEGsoop U
PEG300007 roe NOOCTPOYHEIM 3Hak [pelncTaBjseT Ccobou cpe OHIK©
MOJIEKYJIAPHYIO Maccy noyuMepa B OajbTOHAaX. TunpodunbHas
noJsMMepHas Tpynna MoxeT C(vBTb 3aMemeHa  oOT OIHO¥ HO WeCTHU
aNKUAbHBIMM  DpynnaMy, IpynlaMy  XKMPHBIX  KMCJIOT  WJM - Tpylnamy
CIIOXHBIX SEUPOB XUPHBIX KUCIOT. I'MAPOOMIIBHBEIE [IOJIMMEDE, KOTOPEIE
saMemeHbl KMPHOM KMUCJOTOM I TPYNION  CJOXHOTO sdupa XKMPHOM
KUCJIOTE, MOXHO IOJIyYaTh, MWCIIONb3YA MNPUTONHBE Cnocobel. Hanpumep,
noJjviMer, conepXxalmm aMUHOTPYNNy, MOXHO NPUCOEIUHATH K
xapBboKCUJIaTy XMPHOM KUCJIOTBE MJIV CJIOXHOT'O spUpa XMPHOW KMCJOTEHL,
1 aKTUBUPOBAaHHBIA kapbokcuiaT (HanpuMmep, AKTUBUPOBAHHEBIM
IIOCPEenCTBOM N, N-KapOOHMAOMIMMEOASO0JA) Ha KUMPHOM  KMCJIOTE MM
CJIOXHOM 20Upe XMPHOM KMUCJIOTH MOXHO NPMCOEAMHATE K TUIOPOKCUIIbHOWM
Tpyrire Ha [noJiuMepe.

XypHBIE KMCJIOTE ¥ CJOXHbIE BSOMPH XMPHBIX KMCJAOT, NPUIOLOHEE
oA MomudMKaLMM  aHTMTeJl [0 3ToMy U300peTeHuMio  MOTyT BEITE
HaCBLIIEHHBMM MJIM MOTYT CONEPXaTb OIVMH MJM HECKOJIbKO HEHACHIIEHHbIX
syeMeH™oB. JXupHBHE KMUCJOTH, KOTOphE NPUTOOHE! IJIA Mo IMdrKaLMm

aHTuTeJql IO 3TOMY I/IBO@peTeHI/IIO, BKJIOUAIT, HaNpmMep, H-IDodekKaHoarT

(C1,, naypar), H-rerpanekanoaT (Cia, MUPMCTAT), H-OKTazgexkaHoaT
(C1g, cTeapaT), H-sUkozaHoa” (Czo, apaxmMmoar), H-IOOKO3aHoaT (Caa,
GerenarT), H-TpuakoHTaHoaT (Czo), H-TETPaKOHTAHOAT (Cqo), LUC-A9-
okTajgekaHcaT (Cl8, oJjiearT) , [MOJIHOCTBID umc-A5,8,11,14-
sMKo3aTeTpacHoaT (Cc20, apaxuinoHarT) , OKTAaHINOBYI KMUCIOTY,
TeTpaleKaHINOBYIK KMUCJIOTY, OKTaIOeKaHIMOBYI KMCJOTY,

JOKOBAHOMOBYI0 KWCJIOTY M T.I. [IPUTONHBE CJIOKHBIE 3QUPBL KVDPHBEX
KUCIOT BKJIOUAKT MOHOS(MPH IMKAPOOHOBBIX KUCJIOT, KOTOPHE COLNEPXAaT
JUHENMHYIO MM  Pas3BeTBJIEHHYI TDPyniy  HU3LEro  ajxuia. Tpynna
HMBMEero aJKuia MOXeT CcomepXaTh OT OINHOIO IO NPUOAMBUTENHHO
nBeHanuaTi, NPEenNoUTUTENIBHC, OT ONHOTO IO MNPUOIM3MTEJSIBHO WeCTV
aTOMOB yIJlepoza.

MomMOUUMPOBAHHEE aHTWTEeJla JeJIOBeKa 1 aHTUIEHCBASHBALUME
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dparMeHTE MOXHO IMoJydaTb C MUCNOJb30BaHMEM MNPMIOINHBIX criocoBoB,
TakuUxX Kak peakuus C OOHMM WM  HECKOJbKMMUK MO OMIU LMD VIOWVIMY
BemecTeaMy. "Moauduumpyoumee BemecTBO", B KadeCTBe MCHOJB3YyEMOT'O
B HacTosLeM OOKYMEHTE TEPMUHZ, OTHOCUTCH K NpUToIHON
OpTraHMyYecKoy Ipynne (HanpuMmep, K Tpynne TUOPOOUIBHOTO IMOJUMEpPa,
XVIDHOW  KMCJIOTEI, CIOXHOTO S0upa XUPHOM  KMCIIOTH) , KoTopasd
COIEepPXUT aKTUBUPYIOUYIO TPYnny . "AKTUBUPYOLAS rpynna”
npencTaBisgeT coOOM XMMMUECKYI TPyNnny Wian dYHKUMOHANBHYI TPYIny,
KOTOpas B COOTBETCTBYKOWMX Yy IJIOBMAX MOXET pearmponaTb CO BTOPOM
XUMUUECKOM Tpynnown, obpasys, Takum o0pasoM, KOBAJIEHTHYIO CBA3b
MeXIy MOOMOUUUPYLMM BEWeCTBOM U BTOPOM XMMWUYECKOM TPYIIow.
Hanpumep, pearupyomme C amyHaMmy TPyNrbl BKJIOYAKT BJIEKTPOOUIIE HEIE
TPpYNnsl, TakuMe Kaxk To3ujaT, Me3ujaaT, TaJo (xJji0p, OpoMm, oTOD,
non) , craoxHele 20UpE  N-ITMIPOKCUCYKUMHMMMIOMIIA (NHS), w T.II.
AKTUBMDpYOLME TPYMNIbl, KOTOPbBE MOTYT pearupoeaTe C  TUOJIaMi,
BKJIIOYUAT, HanpuMmerp, MaleUHMMKU I, vonmalueTus, AKPUAOJINII,
NUMPpUINIINCYJIb@rasl, TUOJI 5-TUOJ-2-HUTpoBeH30MHON  kucjoTe  (TNB-
TUOJI) 17 T.I1. ANbOETULOHYD dYHKUMOHAJIEHY Tpynmny MOXHO
NPUCOenMHATE K CoOepXauyM aMuMH  Wir  IT1Apasull MOJIeKYJaM, U
asugHad TIpynna MOXeT pearmposaTe C TPUBAJEHTHON  dochopHOM
rpynrnoin c ofpazopaHueM cBszelt odochopammmara wunu  pochopumMmIa .
MpuTonHble CrnocoOs BCTPaMBaHMA aKTMBUPYOUMX TPYyI B MOJIEKY JIbl
M3BeCTHH B naHHOM obmacTu  (cM. HanpuMep, Hermanson, G.T.,
Bioconjugate Techniques, Academic Press: San Diego, CA (1996)).
AKTUBMpYyOWas Trpylna MoxeT OHTe OpAMO CcBA3aHa C OpTaHUYeCKOU’
Tpynnoy (HamnpuMmep, C TPYNNon MMIPOOMIIBHOTO I[OJIMMEpa, XMPHOU
KNCJOTH, CJOXHOTO 30upa XMPHOM KMCJOTHL), WM UYepes JIMHKEePHYIO
Tpynrny, HamnpuMmep, IOBYXBaJEeHTHYK TIDPynIy C,-Cy2, T\He OIVH WU
HEeCKOJILKO aTOMOB YyIviepoha MoryT ObTb 3aMeleHsl TeTepoaTOMOM,
TakyM Kak KUCJOPOXL, a&30T WM cepa. [IpurolHsle JIVMHKEPHbIE I'PYIIb
BKJIOUAT, Hanpumep, TeTpasTUJICHIJIMKOIb, - (CHy) 3-, -NH- (CH,)¢-NH-
, - (CH;),-NH- u -CH,-0-CH,-CH,-0-CH,;~-CH;-0O-CH-NH-. Monudmumpyromme
BemecTBa, KOTOphHeEe CcoOepxXaT JIMHKEPHY TPpynmny MOXHO INOJyHaThb,
HanpuMep, NOCPenCTBOM MPOEB2INeHUA pearumn MOHO -BOC-ankujionaMmHa
(HanpumMep, MOHO -BOC-3TUJIeHONaMVH, MOHO -BOC - IMaMMHOT'eKCaH) C

KUPHOM KUCJIOTON 3 NpUCyYyTCTBUM l-smmn-3-(3-
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OVIMe TUJIaMUHONponui) kapbooumvmuna (EDC) ¢ obpas3oBaHMEM aMUIOHOM
CBA3M MEXIly CBOOOINHBEM aMMHOM U KapBOOKCUJIATOM XUPHOW KUCJIIOTH.
SammTHY®© Ipynny Boc MOXHC yHaJlATb M3 [IPOOYyKTa NOCPeInCTBOM
06paboTky TPUOTOPYKCYCHOM KucjioTom (TFA), 4YTO HOejsaeT OOCTYIIHBM
epPBUYHEIN aMMH, KOTOPHM MOXHO NpUCOenMHATL K Ipy oMy
KapBboKCUIIaTy, Kak OIMCAaHO, MM KOTODPBIM MOXHO NOIBEPraTh peaxkumu
C  MaJIEeMHOBBEIM AHTUOPUIOM, M IIOJIYYEHHBEN [NPOIOYyKT JOOBepraTh
UMKIM3EUKK C [IOJIyUeHUMEeM aKTUBMPOBAHHOI'O MalleMMUIOO-TIPOUM3BOIHOTO
XMPHOM kMcCJoTH. (CMm., Hanprmep, Thompson, et al, WO 92/16221,
[OJIHOE  ONMCaHMe KOTOpOM BKJKYEeHO B  HacToAllee  ONMcaHmm B
KauecTBe CCBUIKM) .

MoOIMdUUMPOBAHHEE aHTUTEeJsa N[O 3TOMYy UI0OPETEeHMI  MOXHO
nojydaTs T[IOCPelnNCTBOM I[POBEIEeHMA peaKUMM aHTUTeNa 4JeJjioBeka WK
AHTUTEHCBSA3EBALWETO bparmeHTa C MO OMOUUUDYOLIM BelleCTBOM.
Hanpumep, opraHMYeCcKMe TIPYNel MOXHO NPMCOSIMHATE K AHTUTEJY He
cneuMdMUHEIM B OTHOWEHMM VdacTKa CIocoboM ¢ MCIOJb30BaHUEM
pearvpyomero C aMMHOM MCIMQUMUMPYIWEeIO  BewecTBa, HaripuMep,

cJIOXHOTO sdMpa NHS u PEG. MoouduMUUPpOBaHHHE aHTUTeJa deJIOBeKa

NI AHTUTEHCBA3BIBAKIME dparMeHTH Taxkxe MOXHO noJIy4yaThb
BOCCTaHOBJEHMEM OUCYILOUAHHIX CBS3e¥ (HanpuMmep, OUCYJIbQUIOHBIX
cBsazen MeXxnay LensaMmm) aHTuTesa NI aHTUTEHCBAREBALLETO
bparMmeHTa. BOCCTAHORBJIEHHOE  aAHTUTEJIO WM AaHTUIEHCBA3EBAalIMNA

@paI‘MeHT ZaTeM MOXHO NoIBepraTb peakumM C pearvupymourMm C TKUOJIOM

MO INOULINPYIOILNM BelIeCTBOM C IOJIy4eHUEM MOIMPUUNPOBAHHOTO
aHTunTesna no 3TOMY N300pEeTEHNIO, MoomdpnumMpoBaHHBIE aHTUTEeJa
yeJioBexa " AHTUIEHCRBRA3LIBaIMEe bparMeHTH, conmepxamne

OpraHuuecKky TpyNly, KOTOpas CBA3aHa C ONpeleJIeHHBMM YydacTKaMy
aHTuTesNa rno HacTosaueMy n300peTeHUD, MOXHO rnoJjiy4daTb c
MCIOJIb30BAHMEM MPUTOOHBEX CHOCOOOB, TaKMX KakK OOpaTHBIM IIPOTEOJUS
(Fisch et al, Bioconjugate Chem., 3:147-153 (1992); Werlen et
al, Bioccnjugate Chem., 5:411-417 (19%94); 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 cn>cobor, onmcaHHex B Hermanson, G.T.,
Bioconjugate Techniques, Academic Press: San Diego, CA (1996).

KoMnosuumMmM aHTMUONMOTUMINYECKMX aAHTHUTEeNl K aHTHUTelaM IpoTHMs IL-
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23pl19

B ronoJiHeHMe K MOHOKJICHAJbHEM aHTUTeJaMm HNpOoTHUB IL-23pl19,
HacTosmee wusobpeTeHMe Takx:s OTHOCMTCA K aHTUUOVOTUTINYECKOMY
(anTr-Id) aHTMTesy, CreundrdHoMy K TaKuM aHTHUTEJaM no 2»TOMY
nzobperenuio. AHTM-IA-aHTUT2JO0  [NPenCcTaBJAeT cobol  aHTUTEJIO,
KOTOPOE pACIO3HAeT ONpelereHHbe HeTepMMHAHTH, KakK [IpaBuUioc,
accouMMpOBaHHBE C aHTUI'EHCBM3HBALLMM YyHaCTKOM OpyTOTO aHTuTesna.
AuTy-Td MOXHO MOJYyYaTh IOCHEINCTBOM MMMYHM3aUMu XMBOTHOTO TOTO
e BUOa ¥ TEHEeTUMJeCKOTO Tuna (Hanpumep, JIMHUM MBIIIM) , B KauecCTBE
UCTOYHMKA Id-aHTuTena, ar TUTEJIOM  WJIN ero conepkamwM CDR
y4acTKOM. B MMMYyHM3VMPOBAHHCM XMBOTHOM MPOVCXOLMT pacriosHaBpaHue
M OTBET Ha MIMOTUIMYECKME N3TEePMMHAHTH VMMYyHM3VDPYWOHEDO aHTUTesa
¥ rnpomykuzs aHTu-Id aHTUT2Ja. AuTu-Id aHTUTeno TaKXe MOXHO
UCIOJNIE30BaTh B KadecTBe "yMMyHOTEeHa" nns VMHOYUUPOBAHMSA
VMMYHHOTO OTBeTa Yy APyTcro XMBOTHOIO, npooyuupymomero Tak
HasLBAEMOE aHTu-aHTu-Id aHTMTEeJso.

Takxe HacTosllee wM30Op=2TeHMe OTHOCUTCA IO MEeHblIell Mepe K
OIHOM KOMIIO3ULUM aHTUTEeJ NPOTUB IL-23pl9, condepxauwen B Hel 110
MeHBIEe) Mepe ONHO, [0 MEeHbL2M Mepe IBa, IO MeHblIel Mepe Tpu, IO
MeHbleii Mepe ueTsHpe, IO MeHblield Mepe nAaTb, o MeHblle Mepe
mecTn MM HoJee  aHTUTel NpOoTHUEB IL-23pl9, Kak OINMCAaHO B
HacToAmeM IOOKyMeHTe W/uiav Kak M3BECTHO B naHHoOW obnacTy,
KOTOpBIE NPenoCTaBJieHel B HE BCTpeyaueics B NpUPOAEe KOMIO3MUMA,
cMecu wiu dopme. Takue KOMIOBMLMM BKILOYAOT HE BCTpedawnumecs B
npupone KOMIIO3MLMV, copgepxaume I10 MeHbLHEIZ Mepe oouvH Wi JHObBa
rOJIHOPa3MepHEX  BapuaHTa, Bapmanra ¢ C- wu/mm N-KOHLEBOWU
neneuver, IOoMeHa WM pparmMeHTa, JWIM onpeneJsylIeHHBIX BapuaHTa
AMMHOKMCJIOTHOM NOCJeOoBaTeJbHOCTY aHTuTesa npoTue IL-23pl9,
BEIOpaEHOM U3 TpPyNIsl, cocrosamer u=z 70-100% cocemHUxX aMMHOKMCIIOT
SEQ ID NO:1-132, 146 wu 147 wnay WX oOrpeleJIeHHBX QParMeHTOB,
JOMEHOB WAM BapuMaHTOB. [IpennouTUTEILHbE KOMIO3ULMY  aHTUTET]

npotue  1L-23pl9 BrioYawT 10 MeHpllel Mepe OoIOMH wian  IOBa

MoJIHOPa3MEPHbBIX ydyacTKa, bparMeHTa, OoOMeHa U BapuaHTa
Yy4acTKOB, comepxaumx IO mernbuwelr Mepe onHy CDR  un LBP,
nocJenoraTeNIbHOCTM  aHTuTena [OPOTHUB IL-23pl9, OMMCAHHOTO B

HacTo4uey IJOKyMeHTe, HalplMep, 70-100% SEQ ID NO:1-132, 146 wu
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147, wunu ux OIpeneJyieHHBX DPparMeHTOB, IOMEHOB WM BapPWAHTOR.
Crenyomye MNpearnouYTUTeNbHEe KOMIO3UUMM CconepxaT, HalpuMep, 40-
992 no MeHbmelt Mepe omHoro 113 70-100% ms SEQ ID NO:1-132, 146 wu
147, M T.O., UM uxX onpelesieHHble  QparMeHTH, IOMEeHBl  MJIM
BapuaHTel. Takue MPOLEHTHHE CONEepPXaHWA KOMIO3MUMM NpelCTaBJIAnT
coBGOM TIPOLEeHTHBE COOepxaHr3i TINo mMmacce, obvemy, KOHULEHTpauuu,
MOJISPHOCTM  WJIM  MOJAJILHOCTM, B KadeCTBe KUIOKMX WM CYyXnx
pacTBOPOB, CMecel, CYCIeH3UN, 3MyJIbCUM, dYacTul, IOpoliKa WM
KOJJIOMIHEIX BelecTB, KaKk W3BEeCTHO B JaHHOM o0JacTu WM  Kak
ONMMCAaHO B HACTOAWEM IOKYMEHTE.
KoMnosuia aHTUTEN, Cofepxaiupe OONOJHUTEeNbHbe TepaneBTUYeCcKH
aKTUMBHBE UHITPEIVEHTEH

KoMrosuummy aHTuTejsia o BSTOoMy M300peTeHuio, KpoMe TOTI'o,
HeoBAa3aTeNbHO MOTYT colepxarTb 30PeKTHMBHOE KOJIMUYEeCTBO IO MeHbIen
Mepe OAHOT'O COeIMHEeHMs win DeJika, BEOPaHHOTO IO MeHbllIey Mepe U3
OLOHOTO [IPOTUBOMHPEKUMOHHOTO JIEKaPCTBEHHOTO cpencTsa,
JIeKapCTBEHHOTO CpencTra nand cepneuHo-cocymucTton (CV) cucTeMsl,
JIEKAPCTBEHHOI'O CpelncTBa IJis LleHTpaabLHOM HepBHON cucTemsl (LHC),
JIEKAPCTBEHHOT'O CpencTBa nOjad aBTOHOMHOJ HepBHOM cucrems (ANS),
JIEKAPCTBEHHOTO CpelcTBa IJia IOelXaTeJslbHBIX nyTen, JeKapCTBEHHOTO
cpencTea OJd KeJIYOOYHO-KMUIEJHOTI'O (GI) TpakTa, TOPMOHAJBHOTO
JIEKapCTBEHHOT'O cpencrTsa, JeKapCTBEHHOTO cpencTBa s
XMOKOCTHOI'O UM  3JIEKTPOJIMTHOTIO BasaHca, TeMaTONOTUYECKOTI'O
JIEKapCTBEHHOIO CpencTBa, MMPOTUBOONYXOJIEBOT'O CpelCcTEa,
VMMYHOMO OYJIMPYIWETo  JIEKaPpCTBEHHOTO  CPENCTBa, JIEKAPCTBEHHOTO
cpencTea IJjig IJas, ymel ¥ HOCa, JIeKapCTBEHHOTO CpejAcTBa IJiA
MECTHOTO TMPUMEHEHMs, IOMEeTOJIOTMUECKOTO JIEKapCTBEHHOTO CpelcTBa
UMM CXOOHBIX C HuMu. Taxkue JleKapCTBEHHbE CpelICTBa  XOpOoHo
M3BECTHbHl B OaHHOU’ obnacTu, BKJIKUAA  COCTAaBEHL, rnoKasaHu4,
IO3UPOBaHMe ¥ BBeleHMe IS KaxOOTo NPeACTaBJjIeHHOTO B HACTOALEM
onMcaHuM JIeKapCTBEHHOTO CpencTBa (CM., Hamnpumep, 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 KOTOPBEIX BKJIOUEHH B HACTOALlee OINMCaHME B
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KayeCTEe CCBUIOK B IOJIHOM obreMe) .

MpoTuBOUHOEKLUMOHHO®S JIeKapCTBEHHOEe CPenCcTBO MOXET
NpencTaBjaaTh, cOOOM MO MEeHbW:2M Mepe OOHO CpencTBO, BHOpaHHOE U3
aMeBULYIOBE WM IO MeHbUlell Mepe ONHOTO U3 MPOTMBONPOTO30MHBIX
CPeACTE, NPOTUBOTEJbMMHTHBIX CPeICTB, NPOTUBOTPUOKOBEIX CPEACTE,

NPOTMBOMAJAPUITHEIK, MNPOTUBOT/OEPKYJI€3HEK CPEeNCTB WM [0 MeHbWen

Mepe OOHOTO ¥3 IPOTMBOJIENPO3HEX CPEelNCTB, aMMHOTJIMKO3UIOB,
MEHULNIIJIMHOB, uedaJsJIoCIIOPUH DB, TEeTPaUUKIIVHOB, CYJIbPOHAMUIOR,
dTOPXUHOJIOHOB, MPOTMBOBHPY CHBIX cpencTs, MaKpPOIUIHBIX
NPOTURBOVHOSKUMOHHBIX cpenctB " poYnx NPOTUBOMHOEKLMOHHBIX

cpencTts. CV JekapCTBEHHOE CPEenCTBO MOXET MPeNCTaBJATb coBoyr no
MeHblIEN  Mepe OOHO JIeKapCTBEeHHOE Cpencreo, BEIOpaHHOE U3
MHOTPOIHEX CPEeNCTB, aHTUapiITMMYEeCKM® CpelCTB, AaHTMaHTMHaJbHEX
CpencTB, AaHTUIMIEPTEH3MBHBIX CPENCTB, AaHTUIMIMIAEMMHEECKMX CPEICTB
u nIpoumMx CepnedHO-COCY OUCTHIX JIeKapCTBEHHBIX CPEeLCTE.
JlekapcTBeHHOe cpengcTeo s UHC MoxeT nNpelCcTaBJIATH cobom 1o
MeHblel Mepe OIHO JexkapCTrBeHHOe CpencTBo, BHOpaHHOE U3
HEeHapKOTUUYECKUX aHaJlbT'eTUKOB, MM IO MEHBUWEN  Mepe OOHO
JIeKapCTBEeHHOe CpeACTBO, BhOpaHHOe "3 XaponoHMXaioumx CpelCTs,
HeCTepOUIOHBIX NPOTUBOBOCIAINTEJ b HbIX JIeKapCTBEeHHBIX CpencTs,
HapKOTMUECKOTO MJAM 10 MeHbWeW Mepe OHNHOTO M3  ONMOMIHBIX
aHaJlbTeTUKOB, cenaTuBHBIX TUMNHOTUUYECKUX CPencTs,
NPOTUBOCY HOPOXHBIX npenapaTos, GHTUIOENPEeCcCCaHTOB, CenaTVBHEIX
JIEKAPCTBEHHBX CPeICTB, AaHTUMNCUXOTMYECKUX JIEKAPCTBEHHHX CPEeACTB,
CTVIMYJIATOLOB LeHTpaJibHOM HEepPBHOM CHUCTEME!,
NMPOTUBONALKUMHCOHMYECKMX CPEenCTB M NPOYMX JIEKapCTBEHHBIX CPEICTSB
OJ19 LEeHTpPaJsJbHOM HEepPBHOW CuCTeMbl. JlekapCTBeHHOE CPpenCTBO IJIA ANS

MOXeT TmpencrassiaTb coOoil 10 MeHblle Mepe OJHO JIeKapCTBEHHOE

CpencTBo, BoIOpaHHOE us3 XOJIMHEPTUUYEeCKUXK CpencTs
(napacumrna TOMUMETUKOB) , AHTUXOJIMHEPTUUYE CKUXK CpencTs,
ampeHepIU¥eCKUx CpenCcTB (CYMMaTOMMMETUKOB) , allpeHepIMYeCKMX
6JI0KaTOPOE (CUMNATOJIMTMKOB) , PeJIaKCaAHTOB CKEJIETHON MYCKYJaTyphl
1 HEpPBHO-MBIIEYHEX  OJIOKATOPOB. JlekapcTBeHHOe  CPpencTBO  IJIA

MEIXaTesbHBIX NyTell MOXeT MpencTaBfiaTb coOOM Mo MeHbUeW Mepe OOHO
JIeKapCTBEHHOE CpencTBo, BEIOpaHHOE ns3 AHTUTUCTAMUHOB,

BPOHXOIMJISITATOPOB, OTXAPKMBAOIMX CPEACTB WM [0 MEeHbller Mepe
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OOHOTO W3 CPEenNCTE OT Kawjsg M [POUYMUX JIEKAPCTBEHHHX CPEeICTBE IJIA
OBIXaTEeJIbHOM CuCTeMel. JlekapCTBEHHOE CPenCTBO Mg GI TpaKTa MOXET
NPencTeBJATE COOOM 10 MeHbUI:) Mepe OIHO JIEKAPCTBEHHOE CPencCTBO,
BeIOpaHHOE M3  aHTauuIoB LM IO MEHbllei Mepe OOHOTO U3
ancopbeHTOB, MJIM 10 MeH:mey Mepe ONHOTO U3  YyCTpaHSomyX
METEOp¥.3M CpeIncTB, MNMIEeBaplTeNbHEX (EePMEeHTOB, WIM NO MeHbIeNR
Mepe OOHOTO U3 PpacTBOPSIOUIIX XEeJIUHBE KaMHM CpPenCcTB, CPencTRB
NpoTUB IOuapeu, CaabuTesbHeY CpPelCTB, I[IPOTUBOPBOTHHIX CPEeICTB U
JIEKAPCTBEHHEIX CPEeICTB I[POTVB SA3Bbl. ['OPMOHAJIbLHOE JIEKAPCTBEHHOE
CpedOCTBO MOXeT IpeAcTaB/dsaTk CcobOM o MeHbllel Mepe  OIHO
JIeKapCTBEHHOE CpencTeo, BEIOpaHHOE us KOPTUKOCTEPOULOE,
AHOPOTEHOB, WJIM IO MEHbllel Mepe OIJHOTO aHabOoNMUeCKOTs CTepouna,
®CTPOTEHa WM [10 MEHBUWEN Mepe ONHOTO MNPOTeCTMHAa, TOHALOTPONUHE,

HpOTMBC*HMafjeTI/I‘{eCKOPO JIeKapZTBeHHOT'O CpencTea WM 1No MeHBeN

Mepe OIOHOTIO nus TJIKKaroHa, I'OpMOHa LMTOBUIHON KeJle3El,
aHnTaronmcTa TTOpPMOHa LIMTORBYV IHOM XeJle3kl, I'OpPMOHa rmnogpusza, "n
JIeRapCTBEHHOI'O cpencTea, nonoBbHOTO I"OPMOHY HapaHlI/ITOBVI,IIHOIZ

xeJjiespl. JlekxapCTBEHHOe CPpenCTBO IS XUIKOCTHOTO ¥ BJIEKTPOJIUTHOTO
GanaHca MOXeT TNpedCTaBAAThL CcoBoM nO  MeHblley Mepe  OIHO
JIEKapCTBEHHOE CPenCTBO, BHOPaHHOE U3 IOUYPETUKOE, DBJIEKTPOJMUTOB
WX NO MeHelleld Mepe OOHOT'O SaMelaollerd pacTBOpa, MNOIKMUCIIALLE 'O
WY 1O  MEeHbWEM  Mepe  COIHOTO  IOoluesyiauMBapnlero  CpeicTBa.
T'emaTojiorrueckoe  JIEKAPCTBEHHOE CPEenCTBO MOXET NpelCcTaBJIgSThb

coboll no MeHblen Mepe OIOHO JieKapCTBEeHHOE CpelnCTBO, Bbl@paHHoe jZ8C]

NoBbBIIAKCHM X KONMYeCTBO reMoryiIoOrHa B KPpOoBM cpencTr,
AHTUKOATYJISIHTOR, NPOUBBOOHEIX KPOBU, u TPOMOOIUTUYE CKUXK
depmeHTOB. CpencTBa IPOTUB  3JIOKAYECTBEHHOM  ONyXOoJdM  MOTYT

npencraeyia”s cobou MO MeHblleM Mepe OIOHO CPelNCTBO, BHOpPaHHOE U3
AJIKUIIMP VIO X JIEKapCTBEHHEBIX CpencrTs, aHTHMeTabOJIMTORB,
aHTUOMOTMKOB T[IPOTUB 3JIOKAQWSCTBEHHOM OIyXOJu, CpPencTB I[POTUB
3JIOKaUEeCTBEHHOM ONyXOJiM, KOTOPhBE M3MEeHHSIT TOPMOHAJbLHHNM OaJjaHc,
n Ipo4Ymx cCperncTs NpPOTUB BJIOKAYEeCTBEHHON OIY XOJIV .
ViMMyHOMOIOYIMpY®Ilee JIeKapCTBEHHOE CpPEeICTBO MOXET T[PelcCTaBJIATh
coboll Mo MeHblIEe) Mepe OIHO JeKapCTBEHHOE CPelCTBO, BHOPAHHOE U3
VIMMYHOIEIPE&CCaHTOB, BaKUMH IJM 10 MEHLIIEW Mepe OIHOTO TOKCOouIa,

AHTUTOKCMHA WJIM TI10 MeHbIEey Mepe OIHOIT'O aHTUMBEHMHAa, I/IMMYHHOIZ
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CEIBOPOTKMN U MOI[VIQ)I/IKaTOpOB E/oJIOTMYEeCcKOT'C OoTBeTAa. JlekapCTBEHHEE

CpencTeO IJig Ivias, ymey ¥ HOCa MOXeT IMNPpelCTaBJsAaATk cobon 1o

MeHbIEN  Mepe OIIHC  JIeKapCTTBEHHOE CpencTBo, BEIOpaHHOEe U3
odpTraneMmuUeCKUX MpOoTUBONHPE KUMOHHEIX CpelcTs, opTanbMUHEeCKNX
NPOTUBOBOCHANNTEIbHBIX CP=OCTB, MUOTUKOB, MUIOPMATUKOB,

oPTaIbLMUUECKMX COCYIOCYKMBaKOIMX CPEeACTB, Npounx JleKapCTBEeHHBIX
cpencTs IJjia IJias, yier u H>ca. MecTHOe JIEKapCTBEHHOE CPeACTBO
MOXeT Hpe,’[ICTaBJ'IF{Tb cobom 1O MeHbIIen Mepe OZOHO JlekapCTBEHHOE
cpencTBo, Bb16pa1—moe ns3 I'IpOTVIBOVIH@@KU,I/IOHHbIX cpellCTB, ckabuunnoon
1202871 no MeHbIIen Mepe CIOHOT'O rnegukyJamuria nJin MECTHOT'C
KOPTUKOCTEPOMUTa. [UeTOJIOTUYECKOe JIeKapCTBEHHOE CpencTBO MOXeT
npeacTraByaTb cobom 1o MeHbIEen Mepe OJIOHO JIeKapCTBEHHOE CpencTBo,
BbI@paHHoe 3 BUTaAMMHOB, MIMHeEpaAJIOB WK KaJ’IOpVHZHbIX CcCpencTB. CM.,
HanpyMep, CoIOepXaHue Nursing 2001 Drug Handbook, BrIIe.

[lo MeHblIe) Mepe OOHO aMebuumnHoe WM NPOTUBONPOTO30NHOE
CpencTBO MOXeT IPencTaBJATh coBolr no MeHbWeM mMmepe  OIHO
JIeKapCTBEHHOE CpPelcTBO, BLIBpaHHOE M3 aTOBaKBOHAa, XJIOPOKBMHA
TUIOPOXJIOpWIE, XJOPOKBMHA QochaTa, METPOHMAAZONA, METPpOHMAa30Ja
TUIpoxjopyaa  u IeHTaMuarHa M3eTHoHaTa. o MeHblleln Mepe OIHO
NPOTUBOTEJIEMMHTHOE CPEeICTBC MOXET IpedCTaBlATh coBoil Mo MeHblen
Mepe OOHO CpenCcTBO, BbOpaHHOE 13 MeBeHnasoNla, nupaHTena aMmoarTa
M Tuabenmasona. [0 MeHbllel Mepe OIHO MNPOTMBOIPUOKOBOE CPENCTBO
MOXeT NpeacTaBfisTb CODOOW IC MeHblIell Mepe CpelncTBO, BhOpaHHOE U3

ampoTepuuMHa B, xOJecTepwusi-CyJibQaTHOTO KOMIJIeKCa ampoTepuumHa

B, JININIMIOHOI'O KOMILJIEKCa aM@OTepVILLMHa B, JurnocoMasibHOIO
ampoTepPULIMHA B, dIyKOHazomna, bIYyUUTO3UHAE, MUKPOPa3MEPHOTO
TpuzecdyIbBUHA, VJI1b TPaMMUKPOPa3MepHOTO rpuseodynbLBUHE,
NTpaxKkoHasoa, KeToKOoHasoJsna, HUCTaTnuHa u TepOMHadMHa

runpoxJiopmaa. Ilo MeHbHIEeN Mepe OJHO NpoOTMBOMAaJNIAPUMHOE CPeICTBO
MOXeT T[pelCTaBJATh coBoll no MeHblel Mepe O0IHO CpelCTBO,
BoIOpaHHOE U3  XJIOPOKBMHA TMIOpoxXJyiopuna, XJIOPOKBMHA docdarTa,
IOKCULIMIVHAE, TUIPOKCUXIIOPOKBMHA cynbdara, MedJIOKBMHA
TyOpoxJopmuna, NpUMakBMHA dochara, nupMMeTaMmHa ¥ NMPUMETaMMHa C
cyapdanokcuHoM. o MeHbplle:: Mepe OIHO NpOTUBOTYOEPKYyJIe3HOe WM
NpOTUBOJIENIPO3HOE CPEOCTBO MOXET npencrasiadaTe CcOOOM IO MeHbllen

Mepe OIOHO CpencTsno, BbI@paHHoe n3 knodasmMMMHa, HVKJIOCEPUHA,
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nansoda, 2sTambyrona IuUIpoxJiopMia, U3oHMa3una, nMpasnHaMUns,
pndpabyrmHa, pubamnubHa, pubdarieHTVMHa M CTPenTOMMUMHAa cynebara. Illo
MeHbWwelM Mepe OIMH aMMHOTJIVKOSMI MOXeT MpeAcTaByiATb COOOM [0
MeHblel Mepe OIHO CpPenCTBC, BoOpaHHOe M3 aMuKalMHa CcyinedarTs,
TeHTaMMLIVHa cynedara, HeOMMLMHA cysdara, CTpenToOMKLUHA
cynbbara u ToBpaMUlIMHa cyJibdara. [lo MeHbLEH Mepe OOVH
NEeHULMIIJIMHE  MOXeT MNpencTapB/igTb cofoit 1o MeHblle Mepe OIHO
CpencTsno, BEIOpaHHOE n3 aMOKCULWJIIJIVH/KJIaBryJiaHarTa KaJns,
aMOKCULIMJIJIMHa  TpuIruipara, aMIULIMIIIIMHE , aMUUUJIIMHa  HaTpus,
AaMIMLUMIIIMHE TPUTMUIpaTa, aMIMUMIUIMH @ HaTpua/cyibOakTaMa HaTpusd,
KJIOKCaUMJIJIMEa  HaTpud, OMKJIOKCauUJiMHa HaTpud, Me 3JIOUMIIJIMHA

HATPUA, HadUMIMHa HaTpusd, OKCULMIIMHA HaTpMsd, NeHMUnmHa G

SeH3aTnHa, neHvunjgnvHa G kKaJjud, neHyuuJiMHa G [poKauHa,
NeHMUMIIMHa G HaTpuA, [NeHMUWmMHa Voo Kamua,  OunepauusuiiHa
HaTpuA, NOUOEpauMJUIMH HaTpysa/Taszobfakrama HaTpusa, TUKaPUMIUIMHE

IVHATPUA M TUKAPLWWIIMH OUHATPMA/KIasyjaHaTa kaamsa. llo MeHblley
Mepe OaMH uedasIoCrnopMH MOXeT NPelnCcTaBJIATh coBol 1o MEeHbHEM Mepe
OIHO CpencTBO, BHOpaHHOe M= Uedakiyopa, UefanpoKCuUIa, uedasonmHa
HaTpuAd, uebovHMpa, uegenmma TUIpOXJIopnLa, nedprrCcuMa,
uedbMmeTasona HaTpusg, ULedboHMLUMEa HaTpud, ledonepasoHa HaTpUH,
nedoTakcumMa HaTpusd, UedoTeTana InmHaATpUA, ULePOKCUTMHE HATPUA,
uebnomoxcyMa MnpokceTusa, uedpnposwia, uUedprasmamMma, uebrnbyreHa,
LedTUROKCYMa HaTpusg, LedTpraxkcoHa HaTpus, LePypoKCHUMa aKceruna,
nedpyporcumMa HaTpus4, nedaleKkCcuHa TUIPOXJIOPULE, uedpanexkcuHa
MoHOTHUOparTa, uebpamvHa u Jopakabegpa. Iio MeHblIer Mepe OOMH
TeTpauuKJIVMH MOXeT I[pelncTaBsfaTbh coBboM o MeHbller Mepe OIOHO
cpencTso, BeOpaHHOE M3 IOEMEKJIOUMKIMHa IMIpoxJjopuna, HAOKCHUMIMHAE
KaJgbuuAi, OOKCHUMIIVHA TUKIaTa, OOKCULMIIVHAE TMIOpoxJiopnna,
OOKCULMIIMHA MOoHOTMIOparTa, MMHOUMKJIIMHA TUOPOXJIOPUIA 1]
TeTpalyKVHa Imipoxnopupa. llo MeHblIely Mepe OIUH CyJbOoHaMnn
MOXeT TMpPpeINCTaBjATb CcoBoM [0 MeHbuey Mepe OIHO CpeNCTBO,
BEIOPAHHOE M3 KO-TpMMOKCasoJja, CyJbdammasuHa, cyJbd@amMeTokcasosa,
cyapdusoKcasosia ¥ aueTuiacynbousokcasosa. [lo MeHbIley Mepe OOUH
dTOPXMHOJIOH MOXeT INpelcTaslAaTb cofo¥ Mo MeHblleM Mepe OIHO
CpencTso, BLIOpPAHHOE n3 anarpodroxrcaumHa MesunarTa,

uunpodsokcaumHa, SHOKCauutia, JeBodsiokcaumHa, JoMmedriokcaumHa
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TUIOPOXJOPHUIA, HaHMﬂMKCOBOﬁ‘FMCHOTH, HopbJsiokcaumHa, OdQJoKcaunHa,
cnapdiokcalMHa ¥ TpoBadJokcaurHa MeswiaTa. lo MeHbIIEW Mepe OIUH
PTOPXMHOJIOH MOXeT MNpelcTaB.IATh coboit TI10 MeHbuey Mepe OIOHO
CpenCTBO, BLIOpaAHHOE "3 anarpodsiokcaumuHa Mesuiara,
uunpodoKcaunHa, BHOKCalUUHE, JerodsoKCalMHa, JoMmedJIOKCalunHa
TUOPOXJOPUIA, HAJMIAMKCOBOW KUCJIOTEL, HopdJOKCauuHa, OodaoKcaumHa,
crnapdiokcallMda M TpoBaQJOKCaumHa MesujaTa. [To MeHblIEN Mepe OOHO
NPOTUBOBMPYCHOE CPEeACTBO MCOXeT MPeNCTaBJIATh coboll Mo MeHblen
Mepe OIHO CpPencTBO, BoiOpaHHCoe u3 abakaBupa cynbdaTa, auuKIOBUpa
HaTpus, aMaHTanuHa TUIOPOXJIOopKia, aMIipeHaBupa, umnodpoBUpa,
mnejaBupInHa MeswugaTa, AMOaHO3MHAE, sbasupeHla, O¢aMMUMKIIOBUDPAE,
boMMBUpCEHa HaTpusa, QOCKapHeTa HaTpus, TaHUMKIOBMPAE, VIHIOVHaABUPa
cynedpara, JaMUBYyIMHa, aMMBYAMH/3NO0OBYIUHA, HeJbpuHaBUMPA
MezuiaTa, HeBUpannHa, o3eJIb TAaMUBUDE pocoarTa, prbaBUPUHE ,
PUMaHTHIVHA TUAPOXJIOpKIa, PpUTOHABMPA, CaxkBMHaBMpa, CakpBuHas¥upa
Mes3uiaTa, CcTaByIuHa, BajlaurkJoBMpa I'MAOPOXJOpUIa, saJibuMTabrHa,
3aHaMuBupa, ¥ 3unosymuHa. I[lo MEeHbIEeM Mepe OIOHO MaKpPOIMHAHOE
NPOTUBOMHPEKUMOHHOE CpendCTBO  MOXeT IpencTaBnAaTh cobou no
MEeHbIen Mepe OIOHO CpPeacTBO, BHOpaHHOE ns3 asuTpoMuUMHa,
KJIAPUTPOMMLMNHA , OVPUTPOMMUNHA, OCHOBAaHMUA SPUTPOMULMHE ,
SPUTPOMMLMHA 3CToJjlara, 3PUTPOMMLNMHA 3TUJCYKLUMHATA, 3SPUTPOMULMHA
nakTofuoHaTa M SpuTpoMMuMEa creapara. Ilo MeHblIe Mepe OJOHO
npodee MNPOTMBOBOCHNAJMUTENbHCE CPENCTBO MOXET npencTaeiasaTe cobon

~

rno MeHbBUIEU Mepe OIOHO CpencCTBoO, BbI@paHHOe nus3 azTpeoHaMd,

fauuTpalumHa, xjopampeHukosia HaTpusa  CYyKUMHaTa, KJAVHIaMULMHAa
TUIOpoOXJaopuaa, KJIVHIaMMUMHAE najbMmUTaTa TUIPOXJIOPUIA,
KJIVHIaMMLY.Ha docdhara, ViMMIIEHEMa " uMJjacTaTHa HaTpu4,
MeponeHeMs, MaKpOKPMCTAaJJIOB HUTPpOOYpaHTOMHa, MMKPOKPUCTAJJIOB
HUTpPOGYypPaHTOMNHA, KBUHYNPUCTUH/ DaledOnprucTnHE, CrIeKTUHOMMUVHE
TUIpOXJOpKMIOa, TpUMeTonpuMa M BaHKOMMUMHA mmopoxJyopuna. (CMm.,

HanpuMep, pp. 24-214 Nursing 2001 Drug Handbook) .

Tlo MeHben Mepe OIOHO MHOTPOTIHOE CpencTBO MOXET
NpencTapnaTs CoOOV MO MeHbulel Mepe ONHO CPpelCTBO, BLIOpaHHOS M3
aMpMHOHA JakTaTa, IMTOKCMi:a U MUJIPMHOHA JiaKkTaTa. Mo MeHbWeN
Mepe OOHO NPOTMBOAPUTMMUECKOe CPEeACTBO MOXeT MNPeACTaBJIATE cobonm

no MeHbmey Mepe ONHO CpeacTeo, BuOpaHHOe M3 aleHo3NHAE,
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aMMoaapoHa rMnpoxaopuina, aTpOoInMHa cyabdara, SpeTunrnyMma
TO3WJSaTa, OuJiTHaszema I'MIOPpOoNJopuIOa, IOM3onupammia, IU3onupamMmia
pochara, =zcMmoJoTa IMIOPOXJOrMOa, GJaeuMaHuia aueTaTa, WOyTUIMIA
bymapaTa, JmaoxKauHa IUAPOXJIOPUMIAE, MEeKCUMJIeTUHa I'MIOPOXJIOPUIE,
MOPMLMINHA TUOpOXJIOPUaa, teHUTOUHaE, deHUuTOMHA HaTpus,
npokamHammoa IMIOpOoxXJAopuUra, nponadeHoHa TMIOPOXJIOPUIOE,
rnponpaHoJoaa TynpoxJjopuia, KBMHMIOMHa OBucynsdara, KBUHMIOMHA
TAKKOHaTa, KBUHUMIMHA [NOJAMTaJakToypoHaTa, KBUHMIMHa CcylabdarTa,
coTaJioria, TOKauHuIa TUIAPOXJOpMUIa M BepalaMmuia ruapoxjiopuna. llo
MeHblIeV Mepe OIHO aHTMaHIMHAaJIbHOE CPEeICTBO MOXET NPelCTaBJIATH
coboy 110 MeHbllel Mepe OIHO CPenCTBO, BHOpaHHOS M3 aMICOUNUIOMHA
Oesunara, ammia HUTPUTa, Denpuinia I'UIPOXJiopuUIa, OUJITHa3eMa
TUIOpoxXropuaa, n3ocopbuTa IMHUTPAaTa, nsccopbuTra MOHOHUTPATE,
HanoJsiora, AMKapIMIMHa IUIpoxJopuia, HUPennnuHa, HUTPOTUIMUSDPUHE,
nponpasosofaa TUOPOXJIOPUNA, BeparnamMmia 174 BepanamMmuia
ruopoxyopmaa. Ilo MeHbWEN Mepe OOHO AaHTUTUIIEPTEH3MBHOE CPeIlCTB
MOXeT TpencTaBJsIAT, CcoboM [NO MeHbUWIe Mepe OIOHO CpencTBo,
BolOpaHHOEe M3 auedbyTosiosa  IUIpOXJopuIa, amiIoIunimMHa ©OesunartTa,
aTeHosnctsa, ©OeHasernpwuila rIugpoxJjopuna, ©6eTokcalsiosia TIUIPOXJIOPUMIE,
OuzonpcJsona gymapara, KaHlecapTaHa UuJjlekceTuia, Kkanronpuia,
KapreoJsojia I'MIPOXJopuna, KapBeamsona, KJIOHUINHA, KJIOHMIOMHA
TUIpOoXJiopKUda, Ouasokcuua, ouiaTuazseMa IMIpoxJopuina, 4OKCa303UHa
Mes3uarTa, BHaJlanpunara, SHaJanpuia maJjsieara, arpocapTaHa

MesuyaTa, ¢QesiogunuHa, ¢eHosnonama mesujiara, GoOCHMHONpPWIIa HaTPUL,

ryaHabeHla aluerara, ryaHagopeJsa cyJbbara, ryaHpalumHa
rMopoxJjopuia, rMopanasmHa TMOpoOXJopuna, upbecapraHa,
n3paiunuHa, Jaberanosia TIMIpoOXJopMIa, JIM3MHONPpUIa, Jio3apTaHa
Kanus, MeTUIIOOMNE, MeTUJIOonaTIrugpoxJjopuna, MeTonpoJiosa
CyKUMHara, MeTOonpoJicia TapTpaTa, MMHOKCHUIWUIA, MO3KCUIIPUIIa

TMUIOPOXJIOpUIAa, HaIOoJoJla, HUKaAPOUIMHAE TUIPOXJIopUIa, HubemmunuHa,
HU3OJONNMHAE, HUTpONpYyCCula  HaTpusd, neHrOyroJsiona cynabbara,
repuHIonpuia 3pByMUHAE, beHTOJIaMUHA Mesunara, NMHOOJOJE,
npas30CMHa TUAPOXJOopMAa, INPOMNpPaHosojia TUAPOXJIOPUIAa, KBUHANPWIa
TuApoxXJopuiia, paMmuripmia, TerMucapTaHa, Tepaso3MHa TUIPOXJIOpUIa,
TYMOJIOJIa  MaJjieara, TpaHIoJsanpuia, BajicapTaHa U BepanaMmmia

I'MOopoxJiopnia. [Io MeHbUEN Mepe OIIHO aHTUIMINMIeMMYeCKoe CpenCTBO
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MOXeT TMpencTaBssaTb coboil N[O MeHbley Mepe OIOHO  CpencTBO,

BEHIOpaHHOE M2 aTopBacTaTMHiI  KajblUusd, UepuBacTaTMHa  Harpud,
XoJlecTupaMmHa, KOJIECTUICIa rMapoxjgopuna, benodpudbpara
(MUKPOHM3VPOBAHHOTO) , bnysacTaTUHa HaTpu4, reMmpmbposnna,

JIOBacTaTUHa, HualMHa, paBacTaTMHa HaTpuAa ¥ cuMBacTaTtuHa. IO
MeHbleli Mepe onHo npodee CV  JleKapCTBEHHOE CPENCTBO MOXeT

NpencTaByaATh cOBOM NO MeHbWeW Mepe OAHO CPenCcTBO, BHOpaHHOE U3

abuukcumaba, annpocranwuia, apbyTaMmnHa TUMOPOXIOPUIA,
umJjiocrasosa, kJonuuorTpesa tucynebara, ounupunamona,
snTudmbaruna, MUOOIPUHA ryaopoxJjopuna, MNeHTOKCUOWIININHE,
TUKJONMAIMHAE THUIpoxXJjopuia u  TupodubaHa I'MAPOXJIOPUIA. (Cm.,

Hanpumep, pp. 215-336 Nursing 2001 Drug Handbook) .

[lo MeHbell Mepe OIWH HEHapKOTMYECKMM aHallbTeTUK WM
KapoloHMXaKee CPencTBO MCOKeT MPeNCTarJATb COOOM [0 MeHbUeN
Mepe OJHC CpencTBO, BHOpaHHOE U3 aueTammHodeHa,  acClMpuHa,
XOJIMHa MarHug TpucanuuwilaTa, IupayHM3akma u MarHusa camuuiara.
ITo MEHBUISY  Mepe OIHO HeCcTepouIgHoe  NPOTUBOBOCHAJIMTENBHOES
JleKkapCTBEHHOE CPelCTBO MOXeT IpEeNCTaBJATb COOOM MO MeHblell Mepe

OOHO CpemncTBO, BobOpaHHOe M3 LeJleKokcuba, IMkIcdPeHarka KajmA,

IMrJopeHaka HaTpud, 3TOOOJIaKa, beHonpodeHa KaJbUuus,
dydbunpodeHa, nbynpodeHa, MHIOOMeTaluuHa, MHIOOMeTaluHa HaTpus
TpUIrKMIpaTa, KeTonpodeHa, kKaTopoJsiaka TpoMeTaMuHa, HabyMeTOHa,
HarnpokKceHa, HarnpokKCceHa HaTpPuUS, OKCanposuHa, NMUpPpOKCUKaMa,

pobekokcuba M CyamMHIaka. [lo MeHbllel Mepe OIMH HAPKOTUUYECKUN WA
OI'II/IOJIHE:H?I aHaJibTreTMK MOXEeT IIpeldCTaBJIATb coBom 110 MeHbmemn Mepe
OIHO CPencTBoO, BHIOpAHHOE us allbdeHTaHuna TUIOpOoXJOPMKILA,
fynpeHopdmHa TUIPOXJOpNIa, OyTopdaHoia Taprpara, KoIoeuHa
dpochara, womemHa CyJabdpaTa, OeHTaHWIa uUMTpaTa, TpaHCcIoepMalnbHOU
cucTeMsl QeHTaHusa, $eHTaHula A BBEeIeHusa dYepes  CJM3UCTY
oBoJiouxky, TIuapoMopdoHa TIMAPOXJIOPMUIE, MernepmianHa IUAOPOXJIopKna,
MeTanoHa TUIPOXJopuIa, MopdmHa Truipoxjaopuna, MmopduHa cynsbdara,
MOpOUHa TapTpaTa, HaabOybuHa TMOPOXJIOPUIE, OKCHUKOIOOHA
TUIPOXJIOPMIOa, OKCMKOIOHa NEeKTMHaTa, OKCUMMOP)OHa TMIPOXNOpKIa,
eHTas3olUMHa DUIPOXJIOpKIa, |IeHTas3OolUMHa Iuapoxjopuia ¥ HAaJOKCOHAa
TUIpPOXJIOpKMIOa, I[IeHTasouMHa JaxkTaTa, [PONOKCUbeHa TUIPOXJOpUIa,

npornokcubera Hancuiara, pemmbpeHTaHwsa TuOpoxsopuna, CydeHTaHwusa
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uMTpaTta M TpamanoJia IulroxJjopuna. [lo  MeHbmeM Mepe  OOHO

celaTMpHOe TITMUIHOTHMYEeCKOe CrelCTBO MOXeT MNpelcTaBJIATb cobolm 1o

MEHbIIeY Mepe  OIHO CpencTBo, BEIOpaHHOe 13  xJjiopajaruapara,
BcTasosamMa, brnypasernaMa ryaopoxyopuna, neHrobapburana,
nenrofepburana HaTPUS, beuobapburana HaTpuA, cekobapburana

HaTpusa, Temaszenama, TpMasoJsaMa, BalJellJioHa M 30JnMIeMa Taprpara.
[Ilo MeHbWel  Mepe OOHO  TPOTMBOCYIOPOXHOE CpPenCTBO  MOXET
NpencTaBIATE CODOM IO MEeHbUI2W Mepe ONHO CPpenCcTBO, BhOpaHHOe U3
auerasojaMmMna HaTpusa, kapbaMaszsenuHa, KJIOHesernama, KJopasenarTa
OVKaJUS, ouazernama, oysalnpexkca HaTPUA, BTOCYKCUMMIE,

docoenmTouHa HaTpusa, rabdanerTuHa, JaMOTpUI'MHAa, CyJabdaTa MarHKSA,

beHobapburana, dbeHobapburana HaTpus, beHuTOoOUuHa, dbenmToMHa
HaTpusd, OeHnTOMHa HaTpua (WIMTEJbHOTO JeWCTBMA), [NpUMMMAOHA,
TraraduHa TuopoxJjiopuna, Tonypamara, Ballbnpoara HaTpus U

BalbMpPOEBOM KUCJHOTH. [I0 MeHbWelV Mepe OIMH aHTUIENPEeCCAaHT MOXET
pencTaBiaTb, CoOOOM IO MEHbWIS)Y Mepe ONHO CpeInCTBO, BhOpaHHOe U3
aMUTPUTNITUIIMHE TIUOPOXJIOPUIa, aMUTPUIITUIIMHAa [1aMmoaTa, aMoKcalMHa,
OynponMoHa TI'MOPOXJiopuIa, UKTajonpama rIuapodpoMuia, KIOMIMpaMMHAa

MmMIjpoxJiopmna, Ae3urnpamriHa I'MOpoXJyopuia, OOKCelMHa I'MipoXJjopnia,

PIYOKCETMHA TIUOPOXJIOPUIa, MWMMIPaAMMHa THUIPOXJoOpUIa, WMMIpaMuba
namoarTa, MupTasanuHa, Hebdamos3oHa TUIPOXJIOPUIA, HOPTPUITUIVHE
TuOpoxJjiopuna, NapokCceTMHa Iuipoxjaopummpa, O$eHensuHa cynabdaTa,

cepTpasMHa TUOPOXJIOPMIAE, TPAaHWIUUIPOMMHE CyJbdaTa, TPUMUIPAMMHA
MaJjleaTa M BeHJabakCMHa TuIpoxJopuna. [lo MeHbHEN Mepe OIOHO

cellaTMBHOE JIeKapCTBEHHOE CprencTBO MOXeT IpedCTaBJIATb cobom 110

MeHblieli Mepe  OIOHO  CpencTBO, BHOpPAHHOE U3  aJjblpasoJama,
BycnmpoHa TUOPOXJIOPUIOA, XJIOpOMAa3EeNoOKCULa, xJiopanas3enokcuia
TUOpOXJopuIa, KJIopasenara IUKaIus, omaszenama, IOKCEenuHa

TMOpPOXJIopUna, I'MOPOKCU3MHAE »MOB0HaTa, TUIPOKCU3MHA TUIPOXJIOPUIE,
TUIPOKCHU3MHA  [amoarTa, Jopasenama, mMebpobamara, MMOa3oJjiama
TUOPOXJIOPUIA " oKCcasernama. Mo MeHbIIen Mepe OLOHO
AHTUNICUXOTAYECKOE JIeKapCTBEHHOE CPeICTBO MOXEeT MNpelCTaBJIsgTh
cobBoil 1o MeHbllel Mepe OIHO CPEeACTBO, BHOPAHHOE M3 XJOPNPOMas3MHAa
TUIPOXJIOpUOa, KJo3anuHa, lydeHasmHa OexaHoara, oQaydeHazuHa
sHaHTaTa, oO¢aydeHasmHa TUIPCXJAOPUIAE, TaJonepmpota, Irajionepuuosa

JekKaHoaTa, Tajsionepunogia JlaKkTaTa, JIOKCalliHa mopoxJsiopvnoa,
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JIOKCAanMHa cykumuHara, Me30pMIa3UHa besunara, MOJUIOOHE
rUIapoxJopuIa, oJlaHzanuia, nepdeHasmnHa, n“Mosuna,
NnpoxJjiopnepasyuHa, KBeTuanMHa ¢yMapaTa, pPUCHepMIOHa, THUOPUIA3UHa
TUIPOXJIOPMOA, TUOTUKCEHA, TUOTUKCEHA TUOPOXJIOPULA u
TPUQIIyonepasria I'MIPOXJOPMLA. [0 MeHbUIEM Mepe OIMH CTUMYJATOP
LEHTPAaJIbHOM HEPBHOM CMCTEMbB! MOXET IMPeNCTaBJATbL COBOM IO MeHblek
Mepe OOHO CpenCcTBO, BhHOpaHHOe U3 amberammHa CcylbdarTa, xodpeuHa,
JekcTpoaMmdeTaMmHa cynsbarTa, Jokcanpama ryugpoxJijopuia,
MeTaMbeTaMMHa TUIOPOXJIOPpUra, MeTuadeHuIaTa TMOPOXJIopUIa,
MonaduHmia, MeMoJMHa u QeHToepMMHa ruipoxjopuza. o MeHbmel Mepe
ONHO TMPOTVBOINAPKMHCOHMYECKO? CPeOCTBO MOXET MNpPelCTaBlSTh CcoBoM
o MeHblley Mepe OOHO CPelncTBoO, BHIOpaHHOE M3  aMaHTaarHa
rmapoxJsiopmnna, OeH3TpOonMHa MeswusaTa, OunepuieHa ITUIPOXJIopuUia,
OunepuneHa Jmnaxrarta, OPOMKPKIITMHA Meswiara, kapbupora-JeBOnolH,
BHTaKarloHa, JIEBOIOIH, nepronmna Meswunara, IpaMmunexcosa
OINTMIOPOXJIOPUIAE, POMMHUDP 1A TUopoxjaopuna, CeJseTUIMHA
TUIOPOXJIOPUIA, TOJIKANoHa " TpurekcuiabpeHnmmwiIa Tuipoxjopuma. [lo
MeHbleN M2pe OIHO MpodYee CPenCTBO MJIA LEeHTPaJbHOM HEepPBHOM
CMCTeMbl MOXET I[pedcCTaBJsifATh COOOM O MeHbliel Mepe OOHO CPenCcTBO,

BbI@paHHOG us3 GYHpOHMOHa TrnpoxJyiopnna, HOHENes3wla I'MnapoxJjopuia,

nponeprnoja, GQayBOKCamMMHa MaJjearTa, kapboHaTa JMTUA, UMTpaTa
JIUTUSA, HapaTpullTaHa TUIOPOXJOopMUIa, HUKOTMHA rnoJiakpuiekca,
TpaHcOoepMasnbHOW  CUCTEMH  HUKOTMHA, npornodona, pusaTpunTaia
©eHzoara, cubyTammHa IMOPOXJIOPMIA MOHOTMIpaTa, CyMaTpulTaHa
cykluuHara, TaKpUHa TUIOPOXJIOPU LA " 3OJIMUTPUIITAHA . (Cm.,

HanpuMmep, pp. 337-530 of Nursing 2001 Drug Handbook) .

[lc MeHbmEeN Mepe OJHO XOJMHEPIMUYeCKOe CpencTBO (HanpuMmep,
napacmMMIiaTOMMMETUK) MOXET TNPEencTaBJIATb CcoOOM NO MeHbllel Mepe
OOHO CpencTBO, BhOpaHHOe M3 OeTaHexoJsa XxJopuia, snpodoHUA
XJIOPU LA, HEeOCTUIMMHA SpoMmnza, HEOCTUTMMHA MeTuIICcynbdaTa,
buzocTUTMMHA cammMumuIaTa M IMPUOOCTUIMMHA OpoMuna. Ilo MeHblehl
Mepe OLHO 2HTUXOJMHEPTMYECKOEe CPpelcTBO MOXeT NPeICTaBJISTb CODO
No MeHbleM Mepe OIHO CpelcTBO, BHIOPAaHHOE M3 aTponuMHa cyibbdarTa,
OMLMIIOMMHAE TMIpoxJOopKuaa, TJIMKONMpPOJara, XMOCUMaMMHE,
XMOCUMaMUHa cyJebara, NIpOrieHTeJIMHA dpommuna, CKOTIOJIaMUHE ,

CkoroJiamMmmHa OyTuidpoMuaa M CKOIMoJiaMMHa TuapodbpoMuia. [1o MeHbleln
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Mepe OIHC alIpeHeprMYecKoe€  CpenacTBoO (CMMNaTOMMMETHUK)  MOXeT
npencTaBiaTe COOOM IO MEeHbUSNW Mepe OIHO CpPeInCTBO, BHOpPaHHOE U3
nodyTaMuHa TuUIpoxJopuna, JobaMmHa TMIPOXJopuna, MeTapamMmHoia
furapTpaTa, HopaIpeHallMHa OuTapTpaTa, (eHWIa@pMHa IUAPOXJIopuia,
ncepnosdernprHa TI'MOPOXJIOPMIa M IriceBrosdelpuHa cynebara. o
MEeHbUIeM Mepe OOMH algpeHepTMUecKuM OJoKaTop (CUMNaTOJMTUK) MOXET
NpencTaBsaTs co®ol 10 MeHbLSM Mepe OIHO CPenCTBO, BHOpaHHoe us
IUTUIOPOZPTOTaMMHa MeswujaTa, 3JploTaMuHa  TapTpaTa, MeTnuceprmia
MaJsieaTa M I[ponpaHoJiosia TIrapoxJjopuina. I[Io MeHpley Mepe OIVH
peJsIaKCaHT CKeJIETHOM MyCKYJaTypel MOXeT NpencTaBJATb Ccobou 10
MeHbllel Mepe OHO CpefcTBo, BEIOpaHHOE nus bakyodpeHa,
Kapucornponona, XJOp30KCcasCcHa, uuknobeHs3anpmHa TUOPOXJIOPUIA,
IaHTpOJIEHa HaTpus, MeTokap€amosa M TU3aHuImHa IruapoxJjopuna. I[lo
MeHblIel! Mepe OOVWH HEPBHO-MbIIeUHH OJIOKaTOp MOXEeT IpelCcTaBlIsaTh
coBol no MeHblle Mepe OIHDY CPenCcTBO, BuOpaHHOE U3 aTpakypus
HesmjiaTa, UMcaTpakypusa O0eswinaTra, JOOKCakypusa XJIopula, MUBaKypud
xJlopuOa, [NaHKypoHusa Opomuna, NUINEKypoHMA Opomuia, palnakypoHus
fpoMmuOa, DOOKYpoOHUs OpoMmns, CYKUMHWIIA XJjopuna, TypOoKypapuHa
xJjiopua ¥ BEHOKypOHMA OpcMuIa. (Cm., HanpuMmep, pp. 531-84
Nursing 2001 Drug Handbook) .

o MeHbIIE] Mepe OIOHO aHTUTMCTaMMHHOE  CPeICTBO MOXerT
npelncTaBjaTs coOOM NO MeHbliell Mepe OIOHO CPeInCTBO, BhOpaHHOe wus
opoMbeHMpaMmMHa MajieaTa, LeTupaszymHa IUIpoxjopuipa, XJoppeHMpaMmmHa
maneara, kJemMacTuHa  Qymapara, uunporenTaivHa  IMIPOXJOpMIa,
OudeHTMIpaMmHa Tugpoxjopnia, bexcodeHanmHa TUOPOXJIOPUIA,
JopaTuiMHa, [poMeTasMHa IuIpoxXJjopuia, I[IpoMeTasyrHa Teoknara u
TPUNPOAMIMHE TUOPOXJoOpKIa. [10 MeHbuweld Mepe OoouH OPOHXOIAUIIATATCP
MOXEeT TMpPenCTaBJsTb cobolt no MeHbUlleln Mepe OOHO CpencTBo,
BHIOpaHHoe u3 anbOyrepoJsa, anbdyreposa cynabdara, aMMHOOUINIMHAE,
arponuHa cynsdaTa, >dermpuHa CcyiabdaTa, ampeHaNMHa, aIpeHallnHa
burapTpara, agpeHaJMHa TI'MIPOXJopuina, unpatrponmyma OpoMuna,
M3OINpPOTEepEHONA, UBONpPOTEepeHoJla I'MIPOXJOopuUIa, MBONPOTEPERONE
cynbdara, JeBanbLbyTeposa TMIOpoOXJopuIa, MeTalnpoTEPEeHOa
cynebara, okxcurpubuinamHa, OupebyTepona auerara, CcanlbMeTepofa
kcuHadoaTe, TepbyTranmMHa cyrbdara M TeoduImHa. [0 MeHbLel Mmepe

OOHO OTXapKuBawlee CpeICTEO WIM CpeInCTBO IIPpOTUMB Kalljid MOXeT
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NpencrTasisTs CcODOM [0 MeHbI2M Mepe OHHO CPeICTBO, BHOpPaHHOE K3
feHzoOHaTaTa, KOIenHa bocdara, KOIeMHa cynsbara,
mexkTpaMeropabdaHa Tuapobpomuia, AubPeHIMApammHa  IUIOPOXJIOPUILE,
ryanbeHesMHa ¥ TUIPOMOp®OHE TImupoxjopuna. [lo MeHbWe) Mepe OINHO
npoyee JIEKAPCTBEHHOE CPeN:TBO IJA ObIXaTeJlbHBX NyTell MOXeT

NpencrasisaTb COBOM [0 MEeHbLi2M Mepe OJHO CPenCTBO, BHCPaHHOE K3

aueTuauncTenHa, HekJyIoMeTE 30Ha ounponmoHara, BepaxkTaHTE,
6ynes3oHnna, KanbdakTaHTa, KpOoMOJIMHa  HaTpusd, oopHase albda,
BHIONPOCTEHONa HaTpus§, dryHU3O0IMOa, dbrryxasoHa nponuoHaTa,
MOHTEJIyKacTa HaTpus, He JOKPOMMIIa HaTpud, nanmeuzymada,
TPMaMLMHOJIOHA aueToHuUna, zadpupiykacTa 17 3UJIeyTOHAa . (C™m.,

Hanpumep, pp. 585-642 Nursing 2001 Drug Handbook) .

[lo MeHbIIEN Mepe OIME aHTauud, alcopOeHT WK CpeacTBo,
yCTpaHAKlee MeTeoprsM, MOXeT NpelCTaBJiATb COOOM no MeHbIIel Mepe
OIHO CpencTreo, BelOpaHHoe wu3 KapboHaTa aJioMMHMA, TUIPOKCHIA
ajoMMHKMA, kapboHaTa Kafbliia, Marajpmgpara, IMIpoKCcuIa MarHu4,
OoKCUNa MarHMg, CHUMeTHMKOHa ¥ OBukapboHaTa HaTpus. Ilo MeHbuey Mepe
OIVH TUIEEapUTEJIbHBM GepMeHT uIM CpenNCTBO, pPacTBOpAKIEee XEJIYHbIC
KaMHM, MOXeT MpPeINCTaBJATL COOOIl MO MEeHbWENW Mepe OIHO CpPelCTBO,
BHIOpAaHHOE M3 IMaHKpeaTMHa [AaHKpenunasel ¥ ypconuosia. [To MeHblIEN
OIHO COEINCTBO NPOTUE IMapeu MOXeT NpenCTarJAaTh cobolt 110 MeHbleu
Mepe OIHO CpencTBO, BHOpaHHOEe M3 aTTanyJeInTa, cybcammuuiarTa
BUCMYTa, KajJbuua noamkapboduia, OuboeHOKCUJaTa IUIPOXJjopnaa U
arponuHa cynedaTa, JonepaMuia, OKTpeoTHAa auerara, HACTOMKM
onMyMa M HaCTOMKM onuyMma (kampopHom) . Ilo MEHbIIEe Mepe OIOHO
crnaburesbHOe CPeACTBO MOXeT [penCcTaBjigATb Ccobol no MEHbIIEN Mepe
OIHO CpencTBO, BHOpaHHOoe u3 Oucaxkonuia, KaJlkuusd nonukapdopuna,
Kackapa carpana, apoMaTU4Yeckoro XKMIOKOIO  SKCTpakTa Kackapa

carpapja, XMIKOI'O 3KCTpakTa KackKapa carpalza, KaCTOpPOBOIro wMacinia,

noxKysaTa kKaJlblLuus, ookKy3arTa HaTpus, TAMUepuHa, JIaKTYJIO3E,
umMTpara MarHUA, TUOPOKCUOAE MarTHUSA, cynebara MarHuU4,
Me TUJILIEJIJIIIIO 3k, MMHEpaJlbHOTO  Macla, ITOJIUBD TUJIEHTIJIMKOJ S VAN

pacTBOpa 3JIEKTpOJMTa, INCWIMyMma, CeHHel u odocdara Harpma. IO
MeHbIIE Mepe OIHO TIIPOTMBODBOTHOE CPENCTBO MOXET [PEenCTaBJysAaTb
coBoll Mo MeHblleM Mepe OONHO CPeAcTBO, BHOpPAaHHOE M3 XJIOPNpOMasMnHa

I'MIOpOXJIoprna, IMMeHTuigruHaTa, JoJiazeTpoHa Mes3wjiaTa,
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OpoHabuHoNa, TDpaHM3eTPOoHa INIOPOXJIOopMAa, MEKIM3MHa IUIPOXJIOPKIA,
MeTOKJIONpamMmia TUIOPOXJIOPY Oa, OHIOAHCEeTpOHa TMIOPOXJIOPUIA,
nepbeHasmnHa, npoxJjioprnepasHa, npoxJjoprnepasnHa nM3nIaTa,
npoxJjopriepasmMHa Maljleata, [poMeTasuHa TI'MIPOXJIopula, CKOIOoJiaMMHaE,
TPUSTUIINEpa3MHa MajeaTa U TpuMeToOeH3ammia Tuapoxjopumpa. [lo
MeHbIIe) Mepe OOHO JieKapCT3eHHOe CPeICTBO INPOTUB HA3BE MOXET
NnpeIncTaBsJsasTe COOOM MO MeHbLESM Mepe OIHO CPEeICTBO, BHOpPaHHOE U3

LHMMeTHIViHa, UvMeTuIrHa TUIr oXJiopnia, (i)aMOTI/II[I/IHa , JilaH3onpazoJla,

MMBOIPOCTONa, HM3aTUIOMHA, OMEeInpas3ona, pabenposoJa HaTpuA,
PaHTUAMHA BUCMYTa umuTpeaTa, paHnTUIOMHE TUOpoOxXIOpUIa )t
cykpanbara. (Cm., Hanpumen, pp. 643-95 Nursing 2001 Drug
Handbook) .

[Io MeHblley Mepe OIVH KOPTUMKOCTEPOUZ MOXeT IIpelCcTasBisaTh
coBoll 110 MeHbIIel Mepe OINHO >PencTBO, BHOpPaHHOe U3 OeTamMeTasoHa,
BeTamMeTaszoHa aueTaTa W11 BeTaMeTas0Ha HarTpnusa bcchara,

BeTamerasoHa HaTpusa ¢ocdpara, auerTaTra KOPTM30HA, HeKCaMeTasOHa,

JexcaMeTas3oHa auerara, nekcaMeTasoHa HaTpUA bocodara,
bnynpoaueTarTa KOPTUBO0HA, TUIPOKOPTU30HA, TuopoaleTrarTa
KOPTHU30HA, TUIPOKOPTMB0OHA  UUIMOHaTa, TUIPOKOPTU3OHA  HaTpusda
pochaTa, TIUIPOKOPTUBOHA HaTPUs CykKUMHATa, METUINPEOHMBOJIOHA,

MeTUJINpe IHM30JI0Ha aleTara, MeTWJINPEeINHMW30JIOHa HaTpus CyKUMHaTa,
NpenHn30JI0Ha, NPEenHM30JI0Ha auerarTa, npenHn30JI0Ha HaTpUA
bpochara, npemHmsoOJOHa Tebyrara, npenHu30Ha,  TPMaMUMHOJIOHA,
TPpMaMUMHOJIOHa AaleTOoHMIOa M TPpMAaMUMHOJIOHa Iuauerara. [0 MeHblen
Mepe OOMH aHOPOTeH MAM aHaboJMuecCKui CTepouI MOXeT NpelCTaBJIATb
coBoll no MeHblel Mepe OIHO CpeACTBO, BHOpPaHHOE W3 JaHasoJsa,
biyokcuMeCcTepoOHa, METUJITECTOCTEPOHA, HaHIPOJIOHa  JeKaHoarTa,
HaHIpOJNOHa GeHnponMoHaTa, TeCTOCTEPOHa, TEeCTOCTEepoHa LUMIMOHaTa,
TecToCTepCcHa ®HaHTarTa, TECTOCTEPOHA NponMoHaTa 1
TPaHCOePMaJlbHOM CUCTEeMs TeCcTOoCTepoHa. I[lo MeHbley Mepe OIMH
5CTPOTEH MM TMPOTEeCTMH MOXeT MNPeICTaBJATb COOOM [0 MEHbUeN Mepe
OOHO CpeJlICTBO, BuOpaHHOe U3 3TepuduUMPOBAHHBIX BCTPOIEHOB,
»CTpanmona, 3cTpanuosia  uunmuoHara, TpaHCIOepMaJlbHOM CUCTEME
SCTpaOMoll/ HOP3TUHIOPOHa alleTaTa, 3CTpalnojia Bajliepara, DCTPOT'EHOB
(KOHBIOTUPCOBAHHEIX) , zCcTponunarTa, STUHUISCTPAaINoJa,

STUHWIIZCTRpaamuoJia u ngesorectrpelta, STUMHUIISCTpaOnosa I 3TUHIOMOJA
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oyauerarTa, 3TUMHUISCTpaamosia M nesorecrpela, STVHUIISCTpaguosia "

STUMHIOMOJa InaueTrarTa, STUHMIISCTpainosia "n JieBOHOpIecrepeJa,
STUHUIISCTPpalnoJia " HONB3TUHIAPOHA, STUHWUIIZCTpaamosa 2
HOP®TMHIOPOHAa apgerarTa, 5TVMHUIIZCTPaanoJia 2 HOpIecTVUMarTa,

STUHUISCTPaIMOJla M HOPTeCcTp:Jia, STUHMIASCTPpamMosia ¥ HOP3TVHIDOHA
1 aleraTa " pymapaTa xeyesa, JIeBOHOpTIecTepena,
MeOpOoKCuUnporecrepoHa aueTaTa, MeCTpaHoJla 1% HOPBTUHAPOHA,
HOPSTMHIAPOHA, HOP3TUMHIPOHa aleTaTa, HOPrecTpesa M NporecrepoHa.
[lo MeHbmell Mepe OIOMH TOHanDTPOINMH MOXEeT MPelncTarJIATh cobom 1o
MeHbIEell Mepe ONHO CPpeACTBO, BhHOpaHHoOe m3 TaHMpEeJMKCca aleTaTa,
TonajopenvHa aueTrara, TUCTpesyHa aleraTa ¥ MEHOTPONNMHOB. Mo
MeHblIe/d M2pe ONHO IpOoTMBOIMabeTnyeckoe CpPeACcTBO WAM  TJIOKal'oH
MOXeT IpencTassaTs CcofoM 1o  MeHbWey Mepe OOHO - CPeACTBO,
BOpaHdoe w3 akapbosw, xJCcpnponaMmuna, IJvMenvpuna, IVIMIN3SKHE,
TJIOKaroHa, ranbypuna, VIHCYJIMHA , MeTdOpMUHA TUOPOXJIOPUIE,
MUTJIMTOJA , NUOTJINTAa30HE TVOPOXJIOPUIE, penaraMiania,
posMTyIMTaBOHA MajneaTa u TporsmTasoHa. IIo MeHblley Mepe OOMH
TOPMOH WWTOBUOHOM XeJie3bl MOXeT MpencTaBsdaATb cofol IO MeHblen
Mepe  OIHO  CPpenCTBO, BHIPpaHHOE U3  JIEBOTUPOKCMHa  HaTpus,
IMOTMPOHMHA HaTpus, JauoTpuxca u Tupouna. IO MEeHbIey Mepe OIMH
AHTATOHMUCT TOPMOHA WMTOBMIAHOM XeJie3sl MOXeT IMpencTaBJIATh cobom
Mo MeHbliey Mepe OIHO CpPpeACTBO, BHOpaHHOE M3 MeTVMasoJla, nonnna
xamusa, jomuna Kajavsg  (HacHleHHBll pPacTBOp), NPONMITHOypalnia,
DAmMOAKTUBHODO ioma (Moman HaTpmsa 1) ¥ KOHUEHTPUPOBAHHOTO
pacrBopa Moma. Ilo MeHpmeN Mepe OnOMH TOpMOH runodmsa  MOXeT
npeIcCTaBJATe COOOM MO MeHblleW Mepe OIHO CPpelCTBO, BoIOpaHHOe U3
KOPTUKOTPONUHA , KO3UHOTPOIMHAE, oecMmonpeccuHa auerara,
Jeynposnaa auerara, KOPTUKOTPONMHAE NPOLJIEHHOTO nencTeuA,
comaTpeMma, COMaTpomNMHa ¥ BasonpeccuHa. o MeHbllle}d Mepe OIHO
JleKapCTBEHHOE CpenCcTBO, [ONOOHOE TOPMOHY napauyToOBUIHON XeJle3sl,

MOXeT [pencTaBJaTe CcoOOM 1o MeHbllel Mepe OHHO  CpelCTBO,

BHIOpaHHoOe n3 KaJgpumbenuona, KaJbUMTOHUHAE (uenoBeKa) ,
KaJlbLMTOHMHAE (nmococHa), KaJbULUTPKoIa, oMIruopoTaxucreposa u
srugpoHaTra ouHaTpusa. (CMm., HanpuMmep, pp. 696-796 Nursing 2001

Drug Handbook) .

[lo MeHbIIEN Mepe OIVH IMYyPEeTMK MOXeT NpelcTaBJIATH cobomm 1o
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MeHbllel Mepe OOHO CpencTBO, BHOpaHHOe M3  alerasonaMmuia,
aleTas3ojlaMvMia HaTpusA, amMusIopmnna ropoxJjopnrnna, 6§/MeTaH]/I,IIa ’
xJIopTaanIoHa, STakpMHaTa HaTpUA, DTaKPVHOBOM KV CJIIOTEL,

dypoceMmna, TUIPOXJOPTMA3ULI, WHIaNaMuia, MaHHUTa, MEeTOJiaz30oHa,
CNMPOHOJIaKTOHa, TOopceMuia, TpuaMTepeHa M MOUEeBMHB. [lo MeHbUeln
Mepe OIOMH pacTBOp SJIEKTPOAMTa WM 3aMellapuyii pacTBOp MOXeT
NpencTaBsaTs cofoV MO MeHblel Mepe OOHO CPenCTBO, BHOpaHHOE U3

augeTara kKajJgbpuums, KaPGOHaTa Kajgbumnsa, XJjiopmna KaJibUuuA, unrpaTa

KaJjieumAa, I1JiybumoHaTa KaJdbUMsA, TJIylernraTa  KaJbUMsa,  TJIKKOoHaTa
KaJeUuMA, JakTara kKaJabuus, odpochara kagbLUA (IBYXOCHORHOTO) ,
docdara KaJlb LM (TPEeXOCHOBHOTO) , JeKCcTpaHa
(BEICOKOMOIIEKYJISPHOTO) , OeKCTpaHa (HM3KOMOJIEKYJISIDHOTO) ,

reTakKpaxmala, xJopuna MarHrs, cyJasbaTa MaTHUS, aueTraTa KaJus,
bukapboHaTa KaJausa, XxXJOpuIOE Kaausa, IJIoKoHaTa KaJus, pacTBopa
PuHrepa oJis MHBEKLUN, pacrTeopa Punrepa nis VIHBEKUUMN
(JITaKTaTHOTO) " xJjaopuna HaTpuUs. Tlo MeHblIEN Mepe OOHO
NOOKMCIIAKIEe WM [NOAIEJladMBapliee CpeICTBO MOXeT IIPeINCTaBJAThH
cofbol o MeHblIEM Mepe ONHO CpelcTBO, BoOpaHHOe U3 OukapboHaTa
HaTpuA, JiaKTaTa HaTpuda M TpoMeTamuHa. (CM., Hanpumep, pp. 797-
833 Nursing 2001 Drug Handbook) .

[To MeHbWlEeM Mepe OnOro CpencTBO IONA IIOBHUIEHUMS  YPOBHHA
reMorJIOBMHa B KPOBM MOXEeT IIpencTaBJisiTb CcoDOM N0 MeHblled Mepe
OOHO CpencTBO, BeOpaHHOEe us Qymapara xenesa, IJIOKOHaTa Xenesa,
cynedara xenesa, cyardPaTra xejesa (BEICYHIEHHOTO) , IeKCTpaHa
xeJsesa, copbura xemnesa, KOMIIJIEKCA rnoJsiMcaxapuin-xesjes30 4
KOMIJIEKCa IJVIOKOHaTa XeJjlesa C HarpueM. I[Io MeHblIeN Mepe OOMH
aHTUKOATYJISHT MOXeT IMpencTaBssaTe cofoM IIo MeHbllIe Mepe OLHO
CpencTBO, BHOpaHHOe M3 apaenapuHa HaTpusa, IOaJbTenapuHa HaTpusi,
HaHanapouza HaTpus, DHOKcallapMHa HaTpus, TIelapuHa Kajbuus,
renapvHa HaTpusa M BapbapwHa HaTpusa. [lo MeHbUWEM Mepe OOHO

MNpOM3BOOHOE KPOBM MOXeT IpeldCTaBJIATH coBo o MeHblen mMepe OIHO

CpelnCTBO, BEIOpaHHOE n3 anpByMMHa 5%, anbOyMMHa 25%,
AHTUTIEMODMIIEHOTO dbaxTopa, AHTUMHIUBUTOPHOI'O KOaTyJISHTHOT O
koMIiexkca, aHrtuTpomdbuHa III1 (uenomBeka), odakrTopa IX (4esoBeka),

koMIiekca Gakropa IX M odpaxuuit ©OeJkOB Njas3Mbl. [10 MeHbUIEW Mepe

onvH TpoMBoIMTUUECKUM depMeHT MOXeT MNpencTaBJATh, cofor o
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MeHbWew Mepe OOHO Cpen:TBeC, BrIOpaHHoOEe ns albTersassl,
aHMcTpenaasel, peTeruiase pexoMOMHAaHTHOM) , CTPEenNTOKMHa3e U
YPOKMHEaSBHL. (C™m., Harnpumep, pp. 834-66 Nursing 2001 Drug
Handbook) .

Ilo MeHbHIEN Mepe OJHO AJKUIIMDYIIWCE JIeKapCTBEHHOEe CpencTBO

MOXeT npeicTaBsaTh CcoboM Mo MeHblieli Mepe  OIHO  CPeNCcTBO,

BEHIOpaHHOE ns BucynedaHa, KapbonnarmHa, KapMy CTUHE,
xJjopaMmdbyumnna, LHyCcrJaTuHa, umkJjopochamMmnia, npochammoa,
JIOMYCTMHA, MexXJIop3TamMMHa IMIpoxJjopunna, Mmesbanana, MeJgdajiaHa
TMIpoxJiopuia, CTPenToO30UMHA, TEeMO30OJIOJNIMM A 1 TUOTEIHL. Ilo

MeHblell Mepe OOVH aHTuMeTaboJuT MOXeT MNpelCcTaBJIATb coboy TIIo
MeHblWel  Mepe OIHO CpencTBo, BHIOpaHHOE ns xarneuyrabuHa,
KJ1anpnubuHa, umTapadbuHa, ¢JIOKCYPUIOVHAE, bpnynmapabuHa Qocdara,
dropypaumna, TUIOPOKCMMOUYEBMHB, MEPKAanTONypuHa, MeTOTpeKcaTa,
MeToTpekcaTra HaTpua M TIIOTYaHuHa. [lo MeHbmeM Mepe  OIHO
AHTUBMOTHMUYECKOE NPOTUBOOIYXOJIeBOe CpPeACTBO MOXET NPeNCTaBJIATH
cofoli Mno MeHbllell Mepe ONHC CpencTBO, BrOpaHHOE U3 BreoMmnuMHa

CYﬂb@aTa, JaKTMHOMMIIMHGE, naynopyémumaa JIMNOCOMasibHOToO uUMTpaTa,

nayHopy©OuLMHa TUIpOXJIopUla, IOKCOPYDBULMHa TMIOpoxJopuIa,
JIMITOCOMAJIEHOTO ONOKCOpPYDMLMHE TUIOPOXJIOPUIA, snupyOuLMHa
TUOPOXJIOPUIA, nnapyoduumHa TUIOpOXJIOPKIA, MUTOMULIMHAE ,

NeHTOCTaTHHAa, [IMKaMMLUMHa 1 BajpyouumHa. Ilo MeHbllelt Mepe OIHO
NpOoTUBOONYXOJIEBOE CcpencTeo, KOTOpOE  M3MEHAeT  TOPMOHAaJIbHEI]
GajlaHC MOXeT NpedCTaBJIATb CcOoOOM Io MEeHbIIel Mepe OINHO CPenCTBO,
BLIOpaHHOE K3 aHacTpo3oja, OukanyTraMuna, 3SCTpaMyCcTUHa bocbaTa
HaTpWs, OK3eMecTaHa, oJyTamuua, IO3epeMHa auerara, JeKTpo3oJiad,
Jeynpoiuia aleTaTa, MarecTpoja auerara, HWIyTaMMia, TamokcudeHa
uMTpaTa, TeCTOJaKTOHa W TopeMupeHa UMTpaTa. [lo MeHblel Mepe

OIOHO TIlpouee HpOTMBOOHYXOHeBOG CpencTBO MOXET npencTaBJiATh cobon

no MeHbwey Mepe OOHO CpPeACTBO, BbOpaHHOE M3 acnaparyvHasbl,
Gaunn KassmeTTa-I'epeHa (BCG) (KMBBIX UHTpPaBEe3UKYJIAPHEIX ) ,
nexapfasuHa, ooueTakcesa, sTon3una, DTON3KIa docbaTa,

reMuMTadMHa TUIPOXJopuOa, WPMHOTEKAaHa TIMIpOoXJjopuna, MUToTaHa,
MUTOKCAHTOOHA TV OPOXJIOPV:Oa, rnakauTaxkcena, rieracrnaprassl,
nopbdumepa  HaTpug, npokapfasuHa  TUAPOXJIOPUIA, prrykcuMmaba,

TEHMNOSMOA, TONOTEKaHa TUIPOXJopuIa, TpacTysymaba, TpeTMHOMHA,
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BUMHOJIACTUHE cynebdara, BUHKPUCTUHA cynbbara " BUHOpPeJIOMHa
Taprpara. (Cm., Hanpumep, pp. 867-963 Nursing 2001 Drug
Handbook) .

[lo MeHBWEM Mepe OIMH MMMYyHOIEINPEeCCaHT MOXeT NpedCcTarBJifdTh
coboV o MeHbley Mepe OOHO CpelICcTBO, BrOpaHHOe 13 as3aTUONPpUHE,
Gazunukcumadba, LUMKJIOCIIOPV:Ha, naknmaymada, IMMOOLMTAPHOTO
VIMMYHOTJIOOYJIMHAE, MYypPOMOHa6-CD3, MUKObeHOoJIATa MObeTUnAa,
MUKOGEHOJIATa MOQeTusia TUIpOoXJiopuIa, CHUPOJMMyCca M TakponmMmyc. o

MeHbIelr Mepe OIOHa BaKUMHa MM TOKCOMI MOXET MpelCTaBlIATb CODOM

1o MeHblie¥ Mepe OIHO CpencTBO, BHOpaHHOe wm3 BakluuHeE BCG,
NPOTUBOXOJIEPHOM BaKUVHEL, TOKCOUIIOB onbrepnn " cToNfHAKE
{ancopBbupoOBaHHEIX) , ancopbiIpOBaHHBIX TOKCOMIOB onbrepnn 12

cTonbHaka M OeCKJeTOWHOM BakKUVHB [POTHUB KOKJKWAa, TOKCOUIOB
oMdTepum M CTONOHAKAE M EAKLUMHBE [POTUBR KOKJIOWA C  LeJibHBIMK
KJIeTKaMyu, BakKLUMHB NpoTuB Haemophilius b Ha OCHOBE KOHBIOIATA,
BaKUVHE NPOTMB Tenarura A (MHAKTUBUMPOBAHHOM), BAaKUMHE [1PDOTUB
rerlatura B (pexOMBOUHaHTHCH) , TpexXBaJIEHTHOW  BakKUUHEI MPOTUB
BUpyCa Tpunna TurnoB A u B 1999-2000 (oyYMuWleHHbI! [OBEPXHOCTHLIM
aHTUTEH), TPexXBaJIeHTHOM BaKUMHEI HNPOTME BMpyCa Ipunna TUIIOB A U
B 1999-2000 (CcyOBUPMOH WM OUMIIEHHHI CyOBVPMOH), TpexXBaJIeHTHOMN

BaKLUMHB NPOTMBE Bupyca Tpulina Tunos A u B 1999-2000 (uesem

BUPUOH] , BaKIIVHE npoTus BUPYyCa SIIOHCKOTO sHuUebanmnTa
(MHAKTUBUL OBAHHOM) , BaKLMHE NIPOTUB BonesHu JlanmMa
(pexoMbBuHaHTHOM OSpPA), BaklMHE [IPOTUB BMPpYyCa KOPU U CBUHKK U
KpacHyxXM  (XMBOW), BaKUMHH [IPOTUB BUPYCa KOPU ¥ CBMHKU U

KPacHyx” (XMBOM AaTTEHYVMPOBAHHOM), BaKUMHB MPOTUB BUPYyCa KODPU

(XMBOM a&TTEHYUPOBAHHONM), BaKLUMHEI Ha OCHOBE MEHMHIOKOKKOBOT'O
roaucaxapnoa, BaKUMHE TMNPOTMB BUPyCa KOpWM  (XUBOM), BAaKLUMHE
MPOTUB UYMBl, I[THEBMOKOKKOBOM BaKUMHBE ([IOJMBAJIEHTHEINM) , BaKLMHL
NpOTUE BUPYyCa NOJMOMMENNTa (MHaKTUBUPOBAHHOM), BaKUMHB NPOTUB
BUpYCa [IoJIMoMMeInTa (xuBOM, rnepopajibHOM, TPEXBAJIEHTHOU) ,
BakUMHE TpoTMB OemeHcTBa (alcopOUPOBAaHHOM), BaKUMHBI [POTUB
BHeweHCcTRa (OMIJIOUIHEE KJETKM YeJIOBeKa), BakUMHBE I[IPOTUB BUPYCa
KpPAaCHYXM ¥ CBMHKM (XMBOW , BakKLUMHH T§POTUB BUPYCa KPACHYXMU
(XMBOM aTTEeHYMPOBAHHOM), TCXxcouIa CTONOHAKa (alcopbUPOBAHHOIO),

TOKCOUIOA cTonBHAKAa (X11OKOTO) , BaKLUMHEI NpOTUB Tnda
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(mepopaJibHOM) , BaKUMHE NPOTIE TUda (mapeHTepalibHOM) , BaKLMHE Ha
OCHOBe rnoJucaxapuma nporme Vi  Tmda, BakuUMHBE IPOTMB BUpyCa
BETPAHOM OCHB ¥ BaKUMHE NPOTUB XEJTON Juxopaixu. IO MeHbIen

Mepe OJOMH aHTUTOKCUH MM aETUBEHMH MOXeT NpedCTaBJIATE cobol 110

MeHBIIe Mepe OIHO CpelcTro, BoHOpaHHOE K3 AaHTUBEHMHa Illayka
YEepHOM  BIOBE, AaHTUTOKCMHa [POTUB 3MEMHOIO  AHa Crotalidae
(MOJMBAJIEHTHOTO) , AaHTUTOKCKHa mudTepum (SKBUHAE) M aHTUBEHMHA

Micrurus fulvius. [lo MeHbIIEZ Mepe OIHa MMMYHHas CEBODOTKa MOXEeT
NpencTaByiaTbs COOOM MO MEeHbLEeNW Mepe ONHO CPelnCcTBO, BEHIOpaHHOE "3
MMMYHOTJIOEyJIMHa MNpOTUB UMTOMETaJlOBRMpYyCa (BHYTPUBEHHOTO) ,
UMMYHOJIOBYJIMHA NPOTUB Tenatura B (4YesoBeKa), BHYTPUMEIIEUHOTO
VMMYHOTJI06yJiHa, BHYTPMBEHHOI'O MMMYyHOIJIOOYJMHAE, VIMMYHOTJIO0YIMHAa
npoTtme  OelleHCTBa (ueyioBEKA) , BHYTPMBEHHOT'O  MMMYHOTJIOOYNMHA
npoTuB pPEeECnUPaTOPHO - CUHLMUTUAJIBHOTO BUpYCa (uesyoBeka),
UMMYHOTJIOOYIIMHE Rh, (D) (uesioBeka), BHYTPMBEHHOTO
MMMYHOTJIODYIMHA Rh, (D) (uenoreka), VMMYHOTJIOOYJIMHA NpOTUB
cronfHaka (yeJjoBeka) M UMMMYyHOIJIOOyJsiMHa NPOTUB varicella-zoster.
Mo MeHbmel Mepe OOHO MoaubMuupyoumee OUOJIOTUYECKMI  OTBET

CPencCTBO MOXeT MpeAcTaejiaATe Ccofoit  mo MEeHBIIe Mepe  OOHO

CpencTBo, BEIOpaHHOE nus aJlbIecJeKnHa, 3rO3THHa-anbda,
bunrpacTuMa, TJaTMpamMepa auneTara Jia  MHBeKUM,  MHTeppepoHa
anlbdaxoH-1, wuHTepdepoH aybda-2a (pekoMBMHAHTHOTO) , MHTEepdepoHa
anbpa-2b (pexomBuHaHTHOTO), uMHTepbepona Oera-la, nHTepdepoHa
Gera-1b (pekOMBMHAHTHOTO), WHTepdepoHa TramMa-lb, JeBaMu30Ja
TUAPOXJOpMIA, ONpesBekyMMa U caprpamocTuma. (Cm., HanpuMmep, pp.

964-1040 Nursing 2001 Drug Handbook) .

[lo MeHbllel Mepe OIOHO NPOTHMBOMHQEKUMOHHOE CPpenCTBO INA IJias

MOXET OBITE BEIOPAHO n3 auuTpalmnHa, RJopaMpeHuKola,
umMnpodiokcaumHa TUIPOXJIOPUILE, IPUTPOMULIMHA, PeHTaMMUMHa
cynsdaTa, opnokcauyHa 0, 3%, MOJIMMUKCUHAa B cynbdpara,
cynbsdauerTamMmuia HaTpUs 10%, cyJbbaueTamMmna HaTpUA 15%,

cynedanerammuna narpus 30%, TobpammuvHa 1 BuOapabuHa. Tlo MeHblelR
Mepe OIHO IPOTUBOBOCHAJMTENbHOE  CPencTBO  Ajs  TJlas MOXeT
rNpencTaByATE CODONM MO MEHble Mepe ONHO CPeNCcTBO, BHIOpaHHOE U3
mekcaMeTasoHa, nexkcaMerasora HaTpusa dochaTa, IOMKIOPEeHaKa HATPUA

0,1%, dropmMeTOJSIOHA, Hnydunpodena HaTpusi, KaTopoJaka
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TpoOMeTaMMHa, [pPpeIHM3OJIOHa alerara (CyCneHs3uu) U IpeIHU30JIOHA
HaTpus oOocdara (pacrTeopa). I[lo MeHbllel] Mepe OIMH MUOTUK MOXET

npencTaBnsaTs CcoOOM IO MEeHbWS) Mepe OOHO CpencTBO, BHOpaHHOE U3

aueTUIXONMHa XJopula, kapHaxojga (BHYTpUIJIA3HOTO), kapbaxola
(MecTHOTO) , skoTHOdaTa monnna, nuJjioxkapnmHa, NnuJoKaprnmeEa
TUOPOXJIOPUAA M NWUJOKapluHa HUTpara. [0 MeHbllell Mepe OIOMH

MUOPMaTUK MOXeT NpenNcTaByidTb CcoBOM 1O MeHbIlel Mepe OIHO
CpPencTBo, BEIOpaHHOE U3  aTponMHa  CcyJabdara, LUMKJIOTIEHTOJIAT &
TMIopoxJjiopuna, anpeHanHa rmnpoxJiopuna, 3rMHeppuIa DopaTa,
TOMaTpOnMHa I'mipodpomuna, (a2HUIBOPMHaE TI'MIOPOXJIOPMIA, CKONOJIaMMHAa
rmgpobpomMmna u Tponukammia. o MeHblen Mepe OIHO
cocynocyxuBawliee CpelcTBO NS IJlald MOXeT IMNpelCcTaBJIATb CoBoV IO
MeHblel Mepe OOHO CpeiacTBO, BEIOpaHHOE n3 HadaszomHa
TUOPOXJIOPMIa, OKCUMETAas30JMHa TUIPOXJIOpMIa U TeTparuIpo30JiMHa
TunpoxJjopmuna. I[lo MeHbWEM Mepe OOHO Ipouee CPpeICTBO IJA IJas
MOXeT T[pelCTaBJIATbL 10 MeHbUIEM Mepe OOHO Ccobol CpencTsBo,
BeIOpaHHOE ns3 anpakJIoHV. OMHa TUOpoOXJiopuIa, BeTokcasiosia
rugpoxJjopuna, OpMMOHMIOMHA TapTpara, KapTeoJjioja IuUIpoxJjopuna,

,IIMHMBGCDpMHa rmgpoxJsiopmnna, Lop3oJlaMMia I'MAOpoxXJjopyuna, osSMelacTrHa

omupymapaTa, bryopecuenHa HaTpUL, keToTUbEHA bymapara,
JlaTaHolpocra, J1eBoBOyHOJIO 18 TMOpoOXJopKIa, MeTUIpaHoJoJa
TUIOPOXJIOPUIA, XJopula HaTpusa (IMUMNEePTOHUYECKOTO) U TUMOJIoJIa
MajieaTa. Ilo MeHbWeN Mep¢ OIHO CPpencTBO OJA yllelM MOXeT

NnpeincTaBisaTe coOOM IO MeHbLIEM Mepe OOHO CpelCcTBO, BHOpaHHoe U3
SopHOM KUCJIOTH, nepoxcuua kapbammna, xJiopaMbeHrKona "
KOHIEeHCcaTa oJieaTa TpUITaHOJIaMMHAa [oJunenTuia. I[Io MeHbley Mepe

OIJHO JleKapCTBEHHOe CpenCTBC JId HOCa MOXeT NpedcTaBJIATDH cobon

o MeHblle Mepe OIOHO CpeIncTBO, BuHOpaHHOEe M3 OeKJIoMeTas0Ha
ourpoenMoHsara, OyneszoHua, sdenpuHa cynbbara, anpeHaJiMHa
TuapoxJiopuna, ¢nyHuzonmna, briyxkasoHa IponmoHara, Hadasz0JMHa
ryapoxJgopuia, OKCUMETAa30JIMHa rMopoxJjopuia, bernunsppuHa
ryopoxJjopuia, TeTPparniapo30JiMHa rMgpoxJjopuia, TPUAaMLVHOJIOHA
ageToHMIa ¥ KCUJIOMEeTAasoJIMHa IuipoxJjopuna. (CMm., Hanpumep, pp.

1041-97 Nursing 2001 Drug Handbook) .
[Io MeHblUle Mepe OOHC IIPOTUBOMHOEKUVOHHOE CpencTBO IJid

MECTHOI'O IIPMMEHEHNMA MOXeT IpelcTaBJIATb coBoM 1o MeHbulen Mepe
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OOHOC CpeldcCTBoO, BbI@paHHoe n3 aluMKJIIOBUDA, aM(bOTepMUJ/IHa B, kpema c

asesanHoOBOM KUCJIOTOM, BSaumTpaunHa, 6y TOKOHa3oJa HUTpaTa,
KJIMHIaMMumMHa dbocdhara, KJoTpUMasosna, BKOHazoJa HUuTpara,
SPUTPOMULIMHE, TeHTaMMUUHa  CyJbdarTa, KeTOKOHa3oJa, MabeHMIa
aueTara, MeTpoHMIaszsoJsa (Ong MeCTHOTO IIPUMMEeHEeHMs), MUMKOHas3ola
HUTpara, MynMpoOuMHa, HadTudMHa rapoxJjopunia, HEeOMMLMHA
cyabvbdama, HuTpobypasoHa, HMYCTaTUHa, cynbbamuasmHa cepebpa,
TepOuHadrHa TUIPOXJIOPULA, TepKoHasoJa, TeTPAaLMKIIMHA
TUOPOXJIOPUIA, TUOKOHaszsoJNa 1. TojlHabraTa. Ilo MeHbWIEN Mepe OIMH

cradbuuun WIYM NeIUKYIMUMI MOXeT I[PeNCTaBNasATb, COOOM NO MeHbIeNr
mepe OLHO CpelCTBO, BLIC pAHHOE ns3 KpOTaMMUTOHA, JIMHIOaHa,
nepMeTprHa U OUMPEeTPUHOB. [0 MeHbHEeM Mepe OIMH KOPTMKOCTEPOMI
0JIS MECTHOTO IIPUMEHEeHUs MOXeT I[peICTaBJdaTe CcoBoM no MeHbllen
Mepe O©IOHO CpPencTBO, BeOpaiHoe M3 OeTaMeTa30Ha JUIpOonuoHarTa,
DeTaMeTasoHa paJiepara, rxpobeTasona nponuoHara, ne30HMIna,
Oe30KCUMMeTa30Ha, OekcaMeTasoHa, JIHOeKcaMeTasOHa HaTpus oocdhara,
oudpsopazoHa IOuauerara, QIvOUMHOJIOHa aueToHuna, QiayoumMoHmna,
bnypaHupeHoauna, daykaz=oHa nponuoHara, rajJuonmnia,
ITMIAPOKOPTU30HA, ruapoalerara KOPTM30OHA, TUOPOKOPTUIOHA
ByTupara, TMIPOKOPTU3OHA BaJiepara, MOMEeTas30Ha dpypoara u
TpUaMLMHOJIOHa aueroHuma. (CMm., HanpmMmep, pp. 1098-1136 Nursing
2001 Drug Handbook) .

ITo MeHblen Mepe OIOUH BMTAaMMH 12807 MMHepaJl MOXeT
NnpencTaBnaTs coboM I10 MeHbuel Mepe OJHO CpelcTBO, BHOpaHHOE U3

BUTaMMHa A, KOMIJIEKCa BUTAMUHOB B, uUMaHkoOasaMmMHa, OQOJIMEBON

KUCIOTHI, TunpokcukobasaMmMHa, JeMKOBOpUHAa  KaJjbUusd,  HualMHa,
HUauMHaMuna, OUPUIOKCUHa TUIpoxXJopuIa, pubodsiaBuHa, THUAMMHA
TUOPOXJIOPUIE, BUTaMMHa C, BUTaAMMUHA D, xJiopKagsuubeposa,
sprokaJssuubeposa, aHaJiora BUTaAMMHAa D, noxkcepkansunbeposa,

napukansuuToJNa, BuUTaMMHa E, axnanora sBuTammHa K, @uToHaIuoHa,
bropuna HaTpusa, Odropmuma HaTpusa  (MECTHOIO), MUKPOIJISMEHTOR,
XpoMa, MeIu, wMona, MapraHua, ceJjleHa ¥ UMHKa. [lo MeHpWEeW Mepe
ONHO KaJIopuliHOe CpelCcCTBO MOXeT IIpendCTaBJsTb CcofOoM No MeHbUEeN
Mepe OIOHO CpenCTBO, BHOPiHHOE U3 AMMHOKUCIIOT IJas MHOQY3UM
(KpuCTaNIMUYeCcKux) , aMUHOKL CJIOT 0 VHQY 33U B IeKCTpoO3e,

aMMHOKMCJIOT OJS MHOY3UM ¢  SJeKTPpOJIMTaMM,  aMMHOKMCJIIOT — OJIA
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MHOY3UIT C DIJIEKTPOJMTAaMUM B IHEeKCTpO3e, aMMHOKUCIOT s MHOQY3uMH
npy TMeYeHOUHOM HEeOOCTATOUHOCTM, AaMMHOKUCIOT HIJIA UHQY3uin npu
BEICOKOM M2TabOoJIMYeCKOM CTESCCe, AaMMHOKMCIOT IJNA MHOYy3uyr Ipn
[IOYEeUHON HeIoCTaTOYHOCTH, IEeKCTpPO3H, XVPOBBIX BMYJIb CUl "
TpUIIMLEpPUIoB cpenHei uenu. (CM., HanpuMep, pp. 1137-63 Nursing
2001 Drug Handbook) .

KoMmnosuuum aHTUTEeN [IPCTUR IL.-23pl9 o HacrTodaumemy
N306peTeHNn, KpoMe TOI'o, MOT'YT colepXaTb [0 MEHbWel Mepe OIHO
M3 JIOOLIX TIPUTOOHEX M 90C @KTMBHBEIX KOJIMYECTB KOMINO3MULMM MM
bapMalleBTUYECKOM KOMIO3MLUMY, CcOoIepxXallel NO MeHbley Mepe OHHO
anTuTe10 rpoTue IL-23pl9, KOTOpOe MPMUBOIAT B KOHTAKT C KJIETKOW,
TKaHblO, OPIAHOM, XMBOTHBEM IUJIM I[AaLUMEHTOM, WIM BBOIAT B KIETKY,
TKaHb, OpTaH, XMBOTHOMY WJIM TAaUMEHTY, HyXIawoleMycs B TaKoM
MO OYJIMPOBaHMM, BOBIENCTBKM nim Tepanuu, KpoMe TOTO,
HeobBa3aTesbHO CoOIepXamel o MeHbllel Mepe OINOHO  CPencTBO,
BEIOpaHHOe wu3 aHTaroHucrta TNF (HanmpuMep, HO He OTPaHM4YMBaAChH
VMM, X/MMUECKOTO MU DeJIKOEOSIO aHTaroHucra TNF, MOHOKIJIOHaJIbHOTO
niu [IOJIMKJIOHAJILHOTO  aHTUTeJIa nporms TNF  wmiaum bparmeHTa,
pacTBOpUMOTO pelenrtopa mia TNF (Hanpumep, p55, p70 mmam p85) wnm
bparmeHTa, X  CJAWTHX  T[OJUIENTUIOBR  WJIM  HUBKOMOJIEKYJISAPHOTIO
aurarodmcra TNF, HanpuMmep, cBsas3pBaomero TNF Oenka I wm II
(TBP-I wunm TBP-II), Hepenumomaba, wuHIMkCuMmaba, DSHTepalenra,
CDP-571, CDP-870, abermmomaba, JieHepLenTa u T.I1.),
NPOTUBOPEBMaTUUECKOTO CpencTBa (HanpumMmep, MeToTpeKcarTa,
aypaH®uHa, aypoTMOIJIOKO3Bl, asaTuorpuHa, 3ITaHepuenra, 30J0Ta
HaTpus TuoMaJaTra, I[MIPOKCUXJIOPOKBMHA CyJibdara, JedsyHOMMIE,
cynsbacansuHa), MBIIEYHOT'O peJjlakCaHTa, HapKOTUYEeCKOTO CpeacTsa,

HeCTepOnIHOTO NpOTMBOBOCHANIMTENIEHOT'O JIEeKapCTBEeHHOT'O cpellCTBa

(NSAID), obezbosmmBaKpuEero cpencrra, aHecTeTuKa, cernaTMBHOIO
cpencTsea, MEeCTHOT'O aHecTeTuka, HEepPBHO-MBIIEYHOT'O brokaropa,
MPOTUBOMUKPOOHOT'O cpencraa (HanpuMmep, aMMHOTJIMKO3M A,
NpOTUBOTPHUOKOBOTO cCpencTea, NpOTUBONapasuTapHoOT O cCpencTEea,
IIPOTUBOBUPY CHOT'O cpencTea, kapbaneHeMa, uedanocriopmHa,
GTOPXMHOJIOHA, MaxKpoOJUILE, [NeHMuUnInHA, cyJapdoHamMma,
TeTpauMKJIMHa, OIpyIoro NPOTUBOMMKPOOHOTO CpencrTea),

NPpOTUBOIICOPMA3HOT'O CpeldCTEa, KopTHMKOCTEepouna, aHaboIMueCcKoro
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cTeponla, cpenacTea NPpOTUE ovadera, MMHeDpalJa, nmMTaTeJlbHOTI'O
BeuwecTBa, cCpeldCTBa IJIA WYTCBUIOHOMN XeJie3bl, BMTaMMHa, CBA3aHHOIO

C KaJlpuyem TI'OpMOHa, cpengctTea NpoTur IMapen, cpencrsa  IMpoTVE

Kauns, NDOTUBOPBOTHOTI'O cpencrea, cpelncTea [IPOTUHE A3BE,
cnabuTeNbHOTO cpencTea, aHTUKOaTyJAHTAa, SPUTPONO3TUES
(HanpumMep, 3M03TUHa  anbda), punTpacTMa (HaripuMmerp, G-CSF,
Neupogen) , caprpaMocTmUMa (GM-CSF, Leukine), cpencrea  IJA
VIMMYHMU3aluum, UMMYHOTJIODY Il Ha, MMMYyHOIEenpeccaHTa (Hanpumep,
asunurcuMmaba, LUMKJIOCNIOPUHA, naxknuzymaba) , TOPMOHA pocra,
3aMeCTHTENILHOTO TOPMOHA&JEHOTO JIeKapCTBEHHOTO CpencTBeE,

MOOyJiATOpa SCTPOI'€HOBHIX pel«lnNTopoB, MUIPMaTMKa, CpelCcTBa I[IPOTVBR

LMKJIOIIJIeTru, aJIKWIMpymueroe <cpelcTBa, anTuMeTabonunra, I/IHI‘I/IGVITOpa

MUTO3A, pamnobapMalleBTUUE KOO Cpencrea, aHTUIenpeccaHrTa,
cpencTsa [MPOTUB MaHMU, AHTUTNICUXOTNUECKOT O CpencTB&E,
aHKCUOJIMTHUKE , TUMHOTUYECKOTO cpencTea, CUMMaTOMYMETUKE,

cCTUMYJIVMpYULEero cpencTrsa, lLOHeresula, TakpuHa, JeKapCTBEHHOTO
cperncrea OT acTMH, BeTa-aroHuUcTa, cTepouna OJis  MUHTAJNALMH,
MHTUMOUTOpa JIEMKOTpMEeHa, MEeTUJIKCAHTMHA, KPOMOJIMHAa, alpeHaluHa
Z0)8%1 aHaJiora, IopHAa3k anbda (NyJ1EMO3UM) , LMTOKMHA I
aHTaI OHMCTa UMTOKMHA. HeoTpaHuduBawouwme IpMMEepbl TakMX UMTOKMHOB

BKJIQUAIOT, HO He oTrpaHuuMBakTcs wuMu, Jodonm m3 ot IL-1 pmo IL-23

(Hanpumep, IL-I, IL-2 u T.1.). [IpuPOoOHEIE HOBE XOPOWO U3BECTHL B
OaHHOM! odnacTu. CmM. , HanpuMmep, Wells et al., eds.,
Pharmacotherapy Handbook, 2™ Edition, Appleton and Lange,
Stamford, CT (2000) ; PDR Pharmacopoeia, Tarascon  Pocket

Pharmacopoeia 2000, Deluxe Edition, Tarascon Publishing, Loma
Linda, CA (2000), BCe M3 KOTOPHX BKJIOUEHH B HacTOfAuee ONMCaHUe
B KauyeCTBe CCBUJIOK B [OJIHOM OOBEeMe.

Takye TMPOTMBOONYXOJIEBEE WIM MNPOTMBOMHQEKILMOHHEE CpeacTBa
TaKXe MOTYT BKJIOUYATH MOJIEKYJEl TOKCUHOB, KOTOPEE acCCOUUMPOBAHEH,
CBSI3aHE, KOTOPHE COBMECTHO COCTAaBJIAKT WM COBMECTHO BBOINAT IO
MeHbIllell Mepe C OOHMM aHTUTEJIOM I[10 HAaCToAWleMy UW300pEeTeHUn.
IercTBMe  TOKCHMHa Heobsg3aTesibHO MOXeT OBTh  HaNpaBJIEHO  Ha
CeJIEKTURBHOE  YHUYUTOXEeHUE raToJIOTUUECKON  KJIeTKWM  MIM  TKaHU.
NaTosiorMyeckasa KJeTkKa MOXeT TMpPelCcTaBJAT: CcoDOM 3JI0KaYeCTBEHHYIO

Uy OpyTyw KJeTky. Takue TOKCKMHB MOTYT IIPeIcTaBJATb CcoOO0M, HO
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HEe OTIPAHMUMBATBLCSH MMM, OUUIISHHHIM UM PEKOMOMHAHTHBIN TOKCHH WJIU
bparmeHT TOKCHHA, comerp xammi rno MeHbIIen Mepe OOMH
OYHKUMOHAJI > HBIA UMTOTOKCUUsCKUN IOMEH TOKCUHAE, Harnpumumep,

BbI@paHHOI‘O o MeHblen Mepe 13 OHOHOI'O "3 pHMLMHAE, ,HM(I)TGpI/IIZHOI‘O

TOKCHHe, TOKCUHa SMEMHOI'O A0a nJm 6aKTepmaanoro TOKCHHA.
TepMI/IH TOKCUH TaKXxe BKRIIOUaeT Kak OHIOOTOKCWMHEI, Tak 12
SK30TOKCHMHEI, nponoyumupyeMbl= NpmMpoaOHBIMHA , MYy TaHTHBIMUM 1281348

peKOMGI/}fHaH’I'HblMI/I GaK’I‘epMFIMI/I Vi BUpPpyCaMK, KOTOPEIE MOT'YT BEI3BIBATH

Joboe NaToJIOTUUECKOE COCTOSHME y YyeJioBeKa " IpYyTUX
MJIEKONMTAKMMKX, B TOM UMCJI€ TOKCUMHOBBI WOK, KOTOPHIM MOXET
npyBeCcTV K cMepTn. TaxkuMe TOKCUMHBE MOTYT BKJOUAThL, HO  He
OTPaHUYUBATECH UMH, TepMoJiadMITb HEIN (LT) SHTEPOTOKCUH

SHTEPOTOKCUTEHHEX E. coll, TepMOCTa®uIbHE B3HTEPOTOKCUH (ST),
UMTOTOKCUH Shigella, SHTEpPOTOKCUHE Aeromonas, TOKCUH-1 cuHIpOMa
TOKCUYECKONO mokKa (TSST-1!, CcTadMIJIOKOKKOBEM DBHTEPOTOKCUH A
(SEA), B (SEB) wmmu C (SEC), CTPENTOKOKKOBHE 3HTEPOTOKCMHE U

T.n. Takue 6aKTepI/H/I BRJIKYAK™, HO He OI'PaHuMuMBaKnTCsa MMM, WMITaMMBl

I BY OBl SHTEPOTOKCUT'€@ HHBIX E. coli (ETEC) ,
3HTeporeMopparmMyeckux k. coli (HanpuMmep, wTaMMbel CcepoTuria
0157:H7), 1T & MMBbI Staphylococcus (Hanpumep, Staphylococcus
aureus, Staphylococcus pyogenes), uwraMmmel Shigella (HanpuMmep,

Shigella dysenteriae, Shigella flexneri, Shigella boydii wu
Shigella sonneli), wramMmMmel Salmonella (HanpumMmep, Salmonella

typhi, Salmonella cholera-sulis, Salmonella enteritidis), WmTaMMbl

Clostridium (Hanpmumep, Clostridium perfringens, Clostridium
dificile, Clostridium botulinum), T 3 MMEI Camphlobacter
(HanpuMmep, Camphlobacter jejuni, Camphlobacter fetus), WTaMME
Heliobacter, (Hanpumep, Heliobacter pylori), wraMMmsl Aeromonas

(Hanpumep, Aeromonas sobria, Aeromonas hydrophila, Aeromonas

caviae), Pleisomonas shigelloides, Yersina enterocolitica,
1T & MMB] Vibrios (HanpuMmep, Vibrios cholerae, Vibrios
parahemolyticus), wrammel Klebsiella, Pseudomonas aeruginosa wu

Streptococci. CMm., HanpumMep, Stein, ed., INTERNAL MEDICINE, 3rd
ed., pp 1-13, Little, Brown and Co., Boston, (1990); Evans et
al., eds., Bacterial Infections of Humans: Epidemiology and

Control, 2d. Ed., pp 239-254, Plenum Medical Book Co., New York
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(1991); Mandell et al, Principles and Practice of Infectious
Diseases, 3d. Ed., Churchill Livingstone, New York (1990);
Berkow et al, eds., Tlie Merck Manual, 16th edition, Merck wu
Co., Rahway, NJ., 1992; Wood et al, FEMS Microbiology
Immunology, 76:121-134 (1991); Marrack et al, Science, 248:705-
711 (1990), conepxXaHVE KOTCPHX BKJKOUEHO B HACTOAIEE ONMCaHUE B
KadeCT3€e CCHJIOK B I[IOJHOM OB6heMe.

CoenvHeHMSs, KOMIO3MLMUK WM COUEeTaHMHA aHTuUTes nOpotur IL-
23pl9 10 HacTosmeMy M300pPET2HMIO, KPOME TOTO, MOTYT CONEPXaThb IO
MEeHbIIe}y Mepe OIHO U3 JioObX TMNPUTIOOHBIX OOMNOJIHUTEJIbHEIX BelwecTs,
TaKMx Kak, HO He oIpaHMu.“Basce uMM, pas3baBuTelsb, CBA3yOIES
BeuwecTBo, crabtmwmsarop, Oyd2pe, CONM, JIUNOOMUIILHEIE pPaCTBOPUTEIH,
KOHCepBaHT, aOBIOBAHT MM CXOIOHEIE C  HUMM. dapmMaleBTUYECKU
npuemMsieMble IOMOJIHUTEJIbHEIE EelWlecTBa HABJAIOTCA NIPEANOYTUTEJbHBIMHA .
HeorpaHmumeamoume nNpMMepsl ¥ CHOCODH IIOJMYYEHUS TaKUX CTEePUSIbHHX
PacTBOPOBE XOPOWO WUI3IBECTHH B IOaHHOM ofjacTu, TakKMe KakK, HO He
orpaHM4YMBadAcCh 3TuM, Gennaro, Ed., Remington's Pharmaceutical
Sciences, 18 Edition, Mack Publishing Co. (Easton, PA) 1990.
OOBIYHO MCXHO BHOMPATE (QapMalLeBTUUECKM T[pMEeMJIEMBIE HOCUTEJ,
KOTOpPBIe ABJIAIOTCS [IpreMIIEMEIMY ons crniocoba BBeOeHusd,
PacTBOPYMOCTY M/uUIM CTadbuiIbHOCTY KOMIOSUUMM aHTUTENla NpoTue IL-
23pl%9%, ¢parmMeHTa WIAM BapMaHTa, Kak XOpOoWO WMIBECTHO B IaHHOM
oBJlacTM MAM KakK ONMCAaHO B HACTOSAMEM ONUCaHMUM.

®apMaleBTUUECKME BKCUMMOMEeHTH ¥ goBaBkM, [PUTOOHbBE 014
KOMITOBULIMMN 1o HaCcTOoAIEeMY N300peTEHND BKJIIOYUAIOT, HO He
orpaHMuMBaKTCca UMM, OelKM, TenTUAs, AaMUHOKMCJIIOTH, JMIMIOH U
YTDJIeROAE (HamnpuMMmep, caxapa, B TOM YKCJe MOHOCAaXapuie, IOu-, Tpu-
,  TeTpa- ¥ oaurocaxapwunel; [POM3BOIHLHE CaxapoB, TakKue Kak
aJlb OMTH, aJIbAOHOBHE KMCJIOTEH, STepUPMLUMPOBAHHEIE caxapa U T.I.; WU
nonucaxapuiel WK MOJIVIMEPH caxapos), KOTOpPBEIE  MOTYT OHITb
NPenCTABJIEHH OTIEJBHO MJIM B COUETAHUM, COCTABJIAA OTOEJILHO MU B
codeTaHnun 1-99,99% no wmMacce wuim 1o obwvemMy. WJIOCTpaTUBHLE
BesIKOBbIE HKCUMIMEHTHE BKJIOUAKT CHBOPOTOUHBIM albOyMMH, TakKoM Kak
CEIBOPOTOUYHEIM anbbyMmH uenoneka (HSA), pexoMOMHAHTHBIN ajbOyMuH
yeJIoBeKa (rHA), XeJlaTuH, Kaz3euH M T.I. PenpeseHTaTUBHLE

KOMITOHEHTE] aMI/IHOKI/ICJ'IO’I‘/aL"{'I‘VITeJ'I, KOTOPEIE TaKXxe MOTYyT
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PYHKLUMOHUPOBATE C OydPepHOM EeMKOCTbK, BKJIOYAKT alJlaHuH, TIJIMUMH,
aprubauy, ©GeTauH, TUCTUIONH, TJYTaMUHOBY KUCJIOTY, acrnaparvmHOBYIO
KUCJIOTY, LUUCTEeUH, JIU3MH, JeNuuH, W30JIEMUUH, BaJIMH, MEeTMUOHMH,
dbeHMIIATIAHUH, acriapram i T.I. Onnou NpennoYTUTEesIbHOM
aAMMHOKMCJIOTOM HABJISAETCHA IJIMLMH.,

Y1rneBOOHEE DKCUUIIMEHTH], NpUITOOHLE s IPUMEHEHU B
COOTBETCTBUU C 3TUM n3obpeTeHueM, BKJIOYAWT, HarpvMep,
MOHOCaxapunel, Takue Kak Qpy«Tosza, MaljnbTo3a, TrajakKkTosa, IJIOKO34d,
D-maHHo3a, copboza M T.I.; IOucaxapulbl, Taxkue KaxKk JIaKTo3a,
caxapozsa, Tperajyosa, uesuobuosa M T.I.; IoJMcaxapulel, Takye Kax
paduHOBa, MEeJM3MTO3a, MajibTONEeKCTPUHE, HOeKCTpaHel, KpaxMmaJbl, U
T.TM.; W aJbOUTE, TakuWe Kak MaHHUT, KCWUJINUT, MaJlbTUT, JakTUT,
KCUMJIMT COPOUT (TUIOUMT), MUOMHO3MTOJ ¥ T.0n. I[pennodTuTesikHBe
yTJIeBOOHEIE SKCUMIMEHTH 1714 IpUMMeHEeHns B COOTBETCTBUMU C
HacToSIMM U300peTeHMeM [MpelCcTasifainT coboy MaHHUT, Tperasjuosy U
paduHoO3Yy.

KoMmrcsuummu aHTUTes nporue IL-23plY% Takxe MOI'YT BKJIKOYAThH
Dydep WJIN N3MEeHslee PH BEIEeCTBO; Kak rIpaBuUio, Bybep
npencrasynseT coboOM COJib, MOJYYEHHYID M3 OpPT'aHUYECKON KUCJIOTH WU
OCHOBaHuUsA. PenpeseHTaTUBHEE Oydephl BKIIOWAKT COJIM OPTradMudeCcKMx
KMCJIOT, Takue KaK COJIM JIMMOHHOM KUCJIOTH, aCKOPOMHOBOW KMCJIOTH,
TJIIOKOHOBOVY KUCJIOTE, YTOJbHOM KMUCJOTH, BMHHOKAMEHHOW KMCJIOTH,
AHTAPHOM KUCJIOTHl, YKCYCHOM KMUCJIOTH WJIMU dranesont kucnote; Tris,
TUAPOXJOPUI TpoMeTaMuHa uiy QochaTHeie Oydepel. [lpeanodTUTeESbHBMMI
6ybepamyr IS NPUMEHEHMS B KOMIOBMUMAX [10 HACTOAleMy U300peTeHMo
ABJIAIOTCA COJIM OPTaHMYeCKUX KUCJOT, TakMe Kak umMrTparT.

KpoMme TOIO, KOMIOO3UIMK aHTUTEJI MNPOTUB IL-23pl9 no sTOMY

1300peTeHmMio MOTYT  BKJKYaTh  [OJMMEpPHbIE SKCUMNMEeHTH/ nodaBKy,

Takye Kak [OJIMBMHWINMPPONUIOHE, (QUKOJIBEL  ([OJMMEPHBII caxap),
OeKCTpaThl (HanpuMep, UUKJIODEKCTPUHEIL, TaKkue Kak 2-
TUNPOKCUIPONUII- 3 - UMKIIOOEKCTPUH ) , MNOJIMD TUIIEHTJINKOIN, BKYCOBBEIE
nobarky, MPOTUBOMUKPOOHEE cpencTra, rnoncrnacTureny,

AHTUOKCUIAHTE, aHTHUCTATUYeCKMe CpelcTBa, I[OBEPXHOCTHO-aKTUBHBE
BemecTBa (HanpuMmep, rnoauconBars, Takme kak "TWEEN 20" u "TWEEN
80"), nunmoe (HanpmuMep, QodoNUNMIE, XUPHBE KMCJIOTE) , CTEPOUIE

(HanmpuMep, XOJIeCTepMH) M XeJjaTupyllre aTeHTH (HanpuMmep, 30TA).
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CLy’t n OONOJIHMTEJIE HElE N3BECTHLIE bapMaueBTUUECKUE
BKCLUUNMEHTEH n/nnm nobaBru, IIPUTOOHBIE oJis npyUMeHeHUs B
KOMIO3MUMAX aHTuTen npoTur IL-23plY, yyvacTKOB WJIM BapMaHTOB B
COOTBETCTBMM C OTUM M300p:TeHMEeM MW3BEeCTHE B HOaHHOM obnacty,

HanpuMmep, kKak npuBeneHo B "Remington: The Science & Practice of

Pharmacy", 19 ed., Williams & Williams, (1995), wu B
"Physician's Desk Reference", 527  ed., Medical Economics,
Montvale, NJ (1998), oOnMcaHMs KOTOPHX T[OJHOCTbHIO BKJIOUEHBE B

HacTodWee ONMCaHMe B KauecTse CChUIOK. llpedrnodruTesibHBEE BeLEeCTBa
HocuTeJen niu DKCLMUIIMEHT OB NIpencrasiganT cobon YyTJ1eBOOH
(HanmpuMep, caxapuisl M albIVTel) ¥ Oydeps (Hanpumep, umMTpaT) WiIn
[IOJIMMEPHEIE BemecTsa. NimocTpaTrBHas MOJIEKYJTIA HOCUTENSA
npencrTaBiser cobon MyKonlamcaxapul, THUaAJYPOHOBYID KUCJIIOTY,
KOTOPHE MCTYT OBITh MNPUTOOHE IJIS BHYTPUCYCTABHOM HOCTaBKMU.
CocTansl
Kaxk vykxasaHO BHIle, 32TC U300peTeHue OTHOCUTCA K cTabnuJibHBM

cocTaBaM, KOTOpHE MNPEenOnodYTUTENIEHO COoOepXarT pocharHer Oydep C

OMBMONIOTUYECKMM pPacTBOPOM WM  BBHOPAHHOW COJbl, & Takxe K
o o oanmmMMc s XPaHEHMIO pacreOopaM " cocrTaBaM, conepxalyMm
KOHCEepBaHT, & Takke K T[OoIJanuyMCs XpaHeHuio COocTaeaMm  IJs

MHOTOKPATHOTO I[PUMEHEHNMSs, MPUTONHBIM IS QapMaueBTMYeCKONO Wiy
BEeTEPUHAPHOIO IMpPMMEHEeHMs, coepXauuM o MeHblIeli Mepe OIOHO
anTuresio nporuB IL-23plY% B QdapMaueBTUYECKU IPUEMIIEMOM COCTaRe.
MonpaouMecs XpaHEeHUO COCTABE COIEpXaT 110 MeHblel Mepe OIVH
M3BECTHBIA KOHCEPBAHT WM HeoDsas3aTeNbHO BHOpaHHBM M3 TPYyNNb,
cocroswely W3 0 MeHblley Mepe OXHOro u3 beHosa, M-xkpes3oJa, -

Kkpesona, O-KpesoJja, XJopKpesoJsa, OeH3MJIOBOTO CIvMpTa, HUTPUTAa

benunpTyTit, dbeHOKCUDTAaHONa, dopManbIernna, xJopOyTaHona,
xJopuia MaTHMA (Hanpumep, rexcarunpara), aJxkwinapad®eHa (MeTwWsI,
sTUna, npomwa, OyTwun Mo T.0.), Xjopuiaa 6eHn3aJIkoHus, XJaoproa

BeHz3eTOHMUSA, IOeruIpoaleTaTa HaTpusa M TUMepocasa MM UX cMecelr B
BOIOHOM pazbaBurene. MOXHO MCIIOJIB30BAaTh JoDYI0 OPUI'OOHYR
KOHLEHTpaluuon WM CMeChb, KOTOpbIE WM3BECTHBE B madHHom obnacTu,
Takue kaxk 0,0015%, wunau Jedol HOmanasoH, 3HadeHue, WM 4acTbh B
sTOM oBJsIACTU. HeorpaHuuyramomme [IpYMEphl BKJIOYAOT OTCYTCTBUE

KoHcepBaHTa, npubtmusurensHo 0,1-2% M-kpesosa (HanpyMep, 0,2,
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0,3, ¢,4, 0,5, 0,9, 1,0% , npubmmzsuresnrHo O0,1-3 6eH3UJIOBLM
crnvpT (HanpuMmep, 0,5, 0,9, 1,1, 1,5, 1,9, 2,0, 2,5%),
nputmuzaurensHo 0,001-0,5% Tumepocan (HanpuMmep, 0,005-1,0%),

npudbmmzamurensHo 0,001-2,0% denon (”Hanpmmep, 0,05, 0,25, 0,28,

0,5, 0,9, 1,0%), 0,0005-1,0% ankuynapadeH (bl) (Hanpumep,
0,00075, o,0009, 0,001, 0,002, 0,005, 0,0075, 0,009, 0,01,
0,02, 0,05, 0,075, 0,09, 0,., C,2, 0,3, 0,5, 0,75, 0,9, 1,0%) u
T.II.

Kaxk yxaszsaHO BrHWe, 23T M300peTeHMe OTHOCUTCH K W3OEeJND,
coImepXxaleMy YIMakOBOUHRM MaT#puali M I10 MeHbUeMr Mepe OIoMH GJIakoH,
comepxaumM¥ pacTBOpP O MeHblUIEM Mepe OINHOTO aHTuTrejya npotus IL-
23pl9 C npenyCMOTPEHHBIMY Oydbepamu u/nnmm KOHCepBaHTaMmi,
HeoOA3aTeNbHO B BOOHOM pasfaBuTele, IIe YKa3aHHBM YNaKOBOUHLIN
MaTepMasl COIEPXUT DTUKETKY, Ha KOTOPOM YKa3aHO, UYTO TaKoMu
pacTBOpP MCXHO XPaHuTh B TeueHMe Iepuona BpemeHu 1, 2, 3, 4, 5,
6, 9, 12, 18, 20, 24, 30, 36, 40, 48, 54, ©0, 66, 72 4YacoR WU
Bornee. KpomMe TOTO, 3T0 M300peTeHue OTHOCUTCHA K  UIIeJMD,
conepxaleMy YIIAKOBOYHEIM MaTepuals, NepBelM GIakoH, CconepxXawuMn II0
MEHblel Mepe OIHO JMOPMIM3MPOBE&HHOE aHTuTeJsio NpoTue IL-23plY%, mu
BTOPOM QJAKOH, CcoIepxalWul BoOnHeM paszfaBuTesib, COCTOALUM U3
NpenyCcMOTPEHHOT'O Bybepa nan KOHCepBaHTa, roe YKaBaHHEN
YIaKOBOUWHEM MaTepualy COIepPXUT B3TUKEeTKY, Ha KOTOpOM IIpMBEeINeHa
MHCTPYKUMSA IOJI8 »DauveHTa o TOM, 4YTo Heobxoammo pasdbaBuTh I10
MeHbIlel! Mepe OIHO aHTuTeJio npoTub IL-23pl9% aHTUTENIOC B BOIHOM
pazfaByuTesie C IOJIydeHMeM pacTBOpa, KOTOPHM MOXHO XPaHUTb B
TedeHye [1epuolna BpeMeHM ORanlaTb deThpe daca unm dosee.

fTo MeHbuen Mepe OIOHO aHTUTEJO NNpOTUR IL.-23pl9,

NCIIoJIb2yemMoe B COOTBeTCTBMM C HaCTOAIVM VISOGpeTeHVIeM, MOXHO

rnoJjtydarTb peKOMGMHaHTHbLMM cnocobamu, B TOM yycrie n3 KJIETKM
MJexronmrTammero )ZN%S TPaHCIT'€HHEIX rnperiapaTos, WMJin ero MOXHO
o4ynuiaTh ns IpyInx BMOJIOTMYECKNX MCTOYHUKOB, Kak OIMMCaHO B

HacCToAmeM ONMCaHMM MJM KaK M3BECTHO B IaHHOM obJjiacTu.
KommuecTBO IO MeHBUIEM Mepe OIHOTO aHTuresia npoTur IL-23pl9

B IPOOYKTE& [0 HacTosAleMy MW300peTeHMI0 BKIKNYaeT KOJIMYeCTBa,

KOTOpBIe Tnocye pazBaBijieHus IPUBOIOAT, B CJjydae BJIAXHOM/CyXou

CUCTEeMEl, K KOHUeHTpauusaMm o1 npubiamzurensso 1,0 Mrr/Mmn 1o
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npubmmauresnbHo 1000 MD/Mi, xoTa Gonee HUBKME U BoOJiee BHCOKUE
KOHLUEHTpaumm ABJIAIOTCSH I'PUTOOHBIMM, i OHM 3aBUCHT oT
npennosgaraeMoro  HOCuUTess  OJIA  IOOCTarRKU, Harpumep, COCTAaBE
pPacTBopa pasyM4anTcsa AJia C10coba C TpaHCHOepPMaJsbHbM [J1aCTHPEM,
Jero4HOTro  cnocoba, cnnoco€a  HOCTaBKM 4Yepes  CIAM3UCTHE, WU
OCMOTMHECKOT'O crocoba mym criocoba C MUKPOLO3aTOPOM.

[IpeOnoyYyTnTeNbHO BOOHEBIM pasbasuTelNs, KpoMe TOTO,
HeobABaTeJIbHO CONEPXUT OdapMaleBTUUECKM PUEMIIEMbI KOHCEPBaHT.
llpennouTuTesbHEE KOHCEPBaHTI! BKJIOYANT KOHCEPBAaHTH, BHIOPAHHEIE U3
Tpynmel, cocrofsmen u3 QeHosd, M-Kpeszoja, I-KpesoJa, O-Kpeszona,
XJIOPKpe30J2, OeHSMJIOBOI'O CiMpTa, anxuinapabeHa (MeTu, 3TWJ,
nponwJj, OyTwn u T.M.), XJOpiiOa SeH3aJIKOHUA, XJopuna OeH3eToHUA,
AernipoalleraTra HaTpuMA ¥ TuUM2pocalla WM MX CcMecel. KOoHLeHTpauus
KOHCEepEaHTa, UCIIOJIB3yeMas B cocrase, npencTasiaser cobol
KOHUEHTpAaLMI, AOCTATOHYHYI  OJNA  OOCTUXEHMS  IPOTUBOMUKPOBHOTO
s¢pexkTa. TakMe KOHLUEHTPAUMM SaBUCAT OT BLIOPAHHOT'O KOHCEpBaHTa,
M VX JIETKO OlpedesuT KealudruupoBaHHEI CHeLMaucT.

B pazBaBurens HeoOAZaTeslbHO M [PEeONOUYTUTENbHO  MOXHO
No0aBATE APyTMe SKCUMIMEHTE, HaNpuUMep, MW30TOHUYECKUE BeuecTra,
Oydephl, AHTMOKCUIAHTH M YCWIMTEM KOHCEPBAHTOB. W30TOHMYECKOE
BEWEeCTBO, TakKoe KakK TIJVIMUEPUH, WIUMPOKO UCHOJbL3YIT B U3BECTHBIX
KOHUEHTPpauMAx. OMU3MOJOIMYEeCHM HNONYyCTUMEIT Oydep NpennouTUTesbHO
noBaBngioT nisa  ODECleYeHMA MOBHIWEHHOTO KOHTpoJiA PH. Cocraiml
MOTYT OXBaTeBaTh WMPOKMM Mm1anas3oOH 3HauveHul pPH, Takoll kKak oT
npubnmsuresnbHo pH 4 no npubnmsurensuo pH 10, wu NpenrnoyYTUTe b HEIM

AranasoH COCTaBJIgeT OT NPUOIM3UTENbHO PH 5 nmo npubimsurensHo pH

S, u Hambonee NIpennouYTUTEN L HBIN oyarnasoH COCTaBJIAET oT
npuoéamsnrensHo 6,0 pgo npubausurenbHo 8, 0. [lpennouTuTensHO
cCoCTaBhb ro HacTosameMy M300peTeHNIo obJlamanT pH MEXIY
npubInN3ATErBEHO 6,8 u NpUBIANRUTEIIBHO 7, 8. HNpennourure b HulE
Oydepsl BkIouaiT docdaTHbE Oybeprl, Haubojiee nNpPennoYTUTENbLHO,

docdar HaTpma, B YaACTHOCTM, docdaTHO-CONEBOM Sybep (PBS).

B cocmaBe nay KOMIO3MUMM MOXHO HNOBABJATL APyTMe notaBKu,
TaKMe Kak (QapMaleBTMHYECKM IpMeMJIeMHEe COJIOOMINBATOPE, Takue Kak
Tween 20 (1omokcuaTmiieH (29) MoHOJaypar copburada), Tween 40

(DNoNMMokcUaTUIIeH (20) MOHOMAJBMUTAT copburanayl, Tween 80
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(nomuokcusTusien (20) MoHoosi2aT copburaHa), Pluronic F68 (6isox-
CONOJIVIMEPHI NMOJIMOKCURTUJIEHE u MOJIMOKCUIIPONUJIIEHA ) , u PEG
(MOMMB3TUIIEHTJINKOIb ) U HEMVOHHEIE NOBEPXHOCTHO - aKTVBHbBIE

BemecTBa, Takue kak nojmcophar 20 wnu 80 mam nosokcamep 184 umiam
188, nosuoss Pluronic®, opv/rme OJIOK-CONOJVMMEPH M XeJlaTupylmue
areHTH, Takue xak EDTA u EGTA, 1nr8 CHUXeHMA arperauum. IOTH
noBaeky OCODEHHO MNPUTOOHE E CJydae, Korjaa »OJ18 BBeIeHUS CcocTaBa
MCIIOJb3YIOT no3aTop 12087t [J1aCTUKOBEIN KOHTENHED . Hanuuue
bapMaLeBTHUUECKM  IPUEMIIEMOTD  NOBEPXHOCTHO-aKTMBHOI'O  BelleCTBa
CHMXaeT CKJIOHHOCTb Oellka K arperalun.

CocTaBel rno HacCTOoSALEMY nz0BpeTeHUD MOXHO noJjiyuaThb
NOCPeNCTBOM TPOLECCa, KOTODHM BKJKYaAeT CMemMBaHME MO MEeHbIEN

Mepe OOHOT'O aHTuresa npoTuk IL-23plY9% ¥ KOHCEpBaHTa, BHOPAHHOTO

M3 TpyINIns, cocToAmen wu3 bdbeHona, M-kKpezoJja, I-Kpesona, oO-
Kpes3oJa, XJIOpKpe3oJa, BeH3UMIIOBOTO cnvpTa, ankuinapabeHa,
(MeTus, oSTuia, npormwia, OyTwuan u o T.I.), xjaopuia OeH3aJKOHMSA,

xJjiopuna OeH3eToHUs, IeTuipcaleraTa HaTpua M TuMmepocalya WaM UuX
cMecelr B BOIHOM pasz3fBaBureje. CMeWwMBaHME MO MeHblle Mepe OOHOTO
aHTuTesa nporme IL-23plY9 11 KOHCepBaHTa B BOIHOM pasbaBurerne
NPOBOOAT C MCIIOJb30BaHMeM OOWENPUHATHX CrNoCoO0B pPacTBOPEHUa U
CMellMBAHMSA . ons MOJIy4deH) 8 NpUTOOHOT'O cocrasa, Hanpumep,
paccuMTaHHOE KOJUYECTBO MO MEHbUeM Mepe OOHOTO aHTUTEesla MPOTUB
IL-23pl9 B OydepHOM pacTBOpe CMeuMBawT C TpelyeMblM KOHCEPBaHTOM
B OybepHOM pacTBOpe B KOJMUECTBAX, MOOCTAaTOYHBIX IJA TOJIYYeHUHA
TpebyeMol KOHUeHTpauuy OeJjika M KOHCepBaHTa. BapuaHTE 3TOTO
crnocoBa 6yOoyT TMOHATHH CpeIHeMy ChHeuuajgucTy B IOaHHOM OO0JacTu.
Hanpumep, IOpPAIOOK nobaereHus KOMIIOHEHTOB, MCIOJIE30BaHMe

IOMNOJHUTENbHEX nobaBok, TemnepaTypa M PH, Opy KOTOPHX [OJIy4alT

cocras, npencTaBJgnT cobomn dbaxTOpPH, KOTODPEIE MOXHO
ONTUMMBUPOBATH hifp gt MCIOJIb3yeMoM KOHLIeHTpauun u crnocoBa
BBEIEHMA.

BasgBJIEHHBIE COCTaBh MOTYT OBITb NPeOOCTaBJIEHE MNalLMEHTaMm B
BUIle MPO3PadHLIX PAaCTBOPOB WM B BUIE IOBYX OQJIAKOHOB, COOepxXalmx
dJIaKOH IO MeHbWey Mepe ¢ OIOHMM JMOPUIM3MPOBAaHHBIM aHTUTEJIOM
npotus IL-23pl9, «koTopoe pa3baBidAT HaXONAWEWCS BO BTOPOM

bnaxkoHe BOION, KOHC2PBaHTOM n/mnnm SKCUMITUMEHTaMU,
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NpeanodTMTeNIbHO, bochaTHbD: bybepoMm n/Nnu dU3UOIIOTHUECKMM
pacTBOPOM M BHIOPAHHOM COJIBK, B BOIHOM pasbaBurene. Kak QJakoH C
eIMHBIM PacTBOPOM, Tak u IBa ¢saxkoHa, B Ciydae KOTOPBIX TpebyeTCH
paszbaBJiieHre, MOXHO I[OBTOPHD MCNOJb30BaATE HECKOJBKO paz u ux
MOXEeT BBTE IOCTATOYHO IOJA (IJHOTO WJIM HECKOJBKMUX KYPCOB JICUEHMA
nauMeHTa M TakuM oBpasoM, OHM MOTYT obecneuuTsb Bonee YIHODHVIO
cxeMy JedeHMs, uYeM IOOCTYIHBS: B HacTosAuee BpeMs CpelcTka.

RasgBJieHHLE M3OEeJMd I[I0 HacToAleMy u3o0peTeHM MNPUTOIHB IJIA
BRBEIEHVSA B TeueHMe Mepuola BPeMeHM, Haxomauerocd B Iuanasone OT
HeMe JISHHOTO BBEeIEeHMs IO IBaluaTy deTepexX ¢YacoB WM BoJiee.
TaxkyuM o6pas3oM, 3afdBJEHHBE W3IeaMa 0o HacToAmeMYy nz00peTeHNIo
O0BIaNaoT BHAUMTEJNIbHEMM [pelrMyllecTBaMy 78 nauveHTa. COCTassl MO
ATOMY W30J3peTeHui Heo0A3aTeJIbHO MOTYT He30MNaCHO XPaHMUTbBCHA IpU
TeMOepaTrypax OT NpubIn3nUTeJbHO 2°C no npubImMs3nTelIbHO 40°C wm
COXpaHsaTh OMOJIOIMUYECKYI aKTUBHOCTE Hesika B TedeHMe IJIMTEJIbHBIX
NepuonoB BpEMeHM UYTo, TakuMm oOpasoM, I[O3BOJIACT yKazsbeBaTk Ha
3TUKETKEe Ha  YINakKoOBKe, 4YTO  pPacTBOP  MOXHO XpaHuTb 1/ uam
MCHOJIb30OBAaTh B TedeHue Mepuona BpeMmeHn 6, 12, 18, 24, 36, 48,
72 umm 96 uacoB waM BoJsee. ECIM MCHOJNb3YOT NOOOAKRMMICH XPaHEeHMUIO
pazBaBuTeslb, TO Takasd STUKETKa MOXEeT BKJIOHaTb ykKasaHue O
NpVvIMEHEHUM B TeueHue BIJIOTE HO 1-12 MecsdueB, noJgyrona, N0OJyTopa
U/ vy OBYX JeT.

FacTsops IO MeHbIEN Mepe OIHOTO aHTUTeJa npotue IL-23pl9
0o o5ToMy M30BpEeTEeHMO MOXHO IIOJlydaTb NOCPEACTBOM IHpolecca,
KOTOPBIM BKJOUaeT CMewVBaHME IO MeHblleli Mepe OOHOIO aHTuresna C
BOIOHBEIM ras3faBUTEJIEM. CMemMBaHMe MpPOBOOAT C  UCHOJIb30BaHMEM
OBMENPUHATEX CHNOCOOOB PAacTBOPEHMA ¥ CMEUMBAaHMA. Ina noJsydeHus
npuronHoro pasbaBuTesid, HalpuMep, PpacCyYvMTaHHOES KOJMIMYECTBO 110
MeHbIel) Mepe OOHOIO aHTuTesJa B BOOe WM bybepe CMEWMBAWOT B
KONMUUEeCTBax, HOOCTaTOUHBIX IJs8 nojydenus Oenxka U, HeoBsa3aTeNbHO,
KoHcepBaHTa wuiam Oydepa B Tpebyemblx KOHUEHTPALMAX. BapuraHTH
sToTo crnocofba ByayT TIOHSTHE CpeiHeMy CrneumaamcTy B JIaHHOM
obracTu. Hanpumep, NOpAInOK nobasyeHUd KOMIIOHEHTOB,
MCHoNb30BanMe OOMOJHUTENbHEX N06aBok, Temneparypa un pH, 1pyu
KOTOPBIX [1OJIydanT COCTap, MNPenNCTaBJAlT cobor GakTOpE, KOTOPHE

MOXHO OMNTUMMU3NPOBATH IJIA I/ICHO.HI::ByeMO]Z KOHUEeHTpaurum ™" criocoba
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BBEIEeHNA.

3asgBJIeHHBE TNPOIOYKTH MCTYyT OBTbH NpenocTaBJIEHE [alueHTaM B
BUIE IpPO3pauYHBX pPacTBOPOB MAM B BuIe OBYX OGJAKOHOB, COIepXallyx
ds1akoOH N0 MeHblleM Mepe C OOHMM JUODUIIMBUMPOBAHHBIM aHTUTEJIOM
nporus IL-23pl9, KOTOpoe pasbaensawT HaAxXOJAWLMMCA BO  BTOPOM
dp1axkoHe BOIOHBIM pasz3basBuTesieM. Kak QJIakOH C €IMHBIM DacTBOPOM, Tak
M @OBRa ¢nakoHa, B CJgydae KOTOophx Tpebyercsa pazBbaBjieHMe, MOXHO
MIOBTOPHO WUCIOJb30BATH HECKOMNBKO pa3 M MX MOXeT OBTb OOCTaTOWHO
OIS OINHOTO WMJIM HECKOJIbKUX KYPCOB JiedeHMs T[aluMeHTa W TaKuM
obpasoM, CHM MOTYyT ofecrneuuThs DoJjiee yHOBHYD CXeMy JIeUeHUs, UYeM
OOCTYIIHBIE B HaACTOAMEe BPEMS CXEMHL.

3asABJIEHHEIE MPOOYKTH MOTYT ORITH npenoCcTaBJIeHEH He
HeNoCpPeOCTBEHHO NalXeHTaM, 10CPedCTBOM CHabOXeHUA alTeK, KIMHUK,
VIV IPYTUX TaKUX MHCTUTYTOBR U YUPEXIEeHMM NPO3PaudHbBIMM pacTBOpaMU
Wi OByMsI  pJaxkoHamu, comepxamyMy 10 MEHbIIeWM Mepe  OIHO
INOQUIMBUPOBaHHOE aHTMTes o nporuB IL-23plY, koTopoe pa3baBiAnT
BOIOHEIM pasfaBuTelsieM, HaxonsaAuyMMCsa BO BToOpoM QiiakoHe. OOweM
IpospayYHoTro pacTeoOpa B BTOM CJlydae MOXEeT COCTAaBJIAThb BIUJIOTL 1O
OOHOTO JuUTpa WM gp§axe ©Oojiee, UTO mHpenycMmaTpubBaeT OoJbION
pesepByap, K2 KOTOPOTO MeEblMe IOpUMM [0 MeHblied Mepe OOHOI'O
pacTBOpa aHTUTesla MOXHO WM2BBJEKaTh OIOMH WJIM HEeCKOJBbKO paz Oond
nepeHoca B MeHblMe GJaKOHB UM PaCNPOCTPaHATE Yepes alTexku Win
KJIVMHUKM Cpenou uMxX norpedburerei /Uiy NauMeHTOB.

OBmernpu3HaHHEIe YyCTPOMCTBa, CcolbepXaumMe CUCTEME C OIHUM
®JIaKOHOM, BKJKYAKT YCTPOWUCTBO IJIS MHBEKLMM KapaHIawHOTo Tuna BD
Pens, BD Autojector®, Humaject® NovoPen®, B-D®Pen, AutoPen® wu
OptiPen®, GenotropinPen®, Genotronorm Pen®, Humatro Pen®, Reco-
Pen®, Roferon Pen®, Biojector®, Iject®, J-tip Needle-Free
Injector®, Intraject®, Medi-Ject®, Harnpumep, KOTOpPHIE

MBTOTORJIEHH U pas3padoraHm Becton Dickensen (Franklin Lakes, NJ,

www . bectondickenson.com) , Disetronic (Burgdorf, Switzerland,
www.disetronic.com; Bioject, Portland, Oregon
(www.bioject.com); National Medical Products, Weston Medical
(Peterborough, UK, www.weston-medical.com), Medi-Ject Corp
(Minneapolis, MK, www.mediject.com) 1% CXOIHHE  [PUTOIHLIE

ycrporcTBa. OOWEeNnpuHATEE YyCTPOWUCTBAa, COOepXalue CUCTeMy C IOBYMS
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@)J’IaKOHaMI/I, BKJIIOYAIT CUCTEMBl IJISI MHBEKLUMN KapaHgaumHoroe Tuyulla OJIA

pasbaBieHns JIMOPNIIMBUPOBAHHOTO JJeKapCTBEHHOTO cpelcTea B
pesepByape IJig OocTaBkM  nasfaBJeHHOT'O pacTBopa, Takue Kak
HumatroPen®. ITpyMepsl Opy '"Mx NPT OOHBIX YCTPOMCTR BRJIIOUWAKT

NpenBapUTesbHO SalOJIHEHHBIE WNPUIE, aBToOMaTUYeCKMe YCTPONMCTEA
OJ11 MHBbEeKUMM, Oe3BIIOJIbHEIE Yy ITPOMCTBA MOJIA MHBEKUMMA U Oe3BIDOJIbHBIE
YCTPOMCTBa OJIS BHYTPMBEHHBIX MHOY=3MN.

[IpooyKTEL, 3aABJISHHEE B HacToduen 3a8aBKe, BKJIOYA0T
YIIaKOBOUWHEIM MaTepual. YNakoBOUHBI MaTepuas penycMmarpmBaeT, B
IONOJIHeHUE K MHOOpMauuy, KOTOPYKD TpedOyloT KOHTpOJMpyKlMe OpTaHH,
YCJIOBUS, B KOTOPBIX TMNPOOYKT MOXHO MCIHNOJIB30OBATL. YNAaKOBOUYHLIN
MaTepuas o HacTodulleMy W30J3peTeHur IpelycMaTpuBaeT MHCTPYKUMU
oA rnauyieETa O TOM, 4YTO HeobxoIMMo pazfaBMTh IO MEHbHIENW Mepe
OOHO aHTuTesio npoTubB IL-23pl9% B BomHOM pazfaBuTelsle C IOJIydeHUEM
pacTeopa M MCIOJNbL30BaThb pPacTBOp B TedeHMe [1epuona BpeMeHu 2-24
4yacoe wuau 6Ooslee 058 IOBYX GI1aKOHOB C XUIKUM/CYXMM TMPOIYKTOM. B
cjydae OIOHOTO (UlakOHa ¢ MNPOOYyKTOM B BMIOEe pacTBOpa, Ha BTHUKETKE
yKaspBawT, WTO TakoM pacTBOP MOXHO MCIOJIB3OBATH B TeUeHUe
nepyona BpeMeHM 2-24 dYaca WM BbUle. 3asBJI€HHBEE B HaCTOSWLEN
3aABKe [POOYKTH NPUTOIOHE  IJA  (apMalLeBTUUECKOI'O IIPUMEHEeHMS
NnpoanykTa y dYeJIoBeKa.

CocraBe IO HacToOAWEMy M300PETEeHMI0 MOXHO IIOJIydaTh C I1OMOWBLIO
npouecca, KOTOPBM BKJOUWAET CMeluBaHMe I[10 MeHblled Mepe OOHOTIO
aHTurena nporus IL-23pl% u BeBSpaHHoro Oydepa, NpelnodTUTEsILHO,
dochparHoTO Oydepa, comepxamero (M3MOIOTUYECKMM pPacTBOP WU
BEIOpaHHY®0 COJIb. CMeuMBaHMe [0 MEHbUIEeN Mepe OIHOI'0 aHTUTeJa
nporue IL-23pl9 wu Oydepa B BOIOHOM paz3baBuTesle NPOBOAOAT C
UCIIOJNb30BaHmMeM OOUWENPUHATHX CHoCOOOB pPAaCTBOPEHUS UM CMEeUMBAaHUA.
Oins  noJlydeHus  NPpUIOOHOI'O  COCTaBa, HarpuMep, paccumMTaHHoe
KOJIMYECTBO I[10 MEHbllell Mepe OIOHOI'O aHTuTesla B Boae wiu Oybepe
oObeIMHANT C TpebyembiM OyQepHbBM BelleCTBOM B BOIE B KOJIMUYeCTBax,
OOCTaTO4YHBIX OJ14 rnojiyyenmsa  HeJika u Dydepa B TpebyeMHX
KOHILIeHTpauusax. BapuaHTe 3TOro crnocofa OynyT T[NOOHATHE CpelHeMy
creuuasiMcTy B OaHHOW obnacTu. Hanpumep, TOPAOOK »HOoOaBIeHUA
KOMIIOHEHTOB, MCIIOJB30BaHMe IOONOJIHUTEJIbHEX »no6aBOK, TemrepaTypa

u pH, npyM KOTOPHIX NOJydamT COCTaB, [NpPeIcTaBJsglnT coboi (akTOpH,
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KOTOPEE MOXHO ONTMMM3UPOBa™h IJIS MCIOJIB3YEMOM KOHLUEeHTpauuu U
criocoBba BBeOEHUSA.

3asBJsieHHEe CcTabuJibHBIE WM [OJOAKMUECH XPAaHEHMI COCTashl
MODYT OBITE I[IPelOoCTaBJIeHb MNalMeHTaM B BMIE IIPO3PAadHEIX pPacTBOPOB
MM B BUIe IOBYX GJIakoOHOB, <olepxalmMx O(JakoH NO MeHbIleM Mepe C
OIHVM JUCOUIMIUPOBAHHBIM aHTUTEeJoM nporume IL-23pl9, KOoTOpOE
pas30aBJIAnT HaxXOOAWMMCHA BO BTOPOM (QJakKkoHe KOHCEPBaHTOM WM
OydepoM M DBKCUUIIMEHTAMM B BOJHOM pasbaeuresie. Kak @JaakoH C
eOVHEM pacTBOpPOM, Tak M InBa @JakoHa, Ui KOTOpeXx Tpebyercs
pazbaBijieHne, MOXHO T[IOBTOPHD MCHOJIB30BATE HECKOJIBKO paz U ux
MOXeT OBITE JOCTAaTOWHO MJIA CHOHOTO WM HECKOJIBKMX KYypCOB JiedeHUSs
naygvieHrTa 1 TakuMmM oO0pasoM, OHUM MOTYT ofbecneuuTs BOoJsee YIOOOHYIO
CXeMy JIeYeHMHA, UYeM IOOCTYIIHBE B HacTOAllee BpPEMA CXEMHl.

Ipyrme cocTaBel wuauM znocodbel o8 crabtunmsauuy aHTuTena
nportus IL-23plY% wMoTyT OPUMBOOMTL K CPEOCTBY, OTJMYHOMY OT
[IpO3pPaUYHOTO pacTBoOpa JUMODMIM3MPOBAHHOI'C [OpOWKa, CcoIepXauweroc
AHTUTEJIO. Cpenu HeNnpo3pauHBEIX pPacTBOPOB HAaxXOOSATCHA  COCTaBH,
conepxamye CyCIeH3UuM TBepHOelXx 4YacTul, IIOe YKas3aHHble TBepIue
yacTulbl OPEenCTaBJAKT CcoOO0M  KOMIIOSMLMIO, COIOEePXallyld aHTUTEJO
nporus IL-23pl19, B BMUIOE CTOYKTYPbE C HENOCTOSAHHBIMM pasMepaMu U
LIMPOKO M3BECTHOM Kak MUKkpochepa, MUKPOUACTULE, HaHO4YaCTHULA WM
gunocoma. Takue OTHOCUTEJIEHO TOMOTEHHHE [0 CYUNeCTBY Cdepudeckue
cocTaBhl B BUIOEe TBepOBX UYacTUll, CcoIepxXalle akTMBHOE BeUeCTBO,
MOXHO IoJIydaTh KOHTaKTUPOBaHMEM  BOIHOM bassl, conepxaumen
aKTMBHOE BeWNeCTBO, U NoJMMepa ¥ HeBROOHOM ¢as3bl C NOCJASIyLUM
BEHIMNapMBaHMEM HeBOIOHOM Gazpl IOnsa ofecrnedeHus KoaJieCUeHUMM YacTull
n3  BOOHOWM  OdasH, Kak YykazaHo B U.S. 4589330. [MopucTrele
MUKpPOYAaCTUIBl MOXHO TIIOJy4YaThb C UCNOOJB30BAHMEM TIeprRoM  das:H,
comepxallel akTMBHOE BeUWeCTBO, U IoJMMepa, IOUCNEPTVPOBAHHOI'O B
OOHOPOIHOM pacTBOpuUTEsie, U C YyIHOaJleHMEeM YKa3aHHOI'O paCTBOPUTENS
ns CyClneH3Un nocpencTBOM IModunImsanmnm Wnu paszbapieHus -
DKCTpaKUuUmM-ocaxineHus, Kak YKasaHo B U.S. 4818542.
[lpennouTUTesIbHEIE [NOJMMEDPH OJIS TaKOI'0 OCaxXleHMsa I[pPenCcTaBJIsaoT
coBo¥ CHMETEeTUYEeCKME CONOJMEPH MJM  I1OJIMMephl, BHOPaHHBIE U3
TPYIINEL, COCTOALEN n3 XKeJIaTUHOBOI'O arapa, KpaxMmana,

apabuHoTasaKkraHa, anbOyMMHa, KoJulareHa, MOJMIIMKOJIEBOM KMCJIIOTH,



81

NOJIMMOJICYHOM KMCJIOTEL, koo -Li-Jjiaktunoa NOJIMBIICUJIOH -
KanpoJlaKToHa, conoJimMepa SICUMIJIOH -KallpOoJIaKTOHAa 1% MOJIOUHOW
KUCIIOTHI, COIOJUMMEpa 3IMIOCUJIOH-KRalpOoJIakKTOoHa U TJIMKOJIEBOM KUCHOTH,
HOJ‘IM-B—I‘I/I,HpOKCI/IMaCJ]HHOIZ KM CJIOTEI, oKrcr oa NoJI2TUIIEHAa,
NoJIM3TUJIeHa , nonmam<m.n—2—umaHoaKpmnaTa,

NOJIMIMAOPOKCHMSTUIIMETaKPpMIIaTa, OOJMaMMICOB, I[IOJIMAMMHOKMCIIOT, IOJIM-

2-ragpokcusarun-DL-acnapTaMmuis, ronuMepa CJIOXHOTO s3bmpa
MOUYEBWHE, nosm-L-deHnsanaluH/ 3 TUIIeHTJIMKONL /1, 6-
oMM3oUuMaHaTrekcasla i rnoJiMMe TuJiMe TakpusarTa. OcobeHHOo

NPpennodTUTE/IbHEMU [OJIMMEepaMy ABJIARTCH [OJMMEPEl CJIOXHEX 30UPOB,
Takue KaxK OOJMIVIMKOJIEBAas Kucrmora, NOoNIMMOJIOUHAaS KUCIOTa,
DIMKOJIMI-L-J1akKTULI [NOJUBICUJIOH-KaNPOoJaKTOHa, COMNOJIMMED SIICUJIOH-
KanpoJlakToHa M MOJIOYHON’ KUCIIOTH, u COoNnoJuMep BNCUIIOH -
KalnpoJIakKTOHA U TUIMKOJIEBOM KM XJIOTB. PacCTBOPUTENM, MNPUTONHBEE 074
pPacTBOPEHMA [OJAMMepa M/MY axTUMBHOTO BelecTBa, BKJWOYAKOT: BOLY,
rekCcadTOpPUBONPONAaHoJ, MeTUIIEHXJIOPUE, TeTparngpodypaH, Texkcal,
BeH30n nu CECKBUTMUIPET rexcad@ropaueToHa. [lpouecc
IVCIIePpTMPOBAHNA COoOepXalmy aKTMBHOE BeWecCTBO (ask CcoO BTOPON
bas3pl MOXeT BKJOYaATh MIPONycKaiue [OL [aBJEHVWEM YyKAa3aHHOM NepBOM
baser uepez oOTBEepPCTME B Ha:alke IJid HOCTUXEHUS obBpasoBaHUS
Kanens.

CocraBe CyXMX TIIOPOWKOB  MOXHO [OJy4YaTh B  pe3yjbTaTe
npouecca, OTIUMYHOIC OT JMOGUAM3auuM, TaKoI'0 KakK BhCYWMBaHME
PachneyieHMeM WM 3KCTPAaKUMA PaCTBOPUTEJIS NOCPEICTBOM BHIIapUBaHMA
U [IOCPEeCTBOM ocaxneHus KPUCTaNINIECKOM KOMIIO3ULINHA c
rnocyenyome oOHOM WM HECKOJIBKMMU CTaIMaMM YIAJEeHMUS BONHOTO WMIIM
HEBOOHOI'O  pPacTBOPUTEJIA. lTonyyeHue  BHICYWEHHOTO  PaCHbUIeHUEM
anTuTesa ommcaHo B U.S. 6019968. KoMnosuumm Cyxux T[OPOWKOB Ha
OCHOBe aHTUTEeNa MOXHO rnosyuyaThb C MOMOUE 0 BEICYWMBAHU S
pacrnevieHrMeM pacTBOPOB M CYCIMEH3MM aHTuTesla U, HeobA3aTesbHO,
OKCUMIIMEHTOB, B pacTBOPUTEJIe B YCJOBMAX, I[IO3BOJAKNUMKX [OJYUUTH
NPUTOOHBENL IS  BIOBIX&HMA  CYxXOM TMOPOWOK. PacTBOPUTENM MOTYT
BKJIIOYATL TMOJAPHHE COSOMHEHUS, TaKMe Kak BOIOa M BTaHOJ, KOTOPHEe
MOXHO  O3CTPO BHCYUMTb. CTadMILHOCTL AaHTUTEJ MOXHO [OBBILATH
NOCPeACTBOM [pPOBENEeHMUS [POLEeCCOB BLHCYWMBAHMA PACIHBJICHMEM B

OTCYyTCTBMM KMUCJIOPOIA, TAaKMX Kak, HalpuMep, BRICYUIMBaAHME CJIOEM
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aszoTa, WuIM [OpMMEeHEeHMEM as30Ta B KadecTBe rasa OJ8 BHCYHMBAHUA.
JpyToil OTHOCMTENBHO CYXOM IOCTaB NpencTaBJjseT Ccoboil IMCIepCHio
MHOXECTBa NEePOOPUPOBAHHBIX MMKDPOCTPYKTYP, HOMCHOEPTUPOBaHHBIYX B
cpene, KkoTopas, Kak InpaBMnIO, COIEpPXaT I[IPOMNEeJJeHT Ha OCHOBe
rmopopropankaHa, Kak ommcado B WO 9916419. CrabuiaMsupoBaHHLIE
OMCHepcuM MOXHO BBOIUTH B JIETKOE [alMeHTa ¢ MCIOJb30BaHMEM
UHTana~opa C wusMepsaeMon rnoson. OBopynoBaHue, NPUTONHOe IJIA
KOMMEPUYEeCKOT'O M3TOTOBJIEHNA SBBCYUWEHHEX PaCIbJIEHUEM JI€KAPCTBEHHBIX
CPeICTB M3TOoTaBJAMBAKT B Buchi Ltd. or Niro Corp.

[lo MeHbmweN Mepe oOOHCO aHTUTeso npoTus IL-23pl3 mubo B
CTaOMibHEIX COCTaBax MAM B COCTaBax, MNONNAKIMXCHA XpaHeHUo, Jubo
B pacIBOpax, OIMCAHHEIX B HAaCTOAMNEM ONMCAHMM, MOXHCO BROIMTH

NauMeHTy B COOTBETCTBMM C HacTOSAWLMM MSOGpeTeHVIeM [NoCcpenCcCTBOM

MHOXeCTBa CHocoBboB OOCTaBMu, BKRJKWOUAA UHBeKUMw0 SC wiaum IM;
TpaHcOepMasbHbINT, JIETOYHEIN criocod, crniocob IOCTaBKU yepes
CIIN3UCTVYIO 0DOJIOUKY, crnocob NoCpencCTBOM uMIadHrara,
OCMOTHUYECKOTO nOo3aTopa, KacceTsl, MMKpOOO3aTopa WIM OpyTux

CnocoGoB, MNOHATHEIX CHeuMajyuCcTy B HaHHOMW OBJlacTy, Kak XOpOoWo
M3BECTHO B OaHHOWM obJjlacTu.

TepaneBTMYEeCKOE NPUMEHEHMue

Takxe HacrTosumee nsoOpeTeHue OTHOCUTCH K crniocoby
MOOYJIMPOBaHMA WM JIEUEHMA IO MeHbWEeM Mepe OOHOTO CBA3aHHOTO C
IL-23 zabosieBaHMs B KJETKe, TKaHM, OpTaHe, Yy XUBOTHOTO WU VY
nauyeHTa, Kak WM3BEeCTHO B IaHHOM o06JlacTM MJIM KakK ONUCaHO B
HacToAWeM ONMcCaHmM, C MCNOJb30BaHMEM IO MEHBIIEM Mepe OIHOTO
aHTurena npotuB IL-23plS nc HacTosmeMy M300pEeTeHMO, Hanpumep,
NoCpenCTBOM BBEIOEHMSA WJIM KOHTAKTUMPOBaHUA KJIETKM, TKaHu, opraHa,
AMBOTHOI'O MJIM NALUMEHTA C TepalNeBTUYECKU DSOPeKTUBHBM KOJUUESCTBOM
aHTuTesia nporuB IL-23pl9. Taxkxe HacTodAmee M30O0PETEHME OTHOCUTCH
K cnoco®y MOOYJIMPOBAHMA WM JIeYeHMs [0 MeHbllel Mepe OIHOTO
cBA3aHHOTO ¢ IL-23 3aboJsieBaHusa B KJIeTKE, TKAaHU, opraHe, Yy

KMBOTHOT'O WM IaluMeHTa, BKJIYasdg, HO He OoI'paHmMuMBasaAChk MMM, TIIO

MeHpwer Mepe onHo 3afoyieBaHME U3 OXUPEeHMd, ONnOCpenyeMoro
MMMYHHOMN CUCTEMOM 3aboseBaHus, CepledYyHO-COoCyIMCTOTO
3aboneBaHus, MHOEKLUMOHHOTO 3aboseBaHud, BJIOKAUYECTBEHHOTO

3aboJieBaHNs UM HEBPOJOTUYESCKOTO 3aboJIeRaHus.
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Takxe HacTosfumee nzobpeTeHue OTHOCUTCSH K criocoby
MOIOYJMPOBAHUSA WJM JiedeHMs [10 MeHblley Mepe OHHOIO CBASaHHOTO C
IL-23 onocpelyeMoTo UWMMYHHOM cucTeMod 3abojieBaHusa B KJeTKe,
TKaHU, OpTaHe, Yy XMBOTHOT'O WIM Yy IaluMeHTa, BKJOuYas, HO He
OTpaHMuUMBaaACkE MMM, T[O MeHbIIeM Mepe OIHO 3abojeBaHue M3
PeBMaTOMOHOTO aprpura, 03@HWJIbBHOTO  PEeBMAaTOMIHOTO  apTpura,
OBEHUJILHOTO PEBMaTOUIHOTO &pPTPMTa C TEeHEpPaNM30BaHHBIM HAa4YalloM,
ICOpPUaTUUYECKOTO apTpuTa, aKWNJIOBMPYIIETO CrnoHOUIuUTAa, A3BH
XenynKka, CepOHEeTaTUBHHIX apTponaTul, OocCTeoapTpuTa, OCTeosm3uca,
acenTUYeCcKOTO ocrnabryeHus opTonenuyeCcKmx MMILJIaHTaTOR,
BOCNaIUTEesSIbHOT'O zaboJsieBaHMA KUIeuHUKa, SI3BEHHOTO KOJUTAa,
CUCTEeMHOM’ KpaCHON BOJIUAHKHU, aHTMGOCHONUNMIOHOTO CUHIPOMA,
VPUOOUMKINTA/yBeuTa/onTuyecroro HeBpUTa, MoMonaTM4IecKoTo
bnbpoza J2TKMX, CUCTEMHOTC BacCKyJuTa/TpaHyliemMaToza BereHepa,
capkomuozsa, opxuTa/obpaTHhX [IpOLLeCCOB npu Ba33KTOMUH,
anJyieprMuyeckux/aTonmueckux  3abojieBaHuM, AaCTMbl, aJlJIepIM4eCcKoTo
puHuUTAa, BK3EMEH, aJIIIepIriTiecKoIo KOHTaKTHOTO oepmaTura,
anjieprnYecKoro KOHBIOHKTHBMTA , ITHEeBMOHUTA BCJIeCTBUE
TUNEPUYYBCTBUTEJIBHOCTH, TPAHCIJIaHTAaTOB, OTTOPXEeHUSA
TPaHCIIJIaHTUPOBAHHOTO opraHa, peakuum "TpaHCIJIaHTaT NNpOTUB
xoszguua'", CUHIOpOMa CUCTEMHOT'O BOCIAaJIMTENIbHOTO oTBETA,
CernTudecKoro cuHIOpoMma, BEI3BAHHOTO TPaMIIOJIOXM TEJIb HEIMY
fakTepusaMM, Cercuca, BEB3BaHHOTO I'paMoTpMLaTesbHEMKY OaKTepuAMH,

HEeraTMpHOI'O B OTHOUEeHMM KyJIbTYPBl CellICUucCa, BBEIBBaAaHHOTO I‘pVIéaMVI

cericuca, HeNTpONeHNUYECKON JIUXopankKu, ypocerncuca,
MEHUHT'OKOKKEMUN, TpaBMEl/ TeMopparmnu, OXOT'OB, BO3IOENCTBUA
MOHUBUpYKUEN paovauuu, OCTpPOTO rnaHkpeaTuTa, B3pPOCJIOTO
pPecnmMpaTopHOTO ONCTpecCc-CUBIOIpoMa, PEBMaTONIHOTO aprpura,
BHIBBAHHOTO alxoroNeM  renarura, XPOHMUECKUX  BOCHNAaJIMTEJbHEIX
naToNorun, capkounosa, bonesnm  Kpoha, CEPINOBUIHO - KJIETOUYHOM
aHeMnu, onabera, Hebdpoza, aTonMueckux 3adojieBaHuil, peaxkuum

I'MnepyYyBCTBUTEJIBHOCTY, aJIJIEPIMYEeCKOI'O PUHUTA, CeHHOM JINXOCPpaldKy,

XPOHUUECKOTO pPUHMTA, KOHBIOHKTHUBMUTA, SHIOOMETPUO3A, aCTMbI,
KpanmBHULIEL, CUCTEMHOM  aHeéduaakcuu, nepMaTmuTa, IEePHULMUO3BHON
aHeMun, TEMOJIMTUYECKOTO zabojieBaHud, TPpOMOOUUTOIIEHUM,

OTTOpPXeHMA TpaHCIJlaHTaTa Jmuboro OopraHa WJM TKaHu, OTTOPXEHUA
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TpaHcriaHTara IOYKMU, OTTOPXEHUS TpaHCNnjaasTaTa ceogua,
OTTOPXEHUS  TpaHCIUlaHTaTa I edeHu, OTTOPXEHUA  TPAHCIJIaHTaTa
MOMXEJTy JOUYHOM xeJies3Hl, OT 2OPXEHUSA TpaHcrnJaHTaTa JIETKUX,
OTTOPXEeHMS TPaHCIUIaHTara KOHCTHOTOo Mo3Tra (BMT),  OTTODXEHMS
ayJioTpaHcnIaHTaTa KOXMU, CTTOPXEHUS TpaHcriaHTaTa XpALa,
OTTOPXEHNS TpaHcrjiaHTara KOCTH, OTTOPXKEHNS TPaHCIJaHTaTa

TOHKOTO KMIEWHMKAE, OTTODXKEHMSs MUMIUIaHTaTa >SMOPMOHAJLHOTO THMYCa,
OTTOPXEHMSA  TPAHCIJIaHTaTa N3IPalMTOBMUIOHOM  XeJie3bl, OTTOPXEHUSA
KCeHOTpaHCInaHTara J0BOTO opraHa NI TKaHU, OTTOPXESHUSA
aJlJICTPaHCIJIaHTaTa, peaxkuuy TUNEPUYYBCTBUTENLHOCTHY MPOTUE
peuenrora, Boneznu I'psnBa, fosesHu  PelHO, YCTOUUUBOTO K
MHCYJMHY I1uabera Tuna B, aCTMEI, MUacTeHuu, orocpenyeMo
aHTUTeNaMy ULUUTOTOKCUYHOCTM, DEeaxkuuil TIUIEePUYYBCTBUTEJILHOCTM III
THna, CUHIOpOMa POEMS (nosimHepponaTmua, cpraHoMmeranus,

SHIOOKPMHONATUA, MOHOKJIOHAJIbH 1A TaMMonaTrTus M CUMHIOPOM U3MEeHEeHUM

KOXHU) , [IOJIMHEBPONAaTHH, opTaHoMeTanuu, BSHIOKPUHOIATUHY,
MOHOKJIOHANEL HOM TaMMOIaTuu, CUHIOpOMa MBMEeHEeHUM KOXU,
aHTMdoCcHoOMMIMAOAHOTO CUHOpPCa, nempuryca, CKJIEpONepMUM,
cMemaHHOTO =sabofyieBaHus COeOUMHMTENbHOM TKaHK, WIMOMNATHUYECKOM

fonesHm ApgmucoHa, 1nuabdera, XPOHUYUECKOT'O AaKTMBHOI'O TenaTura,
MEePBUUHOTO OUINIMAaPHOTO LUMPPC3a, BUTHMIAMIO, BaCKyJMTa, CHUHAPOMA
nocT-MI KapOMOTOMMUM, TUINEPUYYBCTBUTENbHOCTM IV Tuna, KOHTAKTHOTO
nepMaTtuTa, MHEBMOHUTA BCJIE ICTBUE TUNEPUYYyBCTBUTEJIbHOCTH,
OTTOPXEeHUS anJoTpaHcIIaETara, TpaxyseMm BCIeNCTRUE
BHYTPUKJIIETOUHEIX OPTaHM3MOB, UYYBCTBUTENBHOCTU K JIEKAPCTBEHHOMY
CpeIncTry, MeTadbonmMyeckon/uamnonarTmudeckomn HoJe3Hn BurnbcoHa,
reMaxpomMarTrosa, neduunTa asibda-1-aHTUTPUINICKUHE, oateTn4deCcKon
peTuHonaTUu, TUpeouIuTa XallMMOTO, OCTEOolopo3a, obcaenoraHuA
TUNIOTANaMO - TUNOPUBAPHO ~-HAaANOUOUEHNKOBON CUCTEMEH!, MEePBUYUHOTO
dunIMapHoTo  uUuppos3sa, TuUupeouImTa, SHUedaJoOMMEesNmnTa, Kaxekcuu,
KMCTO3HOTO dubpoza, XPOHNUYECKOTO 3aboJyieBaHn4A JIeTKUX
HOBOPOXIEHHEIX, XPOHMYECKOTO OOCTPYKTMBHOIC 3aboJieBaHMAa JIEDKUX
(COPD), CeMeMHOTO TeMaTodarouUTaAPHOTO JUMPOTUCTOLUMTORA,
IepMaToONIOTUYECKUX COCTOAHMM, rcopuasa, ajoneuuy, HePpOTUUECKOTO
cuHOopoMa, HedpuTa, ITJIOMEDPY.IAPHOTO HedppuTa, OCTPOM IOUYEUHOM

HeJoCcTaToO4dHOCTH, I'eMOONaIVI3a, ypeMuu, TOKCMYHOCTHN,
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npeskjamncuy, Tepanuu okt3, Tepanum nporue cd3, ULUMTOKMHOBOMU
TepanmMu, xXVMMMOTepanuyu, JydeBOW Tepanuu (HanpuMep, BKJIYas, HO
He oTpaHuYMBasgch UMM, A&CTEHMI, AaHeMMio, Kaxekcuwo ™ T.0.),
XPOHUUECKOM MHTOKCMKaUuUM canuuuiaaramMum M T.n. CMm., HaOpuMmep,
Merck Manual, 12th-17th Editions, Merck & Company, Rahway, NJ
(1972, 1977, 1982, 1987, 1992, 1999), Pharmacotherapy Handbook,
Wells et al, eds., Second Edition, Appleton m Lange, Stamford,
Conn. (1998, 2000), BCe& U3 KOTOPHX BKJIOYEHH B HacToAmee
onycaHye B KadeCTBe CCHBUIOK B IIOJIHOM obbeMe.

Takxe Hacrosdiee nzobpereHue OTHOCHUTCA K Criocody
MONYJMPOBAHUA WJAM JIedeHMS TII10 MeHbliell Mepe OJHOTO CepleyHo-
cocymucrToro s3aboyeBaHuUs B KJIeTKe, TKaHM, OpraHe, Yy XMBOTHOI'O
MM |y rnauMeHTa, BKJYas, HO He OIpaHMyMBasiCb MMM, IO MeHbleN

Mepe onaHO =RaboyieBaHMe U3 CcrHIpoMa "ornymeHua'" cepnua, uHpapxTa

MMokapna, 3aCTOMHOM ceplieuyHon HeIOCTaTOUHOCTH, UHCYJbTE,
UIEMMUYECKOTO  MHCYJIbLTA, KDOBOUSJINAHUS, OCTPOTO  KOPOHAPHOTO
cuHIOpoMa, apTepMoCKIIepos:a, aTepoCcCKIieposa, pecTeHo3a,

onabeTdecKOoTO aTepoCKJepoTHuUYecKkoro 3aboJjieBanmMs, TUINEepPTeH3un,
apTepraJibHOM TUMNEePTEH3UM, Fa30peHallbHOM IMNEPTEeH3Ul, OOMOpPOKa,
moka, cudpnnmca CeplledH >-CoCyIMCTON CHUCTEeMEl, CepOeuHOoM
HeIOCTaTOUHOCTH, JIETOUHOT' O cepnua, MEPBUYHON JIET'OYHOMN
TUNepTEeH3UN, apuTMUN cepnua, BKTONNYECKOM BKCTPaCUCTOINM
rnpencepnun, TperneTaHmMs — Ipeincepnui, dmMbpunnauuM  rpencepoun
(NMOCTOSIHHOM WJMYM [NapoKCUM3MaTbHOM), NOCTNepPy3MOHHOI'O CHHIPOMAE,
BOCMAJMTEJBLHOIO OTBEeTa Ha CepledHO-JIeTOYHBIM WYHT, OeCHOpANOUYHON
UM MHOTOOUATOBOM TaxmMKapOuy TNpenNcepini, peryJISpHOM TaxXuKapiumu
c Y3KUM QRS, onpeneJsyieHHEX BUIOB apUTMUN, dubpunnaunm
XEeJIYNOUKOB, AapUTMMM INydkKa I'uca, aTpPUOBEHTPUKYJIAPHON OJIOKalH,

frnoxkams HOXKKM MydKa, MJIEeMMUYEeCKMUMX HapyueHMM wMuokapna, OCoJie3HU

KOPOHAaPHBIX aprepuin, CTEeHOKapInu, MHbapkTa MMOKapOa,
KapIMOMMONaTuu, 3aCTOMHOMN KapIMoMKoIlaTnu c IuJisTaumuen,
KapaMoMMonaTum  C CYXeHUEM, zadosieBaHUM KJlariaHos ceprnua,

sHOoOKapouTa, 3aboJieBaHMsA Nepukapna, ONyxoJey cepila, aHeBPU3MH
A0pPTE U NepudepruuecKUx aHespPUs3M, pPacClOeHUs aopTH, BOCHAaJEHUH
a0OpThl, OKKJIO3MM OPOILHOTO CoTOesia aopTH U ee BeTBelM, HapyuweHun

nepudepudeCcrux COCYIOOB, OKKJTIO3MOHHBIX HapylWeHUn aprepul,
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nepndepryuecroro aTepoCKIEPOTUHEECKOT O zaboneraHns,
obIMTEePUPYRLIe IO TPpOMOaHTUY Ta, OYHKUMOHAJbHBIX HapyueHnN!
nepupepryecrux CoCynor, O¢eHoreHa 1 OOJIe3HU PeliHO, akKpoumMaHoO3a,
SPUTPOMEANII NN, saboneBaHuUll  BeH, TpoMbo3a  BeH, BApPUKOBHOTO
pacumMpeHus BeEeH, apTepMOBEeHO:HOIC CBulla, JMMPONEDMbl, XKUPOBOI'O
oTeka, HecTabUIbHOM CTEHOKarIuM, penepdy3rMOHHOI'O TMOBPSXIEHNMS,
MOCTNEepPPYy3MOHHOTO  CHMHIpOMa, MOBPEXOeHUa  BCJIEOCTBME  MIUEeMUM-
penepdysum u T.n. Taxom cnocod® HeoOaA3aTeJIbHO MOXeT BKJIOYATH
BEBeIJeHUE 30PEeKTUBHOTO KonmuuecTBa KOMITO3ULNA NI
bapMaLeBTUUYECKOM KOMIMOSMUMM, COJepXamel TI10 MeHbley Mepe OILNHO
aHTuTeso npoTuB IL-23plY%, B KJIETKY, TKaHb, OPTaH, XWUBOTHOMY WJIM
nauMeHTy, HyXIaomeMyCcs B TaroM MOINYJMPOBaHuUM, BO3OEUCTBUM UIIU
Tepanmun.

Taxxe HacrTosduee nzofpereHune OTHOCUTCH K criocofty
MOLYJIMPOBAHMA WM JIeUdeHMsI I[IC MeHbllel Mepe OIOHOIO CBA3AHHOTO C
I1.-23 wuHberxumoHHoro =abosieBaHMA B KJEeTKe, TKaHM, opraHe, Yy
XMBOTHOTO MM NauMeHTa, BKINYas, HO He OoOIpaHuMdMBasch MMM, IO
MeHbWeN Mepe OonHo 3abosieBaHME M3:  OCTPOM MM XPOHUUYECKOU
HakTepuaJabHOM MHPEeKUMM, OCTpPOrO U XPOHUUYECKOTO NapasuTapHOIo
UM MHOeKUUOHHOTO IMIPOLIEeCCOB, BKJYasa OakTepualibHbBE, BUPYCHBIE U
rpubkoBme MHbekumy, BUU uHbexkumio/BMY HeBpOHNnaTHK, MEHUHIUT,
renatur (Hanpumep, A, B wm C uaM CXOIOHBIE C HUMU) , CenTudeCcKum
aprpur, HOepUTOHUT, NMHEeBMOHKO, SOUDJIOTTUT, e. coli 0157:h7,
T'eMOJIUTUUECKUN ypeMuue KU CUHOPOM/ TPOMOOJIUTUUECKYIO
TPOMOOUYTONEHUYECKYIO oypnvpy, MaJIApUIo, reMOpparudecKkyio
JUXOpanKy HNeHTe, JEeMIMaHMo3, Jenpy, CHMHIOPOM TOKCUUECKOI'O WokKa,
CTPEeNTOKOKKOBHIM MMOBUT, T'a30BYIO TaHTpeHy, mycobacterium
tuberculosis, mycobacterium avium intracellulare, TNHEBMOHMI
Pneumocystis carinii, BOCNaNlUTeJIbHOe saboJsiepaHue Tasa,
OPXUT/BIUOEPMUT, JTeTUOHEIY, BoJIe3Hb Janma, Tpunn, BUDPYC
SnuwrelnHea -Bapp, aCCOLUMVPOBAaHHEIN C BMPYCOM reModaroumTapHLl
CUHIOPOM, BUDYCHBHIM sHUedanmT/acenTVyeCcKMi MEeHMHIMT U T.I.

Tarxe Hacrosumee nsobpereHue OTHOCKUTCH K Criocoty
MONYJIVMPOBAHMSA WM JIedeHUs IN¢ MeHbllely Mepe OOHOT'O CBA3AaHHOTO C
IL-23 BAacokKadeCTBeHHOTO 3abolleBaHus B KJETKe, TKaHu, opraHe, VY

XMBOTHOI'O MM Yy HauMeHTa, BkI4Yad, HO He OoI'paHudMBaAaAcCb,r MMM, I1O
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MeHbley! Mepe onHO BaboJieBaHME U3B: JIelKo3a, OCTPOTC JelKkosza,

ocrporo JumdpodOracTHoOro Jerkosa (ALL), oOCTpOTO JmMmboumTapHorc
JIeMKO3a, B-kJyneTouHOTO, T-xkjgeTouHoro wuau FAB  ALL, OCTPOIC
MMEJIOUIHOTI'O Jenkos3a (AML , OCTPOI'C  MMEJIOT€HHOT'O JenKosa,
XPOHMUECKOTO MUEJIOLMTAaPHO 'O JerKo3a (CML) , XPOHUUYECKOTC
JIMMOOLIMTApHOTO Jenko3a (CLL) , BOJIOCATOKJIETOUHOT'O Jenkosa,
MUEJIOOUCIINIaCTUYEeCKOT 0O CHUEIpOMa {MDS) , JIMMGOMEI, tonesHy
XOmXKMHa, 3JI0KAQUEeCTBEHHOM  JIMMQOMEI, HEXOIOXCKMHCKON  JIMMPOMbI,
JIMMO OMEL Bepkurra, MHOXEeC TBEHHOMN MMV EJIOMEHI, CapKOMEI Karnoumu,
KOJIOpEeKTanbHON KapUMHOMEL, MaHKpeaTMdeCcKoM KapLUVHOMEHI,
Ha3o00apuHTealbHOM KapLUWHOMEH, 3JI0KAaUeCTBEHHOTO TMCTOUUTORA,
rmapaHeonylacTUueckoTo CHMHIPOMAa /TUNEepPKasbUMEeMUn npu
3JI0KAUeCTBEeHHOM OIyXJIV, COJIVOHBIX onyxoJemn, paka MOYEBOT'O

Ny3elpsa, pPaka MOJIOUHOM XeJjie3bl, paka ODONOUYHOM M MNPAMOM KMUKHY,
paka 3HIOOMETPUSA, paka T OJIOBEHI, paka wewu, HaCJedCTBEHHOTO
HEenoJIMIO3HOTO  paka, JMMbOoMEl  XOOXKMHAE, paka reyvyeHu, paka
JIETKOT'O, HEeMEeJIKOKJIETOYHOI'O paka JIerkoro, paka SfAMYHWKE, paka
NOIXeJIYy JOUYHOM KeJesH, paka npencraTesibHOM XKeJesml,
NOYEUYHOKJIETOYHOI'O paka, paka AuYKa, aleHOKapUMHOM, capxomM,
3JI0KAYEeCTBEHHON MeJla HOMEI, I'eéMaHTMOMEI, MeTacTaTu3upymoiero
sabosieBaHna, OOYCJIOBJIEHHOM 3JIOKAYECTBEHHONM ONYyXOJIbd pes3opbumuyu
KOCTeM, OBYCJIOBJIEHHOM 3BJIOKAaUEeCTBEHHOM OINYyXOJIbIo OOJIBI B KOCTHX U
T.I.

Taxkxe HacrTodumee nzobpeTeHne OTHOCUTCSH K crnocoBy
MOIOYJVMPOBAHUA MWJIM JIEUEHMSA [10 MEHLUIEe Mepe OOHOTO CBHABaHHOTO C
IL-23 HeBpoJiOTMUecKoro 3abojieBaHMs B KJI€TKe, TKaHW, OpraHe, Yy
XMBOTHOTO WJIM [AaUMEeHTa, BKJOWas, HO He OIpaHUUYMBaSACh UMM, [0
MEHben Mmepe OIHO 3aboeBraHue ns3: HeMpOOeTeHEPaTUBHOTO
zaboneraHuda, paccesaHHOTO  CKJIEpoO3a, MUTPEHO3HOM BoJsu, ClinH-
OEMEHTHOI'O KOMIUIEKCa, IeMUeNMHM3Mpyoumero szaboseBaHus, Taxkoro
Kak paccesHHEM CKJIEPO3 u OCTpPRIN [IONepeYHsN MUEJINT;
BSKCTPpaNMpaMmMOHBEIX ¥ MOSBXEUKOBHIX HapyUIeHWN, TakMx Kak ouaru
NOBPEXIEeHNA B KOPTUKOCIMHAJBHOM CUCTEME; HapyWeHU 6O6asalibHEX
TAaHIVIMEB; HaPyWeHUN C TUNELKUHETUYECKUMM IOBMXEHMAMM, TaKuUx Kak
xopes T'enTrHT TOHA u CeHUJIbHAas xopes; MHIOYLUMPOBAaHHEIX

JIeKapCTBEHHBIMA cpeacreaMm OBUT'ATEJIbHBIX Hapr.IeHMl‘;I, TAaKMX Kak
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HapyuweHus, MUHIOYUMPOBAHHEIE JIEKAPCTBEHHBIMU CpenCcTBaMM, KOTOPHIE
OJIOKMPYIOT peluenTopel nojas gobaMmHa B UHC; TUIMOKMHETUUECKUX
OBMTAaTEJIbHEIX HapyuweHun, TaKMxK Kak foJie3HE [lapkMHCOHEa ;
NPOTPECCUPYRIETrO CYNPaHyKIJIeapHoro napajimda; CTPYKTYPHBIX O4YaTr OB
NMOBPEXICHUA B MO3XEUKe; CHUMHOMO3XEUKOBHBIX IereHepauMi, TakMx Kak
CnMHaJlbHad aTakcusd, arakcusa Odpunpenxa, uepebelsisapHEe

KOPTHMKaJIbHBIE »OereHepauuy, MHOXeCTBEHHbIE CUCTEMHEIE IIeTeHepaluunmn

{(MeHueNns, HexepuHa-ToMaca, llan-Iparepa " Mayvano-JIxoz3eda) ;
CUCTEMHEIX HapyueHu {BoresHb Pebcywma, abeTanmnonporeMms,
aTakcus, TeJIeaHTUB3KTO3US, MM TOXOHIPHUAJIbHOE MYJIb TUCUCTEMHOE
HapylieHMe); LUEHTPAaJIbHBIX IeMUENMHUBUPYIOUMX HapyWeHult, TakMx Kak
PacCedHHB CKJIEpPO3, OCTPBUT [NOMNEepeYHB MUENUT; U HapyleHUNn

MOTOHEMPOHa, TakKMX KaK HEBLOTEeHHbe MBIIEUHBIE aTpodum (kKiaeTouHas
OereHepaunsa IepenHero pora, Takasa xak OOKOBOM aMMOTpOoGUUeCcKun
CKJIEPO3, JHOeTcCKad ClMHaJbHasg MblleyHasa aTpodusa M OBEeHUJIbHAas
CnVHaJlbHaa MellleyHasa aTpodua); Oojes3HM AnblUrelMmepa; CUHIpOMa
HayHa B cpedHem Bo3pacTe; InbdyzHOTO 3aboyeBaHmMsa C TenblaMu
JleBM; CEeHMJIbBHOM JeMeHUUM 110 TUIly IOeMeHUUM C TejblaMmu JleBu;
cuHIapoMa BepHuke-KopcakoBa; XPOHMUECKOIO aJikoronmama; 6oJesHUu
Kpenrupenena-Axkoba; NOJOCTPOTO CKIEPO3MPYKRIETIO IaHzHUebanura,
BonesHn Tasinepeopanexna-linarua; JeMeHUuMn BOKCepoB;
HeVpoTpaBMaTUUECKOTO NoBpexXneHus (HanpuMmep, NNOBPEXIEHMSA
CIOMHHOI'O MO3Ia, I[IOBpeXIOeHUS TDOJIOBHOTO MO3Ta, COTpACEeHMs MO3Ia,
[IOBTOPHOTO  COTPACEeHMs  MozTa); Bonwn; BOCHnanuTesgbHon  Gonu;
ayTusMa; IOenpeccum; MHCYJIbTa; KOTHUTUMBHEIX HapyLEeHUN; 3NUJISIICUMN
m T.n. Takonm cnoco® HeobgzaTeJIbHO MOXET BKJKYATh BBeIEHME
50dexTUBHOTO KOJIVYECTRAa KOMIIO3ULIUMN W bapMaLeBTMUECKOM
KOMIIO3MUUM, COIepXaliell 10 MeHbWEeM Mepe OIHO aHTUTEeJIO NPoTMBE TNF
VI ONpeneJIeHHB Y4YacTOK WM BapUaHT B KJIETKY, TKaHb, OpraH,
XMBOTHOMY WJIM I[AUMEHTY, HyXkIaoueMycs B TaKOM MOLOYJIMPOBAHMUU,
BO3IOENCTBMA WM Tepanuu. CMm., HanpuMep, Merck Manual, 16th
Edition, Merck & Company, Rahway, NJ (1992).

Hacrosamee nsobpeTeHue Takxe OTHOCUTCSH K criocoby
MOIYJIMPOBaHMA WMJIM JI€eYeHMA I10) MeHblleld Mepe OJIHOM CBS3aHHou ¢ IL-
23 paHBl, TpaBMB WJIM MOBPEXI2HMA TKaHM MJIM CXOIHOTO XPOHUUECKOT'O

COCTOHAHMA, B KJIeTKe, TKaHu, 0opraHe, Yy XMBOTHOIO WM IauMeHTa,
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BKJIOYAs, HO He OTpPaHUdYMBasSChb UMM, I[10 MeHbBIEM Mepe OIHO U3:
TEJIECHOTO NIOBpPeXIOeHns 1IN TpaBMEI, aCCOLMMPOBaAHHON c
XUPYPTMYECKON  onepauveyr E  MOJOCTM  pPTa, B TOM uuciae C
NepUONOHTANLHON XMPYPTUUECK D) olepaumen, yhoaneHuem (amm) 3y0a,
SHIOONOHTUUYSCKUM JledeHuneM, BCTaBKOM 3yBHBIX UMIIJIAHTaTOR,
HaJloXeHueM U MPMMEHEeHMeM 3y3JHBEX I[IPOTEe30B; WM I'Ie paHa BeOpaHa
U3 TPYNel, COCTOAWEeN U3 3IcenTUUYeCKMX paH, YyuubOJIeHHBIX pad,
pe3aHBExX paH, pPBaHEX paH, HEeNPOHUKAaKUMx pax, OTKPHTHEIX pPaH,
NMPOHMKAKWMK pPaH, CKBO3HBX DaH, KOJIIMX paH, CenrudYecKux pat,
uHbexuM M TMOJIKOXHEIX pPaH; WM TOe paHa BeOpaHa "3 TpPYyNIlH,
COCTOAmEN U3 MVIUEeMUYECKUX  A3B, NpoOJIeXHEN,  CBUlEH, T STKEJIBIX
YKYCOB, TEepMUYECKMX OXOTOB M paH B oOOJlaCTM HOHOPCKOI'O JIOCKYTa;
UM THS paHa npencrasnadeT co0o¥ a@TO3HYKD paHy, TpaBMaTUYECKYIo
paHy Wiy acCOUMMPOBAHHYK C I'€pPrecoM paHy.

Pauel M/MJaM S3BH B HOPME HAaXOOATCA B KauyeCTBE BHCTYNOB HA
KOXe MAM Ha CJAMBUCTOM IMOBEePXHOCTU MM B pesyljibTaTe uHPapKTa B
opraHe ("mHcynbTa'"). PaHa MOXeT OHTbL Pe3ysbTAaTOM HedperTa MATKMX
TKaHey MAM 2 ouyara TOBpPeXIeHMs MJIM OCHOBHOI'O CcocToaHusa. B
KOHTEKCTe HacroAumero wuszobpaTeHusa, TepMuMH "koxa'" OTHOCUTCS K
caMol BHeIWHeM MNOBEepXHOCTU TeJla XUBOTHOT'O, B TOM UMCJIE UeJIOBeKa,
M OXBaTHIBAET HEIMNOBPEXIEHHYK® WM TI[OUTM HENOBPEeXIEeHHYID KOXy, a
TaKXxe MOBPEeXIEHHYIO NOBEPXHOCTH KOXMU . TepMMH "cnmzucTas
0BoJIoUuKa" OTHOCMTCH HENOBPEXIEHHOM WM IIOBPEXIEHHON CJM3UCTOMN
oBoJNIoUKe XMBOTHOTO, TakOoT'0 KaK UYeJIOBEeK, U MOXeT MNpelCTaBJIATH
cobor causucTyio oBoJIoOUKy IIOJOCTM pTa, lWeKu, yxa, Hoca, JIeTKOro,
TJasa, XeJIyIOUYHO-KUIIeUHOTO TpakKTa, BJarajiuia Wiy NpAMOM KUIIKMK.

B KOETEKCTe HacCTofAmerco us3obpeTeHus TepMMH '"paHa'" oO3Havaer
TeJlecHOe T[OBpPEeXIeHMe C paspylleHrMeM HOPMaJlbHOM  LeJIOCTHOCTHU
TKaHeBHX CTPYKTyp. Takxe noipasyMeBapwT, UYTO TEPMMH BKJIOYaeT
TepMMHE "ouar BocnaseHus", "owar noepexaenusa", "Hexpoz" U
"g3pa". B HopMe, TepMuH "ouar BocrnaJjeHua" 4aBngeTrcs  0oduUMM
TEPMUHOM L[OUTM IJIs JIIOOTO ouara MNOBPEeXIOEeHMS KOXU WM CIM3MCTHX
ofosiouek M TepMUH "g3Ba" npencraessgeT CcoOOM JIOKaJbHEM OedeKT
MOBEPXHOCTM OpTaHa WM TKary uim YyIJyOJieHne, KOTOpOe BO3HMKaeT
BCJIENCTBME OTTOPXEHUS HEKpOTUMUYeCKOoM TkaHu. Ouar TroBpexIeHus,

KaK MNpaBWUJO, OTHOCUTCH K JKOOoMy IedeKTy TKaHM. Hekpos OTHOCHUTCSH



90

kx TUBeN M TKAHW BCJIeNCTBMe MHGSeKUMM, [1OBPEeXOeHMs, BOChAaJISHMA WM
MHPaApKTORB.

TepMUH "pana", MCIIOJIE 3Y MBI B KOHTEKCTe HacTOAWeroc
y306peTeHusa, O3HauvaeT Jobyo paHy (CM. HMXe KIacCUQMKauMio pas) “
HaxoIOAWYCa Ha JO0M KOHKPEeTHOM CcTanmMu Ipouecca 3axubBJIeHNMs, B
TOM YMCIe Ha CcTaiuM OO Havasa Kakoro-simbo 3axkuplieHMsa MIIWM  Oaxe
o NONyYeHMS ONpeNeleHHOTO DAaHEeHMs, TaKoTo KakK XUPYypPIMYEeCKUn
paspes (npoduiakTUUeckoe JedaHue) . IllpuMepsl paH, KOTOPBIE MOXHC
npeloTepalaTh n/unu JIeUnTE B COOTRETCTBUN c HaCTOAWLMM

yzobpeTeHueM, HANpuMep, NPencTaBIAT CcoOOoiM acenTnyeckue paHsl,

VIIMGJEHHbIE DaHbl, pPe3aHHe paHnl, pPBaHBIe pPaHb, HeNpOHMKAaKlMe DPaHb
(T.e., paHe, B KOTOpPHIX HET pas3pylieHuda KOXM, OIHAKO eCTk
rMoBpexnoeHue Jiexalnx HUXe CIPYKTYP), OTKPHTHE paHe, IPOHMKAaKIME

paHel, CKBO3HBIE pPaHbl, KoOJIUME pPaHbl, cenTmudeckKue patHbl, TI[NOIKOXHBIC

paHel M T.L. [lpyMepaMu ©uYaroB BOCHajleHVs ABJAKTCA HNPOJIEXHM,
adTO3HBIN CTOMATUT, MN3BLA3E TeHUe, TeprneTydecKas nuxopanka,
TpaBMaTVUeCKUN oubTepuT U T.I. [pyMepamu A3B ABJIAKTCHA,

HanpuMmep, TrenTudeckas £3Ba, HOyoleHallbHas fA3Ba, A3Ba XeJynka,
A3Ba rnpu nojarpe, oaterudeckas A3Ba, TUNEPTOHMYECKAS
ymeMMueckas s£3Ba, BapuMKo3Has A3Ba, Tpoduueckasa fA3Ba (BeHO3Has
g3Ba) , NoIbA3bIUHAA A3Ba, a3Ba MNOICAN3UCTON oBOJIOUKY,

CUMIITOMcTUYSCKAaAa A3Ba, TpO@MHECKaH A3BAa, TponmndecCKad A3Ba U

BeHepudecCKkad A3Ba, HanpuMep, BEI3BaHHaA POHOpeeﬁ (BrIIKOUAA
ypeTpuT, 3HIOOULEPBMLINT U HpOKTMT). CocTOsAHMUA, CBS3aHHBIE C paHaMM
I odaramm BOCIiaJIeHN4d, KROTOpPBIC MOXHO YCIeuHoO JIedUTh B

COOTBETCTBUM C DBTUM un300peTeHMeM NpelCTaBJAnT CcoOO0M  OXOTH,
CUBUPCKYI0 SI3BY, CTOJOHAK, Tas30ByKw TaHrpeHy, CKapJaTuHy, POXY,
CUKO3, QOJUIMKYJIUT, KOHTAI'MO3HOE UMIETUTO WM OYJje3HOEe MVMIETUIO

u T.n. Yacro cCylecTByeT OoNpenesyiIeHHOEe COoBlaleHMe B IIPVMMEHEeHNU

TepMuHoB "paHa" u "sasea", u "pana" u "ouar BocnaneHus" u, OGoJsee
TOTO, TepMMHBE  YacTO  MCHNOJL3YIOT  CJIydalHbM  0Opas3oM. TaxkuMm
oBpasz3oM, Kak  YIOMMHAaJOCh BhlllE, B KOHTEKCTe HacTOAWeTO
nzoBpeTeHns TepMmuH "pana" Br/odaeT TepMmmHel  "aAszea", "ouar
noppexneHusa", "ouar BocnaileHua" 121 "undapxkr", M TEePMUHB

UCIOJIb3YIOT Oe3 MNPOBENeHUS pPasiuuuil, €CJIM HeT MHEX yKa3aHun.

Turnel PaH, rnoniyexaiyme JIEedeHWIO B COOTBETCTBUN C STVIM
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nzobpereHreM, TakxXe BKIOYaOT (1) Hecneumdpuueckue paHE, Takue
Kak, Hamnpumep, XUpypruyeckue, TpaBMaTudyeckue, MHOEKUUOHHHS,
MueMpdecKr.e, TepMudecKre, XuMMyYeckue u  OyJiesHble paHe;  (1i)
PaHk, cneunduuHele OJa8 I[ICJOCTM pPTa, Takue Kak, HarllpuMep,
IIOCT3KCTPAKLUMOHHEE paHH, 3HIOOIOHTHUUECKUE PaHkHl, ocoBeHHOo

CBs3aHHbIE C JIeUeHMEeM KUCT U adbCclueccoB, fA3B UM 0O4aIl'OB TMMOoBpEeXIeHUd

DaxkTepralbHOT O, BUPYCHOTO MM  ayTOMMMYHHOTO  MNPOUCXOXISHMUA,
MeXaHUYeCKMUx, XVMMUECKUX, TepMUUYECKUX, MHbEKUMOHHBIX 17
JIMXEHOMIOHBIX paH; KOHKpe™ Hele NIpYMEDPE npelCcTaBJgioT cobon
repneTuYeckyue A3BbH, adTozsHbM CTOMaTUT, OCTPLI HEKPOTUYECKUM

SIBBEHHBM I'MHIMBUT ¥ CHMHAPOM XXEHMS B MNOJOCTM pTa; u (iii) panw
KOXu, Takue Kak, HanpuMep, Heonjasusd, oOXOoTU (Harnpumep
XVIMUYECKME, TEepMUUYeCKue), oyary IOBpexXIeHus (DaxkTepuasbHBIN,
BYPYCHEIM, ayTOMMMYHHBI), YKYChH M XUPYypPTMUeCKMe paspesbl. IpyTuMm
crnnocofoM kjaccupukauum asidercd (1) HeBosnbumas rnorepsa TKaHeu
BCJIENCTBME XUPYPTUUYECKUX Pas3pes0B, HeDoJblME 3PO3UKM UM Heboablue
YKyCBl wWym (11) 3HauuMTeNbHas TNOTepsa TKaHel. IllocaenHsas Tpymnna
BKJKOYaeT UUEMMYECKME HA3BH, I[1POJIEXHM, CBMI, PBaHBIE PAaHL, TAXEJLE
YKYCBl, TepMMUECKMe OXOI'M M paHe OOJIaCTM IOHOPCKOTO JOCKYyTa (B
MATKUX M TBEPOEX TKAaHAX) U MHOAPKTH.

Ipyrue paHel, KOTOpPhLIE IIPeNCTaBJIST MWHTEepeC C TOYKU BPEeHUSA
Hacrodumero wusobpereHus, MNpenCcTaBlsOT coboli paHel, Takue Kak
VueMmMdecKye SA3BbH, NPOJIEXHM, CBMIM, THAXEJBHE YKYChl, TEepMUUECKUE
OXOTM ¥ paHe O0B8JJacTM IOOHOPCKOTO JOCKyTa. MieMMUyecKMe HA3BH U
NPOJIeXHM TNPEeNCTaBJAKnT COOOM pPaHH, KOTOpPHE HOaxe B HOPME 3aXuBapT
OUEHb MeIJIeHHO, u B TaKuUx cnyyaax, oCcoOBeHHO,
YCOBEDPIEHCTBOBAHHEIM " Bonee OBIC TPBIN npouecc SaXMBJIIEHNS,
GezycnoBHO, uMeeT OoJbWIOE 3HauYeHMe g nauMeHTa. BoJjee Toro,
3aTpaTel, CBSI3aHHBHE C JIeYeHMeM I[IalMeHTOB, CTpalaniMxX OT TaKux
PaH, 3HAUMTEJIbHO CHUXaKRTCH, eCAM NpOoLecC 3axuBJIeHUA HABJSeTCs
YCWJIEHEBIM /1 NpoucxomuT OoJee OBICTPO.

PaHel o0nacTu HOOHOPCKOTO JIOCKYTa IMNPeICTaBJSKT COOOM paH:H,
KOTOpBIE, HaNpuMep, BO3HUKAKT B CBA3U C [epeMelleHMeM TBepIon
TKaHM U3 OIOHOM YacCTu OpIaHM3Ma B JAPpyI'yl 4YacTb OpraHus3Ma,
HanpuMmep, B CBSBU c TpAaHCIJIaHTaumen. Pansm, BO3HMKawle

BCIiegcreme TaKMx onepaumﬁ, ABJIAKOTCH OUEeHb OoJIe 3HEeHHBIMU 121
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YCUJIEHHOE 3aXMBJIIEHME, TakKUumM OépaBOM, aBJAeTCA HauboJyiee IeHHBM.

TepMuH "koxa" MCIOJIE YT B Hambolee ILIMPOKOM CMEICTIE,
OXBaTHBAawleM SNMOSPMAJIbHBEIM CJIOM KOXM M =~ B CJydasx, Koria
NNOBEPXHOCTb KOXM ABJAAeTCA CoJjiee WJIM MEHEe MNOBPEXIEHHOM, - TakKke

JepManbHel CJIOM KOXM. [IOMUMMO pPOTOBOTO CJOA, BNuIepMallbHbIL CIoH
KOXM TMpeNCTaBJisseT COOOW HapyXHB (SNUTeSMasbHBI CJoM), a 6bonee
TIyOOKUM CJIOM COEOMHUTENBbHOM TKAaHM KOXM HasbBaloT IepMon.

Takxe Hacrosuee nzobpereHue OTHOCUTCH K criocodby
MOIyJIMPOBEHMSA WM JIEYEHUA [copuasa, I[ICOPUATUYECKOTrO apTpura,
OoJsie3HM KpoOHa, pacCesHHOTO CKJepo3a M ONTUYECKOTO HeBpuTra,
cpemn npodmx =2abosieBaHull, NPeNCTAaBJIEHHBIX BHIIE B KadecTsBe
CBA3aHHeX ¢ IL-23 3aboneraHuil, B KJIeTKe, TKaHU, opraHe, VY
AMBOTHOT'O MAM NAUMEHTa, BKJYaA, HO HE OI'PaHVMuUMBASACH MMM, 10
MeHbIen Mepe OOHO ns OIoOCPenyeMoro VIMMYHHOM CUCTEMON
3aboJieBaHus, CepOedHOo-COoCYyIUCTOTO 3aboneraHusd, vHberUun,
3JIOKAYECTBEHHOTO U/UJIM  HEeBPOJOTMYECKOTO 3abojleBaHMns. Takom
cnoco® Heo0A3aTesIbHO MOXeT BKJOYATL BBeIeHME 3POEeKTUBHOTO
KOJIMYeCTRa rno MeHBbIIEN Mepe oagHOM KOMITIO3ULIUU unu
bapMalLeBTMUECKON KOMIMO3MLUUM, comepxameil O MeHbHel Mepe OIHO
anTnTesio nporus IL-23pl9 B kJeTKy, TKAaHb, OpPIPaH, XWUBOTHOMY WM
nanuMeHy, HyXIDaoumeMyCs B TaKOM MOOYJIMPOBAHUM, BOBIENCTBUU UJIU
Tepanuin.

Jiboit  criocob 1o  HacToAleMy MU30BpPEeTEeHMI0 MOXEeT BKJOYATh
BBeleHMe 3bbexTUBHOTO KOJIMUECTRA KOMIIO3UUMM UInu
PapMaLeBTMYECKON KOMIIO3MLMM, COoAepXamell IO MeHblen Mepe OIHO
aHTuTesio nporus IL-23plY B kyeTky, TKaHb, opraH, XMBOTHOMY WU
NaumMeHTy, HyXIaoueMyCsa B TakOM MOIYJIMPOBAHMM, BOSIEMCTBMM WK
Tepanum. Taxkon criocob Heobsa3aTesIbHO MOXeT JOOMOJIHUTEJILHO
BKJIIOYATh COBMECTHOE€ BBEIEHME WM KOMOMHMPOBAHHYID Tepanuo IJIS
Jle4eHus Takoro 3abosieBaHMA UM HapyWeHUs, Toe BBeIeHue
YKa3aHHOT'O MO MEeHbUEeM Mepe OOHOTO aHTUTesa nporun IL-23pl9Y, ero
OorpeneseHHOro YydacTkKa WM BapuaHTa, KpoMe  Toro, BKJIOYaeT
BBELEHMe 10, OINHOBPEMEHHO W/WUaM IoCJe NO MeHbWel Mepe ONHOIO
CpencTea, BHOPaAHHOTO M3 MO MEHbUEN Mepe OIHOTO aHTaroHucra TNF
(HampuMep, HO He OTPAaHMUUBEACH UMM, XUMUUECKOTO WM BeIKOBOTO

aHTaroHmcra TNF, MOHOKJIOHAJIBHOIO WM NOJIMKJIIOHAaJIbHOI'O aHTuTesia
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npotue TNF wiam dparMeHTa, PpacTBOPMMOIO peuenrtopa IHJid TNF
(Hanpumep, p55, p70 wmwm 185) wuau  dparmeHTa, ero  CHMTHX
NOMUMNENTUIOE WM HUIKOMOJIEKYJ APHOTO aHTtaronmcra TNF, Hanpumep,
CBABLHBaOUETC TNF Benka I  wam IT (TBP-I nau  TBP-11),
HepenuMmoHMaba, uHbIMkcuMmaba, >TaHeplernTa (Enbrel™), anammmynata

™y CcppP-571, CDP-870, abenmmomaba, JeHeplLenra u T.I.),

(Humira
NPOTUBOPEBMETUEECKOTO cpen:TBa (HanpuMmep, MeToTpeKcaTa,
aypaHoduHa, aypoTUOTIIOKO3a, a3aTUOoTIPUHAE, 30J10Ta HaTpus
THuoMaJjsaTa, TUOPOKCUXJIIOPOK3MHA cynsbara, JgedayHoMUuna,
cynbbacansuHa), MBIIEYHODO PpelaKCaHTa, HAPKOTMYeCKOTo CpencTea,

HEeCTEepOUIHOT'O NPpOTUBOBOCHAJIMTEJIBHOTO JIEKapCTBEHHOTO CpellCTBa

(NSAID), odezbonmMBaKnero cpencTea, aHecTeTVKa, ceIaTUBHOIO
CpelCcTBa, MECTHOTO  AaHecTeT!1Ka, HepBHO-MHIleyHOTO  OJjiokaTopa,
MPOTUBOMUKDPOOHOTC CpencTe (HarnpuMep, aMMHOTJIMKO3UIA,
NPOTUBOTPUDOKOBOTIO cpencrna, NpOTHMBONAPaA3UTAPHOTO cpencTsa,
[NPOTUBOBUPYCHOTO CpencTna, kapbaneHeMa, uedasIoCIOpUHaE,
GTOPXMHCIIOHA, MakpoJsimna, [TeHUUNJIJIVHE , cynsboHamMmmna,
TeTpauunKIMHa, OpyTroro NPOTUBOMUKPODHOTO cpencrTea),
NPOTUBOINCOPMABHOTO CPEeNCTBa, KOpTUKOCTepouna, aHabonamMdecKoro
crTepouna, cpencrea npotues guabera, MMHEPAaJIbHOTO CpencTBa,
nuTaTeJIEHOTO cpencrsaa, cpencrBa nJisi LMTOBUIOHON XeJies3el,
BUTaMUHE, CBHA3aHHOTC C KalblUuMueM TI'OpPMOHA&, cpencTeBa IIpOTUB
nuapeu, cpencrea [pCTUB Kaumsisd, INMPOTUBOPBOTHOTO cpelncrsa,

CpencTBa MNPOTUB SA3BH, CJaOUTENbLHOTO CpenCcTBa, aHTUKOaTYJAHTAa,
SPUTPOIOZTHAA (nanpumep, 303 TUHA ansda)l, bunrpacTuMa
(nanpumep, G-CSF, Neupogen), caprpamMocTtuma (GM-CSF, Leukine) ,
cpencrTBa OId UMMyHMBaLUUM, UMMYyHOTDJIOOyJMHa, UVMMyHoIenpeccaHTa
(HanpuMep, OazunukcmMaba, UMKIOCIIOPKHAE, Dakjgusymaba), TOpMOHa
pocTa, 3amMecTUTEeJSIbHOTO TOPMOHAJIbHOTO JIEKAPCTBEHHOI'O CpencTBa,
MOLYJIATOPa PEeLenToOpOB 3CTpOleHa, MUApMaTUKa, Cpencrsa MNPOTUB

UMKJIOIJIe Iy, ajJIkuamupymumero cpelcrrea, aHTuMeTabonura, MHPM@MTOpa

MUTO34a, panmo@apMaueammqecxoro cpencrTea, aHTmnienpeCcCcaHTa,
cpeacrTBa NnpoTre MaHu1u, AHTUTICUXOTUUECKOT'O cpencTea,
AHKCUONIMTUUECKOI'O cpencrhna, TUVIIHOTUYECKOI'O cpencrea,

CUMIIaTOMMMETUKAE, CTUMYJMPYKRLETO CpelCTBa, MOoHeneswsa, TaKpuHa,

JIeKapCTBEHHOT'O CpelcTBa IpOoT™MB aCTMb, GeTa-aroHucrTa, CcTepouia
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o AHTEJIAUNN, UHTUDBUTCPa JIeKOTpUeHa, METUJIKCAHTUHE ,
KpOMOJIVHa, alpeHajrHa WM auasora, OOpHas3s anbda (mysipMO3¥Ma ) ,
LUMTOKMHEa WJIM aHTaroHmucra UMTOKMHAE. lpMronHele  HO3bl  XOPOUO
MBsBEeCTHB B IaHHoOM obinactu. CM., HaNpuMep, Wells et al., eds.,
Pharmacotherapy Handbook, 2" pdition, Appleton and Lange,
Stamford, CT (2000) ; PDR Pharmacopoeia, Tarascon Pocket
Pharmacopoeia 2000, Deluxe Edition, 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, BCeé ¥3 KOTOpBIX BKJIOUEHBE B
HacToOdllee ONMcaHMe B KadeCTREe CCBUIOK B MOJIHOM obweMe.

AHTaronucTtel TNF, npuroasele ILJIA KOMIOBMLUMM, KOMOMHMPOBaHHOMN
Tepanuu, COBMECTHOTO BBEIEHUA, yCTpoOMcTB  MU/uiam  Cnoco6oB IO
HacToOAmeMy M300peTeHMio (KpcMe TOro, Ccolepxaumx IO MeHbllel Mepe
ONHO aHTWUTEJO, ero OlNpeleJsledHbl! ydacTOK ¥ BapuMaHT No HacTosLeMy
y300peTeHnn) BKJIOYAKT, HC HE OTPaHM4YMBalTCA VMY, a@HTUTela
npoTue TNF (Hanpumep, IO MeHbIEeW Mepe OIOMH aHTaTOHMCT TNF, kak
onpendesieHO BHIE), VX aHTUT €HCBASHBAINE dparMeHTEl, ¥ MOJIEKYJIb
peLenTopon, KOTOpHE crieunpuuHo cBaspBaoTcs ¢ TNF; COEIMHEeHMHA,
KOTOpPbIE npegoTspamanT u/unm MHTUMOUPYIOT CUHTE?SR TNF, ero
BricBOBOXOeHMe TNF miam eIro nemcTBMe Ha KIeTKM-MUIIEHM, Taxye Kax
TanmMIoMmnn, TeHuIan, MHITUOUTOPEH @oc@onMSCTepaeu (HanpuMep,
IEHTOKCUOUIIMH M pOJMIpaM), arOHMCTE DPEUeNnToOpoB IJIA aneHo3MHa
A2b ¥ yCuaMBapouue pelenTtop s aleHOo3MHa A2b cpencrTea;
coenuHeHUA, KOTOpHEe IpeljoTRpallaioT n/nny  UMHTUbUpPYyKT Iepelady
curHana peuentopa ans  TNF, TakuMe Kaxk MHTUOMTOPH  KMHA3H
aKTUBMPYEMOTO MuUTOTEeHOM  Oenxa (MAP) ; coelIVHeHund, KOTOopbIE
BIOKUPYIOT M/uiayu MHTUOMPYT pacueljienne membpanHoro TNF, Taknue
KaK MHTUOUTOPH METasuIoNpOTeuHasbl; COeIMHEeHUs, KOTODPHES BROKUPYIOT
u/nnu UHTUOUPYIOT AKTUBHOCTE TNF, Taxkue Kak MHTUOMTOPH
aHTMOTEeH3MHIpeRpaLaLero depMeHTa (ACE) (manpumep, KanTonpui);
U coenVHeHMus, KOTOpble OJIOKMPYIOT /M VMHEHTUOUPYIT [OIPONYKLMI
u/mnm cuHres TNF, makue Kaix MHIMOMTOPEH MAP-KM/H&a3H.

Kak MUCHOJIB3YKT B HaCTOSWeM ONMcCaHuu, "AaHTUTEJIO [POTUB

bakTOopa Hekposza omnyxoum", "auruTeno npormus TNF", "aHTUTeJO
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NpoTUR TNFo" NI bparMeHT u T.I. CHUXaerT, €rokupyeT,
UHTUBUDpYET, ycTpaHdeT akTup:#ocTb TNFx, waM NpensaTcTeByeT ei, In
vitro, 1in situ u/unu, OpeINOYTUTENBHO, in vivo. Hanpumep,
npurogHoe AHTUTEJIO [IpOTUB TNF yeJioBeKa o HacTogueMy
nzobpeTeHuo MOXeT CBA3bBaThL TNFx 1 BRJOYaAeT aHTUTEeja NPpOTUB
TNF, UX  aHTUTEeHCRBS3bBaoue  ¢parMeHTH WM MX  ONpelnejleHHbEe
MyTaHTHBEE GOPMBI MJIM IOMEHE, KOTOpPHE CHEeUMPUUHO CBA3BIBAKTCA C
TNFo. IpuronHoe aHTureJo nporus TNF uam @parMeHT TaKxXe MOXeT
CHUXaTb, CJIOKUPOBATEL, YCTP&HATE, MPENATCTBOBATL, IIPEeIOoTBpallaThb
n/vinu mHrubuposaTh cuHTes PHK, IHK wmnm Oesnka TNF, BrCBOOOXIEHME
TNF, nepelauy curhHasa peuenropa TNF, pacumeruienme MeMOpaHHOT'O
TNF, axTuBHOCTb TNF, nponykuuio u/muam cuHTez TNF.

[IpumMmepom aHTuTena nporue TNF unm aHTaroxucrta TNF saBisercs
XMMEPHOE aHTUTeJIO CAZ. JIorNnoJiHUTEesNbHEE IIPVMEPH MOHOKJIOHAJbHBIX
aHTuTes npoTuB TNF, KOTOPBEE MOXHO MCIOJB30BaTh B COOTBETCTBUM C
HacToAuMM  M300peTeHueM, OIIMCAaHE B HaHHOM’ obnacTu (cMm. ,
HanpuMep, nartenT CIA No. 5231024; Moller, A. et al., Cytokine
2(3): 162-169 (1990); =saseky CIA No. 07/943852 (nomaHHyw 11
ceHTsabpsa 1992 roma); Rathjen et al, mMexnyHaponHas 3asska No. WO
91/02078 (onyBaukoBaHHasa 21 obeBpans 1991 roma); Rubin et al,
rnaTeHTHas =afABka EPO No. 0 218 868 (onybamxkopaHHasa 22 anpessd
1987 roma); Yone et al, nareHTHas BasaBka EPO No. 0 288 088 (26
okTabpsa 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); Bringman, et al.,
Hybridoma 5:489-507 (1987); u Hirai, et al., J. Immunol. Meth.
96:57-62 (1987).

Monexyns peuenrTopa anst TNF

lpennouyTuUTeJSIbHEIE MOJIeKyJiHl peuentopa mnna TNF, npuroaHele B
COOTBETCTBMM C HaCTOAWMM U30OpeTeHueM, NnpencTaBasoT Ccobon
MOJIEKYJIE, KOoTOpele CcBA3eBawnT TNFx c BHICOKOM adpdmHHOCTHIO (CM.,
narnpumep, Feldmann et al., mMexayHapolHyl 3aaBky No. WO 92/07076
(onyBmukoeanynw 30 anpens 1992 ropa); Schall et al., Cell
61:361-370 (1990); u Loetscher et al., Cell 57:351-359 (1990),
BCEe U3 KOTOPHIX BKJIOYEHBH B HaCTOofllee ONMCaHMe B KadeCTBE CCBUIOK

B rNCoJIHOM obbeMe) u HeobAaRaTeJIbHO oBJlagalT HUBKON



96

VMMYHOT'@HHOCTBIO. B  4YacTHO:TM, B COOTBETCTBMM C HaCTOAWMM
nzobpeTeHnEM NPT IHBIMM SABJIAIOTCA PELEnToOpE KJIETOYHOM

nosepxHocTu mna TNF maccom 55 xla (p55 TNF-R) u 75 xlla (p75

TNF-R) . YKOPOUEHHEE boprel 3TUX PeuenTopos, comepxaumme
BHEKJIeTOUHBe [OoMeHs (ECD) peuenTopoB WM UxX QYHKUMOHAJbHEIE
yactu (cMm., Hanpumep, Corcoran et al., Eur. J. Biochem.

223:831-840 (19%4)), mTakxe HBJIAOTCSH INPUTONHEIMM B COOTBETCTBUM C
HacTosuMM HMsoBpeTeHreM. YKCpoueHHHe GopMel peuenTopos s TNF,
comepxamme ECD, BbfBJEHH B MO4Ye U CHBOPOTKE B KadeCTBe
MHTUOUTOPHSIX CBsS3bpBapuux TNFo Oesxkos mMaccon 30 xIa u 40 kla
(Engelmann, H. et al, J. Biol. Chem. 255:1531-1536 (1990)) .
MyJibTUMEPHEIE MOJIEKYJIHl peuenrtopa mnsa TNF u CaOMTHE MOJIEKYJIB!
nMMyHopeuenropa ngna TNF, v n$0pomM3BOOHBIE ¥ UX bparMeHTE UM
V4aCTKM, HABJAKRTCS IONOJHMUTEJIBHEIMM IPUMEPaMy MOJIEKYJ pelenTopa
nns  TNF, KOTOpBIE  [NPUTOOHE B cnocofax UM  KOMIO3MLMAX no
HacTodueMy WU300peTeHMD.

MyJsbTUMEpHBEIE MOJIeKyJel peuenrTopa mia TNF, npuronHele B
COOTBETCTBMM C HacToauwuMm uiobpereHueMm, conepxaT uesst ECD wmim
OyHKUMOHAaJbHYW dYacTe ECD nByx wuam ©OoJiee peuenTopos A TNF,
CBSASZaHHBIX C  [IOMOWBK0 OOHOTO MJAM  HECKOJLKMX  NOJMIIEITUIHBIX
JIMHKEPOB U IpYTUX HenenTUIHBIX JIVHKEpPOB, TaKmUx KakK
[MOJIMS TUJIIEHTUIMKOJIb (PEG) . [IpyMmepamm TAaKOM  CJMTON  MOJIEKYJIB!
MMMyHOpeuentopa A TNF saBageTcs cCauTH  BeJIOK peuenTrop OJd
TNF/IgG. CauTele MOJIEKYJIE MMMyHOpeLenTopa nnd TNF u crnocofbs ux
NpooykKIlMM OlyrcaHel B naHHoM obtJsacTtu (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. ExXp.
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, mnarenr CIA No. 65447851; wu 3agpka CIA No.
08/442133 (nomaHHas 16 mas 1995 rona), BCe U3 KOTOPHX BKJIOWEHE
B HacToAmee ONMCaHMEe B KadeCTBE CCBUIOK B TIOJHOM obObeMme) .
Crnioco®sl MNoJydeHMA CJMTHEX MOJIEKYJ MMMYHOpeuenropa TakxXe MOXHO
Hatu B Capon et al, mnatanT CIIA No. 5116964; Capon et al,

navedT CHA No. 5225538; 1 Capon et al, Nature 337:525-531
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(1989), BCS M3 KOTOPHX BKJIOUEHB B HacToOAlEe onucaHue B KadecCTBe
CCLUIOK B MOJIHOM OOBeMe.

LMTOKMHBl BKJIOYA0T oBbE UBBECTHBE UMTOKMHEL. CM., Hanpumep,
CopewithCytokines.com. AHT&TTOHUCTE UMTOKMHOB BKJIOUAlT, HO HE
OTpaHNUMBAIOTCSA VMY, oBoe aHTuTeso, QparMeHT MY MUMETUK, JIoOon
paCTBOpMMHﬁ peuenTop, bparMeHT NI MMUMETUK, Jodon
HUBKOMOJIEKYJISTPHBINA auTaToHMCT WM Joboe MX codyeTaHue .

TepaneBTU4decKue cniocobs JedeHus

ToBolt crnoco® mno HaCTOANSMY nzobpeTeHnio MOXET BRJIOYATH
JedeHne OrocpenyeMmoro IL-23 HapyueHMUH, prJOUaklee BBeleHue
59beKRTUBHOTO KoOJAudecTBa KOMITO3MUUN nIm @apmaueBTquCKMﬁ
KOMIIOEULUY, comepxamen no MeHbIlell Mepe OIHO aHTWUTEJO nporue IL-
23pl9 B KJIETKY, TKaHb, oprat, KUBOTHOMY U naumexrTy,
HyxXpaomeMycs B TaKoM MOIY MTMPOBaHNN, BOBMENCTBUM WM Tepanmi.
Taxkon crocod HeobBsa3aTeJibHO MOXET HOOMNOJIHUTEJIBHO BKJIIOYATH
CcOBMeCTHCE BBeleHue Wi KOMOMHMPOBaHHYO Teparnmo oJis  JieueHusd
rakMx 3aboJieBaHUM UM HapyumeHmit, TOE pBemeHVe YyKasaHHoTo IO
MeHblalk Mepe OOHOTO anTuTena npoTUB IL-23pl9, ero onpenesIieHHoTo
yyacTka WM BapmuaHTa, Kpome  TOTO, BrOYaeT BBenenue IO,
OHNHOBPEMEHHO u/unn nocnae 0o MeHbmeln Mmepe OIHOTO cpencTBa,
BEHIOpP@HHOTO U3 npOTMBOMH®eKuMOHHoro JeKapCTBEHHOTO cpencTsa,
JeKkapCTBSHHOTO cpencTea IJA cepneqﬁo—cocynmcmoﬁ (CV) cucremsl,
JIeKapCTBEHHOT'O cperncTea LA LLeHTpaJibHOM HEepBHOM CUCTEMBI (OHC) ,
JekapCTBEHHOTO cpencTea 1A aBTOHOMHOM HEepBHOM CHUCTEMbL (AHC) ,
JNeKapCTBEHHOTO cpencTea IJifd IBIX aTeJlb HbIX nyTel, JI€KapCTBEHHOI'O
cpencrsa AJA XeJTy IOUHO - KNIEeUHOT'O (GI) TpaxTa, TOPMOH&JIbHOT'O
JleKapCTBEHHOTO cpelCcTBa, JeKapCTBEHHOTO cpencTRa nnsa
KMIKOCTHOT'O 1%8)8% PIEKTPOJIMTHOTO HanaHca, PeMaTONIOTUYECKOT'O
TekapCTBEHHOTO cpelcTBa, MPOTUBOOMYXOJIEBOT'O cpencTBa,
MMMy HOMO Oy JINPYOHe o JeKapCTBEHHOTO CpencTBa, NeKapCcTBEeHHOTO
cpercrsa ana TJas, ymey u HOCa, JeKapCTBEHHOTO cpencTBa I
MECTHOTO IpVMeHeHUA, IMeToJIOTUYEeCKOTO JexapcTBEHHOTO cpencTsa
WM CXOOHBIX C  HUMMW, no MeHbmel Mepe OHHOIO anTaronmcrta TNF
(HanpuiMep, HO HE OTpaHuYMBasice VMU, auTuTesa wiu $parmeHTa
npoTuB TNF, pacTBOPpUMOTO peuenropa WM pparmeHTa AJIA TNF, ux

CITUTBIX He/KOB WnIIm HMBKOMOJIEKYJIAPHOTO aHTaroHUCTa TNF) ,
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NPOTUBCPEBMATNIECKOTO cpencrsa (Harnpmumep, MeToTpeKcara,
aypaHoduHa, aypOTMOTJIOKO3EL, azaTuonpuHa, DSTaHepuenTa, 30J0Ta
HaTpuUa TUoOManara, TUIOPOKCUXJIIOPOKBMHA cynebaTa, J1€QIYHOMUIE,
cynbdacansuHa), MBIIEUHOT D peflakcaHTa, HapKOTNYECKOTO,

HEeCTepOUIHOTO HpOTMBOBOCHaMMTeﬂbHOPO HeKapCTBeHHOPO cpelcTBa

(NSAID), obesbonmBamero CpencrBa, aHecTeTuKa, cenaTuBHOTO
cpencTsa, MECTHOTO  AaHeCTeTUKE, HEPBHO-MBIIEWHOTO BriokaTopa,
NpOTUBOMUKPOOHOTO cpencrTea (HanpuMmep, aMMHOTJIVMKO31Ia,
NPOTUBOTPVOKOBOTO cpencTBi, NpoTUBONapasmnTapHoro CpelCTBa,
MNPOTVBOBUPYCHOTO cpelncTea, kapbaneHema, uedpasoCropmnta,
dTOPXMHOJIOHE, Makponmmnoa, neHMunJJInHa , cyJb@oHaMmuaa,
TeTpaUVKIMHE, IpyToro NpOTUBOMUKPOOHOTO cpencrsa),
MPOTVBOINCOPMA3HOTO CpencTEa, KOPTUKOCTEPOUIa, aHaboImM4ecKkoro

crTepouna, OTHOCAWETOCA K JI€UEHMIO nuabera CpencTBa, MMHEPaJbHOTO
cpeldCTBa, nuTaTesibHOTO  CpeldCcTBa, cpengcTBa  And WMTOBVIOHON
xeJiesw, BUTaMMHa, CBA3aHHOTO C xanbLUMeM IOpMOHa, CcpelCTsa
NnpoTUE Ov.iapeyn, CpencTsa NpPOTMB Kamifd, CpencTBa IMpOTHE PBOTH,
cpencrea MpOTUB HA3Bbl, craduTesIbHOTO CpencTBa, aHTUKOoaryJAHTa,
SPUTPOIO3TUHA (HanpuMmep, 303 TMHA anesda) , duarpacTmMa
(nanpumep, G-CSF, Neupogen) , CcaprpaMocTuMa (GM-CSF, Leukine),
cpencresa OjAa  MMMyHM3aLWM, JMMMYHOTJIOBYJIMHA,  MMMYyHOZEnpeccaiTa
(HanpuMep, Basummkcumaba, ULUKIJIOCNOPUHAE, fgaxkgm3yMmaba), TOpMOHAa
pocTa, BaMeCTUTEJIBHOTO TOPMOHAJILHOTO JIEKAPCTBEHHOTO CcpencTBa,
MOIYJIATOpa PeLenTopoB SCTpoleHa, MmuIpuaTuka, CpencTBa INpoTus

LUUKJIONJIETVY, aJKWIMPYWero cpencTBa, anTuMeTabonnTa, unHIMduTopa

MUTOZ34, panmo@apmaueBmmqecxoro cpencrea, aHTuIenpeccaHTa,
cpencTrea NpoTUB MaHWUU, AHTUIICUXOTUNUECKOTO cpencrea,
AHKCUONUTUNUECKOT'O cpencrea, TUIIHOTNYECKOT'O cpelncTeBa,

CUMOATOMUMETHMKA, CTUMYyJMpyoWero CcpeicTsa, pmoHeneswuna, TakKpuHa,
JleKapCTBEHHEX CpelCTB NpOoTHUB acTMel, OerTa-aroHmucTa, crepomia A
MHTansuMM, MWHTMOMUTOpa JIeNKOTpUEeHa, METUJIKCAHTMHAE, KpPOMOJIMHA,
agperaJsmMsa WM aHaJora, nopHasel  anbda (nyneMo3mMa) , UMTOKMHA
MM anTeToHUcTa umMToxkuHa. Taxme JiekapCTBEHHpIe CpeACTBa XOpOoUo
MB3BEeCTHH B  I&HHOM oBnacTu, BKJOUAs  COCTaBhl, nokasaHus,
nosuposaHue UM BBeAeHue LA Kaxnoro M3 IpencTaBJIeHHBX B

wacTosameM onucaHmym  (CM., HarpuMep, Nursing 2001 Handbook of
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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 BKIIOYEHB B HacTosAmee onucaHue B
KauyecTBe CCHUJIOK B IIOJHOM OObheMe) .

Kak npaBujo, JiedeHue [aToJOTMHEeCKNX COCTOSHMNM [POBOISAT
nocpencTeoM BBeneHMs  BOQEKTMBHOTO  KOIMHEECTBA VAWM OO3El IO
MeHblIell Mepe OIHOJ KOMIIOBMUMM aHTuTesa MNpoTHE I1,-23pl9, ofluee
KOMMYECTBC KOTOPOTO, B CDENHEeM, HaxomMTCca B AMAalasoHe 1o
MeHbpllel Mepe NpubansuTesbHO OT 0,01 no 500 wMmmTpaMm IO
MeHbllell Mepe OINHOTO aHTumejga [poTUMBE IL-23plY9 Ha KuJOTPaMM
nauueHTa Ha - O03Y, u, "PennoOYTUTEIIbHO, rno MeHbWEN Mepe
npubmzuressio ot 0,1 mo 100 muMTpaMM aHTuTesa/KujaorpamMm
nauveHTa I8 OOHOKPATHOTO MM  MHOTOKPaTHOTO  BBENEHMA B
SaBUCUMOCTM OT crneuuduyHON  aKTUBHOCTY  aKTMBHOI'O BelecTBa,
comepxaumerocs B KOMIIOSULUN . AJIb TEPHaTUBHO sddexTrBHAA
CHLIBOPOTOUHAS KOHUEHTpauMsa MOXeT BKJOUaThb xoHueHTpaumio 0,1-5000

MKT'/MJT CBIBOPOTKM IOJIA OOHOKPAaTHOI'O WMJIN MHOTOKpaTHOTO BBEeOEHUA .

[lpuToNHEE JO3b M3BECTHH Bpadam M, He3yCJIOBHO, 3aBucaATr OT
KOHKPETHOM craignu sabojieBaHud, KOHKPETHOMN aKTUBHOCTU
KOMIIOEMLNHA, nomyiexaimern  BBEOSHUD, M  KOHKPETHOTC  NalueHTa,

rnomBeprapuerocs JiedeHuo. B HEKOTOPHIX caydasx IOJIg  HOOCTUXEeHWA
rpefyeMoro TepaneBTUYEeCKOTO KOIMHEecTBa MOXeT OHTL HeOOXOIVIMEBIM
npoBeleHue MNOBTOPHOTO  BBENEHMA, T.€., TOBTOPHBIX  OTIEJIbHBEIX
BBEIOEHMI KOHKpPETHOMU KOHTPOJIMPYEMON  WMJIU U3MEPEeHHON 03B, TIOS
oTreNbHbEe BBENEHMs [OBTOPST OO HAOCTUXEHMUA TpeByeMolt CyTOdHOMN
nose Man sdderkra.

[MpenrnodTUTe b Hble IOO3H MOTYT HeoBA3aTeJlbHO BKJIOYATH
NnpubIM3nTesIbHO 0,1-99 u/mymm 100-500 MT/KT/BBeOeHue, wiy Jobon
nManasoH, BsHaueHMe My YacTb STOTO  IManasoHa, WMIIW  KOJUUYECTBO
nAsS OOCTVIXeHVSA KOHLEHTpauuu B CBIBOPOTKE NpUBAN3UTENBHO 0,1-5000
MKT/MI Ha ONHOKpaTHOe BBeIeHue WM MHOTOKPaTHHE BBEIOEHUs, WIn
nobon IMarasoH, 3Hauen1e U yacThb 3TOTO omaria3oHa.
HpeﬂnhowTeanmﬁ muarnasoH OO3MPOBKM aHuTuresa HNpoTHUB IL-23pl1l9

10 HacToAleMy M3o6peTeﬁmm cocramJsdgeT OT HpMGHMSMTeﬂbHO 1 MD/KD
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1o npuBamsnuTesbHO 3, npudbnA3uTesIbHO 6 wuny NpubausnuTesibHO 12
MT'/KT MaccCel Teja nauyseHTa.

ANbLTEepPHaTUBHO BBOOVIMEE OO3H MOT'YT BapbUPOBAThH, B
3aBMCUMOCTU oT U3BECTHHIX $axToOpOB, TaKUX KaK
bapMakcIMHAMMUYESCKNE CBOMCTBA KOHKpETHOTO CpencTsa, MU cnoco® u
nyTs ero BBelneHusa;  BO3PacT, cocToAHMe 3I0POBbA M Macca
peuunveHTa; rnpupona ¥ cTeneHbp  BBIPAXEHHOCTM — CUMITOMOSB, TUII
COMyTCTBYyLWLETO JIeYennd, yacToTa BBeneHus, U TpedyeMsi spdeKT.
Kak TpaBuJIO, mosa aKTMBEOTO MHTpPEIMeHTa MOXeT COCTaBJIATH
npubansnTesbHO OT 0,1 mo 100 wmmanIMrpamm Ha KuJiorpaMM MacCCH
Tena. Kak npasBujio, nJosa OT 0,1 mo 50, wu, npeanodYTuTesIbHoO, OT
0,1 mo 10 mMmyumrpaMMm Ha KUJIOTPaMM Ha OIHO BBEICHME wny odopMmy C
saMeJeHHbLM BHCBOOOXIEHMEM HABJIASTCA 5OOeKTUBHOM U8 MOJIYHEHNA
TpebyeMux pe3yJbTaTOB.

B kauecTBe HeOTpaHMumMpBapuwero nprMepa, feueHue YeJIOBeKa WM
KMBOTHHX MOXHO TPOBOIOUTHL B BUIE OIJHOKPaTHOTO WJIN nepuonnM4decKoro
nosupcBaHMsa IO Menbmeil Mepe OOHOTO aHTuTésa  no HaCTOALEMY
yMz0ofpeTeHMo NPUOAMBUTENEHC  OF 0,1 mo 100 MT/KT, Wiy Juodon
mMana=oH, 3HadeHue MM HacTb sToTO IOuanasoHa, B CYTKM, B
TeueHpe IO MeHbleM Mepe ONHOIO nepuona wus3 1-40 cyTok, WINH,
asjbTEepPHATVMBHO MM HONOJHUTEJIBHO, 0o MeHbliell Mepe OINHOTO Neprola
s 1-52 Hegjnenb, WIV, aJbTepHaTUBHO  WJIN IOMOJHUTEeNbHO, IO
MeHblell Mepe B TedeHue OonHoTo nepyona us 1-20 Jser, wnau JuodOTO
Uux coueTaHus, C MCIOJb30BAHNEM OIOHOKPaTHON’, MHOY3MOHHOM  UJIM

OBTOpPALILENCS HOO3.

NosvpOBaHHbE (GOPME! (KkoMI1O3MUMM) , [PUTONHBIE IJIA BHYTPEHHETI'O
BREIEHUS, Kak IpaBuUJo, comepxaT OT npubIn3nUTeJIbHO 0,001
MUJIIIUTPaMM oo npubanusnTeIbHO 500 MUJIINTPaMM aKTMBHOTI'O

YHTpeIMeHTa Ha eIMHNLY WUNY KOHTelMHep. B 3TUX bapMaueBTUUIECKMXK
KOMICBMLUMAKX AaKTUBHBIA MHIDEIMEHT, kaK npaBuio, HaxomMTCHA B
KomuuecTBe NpUOIAM3UTEJNbHO 0,5-99,999% no macce OT ofwel MaccCH

KOMIIO3ULIMN .

B caydyae napeHTepallbHOTO BBEeIeHUS, aHTUTEJIO MOXHO
cocTapBJaTH B BUAe pacTsopa, CyCrneH3uy, OMyJbCui, yacTuUlbl,
nopoukKa NI VMOOUIMBUPOBAHHOTO NnopoumKa, npenocTaBlIsAeMoOTO

COBMECTHO C @apMaueBmmquKM npuemJieMbM napeHTepaanuM HOoCUTEEM
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WY OTJesbHO OT Hero. llpuMepaMy Taxkmx HOCUTeJIeN SABJIAKTCH BOIZ,
dUBMONIOTMYECKU)I PacTBOpP, P&CTBOP PuUHTEPA, pacTBOp MHOEKCTPO3H U
npubmusurensHo  1-10% CBIBODOTOUHBIM — aJbOyMmH  deJIOBEKaA. Taxkxe
MOXHO MCHOONB30BAThH JIMIOCOMBL M HEBONHEE HOCUTEsM, TaxKue Kak
KMpHBIE Macnaa. HocuTess WM IUOOUIMBUPOBAHHEI  [TOPOMOK  MOXET
conepxaThb noGaBKu, KOT DphIe MNoOnepPXNBanT U3OTOHNUYHOCTDb
(HanpumMep, XJopun HaTpusd, MaHHUT) U XUMMUECKY CTabuipHOCTH
(nanpumMep, Oydepbl ¥ KOHCEPEaHTH) . COCTaB CTEpUIM3YIOT M3BECTHBIMA
VM NPUTOIHBEMYM CriocoOaMu.

MouromHee  GapMaleBTUHECKMe — HOCMTEeNM — onmcaHsl B camMoM
nocsienHeM m3naHuy Remingtor's Pharmaceutical Sciences, A. Osol,
KOTOpOe HABJAETCSA CTaHOapTH:IM PYKOBOACTBOM IJIA  CCBUIOK B LaHHON
obylacTu.

AnbTEepHaTUBHbE CNOCOB: BBENEHMS
B COOTBETCTBMM C HeCTOAmMM M300peTeHmeM IJis  BBENEHNA

bapmaueBTHUeCKM DQPEKTUMBHBEIX KOJIMHUECTE No MeHbllel Mepe OINHOTO

anTuTesa IpOTUB IL-23p-9 B COOTBETCTBUN C HaCTOoALVM
nzobpeTeHNEM MOXHO UCIICJIB30BaTh MHOXECTBO M3BEeCTHLIX "
pazpaboTaHHEX crnnocoBoB EeleHus. HecmoTps Ha TO, yTo B

rnocaenyolsM ONMCAaHUM MCNCIb3YIT fAerouHHlt crnocof BBRepeHuda, B
COOTBETCTBUM C HACTOAUMM M300pEeTEeHMEM MOXHO MCIOJb30BaThb opyrue
crnocofbl BBENEHUS C [pUeMIieMbIMM pesyJbTaTaMmM. AHTUTEJla [pPOTUB
IL-23pl9 no HacTrodleMy MN30O0pEeTEeHMo MOXHO nocTaBJIAThH B HOCUTEJE,
B KauecTBe pacTBOpa, OMYJbCMUM, KOJJIOMAA W CyCleHsnt, Wi B
KayecTBe CyXOTo IMopomkKa C MCIOJE30BaHNEM JIOBOT0O M3 MHOXeCTBa
yCcTpoiicTs M Cnocofos,  NPpUTOOHBX  IJIA BRENEeHMS T[OCPeIdCTBOM
MHTAISUMM MAM OPpYyTMX Chnocof0B, OMNMCaHHEX B HaCTOALEM ornmMcaHuy
MM UBBECTHHX B JaHHOM oOjacTH.
[lapeHTepanbHEHE COCTaBH ¥ BBeASHMNE

Cocrapsl mJiA NapeHTepaslbHOTO BBEIEeHMs MOTYT CconepxaTb B
KauecTBe OBMMUX DKCUMIMEHTOB CTEPWJIBHYI BOLY MWJIM PUBUOTIOTUYE CKUM
pacTBOp, NOMMATKMIEHIVIMKONM, TaKne Kakx OOJM3TUJIEHIVIMKOJL, Macha
PaCTUTEJILHOTO MPOMCXOXNEHNA, IUMIOPOTEHUBUPOBAaHHEE HadTanuHe 1
©.0. BONIHBE WM MAaCJIAHBE YCNEeH3uyr IJIS MHBEKUMM MOXHO rnoJyyaTb
c  MCHOONb30BaHMEM NPUTONHOTO 3MyJbTaropa WM  YBJISXHUTENA M

cycrneHampymomeTro BemecTBa, B COOTBETCTBUU C M3BEeCTHBIMA
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cnocoBamu. CpencrTBa OJs8 MHBEKUMM  MOTYT rnpencTaBisiTh cobom
HEeTOKCHUHLIA He IepOpajbHO  BBOOMMbLIN pazBaBuTelb, Takom Kak
BOMHHY PacTBOP, CTEPWJIbHbI 1"HBELVPYEMEl pacTBOp MM CyCHeHs3unAa B
pacTBOpUTeNe. B KadvecTee MNpUIOOHOTO HOCUTENS WM pacTBOPUTENA
monycTuMel BOLa, pacTBOp Purrepa, N3OTOHMYECKU DMBUOTIOTUYECKUM
pacTeop M T.O.; B KausCTBe OBHIUHOTO pacTBOpPUTENA RING!
cycrneHaMpyilouero pacTBOPUTENA  MOXHO MNCIIOABL30OBATEL  CTEepUIIbHOE
HeJleTyyee wMacjo. s 3Tux uenel, MOXHO MCIOJIb30BaTh HeNeTydee
MacJyo ¥ XUPHYKW KucCJaoTy Jjwboro Tmna, B TOM yycJe HeuTpaJibHBE WM
CUHTETHMYECKME WJM [OJyCUHTETMUECKME KMPHBIE Machja Win KUPHBIE
KUCJIOTH; HelTpaJjibHble WM CUHTeTHUeCKMNe U MoJIYCUHTeTN4YeCKMe
MOHO- WM  OU- WUy TPUTIIMLEPUIOE. [lapeHTepallbHOe  BBeleHMe
MU3BECTHO B HaHHOM ofJjlacTu ¥ BKJOYaeT, HO HE orpaHnuMBaeTCsd UMM,
oBmenpuHATHE  CIOCOOH VHBEKUNN, GenpTOJbHOEe YCTPOMCTBO  IJA
MHDEeKLUMI C »aBJeHMeM Tras3a, Kak OonmMcaHo B natedre CHA. No.
5851198, 1 JsasepHoe IepdorauMoHHOE YCTPOMCTBO, Kak ONUCaHO B
naTedTe CHIA No. 5839446, BKJIKOYEHHOM B HacToAlee oriucaHyue B
KaueCTBE CCHUIKM B TOJIHOM OUBbeMme.
ANbTEepHaTMUBHEE CIOCOBGH JOCTABKU
KpomMe TOT'O, 3TO wU300peTeHNne OTHOCUTCH K BBeIEeHMI IO

MeHbllell Mepe OOHOTO  aHTuTesa INpOTHUB IL-23pl% nocpencreBoM

[apeHTepanbHOro,  MOAKOKHOIO,  BHYTPMMBIISHHORO, BHYTPUBEHHOTO,
BHYTPUCYCTaBHOTI'O, MHTPabpOHXMAJIbHOTO, UHTPpaadOoOMMHANBEHOT O,
MHTPaKancyJIapHOTO, BHYTPUXPAUWEBOTO, BHY TPUIIOJIOCTHOT'O,

BHY TPUOPIOUHOTO, BHYTPUMO3XEUKOBOTO, MHTpauepeOpOBEeHTPUKYIAPHOTO

cnocoba, BBeIeHMA B TOJICTYIO KHNUIKY , MHTpauepBMKaﬂbHOPO,
BHYTpMXGHYHOHHOPO, BHyTpmneququoro, BHyTpMMMOKapﬂMaHbHOPO,
BHY TPMKOCTHOT'O, BHYTPKTA30BOTIO, MHTpanepMKapnmaanoro,
BHYTpM@pmmMHHOPO, MHTpanneBpaanoro cnocoba, BBeeHMA B

npocrary, BHYTPpUJIETOYHOTO, MHTpapeKTaﬂbHOPO, MHTpapeHalbHOT'O,

VHTpPapeTUHaIbHOTO, MHTPACIMHAJIBHOTO, MHTPaCUHOBMUAJIEHOT'O,
BHY TPUTPYOHOTO, BHY TPMMaTOUYHOT O, BHY TPUITY 3EIPHOT'O criocoBa,
BBeOEeHUS BHYTPb [OPaXeHHHX TkaHel, OOJIOCHOTO, BaTVHaJbHOTO,

peKTaNLHOTO Ccrnocoda, OYyKK&EIbHOTO, NOOBA3HUHOTO, MHTPaHa3aslbHOTO
MM 4peckKoxHoro cnocotos. o MeHblel Mepe OIHY KOMIO3MUMIO

auTuTena npoTtuB 1L-23pl® MOXHO HOJiydaTb nJjs rnpuMeHeHms  C
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napeHTepasybHbBM ([MOIKOXHBEM, EHY TPUMBIIIEYHBIM  MJIV BHYTPMBEHHBIM) MM
Jio6bM  OPYITUM criocoboM  BBaIEHNA, ocobenHo B bopMe  XMIKUX
pacTBOPOB  MJIM cycrneH3ui; s INpYMEeHeHMA ¢ BarMHAaJBbHBIM MK
peKTallbHbIM criocofoM BBeneHrs, OCOOEHHO B noJiyTeepnux dopMmax,
TakMx Kak, HO He OTpaHuuMEBasch MMHU, KpeMel ¥ Cynnosmropum; C
ByKKaJbHEIM BBEeIeHMeM W CvBIMHIBaJIbHEM BBeIEHNEM, TaKuUM Kak,
HO He orpaHudMBasce uMM, E bopme TabIeTOK WM KalCyJl; unm c
MHTpaHa3alibHbM cnocoBoM, TakuMmM Kak, HO He orpaHu4uMBasach MMM,
bopMBl [OPOWKOB, Kamejak B JoC WM aspo3oJier uau  OnpeleJeHHBIX
CpPEencTs; Uan C  4YpeCKOXHLM criocoboM, TakMM  Kak, HO  He
orpaHMuYMBafAChE UMM, TEJlb, Masb, JOChOH, CyCneHsusa Win cucreMa
n7is  LOCCTaBKy I[OCPENCTBOM IJaCTBIPA C XVYMMUECKUMM YCUJIVBaOLMMA
noCTaBKy BewecTBaMmy, TakuMm Kak omMMe TUIICYJIbQoKCHUI, Jamubto IOJA
MoOIMQMKALYV.M CTPYKTYPB KOXV, mbo OJiS  [OBHEeHMA KOoHLUEeHTDaunn
JIeKapCTBEHHOTO CpencTsa B TpaHCOepPMalibHOM IJIaCThHPE (Junginger,
et al. In "Drug Permeation Enhancement"; Hsieh, D. S., Eds.,
pp. 59-90 (Marcel Dekker, Inc. New York 1994, BkiodeHHas B
HacTodmee ONMCaHWM B KauvecTBe CChUIKKM B nosHoM ofbeme), Wi C
OKUCAAKILMMY CpencTBamy, KOTOPBIE ofIeryanT HaHeceHue COCTaBOB,
comepxaumx OeJKM U nenTuisl, Ha  KOXY (WO 98/53847), wuin
nocperncTBOM IPVMEHEeHNMA 3eKTPpUYecKoro noJsd  IJiA oBecrnedeHus
BpEeMEeHHBIX TPaHCNOPTHBIX nyTey, TaKMX Kak sJieKkTporopauns, wian IjA
[OBLILEHMS TNOABMXHOCTX 3apaXEHHBIX JIeKapCTBEHHEX CpPeACTB yepes
KOXY , TaKNX Kak noHodopes, WU NOCpenCcTBOM NpUMEHEHNA
yIbTpPa3ByKa, TakKoTo Kak coropopes (marents CIA No. 4309989 wmu
4767402) (npuBeOeHHbBE BHIIE nyGaMKauMy ¥ NaTeHTH  BKJIOUEHE B
HacToAmee oNuUCaHue B KadeCTBe CCHUIOK B MoJIHOM OOBEME) .
Jlerounoe/HazansHOEe BBEeneHue

3 ciydae JNerodHOoI'o pBEIeHNs, IpelnodTUTEesNIbHO, [0 MeHblen
Mepe OIHY KOMIO3MLMIO aHTuTesla NpoTUB IL-23pl9 mocTaBiAT B BUIE
yacTuL C pas3MmepoM, 29PeKTMUBHHM nnsa pocTwkeHua Hauboyee HU3KMX
MHXaTeNbHEX NyTei JEeTIKoTo WM nasyx. B cooTseTcTBMM C 3STUM
nzobpeTeHueM, OJ8 BBEIEHMA JIeKapCTBEHHOTO CpencTha nocpencTBOM
UHTAngUMM 1O MeHbleln Mepe OIHO a"vTuTesic npoTUB IL-23pl9 MOXHO
OOoCTaBJATH c nomoumbio JOOOTO M3 MHOXECTBa YCTPOMCTB  IJIA

MHTandumMm Win HazaJibHBIX yC‘I‘pOIZCTB, M3BECTHBIX B ,HaHHO]‘/II obJylacTu.
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3TU yCT}DOIZCTBa, crocoOHuE TpUBOINTDE K OCeIaHUK paCHblﬂeHHbIX

cocTaRpoB B MOJOCTM TMasyxyu A anbBeoJsiax nauyeHTa, BKI0YaoT
MHTaJaAToOpE C M3MEpAEMON  IIC30M, ycTpoicTBa  AJi  Pacrsuledind,
TeHepaTophl CYXUX [NOPOWKORB, pacCnBUMTeJEN wn T.I. Ipyrue

ycrpoiicTea, NpuronHse IjA o0B:creuenHns JIETOUHOTO WM Ha3aJbHOTO
BEBEIEHMs aHTuTeJ] Takke V3BEeCTHB B maHHOM ofpacTu. BO BCEX TaKMX
yCTpOMCTBaxX MOXHO MUCIOJNB30Balk [IPUTONHEIE IJisS BBENEHMA cocTaBhl
A M3MesbueHus  aHTHuTesa  E aspozosb. Taxye aspo30JiM MOT'Y'T
cocToaTE JMBO M3 pacTBOPOB  Kaxk BOMNHLIX, Tak M HEeBOIHBIX), JubC
M3 TBepIlBEIX YacTull.

B wuHTansaropax cC yaMepsA MOV NO30¥, Takmx Kak MHTAanaTop C
yM3MepAeMOor HO30M Ventolin®, kax NOpaeuiio, MCHOJbB3YETCH ras Aans
pacneyieHusa, u jdg HUX TpeByercsa BO3IENCTBME B npoliecce BIbIXannA

(Cm., HanpuMep, WO 94/16970, WO 98/35888). B wmHTaymaTopax 4

cyxoTo Tnopomka, TaKMx Kak Turbuhaler™ (Astra), Rotahaler®
(Glaxo), Diskus® (Glaxo), MHTDANATOP spiros™ (Dura), ycTpoMucTsa,
nocTapjseMele Inhale Therapeutics, wu WHTAIATOP HJA nopowKa
Spinhaler® (Fisons) , oCYyleCTBIALT BOBIENCTBUE rnpu BIOXE

cMellaHHOT O I[opolKa (US 4668218 Astra, EP 237507 Astra, WO
97/25086 Glaxo, WO 94/08552 Dura, US 5458135 Inhale, WO
94/06498 Fisons, BKJIOYEeHHBlE: B HacTodAlee onucaHuu B KadecTBe
CCHUIOK B TIOJHOM obbeme) . YoTpoicTBa IS pachbuleHNA, TakmMe Kak
AERx™ Aradigm, YCTPONCTBO nJis pacribieHNA Ultravent®
(Mallinckrodt), un YCTPOMCTBO LJis1 pacChbUlenns Acorn II® (Marquest
Medical Products) (US 5404871 Aradigm, WO 97/22376), BCE "3
yKas3aHHLX BhIle CCBUIOK BKINOYEHB B HacTodllee ONMCaHMy B TOJIHOM
ofbbeMe, NPOVBBOAAT a®po3oym U3 pacTBOpPOB, B TO BpeMa Kak
MHTANIATOPE C W3MepsaeMOM no=oit v T.Oo. GOPMMPYIOT aspo3osv B BAIOE
MesKux ~uyacTuu. [logpas3yMeBanT, H9TO 3TN KOHKpETHBE  [1PUMEDE!
KOMMEepUYeCKN OOCTYIIHBIX YCTPOMCTE — IJIA  MHTAJIALUK, ABJISOTCHA
penpes3eHTaTVBHEMY [IPMMEpaMy KOHKPETHBX YCTPOMCTE, MNPUIONHBX LA
pYIMEHEeHU I Ha npaxkTuke 2TOTO nsobpeTeHus, " OHM He
npenHas3HaueHsl OJ1A OTpaHydeHis ofbeMa 3TOTC MUB0OpEeTEeHMA.
[IpennoYTUTeJIbHO,  KOMIID3MUMIO, comepxauyl [O MeHbWen Mepe
OIHO aHTUTEJIO NpOTUB IL-23pl9, OOCTaBJIAKRT nocpeIncTBOM

MHTajJgAaropa C CYXVIM IIOPOWXKOM NJIn YC’I‘pOﬁCTBa oJisi  paclbUieHMA.
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CymecTByeT HECKOJIbKO XeJnaTeJJbHBIX xapakTepucTMK YCTPONCTEa AJIA
UHTasALMM B LeJiAX BBENEeHMs MO MeHbllelt Mepe ONHOTO aHTUTEsa Io
HacTOAmMEMY M30OpeTeHu. HamruMep, HOCTaBKa C NOMOULD YCTPOUCTBA
nJd MHIAJIAUUN npeuMy JeCTBEHHO ABJISIETCA HaIeXHOM,
BOCHPON3BO OVMOM U TOYHOMN. YCTpOMCTBO i VHTalAUnn
HeoBSa3aTeNbHO MOXET IOCTawnjJATb  HdaCTULE HeBoJplIMX pPas3MepoB,
HanmpuMep, MeHee uUeM NpPuUOIM3BUTEEHO 10 mMKM, [PEeInoYTUTENIbHO
npuBaMsnuTeNpHo 1-5 MKM, IJis BOSMOXHOCTH NpPaBUJIbHOTO BIBIXaHNUA .
BBefeHMe KOMNOBMLMI aHTUTEJa NpOTHB IL~-23pl9 B xavecTBe
asposons

ABpo=0Jb, comepXamwyi ¥OMIO3MUMIO aHTUTEeNa npoTtue IL-23pl9,
MOXHO TOJIydaThb IOCPEACTBOM MNPONYyCKaHMsa CyChneHsmn wim pacTBOpa
0o MeHbWel Mepe  OOHOTO  aHTuTejsa  INpoTHusB IL-23pl9 uepes
pacreuTesib [OL HaBJIEHVEM. Iins JocTuxeHus TpeOyeMoTo BpIXxOna U
pasMepa dacTul pasMmep u QOopMy pPacleUMTEeNIs, nprMeHAeMoe OaBJIeHNEe
" CKOPOCTE rnonadu XULKOTO RemecTBa MOXHO nondtupartTs.
DJIeKTPOpaCHEIeHNE MOXHO NPOBOIMTH, HanpuMmep, C MOMOUBIO
SJIEKTPUUECKOTO TI0Jig, COeArHEeHHOTO C YCTPOMCTBOM IJid ronaum B
BuIe Kamuigpa WM pacneuiMTesisd.  [IpennodTUTesbHO, YacTMUE IO
MeHpel Mepe  OIHOM  KOMIO3MUMM  aHTUTeJa nporue IL-23pl9,
JocTaBJeHHEE C [IOMOMbI0 YCTPOMCTB&  AJIA pacnsuienus, obsanawnT
pasMepoM HacTull, MeHee npubmmauresbHo 10 MM, NPEAnOYTMTEBLHO, B
aMarnasoHe NpPUOIM3NTENIBHO OT 1 MKM OO OpubIMsnTeJibHO 5 MKM, U,
nauboJsiee MpennodTUTESILHO, npubaAn3nTEbHO oT 2 MKM oo
npubAM3UTSJIbHO 3 MKM.

CocTaBbl N[O MEeHbUE) Mepe ONHOM KOMIO3MUMM aHTuUTeJsa [pOoTNs
IL-23pl9, NnpuIronHee OJIs NnpyUMeHEeHUA o} YCTPONCTBOM HJIs
pacrbyieHns, Kaxk MNpaBuyo, BXJIOYALT KOMIIO3MLMKM aHTUTena B BOJIHOM
pacTBope B KOHLEeHTpaunnu oT NpUBOJIN3UTESIBHO 0,1 MTD 0o
nputmmaurensHo 100 MT 0o MEHblIE] MEepe ONHOM KOMIIO3MLMU aHTUTEJa
nporus IL-23pl% Ha MJ pacTBOpa WIM Mr/r, Wiy Jipodoy IOvanasoH,
spaueHMe WJIM 4YacTb BTOTO JHOvanasoHa. COCTaB  MOXeT BKJIOYATDH
BemecTBa, TaxKyMe Kak BKCUuMMeHT, Oydep, W3O0TOHMHEECKOE BEUEeCTBO,
KOHCEDBAHT, [OBEPXHOCTHO-&KTMBHOE BEWECTBO, M1, NpennodTUTENIbHO,
uuHk. Takxe COCTaB MOXET BKJIOYaTh DSKCUMIMEHT VM BEIIECTBO MOJIA

cradbunmsaunm KOMITOBULUN aHTuTeJsa, Taxkoe Kak bybep,
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BOCCTAHOBUTENb, OObeMHbM OsJIOK WM YIVIEBOM. OBwpeMHbIEe Oelnky,

NpUIOIOHBIE oJis COCTaRJIEHN A KOMIIO 3ULUMT aHTUTesna, BKJIOYAKT
anbLOyMVIH, npoTaMMH UM CXOOHele C  HUMMI. TuUnyuHLle YIDJEBOIH,
npuITonHee ois cocTaBJieHn KOMI1O3ULUN a"TuTena, BKJIIOYAIT

caxaposy, MaHHUT, JIakTo3y, TPperauosy, TJIIOKO3Y WM CXOOHBIE C
HVIMMU . CocTasb KOMIIO3ULUN anTuresa TaKxe MOXeT BKJIOUATH
NOBEPXHOCTHO-aKTMUBHOE  Belle >TBO, KOTOpOE MOXeT CHMXaTb WK
npernorepamaTb [MOBEPXHOCTHO ~MHAyUNDYEMYK  arperaumio KOMIIO3MLUN
aHTuTea, BBIZBAHHYIO paclilieHueM pacTsopa  IpK ofBpaszoBaHun
anpo30IIf. MOXHO VCIMOJIs30BAaTh pasJndHee oBuerpruHATHE
[IOBEPXHOCTHO-aKTUBHEE BellecTBa, TakKye Kak CJIOXHEIE DOUPHE XKMPHBIX
KMCJIOT ¥ CIOUMPTOB IOJIMOKCUITAJICHA, W CJIOXHBIE 30UPLl KMPHBIX KUCJIOT
copBuTa MNOJMOKCUITUIISHA. KoJauuecTra, Kak IpaBuJiO, HaxXoOATCH B
muanazoHe wmexny 0,001 wu 14% 1o Macce CcoOCTasBa. OcoBeHHO
NpeanouTnTesbHeEe NOBEPXHOCTHO-aKTMBHbES BellecTBa IOJIA LeEeJIe 3TOTO
nz0bpereHns npelncTapifaoT cobon MOHOOJNEAaT copburaHa
OoNnmMoKcusmuiIeHa, nojgucopdbar 80, noymmcopdar 20 waM CXOOHBEE C
HUMM . JOTMOJIHMTEJibHEIE BewecTBa, W3BeCTHHE B naHHom obJjiacTu A
cocrapyleHus OeJska, Takue Kak aHTuTesa INpoTus IL-23pl%, wnmwm
onmpeneJsieHHele y4dacTKy WM BapUaHTEH, Takxe MOXHC BKJOYaTh B
cocTas.

Beenenmue KOMIOBUIIMM aHTUTENa NPOTHE IL-23pl9 c nomoumewo

ycTporcTBa LT PacCHBJIeHNUsT

KoMOoBZMUMM aHTUTesJa [0 BSTOMy W300peTeHMrio MOXHO BBOIUTH
NocpeIncTeOM ycTponcTBa IS pacnsuleHus, Taxol'o KakK CTpyMnHOE
YyCTPOMCTBO HJi pachHelleHne  WJIn yJILTpa3ByKOBOE YCTPOMCTBO IS
pacneyleHMA. Kak npasuio, B CTPYyVHOM YCTPOWCTBE [OJA PacClbUIeHNA
JMCMOJL3YIOT MCTOYHMK CXaToTro BO3nOyxa LJIA co3paHMsa BO3OYWHOIO
noTokKka uepes OTBepcTue C BLICOKOM CKOpOCThIO. [0 Mepe TOoro, Kak
ras pacCuMpseTcd [OCJe pacibUIMTeIA, cozpmaeTcs o06OJacTb C HU3KUM
namBJjieHueM, KoTopas MpokadmeBaeT pacTBOp KOMIIO3ULMM  aHTUTena
yepes KanuuIpHYO TpyOKy, COEIMHEHHYI C €eMKOCThio C KUIKOCTBIO.
Mpu HaxoxIOeHuM B TPyOKe IOTOK KXMIOKOCTY W3 KaNWJIJIAPHOM TPYyOKM
pasgensercs Ha HecTabuibHsEe CTPpyM ¥ Kalu co3daBas asposoilb.
Ina pocTuxeHusa Tpebyemsix BKCIUTYaTalMOHHBIX XapakKTepucTur M3

IOaHHOT'O CprﬁHOI‘O YCTpOVIC'11Ba oJia pacrbelJleHns MOXHO MCIOJIE30BATH
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psan ¢opM, CKOpOCTEM MOTOKa It TUIOB nebnexTopa. B yJbTPasByKOBOM
YCTPOUCTBE OIS pacrbieHns, KCIOJNE3YIOT BLICOKOYACTOTHYIO
BJIeKTPUYUECKYD BHEepIUio IJI8 ILOCTUXEHNS BUBPALMOHHON MeXaHNUUEeCKON
sHepruy, Kak [OpaBuio, C UCTONb30BaHMEM [1be303JIEKTPUYECKOTO
npeobpa30BaTeNA. o1y sHepTuo  nepenaot cocTaBy KOMI103UUMNU
aHTUTesa, JudO HEernoCpelnCTHEHHO, mmubo nocpencTBOM nepenamouen
XMIKOCTM, [NoJydad as3po30Jlk, BKJIOYAKIMIM KOMIIO3MLMIO aHTUTea.
[penno4TUTeNbHO, YyacTulp  KOMIIO3MUMM  AHTUTEJIA, nocTaBJIAEMEIE
nocpencTBOM YCTPOUCTBa ILJIA pacneUieHus, ofJlanaoT pasMepoM yacTnil
MeHee uyeM NpUBIN3UTEJIBHO 10 MxM, 0OPEONOYTMTEJIbHO, B INnarnasoHe
oT npubamMsnuTesbHO 1 MxkM OO nDpubiamsuTeJbHO 5 MM, u, HauboJsee
npennovYyTuTesibHO, npudnamMsnuTesbHO OT 2 MKM 0O NpUBIM3UTENBHO 3
MKM .

CocTaBbl MO MeHblIENM Mepe OOHOTO aHTuUTesa nporus IL-23pl9,
npuronHee g [NPMMEeHEHMSH COBMECTHO C JmubBo CTPYWHBIM, audo
YJib Tpas3BYXOBEM YyCTPOMCTBOM 0Jis pacnbieHns, Kak npaBuiio,
BKJIIOYEIOT KOHLIEHTPAalMI oT npubans3nuTesbHO 0,1 MT' o
npntananTaspio 100 M 1O MeHblell Mepe ONHOTO OesNka aHTuTesa
nporus IL-23pl9 Ha M pacTBOpa. CocrTap MOXeT BKJKOUATH BeuwecTsBa,
Taxkue Kak SKCUMIMEHT, Dydep, MBOTOHUUECKOE BEWeCcTBO,
KOHCEpPBaHT, [OBEPXHOCTHO-AaKTMBHOE BemecTBo, M, NPennodTUTelbHO,
LMHK. Tarxxe COCTaB MOXET BKJIOYATE SKCUMIIMEHT WJIM BewecTBO IJIA
crabuamMsaumy KoMnosmuumm nao MeHpllell Mepe OINHOTO aHTUTeJsa MPOTHB
IL-23plY, Takme Kak Bydep, BOCCTAHOBUTENb, obbeMHB ©OeJIOK WM
yryieson. OObeMHbIE Besiky, [IpUTOOHEE IJIA CcOoCTaBJIEHMA KOMIO3MUMN
Ho MeHblleli Mepe OINHOTO aHTuTesna IpOoTNB IL-23pl% BRIOYALT
anb6yMMH, [POTaMMH MM CXOOHEE  C HuMy . TunmnuHele YTJIEBOIE,
NpuUTONHBE HJsg COCTaBJieHMA 0o MeHblel Mepe OOHOTO aHTUTeJa
NpoTUB IL-23pl9 BRIOYAT caxaposy, MaHHUT, JaxkTozy, TpeTraJjio3ly,
TUIIOKO3Y MM CXOnOHele C  HMMMA. CocTas 1o MeHblle Mepe ONHOTO
anruTesia nNpoTHUB IL-23plY9 mTaxkxe MOXeT BKJIOUATL [TOBEPXHOCTHO-
AKTUEHOE BeuwecTBo, KOTOpoe MOXET CHUXaTh MM [penoTspallaTh
NOBEPXHOCTHO-MHIAYLMPYEMY arperauuio IO MeHblIely Mepe OIOHOTO
aHTuresa INOpoTUB IL-23pl9, BLIBEBAEMYK pPacHeUIeHNEM pacTropa INpu
obpasoBaHuy a’po30Jif. MOX:O WMCHIOJbLB30BAThH pPa3JIM4YHEBEIE oBImEeNpPUHATHE

ﬂOBerHOC‘I‘HO—aKTMBHbIe BeluecTra, TakMe Kak CJ1IOXHEIE 9(1)1/1pr KMPHBIX
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KUCJOT ¥ CIMPTOB I[OJMOKCUMITIIIEHa, W CJIOXHBEE SOUPE KUPHBIX KUCJIOT
copbuTa NOJMOKCUITUIIEHA. KcnuuecTBa, Kak MpaBujio, HaxoOsATCA B
mManascHe Mexny nNpubimsuTesibHO 0,001 mu 14% no Macce cocTaba.
OcoBeHHO TIpelnouTUTeJIbLHEE TOBEPXHOCTHO-aKTMBHEE BeWecTBa  AJIA
peJsiell ®TOTO M300peTeHusa MNPeACTaBJAnT cobolt MoHooJieaT copduTaHa
nonmokcuaTaneHa, nosmcopbar 80, nommcopbar 20 wuam CXonHele C
HyMu. Takxe B COCTaB MOXHC BRJIOYATH [OTNOJIHUTEJIbHEIE BewecTBa,
UBBECTHLHE B NaHHONM objacTy, g COCTAaBJEHNA Henka, TakKue Kak
aHTuTesa [pOTUB IL-23pl9, N onpeneJyieHHBIE YUaACTKU 703871
BapuaHTH.
BBefeHse KOMIOSMLIMM aHTUTEesNa NpOoTHUBE IL-23pl9% nocpencTBOM
MHTaNsSTOpa C M3MepsieMou nosomn

B MHPajsgTope C U3MepAeMou noso (MDI), mponejxjeHT, Mo
MeHblieil Mepe OOHO aHTUTEeJIO IPOTHUB IL-23pl9 m Jobple 3KCUMNVEHTH
Wiy gpyrue OoOaBKM  HAXOIATCA B KOHTelMHepe B Bule CMeCH,
BRJIOUAlMEN CXVKEeHHBII CXaThli Tas. IleficTBUE IO3MPYOWETo KialaHa
npUBOIOUT K BHICBODOXIOSHNIO cMecH B KayecTBe aspo30oNd,
NpennouTMTEeIbHO CONepXamero YacTulsl < pasMepoM, HaxOINAWMMCs B
muanasoHe OT MeHee uYeM NpuoOM3UTESBHO 10 MkM, OpeinouYTUTETIBHO,
npubamMsnTeapbHo 1 MKM - 10O NpUBIAN3NUTEJBLHO 5 wMmxM, u, HauboJiee
rnpennouYTuTesbHO, OT NpuBAV3UTENIEHO 2 MKM IO npueAM3UTETEHO 3
MKM. Tpebyemsl1 pasMep HacTul  a3po30JiA MOXHO  IojiyyaTe  C
MCHOMB30BaHMEM COCTaBa KOMIO3uuMM aHTUTeJa, UBIOTaRJIMBAEMOTO
pasauuHeMu criocobamy, M3BeSTHBMY crneumasmMcTaM B IOaHHom obJjiacTu,
BKJOUAKIME  U3MeJbueHue  Ha CTPYMHOM  MEJIbHMLE, BHCYWMBaHMe
pacrneuleHueM, KOHIOEHCAauuo B KPUTUUECKOM TOuKe WM CXOIOHBIE C
pyMM.  JIpeanodTuTesibHble MHTAJIATOPE C MBMepsAeMOoil O30/ BKJIOYWAT
MHTaJIATOpPH, W3TOTaBJIMBaEMbIe 3M wam Glaxo, ¥ B KOTOPHIX NPVMEHSIT
nponesyienT Ha OCHOBE rugpodropyrnepona. CocTasbl IO MeHbHIEN Mepe
OOHOTO aHTuTejsia IPpOTUB IL-23pl9 1mnsa nOpuMEeHeHMA COBMECTHO C
YCTPOMCTEOM MU MHITansaumt  C M3MepAEeMON HO030¥, Kak IpaBUio,
BKJIOYUAIOT BHICOKOOVCIEPCHBIM [TOPOWOK, comepxawmii O MeHbUWEN Mepe
OOHO AaHTUTEJIO [NPOTUB IL-23pl9 B BUIOe CycneHsun B HEeBOIHON
cpene, Hanpumep, CyClNeHIMpOBaHHOe B NPONesIeHTe ¢ rnoMoub0
[IOBEPXHOCTHO-aKTVBHOTO BelleCTBa. MporneJsuyieHT MOXeT NpelcTaBJIATb

cobolr nwdoe obmenpuHATOEe BEMNECTBO, UCIrioJab3yeMoe nOJiA 3TOM Lenu,
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Takoe Kak xJIopdTORYIIIEPOL, TUIOPOXJIOPOTOPYTVIEPOL,

ryMOpodTOpYIVIEpOs WM yTJIEBONOPOMd, B ToM 4dMclie TpuxJopdTOopMEeTaH,

nuxJjgopaoupTopMeTaH, muxJgopTeTpadTop3TaHO] 11 1,1,1,2-
TeTpadTOopaTaH, HFA-134a (Pmnpo@mopanxaﬁ-134a), HFA-227
(Pmnpo@TopanKaH—227) M ~xOonHble C HUMMM. [IpelnouTUTeJIBHO,

nponesuyleHT npeacTaBJdAeT cohom TuapodprTopyrIepon. TTOBepPXHOCTHO~
AKTMBHOE BENeCTBO MOXHO BBOMpaTb IJIA cTafuaMsauMmM o MeHbley
Mepe OOHOTO aHTuresa NpoTus IL-23pl9 B BHMIOS CycneHsmM B
nponesieHTe  IjiA SallMThl AKTWBHOTO  BemecTBa OT XVMMUECKON
nerpajaumy  m T.Il. TipuronHee OBEPXHOCTHO-aKTUBHEIE  BelleCcTBa
BKJIOYANT TpMoOJieaT CcopbuTrana, COEeBBIl JIELUTUH, OJIEMHOBYI KUCIOTY
UM CXOOHBIE C HuMM. B HEKOTOPBIX crnydasx, pacTBOp as®po30JA
SBJSEeTCH IPelnodTuTebHBM C MCII0JIb30BaHUEM pacTBOpMTENEN, TaKUX
KaK BTaHoJ. HOMOJIHMTEJIbHEIE BeleCTBa, MBSBEeCTHHE B IaHHOM 0OJacTy
nna cocrassienusa Oejka, TaKXke MOXHO BKJIOUaTbL B COCTaB. CpelHun
crieuManucT B INaHHOM objacTw noyiMeT, YTO CHOoCOOH MO HAaCTOAUEMY
M300peTEeHM0 MOXHO OCYWeCTRJIATH oCpencCTBOM JIETOYHOT'O BBEIEHMNHA
KOMIIO3MUMM 1O MeHbLIEeM Mepe OOHOTO aHTuUTela NpoOTURB IL-23pl9
nocpencTBOM YCTPOMCTB, KOTOPHIEC He onmMcaHbl B HacTOAWEeM OnMcaxHum.
[lepopafnbHIE COCTaBH ¥ BBejenue

CocTaBel n1JIiA nepopanbﬁoro BBeISHMA OCHOBAaHE Ha COBMECTHOM

BBEeIOECHUN albiBaHTOB (HarpuMep, pe3opuV1Ha "nu HEeVMOHHBIX
HOBerHOCTHO—aK’I‘VIBHbIX BeuecCTs, TaKMX Kak OJ'IEMJ'IOBI:IIZ S(I)I/Ip
MOJIMOKCUB TUIIEeHa u S(I)I/Ip H—PeKcaneumnnomAeTwneHa) nJs
VCKYCCTBEHHOTO [IOBHIIEHU A HpOHI/I]_LaeMOC’I‘VI CTEHOK KuuedHnkKa, a

TakXxe Ha COBMECTHOM BBeIeHUM UHTUOUTOPOB GEPMEHTOB (HanpuMmep,
UHTUOUTOPRORB NaHKpeaTUdecKoro TPUIICKHAE, nMMSOHpOHMﬂ@Top@OC@aTa
(DFF) u TpaswioJja) g MHTUONPOBaHUSA bepMeHTaTMBHOM IeTrpanaumi.
CocTapbl O JOOCTaBKU TuIpodnsIbHEIX BEWECTB, prJIOUAOIMX OeJIkM U
aHTHUTesa MU codyeTaHue Mo MeHbllel Mepe HOBYX MMOBEPXHOCTHO - aKTVBHEIX
BellecTB, INpenHas3HaudeHHbEe LJIA rnepopasybHOTO BBEAEHUA, BREeISeHUS Ha
CAUs3nUCTYyn, oJjs Has3aJbHOTO, JIETOUHOTO, BarmMHaJbHOTO,
TpaHCcMeMOPaHHOTO WM pEeKTaJbHOTO BBEIEHMA omucansl B naTeHte CHA
6309663. AKTUBHBI  KOMIOHEHT coemHenns IO3MPOBaHHOM  QOPME
TBEpLOTO THNa 1A rnepopalleHOT'O  BBEIEHNA MOXHO CMeuwuBaThk IO

MeHblIelr Mepe C omHolt roBaekoy, B TOM UUCJE c caxapo3oy,



110

JIaKTO30M, LEeJITIIJIO 30, MAHHVTOM, TperaJyios30M, pabuHosz0¥M,
MaJib TUTOM, NEeKCTPaHOM, <paxMaJiaMu, arapowM, apTruHaTamu,
XUTUHAMA, XUTOB3aHaAMM, nexTUHAMU, TparakaHTOBOM xaMelbic,
ryMMmMapabuKkoM, — KeJIaTMHOM,  KOJUIaT'@HOM, KaseuHoM, aJbOYMMHOM,

CUHTETUYECKMM MM MOJYCUHTE T MUECKMM NOJIMMEPOM M TIMUEPUIOOM. OTU
nosupoBaHHLEe ~(GOpMBEl  Taxkxe MOTYT comepxaTh nOoGaBkM IOPYT'OTO
Tuna (os) , HarnpuMep, HearTUBHBIN pas3baBuUTEb, cMasbBapee
BeleCTBO, TakKoe Kak cTeapaT Marhn#d, napaaMyHoBeH30MHasd KUCJIOoTa,

KOHCEpBaHT, TakKoy Kak copbuiioBas KMUCIOTA, acKoOpOVHOBas KUCIIOTa,

ansda-ToKOoDepo, AQHTUMOKCUIOAHT, Takom Kak LUMCTENH,
nesyHTerpupyolee BemLEeCTBO, crA3yKIlEe BeuecTBO, 3aIyCTUTENDb,
BydepHOEe CpeIncTRBoO, roacracTnUTelNb, BKYCOBYIO nobaBky,

apoMarusupyouyn gotaBky U T.IH.
TabreTKkaM ¥ [UIIOJISAM MOXHO JOOTOJHUTEJIEHO npunaraTh dbopmy
MOKPHBITHIX paCTBopmmoﬁ B KUIleYHMKe ODOJIOUKOVM MpenapaTos. Xuokue

npenapatTsel IJIA rnepopasjibHOI'oC BBeIeHMA BKJIOYAOT SMYJIBCUIO, CUPOTI,

SIMKCUD, CYCIEeH3MO0 M PpPacTBOPVMEIE npenaparThl, IpuemIeMsie IHJA
MeIOULUMHCKOTO NpVMEHEeHNS . 3Tu npenaparsl MOTYT conepxarh
HEeaKTVBHBIE pazbaBuUTENN, OBOBIYHO VCIOJIb 3y EMEIE B YKa3aHHOMU

ofnacTu, Hanpumep, BOIOy. Takxe B KadeCTBE cucTeM IJig OOCTaBKU
JIeKapCTBEHHOT'O  CpelncTBa mIs MHCyJMHa W TenapuHa  ONMCaHb
munocoMmel  (natenr CHA No. 4239754). TIlosgHee, IoJI8 IOOCTaBKM
dapMaLeBTMYECKUX CPpencTB NPVMEHNUIIM MUKpOChEepsl M3 MCKYCCTBEHHBIX
MOJIMMEPOBR CMEMAaHHBIX aMUHOKMUCIIOT (MpoOTEeHOUIOB) (maTeHT CHA NoO.
4925673). BoJlee TOro, B I&HHOM oBrnacTy W3BECTHE COeIMHeHMS
wocuTeselt omvcanHee B nartenTe CHA NoO. 5879681 u nareHTe CIA No.
55871753 wm wucnoJe3yeMmeie IJA rnepopalyibHOM HNOCTaBKM BUOJIOTUYECKN
AKTUBHBEIX BeLecTB.
CocrTaBi M BEEOEeHME Ha CIMSUCTYO oBONOUKY

CocTaBp IUIA T[epopaJlbHOTO BBENEHNMSA BUOJIOTUUECKM AaKTUBHOTO
BemecTBa MHKANCcyampyoT B OIMH WIM HeCKOJIbKO DJKCUUIMMEHTOB Ha
OCHOBE OMOJIODMYECKM COBMECTUMBIX [OJMMEPOE  MJM CONONUMEPOB,
npeanodTy.TeJbHO, BUOJIOTNYECKU nerpagupyeMoro nogmuMepa  WUin
CornoJiMMepa, c rnoJydyeHueM  MUKPOKANCyJ, KOTOpPBIE BCJIEOCTBUE
COOTBETCTBYKOIWETrO pasMmepa IOJYyYeHHBIX MMKPOKAIcyJl NOpuBOAAT K

JOOCTUMXEHNIO BelleCTBOM CKOTJIEHUN JumbaTrdeCKUX OONNMKYJIOB 1%
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3axBaTy BelleCTBa CKOIJIEHVAMA nuMmpaTUuecKkmx  QONNMKYJIOB, MHAHE
MsBecTHEX kak "llelepoBel OnAnxu” MK "GALT" xuBOTHOTO 0e3 yTpaThl
5OOEKTUBHOCTY MPU NPOXOXIEHNA BelleCTBa uUepes KEJTY DOUHO - KMl UHBIA
TpaxkT. CXOIHbE CKOIMJIEHMA mvMbaTUdecKux QOJUIMKYJIOB MOXHO HalTV B
BpOHXMANIBHEIX TpyOKax (BALT) ® B TOJICTOM KMUEUHNKE. OnncaHHbe
BHIle TKaHM, Kak NpaBujio, HambBaloT acCOUMUPOBaHHEMM CO CIUBNCTOM
OBOJIOUKON JUMOOPETUKYJIAPHBIMY TKAaHAMUA (MALT) . Ina BcachHBaHUA
yepesz [OBEPXHOCTM CJIMBUCTEX OBOJIOUEK, KOMIOBMULMM U  CrnocoOs
BBeIeHMs 710 MeHpmen Mepe OHHOTO aHTurTesa nporue IL-23pld
BKIOUAIT OSMYJIbCHMI, Ccodepxauyio MHOXECTBO CyBMMKPOHHBIX YaCTull,
MYyKOaINIe3MBHYK MaKPOMOJIEKYJIY, EUONOTHMUECKY AaKTMBHENM [NEenTUa U
BOMNHYIO OINHOPOIHYK @$asy, Kowopa# ofecrieuMBaeT BCacChBaHue dYepes

[IOBEPXHOCTU nocpencTeoM CCYIeCTBIIEHNA anresmun K CIAN3UCTON

oBOJIOUKe YacTul SMyJibCuy (M1ATEHTH CIIA No. 5514670). IlloBepxHOCTU
CAUBUCTHX O0BoJlo¥ek,  NpurciHele  IJIH NPUMEHEHNS  3MyJbCUiA IO
HacTosIleMy nzobpeTeHN, MOT'YT BKJIOYATDH KOpHeanbHbIA,

KOHIOHKTUBAJBLHOM croco® BBeO2HMA, BBEACHNE Ha CcaM3ncTyio ODOJIOUKY
mwexku, CyBIMHI'BaJIbHBIA , EasaJbHBN, BaTMHAaJbHBI, JeTOUHBI,
KEeJIyDOUHBI, KMIEeUHH ¥ peKTalsibHEM CrnocoOs BBENCHNMA. CocTaBel IJA
BaTrMHAJBHODO WM PEeKTaJIbHOI'O BBEINEHNA, HarnpuMep, CynnosmuTopun,
B KauecTBe SKCLUMUIIUEHTOB MOTYT conepXxaTh, HanpuMmep,
NONMMaIKUIEHTIMKONV, Basesud, Macjo kakao u T.n. Cocrape 4J4
MHTpaHasaIbHOTO  BBEIEHNA MOTYT INpencTaBJIAThb coboil  TBepmble
cocTaBs M B KauecTBE DKCUNMIVEHTOB MOTYT cCoOmepxaThb, Hanpumep,
JaKTosy, WM OHM MOTYT NpelCTaBJIATD cofoll BONOHEIE WMAM MaclAaHbBIE
pacTBOpPH B BUOE Kanesb IJA Hoca. B criyuae BBeIeHMA Ha CIMBMCTYIO
OBOJIOUKY WeKM, OSKCUUIMEHTH BKJOYAlT caxapa, CcTeapaT KalblMAd,
cTeapaT MarHNUs, npexenaTMHmsmpoaaHHaﬁ Kpaxmajsg u T.I. (naTeHTH
CIIA No. 5849695) .
TpancAepMalbHEE COCTaB: M BBEOSHNe

B ciaydyae UPECKOXHOI'O BBEIOEHUS, 0o MeHblier Mepe OIHO
aHTUTeJIO INPpOTUB IL-23pl9 mHKancymmpyoT B cpencTeo nJia NOCTaBKM,
Takoe Kak JMIOCOMa WX TOJMMEPHBIE HaHoOYacCTMLE, MUKpodacTuua,
MMKpOKarncyJia 1% Rp8%! MMKpPC Chepsl (B coBupaTesIbHOM BHAUEHUM
ofosHavaeMble Kak  MMKPOYACTMUBL, ecJiu HeT  MHBX yKazsaHum) .

NaBeCTHO MHOXeCTBO npuronHelx CpelcCTB, BRJIIOUAKOINX MUKpO4YaCTNLBL,
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N3TOTORBRJIEHHEBIC us3 CUHTEeTUYEeCKUX NoJIMMEDPORB, TaKUXx Kak
NOJIUTUIOPOKCUMKMCIIOTEL, TaKue Kak NOJIMMOJIOUHAaA KucJjoTa,
MNOJINTJINKOJIEBAA KMcCJjoTa " nux COIIOJIMMEDHI, l'IOJ'H/IOp’I‘OS(I)VIpr,

noauaHruapuos ¥ noymbocdasers 1 HelTpaJibHele T[OJIMMEDH, Takye Kak
KOJIJlaTeH, IoJMaMMHOKUCIIOTH, ane®ByMMH ¥ Opyrue Oenky, ajpIvHaT M1
opyTue nojmmcaxapulisl 1 MX coueraHme (nareHTs CIA NO. 5814599) .
BBeneHMe M COCTaBH AJIs NPOJIOHIUPOBAHHOTO BBEJeHMSs

MoxeT ObITh XeJlaTeJbHO) JOCTaBKa CoenuHeHud IO HacToAweMy
n300pEeTEeHMIO cy®BLexkTy B TEUeHMe MPOJIOHTVPOBAHHBX  NEPMONOB
BpEeMeH}, HanpuMmep, B TEYeHNs NepruomoB OT ONHONM Hedem IO OOHOTO
rona npu OOHOKPATHOM BBEI2HMM. MOXHO MCIIOJIE3ORATE Pa3JIMUHBIE
nosupoBaHHele GOpMEl C  3aMELJIeHHBM BEICBOBOXISHMEM, OelOHMPYeMbie
WM UMMIJIaHTUMPYeMele IO3MPOBAHHBIE dopmel. Hanpumep, OO3MPOBaHHAA
dopMma MOX2T CcoIepxaTb bapvaLeBTUUSCKM NpUeMIeMyo HETOKCUUHYIO
coslb COeIMHeHMu, KoTopasa obsanaetT HURKOM pacTBOPMMOCTHRIO B
XUIOKOCTHAX OpTaHu3Mma, HanpuMep, (a) KMCJIOTHO-aAINUTUBHYI COJIE C
MHOTOOCHOEHOM KMCJOTOM, T&KOW Kak bochopHas kuciyoTa, CepHa#d
KycaoTa, JIMMOHHAs KucJjoTa, BMHHOKaMEHHaA KUCJOoTa, TaHMHOBAaSA
KucaoTa, IamMoBasli KucJloTa, aJbI'MHOBAA KUcaoTa, NOJUINIy TaMMHOBASA
KMCJIoTa, HadTaluH MOHC - VI ou-Ccylb®OHOBLEE KUCJIOTHL,
noJurajakTypoHoBasd kucjora ¥ T.Il.; (b) coJib C IOJIMBaJIEHTHBM
KaTMOHOM MeTaJjJja, TakoI'o Kak UMHK, Kanbluuii, BUCMYT, Bapun,
MarHui, aJlloMUHUNA, MeIb, ko®aJsbT, HUKeIb, KamMuii ¥ T.11., WIn C
OpTraHnuYeCKuM KaTUOHOM, oBpa30BaHHBIM, HanpuMmep, ns3 N,N'-
IMbeHsWI- 3 TUeHaamMmyHa Wi sTUIeHIMaMMHa; wim (C) codeTanue (a)
v (b), Banpumep, COJb TaHHATa UMHKA. Kpome TOrO, COeAMHEHNA rno
HacTOsLeMy mzobpeTeHNn MM, NnpeanouTUuTesIbHO, OTHOCUTEJILHO
HepacTBOpuUMas COJb, Takad Kak CoJiyi, OINuCaHHbE BbllEe, MOXeT OBITE
MaTOTOBJIEHA B TeJe, HanpuMmep, B TeJI€ MOHOCTeapaTa aJIOMUHNMA,
HarnpuMep, C KYHXYTHbM MacloM, NPUIOOHBEIM IJIST MHBEKUMN. OcoBeHHO
npenno4YTuTesibHple  COJIM npencTaBJIsgnT cofolt Ccoam  UUHKa, conu
TaHHaTa UWHKa, coynu Iramoara u  T.Il. IpyToit TUn IEeNOHMPYEMOTO
cocTara C 3aMeIJIeHHBM BLICBOBOXIEHMEM  OJIA  MHBEKUMI  MOXET
conepXaTb coenVHeHNe AU colnb, IUCIePTUPOBAHHYO OJ18
MHKAICYJV,POBaHNA B M€ OJIEHHO nerpalupyeMoM HETOKCUUHOM

HeaHTUTEHHOM TMOJIMMEpE, TAKOM Kak NoJIMMep I'IOJ'II/IMOJ'IOT{HO]Z KMCJIOTH U
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NONMUTAUKONEBON KUCJOTH, HanpuMep, xak ormcano B narenTe CIA No.
3773919. CoenvHeHUA Wi, NnpearnouTUTeNbHO, OTHOCUTEIBHO
HEepaCTBOLMMEIR COJM, TaKue Kak comy, ONMCaHHLE BhUE, TaKKe MOXHO
MBTOTABIMBATL B IOpaxe Ha OCHOBE cunacTuka € 2 XOJIeCTepPMHOBEBM
MaTPUKCOM, B YacTHOCTH, s NpVIMEHEHUA N4 KM BOTHBIX .
IonoJHUTEebHEle COCTaBbl C MeIJT2HHBEIM BbEICBOOOXIEHNEM, NnernoHMpyeMbe
UM MMIJIaHTHMpYyeMble COCTaBhl, HaNpPUMED, TasOBLEe MIAM  XUIOKOCTHBIE
MOOCOMEl, W3BECTHE B JMTEPaType (maTenTs CHA NoO. 5770222 n
ngustained and Controlled Release Drug Delivery Systems", J.R.
Robinson ed., Marcel Dekker, Inc, N. Y., 1978).

Mocne onucaHuda, B UeJscMm, 3TOI'O nsobpeTenus, OHO Oyrer
Bonee IMOHSITHBIM c [MOMOIL D cJie oy ommx npuMepoB, KOTOpHIE
NpenocTaBlieHs B KadeCTBE UnmocCTpauuy ¥ He npennasHadeHb nJis
OTrpaHUYeHus .

[IpmMeps!

Mpumep 1 - BoneseHnue YesoBeYeCKUxX crneumpuyHplX aHTUTel!

NpoTUB IL-23 ¢ noMoubn QaroBoIro IMCIIEA

OCHOBHSIE CMNOCOBH OMMCaHBl IJIA  CEJEeKIN aHTUTEeHCNeuUMPrUIHBIX
aHTHUTeN U3 OUOIMOTEK HuCAL™, cosmaHHBIX B MorphoSys (Knappik et
al., 2000; Krebs et al., 2001; Rauchenberger et al, 2003). Hns=
cenleKLMM aHTUTes MNPOTME DPEeKOMOMHAaHTHOTO IL-23 uemoseka (hrIL-
23) MCnoJjib30BaJin crieunduunsle kK Vh-ydacTkKy cybnysel  OUOIMOTEKRN
HuCAL Gold™ Fab (Kretzschmar & von Ruden, 2002). Mcnosp3o0Baim
HEeCKOJIbXO Pa3JIMdHBIX crTpaTeru ceyieKuMM 1 OHM BKJIOUAKOT :

1. Cejekumo MPpOTUB PEKOMOMHAHTHOT'O Genka hIL-23, KOTODbIA
OBl VMMOOUIIM30BaH HernocpeaCTBEeHHO Ha niacTUKe, C
npenBapuTesbHOM ancopbunen OnOIMOTEKN Ha peKoMOMHaHTHB O JIOK
TL-12 uejsiopexka (hrIL-12), TaxKxe anCcopBMPOBaHHOM HENOCPeACTBEHHO
Ha aacTuke, uau O6e3 Hee. PexoMOUHAaAHTHEE OeJKU hIiL-23 m hiIL-12
B nojiydaeHel B Centocor.

2. Cenexumpo C pekoMOMHAHTHBIM yenoBeyeckuMm OeskoMm IL-23 B
pacTeope, C [OCIHEAYIMM BHIIEJEeHMeM CBfA3aHHOTO ¢ara 3axBaToM
Benxka nNIL-23 MMMOOUIIM3OBAHHBIM hrlL-12p40mAb. CeJsiekLMio MNPOBOIMJIN
C npenBapMTeanoﬁ agcopbumne:r OMOIMOTEKN Ha pexOoMOVHaHTHOM fernke
hrIL-12, =axpadYeHHbBM TEM X€ mAb, nuto Ge3 Hee.

3. CeneKUMO C XUMUUECKU EMOTUHUIIMPOBaHHEM OeJIKOM hrIL-23 B
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pacTBOpe, C NOCHelyoumM YyJaBruBaHueM cBsA=2aHHOTO ®dara [MOKPBITHMHI
SA MarHUTHbBMM TpaHysamu. CeJekuMio NPOBOIMIM € Henxom hrIL-12,
UM Ges Hero B MOJIAPHOM M30HTHE, B KadyeCTBe KOHKYpPEHTA.

BeloneJsieHHYO barMUIOHYIO IHK npespalanm LeInKOM B
SKCIPEeCCUPYIIMA Fab BEKTOD, " OTHeJIbHBIE KJIOHEHI nocJie
TpaHcbopMauMy NOIABEprasu CKpMHUHTY B OTHOWEHUM CBA3HBaHNA C
hriL-23 u He ¢ hrIL-12. Ce<BeHVpPOBaHNE [OJIOXMTEJIEHBIX KJIOHOB
BEISBMJIO 76 yYHMKaJbHHEX Fab.

Mpuvep 2 - OxapakTepusaill.ld Fab

Monyuasu TMOJIOXKMTeNbHele Fab n ounman Kax ONMCAaHO paHee
(Knappik et al., 2000; Rrebs et al., 2001; Rauchenberger et al,
2003) um cneuMdUUHOCTH CBA3BIB&HUA C hrIL-23 nHO He ¢ hrIL-12 winx
c cybBemmuuueir p40 hrIL-12 (hrp40) nonTeepxnajm B aHaIM3ax,
CXOIHBIX c aHaIusaMum, O CaHHBIMU B npuMepe 3, HUXE .
llonTeepxneHHele Fab TecTUpOB&JM B OTHOWLEHNN (1) wuHTUOMPOBAHUA

cpgspBarma hrIL-23 C uYeJyioBelecCKMM peuenTtopoM IJiA I1L.-23 (hIL-

23R) UM C YeJIOBeUeCKMM pPelerTopoM IJiA IL-12f1 (hIL-12RB1), (2)
OTCYTCTBUA UHTUOMPOBAHMA CBS3BIBaHUA hrIL-12 ¢ IL-12RILPL, (3)
MHTUMOUPOBAHUA CBA3BIBAHUS hrIL-23 C KJIe TKaMM TALL-104

ecTecTBeHHEM oOpasoM BSKCIepe tCUPYLnXK IL-23R m IL-12RBl, u (4)
addUHHOCTE CBA3HBaHMA C hrIl-23, hrIL-12 u cy®wenuHuuen hrp4o0.
CneumdmuHoCTb ¥ addMHHOCTL CBASHBAHNA npueeleHa B Tadbiuue 1 u
MHTUOMpOBaHMe CBA3BBaHUA hrIL-23 c hIL-23R npuBenexHo B Tabmuue
2. Fabl2A B Tabmuue 1 0OpencrasideT coboy  cTaHmapT  4JA
CpaBHEHMSA, MCTOYHMKOM KOTOPCTO aprgeTcsa crneumpuyuHoe kK IL-12p40
mAb. IL-23R-Fc B Tabiuue < NpencrasBideT coboM cCcTaHmapT I
CpaBHEeHUs, COOTBETCTBYIIM BHEKJIETOUYHOMY IOMEHY IL-23R
yeJyioBexKa, CJIUTOMYy C FC deJioB2Ka.

T'yraBHEIM ODpasoM, aHanuse UHIMOMPOBaHUS peuentopa  Oeum
CXOIHBIMM C  aHaJIu3amy, OnuCaHHEIMM Huxe B npumepe 4 Oad
NpoM3BOOHEIX MWAb mnd  3TUX Fab. OOvH JOOTNOJIHUTEJIbHEINM  aHaums
NpoOBOOMJIM OJIA WBMEepeHUs UHTUOUPOBAHUA CBSASEIBaHNA rhil-23 c
knerkamy TALL 104. 9Ty KJETKM BSKCIOPECCHMPYT Kak I1.-23 uesoBeEKaE,
rakx ¥ peuenrops mia IL-12R-GeTa 1. 10 uzs 13 Fab-xauonnoaTos
ofbnamanu TpebyeMpM Npoduner axKTMBHOCTH, npencTaBasouMM  CoOon

OTCYTCTBME PEaKTMBHOCTU C Oejxamu IL-12 wnimu p40 uesioBeka B
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moGom adanMse, M 10 MeHbLEed Mepe HJacTVHHEM MHTUBMPOBaHMEM
ceaspBanuga hrIL-23 ¢ peuenTi>poM IUIA IL-23. TlocnenoBaTesyIbHOCTHM
CDR wectn wu3 Fab (4083, 4190, 4205, 4217, 4649 wn 4658)
npencTassieHsl B Tadauue 4 (MOJTYXMPHBIN wpudT) . TToJiHBIS
nocjienoBaTesNpHoCTM V-objacTu  InS 9THX Fab TnpencrapJieHel B
Tadbnauue 8.

NMponyrxuus Fab B Qopme IgGl yesyoBEKa

Fab-KaHIWMOATH KJOHMPOEANMM B  BEKTOPE  IJA CcTPYKTYp MAD
IgGl/xanna wunu JAMOna u npo oyunpoBasm BPEMEHHOM TpaHcdexumnen B
kneTkax HEK293 nmna 1nocriel iomero aHanm=a B KadecTeBe MAD. B
obmeM, OIOMHHaOuaTbs U3 13 axTupBHEX Fab nokashBawoT TpeOyeMblt
npodunr B KadeCTBE mAb. Oum gBJALTCHA cneundruHeMM LA K IL-23 un
0o MeHblier Mepe YacCTUYHO MHIUOUPYIOT CBA3BBAHNE IL-23 uejyioBeKa C
CAMTHM OeJIKOM dYeJIoBedeCKUH IL-23R-Fc (rabjuua 3). AHam3bl UM MX
pes3ysibTaTs NPUBEIESHB B celVIOmMUK HMXe MpyMepax.

MpuMmep 3 - CneumduuHOCTh K CyObenyuynuaMm hIL-23pl19 mwAb,

[IOJIYydEeHHOTO nocpelCcTBOM darHBOTO OUCIiJies aHTuTeJa.

OyumeHHsle MmMAb MBIIM  ITPOTUB hIL-23 oueHMBAIM B aHalnse
yJapanBaHmda ELISA B LRJIAX onpenesyiennsa UK aHTUTEHHON
crieundMUHCCTM K CyObelMHuLaM. B KpaTKOM W3JIOXEHUN, mAb NpoTHUB
IL-23 HaHOCMJIM Ha NJaHWEeTH “ unkyouposasm co 100 HT /M1 hrIL-23,
hrIL-12 u hrpdo0, COOTBETCTBEHHO. Nocne MHKYyDBauum c
BUOTUHNIIMPOBaHHBIM mAb nporuB-p40, CBS3LIBaHUE rnonBepranam
JmeTexuMy C MCIOJIb30BaHUEM HRP - KOHBIOTUMPOBAHHOTO CTpernTaBnanHa.
mAb nporus-p40 ¥ mMAb MpOTHUE IL,-12 (20C2, Catalog No. 555065, BD
Pharmingen, San Diego, CAh) c MBBECTHONI crneun@rMuHOCTBIO
UCIONB30BaNM B KadecTBe KOHTpOJIeN .

Ha our.lA u 1B nokasaHa crneundMUHOCTE CBA3BBaHMA IU1A IBYX
us oTmx mAb, MOR04083 (TO %€ YTO M 4083) m MOR041%90 (To xe HTO
nm 4190). Ha owur.lA nokasaHo, HTO mAb crneuudruHO CBA3BBAOT hrIL-
23, Ho He hrIL-12 niau MOHOMEpP hrp40. TockoJbKy HJIA CEKpeumn Vs
KJETOK MJIEKONMMTAamMxX CyObennHuua IL-23pl9 nojikHa KOBaJIEHTHO
cBaspBaTLCa C P40, mAb npoTyB IL-23, KOTOpele He pacrnosHaiT
moHomep p40, NOJIXHEL ~CEA3bBaTH  JMOO cybpemuuuny  IL-23plS
orTgenbHO, JnbO OB beNMHEHHE BNMTONn ITeTepomMepa pl9-p40. Taxmm

ofpasom, 3Tu IL-23 mAb ofoz3HauamT Kak MAD MNpOTHUB IL-23pl9%2. Ilpu
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cpaBHeHnuy, BCe 3 OeJka (hrIL-23, hrIL-12 »n hrp40) cBA3BBaMCE C
mAb 12A, CrieuM@UUHEM HeWTpaJusyouM  aHTUTEJIOM npotue P40
yejoBexka. Ha o¢ur.lB noxkasaHo, 4YTO YKa3aHHBE mAb He CBA3HBAKTCH
c mpmmHbM IL-23 mim ¢ meumbenM p40. HaoGopor, MMMOOMAUBOBAHHEIE
mAb obranapT CXOIOHLEMU KPMBBIMM CBA3BIBAHMA C hrIl-23 B pacTBOpE
(pur.2), uTO Ccomyacyercsa <« nX cpaBHumon ¢ Fab adPMHHOCTBIO
cepaspBanusa (rabmua 1) . Crnedam@uuHOCTb CBA3HBaHMA 3TUX U1 IpY X
mAb-kaHIMIATOBR NpuBeneHa B Tabmuue 3.

Mpumep 4 - VHrubupoBaHue cpasbiBaHMsa peuenrtopa amsa IL-23

nocpelcTBOM MAb NpPOTUB IL-23pl9

s TOTO yTOBk! 1oKasaTh, UTO mab NpoOTUB IL-23pl9
npencTaBlisgioT COOOM HeMTpa/ayomme aHTuTresa NpOTUB cy6be OIMHULE
plg, wmAb TecTupoBamM B OTHOUWEeHUM MHTUDBUPOBaHMA UMM CBA3LIBAHNA
IL-23 m IL-23R. B »TOM OSKCHEPUMEHTE, cauTein  Besiok IL-23R-FC
YeJloBeKa MMMOOUIMBOBEBaJM Ha  IJIAHWLETE. JTOoT CAUTHN OeJIoK
cocTouT MR BHEKJIETOYHOTO JOOMeHa peuenropa IUJlA IL.-23 d4eJOBEKa,
CJIIUTOTO C Fc-ceIrMeHTOM yesnoBeKa. B njgadHweT nobaByau
6110 TVHMIIMEOBAHHEIN hrIilL-23 Jnbo oTnesbHO, Jndo nocJje

npelIBapuTeSIbHON MHKyBauuMy C UHIUMBUIOYAJbHBMM mAb rnporuB IL-

23pi9. R KauecTBe [OJIOXNTEJIBHOTO KOHTPOJIA VICIIOJIL 30BaN
pacTeopuMbi  IL-23R (IL-23R-Fc). CesaspBaHue IL-23 BHABIAIM C
noMomblo HRP-KOHBOTMPOBAHHOTO  CTPENTAaBMINHA. Kak r1iokasaHoO Ha

omr.3A, mAb MOR04083 wn MOR04190 npenaTcTBy©T CBA3BBaHNIO IL-
23/IL-23R c 200eKTMBHOCTBI, npubJIn3UTEJIEHO B 3 pasa MeHblen
30PEeKTUMBHOCTHU pPacTBOPUMO 'O IL-23R-Fc. He MPOouCXOOnJIo
MHTUOKPOBAHNSA NOoCpencTBOM B21M, mAb C HEpPOLCTBEHHON
cneunduuHoCcTh. HanpoTus, KoTIa IL-12RB1 wmMMOOMIIMBOBHIEBAIM Ha
nyaHmeTe, ST mMAb He UMHTMOMpPOBanM CBASHEBAHNE IL-23/IL-12R{1
(pur.3B) ). CpasbiBaHue I1-23 wuHITMOMpPOBAaJioCh HeWTpammsyoumM p40
mAb CNTO 1275 (To xe dro ¥ mAb 12A), Kaxk ¥ OXMOAJMN. AHaJIOTVYHO,
57y mAb He OJOKMDPYIOT CBA3BBaHUE IL-12/IL-12RB1 (¢ur.3C). CNTO
1275 CHOBAa CJTYXWIIO B KauecTBe [IOJIOXUTEJILHOT'O KOHTPOJSA.
Ce/leKTVBHOEe MHTUOMPOBAHME CBA3BIBAHUA IL-23/IL-23R U OTCYTCTBME
NpOTUEOISNCTBUSA CBA3BIBAHMK IL-12 wmm IL-23 ¢ IL-12RB1 gnanee
noxkastlBaeT, UuTo sty mhb IIPOTUB IL-23pl9 He CRSABLIBAKT

cyOBeIVHULLY p40 ", T&KUM oBpasoM, npencraBJsRT cobon
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HelTpaauayoume aHTuTesa MNpOoTUB IL-23pl9 uejsoBeka. MccuenoBaHud
MHITUOUpPOBAHMA pelenTopa C 3TUMU mAb o6obBmeHs B Tabmiuue 3.

Mpumep S5 = HemrTpanmnsauns Guosjormuecko  Gynkuunm  IL-23

nocpencrTeoM mAb mporue IL-23pl9

N3BECTHO, UTo IL-23 NHIOYUNPYET BHYTPUKIIETOUYHOS
bochopunmpoBaHNE STAT3 u 1ponykumio IL-17 T-KIeTKaMM. Taxkum
obpazoMm, WAL NpPOTUB IL-23pl9 rTecTMpOBajgM B OTHOWEHMM  MX
criocoBHoCcTM  MHITUOMPOBATH 5Ty BuoJiorMYeckue  QYyHKUMK IL-23
YeJIOBEKaA.

B OOHOM OSKCIEPUMEHTE, 2CTEeCTBEHHbIE KWJJIEPHBIC (NKL) KJIeTKM’
crumynuposam hrIL-23 anbo ¢TOeNBHO, Aubo Iociie rpenBapuTesibHOM
uHkyGaummu < mAb MOR04083 u MORO 190 B KOHUEHTpaUUA 20 MkD/MI U
10 wMKr/mi, cooTBeTcTBeHHO. MAb 12A (1 MKI'/MJI) TIpedcTaBJIAJIO
cobon [1CJIOXMU T EJIb HbIA KOHTPOJIb, " C8.3 (10 MKT/MJI) ,
HeMTpaym3ayiolee MmMAD MNpOTUB p40 wuenoseka, NpPencTaBJAJO cobon
OTPULLATEJb HEI KOHTPOJIb . ObpaboTaHHBE KJIETKU oKpammBaJn
KOHBIOTMPOBAHHEIMM C GIIYOPOXPOMOM AHTUTEJIaMU MpoOTUB docdho-STAT3I un
aHaaIM3MpPoOBaJM MNOCPEenCTBOM BHYTPUKIJIETOUHOM MPOTOYHOM LUTOMETPUN
(dur.4). 9Ty mMAb MOJIHOCTBIO MHTUOUPYIOT docdopunmpoBaHue STAT3,
<ora U C Oojee HMU3KOM DPPEKTMBHOCTBIO, HYeM HeNTpanuMsyouee mAb
12A nportus pd0. Bojee HusKasa 30PeKTUBHOCTH IL.-23pl9 mAb,
BEPOSATHO, OTpaxaeT MX OTHOCUTEJBHO crnabyw adduHHOCTL. B IPYyT'OM
SKCIepuMeHTe, CBeXue BblIeJIeHHbe CIIJIeHOUMTE MBIV obpabaTeBas N
hrIL-23, T[penBapuTesbHO MHKYOMPOBaHHEM C  TUTPOBAHHBMY mADb
NpOTUR IL-23pl9% WIm KOHTPOJIb HEIMI mAb. hrIL-23 tes
NpeIBapuUTEIEHOM MHKyOauMyu C aHTUTeJIOM MCHOJb30BaIM B KkadecTBe
[NOJIOXUTENILHOTO KOHTPOJf. [locie 3 CYyTOK B KYJbTYpe, KISTOUHEIC
cyrnepHaTaETe cobupanu u  aHanMmsupoBasiv nocpencresomM ELISA C
MCNOJIb30BEHMEM MNBOMHOTO HabGopa IL-17 ELISA (R&D Systems). Kak
nokasado Ha our.5A, mAb nporus IL-23pl9 MOR04083 u MOR041350
MHTUOMpPOBaJU OrocpelnyeMyio hrIL-23 npoaykuuio IL-17. Taxkxe 3TU
mAb uHrMbypoBasiv MNPOOYKUMIO IL-17, WHOYLUMPOBAHHYI® HaTMBHBM IL-
23, nponoyumposaHHbM PBMC ueJsioBEKa (bur.5B) U ABAHCKOV MakKaku
(pmr.5C) .

Ins cpaBHeHus, IL-23pl9 mAb TecTMpOBaJM B OTHOWEHMM UX

criocofHOCTY MHI'MOUMpPOBATH MHIAYLUNPYEMYIO hrIL-12 nponmykuuo IFNy. B
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KpaTKOM MN3JIOXEHUHY, KJIETKV NK92MI obpabaTeBaan IL 12,
[IpenBapuTesbHO MHKYOMpPOBaHHBEM  C TUTPOBAHHEMM MAb TNpPOTUE IL-
23pl9 waM KOHTPOJIbHBIMM mAb (dur.6). B xauecTBe oTpULATENbHOTO
KOHTPOJIA MCMOJIb30BaJN IL-12 Ges mpedBapuUTesbHON uHkyBauum C
AHTUTEJOM, ¥ B KadeCTBe I[OTOXMTEJIEHOTO KOHTPOJISE MCIOJIb30BaJN
CNTO 1275. Anamus ELISA, NpoBEIEeHHHN uYepes 24 wyaca nocne
cTUMYIALIMM, TokKaszall OTCYyTCTBUE sppexTa MmMAb TMpPOTUB IL-23pld
MOR04083 i 4190 Ha MHOJLUUPYEMYI IL.-12 npo Oy KUMIO TIFNvy,
IEeMOHCTPUPYS, UYTO aHTuTesa HEe CBABBBAIT U He HeNTpamM3yoT
cyObeOMHNLLY p40, ofbwyn IS IL-12 wu IL-23. PesynpTaTh 3TUX
aHaM30B NpuUBeleHH B Tabiuue 3.

lpumep 6- VMoeHTUMKaUUs 2rMrona mAb nporTup IL-23pl9

KOHKYpPEHTHRM aHasms3 CBARLBIBAHUA NPOBOANIIU B uenax
onpenesieHMA HaJIMuMA CBABHBAHNA mAb nporue IL-23pl9 co cCxonHeMA
UM OTJIMYaKIMMMCA  SIMTOolaMy IL-23pl9. PesynpTaTe IJA mAb
MOR0408&83, MOR04190 »n MOR(C4217, r1npelCTapJieHb Ha bur.7. maAb
npoTus IL-23 HaHOCUIM IO OTOEeJBHOCTM Ha nnadHweTs 1018 ELISA.
IobaBisaan KOHKYpUpyuye mAb, a 3aTEM nobaBJianan
BUOTVHUIIVPOBAaHHBIN hrIL-23. s TNOJIOKMTEJEHOTO KOHTPOJIA, B
KaueCTBE KOHKYypUpYyOLEro MAD MCNOoJb30BaM To xe mAb, Yro M IJS
HaHeceHUA ("cobcTBEeHHasA KOHKypeHUMa") . Cea3blBaHME IL-23
BLIABJISLIM C MCIIOJb30BaHMEM CTpenTaBninna. Bce Tpu mMAb roxkasbBalT
MepeKpeCcTHY KOHKypeHUMio B passuuHOM  CTeNneHN, OEeMOHCTPUPY A

CBSA3EIBaAHUME C HpOCTpaHCTBeHHO paB,ﬂeJIeHHbIMI/I yyacTKaMM.

Mpumep 7 - CospeBaHue a®dMHHOCTM HeNTpaJy3yourx Fab-
KaHINOaTOB
Fab MORO04083, 04190, 04649 u 04658 BHIDUpP AN onsa

HesaBMCUMMOTO co3peBaHus apduHHOCTM Ha OCHOBE YKaz3aHHOW Bblle
oxapakTepmaauum Kax Fab, Tak u mAb. C KCMOJb30BaHMEM KaCcCeTHOTO
sJeMeHTa CUCTEMB! Hucal™ (Knappik et al., 2000), KOHCTPYUpPOBaJM
nsa BapuaHTa 0aroBbIX BUBIMoOTEeK IJid Kaxnoro Fab, omun nJAa CDR3
papuabesibHOTO YydacTKa nerkoi uemm (VL) u mpyron nmys  CDR2
papuabeslbHOTO  yHacTKa TAXKEJION — Ueru (VH) . 97y OMONMOTEKNU
rioapepranm cenexumnu MpCTUB BUOTUHUIUPOBAHHOTO hrIL-23 B
pacTBOpe Npy NpoMbiBaHMM U KOHLEHTpauumy aHTureHa pasJIMYHON

CTPOTOCTWM . DBBUIO BHASJIEHO 15 yHUKaJbHEX Fab, KaxIell M3 KOTOPHIX
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ITOKa3keBal [MOBHIIEHHYIO aKTIIBHOCTE CBA3BBaHNSA OTHOCUTEJILHO
MCXOMNHOTO poauTesibckoro Fab. ocJyile »Toro BO BTOPOM payHIe
CKpMHMHTa OblJIO BEOPaHO TPU monoJHUTeNbHEX Fab (5267, 5268 u
5269; Bce BapuaHTh VL-CDE3 4083). TocnenosatenrnocTy CDR
MexonHex Fab, MpOM3BOIHBE ICZJe CO3peBanuA U3 ubamorex VL-CDR3
munau VH-CDRZ, ¥ BapuaHThl 3TUX nocrenoraTesIbHOCTEN MNpelcTaBJieHB B
Tadbnmuax 42 11 B. MonHee rnocjiejOBaTes/IbHOCTU V-obnacTi
npencrabpiieHsl B Tadmmue 8.

[lpyMep 8 - [lpooyKuUitAa u oxXapakKTepusalumnsd Fab ocJie

cospeBaHus apdUHHOCTU

38 BLIOPAHHBIX Fak npooyLuupoBasm, ouuigas Vi
oxapakTepusOoBHBaM [0  Cylle “TBY kak onucaHo B npuMmepax 2-4,
Bome. LecArs u3 Fabs npuses K HeBONBIOMY BHXOIY M/WUJlY NOKa3au
TeTepOT'eHHEe NaTTepHbl [Py Te b - QUL TPaLMy, ¥ OHM ObBUIM MCKJIOUEHD
nus 1rnocJsenymouerc aHaams3a. YyermanbHele 28 Fab aHanmmM3mpoBasM B
OTHOWEeHUM CHeUMOUUIHOCTU CBA3BIBAHUA, adduHHOCTU U MHTUOMPOBAHNUA
cBasbBaHMa pelenTopa. Bce Fab 6ot crneumbuusemMy k  IL-23plY9 n
o6rnanammm B 10-500 pas Gensuer  apdMHHOCTBI K hrIL-23, 4yeM
COOCTBETCTBYLNNA ncxonHuen Fab (Tabiuue 5 u 6). Bce wuz HUX
noxKasaJiM [OBHIIEHHBEE 3HAa4YeHNH IC50 B OTHOWEHUM MHIUOMPOBAHNA
cBaspBaHus hrIL-23 CcO  CJMThM senxkom IL-23R-Fc wu, rnonobHOo
ncxonHsM Fab, He MHTMOMPOBaM cepaspBaHMe Hu IL-23, HU IL-12 co
cAMTEIM OeJIkOM pelnenTtopa IJiA IL-12Rbl u Fc (rabmuus 5 m 6). Kak
M OxuIanmM w3 B5TUX pesyjbpTaTos, HM  OIMH Fab He UHIUOMpPOBRAJ
CBASEIBaHME hrIL-23 C KJIE TKaMM TALL-104, Kak onpenesAiu
NPOTOYHOMU uMTOMETpMEN, YTO COIJlacyeTcfa Co CXOIOHEM OTCYTCTBUEM
MHTUOUPOBAHUSA VCXOIOHBIMU Fab.

Mpumep 9 - Tpooyxuusa ¥ oxapakKkrepusaumnd Ab niocJse Cco3peBaHuUA

adduHHOCTM B Qopme mAb

34 ys 35 BobpaHHeBX Fab KJIOHMpOBaJM B CTPYKTYPhE BEKTOPOB
mAb IgG/kanna uim naubona u IpomyumMpopBasau B BUIE mAb rnocpelncTBOM
BpeMeHHOV  TpaHcpexkuym B KJETKax HEK293 moJns [noclenymomero
apanusa. Bce auTuTesia OUEHMBaMM B OTHOWEHMM MHTUOVPOBaHUA
npomykumn IL-17, Kak ONMCEHO B npumepe 5, Beme (Tabsamua 7). B
6OSbIHCTEBE CJydaeB, Kaxide M3 NPOM3BOMHBIX rnocjyie CoO3peBaHUA

OBLIIO Bosiee 2bQeKTURBHEBM, yeM MX COOTBETCTByKIllEe MCXOINHOE
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anTuTeno, ¢ noewmeHuem IC50 BrUIOTE 1O 200 paz. BuoxmMmyueckme

cpolicTBa 34 mAb ouUeHMBajyl. [IOCPENCTBOM SDS-PAGE u Trejb-
dunbTpauMuM B  OTHOWEHMM MPII3HAKOB arperauni, TeTepOreHHOCTH
Lenei, u HenoJsiHOoTo  0OpasCBaHuA IMCyNbOMOHEX ~ CBA3EN  Mexny

TakespMM M JIeDKVMMM LernsaMy B UiapHMPHOM oOJjacTi.

Vicxons us KOMOUHUPCBAHHOTO aHanmnsa aKTUBHOCTHU "
BUOXMMIUECKOTO aHammsa, Osuic BeOpano 7 mAb 1 BoJjyiee HEeTaJIbHOT'O
ana/mMsa, 0[O MeHbIeM Mepe [0 OIHOMy OT Kaxhoro UCXOIOHOTO
DOAMTEJLCKCTO aHTUTesa. AHTUTENA MOR05058 u 05059, nonyd4eHHBE
ns Bubamorex paszHooOpasua VI CDR3 MOR04649, wuckJjo4Yaay uU3 3TOTO
Habopa (cm. npumepsl 10 wm 11). Bce BofpaHHBE  KAHIOVMOATH
MHTUOUpoOBaJyi Npony KU IL-17, VHOYUMPOBAHHYK NPUPONHEM IL-23 us
PBMC uesoBeka (dur.B8) M ABaHCKON MaKaku (He npencrasieHo) . Kax

M OXMIOAJIoCh, BCE OHM MHIMOMPOBanM CBASBBAHNE hrIL-23 co CJAUTHM

felkoM hrIL-23R n Fc C 50HeKTUBHOCTEIO, npeBbuamnmen
30PeKTVBHOCTD KOHTPOJIbHOTO MWMAD  OPOTUB IL-23A (pur.9) . C
BOBMOXEDBM VCKJIIOUEeHUNEM MOR05053, 2TU BHIOpaHHEE mAb He
MHTMOMpOBaMM  OMOJIOTMYECKY  aKTMBHOCTD HaTueHOTO IL-12 (He

npencrasjeHo), HYTo coTJIacy2TCH C OTCYTCTBMEM CBS3HBaHNA Tex
mAb, OOCTYMNHHX B KaueCTBE Fab, ¢ 6enkom hrIL-12.

Mpumep 10 - TlpodyKuus ¥ OXapaxkTepusauyi KOMOVHUPOBAaHHBIX

mAb C repeKpeCTHEMM Lenamy

Vicxonnele Fab MOR04190, 04649 n 4658 npuBOOWIM K YJy4dlI€HHBM
Fab uz 6ubauoTexk pasHoobpazusa Kak VH CDR2, Tak u VL CDR3. Fab,
oBpa30BaHHEE ns3 MOR04649, npencTaBiiam ocobui vHTEepec
BCHENCTBME OTHOCMTEJILHO BBICOKOM AaKTMBHOCTU U3 pudamorexk ©OOMX
TunoB. OnHako ucxonHewi Fab MOR04649 coOnepXuT npenckKas3aHHB, HO
noTeHuMasbHO HeBIaronpusaTHLIN y4acTOoK N-cBARaHHOIO
rukosuimposanmsa B VH CDRZ, KOTOPHIA He MpelcTaBJieH B KakoM-Jmbo
M3 6 yJayumeHHbBX Fab, oBbpa30BaHHEIX "3 subauoreky VH CDRZ. [na
yIaaJeHus 3TOTO ydacTka PAMKOBWIMPOBaHMA ¥ TecTupoBanmsa B
OTHOWEHNY MOTEeHLUMAIbHOM YIyUWeHHON aKTUBHOCTH, TaxesEe  Lenun
MOR05042 u 05045 »KchpeccympoBany C JIeTKVMKM LelaMi MOR05058 mu
5059 B xyerTkax HEK293 (ratmua 4C - mAb 42-58, 42-59, 45-58 #u
45-59). Hm onpHo u3 coueTanuit He Opmo  OGosnee  20QeKTMBHBMM

anTarouucramm (nponykuua IL-17 un MHTUEMpPOBaHMe CcBAsbBaHnsa IL-23
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¢ IL-23R), ueM COOTBETCTBYIIOLUE mAb OOHOpPHOV Uenyu M MNOoCpelCTBOM
Tess-(uarTpauun BCce M3 HIX nokasany BoJipllyd  TeHIeHUMo K
arperaumm (He npencmaBneHo).

Mpumep 11 - MyrareHes C 3aMelleHVEM BHIOpAaHHEIX MWMAD nocre

CO3peBaHMA U UX oxapakTrepusauunsd

AMMHOKMCIIOTHBIE 3aMeHsl BHOCUIAM B BHOPaHHBE mab B UEJBI
yCTpaHeHUs MNpelCcKa3aHHOoTo yHacTka N-CBSRaAHHOTO DJIMKO3UMIIMPOBaAHUA
u/unu  OJs  CcooTBeTCTBUA N-KOHLOB BapuabesibHEIX  Y4YaCTKOB  MX
Haybosiee OAM3KOM NOCJeOOBRaTeJIbHOCTY V-obnactu SMOPMOHAJBHOTO
TUna yeJIoOBEKa. MpencrasaHHbM ydacTokK N-CcBA3aHHOT'O
PavKO3MIMpoBaHusa B Vh 5058 11 5059 ("NYsS" B CDRZ, TO Xe, 4YTO U B
ncxonHoM Vh MOR04649) ycTpaHsaaIr 3amelleHneM aprunauHa (4649r) wnam
acrnapalMHOBOM  KMCJIOTEH (46494d) acrapar'’MHOM B TOJIOXEHUM 59
(npaMas Hymepauusa) . MocnernoparensHocT CDR - 3TUX VH-yuacTKOEB
npelncTaBJIEHE B rabnvue 4A ¥ TOJIHBE [OCJenOoBaTeJIbHOCTH V-obnacTtu
npuBedeHsl B Tabimue 8. STyM BaApPMAHTHE NPOOYLMPOBAJIN BpEMEeHHOM
skcrpeccueit B kierkax HEK 293 u oummanyu addUHHONM xpomaTorpapuen
C HesxkoM  A. 9t mMAD fiokas3anu MNOBHIWEHHY 20beKTVBHOCTD
OTHOCHMTEJILHO MCXONHBX aHTKUTEes B OTHOWEHMM MX MHTOUPOBaHNSA
nponykdum IL-17. 3BamemeHre aplTvhHnHa B MOR05059 wmMesio HaWIy4dlun
npoduiib, MCXOnd U3 aKTUBHOCTU M BUOXUMMUECKON oOXapakTepusalul,
u =70 mAb Haspaau 3759 (ratnmua 4C) .

MAb 5040 w 3759 EBubupasy B KayeCTBE HANMBBICHMX nosyuumnm,
Mcxond U3 uUX  AaKTUBHOCTM ¥ BMOXVMMYECKON  OXapaxkTreprnsaluin.
AMMHOKMCJIQOTHEIE 3aMeHH BHOCKJIIM nns COOTBETCTBUSA
HoCenoBaTe bHOCTM aHTuTesa SMOpMOoHasabHOT'O TUNAa YeJioBeka U
samMeHy OLHOM aMMHOKMCIJIOTE NpoBOOMJIM B = VL-yuacTke 5040 nnsa
ofpaTHOM MyTauuu xapkacHou obmnactu JHO sMOpPMOHAaNIBHOT'O  THUla,
saMelas BaJIMH TPEOHMHOM B ITOJIOXEHMN 86.

AMUHOKNUCAOTHEE MOCJEeNOBaTEeNbHOCTY, WU3MEHEHHBI® IO CpPaBHEHUIO

c ycxonHeM mMAb, OBNIM CJeOYWMMU L

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

Bsamena E3 Ha Q B VH ofbomx aHTUTEN npeacTaBjseT CoOOM

oBpaTHy® BaMeHy E, BHEeCEHRYW ph kjioHMpoBaHuy Fab B BeKTOp IJA
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mAb. B oToM [OJIOXEHMM B MCxOAHRX Fab Haxommiack Q um ee MOXHO
UCIONb30BaTh B KaudeCTBEe BapsaHTa IJiA 3aMeueHMA E B pPasJMyHBIX
mAb. OTu BapuaHTH  00O03HAYALT  Kak 5040%EY  y 3759595,
Cocranngioummy V-obmacTamy 50 40Y% sensaworca 5040 VH u 4190% VL
(raGmuua 4C). Cocrasiswomym V-obnacTamu 375989 gmpgorca 4649rF
VH » 5059% VL (raGmmua 4C). TocnenosaTenbHocTy CDR 1 rOJHBIX V-
YY4acTKOB COCTAaBJISLLNX Leneit  ofoux ~ aHTMTes [NpencTaBJeHsl B
Tadbauuax 4 " 8, COOTBETCTREHHO. CXOIHEIE 3aMeHB! MOXHO
MIEeHTUOMUMPOBATh IJid JIOOOTO M3 KAHIMAATOB OCpenCTBOM CpaBHEHUA
C Mx TIpencKa3aHHBMM [10CJIeNIOBATENEHOCT AMY SMBPUOHANIEHOIO  TUIa
yeJIoBeKa.

mAb 5040%F 3 3759595 ppomyuupoBasmM NOCPEACTBOM BPEMEHHOM
3KCIpeccum B KJIETKax HEK 293 u ouumanu adduHHON xpoMaTorpadpuen
c BenxkoM A. 59Ty mMADb MOJHOCTBIO COXPaHAT crieuudmunocTs k IL-23
yenopexa OTHocuTesbHo IL-12 m p40, kak MNpeAcCTaBJIeHO Ha our.10.
37y mAb METUMOUMPYIOT CBA3BBAHNE PEKOMOMHAHTHOTO IL-23 uejioBeka C
TL-23R-Fc u sapjaswrcsa Oojee 20OeKTUBHBEMM, HEM KOHTPOJIb, MAL23A
(dbur.1 A). Kaxk oxmOanocce un3 npobuns Mx CrneunpuuHoCTH, OHMU He
MHTUOUPYIOT CBA3BIBaHUE IL-23 (pur.11B) wmmm IL-12 (pur.11C) c IL-
12RR1. B cooTBeTCTBUM C STUM naTTEepHOM MHIMOMPOBaHMA DPEUENTopa,
st mAb He MHIUOUPYIOT yHoyumpyemoy IL-12 DpOooyKUMK IFNy wus
kneTox NK92M1 (omr.1l2), HO OHHU MHTUBUPYIOT UWHOYLUMPYeMyln Kak
pekOoMOVHAHTHEM (dpur.13), Tak U HaTUBHBM (pur.14) IL.-23
npomykuyio IL-17 13 CHJEHOUMTOB MBI, Taxxe 5T MAb nokazpBaioT
oueHb CWJIbHOE MHI'MOMpOBaHME MHIYKUUMA IL-17 HaTuBHeM IL-23
SBaHCKOMN MakKaku (pur.15), IEeMOHCTPUPY A BHICOKYIO cTeneHb
nepeKpecTHOM PeaKTMBHOCTU C IL-23 u3 ABaHCKOM Makaku. Takxe BTU
mAb uHTUMOGupoBanm OdocpopuaMpoBane STAT3, MHOYLUMPOBaHHOE B NK-
KJleTKax peKOMOMHaHTHBM IL-23 uejsioBeka (He npencTaBleHo) .

mAb  5040%EY i 3759%9%%  pacnosuanT OaMBKO  PACIOJOXSHHEE
sauTone Ha IL-23, kKak nokasanm 1o MX VHTUOUPOBAHNI CBS3bIBAHUSA
mMAB23A (¢ur.l6A) m uX PEeLMIIPOKHOM KOHKypeHuun IOpyr C IpYyTOM
(dur.16B u 16C). SnmurTon MAb23A 6Ll KapTUPOBaH Ha pl9 desoBeka B
ofnacTn 193-G1l05:

I143HCGLIFYEKLLG105 -

Pesy/ibTaTh KOHKYPEHLVM I[OKaspBawnT, HYTO sauTonsl  Osg  mAb
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5040%% y 37598¥Q5 pyaxonarcs B ONHOM y4YacTKe.

MpyMmep 12 - BapviaHTe HOOMPYIOUMX nocjenoBaTeJbHOCTEN I

mAb 5040¥E y 375959 y ux orapakTepusaums.

Kommpyomyo nocJjieJoBaT2JIbHOCTD BapyabesibHBX Y4Y4aCTKOB
aHTuTen BCTpanBalu B TPV pPas3JIMUHBIX BapuaHTa KOOVP YW X
[NoCJAeNOBaTEeJbLHOCTEN B LEJAX OULEeHKM BJIMAHNA Ha D2KCIpecCCHUr 2TUX
GenKoB. B I1epBOM BapMmaHTe MCHNOJB30BaJMCh KOIIOHBI, TMOJIydeHHble U3
ucxomHom 6ubnuoTexky, C HEeCKOJIbKUMN HYKJIGOTUIHEMM 3aMeHaMy IJA
yOaJjieHuA KOHCEeHCYCHBIX Yy4acTKOB crutacudra MPHK. Bropo BapuaHT,
3aMeHy KOOOHAa sMOpPUOHAJIBHOT'O TUIla (GCE) , KOHCTPYUPOBaJn
BLIpaBHMBAHWEM aMMHOKMCJOTHOM IOCJenoBaTeIbHOCTHU paprnadesibHOT'O
ydacTka C TeHamM SMOPUOHAaNHHOTO  THUIIA, uneHTubUUMpy s Haubosee
6IMBKOe CoBRnajeHye TIeHa BSMODNMOHAaJBHOIO Tuna, W BaMEHOM KOIOHOB
B NCXOIHOM KOIMpYyRWEN [1oCcJenOoRaTEJIbHOCTU CUHOHMMMUECKUMU
KOIOHAaMM, KOTOpEE MCHOJB3YOT B TI'eHE SMOPMOHAJNIBHOTO  TUMA. B
rnoJyioxeHuax, Thoe AMMHOKUCJIOTHEI OCTaTOK He VIMEJ coBriageHum cC
TeHaMy OMOPMOHAJIBHOTO TuUIa, KOIOHOM, KOTOPHIA MUCNOJIb3yeTca C
HanbBoMEBWEeN YacCTOTOM B BBEICOKO SKCIIPEeCCUpYeMEx OeJikax deJIoBeKa,
2aMEeHANIM UCXOIHBI KOIOH. Tperuit BapuaHT KOIOHOB KOHCTPYMPOBAaJIU
SaMEeHON MCXOOHBIX KOIOHOB aHTuUTeJlia KOINOHOM, KOTOPHI MCIOJIB3YETCH
c HauboJIbliell WacTOTOM B BBICOKO SKCIpecCUupyeMex Oeslkax dYeJIoBeKa.
Kaxapit BapuaHT KOIOHa BKCNpeccrpoBancH, Kak ornpenesanam
NOCpenCTBOM BPEMEHHOM TpaHchekumy B kneTkax HEK 293 m KJIeTKaX
CHO. DroT pe3ylbTaT [NOKasbBaeT, yTo B B3TUX, ¥ BEPOATHO IOPYyITUX
KJIeTKax-xc3aeBax MOTYT BEITH YCTaHOBJIEHE! TpaHCheKTaHTH
CTabMIbHOY  KJIETOUHOM JMHMM, U  BapMadT c naubojiee BBICOKOM
sKCIIpeccueit MOXHO MCIOJNB30BaTh nnsa  pazpaboTku nponyuMpyomen
KHEeTOUHOM JIMHMM. MAD oOleHuBawT, Kak OnMcaHo B npumepe 11, B
NONOJIHEHNE K npyTuM  QYyHKUMOH&JIbHEIM aHalauzaM U aHanmsaM
BUOXVIMUUECKUX U Ouodpmsmdeckmnx cpolicTB. B mabimue 9 riokasaHbl
papuatesibHEe HYKJIEOTMIHEE HOCEeNOBATEIBHOCTU TAXEJION U JerKon
Leneil JIA BAapUAHTOB MAbL 5040%E 3 3759595,

Lasa uejem STOTO nsodpeTeHu, 70-100% aMMHOKUCIIOTHYI WJIN
HYKJEOTUIOHYIO UWIAEHTUYHOCTH nocjenoBaTesbHOCTEM (T.e., 90, 91,
92, 93, 94, 95, 96, 97, 98, 99, 100 wnm Jobom IOuanas3oH WM

3HadeHNe B 5TOM ,umana:aozﬂe) oripeneJidanT C JMCINOJIE30BaHMEM
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NPUTONHOTO  KOMIOBIOTEPHOTO anropuT™Ma, Kaxk UBBECTHO B IaHHOM
obnacTu.

Mpumep 13 - AHTUTEJO NPOTVB IL23plY% B Mozesy ncopuasa Ha
MBbIIA X

BapuaHT MAD 37598/9% o spyBamy B OTHOWEHMM €TI0 CTOCOBHOCTU
MomaBJsSTh I[IPUBHaKM rcopuasa B IYyMaHUBUPOBAHHOM MOJesM Ha Mblliax.
HernoBpeXIeHHY0 KOXy OT MNauM=HTOB C rcopuasoM TPaHCIIaHTUPOBaJM
YMMyHOOebMUIMTHEM — MblIaM M,  [OCJIE NPUXVBIIEHMA TPaHCIIJIAHTATOE,
3anycKanm rcopuaTnyeCKun npouecc [oCpencTBOM BHYTPUKOXHOM
MHBEKLYM AyTOJOTMYHBEIX aKTMBUPOBAaHHBIX T-xJIeTOK. Mpigen Jiedum
BHY TPUOPOWMHHEM BBEJSHNEM OJMVH pas B HeIeJo 10 MI/KD aHTUTEsa.
KOHTpPOJIbHEIM  MbIlIaM BROIOWJIM HOCUTEJbL WM umkgocnopmuH A. Maccy
Tena MHIEN OLEeHMBaIM pas B HENEJIo.

Mocrne 3 Henelb BBEeIEeHUA, MblEen YMEPUBJIIANN n
TPaHCMJIaHTVUPOBaHHBIE BuornTaTi KOX) OLEeHMBasy B OTHOUWEHMM! TOJILMHEI
SN IOEePMEl, uMTOKepaTuHa-16 ¥ KOJNYECTB nonoxuTenbHelx no HLA-DR 1
Ki-67 xjeTok B snuiepMymce.

3ro MccyenoBaHMe IoKaseBaeT, HYTO aQHTUTEJIO TPOTUB IL23pl9
ABIASTCH 5bbekTUBHBEIM B OTHOWEeHuKr  MHITUOVMPOBaHUA YTOJIEHUA
sOMoepMsl M Oposmpepaumn KepaTUHOUMTOBR  (HANpMMep, oKpamMBaHue
Ki-67) B IJO3UPOBKa 10 wMIT/KT. CrerneHb MHTMOUPOBAHMSA Bel1a
cpaBHMMa C WHTMOMPOBaHMEM, gocTuraeMeM C ITOMOIBIO LUMKJIOCIIOPMHA
A. Bpemenue aHTuTesia He OO ACCOLUMMPOBAHO CO 3BHAUUTEJIbHBM
nonaBnenmeM HLA-DR MM uMTOKepaTMHa-16. BrepeHye LMKJIOCHOpKHE A
TaKXke He OKasbBaJio 3HAadrMoTo sdppekTa Ha HLA-DR ¥ UMTOKEepaTUH=-
16. Stu IOaHHBEIE nonTBRepPXOanT, yTo aHTUTEJIO MOXET OBITh
5>hOeKTUBHEM U1 NOAABJEHNA runepasun  SnMaepMsl Npn ricopuase.
T'yMaHU3MPOBaHHAA MoIeJsb rncopuasa Ha MEIa X OCHOBAaHa Ha
SKCIepuMeHTax Wrone-Smith et al. 1996 Dennal injection
ofimmunocytes induces psoriasis. J. Clin. Invest. 98:1878-1887.
2Ta MOJ1eJib npencraBiseT cobon eIUHCTBEHHYIO OOCTYIHY
NOKJIMHUYECKYI0 MOOeNb, B xoTOpOM 2ddbexTs JIeKApCTBEHHBIX CpPencTB
Ha pa3euTHne ncopuaTnUYecKoro NoBpexXIeHns yeJyioBeKa MOXHO
nonBepraT™b MOHUTOPMHIY in vivo. Hna OCyWeCTBJIEHNA STOM MOLENMU,
HeroBpexjeHHpe OMonTaTs KCXM (5 MM) oOT rnalumMeHToB-NOOPOBOJILLUER C

rncopuasoM TpaHCHJ'IaH'I‘VIPYIOT VIMMYHO,HG(DVILLMTHI:IM peI_I,I/II'H/IeH'I‘HbIM MbIllaM .
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OINHOBPEMEHHO, MNaLUMEeHTH CJykaT OOHOpamy  KpOBM, N3 KOTOPOM

BBEOEJISIOT MOHOHYKJI€EAPHBIE KIIETKU nepndepnudecKon KpOBU (PBMC) wu

saMopaxupapT. PBMC CTMMYJMPYIOT cyrnepaHTureHoM B TedeHNe 48
JacoB rnepexn BHYTPVKOXHCH UHBEKLMEN B ay TOJIOTUYHYIO
TPAHCIUIAHTUPOBAHHYIO  KOXY '3 Hemeau TIOCJle  TPaHCIJIaHTaumun) .
VNHBEUUPOBaHHEIE aKTUBUPOBAHHEIE KJIe TKU pearupyor c KOXeN

yesioBeKa, UTO IPMBOOMT K Tunepnpommpepauyy sSinaepmuca. Ouar
[TOBPEXOSHMS XapaKkTepmnsy=TCH Y OJIVMHE HHBIMM BBICTYIlaMM
(HeperyJIApHEIMKM U perynsaprbmMu) Y  BHPaXeHHOMN TUnepniasmuen
sNuaepMrnca KepaTuHoUUTOB C V3MEHEeHHOM IMbdepeHUMPOBKON.

MaTepuass 1 Crnocobsl

TecTupyeMoe BELWEeCTBO.

MojexyisapHasa MmMacca Ab: 150,000 manbTOH.

PacTeOpMMOCTE B BOome: 20 MD/MJT.

ConpoBOXOaouMy KOHTPOJE: PBS.

KoHTpOJbHOE COEeIOMHEHNE!: HukjnocnopuH A.

MoJsekynsipHaa Macca: 12(02,63 DaNbTOH.

NocTaBumk: Wako GmbH.

Homep naptum: EWP5926.

KaTanoxHslr Homep: 039-16301.

Yenosus xpaHerusa: 2-10°C.

Hocuresb nJis KOHTPOJIbLHOT'O COEIVIHEHUS :
I'MIpPOKCUNIPONMIILEIIIONOo3a (HPQ) .

Mocrasumk: Nippon Soda Co., Ltd Japan.

Homepr naprtum: HPC-L 9004-64-2.

KaTanoxuell HoMep: NDA-1011.

YVenoeus xpaHenusa: £21°C

TecTypyeMoe BelecCTBO TeCTUpOBaaM B TYMaHU3VPOBAHHON MOIeJM
ricopuasza Ha Mplax B ONHOM BEUeCTBE cocTaBa. COenOMHEHMA XpaHuiu
rnpu 4°C o [IPVIMEHEHW S . LIMKJIOCIIOPWH A " pacTBoOp
TUAPOKCUIPONMIILEIITIONIO 3B (HoCUTEb CshA) npenocTaBJIasiu 1%
ysporTaBaMBany B TNO. 0,5% I'MIPOKCUNIPONMILEIIIOIOSY nU3TOTaBIMBAIIY
B OVCTUJJIMPOBAHHON BOAE ¥ CTEpUIM30BaJM IpH TeMrnepaTrype 120°C B
Teyenye 25 MMHYT. Illocje cCrepuimsalny, HPC xpaHWJM IpU 4°C mo
npyMeHeHua. HenocpenCTBeHEO Ieped BHY TPUOPOWMHHEM  BBeIEHNEM,

Tpe6yeMoe KoJnudgecTBO CsA B2BEUMBaJIN " cCMetMBaJIv C
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MCHOJIb30BaHMEM CTynku. CTadbuipdyld TOMOTEHHYK CYCIeH3MIo INOoJydaln
cMempBaHueM TpedyeMoro KoJMue !TBa pPasMOoJIOTOTO gsA C HocuTesem
HPC no ofmero obsvema 200 wMxa Ha Mbllb (pecycneHaoupoBanyn B
TeueHMe HECKOJbKUX CEeKyHI [epel BBeIeHUEM) .

MuILM

HoMeHKJIaTypa: NiH-1lyst® Foxnl™ Btk*¢, kom wmramma 201
(TOMOBMTOTHHIT) MCTOUHMK: Hauberiee 49acTo Hasbeaemelt NIH-III, Owl
paspaborad B National Inst:itutes of Health, Bethesda. B
nonoJiHeHMe K TeHy nude, KOTOP: MNPUMBOIOMT K OTCYTCTBMIO TUMYyCa M
T-xJIETOUHONM (QYHKLUMM, DTa Mblb objiamaeT LOBYyMA IpyTvMy MyTallAaMr,
BaxXHBMM IS pPerysaumy QYHKLMY MMMYyHHOM CUCTeMel. Mx obozHaAUATIN
kax x-lirked immune defect (xid) u beige (bg). Memy beige MMEIOT
TaXeNbl OedVUUMT eCTEeCTBEHHBIX KUJIJIEDHBIX (NK) kJetrok (Roder et
al, 1979). Memm c MmyTaumen x.d ¥MMenT OYyHKLMOHAJIbHEIE HEePEKTH B
B-numpoumTax (Scher et ail, 1980) . STOT  TPOMHOM  OeduumT
okaspBaeT TOT 5OPEeKT, UTO TU MBHIM MOTYT CJIYXUTb B KadeCTBE
XOoBfeB IUIA CIIYyXOJIEBHX JIMHMUI, KOTOpHE He OynyT pacTu MM pacTyT
oueHbp MeIJieHHO Yy Memer nude. llepecanka MbmaM bg-nu-xid
PEMONOBTUUECKX CTROJOBLIXK KJISTOK ueJjioBeka onucaHa Kamel-Reid
and Dick (1988). CreneHbr T-He3aBMCUMHX OedUUMTOB B-IMMOOLMTOB U
NK-xjeTor y NIH-III He Owna oOrpelelieHa. llBeT: JMIIEHHBIE BOJOC,
KOXa, NUIMEHTMPOBAaHHas OT CBETJIO-Ceporo OO TEMHO-CepOoTrso LUBeTa.

Camupl wmbmer BNX (NIH IIT, TOMOSUIOTHEE), B BO3pacrte 8
HeneJb nocTaBasaaMce Charles River (US) u IHOCTaBJAIMCH B TNO. Ux
aKKJIMMaTU3MPOBaaM K JabopaTOpHEM YCJIOBMAM B TedeHue Io MEeHbUEeN
Mepe 7 CYyTOK nepen TpaHClJlaHTalunen. Melmen nepxanm B
BEHTIWIMPYEMbIX KOMHaTax, C BO3IyxXOOOMeHOM, COCTaBJIALILMM 9-11 =B
yac, ¥ NOOJepXuBaJu IpM TeMmrepaType 22 * 3°C M OTHOCKUTEJIbHOM
cpenneir BiaxdHocTu 55% (40-70%). OcpeuweHue BHIIO UCKYCCTBEHHBIM C
HoCJienoBaTesIbHOCThLI0 12 wacor cBeTa M 12 ywacos TeMHOTH. [lepen
TpaHCINaHTaliMell Mellelt Mo OTAeNibHOCTM COlepxanr B KiaeTkKax U3
MakKpoJioHa 2 Tuma Ha onuakax. llocjie  TpaHCllaHTalny MbIlIE ¥
comepxafy [0 OTIENbHOCTM B BEHTWIMPYEMEIX KJETKaX. JauHBIE O
COCTOSHMM 3IOPOBbS DTMX  Millen, MnoJlydeHHele OT [OCTaBlMKa,
nokas=aju oOTCYTCTBUE INATOTeHOE B BTUX XMBOTHEIX.

llepen TpaHCIJIaHTaumner y MBIIEeM , nx noneepranim
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akKIMMaTyBsaluMM B TedeHue 1 Henmesu. Jlocne TpaHCIlaHTauuu, MblIeN
C [IPVIKVBJIE HHBEIMU TpaHCcJgaiTaraMu (rak oLeHUBaJM npu
MaKpOCKOIMMYeCKOM oOOCJjienNOBaHuM B OTHOWEHNMN ofBuero BHeWHeIro BuUIa,
noBpexneHult, paH, YIJIOTHEHUsa U MOKpaCHEeHMs1) CJlydanHbM 0o0pa3oM
pa3nessanm 710 Tpynnam BBE NEHUA. Micrionb 30BaHHBIE KpUTEepun
pasgoMusauMmM MpencraBiain co6o npenoTBpalleHKre:

1. O6BenvHeHue COBMNABIMX IOHOPHHX OMONTATOB B TPYIIY.

2. PacripegelfieHVe COBINaBiMX IOHOPHBIX OMONTATOB B I'PyMnel C
MNOBHIIARIIMMUCSH O3aMM, HaCKOJIB:O 2TO BO3MOXHO.

llecTbOECAT ONHY NOIBEPTW /CH TPAHCIJIAHTAUMM Mbllb (BCETO M3
72 noOBEepTUMXCA TPAHCHJAHTaLMM Mbllel) CuYMTami NOPUTONHBMM - AJA

BKJIOUEHMS B MUCCAENOBaHME M D70 Npueesjo k 9 rpynnam Mbumern (oT 6

no 7 MBlleM Ha Tpynny). 3arey aKTUBMPOBAaHHBIE PBMC oT nNauMeHTOB
(0,5x10%/TpancnyaHTaT) UHBELVMPOBAJN B ayTOJIOTMYHEE
tpaHcrnnaHraTte (0 cyrTku). Kax npaBwio, OQEHOTMIE AKTWBMPOBAHHBIX
PBMC (nocise KyJbTUBUPOBaHMs B TeueHue 48 wacoB M Iepen

MHBEKUMEe) Kak peTyJIApHO ONpelesisayy [POTOUYHOM LUTOMEeTpuen (He

OllEHMBAJM B 3TOM MCCJeIOBaHMM) I[10KA3BBAT KJIETKU CD3+ (20-85%

or ofmer nonyadumm kjaeTok), kjaeTkm CD4+ (20-60% oT obwen
nonysaumumu CD3), wnerku CD8+ (20-55% oT obuelr nomnyndauumu CD3),

CD4+CD8+ (5-20% or obtweit nonynasuum CD3), xieTkmu CD25+ (30-65%
or ofbweln nonyasgumm CD3), kJjeTky HLA-DR+ (5-20% orT ofwen
nonyndumyu CD3), oObeOIMHEHHBe KIJIeTKU CD69+HLA-DR+ (10-55% ot
obmerr nonynsumuy CD3), kiaeTky CD54+ (50-85% oT ofwern noInyJasaunn
CD3), u wjJeTku CD49d+ (10-60% or ofwei nomyaaumn CD3) . Kpome
T7oTO, OOJBUMHCTBO MAapKepoB aKTUBauuMy ¥ MuTrpaumy, YINOMAHYTRX
BHIIE, aKTUBMPYITCHA IO cpabHeHuio Cc 0 cyTkamu WM TIOCJe 1 cyTOK
akTuBauuM SEB in vitro.

MellzaM  I[POBOIOUIIM  BBeINeHUe C -1 CYTOK oo 21 CYyTOK
BHYTpUOPOIMHHEM BBefeHrem 200 MKJI COeIMHEeHMs WM Hocuresda. B
KOHTPOJILHOM Tpynne mnepopanikeHO BBOmMIM CsA. SddekT BBElEHUA
aHTuTesia npoTue I1L23plY% oueHMBaJM B UCCJeNOBaHMUM B TeUSHME 21
CYTOK TPV EeXeHeleJIbHOM BHYTPUOPIOWVHHOM NO3MPOBAHUM 10 Mp/xr.
Meruy , KOTOPEIM BBOIWJM  HOC!ITE&Jib (PBS), CJIyXMJIM B  KadecCTBe
OTPMLATEJIEHOTO KOHTPOJA. Lurjaocrnopus A (20 M /Kr, TIepopajibHO)

BBOIVJIM OIMH pas B CyTKM B TedeHuMe 21 CyTokK, ¥ OH CJIYXUI B
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KayecTBEe MOJOKMTEJIBHOTO KOHTpOJNA. Maccy TeJsa W3MepAsN pas B
Hemeso, HauuHas 3a Tpoe CyTOoh IO Hadasna JiedeHu:d.

TapaMeTpH MCXona

- TonumHa snupepmmuca  (MyM) .

- HLA-DR (3nmumepMuc)

- Ki-67 (mznumepMmmc)

- luTokepaTUH-16 (BIMOenNMUC)

Honyuenue 6uonTaTOE KOXM ¥ TPaHCIJIaHTanMA

OT BCex JOHOPOB KOXM [OJydalin MHOOPMUPOBaAHHOE CcoTjacue.
Bce BSpoCJiEe MNauMeHTH Obuly IVMaTHOCTMPOBAHE IepMaToJIOroM  Kak
HauMeHTH, CTpajaouye ncopuasom. I[laumeHTH HE crpanany OOWMPHBIM
ncopmuaszoM M UX TIokKasaTeJb PASI He npesBpwas 6. llauuernTaMm He
npopomMm  QoToTeparmio MM kakyio Jmbo CUCTEMHYK  Tepanuio
(HanpuMmep, MEeTOTPeKCaTOoM, LIIKJIOCIIOPUHOM MM JII0OOM HarpaBJIeHHOMN
Ha TNF-o Tepanuen). I[lauMeHTOB npMHyMaaM B KadecTBe OOHOPOB,
ecny OHM MECTHO T[IPUMEHANM KOPTMKOCTEPONIEL, KoTma HeoOXoIuMO,
WV  OCHOBHHE KpeMsl IJiA NpOodMIaKTUKM BRICYymMBaHua Koxu. IoJl,
BO3pacT WMJM aHaMHe3 TeueHus/aHaMHes Xu3HU 3a0oJIeBaHusa He BB
YacThIO KpUTEpMeB IJiS BKINOUEHUA VJIN UCKJIIIOUEHMSA .

O7 kaxnoro nauMeHTa C [coprasoM nojydasn Tpy ©uornTaTa
HErOBPEXNEHHON KOXM (IMaMeTpoM 5 MM) M OpUOIMBUTENBHO 30 mx
kposu. llocne zabopa 6MONTATOR KOXM M yOajeHud MNOOKOXKHOTO XMpa,
EUMOOTATH KOXM XPaHuiIy B CTEPUJIbHBIX npobupkax, Comepxaummx
cTepuibHBE XUPypIrndecKne OUHTH, CMOUEHHBIE drzmoIOTMYE CKMM
pacTBOPOM IIpK TeMnepaType NpuoImM3nTEeNbHO +4°C. TlepeBO3KY KOXM U
KpoBM B JsabopaTopumio MNPOBOAMIM B reuenye 7 YacoB Iocjye coopa.
MOHOHYKJI€apPHEIE KJIETKU nepubepnuecKon KpOBU (PBMC) BBOEIAIN U3
KPOBM LeHTpudyrnpoBanueM B rpaiyieHTe [UJIOTHOCTM U 3aMOpPaxmBaJI
npu -140°C.

BMOMNTaTH KOXM TpPaHCNJIaHTHMPOBaJN MMMYHOIedMUMTHEM MblmaM BNX
Ha YPOBHE IMOBEPXHOCTHOT'O crios koxu (3anHss objacTb mey) rocJae
KUPYPTUUECKOTO YIaJeHVS KOXM1 MBmielt [o BCel ToJiuMHe. buonraTamy
KON UesioBeKa SaMeHsJIM 4acTUYHO YINAaJIeHHYo KOXY MBILIM UM IIOKPHIBaJIN
XKUPYPIVYECKON JIEHTON Op-size (Smith and Nephew, Hoofddorp, The
Netherlands) c¢ nochaenyouyy peryJisapHbEM HaHeCceHMeM XUPYypIMUeCKOMn

JIEHTHL. Melme npoBepaJn onuil pazs B CYTKU B OTHOWEHMUM LeJIOCTHOCTU
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BUHTOB. B cnydae noTepu U [NOBPEXIEHUS duHTa, cpaszy
UCIOJNIb30BAaJIM HOBEIMM OMHT.

Uepes Tpu Heneau I[OCJHE TpaHCcMJaHTauuy OMONTAaThl  XOPOWO
BCTpamBasMch B TKaHb MBUM;  OHMU COXpaHanM BCe UYeJIOBEUEeCKMe
cBolicTBa M 2 He 3apacTany  TKaHbK  MblM. llepen pasleseHueM
ciydamHeM ~0OpasoM MBlIllelr B pasJIMuHble  TPYMNNel IO BBEIEeHNO,
6MONTaTh MONBEpTany CKPUHUHTY ¥ PEerucTprpoBaivi ¥z oBWMI BHEWHUNA
BMI, T[OBpEeXIeHUs WX paHe ¥ OTININA OKpacky KOxyu OMonrartos,
npMHagJexammMx ~OoHopy. Ilocie  »TOol'c B vccaenoepale BRIOUaIN
TOABKO MHTAaKTHBE OMONTAaTE M MY ciaydalideiM ofpa3oM pasnesiaim, Kak
ONUCAHO BHIIE. BMONTaTH He BKJOUaJM B CJydae noBpexIeHys/paH Wi
B cilydyae OMONTaTOBR, NPMHAIJIEXaWMX OIHOMY IOHOPY, 3BHAauMTeJbHO
OTIUYAKIMXCSH IO OKpacKe KOXHU. ZaTeM B BTK BCTPOEHHEE U
BKJIOUEHHEIE B yccaenopaHiie TPaHCIUIaHTaTH VMHBEeLUVpOBasn
aKTMBMPOBAHHBIE ayTOJIOTMYHEM CYNEPAHTUIEHOM PBMC (cM. HUXEe) .

JIoHOPHEIEe MOHOHYKJI€apPHIe KJIeTKH nepudpepuveckos KpOBM

PBMC OT HOOHOPOB KYyJBTUBMPOBaJM B TEHEHNME 48 uyacos B IMDM

(Biowhitaker, Cepusa No. oMB0103), HONOJNHEHHON BMOPUOHATBEHON
TesauYben CBIBOPOTKOM (10%) " CTUMYJIMPOBAHHOMN 1 MKT/MJ
BSHTEPOTOKCUHOM B Staphylococcus (SEB; Toxin Technology,
Florida, USA; Cepua N 51497B), g npucyrcreum 40  E/mn
pexoMmBuHaHTHorOo IL-2 deJIoBEKa (Preprotech 1Inc, rnocTagBJgeMEli
Tebu-bioc, xaTajoxuem N 200-02). KneTxu KyJIbTUBUPOBaJM B 24-
JIYHOUHHX KYJIbTYPaJsbHBIX [aHleTax C nnockuMm mHoMm (Costar) . Tllocse

KYyJIbTUBUPOBAHMS B TEUeHME 48 yacop, KJeTKM cobupasyn ¥ MMPpOMBEIBaJN
nsa paza PBS, coaepxalyM 0,5% ObuMit CHBOPOTOYHBN aJlbOyMME 1
oIMH pas ToJbko PBS. PBMC pecCyCnennMpoBajn B PBS B KOJMYECTBE
5x10° %M3HEeCnoCOBHHX KJIeTOK Ha MI U 100 MKJ MHBEUUPOBaIN
BHYTPUKOXHO B ayTOJIOTMYHHE TpaHCchjiaHTaThl KOXM IJig MHMLKaUUMU
aHOMaJIbHOM [COPMATHUYECKON IMOPepPeHUMPOBKNA.

BaMopaxmuBaHue TKaHey 6uonraToB M KOJJIEKLMUHM CBBOPOTKNM

Onsa [IoJydYeHns yeJIOReUYeCKUX TKaHeN ounTaros, MEIE N
yMepIBJIAJIN achuKCUen NoCpencTBOM CO,. BumonratTe Belpesaan C
coxpaHeHueM HeDOJBWON TpPaHy bl NPUKPENJIEHHOM KOXM MBIl . Cpazy
rnocne pacceudeHus, EUOIITE TH rnorpyxasm B Tissue-Tec "

3aMoOpaxmeain B XMIOIKOM azotTe OJid XpaHeHnA B aJIIOMHMEBBIX



130

KOHTeyHepax C OTUKeTKaMN. Cpazy [ocje yMepuBJeHMs,  KpOBb
cobupany B He  BhHSHBaomMe  KOaTyJALNN npoBUPpKM  MOCPeINCTBOM
nyHKUMM cepaua. ObpasuaM  KpOBM  [O3BOJIAIM CBOpAuUMBaTBLCHA IpyU
KOMHaTHOU TeMIIepaType B TedeHue 45 MUHYT. lepen
peHTpubyruposaHmem (1400 06./unH. B TedeHue 10 MMHYT 0pu 4°C),
o6pasupl noMmewans B TapomMi  Jien Ha oouH dac. Cpasy nocie
LeHTPpUGYTUMPOBaHUA CyNepHaTaHT: I ChBOPOTKA cobupanu ¥ XpaHwiy npu
-80°cC.

I'mcroncrudeckas OIIeHKa

Mposomonay TUCTOJOTUYECKC 2 OKpPalMBaHNE 3aMOPOXEHHBIX TKaHen.
VI3sTOTaBJIMBATM IOMaTroHAaJbHEIE noriepeydHse cpestl (10 MKM) ,
oxBaTHBalOLME BCe CJOM KOXM  (HE [OKasaHO: PAacCrOoJIOXSHHEE B
BepxXHEeM uYacTu PpOTOBOTO CJIOA M BShMiaepmica TPAHCMJIaHTUPOBAHHOTO
BuornTaTa; TKaHM MM QOPMMPYIOT OCHOBY IJIA TPAHCIIIaHTVPOBAHHON

KOXM dYeJIOBeKa) .

OxpammiaHue reMaTOKCHUIIMHOM BT onpeneJIeHns T OJIIHE]
snugepMuca
Tpwu cpesa, BHOpPaHHBIX U3  LeHTpa tuonTarTa oKpaumBasnu

PeMaTOKCUIMHOM-303UHOM ¥ ouedmnBaa npu 200-KpaTHOM YBEJIMHEEHVN.
JisMepeHue  TOJIMHE OpoBOAMIIM  C MCnoJb30BaHMEeM  CUCTEMbl  IJIA
obpaboTky U aHaImsa yzobpaxennyt LeicaQWin (Leica Imaging
Systems Ltd, version 2.2a, Cambridge, England) . TOJIUHY
VIJIOTHEHUS  M3MEpsJaM B KadecTse pernpe3eHTaTUBHOTO  NprMepa
pa3BuUTUS NoppexmeHur. Ecan  MMEMChb gpuple  yYIJIOTHEeHuA  (1Uu
ofnacTy MexIy YIJOTHeHMAMM), OLHO CpelHee 3HayveHye NOpUBOIUTCH,
MCXONA M3 IPEeONnoJOXeHNs, UTO DSNMAepMUC NPencTaBJACT cobom OIHO
OAMHHOE YIUJIOTHeHMe. M3 KaxIoro cpesa pesyJbTarT MMHMMYM u©u3 4
MUKPOCKONMYECKMX TNOJEeN BKIOYaaM B MNOKa3aTeJb cpenHel TONUNHEL.
M3 2T70T0C CPEeOHI O  TOJUMHY  SnuaepMmca ("CKOPPEKUPOBaHHYI" )
BLIMMCJIAIT KODPPeKUMell [0 MUKPOCKOMMYECKOMY YBEJMUeHMO.

OxpawnBanue HLA-DR

IIsa cpe=3a Ha OuonrTaT OKpaumBali aHTUTesIoM Mbliyi npoTus HLA-
DR uesioBeka (aHTuren NCL-LN3 Nova Castra, naptid 108207) m
olLeHuBaIu npu MUKPOCKOIV UECKOM yBeJuYeHUN 400x. Obuwee
KOMMUECTBO [OJIOKMTEJNbHEIX KJIETOK B 3nuiepMuce B penpeseHTaTUBHBIX

cpezax onpeneJsianm U npencTaBJiam B KayectTBe KOJIMdeCcTBa
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nonoxmrenpHex 0o HLA-DR kJemToKk Ha IoJie. IOns xaxOooro cpesa
pesynpTaT MMHMMYM #3 4 MMIPOCKOMMYECKMX roJey  BKJKCUYaIM B
okasaTelb cCpenBero 3HAUEHUA. [VIMMYHOTUCTOXUMUEECKOE
okpamypaHue SOMIEPMB UM OepMil odara IOBPeXNeHNA NauueHToB C
ncopuasoM ICKaspBaeT [MOBBIIEHEYIO skcnpeccuo HLA-DR, ofecneduBas
IOTMNOJIHUTEJIBbHO NoOTBepPXASHN2 TUNOTE 3k e TOM, yTo
VMMYHOJIOTMYECKME MEeXaHMW3MBl 1'TPaioT BaxHylo poJk B naToreHese
ncopuasa, CM. TakKxe Gotlieb e al, J.Exp.Med, 1986].

Oxpammeanne Ki-67 (mpomnmnbpepauns KepaTHHOLHUTORB)

Ilsa cpesza OKpaWyBaly AaHTMUTEeJIOM MblM MNPOTUE Ki-67 uenoBeka
(BD Biosciences 556003) u oueHMBaIM [pPM  MUKPOCKOMMHECKOM
yeemuuenuy  400x. Oflmee KOSMHYECTBO  MOJIOKMUTEJbHBIX  KJIETOK B
SIMIepMUCE B pPEenNpeseHTAaTMBHHY Cpe3ax onpelelianm i npencTaBlIsaau
B KauecTBe KONMUECTBa [OJOXATENbHEX Mo Ki-67 KJIeTOK Ha MM’ Ina
KaxIOTO Cpesa pes3yJibTaT MUHMMYM K13 4 MMKPOCKOMMYECKNX nonemn
BKIIOUANM B fOoKasaTesb CpemHaro 3Hauenusa. [Ki-67 npencrasisifaer
coboim crneurdMuHBEI K KJeTOY:HOMY ULMKIY BeJiok, KOTOPHIM MOXeT
BHISIBJIATE AKTUBHO Oesssume o4 KJIETKU . B ncopuaTuieCcKnx
noBpexieHuax koxu Ki-67 npencTaBlifaeT coBOoli  BHICOKO CIeLMUMUHBIN
Mapkep Tunepnpojubepauny KepaTMHOUMTOB WM SHOMIOEPMUCE, KoTOpad
SBJISEeTCSH KJIOUEeBhIM [IPM3HaAKOM rcopuasa, CM. TakKxe Wraight et al,
J. Invest. Dermatol, 1997].

Oxpawnsanue CK-16 (sxcnpeccus LUuTOKepaTuHa 16)

OmvH penpeseHTaTMBHHN Cpes OKpaumpayy  aRTUTEJIOM MBI
[IpOTUB LMTOKEpPaTUHa-16 dYeyopeka (Chemicon, kaTaJoxHb N CBL273,
exp date Feb 2007) u ouleHMBam Npy MUKPOCKONMHIECKOM YBEJNYUEHNN
400x. DKCIpeccMo UMTOKepaTWHa-16 B 230MIepMuce ONpelesiamm b
COOTBETCTBUM CO CNOCOBOM M3MepeHua C OlleHkoW pacnpenenenns CK-
16 no 3-BajbHOM umKaJe, OnMcaHHom de Jongh et al; J. Invest
Dermatol 125:1163-1173, 2005. B COOTBETCTBMM C OLEHOYHON
mkason, nokaszaresb 0 COOTBETCTBYeT OTCYTCTBMIO CK-16, nokazarelb
1 cooTBeTCcTBYeT HEeOIHOPOIHOMY pacrpelejyieHMIo CK-16 » nokasarellb
2 COOTBETCTBYET HENPEPLHBHOMY paclpeleJIeHMIO CK-16. s xaxooro
cpesa 6uonTaTa OUEHMBANM [NONAYD LAMHY 3SMMASpMACca. Onpenenann u
NpencTaBiyiddM COBOKYIHHE MNOKasareJn u BCTPEYaeMOCTb Ha

rpynny. [Perynsunsa onbdepHUMPOBKM KepaTMHOLUMTOB OCOBHEHHO
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BRaxHa npu rcopuase n OIOHVM ns BaXHbIX MapKepoB
runeprnposinbepaTMBHON N mMbdepeHUNpYRIEeNCs rncopuaTUUecKoOn KOXM
aBpigercs LYTOKepaTuH-16, CM. TakKXe Bigliardi et al, J. Invest.
Dermatol, 2000].

CrarucTuieckKue aHaJIMU3El

OCHOBHEIE CTaTUCTUUECKIIE aHaJIn3bl NpoOBOIONIIN CJie Oy oWyM
oBpa30M: BHA4YUMMOCTb OTMMUMI MexXIy BCeMy TIpynnaMmy TIo JIeYeHM O
TecTUpoOBanM C MCHOJb30BaHMEM BapMalyOHHOTO aHaJjM3a (ANOVA) .
Mocne Kaxnoro 3HauuMoro ANOVA cienoBanu TecTel LSD (HammMeHbWETIO
SHAUMMOTO OTJMYMA) C LeJbl CnpeneJieHrda 3HadvMOCTV OTIINUUM MEeXIy
Tpynroy BEeOeHnA U KOHTPOJIbHOM Tpynmnon. Bech cTaTuCTUUYeCKUM
aHaaM3 TMPOBOOMAM C MCNOJb3CBaHNEM CTaTUCTUYECKOTO MNPOTpRaMMHOTO
oBecrneuenus SPSS 11.5 omns Wwindows (SPSS 1Inc., Chicago, IL,
UsAa) .

VHTepnpeTauus SHaYEeHUN P:

- p < 0,05 ykaspBaeT Ha& cTaTUCTUUYEeCKM =RHaUMMBIE OTJIVMHENMA

- 0,05 < p < 0,10 paccmaTprnBasM Kak TeHIeHUNIO

- p > 0,10 cunTamt He3HAYVMBEM

Memi, KOTOpbM BBOIMIM PBS, NpencTaBJIeHEH kak "Hocwurenar".
Mbly, KOTOPHM BBOIMIM 20 MT/KT LUMKJIOCNOpMHa A, MNpeldcTaBJIeHE Kak
nCsA (20 Mr/kT)".

TpaxcriyiaHTanmus

Ilnss >TOTro uccjaepnoeanyus, OT kaxgoro w3 24 naumeHToB C

rncopruasoM nojiydajn TpU &rMonTaTa HENoOBPEXIEeHHON KPOBUM ¥ OT 26 no

30 MO KpOBMU. TakyuM 0Opaz3oM, BCEeTo TpaHcnjanTuposasu 72
ouornrara. Yepes TOU Henenaun rocJye TpaHCNJIaHTaumnm 11
TPaHCIIaHTaToB cuuTanm HEeNnpUI O OHBMN O BKJIIOUEHNA B

nccnenosanue. Takum obpasoMm, B O3TO yccaenoBaHMe MOXHO  ObUIO
BKOUMTL Bcero 61 memb (85%). A pasneseHud ciydyarHeM 00pasoM
) KpUTEpMEB BKJIOYEHMA CM. TAaKXE "> . 2 cxema uccnenmosanmsa" u "2.5
npenapaTe OMONTATOB KOXM M TpaHcrlanTaumsa” .

BcrencTeue GOHOBOIO OKpallMBaHUA (maxe 1ocJie TIIOBTOPHOTO
okpamyBaHMA CBEXMX HOBBIX oBpasuoB TKaHelr) HEKOTOpee CPe3H,
okpamenHble 1o HLA-DR, HeJEb 34 HBLIO OLEeHUMThb. OkpalleHHble KOHTPOJN
noxasaJjy OTCYTCTBME HEpPaBHOMEPHOCTH (cM. Huxe) u, K COXaJISHMUIO,

3TOMY HeT OB BACHEHUA . KonTpounu, KOTOpPHIE VCIIOJIb30BaNN,
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NpencTaBJanm coBoll KOHTPOJIEHEIM Cpes TKaH!, KOTOPHM I[COKasan
pesyJlbTaTkl, CXOLOHBIE C pe3ynbTaTaMmu npenmecTB Yo
3KCIIepPVMEHTOB, KOHTPOJIb HEIN cpes  TKaHU [NOBPEXIEHHOW  KOXM,
KOTOPHM  IIOKaszaln COOTBETCTE YUY  3SKCIPeCCUo HLA-DR, Kak B
npenuecTBYRLNX nccyie JOBaHMAaX, 12} B 3aKadYeHne, Ha
rUCTONIOTMYECKe CTekja Obll  BKJIOYEH Cpes TKaHM C KOHTPOJbHbBIM
apTuTesioM mzoruna IgG2b, KOTOPEI He IoKasall JIOXHOIOJIOXUTET b HBIX
pe3yJsbTaTOB WM BHCOKOIO GOHOBOT'O OKpamVBaHMA.

XapaxTepuCcTHKy TecTHpyeMO¥ MOReNH

T'McToslorMyeckas OLieHKa Mpileld, KOTOPBM BBOIOMIIM HOCUTEJIb,
yepes 21 cyTku [ociae MHBbeKLuM PBMC, aKTMBUPOBAHHBIX [IoCpencTBOM

SEB, noxaszajna CpelHOn TOJWVHY snumepmuca 176,8 =+ 28,1, 29,7 £

1+

8,0 mNOJOXMTEJIBEHBEIX 10O Ki-67 kJeTOK Ha MM? B BOMIOepMmce, 14,9
7,1 [NCJIOXUTEJBHEIX IO HLA-DR kJI€ETOK Ha MMS B 3OumepMuce U
CcyMMapHelA rokaszaTesib 6 nmnsa oxkcnpeccum CK-16 B snmnoepMmyce.

BeeneHue CsA TIPpUBOIMIIO K 3HauMMOMY  CHVXKEHMI0O  TOJILMHE
anuoepMmca no 105,5 £ 11,3 MKM (p=0,003) 1o CpaBHEHMIO C MbllaMy,
KOTOPBIM BBOIMUIM HOCUTEJIE . STy pesyJibTaThl COOTBETCTBYT 40%
CHIDKEHMIO 10 CPaBHEHMIO C HOCHTEJIEM. KoMMUecTBO TMOJIOXUTEJIBEHEX [0
Ki-67 KJETOK 3HAauyMMO CHM3MJIOCH IO 15,6 + 4,3 Ha Mmm?; p=0,027.

KonmuuecTBO [IOJOXUTEeSNbHEIX IO HLZA-DR KJETOK CHMXaJjioCk IHO 9,0
+ 4,6 Ha MM?, Ho oToT SbbexT He  JOCTUT CTaTUCTUUECKON
SHaUYMMOCTH . OJOKCIpeccus CK-16 cHu3UIach 40 CyMMapHOTO rnoxkasatTenda
3, HO »TOT 20pexkT HE IOCTULD sHauMMocCTHU. Hu oOHO U3 BBEIEHUN He
rnokasalo sHauyMBIX ~ M3MEeHeHM)  MaccCel  TeJa rno cpaBHeHMIO C
HOCUTEJIEM.

HppexT JeweHMA AHTUTEIIOM

TomumHEa SnngepMmica

JleueHMe AaHTUTEJIOM NPOTUB I123pl9 nokasajyio 3HAUMTEJIBHOE
nopapJieHMe TOJIIMHE 2nnaepmmca (120,0 + 17,4 wmMkM) TpK IHO3E 10
mr /KT (p=0,020) .

Ki-67

RHyTpuOpKRUMHHOE BBeleHue aHTuresa [IPOTUB 1L23pl9 B
nosuposke 10 MI'/KD INpuBeJc K 3Ha4VMOMYy nomapJIeHMIO NpoJanpepalnmn

KepaTVMHOUMTOB (p=0,010)
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HLA-DR

Bpamerne He ObBUIO acCOUVMPOBaHO CO BHAUMTEJIbHBM MNONaBJIEHMEM
HLA-DR.

CK-16

Xors okcnpeccus CK-1l€ Obula OTUYETJMBO accoumyposBaHa  C
VHTUOUTOPHEIM 5ddexkToM rMnochs BBeneHus CsA ¥ aHTUTEIa I[pOTHUB
IL23plY9, =bdexT BBEOEHMA HE OOCTUT CTaTUCTUUECKOM BHaAYMMOCTHU.

Saxmovwenns

B sTcM  MCCJenoBaHMM, aHTuTesio nportus IL23pl9, BBOOMMOE
BHYTPUOPIOIMHHO OIOMH pas3 B HeleJio B HOBMPOBKE 10 wmr/xr,
olLeHMBaJyM B OTHomeHun ero sdpexkTa Ha pasBuTHMe 1ncopuasa B
HEIOBPEXIEHHON KOXe oT naumMeHToB c CopuasoM,
TPAHCIJIAHTMPOBAHHON MMMYyHONEQVLMTHEM MBILIaM.

JleyeHre HauuHaJIM Ba 1 CyTkM OO UHBEKUMM aYTONOTMHEHBIX
AKTUBMPOBAHHEIX T-KJETOK ¥ NPOJOJIXajy IO 21 cyTOK M[OCJIE MHBEKLMU
PBMC. EBmenenue PBS (HocuTelkh) CIYXMJIO B KadeCTBE OTPUUATEJIBHOTO
koHTponfa. Umknocrnopun A (20 MI'/KT', T[epopajylbHO) CJIYXWUJI B
KauyecTEe II0JIOXMTENbHOTO KOHTpoNs. OueHMBanM Maccy Tena, TOJHMHY
snumepMuca, nNposndepaumio KepaTUHOUMUTOB (IOJIOKMTEIbHEE [0 Ki-67
KJIEeTKM), [oKasaTeJb UMUTOKepaTMHa-16 ¥ KOJMYECTBO MNOJIOXMTEJIEHBIX
rno HLA-DR KJeTOK.

BeemneHane CSA 3HauMMoO IIONABJAJIO YTOJleHMe shnunepMrca M
nposmbepaLnio KepaTUMHOUMUTOB (NOJOXMTEesbHEE 10 Ki-67 xjeTku) Ha
40% (p=0,007) n 53% (p=0,027), COOTBETCTBEHHO, IO CpaBHEHMIO C
KOHTpOJIEM B BKMIAE HOCUTEJIA. BeemeHre aHTUTena nporms IL23pld B
koguuecTBe 10 MDP/KID TokKasajo 3HauuMMel 50dexT Ha nonapJieHMe
SOMANPMANbHOTO YyTOJeHusa Ha 32% u nposmnpepalMo KepaTMHOUUTOB
(Ki-67) Ha 41%, 1o CpaBHEHUI C KOHTPOJIEM B BUIE HOCUTEJIA.

Hu omH u3 crnocoBoB BBeleHMA  He INoKasajl 3HadMMOoT'o
MBETUBMPOBAHNSA BKCIpeccun HLA-DR 128)47! CK-16. OrcyTCcTBUE
shpbexTMBHOCTU CSA WM adorc U3 coeIyMHeHMM B  OTHOWEHUM
skcnpeccur HLA-DR  MoxeT ObTe acCOUMMPOBAHO C HEeJgoCTaTO4YHOM
VMMYHOJIOTMUECKOM aKTMBHOCTBIO, Kak ONpenesisaioT, IJIaBHEM ofbpas3om,
rno skciapeccum HLA-DR BO BpeMsA YMEPUBJIEHNA Memuelt, uepes 21 CyTKU
riocJse VHBEKLIUN PBMC. I¢ CpaBHEHUIO o paHee IpoOB O OVIMEIMMA

uccIenoBaEMAM, Pe3yJIbTaTH [OKa3bBaloT MEHBbUYID 3SKCNPECCUO HLA-DR
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fes CyYHMecTBEHHOTO OOBACHeHMs. Kpome TOro, HU

He T1okazasno »dbekTa Ha Macay Tena. Maccy

ydeToM COCTOSAHMA XMBOTHOTO. CHUXeHMrEe MaCCH

pocrTa ABnfAeTcA OOBYHBEIM [NOOCUHEM 30OeKTOM,

BBeOeHMs MblnaM CsA UIu VIMMy HOOETNPECCUBHBEIX CpPeICTB.

TeJia

I'Jia BHBIM

oleHVBaJlJlu

OIHO U3 COoeIUMHEHUN

C

Wi MHIUBUMPOEAaHUE
obpasoM,

B obuemMm,

JleyeHre aHTr.TeJioM NpoTMe IL23plYS kaxeTCs MNEepPCleKTUBHBIM MOOXOINOM

IOJid JiedeHuA Iricopurasza.

Tabamua 11

TonwwmHa Ki-67 | HLA-DR Cymmaphwit  [MaccaTena s
annaepmuca 1) 3] nokasaTenb u  [KOHEYHbIA MOMEHT
Beedetiue . (MKM) Cpeariee avavene| CPearee  |BCTDEUAEMOCTE Bpemetyt (% ot 5
peaHee 3HaueHWe 3HaueHue _ NcxoaHoN maccol) £S
+ SEM +tSEM | rSEm |cX160)
Hocutenb 176.8 +28.1 29.7+8.0 149+7.1 6 (4/7) 1099+ 0.7
CsA (20 1055+ 11.3°% 15.6 £4.3°% 9.6+456 302/ 1059+2.1
MF/Kr)
AHTUTENO
NpoTMB 1200+£17.4% | 123+37% | 79+49 3 (2/6) 1123+ 1.0
IL23p19
(10 mr/kr)

1. KONMYEeCTBO MNOJIOXMTENbHEX KJIETOK Ha MM° snuiepMuca

2. TucrojornMyeckas CUCTSEMa OLEHKM B COOTBETCTBUM C angh

et al; J. Invest Dermatol 125:1163-1173, 2005
TonmumeEa snMpepMMca .

ANOVA P=0,010

nocnenymoume TecTH LSD:

S p= 0,003 mo cpaBHeHU C HOCUTEJIEM
* p= 0,001 o cpaBHEeHUIO C HOCUTEJIEM
** p= 0,025 no CpaBHEHUI HOCUTEJIEM

# p< 0,001 mo cpaBHEHMIO C HOCUTEJIEM
## p= 0,063 no cpaBHEHMK C HOCUTEJIEM
& p=0,020 mo cpaBHEHUI C HOCUTeJIeM
Ki-67:

ANOVA P=0,009

nocrenyviomme TecTs LSD:

S p= 0,027 1o cpaBHEHMIO C HOCUTEJIEM
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* p= (0,008 no cpaBHEHUIO C HOCUTETEM
** p= (0,048 o cpaBHEHMIO C HOCUTEJIEM
# p= 0,007 no cpaBHeHMIO C HOCUTEJIEM
## p= 0,031 no cpaBHEHMI C HOCUTEJIEM
& p=0,010 no cpaBHEHMIO C HOCUTEJIEM
HLA-DR:

ANOVA?=0, 768

CK-16:

ANOVA P=0,573

BODY WEIGHT:

ANOVA P=0, 691

ByneT yTo 9DTOo uU30BpeTeHue MOXHO

[TOHATHO, [IpUMMEHATL Ha

NpakTmMKe WHBIM O@paSOM, yeM KOHKpeTHO ONMCaHO B npenuecTBYKLEM

onMcaHum M IpuMepax. Bo3MOXHO MHOXECTBO MOJII/I(I)I/IKaLLI/HZ 1 BapMaHTOB

rno HacToOsAWeIr o M306peTeHVI}O C ydyeTOoM npeacTaBJIeHHBIX BLHILIE

yKkasaHuii, u, TakuM oOpas3oM, OHM HaXOHATCHA B ofbeMe MNpuiaraeMoun
bopMysiEl U300pPETEHMUA.
Tadauua 1

CrneuudMUHOCTL CBA3BIBAHUA Fab-kaHIMOaToB

Crneumdmunei ELISA: aHTUTEeHE B DPAacTBOpe Biacore
1 uMMOOBMIM30BaHHEM Fab (saxmaT Fab)

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

CNTO R&D CNTO R&D R&D CNTO CNTO
4083 + H/O - H/0O H/O 16 HeT CBABHBAHUA
4086 + H/O - H/O H/O 36 HeT CBHA3EBaHMUA; n:3
4185 + H/O - H/O u/o 79 HeT CBA3LBBaHMA
4190 + H/O - H/O H/0 11 HeT CBABHBaHMUS
4205 + + - - - 140 HeBoJbloOe CBA3HBaHKE®
4217 + + - - - 41 HeBoJNbpuOEe CBA3HBAHUE™
4235 + + - - - 65 HeBonbLOe CBA3HBaHUE™
4491 + + - - - 190 HeT CBA3LIBAHUA
4647 + + - - - 12 HEeT CBA3bBBaHUA
4649 + + - - - 7 HeT CBABHBaHUA
4651 + + - - - 160 HeT CBA3BBaHUA
4655 + + - - + 66 HeT CBASHBAaHMUA
4658 + + - - - 11 HeT CBA3HBAaHUA
Fabl2A + + + + + 1.1 0.6

M3MEHEHHAA CTPAHMIA
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IC50 [HM]

4083

46 +/-3.9

4086

OrcyTc'Bue MosHOTO UHTUOUPOBAHUS

4205 38
4217 16
4235 190
4491 10
~ 50% uHrubnposanue
4647 2.1
4649 0.2+/-0.2
4651 36
4655 286
4658 0.7
IL-23R-Fc 1.8+/-18

OxapaxkTepusaumsa MCXOIHBIX aHTUTenn B dopMme mAb

Tabauua 2

Tabauua 3

mAb CeasbiBanue IL-23 E::::::::: ':)1142::3;: :SH']?;\;; %@E&Fn AHanua nuayumpyemoii IL-23 npogykuum IL-17
Cneuuduunocts PeaynbTatst . IFN Hefirpany- He#tpanusa- |Heirpanusa-
| IL-12- IL-23AL- NPy ykasaHHoin ge P M5l HATUBHOTO| US| HaTUBHOrO
MORg |} oA 12Rb1 12Rp1 | 2R konuentpaumm NKOI | e %ﬁgaeka 123 eyno
+- at10
4083 (x) p18 - - + *a120 - + + +
4190 (x) p1g - - + +at 10 - + + +
4649 (1) p19 - - * o et - + + +
4658 (1) p19 - - +/- -/+ at 10 - [+ + +
4205 p19 - - -+ +at10 N/d - N/d N/d
4217 p19 - - -l -at 10 N/d o N/d N/d
4185 p19 - - -+ -al7 N/d - N/d N/d
4235 p19 - - -/+ - at 10 N/d - N/d N/d
4090 p19 - - - N/d N/d - N/d Nid
4647 p19 - - +- -at 10 - - N/d N/d
4491 p19 - - +- -at 10 - - N/d N/d
4651 p19 - - +- -at 10 - - N/d N/d
4085 p19* - - - ~at 3 - - N/d N/d
4086 p19* - - - -at5 N/d 0 N/d N/d
4655 p19* - - - -at 10 - e N/d N/d
4193 IL-12/1L.-23p40 - - -+ ~at6 + N/d N/d
4201 IL-12/).-23p.40 - TATHO st 4+ N/d + N/d N/d
4704 IL-12/11.-23p40 4+ =+ -+ +at 10 + + N/d N/d

VIBMEHEHHAS CTPAHUILA
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Cumson Onucaxune
- OtcyTteraune WHrnHuposanusg
-+ Hebonbwoe WHIMOupoBaHue
+/- Cnaboe Henonnoe uHrUbuposanne
+ Murubunposanue
* He cessbisancs co cesnzanmbim ¢ His-tag hriL-23 (or R&D Systems)
hid Tyqwe unrubupyer R&D IL-12, uem CNTO IL-12
hield Boiabisaer rubens knetok s BLICOKOI KOHLIEHTpaLMK
N/d He nposoaunu

Tabmuua 44

Hc V-oBnacoy AHTUTEeNI~KaHOMOaToOR

Knon # VH H-CDR1 H-CDR2 (SEQ ID NO;) H-CDR3
’ (SEQ ID NO:) (SEQ ID NO:) MNpumevyanun
4083 1A NYAIS (1) GI IPMFGYANYAQKFQG DIYAGMDV (40) OcHoBHoi
(7) BapuaHT
5028 i CospesaHue
ahdurHHOCTM
4190 1A SNYIS (2) GI IPIFGHANYAQKFQG SKKGMYGGWTYPLMM "‘OcHOBHOM
(9) FDL (41) BapuaHT
5033 I3 CoapeBanue
achdunHocTH
034 T RN Cospesanne
adpduHHOCTH
5036 Cospesatue
adpduHHOCTH
5037 Cospesatne
apdUHHOCTM
5038 Cospesanue
adppuHHOCTH
5040 CospeBaHue
athduHHOCTK
4190x 2,2,2,2,8,2,7,2,% %, YA MpeackasanHbiit
QKFQG!! (16)
4205 5 NYWIS (3) WIRPGDSDTRYSPSFEG HYYGMDY (42) OcHoBHOM
(17) BapuaHT
4217 3 VSYISS SGSSTYYADSVK GTFWSFGNYFAN OcHoBHoOM
1.1.1.1.1 G (18) (43) BapuaHT
sywit (4)
4649 5 NYWIG (5) IIDPSNSYTNYSPSFQG WYYKPFDV (44) OcHoBHON
(19) BapuaHTt
4649r A yyacrok
rnVIKOBW’lMPOBaHMﬂ
4649r" Nnioc samenbl
E1
4649d A yyactok
rnuxoawnupoaauun
5041 CospeBaHue
athduHHOCTH
5042 CospeBanune
apduHHOCTH
5043 Cospesanue
auHHOCTH
] 5044

] CospesaHue ‘]
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— [adwioom |
CospesaHue
athPUHHOCTH
(2] Co3speBaHue
athPUHHOCTH
TIX PX X,5X,TIX YSPSE v

w NISSSGSE— YWGTPYLMQFDN OcHoBHOM
TYYADSVEG (29) (45) gapuaHT
SRR : CoapeBaHve

atppnHHOCTY

Cospesanve
agpnHHOCTH

adpdUHHOCTH

CospeBanue
adpuHHOCTH

Co3speBanne
ahPUHHOCTH

Coaspesanne
atPUHHOCTH

; CospeBaHue
adHUHHOCTH

Co3apeBanune

apPUHHOCTH

' CoapeBanme
apPpUHHOCTH

CospeBanue
adpuHHOCTH

CoapesaHue
atprHHOCTH

Bce AaHTUTETA, SKCHpeCCMpOBaHHme xak Fab, wuMelT Q B 3

ocrarke B Vh, a np# skcrpeccun B xauyecTBe MAD, 6OJBIUMHCTBO M3

HUxX ¥MeloT EB 3 ocTaTKe.

*x o Hq ﬂpenCTaBﬂHeT coponn D WK g; X npeHCTaBnHeT cobon S,

v, D umm T; X3 HpeHCTaBﬂHeT cobont N, S WM G; Xa HpeﬂCTaBﬂHeT

cobom Y, W, T, H, V, s uny A;
qer coboynt G, T i L;
p, N win D; Z4 npenCTaBnHeT

1y 7, MpencTaBJl Zs HpeﬂCTaBﬂHeT cobon

I unm S; Z HpeHCTaBﬂHeT cobon 1,
Zs npeQCTaBnqu codom I, M, p, T, H, N nnn V;
I, G win L; 27 G un I; Zg npenCTaBngeT

cobon A WK T: Zio

coboirt P, G WM h;

7, npencTapiaeT cobon F,

cobon H, Yy, N wm G; 2o HpeﬂCTaBHHeT

HpeﬂCTaBﬂHeT cotdonm N, W owam Y

++ a, npencraBiaeT coBoin S wim Aj 32 npencrasnsaeT cotdom T

nm G; as npencmaangew cobom P wWin L; a4 npencwaanﬁem cobonr S
unn N; as npenCTaBngeT ccbom S, M M L; as HpeHCTaBHHeT cobom 1

uun V;
#H# b1 HpeﬂCTaBﬂHeT cobon T, F. D wau S; b HpeﬂCTaBnHeT
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cobont S, I,

G; b, mpercrasJAeT coBoir T, Y, S wim I;

A, T, Rumm L; b. npeacTaepnaeT coom N, T, L,

S nau

by npeacTapByAeT coBoit P wim L; b npencTaBisaeT coBom F uu

P.
Tabnauua 4B
MocnenoeaTelbHOCTHU CDR Lc V-obJacTu aHTUTeN-KanaunaToB
KnoH VL | L-CDR1 L-CDR2 L-CDR3 MpuMeyaHms
4 (SEQ ID NO?) (SEQ ID NO?) (SEQ ID NO:)
4083 \Kg, RASQSVLGNYLA \GASSRA’I (52) HQYGSISTT (58) OcHosHOM
| (46) BapuwanT
5267 QQYSHLLIT (59) Co3peBaHwne
\ apPUHHOCTH
5268 QQYSHISLT (60) Co3peBaHue
acbPUHHOCTH
5269 QQFAHILLT (61) CoapeBaHue
acphuHHOCTH
4190 ‘K3 \RASQSVSSNYLA ‘YASRFLAT (53) {QQTSNTPFT (62) ‘ OcHoBHOW
(47) BapuaHT
4190%" QQTSNTPFT Nrioc 3amerbl E1 ¢
V86
5029 QQFITYLPT (63) CospeBanue
acduHHOCTH
5030 QQDALSPFT (64) CospeBanue
appuHHOCTH
5031 QODRGTIPFT (65) Co3peBaHnue
anHHOCTH
5032 QOQSLNIPFT (66) Co3speBaHne
aPuUHHOCTH
OQDTSSPFT (67) Co3peBaHve
adduHHOCTN
4190x L \ \QbebbbbFT## MpeackasanHbId
(68)
4205 \M SGSSSNIGSYYV GNTHRPS (54) "QTYASLGPGEV OcHOBHOW
N BapuaHT
4217 ‘Kl RASQSIFYNLA \GASNRA‘I ‘QQYSSEPVT (70) Locnoaﬂovn
papwnaHT
TGSSSNIGSGYD GNSKRPS (56) SSWI--PSSVV OCHOBHOW

(71)
SSWIDTPNMIV
(72)

VH (50)

4649
5058

sapuaHt
CospeBaHune
atHUHHOCTH

ASWTDGLSLVY
(73)

|

Cospesanue
-adPUHHOCTH

ASWIDGLSLVV

=
B

Mnioc 3amenbl Q1,
S2

2649% ‘ \ a,SWTDa,8,3,8,8.V ™+ MpeackasaHHbIA
' + (74)
4658 \M TGTSSDVGGYNS SVSSRPS (57) _LSSYDTNKPLVV OCHOBHO#
vs (51) (715) gapuaHt
5060 GSYDVYGREFYV CospeBsaHue
i (76) athdUHHOCTH
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5061 \ [ SSYYFYLORIV Cospesanue
(77) apduHHOCTH |

5062 } QTYYFSYSGPV CospeBahne

(78) apPUHHOCTH

5063 ‘ GSWDPIFSYEV CospeBaHue

(79) atpUHHOCTH

Tatmuua 4C

Hponyumpogam—me, ouMlleHHBe U olLeHeHHbIEe aHTuTela

%wanme VH VL Fab** MADb* MNpumeyaHua
4083 4083 4083 | X_ X
5028 5028 4083 X X \
5267%* 4083 5267 X (in
progress)
5268*%* 4083 5268 X (in
J progress) _l
5269%* | 4083 5269 x (in
Progress)
4190 4190 4190 X X
f?m 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
50409 | 5040 4190%Y X ObpartHas 3amena Vh-Q3 B mAb
5020%* | 4190 5029 X |
5030%* | 4190 5030 X ]
5031** | 4190 5031 X j
5032** 4190 5032 X
5057+ | 4190 5057 x ]
4205 4205 4205 X X |
4217 4217 4217 x X B
4649 4649 4649 X 1x |
5041 5041 | 4649 x X J
5042 5042 4649 X X
5042 5058 X Mapa 5058 VL ¢ VH, nvierHom
y4acTKa rMnKo3unnpoBatng CDR2 \
5042 5059 X Mapa5059 VL ¢ VH, imwerHom J
yuacTka [nMKo3nNIMpoBaHua CDR2
5043 5043 4649 X X |
5044 | 5044 4649 x |
5045 5045 4649 X X |
45-58 5045 5058 X Mapa 5058 VL ¢ VH, nuiueHHOM
J y4acTka FMUKo3NIMpoBanins CDR2
45-59 5045 5059 X Napa 5059 VL ¢ VH, ULIEHHOM
yyacTka rnvkoaunnposanns CDR2
5046 5046 4649 X X
5058 4649 5058 X X
5059 | 4649 | 5058 X X
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3758 4649r 5058 X
3759 4649r 5059 X
3759707 | 4549r 5059%° X ObpatHan 3ameHa Vh-Q3 B mAb
3658 4549d 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
* B33 MUCKJIOYEHMEM yKasaHHoro B crosbue "lpumeuanusa",

foJioXeHue 3 B TAXEJON Lenu npencraBnsago cobor Q B Fab m E B

mAb.

** Jlepkye LeNM Karmna nocije cospeBaHusa abdmHHocTym 4083 m
4190 comepxXarT 3aMeHy T Ha \Y OTHOCUTEJIbLHO MCXOOHBIX
nocnemopaTenbHocTeit B FW3  (FAVYYC). V mnpencrasiseT CoOon

OCTATOK 3MOPMOHAJILHOTO THIa B 3TOM MOJIOXEHMMU.

*  Heckombko Fab, npuBeneHHEXx B kadecTtBe Fab '"nocae
cospepanusa abpmHHOCTM", NOKazsaay HeOOJNblUy arperauMio B rpolecce
OUMCTKU U, TakuM obpaszoM, UuX He oueHMBalu. PaHee UX OUEHMBaIMN B

KaueCTBe BAPMAHTOB B BMIOE HEOUYMIIEHHBIX O6paBLI.OB.

M3MEHEHHAA CTPAHUIA
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Tabamua 5
Oxapaxkrepuzaumsa Fab nocrne cozpeBaHusa adduHHOCTM: CHEeUNMPUUHOCTSH,

HeWTpanuzauusa peuenrTopa M adbdmMHHOCTDL

Ko [nM] IL-23/ IL-23/ IL-12 FACS
MORO# Bubnuoreka | SET (n:1) IL-23R IL-12RB1 (R&DY/ CneunduyHble (TALL-
I1Cso [HM] IL-12Rp1 ELISA 104)
(n:1-4)

4083 - 1600 71183 O.K. O.K. O.K.
5028 H-CDR2 133 0.43+ 058 O.K. O.K. O.K. -
5267 2000 0.14 O.K. O.K O.K H/O
5268 L-CDR3 660 0.15 OK OK O.K H/O
5269 960 0.2 0.K. O.K. O.K H/O
4190 - 4400 1.3+£15 O.K 0.K. O.K -
5034 126 04+0.15 O.K. O.K. O.K. -
5036 H-CDR2 32 0.32+002 O.K O.K. O.K.
5038 38 0.17£0.05 O.K. O.K O.K.
4649 - 1100 1.2 O.K O.K O.K -
5041 41 0.07 + 0 .04 O.K O.K. O.K. -
5042 4 0.06 £ 003 O.K 0O.K. O.K -
5043 18 0.05+003 O.K. O.K O.K.
5044 H-CDR2 43 0.05+004 | OK O.K. OK.
50456 9 0.05 % 0.02 O.K. O.K. O.K.
5046 23 0.08+001 O.K. O.K. O.K. -
5058 L-CDR3 33 011+£008 0O.K. O.K. O.K -
5059 93 0.69+072 O.K O.K. 0.K. -

Tabmuua 6
OxapaxkTepusauusa Fab nocrse cospesanusa addmHHOCTM: CHeUMPUYHOCTL,

HeTpanmz3auusa peuentopa M addPMHHOCTL

IL-23/ IL-12 FACS
MORO# Bubnuoteka | Kp [nM] IL-23R IL-23/ (R&D)/ Cneuuncunynble (TALL-
SET (n:1) | ICso [HM] | IL-12RB1 | IL-12RB1 ELISA 104)
(n:1-4)
4658 - 4300 14 O.K. O.K. 0.K. -
5039 27 0.1+£0.09 O.K O.K O.K -
5047 36 013+ 0.1 O.K O.K. oK -
5048 20 01101 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 10 058 +0.74 O.K O.K O.K
5053 27 098+1.3 O.K O.K O.K.
5055 29 0.79+1.0 O.K. O.K. O.K.
5056 65 0.52 + 0.68 0.K. O.K. O.K. -
5060 142 1.0+1.14 O.K. O.K O.K. -
5061 58 1.25+1.49 O.K O.K O.K -
5062 L-CDRS 98 1.34 1.5 O.K O.K O.K. -
5063 69 0.32+0.25 O.K. 0.K. O.K. -

M3MEHEHHAA CTPAHULA
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Tabnuua 7
OxapakTepusaumMsa aHTUTeJ [ocJie cospeBaHus addmHHOCTM B QopMmare
nmAb: MHrMBupoBaHue nponykumm IL-17
MHTUBUpOERaHue cBaAsbBaHMA hrIL-23 ¢ MMMOOMJIM3OBAHHBIM CJIMTEM
penkoMm IL-23R-Fc. BHauenus IC50 m3 KPUBEIX TUTPOBAaHUA.
mAb (cm. Tabmmua 4C) npuBeIeHb B IIOPAIKE CHMXEHMA
20PEeKTUEHOCTU. AHTUTEJIAa NOCJEe CO3peBaHuMsa CrpyHnMpOBaHbL B
COOTBETCTBMM MX COOTBETCTBYOUMMM MCXONHBIMM aHTUTEJaMy: PO3OBHM
user (5028 or 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, 5033, 5063, 5062 u 5061 c 4658). MADb

23A npejcTaBisgeT COOOM KOHTPOJIEHOE mAb Mpmm npotuB IL-23

yeJioBeKa
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

M3MEHEHHASL CTPAHUIA
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Tabnuua 8

MMocnenoBaTeNlbHOCTU UCXOIHEX MAb IL-23pl9% m uxX NpoM3BOIOHBIE IIOCHE

CO3peBaHMA aAPPMHHOCTU M CKOHCTPYMPOBAHHBIE MNPOU3BOIHLIE

Cemencreo MOR04083
(SEQ ID NOS: 80 & 81)
1

117
4083 Vb (1)

OVOLVOSGAEVKKPGS SVKVSCKASGGTFSNYAL SHVROAPGOGLEWMGGL I EMFGYANYAQRFQGRVT I TADESTSTA
YMELSSLRSEDTAVY YCARDIYAGMDVWGOGTLVIVSS
5028 vh (1)

QVOLVQSGAEVKKPGSSVKVSCKASGGTFSNYAT SWVRQAPGQGLEWMGG L TP VFGEthYAQKFQGRVT T TADESTSTA
YMELSSLRSEDTAVYYCARDIYAGMDVWGQGTLVTVSS

(SEQ ID NOS: 82-85)
1
108
4083 Vk (1)
DIVLTQSPATLSLSPGERATLSCRASQSVLGNYLAWYQOKPGQAPRLLT YGASSRATGVPARFSGSGSGTDF TLTISST
EPEDFAVYYCHQYGSISTTFGOGTKVEIK
5268 Vk (L
DIVLTQSPATLSLSPGERATLSCRASQSVL.GNYLAWYQQKPGOAPRLLI YGASSRATGVPARFSGSGSGTDF TLTISSL
EPEDFAVYYCQQYShISLTFGOGTKVEIK
5267 Vk (1)
DIVLTQSPATLSLSPGERATLSCRASQSV].GNYLAWYQQKPGOAPRLLI YGASSRATGVPARFSGSGSGTDF TLTISSL
EPEDFAVYYCQQYshliITFGQGTKVEIK
5269 Vk (1)
DIVLTQSPATLSLSPGERATLSCRASQSV: GNYLAWYQOKPGOAPRLLIYGASSRATGVPARFSGSGSGTDFTLTISSL
EPEDFAVYYCQQfahll1TFGQGTKVEIK

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

127
4190 Vh (1)
QVOLVOSGREVKK PGSSVKVSCKASGGTE SSNY I SWVRQAPGQGLEWMGG LI PIFGHANYAQKFQGRVT ITADESTSTA
YMELSSLRSEDTAVYYCARSKKGMYGGWTY PLMMFDLRGQGTLVTVSS
5033 Vo (1)
OVOLVQSGAEVKKPGSSVKVSCKASGGTFSSNY ISWVRQAPGQGLEWMGL T IPpi GnAWYAQKFQGRVT ITADESTSTA
YMELSSLRSEDTAVY YCARSKKGMYGGWT Y PLMMFDLWGOGTLVIVSS
5040 vh (1)
QVQLVQSGAEVKKPGSSVKVSCKASGGTE SSNY LSHVRQARPGQGLEWMGLSpgtginAy YAQKFQGRVTITADESTSTA
YMELSSLRSEDTAVY YCARSKKGMYGGWTY PLMMFDLWGOGTLVIVSS
5038 Vh (1) QVOLVOSGAEVKKPGSSVKVSCKASGGTFSSNYISWVROAPGOGLEWMG-
InahlGgtwYAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARSKKGMYGGWTY PLMMFDLWGQGTLVTVSS
5034 Vh (1)
QVOLVQSGAEVKKPGSSVKVSCKASGGTFSSNY I SWVRQAPGOGLEWMGL IdPnFGAY YAQKFQGRVT ITADESTSTA
YMELSSLRSEDTAVYYCARSKKGMYGGHTY PLMMFDLWGOGTLVIVSS
5036 Vi (1)
QVQLVQSGAEVKKPGSSVKVSCKASGGT FSSNY ISWVRQAPGQGLEWMGL IAPVFGGAYYAQKFQGRVTI TADESTSTA
YMELSSLRSEDTAVYYCARSKKGMYGGWT Y PLMMFDLWGQGTLVTVSS
5037 Vb (1)
(VOLVOSGAEVKKPGSSVKVSCKASGGTFSSNY I SWVROAPGQGLEWMG1 IdPRFGOAY YAQKFQGRVTITADESTSTA
YMELSSLRSEDTAVY YCARSKKGMYGGWT Y PLMMFDLWGQGTLVIVSS

(SEQ ID NOS: 93-98)
1

108

4190 Vk_ (1)
DIVLTQSPATLSLSPGERATLSCRASQSVSSNYLAWYQQKPGQAPRLLIYYASRRATGVPARFSGSGSGTDFTLTISSL

EPEDFATYYCQQTSNTPFTFGQGTKVEIK

4190%vx (1)
EIVLTQSPATLSLSPGERATLSCRASQSVSSNYLAWYQQKPGQAPRLLIYYASRRATGVPARFSGSGSGTDFTLTISSL

EPEDFAVYYCCQQTSNTPFTFGQGTKVEIK

5029 vk (L)
DIVLTQSPATLSLSPGERATLSCRASQSVSSNYLAWYQQKPGQAPRLLIYYASRRATGVEARFSGSGSGTDFTLTXSSL

EPEDFAVYYCOQEitylpTFGQGTKVEIK

5030 vk (1)
DIVLTQSPATLSLSPGERATLSCRASQSVSSNYLAWYQQKPGQAPRLLIYYASRRATGVPARFSGSGSGTDFTLTISSL

EPEDFAVYYC(Qdal SPFTFGQGTKVEIK

5031 vk (1)
DIVLTQSPATLSLSPGERATLSCRASQSVSSNYLAWYQQKPGQAPRLLIYYASRRATGVPARFSGSGSGTDFTLTISSL

EPEDFAVYYCQQArgTPFTFGOGTKVEIK

5032 vk (1)
DIVLTQSPATLSLSPGERATLSCRASQSVSSN!LAWYQQKPGQAPRLLIYYASRRATGVPARFSGSGSGTDFTLTISSL

EPEDFAVYYCQQs1NiPFTFGQGTKVEIK
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MORO04205

(SEQ ID NO: 99)
1

116

4205 Vh (1)

QVOLVQSGAEVKKPGESLKISCKGSGYSFTN YWISWVROAPGKGLEWMGWIRPGDSDTRYSPSFEGOVT I SADKSISTA
YLOWSSLKASDTAMYYCARBYYGMDYWGQGTLVTVSS

(SEQ ID NO: 100)
1

110

4205 V1 (1)

DIVLIQPPSVSGAPGORVTISCSGSSSNIGS YYVNWYQQLPGTAPKLLIYGNTHRPSGVPDRFSGSKSGTSASLAITGL
QSEDEADYYCQTYASLGPGEVFGGGTKLTVL

MOR04217
(SEQ ID NO: 101)
1

121

4217 Vh (1)

QVQLVESGGGLVQPGGSLRLSCAASGFTFSS YWI TWVRQAPGKGLEWVSYISSSGSSTYYADSVKGRFTISRDNSKNTL
YLOMNSLRAEDTAVYYCARGTFWSFGNYFANWGQGTLVTVSS

(SEQ ID NO: 102)
1
107
4217 Vk (1)
DIVLTQSPATLSLSPGERATLSCRASQSIFYNLAWYQQOKPGOAPRLLI YGASNRATGVPARFSGSGSGTDETLTISSLE
PEDFATYYCQQYSSEPVIFGOGTKVEIXK

Cemenicteo MOR04649

(SEQ ID NOS: 103-112)
1
117
4649 Vh (1)
QVQLVQSGAEVKKPGESLKISCKGSGYSFSNYWIGWVRQMPGKGLEWMGIIDPSNSYTNYSPSFQGQVTISADKSISTA
YLOWSSLKASDTAMYYCARWYYKPFDVWGQGTLVTVSS
46494 Vh (1)
QVQLVQSGAEVKKPCESLKISCKGSGYSFSNYWICWVRQMPCKCLEWMCIIDPSNSYTAYSPSFQGQVTISADKSISTA
YLOWSSLKASDTAMYYCARWY YKPFDVWGQGTLVTVSS
4649r Vh (1)
OVOLVQSGAEVKKPGESLKISCKGSGY SFSNYWIGWVROMPGKGLEWMGIIDPSNSYTrYSPSFQGQVTISADKSISTA
YLOWSSLKASDTAMYYCARWYYKPFDVWGOGTLVTVSS
4649r" Vh (1)
eVOLVQSGAEVKKPGESLKI SCKGSGYSFSNYWIGWVROMPGKGLEWMGI IDPSNSYTrYSPSFOGQVTISADKSISTA
YLOWSSLKASDTAMYYCARWYYKPFDVHGQGTLVTVSS
5046 Vh (1)
OVOLVQSGAEVKKPGESLKISCKGSGYSFSNYWIGWVROMPGKGLEWMGI I DPvS SwTkYSPSFQGOVTISADKSISTA
YLOWSSLKASDTAMYYCARWYYKPFDVWGQGTLVTVSS
5044 Vh (1)
QVOLVQSGAEVKKPGESLKISCKGSGYSFSNYWIGWVROMPGKGLEWMGI IS PSgSt TWYSPSFQGQVTISADKSISTA
YLOWSSLKASDTAMYYCARWY YKPFDVRGOGTLVTVSS
5043 vh (1)
QVOLVOSGAEVKKPGESLKI SCKGSGYSFSNYWIGWVROMPGKGLEWMG I sPAgShTwY SPSFQGOVT I SADKSISTA
YLOWSSLKASDTAMYYCARWY YKPFDVWGQGTLVTVSS
5041 Vh (1)
QVQLVQSGREVKKPGESLKI SCKGSGY SFSNYWIGWVROMPGKGLEWMGI I sPtgSvTwYSPSFQGQVTI SADKSISTA
YLQWSSLKASDTAMYYCARWY YKPFDVWGQGTLVTVSS
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5042 vn (1)
QVQLVQSGAEVKKPGESLKISCKGSGYSFSNYWIGWVROMPGKGLEWMGIISPtgSsTwYSPSFQGQVTISADKSISTA

YLOWSSLKASDTAMY YCARWYYKPFDVWGQGTLVTIVSS

5045 Vn (1)

OVQLVQSGAEVKKPGESLKISCKGSGYSFSNYWIGWVRQMPGKGLEWMGIIsPLgSaTwYSPSFQGQVTISADKS ISTA
YLOWSSLKASDTAMYYCARWYYKPFDVWGQGTLVTVSS

* Consensus N-linked glycosylation site in 4649 Vh
(SEQ ID NOS: 113-116)
1

111
4649 VL (1)
DIVLTQPPSVSGAPGORVTISCTGSSSNICSGYDVHWYQQLPGTAPKLLIYGNSKRPSGVPDRFSGSKSGT SASLAITG
LQSEDEADYYCZSSWT-—PSSVVFGGGTKLTVL
5058 VL (1)
DIVLTOPPSVSGAPGORVTISCTGSSSNIGSGY DVHWYQOLPGTAPKLLI YGNSKRPSGVPDRFSGSKSGTSASLAITG
LOSEDEADYYCSSWTdt PnmiVFGGGTKLTVL
5059 VL (1)
DIVLTQPPSVSGAPGORVTISCTGSSSNIGSGYDVHRYQOLPGTAPKLLIYGNSKRPSGVPDRFSGSKEGTSASLAITE
LQSEDEADYYCaSWIdglS1VVFGGGTKLTVL
5059%VL 1)
4SVLTQPPSVSGAPGORVTISCTGSSSNIGSGY DVHWYQOLPGTAPKLLIYGNSKRPSGVPDRFSGSKSGTSASLAITG
LOSEDEADYYCaSWTdglS1VVFGGGTKLTVL

CemeitctBo MOR04658

(SEQ ID NOS: 117-127)
1

123
4658 Vh (1) QVQLVESGGGLVQPGGSLRLSCRASG FTFSSFGMSWVRQAPGKGLEWVSNISSS——
GSSTYYADSVKGRFTISRDNSKNTLYLQMNSLRAE DTAVYYCARYWGTPYLMOFDNWGQGTLVIVSS
5048 vh (1}

QVOLVESGGGLVQPGGSLRLSCARSGFTFS SFGMSWVRQAPGKGLEWVSNIehkfmGytTYYAagVKGRFTI SRDNSKN
TLYLOMNSLRAEDTAVYYCARYWGTPYLMOFDNWGOGT LVTVSS
5050 Vh (1)

CVQLVESGGGLVQPGGSLRLSCAASGFTFS SFGMSWVRQAPGKGLEWVSsIehkytGytTYYAapVKGRFTI SRDNSKN
TLYLQMNSLRAEDTAVY YCARYWGTPYLMOFDNWGQGT LYTVSS
5053 vh (1)

(VQLVESGGGLVQPGGSLRLSCAASGFTFES FGMSWVRQAPGKGLEWVSNIehkytsytTYYAaSVKGRFTI SRDNSKN
TLYLOMNSLRAE DTAVYYCARYWGTPYLMOFDNWGQGTLVTVSS
5038 vb (1)

OVQLVESGGGLVQPGGSLRLSCAASGFTESS FGMSWVRQAPGKGLEWVSNIehkylnyaTYYAaSVKGRETL SRDNSKN
TLYLQMNSLRAEDTAVYYCARYWGTPYLMQFDNWGQGTLVTVSS
5055 Vb 1)

(JVQLVESGGGLVQPGGSLRLSCAASGFT F5SFGMSWVRQAPGKGLEWVSNIehky1GyaTvYAaSVKGRETI SRDNSKN
TLYLOMNSLEAEDTAVYYCARYWGT PYLMQFDNWGQGTLVIVES
5056 vh (1)

QVOLVESGGGLVQPGGSLRLSCAASGFT FSSFGMSWVRQAPGKGLEWVSsIehkyl syaTYYAagVKGRFTISRDNSKN
TLYLQMNSLEAEDTAVYYCARYWG TPYLMQFDNWGQGTLVTIVSS
5052 Vn {1}

QVQLVESGGGLVQPGGSLRLSCAASGFTFSSFGMSWVRQAPGKGLEWVS sTehkylsytTLYAaSVKGRFTISRONSKN
TLYLOMNSLRAEDTAVYYCARYWGT PYLMQFDNWGQGTLVTVSS
5048 Vh (1)

OVQLVESGGGLVQPGGSLRLSCAASGETF SSFGMSWVRQAPGKGLEWVSgIehkylsytTh YAaSVKGRFTISRDNSKN
TLYLQMNSLRAEDTAVYYCARYWGTPYLMQFDNWGQGTLVTVSS
5051 Vb (1)

QVQLVESGGGLVQPGGSLRLSCARSGFT FSSFGMSWVRQAPGKGLEWVSqIehkylsytTl YAaSVKGRFTISRDNSKN
TLYLOMNSLRAE DTAVYYCARYWGTPYLMQFDNWGQGTLVTVSS
5054 Vh (1)

QVQLVESGGGLVQPGGSLRLSCAASGFTFS SFGMSWVRQAPGKGLEWVSgIehkylsyaTlYAaSVKGRFTI SRDNSKN
TLYLQMNSLRAEDTAVYYCARYWGT PYLMOFDNWGOGTLVIVSS

(SEQ ID NO: 147)
5047 Vh (1)
QVQLVESGGGLVQPGGSLRLSCAASGFTFSSFGMSWVRQAPGKGLEWVSNIEhkyleaT SYAaSVKGRFTISRDNSKNTLYLQMNSL
RAEDTAVYYCARYWGTPYLMQOFDNWGQGTLVIVSS

(SEQ ID NOS: 128-132)
1

111
4658 vL (1)

DIALTQPASVSGSPGQSITISCIGTSSDVGEYNSVSWY QOHPGKAPKLMIYSVSSRPSGVSNRE SGSKSGNTASLTISG
LOAEDEADYYCSSYDTNKPLVVFGGGTKLTVL
50€1 VL (1)

DIALTOPASVSGSPGQSITISCTGTSSDVGGYN SVSWYQQHPGKAPKLMIYSVSSRPSGVSNRFSGSKSGNTASLTISG
LOAEDEADYYCSSYyfylqriVFGGGTKLIVL
5062 VL (1)

DIALTQPASVSGSPGQSI TISCTGTSSDVGGYNSVSWYQOHPGKAPKLMIYSVS SRPSGVSNRFSGSKSGNTASLTISG
LQAEDEADYYCQtYyfs ysgpVFGGGTKLTVL
5060 VL {1)

DIALTQPASVSGSPGQSITISCTGTSS NVGGYNSVSWYQOHPGKAPKLMIYSVS SRPSGVSNRFSGSKSGNTASLTISG
LOAEDEADYYCGSYDvygrfyVFGGGTKLTVL
5063 VL (1)

DIALTQPASVSGSPGOSITISCTGTSS DVGGYNSVSWYQQHPGKAPKLMI YSVSSRPSGVSNRFSGSKSGNTAS LTISG
LOAEDEADYYCgSwDpifsyeVFGGGTKLTVL
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Tatauua 9

HyxkJeoTUIOHbBE [IocJenoBaTeJIbHOCTU

IS

11-23 p19 5040%%
VH~-GCE (SEQ ID NO:133): ( AMMHCKUCTIOTHAS TI0C/IEJORATEILHOCTE VH npeacrasiser cobo# 5040Vh)

Q VvV Q L v Q S G A E V K K P G S5 S
1 CAGGTGCAGC TGGTGCAGT: TGGGGCTGAG GTGAAGAAGC CTGGGTCCTC
GTCCACGTCG ACCACGTICAG ACCCCGACTC CACTTCTTCG GACCCAGGAG

P e ke Bad

-V KV S C K A S G G T ¥ S s N Y I
51 GGTGAAGGTC TCCTGCARGG CTTCTGGAGG CACCTTCAGC AGCAACTACA
CCACTTCCAG AGGACGTTCT GAAGACCTCC GTGGAAGTCG TCGTTGATGT

- o~

- 5 W V R Q & P G Q G L E W M G I
101 TCAGCTGGGT GCGACAGGCC CCTGGACAAG GGCTTGAGTG GATGGGGATC
AGTCGACCCA CGCTGICCGG GGACCTGTTC CCGAACTCAC CTACCCCTAG

s P G T G I N A Y XY A Q K F Q G R -
151 AGCCCTGGCA CCGGTATCARA CGCATACTAC GCACAGRAGT TCCAGGGCAG
TCGGGACCGT GGCCATAGTT GCGTATGATG CGTGTCTTCA AGGTCCCGTC

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

O ]

s L R S E D T A V Y Yy C A R 5 K
251 GCAGCCTGAG ATCTGAGGAC ACGGCCGTGT ATTACTGTGC GAGRAGCRAG
CGTCGGACTC TAGACTCCTG TGCCGGCACA TARTGRCACG CTCTTCGTTC

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

G Q G T L V T v § S
351 GGGCCAGGGC ACCCTGGTGA CCGTGAGCAG C
CCCGGTCCCG TGGGACCACT GGCACTCGTIC G
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I11-23 pl9 5040%%
VH-HCO (SEQ ID NO:134): (AMHHOKHCIOTHaS NOCNEAOBATEMLHOCTE VH npeacrasnseT coSoit 5040Vh)

101

151

201

251

3

(e}
w
purt

01

Q vV Q L v Q § G A E Vv K K P G § S -
CAGGTGCAGC TGGTGCAGAG CGGCGCCGAG GTGAAGAAGC CCGGCAGCAG
GTCCACGTCG ACCACGTCZC GCCGCGGCTC CACTTCTTCG GGCCGTCGTC

-V K V S C K A s G G T F S S N Y I
CGTGAAGGTG AGCTGCARGG CCAGCGGCGG CACCTTCAGC AGCAACTACA
GCACTTCCAC TCGACGTTCC GGTCGCCGCC GTGGAAGTCG TCGTTGATGT

-~~~ ~ .o~

S W Vv R Q A P G Q G L E W M G I
TCAGCTGGGT GCGCCAGGCC CCCGGCCAGG GCCTGGAGTG GATGGGCATC
AGTCGACCCA CGCGGTCC3G GGGCCGGTCC CGGACCTCAC CTACCCGTAG

~~_~~~~~~~~~~~~~~~n~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~

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

v T I T A D E S T S T A Y M E L S
CGTGACCATC ACCGCCGARCG AGAGCACCAG CACCGCCTAC ATGGAGCTGA
GCACTGGTAG TGGCGGCTGC TCTCGTGGTC GTIGGCGGATG TACCTCGACT

S L R S E D T A V Y Yy C A R S K
GCAGCCTGCG CAGCGAGGAC ACCGCCGTGT ACTACTGCGC CCGCAGCAAG
CGTCGGACGC GTCGCTCCTG TGGCGGCACA TGATGACGCG GGCGTCGTTC

~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~

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

-G Q G T L VvV T v S S
GGGCCAGGGC ACCCTGGTGA CCGTGAGCAG C
CCCGGTCCCG TGGGACCACT GGCACTCGTC G
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1L-23 pl9 5040YF

VH-MOR

101

201

(SEQ ID NO: 135) 1 (AMHHOKHGIOTRAS NOCTEAOBATENBHOCTD VH npexncrasmser coGolt 5040Vh)

e vV Q L v Q S G A E v K K P G S S
CAGGTGCAAT TGGTTCAGTC TGGCGCGGAA GTGAAAAARC CGGGCAGCAG
GTCCACGTTA ACCBAAGTCAG ACCGCGCCTT CACTTTTTTG GCCCGTICGTIC

-V KV S C K & S G G T F S S N Y I
CGTGAAAGTG AGCTGCAAAG CCTCCGGAGG CACTTTTTCT TCTAATTATA
GCACTTTCAC TCGACGTTTC GGAGGCCTCC GTGAAARAGA AGATTAATAT

S W V R Q A P G Q@ G L E W M G I
TTTCTTGGGT GCGCCAAGCC CCTGGGCAGG GTCTCGAGTG GATGGGCATT
AARAGAACCCA CGCGGTTCGG GGACCCGTCC CAGAGCTCAC CTACCCGTAA

s P G T G I N A Y Y A Q K F g G R -
TCTCCTGGTA CTGGTATTAA TGCTTATTAT GCTCAGARAGT TTCAGGGTCG
AGAGGACCAT GACCATAATT ACGAATAATA CGAGTCTTCA AAGTCCCAGC

v T I T A D E S T S T A Y M E L S
GGTGACCATT ACCGCGGATG ARAGCACCAG CACCGCGTAT ATGGAACTGA
CCACTGGTAA TGGCGCCTAC TTTCGTGGTC GTGGCGCATA TACCTTGACT

P

S L R S E D T A V ¥ Yy C A R S K
GCAGCCTGCG TAGCGAAGAT ACGGCCGTGT ATTATTGCGC GCGTTCTAAG
CGTCGGACGC ATCGCTTCTA TGCCGGCACA TAATAACGCG CGCAAGATTC

~~~~~~~~~~~~~~~~~~~~~~~~~~~~~...~~~~~~~~...~~~..~...~...~~~~~

K G M Y G G W T Y P L M M F D L W
AAGGGTATGT ATGGTGGTTG GACTTATCCT CTTATGATGT TTGATCITTG
TTCCCATACA TACCACCARC CTGAATAGGA GARATACTACA ARCTAGAAAC

-G Q G T L VvV T vV S S8
GGGCCAAGGC ACCCTGGTGA CGGTTAGCTIC A
CCCGGTTCCG TGGGACCACT GCCARTCGAG T
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IL-23 pl9 5040%%
VK-HCO (SEQ ID NO:136) : (AMHHOKHCIOTHAS HOCTeAOBaTeRbHOCT VK npeactasiset coboit 41905Y)

E I V L T Q S P A T L § L s P G E -
1 GAGATCGTGC TGACCCAGAG CCCCGCCACC CTGAGCCTGA GCCCCGGCGA
CTCTAGCACG ACTGGGTCTC GGGGCGGTGG GACTCGGACT CGGGGCCGCT

R A T L 8§ T R A 5 Q S V 8§ S N Y L
51 GCGCGCCACC CTGAGCTGCC GCGCCAGCCA GAGCGTGAGC AGCAACTACC
CGCGCGGTGG GACTCGACGG CGCGGTCGGT CTCGCACTCG TCGTTGATGG

-~

A W Y Q Q K P G Q A P R L L I Y
101 TGGCCTGGTA CCAGCAGAAG CCCGGCCAGG CCCCCCGCCT GCTGATCTAC
ACCGGACCAT GGTCGTCTTC GGGCCGGTCC GGGGGGCGGA CGACTAGATG

Y A S R R A T G vV P A R F § G § G
151 TACGCCAGCC GCCGCGCCAC CGGCGTGCCC GCCCGCTTCR GCGGCAGCGG
ATGCGGTCGG CGGCGCGGTG GCCGCACGGG CGGGCGAAGT CGCCGTCGCC

S G T D F T L T I S 5 L E P E D F -
201 CAGCGGCACC GACTTCACCC TGACCATCAG CAGCCTGGAG CCCGAGGACT
GTCGCCGTGG CTGAAGTGGG ACTGGTAGTC GTCGGACCTC GGGCTCCTGA

o e e g e P s e st B e e T e e P P Pt a0 e s e 0

AV Y Y C Q Q T 5 N T P F T F G
251 TCGCCGTGTA CTACTGCCAG CAGACCAGCA ACACCCCCTT CACCTTCGGC
AGCGGCACTAT GATGACGGTC GTCTGGTCGT TGTGGGGGAA GTGGAAGCCG

g G T K Vv E I K
301 CAGGGCACCA AGGTGGAGAT CAAG
GTCCCGTGGT TCCACCTCTA GTTC



152

1L-23 pl9 5040%%
VK~HCO (SEQ ID N0:137) : (AMHHOKHCIOTHAS NOCTEA0BATEILHOCTL VK npezcrasiser coboi 4190%)

E I V L T ¢ S P A T L §$ L S§ P G E
1 GAAATTGTGT TGACACAGTC TCCAGCCACC CTGTCTTTGT CTCCAGGGGA
CTTTAACACA ACTGTGTCAG AGGTCGGTGG GACAGAAACA GAGGTCCCCT

R A T L § C R A 5 Q S V S S N Y L -
51 AAGAGCCACC CTCTCCTGCA GGGCCAGTCA GAGTGTTAGC AGCAACTACT
TTCTCGGTGG GAGAGGACGT CCCGGTCAGT CTCACAATCG TCGTTGATGA

-~

- A W Y Q Q K P G Q A P R L L I Y
101 TAGCCTGGTA CCAACAGAAA CCTGGCCAGG CTCCCAGGCT CCTCATCTAT
ATCGGACCAT GGTIGTCTTT GGACCGGTCC GAGGGTCCGA GGAGTAGATA

e e v S e Ay e P e e P T R e P

Yy A 8§ R R A T G VvV P A R F S G § G
151 TACGCATCCC GCAGGGCCAC TGGCGTGCCA GCCAGGTTCA GTGGCAGTGG
ATGCGTAGGG CGTCCCGGTG ACCGCACGGT CGGTCCAAGT CACCGTCACC

s G T D F T L T I S S L E P E D F -
201 GTCTGGGACA GACTTCACTC TCACCATCAG CAGCCTAGAG CCTGAAGATT
CAGACCCTGT CTGAAGTGAG AGTGGTAGTIC GTCGGATCTC GGACTTCTAA

AV XY Yy C Q Q T S N T P F T F G
251 TTGCAGTTTA TTACTIGTCAG CAGACTTCTA ATACTCCTTT TACCTTTGGC
AACGTCAAAT AATGACAGTC GTCTGAAGAT TATGAGGAAA ATGGARACCG

Q G T K v E I K
301 CAGGGTACGA AARGTTGAAAT TARA
GTCCCATGCT TTCAARCTTTA ATTT
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I1-23 pl9 5040%%
VK—-HCO(SEQ ID N0:138) : (AMHHOKKCIOTHAA NOCIEAOBATEILHOCTD VX npencrasiser coboit 4190%)

1

51

101

151

201

301

E I V L T Q S P A T L S L S P G E -
GAGATCGTGC TGACCCAGAG CCCGGCGACC CTGAGCCTIGT CTCCGGGCGA
CTCTAGCACG ACTGGGTCTC GGGCCGCTGG GACTCGGACA GAGGCCCGCT

R A T L S C R A 5 Q s VvV S§ S N Y L
ACGTGCGACC CTGAGCTGCA GAGCGAGCCA GTCTGTTTCT TCTAATTATC
TGCACGCTGG GACTCGACGT CTCGCTCGGT CAGACAAAGA AGATTARTAG

P

A W Y Q Q0 K P G Q A P R L L I Y
TGGCTTGGTA CCAGCAGAAA CCAGGTCRAG CACCGCGTCT ATTAATTTAT
ACCGAACCAT GGTCGICTTT GGTCCAGTTC GTGGCGCAGA TAATTAARATA

P R deadatadehadedad

Y A 5 R R A T G V P A R F S G S G-
TATGCTTCTC GTCGIGCAARC TGGGGTCCCG GCGCGTTTTA GCGGCTCTGG
ATACGAAGAG CAGCACGTTG ACCCCAGGGC CGCGCAARRAT CGCCGAGACC

s G T p F T L T I S S L E p E D F
ATCCGGCACG GATTTTACCC TGACCATTAG CAGCCTGGAA CCTGAAGACT
TAGGCCGTGC CTAAAATGGG ACTGGTAATC GTCGGACCTT GGACTTCTGA

PP T S T adadadadadadadada ittt

AV Y Yy C Q 0 T § W T P F T F G
TTGCGGTGTA TTATTGCCAG CAGACTTCTA ATACTCCTTT TACCTTTGGC
AACGCCACAT AATAARCGGTC GTCTGAAGAT TATGAGGAAA ATGGRAACCG

Q G T K v E I K
CAGGGTACGA AAGTTGAAAT TAAA
GTCCCATGCT TTCAACTTTA ATTT
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1L-23 pl9 3759%®

VH-GCE(SEQIDNO: 139):AMHHOKHCIOTHA NOCTICAOBATENL

e

101

201

(553
w
t

[
=
-

3

EVQLVQSGAEVKKPGES-

GAGGTGCAGC TGGTGCAGTC TGGAGCAGAG GTGARARAGC CCGGGGAGIC
CTCCACGTCG ACCACGTCAG ACCTCGTCIC CACTTTTTICG GGCCCCTCAG

LKISCI(GSGYSFSNYWI
TCTGAAGATC TCCTGTARGG GTTCTGGATA CAGCTTTAGC AACTACTGGA
AGACTTCTAG AGGACATTCC CAAGACCTAT GTCGAAATCG TTGATGACCT

~ -~ o~~~

'GWVRQMPGKGLEWMGI
TCEGCTGGGT GCGCCAGRTG CCCGGGARAG GCCTGGAGTG GATGGGGATC
AGCCGACCCA CGCGGTCTAC GGGCCCTITC CGGACCTCAC CTACCCCTAG

CDR2

e s o~~~ o~~~ JIPUPUPIUSUPRPUPUPNTRE P SEREE S S iadadnd

IDPSNSYTR‘_{SPSFQGQ'

ATCGACCCTA GCAACTCTTA CACCAGATAC AGCCCGTCCT TCCARGGCCA
TAGCTGGGAT CGTTGAGAAT GTGGTCTATG TCGGGCAGGA AGGTTCCGGT

-VTISADKSISTAYLQWS-

GGTCACCATC TCAGCCGACA AGTCCATCAG CACCGCCTAC CTGCAGTGGA
CCAGTGGTAG AGTCGGCTGT TCAGGTAGTC GTGGCGGATG GACGTCACCT

P Ll

SLKASDTAMYYCARWX
GCAGCCTGRA GGCCTCGGAC ACCGCCATGT ATTACTGTGC GAGATGGTAC
CGTCGGACTT CCGGAGCCTG TGGCGGTACE TRATGACACG CTCTACCATIG

YKEFDVWGQGTLVTVSS
TACAAGCCCT TCGACGTGTG GGGCCAGGGC ACCCTGGTGA CCGTGAGCAG
ATGTTCGGGA AGCTGCRCAC CCCGGTCCCG TGGGACCACT GGCACTCGIC

- S
c
G

nocTs VH npencTasisier cobolt 46491

®)
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IL-23 pl% 375 gee/es
VH-HCO(SEQ ID NOQ:140) :(AMHHOKHCIOTHAS NOCNCIOBATENLHOCTE VH npeacrasiset cobo# 4649rF)

E V. Q L VvV Q 8§ G A E vV K K P G E S -
1 GAGGTGCAGC TGGTGCAGAG CGGCGCCGAG GTGAAGAAGC CCGGCGAGAG
CTCCACGTCG ACCACGTCTC GCCGCGGCTC CACTITCTTCG GGCCGCTCTC

L K I s C K G s G X s F S N Y W I -
51 CCTGAAGATC AGCTGCAAGG GCAGCGGCTA CAGCTTCAGC AACTACTGGA
GGACTTCTAG TCGACGTTCC CGTCGCCGAT GTCGAAGTCG TTGATGACCT

~ ~n~

G W V R QM P G K G L E W M G I
101 TCGGCTGGGT GCGCCAGATG CCCGGCAAGG GCCTGGAGTG GATGGGCATC
AGCCGACCCA CGCGGTCTAC GGGCCGTTCC CGGACCTCAC CTACCCGTAG

CDR2

~~~~~~~~~~~~~~~~~~~~u~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~

I D P S N § X T R ¥ s P 8 F Q G Q-
151 ATCGACCCCA GCAARCAGCTE CACCCGCTAC AGCCCCAGCT TCCAGGGCCA
TAGCTGGGGT CGTTGTCGA" GTGGGCGATG TCGGGGTCGA AGGTCCCGGT

-v T I S A D K s I 8§ T A Y L Q W S -
201 GGTGACCATC AGCGCCGACH AGAGCATCAG CACCGCCTAC CTGCAGTGGA
CCACTGGTAG TCGCGGCTG™ TCTCGTAGTC GTGGCGGATG GACGICACCT

- 8§ L K A S8 D T A M Y Y ¢ A R W Y
251 GCAGCCTGAA GGCCAGCGAZ ACCGCCATGT ACTACTGCGC CCGCTGGTAC
CGTCGGACTT CCGGTCGCTS TGGCGGTACA TGATGACGCG GGCGACCATG

CDR3

Y K P F D V W G Q G T L VvV T v 8§ § -
301 TACAAGCCCT TCGACGTGTG GGGCCAGGGC ACCCTGGTGR CCGTGAGCAG
ATGTTCGGGA AGCTGCACAZ CCCGGTCCCG TGGGACCACT GGCACTCGIC

- 8
3581 C
G
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1L-23 pl9 3759%%
VE-MOR (SEQ ID NO:141): (AMHHOKH.JIOTHAs focjefaoBaTebHOCTE VH NIpencTaBiseT coboit 4649rF)

E V QL v Q S G A E v K K P G E § -
1 GAGGTGCAAT TGGTTCAGAG CGGCGCGGAA GTGARARRAC CGGGCGAAAG
CWCCACGTTA ACCAAGTCTC GCCGCGCCTT CACTTTTTTG GCCCGCTTTC

CDR1

L K I s C K € s 6 Y s F S N Y W I

51 CCTGAAAATT AGCTGCAARG GTTCCGGATA TTCCTTTTCT AATTATTGGA
GGACTTTTAA TCGACGTTTC CARGGCCTAT BAGGARAAGR TTAATARCCT

——————— ~

G W V R Q@ M P G K G L E W M G I
101 TTGGTTGGGT GCGCCAGATG CCTGGGAAGG GTCTCGAGTG GATGGGCATT
AACCAACCCA CGCGGTCTAC GGACCCTTCC CARGAGCTCAC CTACCCGTAA
CDR2

I D P S N § Y T R ¥ s P § F Q G Q-
151 ATCGATCCGT CTAATAGCTA TACCT “PAT TCTCCGAGCT TTCAGGGCCA
TAGCTAGGCA GATTATCGAT ATGGGUGATA AGAGGCTCGA AAGTCCCGGT

-V T X s A D K s I 8 T A X L Q W S -
201 GGTGACCATT AGCGCGGATA ARAGCATTAG CACCGCGTAT CTTCAATGGA
CCACTGGTAA TCGCGCCTAT TTTCGTAATC GTGGCGCATA GARGTTACCT

S L K A § D T A M X Yy C A R W Y
251 GCAGCCTGAR AGCGAGCGAT ACGGCCATGT ATTATTGCGC GCGTTGGTAT
CGTCGGACTT TCGCTCGCTE TGCCGGTACA TAATAARCGCG CGCARCCATA

CDR3
Yy K P F D V W G Q G T L Vv T v s S °
301 TATAAGCCTT TTGATGTTITG GGGCCAAGGC ACCCTGGTGA CGGTTAGCTC
ATATTCGGAA AACTACARARZ CCCGGTTCCG TGGGACCACT GCCAATCGAG

S
A
T

W
W
-
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TL-23 pl3 3758™%

VL-GCE (SEQ 1D NO: 142 ): (AMHHOKHCIIOTHaS NOCASA0BATEMLHOCTE VL npencrasiieT cobokt

n
s

-
(=
Pt

3m.

5059%%)

Q 8 V L T Q P
CAGTCTGTGC TGACGCAGCC
GTCAGACACG ACTGCGTCGG

P S V $§ G A P G Q R -
SCCCTCAGTG TCTGGGGCCC CAGGGCAGAG
~GGGAGTCAC AGACCCCGGG GTCCCGTCTC

CDR1
- v T I 5 ¢ T G s & 8 N I G s G ¥
GGTCACCATC TCCTGCACTG GGAGCAGCTC CAACATCGGG AGCGGTTATG
CCAGTGGTAG AGGACGTGAC CCTCGTCGAG GTTGTAGCCC TCGCCAATAC

D -

v B W Y ¢ @ L P G T A P K L L I
ATGTACACTG GTACCAGCAG CTTCCAGGAA CAGCCCCCAA ACTCCTCATC
PACATGTGAC CATGGTCGTC GAAGGTCCTT GTCGGGGGTT TGAGGAGTAG

PPN Stiadaiadadadasind

Y 6 N 8 K R P s G V p b R F s G S -
TATGGTARCA GCAAGCGGCC CTCAGGGGTC CCTGACCGAT TCTCTGGCTC
ATACCATTGT CGTTCGCCGG GAGTCCCCAG GGACTGGCTA AGAGACCGAG

- K § G T 8§ A S L A I T G L Q 8 E D~
CAAGTCTGGC ACCICAGCCT CCCTGGCCAT CACIGGGCTC CAGAGCGAGG
GTTCRAGACCG TGGAGTCGGA GGGACCGGTA GTGACCCGAG GTCTCGCTCC

- E A D Yy ¥ C A S W T D G D
ATGAGGCTGAR TTATTACTGS GCCAGCTGGA CCGACGGCCT GAGCCTGGTG
TACTCCGACT AATAATGACG CGGTCGACCT GGCTGCCGGA CTCGGACCAC

vV F G G G T K L T V L G
GTGTTCGGCG GCGGCACCRA GCTGACCGTG CTGGGC
CACAAGCCGC CGCCGTGGTT CGACTGGCAC GACCCG

IL-23 pl9 37597

VL-HCO (SEQ ID N0O:143):

251

it

-

(AMMHOKHMCIIOTHAS nocnenoBaTeNbHocTy VL, npeacTas/ieT cobok 5059%)

vV L T Q P P S8 V s G A P G Q R -
GTGC TGACCCAGCC CCCCAGCGTG AGCGGCGCCC CCGGCCAGCG
CACG ACTGGGTCGG GGGGTCGCAC TCGCCGCGGG GGCCGGTCGC

~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~

s ¢ T 6 s 8 N I G

s

- v T
CGTGACCATC AGCTGCACCG GCAGCAGCAG CARCATCGGC AGCGGCTACG
GCACTGGTAG TCGACGTGGC CGTCGTCGTC GTTGTAGCCG TCGCCGATGC

I p -

v B W Yy ¢ Q
ACGTGCACTG GTACCAGCAG
TGCACGTGAC CATGGTCGTC

L P G T A P K L L I
CTGCCCGGCA CCGCCCCCAA GCTGCTGATC
GBCGGGCCGT GGCGGGGGTT CGRCGACTAG

CDR2
Y G N S K R P s G V P D R F s 6 §
TACGGCAACA GCAAGCGCCC CAGCGGCGTG CCCGACCGCT TCAGCGGCAG
ATGCCGTTGT CGTTCGCGGEE GTCGCCGCAC GGGCTGGCGA AGTCGCCGTC
-K 8 G T 8§ A S L A I T G L Q S E D-
CAAGAGCGGC ACCAGCGCCA GCCTGGCCAT CACCGGCCTC CAGAGCGAGG
GTTCTCGCCG TGGTCGCGGT CGGACCGGTR GTGGCCGGAG GTCTCGCTCC

- E A D Y Y C
ACGAGGCCGA CTACTACTGT
TGCTCCGGCT GATGATGACA

A S W T D G L
GCCBGCTGGR CCGACGGCCT GAGCCTGGTG
CGGTCGACCT GGCTGCCGGA CTCGGACCAC

vV F G ©C G T K L T V L G
GTGTTCGGCG GCGGCACTAA GCTGACCGTIG CTGGGC
CACAAGCCGC CGCCGTGGTT CGACTGGCAC GACCCG
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TL-23 p19 375g%res
VL~MOR (SEQ ID NO: 144y . (AMHHOK HCHOTHAY nocaeaoBaTenbHOCTS VL npeacrasnser coboji 5059

P
[}
Yo

15

20

Q 8§ v g T o p P S v 5 g A P G Q@ R -
CBERECGTGE TGACCCAGC GCCTTICAGTG AGTGGCGCAC CAGGTCAGCG
GCACG ACTGGGTCGG CGGAAGTCAC TCACCGCGTG GTCCAGTCGC

vV T o1 8§ ¢ 1 ¢ 5§ 8 s N I ¢ S
TGTGACCATC TCGTGTACGS GCAGCAGCAG CAACATTGGT TCTGGTTATG
ACACTGGTAG AGCACATGCC CGTCGTCGTE GTTGTAACCA AGACCAATAC

Y 6 N g K R » S 6 v P D R F S G s
TATGGTAATT CTAAGCGTCC CTCAGGCGTS CCGGATCGTT TTAGCGGATC
ATACCATTAA GATTCGCAGG GAGTCCGCAC GGCCTAGCAA AATCGCCTAG
K § 6 T 8 A s L A 1 T G L Q S E p -
CAARAGCGGC ACCAGCGCGA GCCTTGCGAT TACGGGCCTG CAAAGCGAAG
GTTTTCGCCE TGGTCGCGCT CGGAACGCTA ATGCCCGGAC GTTTCGCTTC

* E A D Y v ¢ A S w T D ¢ L S L v
ACGAAGCGGA TTATTATTGC GCTTCTTGGA CPGATGGTCT TTCTCTTGTT
TGCTTCGCCT AATAATAACG CGAAGRACCT GACTACCAGA AAGAGAACAA

V F G G G T K L T vy L G
GTGTTTGGCG GCGGCACGAA GITAACCGTT CTTGGC
CACARACCGC CGCCGTGCTT CAATTGGCAA GAACCG

Tabmmua 10

SEQ ID NO:145 (Cybbeannnna IL-23p19 qenoBexa)
Met Leu Gly ser Arg Ala Val Met Leu Leu Leu Leu Leu Pro Trp Thr

1
Ala

Cys

Pro

Thr

65

Gly

Leu

Pro

Leu

Gln

145

Leu

2la

Gln

Gln

Leu

50

Asn

Leu

“le

Gly
130
Gln

5 10 15
Gly Arg Ala val Pro Gly Gly Ser Ser Pro Ala Trp Thr Gin
20 25 30
Gln Leu Ser Gin Lys Leu Cys Thr Leu Ala Trp Ser Ala His
35 40 45
Val Gly His Met Asp Leu Arg Glu Glu Gly Asp Glu Glu Thr
55 60
Asp Val Pro His Ile Gln Cys Gly asp Gly Cys Asp Pro Gln
70 75 80
Arg Asp Asn Ser Gln Phe Cys Leu Gln Arg Ile His Gln Gly
85 80 95
Phe Tyr Glu Lys Leu lLeu Gly Ser Asp Ile Phe Thr Gly Glu
100 105 110
Leu Leu Pro ASp Ser Pro Val Ala Gln Leu His Ala Ser Leny
115 120 125
Leu Ser Gln Leu Leu Gln Pro Glu Gly His His Trp Glu Thr
135 140
Ile Pro Ser Leu Ser Pro Ser Gin pro Trp Gln Arg Leu Leu
150 155 160
Phe Lys Ile Leu Arg Ser Leu Gln Ala Phe Val ala Val Ala
165 170 175
Val Phe Ala His Gly Ala Ala Thr Leu Ser Pro
180 185



<110>

<120>

<130>

<140>

<141>

<150>

<151>

<160>

<170>

<210>

<211>

<212>

<213>

<400>
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5

PRT

Homc sapiens

1

Asn Tyr Ala Ile Ser

1

<210>

<211>

5

2

5



<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



<400> 5
Asn Tyr Trp Ile Gly

1 5

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

<213> Homo sapiens

<400> 6
Ser Phe GlLy 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
<211> 17
<212> PRT

<213> Homo sapiens



<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> 2RT

<213> Homo sapiens

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

Gly



<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> PXRT

<213> Homo sapiens

<400> 13
Leu Ile Asp Pro Met Phe Gly Gly /Jla Tyr Tyr Ala Gln Lys Phe Gln

1 5 10 15



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> FERT

<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>



<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>

unsure
(1)

Synthesized human sequenc: where Xaa can be G, I, or L

unsure
(2)

Synthesized human sequenc: where Xaa can be I or S

unsure
(3)

Synthesized human sequence¢ where Xaa can be I, P, N, or D

unsure
(4)

Synthesized human sequenct¢ where Xaa can be P, G, or A

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

T, H, N, or v

unsure
(6)

Synthesized human sequence where Xaa can be F, I, G, 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, N, or G

unsure
(9)

Synthesized human sequence where Xaa can be A or T

unsure
(10)

Synthesized human sequencz where Xaa can be N, W, or Y

16

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

1

Gly

<210>
<211>
<212>

<213>

5 10 15

17
17
PRT

Homo sapiens



<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



10

<211> 17
<212> PRT

<213> Homo 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 Tle Asp Pro Ser Asn Ser Tyr Thr Asp Tyr Ser Pro Ser Phe Gln

Gly

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

<213> Homo sapiens

<400> 22
Ile Ile Ser Pro Thr Gly Ser Val Tar Trp Tyr Ser Pro Ser Phe Gln

1 5 10 15



11

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



12

<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



<210>

<211>

<212>

<213>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

<220>

<221>

<222>

<223>

13

28
17
PRT

Homo sapiens

unsure
(3)

Synthesized human sequencs where Xaa can be D or S

unsure
(5)

Synthesized human sequence where Xaa can be S5, V, D, or T

unsure
(6)

Synthesized human sequence where Xaa can be N, S, or G

unsure
(8)

Synthesized human sequence where Xaa can be Y, W, T, H, V, S, or A

unsure
(10)

Synthesized human sequence where Xaa can be N, D, R, K, or W



14

<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



15

<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> Homc 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 Gli 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



17

<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



18

<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 ARla 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



19

<210>» 42
<211> 7
<212>» PRT

<213> Horo 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 Pae 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



20

<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



<212> PRT

<213> Homo sapiens

<400> 51

Thr Gly Thr Ser Ser Asp Val Glv

1 5

<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

22

Gly Tyr Asn Ser Val Ser

10



<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> 36
Gly Asn Ser Lys Arg Pro Ser

1 5

<210> 57
<211> 7
<212> 2RT

<213> Homo sapiens



24

<400> 57
Ser Val Sexr Ser Arg Pro Ser

1 5

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

<213> Homo sapiens

<400> 58
His Glan 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> 50

<211> 9

<212> PRT

<213> Homo sapiens

<400> 50



25

Gln Gln Tyr Ser His Ile Ser Le:. Thr

1 5

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

<213> Homo sapiens

<400> 61
Gln GIn Phe Ala His Ile Leu Lei. Thr

1 5

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

<213> Homc 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 Prc Thr
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<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



<210>

<211>

<212>

<213>

<400>

27

67

PRT

Homo sapiens

67

Gln Gln Asp Thr Ser Ser Pro Phs 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, D,

unsure

(4)

Synthesized human sequence where Xaa can be S, I, A,

unsure
(5)

Synthesized human sequence where Xaa can be N, T, L,

or

T,

S,

R, or L

or G
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<221> unsure
<222> (6)

<223> Synthesized human sequence where Xaa can be T, Y, S, or =

<220>
<221> unsure
<222> (7)

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

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

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

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

1 5 10

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

<213> Homo sapiens

<400> 59
Gln Thr Tyr Ala Ser Leu Gly Pro Gly Glu Val

1 5 10

<210> 70

<211> 9
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<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> 7
<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



<213>

<400>

30

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
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<220>
<221> unsure
<222> (9)

<223> Synthesized human sequen:e where Xaa can be S, M, or L

<220>
<221> unsure
<222> (10)

<223> Synthesized human sequenc= where Xaa can be I or V

<400> 74
Xaa Ser Trp Thr Asp Xaa Xaa Xaa Xaa Xaa Val

1 5 10

<210> 75
<211> 11
<212> PRT

<213> Homo sapiens

<400> 75
Ser Ser Tyr Asp Thr Asn Lys Pro Leu Val Val

1 5 10

<210> 76
<211> 11
<212> PRT

<213> Homo sapiens
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<400> 76
Gly Ser Tyr Asp Val Tyr Gly Arc 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 Cly Pro Val

1 5 10

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

<213> Homo sapiens

<400> 79

Gly Ser Trp Asp Pro Ile Phe Ser Tvr Glu Val




<210>
<211>
<212>

<213>

<400>

Gln Va

Ser Va

Ala I1

Gly Gl

50

Gln Gl
65

Met Gl

Ala Ar

Val Th

<210>
<211>
<212>

<213>

80

117

PRT

Homo sapiens

80

1 Gln

1 Lys

e Ser

35

y Ile

y Arg

u Leu

g Asp

r Val

115

81
1.3

PRT

Leu

Val
20

Trp

Ile

Val

Ser

Ile

100

Ser

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Ser

Homo sapiens

Gln

Cys

Arg

Met

Ile

70

Leu

Ala

Ser

Lys

Gln

Phe

55

Thr

Arg

Gly

Als

Ala

40

Gly

Ala

Ser

Met

33

Ala

Ser

25

Pro

Tyr

Asp

Glu

Asp

105

10

Glu

10

Gly

Gly

Ala

Glu

Asp
90

Val

Val

Gly

Gln

Asn

Ser

75

Thr

Trp

Lys

Thr

Gly

Tyr

60

Thr

Ala

Gly

Lys

Phe

Leu

45

Ala

Ser

Val

Gln

Pro

Ser

30

Glu

Gln

Thr

Tyr

Gly

110

Lys

Ala

Tyr
95

Thr

Ser

Tyr

Met

Phe

Tyr

80

Cys

Leu



<400> 81

Gln Val Gln

1

Ser

Ala

Gly

Thr

65

Ser

Tyr

Ser

<210> 82

Val

Ile

Gly

50

Ile

Lys

Ser

35

Ils

Thr

Leu Arg

Ala

Gly

<211> 108

<212> PRT

Leu

Val

20

Trp

Ile

Ala

Ser

Met

100

Val

Ser

Val

Pro

Asp

Glu

85

Asp

<213> Homo sapiens

<400> 82

Gln Ser

Cys Lys

Arg Gln

Phe Gly

55

Glu Ser

70

Asp Thr

Val Trp

Ala

Als

40

Tyr

Thr

Ala

Gly

Asp Ile Val Leu Thr Gln Ser Pro

1

5

Glu Arg Ala Thr Leu Ser Cys Arg

20

34

Ala

Ser

25

Pro

Ala

Ser

Val

Gln

105

Glu

10

Gly

Gln

Thr

Tyr

90

Gly

Val

Gly

Gln

Lys

Ala

75

Tyxr

Thr

Thr

Gly

Phe

60

Tyr

Cys

Leu

Lys

Phe

Leu

45

Gln

Met

Ala

Val

Pro

Ser

30

Glu

Gly

Glu

Arg

Thr

110

Ala Thr Leu Ser Leu Ser

10

Bla Ser Gln Ser Val Leu

o]
.

30

Gly Ser

15

Asn Tyr

Trp Met

Arg Val

Leu Ser

80

Asp Ile

95

Val Ser

Pro Gly
15

Gly Asn

Tyr Leu Ala Trp Tyr Gln Gln Lys tro Gly Gln Ala Pro Arg Leu Leu

35

40

45



Ile

Gly

65

Pro

Thr

<210>

<211>

<212>

<213>

<400>

Tyr

Ile

Gly

65

Pro

Gly

Tyr Gly Ala

50

Ser Gly Ser

Glu

Thr

Ile

Arg

Leu

Tyr

50

Ser

Glu

Gln

83

83

Asp

Phe

105

PRT

Val

Ala

Ala

35

Gly

Gly

Asp

~

‘le

Phe

Gly

100

Leu

Thr

20

Trp

Ala

Ser

Phe

Thr

100

Ser

Ser Arg Alsz

55

Gly Thr Asp

Ala

85

Gln

Homo sapiens

Thr

Leu

Tyr

Ser

Gly

Ala

85

Lys

70

Val

Gly

Gln

Ser

Gln

Ser

Thr

70

Val

Val

Tyr

Thr

Ser

Cys

Gln

Arg

55

Asp

Tyr

Glu

Phe

Tyr

Lys

Pro

Arg

Lys

40

Ala

Phe

Tyr

Ile

35

Thr

Thr

Cys

Val

105

Ala

Ala

Pro

Thr

Thr

Cys

Lys

115

Gly

Leu

His

90

Glu

Thr
10

Ser

Gly

Leu

Gln

90

Val

Thr

75

Gln

Ile

Leu

Gln

Gln

Val

Thr

75

Tyr

Pro Ala Arg Phe Ser

60

Ile

Tyr

Lys

Ser

Ser

Ala

Pro

60

Ile

Ile

Ser Ser Leu Glu

80

Gly Ser Ile Ser

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



36

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

<213> Homo sapiens

<400> 34
Asp Tle 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
Ile Tyr Gly Ala Ser Ser Arg Ala "hr Gly Val Pro Ala Arg Phe Ser
50 55 60
Gly Ser Gly Ser Gly Thr Asp Phe "hr Leu Thr Ile Ser Ser Leu Glu
65 70 75 80
Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Tyr Ile Thr Phe Gly Gln
85 90 95
Gly Thr Lys Val Glu Ile Lys

100

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

<213> Homo szpiens

<400> 85
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 Al: Ser Gln Ser Val Leu Gly Asn




Tyr

Ile

Gly

65

Pro

Thr

<210> 86

Leu

Tyr
50

Sexr

Ala Trp

35

20

Gly Ala

Gly

Ser

Glu Asp Phe

. Val

<211> 127

<212> PRT

Glu

100

Tyr

Ser

Gly

Ala

85

Ile

<213> Homo sapiens

<400> 86

Gln Val Gln

1

Ser

Tyr

Gly

Gln

65

Met

Ala

Val

Ile

Gly

50

Glu

Arg

Ser

35

Ile

Arg

Leu

Ser

Leu

Val

20

Trp

Ile

Val

Ser

Lys

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

Lys

40

Ala

Phe

Tyr

Ala

Ala

40

Gly

Ala

Ser

Tyr

37

25

Pro

Thr

Thr

Cys

Ala

Ser

25

Pro

His

Asp

Gly

30

Gly Gln Ala Pro Arg Leu

Gly Val

Leu Thr
75
Gln Ile

90

Glu Val

10

Gly Gln

Ala Asn

Glu Ser

75
Asp Thr
90

Gly Trp

Pro
60

Ile

Thr

Lys

Thr

Gly

Tyr

60

Thr

Ala

Thr

45

Ala

Ser

Phe

Lys

Phe

Leu

45

Ala

Ser

Val

Tyr

Arg

Ser

Gly

Pro

Ser

30

Glu

Gln

Thr

Tyr

Pro

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

38

105

110

Met Phe Asp Leu Trp Gly Gln Gl/ Thr Leu Val Thr val Ser Ser

<210> 87

115

<211> 122

<212> PRT

<213> Homec sapiens

<400> 87

Gln Val Gln Leu Val

1

Ser

Tyr

Gly

Ile

65

Leu

Gly

Gly

<210> 88

Val

Ile

Ile

50

Thr

Arg

Met

Gln

Lys

Ser

35

Ile

Ala

Ser

Tyr

Gly

115

<211> 118

<212> PRT

Val

20

Trp

Pro

Asp

Glu

Gly

100

Thr

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

129

Gly

Ala

Ala

40

Ala

Ser

Val

Tyr

Val

120

Ala

Ser

25

Pro

Gln

Thr

Tyr

Pro

105

Ser

Glu

10

Gly

Lys

Ala

Tyr

80

Leu

Ser

Val

Gly

Gln

Phe

Tyr

75

Cys

Met

Thr

Gln

60

Met

Ala

Met

125

Lys

Phe

Leu

45

Gly

Glu

Arg

Phe

Pro

Ser

30

Glu

Arg

Leu

Ser

Asp

110

15

Ser

Trp

Val

Ser

Lys

95

Leu

Ser

Asn

Met

Thr

Ser

80

Lys

Trp



<213> Homo sapiens

<400> 88
Gln Val Gln
1

Ser Val Lys

Tyr Ile Ser

Gly Ala Tyr
50

Glu Ser Thr

65

Asp Thr Ala

Gly Trp Thr

Leu Val Thr

115

<210> 89
<211> 119

<212> PRT

Leu

Val

20

Trp

Ala

Ser

Val

Tyr

100

Val

Val Gln Ser Gly

Ser Cys Lys

Val Arg Gln

Gln Lys Phe
55
Thr Ala Tyr
70
Tyr Tyr Cys
85

Pro Leu Met

Ser Ser

<213> Homo capiens

<400> 8¢

Al a

Ala

40

Gln

Met

Ala

Met

39

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

Thr

60

Ser

Lys

Trp

Lys

Phe

Leu

45

Ile

Leu

Gly

Gly

Pro Gly

15
Ser Ser
30

Glu Trp

Thr Ala

Arg Ser

Met Tyr
95
Gln Gly

110

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

Ser Val Lys Val Ser Cys Lys Ala S

5

10

15

2r Gly Gly Thr Phe Ser Ser Asn



Tyr Ile

Gly Ile

50
Asp Glu
65

Glu Asp

Gly Gly

Thr Leu

<210> 90

<211> 12

Ser

35

Gly

Ser

Thr

Trp

Val

115

2

<212> PRT

20

Trp

Tyr

Thr

Ala

Thr

100

Thr

Val

Ala

Ser

Val

85

Tyr

Val

<213> Homo sapiens

<400> 90

Gln Val Gln Leu

1

Ser Val

Tyr Ile

Gly Ile
50
Ile Thr

65

Lys

Ser

35

Pro

Ala

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

Ala

4C

Ph 2

Ty

Cy=

Met

40

25

Pro

Gln

Met

Ala

Met

105

Gly Ala

Ala

Ala

40

Ala

Ser

Ser

25

Pro

Gln

*hr

Gly

Glu

Arg

90

Phe

Glu

10

Gly

Lys

Ala

Gln

Arg

Leu

75

Ser

Asp

Val

Gly

Gln

Phe

Tyr

75

Val

60

Ser

Lys

Leu

Lys

Thr

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

Ser

Asn

Met

Thr

Ser

80



41

Leu Arg Ser Glu Asp Thr Ala Vzl 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> 91
<211> 122
<212> PRT

<213> Homo sapiens

<400> 91
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 Tle Ser Trp Vval 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> 92

<211> 12

<212>

<213>

<400> 92

2

PRT

Gln Val Gln

1

Ser

Tyr

Gly

Ile

65

Leu

Gly

Gly

Val

Ile

Ile

50

Thr

Arg

Met

Gln

<210> 93

<211> 10

<212>

<213>

<400> 93

Lys

Ser

35

Pro

Ala

Ser

Tyr

115

8

PRT

Leu

Val

20

Trp

Phe

Asp

Glu

Gly

100

Thr

Homo sapiens

Val

Ser

Val

Gly

Glu

Asp

85

Gly

Leu

Homo sapiens

Gln

Cys

Arg

Ala

Ser

70

Thr

Trp

Val

Ser

Lys

Gln

Tyr

55

Thr

Ala

Thr

Thr

Gly

Ala

Ala

40

Ala

Ser

Val

Tyr

Val

120

42

Ala

25

Pro

51ln

I'ro
105

Ser

Glu

10

Gly

Gly

Lys

Ala

Tyr

50

Leu

Ser

Val

Gly

Gln

Phe

Tyr

75

Cys

Met

Lys Lys

Thr Phe

Gly Leu

45
Gln Gly
60

Met Glu

Ala Arg

Met Phe

Pro

Ser

30

Glu

Arg

Leu

Ser

Asp

110

Gly

15

Ser

Trp

Val

Ser

Lys

95

Leu

Ser

Asn

Met

Thr

Ser

80

Lys

Trp

Asp Ile Val Leu Thr Gln Ser Pro A.a Thr Leu Ser Leu Ser Pro Gly

1

5

10

15



Glu

Tyr

Ile

Gly

65

Pro

Phe

Arg Ala

Leu Ala

35

Tyr Tyr

Ser Gly

Glu Asp

Thr Phe

<210> 94

<211> 107

<212> PRT

<213>

<400> 94

Glu

Glu

Tyr

Ile

Gly

65

Pro

Ile Val

Arg Ala

Leu Ala

35
Tyr Tyr
50

Ser Gly

Glu Asp

Thr

20

Trp

Ala

Ser

Phe

Gly

100

Leu

Thr
20

Trp

Ala

Ser

Phe

Leu

Tyr

Ser

Gly

Ala

85

Gln

Homo sapiens

Thr

Leu

Tyr

Ser

Gly

Ala

85

Ser

Gln

Arg

Thr

70

Thr

Gly

Gln

Ser

Gln

Arg

Thr

70

Tyr

Cys Ary

Gln

Arg

55

Asp

Tyr

Thr

Ser

Cys

Gln

Arg

55

Asp

Tyr

Ly

40

Phe

Tyr

Lys

Pro

Arg

Lys

40

Ala

Phe

Cys

43

Ala

25

Pro

Thr

Thr

Cys

Val

105

Ala

Ala

25

Pro

Thr

Thr

G'n

Ser

Gly

Gly

Leu

Gln

90

Glu

Thr
10

Ser

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



Thr Phe Gly Gln Gly Thr Lys Va .

<210> 95

<211> 101

<212> PRT

100

<213> Homo sapiens

<400> 95

Asp

Glu

Tyr

Ile

Gly

65

Pro

Lys

Ile

Arg

Leu

Tyr

50

Ser

Glu

Val

<210> 96

<211> 10

<212>

<213>

<400> 96

Val

Ala

Ala

35

Tyr

Gly

Asp

Glu

3

PRT

Leu

Thr

20

Trp

Ala

Ser

Phe

Ile

100

Thr

Leu

Tyr

Ser

Gly

Ala

85

Lys

Hemo sapiens

Gln

Ser

Gln

Arg

Thr

70

Tyr

Ser

Cys

Gln

Arg

55

Asp

Tyr

Pro

Arg

Lys

40

Ala

Phe

Cys

44

Glu Ile Lys

105

Ala

Ala

25

Pro

Thr

Thr

Gln

Thr

10

Ser

Gly

Gly

Leu

Gln

80

Leu

Gln

Gln

Val

Thr

75

Thr

Ser

Ser

Ala

Pro

60

Ile

Phe

Leu

Val

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>

<212>

<213>

<400> 97

Asp

Ile

Glu Arg

Val

Ala

Ala

35

Tyr

Gly

Asp

Lys

104

PRT

Val

Ala

Tyr Leu Ala

35

Ile Tyr Tyr

Gly

50

Ser

Gly

Leu

Thr

20

Trp

Ala

Ser

Phe

Val

100

Leu

Thr

20

Trp

Ala

Ser

Thr

Leu

Tyr

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

Pro

Arg

Lys

40

Ale

Phe

Cys

Pro

Arg

Lys

40

Ala

Phe

45

Ala

Ala

25

Pro

Thr

Thr

Gln

Ala

Ala

25

Pro

Thr

“hr

Thr Leu

10

Ser Gln

Gly Gln

Gly Val

Leu Thr

75

Gln Pro

90

Thr Leu

10

Ser Gln

Gly Gln

Gly Val

Leu Thr

Ser

Ser

Ala

Pro

60

Tle

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 Gly

15

Ser Asn

Leu Leu

Phe Ser

Leu Glu

80

Gly Gln

95

Pro Gly

15

Ser Asn

Leu Leu

Phe Ser

Leu Glu



65

70

Pro Glu Asp Phe Ala Tyr Tyr Cys

85

Gln Gly Thr Lys Val Glu Ile Lys

<210> 98

<211> 10

4

<212> PRT

100

<213> Homo sapiens

<400> 98
Asp Ile
1

Glu Arg

Tyr Leu

Ile Tyr

50
Gly Ser
65

Pro Glu

Gln Gly

<210> 99

<211> 11

Val

Ala

Ala

35

Tyr

Gly

Asp

Thr

5

<212> PRT

Leu

Thr

20

Trp

Ala

Ser

Phe

Lys

100

Thr Gln Ser

Leu Ser Cys

Tyr Gln Gln

Ser Arg Arg
55
Gly Thr Asp
70
Ala Tyr Tyr
85

Val Glu Ile

Pro

Arg

Lys

40

Ala

Phe

Cys

Lys

46

75

80

Gln Gln Thr Pro Phe Thr Phe Gly

Ala

Ala

25

‘.)ro

“hr

Gln

90

Thr
10

Ser

Gly

Leu

Gln

90

Leu

Gln

Gln

Val

Thr

75

Asn

Ser

Ser

Ala

Pro

60

Ile

Pro

Leu

Val

Pro

45

Ala

Ser

Phe

Ser

Ser

30

Arg

Ser

Thr

95

Pro

15

Ser

Leu

Phe

Leu

Phe

95

Gly

Asn

Leu

Ser

Glu

80



47

<213> Homo sapiens

<400> 99
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu
1 5 10 15
Ser Lea Lys Ile Ser Cys Lys Gly Ser Gly Tyr Ser Phe Thr Asn Tyr
20 25 30

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

Gly Trp Ile Arg Pro Gly Asp Ser Asp Thr Arg Tyr Ser Pro Ser Phe

50 55 60

Glu Gly Gln Val Thr Ile Ser Ala Asp Lys Ser Ile Ser Thr Ala Tyr

65 70 75 80
Leu Gln Trp Ser Ser Leu Lys Ala 3er Asp Thr Ala Met Tyr Tyr Cys
85 90 95
Ala Arg His Tyr Tyr Gly Met Asp Tyr Trp Gly Gln Gly Thr Leu Val
100 105 110
Thr Val Ser Ser

115

<210> 100
<211> 110
<212> PRT

<213> Homo sapiens

<400> 1CO

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 S2r Ser Ser Asn Tle Gly Ser Tyr

20 25 30



Tyr

Ile

Gly

65

Ser

Pro

<210>

<211>

<212>

<213>

<400>

Val

Tyr

50

Ser

Glu

Gly

Asn

35

Gly

Lys

Asp

Glu

101

121

PRT

101

Gln Val Gln

1

Ser

Trp

Ser

Lys

65

Leu

Ala

Leu

Ile

Tyr

50

Gly

Gln

Arg

Arg

Thr

35

Ile

Arg

Met

Gly

Asn

Ser

Glu

Val

100

Leu

Leu

20

Trp

Ser

Phe

Asn

Thr

100

Tyr

Thr

Gly

Ala

85

Phe

Homo sapiens

Val

Ser

Val

Ser

Thr

Ser

85

Phe

Gln

His

Thr

70

Asp

Glu

Cys

Arg

Ser

Ile

70

Leu

Trp

Gln

Arg

55

Ser

Tyr

Gly

Ser

Ala

Gln

Gly

55

Ser

Arg

Ser

48

Lea Pro
40

Pr» Ser

Ala Ser

Tyr Cys

Gly Thr

105

Gly Gly

Ala Ser

25
Ala Pro
40

Ser Ser

Arg Asp

Ala Glu

Phe (ly

105

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

110

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



49

Gln Gly Thr Leu Val Thr Val Ser Ser

115

<210> 102

<211> 107

<212> PRT

<213> Eomo sapiens

<400> 102

Asp Ile
1

Glu Arg

Leu Ala

Tyr Gly

50
Ser Gly
65

Glu Asp

Thr Phe

Val

Ala

Trp

35

Ala

Ser

Phe

Gly

<210> 103

<211> 117

<212> PRT

Leu

Thr

20

Tyr

Ser

Gly

Ala

Gln

100

Thr

Leu

Gln

Asn

Thr

Thr

85

Gly

<213> Homo sapiens

<400> 103

Gln

Ser

Gln

Arg

Asp

70

Tyr

Thr

Ser

Cys

Lys

Ala

55

Phe

Tyr

Lys

120

Pro

Arg

Pro

40

Thr

Thr

Cys

Val

Ala

Ala

Gly

Gly

lLeu

Gln

Glu

105

Thr

10

Ser

Gln

Val

Thr

Gln

90

Ile

Leu Ser

Gln Ser

Ala Pro

Pro Ala

60

Ile Ser

75

Tyr Ser

Lys

Leu

Ile

45

Arg

Ser

Ser

Ser

Phe

30

Leu

Phe

Leu

Glu

Pro

15

Tyr

Leu

Ser

Glu

Pro

95

Gly

Asn

Ile

Gly

Pro

80

Val



Gln

Ser

Trp

Gly

Gln

65

Leu

Ala

Val

Val

Leu

Ile

Ile

50

Gly

Gln

Arg

Thr

Gln

Lys

Gly

35

Ile

Gln

Trp

Trp

Val

115

<210> 104

<211> 116

<212> PRT

Leu

Ile

20

Trp

Asp

Val

Ser

Tyr

100

Ser

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Ser

<213> Homo sapiens

<400> 104

Gln Val Gln

1

Ser Leu Lys

Trp Ile Gly

35

Gly Ile Ile

Gln

Cys

Arg

Ser

Ile

70

Leu

Lys

Ser

Lys

Gln

Asn

55

Ser

Lys

Pro

Leu Val Gln Ser

5

Ile Ser Cys Lys

20

Trp Val Arg Gln

Asp Pro Ser Asn

Gl

Met

40

Ser

Ala

Ala

Phe

Gly

Met

40

Ser

50

Ala

Ser

25

Pro

Tyr

Asp

Ser

Asp

105

Ala

Pro

T/r

Glu

10

Gly

Gly

Thr

Lys

Asp

90

Val

Glu

10

Val

Tyr

Lys

Asn

Ser

75

Thr

Trp

Val

Lys

Ser

Gly

Tyr

60

Ile

Ala

Gly

Lys

Gly Tyr Ser

Gly

Thr

Lys

Tyr

Gly

Ser

Lys

Phe

Leu

45

Ser

Ser

Met

Gln

Lys

Phe

Leu
45

Pro

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

Pro Gly Glu

Ser

30

Glu

Ser

15

Asn

Trp

Phe

Tyxr

Met

Gln



50

Gly Gln

65

Gln

Arg

Thr

Trp

Trp

Val

Val

Ser

Tyr

Ser

115

<210> 105

<211> 116

<212> PRT

Thr

Ser

Ile

Leu

85

51

55 60
Ser Ala Asp Lys Ser Ile Ser Thr Ala
70 75
Lys Ala Ser Asp Thr Ala Met Tyr Tyr

90

Tyr

Cys

95

Leu

80

Ala

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

100

Ser

<213> Homo sapiens

<400> 105

Gln Val Gln

1

Ser

Trp

Gly

Gly

65

Gln

Arg

Thr

Leu

Ile

Ile

50

Gln

Trp

Trp

Val

Lys

Gly
35

Ile

Val

Ser

Tyr

Ser

Leu

Ile

20

Trp

Asp

Thr

Ser

Tyr

100

Val

Ser

Val

Pro

Ile

Leu

85

Lys

105 110

Gln Ser Gly Ala Glu Val Lys Lys Pro
10

Cys Lys Gly Ser Gly Tyr Ser Phe Ser

Arg Gln Met Fro Gly Lys Gly Leu Glu
40 45
Ser Asn Ser Tyr Thr Tyr Ser Pro Ser
55 60
Ser Ala Asp Lys Ser Ile Ser Thr Ala
70 75
Lys Ala Ser Asp Thr Ala Met Tyr Tyr
90
Pro Phe Asp Val Trp Gly Gln Gly Thr

175 110

Gly
15

Asn

Trp

Phe

Tyr

Cys

95

Leu

Glu

Tyr

Met

Gln

Leu

80

Ala

Val



<210>

<211>

<212>

<213>

11¢

106

115

ERT

<400> 106

Val Gln Leu

1

Leu

Ile

Ile

Gln

65

Trp

Trp

Val

<210>

<211>

<212>

<213>

Lys

Gly

Ile

50

Val

Ser

Tyr

Ser

Ile

Trp

35

Asp

Thr

Ser

Tyr

Ser

115

107

113

PRT

Val

Ser

20

Val

Pro

Ile

Leu

Lys

100

Homo sapiens

Ser

Ser

Lys

85

Pro

Homo sapiens

Ser

Lys

Gln

Asn

Ala

70

Ala

Phe

Gly

Met

Ser

55

Asp

Ser

Asp

Ala

Ser 3

Pro

40

Tyr

Lys

Asp

Val

52

s51lu

"hr

fer

“hr

Trp

105

Val

10

Tyr

Lys

Tyr

Ile

Ala

90

Gly

Lys

Ser

Gly

Ser

Ser

75

Met

Gln

Lys

Phe

Leu

Pro

60

Thr

Tyr

Gly

Pro

Ser

Glu

45

Ser

Ala

Tyr

Thr

Gly Glu

15
Asn Tyr
30

Trp Met

Phe Gln

Tyr Leu

Cys Ala

95

Leu Val

110

Ser

Trp

Gly

Gly

Gln

80

Arg

Thr



<400>

107

Gln Val Gln

1

Ser

Trp

Gly

Thr

65

Ser

Tyr

Ser

<210>

<211>

<212>

<213>

Leu

Ile

Ile

59

Ile

Leu

Lys

Lys

Gly

35

Ile

Ser

Lys

Pro

108

113

PRT

<400> 108

Leu

Ile

20

Trp

Asp

Ala

Ala

Phe

100

Val

Ser

Val

Pro

Asp

Ser

85

Asp

Homo sapiens

Gln Ser Gly

Cys Lys Gly

Arg Gln Met
40
Ser Thr Tyr
55
Lys Ser I1l«
70

Asp Thr Ala

Val Trp Glw

53

Ala

Ser

25

Pro

Ser

Ser

Met

Gln

105

Glu

10

Gly

Gly

Pro

Thr

Tyr
90

Gly

Val

Tyr

Lys

Ser

Ala

75

Tyr

Thr

Lys

Ser

Gly

Phe

60

Tyr

Cys

Leu

Lys

Phe

Leu

45

Gln

Leu

Ala

Val

Pro

Ser

30

Glu

Gly

Gln

Arg

Thr

110

Gly

15

Asn

Trp

Gln

Trp

Trp

95

Val

Glu

Tyr

Met

Val

Ser

80

Tyr

Ser

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



Gly Ile Ile

50

Thr Ile Ser Ala

65

Ser Leu Lys Ala

Tyr Lys Pro

Ser

<210> 109
<211> 111

<212> PRT

Phe

100

Ser Ser

Asp Lys

70
Ser Asp
85

Asp Val

<213> Homo sapiens

<400> 109
Gln Val Gln

1

Ser Leu Lys

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

Lys Ala Ser

Leu

Ile

20

Trp

Ser

Lys

Val Gln

Ser Cys

Val Arg

Thr Tyr

Ser Ile

70

Thr Ala

85

Thr

55

Ser

Thr

Trp

Ser

Lys

Gln

Ser

55

Ser

Met

40

Tyr

Ile¢

Ala

Gly

Gly

Gly

Met

40

Pro

Thr

Tyr

54

Ser

Ser

Met

Gln

105

Ala

Ala

Tyr

Pro

Thr

Tyr

90

Gly

Glu

10

Gly

Phe

Tyr

Cys

90

45

Ser Phe Gln Gly

60

Ala Tyr Leu Gln

75

Tyr Cys Ala Arg

Thr

Val

Tyr

Lys

Gln

Leu

75

Ala

Leu Val

Lys Lys

Ser Phe

Gly Leu

45
Gly Gln
60

Gln Trp

Arg Trp

Thr

110

Pro

Ser

30

Glu

Val

Ser

Tyr

Gln

Trp

95

Val

15

Asn

Trp

Thr

Ser

Tyr

95

Val

Ser

80

Tyr

Ser

Glu

Tyr

Met

Ile

Leu

80

Lys



55

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

<210>

<211>

<212>

<213>

110

112

PRT

<400> 110

Gln Val Gln

1

Ser

Trp

Gly

Ile

65

Leu

Lys

<210>

<211>

<212>

<213>

<400>

Leu

Ile

Ile

50

Ser

Lys

Pro

Lys

Gly

35

Ile

Ala

Ala

Phe

111

112

PRT

111

100

Leu

Ile

20

Trp

Pro

Asp

Ser

Asp

100

Homo sapiens

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

Gly

Gly

Met

40

Ser

Ser

Met

Gln

105

Ala

2ro

L)ro

Tyr

Gly

105

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

110

Gly

15

Asn

Trp

Val

Ser

Tyr

95

Ser

Glu

Tyr

Met

Thr

Ser

80

Tyr

Ser



Gln Val

Ser Leu

Trp Ile

Gly Ile

50

Ile Ser

65

Leu Lys

Lys Pro

Gln

Lys

Ala

Ala

<210> 112

<211> 112

<212> PRT

Leu

Ile

20

Trp

Pro

Asp

Ser

Asp

100

Val

Ser

Val

Ser

Lys

Asp

85

Val

<213> Homo sapiens

<400> 112

Gln Val
1

Ser Leu

Trp Ile

Gly Ile
50
Ile Ser

65

Gln

Lys

Gly

35

Ile

Ala

Leu

Ile

20

Trp

Pro

Asp

Val

Ser

Val

Ser

Lys

Gln

Cys

Arg

Thr

Ser

70

Thr

Trp

Gln

Cys

Arg

Thr

Ser

70

Ser

Lys

Gln

Tyr

55

Ile

Ala

Gly

Ser

Lys

Gln

Tyr

55

Ile

56

Gl Ala

Gl Ser

Me-

40

Ser

Ser

Met

Gln

Gly

Met
40

Ser

Ser

25

Pro

Pro

Thr

Tyr

Gly

105

Ala

Ser

25

Pro

Pro

'hr

Glu

10

Gly

Gly

Ser

Ala

Tyr

90

Thr

Glu

10

Gly

Ser

Ala

Val

Tyr

Lys

Phe

Tyr

75

Cys

Leu

Val

Tyr

Lys

Phe

Tyr

75

Lys

Ser

Gly

Gln

60

Leu

Ala

Val

Lys

Ser

Gly

Gln

60

Leu

Lys

Phe

Leu

45

Gln

Arg

Thr

Lys

Phe

Leu

45

Gly

Gln

Pro

Ser

30

Glu

Gln

Trp

Trp

Val

110

Pro

Ser

30

Glu

Gln

Trp

Gly

15

Asn

Trp

Val

Ser

Tyr

95

Ser

15

Asn

Trp

Val

Ser

Glu

Tyr

Met

Thr

Ser

80

Tyr

Ser

Glu

Tyr

Met

Thr

Ser

80



57

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 Glr Gly Thr Leu Val Thr Val Ser Ser

<210>

<211>

<212>

<213>

<400>

113

109

PRT

113

Asp Ile Val

1

Arg

Tyr

Leu

Ser

65

Gln

Ser

Val

Asp

Ile

50

Gly

Ser

Val

Thr

Val

35

Tyr

Ser

Glu

Val

<210> 114

<211> 106

<212> PRT

100

Leu

Ile

20

His

Gly

Lys

Asp

Phe

100

Homo sapiens

Thr Gln

Ser Cys

Trp Tyr

Asn Ser

Ser Gly

70

Glu Ala

85

Gly Gly

Pro

Thr

Gln

Lys

55

Thr

Asp

Gly

105

Pro Ser

Gly Ser

25
Gln Leu
40

Arg ?ro

Ser Ala

Tyr Tyr

Thr Lys

105

Val

10

Ser

Pro

Ser

Ser

Cys

90

Leu

Ser

Ser

Gly

Gly

Leu

75

Ser

Thr

Gly

Asn

Thr

Val

60

Ala

Ser

Val

Ala

Ile

Ala

45

Pro

Ile

Trp

Leu

110

Pro

Gly

30

Pro

Asp

Thr

Thr

Gly

15

Ser

Lys

Arg

Gly

Pro

95

Gln

Gly

Leu

Phe

Leu

80

Ser



<213> Homc sapiens

<400> 114

Asp

1

Arg

Tyr

Leu

Ser

65

Gln

Phe

Ile

Val

Asp

Ile

50

Gly

Ser

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 Val

1

Arg Val Thr

Tyr Asp Val

35

Leu Ile 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

Prc

Gly

Gln

40

Arg

Ser

Tyr

Thr

Pro

Gly

Gln

40

Arg

58

Ser

Ser

25

Leu

Pro

Ala

Tyr

Val

105

Ser

Val

10

Ser

Pro

Ser

Ser

Cys

90

Leu

Val

10

Ser

Ser

Gly

Leu
75

Ser

Gly

Asn

Thr

Val

60

Ala

Ser

Ala

Ile

Ala

45

Pro

Ile

Trp

Pro

Gly

30

Pro

Asp

Thr

Thr

Gly

15

Ser

Lys

Arg

Gly

Pro

95

Gln

Gly

Leu

Phe

Leu

80

Val

Ser Gly Ala Pro Gly Gln

15

Ser Ser Ser Asn Ile Gly Ser

25

Leu

.

r ro

Pro

Ser

Gly Thr Ala

45

Gly Val Pro

30

Pro

Asp

Lys

Arg

Gly

Leu

Phe



50

55

Ser Gly Ser Lys Ser Gly Thr Se-

65

70

Gln Ser Glu Asp Glu Ala Asp Ty

85

Phe Gly Gly Gly Thr Lys Leu Th:

<210>

<211>

<212>

<213>

116

104

PRT

<400> 116

Val Leu Thr

1

Thr

Val

Tyr

Ser

65

Glu

Gly

Ile

His

Gly

50

Lys

Asp

Gly

Ser

Trp

35

Asn

Ser

Glu

Thr

<210> 117

100

Gln

Cys

20

Tyr

Ser

Gly

Ala

Lys

100

Homo sapiens

Pro

Thr

Gln

Lys

Thr

Asp

85

Leu

Pro

Gly

Gln

Arg

Ser

70

Tyr

Thr

Ser

Ser

Leu

Pro

55

Ala

Tyr

Val

Val

Ser

Pro

40

Ser

Ser

Cys

Leu

59

Ala

Tyr

Val

105

Ser

Ser

25

~

le

Gly

Leu

Ser

60

Ser Leu Ala Ile Thr Gly Leu

75

80

Cys Ser Trp Thr Ser val Val

90

Leu

Gly Ala
10

Asn Ile

Thr Ala

Val Pro

Ala Ile

75

Trp Thr

90

Pro

Gly

Pro

Asp

60

Thr

Ser

Gly

Ser

Lys

45

Arg

Gly

Val

Gln

Gly

30

Leu

Phe

Leu

Val

95

Arg

15

Tyr

Leu

Ser

Gln

Phe

95

Val

Asp

Ile

Ser
80

Gly



<211> 121

<212> PRT

<213> Homo sapiens

<400> 117

Gln Val Gln

1

Ser

Gly

Ser

Lys

65

Leu

Ala

Gln

<210>

<211>

<212>

<213>

Leu

Met

Asn

50

Gly

Gln

Arg

Gly

Arg

Ser

35

Ile

Arg

Met

Tyr

Thr

115

118

114

PRT

<400> 118

Leu

Leu

20

Trp

Ser

Phe

Asn

Trp

100

Leu

Val

Ser

Val

Ser

Thr

Ser

85

Gly

Val

Eomo sapiens

Glu

Cys

Arg

Ser

Ile

70

Leu

Thr

Thr

Ser

Ala

Gln

Gly

55

Ser

Arg

Pro

Val

Gly

Ala

40

Ser

Arg

Ala

Tyr

Ser

120

60

Gly

Ser

25

Pro

Ser

Asp

Glu

Leu

105

Ser

Gly

10

Gly

Gly

Thr

Asn

Asp
90

Met

Leu

Phe

Lys

Tyr

Ser

75

Thr

Gln

Val

Thr

Gly

Tyr

60

Lys

Ala

Phe

Gln

Phe

Leu

45

Ala

Asn

Val

Asp

Pro

Ser

30

Glu

Asp

Thr

Tyr

Asn

110

Gly

15

Ser

Trp

Ser

Leu

Tyr
95

Trp

Gly

Phe

Val

Val

Tyr

80

Cys

Gly

Gln Val Gln Leu Val Glu Ser Gly 3ly Gly Leu Val Gln Pro Gly Gly



Ser

Gly

Ser

Arg

65

Ala

Tyxr

Ser

Leu

Met

Asn

50

Asp

Glu

Leu

Ser

Arg

Ser

35

Ile

Asn

Asp

Met:

<210> 119

<211> 113

<212> PRT

Leu

20

Gly

Ser

Thr

Gln

100

Ser Cys

Val Arg

Thr Tyr

Lys Asn

70
Ala Val
85

Phe Asp

<213> Homo sapiens

<400> 119

Gln Val Gln

1

Ser Leu Arg

Gly Met Ser

35

Ser Ile Gly

50

Asp Asn Ser

Leu

Leu

20

Thr

Lys

Val Glu

5

Ser Cys

Val Arg

Tyr Tyr

Asn Thr

Ala

Gln

Tyr

55

Thr

Tyr

Asn

Ser

Ala

Gln

Ala

55

Leu

Ala

Ala

40

Ala

Leu

Tyr

Trp

Gly

Ala

Ala

40

Val

Tyr

61

Ser

25

Pro

Val

Tyr

Cys

Gly

105

Gly

Ser

25

Pro

Lys

10

Gly

Gly

Lys

Leu

Ala

90

Gln

Gly

10

Gly

Gly

Gly

Gln

Phe

Lys

Gly

Gln

75

Arg

Gly

Leu

Phe

Lys

Arg

Met

Thr

Gly

Arg

60

Met

Tyr

Thr

Val

Thr

Gly

Phe

60

Asn

Phe

Leu

45

Phe

Asn

Trp

Leu

Gln

Phe

Leu

45

Thr

Ser

Ser

30

Glu

Thr

Ser

Gly

Val

110

Pro

Ser

30

Glu

Ile

Leu

15

Ser

Trp

Ile

Leu

Thr

95

Thr

Gly

15

Ser

Trp

Ser

Arg

Phe

Val

Ser

Arg

80

Pro

Val

Gly

Phe

Val

Arg

Ala



65

70

62

75

80

Glu Asp Thr Ala Val Tyr Tyr Cy:s Ala Arg Tyr Trp Gly Thr Pro Tyr

85

90

95

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

Ser

<210> 120

<211> 114

<212> PRT

100

<213> Homo sapiens

<400> 120

Gln

Ser

Gly

Ser

65

Ala

Tyr

Ser

Val

Leu

Met

Asn

50

Asp

Glu

Leu

Ser

Gln

Arg

Ser

35

Ile

Asn

Asp

Met

Leu

Leu

20

Trp

Thr

Ser

Thr

Gln

100

Val Glu

Ser Cys

Val Arg

Tyr Tyr

Lys Asn

70

Ala Val

85

Phe Asp

Ser

Ala

Gln

Ala

55

Thr

Asn

105

Gly Gly

Ala Ser

25

Ala Pro

40

Ser Val

Leu Tyr

Tyr Cys

Trp Gly

Gly

10

Gly

Gly

Lys

Leu

Ala

90

Gln

Leu

Phe

Lys

Gly

Gln

75

Arg

Gly

Val

Thr

Arg
60

Met

Tyr

Thr

110

Gln Pro

Phe Ser

30
Leu Glu
45

Phe Thr

Asn Ser

Trp Gly

Leu 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 Gln

1

Ser

Gly

Ser

Arg

65

Ala

Tyr

Ser

Leu

Met

Asn

50

Asp

Glu

Leu

Ser

Arc

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

Thx

Tyr

Asn

Gly

Ala

Ala

40

Ser

Leu

Tyr

Trp

63

Gly

Ser

25

Pro

Jal

Tyr

Cys

Cly

~05

Gly

10

Lys

Leu

Ala

90

Gln

Leu

Phe

Lys

Gly

Gln

75

Arg

Val

Thr

Gly

Arg

60

Met

Tyr

Thr

Gln

Phe

Leu

45

Phe

Asn

Trp

Leu

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



Gln Val CGln

Ser Leu Arg

Gly Met

Ser
Arg Asn
65
Ala

Glu

Tyr Leu Met

Ser Ser

<210> 123

<211> 112

<212> PRT

<213>

<400> 123

Gln Val Gln
1

Ser Leu Arg

Gly Met Ser
35
Ser Ile Thr

50

Leu

Leu

20

Trp

Gly

Ser

Thr

Gln

100

Leu

Leu

20

Trp

Tyr

Val Glu

Ser Cys

Val Arg

Thr Tyr

Lys Asn
70
Ala Val
85

Phe Asp

Homo sapiens

Ser

Ala

Gln

Ala

55

Thr

Tyr

Asn

64

Gly Gly Gly
10
Ala Ser Gly
25
Ala Pro Gly
4C
Ser Val Lys
Lei. Tyr Leu
Tyr Cys Ala
90
Trr Gly Gln
105

Leu

Phe

Lys

Gly

Gln

75

Arg

Gly

Val Glu Ser Gly Gly Gly Leu

5

10

Ser Cys Ala Ala Ser Gly Phe

25

Val Arg Gln Ala Pro Gly Lys

40

Tyr Ala Val Lys 7ily Arg Phe

55

Val

Thr

Arg

60

Met

Tyxr

Thr

Val

Thr

Thr

60

Gln

Phe

Leu

45

Phe

Asn

Trp

Leu

Gln

Phe

Leu

45

Ile

Pro Gly
15

Ser Ser Phe

30

Glu

Trp Val

Thr Ile Ser

Ser Leu Arg

80

Gly Thr Pro
95

Val

Thr Vval

110

Pro Gly Gly
15

Ser Ser Phe

30

Glu Trp Val

Ser Arg Asp



65

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

65 70 75 80

Asp Thr Ala Val Tyr Tyr Cys Ala Arg Tyr Trp Gly Thr Pro Tyr Leu
85 90 95

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

100 105 110

<210> 124
<211> 112
<212> PRT

<213> Homo sapiens

<400> 124
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 2ro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Ile Thr Tyr Ala Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp
50 55 60
Asn Ser Lys Asn Thr Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu
65 70 75 80
Asp Thr Ala Val Tyr Tyr Cys Ala Arg Tyr Trp Gly Thr Pro Tyr Leu
85 90 95
Met Gln Phe Asp Asn Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

100 105 110

<210> 125

<211> 112



<212> PRT

<213> Homo sapiens

<400> 125

Gln Val

1

Ser Leu

Gly Met

Ser Ile

50

Asn Ser

65

Asp Thr

Met Gln

Gln

Arg

Ser

35

Thr

Lys

Ala

Phe

<210> 126

<211> 112

<212> PRT

Leu

Leu

20

Trp

Tyr

Asn

Val

Asp

100

Val

Ser

Val

Ala

Thr

Tyr

85

Asn

<213> Homo sapiens

<400> 126

Gln Val
1

Ser Leu

Gly Met

Gln

Arc

Ser

Glu Ser Glv

Cys Ala Al.

Arg Gln Al=x
40
Ser Val Lys
55
Leu Tyr Leu
70

Tyr Cys Als

Trp Gly Gln

66

Gly

Ser

25

Pro

Gly

Gln

Arg

Gly

105

Gly

10

Gly

Arg

Met

Tyr

90

Thr

Leu

Phe

Lys

Phe

Asn

75

Trp

Leu

Val

Thr

Gly

Thr

60

Ser

Gly

Val

Gln

Phe

Leu

45

Ile

Leu

Thr

Thr

Pro Gly

15

Ser Ser
30

Glu Trp

Ser Arg

Arg Ala

Pro Tyr

95

Val Ser

110

Gly

Phe

Val

Asp

Glu

80

Leu

Ser

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

5

10

15

Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Phe

20

25

30

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



Ser

Asn

65

Asp

Met

<210>

<211>

<212>

<213>

Ile

50

Ser

Thr

Gln

35

Thr

Ala

Phe

127

112

PRT

<400> 127

Tyr

Asn

Val

Asp

100

Gln Val Gln Leu

1

Ser

Gly

Ser

Asn

65

Asp

Met

Leu

Met

Ile

50

Ser

Thr

Gln

Arg

Ser

35

Thr

Lys

Ala

Phe

Leu

20

Tyr

Asn

Val

Asp

100

Ala

Thr

Tyr

85

Asn

Homo sapiens

Val

Ser

Val

Ala

Thr

Tyr

85

Asn

Ser

Leu

70

Tyr

Trp

Glu

Cys

Arg

Ser

Leu

70

Tyr

Trp

Val

55

Tyr

Cys

Gly

Ser

Ala

Gln

Val

55

Tyr

Cys

Gly

40

Lys

Leu

Ala

Gln

Gly

Ala

Ala

40

Lys

Leu

Ala

Gln

67

Gly

Gln

Arg

Gly

105

Gly

Ser

°ro

Gly

Gln

Arg

Gly

135

Arg

Met

Tyr

90

Thr

Gly

10

Gly

Gly

Arg

Met

Tyr

90

Thr

Phe

Asn

75

Trp

Leu

Leu

Phe

Lys

Phe

Asn

75

Trp

Leu

Thr

60

Ser

Gly

Val

Val

Thr

Gly

Thr

60

Ser

Gly

Val

45

Ile

Ser

Arg

Leu Arg Ala

Thr

Thr

Gln

Phe

Leu

45

Ile

Leu

Thr

Thr

Pro

Val

110

Pro

Ser

30

Glu

Ser

Arg

Pro

Val

110

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

1

Ser

Asn

Met

Ser

65

Gln

Lys

<210>

<211>

<212>

<213>

Ile

Ile

Ser

Ile

50

Gly

Ala

Pro

Ala

Thr

Val

35

Tyr

Ser

Glu

Leu

129

104

PRT

<400> 129

Asp

1

Ile

Leu

Ile

20

Ser

Ser

Lys

Asp

Val

100

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

Ala

Gly

Gln

40

Arg

Thr

Tyr

Gly

68

Ser

Thr

25

His

Pro

Ala

Tyr

Cly

105

Val

10

Ser

Pro

Ser

Ser

Cys

90

Thr

Ser

Ser

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

Ala Leu Thr Gln Pro Ala S .r Val Ser Gly Ser Pro Gly Gln

5

10

15



Ser Ile

Asn Ser

Met TIle

50
Ser Gly
65

Gln Ala

Gly 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 Ile
1

Ser Ile

Asn Ser

Met Ile

50
Ser Gly
65

Gln Ala

Ala

Thr

Val

35

Tyr

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

Gly

Gln

40

Arg

Thr

Tyr

Leu

Ala

Gly

Gln

40

Arg

Thr

Tyr

69

Thr

25

His

Pro

Ala

Tyr

Thr

25

His

Pro

Ala

Ty r

Ser

Pro

Ser

Ser

Cys

90

Val

10

Ser

Pro

Ser

Ser

Cys

90

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

Gly

Gly

95

Tyr

Leu

Phe

Leu

80

Gly

Gln

Tyr

Leu

Phe

Leu

80

Gly




Thr Lys Leu Thr Val Leu

<210>
<211>
<212>

<213>

<400>

Asp

1

Ser

Asn

Met

Ser

65

Gln

Gly

<210>

<211>

<212>

<213>

<400>

Ile

Ile

Ser

Ile

50

Gly

Ala

Gly

131

104

PRT

131

Alz

Thr

Val

35

Tyr

Ser

Glu

Thr

PRT

132

100

Leu

Ile

20

Ser

Ser

Lys

Asp

Lys

100

Homo sapiens

Thr

Ser

Trp

Val

Ser

Glu

85

Leu

Homo sapiens

Gln

Cys

Tyr

Ser

70

Ala

Thr

Pro

Thr

Gln

Ser

55

Asn

Asp

Val

Ala

Gly

Gln

40

Arg

Thr

Tyr 1

Leu

70

Ser

Thr

25

is

Pro

Ala

Val

10

Ser

Pro

Ser

Ser

Cys

90

Ser

Ser

Gly

Gly

Leu

75

Ser

Gly

Asp

Lys

Val

60

Thr

Tyr

Ser

Val

Ala

45

Ser

Ile

Asp

Pro

Gly

30

Pro

Asn

Ser

Val

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
tcctgcaagg
cctggacaag
gcacagaagt
atggagctga
aagggcatgt

accctggtga

<210> 134

<211> 381

Leu Thr Gl

Ile Ser
20
Ser

Trp

Ser Val Se

Lys Ser
70
Asp Glu Al
85
Thr

Leu Va

100

sapiens

tggtgcagtc
cttctggagg
ggcttgagtg
tccagggceag
gcagcctgag
acggcggcetg

ccgtgagcag

Cys

Tyr

n Pro Ala

Thr Glv

Gln Gln
40
r Ser Arg
55

Thr

Asn

a Asp Tyr

1 Leu

tggggctgag

caccttcagc
gatggggatc
agtcacgatt
atctgaggac
gacctacccc

C

71

Ser Val Ser
10

Thr Ser Ser

25

Pro

His Gly

Pro Ser Gly

Ala Ser Leu
75
Tyr Ser

90

gtgaagaagc
agcaactaca
agccctggca
accgcggacg
acggccgtgt

ctgatgatgt

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
attactgtgc

tcgacctgtg

Gly Gln
15
Gly Tyr

Lys Leu

Arg Phe

Gly Leu
80
Gly Gly

95

ggtgaaggtc
gcgacaggcece
cgcatactac
Ccacagcctac
gagaagcaag

gggccagggce

60

120

180

240

300

360

381



<212> HHK

<213> Homo

<400> 134

caggtgcagc
agctgcaagg
ccecggeeagg
gcccagaagt
atggagctga
aagggcatgt

accctgeotga

<210> 135
<211> 381
<212> JHK

<213> Homo

<400> 135

caggtgcaat
agctgcaaag
cctgggecagg
gctcagaagt
atggaactga
aagggtatgt

accctggtga

<210> 136
<211> 324
<212> JHK

<213> Homo

<400> 136

sapiens

tggtgcagag
ccagcggcgg
gcctggagtg
tccagggceceg
gcagcctgeg
acggcggcetg

ccgtgagcag

sapiens

tggttcagte
cctecggagg
gtctcgagtg
ttcagggtcg
gcagcctgcg
atggtggttg

cggttagctc

sapiens

cggcgecega 'y
caccttcag::
gatgggcatc
cgtgaccato
cagcgaggac
gacctacccce

C

tggcgcggaa
cactttttct
gatgggcatt
ggtgaccatt
tagcgaagat
gacttatcct

a

12

gtgaagaagc
agcaactaca
agccccggcea
accgccgacg
accgccgtgt

ctgatgatgt

gtgaaaaaac
tctaattata
tctecetggta
accgcggatg
acggccgtgt

cttatgatgt

ccggcagcag
tcagctgggt
Cccggcatcaa
agagcaccag
actactgcge

tcgacctgtg

cgggcagcag
tttcttgggt
ctggtattaa
aaagcaccag
attattgcgce

ttgatctttg

cgtgaaggtg
gcgccaggcce
cgcctactac
caccgcctac
ccgcagcaag

gggccagggce

cgtgaaagtg
gcgccaagece
tgcttattat
caccgcgtat
gcgttctaag

gggccaaggce

60

120

180

240

300

360

381

60

120

180

240

300

360

381



gagatcgtgc
ctgagctgce
cceggecagg
gcccgcttca
cccgaggact
cagggcacca
<210> 137
<211> 324
<212> JHK
<213> Homo
<400> 137

gaaattgtgt
ctctcectgea
cctggccagg
gccaggttca
cctgaagatt
cagggtacga
<210> 138
<211> 324
<212> JHK
<213> Homo
<400> 133

gagatcgtge
ctgagctgca
ccaggtcaag
gcgcgtttta
cctgaagact

cagggtacga

tgacccagag
gcgccagccea
ccceeegect
gcggcagcgg
tcgcegtgta

aggtggagat

sapiens

~gacacagtc
gggccagtca
ctceccaggcet
gtggcagtgg
ttgcagttta

aagttgaaat

sapiens

tgacccagag
gagcgagcca
ceccgcegtcet
gcggctctgyg
ttgcggtgta

aagttgaaat

ccccgecac s
gagcgtgag:
gctgatcta:
cagcggcac:
ctactgccaqg

caag

tccagcecace
gagtgttage
cctcatctat
gtctgggaca
ttactgtcag

taaa

ccecggcgacce
gtctgtttet
attaatttat
atccggcacg
ttattgccag

taaa

73

ctgagcctga
agcaactacc
tacgccagec
gacttcaccc

Cagaccagca

ctgtctttgt
agcaactact
tacgcatcce
gacttcactc

cagacttcta

ctgagectgt
tctaattatc
tatgcttctce
gattttacce

cagacttcta

gcceceeggega
tggcctggta
gccgcgcecac
tgaccatcag

acaccccctt

ctccagggga
tagcctggta
gcagggccac
tcaccatcag

atactccttt

ctcecgggega
tggcttggta
gtcgtgcaac
tgaccattag

atactccttt

gcgcgcecacce
ccagcagaag
cggcgtgccece
cagcctggag

caccttcggce

aagagccacc
ccaacagaaa
tggcgtgccea
cagcctagag

tacctttgge

acgtgcgacc
ccagcagaaa
tggggtccceg
cagcctggaa

tacctttgge

60

120

180

240

300

324

60

120

180

240

300

324

60

120

180

240

300

324



<210> 139
<211> 351
<212> IHK

<213> Homo

<400> 139
gaggtgcage
tccectgtaagg
cccgggaaag
agcccgtcecet
ctgcagtgga

tacaagccect

<210> 140
<211> 351
<212> JIHK

<213> Homo

<400> 140

gaggtgcagc
agctgcaagg
cccggcaagg
agccccagcet
ctgcagtgga

tacaagcect

<210> 141
<211> 351
<212> JFK

<213> Homo

sapiens

tggtgcagtce
gttctggata
gcctggagtg
tccaaggcca
gcagcctgaa

tcgacgtgtg

sapiens

tggtgcagag
jJcagcggcta
gcctggagtg
tccagggcca
gcagcctgaa

tcgacgtgtg

sapiens

tggagcagag

cagctttagce

gatggggat

1

ggtcaccat

ggcctcgga

gggccaggg::

cggcgcegag
cagcttcage
gatgggcatc
ggtgaccatc
ggccagcgac

gggccagggce

74

gtgaaaaagc
aactactgga
atcgacccta
tcageccgaca
accgccatgt

accctggtga

gtgaagaagc
aactactgga
atcgacccca
agcgccgaca
accgccatgt

accctggtga

ccggggagtce
tcggetgggt
gcaactctta
agtccatcag
attactgtge

ccgtgagcag

ccggcgagag
tcggetgggt
gcaacagcta
agagcatcag
actactgcge

ccgtgagcecag

tctgaagate
gcgccagatg
caccagatac
caccgcecctac
gagatggtac

C

cctgaagatc
gcgccagatg
cacccgctac
caccgcctac
ccgctggtac

C

60

120

180

240

300

351

60

120

180

240

300

351



<400> 141

gaggtgcaat

agctgcaaac

cctgggaagg

tcteegaget

cttcaatgga

tataagccett

<210> 142

<400> 142
000
<210> 143
<211> 336
<212> JHK
<213> Homo
<400> 143
cagtctgtgc
tcctgecactg
cttccaggaa
cctgaccgat
cagagcgagg
gtgttcggeg
<210> 144
<211> 336
<212> JHK
<213>

Homo

<400> 144

tggttcagag
gttccggata
gtctcgagtg
ttcagggeca
gcagcctgaa

ttgatgtttg

sapiens

tgacgcagcc
jJgagcagctc
cagcccccaa
ctctggcetc
atgaggctga

gcggcaccaa

sapiens

cggcgcggea
ttcettttet
gatgggcat t
ggtgaccat t
agcgagcgat

gggccaagg:

gccctcagtg
caacatcggg
actcctcatc
Caagtctgge
ttattactge

gctgaccgtg

75

gtgaaaaaac
aattattgga
atcgatccgt
agcgcggata
acggccatgt

accctggtga

tctggggece
agcggttatg
tatggtaaca
acctcagcct
gccagctgga

ctggge

cgggcgaaag
ttggttgggt
ctaatagcta
aaagcattag
attattgcgce

cggttagctc

cagggcagag
atgtacactg
gcaagcggcce
ccctggecat

ccgacggcct

cctgaaaatt
gcgccagatg
tacccgctat
caccgcgtat
gcgttggtat

a

ggtcaccatc
gtaccagcag
ctcaggggtc

cactgggctc

gagcctggtg

60

120

180

240

300

351

60

120

180

240

300

336



cagagecgtgce
tcgtgtacgg
ttgceecggga
ccggatcgtt
caaagcgaag

gtgtttggcec

<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

tgacccagcece
gcagcagcag
cggcgccgaa
ttagcggatc
acgaagcgga

gcggcacgaa

sapiens

Ser Arg

Arg Ala
20
Ser

Leu

Gly His

Val Pro

70

Asp Asn
85
Tyr Glu
100

Leu Pro

Gln

Ser

Pro Ser

Ala

Val

Gln

Met

His

Ser

Lys

Asp

Leu

Leu

gccttcaglg
caacattgot
acttctgart
caaaagcguc
ttattattcc

gttaaccgtt

Val Met

Pro Gly

Lys Leu
40
Asp Leu
55
Ile Gln

Gln Phe

Leu Leu

Ser Pro
120
Leu Gln

135

Ser

Pro 3

76

agtggcgcac
tctggttatg
tatggtaatt
accagcgcga
gcttettgga

cttggc

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

Gln Pro

caggtcagcg
atgtgcattg
ctaagcgtce
gccttgegat

ctgatggtct

Leu Leu Pro

Pro Ala Trp

30

Ala Trp Ser

45

Gly Asp Glu

60

Gly Cys Asp

Arg Ile His

Ile Phe Thr

110

Leu His Ala

125

His His Trp

140
Gln

Trp Arg

tgtgaccatc
gtaccagcag
ctcaggcgtg
tacgggcectg

ttetcttgtt

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



145 150

77

155

160

Leu Arg Phe Lys Ile Leu Arg Ser Leu Gln Ala Phe Val Ala Val Ala

165

170

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

180

<210> 146
<211> 19
<212> 2RT

<213> Homo sapiens

<400> 146

185

175

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

1 5

Val Lys Gly

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

<213> Homo sapiens

<400> 147
Gln Val Gln Leu Val Glu
1 5
Ser Leu Arg Leu Ser Cys
20
Gly Met Ser Trp Val Arg
35

Ser Asn Ile Gly Thr Tyr

Ser Gly

Ala Ala

Gln Ala

40

Ala Ser

Gly

Val

10

Gly Leu Val

10

Gly Phe Thr

Gly Lys Gly

Lys Gly Arg

Gln

Phe

Leu

45

Phe

Pro

Ser

30

Glu

Thr

15

Gly Gly

15

Ser Phe

Trp Val

Ile Ser



78

50 55
Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70
Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85
Tyr Leu Met Gln Phe Asp Asn Trp Gly
100 105

Ser Ser

60
Leu Gln Met Asn Ser Leu Arg
75 80
Ala Arg Tyr Trp Gly Thr Pro
90 95
Gln Gly Thr Leu Val Thr Val

110
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¢OPMVJIA MBOEPETEHNS

1. BeljesieHHoe aHTUTEJO nporme IL-23pl8, roe ykaszsaHHOe
AHTUTEJIO ABJISAETCH [IOJIHO I ThIO JeJIOBEUECKUM, [IOJTy Y€ HHBIM
NOCPEenCTBOM GaroBOTO OUCIUIEA, UM CBASLIBACTCH C IL-23pl9 uenoseka
WY ero dpaIlMeHTOM.

2. BeOeJIEHHOE AaHTUTENO Mo n.l, roe ykazaHHOE AHTUTENO
CBA3BIBAETCH C IL-23pl9 LUeJIOBEeKa Ha OIHOM W BoJee
AMMHOKMCIOTHEIX OCTaTkax 93-105 SEQ ID NO:145.

3. BomeJsleHHOE aHTUTENo nporme IL-23plY, conepxawee, 1o
MEHbIEN Mepe, OOMH Bapuabest Hblf YHaCTOK JIeTKOM Lenu, [npudeM
YKasaHHBENM BapuabeNbHEM YyUYacToK JieTKOM Uerny COOepXuUT, I[10 MeHbLIeHt
Mepe, OmMH uYileH TPYNH, cocTodmel ms:

AMMHOKUCIIOTHOM NoCieD0oBaTEILHOCTH ONnpenesslero
KOMIIJIEMEHTAPHOCTh yd4YacTKa JerkoM uenu 1 (CDRL1), BrIOpaHHON us3
Tpynnel, cocroAmen us SEQ ID NO:46-51;

AMMHOKMCJIOTHOY  MOCJIEOOBATENIbHOCTH CDRL2, BRIDPAaHHOM U3
Tpynnel, cocrosmwen mus SEQ ID NC:52-57; u

AMUEOKMCZJIOTHOM  [IOCJIE€NOBATENbHOCTU CDRL3, BRIOpAaHHOM U3
Tpynnel, cocrogamen m3 SEQ ID NO:58-79.

4. BeloeJeHHOE aHTUTENO nporus IL-23plY9, comepxamee, no
MEHbllell Mepe, OIMH BapuabeJbHE! Y4aCTOK TAXeJION Lenu, npudeMm
YKa3aHHEIM  BapuabeJsibHLl  yY4acToK  TaKes1ol uenmM COnepxuT, rno
MeHbUIeM, Mepe OOMH uJieH TPYNOIe, COCTOAWEeN uUs3:

AMUMHOKUCJIOTHOMN NOoCNenoBaTelIbHOCTH onpenensuero
KOMIJIEMEHTAPHOCTL y4yacTKa TAXeJoN Lernm 1 (CDRH1), BrifpaHHOI us
I'pynnel, cocrodmwem muszs SEQ ID NC:1-6;

AMUHOKMCJIOTHOM  MOCJIe[OBATE]bHOCTM CDRHZ, BHIOpaHHOM U3
T'pynne, cocrosamey uz SEQ ID NO:7-39 u 146; u

AMMHOKMCIIOTHOM  MOCJIeNOBATEJIbHOCTHU CDRH3, BEIOPAHHOM U3
T'pynnel, cocrodqmwer m3 SEQ ID NO:40-45.

5. BelmeneHHoe aHTUTEJIO IIPOTHUR IL-23pl19, conepxauee
BapuabeJlbHBIM y4YacTOK JIeTKOM uenu no . 3 M BapmaOeJIbHHNM yYYacTok
TAXENOM Lenu 110 mn.4.

6. BrizieneHHoe aHTUTEN D NPOTUB IL-23pl9 o n.5,
ACMOJIHUTEJIBHC  colepxalee, 1o MeHbmel Mepe, OOHY KapKacHY©

oBbiacTob H2JIOBEeKa pPAIOM, [0 MeHblel Mepe, C OoIHUM OrpegesidrumMm
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KOMITJIEMEHTAPHOCTE YUaCTKOM.

7. BwulejieHHoe aHTuTesio nportur IL-23plY9, conepxamee, IC
MeHbllell Mepe, OoIOvH BapuadensHBIM Y4YacTOK JIETKOW Uenu, IpudeM
YKas3aHHB BapuabeJsibHBM YUACTCK COOEPXUT:

aMMWHOKMCIIOTHYIO [IOC1eI0RaTENIBHOCTD oripenesgauLero
KOMIJIEMEHTAPHOCTL yuyacTka Jerkol uenu 1 (CDRL1), BuOpaHHYI U=
Tpynnel, cocrosmen ms SEQ ID NO:46-51;

AMVHOKMUCJIOTHYIO I[IOCJHenOoBaTeJIbHOCTD CDRLZ, BEIOPAHHYID U3
Tpynmnel, cocrosAmer n3 SEQ ID NO:52-57; u

AMVHOKWCJIOTHYIO r1ocJylenoBaTesIbHOCTb CDRL3, BEHOPAaHHYIO us3
Tpynnel, cocrosmer mz SEQ ID NO:58-79.

8. BoLieJleHHOe aHTuTeJso nporue IL-23pl9, coxmepxamee, O
MeHbWel Mepe, OIOUH BapuabelibHBI Yy4YacCTOK TAXEJION Ueru, puYeM
VKa3aHHEN Bapuab®elibHBE YYaCTOK TAXEJION Lenu COASePXUT:

AMMHOKUCJIOTHYO NoCaenoBRaTeNnbHOCTE onpeneJssomnero
KOMIJIEMEHTAPHOCTL ydacTka Tsaxejou uemm 1 (CDRH1), BHIOpaHHYID U3
rpynnel, cocrosumeit us SEQ ID NO:1-6;

AMMHOKMCJIOTHYK  IIOCJIed0oBaTeJIbHOCTE CDRHZ2, BeIOpaHHyl U3
Tpynne, cocrosamen us SEQ ID NO:7-39 m 146; u

AMMHOKMCJIOTHYI  [NOCJIEACBaTeNbHOCTE CDRH3, BEIDPaHHY® U3
Ipymnns, cocrosamen n3 SEQ ID NO:40-45.

9. BeloesieHHOE aHTUTEJIO NpOTUB IL-23pl9, conepxauee
BapuabeJibHE Yy4YacTOK jerxol uenu 1o .7 u Bapuab®esbHHM Yy4aCTOK
TaxeJIoN Lenu rno Im.8.

10. BrineJsieHHOE AHTUTEJO NIpoOTUB IL-23pl9, comepxamee
AMUHOKMCJIOTHYIO MOCJIeNOBaTebHOCTh BapnabelbHOTO YHYacTKa JIeTKOU
ueny, BHOPaHHYI U3 TPYNIEH, cocTosamenn uz3 SEQ ID NO:82-85, 93-98,
100, 102, 113-116 m 128-132.

11. BrIIEeJIeHHOE auTuTeso nporus  IL-23pl9, conepxauee
AMMHOKUCJIOTHYO MOCJeIOBaTeJIbHOCTh BapuadbesbHOT'O ydacTkKa TAXEJION
venu, BHOpaHHY® U3 TPYINH, cocrosmer m3 SEQ ID NO:80, 81, 86-
92, 99, 101, 103-112, 117-127 wn 147.

12. BrlmeJiIeHHOE aHTuTeso nporuB  IL-23pl9, conepxalee
BapuaBesbHbl y4YacToK JIETKOM Lenu mo n.10 u BapuabeJsibHBM Y4YacCTOK
Taxesio uenm no n.ll.

1z. BrloeJieHHOE aguTuTeno nporus IL-23pl9, comepxalee
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AMUHOKUCJIOTHYIO [IOCJEIOBATEJILH )CTE BapuabeslbHOTO YyuacTKa JerkKom
ueny, MMERLYK, T[10 MeHbllel Mepe, 95% MIOEHTUUHOCTL C JBOV U3
AMUHOKMCHOTHBIX nocryegoBaTeslt HOCTEN, BHIOP A HHBIX ns3 TpYIsl,
cocroduwer mus SEQ ID NO:82-85, 93-98, 100, 102, 113-116 » 128-
132.

14. BeimesieHHOE  aHTUTero  [POTUR IL-23pl9, comepxauee
AMUHOKMCJIOTHYIO MOCJIEIOBaTEeJbHO CTh BapuabeslbHOTO ydacTKa TSXeson
Lenyu, MWMsKRUyl, OO MeHbwey Mepe, 95% UOEHTUYHOCTL C JIOB0% U3
aMVHOKMCJIIOTHBLIX ocJjenoBaTe/ L HOCTEN, BHIOPAaHHBIX us TPYIME,
cocrostmer u3 SEQ ID NO: 80, 81, 86-92, 99, 101, 103-112, 117-
127 un 147.

15. BrlmesieHHOE aHTUTE O  [IPOTUB IL-23pl9, conepxalee
BapMmabeJIbHBIM Yy4acTOK JIETKOM u«nu 1o .13 u BapuabesbHHN YyYacToK
TAXKeJION Lenu no mn.lé.

16. AHTMTENO, KOTOPOE XOHKYPEHTHO cBa3biBaeT IL-23pl8 c
BhIOEJIEHHEIM aHTuresnoM rnporTue I1L.-23pl9 no gwbomy w3 n.mn.l-15.

17. AxTuTesno nporme IL-23plY% no gwbomy w3 n.n.l-16, nne
yKasaHHOEe aHTKTeJio cBAs3bpBaeT L-23plY9%, no MeHblWleW Mepe, C OOHOM
a@PMHHOCTBIO, BHOpPaHHOM K3, [OIC MeHble) Mepe, 10°° M, o MeHben
vepe, 107'° M, no meubmeit mepe, 107 M, u, no meHbwel mepe, 10°*2
M, 1o MeHbwel Mepe, 10 M, no MeHswedt mepe, 107** M, wu, no
MeHbWeM Mmepe, 107'° M, kak onpeneseHO NOCPEenCTBOM MOBEPXHOCTHOTO
IJIa3MOHHOIO Qe30HaHCa MM MeTcioM Kinexa.

18. Antureno nporur IL-23pl9 no mawbomy u3 n.mn.1-15, nnpe
yKa3aHHOEe aHTUTEeJIO MO CYULeCcTBY MOAYJMpYeT, IO MeHblleld Mepe,
OIVH BUI aKTMBHOCTM, IO MEHbBUEY Mepe, OOHOTO MNoJjunenTupma IL-23.

19. BeizmesienHHas MoOJIeKyJla HYKJIEMHOBOM KMUCJOTH, KOOMPyKWAS,
O MeHbue) Mepe, ONHO BHIOSJEHHOE AaHTUTEJO MNPOTUB IL-23pl1% mo
modoMy u3 1.a.1-15.

20. BeluesieHHasa MoOJIeKyJa HYKJEUHOBOM KUCJOTHE, Cconepxamas,
o MeHbleM Mspe, OIHY U3:

HYKJI€OT/AOHOM [ocJyenoBaTeNbHOCTH BapuabelsbHOTO ydacTka
JIETKON uenu, BeOPaHHON M3 TPVINs, cocTosmel u3 SEQ ID NO:136-
138 u 142-144; u

HYKJIEOTUIHOM [oCHenoBaTeslbHOCTH BapmabenbHOTO ydacTka

TAXEJIOV Llleny, BHOPaHHOM M3 TpyMne, cocTosmelr mz SEQ ID NO:133-
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135 un 139-141.

21. BoOeJIEHHBEN BEKTOD HYKJIEMHOBOMW  KUCJIOTHL, comepxalmn
BEIIEJIEHHYK MOJIEKYIY HYKJIEMHOEOM KMCJIOTHI IO n.n.19 umm 20.

22. [IllpokapmuoTuueckasa wWin SyKapuoTHdecKasa KJeTKa-XO3ANH,
conepxalas BbBIOEJIEHHYID MOJIEKYILY HYKJIEMHOBOM KMCJIOTEl O n.mn.lo
i 20.

23. KjeTKa-xXOs8MH No I11.22, TOe YyKasaHHa#dA KJeTKa- XxO3AUH
npencrasJsser coboi, Mo MeHbllell Mepe, OHHY KIeTKY, BHOpaHHY® U3
xneTok COS-1, COS-7, HEK293, BHK21, CHO, BSC-1, Hep G2, 653,
gp2/0, 293, Hela, KIJIETOK MUEeJIOMBEl  WJIY  JIMMQOMEL, MJINU JIOOVID  UX
NPOM3BOOHYK, WUMMOPTAaJIM30BaHHYIO WM TPaHCOOPMMPOBAHHYI KJIETKY .

24. Cnocof mnpooykuuyu, IO MeHBIIe Mepe, ONHOIC aHTUTesa
[IpOTUB IL-23pl9, BRJIOUANIMTT TPaHCJALMIO MOJIEKYJIB HYKJIEMHOBOM
KMCJOTH no n.n.l9 umm 20 B ycCJaoBUAX In vitro, in Vvivo wWin in
situ, udTOGH ~AHTUTEJO NPOTUE IL-23pl9 BKCNpeccupoBasnock B
NONNAKNMXCS BHABJIEHMIO M BHIEJISHNO KoJMyecTBax.

25. Komriosmums, copepxamas, rno MeHbmen Mmepe, OOHO
BHIIEJIEHHOE aHTUTeJIO NPpOTUB IL-23plY mo JodoMy U3 n.n.1-15 u, no
MeHblleV. wMmepe, OIUH bapMaleBTUUECKHA npueMsIeMeli  HOCMTEJB  WJIN
pazbaBuTells .

2¢. Kowmnoszsumuusa IO n.25, IONOJIHUTEJBHO comepxamas, rno
MeHbmeli Mepe, OHNHO COeIVHEeHNE wnu noJsunenTtun, BoOpaHHbIE M3
nopnamumeica Ogerexkumn MeTKH Wi pernoprepa, anrarouucra TNF,
MpOTVUBOMHPEKLUMOHHOT'O JIeKapCTBEHHOTO  CPelCTBa, JIeKapCTBEHHOTO
cpencrsa AjA cepneqﬂo-cocynMCToﬁ (CV) cucTeMsl, JIEKapCTBEHHOTO
cpencTea s LLeHTPaJIbHOMI HEepPBHOW CUCTEMEI (LHC), JeKapCTBEHHOTO
cpencrea [OIA ABTOHOMHOM HEPBHOM CUCTEMB (ANS), JIexapCTBEHHOTO
cpencTBa AJiA  OBIXaTeJbHBEX nyrel, JIeKapCTBEHHOTO cpencrtsa OJf
®eJTy JOUHO ~ KMUIEYHOTO (GI) TpakTa, TOPMOHAJIBHOTO JeKapCTBEHHOTO

cCpencTea, ﬂeKapCTBeHHOPO cpencrTea OJisA HaJiaHca XMHKOCTeﬁ nJn

BJIEKTPOJINTOB, TeMaToJIOTNYeCcCKoTO JIeKapCTBEHHOT'O cpenctTBa,
aHTMHeOHﬂaCTquCKOPO ﬂeKapCTBeHHOPO cpencrea,
MMMyHOMOHYﬂMpYDmePO ﬂeKapCTBeHHOPO cpelncTea, ﬂeKapCTBeHHOTO
cpencrea IJIA a3, ymeﬁ nim HOCa, MEeCTHOTI'O ﬂeKapCTBeHHOPO

cpencTBa, HMeTOHOPquCKOPO HeKapCTBeHHOPO cpencrBa, LMTOKVHa u

aHTaroHuUcCTa LUMTOKMHA .
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27. AHTUMIMOTUNIMUECKOE aHTUTEeJo WIN bpaTMeHT, KOTOPERIE
crieudUUHoO CBA3BIBALTCA, IO MeHbIe Mmepe, C OIOHMM aHTUTEJIOM
nporus I1L-22pl9 no smobomy u3 1.0.1-15.

28. Cpnoco® IOMATHOCTMKU WM JIeHeHUA cpgsanHoro ¢ IL-23
COCTOSHMSA B KJeTke, TKaHu, <CopraHe WM Yy XYBOTHOTO, BKJIOYAOWNM
KOHTaKTMPOBaHME KOMIIO3ULNNL, :onepxaiielr 30dexTUBHOE KOJIMEECTBO,
no MeHblielr Mepe, OOHOTO aHruresa IHo moboMy w3 n0.11.1-15, ¢
YyKa3aHHOM KJI@TKOM, TKaHbl, CODDAaHOM WM XUBOTHBEM, WUl BBeIeHUE

ee B HUX.

29. Cnoco6 no nmn.28, rHme CcBA3aHHoOe C IL-23 cocTodAHMKE
BEIOpPAHO U3  TPYIIH, cocrosfueil us3 rncopuasa, NCOPUATUEECKOTO
apTpuTa, GonesHy KpoHa, [acCesHHOT'O  CKJepos3a, ONTUUECKODC

HEeBPUTA M KJIMHMUECKM M3O0JMPOBAHHOTO cUHIOpoOMa .

30. Crocob6 no m.29, ros yxasaHHOe 30dexkTUBHOE KOJNIUYeCTBO
cocTaBJysaeT npudaIn3nUTEJbHO 0,001-50 wMp/xmjiorpaMM  YKasaHHBIX
KJIeTOK, TKaHu, OpTaHa WM XMBOTHOTO.

31. Cnooco® o n.2%, one YyKasaHHOE KOHTaKTUPOBaHUe WK

vKasaHHOe BBeIeHMe [NPENCTaB/IALT cofoy, IO MeHbwey Mepe, OIOMH

crioco®, BuIOPaHHEIN us rnapeHTepalibHOTO, IO OKOXHOTO,
BHYTPVMEIISYHOTO, BHYTOMBEHHOTO, BHYTPUCYCTaBHOTO,
MHTPaOpPOHXMAJIBHOTO, UHTPaadadOMMHAJBEHOTO, BHYTPVKANCYJIAPHOTO,
BHYTPUXPALIEBOTO, BHYTPUINIOJIOCTHOTO, BHY TPUOPIOWHOTO,
BHY TPUMO3XEUKOBOTO, MHTpalepeBpOBEeHTPUKYJIAPHOTO,
BHY TPUKULIEUYHOTO, UHTpPaLepBUKAJbHOTO, BHY TPMXENY HOYHOTO,
BHYTPUIIEYEHOYHOTO, MHTPaMMOKapIuaabHOTO, BHYTPUKOCTHOTO,
BHYTPUTA3O0BOTO, UHTparnepuKkapanajibHOI'O, VHTPAanepuTOHNANIbHOTO,
MHTPAlJIeBpallbHOTO, BHYTPUMIPOCTATUYECKOTO, BHY TPUJIETOUHOT O,
UHTpapekTallbHOTO, UHTPapeHalbHOTO, UHTpapeTUHAJbHOTO,
MHTPAaCNMHAaMABbHOTO, MHTPaCUHOBMAJIBHOTO, BHYTPUTPYOHOTO,
BHYTPUMATOYHOTO, BHYTPUIIY 3LIPHOTO, MHTpaJIe3MOHAaJIbHOTO,
OOJIOCHOTO, BAI'MHaJBHOTO, PEKTAJIBHOTO, BYyKKaJIpHOTO,

CyBIMHTBAJBHOTO, MHTPaHa3aJbHOTO U TPaHCAEPMaIbHOT'O cnnocobos.

2 Croco® 1o n.2%, OONOJMHUTEJIBHO BKJOUAOIMM BBedeHue IO,
ONHOBPEMEHHO WJIM MOCJE YKas3 iHHOTO KOHTAKTUPOBAaHVA UM BBReIEeHUH,
no MeHbmeNM Mepe, OOHOM KOMIO3MLUMMK, comepxawey 90PeKTUBHOE

KoJM4YecTBO, IO MeHblel Mepe, OIOHOTO coeIUMHEeHMs WJM [oJimnenTuia,
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BEISpaHHEX M3 [onajapumencs  IeTexumnn METKM UM  pPernoprepa,
MPOTUBOVHPEXLUMOHHOTO  JIEKAPCTBEHHOTO cpencrsa, JIEKAPCTBEHHOTO
cpencTBe IJiA cepneuHo-cocymucTon (CV) cucTemsl, JIEKapPCTBEHHOTO
cpencrea s LLEHTPaNbHOM HEPBHOW CUCTEME (JHC), JIeKapCTBEHHOTIC
cpencrBa s aBTOHOMHOM HEPHBHOM CUCTEMbI (ANS), JIeKapCTBEHHOTO
cpencTea AN OBXaTeJbHBEIX mrredl, JIeKapCTBEHHOTO CpencTsa Il
KeJly IOYHO -Kkumeusoro (GI) TpaKTa, TOPMOHAJIBHOTO JIEKAPCTBEHHOT'O

cpencrsa, J1eKapCTBEHHOT'O cpencTBa nnsa  BarnaHca XMHKOCTG% WJIN

BASKTPONUTCE, T7eMaToJIOTUUEeCKOTO HeKapCTBeHHOPO cpencTea,
aHTUHEOJIaCcTNUYeCKoIO ﬂeKapCTBeHHOPO cCpelncTsa,
Mmmyﬂomonynmpymmero JIEKapCTBEHHOTO cpencTea, ﬂeKapCTBeHHOPO

cpencrtea Iy IUas, ymel wuiau HOCa, MEeCTHOTO JIeKapCTBEHHOTO
cpencTBa, OMETOJIOTUYECKOTO JleKapCTBEHHOT'O CpencTBa, LUTOKMHAE U
aHTaToOHMUCTa UUTOKMHA.

33. MeIMLMHCKOE YCTPOMCTBO, comepxamee aHTUTEeJO NPOTUB IL-
23pl9 rno Jwdomy u3 n.n.1-15, r©me ykKasaHHOE yCTPONCTBO ABJAETCA
NPUTONHBM OJIA KOHTAKTUPOBaHMA WIM BBEHSHMA yKa3aHHOTO aHTUTeNa

NpoTUB IL-23pl9, 1mo MeHpley Mmepe, OINHMM cnoco®oM, BHIOpPAaHHBM U3

NapeHTepallbHOTO,  [OLKOXHOTO, BHYTPVMBIIEUHOTO,  BHYTPUBEHHOI'C,
BHYTPUCYCTaBHOTO, MHTPabpOHXMAIBHOTO, MHTPaadIoMUHAaIbHOT'O,
BHYTPUKAICYJISPHOTO, BHYTPUXPAWEBOTO, BHYTPUIIOJIOCTHOTO,
BHY TPUOPIOUHOTO, BHYTPVMOBXEUKOBOTO,
MHTpalepedPOBEHTPUKY JIAPHOTC, BHYTPUKMIIEYHOTO,
VHTPaUepBUKaJbHOTO, BHY TPUXEJY JOYHOTO, BHYTPUIIEYEHOYHOTO,
MHTpaMMOKapananbHOTO, BHYTPUKOCTHOTO, BHYTPUTa30BOTO,

MHTpanepMKapnmaanoro, MHTpaHepMTOHMaHbHOTO, MHTpaHHeBpaﬂbHOPO,

BHY TPUIPOCTaTUUECKOTO, BHYTPWUJIETOYHOTO, MHTpapeKTajibHOTO,
MHTPapeHa/lbHOTO, MHTpapeTUHAalbHOTO, VHTPaCHIMHaJIbHOTO,
MHTpaCUHOBMAJIBHOTO, BHYTPUTPYIHOT'O, BHY TPMMAaTOYHOTO,

BHYTPUITY BEIPHOTO, MHTpaJie31OHaIbHOTO, 60OJIIOCHOTO, BaIMHAaJBHOI'O,
pEeKTaNbHOTO, OYKKaJBEHOTO, CYBIMHTBAJIbLHOTO, MHTpaHasaJlbHoro U

Tpchnepmaanoro criocodoB.

34. Wzpeaune IJiA papMaleBTUUECKOTO MJN OMaTHOCTUYECKOTO
npuMeHeHus |y UeJIoBeKa, conepxamee ynakoBOYHB —MaTepuas A
KOHTEeMHED, comepxaumii pacTBOp MM MModUIMBMPOBAHHYIO bopmy

aHTuUTena InpoTuB IL-23pl9 no Jjwodomy u3 n.n.1-15.
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35. Vspneaue no .34, TIe VKa3aHHL KOHTEeJHep MNpeAcTaBAeT

cobom KOMITOHEHT YCTpOﬁCTBa WJIN cucTeMel IOJIA napeHTepaanoﬁ,

NOOKOXHOM, BHY TPUMBIIIEWHOM , BHY TPUBEHHOM’, BHYTPUCYCTaBHOM’,
MHTpaGpOmeaanoﬁ, MHTpaaSHOMMHaanoﬁ, BHYTPUKANCYJAPHON,
BHY TPUXPAWLEBON, BHYTOUMNOJIOCTHON, BHY TPUOPOIHON ,

BHY TPUMO3XEUKOBON, MHTpauepGGpOBeHTpMKynquoﬁ, BHYTPMKUIIEUHOM ,

JMHTpPAaLEepBNUKalIbHOM, BHYTUMXEJIY IOYHOM , BHYTPUIIEUEHOUHON,
MHTpaMmoxapnmaanoﬁ, 5HYTPUKOCTHOWM, BHYTPUTA30BOM,
MHTpanepMKapnmaanoﬁ, MHTpANEPUT OHNAJIBHOM, MHTpanjieBpalbHON,
BHyTpMHpocmammqecxoﬁ, BHYTPUJIETOYHON, MHTpapeKTalbHON’,
MHTpapeHasibHOW, MHTpapeTUHAaNbHON, VMHTpaCnMHaIbHOM,
MHTpaCMHoamaanoﬁ, BHYTPUTPYOHOM, BHYTPUMaTOUYHON,
BHyTpmnysupHoﬁ, MHTpaneamcHaanoﬁ, BOJIIOCHOMN , BaTMHaJlbHOM,
pPEKTANEHON, ByKKaJIbHOU, SyBIVHTBaJIbHOM, MHTpaHasaanoﬁ u

TpaHCaepManpHON OOCTaBKM.

36. Cnoco® nNpoAyKUUU BLIIEJIEHHOTO aHTuTejia NpoTHs IL-23pl9
no smobomy M3 m.m.1l-15, BRIICUALLMY [penocTaBjeHne KJIeTKM - X03AMHA
MM TPAHCTEHHOTO  XMBOTHOIO MM TPAHCTEHHOTO  pacTernA 1A%
pacTUTENIbHON  KJIETKM, CriocOBHBIX  BKCIIPEeCCUpOBaTh riogmanmumecst
BLIIEJIEHMIO KOJMUeCTBa YKasaHHoTo aHTuTesa .

37. AHTUTEJIO [NIPOTUB IL-23pl9, mnponyumpyeMoe criocoboMm 11O
n.36.

38. BrigeJieHHoO®e aHTUTEeJOo  [POTUB IL-23pl9, conepxallee
aMMHOKMCJIOTHYIO rocJenoBaTe/ibHOCTD BapuabeJlsHOT'O Yy4acTKa JIeTKOM
Henu, KOoIO/APYEeMYI HyKneOTMHHOﬁ nocJenoBaTeJbHOCTDHIO, BLIOpaHHOM U3
TPYIsL, cocrTosamen u3 SEQ ID NO:136-138 u 142-144.

39. BrmesieHHOE ~— aHTuUTeJyo  NPOTHE IL-23pl9, coIepxalee
AMMHOKMCIIOTHYIO MOCJIENOBATEIPHOCTE papnabesibHOTO yqaCTKa.Ternoﬁ
[eny, KOIMPYyeMYyo HYKJIEOTUIHON nocJgenoBaTeJyIbHOCThBIO, BLIOPAHHOM M3
TPYNIILL, cocrosmenr n3 SEQ ID NO:133-135 mu 139-141.

40. BrimeJIeHHOE aHTUTEJIO  POTUB IL-23pl9, copepxaliee
nocJyefoBaTellbHOCTD paprabenbHOTO ydacTka nerxoi uermu ro n.38
nocnenoBaTeJIbHOCTD BapuabenbHOTO ydacTKa paxeJsioif uenu no m.39.

41. BroloeJieHHOe aHTUTEJIO  [IPOTUB IL-23pl9, coIepxalee
nocJyenoBaTesbHOCTE Bapn 10eJIbHOT'O yuacTKa JIeTKOM nenm,

KOONPYEMYIO HyKHeOTMﬂHOﬁ HOCHeHOBaTeﬂbHOCTbD, nMmemnmen, rno
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MeHblIe Mepe, 95% UOEHTULVHOCTDb c Jobol U3 HYKI€OTUIHBIX
nocnenopaTeNpHOCTEN, BHOPaHHIX W3 TPYIINLL, cocTosamer muz SEQ ID
NO:136-138 n 142-144.

42, BoigeJsieHHoe  aHTUTeNo  NPpOoTUE IL-23pl9, comepxaumee
nocaenoBaTeJIbHOCTh papuabesbHOT'O ydyacTKa TSIKEJION uenm,
KOIVPYEeMYIo HYKJIEOTUIHON [OCJIE DOBATEeJIbHOCTBIO, nmemmen, o
MEHBIIEN Mepe, 05% MIOSHTUUHOCTDb c oot U3 HYKJIEOTUMIHBIX
nocnenOBaTeanOCTeﬁ, BHIOPaHHBIX "3 TPYIsL, cocrosamen mu3 SEQ ID
NO:133-135 m 139-141.

43. BrimeJsieHHOE — aHTUTesio  NpOoTMEB IL-23pl19, conepxalee
nocJenoBaTeJibHOCTD papuabesibHOTO YydacTKa nerxoi uerm no mn.4l u
nocjaencBaTesIbHOCTb papnabesylbHOTO ydacTKa Taxenon uenu no n.4z.

44 . QAHTUTEJIO, KOTOPOe KOHKYPEHTHO CBA3BBACT IL-23plY9 c
BHLIEJIEHHEIM aHTUTEJIOM NpOTME TL-23pl9 mo JnoboMmy M3 n.n.38-43.

4%, AHTUTEJNO IMpPOTUB IL.-23pl9 no nodoMy U3 n.n.38-43, raoe
yKaszaHHOe aHTUTEJIO cesasppaer IL-23pl9, mo MeHblIen mepe, C onHOM
addVHHOCTBIO, BEHIOpaHHOM M3, IO MeHbUIEV Mepe, 107° M, no MeHben
mepe 107*° M, no venpmey mepe, 107" M u, no venbmen mepe, 107%
M, no MeHbmel Mepe, 10°1* M, no MeHbUen Mepe, 10°** M wu, 1O
MeHblIeln Mepe, 10°*® M, kak ornpeneseHo nocpelncTBOM NOBEPXHOCTHOTO
[JIa3MOHHOT'O pe30HaHca WM mMeTomoM Kinexa.

46. AHTUTEJO NPOTUB IL-23pl9 no JsoboMy M3 n.n.38-43, raoe
yKa3aHHOe aHTUTeJIO o CymecTBy MOIOYJMPYeT, oo MeHbluer Mepe,
OIMH BUO AKTUBHOCTH, IO MeHbllely mepe, OHHOTO nomunenTtuna IL-23.

47. BolmeJlieHHasa MOJIEKYJa HYKJIEVIHOBOW KMCJIOTEL, comepxaumas,
o MeHplel Mepe, OIHY HYKJIEOTUIHYIO nocJyienoBaTesyibHOCTh I10 JtoMy
us n.n.38, 39, 41 un 42.

48 . BplmeJieHHBM BEKTOP HYKJIEMHOBOW  KMCJIOTHL, comepxaumn
BLIIEJIEHHYD MOJIEKYJIY nyneMHOBoﬁ kyceaoTe no n.47.

49. TpoxapuoTudeckas Wi syKapuorTmudeckasn KJIETKAa - XO3ANH,
comepxamas BblIEJIEHHYIO MOJIEKY Y HYKJIEMHOBOW KMCJIOTH IO n.47.

50. Kjerka-xo3fauH IO n.49, o©DHOe YykKasaHHa#d KJleTKa-X03AUH
npencTaBiaeT coBoii, NO MeHbuel Mepe, OINHY KJETKY, BHOPAHHYO ns
kneTok COS-1, COS-7, HEK-93, BHK21, CHO, BSC-1, Hep G2, 653,
sp2/0, 293, Hela, KJIETOY¥ MUEJIOMBL  WJIV numbomel, WK MUX JII0OVYIo

I'IpOI/IESBOL[HYIO, I/IMMOpTa.J'H/IBOBéiHHy}O NI TpaHCQ)OpMI/IpOBaHHy'IO RJIIETKY .
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51. Cnocot npoaykuum, 710 MeHblIey Mepe, OIOHOTO aHTUTeJa
npotue 1L-23pl9, BKJOUAIMI TPaHCJIALUIO MOJIEKYJIb HY KJIEMHOBOM
wycHoTe no .47 B ycnosuAx in vitro, in vivo unu in situ, u€TOOE
2HTUTEJIO IpOTUB IL-23pl9 BKCIPECCUPOBAJIOCH B NnoonaKnurnxics
IeTeKUUM WMJIM BBEISJNEHMIO KOJIMYeCTBaX.

52. Komnozuuud, comperxaluas, rno MEeHblIeN Mepe, OIHO
BLIIENEHEOE aHTuTeso nporus IL-23plY no nodomy M3 mn.mn.38-43 u,
o MeHblWeM Mepe, OoIMH dapMauleBTNHYeCKN npuUeMyIeMslll HOCUTEJs UK
paztaBUTENb .

53. Komnoszsuumsa 1o I.52, NOMNONEMUTEJILHO conepxamas, o
MeHbIIel Mepe, OIHO CcoeluHeHue WM [OoJMUNeNTN, BHIOpAaHHBE U3
nopnawmelics OeTekuuyu MeTKM WM pernopTepa, aHTaroHucrd TNF,
NPOTUMBOMHPEKUMOHHOTO  JIEKAapCTBEHHOI'O cpencTBa, JIEKaPCTBEHHOTO
cpencrsa s cepneuno-cocymicTon (CV) cCucTeMsl, JIEKAPCTBEHHOTO
cpencTBa Ui LEeHTPallbHOM HepsHoM cucremn (LHC), JE€KapCTBEHHOTO
cpencTBa I aBTOHOMHOMU HepsHol cucTeMsl (ANS), JI€KapPCTBEHHOI'O
cpencTea JA  ObXaTeJlbHbX nyTei, JIeKapCTBEHHOT'O CpencTsa IJA
KeJIyqodyHo - kymweuHoro (GI) TpakTa, TOPMOHAJBHOT'O JIEKapCTBEHHOI'O

cpelcTBa, JIEKapCTBEHHOTO cpencrTsa IOJIA HanaHca ?KI/I,IIKOCTGIZ NIt

DJIEKTPOJINTOB, IeMaToJIOTUUeCKOTO JIeKapCTBEHHOTO cpencTBa,
AHTUHEOIJIaCTUUYECKOT'O JIEKapCTBEHHOTO cpellCTBa,
VMMMYHOMO OYJIMpYyRmeIro JIeKapCTBEHHOT'O cpencTsea, JJeKapCTBEHHOTO

cpencTea Juis TDJjas, ywei MM HOCa, MECTHOTO JIEKAPCTBEHHOT'O
cpencTBa, IMEeTOJIOTMUYECKOTO JIeKapCTBEHHOTO CpelNCcTBa, UMTOKUHA U
aHTaTOHUCTA UUTOKMHA.

54. AHTUMAMOTUIMYUECKOE aHTUTeno uim ¢parMeHT,  KOTODPHE
cneuM@ruHO CBA3LIBALTCS, [O MeHbley Mepe, C OIHMM aHTVTEJIOM
npotue IL-23plY9 no modoMmy U3 n.m.38-43.

55. Cnoco® IOUMAaTHOCTUKM WM JIeUeHMA CBA3aHHOTO C IL-23
COCTOSHMS B KJETKEe, TKaHM, OpTaHe WM Y XMBOTHOTO, BKJIIOYAOWMM

KOHTAaKTUPOBAaHNKE KOMIIOBUUMHN, comepxauen abdbexTUBHOE
KOMUUYEeCTBO, [0 MeHbWel Mepe, OINHOTO aHTuTesa IO Jodomy U3
n.m.38-43, C yKa3aHHOW KJIETKOW, TKaHbl, OPTAaHOM WM XMBOTHBM,
UK BBEIEHMEe €& B HUX.

56. Cnoco6 no n.55, ©Dne cesazanHoe ¢ IL-23 cocroAHue

Bbl@paHO us3 TPy, CoCTC aien ns3 ncopuasa, rcopmaTmU4deCckKoro



168

apTpuTa, BonesHn KpoHa, pPACCESHHOTO  CKJIEpO3a, ONITUUECKQOTO
HeBpUTa U KJIMHNUECKNA MBOJIMPOE 3HHOTO CHMHIpOMA .

57. Cnocof no n.b55, TOe YyKazsaHHOE 5bhOEeKTNBHOE KOJIMUECTBO
cocTaBgeT npubINM3UTEJILHO 0,001-50 MD/KUJorpaMM  YKasaHHbBIX
KJIeTOK, TKaHu, opraHa WIM XUEOTHOTO.

58. Cnoco6 no n.55, 1He VYKasaHHOE KOHTaKTUPOBAHUE WIN

yKasaHHOe EBeleHNe npencraepnaeT coBoii, 0o MeHpmen Mepe, OIVH

criocot, BHIOPAHHBIN ns rnapeHTepalibHOT'O, NOOKOXHOTO,
BHY TPUMEIIEUHOTO, BHYTDMBEHHOTO, BHYTPUCYCTaBHOTO,
MHTPaBpPOHXNAJIbHOTO, yHTpaat IOMVHAJBHOTO, BHYTPUKaNCYJISPHOTO,
BHYTPUXPAWLEBOTO, BHYT[ MIOJIOCTHOTO, BHYTPUOPIOWHOTO,
BHYTPUMOBXEUKOBOTO, MHTpallepebpPOBEeHTPUKYJIAPHOTO,
BHYTPUKMIIEUHOTO, MHTpPaLEOBUKALHOTO, BHY TPUXEJTY IOUHOTO,
BHYTPUIIEUEHOYHOTO, MHTPaMMOKapANaleHOTO, BHYTPUKOCTHOTO,
BHYTPUTa30BOTO, VHTparepuKapanabHOTO, MHTpPanepuTOHNaJIbHOTO,
MHTparJeBpaabHOTO, BHYTPUTIPOCTATNYECKOTO, BHYTPUIJIETOYHOTO,
MHTPapeKTa IbHOTO, VHTpapeHajibHOTO, MHTpapeTMHAIBbHOTO,
VHTPaCIMHaIbHOTO, JMHTpaCUHOBUAJIBHOT'O, BHY TPUI'PYOHOTO,
BHYTPMMaTOUYHOTO, BHYTPUITY BBIDHOTO, MHTPaJIe30HaJIbHOT'O,
HOJIIOCHOTO, BaTMHAJBLHOTO, PEKTaJIbHOTO, BYKKaJbHOTO,

CyBIVHTBAJIBHOT'O, MHTpPaHas3aJlbHOTO U TpaHcIepMasbHOT'O criocoOOoB.

59 Crnoco® no mn.55, TONOJIHUTEJIPHO BrJIOUAlOUM BBeneHmne Ino,
ONHOBPEMEHHO WM NOCJIe YKaz3aHHOTO KOHTAaKTUPOBaHMS WM BBEICHVA,
no MeHblleyl Mepe, OMHOM  KOMIIO3ULNMA, conepxameil 90OEKTVBHOE
KOJIMUEeCZTBO, 1o MeHbLUeﬁ MeEpEe, OIOHOTO coelIViHEHU A nimm rojgurienTriaa,
BLIOpPAaHHBIX U3 nonpaoumencs  OeTeKUnM METKM WM penoprepa;
NpPOTVBOVHQEKUMOHHOTO JlekapCTBEHHOTO  CPencTBa, JIEKAapCTBEHHOTO
cpencTBa A cepneqﬂo-cocynMCToﬁ (CV) cucTeMs, NeKapCTBEHHOTO
cpencrBa OJfd LeHTpallbHOW HEepPBHOM CUCTEME! (LLHC), JeKapCTBEHHOI'O
cpeacTBa s ABTOHOMHOM HEPBHOM CUCTEMEI (ANS), JIeKapCTBEHHOT'O
cpencresa I OHIXaTeJIbHBIX nyTen, JIeKapCTBEHHOTO cpeacTBa Ui
KeJIy JOYHO - KUIIedHOT'O (GI) TpakTa, TOPMOHAaJIBHOT'O JIEKAapCTBEHHOTO
cpencTBa, JIEKapCTBEHHOTO CpelcTBa nysa 6HaJsaHca KUIKOCTEN WM
BIIEeKTPOJIMTOB, TeMaToJIOTMYECKOTO JjexapCTBEHHOTO CpencTsa,

aH’I‘VIHGOHIlaCTVI‘:{eCKOI‘O ﬂeKapCTBeHHOI‘O cpelcTra,

VIMMYHOMOIIYJIMPYIOUI@I‘O J'IeKa}"CTBeHHOI‘O cpencrsa, HeKapCTBeHHOI‘O
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cpencTea LaA  TJa3s, ymen wuIu  HOCa, MECTHOTO JIEKAapCTBEHHOTO
CcpencTBa, IMeTOoJIOTUYECKOTO JIeKapCTBEHHOTO CPENCTBa, LUTOKUHA W
aHTaroOHUCTa UMTOKMHA.

60. MeIMUMHCKOE YCTPONCTBO, comepxauee aHTUTEJO MNpPOTUB IL-
23pl19 no JsmoboMmy U3 n.n.38-43, roe yka3aHHOES VCTPOMUCTBO ABJIAETCA
NpUTOIHEM O KOHTAKTMPOBaHMs WM BBENEHNHA yKasaHHOTO aHTUTesa

NpOTUR IL-23pl9, no MeHblmen umepe, OIHUM cnoco®oMm, BHOpPaHHBIM M3

rnapeHTepaibHoOTO, NOOKOXHOTO,  BHYTPUMBIIEHYHOTO, BHYTPUBEHHOTO,
BHYTPUCYCTABHOTO, MHTPaOpCHXUANBHOTO, VMHTpaabOooMmuHasisHOTO,
BHYTPUKAICY ISPHOTO, BHYTPUXPALEBOTO, BHYTPUIIOJOCTHOTO,
BHYTPUOPIOWHOTO, BHYTPUMO3XEUKOBOTO,
MHTpaueperoBeHTpMKyanHoro, BHYTPUKUILIEYHOTO,
VMHTpaLepBuKaIbHOTO, BHYTLVXENYJOUHOT'O, BHYTPUIIEUEHOUHOT O,
MHTPaMMOKapanajbHOT'O, £EHYTPUKOCTHOTO, BHYTPUTA30BOTO,

MHTpanepMKapnmaanoro, MHTpaHepMTOHMaﬂbHOPO, MHTpanneBpaanoro,

BHY TPUIPOCTATUHEECKOTO, BHYTPUIIETOYHOTO, MHTPapeKTaJlbHOT'O,
MHTpapeHajlbHOTO, MHTpapeTMHAIBEHOT O/ MHTPaCNMHabHOTO,
MHTPaCHHOBAAJIBHOTO, BHY TPUTPYOHOTO, BHYTPUMaTOEHOTO,

BHYTPUITY BEIPHOT'O, MHTpaJe3MCHaIbHOT Oy BOJIOCHOTO,  BaTMHAJIBHOTO,
peKTalbHOT O, ByKKaJbHOTO, CyBJIMHTBAJIBHOT O, MHTpaHasajabHoTo M
TpaHCcAepPMallbHOTO crnocoboB.

61. Wspenue IJA dapMaleBTUIeCcKoOTO WY IMarHOCTUYEeCKOTO
npuMeHeHns Y genoBeka, cohepxauee Y T1aKOBOUHBI Marepuall ¥
KOHTENHED, comepxaummi ~ pacTBOP UM JIMOGUIMBUPOBAHHYIO bopMmy
apTUTEesa IPOTUB IL-23pl9 no JmoboMy M3 n.m.38-43.

¢€2. Wspmesme 0O n.61l, rmoe yKa3aHHBM koHTelHep npeacTaBiAeT

cobot KOMITOHEHT ycTposcTea Wi cucTeMel  AJA napeHTepaanoﬁ,

NOOKOXHOM, BHyTpMMHmequﬁ, BHyTpMBeHHoﬁ, BHyTpmcyCTaBHoﬁ,
MHTpa6pOmeaanoﬁ, MHTpaaGnOMMHaanoﬁ, BHyTpMKancyanHoﬁ,
BHyTpmxpgmeBoﬁ, BHyTpmnonocwﬂoﬁ, BHyTpmépDMHoﬁ,

BHYTPUMOZXEUKOBON, MHTpauepe@pOBeHTpmxynngoﬁ, BHY TPMKMLEUHON,

MHTpauepBMKaanoﬁ, BHYTPVXeIy JOUHON, BHYTPUNIEYEHOUHON,
MHTpaMMOKapnmaanoﬁ, BHYTPUKOCTHOM, BHYTPUTA30BOM,
MHTpanepMKapnmaanoﬁ, MHrpanepMTOHmaanoﬁ, MHTpanneBpaanoﬁ,
BHyTpmnpocwammqecxoﬁ, BHYTPUJIETOUHON, UHTpapeKTasbHON,

MHTpapeHaanoro, MHTpapeTMHaﬂbHOﬁ, MHTpaCHMHaHbHOﬁ,
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MHTpaCMHOBmaanoﬁ, BHY" PUTPYOHOM, BHYTPUMATOUYHON,
BHY TPUITY SEIDHON, MHTpane3MOHLﬂbHOﬁ, BOJIOCHOM, BaTUHAaJLHOW,
peKTaanoﬁ, BHyKKaJIbHOM, CyBIMHTBAJbBHOM, MHTpaHaaaﬂbHo% 1%

TpaHCIepMasibHOY INOCTAaBKM.

63. Crnccot npolyKUMM BHELEJEHHOI'O anTuTesia nportue IL-23pl9
no nobomy M3 1.11.38-43, BJOYaUMi NpergocTaBjeHre KJeTK/-
xo3aMHA WM TPaHCTEHHOTO XUEOTHOTO MJIV TPAHCT'eHHOTO pacTeHna
UM PacTUTEeJIbHOW KIIeTKM, cro:OoBHLX BKCIPeCccUupoBaTh NOoAnAnUMECs
BHIEJICHMIO KOJMUYEeCTBa yKa3aHHOO anTuTesa.

64. AnTuTeso nporus 1L 23plY9, NpoAyuMpyeMmoe criocoHoMm IO
n.63.

65. JloBoe oONucaHHOe 3neC- n3o0peTeHNe.

[Io NOBEPEHHOCTH
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Our., 1A

IL-23/IL-12/p40 ELISA

mAb HaHOCHAN Ha NNaHWeTbl, UUTOKKHbI UCNONbL3OBaNH B
KoHueHTpauuu 100 Hr/Mn, cBA3bIBaHWE UUTOKMHOB BbIAABNANK
¢ nomoubio mAb 12B-6uotuna

3=
P
o
O
1 -
0- b ———
MOR04130 MOR04083 Neg.cntri mAb12A
. [-23 12

Our. 1B CpsAsbiBatiMe HUTOKMHA C UMMOBUAKU3OBAHHbLIMKU HA
nnaHweTte mAb B ELISA

mAb HaHOCHAM Ha NIaHLeTb], LUTOKMHbI MCNOSIb30Banu B KoHUeHTpauun 100 Hr/mn,
cBAsbIBaHWe coaepxailero p40 UUTOKHHA YesnoBeKa BbIABIANY C NOMOLWbLIO mAb
12B-6MoTHHAa, cBA3bIBaHUe codepxallero p40 ULUTOKMHA MbIWK BLIABNANMK C
nomMoublo 17.8-6MoTuHa

35 N 3 e CNTO1275
B T} 7 —C156
2.5+ gEn MOR04083
a == MOR04190
O 1.5
0.5+

"'E‘"L ] T T ¥
hp40mp19  miL-23 miL-12 m{p40)2 mp40hp19
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@wur. 2

CasisbiBaHUe 6MOTHHHUNKpPORaAHHOTO IL-23 ¢
MMMOOMNU30OBaHHBIMK HA NNaHweTte mAb

nportus IL-23
2.0~
1.5+
- MOR04190
—~o— MOR04083 (npoBoannu oT4eMbLHO)
o 1.0+
0.5+
0. Qofomammmiie

 § L L
10° 102 10"  10°  10° 102  10°
bt.IL-23, Hrimn
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Qur. 3A

IL-23bt./IL-23R-Fc BRBA B npucytcTteuun mAu MOR

0.75+
~- || -23R-Fc

STy e MOR04083

0.50- ~s~ MOR04190
o =N B21M
() -%-1L-23 6e3 mAb
0.25+
N
0.00 . v ' —_
0.001  0.01 0.1 1 10 100

mAb, MKr/Mn
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®ur. 3B

CessbiBanue 1L-23 ¢ uMM0oOMIM30BaHHBIM HA IUIAHILETE

o

IL-12p1R-Fc B npucyTcTBHM mAD
vcnonb3osayy 20 Hr/ma bt.IL-23

- ~s- MOR04083
= ~a~ MOR04190
B -A-IL-23
S 6e3 mAb
O S i SEF NVIRE™ ~» CNTO1275

-~ Neg.mAb

"\x—-—""‘x\-x

102

i ] | | | § ]
10 10° 101 102
mAb, MKkr/mn
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®ur. 3C

CeasbiBanue IL-12/IL-12Rb1-Fc¢ B npucyTcTBUH
mAb nporus 1L-23

mAb ucnons30Bay B KOKUeHTpauuu 30 MKr/mn

2+
(=
O
|-
0d
) O A \2)
¥ o N o\
¥ & &

7]
°
6e3 mAb
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Our. 4

Haspanue

Kmog
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Q
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&ur. 5A

HWuayunpyemasi IL-23 npoaykums IL-17 B
npucyrcrBun mAb nporus 1L-23

1200~
~» CNTO1275
950+ ~N MOR04083
; & CNTO85
E 700+ «ws.IL-23 OTAEIBHO
- x 0e3IL-23
3 450+ —+— MOR04190
200+

104 102 102 107 100 10" 102
mAb, MKr/mn



8/24

Our. 5B

IL-17, nr/mn

3

HUnayuupyemasi HatuBHbIM 11L-23 npoaykuus
1L-17 »3 crJIeHOUWTOB MBbILIH B MPUCYTCTBUHN WJIH
orcyrctBuM mAb npotus IL-23 yenosexa. PBMC
CM uenoBeka (cepusi 1/99, 0.5%) ucnons3osau B
KavecTtBe ucrounuka hllL-23

150
i s~ CNTO1275

& Neg.mAb
~s MOR04190
-~e— MOR04083
--%¢-- Oe3 IL-23
—%— IL-23 6e3 mAb

100+

) ] T ) " —
10<4 10° 102 10" 10° 101 102
mAb, MKr/Mn
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Dur. 5C

Hugyunpyemas cyno PBMC CM npoaykuust IL-17 u3
CMJICHOUMTOB MbIIIM B NPUCYTCTBMM MAD npotus 1L.-23
Yyesi0BeKa

1200+
. -i——g\ N I --E —&— MOR04083
N\ 1 \\\\\ - \\\\W“\\&p !
950 - %~ MOR04190
= ~ CNTO 1275
\E 700+ s~ B21M
N - % CyCM Ge3 mAb
3 450+ =3¢ 06e3 CM
200+
0.001  0.01 0.1 1 10 100

mAbs, MKr/mn
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@ur. 6

Huayuupyemas IL-12 npoayxkuus IFNg u3 kiaerok
NK92MI B npucyrcrBur mAb nporus IL-23

~~ MOR04083
—#— MOR04130

~w CNTO1275

—& IL-12 6e3 mADb
~ s Be3 [L-12

0.001 0.01 0.1 1 10 100
mAb, MKr/mn
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Qur. 7A

KoukypeHTHBI aHanu3 mAb npoTus

1L-23

MORO04083 #MMOOHIH30BLIBAIA Ha IUIaNtIETE B

KOHIEHTpauuH 5 Mkr/ma, bt.IL-23 ucnom. ;oBanu B

KOHIICHTpaLtHK 20 HI/MJI

Qur. 7B

Koukypentsslii anains mAb nporus
IL-23

MOR04190 HMMOOHJIH3OBBIBAJIA Ha [1.12HLIETS B
KOHUEHTpanuH 5 MKr/ML, bt.IL-23 ucnonbsopanu B
KOHLCHTpal#H 20 HI/M

1.7 . ) S ol
§\\ 3 3 "’“‘M 0.5- w’“\\%‘“‘g&\kﬁ:‘m"‘;’xﬂi
0ad s
4.2« >~ -MOR(4083
g~ MOR04190 0.3+
b o ~ MORO4083 N
0.7+ ~3%~ Neg.m/ S O 0.2 - &~ MOR04190
~y ]L-23 6e3 mAb N "1 —¢-Neg.mAb
¥ MOR04217 ™ o4d ~SIL-23 6e3mAD
0.2+ —— MOR04217 —
\ﬁ‘\‘:ﬁ
¥ 13 1] £ £ o-c 1y k) 1] v L
103 102 104 400 10 162 103 0 100 100 10° 102
Ab MKU/MI Ab MKI/MI
Konkypentubiii ananis mAb nporus
1L-23
MOR04217 uMMOGH.TM30OBBIBATIH HA I 1aHIIETE B
KOHLeHTpallMH 5 MKT/MIL, bt.IL-23 Henenb3oBasi B
0.Be KOHUCHTDALHK 20 Hr/mn
0.74 R W W\\\W&MNNW
o ey
054~ 4083 \
8 049 ~3Negmab
0.34 ~\11-23 Ge3 mAb
0.2¢ ~9--4217
217 \\
0.14 Ny
0.0

Ab MKr/MI

®ur. 7C

- L] i ¥ 14 ®
107 402 40t 100 400 402
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®wur. 8

Anann3 npoaykuuu 1L-17 B npucyrcteun mAb MOR,
CILIEHOLUTbI MbIIK, HaTUBHBIH [L-23 uesioBeKa

2000- ~g— 5042

w& 5045

wdee 5040

\s..»»sﬁ,..,..,. 503 8
w5053

e 5049

wanifane 50 28

—— MAD23A
—3¥— |IL-23 6e3 mAb

1500~

1000+

IL-17, nr/mMn

500+

c : e S .<w .
104 10° 102 10 10° 10" 102

mAb, MKr/mn
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Qur. 9

CissbiBanue 1L-23 ¢ uMMOOMIM30BAHHBLIM Ha
naHwere IL-23R-Fe¢ B npucyrecrBun mAb MOR

Hcnonpzosanu 20 ur/ma 1L-23bt

—>— anti-CD28

0.6- 8 5042
0.5= & 5045
0.4~ e 5040
wedeee 5038
8 03- e 5053
0.2- i 5049
o 5028

0.1- —e— mAb23A
0.0 : : o — %~ IL-23

104 103 102 10" 10° 10! 102 Oes mAb
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IL-23/1L-12/p40

®wur. 10
KOHU{eHTpiiHHH 100, CBA3BIBAHUEC HUTOKHUHOB BBIABJISIIIH HOCpeHCTBOM

mADb HaHOCHIIM Ha UIAHIIETbI, IMTOKHWHBI UCIIOJIb30BAJIH B
mAb 12B

PB:

RO SO RN

PR IR ARX TN
.v&.oéb@o.@&ﬁ&#&&&&%@*&%00&0%0‘%.0«0@&

4
a
&

=R CNTO IL-

CNTO IL- E=SR&D IL-

2
B
)

o ©.

23

IL
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Qur. 11A

CesizbiBanue IL-23 ¢ vMMOOHIM30BAHHBIM HA
naaHuere IL-23R-Fc B npucyrctBun mAb
npotus IL-23p19

Hcnone3zosanu 20 ur/mn IL-23bt

0.9 -

~&-~mAb23A
—h— 504 0WEV
0.6 | &% ~e— 375QEQ/QS
a 5 -~ mAb12A
o = Neg. mAb
0.3 1 =#=-]1-23 ornensno
0.0

104 10°. 102 10" 10° 10" 107
= mAb, MKF/MA
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@ur. 11B

CBs3sbiBaHue IL-23 ¢ UMMOGUNN30BAHHbLIM Ha
nnaHwerte IL-1231-Fc B npucytcteun mAb
npotus IL-23p19

Hcnonvzosann 20 ar/ma IL-23bt

1.2
~&-mAb23A
—— 5040QEV
0.9 -+ —8— 375QEQ/QS
~¥-mAb12A
80'6 7 ~~Neg. mAb

~%|L-28 oraeibHO

107 107 10° 10' 102
mAb, MKr/mn

10+ 1(.)'3
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@ur. 11C

CenasbiBaHue IL-12 ¢ *UMMO6MNM30BaHHbIM Ha
nnadwere IL-12B1-Fc B npucytctBun mAb
npotus IL-23p19

Mcnonb3osanu 10 Hi/mn IL-12, cBasbiBaHWe BLIABNANN C NOMOLLbIO
anti-IL-12/23p40 (C330) -bt

1.75 =
0 ~ismAb23A
1.50 1 ‘ ~a— 504(QQEY
125 1% 3 —a— 3750EQ/QS
00 A A ~¥-mADb12A
OCy.75 ~&~Neg. mAb
- #=|L-12 ormembHO

0.50 +

0.25 -
- 0.00

104 103 102 10*% 10° 0% 102
mAb, MKI/Mn
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Qwur. 12

MHayunpyemas HaTUBHbIM IL-12
npoaykumsi IFNg 13 knetok NK92MlI
B npucyTcTBuu mAb npotus
IL-23p19

175
150

c

5 125

£l00

(o))

2 75

104 103 102 101 100 107
Ab Mkr/imn

102

8- MAD23A
—i— 5040V

—e— 375QEQQS

-3 mAb12A
~#=]L-12 6e3 mAb
--B-6e3 |L-12
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®ur. 13
UHayuupyemas rhil-23 npoaykums IL-17
M3 CMJIEHOLUUTOB MbILUX B NPUCYTCTBUMU
mADb npoTtus IL-23p19

500

~a—~ mAb23A

400 - —t— 5040WEV
S —e— 375Q9EQQS
ER00 ~ miten ADT2A
i~ ~& Neg. mAb
=200 -#- |L-23 6ea mAb
_1‘00 | B8 6e3 IL.-23

0 o

105 10* 102 102 10+ 100 101
mAb mMkr/mn '
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Gur. 14

MHayumpyemasa HaTUBHbIM IL-23 yenoBeka
npoaykuusa IL-17 u3 cnneHouuToB MbIWK B
npucyrtcteun mAb npotus IL-23p19

1250 -
-8 mAb23A
1000 + —h— 504QYEV
[ —o— 3759EQ/QS
2.
E 750 = =3~ mAb12A
~ ~H Ne g.m Ab
520 -%- |L-23 6ea mAD
250 » -B8-6e3 |[L-23
0 -

105 10* 10° 102 107 10° 10’
mAb Mkr/mn



Qur. 15

IL-17, nr/mn

450
400
350
300
250
200
150
100

50

UHayumupyemasn HaTuBHbIM IL-23 cyno
npoaykuus IL-17 n3 cnneHoumToB MbILLIU B

21/24

npucytcTteun mAb npotus IL-23p19

x___ ¥

10° 102 10
mAb Mkr/mn

~&= MAb23A
~4— 504QWEV
~e— 3759EQ/QS

¥ mAb12A
~S~Neg. mAb
~#~ |L-23 6e3 mAb
B Bes |L-23
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Our. 16A

KoHKypeHTHbiit aHanu3 mAb npoTus IL-23

mMAD23A MMMOBUIZ0BLIBANK Ha NNAHLLETe B KOHLEHTPaLMK 5 Mkr/mn,
bt.IL-23 ucnonb3osany B KOHUEHTpaumn 20 Hr/mn

1.10
~ X ~ &=~ mAb23A
,-§?\\ &) 3N
;_\g:‘- - -"*“'“\.:;‘s,:.:.&“- i\\gwﬁ\ “# —h 5HAQEV
N \\\3 —e— 3750EQQS
a ~B21M
0055 -+ %+-|L-236e3 mAb
0.00

10¢  40° 102 10° 10° 10' 10?7
Ab Mxr/mn
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Our. 16B

KoHKypeHTHbiW aHanu3 mAb npotus IL-23

50409/EV iMmo61nu30BEIBaNY Ha NNAHLLETE B KOHLEHTpaLmm 5
MKr/ma, bt.IL-23 ncnonb3oBany B koHLeHTpaLwn 20 Hi/Mn

2.0 -
- i~ mADb23A
- A~ 5Q40QEV
1.5 4 —8— 3750EQ/QS
a -~ B21M
o1.0 1 -+%-|L-23 6e3 mAb
0.5 1
0-0 L} L) L) ]
10 10° 102 107 10° 10’ 107

Ab Mkrimn
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dur. 16C

KOoHKypeHTHbIA aHanu3 mAb npotus IL-23

3759EQ/QS ymmobunMsoBLIBANK Ha NNaHLWETe B KOHLIEHTPaLMK 5 mMKr/mA,
bt.IL-23 ncnonb3sosBanu B KOHLIEHTpaumu 20 Hr/Mn

14 -
+ T e [ mAD23A
St L o s Tom
- -%“ﬁ*&\\ﬁ\*«}%ﬂ‘ -N ~—k— 540QEV
N N < e- 3750EQMS
o ~~ B21M
007 «-%--|| -236e3 mADb
0.0

10* 10°% 102 107 10° 10! 10?
Ab mkr/mn



EATIB/OI1-2

EBPA3UHCKOE NATEHTHOE BEAOMCTBO

OTYET O MTATEHTHOM

MOUCKE

(ctates 15(3) EATIK n npasuio 42

Homep eBpasuiicKoi 3asBKH:

200870129

Jlata nopaun: 28 nexabps 2006 (28.12.2006)

l JlaTa ucnpaninBaemoro 29 nexabps 2005 (29.12.2005)

Ha3ssanue u3obpereHns:

YesoBeyecKue aHTUTENA TNPOTHB IL - 23, KOMO3KLHKH, cnocoObl ¥ TPHMEHEHNE

3asBUTENb: CEHTOKOP, UHK

D ExuHcTBo H3obperenns He co0II01CHO (cm.

[ Hexoropnie nynkthl popmy.ibl He nopaexat noucky (cm. pasgen I 10TM0IHUTEILHOTO JINCTA)

paszaes 11 JonoIHHTEIBHOTO JIHCTA)

A. KJTACCUOUKALIMS TIPEJIMETA U30BPETEHWA

CO7K 16/24 (2006.01)
CI2N 15/13 (2006.01)
CI2N 15/63 (2006.01)
CI2N 1721 (2006.01)
CI2N 5/10 (2006.01)
A61K 39/395 (2006.01)
GOIN 33/53 (2006.01)
AGIP 37/02 (2006.01)

Cornacho Mex/yHapoaHON NaTeHTHOM xnaccudpuxaumu (MITK) win HALMOHAJBHOH KJacCHQHUKaLMK 1 MITK

b. OBJIACTB ITOUCKA:

MHHHMYM NPOCMOTPEHHO 10Ky MEHTALHH (cncTema KiaccHpH
CO7K 16724, CI2N 15/13, 15/63, 1/21, 5/10, AGTK 397395, GOIN 33/53, A61P 37/02

kaluu 1 nHaexcs MITK)

Jlpyras npoBepeHHas NOKYMEHTaLuA B Toil Mepe, B Kakod OHa BKJIIOYEHA B obnacTb roucKa:

B. JOKYMEHTHBI, CUWTAIOILMECS PEJEBAHTHBIMU

Kareropus* CCbLIKM HA JOKYMEHTBI C YKa3aHHeM, v 9TO BO3MOMKHO, pefeBaHTHBIX YacTel OrTHOCUTCS K TIYHKTY Ne
X US 2005137385 Al (BENSON JACQUELINE et al.) 23.06.2005, onucanue, 1, 25,27,
naparpad [0015], [00801, [0138], bopmyia, M. 23-25 28, 33-37
A US 2005112127 Al (GILES - KOMARJILL et al.) 26.06.2005 1-65
A US 6046012 A (HOFFMAN LA ROCHE) 04 04.2000 1-65

Dnocneuyioume JOKYMEHTBI yKa3anbl B IPOAOIDKEHHH rpadu B

D JAaHHBIC O naTeHTax-aHanorax ykasadbl B NPUIOKEHNH

* Ocobbie KaTeropny CChIIOMHBIX JOKYMEHTOB:
"A" OKYMEHT, ONIpelleN ol oA YPOBEHD TEXHUKH

"E" Gonee paHHHN JOKYMEHT, HO ony6aHKOBaHHbIH HA 1Ty
noaun eBPa3HitCKOM 3a8BKIi WM NOCE HEC

"Q" NOKYMEHT, OTHOCAIUMACA K yCTHOMY PAcKpPBITHIO, SKCTIOHH-
POBAHMIO M T.AL.

"PY 0KYMEHT, oy GIMKOBaHHKIH 10 1aTh! NOAAUH €Bpa3HICKON
2asBKH, HO NOCTIE AATHI UCMTIAWNBAEMOTO NPHOPUTETA
"D" 10KYMEHT, IPHBENCHHBIN 8 €BpasUACKON 3a8BKE

*T" Gonee NO3AHUA JOKYMEHT, orny6nKOBaHHBIA NIOCIE AATbHE
NPUOPHUTETA H TIPHBEACHHBIH /13 IOHUMAHNA uzobpeTeHns

"X" NOKYMEHT, HMCIOUHH Hanbornee GIM3KOE OTHOUIEHUE K NPEAMETY
[OUCKA, NOPOUAIMA HOBU3HY HIH W306peTaTenbCKuil ypoBeHb,
B3ATBIM B OTAENLHOCTH

"Y" 10KyMEHT, HMEIOWHHA Hanbonee 61M3KOE OTHOIUEHHE K NPEAMETY
1HOMCKa, MOPOUALHii H300PeTaTENbCKHA yPOBEHD B COYETAHHH C
JPYTHMH LOKYMEHTaMH TOH e KaTeropi

"&" NOKYMEHT, SBIAIOLMACH MATEHTOM-aHATOTOM

"L" JOKYMEHT, IPUBEACHHbIA B APYTHX UENAX

ﬂaTa JeNCTBUTENLHOTO 3aBepuIeHus MaTeHTHOIO NONUCKa:

18 HosGps 2008 (18.11.2008)

Haumenosanue 1 aapec MexayHapoaHOro OHCKOBOro Oprakd:
@eaepaabHbiil HHCTHTYT
NPOMBILLIEHHOH COOCTEEHHOCTH
P®d, 123995,Mocksa, '-59, I'CI1-5, bepexkoBckas HaO.,
1. 30-1.®akc: 243-3337, Tesieraiin: 114818 MTOJAYA

Y 0oJHOMOYEHHOE THLO ©

T.BragumupoBa

Tenedon Ne (499) 240-25-91
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