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COCTABBI HA OCHOBE AHTUTEJI K IL-33

Hacrosimas 3asiBka UCIpalIMBaeT NPUOPUTET B COOTBETCTBUU C 3asiBKOM HA MaTeHT I pennu ¢
HoMmepoMm 20200100239, nopannoii 11 masa 2020 rona. ConeprkaHue NaHHOH 3asBKU BKJIFOUEHO B
JAHHBIN JOKYMEHT ITOCPEACTBOM CCBUIKU BO BCEH CBOEH MOJHOTE.
OBJIACTb TEXHUKH

Hacrosmee n3o0pereHue OTHOCHUTCS Kk  aHtutenram  k  IL-33, BKJIFOYast
BBICOKOKOHIICHTPHPOBAHHBIE BOJHBIE COCTaBbl HA OCHOBE 33 640087-7B u ero OMoaHaIoOroB.
NPEAITOCBUIKA U30BPETEHUA

33 640087-7B mnpencraBisier co0OH MOHOKJIOHaNbHOE aHTUTENo (mADb) Ha OCHOBe
yenoBedeckoro ummyHornooyuHa (Ig) monkmacca G1, KOTOpoe CBA3BIBAETCS C UHTEPJICHKUHOM
yenoseka (IL)-33, mpenorspamaer ceszbiBanue 1L-33 ¢ ero penentopom ST2 u monmaBisieT ero
npeoOpa3oBaHUe B CBS3aHHYIO IUCYIbGUIHbIMU cBsi3aMu dopmy (DSB) IL 33. 33 640087-7B
HUMEET TEePareBTUIECKHI MOTEHIMAJ TPH MHOTOYHCIICHHBIX 3a00JI€BAHUSX U B HACTOSALIEE BPEMs
OCYILIECTBISIETCS €r0 pa3padoTKa IS JEUSHHS XapaKTEPU3YIOIIHUXCSI OT YMEPEHHON 110 TSIKEJION
CTETICHBIO XPOHUYECKOW oOCTpykTHBHOU Oonesnm Jyierkux (COPD), acTMbl M aTOMU4ecKoro
nepmatuta (AD); a Takke nnaderudeckoi 6ose3nu noyek (DKD).

B Oynymem mnpeanomnaraercsi BeemeHue 33 640087-7B myTeM MMOAKOXXHOW WHBEKLIUU.
Hacrosiee nzo0perenne yioBiIeTBOPSIET 3Ty MOTPEOHOCTb.
KPATKOE OITMCAHHUE U30BPETEHUA

3aBepmeHa (¢aza 1 kimHHMYeckoro wuccienoBaHust 33 640087-7B  (uccnemoBaHHe
D9180C00001). HccnemoBanue D9180C00001 sBIAIOCH pPaHAOMHU3UPOBAHHBIM ILIAle00-
KOHTPOJIIPYEMBIM TPOBOAMMOM B CJENOM pexume (Uid uccienoBaTeled M y4aCTHUKOB
NPEAyCMAaTPHUBAJICS CJIETION PEeXKUM, JJIsl CIIOHCOpa CJENOH PeXUM He MPeayCMaTpHBAJICS)
KJIMHUYECKUM HCCIIEIOBAHUEM, NMPEAYCMATPUBAIOIINM BIIEPBbI€ OCYIIECTBIsIEMOE BKIFOUEHHE B
UCCIIEIOBAHKE JIFO/IeH, KOTOPOE MPOBOIWIIN C BKIIOUeHHEM 88 y4acTHHKOB (4acThb [: omHOKpaTHast
Bo3pacraromasi n03a (SAD) mns 56 310poBbIX MOOPOBOJIBIEB C JIeTKOH (Gopmoii aronuu B
aHamHe3e;, 9acthb II: MHOrOKpaTHast Bo3pactatomas no3a (MAD) nnst 24 y4aCTHHUKOB C JIETKOH
dbopMoit XpOHUYECKOW OOCTPYKTHBHOW OoyiesHm Jierkux; 4dacth Il ogHOkpaTHas no3a mjst 8
310pOBBIX a00poBONBLEB M3 SmoHumM) must ouneHku Oe3omacHocTH, nepeHocumoct, PK u
uMMyHoreHHocTu 33 640087-7B. 33 640087-7B Obuto MpPU3HAHO B LEJNOM O€30MaCHBIM H
XOPOLIO MEPEHOCUMBIM, U TIPU 3TOM HE BO3HUKAJIO KaKHX-JIHO0 MpodieM ¢ 0€30MacHOCTHIO TTOCIe
BBeeHus BIIOTh 10 300 mr 33 640087-7B Baytpusenso (IV) B wactsax I u Il uccnenosanus. Bo
yactu 2 uccnenaosanus nauueHtsl ¢ COPD nonyuanu 3 noser 33 640087-7B noakoxHo ¢ 14-

AHCBHBIM NHTCPBAJIOM.
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Jns ¢assr 1 kmuaMYeckoro uccienosanus 33 640087-7B moctaBisuioch BO (uiakoHE B BHIE
CTePUJIBHOTO JIMOPUIM3UPOBAHHOTO TMOPOIIKAa OT Oeyoro o rpsi3Ho-Oenmoro nsera. Kaskmbrit
¢bakoH comepikand aKTHBHBIA HMHIPEIUEHT, Mpencrasisiommii codoit 33 640087-7B, B
HOMHHAJIbHOM KOJINYECTBE, cocTaBisiroieM SO Mr, npeaHasHaueHHbid 1u1st IV unu SC BBeneHusl.
IIpyn BOCCTaHOBJIEHMM C HCHOJB30BaHUEM 1,2 MJ CTepUIIBHONW BOABI [JIs1 MHBEKLMH pPacTBOP
comepxkan 33 640087-7B B koHueHtpauuu S0 wmr/mn, Haxomsmeecss B 20 MM L-
ructuauHa/ruapoxgopuaa L-ructuauna, 80 MM rugpoxnopuna L-aprununa, 120 MM caxaposbl,
0,02% (Bec/obbeM [Bec/00.]) momucopbara 80, pH 6,0.

[Tporaosupyemas >¢dextuBHas no3a 33 _640087-7B moxer nocrurath 300 mr (wim Gosee)
NPU ONPEAENeHHbIX COCTOSHUIX. COCTaBbl ¢ HU3KOW KOHLEHTpAIMeH, TaKuM 00pa3oM, MOTYT
CTaTh NPErpagoi IUid MOAKOKHOTO BBEINEHHs, OCOOEHHO AJISi TPUMEHEHHUS] TPU XPOHHUECKUX
COCTOSIHUSIX. BpUIO OBl HEPEATHCTUYHO OXHUAATh, YTO B CJydYae MalHEHTOB, CTPAJArOIINX
XPOHHYECKUMH HAPYLICHUSIMH, OyAET PETyJIIPHO OCYIIECTBISITHCS BBEIEHHE 6 MJI MK OOJbIIEro
KOJINYECTBA JIEKAPCTBEHHOT'O CPENICTBA MOAKOXKHO IS TIOJTYyUEHUs TEPAIeBTUIECKON O3B

Takum obpa3om, CymecTByeT MOTpeOHOCTh B YBENUYeHUU KOHIeHTpaunu 33 640087-7B B
JIEKaPCTBEHHBIX COCTABAX, B YACTHOCTH JUISL MOJKOKHOTO BBEICHMSI.

OnHako yBenMuYeHHE KOHLIEHTPALMKM OejKka B JIEKAPCTBEHHBIX COCTaBaX MOXKET BbI3BATh
npobsieMbl CO CTaOUJIPHOCTBIO, HANpUMeEp, arperauvio Oelika, MPUBOASINYIO K OOpa3OBaHUIO
BbICOKOMOJIEKYJSIpHbIX (pakunit (HMWS). HMWS, B 4HacTHOCTH Te, KOTOpbIE COXPAHSIOT
OONBLIYIO YaCTh HATUBHON KOH(PUIypallMy aHTHUTENA, MOTYT UMETb OCOOEHHO Ba)KHOE 3HAUCHHE
B CJlyuae HEKOTOPBIX OENIKOBBIX cocTaBOB. PacTBopumble (paxumun Oojiee BBICOKOTO IMOPSIIKA
MOTYyT 0Opa3oBBIBATHCS B pe3ysbTare oOparumoil camoaccouuanuu (RSA), MHAyLHUPOBAHHOM
BBICOKOMW KOHIIEHTpauuel Oenka. Arperarusi TAK:Ke MOKET OTEHLUATBHO BIMATDH HA MOJKOKHYIO
OuonocTynmHoCcTh U (papMaKOKHHETHUKY TepamneBTuueckoro Oenka. Kpome Toro, oOpaszoBanue
pacTBOPUMBIX (pakiuii Ooyiee BBICOKOTO MOPSAKA MPU BBICOKUX KOHLEHTPALMSX MOXKET
YBEJIMYHUTD BS3KOCTb PACTBOPA, 3aTPYAHSS JTOCTABKY JIEKAPCTBEHHOTO MPOAYKTA, OCOOEHHO W3
YCTPOHCTB C BBICOKUM MPOTUBONABJICHNEM, TAKUX KaK MPEIBAPUTENBHO 3aMOJHEHHbIE ITPHULIBI.

B nanHOM J[OKyMEHTE NpPEAyCMOTPEH YJIY4YLIEeHHBbIM cocTaB [ aHtuten k [L-33,
XAPaKTEPUIYIOIUNACS HHU3KOW BS3KOCTBIO M CHIDKEHHBIMH IIOKA3aTENIsIMH  XapaKTEPUCTHK
00paTUMOl caM0acCOLMALINH, HO TIPU 3TOM CONEPIKAIIUi BBICOKYIO KOHLIEHTPALIUIO aHTUTEIA.

B onHoM acmekte Hacrosimee n300peTeHHe MpenyCMaTPUBAET KOMITO3HMIMIO, COAEPIKAIIYIO
aatuteno K IL-33 B koHmeHTpauuu Oonee yeM npudausurenbHo 100 mMr/mi, nmo MeHbIneil Mepe
npubnusutensHo 170 MM aprununa u Oydep, rae anrureno k IL-33 conepxxur BapuabenbHbIH
noMmeH Tsokesnon nenu, copepxkamuit VHCDRI, umeronyro nocnenosarensHocTh o SEQ ID

NO: 1, VHCDR2, umeromyto nociaenosareabHocTh oa SEQ ID NO: 2, VHCDR3, umeromyto



nocnenoBateibHOCT o SEQ ID NO: 3; u BapuabenbHbIil TOMEH TSIKEION LEMH, COAep KaIluii
VLCDRI, wumeromyr nociaenosarenbHocTh noa SEQ ID NO: 5, VLCDR2, umeromyo
nocnenoateabHOCTh oA SEQ ID NO: 6, u VLCDR3, umeromyto nociaenosareabHOCTb noa SEQ
ID NO: 7. B HEKOTOpBIX Cllydyassx KOMIO3ULHUS JOMOJHUTEIbHO COAEPKUT IMOBEPXHOCTHO-
AKTUBHOE BELLECTBO.

B npyrom acnekte Hacrosimiee u3oOpeTeHHe MpenyCMaTpUBAET KOMITO3ULIUIO, COAEPIKAIIYEO
antuteno k IL-33 B koHUeHTpauuu Oonee yem npudausuteabHo 100 Mr/mil, Mo MeHbLIel mMepe
npubmusutensHo 150 MM nusuna u Oydep, rae antureno k [L-33 comepxut BapuabeabHbIN
noMmeH Tspkeson nenu, conepxkamuit VHCDRI1, umeromyro nmocnenosarensuocts nog SEQ ID
NO: 1, VHCDR?2, umeromyro nocnenosarenbHocTs noa SEQ ID NO: 2, VHCDR3, umetromyto
nocnenosateibHOCT TIox SEQ ID NO: 3; u BapuabenbHbIi TOMEH TSKEION LEMH, COAepP Kl
VLCDRI, wumeromyro mnocnenosarenbHocTe nog SEQ ID NO: 5, VLCDR2, umeromyro
nocnenoatebHOCTh oA SEQ ID NO: 6, u VLCDR3, umeromyto nocienosaTeabHOCTh mog SEQ
ID NO: 7. B HexoTOpBIX Ciydasgx KOMIIO3ULUS JOIMOJHUTENBHO CONIEPIKUT IOBEPXHOCTHO-
AKTUBHOE BEILECTBO.

B HEKOTOpBIX CiTydasx KOMIO3UIIHS MPEACTABISIET COOON KUAKOCTh. B HEKOTOPBIX CIydasix
KOMTIO3HIIHSI XapaKTePU3YeTCs CHIYKEHHBIM YPOBHEM BSI3KOCTH 110 CPABHEHHUIO C KOMITO3UIIHEH,
comepykamieit O6onee HU3KYHO KOHHIEHTpanuio antutena kK IL-33, 20 MM rucrununa, 80 MM
apruauHa, 120 MM caxapossl u 0,02% (6ec/06.) nomucopbara 80 npu pH 6,0. B HekoTopbIX
CITydasix KOMIIO3UIUS XapaKTePU3yeTCsl TeM, YTO aHTUTeNO K IL-33 XapakTepusyercst CHIIKEHHBIM
ypOBHEM OOpaTHMOI CaMOACCOLUALIMH TI0 CPABHEHUIO C YPOBHEM OOpPaTHMOI CaMOacCOLMALuN
antutena k 1L-33 B komno3unuu, cogepxamein 20 MM ructuausna, 80 MM aprununa, 120 MM
caxapo3el u 0,02% (8ec/06.) nonucopbata 80 mpu pH 6,0 u Oonee HM3KYIHO KOHLIEHTPALHIO
aHturena k [L-33.

B nomonHUTENTPHOM acrleKkTe HAacTosnee H300peTeHHe MpPeayCMaTpPUBAeT KOMITO3HUIIHIO,
comepkamyro 33 640087-7B B KOHUeHTpauuu OT npuOmmsurensHo 130 wmr/mn 1o
npubmmsutensHo 170 mr/mu, npubmmsurensro 0,03% (Bec/06.) £ 0,015% mnommcopbara 80,
npubmusuTensHo 220 MM apruHMHA W OT NpuOIM3UTENbHO 16 mo mpubnmsurensHo 24 MM
ructunuHoBoro Oydepa, roe pH npencrasnser coboii pH 5,5 £0,5.

B nomonHUTENTPHOM acreKkTe HACTosIee H300peTeHHe NPeayCMaTpPHBAeT KOMITIO3HUIIHIO,
comepkamyro aHtureno k I1L-33 B koHOeHTpamuu oOT npubmusurenbHo 130 mr/mn 1o
npubmusutensHo 170 mr/min, npubmmsurensro 0,03% (Bec/06.) £ 0,015% mnomucopbara 80,
npubnusutensHo 220 MM apruHMHA U OT NpHONIM3UTENbHO 16 no mpuOmusurensHo 24 MM

ructunuHoBoro Oydepa, rae pH npencrasnser coboit pH 5,5 £0,5.
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B nononHMTENBHOM acmekTe HacTosllee M300peTeHHe MPeayCMaTPUBAEeT TOTOBOE H3JEIHE,
cozeprkalee KOMIIO3ULIMIO, PACKPBITYIO B JAHHOM IOKYMEHTE, HarpuMep, coaepskariee ot 0,5 mi
10 MPUOJU3UTENBHO 5 MiT (Hanpumep, OT 1 Mt 10 MPUOIU3UTENBHO 3 MJT) KOMITO3ULIUH.

B nononHuTEnbHOM acmekTe Hacrosee H300peTeHue INpenycMaTpuBaeT  (prakoH,
COZIep>KallMi KOMITO3ULIMIO, PACKPBITYI0O B JAHHOM JOKYMEHTE, HallpuMep, COAEp Kaluil OT
npubmm3uTensHo 0,5 Mt 10 mpuOIU3UTENbHO 5 MiT (HanpuMep, OT 1 Mit 10 MPUOIU3UTETBHO 3 MJT)
KOMITO3HULIHH.

B nononHUTEeTpHOM acmekTe HacTosIIee H300peTeHne mpeaycmarpusaer cnocod neuenus IL-
33-0moCpenoBaHHOTO  HAapywmleHWss y  CyObeKTa, BKJIIOYAIOIIUN  BBECHHE  CYOBEKTY
TepaneBTHIeCKd 3 (HEKTHBHOTO KOIMYECTBA KOMITO3ULIMH, PACKPBITOW B JAHHOM JIOKYMEHTE.

B nomnomHUTENBHOM acneKkTe HacTosee N300peTeHne MpenyCcMaTpUBaeT Crocod MOTydeHuUs
CTaOMIIbHOMN YKU/IKOH KOMITO3ULIUH, XapaKTEPU3YIOIIEHCS BA3KOCTBIO MEHEE YeM IPUOITU3UTEBHO
10 cIT u copepsxkamueii antureno k IL-33 B koHueHTpanuu 6onee yem npudnusutensHo 100 mMr/mi,
10 MeHblIeH Mepe npudmu3uTensHo 170 MM apruHiHa, He00sA3aTENIbHO OBEPXHOCTHO-aKTUBHOE
BemiectBo u Oydep. Criocob Brirovaer craguu (1) oObeAMHEHUS IEPBOTO PACTBOPA, COAEPIKAIIETO
AaHTUTEJIO B TMEPBOH KOHIEHTpauuu U Oydep, ¢ apruHUHOM C TOJNYyYE€HHEM pacTBOPA,
comepkamero aHtureno kK IL-33 B koHueHTpaumu or npudmusurenbHo 110 mr/mnm no
npubnusuTensHo 200 Mr/mi, o MeHbLIe Mepe npudnusurensHo 170 MM aprunuHa u Oydep; u
HeoOs13aTenbHO (i1) 7oOaBIeHNsI TOBEPXHOCTHO-AaKTHBHOTO BEIECTBA K PACTBOPY € TOCTHKEHHUEM
KOHEYHOHN KOHILIEHTpALUH, cocTaisatomeil npudnusutensHo 0,03% (Bec/00.) = 0,015% (sec/06.)
IIOBEPXHOCTHO-aKTUBHOT'O BELIECTBA.

B nononHuTENbHOM acnekTe HacTosIee N300peTeHne MPeayCMaTpUBAaeT CIIOCO0 MOTyYeHUs
CTaOMJIbHOM YKUJIKOH KOMITO3ULIUH, XaPAKTEPU3YIOIIEHCS BA3KOCTHIO MEHEe YeM MPUOTU3UTETEHO
10 cIT u copepskarueii antureno k [L-33 B koHueHnTpanuu 6onee yem npudnuszutensHo 100 mr/m,
1o MeHbLIeH Mepe mpudbausutenpbHo 150 MM nu3uHA, HEOOS3aTENbHO MOBEPXHOCTHO-AKTHBHOE
BeniectBo u Oydep. Crocod Brirovaer craguu (i) oObeNMHEHUS IEPBOTO PACTBOPA, COAEPIKAIIErO
AHTUTEJIO B TMEPBOH KOHIEHTpauuu U Oydep, ¢ apruHUHOM C TOJNYyYE€HHEM pacTBOPA,
comepkamero antureno k IL-33 B koHueHTpaumm oT mnpudmusutenshHo 110 mr/mn 1o
npubmusuTensHo 200 Mr/min, mo MeHblnel mMepe npudmmsurenabHo 150 MM nmmusuHa u Oydep; u
HeoOs13aTenbHO (i1) noOaBIeHNsI TOBEPXHOCTHO-aKTHBHOTO BEIECTBA K PACTBOPY € TOCTHIKEHHUEM
KOHEYHOH KOHLIEHTPALMH, COCTaBsroIneli npudnusurtensHo 0,02% (Bec/00.) + 0,015% (sec/06.)
NIOBEPXHOCTHO-aKTHBHOT'O BELIECTBA.

KPATKOE OITIUCAHUE ' PAOUYECKHUX MATEPHAJIOB
BapuaHTe! ocy1ecTBIeHHS HACTOSIIIEro n300peTeHns OyIyT OMUCAHbI B KAUECTBE MIPUMEPA CO

CCBUIKOH Ha cliefiyioIne rpaguueckue MaTepuabl, Ha KOTOPBIX:



Ha ¢urype 1 nokasaHa cTaOMIBHOCTb B COOTBETCTBHHM C %-HBIM pPacCIpenesNeHHeM IS
pacTBOpuMBIX (ppakuuii Oosiee BBICOKOTO MOpPsiAKa B KOMITO3UIIMU HAa ocHOBe 33 640087-7B mo
HACTOALIEMY HM300peTeHH0 Mpu xpaHeHuu npu Temneparype ot 2°C no 8°C Ha mpoTsikeHuu
Neproa MPOAOJIKUTEIBHOCTBIO 6 MECSLIEB.

Ha ¢urype 2 nokasana monrocpounas ctabmibHOCTH 33 640087-7B B KOMIO3MLIMM TIO
HACTOSIIEMY M300PETeHUI0, N3MepeHHasl Kak (yHKINSA 00pa30BaHUsI HEPACTBOPUMBIX arperaTos
C TE€YEHHEM BpPEMEHM (MecCslLbl — MeC.). YPOBHHU arperaiuu U3Mepsuld BO BPEMsl XPaHEHHs B
CTEKJITHHBIX (pJIAKOHAX U MPEIBAPUTENIbHO 3anoHeHHbIX mnpuuax (PFS). Komnosunmm xpanumm
npu Temmepatype ot 2 1o 8°C.

Ha ¢urype 3 mnokaszana crabunbHOCTh 33 640087-7B B KOMMIO3WIHMU IO HACTOSIIEMY
H300peTeHNI0, U3MEepeHHast Kak (PyHKIMs 00pa30oBaHUsl HEPACTBOPHMBIX arperaTtoB ¢ TEUEHUEM
BpeMeHH (MecsLbl — MeC.). YPOBHHU arperauyy U3Mepsuld BO BPEMsI XPaHEHHs! B CTEKJISTHHBIX
¢makoHax u mpenBaputenpHo 3amonHeHHoMm wmmpune (PFS). Kommosunmm xpasunu mpu
temmeparype 25°C.

Ha ¢urype 4 mnokaszana crabunbHOCTh 33 640087-7B B KOMMNO3WLHMU IO HACTOSIIEMY
N300peTEeHNI0, N3MEpEeHHas! Kak (PyHKIMs 00pa30BaHUsI HEPACTBOPUMBIX arperaTtoB ¢ TEUEHUEM
BpeMeHH (MecsLbl — MecC.). YPOBHU arperaluy U3Mepsuld BO BPEMsI XPaHEHHs! B CTEKJISTHHBIX
¢nakoHax u mpenBaputenbHo 3anonHeHHoM wmpune (PFS). Kommosuimm xpanwnu mpu
temmeparype 40°C.

Ha ¢urype S noxasano BausiHue apruHiHa U TEMIEPaTyphl HA BA3KOCTb COCTABA.

Ha ¢urype 6 nokaszano snusHue KoHLeHTpauuu 33-640087 7B, apruHuHa U TeMnepaTypel Ha
BSI3KOCTb cocTaBa. Bsskocts (Cp) m3mepsun npu Kaxkaol koHmneHTtpauuu 33-640087 7B mpu
Ka0i KoHueHTpauuu aprununa npu 5°C, 18°C, 25°C u 30°C.

NOAPOBHOE OINTUCAHHUE
Onpeodenenusn

Cnenyer moHMMAaTh, YTO KOHKPETHbIE BapUaHThI pean3allii, IMOKa3aHHbIE U OMHMCAHHBbIE B
JAaHHOM JOKYMEHTE, SBIIIOTCS TpUMepaMu, W He MpeArojaraercs, 4YTO OHH B HHBIX
00CTOSTENBCTBAX KAKUM-THO0 00pa3oM OrpaHUYHBAIOT O0BEM MPUMEHEHHSI.

OnyOnMKOBaHHBIE MATEHTHI, 3asIBKM HA TIATEHTHI, BeO-CaliThl, HA3BaHHs KOMITAHUHI M HAy4YHAsI
JUTEPATYPA, YIOMUHAEMbIE B JTAHHOM JOKYMEHTE, HACTOSALIUM BKJIFOUEHBI IOCPEACTBOM CCHIIKU
BO BCEH CBOEH! IMOJIHOTE B TOH JK€ CTENEHH, KaK €Ciii Obl ObLIO YKa3aHO, YTO KaXIbIH U3 HUX ObLI
KOHKPETHO U OTAEJIbHO BKJIKOYEH MOCPEACTBOM CCBUIKH.

Hcnonb3yemele B JaHHOM ONHCAHUU (POPMBI EAMHCTBEHHOT'O YHCIIA, B YACTHOCTH, OXBATHIBAIOT
Takke (POPMBI MHOKECTBEHHOI'O YHCJIA ANl TEPMUHOB, K KOTOPbIM OHU OTHOCSITCS, €CIIU

COACPIKAHUE SABHO HE YKa3bIBACT MHOC.
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Tepmur "mpuOnmsurensHO" WM "mpuUMepHO" O3HAYAET AOMYCTUMYKO MOTPEIIHOCTh IS
KOHKPETHOH BEJIMYMHBI, ONpPEIENIEHHYI0 CIEeUAINCTOM B JAHHOH OOJAacTH TEXHHUKH, KOTOpas
YaCTUYHO 3aBUCUT OT TOr0, KakuM OOpa3oM BeNMYMHA H3MepseTcss WM omnpernensercs. B
OTIpENIENIEHHBIX BapUAHTAaX OCYLIECTBJIEHUs TEPMHUHBI "MPHOIM3UTENBHO" WM "NpUMEpHO"
O3HA4arT 3HaueHue B npepenax 1, 2, 3 umm 4 craHgapTHBIX OTKJIOHEHWH. B ompeneneHHbIX
BApUAHTAX OCYINECTBIICHUS N300PETeHUsI TEPMUH "MPHONN3NTENBHO" WK "MPUMEpHO" O3HAYaeT
HaxoxaeHue B nipenenax 30%, 25%, 20%, 15%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1%,
0,5% wumu 0,05% oT 3amaHHOrO 3HAYEHMs WM Avana3oHa. B kaxkgom ciydae, Korma TEPMUH
"mpuOIU3UTENHEHO" WK "MPUMEPHO" MPENLIeCTBYET IEPBOMY YUCIOBOMY 3HAUEHHIO B CEPUU U3
IBYX HJIM OOJIee YUCIIOBBIX 3HAUEHHH, MMOIPAa3yMEBAETCs, YTO TEPMUH "MPUOIH3UTENBHO" HIIH
"IpuMepHO" OTHOCUTCS K KKIOMY M3 YHUCJIOBBIX 3HaUEHUI B 3TOH Cepuu.

[TpakTHyecKoe OCYIECTBIEHUE PACKPBITOrO B JAHHOM JOKYMEHTE CIIoco0a U OTAENbHBIX €ro
CTaJii MOJKET BBINOJHATBCS BPYYHYO W/WIM TOCPEICTBOM WJIM  aBTOMATHU3ALUH,
o0ecrieqnBaeMoi 3IEKTPOHHBIM 000pyIOBaHNEM. XOTsI Cr1ocOOBI ObUTH OMUCAHBI CO CCBUIKOH Ha
KOHKPETHBIE IIPUMEPBI, CIIELUAIHCT B JAHHONW 00JIACTH TEXHHUKH JIETKO IOWMET, YTO MOTYT OBITh
UCTIOJIb30BaHbI PYrUe COCOOBI BBIOJHEHUS NEHCTBUH, CBA3aHHBIX CO criocodamu. Hampumep,
MIOPSIIOK CJIEOBAHMS PA3IMYHBIX CTAANH MOKET ObITh U3MEHEH 0€3 OTKJIOHEHHUS OT 00BbeMa WUJIH
CYIIHOCTH crioco0a, eciii He Onucano nHoe. Kpome Toro, HeKOTOpbIe U3 OTAENbHBIX CTaUI MOTYT
ObITh OOBENHEHBI, UCKITFOUEHBI WIN JONOIHUTENBHO Pa3/ieIeHbl HA NOTOJIHUTENbHBIE CTAIHH.

IIpenycmaTpuBaeTcs, YTO KOMIO3ULIUU M CIOCOOBI BKJIIOYAIOT BAPUAHTBHI OCYLIECTBIEHMS,
npenycMaTpuBaroue MO0y KOMOWHALMIO OJHOIO WM HECKOJBbKHX W3 IOMOJHUTEIbHBIX
HeoOs3aTeNIbHBIX 3JIEMEHTOB, NPU3HAKOB M CTAAMH, OMMCAHHBIX HIDKE (BKJIOYAsl T, KOTOPBIE
NOKa3aHbl Ha PUrypax), eCiii He yKa3aHO UHOE.

Ecnu He ompeneneHO MHOE, TO BCE TEXHUYECKHE U HAaydHblE TEPMUHBI, HCIOJIb3yeMbIE B
JAHHOM JTIOKYMEHTE, UMEIOT TO K€ 3HAU€HHE, KOTOPOe OOBIYHO MOHSATHO CIEHATUCTY B JaHHON
o0NacTl TEXHHWKH, K KOTOPOH TWPHUHAUICKHUT HacTosmee uszoOperenue. Crenyromme
JUTEPATYPHBIE UCTOYHHUKH, KOTOPbIE MPEAOCTABISIOT CHEHATNCTY B JTAHHOW OOJIACTH TEXHUKH
o0Imue onpeneneHus MHOTMX TEPMHHOB, HCITOJIB3YEMbIX B HACTOSIIEM H300PETEHUH, BKIIFOYAIOT
0e3 orpanmuenus: Singleton et al., DICTIONARY OF MICROBIOLOGY AND MOLECULAR
BIOLOGY (2d Ed. 1994); THE CAMBRIDGE DICTIONARY OF SCIENCE AND
TECHNOLOGY (Walker Ed., 1988); THE GLOSSARY OF GENETICS, 5th Ed., R. Rieger et al.
(Eds.), Springer Verlag (1991); a taxke Hale & Marham, THE HARPER COLLINS
DICTIONARY OF BIOLOGY (1991).

Tepmun "antureno" uiau "MMMyHOrIOOYJIHUH" OTHOCUTCS K TETPAMEPHOMY TJIMKOIPOTEHHY,

KOTOprﬁ COCTOUT U3 ABYX TSXKEJIbIX Heﬂeﬁ U ABYX JICTKHUX uenef/'l, Kaxxaasi U3 KOTOPbIX COOACPKUT
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BapuabenpHyr0 00JacTh M KOHCTAHTHYK 00JacTb. AHTHIEHCBSI3bIBAIOLINE YACTH MOXKHO
MIOJIy4aTh C MOMOIIBI0 MeToAuK pekomOuHanTHOM JIHK mmu ¢ momommpio pepMEeHTaTHBHOTO WU
XUMHUYECKOTO  pacCIIeNJIEeHWs] WHTAKTHBIX aHTuUTen. TepmuH  "aHTuUTEno"  BKIKOYAET
MOHOKJIOHAJIbHBIE AHTHUTENA, IMOJIUKJIOHAJbHBIE AHTUTENIA, XUMEPHbIE aHTUTENA, YeIOBEUECKHe
aHTUTENA U T'YMaHU3UPOBAHHbIE AHTUTENA.

BapuaHTbl aHTUTEN BKIIOYAIOT (PPAarMEHTbl AHTUTEN W AHTHTEJIONONOOHBIE OenKHu C
U3MEHEHUSIMH B CTPYKType KAHOHHUYECKHMX TETpaMepHBbIX aHTHTeN. Kak mpaBuiio, BapHaHTHI
AHTUTEJT MIPEIYCMATPUBAIOT V-00J1aCTH ¢ U3MEHEHUEeM KOHCTAHTHBIX 00JIaCTeH, WITH, B KAUeCTBe
aNbTepHaTHBBI, noOaBieHHe V-oOjmacTell K  KOHCTAHTHBIM  00JacTsiM, He0Os3aTelbHO
HEKaHOHMYECKUM o0pa3zoM. [Ipumepsl BKIIOUAIOT MyJIbTHCIIE(HUECKUE aHTUTeNa (HarpuMep,
oucnenuuIecKue aHTUTENA C JOTIOJTHUTEbHBIMU V-00J1acTsIMU), PparMeHThl AaHTUTEN, KOTOpPbIE
MOTYT CBsI3bIBaTh aHTHUreH (Hanmpumep, Fab', F'(ab)2, Fv, ogHonenoueunsle anTuTeNa, Auarena),
OumnapaTonHele 1 PpeKOMOMHAHTHBIE MTENTH/IbI, COAEPIKAIINE BBILICTIEPEYHCIEHHOE, IPU YCIOBUH,
YTO OHH MPOSIBISIFOT HEOOXOAUMYIO OHMOJIOTHYECKYIO aKTHUBHOCTD.

@parMeHThl aHTHUTEN BKJIIOYAIOT AHTHTEHCBS3BIBAIOLINE YACTH (T. € "aHTUI€HCBSI3bIBAIOIIUE
¢parmenTer") anTuTena, nomumo npodero, Fab, Fab', F(ab')2, Fv, nomennoe anturteno (dAb),
¢dparmenTsl onpenenstoiel komruiementapaocts oonacta (CDR), CDR-npuButhbie aHTHTENA,
ofHoLeno4YeyHble aHTUTeNa (SCFV), hparMeHTs! OJHOLIEOYEUHBIX AHTUTEN, XIMEPHbIE aHTUTENA,
auaTtena, TpUaTeia, TeTpaTesia, MUHHUTENA, JHUHEWHOE AHTHUTENO, XEeJaTHOE PEKOMOMHAHTHOE
AHTUTEJIO, TPUTEJIO WIIN OUTEJIO0, MHTPATENO, HAHOTENI0, UMMYHO(papMaLeBTHYECKOe CPEACTBO Ha
OCHOBe MoAayJbHOro Oenka w™ajoro pasmepa (SMIP), cnuthiii Oenok Ha OCHOBe
AHTUTEHCBSI3BIBAIOIIETO JOMEHAa M HMMYHOIJIOOYJIMHA, OIHOJOMEHHbIE aHTUTeNa (BKIIHOYAS
Kamenu3upoBaHHoOe antuteno), VHH-conepskaliee aHTUTENO WM UX BAPUAHT WJIH IPOU3BOIHOE,
a TaK’Ke MOJTUMETITH/IbI, KOTOPBIE COAEPKAT IO MEHBILEH Mepe 4aCTh HIMMY HOTTIOOYJIHHA, KOTOPOI
JAOCTATOYHO JJIs TPUAAHUS MTOJIUMIENTUAY CIOCOOHOCTH K CHIELU(UIHOMY CBS3BIBAHHIO AHTUTCHA,
KaK HampuMmep ONHY, NIBE, TPH, YEThIpe, MITh WM LIecTb mnocienosatenbHocTe CDR, mpu
YCJIOBHH, YTO AaHTHTEJIO COXPaHsIET HEOOXOMUMYIO OMOJIOTMYECKYIO aKTHBHOCTb.

Tepmunbl "neunts", "OCyLIECTBIATH JiedeHHe" U '"JeueHue" OTHOCATCS K YCTPaHEHHUIO,
YMEHBIICHUIO, TMONABJICHUI0 WM CHWKEHHIO BBIPAXKEHHOCTH, JIMOO BpeMEHHOMY, JH0OO0
MOCTOSIHHOMY, JTHOO YaCTHYHOMY, JTHOO TOJHOMY, KIMHMYECKOTO CHMIITOMA, MPOSIBICHUS WJIH
NPOTPECCUPOBAHUS COOBITHSL, 3a00JIEBAHUS WIIM COCTOSIHHS, aCCOLIMUPOBAHHOTO C HAPYIIEHUEM,
OIMCAHHBIM B IaHHOM JOKyMeHTe. Kak mpu3HaHO B COOTBETCTBYIOLIEH 001aCTH, JIEKAPCTBEHHBIE
CPEeACTBa, HCIIOJIb3yeMblE B KA4eCTBE TEPANEBTUYECKUX CPEACTB, MOTYT YMEHbIIATh TSKECTD
TAHHOTO OOJIE3HEHHOTO COCTOSIHHSI, HO HE OOS3aTENIbHO JOJUKHBI YCTPAHATh BCE MPOSIBICHUS

3a6OJ'IeBaHI/IH, Y4TOOBI pacCMaTpuBaTbCsAd KaK IPUMECHHUMBIC TEPAINICBTUYCCKUE CPEACTBA.



AHaJIOrM4YHO, CPEACTBO JICYCHHUS, BBOAMMOE C MPOQUIAKTUUECKOH IIeJbl0, He 00s3aTeNbHO
JOJI’KHO 6bITb INIOJIHOCTBIO 3(1)(1)CKTI/IBHI:;IM AJi TIpEAYNPEKACHUA Havaja pa3BUTHs COCTOSAHUA,
9TOOBI MPECTABIIATh COOOH MpremiieMoe MPOPIIAKTHIECKOe CPeaCTBO. JlOCTaTOYHBIM SIBIISIETCS
NPOCTOE CHIDKEHUE BIHUSHMS 3a00JeBaHUs (HApUMEpP, MyTeM CHIKEHUS KOJHUYECTBA WIIH
TSKECTH €ro CMMITTOMOB, WJIM TyTeM MOBbIEHUs 3()()EeKTUBHOCTH IPYyroro CpeacTsa JeUeHHs,
WIH TyTeM o0ecredeHus TMOJy4YeHUs APYroro mosiesHoro s¢¢exra) WM yMEHbIICHHE
BEPOSITHOCTH BO3HUKHOBEHHUSI WJIH YXYALIEHUs TeueHus 3aboneBanus y cyobekta. OMH BapUaHT
OCYIIECTBIICHUSI W300PETeHUs] HarpaBjieH Ha crnocob onpeneneHus: 3)(HEKTUBHOCTH JICUEHHS,
BKJ'II'OLIaIOH_II/Iﬁ BBCACHHE MALUECHTY TECPANCBTHYCCKOIO CpPeACTBAa B KOJIMYECTBE U B TCUCHUEC
BPEMCHH, OOCTATOYHBIX IJiA TOrO, LITO6I:;I BBI3BATH YCTOI\/'ILII/IBOG YIYy4YIICHUE IO CPaBHCHHUKO C
HNCXOAHBIM YPOBHEM IMOKA3ATEIA, OTPAXKAIIETO TAXKECTh KOHKPETHOI'O HAPYILICHMS.

benox "IL-33", kak ucnonp3yercsi B JAHHOM JOKYMEHTE, OTHOCUTCS K UHTepJelkuHy 33, B

YaCTHOCTH K O€JKy, MPEenCTaBIsAoMeMy coO0i MHTEpNeHKHUH 33 MIIEKONUTAIOIINX, HAPHMED
Oenky uenoBeka, nernoHupoBanHoMy B UniProt mox Homepom 095760. IL-33 cymecTByeT B
BOCCTAHOBJICHHOW U oOkucieHHOH ¢opmax. Tepmuner "IL-33" wu "momumenTun IL-33"
UCIIOJIb3YIOTCS] B3aUMO3aMeHs1eMO. B onpeneneHHbIx BapuanTax ocywectsieHus I1L-33 saBisercs
noyiHOpa3MepHbIM. B apyrom BapuanTe ocymectsienus IL-33 mpencrasisier coOOM 3penblii
yceuennbrii [L-33 (ammHokucnorer 112-270). HenaBHue wucciaenoBaHUsl TOKa3bIBAIOT, YTO
nonHopasMmepHbiii IL-33 sBnsercs aktuBHbiM (Cayrol and Girard, Proc Natl Acad Sci USA
106(22): 9021-6 (2009); Hayakawa et al., Biochem Biophys Res Commun. 387(1):218-22 (2009);
Talabot-Ayer et al, J Biol Chem. 284(29): 19420-6 (2009)). Onnako, IL-33, mogBepruyThIi
NPOLIECCUHTY WJIM YCEUEHHbIH Ha N-KOHIe, coaep Kauuii 6e3 orpaHMYeHuss aMHUHOKUCIIOThI 72-
270, 79-270, 95-270, 99-270, 107-270, 109-270, 111-270, 112-270, MOXeT XapaKTepU30BaTbCs
ycuneHHO# akTuBHOCTBIO (Lefrancais 2012, 2014).

Tepmunb! ‘oxucnenHbiii 1L-33" unu ‘oxIL-33°, kxak uCHOJB3yeTCsl B JAHHOM JIOKYMEHTE,
otHocuTcst K (opme IL-33, xoropas cBsaseiBaercsa ¢ RAGE wu 3amyckaer mepemauy curHana,
onocpenoBanHyio RAGE. Oxucnennsiii IL-33 npencrasisier coboii 6e0K, pa3TMunuMbIil B BHIE
OTAENbHOM TOJIOCHI, HAMPUMED, TIPH BECTEPH-OJIOT-aHAJIN3€ B HEBOCCTAHABIIMBAIOIIUX YCIOBHSX,
B YACTHOCTH, Macca KOToporo Ha 4 /la MeHblle, 4eM y COOTBETCTBYIOLIEH BOCCTAHOBJIEHHOMN
¢opmbl. B "acTHOCTH, OH OTHOCUTCSI K O€JKY C OZHOM WM OBYMSI TUCYJIb(QUIHBIMU CBS3SIMU
MEKIy OCTATKaMHU LIUCTEMHA, HE3aBUCUMO BBIOPAHHBIMH U3 OCTaTKOB IucrenHa 208, 227, 232 u
259. B oHOM BapuaHTe OCYLIECTBJICHHs] OKUCJICHHBIN IL-33 He neMOHCTpUpYET CBSI3bIBAHUSA C
ST2.

Tepmunsr ‘BoccTanoByieHHbIH [L-33 nn ‘redIL-33’, kak UCONb3yeTCsl B JAHHOM JIOKYMEHTE,

otHocATcs: K (opme IL-33, koropass cessbBaercs ¢ ST2 um 3amyckaer mnepemady CUrHana,
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onocpenosanHyto ST2. B wactHocTu, octaTku ructenHa 208, 227, 232 u 259 BocCcTaHOBICHHOM
dopmMbl HEe CBs3aHBl JAUCYJIb(QUAHBIMU CBA3SIMA. B OIHOM BapHaHTe OCYLIECTBICHUS
BOccTaHOBJIeHHBIH IL-33 He nemoHcTpupyer cBaspiBanus ¢ RAGE.

Tepmun "IL-33-omocpenoBaHHOEe HapylleHUe", Kak MCIONb3YeTCsl B JaHHOM JOKYMEHTE,
OTHOCHTCS K JIFOOOMY HApYIIEHHUIO MJIH COCTOSHHIO, OIIOCPENOBAHHOMY HIIH aCCOLIMHPOBAHHOMY
¢ curHanpHOM ocbro IL-33. B Hekoropeix ciyvasx IL-33-omocpenoBaHHble HapyLICHHs
ACCOLIMMPOBAHBI C M30BITOYHBIMU YPOBHEM MJIM aKTUBHOCTBIO IL-33, mMpu KOTOPBIX aTHIUYHbBIE
CHUMIITOMBI MOTYT TIPOSIBJISITBCSI JIOKAJIBHO H/MJIM CHCTEMHO B OPraHM3Me BBHIY YPOBHS WM
aktuHoctn IL-33. HMmmoctpatusHble IL-33-omocpenoBaHHble HApyLIEHUs  BKJIIOYAIOT
BOCIIAJIUTENIbHbIE ~ COCTOSIHMS, HMMMYHHbIE HapylieHus, (uOpO3MpyrOIIHe HapyIIEHUs,
503UHOQWIbHBIC HAPYIIEHUs, HHPEKIHH, OOJb, HAPYIICHUSI CO CTOPOHBI LIEHTPAILHON HEPBHON
CHCTEMBI, COJHIHBIE OMyXoNu W odrampmonorndyeckue HapymeHus. IL-33-omocpenoBaHHbIE
HapYIIeHUs] OMUCaHbI, HarpuMep, B Liew et al. Nature Reviews Immunology 10: 103-110, 2010,
KOTOPBIN BKJIFOYEH B JIAHHBIA JOKYMEHT MOCPENCTBOM CCBUIKHM BO BCeM cBoel momHoTe. "IL33-
OMOCPEIOBAHHOE HapyLIeHHe" Takke MOXKeT ObITh B JAaHHOM JOKYMEHTe OOO3HA4eHO Kak
"Hapyenue, obycnasiauBaemoe [L33".

B mexoropeix cnywasx IL-33-omocpenoBaHHOE BOCHAIUTENbHOE 3a00JI€BaHHE MOXKET
NPEACTaBIATH COOOM MO0O0E U3 aCTMBI, CETNICHCA, CENITHUECKOTO IOKA, aTOMMYECKOro AePMAaTUTa,
aNJIePrUYecKOro PUHHUTA, PEBMATOMIHOIO apTPHUTA, XPOHUYECKOH OOCTPYKTHUBHOW OOJe3HU
aerkux (COPD), nepekpectHoro cuaapoma actmMa-COPD (ACOS), xpoHudyeckoro OpoHXHTa,
5M(}H3EeMbl, XPOHHYECKOTO PUHOCHHYCHUTA C HOCOBBIMH IIOJIMIAMHU WM O€3 HUX, BACKYJINTA,
GvHD, yBeura, XpOHHUECKON HANONATUYECKON KpaMBHULIBL, CHHYCUTA WJIN [TAHKPEATUTA.

B Hekotophix cnyvasx IL-33-omocpenoBaHHOE HApYIIEHUE MOXKET SIBJISIThCS AHA0ETHYECKON
Oosne3nbro mouek. Jluaberwueckas OOJie3Hb TOYEK, OMpeNeseHHas B JaHHOM JIOKYMEHTE,
OTHOCHUTCSI K AWarHody caxapHoro auabera II Tuma w pacueTHOW CKOPOCTH KIIyOOYKOBOM
¢unbTpaun (eGFR) 30-75 ma/mun. Kak npasuno, DKD nomnomHUTEeNnpsHO onpenensieTcss Kak
noctaHoBka auarfoza ¢ cootHoumernneM UACR or 100 mr mo 3000 mr ansOymuHa Ha T
KpeaTUHMHA.

Tepmun "repameBTHueckw 3(PQPEKTUBHOE KOJUYECTBO' OTHOCUTCS K  KOJMYECTBY
TEPANEeBTHUECKOTO CPEACTBA, KOTOPoe 3(PGPEKTUBHO ST CHIKEHHS BBIPAKEHHOCTH WU
oca0IeHus] CHMIITOMOB WJIM MTPU3HAKOB 3a00JIeBaHMS, ACCOLIMMPOBAHHOTO € 3a00JI€BAaHUEM HITH
HapyIlIE€HUEM.

Komnosuyuu c nuzkum yposnem o0pamumort camoaccoyuayuu
bbuto nokazaHo, uto 33 640087-7B sBisiercs: 0€30MacHbIM U XOPOLIO IEPEHOCUMBIM JIFOABMU

B 703ax BIJIOTh A0 300 Mr, BBOAMMBIX MapeHTepajbHO. B 3aBucuMMocTH OT 3a00jeBaHUs U
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JIOKAJIbHBIX OMOJIOTMYECKUX XapaKTePUCTUK WHTEpJIeHKHHA-33 TepaneBTH4ecku 3¢ (PeKTUBHOE
xonudecTBo 33 640087-7B mosxker coctaisith 300 Mr uim GoJblue.

MHorue coctosiHus, pu KOTopbIX [L-33, Kak mojararoT, ornocpenyer 3a00yieBaHue, siBISIFOTCS
XPOHMYECKUMHU U TPOAOJDKUTEIBHBIMU. JTO O3HAYaeT, YTO MNAalHMeHTy i 3(PQPEeKTUBHOrO
KOHTPOJISI CHMIITOMOB MMEIOLIErocsi y Hero 3a0oyieBaHusl MOXKET MOTpeOOBaThCs XPOHUUECKOE
BBEJICHHE CPEICTB Tepamnuu Ha OCHOBe aHTUTen K IL-33. IlosToMy koMmosuuus, comepskamast
33 640087-7B, koTOpasi sIBASETCS NPUTOAHOM IJIs1 TEparneBTUUECKOrO MPUMEHEHUs, NOJDKHA
JenaTh JUIUTENIbHOE JICYCHNE MAKCHMAIbHO KOM(OPTHBIM JJIsI TALIUEHTA.

Takum oOpasoMm, TpeOyrOTCs BBICOKOKOHLIEHTPUPOBAHHBIE COCTABbI, MPHUIOAHBIC JJIs
NApEHTEPAbHOTO BBEICHUS (HAIIpUMeED, TIOAKOKHOTO HWIIH BHYTPUBEHHOTO BBeeHus1). OTHAKO B
CJlydae COCTAaBOB, XapPAKTEPU3VIOIIMUXCS BBICOKMMH YPOBHSIMH KOHLIEHTpPALMH OejKa, MOTYT
UMETb MECTO TPYIHOCTH C TOYKH 3PEHUs] BO3MOKHOCTH pa3padboTku. Hampumep, Obu1o mokasaso,
yro 33 _640087-7B oOpatumo camMoaccomMUpyeTcss NMPU YMEPEHHO BBICOKHX KOHLEHTPALUSX
(manmpumep, npu npudbausurensHo 50 mr/mu). Obparumas camoaccormanus (RSA) sBnsercs
Ba)KHBIM ITAPaMETPOM MTPUMEHUTEIBHO K BO3MOKHOCTH Pa3padOTKH BBICOKOKOHIIEHTPUPOBAHHBIX
coctaBoB. RSA wacto mposiBisieTcs B Cily4ae pacTBOPUMBIX OOpaTHMbIX (pakiuii Oonee
BBICOKOT'O TOpsiika (HampuMep, HEKOBAJIEHTHBIX JHUMEPOB) U MOXKET CO3/1aBaTh MPOOJIEMBI IpU
U3rOTOBJICHUM W BBEJEHUU JIEKapCTBEHHbIX cpeacTtB. Hampumep, Hamuuune RSA  moxer
NPUBOAUTh K YBEJIMYEHUIO BSA3KOCTU. BBICOKas BS3KOCTb MOXET CO34aBaTh 3HAYUTENbHbIE
npoOJIeMbl IPH U3TOTOBJIEHUH, HAIIpUMED, ONOKUPYsI PUIBTPBI B X0/€ MPOLEAYPbI (PUIBTPALIUY.
370, B CBOIO OUEPEIb, MOXKET PUBOJIUTD K CHHKEHHIO BBIXOJIA, €CJIU B XO/I€ MMPOLIEAY Pl OUUCTKH
TepPSETCS 3HAUNUTENIbHOE KOJMYECTBO JIEKAPCTBEHHOT'O BEIECTBA, KOTAa OT MOHOMEPHOI (hOPMBI
NOCPECTBOM OYHCTKH MPOUCXOIUT OTHeJeHue (¢pakuuidi Oojee BBICOKOTO MOPsAKA.
VYBenuueHHas BA3KOCTb Tak)K€ MOKET HEraTHBHO CKa3bIBaThCs HAa BBENEHUU JIEKAPCTBEHHOTO
cpeactsa, oOyclaBivBas CHIDKEHHE (YHKIMOHAJBHOCTH YCTPOHCTBA, HCHOJIB3YEMOrO st
BBEJICHUSl AHTUTENA, OCOOCHHO B TeX CIIydasiXx, KOTAa JIEKAPCTBEHHOE CPEICTBO BBOIUTCS
NapeHTepaIbHO, KaK HalpuMep NyTeM MOAKOKHOTO BBeNeHMs. B Takux o0OCTOsATENbCTBAX
CHOCOOHOCTh KOHEYHOTO TOJIB30BATENs (HAIpUMep, MalUeHTa MM METULIMHCKOro pabOTHHKA)
OCYIIECTBIISITh BBEICHHE BPYYHYIO MOXKET ObITh HAapyIIe€Ha BBUIY BBICOKOH BS3KOCTH.

B naHHOM nMOKyMeHTE MpenyCMOTpPEHbI CTAOWUJIbHBIE KUIAKHWE KOMIO3ULMH (T. €. "KUIKHE
cOCTaBbl"), MOAXOASIINE AJIs TAPEHTEPANbHOIO BBEJIEHUS, KOTOPbIE MOTYT XPaHUTBHCS B TEUEHUE
JUINTEJIBHOIO HWJIM KOPOTKOrO NEPHOAa BPEMEHH, COIEpIKAIUUe BBICOKYIO KOHLEHTPALMIO
antutena k IL-33 (To ecte 60see 100 mr/min), HEOOSA3aTENBHO MOBEPXHOCTHO-AKTHBHOE BEIECTBO,
BBICOKYIO KOHIIEHTPALMIO apruHuHa wiau JusuHa u Oydep. Kak wucrnome3dyercs B naHHOM

NOKYMEHTE, "BBICOKas KOHLIGHTpaLus apruHuUHA" O3HA4YaeT KOHLEHTPALMI apruHUHA,
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COCTaBISIOLIYIO OoJiee ueM npudbausuTensHo 170 MM, kak HarpumMep Oosiee ueM npUOIN3UTENBHO
190 MM. "BpicoKkast KOHIIEHTpALMs JIU3UHA" O3HAYaeT KOHLIEHTPALUIO JIN3UHA, COCTABJISIOLIYIO
6onee yem npudmusurensHo 150 MM. HeoxxnaanHo ObLIO OKA3aHO, YTO KOMITO3HLINS, PACKPBITAs
B JAaHHOM JOKyMEHTe, o0ecreunBaeT CHIDKeHHE YpOoBHs oOparmmoili camoaccormauuu (RSA)
33 640087-7B B BBICOKOKOHLIEHTPUPOBAHHBIX KUIKHUX KOMIIO3ULUSX OTHOCUTENIBHO YPOBHS
RSA, nabmonasmerocsi panee mpu Oojee HU3KMX KOHUeHTpauwsx 33 640087-7B B ciyuae
cocraBa aist dasbl [ (cm. mpumep 1).

B omnpenenennbix ciaydasx aHtuteno K IL-33 mpucyTcrByeT B KOMINO3ULMHU B KOHLIEHTPALIUH
6onee ywem npudam3uTeapHO 100 Mr/Mit u HeoOs3aTeIPHO MeHee YeM MpUOIU3uTeNbHO 200 MI/MII.
B nexortopeix ciywasx aHtuteno K IL-33 mpucyTCTByeT B KOMIO3ULIMM B KOHLIEHTPALUU
npubmmsutensHo 105 mr/mu, npubmusutensHo 110 mr/mu, npubnusurtensHo 115 mr/mo,
npubmusutensHo 120 mr/mu, npubmusutensHo 125 mr/mn, npubnusurtensHo 130 mr/mo,
npubmusutensHo 135 mr/mi, npubmusurensHo 140 mr/my, npuOmusurensro 145 mr/mu,
npubmusutensHo 150 mr/mu, npubnusurensHo 155 mr/mn, npubnusurensHo 160 mr/mo,
npubmusutensHo 165 mr/mu, npubnusurensHo 170 mr/m, npubnusurtensHo 175 mr/mo,
npubmmzuTensHo 180 mr/mi, mpubnusutensHo 190 mMr/mn ninm npubnmusurensHo 195 mr/min. B
HEKOTOpBIX ciy4asx aHtuteno K IL-33 mpucyTcTByeT B KOMIO3MIMM B KOHLEHTPALMH OT
npubnusutensHo 105 mr/mn o npubausurensao 190 mr/mi, ot npudmmsurensao 110 mr/min no
npubnusutensHo 180 mr/mu, ot npubnusutensHo 110 mr/mn no npubnusurensHo 170 mr/mi, ot
npubmmsutensHo 110 mr/mn 1o npubnusurensHo 165 mMr/mi, ot npudnusurensao 110 mr/mn oo
npubmm3uTensHo 160 mr/mi, ot npubnusurensHo 120 Mr/min no npubausurensHo 160 mr/mi, ot
npubmu3uTensHo 130 Mr/mi 1o npubusureabHo 160 Mr/min uinu oT npubnuzurenbHo 140 mr/min
no npubmmurenabHo 160 mr/mi. B HekoTophix ciydasx antureno k IL-33 mpucyrcrByer B
KOMITO3ULIMH B KOHLeHTpauuu npudmamsurenabHo 110 mr/mn = 10%, npubmmsurensro 115 mr/mn
+ 10%, npubmusurensHo 120 mr/min £ 10%, npudmusurensro 125 mr/min + 10%, npubamsureasHO
130 mr/ma £ 10%, npubnusutensHo 135 mr/mn + 10%, npubmmsurensro 140 mr/mn = 10%,
npubmusuTensHo 145 mr/mn + 10%, npubmmsurensao 150 mr/mn + 10%, npubnusurtensHo 155
mr/min + 10%, npubnusurensHo 160 mr/mn + 10%, mpubmmsurensHo 165 mr/mn = 10%,
npubmusuTensHo 170 mr/mn £ 10%, npubmmsurensHo 175 mr/mn + 10%, npudnusurensao 180
mr/mi = 10%, npubmusurensro 185 mr/mn + 10%, npubmmsurensHo 190 mr/mn £ 10% wnmm
npubmusutensHo 195 mr/mn = 10%. B HekoTopeix ciydasx antureno k IL-33 mpucyrcrByer B
KOMITO3UILIMSIX B KOHLIEHTPAMH MPHOIU3UTeNbHO 150 Mr/mit.

B HEKOTOpBIX Cilyyasx KOMIO3HLUH 10 HACTOSIIEMY U300PETEHHIO COAePIKAaT TOBEPXHOCTHO-
aKTHUBHOE BemecTBO. [I0BEpXHOCTHO-aKTHUBHBIE BEIIECTBA MPEIACTABISIIOT COOON MOBEPXHOCTHO-

aKTHBHBIE CPENCTBA, KOTOpBIE SIBISIFOTCS aM(UIATHYECKUMH (MMEIOT IOJIAPHYIO TOJIOBKY H
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ruapodobHbIi XBocT). [IOBEpXHOCTHO-AKTHBHBIE BEIECTBA MPEUMYLIECTBEHHO HAKATUTUBAOTCS
Ha rpaHuIax pasnena ¢as, 9To NPUBOJUT K CHIKEHUIO MOBEPXHOCTHOT'O HATSKEHHS HA TPaHHIE
pasmena (Qa3. Hcmonmp3oBaHHE  IOBEPXHOCTHO-aKTHMBHOTO — BEINECTBA  TAKXKE  MOXKET
CIIOCOOCTBOBATh YMEHBLIEHUIO 00Pa30BaHMs KPYITHBIX O€JIKOBBIX 4aCTHUL. B HEKOTOPBIX ciyyasx
MIOBEPXHOCTHO-aKTUBHOE BEIIECTBO, IPUCYTCTBYIOIIEE B KOMIIO3ULUSAX [0 HACTOSIIEMY
U300peTeHuo, mpeacTaBisieT coboil amdunaTHueckoe W/HIM HEHMOHOTEHHOE MOBEPXHOCTHO-
AKTHUBHOE BEIIECTBO. MIUTIOCTpaTHBHBIE MOBEPXHOCTHO-aKTUBHBIE BEIIECTBA BKIFOYAIOT CJIOKHbBIE
3(UPbI TOJTHMOKCUITUIICHCOPOUTAHA M JKUPHBIX KUCJIOT (Hanmpumep, nogucopdar 20, monucopdar
80), MpOCThIe AJIKWIAPHWIOBBIE MOJUI(PHPBI, HANPUMEP, OKCHUAITHIMPOBAHHBIA aJKHUI(PEHONT
(mampumep, Triton™ X-100), u nonokcamepsl (Hampumep, Pluronics®, nanpumep, Pluronic®
F68), a Tak:ke koMOMHAIIMY JIFOOOTO M3 BBILIEMEPEUUCICHHOTO, KaK B Mpeeiax OJHOrO Kjacca
MOBEPXHOCTHO-aKTHUBHBIX BEINECTB, TAK U MEKAY KJIACCAMH MOBEPXHOCTHO-AaKTUBHBIX BEIIECTB.
B uwactHOCTH paccMaTpuBaroTcst nonucopOar 20 u mommcopdar 80 (1 HeoOs13aTeTbHO UX CMECH).
B mnmrocTpaTUBHBIX ClyYasx MOBEPXHOCTHO-AKTHBHOE BEIIECTBO MPUCYTCTBYET B KOMITO3UIIMH B
KOHIIEHTpanuy, cocrapisromed npudmmsurensHo 0,050% (Bec/06.) + 0,015% (Bec/06.) wiu
MmeHblIe. Hanmpumep, KoMIo3unust MOKeT cozepskarh oT npudmmsutensHo 0,005% (Bec/06.) mo
npubmusutensHo  0,05%  (Bec/00.) MOBEPXHOCTHO-aKTUBHOTO — BEINECTBA,  HAIpPUMED,
npubnusutensHo 0,005% (Bec/00.), mpubausurtenvHo 0,015% (Bec/00.), mpubnusurtensHo 0,02%
(Bec/00.), mpubmmsurenbHo  0,025%  (Bec/00.), mnpubmmurensho 0,03%  (Bec/00.),
npubnusutensHo 0,035% (Bec/00.), mpubmusurtensHo 0,04% (Bec/00.), npubdausurensao 0,045%
(Bec/06.) wmm mpubmmsurenpHo 0,05% (Bec/06.). B HEKOTOpBIX ciydasix KOHLIEHTpALUs
MOBEPXHOCTHO-aKTUBHOTO BellecTBa B kommosuiuu cocrasisier 0,03% (Bec/06.) + 0,015%
(6ec/06.). B HEKOTOpBIX CIy4asXx KOHLEHTPALUS TOBEPXHOCTHO-aKTHBHOTO BEINECTBA B
kommosuimu  coctaBisier 0,03% (Bec/06.) £ 0,01% (8ec/06.). B HEKOTOPBIX Clydasix
KOHLIGHTPAIMsl MOBEPXHOCTHO-aKTUBHOIO  BELIECTBA B  KOMIIO3MLIMH  COCTaBJSIET  OT
npubmsutensHo 0,02% (6ec/06.) no npudmusutensHo 0,04% (6ec/06.). B HEKOTOPBIX Clydasx
MOBEPXHOCTHO-aKTUBHOE BEIECTBO MpeaycMaTpusaeT noaucopodar 80.

Komnosunuss mo HacrosimeMmMy HW300pETeHHIO TaKke COHEPXKUT 10 MEHbIIeH Mepe
npubmmsuTensHo 170 MM aprusHuHa. B HEKOTOPBIX CIydassx KOMIO3HLIUS CONEPKUT IO MEHbBIIEH
mepe npubnmsuTensHo 190 MM aprunuHa. B HEKOTOPBIX Ciydasix KOMIO3HLUH MO HACTOSIIEMY
n300pereHno comepkat L-apruHauH. B HEKOTOPBIX clydasx KOMIO3MLMU IO HACTOSIIEMY
n300peTeHno comepkar ruapoxiopun L-apruamHa. B HEKOTOpBIX clydasx KOMITO3ULIHS
comepxxut Oonee 190 MM apruHuHa. B HEKOTOPBIX Cllydasix KOMITO3ULMS COAEPKUT MEHEee YeM
npubnusutensHo 500 MM aprurnHa. Hanmpumep, KOMIo3uiust coaepskut npuonusutensio 200

MM, npubmmsurensHo 210 MM, npubmusurensro 220 MM, npubmmurensHo 240 MM,
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npubmm3uTensHo 260 MM, npubnusutensHo 280 MM, mnpubnusurensHo 300 MM,
npubnusuTensHo 350 MM, npubnmsurensHo 400 MM mnn npudamsurensHo 450 MM aprunnsa. B
HEKOTOPBIX CJIydasiX KOMIIO3ULUS COXEPKUT mnpuOnusutenbHo 220 MM aprunHuHa. bbuto
OOHapy>keHO, 4YTO BBICOKAs KOHLEHTpalUs apruHuHa (T.e. KOHILEHTpalus Oojee uem
npubmsutensHo 190 MM) cnocoOCTBYeT HEOKHUAAHHOMY CHIKEHUIO YPOBHsSI OOpaTuMoin
camoaccoryanun 33 640087-7B B cTaOuiibHOMN )KUAKONH KOMITO3UIIUH 110 CPABHEHUIO C YPOBHEM
o0paTuMol camoaccouualuy, HaO IaaeMbIM B KOMIIO3UIMH, conepskaiineir 20 MM ructuaunHa,
80 MM aprunuHa, 120 MM caxapossl, 0,02% (gec/06.) nomucopbara 80 nmpu pH 6,0 u Gonee
HU3KYIO KOHLeHTpamoo 33 640087-7B (mpubmmsurensHo SO mr/mi). B HekoTOpbIX cityuasix
KOMITO3UIIMSI TIO HACTOSIIEMY H300PETEHHIO COAepHUT mpubmmsutensHo 220 MM apruHuHa,
KOTJa KOMIIO3HULIUS COAEP KUT anTuTeno K IL-33 B koHUeHTpanu npubnusutensHo 150 mMr/mit.

B npyrom acnekTe KOMMO3HMLHMS IO HACTOSIIEMY H300PETEHHIO B KaUeCTBE AJbTEPHATHBBI
COAEPKUT TO MeHbInedl Mepe mnpudOmmsurensbHo 150 MM nm3mHa. B HEKOTOpBIX ciydasx
KOMITIO3UIIMHM [0 HACTOsIIeMy u300peTeHnro conepkat L-mu3uH. B HEKOTOpBIX citydasx
KOMITO3UIIH TI0 HACTOSIIIEMY H300peTeHHI0 coiep:kar ruapoxsiopua L-nusuHa. B HeKoTOpBIX
cIy4asix KOMITO3uLMs comepxut Oonee 150 MM nu3uHa. B HEKOTOPBIX Clydasx KOMITO3HIUS
comep kUt MeHee deM npubnmsutensHo S00 MM nusunHa. Hanpumep, KOMIO3MLIUS COREPIKUT
npubmmuTensio 160 MM, npubmmsurensho 170 MM, mnpubmmsurensHo 180 MM,
npubmurensio 200 MM, npuOmmsurensHo 220 MM, mpubmmsurenbHo 240 MM,
npubnusutensHo 260 MM, npubnusurensho 280 MM, npubmmsurensHo 300 MM,
npubmsutensHo 350 MM, mpubmmsurensHo 400 MM win npubausurtensao 450 MM nu3uHa. B
HEKOTOPBIX CIy4asix KOMIIO3ULMSI CONep:KUT mnpudmmureapbHo 170 MM jm3unHa. Bbuio
OOHApYy’KeHO, YTO BBICOKAs KOHLEHTpauus Ju3nHa (T.€. KOHIEHTpauust Ooyiee dYeMm
npubmusutensHo 150 MM)  cnocoOCTBYeT HEOKUAAHHOMY CHIDKEHHIO YPOBHSI BSI3KOCTH,
obOycnasnuBaemoro 33 640087-7B, B CTaOWUJIBHOW »KUAKOW KOMITO3UIMH IO CPAaBHEHHIO C
YPOBHEM BSI3KOCTH, HAOJIOa€MBbIM B KOMMO3HWIMH, conepskameit 20 MM ructuamna, 80 MM
apruauHa, 120 MM caxapossl, 0,02% (sec/00.) nomucopdarta 80 npu pH 6,0 u Gonee HU3KYIO
KoHUeHTpauuo 33 640087-7B (nmpubnusurensHo SO Mr/mit). B HEKOTOPBIX CiTydasix KOMITO3ULIHS
IO HACTOSIIEMY HU300PETEHHUIO CONMEPKUT MPUOIU3nUTENbHO 170 MM JNU3WHA, KOT/Ia KOMITO3HIIUS
comepkut anTuTeNo K IL-33 B koHUEHTparwu npudbanszntensHo 150 mr/mi.

B HEKOTOPBIX Clydassx KOMITO3UIIHS IO HACTOSIIEMY H300PETEHHIO XapaKTepU3yeTCsl TEM, YTO
aatuTenno kK IL-33 XxapakTtepu3yercsi CHHKEHHbIM YPOBHEM OOpaTHMOH CaMOaCCOLMAIMH 1O
CpPaBHEHUIO C Kommnosuuuew, coxepxamer 20 MM rucrtuauna, 80 MM aprunmna, 120 MM
caxaposbl, 0,02% (sec/06.) nmomucopbara 80 mpu pH 6,0 u Gonee HU3KYIO KOHLIEHTPALHIO

anturena k IL-33. B HekoTOphIX ciydasx ypoBeHb RSA cHuxeH B 2 pa3a 1O CpPaBHEHHUIO C
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ypoBHeM RSA anturena x IL-33 B kuakoil KOMITO3UIMHM, cOpepkaiieil Oojiee HHU3KYHO
KOHLeHTpauuto anturena k IL-33 B 20 MM rucruauna, 80 MM aprununa, 120 MM caxapossl,
0,02% (sec/06.) nomcopbara 80 mpu pH 6,0. B HexoTOpbIX ciydasx Oosee Hu3Kast KOHLIEHTPALHs
anturena k 1L-33 cocraBisier 50 mr/mi. RSA MmojoXuTENbHO KOPpEeNUpyeT ¢ KOHIEHTpaIhe
Oenka. [TosTOoMy crieayer OXXHMAaTh, YTO YBEJINYEHHE KOHLEHTPALMH TEParieBTUYECKOro Oeika
npuBeneT K yBennueHno ypoBHs RSA Tepanestiueckoro Oemka. RSA mMosker ObITh BeIpaXkeHa
KaK ()YHKLHS BBIPAYKEHHOTO B % COep KaHUsI MOHOMEPHOH (OPMBI B pACTBOPUMBIX (PPAKLIUSIX B
KUAKOW KOMIO3ULMH. [IprMepsl HeOKUIaHHO NOKA3bIBAOT, YTO HOBBINM COCTAB MPH yBEIUYEHUH
KOHLIGHTPAIIMK TepameBTHYeCKoro Oenka B 3 pa3a MoxeT oOOecreuuBaTh YBEJIHUYSHHE
BBIPAKEHHOTO B BECOBBIX % COIEpKaHUsS MOHOMEPHOH (OpMbI B 2 pas3a MO CPAaBHEHHUIO C
BBIPAKEHHBIM B BECOBBIX %0 COIEPKAHUEM MOHOMEPHOH (POpMBI, HAOIOaeMbIM B KOMIIO3HIINH,
cogepkameit 20 MM ructuanna, 80 MM aprunuHa, 120 MM caxaposel, 0,02% (sec/00.)
noymcopbara 80 nmpu pH 6,0. B HEKOTOPBIX CITy4asix KOMIIO3ULIUS 110 HACTOSALIEMY H300PETEHHIO
NPeAyCMaTPHUBAET BBIPAKEHHOE B BECOBBIX % COMEpKaHNE MOHOMEPHOH (POPMBI, COCTABIISIOLIEE
1o MeHblIeil Mepe npudmusutensHo 30%, Hanpumep, npuOIM3uTeNnsHO 30%, MPUOIU3UTENBHO
31%, mpubmusurtensHo 32%, npudmmsurensHo 33%, npubmusutensHo 34%, MpUONU3UTENBHO
35%, npubmmsurensHo 36%, nmpudmusuTenbHo 37%, npubmusurensHo 38%, MPUOIH3UTENBHO
39%, mpubmusurensHo 40%, npudmsurensHo 41%, npubnusutenpsHo 42%, NPUONU3UTENBHO
43%, npubmsurenbHo 44%, npubnusurensHo 45%, npubnusuTenbHo 46%, MPUOIU3UTENBHO
47%, npubnusurenbHo 48%, npudnusurenasHo 49% wnn npudiamusutensHo 50%. B HexoTopbIx
CIIy4asix KOMIO3UIHS 110 HACTOSIIEMY M300PETEHHIO MPEayCMaTPUBAET BLIPAKEHHOE B BECOBBIX
% comepkaHHE MOHOMEpPHOW (OPMBI, COCTaBjsIOIee OT mnpudnusurenbHo 35% 1o
npubmu3uTenbHo 50%. B HEKOTOPBIX Ciy4asx KOMIIO3ULIUS TO HACTOSIIEMY H300pETeHHIO
NpeAyCMaTPHUBAET BBIPAKEHHOE B BECOBBIX %0 COAEPKAHNE MOHOMEPHOI (YOPMBI, COCTABJISIOLIEE
ot npubnusutensHo 40% no npubmusutenbHO 45%. B HEKOTOPBIX Cilydasix KOMIO3HMLHUS IO
HACTOSILIEMY H300pPETEHUIO MPEeayCMAaTPUBAET BBIPAXKEHHOE B BECOBBIX % CONEpKaHHE
MOHOMEPHOH (POPMBI, COCTAaBIIAOLIEE OT MPHOIM3UTENBHO 35% 1o npubnusutensHo 50%, mocne
XpaHEHHsI B TEUCHHUE MPUOIM3UTENBHO 3 MECSLIEB MPHU TeMIlepaType oT npudnusurtensHo 2°C 1o
npubmmsuTensHo 8°C. B HEKOTOpBIX Ciy4asix KOMITO3ULHS IO HACTOSIIEMY H300PETEHHIO
NpeAyCMaTPHUBAET BBIPAKEHHOE B BECOBBIX %0 COAEPKAHNE MOHOMEPHOH (POPMBI, COCTABIISIOLIEE
ot mpubmusutenbHo 40%, moOcCie XpaHEHWs B TEYEHHE NPUOIM3UTENBHO 3 MECSALEeB MpU
temneparype or npubmusutenbHo 2°C no npubnusutenpsHo 8°C. B HEKOTOPBIX Clydasx
KOMITO3ULIMSI TI0 HACTOSALIEMY HM300PETEeHHI0 NPEeNyCMaTPUBAET BBIPAXKEHHOE B BECOBBIX %0
coziep>kaHrne MOHOMEPHOH (OpMBI, coCTaBIsIIOIIee OT NPUOIN3UTENBHO 35% 10 MPUOIU3UTENBHO

50%, mocne XpaHeHUs B TeYeHHE MPUOIU3UTEIBPHO 6 MeCsALeB MpH Temreparype OT
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npubmusutensHo 2°C no mpubnusurensHo 8°C. B HEKOTOpBIX cCiydasx KOMIIO3HULIUS 10
HACTOALIEMY H300pPETEHUIO TMPEeNyCMATPUBAET BBIPAXKEHHOE B BECOBBIX % COmepkaHue
MOHOMEpPHOH (OpMBI, COCTaBisirolIee OT npudau3uTenbHo 40%, mocie XpaHEHHsl B TEUEHHE
npubIU3UTENBHO 6 MeCsLEB ITPU TeMIiepaType ot npudausutensHo 2°C no npubnusurtensHo 8°C.
RSA wu BeipaskeHHoe B % comepskaHHE MOHOMEPHOW (OPMBI MOTYT OBITH PACCUYHTAHBI C
UCIIOJIb30BAaHHEM BBIPDAXKEHHONM B BOJIBTAX HMHTEHCHUBHOCTH CTAaTHYECKOTO CBETOPACCESHUS,
U3MEpEeHHONW Kak (yHKUUS KOHHEHTpauuu (Mr/mul). JlaHHYIO BEJHMYHMHY MOXKHO 3aTeM
npeoOpa3oBaTh B KAXKYLIYIOCS MOJIEKYJSIpHYK Maccy (k/la) mist kaxmoil KOHIEHTpaluuu ¢
UCTIONIb30BaHNeM ypaBHeHus1 Pajies. Ecim He ykasaHo nHOe, MaHHbBIN crnocod ObUT HCMOB30BAH
nuist u3MepeHusi RSA B cTaOMIIBHBIX JKUAKUX KOMITO3ULUSIX, PACKPBITBHIX B TAHHOM JOKYMEHTE.

Komnosuuuss mo HactosimeMy H300peTeHHIo copep:kut Oydep. bydep moker sBisTHCS,
Hanpumep, opranndeckuM Oydepom. B HekoTophIX ciydasx Oydep B cpenHeM HaxXOOUTCS MPU
25°C B mmamazone ot pH 5 mo pH 6,5 mmu or pH 5 no pH 6. B HekoropbIx BapmaHTax
ocymectsieHus Oydep mMoxkeT xapakTepuszoBatbesi pKa B npenenax omnol equnuisl pH ot pH
5,4 no pH 5,6 mpu 25°C. NnmoctpaTuBHbIN Oydep mpencraBieH ruCTHINHOM/THAPOXIOPHIOM
TMCTUAMHA, KOTOpPBIM Xapakrtepusyercs pKa, npenycmarpusaromend pH, cocraBisromuii
npudmmutensuo 6,09, mpu 25°C. Jlpyroit takoit Oydep mpencraBieH YKCYCHOW KHCJIOTOM
/auneratoMm, KOTOpeIH xapakrepusyercs pKa mnpubmusurensno 4,75 npu 25°C. [pyrue
paccMaTpuBaeMble albTepHATHBHBIE Oydepbl BKIOUAOT Oydepbl HA OCHOBE MOHOB, BKIIIOUAs
npormmoHatHeli (pKa 4,87 npu 25°C), manathsiii (pKa 5,13 npu 25°C), nupuaunossiii (pKa 5,23
npu 25°C), nunepasunosbiit (pKa 5,33 mpu 25°C) u cykumnareii (pKa 5,40 mpu 25°C). B
YaCTHOCTH paccMaTpuBaroTcs Oydeppl Ha OCHOBE T'MCTHUAMHA. B HEKOTOpBIX ciy4asx Oydep
NPEACTaBJICH THCTHIUHOM.

B HekoTopeix chydasx Oydep B KOMIIO3ULMHM TPUCYTCTBYET B KOHLEHTPALMH OT
npubmusutensHo | MM o nmpubnmsurensro S0 MM, ot npubnusurensHo 1 1o 40 MM mimu ot
npubmusutensHo 1 MM o mpubnusutensHo 30 MM. B HEKOTOpBIX Cilydasix KOMITO3HIIHS
COAEPKHUT OT MPHONIU3UTENBHO S MM 1o npubnusurensHo S0 MM, ot npubnusurensao 10 MM o
npubmm3uTenbHo 40 MM, ot npubnusutensHo 15 1o npubnusurensHo 30 MM Oydepa wiu oT
npubM3uTeNbHO 15 1o mpubnmsutensHo 25 MM Oydepa. B HekoTophix ciyuasix Oydep B
KOMITO3ULIH MIPUCYTCTBYET B KOHLEHTpaunu npudausutensHo 11 MM, npubmmsurensao 12 MM,
npubmusutensHo 13 MM, mpubnusurensHo 14 MM, npubmmsurensao 15 MM, npuOIU3UTENBHO
16 MM, npubnusurensHo 17 MM, npubmusurenvHo 18 MM, npubmmsutensHo 19 MM,
npubnusutensHo 20 MM, mpubnusurensHo 21 MM, npubmusurensHo 22 MM, npuOIU3UTENBHO
23 MM, npubnusurenvHo 24 MM, npuOmmsurenvHo 25 MM, npuOnusuTenbHO 26 MM,

npubnusurensHo 27 MM, npubnusurtenpHo 28 MM, npubnmsurensHo 29 MM wim
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npubmm3uTensHo 30 MM. B Hekoropeix ciydasix Oydep mpencraBieH B KOHLEHTPALUU OT
npubnusutensHo 16 MM po mpubnusurtensHo 24 MM, or npubmmsurensHo 17 MM no
npubnusutensHo 24 MM, ot nmpubmusurensHo 18 MM no mpubnusurensHo 24 MM mnm OT
npubnusutensHo 19 MM 1o npubnusutensHo 21 MM. B HEKOTOpBIX clydasx KOMITO3ULIMSA
copepskut npudamsutensHo 20 MM + 10% Oydepa.

B HeKoTOpBIX Cilydyasix KOMITO3MLIMSI IO HACTOSIIEMY M300pPETEeHHI0 MOXET COAepIKaTb
JOTOJHUTEIbHbIE KOMIIOHEHTbI. KOMIO3MLMsA B Pa3JIMYHBIX aCMEKTaX COIEPXKHUT JIOOOH
(bapManeBTHYECKH MPUEMJIEMbIH WHTPEIUEHT, BKIOYAst, HAIPUMED, MOAKUCIISIOLINE CPENCTBA,
no0aBKHu, anCOpOEHTHI, a’PO30JIbHBIC MPOMEJUIEHThI, CPENCTBA JJIsl BBITECHEHUS BO3AYXa,
NOJIIENAYNBAOIINE  CPENCTBA,  CPEACTBA  MPOTHUB  CJICKHMBAHUS,  AHTHUKOATYJISTHTHI,
NPOTUBOMHUKPOOHBIE KOHCEPBAHTBI, AHTHOKCUAAHTBI, AHTHCENTHKH, OCHOBAHUS, CBS3YIOLIHE,
OydepHbIe CpencTBa, XENATUPYIOIIUE CPENCTBA, MOKPHIBAIOIINE CPENCTBA, KPACSIIHe CPEACTBA,
BJIATOTIOTJIOTHTENH, JAETEPreHThl, pa3OaBUTENH, Ne3UHPUIUPYIOIINE CPEACTBA, PA3pPBIXIUTEIH,
IHMCTIEPTUPYIOIINE CPENCTBA, CPEACTBA, YJIYUIIAOIUE PACTBOPEHHUE, KPACUTENH, CMITYArOINe
CPEACTBA, SMYJIbIaTOPbI, CTAOMIM3aTOPbl SMYJIBCHM, HAMOJHUTENH, IUIEHKOOOPa3yIOIIHe
CpeACTBa, YCWJIMTENM  BKyCOAPOMATHYECKHMX  CBOICTB,  apoOMaTHU3aTOphl,  BEIIECTBA,
NPEMSTCTBYIOIHE CIEKUBAHUIO M KOMKOBAHMIO, JKEJUPYIOIINE CPENCTBA, TIPAHYJIHPYIOLIUE
CPEACTBa, YBIAXKHSIOIINE CPEIACTBA, CMAa3bIBAIOIIUE BEIIECTBAa, MYKOAIAT€3UBHBbIE CPEICTBA,
Ma3eBble OCHOBBI, Ma3H, MACJIOCOAEPIKAIIUE CPEbl-HOCUTEIH, OPraHNUeCKHEe OCHOBAHUS, OCHOBBI
I TaCTHJIOK, IUTMEHTHI, IUIACTHU(UKATOPBI, TOJHUPYIOLINE CPEACTBA, KOHCEPBAHTHI,
CEKBECTPAHThI, BEIIECTBA, OOECHEeYHMBAIOIINE MPOHUKAIOIIUE B KOXY, COMIOOMIHU3HPYIOLINE
CPEICTBa, PACTBOPUTENH, CTAOMIM3AaTOPBI, CYNIMO3UTOPHbIE OCHOBBI, OBEPXHOCTHO-AKTHBHBIE
CpPEeACTBa, MOBEPXHOCTHO-aKTUBHBIE BELIECTBA, CYCIEHANPYIOLINE CPENICTBA, MOACIAIINBAIOIINE
CPEACTBa, TEPANEBTUYECKHE CPENCTBA, 3aryCTUTENH, CPENCTBA, PETYJUPYIOIHUE TOHHYHOCTb,
cpeactBa,  OOYyCIAaBJMBAIOIINE  TOKCHYHOCTb,  CPEACTBA,  IOBBILIAOIUE  BA3KOCTb,
BOJIOTIOTJIOIIAOIINE CPEICTBA, CMEIIUBAIOIIHNECS C BOAOH COPACTBOPUTENH, CMSATYUTEIH BOJIBI
w cmaunBaromue cpeacrsa. Cwm, Hanpumep, Handbook of Pharmaceutical Excipients, Third
Edition, A. H. Kibbe (Pharmaceutical Press, London, UK, 2000), KOTOpbIii BKJTFOUEH MOCPEACTBOM
CCBUIKHU BO BCeil cBoel monHoTe, Remington's Pharmaceutical Sciences, Sixteenth Edition, E. W.
Martin (Mack Publishing Co., Easton, Pa., 1980), koTOpbIli BKJIFOUEH MOCPEICTBOM CCBUIKH BO
BCEH CBOEH MOJIHOTE.

B HEKOTOpBIX Cllydasix KOMIIO3WLHS IO HACTOSIIEMY H300pPETEHUIO MPEACTaBisieT coOOH
KUIKOCTb. B ompeneneHHbIX ciydasx >XUIKOCTh xapakrepusyercs pH, koTopslil cocrtaBnsier
MeHee 4yeM NpudIu3uTenpHo 6,0, HeoOs3aTenbHO NPUOIM3UTENBHO 5,5. B HekoTophIx cinydasx pH

cocTaBisieT OoT npubausuTenpHo 5,0 o npubnausutensHo 6,0 wiau oT NpUOAM3UTENBHO 5,3 10
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npubIU3UTENBHO 5,8, HanpuMep, MPUOIMZUTENBHO 5,3, TpUOMU3UTENBHO 5,4, TPUOIU3UTENBHO
5,5, nmpubiu3nuTeapHO 5,0, MPUONMZUTENBHO 5,7 WK NPUOIM3UTENBHO 5,8, mpubiu3uTeapHo 5,4.
B Hekotopbix cnyuasx pH coctaBnser npuOIusuTenpHo 5,5.

B HeKOTOpBIX Ciydassx KOMIIO3HMLHUS XapaKTepU3yeTCsl CHM)KEHHBIM YPOBHEM BSI3KOCTH IIO
CPaBHEHUIO C COCTaBOM, COIEpIKAIIMM OoJiee HU3KYI KOHLeHTpauuto anturena k 1L-33, 20 MM
ructunuHa, 80 MM aprunuHa, 120 MM caxapossl u 0,02% (gec/06.) nonucopbara 80 mpu pH 6,0.
B HEKOTOPBIX CiTyyasix KOMITO3ULHS XapAKTEPU3YETCs BA3KOCTHIO MEHEe YeM MPHUOIM3UTEIBHO 25
cantumnya3 (cIl) npu 23°C, korna koHueHTpauus anruresa k [IL-33 cocrasnsier meHee 165 mr/mi,
HeoOs3arenpHO npubmmsurenbHo 9 cll, korma koHueHtparmms antutena k IL-33 cocraBnsier
npuOM3uTeNbHO 150 Mr/mit, umu npudnusutenbHo 5 cll, korna koHneHTpanus anturesa k [L-33
cocraBisier npuOmmsurensHo 130 mr/min. B ompeneneHHBIX  acmekTaxX — KOMIIO3HIIHS
XapaKTepU3yeTCsl BA3KOCTHIO OT npubiu3uTenbHo 5 ¢ll no npubnusurensHo 20 cll, Hanpumep, oT
npubmusuTensHo S cll no mpubmusutensHo 15 cll, ot mpubnusurtensho S cll 1o mpuOnIu3uTENBbHO
10 cIl, ot mpubmmurensHo 10 cIl mo mpubmmsurensHo 20 cll, ot npubnmsurensHo 15 cIl no
npubmusuTensHo 20 cll nmu npubnusurensHo S cll, npubnusurensHo 6 cll, npubausurensHo 7
cIl, npubnuzurensHo 8 cll, mpubnusurensHo 9 cll, mpubnusurensho 10 cll, npubnusurensHo 11
cIl, mpubmusurensuo 12 cll, npudmsurensro 13 cll, mpubnusurtensho 14 cll, npuOau3urensHO
15 cIl, npubnusurensHo 16 cIl, npubmmsurensHo 17 cll, npubmusurensuo 18 cll,
npubmuTensHo 19 cll, nmpubmusurensHo 20 cll, korma xoHuentpammst anturena k I1L-33
COCTaBJIIeT MeHee 4yeM npuOnusutenbHo 150 mr/mn (Hanpumep, npubmusutensro 130 mr/mo,
npubmsutensHo 140 mr/min, npubnmsutensHo 150 mr/mu). B wumrocTpaTHBHBIX acmekTax
KOMITO3ULMSI XapaKTePU3yeTCs BSI3KOCTBIO, KOTOpasi coctasisier npudimmusurenabHo 10 ¢l + 5 cIl,
KOTJ]a KOHLIEHTPALHsI aHTUTENIa COCTABJISIET OT MpuOIM3uTenbHO 130 Mr/mit 10 npuOIH3UTEIHHO
170 mr/ma. B HEKOTOpPBIX CIy4asiXx KOMIIO3MLIUS XapaKTePU3YeTCsl BSI3KOCTBIO MEHEee ueM
npubmusutensHo 10 cantunya3 (cIl) mpu 23°C, korma koHueHTtpauusi antutena k [L-33
coCTaBysieT MpHONM3UTENbHO 150 Mr/mu. B HEKOTOpBIX Cilydasix BS3KOCTb COCTaBISIET OT
npubmmsuTensHo S cll no mpubnusutensHo 20 cll, HeoOs13aTeMPHO MEHee YeM MPUOITU3UTENBHO
10 cIl, kak Hanpumep npudmusutenbHo 9 cll. Ecnu He yka3aHO WHOe, BCe 3HAYEHUS BSI3KOCTH,
PaCKpBITbIE B AAHHOM JOKYMEHTE, OTHOCATCS K BS3KOCTH, M3MEPEHHOH C HCIOJIb30BAHHUEM
poTtanmoHHOrO BHCcKko3uMmerpa npu 23°C u ckopoctu casura npudimsurensHo 1000 si/c.

B wmumrocTpaTHBHBIX acmeKTaX KOMIIO3MIUS MpenHa3HaueHa Ui TOAKOXKHOTO BBEICHUS

CY6"beKTy, H, COOTBCTCTBCHHO, KOMIIO3UIIUA SABIACTCA M30TOHUYHOM MO OTHOIIEHHIO K

2
MPEAnoJaraeMomMy MeCTy BBeAeHHs. Hampumep, OCMONSIIBHOCTD KOMIIO3ULIMM B HEKOTOPBIX
CITydasix HAXOQUTCS B [Uana3oHe ot npudnusuresbHo 340 no nmpudmmsurenbHo 520 MOcMm/Kr, wmu

oT npudmsuTenabHo 344 no npubmusurensHo 516 MOcwm/kr, wnu ot npubnusutensHo 400 10
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npubmm3uTenbHo 500 MOcM/kr. B MIUTFOCTPATUBHBIX CIy4asix Skuikas (apmareBTHdecKast
KOMITO3ULIVSI XapaKTePU3yeTCsl OCMOJISUIBHOCTBIO B AMana3oHe oT npuomusutenbHo 300 MOcm/kr
no npubausurenbHo 600 MOcw/kr, wnu ot npubnusurenbHo 340 MOCM/KT 10 TPUONIU3UTENBHO
520 mMOcwm/kr, nmu ot npubnusurenbHo 360 MOcm/kr no npubmusurensHo 500 MOcwm/kr. B
HEKOTOPBIX CIIyHYasiX OCMOJISUIBHOCTb COCTABJISIET NMPHONIN3NTENnbHO 452 MOCM/KT.

ITpenmymecTBO KOMITO3UIMU IO HACTOALIEMY M300PETEHUIO 3aKJIF0YAeTCs B TOM, YTO OHA
SIBJISIETCS TIOAXOISINEH JAJIsi AOJTOCPOYHOrO WIJIM KPATKOCPOYHOTO XpaHEHHUs. B HEKOTOpbIX
CJIy4asiX KOMITO3ULIMS SIBJISIETCSI TIOAXOMSALICH JUIsl TOJITO- WM KPATKOCPOYHOTO XPAHEHHs TPH
TeMIeparypax, 00eCreunBarOIINX 3aMOPAKUBAHIE WM OXJAKIACHUE, WU MPU OoJiee BBICOKUX
temneparypax. COOTBETCTBEHHO, KOMITO3UIUH 110 HACTOSIIIEMY H300PETEHHIO MOTYT XPAHHUTHCS
npu remneparypax Hwxke 0°C (Hanpumep, ot nmpubnusutenbHo -80°C no nmpubnusurensho -10°C,
ot npudmmurensHo -60°C o mpubmusurensHo -20°C mnn npubnusurtensho -30°C) wnu npu
temrneparypax ot mnpubmusurensHo 1°C  nmo mnpubmmsurensro 10°C  (Hampumep, OT
npubmmutTensHo 2°C nmo npubnusurenpHo 8°C). HeoOsi3arenpHO XpaHEeHWE TPU  TaKUX
temneparypax (Huwke 10°C) MOXKeET SBISATHCA IJIUTENbHBIM XPAHEHUEM B TEUEHUE, HAIPUMED, TI0
MEHbIIEH Mepe 6 MecsALeB, IO MeHbIIel Mepe 12 MmecsAues, 1o MeHbluel mepe 18 mecsAues, no
MeHbLIeH Mepe 24 Mecsaua, no MeHblied mepe 30 MecsueB, MO MeHbLIeH mepe 36 MecCsLes.
Komno3uuuu no HacrosimeMy H300peTEeHHIO MOXKHO XPAaHHUTh NPU KOMHATHOM TeMIlepaType
(marmpumep, ot npudmmsurensHo 20°C no npudmmsurensHo 30°C, ot npudausurensHo 23°C 1o
npubmsutensHo 27°C, npubmusutensro 25°C wnmm npubmusurensHo 30°C). B HekoTOpbIX
CIIy4asix KOMIIO3ULIUH 10 HACTOSIIEMY U300PETeHUI0 MOKHO XPaHHUTh MIPU TEMIIEpaTypax BbILIE
KOMHATHOW Temmepatypsl (Hampumep, Bbine 30°C (Hampumep, ot npudbmausurensHo 35°C no
npubmusuTensHo 45°C, npubnusurensHo 40°C).

B HEKOTOpBIX CiTydasx KOMITO3ULIHSI IO HACTOSLIEMY U300PETEHUIO XapaKTePH3YETCst BBICOKOH
CTa0MJIBHOCTBEO W MOJKET BBbIIEP)KHBATh JJIMTEIbHOE XPAHEHHWE TPU TeMIeparypax,
o0ecreynBaOINX 3aMOpPaKMBAHUE WM OXJaxknaeHre. KOMIO3WLusS 1O  HACTOSIIEMY
M300PETEHNI0 XaPAKTEPU3YETCs] BBICOKOW CTAOMJIBHOCTBIO B JKHUIKOM WJIM TBEPIOM BHJE.
Heobsi3aTensHo MeHee yeM mpuOIu3uTeNbHO 5% (HampumMep, MeHee YeM NpuOIn3uTeNsHo 4%,
MeHee 4eM MPHOIM3UTENBHO 3%, MeHee YeM NPUOIU3UTENbHO 2%, MEeHee ueM NPUOIN3UTENBHO
1%) xonmuectBa anTurena k IL-33 moaBepraercs arperaiiy o MpoLeCcTBUN OT MPUOIH3UTEIBHO
1 Mecsna 1o MpuUOTM3UTENHHO 3 MECSIIEB XPAHEHUs IPH TeMIiepaType ot npudbmusurensHo 2°C
no mnpudmmsurensHo 8°C  (Hanpumep, mnpubmmsurensHo 2°C, mnpubmmsurensHo 4°C,
npubmusutensHo 8°C, mpubnusutenvHo -20°C). Kak wucronb3yercs B JaHHOM JOKYMEHTE,
"arperaTbl" OTHOCSITCSI K HEpACTBOPUMBIM arperaraMm aHtutena K IL-33. B HekoTOpBIX ciydasx

MeHee ueM npuOmm3utenbHo 5% (Hampumep, MeHee ueM MpuOIU3UTENbHO 4%, MeHee ueM
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npubnusutensHo 3%, MeHee uyeM mnpubOnusurenbHo 2%, MeHee ueM NpHOIM3HTENbHO 1%)
konuuecTtBa antutena k IL-33 moxsepraercst arperalyMy Mo NpoLIECTBUU 6 MecsAuesB uiau 12
MeCsLIEB XPaHEHUs NPU TeMIlepaType OT MNpHOIM3UTENbHO OT mnpuoOmusurenasHo 2°C  no
npubnusutensHo 8°C (Hanpumep, npudnusurensHo 2°C, npubdmusurensHo 4°C, mpuOIU3UTENBHO
8°C, mpubmmsurenbuo 10°C), kak onpeneneHo nmocpenctsom SEC. B HEKOTOPBIX Cliydasix MeHee
yeM npubmmsurensHo 5% (Hampumep, MeHee dYeM npuOnM3uTenbHO 4%, MeHee 4YeM
npubnu3uTensHo 3%, MeHee uyeM mnpuOnmsuTenbHo 2%, MeHee deM mnpuOIM3uTenbHO 1%)
konu4decTsa anturena k IL-33 nmoxasepraercs nerpagauuu no npoumectsuu 18 Mecsues XpaHeHUs
npu Temmeparype ot npubmusurensHo 2°C  go npubnusurensHo 8°C, (Hampumep,
npubmm3utTensio  2°C, mpubnusurensho 4°C, npubnusurenpbHo 8°C), Kak omnpeneieHo
nocpencteoM SEC. B HekoTopsix cnydasx Oonee 95% konudectBa antutena k [L-33 ocraercs
WHTAKTHBIM 110 MPOIIECTBUH 18 MecsiIieB XpaHeHus MPU TeMrepaType oT npudnusurenasHo 2°C 1o
npubmmsuTensHo 8°C (Hanpumep, npubmmsurensHo 2°C, npudmmsurensro 4°C, mpuONIu3nTeNbHO
8°C) B cTeKJIIHHBIX (pJ1aKOHAX WJIH LINPHULAX, Kak onpeneneHo nocpencrsoM SEC. B HekoTopsIx
cly4yasix MeHee 4eM MpuOnm3uTenbHo 5% (Hampumep, MeHee yeM NpuOmm3uTensHo 4%, MeHee
4eM NMpuONIM3uTeNbHO 3%, MeHee 4eM MpHuONM3HTeNnbHO 2%, MeHee 4eM NmpuOnusuTensHo 1%)
KOJINYECTBA AHTHUTEJA B KOMITO3ULMH IO HACTOSIIEMY H300PETEHHIO arperupyeT Mo MpoIeCTBUU
npubnu3uTenbHo 18  MecAleB XpaHeHMs IIpU  TeMIepatype OT NPUOIU3UTENBHO OT
npubmurensHo  2°C  go  npubmmsutensHo 8°C, (wampumep, mnpudmmurenbHo 2°C,
npubnusutensHo 4°C, npubausurensao 8°C), kak onpeneneHo nocpenctsom SEC.

B HEKOTOPBIX Cily4yasix KOMITO3ULIUS 10 HACTOSIIIEMY H300PETEeHHIO XapaKTepH3yeTCsl BHICOKOH
CTaOMJIBHOCTBIO ¥ MOJKET BBIIEPXKMBATH JUIMTENIbHOE XpaHEHHe NpU TeMIeparypax,
COOTBETCTBYIOLINX KOMHATHOW Temmeparype. HeoOs3arenbHo MeHee ueM npuOausuTenbHo 5%
(Hampumep, MeHee 4yeM mpuOIM3uTeNbHO 4%, MeHee 4YeM mnpuOmM3uTeNbHO 3%, MeHee uem
npubmmsutensHo 2%, MeHee 4eMm mnpuOam3uTenbHO 1%) kommuectBa antutena k IL-33
MIOJIBEPTaeTCs arperayy Mo MPOIIECTBUH OT MPHOIM3UTEIBHO 1 Mecsia A0 NPUOIH3UTENBHO 3
MeCsILIEB XPAaHEHUs NpU Temrepatype oT npudmmsurensHo 23°C o mpubnusutensHo 27°C
(mampumep, npuOmusutensHo 23°C, mnpubnmsurensHo 24°C, mpubmmsurtensHo 25°C,
npubmmsutensHo  26°C, npubnusutensHo 27°C). B HeKOTOpBIX cCiydasix MeEHee 4YeM
npubmm3uTensHO 5% (HanmpuMmep, MeHee YeM MPUOIU3UTENbHO 4%, MeHee ueM MPUOITU3UTETbHO
3%, MeHee yeM npubIU3NUTENBEHO 2%, MEeHee YeM npuoOan3uTeabHo 1%) KonudecTsa aHTHTENA K
IL-33 moxBepraercsi arperanuy 1O IMPOIIECTBHH NMPUOIUUTENBHO 6 MeCSALEB XPaHEHHs IPH
Temneparype ot npudmnmsutenbHo 23°C 1o npubnusurensHo 27°C, Kak onpeneneHo NocpeacTBOM
SEC. B HekoTopbIX ciiydasix Oonee 95% konmudectsa anturena K IL-33 ocTtaeTcsi ”HHTAKTHBIM I10

NPOIIECTBUU MPUOIU3UTENBHO 6 MECSIIEB XPaHEHHs ITPH TemIeparype ot npudbnusurensHo 23°C
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1o npuommuTenbHO 27°C B CTEKISIHHBIX (PIIAaKOHAX MITH LITNPHULAX, KaK OMPEENIeHO TOCPEACTBOM
SEC. B HekoTopbIX ciydasix MeHee 4eM mnpuonmsurenbHo 5% (Hampumep, MeHee 4YeM
npuOIM3UTENbHO 4%, MeHee YyeM puOIn3uTeNbHO 3%, MeHee YeM npudIn3uTensHo 2%, MeHee
yeM npuOmmsurenbHo 1%) komudecta anTturena k IL-33 B KOMHO3MLMU IO HACTOALIEMY
M300pETEeHHIO MOABEPTaeTCs Jerpagaliy 1o NPOLUIECTBIH NPUOIU3UTENBHO O MECSIIIeB XPaHEHHS
npu temnepatype ot 23°C o 27°C, xak onpeaneneno nocpeactsom SEC.

B paznuuHbIX CiIydasx KOMIIO3ULUSI TTO HACTOALIEMY H300PETEHUIO XapaKTePU3yeTCsl BBICOKOH
CTa0MJIBHOCTBIO, @ TaK)XK€ XapaKTePU3yeTCs] BBICOKOH CTAOMIIBHOCTBEO M MOXKET BBIIEPXKHBATb
KPAaTKOBPEMEHHOE XPaHEHHE B YCIOBUSAX XPAHEHUS MPH BO3IEHCTBHU CTPECCOBBIX (pakTopoB. B
HEKOTOPBIX CIIy4asx MEHee 4eM MpuOnn3uTenbHo 5% (Hampumep, MeHee YeM NPUOJIU3UTENbHO
4%, wmeHee ueMm mnpuOaM3UTENbHO 3%, MeHee YeM TpUOIM3UTENBHO 2%, MeHee dYeM
npub3uTeNbHO 1%) KonuyecTBa anTuTena k [L-33 mogsepraercs arperaluu o npomecTBUN OT
npubmu3uTensHO 1 Mecsna 10 MpHOJM3UTEIBHO 3 MECSIEeB XpPaHEHUS NMPH TeMIIepaType OT
npuOm3uTeNbHO o7  mpubmusurenbHo  38°C mo  mpuOmmsurensHo  42°C  (Hampumep,
npubmsuTensHo 38°C, mpubnusurensHo 39°C, npubnusurtensHo 40°C, npubmumsurtensho 41°C,
npubmusutensHo 42°C). B HekoTopeIx ciyudasx Oonee 95% kommdectBa antutena k 1L-33
OCTaeTCs UHTAKTHBIM IO MPOLIECTBUU NMPHUOJIM3UTEIBHO 3 MECSALEB XPaHEHUs IPU TEMIepaType
or mnpubnusutenbHo ot npudnusurenapbHo 38°C  go mpubnusurensHo 42°C  (Hampumep,
npubnusutensHo 38°C, npubnusurensHo 39°C, npudbnusurensHo 40°C, npubausurensao 41°C,
npubnusuTensHo 42°C) B CTEKIAHHBIX (PJIAKOHAX WJIM MINPHULAX, KAK OMpPEAeNeHO MOCPEACTBOM
SEC. B HekoTopbIX cCiy4asx MeHee ueM mnpuOmmsutenbHo 5% (Hampumep, MeHee 4YeM
npubIU3UTENBEHO 4%, MeHee ueM mpuONnu3uTenbHO 3%, MeHee YeM NMpHOIH3UTeIbHO 2%, MeHee
yem npuOmmurenabHo 1%) komudectBa aHTHTena K IL-33 B KOMIO3MLMU MO HACTOSLIEMY
U300pETEHHIO MOBEPraeTCsl arperalyy Mo MPOIIECTBUH MPUOIU3UTENIBHO 3 MECSLEB XPaHEHHs
npu TeMmreparype OT mpudIu3uTenpHO OT npubausutensbHo 38°C no mpubnmsurensHo 42°C
(marmpumep, mnpubmmsutensHo 38°C, mnpubmmurensHo 39°C, mpubnusurtensHo  40°C,
npudm3uTenbHo 41°C, npubnmsurensHo 42°C), kak onpeneneHo nocpeacrsom SEC.

B ompeneneHHBIX Cly4asix KOMIO3HMLHUS MPENOCTABISIETCS U XPAHEHHs! WM MTPUMEHEHMS,
HampuMmep, BO (akoHe I OAHOKPATHOrO TMPHMEHEHHs, LIMNPHUIEe Ui OZHOKPATHOTO
NPUMEHEHUS] WIIH CTEKIITHHOM, (PyTEPOBAHHOM CTEKJIOM WJIHM MOKPBITOM CTEKJIOM MEPBHYHOM
KOHTeHHepe. B MILTIOCTpaTUBHBIX CITyHasix KOMITO3HIUS ITPEJOCTABIISIETCS B TIAKETE [T CHCTEMBI,
NpeAyCMaTPHUBAKOLIEH ONHOKPATHOE INPHUMEHEHHe, WIM B IOJUKApOOHATHOW OyThUM I
XpaHEHHUsT B 3aMOPOKEHHOM BHAE. B anbTepHATUBHBIX Ciy4dasiX KOMIIO3ULIUS CONEPIKUTCS B
CTEKJITHHBIX (pJIaKOHAX WMJIM INMPULIAX AJIST XPAHEHUs, HAPUMeEp, JJIMTENbHOTO XpaHEHUs MpHU

temneparype ot npubmusurensHo 2°C no nmpubnumsurensHo 8°C mnm XxpaHeHus npu Oosnee
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BBICOKMX Temreparypax (Hampumep, npudmmurenbHo 25°C, npubmusurensHo 30°C,
npubnuzutensHO 40°C).

B onpeneneHHBIX ciy4yasx KOMIO3MIUS TNPENOCTABISETCS Ui NPUMEHEHUs B CHCTEMeE
JIOCTaBKH, KOTOpasl SBJIAETCS TOTOBOW JJIi TNPUMEHEHUs W/WIM TpeAHa3HaYeHa Ul
CaMOCTOSITEJIbHOTO BBEAECHUs. B OmNpeneseHHbIX Clydasx KOMIO3MLUS IPEAOCTABISAETCS B
NPEABAPUTENIbHO 3aNOJHEHHOM UIMPHILE WIM aBTOMHBEKTOpE, LINPUI-PYUYKE, JBYXKaAMEPHOM
HINpHLIe-pyYKe U T. M. Takue MPOAYKTbI M3BECTHBI B JAHHOW OOJIACTM TEXHUKU U SIBIISTFOTCS
KoMMepuecku noctynubiMu. CM., Hanpumep, Shire, Steven, Monoclonal Antibodies: Meeting the
Challenges in Manufacturing, Formulation, Delivery and Stability of Final Drug Product, Chapter
8: Development of delivery device technology to deal with the challenges of highly viscous mAb
formulations at high concentration, Woodhead Publishing, Cambridge, UK, pages 153-162 (2015).

Komnosuuusi mo HacTosimeMy H300pETeHHI0 MOXKET SIBISIThCS MOAXOMSINEH ISl BBEACHUS
JTOOBIM TPUEMIIEMBIM IyTE€M, B TOM YHCJIE€ MapEHTEPAIbHBIM M, B YACTHOCTH, TMOAKOKHBIM.
Hanpumep, monkokHOe BBENEHHE MOXKET OCYIIECTBIATHCS B BEPXHIOK YaCTh PYKH, BEPXHIOKO
yacTh Oenpa wiM OPIOIIHYIO MOJOCTh. Jpyrue myTH BKIIIOYAIOT, HANpUMEp, BHYTPUBEHHBIH,
BHYTPHUKO>KHBIM, BHYTPHUMBILIECYHBIH, BHYTPHOPIOIINHHBIH, WUHTPAHOJAIbHBIN u
BHYTpPHUCENe3eHOUHBIN. [IpenoYTUTENbHBIM SIBJIETCS MOJKOKHBIN MyTh BBEIEHUS. B HEKOTOPBIX
CJIy4asiX TMPEATIOUTUTENbHBIM SIBJISIETCS BHYTPUBEHHBIN MMyTh BBeAeHUs. Hanpumep, crabunbHas
KHUJKas KOMITO3ULMSL MOXET ObITh pazOaBiieHa B skuakocTH ans [V BBeneHus mepen H0CTaBKOMH
IIOCPECTBOM BHYTPHUBEHHOI'O IIYTH BBEIEHMUSI.

Komnosunus, packpbiTas B JaHHOM JTOKYMEHTE, conep>kuT antuteno k IL-33. MuTepaeiikun-
33 (IL-33), Taxke HazbiBaemblil [L-1F 11, siBnsiercst npencraButeneM cemeiictsa [L-1 HUTOKUHOB,
KOTOpbIE CTHMYJIUPYIOT 00pa30BaHUE KJIETOK, LUTOKMHOB U MMMYHOTJIOOYJIMHOB, XapaKTePHBIX
IUIsI UMMYHHOTO OTBeTa Broporo tumna. IL-33 mpencrasisier codoit 6enok u3 270 aMUHOKHUCIIOT,
COCTOSIIMHA W3 JBYX IOMEHOB. romMeogoMeHa W HUTOKMHOBOro (IL-1-momoOHOro) nomeHa.
TI'omeonomen comep:xkut curHan sinepHout jokamuzammu (NLS). IL-33 omocpenyer mepemady
curHana 4epes ST2, penentop, skcnpeccupyembiii Ha kieTkax Th2, MacTonuTax W HIMPOKOM
CHEKTpE IPYTUX TUIOB KIIETOK.

Breknerounas ¢gopma IL-33 crumynmpyeT KIETKU-MHUIIEHH MyTeM cBs3biBaHUs ¢ ST2 u
BIIOCJIEICTBHH AKTUBUpPYeT curHaibHble MyTH NFkB m MAP-kuHa3bl, 9TO NPUBOIUT KPSy
(YHKLMOHATBHBIX OTBETOB, BKJIFOYAsl BHIPAOOTKY LIUTOKMHOB U XE€MOKHMHOB. CUHTaeTcs, 4TO
pactBopumasi ¢opma ST2 (sST2) sBhsieTcss PeLENTOPOM-JIOBYIIKOW, MPEAyNPEsKIar0IIIM
nepenavyy cursana ¢ ysacruem I1L-33.

bosuto o6HapyxkeHo, uTo IL-33 KOHCTUTYTHBHO 3KCIPECCUPYETCS B INIAJKON MyCKyJaType U B

SMUTENNU OpPOHXOB Y YesoBeKa. DKCIPEecCus MOXKET WHAYLHMpoBaThes nox aedictsuem IL-If u
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TNF-a B pubpobnacrax nerkux u aepmsl (Schmitz et al. (2005)). Yposau pactBopumMoii popmbl
6enxa ST2 n MPHK/6enka IL-33 noBbIeHb! B CHIBOPOTKE KPOBH U TKAHSIX OT MALIUEHTOB C aCTMOM
(Oboki et al., Allergology International 59: 143-160 (2010)).

In vivo IL-33 unpynupyer skcmnpeccuto IL-4, IL-5 u IL-13 u npuBOguT K TSKEIBIM
NaTOJOrMYECKUM M3MEHEHHSIM B OPraHax, BHICTIIAHHBIX CIU3UCTOH obomnoukoil. Beenenune I1L-33
MBIIIAM OKAa3bIBAET CHUJIbHBIE BOCHAIUTEIbHBIE 3P (EKThI, BKIFOUAsT BRIPAKEHHYIO 03UHO( MITHIO
KpoBH, TOBbIeHHbIE YpoBHU IL-5 u IgE B chIBOpOTKE KpOBH M rUNepIuia3uid OOKaJIOBHIHBIX
KJIETOK Ha MOBEPXHOCTSIX CIM3UCThIX 00oJouek (Schmitz et al. (2005)). BHyTpuOprommHHOe MK
UHTpaHa3aibHOe BBeneHue [L-33 Mplimam NpuBOAMIIO K MHAYKIIMH 303MHO(HIIBHOTO BOCTIAJIEHHST
B CJIM3UCTBIX O0OJOYKAaxX JIETKUX W KuineyHuka mocpeactsoM IL-13- u STAT6-3aBrCcHMBIX
curHasbHBIX myTed (Oboki et al. (2010)). CootBercrBenHo, IL-33 MoXxeT Urparb posib B pa3BUTHH
AJJIEPTUIECKUX 3a00JIeBaHNH, TAKUX KaK aCTMa, U BOCHIAIUTENbHBIX 3a00JI€BaHHI JIbIXaTEIbHBIX
nyTel, TAKMX KaK HApPYILISHHE, PEICTaBICHHOE XPOHUYECKON OOCTPYKTUBHOM OOJIE3HBIO JIETKUX
(COPD).

ITosTomy mpennosiaraercsi, 4TO KOMIIO3ULUs, CoAep:kaiast aHTUTeNo K [L-33, MOXKeT sIBIATBbCSA
npumeHnMoi B neueHnu IL-33-onocpenoBanHeix 3a0oneBanmii, Takux kKak actma i COPD.

B HekoTOpBIX ciyd4asXx AaHTUTENO, MNPUCYTCTBYIOIIEE B KOMIIO3ULIMU [0 HACTOSLIEMY
U300peTeHnIo, Comep:kUT BapuabeNnbHBIM JOMEH Tshkenon wermw, conepxkammii VHCDRI,
uMeroinyo nocieaosarenbHoCcTh Moa SEQ ID NO: 1, VHCDR2, umeroyro nocienoBaTeIbHOCTb
nox SEQ ID NO: 2, VHCDR3, umeromyro nociaegoBarenbHocts nog SEQ ID NO: 3; u
BapualbenbHbIN TOMeH Jierkoi nenwu, comepskamuii VLCDRI1, umeromy mnocienoBaTebHOCTb
nox SEQ ID NO: 5, VLCDR2, umeromyto nocienosarenbHocTb toa SEQ ID NO: 6, u VLCDR3,
uMeromyo nociuenosarenbHocTh o SEQ ID NO: 7.

B HekoTOpBIX Ciyd4asx AaHTUTENO, MNPUCYTCTBYIOINEe B KOMIIO3ULIUU [0 HACTOSLIEMY
U300pEeTeHNI0, CONMEPKUT (a) BapuaOeNbHBI TOMEH TSUKEJIOW LeNU, KOTOPBIH MpencTaBjieH
MOCJIEIOBATEIbHOCTHE) AMIUHOKHUCIIOT, KOTOpasi Ha 1o MeHbinel mepe 95%, 90%, 85% wmm 80%
uaentuyHa SEQ ID NO: 4, unum mocnenoBaTeNbHOCTBIO aMHUHOKHUCIIOT, KOAHPYEMOU
MOJIMHYKJIEOTUIHOM MOCNeN0BaTeIbHOCTBIO, KOTOpask Ha 1o MeHbliIel Mepe 95%, 90%, 85% wunu
80% unentuuna SEQ ID NO: 11, (b) BapuabenbHbIi JOMEH JIETKOH LeNH, KOTOPbIA MPEACTaBICH
MOCJIEI0BATENILHOCTBI0 aMUHOKHCIIOT, KOTOpas Ha 1no meHbiuel Mepe 80% unentuuna SEQ ID
NO: 8, umum mnocneaoBaTelbHOCTBIO aMMHOKUCIIOT, KOAUPYEMOH IOJMHYKJICOTHAHON
MOCJIEIOBATEIbHOCTBIO, KOTOPAasi Ha Mo MeHblel Mepe 95%, 90%, 85% unu 80% unentuyuna SEQ
ID NO: 12, unu (c) BapuaOenbHbI JOMEH TSDKENON Leny, YKa3aHHBIN B (a), U BapuabeIbHbIH

JOMEH JIETKOH 1enH, yka3aHHbIH B (b).
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B HekoTOphIX CIy4asx aHTUTENO TMPEACTABIsieT COOOW 4YeIOBEYECKOE aHTHUTEIO,
IYMaHU3UPOBAHHOE  AHTUTENO, XMMEpPHOE  aHTUTENO, MOHOKJIOHAJbHOE  AHTUTENO,
PEKOMOMHAHTHOE AHTHUTEJO, AHTUIEHCBS3bIBAIOLIMI (pparMeHT aHTHUTENa, OAHOLETIOUEYHOE
AHTUTEJIO, MOHOMEPHOE aHTUTENO, IUATeNo, Tpuarteso, TeTpateno, Fab-pparment, anrureno
nonkyacca IgG1, antureno nonknacca IgG2, antureno noaknacca IgG3 u anTUTENnO MOAKIIAcCa
IgG4. B HekoTopbIx ciydasx aHTuTeno k IL-33 npeacrasnser coboit antureno noaknacca IgGl.

B Hekoropeix ciyuasix antureno k IL-33 comepskut BapuaOenbHBIN JOMEH TSDKEION LemH,
coJiep Kaliii aMUHOKHUCJIOTHYIO nocienoBarenbHocTh o SEQ ID NO: 4. B HekoTOphIX ciydasix
aHtuteso K [L-33 comep kUt JNerkyro Lemnb, COAEP ALY aMUHOKUCIOTHYIO MOCJIEIOBATEIbHOCTD
nox SEQ ID NO: 8. B mekotopsix ciy4asx antuteno k 1L-33 coxepxur BapuabenbHbIN JOMeEH
TSDKEJION IIeNH, COAEep Kaluii aMUHOKHUCIOTHYIO mnocnenoBarenbHocTh on SEQ ID NO: 4, u
JIETKYIO LIeNb, COAepKalllyl0 aMUHOKHCIOTHYO nochenoBaTenbHocTs nog SEQ ID NO: 8.

B Hekotopeix caywasx aHtUTeno kK IL-33 COmEpKUT TSKENYI0 LeMNb, COAEPKAIIYIo
aMUHOKUCIIOTHYIO mnocienoBarebHOCTh o SEQ ID NO:9. B HeKoTOpBIX Cilydasix aHTUTEJO K
IL-33 comep>kuT JNEerkyro Lemb, CONEPIKaIly0 aMUHOKUCIOTHYIO MOCJIeN0BaTeNbHOCTh o SEQ
ID NO:10. B Hekoropbix ciay4asx aHtuteno K 1L-33 comepikut TSKeyr Lelb, COASPKALIYIO
aMUHOKUCIIOTHYIO0 mocienoBatenbHocTh o SEQ ID NO:9, u nerkyro uemns, COmepKallyro
aMHHOKHCJIOTHYIO nocaenosaTenbHOcTh noa SEQ ID NO:10.

B HEKOTOpPBIX Ciydasx KOMOO3HULMS CONEP:KUT aHTUTeno K IL-33, koTopoe KOHKypHUpyeT C
33 640087-7B 3a cBsazbiBanue ¢ IL-33 B aHanu3e KOHKYypeHTHOro cBsa3biBaHus Merogom HTRF in
vitro. CuuTaeTcs, YTO aHTUTENIO KOHKYPEHTHO TOJABJISET CBS3bIBAHUE 3TAJOHHOIO aHTHUTENA C
JAaHHBIM 3TIMTOTIOM, €CJIU OHO CHEeH(PUIHO CBSI3bIBAETCS C 3TUM SMUTONOM B TAKOW CTETEHH, YTO
OHO B HEKOTOPOH CcTeneHW OJIOKUPYET CBSI3bIBAHHE OTAJOHHOTO AHTHTENA C SIUTOIOM.
KoHkypeHTHOe mozaBiIieHrne MOXKET ObITh ONMPENEeIeHO ¢ TOMOIIBIO JIF00O0ro crocoda, U3BECTHOTO
U3 YPOBHS TE€XHUKH, HAMPHUMEp, TBEPAO(A3HBIX AHAIN30B, TAKUX Kak KOHKypeHTHble ELISA-
aHAJM3bl, YCWJICHHbIE IUCCOLMANMell JIaHTaHUAHbIE (PIYOPECLIEHTHbIE HMMYHOJIOTUYECKHE
amamusel (DELFIA®, Perkin Elmer) u aHanmu3bl ¢ HCTIONB30BAHUEM CBSI3BIBAHHS PAJHOAKTHBHOTO
nourarna. Hanmpumep, ciennanuct B TaHHOH OOJIACTH TEXHUKH MOJKET ONPENEINTh, KOHKYPUPYET
JM TaHHOE aHTHUTENO 32 CBs3biBaHME C 1L-33, Mcrmonp3yst aHaIN3 KOHKYPEHTHOTO CBSI3BIBAHMS 1N
vitro, Takoii kak aHajgu3 MeronoM HTRF, omucanubiii B8 WO 2016/156440, ab63ambr 881-886,
KOTOPBIN BKJIFOUEH B JAHHBIN JOKYMEHT IMOCPEACTBOM CChUIKH. Hanpumep, cienuanucTt B JaHHON
00J1acTH TEeXHUKH MOKET MOMEeTUTh mepBoe aHtuteno K IL-33 moHopHbIM (yopodopom u
CMeIIaTh HECKOJBbKO KOHIEHTpaluii ¢ oOpa3uamMu ¢ (UKCHPOBAHHOW KOHLICHTpAIHEH
akuenTopHoro ¢uyopodopa, meuenHoro redIL-33. 3areM MOXHO H3MEPUTh PE3OHAHCHBIN

NepPeHOC SHepruu (HIIyopeCcLeHINH MEXTy JOHOPHBIM H aKIeNTOPHBIM (IIyopodOopoM B KaKIOM
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oOpasue, 4ToOBl YCTAHOBUTH XapAaKTEPUCTUKU CBSI3bIBaHUA. [l BBIABICHHS KOHKYPEHTHOTO
cBsi3bIBaHus aHTUTENA K [L-33 cnenmamucT B JaHHOM 00J1aCTH TEXHUKH MOKET CHavaja CMeIaTh
pa3nNYHbIE KOHLEHTPALUU TECTUPYEMBIX aHTUTEN ¢ (PUKCUPOBAHHON KOHLIEHTpALEH MEUYEHOTrOo
anTuTena u3 Tabnaunsl 6. Ymenbuienue cursana FRET npu naky6aunu cmecu ¢ MmedensiM [L-33
10 CPABHEHUIO C TAKOBBIM B CJIy4ae IMOJIOKUTEIBHOIO KOHTPOJISA, COAEPHKALIETO TOJBKO MEYEHBIE
aHTUTENIA, YKA3blBA€T HA KOHKYypeHTHoe cBs3biBaHue ¢ IL-33. Moxker cuMTaTbhCsi, 4TO
CBSI3bIBAIOLIAS] MOJIEKYJIa WM €€ ()parMeHT KOHKYPEHTHO MOAABIISIOT CBS3bIBAHUE STAJIOHHOTO
aHTHUTEJIa C pacCMaTPUBAEMbIM 3IUTOINOM Ha IO MeHbInel Mepe 90%, Ha 1o MeHbLueit mepe 80%,
Ha 1o MeHbIneil Mepe 70%, Ha o MeHbIel Mepe 60% unu Ha 1o MeHbLeil mepe 50%.

B HEKOTOpBIX CiTydasx KOMITO3ULUS conep KUT aHtuTeso k IL-33 33 640087-7B (kak onucaHoO
B WO02016/156440, kOTOpBIIi BKJIIOUEH B JaHHBIH JOKYMEHT IIOCPEIACTBOM CChbUIKH). B
WO 2016/156440 packpsiro, uro 33 640087-7B cesaseiBaercs ¢ redIL-33 ¢ 0coO€HHO BBICOKOM
apduHHOCTBIO U ocynadisier kak onocpenoBanHyr ST-2, Tak u RAGE-3aBucumyro mepenauy
curHajia c yuacruem IL-33.

Hpyrue wutroctpatuBable antutena k 1L-33 Bxmrodatror ANBO20, usBecTHOe kKak 3TOKUMAd
(xax ommcano B WO 2015/106080), 9675P (xax onmcano B US 2014/0271658), A25-3H04 (xax
orucano B US 2017/0283494), Ab43 (xak onmcano B WO 2018/081075), IL33-158 (xak onucano
B US 2018/0037644), 10C12.38. H6. 87Y.581 IgG4 (xak onmcano B WO 2016/077381) unu ux
cBsa3biBarole  (parmenTel.  [Jlpyrue wwmoctparuBHble aHTHTena kK 1L-33  wumm  wux
AHTUT€HCBA3BIBAIOIINE (PparMeHTh! BKJIOUYAIOT Jit0Oble aApyrue anturena k IL-33, onucanHble B
WO 2016/156440, WO 2015/106080, US 2014/0271658, US 2017/0283494, WO 2018/081075,
US 2018/0037644 wmum WO 2016/077381, Bce M3 KOTOPBIX BKJIFOYEHBI B JAHHBIA JOKYMEHT
MOCPENCTBOM CCBUIKH.

Cnocobwt nonyuenus

Jlanee B HaHHOM JOKYMEHTE MpPEOyCMOTPEHbI CHMOCOObI TOJYYEeHUS KOMIIO3HIHMU IO
HacrosimeMy u300pereHur0. COOTBETCTBEHHO, JOMOJHHUTEIBHO MPEAYCMOTPEHBI CHOCOOBI
NOJIYYEHHUS] CTAOMJIBHOW JKMIKON KOMITO3WIHMHU, XapaKTEePH3YIOLIEHCS BS3KOCTBIO MEHEe YeM
npubmusutensHo 10 cIl u conmepkameii antuteno k IL-33 B koHUeHTpammm Oojee yem
npubmusutensHo 100 mr/min, mo Mesbweid Mepe npuOmm3uTenabHo 170 MM apruHUHA, Kak
HampuMep 10 MeHblled wMepe mnpuOmmsurensHo 190 MM apruHMHa, HEOOS3aTENbHO
NOBEPXHOCTHO-aKTHBHOE BemecTBOo U Oydep. B HekoTopeix cimydasx cmocod Bkiogaer (1)
o0BbEeMHEHNE B PACTBOPE aHTUTENA, apruHUHA U Oy(depa ¢ mojydeHneM pacTBOpa, COAEPIKALIEro
ot npudmmsurensHo 100 mr/min 1o npubnusurensHo 200 mr/mn anturena x [L-33, mo meHbeit
Mepe npudnusuTenbHo 170 MM apruHuHa, Kak HampuMep MO MEHbLIEH Mepe MpUOIN3UTENBHO

170 MM apruHuHa, Kak HampuMmep MO MeHblied mepe npubnausurenpbHo 190 MM aprunuHa, u
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Oydep, u (i1) mobaBieHHe TOBEPXHOCTHO-AaKTUBHOTO BEIIECTBA K PACTBOPY C IOCTHXKEHUEM
KOHEYHOHN KOHIIEHTPALIUH MTOBEPXHOCTHO-aKTHBHOTO BELECTBA, COCTABIISIOIIEH MPHUOIM3UTEIBHO
0,03% (Bec/06.) + 0,015% (Bec/00.).

JIONOTHUTENBHO TPENYyCMOTPEHBl METObI IMOJY4YeHUs CTAaOMJIbHOM >KUIKON KOMITO3HLIUY,
XapaKTePU3YIOIIEHCsT BI3KOCThIO MeHee ueM npubnusutensHo 10 cIl u coneprkaineii aHTUTENO K
IL-33 B kxoHueHTpauuu Oonee uem mnpudbmusurenbHo 100 Mr/mu, mO MeHbIIEH Mepe
npubmu3uTensHo 150 MM u3nHA, HEOOsI3aTeNIbHO MOBEPXHOCTHO-AKTHBHOE BEINECTBO, a TAKKE
Oydep, KOTOpbIE MPENyCMOTPEHBI TOMOJHUTENLHO. B HEKOTOPBIX Cliydasx crnocod BkIOUaeT (i)
o0BEeIMHEHNE B PACTBOPE aHTUTEINA, aprUHUHA U Oydepa ¢ mojy4eHneM pacTBOpa, COAEPIKAIIEro
aatuteno K IL-33 B koHueHtpauuu ot npudmmsureasHo 100 mr/mn no mpubnusurensao 200
MI/MJI, IO MEeHbLIeH Mepe npudausutenpbHo 170 MM apruHuHa, Kak HalpuUMep 110 MEHBIIEeH Mepe
npubmmsutensHo 150 MM nmsuna, u Oydep, u (i1) moOaBieHHE MOBEPXHOCTHO-AaKTUBHOIO
BEIlECTBA K pacTBOPY C JOCTHXKEHHEM KOHEUHOH KOHLEHTpaLuh MOBEPXHOCTHO-aKTUBHOTO
BEIlleCTBa, cocTapisitolneii mpudbnusurensHo 0,03% (Bec/00.) £ 0,015% (Bec/00.).

B HEKOTOPBIX Cciiydasix cTaObuiIbHAs JKUAKAsT KOMITO3ULIHS COAEPIKUT MOBEPXHOCTHO-AKTUBHOE
BemecTso B koHIeHTpannu 0,03% (Bec/00.) = 0,01% (6ec/06.). B HEKOTOPBIX ciy4dasx cTabMIbHA
JKUJKAasT KOMIIO3MLMSI COJEPKUT MOBEPXHOCTHO-aKTUBHOE BEIECTBO B KOHLIEHTPAaLUU OT
npubnusutensHo 0,02% (6ec/06.) no npubnusurensHo 0,04% (6ec/00.).

B HEkOoTOpBIX Cciiydasx cTabuibHAas KUAKAsE KOMITO3ULMS COAEPIKUT MOBEPXHOCTHO-AKTHBHOE
BewecTBo B koHueHnTparmu 0,02% (Bec/06.) £ 0,01% (sec/06.). B HeKOTOPBIX CiTy4asix CTa0MIIbHAS
JKUKAsT KOMIIO3MLMSL COHEPKUT MOBEPXHOCTHO-aKTUBHOE BEIECTBO B KOHLIEHTPALUU OT
npubmusutensHo 0,01% (8ec/06.) no npubnusurensHo 0,02% (6ec/00.).

B HekOoTOpBIX Cilydasix CTaOWJIbHAS KUIKAs KOMITO3UIUS COAEP:KUT aHTuTeno k 1L-33 B
KOHLIEHTPALUH MPHOIU3UTENBHO 150 Mr/mit.

B HekoTOpbIX ciiydasix cTaOWIbHAS KUIKAsT KOMITO3UIMSA conepxkut dosee 170 MM apruHuHa.
B HEKOTOpPBIX clydasx CTaOMIIbHAS KUIKAS KOMITO3ULHs copepkut donee 190 MM aprunuHa. B
HEKOTOPBIX CIIyYasix KOMIIO3UIIUS CONEPKUT MeHee deM mpuOmsutenbHo S00 MM apruHuHA.
Hanpumep, xomnosunmst comepkut mpudmmsutensno 200 MM, npubnusurensHo 210 MM,
npubmusutensHo 220 MM, npuOmusurensio 240 MM, npubmmsurensHo 260 MM,
npubmusutensHo 280 MM, mpuOmusurensio 300 MM, mnpubmmsurensHo 350 MM,
npubmusutensHo 400 MM wn npubnusutensHo 450 MM apruHMHa. B HEKOTOpBIX cityuasix
KOMITO3ULIHSI CONIEPIKUT MpHOIM3uTENbHO 220 MM apruHuHa.

B HekoTOpBIX cilydasix CTaOMJIbHAS JKUAKAs KOMITO3ULMS COAEPIKUT IO MEHbIIEH Mmepe
npubnusutensHo 150 MM nm3uHa. B HEKOTOPBIX Cilydasix KOMITO3ULUS COAEPKUT MEHEe 4eM

npubnusutensHo 500 MM nu3unHa. Hanpumep, KoMno3uuus conepskut npudbnusutensHo 160 MM,
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npubmusutensHo 170 MM, npubmusurensio 180 MM, mnpubmmsurensro 200 MM,
npubmusutensHo 220 MM, npubmusurensHo 240 MM, npubmmsurensHo 260 MM,
npubnusurensHo 280 MM, mpuOmusurensio 300 MM, npubnmsurensHo 350 MM,
npubnusutensHo 400 MM mnu nmpubmusurensHo 450 MM ym3uHa. B HekoTOpRIX Ciyuasx
KOMITO3HULIMSI COAEPKUT npubnusutenbHo 170 MM nusuna.

B HEKOTOpBIX ciydasix ypOBEHb BSI3KOCTH CTAOMJIBHOHM JKHIOKOW KOMIIO3MIMHM C BBICOKOM
KOHLIEHTpallell apruHUHA SIBISIETCS] CHUKEHHBIM 10 CPAaBHEHUIO C JKUIKOW KOMITO3ULIMEH,
comepskamieit Oojiee HU3KYH KOHIEeHTpanuro antutena k IL-33, 20 MM rucruguna, 80 MM
apruauHa, 120 MM caxapossl, 0,02% (8ec/00.) nonucopbara 80 mpu pH 6,0, roe Gonee HU3KAas
KOHLIEHTpaLusl sIBJISIETCSl TAKOBOW MO CPAaBHEHMIO C KOHLEHTpauuen antutena k IL-33 B
CTa0MJIbHON JKUIKON KOMIIO3HLIUY.

B HEKOTOPBIX Cily4dasiXx BSI3KOCTh CTAOMJIBHOW JKUAKOW KOMIIO3HMLIMH COCTAaBIIIET MEHEE UeM
npubmusuTensHo 10 cIl. B HEKOTOpPBIX CilydasiX BSI3KOCTb CTaOWJIBHOM JKUAKONW KOMITO3ULIMU
cocTaBisieT NpUOIM3UTENBHO 9 cIl. B HEKOTOPBIX Ciydasix BI3KOCTh M3MepsitoT rpu 23°C.

B HekoTopex cnydasx obpatumas camoaccormanus (RSA) aarurtena k IL-33 B crabuipHON
JKUAKON KOMIO3ULIMU SIBJISIETCSl CHIDKEHHOM 1o cpaBHEeHMIO ¢ RSA anturena x 1L-33 B xxugkoi
KOMIIO3HIINH, COAeprKalneli 0oyiee HU3KYI0 KOHIeHTpaluto anturena k IL-33 B 20 MM ructunuHa,
80 MM aprunmHza, 120 MM caxapo3ssl, 0,02% (sec/06.) nomucopbara 80 npu pH 6,0, roe Gonee
HU3Kasl KOHLUEHTPALUs sIBJISIETCS] TAKOBOM 10 CPaBHEHUIO ¢ KOHLEHTpauuei anturena k IL-33 B
CTaOMJIBHON KUIKON KOMIIO3ULIUY.

B nHekoropeix cinyuasx ypoBeHb RSA cHukeH B 2 pasa mo cpaBHEHHIO ¢ ypoBHeM RSA
antuTena K 1L-33 B )KUAKOM KOMITIO3ULIMH, COAeprKaliel 0oee HU3KYI KOHLIEHTPALIUIO aHTUTea
k IL-33 B 20 MM ructununa, 80 MM aprununa, 120 MM caxapossl, 0,02% (sec/06.) nonucopbara
80 pu pH 6,0.

B HEKOTOpPBIX Clydasx CTaOWJIbHAS, SKUAKAs KOMITO3ULHS MPEeNyCMaTPUBAET BBIPAKEHHOE B
BECOBbIX % COIepKaHHE€ MOHOMEPHOH (HOPMBI, COCTABJSIIOLIEE IO MEHbLIEH Mepe
npubmmsutensHo  30%, Hampumep, npubmusutensHo 30%, npubmmsurensHO  31%,
npubmusuTensHo 32%, mpudnusutensHo 33%, npudmmsurensHo 34%, mpubmmsurtensHo 35%,
npubmusuTensHo 36%, mpudnusutensHo 37%, npudmmsurensHo 38%, mpubmusurensHo 39%,
npubmmsutensHo 40%, npubnusutensHo 41% npubnmsurensHo 42%, npudmmusurensHo 43%,
npubmsuTensHo 44%, npubnusutensHo 45%, npubmmsurensHo 46%, npubnusutensHo 47%,
npuO3uTeNbHO 48%, mpubmm3utensHo 49% i npudnmsuTensHo 50%. B HEKOTOPBIX Cirydasix
cTa0MIIbHAs JKUAKAsh KOMITO3ULMSA TMPENyCMAaTPUBAET BBIPAXKEHHOE B BECOBBIX % COIEpKaHHE
MOHOMEpPHOH (popMbI, cocTaBisomee OT NpuOIM3uTeNnbHo 35% no npudmusurensHo 50%. B

HEKOTOPBIX ClIyHasix cTaOMIIbHAS JKUAKast KOMIIO3ULUA NpeAyCMaTpruBaACT BhIPAKEHHOC B BECOBBIX
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% comepkaHue MOHOMEpPHOW (OpMBI, cocTaBisiomee oOT mnpudmusurensHo 40% o
npubmusutensHo  45%. B HEKOTOpbIX  ciydasix CcTaOMiIbHAsl SKUAKAs  KOMITO3ULIHSA
IpeayCMaTpHUBAET BBIPAKEHHOE B BECOBBIX %o COZEpKaHNe MOHOMEPHOI (POPMBI, COCTABIISIOLIEE
oT npudIm3uTenabHo 35% no npubnusutensHo 50%, nmocne XxpaHeH!sI B TeYeHUE MTPUOIU3UTENIBHO
3 mecsues npu Temmeparype ot npudnusutensHo 2°C no npudiamusurensHo 8°C. B HeKOTOpbIX
ciy4asx craOuibHasl SKUAKAas KOMIIO3UIMS MpPeAyCMaTPUBAET BLIPAXKEHHOE B BECOBBIX %0
coiep kaHue MOHOMEPHOH (POpMBI, COCTaBJIsIFOIIEE OT MPUOINU3UTENBHO 35% 10 MPUOITU3UTENBHO
50%, mocne XpaHeHUs B Te4YeHHe MPUOIU3UTEIBPHO 3 MeCsALeB MpPU TeMmIreparype OT
npubmsutensHo 2°C no npubmmsurensHo 8°C. B HEKOTOPBIX ciy4asx cTaOuiIbHAst SKUIKas
KOMITO3ULHSI TIPEyCMaTPHUBAET BBIPAKEHHOE B BECOBBIX % COnep:kaHHe MOHOMEPHOH (popMmbl,
COCTaBIIsIFOLIIEe OT NPUOIH3UTENBEHO 40%, OCIIe XpaHEHHs B TEUSHHE MPUOIIN3UTENIBHO 3 MECSILIEB
npu temreparype or npudmmsurensro 2°C no mpubnusutensHo 8°C. B HEKOTOPBIX Ciydasx
cTa0MIIbHAs JKUAKAsE KOMITO3ULMS MPENyCMAaTPUBAET BBIPAXKEHHOE B BECOBBIX % CONEpKaHHE
MOHOMEPHOH (POPMBI, COCTABIIAOLIEE OT MPHOIU3UTENBHO 35% 1o npubnusurensHo 50%, mocne
XpaHEHHsI B TEUCHNUE MPUOIM3UTENBHO 6 MeCsLEB NPHU TeMIiepatype oT npudnusurensHo 2°C 1o
npubmmsutensHo  8°C. B HEKOTOphIX  ciy4asix — CTa0MiIbHAsl — JKUJOKas — KOMITO3ULIHS
NpeAyCMaTPHUBAET BBIPAKEHHOE B BECOBBIX %0 COAEPKaHNE MOHOMEPHOI (POPMBI, COCTABIISIOLIEE
or mnpubmusutenbHo 40%, mocie XpaHeHWs B TEYEHHE NPUONU3UTENbHO 6 MecsleB MpU
temneparype ot npudbnusutensHo 2°C no npubnusurensHo 8°C.

B HEKOTOpBIX Clydasx MOBEPXHOCTHO-AKTUBHOE BEIECTBO MPEACTABISIET OO0 momrcopbaT
80 i monucopOar 20. B HEKOTOPBIX Cily4asix MOBEPXHOCTHO-aKTHBHOE BELIECTBO MPEACTABISET
cobotii mommcopbar 80.

B Hekoropbix ciydasx Oydep monydeH Ha OCHOBE THCTUAMHA. B HEKOTOPBIX Cilydasix
cTa0MyIbHAsT JKUJKAs KOMITO3UIIMSI XapaKTepH3yeTCsl KOHEYHOW KOHLeHTparmen Oydepa,
COCTaBISIFOLIEH OT mpubIM3uTeNpHO 16 MM 1o mpubmmsurensHo 24 MM, HEoOs13aTeNbHO OT
npubmu3uTensHo 17 MM o npubnusutenbHo 24 MM, Heo0s3aTeNIbHO OT MpuOIn3uTeNbHO 18 MM
10 MPUOJU3UTENBHO 24 MM.

B HekoTopeIX cny4asx crTaOwibHas OKHOKas KOMIO3HMLUS — Xapakrtepusyercs pH,
npeaycmatpusaromuM pH, cocransromuilt npuOIM3UTENBHO 5,5.

B Hekoropbx cinydasx antuteno k IL-33 mpencraBmser coboil moboe M3 TeX, KOTOphIE
OIMCaHbI B JAHHOM JOKyMeHTe. B HekoTophix cinydasx antutesno Kk IL-33 mpencrasnser coboit
33 640087-7B.

T'omoegsie uzdenusn, winpuysl u rakonst
Hacrosimmee u3oOpeTeHue MNpeaycMaTpUBaeT TOTOBOE WU3ZENHe, COAepikallee IOy U3

PACKpBITBIX B HACTOSIEM H300pPETEHWH KOMIIO3MIUH, HEeoOs3aTeNbHO CcOfepikaliee OT
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npubnusuTensHo 0,5 M 10 MpHONIU3UTENBHO S M (Hampumep, oT npudamsurensHo 0,5 Mt 10
npubnusutensHo 4,5 i, ot npubmmsurensHo 0,5 M go npubimsurensHo 4 Mi, OT
npubmuTensio 0,5 M go mpuOmm3uTenbHo 3,5 Mi, or mpubmmsutensHo 0,5 M 1o
npubnusuTensHo 3 My, or npuOmusurensHo 0,5 M no mpuOnusuTensHO 2,5 MI, OT
npubmsutensHo 0,5 mn go mpubmmsutensHo 2 M, or npubnusurensHo 0,5 mua 1o
npubmsutensHo 1,5 i, or mpubmmsurensHo 0,5 M mo npubmmsurensHo 1 mu, OT
npUOIU3UTENBHO 1 MJT 10 IPUOTU3UTENBHO 5 MJI, OT MPUOIU3UTENBHO 1,5 MIT 10 MPUOIU3UTETBHO
5 ™M, OT mpUOTU3UTENHHO 2 MJI OO MPHOIM3UTENBHO 5 M, OT MPUOSU3UTENBHO 2,5 Ml 10
NPUOJIU3UTENBHO 5 MII, OT MPUOIU3UTENBHO 3 MJI 1O MPUOJIU3UTENBHO S5 MJI, OT PUOIU3UTETBHO
3,5 Mi 10 mpUONM3HUTENBHO 5 MJ, OT HPUOSU3UTENHHO 4 MJI 1O MPHOIM3UTEIBHO 5 M, OT
npuOIU3UTENBHO 4,5 M A0 NPHONM3HUTENBHO S5 MJI) KOMIO3WUIMH. B HEKOTOPBIX Cirydasix
KOMITO3ULIHSI COREP KUT aHTHTENO K IL33 B KOHIIeHTpauuu 6osee yeMm npubnausutensHo 100 mr/mi
(marmpumep, 33 _640087-7B). B HEKOTOPBIX Ciydasix KOMIO3HLUS COAEPKUT aHTUTeNo K 1L-33 B
KOHLEHTpauu oT mpudbmusurenbHo 130 mr/mn no mpubmusurtensHo 170 mr/mn (Hampumep,
33 _640087-7B), mpubmusurensHo 0,03% (Bec/00.) + 0,015% (Bec/00.) mommcopbara 80,
npubmusuTensHo 220 MM apruHuHa B OT NpUOIM3uTeIbHO 16 MM 1o npubnusurensHo 24 MM
rucTunuHa, npu 3ToM pH cocraBnser MeHee yeM mnpuOIM3UTENBHO 6, HeobszarenbHO pH
coctaBnsieT npudnusurensHo S5,5. HeoOs3zatensHo pH mpencrasnser coboit 3Hauenue ot pH,
cocraBysiroLero npudbnusurensHo 5,0, o pH, cocTassiromero npubausuTenbHo 6,0.
Hacrosinee m3oOpereHue Takxke NMpeaycMaTPUBAET NMPEABAPUTENIBHO 3AIOJHEHHBIH IIMPUILL
(PFS), comepkammii g00yH0 M3 pACKPBITBIX B HACTOSIIIEM H300PETEHHH KOMIIO3MLIHUHA,
HeoOsI3aTeNIbHO CoAep KALUil OT MPUOIM3UTENBbHO 0,5 MJT 10 MPUONTU3UTENBHO 5 MJT (Hanmpumep,
ot nmpubmusurenabro 0,5 My 1o npubmusutensHo 4,5 M, ot npubmmsurensHo 0,5 Mu 10
npubmusutensHo 4wy, oT npuOmusurensHo 0,5 M no mpuOnusuTeNnbHO 3,5 MU, OT
npubmmsutensHo 0,5 M po mpubnusutenbHo 3 M, OT npuOmmsurenabHo 0,5 Mu 1o
npuOIM3UTeNbHO 2,5 M, OT npubmmsutenbHo 0,5 M 00 OpUOIM3UTENBHO 2 M, OT
npubmm3uTensHo 0,5 mn go mpubmmsutensHo 1,5 wmn, ot mpubmmsutensHo 0,5 M 1o
npubIM3UTENBEHO 1 MIT, OT IPUOMU3UTENBHO | MIT 10 MPUOIU3UTENBHO S MJI, OT IPUOIU3UTEBHO
1,5 mn 1o mpuOIM3UTENbHO 5 M, OT MPUOIU3UTENBHO 2 MJI IO MPUOIH3UTETBHO S5 MI, OT
NPUOIU3UTENBHO 2,5 MJI 10 TPUOJIU3UTENBHO 5 MJI, OT IPUOIU3UTENBHO 3 MJI 10 TPUOIU3UTENBHO
5 M, ot mpubnusuTenpHO 3,5 M 10 MPHOIM3UTENBHO 5 MJI, OT NMPUOTU3UTENBHO 4 MII 10
NpUOIU3UTENBHO 5 MII, OT NMPHONU3UTENBHO 4,5 M 10 MPUOTU3UTENBHO 5 MiT) KoMIo3umy. B
HEKOTOPBIX CIy4asx KOMIIO3ULUSI MPeNyCMaTPUBAET KOMITO3ULMIO, CONEPIKALIYI0 aHTHUTENO K
IL33 B xoHueHTpauuu Oosee yeM npudnusureapbHo 100 mr/mn (Hanpumep, 33 640087-7B). B

HEKOTOPBIX ClIydassX KOMIO3ULUS CcoxepkuT aHtureno Kk IL-33 B KOHLEHTpauuu OT
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npubnusutensHo 130 mr/ma go npuOmmsurensHo 170 mr/mn (mampumep, 33 640087-7B),
npudm3uTensHo 0,03% (Bec/00.) £ 0,015% (Bec/06.) monucopdara 80, mpubnuzurensao 220 MM
apruHUHA U OT NpuOIM3uTeNbHO 16 MM 1o npubiausurensHo 24 MM ructuauHa, npu 3tom pH
COCTaBIISIET MEHee YeM MPHONIM3UTENIbHO 6, HeoOs3aTenbHO pH cocTaiser mpubIM3UTENBHO 5,5.

Taxxxe mnpenycmoTper (¢JaakoH, coaepikamiuii JIOOYI0 M3 PACKPBITBIX B  HACTOSIIIEM
M300peTeHn KOMIO3UIMH, HeoOsA3aTeqbHO copepskamuii or npubmmsurensHo 0,5 mu mo
npuOIU3UTENBHO 5 MIT (Hampumep, oT npudausutenbHo 0,5 Mt 10 npubam3uTeabHo 4,5 M, OT
npubmusutensHo 0,5 M po mpubnusutenbHo 4w, oT npuOmmsurenabHo 0,5 M 1o
npubm3uTeNbHO 3,5 wmu, oT npubnmusutenbHo 0,5 M A0 TPHOIM3UTENBHO 3 MJ, OT
npubmm3uTensHo 0,5 min go mpubmm3uTenbHo 2,5 i, ot mpubmusurensHo 0,5 min 1o
npubmu3uTensHo 2 My, oT npuOmmsurensHo 0,5 M po mpuOnmsurtensHo 1,5 mi, ot
npubmu3uTensHO 0,5 M 10 mpuOM3nuTeNnbHO 1 MIT, OT MPUOIU3NUTENBHO 1 MJT 10 TPUOIU3UTENBHO
5 i, ot mpubmmsurensHo 1,5 Mu1 10 MPHOIM3UTENBHO 5 M, OT NMPUOTU3UTENBHO 2 MI IO
NPUOIU3UTENBHO S MII, OT MPUOJUZUTENBHO 2,5 MJI 10 IPUOIU3UTENBHO S ML, OT TPHOIU3UTENBHO
3 Ma 10 mpUONU3UTENBHO 5 MII, OT NMPHOJIM3UTENBHO 3,5 MJI A0 NMPUONU3UTENBHO 5 MII, OT
NPUOIU3UTENBHO 4 MJI 10 IPUOIU3UTENBHO 5 MJI, OT MPUOJINU3UTENBHO 4,5 MIT 10 TPHOIU3UTEIBHO
5 mi) xoMno3unuu. B HEKOTOPBIX CilydasiX KOMIIO3MLIUS TNPENyCMaTPUBAET KOMITO3HUIIHIO,
comepxkamyro antuteno k IL33 B koHueHTpauum Oonee uem mnpuOnusurensHo 100 mr/mn
(manmpumep, 33 640087-7B). B HeKOTOpPBIX ciydasx KOMIO3ULUS COAEPKUT aHTUTENO K 1L-33 B
KOHLEHTpauuu OT npubmmsurensHo 130 mr/mn no npubmmsurtensHo 170 mr/mn (Hampuwmep,
33 640087-7B), mpubnusurensno 0,03% (Bec/00.) £ 0,015% (Bec/06.) momucopbara 80,
npubnu3uTensHo 220 MM apruHuHa U OT npudau3uTenbHo 16 MM 1o npubnusurensHo 24 MM
TUCTHIMHA, Tpu 3ToM pH cocraBiser MeHee veM npubIM3UTENbHO 6, Heobs3atenpHO pH
COCTaBJISIET MPUOJIUZUTEBHO 5,5,
Haboput

Hacrosiimee u3oOpereHne TakXe MpenycMaTpuBaeT HaOOp, COAEpKAIUil KOMITO3HIIHIO,
ONHCAHHYIO B JAHHOM JOKYMEHTE, BMECTE€ C JIMCTKOM-BKJIQIBIIIEM, STHKETKOW YIaKOBKH,
UHCTPYKLHUSIMU WJIM JPYrod MapKHUPOBKOH, B KOTOPBIX IPENOCTABIACTCS PYKOBOACTBO IS
OCYILIECTBIICHUST WJIM PACKPBITHE JIOOOT0 M3 CIOCOOOB, PACKPHITBIX B JAHHOM JOKyMeHTe. B
OTIpPENeNIEHHBIX CIy4asx HaCTosIiee H300peTeHHe NpeaycMaTpuBaeT HaOOPBI IJIS MONYYESHHUS
€IMHULBl JO3UPOBAHMS JUIA BBEINEHHMs OJHOKPATHOW 103bl. B ompeneneHHbIX ciydasx
HACTOSAILIEr0 HM300peTeHHsT TMPEeayCMOTpPeHbl HAOOphbl, conmepKalue OJHOKAMEpHbIE |

MHOTOKaMepHBIE ITPEBAPUTEIBHO 3aIIOJHEHHbIE MIPULIBI (HATPUMED, IITPHULIBI AJIS JKUIKOCTEH).
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Cnocobut 1evenus

Hacrosimmee nzobperenue Taxoke npenycMmatpuBaer npuMeHenue 33 640087-7B unu apyroro
anturena kK IL-33, packpbITOro B JaHHOM JOKYMEHTE, WM €r0 aHTUT€HCBA3BIBAIOLIEH YaCTU B
W3rOTOBJICHUU JIEKAPCTBEHHOIO Mpemnapara s JiedeHus cyobekta ¢ IL-33-omocpenoBaHHBIM
3a00J1eBaHIEM.

B nmaHHOM pmOKyMeHTe mpenycMOTpeHbl cnocoObl  Jjedenus 1L-33-omocpenoBaHHOTO
3aboneBanust y cyObekTa. B HEKOTOpPBIX cCiyudasix HacTosiliee W300peTeHHe MpenyCMaTpUBAET
PacKpbITblE B JaHHOM JOKYMEHTE€ KOMIO3HMLMHU [Jisi TpuMeHeHuss B Jedenun [L-33-
OMOCPENOBAaHHOTO 3a0oneBaHuss y cyObekra. IIpenycMOTpeHHOe B JaHHOM JIOKYMEHTE
u300peTeHne TaKke TNpedycMaTpuBaeT NpuMeHeHue antutena kK IL-33 B W3roTOBIEHHUH
JIEKapCTBEHHOTO Mpernapara st ieueHust cyobekTa ¢ [L-33-onocpenoBaHHbIM 3a00I€BaHUEM, TIE
JIEKapCTBEHHBIN NpenapaT COAEPIKUT JIFOOYI0 KOMITO3UIUIO, PACKPBITYIO B JAHHOM JJOKYMEHTE.

B HEKOTOPBIX ciydasx CoCOObI, KOMITO3ULIUH JJIsl TIPUMEHEHHUS WIIN BAPHAHTBI IPHUMEHEHHUS,
IIpeIyCMOTpPEHHbIE B JAHHOM JIOKYMEHTe, ITpeiHa3HadeHb! s edenus [L-33-onocpenoBaHHOro
HApYLICHUs, BEBIOPAHHOTO U3 aCTMBI, aTOMTUYECKOr0 IEPMATUTA M HAPYIICHUS, IPEACTABICHHOTO
XPOHHYECKOH OOCTPYKTUBHOM OOJIE3HBIO JIETKHX.

B HEKOTOPBIX ciydasx crocoObl, KOMITO3ULUH ISl TPUMEHEHUS HIIH BAPUAHTBI IPUMEHEHMS,
NPeAyCMOTPEHHBIE B JAHHOM AOKYMEHTE, MTPeIHA3HAUEHBI JJIs1 JIeYeHUs1 AuabeTndeckoit Oone3Hu
MOYEK.

B HEKOTOpBIX Cllydasix CyObEeKTOM SIBIISIETCS] YEIOBEK.
BAPUAHTBI OCYIIECTBJIEHUSA

1. Komnosuumsi, coxepxkamias antuteso K IL-33 B KoHUeHTpaumu Oojiee uem
npubmusutensHo 100 mMr/mi, mo menbweit mepe 170 MM apruHnHa Uik o MeHbLIel mepe 150
MM nu3una u Oydep, rae antureno k IL-33 conepkur:

i. BapuabenbHbI AoMeH Tspkenod uenu, comepxkammii VHCDRI, wumeromnyro
VHCDR2, wumernoyo
VHCDR3, wumenomyo

nociaenoBatenbHocTh 1o SEQ  ID NO: 1

2

nocienoBatenbHocTh Tox  SEQ  ID NO: 2,
nocienoBateabHOCTh o SEQ ID NO: 3; u

ii. BapuabenbHbIi 1OMeH Jerkod menw, coxepkamuii VLCDRI1, wumeromyro

VLCDR2, wumenmyo

u VLCDR3, wumerouyto

nocinenoBatenbHocTh  moxy  SEQ ID NO: 5

2

nocienoBareabHocTh moxm  SEQ ID NO: 6,
nocienoBateabHOCTh o SEQ ID NO: 7.
2. Kommnosuuus cornacHO BapUaHTy ocyuiecTsiaeHus 1, rae anrureno k IL-33 comepxur:

1. BapuabeNbHBIN TOMEH TSDKEJIOHN IeTH, KOTOPBIH MPeICTaBICH:
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1. IOCTIEIOBATEIbHOCTHE) AMHUHOKHUCIIOT, KOTOpast Ha IO MeHbLIei mepe 95%,
90%, 85% unu 80% upentuuna SEQ ID NO: 4; nim
1. MOCJIEA0BATEIHbHOCTHIO AMHUHOKHCJIOT, KOANPYeMO
NOJIMHYKJICOTUHOM MOCIIE0BATENIbHOCTBIO, KOTOPAsi Ha IO MEHbILEN Mepe
80% unentuuna SEQ ID NO: 11;
ii. BapuaOeNbHBIN JOMEH JIETKO LIeMH, KOTOPbIi MPeICTaBIIEH:
1. MOCJIeIOBATEIbHOCTBIO AMUHOKHUCJIOT, KOTOpasi Ha 1O MeHbIei Mepe 95%,
90%, 85% unu 80% upentuuna SEQ ID NO: 8; wiu
ii. MOCJIE0BATEIbHOCTHIO AMUHOKHCJIOT, KOAMPYEeMOK
MOJINHYKJIEOTUTHOM MOCIIe10BATENbHOCTBIO, KOTOPas Ha [0 MeHbIIIeH Mepe
80% unentuuna SEQ ID NO: 12; unn
1ii. BapuaOeNbHBIN TOMEH TSDKEJION LIeMH, YKa3aHHbIN B (a), U BapraleIbHbIH TOMEH
JIETKOM LIeTH, YKa3aHHbIH B (b).

3. Kommnosumusi coriacHoO BapwaHTy ocyuiecTBiaeHus | wim 2, rae antureno k I1L-33
npezacrasisieT coboit antuteno noakiacca IgGl.

4. Komno3uuusi COrjiacHo J0OOMy W3 TPEnbIIyLIIMX BAapUAHTOB OCYIIECTBJICHUS, TIe
antureno k IL-33 comepkut BapwaOebHBIA JOMEH TSOKEJIOW IemH, CONep KaIIHid
aMUHOKUCIOTHYIO0 mnociaenosarenbHocTh noa SEQ ID NO: 4, nerkyroo uLemnb, COmepiKaiiyro
AMHHOKHCIIOTHYIO nocienoBatesibHOCTh moa SEQ ID NO: 8, unu BapruabenbHbIi JOMEH TsDKeJon
LIEMH, COAEP KAIMNE aMUHOKHUCJIOTHYIO nocheaoBarenbHOCTh o SEQ ID NO: 4, u nerkyro uens,
COZIEpIKaIIyI0 aMUHOKHUCIIOTHYO nocienosarenbHocts noa SEQ ID NO: 8.

5. Kommosumusi COryiacHO JHOOOMY M3 MPEObIAyIIMX BapHAHTOB OCYLIECTBICHHS, T
aHtutreno Kk IL-33  comepuT  TSDKENYH0  LeMNb, COAEPXKAINYH)  aMHUHOKHCJIOTHYIO
nocnenoBatenbHOCTh Mox SEQ ID NO:9, nerkyroo uemb, comepikalyrd aMHHOKHCIOTHYIO
nocnenosatenbHOcTh oA SEQ ID NO: 10, nnu Tspkenyro 1enb, Coaep kallyo aMUHOKUCIOTHYIO
nocnenoBatesnbHocTh o SEQ ID NO:9, u jerkyro unemnp, copepkallyld aMHHOKHCIOTHYIO
nocaenoateabHOCTh o SEQ ID NO:10.

6. Komnosuiusi cornmacHo JOOOMY U3 MNPEnbIOyLINX BAPUAHTOB OCYIIECTBJICHUS, TIe
antuteno k IL-33 kokypupyer ¢ 33 640087-7B 3a cesaseBaHue ¢ IL-33 B aHamuse
KOHKYpeHTHOro cBsizbiBaHusA metonoM HTRF in vitro.

7. Komnosuiusi corinacHo JOOOMy U3 MPEnbIIyLINX BApUAHTOB OCYIIECTBJICHUS, TIe
anTHuTeNo K [L-33 mpuCyTCTBYeT B KOHLEHTPALUN MeHee YyeM npuomm3uTesibHo 200 Mr/mit.

8. Kommosumusi cornacHO JrOOOMY M3 MpPEBIAYIIMX BapHAHTOB OCYILIECTBICHHS, T

anTHuTesno K [L-33 mpucyTCTBYeT B KOHLEHTPALUU MeHee YeM npuomm3uTeabHo 180 mr/mit.
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9. Kowmmosuuusi COrIacHO JOOOMY W3 MPENbIIyIIUX BAPUAHTOB OCYINECTBIICHUS, T
anTuTeno K [L-33 mpucyTcTByeT B KOHLIEHTpALUN MEeHee ueM NpUOIN3UTenbHO 160 mMr/mi.

10. Kommosuuust cormacHo Jr00OMy M3 MPenbIIyIIUX BapUAHTOB OCYINECTBIIEHUS, TIJIe
antuteno k IL-33 mnpucyrctByer B KOHUEHTpauuu oT npubnusurenpHo 100 mr/mmn  go
npudm3uTensHO 200 Mr/mi.

11. Kommnosuiust corinacHo JroO00My W3 NpeAbIIyLIMX BapUAaHTOB OCYIIECTBIICHUS, T
antutenno k IL-33 mpucyTCTByeT B KOHLEHTpauuu OT npubmusutenpsHo 130 mr/min 1o
npubu3uTensHO 170 Mr/mi.

12. Kommo3uuust COMIacHO JOOOMY M3 MPenbIIyIluX BapUAHTOB OCYINECTBIIECHUS, TIJIe
antuteno k IL-33 nmpucyrcrByer B koHIeHTpauuu 150 mr/mi £+ 10%.

13. Komnosuuust cornacHo Jr0OOMy W3 TPEObIAYIIMX BAaPUAHTOB  OCYINECTBJICHUS,
JIOTIOJIHUTEJIbHO COJIEPIKallasi IOBEPXHOCTHO-aKTUBHOE BELLECTBO.

14. Komnosuuus corjacHO JIOOOMYy BapuUaHTy OCYILIECTBJIeHHs 13, Toe MOBEpXHOCTHO-
AKTHUBHOE BEILECTBO SIBJIICTCS] aMPUMATHYECKUM U AHHOHHBIM.

15. KoMno3uuusi COrIaCHO BapUAaHTy OCYILNECTBIEHHUs 14, rae NOBEPXHOCTHO-AaKTHUBHOE
BEIECTBO NMPEACTABIsIET COOOH momcopoar.

16. KoMno3uuusi COrlaCHO BapHUaHTy OCYILUECTBJIEHHUs 15, rae NOBEPXHOCTHO-AaKTHUBHOE
BEIIEeCTBO MpeAcTaBsieT codoit moucopdar 20, wiu noymcopdar 80, il UX CMECh.

17. KoMnosuius coriacHo JroOOMy U3 BApUAHTOB OCyIIecTBiIeHus 13-16, rae moBepXHOCTHO-
AKTUBHOE BELIECTBO HAXOMUTCS B KOHLEHTpauuu oT npudmmsurenbHo 0,005% (Bec/00.) mo
npubmusutensHo 0,05% (Bec/00.).

18. Komnosunuusi corjiacHo BapuaHTy ocyiuectBieHusi 17, comepxamias 0,03% (Bec/00.) +
0,010% (6ec/06.) MOBEpXHOCTHO-aKTUBHOTO BELIECTBA.

19. Komno3uius COrjlaCHO BapuaHTy OCyliecTBieHus 17, comepskamasi MPUOIU3HTETHEHO
comepskamasi npudnusurenpbHo 0,015% (Bec/06.), 0,03% (Bec/00.) wmm 0,045% (Bec/00.)
MOBEPXHOCTHO-aKTHBHOT'O BEILECTBA.

20. KoMmno3uuus coriacHo JIIoOOMy M3 BApUAHTOB OCyLIeCTBIeHH 16-19, rie moBepXHOCTHO-
aKTHUBHOE BEILECTBO MpeacTaBisieT codbolt moimucopodar 80.

21. Komnosunusi coracHo JI0OOMy W3 MPenbAyIINX BAapUAHTOB  OCYIIECTBIICHUS,
cozeprkarast o MeHblueil Mmepe npuonusurensHo 190 MM aprunuHa.

22. Komnosunmst CoryacHO J000OMy W3 TMPEnbIAYIINX BAPUAHTOB  OCYIIECTBJICHUSI,
comepskamiast oT npuommsuTenbHo 190 MM o npubimsurensHo 250 MM apriuHuHa.

23. Komno3zunmst coriacHO JI000OMy W3 MPenbAyLINX BapUAHTOB OCYIIECTBIICHUS,

conepkamasi npubdauzutenbHo 220 MM apruHuHa.
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24, Komno3unusi COTIAaCHO JIFOOOMY W3 MPenbIIyIInX BAapUAHTOB OCYINECTBIICHUS, TJIe
apTUHUH NPEACTaBIIEH THApOoXJopuaoM L-aprunusa.

25. Komno3unmst corjiacHO JrOOOMy W3 BapHaHTOB ocywiecTBieHust 1-20, comepskamasi OT
npubnusutensHo 150 MM no npubnusurensHo 250 MM nu3uHAa.

26. KoMno3uuus CoriaCHO BApUAHTy OCYINECTBJICHHUs 25, comepakaiiasi npuoau3ureabHo 170
MM nu3uHa.

27. KoMno3uuusi CoryacHO JI0OOMy M3 BapuUaHTOB ocyinectieHust 1-20, 25 wmu 26, rnoe
JIM3UH MpeAcTaBiieH L-Tu3nHoM.

28. Kommo3uius COriacHo Jr0OOMy M3 MPEAbIAYIINX BAPUAHTOB OCYIIECTBICHMUs, T1e Oydep
NIPEICTaBJIeH CYKIIUHATOM, THCTUANHOM HJIH alleTaTOM.

29. Komno3unusi COTJIacCHO BapwaHTy ocyuiectBienus 28, rme Oydep mnpencrasieH
TUCTHIUHOM.

30. Kommo3unusi COrjlaCHO BapuaHTy ocymecTBienus 29, rme Oydep mnpencrasien L-
TUCTHUINHOM/THIPOXJIOPHIOM L-ructuanna.

31. Kommosunus corjiacHO JI000My M3 TPEAbIIYIINX BAPUAHTOB OCYLIECTBIICHUs, rie Oydep
HAXOIUTCS B KOHIEHTPALUH OT npuOimm3nuTenbHo 10 MM 1o npubnusutensHo 30 MM.

32. Kommosuuusi COrJIaCHO BapuaHTy ocyuiectBienus 31, roe Oydep Haxomutcs B
KOHLIEHTpPAK OT npubnusurensHo 16 MM no npubnusutensHo 24 MM, HeoOs3aTeNbHO OT
npubnusuTensHo 17 MM o npubnusutensHo 24 MM, Heo0s3aTeNnbHO OT Mpuonu3uTenbHo 18 MM
10 PUOIU3UTENBHO 24 MM.

33. Komnosuiusi coriacHo JiroOoMy U3 BapHaHTOB ocyinecTieHus 31 wmm 32, roe Oydep
HAaXOAMTCS B KOHLEHTPALUH OT NMpHOmm3uTensHo 19 MM o npubnusurensHo 21 MM.

34. Kommosunuusi COrjlacHO JItoOOMYy M3 TPEObIyIIUX BapHaHTOB OCYILIECTBIICHUS,
conepskamasi 20 MM £ 10% Oydepa.

35. Kommosuiust COriacHO JI0O0OMY M3 MPEAbIAYLINX BAaPUAHTOB OCYIIECTBIIEHUS, KOTOpAs
NPEACTaBIsIET COOON JKUAKOCTb.

36. Kommosunust coriacHo JoO00My M3 MPEAbIAYIINX BapHUAHTOB OCYyIlecTBIeHUs, rae pH
npezacrasisier codboi pH, cocrapsromnii MeHee ueM npudau3uTesbHo 6,0.

37. Kommosunusi COriacHO JI0O0OMY M3 MPEABIAYIINX BapHAHTOB OCYyIIeCcTBIeHUs, rae pH
npencTaBisier coboil 3HadueHue ot pH, cocraBmsromero mnpubmusutensHo 5,0, mo pH,
COCTaBJISIFOLIETO MPUOIU3UTENTHHO 6,0.

38. Kommosuuusi coriacHo J000My M3 MPEAbIAYIINX BapUAHTOB OCyIIecTBJeHUs, rae pH
npencrasisier coboit  pH, cocrapmsromuit  mpubmmsurensHo 5,2, pH, cocTaBisrOmImii

npubnusuTensHo 5,5, unu pH, cocraBnsromuii npuOIU3UTENHHO 5,8.
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39. Komnosuiusi corinacHo Jr0OOMYy M3 MpPEAbIAYIINX BapHUAHTOB OCyIlecTBieHus, rae pH
npencTasisier codoit pH, cocraBistromuii mpudIU3UTENBHO 5,5,

40. Komno3uuuss  corjacHo  JoOOMy M3~ BapHaHTOB  OCyIlecTBieHus  35-39,
XapaKTEePU3YIOIAsACsl CHUKEHHBIM YPOBHEM BA3KOCTH [0 CPAaBHEHHIO C KOMIIO3UILIMEH,
cozeprkallleil apruHuH B KOHLIEHTpaLuy, coctassomeit 80 MM nnu MeHbl1e.

41. Kommo3uusi ~ COrjlacHO  JIOOOMYy M3 BapMaHTOB  OCymlecTBieHust  35-39,
XapaKTePU3YIOIIAsICSl CHUKEHHbIM YPOBHEM BS3KOCTH IO CPAaBHEHHIO C KOMITO3UIIMEH,
comepskamieit Oojiee HU3KYH KOHIEeHTpanuro antutena k IL-33, 20 MM rucruguna, 80 MM
apruauHa, 120 MM caxapo3ssl, 0,02% (w/v) monucopbara 80 mpu pH 6,0.

42, KoMmno3wuusi  COrJlaCHO  JitoOOMy M3~ BapHaHTOB  OCYINECTBJIECHUs  35-41,
XapaKTePU3YIOIAsCs BSI3KOCThIO MeHee deM mnpuOmmsurensHo 10 cIl mpu 23°C, mpu sToM
KOHIeHTpanus anturena kK 1L-33 cocrasnser mpudausutenbao 150 mr/m £+ 10%.

43. Komno3unusi COrjlacHO JIOOOMY M3 BapHaHTOB OCYINeCTBIeHUs 35-41, rae BsI3KOCThb
cocraysier ot npubmuzutensHo S cll no mpubmusurensHo 20 cll, HeoOs3aTePHO MeHEe YeM
npubmusuTensHO 10 cll, kak Hanpumep npudamsurenasHo 9 cll.

44, Komno3unmsi ~ COTJIaCHO  JIIOOOMY M3 BApUAHTOB  OCYINECTBIEHUs  35-43,
Xapakrepusyromasicss TeMm, 4ro aHtureno k IL-33 xapakrepusyercs CHUXXEHHBIM YPOBHEM
0o0paTUMOl caMOacCOLMALNU 110 CPABHEHHIO C YPOBHEM OOpaTUMON CaMOAcCOLMAllUY aHTHTENA
k IL-33 B xomno3uuuu, coaep:xawmeit 20 MM rucruauna, 80 MM aprununa, 120 MM caxapossl,
0,02% (sec/06.) nonucopbara 80 mpu pH 6,0 u Gonee HU3KYIO KOHIEHTpaIMIo anTtuTena k IL-33,
Harpumep, 50 Mr/mir.

45. KoMno3uuusi  COrJlaCHO  JIlOOOMy M3~ BapHaHTOB  OCYIUNECTBJIEHUs  35-44,
NpeayCMaTPHUBAIOIIAsl BBIPA)KEHHOE B BECOBBIX % CONEp’KAaHHME MOHOMEPHOH (QOPMBI,
cocTapJisirolee OT mpudM3uTensHO 35% no npubausurenbHo S0%.

46. KoMnosuuus coriacHO JJI0O00MYy U3 MPEIbIAyIIHX BAPUAHTOB OCYIIECTBIICHUS, TA€ MEHEe
yeM mnpuOam3uTenpbHo 5%, HeoOs3aTeNbHO MeHee 4YeM NpUOIM3UTENbHO 2%, KOJIUYecTBa
aHTUTENA TOJBEPraeTCsl arperanuy IO NPOIIECTBHM OT NPHOMM3UTENbHO 12 MecsueB a0
npuOIM3UTENIbHO 18 MecslleB XpaHeHHsl TNPU Temieparype OT npudmmsurensHo 2°C 1o
npub3uTeNbHO 8°C, Kak U3MEPEHO MOCPEACTBOM SKCKITIO3HOHHOM xpomatorpaduu (SEC).

47. Komnosuuuto, copepxkamas 33 640087-7B B xoHUeHTpamwu OT npuOIM3uTensHO 130
mr/mi 1o npubnusureapHo 170 mr/mut, npubmmsurensHo 0,03% (Bec/06.) + 0,015% monucopbata
80, mpubnusutensHo 220 MM apruHMHA B OT npubau3uTensHo 16 1o npubnusurtensHo 24 MM
ructunuHoBoro Oydepa, rae pH npencrasnser coboit pH 5,5 £ 0,5.

48. Komno3unusi corinacHO BapuaHTy ocyuectsieHus 47, comepxkawas 33 640087-7B B

KOHLIEHTPALMH MpUONnu3uTenbHo 150 mMr/m.
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49. Komnosuuust COriacHo JIOOOMY M3 BapHAHTOB ocyliecTBiieHus 47 wiu 48, comepkamas
ot npudmm3uTeNbHO 18 MM o nmpubnusurensHO 22 MM rUCTHAUHOBOTO Oy epa, HeoOs13aTeNIbHO
npubnusutensHo 20 MM ructunuHoBoro Oydepa.

50. Kommozumusi corjacHO JOOOMYy M3 BapUAaHTOB OCyliecTBiIeHUs 47-49, roe apruHuH
IPEACTaBJIeH rHApOoXaopuaoM L-aprununa.

51. Komnosunus, conepxammasi antureso Kk [L-33 B koHueHTpaimu ot npubiausurensHo 130
Mr/mi 1o npubnusurenbHo 170 mr/mi, npubnusurensHo 0,03% (Bec/00.) = 0,015% nonucopbata
80, mpubnusuTensHo 220 MM apruHMHA B OT pUOIU3UTENHbHO 16 10 mpubnusutensHo 24 MM
ructunuHoBoro Oydepa, roe pH npencrasnser coboii pH 5,5 £0,5.

52. Kommo3uiusi corjacHO JiroOOMy W3 BapuaHTOB ocyinectsiaeHus 47-51, koropas
NPEACTaBIsIET COOON JKUAKOCTb.

53. T'oroBoe wu3menHe, copepikaliee KOMITO3UIMIO COTJIACHO JIFOOOMY W3 MPEnbIIyLIuX
BAPUAHTOB OCYIIECTBJICHUs, HE0OsA3aTeNbHO comeprkamee oT 0,5 mil 10 NMpUOIM3UTENIBHO 5 MIT
(marmpumep, ot 1 M1 10 TPUOTU3UTENBHO 3 MIT) KOMITO3ULIMH.

54. ®nakoH, copep KA KOMIIO3ULIUIO COTJIACHO JIOOOMY M3 BAPUAHTOB OCYILIECTBIEHHS |-
52, HeoOs3aTenpHO coneprkamuii or mpubmusutenbHo 0,5 M1 10 NMPHONMM3UTENBHO S5 MI
(marmpumep, ot 1 M1 1O TPUOTU3UTENBHO 3 MJT) KOMITO3ULHH.

55. Croco® neuenust IL-33-omocpenoBaHHOrO HapylIeHUs y CyObeKTa, BKIFOYAOLIHIA
BBE/ICHUE CYOBEKTY TepaneBTHUECKH 3PPEKTUBHOTO KOJINIECTBA KOMIIO3ULIUHU COTJIACHO JIFIOOOMY
13 BAPUAHTOB OCYLIECTBJIeHUs 1-52.

56. Cnocob cornacHo BapuanTy ocyuiectieHus 55, rae IL-33-onocpenoBanHoe HapyIIeHHe
IpeACTaBsieT COOOH acTMy, AaTONMYEeCKUH JepMaTUT WM HapyLIeHHe, IPeNCTaBICHHOE
XPOHHYECKON OOCTPYKTUBHOM OOJIE3HBIO JIETKUX.

57. Cnocob cornacHo BapuaHTy ocyuiectsienus 55, rae IL-33-onocpenoBanHoe HapyIeHue
npeacTaBIisieT co0oi nuabeTnyeckyro O00e3Hb MOYeK.

58. Croco® monyueHust CTa0MIIbHOM JKUAKOH KOMIIO3HULIMH, XaPAKTEPHU3YIOLIEHCS BSI3KOCTBIO
meHee ueM npuommsurenbHo 10 cll u conepxameit anturteno k IL-33 B koHIEeHTpauuu Oosee uem
npubnusutensHo 100 mr/mu, mo MeHbined Mepe npuOmusutensHo 170 MM apruHuHA WK
npuO3uTeNbHO 150 MM TH3MHA, MOBEPXHOCTHO-AKTUBHOE BELIECTBO U Oydep, BKITOYAKO LM
CTaJlUU:

1. oOpenuHEHHs B paCTBOPE aHTHUTENA, apruHUHA U Oydepa ¢ monyueHueM pacTBopa,
coxepakamiero antureno k 1L-33 B koHueHTpaunu ot npudmmsnurensHo 100 Mr/mo
no npubmmsurensHo 200 mr/mut, mo MeHslned Mepe npudmmsurensao 170 MM

apruHuHA Wiy npuoamsuTeabHo 150 MM nmusuna u Oydep; u
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ii. mobaByieHUs] TIOBEPXHOCTHO-aKTHBHOT'O BEIIECTBA B PACTBOP C IOCTHXKEHUEM
KOHEYHOH KOHIIEHTPALUH IMOBEPXHOCTHO-aKTHBHOTO BEINECTBA, COCTABISIOIIEH
npubmusutensHo 0,03% (Bec/00.) = 0,015% (sec/00.).

59. Crioco0 cornacHO BapuaHTy OCYINECTBiICHHUs 58, rae cTaOuibHas JKUIKas KOMITO3ULIMS
copepskut 6onee 190 MM apruHuHa.

60. Cnocob cormacHo Jr0OOMY M3 BapHaHTOB OCyLIeCTBIeHHs 58 mnm 59, rae crabuibHast
JKHUJIKAsT KOMITO3ULIHSI CONEPIKUT MpuOm3uTebHo 220 MM apruHuHa.

61. Komnosuiusi corynacHo J000My M3 BapUAHTOB OCYINECTBiIeHUs 58 mo 60, rae apruHuH
NPEACTaBJICH THAPOXJIOPUAOM L-apruHuHa.

62. Cnocob cornacHo Jr0OOMY M3 BAPHAHTOB OCYINECTBIEHUs 58-01, e ypoBeHb 00paTUMOMN
camoaccoruanuu (RSA) anturena k IL-33 B CcTaOMIBHOH KUAKOW KOMIIO3ULIMM CHUIKEH TIO
cpaBHeHU0 ¢ ypoBHeM RSA anturena x IL-33 B skunkol KOMIIO3WIMH, coaepxkaineil Oosee
HU3KYI0 KOHLeHTpauuio antutena k IL-33 B 20 MM rucruauna, 80 MM aprununa, 120 MM
caxapossl, 0,02% (sec/06.) nomucopbara 80 mpu pH 6,0.

63. Crnocob coriacHo JOOOMY M3 BapHAHTOB OCYIIECTBIICHUST 58-02, rlie ypOBEHb BSI3KOCTH
KUIAKOW KOMIIO3ULMM SIBJISIETCS CHMJKEHHBIM 1O CPaBHEHUIO C JKHIKOW KOMITO3HMLIUEH,
comepikamieit O6onee HU3KYHO KOHIEHTpanuio antutena kK IL-33, 20 MM rucrununa, 80 MM
aprunuHa, 120 MM caxapo3sl, 0,02% (w/v) monucopbara 80 mpu pH 6,0.

64. Crnocob coryiacHo J0OOMY M3 BapUAHTOB OCYLIECTBJICHHs S58-03, rae MmOBEepXHOCTHO-
aKTHBHOE BELIeCTBO MpeAcTaBisieT coboit momucopbdar 80.

65. Cnocob coriacHo mo0OMy M3 BaPHAHTOB OCyLIeCcTBIeHUs 58-64, rae Oydep monaydeH Ha
OCHOBE T'MCTH/IMHA.

66. Crioco0® coryiiacHO BapUaHTy OCYINECTBJIeHHs 05, rae crnocod obOecrevnBaeT MojydyeHue
CTaOUJIBHOTO JKUIKOTO COCTaBa, XapaKTePU3YIOIIErocs KOHEUHOH KOHIeHTpaiuer Oydepa,
COCTaBJISIFOLIEH OT mpubau3uTepbHO 16 MM 1o mpubnusurensHo 24 MM, HeoOs13aTeNbHO OT
npub3uTeNbHO 17 MM 1o npubnusuTenbHo 24 MM, HeoOs13aTeIbHO OT MPUOIN3UTEIbHO 18 MM
10 MPUOTU3UTENBHO 24 MM.

67. Cnocob cornmacHO JrOOOMY W3 BapUAHTOB OCYILIECTBJIeHUs 58-06, mpu 3TOM crocod
o0ecrieunBaeT MOJy4YeHHE CTAOMIBHOTO JKHIKOTO COCTaBa, xapaktepusyromerocs pH ot pH,
COCTABJISIFOLIETO MPUOIU3UTETBHO 5, 10 pH, cocTaBistomero npuOIM3UTENbHO 6, HeOO3aTeTbHO
pH, cocTaBnsoIM MpUONIU3UTENBHO 5,5,

68. Crnocob cornacHo 0O0My M3 BapUaHTOB ocymecTBieHus 58-67, roe antureno k 1L-33
OTIpeieNieHO B JJIOOOM U3 BAPHAHTOB OCYIIECTBIICHUS 1-5.

69. Cnocob cornmacHo M000OMy M3 BApHAHTOB OCyllecTBIeHUus 58-68, rae BblpaskeHHbIH B cll

nokasaresb u3MepstoT mpu 23°C.
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IIPUMEPBI
Ionyuenue cocmaea ¢ yiyuuieHHbIMU XAPAKMEPUCHIUKAMU

33 640087-7B mnpencraBisier coOOH MOHOKJIOHaNbHOE aHTUTENO (mMAb) Ha ocHOBe
yenoBeueckoro nMmyHornooyanHa (Ig) monkmacca G1, KoTopoe CBA3BIBAETCS C MHTEPICHKUHOM
yenoseka (IL)-33, npenorspamaer cesazbiBanue 1L-33 ¢ ero peuenropom ST2 u nopasisieT ero
npeoOpa3oBaHKe B CBA3AHHYIO TUCYIbGUIHBIMY cBsa3siMu popmy (DSB) IL 33.

3aBepmeHa (¢aza 1 kiumHHYecKoro wucciaenoBanusi 33 640087-7B  (ucciaemoBaHue
D9180C00001). 33 640087-7B ObL10 MPU3HAHO B LIEJIOM OE30MACHBIM M XOPOIIO MEPEHOCHMBIM,
U MIPU 3TOM HE BO3HHKAJIO KAKHX-JMOO MpodsieM ¢ Oe30MacHOCThIO MOCJE BBEAEHHS BILIOTH 110
300 mr 33 _640087-7B aytpuBeHHO (IV). 33 640087-7B mocraBisuioch BO (pirakOHAX B BUAE
mrodmm3npoBaHHoro nopomka. Kaxneri ¢uakon comepxan 33 640087-7B B HOMHHAJIBHOM
Konu4decTse, cocrasisiromeM 50 mr. IIpu BOCCTaHOBIEHUH € UCIIONIB30BAHUEM 1,2 MJT CTEPUIIBHON
BOJIbI JUIs1 UHBEKIUH pacTBop copepskan 33 640087-7B B koHueHTpamu SO Mr/mit, HaX OIS eecs
B 20 MM L-ructununa/ruapoxiopuna L-ructuanaa, 80 MM ruapoxiopuna L-aprununa, 120 MM
caxapossl, 0,02% (Bec/o0bvem [Bec/00.]) monucopdara 80, pH 6,0 ("cocras nist dassr ).

3TOT NpUMeEpP ONHCHIBAECT HEOKUNAHHBIN PE3YJIBTAT YCUIIMI IO N3MEHEHHUIO COCTaBa HA OCHOBE
33 640087-7B mns mocTmkeHHs Oosiee BBICOKOM €IMHUYHOM M03bI HA MJI KOMIO3HMLMU JUIS
MOCJIENYIOUINX KIMHUYECKUX HCCIIEOBAHU.

Xapakrepuctuku obOparumoii camoaccoumauuu 33 640087-7B B cocraBe mns ¢aszer I
U3MEPSIIN MyTEM IOJyYEHUs] 3HAUEHHUH BBIPAXKEHHOT'O B BECOBBIX % COIEpKaHHsI MOHOMEpPHON
GopMBI M KONHMYECTBA PACTBOPUMBIX OOpaTHMbIX (pakuuii Oojiee BBICOKOTO MOpsAAKA C
UCIIOJIb30BAaHHEM CTAaTUYECKOIO CBETOpaccesiHus. BblpakeHHass B BOJIBTaAX HHTEHCHUBHOCTb
CTaTUYECKOTO CBETOPACCESTHUS M3MEPSIeTCsl KaK (DYHKIHMS KOHIIEHTPALUH (MI/MIT), U TIPH 3TO €e
npeoOpasyroT B KAKYIIYIOCS MOJIEKYJISIpHYIO Maccy (k/la) ¢ ucrnosnp3oBaHueM ypaBHeHUs Paes.
3Ha4YeHUs] BECOBBIX JOJIEHl MOHOMEpPHOW (POPMBI M PACTBOPHUMBIX OOpaTUMBIX (pakiuii Oosee
BBICOKOTO TIOPsIIKa ObLTH MOJTy4eHBl HA OCHOBE M3MEPEHHOHN KaKYLIEHCsl MOJIEKYJIIPHON MaccChl C
ucnosnb3oBaHueM 3¢ dexruHoit Monenu TBepabx yactul (Fernandez and Minton (2009) Biophys
J96:1992-8).

B Ttabmume 1 mpomeMOHCTPUPOBAHBI XAPAKTEPUCTHKU OOPATUMOUN CaMOacCCOIUAINH IS
BOJHOW KOMITO3ULIMH 1151 (pa3el |

Kommozurus 20 MM His/His-HCI, 80 MM Arg-HCI, 120 MM
caxapossl, 0,02% (Bec/00.) PS80, pH 6,0
Konuenrpauus 33 640087-7B 50 Mr/mi
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BripaxxenHnoe B % copepkanue pacTBOpUMBIX | 22,4% ™oHoMepHON Qopmbl, 77,6% RSA,
¢paxumii 6oee BBICOKOTO MOPSIIKA. (19,2% IMMEPHOI dopmel, 32,8%
terpamepHoil ¢opmbel, 14,3% oxTamepHOIii

¢dopmel u 11,3% nonexamepHoi popmbl)

3atem koHueHTtpaumo 33 640087-7B yeenmumBamu B 3 pasa no 150 Mr/mi u u3Mepsui
BsI3KOCTB TpH 23°C. BSA3KOCTh Onpenessii Kak COCTABIIIIONIYI0 PHUOIN3UTENBPHO 24 CAaHTHUITya3.

Jlanee OCyIECTBJISIIM MOMBITKM M3MEHUTh COCTaB Ha ocHoBe 33 640087-7B. HeoxkupaHHO
OOHAPY KWK, YTO H3MEHEHUE KOJMYECTBA BCTIOMOTaTeIbHBIX BEIIECTB B KOMIIO3HULIUU MPUBEIIO K
MOJIyYEHHUIO COCTaBa C YJIYUYILIEHHBIMU XapakTepucTukamMu RSA mo cpaBHEHHIO C COCTaBOM IS
¢aswr 1.

B Tabnume 2 mpomeMOHCTPUPOBAHBI XAPAKTEPUCTHKU OOPATUMOUN CaMOAaCCOIUAINK IS
BOJHOW KOMITO3ULIMH 1S pa3bl | 1 KOMITO3UIIMH CIIEAYIOLIErO MOKOJIESHUSI.

Komnozumus 20 mM His/His-HCl, 80 MM Arg- | 20 MM His/His-HCI, 220 MM Arg-

HCI, 120 MM caxapossi, 0,02% | HCI, 0,03% (Bec/06.) PS80, pH 5,5
(Bec/06.) PS80, pH 6,0

Konuentpaums 50 Mr/mi 150 mr/mn

33 640087-7B

Beipaxxennoe B % | 22,4%  moHoMepHOH  ¢opmel, | 44% MoHOoMepHOH (dopmbl,  56%
cofiepkaHue 77,6% RSA, (19,2% numepnoii | RSA, (36% tpumepnoii popmsl, 20%
PacTBOPUMBIX ¢dopmel, 32,8%  TeTpamepHON | rekcamepHOil HOpMbI)
¢bpakumii 6onee | Gopmbr,  14,3%  okTaMepHOI
BBICOKOT'O ¢dopmer u 11,3% nonexamepHo

nopsiaika. (bopmbI)

CHmxenue ypoBHs RSA mnpuBogmio K 3HAYUTETBHOMY YIIYYINEHHIO YPOBHSI BSI3KOCTH,
usmepenHou npu 23°C (mpubamurenasHo 9 ¢P), o CpaBHEHHUIO ¢ YPOBHEM BSI3KOCTH KOMITO3ULUH
s Gasel 1, comeprkaineil SKBHBAJIEHTHYIO KOHIIEHTpAUIO aHTuTen (npudnusutenbHo 24 cll).
[IpuMevarenbHO, YTO 3TO  yiy4dLIeHHE HAOJIONAJOCh TPU TPEXKPATHOM YBEJIUYCHUH
KOHLIEHTPALNH OeJka.

Takxe Obulo OOHapykeHO, 4YTO XapakTepucTku RSA ocraBajanch CTaOWIBHBIMH B
JOJTOCPOYHON TMepCreKTHBe. %o-HOE paclpelesieHue Ml pacTBOPUMBIX (pakiuii Oonee
BBICOKOTO MOPSIZIKA HE MPETEPIIENIO 3HAYNTEIbHBIX H3MEHEHUI NIPU XPAaHEHUH MIPH TEMITEPAType
or 2 no 8°C Ha MPOTSHKEHUU TEepHOAa MPOAOKUTEIBHOCTBI0 6 MecsueB. CTaOMIIbHOCTD B
otHomeHnd RSA HaOmomanach B KOMIIO3WILUM CJIEAYIOIIETO IOKOJEHHUS TNPH HECKOJIBKUX

KOHIIeHTpanusix antutena (purypa 3).
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B tabnuie 3 moka3aHO BbIpRXKEHHOE B BECOBBIX %o pacnpeneseHue i MOHOMEPHOH (OopMBl,

a TaKke TpuUMepHOW (opmbl U rexcamepHoW (opmbl (T. €. pacTBOpUMBIX (pakuuii Oonee

BBICOKOT'O TIOPSIAKA) C TEYCHUEM BPEMEHH.

Onucanne obpasua

Bripaxxennoe B
BECOBBIX %
conep KaHue

MOHOMEPHO (HOpMBI

Bripaxkennoe B
BECOBBIX %
cozep kaHue

TpUMEpPHOH GopMbI

Bripaxennoe B
BECOBBIX %
cozepkaHue

reKcaMepHoOU (OpPMbI

T=0 44 36 20
3 mecsiua mpu 2-8°C 40 43 17
6 mecsiues mipu 2-8°C | 41 40 19

JlonrocpouHyro CTabWJIBHOCTH COCTaBa CJIEAYIOINEr0 TOKOJEHHs TEeCTUPOBAIU MPH
HECKOJIbKMX TEMIIepaTypax B HECKOJBKUX BPEMEHHBIX TOYKaxX. JlaHHbIE OTHOCHTEIHHO
CTaOUJIPHOCTH TOJTYYaJTH TSI KOMIIO3HIIHMA, XPAHUBIIUXCS JIMOO B CTEKJISIHHBIX (pyiakoHax, Jubo
B NIPEIBAPUTEIILHO 3aMOJTHEHHBIX [ITPULIAX.

B Tabnnume 4 mnokasaHbl XapaKTEPUCTHKH AOJITOCPOYHON CTAOMIBHOCTH Kak (PYHKLHH

o6pa3013aH1/1;{ HEPACTBOPUMBIX  arpe€ratoB, BbIPAXKCHHBIC B IIPOLCHTAX OT I/ICXOI[HOﬁ

KOHLIEHTpALMK aHTHTeNa (MpubausurenbHo 150 mr/m).

Bpewms (mecsiupl — | DnakoH PFS P nakoH PFS D nakoH PFS

Mec.) (or 2 mo|(or 2 mo | (25°C) (25°C) (40°C) (40°C)
8°C) 8°C)

0 1,3 1,3 1,4 1,3 1,8 1,3

0,5 1,3 1,3 1,4 1,4 1,9 1,8

1 1,3 1,3 1,7 1,6 2,6 2.4

2,8 1,5 1,5 2,0 1,8 4,1

6,4 1,5 1,5 2,2 2,0

12,4 1,3 1,3

18,1 1,5 1,5

Ot naHHbIe rpadUIecKu MPOMLIIOCTPUPOBAHbI Ha urypax 2, 3 u 4.

Jlanee mpoBONMIM ONHOMEPHBIN aHanu3 Bs3KOcTH (Cp) AN HECKOJIBKUX KOHLEHTpaLui 33-

640087 7B wu apruHuHAa (KOJMYECTBO OCTAJIbHBIX KOMIIOHEHTOB COCTaBa  SIBJSLIOCH

(UKCHPOBAHHBIM).

Pesynbrarel mokazansl Ha ¢urype 5. IIpr HECKONBKUX BBICOKUX KOHIEHTPALUSX aprHHUHA

(150 MM, 190 MM, 220 MM u 250 MM) yposenb Cp mpu 25°C sBnsiics 3HAUUTENBHO Oonee
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HU3KHM, 4eM yposeHb Cp, paccuurtaHHbii 1uist coctaBa mis (aser 1 mpu 23°C (ypoeenb Cp
cocrasysut 24). Cp npu 5°C ynydimmanace ¢ yBeIHMUYeHUEM 3HAYSHUH KOHIEHTPALUY apTUHITHA.

Cp Tax:ke TeCTUPOBAIH MMPHU HECKOJbKUX KOHIEeHTpauusx Oenka (135 mr/mi, 150 mr/mi u 165
mr/mi). Pesynbrarel nokasans! Ha ¢purype 6. Cp usmepsiin npu HeckoJabkux Temmneparypax (5°C,
18°C, 25°C u 30°C). AHanu3 MOKa3bIBAET, YTO JaKe MPH BBICOKMX 3HAUCHHSX KOHLIEHTPALUH
Oenka Cp yMeHbLIAeTCs IPH YBEIHMYSHNN 3HAUYSHUH KOHLEHTPALUH aPTUHNUHA, B YaCTHOCTU NPU
temneparypax 6osee 18°C. B nenom, koraa ucnosb3yercst mo MeHbineii mepe 190 MM apruHuHa,
BSI3KOCTbh TPH TeMIiepatype npudausutenbHo 25°C HaXonUuTCs Ha ypoBHE TPeOyeMOro 3HaUEHHsI
Cp, cocrapmnsiromero 10, korna cocras copepskut 33-640087 7B B koHIeHTpauuu 165 Mr/mi, wim
HIDKE €ro.

VYceroiunBocTh coctaBa Ha OcHOBe 33-640087 7B Takke aHANIU3UPOBAIU NPHU Pa3IHUHBIX
TeMIeparypax, 3HaueHusX pH, 3HaUeHUAX KOHLEHTPALUY aprHHIUHA U 3HAYSHHSIX KOHLIEHTPAaLuU
BCTIOMOTaTeNbHBIX BelecTB. COCTaBbl XpaHWIN MPH TeMIeparypax, cocrasisiromux 40°C, 25°C,
6o 2-8°C, B Teuenue 1, 6 unu 11 mecsineB coorBercTBeHHO. OOpasibl OTOUPATN B HECKOJIBKHX
BPEMEHHBIX TOYKAX TPH KAKAOM YCIOBUM M ONpenessyii O0pa3oBaHHE arperatoB c
UCTIOJIb30BAHUEM CTaHJAPTHBIX AHAINTHYECKUX METOAMK. PaCCUMTHIBAIN NMPOLIEHTHBIE 3HAUEHHSI
00pa3oBaHMs arperaToB 3a MecsL. 3HAYEeHHUS yrila HAKJIOHA JIsl OJY4YEeHHBIX rpauKOB MOKA3aHbI
B TaOnuue 5. Pe3ynbTaThl MOKa3bIBAIOT, YTO CKOPOCTh arperauuy cTadmibHa B aAuanaszoHe pH,
KOHLIEHTPALIMM TTOBEPXHOCTHO-aKTHBHOTO BEINECTBA MJIM aprHHMHA B IPOTECTUPOBAHHBIX
ycioBusix. HeOonbinoe yBennyeHue ckopoctu arperaunu Habmopnanoce mpu pH 5,0 B xozme

UCTIBITAaHUH CTAOMIIBHOCTH B YCJIOBUSIX YCKOPEHHOTO CTapeHus B TeueHue oxHoro mMecsina (40°C).

Tabmuma 5
pH 5.5,
pH 5,0, 220)pH 6,0, 220ppH 5,5, 190270 mMipH 5,5,)pH 5,5,[pH 5,5,
MM Arg-MM  Arg-MM  Arg-|Arg- 0,02% 1(0,03% [0,05%
HCL HCL HCL HCL PS80 PS80 [PS80
Haxnon
40°C  [(%/mec.) 1,7 0,9 0,9 1,0 1,1 1,1 1,4
Haxnon
25°C  (%/mec.) 0,2 0,2 0,2 0,1 0,1 0,1 0,2
Haxnon
2-8°C ((%o/mec.) 0,02 0,03 0,03 0,02 0,03 0,04 (0,05

TecTupoBasii HECKOJIBKO JOTMOTHUTEIBHBIX cOCTaBOB. OCOOBIN HHTEPEC MPENCTABIISIET COCTAB,
comepkammii 20 MM ructununa/ructuauHa-HCl, 170 MM nmusuna-HCI, 0,02% PS80, pH 5,5 u
33-640087 7B

B

KOHLCHTpAaLnu

NpUOJIN3UTENBHO

160

MI/MJI,

KOTOPBIN

TaKXKe
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IPOIEMOHCTPUPOBAJ 3HAYUTENbHbIE YIIyUIleHUs1 B oTHoueHnu ypoBHs Cp mpu 23°C (ypoBeHb
Cp, cocrapmsitomuii 8,7). Ananu3 ypoHs Cp mpu 23°C nmust cocTaBOB, comepskammx 33-
640087 7B B xonuentpanuu 150 mr/mu u audo 150 MM, mu6o 190 MM nusuna (u 20 MM
ructuanHa/ructuanaa-HCl, 0,02% PS80, pH 5,5), Takke mponeMOHCTPUPOBAT 3HAYUTENbHbIE
yJIy4IlIeHUs] B OTHOLIEHUH BSI3KOCTH, T. €. ypoBeHb Cp, cocrapisiromuii meHee 10, Mo cpaBHEHUIO
¢ ypoBHeM Cp cocraBa aiisi passi 1.
Buteoo

bbut pazpaboTaH COCTaB CIEAYIOLIEr0 MOKOJIEHUS, KOTOPBIA O0ECIeunBaeT HEOKHIAHHOE
cHIKeHre ypoBHs RSA npu BBICOKMX KOHLEHTpaLusax antutes. CocTaB Clenyromero NoKOJeHUs
MOJKET NejaTh BO3SMOXHBIM BBefeHue antutena k I1L-33 B OoJiee BLICOKOH €QUHUYHON 03€ Ha
o0beM, obecrieunBast BBeIeHHE 00Jiee BBICOKOH TEPaIeBTUIECKOHN T03bl. ITO MOYKET YMEHBLIUTD
IUCKOM(OPT, HCTBITHIBAEMBIH MAIlIEHTOM, HAMpPUMEp, NPU TOAKOXKHON IOCTaBKe, 3a CUET
YMEHBIICHUs1 00beMa JIEKaPCTBEHHOTO MPOAYKTA, MOAJIEKAIIErO JOCTABKE B MECTO MHBEKIIHY,
YTO TPUBOIUT K TMOBBIIIEHUIO KOMIUIAEHTHOCTH TALMEHTa. JTO TAKXKE MOXET MPEeNOCTABUTH
BO3MOXKHOCTh HCCJIEZIOBaHUS Oojiee AMHAMUYHOIO TUANa30Ha /03 B KIMHHYECKUX YCIOBHUSX,
YBEJINYMBasl BEPOSITHOCTh OOHAPY KEHUsI HanboJjiee TeparneBTuIecku 3 EeKTHBHON 03I

Kpowme Toro, coctaB xapakTepu3yeTcsi IpHeMIIEMbIM PO UIIEM TOITOCPOUHON CTAOUIIBHOCTH
Y CHH)KEHHBIM YPOBHEM BSI3KOCTH. CHUKEHHE YPOBHS BSI3KOCTH MOJKET OKa3aTh IOJIOKUTENBHOE
BIIUSIHUE HAa BBEACHUE JIEKAPCTBEHHOIO CPEACTBA 3a CUET NOBBIMEHUS (PYHKLHOHAJIBHOCTU
yCTPOMCTBA, UCIIOJIb3YEMOT'O AJIsl BBEIEHHS aHTUTENA. AHAJIOTUYHO, CIIOCOOHOCTh MEIUILITHCKOTO
pabOTHMKA WJIM TALEHTa BPYYHYIO MyTeM HHBEKIUH BBOIUTH JIEKAPCTBEHHOE CPEACTBO B
OpraHMU3M IALMEeHTa MOKET ObITh YJIyUIlIeHa 33 CUeT HU3KOTO YPOBHSI BA3KOCTH.
MHOCJIEAOBATEJBHOCTHU

SEQ ID NO 1: CDR1 VH 33_640087-7B
Ser Tyr Ala Met Ser

SEQ ID NO 2: CDR2 VH 33_640087-7B
Gly Ile Ser Ala Ile Asp Gln Ser Thr Tyr Tyr Ala Asp Ser Val Lys Gly

SEQ ID NO 3: CDR3 VH 33_640087-7B
GIn Lys Phe Met GIn Leu Trp Gly Gly Gly Leu Arg Tyr Pro Phe Gly Tyr

SEQ ID NO 4: VH 33_640087-7B
Glu Val GIn Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
Ser Gly Ile Ser Ala Ile Asp Gln Ser Thr Tyr Tyr Ala Asp Ser Val
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
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Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
Ala Arg GIn Lys Phe Met Gln Leu Trp Gly Gly Gly Leu Arg Tyr Pro
Phe Gly Tyr Trp Gly Gln Gly Thr Met Val Thr Val Ser Ser

SEQ ID NO 5: CDR1 VL 33_640087-7B
Ser Gly Glu Gly Met Gly Asp Lys Tyr Ala Ala

SEQ ID NO 6: CDR2 VL 33 640087-7B
Arg Asp Thr Lys Arg Pro Ser

SEQ ID NO 7: CDR3 VL 33 640087-7B
Gly Val Ile Gln Asp Asn Thr Gly Val

SEQ ID NO 8: VL 33_640087-7B
Ser Tyr Val Leu Thr Gln Pro Pro Ser Val Ser Val Ser Pro Gly GIn
Thr Ala Ser Ile Thr Cys Ser Gly Glu Gly Met Gly Asp Lys Tyr Ala
Ala Trp Tyr Gln GIn Lys Pro Gly Gln Ser Pro Val Leu Val Ile Tyr
Arg Asp Thr Lys Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser
Asn Ser Gly Asn Thr Ala Thr Leu Thr Ile Ser Gly Thr Gln Ala Met
Asp Glu Ala Asp Tyr Tyr Cys Gly Val Ile Gln Asp Asn Thr Gly Val
Phe Gly Gly Gly Thr Lys Leu Thr Val Leu

SEQ ID NO 9: HC 33_640087-7B
Glu Val GIn Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
Ser Gly Ile Ser Ala Ile Asp GIn Ser Thr Tyr Tyr Ala Asp Ser Val
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
Ala Arg GIn Lys Phe Met Gln Leu Trp Gly Gly Gly Leu Arg Tyr Pro
Phe Gly Tyr Trp Gly Gln Gly Thr Met Val Thr Val Ser Ser Ala Ser
Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr
Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro
Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val
His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser
Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile
Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val
Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala
Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val
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Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln
Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln
Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro
Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr
Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr
Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln GIn Gly Asn Val Phe
Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys
Ser Leu Ser Leu Ser Pro Gly Lys

SEQ ID NO 10: LC 33_640087-7B
Ser Tyr Val Leu Thr Gln Pro Pro Ser Val Ser Val Ser Pro Gly Gln
Thr Ala Ser Ile Thr Cys Ser Gly Glu Gly Met Gly Asp Lys Tyr Ala
Ala Trp Tyr Gln GIn Lys Pro Gly Gln Ser Pro Val Leu Val Ile Tyr
Arg Asp Thr Lys Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser
Asn Ser Gly Asn Thr Ala Thr Leu Thr Ile Ser Gly Thr Gln Ala Met
Asp Glu Ala Asp Tyr Tyr Cys Gly Val Ile Gln Asp Asn Thr Gly Val
Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly Gln Pro Lys Ala Ala
Pro Ser Val Thr Leu Phe Pro Pro Ser Ser Glu Glu Leu Gln Ala Asn
Lys Ala Thr Leu Val Cys Leu Ile Ser Asp Phe Tyr Pro Gly Ala Val
Thr Val Ala Trp Lys Ala Asp Ser Ser Pro Val Lys Ala Gly Val Glu
Thr Thr Thr Pro Ser Lys Gln Ser Asn Asn Lys Tyr Ala Ala Ser Ser
Tyr Leu Ser Leu Thr Pro Glu Gln Trp Lys Ser His Arg Ser Tyr Ser
Cys Gln Val Thr His Glu Gly Ser Thr Val Glu Lys Thr Val Ala Pro
Thr Glu Cys Ser

SEQ ID NO 11: IHK, xomupyromasi VH 33 _640087-7B

gaggtocage tgttggagtc tgggggaggc ttggtacage ctggggggte cetgagactc
tectgtgeag cetetggatt cacctttage agetatgeca tgagetgggt cegecaggct

ccagggaagg ggctggagtg ggtctcaggce atttctgeaa tagaccaaag cacatactac
gcagactccg tgaagggcecg gttcaccate tccagagaca attccaagaa cacgcetgtat
ctgcaaatga acagectgag agecgaggac acggecgtgt attactgtge ccggeagaag
ttcatgcage tatggggggg gggcttgcgt tatcecttcg getactgggg ccaggggaca

atggtcaccg tctcctea
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SEQ ID NO 12: THK, xoaupyromas VL 33 640087-7B

tcctatgtge tgactcagece accctcagtg teegtgtece caggacagac ggecageatc
acctgctctg gagaaggaat gggggataaa tatgetgect ggtatcagea gaagecagge
cagtcacctg tgctggtcat ctatcgagat acaaageggce cctcagggat cectgagega
ttctctggct ccaactctgg gaacacagec acgttgacca tcagegggac ccaggetatg
gatgaggctg actattactg tggggtgatc caggacaaca ctggggtatt cggeggageg

accaagctca ccgtecta



®OPMYJIA U3OBPETEHUA

1. Komnosuuus, cozxepxamas antuteno K IL-33 B koHueHTpammu Oojee uem
npubnusutensHo 100 mr/mi, no mensinei mepe 170 MM apruHuHa Uiy no Mesblnei mepe 150
MM nu3uHa u Oydep, rae anrtureno k IL-33 conepxur:

i. BapualenbHBI JOMeH Tspkenod wenwu, coxepxaumii VHCDRI, wumeroinyro
nocnenoBarenbHocth  mnoxg  SEQ  ID NO: 1, VHCDR2, wumerouryio
nocyienoBatenbHOocTh  moxn  SEQ  ID NO: 2, VHCDR3, wumeromyro
nocienoBateabHOCTh o SEQ ID NO: 3; u

ii. BapuabenbHbIi nOMeH Jerkod 1enw, conepxkamuii VLCDRI1, wumeromyro
nocinenoBatenpbHocTh mox  SEQ ID NO: 5, VLCDR2, wumeromyro
nocynenoBatenpHOCT 1o SEQ ID NO: 6, u VLCDR3, wumeromymo
nocyienoaTebHOCTh o SEQ ID NO: 7.

2. Kowmnosuuus no n. 1, rae antureno k [L-33 conepxurt:

1. BapuabeNbHBIN TOMEH TSKEJIOHN IeNH, KOTOPBIN MPEICTaBIICH:

1. IOCIEIOBATEIbHOCTHE) AMHUHOKHUCIIOT, KOTOpast Ha IO MeHbIIel Mepe 95%,
90%, 85% unu 80% unentnuna SEQ ID NO: 4; nwim

il. MOCJIEI0OBATEIHbHOCTHIO AMHUHOKHCJIOT, KOANPYeMOH
MOJINHYKJIEOTUTHOM NOCIIeI0BATENbHOCTBIO, KOTOpAs Ha [0 MEHbILIEH Mepe
80% unentuuna SEQ ID NO: 11;

ii. BapuaOeNbHBIN JOMEH JIETKOH LeMH, KOTOPbIi MPeaCTaBIIeH:

1. MOCNIeNOBATEIbHOCTHIO AaMUHOKUCIIOT, KOTOpasi Ha IO MeHblel Mmepe 95%,
90%, 85% umu 80% unentnuna SEQ ID NO: 8; unin

ii. MOCJIEA0BATEIbHOCTHIO AMHUHOKHCIJIOT, KOAMPYEMOKi
MOJIUHYKJIEOTUHOM MOCIIEeI0BATEIbHOCTBIO, KOTOpasi Ha IO MeHbIlIeH Mepe
80% unentuuna SEQ ID NO: 12; nnn

iii. BapuabeTbHBIN TOMEH TSDKEJION LIeMH, YKa3aHHbIN B (a), U BapuaOe bHbIH TOMEH
JIeTKoU e, yka3aHHbIi B (b).

3. Kowmmosunus mo m. 1 wiu m. 2, roe antureno k I1L-33 mpencrasisier coboli aHTHTENO
nonkjacca IgG1.

4. Komnosunwus mo Jr0OOMy W3 MPEeNbIAYIINX MYyHKTOB, rae aHtuteno kK 1L-33 comepkut
BapradeTbHBIN TOMEH TSKEJION LeTH, COAeP KAIIUI AMUHOKHCIIOTHYIO TMTOCIeIOBATEIbHOCTD MO/
SEQ ID NO: 4, nerkyo Lemnb, ConepKallyro aMHHOKUCIOTHYO rocienoBaTeabHocTh nog SEQ ID
NO: 8, unm BapuabenpHBI JOMEH TSDKENOW ILeNH, COIep Kalluii aMHUHOKHCIIOTHYIO
nocnenosatenbHocTh oA SEQ ID NO: 4, u nerkyroo uenb, COAEpKallyld aMHUHOKHCIOTHYIO

nocaeaoaTeabHOCTh og SEQ ID NO: 8.
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5. Kommozunus mo moOoMy W3 NpeAbIAYINNX MYHKTOB, rae aHtureno K 1L-33 comepikur
TSDKENYI0 LIeTlb, COIEPIKAIIyH0 aMHHOKHCIOTHYHO mnocheaoBatenbHocTh non SEQ ID NO:9,
JIETKYIO LeMb, COAEPIKALIYI0O aMUHOKUCIOTHYI0 nocieaoBatenbHocTh nog SEQ ID NO:10, umm
TSDKEYIO LeMb, COAEPIKALIYI0 aMUHOKHUCJIOTHYIO mnocienoBarenpbHocTh nox SEQ ID NO:9, u
JIETKYIO LeMb, COAEP KAy aMIHOKUCJIOTHYIO TociienoBaTenbHocTh o SEQ ID NO:10.

6. Kommnozumust no moboMy U3 npeaplayIux MyHKTOB, rae anTureno kK IL-33 koHkypupyer
¢ 33 _640087-7B 3a cBsasbiBanue ¢ IL-33 B aHanu3e KOHKYPEHTHOrO cBsi3biBaHusA Metogom HTRF
invitro.

7. Komnozuius no Jro0oMy U3 MpeabIayLUInX MTyHKTOB, rae antuTeno kK IL-33 npucyrcrByer
B KOHIEHTpaLMU MeHee dYeM npuOmusutensHo 200 mr/mi, HeoOs3aTebHO MEHee 4YeM
npubmm3uTensHO 180 Mr/mi, HeoOs13aTeTbHO OT NMPUONIN3HTENBbHO 130 MI/MIT 10 TPHOIU3UTENBHO
170 mr/ma.

8.  Kommoszunwust no mo0oMy U3 IpeAbIAYIINX MYHKTOB, rae anTureno K IL-33 npucyrcreyer
B KoHIeHTparmu 150 mr/mi £ 10%.

9. Komnosuiuss no mo00oMy U3 NPEABIAYIINX IYHKTOB, AOMOJHHUTEIBHO COAEpIKaliast
MOBEPXHOCTHO-aKTUBHOE BEILECTBO.

10. Komnosuuuss mo m. 9, rae NOBEPXHOCTHO-aKTHBHOE BEIIECTBO IPEACTABIAECT COOOH
nojucopOar, mpu 3TOM HeOOs3aTEIbHO OBEPXHOCTHO-AaKTUBHOE BEIECTBO MPEACTABISAET COOOM
nosiucopdar 20, momucopdat 80 min uX CMecCh.

11. Komnosuust mo ymobomy u3 m. 9 unm m. 10, rae MOBEpXHOCTHO-aKTUBHOE BEIECTBO
HAXOIUTCS B KOHIEHTpauu oT npudimsurenbHo 0,005% (Bec/06.) mo npubimsurensao 0,05%
(Bec/00.).

12. Komnozunus no m. 11, cogepaxkaas 0,03% (Bec/00.) £ 0,010% (sec/06.) mOBEpXHOCTHO-
AKTHUBHOTO BEIECTBA.

13. Komnosuuuss nmo mobomy u3 mm. 10-12, rae NOBEPXHOCTHO-aKTHBHOE BEIECTBO
npezacTasisier codol noiucopodar 80.

14. Komnosuuusi mo ar000My M3 MPEAbIAYINNX IMYHKTOB, COAEp Kamiasi Mo MEHbIIEH mepe
npubnusutensHo 190 MM aprunHuHa, HeobOs3arenbHO OT mnpudmmsurensHo 190 MM no
npubnu3uTensHO 250 MM apruHuHA.

15. Komnosuus no mo0oMy U3 MpeablAyIIUX MyHKTOB, Conepskamas npuoan3uTensbHo 220
MM apruHuHa.

16. Komnosuiusi mo moOOMy M3 MpPEObIAYIIMX IYHKTOB, TA€ AaprHMHUH IPEACTaBIIEH
rugpoxyaopunom L-aprununa.

17. Komnosnuust no jgrobomy u3 mm. 1-13, conmepikamas ot npubmmsurensHo 150 MM 1o

npubnusutensHo 250 MM nu3uHa, HeoOs3aTenbHO npudausuTensHo 170 MM nu3uHa.



18. Kommosunuss mo mroOOMy U3 TNPeAbIAyLINX NYHKTOB, rne Oydep mpeacTaBieH
TUCTUAMHOM, CYKLIMHATOM WJIU alleTaToOM.

19. Komnosuuus no n. 18, rae Oydep npencrasieH rUCTUAUHOM, NPH 3TOM HeoOs3aTeIbHO
Oydep npeacrasieH L-ructuaunom/ruapoxnopuaom L-ructunusa.

20. Kommosuust mo moOOMy W3 TpenblayliuX IYHKTOB, Tae Oydep HaXOAMTCS B
KOHLEHTpauu oT npudnusurenbHo 10 MM po mpubnusurtensro 30 MM, HeoOs3aTenbHO OT
npubu3uTeNbHO 16 MM 10 mpubnusuTensHO 24 MM, Heo0s3aTeNbHO OT MpuoIM3uTeIbHO 17 MM
10 npubnusuTensHo 24 MM, Heobs3aTeapHO OT npudan3uTensHo 18 MM o npubnamusurensHo 24
MM.

21. Komnozunust no grodomy u3 m. 19 wnm 1. 20, rae Oydep HAXOOUTCS B KOHLIEHTPALIUU OT
npubmusuTensHo 19 MM no npubmusuresnsHo 21 MM, HeoOs3aTenbHO npeaycMaTtpusaercst 20 MM
+ 10% Oydepa.

22. Komnosuuusi mo gr000My M3 TPEABIAYINUX IYyHKTOB, KOTOpas TMPENCTaBisieT coOoil
KHUJIKOCTb.

23. Komnosuuus mno go00oMy W3 MpeabInyImux NyHKToB, rae pH mpencrasnser coboii pH,
COCTABIISIIOLINHA MeHee 4eM mpudnusutenpHo 6,0, mpu 3ToM HeoOsi3atenvsHO pH mpencrasisier
coboit 3mauennme or pH, cocraensromero npudmBuTensHo 5,0, mo pH, cocraBsromero
npubIu3uTeNBHO 6,0.

24. Komnosuuus no mo0oMy W3 MpeabInylux MyHKToB, rae pH npencrasnser coboii pH,
COCTABJISIFO LI TPUOU3UTENBHO 5,5,

25. Kommnosuuust no moboMy u3 mm. 22-24, XapakTepU3yILIascs CHIKEHHbIM YPOBHEM
BA3KOCTU IO CPaBHEHUIO C YPOBHEM BA3KOCTH, UMEKOLIUM MecTO ajsa aHturena k IL-33 B
koMmrosummy, copepxkamieit 20 MM ructuauna, 80 MM aprununa, 120 MM caxapossl, 0,02%
(68ec/06.) monucopbara 80 mpu pH 6,0 u Oonee HM3KYHO KOHLEHTpauuioo aHTthrena Kk 1L-33,
Hanpumep, S0 Mr/m.

26. Komnosuuus no rodomy u3 . 22-25, rae BA3KOCTh COCTaBISIET OT MPUOJIH3UTEIBHO 5
cIl no npubnuzurensHo 20 cll, Heobs3aTenpHO MeHee yeM npubausuTenbHo 10 cll, kak Hampumep
npubmm3uTensHo 9 cll.

27. Komno3uuus mo JrodoMy u3 . 22-26, XapakTepU3yIOIIasacs TeM, 4To antuteno k 1L-33
XapaKTePU3yeTCsl CHIDKEHHBIM YPOBHEM 0OpaTHMOI CaMOaCcCOLUALINH 110 CPABHEHHUIO C YPOBHEM
oOparumoii camoaccounanuu anrurena k 1L-33 B komnozummu, conepskarieit 20 MM rucTUanHa,
80 MM aprunuHa, 120 MM caxapossl, 0,02% (6ec/06.) nomucopbara 80 nmpu pH 6,0 u Gonee

HU3KYIO KOHIeHTpauuio anrtutena k IL-33, nHanpumep, 50 mr/mi.
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28. Komnosuuus 1o mo0oMy U3 MPeabIayLINX MyHKTOB, MIPEAYCMAaTPUBAIOINAs BBIPAKEHHOE
B BECOBBIX % copepskaHue MOHOMEPHOI (OpMBI, COCTaBIsAIOLIee OT mpudbnusnuTensHo 35% no
npubnuzuTensHo 50%.

29. Komnosuuus no modoMy U3 MpeaplAyIIuX IyHKTOB, I7le MEHee YeM MpUOIn3uTensHo 5%,
HeoOs3aTeIbHO MeHee YeM MPUOIU3UTENbHO 2%, KOJIMYEeCTBAa aHTUTENIa IOABEPraeTcs arperauun
IO MPOIIECTBUHU OT NPUOIM3UTENBHO 12 MecsLeB 10 NpuOIU3UTEIbHO 18 MecsLeB XpaHeHUs IpH
temneparype ot npubamsurenbHo 2°C no npubnusurensHo 8°C, Kak M3MEPEHO MOCPEINCTBOM
3KCKIII03UOHHOM xpomarorpaduu (SEC).

30. Komnosunusi, coaepsxamasi:

i. 33 640087-7B B koHueHTpammu oOT npudmmurenbHo 130 mr/mn 1o
npubmusutensHo 170 wmr/mun, mpubmmsurensHo 0,03% (Bec/06.) + 0,015%
noyucopbara 80, mpubnmsurensHo 220 MM apruHUHA B OT MPHOIU3HTENBHO 16 10
npubm3uTensHo 24 MM ructunuHoBoro Oydepa, rae pH npencrasisier codoit pH
5,5+0,5;

ii. 33 640087-7B B koHueHTpauuu oOT npudbmmurenssro 130 wmr/ma  mo
npubmusutensHo 170 wmr/mn, mpubmmsurensHo 0,02% (Bec/o6.) = 0,015%
nosucopbara 80, mpubmmsutensuo 170 MM m3uHa U OT PUOTIM3UTENBHO 16 110
npudm3uTensHo 24 MM ructunuHosoro Oydepa, rae pH npencrasisier codoit pH
5,5+0,5;

iii. 33 _640087-7B B koHueHTpamuu OT npudbmusurenbHo 130 wmr/ma 1o
npubnusutensHo 170 wmr/mn, mpubnusutensHo 0,02% (Bec/06.) = 0,015%
noyucopbara 80, mpubiusurensHo 190 MM apruHuHa ¥ OT MPHOIU3UTENBHO 16 10
npubm3uTensHo 24 MM ructunuHoBoro Oydepa, rae pH npencrasisier codoit pH
5,5+0,5.

31. Komnozurus o n. 30, coxgepxkamasi 33 640087-7B B KOHLEHTpalUy MPHOIH3HTEIBHO
150 mr/mu.

32. Kommosunus no grodomy u3 m. 30 wiu 1. 31, comepskamast oT npudbnusurespHo 18 MM 1o
npubmusuTensHo 22 MM ructuanHOBOro Oydepa, Heobs3arenpHO mpudbausuTensHo 20 MM
THCTUANHOBOTO Oydepa.

33. Kommnosunus no mrobomy u3 . 30-32, KoTopasi mpeAcTaBsieT COOOM KUAKOCTb.

34. T'oToBOE W3zeNHe, comepkamee KOMIIO3ULUIO IO JIOOOMY M3 MPEOBIAYIINX MYHKTOB,
HeoOsi3aTenpHO coxepikamee oT 0,5 M1 no mpuOau3uTeNnbHO 5 M (Hampumep, oT 1 M 1o

NPUOIU3UTENBHO 3 MJT) KOMITO3ULUH.



35. @nakoH, coxepKallUi KOMMO3MLMIO 1o Jobomy wu3 mm. 1-33, Heobs3aTenpHO
comepkammii or npudsuuTenpbHo 0,5 mMi 10 npubnusutenbHO S M (Hampumep, oT 1 Mt 1o
NPUOIU3UTENBHO 3 MJT) KOMITO3ULUH.

36. Cnoco6 neuenust IL-33-omocpenoBaHHOrO HapylIeHUs y CyObEKTa, BKJIHOYAIOLIHIL
BBEJIEHHE CYOBEKTY TepaneBTHYeCKH 3(P(PEKTHBHOTO KOJIMYECTBA KOMIIO3MLIUH IO JIOOOMY H3
nn. 1-33.

37. Cnocob mno m. 36, rae IL-33-onocpenoBaHHOE HapylleHUE MPEACTaBisieT cOOO acTMy,
aTOMUYECKUH JEePMATUT WIM HapyLIeHHe, MNPEICTaBJIEHHOEe XPOHUYECKOH OOCTPYKTHBHOM
OO0JIE3HBIO JIETKUX, WK THA0ETHYECKYIO OOJIE3Hb MOYEK.

38. Cnocob nosyueHus: CTaOMIBHOM JKUAKONW KOMITO3HMLIUH, XaPAKTEPHU3YIOLIEHCs BI3KOCTBIO
MeHee ueM npuommsurenbHo 10 cll u conepaxameit anturteno k IL-33 B koHIeHTpauuu Oosee uem
npubmusutensHo 100 mr/mu, mo MeHblnedi mepe npubnusutensHo 170 MM apruHuHa WM
npubmmsuTensHo 150 MM M3HHA, TOBEPXHOCTHO-AKTHBHOE BEINECTBO U Oy(dep, BKIFOYAIOIIHIA
CTaINH:

1. oOpenuHEHHs B paCTBOPE aHTHUTENA, apruHUHA U Oydepa ¢ monyueHueM pacTBopa,
coxepaxamero antuteno k 1L-33 B koHueHTpaunu ot npudmmsnutensHo 100 mr/mo
no npubmmsurensHo 200 mr/mi, Mo MeHsblned Mepe nmpudnmsurensHo 170 MM
apruHUHA WM npuoamsuTeabHo 150 MM nusuna u Oydep; u

ii. nmo0aBieHUs] MOBEPXHOCTHO-aKTUBHOIO BEIIECTBA B PACTBOP C IOCTHXKEHUEM
KOHEYHON KOHIIEHTPALUH IMOBEPXHOCTHO-aKTHBHOTO BEINECTBA, COCTABIIAIOIIEH
npudmmsuTensHo 0,03% (Bec/06.) + 0,015% (sec/00.).

39. Cnocob no 1. 38, rae crabuibHast )KUAKAs KOMIIO3ULMS COAEPKUT Mpubam3uTensHo 220
MM apruHUHA, PU STOM HeOOsI3aTeIbHO ApTHHUH MPENCTaBIIeH TUAPOXJIOPUIOM L-apriHuHa.

40. Cnocob no . 38 wim 1. 39, rae NOBEPXHOCTHO-aKTHBHOE BEIECTBO MPEACTABIAET COOOH
noymcopbar 80, u Oydep mosy4eH Ha OCHOBE TMCTHIMHA.

41. Crnocod mo mobomy w3 mm. 38-40, mpu 3TOM crocod obecrednBaeT TMOJyYeHHE
CTa0MJIBHOTO  JKMIKOTO COCTaBa, Xapakrtepusywomerocss pH or pH, cocrasmsromero
npuOIMBUTENIbHO 5, 1m0 pH, cocraBnsiomero npubIM3UTeNbHO 6, HeoOs3atenbHO pH,
COCTABJISIFO LM MPUOJIU3UTETBHO 5,5,

42. Cnocob mo modomy u3 . 38-41, roe antureno k IL-33 onpeneneno B modom u3 . 1-5.

43. Cnocob no mobomy u3 . 38-42, rae BeipakeHHbIH B cll mokasarens namepstot npu 23°C.
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3HaveHusi ckopocTH arperauuu npu 2-8°C
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3Ha4yeHusi ckopocTH arperauuu npu 25°C
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3HayeHus ckopoctH arperaunu npu 40°C
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