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COCTAB TEPAITEBTHYECKOI'O AHTHUTEJIA

Hacrosimmee n3zobpeTeHne OTHOCHUTCS K 00JAacTH MeIUIMHBIL bojiee KOHKPETHO,
HacTosillee HM300peTeHHe OTHOCUTCS K BOOHBIM  (DapMalleBTUYECKUM COCTaBaM,
COZIEPIKALINM TEPAIeBTUYECKIE aHTUTENA, KOTOPbIE MOAXOMAT s MOAKOKHOTO («I1K»),

BHYTpUMbILIedHoro («BM») n/unu unrpanepuroneansHoro («MII») BBeneHus.

Beenenne tepaneruueckux anruten IIK, UIT w/unu BM cnocobamu mupoko
pacIpoCTpaHEHO U SABISETCS INPEANOYTUTENbHBIM. Y Ka3aHHbIE CHOCOOBI BBEIEHUS
o0ecreunBaroT TOCTaBKy TEPANeBTHUECKOrO aHTUTENA 33 KOPOTKUI NEepuoj BPEMEHU U
MO3BOJIAIOT MALUEHTaM CaMOCTOATENbHO BBOJAUTH TEPANEeBTUYECKUE AaHTUTENA, HE
nocemass MEIULMHCKUX pPabOTHUKOB. TeM He MeHee, BKIIIOYEHHE TepareBTHYECKIX
aHTHUTEN B BOAHBIE (hapMareBTHUeCKue cocTaBbl, noaxomsume mist [IK, BM w/umu U1
BBEJICHHs, SIBJSIETCSl 3aTPYAHUTENBHBIM M HE MOXET OBbITb B JOJDKHOH CTENeHH
NpOKOHTpoIupoBaHo. Kpome Toro, mpu ykasaHHbIX Crocobax BBENEHUS OTMEYaeTcs
HeskeJiaTeNbHask O0Jb, CBSI3aHHASI C MHBEKLUEH, Jaske TIOCIe YaIeHHUs UIJIbl IITPHULA, YTO

MOXET MPENIATCTBOBATH CO6.HIOL[CHI/IIO MalUECHTOM PECXKHUMaA TCPAITUN.

CJ0XHOCTP M HEBO3MOJKHOCTb HAJUIEXKAINEr0 KOHTPOJMPOBAHUS BKIIOUYSHHS
TEpareBTHUECKUX aHTUTEN B BOAHBIE (DapMaLieBTHUECKHE COCTaBbl, noxxozsimue st [1K,
BM w/unun UI1 BBeneHwus, CBsA3aHbI, OTYACTH, C TeM, 4TO (DapMaleBTUYECKHI COCTaB
IOJDKEH o0NajmaTh MHOXKECTBOM PAa3HBIX CBOWCTB, YTOOBI OBITh TEPaNeBTHYECKU
npuroaHbIM. BoHble (hapManieBTHUECKHEe COCTaBbI IOJKHBI O0ECIIeYHBATh CTAOMIBHOCTD
TEPANeBTHUECKOTO AHTHTEJIa B PACTBOPE U TPU STOM COXPAHATh (PYHKLIHMOHAIBbHBIC
XAPaKTEPUCTUKH  TEPANeBTUYECKOTO AaHTUTENA, HEOOXOOUMbIE ISl JOCTIDKEHHS
TepaneBTHUeCKOH 3¢ (PeKkTUBHOCTH, Takue Kak ad(UHHOCTD, CEIEKTHBHOCTb H aKTUBHOCTD
B OTHOIIEHNH MuIIeHH. KpoMe Toro, BOAHbIN (papMarieBTUIECKHA COCTAB TAK)KE TOJDKEH
ObITh O€30TMacHBIM NP BBEACHUU NMAIMEHTaM U XOPOIIO MMH MEPEHOCUTHCS, a TAKKE

AOJIKEH TOAXOAUTD IJIA TTOJYUCHUA U XPAHCHUA.

HonyquI/Ie COCTaBOB C BBICOKMMH KOHLCHTpPALHUAMHU TCPANCBTUYCCKHUX AHTUTECII
ABJIACTCA CIIC 0oJiee  CII0KHBIM. Haan/IMep, B BOJHBIX COCTaBax C BBICOKOI

KOHHeHTpaHHeﬁ TEPANICBTUYCCKUX AHTUTEI OTMEYANIMChb TMOBBIIICHHAA CKOPOCTDH
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pa3pyLueHws], paciieruieHus], pparMeHTaluy aHTUTENa, 00pa30BaHUE arperaToB ¢ BBICOKOH
MOJIEKYJIAPHON MAacCOH, AUMEpHU3aLMsi, TPUMEepHU3aLus, OCaXXIeHUe Npu u3MeHeHuu pH,
MYTHOCTb, U3MEHEHHE OKPACKU PacTBOPA, U3MEHEHUs 3apsia, H30MEPHU3aLs, OKUCICHHE
W/WIM IeaMUHUPOBaHUe (BCE M3 KOTOPBIX BIHSIIOT HA KOHIIEHTPALUIO, (PYHKIIHOHAIBHOCTD
U 3(G(EeKTUBHOCTD TEPaNEeBTUYECKOro aHTHTeNa). [Ipyroil m3BecTHOH mpobnemol mpu
MOJIyYE€HUHU COCTABOB C BBICOKMMU KOHLIEHTPALUAMHU TE€PANEBTUYECKUX aHTUTEI SIBJISETCS
MOBBIIIEHHE BSA3KOCTH, KOTOPOE MOXKET OTpULaTeNbHO cka3piBaThest Ha ITK, BM u/mnu UI1
BBEIEHUU BOAHOTrO (papmarieBTudeckoro cocrasa. Kpome Toro, umeroTcst coodIeHus o

6OJ'II/I, CBSI3aHHOM C I/IH”beKLIHeﬁ COCTAaBOB, UMCHOIIUX MOBBIIICHHYIO BA3KOCTD.

Kpome Toro, B HEKOTOPBIX T€PANEBTUYECKHUX AHTUTEJIAX, TAKUX KaK UKCEKU3ymao,
pacmipeneneHue 3apsga TMPUBOJUT K  BBICOKOMY YPOBHEO — MEKMOJIEKYJISIPHBIX
B3aUMOJICHCTBHI (HAampUMep, YTO MOXKET ObITh TMOKa3aHO CHOCOOOM TUHAMUYECKOTO
cBeTOpaccesiHust), pasaeneHus a3, oOpa3oBaHuUs Tejisl U OCAKIEHUs], B Pe3yJIbTaTe Uero
KpaifHe CIOKHO noOuThCsi OajlaHca pacTBOPUMOCTH MOJIEKYJIbI B BOJHOM pacTBOpE, B
YaCTHOCTH, TPH BBICOKMX KOHLEHTpaUMsX. PacrmpeneneHue 3apsiga B YKa3aHHBIX
AHTHTENIaX TAK)KE MOKET MPOSIBIISITHCS B TOM, YTO OHM UMEIOT U303JIEKTPHUECKYIO TOUKY,
HEe JOMyCKAaroUIylH MOJy4YeHue cocTaBa mnpu HewrpanpHoM pH. Hanmpumep, HexoTOpble
TepareBTHUECKHUE aHTHUTENA 00J1aat0T TAKOH MOJSPHOCTHIO, MITH JTUTIOJBHBIM MOMEHTOM,
YTO OHM SIBJISIFOTCS] CTAaOMJIBHBIME B BOIHBIX COCTaBaX B Mpeesiax y3Koro HEHEUTPaaIbHOrO
nuana3ona pH. Ilpu 3ToM uMeroTcst cooOIeHust 0 00K, CBI3aHHOW ¢ UHBEKIUEH KUCITBIX
(Hampumep, < pH 6,5) papmaneBTHYeCKUX COCTABOB TEPANEBTUYECKUX AHTUTEN. Takum
0o0pa3oM, yKa3aHHbIE TEPaleBTHUECKHUE AHTUTENA, TaKhe KaK HKCEKH3ymMald, KOTOpBIE
UMEIOT U303JIeKTpU4eckyro Touky 8,1 (u TpeOyroT moaydeHus cocraBa ¢ KucibiM pH),
CO3MAIOT JOTIOJHUTEIbHBIE HE IMOMNAIOIIUECS] KOHTPOJIO CIOKHOCTH MU TOJYYEHUU
cocraBa ¢ coOoIeHneM OajlaHCca MEeKAY CTa0MIIBHOCTBIO TePANleBTHUECKOrO aHTUTENA U
(YHKIIMOHAJIbHBIMH CBONCTBAMH, HEOOXOIUMBIMH JUTSI TOCTHKEHUSI 3P PEeKTUBHOCTH, a

TAKKE NMEPECHOCUMOCTU NMALIUCHTAMU.

Hkceknszymab mpeactaBisieT coOOUM BBICOKOCTENM(PHUECKOe aHTATOHUCTUYECKOE
antureno k IL17A, kak onucano, Hanpumep, B narente CIITA Ne7838638. Kommepuecku
peanusyemelii mox Toprosoii Mapkoii TALTZ®, wukcekmsyma® BBOIST IOIKOXKHO

NalMeHTaM B BUJAE€  BBICOKOKOHLIEHTpUpOBaHHOro  (mpumepHo 80  mr/mu)
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bapMareBTHUECKOr0 cocTaBa, nMmeromero kucielii pH (mpumepno 5,7). Kommepueckuii
(dapmaneBTHYECKUN COCTaB HKCeKM3yMaba, TakoiW kak ommcano B mareHte CIIIA
Ne9376491, Takxke BKIIOYAET BBICOKME KOHIEHTPALMU LHUTPATHOro Oydepa (mpumepHO
20 MM) u NaCl (mpumepro 200 mM). Tem He MeHee, (papMaleBTHYECKHE COCTABHI,
umerote kucibli pH u Beicokme koHueHtpauuun NaCl w/mmu uurpatHoro Oydepa,
CBSI3bIBAIOT C OOJIbIO B MECT€ MHBEKIMH, U MAIMEHThl COOOMAI0T O OONHM, CBSI3aHHOH C
UHBEKLMEH, TOCie  BBENEHHs  KOMMEPUYECKOro  (papMalieBTUYeCKOro  CocTaBa

UKCeKH3ymaba.

bonb, cBs3aHHas ¢ UWHBEKIMEH BOAHBIX (PapMaLIEBTHUECKUX COCTABOB,
COIepIKAIUX TEPANEBTUYECKUE AHTUTENA, SIBJISIETCS CII0KHONW MHOTOIPaHHOMN MPOOIeMOi.
Hanpumep, kaxnplii OTAENbHBII KOMIOHEHT BOJHOTO (hapMaLieBTHYECKOTO COCTaBA, 1/ MM
€ro KOHLIEHTPAaLMsl, OTHOCUTEIBbHOE COAEP>KaHUE M XapAaKTEPUCTHKA, MOXKET BJIMSTH HA
Ooub, CBSA3aHHYIO C MHBEKLIHEH TeparneBTHYECKOro CPeACTBA. AHAJOTMYHO, OTAEIbHBIE
KOMITOHEHTSH!I (M/MJIM MX KOHLEHTPALIMH, OTHOCUTENIbHBIE COAEPIKAHMS U XapaKTEPUCTHKH)
MOT'YT BJIMSITH HAa CTA0MJIBHOCTb, ()YHKLIMOHAJIBHBIE XapaKTEPUCTUKHU, TEXHOJIOTHYECKHEe
XapPaKTEPUCTUKU W/WIN MEPEHOCUMOCTb TEPANeBTUYECKOr0 aHTHUTENA, BKIOYEHHOTO B
BOIHBIN (papManieBTHYeCKUi cocTaB. Takum 0Opa3oM, HECMOTPSI Ha TO, YTO KOHKPETHOE
U3MEHEHHEe COCTaBa MOXKET OJIATONPHUSATHO BO3ACHWCTBOBATH HAa JAHHBINA aCIEKT COCTaBa,
5TO K€ U3MEHEHHE MOXKET OTPULATEIbHO BJIMATH HA JPyrue acnekTsl cocrasa. Eie
O0JbIIEe YCIOKHIET CUTYAIHIO TO, YTO OMHCAHO MPAKTUYECKH HEOTPAHHUEHHOE YHUCIIO
pa3HBIX KOMIIOHEHTOB cOCTaBa (Hampumep, Oy(hepoB M BCIIOMOTaTENIbHBIX BEINECTB), a
TaK)K€ MX KOHLIEHTpaUud W OTHOLIEHUW. TeM He MeHee, B3aUMOCBS3H, MO3BOJISIOLINE
IpeCKa3blBaTh BIMSHHE KOHKPETHOIO COCTaBa Ha pa3Hble CBOMCTBA U XapaKTEPUCTUKU

AAHHOT'O TEPANEBTHYCCKOTI'O aHTUTE]IA, (1)aKTI/ILIeCKI/I HE YCTAHOBJICHBI.

CoOTBETCTBEHHO, UMEETCsI MMOTPEOHOCTh B BOJHOM (hapMALIEBTHUECKOM COCTaBe
TepaneBTrueckux anturten, nomxonsmem s [TK, BM w/unmu UIT BBeneHusi, KOTOPBIA
XOPOIIO MEPEHOCUTCSI TALIMEHTAMH U XapaKTePU3yeTC sl TePANIeBTHUECKH OJIarOMPUSTHBIM
ypoBHeM OoOIu, CBSI3aHHOW C MHBEKIUeH. bojee KOHKpPETHO, mMeeTcsi MOTpeOHOCTh B
YKa3aHHOM BOJHOM  (papMameBTHYECKOM COCTaBe C BBICOKOW KOHIICHTpAIUe
TePANeBTHUECKUX AHTHUTEN, O0JaNar0INX M303JIEKTPHIECKON TOYKOW, HE JOMYCKAIOIIeH

HelrpanbHbi pH pacTBopa, 1utst uero TpedyeTcst BOgHbIN cocTas ¢ kuciabiM pH. Emne Oonee
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KOHKPETHO, UIMEETCsI MOTPEOHOCTh B BOJHOM (hapMalieBTHUECKOM COCTaBe UKCeKn3yMaoa,
nogxomsameMm st 11K, BM w/mnmu UII BBenmeHHs, KOTOPBIM XOPOLIO IEPEHOCHUTCS
NAalMEeHTaMH, XapaKTePU3yeTCsl TOHMKEHHBIM YPOBHEM OO0JIH, CBI3aHHON C MHbEKLINEH, TI0
CPAaBHEHHMIO C KOMMEPUYECKUM (papMalleBTHYECKUM COCTaBOM HKCEKH3ymala (TakuM Kak
ormmcano B mareHTe CIIIA Ne9376491). Yka3zaHHbIi BOOHBIN (hapMalleBTHYECKUN COCTaB
JOJDKEH TakXKe OOecreunBaTh CTaOMIIBHOCTb TEPAIEBTUYECKOIO aHTHTENA M COXPAHATH
CBOMCTBA TEPANIEBTUYECKOTO AaHTUTENA, HEOOXOIUMBIE JIJIsI AOCTHIKEHHS TEPATIeBTUYECKOMH
s¢pexTuBHOCTH. YKa3aHHbIE BOJHbIE (papMalleBTUYECKHE COCTABbI TAKXKE AOJUKHBI ObITh

MPUTOAHBI AJIA MOJIYYCHUs, NPEATIOUYTHUTCIIBHO UMETDH JUTUTEJIbHBIN CPOK XpaHCHUA.

BonHble apmarieBTHYEeCKHE COCTABbI, MPEIIOKEHHBIE B HACTOSIIEM JJOKYMEHTE,
YIOBIIETBOPSIFOT ~ BBIIIEYKA3aHHbIE TOTPEOHOCTH YIMBUTEIbHBIM U HEOKUJAHHBIM
obpasom. bosiee KOHKpeTHO, BOAHBIE (papMaLEBTHYECKHE COCTaBBI, NMPEIUIOKEHHbIE B
HACTOSIIEM JIOKYMEHTe, MpPEACTaBISIOT coOol He copepxaumme Oydep BoxHbIe
dapmaneBTiueckue cocrtaBbl, noxxoxsmue s [IK, BM w/unm HWIl BBenenus
UKCEKN3yMada B BBICOKMX KOHLIEHTPALHSIX, KOTOPBIE TAKKE COXPAHSIOT (yHKIIMOHAJIbHBIE
XapaKTePUCTHKH HKCeKn3ymaba, HEOOXOAMMble Uil JOCTHXKEHHUS] TepareBTUYECKOM
s¢pexTuBHOoCcTH. KpOomMe TOro, BomHbIe (hapMalieBTHYECKHE COCTABbBI, MPEIJIOKEHHbIE B
HACTOSIIIIEM JOKYMEHTE, XOpOLIO [MEPEHOCSTCS TMalUeHTAMH, XapaKTepU3YIHOTCs
MOHIKEHHBIM YPOBHEM OOJTH, CBSI3aHHOM C MHBEKIHEH, 110 CPABHEHUIO C KOMMEPYECKUM
(papMaLleBTHYECKMM COCTaBOM HKCeku3ymMaba U 00eCrne4YrBarOT TeparneBTUYECKU

NPEANOYTUTENIbHBIA YPOBEHB O0JIH, CBI3aHHOHN ¢ MHBEKLIUEH.

CoOTBETCTBEHHO, B HACTOSIIIEM N300PETEHUH TMPENJIOKEH He conepskamuii oydep
BonHBIH (papmanetuuecknii coctaB musa [IK, BM wnmm HWII BBemneHHs BBICOKOH
KOHLIGHTPALlUX  TEPANEeBTHYECKOTO  aHTUTENAa  MALUEHTy,  XapaKTePU3YIOLIUNUCS
TEeparieBTHUECKH TMPEANOYTUTEIbHBIM YPOBHEM OOJIM, CBSI3AHHOH C HWHBEKLUEH,
COJZIEp KAINI TepareBTUYECKOe aHTUTENIO B KOHLEHTparuu Oonee 50 mr/mu, 60 mr/mu,
70 mr/mn, 80 wmr/mun, 90 mr/mm, 100 mr/mn, 110 mr/mn wim 120 mr/mut; caxaposy B
koHIeHTpanuu 234 MM +/- 10%; 1 OBEpXHOCTHO-aKTUBHOE BELIECTBO B KOHLIEHTPALINU
ot 0,005% (macc./00.) +/- 10% no 0,05% (macc./00.) +/- 10%, roe dapmaneBTHYECKUN
COCTaB MpeacTaBisieT codoi BoaHbIN pacTBop ¢ pH ot 5,2 10 6,5. CorinacHO KOHKPETHBIM

BApHAHTAM peaiM3aluil IIOBEPXHOCTHO-aKTUBHOE BELIECTBO MPEACTABIseT COOOH
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nojucopbar 20 wnm mommcopOar 80. B JONMOMHHUTENBHBIX KOHKPETHBIX BapUaHTax
peanu3alnyu TTOBEPXHOCTHO-aKTUBHOE BELIECTBO MpeacTaBiisieT coboi mosmcopdar 80.
CornacHo HEKOTOpPHIM BapHaHTaM pealu3alud He coxepkamuil Oydep BOAHBIN
dapMaleBTHYECKUIT COCTAaB MO CYLIECTBY HE COAEPKUT HOHHOE BCIIOMOTaTelbHOE
BELIECTBO, PEryJUpyrollee TOHUYHOCTb. B HEKOTOpPBIX BapuaHTax pealnu3aluu
(apMaleBTHYECKUI COCTaB IO CYINECTBY HE COIEPIKUT BCIIOMOTATENbHbIE BEIIECTBA HA
OCHOBE L-aMMHOKMCIIOT. B NOMOTHUTENBHBIX BapUAHTaX peaju3aliy aHTUTEIO UMEET
U303JIEKTPUYECKYIO TOUKY, HE JOMYyCKarLyr HeHTpaubHbiil pH pacTBopa. B HEKOTOpBIX
13 YKa3aHHBIX BAPUAHTOB Pean3allui aHTUTEJIO UMEET U303JIEKTPUIECKYIO TOUKY > 7,5, u
B JIPYIHX AOINOJHUTENbHBIX BAPUAHTAX PEAN3alUi aHTUTEIO UMEET U303JIEKTPUUECKYIO
Touky > 8,0. B MONONHUTENBHBIX KOHKPETHBIX BApUAHTaX peaJU3alMd BOIHBIX
(apMaLeBTHYECKUX  COCTABOB,  NPEMJIOKEHHBIX B HACTOSIIEM  JOKYMEHTE,
TepaneBTUUECKOe AaHTHUTENO MpeacTaBiser cobol antureno k IL-17A, conmepxkarnee
LCVR, umeromyo amuHOKUCIOTHYIO mnocnenoBarenbHocts SEQ ID NO.7, u HCVR,
UMEIOLIYI0 aMUHOKHUCJIOTHYIO nocienosarenbHocTh SEQ ID NO.8. B nomonHuTeNnbHBIX
KOHKPETHBIX BapuaHTax peanmsanuu antuteno Kk IL17A conmepxut nerkywo uens (LC),
UMEIOIYI0 aMHHOKHUCIIOTHYIO niocienoBareabHocTh SEQ ID NO.9, u tsoxenyto nens (HC),
UMEIOIIYI0 aMUHOKHUCIOTHYO nocienoBarenbHocTh SEQ ID NO.10. CornacHo BapuaHTam
peanu3ai HACTOALIETO M300peTeHHs MPEAJIOKeH BOIHBIN (hapMaleBTHUECKUN COCTaB
COTJIACHO HACTOSIIEMY H300pETEeHH IO, IT1e BOAHBIN (hapmaueBTHUecKuii cocta nocie [1K,
UIT w/unu BM BBeneHus manueHTy 00JaaeT MOHMKEHHBIM PUCKOM W/HITH 00€CTIeYBAET

TEpareBTHYECKU NPEANOYTUTENIbHBIN YPOBEHb OOJH, CBA3aHHOW C HHBEKIUEH.

CornacHO KOHKPETHBIM BAapUAHTAM pEANM3aALUN HACTOSIIEro H300peTeHus
NpeUIoKeH He conepskamuii Oydep BomHbIN (hapMalieBTHIeCKHi cocTaB anturena k IL7A.
B HekoTophIX BapuaHTax peanu3anuu antTureso kK IL7A conepsxut BapuabenpHyro 00acTb
nerkori wernu (LCVR), conmepskainyro Onpenensiomuye KOMIUIEMEHTAPHOCTh Y4YaCTKU
(CDR) LCDRI1, LCDR2 u LCDR3, u BapuabenpHyro obnacts Tsokenon nenu (HCVR),
conepxkamyo CDR HCDR1, HCDR2 u HCDR3, rne LCDR1 nmeer aMUHOKHUCIIOTHYIO
nociaenosatenbHocte SEQ  ID NO.1, LCDR2 wumeer aMHHOKHUCIOTHYIO
nocnenosarenbHocte  SEQ ID NO.2, LCDR3  wumeer  aMHHOKHUCIOTHYIO

nociaeposarenbHocte SEQ  ID NO.3, HCDR1 umeer aMHHOKHUCIOTHYIO
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nociaeposarenbHocte SEQ  ID NO.4, HCDR2 wumMeer aMHHOKHUCIOTHYIO
nocnenosatenpHocTe  SEQ ID NO.SS, uw HCDR3 wumeer aMHUHOKHCIOTHYIO
nocnenosatenbHocTe SEQ ID NO.6. CornacHO yka3aHHBIM BapuaHTaM peaiu3aliu
BOJHBIN (papMalieBTUYECKUI COCTaB MPENCTaBIsAeT cOO0M BOxHbIH pacTBop ¢ pH ot 5,2 no
6,5 u copmepxut antureno k IL17A B xoHuentpanum Oomee 60 mr/mm +/- 10%,
70 mr/mn +/- 10%, 80 mr/mi +/- 10%, 88 mr/mi +/- 10%, 100 mr/mn +/- 10%,
120 mr/ma +/- 10% wunmu 160 mr/m +/- 10%; caxaposy B koHUeHTpauuu 234 MM +/- 10%;
U IOBEPXHOCTHO-aKTHBHOE BelecTBO B KoHLeHTpauu ot 0,005 +/- 10% no 0,05 +/- 10%
(% (macc./00.). CoracHO HEKOTOPBIM BapHaHTaAM peaju3aluu He conepskaumii Oydep
BOJIHBIN (papMalieBTUYECKHI COCTAB IO CYIIECTBY HE COIEP’KUT MOHHOE BCIIOMOTaTeIbHOEe
BEIECTBO, pEryJHpYIOIlee TOHHYHOCTb. B HEKOTOPBIX BapuUaHTaX peaTu3aluu
(papmaLieBTHYECKHU COCTaB IO CYIIECTBY HE COAEPIKUT BCIIOMOTATENbHbIC BEINECTBA HA
OCHOBe L-aMHHOKHCIIOT. B HEKOTOPBIX BapuaHTax peanu3alii MOBEPXHOCTHO-AaKTUBHOE
BEILIECTBO NpeAcTaBsieT co0oi oxHOo u3 nonucopbara 20 wiu 80. B Gonee KOHKpETHBIX
BAPUAHTAX peajM3allii IOBEPXHOCTHO-AaKTUBHOE BEIIECTBO IPECTABISsIET COOOH
nojucopbar 80. B eme Oonee KOHKpPETHBIX BapuaHTax peanu3anuu nonucopoar 80
npucyTcTByeT B KoHueHTpaumu 0,03% (macc./06.) +/- 10%. CornacHO yka3aHHBIM
BapHAHTAM pealu3alui He coiepskamuid Oydep BomHbIA (papMaleBTHYECKHI COCTaB
noaxoaut aist [1K, UIT w/mnu BM BBeneHus: MaLMEHTY U XapaKTePHU3YETCs TTOHKEHHBIM
ypoBHeM OOJiM, CBSI3AHHOW C HMHBEKLUEH, 10 CPaBHEHHID C KOMMEPYECKUM
(dbapMaleBTHYECKUM COCTABOM HWKCeku3ymada w/uiam 00ecreYrBaeT TeparneBTHYECKU

NPEANOYTUTENIbHBIA YPOBEHB O0JIH, CBSI3aHHOM ¢ MHBEKLIUEH.

B KOHKpETHBIX BapuaHTaX peajH3alMyd BOAHBIE (PapMalleBTUYECKHE COCTAaBBI,
NPEJIOKEHHbIE B HACTOALIEM IOKYMEHTE, COAEpIKaT AaHTHUTENIO B KOHLEHTPAaLHUU
npumepro 80 mr/ma (Hanpumep, +/- 10%); caxapo3y B KOHLEHTpauu nIpumMepHo 234 MM
(marmpumep, +/- 10%); u nomucopbar 80 B koHUEeHTpauuu npumepHo 0,03% (macc./00.)
(marmpumep, +/- 10%), u papManeBTHYECKHI COCTaB MO CYIIECTBY HE CONEPIKUT HOHHOE
BCIIOMOTaTENIbHOE BEIIECTBO, PETyJIHPYIOIlee TOHHYHOCTD, 10 CYLIECTBY HE COIEPKUT
BCIIOMOTIaTe/IbHbIE BELIECTBA HAa OCHOBE L-amuHokucnor u umeer pH npumepno 5,7
(marmpumep, +/- 10%), u anTHTeNO Npeacrasisier codoit antuteno k IL17A, coneprkaiee

LCVR, umeromyro aMuHOKHCIOTHYIO mnocienoBaTenbHOCTh SEQ ID NO.7, u HCVR,
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MMEIOIIYI0 aMUHOKHUCIOTHYO nocienosatenbHocTh SEQ ID NO.8. B nonoaHUTENbHBIX U3
yYKa3aHHbIX BapHaHTOB peanu3anuu aHtuteno k IL17A comepKuT TsKeNylo Lenb,
UMEIOIYI0 aMUHOKUCTIOTHYIO TocnenoaTenbHOCT SEQ ID NO. 10, u nerkyro uemnb,
MMEIOIIYI0 aMUHOKHUCIOTHYIO nocienosaresbHOCTh SEQ ID NO. 9. CornacHo yka3aHHBIM
BapHaHTaM pean3alii BOIHbIN (apmaneTrueckuii coctas moaxoaut st [TK, WIT w/unum
BM BBeneHust manueHTy M XapaKTepU3yeTcs MOHMKEHHBIM YPOBHEM OOJH, CBS3aHHOM C
WHBEKIMEeH, 10 CPAaBHEHHUIO C KOMMepYeCKUM (hapMaleBTHUYECKHUM  COCTaBOM
UKCeKn3yMada u/mian o0ecreunBaeT TePaneBTHUECKH MPEAOUTHTENIbHBIN YPOBEHb O0IH,

CBSI3AHHOU C UHBEKLIUEN.

B nononHuTENBHBIX BapMaHTaX pPeANU3aLUU MPEAJIOKEHA CUCTeMA MOJAKOXKHOU
AOCTABKH BOIHOTO (papMaLieBTUYECKOrO COCTaBa MALMEHTY, HYKAAIOMEMYCs B JICUEHHH.
VYka3zaHHasi CHCTEMA BKJIIOYAET YCTPOMCTBO, COMEprKallee KaMepy, MPUBOAHON MEXAHU3M,
(PYHKIIMOHAJIPHO COEOMHEHHBI C KaMepoW, M WIJy, NpUYeM Kamepa BBIIOJHEHAa C
BO3MOJKHOCTBIO XPAaHEHHS JKUAKOCTH, WIJIA HMEeT OTBepCTHe, cooduaroneecs
MOCPEACTBOM MEPEHOca TEeKy4del Cpenbl C BBIXOAHBIM OTBEPCTHEM Kamepbl AJis
MOCTYIUIEHUSI JKUAKOCTH W3 KaMepbl, U NPUBOAHONW MEXaHH3M HCIIOJNb3YeTCs s
MPUHYAUTETIBHOTO MIEPEHOCa KUAKOCTHU U3 KaMephl B OTBEPCTHE UIJIbL. Y Ka3aHHAsl CHCTEMA
TaKXKe BKIIOYaeT (papMaLeBTHYECKUH COCTaB COINIACHO HACTOSIIEMY H300pPETEeHHIO,
pa3MelleHHbIN BHYTPU Kamepbl, 1 BHYTPEHHIOIO CTEHKY Kamepbl, UMEIOIIYIO MOKPbITHE
CHJINKOHOBOT'O MacJja B KojimuecTBe MeHee ueM npumepHo 0,4 mr. CornacHO HEKOTOPBIM
00J1ee KOHKPETHBIM BapUAHTaM peaIN3allii BHYTPEHHSSI CTEHKA KaMePbl UMEET MOKPBITHE
CHJINKOHOBOTO Macja B Koju4yecTBe nmpuMmepHo 0,2 MI MM B KOJMYECTBE MEHee 4eM
npuMmepHo 0,2 mr. CorjacHO HEKOTOPBbIM BapUaHTaM pealTU3aldl CHCTEMbl MallMeHT

Hyknaercs B nedeHuu RA, Ps, GenPs, 3yna xkoxu, AS, PA, PPP, HS umu MM.

B nmononHMTENBbHBIX BapHaHTaX peaNU3ali B HACTOSIEM H300peTeHUH
NPEIJIOKEH CIoco0 CHIDKeHHsT OOJIM, CB3aHHOW C WHBEKIMEH, W/mim obecredeHus
TEPANEeBTHYECKN TPEANOUTUTEIPHOTO YPOBHS OONHM, CBSI3aHHOW C HWHBEKLHEH,
omymaeMoil manueHToM BO BpeMmsi miu cpasy nocie IIK, BM w/unn UII uabekumn
BOAHOTO (hapMaleBTUYECKOTO COCTaBa, COAEPXKAINEro TepaneBTUYECKOe AHTUTEIIO,
BKJIIOYAIOIUH BBEAEHHE MAalMEeHTy BOAHOrO (hapMaleBTHYECKOTO COCTaBa COIJIACHO

HACTOALIEMY I/1306peTeHI/IIO. CornacHo HEKOTOPBIM BapHUaHTaM pE€ajin3aliliid B HACTOSAIICM
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M300pEeTEHNH MPEJIOKEH CIOCO0 AOCTABKU TEPAIEBTUYECKOrO aHTUTENA MALUEHTY IpU
TEPaNeBTHUECKU MPEINOYTHTENBHOM YPOBHE OOH, CBA3aHHOW C MHBEKIHEH, I1ie crnocod
BKJIFOYAET BBEIECHUE IaLMeHTy (PapMaleBTUYECKOrO COCTaBa COTJIACHO HACTOALIEMY
n300peTeHNI0, TpuYeM Ccrnocod o0ecrneunBaeT TePaneBTUYECKH MPEANOUTUTENbHBIN
ypOBeHb OONH, CBs3aHHOM ¢ wWHBeKIHed. COrinacHO OMONHUTENbHBIM BapUaHTaAM
peanu3aluyu B HACTOSINEM H300pETEeHHH TMpPEUIOKEH YCOBEPLIEHCTBOBAHHBIN CHOCOO
JOCTaBKU TEPaNeBTUYECKOrO aHTUTENA MALMEHTy, I/I€ YCOBEPIIEHCTBOBAHUE BKJIHOYAET
CHIDKEHHE /MU OOeCreueHHe TepaneBTUUECKU IPEANOYTUTENbHOIO YPOBHA 0oy,
csizaHHOM ¢ nHbekuueit, npu 1K, BM w/unu U1 BBenennu BogHOro papmMarieBTHIeckoro
COCTaBa, MPUYEeM CIOCO0 BKIJIIOYAET BBEACHHE MALMEHTY BOAHOTO (hapMareBTHUECKOro
COCTaBa COIJIACHO HacrosimeMmy wu300pereHnio. COrnacHO HEKOTOPBIM BapHUaHTaM
peanuzalu CHUXKEeHHE OOJM, CBI3aHHOW C WHBEKIHMeW, BKIIOYAeT CHIKEHHE TI0
CPaBHEHUIO C KOMMEPYECKHU JOCTYITHBIMU COCTaBAMH W/ UM 0OeCTIeYeHNEe TePAeBTHIECKU
NPEANOYTHTENIHOIO YPOBHS 0OJM, CBA3aHHOH ¢ uHBeknueidl. COoriacHO HEKOTOpPBIM
BapUAHTAM PeaN3aLIH TePANeBTUIECKHU MPEAIOUTUTEIbHBINH YPOBEHb OOJIH, CBA3aHHOH C

HHBbEKIUEN, MoxeT BKJIrouath nHaekc BAIIl menee 30 MM mmn naaekc BAII menee 20 mm.

CornacHoO HEKOTOPbIM BapUAHTAM peANM3alUl B HACTOSLIEM H300peTeHHH
MPeIOKEH YCOBEPIIEHCTBOBAHHBINA CrOCOO BBenmeHusi aHtutena k IL17A manueHTy,
HYKJIAIOLIEMYyCsl B 3TOM, T[ie¢ YCOBEPIIEHCTBOBAHUE BKJIFOUAET CHIDKEHHE YPOBHs O0JH,
cBsizaHHOM ¢ wmHBekuued, mocie BeeeHwsi IIK, BM wunu HII wuHbEKIIMH BOJHOTO
(bapMaeBTHYECKOrO COCTaBa, MPUYEM CIIOCOO BKIIIOYAET BBEACHUE MALIMEHTY BOIHOTO
(bapMareBTHYECKOr0 COCTABA COTIIACHO HACTOSLIEMY H300PETEHUIO, TAE YKa3aHHAS CTaIUs
BBEICHUSI O0ECIeYnBaeT MOHIKEHHBIH YPOBEHb OOJH, CBSI3AHHON C WHBEKLHWEH, W/Wim
o0ecreynBaeT TEPareBTUYECKH NPEANIOYTUTENbHBI YPOBEHb OOJNH, CBS3aHHOH C
uHbekuued. CoriacHO HEKOTOPBIM BapHAHTaM peain3allii BOAHBIN (hapMaleBTHIeCKUI
COCTaB COCTOHMT IO CYLIECTBY M3 BOAHOTO (hapMaLEBTHUECKOTO COCTaBa COTJIACHO
HacrosimeMy n3o0pereHno. COriacHO HEKOTOPBIM BapHAHTAM pPEATH3ALMH CHUKCHHE
ypOBHsI OONH, CBA3aHHON C WHBEKIMEH, BKJIIOYAaeT oOecreueHne MOHWKEHHOTO YPOBHS
Oonm, CBA3aHHOW ¢ MHBbEKUMEH (Harmpumep, cHIkeHue nHIekca BAII mo cpaBHEHUIO ¢
KOMMEPUYECKUM COCTaBOM HKCEKM3ymada, T.e. ¢ cocTtaBoM, comeprkamum nutpaT 1 NaCl,

NPUBEACHHBIM B KA4eCTBE KOHTPOJBHOrO coctaBa B Tabmuie 2). CorinacHo HEKOTOPBIM
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BapUAHTaM peajH3alHud Crocod O0ecreynBaeT TepParneBTUYECKH MPEAOYTUTENbHBIN
ypOBeHb OOJIH, CBSI3aHHOW ¢ MHBbEKIMeH, BKitouast nHaekc BAIIl menee 30 MM win MeHee
20 mMm. CorjacHO HEKOTOPBIM BapuaHTam peanuszanuu aHtuteno k IL17A npencrasnser
cOOOH HMKCeKH3ymMad, M COTJACHO HEKOTOPBIM M3 YKa3aHHBIX BapUAHTOB pPeATM3aLUU
NOHMKEHHBI YpOBEHb OONHM, CBSI3aHHBIH C MHBEKIHEH, BKIIOYAET CHIDKEHUE HHIEKCa
BAIII o cpaBHEHUIO C KOMMEPUYECKUM COCTAaBOM MKCEKH3yMaba (COCTaBOM, COZlepIKaIUM
uurpat 1 NaCl, mpuBeneHHbIM B KaueCTBe KOHTPOJIBHOTO cocTasa B Tabmuue 2). CornacHo
HEKOTOPBbIM BapUaHTaM peajM3ally BOAHBIN (papMalleBTUYECKHH COCTaB BBOIAT MyTEM

I1IK unbexum.

CornacHO NONOJHHUTENbHBIM BapHAHTAM PEANN3ALHH HACTOSIIEr0 H300peTeHus
IPEeJIOKEH YCOBEPIIEHCTBOBAHHBIHM CIIOCO0 JieueHus o MeHblueil Mepe oguoro us PsO,
PsA u AxSpa, rme ycoBepIIEHCTBOBAHHE BKJIIOUAET CHIDKEHHE OOJHM, CBS3aHHOU C
unbekuued, nocie I[IK BBemeHus BOMHOTO (hapMaleBTHYECKOTO COCTaBa, CONEpPIKAIIEero
antureno k IL17A, npuuem cnoco0 BKIIIOYAET BBENEHHE BOAHOTO (papMaleBTHYeCKOro
COCTaBa COTJIACHO HACTOSIIIEMY M300pETeHHIO, T/I€ YyKa3aHHas CTaausi BBEICHUS
obecrieyrBaeT MOHMKEHHBIN YPOBEHb OOJIH, CBSI3AHHOM ¢ MHbEKIMEH, U/ 1T 00eCcrieunBaeT
TEPaNeBTHYECKU MPEINOYTHTENbHBIA YPOBEHb OOJH, CBA3aHHON ¢ MHbeKLuelr. CornacHo
HEKOTOPBIM BapHaHTaM peanuzanuu obecrieunBaeTcst TepamneBTHYECKU
MPEINOYTUTENbHBIN YPOBEHb OOJH, CBSI3aHHON C MHBEKUMEH, BKiouas uHieke BAIII
menee 30 MM it MeHee 20 MM. B HeKoTOpbIX 0oJiee KOHKPETHBIX BAPHAHTAX PeaI3alun
antureno k IL17A mpexncraBiser coOoif MKcekm3yMad, M COMVIACHO HEKOTOPbIM U3
YKa3aHHBIX BAPUAHTOB PEATU3aL[H IIOHKEHHBIN YPOBEHB OOJIH, CBSI3AaHHOHN C MHBEKLIUEH,
BKJIIOUaeT cHuwkeHue wuHuekca BAIIl mo cpaBHeHHIO C KOMMEpPYECKHM COCTaBOM
ukceknsymaba (cocraBom, copepxamum murpatr u NaCl, mpuBeneHHbIM B KadecTBe

KOHTPOJIBHOTO COCTaBa B Ta0HLE 2).

B Hacrosimem u300peTeHHMH Takke TNPENJIOKEH BOIHBIA (hapMaLeBTHUECKHUIA
COCTaB COTJIACHO HACTOALIEMY H300PETEHHIO JUIsI MPUMEHEHUS B TEPaui. B KOHKPETHBIX
BapUAHTAX  peaju3aldd B  HACTOSALIEM  M300peTEeHMHM  MPEIJIOKeH  BOIHBIN
(papMaLIeBTHYECKHI COCTAB COIJIACHO HACTOSLIEMY H300PETeHHIO Uil MPUMEHEHHs B
neueHnu pesMatounHoro aprpura (RA), ncopuasa (Ps), reanransHoro ncopuasa (GenPs),

3yAa KOXH, aHKuWjosupyroomero crnoHawinta (AS), mcopuatmueckoro aprtpurta (PA),
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JamoHHO-TonomBeHHoro mycrynesa (PPP), rHoliHoro rugpagernta (HS) wmm
MHOecTBeHHOH Muenombl (MM). CornacHO JOMOJMHUTENbHBIM BapHAaHTAM pPeaN3aluu
HACTOSIIEr0 H300pETeHus] MPEIJIOKEHO NPUMEHEHHE BOXHOro (papMarieBTUIECKOro
COCTaBa COTJIACHO HACTOSIIEMY M300PETEHUIO IS MTOJNYYEHHs JIEKAPCTBEHHOI'O CPENICTBA
s nedenust RA, Ps, GenPs, 3yna koxu, AS, PA, PPP, HS unu MM. CornacHo yka3aHHbIM
BapUaHTaM pean3alii MPUMEHEHHE YKAa3aHHBIX BOAHBIX (PapMaleBTHUECKHUX COCTABOB
noaxoaut aist [1K, UIT w/nnu BM BBeneHus mauueHTy U XapakTepU3yeTcsl IOHKEHHBIM
ypoBHEM Oonu, CBSI3aHHOW C MHBEKIHUEH, 10 CPaBHEHHIO C KOMMEpPYECKUM
(dapMaleBTHUECKUM COCTaBOM HKCEeKH3ymMalda W/Wiau 00eCrednBaeT TeparneBTUYECKU

NPEANOYTHTENbHBII YPOBEHb OOJIH, CBI3aHHON C MHBEKIUEH.

CornacHO KOHKPETHBIM BapHaHTAM peaIN3alUM B HACTOSINEM H300peTeHUH
npeanoxkeH crnocod nedenust RA, Ps, GenPs, 3yna koxu, AS, PA, PPP, HS wim MM,
BKJIIOYAIOIIUH BBEJEHUE MALIMEHTY, HYKAAIOIEMyCsl B 3TOM, 3()(EKTUBHOrO KOJIMYECTBA
BOZHOTO (hapMalieBTHUECKOro COCTAaBa COTIACHO HACTOSIIEMY H300PETEHHIO, IIe BOIHBIN
(dapManeBTHYECKHIT cocTaB comep:kut antutelio k IL17A. B Gonee KOHKpETHOM BapuaHTe
peanu3any yKa3aHHBIH CIOCOO JIeUeHUs] BKJIIOUAET TMOAKOKHOE BBEICHHE MAIMEHTY
HAuYaJIbHOM 103l BOAHOTO (hapMaLeBTUYECKOrO CocTaBa B JeHb 0, Mocienyrouee
MOJKOKHOE  BBEACHHE BOOHOrO  (hapMaLEeBTHUECKOTO  COCTaBa  MAIMEHTY C
YeThIPEXHEACTbHBIMU UHTEPBAJIAMH, TTI€ BOIHBIN (PapMaLleBTUYECKUN COCTaB, BBOJUMBIH
MALUEHTYy C YEeThIPEXHEAENbHbIMU HMHTEPBAJAMU I10CJE€ HAYAJbHON M03bl, COIAEPKUT
antureno k IL17A B koHueHTparuu npumepHo 80 Mr/mit. B 1pyrom KOHKpeTHOM BapuaHTe
peanu3ayu yKa3aHHBI CIOCOO JIeUeHUs] BKJIOYAET TOAKOXKHOE BBEICHHE MAIHMEHTY
HAuYaJIbHOM 03Bl BOAHOTO (hapMaLeBTUYECKOTO COCTaBa B JeHb 0, Mocienyromee
MOJKOKHOE  BBEACHHE  BOOHOrO  (hapMaLEeBTHYECKOTO  COCTaBa  MAIMEHTY C
IBYXHEIENbHBIMA HHTEPBAJIAMH, T7l€ BOIHBIA (hapMalleBTHUECKUI COCTaB, BBOIUMBIN
MALUEHTY C ABYXHEAEIbHbBIMI HHTEPBAIAMHU M10CJIE HAYAJIBbHOMN 103bl, COAEP>KUT aHTUTENIO
k IL17A B koHuentrpaunu npumepHo 80 mr/mi. B eme ogHOM KOHKPETHOM BapHaHTE
peanm3aniy yKa3aHHBIH CrOco0 JieueHUs] BKJIOYAET TOAKOXKHOE BBEICHHE MAIMEHTY
HAuYaJIbHOM 03Bl BOAHOTO (hapMaLeBTUUECKOrO COCTaBa B JeHb 0, Mocienyrouee
MOJKOKHOE BBEIEHHE BOJHOTO (PapMalieBTHYECKOr0 COCTaBa MAMEHTY B KQXKIbIA 13 AHEH

14, 28, 42, 56, 70 u 84 wu mnocieaywuiee NOAKOXKHOE BBEACHHUE BOJHOIO
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(bapMaleBTHYECKOrO0 COCTaBa IMALUEHTY C YeTHIPEXHENENbHbIMA HHTEPBAJIAMH, TI7e
BOJIHBIN (hapMaLleBTHUECKUIA COCTAB, BBOIUMBIN MALIMEHTY B KXKABIA U3 nHeh 14, 28, 42,
56, 70 u 84 u c 4eTbIpEXHEAEIbHBIMUA HHTEPBAJIAMU I1OCJIE 3TOTr0, COAEP>KUT AHTUTENO K
IL17A B xonuentpammu npumepHo 80 Mr/mut. CoriacHO HEKOTOPBIM CIIOCO0aM JICHESHHSI,
NPEJIOKEHHBIM B HACTOALIEM  WM300peTeHMH,  HadalbHas 7032  BOJHOIO
(bapMareBTHYECKOr0 COCTaBa COAEpKUT npumepHo 160 mr amtutena k IL17A. B
HEKOTOPBIX M3 YKAa3aHHBIX BAPUAHTOB peaju3alMyi HadajlbHas npuMmepHo 160 mr posa
BOJIHOTO (hapMaleBTHYECKOTO COCTaBa COAEPKUT JIBE AO3bI BOAHOTO (papMarieBTHIECKOro
COCTaBa, Kaxxaasi U3 KOTOpbIX conep:kutT npuMepHo 80 mr anturena k IL17A. CornacHo
yKa3aHHbIM  crocobam  BOAHBIM  (apMalleBTUYECKUIl  COCTaB  XapakTepH3yeTcs
NOHIKEHHBIM YPOBHEM OOJH, CBSI3aHHON C MHBEKIHEH, IO CPABHEHUIO ¢ KOMMEPYECKUM
(apMaLeBTHYECKUM COCTABOM HKCeKn3ymaba uW/wiu o0ecrnedynBaeT TepaneBTHUYECKU

IPEANOYTHTENbHBIH YPOBEHb OOJIH, CBA3aHHON C MHBEKIHEH.

CornacHO KOHKPETHBIM BapHaHTaAM pealM3allid B HACTOALIEM JIOKyMEHTE
NPEIJIOKEH BONIHBIN (papmarieBTH4ecKuil cocTas, conepskamuii anturenao k IL17A, nns
npumeHeHus B jeduennu RA, Ps, GenPs, 3yna koxu, AS, PA, PPP, HS unu MM, rne
(bapManeBTHYECKUN COCTaB HEOOXOIMMO BBOIUTD MOIKOXKHO B HAYAJIbHOH J103€ B feHb O,
3aTeM C YeThIPEXHENEIbHBIMH WHTEPBAJNAMH, NpU4YeM (papMaleBTUMeCKUH COCTaB,
KOTOpBIH BBOJAT C UEThIPEXHEACIbHBIMU HHTEPBAJIAMHU NOCTIE HAYaJIbHOM 103, COIEPIKUT
antureno k IL17A B koHueHTparuu npumepHo 80 Mr/mit. B ipyrom KOHKpeTHOM BapuaHTe
peanu3anu MPeniokKEeHbl (papMaleBTHYECKHE COCTABbI, OIHMCAHHBIE B HACTOSIIEM
IOKyMeHTe, conepskamue antuteno k [L17A, nns npumenenus B neuenun RA, Ps, GenPs,
syna koxku, AS, PA, PPP, HS wnu MM, rae ¢apmaneBTHUECKU COCTAB HEOOXOIUMO
BBOJAMTH MOAKOKHO B HAYAJILHOH /103€ B JieHb 0, 3aTeM C JBYXHEAENbHBIMI HHTEPBAIAMH,
npudeM (papMaleBTHYECKUI COCTaB, KOTOPBIHA BBOIST C JIByXHEIEIbHBIMH HHTEPBAJIAMHU
rocjie HadalbHOH 103bl, coaepkuT aHTtureno K IL17A B KOHLEHTpauuu NPUMEPHO
80 Mr/Mmn. B eme OXHOM KOHKPETHOM BapHaHTE peAH3aLUU  TPEIJIOKEHBI
(dapMarieBTHYECKHE COCTaBbl, OIMMCAHHbIE B HACTOSIIEM IOKYMEHTE, COJAepIKaline
antuteno k IL17A, nna npumenenus B nedennn RA, Ps, GenPs, 3yna xoxu, AS, PA, PPP,
HS wiu MM, rme dapmManeBTHYeCKHiI COCTaB HEOOXOAMMO BBOIHUTH TMOJKOXHO B

HavyajJpbHOU A03€ B eHb 0, 3aTeM B Kaxablid u3 nHeu 14, 28, 42, 56, 70 u 84, npuuem
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(hapManeBTHYECKUN COCTaB, KOTOPBIM BBOAST B Kaxabli U3 qHeit 14, 28, 42, 56, 70 u 84
nocjie HaydalbHON 103bl, coaepkUT aHTureno K IL17A B KOHLEHTpauuu MPUMEPHO
80 mr/mn. CorjzacHO HEKOTOPBIM BapHaHTaM pealM3allid Ha4dalbHAas 1032 BOJIHOTO
(dapManeBTHUECKOrO CcoCTaBa comepkur mpumepHo 160 mr anmtutena k IL17A. B
HEKOTOPBIX M3 YKAa3aHHBIX BAPMAHTOB peaju3ally HadajlbHas npuMmepHo 160 mr posa
BOJIHOTO (hapMaleBTHYECKOTO COCTaBa COAEPIKUT JIBE AO3bI BOAHOTO (papMarieBTHIECKOro
COCTaBa, Kaxxaasi U3 KOTOpbIX conep:kuT npuMepHo 80 mr anturena k IL17A. CornacHo
YKa3aHHbIM  BapHaHTaM  peajlu3allud  BOAHbIE  (papMaleBTUYECKHE  COCTaBbI,
MPENJIOKEHHBIE B HACTOSIIEM JOKYMEHTE, XapaKTEePU3YKOTCS IMOHWKEHHBIM YpPOBHEM
Oonu, CBA3aHHON C MHBEKLUMEH, MO CPaBHEHUIO C KOMMEpPYECKUM (papMaLeBTHIECKUM
COCTaBOM HKCeku3ymaba u/mim o0ecrneumBalOT TEeparneBTHYECKH IPEArOYTUTETbHBIN

YPOBEHb OOJIH, CBSI3aHHOW C UHBEKIIHEH.

B HacrosmeM 1okyMeHTe HCIIOb3yeMble B3aUMO3aMEHIEMO BBIPASKEHHSI «BOAHBIIH
(apmaueBTHUECKHH COCTaB» WIN «(hapMaleBTUUECKUIl COCTaB» OOO3HAYAIOT BOMAHBIN
pPacTBOp, COAEpPIKAIIMHA O MEHbIIEH Mepe OHO TepareBTHYECKOe aHTHTENO, CIIOCOOHOe
obecrnieunBath Onosorndeckuii 3pdexT y yenoBeka, mo MeHbIIEH Mepe OUH HEaKTHBHBIN
UHTPEIUEHT (HanpuMep, BCIIOMOTraTeIbHOE BEIECTBO, TOBEPXHOCTHO-AKTUBHOE BELIIECTBO
U T.J.), KOTOPbIA NpU OOBENMHEHHH C TEPANEBTUYECKUM AHTHTEIOM MOIAXOAUT MJIs
TEPaNeBTHUECKOrO BBEACHHs YesloBeKy. dapManeBTH4YeCKUe COCTABbI, MPEIJIOKESHHbIC B
HACTOSLIEM HW300pETeHUH, NPEACTABISIOT coOol He conmepikamue Oydep (T.e. He
CoZlepIKallle areHThbl, TAKUe KaK LIUTPATHBIA Oydep, rHCTUAMHOBBINA Oydep, aneraTHbIid
Oydep u T.4., WM UX KOMOWHALIMU, KOTOPBIE COAEPKAT KOHBIOTMPOBAHHBIE KHCIOTHO-
OCHOBHBIE TIAPHI, IS IPOTUBOACHCTBUS n3MeHeHuto0 pH), BogHbIE cTaOUIIBHBIE COCTABBI,
B KOTOPBIX CTETEHb pa3pyIleHUs,, MOAU(PHUKALINH, arperalny, CHIDKEHUsI OMOIOrHYeCcKOoi
AKTUBHOCTH M T.J., CONEPKAIMUXCS TEPANEBTUYECKUX AHTUTEN KOHTPOJIUPYETCS

HaJICKalliumM 06pa30M " HE YBECINMYUBACTCA CO BpPEMECHEM 1O HEMMPUEMIIEMOT'O YPOBHH.

B Hacrosiem JOKYyMEHTE TEPMHUH «aHTUTEJO» OTHOCHTCS K MOJIEKyJe
ummyHornodynuHa G (IgG), conepsxameit nee Tspkensie nenu («KHC») u nBe nerkue nenu
(«LC»), coenuHEeHHBIE OPYT C APYTOM AUCYJIbGUAHBIME CB3sMHU. Kasknast Tsokenas nenb
cocTouT U3 BapuadbenpHON obmactu Tspkenol nenu («HCVR») u koHCTaHTHOH 0oOnactu

Tspxenon uenu («CHy). Kaxxnas nerkast nenp cOCTOUT U3 BapuabeabHON 001acTH JIETKOH
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nern («KLCVR») u xoncrantHO# obnmactu nerkoit nenu («CL»). Kaxnmas 3 HCVR u
LCVR moxer ObIThb AONOJHHUTENBHO MOApPA3[elieHa Ha rurnepBapuadenbHble YYacCTKH,
Ha3bIBa€Mble  OMpENeISIIOIIMMH  KOMIUIeMeHTapHocTh  ydactkamu  («CDRy),
nepemeskarommecs: ¢ 0oyiee KOHCEPBATUBHBIMU OOJIACTSIMU, Ha3bIBAEMBIMU KapKaCHBIMHU
obnactsmu («FR»). Kaxxnas HCVR u LCVR cocrout u3 tpex CDR u uersipex FR,
PAcCIIONIO’KEHHBIX OT aMHUHO-KOHIA 10 KapOOKCH-KOHIa B cienyromeM mopsake: FRI,
CDRI1, FR2, CDR2, FR3, CDR3, FR4. Bapuabenpasie odmactu kaxmoir HC u LC
COZAEPIKAT CBA3BIBAIOIIUI JOMEH, KOTOPBIN B3aUMOAENCTBYET ¢ aHTUreHOM. KOoHCTaHTHBIE
00JIaCTH aHTUTEN MOTYT OMOCPENOBAThH CBA3BIBAHME MMMYHOIJIOOYJIMHA C TKAHAMH WIH
dakTopamMu XO3s5MHA, BKJIOYAas pa3Hble KIETKM MMMYHHOM CHCTeMbI (Hampumep,

s¢dexTopHbIE KIIETKH) U nepBbiii KoMIoHeHT (Clq) K1accCu4YecKol CUCTeMbI KOMITJIEMEHTA.

CornacHO KOHKPETHBIM BapHaHTAM pEAIN3aLUH BOAHBIX (hpapMaLEBTHIECKHUX
COCTaBOB, NPENJIOKEHHBIX B HACTOSINEM IOKYMEHTE, aHTUTeNa NPEeACTAaBISIOT COOOH
anturena k IL17A. Unrepnetikun 17A, wnu IL17A, B HacTOsIIIEM JOKYMEHTE OTHOCHUTCS
K LUTOKMHAM cemelictBa UUTOKMHOB IL17 (Takke Ha3bIBaeTCsi AHTUTEHOM 8,
acCOLMHUPOBaHHBIM ¢ wnuToToKcHueckumu T-nmumbonmramu («CTLAS8»)). LluTokunb
IL17A cymecTByIOT B BUAE TOMOJUMEPHBIX KOMIUIEKCoB (Hampumep, IL17A/A) wmm
reTepOANMEPHBIX KOMIUIEKCOB C IPYTUM 4YJIEHOM ceMelcTBa UUTOKMHOB IL17, Takum kak
IL17F (wanpumep, IL17A/F). Kak mnonararor, uutokmsasl IL17A BbIpabaTbiBaroTCs,
riaBHbIM 00paszomM, 3¢ dextopHbiMu T-xenmnepubiMu (Th17) kaerkamu, O6bpUIO OKA3aHO,
YTO OHU UHAYLUPYIOT CEKPELUIO0 MTPOBOCMAIUTENbHBIX IUTOKUHOB, Takux Kak IL-6, IL-8,
IL-1 u ®HO. bbuio nokasano, uto popma romogumepHoro komruiekca [IL17A, IL17A/A,
3aefCcTBOBaHA MpH 3a00JIEBAHMAX, TAKUX KaK IICOPHA3 U MICOPUATHUYECKUI apTpHT, 00a u3
KOTOPBIX MPEICTABISIOT COOOW MMMYHHbIE 3a00JI€BaHUS, CBsI3aHHBIE C HApPyIIEHHOH

perymsiuuen T-kneTok.

Ilpy ynoMuHaHUM B HACTOALIEM JOKyMEHTe YykasaHHble aHTuTena k IL17A
NPEACTABISIFOT COOOW aHTUTENa, KOTOpPble CHEeUU(UYECKH CBS3bIBAIOT M JCHCTBYIOT B
kadyectBe aHTaroHuctoB IL17A wyenoBeka Omaromapsi cnequpUUHOCTH B OTHOLICHUH
cyopenuuunbl A (Hampumep, cyOvenwamnbsl A B IL17A/F wnm omHOW wim o0enx
cyobenmann A B IL17A/A). CornacHO KOHKPETHBIM BapHaHTaM PEaH3allMd aHTHTEN K

IL17A LCDRI1 coaep:xxut amuHOKUCIOTHYIO nocneaosarenbHocTh SEQ ID NO.1, LCDR2
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CONEPKUT aMUHOKUCIOTHYIO0 mnocienosatenbHocT SEQ ID NO.2, LCDR3 conepxut
aMUHOKHCJIOTHYI0 — mocienosarenpHocTe  SEQ ID  NO.3, HCDRI1 comepxur
aMUHOKHUCJIOTHYr0 — nocneposarenbHocTh  SEQ ID  NO.4, HCDR2 coxepxur
aMUHOKHCJIOTHYI0 miocienosarenbHocTe SEQ ID NO.S, u HCDR3 conepxur
aMHUHOKHUCJIOTHYHO mnocienosarenbHocTb SEQ ID NO.6. CornacHO HEKOTOpPbIM U3
yKa3aHHbIX  BapuaHTtoB  peanusauuu LCVR  comepUT  aMHUHOKHCIIOTHYIO
nociaeposatenbHocte  SEQ ID NO.7, u HCVR comepxuT aMHHOKHCIOTHYIO
nocaenosarenbHocTh SEQ ID NO.8. B eme Oonee KOHKPETHBIX BapUaHTAaX peaTU3alluu
ykazaHHbIXx aHtuTen Kk IL17 LC cogepKUT aMMHOKUCIOTHYIO MOCIEe0BAaTENbHOCTE SEQ
ID NO.9, u HC conmepxuT aMUHOKHCJIOTHYIO mnociuenoBarenbHocTh SEQ ID NO.10.
TunoBbiM BapuaHTOM peanu3anmu anturena kK [L17A sBnsercs nKceku3ymal, Takoi Kak
onucaHo, HaripuMmep, B nateHTe CIITA No7838638. JlononHUTEIbHBIM IPUMEPOM aHTHUTEA
k IL17A sBnsiercst cekykunymab (peanusyemslii mon Toprosoii Mapkoit KO3OHTHUKC®),

TaKOH kak onucaHo, Hanpumep, B nateHre CIITA Ne7807155.

B HacTosimeM NOKYMEHTE€ MOIYT HCHOJNb30BaTbCSl TEPMUHBI (IIPUMEPHO» WU
«MPUOJU3UTEIBHO», KOTOpblE TMPU OMUCAHUM KOHKPETHOW YKa3aHHOW YHCIIOBOH
BEJIMYMHBI UJIU IUATNIA30HA BEJIMYUH O3HAYAIOT, YTO JAHHAS BEJINYMHA MOXKET OTKJIOHATHCS
OT yKa3aHHOTrO 3HaveHus He Oosiee uem Ha 10% (Hampumep, +/- 10%). Hampumep, B
HACTOSILIIEM TOKYMEHTE BblpakeHue «rpumMepHo 100» Bkirouaer 90 u 110 u Bce 3HaueHuUs

Mexay HUMH (Hanpumep, 91, 92, 93, 94 ut.1.).

B HacrosilieM MOKyMEHTe TEPMHHBI IO CYIIECTBY HE COIEPKUT» HIIH IO
CYLIECTBY HE BKJIOYAET» O3HAYAKOT, YTO KOJMYECTBO MAHHOTO BEIeCTBa (HAmpumep,
HMOHHOTO BCIIOMOTATENIbHOTO BEINECTBA, PErYJUPYIOIEro TOHHYHOCTh) HUXKE Mpenena
OOHapy’KeHHs B UCCIIEIOBAHHIH, HUCTIOIb3YEMOM /Il OOHAPYKEHUsI HAJINYHS YKa3aHHOTO

BE€LICCTBA.

TepMHUH «HMOHHO€ BCIIOMOTaTEJbHOE BELIECTBO, PEryJIUPYIOLIEe TOHUYHOCTBY B
HACTOSIIEM JOKYMEHTE O0O3HA4YaeT BCIIOMOTaTENbHOE BELIECTBO, KOTOPOE CONEPIKUT
WOHHOE COeMHeHNe (HampuMep, 3JIEKTPOJIUT, TAKOW KaK XJIOPUA HATPUS, XJIOPHI KaJus,
XJIOPHUT MarHUsI, XJIOPUJ KaJIbLHsI, THAPOXJIOPHU] APTHHUHA U T.J.), OTIIUYHOE OT aHTHTEJA

U MNOBEPXHOCTHO-AKTUBHOI'O0 BEIIECTBA, BKJIIFOUECHHOC B BOI[HbeI (I)apMaLIeBTI/ILIeCKI/Iﬁ
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cocraB. IoHHOE BCIOMOTaTeNbHOE BELIECTBO, PEryIHPYIOlIee TOHUYHOCTD, KaK H3BECTHO
B JJAaHHOH OOJIACTH TEXHUKH, MOKHO NMPUMEHSTH I PETYJUPOBAHHUS OCMOTHYECKOTO
naBieHus: (apMaLeBTHUECKOrO cocTaBa. TeM He MeHee (Kak MPEeATOXKEHO B MpHMepax,
NPUBEACHHBIX B HACTOSIIEM JJOKYMeHTe), peryauposanue pH ¢ ucnons3zoBannem HCI mm
NaOH, no wMepe HEOOXOOMMOCTH, IIOCI€ pPACTBOPEHMS M CMELIEHHUsS BOJHOTO
(dapMaleBTHYECKOr0 COCTaBa HE BKJIIOYEHO B 3HAUYEHHE TEPMUHA «HOHHOE
BCIIOMOTATEIbHOE BEIIECTBO, PETYJIUPYIOLee TOHUMYHOCTDY, UCTIOIb3YEMOTr0 B HACTOSIIIEM
nokymenre (tak kak HCl wmnmu NaOH, noGansiemble nist perynuposanust pH, He
BBICTYIIAIOT B COCTaB€ B Ka4yeCTBE HOHHOIO BCIIOMOTaTENIbHOTO  BEIIECTBA,

PEryJIHPYIOLEro TOHUYHOCTB).

B HacrosieM NOKyMEHTE TEPMUH «BCIIOMOTaTeNbHbIE BEIeCTBa Ha OCHOBE L-
AMHUHOKHCJIOT» OTHOCHTCS K L-aMHHOKHCIIOTaM, KOTOpble HOOaBIAOT JUOO B COCTaBe
Oydepa (Hanpumep, L-ructunun B ructuauHoBoM Oydepe; L-apruHuH B aprUHHHOBOM
Oypepe m T.,a) OO B KayecTBe BCIIOMOTATEIbHOTO KOMIIOHEHTa B BOJHBIN
(apmarieBTHYeCKHiT cOCTaB (HO HE OTHOCHUTCS K KOMIIOHEHTaM TEPareBTHYECKOrO

AHTHUTENA).

B HacTOsleM OKYMEHTE€ HCHONb3yeMble B3aUMO3aMEHSIEMO TEPMHUHBI
«BU3yaJbHO-aHAOroBasi Imkama»y win «BAIIl» oTHOCATCS K CPEACTBY OLIGHKH OOJH,
CBA3aHHON C MHBEKUMEH, omymaeMon nauueHroM. BAIIl cocTouT u3 HemnpepbIBHOU
mkaibl JHOM 100 MM, Ha KOTOPOU MAIMEHT OTMEYAET YPOBEHb OOJIH MOC/Ie HHBEKIIHH.
Kpaiinumu oueHounbiMH 3Ha4eHUssMA BAIIl SBISFOTCSL «IOJIHOE OTCYTCTBHE OO0JIN»
(Harmpumep, 0) 1 «camasi CHIIbHAs 00JIb, KOTOPYIO MOKHO MpeACcTaBUThY (Harpumep, 100).
ITo crenenu Tskectr 6ok cornacHo BAIIL moskeT ObITh KiaccupUIMpoBaHa Kak ciadast
6o1p (<30 mm); ymepenHast 6onp (>30 mm - <70 mMm) u TspKenas 6oap (>70 mMm). B
HACTOSIIEM JOKYMEHTE «0OJb, CBSI3aHHAsI C MHBEKIHEH» OTHOCHTCS K OCTpoM 0oy,
OLyIa€MOM MalUeHTOM BO BpeMs WIM Cpa3y Ioclieé MHBEKIUH BOJHOIO
bapMareBTHIECKOTO COCTaBa. KenarenbHbiM CBOMCTBOM CTaOMIIBHOTO
(apMaeBTHYECKOrO0  COCTaBa SIBJIETCS  XOpOIIAash MNEPEeHOCUMOCTh — MalUeHTaMH,
Harpumep, odecrieueHne TeParneBTUIECKH MPEANIOYTUTENILHOTO YPOBHs OOJH, CBSI3aHHON

¢ uHbeKuuer (Hampumep, uHAekc BAII <30 mm w/ummm <20 mm). Kak wu3BecTHO,
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KOMIIOHCHTbI (I)apMaLIeBTI/ILIeCKOFO COCTaBa W MX KOHLCHTpAIUU W/HIH OTHOCUTEJIbHbBIE

KOJINMYECTBA MOT'YT BJIUATH HAa 60.]'[]:;, CBsA3AHHYIO C HHLCKHHeﬁ, OILNyIA€EMYI0 TAITUCHTOM.

IIpennonaraercs, 4TO UCHOIB3yEMbIE B3aUMO3aMEHSIEMO B HACTOSIIIEM IOKYMEHTE
TEPMUHBI «CIOCOO JICUEHUST» W/ «JIeYeHUEe» WWIN <JICYHTh» OTHOCSTCS KO BCEM
nporieccam, MpH KOTOPBIX MOXKET MPOHMCXOAHNTH MOJHOE YCTPaHEHHE, 3aMeJIeHHe MU
3a/lepKKa, CHIDKEHHE TsDKECTH WJIM YacTOThl (Hampumep, 0OOCTPEHUI WM MPHUCTYIIOB),
npepbIBaHNE WK OJIOKUPOBAHME MIPOTPECCUPOBAHUS 3a00JI€BaHNSI U/UITH €0 CUMIITOMOB,
HO He TPeOYIOT MOJHOrO YCTPAHEHUs BCEX CUMITOMOB 3a0oneBaHus. JleueHue BKIOYaeT
BBEJIEHHE BOJHOTO (hapMaleBTUYECKOrO0 COCTaBa COMIACHO HACTOSINEMY H300pETeHHIO
s JedeHust 3a00yeBaHUS y 4YeJOBEKa, y KOTOPOro MOXKeT ObITh 00ecredeHo
OnaronpusTHOE NeficTBUE, BbI3BAHHOE 10 MEHBIIEH Mepe OTHUM U3 NePEUNCICHHBIX BBIIIE
IPOLIECCOB, BKJIOUas: (a) MOAABICHUE NAJIBHEHINEro MpOrpecCHpPOBAHUSI CUMIITOMOB U
s¢exToB 3aboneBanus, T.e. OJoKupoBaHKe ero pa3BuTHs; (b) obneryenne 3adoneBaHmys,
T.e. obecreyeHne yCTpaHeH!s WM perpeccuu 3a00JIeBaHIsl, CHMIITOMOB 3a00JI€BaHHS HITH
OCJIO’KHEHHMH; U (C) IpeOTBpaLleHNe HITH CHIDKEHHE YaCTOThI IPUCTYIIOB MIIM 00OCTPEHHIH
3aboneBanus. COrjaCHO KOHKPETHBIM BapHaHTaM peaiu3alnud  (papMareBTUYeCKHe
COCTaBbI, MPEJIOKEHHbIE B HACTOSILIEM JOKYMEHTE, MOKHO MPUMEHSITh JUIs JIEYEHHs 10

MeHbinel mepe ogHoro u3 RA, Ps, GenPs, AS, PA, PPP, HS unu MM.

Hcnonb3yemMble B HACTOSALIEM JOKYMEHTE B3aUMO3aMEHSIEMO TEPMUHBI «TTaLIUEeHTY,
«CyOBEKTY» M «MHIAMBUAYYM» OTHOCSTCS K 4eJIoBeKy. Eciii He yka3aHO WHOE, TO CyOBeKT
JOTIOJTHUTEIPHO OXapaKTePU30BaH Kak CTPAJaroLUil OT, OABEPKEHHbIN PUCKY Pa3BUTHUS
WUTH OLIYIIAKOLIHA CUMITOMBI 3a00JI€BaHUs, IPH KOTOPOM BBeIeHUE (papMaieBTUIECKOro
COCTaBa, ONHCAHHOTO B HACTOAIIEM JOKYMEHTE, MOXKET OOeCIeYHMBaTh ONAronpHsTHOE

NEUCTBUE.

Hcnonb3yeMble  B3aMMO3aMEHSIEMO B HACTOSIIEM JOKYMEHTE€ TEPMHUHBI
«3(p(eKTUBHOE KOJMYECTBO» WIIM «TEPANeBTHUECKH HPPEKTHBHOE KOJIUIECTBO»
(hapMaleBTHYECKOTO COCTaBa COMJIACHO HACTOSIIEMY HW300PETEHUI0 OTHOCSTCS K
KOMYECTBY (MPU BBIOPAHHBIX JO3UPOBKAX, YaCTOTE€ BBEIACHHS U MPOIOJIKHUTEIbHOCTU
KOHKPETHOTO Crmoco0a BBENEHUsI), HEOOXOOUMOMY JUIsi JIOCTHIKEHHUS JKeJIaeMOro

TEPAINeBTHYECKOTO pe3ynbraTa. I (HEeKTHBHOE KOTMUECTBO (PapMarieBTUIECKOrO COCTaBa
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COTJIACHO HACTOSIIIEMY H300pPETEHHIO MOXKET M3MEHSTHCS B 3aBHCUMOCTU OT (DakTOpOB,
TaKUX Kak OOJIe3HEHHOE COCTOSIHUE, BO3PACT, IMOJI U Macca Tejna cyObeKkTa U ClIoCOOHOCTH
(apMaleBTHYECKOTO COCTABA COTJIACHO HACTOSIIIEMY H300PETEHHIO BbI3bIBATD JKEIAEMbIi
oTBeT y cyOnpekTa. DPPeKTHBHOE KONMMUYECTBO TAK)KE MPENCTABISIET COOOH KOIHMYECTBO,
IUTSI KOTOPOTO JIFOOBbIe TOKCHYECKHe MK BpenHble 3P ekTsl (hapMaeBTHIECKOTO COCTaBa
COTJIaCHO HACTOSIILIEMY U300peTEHHIO MIepPEeBEIHBAKOTCSI TeparneBTHUYECKU

OnaronpusTHHIMU 3 heKTamH.

HaCTOHH.Iee I/I306pe'TeHI/Ie TAaKXKXE€ OTHOCUTCA K PECKHUMaM BBCIACHUSA OIS JICUCHUA
3a0oneBaHust (papMalleBTUYECKHUM COCTaBOM COIJIACHO HACTOSIIEMY H300pPETeHUIO.
Ucnonb3yeMblii B HACTOSIIEM JTOKYMEHTE M OOIIEU3BECTHBIN B JAHHON 0OJACTH TEXHHUKU
TEPMHH «1032» OTHOCHTCSI K KOJIMYECTBY (DapMalieBTU4eCKOro COCTaBa, KOTOPbIA BBOZST
cyObekTy. TepMHHBI «pesKUM BBEACHUS» HITH «PEKUM TO3UPOBAHUS», OOIEH3BECTHBIE B
JAHHOM 00JIACTH TEXHUKH M MCIIOJb3yeMble B3aMMO3aMEHSIEMO B HACTOSIIEM JOKYMEHTE,
BKJIFOYAIOT CXEMy JIEYeHHUs] Ui BBEAEHHS COBOKYIHOCTH (T.€. TpPYIIbl MU
MOCJIeIOBATEILHOCTH) 103, KOTOPbIe HEOOXOIUMO BBECTH MALIMEHTY B TEUEHHE MEpUona

BPEMEHH.

Hanpumep, pekuM BBEIEHHUS COIJIACHO HACTOSIIEMY HW300PETEHHIO MOXKET
BKJIIOYATh HA4YaJbHYK 103y BOAHOrO (hapMalleBTHUYECKOrO COCTaBa (HAmpuMmep,
cogep:kamiero antureno k [L17A) coriacHo HacTosimeMy H300pETeHUI0, KOTOPYEO BBOZIST
NAIMEHTY B MEpPBbIH AeHb JiedeHus (Hanpumep, B aeHb 0). HavanpHas no3a MokeT ObITh
OMMCaHa B HACTOSIEM JOKYMEHTe Kak «Harpy3odHas no3a». Kpome Ttoro, pexum
BBEJICHUS COTJIACHO HACTOSIIEMY H300PETEHHI0 MOXKET BKJIFOYATh HAYAJIbHBIH MEPUOL
JIeUeHHUs, UHOTJ]a Ha3bIBAEMbIH B HACTOSALIEM JOKYMEHTE «HHAYKIIHOHHBIM MEPUOIOMY,
KOTOpBIH ClielyeT 3a BBeIEHHEM Harpy304Hoi 103bl. Bo Bpemst HHIYKIIMOHHOIO epuosa,
HarpuMep, MalHeHTy MOXeT ObITh BBE€ACHA 1032 (WM J103bI), CONeprKalasi KOHKPETHYIO
KOHILIEHTPALIMIO TEPANEBTHUECKOro aHTuTeNa (Harpumep, anturena k IL17A), npu naHHOH
4acTOTE BBEJIEHHS (HAIIPUMED, pa3 B IEHb, pa3 B 2 HENIETH, pa3 B 4 HEAEH U T.11.) B TCUCHHE
JaHHOTO Tepuona BpemeHu (Hampumep, 4, 12 umu 16 Henmens). Kpome Toro, pexumsl
BBEJCHUS COIJIACHO HACTOSIIIEMY M300PETEeHHI0O MOTYT BKIJIOYATh MEPHOA IIOCHe
UHAYKLIMOHHOTO  MEepHOja, HWHOTJa Has3blBaeMblii B  HACTOSINEM  JOKYMEHTe

«MOAACPNKHUBAKOIIUM HNEPUOAOM», BO BpEMS KOTOPOro MaluMEHTyY BBOAAT A03Y,
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CONepIKaIlyI0 KOHKPETHYI0 KOHLEHTPALMIO TEPANEeBTHUYECKOTO AHTHUTENA, MPU JAHHOU

4acTOTe BBEACHUS (HApUMeED, pa3 B 2 WK 4 HEAEIH U T.1.).

Bonsble (hapmarieBTHUECKHE COCTABbI COTIIACHO HACTOSIIIEMY H300PETEHUIO MOTYT
OBITh BBEIECHBI MALIMEHTY NapeHTepaibHbIM criocobom. IlapeHTepanbHOe BBEIEHHE, Kak
TOJIKYeTCs B 00JIaCTU MEIULIMHBI, OTHOCUTCS K MHBEKLIUH 103bl B OPTaHU3M IPH ITOMOIIN
CTEPHJIBHOTO INMPULIA UM HEKOW IPYTrOi CUCTEMBI TOCTABKH JIEKAPCTBEHHOT'O CPENICTBA,
BKJIFOYAss aBTOMHBEKTOP MM HWHQY3HMOHHYK mnommy. Ilpumepsl cucteM noCTaBKU
JIEKapCTBEHHBIX CPEACTB JIsl MPUMEHEHUs] COBMECTHO C BOAHBIMH (DapMaleBTUYeCKUMU
COCTaBaMH COTJIACHO HACTOSIIEMY H300PETEHUIO OMHUCAHbI B MOCIEAYIOLIUX JOKYMEHTAX,
Coep’)KaHUe KOTOPBIX SIBHBIM OOpa3oM BKJIFOYEHO B HACTOSIIHMHA ITOKYMEHT BO BCeH
MOJTHOTE MOCPENCTBOM  CCBUIOK: omyOsiukoBaHHas 3asiBska Ha mareHt CIIIA
No2014/0054883, aBrops! Jlanuran ¢ corpynnukamu (Lanigan ef al.), nomana 7 mapTta
2013 rona, HazBanue «biok uHdysnonHoi nommsy (“Infusion Pump Assembly”); mateHt
CHIA Ne7291132, aBropsl [ePynru ¢ corpynuukamu (DeRuntz ef al), nata momaum
3asiBKU 3 ¢espanst 2006 roxa, HazBaHHE «YCTPOHCTBO JJISi BBEIEHUS JIEKAPCTBEHHOTO
CpeAcTBa C TPOHHOW BHHTOBOW HAPE3KOH Uil YCOBEPIIEHCTBOBAHUSI MEXaHMYECKHX
coricTBY (“Medication Dispensing Apparatus with Triple Screw Threads for Mechanical
Advantage”; marent CIIIA No7517334, aBroper AAko6c ¢ corpyanukamu (Jacobs et al.),
nara nomauu 3asBku 18 ceHTsiOps 2006 roma, Ha3BaHWe «YCTPOWMCTBO IJIsl BBENEHUS
JIEKAPCTBEHHOTO CPEICTBA C MPYKHMHHBIM 3aITOPHBIM Y CTPOUCTBOM, aAKTHBUPYEMBIM TIOCIIE
BBeZeHUsT koHeuHou n03bl» (“Medication Dispensing Apparatus with Spring-Driven
Locking Feature Enabled by Administration of Final Dose”); u matent CIITA Ne8734394,
aBTOpBl Anamc ¢ cotrpyaukamu (Adams ef al), nara momaum 3asBKU 24 aBrycra
2012 roga, Ha3BaHHUE «ABTOMAaTHYECKOE YCTPOMCTBO MAJii MHBEKLHUHU C MEXaHHU3MOM
3aleP’KKH, BKIIIOYANOINEe IMOKUMHON 3JIEMEHT C ABOWHOW (yHkumeid» (“Automatic
Injection Device with Delay Mechanism Including Dual Functioning Biasing Member”).

[Mapentepanbabie criocods! Bkro9aroT BM, ITK u UIT criocoOb! BBeneHUSI.

IIpumepbl

IIpumep BOAHOrO (hapMALEBTHYECKOI0 COCTABA
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Tabauua 1. ITpumep BogHOro hapMalleBTUUECKOrO COCTaABA

Konuentpauus
antuteno k IL17A* 80 mr/mn
PS-80 0,03% (macc./06.) (0,3 mr/min)
Caxaposa 234 MM (8% (macc./00.))
pH 5,7

* Anrureno k IL17A cogepxxut HCVR ¢ SEQ ID NO: 8 u LCVR ¢ SEQ ID NO: 7.

Crnoco0 monydenuss ¢apmaleBTHUeCKOro coctaBa aHtutena k IL17A,

NpeaACTaBJICHHOIO B Ta6n1/1ue 1 MOJKET OBITh IMpOBEACH IIYTEM B3BCHIMBAHUA

>
COOTBETCTBYIOLIErO KOJM4YecTBa BOAbI (Hampumep, mpu Temmeparype 20 +/- 5°C) Bo
B3BEIIEHHOM IIyCTOM COCYZI€ COOTBETCTBYIOLIEro pazmepa. J{o0aBisiim cCOOTBETCTBYOIIEE
KOJIMYECTBO  €axapo3bl U IepeMellMBald. B3pemuBaau TOYHOE  KOJIUYECTBO
noiucopbarta 80 B CTEKJITHHOM KOHTeliHepe M N0OaBISUIM B CTEKJSIHHBIH KOHTEHHep
COOTBETCTBYIOIIEE KOJNMYECTBO BOABI mpH Temmeparype 20 +/- 5°C pnst monmydeHus
JKeJaeMOH KOHLEHTpalMu, W mnepeMemmBanu pactsop. [lobaBnsm Bce comep:kumoe
pactBopa momucopbara 80 K JAPYrUM BCIIOMOTATENbHBIM BellecTBaM. [IpomMbIBasiu
KOHTelHep pacTtBopa mnomucopbara 80 Bomol st obecrneyeHHss TEepeHOca BCEro
conepsxkumoro. [Tocse 3aBepiienus nodaBneHus pacTBopa nojucopbdara 80 mepemMermmnpaiu
pactBop. Ilocne 3aBepiieHust pacTBOpeHUss M cMmelneHuss nposepsiau pH pactsopa,
KOTOPBIH OJKeH ObUT cocTaBisTh 5,7 +/- 0,3; noBonmnu pactsopom HCI unn NaOH npu
HeoOxonumocTu. [Ipomyckanu KOMITO3HIMIO BCIIOMOTATEIbHBIX BEINECTB 4epe3 (QHIIbTP

(nomuBunmUaeHGTopua [IIBJA®]) nns cHIKeHHs OMOHATPY3KH.

CwmemuBanu antuteno k [IL17A, npeasaputenbHO S3KCIIPECCUPOBAHHOE B KJIETKAX,
OUHIIEHHOE M KOHLIEHTPUPOBAHHOE, C COOTBETCTBYIOIIMM KOJHYECTBOM pacTBOpa
BCIIOMOTaTENbHbIX BelleCTB Ay cocTasa. [loBropHO nposepsinu pH pacTsBopa, KOTOpBIi
nojokeH Obpu1 coctaBnsATh 5,7 +/- 0,3. Ilpomyckanu (apManeBTUYECKH COCTaB depe3
¢unbTp IIBA® nyist cHUKEHUST OMOHATPY3KH, TOCIIE YeTro €ro MOXKHO OBLIO XPaHUTh NPU

5°C.

DU3HKO-XMMHYECKHE CBOHCTBA
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Kakx ¢mudeckas, Tak U XHUMHYECKas CTAaOWJIBHOCTH HEOOXOAMMBI ISt
(bapMareBTHYECKOrO COCTaBa TEPANEBTUYECKOTO aHTUTENA, YTOOBI CIENaTh BO3MOXKHBIM
XpaHeHUEe W TPAHCIOPTUPOBKY (Hampumep, 1 rox, 18 mecses uiu 2 roxa) U COXpaHUTh
0esonmacHOCTh M 3(pQeKkTUBHOCTb. IIpuMepsl CIOCOOOB OLEHKM Ml H3MEPEHUs
¢u3nyeckoil cTabMIBPHOCTH (PapMaLIEBTUYECKOTO COCTaBa BKIFOYAIOT OIpeNeeHne
pactBopumocTH (pasnenenue (a3, oOpasoBaHUe relist), MOJEKYJISIPHBIX B3aUMOIECHCTBHI
(marmpumep, npu m3mepernu criocobom JICP), onpenenenne xapakTepuCTUK BU3YyaJbHON
IPO3PaYHOCTH (T.€. ONAJECLEHTHOCTH) yTeM OLIEHKU MyTHOCTH U U3MEPEHHE BSI3KOCTH.
Kpome Toro, xwumuueckas CTaOUIBHOCTH MOXET OBITh ONpeAeNieHa Pa3HbIMU
AHAJMTUYECKHMU CHOCO0aMH, BKJIIOYAsh TelIbIPOHUKaroIy xpomartorpaduo (I'TIX),
kaTroHooOMeHHy0 (CEX) BOXKX, kanmuispHbIi 31eKTpodope3 B BOCCTAHOBUTEIBHBIX U
HeBoccTaHOBUTENbHBIX  yciaoBusix  (CE-SDS  R/NR) wu  curosbiii  anamus.  Kax
NPOJEMOHCTPUPOBAHO B HACTOSIIIEM  JOKYMEHTE, 11 NPEAJIOKEHHOTO
dapmaneBTHUECKOTO cocTaBa aHtutena k IL17A, npusenennoro B Tabnuue 1, mokasaHa
XUMHYeCKasi U (pu3ndeckas CTabMIbHOCTD, a TAK)KE PACTBOPUMOCTD MPUCYTCTBYIOLIETO B
BBICOKOW KOHLIEHTPALMM TEPareBTHYECKOr0 aHTUTENa, HWKCEeKn3ymada, HMEIOIIEero
U303JIEKTPUYECKYIO TOYKYy > 7,5, KOTOpas He JOMyCKaeT TMOJy4YeHHEe COCTaBa NpHU

HelTpanbHOM pH pactBopa.
OmnpenesieHue paCTBOPUMOCTH:

Jlnst BomHOTO (hapManeBTUYEeCKOro COCTaBa HEOOXOMMMAa JOCTAaTOYHO BBICOKAS
pacTBOpUMOCTb. B BOZHOM (hapMarieBTHUECKOM COCTaBE MPUCYTCTBYIOLIEE B BBICOKOH
KOHLIEHTPALUN aHTUTENIO JOJDKHO COXPAHSTBCS B MOHOMEPHOM COCTOSIHUHM B OTCYTCTBHE
oOpazoBaHusi BbICOKOMOEKYJsipHbIX (HMW) arperatoB. AHaIHM3UpOBAI PaCTBOPUMOCTD
antutena Kk IL17A, nMeromero u303JeKTPUIECKyI0 TOUKY >8,0 (B pacTBOpE) IPH BBICOKHX

KOHLCHTpPAUUAX B PA3HBIX YCJIOBUAX.

HNukyOupoanmu oOpasiubl KaXKI0ro BOJHOIO COCTaBa, MPUBEACHHOTO B TabiuIe 2,
npu Kaxaon u3 temneparyp S, 0 u -5 rpaaycos Llenbcust (Hanpumep, oOpasibl Kaskaoro
COCTaBa MOKHO MHKYOUpOBaTh mapajuiesbHo npu 5, 0 u -5°C) B TeueHUe OTHOM HEeNeH.
ITocne nHKyOanMy OLeHUBANN pas3zeneHue a3, oOpa3oBaHHE relisi, MyTHOCTh U BSI3KOCTb

IUTSI KaKIOro obpasiia.
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Ne oOpazua Bydep Bcnomorartennnbie | Konuentpauus | pH
BelleCTBA, OTJIHYHbIE AHTHTEJA K
ot Oydepa IL17A*
KonTpoun 20 MM mutpar 200 MM NaCl 80 mr/mn 5,7
(xoMMepUecKHit 0,03% PS-80
COCTaB, TakoH
KaK OIHCAHO B
narenre CIITA
Ne9376491)
1 Her 234 MM caxaposa 80 mr/mn 5,7
(cocras 0,03% PS-80
NIPUBEZIEH B
tabsune 1)
2 10 MM nmurpar 274 MM MaHHUT 80 Mr/m 5,7
3 10 MM nurpar 274 MM MaHHUT 80 Mr/min 5,7
0,03% PS-80
4 10 MM nurpar 234 MM caxaposa 80 Mr/min 5,7
0,03% PS-80
5 5 MM uutpar 175 mM NaCl 80 mr/mn 5,7
0,03% PS-80
6 2,69 MM L- 150 MM NaCl 80 Mr/mn 6,5
TUCTHIUH
6,28 MM L-
TUCTHIMHA
TUAPOXJIOpHIA
MOHOTHUAPAT
7 2,69 MM L- 150 MM NaCl 80 Mr/mn 6,5
THCTHAWH 0,03% PS-80
6,28 MM L-
TUCTHIUHA
TUAPOXJIOpHIA
MOHOTHApAT
8 2,69 MM L- 150 MM NaCl 80 Mr/mn 5,7
TUCTHAWH 0,03% PS-80
6,28 MM L-
TUCTHINHA
TUAPOXJIOpHIA
MOHOTHApAT
9 Her 130 MM NaCl 80 Mr/mn 5,7
10 Her 100 MM NaCl 80 Mr/mn 5,7
11 Her 65 MM NaCl 50 Mr/mn 5,7
12 10 MM nurpar Her 80 mr/mi 5,7
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*Antureno k IL17A  comepxutr nBe HCVR, wumeromme aMHHOKHCIOTHYIO
nocnenosareabHocTe SEQ ID NO: 8, u gBe LCVR, umeromue amMuHOKHCIOTHYIO
nocienosarenbHocTh SEQ ID NO: 7.

**IIoMUMO HCCIENyeMbIX BOIHBIX (DapMaleBTUYECKUX COCTABOB, NPUBEIEHHBIX B
Tabnuie 2, MPOBOAMIHM OLEHKY BOJHOTO (hpapMaleBTHMYECKOIO COCTaBa, COMAEPIKAIIEro
10 MM anetarnsiii Oydep, 150 MM NaCl u 80 mr/mn antutena k IL17A, ¢ pH 5,0, mocne
UHKyOanmu, il KOTOPOro HaOIoajcs HENmpueMIIeMbli ypOBEeHb (parMeHTanuu
aHTUTena npu ucnoapzoanuu CD-SDS B HEBOCCTaHABIMBAKOLINX YCIOBUSIX.

***Kpome Toro, kak ykazaHo B nmareHTe CIIIA Ne9376491, HaOmonanu HEMpUEMIIEMYIO
TeMIlepaTypy NOMyTHeHust s anturena k IL17A mpu ucnonb3oBaHMM areHTOB B
KOHILIEHTpaLusx MeHee ueM 20 MM B ciyuae rurparHoro Oydepa u 150 MM B ciiyuae NaCl.

Pasnenenue das:

Kak nmoppo6no onmcano B marente CIIIA Ne9376491, npennokeHHOE aHTHTENO K
IL17A (conmepxkaree nee LCVR, uMeromire aMMHOKUCIIOTHYIO TOCenoBareibHoCcTh SEQ
ID NO: 7, u nse HCVR, umeromme aMUHOKHCIOTHYIO MocienoBareabHocTs SEQ ID
NO: 8) ckyoHHO K paszneneHuro (a3 B pacTBope mpu Temmepartype Huxke 0 rpaaycos
Henbcus (°C). Tem He MeHee, JEKapCTBEHHBbIM MPOAYKT XpaHsaT npu S5°C, s dero
TpeOyeTcsi MepHOAMYECKOe CHIDKEHHE Temrepatypbl xonoauwibHuka Hike 0°C. Kak
npemioxeHo B mnateHTe CIIA Ne9376491, moBbllieHHE KOHLEHTPALUM LUTPATHOTO
Oydepa n NaCl B nocTaTOYHOI Mepe MOHMKAET TEMIIEPATYPY, MPH KOTOPOU MPOUCXOIUT
paznenenue da3. Tem He MeHee, UMEIOTCSI COOOIEHUST O OOJH, CBSI3AHHOW C MHBEKIIMEH
COCTAaBOB, CONEPKAIIMX MOBBIIEHHbIE KOHLEHTpauuu uutpatHoro Oypepa um NaCl, u
NAIMEeHThl OTMeYand OOJb, CBSI3AHHYIO C MHBEKLHEH, MOCIe BBEICHUS KOMMEPYECKOro

(bapMareBTHYECKOro COCTaBa HKCEKH3yMaba.

OuenuBanu pasngeneHue (a3 B cOCTaBaxX, NPUBEAEHHbIX B Tabmuie 2, mocie
uHKyOarmu mipu -5°C B TeueHHE OIHOM HENENH MyTeM BH3YaJbHOTO OTCIIEKHBAHUS
NPU3HAKOB pazaenenus (a3 (Hanmpumep, 0Opa3oBaHUs INIOTHOTO OOraToro OENIKOM CJI0s Ha

nHe pobupku). Pe3ynpTaThl npencraBieHsl B Taduume 3.

OGpaszoBauue res:
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SIBneHus, Takue Kak TEPMOJUHAMUYECKOE M3MEHEHUe TBepAo (asel (Hampumep,
oOpa3zoBaHHe Trelisl), MOTYT NPOUCXOAUTHb NMPU TOHMKEHHBIX Temmeparypax (5°C wmm
HIDKE), OTPULIATENIHO CKa3bIBasiCh Ha cTa0mipHOCTH. Kak mogpobHo onmcaHo B MaTeHTe
CIIIA Ne9376491, nna npennoxenHoro antutena k IL17A npu BeICOKMX KOHLIEHTPALMSIX
Habmonaercst obpasosanue renst npu temreparypax 5°C u Hmxke. B matente CLIA
NeG376491 Takke mokaszaHo, 4TO HaJJlekKallee MOBBILIEHUE KOHLEHTPALMU LIUTPATHOTO
Oydepa u NaCl nozsonser n3dexars 00pa3oBaHUs reis NPU MOHIKEHHBIX TEMITEPATYpax.
Tem He MeHee, KaK y>K€ OTMEYaNOCh BbIIIE, HMEIOTCA COOOLIeHNs: O OO, CBSA3aHHOM C
MHBEKLHEH COCTABOB, COAEPIKALINX IMOBBIIIEHHbIE KOHLIEHTPALMU LIUTPATHOTO Oydepa u
NaCl, um mnaumeHtsl oTMeuanu OONb, CBSI3aHHYKO C WHBEKLHUEH, MOCie BBEIEHUs

KOMMEpPYeCKOro (apManeBTHIECKOro COCTaBa UKCeKn3ymada.

PesynbpraTel oLleHKH 00pa3oBaHUs refisl B COCTaBaX, NMPHUBEACHHBIX B Tabiuue 2,
npenctaBieHbl B Tabmuie 3. Bkparume, mocne MHKyOauuu, Kak OIMCAHO BBILIE,
nepeMeIInBaIi KXyl npoOupky (Hampumep, nepeBopaunBaliy, a 3aTeM BO3BPALIAIH B
HCXOIHOE BEPTUKAIBHOE MOJIOXKEHHE), ITOCIIE Yero BU3yaJbHO MIPOBEPSUIIN 3aryCTEHUE WITN

OTCYTCTBUEC TCKYUYCCTU.

MyTHOCT®:

MyTtHOCTh (T.€. TOTEpss NPO3PAYHOCTH BCIIEACTBHE OOpPA30BaHHS CYCIEH3UH
IUCTIEPCHOTO BEIIECTBA) SIBJIAETCS HEOTBHEMJIEMOMU npobieMoii BOJHBIX
(apMaLeBTHYECKUX COCTABOB TepamneBTUYeCKHX aHTHTeN. [Ipobnema ycyryOnsercst npu
BBICOKOW KOHLIEHTPALIUH AaHTUTEJ U TIOHKEHHOHN TEMITEpaType, B pe3yJIbTaTe Yero COCTaB

MOXKET HE MPONTU BU3YAJbHYIO MPOBEPKY.

Bxkparue, mnocne wWHKyOaluu, Kak ONUCAHO BBIMIE, OLEHUBAJIN MYTHOCTH
(mpoBOIMIM W3MEPEHHs] MPU TEMIEpaType OKPYKAKMmeHd cpenbl), Kak BH3YaJIbHO
(HampuMmep, Ha CBETy C HCIOJb30BAaHUEM OYHINEHHOHN BOIBI JJisi CPaBHEHWsI), TaK U C
ucnons3oBanueM Hepenmomerpa (HACH Turbidimeter, cormacHo WHCTPYKIUSM
MIPOU3BOAUTENIS) ISl TIONYYeHHsI KOMn4ecTBeHHbIX pe3yibTatoB (B NTU). XenareapHbl

Oonee Huskue 3HaueHus B NTU; B uacTHoCTH, skenarenbHbl 3HaueHus NTU menee 50, roe
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NpeaeapHOe 3HaueHue mnpoxoskaeHus ucneitanus coctasisier 80 NTU. PesynbraThl

npeacTaBieHbl B Tabmuie 3.
Bs3koCTh:!

IIpuemnemMblii 1y MOJY4YEHUs, BBEACHUS NALMEHTaM M MEPEHOCHMBIN BOJHBIN
(bapManeBTHYECKUI COCTAaB JOJIKEH UMETh COOTBETCTBYIOIIYIO BSI3KOCTD. J[J1s1 MOKOXKHOM
nocTaBku TpeOyercss MeHee Bsi3kui (1o MeHbinedl mepe < 20 cIl) Bomsblii pacTBOp.
IloBbIlIEHHBIE KOHLIEHTPALIMM TEPANeBTUYECKOrO AHTUTENa CO3JAIT  MpodieMy
TIOBBILIEHHSI BSI3KOCTU. M3BeCTHO, uTO (hapmaneBTHUECKHE cocTaBbl, copepxamue NaCl,
MMEKT MOHM)KEHHYIO BSI3KOCTb, HO, KaK YK€ OTMEYaJIOCh, YBEJIMYEHUE KOHLEHTPALUU

NaCl B (hapMaLeBTHUECKOM COCTaBE BbI3bIBAET OOJIb, CBI3aHHYIO C HHBEKIIHEH.

OueHuBany BS3KOCTh COCTaBa | M KOHTPOJBHOIO COCTaBa, MPUBEIEHHOrO B TabiwLe 2,
nocyie nHkyOarmu npu 20°C Ha Buckosumetpe (Anton Paar AMVn Viscometer, coriacHo
WHCTPYKLHUSAM TPOM3BOOUTENS) Uil TOJNY4YeHHs pe3yJbTaToB B caHTumnyasax (cll).
JKenarenbHbl Ooniee HU3KMe 3HaUeHus B cll, B yacTHOCTH, Hanpumep, <20 cIl. Pe3ynbraTe

npeAcTaBjeHbl B Tabmuie 3.

Tabmuua 3. OueHka pacTBOPUMOCTH COCTABOB, IIPUBEIEHHBIX B Ta0uLEe 2

Ne o0pazua Ouenka Ouenka MyTHocTh | BsizkocTh
pazaeneHusi a3 | o0Opa3oBaHus rejs (NTU) (cID)

KonTpoan Her Her 63

1 Her Her 10

2 Ha HO HO HO

3 Ha HO HO HO

4 Ha HO HO HO

5 Her Her 85 HO

6 Her Ha HO HO

7 Her Ha HO HO

8 Her Her 95 HO

9 Ha HO HO HO

10 Ha HO HO HO

11 Ha HO HO HO

12 Ha HO HO HO
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Kaxk nmokasano B Tabmure 3, HenpuemyieMoe pasaeneHue a3 win o0pa3oBaHUE Telis
HaOJIFO1aJIH 7151 BCEX COCTABOB, B KOTOPBIX OTCYTCTBOBAI 1O MeHbInei Mepe 150 MM NaCl
(a Taxxke st Beex cocraBos ¢ NaCl, He cogepxkamumx Oydep), 3a uCKIFOUeHHEM cocTana 1,
B KOTOpPOM pa3zenenue a3 He Habmonanocek. PesynbraTel pazaenenus ¢a3 mist cocrasa 1
CpaBHUMBI C KOHTPOJIbHBIM COCTAaBOM (COCTaB C BBICOKMM COACPKAHUEM LUTpPATA,
BeicokuM conepxkanueM NaCl). Kpome Toro, Hempuemsemoe o0Opa3oBaHuE TIelist
HaOJIOaN JIs1 COCTAaBOB, conepskamux ructuanHoBbiil Oydep u NaCl npu pH 6,5. B
cocraBe | oOpazoBaHue renst He HaONIOANOCh, U OH ObUI CPaBHUM C KOHTPOJIBHBIM
COCTaBOM (COCTaB C BBICOKHMM CONEP)KAHUEM LUTpara, BbICOKUM conepxanuem NaCl).
Kpowme Toro, HaOrona1i HEMPUEMIIEMYO MYTHOCTh Kak AJisi coctaBa 5 (murpat (5 MM),
NaCl (175 mM)), Tak u nist coctasa 8 (ructuans (9 MM) u NaCl (150 mM)). st cocrasa 1
OBUT IPOIEMOHCTPUPOBAH MPUEMIIEMbIH YPOBEHb MYTHOCTH, KOTOPBIH, YTO HEOXKUAAHHO,
OBUT 3HAYUTENBHO JIyYIle 110 CPABHEHUIO C KOHTPOJIBHBIM COCTABOM (COCTaB C BBICOKUM
comepKaHueM LUTpaTa, BhICOKkUM cozaepkanueM NaCl). Kak moka3aHO JOMOIHHUTENBHO,

KaK COCTaB 1, Tak U KOHTPOJIbHBIM COCTaB UMEJHN MPUEMIIEMYIO U CPABHUMYIO BSI3KOCTb.
XuMHYeCKas CTA0MJILHOCTD:

Xumuueckasi CTabOMJIbHOCTh Ba)KHA MPU pa3pabOTKe BOJHOTO (hapMaLeBTHYECKOTO
COCTaBa, YTOOBI CHENaTh BO3MOXKHBIM XpaHeHHe (T.e. 00eCredyuTh JOCTATOYHBIH CPOK
XpaHEHMs)) U COXPaHWTb MNpHU 3TOM Oe3zomacHOoCcTh U 3(ddexruBHOCT. OueHUBAIM
XUMHYECKYI0 CTaOWJIBHOCTb MJISi CPaBHEHHMs KOHTPOJs M coctaBa | (mpuBeneH B
tabmuie 2) mocine WHKyOauuu B TedeHue derbipex Hepenb npu 25°C wmm 40°C B
HCCJIEIOBAHUSIX YCKOpPeHHOro paspymenus. CpaBHUBaIM u3MeHeHue ypoBHs HMW

arperaTtoB B % oTHocutenbHO ypoBHI HMW arperatos B % MomeHT BpemeHnu 0.

B omHoM #3 crmocoOOB  OLEHKH — ONpENeNsyli  M3MEHEHHE  YPOBHS
BbICOKOMOJNIeKy sipHbIx  (HMW) arperatoB B COCTaBax MyTeM TeJIbIIPOHUKAIOIIEH
xpomatorpadun (I'TIX) cornacHo crangapTHBIM criocobam. Pe3ynbTaTel MpeacTaBieHbl B

Tabmuie 4.
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Tabmauua 4. Kpatkoe onucanue usMeHenus yposast HMW arperatos B % Opu U3MEPEHUHU

nytem ['TIX
Ne cocTtaBa HN3menenne yposuss HMW | Hsmenenne yposus HMW
(cormacHo Tadauue 2) arperatoB B % 25°C arperatoB B % 40°C
Koutpons 0,25 0,05
1 0,49 0,43

ITokazaHo, 4TO Kak KOHTPOJBHBIA COCTaB, TaK U cOcTaB 1 coryiacHo tabnuue 2
IEMOHCTPUPYIOT TPUEMJIEMYI0 U CPaBHHUMYIK) XHMHYECKYI0 CTa0WJIBHOCTH B

HCCNIENOBAHUAX YCKOPEHHOI'O PA3PYyIICHUA.

B nmomonHenue, wuccaenoBanmd XUMHUYECKYHO CTaOMIBHOCTD B YCJIOBHSIX
YCKOPEHHOTO COCTApUBAHUs AJIsI KOHTPOJIA M cocTaBa | corjmacHo tabnuie 2 myTeMm
kaTroHooOMeHHo# (CEX) BOXKX. Bxparue, nakyOouposanu o0pasusl npu 25°C B TeueHue
yeTelpex Hemenb. Ilocne wuHKyOaumm aHamu3upoBaid oOpasmbl AT ONpEnesIeHUsS
YBEJIUYEHHUS Yuciia KUCIOTHBIX GopM B % (%AV) nyrem CEX BOXX. VBenuuenue uncia
KUCJIOTHBIX (opM B % (%AV) sBsieTCsl MOKa3aTesieM pa3pyLICHUs TepParieBTUYECKOTro

AHTUTEJIa B BOOHOM COCTaBE. PeBy.HbTaTbI MpeaCTaBJICHLI B Ta6.III/IL[e 5.

Tabmuua 5. Yeeauuenue % AV 3a 4 npu 25°C

Ne cocTraBa YBeauuenue % AV
(corjiacHo Tabymue 2)
KonTponb 2,0
1 23

ITokazaHo, 9TO KaK KOHTPOJIb, TAK M COCTaB | coryacHo Tabiuiie 2 TeMOHCTPUPYIOT
NMPpUEMIIEMBIE U CPAaBHUMBIC YPOBHU XUMHAYECKON CTaOMIBbHOCTH B JOMNOJIHUTEJIBbHBIX

HCCJIEZIOBAHMSIX YCKOPEHHOTO Pa3pyLIeHHs!.

MuoronapaMerpoBasi OleHKa cocrasa 1 coryiacHo Tadauue 2.

Kak mnponeMOHCTpUpOBAaHO B HACTOsLIEM MAOKYMEHTE, COCTaB | COIacHo

Tabnuie 2 00ecrneunBaeT HEOXKUIAHHYIO CTA0MIIBHOCTD, CPABHUMYIO € (UJIH YIIYHIIEHHYIO
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0 CPaBHEHUIO C) KOHTPOJBHBIM COCTaBOM cornacHo Tabmune 2. Ilposommmm
MHOTOIIapaMETPOBYI0 OLIEHKY (U3NYECKOH M XHMHYECKOH CTaOWIBHOCTH cocTaBa |

COIJIACHO TabnuIe 2, KaK YKa3aHo Jajee.

Bxkparue, mogudummpoBanu 4eTbipe nepeMeHHble (KOHIEeHTpauus anturena; pH;
KOHILIEHTpaLus caxaposbl, U koHueHTpamus PS-80) B coctase 1 cormacHo tabnuue 2 ans
OLIEHKH M3MEHEHHUs (PU3NUECKON M XUMHYECKOH CTaOMIBHOCTH B OTBET HA M3MEHEHHE
KaXIOM TMEepeMEeHHON W/WIM COBOKYITHOE€ H3MEHEHHe pa3HbIX mnepeMeHHbIX. Cocras |
corjacHo Tabnuie 2 BrIOpaH B KaueCTBE OCHOBHOIO COCTaBa AJIsl JAHHOTO SKCIIEPUMEHTA.

BapuaHTbl cOCTaBOB IpeNCTaBIeHbI B TAOIHUIIE 6.

Tabnuna 6. BapuaHuTtsl cOCTaBOB

Ne o6pazua Caxaposa | PS-80** | Aurureno k IL17A"° | pH
OcHOBHOIi cocTaB 234 MM 0,03% 80 mr/mun 5,7
(coctaB 1 cornacHo Tabmuie 2)

13 205 MM 0,05% 72 mr/min 52
14 205 MM 0,005% | 72 mr/mn 6,2
15 205 MM 0,005% 88 mMr/mi 5,2
16 205 MM 0,05% 88 mMr/mi 6,2
17 263 MM 0,005% | 72 mr/mn 5,2
18 263 MM 0,05% 72 mr/mi 6,2
19 263 MM 0,05% 88 mMr/mi 5,2
20 263 MM 0,005% 88 mMr/mn 6,2

*Antureno k IL17A  comepxutr nBe HCVR, wumeromme aMHUHOKHCIOTHYIO
nocnenosareabHocTh SEQ ID NO: 8, m gBe LCVR, umeromue amMUHOKHCIOTHYIO
nocienosarenbHocTh SEQ ID NO: 7.

**CoOTBETCTBHE KOJHYECTB MojucopOaTa auama3oHaMm, NpPHUBEIEHHBIM B Tabnuie O,
MONTBEPKIATH B UCCIIENOBAHUSX YCKOPEHHOTO 3aMOPaKHBAHHSI-PA3MOPAKUBAHUS.

OuenuBanu pazueneHue ¢as, oOpa3oBaHHE Telsi WU MYTHOCTb MU KaXIOTO
BapHaHTAa  COCTaBa  COTJIACHO  crmoco0aM,  OMHCAHHBIM  BbIE.  YKa3aHHAs
MHOTOMapaMeTpoBasi OLEHKA TMO3BOJSIET ONPEAeNsiTb  Mpedesibl  JOMYyCKOB ISt
OLICHHBAaEeMbIX TepeMeHHbIX. Pa3nenenue (a3 wim obpasoBaHue rejisi He HaOIHOIANH,

OTMECYAIN IPUECMIIEMYO MYTHOCTD.

OueHKa 70JrocPpOYHOH CTA0OHJILHOCTH
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Omnpenenenne AOATOCPOYHOH CTAOMIIBHOCTH BOAHOTO  (papMaLeBTHYECKOTO
coctaBa TpeOyercs Ui IEMOHCTPALMH BO3MOXKHOCTH XPAaHEHHsI M TOCTAaTOYHOTO CPOKa
xpaHeHust (Hampumep, | rox, 2 roma wimm posbine). OuUeHHUBANIM JOJITOCPOUHYIO
CTa0MIIBHOCTb OCHOBHOTO COCTaBa COTIACHO Tabiuile 6 (KOTOPBIN COOTBETCTBYET COCTABY,
npuBeneHHOMy B Tabmmie 1, u cocraBy | cormacHo Tabnune 2) mociie WHKyOamuu
obpasuos npu: 5°C B Teuenue 1, 3 u 6 mecsiues, 25°C B reuenue 1 u 3 mecsues; u 35°C B

tedeHue | u 3 mMecsues (Takke MPOBOAUIIN OLEHKY 0Opasia q0 UHKYyOalHH).

ITocne nHKyOaL Uy aHANU3UPOBAIN 0Opa3Lbl 71l ONpeAesIeHHs YPOBHS MOHOMeEpa
B NPOLIEHTaX U YpOBHs BbICOKOMOJNEKyJsipHbIX (HMW) arperatoB B mpoleHTax myTem
renprnponukaromer  xpomarorpaguu  (I'TIX) cormacHo CTaHAapTHBIM — CHOCOOaM.

PesynbpraTe! npencTaBieHsl B Tabnue 7.

Tabnuna 7. OueHka 10JArocpoYHOl cTabMILHOCTA OCHOBHOI'O COCTaBa

Temneparypa IIpoponxkuTeNLHOCTD Monomep HMW arperatsi
unkyoOauumn (°C) HHKYOAIuH (%) (%)
(MecsubI)

Kounrpoanb HJ 98,61 1,27
(o nHKYyOanMHN)
5 1 98,83 1,10
5 3 98,57 1,39
5 6 98,61 1,27
5 12 98,67 1,28
25 1 98,59 1,32
25 3 98,01 1,85
35 1 97,93 1,70
35 3 95,54 3,30

CornacHo MPUBEACHHBIM JaHHbIM IJisi OCHOBHOI'O COCTaBa COTrJIaCHO Ta6m/1ue 6
MNPOACMOHCTPHUPOBAHA AOJIOCPOYUHASA CTaOMJIBHOCTh TEPANMEBTUICCKOTO aHTUTEIA JAXKE B
CTPECCOBBIX YCJIOBUAX BBIACPKUBAHUA B TECUCHUE MJIUTCIIBHOIO BPEMEHU IMMPU BBICOKOI

TeMIepaType.

HceeneaoBanue nepeHoOCHMOCTH in Vivo
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IIpoBogunm oeHKy OOJH, CBSI3aHHON C WHBEKIHEH, MPU MOAKOXKHOW HHBEKIIHU
BOJHOro (hapMaleBTHYECKOTO COCTaBa HKCEKM3ymMaba C BBICOKOH KOHIEHTpauuei
(80 Mr/mim) cormacHO HCCIIEIOBAaHUIO, B KOTOpOoM cyObekTam BBOIAT IIK wHBEKIHIO
oxHOro u3 cocraBoB A unn B (kak ykazano B tabnune 8), a 3arem 1K nnbpexiuio npyroro
u3 coctaBoB A miu B cmycTst HekoTropoe Bpems (Hampumep, uepes 1, 5, 7, 10, 14 nneit
U T.71.). 3aTeM OLIEHUBAIOT OO0JIb, CBA3aHHYIO C HHBEKLNEH, Y CYyOBEKTOB 10 PEUTHHIOBOM
mkane BAIIl B ykazaHHbIE MOMEHTBI BpeMeHH (Harpumep, depe3 1| MuHYTY (T.e. cpasy
nocJie UHbeKIUN), uepe3 10 MunyT, uepes 1 yac, uepes 4 yaca, uepe3 1 1eHb) mocie KaKaon

HWHBCKIHH.

Tabnuna 8. @apManeBTUUYECKUI COCTAB UKCEKMU3yMala

Coctas A Cocras B
(COOTBETCTBYET OCHOBHOMY (xommepueckuii coctaB Taltz®)
COCTaBy COTJIACHO TaduLe 0)
UKCEKH3yMad 80 Mr/mi MKCEKH3yMad 80 mr/mn
pH 5.7 pH 57
PS-80 0,3 MM PS-80 0,03% (macc./00.)
caxaposa 80 MM NaCl 200 MM
Tl | iarparseii 6ygep | 20 MM

Co0TBETCTBEHHO, MPOBOAWIM PAHAOMU3UPOBAHHOE MEPEKPECTHOE HCCIEeI0BAHUE
OJTHOKPATHOH 1O3BI C OCJEIUICHHEM CYOBEKTOB, B KOTOPOM CyOBEKTOB CiydaliHbIM
o0pasoM pacrpenensiii B ONHY M3 JABYX rpynn Jjedenws. Kaxkpas rpynma jiedeHus
NoJIy4aJia MOAKOXHbBIE HHBEKIUH (PapMalleBTUYECKUX COCTABOB, conepskamux 80 mr/mi
MKCEKN3yMada, TaKUX Kak MPENCTaBJIEHO B TaOiHLE 8, COTJIACHO CIENYIOIUM PEXKHMaM

BBEJIEHUST UHBEKIIUI.

I'pynna nevyenust 1 nmonyuana ogHy 103y cocTaBa B, a 3areM ofHy 03y coctaBa A
yepe3 ceMmb aAHel. I'pynma neuenus 2 noayuana omHy nosy, nyreM IIK unbexiuy,
coctaBa A, a 3atem onHy no3y, nyteMm IIK uHbexuuu, cocraBa B uepe3 ueTelpHaanath
nHed. MeaUUMHCKUI epCOHa BBOAMI HHBEKLUH B KHUBOT CYOBEKTA, HAXOAMBILETOCS B
cU/siueM WJIM MojyJekadeM nojoxeHuu. Ilocnenyromue HHbEKIIMY MOXHO YepeaoBaTh

MEXAY pa3sHbIMH KBaJpaHTaMH >KUBOTA. lIpoBommnm oOueHKy Oonu, CBSI3aHHOH C
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UHDBEKIMEN, Ha OCHOBaHUU peiTuHrosoi mkansl BAIIl cpa3y mocne kaxaoil MHbEKLUU
(Harmpumep, B TeueHue 1 MHHYTHI) U 4depe3 10 MUHYT mociie MHbEKIMHU. Pe3ynbrarsl

npencTaBiieHbl Hbke B Tabnunax 9 u 10.

Tabauua 9. laugble 1 cpaBHeHUs1 OO, CBSI3aHHON C UHBEKLIUEN

Cocras HNupexc BAIIL HNupexc BAIII
BpeMs1 IIOCTIe UHBEKINHU (B TeUeHUe | BpeMs nocie uabekiuu (10 MuH)
1 mun)

A (N=63) |3,52 0,68

B (N=61) |25,21 5,15

Kak mokaszano B tabmmie 9, cocraB A obOecnednBaJl 3HAUUTEIBHOE CHUKEHHE
unnekca BAIII mo cpaBHeHHO ¢ coctaBoM B (kommepdecku noctymHbiii coctaB Taltz®)

KaK Cpa3dy nocCJI€ UHBEKLNH, TaK 1 YEPE3 10 MUHYT ITOCJIE UHBEKINU.

Tabmuna 10. Agann3 nepeHOCUMOCTH HALMEHTAMU

HNupexc BAIL Cocras A Cocras B
BpEMsI TIOCJIe MHbEKIINU BpeMsi TIOCJIe MHbEKIIUU
(B TeueHue 1 MuH) (B Teuenue 1 MuH)

Her 60smn (BAIII=0) | 26 (u3 63 manueHToB): 5 (u3 61 mauuenta): 8,2%

41,3%
Cnatas 6oab 36 (13 63 MaUUEeHTOB): 36 (u3 61 mauuenta): 59,0%
(BAIII<30) 57,1%
Boab or ymepennoii | 1 (u3 63 mauuentos): 1,6% | 20 (u3 61 mauuenra): 32,8%
A0 TSAKEI0H
(BAIIT>30)

Kaxk mokasano B Tabmuie 10, cocraB A oOecrieynBaj 3HAUUTEIBHOE YBEITUYCHHE
Yyciia TALHMEHTOB, HE OINYIABIIMX OOJb, CBS3aHHYKD C HMHBEKLHUEH, cpa3y Iocie
WHBEKLUY, 4 TAKXKE 3HAUYUTEJIBHOE MPEUMYILIECTBO, 3aKIYaBIIEeCs B CHUKEHUU 4YUCTIa
MAIMEeHTOB, OLIYIIABIINX OOJb, CBA3aHHYIO C WHBEKIHEH, OT YMEPEHHOW N0 TSKEJOH
CTETIEHU Cpa3y MocJie HHBEKIUH 110 CPABHEHHIO C COCTaBOM B (koMMepuecku AOCTYITHBIN

cocras Taltz®).
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AHann3 papMaKoKHHETHKH in Vivo

Ananu3 GpapMaKOKMHETUKH BOAHOTO (apMaleBTHYECKOIO COCTaBa UKCEKH3ymada
MOXeT OBITh NMPOBEAEH COIJIACHO HCCIEAOBAHUIO, B KOTOpOoM cyOwbekTam BBOmAT IIK
WHBEKIUIO OJHOTO U3 cocTaBoB A mwin B (kak ykasaHo B Tabmune 8). 3arem mpoBOIsT
aHanmu3 (PapMaKOKUHETHKH Y CYOBEKTOB B pa3Hble MOMEHTHI BpeMeHH (Harnpumep, 1o TIK
nHbeKUMH, a 3atem nocne IIK umnabekuun, Hanpumep, depes 1-24 4, 1-90 nueit mocne

UHBEKIUH).

CoOTBETCTBEHHO, MPOBOAMIN PAHJOMU3UPOBAHHOE HMCCIEOBAHNUE OJXHOKPATHOU
I03bl C MapajuIeNIbHBIMKU TPYIIIAMHU C OCJeIJIeHHeM CyOBeKTOB, B KOTOPOM B 1 IeHb
CyOBEKTOB CITy4aliHbIM 00pa3oM pachpenesisiii B OJHY M3 [BYX rpymm JedeHus. Ilepen
HOJTy4eHHeM JieueHus (Hanpumep, Ha 1 1eHb nepes BBeAeHHEM 103bl) 0TOupanu oopasipsl
NAaLMEeHTOB O BBEACGHUS J03bl W3 O0eMX Tpymm JIe4eHWsl Uil OLIEHKHU
¢dapmakoknHeTnyeckux cpoiictB. Ha 1 nenp rpynma jedenuss 1 nosdydana OmHY
I1K mabeKIio cocraBa A, a rpymnma JIe4eHus 2 Mojydaia OGHY MOIKOKHYI HHBEKIIHIO
coctaBa B (xak ommcano B Tabmuue 8). MemUIMHCKHN TEPCOHAT MOXET BBOJIMTH
UHBEKLIUH B JKUBOT CyObekToB. [locne BBemeHuss n03bl OTOMpanu oOpasibl B JHU
uccnenoBanus 3, S (£1 nens), 8 (1 nmeww), 11 (=1 nmensw), 15 (£2 nus), 22 (£2 gus), 29
(+2 nus), 43 (£2 nus), 57 (£3 avs), 71 (£3 oust) u 85 (£3 AHA) Ui OLIEHKU MapaMeTpPOB
dapmakokuHeTHky, Bimoudas Cmax (MakcumanbHas HaOJOmaemMasi KOHLIEHTpPALIMS
nekapcrBeHHOro cpeacrtBa), AUC[0-0] (mmomans TMOA KPUBOH  3aBUCHMOCTHU
KOHLIEHTPALIUH OT BPEMEHH OT MOMEHTa BpeMeHH HOJb 10 6eckoHeuHOCTH), AUC[0-trocx]
(Tommane Mox KpUBOHW 3aBUCHMOCTH KOHLEHTPALIMU OT BPEMEHH OT MOMEHTAa BPEMEHH
HOJb B | NI€Hb HWCCIIEOBaHMS 1O BPEMEHH OIpENeNIeHUs] MOCIEeTHEH MOANaroIencs
U3MEPEHUI0 KOHLEHTpauuu), u Tmax (Bpems, B KOTOpOE HAOIOANIN MaKCUMAJIbHYIO

KOHILIEHTPALIUIO JIEKAPCTBEHHOTO CpeacTBa). PesynbraTe! npencrasiensl B Tabmure 11.
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Tabauua 11. Agann3 hapMakKOKMHETUKH 1N Vivo

Cocrtas IHapametp Px 3Hauenue OTtHomeHue
(cpenHee reoMeTpHUECKOE TIO (Coct. A/
METONly HANMEHBIINX KBaJPaTOB) Cocr. B)
Cocras A AUC[0-m0] 159 1,05
(N=33) (MKr* nens/mu)
Cocras B 152
(N=32)
Cocras A AUC[0-tuocx] 153 1,04
(N=33) (MKr* nenn/mu)
Cocras B 146
(N=32)
Cocras A Cmax 6,29 1,00
(N=33) (MKr/MiT)
Cocras B 6,31
(N=33)
Cocras A Tmax 4,09 (meaguana
(N=33) (mHM) pa3auyusi)
Cocras B 3,95 0
(N=33)

Kax nokazano B Tabamue 11, nist coctaBa A MpOAEMOHCTPUPOBAHBI CPABHUMBIE
napameTpsbi Px ¢ cocraBoM B (kommepuecku noctynHbiii coctaB Taltz®). Kpome Toro, Hu
IUIE OJHOTO W3 COCTaBOB HE COOOIIAIOCH HH 00 ONHOM CEPbEe3HOM HEKeNaTeIbHOM
SIBJIEHUH, 1 00I11ast 0€30MacHOCTh COCTaBa A COOTBETCTBYET M CPaBHUMA C 0€30MaCHOCTHIO

cocrasa B.

OueHKa HeHTPAJIHU3ALMHA MU IIEHH

IMocne unkyOamu obpas3nos coctaBa A npu 5°C B Tedenue 1, 6 u 12 mecsies;
25°C B Teuenne 1 mecsina; u 35°C B TedeHune 1 mecsiiia OlleHUBaJIM aKTUBHOCTb COCTaBa A
10 CPaBHEHHIO C cocTaBOM B (cormacHo Tabnmue 8) B KJIETOYHOM OHOHMCCIENOBAHHH.
Bkparue, BblpammBaiu KJIETOYHYIO JIMHUIO octeobmactoB mbimmn MC3T3-El, koropas
SHIOTeHHO 3KcmpeccupoBana peuentop IL-17A u yCTOWYMBO 3KCIpeccUpoBaia TeH

monudepaspl CBETISTYKOB M B KOTOpod B mpucyrcteuu IL-17A umHIyumpoBanachk
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TPAHCKPHUILHMSA JIFOLM(epasbl, YpOBEHb KOTOPOI ObUI MPOMOPILHMOHANIEH aKTUBHOCTH IL-
17A. B pamkax KJI€TOYHOrO OWOWCCIIENOBAHUS TMPEABAPUTEIHPHO WHKYOHUPOBAHHBIC
o0pasubl cocTaBoB A W B BBOIMIM B JIYHKH C KyJIBTYPOH, COOTBETCTBEHHO, M IIOCI]IE
U3MEPEHUs SKCIPECCHH JIFOLM(epa3bl CTPOMIN KPUBbIE 3aBUCUMOCTH UHIMOUPOBAHUSA OT
703bl. AHANIU3UPOBAIM JJAHHBIE NTyTEM MOCTPOEHHUsS] KPUBOM MO YEThIPEXIapaMeTPOBOMY
JIOTUCTUYECKOMY ypaBHeHHIO. Ompenensii OTHOCUTENbHYK) AKTUBHOCTb, BBIYMCIAS
orHomenne ECso mnsa cocraBa A k ECso amst cocrasa B (Hampumep, cTanmapra,

UCTIONB3YEMOTrO ISl cpaBHEeHMs). Pe3ynbraTel npeacTasieHsl B Tabaure 12.

Tabauua 12. OnieHka OTHOCUTENBHON aKTUBHOCTH cocTaBa A (B % OTHOCUTEILHO

cocrana B)

IIpogoxuTeNLHOCTD Temnepatypa HHKYOALH
HHKYOauuu (°C)
(Mecsiuer) 5°C 25°C 35°C
1 101% 98% 101%
6 103% HO HO
12 98% HO HO

Kax mokazano B Tabmmue 12, mis coctaBa A TNpPOAEMOHCTPHPOBAH YPOBEHb
HEeUTpalu3aliy MHULICHH, CPABHUMBIN C COCTaBOM B (KOMMepuUecKu AOCTYIHBIN COCTaB

Taltz®), nocie ATUTENTPHOTO XPAHEHUs B CTPECCOBBIX YCIOBHSX.

IlocaenoBaTeIbHOCTH

SEQ ID NO: 1 (LCDRI1 npeano:xkernnoro anturena Kk IL17A)
RSSRSLVHSRGNTYLH

SEQ ID NO: 2 (LCDR2 npenno:xennoro anrureja k [L17A)
KVSNRFI

SEQ ID NO: 3 (LCDR3 npenno:xennoro anrureja k [L17A)
SQSTHLPFT

SEQ ID NO: 4 (HCDRI1 npeaJioxkeHHoro anturenaa k IL17A)
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GYSFTDYHIH

SEQ ID NO: 5§ (HCDR2 npeanoxennoro anrureja k IL17A)
VINPMYGTTDYNQRFKG

SEQ ID NO: 6 (HCDR3 npeaJioxkenHoro anrurteaa k IL17A)
YDYFTGTGVY

SEQ ID NO: 7 (LCVR npeanoxkenHoro anturesa k IL17A)
DIVMTQTPLSLSVTPGQPASISCRSSRSLVHSRGNTYLHW YLQKPGQSPQLLIY
V SNRFIGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCSQSTHLPFTFGQGTK
LEIK

SEQ ID NO: 8 (HCVR npenno:xkenHoro anturesa k IL17A)
QVQLVQSGAEVKKPGSSVKVSCKASGYSFTDYHIHWVRQAPGQGLEWMGVIN
PMYGTTDYNQRFKGRVTITADESTSTAYMELSSLRSEDTAVYYCARYDYFTGT
GVYWGQGTLVTVSS

SEQ ID NO: 9 (1erkas uenb npeasio:keHHoro anturesa K IL17A)
DIVMTQTPLSLSVTPGQPASISCRSSRSLVHSRGNTYLHW YLQKPGQSPQLLIY
KVSNRF IGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCSQSTHLPFTFGQGT
KLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQ
SGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKS
FNRGEC

SEQ ID NO: 10 (Tsxxen1asi uenb npeaJsiokeHHoro anrurena k IL17A)
QVQLVQSGAEVKKPGSSVKVSCKASGYSFTDYHIHWVRQAPGQGLEWMGVI
NPMYGTTDYNQRFKGRVTITADESTSTAYMELSSLRSEDTAVYYCARYDYFT
GTGVYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPV
TVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPS
NTKV DKRVESKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVV
V DVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDW
LN GKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLT
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CLV KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQ
EGNV FSCSVMHEALHNHYTQKSLSLSLG
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POPMYJIA U3OBPETEHUA

1. Bonsblii hapmaneBTHUECKH COCTaB, COAEPIKALIHIA:
(1) aarureno k IL-17A B xoHuenTparuu 80 mr/mia +/- 10%;
(11) caxapo3y B kKoHIeHTpauuu 234 MM +/- 10%; u

(Iv) TOBEepXHOCTHO-aKTMBHOE BeLIeCTBO B  KoHUeHTpauun oT 0,005%

(macc./06.) +/- 10% nmo 0,05% (macc./06.) +/- 10%,

I7ie yKa3aHHbIH (papMalleBTHYECKHI COCTaB MpeAcTaBisieT coOoi BogHbIH pacTBop ¢ pH oT
5,2 1o 6,5, u antureno k IL17A copepxxut BapuabenbHyro obsacts serkoii nernu (LCVR)
u BapuabenbHyto oOmacte Tsokenoit uemn (HCVR), npuyem LCVR  copepskut
onpenessromue komruieMeHTapHocTh yuactku (CDR) LCDRI1, LCDR2 u LCDR3, u
HCVR conepxxur CDR HCDR1, HCDR2 u HCDR3, npu 3tom:

LCDRI1 conep:xur aMuHOKUCIOTHYIO nocienosarenbHocTs SEQ ID NO. 1,
LCDR2 conepxut aMUHOKHCIOTHYIO nocienoBateibHOCTh SEQ ID NO. 2,
LCDR3 conepxut aMUHOKHCIOTHYIO nocieaoBateibHOCTh SEQ ID NO. 3,
HCDRI1 copepsxxutr aMMHOKHUCIOTHYIO TiocsenoBaTenbHOCTh SEQ ID NO. 4,
HCDR2 copepsxutr aMMHOKHUCIOTHYO TiocnenoaTenbHOCTh SEQ ID NO. 5, u
HCDR3 copepxut aMMHOKUCTIOTHYIO nocienosarenbHocts SEQ ID NO. 6.

2. dapmaleBTUYECKUI COCTaB MO 1.1, OTIMYArOIUICA TeM, 4YTO YKa3aHHOE
MOBEPXHOCTHO-aKTHBHOE BEIIECTBO TMpeNncTaBjsier coboit  momucopbar 20 wm

nojyicopOart 80.

3. DapmMaLeBTUYECKUI COCTaB MO 1.2, OTIWYAKOLIUNCA TeM, 4YTO YKa3aHHOE

MOBEPXHOCTHO-aKTHBHOE BEIIECTBO MpeACTaBsieT codoit morcopdar 80.
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4. DapmaneBTUYeCKHil cocTap 1o Jrodomy u3 min. 1 - 3, OTIIMYAOIIHIACS TEM, YTO
yKa3aHHBIA  (papMaleBTHUECKUII COCTaB IO CYINECTBY HE COAEPKUT HOHHOE

BCIIOMOTaTEJIbHOE BELIECTBO, PETYJIUPYIOLEE TOHUIHOCTD.

5. dapmaneBTHYeCKnil cocTa 1o Jirobomy u3 mir. 1 - 4, OTIIMYAOIIHIACS TEM, YTO
yKa3aHHbIH (hapMalleBTHYECKHII COCTaB IO CYLIECTBY HE COIEPKUT BCIIOMOTaTENIbHbIC

BEIIeCTBA Ha OCHOBE L-aMHUHOKHCIIOT.

6. dapmareBTUYeCKUi cOCTaB Mo JrobomMy U3 min. 1 - 5, OTIUYaroImuiicss TeM, 4TO
ykazaHHbill LCVR comgepxut amuHOKUCIOTHYIO nocienoBarenbHocTh SEQ ID NO. 7, u

HCVR conepxutr aMuHOKUCIOTHYIO nocienoBarenbHocTs SEQ ID NO. 8.

7. dapmMaLeBTUYECKUI COCTAB MO 1.6, OTIIMYAKLIUICA TEM, YTO YKa3aHHOE aHTUTENIO
k IL17A conepxut nerkyro nenb (LC) u mspxenyro nens (HC), rone LC conmepxxur
aMMHOKUCIIOTHYI0 —mocienoBarenbHocTh  SEQ ID NO. 9, u HC conmepxut

aMHUHOKHCIIOTHYIO nocienoBatenbHocTh SEQ ID NO. 10.

8. dapmManeBTUYECKUH COCTaB MO JitoOoMy U3 mil. 1 - 7, OTIIMYAOLIMICS TEM, YTO

ykazanHoe anturesio k IL17A npexncrasinser coboit nkcekuzymao.

9. Cnocob nedenuss RA, Ps, GenPs, 3yna xoxu, AS, PA, PPP, HS wm MM,
BKJIIOYAIO LU BBEJEHUE MALUEHTY, HY KIAIOLEMYCs B 3TOM, 3PP eKkTUBHOro KOJIMuecTBa

(hapManeBTHYECKOro COCTaBa Mo Jrdomy u3 . 1 - 8.
10. Cnoco0 mo 1.9, BKIIFOYArOIIHIA:

MOAKOKHOEC BBCACHUE MALIUCHTY Ha4aJIbHOU J03bI (bapMa]_IeBTI/ILIeCKOFO CcOCTaBa B 1€Hb O,
MOCICAYIOIIEC TMOAKOXKHOE BBECACHHUC q)apMaL[eBTI/I‘-ICCKOFO COCTaBa MNAalUEHTY C

YETBIPEXHEACIIbHBIMU UHTEPBAJIAMU,

rae  (dapManeBTHUECKHH COCTaB, BBOAMMBIA TALMEHTY C YeThIPEXHEIENbHBIMU
MHTEpBajlaMH I0CJie HadajlbHON 103bl, comepkuT aHTuteno k IL17A B KOHLeHTpauuu

npumepro 80 mr/mit.

11. Cnoco0 mo 1.9, BKIIFOYArOIIHIA:
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MOAKOKHOC BBCACHUEC MALIUCHTY Ha4aJbHOMH JA03bI (l)apMa]_IeBTI/ILIeCKOFO COCTaBa B 1€Hb O,
NOCJICAYIOIIEC TMOAKOXKHOE BBCACHHC (I)apMaL[eBTI/I“IeCKOl"O COCTaBa MNALUEHTY C

ABYXHCACIIbHBIMU UHTCPBAJIAMU,

rae (apMaLeBTUYECKUN COCTaB, BBOJUMBIN MAL[UEHTY C ByXHEIEIbHBIMU MUHTEPBAJIAMHU
1ocjie HadalbHON 103bl, coaepkUT aHTureno K IL17A B KOHLEHTpauuu HPUMEPHO

80 mr/mu.
12. Cnoco0 mo 1.9, BKIIFOYArOIIHIA:

MOJIKOYKHOE BBEJI€HHE MAIIMEeHTY HavaJ bHON 036l (hapMalleBTHYECKOr0 COCTaBa B JieHb O,
NoCJIeayIolIee MOAKOKHOE BBefeHHe (hapMaLeBTHUECKOTO COCTaBa MALUEHTY B KaKIbIH
n3 nuen 14, 28, 42, 56, 70 u 84, u mnocnenymliee MOAKOXHOE BBEICHUE

(bapMaLIeBTI/I“IeCKOFO coCTaBa MalUEeHTY C YEThIPEXHEACTIbHBIMU UHTEPBAJIAMU,

rae ¢papMaLeBTHUECKUI COCTaB, BBOIUMBIN MALMEHTY B KaKAbIH U3 aHed 14, 28, 42, 56,
70 u 84 u ¢ YeTbIpeXHeleTbHBIMU HHTEPBAJIAMHU TIOCJIE 3TOT0, COAEP>KUT aHTuTeNo k IL17A

B KOHLIEHTpALu# npuMepHo 80 Mr/mit.

13. Croco6 mo mm. 10-12, oTivyarouuiicss TeM, 4YTO yKa3aHHAas HadvajibHAas 1034

(bapMaLeBTHYECKOrO COCTaBa COnepskUT npuMepHo 160 mr anturena k IL17A.

14. Crnoco6 mo m.13, oTaMyaromuiicss TeM, YTO YyKa3aHHAs HavalibHas J103a,
cocraisitomas npuMepHo 160 mr, ¢apManeBTUYeCKOro COCTaBa COAEPIKUT JIBE HO3bI
(bapManeBTHYECKOTr0 COCTaBa, Kax/asi U3 KOTOPBIX COAEPKUT MpuMepHO 80 Mr aHTUTENA

k [IL17A.

15. Crioco6® cHikeHHst O0H, CBA3aHHOW C WHBEKIHEH, OLIyIIaeMOil MAalleHTOM BO
BpeMsi win cpasy nocne 11K, WIT w/unmu BM BBeneHusi BOIHOTO (papmMarieBTUIeCKOro
cocraBa, comepskamero antuteno k IL17A, BrIrOUaromuil BBEAEHNUE MALUEHTY BOIHOTO

(hapManeBTHYECKOro COCTaBa mo Jrdomy u3 . 1-8,

rAc ykKa3daHHasd CTaaus BBCACHUA obecrnieunBaeT TCPANCBTUICCKHU HpeI[HOLITI/ITeJ'IbHI:Jﬁ

yPOBEHb OOJIH, CBSI3aHHOW C MHBEKIIHEH.
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16. Crmoco®6 mo m.15, ommmuarommiics TeM, 4YTO VKa3aHHBIH TeparneBTUYECKU
NPEANOYTUTENbHBINA YPOBEHB OOJIH, CBA3aHHON C NHBEKIMEH, BKIFOYAET 3HAUEHUE HHIEKCA

BAIII menee 30 mm 1t menee 20 M.

17. Cnoco0 no mobomy u3 . 15 u 16, oTnngaromuiicss TeM, 4To YKa3aHHOE aHTHTENO

k IL17A npencrasisier coOoi HKCEKU3yMal.
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