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COCTAB TEPAIIEBTHYECKOT'O AHTUTEJIA

Hacrosimee n3obpererne OTHOCUTCS K 00J1aCTH MeTULIMHBIL. bosiee KOHKPETHO, HacTosIIee
u3o0peTeHne OTHOCUTCS K  BONHBIM  (DapMaleBTUYECKUM  COCTaBaM,  COAEPIKaIIUM
TePaeBTUYECKUE aHTUTENA, KOTOPbIe MOAXOAAT st MOAKOKHOTO («ITK»), BHYTPHMBIIIEUHOTO

(«BM») w/nnm uaTpanepuroneansaoro («HUID») BBenenus.

Beenenne tepaneBruuecknx antuten IIK, WII w/unim BM cnocobamu  mmpoko
PacIpOCTPAHEHO U SIBJISIETCSI MPEANIOYTUTEIbHBIM. Y Ka3aHHbBIE CITIOCOOBI BBEICHUSI 00ECTIEUNBAOT
JNOCTABKy TEPANeBTUYECKOr0 aHTUTENA 38 KOPOTKHUM MEPUOJ BPEMEHU U MO3BOJISAIOT NalUeHTaM
CaMOCTOSITEJIbHO BBOJUTDH TEPANIEBTUYECKHE aHTUTENA, HE MOCeIasi MEIULIMHCKIX PaOOTHUKOB.
Tem He MeHee, BKIIIOUEHHE TEPANeBTUYECKUX aHTUTEN B BOAHBIC (papMalleBTHUECKHE COCTABHI,
noaxoasiugue st [1K, BM w/unu UL BBeneHus, sIBISIETCS 3aTPyAHUTEIBHBIM H HE MOKET OBbITh B
JOJUKHOM CTENeHH MPOKOHTPOJUPOBaHO. Kpome TOro, mpu ykasaHHBIX CHOCOOAX BBEACHHSI
OTMEYaeTCsl HeJKeNaTeIbHast 00Jb, CBSI3aHHAS C UHBEKIIMEH, ake MOC/Ie yAaISHHsI UTJIbI LITPHULIA,

YTO MOXET MPENATCTBOBATH CO6J'II-OI[eHI/II-O ManuEHTOM PEXKUMa TCpaIru.

CnoXXHOCTP M HEBO3MOXHOCTb  HAJUJIEXKAILIEro  KOHTPOJUPOBAHUS — BKJIIOUEHUS
TepaneBTUYEeCKUX aHTUTEN B BOAHbIE (hapMaleBTHYeCKue cocTasbl, nmoxxomsume mus [1IK, BM
w/unu UI1 BBeneHus1, CBsI3aHbl, OTYACTH, C TeM, YTO (papMaLeBTHYECKUI COCTaB JOJIKEeH 00J1anaTh
MHOXKECTBOM ~ Pa3HBIX CBOHCTB, 4TOObI OBITh TEPANeBTHMYECKH MPUTOAHBIM. BomHbIE
(apMaLeBTHUECKHE COCTABbI JOJUKHBI 00eCeunBaTh CTAOUIBHOCTh TEPAMEBTHUECKOTO aHTHTEA
B pacTBOpPEe W MPHU 3TOM COXPAHATh (PYHKLHMOHAJBbHBIE XAPAKTEPUCTHKH TEPANEBTHYECKOTO
aHTHUTENa, HEOOXOAWMBIE Ui JOCTIDKEHHs TepaneBTHYeCKOW 3(PQEeKTHBHOCTH, TaKHe Kak
ap(pUHHOCTh, CEJEKTHMBHOCTb M AaKTHBHOCTb B OTHOLIEHHMHM MHUIIEHH. Kpome TOro, BOIHBIN
(bapMaLeBTHUECKUI COCTAB TaKXe IOJUKEH ObITh OE30MacHBIM INMPH BBEASHHH MALlEHTaAM U

XOpOoHoO UMHU MMEPEHOCUTDHCA, a TAKKE NOJDKEH MOAXOAUTD AJIA MOJYUCHUA U XPAHCHUS.

HonyquI/Ie COCTAaBOB C BBICOKUMHU KOHLUEHTPAHUAMUA TCPANIEBTHUYCCKUX AaHTUTEIT ABJIACTCA
eme Oomee cnoxkHbiM. Hampumep, B BOIHBIX COCTaBaX C BBICOKOW KOHIIEHTpaIMen
TCPANCBTUYCCKUX AHTHUTECI OTMEYAJIUCH IOBBIIICHHASA CKOPOCTHb pPa3pyLICHUA, PaCIICIIICHUS,
¢dparMeHTalMu aHTUTENa, OOpa30BaHHE arperaToB ¢ BBICOKOH MOJIEKYJISIPHON MAacCOW,
AUMEpU3alus, TpUuMEpUu3aluuda, OCAXKIACHUE MMPU U3MECHCHUU pH, MYTHOCTb, U3MCHCHHUE OKPACKU
pacTBOpa, M3MEHEHHs 3apsiia, M30MepU3aLus, OKUCIEHHE W/WIM JeaMUHHpOBaHHE (BCE W3

KOTOPBIX BJIHUSIOT Ha KOHLEHTPALHIO, PYHKUNOHATIBHOCT U 3(P(EKTUBHOCTD TEPANEBTHYECKOTO

SAMEHAICMAA CTPAHMIA
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antutena). Jlpyroii wu3BeCTHOH mpoONEeMON TpH TMOJYYEHHH COCTaBOB C  BBICOKUMU

KOHLICHTPALUsAMH TEPANeBTUYECKUX AHTUTEI SIBJISIETCS] MOBBILIEHUE BSI3KOCTH, KOTOPOE MOXKET
orpunarenbHO ckasbiBaTthess Ha 11K, BM w/mnu UII BBeneHun BORHOTO (hpapMarieBTUYECKOrO
coctaBa. Kpome Toro, nmerorcs cooOrenust o 601u, CBA3aHHON C HHBEKINEH COCTaBOB, UMEIOLINX

MOBBILICHHYHO BA3KOCTbD.

Kpome TOro, B HEKOTOPBIX TEPANEBTHUECKHUX AHTHUTENAX, TAKUX KaK HKCEKH3yMmao,
pacmpeneneHue 3apsifa MPUBOAUT K BBICOKOMY YPOBHIO MEKMOJIEKYJISIPHBIX B3aUMOAEHUCTBUIA
(HarpuMep, 4TO MOXKeET ObITh IOKAa3aHO CIIOCOOOM TMHAMHYECKOTO CBETOPACCESIHUSA), Pa3ieTIeHUs
¢a3, oOpa3oBaHUs rejisi U OCAKACHHS, B Pe3yJibTaTe 4ero KpaiHe CJIOXKHO JHOOUThbCs OanaHca
pPacTBOPUMOCTH MOJIEKYJIbI B BOAHOM PacTBOpPE, B YAaCTHOCTHU, MPHU BBICOKMX KOHLIEHTPALIHSIX.
Pacnipenenenue 3apsiia B yKa3aHHBIX aHTHTENAX TAK)KE€ MOXKET MPOSBISITHCS B TOM, YTO OHH
UMEIOT U303JIEKTPUUECKYIO TOUKY, HE Oy CKAIOINYI0 MOJyYeHHe COCTaBa npu HeirpaapbHOoM pH.
Hanpumep, HeEKOTOpble TepaneBTHUECKHE AaHTUTENA OO0NaZaloT TAKOH TMONSIPHOCTHIO, WJIH
JUTOJIbHBIM MOMEHTOM, YTO OHH SIBJISTFOTCS] CTAOUJIBHBIME B BOAHBIX COCTABaX B Mpeneax y3KOro
HeHelTpanbHoro ananaszona pH. [Ipu 3tom umeroTcst coodueHust 0 601, CBI3aHHOM ¢ MHBEKIUEH
kucibx (Hanpumep, < pH 6,5) ¢papManeBTHUECKHUX COCTABOB TEPANEBTHUECKUX aHTUTEN. Takum
00pa3oM, yKa3aHHbIE TEPANeBTHYECKHE AHTUTENA, TaKHUEe KaK MKCEKU3ymad, KOTOpbe MMEIOT
U303JIeKTprudeckyto Touky 8,1 (u TpeOyroT mojydeHus coctaBa ¢ KuciabiM pH), co3maroT
JOTOJTHUTEIbHBIE HE TIOANAIOINMECS KOHTPOJK) CJIOKHOCTH TIPU TOJYYE€HHH COCTaBa C
coOmonenrem  OanmaHca  MEKOy — CTAOMJIBHOCTBIO — TEPANEBTHYECKOTO  aHTUTENA U
(yHKLIHMOHAILHBIMH CBONCTBAMH, HEOOXOMUMBIMH IS JOCTIKEHHUS 3(PPEeKTUBHOCTH, a TakkKe

NEPEHOCUMOCTH MMATUCHTaAMU.

Hkceknzymab mpeacraBnsieT CcoOOM  BBICOKOCTEUU(HUECKOE aHTArOHUCTUYECKOE
antureno k IL17A, xak ommcano, Hanpumep, B mateHte CIITA Ne7838638. Kommepuecku

peanusyeMblii ox Toprosoit Mapkoit TALTZ®, ukceknsymad BBOIAT MOAKOXKHO MALIEHTaM B

,
BUAE BBICOKOKOHLIEHTPUPOBAHHOTO (mpumepHo 80 wmr/mi) (apmaneBTHYECKOro COCTaBa,
umeromero kuciaeli  pH (mpumepro 5,7). Kommepueckuit (apmaneBTHUECKUH COCTaB
WKCcekn3ymada, Takoil kak omucaHo B mareHte CIIIA Ne9376491, Takke BKIFOYAET BBICOKHE
KOHIeHTpauuu nurpatHoro Oydepa (mpumepro 20 MM) u NaCl (mpumepro 200 MM). Tem He
MeHee, (papMareBTHYeCKHe COCTaBbl, UMerome Kuciaelii pH u Bbicokne koHuentparun NaCl
u/uny nuTpaTtHOro Oydepa, CBA3BIBAIOT C OOJBIO B MECT€ WHBEKIMHU, W MAMEHThl COOOIIAIOT O

Oonu, CcBA3aHHOI C MHBEKIMEH, MOCIe BBEJEHUs KOMMEPUECKOro (papMaLeBTHIECKOTO COCTaBa

UKCeKn3ymaoa.
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bonb, cBs3aHHas ¢ MHBEKIUEH BOAHBIX (PAPMALEBTUYECKHX COCTABOB, COAEPIKAIIHMX

TEPaIreBTUUECKNE AHTUTENA, SIBIISIETCS CJIOKHONH MHOTOrpaHHoM npodaemoii. Hanpumep, kaxabrii
OTAENbHBII KOMIIOHEHT BOAHOTO (hapMaLeBTHYECKOTO COCTaBa, W/WJIM €ro KOHLIEHTPALHs,
OTHOCHTEJIbHOE COZIEPKaHUE U XapaKTePUCTUKA, MOXKET BJIUSATD Ha O0JIb, CBI3aHHYIO C HHBEKIHEH
TEPaINeBTUIECKOrO CPEACTBA. AHAJIIOTHYHO, OT/AEIbHbIE KOMIOHEHTHI (W/MJIN MX KOHLEHTPALUH,
OTHOCHTENIbHbIE CONEpPKaHMS M XaPAKTEPUCTHKH) MOTYT BJIHMATb Ha CTAOMJIBHOCTD,
(YHKIIMOHAIbHBIE XAPAKTEPUCTHKH, TEXHOJIOTHYECKHE XapAKTEPUCTHUKU W/WIH MEPEHOCHMOCTD
TEPareBTUYECKOr0 AHTHUTENA, BKIKOYEHHOTO B BOAHBIN (hapmaueBTHUecKuil coctas. Takum
o0pa3oM, HECMOTpsS Ha TO, YTO KOHKPETHOE H3MEHEHHE COCTaBa MOXeT OJarompusiTHO
BO3JIEHCTBOBATh HA JJAHHBIN ACIEKT COCTAaBA, 3TO XK€ U3MEHEHHUE MOXKET OTPULIATEIbHO BJIUATh HA
Apyrue acnekTsl cocTaBa. Eie Oosblle yCIOXKHAET CHUTYaLUI0 TO, YTO ONHCAHO MPAKTUYECKU
HEOTrPaHUYEHHOE YUCIIO PA3HbIX KOMIIOHEHTOB COCTaBa (Hanpumep, OypepoB 1 BCIOMOTraTeIbHBIX
BEIIIECTB), & TAKKE UX KOHLIEHTpaLUil 1 OTHOIIeHuH. TeM He MeHee, B3aMOCBSI3H, ITO3BOJISIOLINE
IIPECKa3bIBaTh BIMSHNUE KOHKPETHOIO COCTABA HA Pa3HbIE CBOMCTBA U XapaKTEPUCTUKU JAHHOTO

TEPANCBTUYCCKOI'O aHTUTEIA, (baKTI/I‘—IeCKI/I HE€ YCTAaHOBJICHDI.

COOTBETCTBEHHO, HMeeTCsl MOTPeOHOCTh B BOAHOM  (hapMaleBTHUECKOM COCTaBe
TepaneBTH4ecKux anturen, noaxomsmem st 1K, BM w/unu UIT BBeneHus, KOTOPBIH XOPOLIO
NEPEHOCUTCS MMALIMEHTAMHU U XaPaKTePU3YeTCsl TePaNeBTUYECKH OJIaronpHusiTHBIM yPOBHEM OO0JTH,
CBS3aHHOW C WHBEKIMEW. bojiee KOHKPETHO, MMeeTCss MOTPEOHOCTh B yKAa3aHHOM BOIHOM
(bapMaleBTHUECKOM COCTaBE C BBICOKOW KOHIIGHTpAaLMEH TEeparneBTUYEeCKUX aAHTHUTEI,
00J1aar0InX HU303JIEKTPUYECKON TOYKOW, HE JOMyCKarouled HeirpanbHbiii pH pactBopa, s
yero TpeOyetcst BomHbIN cocTaB ¢ kuciabiM pH. Eme 6onee KOHKpeTHO, nMeeTcst MOTPeOHOCTh B
BOJTHOM (papMaleBTUYECKOM cOcTaBe uKcekusdymada, momaxomsimem mis [1IK, BM w/umu UIT
BBEJIEHUS, KOTOPBIH XOPOLIO MEPEHOCUTCS] MallUeHTAMH, XapaKTepU3yeTcsi MOHHUKEHHBIM
ypOBHEM OOJIH, CBSI3aHHON C MHBEKLHEH, 10 CPABHEHUIO C KOMMEPYECKUM (hapMarleBTUIECKIM
COCTaBOM HMKCekn3yMada (Takum kak onrcano B nateHTe CIIIA Ne9376491). YkasaHHbBIN BOIHBIN
(apMaLeBTHUECKUI COCTaB MOJDKEH Takke o0ecrednBaTh CTAOMIBHOCTh TEPANEBTHUECKOTO
aHTHUTENa U COXPAHSTHb CBOWCTBA TEPANEBTUYECKOTO AHTUTENA, HEOOXOAUMBIE ISl TOCTHKEHHS
TepaneBTHIecKoi 3¢ddexruBHOCTH. YKa3aHHBIE BOIAHBIE (HapMALIEBTUYECKUE COCTaBBI TaKXKe

JOJIDKHBI OBITD MPUTOAHBI IJIA MOJYYCHUA, MPEANIOUTUTEIIBHO UMETDh I[J'IHTGJ'II:;HI:;I?I CPOK XpaHCHUS.

Bonnsle (QapmaneBTHdYeCKHE€ COCTaBbl, NPEAJIOKEHHBIE B HACTOSALIEM JOKYMEHTE,
yIOBJIETBOPSIIOT BBIIIEYKAa3aHHbIE TOTPEOHOCTH yIUBUTENBbHBIM U HEOKUTaHHBIM 00pa3oM. bornee
KOHKPETHO, BOAHbIE (papMalleBTHYECKHE COCTaBbI, NMPEAJIOKEHHBIE B HACTOSLIEM OKYMEHTE,

MPEICTaBISIFOT COOO0H He copepkamue Oydep BonHbIe (hapMaleBTHUECKUE COCTABbI, TIOIXOASIIINE
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s I[1IK, BM w/mnu 111 BBeneHust MKCeKn3yMada B BBICOKMX KOHLIEHTPALUSX, KOTOPbIE TaKXKe

COXPaHSIIOT (PYyHKIMOHAIBHBIE XapaKTEePUCTUKN UKCEKU3yMada, HeOOXOIUMBIE IJIsl TOCTHIKEHUS
TepaneBTHUeckol s¢¢dekruBHOoCcTH. Kpome Toro, BomHble (apManeBTUYECKHE COCTaBbI,
MPEIJIOKEHHBIC B HACTOSIIIEM TOKYMEHTE, XOPOIIO MEPEHOCSTCS MALIHEHTAMH, XapaKTePU3YIOTCS
MOHIKEHHBIM yPOBHEM OOJIM, CBSI3AaHHOW C WHBEKILHUEH, MO0 CPAaBHEHHIO C KOMMEpPUYECKUM
(dapMalleBTHUECKUM  COCTAaBOM  HMKCeKM3yMaba U OOECHeuMBaIOT  TEPaeBTHYECKU

NPEATIOYTUTENBHBINA YPOBEHDb OO0, CBSI3aHHON C MHBEKLINEH.

CoOTBETCTBEHHO, B HACTOALIEM H300PETEHHIHU MPEIUIOKEH He coneprKaiuii Oydep BOAHbIHI
¢dapmanestuueckuii cocras mis [IK, BM wumm HII BBeneHHs: BBICOKOH KOHLIGHTPALMU
TepaneBTHIECKOro aHTUTeNa NaLUeHTy, XapaKTepU3yOLIUNCS TepaneBTUYECKU
NPEATIOYTUTENIbHBIM YPOBHEM OOJIH, CBSI3aHHOW C MHBEKLMEH, COAep Kalluil TepaneBTHYECKOe
aHTHUTENO B KOHIIeHTpauuu 6onee SO mr/mit, 60 mr/mi, 70 mr/mit, 80 mr/mi, 90 mr/mi, 100 mr/mi,
110 mr/mn uimm 120 mr/mi; caxaposy B KoHueHTpauuu 234 MM +/- 10%; u MOBEPXHOCTHO-
aKTUBHOE BemecTBO B kKoHueHTpamuu ot 0,005% (macc./06.) +/- 10% mo 0,05% (macc./00.) +/-
10%, rae ¢papMaieBTHUECKUI COCTaB MpeACTaBisieT coOoH BOAHBIN pacTBop ¢ pH ot 5,2 1o 6,5.
CornacHo KOHKDETHBIM  BapHaHTAM  pEAJIM3allud  MOBEPXHOCTHO-aKTUBHOE  BEILECTBO
npezacrasisier coboit monucopdar 20 wim nmonucopdar 80. B IOMONHUTENBHBIX KOHKPETHBIX
BapHaHTAX Peaiu3aliy MOBEPXHOCTHO-aKTHBHOE BEIIECTBO MpeacTaBisieT coboit momrcopoar 80.
CornacHO HEKOTOpPBIM ~ BapHAaHTAM  pealu3alud He coaepkaumii  Oydep  BOAHBIM
(bapMaLeBTHUECKUI COCTAaB MO CYINECTBY HE COAEPKUT MOHHOE BCIOMOTATENIbHOE BEIIECTBO,
peryJupyroinee TOHHYHOCTh. B HEKOTOpPBIX BapuaHTax peanusanui (HapMaleBTUUECKUH COCTAB
MO0 CyINEeCTBY HE CONEP)KUT BCIIOMOTaTeNlbHbIE BellecTBA Ha OCHOBe L-aMuHOKHCIOT. B
JOTIOJTHUTEIbHBIX BapUaHTaxX peaju3aliy aHTUTENIO HMeeT H303JIEKTPUUECKYI0 TOYKy, He
JONyCKarIy 0 HelTpanbHblll pH pacTBOpa. B HEKOTOPBIX U3 YKa3aHHBIX BAPUAHTOB PeaIu3aliu
AHTUTENI0 UMeEeT H303JIEKTPUYECKYI0 TOUKYy > 7,5, U B APYIUX JOMNOJHUTENbHBIX BapUaHTax
peanusaluy AaHTUTENIO0 UMEET U303JIEKTPUUYECKYIO TOUKY = 8,0. B 1ONOMHUTENbHBIX KOHKPETHBIX
BApPUAHTAX pPEATM3aLUN BOIHBIX (PapMAalEBTUYECKHX COCTABOB, MPEMJIOKEHHBIX B HACTOSIIEM
JOKyMEHTE, TEPANeBTHUECKOE aHTUTENIO TpeAcTaBisier coboit antureno k IL-17A, conepxaiee
LCVR, umeromyro aMuHOKHCIOTHYHO nocienosarenbHocTh SEQ ID NO.7, u HCVR, umerotnyto
aMUHOKHUCJIOTHYI0 mnocneaosatenbHocTh SEQ ID NO.8. B nonogHUTENbHBIX KOHKPETHBIX
BapuaHtax peanm3anuu antuteno k IL17A comepxut nerkyro wnemnb (LC), wumeromyro
aMUHOKUCJIOTHYI0 mocnenoarenbHocTh SEQ ID NO.9, u tskenyio werns (HC), umerornyro
amMuHOKuCNOTHYI0 mnocaenoBatenbHocTe SEQ ID NO.10. CornacHo BapuaHTaMm peain3aluu

HACTOAIIETO H300peTeHUsl MpPEIJIOKEeH BOAHBIH (hapMalleBTUUECKHH COCTaB  COTJIACHO
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HaCTOsALIEMy M300peTeHHIo, e BOaHbIN (apmanesTudeckuii coctas nocie 1K, UIT w/unmu BM

BBCACHHA TMALIUCHTY 06J1a):[aeT MOHUKEHHBIM PUCKOM w/ni 00ecreYnBaeT TCPANCBTUICCKU

NPEATIOYTUTENBHBIA YPOBEHD OO0, CBSI3aHHON ¢ MHBEKLINEH.

CornacHo KOHKPETHBIM BapHAHTAM PEATN3ALUH HACTOSIIEr0 H300pETeHNsI IPEIJIOKEH He
comepxkamuii Oydep BomHbii (papmaneBTudeckuii cocraB anturena k IL7A. B HekoTopbix
BapuaHTax peanuzauuu aHtureno k IL7A comepxur BapualenbHyr0 0O0NacTh JIETKOH Lenu
(LCVR), comep:xamyro onpenessiroiire kommementapHoctb yyactku (CDR) LCDR1, LCDR2 u
LCDR3, u Bapuabenbuyto obnacts Tsikenoi nenu (HCVR), conepskamyro CDR HCDR1, HCDR2
u HCDR3, rne LCDR1 umeer amuHokucnoTHyw nocienosareabHocts SEQ ID NO.1, LCDR2
uMeeT aMUHOKHUCIOTHYI0 nocnefosarenbHocTh SEQ ID NO.2, LCDR3 umeeT aMMHOKHCIOTHY IO
nocnenosateapbHocTh SEQ ID NO.3, HCDR 1 nmeeT aMUHOKHUCIIOTHY O ITocjeoBaTeabHOCTh SEQ
ID NO.4, HCDR2 umeet aMuHOKHCIOTHY10 nocienosareabHOcTh SEQ ID NO.5, u HCDR3 umeer
aMHHOKUCIIOTHYIO mocnenoBarenbHocTh SEQ ID NO.6. CorjnacHo yka3aHHBIM BapuaHTaM
peanM3ali BOAHBIN (hapMaLeBTHYECKHH COCTaB MpencTaBisieT coboit BoaHbli pacTBop ¢ pH oT
5,2 no 6,5 u comepxut antuteno k IL17A B koHueHtpammu Oomee 60 mr/mm +/- 10%,
70 mr/ma +/- 10%, 80 mr/mi +/- 10%, 88 mr/mut +/- 10%, 100 mr/mi +/- 10%, 120 mr/ma +/- 10%
i 160 mr/mi +/- 10%; caxaposy B koHueHTparmu 234 MM +/- 10%; 1 MOBEepXHOCTHO-aKTUBHOE
BelecTBO B KoHIeHTpauuu ot 0,005 +/- 10% mo 0,05 +/- 10% (% (macc./06.). CornmacHo
HEKOTOPBIM BapHaHTAM Peallu3aliy He CoaepsKaiuil Oydep BOIHbBIN (apMalieBTUYECKUI COCTaB
IO CYLIECTBY HE COAEPKHUT HOHHOE BCIIOMOTATENIbHOE BEIECTBO, PEryIHPYIOIIee TOHUYHOCTh. B
HEKOTOPBIX BapHUaHTAaX peatn3auud (papMaleBTHUECKUI COCTaB IO CYIIECTBY HE COIEPIKHUT
BCIIOMOTATEJIbHbIE BELIECTBA HA OCHOBE L-aMHHOKHUCIOT. B HEKOTOPBIX BapuaHTaX pear3aliiu
MOBEPXHOCTHO-aKTHBHOE BEIECTBO MpPENCTaBjsieT co0oit omHo u3 monucopbara 20 wiu 80. B
0oJiee KOHKPETHBIX BAapHAHTAX PEAJH3ALHMH MOBEPXHOCTHO-aKTUBHOE BEINECTBO MPEICTABIISIET
coboii mosucopOar 80. B eme Oonee KOHKPETHBIX BapuUaHTax peanuzauuu nonucopdar 80
npucyTcTByeT B KoHeHTpauu 0,03% (macc./06.) +/- 10%. CornacHo yka3aHHBIM BapHaHTaM
peanuzanuu He conepskainuii Oydep BogHbii dhapmanesTruueckuii coctas moaxoaut st [TK, WIT
/v BM BBeeHHs MALIMEHTY W XapaKTePU3yeTCsl MOHMKEHHBIM YPOBHEM OOJH, CBSI3aHHOU C
WHBEKIUEHN, IO CPABHEHUIO C KOMMEPUYECKUM (papMalleBTHYECKUM COCTABOM HKCEKU3yMada u/viu

o0ecrieunBaeT TepaneBTHYECKH MPEINOYTHTEIbHBIN YPOBEHb OOJH, CBSI3aHHON C HHBEKIUEH.

B KOHKpeTHBIX BapHaHTaxX peaJu3aludd BOJAHbIE (hapMalEBTUYECKHE COCTAaBBbI,
NPEIJIOKEHHBIE B HACTOSIIIEM JOKYMEHTE, COIePIKaT aHTUTENIO B KOHLEHTPALMH NMpuMepHO 80
mr/ma (Hanpumep, +/- 10%); caxapo3y B KOHLIEHTpaMH npuMepHo 234 MM (Hanpumep, +/- 10%);

u nomucopbar 80 B koHueHtpauuu npumepHo 0,03% (macc./06.) (mampumep, +/- 10%), u
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(dapMaleBTHUECKUI COCTAaB IO CYINECTBY HE COAEPIKUT MOHHOE BCIIOMOTATENIbHOE BEIIECTBO,

peryimpyroilnee TOHUYHOCTD, IO CYLECTBY HE COAEPKUT BCIIOMOraTebHbIE BEIIECTBA HA OCHOBE
L-amunoxucnor u umeer pH npumepno 5,7 (manpumep, +/- 10%), 1 aHTHTENO NPENCTABIAET
cobori amtureno k IL17A, comepxamee LCVR, wumeomyo  aMHHOKHCIOTHYIO
nocneposatenbHocte  SEQ  ID NO.7, u HCVR, umenmyw  aMHHOKHCIOTHYIO
nocnenosatenbHocTs SEQ ID NO.8. B 1ononHUTENbHBIX U3 YKa3aHHBIX BAPUAHTOB pean3aluu
anTuteno kK IL17A conep KuT TSXKeNnyro LieNb, UMEIOIY 0 aMUHOKUCIIOTHYIO MTOCJIEA0BATEIbHOCTD
SEQ ID NO. 10, u nerky:o 1emnb, UMEIOIIY0 aMUHOKUCIOTHY0 nocsienoBaTenbHOCTh SEQ ID NO.
9. CornacHO yKa3aHHBIM BapUaHTaM pPeau3alii BOAHbIN (papMalieBTUIECKHH COCTAB IMOAXOIUT
ana 1IK, UIT w/unn BM BBeneHUs MalMeHTy U XapaKTepU3yeTcs MOHWKEHHBIM YPOBHEM OOy,
CBSI3aHHOW C HMHBEKIUEH, MO0 CPaBHEHUIO C KOMMEpPYECKHM (papMaleBTUYECKUM COCTaBOM
UKCeKn3yMada wuian o0ecneynBaeT TepaneBTHYECKH MPEANOYTUTENbHbIH ypPOBEeHb 0oy,

CBSI3AHHOI C UHBbEKIIUEH.

B nononHuTeNbHBIX BapUaHTaX pean3aliy NMPEeNIosKeHa CUCTeMa MOAKOKHOM NOCTaBKU
BOJHOTO (hapMaleBTUYECKOro COCTaBa IALMEHTY, HY)XKOAIOLEMYyCs B JICYEHHH. Y Ka3aHHas
cHCTeMa BKJIIOYAET YCTPOHCTBO, COAeprkallee Kamepy, NPUBOJHON MeXaHH3M, (yHKIHOHAIBHO
COEIMHEHHBI C KaMepoW, W UIJy, NMpUYeM Kamepa BBIIOJIHEHA C BO3MOXKHOCTBIO XPaHEHUs
JKUJIKOCTH, WIJIa UMEET OTBEPCTHE, COOOINaroIieecs: MOCPEICTBOM MepeHOoca TeKy4del Cpeabl C
BBIXO/IHBIM OTBEPCTHEM KaMmepbl i TMOCTYIUIEHUS S>KUAKOCTU M3 KaMepbl, M IPUBOIHOU
MEXaHHU3M HCIIOJIb3YeTCs JUIsl MPUHYAUTEIBHOTO MEPEeHoca KUIKOCTU U3 KaMmepbl B OTBEPCTUE
UTJIbL. YKa3aHHAs CUCTEMa TaK)Ke BKIIOYAeT (papMalleBTHYECKUI COCTaB COTIACHO HACTOSIILEMY
U300pEeTeHNI0, pa3MEIEeHHbI BHYTPU KaMepbl, U BHYTPEHHIOK) CTEHKY Kamepbl, MMEIOIIYIO
MOKPBITHE CHJIMKOHOBOIO Macia B KonudecTBe MeHee ueM mnpumepHo 0,4 wmr. CormacHo
HEKOTOpPbIM Oo0Jiee KOHKPETHBIM BapUaHTaM peaM3alliid BHYTPEHHsISI CTEHKA KaMepbl UMeEeT
MOKPBITHE CUIIMKOHOBOTO Maciia B KolndecTse mpuMepHO 0,2 Mr miM B KOJIMYECTBE MEHEe ueM
npumepHo 0,2 Mr. CoracHO HEKOTOPBIM BapUaHTaM pealiu3allii CUCTEMbI NAL[UEHT Hy>KAaeTCs

B neueHnn RA, Ps, GenPs, 3yna koxxu, AS, PA, PPP, HS unu MM.

B nOnoOJHUTENBHBIX BapUaHTAX peAN3aLUU B HACTOSIIEM H300PETEHHH MPEIIOKEH
crnoco0 CHwKeHHss OONM, CBS3aHHON C HWHBEKUWEH, W/Wim o0ecredeHus TeparneBTUYeCKU
NPEATIOYTUTENLHOTO YPOBHS OOJH, CBS3aHHOHN C MHBEKLNEH, OLIyIIaeMON MallueHTOM BO BpeMs
wm cpasy nocne IIK, BM wwmmun HWIl uabeknumM BOAHOTO (PapMameBTUYECKOTO COCTaBa,
COIEpIKALIETO TEePANeBTHUECKOE AHTUTENIO, BKJIOYAIOLIMHA BBEICHHE TMAIEHTY BOIHOTO
(bapMaLIeBTHUECKOTO COCTaBa COIJTIACHO HacrosimeMy u3o0pereHno0. COrnacHO HEKOTOPBIM

BapuaHTaM pc€aju3allii B  HACTOALICM 1/1306pe'r CHHUU NPCAJIONKEH criocod JOCTaBKHU
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TCPANCBTUYCCKOTIO aHTHUTEJIA TAUCHTY IIPU TEPANCBTUYCCKU MPCANOYTUTCIIBHOM YPOBHE 6OJ'II/I,

CBSI3AHHOM C MHBEKLIMEH, TIe CTIOCcO0 BKITFOYAET BBEACHHE MALIMEHTY (hapMalleBTUYECKOTO COCTaBa
COrJIaCHO HACTOSIIeMy H300peTeHHo, mpuueM crocod obecrnedymBaeT TeparneBTHYECKU
MPEINOYTUTEIbHBI YPOBEHb OOJIM, CBsI3aHHON ¢ WHBeKnued. COrjacHO IOTOJHHUTEIbHBIM
BapHaHTaM PEaU3aINH B HACTOSLIEM U300PETEHIH MPEAJIOKEH yCOBEPIICHCTBOBAHHBIN CIIOCO0
JOCTaBKM TEPANEBTUUYECKOTO AaHTUTENA TMALUEHTy, TJ€ YCOBEPLICHCTBOBAHHE BKJIIOYAET
CHUKEHHE U/ I 00eCTieueHre TePaeBTUYECKH MPEAIOUYTUTEILHOTO YPOBHS OOJIH, CBSI3aHHOM C
unbekiuedt, npu [IK, BM w/unu W11 BBenernn BOAHOTO papMalieBTUYECKOTO COCTaBa, MpHUueM
croco0 BKJIIOYAET BBEACHHE MALMEHTY BOAHOIO (hapMaleBTHUECKOIO COCTaBa COIJIACHO
HactosimeMy u300pereHnio. COrjlacHO HEKOTOPHIM BapuUaHTaM pealn3alluyd CHIDKEHHE 0oy,
CBSI3aHHON C MHBEKLUEHN, BKJIKOYAET CHUXKEHHE IO CPABHEHUIO C KOMMEPUECKHU IOCTYITHBIMU
coCTaBaMH W/Wiin 00eCTieYeHre TePaneBTUYECKU MPEANOYTUTENILHOTO YPOBHS OOJIH, CBSI3AHHOM C
uHbekueil. CoraacHO HEKOTOPBIM BapUAHTAM PeIU3ALUU TEPANIEBTUYECKU PEANOYTUTENbHBIN
ypOBeHb OOJIH, CBS3aHHOW C MHBEKLHMEH, MOkeT BKio4daTh uHaekc BAII menee 30 MM wiu

unnaexc BAIII menee 20 mm.

CornacHO HEKOTOPBIM BapHUAaHTAM pEATU3ALMU B HACTOSINEM H300pPETeHHH MpeIoKeH
yCOBEPIISHCTBOBaHHBII criocod BBeneHust aHTuTena K [L17A nmauueHTy, Hy KAaloImeMycsi B 3TOM,
I7Ie YCOBEPIICHCTBOBAHNE BKJIIOYAET CHIDKEHHE YPOBHsI OOJH, CBS3aHHOHN C MHBEKIHEH, TOCie
Beeaenus 11K, BM unu U1 nabekunu BOAHOTO (apMalieBTUYECKOro COCTaBa, MPUYEM CIOCO0
BKJIFOYAaeT BBEACHUE MAIMEHTY BOAHOTO (hpapMarieBTHYECKOrO COCTaBa COTVIACHO HACTOSIILEMY
u300peTeHno, TIe yKa3aHHas CTaiusi BBEIACHUs OOECIeYMBAET MOHMKEHHBIH YPOBEHb OOJH,
CBSI3AHHOW C WHBEKLUMEH, W/nin 00eCreunBaeT TEPareBTUYECKHU MPEANOYTUTENbHBIA YPOBEHb
Oonm, cBsizaHHOW ¢ uWHBeKIMeH. COracHO HEKOTOPbIM BapHAHTAM pPEAJH3ALMHU  BOIHBINA
(hapMaLeBTHUECKUI COCTaB COCTOMT IO CYLIECTBY M3 BOXHOTO (papMarieBTHYECKOrO COCTaBa
COIJIACHO HacTosimeMy n300pereHuio. CorinacHO HEKOTOPBIM BapUAHTAM PEAIN3aALUU CHIDKEHHE
ypOBHsT OOJH, CBSI3AaHHOW C MHBEKIMEH, BKJIIOUAET OOECIeYeHne MOHMKEHHOTO YPOBHS 00y,
CBSI3AHHOW C MHBEKIMEH (Hampumep, cHrbkeHne nnaekca BAIIl mo cpaBHEHUIO ¢ KOMMEPUYECKUM
COCTaBOM HKCekH3yMaba, T.e. ¢ coctaBoM, copepxamuM nutpat U NaCl, mpuBeneHHbIM B
Ka4ecTBE KOHTPOJBHOIO coctaBa B Tadmuue 2). COornacHo HEKOTOPBIM BapUaHTAM Peai3aliiu
croco0 ofecreynBaeT TEPANEeBTHUECKH MPEANOYTUTENbHBI YPOBEHb OOJH, CBS3aHHON C
uHbekuuel, Bkmoudas unaexkc BAII menee 30 mm unu menee 20 MMm. COrjacHO HEKOTOPBIM
BapuaHTaM peaymm3aumnu antutesno kK IL17A mpencrasnser coboil mkceknsymad, M COTJIACHO
HEKOTOPBbIM M3 YKAa3aHHBIX BAPHAHTOB PEAM3ALNU MMOHWKEHHBIH YPOBEHb OOJHM, CBS3aHHBINA C

WHBEKLHEH, BKIOUaeT cHibkeHue unHnaekca BAIIl mo cpaBHEHHIO ¢ KOMMEPYECKUM COCTaBOM
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ukceknsymaba (cocraBom, copepkammM mutpatr U NaCl, mnpuBEOeHHBIM B KadyecTBe

KOHTPOJIbHOTO cocTaBa B Tabmuie 2). CornacHO HEKOTOPBIM BapHaHTAM PEaU3allU BOIHBINA

(dapmaneBTHUeckuii coctaB BBOAAT nyTeM 1K nHbeknu.

CornacHO J[ONOJHWUTENbHBIM BAapUAHTAM pEANU3ALMH  HACTOSIIEr0 H300pEeTeHHs
MPEIJIOKEH yCOBEPIICHCTBOBAHHBIN CrIOcO0 JieueHus Mo MeHbied mepe ogHoro u3 PsO, PsA u
AxSpa, rae ycOBepIIEHCTBOBAHHE BKJIIOUAET CHU)KEHHE OOJH, CBSI3aHHON C MHBEKLIUEH, mocie
IIK BBenmeHust BOJHOTO (apMaLeBTHUECKOrO COCTaBa, copeprkainero aHTuteno k [L17A, mpuuem
croco0 BKJIIOYAET BBEACHHE BOJHOrO (hapMalleBTUYECKOIO COCTaBa COIJIACHO HACTOSIILEMY
n300peTeHNIo0, I7e€ yKa3aHHas CTaiusl BBEIECHUs O0ECIeunBaeT NMOHMKEHHBIH YpPOBEHb OOy,
CBSI3aHHOW C MHBEKLMEH, W/niau 00ecneunBaeT TEpareBTUYECKU MPEANOYTUTENbHBIH YPOBEHD
6011, cBA3aHHON ¢ HBeKIMeNH. COrIacHO HEKOTOPHIM BapUaHTaM pealn3alui 00eCreunBaeTcs
TepaneBTUYECKU NPEANOYTUTENbHbIH YPOBEHb OOJH, CBSI3aHHON C MHBEKIUEH, BKIIIOYAs WHIEKC
BAIII menee 30 mm miu menee 20 MM. B HeKOTOpBIX 00Jiee KOHKPETHBIX BApUAHTAX PeaTU3alluH
aatuteno k IL17A npencrasnsier co00l MKCEKM3yMad, M COTJIACHO HEKOTOPBIM U3 yKa3aHHBIX
BApUAHTOB pPEANN3aL NOHWKEHHbIH YPOBEHb OONH, CBSI3AaHHOM C WHBEKLHUEW, BKIIIOYAET
cHmkeHne naaexkca BAIIL o cpaBHEHHIO ¢ KOMMEPYECKUM COCTaBOM MKCeKH3yMada (cocTaBoM,

copepskaum urpat 1 NaCl, mpuBeieHHBIM B KaueCTBE KOHTPOJIBHOI'O COCTaBa B TabuLe 2).

B HacrosiimeM u300peTeHMM TakKe MPEJIOKEH BOJAHBIA (hapMaleBTHYECKHI COCTaB
COTJIACHO HACTOSLIEMY HM300pPETeHUIO IJIsl MIPUMEHEHHs B Tepanmui. B KOHKPETHBIX BapHaHTaX
peanu3aliu B HACTOSIIIEM H300PETeHHH NPEAJIOKEH BOAHBIN (HapMaleBTUYECKUH COCTaB
COTJIACHO HACTOSIEMY H300PETEHUIO JUIsi MPUMEHEHUsI B JIEUEHUH peBMaTOuAHOro apTputa (RA),
ncopuasa (Ps), renuranpHoro ncopuasza (GenPs), 3yna k0oku, aHKUJIO3UPYIOIIETO CIOHIUINTA
(AS), ncopuaruueckoro aptputa (PA), nagonHo-nomomBeHHoro mycrynesa (PPP), ruoitHOro
runpanenura (HS) wnm wmuoxkectBenHoW wmuenombl (MM). CorjacHO JOMONHUTETBHBIM
BApUAHTAM pEATM3aLNUN HACTOSIIEr0 H300pETeHHs NPEAJIOKEHO MPUMEHEHHE BOIHOTO
(bapMaleBTHUECKOTO  COCTaBa COMJIACHO HACTOSIIEMY HW300PETEHHIO UL  TOJyUYeHHs
JIEKapCTBEHHOTO cpencta mis edeHus: RA, Ps, GenPs, syna koxu, AS, PA, PPP, HS nim MM.
CornmacHo yKa3aHHbIM  BapHaHTaM  pealu3ali  NPUMEHEHHE  YKa3aHHBIX  BOAHBIX
¢dapmaneptuueckux coctaBoB moaxonut st [IK, MIT w/uma BM BBenmeHuss mauueHTy U
XapaKTEePU3yeTCsl MOHIKEHHbIM YPOBHEM OOJH, CBSI3aHHOW C HMHBEKLHUEH, MO CPAaBHEHUIO C
KOMMEpUeCKUM  (papMalleBTHUECKUM  COCTAaBOM  HMKCEeKm3ymMaba w/unm  obecrieunBaer

TEPaNeBTUUECKN NPEANIOUTUTENbHBINA YPOBEHD OO, CBI3aHHOW C HHBEKLIUEH.
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COF.]'IaCHO KOHKPETHBIM BapUaHTaM p€ajinu3alliid B HACTOAILICM I/I306peTeHI/II/I MPEATIONKCH

cniocob neuenust RA, Ps, GenPs, 3yna xoxku, AS, PA, PPP, HS i MM, Brrouaromuii BBEACHHUE
NAMEHTy, Hy)KIaIieMycsi B 3TOM, 3(p(eKTHBHOrO KOIU4ecTBa BOAHOTO (hapMarieBTHYECKOTO
COCTaBa COTJIACHO HACTOSIIIEMY H300pETEHHIO, T€ BOAHBIN (hapMalleBTHUECKUIT COCTaB COAEPIKHUT
aatureno k IL17A. B Gonee KOHKPETHOM BapHaHTE PEaJHM3alMM YKA3aHHBIA CIIOCOO JIEUeHHs
BKJIFOYAET IOKOXKHOE BBEICHHE IMALMEHTY HAudaJlbHON IO3bI BOXHOIO (hapMaleBTHYECKOTO
cocTaBa B JieHb 0, MOCJENyoLee MOAKOKHOE BBEACHHE BOJHOrO (hapMaleBTHUECKOro0 COCTaBa
NAllEeHTY C YeTbIPEeXHEAEIbHBIMH HHTEPBAJAMM, I7l€ BOIHBIA (hpapMaLeBTHUECKUN COCTaB,
BBOJUMBIN MALUEHTy C YETHIPEXHEAEIbHBIMU UHTEPBAJIAMU MOCIE HAYAJIbHOU O3bI, COAEPIKUT
antureno kK IL17A B koHuentpauuu npumepHo 80 mr/mu. B apyrom KOHKpeTHOM BapHaHTe
peanu3anyy yKa3aHHbIH Croco0 JIEYeHUs] BKJIIOYAET MOIKOXKHOE BBEICHUE MALIMEHTY HavaJIbHOM
71036l BOAHOTO (hapMaleBTHYECKOrO0 cOCTaBa B AeHb 0, mocienyrolee MOJKOKHOE BBEIEHUE
BOJHOTO (hapMarieBTHYECKOrO COCTABa MALEHTY C ABYXHEAEIbHbBIMU HHTEPBAJIAMH, 1€ BOJHBIHI
(apmaneBTHUECKUH COCTaB, BBOAMMBINA MALMEHTY C JBYXHEIEJbHBIMH HHTEPBAJIAMH I1OCIE
Ha4yaJbHOHN 103BbI, comepxut antuteno Kk IL17A B xoHuentpauun npumepHo 80 mr/mi. B eme
OHOM KOHKPETHOM BAapHaHTE peajM3alii YKa3aHHbIA CHOCO0 JIeueHHsl BKIFOUAET MOJKOKHOE
BBE/ICHNE NALMEHTy HA4YaJIbHOH 03Bl BOAHOIO (hapMaLEeBTHYECKOTO cocTaBa B JAeHb O,
HOCJIeIy oL ee TIOAKOKHOE BBEICHUE BOIHOTO (papMalieBTUIECKOr0 COCTABA MALUEHTY B KAXKIbIH
u3 auen 14, 28, 42, 56, 70 u 84 u mnocrenyroilee MOAKOKHOE BBEAEHHUE BOJHOTO
(bapMaLeBTHUECKOTO COCTaBa MAIL[MEHTY C YEThIPEXHENEIbHbIMH HMHTEPBAJaMH, TJ€ BOIHBIN
(hapManeBTHUECKUI COCTaB, BBOIMMBIN MAIIMEHTy B KaKAbIA U3 nHen 14, 28,42, 56, 70 u 84 uc
YeTbIpeXHEeAeIbHBIMU UHTEPBAIAMU TIOCIIE 3TOT0, COAepKUT aHTuTeNOo K IL17A B KOHLIEHTpauuu
npumMepHo 80 mr/mi. CorjacHO HEKOTOPBIM CIIOCO0aM JICYSHHs, IPEAJIOKEHHBIM B HACTOSIIIIEM
n300peTeHnH, HavaJIbHas 1032 BOJHOTO (PapMaleBTUYECKOTO COCTaBa COAEPKUT mpumMepHo 160
mr antutena k [L17A. B HEKOTOPBIX U3 yKa3aHHBIX BAPUAHTOB peai3alii HadalbHas IPUMEPHO
160 ™Mr pmo3a BomHOrO (hapMaLEBTHUECKOTO COCTaBa COMEPXKHUT JBE JO3bl BOJHOTO
(hapMareBTHUECKOTO COCTABA, KaX/1asl U3 KOTOPBIX coaep kut npuMepHo 80 mr antutena k IL17A.
CornmacHo yka3aHHBIM Croco0aM BOXHBIA  (hapMaLEBTHUECKUI COCTaB XapaKTepU3yeTcs
MOHMKEHHbIM YPOBHEM OOJH, CBSI3aHHOH C WHBEKIWEH, MO CPABHEHUIO C KOMMEPYECKUM
(apMalleBTHUECKUM  COCTAaBOM  HMKCeKM3ymaba uw/uiaum  oOecredumBaeT  TepareBTHYECKU

NPEATIOYTUTENBHBIA YPOBEHBb OO0, CBSI3AaHHOH ¢ MHBEKLIUEH.

CornacHO KOHKPETHBIM BapHUaHTaM peaju3alliid B HACTOSILEM JOKYMEHTE IMperJIOKeH
BOIHBINA (papmaneBTHUECKUN cocTaB, copepkammii antureno k IL17A, nns nmpumeHeHus B

neuenuu RA, Ps, GenPs, 3yna xoxxu, AS, PA, PPP, HS wu MM, rne ¢papmaneBTHUECKUN COCTAB



10

15

20

25

30

-10-
HeO6XOI[I/IMO BBOAUTH IIOAKOXHO B Ha4aJIbHOU 03¢ B ICHb O, 3aTE€EM C YECTBIPEXHCACIbHBIMU

UHTEpBAJIaMH, NpU4eM (papManeBTUUYECKUH COCTaB, KOTOPBIH BBOAAT C UETHIPEXHEIEIbHBIMU
WHTEpBaJaMU MOCJI€ HaYaJIbHOM 103bl, CONEPKUT aHTUTENO K IL17A B KOHLEHTpALUU TPUMEPHO
80 mr/mi. B apyromM KOHKPETHOM BapHaHTE pealn3alud MPEIOKeHbl (apMaleBTHUECKHE
COCTaBbl, OMHUCAHHbIE B HACTOSIIEM JOKyMEHTe, coiepykamue aHtuteno k IL17A, nnsa
npumeHeHust B JjeueHun RA, Ps, GenPs, 3yma xoxu, AS, PA, PPP, HS umu MM, rne
bapmareBTHUECKUI cOCTaB HEOOXOIMMO BBOAUTD MOJKOKHO B HAYAJIbHOM J103€ B AeHb 0, 3aTeM
C JBYXHEIENbHbIMU HHTEpBaJaMH, NpuueM (PapMaLeBTHUECKUN COCTaB, KOTOPBIH BBOASAT C
NByXHENEJNbHbIMU MHTEPBajJaMU IIOCJIE€ HAvajJbHON A03blI, coaepkuT aHtureso k [L17A B
KOHIIeHTpauuu npuMepHo 80 mr/mi. B eme OnHOM KOHKPETHOM BapHaHTE pealu3aluu
npeasIokeHbl (papMareBTUYECKHe COCTaBbl, OMMMCAHHBIE B HACTOSINEM JTOKYMEHTE, COiepIKalne
antuteno k IL17A, ana npumenenus B nedeHuu RA, Ps, GenPs, 3yna koxu, AS, PA, PPP, HS
win MM, rae papmaneBTH4YecKnii COCTaB HEOOXOAMMO BBOAMTH MOAKOXHO B HAYAIBHOH J103€ B
nenb 0, 3aTeM B Kakaplid u3 qHert 14, 28, 42, 56, 70 u 84, npudeMm QapmMarieBTUYECKHil COCTAB,
KOTOPBIN BBOAAT B Kakablil u3 nHen 14, 28, 42, 56, 70 u 84 nocye Ha4aJIbHON 103bl, COAEPKUT
aatuteno k IL17A B xoHuentpauuu npumepHo 80 mr/mu. CorjlacHO HEKOTOPHIM BapHaHTaM
peayn3aly HadaJIbHask 1038 BOJHOTO (papMalieBTUYeCKOro COCTaBa COAEPIKUT MpUMEpHO 160 mMr
antutena k IL17A. B HeKOTOpBIX M3 yKa3aHHBIX BAPHAHTOB peau3alliy HavajbHasl MPUMEPHO
160 ™Mr pmo3a BomHOrO (hapMaLEBTHUECKOTO COCTaBa COMEPXKHUT JBE JO3bl BOJHOTO
(hapMaLeBTHUECKOTO COCTABA, KaX/1asl U3 KOTOPBIX coaep kut npumepHo 80 mr antutena k [IL17A.
CornacHo yKa3aHHBIM BapHaHTaM peajH3alMd BOAHbIE (hapMALEBTHUECKHE COCTABHI,
NPEIJIOKEHHBIE B HACTOSALIEM JOKYMEHTE, XapaKTePU3YIOTCS IMOHMKEHHBIM YPOBHEM OOJH,
CBSI3AHHOW C HWHBEKIHUEH, MO CPABHEHHIO C KOMMEpPYECKHM (DapMaleBTUYECKUM COCTaBOM
UKCeKkn3ymMada W/ 00eCneunBalT TEePANeBTHYECKH MPEANOYTHTEIbHBIA ypPOBEHb OOJH,

CBSI3aHHOH C MHBEKIIUEN.

B HacTOsillleM OKYMEHTE WCIOJb3yeMble B3aUMO3aMEHSIEMO BBIPAKEHUSI «BOIHBIN
(bapMarieBTHUECKHIT COCTaB» WK «(papMarieBTUYECKH COCTaBy 0003HAYarOT BOIHBIN PACTBOP,
COepIKaIUil MO MEHbIIEHl Mepe OIHO TepamneBTHYECKOe aHTUTENO, CIOCOOHOe obecredynBaTh
Ouonorndeckuii 3 ¢ekT y ueJoBeKa, MO MeEHbIIeH Mepe ONWH HEAKTUBHBIM HWHTPEIUEHT
(HarmpuMep, BCIIOMOTaTEIbHOE BEIIECTBO, MOBEPXHOCTHO-aKTHMBHOE BEIIECTBO U T.J.), KOTOPBIHA
npu O0bETUHEHUH C TEPANIEBTHUECKHUM aHTUTENIOM TMOAXOIUT ISl TEPANIEBTHUYECKOTO BBEIECHUS
yenoBeky. dDapmaieBTUYECKHE COCTaBbl, MPEIIOKEHHbIE B HACTOSINEM H300peTEeHUH,
MPENCTaBISIIOT CO00i He conepskamue Oydep (T.e. He comepsKallie areHThl, TAKHE KaK [TUTPATHBINA

Oydep, ructuanHOBEIN Oy dep, auneratHbIi Oydep U T 4., UIH UX KOMOWHALMH, KOTOPBIE COEpPKAT
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KOHBIOTUPOBAHHBIE KUCJIIOTHO-OCHOBHBIC MAPbI, AJIA HpOTHBOﬂeﬁCTBH;I NU3MCHCHUIO pH), BOJHBIC

CTaOUJIbHBIE COCTaBbl, B KOTOPBIX CTCTICHb PAa3PYLICHUS, MOﬂI/I(bI/IKaLII/II/I, arperaunuv, CHUXKCHUSA
OMOJIOrMYECKOIl aKTUBHOCTH U T.A., COACPKAINUXCA TCPANCBTUICCKUX aHTUTEI KOHTPOJIUPYETCA

HaJICKalllumM o6pa30M " HE YBCINYHNBACTCSA CO BPEMCHEM 10 HEIMMPUEMIIEMOTO YPOBHHL.

B Hacrosimem OoKyMeHTe TEPMUH KAHTUTEJIO» OTHOCHTCS K MOJIEKYJIE UMMYHOTIJIOOYJINHA
G (IgG), conepsxamueii nee Tsxensle nenu («<HC») u ae nerkue nenu («<LC»), coennHeHHbIE APYT
¢ ApyroM aucyibGuaHbIME CcBs3siMHU. Kasknast Tskenas 1ienb COCTOUT U3 BapualenbHOM obnactu
Tspxenon nenu («<HCVR») u koHcTanTHO# obnactu Tspkenoi nenu («CHy). Kaknas nerkas uens
cocTouT U3 BapuabenpHON obnactu serkoi nenu («KLCVR») n KOHCTaHTHOM 00nacTH Jjerkon
nenu («CL»). Kaxgas u3 HCVR u LCVR moxer ObIThb AONOMHUTENBHO IMOApA3/ielieHa Ha
runepBapuadenbHble YUaCTKH, Ha3bIBAEMbIE ONPENENAI0IUMI KOMIIJIEMEHTApHOCTh Y4acTKaMU
(«<CDR»), mnepemexarommecsi ¢ 0Oonee KOHCEPBATUBHBIMU OOJACTSAMH, HAa3bIBAEMBIMH
kapkacHbiMu o0acTsiMu («FR»). Kaxxnas HCVR u LCVR cocront u3 Tpex CDR u uerbipex FR,
PACTONIOKEHHBIX OT AMUHO-KOHLIA 710 KapOokcu-koHLa B crenyromem nopsiake: FR1, CDR1, FR2,
CDR2, FR3, CDR3, FR4. Bapuabensnsie obmactu kaxnoii HC u LC comepskaT CBS3bIBAIOLIMIA
JIOMEH, KOTOpBIH B3aUMOJAEHCTBYET C aHTUreHOM. KOHCTaHTHble OONAaCTH aHTHTEN MOTYT
OIIOCPENOBaTh CBSI3BIBAHME MMMYHOIJIOOYJIMHA C TKAHAMHU WM (PAKTOPAMHU XO35IMHA, BKIHOYAs
pa3HbIe KJIETKU UMMYyHHOH cHCTeMbl (Harmpumep, 3GPeKTOpHbIE KJIETKH) U MEePBbIii KOMIOHEHT

(Clq) xmaccu4eckoi CUCTeMbI KOMILIEMEHTA.

CornacHoO KOHKPETHBIM BapUaHTaM peAM3alUu BOJHBIX (apMalleBTHYECKUX COCTABOB,
NPEJIOKEHHBIX B HACTOSIIEM JOKYMEHTE, aHTUTeNa MPEeACTaBsioT coboit antutena k IL17A.
Wnrepnetikun 17A, unmu IL17A, B HacTosIeM TOKyMEHTe OTHOCUTCS K LIMTOKWHAM CeMelcTBa
uTOKUHOB IL17 (Takke Ha3bIBAETCS] AaHTUICHOM 8, AaCCOLMHUPOBAHHBIM C [IUTOTOKCHYECKUMU T-
mamporuramu («CTLASY)). Lurokuns! [L17A cyImecTByIOT B BHI€ TOMOJUMEPHBIX KOMILIEKCOB
(mampumep, IL17A/A) wnu reTepoguMEpHBIX KOMIUIEKCOB C APYTUM UJIEHOM CeMeicTBa
utokuHoB IL17, takum kak IL17F (mampumep, IL17A/F). Kak monarator, uurokunsl [L17A
BbIpaOaTHIBAIOTCS, MIABHBIM 00paszom, s¢dextopHpiMu T-xennepubivu (Th17) knerkamu, Obuio
MIOKa3aHO, YTO OHU HHIYLHUPYIOT CEKPELHIO MPOBOCTIATUTEIBHBIX [INTOKMHOB, TakuX Kak IL-6, IL-
8, IL-1 u ®HO. bruto mokasano, uro ¢opma romoaumeproro komriekca IL17A, IL17A/A,
3aeficTBOBaHa MpH 3a00NIEBaHMAX, TAKUX KakK TCOpUA3 U TICOPUATHYECKHH apTpur, oda u3
KOTOPBIX MPEACTABISIFOT COO0H MMMYHHBIE 3a00JI€BaHUS, CBA3aHHbIE C HAPYLICHHOH peryisiiuen

T-knerox.
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IIpu ynomMuHaHUU B HACTOSIIEM IOKyMEHTe yKka3zaHHble aHTuTena k [IL17A npeacrasisior

co0ol aHTHUTENA, KOTOPhIE CIEUN(UIECKH CBSI3BIBAIOT U ACHCTBYIOT B KAUECTBE aHTArOHUCTOB
IL17A uyenoBeka Omnaronmapst CreU(UYHOCTH B OTHOIIEHUHM CyOpenmHULBI A (Hampumep,
cyopenuanubl A B IL17A/F wnu omnoit mnmn obenx cyobenumann A B IL17A/A). CormacHo
KOHKpeTHbIM BapuaHtaMm peanusauuu aHturen k IL17A LCDRI1 conepkKuT aMHHOKHMCIOTHYIO
nocnenosaTeabHOCTh SEQ ID NO.1, LCDR2 coaepkuT aMHUHOKHUCIIOTHYIO MOCIEN0BATEIbHOCTD
SEQ ID NO.2, LCDR3 copep>XuT aMHUHOKUCIOTHYIO mociuenosateabHocTh SEQ ID NO.3,
HCDRI conepxut aMuHOKHCIOTHYHO nocienoBarenbHocTh SEQ ID NO.4, HCDR2 conepxur
aMUHOKHUCIOTHYIO nocneaosarenbHocTs SEQ ID NO.5, u HCDR3 conep:kUT aMUHOKHUCIOTHYIO
nocnenosaTenbHocTh SEQ ID NO.6. CornacHo HEKOTOPBIM U3 YKa3aHHBIX BAPHMAHTOB pealn3aliu
LCVR copepxut amuHokuciaotHyto nocienosarenbHocts SEQ ID NO.7, u HCVR conepxur
aMMHOKHCIIOTHYI0 mocnenosarenbHocTh SEQ ID NO.8. B eme Oonee KOHKpPETHBIX BapHaHTax
peanmusanuu ykasaHHbIX aHtuten K IL17 LC comepuT aMMHOKHCIIOTHYIO MOCHIEN0BATEIbHOCTD
SEQ ID NO.9, u HC conmepxxur amMuHOKHCIOTHYIO mnocienosatenbHOcTe SEQ ID NO.10.
TunoBeiM BapuaHTOM peanuszauuu aHtutena K IL17A sBnsercs ukcekm3ymad, TakoW Kak
onucaHo, Hanpumep, B nateHte CIIIA Ne7838638. JlonmosHUTENbHBIM NPUMEPOM aHTHUTENA K
IL17A sBasercs cexykuHymab (peanusyemslii moxn Toprosoii mapkoit KO3DHTUKC®), Takoit kak

onucaHo, Haripumep, B marente CLIIA Ne7807155.

B HacrosiimeM [OKyMEHTE MOTYT HCIOJB30BAaTbCS TEPMHUHBI «IIPUMEPHO» MU
«TPUOTU3UTENLHOY, KOTOPbIE TPU OMUCAHUN KOHKPETHOH YKa3aHHOH YHCIIOBOH BEJTHMYUHBI HITH
AWara3oHa BEJIWYMH O3HAYaIOT, YTO [aHHAs BEJIMYMHA MOXXET OTKJIOHATBCS OT YKa3aHHOTO
3HaueHuss He Oonee uem Ha 10% (Hampumep, +/- 10%). Hampumep, B HacCTOSAIIEM TOKYMEHTE
BbIpakeHue «mpumepHo 100» Bkirowaer 90 u 110 u Bce 3HaUeHUs Mexkay HUMU (Harpumep, 91,

92,93,94 ut.n).

B HacToOs1IEM JOKYMEHTE TEPMHUHBI IO CYIIECTBY HE COAEPIKUT» MIIU IO CYLIECTBY HE
BKJIFOYAaET» O3HAYAKOT, 4YTO KOJMYECTBO MJAHHOTO BellecTBa (HAmpuMmep, HOHHOTO
BCIIOMOTATENIbHOTO BELIECTBA, PErYJUPYIOIIEro TOHHMYHOCTh) HIDKE Tpenena OOHapy KEHUs B

HCCIICAOBAHUU, UCTIOJIB3YyEMOM IJIA 06Hapy>1<eHI/151 HaJIMYUs YKa3aHHOI'O BEIICCTBA.

TepMuH «HOHHOE BCIIOMOIaTENbHOE BELIECTBO, pEryJUpyroliee TOHUYHOCTEY B
HACTOSIIEM JOKyMeHTe 0DO3HauaeT BCIIOMOTaTeNbHOE BELIECTBO, KOTOPOE COMEPKHUT HOHHOE
CoeMHEHNe (Hanpumep, 3JIEKTPOJIHT, TAKOH KaK XJIOPU HATPHSL, XJIOPHUI KU, XJIOPU MarHusi,
XJIOpUA KaJbLMsA, THAPOXJOPUA APTUHUHA M T.1.), OTIUYHOE OT AHTHTENAa M TOBEPXHOCTHO-

AKTUBHOTO BEIIECTBA, BKIIOYEHHOe B BONHBIN (papmaneBTudeckuii coctaB. HoHHOe
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BCIIOMOTATENIbHOE BELIECTBO, PETYJHPYIOIee TOHWUYHOCTh, KaK M3BECTHO B JAaHHOW obiactu

TEXHUKH, MOYKHO TIPUMEHSTD JUUIsl PETYJITMPOBAHUS OCMOTHYECKOTO IABJICHHUS (PapMalieBTHIECKOTO
coctaBa. Tem He MeHee (Kak MPEeIJIOKEHO B IPUMEPax, MPUBEICHHBIX B HACTOSIIEM JOKYMEHTE),
perymupoBaane pH ¢ ucnonb3oBanuemM HCl wimm NaOH, mo mepe HeoOXOAMMOCTH, MOCHe
pPacTBOPEHUs] U CMEIIEHUS BOAHOTO (hapMaleBTHUECKOTO COCTaBa HE BKIIIOYEHO B 3HAUEHUE
TEPMHMHA KMOHHOE BCIIOMOTATENIbHOE BELIECTBO, PETYJINPYIOIIee TOHUYHOCTDY, UCIIOJIb3yEMOTO B
HactosimeM nokyMmeHTe (Tak kak HCl mnm NaOH, nobasnsiemble mnsi peryiauposanusi pH, He
BBICTYIAIOT B COCTAB€ B KAueCTBE HOHHOTO BCIOMOTATENbHOTO BELIECTBA, PEryJUPYHOIIEro

TOHUYHOCTD).

B HACTOAIIEM JOKYMCHTEC TCPMHH «BCIOMOIATCJIbHBIE BCIICCTBA Ha OCHOBC L-
AMUHOKHUCJIOT» OTHOCHUTCSI K L-aMHHOKHCIIOTaM, KOTOpble HOOaBISIFOT OO B coctaBe Oydepa
(mampumep, L-ructunun B ructunuHoBom Oydepe; L-aprunud B apruauHoBoM Oydepe u T.1.)
100 B Ka4eCTBE BCIIOMOIATEIbHOTO KOMIIOHEHTA B BOIHBIN (hapMalleBTHYECKUIT cOCcTaB (HO He

OTHOCUTCS K KOMITOHCHTaAM T€PANCBTUYCCKOIO aHTI/ITeJ'Ia).

B HacTosleM AOKyMEHTE HCIOJIb3yeMble B3aUMO3aMEHSEMO TEPMHHBI «BU3YaJIbHO-
aHayorosas mkana» win «BAIID» oTHOCSTCS K CPEACTBY OLIEHKHU OOJIH, CBSI3AHHOM C HHBEKLIUEH,
omyiraemont nauuentoM. BAIIl cocrout u3 HenpepbIBHOM MmiKaibl ;uHOM 100 MM, Ha KOTOpOH
MalyeHT OTMEYaeT YPOBEHb 00U nociie nHbeKImu. KpaitHumu oneHoYHbIMU 3HaueHusiMu BATIT
SIBJIIIOTCS KTIOJIHOE OTCyTCTBHE 0oy (Hampumep, 0) U «camast CHiibHasi 60J1b, KOTOPYIO MOKHO
npencrasuthy (Hampumep, 100). ITo crenenu Tspkectu Oonb coriacHo BAIIl moskeT ObITh
kjaccupuupoBana kak cnabdas 6onb (<30 mm); ymepernas 60ab (>30 MM - <70 MM) U TsDKENas
6016 (>70 MM). B HacTosieM TOKyMeHTe «00JIb, CBA3aHHAS C MHBEKLUEH» OTHOCUTCS K OCTPOU
0onm, OmylIaeMOW MAIMeHTOM BO BpeMsl WM Cpa3y TMOCHE€ WHBEKIHA BOIHOTO
(apmareBTHUECKOr0 cocTaBa. JKenaTenbHbIM CBOHCTBOM CTaOMIIBHOTO (hapMalieBTHYECKOTO
COCTaBa SIBIISIETCS  XOpOIIass MEPEHOCHMOCTh TMALMEHTaMH, HalpuMmep, OOecreueHune
TEPANEeBTUYECKHU MPEANIOUTHTEIBHOTO YPOBHS OOJH, CBSI3aHHOH ¢ MHBEKIMEH (HanpuMep, UHAEKC
BAIII <30 mm n/nnm <20 mm). Kak n3BeCTHO, KOMIIOHEHTH! (PapMaleBTUYECKOTO COCTABA M UX
KOHIICHTPALMU W/WJIH OTHOCHUTEJIbHBIE KOJHMYECTBA MOTYT BIUSTH Ha OOJNb, CBSI3aHHYIO C

UHBEKLUEH, Oy IAEMY0 MALIUEHTOM.

Hpe):[nonaraeTcsl, dTO HUCHOJB3YEMbIE B3aMMO3aMCHACMO B HACTOAIEM OOKYMCHTC
TCPMUHBI «CITOCO0 JeYEHUs» W/WIU «JICUEHHE» W/ «JIEYUTH» OTHOCSITCS KO BCEM npoueccam,
IPU KOTOPBIX MOKET MPOUCXOAUTDH MOJHOC YCTPAHCHUEC, 3aMEJICHUE WU 3a€PrKKa, CHUKCHUE

TSOKECTH WM 4acToThl  (Hampumep, OOOCTPEHUH WM TNPUCTYIOB), MpepbIBAHUE WM
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OJIOKMPOBaHKE MPOTPECCUPOBAHNUS 3a00JIEBAHUS U/UJTH €r0 CUMITTOMOB, HO HE TPEOYIOT MOJTHOTO

YCTpaHCHUA BCEX CHUMIITOMOB 3216OJ'IeBaHI/IH. JleyeHre BKIIFOYAET BBC€ACHHUEC BOIHOI'O
(hapMaleBTHUECKOTO COCTaBa COMJIACHO HACTOSIIEMY H300PETeHUIO NJIs JieueHus: 3a001eBaHus Y
YeJIOBeKa, y KOTOPOro MOXKeT ObIThb OoOecrnedeHo OnarompusiTHOE NEWCTBHE, BBI3BAHHOE IO
MEHbIIEH Mepe OIHHUM U3 TEPEYUCIIEHHBIX BBIIIE TMPOLIECCOB, BKOYas: (a) MomaBcHHE
JaTbHEUIIETro MPOrPeCcCUPOBAHUS CUMIITOMOB 1 3((ekToB 3ab0seBaHus, T.€. OJIOKUPOBAHUE €T0
passutust; (b) obneruenue 3aboyieBaHus, T.e. OOeClEUCHHE YCTPAHEHHsS] WM pPerpeccuu
3a0osieBaHusI, CAMIITOMOB 3a00JIeBaHUsI WIIU OCJIOKHEHUIT; U (C) MPEIOTBPALEHUE HITH CHHKEHHUE
YacTOThI MPHUCTYNOB Wik obocTpenuii 3abosneBanusi. COIrIaCHO KOHKPETHBIM BapHaHTaM
peanmuzaiyu (papMaleBTUYECKHE COCTaBbI, MPEIJIOKEHHBIE B HACTOSIIEM IOKYMEHTE, MOKHO

MIPUMEHSATD AJIs1 JIeUeHus1 1o MeHblIei Mepe ogHoro u3 RA, Ps, GenPs, AS, PA, PPP, HS unu MM.

Hcnonpdyemble B HACTOSIIEM JOKYMEHTE B3aUMO3AMEHSEMO TEPMUHBI «IALMEHTY,
«CyOBEKT» M «HMHOMBUAYYM» OTHOCATCS K uesnoBeky. Ecium He yka3aHO HHOE, TO CyOBbeKkT
JIOTIOJTHUTENIbHO OXapaKTePU30BaH KaK CTPAJAIOIIUN OT, MOABEPKEHHBIM PUCKY Pa3BUTHUS WJIH
OLIYINAOINUI CHMITOMBI 3a00JI€BaHUs, IPU KOTOPOM BBeAEeHHE (papMaLeBTHYECKOTO COCTaBa,

OIMUCAHHOTO B HACTOAIIEM NOKYMEHTE, MOXKET obecrieunBaTh 6.IIaFOI'IpI/I$ITH06 JefiCTBHE.

Ucnonp3yemble B3aMMO3aMEHSIEMO B HACTOSIIEM IOKYMEHTE TEPMHHBI «3(PPEeKTHBHOE
KOJIMYECTBO» HJIU «TepaneBTu4Yecku 3hekTHBHOE KONMNYECTBO» (HapMaleBTUYECKOrO COCTaBa
COIJIACHO HACTOSIIEMY H300PETeHUIO0 OTHOCSTCS K KOJWYECTBY (MPH BBIOPAHHBIX JTO3UPOBKAX,
YacTOTE BBEICHUS U MPONOJDKUTEIBHOCTH KOHKPETHOTO CIIoco0a BBEIEHHS ), HEOOXOTHMOMY TSI
JOCTH)KEHUS]  JKEIaeMOro  TEepaneBTHUECKOro  pe3ysibTata. D(PQPEKTUBHOE  KOJIUYECTBO
(bapMaLeBTHUECKOTO COCTaBa COTJIACHO HACTOSIIEMY H300PETEHHI0 MOXKET HW3MEHSIThCS B
3aBUCHUMOCTH OT (DaKTOPOB, TaKUX Kak OOJIE3HEHHOE COCTOSIHHME, BO3pAcT, MOJ U Macca Teja
cyOBbekTa U CrmocoOHOCTh (hapMaleBTUYECKOr0 COCTaBa COTJIACHO HACTOSIIEMY H300pETEHURO
BbI3BIBATH JKEJIAEMBbI OTBET y CyObekTa. DPHEeKTHBHOE KOINIECTBO TAKXKE MPENCTABISECT COOOH
KOJIMYECTBO, JJIi KOTOPOro JIF0Oble TOKCHYECKHe WK BpenHbie 3P ¢ekThl (hapMareBTHIeCKOro
COCTaBa  COIMJIACHO  HACTOALIEMY  H300PETEHHIO  MEPEBELIMBAIOTCS  TEPAIEBTUYECKU

OnaronpusTHEIMH 3 EeKTaMH.

HaCTOfIU.[ee I/I306peTeHI/Ie TAKKE€ OTHOCHUTCA K PpPEeKUMaM BBCACHUA JA JICUCHUA
3aboneBanust  (papMalleBTHYECKHIM  COCTaBOM  COMJIACHO  HACTOSIIEMY  H300pETEHUIO.
Hcnonb3yemblii B HACTOSIIIEM TOKYMEHTE U OOIIeN3BECTHBIN B TAHHOH 00JIaCTH TEXHUKHU TEPMUH
«A03a» OTHOCHUTCA K KOJIMYECTBY q)apMaL[eBTI/ILIeCKOFO COCTaBa, KOTOprfI BBOJAT CY6’beKTy.

TepMHUHBI «PEXUM BBEACHUS» WIN «PEKUM TO3UPOBAHUS», OOLIEN3BECTHBIE B TAaHHON 00JacTu
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TEXHUKU U HCIOJNB3YEMbBIC B3aMMO3aMCHACMO B HACTOALICM OOKYMCHTE, BKJIIFOUAKOT CXEMY

JICUSHHsT JJI BBEICHUS] COBOKYITHOCTH (T.€. TPYMIBI WM IMOCIENOBATEIBHOCTH) 103, KOTOPbIE

HGO6XOI[I/IMO BBCCTH MALMCHTY B TCUCHUE NIEPUOAA BPEMEHU.

Hampumep, pexkuM BBEIEHUS COTJIACHO HACTOSIIEMY H300PETEHHIO MOXET BKIFOUATh
HAYaJIbHYIO 103y BOAHOTO (hapMaleBTHUECKOrO COCTaBa (HAIpUMep, COAEPIKALIEr0 aHTUTENO K
IL17A) cormacHO HacTosieMy HW300pETeHHIO, KOTOPYIO BBOIST MALUEHTY B MEPBBIA JEHb
neuenus (Hanpumep, B feHb 0). HaganpHast 103a MOkeT ObITh OMHCaHa B HACTOSIIEM JJOKYMEHTE
KaK «Harpy3oudHas n103a». Kpome Toro, pexuM BBEAEHHUS COTJIACHO HACTOSINEMY HU300pPETEHHIO
MOJKET BKJIFOUATh HAudajbHBbINA NMEPUOA JIEYEHUs], UHOTAA HAa3bIBAEMbIIl B HACTOSIIEM JOKYMEHTE
«MHAYKLHMOHHBIM NEPUOOM», KOTOPBIM ClEAyeT 3a BBEJEHHUEM HArpy304HO#l A03bl. Bo Bpems
MHIYKIMOHHOIO TEpPHONia, HANpUMep, MALMEHTy MOXET ObITh BBeIAEHa 103a (UM JI03BI),
coziep Kalasi KOHKPETHYI0 KOHLIEHTPALUIO TEPANIeBTUYECKOro aHTUTeNa (HarpuMep, aHTUuTena K
IL17A), npu naHHOI 4acTOTE BBEEHHS (HApUMep, pa3 B A€Hb, Pa3 B 2 HEAEIH, pa3 B 4 HEeIH U
T.A.) B T€YEHHE NAHHOTO mepuoaa BpemeHu (Hampumep, 4, 12 wam 16 nemenn). Kpome Toro,
PEeXHMbI BBEAEHHUS COTJIACHO HACTOALIEMY H300pPETEeHHMI0 MOTYT BKJIIOYATh IEPHOA IOCHe
WUHAYKLUOHHOTO MEePHOJa, NHOTAA HAa3bIBAEMbI B HACTOSLIEM JOKYMEHTE «IOAJEPKUBAIOLIUM
MepUOAOM», BO BpeMsl KOTOPOro TMAaLMEHTy BBOAST 03y, COAEPIKALIYI) KOHKPETHYIO
KOHIICHTPALIUIO TEPATIeBTUYECKOT0 aHTUTENA, IPU JAHHOW YacTOTE BBENEHUs (Hampumep, pas B 2

WK 4 HeEH U T.J1.).

Bonnble (hapmarnieBTHUECKHE COCTABbI COTJIACHO HACTOSLIEMY M300PETEHHIO MOTYT OBITh
BBE/ICHBI MALIMEHTY MapeHTepabHbIM criocoboMm. [lapeHTepanbHOE BBEIEHHUE, KaK TOJKYETCS B
00J1aCTH MEIOUIMHBL, OTHOCHUTCSI K MHBEKLUH JO03bl B OPraHM3M IPH IMOMOIIU CTEPHIIBHOTO
IIMPUIIA WIA HEKOH JPyrodl CHUCTeMbl JOCTaBKU JIEKAPCTBEHHOTO CPENCTBA, BKJFOYAs
ABTOUHBEKTOP WM MHQY3UOHHYIO TioMny. IIpuMepbl cCHCTEM TOCTABKH JIEKAPCTBEHHBIX CPENICTB
IUTSL IPUMEHEHHUS] COBMECTHO C BOAHBIMH (hapMalleBTHUECKUMH COCTABAMHU COTJIACHO HACTOSIIEMY
N300PETeHUI0 OMHCAHBI B MOCIEAYIOIUX JTOKYMEHTaxX, COAEpPKaHUE KOTOPBIX SIBHBIM 00pa3oMm
BKJIFOYEHO B HACTOSLIMI JOKYMEHT BO BCEH IMOJIHOTE MOCPENCTBOM CCHUIOK: OMyOJIMKOBaHHAS
3asBka Ha mateHT CIIIA Ne2014/0054883, astopsl Jlanuran ¢ corpynnukamu (Lanigan ef al),
nogana 7 wmaprta 2013 roma, HasBanme «bnok wuHpy3nonnoit mnomme» (“Infusion Pump
Assembly”); marent CIIA Ne7291132, aBropsl [lePyHTn ¢ cotpynaukamu (DeRuntz ef al.), nara
nonauu 3asBku 3 ¢espans 2006 roga, HazBaHHE «YCTPOHCTBO AJISI BBEACHUS JIEKAPCTBEHHOTO
CpeacTBa ¢ TPOHHONW BUHTOBOM HApEe3KOH AJisl YCOBEPILICHCTBOBAHUS MEXAHUYECKUX CBOWCTBY
(“Medication Dispensing Apparatus with Triple Screw Threads for Mechanical Advantage”;

nateHT CIIIA Ne7517334, aBTopsl Axo0c ¢ corpynuaukamu (Jacobs ef al.), nata nogauu 3asBku 18
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ceHtss0ps 2006 ronma, Ha3BaHHE «YCTPOHCTBO [JIsi BBENEHHUS JIEKAPCTBEHHOTO CPEACTBA C

NPY>KUHHBIM 3aIlOPHBIM YCTPONCTBOM, AKTUBUPYEMBIM IIOCIE€ BBEACHHUS KOHEYHOH IO3BD
(“Medication Dispensing Apparatus with Spring-Driven Locking Feature Enabled by
Administration of Final Dose”); u matent CIIIA Ne8734394, aBropsl Agamc ¢ COTPYIHHKAMHU
(Adams ef al.), nata momaum 3asBku 24 aBrycra 2012 roma, Ha3zBaHue «ABTOMAaTHYECKOE
YCTPOWCTBO JJIs1 MHBEKLUU C MEXaHU3MOM 3a/I€PKKH, BKIHOYANOIEE MOAKUMHON 3JIEMEHT C
nsoriHOM ¢ynkumen» (“Automatic Injection Device with Delay Mechanism Including Dual
Functioning Biasing Member”). ITapentepanbhbie criocods! BkmoudatoT BM, TTK u UIT criocoOsr

BBCACHUA.

IIpumepsl

IIpumep BoaHOro hapmManeBTHYECKOI0 COCTABA

Tabnuna 1. ITpumep BogHOro GapMareBTHYECKOro COCTaBa

Konuentpauus
antureno k [L17A* 80 mr/mn
PS-80 0,03% (macc./00.) (0,3 mr/mn)
Caxaposa 234 MM (8% (macc./00.))
pH 5,7

* Antuteno k IL17A conep:xut HCVR ¢ SEQ ID NO: 8 u LCVR ¢ SEQ ID NO: 7.

Crnioco0 nonyueHus: papManeBTHIeCKoro cocrasa anturtena k IL17A, npencraBieHHOTo B
tabnuie 1, MokeT ObITh MPOBEACH MyTEM B3BEILIMBAHUS COOTBETCTBYIOLIETO KOJHYECTBA BOJIBI
(marmpumep, npu Temmepatype 20 +/- 5°C) BO B3BEIIEHHOM MYCTOM COCYJ€ COOTBETCTBYIOIIErO
pa3mepa. JloOaBIsIM COOTBETCTBYIOLIEE KOJTMYECTBO CaXapo3bl M MepeMelnnBaiy. B3pemmpanm
TOYHOE KOJIMYECTBO mosucopdara 80 B CTEKJISTHHOM KOHTEiHepe W J00aBIsUIM B CTEKJISTHHBIN
KOHTEWHEp COOTBETCTBYIOLIEE KOJHMUYECTBO BOABI Mpu Temmeparype 20 +/- 5°C s nonydeHus
JKEJIaeMOl KOHLEHTPAaLUU, U TepeMelnBaiu pacTeop. Jlobasnsam Bce comep:KuMoe pacTBopa
nojcopbara 80 kK APYruM BCIIOMOTaTeNbHBIM BemnecTBaM. [IpoMbIBaiii KOHTEHHEp pacTBopa
nojcopdara 80 Boxmoit ans obecredeHus: mepeHoca Bcero copepykumoro. Ilocie 3aBeprueHus
nobasneHus pactBopa mnonucopbara 80 mepememmBanu pactBop. Ilocne 3aBeprueHus
pPacTBOPEHHs M CMEIIeHHs mpoBepsutn pH pacTBopa, KOTOPBIA MOJKEH ObUT COCTaBISATh 5,7 +/-
0,3; noomgmmu pactBopoM HCl mmu NaOH mpu HeoOxommmocTu. [Ipomyckanu KOMITO3UIUIO
BCIIOMOTATENbHBIX BelnecTB uepe3 pubtp (momuBunmnmuaerdropun [IIBJA®]) nns cHuxenus

OMOHArpPy3KH.
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CwmemuBanu antuteno k IL17A, mpenBapuTenbHO SKCIPECCUPOBAHHOE B KIIETKAX,

OUMIIEHHOE M KOHLUEHTPUPOBAHHOE, C COOTBETCTBYIOINMM KOJMYECTBOM  pPacTBOpa
BCIIOMOTI'aTEJIbHBIX BELIECTB [J1s1 cocTaBa. IloBTopHO nposepsinu pH pacTBopa, KOTOPBIN TOKEH
Obu1 coctaBiATh 5,7 +/- 0,3. Ilponyckanu papmanesTudeckuii cocrta depe3 punstp [IBAD ns

CHIDKEHUs] OMOHATPY3KH, MOCTIE Yero €ro MOXHO Obl1o XpaHuTthb npu 5°C.

PDU3HKO-XHMHYECKHE CBOHCTBA

Kak  ¢wusmueckas, Tak © XUMHYeCKass CTaOWJIIBHOCTH  HEOOXOOUMBI  AJIS
(bapMaLeBTHUECKOr0 COCTaBa TEPANEBTHUECKOrO aHTUTENa, YTOOBl CAeNaTb BO3MOKHBIM
XpaHEHUEe M TPAHCIOPTHPOBKY (Hampumep, 1 rox, 18 mecsAueB uiam 2 romga) U COXPaHUTH
6esomacHocTh U 3 dexTuBHOCTD. [IpuMepsr criocoOOB OIEHKU Al U3MepeHus: (pu3ndeckoin
CTa0MIBHOCTU  (PapPMALIEBTHUECKOTO COCTaBAa  BKJIIOYAIOT  OINpEJENIeHHE PaCTBOPHUMOCTHU
(pasmenenune (a3, obOpasoBaHHe Teist), MOJEKYJSIPHBIX B3aUMOAEHCTBUH (Hampumep, NpH
usmepenun crnocobom JICP), ompeneneHue XapakTepUCTHK BHU3YaJTbHON MpPO3PAYHOCTH (T.€.
OTAJIECIIEHTHOCTH) MyTeM OLIEHKH MyTHOCTH M M3MepeHue Bs3kocTu. Kpome Toro, XxuMuueckast
CTa0MJIBHOCTb MOXKET OBbITh OINpenesieHa PasHbIMH AHAIUTHYECKMMH CIIOCOOaMHM, BKIFOYAst
reabnponukaromyto xpomarorpaduro (I'TIX), katnonooomennyro (CEX) BOXKX, kanusuisipHbIii
3nekTpodope3 B BOCCTAHOBHUTENbHBIX U HEBOCCTaHOBUTENbHBIX ycioBusix (CE-SDS R/NR) wu
CUTOBBbIM aHanmu3. Kak MpOneMOHCTPUPOBAHO B HACTOSIIEM IOKYMEHTE, Ui MPEIIOKEHHOTO
dapmaneBTiueckoro cocraBa antutena k IL17A, npuBeneHHoro B Tabmuie 1, moka3aHa
XUMHUeCKasi U (uandeckas CTaOUIBHOCTh, & TAKXKe pPACTBOPHUMOCTh MPUCYTCTBYIOLIETO B
BBICOKOW  KOHIIGHTPALIMU  TEPANEeBTUYECKOTO  AHTHUTENA, HUKCEKu3ymada, HMEHIIero
U303JIEKTPUIECKYIO TOUKY > 7,5, KOTOpast He JOIYyCKAeT MOJTy4YeHHEe COCTaBa MPH HEHTPAJIbHOM

pH pactBopa.
Onpenenenne paCTBOPUMOCTH:

Jlnst  BomHOro (papMaLeBTHYECKOTO COCTaBa HEOOXOAMMA JOCTATOYHO BBICOKAs
pactBopuMOCTb. B BOgHOM (papMameBTUYECKOM COCTaBE MPHUCYTCTBYIOLIEE B BBICOKOM
KOHIICHTPALIMU AHTHUTENO MAOJDKHO COXPAHATHCS B MOHOMEPHOM COCTOSIHUM B OTCYTCTBHE
oOpa3oBaHusi BBICOKOMOJNEKYJsIpHBIX (HMW) arperatoB. AHaIM3uUpOBaJId pPacTBOPHUMOCTD
aaturena Kk IL17A, umeromero M303JEKTPHUECKYO TOUKYy >8,0 (B pacTBOpe) MpPH BBICOKHX

KOHLECHTPAUUAX B Pa3HbIX YCIIOBUAX.

HNukyOupoBamu obpasubl KakI0ro BOAHOTO COCTaBa, MPUBEASHHOrO B Tadiwie 2, mpu

Kaxnoi n3 Temmeparyp S, 0 u -5 rpagycos Llenscus (Hampumep, oOpasubl KaKAOrO COCTaBa
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MO3KHO WHKYOHpoBaTh mapauienbHo npu S, 0 u -5°C) B Teuenue ogaol Heaenu. [Tocne nakybanmnu

OLICHUBAJIU paznesieHue (a3, obpasoBaHue Tefisi, MyTHOCTb U BS3KOCTb TSI K&JKIOro obpasma.

Tabmauua 2: Cocrasbl

5

Ne oOpa3ua Bydep Bcnomorartennnbie | Konuenrpauus | pH
BelecTBA, OTJIHYHbIE AHTHTEJA K
ot Oydepa IL17A*
Konrtpoasn 20 MM nutpar 200 MM NaCl 80 mr/mn 5,7
(xoMMmepueckuit 0,03% PS-80
COCTaB, TaKOu
KaK OIHCAHO B
natente CIIIA
Ne9376491)
1 Her 234 MM caxaposa 80 mr/mn 5,7
(cocras 0,03% PS-80
MIPUBEIIEH B
tabsuiie 1)
2 10 MM 1uTpar 274 MM MaHHUT 80 mr/mi 5,7
3 10 MM nutpar 274 MM MaHHUT 80 mr/mi 5,7
0,03% PS-80
4 10 MM nutpar 234 MM caxapo3za 80 mr/min 5,7
0,03% PS-80
5 5 MM uTpar 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
TUCTUIUH
6,28 MM L-
THCTUINHA
TUAPOXJIOpHIA
MOHOTHIpAT
7 2,69 MM L- 150 MM NaCl 80 mr/mn 6,5
TUCTUOUH 0,03% PS-80
6,28 MM L-
THCTUINHA
TUAPOXJIOpHIA
MOHOTHIpAT
8 2,69 MM L- 150 MM NaCl 80 mr/mn 5,7
TUCTUOUH 0,03% PS-80
6,28 MM L-
THCTUINHA
TUAPOXJIOpHIA
MOHOTHIpAT
9 Her 130 MM NaCl 80 Mr/mi 5,7
10 Her 100 MM NaCl 80 Mr/mi 5,7
11 Her 65 MM NaCl 50 Mr/min 5,7
12 10 MM 1uTpar Her 80 Mr/min 5,7

*Antureno x IL17A conepxxut nse HCVR, nmeromne aMHHOKHCIIOTHYIO TTOCIIEAOBATEIbHOCTD
SEQ ID NO: 8, u ase LCVR, umeromue aMMHOKUCIOTHYO nocienosateabHocTs SEQ ID NO: 7.




10

15

20

25

30

-19-
**[ToMIMO HCCIIEAyEeMBIX BOAHBIX (papMalleBTHUECKUX COCTABOB, NMPUBENEHHBIX B TaOnuue 2,
MPOBOAIIIM OIIEHKY BOIHOTO (hapMaleBTHUECKOTrO COcTaBa, coaep:kamero 10 MM ameraTHBIN
oydep, 150 MM NaCl u 80 mr/mu anturena x IL17A, ¢ pH 5,0, mocne naKyOanuu, st KOTOPOro
HaOJII0AJICS HePUEMIIEMbIN YPOBEHb (hparMeHTaIluu aHTUTeNa pu ucrnosb3osannu CD-SDS B
HEBOCCTAHABJIMBAIOIUX YCIOBHSAX.

***Kpome Toro, kak ykazano B mnarteHte CIIIA Ne9376491, naOmonmanu HENpUEMIEMYIO
TeMIepaTypy oMy THeHus 1t anTutena kK IL17A npu ncrnonb30BaHUM areHTOB B KOHLIEHTPALMAX
meHee ueM 20 MM B ciyuae uutpatHoro Oydepa u 150 MM B ciyuae NaCl.

Pasnenenue das:

Kax nogpo6bno onucano B narente CIIIA Ne9376491, npennoxennoe antureno k IL17A
(conepxammee nse LCVR, nmeromume aMmuHOKUCIOTHYO nocienosarenbHocts SEQ ID NO: 7, u
nse HCVR, umeromue amMUHOKUCIOTHYIO nocienosatenbHOcTh SEQ ID NO: 8) ckioHHO K
paznenenuto a3 B pactBope mnpu Temneparype Huxke 0 rpagycos Llenscus (°C). Tem He meHee,
JIEKapCTBEHHbIH NpOoAyKT XxpaHsaT npu 5°C, anst 4yero TpeOyercs MEepUOAMYECKOe CHIDKEHHE
temrieparypbl xonmonuwiabHuKa Huke 0°C. Kakx mpennoxxeHo B mareHte CIHIA Ne9376491,
NOBBILIEHHEe KOHLIEHTpauuu wnurpatHoro Oydepa m NaCl B goCTaToOYHON Mepe NOHMXKAET
TEMIIepaTypy, MPU KOTOPOH mpoucxonut pasaenenue ¢pas. Tem He MeHee, UMEIOTCS COOOIEHHS O
0011, CBA3aHHOM C MHBEKLIUEH COCTABOB, COMEPKAIIUX MOBBILICHHbIE KOHLIEHTPALMH [IUTPATHOTO
Oydepa u NaCl, u maumeHTbl OTMeYaiud OOJb, CBSI3aHHYK) C HMHBEKIHMEH, IOCJie BBEIEHUS

KOMMEpPYECKOro (hapMaleBTHIECKOr0 COCTaBa UKCeKn3ymada.

OuenuBaju paszaeneHue a3 B cocTaBax, MPUBENEHHBIX B TaOJHIle 2, MOCe HHKYOauu
npu -5°C B TedeHHe OHOM HeNeNu MyTeM BU3YaJbHOIO OTCJIEKUBAHMS MPU3HAKOB pa3eeHus
¢a3 (Hanpumep, 0Opa3oBaHUs MIIOTHOTO OOraToro OEIKOM CJIOsl Ha JHE PpoOUpKH). Pe3ymbTaTsl

npeACTaBIeHbl B Tabmuie 3.

OGpasoBanue reis:

SIBneHus, TakWe KaKk TEPMOAMHAMHYECKOEC H3MEHEeHHe TBepaoi (asel (Hampumep,
o0Opa3oBaHHe Teist), MOTYT MPOUCXOIUTh NMPU MOHWKEHHBbIX Temmeparypax (5°C wiam Hioke),
OTPHULIATENILHO CKasbiBasicb Ha cra0mibHOCTH. Kak mompoOno ommcano B martente CIIIA
Ne9376491, nns npennosxkeHHoro antutena K [L17A npu BBICOKMX KOHIEHTPALUSIX HAOJFO1aeTCst
oOpaszoBanue rens npu tremmneparypax S°C u Hike. B matenre CIITA Ne9376491 takske mokasaHo,
YTO Ha/JIeKalllee MOBBIIIEHNE KOHLeHTpauuu uutpatHoro Oydepa n NaCl nosBonsier uzdexarsb
00pa3oBaHUs res MPU MOHWKEHHBIX TeMIiepaTypax. TeM He MeHee, Kak yiKe OTMEYaJoCh BBILIE,

UMEIOTCS COOOIIEeHUsT 0 OOJH, CBSI3aHHOH C MHBEKIMEH COCTABOB, COAEPIKALINX IMOBBIIICHHbIC
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KOHIeHTpauuu nutpatHoro Oydepa m NaCl, m manmeHTsl OTMeHanu OOJb, CBI3AHHYIO C

MHBEKLNEH, ITOCIIe BBEIEHHSI KOMMEPYECKOTro (hapMarieBTUIECKOr0 COCTaBa UKCEKN3yMada.

PesynpraTel oumeHkn oOpa3oBaHMsA TeNsl B COCTaBax, NPHUBEAEHHBIX B Tabmume 2,
npencrasieHsl B Tabmuue 3. Bkparue, nociae WHKyOAIuy, Kak OMUCAHO BBIIE, EPEMEIIUBAIN
KQXIyI0 IPpoOUpKyY (Hanmpumep, NepeBOpavrBaIi, a 3aTEM BO3BPALIAIHN B UCXOHOE BEPTHKAIBHOE

HOJ'IO)KGHI/IG), MOCJIC Y€Tr0 BU3YAJIbHO IMMPOBEPAIIN 3aryCTCHUC UK OTCYTCTBUEC TCKYYCCTHU.

MyTHOCTE:!

MyTHOCTb (T.€. IOTeps MPO3PAYHOCTH BCIEACTBHE OOPa30BaHUs CyCHEH3UU TUCTIEPCHOTO
BEIECTBA) SIBJSIETCS HEOTBhEMJIEMON mpoOieMol BOAHBIX (apMaleBTUYECKUX COCTABOB
TepaneBTudeckux aHturen. [Ipobnema ycyryOnsercss mpu BbICOKOW KOHLIEHTPALMM aHTUTEN U

MIOHMKEHHOM TeMIIepaType, B Pe3yJIbTaTe Yero COCTaB MOKET HE MPOUTH BU3YaJbHYIO IPOBEPKY.

Bxparue, mocne wHKyOanmy, Kak OMHCAHO BBIIIE, OLEHHBAIM MYTHOCTbH (TIPOBOIMIIN
U3MEPEHUsl MPU TeMIlepaType OKpPY:Kalollell cpenbl), Kak BU3YalbHO (HalpuMep, Ha CBETy C
UCIIOJIb30BAHUEM OYMIIEHHOW BOABI IJISI CPABHEHMs), TaK U C HCIIOJIb30BAHHEM HederoMeTpa
(HACH Turbidimeter, coriacHO HWHCTPYKLMsSIM  TNPOWU3BOAMTENSI) AJSL  TOJYYESHHUS
KojruecTBeHHBIX pe3ynbraToB (B NTU). XKenatenpHbl Oonee Huskue 3HadeHuss B NTU; B
4aCTHOCTH, >kenaTtenbHbl 3HaueHus: NTU menee 50, roe mpenenpHOe 3HAYEHUE MPOXOXKICHUS

ucnbitanus coctasisier 80 NTU. PesynbraTsl mpencTaBieHsl B Tadnuue 3.
BsA3koCTE!

IlpuemnemMblii 11 TOJNYyYEHUs, BBEACHUS MNAaLUUEHTaM U TNEPEHOCUMBIA BOJHBIN
(apMaleBTHUECKU COCTaB JOJDKEH HMETh COOTBETCTBYIOLIYIO BSI3KOCTb. JlJisi TOMKOMKHOMU
nocTaBKy Tpedyercs MeHee Bsa3Kui (1o menbueit Mepe < 20 cIl) Boguslii pactBop. [ToBbIeHHBIE
KOHLIEHTPALUM TEPaneBTHYECKOrO AaHTHTENa CO3MAI0T MpoOJieMy TIOBBIIICHHS] BS3KOCTH.
H3BecTHO, uTo (hapmaneBTUdeckue coctabl, conepxkamue NaCl, IMeIOT NOHMKEHHYIO BSI3KOCTb,
HO, KaK YK€ OTMe4asioch, yBenudeHue koHrneHtpaiuu NaCl B (apmarieBTHUECKOM COCTaBe

BBI3bIBACT 60.]'[]:;, CBA3aHHYIO C PIH"beKLIPIefI.

OueHuBamyu BSI3KOCTh COCTaBa 1 M KOHTPOJIBHOTO COCTaBa, NMPHUBEAECHHOrO B Talnuie 2, mocie
uHKyOarmn npu 20°C Ha BuckozumeTpe (Anton Paar AMVn Viscometer, COrflaCHO HHCTPYKLHSIM
NPOM3BOIUTENS) AJIS TIOJTyUeHUs pe3yiibTaToB B cantunyasax (cll). XXenarenpHe!r Oonee HU3KHE

3HaueHus B cll, B wactHocTH, Hanpumep, <20 cIl. Pesynprarsl npencrasneHs! B Ta0uuLe 3.
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Tabauua 3. OueHka pacTBOPUMOCTHU COCTABOB, IIPUBEIEHHBIX B TA0IULE 2

Ne oOpa3ua Ouenka Ouenka MyTHocTh | BsizkocTh
pasaenenusi ¢ga3 | oOpa3oBaHus reJjs (NTU) (cIl)

Kountpouasb Her Her 63 3

1 Her Her 10 5

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

Kak mokazaHo B Tabmiuue 3, Hempuemiiemoe pasneieHue (a3 win oOpa3oBaHUE Teiist
HaOJIFOaN ISl BCEX COCTaBOB, B KOTOPBIX OTCYTCTBOBaN Mo MeHbIneil mepe 150 MM NaCl (a
takke s Bcex coctaBoB ¢ NaCl, He comepskamux Oydep), 3a MCKIIOUEHHEM cocTaBa 1, B
KOTOpOM pasaenenue ¢a3 He HaOmomanock. PesynbraThl pasgeneHus ¢as st cocraBa |
CPaBHHMbI C KOHTPOJIBHBIM COCTaBOM (COCTaB C BBICOKHM COJEP’KAHUEM IMTPATA, BBHICOKUM
conepskanuem NaCl). Kpome Toro, Henpuemiemoe oOpa3oBaHue rejisi HaOIIaaIu Uil COCTABOB,
comepskamux ructuauHoBbid Oydep u NaCl mpu pH 6,5. B cocraBe 1 oOpa3oBanue rejsi He
HaOJII01a/I0Ch, ¥ OH ObUT CPABHUM C KOHTPOJBHBIM COCTABOM (COCTaB C BHICOKHMM COZIEP:KaHUEM
uurpara, Beicokum copepskanuem NaCl). Kpome Toro, Habrogam HempueMIeMyo My THOCTb Kak
s coctasa S (uutpat (5 MM), NaCl (175 mM)), tak u anst cocrasa 8 (ructunus (9 MM) u NaCl
(150 MM)). 15151 coctaBa 1 ObUT MPOIEMOHCTPUPOBAH MPUEMIIEMBIH YPOBEHb MyTHOCTH, KOTODBIH,
YTO HEOKUIAHHO, ObLT 3HAYUTENIFHO JIyUllle MO CPABHEHUIO ¢ KOHTPOJIbHBIM COCTABOM (COCTaB C
BBICOKHMM COZIep KaHHeM LIUTpaTa, BbicoknM coneprkannem NaCl). Kak mokasaHo TOMOMHUTENBHO,

KaK COCTaB |, Tak U KOHTPOJIbHBIM COCTaB UMEJTU MPUEMIIEMYIO U CPABHUMYIO BSI3KOCTb.
XuMHYeCKAda CTAOHJILHOCTD:

Xumuueckas CTaOWJIBHOCTh BaKHa TPH pa3paboTke BOAHOrO (hapMaLeBTHUECKOTO
cOCTaBa, YTOOBI C/IeNaTh BO3MOKHBIM XpaHeHHE (T.€. 00eCIIeYnTh JOCTATOUYHBIN CPOK XPAHEHHS])
U COXPaHUTB IIPU 3TOM 0€30macHOCTh U 3¢ hekTnBHOCTh. OLIEHNBATIN XUMUYECKYIO CTAOUIBHOCTD

IUTsI CpaBHEHMsI KOHTPOJISl U coctaBa | (mpuBeneH B Tabmuie 2) mociie MHKYyOAaluu B TEUCHHE
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yeTpipex Hepenb npu 25°C unu 40°C B ucciaenoBaHusX yCKOPEHHOTO paspyiueHusi. CpaBHUBAIH

n3MeHenue yposHss HMW arperatos B % otHocutenbsHO ypoBHst HMW arperatos B % MOMEHT

BpemeHu 0.

B onmHOM M3 crocOoOOB OLIEHKH ONPENeNsiii H3MEHEHHE YPOBHS BBICOKOMOJIEKYJISIPHBIX
(HMW) arperatoB B cocraBax IyTeM renblipoHukaromen xpomarorpadpuun (I'TIX) cormacHo

CTaHAAPTHBIM criocobaM. Pe3ynbraTsl mpencraBieHsl B Ta0nue 4.

Tabauua 4. Kpatkoe onucanue nusMeHenus: yposass HMW arperatos B % npu U3MEPEHUU IIYTEM

I'TIX

Ne cocTraBa HN3menenune yposuss HMW N3menenne yposuss HMW
(cornacHo Tadauue 2) arperatoB B % 25°C arperatoB B % 40°C
Kontponp 0,25 0,05
1 0,49 0,43

IToka3aHo, YTO Kak KOHTPOJBHBIH COCTaB, TaK W COCTaB 1 cormacHo Ttabmune 2
IEMOHCTPUPYIOT NPUEMJIEMYI0 U CPAaBHHUMYIO XHMHUYECKYIO CTa0MIBHOCTb B HCCIIEJOBAHHSIX

YCKOPEHHOTO pa3pyLIeHus.

B nomonHeHue, uccnenoBaaM XHUMHUYECKYIO CTaOMJIBHOCTH B YCJIOBHSIX YCKOPEHHOIO
COCTapUBAHU JIs1 KOHTPOJISE M cocTtaBa 1 cornmacHo Tabmune 2 mytem katnoHoooOmenHow (CEX)
BDXX. Bxkparue, unkyOuposamu obpazusl mpu 25°C B TedeHHMe dYeTbipex Henenb. Ilocre
UHKYOaIMM aHATM3UPOBAIN 00pa3Lbl AJIsl ONPEACTICHUsT YBEIMUEHHs YHCIa KUCIOTHBIX (JOPM B
% (%AV) nytem CEX BOXX. VBenuuenue uncna KucioTHbix GopMm B % (%AV) sBisercs
NoKa3arejeM paspyLIeHHs TepPaneBTUYECKOro aHTUTeNla B BOJHOM COCTaBe. Pe3yJbTarhl

NpeACTaBICHbI B TaOIHIIE S.

Tabmuua 5. Yeenuuenue % AV 3a 4 opu 25°C

Ne cocraBa YBenuuenne % AV
(coryiacHo Tadunue 2)
KonTpons 2,0
1 23

Iloxas3aHo, 4TO Kak KOHTPOJb, TaK U COCTaB | coriacHO Tadmuie 2 AEMOHCTPUPYIOT
npueMiIeMble W CpPaBHUMbIE YPOBHM XHMMHUYECKOH CTaOMIBHOCTH B JOMOJHUTEIBHBIX

UCCJIEIOBAHMSIX YCKOPEHHOTO pa3pyLIeHHs!.
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MuoronapamMmerposasi OieHKa cocrasa 1 coriacHo tadaune 2.

Kakx mpomeMOHCTpHUpOBaHO B HACTOSIEM JOKYMEHTe, cocTtaB | corjacHo Ttabnure 2
o0ecrnieunBaeT HEOKUIAHHYIO CTA0MIIBHOCTD, CPABHUMYIO C (MJIH YJIYUIIEHHYIO 110 CPABHEHHUIO C)
KOHTPOJIbHBIM COCTaBOM coracHo Tabnwmue 2. IlpoBoammum MHOromapamMeTpoBYIO OLIEHKY

(usnueckoil 1 XUMUUECKOI cTaOMIIBHOCTH COCTaBa 1 cornacHo Tabnuie 2, Kak yKa3aHo Jaee.

Bxparue, momuduumpoBanu uyeTbipe NepeMeHHble (KOHLIEHTpauus aHtutena, pH,
KOHIIEHTpaLus caxapo3bl, 1 KoHeHTpauus PS-80) B cocrase 1 cornacHo Tabnuie 2 a1 OEHKU
U3MEHeHUss (QU3NYeCKOW M XMMUYECKOH CTa0MJIBHOCTH B OTBET HAa H3MEHEHHE KaXIOu
NepeMeHHON U/ COBOKYITHOE U3MEHEHHE Pa3HbIX nepeMeHHbIX. Coctas 1 cornacHo Tadnuue 2
BbIOpaH B KauecTBE OCHOBHOI'O COCTaBa Ul JTAHHOTO JSKCIIEpUMEHTa. BapuaHThl cOCTaBOB

NpeACTaBJIeHbI B TabuIe 6.

Tabnuna 6. Bapuautsl COCTaBOB

Ne oGpa3ua Caxapo3a | PS-80** | Aurureno k IL17A" | pH
OcHoBHOI cocTaB 234 MM 0,03% 80 mr/mi 5,7
(cocraB 1 cornacHo Tabnune 2)

13 205mMM | 0,05% | 72 mr/ma 5.2
14 205 MM 0,005% | 72 mr/mn 6,2
15 205 MM 0,005% | 88 mr/mi 5,2
16 205 MM 0,05% 88 mr/mn 6,2
17 263 MM 0,005% 72 mr/mi 5,2
18 263 MM 0,05% 72 mr/min 6,2
19 263 MM 0,05% 88 mr/mn 5,2
20 263 MM 0,005% | 88 mr/mi 6,2

*Antureno x IL17A conepxxut nse HCVR, umeromme aMHHOKUCIIOTHYIO TTOCIIEAOBATEIbHOCTD
SEQ ID NO: 8, u ase LCVR, umeromue aMuHOKUCIOTHYO nocienosateabHocTh SEQ ID NO: 7.

**CoOTBeTCTBHME KOJHMYECTB mojucopdaTra auama3oHaM, TMPHUBEIEHHbBIM B Ta0muie 6,
MOTBEPKIATH B HCCIIETOBAHUSIX YCKOPEHHOTO 3aMOPaKHBAHUSI-PA3MOPAKUBAHUS.

OuenuBanu pasneneHue ¢a3, oOpa3oBaHHE Telisl U MYTHOCTb JUJIsI KaXXIOTO BapHaHTa
COCTaBa COTJIACHO cmoco0aMm, OMHMCAHHBIM BBIIIE. YKa3aHHAass MHOTOMAPaMeTPOBasi OLIEHKA
MO3BOJISIET OMPENENISITh MPEEbl Oy CKOB JIUIsl OLICHMBAeMbIX MIepeMeHHbIX. Pa3nenenue a3 wiu

oOpaszoBaHue renst He HAOJIOAAN, OTMEYAIN TPUEMIIEMYEO MYTHOCTb.

OueHKa J0JrocpoYHON CTA0OHJILHOCTH

OmnpeneneHne MOATOCPOYHOM CTAOMIIBHOCTH BOJHOTO (hapMareBTHYECKOrO COCTaBa

Tpe6yeTC$I AL AEMOHCTpalK BO3MOXKHOCTH XPAaHCHUA U AOCTATOYHOI'O CpPOKa XPAaHCHHSA
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(marmpumep, 1 rox, 2 roma wiu nonpiue). OLUEHUBAIN JTOJTOCPOYHYIO CTAOMIBHOCTH OCHOBHOTO

COCTaBa COMIACHO TabyuIe 6 (KOTOPBI COOTBETCTBYET COCTaBY, NMPUBENEHHOMY B Tabmue 1, u
cocrtaBy 1 cormacHo Tabnuie 2) mocie nHKyOaruu oopa3uos mpu: 5°C B Teuenue 1, 3 u 6 Mecsues,;
25°C B teuenne | u 3 mecsues; u 35°C B Teuenne 1 u 3 mecsueB (Takke MPOBOAMIN OLEHKY

oOpasua 10 uHKyOaLum).

ITocne wHKyOammy aHanmu3upoBaiu OOpas3lbl AJISL ONpPENENIeHUs YPOBHA MOHOMeEpa B
NpPOIIEHTaX U YPOBHS BbICOKOMOJEKYJsipHEIX (HMW) arperatoB B mpoueHTax myTeMm
renbriponukaromert xpomarorpadun (I'TIX) cormacHo cranmapTHeIM crocodam. PesynbraTsl

npeAcTaBiIeHbl B Tabmuie 7.

Tabauua 7. OueHka DoJrocpOYHON CTabUILHOCTA OCHOBHOI'O COCTaBa

Temnepatypa HpoaokuTeILHOCTH Monomep HMW arperarsi
uHkyOauuu (°C) HHKYO0auuu (%) (%)
(mMecsubI)

Konrpoasb HJ 98,61 1,27
(n0 uHKyOaLMH)
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

CorynacHO TpUBENEHHBIM MaHHBIM JJI1 OCHOBHOIO COCTaBa cOrJlacHO Tabnuie 6
NPOEMOHCTPUPOBAHA JOJTOCPOYHAs CTA0MJIBHOCTh TEPANEBTUYECKOTO AaHTHTENA JaXe B
CTPECCOBBIX YCIOBUAX BBIACPKHNBAHUA B TCUCHUE MIIUTCIBHOIO BPEMEHU IIPU BBICOKOI

TeMIepaType.

HccaeaoBanue NepeHoOCHMOCTH in Vivo

[IpoBoaunm oLeHKy OOJH, CBSI3aHHOM ¢ MHBEKIUEH, TIPU MOJKOKHOW MHBEKIIMHA BOIHOTO
(apMareBTHUECKOr0 COCTaBa MKCEKH3yMada ¢ BBICOKOW KOHLeHTparuei (80 mMr/mi) coriacHo
HCCJIEIOBAHMIO, B KOTOpOM cyObekTam BBOAT 1K MHBEKIMIO OTHOTO U3 cocTaBoB A min B (kak
ykasaHo B Tabnure 8), a 3arem 1K uHbeKIMIO Ipyroro u3 coctaBoB A win B criyctst HekoTopoe

Bpemsi (Harpumep, depe3 1, 5, 7, 10, 14 gHeit mT.4.). 3areM OLEHHBAOT OONb, CBA3AHHYIO C
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UHBEKUNEH, V CyOBbeKTOB mo peituHroBoil mkane BAIIl B yka3aHHbIe MOMEHTHI BPEMEHHU

(marmpumep, depe3 1 MuHyTY (T.€. cpa3y mocie nHbeKIun), uepe3 10 MunyT, yepe3 1 gac, uepes 4

yaca, 4yepe3 1 IeHb) mociie KaXKI0i HHbEKIIHH.

Tabauua 8. dapmareBTHUECKUN COCTaB UKCEKn3yMaba

Cocras A Coctas B

(COOTBETCTBYET OCHOBHOMY (xommepueckuii coctaB Taltz®)

COCTaBy COTJIACHO Tabnuie 6)

UKCEKN3yMad 80 mr/mn UKCEKH3yMad 80 mr/mn

pH 5,7 pH 5,7

PS-80 0,3 MM PS-80 0,03% (macc./00.)
caxaposa 80 MM NaCl 200 MM
Tl | aarpataetii 6ygep | 20 MM

COOTBETCTBEHHO, NPOBOAWJIN PAHIAOMH3HUPOBAHHOE IEPEKPECTHOE HCCIIEOBAaHUE
OHOKPATHOH MO03BI C OCIEIJICHHEM CyOBEKTOB, B KOTOPOM CyOBEKTOB ClIy4aiHbIM 00pazom
pacnpenensian B ONHY U3 ABYX rpymn jedeHus. Kaxnas rpymnmna jedeHus 1nosydana MoAKOKHbIE
UHBEKINH (hapMaLeBTHYECKUX COCTAaBOB, comepkamux 80 Mr/mi mkcekmsymada, TakuX Kak

NnpeacCTaBJICHO B Ta6n1/1ue 8, COrjlaCHO CJICAYHOIUM PEKHUMaM BBEACHUA UHBEKITUH.

I'pynna neuenus 1 monyuana ogHy 103y cocrasa B, a 3arem oxgHy 103y coctaBa A uepes
ceMb nHel. ['pynna neuenus 2 nonyvana ogHy ao3y, nytem IIK nHbeknnu, cocraBa A, a 3ateM
onny nosy, nyteM IIK uabekuuu, coctaBa B uepes uerbipHaauats qHed. MeauumHCKU nepcoHan
BBOJIUJI HHBEKIUH B )KHBOT CYObEKTa, HAXOIUBIIECTOCS B CUASTYEM HIIH MOJTYJIEIKAUYeM MOJIOKEHHH.
Ilocnepyromue HMHBEKLMHM MOKHO 4YEPENOBAaTb MEXKAY pa3HbIMU KBAaJpPAHTAMHU JKUBOTA.
[IpoBoauim oreHKy OOJH, CBS3aHHOW ¢ MHBEKIMEH, HA OCHOBAHUM PeUTHHroBOM mmkaynbl BAIIL
cpasy mocie KakKaoW MHBEKUUH (HampuMmep, B TedeHne | MHHYTHI) U 4depe3 10 MuHYT mocie

UHBbEKUNHU. Pe3ynbTaTel npeacTasieHbl Hke B Tabiauuax 9 u 10.

Tabauua 9. Jlanuble Uit cpaBHEeHUs1 00U, CBSI3aAHHON C UHBEKLIUEH

Cocras HNupexc BAIII HNHupexc BAIII
BpeMsI IIOCTIe MHBEKINH (B TeUeHHE | BpeMs nocie nHbekuuu (10 MuH)
1 muH)

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

B (N=61) |25,21 5,15
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Kak mokazano B Tabnune 9, coctaB A obecrieunBaj 3HAUYUTEIBHOE CHUKCHHE HHIEKCA

BAIII o cpaBHeHuUIo ¢ coctaBoM B (kommepuecku noctymnHbii coctaB Taltz®) kak cpa3y mocie

UHBEKLUH, TaK U uepe3 10 MUHYT MOociae MHBbEKLUN.

Tabauua 10. AHaJIU3 NEPEeHOCUMOCTH HALMEHTaAMU

HNupexc BAIIL Cocras A Cocras B
BpEMsI TIOCJIe HHBEKLIUN BpeMsI IIOCJI€ HHbEKLIUU
(B Teuenue 1 MuH) (B Teuenue 1 MuH)

Her 60y (BAIII=0) | 26 (13 63 manueHToB): 5 (u3 61 maumenTa): 8,2%

41,3%
Caabas 60ab 36 (u3 63 MaMeHTOB): 36 (u3 61 mamumenTa): 59,0%
(BAIII<30) 57,1%
Boab ot ymepennoii | 1 (u3 63 mauuentoB): 1,6% | 20 (u3 61 nmauuenra): 32,8%
A0 TSZKEJIOH
(BAIIT>30)

Kak nokaszano B Tabnuue 10, coctaB A obecreqrnBai 3HAUUTENIbHOE YBEIUYEHUE YUCITA
MAIMEeHTOB, HE OLIYIIABIIUX 0OJb, CBSI3AHHYIO C MHBEKLHUEH, Cpa3y MOCIe MHBEKIUH, & TaKXKe
3HAYUTEIbHOE MPEUMYIIECTBO, 3aKJIIOUYaBIIeeCs B CHIDKEHHUU YHCNA TMAlMEHTOB, OIIYINABIINX
00JIb, CBS3AHHYIO C UHBEKIUEH, OT YMEPEHHO!N 10 TSHKEJIOW CTENEeHH Cpasy MOCie HHbEKIMH 110

CPaBHEHHIO ¢ cocTaBoM B (kommepuecku noctymHblii coctas Taltz®).

Anann3 papMaKOKHHETHKH in Vivo

Ananmm3 papMaKOKHHETUKH BOJHOTO (PapMaleBTHUECKOTO COCTaBa UKCEKH3yMaba MOXKET
OBITh IPOBENIEH COTJIACHO MCCJIEOBAHUIO, B KOTOPOM cyObekTam BBOAAT [1IK MHBEKIINIO OHOTO
u3 coctaBoB A wm B (kak ykazano B Tabnuue 8). 3areM mpoBOIAT aHAIN3 (PaPMAKOKHHETHKH Y
CyOBEKTOB B pa3Hble MOMEHTHI BpemeHH (Hampumep, no IIK mabekium, a 3arem mocie 1K

UHBEKLINY, HarTpuMmep, yepe3 1-24 4, 1-90 nHel nocie NHbEKINN).

CoOTBETCTBEHHO, IPOBOAMIIN PAHIOMH3HUPOBAHHOE HCCIIENOBAHIE OJHOKPATHOHN JTO3BI C
NapajulelbHbIMA TPYINIIAMH C OCJIEIUIEHHEM CyOBbeKTOB, B KOTOPOM B | J€Hb CyOBEKTOB
ciydaiiHbIM 00pa30M pacrpenessiii B OHY U3 ABYX rpyIn jJedeHus. [lepen noaydeHnem nedeHus
(Hampumep, Ha 1 AeHb epen BBEACHUEM J103bl) OTOMpaiu 0Opasibl MALIUEHTOB 10 BBEACHHUS O3B
u3 o0enx rpynn JeYeHUs Uil OLeHKH (apMakOKMHeTHdecknx cBoiictB. Ha 1 nmeHp rpynma
neuennss 1 momyuana oxny IIK mHBeKUMIO cocTaBa A, a rpymnma JIEYeHHs 2 MOJydana OIHY
MOJKOJKHYIO0 HHBEKIUIO cocTaBa B (kak onmcano B Tabnune 8). MequIIMHCKHI epcoHal MOXKET

BBOJIUTh MHBEKIUH B XUBOT CyOwBekToB. Ilocne BBemeHus n03bl orOMpanu oOpasubl B AHU
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uccnenoBanns 3, 5 (£1 nenn), 8 (£1 nenw), 11 (1 nens), 15 (2 gus), 22 (2 ), 29 (£2 nHA),

43 (£2 gus), 57 (£3 nus), 71 (£3 gast) u 85 (3 gHs) AN OLEHKH MapaMeTpoB (papMaKOKUHETHKH,
Bkiroyass Cmax (MakcumanbHast HaOnromaeMasi KOHLEHTPAaUMs JIEKAPCTBEHHOIO CPENCTBA),
AUC[0-00] (mnomaap noj KpUBOH 3aBHCUMOCTH KOHIIEHTPALIUU OT BPEMEHH OT MOMEHTA BPEMEHH
HOJb 110 6eckoHeuHOCTH), AUC[0-trocs] (TUTOIAns moa KpUBOH 3aBUCHMOCTH KOHIIEHTPALIUH OT
BPEMEHH OT MOMEHTa BPEMEHUM HOJb B | JI€Hb HCCIENOBAaHUS 10 BPEMEHHU ONpeAeIeHUs
NOCJIEeIHEHN MOoANaroIIecss U3MEPEHHI0 KOHLIEHTpain), 1 Tmax (BpeMs, B KOTOpOe HaOIr01aIu
MaKCHMAaJIbHYI0 KOHIIEHTPALMIO JIEKAPCTBEHHOIO CpEACTBA). Pe3ynbTaThl NpPEACTaBIECHbI B

Tabmune 11.
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Tabmuua 11. Aganus GapMakOKUHETUKH 1N Vivo

Cocrtas IHapamerp Px 3HayeHue OTHomeHHE
(cpenHee reoMeTpHUYECKOE 110 METOAY (Coct. A/
HaMMEHBIINX KBAJIPATOB) Cocr. B)
CocraB A AUC[0-00] 159 1,05
(N=33) (MKT* neHb/min)
CocraB B 152
(N=32)
Cocras A AUC[0-tuoca] 153 1,04
(N=33) (MKT* nenn/mi)
Cocras B 146
(N=32)
CocraB A Cmax 6,29 1,00
(N=33) (MKT/MT)
Cocras B 6,31
(N=33)
Cocras A Tmax 4,09 (menmana
(N=33) (nHnM) pazauyusi)
Cocras B 3,95 0
(N=33)

Kak mnokaszano B Tabmuue 11, mmsa cocraBa A NPOIEMOHCTPUPOBAHBI CpPaBHUMbIE
napamerpsl Pk ¢ coctaBom B (kommepuecku noctymnHbiii coctaB Taltz®). Kpome Toro, Hu ans
OJTHOT'O U3 COCTABOB HE COOOINATIOCH HU 00 OJJHOM CEPbE3HOM HEXKENaTeIbHOM SIBJIEHHUH, H 001ast

0e30macHOCTh COCTaBa A COOTBETCTBYET U CpaBHUMA C OE30MaCHOCTHIO cocTaBa B.

OueHKA HeHTPAJIU3AIMHA MU CHH

IMocse unkybammu obpasuos coctaBa A mpu 5°C B Teuenue 1, 6 u 12 mecsues; 25°C B
teueHue 1 mecsma; u 35°C B TeueHue 1 Mecsiia OLIEHUBAIN aKTUBHOCTh COCTaBa A IO CPAaBHEHUIO
¢ cocraBoM B (cormacuo Tabnuue 8) B kieTrouHOM OuomccienoBaHWU. Bkparne, BbIpalinBaju
KJIETOYHYIO JIUHUIO ocTeoOactoB mbim MC3T3-El, koTopasi SHIOT€HHO SKCIpeccHpoBalia
peuenTop IL-17A 1 ycTOWYHBO 3KCIpeCCHPOBaIa TeH JIFOLU(epasbl CBETIITYKOB U B KOTOPOH B
npucytctBun IL-17A uHaymupoBanack TPaHCKPUMLUS JOLU(Epasbl, YPOBEHb KOTOPOH ObLI
nponopunoHanieH  aktuBHoctu  IL-17A. B paMmkax  KJIE€TOYHOTO  OWOWCCIIENOBAHUS
NpeaBAPUTENILHO MHKYOUpPOBaHHBIE 00pa3ibl COCTaBOB A M B BBOIWIM B JNYHKH C KYJBTYpOH,
COOTBETCTBEHHO, U TOCJIE U3MEPEHHS SKCIPECCHH JIFOLU(Epas3bl CTPOMIN KPUBBIE 3aBUCUMOCTH
UHTUOMPOBAaHUS OT J03bl. AHAJIM3UPOBAIM JAaHHbIE IyT€M MOCTPOCHUS KPUBOW IO

YeThIPEXNapaMeTPOBOMY  JIOTUCTUYECKOMY  ypaBHeHHIO. Ormnpenensii  OTHOCHUTEJIbHYIO
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aKTUBHOCTH, BhaUCHsiss oTHomeHue ECso mnst coctaBa A k ECso mnst cocraBa B (Hampumep,

CTaHJapTa, UCIIOJIb3YEeMOTO JIJIsl CpaBHEHUs1). Pe3ynbraTel mpencrasieHsl B Tadmuie 12.

Tabauua 12. OnieHKa OTHOCUTENBHON akTUBHOCTHU cocTaBa A (B % OoTHOCUTENBHO cocTasa B)

IIpoaoKUTEILHOCTD Temnepatypa MHKYOALHH
HHKYOauun O
(Mecsiuer) 5°C 25°C 35°C
1 101% 98% 101%
103% HO HO
12 98% HO HO

Kax mokazano B Tabmuue 12, mna cocraBa A TNPONEMOHCTPHUPOBAH YpPOBEHb

HeMTpanu3aluy MULIEHH, CPAaBHUMBIHN ¢ cocTaBOM B (koMmepuecku noctynHblil coctaB Taltz®),

MOCJIE AMUTEIbHOIO XpaHEHU B CTPECCOBLIX YCIIOBUAX.

IlocnenoBaTeIbHOCTH

SEQ ID NO: 1 (LCDRI1 npeaJio:xkennoro anturtena k IL17A)
RSSRSLVHSRGNTYLH

SEQ ID NO: 2 (LCDR2 npeano:xennoro anturena k [IL17A)
KVSNRFI

SEQ ID NO: 3 (LCDR3 npeaJioxkeHHoro anturtena k IL17A)
SQSTHLPFT

SEQ ID NO: 4 (HCDRI1 npeano:xenHoro anturesa k [L17A)
GYSFTDYHIH

SEQ ID NO: 5 (HCDR2 npeajioxkenHoro anturena k IL17A)
VINPMYGTTDYNQRFKG

SEQ ID NO: 6 (HCDR3 npeaJioxkeHHoro antureja k IL17A)
YDYFTGTGVY

SEQ ID NO: 7 (LCVR npeasioxennoro anturena k IL17A)

DIVMTQTPLSLSVTPGQPASISCRSSRSLVHSRGNTYLHWYLQKPGQSPQLLIYKVSN

RFIGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCSQSTHLPFTFGQGTK LEIK
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SEQ ID NO: 8 (HCVR npeayioxennoro anturena k IL17A)

QVQLVQSGAEVKKPGSSVKVSCKASGYSFTDYHIHWVRQAPGQGLEWMGVINPMYG
TTDYNQRFKGRVTITADESTSTAYMELSSLRSEDTAVYYCARYDYFTGT
GVYWGQGTLVTVSS

SEQ ID NO: 9 (1erkasi nensb npeajio:;keHHoro anturesa k IL17A)
DIVMTQTPLSLSVTPGQPASISCRSSRSLVHSRGNTYLHWYLQKPGQSPQLLIYKVSN
RF IGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCSQSTHLPFTFGQGT
KLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQ
SGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRG
EC

SEQ ID NO: 10 (Tsxesiast nenb npeaio’keHHoro anturenaa k IL17A)
QVQLVQSGAEVKKPGSSVKVSCKASGYSFTDYHIHWVRQAPGQGLEWMGVINPMY
GTTDYNQRFKGRVTITADESTSTAYMELSSLRSEDTAVYYCARYDYFTGTGVYWGQ
GTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPV
TVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPS
NTKV DKRVESKY GPPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVYV DVS
QEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLN GKEYKC
KVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLV KGFYPSDIAV
EWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNV
FSCSVMHEALHNHYTQKSLSLSLG



POPMYJIA U3OBPETEHUA

1. BonHblii hapMarieBTHUECKHI COCTaB, CONEPIKAIIHA:

(1) aarureno k IL-17A B xoruenTparun 80 mr/mi +/- 10%;

(11) caxaposy B kKoHIEeHTpauuu 234 MM +/- 10%; u

(1v) mOBEpPXHOCTHO-aKTUBHOE BEIIECTBO B KOHIeHTpauuu ot 0,005% (macc./00.) +/- 10%
1o 0,05% (macc./00.) +/- 10%,

rJe yKa3aHHbIA (papMaleBTUYECKH COCTaB MPENCTaBIsAeT OO0 BOAHBIN pacTBop ¢ pH
ot 5,2 1o 6,5, u antureno k IL17A conepxkut BapuabenpHyo obdnacts jerkor nenu (LCVR) u
BapuadenbHyto obnacty Tsokenoi uernu (HCVR), mpuuem LCVR comepkut omnpenessroiime
xomremenTapHocts yuactku (CDR) LCDRI1, LCDR2 u LCDR3, u HCVR conepxxur CDR
HCDR1, HCDR2 u HCDR3, npu sToMm:

LCDRI1 conpepxxut aMuHOKUCIIOTHYO nocienosarenbHocTs SEQ ID NO. 1,

LCDR2 conpep:xut aMHHOKUCIIOTHYO nocienosarenbHocTs SEQ ID NO. 2,

LCDR3 conpep:xut aMUHOKUCIIOTHYO nocienosarenbHocTs SEQ ID NO. 3,

HCDRI1 copepxut aMMHOKUCIOTHYIO nocnenosaTenbHocTs SEQ ID NO. 4,

HCDR?2 copeput aMMHOKUCIIOTHYIO nocieaosaTensHocTs SEQ ID NO. 5, u

HCDR3 copepxut aMuHOKUCTIOTHYIO nocienosarenbHocTs SEQ ID NO. 6.

2. dapmaueBTHYECKUH COCTaB IO M. 1, OTIHMYAKOLIUNCA TeM, 4YTO YKAa3aHHOE

MIOBEPXHOCTHO-aKTUBHOE BEIECTBO MpencTaBisieT cobol noiucopbar 20 wiu nmonmcopdat 80.

3. dapmMaLeBTUYECKUH COCTAB MO 1. 2, OTIMYAKOLIUICI TEM, 4YTO YyKa3aHHOE

MOBEPXHOCTHO-aKTHBHOE BEIECTBO MPeACTaBsieT codoi moucopdar 80.

4. @apmMaLeBTHYECKUN COCTaB MO 1. |, OTIMYAKOIIMICS TEM, YTO YyKa3aHHBINA
(hapMaLleBTHYECKUH COCTAB MO CYLIECTBY HE CONEPIKUT MOHHOE BCIIOMOTATENIbHOE BEIECTBO,

perynupyoiee TOHHIHOCTb.

5. apmaneBTUYECKHUI COCTaB MNO M. 1, OTIUYAOLIMWCA TEM, YTO YKa3aHHbIA
(dbapMaLleBTHUECKUN COCTaB MO CYLIECTBY HE CONEPIKUT BCIIOMOTATENIbHbIC BEIIECTBA HA OCHOBE

L-aMUHOKUCIIOT.
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6. PapmaneBTUYECKU COCTaB MO M. 1, oTnuvarouuiics Tem, 4to ykazaHHbii LCVR
COIEPKUT aMUHOKUCIOTHYIO mnocnenoatenbHocTh SEQ ID NO. 7, uw HCVR copepxur

aMHHOKHCIIOTHYO0 nocnenosatenbHocTs SEQ ID NO. 8.

7. ®apmMaLEeBTUYECKUM COCTaB MO M. 6, OTINYAKOLIUNICS TE€M, YTO YKa3aHHOE aHTUTENO K
IL17A  comepxur nerkyro nenb (LC) wu moxenyro unens (HC), rme LC comepxwur
aMUHOKUCIOTHYI0 mnocienosareabHOcTe SEQ ID NO. 9, u HC conepxut aMUHOKHCIIOTHYIO

nocienosaTeabHocTh SEQ ID NO. 10.

8. dapMaLeBTUYECKUN COCTAB MO M. 7, OTIUYAOLIUNCA TEM, YTO YKa3aHHOE aHTUTENO K

IL17A npencrasisier coO0H HKCEKU3yMal.

9. ®apmaneBTHUECKUNH COCTaB MO M. |, OTIMYAKOIUINCA TEM, YTO MOBEPXHOCTHO-
aKTHUBHOE BEIIECTBO MpeacTaBisieT coboi momucopdar 80, mpu 3ToM (papmanieBTHHECKHI COCTaB
0 CYLIECTBY HE COAEP’KUT MOHHOE BCIIOMOTraTeNbHOE BEIECTBO, PEryJIHPYIOLee TOHUYHOCTD,
MO CYIIECTBY HE COAEPKUT BCIIOMOTaTeNbHbIe BelecTBa Ha ocHoBe L-amuuokucnor, LCVR
COAEPKUT AMHMHOKHCIOTHYIO nocienosarenbHocTe SEQ ID NO. 7 u HCVR conepxkut

AMUHOKHCIIOTHYIO TiocnegoBatenbHocTh SEQ ID NO. 8.

10. IlpumeHeHue papMarieBTHUECKOro COCTaBa o JrbdoMy u3 . 1-9 mns nedenust RA,

Ps, GenPs, 3yna xoxu, AS, PA, PPP, HS wim MM.

11. Tlpumenenue mo n. 10, oTiauuaromeecs: TeMm, 4Tto (apMalneBTUYECKUN COCTaB IO
CYLIECTBY HE COJEP>KUT NOHHOE BCIIOMOTaTeNIbHOE BEILECTBO, PEryIHPYIOIlee TOHUYHOCTb, U I10
CYLIECTBY HE COMAEP>KUT BCIOMOTaTebHbIE BEIECTBA Ha OCHOBE L-aMHUHOKHCIOT, IpU 3TOM
MOBEPXHOCTHO-aKTUBHOE BEINECTBO Mpenctasysier cobor momucopdar 80, LCVR comepxkut
aMUHOKHUCIIOTHYI0 nocnenosarenbHocTh SEQ ID NO. 7 u HCVR conepXUT aMUHOKHCIIOTHYIO

nocienopareabHOCTh SEQ ID NO. 8.

12. Tlpumenenue (papManeBTUYECKOro COCTaBa Mo JroOoMy u3 mm. 1-9 st CHIDKEHUs
0oy, CBA3aHHOW C WHBEKIMEH, OIIyLIaeMOW MalMeHTOM BO Bpems wim cpasy nocne 11K, WIT

w/unu BM BBeneHust BOTHOTO (hapMaLeBTHIECKOr0 COCTaBa, coneprkamero antureno k IL17A.



13. Ilpumenenne mo n. 12, oTiMyarolmieecss TeM, YTO YKAa3aHHBIA TEPaneBTHYECKH
NPEATIOUTUTENbHBIA YPOBEHb OOJIM, CBSI3aHHOH C HMHBEKIHEH, BKIIFOYAeT 3HAUYCHHE HHIEKCA

BAIII menee 30 mm uiu menee 20 M.

14. Tlpumenenue mo n. 12, orTnuuaromeecs: TeMm, 4TO (papMaleBTUYECKUN COCTaB IO
CYLIECTBY HE COJEP’KUT HOHHOE BCIIOMOTaTeNbHOE BELECTBO, PETryIHPYIOIlee TOHUYHOCTb, U I10
CYLIECTBY HE COMAEP>KUT BCIOMOTIaTeJIbHbIE BELECTBA Ha OCHOBE L-aMHMHOKHCIOT, IpU 3TOM
MOBEPXHOCTHO-aKTUBHOE BEINECTBO MpeacTasiser coboi momucopdar 80, LCVR comepxut
aMUHOKUCIOTHYI0 nocnenosarenbHocTs SEQ ID NO. 7 u HCVR conepXUT aMUHOKUCIIOTHYIO

nocienorareabHOCTh SEQ ID NO. 8.
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