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COCTABBI AHTUTEJI ITPOTHUB IL-36R

IlepeueHpb MOCIEN0BATEIbLHOCTEN

[0001] Hactosimass 3asiBKa COIEPXKHUT TNEepPEeUYeHb IOCIeNOBATEIbHOCTEMH,
kotopeiii Obin mpencraBieH B ¢opmare ASCII uwepes EFS-Web u Tem cambim
MOJITHOCTBIO BKJIFOYEH B JIAHHOE ONHCAaHHE TMOCPEACTBOM CCBUIKU. YKa3aHHas KOMUs
ASCII, co3nmannas 2 mapra 2020 r., HasmBaercss 09-0694-WO-1-SL.txt u umeer
pasmep 146,026 Gaiir.

001acTh TEXHUKH, K KOTOPOU OTHOCUTCS U300peTeHue

[0002] Hacrtosimee wu3o0OpeTeHHE OTHOCUTCS K (papMameBTUYECKOMY COCTaBY
101l TEepPamleBTHYECKOro aHTuUTena. bojee KOHKPETHO, HacTosmee H300peTeHue
OTHOCHUTCS K (papmaumeBTHUYECKOMY cocTaBy aHTuTena npotus IL-36R, packpeiTomy B
HACTOsILIEN 3asiBKE.

IlpennochlIKu CO3MaHUS U3 O6D6T6HI/I$[

[0003] OnucaHHble B HacToslelN 3asBke aHTUTeNa npotus 1L-36R cHuxkarT
uau  OJIOKUPYIOT Tepenady CHTHAJIOB, OmNOCpedoBaHHyr Jjuranaom I1L36, wu
IPUMEHHUMBI B JICUeHUHU 3a00JI€BaHUN UM COCTOSIHUI, CBSI3aHHBIX C TaKOil mepenadeit
CUTHAJIOB. CymecTtByer noTpeOHOCTh B CcTaOMIbHOM KUITKOM WU
Ao UIN3NPOBAHHOM cocTaBe Ansg aHturen npotus IL-36R, koTopslil mpurogeH ans
MapeHTepPaJIbHOTO BBEAEHMS, BKJIOYAs BHYTPUBEHHYIO, BHYTPHUMBILICUHYI HWJIH
MOAKOXHYI0 UHBEKLUIO YEJIOBEKY.

[0004] TepaneBTHYeCKHe aHTHUTENA TMPEACTABIAIOT co0oOi Oonbiiue U
CJIO’KHBIE MOJIEKYJIBI M, KaK TAKOBbIE, ITOJABEPIKEHBI IPOL[ecCaM Pa3JIOKEHHS, OCOOEHHO
B JKUAKOM cOCTOsSsHMU. HecMoTps Ha TO, YTO MPOU3BOJACTBO U OYHUCTKA AaHTHUTEIN
npencTaBisieT CO00M XOpOImO KOHTPOJHPYEMBIH mpolecce, pa3padoTka cTabUIBHOTO U
NOAXOASAINEro cocTaBa AJs JOCTaBKHM TNALMEHTY SIBISETCA CIOXHOM 3anadei.
HecTaOunbHOCTD aHTUTEN SBJISAETCS OCHOBHBIM MPEMSATCTBUEM JUJIsI KOMMEPYECKOH
pa3paboTKH JIEKapCTBEHHBIX CPEACTB Ha OCHOBE aHTUTEN. Hampumep, mpemapaTsl
AHTUTEJN MOTYT HMEThb KOPOTKHE CpPOKM XpaHEHHUs, a aHTuUTejla MOTYT TepsTh
OMOJIOTHYECKYI0 aKTUBHOCTb B PE3YJIbTaTE€ XUMHYECKOTO U (PU3MYECKOTO Pa3I0KEHUS
BO BpeMs  xpaHeHusa. Ilpouecchl  XHMHYECKOTO  Pa3JIOKE€HUs  BKJIKOUYAKOT

AC3aMUAUPOBAHUEC, paleMU3alHUl0, TUAPOJIIN3, OKUCICHUC, 6eTa-OTI_IIel'IJ'IeHI/Ie u
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nucynbuanasii  oOmeH.  IIpoumecchl  Qu3MYECKOro  pasyOKEHUS  BKIKOYAOT
neHaTypamnuio, arperaunto, ocaxknaeHme u ancopdOdumio (Cleland u coast., Critical
Reviews in Therapeutic Drug Carrier Systems, 1993, 10(4): 307-377). Xots aHTUTENA
UMEIOT  HEKOTOpOe CTPYKTYpHOE CXOJICTBO, paspaboTka  KOMMEpPUYECKH
KU3HECOCOOHBIX (papMaLeBTUYECKUX IIpernapaToB Ha OCHOBE AHTHTE] He Obula
IPOCTOM M3-3a UX YHUKAJbHOTO U B HEKOTOPOHM CTENmeHH Hempeacka3yeMoro
nopeneHuss B pacTtBope. HM3-3a  3HAUUTENBHOrO  pas3jiuuvss B  INEPBUYHOU
NOCJEOBATEIbHOCTH PA3JIUYHBIX AHTHUTEJ, OTHOCUTENIbHAs CEePbE3ZHOCTh NyTeH
pasyioxkeHus (Hampumep, AEHATypalus, arperauus, IMOBEPXHOCTHAas ancopOuus,
ne3aMUIUpPOBaHUE, OKHCJEeHHe, wu3omMepusanusi, (parMeHTanuss W T.J.) MOXKET
3HauuTeNbHO oOThuuaThbesi. (Wang u coast., J Pharm Sci,, Anrtureno Structure,
Instability, and Formulation, 2007, 96(1):1-26).

[0005] Pspa ccpinok Ha COCTaBbI NPUBEEH HUXKE.

[0006] B Ilatrente CIHA Ne 10,166,993 onucaH KOHLEHTPUPOBAHHBIN
OENKOBBIH COCTAaB C MOHMKEHHOM BSI3KOCTHIO, BKJIKOUAKIIUN O€JIOK B KOJUYECTBE IO
MeHblell Mepe npubnusurenpvHo 80 mr/miu, Oydep B KONMYECTBE MO MEHbIIEH Mepe
npubnauzurenbao 50 MM, urtoOsl umers pH or npubmmsurensHo 4,2 npo
npubnauzutensio 4,9 wnm npubausurenbHo ot 7,1 no npubnausurensHo 12,0 wu
UMEIOINN KUHEMATHYECKYIO BA3KOCTb npudausurenbHo 50 cCt unu menee npu 25 °C,
YTO A€JAeT COCTAB MOAXOASALIUM JAJIS MOJKOKHOTO BBEAEHHUS .

[0007] B zasBke WO 2011/109365 omucan cocTtaB, COAEpIKAIIUI
KOHIEHTPUPOBAaHHBbI Oegok B kojudecTBe Oosnee 100 wMr/ma  wium  MeHee
npubauzutenbao 200 Mr/mi,  peryaATop TOHHYHOCTH coiau U Oydep,
NPUCYTCTBYIOIIHE B OOBEAMHEHHOM KOJM4YecTBe OT mnpudbausurenbHo 110 MM nmo
npubauzutenbHo 120 MM B HMOBEPXHOCTHO-AKTUBHOE BEINECTBO, MPU 3TOM COCTaB
SABJISIETCS. TUIMOTOHUYECKUM (MMEIIIUM OCMOJISUIBHOCTH MeHee 290 munnnOcmonb
(MOcm)).

[0008] B Ilatrente CHIA Ne 9,517,226 omucaH COCTaB aHTUTEJa MPOTHUB C-
Met. OH packpbiBaeT XUJIKHI COCTaB aHTHUTeNa NPOTUB c-Met, KOTOpPBII CONEPKUT
MOBEPXHOCTHO-aKTUBHOE BelIecTBO, Oydep W KUAKYH cpeny, u Oydep BKIHOHAET
SHTAPHYIO KUCJIOTY, JUMOHHYIO KHUCIOTY UJIU UX KOMOMHALHIO .

[0009] B 3zasBke WO 2016/128564 onmcana ¢apmMamneBTHUIECKas
KOMITO3UIMSA, BKJIIOYAIOIIAash aHTHTEJO, M0 MeHbIned Mepe oaHO OydepHoe CpencTso,

BBIOpAaHHOE U3 TPYIIBI, BKIKOUaOIIEH B ceOs aneTaT M TUCTUANH, IO MEHbIIEH Mepe
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OAHY AaMUHOKHUCIIOTY, BBIODAHHYIO U3 TpYIIbI, BKJIOYAKOMed B ceds TJIULHH,
acmaparvH W rJyTaMUH, W/UJIU O MEHbIIEeH Mepe OAWH HAIMOJHUTEb, BBIOPAHHBIN U3
IPYMIIBI, BKJIOYAKOIMIEH B ce0s Tperajio3y U MaHHUT, a TaK)Ke MOBEPXHOCTHO-aKTUBHOE
BEUIECTBO, npu 3ToM pH xomno3zuuuu cocrtasiuser ot 5,0 1o 6,5.

[00010] Hecmotpss Ha uHPOPMALHUID, KOTOPYK TMPENOCTABISIOT OTH WIJIH
AHAJIOTUYHBIE  CCBUIKM, OOBIYHO  TMOHUMAIOT, YTO AaHTHTEJa C  pPa3HbIMHU
MOCJIEIOBATEIBHOCTSIMU  BeAyT ce0si HempeackasyeMo B Pa3JUYHBbIX YCJIOBUSX,
BKJIFOUAsl BCTPSIXMBAHUE, [UIMTEJIbHOE XpaHEHHE, BO3JAEHCTBHE CBETAa, IMPOIECC
3aMOpaKUBAHUS-OTTAMBAHMS, Tpouecc Juodpunuzauuu u T.7. Hempenckasyemo, Kak
OJHO aHTHUTENO OyneT BecTU ceds B COCTaBe, KOTOPBIH ObUI MPUTOTOBJIEH C WU JUIS
apyroro anturena unu Oenka. Hampumep, HeOONbIIOe M3MEHEHHE B COCTAaBE MOKET
necTadMIN3upoBaTh OEJIOK W MPUBECTH K arperanuu. benkoBbie arperatbl OOBIYHO
0o0NagarT TMOHW)KEHHOW AaKTUBHOCTBIO U, YTO OoJjiee BaxHO, Oojiee BBICOKUM
MOTEHIUAJIOM HMMYHOT€HHOCTH n3-3a MHOK€ECTBa 3TMUTOTIOB u/unu
KOHPOPMALMOHHBIX ~ U3MEHEHUH.  Arperatbl HUMMYHOTJIOOYJIMHOB  BBI3BIBAIOT
CepbEe3HYI0 TMOYEUYHYK HENOCTATOYHOCTh M aHA(UIAKTOUIHBIE PEAKIUH, TaKHe Kak
rojioBHasi 60Jib, Tuxopaaka u 0300 (Wang u COaBT., gsiuie).

[00011] CoOTBETCTBEHHO, CYIIECTBYeT MOTPEOHOCTh B CTAOMJIIBHOM COCTaBe
agTuten npotus IL-36R, onmucaHHBIX B HacTOsAIIEN 3asBKe, KOTOPbIE NPOSBISIOT,
HarpuMmep, TMOBBILIEHHYK CTaOMJIBHOCTh, HHU3KHE WJIH HEOMpeneisieMble YpPOBHH
(U3UUECKOTO MJIM XUMHYECKOTO Pa3IOKEeHUs U HEeOOJbUIYI0 MOTEP OHOJOTHYECKOH
AKTUBHOCTHU aHTHUTEJ, UJIU €€ OTCYTCTBHE, JaXKe MPHU IJINTEIbHOM XPaHEHUH.

Cy1iHOCTh U300peTeHUs

[00012] Hacrosmee  u300peTeHHe  HAMpPaBJIEHO  Ha  yIOBJIETBOPEHHE
BBIIIEYKA3aHHBIX MOTPEOHOCTEW NMyTeM MPEeNOCTAaBICHUS CTAOMJIBHBIX >XUIKUX HIIH
nuoGunu3npoBaHHbIX (papMaleBTHYECKUX COCTaBOB aHTuTena mpotus IL-36R, kak
OomucaHo Huxke. B dyacTHOCTH, B HacTosmeM H300pETEHUH MPEAYCMOTPEHBI
CTaOUNIbHBIE KUIAKHE WUIJIA MOPOUIKOBbIE (PapMaleBTUUECKHE COCTABbl AHTUTEN MPOTHB
IL-36R, omnucannble B Hactosieid 3asBke. CocrtaBbl aHTuTen npotuB IL-36R B
COOTBETCTBHM C  HACTOSIIMM  HM300peTeHHWEeM  MNPHUTOAHBI  JUIsl  BBEICHUS
MJIEKONHUTA UM, OCOOEHHO  JIIOASIM WM  MalUueHTaM, CTPAJalrIluM  OT
ayTOMMMYHHBIX WJIHM APYTHX 3J0KaueCTBEHHBbIX 3a0oneBannii. CoCcTaB B COOTBETCTBUHU
C HACTOSAIIMM H300peTeHueM o0siafaeT yJAy4UIEeHHBIMH CBOWCTBAMHU IO CPABHEHHUIO C

APYTUMHU COCTaBaMH, CYIIECTBYIOUINMH B JTaHHOW 00JacTH, Kak OyA€T ONMHCAHO HHUXKE.
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[00013] B mepBoM acmekTe Hacrosimee wu3o0peTeHue obecmeunBaeT
dapmaneBTuueckuii cocraB aHtuTena nportus IL-36R, rme ykaszaHHBIH cocTaB
CONEPKUT TEepaleBTUUECKOE KOJIUYEeCTBO aHTtuTena nportus IL-36R  wumm ero
AHTUTeHCBs3bIBalOIIero (parmeHta (omucaH B  HacTosAlleld 3asBKe) U 1)
dapmaneBTHYecku mnpuemieMmblii Oydep; umm ii) ¢dapManeBTHUECKH MPHEMIIEMBbIi
pPeryJsiTop TOHUYHOCTH, WJH iii) papMaLeBTHYECKU TpUeMiIeMoe CTaOMIH3NPYIOLIee
CpPencTBO, WJH 1V) (papManeBTHYECKH MPUEMIIEMYIO COJIb, WU V) (PpapMaleBTUUECKHU
npueMJieMOoe TOBEPXHOCTHO-aKTUBHOE BEINECTBO, WM Vi) (apManeBTUYECKH
npuemsieMblii Oydep U papManeBTUUYECKH MPUEMIIEMBIH PEryJsiTOp TOHHYHOCTHU, HJIH
vil) ¢apmaneBTuuecku mnpuemieMsli Oydep, GdapManeBTUUECKH MPUEMIIEMbI
peryJjsiTop TOHHYHOCTH H (papMameBTHYECKH MpUEMIIEMOE CTaOMIH3upyoLee
cpeactBo, unu viil) ¢QapmaueBTHuecku npuemieMslii Oydep, ¢apmaneBTHUECKH
pUEMJIEMBbII peryisiTop TOHUYHOCTH, bapmaneBTHUECKH npueMiIeMoe
cTabuau3upyromee CpeacTso u (papManeBTHYECKH NPUEMIIEMYIO COJib, HWIH 1X)
dapmaneBTHUEeCKH TpHeMJIeMbll Oydep, dapManeBTUUECKH NPUEMIIEMBbIH PEryiIsaTop
TOHUYHOCTH, (apMameBTUYECKH  MpHUEMJIEeMOe CTaOMIU3HUpYyIOIlee  CPEencTBO,
dbapmManeBTUUECKH  TMPHEMJIEMYI0  COJb U (HapMaleBTHYECKU  MPUEMIIEMOe
NOBEPXHOCTHO-aKTUBHOE BEINECTBO, KaXIblH B (apMaLeBTUUYECKH NPHEMIEMBIX
KOJIMYeCTBax M B papMalieBTU4YECKU nmpuemiaemMbix pH.

[00014] Bo BTOpOM acmekTe HacTosllee H300peTeHHe OTHOCUTCS K
(apManeBTHYECKOMY COCTaBy TepameBTHYeCKOoro aHtutena npotuB IL-36R  wunu
¢parmeHTa aHTHTeNna (OMMUCAHO B HACTOSINEH 3asBKe), IPH 5TOM YKa3aHHBIH COCTaB
comepxuT: (a) anturenao npotuB IL-36R unm ero aHTUreHCBSA3BIBAKOLUN (QparMeHT,
NPUCYTCTBYIOIIHME B KOHIIEHTPAIMU B AMarna3oHe OT nmpubausurensHo 0,5 mMr/mia mo
npubauzurensrao 220 mr/mu u (6) papmaueBTHUYeCcKu npuemieMsiii Oydep; mpu 3Tom
COCTaB Xapakrepusyercss 3HaueHuemM pH B amamazoHe OT mnpuONH3UTENBHO 5 10
npubnau3uTenbHo 8. B BapuaHTE OCYIIECTBIIEHHS, OTHOCAIIEMCS K 3TOMY AaCIEKTY,
Oypep mpuCyTCTBYyeT B KOHIEHTpauuu oOT mnpubiausurespbao 20 MM 1o
npubmauzutensao 80 MM. B npyrom BapuaHTe OCYLIECTBICHHS, OTHOCSAIIEMCS K 3TOMY
acCIeKTy, COCTaB JOMOJHHUTENbHO CONCPXKHUT (apMaleBTUUECKH MPUEMIIEMbIH
peryyisTop TOHHYHOCTH. B CBS3aHHOM BapuaHTE OCYINECTBJIEHUS PETYJSTOP
TOHUYHOCTH MPHUCYTCTBYET B KOHLEHTpauuu npudiausutenpbHo ot 100 MM no

npubauzurenbHo 250 MM.



10

15

20

25

30

-5-

[00015] B Tperhem acmekTe HacToOsIIee U300peTeHne odecrneunBaeT
bapmaneBTUUECKUH NPOAYKT, BKIOUYAOMINN B ce0s1 (pJIakOH MJIM MITIPUL U YCTPOICTBA
(Hampumep, aBTOMAaTHYECKUH MHBEKTOP, MpUcnocobieHne st 6€30MaCHOCTH UTJIbI )
1Sl BBeieHUs1, (papMaLeBTUYECKUH MPOAYKT BKIOYaeT B ce0s papMaLeBTHUECKUIT
COCTaB COTJIACHO JOOOMY U3 MEPBOIO MJIM BTOPOTO ACMEKTa HACTOSLIEro
n300peTeHus.

[00016] B 4deTBepTOM acrmeKkTe HACTOsIee U300PETEHHE OTHOCUTCS K CIIOCO0yY
U3rOTOBJIEHUs (PapMaLeBTUUECKOrO COCTaBa B COOTBETCTBUU C HACTOSILIUM
n300peTeHneM, yKa3aHHbIA CIOCO0 BKIIOYAET B ¢e0si: a) KYJIbTUBUPOBAHUE KIIETOK
MJIEKOTIUTAIO X, UMEIOIINX CTA0OMJIBHO BKJIIOYEHHBIE B CBOH M'€HOM OJIHY HIIH
HECKOJIbKO HYKJIEHHOBBIX KHUCJIOT, KOAUPYIOIHUX JIETKHE U TsDKEJble LeH aHTUTEeNa
npotus IL-36R (kak onucaHO B HaCTOSIIIEH 3asIBKE), TAK UYTO KJIETKU CEKPETUPYIOT
AHTUTEJIO B CPEAY AJIsI KYJbTUBUPOBAHUS KJIETOK, M OYMUCTKY AHTHUTENA U3 CPEeIbl AJIs
KYJbTHBHPOBAHHUS KJIETOK; H 0) MPUTOTOBJIEHHE COCTABA B COOTBETCTBHUU C JIFOOBIM U3
NEePBOrO MJIM BTOPOT'O aCMEKTOB.

[00017] B msATOM acmekTe HacTosimee U300peTeHHne OTHOCUTCS K CIIOCO0y
YMEHBUIEHHs arperanuu u/unu gparmenrauuu anturena npotus IL-36R, onucanHoro
B HACTOsILIEH 3asBKe, BKIOYAKOLIeMy B ce0si cOCTaBlieHHUE aHTUTeNa B OydepHOo
CHUCTEME M MOBEPXHOCTHO-aKTHBHOM BEIECTBE U OLIEHKY JaHHBIX (HampuMep, Jrodas
arperanusi aHTUTEJ) 10 MJIM TIOCJIe COCTaBJIeHUs aHTUTeNa. B BapuanTe
OCYILECTBJIEHUS, OTHOCAILEMCS K IMATOMY aCMeKTy, aHTUTEJIO COCTABIECHO B
COOTBETCTBHHU C JIIOOBIM U3 BAPUAHTOB OCYLIECTBICHHS MEPBOTO MU BTOPOTO
aCIEeKTOB.

[00018] B mecToM acmekTe HacTosiee H300peTeHHE OTHOCUTCS K Habopy
yacTell, BKJOUAKOLMEMy B ce0f 1Mo MeHbIEH Mepe EMKOCTb, COAEpIKaIyIo
¢dapmaneBTUUECKHIl COCTaB MO JIOOOMY U3 MEPBOTO HMJHM BTOPOrO AacleKTOB, H
YCTPONCTBO AJI1 UHBEKLHI COrJIACHO TPEThbEeMY aCHeKTy. B BapuaHTe OCylIeCTBIECHUS,
OTHOCSIIIIEMCSI K IIECTOMY acCMeKTy, WHBEKIHOHHOE YCTPOUCTBO MPEACTaBsieT coOoi
npeaBapUTEIbHO cobpaHHOE UHBEKLIHOHHOE y CTPOCTBO, BKJIFOUAOIIEE
ABTOMATUYECKUH WHBEKTOP WM MPHUCIOCOONeHne s Oe30macHOCTH uriel. B
CBSI3aHHOM  BAapUaHTE  OCYINECTBJIEHHUS  ABTOMATHYECKHH  HMHBEKTOP  HJIH
npucnocoOyieHrue AJisi 0€30MacHOCTH HIJIbl KaXAbld BKIOYaeT: (a) MpUOIH3UTENBHO
300 mr antuTena B oOmeM ob6béMe nmpubnusurenvHo 2 mi, (0) npubauzurensHo 225

MI' aHTHTeja B oOmeM o0béme npubnusurenbuo 1,5 mi, (B) nmpubnausurensHo 150 mr
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aHTuTena B obmem o00BEMe mnpubausurensHo 1 wmur;, (r) npubnusurenpbHo 75 Mr
aHTuTena B oOmem oObéme nmpubnusurensHo 0,5 mu; wnu (x) npubauzurenbHo 60 mr
aHTHTeNa B 001eM 00béMe mpubauszutesbHo 0,4 mi.

[00019] B COOTBETCTBHHU C elle OAHUM ACIEKTOM HACTOSIEro H300peTeHuUs
NpelyCMOTPEHO NpHUMEHEeHHEe COCTaBa B  COOTBETCTBUM C  H300peTeHHeM,
NpeBapUTENbHO COOpPAaHHOrO MHBEKLUHOHHOTO YCTPOHCTBA B COOTBETCTBUU C
uzo0pereHnemM miu Habopa 4yacTell B COOTBETCTBUHM C HU300peTeHUEM AJsi MHOY3UH,
BHYTPHBEHHOTO M/MJIM MTOAKOKHOTO BBEICHUS.

[00020] B cooTBeTCTBUH ¢ €le OJHUM AaCIEKTOM HACTOSIIEro U300peTeHus
NpeayCMOTPEHO TNPHUMEHEHHE COCTaBa B COOTBETCTBUU €  H300peTeHHEM,
NpeaBapUTENbHO COOpPAaHHOTO WHBEKIMOHHOTO YCTPOWCTBA B COOTBETCTBUU C
nzo0pereHneM uiau Habopa 4acTeil B COOTBETCTBUH C U300pETEHUEM, JUIS JICYEHUS 10
MeHbIIell Mepe OOHOTO 3a00JieBaHUs, BLIOPAHHOTO W3 TPYMIBI, BKIKYAKIMEH B cels
ayTOMMMYHHbIE paccTpoiicTBa u/nnn 3JI0Ka4Y€CTBEHHbIC 3aboneBaHus.
HeorpanmuuBaromue mnpuMepbl ayTOMMMYHHBIX 3a00JeBaHUN, OXBaThIBA€MBIX
yKa3aHHBIM  ONpeJeNeHHeM, BKJIOYAKT. I[COpHUa3, pPEBMATOUIHBIH  apTPUT,
BOCNaNUTENbHOE  3a0oJieBaHME  KHUIIEYHUKA  WJIW  ICOPHATHYECKUH  apTpHT,
XpoHHdeckoe oOcTpykTuBHOe 3aboneanue yerkux (XO3J), actmy, cCkieponepMHuio,
JaJOHHO-MOJAOWBEHHBIM MYyCTYJNE3, TEHEPAJU3O0BAHHBIA MYyCTYJE3HBIA IICOpHA3,
ATOMMYECKHIl JaepMaTUT, AuabeTH4ecKyl He(dpomaTHIO, BOJYAHOYHBIH He(pPUT,
CKJIEPOAEPMUIO, AHKIWIO3UPYIOIIMH CIOHAMJIUT, ayTOMMMYyHHOe 3alojeBaHme,
BbI3BaHHOE AeduumToM aHTaronucra peuentopa IL-36 (DITRA), ayroummyHHOE
3aboneBaHue, BbI3BaHHOE neduuurom antaroHucra peuentopa IL-le (DIRA) wim
NepUOAUYECKHE CHUHAPOMBI, cBsi3aHHble ¢ kpuonupuHom (CAPS), peBmaTounHbIi
aprput (PA), cucremnyw kpacHyto BoxuaHky (CKB), ckiepomepmuro, CHHAPOM
IllerpeHa, paccessHHBIN CKIE€PO3, MCOpPHUA3, NCOPUATHIYECKUN APTPUT, BOCTAIUTEIBHOE
3aboneBaHue KHINEYHUKA (Hampumep, s3BEHHbII KoauT U Oone3Hp Kpona),
BOCIMAJIEHUE JIETKUX, aCTMYy, HAUOMATHYECKYI TPOMOOLUTONMEHUYECKYIO MYPIypy
(UTII), snutennaibHble BOCMANIUTENbHBIE 3a00eBaHusA, GUOPO3 U aHKHIIO3UP YIOLIHIA
CIIOHAMJUT. B 1OpyroMm mnpeamodTUTENbHOM BapUaHTE OCYINECTBJIEHUs HaOOp
COAEPKUT MHCTPYKLHHU JJISI MOAKOKHOTO WM BHYTPHUMBIIIEYHOT'O BBEAEHUSI COCTAaBa
CyOBeKTYy.

[00021] JlomoyHUTENbHbIE NPHU3HAKM U TMPEUMYLIECTBA paccMaTpUBaEMOU

TCXHOJOTUHU 6yZ[yT HN3JI0KCHBbI B OINHCAHHMHW HHXEC U 4YaCTHYHO 6y2_IYT OYE€BHUJIHBI H3
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OInnrucaHusa 1501851 MOTYT 6I:>ITb HU3Yy4YCHBI npu NpaKTU4IC€CKOM HUCITOJBb30BAaHUU
paccmaTpuBaeMoil TexHosoruu. llpemmymecTBa gaHHON ~ TexXHOJOrMu  OyayT
peanu3oBaHbl U JOCTUTHYTBI 3a CYET KOHCTPYKLUMH, KOHKPETHO YKa3aHHOM B
NUCbMEHHOM oOmucaHuu u (opmysie H300peTeHUs, a TakXe Ha MpUIaraeMbix
yepTexax.

[00022] CrneayeT MOHMMATD, YTO KaK MpenIIeCTBYIOIIEe O0lee OMUCaHUE, TakK
" MMoCjeayrmee HOI[pO6HO€ ONMHUCAHUEC ABJIAKOTCA NPUMECPHBIMU U MMOACHUTECIbHBIMHA U
npe€aHasHavuCcHbl  OJIA O6€CH€LIGHI/I$I JOMNOJHUTEIBHOTO O6"b$[CHeHI/I$I 3asBJIEHHOU
TEXHOJOTUHU.

Kpatkoe onucanue puryp

Ha ®ur. 1 MOoKa3aHa KOJUIOMAHAsT CTabUIBHOCTH MO KO3 PHUIIUEHTY
nupdy3snu, wusmepenaomy ¢ nomompbro JIPC.  Konuentpaumss Oenka B
COOTBETCTBYHOIIHUX Oydepax BappupoBasach oT 5 10 20 Mr/mi, Kak MOKa3aHO HA OCH
X. Kosppuumnent nuddys3nn nokazaH Ha ocu Y TeCTUPYeMbIX Oydepos.

Ha ®ur. 2 MIOKAa3aHbl PEe3yJAbTAaTbl M3MEPEHHs BBICOKOW MOJIEKYISPHOU
maccel (BMM) ¢ momompro HP-SEC (oce Y). IlpencraBieHbl pe3yiabTaThl MOCIHE
omHOTO  (UepHble CTONOIBI) W Tpex (3aIUTPUXOBAHHBIE CTONOLBI) IMHKJA
3amopaxkuBanusi-orrauBanus (FT) ¢ xonmuuecTtBamu nonucopdara 20 (PS20) 0, 0,02,
0,04 u 0,06% (mac./00.).

Ha ®ur. 3 NOKa3aHbl pPe3yJbTaThl HU3MEPEHHUS] BBICOKOH MOJIEKYJISIPHOU
maccel (BMM) ¢ momombto HP-SEC (ock Y). PactBop ¢ monucopbatom 20 (PS20) ¢
koHueHTpanusmu 0, 0,02, 0,04 u 0,06% (mac./00.) BcTpsixuBajau. Pe3yabTaThl
nokaszansl nocye 3, 6, 24 u 48 4yacoB BCTPAXUBAHUS NPU KOMHATHOW TeMIlepaType
(KT).

Ha ®ur. 4 MIOKAa3aHbl Pe3yJAbTAaThl M3MEPEHHUs BBICOKOW MOJIEKYIAPHOU
maccel (BMM) ¢ momompbio HP-SEC (ock Y). Illects cocraBos (F1 - F6) ¢ anTuTenom
npotus IL-36R mpu nenesoit koHueHtpaunu Oenka 150 mr/ma xpanunu npu 40°C.
JlanHble mocye xpaHeHus B Teuenue 0, 2, 4, 6 u 8 Henenb (8H) oTroOpakeHbl HA ocu X.

Ha ®ur. 5 MOKa3aHbl JaHHbIE BSI3KOCTH PAa3IUYHbIX OENKOB (AHTHUTEINO
npotuB IL-36R, Genox C, OGenox D) u pasnuunbeix cocraBo (dpopma I, dopma V,
dopma VIII, popma IX, popma VI, popma VII) ¢ koHueHTpauusimu 0enxkos ot 145 no
189 mr/mn mpu 20°C. JIOMONHUTEIBPHO NPUBEAEHBI [aHHbIE BA3KOCTH AHTHTENA

npotus IL-36R B koHuentpauuun Oenka 60 mr/mi. 3HaueHHs BSI3KOCTH IOKa3aHbl Ha
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ocu Y. benkoBbie COCTaBBI C YBEIUUHMBAOIIEHCS KOHIEHTpaluel Oeka NpuBeaeHbl Ha
ocu X.

Ha ®ur. 6 NOKa3aHbl pPE3yJbTaThl HU3MEPEHUS BBICOKOM MOJIEKYISPHOU
maccel (BMM) ¢ nomomsio HP-SEC (ock Y). [IBa cocraBa (F1 u F2) xpanunu npu 2-
8°C. OtobpakeHbl naHHbIE TOCE XpaHeHus 10 36 MmecsiueB s F1 u 30 mecsiues mis
F2.

Ha ®ur. 7 MOKa3aHbl pe3yabTaThl U3MEPEHUs MYTHOCTH,
NpOAaHAJIU3UPOBAHHbIE C TOMOIIBI paccessHus cBeTa mon yriom 90 ° mpu nnuHe
BoJHBI 400 — 600 HM (och Y). M300pakeHbl HaHHBIE MMOCJIE XPAHEHUS 10 3 MECSIEB B
crpeccoBbix ycinoBusx npu 40°C nnst F1 u F2 (3TanoHHBIA COCTaB) MOKa3aHbl HA OCH
X.

Ha ®ur. 8 MIOKAa3aHbl PEe3yJAbTAaTbl M3MEPEHHUs BBICOKOW MOJIEKYISPHOU
maccel (BMM) ¢ momompbro HP-SEC. JlanHble mocie XpaHeHHs 1O 3 MecCsleB B
ctpeccoBbix ycnoBusx npu 40°C mnst F1 u F2 (stanonHblil cocras).

Ha ®ur. 9 IMOKa3aHBbI pe3ynbTaThl U3MEPEHUs MYTHOCTH,
NpOAaHAJIU3UPOBAHHbIE C MOMOILIBI paccesHUs cBeTa noa yriaom 90 ° mpu nnuHe
BoJiHbl 400 — 600 HM (ochk Y). Jauabie go nuodunuzanum, mocie JHOPHUINU3ALNH, A
TaK>XKe I0CcJie XpaHeHUsl TUOQUIN3NPOBAHHOTO MOPOLIKOBOIO COCTaBa 10 6 MeCSILEB B
cTpeccoBrlx ycaoBusx npu 40°C npusenensl Ha ocu X.

Ha ®ur. 10 NOKa3aHbl pPe3yJbTaThl HU3MEPEHHUS] BBICOKOH MOJIEKYJISIPHOU
maccel (BMM) ¢ mnomomsio HP-SEC (oce Y). H3o0paxkeHbl naHHbIE 10
anoduan3any, nocie anoduan3anuy, a TaKXKe nocie XpaHEHUs
JUO(PUIM3UPOBAHHOTO MOPOLIKOBOIO COCTaBa A0 6 MECSLEB B CTPECCOBBIX YCIOBHUAX
npu 40°C.

IonpoOHoe onucanue u300peTeHus

[00023] He xenass OrpaHUYUBATHCI KAKOW-THOO TeOpUed WM MEXaHH3MOM,
HacTosmee U300peTeHNne YaCTHYHO OCHOBAHO HA HEOXKUIAHHOM OTKPBITHH, KOTOPOE
nokKaszano, 4To coctaB aHTuTea npotuB IL-36R B COOTBETCTBUM C HACTOAIIUM
n300peTeHneM ¢ CcaMblM HHU3KHUM 3HaueHueM Temmepatypbl miasieHus (Tmn)
Koppenupyer ¢  Haubojiee  MHOrooOemammuM  CBOWCTBAMH, TO  €CThb
MUHUMH3UPOBAHHOE MEXKOEJIKOBOE B3aUMOACHCTBUE, BhICOYaIas cTenenb nudgy3uu
U TOBBIMICHHAs] NOJrOBpeMeHHass cTabunbHOCTh. Cm. Ilpumepbl. DTO MPOTUBOPEUHUT

o0IEenpUHATOMY MHEHHIO O TOM, YTO IOBBIIIEHHAs TIJI KOPPENUPYEeT C MOBBIIIEHHON
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IOJNTOBPEMEHHON CTaOUIBHOCTBIO HCClIeayeMbIXx OenkoB (cM., Hanpumep, He u coast.,
J Pharm Sci 2011; 100:1330-40).

[00024] Kaxk obcysxnanoce paHee, pusnueckas U XMUMHYECKasi HECTAOUIbHOCTD
AHTUTEJ SBJSAETCS CIOXHOW (yHKUMEH yclIoBHIl pacTBOpa, TeMIepaTypbl M HX
NepBUYHON CTPyKTyphl. Hampumep, aHTuTeNa 4yBCTBUTENbHBI K 1€3aMUIUPOBAHUIO,
U30MEpU3aLUH, OKHUCIEHHUIO, MPOTEOJU3y, arperanud W APYrUM MOAH(PUKAIUAM.
[IpenmosararoT, 4YTO 3TH SBJIEHHUS MPUBOISIT K CHUKEHHUIO 3Q(HEKTUBHOCTH HIIU JaXKe K
NOTEHUHAJbHBIM KJIMHUYECKUM MOOOYHBIM 3((PEeKTaM MU TOKCUYHOCTH, MOCKOJBKY
arperaTbl MOTYT CHUKaTh 3(Q(EKTUBHOCTb U MOBBIIIATh UMMYHOT€HHOCTh OEJIKOBOTO
JEKapCTBEHHOIO CpeACTBa. Arperauusi aHTUTEJ] TakXe SBJSIETCS HCTOYHHUKOM
BapuabeIpbHOCTH B LEMOYKE NPOM3BOACTBA AHTUTEN OT MAapTHU K MApTUU, U €e
KOHTPOJIb NMPHUBOAUT K OpEeMEHHM peryJupOBaHUS M KOHTPOJS KA4eCTBa, YTO HMEET
Ype3BbIYaHO AOpOrocTosimue nociaencTsus. Kpome Toro, arperauusi aHTUTEN BIHSIET
Ha UX CTAOMIIBHOCTh NMPH XPaHEHUH, B TOM YHCJIE HA CPOK T'OJHOCTU M NPUTOAHOE
BpEMsl BBEIEHUS NOCJE YAAJIEHHS U3 ONTUMAJIBHBIX YCJIOBUM XPAHEHMUS .

[00025] Bonsbiii coctaB anTuTesn oOBIMHO TpedyeT mo MeHbineit mepe Oydep
I TOAJEp KaHWs 3aJaHHOTrO nauamnazoHa pH u perynsiTop TOHMYHOCTH, YTOOBI
rapaHTUPOBATh, YTO COCTAB MMEET OCMOJISJIIBHOCTh, AHAJOTUYHYIO (PU3HOJOTHYECKUM
KUIAKOCTSAM.

[00026] JKenaTenbHO NMPeNOCTABUTh TEPaANEeBTHUUYECKUE aHTUTENA JJIs JICUEHUs
XpoHUYecKkux 3aboneBaHuii B Gopme, B KOTOPOl OHM MOTYT OBITh BBEIEHBI CAMHM
nanueHToM («JIOMallHee IPUMEHEHHEe», «CAMOCTOSITEJbHOE BBEACHHE»  WIIU
«CaMOWHBEKIUY»), TMOTOMY HYTO BO MHOTHX CJy4Yasx JEKapCTBEHHOE CpPEACTBO
NpUAETCs BBOAUTHD YacTO B TEYEHHUE [UIMUTEIBHOIO BpeMeHH. Takum oOpaszom,
NPUTOAHOCTh COCTaBa JUISI CAMOCTOSATEJIbHOTO BBEACHUS TMOBBICUT COOJIIOAEHHE
NALUEHTOM PEXKHMa U CXEMbl JIEYEHUS] U CHHU3HUT 3aTPAThl, TTOCKOJIbKY MAILUEHTY HE
HY)KHO MOCEIaTh MEAMLUHCKUN MEepCOHAN KaXKIbId pa3, KOraa €My HJIH €l HYKHO
BBOJIMTH JIEKAPCTBEHHOE CPENCTBO.

[00027] B pacTBOpax, KOTOpble HE€ XpaHATCA B ONTHUMAJIbHBIX YCIOBUSIX,
HalpuMmep, IMPH TOBBILIEHHBIX TEMIEpaTypax, NPEBBINAINIINX PEKOMEHYEeM bl
nuamna3zoH 2 - 8°C, NMpOUCXOIHUT HEXKEJATEJIbHOE pAa3JIOKEHHE, KOTOPOE BKIOYAET
oOpa3oBaHUe HEPACTBOPUMBIX W/HUIIU PACTBOPHUMBIX arperaTtoB. DTH HEPACTBOPUMBIE U
pPacTBOPHMBIE arperaTsl, BEpOATHO, OOpa3ylOTCA B JKUAKOM COCTOSHUU B PE3YyJIbTATE

accomanuu MOJICKYJ QAQHTUTCIL. B cliydasax, Korga )KI/II[KI/Iﬁ COCTaB XpPAaHUTCA B
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TeUYEeHHE JUINTEIbHOTO NMEpUoJa BpeMeHH, OMOAKTHBHOCTh MOJIEKYJ aHTUTEN MOXET
OBITH CHUIKEHA, HAIIPUMED, U3-3a arperauu Ui okuciaeHus. L{uka 3amopakuBaHus u
OTTAaWBAHUS  TaKXe MOXKET TIpPHUBECTH K OOpa3OBaHUIO  PA3JIOKEHHBIX |
arperupoOBAHHBIX MOJIEKYJ aHTUTEI.

[00028] B pesynbTaTe pacTBOPbI MOT'YT MPOSIBJIATH MOHUKEHHYIO aKTUBHOCTb,
NOBBIIIEHHYI0 TOKCUYHOCTh W/MJIM NOBBILIEHHYD HUMMYHOT€HHOCTH. JleHCTBUTEIBHO,
NPEUUNMUTALMNS TMOJHUIENTHAA MOXKET TMPUBECTH K TPOoMOO3y, HEOIHOPOIHOCTH
JeKapCTBEHHOW (OPMBI U MMMYHHBIM peakuusM. Takum oOpazom, 0e30MacHOCTh U
s¢ppexTuBHOCTh NHOOOr0 (hapMalEeBTUUECKOrO MpernapaTa MOJUMENTHIA HAMPSIMYIO
CBSI3aHBI C €r0 CTAOUIBHOCTBIO.

[00029] OnHAKO BO3MOXKHOCTBH CaMOCTOSATEJBHOTO BBEACHHUS CO31a€T HOBBIE
npoOysieMbl B OTHOIIEHWHM CpOKa XxpaHeHus. IlanueHTy mnpuaeTcs XpaHUTHb
3HAYUTEJbHbIE KOJUYECTBA JIEKAPCTBA IOMa, IZI€ YCIOBHS XPAaHEHUs 4YaCTO MEHee
NOAXONSAINNE, YeM B MEIHIMHCKOW mpakTuke. TakuMm oOpa3oMm, COCTaB, COAEPIKALIUN
TEPaNeBTUYECKOE AHTHUTENO, KOTOPBIH IMOAXOAUT MU CAMOCTOSATEIBbHOI'O BBEIECHUS
IOJDKEH OyAeT MPEeBOCXOAHUTD CYLECTBYIOLINE COCTABbI C TOUKU 3PEHUSI CTAOUIIBHOCTH
Opu XpaHEHUU Jaxke B CYOONTHUMaNIbHBIX YCJIOBHUAX, HaIpUMeEp, pa3pblB IENu
OXJIAXKJEHUS WM VYCJOBHUAX, IPU KOTOPBIX JOJDKEH OCTaBaTbCs COCTaB MIIH
JIEKapCTBEHHBIN MPOAYKT.

[00030] Jlns nmomammHero NPUMEHEHUs W/UJIU CaMOCTOSITEIbHOTO BBEIECHUS
NAlMeHTy HeoOXOAMMO BBOAMTH IMpenapaTr MOAKOXKHO FIJIM BHYTPHUMBILEUYHO. UTOOBI
AOCTaBUTh  HEOOXOAMMOE  KOJMYEeCTBO, J03a JeKapcTBa [ JOMAaIIHero
UCIIOJb30BaHUs 4acTO TpeOyeT OoJjiee BHICOKOW KOHLEHTpauuu Oenka, 4eM Tpedyercs
IJIs1 BHYTPUBEHHOTO TNPUMEHEHHs W3-3a OrpaHndeHuil oObema wHBekuH. OmHAKO
Oonee BbICOKAass KOHLEHTpanus Oejka yBeJWYHMBAET BSA3KOCTb pacTBopa. Ilo mepe
YBEJHYEHUs] BS3KOCTH JOCTABKA JIEKAPCTBA € MOMOIIBIO HIJIBI INMPHUIA CTAHOBUTCS
3aTpyaHuTeNnbHOH. Kpome TOro, uM3BECTHO, 4YTO HEKOTOpble OydepHble pacTBOPHI
BBI3BIBAIOT OOJb, KOTJa NPUCYTCTBYIOT B MPOAYKTAX, BBOJHMMBIX MOAKOXKHO HIIH
BHYTPHUMBIIIEYHO.

[00031] Takum oOpas3oM, CymecTByeT MOTPeOHOCTbh B CTAOMIBHBIX COCTaBax
AHTUTEJ, KOTOpble OOECNeuMBaIOT NPEUMYLIECTBA MO3MPOBAHHUS M INPEUMYILIECTBA
BBEJEHHsS, OCOOEHHO B OTHOIICHUU VYJIYYIIEHHOW CTAOUJIBHOCTH TNPHU XPaHEHUH,

BKJIFOYasl CPOK XpPAaHCHUA U UX MPUTOAHOC AJIA UCIMOJB30BAHUA BBEACHUC.
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[00032] VnoMmMsaHyThIE BbIIIE€ MNPOOJIEMBI PEIIAIOT C IMOMOINBIO BapPHAHTOB
OCYILECTBJIEHHUS, OXapaKTePHU30BAHHBIX B (popMysie H300pETEHUsSI U KOTOPbIE ONMUCAHBI
B aJIbHEHILIEM.

OnpeneneHus

[00033] Dpasa, Takas KakK «acIeKT», HE MOJApa3yMeBaeT, 4TO TAaKOH acCIeKT
SBJISIETCS. CYILIECTBEHHBIM [JII HACTOSILIEro H300peTeHUs] MJIM YTO TaKOH acHekT
NPUMEHUM KO BCEM KOH(UTrypaLHusM pacCcMaTPUBAEMOUW TEXHOJOTUH. PacKpbITHE,
OTHOCSIIEeCs K aCIeKTy, MOXKET ObITh MPUMEHEHO KO BCeM KOHQUTYpalMsM WM K
OJHOW WU HECKOJbKHUM KOHPUTYpalusM. ACHEKT MOXKET MPEeIOCTaBIATh OIHUH WU
HECKOJIbKO MPUMEPOB packpbiTusi. Ppasza, Takas KaKk «aCMEeKT», MOXKET OTHOCHTHCS K
OMHOMY WJIM HECKOJbKUM acmektaM u Haobopor. Takas ¢pasa, kak «BapuaHT
OCYIIECTBJIEHUS)» HE MOAPA3yMEBAa€T, UTO TAKOW BAapPUAHT OCYIUECTBJICHUS SIBJSETCS
CYLIECTBEHHBIM [JIsI PAacCMaTPUBAEMON TEXHOJOTMM WJIH YTO TaKOW BapHaHT
OCYIIECTBJICHUS] IPUMEHUM KO BCeM KOH(UTrypamusM paccMaTPpUBAEMOU TEXHOJOTHH.
PackpriTue, OTHOCSIIEECS K BAPUAHTY OCYLIECTBICHUS, MOXKET MPUMEHATHCS KO BCEM
BapUAHTAM  OCYIUNECTBJEHHUS, MJAM OAHOMY HJU  HECKOJbKHUM  BapUaHTaMm
OCyIIEeCTBJIEHUsl. BapuaHT OCyIIECTBACHHUS MOXKET MNPEAOCTABJISATh OJAWH WU
HECKOJIbKO MPUMEPOB PACKPBITHS.

[00034] TepmuH «mpuOAU3UTEIBHO» OOBIYHO O3HAYAET MPUEMIIEMYIO CTETEHb
MOTPEIIHOCTH WJIM BapHualuu HU3MEpPseMON BEJIMYHUHBI C Yy4YE€TOM XapakTepa WU
TOYHOCTH HU3MepeHui. TUMUYHbIE NpPUMEPHbIE CTENeHW OINMOKM WU BapHalUU
HaxoAsATCs B mpenenax 5% wunu B npenenax 3%, wiau B npenenax 1% OT 3amaHHOTrO
3HAYEHHs WJIM Auana3oHa 3HavyeHwii. Hanpumep, Boipakenue «npudnusutreabno 100»
BkJto4aeT B ceOst 105 u 95 unu 103 u 97 wium 101 u 99, u Bce 3HAUEHUS] MEKAY HUMH
(mampumep, 95,1, 95,2 u .o nnsa auanaszona 95-105; wnm 97,1, 97,2 u t.4. s
nuanazona 97-103; 99,1, 99,2 u t.n. nns auanazoHa 99-101). IlpuBeneHHble B
HACTOSINEeN 3asBKEe YHUCIOBbIE BEJMYUHBI SIBJSIOTCS MPUOIU3UTEIbHBIMHU, €CIU He
yKa3aHO HMHOE, 4YTO O3Ha4yaeT, 4YTO [OHSITHE «IPUONU3UTENIBPHO»  MOXKET
MOAPa3yMeBaThCsA, €CJIM HE YKAa3aHO YETKO.

[00035] OOmue BapuaHTBI OCYIIECTBIICHUS, «COAEPIKAILINEY» HIIH KCOHEPKaT»
B KOHTEKCTE€ HACTOSIETO OIMHCAaHUs, OXBATHIBAIOT 00Ji€e KOHKPETHBIH BapHAHT
OCYINECTBJIEHUs, «cocTosAmMi u3». bomee Toro, QopmMbl e€IUHCTBEHHOrO W
MHOJKECTBEHHOI'O YHCJIa HE MCIOJb3YIOT OrpaHUYUBaKO UM oOpa3zom. Mcnonb3yemblie

30€Ch (l)OprI CAUMHCTBCHHOI'O YHCIa 0003HAYaT Kak CAUHCTBCHHOC, TaK H
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MHOKECTBEHHOE YHCJIO, €CJIU CIEeIHATbHO HEe YKa3aHO, YTO OHU O0O03HAYAIOT TOJBKO
€IMHCTBEHHOE YHUCJIO.

[00036] «®DapmaleBTUUECKUI COCTaB» WUJIM «COCTaB» OTHOCHUTCS K IpOLECCY,
HO TaK’X€ U K NPOAYKTY MpoLecca, B KOTOPOM aKTUBHOE JIEKAPCTBEHHOE CPENCTBO WU
areHT KOMOWMHHMPYIOT ¢ XUMHYECKHMH BELIECTBAMH JJIsI TOJYYEeHUsS KOHEUYHOIO
JEKapCTBEHHOI'0 IIpernapara WM JEKapCTBEHHOIO IMPOAYKTA, IMO3TOMY KOHEYHBIN
COCTaB OTHOCHUTCS K TaKHM JIEKAPCTBEHHBIM MPOAYKTAM, KaK *KUAKOCTH, TOPOIIKH MU
KOMITO3ULIMH. CnenoBaresbHO, B OJTHOM BapUaHTE OCYIECTBJIEHUS
(dbapMaleBTUUECKUN COCTAB MpencTaBiseT coboll papManeBTHIECKYHO KOMITO3HUIIHIO .

[00037] «dDapmaneBTUUECKasT KOMIO3ULUS» B JAHHOM KOHTEKCTE OTHOCUTCS K
JKUJKOMY HJTH TIOPOIIKOBOMY IMpernapaTy, KOTOPbIH HaXOMUTCS B Takoil Gpopme, 4TOOBI
Ouojornueckass aKTUBHOCTb AaKTHBHOrO BelecTBa (BemecTB) Obljla OJHO3HAYHO
3pdexTuBHOW, W KOTOPbIH HE CONEPKHUT JOMOJHUTEIbHBIX KOMIIOHEHTOB,
SIBJISTFO IMXCSI 3HAYUTEIbHO TOKCUYHBIMH JUJIsI CYOBEKTOB, KOTOPBIM OyIeT BBOAUTHCS
KoMmo3uuus. Takue  KOMIoO3umuu  cTepudabHbl. «llopomok»  OTHOCHUTCS K
CyOIUMUPOBAHHON,  JUODUIM3HPOBAHHOW  WMJIM  BBICYHICEHHOW  pacHblJICHHEM
dapmManeBTUUECKOH KOMIO3ULHUU ISl MapeHTepajibHOTro mnpuMeHeHus. I[lopomoxk
OOBIYHO BOCCTAHABJIMBAIT WM PAaCTBOPSIOT B Boae. Jlmodpmnmszauuss mpeacTaBiisieT
co0olf mpolecc HU3KOTEMIEpPaTypHOW AeruapaTaiuy, KOTOPBIH BKIKOUYaeT B celds
3aMOpakMBaHUE MPOAYKTA, CHUKEHUE [aBJIEHUs, a 3aTE€M YJAaJleHUuE JbJa NyTeM
cybnumannu. CyOnuMaiuoHHasi CyIIKa MPUBOAUT K MOJYYEHHUIO MPOAYKTA BBICOKOTO
Ka4yecTBa M3-3a HU3KOH TeMIepaTryphl, MCIOJb3yeMoOuW mpu obOpaboTke. Y Xoporio
paspaboTaHHOTO JTUODUIU3UPOBAHHOIO COCTaBa (OopMa M BHEIIHUNW BHA MPOAYKTA
COXPAHAKTCSA C TEYEHUEM BPEMEHHU, a KadeCTBO PETUIPaTUPOBAHHOTO TNPOAYKTA
SIBJIIETCS] TPEBOCXOMHBIM. PacmblIuTeNbHAs CyIIKa MpeacTaBisieT coOOW eme OauH
METOJ TOJYYEHHS CYXOro MOPOIMIKA M3 KUAKOCTH WJIM CYCIEH3UH MyTeM OBICTPOU
CYILIKHU FOPSIYMM Ta3oM C LEJbI0 TOCTUXKEHUS NOCTOAHHOIO pacnpeaeeHusl 4acTUll 1o
pasmepam.

[00038] MHcmonbp3yemMoe B HACTOSIIEH 3asiBKE IOHSITHE «BOJA» OTHOCHUTCA K
BOJAA AJIsI UHBEKLIUM.

[00039] «®PapmaneBTUUECKH IpUEMJIEMble» BCIOMOTaTelibHbIE BeElL[EeCTBa

(HocuTenn, poO0aBKM) TPENCTABIAOT COOOH T€, KOTOpPble MOAXOIAT  JJIS

2

NapeHTEePATbHOIO BBEIEHHUS CYOBEKTY.
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[00040] B onmHOM BapuaHTe OCYIIECTBJEeHUS (papMalEeBTUUYECKHUA COCTaB B
COOTBETCTBHUU C HACTOAIINM U300pPETEHHEM SIBISAETCS CTAOUIbHBIM.

[00041] «CTaOunbHOCTBY» OTHOCHTCS K XHMHYECKOW CTaOWUJIBHOCTH U
¢usmyeckoir CTaOMIBPHOCTH U  MOXET OBITh OIEHEHa KAa4yeCTBEHHO /WU
KOJINYECTBEHHO C MCIIOJb30BAHUEM pA3JIUUYHBIX aHAJUTHYECKUX METOAMK, KOTOpPBIE
ONMHCaHbl B JaHHOW OOJAacCTH TEXHUKU U paccMOTpeHbl, Hampumep, B Peptide and
Protein Drug Delivery, 247-301, Vincent Lee Ed., Marcel Dekker, Inc., New York,
N.Y., Pubs. (1991) u Jones, A. Adv. Drug Delivery Rev. 10: 29-90 (1993). Otu
METOIbI BKJIIOUAIOT B ce0s OLEHKY OOpa3oBaHHUs arperaTtoB M 4HacTULl (HApuUmep, ¢
UCIIOJIb30BAHUEM 3KCKJIO3MOHHOH Xpomarorpaduu, myTeM H3MEpEeHUs MYTHOCTH,
HEBUAUMBIX YaCTHI] NMyTE€M 3aTEMHEHHUS CBETOM IJIM BH3YaJHU3alUHd MHKPOMOTOKA
W/MIH TyTeM BHU3YaJbHOIO OCMOTPA);, MYyTEM OLEHKH TE€TEePOreHHOCTH 3apsna C
UCIIOJb30BAHUEM KaTHOHOOOMEHHOH xpoMmarorpaduu 170107 KanuJIS pHON
H303JICKTPUUECKON  (POKYCHPOBKH, MacC-CIEKTPOMETPHYECKUN aHaIW3, aHaJIHu3
KanmuwuisipHoro reib-3jiektpodopesa (CGE) nns cpaBHEeHUS BOCCTAHOBJICHHBIX W
MHTAKTHBIX aHTHTEJ, aHAJIU3 MEeNTHAHON KapThl (HAapUMep, TPUNTHUECKOro uiau Lys-
C-rugponusa), OLEHKAa OWOJOTHYECKOW AaKTHUBHOCTU WM aHTHI'CHCBS3bIBAIOLICH
¢yHkMM aHTHUTENa; W T.A. HecTaOMIbHOCTP MOKET BKJOUYATh J00OOE€ ONHO WIH
HECKOJIbKO W3 arperaiuu, Ae3aMUJUpPOBaHUs (HampuMmep, Ne3aMUIUPOBAHUS Asn),
OKMCJeHus (Hampumep, okucieHus Met), nsoMmepusanuu (Hanmpumep, U30MepU3ALUH
Asp), KJINTTHPOBAHUSA/TUPOIH3a/pparMeHTaL K (Hampumep, dparmenTanuu
mapHUpHON obyactu), oOpa3oBaHUs CYKIMHUMHIA, HEMApHOro HUCTeuHa(OB) U T.A.
«JleaMuIMpOBAaHHOE» MOHOKJIOHAJBbHOE AHTUTENIO B HACTOSILIEH 3asiBKE MPEICTaBIsET
co0O# aHTHUTENO, B KOTOPOM OJHMH WJIU HECKOJbKO €ro OCTATKOB acmaparuHa ObuiH
MOAUGHUIIUPOBAHBI, HAPUMEP OO aCMAPAarMHOBOW KHCJIOTHI WJH HM30aCTaparuHOBOM
KHCJIOTHI MIYTEM MOCTTPAHCISAIUOHHON Moauukanuu. Jns nu3mepenus: cTabMIbHOCTH
obpaszenr cocTtaBa B COOTBETCTBHU C H300pETEHHEM MOXKET OBITh MPOTECTUPOBAH B
UCCIIEIOBAHUN CTAaOUIBHOCTH, B KOTOPOM oOpas3el TMOABEPrardT B TEUYEHHUE
BBIOPDAHHOTO TMEpPHUOJa BPEMEHH CTPECCOBOMY COCTOSHUIO C MOCIEAYIOIUM
KOJMYECTBEHHbBIM M KA4YECTBEHHBIM AaHAJIN30M XHUMHYECKOW U  (HU3HUECKOM
CTaOMIBHOCTH C HCIOJIb30BAHUEM aJIEKBATHOW aHAJTUTHYECKON TEXHUKU

[00042] CooTBeTCTBEHHO, CTaOWJIBHOCTH MOXET OBITb H3MEpeHa Npu
BbIOpAaHHOW TeMmmepaTtype B TeUeHHE BBIOPAHHOTO IEepHONa BPEMEHH, HAIlpUMeED,

nyTeM XpaHeHHs o0paslia Mpu pa3IMUHBIX TeMIepaTrypax, Takux kak -40 °C, 5 °C, 25
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°C u 40°C Ha cpok no 2 mecsueB u ¢ ucnoab3zoBanuem, Hanpumep, HP-SEC, CEX,
3areMHeHns: cBera, CGE wunm axkTHUBHOCTH CBS3BIBAHUS Mg KA4eCTBEHHOTO W
KOJINYECTBEHHOI'O aHAJIN3A.

[00043] CornacHO BBHIIEU3I0XKEHHOMY, «CTAOUIBHBIH COCTaB» - 3TO COCTaB, B
KOTOPOM AHTHTEJO SBJISIETCS QU3NYECKH U XUMUYECKH CTAOMIbHBIM H/MIIU COXPAHSET
CBOIO OMOJIOTHYECKYI0 aKTHBHOCTD MPH XPAHEHHH .

[00044] «Xumuueckas CTaOUIBHOCTH» MOKET OBITh OIEHEHa MyTeM
oOHapyXeHUs]T W KOJUYECTBEHHOTO OINpeAeeHHs] XUMHYECKH HM3MEHEHHBIX (opm
aHTUTeNa. XUMHUYECKOEe U3MEHEHHE MOJXKET BKJOYAaTh U3MEHEHHE pa3Mepa (Hampumep,
KJIMUIIIPOBAHUE), KOTOPOE MOXKET OBITh OIEHEHO, HampuMep, C HCIOJb30BAHUEM
sKckI03noHHON Xpomartorpadpuu, CGE n/unu matpudHO#l nasepHON AecOpOLUUOHHOM
HOoHU3aUuu/BpeMsnponéTaoi macc-cnektpomerpunn (MALDI/TOF MS). JIpyrue tumnsl
XUMHYECKOTO U3MEHEHHs BKJIIOUYAIOT U3MEHEHUE 3apsna (HanmpuMmep, MPOUCXOsIiee B
pe3yibTaTe Ae3aMUIUPOBAHUS), KOTOPOE MOXKHO OI€HHTb, HampUMeEp, C MOMOLIBIO
HOHOOOMeHHON  xpomartorpaduu. B  KkKOoHTekcTe  U300peTeHHs] XHUMHUUYECKas
CTaOUNIBHOCTh  HU3MEpSAETCA,  HampuMep, C  TOMOINBKD  KaTHOHOOOMEHHOM
xpomartorpadpuu (CEX), npu 3TOM H3MeHeHHe, Hanpumep, Ha 5% MOXKET CUHUTATHCS
3HAYUTEJIbHBIM.

[00045] B xoHTekcTe nsobpereHus «pusnyeckas cTabUIBHOCTH» B OCHOBHOM
OTHOCUTCSI K AaHTHUTENy, HUMEIIEeMYy He3HAauuTeJbHble MPHU3HAKH arperauuy,
NpeUNUTALNNN W/WIM JeHaTypaluu WIM He uMerlnee ux Boobme. Meromamu
onpeneseHus: (PU3UUECKON CTAOUIBHOCTH SIBJISIOTCS, HAMPUMEpP, SKCKIHO3UOHHAS
xpomartorpadus (SEC), 3aremuenue ceera (LO), a Takxke nBeT u mpo3pavyHocTh. s
skcko3uoHHoN xpomarorpaduu (SEC) pasnuma, nanpumep, > 0,1% conmepxkanus
MOKET PacCMATPUBATHCS KAaK 3HAYUTEIbHO OTIMYAIOMIASACS B KOHTEKCTE M300peTeHUs
B VCIOBUSAX HCIBITAHUH B 3aBUCHMOCTH OT HCIOJb3YyeMOH KOJOHKH, pabodero
JABJIEHUSI U CKOPOCTHU MoToKa Oydepa.

[00046] AHTHTENnO «COXpaHSET CBOK OHOJIOTHYECKYID AaKTUBHOCTbY B
(apManeBTUUECKOM COCTaBe, €CIU aHTUTENO B (PapMaLeBTHUYECKOM COCTABE SIBJISETCS
Omoyiornueckn aKTUBHBIM Uil TpeamnojiaraemMoil nenu. Hanpumep, Ouonormueckas
AKTUBHOCTb  COXpaHsieTCs, eciu OuoJorndeckas akKTHBHOCTb AHTHUTENA B
dbapmManeBTUUECKOH KOMIO3ULIMK HAaxOOUTCS B mpenenax mnpudbamsutenpHo 30%,
npubnusurensHo 20% wium npubnusurensHo 10% (B mpenenax ommOOK aHanmu3a)

STAJIOHHOTO CTaHaapTa (Hampumep, Kak OIpEeNeNeHO B aHajlu3e CBI3bIBAHMS
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aHTureHa). Kak m3BecTHO crenmaiucraM B JaHHOH 00NAcTH, MPOLEHT MOHOMEPHBIX
QHTUTEJ, COXPaHsieMBIH B pPacTBOpPE, HUMEET IMEPBOCTENIEHHOE 3HA4YE€HHUE JUIs
noaxonsdmen GapManeBTHYeCKH aKTUBHONW KoMmmo3unuu. ITockonpky arperaTtsl MOTYT
BBI3BIBATh KaK MHAUBHAYAJIbHbIE, TAK U Cepbe3Hble MOOOUHBIE 3 PEKThI, COAepKAHNE
MOHOMEpPOB oToOpaxaer (akTuueckoe (apMaleBTHYECKH AaKTHUBHOE KOJUYECTBO
JE€KapCTBEHHOI'O CPEICTBA MJIM AHTUTEJNA UJIU eT0 (pparMeHra.

[00047] TepMuH «CTpecc» HJIH «CTPECCOBOE COCTOSIHUE» B KOHTEKCTe
U300peTeHUs] OTHOCUTCS, HAIIPUMEP, K MEXAaHHYECKOMY HAIpPSIKEHUIO0, TEPMHUYECKOMY
CTpecCy, CBETOBOMY CTPECCY WJIM CTPECCY B pe3yJbTaTe 3aMep3aHUsl U OTTAUBAHHUS.
CnocoObl W yclnoBHS  JJisi  MOAEIUPOBAHUS  MEXAHHYECKOTO  HaINPSKEHHs,
TEPMHUYECKOr0 CTpecca, CBETOBOrO CTPECCa UM CTPECCa, BOZHUKAIOUIETrO B Pe3yabTaTe
3aMOPa’KMBAHUS M OTTAWBAHUA, Pa3HOOOpa3Hbl MU W3BECTHBI CIELHATHUCTAM B JaHHOH
obnactTu. MexaHHUECKOE HANpsKEHHEe MOXKET MPEeACTaBIATh COOOH, Hampumep,
BCTPSIXMBAaHUE CO CKOpPOCThIO 300 00./MHH. IpU KOMHATHOW TEeMIEpaType B TEUEHHE
1o 48 wuacoB. TepMuuecKHH CTpPeCC OTHOCUTCs, HANpUMEp, K XPaHEHUK INpHU
MOHM)KEHHBIX WU MOBBIMIEHHBIX TEMIepaTypax B TEUEHHUE OINpEAEeIEHHOro Mepuosaa
BPEMEHHU, B OJHOM mpuMepe oOpa3uel MoryT xpaHurbes npu 5°C, 25°C u 40°C, rne,
Hanpumep, 25°C u 40°C OTHOCATCS K CTPECCOBOMY cocTosHUK. CBETOBOU cTpecc
MOXET 3aKJI0YaTbCs, HalpUMep, B XpaHEHUU OOpas3lOB NMPU HHTEHCHUBHOCTH CBETa
npubausutenbHo 1100 nmokc B TedyeHMe S5 NHEH NpU KOMHATHOH Temmeparype.
OO6pa3ubl MOTYT MOABEPraThCsl CTPECCY OT 3aMOPAKUBAHUSA U OTTAWBAHUS, MOABEpras
00pa3ibl HECKOJIbKUM IIMKJAaM 3aMopakuBaHusi, Hanpumep npu -40°C B TedyeHue 24
4acoB U OTTAaMBAHHUU INPHU KOMHATHOW TeMIlepaType B TeUeHHEe 2 4YacoB, MPU 3TOM
LHUKJIbl TOBTOPSIOT 3 pasa.

[00048] Hcnonb3yemblii B HAacTOsAIelH 3asBKe TepMHH «Oydep» OTHOCHTCA K
3a0ydepeHHOMY pacTBOpPY, KOTOPBI CONPOTUBIsAETCS u3MeHeHussim pH 1ox
NENCTBUEM €ro KOMIOHEHTOB KHMCJIOTHO-OCHOBHOTO KOoHBIHOrara. «PH» B Hacrosmen
3asBK€ OTHOCUTCS K KHUCJOTHOCTH HJIM OCHOBHOCTM KOMIIO3MLIMU NpPU KOMHAaTHOMH
temnepatype. CraHpapTHele MeToAbl u3MepeHus pH kommo3uuuu U3BECTHBI
criennaigucTaM B naHHOH obmactu. OOsiuHO m3MepeHue pH cocrout u3 xanuOpoBku
npubopa, TOMENEHUs JJIEKTPOAOB B XOpPOUIO MepeMeIlaHHbId obOpasen u
nocnenyromero cuuteiBanus pH HenmocpencrsenHno ¢ pH-merpa. Ilpumepsr Oydepos B
COOTBETCTBUU C HACTOSIIMM H300pETEHHEM BKJIOYAKT aleraT, LUUTPaT, THMCTUIUH,

cykuuHar, ¢pochar u Tris.
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[00049] MHcnonb3yeMmbli B  HacTOsLel  3asiBKE€ TEPMUH  «PETYJIATOP
TOHUYHOCTHU» HIJIM «CPEACTBO, PETYJHUPYIOIlee TOHHUYHOCTbY HIU «MOAU(UKATOP
TOHUYHOCTH» OTHOCHTCSA K BeLIeCTBAM, OOE€CHEUMBAIOLUIUM OCMOTHYECKOE IaBJIEHUE,
SKBUBAJIEHTHOE OCMOTHYECKOMY J1aBJEHHIO ChIBOPOTKU B OpraHM3Me, BKJIOYas COJHU
(HampuMmep, XJIOPUA HATPUs, XJOPHUA Kajius, XJIOPUI MarHus, Cyiabpar MarHus
(MgSO0,)) nnu caxapa/monuonsl (HampuMep, caxaposa, Tperanosa, COpOUT, TIIULEpHH,
MaHHUT WJH JekcTpo3a). Kpome Toro, caxapa/mojiuoibl, NPUCYTCTBYIOLIHE B
pacTBope, NEHCTBYIOT KaK KPHOMPOTEKTOP A O€JiKa, YTO MO3BOJSET 3aMOPaKHBATH
JEKapCTBEHHOE BEHIECTBO 0€3 TMOBPEXKAEHUs. ODTO TIMO3BOJISIET OCYINECTBIISTh
TPAHCIIOPTHUPOBKY B 3aMOPOKEHHOM BHJE U JJUTEIbHOE XPAHEHHUE JIEKAPCTBEHHOTO
BelecTBa 10 (aCOBKH JEKAPCTBEHHOTrO Mpernapara.

[00050] IIpumepbl peryisaTOpOB TOHMYHOCTH B COOTBETCTBUU C HACTOSAIIUM
N300peTeHNeM BKIIOYAIOT XJIOPUI HATPHS, XJIOPHA Kajus, XJOPUI MarHus, cyibdar
maraus (MgSQO,) (conu) u/unm caxapo3sy, Tperajioly, COpOUT, TIULEPUH, MAHHHUT UJIU
nekcTpo3y (caxapa/monuoiibl). B HEKOTOpPBIX BapUaHTAaX OCYLIECTBJICHUS PETYJSITOP
TOHUYHOCTH TpPEACTaBiIsieT CcOOON caxap WJIM IOJUOJ, BBIOPAHHBIH W3 TPYIIIHL,
BKJIIOHaKO el B ceOst caxapo3y, Tperaio3y, COpOUT, IINLEPUH, MAHHUT U JEKCTPO3Y.

[00051] Hcnombp3yeMblii B HACTOSIIEH 3asBKE TEPMHUH «CTaOUIMU3ATOP» HIIH
«CTaOUNHM3UPYIOIlEE CPEACTBO» OTHOCUTCS K  BEIIeCTBaM, CIOCOOCTBYIOLIUM
CTa0MJIBPHOCTH aKTHBHOI'O BellecTBa B (apMauneBTHYECKOM cocTaBe. [Ipumepsl
CTAaOMIM3UPYIOLUIUX CPEICTB B COOTBETCTBUHU C HACTOSALINM M300pETEHHEM BKJIIOYAET B
ce0s apruHUH, THUCTUIMH, TJIULUH, LUUCTEWUH, MNPOJHH, METHOHHMH, JU3UH HIH HX
(apManeBTUYECKH TPUEMIIEMbIE COJIH.

[00052] MWcnonb3yemblii B HacTOsied 3asiBKE TEPMHH «IOBEPXHOCTHO-
AKTUBHOE BEIIECTBO» OTHOCHUTCS K BELIECTBAM, KOTOpPbIE HMEIOT TEHICHIUIO
YMEHbILIATh IOBEPXHOCTHOE HATSIKEHHE >KHUAKOCTH, B KOTOPOH OHH PaCTBOPEHBI.
[IpuMepsl TNOBEPXHOCTHO-AKTHUBHBIX BELIECTB B COOTBETCTBHH C HACTOSAIIHM
n3o0peTeHneM BKIIOYAKOT B cebs1 mosokcamep 188, momucopbar 20, momucopbar 40,
nonucopdar 60 unu nonucopdar 0.

[00053] Hacrosimee n3o0peTeHne OTHOCUTCS K COCTaBaM aHTUTEN npoTus IL-
36R nist BBEAEHHS MIIEKONUTAIOIIUM, B YaCTHOCTH, JIOAAM. COCTaBbl B COOTBETCTBUHU
C HacTOSAIUM HU300peTeHHeM BKJIIOYAIOT ONHCAHHBIE B HACTOsIIEH 3asBKe

I'YMaHU3UPOBAHHBIE aHTUTENA, KOTOPhIE CBs3bIBAIOTCS ¢ peuentopom IL-36 (IL-36R).
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B KOHKpETHBIX BapHaHTax OCYLIECTBIEHHS B HACTOSILIEH 3asBKe HICHTU(HUIUPOBAHBI
NOCJIEIOBATEIbHOCTH 3THX T'YMaHU3UPOBAHHBIX AHTUTE .

[00054] CocTaBbl B COOTBETCTBHU C HACTOSIIIUM H300pETEHHEM CBOIAT K
MUHUMYMYy O0Opa3oBaHHE arperaToB aHTUTE]I W IMOMYTHEHHS, U TapaHTHPYIOT, 4YTO
AHTUTEJIO COXpaHsAeT CBOK OHOAKTHMBHOCTh C TEYEHHEM BpeMeHH. B wacTHOCTH,
n3o0peraTenu HACTOSALEro H300peTeHHs Caenand HEOXHUIAHHOE OTKPBbITHE, Kak
NPOJEMOHCTPUPOBAHO B IMPUMEPAX, YTO COAEPKAHUE MOHOMEPOB B COCTaBJIEHHOM
aHtutesne Oosee cTaOMIBPHO W OOpa3OBaHHE arperaToB ropasgo MeHee BBIPAXKEHO B
HEKOTOPBIX COCTAaBaX B COOTBETCTBHHM C HactosAmuM uszodpereHuem npu 40°C mpu
XPAaHEHUHU 10 3 MeCSLEB IO CPABHEHUIO C IPYTUMH MPOTECTHPOBAHHBIMH COCTABAMM .
Cwm. IIpumep 7.

[00055] Kak pe3yabraT B TMEpPBOM acCMeKTe HacTosIee H300peTeHue
obecneunBaeT papMameBTHUECKUH cocTtaB aHTUTena npoTus IL-36R, rae ykazaHHBIN
COCTaB COJEPKUT TepamneBTUUECKOE KOoJuuecTBO aHTUTena npotuB IL-36R wunu ero
AHTUTE€HCBs3bIBatOIero (¢parmeHta (omucaHoO B  HACTOsAIledl 3asBKe) ©W 1)
bapmaneBTuuecKku mnpuemieMbli Oydep, uau 1) (papManeBTUUECKH NPUEMIIEMBIH
pPeryJisiTop TOHUYHOCTH, WU i11) papMaLeBTHYECKH IMpUEMIIEMOe CTaOMIN3NPYIOLIee
CPeACTBO, WUIHU 1V) (papMameBTUYECKH MPUEMIIEMYIO COJIb;, HJIH V) (papManeBTUUECKU
npueMiieMOe TOBEPXHOCTHO-aKTUBHOE BEINECTBO, MM Vi) (papMaleBTUUECKU
npuemiembiii Oydpep u dpapMaLeBTUUECKH NMPHEMIIEMBIH PEryasTOp TOHMYHOCTH, WU
vii) (¢apmaneBTuuecku npuemieMbli Oydep, dapmauneBTHUECKH NpPUEMIIEMBIH
peryiasaTop TOHHYHOCTH U (apMaLeBTUYECKH MpHeMiIeMoe CTadMIn3upyolee
cpeactBo, uiau viil) ¢dapmaueBTHuecku mpuemieMbii Oydep, ¢dapManeBTHYECKH
pUEMJIEMbIi peryJysiTop TOHUYHOCTH, (apmaneBTHYECKH npueMiIeMoe
cTabuIM3UpyoInee CpPeacTBo U (papManeBTHYECKH TPUEMIIEMYK COJIb, HWIH 1X)
dapmaneBTHUECKH TpHeMIIeMblii Oydep, dapManeBTHUECKH NMPUEMIIEMbIH PEryiasTop
TOHUYHOCTH, (apMameBTUYECKH  MpHUEMJEeMOe CTaOMIHU3HUpYIOINee  CPEencTBO,
dbapMalneBTUUECKH  MPHEMJIEMYID  COJb U (HapMaleBTHYECKH  MPUEMJIEMOe
NOBEPXHOCTHO-AaKTUBHOE BEINECTBO, KaXIBIH B (apMaLEBTHUYECKH TMPHEMIIEMBIX
KonuuecTBax M B (papmamesruyecku mnpuemsembix pH. CoctaB B COOTBETCTBHH C
HACTOSIIINUM U300pETEHNEM UMEET yJIydIleHHbIE CBOHCTBA, KaK OyJeT OMMUCAHO HIXKE.

[00056] B cnenyromeidi Tabnuue mOpencTaBiIeHbl THUIHUYHBIE JTHAMA30HBI

KOHLIeHTpaI_II/Iﬁ KOMIIOHCHTOB COCTABOB B COOTBCTCTBHH C HACTOAIIUM H306peTeHI/IeM.
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Tabnuua I: TunuyHble TUana30Hbl KOHIEHTPALMH KOMIIOHEHTOB COCTaBOB

Kommnonent

Jlnana3oH KOHLEHTpaLuu

Antureno npotus IL-36R

ot 0,5 no 220 mr/man

bydep: auerat, uurpar, ruCTUANH, CYKIUHAT, Gocdar,
TRIS

oT 20 mo 80 MM

PerynaaTop TOHUYHOCTHU: HalpuMep, caxaposa,
Tperajnosa, COpOUT, MIULIEPUH, MAHHUT, TEKCTPO3a U UX
KOMOHUHAaL s

or 100 no 250 MM

CrabunusaTop: apruHUH, TUCTUIWH, TIIULHUH, TPOJIHH,
METUOHWH, JIU3UH, IUCTEUH WU uX hapMareBTUIECKU
NpueMJIEMbIE COJTU

or 0 no 80 MM

Counn: NaCl, MgCl,, MgSO,, KCI

or 0 no 150 MM

IToBepXHOCTHO-aKTUBHBIE BELIECTBA: MOJUCOPOATHI
(20, 40, 60, 80), momokcamep (188)

ot 0,1 no 1,5 r/n (paBHO OT
0,01 no 0,15 % (mac./06.))

[00057]

B caenyromux Tabaunax mpeacTaBiIeHbl IPUMEPHbIE COCTABHI B

COOTBETCTBUHU C HACTOSIIUM HU300peTeHueM U 3TajionHbie coctaBbl X1 u XIb:

Tabnuua la: IIpumepHbIe COCTaBBI

®opmyna | AHTHTEIO Bydep Perymarop Cradumuzatop | Coxs | IToBepXHOCTHO- pH
npotus IL- TOHUYHOCTH aKTHBHOE
36R BELICCTBO

I 20 Mr/ma 40 MM 120 MM 50 MM 5 MM 1,0 r/n 6.0
THCTUIUH caxaposa L-aprunuH NaCl | mommcopobar 20

II 60 mr/ma 45 MM 150 MM 25 MM - 0,4 r/n 5,5
anerar caxaposa L-aprunun moaucopdat 20

111 20 mMr/ma 45 MM 180 MM 25 MM rauiuH - 0,4 r/n 5,5
anerar caxaposa noaucopbar 80

v 150 mr/mn 25 MM 150 MM 25 MM - 0,2 r/n 6.0
HUTpaT Tperanosa METHOHHUH moaucopoat 20

v 60 Mr/mn 25 MM 160 MM - - 0,2 r/n 6.0
THCTHIHH caxapo3sa, noaucopodat 20

20 MM
MAHHHT

VI 20 Mr/m 25 MM 200 MM - - 0.4 r/n 6.5
HUTpaTa caxapo3sa mosmcopodart 80

VII 150 mr/Ma 45 MM 150 MM 25 MM - 0.4 r/n 5,5
anerar caxapo3sa L-aprunus moaucopdar 20

VIII 15 mr/mn 35 MM 180 MM 25 MM 3 MM 0,4 /0 6.0
THCTHAHH Tperagosa L-aprunun NaCl | mosmcopbar 80

IX 80 mMr/ma 25 MM 100 MM - 50 MM 0,2 v/n 5.5
anerar MAaHHHT NaCl | moamcopbar 20

X 100 mr/ma 20 MM 220 MM - - 0,1 r/n 6.0
CYKI[MHAT caxapo3sa moaucopodat 80
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®opmyna | AHTHTEIIO Bygep Perymarop Cradbumuszatop | Conap | IloBepXHOCTHO- pH
npotus IL- TOHHYHOCTH aKTHBHOE
36R BCIIECTBO
XI 60 mr/ma 25 MM - - - 0,4 v/n 6.5
UTpaTa noaucopdar 20
Tabnuua Ib: IIpumepHbIe cOCTaBBI
®opmyaa | AHTHTEIO Bypep Perynarop | Crabumuzatop | Conp | ITosepxHocTHO- | pH
IIPOTHB TOHUHYHOCTH AKTHBHOC
IL-36R BCIIECTBO
Ib ot 20 40 MM 120 MM 50 MM 5 1,0 v/n 6,0
MI/MJI 10 | THCTHIHH caxapo3sa L-aprunun MM noaucopodar 20
150 NaCl
MT/MIT
ITb ot 20 45 MM 150 MM 25 MM - 0.4 v/n 5.5
MT/MIT 10 amerar caxapo3sa L-aprunun moucopodar 20
150
MT/MIT
I11b ot 20 45 MM 180 MM 25 MM rauiuH - 0,4 v/n 5.5
MTI/MI 10 ameTar caxaposa nonucopdar 80
150 mr/mMa
IVb ot 20 25 MM 150 MM 25 MM - 0,2 r/n 6.0
MT/MI 10 ouTpaT Tperauosa METHOHHH moaucopoat 20
150 mr/mMa
Vb ot 20 25 MM 160 MM - - 0,2 r/n 6.0
MI/MJI 10 | THCTHIHH caxapo3sa, noaucopodat 20
150 mr/ma 20 MM
MAaHHHT
VIb 20 Mr/mn 25 MM 200 MM - - 0,4 r/n 6,5
LUTPAT caxapo3sa noaucopodat 80
VIIb ot 20 45 MM 150 MM 25 MM - 0,4 v/n 5,5
MT/MJI 10 anerar caxapo3sa L-aprunun noaucopodart 20
150 mMr/ma
VIIIb ot 20 35 MM 180 MM 25 MM 3 MM 0.4 r/n 6,0
MT/MJI 10 | THCTHIUH Tperangosa L-aprunusn NaCl | momumcopbat 80
150 mr/ma
IXb ot 20 25 MM 100 MM - 50 0,2 r/n 5,5
MT/MII 10 amerar MAaHHHT MM moaucopobat 20
150 mr/mMa NaCl
Xb ot 20 20 MM 220 MM - - 0,1 r/n 6,0
MT/MI 10 | CYKIHHAT caxaposa moaucopoat 80
150 mr/mMa
XIb 20 Mr/m 25 MM - - - 0.4 r/n 6.5
oo 150 ouTpaT noaucopodar 20
MT/MIT
[00058] B cOOTBETCTBUM €  BBIIMIEU3JIOKEHHBIM B  OJHOM BapHUaHTE

OCyIlecTBJIeHUs (apMaleBTHUYECKAass KOMIIO3HIUS B COOTBETCTBHH C HACTOSIIUM
n300peTeHneM HMeeT 10 MeHbIled Mepe OIMH INPHU3HAK, BBIOPAHHBIN W3 TPYIIIH,

BKJIFOUArOLIEN B cels:
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(a) 3HAYUTENbHO CHIDKEHHBIM MPOLEHT arperaToB, M3MEPEHHBIH C MOMOLIBIO
BBICOKO3 PP eKTUBHOM dKCKII03M0OHHOM XpoMaTorpadpuu (HP-SEC),

(6) 3HaumTenbHO OoOyiee BHICOKHIH NPOIEHT MOHOMEPOB IOCJE XPAaHEHUS IpHU
npubauzurenbHo 40°C, kak usmepeHo ¢ nomoiubo HP-SEC,

(B) Oosee BBICOKHMI MPOLEHT OCHOBHOIO IIHMKA, KOTOPBI KOppeIupyer ¢
MEHBIIUM XUMUYECKUM Pa3JIOKeHHEM, U3MepeHHBIM ¢ nomoinbio CEX,

(r) Oonee HHM3Kasi MYTHOCTb MOCPEACTBOM BHU3yaJIbHOW OLEHKH W/uiu Oosee
HU3KO€ 3HAYE€HHE MYTHOCTHU B HedemoMerpuueckux equaunax gpopmasuna (HE®) u

(n) Oonee HU3KHME 3HAYCHUS HEBUAUMBIX 4acTUL (> 10 MKM U > 25 MKM),

10 CPaBHEHMIO C 3TAJOHHBIM COCTABOM.

[00059] B  cooTBeTcTBMM C  HACTOSIIUM  H300pEeTEHHEM  TEPMHUHBI
«CHHKEHHBIN», «00Jiee BBICOKUIY, KMEHbBIIE», K MEHbIINNY, KYBEJTUYCHHBIN», «HHUKE»
WIN «MEHee» W T.I., Hampumep, 00O03HAYAIOT KOJWYECTBEHHBbIE PA3IUYUS MEXIY
OBYMsI COCTOSIHUSIMH, 4YTO BKJIIOYAeT CYIIECTBEHHBIE pPA3JIUYUS MEXIAY IBYMs
COCTOSIHUSIMH.

[00060] B cOOTBETCTBHHU C HACTOSAIIUM H300pPETEHHEM TEPMUH «3TAJOHHBIH
coctaB» oTHocuTcsA K coctaBy XI B tabmmuue la w/unu cocraBy XIb B Tabnuue Ib. B
OJHOM BapHaHTE OCYLIECTBJICHUS] 3TAJIOHHBIA COCTAB CONEPKUT aHTUTENO NpoTtus IL-
36R miam ero aHTUIeHCBA3BIBAIOLIUN (parMeHT, Kak ONHCAaHO B HACTOSIIEH 3asiBKe
HalpuMmep, NPUCYTCTBYIOI[ME B TOH K€ KOHLEHTpPAaLUH, C KOTOPOH CpaBHUBAETCS
COCTaB, HO C JAPYIUM KOJHMYECTBOM H/UJIH TUIOM Oy(pepHOH CHCTEMBbI, U/WIH APYTUM
KOJMYECTBOM W/UJU THUIIOM PEryjsiTopa TOHUYHOCTH (W/WIHM APYTUM KOJHYECTBOM
W/UJIM TUIIOM MOBEPXHOCTHO-aKTHBHOIO BEHIECTBA), KaK Hampumep, B coctaBe XI B
tabnune la w/mnmm cocrae XIb B Tabnumue Ib; mpu 3TOM COCTaB XapaKTepU3yeTCs
3HaueHneM pH B nmamasoHe OT HPUONU3UTENBbHO 5 10 MPUONIM3UTENbHO 7, KOraa
HaXOJHUTCs B BOOHOU popme.

[00061] B omHOM BapuaHTe OCYLIECTBJIEHHUS COCTaBbl B COOTBETCTBUU C
HACTOSIIIUM H300pETEeHHEM HMEIT YMEHbUIEHHOE KOJUYECTBO arperatoB MOCHe
xpaHeHus: npu npubnusutenpHo 40°C mo MeHpwmeld Mmepe npudnusurenbHo Ha 10%,
25% wumun 50% Do CcpaBHEHHMIO C KOJMYECTBOM arperaroB 3TaJOHHOTO COCTaBa,
U3MEPEHHBIM C TIOMOIIBI0 BBICOKO3()(PEKTUBHON 3KCKIIO3MOHHONW Xpomartorpaduu
(HP-SEC). Hanmpuwmep, ecinu 3KCIeprUMeHTalbHOE 3HauYeHHEe yMeHbimaeTcs ¢ 1,0% no
0,9%, oTHOCUTENbHOE YMeHbIIeHUEe cocTaBisieT 10% B COOTBETCTBUU C NMPEAbIAYIIUM

NpEAJIOXKCHUEM.
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[00062] B omHOM BapuaHTe OCYLIECTBJEHHMS COCTaBbl B COOTBETCTBUM C
HACTOSIIIUM H300peTEeHHEM UMEIOT OOoJblIee KOJIMYECTBO MOHOMEPOB IOCJE XPAHEHUS
npu npubnusurenpvHo 40°C nmo MeHbliel mepe npudbnusurenbHo Ha 10%, 25% wunu
50% 1no CpaBHEHHUIO C STAJOHHBIM COCTABOM, IOCJE XPAHEHUS MPH NMPUOTUIUTENBHO
40°C xak usmepeno ¢ nomousro HP-SEC.

[00063] B omHOM BapuaHTE OCYLIECTBJEHHS COCTaBbl B COOTBETCTBUH C
HACTOSIIIUM HM300pEeTeHHEeM HMEIT YBEJUYEeHHbIE KOJHYECTBA OCHOBHBIX ITHKOB
(MeHbIIEe XUMHUYECKOE Pa3JIOKeHUe) nmocie XxpaHeHus npu npudnusurensuo 40°C mo
MeHbIed Mepe npubausutenbHo Ha 10%, 25% unu 50% no cpaBHEHHIO C 3TAJOHHBIM
COCTaBOM, Kak u3MepeHo ¢ momoinbo CEX.

[00064] B opHOM BapuaHTe€ OCYLIECTBJEHHMS COCTaBbl B COOTBETCTBUM C
HACTOSIIIUM H300peTeHHeM HMEIT OoJjiee HU3KOE 3HAUY€HHE MYTHOCTH O MEHbIIEH
Mepe npubnuzuteabHo Ha 10%, 25% unu 50% mo cpaBHEHUIO ¢ 3TAJIOHHBIM COCTABOM,
B HedenoMmeTpudeckux ennHunax ¢popmasuna (HED).

[00065] B opHOM BapuaHTe OCYIIECTBJEHHS COCTaBbl B COOTBETCTBUM C
HACTOSIIIUM H300pETEeHHEM MMEIOT MEHbIIee YBEJIHMYeHHE HEBHUIUMBIX YacTULl (TaKHX
kak > 10 MkM 1 > 25 MKM) o MeHblIed Mepe npubnusurenpbHo Ha 10%, 25%, 50%,
75% unn 100% no cpaBHEHHUIO C 3TAJIOHHBIM COCTABOM.

[00066] B oaHOM BapuaHTe OCYIIECTBJEHHUs, OTHOCSLIEMCS K TMEepPBOMY
acmekTy, aHtutesno npotuB IL-36R wmiam ero aHTUreHCBSA3BIBAKOINUA (QparMeHT
INPHUCYTCTBYET B COCTaBe B KOHIEHTPALMU B JUana3zoHe ot npubausurenpHo 0,5 mMr/miu
no npubnusutenpbHo 220 Mr/mjia, uiaM B auanasoHe ot npubnusurenbHo 10 1o
npubauzutenbHo 175 wmr/mu, wnm B aAuanaszoHe ot npubnusurtensHo 10 mo
npubauzutenbHo 30 Mr/mia, wWiM B Auamna3oHe OT npuOausuTenpbHo 45 1o
npubau3uTeNbHO 75 WMr/mi, wWiM B Auana3oHe oT npubnusurensHo 125 pmo
npubau3uTenbHo 175 Mr/mi, wim B KOHIEHTpAalUM NpuONIU3UTENbHO 15 ™Mr/m,
npubauzutenbHo 20 mr/mn, npubausutenbHo 25 mr/mia, npubnusutenbHo 30 mr/mu,
npubauzutenbao 60 mr/mu, npudbiausurenbro 75 mr/mia, npubnusutenbHo 80 mr/mu,
npubmauzutensao 100 mr/mn unu npubnmsurenbro 150 mr/min. B omHOM BapuaHTe
OCYINECTBJIEHUS, aHTUTENO NpOoTuB IL-36R nim ero aHTUreHCBI3BIBAKOIINN (HparMeHT
NPUCYTCTBYET B COCTaB€ B KOHIEHTpauuu npubnusurensHo 20 mr/mu. B apyrom
BAPUAHTE OCYLIECTBJEHUS aHTUTENO nNpoTuB IL-36R uam ero aHTUTE€HCBSI3bIBAKIIUMN
¢parMeHT NMPUCYTCTBYET B COCTaBe B KOHLEHTpauuu npubiausurenbHo 60 mr/miu. B

ele OJHOM BapUaHTE OCYyIUEeCTBJeHUs aHTtuTteno npotus IL-36R  unum ero
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AHTUTE€HCBS3BIBAOIIUN (parMeHT TMPUCYTCTBYET B COCTaBeé B KOHIEHTPALUHU
npubanzutenbHo 150 mr/mu.

[00067] B ppyrom cBs3aHHOM BapuUaHTE OCYLIECTBJIEHHS (apMareBTHUYECKU
npuemiembiii Oydep HpUCYTCTBYyeT B COCTaBe B KOHLEHTPALMH B JUANa30HE OT
npubausutenbHo 20 MM po npubnusurenbHo 80 MM, umiM B aAHanasoHe OT
npubauzutenbio 20 po npubnusurenpHo 70 MM, wuam B JAWana3oHe  OT
npubauzutensio 20 po npubnusumrenpHo 60 MM, wuam B AWAana3oHe  OT
npubauzurenbio 20 MM no npubnmsurenpHo 50 MM, uaM B KOHLUEHTpPALUHU
npubauzurensao 20 MM, mnpubnusurtensHo 25 MM, npubnusurenabHo 35 MM,
npubauzurensio 40 MM, mnpubnusurtenvsHo 45 MM, npubnusurenapHo 50 MM,
npubnauzutensao 60 MM. Bydep Moxker conmepkaTh rucTUauH, (ocdar, CyKkumHar,
uutpat, aneratr win TRIS. B HekoTOphIx BapuaHTax ocyuiecTBieHus Oydep BriOpan
U3 TPYINbI, BKIOUYarmed B ceds rucrunmd, ¢ocdar, CyKIUHAT, LUTPAT, aleTaT u
TRIS, B ocoOeHHOCTH ameraT W UUTPAT. B OqHOM BapuaHTe ocyuiecTBIeHUs Oydep
npencraeisier coboit mutpar. B apyrom BapmaHTe ocymecTBieHus Oydep
npeacTaBisieTr coOOW THCTHAMH. B eme ogHOM ApPYyroM BapHaHTe OCYLIECTBICHHS
Oydep nmpencrasisieT coboit anerar.

[00068] B apyrom cBs3aHHOM BapUaHTE OCYLIECTBJIEHHS (apMareBTHUYECKU
NPUEMJIEMBIH PEryJisiTOp TOHMYHOCTH NPHUCYTCTBYET B COCTaBE€ B KOHIEHTPALUH B
auana3oHe ot npubausurenpHo 100 MM po mpubnusurensHo 250 MM, wiu B
auana3oHe oT mpubausurenbHo 120 no npubnusurenbHo 220 MM, uiau B nuamnasoHe
or npubnusutenbHo 130 no npubnusurenbHo 190 MM, uau B [AWANa3oHE OT
npubausutenbio 140 no mnpubnusurensHo 190 MM, wuim B KOHUEHTpPALUH
npubauzutenbao 100 MM, npubnusurenpno 120 MM, mpubausurtensHo 150 MM,
npubnauzurensao 180 MM, mpubnmsurenpno 200 MM, mpubausurtenbHo 220 MM.
PerynsaTop TOHHMYHOCTH MOXKET NpPEACTaBJATH CcOOOW cosb, caxap uiau mojuoia. B
OJTHOM BAapHaHTE OCYINECTBJICHHUS PETYJSATOP TOHUYHOCTH NPEACTaBIseT cCOOOW OOUH
WIN HECKOJNbKO C€axapoB W/WUIMU TOJHOJOB. PerymaTop TOHHUYHOCTH MOJXKET
NPEeACTaBIATh COOOW OJMH MIJIM HECKOJbKO CaxapoB HM/HUJIA TOJHOJOB, COAEpPIKAIINX
caxaposy, Tperajio3y, COpOUT, TIHIEpUH, MAHHUT HMIJIH JAEKCTPO3Yy, B OCOOEHHOCTH
caxapo3y WJM Tperano3y. B ogHOM BapuaHTe OCYLIE€CTBJIEHUS PETYJISTOP TOHUYHOCTHU
npeacTaBisieT cOOOH OOUH MM HECKOJBKO CaxapoB HM/MJIM MOJHOJIOB, BBIOPAHHBIX U3
IPYIIBL, BKIOYaKOLmEH B ceds caxaposy, Tperainosy, COpOuUT, TIUIepUH, MAHHUT HIIH

AEKCTPO3y, B OCOOEHHOCTH cCaxapo3y M Tperajody, B OCOOEHHOCTH peryjsiTop
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TOHUYHOCTH NPEACTaBIseT COOOH caxapo3y WU PEryJsaTOpP TOHUYHOCTH SIBJISIETCS
Tperayo30i.

[00069] B ppyrom cBs3aHHOM BapUaHTE OCYLIECTBJIEHHS (apMaleBTHUYECKU
npuemieMoe CTabMJIM3UPYIOIIee CPEeNCTBO MPUCYTCTBYET B COCTABE B KOHLEHTPALUH
B quamna3zoHe ot npubausurenbao 0 MM no mpubnusurenbHo 80 MM, uinu B quamna3oHe
or mnpubnuzutensHo 0 po mnpubnusurenbno 70 MM, wuaM B OUanaszoHe OT
npubauzutenbro 0 no npubnusurenpvHo 60 MM, WK B AMana3oHe OT MPHUOJTHU3UTEIBHO
0 no mpubnuzurenpHo S0 MM. B cnydae Hanu4us CTaOUIU3UPYIOLETO CPEACTBA, OHO
MOKET MPUCYTCTBOBATh B KOHLEHTPALMH B JUANa3oHe OT NMpUOIU3UTENbHO 5 MM nmo
npubauzurensao 80 MM, wmim ot npubmusurenpbHo 10 MM mgo 70 MM, wmim ot
npubauzutensao 20 MM no 50 MM, Ui B KOHUEHTPALUH NMPUOIHU3HUTENBHO 25 MM,
uinu npubiauzuteabHo 50 MM. B onHOM BapuaHTe OCYINECTBIEHUS CTAOUIH3UPYIOIIEe
CPeICTBO MPHUCYTCTBYET B COCTaBe B KOHIEHTpamuu npudbnusuteapbHo 20 MM, unu
npubau3uTensHo 25 MM, win npubnuzutenbHo 30 MM, unn npubnusutrenpbHo 35 MM,
win npubnuszureapHo 40 MM wim npubnusurenvHo 45 MM. Crabunusupyomee
CPEACTBO MOXKET COAEPKaTb AMUHOKHUCIOTY, TAKYIO KaK apruHHUH, TUCTUIWH, IIULUH,
LIUCTEUH, IPOJINH, METUOHHH, JIN3UH, aclapTar, riyTaMaT WIH UX (papManeBTUYECKH
NpUeMJIEMbIE COJIM, B YaCTHOCTH AapruHuH. B OAHOM BapuaHTE OCYINECTBJICHUS
CTaOUNM3UPYIOIEE CPENCTBO BBIOMPAIOT M3 IPYIMIbI, BKIOUaOLEH B ce0s aprUHUH,
TUCTUAUH, TIIMLUWH, LUCTEUH, NPOJHUH, METUOHUH, JIU3UH, aclaprar, rjiyTaMaT U HuxX
dapMaLeBTHYECKH TpUEMIEMYI COJb. B eme OZHOM BapuaHTE OCYINECTBIEHHUS
crabunusupyromee CpeacTBo  mpexcraeisier coboi  L-apruHuH  umm ero
(apManeBTUYECKH TPUEMIIEMYIO COJIb.

[00070] B npyrom cBs3aHHOM BapUaHTE OCYLIECTBJIEHHS (papMaleBTHYECKH
npuemiieMasl COJIb INPUCYTCTBYET B COCTaB€ B KOHIEHTpPAaLMH, HAXOISLIEHCS B
nuamna3zoHe oT npudnusurenvHo 0 no mpubnuszurenpro 150 MM, unu B nuamasoHe OT
npubausutensio 0  po npubnusurenpro 120 MM, wuam B AWana3oHe  OT
npubauzutensro 0 no npudnusurenvHo 90 MM, win B AMana3oHe OT MPHUOIU3UTEIBHO
0 no mpubnusurenpHo 10 MM, wiu B KOHUEHTpanuu npubiausutenbHo 3 MM, 5 MM,
10 MM, 25 MM ummun 50 MM. B gpyrom CBs3aHHOM BapUaHTE OCYINECTBJIECHUS
(apManeBTUUECKHUI COCTAB COAEPKUT OJHMH HMIJIM HECKOJBKO CaXxapoB W/HMIIH MOJHOJIOB,
B Ka4eCTBE PEryJsATOpa TOHUYHOCTH U JPYTIYI0 (papMameBTUUECKU MPUEMIEMYIO COJb
B KOHIIEHTpAIMHU, HaxoAdumeiics B auana3oHe OT NOpUOIU3UTENbHO 3 10

npubnausutenbHo 150 MM, wunm B aAWanasoHe OT MNpPUOJU3UTENBHO 3 70
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npubnausutensro 120 MM, wunM B aAWanasoHe OT MNPUOJU3UTENBHO 3 70
npubnusurensHo 90 MM, uiu B quamna3oHe OT NPUOIU3UTENTBHO 3 10 NPUOTU3UTENBHO
10 MM, unu B koHUeHTpauuu npubnusurenvuo 3 MM, 5 MM, 10 MM, 25 MM wunu 50
MM. Conp Mmoxer Bkawodare xyopun Hatpus (NaCl), xmopun marnus (MgCly),
cynbdar maraus (MgSO,), xmopun kamusa (KCl), xmopun nutus (LiCl), xmopun
kanpius (CaCl,), conu OGopHol kuciaoTbl uau xjopun uueka (ZnCl,). B omHom
BApUAHTE OCYLIECTBJICHUS COJb BBIOMPAIOT M3 TPYIIBI, BKIKOYAKOLIEH B ceds XJIopHua
Hatpus (NaCl), xnopun marnus (MgCl,), cyappar maraus (MgSO,), xnopun kaaus
(KCl), xnmopun nutus (LiCl), xnmopun kxaneuus (CaCly), conu OOpHOW KHUCIOTHI U
xjopun uuHka (ZnCl,). B KOHKpeTHOM BapuaHTE OCYIIECTBIEHHS COJIb MPEICTABISIET
co0oii XJIopua HATPHUSL.

[00071] B napyrom cBsS3aHHOM BapUaHTE OCYIIECTBJIEHHS (apMaleBTHUYECKU
NpUeMJIEeMOe TOBEPXHOCTHO-aKTUBHOE BELIECTBO MPUCYTCTBYET B COCTaBe B
KOHIIEHTPALlMU B Juamna3oHe oT npubnusurtenvHo 0 r/n mo mpubnusurtensHo 1,5 r/m,
uiu B auamna3oHe oT npubnusurensHo ot 0,1 r/n mo mpubnusurensuo 1,5 r/n, unu B
nuana3zoHe ot npubnusurenpHo 0,1 no mpubnusurenvHo 1,0 r/n, unu B Auamna3zoHe OT

npubnauzutensio 0,1 o mnpubnusurensHo 0,6 r©/1, WAM B AUana3oHe OT

2

npubnauzutenbio  0.15 ngo npubnusurensno 0,5 r©/A, wWiIM B KOHLEHTpPALUHU

,
npubnusurensHo 0,1 r/n, 0,2 v/n, 0,4 t/n, 0,5 r/n unu 1 r/n. [loBepXHOCTHO-aKTUBHOE
BELIECTBO MOXET coaepkaTh mosucopbar 20, monucopdbar 40, nmomucopbar 60 unum
nonucopbar 80. B oxgHOM BapuaHTe OCYIIECTBIEHHUS MNOBEPXHOCTHO-AKTHBHOE
BEIECTBO BBHIOMPAIOT M3 TPYMIbI, BKIOYaKINe B ceds nmoaucopdbar 20, moaucopdar
40, mommcopbar 60 u momucopbatr 80, B 0COOEHHOCTH BBIOMPAIOT W3 TPYIIHI,
BKJIIOUaro el B cedst monucopdar 20 u monucopodart 80.

[00072] B oaHOM BapHaHTE OCYLIECTBJIEHUS, CBA3AHHOM C MEPBBIM aCTEKTOM,
COCTaB XapakTepusyercs 3HadeHuem pH B nmamasoHe oT mnpubIU3UTENBHO S5 10
npUONHU3UTENPHO 8, WM B AUMANa30He OT MPUONH3UTENBHO 5 A0 MPUONHU3UTENBHO 7,
WId B JUamna3oHe OT npubnmsuTenpbHo S5 npo npubiausutrenpHo 6,5, B apyrom
CBSI3aHHOM BapuaHTe ocymectieHus, pH cocraBiaser mnpubiausurenbHo S,
npubIU3UTENbHO 5,5, mpubnuautenbHo 6, npudnu3uTenbHo 6,5, MPUOIU3UTENBHO 7,
npubnausurenbao 7,5 wim npubnusurenpHo 8. Cneumanuct B gaHHOH obsacTu

noiimer, uto pH xomno3uuuun otHocutrcs Kk pH xoMno3uuuu, Korna oHa HaXOAUTCS B

BOJHOU popme.
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[00073] B oaHOM BapHaHTE OCYLIECTBJIEHUS, CBA3AHHOM C MEPBBIM aCIEKTOM,
antureno npotuB IL-36R wmnam ero aHTUreHCBA3BIBAIOLIUNA (PAarMeHT COAEPIKUT
BapuabenpHyl0  oOjacTe  JIerkOM  memu,  coAepiKamedl  aMHUHOKHCJIOTHYIO
nocnenoBarenbHOCTh SEQ ID NO: 80; u BapmabOenbHyr0 00JacTh TSKEJOW MLemnu,
colepskameil aMHUHOKHUCJIOTHYIO mnocienoBatenbHocts SEQ ID NO: 87, wunu
BapuabenbHyl0  oOjacTb  JIErKOW  IIemy, cogepxaledl  aMHUHOKHCJIOTHYIO
nocaenosareapHocts SEQ ID NO: 80; u BapuabenbHy0 00J7acTh TSKENIOH LeNH,
coneprkamie aMUHOKHUCIOTHYK mocienoBatenbHocte SEQ ID NO: 88; wunm
BapuabenpHyH0  o0JNacTp  JIETKOW  Lenu,  COoAepiKamedl  aMHUHOKHCJIOTHYIO
nocaenosareapbHocTs SEQ ID NO: 80; u BapuabenbHy 007acCTh TSKEIOH LENH,
coneprkamie aMHHOKUCIOTHYH mnocienosarenbHocts SEQ ID NO: 89. B oanHom
BAPUAHTE OCYILIECTBJIEHUs aHTUTeno npotus IL-36R copep:kuT nerkyrwo Lens,
COIep KAy aMUHOKHUCIOTHYIK IMOCJENOBaTeIbHOCTh, 0O03HaueHHyr kak SEQ ID
NO:118 u Tskenyr wLenb, CONEPNKAMYK aMHHOKHCIOTHYI TMOCJIEI0BATEIbHOCTD,
obo3HauenHyro kak SEQ ID NO:125; wunm Jerkymo I1enb, COAEpPKAIyIo
AMUHOKHCJIOTHYIO TIOCJI€IOBATENbHOCTh, OOO3HaueHHy0 kak SEQ ID NO:118 wu
TSIKENYIO LEeMb, COZep KalIy 10 AMUHOKUCJIOTHYIO MOCJIEI0BATENbHOCTD,
obo3HauenHyro kak SEQ ID NO:126; wuiam Jerkymo Ienb, COAEpKALYIo
AMHUHOKHCJIOTHYIO IIOCJIEIOBATENbHOCTh, OOO3HaueHHyl kak SEQ ID NO:118 wu
TSKEIYIO LEeMb, CcOoAep KaLy o AMUHOKHCJIOTHYIO MOCJIEOBATENIbHOCTD,
oboznauenHyro kak SEQ ID NO:127. B KOHKpPETHOM BapHaHTE OCYLIECTBJICHHS,
antuteso mnpotuB IL-36R  comepkur BapualenbHyH 00JACTh JIETKOW LIEMH,

conmeprkamie aMHHOKHUCJIOTHYK mnociaenoBarenpbHocTh SEQ ID NO: 80; wu

;
BapuabenapHy0  00JIACTh  TSDKENOW  Wemu,  coaepkameldl  aMHHOKHUCIOTHYIO
nocinenosarenbHocte SEQ ID NO: 89, B papyrom KOHKPETHOM BapHUaHTe
ocyliecTBJieHus, aHTUuTeno npotuB IL-36R cocTouT W3 Nerkoil uenu, coaepKalein
AMHUHOKHCJIOTHYIO TOCJIEIOBATENBHOCTh, OOO3HaueHHy0 kak SEQ ID NO:118 u
TSIKENTY 10 LeNb, COZepIKaLY IO AMHUHOKHUCJIOTHYO MOCJIE0BATENbHOCTD,
obo3nauennyr kak SEQ ID NO:127.

[00074] B oaHOM BapHaHTE OCYLIECTBJIEHHUS, CBA3AHHOM C MEPBBIM aCTEKTOM,

antuteno mnpotuB IL-36R cocroutr u3 BapuabenpbHOW 00JaCTH JErKOoW Iemy,

coneprkalie aMHHOKHUCJIOTHYH mnociaenosatenbHocTh SEQ 1D NO:  80;

2

u
BapuabenbHyl0  001acTh  TsKENOH — Lemu,  cojepXkalledl  aMHHOKHUCJIOTHYIO

nociaenosarenbHocte SEQ ID  NO: 87. B npyromM CBsI3aHHOM BapHUaHTe
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ocymecTBJieHUsi, aHTuTeNo potuB IL-36R cocTout u3 BapuabenpHO 001aCTH JTEerkoi
Leny, CcOoAeprKalleldl aMHUHOKHUCJIOTHYI mnocieaoBatreapHocTh SEQ ID NO: 80; u
BapuabenpHyl0  00NacTb  TSDKENOW — Lemu,  coaepikamedl  aMHHOKHCIOTHYIO
nociaenosareabHocte SEQ ID  NO: 88. B npyromMm CBsI3aHHOM BapHUaHTe
ocyinecTBieHus, antuteno npotus IL-36R cocTout u3 BapuabeapHOM 00MaCTH JIETKOM
Leny, cofepkalel aMHHOKHUCJIOTHYK mnocienosareabHocTh SEQ ID NO: 80; u
BapuabenapHy0  00JacTh  TSIKEJNIOW  Ienu,  COAeplKameil  aMHHOKHCJIOTHYIO
nocinenosarenbHocte SEQ ID  NO: 89. B npyroMm CBsI3aHHOM BapHUaHTe
ocyliecTByieHus, aHTuTeno npotuB IL-36R cocTouT W3 Nerkoil uemnu, coaepkaleiu
AMHUHOKHCJIOTHYIO TMOCJIEIOBATENBHOCTh, OOO3HaueHHy kak SEQ ID NO:118 wu
TSIKENYIO LeMb, coJiep Kallyro AMUHOKHCIOTHYIO MOCJIEI0BATENbHOCTD,
obo3HaueHHy0 kak SEQ ID NO:125. B npyrom cBs3aHHOM BapHUaHTE OCYLIECTBICHUS,
aHTuteno nporus IL-36R cOCTOUT M3 JIerkod Lenu, CoAepkKalel aMHUHOKHUCIOTHYIO
MOCJIeIOBATENbHOCTh, OOO03HaueHHyr0 kak SEQ ID NO:118 wu Tskenyro 1erb,
COIEep KAy aMHHOKHUCIOTHYI MOCJIENOBATEIbHOCTh, 0003HaueHHy0 kak SEQ ID
NO:126. B gpyrom cCBsSI3aHHOM BapUaHTE OCYIIECTBJEHUs, aHTUTea0 npotus IL-36R
COCTOMT M3 JIETKOW Lenu, cojepkallell aMHHOKHUCJIOTHYIO MOCJIEI0BATEIbHOCTb,
obo3HauenHyro kak SEQ ID NO:118 wu Tsxenyno 1enb, COAEPKALIYIO
AMHHOKHUCJIOTHYIO MOCJIEN0BAaTEIbHOCTh, 0003HaueHHy0 kak SEQ ID NO:127.

[00075] Bo BTOpoM acmekTe HacTosllee H300peTeHHEe OTHOCUTCS K
(apManeBTHYECKOMY COCTaBy TepameBTHYeCKOoro aHtutena npotuB IL-36R  wunu
¢parmMenTa aHTuTesNa (OMUCAHO B HACTOSILIEH 3asiBKE), MPU 3TOM yKAa3aHHBIH COCTaB
comepxuT: (a) anturenao npotuB IL-36R unm ero aHTUreHCBSA3BIBAKOLUN (QparMeHT,
NPUCYTCTBYIOIIHME B KOHIIEHTPAIMU B AMarna3oHe OT nmpubausurensHo 0,5 mMr/mia mo
npubauzurensrao 220 mr/mu u (6) papmaueBTHUYeCcKu npuemieMsiii Oydep; mpu 3Tom
cocTaB Xapakrepusyercss 3HaueHuemM pH B amamazone oOT mnpuOJH3UTENBHO 5 10
npubnau3uTenbHo 8. B BapuaHTE OCYIIECTBIIEHHS, OTHOCAIIEMCS K 3TOMY AaCIEKTY,
Oypep mpuCyTCTBYyeT B KOHIEHTpauuu oOT mnpubiausurespbao 20 MM 1o
npubmauzutensao 80 MM. B npyrom BapuaHTe OCYLIECTBICHHS, OTHOCAIIEMCS K 3TOMY
acCIeKTy, COCTaB JOMOJHHUTENbHO CONCPXKHUT (apMaleBTUUECKH MPUEMIIEMbIH
peryiasaTop TOHUYHOCTU. B CcBs3aHHOM BapuaHTE€ OCYINECTBJIEHUS, PEryisaTop
TOHUYHOCTH MPHUCYTCTBYET B KOHLEHTpauuu npudiausutenpbHo ot 100 MM no
npubnauzutenbHo 250 MM. Takum o06pa3oMm, B OJHOM BapUaHTE OCYIIECTBICHUS

dapmaneBTUUeCKUH cocTaB conepkuT (a) aHtuTeno npotuB IL-36R uam ero
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AHTUT€HCBI3bIBAO NN PparMeHT, NPUCYTCTBYIOININE B KOHUIEHTPALMHU B JUANa30HE OT
npubnusurensHo 0,5 wmr/mn  go npubnusurenbHo 220 wmr/mia, (6) Oydepa,
NPUCYTCTBYIOIIETO B KOHLEHTpPAUMU B Juamna3oHe OT npubnusurenbHo 20 MM nmo
npudausutenbio 80 MM; (c) perynaTop TOHHYHOCTH, MNPHUCYTCTBYIOLIUH B
KOHIIEHTpPALMu B AuamnasoHe oT npubauszurenbHo 100 MM no mpubnusurenbHo 250
MM; rae koMmo3unus xapakrepusyercs pH B nuanma3zoHe oT mpuOIU3UTENbHO 5 10
npuOIU3UTENBHO 8, KOT/Ia OHA HAXOAUTCS B BOAHOH hopme.

[00076] B omHOM BapuaHTE OCYINECTBJIEHHUS, OTHOCSIIEMCS KO BTOPOMY
acrexTy, (apMameBTHYECKUN COCTaB B COOTBETCTBUH C HACTOAIIHMM H300peTEeHHEM
conepskuT a) antuteso npotuB IL-36R wiu ero aHTUTeHCBSI3bIBAKO NN (PparMeHT, KaK
OMUCAaHO B HACTOSIEH 3asiBKe, IA€ AHTUTENO WJIH €ro AaHTUTCHCBS3BIBAIOIINN
¢parMeHT NPHUCYTCTBYET B KOHUEHTpAalUU NnpuOmu3uteapbHo 20 mr/mi, 60 mMr/min win
150 mr/mn; 6) aneratHbll Oydep NPUCYTCTBYET B KOHLIEHTPALUU NPUOIUZUTENBHO OT
25 nmo 50 ™MM; B) caxapo3a WJIH Tperajo3a NPHUCYTCTBYeT B KOHIEHTPALUU
npubmauzutenbao ot 150 MM nmo 200 MM; u HeoOsizaTenbHO r) L-apruHuUH UiIu HX
dapmaneBTUUECKH ~ TpPHUEMJIEMble  COJHU NPUCYTCTBYE€T B KOHLEHTPaLHH
npubnusurensHo 25 MM; w/unu n) nonucopdar 20 unu monucopdar 80 MpUCYyTCTBYET
B KOHIEHTpauuu mnpudbnusuteapbHo 0,4 T/, mpu 3TOM COCTaB XapaKTePH3YeTCs
3HaueHneM pH B nuamasoHe oT npuONM3UTENBHO 5 A0 NMPUONU3UTENBHO 7, KOTJa OH
HaxXOAUTCs B BOAHOU (opme.

[00077] B npyrom BapuaHTe€ OCYLIECTBJEHHS, OTHOCSIIEMCS KO BTOpPOMY
acmekTy, aHTtuTeno npotuB IL-36R unm ero aHTUreHCBS3bIBAKOLIUNA (QparMeHT
NPUCYTCTBYET B COCTABE B KOHLEHTPALMK B AUarna3oHe oT npubauduteabHo 0,5 mMr/mi
no npubnusutenbHo 220 Mr/mja, unau B JauanasoHe ot npubnusurensHo 10 mo
npubausutensHo 175 wmr/mu, wnm B auama3zoHe ot npubnusurtensHo 10 mo
npubauzutenbao 30 Mr/mia, wWiIM B Auama3oHe OT npuOnau3uTenpbHo 45 1o
npubau3uTeNnbHO 75 WMr/mu, wWiM B aAuana3oHe or npubnusurensHo 125 gmo
npubnausuTenbHo 175 Mr/mia, wium B KOHIEHTpanuu mnpuOau3utenapbHo 15 wmr/m,
npubauzutenbao 20 mr/mu, npubausuTenbHo 25 mr/mia, npubnusutenbHo 30 mr/mu,
npubausutenbHo 60 mr/mun, npubiauzurenbHo 75 mr/mia, npubnusutenbHo 80 mr/mu,
npubmauzutenbao 100 mr/mn wnu npubnusurenpro 150 mr/mun. B omHOM BapuaHTe
OCYIIECTBJIEHUS, aHTUTENO NpoTuB IL-36R nnm ero aHTUreHCB3bIBAKOIINI (pparMeHT

IPUCYTCTBYET B COCTaB€ B KOHIEHTpauuu npubdnausurenbHo 20 mr/mu. B agpyrom
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BApUAaHTE OCYINECTBJIEHUS] B KOHLEHTpauuu npubiauzurenbHo 60 mr/miu. B eme ogqHoMm
APYyrOM BapHaHTE OCYIIECTBJICHUS B KOHLUEHTPAUUH NpubiauzuteabHo 150 mr/mi.

[00078] B npyrom CBsS3aHHOM BapUaHTE OCYINECTBJCHUS, (papMaleBTHUYECKU
npuemiembiii Oydpep HpPUCYTCTBYeT B COCTaBe B KOHIEHTpPALUU B AHANA30HE OT
npubausutenbHo 20 MM po npubnusurenbHo 80 MM, umiM B aAHanasoHe OT
npubauzutenbio 20 po npubnusurenpHo 70 MM, wuam B JAWana3oHe  OT
npubauzutensio 20 po npubnusumrenpHo 60 MM, wuam B AWAana3oHe  OT
npubauzurenbio 20 MM no npubnmsurenpHo 50 MM, uaM B KOHLEHTpPALUHU
npubauzurensao 20 MM, mnpubnusurtensHo 25 MM, npubnusutenapbHo 35 MM,
npubauzurensao 40 MM, npubnusutenvsHo 45 MM, npubnusurenpHo 50 MM,
npubnauzutensao 60 MM. Bydep Moxker conmepkaTh rucTUauH, (ocdar, CyKkumHar,
uutpat, anerar win TRIS. B HekoTOphIx BapuaHTax ocyuiecTBieHus Oydep BriOpan
U3 TpyNmbl, BKJIOYammedl B cebs ructuaud, ¢ocdar, CyKIUMHAT, LHUTPAT, aleTaT U
TRIS, B ocoOeHHOCTH ameraT W UUTPAT. B OqHOM BapuaHTe ocyuiecTBIeHUs Oydep
npencraeisier coboit  mutpar. B apyrom BapmaHTe oOcymecTBiIeHUs Oydep
npeacTaBisieTr coOOW THCTHAMH. B eme ogHOM ApPYyroM BapHaHTe OCYLIECTBICHHS
Oydep nmpencrasisieT coboit anerar.

[00079] B npyrom CBsS3aHHOM BapUaHTE OCYINECTBJCHUS, (PapMaleBTHUYECKU
IPUEMJIEMBIN PETyJsATOpP TOHUYHOCTH MPHUCYTCTBYET B COCTaB€ B KOHLIEHTPALUU B
auana3oHe ot npubausurenpHo 100 MM po mpubnusurensHo 250 MM, wiu B
auana3oHe oT mpubausurenbHo 120 no npubnusurenbHo 220 MM, uiau B nuamnasoHe
or npubnusutenbHo 130 no npubnusurenbHo 190 MM, uau B [AWANa3oHE OT
npubausutenbio 140 no mnpubnusurensHo 190 MM, wuim B KOHUEHTpPALUHU
npubauzutenbao 100 MM, npubnusurenpno 120 MM, mpubausurtensHo 150 MM,
npubnauzurensao 180 MM, mpubnmsurenpno 200 MM, mpubausurtenbHo 220 MM.
PerynsTop TOHHYHOCTH MOXKET OBITH COJBIO, CaxapoM MJIH MOJUOJOM. B omHOM
BAPUAHTE OCYINECTBJICHUS PETyJSATOP TOHUYHOCTH MPEACTaBIsieT COO0ON OOUH WM
HECKOJIbKO CaxapoOB W/WJIU TOJHOJOB. PerynsTop TOHMYHOCTH MOXKET IMPEICTaBISATH
co0Oil ONMH WM HECKOJbKO CaxapoB HW/WUJIM MOJHOJOB, COIEpP)KAIMUX Caxaposy,
Tperanosy, COpOHT, MIUIEPUH, MAHHUT WUJU JEKCTPO3y, B OCOOEHHOCTH Caxapo3y WU
Tperano3y. B oqHOM BapuaHTe OCYLIECTBJIEHUS PEryJsTOp TOHUYHOCTU NMPEACTABISIET
co0Ol OAWMH MJIM HECKOJbKO CaxapoB H/MJIM MOJUOJNOB, BBIOPAHHBIX H3 TPYIIIHL,
BKJIIOHaromed B cebs caxaposy, Tperaigo3y, COpOWUT, TIULEPHUH, MAaHHUT WU

AEKCTPO3y, B OCOOEHHOCTH cCaxapo3y M Tperajo3dy, B OCOOEHHOCTH peryjsiTop
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TOHUYHOCTH NPEACTaBIseT COOOH caxapo3y WU PEryJsaTOpP TOHUYHOCTH SIBJISIETCS
Tperayo30i.

[00080] B npyrom CBs3aHHOM BapUaHTE OCYINECTBJCHUS, (PapMaleBTHUYECKU
npueMJIeMblil CTaOUIU3NpPYIOIIee CPEACTBO MPUCYTCTBYET B COCTaBE B KOHLEHTPALUU
B quamna3zoHe oT npubausurenbao 0 MM no mpubnusurenbHo 80 MM, Uiy B quamna3oHe
or mnpubnuzutensHo 0 po mnpubnusurenbno 70 MM, wuaM B OUanaszoHe OT
npubauzutenbro 0 no npubnusurenpvHo 60 MM, WK B AMana3oHe OT MPHUOJTHU3UTEIBHO
0 no mpubnuzurenpHo S0 MM. B cnydae Hanuuus CTaOUIH3UPYIOLETO CPEACTBA, OHO
MOKET MPUCYTCTBOBATh B KOHLEHTPALHWH B JUANa3oHe OT NPpUOIU3UTENbHO S MM nmo
npubauzurensao 80 MM, wmim ot npubmusurenpbHo 10 MM mgo 70 MM, wmim ot
npubauzutenbao 20 MM no 50 MM uiau B KOHUEHTpAUMH MPUOIU3UTENBbHO 25 MM,
unn npudnusutenpHo 50 MM. Crabunusupyroinee CpeacTBO MOXKET COAEP}KaTh
AMUHOKHUCJOTY, TaKyl KakK apruHuH, TUCTUAMH, TJUIUH, LHUCTE€UH, MPOJIHH,
METHOHUH, JIU3UH, aclapTaT, TJIyTaMaT WiIu UX (papMaleBTUUYECKU NMPUEMIIEMbIe COJIH,
B YAaCTHOCTH apruHUH. B OIHOM BapuaHTe OCYIIECTBJIEHUS CTAOWIM3HpPYIOLIEe
CpPeAcCTBO BBIOPAHO M3 TPYIIBI, BKIOUAOMEH B ceOs aprMHWUH, THCTHAWH, TJIHIUH,
LUCTEUH, NMPOJIMH, METHOHHUH, JU3UH, aclapTaT, IliyTamaT U ero ¢papManeBTUYECKHU
OpUEMIIEMYIO COJIb. B KOHKPETHOM BapHaHTE OCYLIECTBICHHS CTaOMIM3UpYyOLIee
CPeACTBO MpeacTaBisieT cobolt L-apruHuH unu ero ¢papmaneBTUUECKH MPUEMIIEMYIO
COJIb.

[00081] B apyroMm CBsI3aHHOM BapUaHTE OCYIIECTBJIECHHUs, (papMaleBTUYECKU
npuemiaemasl COJib NPUCYTCTBYE€T B COCTaBe B KOHLEHTpPAaLUMM B [AHANA30HE OT
npubauzutenbio 0 po npubnusurenpHo 150 MM, wuam B AWanasoHe  OT
npubauzutenbHo 0 po npubnusurenpHo 120 MM, wuam B AWana3oHe  OT
npubauzutenbro 0 no npudausurenvHo 90 MM, win B AMana3oHe OT MPHUOIU3UTEIBHO
0 no mpubnusutenpHo 10 MM, wiu B KOHIUEHTpauu npubiausutenbHo 3 MM, 5 MM,
10 MM, 25 MM wnmu 50 mMM. B gpyrom CBsI3aHHOM BapHaHTE OCYLIECTBJICHUS,
(apManeBTUUECKH NPHUEMIEMBIH COCTAaB CONEPXKUT OIMH HWJIM HECKOJbKO Caxapos
W/WIIM TIOJIMOJIOB B Ka4eCTBE PEryjsiTOpa TOHHYHOCTH U JPYTIYIO (papManeBTHUECKH
NpUEMJIEMYIO COJIb B KOHLEHTPALUUH B JAWANA30HE OT MNPUONU3UTENbHO 3 10
npubnausurensao 150 MM, wunu B aAWanasoHe OT MNPUOIU3UTENBHO 3 70
npubnausutensro 120 MM, wumM B AWanasoHe OT MNPUOJU3UTENBHO 3 70
npubauzurenbHo 90 MM, uinu B [uanazoHe OT NPUOIU3UTENBHO 3 10 MPUOJU3UTEIBHO

10 MM, unu B koHUeHTpauuu npubnusurenvuo 3 MM, 5 MM, 10 MM, 25 MM wunu 50
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MM. Conp moxer coxepxatb xiopun Hatpus (NaCl), xmopux marams (MgCly),
cynepar maraus (MgSO,), xmopun xanus (KCl), xmopun nutus (LiCl), xmopun
kaiapuusi (CaCly), conu Oopnoit kucmorel unu xmopupn umHka (ZnCly). B oxHOM
BAPUAHTE OCYLIECTBJIEHHUS COJIb BBIOMPAIOT M3 TPYIIbI, BKIYAKIIEH B cedsl XIopun
Hatpust (NaCl), xnopun marnus (MgCl,), cyabdat maraus (MgSQO,), xnopun kaius
(KCI), xmopun autus (LiCl), xmopun kanpumsi (CaCly), conu OOpHOH KHCIOTHI H
xjaopua nuHka (ZnCl,). B KOHKpETHOM BapHaHTE OCYLIECTBICHUS COJIb MPEACTABISAECT
co00i1 XJTOpHua HATPHS.

[00082] B npyrom CBsS3aHHOM BapUaHTE OCYINECTBJEeHUs, (papMaleBTHYECKU
npueMJieMOe TMOBEPXHOCTHO-aKTHBHOE BEILIECTBO MPUCYTCTBYET B COCTaBE B
KOHI[EHTPAIUU B AUamna3oHe oT npubnusurensuo 0 r/i1 go mpubnusurensHo 1,5 r/mn, B
nuana3zoHe ot npubmusurensHo oT 0,1 r/n mo mpubnusurenvHo 1,5 v/n, unu B
nuana3oHe ot npubnusurtenbHo 0,1 mo mpubnusurensHo 1,0 /1, unu B quamna3oHe OT

npubmusutensao 0,1 o mnpubmmsurensHo 0,6 r©/1, WAM B AWAanas3oHE OT

2

npubmusutensao  0.15 ngo npubnmsurenvno 0,5 r©/n, wWiIM B  KOHLEHTPALUHU

,
npubnusurensHo 0,1 r/n, 0,2 v/n, 0,4 t/n, 0,5 v/n unu 1 r/n. [loBepXHOCTHO-aKTUBHOE
BEIECTBO MOXET coaepxaTh nosucopdar 20, nmomucopdbar 40, monucopbar 60 unu
nonmucopbar 80. B ogHOM BapuaHTe OCYIIECTBJIEHUS IOBEPXHOCTHO-aKTHBHOE
BEIECTBO BBIOMPAIOT W3 IPYyNIbI, BKIKOUawled B ceds nmonucopdar 20, nmomucopodar
40, monucopbar 60 u momucopdbar 80, B 0coOeHHOCTH BBIOPAHHBIH M3 TPYIIIHL,
BKJIOUaro el B cedst monucopdar 20 u monucopodat 80.

[00083] B oagHOM BapuaHTE OCYILIECTBIJIEHHS, CBA3AaHHOM C MEPBBIM aCIEKTOM,
COCTaB XapakTepusyercsi 3HaueHueM pH B aumamazoHe OT npuOIU3UTENBHO 5 10
npuOIU3UTENbHO 8, MJIM B JHAana3oHe OT NMPUOJU3UTENBHO 5 N0 MPUOIU3UTENBHO 7,
WIM B Juamna3oHe OT mnpubnusurtenbHo S5 no npubiusurenbHo 6,5, B apyrom
CBSI3aHHOM  BapuWaHTe ocymectBiaeHuss pH cocraBiaser npuOIU3UTENBHO 5,
npubIu3uTEeNnbHO 5,5, mpubnusutenbHo 6, npudausuTenbHo 6,5, MPUOIU3UTENBHO 7,
npuOIU3UTENbHO 7,5 UM MPUOTU3UTENBHO 8.

[00084] B ogHOM BapuaHTe OCYUIECTBJICHUS, CBA3AaHHOM CO BTOPBIM aCIEKTOM,
antuteno npotuB IL-36R wmnam ero aHTUIeHCBSA3BIBAIOLIUNA (PArMEHT COOEPIKHUT
BapuabenpHy0  oOmacTe  JIErkOM  memu,  cofepikamed  aMHHOKHCIOTHYIO
nocaenoBareapHocTs SEQ ID NO: 80; u BapuabenbHy0 007acCTh TSIKENON LENH,

coleprkalie aMUHOKUCIOTHYK mnocienoBatenbHocts SEQ ID NO: 87, wunm

2

BapuabenpHyl0  oOjacTe  JIErKOM  Lemu,  cofepikamedl  aMHUHOKHCIJIOTHYIO
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nocinenosarenbHOCTE SEQ ID NO: 80; u BapuabenbHyr 007aCTh TSIKEJIOH IemnH,
coleprkalle aMUHOKUCIOTHYK mnocienoBatenbHocts SEQ ID NO: 88, wunm
BapuabenpHyl0  oOjacTe  JIerkOM  memu,  coAepiKamedl  aMHUHOKHCJIOTHYIO
nocaenosareapHocts SEQ ID NO: 80; u BapuabenabHy0 00JacCTh TSKENIOH LEMH,
conepikameil aMUHOKHUCJIOTHYIO mnocienoBarenbHocTh SEQ ID NO: 89. B oxnom
BAPUAHTE OCYILIECTBJEHUs aHTuteno npotuB IL-36R comepxuT nerkyw Lensb,
COIEepIKAIY aMUHOKHCIOTHYIK MOCJEN0BaTEIbHOCTh, 0003HaueHHY0 kak SEQ ID
NO:118 u TsKeNnyr wLenb, CONEPXKAIMYK aMHHOKHCIOTHYI TOCJIEIOBATEIbHOCT,
obo3HauenHyrww kak SEQ ID NO:125; wuiam Jerkymo 1emnb, COAEPKAIYIO
AMHUHOKHCJIOTHYIO TMOCJIEIOBATENBHOCTh, OOO3HaueHHy kak SEQ ID NO:118 wu
TSIKENYIO LeMb, coZiep Kally o AMUHOKHUCJIOTHYIO MOCJIEI0BATENbHOCTD,
obo3HaueHHyrww kak SEQ ID NO:126; wuiam Jerkymo ILemnb, COAEPKAIYIo
AMHUHOKHCJIOTHYIO TIOCJIEIOBATEIbHOCTh, 0003HaueHHy0 kak SEQ ID NO:118 wu
TSIKENYIO LeMb, coJiep Kally o AMUHOKUCJIOTHYIO MOCJIEI0BATENbHOCTD,
obo3HaueHHyo kak SEQ ID NO:127. B KOHKpPETHOM BapHaHTE OCYLIECTBICHUS
antuteno mnporus IL-36R  comepxutr BapmabenpHyr0 00JacTh JErkol Lemnw,
coneprkalie aMHHOKHUCIOTHYK mnociaenosarenbHocth SEQ ID NO: 80; wu
BapuabenpHyl0  00JNAacTb  TSDKENOW — Lemu,  coaepikaimedl  aMHHOKHCIOTHYIO
nociaenosarenbHocte SEQ ID NO: 89, B apyromMm KOHKPETHOM BapHUaHTe
OCYLIECTBJIEHUs], aHTUTeNo npotuB IL-36R coctouT u3 nerkoi uemnu, comepkaei
AMHUHOKHCJIOTHYIO TIOCJIEIOBAaTEIbHOCTb, oOo3HauenHyo kak SEQ ID NO:118 wu
TSIKEYIO 1[eTb, coZep KAy AMUHOKUCJIOTHYIO MOCJIEIOBATENIbHOCTD,
obo3nauenHyrw kak SEQ ID NO:127.

[00085] B ogHOM BapuaHTe OCYLIECTBJEHHUS, CBA3aHHOM CO BTOPBIM aCIEKTOM,
antuteno mnpotuB IL-36R cocroutr u3 BapuabenpbHOW 00JNIACTH JIETKOW LMy,
conmeprkame AaMHHOKHUCJIOTHYH mnocaenoBarenpbHocTs SEQ ID NO: 80; wu
BapuabenpHy0  00JIAaCTh  TSDKENOW — Wemu,  coaepikamell  aMHHOKHCIOTHYIO
nocinenosarenbHocte SEQ ID NO: 87. B npyroM CBsI3aHHOM BapHUaHTe
ocymecTBieHus: anTuteno npotus IL-36R cocrout u3 BapuabenbHol 00aCTH JErKOU
Leny, COoAeprKalleldl aMHUHOKHCJIOTHYIH mnocieaoBateapHocTh SEQ ID NO: 80; u
BapuabenpHy0  00JNacTb  TSDKENOW — memu,  coaepikamell  aMHHOKHCIOTHYIO
nociaenosarenbHocte SEQ ID  NO: 88. B ngpyromMm CBsI3aHHOM BapHUaHTe
ocymecTBieHus: anTuTeno npotus IL-36R cocrout u3 BapuabenpHol 00acTH JErkou

Leny, CcOoAeprKalleld aMHUHOKHMCJIOTHYI mnocieaoBateapHocTh SEQ ID NO: 80; u
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BapuabenpHy0  00JNAacTh  TSDKEJNOW  Hemu,  coaepikamell  aMHHOKHCIOTHYIO
nociaenosarenbHocte SEQ ID NO: 89, B npyroMm CBsI3aHHOM BapHUaHTe
oCyllecTBJIeHUsT aHTUTEno npotusB IL-36R cocrouT u3 nerkod uLemnu, coaep:kauen
AMHUHOKHCJIOTHYIO IIOCJIeIOBATENbHOCTh, OOO3HaueHHy kak SEQ ID NO:118 wu
TSKEIYIO LEeMb, cOoAep Kallyro AMUHOKHCJIOTHYIO MOCJIEOBATENIbHOCTD,
o6o3HaueHHy kak SEQ ID NO:125. B npyrom cBsi3aHHOM BapHaHTE OCYLIECTBJICHHUS
antuteno npotuB IL-36R cocTouT u3 jerkoil memnu, coaep:kaieil aMUHOKHCIOTHYIO
MOCJIeIOBATENbHOCTh, OOO03HaueHHyr0 kak SEQ ID NO:118 wu Tskenyw 1ermnb,
COIEep KAy aMUHOKHCIOTHYIK MOCJENOBaTEIbHOCTh, 0003HaueHHY0 kak SEQ ID
NO:126. B gpyrom cCBsi3aHHOM BapHaHTE OCYIIEeCTBJeHHs aHTuUTeao mpotuB IL-36R
COCTOUT M3 JIerkKOW Lenu, cojepkallell aMHUHOKHCJIOTHYIO IOCJIEI0BaTEIbHOCTb,
obo3HauenHyro kak SEQ ID NO:118 wu Tsxenywo 1enb, COAEPKAIIYIO
AMHUHOKHCJIOTHYIO IOCJIEA0BATENbHOCTh, 0003HaueHHY0 kak SEQ ID NO:127.

[00086] PasnuuHble apyrue MNpUMepbl WJIM BapUAaHTbl OCYIIECTBJIEHUS,
OTHOCSIINECS K IEepBOMY U BTOPOMY acleKkTaM B COOTBETCTBHU C HAaCTOSILIUM
nzo0pereHueM st ynoOCTBa ONMUCAaHbI HIKE KaK MPOHYMepOBaHHbIE MyHKTHI (1, 2, 3,
u T.1.). OHU mpeacTaBieHbl B Ka4€CTBE NMPUMEPOB U HE OTPAHUYUBAIOT TEXHOJOTHIO
obbekra. Cnenyer OTMETUTh, 4YTO JOOOW M3 3aBUCHUMBIX IYHKTOB MOXET OBITh
o0bennHEeH B OOy KOMOMHALMIO M NOMEINEH B COOTBETCTBYIOIIUI HE3aBHUCHMBII
NYHKT, Hanpumep, nOyHKT 1. OcTajgpHble MNYHKTBI MOTYT OBITh IpPEICTaBJIEHBI
AHAJOTHYHBIM 00pa3oM.

1. ®apmaueBTUYECKHI COCTAB, BKJIOYAIOLINA:

a.  Awnturteno npotus IL-36R miu ero aHTUreHCBA3BIBAIOM U (PArMEHT, KaK
OTNHCAaHO B HACTOsLIEH 3asBKe, MIPUCYTCTBYIOLIUE B KOHLEHTPALUHU B JUANa30He OT
npubnusurensHo 0,5 mr/mn no npubnusurtenpHo 220 Mr/mi; u

6. @apmaueBTHYECKH MpUeMiIeMbli Oydep, MPUCYTCTBYIO NN B
KOHI[EHTPAIUU B IHaMa3oHe oT nmpudbiausuteabHo 20 MM no npubnusurensuo 80 MM;

IIpU 3TOM COCTaB xapakTepusyercs 3HaueHueM pH B nuanasone ot

NpUOIU3UTENBHO 5 10 MPUOIU3UTENBHO 8, HAXOASICh B BOAHOH (opme.

2. CocraB no . 1, npu 3ToOM cOoCTaB HAXOAUTCA B KUAKOIN UJIM MOPOLIKOBOM
dbopme.
3. CocraB no n. 1 unu 2, rae antureno npotus IL-36R npucyTcTByeT B

KOHI[EHTPALUU B IHaMa3oHe oT npudnusuteapbHo 10 mr/mu go npubnuszurensuo 200

MI/MUI.
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4. Cocras no n. 1, rae antuteno npotus IL-36R npucyrcTeyer B
KOHIIEHTpauu NpuOIu3uTeabHo 20 Mr/mi.

5. Coctas no n. 1, rae antureno nportus IL-36R npucyrcrsyer B
KOHLEHTPALUHU NPUOTU3UTENBHO 60 MI/MII.

6. Cocras no n. 1, rae autureno nporus IL-36R npucyrcTsyer B
KOHILIEHTpauu npubausutenpbuo 150 mr/mi.

7.  Cocras no mobomy u3 nmn. 1 - 6, B koropom Oydep BrirogaeT B cedst
ructuaul, Gocdar, cykuuHar, uurpar, ameratr unu TRIS.

8. CoctaB mo n. 7, B kKoTopoMm Oydep COAep:KUT MUTPAT UK aLleTaT.

9.  CocraB o n. 7, B koTopoM Oydep COnepKUT ruCTHAMNH.

10. Cocras no . 8, B KOTOpoM Oydep COnepKUT aleTar.

11. Cocras no nwbdomy u3 nm. 1 - 10, mpruyemM cocTaB AOMOJIHUTEIBHO
comepKUT papManeBTUIECKN MPUEMIIEMbIH PEryJIsiTOP TOHUYHOCTH,
NPUCYTCTBYIOIHUI B KOHI[EHTPALMU B 1Hana3oHe oT npubausurensHo 100 MM no
npubauzurenbao 250 MM.

12. CocraBmo n. 11, B KOTOPOM pPeryisaTOp TOHUYHOCTH MPEACTABISIET COOOMH
OJIMH WUJIM HECKOJIBKO CaXapoB /MM MOJHOJOB.

13. CocraB no n. 12, B KOTOPOM PeryJiATOp TOHUYHOCTH NPENCTABIsIET COOOMH
OJIMH UJIM HECKOJIBKO CaXxapoB H/MIJIM MOJHOJOB BHIOPAHHBIA U3 TPYIIIBI, BKIKOYAOIIEH
B ce0s caxaposy, Tperajiosy, COpOuT, IIMIEepPHH, MAHHUT WU JE€KCTPO3Y.

14. CocraB o n. 13, B KOTOPOM PEryJsiTOP TOHUYHOCTH NMPEACTABIsAET COOOH
caxapo3y WM TPerauosy.

15. Cocras no n. 14, B KOTOPOM pPeryJATOp TOHUYHOCTH MPEACTABJISIET COOOM
caxaposy.

16. CocraB no n. 14, B KOTOPOM PeryJATOp TOHUYHOCTH MPEACTABJISIET COOOMH
Tperajaosy.

17. Cocras no nwbdomy u3 nm. 1 - 16, nprudemM cocTaB AOMOJIHUTEIbHO
comepKuT (papMaeBTUYECKH MPUEMIIEMbIH CTAOUIN3aTOP, MPUCYTCTBYIOLIHUHA B
KOHI[EHTPAIUU B IHaMa3oHe oT nmpubiausutespHo 0 MM no npubnusurensHo 80 MM
wiu oT npubnusurenapbHo S MM no npubnusurenpHo 80 MM.

18. CocraB mo n. 17, B KOTOPOM CTaOMIN3aTOP COAEPIKUT AMHUHOKHUCIIOTY,
BBIOPAHHYIO U3 FPYIMIIBI, BKIOYAKOIIEH B ce0sl apruHUH, THCTUANH, TJIMIUH, TUCTEHH,
NPOJINH, METUOHUH, JIU3UH, aCMapTaT, rIyTaMaT Wik uX GapMaLeBTHYECKH

NpUEMJIEMBIC COJIH.
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19. Cocras no n. 17, B koTOpOoM cTabMiIn3aTop npeacrasiser coboit L-
ApTMHUH WU UX (papManeBTUYECKU MPUEMIIEMbIE COIU.

20. Cocras no no6omy u3 nn. 11 - 16, npudem cocTaB AOMOJHUTEIBHO
COEPKUT (papMaLeBTUYECKH IPUEMIIEMYIO COJIb, MPUCYTCTBYIOIIYIO B KOHI[EHTPALIUH
B Auana3oHe ot npubdausurensHo 0 no npubausurensHo 150 MM,

21. Cocras no n. 20, B KOTOpOoM coJib conep:kut xjopun Hatpus (NaCl),
xnopun maraust (MgCl,), cynbdat maraus (MgSO,), xnopun xanus (KCl), xnopua
mutus (LiCl), xnopun xansius (CaCl,), conu GOpHON KUCIOTHI WU XJIOPUA LIUHKA
(ZnClz)

22. Cocras no n. 20, B KOTOPOM COJIb MPENCTABISIET COOOH XJIOPUI HATPUS
(NaCl).

23. Cocras no arwobomy u3 . 1 - 22, mpudeM COCTAaB AOMOJHUTEIBHO
comepKuT papMaeBTUIECKH MPUEMIIEMOE MTOBEPXHOCTHO-AKTHBHOE BEIIECTBO,
NPUCYTCTBYIOIEE B KOHIIEHTPAIIMU B [Uana3oHe oT npubausurensHo ot 0,1 r/m oo
npubmauzurensao 1,5 r/m.

24. CocraB no n. 23, B KOTOPOM MOBEPXHOCTHO-aKTUBHOE BELIECTBO COAEPKUT
nojokcamep 188, momucopdar 20, monucopbdat 40, monucopdar 60 unu nmonucopdar
80.

25. CocraB no n. 23, B KOTOPOM MOBEPXHOCTHO-aKTUBHOE BEI[ECTBO BHIOPAHO
U3 TPYyNIbl, BKIOYaromen B ceds monucopdbar 20, nonucopdar 40, noaucopdar 60 unu
nosucopbar 80.

26. CocraB o 1. 23, B KOTOPOM MOBEPXHOCTHO-aKTHBHOE BEIIECTBO
npeacrtasisier coboit monucopdat 20.

27. CoctaB no . 23, B KOTOPOM MOBEPXHOCTHO-aKTUBHOE BEIIECTBO
npeacTasisier coboit monucopodart 80.

28. dapmaneBTUUYECKUM COCTAB, COAEP KALINN:

a.  antuteno npotus IL-36R unm ero aHTUreHCBA3BIBAIOUIUNA PPAarMEeHT, KaK
ONMHUCAaHO B HACTOAIIEH 3asiBKe, MIPUCYTCTBYIOLINE B KOHLUEHTPALNH B IUAMA30HE OT
npubauzutensuo 10 mr/mu go npubauzurensHo 200 mr/mai,

6. amerar W/WiIM TMCTHAMHOBBIN Oydep, MPUCYTCTBYIOIMHI B KOHIIEHTPALUU B
nauana3zoHe oT npudnusurenapbHo 20 MM no npubnuszurensHo 80 MM

B.  caxapo3y W/WUJM Tperajo3y, NIPUCYTCTBYIOIINE B KOHLEHTPALUH B

nuarna3zoHne oT npudnusurenapbHo 100 MM no npubauszurensHo 250 MM;
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r. L-apruaus u/unm ux GpapManeBTHYECKH MPUEMIIEMble COJH, MPUCYTCTBYIOIIHE
B KOHIIEHTpaUHHU B nuanazoHe ot npubiausureapbno 0 MM o npubnusurenpbao 80 MM;

n. xmopun Hatpus (NaCl) npucyTcTByeT B KOHIIEHTpPALIMU B AUANA30HE OT
npudausurenbHo 0 no npubnusurenbuo 150 MM; u

e. monucopOar 20 u/mnu nonucopOart 80, MPUCYTCTBYIOIINE B KOHLUEHTPALNH
B [uana3oHe ot npubnuszutenbuo 0 r/n go npubnusurensHo 1,5 r/n uaum ot
npubnusurensHo ot 0,1 r/n go npubnuszurensuo 1,5 r/n;

IIPU 3TOM COCTaB XapakTepusyercs 3HaueHneM pH B nuana3one ot
NpUOIU3UTENBHO 5 10 MPUOIUZUTENBHO 7, HAXOASICh B BOAHOH (opme.

29. @apmaneBTUUYECKUH COCTAB, COAEP KALINN:

a.  antuteno npotus IL-36R unm ero aHTUreHCBA3BIBAIO MU PparMeHT, KaKk
ONMHUCAaHO B HACTOAIIEH 3asiBKe, MPUCYTCTBYIOLIHNE B KOHLEHTPALNH MPHOJIU3UTETBHO
20 mr/mi;

6. nuTpaTHBIA Oydep, MPUCYTCTBYIOMHUI B KOHIEHTPAIIUHA B KOHLUEHTPALUH
npubIN3uTENbHO 25 MM

B.  caxapo3y W/WIIK TPerajao3y, IPpUCYTCTBYIOIIHE B KOHIIEHTPALUU
npubmauzurensao 200 MM

r.  nonucopbat 80 nmpucyTcTByeT B KOHUEHTpauuu npudauzurensuo 0,4 r/m;

IIPU 3TOM COCTaB Xapakrepusyercs 3HaueHneM pH B quamazone ot
npuOIN3UTENbHO 6 10 MPUONIU3UTENBHO 7 HAXOAACh B BOAHOM Gopme.

30. ®apmaueBTUUECKUN COCTaB, COAEPKALIUM:

a.  aHtuteno npotuB IL-36R uiu ero aHTUreHCBI3bIBAKO KU pparMeHT, Kak
OMHUCAHO B HACTOAIIEH 3asiBKe, MPUCYTCTBYIOLIHNE B KOHLEHTPALMH NMPHOJIU3UTETBHO
60 mr/mi;

6. ameratHbIil Oydep, IPUCYTCTBYIOINN B KOHLIEHTPALMH B KOHLIEHTPALINU
npubau3uTeNnbHO 45 MM

B.  Caxapo3y W/WIIU TPerajao3y, NpUCYTCTBYIOIIHE B KOHIEHTPAIUU
npubmauzurensuo 150 MM;

r. L-apruHuH uian ux gapManeBTUYECKU MPUEMIIEMbIE COJIH,
NPUCYTCTBYIOIHUE B KOHIIEHTPAIMU TPUOIU3UTENbHO 25 MM; 1

n.  monucopbar 20, MpUCYTCTBYIOIIUN B KOHIEHTpaUuu npudausutenpHo 0,4
/i,

IIPU 3TOM COCTaB Xapakrepusyercs 3HaueHneM pH B nuanasone ot

NpUOIU3UTENBbHO 5 10 NPUOIU3UTENBHO 6 HAXOAACh B BOAHOH dopMme.
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31. dapmaueBTUYECKUU COCTAB, COAEPIKALIUN

a.  anturteno npotus IL-36R unu ero aHTUreHCBA3BIBAIOLINN pparMeHT, Kak
ONHUCAaHO B HACTOAILEH 3asBKe, MIPUCYTCTBYIOLINE B KOHLIEHTPALMH NPUOIU3UTETBHO
150 mr/mai;

6. awuerarHslii Oydep, NPUCYTCTBYIOLIMH B KOHIIEHTPALIUU B KOHIIEHTPALUH
npubau3uTenbHo 45 MM;

B.  Caxapos3y WJH Tperajaosy, HIPUCYTCTBYIOUIHE B KOHLUEHTPALUU
npubauzurensHo 150 MM;

r. L-aprunuH uian ux GapManeBTUYECKU MPUEMIIEMBbIE COJIH,
NPUCYTCTBYIOIHE B KOHIIEHTPALUU TPUOIU3UTENBHO 25 MM; 1

n.  monucopbar 20, MpUCYTCTBYIOIUN B KOHIIEHTpaUUu npudbausutenpHo 0,4
/i,

IIPHU 3TOM COCTaB XapakTepusyercs 3HadeHneMm pH B quanazone ot
NpuOIU3UTENBHO 5 10 MPUOTU3UTENBHO 6, HAXOASICh B BOAHOH (opme.

32. ®apmaueBTHUECKHI cocTaB mo JooOomy u3 nm. 1-31, roe coctas
XapaKTEePU3yeTCss OCMOJISIIBHOCTBIO B AUANa30He OT mpudau3uTenbHo 210
MOcMonb/Kr 10 mpubausuteabHo 390 MOcm/kr.

33. ®dapmaueBTHYECKHI cOcTaB Mo J0OOMy U3 nm. 1-32, rie MeHble 4eM
npubIu3uTEeNnbHO 5% aHTUTENA MPUCYTCTBYET B COCTaBE B BUJAE arperara.

34. ®apmaueBTHYECKHI COCTaB Mo J0OoMy u3 nn. 1-33, roe cocras sABIsSETCS
CTEPUJIbHBIM.

35. dapmaneBTHYECKHUIN COCTAB MO JIOOOMY U3 M. 1-34, mpu 3TOM COCTaB
CTaOUJIeH MPU 3aMOPAKUBAHUU M OTTAUBAHHH.

36. ®apmaueBTHYECKUN cOCTaB MO JOOOMYy u3 nm. 1-35, roe cocTaB COOEpPKUT
BOJY UJIM BOCCTAHOBJIEH BOAOM.

37. dapmaueBTHUYECKUN cOCTaB Mo Jrobdomy u3 nm. 1-36, rae cocTaB uMeeT
3HaueHne pH ot mpubnauszuTenbHo 5 10 MpUOTU3UTENbHO 6 B JKHAKOM BUIE HJIH NIPU
BOCCTAHOBJIEHUH BOAOM.

38. dapmaueBTHUYECKUN COCTaB o Jobdomy u3 nm. 1-37, rae coctaB umeer
3HaueHne pH npubnuzuTenbHO 6 B )KUIKOM BUJE HIIM IPU BOCCTAHOBICHUU BOJIOM.

39. dapmaneBTHUYECKUN cOoCcTaB o Jrwobdomy u3 nm. 1-37, roe coctaB nuMeer
10 MEHbLIEH Mepe OAUH MPHU3HAK, BBIOPAHHBIN M3 TPYIIIBI, BKIKOYAKOIIEH B ceds:

(1) YBEJIUYEHHBbIH CPOK XPAHEHUs

(1) JTYUIIYIO TEMIEPATyPHYK CTAaOUIIBHOCTD,
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(i11) CHUJKEHUE 00pa30BaHUs arperaTos,
(iv) YUY XUMHUYECKYIO CTaOMIBHOCTD,
(v) NOHMKEHHYIO BSA3KOCTb, U

10 CPAaBHEHUIO C 3TAJOHHBIM COCTABOM.

40. dapmaLeBTHYECKUN COCTaB Mo JoOoMy u3 nmn. 1-37, mpudyemM cocTas
UMeeT IO MEeHbLIeH Mepe OJUH MPU3HAK, BBIOPaHHBIN U3 T'PYIIbI, BKIYAKMEH B
cels:

(a) CHM)KEHHE MPOILIEHTa arperaToB COIMJIACHO U3MEPEHUSM C MOMOIIBIO
BBICOKO3 (PP EeKTUBHOM 3KCKII03MOHHON XpoMaTorpadpuu (HP-SEC),

(6) OoJiee BBICOKHII MPOLIEHT MOHOMEPOB KaK U3MepPeHO ¢ momolnbo HP-
SEC,

(B) OoJiee BBICOKHI MPOLEHT OCHOBHOTO NMHKa (MEHbLIAs Aerpaalus

BapUaHTOB 3apsina), nsmepeHHsii CEX,

(r) Ooyiee HU3KUM MPOLEHT HEBUAUMBIX YaCTHUII, TAKUX Kak > 10 MkM 1 > 25
MKM, H
(m) Oosiee HU3KOE 3HAYEHNE MYTHOCTHU B He(pEIIOMETPHUYECKHUX €INHMHUIIAX

dopmaszuna (HE®), nocne xpanenus npu npudausuteabHo 40°C mo cpaBHEHHIO ¢
STaJIOHHBIM COCTaBOM.

41. dapmaneBTUYECKUHN COCTAB, COAEPKALIUN:

aHTuTesno npotuB IL-36R uiu ero aHTUreHCBSI3bIBAIOIN I (PpArMEHT,
CONepIKAILUN:

1. JIETKYIO LIeTb, COAeP KAy aMHUHOKUCIOTHYIO MMOCIE0BaTEIbHOCTD,
obo3naueHHy kak SEQ ID NO:118 u Tsskenyro 1enb, COAep KAy
AMUHOKHCJIOTHYIO MOCJIEN0BATENbHOCTb, 0003HaueHHY0 kak SEQ ID NO:125; unu

ii. JIETKYIO 1[€Tb, CONEPIKAUIYI0 aMUHOKHUCIOTHYIO MOCIEA0BATENbHOCTD,
obo3nauenHyr kak SEQ ID NO:118 u Ts:kenyo 1enb, COAepPKanyo
AMHHOKHCJIOTHYIO MOCIEN0BATEeIbHOCTb, 0003HaueHHY0 kak SEQ ID NO:126; unu

1ii. JIETKYIO 1[€Tb, CONEPIKALIYI0O aMUHOKHUCIOTHYIO MOCJIEA0BATEIbHOCTD,
obo3naueHnyr kak SEQ ID NO:118 u Tsiskenyro 1enb, CoOAep Kayro
AMUHOKHUCJIOTHYIO MOCJIEN0BAaTEIbHOCTh, 0003HaueHHy0 kak SEQ ID NO:127;
IIPU 3TOM COCTaB BBIOPAH W3 PYIMIbI, BKJIOYAKOIEH B ceds:
L cocTaB, conepkamuii npudau3uTeapbHo 20 mr/miu anturtena npotus IL-36R,

npubanzurenbuo 40 MM rucruauna, npudausutensHo 120 MM caxapossl,
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npubmuszurenbao 50 MM L-aprununa, npubnausurensHo S MM NaCl u
npubnuszurensHo 1,0 r/n monucopOdara 20, ¢ pH npubnusurensHo 6,0;

II.  cocras, cogepxamuii npudnuszurenpuo 60 mr/ma anturena npotus IL-36R,
npubnusurensbHo 45 MM anerara, npubnusurenbuo 150 MM caxapossl,
npubansurenbHo 25 MM L-aprunnna, npubnusurensuo 0,4 r/n noaucopbara 20, ¢ pH
npuOIU3UTENBHO 5,5,

III. cocras, conepskamuii npudausutenbHo 20 mr/mn antutena npotus IL-36R,
npubauzurenbHo 45 MM anerar, npubnusurensHo 180 MM caxapossl,
npubauzutenbHo 25 MM raunuHa, npubausurensHo 0,4 r/n nonucopdara 80, ¢ pH
npUOIU3UTENBHO 5,5,

IV. cocras, conepxkamuii npudnusurensuo 150 mr/ma antutena npotus IL-
36R, npubmmusurenpno 25 MM uurtpara, npudbnusutenbao 150 MM Tperanossl,
npubauzuTenbHo 25 MM MeTnoHmnHa, npubnusurenbHo 0,2 r/n monucopdara 20, ¢ pH
npubnu3urensHo 6,0,

V. coctas, coaepx)amuii npudnusurenpuo 60 mr/ma anturena npotus IL-36R,
npubauzuTenbHo 25 MM rucruauna, npudnusurenabHo 160 MM caxapossl,
npubnauzurensbao 20 MM manHuTa, npubauszutensHo 0,2 r/n noaucopbara 20, ¢ pH
npubauzurensbHo 6,0,

VI. coctas, copepxamuii npudnuszurenbHo 20 mr/mia anturena npotus IL-36R,
npudansurenbHo 25 MM nurtpara, npubnusurensHo 200 MM caxapossl,
npudnusurensHo 0,4 r/n nonucopdara 80, ¢ pH npubnusurensuo 6,5;

VII. coctaB, coaepkamuii npubnuszurenbuo 150 mr/ma antutena npotus IL-
36R, npubnusurenpuo 45 MM anerara, npudausurensbHo 150 MM caxapossl,
npubauzutenbuo 25 MM L-aprununa, npudnusurensro 0,4 r/n nmonucopbara 20, ¢ pH
NpUONU3UTENBHO 5,5

VIII. cocTaB, coaepxamuii npudnusurenpHo 15 mr/mn antutena npotus IL-36R,
npubauzutenbuo 35 MM rucrununa, npudausureapbHo 180 MM Tperanossl,
npubauzurensuo 25 MM L-aprununa, npubausurensHo 3 MM NaCl, npubnusutenbHO
0,4 r/n nmonucop6bara 80, ¢ pH npubnuszurensuo 6,0;

IX. cocraB, cogepxkamuii npudnuszurenpuo 80 mr/min anturena npotus IL-36R,

npubmauzurensHo 25 MM anerar, npubausurenpbHo 100 MM MaHHUT, TPUOITHU3UTEIBHO

50 MM NaCl, npubnuszurensno 0,2 r/n noaucopdara 20, ¢ pH npubnusurenbHo 5,5; u
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X. cocTaB, coaepxkamuii npudnuszurenpuo 100 mr/ma anturena npotus IL-
36R, npubmusurenpno 20 MM cykiuHaTa, npubansuTenbHo 220 MM caxapossl,
npubauszurensHo 0,1 r/n monucopdara 80, ¢ pH npubnusurensHo 6,0

42. @apmaneBTUYECKUN COCTAB, COAEPKALIUIA:

aHTuTesno npotuB IL-36R uin ero aHTUreHCBSI3bIBAIOI I (PpAarMeHT,

COIEep KAIIUN:

1. JIETKYIO L[eMb, COAEP KAy aMUHOKHUCIOTHYIO MOCJIEeA0BATENIbHOCTD,
obo3naueHHy kak SEQ ID NO:118 u Tsi:kenyo 1emnb, CoAep Kanyro
AMUHOKHCJIOTHYIO MOCJIEN0BATENbHOCTb, 0003HaueHHY0 kak SEQ ID NO:125; unu

ii. JIETKYIO L[eTb, COAEP KAy aMUHOKHCIOTHYIO MOCJIEeA0BATENbHOCTD,
obo3nauenHyr kak SEQ ID NO:118 u Tsskenyro 1enb, CoOAep Kanyro
AMUHOKHUCJIOTHYIO MOCIEN0BATEeNbHOCTh, 0003HaueHHY0 kak SEQ ID NO:126; unu

1ii. JIETKYIO L[€Tb, CONEPIKALIYI0O aMUHOKHUCIOTHYIO MOCJIEA0BATEIbHOCTD,
obo3nauenHy kak SEQ ID NO:118 u Tsiskenyro 1emnb, CoOAep Kayro
AMHHOKHUCJIOTHYIO TOCJIEN0BAaTEIbHOCTD, 0003HaueHHy0 kak SEQ ID NO:127;

IIPU 3TOM COCTAaB BKJIIOYAeT B ceOst mpubnu3ureapbHo 20 Mr/Mi aHTUTENAa IPOTHUB
IL-36R, npubauszurensHo 40 MM ructuauna, npudnusurensHo 120 MM caxapossl,
npubauzurenbHo 50 MM L-aprununa, npubausurensHo S MM NaCl u
npubnusurensHo 1,0 r/n monucopbara 20, ¢ pH npubauzurenpuo 6,0.

43. @apmaneBTUYECKUN COCTAB, COAEPKALIMI:

aHTuTeNo MpoTuB IL-36R M ero aHTUTeHCBSI3bIBAIOIN I (PpAarMeHT,
coaep Kalui:

1. JIETKYIO L[eTb, COAEP KAy aMUHOKHCIOTHYIO MOCJIEeA0BATENbHOCTD,
obo3naueHHy kak SEQ ID NO:118 u Tsskenyro 1enb, COAepI KAy
AMUHOKHCJIOTHYIO MOCJIEN0BATEeNbHOCTb, 0003HaueHHY0 kak SEQ ID NO:125; unu

ii. JIETKYIO L[eNb, COAEP KAy aMHUHOKHUCIOTHYIO MOCJIEeA0BATENbHOCTD,
obo3nauenHyr kak SEQ ID NO:118 u Tsiskenyro 1enb, CoOAep KAy
AMHHOKHUCJIOTHYIO MOCIEN0BATEeNIbHOCTb, 0003HaueHHY0 kak SEQ ID NO:126; unu

iii. JIETKYIO 1[€Tb, COAEPIKALIYI0 aMUHOKHUCIOTHYIO MOCJIEA0BATEIbHOCTD,
obo3naueHHyo kak SEQ ID NO:118 u Tsiskenyro 1enb, CoOAep Kayro
AMUHOKHUCJIOTHYIO MOCJIEN0BAaTEIbHOCTD, 0003HaueHHy0 kak SEQ ID NO:127;

IIPU 3TOM COCTAaB BKJIIOUYAeT B ceOst mpubnu3ureapbHo 60 Mr/Mi aHTUTENAa IPOTUB

IL-36R, npubnuszurensHo 45 MM anerarta, npubausurenspHo 150 MM caxapossl,
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npubauszurensHo 25 MM L-aprununa, npudnusurensHo 0,4 r/n nonucopbara 20, ¢ pH
npuOIN3UTENBHO 5,5.

44. dapmaneBTUYECKUN COCTAB, CONEPIKALLUM:

anTuteno npotus IL-36R uiau ero aHTUreHCBS3bIBAIOI U (parMeHT,
CONlepIKAILUN:

1. JIETKYIO LIeTb, COAEP KAy aMUHOKUCIOTHYIO MMOCIE0BATEIbHOCTD,
obo3naueHHy kak SEQ ID NO:118 u Tsskenyro 1enb, COAePIKaIIyIo
AMHHOKHCJIOTHYIO MOCJIEN0BATEeNbHOCTb, 0003HaueHHY0 kak SEQ ID NO:125; unu

ii. JIETKYIO L[eTb, COAEP KAy aMUHOKHCIOTHYIO MOCJIEeA0BATENbHOCTD,
obo3naueHHy kak SEQ ID NO:118 u Tsiskenyro 1enb, CoOAep KAy
AMUHOKHCJIOTHYIO MOCIE0BATEeIbHOCTb, 0003HaueHHY0 kak SEQ ID NO:126; unu

iii. JIETKYIO I[€Tb, CONEPIKALIYI0 aMUHOKHUCIOTHYIO MOCJIEA0BATEIbHOCTD,
obo3nauenHy kak SEQ ID NO:118 u Tsiskenyro 1enb, CoOAep KaIyro
AMHHOKHUCJIOTHYIO MOCJIEN0BAaTEIbHOCTD, 0003HaueHHy0 kak SEQ ID NO:127;

IIPU 3TOM COCTaB BKJIIOYAeT B ceOst mpubnu3uteapbHo 20 MIr/MJ1 aHTUTENAa TPOTHUB
IL-36R, npubauszurensHo 45 MM anerar, npubausurenapbao 180 MM caxapossl,
npubauzurensbHo 25 MM raunuHa, npubausurensHo 0,4 r/n monucopdara 80, ¢ pH
npuOIU3UTENBHO 5,5.

45. @apmaneBTUYECKUU COCTAB, COAEPKALIUN:

aHTuTesno npotuB IL-36R uiu ero aHTUreHCBSI3bIBAIOIN I (PpArMEHT,
COAepIKAILUN:

1. JIETKYIO L[eTb, COAEP KAy aMUHOKHUCIOTHYIO MOCJIEeI0BATENbHOCTD,
obo3naueHHy kak SEQ ID NO:118 u Tsskenyr 1enb, CoOAep KAy
AMUHOKHCJIOTHYIO MOCJIEN0BATENbHOCTb, 0003HaueHHY0 kak SEQ ID NO:125; unu

ii. JIETKYIO L[eTb, COAEP KAy aMHUHOKHCIOTHYIO MOCJIEeA0BATENbHOCTD,
obo3nauenHy kak SEQ ID NO:118 u Tsiskenyro 1enb, CoOAep KAy
AMHHOKHCJIOTHYIO MOCIEN0BATEeIbHOCTb, 0003HaueHHY0 kak SEQ ID NO:126; unu

1ii. JIETKYIO L[€Tb, COAEPIKALIYI0 aMHHOKHUCIOTHYIO TTOCJIETIOBATEIbHOCTD,
obo3nauenHyo kak SEQ ID NO:118 u Tsiskenyro 1enb, CoOAepKayr
AMUHOKHUCJIOTHYIO MOCJIEN0BAaTEIbHOCTD, 0003HaueHHy0 kak SEQ ID NO:127;

IIPU 3TOM COCTaB BKJIOUYaeT B ceOst npubnusurenpHo 150 Mr/mn anTuTena
npotus IL-36R, npubnusurensuo 25 MM nutpara, npudauzurensHo 150 MM
Tperajgo3bl, NpUOIU3UTENbHO 25 MM MeTHOHUHA, Mpudan3uTeabHo 0,2 /i

nonucopbara 20, ¢ pH npubauzurenpuo 6,0.
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46. dapmaueBTUUYECKUHN COCTAB, COAEPKALIUN:

aHTuteno npotus IL-36R uiau ero aHTUreHCBS3bIBAIOI NI (pArMeHT,
coaep KaIIU:

1. JIETKYI0 LleNb, COAEPIKAIYI0 aMUHOKHUCIOTHYIO MOCIEI0BATEIbHOCTD,
o6o3HaueHHy kak SEQ ID NO:118 u Tsikeayr Hemnb, COAepKALIY IO
AMUHOKHCJIOTHYIO MOCJIEN0BATENbHOCTb, 0003HaueHHY0 kak SEQ ID NO:125; unu

ii. JIETKYIO L[eTb, COAEP KAy aMUHOKHCIOTHYIO MOCJIEeA0BATENbHOCTD,
obo3naueHHy kak SEQ ID NO:118 u Tsskenyr 1enb, COAEPIKAIYIO
AMUHOKHCJIOTHYIO MOCJIEN0BATEeNbHOCTb, 0003HaueHHY0 kak SEQ ID NO:126; unu

iii. JIETKYIO I[€Tb, CONEPIKALIYI0 aMUHOKHUCIOTHYIO MOCJIEA0BATEIbHOCTD,
obo3nauenHyr kak SEQ ID NO:118 u Tsskenyro 1enb, CoOAep Kanyro
AMUHOKHUCJIOTHYIO MOCIEN0BAaTeIbHOCTh, 0003HaueHHY0 kKak SEQ ID NO:127;

IIPU 3TOM COCTaB BKJIIOYaeT B ceOst mpubnu3uteapHo 60 Mr/Mi aHTUTENAa TPOTHUB
IL-36R, mpubauszurensHo 25 MM ructuauna, npudauzureiabHo 160 MM caxapossl,
npubiauzurensao 20 MM maHHuTa, npubauszutenbHo 0,2 r/n nmomucopbara 20, ¢ pH
npubau3uTeNbHO 6,0.

47. dapmaueBTUYECKUMN COCTAB, COAEPKALIUN:

anTuteno npotus IL-36R uiau ero aHTUreHCBS3bIBAIOI NI (PAarMeHT,
coaep KaIIu:

1. JIETKYI0 LeNb, COAEPIKAIYK aMUHOKUCIOTHYIO MOCIEA0BATENbHOCTD,
o6o3HaueHHy0 kak SEQ ID NO:118 u Tsikeayro uemnb, COAep K ALY
AMHHOKHCJIOTHYIO MOCJIEN0BATEIbHOCTD, 0003HaYeHHYI0 kKak SEQ ID NO:125; unu

ii. JIETKYIO L[eTb, COAEP KAy aMUHOKHUCIOTHYIO MOCJIEeA0BATENbHOCTD,
obo3naueHHy kak SEQ ID NO:118 u Tsskenyro 1enb, COAepI KAy
AMUHOKHCJIOTHYIO MOCJIEN0BATENbHOCTb, 0003HaueHHY0 kak SEQ ID NO:126; unu

iii. JIETKYIO 1[€Tb, COAEP KAV aMUHOKHUCIOTHYIO MOCIE0BATENbHOCTb,
obo3nauenHyr kak SEQ ID NO:118 u Tsiskenyro 1enb, CoOAep KAy
AMUHOKHUCJIOTHYIO MOCJIEN0BaTEIbHOCTD, 0003HaueHHy0 kak SEQ ID NO:127;

IPU 3TOM COCTaB BKJIIOYAeT B ceOst mpubnu3uteapbHo 20 Mr/MJ1 aHTUTENAa IPOTHUB
IL-36R, mpubauszurensHo 25 MM nutpata, npudausurensHo 200 MM caxapossl,
npubmuszurensuo 0,4 r/n nonucopbara 80, ¢ pH npubauszurensHo 6,5.

48. @apmaueBTUYECKUHN COCTAB, COAEPKALIUN:

anTuteno npotus IL-36R uiau ero aHTUreHCBS3bIBAIOI NI (PArMEHT,

coAep KaLIUM:
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1. JIETKYIO L[eTb, COAEPIKAIYI aMUHOKHCIOTHYIO MOCIE0BATEIbHOCTD,
obo3naueHnyt kak SEQ ID NO:118 u Ts3kenyro 1emnb, CoAep KaIyro
AMHHOKHCJIOTHYIO MOCJIEN0BAaTENIbHOCTb, 0003HaueHHY0 kak SEQ ID NO:125; unn

1. JIETKYIO L[eTb, COAEPIKAIYI aMHUHOKHCIOTHYIO MOCJIEI0BATEIbHOCTD,
o6o3HaueHHy kak SEQ ID NO:118 u Tskenyo Lenb, CoOAepKauyro
AMUHOKHCJIOTHYIO MOCJIEN0BATENbHOCTb, 0003HaueHHY0 kak SEQ ID NO:126; unu

iii. JIETKYIO 1[eTlb, CONEPIKALIYI0 aMHUHOKHUCIOTHYIO MOCIeA0BATEIbHOCTD,
obo3naueHHy kak SEQ ID NO:118 u Tsskenyr 1enb, COAEPIKAIYIO
AMUHOKHUCJIOTHYIO MOCJIEN0BaTEIbHOCTD, 0003HaueHHY0 kKak SEQ ID NO:127;

IIPU 3TOM COCTaB BKJIOUYaeT B ceOst mpubnusurenpbHo 150 mr/mn anturtena
npotuB IL-36R, mpubnusurensuo 45 MM anerara, npubnusurenpao 150 MM
caxapossl, npubausuTenbHo 25 MM L-aprununa, npudnusurensro 0,4 r/n
nonucopbara 20, ¢ pH npubausurenpHo 5,5.

49. @apmaneBTUUECKUHN COCTAB, COAEPKAIIUN:

anTuteno npotus IL-36R uiau ero aHTUreHCBS3BIBAIOI I (PATMEHT,
coep KaIIu:

1. JIETKYIO LeTb, COAEPIKAIYI aMHHOKHUCIOTHYIO MOCIeI0BATEIbHOCTD,
obo3znaueHnyt kak SEQ ID NO:118 u Tsi3kenyro 1emnb, CoAepKaIyro
AMHHOKHCJIOTHYIO MOCJIEN0BATeIbHOCTb, 0003HaueHHy0 kKak SEQ ID NO:125; unn

1. JIETKYIO L[eTb, COAEP KAy aMHUHOKHCIOTHYIO MOCJIEeI0BATEIbHOCTD,
o6o3HaueHHy0 kak SEQ ID NO:118 u Tsikeayro uemnb, COAep K ALY
AMHHOKHCJIOTHYIO MOCJIEN0BAaTEeNbHOCTb, 0003HaueHHY0 kak SEQ ID NO:126; unu

iii. JIETKYIO 1[eTb, COAEP KAy aMUHOKHUCIOTHYIO TTOCIEI0BATEIbHOCTb,
obo3naueHHy kak SEQ ID NO:118 u Tsskenyro 1enb, COAep KAy
AMUHOKHUCJIOTHYIO TOCJIEN0BaTENIbHOCTD, 0003HaueHHy0 kak SEQ ID NO:127;

IIPU 3TOM COCTAaB BKJIIOYAeT B ceOst mpubau3uTeapHo 15 Mr/mi aHTUTENAa TPOTHUB

IL-36R, nmpubausurensHo 35 MM ructuauna, npudausureabio 180 MM Tperanossl,

npubauzurensuo 25 MM L-aprununa, npubausurensHo 3 MM NaCl, npubnusutenbHO

0,4 r/n nonucop6bara 80, ¢ pH npubauzurenabo 6,0.
50. ®apmauneBTHYECKHU COCTAB, COAEPIKALIUM!
anTuteno npotus IL-36R uiau ero aHTUreHCB3BIBAIOINNI (PparMeHT,

collep Kallui:
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1. JIETKYIO L[eTb, COASPIKAIYI aMHHOKHUCIOTHYIO MOCIeI0BATEIbHOCTD,
obo3naueHnyt kak SEQ ID NO:118 u Ts3kenyro 1emnb, CoAep KaIyro
AMHHOKHCJIOTHYIO MOCJIEN0BAaTENIbHOCTb, 0003HaueHHY0 kak SEQ ID NO:125; unn

1. JIETKYIO LIeTb, COAeP KAy aMIUHOKUCIOTHYIO MOCIEI0BaTEIbHOCTD,
o6o3HaueHHy kak SEQ ID NO:118 u Tsikeayr Hemnb, COAepKALIY IO
AMUHOKHCJIOTHYIO MOCJIEN0BATENbHOCTb, 0003HaueHHY0 kak SEQ ID NO:126; unu

iii. JIETKYIO 1[eTlb, CONEPIKALIYI0 aMHUHOKHUCIOTHYIO MOCIeA0BATEIbHOCTD,
obo3naueHHy kak SEQ ID NO:118 u Tsi:kenyro 1enb, CoOaep Kaiyro

AMUHOKHUCJIOTHYIO MOCJIEN0BaTEIbHOCTD, 0003HaueHHy0 kak SEQ ID NO:127;

IIPU 3TOM COCTAaB BKJIIOYaeT B ceOst mpubnu3uteapbHo 80 Mr/Mi1 aHTUTENAa TPOTHUB

IL-36R, mpubnusurensuo 25 MM anerar, npubnusutenbao 100 MM MaHHWUT,
npubmauzutensao S0 MM NaCl, npubnusurensuo 0,2 r/1 nonucopbara 20, ¢ pH
npuOIU3UTENBHO 5,5,

51. ®apmauneBTHYECKHN COCTAB, COAEPIKALIUM!

anTuteno npotus IL-36R uiau ero aHTUreHCBS3BIBAIOI I (PATMEHT,
coep KaIIu:

1. JIETKYIO L(eNb, COAEP KAIY aMUHOKHUCIOTHYIO MOCIEA0BATENbHOCTD,
obo3znauennyt kak SEQ ID NO:118 u Tskenyro 1enb, CoAep Kamyro
AMHHOKHCJIOTHYIO MOCJIEN0BAaTENIbHOCTb, 0003HaueHHy0 kak SEQ ID NO:125; unn

1. JIETKYI0 L[eNb, COAEPIKAIYK aMUHOKUCIOTHYIO MOCIEA0BATENbHOCTD,
o6o3HaueHHy0 kak SEQ ID NO:118 u Tsikeayro uemnb, COAep K ALY
AMHHOKHCJIOTHYIO MOCJIEN0BaTEeNbHOCTb, 0003HaYeHHY0 kKak SEQ ID NO:126; unu

iii. JIETKYIO I[eTlb, CONEPIKAUIYI0 aMHUHOKHUCIOTHYIO MOCIEA0BATEIbHOCTD,
obo3naueHHy kak SEQ ID NO:118 u Tsskenyro 1enb, COAep KAy
AMUHOKHUCJIOTHYIO TOCJIEN0BaTENIbHOCTD, 0003HaueHHy0 kak SEQ ID NO:127;

IIPU 3TOM COCTaB BKJIOUYaeT B ceOst npubnusutenpno 100 Mr/mn antuTena
npotus IL-36R, npubnuszurensuo 20 MM cykuunaTa, npudausurensHo 220 MM
caxapossl, npubausurenpHo 0,1 r/n monucopdara 80, ¢ pH npubnuszurensHo 6,0.

52. ®apmMauLeBTHYECKUN COCTAB, COAEPIKALIUM!

aHTuteno npotus IL-36R miu ero aHTUreHCBA3BIBAKO I (PArMEHT,
collep KalIui:

1. JIETKYIO LIeNb, COAEP KAIY aMUHOKHUCIOTHYIO MOCJIEA0BATENbHOCTD,
obo3nauennyo kak SEQ ID NO:118 u Tskenyro 1emnb, Coaep KaIyro

AMHHOKHUCJIOTHYIO MOCJIEN0BATEIbHOCTh, 0003HaueHHy0 kak SEQ ID NO:125; unn
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1. JIETKYIO LeTb, CONEPIKAIYI0 aMUHOKUCIOTHYIO MOCIEN0BATENbHOCTD,
obo3naueHnyt kak SEQ ID NO:118 u Ts3kenyro 1emnb, CoAep KaIyro
AMHHOKHUCJIOTHYIO MOCJIEeN0BaTeIbHOCTh, 0003HaueHHyto kak SEQ ID NO:127;

IPH 3TOM COCTaB BKJIOYaeT B ceOsi: mpubanu3utenbHo 60 MI/Mil aHTUTEIA IPOTUB
IL-36R, npubnusurenbHo 45 MM anerara, nmpudanusutenbHo 150 MM caxapossl,
npubauzutenbuo 25 MM L-aprununa, npubnusurensro 0,4 r/n nonucopbara 20, ¢ pH
npuOIU3UTENBHO 5,5,

53. ®apmaueBTUYECKUN COCTAB, COAEPIKALIUM:

anTuTeso npotus IL-36R miIu ero aHTUreHCBSI3BIBAIOII I (PPATMEHT,
coep Kaluii:

BapruabeapHYI0 00JIaCTh JIETKOH IIeNH, COAEpIKaLIe aMUHOKHUCIOTHY IO
nocaenoBarenabHocTs SEQ ID NO: 77; u BapuabenpHyr0 001acTh TSKEJION LEMH,
coneprKame aMUHOKUCIOTHYIO nocienoBatenbHocTh SEQ ID NO: 87; unn

BapuabeapHy0 00JIaCTh JIETKON IeNu, CoaeprKalied aMUHOKHUCIOTHY IO
nocaenoBarenapbHocTh SEQ ID NO: 77; u BapuabenpHyr0 001acTh TSKEJNON LEMH,
coneprKalie aMUHOKUCIOTHYI0 nocienoBatenbHocTh SEQ ID NO: 88; unn

BapuabenapHy0 00J1aCTh JIErKOW IeNu, coaeprKaliell aMUHOKHUCIOTHY IO
nocnenosarenbHOCTh SEQ ID NO: 77; u BapuabenbHy0 00JaCTh TSKEIOH LeMnH,
coneprkalie aMuHOKUCIOTHYIO nocienoBaTeabHocTh SEQ ID NO: 89; unnu

BapuabenbHYI0 00JacTh JIETKOH Lenu, coaepiKalieii aMHHOKHCIOTHYIO
nocaenosareabHocTs SEQ ID NO: 80; u BapuabenpHy0 001acTh TSKEJION LEMH,
coneprkaliei aMUHOKUCIOTHYIO TtocienoBaTenbHoCcTh SEQ ID NO: 87; unu

BapuabeapHyI0 00J1aCTh JIETKOW IeNH, COAepIKaLIe aMUHOKUCIOTHYIO
nocaenosareapbHocTs SEQ ID NO: 80; u BapuabenpHyo 001acTh TSKEJION LEMNH,
coneprKamei aMUHOKUCIOTHYIO nocienoBaTenbHocTh SEQ ID NO: 88; unn

BapuabeapHy 00JIaCTh JIETKOH IeNH, CoAepKalied aMUHOKHUCIOTHY IO
nocaenosareabHocTh SEQ ID NO: 80; u BapuabenpHyro 001acTh TSKEJION LEMH,
coneprKale aMUHOKUCIOTHYIO nocaenoBarenbHocTh SEQ ID NO: 89;

IPU 3TOM COCTaB BKJIIOYAeT B ceOsi: mpubiau3uTenpHo 20 Mr/mi aHTUTENA MPOTHB
IL-36R, mpubauszurensHo 40 MM ructuauna, npudnusurensHo 120 MM caxapossl,
npubmuzurensbao 50 MM L-aprununa, npudausurensHo S MM NaCl u

npubmuszurensuo 1,0 r/n monucopbara 20, ¢ pH npubauszurensHo 6,0.
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54. ®apmMaLeBTHYECKUN COCTAB, COAEPIKALIUM:

aHTuteno npotus IL-36R uiau ero aHTUreHCBS3bIBAIOI NI (pArMeHT,
coaep KaIIU:

BapuabenbHYI0 00JIaCTh JIETKOI 1enu, coneprKalield aMUHOKHCIOTHYIO
nocaenosareabHocTs SEQ ID NO: 77; u BapuabenpHy0 001aCTh TSKEJNOW LEMH,
conepikalieil aMUHOKHUCIOTHYIO nocnenosarenbHocTs SEQ ID NO: 87; unu

BapuabebHYI 00JacTh JErKOH Henu, CoaepKamel aMUHOKUCIOTHY O
nociaenosateabHocTh SEQ ID NO: 77; u BapuabenpHyo 001acTh TSKEJIOW LEMH,
coneprkame aMUHOKUCIOTHYIO nocaenoBaTenbHocTh SEQ ID NO: 88; unn

BapuadebHYI 00JacTh JErKOH Henu, ConepKamel aMUHOKHCIOTHY O
nocaenosarenabHocTh SEQ ID NO: 77; u BapuabenbHy0 001aCTh TSKEJIOH IENH,
coneprKame aMuHOKUCIOTHYIO nocaenoBatenbHocTh SEQ ID NO: 89; unn

BapualeTbHYI0 00JacTh JIErKOHU Henu, ConepKameil aMUHOKHCIOTHY O
nocaenoBarenapbHocTh SEQ ID NO: 80; u BapuabenpHyro 001acTh TSKEJNON LEMH,
coneprKalie aMUHOKUCIOTHYIO nocaenoBatenbHocTh SEQ ID NO: 87; unn

BapualeTbHYI0 00JacTh JIErKOH memnu, CoaepKameil aMUHOKHCIOTHY O
nocaenoBarenapbHocTh SEQ ID NO: 80; u BapuabenpHyro 001acTh TSKEJNON LEMH,
coneprkalie aMuHOKUCIOTHYI0 nocienoBatenbHocTh SEQ ID NO: 88; unn

BapualeNbHYI0 00JacTh JIErKOH Henu, CoaepxKaleil aMUHOKHUCJIOTHYIO
nocaenosareapHocTh SEQ ID NO: 80; u BapuabenbHy0 001acCTh TSKEJNON LEMH,
conepikaleil aMUHOKUCJIOTHYI0 nocaenoBatenbHocTs SEQ ID NO: 89;

IPU 3TOM COCTaB BKJIKOYAET B ceOsi: mpubnu3uTenbHo 60 Mr/Mi1 aHTUTENa TPOTHUB
IL-36R, nmpubauszurenbHo 45 MM anerarta, npubausurenabHo 150 MM caxapossl,
npubauzutenbuo 25 MM L-aprununa, npudnusurensro 0,4 r/n nmonucopbara 20, ¢ pH
npuOIU3UTENBHO 5,5,

55. ®apmaueBTHUYECKHN COCTAB, COAEP KALIUM!

aHTuTeno npotus IL-36R uiau ero aHTUreHCBSI3BIBAIOIIHI (PPATMEHT,
coep KalIui:

BapuadeTbHYI0 00JacTh JIErKOU eNH, CoAepIKaleidl aMUHOKHCIOTHYIO
nocnenoBarenapbHocTs SEQ ID NO: 77; u BapuabenpHyr0 001acTh TSKEJNON LEMH,
coneprkalie aMUHOKUCIOTHYIO nocienoBatenbHocTh SEQ ID NO: 87; unn

BapualebHYI0 00JacTh JIErKOH Hemnu, ConepKameil aMUHOKHCIOTHY IO
nocaenoBarenapbHocTs SEQ ID NO: 77; u BapuabenpHyro 001acTh TSKEJNON LEMH,

coleprkalie aMuHOKUCIOTHYI0 nocienoBaTenbHocTh SEQ ID NO: 88; unn
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BapualenbHYI0 00JacTh JIErKOH memnu, CoaepKameil aMUHOKHCIOTHY O
nocnenosarenbHOCTh SEQ ID NO: 77; u BapuabenpHy0 00JaCTh TSKEIOH LEmnH,
coleprKalie aMuHOKUCIOTHYIO nocienoBaTenabHocTh SEQ ID NO: 89; unu

BapuabenbHYI0 00JacThb JIETKOH Lenu, coaepiKalieii aMUHOKHCIOTHYIO
nocaenosareabHocTs SEQ ID NO: 80; u BapuabenpHyo 001aCTh TSKEJION LEMNH,
conepikalieil aMUHOKHUCIOTHYIO nocnenosarenbHocTs SEQ ID NO: 87; unu

BapuabebHYI0 00JIaCTh JErKOH Henu, coaepkaieii aMUHOKUCIOTHYIO
nocaenosareabHocTs SEQ ID NO: 80; u BapuabenpHyro 001acTh TSKEJION LEMH,
coneprkame aMUHOKUCIOTHYIO nocaenoBaTenbHocTh SEQ ID NO: 88; unn

BapuadebHYI 00JacTh JErKOH Henu, ConepKamel aMUHOKHCIOTHY O
nocaenosarenbHocTh SEQ ID NO: 80; u BapuabenpHyro 001acTh TSKEJION LEMH,
coneprKame aMUHOKUCIOTHYIO nocaenoBarenbHocTh SEQ ID NO: 89;

IPU 3TOM COCTAaB BKJIIOYAeT B ceOsi: mpubau3uTenpbHo 20 Mr/mir aHTUTENA IPOTHB
IL-36R, mpubauszurensHo 45 MM anerar, npubausurenabao 180 MM caxapossl,
npubauzutensHo 25 MM raunmnHa, npubausurensHo 0,4 r/n monucopdara 80, ¢ pH
npuOINU3UTENBHO 5,5.

56. ®apmMaLeBTHYECKUN COCTAB, COAEPIKALIUM!

anTuteno npotus IL-36R uiau ero aHTUreHCBS3bIBAIOI NI (PAarMeHT,
coaep KaIIu:

BapuabenbHYI0 00JacTh JIETKOH L[enu, coaepiKaleii aMUHOKHCIOTHYIO
nocaenosareabHocTs SEQ ID NO: 77; u BapuabenpHyo 001acTh TSKEJIOW LEMH,
coneprkaliei aMUHOKUCIOTHYIO TtocienoBaTenbHoCcTh SEQ ID NO: 87; unu

BapuadebHYI 00JacTh JIErKOH Lenu, CoaepKamedl aMUHOKUCIOTHY IO
nocaenosareabHocTs SEQ ID NO: 77; u BapuabenbHy0 00JaCTh TSKEIOH LEMNH,
coneprKamei aMUHOKUCIOTHYIO nocienoBaTenbHocTh SEQ ID NO: 88; unn

BapuadebHYI 00NacTh JErKOH Henu, ConepKamedl aMUHOKHCIOTHY O
nocaenoBareapbHocTs SEQ ID NO: 77; u BapuabenpHyr0 001acTh TSKEJION LEMH,
coneprkame aMUHOKUCIOTHYIO nocienoBatenpbHocTh SEQ ID NO: 89; unn

BapualebHYI0 00JacTh JIErKOH Henu, ConepKameil aMUHOKHCIOTHY O
nocaenoBareapbHocTh SEQ ID NO: 80; u BapuabenpHyr0 001acTh TSKEJION LEMNH,
coneprkalie aMUHOKUCIOTHYIO nocienoBatenbHocTh SEQ ID NO: 87; unn

BapualebHYI0 00JIaCTh JErKOH Menu, CoAep Kalell aMUHOKHUCIOTHY IO
nocaenoBarenapbHocTs SEQ ID NO: 80; u BapuabenpHyro 001acTh TSKEJNON LEMNH,

coleprkalie aMuHOKUCIOTHYI0 nocienoBaTenbHocTh SEQ ID NO: 88; unn
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BapualenbHYI0 00JacTh JIErKOH memnu, CoaepKameil aMUHOKHCIOTHY O
nocnenosarenbHOCTh SEQ ID NO: 80; u BapuabenpHy0 00JaCTh TSKEIOH LEMNH,
coleprkalie aMMHOKUCIOTHYIO nocaenoBarenbHocTh SEQ ID NO: 89;

IPH 3TOM COCTaB BKJIOYaeT B ceOsi: mpubnusurenbHo 150 mMr/min antuTena
nporus IL-36R, npubausurensHo 25 MM nutpara, npudausurenasno 150 MM
Tperayosbl, NpuOAU3UTEIbHO 25 MM MeTHOHUHA, npubausutensHo 0,2 r/n
nonucopbara 20, ¢ pH npubnusurensvho 6,0.

57. ®apmaLeBTUYECKUN COCTAB, COAEPIKALIUM:

anTuTeso npotus IL-36R miIu ero aHTUreHCBSI3BIBAIOII I (PPATMEHT,
coep Kaluii:

BapuadeTbHYI0 00JacTh JErKOH Henu, ConepKameil aMUHOKHCIOTHY O
nocaenoBareabHocTh SEQ ID NO: 77; u BapuabenpHyr0 001acTh TSKEJION LEMH,
coneprKame aMUHOKUCIOTHYIO nocienoBatenbHocTh SEQ ID NO: 87; unn

BapualeTbHYI0 00JacTh JErKoH menu, ConepKameil aMUHOKHCIOTHY O
nocaenosarenabHocTh SEQ ID NO: 77; u BapuabenbHy0 001aCTh TSKEIOH LenH,
coneprKalie aMUHOKUCIOTHYI0 nocienoBatenbHocTh SEQ ID NO: 88; unn

BapualebHYI0 00JacTh JIErKOH Hemnu, ConepKameil aMUHOKHCIOTHY O
nocnenosarenbHOCTh SEQ ID NO: 77; u BapuabenbHy0 00JaCTh TSKEIOH LeMnH,
coleprkalie aMuHOKUCIOTHYI0 nocienoBarenbHocTh SEQ ID NO: 89; unu

BapuabenbHYI0 00JacTh JIETKOH Lenu, coaepiKalieii aMHHOKHCIOTHYIO
nocaenosareabHocTs SEQ ID NO: 80; u BapuabenpHy0 001acTh TSKEJION LEMH,
coneprkaliei aMUHOKUCIOTHYIO TtocienoBaTenbHoCcTh SEQ ID NO: 87; unu

BapuabebHYI 00JaCTh JErKOH Henu, CoaepKamedl aM MHOKHUCIOTHY O
nocaenosareapbHocTs SEQ ID NO: 80; u BapuabenpHyo 001acTh TSKEJION LEMNH,
coneprKamei aMUHOKUCIOTHYIO nocienoBaTenbHocTh SEQ ID NO: 88; unn

BapuadebHYI 00NacTh JErKOH Henu, ConepKamedl aMUHOKHCIOTHY O
nocaenosarenapbHocTs SEQ ID NO: 80; u BapuabenbHyr0 00JaCTh TSKEIOH LEMH,

coneprKale aMUHOKUCIOTHYIO nocaenoBarenbHocTh SEQ ID NO: 89;

IIPU 3TOM COCTaB BKJIIOYAeT B ceOsi: mpubiau3uTenpbHo 60 Mr/mi aHTUTENA MPOTHB
IL-36R, mpubnuszurensHo 25 MM ructuauna, npudauszureiabHo 160 MM caxapossl,
npubauzurensao 20 MM maHHuTa, npubausutenbHo 0,2 r/n momucopbara 20, ¢ pH

npubauzutenbHo 6,0.
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58. ®apmaLeBTHYECKUN COCTAB, COAEPIKALIUM:

aHTuteno npotus IL-36R uiau ero aHTUreHCBS3bIBAIOI NI (pArMeHT,
coaep KaIIU:

BapuabenbHYI0 00JacThb JIETKOH Lenu, coaepiKalieii aMUHOKHCIOTHYIO
nocaenosareabHocTs SEQ ID NO: 77; u BapuabenpHy0 001aCTh TSKEJNOW LEMH,
conepikalieil aMUHOKHUCIOTHYIO nocnenosarenbHocTs SEQ ID NO: 87; unu

BapuabebHYI 00JacTh JErKOH Henu, CoaepKamel aMUHOKUCIOTHY O
nocaenosareabHocTs SEQ ID NO: 77; u BapuabenpHyro 001acTh TSKEJIOU LEMNH,
coneprkame aMuHOKUCIOTHYIO nocienoBateapHOCcTh SEQ ID NO: 88; unn

BapuadebHYI 00JacTh JErKOH Henu, ConepKamel aMUHOKHCIOTHY O
nocaenosareapbHocTs SEQ ID NO: 77; u BapuabenpHyro 001acTh TSKEJION LEMH,
coneprKame aMuHOKUCIOTHYIO nocaenoBatenbHocTh SEQ ID NO: 89; unn

BapuabeTbHYI0 00JIaCTh JIETKOH Henu, coaepkameil aMUHOKHCIOTHY O
nocaenoBarenapbHocTh SEQ ID NO: 80; u BapuabenpHyro 001acTh TSKEJNON LEMH,
coneprKalie aMUHOKUCIOTHYIO nocaenoBatenbHocTh SEQ ID NO: 87; unn

BapualeTbHYI0 00JacTh JIErKOH memnu, CoaepKameil aMUHOKHCIOTHY O
nocaenosareapbHocTh SEQ ID NO: 80; u BapuabenpHyro 001acTh TSKEJNON LEMH,
coneprkalie aMuHOKUCIOTHYI0 nocienoBatenbHocTh SEQ ID NO: 88; unn

BapualebHYI0 00JacTh JIErKOH Hemnu, coaepxKaueil aMUHOKUCIOTHY IO
nocaenosareabHocTh SEQ ID NO: 80; u BapuabenbHy0 001aCTh TSIKEIOW LEMH,

conepikaleil aMUHOKUCJIOTHYI0 nocaenoBatenbHocTs SEQ ID NO: 89;

IPU 3TOM COCTaB BKJIKOYAET B ceOsi: mpubnuzutenbHo 20 Mr/Mi1 aHTUTENa TPOTHUB

IL-36R, nmpubauszurensHo 25 MM nutpara, npubausurenbHo 200 MM caxapossl,
npubauszurensuo 0,4 r/n nonucopbara 80, ¢ pH npubnusurensHo 6,5.

59. ®apmaueBTHUYECKHN COCTAB, CONEPIKALIUM:

aHTuteno npotus IL-36R miau ero aHTUreHCBS3BIBAIOIHI (PPATMEHT,
coaep KalIui:

BapuabeapHy0 00JIaCTh JIETKOW IeNH, CoAepIkKalled aMUHOKHUCIOTHY IO
nocaenosarenapbHocTh SEQ ID NO: 77; u BapuabenbHy0 001aCTh TSKEJIOH LEMH,
coneprKaie aMUHOKUCIOTHYIO nocienoBatenbHocTh SEQ ID NO: 87; unn

BapruabenpHy0 00JIaCTh JIETKOH IeNu, copeprKalield aMUHOKHUCIOTHY IO
nocaenosarenapbHocTh SEQ ID NO: 77; u BapuabenpHy0 001acTh TSKEJNON LEMH,

coneprkalie aMUHOKUCIOTHYI0 nocienoBatenbHocTh SEQ ID NO: 88; unn
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BapualenbHYI0 00JacTh JIErKOH memnu, CoaepKameil aMUHOKHCIOTHY O
nocnenosarenbHOCTh SEQ ID NO: 77; u BapuabenpHy0 00JaCTh TSKEIOH LEmnH,
coleprkalie aMuHOKUCIOTHYI0 nocienoBarenbHocTh SEQ ID NO: 89; unu

BapuabenbHYI0 00JacTh JIETKOH L[enu, coaepiKalieii aMUHOKHCIOTHYIO
nocaenosareabHocTs SEQ ID NO: 80; u BapuabenpHyo 001aCTh TSKEJION LEMNH,
conepikalieil aMUHOKHUCIOTHYIO nocnenosarenbHocTs SEQ ID NO: 87; unu

BapuabebHYI 00JacTh JErKOH Henu, CoaepKamel aMUHOKUCIOTHY O
nocaenosareabHocTh SEQ ID NO: 80; u BapuabenbHy0 001aCTh TSIKEIOHN LenH,
coneprkame aMUHOKUCIOTHYIO nocaenoBaTenbHocTh SEQ ID NO: 88; unn

BapuadebHYI 00JacTh JErKOH Henu, ConepKamel aMUHOKHCIOTHY O
nocaenosareapbHocTh SEQ ID NO: 80; u BapuabenpHyr0 001acTh TSKEJION LEMH,
coneprKame aMUHOKUCIOTHYIO nocaenoBarenbHocTh SEQ ID NO: 89;

IIPU 3TOM COCTaB BKJIOUYAeT B ceOsi: mpubiauzurensHo 150 Mr/mn aHTHTENA
npotuB IL-36R, mpubnusurensuo 45 MM anerara, npubnusurenpao 150 MM
caxapossl, npubauzutenbHo 25 MM L-aprununa, npubdnusurensro 0,4 r/n
nonucopbara 20, ¢ pH npubausurenpso 5,5.

60. dapmaLeBTUYECKUN COCTAB, COAEP KALIMMI:

anTuteno npotus IL-36R uiau ero aHTUreHCBS3bIBAIOI NI (PAarMeHT,
coaep KaIIu:

BapuabenbHYI0 00JacTh JIETKOH Lenu, coaepiKalieii aMHHOKHCIOTHYIO
nocaenosareabHocTs SEQ ID NO: 77; u BapuabenpHyo 001acTh TSKEJIOW LEMH,
coleprkaleil aMUHOKUCIOTHYIO nocienoBareabHOCTh SEQ ID NO: 87; unu

BapuadebHYI 00JacTh JIErKOH Lenu, CoaepKamedl aMUHOKUCIOTHY IO
nocaenosareabHocTs SEQ ID NO: 77; u BapuabenpHyro 001acTh TSKEJION LEMH,
coneprKamei aMUHOKUCIOTHYIO nocienoBaTenbHocTh SEQ ID NO: 88; unn

BapualebHYI0 00JIaCTh JIETKOH Meu, coaepkaieii aMUHOKUCIOTHYEO
nocaenoBareapbHocTs SEQ ID NO: 77; u BapuabenpHyr0 001acTh TSKEJION LEMH,
coneprkame aMUHOKUCIOTHYIO nocienoBaTenbHocTh SEQ ID NO: 89; unn

BapualebHYI0 00JacTh JIErKOH Henu, ConepKameil aMUHOKHCIOTHY O
nocaenoBarenbHocTh SEQ ID NO: 80; u BapuabenpHy0 001acTh TSKEJION LEMH,
coneprkalie aMUHOKUCIOTHYIO nocienoBatenbHocTh SEQ ID NO: 87; unn

BapualebHYI0 00JacTh JIErKOH Hemnu, ConepKameil aMUHOKHCIOTHY IO
nocaenoBarenapbHocTs SEQ ID NO: 80; u BapuabenpHyro 001acTh TSKEJNON LEMNH,

coleprkalie aMuHOKUCIOTHYI0 nocienoBaTenbHocTh SEQ ID NO: 88; unn
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BapualenbHYI0 00JacTh JIErKOH memnu, CoaepKameil aMUHOKHCIOTHY O
nocnenosarenbHOCTh SEQ ID NO: 80; u BapuabenpHy0 00JaCTh TSKEIOH LEMNH,
coleprkalie aMMHOKUCIOTHYIO nocaenoBarenbHocTh SEQ ID NO: 89;

IPH 3TOM COCTaB BKJIOYaeT B ceOsi: mpuOInu3uTeNbHO 15 MI/Mil auTUTEIA IPOTUB
IL-36R, npubnusurensHo 35 MM ructuamnHa, npudausuteabHo 180 MM Tperanossl,
npubauzurenbHo 25 MM L-aprununa, npubausurensio 3 MM NaCl, npubau3utenbHO
0,4 r/n nonucop6bara 80, ¢ pH npubauzurenbuo 6,0.

61. dapmaneBTUYECKUN COCTAB, COAEP KALIMN:

anTuTeso npotus IL-36R miIu ero aHTUreHCBSI3BIBAIOII I (PPATMEHT,
coep Kaluii:

BapuadeTbHYI0 00JacTh JErKOH Henu, ConepKameil aMUHOKHCIOTHY O
nocaenoBarenabHocTs SEQ ID NO: 77; u BapuabenpHyr0 001acTh TSKEJION LEMH,
coleprKame aMuHOKUCIOTHYI0 nocienoBaTenbHocTh SEQ ID NO: 87; unn

BapualeTbHYI0 00JacTh JErKoH menu, ConepKameil aMUHOKHCIOTHY O
nocaenoBarenapbHocTh SEQ ID NO: 77; u BapuabenpHyr0 001acTh TSKEJNON LEMH,
coneprKalie aMUHOKUCIOTHYI0 nocienoBatenbHocTh SEQ ID NO: 88; unn

BapualebHYI0 00JacTh JIErKOH Hemnu, ConepKameil aMUHOKHCIOTHY O
nocnenosarenbHOCTh SEQ ID NO: 77; u BapuabenbHy0 00JaCTh TSKEIOH LeMnH,
coleprkalie aMuHOKUCIOTHYI0 nocienoBarenbHocTh SEQ ID NO: 89; unn

BapuabenbHYI0 00JacTh JIETKOH Lenu, coaepiKalieii aMHHOKHCIOTHYIO
nocaenosareabHocTs SEQ ID NO: 80; u BapuabenpHy0 001acTh TSKEJION LEMH,
coneprkaliei aMUHOKUCIOTHYIO TtocienoBaTenbHoCcTh SEQ ID NO: 87; unu

BapuadebHYI 00JacTh JIErKOH Lenu, CoaepKamedl aMUHOKUCIOTHY IO
nocaenosareabHocTh SEQ ID NO: 80; u BapuabenbHy0 001aCTh TSXKEIOH LeNH,
coneprKamei aMUHOKUCIOTHYIO nocienoBaTenbHocTh SEQ ID NO: 88; unn

BapuadebHYI 00NacTh JErKOH Henu, ConepKamedl aMUHOKHCIOTHY O
nocaenoBareapbHocTh SEQ ID NO: 80; u BapuabenpHyro 001acTh TSKEJION LEMH,
coneprKale aMUHOKUCIOTHYIO nocaenoBarenbHocTh SEQ ID NO: 89;

IIPU 3TOM COCTaB BKJIIOYAeT B celsi: mpudnusurenbHo 80 Mr/Mi aHTUTENIa TPOTHUB
IL-36R, mpubnusurensHo 25 MM anerar, npubnuzurenbao 100 MM MaHHWUT,
npubmuzurensao S0 MM NaCl, npubnusurensuo 0,2 r/1 nonucopbara 20, ¢ pH

npuOIN3UTENBHO 5,5.
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62. @apmaueBTUYECKUU COCTAB, COAEP KALIMUMI:

aHTuteno npotus IL-36R uiau ero aHTUreHCBS3bIBAIOI NI (pArMeHT,
coaep KaIIU:

BapuabenbHYI0 00JacThb JIETKOH Lenu, coaepiKalieii aMUHOKHCIOTHYIO
nocaenosareabHocTs SEQ ID NO: 77; u BapuabenpHy0 001aCTh TSKEJNOW LEMH,
conepikaliei aMHHOKHUCJIOTHYIO nocienosateabHocTs SEQ ID NO: 87; unu

BapuabebHYI 00JacTh JErKOH Henu, CoaepKamel aMUHOKUCIOTHY O
nocnenoBarenbHOCTh SEQ ID NO: 77; u BapuabenbHy0 00JaCTh TSIKEJIOH LEeMnH,
coneprkame aMUHOKUCIOTHYIO nocaenoBaTenbHocTh SEQ ID NO: 88; unn

BapuadebHYI 00JIaCTh JIETKOU I[eMH, COAep Kalell aMUHOKUCIOTHY IO
nocnenoBarenbHOCTh SEQ ID NO: 77; u BapuabenpHy0 00JaCTh TSIKEJIOH LEeMnH,
coneprKame aMuHOKUCIOTHYIO nocaenoBatenbHocTh SEQ ID NO: 89; unn

BapualeTbHYI0 00JacTh JIErKOHU Henu, ConepKameil aMUHOKHCIOTHY O
nocaenoBarenabHocTh SEQ ID NO: 80; u BapuabenpHyr0 001acTh TSKEJNON LEMH,
coneprKalie aMUHOKUCIOTHYIO nocaenoBatenbHocTh SEQ ID NO: 87; unn

BapualeTbHYI0 00JacTh JIErKOH memnu, CoaepKameil aMUHOKHCIOTHY O
nocaenoBarenapbHocTh SEQ ID NO: 80; u BapuabenpHyro 001acTh TSKEJNON LEMH,
coneprkalie aMuHOKUCIOTHYIO nocienoBareapHocTs SEQ ID NO: 88; unn

BapualebHYI0 00JacTh JIErKOH Hemnu, coaepxKaueil aMUHOKUCIOTHY IO
nocaenosareapHocTh SEQ ID NO: 80; u BapuabenbHy0 001acCTh TSKEJNON LEMH,
conepikaleil aMUHOKUCJIOTHYI0 nocaenoBatenbHocTs SEQ ID NO: 89;

IIPU 3TOM COCTaB BKJO4YaeT B cebsi: mpubnuszurenbuo 100 Mr/ma antuTena
npotus IL-36R, npubnuszurensuo 20 MM cykumHaTta, npubausurensao 220 MM
caxapossl, npubauzurenbHo 0,1 r/n nonucopdara 80, ¢ pH npubnuszurensHo 6,0.

63. @apmaneBTUYECKUN COCTAB, COAEP KALIMN:

aHTuteno npotus IL-36R miau ero aHTUreHCBS3BIBAIOIHI (PPATMEHT,
coaep KalIui:

BapualebHYI0 00JacTh JIErKOH Memnu, ConepKameil aMUHOKHCIOTHY O
nocaenoBarenapbHocTh SEQ ID NO: 77; u BapuabenpHyro 001acTh TSKEJNON LEMH,
coneprKaie aMUHOKUCIOTHYIO nocienoBatenbHocTh SEQ ID NO: 87; unn

BapualeTbHYI0 00JIaCTh JIETKOH Henu, coaepxkameil aMUHOKUCIIOTHYEO
nocnenoBarenapHocTh SEQ ID NO: 80; u BapuabenbHy0 001aCTh TSKEJION LENH

2

coneprkalie aMUHOKUCIOTHYIO nocaenoBarenbHocTh SEQ ID NO: 89;
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IPU 3TOM COCTaB BKJIIOYAET B ceOsi: mpubau3uTenpbHo 60 Mr/mi aHTUTENa MPOTHB
IL-36R, npubnuszurenbHo 45 MM anerara, npubausurenspHo 150 MM caxapossl,
npubauszurenbHo 25 MM L-aprununa, npubnusurensHo 0,4 r/n nonucopdara 20, ¢ pH
npuOIU3UTENbHO 5,5.

64. @apmaleBTUUECKUN COCTAB, COAEPKALIUI:

aHTuTes1o npotus IL-36R miu ero aHTUreHCBA3bIBAKOM U (PPATMEHT,
coaep Kalui:

1. JETKYIO L[eTb, COAEP KAy aMUHOKHUCIOTHYIO MOCJIEeA0BATENbHOCTD,
obo3naueHHyw kak SEQ ID NO:118 u Tsskenyro 1enb, COAepKaIyo
AMHHOKHUCJIOTHYIO MOCIEN0BATENbHOCTb, 0003HaueHHY0 kak SEQ ID NO:125; unu

ii. JIETKYIO LieMb, COAep KAyl aMUHOKHUCIOTHYIO MOCIE0BATEIbHOCTD,
obo3naueHHy kak SEQ ID NO:118 u Tsiskenyro 1enb, CoOAep Kayro
AMUHOKHUCJIOTHYIO MOCIEN0BATEeNIbHOCTb, 0003HaueHHY0 kak SEQ ID NO:126; unu

1ii. JIETKYIO I[€Tb, CONEPIKALIYI0 aMUHOKHUCIOTHYIO MOCIEA0BATEIbHOCTD,
obo3nauenHyr kak SEQ ID NO:118 u Tsiskenyro 1enb, CoOAep Kayro
AMHHOKHUCJIOTHYIO MOCJIEN0BAaTeIbHOCTD, 0003HaueHHy0 kak SEQ ID NO:127;

IIPU 3TOM COCTaB BBIOPAH W3 PYIMIbI, BKJIOYAKOIEH B ceds:

L COCTaB, CONEpKALIUA OT NPUOIU3UTENbHO 20 MI/MJI 10 TPUOITUZUTEIBHO
150 mr/mn anturtena npotus IL-36R, npubnusurensno 40 MM ructunusa,
npubnusurenbuo 120 MM caxapossl, npubausutenabHo S0 MM L-aprunuHa,
npudansutenbHo S MM NaCl u npubausurensuo 1,0 r/n nonucopbara 20, ¢ pH
npubIu3uTENBHHO 6,0,

II.  cocraB, comepkamuii OT NpuOIU3UTETLHO 20 MI/MJT 10 TPUOIU3UTETHHO
150 mr/mn antutena npotus IL-36R, npubnusurensno 45 MM anerara,
npubauzurenbuo 150 MM caxapo3sbl, npubnusutenbuo 25 MM L-aprununa,
npubnusurensHo 0,4 v/n monucopbara 20, ¢ pH npubnusurensuo 5,5;

III. cocras, comepskamuii OT NPUOIU3UTETBHO 20 MI/MI 10 TPUOIU3UTENBHO
150 mr/mn anTutena npotus IL-36R, npubnusurensHo 45 MM anerar,
npubnauzutensro 180 MM caxapo3sl, mpuOIU3UTENbHO 25 MM rauUHHA,
npubmuszurensuo 0,4 r/n monucopbara 80, ¢ pH npubnusurensHo 5,5;

IV. coctas, cogepx)amuii oT npudiauzuteapbHo 20 Mr/mMi 10 IpUOIU3UTEIBHO
150 mr/mn antutena npotus IL-36R, npubnusurensHo 25 MM nutpara,
npubanzurenbuo 150 MM Tperano3sl, npuOnu3uTenbHo 25 MM MeTHOHHUHA,

npubnuszurensuo 0,2 r/n nonucopdara 20, ¢ pH npubnusurensHo 6,0;
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V. cocTaB, coaepx)amuii oT npubiau3uTeabHo 20 Mr/mi 10 mpuOIH3UTEIbHO
150 mr/mn anturtena nportus IL-36R, npubnusurensHo 25 MM ructunusa,
npubnuszurenbHo 160 MM caxapossl, npubanszurenbHo 20 MM MaHHHUTA,
npubauszurensbuo 0,2 r/n nonucopbara 20, ¢ pH npubnusurensHo 6,0;

VI. cocras, comepskamuii OT npuOIu3uTeIbHO 20 MI/MJ 10 TPUOIU3UTENBHO
150 mr/mn anturtena npotus IL-36R, npubnusurensHo 25 MM nutpara,
npubauzutenbHo 200 MM caxapo3sl, npubausurenbuo 0,4 r/n noaucopbara 80, ¢ pH
npuOIU3UTENBHO 6,5,

VII. cocTaB, coaepkamuii oT npudiau3uTeapHo 20 Mr/mMi 10 mpuOIU3UTEHHO
150 mr/mn anTutena npotus IL-36R, npubnusurensHo 45 MM arerara,
npubauzutenbao 150 MM caxapo3sbl, npubnusutenbuo 25 MM L-aprununa,
npubmuszurensuo 0,4 r/n monucopbara 20, ¢ pH npubnuzurensHo 5,5;

VIII. cocTaB, coaepxkamuii oT npudiIu3uTebHo 20 MI/Mi 10 MPUOTU3UTEIBHO
150 mr/mn antutena npotus IL-36R, npubnusurensHo 35 MM ructunusa,
npubauzurensro 180 MM Tperano3sl, mpubnusurenabno 25 MM L-aprununa,
npubauzurensuo 3 MM NaCl, npubnuszurensuo 0,4 r/1 nonucopdara 80, ¢ pH
npubnu3uTenspHo 6,0,

IX. cocras, conepsxamuit oT npubnuzuteapHo 20 Mr/mia 10 NpUOIU3UTENBHO
150 mr/mn anturtena nportus IL-36R, npubnusurensHo 25 MM anerar,
npudansutenpbHo 100 MM manuaut, npubausurensHo S0 MM NaCl, npubausurensHo
0,2 r/a nonucopbara 20, ¢ pH npubnusurenbuo 5,5; u

X. cocTaB, coaepikamuii oT npubIU3uTeIbHO 20 MI/MJT 10 MPUOIU3UTENBHO
150 mr/mn antutena npotus IL-36R, npubnusurensuo 20 MM cyknuHara,
npubauzutensuo 220 MM caxapossl, nmpubausurenbuo 0,1 r/n monucopbara 80, ¢ pH
npubau3uTenbHo 6,0,

65. dapmalneBTUYECKUN COCTAB, COAEP KALIMMN:

aHtuTeso mpoTuB IL-36R unu ero aHTUTeHCBSI3bIBAKO MU (PArMeHT,
coep KaIui:

BapruabenpHy0 00JIaCTh JIETKON IeNu, CoaepKalied aMUHOKHUCIOTHY IO
nocnenoBarenapbHocTs SEQ ID NO: 77; u BapuabenpHyr0 001acTh TSKEJNON LEMH,
coneprkalie aMUHOKUCIOTHYIO nocienoBatenbHocTh SEQ ID NO: 87; unn

BapruabenpHy0 00JIaCTh JIETKOH IeNu, coaeprKalield aMUHOKUCIOTHYIO
nocaenoBarenapbHocTs SEQ ID NO: 77; u BapuabenpHyro 001acTh TSKEJNON LEMH,

coleprkalie aMuHOKUCIOTHYI0 nocienoBaTenbHocTh SEQ ID NO: 88; unn
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BapruabenapHy0 00J1aCThb JIErKOH Ienu, copepKaliel aMUHOKHUCIOTHYIO
nocnenosaresbHOCTE SEQ ID NO: 77; u BapuabenbHy0 00JaCTh TSKEJIOH e,
coleprkalie aMuHOKUCIOTHYI0 nocienoBarenbHocTh SEQ ID NO: 89; unu

BapuabenbHYI0 00JacThb JIETKOH Lenu, coaepiKalieii aMUHOKHCIOTHYIO
nocaenosareabHocTs SEQ ID NO: 80; u BapuabenpHyo 001aCTh TSKEJION LEMNH,
conepikalieil aMUHOKHUCIOTHYIO nocnenosarenbHocTs SEQ ID NO: 87; unu

BapuabepHy0 00JIaCTh JIETKOW IeNH, COAepIKaLle aMUHOKUCIOTHYIO
nocaenosareabHocTs SEQ ID NO: 80; u BapuabenpHyro 001acTh TSKEJION LEMH,
coneprkame aMUHOKUCIOTHYIO nocaenoBaTenbHocTh SEQ ID NO: 88; unn

BapuabeapHy 00JIaCTh JIETKOW IeNu, COAepIKaleil aMIHOKHCIOTHYIO
nocaenosareapbHocTh SEQ ID NO: 80; u BapuabenpHyr0 001acTh TSKEJION LEMH,
coneprKame aMUHOKUCIOTHYIO nocaenoBarenbHocTh SEQ ID NO: 89;

IPU 3TOM COCTaB BBIOPAH W3 PYMIbI, BKJIOYAKOIEH B ceds:

L COCTaB, CONEpPKAUIUKA OT MPUOIU3UTENbHO 20 MI/MJI 1O MPUOTUZUTETBHO
150 mr/mn antutena npotus IL-36R, npubnusurensno 40 MM ructunusa,
npubauzurenbao 120 MM caxapo3ssl, npubnusutenbuo 50 MM L-aprununa,
npubmauzurenso S MM NaCl u npubausurensuo 1,0 r/n nonucop0dara 20, ¢ pH
npubauzurensbHo 6,0,

II.  cocras, comgepkamuii ot npubIU3uTEILHO 20 MI/MJI 10 TPUOIU3UTEIBHO
150 mr/mn anturena npotus IL-36R, npubnusurensHo 45 MM anerara,
npudansurenbHo 150 MM caxapossl, npubausutenabHo 25 MM L-aprunusa,
npubnusurensHo 0,4 r/n nonucopbara 20, ¢ pH npubnuszurensho 5,5;

III. cocras, comepskamuii OT MpuOIU3UTETBLHO 20 MI/MJ 10 TPUOIU3UTENTBHO
150 mr/mn anturtena npotus IL-36R, npubnusurensHo 45 MM anerar,
npubauzurensbro 180 MM caxapo3sl, mpuOIM3UTENbHO 25 MM rIuLHHA,
npubnusurensHo 0,4 v/n monucopbara 80, ¢ pH npubnusurensuo 5,5;

IV. coctaB, copepxkamuii o npudiau3uTe b0 20 Mr/Mi 10 MPUOIU3UTETBHO
150 mr/mn antutena npotus IL-36R, mpubnusurensHo 25 MM nutpara,
npubmauzutensao 150 MM Tperano3sl, npuOIU3UTENbHO 25 MM METHOHHUHA,
npubnusurensHo 0,2 v/n monmucopbara 20, ¢ pH npubnusurensuo 6,0;

V. cocTas, coaepx)amuii oT npubiau3uTeapHo 20 Mr/mMi 10 mpuOIU3UTEIBHO
150 mr/mn antutena npotus IL-36R, npubnusurensHo 25 MM ructunusa,
npubauzurensbuo 160 MM caxapossl, mpubauszurenbao 20 MM MaHHHUTA,

npubnuszurensuo 0,2 r/n nonucopdara 20, ¢ pH npubnusurensHo 6,0;
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VI. coctas, coaepxkamuii oT npubiau3uTeabHo 20 Mr/mMi 10 mpuOIH3UTEIBHO
150 mr/mn antutena npotus IL-36R, npubnausurensHo 25 MM nutpara,
npubauszurensbo 200 MM caxapossl, npubauszurenbuo 0,4 r/n nonucopdara 80, ¢ pH
npubIU3UTENBHO 6,5,

VII. coctas, conepskamuii oT npubnauauteapHo 20 Mr/Mi 10 npubIU3UTETHHO
150 mr/mn antutena npotus IL-36R, npubnusurensHo 45 MM arerara,
npubauzutenbuo 150 MM caxaposbl, npubnusutenbuo 25 MM L-aprununa,
npubauszurensuo 0,4 r/n monucopbara 20, ¢ pH npubnuzurensHo 5,5;

VIII. cocTaB, coaepkamuii oT npudiau3uTeabHo 20 Mr/mMi 10 mpuOIU3UTENHHO
150 mr/mn antutena npotus IL-36R, npubnusurensHo 35 MM ructunusa,
npubauzurensrHo 180 MM Tperano3sl, nmpubnusureabHo 25 MM L-aprununa,
npubmauzutenso 3 MM NaCl, npubnusurensuo 0,4 r/1 monucopdara 80, ¢ pH
npubnusurensHo 6,0,

IX. coctaB, copepx)amuii oT npudIu3uTeTbHO 20 MI/MJ 10 MPUOTU3UTEIBHO
150 mr/mn antutena nportus IL-36R, npubnusurensrno 25 MM anerar,
npubmauzurenbao 100 MM manuut, npudnusutensHo 50 MM NaCl, npubauzurenbHO
0,2 r/n nmonucop6bara 20, ¢ pH npubnuszurenvHo 5,5; u

X. cocTaB, coaepKamui oT npubau3uTeIpHO 20 MI/mMi1 10 TpUOIU3UTEIBHO
150 mr/mn anturtena nportus IL-36R, npubnusurensno 20 MM cykuuHara,
npudnusurenbHo 220 MM caxapo3sl, npudausutenasHo 0,1 r/n monucopbara 80, ¢ pH
npubanu3uTenbHo 6,0.

[00087] B onmHOM BapuaHTe OCYIIECTBIEHHS, OTHOCSIIEMCS K JHOOOMYy u3
NEePBOrO MJIM BTOPOTO ACTEKTOB, COCTaB COAEPXKUT OT MpuOIU3uTenbHo 20 Mr/mi 1o
npubauzutenbao 150 mr/mn anturena nporuB IL-36R, nmpubnusurenpno 40 MM
rucTUnnHA, mnpubnausutensHo 120 MM  caxapos3sl, npubnusurenbHo 50 MM L-
apruHuHa, npudnausutenpbHo S MM NaCl u npubnusurensHo 1,0 r/n nmonucopdara 20,
¢ pH npubnusurensHo 6,0; rae antuteno npotus IL-36R cocrout u3 BapuabenpHON
obyiacTu JeTKOH Liemu, cojepikalleil aMHHOKUCIOTHYI0 nocienosatenbHocTs SEQ ID
NO: 80; u BapualenpHyr 00JaCTh TSKEIOH LENU, COAepiKaleil aMHHOKHCIOTHYIO
nocnenosarenbHocTe SEQ ID NO: 87. B cBsi3aHHOM BapuaHTe OCYILECTBJIEHHUs COCTaB
cogepxut 20 Mr/min aHTUTena. B CBjI3aHHOM BapuaHTE OCYLIECTBIEHHS COCTaB
cogepxut 150 wmr/mn antutena. B agpyrom BapuaHTe OCYINECTBJIIEHHUS COCTaB
comepxkuT oT nmpubausurenbHo 20 mr/ma go npubnuszurenpHo 150 Mr/ma a"TuTeNna

npotuB IL-36R, mnpubnusurensHo 45 MM aunerara, npubnausutrenpHo 150 MM
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caxapospl, mnpubnmsurenpHo 25 MM L-aprununa, mnpubnusutensHo 0,4 r1/n
nonucopbara 20, ¢ pH npubnusurensHo 5,5; rae antureno npotus IL-36R cocrout u3
BapuabenpHOM  oOjacTu  Jerkoil  uemu,  cojepikamed  aMUHOKHUCIOTHYIO
nocnenoBarenbHOCTh SEQ ID NO: 80; u BapmabOenbHyr0 00JacTh TSKEJOW MLemnu,
colepikamel aMUHOKUCIOTHYI mnocienoBarenbHocTh SEQ ID NO: 87. B cBsizanHOM
BAPUAHTE OCYLIECTBICHUS COCTaB coaepxkuT 20 Mr/mja aHTuTena. B CBsi3aHHOM
BapHaHTE OCYIIECTBJIEHUs COCTAB coaep Ut 150 mMr/mi aHTUTENA.

[00088] B onmHOM BapuaHTe OCYILIECTBJIEHHS, OTHOCSIEMCS K JOOOMYy u3
NEPBOrO HJIM BTOPOTO ACTEKTOB, COCTaB COAEPXKHUT OT MpuOIU3uTenbHo 20 Mr/miu no
npubmauzutenbao 150 mr/mn anturena nporuB IL-36R, nmpubnusurenprno 40 MM
rucTUnnHA, mnpubnausutensHo 120 MM caxapos3sl, npubnusureabHo 50 MM L-
apruHuHa, npudnausutenpbHo 5 MM NaCl u npubnusurensHo 1,0 r/n nmonucopdara 20,
¢ pH npubnusurensHo 6,0; rae antuteno npotus IL-36R cocrout n3 BapuabenbHOI
obyiacTu NerKo¥ Lemu, coaepskalleil aMHHOKUCIOTHYI0 nocienosatenbHocTs SEQ ID
NO: 80; u BapuabenbHyI0 0OJIACTH TSKEJOHN IENH, COAepIKaleld aMUHOKHCIOTHYIO
nocnenosarenbHocTe SEQ ID NO: 89. B cBA3aHHOM BapuaHTe OCYILECTBIECHHUS COCTAB
cogepxut 20 Mr/min aHTUTena. B CBjI3aHHOM BapuaHTE OCYLIECTBIEHHS COCTaB
cogepxut 150 wmr/mn antutena. B apyrom BapuaHTe OCYINECTBJIEHHUS COCTaB
comepkuT ot npudbnuzureapHo 20 mr/mn go npubnusurenbHo 150 mr/mn anTHUTENa
npotuB IL-36R, mnpubnusurenpno 45 MM anerara, npubnusutenspbno 150 MM
caxaposbl, mnpubmusurensHo 25 MM L-aprununa, mnpubnusutensHo 0,4 r/n
noaucopOara 20, ¢ pH npubnusutenbHo 5,5; rae antuteno npotus IL-36R cocTtout u3
BapuabenpHOW  oOjacTH  Jerkod  wemw,  coAepiKamed  aMUHOKHCJIOTHYIO
nocaenosareapHocTs SEQ ID NO: 80; u BapuabenbHyr 00JacCTh TSKEJIOW IIEMNH,
coneprkame aMMHOKUCTOTHYI0 nocaenoarenbHocTh SEQ ID NO: 89. B cBsizanHOM
BapHaHTE OCYINECTBJIEHUs cocTaB conxepxkut 20 Mr/mja adTureja. B CBs3aHHOM
BapHaHTE OCYIIECTBJIEHUS COCTaB coaepkut 150 mMr/mi aHTuTeNA.

[00089] B onxHOM BapuaHTe OCYUIECTBJIEHHS, OTHOCSIIEMCS K JoOOMYy Wu3
NEePBOrO HJIM BTOPOTO ACTEKTOB, COCTaB COAEPKHUT OT MpuUOIU3uTEeNnbHO 20 Mr/mMiu 1o
npubmauzutensao 150 mr/mn anturena nporuB IL-36R, nmpubmmusurenprno 40 MM
rucTunnHa, npubnusutensHo 120 MM  caxapos3sl, npubnusurenbHo 50 MM L-
apruHuHa, npudnausutenpsHo 5 MM NaCl u npubnusurensHo 1,0 r/n nmonucopodara 20,
¢ pH nmpubnusurensuo 6,0; rae antuteno npotus IL-36R cocTrout w3 nmerkoi wemnw,

conepskameil aMHHOKHUCJIOTHYIO TOCJENOBAaTEIbHOCTh, 0OO3HaueHHyr kak SEQ ID
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NO:118 u Tskenyr Lenb, COAEPNKAIMMYK aMHUHOKHUCIOTHYIO TNOCJIEIO0BATENbHOCTD,
o6o3HaueHHyo kak SEQ ID NO:125. B cBA3aHHOM BapuaHTe OCYLIECTBJIEHHS COCTaB
cogepxkuT 20 Mr/mn aHTUTena. B CBjI3aHHOM BapuaHTE OCYLIECTBIEHHUS COCTaB
comepxut 150 wmr/mn aHtuTena. B napyrom BapuaHTe OCYLIECTBJICHHS COCTaB
comepkuT oT nmpubauzurenbHo 20 mr/ma go npubausurenbHo 150 Mr/ma anTuTena
npotuB IL-36R, npubnusurenpHo 45 MM anerara, npubnusurenpbno 150 MM
caxapospl, mnpubnuutenpbHo 25 MM L-aprununa, mnpubnusurtensHo 0,4 r/n
nonucopdara 20, ¢ pH npubnusutenbHo 5,5; roe antuteno npotus IL-36R cocTtout u3
JETKOW LemHu, Coaeprkalleldl aMHHOKHCIOTHYIO IMOCJIEeI0BATEIbHOCTh, 0003HAUYCHHYIO
kak SEQ ID NO:118 wu Tskenyw 1emnb, COAEPKAIMMYK aMHUHOKHUCJIOTHYIO
MOCJIeIOBATENbHOCTh, 0003HaueHHy0 kak SEQ ID NO:125. B cBsi3aHHOM BapHaHTe
OCYIIECTBJIEHUs] COcTaB coaepxkut 20 Mr/mi aHTuTeNna. B CBS3aHHOM BapuaHTe
OCYIIECTBJICHUS COCTaB comepxkut 150 Mr/mn aHTUTENA.

[00090] B oxmHOM BapuaHTe OCYUIECTBJICHHS, OTHOCSIEMCS K JOOOMYy U3
NEePBOrO MJIM BTOPOTO ACTEKTOB, COCTAB COAEPXKHUT OT MpuUOIuU3uTenbHo 20 mMr/mia no
npubmauzutenbao 150 mr/mn anturena nporusB IL-36R, npubmmusurenprno 40 MM
rucTunuHa, npubnusutensHo 120 MM  caxapossl, npubnusurenbHo 50 MM L-
apruHuHa, npubnusurensHo 5 MM NaCl u npubnusurensHo 1,0 r/n nonucopOdara 20,
¢ pH nmpubnusurensuo 6,0; rae antuteno nporus IL-36R cocTout u3 nmerkoi uemnw,
coaepkalel aMUHOKUCIOTHYIO TMOCJIeA0BaTENbHOCTh, OOo3HaueHHyto kak SEQ ID
NO:118 u TsKenyw Lenb, COXepkKaUlyld aMUHOKHCIOTHYK IOCJIeI0BAaTEIbHOCTD,
obo3naueHHyw kak SEQ ID NO:127. B ¢BsA3aHHOM BapuaHTe OCYILIECTBJIEHHS COCTAB
cogepxkuT 20 Mr/min aHTUTena. B CBA3aHHOM BapUaHTE OCYLIECTBJIEHHS COCTaB
comepxkut 150 wmr/mn anTtuTena. B apyrom BapuaHTE OCYIIECTBJEHHUS COCTaB
comepkuT oT npubnuzutreapHo 20 mr/mn go npubnusurenbHo 150 mr/mn anTUTENA
npotuB [L-36R, mnpubnusutensHo 45 MM anerara, npubiausutenbHo 150 MM
caxapospl, mnpubnmurenpbHo 25 MM L-aprununa, mnpubnmsutensHo 0,4 r1/n
nonucopbara 20, ¢ pH npubnusurensHo 5,5; rane anturteno npotus IL-36R cocTrout u3
JErKOW Lemu, coaepikaleld aMHHOKHCIOTHYIO IMOCJIEeAOBATEIbHOCTh, 0003HAUYCHHYIO
kak SEQ ID NO:118 wu Tskenyw 1enb, COAEPKAMYK aMUHOKHUCIOTHYIO
noCJen0BaTeabHOCTh, 0003HaueHHY0 kKak SEQ ID NO:127. B cBsizaHHOM BapuaHTe
OCYIIECTBJICHUs] cOocTaB coxepxkut 20 Mr/mn aHThtena. B CBS3aHHOM BapHaHTeE

OCYIIECTBJICHUS COCTaB comepxkut 150 Mr/mi aHTuTeNA.
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[00091] B oxHOM BapuaHTe OCYLIECTBJIEHHS, OTHOCSMEMCS K JOOOMYy u3
NEePBOrO MJIM BTOPOTO aCHEKTOB, COCTaB COAEPIKUT OT NMpuOmusutenpHo 20 mMr/mia 1o
npubnauzutenbHo 150 mr/mn anturena nporusB IL-36R, npubnusurenpno 25 MM
uutpata u npudnusurenbHo 0,4 r/n monucopbara 20, ¢ pH npubnusurensHo 6,5; rue
antuteno npotuB IL-36R cocTouT M3 nerkoi uenu, coaeprkaiieidl aMHUHOKUCIOTHYIO
MOCJIeI0OBATENbHOCTh, OOO03HaueHHyr0 kak SEQ ID NO:118 wu Tskenyw 1erb,
COIEepIKAIY aMUHOKHCIOTHYIK MOCJEN0BaTEIbHOCTh, 0003HaueHHY0 kak SEQ ID
NO:127. B npyrom BapuaHTe OCYIIECTBJIEHHUS COCTAB COHAEPKUT OT MPHUOIU3UTETBHO
20 mr/ma po npubnusutenapbHo 150 mr/mu anturena npotus IL-36R, mpubauzurenbHo
25 MM nurpara u npudnusurensuo 0,4 r/n monucopdara 20, ¢ pH nmpubnusurenpHO
6,5; roe antureno npotus IL-36R cocTout u3 BapuabGenbHON 00JacTH JIETKOH IeMH,

conmeprkamie AaMHHOKHUCIOTHYH mnocienosatenbHocTs SEQ ID  NO:  80;

2

u
BapuabenbHy0  00JacTh  TSIKEJNOH  Lemu,  cofepkaileil  aMHHOKHCJIOTHYIO
nociaenopareabHocTh SEQ ID NO: 89.

[00092] B TpeTbeM acmekTe HacTosAllee u300peTeHHe oOecrednBaeT
dbapmManeBTUUECKUN MPOAYKT, BKJIIOYAKMIUA B ceds (IAaKOH HIM IMIPUL, HIH
yCTPOHCTBO (HAMpUMeEp, AaBTOMATHYECKUH WHBEKTOP WU MPUCTOCOONeHHEe s
0e30macHOCTU WIJbl), coaepkamue (apMaLeBTHYECKUH COCTaB MO TMEPBOMY HIIU
BTOPOMY aCIeKTy B COOTBETCTBHHM C HACTOSLIUM u3oOpeTeHueM. B BapuaHTe
OCYIIECTBJICHUSI, OTHOCSAINEMCS K 3TOMY AacmlekTy, (apManeBTUYECKUHl MPOAYKT
COZIEPKUT MPEeNBapUTEIbHO COOpaHHOE HHBEKIMOHHOE YCTPOMCTBO, coaepiKaliee
mmnpun (LMIPUL, COAepsKaInui (papMaleBTUUYECKUNH COCTAB) MO MEPBOMY HUJIH BTOPOMY
aCIeKTy B COOTBETCTBHH C HACTOSIIMM H300peTeHHeM. B CBSI3aHHOM BapHaHTE
OCYLIECTBJICHHUSI,  MpPEIBaApPUTEIbHO  COOpaHHOE  HMHBEKIHOHHOE  YCTPOWCTBO
npencTaBiasieT CoOOH aBTOMAaTHYECKHW WHBEKTOP WM MPUCIOCOONeHHEe st
0€30TacHOCTH HIJIBI.

[00093] B onHOM BapuaHTe OCYIIECTBJEHUS, OTHOCSILIEMCS K TPEThbEMY
aCMeKTy, YyKa3aHHOE «IpeIBapUTENbHO COOpaHHOE HWHBEKIIMOHHOE YCTPOUCTBOY
npeacTaBiasier COOOW WIM MIMPHUIl CO INITOKOM TMOPINHS ¥ (JAaHIEM IJs Maibla,
npucrnocoOnerne st 0e30MacHOCTH HWIJIBl, HWJIH aBTOMAaTHYECKHH HHBEKTOP.
IIpucnocobnenue nyis 6€30MaCHOCTH UIJIbI 00€CIeYMBAeT MEXAaHHU3M 3aLUThl UIJIbI,
KOTOPBbI TpPU AKTUBALMH WJIH HHBEKUHH OTBOAUT WLy OT MeCTa HHBEKIUH.
Hanpumep, mnpucnocobieHue s 0€30MaCHOCTH WIJIbI MOXKET MPUBOIMTHCS B

nelcTBUE MPYXKUHON. ABTOMaTHYECKUNH HHBEKTOP MPEACTaBIsieT cOOOH MEAULIMHCKOE
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yCTPOMCTBO, NpeAHAa3HAYE€HHOE AJIs JOCTaBKM OJHOMN A03bl JIEKaPCTBEHHOI'O CPEICTBA,
B OCOOEHHOCTH, HHBEKUHMOHHOro mnpenapara. Ilnpuusl, npucnocobneHus s
0€30MacHOCTH MIJIBI U aBTOMATHYECKHE HHBEKTOPBI M30aBIAIOT OT HEOOXOJMMOCTHU
NEePEHOCHUTD JIEKapCTBO U3 (JIaKOHA B YCTPONCTBO IJI MHBEKLUMI — CTaaANHU, KOTOpas
SABJISIETCS TPYAOEMKOW, YacTO TPYIHOM U CONPSKEHHOW C OCOOBIMH pHCKAMHU
(Hampumep, 3apa’keHHeM WJIHd HENPaBUJIbHOW JO3UPOBKOW). ABTOMAaTHYECKHE
UHBEKTOPbI U MPHUCIOCOONeHHs i1 0€30MacHOCTH UTJIbl MPOCTHI B UCTIOJIB30BAHUHU U
npefHa3HaueHbl [JisI CaMOCTOSITEJIbHOTO BBEAEHUS TMalUeHTaMU UJIU BBEJCHUS
HEOOYYEHHBIM MEPCOHAIOM. ABTOMATUYECKHE WHBEKTOPHl MMEIOT BBIABUKHYIO HIJIY
UIW Urdy, KOTopas 3alluleHa cheuualbHbIM KosmnadkoM. Ilo cpaBHeHHIO cO
INpUIaMH OHU Oosiee yaoOHBI B OOpalleHMH U, TaKUM 00pa3oM, CHIIKAKT PHUCK
TPaBM MJIM 3apa>k€HUsl, 4TO JAeJaeT UX MPUTOJHBIMHU AJis UCIOJb30BAaHUSA B JOMAIIHUX
yCIIOBUSIX.

[00094] ABTOMAaTH4YECKHE UHBEKTOPBI JOMOJHUTEIBHO MOMOTAKT MPEOAOJETh
KosneOaHus, YacTO CBSI3aHHBIE C CAMOCTOSATEJIbHBIM BBEJCHHEM YyCTPOHCTBA IS

JOCTaBKHU JICKAapCTBECHHBIX CPEACTB, UMCHOIIECTO uriy, u TaKUM O6p330M,

,
o0ecrneynBarT MOBBIIIEHHOE COOJIIOACHUE MAalMeHTOM peXHUMa U CXEMbl JIeUEeHUs,
4YTO, B CBOKO OYepenb, o0ecredunBaeT peryJsipHbIA MpUeM JIeKap CTBEHHOI'O CPeICTBa B
COOTBETCTBUU C TMPEANHCAHHBIM PEXHUMOM JAO3UPOBAHUS, TEM CaMbIM YBEJIUYHUBAs
BEPOSATHOCTb TEPANEBTUYECKOro ycmexa. DTO OCOOEHHO Ba’XKHO B TePAaNEBTHYECKUX
cxeMax, KOTopble TpeOYIOT MOBTOPHOTO JICYEHHs, KaK B CIy4ae MHOTHX XPOHHUYECKHX
3a00NeBaHU, TAaKUX KaK ayTOMMMYHHbIe 3a00JieBaHUS HJIM MHOTHUX THIIOB paka,
KOTOpPbI€ U3-3a TApPreTHOW Tepamuu TNepexonsiT B XPOHUUYECKYIO WJIH T[OYTHU
XPOHHUYECKYIO0 hopmy.

[00095] Kpowme Toro, mpu Takux MOKa3aHHUSIX OCOOEHHO OJArOMPHUSATHO, €CIU
MAalMEeHT MOXET JieduTh cebs caM JomMa, Kak B Cliydae ¢ aBTOMAaTHUYECKUMU
UHBEKTOPAMHU M MPUCIOCOONIEHUSIMU ISl 0€30MacHOCTH UrJibl. JledeHHe B JTOMAIIHUX
YCJIOBUSIX JOMOJHUTEIBHO CHUKAET 3aTPAThl HA TEPAMHUIO U YBEIUYUBAET COOIOIEHUE
MalMeHTOM peXHUMa JIEUYEHUs], TOCKOJbKY TMalUeHTaM He HYXHO TOCelaTh
MEIUIUHCKUHN MepCOHAN KaXXIbli pa3, KOTAa PEeXUM JO3UPOBaHUS TpeOyeT MOCTaBKH
JekapcTBa. B OomHOM  BapuaHTe OCYUIECTBJIEHHS HW300peTeHUs  yKa3aHHBIN
ABTOMATUYECKUI HMHBEKTOP OTHOCHUTCS K TUMNY MOANPYXKUHEHHOro mmpuua. Takoi
TUI COAEPXUT MOANPYKUHEHHYIO WIJy, COEIMHEHHYK CcO wwnpuueM. B npyrom

BapUAaHTE OCYILICCTBJIICHUA YKaSaHHbeI aBTOMaTHUYECKHUH HUHBECKTOP OTHOCHUTCSA K TUITY
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ra3oCcTpyHHOrO aBTOMAaTHYECKOro HHBbeKkTopa. llocmennmit coxmepxut OamyioH co
CXKATBIM Ta3oM H 3alyCKaeT TOHKYI CTPYK JKUIKOCTH Yepe3 KOxXy 0e3
UCIIOJIb30BAHUS UTJIBl. JTO UMEET TO MPEUMYLIECTBO, UTO aBTOMATUUYECKUI HHBEKTOP
MO’KeT OBITh TOBTOPHO 3arpy’kKeH, U MOXKHO HUCIOJIb30BATh MHOKECTBO PA3JIUYHBIX 103
WIN pPa3JU4YHBIX JIeKapcTB. B 1OpyroMm BapuaHTe OCYINECTBJIEHUS H300peTeHUs
yKa3aHHOE IpeIBapUTEIbHO COOpaHHOE WHBEKIMOHHOE YCTPOWCTBO BBIOpAaHO U3
IpYNNbL, BKJIKOYaroImed B ceOs OOBIYHBIA aBTOMATHYECKHH WHBEKTOp, W/ MU
BJIAJKHBINH/CYXOil aBTOMAaTHYECKUN HHBEKTOP.

[00096] OOBIYHBII aBTOMATUYECKHI HHBEKTOP COAEPKHUT MMNpULl (LIIpUL,
3aMOJHEHHBbINH (apMameBTHYECKUM COCTABOM), KaK YKa3aHO BBIIIE, H MOXET ObITh
UCIIOJb30BAaH I HEMOCPEACTBEHHOrO BBEAEHHs. BakHbII/CyxOi aBTOMAaTHYECKHH
UHBEKTOP (Takke Ha3bIBa€MbIil «aBTOMaTH4Yeckuii HHBEeKTOp Liquid Dry» wnnm
«aBTOMATHYECKUH HHBEKTOP C JABYMs KaMepaMu») TMpPEACTaBiIsieT CcoOoi
IBYXKaMEpHBIN aBTOMATUYECKHUHI UHBEKTOP, KOTOpPBIN YIAEPIKUBAET
dapManeBTHUECKUH COCTAB WMJIM €r0 aKTUBHBIH KOMIIOHEHT, Pa3MEIIeHHbIH B CYXOH
KaMepe B CyXOM, cTa0OuibHOM BHAe (Hampumep, JHOPHIN3UPOBAHHBIM) OO €ro
ucrionb3oBaHusa. Ilepen BBeneHuem (apMauleBTHYECKHNH COCTAaB HJIM €ro aKTUBHBIN
KOMIIOHEHT BOCCTAaHaBJMBAIOT NyTEM IepeHOCAa BO BTOPYIO KaMepy («BIAXKHYIO
KaMepy»), COAEp)KalIlyl pacTBOPUTENb, HJINM PACTBOPUTEIb U3 BTOPOH KaMepbl
NEePEeHOCAT B MNepBYH kamepy. Jliasd yka3aHHOW Leiu cyxas Kamepa, COoAepsKauas
TBEPAbIH MOPOIIOK JIEKAPCTBEHHOI'O CPEACTBA, MOXKET, HApUMEpP, TaKXkKe COIEpPKaTb
o0beM BO3AyXa HWIM JPYroro rasa, KOTOPBIH 3aMEHSIETCS PacCTBOPHUTENIEM IpH
BOCCTAHOBJICHUU (papMaIeBTUYECKOr0 COCTABA MJIM €r0 aKTUBHOT'O KOMIIOHEHTA.

[00097] IlpeamodTUTENBHO aBTOMATUYECKUN HHBEKTOP SIBJISIETCA
OJHOPA30BbIM ABTOMATHYECKMM HHBEKTOPOM M IpeAHA3HA4YEH [UIsi OAHOKPATHOTIO
npumeHeHusi. [loaxoasuiue  aBTOMaTUYECKHE  HHBEKTOPBI, KOTOpPbIE  MOXHO
UCIIOJb30BaTh B KOHTEKCTE HACTOSINEr0o H300pETeHHUs, BKJIOYAIT aBTOMATHYECKHE
UHBEKTOPHI Mpou3BOAUMBIe kommanueld Ypsomed. K HuUM OTHOCATCS OOHOIO30BBIE
yCTpONCTBa, Takue Kak TMPOAYKTH, IMpoAaBaeMble TIOJA TOProBbIMH MapKaMH
«LyoTwisty, «YpsoMate», «YpsolJect» u «VarioJect». B omgHOM BapuaHTe
OCYINECTBJICHUs BHEIIHSAs 00OOJo4Yka(M) aBTOMAaTHYECKOTrO HHBEKTOpa paszpaboraHa
TaK, 4TOOBI MOBBICUTh MPOCTOTY MCIIOJNB30BAHUS U O€30MaCHOCTD AJISI MTOJb30BATENS .

[00098] J[lpyrue npuUroHblE aBTOMAaTHYECKHE HMHBEKTOPBI, KOTOpPbIE€ MOTYT

OBITH NPpUMEHEHBI B KOHTECKCTE HACTOALIECTO I/1306peTeHI/I$I BKJIOYAaKOT aBTOMATHYECCKHUEC
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UHBEKTOPBI, u3roraBiauaemble kommnaHueir SHL. K HuUM OTHOCATCS NDpPOAYKTHI,
npopaBaeMble mox TOproBbiMu MapkamMu  «Molly™y «DAI™y, «DAI™-RNSy,
«DAI™-Ry», «SDI MIX+NIT™y «VSDI™y «PSDI™y «Naisa™y» u «DCP™
(OEM)».

[00099] Eume ogHUM NpeAnoOuYTHUTENbHBIM THIIOM aBTOMAaTHYECKOTO WHBEKTOpa
saisiercss Physioject™ oOnHOpPa3OBBI aBTOMATHYECKUI HHBEKTOpP, MPOU3BOIUMBINM
¢upmoii Becton Dickinson. 3TOT aBTOMaTHYeCKUW HWHBEKTOpP OOBIYHOrO THIIA
COIEPIKUT TPEIBAPUTENbHO 3aINOJHEHHbIE MMMNPHULBI 00beMOM 1-2 MJI ¢ MOAKOKHOU
UTJION, OH MPOCT B cOopke (2 cOOPOUYHBIX KOMIIOHEHTA), IPOYEH, HMeeT OOJIbIIOE OKHO
171 BU3YJIBHOTO KOHTPOJISI U 3aIIUTY OT BCKPBITHS.

[000100] Hpyroii mnOpeanmoYTUTENbHBIM THUN aBTOMAaTUYECKOTO HHBEKTOpPA

npeacrtasisier coboii BD™ Liquid Dry Injector™, mpousBomumsiii ¢pupmoii Becton

)
Dickinson™. JlaHHBIM aBTOMAaTHYECKUN WHBEKTOP BJIAXKHOTO/CYXOTO THUIMA MO3BOJISIET
NALUEHTy BOCCTAHOBHUTH U BBECTH JUODMIN3NPOBAHHBIN (papMalleBTUYECKUN COCTAB B
COOTBETCTBHM C  HACTOSIUM  wH300pereHueM, wusderas HEOOXOAMMOCTH B
UCIIOJb30BAHNUU (PJIAKOHOB M HITIPULIEB.

[000101] HApyrumu noAXOASIIMMU aBTOMAaTUYECKUMHU HHBEKTOPAMHU SIBJISIOTCS
uHbekTop ASITMauto™ wu opHopasosbiil aBToMaTudeckuit uHbekTOp OTSTM™,
npenocrtabieHHeii  ¢upmoii  Bespaklnjectables™, aBromMaTHyeckuii  UHBEKTOP
SafeClick™, mpenocraBnennbiii ¢pupmoii Aqueo Future Injection technologies™ wu
SafeClick™— Lyo and SafeClick™-— Visco, mnpemoctaBieHHbI ¢upmoii Future
Injection Technology™. OgHaKO 3TOT CHUCOK HE SIBJISIETCS OTPAHUYHBAIOIIH M.

[000102] IIpenmoyTUTENBHO MPUCIOCOOIEHUSIMH JJIsi 0€30MaCHOCTHU HTJIbI
npeacTaBisieT co00N OOHOPA30BOE MPEAOXPAHUTEIBHOE YCTPOUCTBO JISI MTJIBI JJIS
OJTHOPA30BOTO HCMONb30Banus. [Togxoasuiee npucnocodieHne 1t 6€30MacCHOCTH
UTJIBI, KOTOPOE€ MOJKHO HCITOJIb30BATh B KOHTEKCTE HACTOSIIEro H300peTeHus,
BKJIFOYAET MPUCTIOCOOIeHUs AIsi 0€30MaCHOCTH UIJIBI, IPOU3BOAUMBIE GUPMOTt
Nemera. K HUM OTHOCSTCSA OAHOAO30BBIE YCTPONCTBA, TAKUE KAK YCTPONUCTBO
naccuBHOI GesomacuocTn Safe’n’Sound®.

[000103] B onHOM BapuaHTe OCYIIECTBJEHHUs B COOTBETCTBUM C HACTOSALUM
nzo0pereHuem, oTHocsmemcs: k Nemeras Safe’n’ Sound®, nanuBunyanpHas
HACTPOMNKa IITOKA MOPIIHS U (piraHLa majplia ynpollaeT UCIOIb30BaHUE IS

MMOJB30BATECIIA.
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[000104] Jpyrue nogxonsiue yCTPOWCTBA NACCUBHON 0€30MaCHOCTH HIIBI,
KOTOpPbIE MOTYT OBbITh UCIIOJB30BAHbI B KOHTEKCTE HACTOSLIETO U300peTeHU,
BkrouaoT BD Preventis' ™ uau BD Ultrasafe™, npoussoaumbie pupmoit BD.

[000105] Hpyrue mnpucnocobieHus s [acCUBHOW O€30MaCHOCTH  HIJIbI
nocTymHbl, Hanpumep, ot Biocorp Newguard ™ wnin Owen Mumford Unisafe™.

[000106] IlpeamoututenapHO mnpucnocobaeHne ansi  Oe30MaCHOCTH  UIJIBI
npencTapisieT cobOil OMHOpPAa30BOE MPHUCIOCOOEeHHE sl 0e30MacHOCTH HWIJIbl U
npeaHa3HauYeHo IJIsi OJAHOKpaTHOro mpumeHenus. [lonxonsimee npucrnocoOieHune s
0€e30MacHOCTH UIJIbl, KOTOPOE€ MOXHO HCIOJb30BaTh B KOHTEKCTE HACTOSLIETO
U300peTeHus], BKJIIOYAET MPUCIOCOONeHne A O0€30MaCHOCTH HIJIBbI, MPOU3BOAHUMOE
dupmoii Nemera. K HUM OTHOCSATCSI OJJHOIO30BbIE€ YCTPOWCTBA B KAYECTBE YCTPOICTBA
maccuBHOM  sammtel  Safe’n’Sound®. B omHOM  BapHMaHTe  OCYLIECTBICHHS,
npucrnocodnenne ans  OesomacHocTu uriael  Nemeras Safe’n’Sound® wumeer
MOIU(PUIIMPOBAHHBIN ITOK MOpPIIHS w/win (aHen AJs maibia, 4ToObl OOJNerYuTh
UCIIOJIb30BaHUE B OO paleHnue JIsl TOJIb30BATENS .

[000107] Hpyrue moaxonsmue NpUCnocoONeHus I MaCCUBHONW 0€30MacHOCTH
UTJIBI, KOTOPbIE MOTYT OBITh MCIOJB30BaHbl B KOHTEKCTE HACTOSIIEro M300peTeHus,
Brr0uaoT BD Previentis' ™ mau BD Ultrasafe™™, mpoussogumeie gpupmoii BD.

[000108] [Hpyrue mpucrnocoOieHus g NacCCUBHON O€30MacCHOCTU  HUIJIbI
nocTymHbI, Hanpumep, ot Biocorp Newguard ™ unn Owen Mumford Unisafe™™.

[000109] B nmpyrom BapuaHTe OCYLIECTBJIEHUsS H300pETeHUs, OTHOCSIIEMCS K
TPEThEMY aCNEeKTy, HHBEKIIMOHHOE YCTPOHCTBO MPEACTaBIsIeT COOOH MpeaBapUTEIbHO
3aMOJIHEHHBbIH mnpul win cuperry. Cuperra npexncraBisieT coOoOi yCTPOHCTBO IJis
BBEIEHHS KUAKOCTHU depe3 uriy. OHO MOX0kKe Ha IIMPUL, 32 HCKJIIYEHHEM TOTO, YTO
y HEero ecThb 3aKpbiTas rudkas TpyOka BMecTO )ecTKoH TpyOku u mopiussi. [loHsATHE
«IpeaBapUTENbHO 3aMOJHEHHBIN wWnpumy He TpelOyeT mosicHeHuil. IlpenBapuTenspHO
3aMOJHEHHbIE IINPHULBl HMEIT MHOTO MPEUMYLIECTB HApsAAy € aBTOMAaTHYECKHUMH
uHbeKkTOpaMu. Kak u aBTOMaTHYeCKUH HHBEKTOPBI, MPEABAPHUTEIbHO 3AMOJHEHHBIE
IITPHUIBI JOCTYIHbI B BHAE OOBIMHBIX IIMPULEB M BIAKHBIX/CYXHX MIMNPHIEB (TaKKe
Ha3bIBAEMBIX JBYXKaMepHbIMU mmmnpuuamu). IInpumel, Hanmpumep, MOCTABISIOTCS
¢upmamu  Becton Dickinson™, Nuova Ompi™, Schott AG wu apyrumum.
OrpaHuunTenu Xoxa TOPIIHS NOCTABJIAIOTCS, Hampumep, ¢upmamu Becton

Dickinson™, West Pharmaceuticals™ u apyrumu. IIpou3BoacTBO NpenBapUTENbHO
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3aMOJITHEHHBbIX INNPHIEB MOXET ObITh 00ecrneueHo, HampuMep, KOMIIAHUAMHU
Boehringer Ingelheim™, Vetter Pharma International u axpyrumu.

[000110] B ogHOM BapuaHTe OCYLIECTBJCHUS, OTHOCILIEMCS K TPEThEMY
acCIeKTy, HacTosee n300peTeHne OTHOCUTCS K cocTaBy anTutena npoTus IL-36R kak
ONHUCAaHO B HACTOsAILEH 3asBKe, IPEIOCTABICHHOMY B Pa3JIMYHBIX JIEKaPCTBEHHBIX
dbopmax u TO3UPOBKAX, BKIKOUYAKOLIEMY B ceOsl:

(1) aBTomartuueckuii UHbeKTOp (AM) — HampuMep, MO b, CIELUAIBHO
CKOHCTpyHpOBaHHas ¢pupmoi YpsoMate® —comepikaimuii:

a. npubnusutenbHo 300 Mr aHTHTENA B COCTaBe 0OBEMOM NMPUOJIUZUTENBHO 2
MJI B OTHOPa30BoOi no3e AU,

6. npubnusuTenbHO 225 MI aHTHTEJNA B COCTaBe 00BEMOM NMPUOIUZUTENBHO
1,5 mn B onHOpa3oBoit no3e AU,

B.  mpubnusutenbHo 150 Mr aHTHTENA B cOCTaBe 0OBEMOM NMPUOIU3UTENBHO |
MJI B OTHOPa30BoOil no3e AU,

r.  npuOJU3UTENbHO 75 MI aHTHTENa B cocTaBe 00beMoM npubdausurtensHO 0,5
MJI B OTHOpPa30Boil no3ze AU, uiu

n.  npubnuszurenbHo 60 Mr anTuTeENa B cocraBe 00beMoM npudnusurensHo 0,4
MJI B OTHOpPa30BoOil no3e AU,

(1) IIpemBapuTenbHO 3aIOJHEHHBIN WIINPHUL, OCHAIIEHHBIH IpUCIocoOIeHneM
nist 6€30MacHOCTH UIJIBl M, HanpuMmep, naausuayanu3uposanaeiM EFF u PR,
CONepIKAILUN:

a. npubnuzutenpbHo 300 Mr aHTHTENA B COCTaBE 00bEMOM MPUOTUZUTETBHO 2
MJI B IPEABAPUTEIbHO 3aMIOJJTHEHHOM OJHOKPATHOHN A0301 CTEKJISIHHOM LITMPHUIIE;

6. npubnusuTenbHO 225 MT aHTHTEJA B COCTaBe 00BEMOM MPHUOIU3UTEIBHO
1,5 M B npeaBapuUTEIbHO 3aNIOJHEHHOM OJHOKPATHOW A030U CTEKJISHHOM IINPHUILE,

B.  npubnusutenbHo 150 Mr aHTHTENA B cOCTaBe 00BEMOM NMPUOIU3UTENBHO |
MJI B IPEABAPHUTEIbHO 3aMIOJTHEHHOM OJHOKPATHOHN A0301 CTEKJISTHHOM IIIPHIIE;

r.  npuOJU3UTENbHO 75 MI aHTHTENa B cocTaBe 00beMOM npudausutensHo 0,5
MJI B IPEABAPHUTEIbHO 3aIIOJTHEHHOM OJHOKPATHOHN A030H1 CTEKJISIHHOM MINPHULE; UITH

n.  npubnusurenpHo 60 Mr aHTUTENa B cocTaBe 00beMoM npudnusurensbHo 0,4
MJI B IPEABAPHUTEIbHO 3aIIOJTHEHHOM OJHOKPATHOHN A030M CTEKJISIHHOM LIMPHULE; UITH

(i11) IlpemBapuTeNBbHO 3aMOJHEHHBIH MINPUL 0€3 TPeIOXPAHUTEIS UIJIbL,

coep KAl
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a. npubnusurenbHo 300 Mr aHTHTENA B COCTaBe 00BEMOM MPUOIUZUTENBHO 2
MJ B IPE€ABAPHUTEIbHO 3aIIOJJHEHHOM OJHOKPATHOHN A0301 CTEKJISHHOM ILIINPHUILIE;

6. npubnuszutenbHO 225 Mr aHTHUTEJA B COCTaBe 0OOBEMOM NPUOIU3UTENBHO
1,5 M B mpeaBapuTENbHO 3aNIOJTHEHHOM OJHOKPATHOHN 10301 CTEKJISHHOM LIINPULE;

B.  npubnusurtensHo 150 Mr anTHTeNa B cOCTaBe 00BEMOM MPUOINU3UTENBHO |
MJI B IIPEBAPUTENBHO 3AIIOJHEHHOM OJHOKPATHOM 10301 CTEKJISTHHOM LITPHIIE;

r.  npubJU3UTENbHO 75 MI aHTHTENa B cOcTaBe 00beMOM Npudau3uTenbHo 0,5
MJI B IPEABAPHUTEIbHO 3aMOJTHEHHOM OJHOKPATHOHN A030# CTEKJISHHOM MINPULE; UITH

a.  npubnuszurenpHo 60 Mr anTuUTeENa B cocTaBe 00beMoM npudnusurtenpHo 0,4
MJI B IPEABAPHUTEIbHO 3aMIOJTHEHHOM OJHOKPATHOHN A030# CTEKJISIHHOM LITMPHULIE;, UITH

(iv) ®nakoH, comepKalIui:

a. npubnusurenbHo 1200 Mr aHTHTENA B COCTaBe 0OBEMOM NMPHUOIH3UTEITBHO
20 M7 B CTEKJISIHHOM (DJIaKOHE C OJHOKPATHOW O30H;

6. nmpubnusurenbro 900 Mr aHTHTENA B cOCTaBe 0OBEMOM MPUOIUZUTENBHO 15
MJ B CTE€KJISIHHOM (pJIaKOHE C OTHOKPATHOHN 0301,

B.  mpubnusurenbHo 600 Mr aHTHTENA B cocTaBe 00beMOM MpuOIN3UTENbHO 10
MJ B CTEKJISIHHOM (pJIaKOHE C OMHOKPATHOHN 0301,

r.  npubnusurenbHo 450 Mr aHTHUTENA B cOCTaBe 00BEMOM MPHUOIUZUTENBHO
7,5 M1 B CTEKJISIHHOM (JIaKOHE C OAHOKPATHOHN 03011,

n.  npubnusurenpHo 300 Mr aHTUTENA B COCTaBe 0OBEMOM MPUOIU3UTEIBHO S
MJI B CTEKJISHHOM (pJ1akOHe ¢ OJJHOKPAaTHOM [030ii;

e. npubnusutenpHo 150 Mr aHTHTENa B COCTaBe 00beMOM MPUOITH3UTENIHHO
2,5 MJ B CTEKJISTHHOM ()JIaKOHE C OTHOKPATHOW O30H; UK

K. TPUOJTUZUTENBHO 75 MI aHTUTEJIAa B COCTaBe 00BEMOM MPUOIU3UTEIBHO
1,25 mn B cTekJIsTHHOM (JIaKOHE C OAHOKPATHON O30H; Uin

3.  mpubauzuTenbHo 60 Mr aHTUTENAa B COCTaBe 00BEMOM MPUOIH3UTETBHO 1
MJ B CTEKJISIHHOM (pJIaKOHE C OMHOKPATHOHN N0301; Uiu

u.  npubnusurenbHo 30 Mr aHTHTENa B cocTaBe 00beMOM npudausuTensHo 0,5
MJ B CTEKJISIHHOM (pJIaKOHE C OMHOKPATHOH N0301; uiu

(v) TMaket nns uady3un, COmepKaMUN:

a. ot 30 mr no 1200 mr anturtena B 0,9% pacrBope NaCl o6remom
npubmauzutensao ot 100 ma 1o 500 mu.

[000104] PasnuuHble Apyrue NpuMepbl UINU BapUAHTBI OCYLIECTBJIEHMUS,

OTHOCALIUECH K TPEThEMY ACIICKTY HACTOAIICTO I/1306peTeHI/I$I, AJIA YI[O6CTBa OIINCAaHbI
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HUJKE KaK MPOHYMEPOBAaHHBbIE MyHKTHI (66-77). OHU NpencTaBieHbl B KAU€CTBE
IPUMEPOB U HE OIPAHUYUBAIOT TEXHOJOTHI0 00bekTa. ClienyeT OTMETUTD, 4TO JIF000H
U3 3aBUCHMBIX IYHKTOB MOKET ObITh OOBENMHEH B 000N KOMOMHAIIUK U BCTABJIEH B
COOTBETCTBYH LU HE3aBUCUMBIN MYHKT, HAIpUMep, NYHKT 64. OcTanbHble NYHKTHI
MOTYT OBITh MPEACTABIEHBI AHAJOTHUYHBIM 00Pa3oM.

66. ®@apmaueBTHYECKHH MPOAYKT, BKJIOYAK MU B ce0s (IaKkOH WU LIIPHLI,
coaepxamui GpapMareBTUYECKUN COCTAB MO JIOOOMY U3 MII. ePBOTO UJIH BTOPOTO
acCTeKTOB.

67. ®apMaueBTUYECKUI NPOAYKT MO M. 66, TOMOJHUTEJBbHO COAEp AU
npeaBapUTENbHO COOpPAaHHOE HHBEKLIHOHHOE YCTPONUCTBO.

68. ®@apmaueBTHUYECKHH MPOAYKT MO M. 67, rAe MpeIBapUTEIbHO COOpaHHOE
UHBEKLIHOHHOE YCTPOHCTBO MPEACTABIsAET COO0 aBTOMATHYECKUH HHBEKTOP HIIH
mnpuI ¢ wik 6e3 npucnocodieHus s 0€30MacHOCTH UIJIBI.

69. IlpeaBapurenbHO cOOpaHHOE HHBEKIMOHHOE YCTPOMCTBO, CoepKaliee
dapmaneBTHUECKHIT COCTAB MO JIIOOOMY U3 M. MEPBOTO HJIM BTOPOrO ACTIEKTOB.

70. TlpexnBapuTebHO COOpaHHOE HHBEKIIMOHHOE YCTPOHCTBO 1Mo 1. 69, B
KOTOPOM YKa3aHHO€ yCTPOHCTBO MpenCcTaBiIseT cOO0NH aBTOMATHYECKUNH HHBEKTOP UIIU
mnpuI ¢ win 6e3 npucrnocodieHus s 0€30MacHOCTH UIJIBI.

71. TlpenBapuTenbHO COOpaHHOE HMHBEKIIMOHHOE YCTPOHCTBO 1o 1. 69, B
KOTOPOM yKa3aHHBIN COCTAB SIBJISIETCA NPUTOAHBIM sl BHYTPUBEHHOTO, MOAKOXHOTO
WU BHYTPUMBILIEUYHOI'O BBEIEHHUS.

72. TlpeaBapuTebHO COOpaHHOE MHBEKIIMOHHOE yCTpOolicTBO 1Mo 1. 70, B
KOTOPOM aBTOMAaTHYECKUA UHBEKTOP MIJIM WINPHUL C UK Oe3 MPUCTOCOOIEeHUS s
0€30MacHOCTH MIJIbI BKJIIOYAeT B ce0s1 papMaLieBTUUECKUN COCTAB, COMEPIKALIUIA:

anTuTeso npotus IL-36R miIu ero aHTUreHCBSI3BIBAIOIIHI (PPATMEHT,
coep KalIuil:

1. JIETKYIO L[eNb, COAEP KAy aMHUHOKHCIOTHYIO MOCJIEeA0BATENbHOCTD,
obo3naueHHy kak SEQ ID NO:118 u Tsiskenyro 1enb, CoOAep KaIyro
AMUHOKHUCJIOTHYIO MOCIEN0BATENbHOCTb, 0003HaueHHY0 kak SEQ ID NO:125; unu

il. JIETKYIO L[eNb, COAEP KAy aMUHOKHUCIOTHYIO MOCJIEA0BATENbHOCTD,
obo3nauenHy kak SEQ ID NO:118 u Tsiskenyro 1emnb, CoOAep Kayro
AMHHOKHCJIOTHYIO MOCIEN0BATeIbHOCTh, 0003HaueHHYI0 Kak SEQ ID NO:126; unn

JIETKYIO 1[€Tb, COAEPIKALYI aMUHOKHCIOTHYIO MTOCIEA0BATENbHOCTD,

obo3znaueHHyt kak SEQ ID NO:118 u Tskenyro 1enb, CoOAepKaIyro
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AMHUHOKHCJIOTHYIO IOCJIEA0BATENbHOCTh, 0003HaueHHY0 kak SEQ ID NO:127; npu
5TOM COCTaB BBIOpAH U3 I'PYIIbI, BKIOYAOLIEH B ces:

L cocCTaB, conepxamuii npudbau3uteapbHo 20 mr/mu anturtena npotus IL-36R,
npudnusurenbHo 40 MM ructununa, npudbausurenbHo 120 MM caxapossl,
npudausurenbHo 50 MM L-aprunnna, npubausurensuo S MM NaCl u
npubauszurenbuo 1,0 r/n monucopdara 20, ¢ pH npubnusurensHo 6,0;

II.  cocraB, conepxamuii npubnuzurenbHo 60 mMr/ma antutena npotus IL-36R,
npubauszurenbHo 45 MM anerarta, npubausurensHo 150 MM caxapossl,
npubauzutenbHo 25 MM L-aprununa, npubnusurensro 0,4 r/n nmonucopbara 20, ¢ pH
npUOIU3UTENBHO 5,5,

III. cocras, conepskamuii npudausurenbHo 20 Mr/mn antutena npotus IL-36R,
npubausurensHo 45 MM anerar, npubnusurensHo 180 MM caxapossl,
npubauzutensHo 25 MM raunuHa, npubausurensHo 0,4 r/n monucopdara 80, ¢ pH
npUOIU3UTENBHO 5,5,

IV. cocras, cogepxamuii npudnuszurenpuo 150 mr/ma anturena npotus IL-
36R, npubmusurenpno 25 MM nurpara, npudbnusutenpbao 150 MM Tperanossl,
npubauzuTenbHo 25 MM MeTnoHunHa, npubdbnusurenbHo 0,2 r/n nonucopdara 20, ¢ pH
npubauzurensbHo 6,0,

V. cocTas, cogepxamuii npudnuszurenpuo 60 mr/ma anturena npotus IL-36R,
npubausutenbHo 25 MM ructununa, npubnusurensHo 160 MM caxapossl,
npudnusurensbHo 20 MM mMarHuTa, npudausuTeasHo 0,2 r/n nonucopbara 20, ¢ pH
npubIu3uTENBHHO 6,0,

VI. coctaB, coaepxamuii npubnuszurenbuo 20 mr/mi antutena npotus IL-36R,
npubauzutenbHo 25 MM nutpara, npudausurensHo 200 MM caxapossl,
npubnusurensHo 0,4 r/n nmonucopbara 80, ¢ pH npubnuszurensuo 6,5;

VII. coctaB, coaepxkamuii npudnuszurenpuo 150 mr/ma anturena npotus IL-
36R, npubmmusurenpHo 45 MM anerara, npudnuzutenbHo 150 MM caxapo3ssl,
npubmauzutensHo 25 MM L-aprunauna, npubnusurensro 0,4 r/n nonucopbara 20, ¢ pH
NpUOIU3UTENBHO 5,5,

VIII. cocTaB, coaepxamuii mpudnusurenpHo 15 mr/mn anturena npotus IL-36R,
npubauzutensbuo 35 MM rucrununa, npudnuzurenabHo 180 MM Tperanossl,
npubauzurenbuo 25 MM L-aprununa, npubausurensHo 3 MM NaCl, npubnusutenbHO

0,4 r/n nonmucop6bara 80, ¢ pH npubnusurenvuo 6,0;
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IX. cocras, cogepxamuii npudnuszurenpuo 80 mr/miu anturena npotus IL-36R,
npubnusurensHo 25 MM anerar, npubdnauzurenbHo 100 MM MaHHHAT, TPUOJIU3UTETBHO
50 MM NaCl, npubnusurenvuo 0,2 r/n nonucopdara 20, ¢ pH npubnusurensHo 5,5; u

X. coctas, conepskamuii npudnusurenpuo 100 Mmr/ma antutena npotus IL-
36R, mpubnusurensuo 20 MM cykiuHara, npubnausurensHo 220 MM caxapossl,
npubauszurensuo 0,1 r/n nonucop6bara 80, ¢ pH npubausurensHo 6,0.

73. TlpenBapuTenbHO COOpaHHOE MHBEKIIMOHHOE yCTpolicTBO mo 1. 70, B
KOTOPOM aBTOMAaTHYECKHH MHBEKTOP WIJIM WIMPHUL C MPUCTIOCOOIEHUEM IS
0€30MacHOCTH UTJIbI BKJIIOYAET B CeOs:

a. npubnusurenbHo 300 Mr aHTHTENA B COCTaBe 0OBEMOM NMPUOIUZUTENBHO 2
MJI;, FJIH

6. npubnuzuTenbHO 225 MI aHTHTENA B COCTaBEe 00BEMOM NMPUOIU3UTENBHO

1,5 mn;, unu

B.  mpubnusutenbHo 150 Mr aHTHTENA B cOCTaBe 0OBEMOM NMPUOIU3UTENBHO |
MJI;, FJIH

r.  npuONH3UTENbHO 75 MI aHTHTENa B cocTaBe 00beMoM npudauzutensHO 0,5
MJI, WJIH

n.  npubnuszurenpHo 60 Mr anTuTeNa B cocraBe 00beMoM npudnusurensHo 0,4

ML

74. ®naxoH no n. 66, rae GiakoH BKIOYAET B ceOsl:

a. npubnusurensHo 1200 Mr aHTHUTENa B COCTaBe 00BEMOM MPUOITU3UTENBHO
20 M, uan

6. nmpubnusurenbro 900 Mr aHTUTENA B COCTaBe 00BEMOM MPUOIUZUTENBHO 15
MJT, WJIH

B.  mpubnusutenbHo 600 Mr aHTHTeNa B cocTaBe 00beMOM mpubIN3uTEIbHO 10
MJI;, FITH

r. npubnusurenbHo 300 Mr aHTHTENA B COCTaBe 00BEMOM MPHUOITU3UTEIBHO

150 M, mm

n.  npubnusurensHo 1500 Mr aHTHTENA B cOCTaBe 00BEMOM MPUOITUZUTEIBHO
2,5 M.

75. dapmaneBTHYSCKUH MPOAYKT, COAepKauii: (IaKOH, BKIFOYAKOIHH B
ce0s mpubnuszurensao 100 mr go 1500 mr antutena nporus IL-36R B mopomkoBoii
dbopMe; MHCTPYKIUH IJIT BOCCTaHOBJeHHST aHTUTeNa PoTuB IL-36R; u uHCTpyKIMU

AJIs IPUTOTOBJICHUSA BOCCTAHOBJIICHHOTO aHTUTEIA AJIA I/IH(I)YSI/II/I, A€ aHTUTEJIO MPOTUB
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IL-36R comep:KUT JErkyrw LeMNb, COAECPKALYI aMUHOKUCIOTHYIO
MOCJIeIOBATENbHOCTD, 0003HaueHHYI0 kKak SEQ ID NO:118 u tsxkenyro e,
COAEPKAIYI0 aMUHOKHCJIOTHYIO ITOCJIEN0BATENbHOCTh, 0003HAUEHHYIO KaK JI000i u3
SEQ ID Nos:125, 126 wnu 127; u HHCTPYKLHUH IO BOCCTAHOBIEHHUIO TPEOYIOT
pa30aBiieHus BOJOH IJI HHBbEKIHUI 10 3KCTparupyemoro oosema ot 1 1o 50 mu.

76. ®apmaueBTHYECKHIH NMPOAYKT MO JOOOMY U3 M. 66-68 win
npeaBapuTENbHO COOpPAaHHOE HHBEKIIMOHHOE YCTPONHCTBO MO Jr0OomMy u3 mm. 69-73,
npudeM GpapMareBTUYECKUI COCTAB COAEPIKUT:

a.  Awntureno npotus IL-36R miu ero aHTUreHCBA3BIBAKOI I (PATMEHT,
NPUCYTCTBYIOIHE B KOHIIEHTPAIIMU B [HaNa30He OT npubauzurensHo 0,5 mr/mi no
npubauzutensHo 220 Mr/m,

6. bBydep, npucyTcTBYOIHUI B KOHIIEHTPAIIUH B THANa30HE OT
npubauzutensuao 20 MM no npubnuszurenbuo 80 MM;

B. PerynsTop TOHUYHOCTH, NPUCYTCTBYIOIIMI B KOHLIEHTPALlMU B [Hala30He
ot npubnuszurensHo 100 MM no npubnusurenbuo 400 MM;

IIpU 3TOM COCTaB XapakTepusyercs 3HaueHueM pH B nuanasone ot
npuOINU3UTENBHO 5 10 NPUOIU3UTENbHO 8§ HAXOAACh B BOAHOH popme.

77. ®apmaueBTHUECKHI cocTaB no gwoOomy u3 nmn. 1-10, npu 3Tom
dbapmManeBTUUECKUH COCTAB CONEPIKUT:

a.  Anrtureno npotus IL-36R nnm ero aHTUreHcBs3pIBarOMUN pparmMeHt,
NPHUCYTCTBYIOLINE B KOHIIEHTPALUU B AUanasoHe oT npudausurenapHo 0,5 Mr/mia oo
npubnu3uTenbHo 220 Mr/mi;

6. Bydep, npucyTcTBYIOIHI B KOHIIEHTPAIIUN B THANIa30HE OT
npubauzutensao 20 MM no npubnusurenbuo 80 MM;

B. PerynsTop TOHMYHOCTH, NPUCYTCTBYIOINN B KOHLIEHTPALUU B JHAMa30HE
ot npubnuszurenpHo 100 MM no npubmusurenbuo 400 MM;

IIpU 3TOM COCTaB xapakTepusyercs 3HaueHueM pH B nuamasose ot
NpUOIU3UTENBHO 5 10 MPUOIU3UTENBHO 8, HAXOASICh B BOAHOH opme.

[000105] B onHOM BapuaHTe OCYILIECTBJIEHHUS, OTHOCALIEMCS K TPETbEMY
acmekTy u/wnau nm. 66-77, autureno npotuB IL-36R uim ero aHTUTeHCBSI3bIBAKO MU
dparmeHT comepkuT BapuabenbHyr 00JacTh  JIETKOW  menmw, ConepKamei
AMUHOKHUCJIOTHYIO mocienoBatenbHocTs SEQ ID NO: 80; u BapuabenbHy 001acTh
TSKEJION L[eTH, COAepIKallell aMUHOKUCIOTHY0 nocienosarebHocTh SEQ ID NO: 87;

unu  BapuaOenbHY0 00JacTp JIErKOHW Ienmu, cojepskallell aMHHOKHCJIOTHYIO
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nocaenoBarenpHocTs SEQ ID NO: 80; u BapuabenpHyr0 007acTh TSKENOH LeNH,
coleprkalle aMUHOKUCIOTHYI mnocienosateibHocTh SEQ ID NO: 88, wunm
BapuabenpHyl0  oOjacTe  JIerkOM  memu,  coAepiKamedl  aMHUHOKHCJIOTHYIO
nocaenosareapHocts SEQ ID NO: 80; u BapuabenabHy0 00JacCTh TSKENIOH LEMH,
colepikamieil aMUHOKHUCJIOTHYIO mnocienoBatenbHocts SEQ ID NO: 89. B oxnoMm
BAPUAHTE OCYILIECTBJIEHUs aHTutreno npotuB IL-36R copepkuT nerkywo Lensb,
COIEepIKAIY aMUHOKHCIOTHYIK MOCJEN0BaTEIbHOCTh, 0003HaueHHY0 kak SEQ ID
NO:118 u TsKeNnyr wLenb, CONEPXKAIMYK aMHHOKHCIOTHYI TOCJIEIOBATEIbHOCT,
obo3HauenHyrww kak SEQ ID NO:125; wuiam Jerkymo Lemnb, COAEPKAIYIO
AMHUHOKHCJIOTHYIO IIOCJIEIOBATENBHOCTh, OOO03HaueHHy kak SEQ ID NO:118 wu
TSIKENYIO LeMb, coZiep Kally o AMUHOKHUCJIOTHYIO MOCJIEI0BATENbHOCTD,
obo3HaueHHyrww kak SEQ ID NO:126; wuiam Jerkymo ILemnb, COAEPKAIYIo
AMHUHOKHCJIOTHYIO TIOCJI€IOBATENbHOCTh, OOO3HaueHHy kak SEQ ID NO:118 wu
TSIKENYIO LeMnb, cozep Kallyo AMHUHOKHCJIOTHYIO MOCJIe0BATENbHOCTD,
obo3HaueHHyo kak SEQ ID NO:127. B KOHKpETHOM BapuaHTEe OCYLIECTBIEHUS,
antuteno mnporus IL-36R  comepxutr BapmabenpHyr0 00JacTh JErkol Lemnw,
coneprkalie AaMHHOKHUCJIOTHYH mnociaenoBarenpbHocTs SEQ ID  NO: 80; wu
BapuabenpHyl0  00NacTh  TSDKENOW — Lemu,  coxepikamed  aMHHOKHCJIOTHYIO
nociaenosarenbHocte SEQ ID NO: 89, B apyromMm KOHKPETHOM BapHUaHTe
OCYLIECTBJIEHUs], aHTUTeNo npotuB IL-36R coctouT u3 nerkoi uemnu, comepkaei
AMHUHOKHCJIOTHYIO IIOCJIeIOBATENbHOCTh, OOO03HaueHHy kak SEQ ID NO:118 wu
TSIKEYIO 1[eTb, coZep KAy AMUHOKUCJIOTHYIO MOCJIEIOBATENIbHOCTD,
obo3nauenHyrw kak SEQ ID NO:127.

[000106] B ueTBepTOM acriekTe HaCTOsIIee H300peTeHne OTHOCHUTCS K Crocoly
U3rOTOBJIEHUs] (PapMameBTHYECKOrO COCTaBa B COOTBETCTBUU C  HACTOSIIUM
n3o0peTeHrneM, yKa3aHHbI cnoco0 BKIHOYaeT B cebsi: a) KyJbTUBHPOBAHUE KIIETOK
MJIEKOTUTAIIUX, HMEKIIUX CTAa0UJIbHO BKJIIOYEHHBbIE B CBOH TIE€HOM OIHY HJIH
HECKOJIbKO HYKJIEWHOBBIX KHCJOT, KOAUPYIOLIUX JIETKME U TsKeble LeNu aHTUTeNa
npotuB IL-36R, onmucaHHOro B HACTOsALIEH 3asBKE, TaK UYTO KJIETKHU CEKPETUPYIOT
AHTUTENO B CpeAy AJsA KyJIbTUBHUPOBAHUSA KJIETOK, U OUUCTKY aHTUTEJA U3 Cpebl AJs
KYJbTHBHPOBAHHS KJETOK, W O) NMPUTOTOBJIEHHE COCTAB IO MEPBOMY HIU BTOPOMY
acnekTy. B  cBsI3aHHOM BapuaHTe OCYINECTBJEHHUs, HYKJIEHHOBas KHUCIOTA,
KOAUpYIOILIas JIETKYK Lenb aHTtutena npotuB IL-36R, coaepkuT HYKIECOTUIHYIO

NocJief0BaTeNbHOCTh, kKoaupyromyw SEQ ID NO:118, u rane HykienHoBas KUCIOTA,
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KOAUPYIOLIAasl TSDKENYI Lenb aHTtuTtena npotusB IL-36R comep:kuT HYKIEOTUIHYIO
nocjiefoBaTenbHOCTh, Kogupywouyw SEQ ID NO:125. B apyrom cBsi3aHHOM BapHUaHTe
OCYLIECTBJIEHHUS] HYKJEUHOBAasl KUCJIOTAa, KOAUPYIOLIAsl JErKy LeNb aHTUTeJa MPOTUB
IL-36R, coaepXuUT HYKJEOTHUIHYK IMOCIE€NOBATENbHOCTh, koaupyromyw SEQ ID
NO:118, u rae HyKJIeHHOBasA KUCIOTA, KOAUPYIOIIAs TSKENYI0 L[elb aHTUTEeNa IPOTUB
IL-36R comepXUT HYKJIEOTHAHYIO IOCIEeN0BaTeNbHOCTh, komaupyroumyw SEQ ID
NO:126. B gpyrom CBsS3aHHOM BapuaHTE OCYINECTBJIEHHUs, HYKJIEWHOBAas KHCJOTA,
KOAUpYyHOILas JIETKYK Lenb aHTtutena npotuB IL-36R, coaepXuT HYKIEOTHUIHYIO
nocyienoBarenbHOCTh, koaupyomyw SEQ ID NO:118, u roe HykienHoBass KUCIOTA,
KOAUpYIOILasl TSKENYI Lenb aHTuTena npotus IL-36R copepXuT HYKIEOTHUIHYIO
MOCJIeI0BAaTENbHOCTD, kKoaupyouyo SEQ ID NO:127.

[000107] B npyrom BapuaHTe OCYILIECTBJIEHUsI, OTHOCSILIEMCS K YETBEPTOMY
aCIEKTY, COCTaB COAEPKUT aHTUTEeNO NpoTuB IL-36R uau ero aHTUreHCBA3bIBAKO UM
(dbparMeHT, comep AU

1. JIETKYIO L[eTb, COAEP KALIyI0 aMUHOKHUCIOTHYIO M1OCIE0BATENbHOCTD,
obo3nauennyt kak SEQ ID NO:118 u Tsskenyro 1menb, CoOAep Kayro
AMHHOKHUCJIOTHYIO MOCJIEN0BATEeIbHOCTb, 0003HaueHHY0 kak SEQ ID NO:125; unn

i1. JIETKYIO L[eNb, COAEPIKAIY aMUHOKHUCIOTHYIO MOCIEA0BATENbHOCTD,
obo3znauennyt kak SEQ ID NO:118 u Tsxenyro 1emnb, CoAep KaIyro
AMHUHOKUCJIOTHYIO MOCJIEA0BATENbHOCTh, 0003HaueHHYI0 kak SEQ ID NO:126; unu

iii. JIETKYIO L[eTb, COAEP KAy aMHUHOKHUCIOTHYIO MOCJIEI0BATEIbHOCTD,
obo3naueHHy kak SEQ ID NO:118 u Tsskenyr 1enb, COAep Kalyro
AMUHOKHCJIOTHYIO MOCJIEN0BaTeIbHOCTh, 0003HaueHHy0 kak SEQ ID NO:127;

IIPU 3TOM COCTaB BBIOPAH W3 PYMIbI, BKJIOYAKOIIEH B ce0s:

L cocTaB, conepkamuii npudau3uTeapbHo 20 mr/mi antutena npotus IL-36R,
npubausurenbuao 40 MM rucruauna, npudausutensHo 120 MM caxapo3ssl,
npubauzurenbao 50 MM L-aprununa, npubnusurensHo S MM NaCl u
npubnusurensHo 1,0 r/n monucopbara 20, ¢ pH npubnusurensuo 6,0;

II.  cocraB, cogepxamuii mpudnuzurenpuo 60 mr/mn antutena npotus IL-36R,
npubnuzurensHo 45 MM anerarta, npubausurensHo 150 MM caxapossl,
npubauzurensHo 25 MM L-aprununa, npudnusurensHo 0,4 r/n nonucopbara 20, ¢ pH
npUOIU3UTENBHO 5,5;

III. cocras, conepskamuit npudnusurenpHo 20 Mr/mn antutena npotus IL-36R,

npubauzurenbHo 45 MM anerar, npudnusurensHo 180 MM caxapossl,
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npubnauzurensHo 25 MM raunuHa, npubausurensHo 0,4 r/n nonucopdara 80, ¢ pH
npUOIU3UTENBHO 5,5;

IV. coctas, cogepxamuii npudnuszurensuo 150 mr/ma anturena npotus IL-
36R, mpubnusurenspuo 25 MM nurpara, npubauszurenarHo 150 MM Tperanossl,
npubnnsurenbHo 25 MM MetnonunHa, npudausutenasHo 0,2 r/n nonucopbara 20, ¢ pH
npubau3uTeNbHO 6,0;

V. cocTaB, coaepxamuii npubnuzurenbuo 60 mr/mi antutena npotus IL-36R,
npubauzuTenbHo 25 MM rucruauna, npudnusureabHo 160 MM caxapossl,
npubauzurenbao 20 MM maHHuTa, npubausutenbHo 0,2 r/n nmoaucopbara 20, ¢ pH
npubnusurensHo 6,0,

VI. coctaB, cogepxamuii npudnusurensuo 20 mr/ma antutena npotus IL-36R,
npubnausutensHo 25 MM nutpara, npudausurensbHo 200 MM caxapossl,
npubmuszurensuo 0,4 r/n monucopbara 80, ¢ pH npubnusurensHo 6,5;

VII. coctaB, coaepxkamuii mpudnusurensuo 150 mr/mia anturena npotus IL-
36R, npubmusurenpbHo 45 MM anerara, npudauzurenbHo 150 MM caxapo3ssl,
npubauzurensHo 25 MM L-aprununa, npudnusurensro 0,4 r/n nonucopdara 20, ¢ pH
npuOIU3UTENBHO 5,5;

VIII. cocTaB, copepxamuii npudnuszurenpHo 15 mr/mn anturena npotus IL-36R,
npubauzurenbHo 35 MM ructunusa, npubdnuszurenapbHo 180 MM Tperanossl,
npubnusutenbHo 25 MM L-aprununa, npubausurenbuo 3 MM NaCl, npubnusutenbHo
0,4 r/a nonucopbara 80, ¢ pH npubnuszurenbuo 6,0,

IX. cocraB, conepxamuii npubnuszurenbuo 80 mr/mi antutena npotus IL-36R,
npubauszurenbHo 25 MM anerar, npubausutenpbHo 100 MM MaHHUT, TPUOTHU3UTEIBHO
50 MM NaCl, npubnusurensto 0,2 r/n noaucopdara 20, ¢ pH npubnusutenbHo 5,5; u

X. coctaB, coaepxamuii npudnusurenbuo 100 mr/ma antutena npotus IL-
36R, npubmmusurenpuo 20 MM cykuunaTa, npudnausuTeabHo 220 MM caxapossl,
npubmuszurensuo 0,1 r/n monucopbara 80, ¢ pH npubauszurensHo 6,0.

[000108] B onHOM BapuaHTE OCYIIECTBJIEHHUS, OTHOCSIIEMCS K YETBEPTOMY
acriexkty, aHtuteno npotuB IL-36R wunm ero aHTUreHCBs3BIBAOIIHUI (parMeHT
COmepKUT BapuabenpbHYH O0OJNacTh JErkoi Ienu, Conaepikameil aMHUHOKHCIOTHYIO
nocaenoBarenpHocTs SEQ ID NO: 80; u BapmabenbHyr0 007acTh TSKENOH LeNH,

coleprkalie aMUHOKUCIOTHYK mocienoBatenpbHocte SEQ ID NO: 87, wunm

2

BapuabenpHy0  oOJNacTp  JIErKOM  memu,  coAepikamedl  aMHUHOKHCJIOTHYIO

nocaenoBarenpbHocTs SEQ ID NO: 80; u BapuabenbHyr0 00JacTh TsKEIOH LiemH,
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conmeprkalie aMUHOKUCIOTHYK mnocienoBatenpbHocts SEQ ID NO: 88, wunm
BapuabenpHy0  oOjacTe  JIErKOM  Lemu,  coAepikamedl  aMHUHOKHCJIOTHYIO
nocnenosarenbHOCTh SEQ ID NO: 80; u BapmabOenbHyr 00JacTh TSKEJOW Memu,
coleprkalie aMHHOKHUCIOTHYH mnocienosarenbHocTh SEQ ID NO: 89. B oanHom
BapuaHTe oOcCylecTBieHuss aHTureno npotuB IL-36R coxepxut Jnerkyro Lens.,
COAepKAIMYI aMHHOKHCIOTHYIO MOCJIEeA0BATEIbHOCTh, 0003HaueHHy kak SEQ ID
NO:118 u TsKeNnyr wLenb, CONEeP KAy aMHHOKHCIOTHYI TOCJIEIOBATEIbHOCT,
obo3HaueHHyrww kak SEQ ID NO:125; wuiam Jerkymo 1emnb, COAEPKALIYIO
AMHUHOKHCJIOTHYIO TOCJIEIOBATENbHOCTh, OOO3HaueHHy kak SEQ ID NO:118 wu
TSIKENYIO LeMb, coZiep Kally o AMUHOKHCJIOTHYIO MOCJIEI0BATENbHOCTD,
obo3HaueHHyrww kak SEQ ID NO:126; wuiaum Jerkymo ILemnb, COAEPKAIYI0
AMHUHOKHCJIOTHYIO TIOCJIEIOBATENbHOCTh, 0003HaueHHy0 kak SEQ ID NO:118 wu
TSIKENYIO LeMb, coJiep Kally o AMUHOKHUCJIOTHYIO MOCJIEI0BATENbHOCTD,
obo3HaueHHyo kak SEQ ID NO:127. B KOHKpETHOM BapuaHTE OCYLIECTBICHUS,
antuteno mnporus IL-36R  comepxut BapmabenpbHyr0 00JacTh JErkoll wemnw,

coleprkalle aMHHOKHUCJIOTHYK mocienoBarenpHocte SEQ 1D NO: 80;

2

u
BapuabenpHy0  00JNAacTb  TSDKEJNOW — memu,  coxepikamell  aMHHOKHCIOTHYIO
nociaenosarenbHocte SEQ ID NO: 89, B apyroMm KOHKPETHOM BapHUaHTe
OoCyllecTBJIeHUs, aHTUTeno npotus IL-36R cocToOuT M3 Jerkou nemu, coaepKaleu
AMUHOKHCJIOTHYIO IIOCJIEIOBAaTEIbHOCTh, OOo3HaueHHyo kak SEQ ID NO:118 wu
TSKEIYIO LEeMb, COAEep KaLIY IO AMUHOKHCJIOTHYIO MOCJIE0OBATENbHOCTD,
obo3naueHHyrw kak SEQ ID NO:127.

[000109] B msaATOM acrmekTe HacTosilee U300pEeTEHHE OTHOCUTCS K CIIOCO0Y
YMEHbLIEHHS arperanuu u/uinu gparmenraunu auturena npotus IL-36R, onucanHoro
B HACTOsIII el 3asiBKe, BKIIIOYAKONIIeMy B ce0si cOCTaBlieHUe aHTUTeNa B OydepHOoi
CHUCTEME M MOBEPXHOCTHO-aKTHBHOM BEINECTBE U OLEHKY JaHHBIX (Hampumep, 0y
arperanuio aHTUTEJ) 10 HJIM MTOCNIe COCTABJIEHUs aHTHTeNa. B BapuanTe
OCYLIECTBJIEHHUs], OTHOCSIIEMCS K IATOMY aCIeKTy, aHTUTEJIO COCTABIEHO B
COOTBETCTBHHU C JIIOOBIM U3 BAPUAHTOB OCYLIECTBICHHS MEPBOTO U BTOPOTO
ACTIIEKTOB.

[000110] B BapuaHTe OCYILECTBJIEHHUs], OTHOCAIIEMCS K MATOMY aCIHEKTY,
coCTaB BKJOYaeT B ce0st antuteso nmpoTus IL-36R uian ero aHTUreHCBS3bIBAIO NN

dbparmMeHT, comepKamme:
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1. JETKYIO LeTb, COAEPIKAINYI0 aMUHOKUCIOTHYIO MOCIE0BATENbHOCTD,
obo3naueHnyt kak SEQ ID NO:118 u Ts3kenyro 1emnb, CoAep KaIyro
AMHHOKHCJIOTHYIO MOCJIEN0BAaTENIbHOCTb, 0003HaueHHY0 kak SEQ ID NO:125; unn

i1. JIETKYIO LieTb, COEePIKAINYI0 aMUHOKHUCIOTHYIO MOCIEI0BATENbHOCTD,
o6o3HaueHHy kak SEQ ID NO:118 u Tsikeayr Hemnb, COAepKALIY IO
AMUHOKHCJIOTHYIO MOCJIEN0BATENbHOCTb, 0003HaueHHY0 kak SEQ ID NO:126; unu

iii. JIETKYIO 1[eTlb, CONEPIKALIYI0 aMHUHOKHUCIOTHYIO MOCIeA0BATEIbHOCTD,
obo3naueHHy kak SEQ ID NO:118 u Tsskenyr 1enb, COAEPIKAIYIO
AMHHOKHUCJIOTHYIO MOCJIEN0BaTEIbHOCTh, 0003HaueHHy0 kak SEQ ID NO:127;

IIPU 3TOM COCTaB BBIOPAH W3 PYIMIIbI, BKJIOYAKOIIEH B ceds:

L cocTag, conepkamuii npudau3uTeapbHo 20 mr/mi antutena npotus IL-36R,
npubnausurensao 40 MM rucruauna, npudausutensHo 120 MM caxapo3ssl,
npubmauzurensHo S0 MM L-aprununa, npubausurensHo S MM NaCl u
npubmuszurensuo 1,0 r/n monucopbara 20, ¢ pH npubnusurensHo 6,0;

II.  cocraB, cogepx)amuii mpudnuszurenpuo 60 mr/mn anturena npotus IL-36R,
npubauszurensHo 45 MM anerarta, npubausurensHo 150 MM caxapossl,
npubauzurenbHo 25 MM L-aprununa, npubnusurensHo 0,4 r/n nonucopbara 20, ¢ pH
npubIU3UTENBHO 5,5,

III. cocras, conepskamuii npudnusurenvHo 20 Mmr/mn antutena npotus IL-36R,
npubnusutenbHo 45 MM anetat, npubausurenbHo 180 MM caxapossl,
npubansutenbHo 25 MM rnunuza, npubausurensuo 0,4 r/n noxucopbara 80, ¢ pH
npUOIU3UTENBHO 5,5,

IV. coctaB, conepxkamuii npudnuszurenbuo 150 mr/ma anturena npotus IL-
36R, npubnusurenpno 25 MM uurtpara, npudbnusuteabuo 150 MM Tperanossi,
npubauzuTenbHo 25 MM MeTuoHmnHa, npudbnusutenbuo 0,2 r/n monucopbara 20, ¢ pH
npubnusurensHo 6,0,

V. coctaB, coaepxkamuii npudnusurenbuo 60 mr/mn anturena npotus IL-36R,
npubiauzutenbuo 25 MM rucruauna, npudnusurenabHo 160 MM caxapossl,
npubiauzurensao 20 MM maHHuTa, npubausutenbHo 0,2 r/n moaucopbara 20, ¢ pH
npubnusurensHo 6,0,

VI. coctas, coaepxkamuii npudnuszurenpuo 20 mr/min anturena npotus IL-36R,

npubauzutenbHo 25 MM nutpara, npudausurensHo 200 MM caxapossl,

npubnuszurensHo 0,4 r/n monucopbara 80, ¢ pH npubnusurensHo 6,5;
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VII. coctaB, copepxkamuii npudnuszurenpHo 150 mr/ma anturena npotus IL-
36R, npubnusurenpHo 45 MM anerara, npudbnuzurenbHo 150 MM caxapo3ssl,
npubauszurenbHo 25 MM L-aprununa, npubnusurensHo 0,4 r/n nonucopdara 20, ¢ pH
npubIU3UTENBHO 5,5,

VIIIL cocras, conepskamuii npudnusutrenbHo 15 mr/mn anturena npotus IL-36R,
npubauzutenbuo 35 MM ructununa, npubdnusureabHo 180 MM Tperanossi,
npubauzurenbuo 25 MM L-aprununa, npubnusurensio 3 MM NaCl, npubau3utenbHO
0,4 r/n nonucop6bara 80, ¢ pH npubnuszurensuo 6,0;

IX. cocraB, conepxkamuii npudnuszurenbuo 80 mr/mi antutena npotus [L-36R,
npubausurensHo 25 MM anerar, npubausurenpbHo 100 MM MaHHUT, TPUOITHU3UTEIBHO
50 MM NaCl, npubnusurensro 0,2 r/n noaucopdara 20, ¢ pH npubnusurensHo 5,5; u

X. cocTaB, coaepx)amuii npudnusurensuo 100 mr/mi anturena npotus IL-
36R, npubmmsurenpno 20 MM cykiunaTa, npubansuTenbHo 220 MM caxapo3ssl,
npubmuszurensuo 0,1 r/n monucopbara 80, ¢ pH npubauszurensHo 6,0.

[000111] B omHOM BapuaHTe€ OCYLIECTBJIEHUS, OTHOCILIEMCS K NATOMY acIeKTy,
antuteno npotuB IL-36R wmnam ero aHTUIreHCBSA3BIBAIOLIUNA (PAarMEHT COIOEPIKHUT
BapuabenpHyl0  o0jacTp  JIETKOM  Iemu,  CoAeplkamedl  aMHUHOKHCJIOTHYIO
nocaenoBarenapHocTs SEQ ID NO: 80; u BapuabenpHyr0 007acTh TSKENOH LenH,
coleprkalie aMUHOKUCIOTHYK mnocienoBatenpbHocts SEQ ID NO: 87, wunm
BapuabenbHyl0  oOyjacTh  JIErKOW  IemM,  Ccojaeplkameld  aMHUHOKHCIIOTHYIO
nocaenosareapHocTs SEQ ID NO: 80; u BapuabenbHy0 00JacCTh TSKENIOH LEMH,
conmeprkamie aMHUHOKHUCIOTHYK mocienoBatenbHocts SEQ ID NO: 88; wunm
BapuabenpHy0O  O0NacTh  JIETKOW  Lenu,  COoAepiKamed  aMHUHOKHCJOTHYIO
nocaenosareapHoctTs SEQ ID NO: 80; u BapmabenbHy0 00J7acCTh TSKENOH LENH,
coneprkamie aMHUHOKUCIOTHYK mnocienoBatenbHocTh SEQ ID NO: 89. B oagHom
BAPUAHTE OCYILIECTBJEHUs aHTUTeno npotus IL-36R copep:kuT nerkywo Lens,
COIEep KAy aMUHOKHUCIOTHYI MOCJENOBATEIbHOCTh, 0003HaueHHY0 kak SEQ ID
NO:118 u Tskenyr wLenb, CONEPNKAIMYK aMHHOKHCIOTHYIO TMOCJIEIOBATEIbHOCTD,
obo3nauennyro kak SEQ ID NO:125; wunm Jerkywo I1emnb, COAEPNKAIYIO
AMHUHOKHCJIOTHYIO TOCJIEIOBATENbHOCTh, OOO3HaueHHy kak SEQ ID NO:118 wu
TSIKENYIO LeTb, coZep Kallyro AMUHOKHUCJIOTHYIO MOCJIEI0BATENbHOCTD,
obo3nauennyro kak SEQ ID NO:126; wunm Jerkywo ILemnb, COAEPNKaIYIO
AMHUHOKHCJIOTHYIO IIOCJIEIOBATENbHOCTh, OOO3HaueHHy kak SEQ ID NO:118 wu

TAKEIYHO OeIb, COACPNKAIIYIO AMUHOKHCJIIOTHYHO MoCJICA0OBATCIIbHOCTD,
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obo3HauenHyo kak SEQ ID NO:127. B KOHKpeTHOM BapuaHTE€ OCYLIECTBIEHUS,
antuteno mnpotuB IL-36R comepxxutr BapuabenbHyr0 oO0jacTe Jerkoil Lemnw,
coleprkalie aMHUHOKHUCJIOTHYH mnociaenoBatenpbHocTs SEQ ID  NO: 80; wu
BapuabenbHyl0  001acTh  TSIKEJNOH  Lenmu,  coaepikalmeil  aMHUHOKHCJIOTHYIO
nocaenoBarenapHocte  SEQ ID NO: 89, B apyroM KOHKPETHOM BapHaHTe
OCYLIECTBJIEHUs], aHTUTeao0 npotuB IL-36R coctout u3 jerkoil uemu, conepkauiei
AMHUHOKHCJIOTHYIO TMOCJIeIOBATENbHOCTh, OOO03HaueHHy kak SEQ ID NO:118 wu
TSIKEYIO LeTb, COoZep KaLIyI0 AMUHOKHUCJIOTHYIO MOCJIEI0BATENIbHOCTD,
obo3nauennyrw kak SEQ ID NO:127.

[000112] B mecToM acmekTe HacTosimee H300peTeHHE OTHOCHTCS K Habopy
qacTen, colepaxkalemy o MEHbLIEH Mepe  KOHTeHHep, colepIKaui
(dapmaneBTUUECKHI COCTaB MO JI0OOMY U3 MEPBOTO MJIHM BTOPOrO AacleKTOB, H
YCTPONUCTBO AJs HMHBEKLUH COINIAaCHO TpeTheMy acnekty. B onHOM BapuaHTe
OCylIecTBJIeHUs], HaboOp dacTeld CONEepKUT IO MEHbIIeH Mepe KOHTeWHep,
comepxamuid (apManeBTUYECKUII COCTAB MO NEPBOMY HJIM BTOPOMY acrmekty. B
CBSI3aHHOM BapHUaHTE OCYLIECTBJEHUS, HAOOp YacTeil COOEepPKUT OAMH WU HECKOJIBKO
(bnakoHOB, cOomep KaLIUX COCTaB IO NMEPBOMY HJH BTOPOMY aCHEKTy U HHCTPYKIUHU
ISl TTONKOXKHOTO UJIM BHYTPHUMBILIEYHOIO BBeeHUs cocTaBa cyOobekty. Habop wacreii
WIN YCTPONCTBO Ui MHBEKLUHMH B COOTBETCTBUU C H300peTEHHEM NPHUCIOCOOJIEHO,
HanmpuMep, AJds NOAKOXHOrO IpUMeHeHus. B 3ToM ciyuyae uria Ans HHbEKLUH
NPEeANOYTUTENBHO UMeeT iIuHy OT > 10 MM 10 < 100 mm u xanubp ot 0,2 MM 10 1 MM
(xaaubp ot 33 mo 19).

[000113] B BapuaHTe OCYILIECTBJIEHHS, OTHOCIUIEMCS K IIECTOMY aCIEeKTy,
COCTaB COAEPKUT aHTUTENO NPpoTUuB [IL-36R uiu ero aHTUreHCBA3bIBAKO LU
(dbparMeHT, coaepKalue:

1. JIETKYIO L[eTb, COAEP KAy aMUHOKHUCIOTHYIO MOCJIEeA0BATENbHOCTD,
ob6o3naueHHy0 kKak SEQ ID NO:118 u Tsukenayro memnb, COAep KAy
AMHHOKHUCJIOTHYIO MOCIEN0BATEeIbHOCTb, 0003HaueHHY0 kak SEQ ID NO:125; unu

1. JIETKYIO L[eNb, COAEP KAy aMUHOKHUCIOTHYIO MOCJIEA0BATENbHOCTD,
ob6o3naueHHy0 kKak SEQ ID NO:118 u Tsukenyro memnb, COAepKauyo
AMUHOKHUCJIOTHYIO MOCJIEN0BATEeIbHOCTh, 0003HaueHHY0 kak SEQ ID NO:126; unn

1ii. JETKYIO L[€Tb, CONAEPIKALIYI0 aMUHOKHUCIOTHYIO MOCJIEA0BATENbHOCTD,
o6o3naueHHy0 kak SEQ ID NO:118 u Tsixenyro memnb, COAepKaLIyo

AMHHOKHUCJIOTHYIO MOCJIeN0BaTeIbHOCTDh, 0003HaueHHy0 kak SEQ ID NO:127;
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IIPU 3TOM COCTaB BBIOPAH W3 PYIMIbI, BKJIOYAOIEH B ceds:

L cocTas, conepxkamuil npudbausuteapHo 20 mr/mi anturtena npotus IL-36R,
npubauzurenbHo 40 MM rucruauna, npudausurensHo 120 MM caxapossl,
npudausurenbHo 50 MM L-aprunnna, npubnusurenbuo 5 MM NaCl u
npudausurensHo 1,0 r/n monucopdara 20, ¢ pH npubnusurensuo 6,0;

II. cocras, conepsxkamuii npudnusurenbHo 60 mr/mn antutena npotus IL-36R,
npubauszurenbHo 45 MM aunerarta, npubausurensHo 150 MM caxapossl,
npubauzutenbHo 25 MM L-aprununa, npudnusurensro 0,4 r/n nonucopbara 20, ¢ pH
npUOIU3UTENBHO 5,5;

III. cocras, conepskamuii npudausurenbHo 20 mr/mn antutena npotus IL-36R,
npubauzurensHo 45 MM anerar, npubnusurensHo 180 MM caxapossl,
npubnauzutensHo 25 MM raunuHa, npubausurensHo 0,4 r/n monucopdara 80, ¢ pH
NpUOIU3UTENBHO 5,5,

IV. cocraB, conepxamuii mpudnusurenbao 150 mr/mia anturena npotus IL-
36R, npubmmusurenpno 25 MM uurtpara, npudbnusutenbao 150 MM Tperanossi,
npubauzuTenbHo 25 MM MeTnoHuHa, npubnusurenbHo 0,2 r/n monucopdara 20, ¢ pH
npubnu3uTenspHo 6,0,

V. coctas, coaepxamuii npudnuszurenpuo 60 mr/mia anturena npotus IL-36R,
npubauzutenbHo 25 MM ructuauHa, npudnusurenabHo 160 MM caxapossl,
npubnusurenbHo 20 MM marHuTa, npudausuTeasHo 0,2 r/nx nonucopbara 20, ¢ pH
npubauzuTenbHo 6,0,

VI. coctaB, coaepxamuii npubnuszurenbuo 20 mr/mi antutena npotus IL-36R,
npubauzutenbHo 25 MM nutpara, npubausurenbHo 200 MM caxapossl,
npubauszurensuo 0,4 r/n monucopbara 80, ¢ pH npubnusurensHo 6,5;

VII. coctaB, coaepxkamuii npudnuszurenbuo 150 mr/ma anturena npotus IL-
36R, npubmusurensHo 45 MM anerara, npudnuzutenbHo 150 MM caxapo3ssl,
npubnauzutensHo 25 MM L-aprununa, npubnusurensro 0,4 r/n nonucopbara 20, ¢ pH
NpUOIU3UTENBHO 5,5,

VIII. cocTaB, coaepxkamuii npudnuzurenpHo 15 mr/mn anturena npotus IL-36R,
npubauzutensbHo 35 MM rucrununa, npubdnuzurenabHo 180 MM Tperanossl,
npubmauzurensuo 25 MM L-aprununa, npubnusurensHo 3 MM NaCl, npubnusurensHO

0,4 r/n nmonmucop6bara 80, ¢ pH npubnusurensuo 6,0;
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IX. cocras, cogepxamuii npudnuszurenpuo 80 mr/miu anturena npotus IL-36R,
npubauzurensHo 25 MM anerar, npubnusurenbHo 100 MM MaHHUT, TPUOITU3UTEIBHO
50 MM NaCl, npubausurensso 0,2 r/n nonucopbara 20, ¢ pH npubnusurensHo 5,5; u

X. coctas, conepskamuii npudnusurenpuo 100 Mmr/ma antutena npotus IL-
36R, mpubnusurensuo 20 MM cykiuHara, npubnausurensHo 220 MM caxapossl,
npubauszurensuo 0,1 r/n nonucop6bara 80, ¢ pH npubauszurensHo 6,0.

[000114] B BapuaHTe OCYIIECTBJIEHHUS, OTHOCSILIEMCS K IIECTOMY aCIeKTy,
YCTPOHCTBO Ui HHBEKLHH MPEICTaBJIsIeT COO0H MpenBapuTebHO COOpaHHOE
UHBEKLIHOHHOE YCTPONHCTBO, BKIIOUAKOLIee B €051 aBTOMATUYECKUI HHBEKTOP HIIH
npucnocoOnenne s 0€30macHOCTH UTribl. B CBS3aHHOM BapHaHTE OCYIIECTBIEHUS,
ABTOMATHYECKUI WHBEKTOP UJIU MPHUCIOCOOIEeHNE 151 0€30MaCHOCTH UTJIBl KaXAbIi
BKJIto4aeT: (a) mpubausutenbHo 300 Mr aHTUTENAa B 00meM 00béMe MPUOITH3UTEIBHO
2 wmu; (0) mpubnusurenpHo 225 Mr anTutena B odmem oObéMe npudbnuzutensHo 1.5
M, (¢) mpubnusurensHo 150 Mr anTuTena B oOumeM o0béMe MpUOIU3UTENBHO 1 MIT;
(d) mpubnusurenpHo 75 Mr aHTUTENa B 001meM 00béMe mpubausutenbHo 0.5 M, unu
(e) mpubnuzutenpHo 60 Mr aHTUTENA B 00meM 00béMe npudnusurensHo 0.4 mi.

[000115] B cooTBeTcTBUH ¢ €mle OJHUM AaCHEeKTOM HACTOSIIIEro U300peTeHHs
npeaaraeTcss — IPUMEHEHHEe  COCTaBa B COOTBETCTBHM C  HU300peTeHHeEM,
IpeaBapUTENbHO COOpPAaHHOTO MHBEKIMOHHOTO YCTPOHCTBA B COOTBETCTBUU C
nzobpereHneM wiauM Habopa dacTed B COOTBETCTBUM C H300peTeHHEM, A
BHYTPUBEHHOTO W/MIIM MOAKOXHOTO BBEICHMUS.

[000116] B onHOM BapuaHTe OCYIIECTBIIEHHUS, OTHOCSILIEMCS K IIECTOMY
acrekty, aHtuteno npotuB IL-36R wunm ero aHTUreHCBs3bIBAKOIMI (parMeHT
COAepKUT BapuabeNbHYH O0O0JacTh JIErKOW Lenu, COoAepiKaleil aMHUHOKHCIOTHYIO
nocaenosareapbHocTs SEQ ID NO: 80; u BapmabenbHy 00J7acTh TSIKENOH LENH,

coneprkamie aMUHOKUCJIOTHYK mnocienoBarenpbHocTs SEQ ID NO: 87;

3

Uin
BapuabenpHy0  o0JNacTp  JIErKOW  Lenmu,  CoAepiKamedl  aMHUHOKHCJOTHYIO
nocaenosarenpHocTs SEQ ID NO: 80; u BapmabenbHy0 007acTh TSIKENOH LENH,
conmeprkamel aMUHOKUCIOTHYK mocienoBatenbHocte SEQ ID NO: 88, wunm
BapuabenpHyl0O  0o0JacTp  JIETKOW  Lemwy, comepXxamed  aMUHOKHCIOTHYIO
nocaenoBareapHocTs SEQ ID NO: 80; u BapmabenbHy0 007acTh TSKENON LeNH,
coneprkalie aMHHOKHUCIOTHYH mnocienoBarenbHocte SEQ ID NO: 89. B oaHom
BAPUAHTE OCYLIECTBJEHUA AaHTUTENO0 mnpoTtuB IL-36R copep:kuT nerkyrw Lensb,

COIEep KAy aMHUHOKHCIOTHYIO MOCJENOBaTeNbHOCTh, 0003HaueHHYyI kak SEQ ID
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NO:118 u Tskenyr Lenb, CONEPKAIMMYK aMHUHOKHCIOTHYI TMOCJIEI0BATEIbHOCTD,
obo3HauenHyro kak SEQ ID NO:125; wunam Jerkymo Ienb, COAEPIKALIYIO
AMHUHOKHCJIOTHYIO IIOCJIEIOBAaTENbHOCTh, OOO3HaueHHyl kak SEQ ID NO:118 wu
TSAKENYIO Leb, comepIKalyIo AMUHOKHCIIOTHYIO NOCJIEJOBATEIBbHOCTD,
oboznauennyro kak SEQ ID NO:126; wunm Jnerkywo memb, COAEPKALIYIO
AMHUHOKHCJIOTHYIO TMOCJIeIOBATENbHOCTh, OOO03HaueHHy kak SEQ ID NO:118 wu
TSOKETYIO eIb, ComepKALIYIO AMHHOKHCJIOTHYIO MOCJI€IOBATEIbHOCTD,
obo3HaueHHy kak SEQ ID NO:127. B KOHKpPETHOM BapHaHTE OCYLIECTBICHUS
antuteno mnporuB IL-36R  comepxut BapmabenbHyr 00JacTh JIErKOW Lemw,
conmeprkamie AaMHHOKHUCJIOTHYH mnocaenoBarenpHocTs SEQ ID NO: 80; wu
BapuabenpHYy0  00JAaCTh  TSDKENOW  [emu,  coaepkamell  aMHHOKHCIOTHYIO
nocinenosarenbHocte SEQ ID NO: 89, B apyrom KOHKPETHOM BapHUaHTe
ocyliecTByieHus aHTUuTeno npotuB IL-36R cocrouT u3 nerkod uenu, coaep:kauei
AMHUHOKHCJIOTHYIO TIOCJIEIOBATENbHOCTh, OOO3HaueHHy kak SEQ ID NO:118 wu
TSOKEJION Ienu, coaepkalieldl aMUHOKHUCIOTHYIO MOCIENOBaTeIbHOCTh, 0003HAUEHHY IO
kak SEQ ID NO:127.

[000117] B coOTBeTCTBUH ¢ €lle OJHUM AaCHEKTOM HACTOSILIEro MU300peTeHHs
npeaaraeTcss — IPUMEHEHHEe  CcOocTaBa B COOTBETCTBHM C  HU300peTeHHeM,
IpeaBapUTENbHO COOpPAaHHOTO MHBEKIMOHHOTO YCTPOHCTBA B COOTBETCTBUU C
uzo0pereHueM uiau Habopa 4acTeil B COOTBETCTBUM ¢ M300peTeHUEM, JJIs JICYSHUsI 1O
MeHbIleH Mepe OJHOTO 3a00JieBaHUs, BBIOPAHHOTO M3 TPYIINBI, BKIOYAKOIEdH B ceds
ayTOMMMYHHbIE paccTpoiicTBa u/unu 3JI0Ka4€CTBEHHbIE 3aboneBaHus.
HeorpannvuBaromue mnpuMepbl ayTOMMMYHHBIX 3a00JieBaHUN, OXBaThIBA€MBIX
YKa3aHHBIM  ONpeJeNeHHeM, BKJIOYAKOT. TMCOpUa3, PEBMATOUIHBIA  apTPUT,
BOCMAJUTENbHOE  3a00JieBaHME  KUIIEYHUKA  WJIW  T[COPHATHYECKHH  apTpHT,
XpoHH4eckoe obcTpykTuBHOe 3a0oneBanue yerkux (XO3J), actmy, CKIepoaepMHurio,
JaOHHO-NIOJAOUWBEHHBIA NYyCTYyJNE3, TE€HEPAJU30BAHHBIA MYyCTYJE3HBIA ICOpPHA3,
aATOMUYECKHI JepMaTUT, AUA0ETHYECKYI He(pOmaTHI0, BOJYAHOYHBI HepPUT,
CKJIEPOEPMHUIO, AaHKWJIO3UPYIOIIMH CHOHIHJIHT, AayTOMMMYyHHOe 3aboyeBaHme,
BbI3BaHHOE aedunuToM aHtaronucra peuenrtopa IL-36 (DITRA), ayroummyHHOE
3aboneBaHue, BbpI3BaHHOE neduuurom antaroHucra peunentropa IL-le (DIRA) wnm
NepuoauYecCKre CHUHAPOMBI, cBs3aHHble ¢ kpuonupunom (CAPS), peBmaTounHsii
aprpur (PA), cucremnyro kpacHyio BosuaHky (CKB), cknepomepmuio, cuHapom

Illerpena, paccesHHBINA CKIEPO3, MCOpHUA3, NCOPUATUYECKUN apPTPUT, BOCHAIUTEIBHOE
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3a0oneBaHne KHIIeYHUKA (Hampumep, s3BEHHbI konuT u Oone3Hp Kpona),
BOCIMAJIEHUE JIETKUX, aCTMYy, HAHUOMATHYECKYI TPOMOOLUTONEHUYECKYIO IYPIypy
(UTII) snutenuanbHbple BOCHMAJUTEIbHBIE 3a00neBaHus, GuOpPO3 M aHKUIO3UPYIO MU
CHOHAWIMT. B JApyroM mNpeamouTHTENbHOM BapHaHTE OCYIIECTBIEHHS Habop
COAEP>KUT MHCTPYKLUMHU IJs MOAKOKHOIO WJIM BHYTPUMBILIEYHOTO BBEIEHHUs COCTaBa
cyOBeKTy.

AHTHTENA

[000118] Amnrtutena mnporuB IL-36R B COOTBETCTBUM ¢  HACTOSIIUM
uzobperenuem onucanbl B Ilatrente CIIHA Ne 9,023,995 wumu WO 2013/074569,
MIOJIHOE COAEpKaHUE KaXAOr0 M3 KOTOPBIX BKJIKYEHO B HACTOSAINYK 3asBKY
MOCPEACTBOM CCBUIKH.

[000119] Hudpopmaumonnsie PHK nua IL-36a, IL-36p u IL-36y cuabHO
SKCIPECCUPYIOTCS B HEKOTOPBIX TKAHSIX, OCOOCHHO BO BHYTPEHHUX SMHUTEIHUAIBHBIX
TKaHsX, KOTOPbIE€ MOABEPraroTCA BO3AEHCTBUIO NMAaTOTE€HOB, U B KOoxe. MHTEpeceH TOT
¢axT, uro skcrpeccus IL-36Ra u IL-360, 3HaUUTENbHO MOBBIINAETCS B KEPATUHOLUTAX
4eJoBeKa, CTUMyJIupoBaHHbIX nocpeactsoM IL-1B/TNF-a, a IL-36Ra u IL-36y uPHK
CWJIBHO YBEJIMYHUBAKTCA B MOPAXKEHHOM ICOpPUa3oM Koxe. bosee Toro, mpoaykuus
Oenka IL-36y yBennuuBaeTrcs B KepaTHHOLHUTAX 4ejioBeka mocie ctumyssinuu TNF-o
u IFN-y. IToBeimmennas skcnpeccust IL-36a uPHK u Oenka Taxxe HaOmopanach npu
XpPOHHUECKOM 3a00JieBaHUU TMOUYEK. B3sATbie BMecTe, 3TU JaHHBIE MOKAa3bIBAIOT, UTO
aurauasl IL-36R, Bxmouas IL-36a, IL-36p u IL-36y, oka3pIBar0T NPOBOCHAIUTEIBHOE
nevcTue in vitro u in vivo u 4to IL-36Ra neicTByeT Kak eCTECTBEHHbIN aHTAarOHUCT,
TakuM oOpaszom mmutupys cucremy IL-1/IL-1Ra. JlaHHBIe CBHUIETENBCTBYIOT O TOM,
yro Juradasl IL-36R  ydacTByroT B psige OOJNE3HEHHBIX COCTOSIHHUM, BKJIOYAs
BOCHanuTeNbHble 3a0oneBaHus. ONMHUCaHHBIE B HACTOSIIIEH 3asBKE AHTHTENA MPOTHUB
IL-36R cHmxaroT unu OJOKUPYIOT omnocpenoBaHHyr jurasgom IL36 mnepemauy
CUTHAJIOB U SIBJSIOTCS NMPUTOJHBIMH B JICUEHUHM TAKUX COCTOSHUN WM 3a00JIeBaHMIA.
BapuaOenbubie obmactu u CDR penpe3eHTaTUBHBIX AHTUTEN B COOTBETCTBHH C

HaCTOAIIUM I/1306peTeHI/IeM OIIMCaHbl HHUXKC.

TlocienoBaTeapbHOCTU MBIIKWHBIX aHTUTEeN npoTuB IL-36R

[000120] BapuabGenbubie oOmactu u CDR penpe3eHTaTUBHBIX MBIIIHHBIX
AHTUTEJI B COOTBETCTBUHM C HACTOSIIUM H300peTeHneM (MBIIINHbIE CBHUHIIOBBIE)

npeacCTaBJICHbBI HUXKE!



10

15

20

25

30

35

40

-80 -

AMUHOKHCJIOTHBIE TTOCIEN0BATEIFHOCTH BapradebHOM 001aCTH JIeTKOH Henu

(VK)

>33D10B12vK benoxk (anTureno 33D10)

QIVLTQSPAIMSASLGERVTMTCTASSSVSSSYLHWYQKKPGSSPKLWVYSTSN
LASGVPVRFSGSGSGTSYSLTISSMEAEDAATYYCHQHHRSPVTFGSGTKLEMK
(SEQ ID NO: 1)

>172C8B12 vK Genok (anturteno 172C8)

DIQMTQSPASQSASLGESVTFTCLASQTIGTWLAWYQQRPGKSPQLLIYAATSLA
DGVPSRFSGSGSGTQFSFNIRSLQAEDFASYYCQQVYTTPLTFGGGTKLEIK
(SEQ ID NO: 2)

>67E7E8 vK Oenok (arturteno 67E7)

DIQMTQSPASQSASLGESVTFTCLASQTIGTWLGWYQQKPGKSPQLLIYRSTTLA
DGVPSRFSGSGSGTKFSFKISSLQAADFASYYCQQLYSAPYTFGGGTKLEIR
(SEQ ID NO: 3)

>78C8D1 vK Bbenoxk (anTtuteno 78C8)

DVLLTQTPLSLPVSLGDQASISCRSSQNIVHSNGNTYLQW YLQKPGQSPKLLIYK
VSNRFSGVPDRFSGSGSGTDFTLKISRVEAEDLGVYYCFQGSHVPFTFGAGTKLE
LK (SEQ ID NO: 4)

>81A1D1 vK Bbenok (antuteno 81A1)

DIQMTQTTSSLSASLGDRVTISCRASQDIYKYLNWYQQKPDGTLKLLIYYTSGLH
SGVPSRFSGSGSGTDFSLTISNLEPEDIATYFCQQDSKFPWTFGGDTKLEIK (SEQ
ID NO: 5)

>81B4E11 vK benok (anturteno 81B4)

QIVLTQSPAIMSASLGERVTMTCTASSSVSSSYFHWYQQKPGSSPKLWIYRTSNL
ASGVPGRFSGSGSGTSYSLTISSMEAEDAATYYCHQFHRSPLTFGAGTKLELK
(SEQ ID NO: 6)

>73C5C10 vK 6enok (antuteno 73C5)

DIVMTQSQKFLSTSVGVRVSVTCKASQDVGTNVLWYQQKIGQSPKPLIYSASYR
HSGVPDRFTGSGSGTDFTLIISNVQSEDLAEYFCQQYSRYPLTFGPGTKLELK
(SEQ ID NO: 7)

>73F6F8 vK Genok (antureno 73F6)

DIVMTQSQKFLSTSVGVRVSVTCKASQDVGTNVLWYQQKIGQSPKALIYSASYR
HSGVPDRFTGSGSGTDFTLIITNVQSEDLAEYFCQQYSRYPLTFGPGTKLELK
(SEQ ID NO: 8)

>76E10E8 vK Oenok (anturteno 76E10)
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DIVMTQSQKFMSATVGGRVNITCKASQNVGRAVAWYQQKPGQSPKLLTHSAS
NRYTGVPDRFTGSGSGTDFTLTITNMQSEDLADYFCQQYSSYPLTFGAGTKLDL
K (SEQ ID NO: 9)

>89A12B8 vK Genok (antureno 89A12)

DIQMTQSPASQSASLGESVTFSCLASQTIGTWLGWYQQKPGKSPQLLIYRATSLA
DGVPSRFSGSGSGTNFSFKISSLQAEDLASYYCQQLYSGPYTFGGGTKLEIR
(SEQ ID NO: 10)

AMHWHOKHCJIOTHBIE NMOCJIEA0BATEIbHOCTH BaprabeabHON 001aCTH TSXKEOH Lenu

(VH)

>33D10B12vH benok (anTurteno 33D10)

QVQLQQSGTELLKPGASVKLSCKASGNTVTSYWMHWVKQRPGQGLEWIGEILP
STGRTNYNENFKGKAMLTVDKSSSTAYMQLSSLASEDSAVYYCTIVYFGNPWF
AYWGQGTLVTVSA (SEQ ID NO: 11)

>172C8B12 vH Genok (anturteno 172C8)

EVQLQQSGPELVKPGASVKLSCKASGYTFTDNYMNWVRQSHGKSLEWIGRVNP
SNGDTKYNQNFKGKATLTVDKSLSTAYMQLNGLTSEDSAVYYCGRTKNFYSSY
SYDDAMDYWGQGTSVTVSS (SEQ ID NO: 12)

>67E7ES8 vH Oenok (antureno 67E7)

EVQLQQSGAEFVRPGASVKFSCTASGFNIKDDYIHW VRQRPEQGLEWVGRIDPA
NGNTKYAPKFQDKATITADTSSNTAYLQLSSLTSEDTAVYYCAKSFPNNYYSYD
DAFAYWGQGTLVTVSA (SEQ ID NO: 13)

>78C8D1 vH Bbenok (antuteno 78C8)

QVQLKESGPVLVAPSQSLSITCTVSGFSLTKFGVHWIRQTPGKGLEWLGVIWAG
GPTNYNSALMSRLTISKDISQSQVFLRIDSLQTDDTAMYYCAKQIYYSTLVDYW
GQGTSVTVSS (SEQ ID NO: 14)

>81A1D1 vH Benok (antuteno 81A1)

QVQLKESGPGLVAPSQSLFITCTVSGFSLSSYEINWVRQVPGKGLEWLGVIWTGI
TTNYNSALISRLSISKDNSKSLVFLKMNSLQTDDTAIYYCARGTGTGFYYAMDY
WGQGTSVTVSS (SEQ ID NO: 15)

>81B4E11 vH benox (anturteno 81B4)

QVQLQQPGADFVRPGASMRLSCKASGYSFTSSWIHW VKQRPGQGLEWIGEINP
GNVRTNYNENFRNKATLTVDKSSTTAYMQLRSLTSADSAVYYCTVVFYGEPYF
PYWGQGTLVTVSA (SEQ ID NO: 16)

>73C5C10 vH benok (antureno 73C5)
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QVQLKESGPGLVAPSQSLSITCTVSGFSLTNYAVHWVRQFPGKGLEWLGVIWSD
GSTDFNAPFKSRLSINKDNSKSQVFFKMNSLQIDDTAIYYCARKGGYSGSWFAY
WGQGTLVTVSA (SEQ ID NO: 17)

>73F6F8 vH Genox (antureno 73F6)

QVQLKESGPGLVAPSQSLSITCTVSGFSLTNYAVHW VRQFPGKGLEWLGVIWSD
GSTDYNAPFKSRLSINKDNSKSQVFFKMNSLQTDDTAIYYCARKGGYSGSWFA
YWGQGTLVTVSA (SEQ ID NO: 18)

>76E10E8 vH 6enok (anturteno 76E10)

QVQLKESGPVLVAPSQSLSITCTVSGFSLTNYGVHWVRQPPGKGLEWLGVIWPV
GSTNYNSALMSRLSIHKDNSKSQVFLRMNSLQTDDTAIYYCAKMDWDDFFDY
WGQGTTLTVSS(SEQ ID NO: 19)

>89A12B8 vH benok (antuTeno 89A12)

EVQLQQSGAELVRPGASVRLSCTASGFNIKDDYIHWVRQRPKQGLEWLGRIDPA
NGNTKYDPRFQDKATITADTSSNTAYLHLSSLTSEDTAVYYCAKSFPDNYYSYD
DAFAYWGQGTLVTVSA (SEQ ID NO: 20)

AmuHokucaoTHbie mocienoBarenbHocTu CDR-1 nmerkoii nenu (L-CDR1)

>33D10G1 L-CDR1
TASSSVSSSYLH (SEQ ID NO: 21)
>172C8B12 L-CDR1
LASQTIGTWLA (SEQ ID NO: 22)
>67E7E8 L-CDR1

LASQTIGTWLG (SEQ ID NO: 23)
>78C8D1 L-CDR1
RSSQNIVHSNGNTYLQ (SEQ ID NO: 24)
>81A1D1 L-CDRI1
RASQDIYKYLN (SEQ ID NO: 25)
>81B4E11 L-CDR1
TASSSVSSSYFH (SEQ ID NO: 26)
>73C5C10 L-CDR1
KASQDVGTNVL (SEQ ID NO: 27)
>73F6F8 L-CDR1
KASQDVGTNVL (SEQ ID NO: 27)
>76E10E8 L-CDR1
KASQNVGRAVA (SEQ ID NO: 28)
>89A12B8 L-CDRI1
LASQTIGTWLG (SEQ ID NO: 29)

AmuHokuca0THBIE TTocenoBatenbHocTu CDR-2 nerkoii nenu (L-CDR2)

>33D10B12 L-CDR2
STSNLAS (SEQ ID NO: 30)
>172C8B12 L-CDR2
AATSLAD (SEQ ID NO: 31)
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>67E7E8 L-CDR2
RSTTLAD (SEQ ID NO: 32)
>78C8D1 L-CDR2
KVSNRFS (SEQ ID NO: 33)
>81A1D1 L-CDR2
YTSGLHS (SEQ ID NO: 34)
>81B4E11 L-CDR2
RTSNLAS (SEQ ID NO: 35)
>73C5C10 L-CDR2
SASYRHS (SEQ ID NO: 36)
>73F6F8 L-CDR2
SASYRHS (SEQ ID NO: 36)
>76E10E8 L-CDR2
SASNRYT (SEQ ID NO: 37)
>89A12B8 L-CDR2
RATSLAD (SEQ ID NO: 38)

-83 -

AmuHokucI0THBIE TTocnenoBatenbHocTu CDR-3 nmerkoii nenu (L-CDR3)

>33D10B12 L-CDR3
HQHHRSPVT (SEQ ID NO: 39)
>172C8B12 L-CDR3
QQVYTTPLT (SEQ ID NO: 40)
>67E7E8 L-CDR3
QQLYSAPYT (SEQ ID NO: 41)
>78C8D1 L-CDR3
FQGSHVPFT (SEQ ID NO: 42)
>81A1D1 L-CDR3
QQDSKFPWT (SEQ ID NO: 43)
>81B4E11 L-CDR3
HQFHRSPLT (SEQ ID NO: 44)
>73C5C10 L-CDR3
QQYSRYPLT (SEQ ID NO: 45)
>73F6F8 L-CDR3
QQYSRYPLT (SEQ ID NO: 45)
>76E10E8 L-CDR3
QQYSSYPLT (SEQ ID NO: 46)
>89A12B8 L-CDR3
QQLYSGPYT (SEQ ID NO: 47)

AmuHokucaoTHBIe TTocienoBatenpbHocTu CDR-1 Tsixxenoit nenu (H-CDR1)

>33D10B12 H-CDR1

GNTVTSYWMH (SEQ ID NO: 48)

>172C8B12 H-CDRI1

GYTFTDNYMN (SEQ ID NO: 49)

>67E7E8 H-CDR1
GFNIKDDYIH (SEQ ID NO: 50)
>78C8D1 H-CDRI1
GFSLTKFGVH (SEQ ID NO: 51)
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>81A1D1 H-CDR1
GFSLSSYEIN (SEQ ID NO: 52)
>81B4E11 H-CDR1
GYSFTSSWIH (SEQ ID NO: 53)
>73C5C10 H-CDR1
GFSLTNYAVH (SEQ ID NO: 54)
>73F6F8 H-CDRI1
GFSLTNYAVH (SEQ ID NO: 54)
>76E10E8 H-CDR 1
GFSLTNYGVH (SEQ ID NO: 55)
>89A12B8 H-CDRI1
GFNIKDDYIH (SEQ ID NO: 56)

AmuHokuCTOTHBIE TTocnenoBatenbHocTH CDR-2 Tsixxenoit nenu (H-CDR2)

>33D10B12 H-CDR2
EILPSTGRTNYNENFKG (SEQ ID NO: 57)
>172C8B12 H-CDR2
RVNPSNGDTKYNQNFKG (SEQ ID NO: 58)
>67E7E8 H-CDR2
RIDPANGNTKYAPKFQD (SEQ ID NO: 59)
>78C8D1 H-CDR2
VIWAGGPTNYNSALMS (SEQ ID NO: 60)
>81A1D1 H-CDR2

VIWTGITTNYNSALIS (SEQ ID NO: 61)
>81B4E11 H-CDR2

EINPGNVRTNYNENF (SEQ ID NO: 62)
>73C5C10 H-CDR2
VIWSDGSTDFNAPFKS (SEQ ID NO: 63)
>T73F6F8 H-CDR2

VIWSDGSTDYNAPFKS (SEQ ID NO: 64)
>76E10E8 H-CDR2
VIWPVGSTNYNSALMS (SEQ ID NO: 65)
>89A12B8 H-CDR2
RIDPANGNTKYDPRFQD (SEQ ID NO: 66)

AmuHokucaoTHBIe TocnenoBatenbHocTd CDR-3 Tsxenoit nenu (H-CDR3)

>33D10B12 H-CDR3

VYFGNPWFAY (SEQ ID NO: 67)
>172C8B12 H-CDR3
TKNFYSSYSYDDAMDY (SEQ ID NO: 68)
>67E7E8 H-CDR3

SFPNNYYSYDDAFAY (SEQ ID NO: 69)
>78C8D1 H-CDR3

QIYYSTLVDY (SEQ ID NO: 70)

>81A1D1 H-CDR3

GTGTGFYYAMDY (SEQ ID NO: 71)
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>81B4E11 H-CDR3

VFYGEPYFPY (SEQ ID NO: 72)
>73C5C10 H-CDR3

KGGYSGSWFAY (SEQ ID NO: 73)
>T73F6F8 H-CDR3

KGGYSGSWFAY (SEQ ID NO: 73)
>76E10E8 H-CDR3

MDWDDFFDY (SEQ ID NO: 74)
>89A12B8 H-CDR3
SFPDNYYSYDDAFAY (SEQ ID NO: 75)

ITocnenoBarenbuoctu CDR opotus IL-36R Mmblmu

[000121] Caognbiii 0630p mocnenoparenbHocTeli CDR CBHHIIOBBIX MBIITUHBIX

AHTUTEI NMPEACTABJICH HUXKE!

AnrtuTeno IMTocnenoBarenpnoctu H-CDR TTocnemoBarenpnoctu L-CDR
33D10 GNTVTSYWMH (H-CDR1) SEQ ID No: | TASSSVSSSYLH (L-CDR1) SEQ ID
48 No: 21
EILPSTGRTNYNENFKG (H-CDR2) STSNLAS (L-CDR2) SEQ ID No: 30
SEQ ID No: 57 HQHHRSPVT (L-CDR3) SEQ ID No:
VYFGNPWFAY (H-CDR3) SEQ ID No: 39
67
172C8 GYTFTDNYMN (H-CDR1) SEQ ID No: LASQTIGTWLA (L-CDR1) SEQ ID
49 No: 22
RVNPSNGDTKYNQNFKG (H-CDR2)
SEQ ID No: 58 AATSLAD (L-CDR2) SEQ ID No: 31
TKNFYSSYSYDDAMDY (H-CDR3) QQVYTTPLT (L-CDR3) SEQ ID No:
SEQ ID No: 68 40
67E7 GFNIKDDYIH (H-CDR1) SEQ ID No: 50 | LASQTIGTWLG (L-CDR1) SEQ ID
No: 23
RIDPANGNTKYAPKFQD (H-CDR2)
SEQ ID No: 59 RSTTLAD (L-CDR2) SEQ ID No: 32
SFPNNYYSYDDAFAY (H-CDR3) SEQ QQLYSAPYT (L-CDR3) SEQ ID No:
ID No: 69 41
78C8 GFSLTKFGVH (H-CDR1) SEQ ID No: RSSQNIVHSNGNTYLQ (L-CDR1)
51 SEQ ID No: 24
VIWAGGPTNYNSALMS (H-CDR2) KVSNRFS (L-CDR2) SEQ ID No: 33
SEQ ID No: 60
FQGSHVPFT (L-CDR3) SEQ ID No: 42
QIYYSTLVDY (H-CDR3) SEQ ID No:
70
81A1 GFSLSSYEIN (H-CDR1) SEQ ID No: 52 | RASQDIYKYLN (L-CDR1) SEQ ID
No: 25
VIWTGITTNYNSALIS (H-CDR2) SEQ YTSGLHS (L-CDR2) SEQ ID No: 34
ID No: 61 QQDSKFPWT (L-CDR3) SEQ ID No:
43
GTGTGFYYAMDY (H-CDR3) SEQ ID
No: 71
81B4 GYSFTSSWIH (H-CDR1) SEQ ID No: 53 | TASSSVSSSYFH (L-CDR1) SEQ ID

EINPGNVRTNYNENF (H-CDR2) SEQ

No: 26
RTSNLAS (L-CDR2) SEQ ID No: 35
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AnTtuTeno ITocnenoBareapnoctu H-CDR TlocnemoBareapnoctH L-CDR
ID No: 62 HQFHRSPLT (L-CDR3) SEQ ID No: 44
VFYGEPYFPY (H-CDR3) SEQ ID No:
72
73C5 GFSLTNYAVH (H-CDR1) SEQ ID No: KASQDVGTNVL (L-CDR1) SEQ ID
54 No: 27
VIWSDGSTDFNAPFKS (H-CDR2) SEQ [ SASYRHS (L-CDR2) SEQ ID No: 36
ID No: 63
QQYSRYPLT (L-CDR3) SEQ ID No:
KGGYSGSWFAY (H-CDR3) SEQ ID 45
No: 73
73F6 GFSLTNYAVH (H-CDR1) SEQ ID No: KASQDVGTNVL (L-CDR1) SEQ ID
54 No:27
VIWSDGSTDYNAPFKS (H-CDR2) SEQ | SASYRHS (L-CDR2) SEQ ID No: 36
ID No: 64
QQYSRYPLT (L-CDR3) SEQ ID No:
KGGYSGSWFAY (H-CDR3) SEQ ID 45
No: 73
76E10 GFSLTNYGVH (H-CDR1) SEQ ID No: KASQNVGRAVA (L-CDR1) SEQ ID
55 No: 28
VIWPVGSTNYNSALMS (H-CDR2) SEQ | SASNRYT (L-CDR2) SEQ ID No: 37
ID No: 65
QQYSSYPLT (L-CDR3) SEQ ID No:
MDWDDFFDY (H-CDR3) SEQ ID No: 46
74
89A12 GFNIKDDYIH (H-CDR1) SEQ ID No: 56 | LASQTIGTWLG (L-CDR1) SEQ ID

RIDPANGNTKYDPRFQD (H-CDR2)
SEQ ID No: 66

SFPDNYYSYDDAFAY (H-CDR3) SEQ
ID No: 75

No: 29

RATSLAD (L-CDR2) SEQ ID No: 38
QQLYSGPYT (L-CDR3) SEQ ID No:
47

TlocyenoBaTenbHOCTU 'YMAaHU3UPOBAHHOrO aHTurena npotus IL-36R

[000122] ITocnemoBaTeNbHOCTH KapKacHOW 0OJacTH 4esioBeKa ObLIM BbIOPAHBI

AJId MBIIIHMHBIX CBHUHIOBBIX AHTUTEJI HAa OCHOBE TI'OMOJIOTHMH KapKaCHOﬁ 06HaCTH,

CTPYKTYPBI

OCTaTKOB

CDR, KOHCepBaTHBHbIX KAHOHMYECKHX OCTATKOB, KOHCEpPBATHBHBIX

ynakoBku uHTepdeiica M APYrUX NapaMeTpoB sl  MOJYyYEHHs
I'YMaHU3HPOBAHHBIX BaprabelbHbIX 00JIacTe.

[000123] Penpe3eHTaTHBHBIE TIyMaHU3MpOBaHHbIE BapuabenpHble 00JacTH,

nonydeHHble u3 aHTuTen 81B4 u 73CS npencraBieHbl HUXKE.
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AMHUHOKHCJIOTHBIE ITOCJEN0BATENbHOCTH BapruabebH0oi 00J1aCcTHU JErKoi Lenu

VK)

>81B4vK32 3 vK Genox

EIVLTQSPGTLSLSPGERATMSCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSTL
ASGIPDRFSGSGSGTDFTLTISRLEPEDAATYYCHQFHRSPLTFGQGTKLEIK
(SEQ ID NO: 76)

>81B4vK32 105 vK Genok

EIVLTQSPGTLSLSPGERATMSCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSILA
SGVPDRFSGSGSGTDFTLTISRLEPEDFATYYCHQFHRSPLTFGQGTKLEIK (SEQ
ID NO: 77)

>81B4vK32 116 vK Genok

EIVLTQSPGTLSLSPGERATMSCTASSSVSSSYFHWYQQKPGQAPRLWIYRTSRL
ASGVPDRFSGSGSGTDFTLTISRLEPEDAATYYCHQFHRSPLTFGQGTKLEIK
(SEQ ID NO: 78)

>81B4vK32 127 vK Genok

EIVLTQSPGTLSLSPGERATMTCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSRL
ASGVPDRFSGSGSGTDFTLTISRLEPEDFAVYYCHQFHRSPLTFGQGTKLEIK
(SEQ ID NO: 79)

>81B4vK32 138 vK Gemnok

QIVLTQSPGTLSLSPGERATMTCTASSSVSSSYFHWYQQKPGQAPRLWIYRTSRL
ASGVPDRFSGSGSGTDFTLTISRLEPEDAATYYCHQFHRSPLTFGAGTKLEIK
(SEQ ID NO: 80)

>81B4vK32 140 vK Genoxk

QIVLTQSPGTLSLSPGERVTMSCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSQL
ASGIPDRFSGSGSGTDFTLTISRLEPEDAATYYCHQFHRSPLTFGQGTKLEIK
(SEQ ID NO: 81)

>81B4vK32 141 vK Genok

QIVLTQSPGTLSLSPGERATMTCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSKL
ASGVPDRFSGSGSGTDFTLTISRLEPEDFATYYCHQFHRSPLTFGQGTKLEIK
(SEQ ID NO: 82)

>81B4vK32 147 vK Gemnok

EIVLTQSPGTLSLSPGERATMSCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSHL
ASGIPGRFSGSGSGTDFTLTISRLEPEDAAVYYCHQFHRSPLTFGQGTKLEIK
(SEQ ID NO: 83)

| >73C5vK39_2 vK 6Gernoxk
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EIVMTQSPATLSVSPGVRATLSCKASQDVGTNVLWYQQKPGQAPRPLIYSASYR
HSGIPDRFSGSGSGTEFTLTISSLQSEDFAEYFCQQYSRYPLTFGQGTKLEIK (SEQ
ID NO: 84)

>73C5vK39 7 vK Genoxk

EIVMTQSPATLSVSPGVRATLSCKASQDVGTNVLWYQQKPGQAPRPLIYSASYR
HSGIPDRFSGSGSGTEFTLTISSLQSEDFAVYYCQQYSRYPLTFGQGTKLEIK
(SEQ ID NO: 85)

>73C5vK39 15 vK 6enox

EIVMTQSPATLSVSPGVRATLSCKASQDVGTNVLWYQQKPGQAPRPLIYSASYR
HSGIPARFSGSGSGTEFTLTISSLQSEDFAEYYCQQYSRYPLTFGQGTKLEIK
(SEQ ID NO: 86)

AMUHOKHUCJIOTHBIE IOCJEN0BATENbHOCTH BapuabepHoi obnactu Tsikenon uenu (VH)

>81B4vH33 49 vH benok

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQAPGQGLEWIGEINP
GNVRTNYNENFRNKATMTVDTSISTAYMELSRLRSDDTAVYYCAVVFYGEPYF
PYWGQGTLVTVSS (SEQ ID NO: 87)

>81B4vH33 85T vH benok

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQRPGQGLEWIGEINP
GNVRTNYNENFRNRVTMTVDTSISTAYMELSRLRSDDTAVYYCTVVFYGEPYF
PYWGQGTLVTVSS (SEQ ID NO: 88)

>81B4vH33 90 vH benok

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVKQAPGQGLEWMGEIN
PGNVRTNYNENFRNKVTMTVDTSISTAYMELSRLRSDDTAVYYCTVVFYGEPY
FPYWGQGTLVTVSS (SEQ ID NO: 89)

>81B4vH33 93 vH benok

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQRPGQGLEWMGEINP
GNVRTNYNENFRNRATLTRDTSISTAYMELSRLRSDDTAVYYCAVVFYGEPYFP
YWGQGTLVTVSS (SEQ ID NO: 90)

>81B4vHS50 22 vH benok

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQRPGQGLEWMGEILP
GVVRTNYNENFRNKVTMTVDTSISTAYMELSRLRSDDTAVYYCTVVFYGEPYF
PYWGQGTLVTVSS (SEQ ID NO: 91)

>81B4vH50 30 vH benok

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQRPGQGLEWIGEINP
GAVRTNYNENFRNRVTMTVDTSISTAYMELSRLRSDDTAVYYCTVVFYGEPYF
PYWGQGTLVTVSS (SEQ ID NO: 92)
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>81B4vHS51 13 vH benok

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQAPGQGLEWIGEINP
GLVRTNYNENFRNKVTMTVDTSISTAYMELSRLRSDDTAVYYCAVVFYGEPYF
PYWGQGTLVTVSS (SEQ ID NO: 93)

>81B4vHS51 15 vH Bbenok

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQAPGQGLEWIGEINP
GAVRTNYNENFRNKVTMTVDTSISTAYMELSRLRSDDTAVYYCAVVFYGEPYF
PYWGQGTLVTVSS (SEQ ID NO: 94)

>81B4vH52 83 vH benok

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQAPGQGLEWIGEINP
GSVRTNYNENFRNKATMTVDTSISTAYMELSRLRSDDTAVYYCAVVFYGEPYF
PYWGQGTLVTVSS (SEQ ID NO: 95)

>73C5vH46_4 vH Bbenok

QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWIRQPPGKGLEWIGVIWSDG
STDYNAPFKSRVTINKDTSKSQVSFKMSSVQAADTAVYYCARKGGYSGSWFAY
WGQGTLVTVSS (SEQ ID NO: 96)

>73C5vH46 19 vH benok

QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWIRQPPGKGLEWIGVIWSDG
STDYNAPFKSRVTISKDTSKNQVSLKMNSLTTDDTAVYYCARKGGYSGSWFAY
WGQGTLVTVSS (SEQ ID NO: 97)

>73C5vH46 40 vH benok

QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWIRQPPGKGLEWIGVIWSDG
STDYNAPFKSRVTISKDNSKSQVSLKMNSVTVADTAVYYCARKGGYSGSWFAY
WGQGTLVTVSS (SEQ ID NO: 98)

>73C5vH47 65 vH Bbenok

QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWVRQPPGKGLEWIGVIWSD
GSTDYNAPFKSRVTISKDTSKNQVSFKLSSVTVDDTAVYYCARKGGYSGSWFA
YWGQGTLVTVSS (SEQ ID NO: 99)

>73C5vH47 77 vH Bbenok

QVQLQESGPGLVAPSETLSLTCTVSGFSLTDYAVHWIRQFPGKGLEWIGVIWSD
GSTDFNAPFKSRVTISKDTSKNQVSFKLSSVTTDDTAVYYCARKGGYSGSWFAY
WGQGTLVTVSS (SEQ ID NO: 100)

>73C5vH58 91 vH Bbenok

QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWIRQPPGKGLEWIGVIWSDG
STDYNAPFKSRVTISKDNSKSQVSFKMSSVTADDTAVYYCARKGGYSGSWFAY
WGQGTLVTVSS (SEQ ID NO: 101)
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IMocnenosatenpHocT CDR U3 ryMaHu3npoBaHHBIX BapuadeNbHbIX 00lacTel,
MOJY4EHHBIX U3 MpPEeACTaBJIeHHBIX Bbile aHTUTEN 81B4 u 73CS5, nusolpakeHbl HUXKE.

AMUHOKHCIOTHBIE nTocaenoBarenbHocT L-CDR1

>81B4vK32 3 L-CDR1
TASSSVSSSYFH (SEQ ID NO: 26)
>81B4vK32_ 105 L-CDR1
TASSSVSSSYFH (SEQ ID NO: 26)
>81B4vK32_ 116 L-CDR1
TASSSVSSSYFH (SEQ ID NO: 26)
>81B4vK32_ 127 L-CDR1
TASSSVSSSYFH (SEQ ID NO: 26)
>81B4vK32 138 L-CDRI
TASSSVSSSYFH (SEQ ID NO: 26)
>81B4vK32 140 L-CDR1
TASSSVSSSYFH (SEQ ID NO: 26)
>81B4vK32 141 L-CDR1
TASSSVSSSYFH (SEQ ID NO: 26)
>81B4vK32 147 L-CDR1
TASSSVSSSYFH (SEQ ID NO: 26)
>73C5vK39 2 L-CDR1
KASQDVGTNVL (SEQ ID NO: 27)
>73C5vK39 7 L-CDR1
KASQDVGTNVL (SEQ ID NO: 27)
>73C5vK39 15 L-CDRI1
KASQDVGTNVL (SEQ ID NO: 27)

AMUHOKHCIOTHBIE nTocaenoBareabHocT L-CDR2

>81B4vK32 3 L-CDR2 (SEQ ID 102)
RTSTLAS

>81B4vK32 105 L-CDR2 (SEQ ID 103)
RTSILAS

>81B4vK32 116 L-CDR2 (SEQ ID 104)
RTSRLAS

>81B4vK32 127 L-CDR2 (SEQ ID 104)
RTSRLAS

>81B4vK32 138 L-CDR2 (SEQ ID 104)
RTSRLAS

>81B4vK32 140 L-CDR2 (SEQ ID 105)
RTSQLAS

>81B4vK32 141 L-CDR2 (SEQ ID 106)
RTSKLAS

>81B4vK32 147 L-CDR2 (SEQ ID 140)
RTSHLAS

>73C5vK39 2 L-CDR2

SASYRHS (SEQ ID NO: 36)

>73C5vK39 7 L-CDR2

SASYRHS (SEQ ID NO: 36)
>73C5vK39 15 L-CDR2
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SASYRHS (SEQ ID NO: 36)

AMUHOKHUCIOTHBIE nTocaenoBarenbHocT L-CDR3
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>81B4vK32 3 L-CDR3
HQFHRSPLT (SEQ ID NO:
>81B4vK32 105 L-CDR3
HQFHRSPLT (SEQ ID NO:
>81B4vK32 116 L-CDR3
HQFHRSPLT (SEQ ID NO:
>81B4vK32 127 L-CDR3
HQFHRSPLT (SEQ ID NO:
>81B4vK32 138 L-CDR3
HQFHRSPLT (SEQ ID NO:
>81B4vK32 140 L-CDR3
HQFHRSPLT (SEQ ID NO:
>81B4vK32 141 L-CDR3
HQFHRSPLT (SEQ ID NO:
>81B4vK32 147 L-CDR3
HQFHRSPLT (SEQ ID NO:
>73C5vK39 2 L-CDR3
QQYSRYPLT (SEQ ID NO:
>73C5vK39 7 L-CDR3
QQYSRYPLT (SEQ ID NO:
>73C5vK39 15 L-CDR3
QQYSRYPLT (SEQ ID NO:

AMUHOKHCIOTHBIE nTocaenoBarenbHocTi H-CDR1

44)
44)
44)
44)
44)
44)
44)
44)
45)
45)

45)

>81B4vH33 49 H-CDRI1
GYSFTSSWIH (SEQ ID NO
>81B4vH33 85T H-CDRI1

GYSFTSSWIH (SEQ ID NO:

>81B4vH33 90 H-CDR1

GYSFTSSWIH (SEQ ID NO:

>81B4vH33 93 H-CDR1

GYSFTSSWIH (SEQ ID NO:

>81B4vHS50 22 H-CDR1

GYSFTSSWIH (SEQ ID NO:

>81B4vHS50 30 H-CDR1

GYSFTSSWIH (SEQ ID NO:

>81B4vHS51 13 H-CDR1

GYSFTSSWIH (SEQ ID NO:

>81B4vH51 15 H-CDR1

GYSFTSSWIH (SEQ ID NO:

>81B4vH52 83 H-CDRI1
GYSFTSSWIH (SEQ ID NO
>73C5vH46 4 H-CDR1

£ 53)
53)
53)
53)
53)
53)
53)
53)

:53)

GFSLTDYAVH (SEQ ID NO: 107)

>73C5vH46 19 H-CDR1
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GFSLTDYAVH (SEQ ID NO: 107)
>73C5vH46 40 H-CDR1
GFSLTDYAVH (SEQ ID NO: 107)
>73C5vH47 65 H-CDR1
GFSLTDYAVH (SEQ ID NO: 107)
>73C5vH47 77 H-CDRI1
GFSLTDYAVH (SEQ ID NO: 107)
>73C5vH58 91 H-CDRI1
GFSLTDYAVH (SEQ ID NO: 107)

AMHUHOKHCIOTHBIE nTocaenosarenrnoct H-CDR2

>81B4vH33 49 H-CDR2
EINPGNVRTNYNENF (SEQ ID NO: 62)
>81B4vH33 85T H-CDR2
EINPGNVRTNYNENF (SEQ ID NO: 62)
>81B4vH33 90 H-CDR2
EINPGNVRTNYNENF (SEQ ID NO: 62)
>81B4vH33 93 H-CDR2
EINPGNVRTNYNENF (SEQ ID NO: 62)
>81B4vH50 22 H-CDR2
EILPGVVRTNYNENF (SEQ ID NO: 108)
>81B4vH50 30 H-CDR2
EINPGAVRTNYNENF (SEQ ID NO: 109)
>81B4vH51 13 H-CDR2
EINPGLVRTNYNENF (SEQ ID NO: 110)
>81B4vH51 15 H-CDR2
EINPGAVRTNYNENF (SEQ ID NO: 109)
>81B4vH52 83 H-CDR2
EINPGSVRTNYNENF (SEQ ID NO: 111)
>73C5vH46 4 H-CDR2
VIWSDGSTDYNAPFKS (SEQ ID NO: 64)
>73C5vH46 19 H-CDR2
VIWSDGSTDYNAPFKS (SEQ ID NO: 64)
>73C5vH46 40 H-CDR2
VIWSDGSTDYNAPFKS (SEQ ID NO: 64)
>73C5vH47 65 H-CDR2
VIWSDGSTDYNAPFKS (SEQ ID NO: 64)
>73C5vH47 77 H-CDR2
VIWSDGSTDFNAPFKS (SEQ ID NO: 63)
>73C5vH58 91 H-CDR2
VIWSDGSTDYNAPFKS (SEQ ID NO: 64)

AMHUHOKHCIOTHEIE TocaenoBarenbHocTu H-CDR3

>81B4vH33 49 H-CDR3
VFYGEPYFPY (SEQ ID NO: 72)
>81B4vH33 85T H-CDR3
VFYGEPYFPY (SEQ ID NO: 72)



10

15

20

25

30

35

40

45

-03 -

>81B4vH33 90 H-CDR3
VFYGEPYFPY (SEQ ID NO: 72)
>81B4vH33 93 H-CDR3
VFYGEPYFPY (SEQ ID NO: 72)
>81B4vH50 22 H-CDR3
VFYGEPYFPY (SEQ ID NO: 72)
>81B4vH50 30 H-CDR3
VFYGEPYFPY (SEQ ID NO: 72)
>81B4vH51 13 H-CDR3
VFYGEPYFPY (SEQ ID NO: 72)
>81B4vH51 15 H-CDR3
VFYGEPYFPY (SEQ ID NO: 72)
>81B4vH52 83 H-CDR3
VFYGEPYFPY (SEQ ID NO: 72)
>73C5vH46_4 H-CDR3
KGGYSGSWFAY (SEQ ID NO: 73)
>73C5vH46 19 H-CDR3
KGGYSGSWFAY (SEQ ID NO: 73)
>73C5vH46_ 40 H-CDR3
KGGYSGSWFAY (SEQ ID NO: 73)
>73C5vH47 65 H-CDR3
KGGYSGSWFAY (SEQ ID NO: 73)
>73C5vH47 77 H-CDR3
KGGYSGSWFAY (SEQ ID NO: 73)
>73C5vHS8 91 H-CDR3
KGGYSGSWFAY (SEQ ID NO: 73)

[000124] B omHomM acmekte BapualenbHass 00JacTb B COOTBETCTBUU C
HACTOSIIMM HW300peTeHWeM CBsi3aHa C KOHCTAHTHOW oOmacTeio. Hampumep,
BapuabenpHasi 00JacTh B COOTBETCTBHM C HACTOSINMM H300peTEeHHEM CBs3aHa C

KOHCTAHTHOW 00JacThi0, MOKa3aHHOW HHXKE, ¢ OOpa3sOBaHUEM TSIKENOW Lend HIU

JIEFKOU LEeNd aHTUTEJA.

KoHcTanTHast 00JIACTE TSDKEJION LIEIH, CBI3aHHAS HUXKE I'VMAHU3UPOBAHHON BapuabelbHON
00JIaCTH TSDKEJION LIENU:

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFP

AVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHT

CPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYV

DGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAP
IEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQK
SLSLSPGK (SEQ ID NO: 112)

KoHcranTHast 00JIaCTh TSDKEJION LIENH, CBI3aHHAsl HUXKE I'VMAHU3UPOBAHHON BapuadelbHON
0o0J1acTH JIETKOH Llenu:

RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQE
SVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
(SEQ ID NO:113)
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[000125] PemnpeseHTaTUBHBIE MMOCAEAOBATEIbHOCTH JIETKOM U TSXKEJOH 1ernel B
COOTBETCTBUHU C HACTOSAIIUM U300pEeTeHHEM MOKa3aHbl HUXKE (T'YMaHU3UPOBAHHBIE
BapualenbHbIe 007acTH, onydeHHble u3 anTuTesn 81B4 u 73CS, cBA3aHHBIX C
KOHCTAHTHBIMHU O0JIACTSIMHU).

AMHHOKHCJIOTHBIE MOCJIENOBATEIbHOCTH JETrKOH IEMU

>81B4vK32 3 Jlerkas uenb

EIVLTQSPGTLSLSPGERATMSCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSTL

ASGIPDRFSGSGSGTDFTLTISRLEPEDAATYYCHQFHRSPLTFGQGTKLEIKRTV
AAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVT
EQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ
ID NO: 114)

>81B4vK32 105 Jlerkas uenb

EIVLTQSPGTLSLSPGERATMSCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSILA
SGVPDRFSGSGSGTDFTLTISRLEPEDFATYYCHQFHRSPLTFGQGTKLEIKRTVA
APSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ
ID NO: 115)

>81B4vK32 116 Jlerkas uensp

EIVLTQSPGTLSLSPGERATMSCTASSSVSSSYFHWYQQKPGQAPRLWIYRTSRL
ASGVPDRFSGSGSGTDFTLTISRLEPEDAATYYCHQFHRSPLTFGQGTKLEIKRT
VAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESV
TEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
(SEQ ID NO: 116)

>81B4vK32 127 Jlerkas uensb

EIVLTQSPGTLSLSPGERATMTCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSRL
ASGVPDRFSGSGSGTDFTLTISRLEPEDFAVYYCHQFHRSPLTFGQGTKLEIKRT
VAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESV
TEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
(SEQ ID NO: 117)

>81B4vK32 138 Jlerkas uemnb

QIVLTQSPGTLSLSPGERATMTCTASSSVSSSYFHWYQQKPGQAPRLWIYRTSRL
ASGVPDRFSGSGSGTDFTLTISRLEPEDAATYYCHQFHRSPLTFGAGTKLEIKRT
VAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESV
TEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
(SEQ ID NO: 118)

>81B4vK32 140 Jlerkas uenb

QIVLTQSPGTLSLSPGERVTMSCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSQL
ASGIPDRFSGSGSGTDFTLTISRLEPEDAATYYCHQFHRSPLTFGQGTKLEIKRTV
AAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVT
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EQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ
ID NO: 119)

>81B4vK32 141 Jlerkas uensp

QIVLTQSPGTLSLSPGERATMTCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSKL
ASGVPDRFSGSGSGTDFTLTISRLEPEDFATYYCHQFHRSPLTFGQGTKLEIKRTV
AAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVT
EQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ
ID NO: 120)

>81B4vK32 147 Jlerkas uenb

EIVLTQSPGTLSLSPGERATMSCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSHL

ASGIPGRFSGSGSGTDFTLTISRLEPEDAAVYYCHQFHRSPLTFGQGTKLEIKRTV
AAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVT
EQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ
ID NO: 121)

>73C5vK39 2 Jlerkas uenb

EIVMTQSPATLSVSPGVRATLSCKASQDVGTNVLWYQQKPGQAPRPLIYSASYR
HSGIPDRFSGSGSGTEFTLTISSLQSEDFAEYFCQQYSRYPLTFGQGTKLEIKRTV
AAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVT
EQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ
ID NO: 122)

>73C5vK39 7 Jlerkas uenb

EIVMTQSPATLSVSPGVRATLSCKASQDVGTNVLWYQQKPGQAPRPLIYSASYR
HSGIPDRFSGSGSGTEFTLTISSLQSEDFAVYYCQQYSRYPLTFGQGTKLEIKRTV
AAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVT
EQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ
ID NO: 123)

>73C5vK39 15 Jlerkas uenb

EIVMTQSPATLSVSPGVRATLSCKASQDVGTNVLWYQQKPGQAPRPLIYSASYR
HSGIPARFSGSGSGTEFTLTISSLQSEDFAEYYCQQYSRYPLTFGQGTKLEIKRTV
AAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVT
EQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ
ID NO: 124)

AMUHOKUCJIOTHEIE IMOCJISNOBATEIbHOCTH TSKEION I1EIMU

>81B4vH33 49 Tsaxenas uenp

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQAPGQGLEWIGEINP
GNVRTNYNENFRNKATMTVDTSISTAYMELSRLRSDDTAVYYCAVVFYGEPYF
PYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW
NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDK
RVEPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSH
EDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEY




10

15

20

25

30

35

40

45

- 96 -

KCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYP
SDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSV
MHEALHNHYTQKSLSLSPGK (SEQ ID NO: 125)

>81B4vH33 85T Tsxenas uens

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQRPGQGLEWIGEINP
GNVRTNYNENFRNRVTMTVDTSISTAYMELSRLRSDDTAVYYCTVVFYGEPYF
PYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW
NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDK
RVEPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSH
EDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEY
KCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYP
SDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSV
MHEALHNHYTQKSLSLSPGK (SEQ ID NO: 126)

>81B4vH33 90 Tsaxenas uenp

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVKQAPGQGLEWMGEIN
PGNVRTNYNENFRNKVTMTVDTSISTAYMELSRLRSDDTAVYYCTVVFYGEPY
FPYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKV
DKRVEPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDV
SHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGF
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCS
VMHEALHNHYTQKSLSLSPGK (SEQ ID NO: 127)

>81B4vH33 93 Tsxenas uens

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQRPGQGLEWMGEINP
GNVRTNYNENFRNRATLTRDTSISTAYMELSRLRSDDTAVYYCAVVFYGEPYFP
YWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWN
SGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKR
VEPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVM
HEALHNHYTQKSLSLSPGK (SEQ ID NO: 128)

>81B4vHS50 22 Tsaxenas uenp

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQRPGQGLEWMGEILP
GVVRTNYNENFRNKVTMTVDTSISTAYMELSRLRSDDTAVYYCTVVFYGEPYF
PYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW
NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDK
RVEPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSH
EDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEY
KCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYP
SDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSV
MHEALHNHYTQKSLSLSPGK (SEQ ID NO: 129)
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>81B4vHS50 30 Tsxkenasa uens

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQRPGQGLEWIGEINP
GAVRTNYNENFRNRVTMTVDTSISTAYMELSRLRSDDTAVYYCTVVFYGEPYF
PYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW
NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDK
RVEPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSH
EDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEY
KCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYP
SDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSV
MHEALHNHYTQKSLSLSPGK (SEQ ID NO: 130)

>81B4vHS1 13 Tsaxenas uenp

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQAPGQGLEWIGEINP
GLVRTNYNENFRNKVTMTVDTSISTAYMELSRLRSDDTAVYYCAVVFYGEPYF
PYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW
NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDK
RVEPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSH
EDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEY
KCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYP
SDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSV
MHEALHNHYTQKSLSLSPGK (SEQ ID NO: 131)

>81B4vHS1 15 Tsaxenas uens

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQAPGQGLEWIGEINP
GAVRTNYNENFRNKVTMTVDTSISTAYMELSRLRSDDTAVYYCAVVEFYGEPYF
PYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW
NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDK
RVEPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSH
EDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEY
KCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYP
SDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSV
MHEALHNHYTQKSLSLSPGK (SEQ ID NO: 132)

>81B4vHS52 83 Tsaxkenas uenp

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQAPGQGLEWIGEINP
GSVRTNYNENFRNKATMTVDTSISTAYMELSRLRSDDTAVYYCAVVFYGEPYF
PYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW
NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDK
RVEPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSH
EDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEY
KCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYP
SDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSV
MHEALHNHYTQKSLSLSPGK (SEQ ID NO: 133)

>73C5vH46 4 Tsxenas uenb

QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWIRQPPGKGLEWIGVIWSDG
STDYNAPFKSRVTINKDTSKSQVSFKMSSVQAADTAVYYCARKGGYSGSWFAY
WGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNS
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GALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKR
VEPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVM
HEALHNHYTQKSLSLSPGK (SEQ ID NO: 134)

>73C5vH46 19 Tskenas uenb

QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWIRQPPGKGLEWIGVIWSDG
STDYNAPFKSRVTISKDTSKNQVSLKMNSLTTDDTAVYYCARKGGYSGSWFAY
WGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNS
GALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKR
VEPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVM
HEALHNHYTQKSLSLSPGK (SEQ ID NO: 135)

>73C5vH46 40 Tsxenast uenb

QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWIRQPPGKGLEWIGVIWSDG
STDYNAPFKSRVTISKDNSKSQVSLKMNSVTVADTAVYYCARKGGYSGSWFAY
WGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNS
GALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKR
VEPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVM
HEALHNHYTQKSLSLSPGK (SEQ ID NO: 136)

>T73C5vH47 65 Tsxenas uens

QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWVRQPPGKGLEWIGVIWSD
GSTDYNAPFKSRVTISKDTSKNQVSFKLSSVTVDDTAVYYCARKGGYSGSWFA
YWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWN
SGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKR
VEPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVM
HEALHNHYTQKSLSLSPGK (SEQ ID NO: 137)

>73C5vH47 77 Tsxxenast uenb

QVQLQESGPGLVAPSETLSLTCTVSGFSLTDYAVHWIRQFPGKGLEWIGVIWSD
GSTDFNAPFKSRVTISKDTSKNQVSFKLSSVITDDTAVYYCARKGGYSGSWFAY
WGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNS
GALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKR
VEPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPS
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DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVM
HEALHNHYTQKSLSLSPGK (SEQ ID NO: 138)

>73C5vHS58 91 Tsaxenasa uens

QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWIRQPPGKGLEWIGVIWSDG
STDYNAPFKSRVTISKDNSKSQVSFKMSSVTADDTAVYYCARKGGYSGSWFAY
WGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNS
GALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKR
VEPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVM
HEALHNHYTQKSLSLSPGK (SEQ ID NO: 139)

[000126] Ilepeuncnennnie Bbime CDR ompeaeneHsl ¢ HUCMOJIb30BAHUEM
cuctembl Hymepanuu Chothia (Al-Lazikani u coast., (1997) JMB 273, 927-948).

[000127] B onHOM acmekTe aHTUTEJIO B COOTBETCTBUU C HACTOSIIUM
nzo0OpereHuem conepxutr 3 nerkod menu U 3 CDR Tspxenoit memu, Hampumep, Kak
yKa3aHO BBIIIE.

[000128] B onHOM acmekTe aHTUTEJNO B COOTBETCTBUU C HACTOSIIUM
n300peTeHneM CONEePKUT BapuabebHYI0 O0JIACTb JIETKOHM LIeNMU U TSIKEJIOH Lenu, Kak
yka3zaHO Bellle. B omHOM acnekte BapuaOenbHas 00NacTh JIErKOH LENMU COTJIACHO
N300pETEHHIO CIIUTA C KOHCTAHTHON OOJIACTBIO JIETKOH Lienu, HapuMep, KOHCTAaHTHOU
obnacTeio kamma win Jasmbaa. B omHoMm acmekTte BapmabenbHas 001acTh TSKENIOMH
LeNMU COIIACHO H300pPETeHUI0 CJUTa € KOHCTAHTHOW OOJIACTBIO TSKEJIOW LemnH,
Hanpumep IgA, IgD, IgE, IgG unu IgM, B wactHocTH, IgGy, 1gG,, IgGs unu 1gGy.

[000129] Hacrosiiuee uzobpereHue obecneuuBaeT aHTuteso npotuB I[L-36R,
coaep:kamee JErkKyrw IeNb, COAEpPKAIMYI AaMUHOKHUCJIOTHYK IOCJIEI0BATEIbHOCTD
SEQ ID NO: 115, wu TsxKenyw 1enb, COAEPXKAIYI aMHUHOKHCIOTHYIO
nocaenosareabHocTs SEQ ID NO: 125 (Autureno B1).

[000130] Hacrosimmee uzobOpereHue obecmeuuBaeT aHTutreso npotuB I[L-36R,
copepikamiee JErkKyr I[eNb, COAEPKAIMYI AaMHUHOKHUCJIOTHYI IOCIEN0BATEIbHOCTD
SEQ ID NO: 115, wu TsxKeny© 1enb, COAEPXKALYIO aMHUHOKHCJIOTHYIO
nocaenoBarenabHocTh SEQ ID NO: 126 (Autureno B2).

[000131] Hacrosimuee uzobOperenue obecmeunBaeT aHTureso npotuB I[L-36R,
copepikaliee JErkKyr I[elb, COAEpPKAIMYI AaMUHOKHUCIOTHYI IOCIEN0BATEIbHOCTD
SEQ ID NO: 115, wu Tsxenyw 1Lenb, COAEPXKALYID aMHUHOKHUCJIOTHYIO

nocaenosarenapbHocTh SEQ ID NO: 127 (Autureno B3).
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[000132] Hacrosimee uzobpereHne oOecmeunBaer aHTUTeNno mnportus IL-36R,

cozeprkaliee JErKym Ielmb,

ID NO:

SEQ

118, wu Tsxenyrw  LeIb,

COACPNKAIMYK® AaMHUHOKHCIIOTHYK MOCJICAOBATCIbHOCTD

coAepXKallyl0 aMHUHOKHMCJIOTHYIO

nocnenosarenbHOCTh SEQ ID NO: 125 (AnTureno B4).

[000133] Hacrosmee uzoOperenue obOecrneunBaer aHtureno nporusB IL-36R,

comepxKamee JErKkyro LOeEIb,

ID NO:

SEQ

118, wu Tsaxenyw  LeIb,

cCoaepKamyrw AaMHUHOKUCIOTHYIO MOCIEA0OBATEIbHOCTD

COIepKallyl0 aMHHOKHUCJIOTHYIO

nocaenosareabHocTh SEQ ID NO: 126 (Autureno BYS).

[000134] Hacrosimee uzobOperenue obecmeunBaeT aHTUTENO NpoTuB IL-36R,

cojepikaliee JIETKYH Ielb,

SEQ

ID NO: 118, u Tskenyw 1emnb,

COOCpPNKAMYK® AaMUHOKHCIOTHYK MOCICAOBATCIbHOCTD

COolepKallyl0 aMHUHOKHUCJIOTHYIO

nocaenoBarenbHocTh SEQ ID NO: 127 Antureno B6).

[000135] Hacrosimee uszobpereHne obecmeunBaeT aHTUTENo mnpoTus IL-36R,

cozepikaliee JErKyw Ierb,

SEQ

ID NO: 123; u Tskenyw I1emb,

COACPXKAIMYK AMHUHOKUCIOTHYIO MNOCICAOBATCIBHOCTD

COoAepXallyld aMHUHOKHCJIOTHYIO

nocnenosarenbHOCTE SEQ ID NO: 138 (Antureno C3).

[000136] Hacrosimee uszobOpereHue obecmeunBaeT aHTUTENo mnportus IL-36R,

cozepikaliee JErKym Ielmb,

SEQ

ID NO: 123; u TsXeayw ILemb,

COACPNKAIMYK® AaMHUHOKHCIOTHYK MNOCJIE€AOBATECIIbHOCTD

coAepKallyl0 aMHUHOKHCJIOTHYIO

nocaenosareabHocTs SEQ ID NO: 139 (Autureno C2).

[000137] Hacrosmee uzoOperenune obecrneunBaer aHTuTesno nporusB IL-36R,

coaepkamiee JErkyw Ielb,

SEQ

ID NO: 124, wu TsOKenyw  I1emb,

CoOcpKamyrw aMUHOKHCIOTHYK IMOCICAOBATCIBHOCTD

COAepKallyl0 aMHUHOKHCJIOTHYIO

nocaenosareapbHocTh SEQ ID NO: 138 (Antureno Cl1)

[000138] PempeseHTaTUBHBIE AaHTHUTENA

u300peTeHneM MpPeaCTaBICHbl HUXKE.

Tabnauna A.

B COOTBETCTBHUH C HAaCTOAIIUM

Amntureno

ITociemoOBaTEIFHOCTH JICTKOH IeTH

TTocne mOBATEIBHOCTH TSKECIIOH IEIMH

Bl

EIVLTQSPGTLSLSPGERATMSCTASSSVSSS
YFHWYQQKPGQAPRLLIYRTSILASGVPDRF
SGSGSGTDFTLTISRLEPEDFATYYCHQFHR
SPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQL
KSGTASVVCLLNNFYPREAKVQWKVDNAL
QSGNSQESVTEQDSKDSTYSLSSTLTLSKAD
YEKHKVYACEVTHQGLSSPVTKSFNRGEC
(SEQ ID NO: 115)

QVOQLVQSGAEVKKPGASVKVSCKASGYSFTSS
WIHWVRQAPGQGLEWIGEINPGNVRTNYNEN
FRNKATMTVDTSISTAYMELSRLRSDDTAVYY
CAVVFYGEPYFPYWGQGTLVTVSSASTKGPSV
FPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGVHTFPAVLQSSGLYSLSSVVTVP
SSSLGTQTYICNVNHKPSNTKVDKRVEPKSCD
KTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMIS
RTPEVTCVVVDVSHEDPEVKFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKALPAPIEKTISKAKGQPREPQV
YTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE




- 101 -

AnTtHuTe N0

ITocaenoBaTeIPHOCTH JICTKOH IECITH

ITocne foBaTEIBHOCTH TSKECIION IEITH

WESNGQPENNYKTTPPVLDSDGSFFLYSKLTV
DKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK (SEQ ID NO: 125)

B2

EIVLTQSPGTLSLSPGERATMSCTASSSVSSS
YFHWYQQKPGQAPRLLIYRTSILASGVPDRF
SGSGSGTDFTLTISRLEPEDFATYYCHQFHR
SPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQL
KSGTASVVCLLNNFYPREAKVQWKVDNAL
QSGNSQESVTEQDSKDSTYSLSSTLTLSKAD
YEKHKVYACEVTHQGLSSPVTKSFNRGEC
(SEQ ID NO: 115)

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSS
WIHWVRQRPGQGLEWIGEINPGNVRTNYNEN
FRNRVTMTVDTSISTAYMELSRLRSDDTAVYY
CTVVFYGEPYFPYWGQGTLVTVSSASTKGPSV
FPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGVHTFPAVLQSSGLYSLSSVVTVP
SSSLGTQTYICNVNHKPSNTKVDKR VEPKSCD
KTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMIS
RTPEVTCVVVDVSHEDPEVKFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKALPAPIEK TISKAK GQPREPQV
YTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTV
DKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK (SEQ ID NO: 126)

B3

EIVLTQSPGTLSLSPGERATMSCTASSSVSSS
YFHWYQQKPGQAPRLLIYRTSILASGVPDRF
SGSGSGTDFTLTISRLEPEDFATYY CHQFHR
SPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQL
KSGTASVVCLLNNFYPREAKVQWKVDNAL
QSGNSQESVTEQDSKDSTYSLSSTLTLSKAD
YEKHKVYACEVTHQGLSSPVTKSFNRGEC
(SEQ ID NO: 115)

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSS
WIHWVKQAPGQGLEWMGEINPGNVRTNYNE

NFRNKVTMTVDTSISTAYMELSRLRSDDTAVY
YCTVVFYGEPYFPYWGQGTLVTVSSASTKGPS
VFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGVHTFPAVLQSSGLYSLSSVVTVP
SSSLGTQTYICNVNHKPSNTKVDKRVEPKSCD

KTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMIS
RTPEVTCVVVDVSHEDPEVKFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKALPAPIEKTISKAKGQPREPQV

YTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE

WESNGQPENNYKTTPPVLDSDGSFFLYSKLTV
DKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK (SEQ ID NO: 127)

B4

QIVLTQSPGTLSLSPGERATMTCTASSSVSSS
YFHWYQQKPGQAPRLWIYRTSRLASGVPD

RFSGSGSGTDFTLTISRLEPEDAATYYCHQF
HRSPLTFGAGTKLEIKRTVAAPSVFIFPPSDE
QLKSGTASVVCLLNNFYPREAKVQWKVDN
ALQSGNSQESVTEQDSKDSTYSLSSTLTLSK
ADYEKHKVYACEVTHQGLSSPVTKSFNRGE
C (SEQ ID NO: 118)

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSS
WIHWVRQAPGQGLEWIGEINPGNVRTNYNEN
FRNKATMTVDTSISTAYMELSRLRSDDTAVYY
CAVVFYGEPYFPYWGQGTLVTVSSASTKGPSV
FPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGVHTFPAVLQSSGLYSLSSVVTVP
SSSLGTQTYICNVNHKPSNTKVDKRVEPKSCD
KTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMIS
RTPEVTCVVVDVSHEDPEVKFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKALPAPIEK TISKAK GQPREPQV
YTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTV
DKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK (SEQ ID NO: 125)

BS

QIVLTQSPGTLSLSPGERATMTCTASSSVSSS
YFHWYQQKPGQAPRLWIYRTSRLASGVPD

RFSGSGSGTDFTLTISRLEPEDAATYYCHQF
HRSPLTFGAGTKLEIKRTVAAPSVFIFPPSDE
QLKSGTASVVCLLNNFYPREAKVQWKVDN
ALQSGNSQESVTEQDSKDSTYSLSSTLTLSK
ADYEKHKVYACEVTHQGLSSPVTKSFNRGE
C (SEQ ID NO: 118)

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSS
WIHWVRQRPGQGLEWIGEINPGNVRTNYNEN
FRNRVTMTVDTSISTAYMELSRLRSDDTAVYY
CTVVFYGEPYFPYWGQGTLVTVSSASTKGPSV
FPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGVHTFPAVLQSSGLYSLSSVVTVP
SSSLGTQTYICNVNHKPSNTKVDKRVEPKSCD
KTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMIS
RTPEVTCVVVDVSHEDPEVKFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKALPAPIEKTISKAKGQPREPQV
YTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTV
DKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
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AnTtHuTe N0 ITocaenoBaTeIPHOCTH JICTKOH IECITH ITocne foBaTEIBHOCTH TSKECIION IEITH
SPGK (SEQ ID NO: 126)

Bo6 QIVLTQSPGTLSLSPGERATMTCTASSSVSSS | QOVOLVQSGAEVKKPGASVKVSCKASGYSFTSS
YFHWYQQKPGQAPRLWIYRTSRLASGVPD WIHWVKQAPGQGLEWMGEINPGNVRTNYNE
RFSGSGSGTDFTLTISRLEPEDAATYYCHQF NFRNKVTMTVDTSISTAYMELSRLRSDDTAVY
HRSPLTFGAGTKLEIKRTVAAPSVFIFPPSDE | YCTVVFYGEPYFPYWGQGTLVTVSSASTKGPS
QLKSGTASVVCLLNNFYPREAKVQWKVDN | VFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
ALQSGNSQESVTEQDSKDSTYSLSSTLTLSK | WNSGALTSGVHTFPAVLQSSGLYSLSSVVTVP
ADYEKHKVYACEVTHQGLSSPVTKSFNRGE | SSSLGTQTYICNVNHKPSNTKVDKRVEPKSCD
C (SEQ ID NO: 118) KTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMIS

RTPEVTCVVVDVSHEDPEVKFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKALPAPIEKTISKAKGQPREPQV
YTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTV
DKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK (SEQ ID NO: 127)
Tabnumna B

AnTtuTteno IlocIeTOBATEIFHOCTH JICTKOH e Ilocnen0BATEIBPHOCTH TSKCIIOH ICITH

C1l EIVMTQSPATLSVSPGVRATLSCKASQDVG QVQLQESGPGLVAPSETLSLTCTVSGFSLTDYA
TNVLWYQQKPGQAPRPLIYSASYRHSGIPA VHWIRQFPGKGLEWIGVIWSDGSTDFNAPFKS
RFSGSGSGTEFTLTISSLQSEDFAEYYCQQY RVTISKDTSKNQVSFKLSSVTTDDTAVYYCAR
SRYPLTFGQGTKLEIKRTVAAPSVFIFPPSDE | KGGYSGSWFAYWGQGTLVTVSSASTKGPSVF
QLKSGTASVVCLLNNFYPREAKVQWKVDN | PLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW
ALQSGNSQESVTEQDSKDSTYSLSSTLTLSK | NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSS
ADYEKHKVYACEVTHQGLSSPVTKSFNRGE | SLGTQTYICNVNHKPSNTKVDKRVEPKSCDKT
C (SEQ ID NO: 124) HTCPPCPAPEAAGGPSVFLFPPKPKDTLMISRT

PEVTCVVVDVSHEDPEVKFNWYVDGVEVHN
AKTKPREEQYNSTYRVVSVLTVLHQDWLNGK
EYKCKVSNKALPAPIEKTISKAKGQPREPQVY
TLPPSREEMTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLS
PGK (SEQ ID NO: 138)

C2 EIVMTQSPATLSVSPGVRATLSCKASQDVG QVQLQESGPGLVKPSETLSITCTVSGFSLTDYA
TNVLWYQQKPGQAPRPLIYSASYRHSGIPD VHWIRQPPGKGLEWIGVIWSDGSTDYNAPFKS
RFSGSGSGTEFTLTISSLQSEDFAVYYCQQY RVTISKDNSKSQVSFKMSSVTADDTAVYYCAR
SRYPLTFGQGTKLEIKRTVAAPSVFIFPPSDE | KGGYSGSWFAYWGQGTLVTVSSASTKGPSVF
QLKSGTASVVCLLNNFYPREAKVQWKVDN | PLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW
ALQSGNSQESVTEQDSKDSTYSLSSTLTLSK | NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSS
ADYEKHKVYACEVTHQGLSSPVTKSFNRGE | SLGTQTYICNVNHKPSNTKVDKRVEPKSCDKT
C (SEQ ID NO: 123) HTCPPCPAPEAAGGPSVFLFPPKPKDTLMISRT

PEVTCVVVDVSHEDPEVKFNWYVDGVEVHN
AKTKPREEQYNSTYRVVSVLTVLHQDWLNGK
EYKCKVSNKALPAPIEKTISKAKGQPREPQVY
TLPPSREEMTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLS
PGK (SEQ ID NO: 139)

C3 EIVMTQSPATLSVSPGVRATLSCKASQDVG QVQLQESGPGLVAPSETLSLTCTVSGFSLTDYA
TNVLWYQQKPGQAPRPLIYSASYRHSGIPD VHWIRQFPGKGLEWIGVIWSDGSTDFNAPFKS
RFSGSGSGTEFTLTISSLQSEDFAVYYCQQY RVTISKDTSKNQVSFKLSSVTTDDTAVYYCAR
SRYPLTFGQGTKLEIKRTVAAPSVFIFPPSDE | KGGYSGSWFAYWGQGTLVTVSSASTKGPSVF
QLKSGTASVVCLLNNFYPREAKVQWKVDN | PLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW
ALQSGNSQESVTEQDSKDSTYSLSSTLTLSK | NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSS
ADYEKHKVYACEVTHQGLSSPVTKSFNRGE | SLGTQTYICNVNHKPSNTKVDKRVEPKSCDKT
C (SEQ ID NO: 123) HTCPPCPAPEAAGGPSVFLFPPKPKDTLMISRT

PEVTCVVVDVSHEDPEVKFNWYVDGVEVHN
AKTKPREEQYNSTYRVVSVLTVLHQDWLNGK
EYKCKVSNKALPAPIEKTISKAKGQPREPQVY
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AHTHTE IO ITocaen0BAaTEAPHOCTH JICTKOM IEIH Tlocne 1OBATECABHOCTH TSKCJIOH IECIH

TLPPSREEMTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLS
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PGK (SEQ ID NO: 138)

[000139] Ilpennaraembie B HACTOSILIEM HU300PETEHHH AHTHUTENA MPUTOAHBI JJIsI
crnoco0OB  JIeYEHUs] pa3IMYHBIX 3a00jeBaHMN WIM  HApYLIEHWH, Hampumep
UMMYHOJIOTUYECKHUX, BOCTIAJTUTEJIbHBIX, ayTOUMMYHHBIX 3aboneBaHui U
pecniupaTopHbix 3aboneBaHuii y mroneii. Hampumep, aHTHTeNna B COOTBETCTBUU C
HACTOSIIIUM H300peTeHHEeM MPHUTOIHBI B CIOCO0AaX JIEUeHUsI ICOpUas3a, PeBMATOUIHOTO
apTpUTa, BOCMAIHUTEIBLHOrO 3a00JIeBaHUS KUIIEYHUKA UJIH IICOPHATHYECKOrO apTPHUTA.
Hampumep, aHTUTENna B COOTBETCTBUHM C HACTOSILIUM H300pETE€HHEM INPHUTOIHBI B
crocobax JiedeHuss XPOHUYECKOTO O0CTPpYKTUBHOTO 3aboeBanus ygerkux (XO3JI) unu
acTMbl. Hampumep, aHTUTENa B COOTBETCTBHU C HACTOSIIUM U300pETEHUEM MPUTOIHBI
B crmocobax  Je4YeHHs  CKJIEPOAEPMHH, JIAJOHHO-MOJOMIBEHHOTO  MYyCTYJéE3a,
reHepaJM30BaHHOIO  MyCTYJE3HOro  Imcopuasza, auabermueckoil  Hedpomatuw,
BOJYAaHOYHOrO  HeppHTa, AHKUIO3UPYIOLIEr0o  CIOHIMJHNTA, AyTOMMMYHHOIO
3a0oneBaHusA, BbI3BaHHOTO aepunuToM aHtaroHucra peuentopa IL-36 (DITRA),
ayTOMMMYHHOTO 3a00J€BaHUs, BbI3BAHHOTO Ne(dULUTOM aHTaroHucra peuenropa IL-
le (DIRA) nnu nepuoauvecKux CUHAPOMOB, cBsA3aHHBIX ¢ kpuonupunoMm (CAPS).

[000140] B HekoTOpBIX acmeKkTax TIyMaHU3UPOBAHHOE AHTHUTENO IpOSABISAET
OJIOKMPYIOIYI0 aKTHBHOCTb, B PE3YyJIbTaTe 4Yero OHO CHUXKAET CBS3bIBAHHUE JINTAHAA
IL-36 ¢ peuentopom IL-36 mo meHbuiei mepe Ha 45%, mo menpiueit mepe Ha 50%, no
MeHblneill mepe Ha 55%, mo meHbweil Mmepe Ha 60%, mo MeHblnell Mepe Ha 65%, Mo
MeHblneil mepe Ha 70%, mo MmeHbinell Mepe Ha 75%, nmo meHbuiel mepe Ha 80%, mo
MeHbleil Mepe Ha 85%, no meHblieil Mepe Ha 90%, unu no MeHbuel mepe Ha 95%.
CnocoOHOCTh aHTUTENA OJIOKUPOBATh CBsA3bIBaHUE nuranna IL-36 ¢ penentopom IL-36
MOKET OBITh HM3MEpPEHa C HCIOJIb30BAHHEM AaHAJIN30B KOHKYPEHTHOTO CBS3BIBAHUS,
U3BECTHBIX B JaHHOW oOnacTH. B kauecTBe ajgpTepHATHUBBI OJOKUPYIOMAst AaKTHBHOCTH
aHTUTEJAa MOXET OBITb H3MEepEeHa MyTeM OLeHKH Ouonormdeckux s¢pdexros IL-36,
takux kak BeipaboTka IL-8, IL-6 m GM-CSF, uToObl onpeneanTh, UHTUOUPYETCS JU
nepegada CUrHaJOB, OnocpenoBanHas peuentopom IL-36.

[000141] B nmomosHUTEIBHOM acIeKTe HacToslnee n3oOpeTeHne obOecrieynBaeT
IrYMaHU3UpOBaHHOE aHTuUTeno mnpotus IL-36R, obOnagaromee OnaronpusTHBIMU

ouopusnueckuMu cBoiicTBaMu. B OZHOM acmekTe TyMaHU3HUPOBAHHOE AaHTHUTEJNO
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npotuB IL-36R B cCOOTBETCTBUU ¢ HACTOSIIUM U300peTEeHNEeM HaxoauTcs B Oydepe mo
MeHbleli mepe B 90% MoHOMepHOH ¢opme, unu 1o MeHbued Mmepe B 92%
MOHOMepHOUW ¢opme, uau 1o MeHblued Mepe B 95% wmoHomepHOU ¢Qopme. B
JONOJHUTENBPHOM AaCHeKTe TyMaHU3UpOBaHHOe aHTuTeno mnpotus IL-36R B
COOTBETCTBHH C HACTOSAIIUM H300peTeHHeM ocraercs B Oydepe mo MeHblneid mepe B
90% mMoHOMepHO (popme, uian no MeHbLield Mmepe B 92% MoHOMepHOIT popme, nmu 1o
MeHbled Mepe B 95% MOHOMepHO# popMe B T€YEeHHE OJHOTO MeCsla MJIM B TEYCHHE
YEThIPEX MECSLEB.

[000142] B onHOM acnekTe I'yMaHU3MPOBAaHHOE aHTUTENO B COOTBETCTBHUHU C
HacTOSAIMMM wu300peTeHneM TmpeacTasiser coboli Auntureno Bl, Aunrtureno B2,
Antuteno B3, Aututreno B4, Autureno BS5, Autureno B6, Aututreno C1, AuTuTENO
C2, unn Amntuteno C3. CoOTBETCTBEHHO, B OJHOM BapHUaHTE OCYIIECTBIEHUS,
I'YMaHU3UPOBAHHOE AHTHTEJIO B COOTBETCTBHU C HACTOSILIUM H300pETEHHEM COIEPIKUT
nocyjenopaTeabHOCTh Jerkod nenu SEQ ID NO:115 u mociaenoBaTeIbHOCTH TIXKEJIOH
nenu SEQ ID NO:125 (Antureno Bl). B npyrom BapuaHTe OCYLIECTBIEHHS
I'YMaHU3UPOBAHHOE AHTHTEJIO B COOTBETCTBHU C HACTOSLIUM H300pETEHHEM COIEPIKUT
nocaenopareabHOCTh Jerkoh nenu SEQ ID NO:115 u mociaenoBaTeIbHOCTH TsKEJION
nenu SEQ ID NO:126 (Antureno B2). B npyrom BapuaHTe OCYLIECTBJIEHHS
I'YMaHU3UPOBAHHOE AHTHUTEJIO B COOTBETCTBHU C HACTOSILIUM H300pETEHUEM COIEPIKUT
nociaenopareapbHOCTh Jerkoh nenu SEQ ID NO:115 u mociaenoBaTeIbHOCTH TsKEJION
nenu SEQ ID NO:127 (Antureno B3). B apyrom BapuaHTe OCYINECTBIEHHUS
I'YMaHU3UPOBAHHOE AHTHTEJIO B COOTBETCTBHU C HACTOSILIUM U300pETEHHEM COIEPIKUT
nocaenoBaTeabHOCTh Jerkoh menu SEQ ID NO:118 u nmociaenoBaTeIbHOCTH TSKEIOH
nenu SEQ ID NO:125 (Antureno B4). B npyrom BapuaHTe OCYLIECTBJIEHHS
I'YMaHU3UPOBAHHOE AHTHTEJO B COOTBETCTBHU C HACTOSILIUM U300PETEHHEM COIEPIKUT
nocyaenopaTeabHOCTh Jerkoh menu SEQ ID NO:118 u mociaenoBaTeIbHOCTH TSKEJION
nenu SEQ ID NO:126 (Antureno BS). B npyrom BapuaHTe OCYLIECTBIEHHS
I'YMaHU3UPOBAHHOE AHTHTEJIO B COOTBETCTBHU C HACTOSILIUM HU300pETEHHEM COIEPIKUT
MocJenoBaTeabHOCTD Jerkou nenu SEQ ID NO:118 u mociaenoBaTeILHOCTH TSKEJION
nenu SEQ ID NO:127 (Antureno B6). B npyrom BapuaHTe OCYLIECTBIEHHS
I'YMaHU3UPOBAHHOE AHTHTEJIO B COOTBETCTBHU C HACTOSLIUM HU300pETEHHEM COIEPIKUT
nocaenopareabHOCTh Jerkoh nenu SEQ ID NO:124 u mociaenoBaTeIbHOCTU TSKEJIOH
nenu SEQ ID NO:138 (Antureno Cl). B ngpyrom BapuaHTe OCYLIECTBJIEHHS

F'YMaHU3UPOBAHHOC aHTUTECJIO B COOTBETCTBUU C HACTOAIINM I/1306peTeHI/IeM COACPIKUT
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nocaenopareabHOCTh Jerkoh nenu SEQ ID NO:123 u mociaenoBaTeIbHOCTH TsKEJION
nenu SEQ ID NO:139 (Antureno C2). B ngpyrom BapuaHTe OCYLIECTBJIEHHS
I'YMaHU3UPOBAHHOE AHTHUTEJO B COOTBETCTBHU C HACTOSLIUM H300pETEHUEM COIEPIKUT
nocaenopareapbHOCTh Jerkoh nenu SEQ ID NO:123 u mociaenoBaTeIbHOCTH TsKEJION
nenu SEQ ID NO:138 (Autureno C3).

[000143] B agpyrom BapuaHTe OCYLIECTBJEHHUS I'YMaHH3UPOBAHHOE AHTUTENO B
COOTBETCTBHHU C HACTOSIIIUM H300pETEHHEM COCTOUT U3 MOCJIENOBATEIbHOCTHU JIETKOH
nenmn SEQ ID NO:115 u nmocnemoBarenbHocTH Tspkenaor mnenu SEQ ID NO:125
(Antuteno B1). B apyrom BapuaHTe OCYLIECTBICHHS T'YMaHU3UPOBAHHOE AHTUTEJNO B
COOTBETCTBUHU C HACTOSIIIUM H300pETEHHEM COCTOUT U3 MOCJIENOBATEIbHOCTHU JIETKOH
nerrn SEQ ID NO:115 u mocnemoBatenbHocTH Tsikenor menu SEQ ID NO:126
(AnTuTeno B2). B apyrom BapuaHTe OCYLIECTBICHHS 'YMaHU3UPOBAHHOE AHTUTEJNO B
COOTBETCTBHHU C HACTOSILIUM H300pETEHHEM COCTOUT U3 IMOCJIENOBATEIbHOCTU JIETKOH
nenmn SEQ ID NO:115 u mocnemoBatenbHocTH Tsikenor menu SEQ ID NO:127
(AnTuTeno B3). B apyrom BapuaHTe OCYLIECTBICHHS T'YMaHU3UPOBAHHOE AHTUTEJNO B
COOTBETCTBHHU C HACTOSIIIUM H300pETEHHEM COCTOUT U3 MOCIEN0BATEIbHOCTHU JIETKOH
nenn SEQ ID NO:118 u mocnemoBatenbHocTH Tsikenon menu SEQ ID NO:125
(AnTuTeno B4). B apyrom BapuaHTe OCYLIECTBICHHUS I'YMaHU3UPOBAHHOE AHTUTEJNO B
COOTBETCTBHHU C HACTOSIIIUM H300pETEHHEM COCTOUT U3 IOCIEN0BATENbHOCTHU JIETKOHN
nenu SEQ ID NO:118 u mocnemoBatenbHocTH Tsikenodt menu SEQ ID NO:126
(AnTuTeno BS). B npyrom BapuaHTe OCYIECTBJIEHNUS I'YMaHU3HMPOBAHHOE AHTUTENO B
COOTBETCTBUHU C HACTOSILIUM H300pETEeHHEM COCTOUT U3 MOCJIEN0BATEIbHOCTHU JIETKOH
nenn SEQ ID NO:118 u mocnemoBatenbHocTH Tsikenor nenu SEQ ID NO:127
(AnTuTeno B6). B apyrom BapuaHTe OCYLIECTBICHHUS I'YMaHU3UPOBAHHOE AHTUTEJNO B
COOTBETCTBHHU C HACTOSIIIUM H300pETEHHEM COCTOUT U3 MOCJIENOBATEIbHOCTHU JIETKOH
nenmn SEQ ID NO:124 wu mocnemoBatenbHocTH Tsikenor menu SEQ ID NO:138
(Antuteno C1). B apyrom BapuaHTe OCYLIECTBICHHUS T'YMaHU3UPOBAHHOE aHTUTENO B
COOTBETCTBHHU C HACTOSIIIUM H300pETEHHEM COCTOUT U3 MOCIENOBATEIbHOCTHU JIETKOH
nenmn SEQ ID NO:123 u mocnemoBatenbHocTH Tsikenon menu SEQ ID NO:139
(Antuteno C2). B apyrom BapuaHTe OCYLIECTBICHHUS 'YMaHU3UPOBAHHOE AHTUTEJNO B
COOTBETCTBHHU C HACTOSIIIUM H300PETEHHEM COCTOUT U3 MOCIENOBATEIbHOCTHU JIETKOH
nenn SEQ ID NO:123 u mocnemoBatenbHocTu Tsikenaor menu SEQ ID NO:138
(AnTureno C3).
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[000144] B HekOTOpPBIX BapUaHTax OCYINECTBJIEHUA T'yMaHU3UPOBAHHBIE
antutena npotus IL-36R, BkItOUas UX aHTHUI€HCBSA3bIBAaIOLINE (PparMeHTHl, TaKUe Kak
BapualenbHble O00JACTU TSDKEJNOW W JIETKOW Iemnel, CcoxepKaT aMHUHOKHUCJIOTHYIO
MOCJIEIOBATEIbHOCTh OCTAaTKOB, NOJy4eHHBIX u3 AHTuUTena Bl, Amnrturtena B2,
Anrtutena B3, Aututrena B4, Auturena BS, Anturena B6, Auturena Cl, Anturena
C2 unu Anrturena C3.

[000145] B npyrom BapuaHTe OCYINECTBJEHHUs HacTosimiee wu300peTeHue
obecneynBaeT aHTUTENO NpOTUB IL-36R wiM ero aHTUTNEHCBSI3BIBAIOIIHN areHT,
KOTOpPO€ KOHKYPEHTHO CBs3biBaeTcs ¢ uejoBedeckuM IL-36R ¢ anTtuTtenom B
COOTBETCTBUU C HACTOSIIUM H300pereHneM, Hampumep AHTUTEIOM Bl, AHTUTEIOM
B2, Arrutenom B3, Aututenom B4, Aaturenom B5, Auturenom B6, Aaturenom C1,
Antutenom C2 unu Aututenaom C3, omucaHHBIMH B HacToslnek 3asiBke. CrocOOHOCTh
AHTHUTEJIa WM AHTUTEHCBS3bIBAIOMIEro (parMeHTa KOHKYPEHTHO CBsi3biBaThCs ¢ IL-
36R moxeT OBITh HU3MEpEHa ¢ MOMOMIBIO AHAJTU30B KOHKYPEHTHOTO CBSI3bIBAHUS,
W3BECTHBIX B JTAHHOU 00JacTH.

[000146] I'ymanusupoBaHHble aHTuUTena mnporuB IL-36R  HeoOs3aTenbHO
BKJIIOHAIOT Ccrequpuueckue aMHUHOKHUCJIOTHbIE 3aMEHbl B KOHCEHCYCHBIX WIJIU
KapKacHBIX obnacTax 3apOAbIIIEeBOM JUHUU. Cnenuduueckas 3aMeHa
AMUHOKHUCJOTHBIX OCTAaTKOB B OTUX [OJIOXKEHUSIX KapKaca MOXKeT YJIy4LIUTh
pa3uYHbIEe ACTEKTbl XapaKTEPUCTHK aHTHTENa, BKJItO4Yas apPUHHOCTb CBSI3bIBAHUS
u/unu  CTabUJIbHOCTb, MO CpPaBHEHHIO C TE€M, 4YTO TMPOJEMOHCTPUPOBAHO B
I'YMaHU3UPOBAHHBIX AHTUTENAX, OOPa30BAHHBIX NMyTeM «mpsiMmoro oomeHa» CDR wim
HVL B 3aponpiimeBoi JUHUM YEJIOBEKA.

[000147] B HEKOTOpPBHIX BapuUaHTaX OCYLIECTBICHHS HACTOSILIEr0 M300peTeHUs
OMHUCaHbl JAPYTrH€ MOHOKJIOHAJbHBIE AaHTHTEJa C BapuadeabHOW O0OJACTBIO JIErKOM
L[N, UMEKINel aMHHOKHCIOTHYIO IOCIENOBATEJIbHOCTb, YKA3aHHYIO B JIOOOH u3
SEQ ID NO:1-10. B HekoTOphIX BapuUaHTaX OCYIIECTBIEHUs HAaCTOSIIEro
N300peTeHUs ONUCAHbI JPYTHe MOHOKJIOHAJbHbIE AHTHTENA C BaprabeabHON 00J1acThIO
TSDKEJIOW LeNU, MMEKMEeN aMUHOKHUCIOTHYK IOCJIEAOBAaTENbHOCTh, YKAa3aHHYI B
moboii m3 SEQ ID NO:11-20. Pasmemenne Takux CDR B FR KOHCEHCYCHBIX
BapuabeNpbHBIX JOMEHOB TSDKEJIOH W JIerKOH Lenu dYejJoBeKa JacT IOJe3HbIe
I'YMaHU3UPOBAHHBIE AaHTUTEJIA B COOTBETCTBUU C HACTOSIIIUM U300pETEHHEM.

[000148] B YaCTHOCTH, HacTosIIEee nzobpereHue obecrneynBaeT

MOHOKJIOHAJIbHBIC aHTUTECJIAa C KOM6I/IHaL[I/I$IMI/I BapHa6eanoi/'I o0JlacTu Nerkoi oenu u
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BapualenbHOU obnactu Tsikenont nenu SEQ ID NO:1/11, 2/12, 3/13, 4/14, 5/15, 6/16,
7/17, 8/18, 9/19, 10/20. Takue BapuabenbHble 00JIACTH MOXKHO KOMOWHHUPOBATH C
KOHCTAaHTHBIMHU 00JaCTsIMU YeJIOBeKa.

[000149] B HEKOTOpBIX BapHaHTaX OCYINECTBJEHUS HACTOSALIEro H300peTeHHs
ONUCaHbl ApPyrue TyMaHU3UPOBAHHBIE AHTUTENAa C  MOCJIEAO0BATEIbHOCTSIMU
BapuabenbHON obnacTu JEerKOn e, UMEIUMHU AMHHOKHUCJIOTHYIO
MOCJIeIOBATEbHOCTD, YKa3aHHYK B JoOoi u3 SEQ ID NO:76-86. B HekoTOpBIX
BApUAHTAX  OCYINECTBJIEHUS  HACTOSAIIEr0  M300pEeTeHHs  OMUCaHBl  Jpyrue
I'YMaHU3UPOBAHHBIE AaHTUTENA C MOCJENOBATENbHOCTAMU BapuabenpbHON o0nacTu
TSKEJIOW LeNu, UMEKMIMMH aMUHOKHCJIOTHYIO IOCJIEeJOBaTEeIbHOCTh, YKa3aHHYIO B
moboit u3 SEQ ID NO:87-101. B wacTHOCTH, HacTosiee U300peTeHne obecneunBaeT
MOHOKJIOHAJIbHBIE aHTHUTENa C KOMOMHAIUAMHU BapuabebHbIX 0o0nacTeil Jerkoil memu
u BapuabenbHbIX oOnacted Tsokenou umenu SEQ ID NO: 77/89, 80/88, 80/89, 77/87,
77/88, 80/87, 86/100, 85/101, 85/100. Takume BapumabenbHble OOJACTH MOKHO
KOMOMHHUPOBATh C KOHCTAHTHBIMHU OOJIACTSIMH YEJIOBEKA.

[000150] B npyrom BapuaHTe OCYLIECTBIEHHS HacTosimee u300peTeHue
oTHOCcUTCS K aHTUTeny npotus IL-36R unam ero aHTHreHcBs3bIBaMOLIEMY (parMeHTy,
KOTOpBIE COIEpkaT TYMaHU3UPOBAHHBIN BapuabeNbHbIE JOMEH JIErKOW Lemu,
cogepxxammuii CDR  SEQ ID NO:77 wu xapkacHble o001acTu, HMEROUINUE
AMUHOKHCJIOTHYIO IOCJIENOBATENbHOCTb, IO MeHblIeH Mepe Ha 90% HAEHTHYHYIO, IO
MeHblIel Mepe Ha 93% UIEHTHYHYI WJIM MO MeHblneill Mepe Ha 95% HAEHTHUYHYIO
AMUHOKHUCJIOTHON TMOCJIEAOBATEIbHOCTH KapKacHBIX o0JiacTeli aMHHOKHCJIOTHOMN
MOCJIeIOBATEIbHOCTH BapuabenapbHOro nomena Jerkoi uenu SEQ ID NO:77 wu
I'YMaHU3UPOBAHHBIA BapuabenbHbIH AOMeH Tspkenou uemnu, coxepskamuit CDR SEQ
ID NO:89 u xapkacHble 00JaCTH, UMEIOLINE AMHHOKHCIOTHYIO MOCJIEA0BATEIbHOCTD,
no MeHbuIel Mepe Ha 90% uAeHTUUHYIO, IO MeHblIell Mepe Ha 93% HUAEHTUYHYIO WU
no MeHbliedl mepe Ha 95% WHAEHTHUYHYIO AMHHOKHCJIOTHOM IOCJIE€J0BaTEIbHOCTU
KapKacHbIX o0jlacTell aMHUHOKHUCIOTHON MOCIEA0BATEIbHOCTH BapuadbeIbHOTrO JOMEHA
Tsokenod nenu SEQID NO:89. B onHoM BapuaHTe OCYIIECTBJICHUS aHTUTEIO MPOTUB
IL-36R mpexncrasisier co00il TYMaHH3UPOBAHHOE MOHOKJIOHAJIBHOE aHTUTEJO.

[000151] B npyrom BapuaHTe OCYLIECTBIEHHS HacTosimee u300peTeHue
oTHOCUTCS K aHTHUTeny npotuB IL-36R unam ero aHTHreHCBsA3bIBAaMOLIEMY (pParMeHTy,
KOTOpBIE COIepXaT TYMaHU3UPOBAHHBIN BapuabeNbHbI JOMEH JIErKOW Lemu,

cogepxkamuii CDR  SEQ ID NO:80 wu kapkacHble 00nactv, HMeEK0IINE
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AMHHOKHCJIOTHYIO NOCJIE€A0BAaTENbHOCTD, 10 MeHbIlell Mepe Ha 90% UIEeHTUUHYIO, IO
MeHblIell Mepe Ha 93% HIEHTUYHYIO WJIM MO MeHbliell Mepe Ha 95% HUIEHTHUYHYIO
AMHUHOKHCJIOTHON TIOCJIEeNOBATENbHOCTH KapKacHBIX oOyacTell aMHHOKHMCIOTHOHN
NOCJe0BaTeIbHOCTH BapuabenpHoro aomena Jjerkoi menu SEQ ID NO:80 wu
I'YMaHU3UPOBAHHBIN BapuaOenbHbIH nOMeH Tspkenod uemnu, comepxkamuii CDR SEQ
ID NO:88 u xapkacHble 00JaCTH, UMEIOLIHEe AMHHOKHCJIOTHYIO MOCJIEA0BATEIbHOCTD,
no MeHblIel Mepe Ha 90% UAEHTUUHYIO, IO MeHblIell Mepe Ha 93% HUIEHTUYHYIO UJIU
no MeHblied Mepe Ha 95% WHAEHTHYHYIO AMHHOKHCJIOTHOM IOCJIEJ0BAaTEIbHOCTU
KapKacHbIX O0JlacTell aMUHOKHUCIOTHON MOCIEA0BATEIbHOCTH BapuabeIbHOro JOMEHa
Tsokenon nenu SEQID NO:88. B onHOM BapuaHTe OCYIIECTBJICHHUS aHTUTEIO MPOTUB
IL-36R mpexncrasisier co00il T'yMaHHU3UPOBAHHOE MOHOKJIOHAJIBHOE aHTUTEJO.
[000152] B npyrom BapuaHTe OCYLIECTBICHHS HacTosimee u300peTeHue
oTHOCUTCS K aHTHUTeny npotuB IL-36R unam ero aHTHreHCBs3bIBarOLIEMY (pParMeHTy,
KOTOpBIE CONEpXaT TYMaHU3UPOBAHHBIN BapuabeNbHBIH IOMEH JIETKOW Lemu,
cogepxamuii CDR SEQ ID NO:80 wu kapkacHble 00nacTv, HMERIINE
AMHHOKHCJIOTHYIO NOCJIE€A0BAaTENbHOCTD, 10 MeHbIlell Mepe Ha 90% HAeHTUUHYIO, IO
MeHblIell Mepe Ha 93% HIEHTUYHYIO WJIM MO MeHbliell Mepe Ha 95% HUIEHTHUYHYIO
AMHUHOKHCJIOTHOH TIOCJIENOBATENbHOCTH KapKacHBIX oOyacTell aMHHOKHMCIOTHOHN
MOCJIeIOBATENbHOCTH BapuabenpbHoro npomena Jerkoi menu SEQ ID NO:80 wu
I'YMaHU3UPOBAHHBIN BapualOenbHbIH nOMeH Tskenod uemnu, comepxkamuit CDR SEQ
ID NO:89 u xapkacHbie 00JaCTH, UMEIOLINEe AMHHOKHCJIOTHYIO MOCJIEA0BATEIbHOCTD,
o MeHbIne mepe Ha 90% HMASHTHYHYIO, O MeHbIIeH Mepe Ha 93% HASHTHUYHYIO WU
no MeHblied Mepe Ha 95% HAEGHTHYHYIO AMHHOKHCJIOTHOM IOCJIEJ0BATEIbHOCTU
KapKacHbIX 00JlacTell aMUHOKHUCJIOTHOW MOCJIEN0BAaTEIbHOCTH BaprabelIbHOTO JOMEHa
Tsokenod nenu SEQID NO:89. B onHoM BapuaHTe OCYIIECTBJICHHUS aHTUTEIO MPOTUB
IL-36R mpexncrasisier co00i TYMaHHU3UPOBAHHOE MOHOKJIOHAJIBHOE aHTUTEJO.
[000153] B npyrom BapuaHTe OCYLIECTBJICHHS HacTosee H300peTeHue
oTHOCUTCS K aHTHUTeny npotuB IL-36R uam ero aHTHreHCBs3bIBAaIOLIEMY (pParMeHTy,
KOTOpBIE CONepXaT TYMaHU3UPOBAHHBIN BapuabeNnbHBIH JOMEH JIETKOW Lemnu,
comepxamuii CDR SEQ ID NO:77 wu kapkacHble 00nacTtv, HMEKIINE
AMUHOKHCJIOTHYIO NOCJIE€A0BAaTENbHOCTD, 10 MeHbIlell Mepe Ha 90% HAEHTUUHYIO, IO
MeHblIell Mepe Ha 93% HIEHTUYHYI0 WM MO MeHbliell Mepe Ha 95% UIEHTHUYHYIO
AMUHOKHCJIOTHOH TIOCJIENOBATENbHOCTH KapKacHBIX oOyacTel aMHHOKHCIOTHOHN

MOCJIeIOBATENbHOCTH BapuabenpbHoro npomena Jerkoi uenu SEQ ID NO:77 wu
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I'YMaHU3UPOBAHHBIA BapuaOenbHbIH AOMeH Tspkenol nemnu, coxpepskamuit CDR SEQ
ID NO:87 u xapkacHble 00JaCTH, UMEIOLINE AMUHOKHCIOTHYIO MOCIEN0BATEIbHOCTD,
no MeHbuie Mepe Ha 90% uAeHTUYHYIO, IO MeHblIell Mepe Ha 93% HUAEeHTUYHYIO WU
no MeHblied Mepe Ha 95% HAEGHTHYHYIO AMMHOKMCIOTHON IOCJIENOBATEIbHOCTH
KapKacCHbIX 00JacTedl aMUHOKHMCJIOTHOH MOCIEN0BATEIbHOCTH BapuabeIbHOr0 JTOMEHa
Tsikeson nenu SEQID NO:87. B onHOM BapuaHTe OCYINECTBJICHUS AHTUTEJIO MPOTUB
IL-36R mpexncrasisier co00i r'yMaHU3MPOBAHHOE MOHOKJIOHAJIBHOE aHTUTEJIO.
[000154] B npyrom BapuaHTe OCYLIECTBJEHHS HacTosiee u300peTeHue
OTHOCUTCS K aHTHUTeny npoTuB IL-36R uam ero aHTHUreHCBs3bIBAIOLIEMY (PAarMeHTY,
KOTOpbIE CONEpkaT TYMaHU3UPOBAHHBIN BapuabeNbHBIH JOMEH JIErKOW ILemnu,
cogepxkamuii CDR  SEQ ID NO:77 wu kapkacHble 001acTv, HMERIINE
AMUHOKHCJIOTHYIO NOCJIE€A0BAaTENbHOCTD, 10 MeHbllell Mepe HAa 90% UAEHTUUYHYIO, IO
MeHblell Mepe Ha 93% HIEHTUYHYIO MJIM MO MeHblueill Mepe Ha 95% UIEHTHYHYIO
AMHUHOKHCJIOTHON TIOCJIEAOBATENbHOCTH KapKacHBIX oOyiacTeli aMHHOKHCIOTHOH
MOCJIeIOBATENIbHOCTH BapuabdenpbHoro npomena Jerkoi uenu SEQ ID NO:77 wu
I'YMaHU3UPOBAHHBIA BapualOenbHBIH AOMeH Tspkenol nenu, coxepskamuii CDR SEQ
ID NO:88 u xapkacHble 00JaCTH, UMEIOLIHE AMHUHOKHCIOTHYIO MOCIEA0BATEIbHOCTD,
no MeHbuie Mepe Ha 90% uaeHTUYHYIO, IO MeHblIel Mepe Ha 93% HUAEHTUYHYIO WU
no MeHbplied mepe Ha 95% HAEHTUUHYIO AMHHOKUCJIOTHOM MOCJIEJ0BAaTEIbHOCTHU
KapKacHbIX 00JacTel aMHHOKHMCIOTHOH MOCIEA0BATEIbHOCTH BapuabeabHOr0 TOMEHa
Tsokenoit nenu SEQID NO:88. B onqHOM BapuaHTe OCYILIECTBJIEHUs aHTHUTENIO MPOTUB
IL-36R npencrasnisier co00M r'yMaHU3UPOBAHHOE MOHOKJIOHAJIbHOE aHTUTEJIO .
[000155] B npyrom BapuaHTe OCYLIECTBJICHHS HacTosimee wu3o0peTeHue
OTHOCUTCSI K aHTHUTeny npoTuB IL-36R uam ero aHTHreHCBs3bIBAIOLIEMY (ParMeHTY,
KOTOpbIE CONepkaT TYMaHU3UPOBAHHBIN BapuabeNbHBIH JOMEH JIErKOW Lemnu,
comepxkamuii CDR  SEQ ID NO:80 wu kapkacHble 001acTv, HMEKROIINE
AMHHOKHUCJIOTHYIO NOCJIE€A0BAaTENbHOCTD, 10 MeHbIlell Mepe HAa 90% uAEeHTHUUYHYIO, IO
MeHblell Mepe Ha 93% HIEHTUYHYIO WJIM MO MeHblieill Mepe Ha 95% UIEHTHYHYIO
AMHUHOKHCJIOTHON TMOCJIENOBATENbHOCTH KapKacHBIX oOyiacTeli aMHHOKHCIOTHOH
MOCJIeIOBATENIbHOCTH BapuabenpHoro npomena Jerkoi menu SEQ ID NO:80 wu
I'YMaHU3UPOBAHHBIA BapuabOenbHbIH AOMEH Tskenon nemnu, coxepskammit CDR SEQ
ID NO:87 u xapkacHble 00JaCTH, UMEIOLINE AMHUHOKHCIOTHYIO MOCIEN0BATEIbHOCTD,
no MeHbuIel Mepe Ha 90% uaeHTUYHYIO, IO MeHblIell Mepe Ha 93% HUAEHTUYHYIO WU

no MeHblied Mepe Ha 95% WHAEHTUUHYIO AMHHOKUCJIOTHOW MOCJIE€J0BATEIbHOCTHU
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KapKacHbIX oOjlacTell aMHHOKHCIOTHON MOCIEeA0BATEIbHOCTH BapHabeIbHOTrO JOMEHA
Tskenod nenu SEQID NO:87. B onHOM BapuaHTe OCYIIECTBJICHHUS aHTUTENIO MPOTUB
IL-36R mpexncrasisier co00i r'yMaHU3UPOBAHHOE MOHOKJIOHAJIBHOE aHTUTEJO.
[000156] B npyroM BapuaHTe OCYIIECTBJICHHMS HACTOsIlee H300peTeHHe
OTHOCHUTCSI K aHTUTeny npotuB IL-36R unu ero aHTureHcBsizpiBaromeMy (parmeHry,
KOTOpbIE COJEpKaT TYMAaHU3UPOBAHHBIH BapualOeNbHBI JOMEH JIeTKOW Iemny,
cogepxkamuii CDR  SEQ ID NO:86 wu kapkacHble 001acTv, HMEKOIINE
AMUHOKHCJIOTHYIO NOCJIEA0BAaTENbHOCTD, 10 MeHbInell Mepe Ha 90% UAEHTUUYHYIO, N0
MeHblIell Mepe Ha 93% HIEHTUYHYIO WJIM MO MeHblell Mepe Ha 95% HUIEHTHUYHYIO
AMHUHOKHCJIOTHOH TIOCJIENOBATEIbHOCTH KAapKacHBIX oOJyiacTeli aMHHOKHCIOTHOH
MOCJIeIOBATENIbHOCTH BapuabenbHoro npomena Jerkoi nenu SEQ ID NO:86 wu
I'YMaHU3UPOBAHHBIA BapuabenbHBIH AOMEH Tskesnon nemnu, coxepkamuii CDR SEQ
ID NO:100 u kapkacHble 00JIACTH, UMEIOIINE AMUHOKHUCIOTHYIO NOCIEA0BATEIbHOCTD,
no MeHbuIiel Mepe Ha 90% uaeHTUUHYIO, IO MeHblIell Mepe Ha 93% HUAEHTUYHYIO WU
no MeHblied Mepe Ha 95% WHAEHTHUUHYIO AMHHOKHCJIOTHOM IOCJI€J0BaTEIbHOCTHU
KapKacHbIX OOJlacTell aMHHOKHUCIOTHON MOCIeA0BATEIbHOCTH BapHabeIbHOTO JOMEHA
Tskenod uenu SEQID NO:100. B onHOM BapuaHTe OCYLIECTBJIEHUS aHTUTEJIO MPOTUB
IL-36R mpexncrasisier co00i r'yMaHU3UPOBAHHOE MOHOKJIOHAJIBHOE aHTUTEJO.
[000157] B npyrom BapuaHTe OCYLIECTBIEHHS HacTosliee H300peTeHue
OTHOCHUTCSI K aHTUTeny npotuB IL-36R unu ero aHTureHcBs3pIBaromeMy (GpparmeHry,
KOTOpblE COJEpKaT TYMAaHU3UPOBAHHBIA BapualOeNbHBI JOMEH JIeTKOW Iemny,
cogepxkxammuii  CDR  SEQ ID NO:85 wu xapkacHble 00JacTH, HMEKIINUE
AMUHOKHCJIOTHYIO MOCJIEA0BAaTENbHOCTD, IO MeHbInell Mmepe Ha 90% UAEHTUUYHYIO, N0
MeHblIell Mepe Ha 93% HIEHTUYHYIO WJIH MO MeHblell Mepe Ha 95% HUIEHTHYHYIO
AMHUHOKHCJIOTHON TMOCJIENOBATEIbHOCTH KapKaCHBIX oOJiacTeli aMHHOKHCIOTHOH
MOCJIeIOBATEIbHOCTH BapuabenpbHoro nomena Jerkoi uenu SEQ ID NO:85 wu
I'YMaHU3UPOBAHHBIA BapuaOenbHBIM AOMEH Tskenol nemnu, coxepxkammii CDR SEQ
ID NO:101 u kapkacHble 00JIACTH, UMEIOIINE AMUHOKHUCIOTHYIO NOCIEN0BATEIbHOCTD,
no MeHbuiel Mepe Ha 90% uAeHTUUHYIO, IO MeHblIell Mepe Ha 93% HUAEHTUYHYIO WU
no MeHbliedl mepe Ha 95% HAEHTUUHYIO AMHHOKHCJIOTHOM IOCJIE€J0BAaTEIbHOCTHU
KapKacHBbIX oOJlacTeli aMUHOKHUCIOTHON MOCIeA0BATENbHOCTH BapHabeIbHOTrO JOMEHA
Tskenon uenu SEQID NO:101. B onHOM BapuaHTe OCYLIECTBJIEHUS aHTUTEJIO MPOTUB

IL-36R mpexncrasisier co00il r'yMaHU3UPOBAHHOE MOHOKJIOHAJIBHOE aHTUTEJO.
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[000158] B npyrom BapuaHTe OCYLIECTBIEHHS HacTosillee H300peTeHue
oTHOCUTCS K aHTuUTeny npotus IL-36R unm ero aHTUreHcBsA3bIBamOLIEMY (parMeHTy,
KOTOpBIE COIEpkaT TYMaHU3UPOBAHHBIN BapuabeNnbHbIE JTOMEH JIerKOW Lemu,
comepxkamuii CDR SEQ ID NO:85 wu kapkacHble 001acTH, HMEKOIINE
AMUHOKHCJIOTHYIO INOCJIENOBATENbHOCTb, IO MeHblIel Mepe Ha 90% HAEHTUUHYIO, IO
MeHbIIel Mepe Ha 93% UAEHTHYHYH WM MO MeHblleill Mepe Ha 95% HAEHTUYHYIO
AMHUHOKHUCJIOTHON TMOCJIEAOBATEIbHOCTH KapKaCHBIX o0JiacTeli aMHHOKHCJIOTHOH
MOCJIeIOBATEIbHOCTH BapuabenabHoro nomena Jerkoi uenu SEQ ID NO:85 wu
I'YMaHU3UPOBAHHBIA BapuabenbHBIH AOMEH Tskenon uenw, coxepxkammii CDR SEQ
ID NO:100 u kapkacHble 00JIACTH, UMEIOIINE AMUHOKHUCIOTHYIO NOCIEA0BATEIbHOCTD,
no MeHbuIel Mepe Ha 90% uAeHTUYHYIO, IO MeHblIell Mepe Ha 93% HUAEHTUYHYIO WU
no MeHbliedl mepe Ha 95% WHAEHTHUHYIO AMHHOKHCJIOTHOM IOCJIE€J0BaTelbHOCTH
KapKacHbIX oOJlacTell aMHHOKHUCIOTHON MOCIeA0BATEIbHOCTH BapHabeIbHOTrO JOMEHA
Tsikenoi nenu SEQID NO:100. B ogHOM BapuaHTe OCYLIECTBJIEHUS] AHTUTENO MPOTUB
IL-36R mpexncrasisier co00il TyMaHHU3UPOBAHHOE MOHOKJIOHAJIBHOE aHTUTEJO.

[000159] B HEKOTOPBIX KOHKPETHBIX BAPHUAHTAX OCYLIE€CTBJICHUS
ryMaHU3UpPOBaHHbIe aHTUTenaa npotuB IL-36R, onucaHHble B HAaCTOsALIEH 3asiBKE,
conepkaT IO MeHblLIel Mepe BapuabeNbHBIH NOMEH TSKEJION WIHM JIETKOW Lemnu,
conepxamuii CDR  unmm HVL  MBIIIMHBIX  MOHOKJIOHAJAbHBIX AHTUTEN UJHU
I'YMAaHU3UPOBAHHBIX AaHTUTEJ, KaK ONHUCAHO B HacTosAled 3asBke, U FR Tsxkensix
Yy4aCTKOB 3apOABIIIEBON JIMHUYU YeJ0BeKa. U BapuabebHble JOMEHBI JIETKOH IeMu.

[000160] B eme onmHOM acmnekTe Hacrosiee wu3lodpereHne obecmeuyrBaeT
aHtuTeso npoTuB IL-36R uiauM ero aHTUreHCBSA3BIBAIOIINN (QpParMeHT, COIepKallue
nocaenosarenpbHocTh Jerkoil nenu CDR1 (L-CDR1) mwoboit u3 SEQ ID NO:21-29;
nocaenoBarenbHocTh Jerkoil nenu CDR2 (L-CDR2) mwoboit u3 SEQ ID NO:30-38;
nocaenosarenapbHocTh Jerkoil nenu CDR3 (L-CDR3) mwoboit u3 SEQ ID NO:39-47;
nocaenoBarenapbHocTh TsKenod nenu CDR1 (L-CDR1) mro6oii n3 SEQ ID NO:48-56;
nocaenoBarenabHOCTh Tskenoil nenu CDR2 (H-CDR2) moboit uz SEQ ID NO:57-66;
u nocnenosarenbHOCTh Tskenod nenu CDR3 (H-CDR3) nro6o#i n3 SEQ ID NO:67-75.
B onHoMm acnexte anTuTeno npotus IL-36R mnm ero aHTUreHCBsI3BIBAKOIIHNI parMeHT
comepxkuT BapuabenbHyr  oOmacte Jjerkod memu, conepxkameir L-CDRI,
nepeuncinennyro Boime, L-CDR2, nepeuncnennyto Bbime u L-CDR3 nepeducneHHnymo

Bbile, U BapuabenpHyr obmacte Tskenmo 1menw, coxepxameit H-CDRI,



10

15

20

25

30

-112-

nepeuncinennyro sbime, H-CDR2 nepeuncnennywo Boilie 1 H-CDR3 nepeduncnennymo
BBILIE.

[000161] B nmomosHUTEIBHOM acIeKTe HacTosllee n3o0peTeHue odecrednBaeT
antuTeso npoTuB IL-36R unu ero aHTUTeHCBA3BIBAIO NN (PParMeHT, CoepIKaIHe:

a) mnocnenoBarenbHocTh L-CDR1, L-CDR2, L-CDR3, H-CDR1, H-CDR2 u H-
CDR3 SEQ ID NO:21, 30, 39, 48, 57 u 67, COOTBETCTBEHHO, WJIU

0) mocnenoBarenbHocTh L-CDR1, L-CDR2, L-CDR3, H-CDR1, H-CDR2 u H-
CDR3 SEQ ID NO:22, 31, 40, 49, 58 u 68, COOTBETCTBEHHO, WJIU

B) mocuenoBarenbHocTh L-CDR1, L-CDR2, L-CDR3, H-CDR1, H-CDR2 u H-
CDR3 SEQ ID NO:23, 32, 41, 50, 59 u 69, COOTBETCTBEHHO, WJIH

r) mociaenoBarenbHocTh L-CDR1, L-CDR2, L-CDR3, H-CDR1, H-CDR2 u H-
CDR3 SEQ ID NO:24, 33,42, 51, 60 u 70, COOTBETCTBEHHO, WJIN

n) mnocnenosarenbHocTh L-CDR1, L-CDR2, L-CDR3, H-CDR1, H-CDR2 u H-
CDR3 SEQ ID NO:25, 34,43, 52,61 u 71, COOTBETCTBEHHO, WJIH

e) mocruenoBarenbHOocTh L-CDR1, L-CDR2, L-CDR3, H-CDR1, H-CDR2 u H-
CDR3 SEQ ID NO:26, 35, 44, 53, 62 u 72, COOTBETCTBEHHO, WJIH

k) mocienosarenbHocTh L-CDR1, L-CDR2, L-CDR3, H-CDR1, H-CDR2 u H-
CDR3 SEQ ID NO:27, 36, 45, 54, 63 u 73, COOTBETCTBEHHO, UJIU

3) mocaenosareabHocTh L-CDR1, L-CDR2, L-CDR3, H-CDR1, H-CDR2 u H-
CDR3 SEQ ID NO:27, 36, 45, 54, 64 u 74, COOTBETCTBEHHO, WJIU

u) nocuenosarenbHocTh L-CDR1, L-CDR2, L-CDR3, H-CDR1, H-CDR2 u H-
CDR3 SEQ ID NO:27, 36, 45, 54, 64 u 73, COOTBETCTBEHHO, HJIU

k) nociaenoBarenbHocTh L-CDR1, L-CDR2, L-CDR3, H-CDR1, H-CDR2 u H-
CDR3 SEQ ID NO:28, 37, 46, 55, 65 u 74, COOTBETCTBEHHO, WJIU

) mnocnenosarenbHocTh L-CDR1, L-CDR2, L-CDR3, H-CDR1, H-CDR2 u H-
CDR3 SEQ ID NO:29, 38, 47, 56, 66 u 75, COOTBETCTBEHHO.

[000162] B nmomomHUTEIBHOM acIleKkTe HacToslnee uzodpereHue obecmeunBaeT
antuTesio npoTuB [L-36R unu ero aHTUTreHCBSI3bIBAKOIIUN (parMeHT, CoAepIKalue:

a) mocuenoBarenbHocTh L-CDR1, L-CDR2, L-CDR3, H-CDR1, H-CDR2 u H-
CDR3 SEQ ID NO:26, 103, 44, 53, 62 u 72, COOTBETCTBEHHO,, UJIH

6) mocnenoBarenpHOCcTh L-CDR1, L-CDR2, L-CDR3, H-CDR1, H-CDR2 u H-
CDR3 SEQ ID NO:26, 104, 44, 53, 62 u 72, COOTBETCTBEHHO, UJIU

B) mociaenosarenbHocTh L-CDR1, L-CDR2, L-CDR3, H-CDR1, H-CDR2 u H-
CDR3 SEQ ID NO:27, 36, 45, 107, 63 u 73, COOTBETCTBEHHO, UJIU
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r) mociaenoBarenbHOcTh L-CDR1, L-CDR2, L-CDR3, H-CDR1, H-CDR2 u H-
CDR3 SEQ ID NO:27, 36, 45, 107, 64 unu 73, COOTBETCTBEHHO.

[000163] B ogHom acnekte, antureno npotus IL-36R unu ero
AHTUT'E€HCBS3bIBAIO NN (parMeHT CONEePKUT BapuaOeIbHYI0 00JIaCTh JETKOU IIeMnH,
copepxamyr komObuHauuo L-CDR1, L-CDR2 u L-CDR3, nepeuncieHHyo Bbllle, U
BapuabeapHyI0 00J1acTh TSKEJION 1emnu, coaepxkamyr komounanuo H-CDR1, H-
CDR2 u H-CDR3, nepeuncieHHYIO BBIIIE.

[000164] B KOHKpeTHbIX BapHaHTax OCYLIECTBJEHUS MPEAINOoNiaraercs, 4YTO
XUMEPHbIE aHTHUTEeNla ¢ mnepekiaodeHHbiMu obnactamu CDR (T.e., Hampumep,
nepekaodeHue onaHou wiau AByX CDR oaHOrO W3 MBIIIMHBIX AaHTUTEN WU
I'YMAaHU3UPOBAHHOTIO aHTUTENa, IOJy4deHHOro u3 Hero ¢ aHagoruuHoi CDR wu3
APYyroT0o MBIIIMHOTO AaHTHUTENla WM MOJYYEeHHOTO W3 HEro T'yMaHU3UPOBAHHOTO
AHTHUTEJNa) MEXIY 3TUMHU MPUMEPHBIMU HMMYHOTJIO0YTHHAMHA MOTYT JaBaTh MOJIE3HbIE
aHTUTEJA.

[000165] B HekoTOpbIX BapHaHTaxX OCYUIECTBJIEHUS TYMaHU3HUPOBAHHOE
antureno npotus IL-36R mpencrasnser coboii pparmeHT aHTUTENa. Bhime, B 11€10M,
ObUTH pPAacCMOTPEHBI pa3JudHble (PArMEHTBl AHTUTEN] U CYMECTBYIOT METOJBbI,
KOTOpble ObUTH pa3pabdoTaHbl Uil TOJy4YeHUs (PparMeHTOB aHTUTEN. DparMeHTHI
MOTYT OBITh MOJYYE€HBbI MYyTEM MPOTEOJUTHYECKOTO PACIICTUIEHUS HHTAKTHBIX aHTUTE
(cm., Hanpumep, Morimoto u coasT., 1992, Journal of Biochemical and Biophysical
Methods 24:107-117; u Brennan u coast., 1985, Science 229:81). AnbTepHaTUBHO,
(¢parMeHTbl MOTYT OBITH MOJYYEHBI HEMOCPEACTBEHHO B PEKOMOMHAHTHBIX KJIETKaX-
xo3sieBax. Hanpumep, ¢pparmentsl Fab'-SH MoryT ObITh BbIIENEHBI HEMOCPEACTBEHHO
u3 E. coli u xumuyecku cBsizaHbl ¢ oOpazoBaHueM ¢parmentoB F(ab'), (cm.,
Hanpumep, Carter u coasT., 1992, Bio/Technology 10:163-167). C moMoImb0 apyroro
noaxona ¢pparmentsl F(ab'); MoryT ObITh BbIIEJIEHBI HEMOCPEACTBEHHO U3 KYJBTYPBI
PEeKOMOWHAHTHBIX KJIETOK-X03sieB. Jlpyrue metoasl monydeHuss pparMeHTOB aHTUTEN
oynyt OYEBUHBI KBATU(DULHPOBAHHOMY MPAKTUKYIOIEMY CIIEIHAIIUCTY .
CooTBeTCTBEHHO, B OJHOM acIleKkTe Hacrosmee wu3o0pereHue obecnednuBaer
¢parmenTsl aHTUTEN, conxepxkamue CDR, omnucaHHble B HAcCTOsIIIEH 3asBKe, B
gactHOCTH oaHy u3 kombuHanuii L-CDR1, L-CDR2, L-CDR3, H-CDR1, H-CDR2 u
H-CDR3, onucaHHBIX B HacToOsIed 3asBKe. B MOMONHUTENIbHOM acleKTe HACTOsIIee
uzobperenue obOecmeynBaer (parMeHTH AaHTUTEN, COIepxkamue BapuadeabHbIe

obnacTu, ONHUCAHHBIE B HACTOsLIEH 3asBKe, HANpPUMeEpP, OAHY M3 ONHCAHHBIX
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KoMOnHauuii BapuabenbHBIX oOnacTeil Jjerko menu u BapuabenbHOW oOJacTH
TSIPKEJION L€NU, ONMMCAHHBIX B HACTOALIEH 3asiBKE.

[000166] Hexoropsle BapuaHThl OCYIIEeCTBJIeHUs BKJIOUYarOT ¢pparmeHTt F(ab'),
ryMaHu3upoBaHHOro aHtutena npotus IL-36R, comepxamuii mocienoBaTeIbHOCTD
aerko wmermu gwb6or w3 SEQ ID NO: 115 wumm 118 B coyeraHuu ¢
nocienoBareabHOCThIO Tspkesnod nenu SEQ ID NO: 125, 126 wmnm 127. Takue
BAPUAHTHI OCYLIECTBICHUS MOTYT BKJIIOYAaTh HUHTAKTHOE aHTUTEJIO, COAEpKallee TaKOH
F(ab'),.

[000167] HexoTopsie BapuaHThl OCYINECTBJIeHUs BKJIOYaOT ¢pparmeHT F(ab'),
r'YMaHU3UPOBAHHOTO aHtuTena npotus IL-36R, comep:xamuil mocnenoBaTelbHOCTD
nerkoi umemu grobor w3 SEQ ID NO: 123 wam 124 B coueTaHuud C
nocienosarenbHOCThI0 Tskenod nenu SEQ ID NO: 138 unu 139. Takue BapuaHTbI
OCYIIECTBJICHUS] MOTYT BKJIIOYATh HHTAKTHOE aHTHUTEJO, coaepikaiee Takoi F(ab');.

[000168] B HEKOTOpPBIX BapUaHTAaX OCYIIECTBJICHUS AHTUTEJIO WU (PpParMeHT
AHTHUTEJNIa BKJIIOYAaeT KOHCTAHTHYIO 00JacTb, KoTopas omocpeayer 3(¢eKTopHYIO
¢yukuo. KorncrantHas o0nacTe MOXeT oOecreduBaTh OTBETHI aHTUTENO3aBUCHMOMN
kinerouHol  murotokcudHoctH  (ADCC),  aHTHTEN03aBUCUMOr0O  KJIETOYHOTO
¢aronuroza (ADCP) w/unu kommieMeHT-3aBucuMoi wnutoTrokcuuHoctu (CDC)
NPOTUB KJETOK-MHIIeHeH, skcrnpeccupyromux IL-36R. D¢ddexropHbiit nomeH(sbl)
MOTYT ObITh, HanpuMep, odnacteio Fc Monexyunsr Ig.

[000169] DOddexTopHBIH NOMEH aHTHTENa MOXET MPOUCXOAUTH OT JOO0Tro
NMOAXOISINEero BUAAa U U30TUIA MO3BOHOYHBIX KUBOTHBIX. M30THIBI OT pa3HbIX BHUJIOB
JKUBOTHBIX Pa3IMYAOTCs CHOCOOHOCTBIO omocpenoBaTh 3¢ dekTopHbie (YHKIUH.
Hampumep, cnocoOHOCTH HenoBeuecKoro MMMyHorinoOynuHa omnocpenoBatb CDC wu
ADCC/ADCP OOBIYHO HaXOIHUTCS B ClienyroIemM MOPSAKE:
[gM=IgG1=1gG;>1gG,>1gGy u [gG1=IgG3>1gGy/IgM/1gGy, COOTBETCTBEHHO.
MpebimuHable tMMyHOT100ynuHbl onocpenyior CDC u ADCC/ADCP, kxak mpasBuiio, B
CIEeAYHOIIEM MOpsiIKe MBIIIHHBIX [gM=IgG3>>1gGrp>1gGra>>1gGy 51
[gGaw>1gGr>1gG1>>1gGs, cooTBercTBeHHO. B apyrom mpumepe wmbimuHbll 1gGoy
onocpenyetr ADCC, toraa xak mbimunbie 1gG,, u IgM onocpenyror CDC.

I'yMaHuM3a11Msi 1 BAPHMAHTHI AMUHOKHCIOTHBIX MOCIEI0BATEIbHOCTEN

[000170] BapuaHTbl aMMHOKHUCJIOTHBIX MOCIEIOBATENbHOCTEN aHTUTENA IPOTUB
IL-36R MoryT OBITH MOJyYE€HBI NMYTEM BHECEHHS COOTBETCTBYIOIIUX HYKJIEOTHUIHBIX

usmenenu B JIHK anturena nmporus IL-36R unm nyrem cuHte3a nentunos. Takue
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BAPUAHTHl BKJIOYAKOT, HANpUMeEp, HAeNelUd W3 W/UIW BCTABKU B, W/UIU 3aMEHBI
OCTaTKOB B AMUHOKHUCJIOTHBIX IOCIEAOBAaTENbHOCTSX aHTUTen npotus IL-36R wu3
NpUMEpPOB, NPHUBEAEHHBIX B HacrosAmeidl 3aseke. JlioOas komOuHamus nenenui,
BCTaBOK M 3aMEH IPOU3BOAUTCA AJA TOJYYEHHUs KOHEYHOM KOHCTPYKLHUU MpPHU
YCJIOBUHU, YTO KOHEYHAs KOHCTPYKLHUs oOJajaer >KeJaeMbIMH XapaKTePUCTHKAMH.
AMHUHOKHCJIOTHbIE U3MEHEHUS] TaK)K€ MOTYT MEHSTbh NOCTTPAHCIALMOHHBIE MPOLIECCHI
I'YMaHU3UPOBAHHOTO MJIM BapuaHTHOro asntutena mnpotus IL-36R, Ttakue kak
U3MEHEHNE KOJINYECTBA UJIN MOJOXKEHHUs CAUTOB MIIMKO3UINPOBAHHUS.

[000171] Ilpuronsbiii cnocod wAeHTU(PUKALUU OMpPENeIEeHHBIX OCTATKOB HJIH
obnacteli anTtutena mnpotus IL-36R, KOTOpble SBISIOTCA MNPEATOYTHUTEIbHBIMHU
MECTaMM IJis1 MyTareHes3a, Ha3blBaeTCs «MyTAareHe30M aJaHMHOBOTO CKAaHUPOBAHHUSMY,
kak omnucano y Cunningham and Wells (Science, 244:1081-1085 (1989)). B nannom
ciaydae HISHTUPUUHUPYIOT OCTATOK MJIM TPYNIy LeJeBBIX OCTAaTKOB (Hampumep,
3apsKeHHbIE OCTaTKH, Takue Kak arg, asp, his, lys u glu) u 3ameHstoT HeHTpadbHOM
WIN OTPULATEIbHO 3apSDKEHHOW aMHMHOKHCIOTON (OOBIMHO aJaHWHOM), HYTOOBI
NOBJIUATh HA B3aUMOJAEHCTBHE aMUHOKUCIOT ¢ aHTureHom IL-36R. Te mnonoxenus
AMHUHOKHCJIOT, KOTOpPBI€ AEMOHCTPUPYIOT (PYHKIMOHAJIBHYIO HYYBCTBUTEIBHOCTH K
3aMEHaM, 3aTe€M YyTOYHSIOTCS IyT€M BBEIEHUS MAOMOJHUTENbHBIX HIH APYLHUX
BAPDUAHTOB B CaiThl 3aMEHBl MJIM BMECTO HMX. Takum oOpa3oM, XOTs CaT s
BBEIEHHUs BapualUd AaMHHOKHMCJIOTHOM TMOCJIENOBAaTEIbHOCTU MPEAONPENEIEH,
npupoAa MyTallMM KaK TakoBas HeOOs3aTeNbHO MAOJKHA OBITh NpenonpeneseHa.
Hanpumep, nns ananu3a 3¢(QeKTUBHOCTHM MyTalMyd B AAHHOM CaiiTeé IPOBOAMTCS
aJJAHUHOBOE€ CKAaHUPOBAHUE WJU CIy4YalWHbIH MyTareHe3 IO LEJEeBOMY KOJOHY WU
obmacTu, M SKCIpPECCHpPOBaHHBbIE BapuaHThl aHTHTeda npotuB IL-36R moxeepraror
CKPUHUHIY HA MPEIMET KeJIaeMOU aKTUBHOCTH.

[000172] BcTaBKkM aMUHOKHUCJIOTHOW MOCJIEIOBATEIBHOCTH BKJIIOYAOT aMUHO-
u/unu KapOOKCHKOHIIEBBIE CIUSHUS B JHAaNa30HE JJIMHBI OT OJHOrO OCTaTkKa o0
NOJIMNENTHAOB, COAEPXKALIUX CTO WUIU Oojiee OCTATKOB, a TaKXe BCTABKH BHYTPHU
MOCJIE0BATEIbBHOCTH OAHOIO MJIM HECKOJBbKUX AMUHOKHUCJIOTHBIX OCTaTKOB. IIpumMepsnl
KOHLIEBBIX BCTAaBOK BKJIIOYAKOT aHTuTeno npotus IL-36R, ciuToe ¢ snuTtonHOU
METKOU. Jlpyrue HWHCEpUMOHHBIE BapUAHTBI MOJEKYJbl aHTuTena npotus IL-36R
BKJIIOYAOT ciusHue ¢ N- unu C-KOHIIOM aHTHUTesa NpOoTUB aHTUTena npotus IL-36R
dbepMeHTa MM MOJUMENTHUIA, KOTOPbIH YBEJIHMYUBAET BPEMs MOJYXXU3HU AHTUTENA B

CbIBOPOTKE KPOBH.
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[000173] JMpyro# Tum BapuaHTa MpeACTaBiseT cOOOH BapHaHT € 3aMEHOM
aMHHOKHUCJOT. B 3Tux BapuaHTax yjajeH IO MeHblIell Mepe OJUH aMUHOKMCIOTHBIN
OCTaTOK B MoOJeKyje aHturena npotus IL-36R, a Ha ero mecto BCTaBiI€H APyrowu
ocratok. CaliTel, mnpeAcTaBiIAONNE HAUOONbIIHUI WHTEpeC U1 3aMeINaloN[ero
MyTareHe3a, BKJIIOYAIOT runepBapuadenbHble 00JACTH, HO TakKXe PacCMaTPUBAIOTCA
nsmeHeHuss FR. KoHcepBaTuBHBIE 3aMeHBI mokaszaHbl B Tabnuune C mon 3aroJioBKOM
«TIpennoYTUTEebHbIE 3aMeHbl». Ecam Takue 3aMeHbl NPUBOAAT K H3MEHEHUIO
OMONIOrMYEeCKOW aKTHBHOCTH, TOTAAa MOTYT OBITh BHECEHBI 0ojiee CYLIECTBEHHBIE
W3MEHEHHs, Ha3BaHHbIE KIIPUMEPHBIMU 3aMEHAMU» WUJIH, KaK JOMOJHUTENbHO OMUCAHO

HHUKE CO CCBhLUIKOM Ha KJIAaCChl aMUHOKHCJIOT, @ NPOAYKTHl CKPUHUPOBAHBI.

Tabnuna C:

Hcxonublil 0cTaTOK IIpumepHbIE 3aMEHBI IIpennodTuTEenbHBIE 3aMEHBI
Ala (A) val; leu; ile val
Arg (R) lys; gln; asn lys
Asn (N) gln; his; asp, lys; arg gln
Asp (D) glu; asn glu
Cys (C) ser; ala ser
Gln (Q) asn; glu asn
Glu (E) asp; gln asp
Gly (G) ala ala
His (H) arg; asn; gln; lys; arg
Ile (I) leu; val; met; ala; phe; HOpnelinun leu
Leu (L) ile; HopneiinuH; val; met; ala; phe ile
Lys (K) arg; gln; asn arg
Met (M) leu; phe; ile leu
Phe (F) tyr; leu; val; ile; ala; tyr
Pro (P) ala ala
Ser (S) thr thr
Thr (T) ser ser
Trp (W) tyr; phe tyr
Tyr (Y) phe;trp; thr; ser phe
Val (V) leu; ile; met; phe ala; HopneluuH, leu

[000174] B xumuu OenkoB OOIIENPU3HAHHO, 4YTO OWOJIOTHYECKHE CBOWCTBA
aHTUTEJa MOTYT OBITh JOCTHUTHYTHI NMyTe€M BBIOOpa 3aMeH, KOTOpbIE 3HAYUTENBHO
Pa3IMYAOTCs MO CBOEMY BJIHMSHHIO Ha MOAAepkaHue (a) CTPYKTYpPbI MOJUIMETTHIHOTO
ocToBa B 00JacTH 3aMEHBI, HANpUMep, B BHUAE JHUCTOBOH WJIH CHHPAIBHOH
koHpopmaunu, (6) 3apsina unu ruaApodOOHOCTH MOJIEKYJIBI B L[EJIEBOM caiiTe, uiau (B)
OCHOBHOM dYacTu OOKOBOW Lenu. Berpedarommecs B NPUPOAE OCTATKH JAENATCS Ha
IPYIIIBL, UCXOAS U3 O0LIUX CBOMCTB OOKOBOI Lienu:

(1) runpodobHuble: HOpaeliuuH, met, ala, val, leu, ile;
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(2) metitpanbHble rUApOQUIBHBIE: CYS, ser, thr;

(3) xucnorHseie: asp, glu;

(4) ocHoBHBIE: asn, gin, his, lys, arg;

(5) ocraTku, BAUAKOIINE HA OPUEHTALUIO Lenu: gly, pro; u

(6) apomatuueckue: trp, tyr, phe.

HexoHcepBaTUBHBIE 3aMEHBI OBJEKYT 3a COOOW 3aMEHy 4JieHa OJHOTO M3 JTHUX
KJACCOB Ha IPYroM KJjacc

[000175] JIroGol oOCTaTOK ULHCTEWHA, HE YYaCTBYWOUIMH B NOAAEPKAHUH
HaJJeXxame KoHpOopMauu r'yMaHU3UPOBAHHOTO WJIM BapHaHTa aHTUTeNa npoTuB IL-
36R, Takxke MOXeT OBITb 3aMEHEH, KaK TMpPaBWJIO, CEPUHOM, IJs VJIyYIIeHHUs
OKHCJIHUTENbHOW  CTaOMIBPHOCTH  MOJICKYJBI, MPENOTBpalleHus: abeppaHTHOro
NEePEKPECTHOTO CIIMBAHUS WU OOECNedeHUsT YCTAHOBJIEHHBIX TOUYEK KOHBIOTAIUHU C
IUTOTOKCUYECKHM HJIM IUTOCTATUYECKHM coenuHeHneM. M HaobopoT, mucTenHoBas
cBs13b(M) MOTyT OBITH AOOaBIEHBI K AHTUTENY IJIsI MOBBIMEHHS €ro CTAaOUIbHOCTH
(ocoOeHHO, KOrma aHTUTENO MpeAcTaBisier co0OH (parMeHT aHTHTEeNa, TaKOW Kak
¢parmenT Fv).

[000176] Tun BapuaHTa 3aM€Hbl BKJIOYAET 3aMEHY OJHOTO HJIH HECKOJbKHUX
OCTaTKOB rumnepBapuabenbHOH 00JACTH pPONUTENBCKOrO aHTUTeNa (HAmpuMep,
I'YMaHU3UPOBAHHOTO MWJIM YeJlOBe4YeCKoro aHturtena). Kak mnpaBuiio, moJy4eHHbIE
BAPUAHTBI, BbIOpaHHBIE IJIs AanbHeHmed pa3paboTku, OyAyT HMMeEThb YJy4YIIEHHBIE
Ouosoru4yeckue CBOMCTBA IO CPABHEHUIO C MCXOJIHBIM aHTUTENIOM, U3 KOTOPOTO OHH
nojiyudeHbl. YIOOHBIM CmocOOOM CO3MaHHS TaKUX BAaPHAHTOB 3aMEHBI SIBJSETCS
co3peBanue ahGUHHOCTH ¢ HCIOJb30BaHUEM (ParoBoro nucries. Bkpartie, HECKOIbKO
caiiToB runepBapuabenpbHoi obOnactu (Hampumep, ©6-7 CcaiiTOB) MYyTHUPYIOT IJis
IreHEPUPOBAHUA BCEX BO3MOJXKHBIX AMHHOKHCJIOTHBIX 3aME€H B KaXKIOM CaWTe.
[Tony4yeHHBIE TakUM OOpPa3OM BApUAHTBl AHTHTEN OTOOPAKAKOTCS MOHOBAJEHTHBIM
o0pa3oM W3 YacTUL HUTYATOro ¢ara B BHUAE CJHHUSHUS ¢ npoaykrtom rena III M13,
yINAaKOBAaHHBIM B KaXXJOH dYacTHUIle. 3aTeM BapUaHThl, TNPEACTaBJIeHHbIe Ha (are,
NOABEPTalOTCs CKPUHUHTY Ha HMX OHOJIOTHUYECKYK aKTUBHOCTH (HAampuMep,
a¢ppuHHOCTP  CcBsI3BIBaHHA). UYUTOOBI HMAEHTHPUUHPOBATH BO3MOXHBIE  CAUTHI
runepeapuadenbHoOil o6nacTu s MOAU(UKALMHU, MOKET ObITh BBITIOJIHEH MyTareHes ¢
aJTaHUHOBBIM CKaHUPOBAHUEM MAJS HACHTHU(PUKALUU OCTATKOB THUIEpBapHadenbHOM

O6J'IaCTI/I, BHOCAIIUX 3HAYUTEJIbHbIN BKJIaJd B CBA3bIBAHUC AaHTUI'CHA. B kauectse
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aJbTEPHATHUBBl WJIM B JONOJHEHUE, MOXET OBITh IOJEe3HO IMPOAHAIH3NPOBATH
KPUCTAJUIMYECKYIO CTPYKTYPY KOMILJIEKCA AHTUT€H-aHTUTENO JUIsl ONpeNeeHUsl TOUeK
KOHTakTa Mexay aHtutesoM U IL-36R uyenoseka. Takue KOHTakTHBIE OCTAaTKU M
COCEeNHUE OCTAaTKU SABJAKTCA KaHAMAATAMM Ha 3aMEHY COIVIaCHO METOAUKAM,
pazpaboTaHHBIM B HacTosueil 3asBke. Ilocie co3maHus TaKMX BapHUAHTOB IaHENb
BApMAHTOB MOABEPralOT CKPUHUHTY, KaK OMHCAHO B HACTOSLIEH 3asdBKE, U aHTUTENA C
MPEBOCXOJHBIMU CBOMCTBAMH B OJHOM HUJIM HECKOJBbKHX COOTBETCTBYIOIIUX aHAaIU3aX
MOTYT OBITh BBIOpAHBI Uit AajbHEHIIENH pa3paboTKu.

[000177] JMpyroil Tum aMHUHOKHCIOTHOTO BapuaHTa AaHTUTeNa W3MEHsSeT
UCXOJHBIM  maTTepH  TIAUKO3UNUpoBaHus  aHtutena. Ilog  «u3MeHeHHEM»
NOAPAa3yMEBAKOT JEJICLUI0 OJHOTO WJIH HECKOJIbKUX YIJIEBOOHBIX (PParMeHTOB,
oOHAapy)XeHHBIX B aHTUTeNE, W/HiIM [00aBJICHHE OJHOTO WJIM HECKOJbKUX CAWTOB
IIMKO3WINPOBAHUS, KOTOPblE OTCYTCTBYIOT B aHTUTEJIE.

[000178] B HEKOTOpPBIX BapHAHTaX OCYINECTBJIEHUS MOXKET OBITh JKEJIaTeIbHO
MOAU(MHUIIMPOBATh AHTHTENA B COOTBETCTBHH C U300peTeHNEM Il 1O0OaBIEHHs CAHTOB
IIUKO3UIMpoBaHus. [ muko3unupoBaHne aHTUTEN OOBIMHO ObIBaeT N-CBS3aHHBIM WU
O-cBsizaHHBIM. N-CBsI3aHHO€ OTHOCHUTCSI K IPUCOEANHEHHUIO YIJIEBOAHOrO (pparmenTa kK
OOKOBOM Llenmu ocTaTKa acnaparuHa. TpUNenTHIHbIE MTOCIE0BATEIbHOCTH aclaparuH-
X-cepuH U acnmaparuH-X-TpeoHHH, rae X Ipeacrasiaser coOoil  nro0yro
AMUHOKHCJIOTY, KpOMeE TMpOJIMHA, MPEICTAaBIAT CcO0O0H MOCIeAOBATENbHOCTH
pacno3HaBaHMs st (PEPMEHTATHBHOI'O NPHCOEAMHEHUs YIJIeBOAHOro (parmeHTra K
OOKOBOM wLenmu acmapardHa. TakuM o00pa3oM, MPUCYTCTBUE JIOOOW U3 OTHUX
TPUNENTUIHBIX MOCJIEA0BATEIbHOCTEN B MOJUIMENTUIE CO3aeT MOTEHIUAIbHBIM CalT
rauko3unupoBaHus. O-CBsi3aHHOE TJIMKO3UJIHMPOBAHHE OTHOCHUTCS K NMPUCOEIUHEHUIO
OAHOrO U3 caxapoB N-aleTwirajakTo3aMHHa, TallakTo3bl MM KCHUIIO3bI K
rUAPOKCUAMUHOKHUCIOTE, Yallle BCErOo K CepUHY MJIM TPEOHUHY, XOTS TaKXe MOXHO
UCIIOJb30BaTh S-TUAPOKCUNPOIUH WJIH S-TUAPOKCHIM3WH. Takum oOpasom, s
IJIMKO3UJIMPOBAHUSL  3aJaHHOro Oenka, HampuMep aHTUTeNa, AaMHHOKHCIOTHAs
NOCJIEOBATEIbHOCTh O€lKa KOHCTPYUPYETCs Tak, 4YTOOBI COAEp)KaTb OAHY WIIH
HECKOJIbKO M3 ONMHCAHHBIX BBIIIE TPUMENTUIHBIX MOCIEIOBATENbHOCTEH (I cCaiiToB
N-CBSI3aHHOrO TJIUKO3MJINPOBaHMs). M3MeHEeHHE Takke MOXKET OBbITh BBIITOJHEHO
nyTeM A00aBJEHUS WMJIM 3aMEHBl OJHHUM HJIM HECKOJBKHMMH OCTAaTKaMH CEepPUHA HIIH
TPEOHMHA B IOCIENOBATENbHOCTH HUCXOAHOro aHTurena (ans caitoB O-CBSI3aHHOIO

IJIMKO3UTIMPOBAHUA ).



10

15

20

25

30

-119 -

[000179] Monekyabl HYKJEUHOBBIX KHCIOT, KOTOpbleé KOAUPYIOT BapUaHThI
AMUHOKMCJOTHOW TNOCJAE€AO0BAaTENbHOCTH aHTuTesa nportus IL-36R, mnoaywaroT
pPa3IUYHBIMU CIOCOOAMH, U3BECTHBIMU B JAHHOW 00JacTU. DTHU CIOCOOBI BKJIKOYAOT,
HO HE OTPAaHUYHUBAIOTCS HMMH, BbIAEJIEHHE M3 IMPUPOJHOTO MCTOYHUKA (B ciyyae
BCTPEUAIOIIUXCS B NPUPOAE BAPMAHTOB aMHUHOKHCIOTHOM MOCJIEAOBATEIbHOCTH) HIH
NOJIyYeHHe C  IOMOLIbI0  OJUTOHYKJIEOTHUJ-ONOCpeAOBaHHOro  (miam  caiT-
HalpaBJEHHOr0) MyTareHesa, myrtareHe3a IIL[P u kacceTHoro myrtareHesa Oouee
paHHel NOJIy4eHHOW BAapMAHTHOM WM HEBAPMAHTHON BepCUM aHTUTena npotus IL-
36R.

HOJ’II/IHVKJIGOTI/IIU::I, BEKTOPHBI, KJICTKHN-X034€Bd U DeKOM6I/IHaHTHbIe METOABI

[000180] Jpyrue BapuaHTBl OCYLIECTBJEHHS OXBaTbIBAIOT  BblJE€JIEHHbIE
NOJUHYKJIEOTUb, KOTOpble  COJep>XaT  IMOCJIeJ0BaTeNbHOCTh, KOAUPYIOLIYIO
r'YMaHU3UpOBaHHOe aHTuUTeno npotuB IL-36R, BekTOpel U  KIETKU-XO35€Ba,
comepKamue  MONHHYKJIEOTHAbl, W  PEKOMOWHAHTHbIE  METOABl  IOJYYEHHS
I'YMAaHU3UPOBAHHOTO AaHTHUTeNa. BblleneHHble MOJUHYKJIEOTHUIbl MOTYT KOAUPOBATH
molyio  xemaemyro ¢opmy antutena mnporuB IL-36R, Bkirouas, Hanmpumep,
NOJITHOPa3MepHble MOHOKJIOHaJNbHbIE aHTUTena, pparmentsl Fab, Fab', F(ab'), u Fv,
auatena, JIMHEHHble  aHTHUTENa, MOJEKyJbl  OAHOLIENOYEUYHBIX AaHTUTEN W
MyJbTUCHIELH(pUUECKHE AHTUTENa, 0Opa30BaHHbIE U3 PPAarMEHTOB aHTUTEI.

[000181] HexoTopble BapHaHTBI OCYLIECTBJIEHHUS BKJIOYAIOT BbIJEICHHBIE
NOJUHYKJEOTUIbl, COAEpKallue  IMOCJAEeNOBAaTEIbHOCTH,  KOTOPBIE  KOAUPYIOT
BapualebHYI 00JIACTh JIErKOHW LENu aHTUTeja UM (parMeHTa aHTUTEeNa, UME IUX
AMUHOKHCJIOTHYI MocienoBatepbHOCTh 000 u3 SEQ ID NO: SEQ ID NO:1-10.
Hexotopeie BapuaHTBl OCYILIECTBJIEHHS BKJIOYAIOT BbIJEJIEHHBbIE IMOJUHYKJICOTHU/BI,
comepiKalue IOCJIeIOBATEIbHOCTH, KOTOpPbIe KOAUPYIOT BapuadenbHyr o00JacThb
TSOKEJION IeNnu aHTHTeNa WM (parMeHTa aHTHUTENa, MMEIIIUX aMHHOKHCIOTHYIO
nocnenoarenbHocTh SEQ ID NO:11-20.

[000182] HexoTopele BapuaHTbl OCYILECTBJEHHUsI BKJIIOYAIOT BbIJEJIEHHBIE
NOJMHYKJIEOTU b,  COJEepiKallue  IMOCJIeNOBaTeJbHOCTH, KOTOpble  KOAUPYIOT
BapuabeapHy0 00JIaCTh JIETKOW LEeNU aHTUTeNa WX (pparMeHTa aHTHTENA, HMEO X
AMHUHOKHCJIOTHYIO TmocyenoBaTenpHOCTh 000 n3 SEQ ID NO:76-86. Hekotopsie
BapUaHThl OCYINECTBJEHHUS BKJIKOUYAKOT BbIJAEIEHHbIE MOJUHYKIECOTUIbI, COAEpiKallue

NOCJIEOBATEIbHOCTH, KOTOpPble KOAUPYIOT BapualeNbHYK 00JacTh TSIKENOW Lenu



10

15

20

25

30

-120 -

aHTHUTENa UIH ¢dbparmenTa aHTUTEIA, UMEIO I UX AMUHOKHUCJOTHYIO
nocnegoarenbHoCcTh SEQ ID NO: 87-101.

[000183] Hexoropble BapuaHTbl OCYINECTBJEHHUs BKJIIOYAKT BbIJEICHHBIE
MOJIUHYKJCOTUABI, COAEpKAIlUE MOCIEeA0BATEIbHOCTU, KOTOPbIE KOAUPYIOT JErKYyHO
LeNb AHTUTEJId, UMEILIEr0 aMHHOKHUCIOTHYIO MOCIeN0BaTeNbHOCTh 000 u3 SEQ
ID NO:114-124. HexoTropble BapHaHTbl OCYIIECTBJEHMS BKJIOYAKOT BBIIEICHHbIE
MOJIMHYKJIEOTHABI, CONEPIKAIINE MOCIeN0BATEIbHOCTH, KOTOPbIE KOAUPYIOT TSKEITYIO
LeNb AaHTUTENa, UMEIIIEr0 aMUHOKUCIOTHYI0 mocienoBateabHocTh SEQ ID NO:125-
139.

[000184] B OJTHOM acIeKkTe BbIJICJICHHAS MOJIMHYKJI€OTUIHAS
MOCJIEIOBATENIbHOCTH(M) KOAUPYET AHTUTENO WIH (PparMeHT aHTUTeJa, HMEIIUi
Jerkyrw 1emnb W BapuabenbHy0 0o0JacTh  TSKENOW  I[emu, COIepIKalyro
AaMUHOKHCIOTHbIe mocaenoBatensHocTn SEQ ID NO:115 w SEQ ID NO:127,
coorBercTtBeHHO; SEQ ID NO:118 u SEQ ID NO:126, coorBerctBenHo, SEQ ID
NO:118 u SEQ ID NO:127, coorBercTBenHo;, SEQ ID NO:115 u SEQ ID NO:125,
coorBercTtBeHHO; SEQ ID NO:115 u SEQ ID NO:126, coorBerctBenHo, SEQ ID
NO:118 u SEQ ID NO:125, coorBerctBenno;, SEQ ID NO:124 u SEQ ID NO:138,
coorBercTtBeHHO; SEQ ID NO:123 u SEQ ID NO:139, coorBerctBenHo, SEQ ID
NO:123 u SEQ ID NO:138, cOOTBETCTBEHHO.

[000185] IlonunaykmneoTun(rl), KOTOpble COAEp)KaT  TMOCIENOBATEIbHOCT,
KOIUPYIOIYIO T'YMaHU3UPOBaHHOE aHTHTEN0 nmpoTuB IL-36R miu ero ¢gparmeHT unu
LeNb, MOTYT OBITb CIHUTBI C OJHOWH WM HECKOJbKUMH pPETyJSTOPHBIMH HIIH
KOHTPOJIbHBIMU TOCJEI0OBATEIbHOCTSIMH, KaK M3BECTHO B MaHHOW 00JaCTH, U MOTYT
CONEePXKATbCA B TMOAXOASIINX BEKTOPAaX JHKCOPECCHH WM KJIETKE-XO35IMHE, Kak
W3BECTHO W3 ypOBHS TexHUku. Kaxpmas U3 NTOMUHYKICOTHUIAHBIX MOJIEKYII,
KONMPYIOIUX BapualOelbHbIe JOMEHBI TSIKEJNON WM JIETKOW Iend, MOXKeT OBITh
HE3aBUCUMO CJIUTa C TOJUHYKJCOTHUAHOW TMOCAENOBATEIbHOCTBIO, KOAUPYIOIIEH
KOHCTAHTHBIA JOMEH, TaKOW KakK KOHCTAaHTHBIM JOMEH YEJOBE€KA, 4YTO IMO3BOJISET
MPONYLHUPOBATh HWHTAKTHBIE AHTHUTENA. AJNBTEPHATUBHO, MOJUHYKJICOTHUIBI HIH HUX
4acTH MOTYT OBITh CIHTBI BMecTe, ofecrmeduBasi MaTpPULy I TPOAYKIUH
OJHOILIETIOYEYHOr0 aHTUTENA.

[000186] Jnst peKOMOWHAHTHOrO IOJIYYEHHS MOJMHYKJIEOTHHA, KOAUPYIOLIHI
AHTHUTEJIO, BCTABJISIIOT B PEIJIUIUPYEMbIH BEKTOP ISl KJIOHUPOBaHUS (aMIuin(MKaLuH

JHK) wunu nna skcnpeccuu. JIOCTYMHO MHOMKECTBO MOAXOASLIUX BEKTOPOB s
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SKCIPECCUU PeKOMOMHAHTHOTro aHTUTeNna. KOMIOHEHTHl BEKTOpa OOBIMHO BKIIKOYAIOT,
HO HE€ OrpPaHUYMBAIOTCS MMM, OJHO WJIM HECKOJbKO M3 CIEAYIOUUX: CUTHAJIBbHYIO
MOCJIE0OBATENbHOCTh, TOUKY Hadajla peruKaluM, OJUH UM HECKOJbKO MapKepHBIX
IF€HOB, JHXAHCEPHBIA »JJEMEHT, IPOMOTOP U MOCJIEAOBATEIBHOCTb TEPMHUHALUU
TPAHCKPUIILUH.

[000187] TI'ymanusupoBaHHble aHTUTesna npotuB IL-36R Takke MoOryt OBITh
MOJy4YeHbl B BHUJE CJIUTBHIX T[OJHUIENTHAOB, B KOTOPBIX AaHTHUTENIO CIUTO C
reTepOJIOTUYHBIM MOJUMENTUOM, TAKMM KakK CUTHajJbHAs IOCJIEeA0BAaTENIbHOCTh HIIU
APYroW MOJUMENTU], UMEIOLUNA crienupuIecKnii caiiT pacuienyieHns Ha aMHHO-KOHIIE
3peroro Oenka wiIM mnoJunentuaa. BriOpaHHas reTeposIoOrMYHasi CUTHAJbHAs
MOCJIeIOBATENIBHOCTh OOBIMHO pacmo3HaeTcs u oOpadareiBaercs (T.e. pacUIeTseTCs
CUTHAJIIBHON NEeNTUAA30H) KJIETKOH-XO35IMHOM. JJIsi NpPOKapHOTHYECKUX KJIETOK-
X0351€B, KOTOpbBIE HE  pacmo3HalT W He  00pabaThIBAIOT  CUTHAJIBHYIO
MOCJIE0BATEIbPHOCTh T'YMAaHU3UPOBAHHOrO aHtuTena npotrus IL-36R, curHanbHas
NOCJIEOBATENbHOCTh MOXET OBITh 3aMEHEeHa MPOKAPUOTHYECKON CHUTHAJIbHOHN
nocienoBarenbHOCThI0. CuTrHajbHasg MOCJIENOBATEIbHOCTh MOXKET MPEACTaBIATh
cobo#i, Hampumep, menounyrw ¢ocdarazy, nNEeHUIUIINHA3Y, JUIONPOTEHH,
TepMOCTaOuNIbHbIe JUIEepbl dHTEepoTOoKcWHAa Il m T.m. Jns ApoxkeBOW CeKpenuu
HAaTUBHAsl CHUTHAJbHAsl IOCJEJOBATEJbHOCTh MOXKET OBITh 3aMEHEHa, HalpuMep,
JUAEPHONW TOCJIENOBATEIbHOCTBIO, MOJYYEHHOH M3 JPOXIKeBOro anbda-pakropa
MHBEpTa3bl (BKIOYas nunepsl a-¢paxrtopa Saccharomyces u Kluyveromyces), kucnoit
docdarasbl, rmrokoamunassl C. albicans wnu curHana, onucanuoro 8 W090/13646. B
KJIETKaX MJIEKONMUTAIIIUX MOYHO MCIIOJNIb30BaTh CHUTHAJbHBIE IMOCJIEJOBATEIBHOCTU
MJIEKOMUTAIOIHUX, & TaKXK€ BUPYCHbIE CEKPETOpPHBbIE NUIEpPhl, Hampumep, curuaia gD
npoctoro repmneca. JIHK nnst Takol o0jacTH-NpenIiecTBEHHUKA JIUTHPYIOT B pPaMKe
cuutbiBanusa ¢ JIHK, kogupyromei ryMaHu3npoBaHHoe aHTuTeno npotus IL-36R.

[000188] BekTopsl SKCOPECCUU U KJIOHUPOBAHUs coaepxkar
MOCJIEIOBATENbHOCT  HYKJEMHOBOM  KHMCIJIOTBI, KOTOpass IO3BOJIIET  BEKTOPY
penIuUUpPOBAaTHCA B OOHOHW MJIM HECKOJNbKHUX BBIOPAHHBIX KIJIeTKax-xo3sieBax. Kak
NpaBUJio, B KJOHHUPYIOIIMX BEKTOpax A3Ta MOCHENOBaTEJIbHOCTb  SBJSETCS
NOCJIEI0BATENbHOCTBIO, KOTOpPAas IMO3BOJIsIET BEKTOPY PEMIULUPOBATHCS HE3aBUCHUMO
or xpomocomHou JIHK xo3dumHa, W BKJIIOYAET TOYKM Hayajga pPeEIUIMKAUUU WU
ABTOHOMHO peNJULUPYIOINNEcs MOCIeA0BATEeNbHOCTH. Takue NOoCief0BaTEelbHOCTH

XOpOIIO M3BECTHBI JJIsI MHOXXECTBa OakTepuil, apoxcked u BuUpycoB. OpUIKHH
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pennukaunyu u3 naasmMuasl pBR322 noaxonut s OONBIIMHCTBA TPAaMOTPHULATEIbHBIX
OakTepuil, OPUIKHH IUIA3MUABI 2-V. MOAXOINUT IJIs APOKIKEH, a pa3IMuHble BUPYCHBIE
opumxkunbl (SV40, nonuoma, agenosupyc, VSV u BPV) Moryt ObITh HCIOJNIB30BAHBI
AJIsl KJIOHUPOBAHUS BEKTOPOB B KJIETKax MJeKonuTanimux. OOBYHO KOMIIOHEHT
OpUIDKUHA pEIUIMKAaluU He TpedyeTcss AIsl BEKTOPOB JKCIPECCHH MJIEKOMUTAIOIHNX
(opumxH SV40 0OBIYHO MOKET HCIOJB30BATHCS TOJbKO MOTOMY, UYTO OH COIEPIKHT
paHHUN TPOMOTOP).

[000189] BekTopbl 3KCIpecCUM U KJIOHHPOBAHUS MOTYT COAEpKaTb TIeH,
KOJIUPVIOIHUH CEJEeKTUBHBIA Mapkep, s oOjierdeHus UACHTU(PHKAIUU SKCIPECCHU.
TunuuHbIe CENEKTUPYEMble MapKEpPHbIE T'€Hbl KOIHPYIOT OEJKH, KOTOpbIE MPHUAAIT
YCTOWYMBOCTh K AHTUOHMOTHKAM MJIM APYTUM TOKCHHAM, HampuMep, aMIULMJUINHY,
HEOMHULIMHY, METOTpeKCaTy UM TeTPaUUKIMHY, WU, aJbTE€PHATUBHO, SBIAKOTCSA
ayKcOoTpopHBIMU aAedHUIUTAMH KOMILUIEMEHTA WJH, B JAPYTHX aJbTEPHATHUBHBIX
BAPUAHTAX, MOCTABISIOT OMNPEAEICHHbIE MUTATENbHbIE BEIIECTBA, KOTOpbIE HE

NPUCYTCTBYIOT B CJIOXHBIX Cpenax, Hampumep, reH, koaupywmuid D-amanun-

>
pauemasy mist Bacilli.

[000190] B omHOM mpumepe cxXeMmbl OTOOpa HCIHOJB3YIOT JEKapCTBEHHOE
CPEACTBO AJid OCTAaHOBKM pPOCTa KJIETKU-XO35MHA. T€ KIJIeTKH, KOTOpbIE€ YCIELIHO
TPAaHCHOPMUPYIOTCS TE€TEPOJOTHYHBIM TIE€HOM, MNPOAYLUPYIOT O€JoK, NpPHUAAIIUI
YCTOMYHMBOCTD K JIEKAPCTBEHHBIM CPEACTBAM U TaKMM 00pa3oM, BbDKHBAKOT B PEXKHME
orbopa. Ilpumeprl TakOro AOMHHHUPYIOIIEro OTOOpPa BKJIOYAIT JIEKAPCTBEHHBIE
CpencTBa HEOMHIUH, MHUKO(EHOJNOBYI0 KHCIOTY M TrUrpoMunuH. OOBIYHBIMH
CEIIEKTUPYEMBIMU MapKepaMu Uil KJIETOK MJEKONUTAIUIUX SBJIAITCS MapKephl,
KOTOpble  TO3BOJISIIOT  HASHTU(GUUHUPOBATH  KJIETKH, CIOCOOHBIE TMPUHUMATH
HYKJIEMHOBYIO KHUCJIOTY, KOAUPYIOIIYI0 I'YMaHU3UPOBaHHOE aHTUTENo npotus IL-36R,
takue kak DHFR (muruapodonarpenykrasy), THMHANHKUHA3Y, METAJNIOTHOHEUH-] U -
II (rakme kak TeHBl METAJUIOTHOHEWHA TNPUMATOB), AaJAEHO3WHJE3aMHUHA3BbI,
opHHTHHIEeKapOokcuna3zpl U T.m. Kierkw, TpaHcPOpMHUpOBaHHBIE TE€HOM OTOOpa
DHFR, cHauana uneHTUPULUUPYIOT MyTEM KYJIbTHUBUPOBAHUS BCEX TPAHCPOPMAHTOB B
KyJbTYpaJIbHOHN cpene, conepikameit MmeroTpekcat Metorpekcar (Mtx), KOHKypEeHTHBIH
antaronuct DHFR. Ilpu ucnonszoBanuu DHFR nukoro tuna moaxonsimen KJIETKOM-

XO3SIMHOM  SIBJISIETCS  JIMHUSL KJIETOK SsIMUHWUKA Kurtadckoro xomsuka (CHO),

nepunutHasa no aktusHocTd DHFR (Hanpumep, DG44).
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[000191] AnbTepHaTUBHO, KJIeTKH-XO03seBa (OCOOEHHO XO3sieBa NHKOTO THIIA,
KOTOpBIE conepikaT SHAOTEHHBIN DHEFR) TpaHCHOPMHUPOBAHBI U
KoTpaHcpopMupoBaHbl mnocinenosatenbHocTamMu  JIHK, komupyromumu aHTHTENO
npotus IL-36R, G6enox DHFR nukoro Tuma u Opyrod CeJeKTUBHBIH Mapkep, TaKoi
Kak aMuHOTIUKO3ua-3'-pocdorpanchepasa (APH), moryr ObITb OTOOpaHBI IyTeM
pocTa KJIETOK B Cpezde, colepskaliell areHT ordopa Al CeNeKTUPYEeMOro MapKepa,
TAKOT0 KaK aMHUHOTJIMKO3UIHBIH aHTHOMOTHK, HAIpUMEp, KAHAMHUILNH, HEOMULUH WJIU
G418. Cm., nanpumep, [Tatent CITA No 4,965,199,

[000192] Ecnu pexoMOMHAaHTHAs TPOAYKIUS OCYIIECTBISETCS B APOMIKEBOMU
KJIETKE B Ka4eCTBE KJIETKU-XO03sMHA, TO reH TRP1, mpucyTcTByOmUN B APOXKKEBOU
mnasmuae YRp7 (Stinchcomb u coast., 1979, Nature 282: 39) MOKHO UCTIOJIb30OBATH B
kKadecTBe cenektupyemoro mapkepa. I'es TRP1 obecneunBaer mapkep orOopa mis
MYTaHTHOTO IITaMMa JIPOXKEH, JNHIIEHHOrO CHOCOOHOCTH pacTH B TpUNTOdaHE,
Hanpumep, Hanmpumep, ATCC Ne 44076 unu PEP4-1 (Jones, 1977, Genetics 85:12).
IIpucyrcTBue mnospexaeHus trpl B reHomMe IOpPOXKKEBOM KIETKH-XO35IMHA 3aTeM
obecneunBaeT 3¢ PeKkTUBHYIO cpeny i oOHaApyKeHUs TpaHcPOpMaLHUHU MO POCTY B
orcyrcTBue Tpunrtodpana. TouHO Tak ke ITaMMbl AOpoxoked ¢ nepunurom Leulp,
takue kak ATCC 20,622 wu 38,626 [OOMONHSIOTCA H3BECTHBIMH IUIA3MUAAMH,
Hecymumu red LEU2.

[000193] Kpome TOro, BeKTOpBI, NOJIy4YE€HHbIE U3 KOJbLeBON mua3munabl pKDI
pasmepoM 1,6 MKM, MOXHO HCIOJB30BaTh sl TpaHcHOpMaLUU APOXKIKEH
Kluyveromyces. AnpTepHATHBHO, CHUCTE€Ma 3KCIPECCHH JJIsI KPYITHOMAcmTaOHOTO
NpOAYLUHPOBAHUS PEKOMOMHAHTHOTO XMMO3WHA TelieHKa Oblna onucana ans K. lactis
(Van den Berg, 1990, Bio/Technology 8:135). Takxke Oblau omucanbl cTaOUIbHBIE
MYJIbTUKONUIHBIE SKCIPECCHOHHBIE BEKTOPBI s ceKpenuu 3peJoro
PEKOMOMHAHTHOT'O HYEJIOBEYECKOr0 CBhIBOPOTOYHOTO aJibOYMHHA TNPOMBIIIJIEHHBIMHU
mrammamu Kluyveromyces (Fleer u coast., 1991, Bio/Technology 9:968-975).

[000194] BekTOpbI 3KCIPECCHH U KIOHUPOBAHUS OOBIYHO COIEPIKAT MPOMOTOP,
KOTOPBbI  pPacro3HaeTcs OpPTraHW3MOM-XO3SSMHOM U (YHKLUHOHAJIBbHO CBSI3aH C
MOJIEKYJIOH HYKJI€MHOBON KHUCJOTHI, KOAUPYIOIEH anTuTeno npotus IL-36R unu ero
NOJNUNEeNnTUAHYI  uenb. IIpomMoTopsl, mNOAXOAsSLIME sl  HCIOJb30BAHUS C
NPOKAPHOTHYECKUMH XO035€BaMH, BKJIIOYAOT MPOMOTOpP phOA, cCHCTEMBI P OMOTOPOB
B-makTamasbl U JAKTO3bI, MENOUYHYIO PocdaTasy, MPOMOTOPHYIO CUCTEMY TpuntodaHa

(trp) u ruOpuaHBle MPOMOTOPBI, TaKUe KaK MpoMoTop tac. Tak’ke MOAXOAAT Apyrue
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U3BECTHblE OaKTepuasbHble NTPOMOTOPBHI. IIpOMOTOpPBI fAJNsT HCMNONB30OBAHUS B
OakTepualbHBIX CHCTEMaxX Takxke OyIyT coaepxaTh mnocienoBareiabHOCTh IllaiiHa-
Hansramo  (S.D.), ¢ynkumonanpHo  cBsizanHylo ¢ JHK, xogupyromiei
r'YMaHU3UpPOBaHHOE aHTUTeNo npotus IL-36R.

[000195] H3BecTHO MHOTO 3YKapUOTUUYECKUX IPOMOTOPHBIX
nocinenosarenbHocTed. IlpakTudyecku Bce sykapuoTudeckue reHbl uMeroT AT-
doraTyro 001aCTh, PACIIOJOKEHHYIO TPUMEPHO Ha 25-30 OCHOBaHUU BBINIE CaliTa, TIe
HauMHAeTCs TpaHckpumnuusi. Jlpyras mocienoBaTelbHOCTh, oOHapyskeHHas Ha 70—80
OCHOBAaHHUH BBIIIE HaYaja TPAHCKPHUIILUU MHOTUX F'€HOB, MPEACTABIsAET CO0O0M 00acTh
CNCAAT, roe N moxer ObITh N0ObIM HykjJgeoTuaoM. Ha 3'-xkoHume OonpIIMHCTBA
3YKapUOTHUUYECKUX TM€HOB HAaXOAUTCS mnocienoBateabHOCTh AATAAA, KoTopast MOXeET
OpITh cUTHaNOM st po0aBlieHUsT TMOJU- A-XBocTa K 3'-KOHLY KOAHMPYIOLIEH
NOCJENOBAaTEIbHOCTH. Bce 3TH NOCHENOBAaTENbHOCTH MOAXOIAIHUM  o0pasom
BCTABJISAIOTCS B 3YKapUOTUYECKHUE BEKTOPbI SKCIIPECCUU.

[000196] Ilpumepbl NOAXOAAIIMX MPOMOTOPHBIX IIOCIEAOBATENbHOCTEN AN
UCMOJNB30BAHUSI € JPOKKEBBIMM XO351€BAMH  BKJIKOYAKOT MPOMOTOPbI AJs  3-
dochornunepaTkuHazpl UM APYTUX [JIUKOJUTHYECKUX (EPMEHTOB, TAKUX Kak
eHoJasa, riauuepaibaerun-3-gocdaraeruaporeHasa, reKCOKMHA3a,
nupyBataekapOokcunasa, ¢ochodppykToknHaza, TIIOK030-6-pochar-uzomepasa, 3-
dochornuneparmyrasa, nupyBaTKkuHaza, Tpuosdodochar-uzomepasza, Gocoriroko3o-
u3oMepasa U INIIKOKHHA3a.

[000197] HHnyuuOenbHbIE MPOMOTOPBI o0anarmT JOTIOJIHUTEJIbHBIM
NPEUMYLIECTBOM, 3aKJIYAKMUMCI B TOM, YTO TPAHCKPUMLUS pPeryjJupyercs
yciaoBusiMu pocta. K HHM OTHOCITCS TPOMOTOPHBbIE 00JacTH APOXOKEeH  mist
ajJkorojpaerunporenassl 2, uszonuroxpoma C, kucioit ¢ocdaraspl, TPOU3BOAHBIX
(bepMeHTOB, CBA3aHHBIX C META0OJIU3MOM a30Ta, METAJUIOTHOHENHA, TJIHIEPAIbIEeTH 11~
3-pocharnerunporenassl U GEpMEHTOB, OTBETCTBEHHBIX 3a YTIJIM3ALUIO MaJbTO3bl U
rajnakTo3bl. Ilogxonsiue BEKTOPbl U MPOMOTOPHI AJIS UCIIOJNb30BAHUSA B HKCIPECCUU
APOXOKEH NOMOJHUTENbHO onucaHel B EP 73,657, VYcunutenu apoxked Takxke
NPEeUMYLIECTBEHHO UCIOJb3YIOT C IPOMOTOPAMHU JIPOKIKEH.

[000198] TpaHckpunuus TryMaHuU3MpoBaHHOro antutena npotus IL-36R wus
BEKTOPOB B KJIETKax-x03sf€BaX MIJEKONUTAKLUX KOHTPOJUPYETCs, HanpuMmep,
IPOMOTOpPAaMH, MOJYYEHHBIMM W3 T€HOMOB BHPYCOB, TAaKMX KaK BHUPYC MOJHOMBI,

BUPYC OCIBI NTHUL, aJeHOBUPYC (TakOW Kak aJeHOBHUPYC 2), BHUPYC HANHJIOMBI
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KPYIIHOIO pOratoro CKOTa, BUPYC CApKOMBI NTHUL, LUTOMETaJOBUPYC, PETPOBUPYC,
BUpyc renaruta B u oOespsHuii Bupyc 40 (SV40), u3 npoMOTOPOB I'eTEepOJOTHIHBIX
MJIEKOTUTAIO LIIUX, HAIPUMEpP, IPOMOTOPA aKTHHA UJIK IPOMOTOPAa HMMYHOTJIOOYJINHA,
UId W3 TIPOMOTOPOB TEIUIOBOrO IIOKA, IPU YCJIOBUH, YTO TaKUE€ IPOMOTOPHI
COBMECTUMBI C CUCTEMAMHU KJIETOK-XO035€B.

[000199] Pannuii u mo3gHuii mpomoTopel Bupyca SV40 ynoOGHO moaydaTh B
BUJE pPECTPUKUHOHHOTO (parmenta SV40, KOTOpbIH Takke COAEPKUT BHUPYCHBIH
OPUAKUH perMKanuu SV40. HenocpenactBeHHO paHHUH IIPOMOTOP
[IUTOMETAJIOBUPYCa YeJIOBeKa YAOOHO MOJIy4YaTh B BUAE PECTPUKLHOHHOTO (pparmeHTa
HindIIT E. Cucrema nns skcopeccun JIHK y MiuekonmuTammux Xo03sieB C
HCIOJIb30BAaHUEM BHpPYCa MAMUIJIOMBl KPYIIHOTO pPOTaTOro CKOTa B Ka4eCcTBE BEKTOpa
packpeita B Ilatente CIIIA Ne 4,419,446, Monudukauus 3TOH CHCTEMBbI OMHCAaHA B
ITarente CIIA Ne 4,601,978. Cm. takxke Reyes u coast., 1982, Nature 297:598-601,
packpbiBaroinyto skcrnpeccuto kJIHK yenoBeueckoro n-uHTepdepoHa B KIETKAX MBIIIH
o7 KOHTpPOJIEM MPOMOTOpa THUMHUIAMHKHHA3bl U3 BHpyca IMpPOCTOrO Trepreca.
ANbTepHAaTUBHO, B Ka4yeCcTBE€ NMPOMOTOPAa MOXKHO MCIOJb30BaTh AJUHHBIA KOHLEBOMH
IIOBTOpP BUpPyca capkoMbl Payca.

[000200] JpyruM DOJE3HBIM 3JEMEHTOM, KOTOpPBIII MOKHO HCIOJb30BaTb B
PEKOMOMHAHTHOM BEKTOpPE 3KCIPECCHUH, ABISETCA YHXAHCEPHAs MOCIEA0BATEIbHOCTD,
KOTOPYIO HMCHNOJNB3YKT 1is yBenuueHuss TpaHckpunuuu JHK, xogupyromei
r'YMaHU3UpPOBaHHOE aHTUTeNno npoTus IL-36R, BricluMMu 3ykapuotamMu. B HacTosmee
BpeMsl  HM3BECTHO  MHOXKECTBO  DJHXAHCEPHBIX  MOCIEAOBATEIbHOCTEH  TIE€HOB
MJIEKOTUTAIUX (Hampumep, TIOOHWH, 3yacta3a, albOyMHUH, 0-(QEeTONpPOTEeUH U
uHCynauH). Tem He MeHee, OOBIUHO MCIONB3YIOT HHXAHCEP BHUPYCA SYKAPUOTHUECKHUX
kinetok. Ilpumepst BriroudaroT sHxaHcep SV40 Ha mno3nHedl CTOPOHE OpHUIKHUHA
permukaunu  (100-270  map  OCHOBaHWI), SHXAHCEp pPaHHEro MPOMOTOPA
LUTOMEraJoBUpyCa, SJHXaHCEP MOJHUOMBI Ha MO3JHEH CTOPOHE OPUAXKHHA PENIUKALUU
U 3HXaHcephl aneHoBupyca. Cm. Taxke Yaniv, 1982, Nature 297:17-18 nns onucanus
YCUJIMBAIOIIUX 3JIEMEHTOB JJi1 aKTHUBALUU 3YKapUOTUUECKUX MPOMOTOPOB. DHXAHCEP
MOXET OBITh CIUIAHICUPOBAH B BEKTOP B NONOXeHUH S5' miu 3' OTHOCHUTENBHO
MOCJE€A0BAaTENbHOCTH, KOAUPYIOIIEN 'YMaHU3UPOBaHHOE aHTUTENO npotuB IL-36R, HO
NpPEeANOYTUTEIBHO OH PAacHOJIOKeH B 5' OT mpomMoToOpa.

[000201] BekTOpBl 3KCIPECCUU, HCIOJB3YEMble B 3YKAPUOTHYECKUX KJIETKaX-

xo03sieBax (IpOXIKH, TPUOKU, HACEKOMbIe, pAaCTeHUs, IKUBOTHbBIC, JIIOOH HWJIH
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HYKJICHPOBAHHBIE KJIETKH M3 APYTHMX MHOTOKJIETOYHBIX OPraHU3MOB) TaKK€ MOTYT
COAepkKaTh MOCIENOBATEIBHOCTH, HEOOXOAUMBIE IJI NMpEeKpaIleHUs] TPAHCKPUIILUHN U
crabunusanuu nPHK. Takue nocnenoBaTenbHOCTH OOBIMHO AOCTYIHBI U3 5'- U UHOTZA
3'-HeTpaHcaupyeMbIx oOjacteil sykapuotudeckux uiu BupycHeix JHK nmam x/IHK.
Otu  obnactu comepkaT HYKJIEOTHUIHBIE CETrMEHTBI, TPAHCKPUOUpyeMble Kak
NoJIMaZeHUINPOBaHHbIe (parMeHThl B HeTpaHcaupyemoi yactu uPHK, kxogupyromeit
antuteno mnpotuB IL-36R. OmHUM U3 TOJNE3HBIX KOMIIOHEHTOB TEPMHUHALIUU
TPAHCKPHIILUH SIBJISIETCS] 00JaCTh MOJUACHUIUPOBAH U ObIYbero ropMoHa pocta. Cum.
3asaBky WO 94/11026 u onucaHHbBIE B HEH BEKTOp 3KCIpeccuu. B HEKOTOpBIX
BAPUAHTAX OCYILIECTBJIEHUs TIyMaHU3UPOBaHHble aHTUTena npotus IL-36R MoxHO
skcrnpeccupoBarsb ¢ ucnonbzoBanneM cucreMsl CHEF. (Cm., Hanpumep, ITatent CIIA
Ne 5,888,809, omucaHue KOTOPOTrO BKJIYEHO B HACTOSIIYK 3asBKYy NOCPEACTBOM
CCBUIKH.)

[000202] TlopxoasiiuMHU  KJIETKAMU-XO3€BAMU JAJs1  KJIOHUPOBAHHUSA  UJIH
skcnpeccun JIHK B BekTOpax B [OaHHOM Cllydae SBJIAKOTCS NPOKApUOTUYECKUE,
APOXKEBblE MJIM BbICIINE dYKapUOTHYECKHE KJIETKHU, ONHCaHHble Bbille. IIpuroaHsie
IPOKAPHOTHI JJISI 3TOHM LENH BKJIOYAIOT 3yO0aKTepUH, TaKHe KaK rpaMOTPUIATENbHBIE
WM TPpaMIIOJOXHUTEJIbHBIE OpraHu3Mbl, Hampumep, Enterobacteriaceae, Takue Kax
Escherichia, nampumep, E. coli, Enterobacter, Erwinia, Klebsiella, Proteus,
Salmonella, wampumep, Salmonella typhimurium, Serratia, Hanmpumep, Serratia
marcescans, u Shigella, a takxe Bacilli, Takue xax B. subtilis u B. licheniformis
(manpumep, B. licheniformis 41 P, onucanusie B8 DD 266,710, onybnukoBaHHOM 12
anpenst 1989), Pseudomonas, takue kak P. aeruginosa, u Streptomyces. OnHuMm u3
NpeAnOYTUTENbHBIX X035ieB i kinoHupoBanus E. coli ssaserca E. coli 294 (ATCC
31,446), xoTs mogxoAsT W Apyrue mrammel, Takue kak E. coli B, E. coli X1776
(ATCC 31,537) u E. coli W3110 (ATCC 27,325). DTu npumepsnl SIBJISIFOTCS CKOpee
UJITIOCTPATUBHBIMY, Y€M OrPaHUYUBAIOIUMU.

[000203] IlomMumO MmpPOKApPHOT, MOAXOMSIIUMH XO3sS€BaMU AJS KJIOHUPOBAHHUS
UJIW 3KCIPECCUU T'YMaHU3UPOBAHHBIX BEKTOPOB, KOAUPYIOIIUX aHTUTeNO mpoTus IL-
36R, SBAAOTCA HYKAPUOTHUECKHE MHUKPOOBI, TaKHe KaK HHUTYaTble TPUOBI HIIH
npoxoku. Saccharomyces cerevisiae uinu oOBIUHBIE MEKApCKHUE APOAOKH, Hamboree
4acTO UCHOJB3YIOT CpPeAU HU3LINX 3YKapUOTUUYECKUX MUKPOOPraHU3MOB-X03sieB. TeMm
HE MEHee, B JJaHHOM cCjydae AOCTYNHBbI U MOJIE3HBbl PsiA IPYTUX POAOB, BUIOB H

mTaMMOB 0OBIYHO, Takue kak Schizosaccharomyces pombe; xo3sieBa Kluyveromyces,
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takue kak, Hanpumep, K. lactis, K. fragilis (ATCC 12,424), K. bulgaricus (ATCC
16,045), K. wickeramii (ATCC 24,178), K. waltii (ATCC 56,500), K. drosophilarum
(ATCC 36,906), K. Thermotolerans u K. marxianus; yarrowia (EP 402,226); Pichia
pastors (EP 183,070); Candida; Trichoderma reesia (EP 244,234); Neurospora crassa;
Schwanniomyces, Takume kak Schwanniomyces occidentalis; u filamentous fungi,
Takue Kak, Hanpumep, Neurospora, Penicillium, Tolypocladium u Aspergillus hosts,
takue kak A. nidulans u A. niger.

[000204] TlpuromHble KIETKH-XO3sieBa JIsI 3KCIPECCHU TITHUKO3MIUPOBAHHOTO
T'YMaHU3UPOBAHHOrO aHTtutena npotusB IL-36R mpoucxomsT U3 MHOTOKJIETOYHBIX
opranu3mMoB. IIpumepsl KiIeTOK OECMO3BOHOYHBIX BKJIIOYAKT KJETKH PAaCTEeHUH U
HACEKOMBIX, BKJIIOYas, HANPUMeEpP, MHOTOYHCICHHbIE IITAMMBl W BapUAHTHI
0aKyJIOBUPYCOB U COOTBETCTBYIOLIHNE NMEPMHUCCUBHBIE KJIETKH-X035€Ba HACEKOMBIX OT
x03s51eB, Takux kak Spodoptera frugiperda (rycenuna), Aedes aegypti (komap), Aedes
albopictus (komap), Drosophila melanogaster (mmonmosast mymka) u Bombyx mori
(menkoBUYHBIA 4YepBb). OOMENOCTYNHBIMU SIBISIOTCS pPa3HOOOpa3HbIE BUPYCHBIE
mTaMMbl Juisi TpaHcdekuu, HanpuMep, BapuaHt L-1 Autographa californica NPV #u
mraMM Bm-5 Bombyx mori NPV, u Takue BHpychl MOTyT OBITH HCIOJIB30BAHBI, B
yacTHOCTH, s TpaHcekunu kinerok Spodoptera frugiperda.

[000205] B xauecTBe XO03s51€B MOI'YT OBITh TakKXXe HCIOJb30BAHBI KYJIbTYPHI
pPacCTUTEBHBIX KJIETOK XJIOMYAaTHUKA, KYKYPYy3bl, kapTodens, cou, NeTYHUH, TOMaTa U
Tabaxa.

[000206] B mpyrom acmekTe 3KCHpecCUsi TYMaHU3UPOBAHHOTO aHTUTENA MPOTHUB
IL-36R ocymecTBasieTcsi B KJIETKaX MO3BOHOYHBIX JKMBOTHBIX. Pa3MHOXEHUE KIIETOK
NMO3BOHOYHBIX B KYJbType (KyJbType TKaHH) CTAJO PYTHHHON NMPOLENypOH, 1 METOMIbI
IIUPOKO NOCTYMHBIL. [IpuMepaMu MPUTOAHBIX JUHHUI KJIETOK-XO035€B MJIEKOMUTAI IUX
seisiroTcss JuHUs CV1 mouku o0e3bsHbl, TpaHchOpMUpoOBaHHAs mocpeacrsom SV40
(COS-7, ATCC CRL 1651), nuaus s5MOpHOHAIBbHON MOYKH YejoBeka (KieTku 293 unu
293, cyOKJIOHUPOBAaHHBIE IJIsI POCTAa B CYCIEH3MOHHOW KynbType (Graham wu coast.,
1977, J. Gen Virol. 36: 59), xnerku novek nerenwimeid xomsiuka (BHK, ATCC CCL
10), xnetku siuuHUKOB kutalickoro xomsuka/-DHFR1 (CHO, Urlaub u coast., 1980,
Proc. Natl. Acad. Sci. USA 77: 4216; nanpumep, DG44), kiIeTKu CEPTOIU MBIIIH
(TM4, Mather, 1980, Biol. Reprod. 23:243-251), knetku nouek ode3psid (CV1 ATCC
CCL 70), xnerku nouek adppukanckux 3eneHplx maptoimek (VERO-76, ATCC CRL-

1587), knerku xapunHombl meiikun matku denoseka (HELA, ATCC CCL 2), knerku
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nouek cobak (MDCK, ATCC CCL 34), xknerku neuenu kpsicel n1uHuu Buffalo (BRL
3A, ATCC CRL 1442), xnerku nerkux uyenoseka (W138, ATCC CCL 75), knerku
neuenn yenoseka (Hep G2, HB 8065), onyxonb monouHol xene3bl Mbimu (MMT
060562, ATCC CCL51), knerku TR1 (Mather u coast., 1982, Annals N.Y. Acad. Sci.
383: 44-68), xnerku MRC 5, knetrku FS4 u nunun renatomel yenoseka (Hep G2).

[000207] Knerku-xo3sieBa TpaHCHPOPMUPYIOT OMUCAHHBIMU BBIIIE BEKTOPAMH
SKCIPECCUU WM KJIOHUPOBAHUS IJIs NMPOAYLUUPOBAHUS T'YMAHU3UPOBAHHBIX AHTUTEJ
npotuB  IL-36R u  KyJbTUBHPYIOT B  OOBIYHBIX  MNHTATEJbHBIX  Cpexaax,
MOAU(DHUIIUPOBAHHBIX B COOTBETCTBHHU C TPEOOBAHMUSIMU JUISI MHAYKIUU MPOMOTOPOB,
orbopa TpaHCHOPMAHTOB WM AaMIUIMPUKALMH TE€HOB, KOJUPYIOIIHX JKEJIaeMbIe
NOCJIEIOBATEIbHOCTH.

[000208] KneTku-xo03si€Ba, UCMOJIb3yEMbIC JJIsI MOJYUYEHUSI TYMaHU3UPOBAHHOTO
antutena npotus IL-36R, onucaHHOro B HAaCTOsIEN 3asBKE, MOXKHO KYJbTUBUPOBATH
B pa3nu4HbIX cpenax. Kommepuecku nocrymHele cpensl, Takue kak Ham's F10 (Sigma-
Aldrich Co., St. Louis, Mo.), muaumanbHas HeoOxonumas cpena ((MEM), (Sigma-
Aldrich Co.), RPMI-1640 (Sigma-Aldrich Co.) u cpena Urna, mogudunupoBaHHas 1mo
Hynsbexko ((DMEM), Sigma-Aldrich Co.) npuroaHs! ajsi KyJIbTUBUPOBAHUS KJIETOK-
xo3sieB. Kpome Toro, mobas W3 cpel, ONUCAHHBIX B OJHOM HJIM HECKOJBKHX U3
IUTEepaTypHBIX UCTOUHNKOB Ham u coast., 1979, Meth. Enz. 58: 44, Barnes u coasrt.,
1980, Anal. Biochem. 102: 255, ITarent CIIHA Ne 4,767,704, Ilarent CIIIA Ne
4,657,866, ITarent CIIIA Ne 4,927,762, Ilatent CIIIA Ne 4,560,655, ITatrent CIIIA Ne
5,122,469, WO 90/103430 u WO 87/00195 moxeT OBITh MCHOJb30BaHA B Ka4ECTBE
KYJbTYpPaJIbHON Cpeabl AJsi KIeTOK-xo03sieB. Jobas u3 3THX Cpel MOXKeT ObITh HpHU
HEOOXOJMMOCTH JOMOJIHEHa TOPMOHAMHU W/UJU APyrUMU (pakTopaMu pocta (TaKUMH
KaK MHCYJUH, TpaHCPEpPpUH WU STUAEPMaNbHBIA (pakTop pocTa), CONsIMU (TAaKUMH
KaK XJIOpHJ HATpusi, Kajblus, MarHus u ¢ocdar), Oypepamu (takumu kak HEPES),
HyKJIeoTHaAaMHu (TaKMMH KaK aJeHO3WH M TUMHUIHH), aHTHOUOTHKAMH (TaKUMHU Kak
reHTAMHULUH),  MHUKpO3JIeMeHTaMH  (OmpeaesieMbIMH  KaK  HEOpPraHWYeCKHe
COEAMHEHHUsI, OOBIYHO TPHUCYTCTBYIOINHME B  KOHEYHBIX KOHIEHTpPAIHUAX B
MHUKPOMOJISIPHOM JHAIa30HEe) U TJIFOKO30H MM SKBUBAJIEHTHBIM UCTOUYHHKOM SHEPTHH.
Takxe MOryT OBITH BKIIOUEHBl Apyrue A00aBKH B NPHEMIIEMBIX KOHLEHTPALUIX,
KOTOpbIE M3BECTHBI CIIELUAJNCTAM B JAHHOH oOnacTu. YCIOBUS KYJIbTUBHUPOBAHUSA,

Takue Kak Temnepartypa, pH u T.m. mpexacTaBisoT coOON yCIOBHUS, KOTOpbIE paHee
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UCIIOJIb30BAIH C KIETKON-X035IMHOM, BBIOpPaHHOM AJISI SKCIPECCUH, U OYAYT OYEBUHBI
CIeNHAIUCTy B JaHHOH 00JaCTH CTAHIAPTHOI'O YPOBHS NOATOTOBKH.

[000209] Ilpum uCcHONB30BAHMM PEKOMOMHAHTHBIX METOJOB AHTHUTEIO MOXKHO
NpOAYLUHPOBATh BHYTPUKJIETOYHO, B IMEPHUIJIA3MATHYECKOM IPOCTPAHCTBE HIIH
HENOCPEACTBEHHO CeKpeTupoBaTb B cpeny. Ecau aHTuTeno mnpoayunupyercs
BHYTPHUKJIETOYHO, KJETKH MOTYT OBITh pa3pylleHsl AJisl BbICBOOOXIEHHs Oenka B
KayecTBe TepBOW cramuu. Yactunbl gebOpwuca, nubO KJIETKH-XO035ieBa, JHOO
JU3UpPOBaHHBbIE ()PArMEeHThl, MOTYT OBITh yAaJEHBI, HAPUMEDP, UEHTPUPYTUPOBAHUEM
unu yinpTpadunbrpanueii. Y Carter u coast., 1992, Bio/Technology 10:163-167
OMMCaHa  MpoLeaypa  BBIOCJCHUS  aHTUTEN, KOTOPblE  CEKPEeTUPYIOTCS B
nepuria3MaTudeckoe mpoctpanctso  E.  coli.  Bxparme, KkiIeTOYHyH — macTty
pasMopaxuBarlT B npucytctBuu  amerara Hatpus (pH 3.5), EDTA wu
dennnmernncynsponmndropuna (PMSF) B Teuenue mnpumepno 30 MHUHYT.
Knerounslii nebpuc MOXHO yaanuth neHTpudyrupoanueMm. Korma aHTHTENO
CEeKpeTHupyeTcsi B Cpeay, CYNepHAaTAaHTbl TAaKUX SKCIPECCHOHHBIX CHCTEM OOBIYHO
CHayalla KOHUEHTPUPYIOT C UCIOJIb30BAHNEM KOMMEPUYECKH JAOCTYIMHOro (GpuiabTpa A
KOHIIEHTpanuu Oenka, HampuMmep, YCTpOWCTBa yiabTpaduiabTpauud Amicon HIH
Millipore Pellicon. MUaruburop nporeass:, Takoii kak PMSF, MoxeT ObITh BKIIIOUEH B
A00yI0 W3 BBIIIEYNOMSHYTBIX CTaAUMl 11 WHTHOMPOBAaHUS INPOTEONH3a, a
AHTUOMOTUKU MOTyT OBITh BKJIIOYEHbl JISi NPEAOTBpAIlEHUS pPOCTa CJIy4alHbIX
3arps3HAIOLMUX BemecTB. JIIs BbIJeNeHUus aHTHUTENAa M3 KIETKH-XO3sIMHA MOXHO
UCIIOJb30BATh PA3JIUUHbIE METOBI.

[000210] Kommno3umusi aHTUTEN, MOJyUYeHHAsl U3 KJIETOK, MOKET ObITh OYHIIEHA
C UCHOJIb30BAHHEM, HAaNpuUMep, Xpomatorpaguu ¢ TUIPOKCUJIANATUTOM, Te€Jb-
sanektpodopesa, nuanuza u adPuHHONW Xpomarorpaduu, MNpPU STOM TUIHUYHBIM
METOJOM OYHUCTKHU siBisieTcs addunHas xpomarorpadus. IIpurogHocTs mporenHa A B
kadecTBe adUHHOrO JIHraHma 3aBUCHUT OT BUAa W u3oTuma nwbdoro nomeHa Fc
UMMYHOTJIOOYJIMHA, MPUCYTCTBYIOINEro B aHTHTede. belok A MOXHO HCHOJIB30BATH
11 OUMCTKU aHTUTEN, KOTOPbIE OCHOBAHBI Ha TSIKENBIX LEMsAX rammal, ramma2 uiau
ramma4 genoseka (cm., Hanpumep, Lindmark u coast., 1983 J. Immunol. Meth. 62:1-
13). Benok G pexkoMeHayeTCsl ISl BCeX H30TUIIOB MBI U JJIs TaMMa-3 dYelioBeKa
(cm., Hanmpumep, Guss u coasT., 1986 EMBO J. 5:1567-1575). Martpuna, Kk KOTOpOH
npucoenquHeH ap@UHHBIA JUraHja, 4alle BCEro IpeacTaBiser coOOl araposy, HO

AOCTYIIHbBI W APYyru€ MaTpHULBIL. MexaHHUYECKH CTaOMIIbHBIE MaTpHLbl, TAaKHC Kak
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CTEKJIO C  KOHTPOJHPYEMBIMU  MOpaMH  HJIH  MOJU(CTUPOJAUBUHUI)OEH30
obecneunBalOT Oojiee BBICOKHE CKOPOCTH TIIOTOKa U Oojiee KOPOTKOE BpeMs
obpabotku, uem MoxeT Jlpyrue MeTOAbl OYUCTKH  Oelka, Takue Kak
dpakumoHMpOBaHWE Ha HMOHOOOMEHHOW KOJOHKEe, ocaxaeHue sTaHoioM, BDXX c
oOpamenHoii (Qazoii, xpomarorpaduss Ha OUOKCHUIE KpeMHHUs, Xpomartorpadus Ha
renapuae  SEPHAROSE™, xpomarorpadus Ha aHUOHHOW HJIM KaTHOHOOOMEHHOM
cMmoje  (xpomarorpaduss Ha  AHUOHHOM  MJIM  KaTHOHOOOMEHHOH  CcMoJie),
xpomatopokycupoBanue, SDS-PAGE wu ocaxknenue cynbhaToM aMMOHHS TaKxkKe
OOCTYIHBI B 3aBHCUMOCTH OT aHTUTEJA, KOTOPOe HEOOXOIUMO BBIJEIHUTD.

[000211] Tlocme mwboli mnpenaBapuTeabHON craguu(ii) OYHUCTKH CMECH,
comepxamass HeOOXOIMMOE€ AaHTUTEJO U TMPUMECH, MOXKET OBbITh IOJABEPrHyTa
xpomartorpadpuu rugpopobHOro B3aumoneiicTBus ¢ HuU3KHM pH ¢ ucmonp3oBaHHEM
smounpyomero 0ydpepa npu pH npumepno 2,5 - 4,5, o0bI4HO mpoBOAUMAS TPU HU3KHUX
KOHIIEHTPAUUsAX conu (Hanpumep, oT npudbmusurenbuo 0 - 0,25 M comnm).

[000212] Takke BKJIIOYEHBI HYKJIEHMHOBBIE KHCJOTHI, KOTOpPbIe THOPUIHIYIOTCS
B YCJOBUSIX HU3KOW, CPEAHEN U BBICOKOH >KECTKOCTH, KaK ONPEAE]EeHO B HACTOSILIEH
3asBKe, CO BCEH WM YacThi0 (HANpPUMEp, YacTblO, KOAUPYIOLUIEH BapuabenbHYIO
o0nacTp) HYKJEOTHAHOW TIOCJIEAOBATEIbHOCTH, TMPEACTABICHHONW  BBIAEIEHHOM
NOJIMHYKJIEOTUAHON IOCIENOBATENbHOCTHIO(MH), KOTOpPble KOAUPYIOT AHTUTENO WIIHU
¢parmMeHT  aHTHUTENa B COOTBETCTBHM  C  HACTOSLIMM  H300peTeHueM.
I'nbpunusupymomascs 4YacTb THOPUAU3YIOIIEHCS HYKIEHHOBOH KHUCIOTBI OOBIYHO
UMeeT JJIMHY 1o MeHbiieid Mepe 15 (Hampumep, 20, 25, 30 unu 50) HYKJIEOTHUIOB.
Iubpunusupyromasics YacTb THOPHAUZUPYIOUIEHCS HYKJICHMHOBOW KHUCIOTHI IO
MeHblneil Mmepe Ha 80%, HanpuMmep, mo MeHblueil Mmepe Ha 90%, Mo MeHbIIEl Mepe Ha
95%, unu mo MeHblIel Mepe Ha 98%, MAEHTHYHA TOCIENOBATENIBHOCTH YaCTH WU
BCel HYKJEMHOBOW KHUCJIOTHI, Konupyrwimei nojgunentun npotus IL-36R (Hampumep,
BapuabenpHass 00JAaCTh TSKENOHW LENH WM JIErKOW IeNnHu) MM €r0o KOMIUIEMEHT.
I'ubpunu3upyromuecss HyKJIEUHOBbIE KHCJIOTHI ONMMCAHHOTO B HACTOAIIEH 3asBKE THIA
MOYHO HCIIOJIb30BaTh, HANPUMEP, B KadeCTBE 30HAA IJI KIOHHUPOBaHUS, MpaiiMmepa,
Hanpumep, npanmepa I[P, niu 1MarHOCTUYECKOro 30HAA.

TepaneBTHYECKOE IPUMEHEHUE

[000213] B mpyroM BapuaHTe OCYILECTBJIEHHUs TI'yMaHH3UPOBAHHOE AHTUTENO
npotus IL-36R, onucaHHOe B HAcTOsLIEH 3asBKE€ NPUTOAHO B JICYEHUU Pa3JIMYHBIX

PacCTPOMCTB, CBA3aHHBIX C 3kcnpeccuen IL-36R, kak onucaHo B HACTOsAIIEH 3asBKeE.



10

15

20

25

30

-131 -

CnocoObl neueHust paccTpoiicTra, cBsizaHHOTO ¢ IL-36R, BKIIOUaOT B ceOsi BBeneHHE
TepaneBTUYECKH 3(PPEKTUBHOrO KOJUYECTBA T'YMaHH3UPOBAHHOI'O AaHTUTENA IMPOTHB
IL-36R cyObekTy, KOTOpBIH B 3TOM HYKAAEeTCS.

[000214] I'ymanuszuposaHHOe aHTuUTeno npotus IL-36R unu cpenctso BBOAAT
Ar00BIM  MOAXOAAIMM  CHOCOOOM,  BKJIIOUas  IMapeHTEePANbHBIA, MOAKOXHBIMH,
BHYTPUOPIOIINHHBIN, BHYTPUJIETOYHBIH M WHTPAHA3AJbHBIN, W, €CIIU JKEJATEeNbHO IS
MECTHOTO HMMMYHOCYIPECCHUBHOIO JIEYEHHs, BHYTPUOUYArOBO€ BBeJEHHUE (BKIOUAs
nepdy3u0 WIM HMHOHW KOHTAKT TPAHCIUIAHTATAa C AHTUTEJIOM A0 TPAHCIUIAHTALUH).
I'ymanusuposannoe antureno npotus IL-36R unm cpencTtBo MOXKXHO BBOJUTH,
Harnpumep, B Buae HHGQy3um mim Oomroca. [lapeHTepanbHble MWHPY3UH BKIOYAOT
BHYTPHUMBIIIEYHOE, BHYTPHUBEHHOE, BHYTPHAPTEPHUAIbHOE, BHYTPHOPIOLIMHHOE WIIH
NOJAKOXXHOe BBefaeHue. Kpome Toro, rymaHumsuposaHHoe aHtuteno npotus IL-36R
NOAXOASAIUM 00pa3oM BBOISIT TNyTeM MyJdbCcOBOW uH(py3uu, ocobeHHO ¢
YMEHbIIAIOIUMHUCA J03aMU aHTUTena. B ogHOM acmekTe 103y BBOAAT MYyTEM
UHBEKLHI, HanboJiee MPEeAnOUYTUTENbHO BHYTPUBEHHBIX MJIM MOJIKOXXHBIX HHBEKLHH,
YaCTUYHO B 3aBHCHUMOCTH OT TOTO, SBJISIETCSA JIU BBEJEHUE KPATKOBPEMEHHBIM MWIIH
IOJUTEIbHBIM.

[000215] Mnst npoduIakTUKKW HIM JIeYeHUs 3a00JeBaHUs MOAXOIAINAas A03a
aHTuTena OyneT 3aBUCETh OT MHOXECTBAa (PAKTOPOB, TaKHUX KAaK THI IMOAJIEXKALIEro
JedeHur0 3a00eBaHMsl, KaK ONpeAeseHO BbIIIE, TSKECTb U TeueHHe 3a0oJjeBaHus,
BBOJST JIM AHTUTEJNIO IJIs MPOPHUIAKTUKY UM B TEPANIEBTUYECKHUX LEJIAX, MPeabIayLas
Tepanus, HUCTOpHs OOJNE3HM MalMeHTa W peaknus Ha aHTHTEeJIO0, a TaKXke Io
YCMOTPEHHUIO JIeUalero Bpadya. AHTUTENO OOBIUHO BBOIAT MALIMEHTY 32 OJHMH pa3 WUIH
B T€YEHHE CEPUH KYyPCOB JIEUCHUS.

[000216] B 3aBHUCHMOCTH OT TUMAa U TsKeCTU 3aboyieBaHUs, NMPUMEPHO OT 1
MKI/Kr 1o 20 wmr/kr (Hampumep, 0,1 - 15 Mr/kr) aHTuTena sBIsSETCS HAaYaIbHOH
NOTEHLMANbHON NO030H AN BBEJEHHs MalUEeHTy, HE3aBHUCUMO OT TOr0, Halpumep,
BBOJASAT €€ 32 OJHO HJIM HECKOJIbKO OTAEJbHBbIX BBEIEHUM, WU MYyTEeM HENpPEepbIBHOM
uH(Qy3un. TUnMIHast CyTOYHAs 1032 MOKET COCTaBJISITh OT mpuMepHo 1 Mkr/kr go 100
MI/KT uiau Oosiee, B 3aBUCHMOCTH OT (PAKTOPOB, YIIOMSHYTBIX Bbilne. [Ipu mOBTOPHBIX
BBEJICHUSIX B T€UEHHE HECKOJbKHUX AHEH WM JOJblle, B 3aBUCUMOCTU OT COCTOSHUS,
JeYeHue MNpOAOJIKAIT 0 TeX MOop, MOKa He MNPOU3OHIAET JKejlaeMoe IOJaBJIEHUE

cuMnTomMoB 3aboneBaHus. OQHAKO MOryT OBITP TNMPUMEHUMBI M JPYTHE€ CXEMBI
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noszupoBaHusi. [Iporpecc 3Toil Tepanuu JIErkO KOHTPOJIUPOBATH C MOMOINBIO OOBIYHBIX
MeTonoB u TecToB. [IpuMepHas cxema no3upoBanus onucaHa B WO 94/04188.

[000217] TepMuH «noAaBiI€HUE» UCHOJB3YETCA 34€Ch B TOM € KOHTEKCTE, 4YTO
U «yJydlleHue», U «obierdueHue» s OOO3HAYEHUsS YMEHbIIGHHUS OJHOW WIH
HECKOJIbKUX XapaKTePUCTHK 3a00IeBaHMUs.

[000218] Kommo3swuius aHTuTesN OyneT COCTaBj€HA, NO3MPOBAaHA M BBEJCHA B
COOTBETCTBUHU C HAJUIEXKAINEH MEOUIUHCKON MPAaKTUKON. PaKTOPhI, KOTOPHIE CIEAYET
YYUTBIBATH B 3TOM KOHTEKCTE, BKJIOYAIT KOHKPETHOE 3a0oJieBaHUE, MOMAJIeKalIee
JE€UEeHHI0, KOHKPETHOE MIEKOMHUTalllee, MoAJexalee JEeUeHUI0, KINHUYECKOe
COCTOSIHME OTJEJIbHOIO MallMeHTa, MPUYUHY HapylIeHUs, MECTO JOCTaBKU CPEACTBa,
crioco0 BBeneHUs, rpaduK BBENEHUS U Apyrue (HakTopbl, H3BECTHBIE MPAKTUKYIOIUM
BpauaM. «TepaneBTuuecku >pPeKTUBHOE KOJHYECTBOY» BBOAUMOrO aHTHTENa OyneT
ONpeneIeHO TaKUMH COOOpaKeHUSMHU U TMpencTaBiseT CcoO0OH MHUHHUMAaJIbHOE
KOJIMYECTBO, HEOOXOOMMOE Ui MNPEeAOTBPAICHUs, OOJerdyeHus: Wi JIeYeHUs,
HapyllIeHusl, CBsI3aHHOrO ¢ 3kcnpeccuen IL-36R.

[000219] AHTHUTENnO HEOOsA3aTeNbHO, HO MO BBIOOPY, MOKET OBITh COCTaBJIICHO C
OJHUM MJIM HECKOJbKHUMHU CPEACTBAMH, KOTOPbIE B HACTOsAIIEE BpeMsl UCIOJb3YIOT AJs
npopUIaKTUKU HWIKM JIEYEHHUs paccMaTpuBaeMoro HapyuieHus. OddexTuBHoe
KOJIMYECTBO TAaKUX JAPYIrHMX CPEACTB 3aBUCUT OT KOJUYECTBA T'YMAaHU3HUPOBAHHOTO
antutena npotuB IL-36R, mpucyTcTByHOIIEero B cOCTaBe, THMa 3a00JeBaHUS WU
JedeHus, U Apyrux (akTopos, oOCyxkaaeMbIx BbilIe. X OOBIMHO MCIONB3YIOT B TEX
’Ke 103aX M MOCPEACTBOM TeX e MyTel BBeAeHUs, KOTOPbIe OBIIN MPEIIOKEHBI BbIIIE
unu npuMepHo oT 1 10 99% ucnonap3yeMbIX 10 HACTOSIIEro BpeMEHH JO3UPOBOK.

JleueHue COCTaBOM aHTUTEJI

[000220] B onmHOM BapuaHTe OCYINECTBJEHUS B H300pEeTEHUU MPEIIOKEH
criocob nedyeHust 3a00JI€BaHUS HIJIM PACCTPONCTBA Y CYOBEKTa, BKIIOUAKOLIUNA B cels
BBEJEHHE COCTaBa, OMHCAHHOTO B HACTOsIIeH 3asBKe CYOBEKTy B KOJHUYECTBE,
s pexTuBHOM NSt TedeHus 3a00IeBaHUS UM PACCTPONCTBA.

[000221] CocTaBbl aHTHUTEN B COOTBETCTBHH C HACTOSIIIUM H300peTeHUEM
NPUTOAHBI AJsi CHOCOOOB JIEYEHMs] PAa3JUYHBIX 3a00J€BaHUM WM HapyUIEHHH,
HalpuMep HMMYHOJIOTHYECKHX, BOCHAJUTENbHBIX, ayTOUMMYHHBIX 3a00NeBaHUN H
pecniupaTopHbIX 3abosneBaHuil y nmonei. Hanpumep, cocTaBel aHTUTEN B COOTBETCTBUH
C HaCTOSAIUM H300peTeHHeM TMPUTOAHBI B crmocobax JIeUeHUss ICOopHuasa,

pPeBMAaTOUAHOTO apTpHUTa, BOCHMAJINUTEIIBHOT'O 3a0o0JieBaHUS KHIICYHUKA 150851
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NCOPUATHYECKOTO apTputa. Hampumep, coOCTaBbl aHTHTEN B COOTBETCTBUH C
HACTOSIIUM HU300peTeHHEM TMPUTOAHBI B CrHoco0ax JIeUeHUs XPOHUYECKOTO
obcrpyktuBHOro 3aboneBanus jerkux (XO3JI) unu acrmbl. Hanpumep, cocTaBbl
AHTUTEJ B COOTBETCTBUHU C HACTOSAIIUM M300pETEHHEM MPHUTOAHBI B CIIOCO0AX JIEUEHHUSI
CKJIEpOJIEpMHUH, JAJJOHHO-TIOIOIIBEHHOT O nycTyiésa, reHepaliu30BaHHOIO
NyCcTyJE3HOrO Tcopuasza, auabeTrndeckoil HedpomaTuw, BOJYAHOUHOTO HePpHUTa,
AHKUJIO3UPYIOLIEro  CHOHAMJIUTA, AayTOUMMYHHOro 3a0o0jieBaHMs, BBI3BAHHOTO
nedunurom antaronucta peuentropa IL-36 (DITRA), ayroummyHHOTO 3200JI€BaHUsA,
BBI3BAHHOTO AedunuToM aHTaronucra peuenrtopa IL-le (DIRA) unu nepuognyeckux
CHUHJIIPOMOB, CBsi3aHHBIX ¢ kpuonupuuom (CAPS).

[000222] CocraB, comepskammii cBsasbiBatromee IL-36R cpencTBo (Hampumep,
antuteno npotus IL-36R) mMoxeT ObITh BBeAEH CYOBEKTY, HMEIOIIEMY HJIH C PUCKOM
Pa3BUTHS UMMYHOJOTHYECKOTO HAPYIIEHUS, PECIUPATOPHOTO 3a00€BaHUS WU paKa.
Kpome Toro, nzobpereHue npeaycMaTpUBaeT HCIOJNb30BaHUE CBs3biBaromero IL-36R
cpencrBa (Hampumep, aHTuTeja mpoTuB IL-36R) B M3rOTOBJIEHHU JIEKaPCTBEHHOTO
cpeacTBa Uil NPOQUIAKTUKY WIIM JICUCHUS paka, PeCInupaToOpHOro 3a00JeBaHUs HIIH
MMMYHOJIOTUYECKOro HapyweHus. HMcnonap3yeMblli B HAcTOsALIEN 3asiBKE TEPMUH
«CyOBEKT» 03Ha4daeT J000ro NalueHTa-MIEKOMUTAIOIEro, KOTOPOMY MOKHO BBOAHUTH
cesasyrwmee IL-36R cpencrso, BKJIOYAasl, Hampumep, JOAEH U HEYEIOBEYECKUX
MJIEKONUTAIOLINX, TAaKUX KaK MpPUMarThl, TIpbI3yHbl U cobaku. OcobGeHHO
NPEeANOYTUTENbHBIME  CyOBEKTaM, [Ji KOTOPBIX IpPEJHAa3HAYEHO JIEUCHHE C
UCIOJIb30BAHUEM OIMCAHHBIX B HACTOAIIEH 3asiBKEe CNOCOOOB SBJISIOTCS JIIOJH.
AHTHTENa WM CPEACTBA MOKHO BBOJIHUTH OTHEIbHO WJIMU B KOMOWHAIMU C APYTHMHU
KOMIO3HUIUSAMHU Ui NPOPUIAKTHKH UJIU JICUCHUS UMMYHOJOTHUYECKOTO HapyIIeHUs,
pecnimpaTopHOro 3abosieBaHUs WM paka. Takue KOMIO3ULHUH, KOTOPbIE MOXKHO
BBOJIMTb B COUETAHUH C AHTUTEJIAMHU HJIH CPEJACTBAMHU BKJIOYAKOT B ce0s METOTpPEKcaT
(MTX) 1 ”MMYHOMOAYJIATOPBI, HAIPUMEP, AHTUTENA HIIH HeOOJNbIIHE MOJIEKYJIBI.
Takme KOMMO3MLHMH, KOTOPBIE MOXHO BBOJIHMTb B COYETAHUM C AHTUTEJNAMHU HIIH
areHTamu, BKJIIOUYalT MetorpekcaT (MTX) W HMMYyHOMOIYJIATOPBI, HampHUMeEp,
aHTUTEJA WU HEOONbIINE MOJIEKYJIbI.

[000223] B omHOM acmekTe HacTosimee H300peTeHHe OTHOCHTCS K Crocoly
nedeHus: 3a00NeBaHMUS WM COCTOSHHUS (KOTOpbIE MEPEYHCIeHBbl BBIIIE) Y CYOBEKTa,
crioco0 BKIOYaeT B cels BBeneHHE CYOBEKTY TEpaneBTHYECKOTO KOJHUYECTBA

cTabunpHOrO (PapMaleBTHYECKOTO COCTaBa, coaepxkamero npudnusurenbHo ot 20
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Mmr/mn 1o npubnausurensHo 150 mr/mn anturtena npotus IL-36R, mpubausurenbHo OT
20 MM po mnpubmmsurensHo 80 MM ¢dapmaueruuecku npuemsiemoro Oydepa
(Hanpumep, aneratHoro Oydepa), npubnuszurenbHo or 100 MM 1o mpuOIU3UTENBHO
250 MM (¢apMaueBTHUYECKH MPUEMIEMOr0o peryJjsropa TOHUYHOCTH (Hampumep,
caxaposa), npubnusurensHo or 0 MM no npubnusurenbuo 80 MM ¢papmaneBTHUECKH
NpUEeMJIEMOro CTaOMIM3UPYIOLIEro cpencrsa (HampuMmep, AapruHMHA) WIH  €ro
(dbapManeBTUYECKH MPUEMIIEMYIO COJIb, MPUOIU3UTEIbHO OT O 0 mpubausuteapHo 150
MM  (dapmaueBTHYeCKH mnpuemMyeMOoll conu (Hampumep, XJIOpHAA HATpHs), W
(dbapManeBTUUECKH TpPHEMJIEMOE IOBEPXHOCTHO-AaKTUBHOE BEIIECTBO (HAampuMep,
nonucopdar 20) B konudectBe npudbnusurensHo ot 0,1 r/n go mpubnusurenpHo 1,5
I/7, TpU KOTOpPOM JedaT 3a00JieBaHWME HWJIM COCTOsTHUE. B CBS3aHHOM BapuaHTe
OCYIIECTBJICHUs] CTAOUNIBbHBIA (papMaleBTUUECKUNH COCTaB MpEeACTaBisieT CoOou
BOOHBIH (apmanmeBTHUyeckuid coctaB. B cBs3aHHOM BapuaHTe ocymectsieHus pH
BOAHOrO (apMaLeBTHYECKOIO COCTaBa COCTABJseT NPUOIU3UTENBHO OT 5 10
npubau3uTenbHo 7. B CBsA3aHHOM BapHaHTE OCYLIECTBIEHHS (apManeBTHYECKUN
COCTaB IMpeNHA3HA4YeH i BHYTPUBEHHOTO BBeAeHHs CyObekTy. B cBs3aHHOM
BApDUAHTE  OCYILIECTBJEHHS  (apMaLeBTHUYECKUNH  COCTaB  MpeJHAa3HA4eH I
NOAKOXKHOTO BBeNEHHS CyObekTy. B CBf3aHHOM BapuaHTe OCYLIECTBJICHHS
(dapManeBTUYECKUH COCTaB [Jii BHYTPUBEHHOTO BBEIAEHHUS COAEPKUT AaHTUTENO
npotus IL-36R B konuuecrtBe mpubnmusutenpHo 60 mr/miu. B cBsA3aHHOM BapuaHTe
OCyLIeCTBJICHUSI (apMaLleBTUYECKUH COCTAaB I IOJKOXXHOTO BBEIEHHUS COIEPIKUT
antutesno npotuB IL-36R B konuvectBe npubnuszuteabHo 150 mr/mu. B cBsizaHHOM
BapUaHTE OCyIecTBieHHuss aHTuteso npoTuB IL-36R comepskut: (1) JNEerkywo Lems,
COIEepP KAy aMUHOKHCIOTHYIK MOCJENOBaTEeIbHOCTh, 0003HaueHHY0 kak SEQ ID
NO:118 u Tskenyr wLenb, COAEPKAMYID aMHHOKHCJIOTHYIO TMOCIEI0BAaTENIbHOCTD,
obo3HauenHyro kak SEQ ID NO:125;, wumm (i) Jerkymo Lenb, COAEPKALIYIO
AMHUHOKHCJIOTHYIO TOCJIEIOBATENBHOCTh, OOO3HaueHHy0 kak SEQ ID NO:118 u
TSIKENYIO LeMnb, coZiepKallyro AMUHOKHUCJIOTHYIO MOCJIEI0BATENbHOCTD,
obo3HaueHHyro kak SEQ ID NO:126; wmmm (ili) JNerkyo Lemnb, COAEPKAIIYIo
AMHUHOKHCJIOTHYIO TOCJIEIOBATENbHOCTh, OOO3HaueHHy kak SEQ ID NO:118 wu
TSIKENYIO LeTb, coZep Kally o AMUHOKHUCJIOTHYIO MOCJIEI0BATENbHOCTD,
obo3HaueHHyo kak SEQ ID NO:127. B cBsi3aHHOM BapHaHTE€ OCYIIECTBJIECHUS
antuteno mnpotruB IL-36R  coxmepxur: BapuabenbHyl0 o00JacTe JErkKod LeNH,

coleprkalie aMHHOKHUCJIOTHYH mnociaenosatenbHocTs SEQ 1D NO: 77,

2

u
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BapuabenpHy0  00JNAacTh  TSDKEJNOW  Hemu,  coaepikamell  aMHHOKHCIOTHYIO
nocaenoBarenapbHocTs SEQ ID NO: 87; unm BapuaGenbHyro 001acTh JIETKOH LeNH,
coleprkale aMHUHOKHUCJIOTHYH mnociaenoBatenbHocTh SEQ ID NO: 77, wu
BapuabenbHyl0  001acTh  TSIKEJNOH  Lenmu,  coaepikalmeil  aMHUHOKHCJIOTHYIO
nocaenosareapHocTs SEQ ID NO: 88; uau BapuabGenbHyr 007acTh JIETKOW LEMH,
colepkamieil aMUHOKHCIOTHYK mnocienosateipbHocts SEQ ID NO: 77, wu
BapuabeapHy0  00NacTh  TSDKEJOW — Lenmu,  Ccoaepkameld  aMHUHOKHCJIOTHYIO
nocaenosareapHocTs SEQ ID NO: 89; unu BapuabGenbHyr 007acTh JIETKOH LEMH,

conmeprkamie aMHHOKHUCIOTHYH mnocienoBatenbHocts SEQ 1D NO:  80;

2

u
BapualenbHYH0  0o0OJNacTh  TSDKENOW — memu,  comeplkamedl  aMUHOKHCIOTHYIO
nocnenoBarenpbHocTh SEQ ID NO: 87; wiu BapuabenbHyr o0NacTh JErkoW LEMH,

conmeprkamie AaMHHOKHUCIOTHYH mnocienosatenbHocTs SEQ ID  NO:  80;

2

u
BapuabenbHyl0  00macTh  TsIKENOH  Ienmu,  cojepXkalledl  aMHHOKHCJIOTHYIO
nocnenoBareapbHocTs SEQ ID NO: 88; unu BapualenbHyr 007acTh JIETKOW LEMH,

coneprkamie AaMHHOKHUCJIOTHYH mnociaenoBarenpbHocTs SEQ ID NO: 80; wu

>
BapuabenpHy0  00JNAacTh  TSDKENOW — Hemu,  coaepikamell  aMHHOKHCIOTHYIO
nocinegoarenbHoCcTh SEQ ID NO: 89.

[000224] B onHOM BapuaHTE OCYLIECTBIEHHS CIOCOO JIEYEHHS B COOTBETCTBHUU
¢ JmoOBIM M3 TMpenbIAyIIUX AacHeKTOB BKJIK4YaeT B ce0s BBeneHHE CYOBEKTY
TEpPaNeBTUYECKOro  KoJHMuecTBa  CTaOMIbHOro  (papMaLleBTUYECKOTO  COCTaBa,
BBIOPAHHOTO M3 IPYIIIBI, BKIOYAKOIIEH B ceOs:

I COCTaB, COMepIKALIUKM OT MPUOIU3UTENHHO 20 MI/MJI 10 MPUOIU3UTETBHO
150 mr/mn antutena npotus IL-36R, npubnusurensHo 40 MM ructunusa,
npubauzurenbuo 120 MM caxapo3sbl, npubnusutenpbuo 50 MM L-aprununa,
npubauzurensao S MM NaCl u npubausurenbuo 1,0 r/n nonucopdara 20, ¢ pH
npubnusurensHo 6,0,

II.  cocraB, comepx)amuii oT NpudIU3UTETHHO 20 MI/MJT 10 MPUOTUIUTETBHO
150 mr/mn antutena npotus IL-36R, mpubnusurensHo 45 MM arnerara,
npubmauzutensao 150 MM caxapo3sbl, npubnusutenbHo 25 MM L-aprununa,
npubnusurensHo 0,4 v/n monucopbara 20, ¢ pH npubnusurensuo 5,5;

III. cocras, comepskamuii OT NPUOIU3UTETBHO 20 MI/MJ 10 NPUOIU3UTENBHO
150 mr/mn anturtena nportus IL-36R, npubnusurensHo 45 MM anerar,
npubauzurensuo 180 MM caxapossl, mpubau3uTeabHO 25 MM riauuuHa,

npubnuszurensHo 0,4 r/n nonucopbara 80, ¢ pH npubnusurensHo 5,5;
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IV. cocraB, cogepxkamuii oT npubiau3uTeapHo 20 Mr/mMi 10 mpUOIH3UTEIBHO
150 mr/mn antutena npotus IL-36R, npubnausurensHo 25 MM nutpara,
npubauzurenbHo 150 MM Tperanossl, npuOausuTenbHo 25 MM MeTHOHUHA,
npubauszurensbuo 0,2 r/n nonucopbara 20, ¢ pH npubnusurensHo 6,0;

V. coctas, comepkamuii OT npuOIu3uTepHO 20 MI/MJ 10 NTPUOIU3UTENBHO
150 mr/mn antutena npotus IL-36R, npubnausurensHo 25 MM rucTunuHa,
npubauzurenbHo 160 MM caxapossl, mpubiauzurenbHo 20 MM MaHHHTA,
npubauszurensuo 0,2 r/n monucopbara 20, ¢ pH npubnuzurensHo 6,0;

VI. cocTaB, coaepxamuii oT npudIu3uTebHo 20 MI/Mi 10 MPUOTU3UTEIBHO
150 mr/mn anTutena npotus IL-36R, npubnausurensHo 25 MM nutpara,
npubmauzurensao 200 MM caxapossl, npubausurenbuo 0,4 r/n nonucopbara 80, ¢ pH
npUOIU3UTENBHO 0,5,

VII. cocTaB, coaepxkamuii oT npudiau3uTe b0 20 Mr/mMi 10 MpUOIU3UTEIBHO
150 mr/mn anTutena npotus IL-36R, mpubnusurensno 45 MM arnerara,
npubanzurenbao 150 MM caxapo3ssl, npubnusutenbHo 25 MM L-aprununa,
npubauszurensuo 0,4 r/n monucopbara 20, ¢ pH npubnusurensHo 5,5;

VIII. cocTaB, coaepkamuii oT npubiau3uTeabHo 20 Mr/mi 10 mpuOIU3UTEIbHO
150 mr/mn antutena npotus IL-36R, npubnusurensHo 35 MM ructunusa,
npubnuszurensbo 180 MM Tperanossl, npubnusurenbHo 25 MM L-aprununa,
npudauzurenbuo 3 MM NaCl, npubnusurensuo 0,4 r/n noaucopbara 80, ¢ pH
npubauzuTenbHo 6,0,

IX. coctaB, comeprxkamuii oT npudIU3UTENbHO 20 MI/MJI 10 TPUOITU3UTEIHHO
150 mr/mn antutena npotus IL-36R, npubnusurensHo 25 MM anerar,
npubauzurenbao 100 MM manuut, npubnusutensHo SO0 MM NaCl, npubauzurenbHO
0,2 r/n nonucop6bara 20, ¢ pH npubnuszurenvuo 5,5; u

X. cocTaB, coaep)amui oT npudIu3uTebHO 20 MI/MJ 10 NP UOIU3UTEIBHO
150 mr/mn anTutena npotus IL-36R, npubnusurensno 20 MM cyknuHara,
npubauzutensHo 220 MM caxapossl, npubausurenbuo 0,1 r/n monucopbara 80, ¢ pH
npubnuszurensHo 6,0,

IpU KOTOPOM JiedaT 3a00JieBaHUE WU COCTOsiIHNE. B cBA3aHHOM BapuaHTe
OCYIIECTBJICHUsI, CTAOMIbHBIN (apMaleBTHYECKHI COCTAB MPEACTaBIsieT OO0
BOAHBIN (papMameBTUUECKUN COCTaB. B CBA3aHHOM BapuaHTe OCYIIECTBIIEHHUS,
¢dapmaneBTUUECKHUH COCTAB MperIHAa3HAUEH JJIsl BHYTPUBEHHOI'O BBEEeHUS CyObeKkTy. B

CBSI3AHHOM BapHaHTE OCYIIECTBJICHUs, (papMalleBTUUECKUN COCTAB MpPeaHA3HAYEH JIJIs
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IIOAKOXHOI'O BBECACHHUA CY6”beKTy. B cBs3zanHoM BApUAHTEC OCYHICCTBIICHUA,
(I)apMaI_IeBTI/ILIeCKI/Iﬁ COCTaB OJid BHYTPUBCHHOI'O BBE€ACHUA COACPIKUT aHTUTEIIO
npotus IL-36R B konuuecTse npubnusurenapno 60 mr/mi. B cBA3anHOM BapuaHre
OCyLIECTBJICHUS, (papMaLeBTUYECKHI COCTAB AJIsI HOJAKOKHOTO BBEACHUS CONEPIKUT
antuteno npotus IL-36R B konuuecTse npubnusurensHo 150 mr/mu. B cBsizaHHOM
BapUAHTE OCYINECTBJIeHUs aHTUTE0 NpoTuB IL-36R comepxut: (1) Nerkyrw Lermnsb,
COIEep KAy aMUHOKHUCIIOTHYIO MOCIEN0BATENbHOCTh, 0003HaueHHY0 kak SEQ ID
NO:118 u Tsi3kenyr0 Henb, COAep KAy aMUHOKUCIOTHYIO MOCIEI0BAaTEIbHOCTD,
obo3HaueHHy kKak SEQ ID NO:125; unu (i1) nerkyr 1enb, COAEpIKaIY0
AMHUHOKHCJIOTHYIO IOCJIEA0BATEIbHOCTh, 0003HaueHHY0 kak SEQ ID NO:118 u
TSIKENYIO LieNb, COAePKALIyI0 AMUHOKHUCIOTHYIO MOCJIe0BATEIbHOCTD,
ob6o3naueHHy0 Kak SEQ ID NO:126; unu (i11) Je€rKyro Lemnb, COAEPKALIYIO
AMHUHOKHCJIOTHYIO IOCJIEA0BATEIbHOCTh, 0003HaueHHY0 kak SEQ ID NO:118 u
TSIKENYIO LieNb, COAEPKALIYI0 AMUHOKHUCIOTHYIO MOCJIE0BATEIbHOCTD,
obo3HaueHHy0 kKak SEQ ID NO:127. B cBA3aHHOM BapuaHTE OCYIECTBJICHUS
anturteno npotus IL-36R comepxut: BapnabenpbHy0 001aCTh JErKOH LeMnH,
coleprkalie aMUHOKUCIOTHYIO nocaenoBatenbHocTh SEQ ID NO: 77; u
BapuabenpHy0 00J1aCTh TSKENON LeMNu, CoaepkKaleldl aMUHOKUCIOTHYIO
nocnenosarenbHOCTh SEQ ID NO: 87; unu BapunabenbHy0 001acTh JETKOH ey,
conepikamel aMHHOKUCJIOTHYIO nocaenoBatenbHocTh SEQ ID NO: 77; u
BapuabenbHYI0 00JacTh TSKEJIOH Ienu, coaepKalieii aMUHOKUCIOTHYIO
nocnenoBaresbHOCTh SEQ ID NO: 88; unu BapuabenbHyr 00NacTh JErKOW LEMNH,
coneprkale aMUHOKUCIOTHYIO TocaenoBaTenbHocTh SEQ ID NO: 77; u
BapuabeabHy0 00JIaCTh TSKEJION LU, CoAepkKaleld aMHHOKUCIOTHYIO
nocaenoBareapbHocTh SEQ ID NO: 89; unu BapuabenpbHyo 0071aCTh JETrKOH IEMNH,
coneprKame aMUHOKUCIOTHYIO nocaenoBatenbHocTh SEQ ID NO: 80; u
BapuabeapHY 00JIaCTh TSKEJION LeMNu, CoAepKaleil aMUHOKHCIOTHY IO
nocnenosarenbHOCTh SEQ ID NO: 87; unu BapuabenbHyr 00JIaCTh JIETKOU MEMH,
coneprkame aMUHOKUCIOTHYIO nocaenoBatenbHocTh SEQ ID NO: 80; u
BapuabenpHy0 00JIaCTh TSKEJON LEeMNu, CoAepKalel aMUHOKHUCIOTHY IO
nocnenosarenbHOCTh SEQ ID NO: 88; unu BapuadenpbHyro 00acTh JerkoW HemnH,
coneprkalie aMUHOKUCIOTHYIO nocienoBatenbHocTh SEQ ID NO: 80; u
BapuabenpHy0 00J1aCTh TSKENON LeMNu, cCoaepkaleldl aMUHOKUCIOTHYIO

nocinegoarenbHOCcTh SEQ ID NO: 89.
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[000225] B omHOM BapuaHTE OCYIIECTBIEHUS CIIOCOO JIeYeHHUSI B COOTBETCTBHU
¢ MOOBIM U3 MPEABIAYIIUX aCMEKTOB BKJIIOYAET B ce0s1 BBeeHNE CYOBEeKTY
TEPareBTUYECKOr0 KOJUUECTBA CTAOMIBHOrO (papMaLeBTUYECKOTO COCTaBa,
BBIOPAHHOTO U3 IPYIIBI, BKIOYAKOIIEH B ceOs:

L coCTaB, conmepskamuii npubnusuteapbHo 20 Mmr/mn antutena npotus IL-36R,
npubauzurenbao 40 MM ructuauna, npudnusurenbuo 120 MM caxapossl,
npubauzurenbao S0 MM L-aprununa, npubnusurensio S MM NaCl u
npubauszurensuo 1,0 r/n monucopbara 20, ¢ pH npubnuzurensHo 6,0;

II.  cocraB, conepxkamuii npudnuszurenbuo 60 mr/mi antutena npotus IL-36R,
npubauzurensHo 45 MM anerara, npubnusurenapbno 150 MM caxapossl,
npubauzutensHo 25 MM L-aprununa, npubnusurensro 0,4 r/n nmonucopbara 20, ¢ pH
npUOIU3UTENBHO 5,5,

III. cocras, conepsxamuii npudausurenpHo 20 Mmr/mn antutena npotus IL-36R,
npubauzurensuo 45 MM anerar, npubnusurensHo 180 MM caxapossl,
npubauzutenbHo 25 MM raunuHa, npubiausurensHo 0,4 r/n nonucopdara 80, ¢ pH
npUOIU3UTENBHO 5,5,

IV. cocras, cogepxamuii npudnuszurenbuo 150 mr/ma anturena npotus IL-
36R, npubnusurenpno 25 MM nurtpara, npudbnusutenbuo 150 MM Tperanossl,
npubauzuTenbHo 25 MM MeTnoHMHaA, npubdbnusurensHo 0,2 r/n nonucopdara 20, ¢ pH
npubau3uTenbHo 6,0;

V. cocras, conepskamuii npudnusutrenbHo 60 mr/mi antutena npotus IL-36R,
npubnu3uTeNbHO 25 MM ructuanna, npubausutenbHo 160 MM caxapossl,
npubauzurenbao 20 MM manHuTa, npubnusurenbuo 0,2 r/n noaucopbara 20, ¢ pH
npubnu3uTenpHo 6,0,

VI. coctaB, coaepxamuii npudnuszurenpuo 20 mr/ma antutena npotus IL-36R,
npubnauzutenbHo 25 MM nutpara, npudausurensHo 200 MM caxapossl,
npubmusurensuo 0,4 r/n monucopbara 80, ¢ pH npubnusurensHo 6,5;

VII. coctaB, coaepx)amuii mpudnusurenpuo 150 mr/mia anturena npotus IL-
36R, npubmusurenpHo 45 MM anerara, npudnauzurenbHo 150 MM caxapo3ssl,
npubauzutensHo 25 MM L-aprununa, npudnusurensro 0,4 r/n nonucopbara 20, ¢ pH
npUOIU3UTENBHO 5,5,

VIII. cocTaB, coapepxkamuii npudnuzurenpHo 15 mr/mn anturena npotus IL-36R,

npubauzurenbHo 35 MM rucrununa, npubdnuzurenapbHo 180 MM Tperanossl,
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npubauzurenbHo 25 MM L-aprununa, npubausurensHo 3 MM NaCl, npubnuzutenbHo
0,4 r/n nonmucop6bara 80, ¢ pH npubnusurenvuo 6,0;

IX. cocras, cogepxxamuii npudnuszurenbuo 80 mr/mia anturena npotus IL-36R,
npubnusurenbHo 25 MM anerata, npudauszurenapbHo 100 MM mMaHHHUTA,
npudansurenbHo 50 MM NaCl, npubnusurensuo 0,2 r/n nonucopdara 20, ¢ pH
npuOIU3UTENBHO 5,5; U

X. coctaB, coaepxamuii npudnusurenbuo 100 mr/ma antutena npotus IL-
36R, npubmusurenpuo 20 MM cykuunaTa, npubnusuTeabHo 220 MM caxapo3ssl,
npubauszurensuo 0,1 r/n monucopbara 80, ¢ pH npubnuszurensHo 6,0,

IpU KOTOPOM JiedaT 3a00JieBaHUE UJIU COCTOsIHHE. B CBA3aHHOM BapuaHTe
OCYIIECTBJICHUsI, CTAOMIbHBIN (hapMaleBTHYECKUH COCTAB MPEACTaBIsIeT COOOM
BOAHBIH (papMameBTHYECKUN COCTAB. B CBA3aHHOM BapuaHTE OCYIIECTBIIEHHUS,
¢dapmaneBTUUECKHI COCTAB MpeIHA3HAYEH JUIsl BHYTPUBEHHOI'O BBECHHS CyObeKkTy. B
CBSI3aHHOM BapHaHTE OCYLIECTBICHUS, (PapMaLleBTUUECKUN COCTAB MpeaHa3HAUEH IJIs
MOAKOXKHOTO BBEEHUs CyObeKTy. B CBS3aHHOM BapHaHTe OCYIECTBIEHUS,
(dapManeBTUUECKHUH COCTAB sl BHYTPHUBEHHOT'O BBECHHS COAEPIKUT aHTUTEINO
npotus IL-36R B konnuecTse npubnusurenapbno 60 mr/mi. B cBA3anHOM Bapuanrte
OCyIeCTBJIEHUs, (PapMaLleBTHYECKHI COCTaB sl MOJKOKHOTO BBECHUS COAEPIKUT
antuteno npotus IL-36R B konuuecTBe npudausurenbuo 150 mr/miu. B cBA3anHOM
BapUaHTE OCyIleCcTBJIeHUs aHTUTeN0 NpoTuB IL-36R conmepxut: (1) nerkyro Lens.,
COAEep ALY aMHHOKHCIOTHYIO MOCJIEeN0BATEeNbHOCTh, 0003HaueHHY0 kak SEQ ID
NO:118 u Ts3kenyI0 Hemnb, CONEPKANYI0 aMUHOKUCIOTHYIO MOCIEeA0BAaTEIbHOCTD,
obo3naueHHy kak SEQ ID NO:125; unu (i1) Jerkyr 1enb, COAEPIKAIYIO
AMHUHOKHCJIOTHYIO MOCJIEA0BATEIbHOCTh, 0003HaueHHY0 kak SEQ ID NO:118 u
TSIKEJYIO LeNb, COAePKALIYyI0 AMUHOKHUCIOTHYIO OCIE0BATEIbHOCTD,
obo3nauenHyr kak SEQ ID NO:126; wiu (iil) JerKyI0 Lemnb, COaep KAy
AMHUHOKHCJIOTHYIO IOCJIEA0BATENbHOCTh, 0003HaueHHY0 kak SEQ ID NO:118 u
TSIKEJYIO LieNb, COAePKALIyI0 AMUHOKHUCIOTHYIO MOCJIE0BATEIbHOCTD,
obo3HaueHHy0 kKak SEQ ID NO:127. B cBA3aHHOM BapHUaHTE OCYIIECTBJICHUS
anturteno npotus IL-36R comepkut: BapnadbenpbHy0 001aCTh JErKOH LeMnH,
coneprkalie aMUHOKUCIOTHYIO nocaenoBatenbHocth SEQ ID NO: 77; u
BapruabenpHy0 00JIaCTh TSKEJON eMNu, CoaepkKaled aMUHOKUCIOTHYIO
nocaenoBarenapbHocTh SEQ ID NO: 87; unu BapuabenpbHyo 001acTh JErKou Hemnw,

coleprkale aMUHOKUCIOTHYIO nocienoBateabHocTh SEQ ID NO: 77; u
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BapualebHYI0 00JIaCTh TSIKEJION Henu, coaepxKameil aMUHOKHCIOTHY IO
nocnenosaresbHOCT SEQ ID NO: 88; unu BapunabenbHyr0 00JIaCTh JETKOU LEMH,
coleprkalie aMUHOKUCIOTHYIO nocienoBatenbHocTh SEQ ID NO: 77; u
BapuabebHYI0 00J1aCTh TSIKEJON LEeNMu, COAepKalled aMUHOKUCIOTHYIO
nocaenosareapHocTs SEQ ID NO: 89; unu BapuabenpHyo 0071aCTh JETKOW 1EMNH,
conepikalel aMUHOKUCJIOTHYIO nocaenoBaTenbHocTs SEQ ID NO: 80; u
BapuabebHYI 00J1IaCTh TSIKEION LENu, coaepKameil aMUHOKUCIOTHYIO
nocnenoBarenbHocTh SEQ ID NO: 87; unu BapuabenbHyr 00JaCTh JETKOU LEMNH,
coneprkame aMUHOKUCIOTHYIO nocaenoBaTenbHocTh SEQ ID NO: 80; u
BapuabebHYI0 00JIaCTh TSIKEJION ey, coaepKameil aMUHOKUCIOTHY IO
nocnenosarenbHOCTh SEQ ID NO: 88; unu BapuabenbHyr0 00JacTh JIETKOU LIETH,
coneprkame aMUHOKUCIOTHYIO nocaenoBatenbHocTh SEQ ID NO: 80; u
BapualebHYI0 00JIaCTh TSIKEJION Henu, coaepkKameil aMUHOKHCIIOTHY IO
nociaenopareabHocTh SEQ ID NO: 89.

[000226] Ilpumepamu AHTUTEN JUIS HUCTOJIb30BAHUSA B TaKUX
dapMameBTUUECKUX COCTaBax SIBJISTIOTCS aHTHUTENA, KOTOPBIE COAEPIKaT aHTUTEJIO HIIH
dbparmeHT aHTHUTENA, UMER U T AMUHOKHCJIOTHYIO MOCJIEN0BATENBHOCTD
BapuabenpHOW obOmactu nerkoil menu mroboi u3 SEQ ID NO: 1-10. Ilpumepamu
AHTUTEJ IJi1 HCIOJb30BaHHUS B TakuX (apMaLeBTHYECKUX KOMIO3ZULHSAX TaK¥kKe
SIBJISIFOTCS. @HTUTEJNA, KOTOPbIE COAEPIKAT F'YMAaHU3UPOBAHHOE aHTUTEJO UK QparMeHT
aAHTUTEJIA, UMEIOIINI aMHUHOKHUCJIOTHYIO MOCJIEI0BaTeIbHOCTh BapuadenbHON 001acTH
TsiKkeJiol nenu ardoi u3 SEQ ID NO: 11-20.

[000227] JpyrumMu nOpuMepaMu aHTUTEN JJs HCIOJb30BAHUA B TaKHUX
dbapMaleBTUUECKUX COCTaBaX TaKKe SIBISIIOTCS AaHTHUTEJA, KOTOpbIE COIepKaT
r'YMaHU3UPOBAHHOE aHTHUTENIO UJK (PAarMeHT aHTHUTENa, UMEK U aMHUHOKUCIOTHYIO
MOCJIeIOBATENIbHOCTh BapuabenbHOU obOnacTu jerkoi unenu jgodoit uz SEQ ID NO:76-
86. [IpennodTUTENbHBIMHU aHTUTEJIaMH st HUCIOJIb30BAHMS B TaKHUX
dbapMaleBTUUECKUX KOMIIO3HMIIUSIX TAaKKe SBJSIOTCS aHTUTEJa, KOTOpPbIE COAEPIKAT
T'YMAaHU3UPOBAHHOE AHTHUTENIO UJK (PAarMeHT aHTHUTENa, UMEIOI U aMHHOKUCIOTHYIO
MOCJIeIOBATENIBHOCTh BapuabenbHOW oOnacTu Tsokenod uenu grobdoit m3 SEQ ID
NO:87-101.

[000228] Jpyrumu mnOpuMepaMud AaHTUTEN [UJIs HCIOJb30BAaHUS B TaKUX
dbapMaleBTUUECKUX COCTaBaX TaKKe SIBJISIFOTCS AaHTHUTENAa, KOTOpPBIE COAEPIKAT

I'YMaHU3UPOBAHHOE AHTUTENO HJIM (parMeHT aHTUTENa, MMEINNN BapuabeIbHYIO
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obnacTe JeTKOW 1enu U BapuabenbHYI0 00JiacTh Tsokenod mnemu jwoboi u3z SEQ ID
NO: 77 u 89, SEQ ID NO: 80 u 88, SEQ ID NO: 80 u 89, SEQ ID NO: 77 u 87, SEQ
ID NO: 77 u 88, SEQ ID NO: 80 u 87, SEQ ID NO: 86 u 100, SEQ ID NO: 85 u 101,
mwia SEQ ID NO: 85 u 10.

[000229] JpyrumMu mOpuMepaMu AHTHUTEN JJIsl HUCIOJb30BAaHUS B TaKux
dapMaLeBTHYECKUX COCTAaBaX TaKkXe SBJSIIOTCS aHTHTENAa, KOTOpble COAepIKaT
I'YMAaHU3UPOBAHHOE AHTUTENO, HMMEKILlee aMHUHOKHUCJIOTHYK IOCJIEI0BaTEIbHOCTD
BapuadenbHOU oOnacTu ynerkoit uenu nroodoit u3 SEQ ID NO:115, 118, 123 unu 124.
[IpenmouTUTENbHBIMU AHTUTENAMHU [JIs HCIOJb30BAHUA B TaKUX (papMareBTHYECKHUX
KOMITO3ULUAX SIBJISIOTCS TaK)Ke T€, KOTOpPble COAEp KaT 'yMaHU3UPOBAHHOE aHTUTEJO,
UMeEHIee aMHHOKHCIOTHYIO IOCJIEI0BATENIbHOCTh BapuadenbHOH 00JacTH TSKEIOH
nenu 060 u3 SEQ ID NO: 125, 126, 127, 138 unu 139.

[000230] JpyruMu nOpuMepaMu aHTUTEN JAJs HCIOJb30BaHUS B TaKHUX
(apManeBTHUECKUX COCTaBaX TAKKE SBISIOTCS T€, KOTOpble comepkat AHtureno Bl,
Antuteno B2, Aututreno B3, Autureno B4, Autureno BS, Aututreno B6, Autureno
Cl1, Aaruteno C2 unu Autureno C3.

[000231] W3BecTHBI pa3Ju4HbIE CHCTEMBI JOCTAaBKH, KOTOPbIE MOYKHO
UCIIONB30BaTh ANl BBeaeHUs cBssbiBarouiero IL-36R cpencrea. CnocoObl BBeneHUs
BKJIOYAIOT, HO HE OrPAaHUYUBAIOTCA WMHU, BHYTPUKOXHBIM, BHYTPUMBIILIEYHBIN,
BHYTPUBEHHBIN, NOAKOXHBIN, HHTPAHA3aJbHBIN, 3NIUAYPAJbHBIN U EPOPATbHBIN MyTH.
CeszpiBaromee IL-36R cpencTBo MOKHO BBOAUTH, HAIPUMEP, OCPEACTBOM MHY3HH,
Oonmroca WM MHBEKLUHMH, M €ro MOXXHO BBOAUTb BMECTE C APYTUMHU OHOJIOTHYECKH
AKTUBHBIMHU CpPEICTBAaMH, TaKUMH KaK XHMHUOTepaneBTHYECKHE CpencTBa. BBeneHue
MOXET OBITh CHCTEMHBIM HWJHM MECTHBIM. B MNpeAnodYTUTENbHBIX BapUAHTaX
OCYLIECTBJIEHUS] BBEJEHUE OCYIIECTBISAIOT MyTeM MOAKOXHON HHBeknuu. CocTaBbl
IS TAKUX HHBEKUHH MOTYT OBITh NMPHUTOTOBJIEHBI, HAaPUMEP, B TNPEABAPHUTEIBHO
3aMOJIHEHHBIX HINPULIAX, KOTOPble MOKHO BBOJUTH OJIMH pa3 B JIBE HeJleNH.

[000232] B KOHKpETHBIX BapHaHTaX OCYLIECTBJEHMS COCTaB CcBs3biBaronero IL-
36R cpencTtBa BBOASAT NYTEM MHBEKLIHMH, C MOMOLIBK) KaTeTepa, € IOMOULIBI)
CYNIO3UTOPHUSI WM C MOMOLIBK HMMILIAHTATa, MpPUYEM HUMIJIAHTAT MPEeICTaBIsAeT
co0Oil TOpPHUCTBIN, HENMOPHUCTBIH WIJIM Treleo0pasHbIi MaTepuas, COAepIKaIUun
MeMOpaHy, TaKyl Kak cuamactTudeckas memOpaHa, uiau BOJOKHO. OOBIYHO mpu
BBEJAEHHUHU COCTAaBa HCIIOJB3YIOT MaTepPUaNbl, KOTOpble He a0COPOUPYIOTCS aHTUTEIOM

nportus IL-36R unu cpencrsom.
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[000233] B gpyrux BapuaHTax OCYINECTBIEeHUs aHTuUtenao npotus IL-36R unu
CPEACTBO JOCTABJISIETCS B CUCTEME C KOHTPOJHPYEMbIM BbICBOOOXKAEeHHEM. B omHOM
BApUAaHTE OCYINECTBJIEHUS MOXET OBITh MUCIOJB30BaH Hacoc (cMm., Hanpumep, Langer,
1990, Science 249:1527-1533; Sefton, 1989, CRC Crit. Ref. Biomed. Eng. 14:201,
Buchwald u coast., 1980, Surgery 88:507; Saudek u coast., 1989, N. Engl. J. Med.
321:574). B npyrom BapuaHTe OCYIIECTBJIEHUS MOTYT ObITh MPHUMEHEHbI OJHUMEpPHBIE
matepuaisl (cMm., Hanpumep, Medical Applications of Controlled Release (Langer and
Wise eds., CRC Press, Boca Raton, Fla., 1974); Controlled Drug Bioavailability,
Drug Product Design and Performance (Smolen and Ball eds., Wiley, New York,
1984); Ranger and Peppas, 1983, Macromol. Sci. Rev. Macromol. Chem. 23:61. See
also Levy u coat., 1985, Science 228:190; During u coabt., 1989, Ann. Neurol.
25:351; Howard wu coat., 1989, J. Neurosurg. 71:105.) OOGcyxnatoTcs Apyrue
CHUCTEMBbI C KOHTPOJUPYEMBIM BbICBOOOKICHUEM, HapuMmep, v Langer, cm. BbIe.

[000234] CsasbiBaromee IL-36R cpenctBo (Hanmpumep, aHTuteno mpotus IL-
36R) MOXHO BBOIMTH B BHUIE (apMALEBTHYECKUX KOMIIO3ULIHH, COAEPIKAILIUX
TepaneBTU4YECKH 3((PEeKTUBHOE KOJHUYECTBO CBS3BIBAIOINETO CPENCTBA U OJWH HIHU
HECKOJBKO (papMareBTUUECKH COBMECTHUMBIX HHI'PEIUECHTOB.

[000235] Ecnu dapmaneBTHYeCKHH COCTaB BBOOIAT NyTeM HH(PY3UH, TO €ro
MOXHO OTIYCKaThb C MOMOINBIO (lakoHa 1Js MHQPY3UH, COAEPIKAIIEro CTEPHUIBHYIO
BOAY WM (U3MOJOTHYECKUH pacTBOop (apmaueBTHYeCKOro kadecTBa. Ecuu
dapmaneBTHUECKUIl mpenmapaT BBOAAT INyT€M HMHBEKLHMH, TO MOXeT ObIThb
NpefOoCTaBJIeHAa aMIyJia CTePUIbHONW BOABI I MHBEKUUH HUIN (PU3HOJOTHYECKOrO
pacTBOpa, YTOOBI HHTPEUEHTBI MOXKHO OBIJIO CMEIIATh MePea BBEJCHUEM.

[000236] Kpome Toro, papManeBTUUYECKHIA COCTAB MOXKET OBITh MPENCTABICH B
Buae (apmamneBTUUYEeCKOro Habopa, BkIpUammero B cebds (a) KOHTelHep,
coaepkamui cpencTso, cesazbiBatomee [L-36R (manpumep, antureno nporus IL-36R)
B JuodunusupoBaHHoM Buzxe u  (0) BTOpOH  KOHTeiiHep, coaep:KauIui
(dapmaneBTHUECKH TNpPHEMIEMBbIH pa30aBUTeNb (HampuMep, CTEPHJIBHYI BOAY) IJIs
UHBEKIHI. PapManeBTUUECKH MPHUEMIIEMbI pa30aBUTENb MOXKHO HMCIIOJIb30BATH JJIS
BOCCTAHOBJICHUSI WJIM pa3BeNeHHUs JHOPUIN3UpPOBAaHHOro aHTuTena mnportus I[L-36R
wiu cpenctea. K rakomy koHTeliHepy(am) He00s13aTeIbHO MOXKET OBITh MPUCOETUHEHO
yBenomiieHue B ¢dopMe, TPENNUCAHHON  INPaBUTENbCTBEHHBIM  OPTAHOM,

pPeryaupyoUIdM TPOU3BOACTBO, HCIIOJB30BAHUE WM MPOAaXy (dapMareBTUIECKUX
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WIH OMOJIOTUYECKUX NMPOAYKTOB, IPUYEM YBEIOMIIEHHE OTPa’kaeT 0100peHne OpraHoM
NPOU3BOACTBA, UCIIOJb30BAHUS MJIU MPOJAAXKU AJISI BBEACHUs YEJIOBEKY .

[000237] KonmuectBo cBs3biBaromero IL-36R cpeacrBa (Hampumep, aHTHTENA
npotuB IL-36R), kortopoe »s¢ddexkTuBHO npH JTeUEHUHM UIU NPOPUIAKTHKE
UMMYHOJIOTHYECKOTO PAacCTPONCTBA MJIM pPaka MOXHO ONpPEAENUTb CTaHAapTHBIMU
KJIMHUYeCKUMH Metojgamu. Kpome Toro, HeoOA3aTeNbHO MOXHO HMCIIOJb30BAThH
aHAJM3BI in Vifro, 4TOOBI MOMOYb ONPEAETUTh ONTUMAJbHBIC THANAa30HbI 103. To4yHas
7033, UCIOJb3yeMasi B COCTaBe, TaKKe OyNeT 3aBHCETb OT NMYTHU BBEIECHUS U CTAAUHU
UMMYHOJIOTUYECKOTO pPacCTPOWCTBA WJIM paka, M JAOJUKHA OBITh OmIpeneieHa B
COOTBETCTBHM C MHEHHEM MPAKTUKYIOIIErOo Bpada M OOCTOSITEIbCTBAMH KaKIOTO
MalUeHTa.

[000238] B HekoTOpbIX BapuUaHTaX OCYIIECTBJICHUsS (apMaleBTUUECKUE
cocTaBbl, coaepxamue casasbpiBaromee IL-36R  cpeacTBo, MOTYyT JOONOJHUTEIBHO
comepkaTb  TEpalmeBTUYECKOE  CPEencTBO, JUOO  KOHBIOTHPOBAaHHOE,  JHOO
HEKOHBIOTMPOBAHHOE CO CBSA3BIBAIOIIUM cpeAcTBOM. AHTUTeno mnpoTtus IL-36R umnun
cesa3biBatomee IL-36R cpencTtBo MOryT OBbITh BBEAEHBI COBMECTHO B COYETAHUH C
OAHUM MWJIU HECKOJbKMMU TEpaneBTUYECKMMU CpPEACTBAMHU [Jsl JIEYEeHHs UIHU
npopUIAKTUKA UMMYHOJIOTHYECKUX PACCTPONHCTB WJIU paKa.

[000239] Takoe BBeaeHHE KOMOUHHMPOBAHHON Tepamuu MOXET HMETh
aAUTHBHBIA UM CHUHEPTeTHUEeCKUH 3P ¢PeKkT Ha mapameTphl 3abosneBaHus (Hampumep,
TAKECTh CUMIITOMA, KOJUYECTBO CUMIITOMOB MJIM YaCTOTY PELIUAUBOB ).

[000240] UYrto kacaeTcs TepameBTHYECKHUX CXeM KOMOWHATOPHOrO BBEIEHHS, B
KOHKPETHOM BapUaHTE OCYIIEeCTBJEHUsA aHTUTeno npotus IL-36R unu csas3biBaroee
IL-36R cpencTBO BBOAST OAHOBPEMEHHO C Te€pameBTHYECKUM CpeacTBoM. B npyrux
KOHKPETHBIX BapUaHTax OCYINECTBJIEHUs TE€PaneBTUYECKOE CPEACTBO BBOAAT OO WU
nocje BBeAeHus aHtutena npotuB IL-36R unu cesaseiBatomero IL-36R cpeacTBa mo
MEHbIIEH Mepe B T€UYeHHE OT OAHOTO 4Haca U N0 HECKOJbKHUX MECsLEB, HAIPUMEpP MO
MEHbILIEH Mepe B TEUEHHUE 4Haca, MSITH 4acoB, 12 4acoB, ONHOTO JHsA, HEAENHU, Mecsla
UM TpeX MecsALeB, A0 HUIM IMOCjHe BBeAeHHs aHTuTena nporus IL-36R wunm
csasbpiBaromero IL-36R cpencrsa.

W3pennsi IpOMBIIIIEHHOTO ITPOMU3BOJICTBA

[000241] B nampyrom acnekTe Ipeniaraercs HU3JeNHe MPOMBIIIJIEHHOTO
NPOU3BOJACTBA, COAEprKallee MaTepuasbl, IPUrOAHbIE AJs JIEUEHUs] OMUCAHHBIX BbILIE

pacctpoiicTB. U3nenue npoMBILIJIEHHOTO MPOU3BOACTBA BKJIIOYAET B ce0s1 €eMKOCTb U
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5TuKeTKy. llogXonmsmuMu eMKOCTSIMH SIBJISAIOTCS, Hampumep, OyTbUIKH, (DIIaKOHBI,
IIMIPUIBI U TPpoOupku. EMKOCTH MOTYT OBITh H3TOTOBJICHBI U3 PA3JIMUHBIX MAaTEPUAJIOB,
TaKUX KaK CTEKJO WM IJIaCTUK. EMKOCTh COAEpPKUT KOMIIO3ULHIO, KOTOpas
s pexTuBHA NN J€YEHUs] COCTOSHHUS U MOXKET HUMETb CTEPUJIbHOE OTBEPCTHE IJIs
nocryna. Hampumep, eMKOCTh MOXKET NPEACTAaBIATh COOOH MakeT ¢ pacTBOPOM MJis
BHYTPUBEHHOTO BBEIEHHUs N (PJIAKOH, UMEUUN npobKy, mpoOUBaeMyO HIJOH AJIs
MOAKOXKHBIX HHBEKIUNW. AKTHUBHOE CPEACTBO B COCTaBe TMpeACTaBisieT CcoOoi
ryMaHu3upoBaHHOe aHtuTeno mnpotuB IL-36R. DTukeTrka Ha €MKOCTH WU
OTHOCSIINASsICA K €MKOCTH YKa3bIBA€T, YTO KOMIIO3HMIHI0 HCIOJB3YIOT ISl JICYCHUS
BBIOPAHHOTO COCTOsiHUs. M3menmue MOXKET JOMOJHHUTEIBHO COIEpPIKaTb BTOPYIO
€MKOCTb, CcoAepXamyw (apMaleBTHYECKU mpueMiieMblii Oydep, Takoll Kak
3a0ydepennsiii pocharom ¢(uznosoruuecKkuii pacTBop, pactBop PuHrepa m pacTBop
nekcTpo3bl. OHO MOXKET JOMOJHHUTEIBbHO BKIOYATh IPYyrUe MaTepHaitbl, HEOOXOANMBIE
C KOMMEpYECKOW TOYKH 3PEHHUS U C TOUKHU 3PEHUS IOJb30BATEJNs, BKIIOYas APYrue
Oydeprr, pasbaBurenu, QUIBTPBI, WIJbI, I[MIPHOBl W BKJIAABIIH B YHAKOBKU C
UHCTPYKILUSIMHU 110 TPUMEHEHHIO.

[000242] H300pereHHe MONMOJHUTENBHO OMNHCAHO B CIEAYIOUIUX NPUMEpPax,

KOTOpbIE HE MpeAHa3HAa4YeHbI Il OrpaHuYeHus o0beMa N300peTeHus.

IIpumepsnl
IIpumep 1

KondopmanmonHas u kojutonaHasi veroiuusocTs (pH 1 OydhepHblil CKPUHUHT)

[000243] Tepmuyeckyrw yCcTOWYMBOCTp B paumama3zone pH ot 5,5 nmo 6,5
OLIEHWBAJIM TYyTeM MOHUTOpPUHTa Temmneparypel pa3sopauuBanus (T(h)) ¢
ucnonb3oBanueM JC® (muddepennuanbHoli ckanupyromeit ¢ayopumerpuun). T(h)
npencTaBisieT coOoi Temnepatypy ruapodoOHOTO BO3AEHCTBUSA, KOTOpPAsh aHAJOTHYHA
U yKa3zaHa 31ech Kak Ty, 9YTO O3HAa4aeT TeMIepaTypy pa3BopadyuBaHus Oerka.
OOpasusl pazdaBisiiu COOTBEeTCTByRO UMY Oydepamu no nenesoi koHueHrpauuu 0,5
MT/MJI 1IsI UCTIOJIB30BAHUSI B CKPUHUHTE TepMOCTabMIbHOCTH ¢ nmoMoinbo J[CD.

[000244] KomnouaHywo cTaOUIBHOCTH COCTABOB OIeHMBANU ¢ momombi DLS
(nuHamudeckoro  cetopaccesinus).  Koaddunuent nuddysum  anTUTENna B
COOTBETCTBUHU C HACTOSIINM H300pETEHHEM H3MEpPSIN MPHU HECKOJbKUX Pa3JIHMYHBIX
KOHI[eHTpanusx Oeyka B pa3HbIx Oydepax.

[000245] Pesynbrarer ananuza JC® nnsa ckpununara pH/Oydep nu yerkoe

BJIUSIHUE H Ha Temmepar TEPMHUUYECKOTO azBopauuBanus Tn. JlaHHBIE
Ypy
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TEPMHYECKOH yCTOWYHMBOCTH TOKa3ajd, 4YTO KOH(POPMAIMOHHAs yCTOWYHMBOCTH
HE3HAYUTEJIbHO MOBbIanach ¢ ypenudeHuneM pH. B tabnuine 1 nmokasanel Oydepsl,
KOTOpbI€ ObLIN OLIEHEHBI, U COOTBETCTBYIOINE Ty B COOTBETCTBYOLIUX Oydepax.

Tabauua 1: Cxkpununr pH/bvdep: 35auenus Tm. onpeneseHHble

uccinenoBanusmMu JICD

Bydep T (°C)
I'mctupun pH 6,5 71
®ocodar pH 6,5 71
Cyxuunat pH 6.4 71
Iurpar pH 6,5 70
Cyxuunart pH 6,0 70
Iurpat pH 6,0 70
I'uctunun pH 6,0 69
Anerart pH 5,5 69

[000246] CxpuHUHTOBOE HcCIeNOBaHUE KoJUTounHoN ctabuibHocT (Durypa 1)
NOKA3aJI0 HEOXXUAAHHBIE PE3yJbTAaThl, YTO COCTaBbl aHTuTena mnpotuB IL-36R (kak
onucaHo B Hacrtosmed 3asBke) nmpu pH 5,5 (25 MM anerar), u pH 6,0 (25 MM
TUCTUIMH) TPOSBISUIM  Haumbosee MHorooOemaromue CcBOHCTBA (MHHHUMAJIbHOE
MeXOeNnKkoBOe B3auMOAeHCTBHE W Bbicovalmas crteneHb audoysun). Kommounnsii
CKPMHUHTOBBIM aHanu3 nokasai, uyto auerat (pH 5,5) u ructunun (pH 6,0) momxHbI
UMEeTh HAaWMEHbIIee KOJIMYECTBO MEXOEeNKOBBIX B3auMonencTBuii. CKpPUHUHIOBOE
UCCIeA0BAaHNE KOJUIOUIHON CTaOMIBHOCTU MPOBOAIM AJst aHTUTeNa npoTus IL-36R B
KOHIeHTpauusx 5-20 mr/mu.

Ilpumep 2:

Uccnenosanue xumuueckol crabunbHocTu (2 Heaenu npu 40 °C)

[000247] Xumuueckyr  crabuiapHOCTH  aHTHUTena  npotuB IL-36R B
COOTBETCTBUU C HACTOSIMMM u300peTeHHeM oueHuBanu kak ¢yHknuw pH/Oydep.
OO6pas3upl ObUTH MPUTOTOBJEHBI ¢ KOHIEeHTpanue 80 mr/ma B guanazone pH ot 5,5 no
6,5. O6pasusl 3anonHsn Mo 1 M B cTekyisiHHbIEe PaakoHbl oO0beMoM 2 mui. OOpasiubl
uHkyOuposanu npu 40°C B Teuenue 14 nueir. OOpa3usl ObLIN OIIEHEHBI B TOM YHCIE U
BU3yaJIbHO,  KOHIeHTpamus Oeiaka  (Aago), HP-SEC  (Bbicokoa(ddexTupHas
SKCKIIFO3MOHHAs Xpomartorpadus) miIsi ONpeaesieHuss COIepKaHUs MOHOMepa W

obpaszosanus arperatroB u CEX (xkarmoHooOMeHHass xpomartorpadus) sl U3MepeHUs
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BapuaHTOB 3apsga B Buae APG (rpynmel kucinoTHeix nukoB), BPGs (rpymnmel
OCHOBHBIX MMMKOB) U OCHOBHOM UK.

[000248] BusyanbHas oueHKa 00pa3LOB MOKa3ajga, 4TO OOJBIIMHCTBO 00pa3LoB
noMyTHeNu udepe3 14 nHel. Y iMBUTENBHO, HO TOJNbKO oOpa3usl B 25 MM anerara, pH
5,5, ocraBanuck npo3pauHbiMu yepes 14 nueit npu 40 °C.

[000249] HP-SEC mokazana, uto Haubojee moaxonsmuMm OydpepoM C TOYKH
3peHusi %o OCHOBHOTO MHKa, OCTaBinerocs depes 14 nueii, Obun 25 MM anerart, pH 5,5
(98,5%), 3a xoTopbiM cienoBainu 25 MM nutpara pH 6,5 (97,5%) u 25 MM nutpara
pH 6,0 (97,1%). Jauuble ocHOBHOro mnuka mnocie 14 nuedd npu 40°C nus
JIOTIOJTHUTENBHBIX Oy(depos, Takux kak ructunud pH 6,0, docdar 6,5 u cykuunar pH
6,4 coctapasau oT 88,9 no 91,9%.

[000250] Hamnbie CEX uepe3 14 gueit mpu 40 °C mokasanu HauBbicmuil %
ocHOBHOro muka B 25 MM amerara pH 5,5 (54,0%), mo cpaBHEHHIO C APYTHMH
npotecTupoBaHHBIME Oydepamu (33,3% - 44,5%).

[000251] Hamnbie CEX uepe3 14 ngueit mpu 40°C nmokazanu camblii HU3KHN %
kuciaoTHoro nmuka B 25 MM amerara pH 5,5 (38.1%), nmo cpaBHEHHIO C APYTHUMH
tecTupyeMbeiMu  Oypepamu (Bmiote n0  58,1%). Dtor Oydep Takke wumen
CONOCTAaBUMBbIE€ XapaKTEPUCTUKH C IPYyruMu Oydepamu ¢ TOUKH 3pEHUS] MUHUMHU3AILUU
NOSIBJIEHHUS] OCHOBHBIX BHUIIOB.

[000252] Ha ocHOBaHUM pPE3yJIbTATOB, MOJYYEHHBIX C TMOMOUIBK BHU3YyaJbHOU
ouenku, a takxke HP-SEC u CEX, 25 MM anerar pH 5,5 okasancs naubomee
noaxoasmuM OydepoM ans  KOMIO3UMLMM 1ocie 14-THEBHOro YCKOPEHHOTO
UCCIIeIOBaHUs CTaOUIBHOCTH.

[000253] Xors T, Obima camoii Huskou nus pH 5,5 B wuccnemoBaHuu
TEPMHYECKOTr0 CKPUHHMHTA, OBLI CHI€JIaH BBIBOJ, YTO KOH(POpMALMOHHAs CTAOUIBHOCTD
MOKET OBbITh yJIy4lIeHa N0OaBIEHHEM HCKJIIOYEHHBIX CTAOUIIN3aTOPOB PACTBOPEHHBIX
BellecTB (Hampumep, caxaposbl). CrnenoBaTtenbHO, B KadecTBe Oydepa BbIOOpa s
antutena npotus IL-36R B COOTBETCTBHHU C HACTOSIIMM H300peTeHHEM ObLI BBIOpaH
25 MM aunerar, pH 5,5.

IIpumep 3:

HccaenoBaHue MOBEPXHOCTHO-aKTHBHOI'O BEIIECTRA

[000254] Ortor paboumit mnpumep OblT THpPOBEAEH A  ONTHMHU3ALHUHU

KOHI[eHTpanuu nojucopdara 20 B 4eThIpeX pa3IMYHBIX COCTAaBax, coxepxkamux 25 MM
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Tabnuua 2: CocTtaBbl, OLIEHEHHBIE B UCCIAENOBAHNN ONTUMU3ALIAU

NOBEPXHOCTHO-aKTHBHBIX BCIICCTB

Marpuna coctaBa Cocran 1 Cocras 2 Cocras 3 Cocras 4
AHTHUTENO MPOTHUB
IL-36R (xak omucano | 150 mr/mn 150 mr/mn 150 mr/mn 150 mr/mn
B HACTOSIIIEN 3asiBKe)
Arnerar 25 MM 25 MM 25 MM 25 MM
Caxapo3sa 200 MM 200 MM 200 MM 200 MM
0,02% 0,04% 0,06%
V] > > 5
Homucopdar 20| 0% (mac./od.) |\ /o6y | (vac/ob) | (mac./o6.)
[000255] Mnst wucchnenoBaHUsS TOBEPXHOCTHO-aKTUBHOTO BeI[eCTBAa ObLIH
NPOBENEHBl CJIENYIOIHE 3KCIEPUMEHTHl: CTaOMJIBHOCTH MPH 3aMOPAKHBAHUU-
OTTAaWBaHWUM, CTAOMIBPHOCTH NpH mnepeMemuBaHuu. Crenyomue aHATU3bl OBLIH

WCIOJIb30BAHBI IS aHAJM3a 00pa3IoB, MOJYUYEHHBIX B PAa3JIMYHBIX SKCIEPUMEHTAX . B
ToM unciie HP-SEC u HeBUOAMMBbIE YaCTHULIBI.

HccaenopaHue cTaOUIbHOCTHU OpHu 3aMOPAKHMBAHUHN-OTTAMBAHUHU

[000256] PactBop antuTena npotus IL-36R B COOTBETCTBUM C HACTOSAIIUM
n300peTeHneM 3aMOpaXkMBalil B CTEKJSHHBIX (uakoHax npu -40 °C B TeueHue 24
4acOB C NOCJHEAYHIHMM OTTaMBAHUEM IPU KOMHATHON Temmeparype B TeueHue 2
4acoB. OTy mNOpouUeaypy TMOBTOpsiiu n0 3  pa3. 3areMm oOpasmbl  ObutH
NpOaHaJIU3UPOBaHbl B TOM unciie ¢ nomouibio 1 HP-SEC.

[000257] Heoxwunanno pesyabratel HP-SEC noxkazanu, uto cocraBel ¢ 0,06%
nonucopbara 20 UMeTU MOBBIIIEHHBIE YPOBHU BHICOKOMOJIEKYJISIPHBIX BEIIECTB MOCIE
TpeX LHKJIOB 3aMOpakuBaHus-oTTanmBanus (Purypa 2), mo CpaBHEHHIO C JPYTUMH
cocTtaBaMHu ¢ 0Oojiee HU3KMMHU KOHIEHTpanusMu nonucopbara 20. DTH COCTaBbl ¢
KoHIeHTpauussmMu nouucopdara 20 ot 0 no 0,04% nokazanu ceds OAUHAKOBO XOPOIIO
U HEMHOTO Jyuie, ueMm coctas ¢ 0,06% nonucopodara 20.

Y CcTOHYUBOCTD IIPU II€pEMEINTUBAHUU

[000258] HccnemoBaHue MepeMEIIMBAHUS MPOBOAWUJIHN C TMOMOINBIO IIEeHKepa

Ipu KOMHATHOH TemmepaType B TedeHHe 48 uacoB. AHaiu3 ObLI BBINOJIHEH B TOM
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yucyie u ¢ nomoupo HP-SEC, a Takke MUKPOCKONHMHU C BU3yalu3allMeld MOTOKa IS
U3MEPEHHs CONepKaHus HeBUAUMBIX yacTul (SVP).

[000259] Pesynprarel HP-SEC noxkazanu HeOonblioe yBeJHUYEHUE arperauum,
korpa monucopdar 20 me mpucyrcroBan (Purypa 3). Bce apyrue cocraBel umenu
aHAJOTHYHBIE YPOBHU arperaToB B KaxaAOW Touke oTOopa oOpa3uos.

[000260] Heoxwunanuo pesynbraTsel SVP mokasanu, uro xommoszunus ¢ 0,04%
PS20 umeer HaumMeHbIIEe KOJUYECTBO HEBUIUMBIX YACTHUI[ MOCJE MEPEeMELIUBAHUS B
teyeHue 48 yacos (Tabnuna 3).

Tabnuua 3: Pesyabratel SVP 110 ¢cTaOUILHOCTH NPHU NEPEMEILIUBAHUNA

(OHTI/IMI/I3 anusa NOBEPXHOCTHO-AKTHUBHBIX BeH_IeCTB)

YacTuusl/mn
HazBanwue obpasua Huametp Huametp 25
10-25 MxkMm | MKM u OoJee
0% monucopdara 20 nepememupanue (48 4yacon) 3854 277
0,02% nonucopbara 20 nepememuBanue (48 qacos) 1178 149
0,04% nonucopbara 20 nepememuBanue (48 qacos) 139 15
0,06% nonucopbara 20 nepememuBanue (48 qacos) 273 36

[000261] IloBwimenune koHHeHTpaunu noaucopdara 20 seime 0,04% (mac./00.)
HEOXKMJAHHO TMpPHUBEJO K HeOOJbIIOMY YBEJWYEHUIO arperauuu oOpasloB MpH
3aMOpakMBaHUM-OTTauBaHUU. C APYroil CTOPOHBI, HCCIENOBAHUS C NEPEMELIINBAHIEM
MOKa3ajiu, 4YTO yaajieHue nonucopbara 20 mpuBeNO K HECKOJbKO 0OoJjiee BBICOKOM
arperauun. Kpome Toro, mociae mnepememuBaHus SVP  Obuim  BbIIE  TIpU
KOHIeHTpanusx nmogucopdara 20 Beime u Huxke 0,04% (mac./00.), 4ero He 0XKUIANOCH.
Ha ocHOBaHMM 3TUX pe3yJbTaToOB Oblia BbIOpaHa KOHEYHAsh KOHLEHTPALIMs
nonucopbara 20, cocrasusromas 0,04% (mac./006.). JlonmoNHUTENbHBIE HCCIETOBAHUS
nokazanu, 4to 0,04% (mac./00.) momucopbara 20 Takke MOAXOAUT ISl PacTBOPA,
conepskamero 60 mr/mn Oenka.

IIpumep 4

OxoHYaTeJIbHOE CKPHHUHIOBOE UCCIENOBAHNE COCTABA

[000262] Ha ocHOBaHWM AAaHHBIX MEPBOHAYAIBHOTO CKPUHUHTA OBLIO BBIOPAHO
mecTh BO3MOXKHBIX cocTaBoB (Tabnmua 4) nns TecTHPOBAHUS B OKOHYATEJIHHOM
CKpuHHHIEe cocTtaBa ¢ aHtutenom npotus IL-36R mpotus IL-36R B cooTBETCTBHU C

HacTosUM u3oOpereHueM B KoHHeHTpanuu 150 mr/mia. JJoGasnsnu aprunud HCl u
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NaCl, 4yTo0bI OLIEHUTHh WX MOTEHIMAN IO CHU)KEHUI0O MEKOENKOBBIX B3aMMOAEHCTBHI.
VYMeHblIeHHe MeXOENKOBBIX B3aUMOAEHCTBUNH MOJKET YMEHbIIUTb Aarperauui u
CHU3UTD BI3KOCTD.

Ta6n1/1ua 4: KOMIIO3UIIMHU COCTABOB JUISI CKPUHUHIa OKOHYATEJbHOI'O COCTaBa

[TonucopOar Hpyrue
Cocras Caxap 20 bydep pH MO N HATE
F1l 200 MM 0,04% 45 MM 5,5 -
caxaposa anerar
2 150 MM 0,04% 45 MM 5,5 25 MM
caxaposa alerar apruaud HCI
3 150 MM 0,04% 45 MM 5,5 25 MM NacCl
caxaposa anerar
F4 200 MM 0,04% 45 MM 5,5 -
Tperauosa anerar
S 150 MM 0,04% 45 MM 5,5 25 MM
Tperajgosa alerar apruaud HCI
F6 150 MM 0,04% 45 MM 5,5 25 MM NacCl
Tperauxo3a anerar

[000263] [lisi OKOHYATENBbHOTO CKPUHUHIA IMECTU BO3MOXHBIX COCTABOB OBLIH
NPOBEIEHBl CIENVIOMHE SKCIEPUMEHTBhI. HCCIENOBAHUE CTAOMJIBHOCTH 32 BOCEMb
HeleNnb, CTaOWIBHOCTH IPU 3aMOPAXMBAHUM-OTTAMBAHUHU, CTAaOUJIBHOCTH TMPHU
nepeMeInBaHuU U GOTOCTaAOUIBHOCTD.

8-HeneabHOE YCKOPEHHOE MCCIeN0BaHNE CTAOMIbHOCTHU

[000264] KonuenTpamusi Oenka AJs BCeX COCTABOB coctaByisia 150 mr/mi,
U3MEpEeHHble 3HAYEHHS KOHIEHTPAalMd HAXOAWUIUCh B mpepenax 155 - 166 mr/mu.
OO6pa3upl momemanu B CTEKJIsHHbIE (JIakoHbl oObeMoM 2 M (o 1 mu Ha (JakoH).
Konnenrpanus anerata cocrasisuia 45 MM. OOpasubl XpaHWIN TPU TPeX pPasHbIX
temmeparypax (5°C, 25°C, 40°C). O6pa3ubl aHATU3UPOBAIH C MTOMOINBIO CIAEAYIOIUX
aHaIM30B: B TOM uuciae u HeBunuMmble dactuubl, HP-SEC, csaspiBanue IL-36R
(a3pdexTuBHOCTh), HeBOoccTaHOBIEeHHBII CGE (3nmexkTpodopes B KamMIUIAPHOM reje
nns  obHapykenusi ¢parmenToB) u iclEF (Busyanu3mpoBaHHOE KaMUJIISPHOE
U303JIEKTpUUEeCKOoe (POKYCUPOBAHHUE I U3MEPEHHS BAPUAHTOB 3apsia).

Hesuaumslie yactuunl (SVP)

[000265] MOHUTOPUHT HEBUAUMBIX YaCTHUI] B BO3MOXKHBIX COCTaBax MPOBOAUIH
C MOMOIIBI0 MUKPOCKOIHUH € BU3YyaJU3alHed MOTOKa. Y IUBUTENBHO, HO sl 00pas3IoB,
xpansmuxcs npu S5, 25 u 40°C, He HAONIOOANOCh YETKUX TEHACHLUH B MOACYETE

gactul auameTpom 10-25 MM unu 25 MkMm u 6onee. B ob6enx kaTeropusix Bce IIECTb
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COCTABOB IOKA3aJlM aHAJOTHUYHbBIE PE3YyJbTAaThl C HU3KHUM KOJHUUYECTBOM HEBUIUMBIX
4aCTHULl B KOHII€ BOCbMHHEEIBbHOTO UCCIEAOBAHHUS.

iclEF

[000266] OOwmuit npoduap 3apsga nas anrurena nporu IL-36R B
COOTBETCTBHH C HACTOSIIUM H300peTEHHEM NEeMOHCTPUPYET KHCJIOTHBIE, OCHOBHBIE U
OCHOBHbI€ TIpynnbel NUKOB. BapuanTbl 3apsga aHtutena npotuB IL-36R B
COOTBETCTBHUU C HACTOAIUM H3o0pereHuem nocie 8 Henenb npu 40°C, mo-BUAUMOMY,
UMeJU OYeHb CXOAHYIO TEHIAEHIUIO MEXy COCTaBaAMU.

Hesoccranosneuueii CGE

[000267] UtoObl oneHUTH (parMeHTAIMIO M BOCCTAHOBJIEHHE IHUCYIbPUIHOUN
CBA3U COCTaBOB aHTutena npotuB IL-36R B COOTBETCTBUM C HACTOSIIUM
uzobpeTeHueM TpH XPaHEHWH, OLEHUBAIM  Pe3yJbTaThl dJiekTpodope3a B
HEBOCCTAHOBJICHHOM KanmwjuisipHoM rene. CxonHas cTeneHb (¢QparMeHTaluu W
BOCCTaHOBJIEHUsI AUCYIb(uaHbIXx cBszel (Yo HMM) HaOmomanach 1st BCEX COCTABOB
MpU TpeX TeMIlepaTypax XpaHEHHUS .

HP-SEC

[000268] CrabunpHOCTh cOCTaBOB B oOTHomeHun arperanuu (% BMM) B
BO3MOJXHBIX cocTaBax ouenuBaiu ¢ nomouibto HP-SEC. F2 u F5 mokaszanu Gonee
Hu3kui % BMM uepes 8 Henens npu 25°C u 40°C (Durypa 4).

Db dbexkTUBHOCTD

[000269] OddexTuBHOoCTs aHTHUTena unporuB IL-36R B cooTBeTcTBHHM C
HACTOSIIIUM H300peTEeHHEeM B BO3MOXKHBIX COCTaBaX OLEHHWBAJM C IMOMOLIBIO aHaN3a
cBsi3bIBaHMs. [IpuMeuaTenbHO, 4TO 3(P(HEKTUBHOCTh BCEX WIECTH COCTABOB OCTAETCS
cTabunpHON naxke nmocie xpaneHus npu 40°C B TeueHHe BOCBMU HEIEIb.

CTabunbHOCTh OpH 3aMOpPaXUBAHUHN-OTTAaNBAHHWHU BO3MOXKHbBIX COCTAaBOB

[000270] PacrtBop antutena mnpotus IL-36R B CcOOTBETCTBUUM C HACTOAIIUM
uzobperenuem (1 M) momemanu B CTEKJIsIHHBbIE (pJIaKOHBI 00beMoM 2 mut (o 1 mut Ha
¢dnakoH) u 3amopaxkupainu npu —40°C, ¢ mocieayOIUM OTTauBAaHUEM MPU KOMHATHOM
TeMrepatype. B o0meil cloKHOCTH 3Ty mpoUeaypy MOBTOPSUIH B TeYEHHE 3 LUKJIOB.
Jnst aHanu3a ObUTM HMCIIONB30BAaHbI TaKWe BHJABl aHAJNHM3a: BU3yalbHass oOleHKa, pH,
koHueHrpanus 6enka, HP-SEC, neBoccranoBnenubiii CGE 1 HeBUIHMBIE YaCTHIIBI.

[000271] IlpumeuaTenbHO, 4YTO BCE€ pE3YyJbTaThl AHAJUTHYECKUX METOIOB

nokasaj, 4TO MEeCTb COCTABOB MPOSABUIIHU cels OAUHAKOBO XOpOLIO.
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CTabunbHOCTh Opy NEepeMEIuBaHU BO3MOXHBIX COCTABOB

[000272] PactBop antuTena npotuB IL-36R B COOTBETCTBHM C HACTOAIIUM
N300peTEeHNEM 3aNOJHAIN B CTeKJIAHHbIE (iakoHbl oObemMoM 2 mi (o 1 Ha duakon).
OOpa3ubl BCTpsixuBaiu B TedeHue 48 4. mpu KoMHaTHOM Temnepartype. OOpas3ubl Obln
NPOAaHAJIU3UPOBAHBI C TOMOLIBIO: B TOM 4ucie pH, koHnenTpanuu Oenka, BU3yaabHOH
ouenku, HP-SEC, nesoccranosiaennoro CGE u iclEF.

[000273] VYnuBUTENbHO, HO MEpEMEIIUBAHUE HE OKA3aJ0 HUKAKOTO BJIHMSHUS HA
XapaKTEePUCTUKHU IIECTH COCTABOB B OI[€HEHHBIX aHAJTUTHYECKUX PEe3yJIbTaTax.

PoTocTaOUIBLHOCTh BO3MOIKHBIX COCTABOB

[000274] IlecTh COCTaBOB pa3jiUBaju B CTEKJsSHHbIE (PIaKOHBI 00BEMOM 2 MII
(mo 1 mn Ha ¢QnakoH), yKynmopuBaJIH MPOOKOH U 3amedaTbiBain. PIaKOHBI MTOMELIATH
IpU KOMHATHOW TeMIepaType Ipu MHTEHCUBHOCTHU cBeTa nmpubnmsurenpbuo 1100 moke
Ha 5 pHeidl. OOpas3ubl ObIIM MPOAHAJU3UPOBAHBI C HCIOJB30BAHUEM CIEAYIOMINX
AHATN30B. BH3yajbHas oueHka, koHueHtpamus Oenka, pH, HP-SEC, iclEF u wu
HeBoccTtaHoBieHHbINH CGE.

[000275] Pesynbrarel Bu3yainbHOH oueHku, pH, konuentpanun Oenka, iclEF u
HeBoccTtaHoBieHHoro CGE mokaszanu, dYTO BO3AEHCTBHE CBeTa Ha JO00H U3
IPOTECTUPOBAHHBIX COCTABOB HE HaOJI0aI0Ch.

[000276] Habnroganoch HeOONBIIOE BAUSIHHE HA COAEP’KaHUE OCHOBHOTO MHKA
B HP-SEC, cumxenue Obuto cambiM HH3KUM 1051 F5 uepes 5 nHell mpu KOMHATHOH
TeMmreparype u BosuaeicTBum ocsemennn (TabGnuma 5). B mpunnmme, Bce cOCTaBBI
0Ka3aJUCh HEOXKUJAHHO YCTOWYMBBIMU K BO3JAEHCTBHUIO CBETA.

Tabnuua 5: % OCHOBHOIO MUKA U3 UccleaoBaHus GOToCTaOUIBbHOCTH,

oposenenHoro ¢ nomomew HP-SEC

Cocras F1 F2 F3 F4 F5 F6
5 nHel npu
CBETE 99.0 99.0 98.8 99.0 99.4 98.9

Pe3ynpTaThl OKOHYATEIBHOIO CKPUHUHIOBOIO MCCIEAOBAHMS COCTaBa

[000277] VY nuBUTENbHO, HO OL€HKA JAHHBIX BOCHBMHHEIEJHHOTO YCKOPEHHOTO
UCCIIeIOBAaHUs CTAaOMIBHOCTH IMOKa3aja, YTO BCE COCTaBbl MPOSIBUIN ce0s OMUHAKOBO
XOpOUIO TMpH OLIEHKE C T[OMOULIBI0 pa3JMYHbIX aHaJIu30B. ENMHCTBEHHBIM
UCKJIFOYEHHEM M3 3TOro mpaBuyia Opuio TO, 4To coctaB F2 m F5 oxaszancs HemMHOro

Oouee CTa6I/IJ'IbeIM, €M JOpyruc cCoCTaBbl, B OTHOWICHHWHU BbBICOKOMOJICKYJISPHBIX
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BEI[ECTB IIOCJIE€ BOCBMH HeAeNb XpaHeHus, B ocoOernHoctu mpu 25 u 40 °C. Oro
yKa3blBa€T HAa TO, 4YTO APrUHUH OKa3blBaeT MOJOXKUTEJIbHOE BIMSHUE 34 CUET
CHUJKEHHUs MeXOenKOoBOro B3ammoaeHcTBus s aHtutena mnpotuB IL-36R B
COOTBETCTBHU C HACTOSIIIMM H300pEeTEeHHEM, TEM CaMbIM CHHXas CKJIOHHOCTb K
arperanuu. Kpome toro, F5 mokasan HEMHOr0O MEHbUIYI MOTEPH OCHOBHOTO INHKA B
UCCIeAOBAHUH (POTOIKCIIO3UIIUU.

IIpumep S

Bs3k0CTh pa3jaM4yHBIX OEJKOB M COCTABOB

[000278] Bonee Hu3Kash BI3KOCTHh OEJKOBBIX COCTABOB OCOOEHHO OjarompusTHa
I OMAIIHEro WCIOJb30BAHUS U CAMOCTOSATEIbHOTO BBEICHUS NALHEHTAMH.
benkoBeiil pacTBOp ¢ OoJiee HU3KOH BSI3KOCTBIO MOXKHO BBOAUTH Oosee ynobHo. Kpome
TOr0, MOXXHO HCIIOJIb30BAaTh TOHKHE UTJIbI IS IIMPHUIEB ¢ HU3KOH BI3KOCTHIO, a CUJIA
MHBEKLIUU OCTaeTcss npuemyeMmoi. brnarogaps TOHKOW urjie yMeHbIIAeTCs
00JIe3HEHHOCTh HHBEKIINH.

[000279] Tem He MeHee, BBICOKOKOHLEHTPHPOBAHHBIE OEJNKOBBIE PaCTBOPHI
00BIYHO 00Jaat0T BBICOKOH BSA3KOCTBIO.

[000280] /laHHBIE TO BS3KOCTH pAa3IUYHBIX OenkoB U cocraBoB mnpu 20°C
noka3zanbl Ha Purype 5. JlanHble ObliM moJydeHsl ¢ moMouibio peomerpa Thermo
Scientific Haake (Mars III) u reomerpum u3MepeHHs B BUJE IUIACTUHBI U KOHYycCA.
JloGaBieHbl MpUMEpPHl pPa3JUYHbIX OENKOB ¢ KOHIUeHTpauueit Oenka ot 145 mo 189
mr/mia. JlaHHble TOKa3aHbl HAa OCH X TPH YBEJIWYEHHH KOHIEHTpaLUMUH Oeika.
JIOTIOJHUTENIPHO NAaHHbIE BS3KOCTH st aHTUTena npotuB IL-36R mpu 60 mr/mia B
Ka4yecTBe Mmpumepa A00aBISIOTCS IJIsl TOTO, YTOOBI MOKAa3aTh BIUSHUE KOHIEHTPAIUU
Oenka Ha BSI3KOCTb (0Oojiee HU3KAsl KOHLEHTpalus Oejika MPUBOAUT K OoJiee HU3KOU
BSI3KOCTH). 10 CpaBHEHUIO ¢ THUIMHYHBIMH BBICOKOKOHIIEHTPHUPOBAHHBIMU OEJIKOBBIMU
pacTBOpamMu pacTBOpbI aHTUTEN NpOoTUB IL-36R MMeT HEOXKUTAHHO HU3KUE 3HAYECHUS
BS3KOCTH.

ITpumep 6

Uccnenosanue 1oarocpo4YHoi cTabUJIbHOCTU KOHEYHOIO COCTAaBa

[000281] JBa cocraBa (Tabmmma 6) Obuim BBIOpaHBI [JIE TECTUPOBAHUS B
WCCIIEJOBAHUU JOJTOCPOYHOU cTabmiabHOCTU. JIBa cocTtaBa ¢ aHTUTENOM mpoTuB IL-
36R B COOTBETCTBUHU C HACTOSIIUM HU300peTeHneM BbiAepkuBaiu npu 5°C B TedeHHE

1o Menben Mepe 30 mecsues.
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Tabauua 6: KOMIO3UIMY COCTABOB JUIsl UCCIEIOBAHUS NOJTOCPOYHON

CTaOUJIBHOCTH
Konnentpauus
AHTHTeNa IIoBepxXHOCTHO- Tpyrue
CocTas Caxap aKTUBHOE bydpep | pH
npotus IL- BELIECTEO HaMOJHUTEHU
36R H
F1 20 ME/M 200 MM nom/lcop6az 80| 25 MM 6.5 NA
caxaposa npu 0,04% HUTPaT
150 MM nonucopdar 20 | 45 MM 25 MM
k2 150 mr/mx caxaposa npu 0,04% alerar 33 apruaud HCI

30-MeCcsiUHOE UCCIIEIOBAHUE CTAOUIbBHOCTH

[000282] CtabunpHOCTB KaXKJIOTO cocTaBa KoHTpohuposanu depes 0, 1, 3, 6, 9,
12, 18, 24 u 30 unu 36 mecsue. OOpasubl aHATU3UPOBAJIU C MMOMOIIBID CIEAYIOIHUX
aHaNMM30B: B TOM umcie HeBuamMmbie duactunpl, HP-SEC, cBsaswiBanue IL-36R
(3pdexTuBHOCTL), HeBOoccTaHOBIEeHHBII CGE (3nexkTpodopes B KamMIISAPHOM reje
nns  obHapykenusi ¢parmenTtoB) u iclEF (BusyanusmpoBaHHOE KamUJUJIIPHOE
U303JIeKTpUIecKoe POKYCUpPOBAHUE ISl H3MEPEHUsI BAPUAHTOB 3apsijaa).

Hesuaumslie yactuusl (SVP)

[000283] MOHUTOPUHTI HEBUJIUMBIX YaCTHUL B  BO3MOXHBIX  COCTaBax
OCYIIECTBJISIIN MYTEM 3aTEMHEHHUs NMOTOKAa CBETOM. YIMBUTENBHO, HO 1A 00pas3IoB,
xpaHuBuuxcsa B TedeHue 30 mecsauer mpu 5°C, Habmroganuch Majble KOJHWYECTBA
yacTul guametpoM 10-25 Mxm mim 25 Mxm u Oonbine xkak s F1, tak u anst F2 mocne
no meHbpmel Mmepe 30 mecsines xpaneHus npu 5°C (naHHBIE HE MTOKA3aHBI).

icIEF

[000284] OOGmwuii npodunp 3apsma ans antutena nporuB [L-36R B
COOTBETCTBUHU C HACTOSIINM H300pPETEHUEM NEMOHCTPUPYET KHUCIOTHBIE, OCHOBHBIE U
OCHOBHBIE€ TPYIIBl MUKOB. BBUIO OYeHBb Majo M3MEHEHUH B npoduie 3apsiga mocie
XpaHeHUs 1o MeHbluell mepe B TedueHue 30 MecsuesB xpaHeHus npu 5°C kak ansa Fl,
Tak u st F2 (naHHbIe HE TOKAa3aHbI).

HeBoccranosineHueli CGE

[000285] UrtoObl omeHUTH (parMeHTAIUIO M BOCCTAHOBJIEHHE IHCYIb(PUIHOUN
CBA3M B cocTaBax aHtutena npotuB IL-36R B COOTBETCTBUM C HACTOSIIUM
n3obpeTeHrueM TPU XPAaHEHUH, MPOBOAUIIM OLEHKY pe3yJbTaThl 3jJekTpodopesa B

HEBOCCTAHOBJIEHHOM KanmwmwuisgpHoM rene. OueHb HU3KHE YPOBHU (parMeHTaUuH HU
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BOCCTaHOBJIEHUsI uCcynbhuanHbix cesazedl (Yo HMM) nabnronanucek nmocie He MeHee 30
mecsies xpanenus npu 5°C kak ansa F1, tak u ans F2 (naHHble HE MOKa3aHBbl).
HP-SEC
[000286] CtabunbHOCTH COCTaBOB B OTHomeHuu arperauuu (% BMM)
ouenuBaiau ¢ nomoinbio HP-SEC. Yausurensno, Ho F1 u F2 noka3anu oueHb HU3KUU
% BMM nocne no menbineit mepe 30 mecsiues xpanenus: npu 5°C (@urypa 6).

DdbbhexkTUBHOCTD

[000287] D¢ddexTHBHOCTP BO3MOKHBIX COCTaBOB aHTHTeja npotuB IL-36R B
COOTBETCTBHM C HACTOSAMUM H300pEeTeHHEM OLEHHBAJIN C [OMOINBI0 AaHalnu3a
cBs3bpiBaHus. I[lpumedarensHo, uto 3ddextuBHocTh F1 u F2 ocraercss crabunbHOM
naxe mocye 30 mecsines xpaHenus npu S°C (1aHHbIE HE TOKAa3aHBI).

PesybTaThl MCCIEAOBAHUN AOJITOCPOUYHON cTabUIBHOCTH

[000288] Ouenka pmaHHBIX 30-MEeCSYHOrO HCCIIENOBAaHUS  CTAOUIIBHOCTHU
nokasasia, uto kak F1, tak u F2 mposiBunu ceOss OAMHAKOBO XOPOLIO MPH OLEHKE C
MIOMOLIBK) PAa3JMYHBIX aHaJu30B. lIpuMedaTenbHO, YTO COCTaBbl IOKa3aaud OYEHb
Hu3kuil % conepkanust BMM nocne no Menbiueii mepe 30 MecslieB XpaHEHHUS.

IIpumep 7

YckopeHHoe UcClIeqoBaHuE CTaOUJIILHOCTHU

[000289] [JIBa coctraBa (Tabmmuma 7) Obpiu BeIOpaHBI 1A TECTUPOBAHUS B
UCCIENOBAHUM CTAaOMIBHOCTH B CTPECCOBBIX YCIOBMsX. /IBa cocTaBa C aHTUTEIOM
npotus IL-36R B cooTBeTCTBHHU C HACTOAIUM H300peTeHneM BbiaepskuBanu npu 40°C
B TeYEHHE IO TPEX MECSLEB B CTEKJSIHHBIX (piakoHax odbemom 10 mn (mo 8 mia Ha
¢nakon). CocraB F2 mnpencraBnsier coOOH 3TalOHHBIM COCTaB, KOTOPBIA MOKHO
HCIIOJIb30BaTh ISl MAPEHTEPaTbHOTO BBECHUS.

Tabnuua 7: KoMIo3unus cOCTaBOB JUIS YCKOPEHHOTO UCCISTOBAHUS

CTaOUIBHOCTH

Marpuna coctaBoB Cocras F1 Cocras F2
KoHuentpanus anturen npotus 1L-36R 60 mMr/ma 60 mMr/mn

Anerar 45 mM 0 MM

Iutpart 0 MM 25 MM

Caxaposa 150 MM 0 MM

L-Aprunun HCI 25 MM 0 MM

PS20 0,04% (mac./06.)[0,04% (mac./06.)
pH 5,5 6,5

MyTHOCTB
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[000290] CrabunbHOCTHP ABYX COCTaBOB KOHTposupoBainu dvepes O, 1 u 3
mecsa.  OOpasupl  aHATU3UPOBAJM MyTEM HU3MEPEHUs MYTHOCTH. MYyYTHOCTH
AHAJIU3UPOBAJU C IOMOINBIO CBETOpPAaCcCeAHUs NoA yrioMm 90° ¢ mOMOLIbI U3MEPUTENs
mytHoctu Hach Lange TL2350 npu naune Bosnnsl 400 - 600 HM. /[aHHBIE MOKa3aHbI HA
®urype 7. CocraB F2 noka3an pe3yabTaT 110 MyTHOCTH IO MEHblIEH Mepe B JBa pas3a
Bbile, yem coctaB F1. CocraB F1 HeoxugaHHO Moka3an O4Ye€Hb HU3KYIO MYTHOCTBH C
MOMEHTa MepBOHAYaAJIbHOrO oTOOpa 00pa3mOB B TEUEHUE MCCIAENOBAHUS OO Tpex
MeCSILIEB.

HP-SEC

[000291] CrabunbHOCTh coOcTaBOB B oOTHowmeHun arperanuu (% BMM)
onenusanu ¢ nomoubo HP-SEC. Jlannsie npencrasiensl Ha @urype 8. Heoxxunganso,
coctaB F1 mokasan odeHp Huzkuii % BMM c MoMmeHTa mepBOHa4ajdbHOro ortdopa
o0pa3LoB B TE€YEHHE HMCCIENOBAHUSA JO TPEX MECSAIEB IO CPABHEHHUIO C 3TAJOHHBIM
cocraBoMm F2. % BMM no menbieit mepe Ha 45% BbllIe AJs 3TaJOHHOTO coctaBa F2,
10 CPaBHEHUIO ¢ coctaBoM F1.

Pe3yabTaThl YCKOPEHHOTO MCCIEIOBAHUS cTaOUJIbHOCTHU

[000292] OueHka IOaHHBIX TPEXMECSIYHOTO UCCIEAOBAHHUS CTAOMJIBHOCTH B
cTtpeccoBbix ycioBusx npu 40°C mokasana mo MeHblIel Mepe B ABa pasa Oojee
BBICOKHE pe3yJbTaTbl IO MYTHOCTH JTAaJOHHOro cocraBa F2 mo cpaBHEHHIO C
cocraBoMm F1. Kpome Toro, coctaB F1 nmokaszan ouenp Huzkuii %o BMM oT HavanbHOU
TOYKH O0TOOpa 00pa3I0oB B TEUECHHE HCCIEIOBAHMS A0 TPEX MECSIEB IO CPABHEHHUIO C
3TaJOHHBIM cOCTaBOM F2.

IIpumep 8

CTabuiIbHOCTh HHOd)HHHBHDOBaHHOFO cocTraBa

[000293] CrabunpHOCTh  JHOPHIM3UPOBAHHOIO  COCTaBa  OLEHHUBAJIH B
CTEKJISIHHBIX (piakoHax obbemMoM 6 Mi ¢ 2,5 ma coctaBa aHTutena npotuB IL-36R
(Tabnuna 8) ¢ uCmoNb30BaHUEM CTAaHAAPTHOTO mponecca nuodrmiuzauuu. OOpas3us

xpanunu npu 40°C cpokom 10 6 MecsILEeB.

Tabauua 8: KoMmnosuuus cocrasa

Konuentpanuus IIoBepxHOCTHO-
HApyrue
AHTUTEJIA NIPOTUB Caxap AKTUBHOE bydep pH
HaNOJHUTEHU
IL-36R BELIECTBO

160 MM | ITonucopbar 20 | 25 MM

caxapo3a pu 0,02% HCTHAMH 6,0 |20 MM MaHHUT

60 Mr/min
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| |  (mac./o6.) | | |

[000294] CrtalbunpHOCTb COCTaBa KOHTPOJHPOBAIN mepen Juoduanzamue,
HEMOCPEACTBEHHO Mocje TUOo(uIn3anuu U BOCCTAHOBJIEHHUs, a Takxke udepe3 1, 3 u 6
mecsieB xpaHeHuss npu 40°C. OOpasubl aHAJU3UPOBAIHM C MOMOINBI CJIEAYOLUX
aHAJIN30B. B TOM 4YHCJ€ MYTHOCTb, HEBUIMMbIE YaCTHIBI M YPOBHHU arperaTtoB C
nomoubio HP-SEC.

MyTHOCTH

[000295] MyTHOCTH U3MEpPsUIH MO CBeTopaccessHuo nmoxa yriaom 90° (A = 400 —
600 uM) ¢ momompbio u3Mmeputens MyTHoctu Hach Lange TL2350. Tectupyemsiii
COCTaB MOKa3aJl HU3KYK MYTHOCTb, Ha KOTOPYIO HE MOBJIUsIIA CTAAUS JTUODUIU3ALUH .
Y IUBUTENBbHO, HO 3HaUY€HHE MYTHOCTH HE YBEJIUYHUJIOCH MOcie 6 MeCcsSLeB XpaHEHHS
npu 40°C (Purypa 9).

HP-SEC

[000296] Kpome TOro, ctabujibHOCTH MOPOIIKOBOTO COCTaBa B OTHOLICHUU
arperaniuun (% BMM) Obputa mnposepena ¢ mnomombio HP-SEC. Konnentpauwus
3aMOpPaKMBAHUS M HANpPsDKEHUs Ha TpaHUIE pasfenia Jied-BOAA, BO3ZHUKAKINHE BO
BpeMsl NUO(UIHU3AIMK, HEOXKUIAHHO He IMpPUBEIU K OOpa3sOBaHHUIO arperaTtoB Oeka.
Bbonee Toro, mopomKkoBeIi COCTaB Mokaszaj o4yeHb HU3kul %o BMM nocne no MeHbluen
mepe 6 mecsanes xpaHenus npu 40°C (durypa 10).

Pe3yapTaThl ¢TaOUIBHOCTH JUODUIU3MPOBAHHOIO COCTaBA

[000297] Omenka nmaHHBIX OSTOTO HCCIENOBAHHUS HEOXHIOAHHO TOKasala
BO3MOXHOCTh JIHOQUIHM3AINU cocTaBa aHTHTena npotuB IL36R 0e3 kakoro-inbo
BIUSHUSA Ha KadecTBo Oenka. Kpome Toro, mocnenywolnee HCCIeIOBAHUE
CTaOUJIBHOCTH B CTPECCOBBIX ycloBUAX npu 40°C mMOATBEPAHIIO HCKIIOYUTEIBHYIO
cTabUNBHOCTh aHTHTENA MPOTHB IL-36R B BBIIIEYyTOMSHYTOM OPOIIKOBOM COCTAaBE.

[000298] BelmenpuBeneHHOE  OMUCAHHWE  MOPENOCTABJIEHO, 4YTOOBI  JaTh
BO3MOXHOCTh CHELHAJUCTYy B MAAHHOW OOJIACTH TEXHUKH MPUMEHSATH pPa3JIMYHBIE
KOH(UTrypaluu, ONHUCAHHBIE B HACTOSIIEH 3asiBKe. XOTs TEXHOJOrus oObekTa Oblia
noApoOHO OMHCAaHA CO CCBHUIKOW Ha pa3indyHble (GUTYPHI U KOH(PUTYpPALHH, CIEAyeT
NOHUMAaTh, YTO OHU MpeAHa3HA4YEHbl TOJbKO JJIs LieJed MIIIOCTpaluy U He JOJIKHBI
paccMaTpuUBaTbCS KakK OrpaHUYMBAKOINNE O00BEM NPAaBOBOM OXpaHbl TEXHOJOTHHU

o0BexTa.
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[000299] B o»3ToOil 3asBKe€ MPUBEAEHBI CCHUJIKM Ha pa3jd4YHbIe MyOJIUKALHU
(maTeHTHbIE WJIM HEMaTEeHTHbIE JIUTEePAaTypHbIE WCTOYHUKU. PacKpbITHs 3THUX
nyOauKanuii BO BCeH MX MOJHOTE BKJIIOYEHBI B JAHHYIO 3asBKY IMOCPEICTBOM CCBHIJIKH,
yToOBl OOJiee MOJIHO ONHCaTh COCTOSHHE TEXHHUKH, K KOTOPOH OHO OTHOCHUTCS.
PackppiTble CCHIIKU TaKX€ HHAUBUAYAJIbHO U KOHKPETHO BKJIIOUEHBI 3/1€Ch B KAaUECTBE
CCBUIKM IJisi COAEp KAaLlerocs B HHUX Marepualia, KOTOpbld 0OCykaaeTcs B

NpEAJIOXKECHHNHU, B KOTOPOM CAcCIaHa CChIJIKaA.
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ITEPBOHAYAJIbHAA ®OPMVYJIA U30BPETEHUA

1. dapmaneBTHYECKUN COCTAB, COAEP KALIUMI:

a.  aHtuteno npotus IL-36R unu ero aHTUreHCBA3BIBAIOLINN (parMeHT,
NPHUCYTCTBYIOLINE B KOHIIEHTPALUU B JUanasoHe oT npudausutenapHo 0,5 mr/mia oo
npubauzutenbHo 220 Mr/mi,

6. Oydep, NPUCYTCTBYKO NN B KOHIIEHTPALIMU B IHAMa30HE OT
npubauzurensHo 20 MM no npubnuszurenbuo 80 MM;

B.  PeryJsATOp TOHHYHOCTH, MPUCYTCTBYIOIINH B KOHLEHTPALMH B AUAMA30HE
ot npubnuszurenpHo 100 MM no npubnusurenbuo 250 MM;

IIPU 3TOM COCTaB XapakTepusyercs 3HaueHneM pH B nuana3one ot

NpUOIU3UTENBHO 5 10 MPUOIU3UTENBHO 8 HAXOAACh B BOAHOH (opme.

2. @apMaleBTUYECKUI COCTAB MO M. 1, MPU 3TOM COCTAaB HAXOAUTCS B KUIAKOUN

WJIU MOPOIIKOBOU (popme.

3.  ®dapmaueBTu4yeckui coctas 1o n. 1 unu 2, rae antureno nporus IL-36R
IPUCYTCTBYET B KOHILEHTPALUM B AUAIa30He OT npubausurenpHo 10 Mr/ma no

npubauzutenbHo 200 mr/mu.

4.  ®apmaneBTUUEeCKUN cocTas no n. 1, rae antureno npotus IL-36R

NPUCYTCTBYET B KOHLUEHTpaUHH NPUOIU3UTETbHO 20 Mr/miL.

5. ®apmaueBTHYECKHN cocTas o 1. 1, rae antureno npotus IL-36R

NPUCYTCTBYET B KOHLUEHTPALUH NPUOIU3UTENBHO 60 Mr/miL.

6. @apmaueBTU4YeCKUN cocTaB no I. 1, rae antureno npotus IL-36R

NPUCYTCTBYET B KOHLUEGHTPALUUH NPUOIU3uTeapbHo 150 mr/mi.

7. @®apmaneBTUYECKHN COCTAB MO JIOOOMy u3 mm. 1 - 6, B koTopoMm Oydep

CONEep KUT TMCTUNNH, ¢ocdar, CYKIUHAT, HuTpaT, anerat uiau TRIS.

8.  ®dapmaneBTUUECKHI COCTaB MO M. 7, B KOTOPOM Oydep conepKUT LUTpaT

HJIN ancTrar.
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9.  ®apmaueBTHYECKHI COCTaB MO M. 7, B KOTOPOM Oydep copepx uT

TNCTUAHMH.

10. dapmaueBTHYECKHI COCTaB MO M. 8, B KOTOPOM Oydep COAepKUT alerar.

11. dapmaueBTuveckuii coctas no jwbdomy u3 nm. 1 - 10, B koTOpom
PeryJsiTop TOHUYHOCTH MPEACTaBIsieT COO0M OAMH MJIM HECKOJIbKO CaxapoB W/HIIH
NOJIUOJIOB.

12. PapmanesTuyeckuil coctas no n. 11, B KOTOPOM peryasiTop TOHUYHOCTH
npeacTaBisieT cOOOH OQUH UM HECKOJBKO CaXxapoB W/MUIIU MOJUOJIOB, BKJIIOYAKIINX B

cebs caxaposy, Tperajaosy, COpOUT, TIHIEPUH, MAHHHUT UJIH JEKCTPO3Y.

13. dapmaneBTHYECKUN COCTAB MO M. 12, B KOTOPOM PEryJsiTOp TOHUYHOCTH

COZIePIKUT Caxapo3y HIIH TPEerayiosy.

14. dapmaneBTHYECKUU COCTAB MO M. 13, B KOTOPOM PEryJsiTOp TOHUYHOCTHU

COZIePIKUT Caxaposy.

15. ®apmauneBTUUECKHUN COCTAB MO M. 13, B KOTOPOM PEryiaaTOp TOHUYHOCTHU

COIEPIKUT TPErajosy.

16. ®apmaneBTUUECKHUI COCTAB IO JIOOOMY u3 mm. 1 - 15, B KOTOPOM cOCTaB
JOTOJIHUTENIbHO COAEPIKUT CTAOUNIU3ATOP, MPUCYTCTBYIOIINN B KOHIEHTPALIUU B

nuana3zoHne oT npubnusureapbno 0 MM no npubnusurensHo 80 MM.

17. dapmaueBTHYECKHH COCTaB IO M. 16, B KOTOPOM CTaOUIN3ATOP COAEPIKUT
AMUHOKHUCIIOTY, BKIIHOYAKIYIO B cebs APTUHUH, THCTUAWH, TJIMIWUH, HUCTCUH, MPOJIUH,

MCTHUOHHH, JIU3UH, aCllapTaT, rJIyTaMaT UJIN UX (I)apMaLIeBTI/ILIeCKI/I NpUEMJICEMBIC COJIN.

18. dapmaueBTHYECKHH cocTas Mo M. 16, B KOTOPOM CTabMIN3ATOP COAEPIKUT

L-apruaus nnm ux ¢papManeBTUUECKH NPUEMIIEMbIE COJIHU.
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19. dapmaueBTHueckuii cocrtas no godomy u3 nm. 11-15, roe cocras
JOTMOJHUTENBHO CONEPKUT COJIb, MPUCYTCTBYIOLYIO B KOHLUEHTPALUU B AUANA30HE OT

npubauszurensbHo 0 o npubnausurensHo 150 MM.

20. @apmaneBTUYECKUN COCTAB MO M. 19, B KOTOPOM COJIb CONEPKUT XITOPHUL
Hatpus (NaCl), xnopun maraust (MgCl,), cynsdpar maraus (MgSOy), xnopun kanus
(KC1), xnopun nutus (LiCl), xnopun kaneuus (CaCl,), conu OOpHON KUCTOTHI UITH

xjopun nunaka (ZnCl,).

21. dapmaneBTHUYECKUN COCTAB MO M. 19, B KOTOPOM COJIb COAEPKUT XJIOPUA

Hatpus (NaCl).

22. @apmaneBTHUUYECKHUN COCTAB MO M. |, rae coCcTaB JOMOJHUTEIBHO COAEPKUT
MOBEPXHOCTHO-aKTUBHOE BEIIECTBO, NPUCYTCTBYKINUNA B KOHLIEHTPALMU B 1UAaNa30HE

ot npubauszurensHo ot 0,1 r/n no npudbnusurenpuo 1,5 r/m.

23. @apmaueBTUYECKUU COCTAB MO M. 22, B KOTOPOM MOBEPXHOCTHO-aKTUBHOE
BEIIECTBO coaep kUt noyiokcamep 188, monucopbar 20, monucopbart 40, monucopdar

60 unu nonucopdat 80.

24, ®apmaneBTUYECKUN COCTAB MO M. 22, B KOTOPOM MOBEPXHOCTHO-AaKTUBHOE
BEIIECTBO coaep Ut nonucopdbar 20, monucopdat 40, nmonucopdat 60 wiu

nonucopbar 80.

25. @apmaneBTUUYECKUN COCTAB MO M. 22, B KOTOPOM NOBEPXHOCTHO-aKTUBHOE

BEIECTBO COAEPKUT monucopoart 20.

26. dDapmaneBTUUYECKUN COCTAB MO M. 22, B KOTOPOM NOBEPXHOCTHO-aKTUBHOE

BEI[ECTBO COAEPKUT monucopoar 80.

27. dapmaneBTHUYECKUIN COCTAB, CONEP KALIUM:
a.  anturteno npotus IL-36R unn ero aHTUreHCBA3BIBAIOLINN (pParMeHT,
NPUCYTCTBYIOIHME B KOHIIEHTPAIMU B [HaNa30He OT npubausurensHo 10 mr/mun o

npubnauszurensHo 200 mr/mu,
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6.  amerar W/WIM 'HCTHAUHOBBIN Oydep, NpUCYTCTBYIOIMUI B KOHIIEHTPALUU B
auarna3zoHe oT npudnusurenapbHo 20 MM no npubnusurensHo 80 MM

B.  caxapo3y W/WUIU Tperajo3y, NIPUCYTCTBYIOIIHNE B KOHLEHTPALUU B
auana3oHe ot npubnuszurensHo 100 MM no npubnusurensHo 250 MM

r. L-aprunus n/unm ux gapmManeBTHYECKH IpUeMIIeMble COJHU, MPUCYTCTBYIO LITUH
B KOHLIEHTpALMH B Auana3oHe ot npudnusureapbo 0 MM o npubnusurtenpHo 80 MM,

n. xnopun Hatpust (NaCl) npucyTCTByeT B KOHLUEHTPALNHU B JUAaNa30HE OT
npubauszurenbuo 0 1o mpubauzurenbHo 150 MM; u

e. mosucopbat 20 u/uau nmonucopdar 80, MPUCYTCTBYIOINN B KOHLUEHTPALUH
B nuamaszoHe ot npubnusurenbuo 0 r/n no npubdnusurensuo 1,5 r/in;

IIPU 3TOM COCTaB XapakTepusyercs 3HaueHueM pH B nuamasone ot

NpUOIU3UTENBHO 5 10 NPUOIU3UTENBHO 7 HAXOAACh B BOAHOH (opme.

28. @apmaneBTHUUYECKUH COCTAB, COAEPKAIIUN:

a.  aHtuteno npotus IL-36R uim ero aHTUreHCBA3BIBAKO NN PparMeHT
NPUCYTCTBYET B KOHLUEHTPALUHUH NPUOIU3UTENBbHO 20 MI/MII;

6. nuTpaTHBIA Oydep, MPUCYTCTBYIOMUN B KOHLIEHTPAIIUHA B KOHLEHTPALIUH
npubau3uTenbHo 25 MM;

B.  caxapo3y W/WUIIU Tperajao3y, NPpUCYTCTBYIOIIHE B KOHLEHTPALUU
npudausurenbuo 200 MM;

r. nonucopdar 80 mpucyTCTBYeT B KOHIEHTpauuu npudausurensHo 0,4 r/im;

IIPH 3TOM COCTaB XapakTepusyercs 3HaueHneM pH B nuamaszone ot

npUOIU3UTENBHO 6 10 MPUOIU3UTENBHO 7 HAXOAACh B BOAHOH (opme.

29. @apmaneBTUUYECKUH COCTAB, COAEPKAIIUN:

a.  aHtuteno npotus IL-36R mim ero aHTUreHCBA3BIBAKO U (PPArMEHT
NPUCYTCTBYET B KOHLUEHTPALUHUH NPUOIH3UTETBbHO 60 MI/MmII;

6. ameraTHbIN Oydep NPUCYTCTBYET B KOHIEHTPAIIUHA MPUOTUIUTETBHO 45
MM

B.  Caxapo3y W/UIU TPerajao3y, IPpUCYTCTBYIOIIHE B KOHIEHTPALUU

npubmauzutensao 150 MM;

r. L-apruHuH uian ux gpapManeBTHYECKU MPUEMIIEMbIE COJH MPUCYTCTBYET B

KOHIIEHTPALUU MPUONIU3UTENbHO 25 MM; M

.  nmonucopdar 20 mpuCyTCTBYET B KOHLIEHTpanuu npudbausurensHo 0,4 r/m;
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IIpU 3TOM COCTaB XapakTepusyeTcs 3HaueHueM pH B nuanasone ot

npuOIU3UTENBHO 5 10 NPUOIU3UTENBbHO 6 HAXOAACh B BOAHOH (popMme.

30. @apmaleBTUUECKUN COCTAB, COAEPKALIUIA:

a.  aHrturtesno npoTus IL-36R win ero aHTUreHCBI3BIBAIOMINN (parMeHT
NPUCYTCTBYET B KOHLUEHTpAaL UK npudausutenbuo 150 mr/mi,;

6. aumerarHblil Oydep, TPUCYTCTBYIOIMHUI B KOHLIEHTPALMH B KOHLIEHTPALINU
npubau3uTenbHo 45 MM;

B.  €axapos3y WJIU Tperajo3y, IPUCYTCTBYIOIINE B KOHLEHTPALUU
npubauzurensuo 150 MM;

r. L-aprunuH uian ux gapManeBTUYECKU MPHUEMIIEMbIE COJH MPUCYTCTBYET B
KOHIIEHTPALUU MPHONU3UTENBHO 25 MM; 1

n.  nonucopbar 20, MpUCYTCTBYIOIUN B KOHIIEHTpaUUu npudausutenpHo 0,4
/i

IIpU 3TOM COCTaB xapakTepusyercs 3HaueHueM pH B nuanasone ot

NpUOIU3UTENBHO 5 10 NPUOIU3UTENBHO 6 HAXOAACh B BOAHOH (opme.

31. ®dapmaueBTHUeckuii coctaB no groOomy u3 nmn. 1-30, rae cocTas
XapaKkTePU3yeTCss OCMOJISIIBHOCTBIO B AUANa3oHe OT mpudausuTenbHo 210

MOcmounb/Kr 10 npubnusutenbHo 390 MmOcMm/kr.

32. ®dapmaneBTHYECKHN COCTAB MO JoOOMy u3 m. 1-31, rie MeHblIe yem

npubIu3uTEeNbHO 5% aHTUTENA MPUCYTCTBYET B COCTaBE B BUJAE arperara.

33. ®apmaueBTHYECKHH cocTaB Mo JOomy u3 nm. 1-32, rie cocTas sABIAETCSA

CTEPUIBbHDBIM.

34, ®dapmaneBTUYECKHUN COCTAB MO JI0OOMYy U3 . 1-33, mpu 3TOM COCTaB

crabuaeH Ipu 3aMOpa*>XUBaHUU U OTTAUBAHUU.

35. ®apmaueBTHYECKHI cOcTaB Mo J0OOMYy u3 . 1-34, rie cocTaB COOEPIKUT

BOJAY WJIM BOCCTAHOBJIEH BOAOM.
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36. ®dapmManeBTHYECKUH cOCTaB o aobdomy u3 nm. 1-35, rae cocraB umeer
3HaueHne pH ot mpubnauszurenbHo 5 10 MpUOTU3UTENbHO 6 B )KMAKOM BUJE WJIHM IIPU

BOCCTAHOBJIEHHUHU BOJOMU.

37. dapmaneBTHUECKUH cocTaB 1o JdoMy u3 nm. 1-36, rae cocTaB UMeeT

3HaueHne pH npubau3uTenbHO 6 B JKUIKOM BUJE HJIM MPU BOCCTAHOBIEHUH BOJIOM.

38. ®dapmManeBTHYECKUH COCTaB Mo Jrobomy u3 nm. 1-37, rae coctaB umeer

1O MEHbLIEH Mepe OAUH MPHU3HAK, BRIOPAHHBIN M3 TPYIIIBI, BKIHOYAKOIEH B ceOs:

(1) yBEJIUYEHHBIH CPOK XPaHEHUs
(i1) JAYUIIYIO TEMIIEPATypPHYK CTaOUJIBHOCTD,
(ii1) CHUJKEHUE 00pa30BaHUS arperaTos,

(1v) Ny4myr XUMHUYECKYK CTaOUIbHOCTb,
(V) MOHMKEHHYIO BSI3KOCTh, H

o CPaBHEHUIKO C 3TAJOHHBIM COCTABOM.

39. ®dapmaneBTHYECKUN COCTaB MO JoOoMy u3 mim. 1-37, mpuyuem cocTas
MMeeT IO MEeHbIIeH Mepe OJUH NPU3HAK, BBIOPAHHBIN U3 I'PYIIBI, BKIOYAOMEH B
cels:

(a) CHHM)KEHHE MPOLEHTAa arperaToB COrNIaCHO U3MEPEHUSM C MOMOILBIO
BBICOKO3 (P (HeKTUBHO dKCKII03UOHHOM XpomaTtorpaduu (HP-SEC),

(6) OoJiee BBICOKHI MPOLIEHT MOHOMEPOB KaK U3MEPEHO ¢ oMol HP-
SEC,

(B) OoJiee BBICOKUI MPOLEHT OCHOBHOTO MHKA (MEHbIIAs Ierpaaarus

BapUaHTOB 3apsina), usmepeHusii CEX,

(r) OoJiee HU3KUI MPOLEHT HEBUAUMBIX YACTHUII, TAKUX Kak > 10 MkM 1 > 25
MKM, H
(n) Ooyiee HU3KOE 3HAYEHNE MYTHOCTHU B He(eIOMETPHYIECKUX €UHULIAX

¢opmazuna (HED),
nocJjie XxpaHeHus npu npudau3uTeapHo 40°C 1Mo CpaBHEHUIO ¢ 3TaJOHHBIM

COCTaBOM.

40. ®apmaneBTUYECKUN MPOAYKT, BKIIOYAIOIINN B ce0st (pJIaKOH UJIU IITPHUILI,

conepskamuii ¢papManeBTUUECKUNH COCTaB 1o jroodomy u3 om. 1 - 39.
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41. ®apmaueBTHYECKUN NPOAYKT no 0. 40, AOMOJHUTEIBHO COAEPIKALUN

NpeaBapUTEIbHO COOPAHHOE HHBEKIUOHHOE yCTPOICTBO.

42. @apmaneBTUYECKUN NPOAYKT O M. 41, B KOTOPOM NpPEABAPUTEIBHO
coOpaHHOE MHBEKIIMOHHOE YCTPOHCTBO MpeACTaBisieT cOO0i aBTOMAaTHYECKUM

UHBEKTOP MJIU NMPUCTIOCOOIeHne st 0€30MacHOCTH UTJIBI.

43. TlpenBapuTenbHO COOpaHHOE HHBEKLIMOHHOE YCTPOHCTBO, CoAepKaliee

dbapManeBTUYECKUN COCTaB Mo Jrbdomy u3 nm. 1 - 39,

44, TlpenBapuTeabHO COOpaHHOE HHBEKIIMOHHOE YCTPOHCTBO Mo 1. 43, B
KOTOPOM YKa3aHHO€ YCTPOUCTBO MPEACTABISIET COOOH aBTOMATUYECKUI UHBEKTOP HITU

npucnocoOnenne 11 0€30MacHOCTH UTJIbl UIIH IIITPHL.

45. TlpengBapuTeabHO COOpaHHOE HHBEKIIMOHHOE YCTPOHCTBO 1o 1. 43, B
KOTOPOM yKa3aHHBINA COCTAB SIBJISIETCS MPUTOAHBIM AJISl MOJKOKHOTO MPUMEHEHUS WU

BHYTPUMBIIICYHOTO BBEACHUS.

46. Habop vacTeli, BKJIOUaOmuil B ce0s MO MeHbLIeH Mepe OOUH KOHTeHHep,
copepkamuii papManeBTHYECKUi cocTaB no jrodomy u3 mm. 1 - 39 u ycTpoHCcTBO 1

AHBEKIUHA.

47. Habop mo n. 46, cogepskaluii UHCTPYKIUIO JJIsI TOAKOKHOTO UJIH
BHYTPHUMBIIIEYHOTO BBEAECHUS COCTaBa CYOBEKTY UM HHCTPYKIHUIO MO

CaMOCTOATCIIBHOMY INOAKOXKXHOMY HUJIM BHYTPUMBIIICYHOMY BBEACHUIO.

48. dapmaneBTHYECKUN COCTaB Mo Jobomy u3 nm. 1 - 39, rae anTUTENO
npotuB IL-36R uau ero aHTUTeHCBSI3BIBAIO NN ()PATMEHT CONEPIKUT:

a. BapuabenabHYIO 00JIACTH JIETKOU I[eTH, COAEPIKaIIel aMUHOKUCIOTHYIO
nocaenoBarenpbHocTh SEQ ID NO: 26 (L-CDR1); aMHHOKHCIOTHYIO
nocnenosarenbHocTh SEQ ID NO: 35, 102, 103, 104, 105 106 uau 140 (L-CDR2);
AMHHOKHUCJIOTHYI0 nocienoBatenbHocTh SEQ ID NO: 44 (L-CDR3); u BapuabenbHyO

o0sacTh TsKENOH Lenu, conepikalleil aMIHOKUCIOTHYIO nociaenosarenbHocTh SEQ ID
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NO: 53 (H-CDR1); amuHOKHCIOTHYIO nTocienoBatenbHocTh SEQ ID NO: 62, 108,
109, 110 unmm 111 (H-CDR2); amuHokucioTHyo0 nocienosareabHocTh SEQ ID NO: 72
(H-CDR3); unu

6. BapualenbHYI 00JACTb JIETKOW LIEMH, COAEpKaLIed aAMUHOKHUCIOTHYIO
nocienosarenbHocTh SEQ ID NO: 26 (L-CDR1); aMHMHOKHCIOTHYIO
nocnenoBaresbHOCcTh SEQ ID NO: 102 (L-CDR2); aMHUHOKHCIOTHYIO
nociaenosareapHocTs SEQ ID NO: 44 (L-CDR3); u BapuabenpHy0 00J1aCTh TSKEJIOH
LeNnH, coAepIKalleli aMUHOKUCIOTHYI0 nocienoBatenbHocTh SEQ ID NO: 53 (H-
CDR1), amuHokucioTHyt nocienoBatenbHocTs SEQ ID NO: 62, 108, 109, 110 wiun
111 (H-CDR2); amuHOKuCHOTHYIO nocienoBatenbHocTs SEQ ID NO: 72 (H-CDR3);
WITH

B.  BapuabenbHYIO 00JIACTD JIETKOH LEMH, COAepIKalleld aMUHOKHCIOTHY IO
nocaenoBarenabHocTh SEQ ID NO: 26 (L-CDR1); aMHHOKHCIOTHYIO
nocaenosarenapbHocTh SEQ ID NO: 103 (L-CDR2); aMUHOKUCIIOTHYIO
nocaenosarenapbHocTh SEQ ID NO: 44 (L-CDR3); u BapuabenpHy0 001acTh TSKEION
L[eMH, coAepIkKamell aMUHOKUCIIOTHY IO nociienoBarenbHocTh SEQ ID NO: 53 (H-
CDR1), amuHOKuCIOTHYIO TTocaenoBatenbHocTh SEQ ID NO: 62, 108, 109, 110 wiu
111 (H-CDR2); amunokucyiotrHyio nociegosarenbHocTs SEQ ID NO: 72 (H-CDR3);
WITH

r.  BapuabenbHYI0 00JIACTH JETKOH LeNH, COAepIKaIeld aMIHOKHUCIOTHYIO
nociuenosarenbHocTh SEQ ID NO: 26 (L-CDR1); aMMHOKHCIOTHYIO
nocnenosarenbHOCTh SEQ ID NO: 104 (L-CDR2); aMHUHOKHCIOTHYIO
nociaenosareabHocTh SEQ ID NO: 44 (L-CDR3); u BapuabenpHy0 00J1acTh TSKEJIOH
Lenu, coAepIKalleli aMUHOKUCIOTHYI0 nocienoBareabHocTh SEQ ID NO: 53 (H-
CDR1), amuHokucnoTHYt0 nocaenoBatenbHocTh SEQ ID NO: 62, 108, 109, 110 wiun
111 (H-CDR2), amunokuciotHyio nocienosatenbHocts SEQ ID NO: 72 (H-CDR3);
WITH

. BapuabenbHYIO 00JaCTh JIETKOW I[eNH, COAepIKalleld aMHHOKHUCIIOTHYIO
nocaenoBareapbHocTh SEQ ID NO: 26 (L-CDR1); aMHHOKHCIOTHYIO
nocaenosarenapbHocTh SEQ ID NO: 105 (L-CDR2); aMUHOKUCIOTHYIO
nocaenosarenbHocTh SEQ ID NO: 44 (L-CDR3); u BapnabenpHy0 001aCTh TAKEION
L[eMH, CoAepIKalell aMUHOKUCIOTHY IO ociienoBarenbHocTh SEQ ID NO: 53 (H-

CDR1), amuHokucyiotTHyto nocienoBarenbHocts SEQ ID NO: 62, 108, 109, 110 wiu
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111 (H-CDR2);, amunokucyiotrHyio nociegosarenbHocTs SEQ ID NO: 72 (H-CDR3);
WIn

e. BapuabenbHYIO 00JIACTH JIETKOW L[eTNH, COAepIKaleld aMUHOKHUCIOTHYIO
nocaenoBarenabHocTh SEQ ID NO: 26 (L-CDR1); aMHHOKUCIOTHYIO
nociuenosarenbHOCTh SEQ ID NO: 106 (L-CDR2); aMHHOKHCIOTHYIO
nociaenosareapHocTs SEQ ID NO: 44 (L-CDR3); u BapuabenapHy0 001aCTh TSKEJIOH
Leny, CoAepIKalel aMuHOKHUCIOTHY0 nocaenoarenbHocTs SEQ ID NO: 53 (H-
CDR1), amuHokucnoTHyt nocienoBatenbHocTs SEQ ID NO: 62, 108, 109, 110 wiu
111 (H-CDR2), amunokuciotTHyto nocienosatenbHocTs SEQ ID NO: 72 (H-CDR3);
WU

XK. BapuabenxpHYI 00JIaCTh JIETKON LENH, COAepKaled aMUHOKUCIOTHYIO
nocaenoBareapbHocTh SEQ ID NO: 26 (L-CDR1); aMHHOKHCIOTHYIO
nocaenosarenapbHocTh SEQ ID NO: 140 (L-CDR2); aMUHOKUCIOTHYIO
nocaenoBarenabHocTh SEQ ID NO: 44 (L-CDR3); u BapuabenpHyo 00J1acTh TSKEIOH
L[eNH, CoAepIKalell aMUHOKUCIOTHY IO ntocienoBarenbHocTh SEQ ID NO: 53 (H-
CDR1), amuHokucioTHYIO nocienoBatenbHocTs SEQ ID NO: 62, 108, 109, 110 wiu
111 (H-CDR2); amuHOoKkucnoTHyI0 nocienosarenbHocts SEQ ID NO: 72 (H-CDR3).

49. @apmaneBTUYECKUN COCTaB O JIoOoMy u3 nm. 1 - 39, B KOTOPOM aHTHUTEJO
WJIU €r0 aHTUTEHCBS3bIBAIO U (PparMeHT COAEPKUT BapuabelbHy 00JacThb JIETKOMH
L[eNH, COAepIKallel aMUHOKUCIOTHYIO MOCIenoBaTebHOCTh JI000i nu3 SEQ ID NO:
76, 77, 78, 79, 80, 81, 82 unu 83; u BaprabenbHYIO 00JaCTh TSIKEION LEIH,
coaepikallell aMUHOKHUCIOTHYIO TocienoBaTenbHocTh J1000# u3 SEQ ID NO: 87, 88,

89, 90, 91, 92, 93, 94 wu 95.

50. ®apmaneBTUUECKHI COCTaB 1Mo JI0OOMy U3 nm. 1 - 39, B KOTOPOM aHTHUTEIO
npotuB IL-36R uau ero aHTUTeHCBS3bIBAIO NN ()PATMEHT CONEPIKUT:

BapuabeapHy0 00JIaCTh JIETKOW IeNH, CoAepIkKalled aMUHOKHUCIOTHY IO
nocaenoBarenapbHocTs SEQ ID NO: 77; u BapuabenbHy0 007aCTh TAKEJIOH EMNH,
coneprKaie aMUHOKUCIOTHYIO nocienoBatenbHocTh SEQ ID NO: 87; unn

BapruabenpHy0 00JIaCTh JIETKOH IeNu, copeprKalield aMUHOKHUCIOTHY IO

nocaenosarenapbHocTh SEQ ID NO: 77; u BapuabenpHy0 001acTh TSKEJNON LEMH,

coneprkaiie aMUHOKUCIOTHYI0 nocienaosareabHocTh SEQ ID NO: 88; unn
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BapualenbHYI0 00JacTh JIErKOH memnu, CoaepKameil aMUHOKHCIOTHY O
nocnenosarenbHOCTh SEQ ID NO: 77; u BapuabenpHy0 00JaCTh TSKEIOH LEmnH,
coleprkalie aMuHOKUCIOTHYI0 nocienoBarenbHocTh SEQ ID NO: 89; unu

BapuabespHyI0 00JIaCThb JIETKOU L[EMH, COAepIKaleil aMUHOKHCIOTHYIO
nocaenosareabHocTs SEQ ID NO: 80; u BapuabenpHyo 001aCTh TSKEJION LEMNH,
conepikalieil aMUHOKHUCIOTHYIO nocnenosarenbHocTs SEQ ID NO: 87; unu

BapuabebHYI 00JacTh JErKOH Henu, CoaepKamel aMUHOKUCIOTHY O
nocnenoBarenbHOCTh SEQ ID NO: 80; u BapuabenbHy0 00JaCTh TSIKEIOH LEMNH,
coneprkame aMUHOKUCIOTHYIO nocaenoBaTenbHocTh SEQ ID NO: 88; unn

BapuadebHYI 00JacTh JErKOH Henu, ConepKamel aMUHOKHCIOTHY O
nocnenosarenbHOCTh SEQ ID NO: 80; u BapuabenbHy0 00JaCTh TSIKEIOH LEeMnH,

coneprKame aMUHOKUCIOTHYIO nocienoBarenbHocTh SEQ ID NO: 89.

51. ®apmaneBTHuecKHil cocTaB 1o JrodoMy u3 nm. 1 - 39, B KOTOPOM aHTHUTEINO
npotus IL-36R nin ero aHTUreHCBA3BIBAO NN PparMeHT COAEPIKUT BapHuaOeNbHYIO
o0sacTh IETKOH Lienu, coneprkaieil aMIHOKHCIOTHYIO TOCIE0BATENbHOCTD 000
u3 SEQ ID NO: 84, 85 wiu 86; u BapuabenbHy0 00JaCTh TSIKEJIOH LenH,
coaepikale aMHHOKHUCJIOTHYIO TocienoBaTenbHocTh 060t u3 SEQ ID NO: 96, 97,

98, 99, 100 uau 101.

52. @apmaneBTH4ecKHil cocTas 1o Jwdomy u3 nm. 1 - 39, B KOTOPOM aHTUTENO
npotuB IL-36R uau ero aHTUTEHCBA3BIBAIO LUK (parMeHT CONEPIKUT:
BapuadebHYI 00JacTh JIErKOH Lenu, CoaepKamedl aMUHOKUCIOTHY IO
nocaenosareabHocTh SEQ ID NO: 85; u BapuabenpHyro 001acTh TSKEJION LEMH,
coneprKamei aMUHOKUCIOTHYIO ntocienoBaTenbHocTh SEQ ID NO: 100; unu
BapualenbHYI 00JIaCTh JIETKOU I[eNH, CoAep Kalell aMUHOKUCIOTHYIO
nocaenoBareapbHocTh SEQ ID NO: 85; u BapuabenpHyro 001acTh TSKEJION LEMH,
coneprKame aMuHOKUCIOTHYIO nocaenoBatrenbHocTh SEQ ID NO:101; unn
BapualebHYI0 00JacTh JIErKOH Henu, ConepKameil aMUHOKHCIOTHY O
nocaenoBareapbHocTh SEQ ID NO: 86; u BapuabenpHyro 001acTh TSKEJION LEMNH,
coneprkalei aMUHOKUCIOTHYIO nocienoBarenbHocTs SEQ ID NO: 100; unn
BapualebHYI0 00JacTh JIErKOH Hemnu, ConepKameil aMUHOKHCIOTHY IO
nocaenoBarenapbHocTh SEQ ID NO: 86; u BapuabenpHyro 001acTh TSKEJNON LEMH,

coneprkalie aMUHOKUCIOTHYIO nocienoBareiapHocTs SEQ ID NO:101.
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53. ®apmaneBTUueCKHIl cocTaB 1o Jr0d6oMy u3 nm. 1 - 39, B KOTOPOM aHTHUTENO
npotus IL-36R unu ero aHTUreHCBA3BIBAO NN PparMeHT COAEPIKUT JIETKYIO LIeMb,
COIep KAy aMHUHOKHUCIOTHYIO MocienosaTenbHocTh moboit uz SEQ ID NO: 114,
115,116, 117, 118, 119, 120 unu 121; u Tsxkenyw 1enb, COAEPKALIYIO
AMHHOKHCJIOTHYIO MOcienoBaTebHOCTD 000 u3 SEQ ID NO: 125, 126, 127, 128,

129, 130, 131, 132 wu 133.

54. ®apmaneBTUUECKHI COCTaB 1Mo JI0OOMY U3 nm. 1 - 39, B KOTOPOM aHTHUTEJIO
npotuB IL-36R uau ero aHTUTreHCBSA3BIBAIOIINN ()PArMEHT COAEPIKUT:

JIETKYIO IeTb, COMEPIKALIYI0 aMUHOKHUCIOTHYIO nocaenoarenpbHocTh SEQ ID
NO: 115; u Tsi>KENYI0 LEMNb, COAEPKAMY aMUHOKUCIOTHYIO MOCIEA0BATEIbHOCTD
SEQ ID NO: 125;

JIETKYIO I€Tb, COMEPIKALIYI0 aMUHOKHUCIOTHYIO nocaenoarenbHocTh SEQ ID
NO: 115; u TsiKeNyI0 LEMNb, COAEPKAMMYID aMUHOKUCIOTHYIO MOCIEA0BATEIbHOCTD
SEQ ID NO: 126;

JIETKYIO 1eTb, CONEPIKALIYI0 aMUHOKHUCIOTHYIO nocaenoarenbHocTh SEQ ID
NO: 115; u Tsi3Keny10 LeMnb, COAEPKAMY aMUHOKUCIOTHYIO NMOCIEA0BATEIbHOCTD
SEQ ID NO: 127,

JIETKYIO I[eTb, COAEPIKALIYI0 aMHHOKHCIOTHYIO nocienosarenbHocTs SEQ ID
NO: 118; u Tsxenyo Lenb, CoAepk alyrn aMUHOKUCIOTHYIO MOCIEA0BATENbHOCTD
SEQ ID NO: 125;

JIETKYIO IeTb, COMEPIKALIYI0 aMUHOKHCIOTHYIO nocaenoarenbHocTh SEQ ID
NO: 118; u TsKEeNy 0 LeMNb, COAEePKAMY aMHHOKUCIOTHYIO MOCIEA0BaTEIbHOCTh
SEQ ID NO: 126; unu

JIETKYIO IIeTb, COMEPIKALIYI0 aMUHOKHCIOTHYIO nocaenoarenbHocTh SEQ ID
NO: 118; u Ts>KeNnyI0 LeMNb, COAEPKAMY aMUHOKUCIOTHYIO MOCIEA0BATEIbHOCTD

SEQ ID NO: 127.

55. ®apmaneBTUuUecKHil cocTaB 1o JrodoMy u3 nm. 1 - 39, B KOTOPOM aHTHUTEINO
npotus IL-36R nin ero aHTUreHCBSA3BIBAO NN PParMEeHT COAEPIKUT JIETKYIO LEMb,
COIep KAy aMHHOKHCIOTHYIO MocienoBaTebHOCTh oboi n3 SEQ ID NO: 122,
123 unu 124; u Tskenyo Lelb, COAEPKAIYH aMUHOKUCIOTHYIO MOCIE€A0BATEIbHOCTD

mo6oit u3 SEQ ID NO: 134, 135, 136, 137, 138 unu 139.
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56. ®apmaneBTUUECKHI cOCTaB 1o Jr0O6oMy u3 nm. 1 - 39, B KOTOPOM aHTHUTENO
npotuB IL-36R unu ero aHTUreHCBSA3BIBAIO NN ()ParMEeHT COAEPIKUT:

JETKYIO 1eMb, CONEPIKALIYI0 aMUHOKHUCIOTHYIO nocaenoarenbHocTs SEQ ID
NO: 123; u TsXenyo Lenb, COAep KAy aMUHOKUCIOTHYIO MMOCJIE0BATEIbHOCTD
SEQ ID NO: 138,

JIETKYIO IeTb, COMEPIKALIYI0 aMUHOKHCIOTHYIO nocaenoarebHocTh SEQ ID
NO: 123; u TsKEeNyI0 LeMNb, COAEePKAIMYK aMUHOKUCIOTHYIO MOCIEA0BATEIbHOCTD
SEQ ID NO: 139; unmu

JIETKYIO IeTb, COMEPIKALIYI0 aMUHOKHCIOTHYIO nocaenoarenpbHocTh SEQ ID
NO: 124; u TsKENYI0 LeMNb, COAEPKAMY aMUHOKUCIOTHYIO MOCIEA0BATEIbHOCTD

SEQ ID NO: 138.

57. ®apmaneBTUUECKHI cOCTaB 1Mo JroOoMy u3 nm. 1 - 39, B KOTOPOM aHTHUTEINO
npotuB IL-36R uau ero aHTUTeHCBS3BIBAIO NN (PPATMEHT CONEPIKUT:

a) BapuabeNbHYI0 00J1aCTh JIETKOH Lienu, CoaepKameid aMUHOKUCIOTHYO
nocaenoBareapbHocTh SEQ ID NO: 26 (L-CDR1), aMHHOKUCIOTHYIO
nocaenosarenabHocTh SEQ ID NO: 103 (L-CDR2); aMUHOKHCIOTHYIO
nocaenoBarenapbHocTh SEQ ID NO: 44 (L-CDR3); u BapuabenpHyro 001acTh TSKENON
L[eNH, coaeprKalell aMUHOKUCIOTHY 0 nocienoBatenbHocTh SEQ ID NO: 53 (H-
CDR1); amuHokucioTHyw nocienosareiabnocts SEQ ID NO: 62 (H-CDR2);
aMHUHOKUCJIOTHYIO mocienoBatenbHocTh SEQ ID NO: 72 (H-CDR3);

0) BapuabenbHYyO 00JaCTh JIETKOU 1[EeMH, COAepIKaleld aMUHOKHUCIOTHYIO
nocaenosareabHocTh SEQ ID NO: 26 (L-CDR1), aMHHOKHUCIOTHYIO
nocaenosareapbHocTs SEQ ID NO: 104 (L-CDR2); aMUHOKUCIOTHYIO
nocaenosareapbHocTs SEQ ID NO: 44 (L-CDR3); u BapuabenpHy0 001acTh TSKEJIOH
ey, coAepkKamell aMUHOKUCIOTHY IO ntociienoBatenbHocTh SEQ ID NO: 53 (H-
CDR1); amunokucnotHywo nocienosareiabHocTs SEQ ID NO: 62 (H-CDR2);
aMHUHOKHCJIOTHYIO nocienoBarenbHocTs SEQ ID NO: 72 (H-CDR3);

B) BapualebHYI0 00JIaCTh JIETKOH ey, coaepkameil aMUHOKUCIOTHYEO
nocaenoBarenapbHocTh SEQ ID NO: 27 (L-CDR1);, aMHHOKHCIOTHYIO
nocaenoBarenapbHocTh SEQ ID NO: 36 (L-CDR2);, aMHUHOKHCIOTHYIO
nocaenoBarenabHocTh SEQ ID NO: 45 (L-CDR3); u BapuabenpHyo 001acTh TSKEION

L[eTH, CoAepIKalell aMHHOKUCIOTHYI0 nocienoBatenbHocts SEQ ID NO: 107 (H-



10

15

20

25

30

- 170 -

CDR1); amunokucnotHywo nocienosareiabHocTs SEQ ID NO: 63 (H-CDR2);
aMHUHOKHUCIOTHYIO nocienoBarenbHocTs SEQ ID NO: 73 (H-CDR3); nnn

r) BapuabeapHy0 00J1acThb JIETKON Lenu, CoaepkKaliedl aMHHOKUCIOTHYIO
nocaenoBarenabHocTh SEQ ID NO: 27 (L-CDR1); aMHHOKHCIIOTHYIO
nociuenosareabHOCTh SEQ ID NO: 36(L-CDR2); aMHHOKHCIOTHYIO
nociaenosareabHocTh SEQ ID NO: 45 (L-CDR3); u BapuabenpHyo 00J1aCTh TKENIOMH
Leny, CoAepIKalel aMHHOKUCIOTHY0 nocienosateiabHocTh SEQ ID NO: 107 (H-
CDR1); amuHokucnotHywo nocienosareiabnocts SEQ ID NO: 64 (H-CDR2);
AMUHOKHUCJIOTHYIO nocienoBatenbHocTh SEQ ID NO: 73 (H-CDR3).

58. ®apmaneBTUuecKHil cocTaB 1Mo JrodoMy u3 nm. 1 - 39, B KOTOPOM aHTHUTEINO
npotuB IL-36R uau ero aHTUTeHCBS3BIBAIO NN ()PATMEHT CONEPIKUT:

BapualeTbHYI0 00JacTh JIErKOHU Henu, ConepKameil aMUHOKHCIOTHY O
nocaenoBarenapbHocTh SEQ ID NO: 21 (L-CDR1); aMHHOKHCIOTHYIO
nocaenoBareapHocTh SEQ ID NO: 30 (L-CDR2); aMHHOKHCIOTHYIO
nocaenosarenapHocTs SEQ ID NO: 39 (L-CDR3); u BapuabenpHyo 001acTh TSKEION
L[eMH, coAepIKamell aMUHOKUCIOTHY IO nocienoBarenbHocTh SEQ ID NO: 48 (H-
CDR1); amunokucnotHywo nocienosarenabHocTs SEQ ID NO: 57 (H-CDR2);
aMHUHOKHUCJIOTHYIO nociuenosarenbHocTh SEQ ID NO: 67 (H-CDR3); unu

BapuabenbHYI0 00JacTh JIETKOH Lenu, coaepiKalieii aMHHOKHCIOTHYIO
nocienosarenbHocTh SEQ ID NO: 22 (L-CDR1); aMMHOKUCIOTHYIO
nocnenoBarenbHOCTh SEQ ID NO: 31 (L-CDR2); aMHHOKHUCIOTHYIO
nociaenosareapbHocTs SEQ ID NO: 40 (L-CDR3); u BapnabenpHy0 001aCTh TSKEIOH
ey, coAepIKalleli aMUHOKUCIOTHYI0 nocienoBateabHocTh SEQ ID NO: 49 (H-
CDR1); amuHokucnotHywo nocienosareiabocTs SEQ ID NO: 58 (H-CDR2);
aMHUHOKHCIOTHYIO nocienoBatenbHocTh SEQ ID NO: 68 (H-CDR3); min

BapuadebHYI0 00JaCTh JIETKOU Henu, ConepKameil aMUHOKH CIIOTHY IO
nocaenosareapbHocTh SEQ ID NO: 23 (L-CDR1); aMHHOKHCIOTHYIO
nocaenoBarenapbHocTh SEQ ID NO: 32 (L-CDR2); aMHHOKHCIOTHYIO
nocaenoBarenpbHocTh SEQ ID NO: 41 (L-CDR3); u BapuabenpHyo 001acTh TSKEIOH
L[eMH, coAepIKamel aMUHOKUCIIOTHY IO ntocienoBarenbHocTh SEQ ID NO: 50 (H-
CDR1); amunokucnotHywo nociegosareiabHocTs SEQ ID NO: 59 (H-CDR2);

aMHUHOKHUCIOTHYIO nocienoBarenbHocTh SEQ ID NO: 69 (H-CDR3); nnn
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BapualenbHYI0 00JacTh JIErKOH memnu, CoaepKameil aMUHOKHCIOTHY O
nocaenoBarenapbHocTh SEQ ID NO: 24 (L-CDR1); aMHUHOKHCIOTHYIO
nocnenosarenbHocTh SEQ ID NO: 33 (L-CDR2); aMHHOKHUCIOTHYIO
nociuenosarenbHOCTh SEQ ID NO: 42 (L-CDR3); u BapuabenbHyro 001acThb TXKEIOH
L[eNH, coaeprKaleli aMUHOKUCIOTHY IO nocienoBatenbHocTh SEQ ID NO: 51 (H-
CDR1); amuHokucynoTHyto nocienoBarenbHocTs SEQ ID NO: 60 (H-CDR2);
aMHUHOKUCJIOTHYIO nocienoBatenbHocTh SEQ ID NO: 70 (H-CDR3); wnn

BapuabebHYI 00JacTh JIErKOH Lenu, CoaepKamedl aMUHOKUCIOTHY O
nocnenoBarenbHocTh SEQ ID NO: 25 (L-CDR1); aMHHOKHUCIOTHYIO
nocaenoBareapbHocTh SEQ ID NO: 34 (L-CDR2); aMHHOKHCIOTHYIO
nocaenosateapbHocTh SEQ ID NO: 43 (L-CDR3); u BapuabenpHy0 00J1acTh TSKEJIOH
[[enH, coAepIkKamell aMUHOKUCIOTHY IO nociienoBarenbHocTh SEQ ID NO: 52 (H-
CDR1); amunokucnotHywo nocienosareiabHocTs SEQ ID NO: 61 (H-CDR2);
aMHUHOKHCIOTHYIO nocienoBatenbHocTh SEQ ID NO: 71 (H-CDR3); nnn

BapualenbHYI0 00JacTh JIErKOH memnu, CoaepKameil aMUHOKHCIOTHY O
nocaenoBareapbHocTh SEQ ID NO: 26 (L-CDR1); aMHHOKHCIOTHYIO
nocaenoBarenapbHocTh SEQ ID NO: 35 (L-CDR2); aMHUHOKHCIOTHYIO
nocaenosarenabHocTh SEQ ID NO: 44 (L-CDR3); u BapuabenpHy0 001acTh TSKEION
L[eNH, coAepIKalell aMUHOKUCIOTHY IO nocienoBarenbHocTh SEQ ID NO: 53 (H-
CDR1), amunokucynotrHyto nociaenosarenbHocTs SEQ ID NO: 62 (H-CDR2);
aMHUHOKUCJIOTHYIO nocienoBarenbHocTh SEQ ID NO: 72 (H-CDR3); unu

BapuabeabHyI0 00J1aCTh JIETKOW IeNH, COAepIKaLIe aAMUHOKUCIOTHYIO
nocaenosareabHocTs SEQ ID NO: 27 (L-CDR1); aMHUHOKHUCIOTHYIO
nocaenosareabHocTh SEQ ID NO: 36 (L-CDR2); aMHHOKHUCIOTHYIO
nocaenosareapbHocTh SEQ ID NO: 45 (L-CDR3); u BapuabenpHy0 00J1acTh TSKEJIOH
ey, coAepIKamell aMUHOKUCIIOTHY IO nociienoBatenbHocTh SEQ ID NO: 54 (H-
CDR1); amunokucnotHywo nocienosareiabHocTs SEQ ID NO: 63 (H-CDR2);
aMHUHOKHCIOTHYIO nocienoBatenbHocTs SEQ ID NO: 73 (H-CDR3); nnn

BapualebHYI0 00JacTh JIErKOH Henu, ConepKameil aMUHOKHCIOTHY O
nocaenoBarenapbHocTh SEQ ID NO: 27 (L-CDR1); aMHHOKHCIOTHYIO
nocaenoBatenbHocTh SEQ ID NO: 36 (L-CDR2); aMHHOKHUCIOTHYIO
nocaenosarenapbHocTh SEQ ID NO: 45 (L-CDR3); u BapnabenpHy0 001acTh TSAKEION

L[eTH, coAepIkKalell aMUHOKUCIOTHY IO nocienoBarenbHocTh SEQ ID NO: 54 (H-
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CDR1); amunokucnotHywo nocienosareiabHocTs SEQ ID NO: 64 (H-CDR2);
aMHUHOKHUCIOTHYIO nocienoBarenbHocTs SEQ ID NO: 73 (H-CDR3); nnn

BapualenbHYI0 00JacTh JIErkoH memnu, Conepxaleii aMuHOKUCIOTHY IO
nocaenoBarenabHocTh SEQ ID NO: 28 (L-CDR1), aMHHOKHCIOTHYIO
nocyuenosarenbHocTh SEQ ID NO: 37 (L-CDR2); aMMHOKUCIOTHYIO
nociaenosareapHocTh SEQ ID NO: 46 (L-CDR3); u BapuabenpHy0 001aCTh TSKEJIOU
Leny, CoAepIKalel aMUHOKUCIOTHYI0 nmocienoBarenbHocTh SEQ ID NO: 55 (H-
CDR1); amuHokucnotHywo nocienosareiabnocts SEQ ID NO: 65 (H-CDR2);
aMHUHOKUCJIOTHYIO nocienoBatenbHocTh SEQ ID NO: 74 (H-CDR3); win

BapuabelbHYI 00JacTh JErKOH Henu, conepkameil aMUHOKHCIOTHY O
nocaenosareabHocTh SEQ ID NO: 29 (L-CDR1); aMHHOKHCIOTHYIO
nocaenoBareapbHocTh SEQ ID NO: 38 (L-CDR2); aMHHOKHCIIOTHYIO
nocaenosarenapbHocTs SEQ ID NO: 47 (L-CDR3); u BapnabenpHy0 001acTh TSKEIOH
L[Ny, coAepIKalell aMUHOKUCIIOTHYIO TocienoBatenpbHocTh SEQ ID NO: 56 (H-
CDR1); amunokucnotHywo nocienosareiabHocTs SEQ ID NO: 66 (H-CDR2);

AMUHOKHUCJIOTHYIO nocienoBatenbHocTh SEQ ID NO: 75 (H-CDR3).

59. ®apmauLeBTHUYECKUN COCTAB, COAEPIKALIUM!
a.  anturteno npotus IL-36R unu ero aHTUreHCBA3BIBAIOLUIUN (pparMeHT,
coaeprkalue:

1. JIETKYI0 LeNb, COAEPIKAMYK aMUHOKUCIOTHYIO MOCIEA0BATENbHOCTD,
obo3naueHHy kak SEQ ID NO:118 u Tsskenyr 1enb, COAep Kalyro
AMUHOKHCJIOTHYIO MOCJIEN0BATENbHOCTb, 0003HaueHHY0 kak SEQ ID NO:125; unu

ii. JIETKYIO L[eTb, COAEP KAy aMUHOKHUCIOTHYIO MMOCIE0BATEIbHOCTb,
ob6o3HaueHHy0 kKak SEQ ID NO:118 u Tsukeayro memnb, COAep KAy
AMUHOKHUCJIOTHYIO MOCIEN0BATEeNbHOCTb, 0003HaueHHY0 kak SEQ ID NO:126; unu

iii. JIETKYIO 1[€Tb, CONEPIKALIYI0O aMUHOKHUCIOTHYIO MOCIEA0BATEIbHOCTD,
obo3HaueHHy0 kKak SEQ ID NO:118 u Tskenyro menb, CoOaepKammyro
AMUHOKHUCJIOTHYIO MOCIEN0BaTEIbHOCTD, 0003HaueHHy0 kak SEQ ID NO:127;

r7ie aHTUTEJIO MPUCYTCTBYET B KOHLIEHTpauuu npudnusurensao 20 mr/mi, 60
Mr/mn unu 150 Mr/mi; u

6. ameratHbIl Oydep, NPUCYTCTBYIOMHUN B KOHIEHTPALWH MPUOJIU3UTEIBHO
45 MM,

B. caxapo3y, NPUCYTCTBYIOLIYIO B KOHLEeHTpauu npudiauzurenbuo 150 MM,
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r. L-apruaun HCI npucyTcTByeT B KOHIIEHTPAIUU NPUOIU3UTENBHO 25 MM

n.  nonucopbar 20, mpUCYTCTBYIOIMUN B KOHIEHTpaUUu npudausutenpHo 0,4
/0, u

IIpU 3TOM COCTaB XapakTepusyercs 3HaueHueM pH B quanasone ot

npuOIN3UTENbHO S5 10 TPUOIU3UTENBHO O.

60. [TopomkoBeIil (hapMaLeBTHUECKUI COCTAB, B KOTOPOM IMPH
BOCCTAHOBJIEHUM BOJOM 00pa3yeTcst BOOHBINA paCTBOP, COMEPIKALIMIA:

a. aHTuTeno npotus IL-36R min ero aHTUTeHCBA3BIBAKO NN (PPArMEHT,
colepikalue:

1. JIETKYIO 1[eMb, COAEP KAy aMUHOKHUCIOTHYIO MOCJIE0BATEIbHOCTb,
obo3naueHHy kak SEQ ID NO:118 u Tsiskenyro 1enb, CoOAep Kayro
AMUHOKHUCJIOTHYIO MOCJIEN0BATENIbHOCTb, 0003HaueHHY0 kak SEQ ID NO:125; unu

il. JIETKYIO 1[eMb, COAEP KAy aMUHOKHCIOTHYIO MOCIEeA0BaTENbHOCTD,
obo3naueHHyt kak SEQ ID NO:118 u Tsixxkenyro memnb, Coaep Kamyro
AMHHOKHUCJIOTHYIO MOCIEN0BATEeNIbHOCTh, 0003HaueHHY0 kak SEQ ID NO:126; unn

1ii. JIETKYIO 11€Tb, CONEPIKALIYI0O aMUHOKHUCIOTHYIO MOCIE€A0BATEIbHOCTb,

obo3znaueHnyt kak SEQ ID NO:118 u Tsi3kenyro 1emnb, CoAepKaIyro
AMHHOKHCJIOTHYIO MOCJIEN0BAaTENIbHOCTh, 0003HaueHHy0 kak SEQ ID NO:127; u

6. rucTUAMHOBBIA Oydep, NPUCYTCTBYIO MUK B KOHIEHTPALUN
npuOanu3uTEeNbHO 25 MM;

B.  caxapo3y W/WUJIM MAaHHHUT, MPUCYTCTBYIOIIHE B KOHIIEHTPALUU
npubauzurensHo 180 MM;

r. nojucopbat 20 NPpUCYTCTBYIOUINI B KOHIEHTpAUK Npubnusutenbuo 0,2
r/n; u

IIpU 3TOM COCTaB XapakTepusyercs 3HaueHueM pH B nuamnasose ot

npuOIU3UTENBHO 5 10 NPUOIU3UTENBHO 7 MPH BOCCTAHOBJIEHUU BOIOM.

61. ITopomkoBelii cocTas no n. 60, B KOTOPOM aHTUTEJIO NPUCYTCTBYET B

KOHIeHTpanuu npudnuzurenbuo 20 mr/miu, 60 mr/mi uwiu 150 mr/m.

62. ITopomkoBeIi cocTas no n. 60, B KOTOPOM COCTaB COAEPKUT
npubanzurenbuo ot 100 mr go npubauszurensHo 1500 Mr anTHuTena u

BOCCTAHABJIUBAETCS BOOOU IJIs1 UHBEKI[UH.



10

15

20

25

30

174 -

63. Cnoco0 usrorosyieHus papManeBTUIECKOTO COCTaBa, BKJIKOYAKO U B
cels:

a. KYJIbTUBUPOBAHUE KJIETOK MJIEKONUTAIUX, UMEIOLIUX CTAOUIBHO
BKJIIOUEHHBIE B CBOM '€HOM OJHY UJIM HECKOJBKO HYKJIEHHOBBIX KHUCJIOT, KOAUPYIOLIUX
JEeTKHUE U TsiKenble enu aHnturtena npotus IL-36R, Tak 4TO KJIE€TKU CEKPETUPYIOT
AHTUTEIIO B CPEAY IJid KYJIbTUBUPOBAHUA KJICTOK, U OUYUCTKY aHTUTEA U3 CPEABI OJIA
KYJIBTUBHPOBAHUA KIJICTOK, U

0. NPUTOTOBJIEHUE cocTaBa mo Jdomy u3 nm. 1 - 39,

64. Cnoco0 no n. 63, rae HyKJIeHMHOBAasI KUCJIOTA, KOOUPYIOIAs JETKYI0 LeMb
aHTutena npotus IL-36R, comepKUT HyKICOTUIAHYIO MOCIEA0BATEIbHOCTD,
koaupyromyw SEQ ID NO:118, u rae HykJenHOBast KUCJI0Ta, KOAUPYIOLAs TAXKENYIO
nens antTuTesna npotus IL-36R conepKUT HyKIECOTUIHYIO MOCIEA0BATEIbHOCTD,

koaupyromyo SEQ ID NO:125.

635. Cnoco0 mo . 63, roe HyKJIEMHOBAsI KUCJOTa, KOAUPYIOIIas JIETKYIO [elb
aHtutena npotus IL-36R, cOnepKUT HyKIECOTUIHYIO MOCIEA0BATEIbHOCTD,
xoaupyromyw SEQ ID NO:118, u rae HykJIeHHOBasi KUCJIOTA, KOAUPYIOLIAS TSAXKEIYIO
uenb aHtutena npotus IL-36R conepkuT HyKJIEOTUAHYIO MOCIEA0BATEIbHOCTD,

kopupyromywo SEQ ID NO:126.

66. Cnoco6 no m. 63, rae HyKJIeMHOBAsl KUCJIOTA, KOAUPYIOIIAs JIETKYIO LeMb
a"tutena npotus IL-36R, comepKUT HyKICOTUIHYIO MOCIEA0BATEIbHOCTD,
koaupyromyw SEQ ID NO:118, u rae HykJenHOBast KUCJIOTa, KOAUPYIOLAs TSKEIYIO
nenb antTuTena npotus IL-36R conepKUT HyKIECOTUIHYIO MOCIEA0BATEIbHOCTD,

koaupyromy SEQ ID NO:127.

67. dapmaneBTHYECKUH MPOAYKT, COAepKamUii: (HIaKOH, BKIFOYAKOIHUH B
cebs mpubnuszurensao 100 mr go 1500 mr antuteno npotus IL-36R B mopomkoBoii
dbopMe; MHCTPYKIUH IJIT BOCCTAHOBJeHHS aHTUTeNa POoTuB IL-36R; n uHCTpyKIMU
ISl IPUTOTOBJIEHUSI BOCCTAHOBJIEHHOTO aHTUTENA Ul UHPY3UH, II€ aHTUTENO MPOTHB
IL-36R comepXUT JErkyrw Lemnb, COAEP ALY aMUHOKUCIOTHYIO

MOCJIeIOBATENbHOCTD, 0003HaueHHYI0 kKak SEQ ID NO:118 u tsxenyro mnermnb,
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COZEp KALIYI0 aMUHOKUCIOTHYIO NOCIEJ0BATENIbHOCTh, 0003HAUEHHYIO KaK 00011 u3
SEQ ID Nos:125, 126 unu 127; u HTHCTPYKIIUHU IO BOCCTAHOBJIEHUIO TPEOYIOT

pazbaBiieHUs BOAOH IJis MHBEKIUH 10 3KCcTparupyeMmoro oorema ot 1 1o 50 mu.

5 68. dapmaLeBTHYECKHI COCTAaB MO M. 7, B KOTOPOM Oydep COAEpIKUT LUTPAT.

69. @apmalneBTHUYECKUN COCTAB, COAEP KALIMMN:
a.  antuteno npotus IL-36R uin ero aHTUTreHCBSA3BIBAOLUIUN (pParMeHT,
NPUCYTCTBYIOIHE B KOHIIEHTPAIMU B [HaNa30He OT npubauzurenpHo 0,5 mr/mi go
10 npubauzutensHo 220 Mr/mi,
6. Oydep, mpucyTCTBYOIUN B KOHUEHTPALMH B AHAMa30HE OT
npubauzutensao 20 MM no npubnusurenbuo 80 MM
B.  PEryJsATOp TOHUYHOCTH, MPUCYTCTBYIOIINH B KOHLEHTPALUH B AUAMA30HE
ot npubnuszurensHo 100 MM no npubnusurenbuo 400 MM;
15 IIPU 3TOM COCTaB XapakTtepusyercs 3HadeHueMm pH B nuanasone ot

npUOIU3UTENBHO 5 10 NPUOIU3UTENBHO 8§ HAXOAACh B BOAHOH (opme.
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