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BOJIHAA ®APMALIEBTUYECKAA KOMIIO3UIIMA AHTHU-IL17A AHTUTEJIA WU EE
ITPUMEHEHHE

OO6nacTh TEXHUKU

[001] Hacrosimee n3odbpeTeHrne OTHOCUTCS K BOIHBIM KOMIO3UIUsAM 1ist aHTH-1L 17a anTuUTe N,
¥, B YaCTHOCTH, K BOAHBIM KOMITO3ULIMSM J1s1 aHTH-1L 172 anTHTEN, Conepkamnx BapruadenbHbli TOMEH
Vuu U BapuaOenbHbIN TOMeH VL, KOTOpbIE MOTYT OBITh HCIIOJb30BAaHBI B KAYECTBE JIEKAPCTBEHHOTO
cpeactsa ais nedenus [L-17A-onocpenoBaHHbIX 3a00I€BaHUI.

YpoBeHb TEXHUKU

[002] Amnturena, Takke MMeHyeMmble Kak uUMMyHOrnoOymmubl (Ig), — 3TO pacTBOpUMBIE
TJIUKOTIPOTEHHBI KPOBU M TKAHEBOH JKUIKOCTH, UTPAIOLINE KIIOUEBYIO POJIb B CUCTEME I'yMOPAJIbHOTO
UMMYHUTETA Y MO3BOHOYHBIX. AHTUTENIA CHHTE3UPYIOTCST B-mrMpormTaMi B OTBET HA 4YyKEPOIHBIE
Ouonornyeckue 1 XMMHUYECKHE BeLIeCTBa (AHTHIEHbI) pa3HOOOPa3HOH CTPYKTYpbl. biaronapst BBICOKOM
cneun(UIHOCTH M BBICOKOH a((PUHHOCTU CBSI3bIBAHUS C OINpPEICNICHHBIM AHTHICHOM, a TaKXkKe
BO3MOKHOCTH BO3HHKHOBEHHUSI aHTHUTENI K HEOTPAHUYEHHOMY pemnepTyapy aHTUT€HOB, aHTHTENIA U UX
NPOM3BONHBIE SIBIIIOTCS OAHMMH M3 HaumOoliee BaXKHBIX PEAreHTOB Ui HCIOJNb30BAHUS B
(yHIaMEHTaNbHBIX U MPUKJIAJHBIX MEJULIMHCKUX UCCIIEAOBAHUSIX.

[003] KaHoHuveckwe aHTHTENa TMPENCTaBISIOT coboli kpymHbele (~150 xa — IgG)
MyJIbTUMEpHbIE O€JNKH, Colepskallue ABe WACHTHUUYHBIC Tshkenble H-nienmn (onuH BapuabenbHbli VH-
nomeH, Tpu koHctaHTHbIXx CHI-, CH2-, CH3-nomena u mapHupHblii yyactok mexay CHI1- u CH2-
IOMEHaMM) W JB€ HIEHTHuYHble Jjerkue L-mern (cocrosimme u3 BapuabenpHOro VL-momena, u
koHcTaHTHOro  CL-momena).  UerelpexienodedHass  MOJIeKyjia  OOBENMHEHAa  IOCPEACTBOM
HEKOBAJICHTHBIX U KOBAJEHTHBIX (AMCYJIb(PUIHBIX) CBsi3el Mexny uermsMu. [Ipu momomu mpoteassl
narnavH MOJIEKYJly aHTHTENla MOXKHO pacIienuTh Ha nBa ¢parmenrta: Fab (Fragment antigen binding,
aHTureH ces3piBaromuii ¢pparment) u Fc (Fragment crystallizable, ¢parmenT, cmocoOHbIl K
kpuctammm3anun). CooTBeTCTBEHHO, oOnHa obnacte Mosekysbl antuten (Fab) ompenenser ee
aHTUreHHyr cnenupuynoctsb, a apyras (Fc) ocymecrBnser s¢dexTopHble (YHKIMH, KOTOpPbIE
HanpasyieHbl Ha snaumuHanuio aHtureHa. Jlomensl CH1 m CH2 H-uenu pasneneHsl IapHUPHON
00J1aCThIO0, OT KOTOPOM 3aBUCUT NMOABUKHOCTH Fab-¢pparmenTa n B3anmonetictaue IgG monexysi ¢ IgG
3¢ (eKTOpHBIMU peLEenTOpaMy, pacrojokeHHbIMH Ha kierkax. CH2 1noMeH conepKHuT ydacTKu
cBsi3bIBaHUS Kak FcY peuenropos, onocpenyromux kinertounyto akrusanmo (ADCC u ADCP), tak u
moJieky cucreMbl komriemeHnTa (CDC). Kpome Toro, B 3TOM AOMEHE HaXOIUTCs CANT, SIBJISIFOIIUICS
MECTOM TPUCOEAMHEHMs] YIJIEBOIOB MJIsI BCeX H30THIOB HMMyHornoOymuHoB. CH3-momen B
3HAYUTENIPHON CTenmeHu ompenessier craduwnbHOCTh aumepa IgG, u B3ammopeiicteyer ¢ FcRn
peLenTopoM Ha MOBEPXHOCTH KJIETOK, Ompenessisi (papMaKOKMHETHYECKHe CBONCTBA AHTUTEN U HX
MeTa0OoJM3M, U paclpenesieHue BHyTpH OpraHu3Ma. KoMOWHAIMsI aHTUT€HCBSI3bIBAIOIIUX YYACTKOB
(CDR-Complementarity Determining Regions) BapuabenpbHoro aomeHa tsokenon nemu (VH) wu
BapuabenpbHOro noMeHa Jierkoi nenu (VL) ¢popmMupyeT y4acTok CBS3BIBAHHS AHTHICHA, B TO BPEMSI KaK
KapKacHblE pPErHOHbl BapHAOENbHBIX JOMEHOB M KOHCTAHTHBIE JOMEHBbI HEMOCPEICTBEHHO He
y4acTBYIOT B PacroO3HABaHUM aHTHUTeHAa. MuHUMU3upoBaHHON Fab-npou3BOAHON IJisi KIIaCCUYECKUX
AHTHUTEJ SIBJIIETCSI OJHOLIENIOYEYHasi KOHCTPYKLMS, B KOTOPOH BapuabelbHBIE HOMEHBI TSKEIOW U
JIETKOM Lienel COeqMHEHBI JIMHKEPHOH MOCIeN0BaTEIbHOCTRIO (SCFV).

[004] BaxHBIM OTKPBITHEM SIBUJIOCH OOHApy»KE€HHE B KPOBU MPEACTABHUTENICH ceMelcTBa
Camelidae (BepOmrompl, JlaMbl, BHUKYHbU) B 3HAYUTEJIHPHOM KOJHYECTBE CHEHUPUUECKUX
HEKAHOHWYECKUX AHTHTEN C YIPOIIeHHOH cTpykrypoil. Takme antutena (“TspKenouenovyevdHble”,
"heavy chain antibody", HCAb) coctosiT u3 mumepa TOJIbKO OTHOH YKOPOYEHHOH TspKeNoi uenu (0e3
CHI1-nomena), a nerkasi mernpb MpU 3TOM MOJHOCTBIO OTCYTCTBYET. AHTHI€H-CBS3BIBAIOIIMHA YYaCTOK
HCAb ¢opmupyercss numpb ogHuM BapuadenbHbiM noMeHoM Tspkenon nemu (VHH), xortopwii
HETIOCPEACTBEHHO CBs3aH dYepe3 MIapHUpHyK obnacte ¢ Fc-momenom. Yacro VHH o6o3nauaroT
TEPMUHOM OJHOJOMEHHOE aHTHUTENO, "HaHoTeno", "MuHH-aHTuTeNno" wuaum "HaHoaHTHUTENo". Kak
0Ka3aJIoCh, Takasi MOHOAOMEHHAsI CTPYKTYpa B M30JHUPOBAHHOM BUAE, KpPOME MajbiXx pa3mepon (12-15
k/la), obOmamaer psooM mnpeuMylIecTB mnepen kiaccuueckumu IgG  aHTHUTENnamMM, a HMMEHHO
arperanyoHHON, XUMUYECKOH U TepMudeckoil crabunpHoCThiO. AHTHTENa VHH MOxHO 3¢ dexTuBHO
KJIOHMPOBaTb U SKCIPECCUPOBaTh B OaKTEpUANBHBIX U IPOXIKEBbIX KieTkax. OOmamast Takumu
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CBOWCTBAMH, OHH MOJYYIJIM TEXHOJOTHYECKOE pPa3BUTHE KAaK B TEPAIEBTUYECKOM HAINPAaBJICHUH,
pa3BuBaeMoM koMnanuel "Ablynx", Tak u o6nacTi 1a00pPaTOPHON U MPOMBIIUIEHHOH XpoMaTorpapun
(adunaHBIE cOpbenTh CaptureSelect).

[005] Tsokenouenoueunsie antutena (HCAD), cocrosiimue u3 mumepa TOJNBKO TSHKEJION Lieru
UMMy HOIIO0yJIMHA, BIIEpBble OOHAPY KEHBI MPH AJIEKTPOPOPETHUECKOM aHAIN3€ UMMYHOIIIOOYJINHOB
B CHIBOPOTKE KPOBM pa3IMYHBIX NpescTaBUTeNed ceMelicTBa BepOMoaoBbIX. OTHOCUTENbHAS OJIS
HCADb Bapsupyer ot mpumepHo 15-25% (Bcex IgG) y nmam u BukyHumit no nmpumepHo 60-80% vy
BepOIIOIOB

[006] IIpennonaraercsi, uto HekaHoHU4eckue anturena (HCAD), mo kpaiineit mepe, B ciydae
BEpONIIOJIOBBIX, MPEACTABISIFOT COOOH pe3ysbTaT OTHOCHTEIbHO HEJaBHEH HBOJIOLUH TI'E€HOB
KaHOHUYECKHMX aHTUTEN. J[Ba KOHCTaHTHBIX AoMeHa Tsokesbix tenei, CH2 u CH3, B ciyyae HCAb u
KaHOHUYECKHX aHTHTEJ BHICOKOKOHCEpBaTUBHBL B cocraBe anturen HCAb nomeH, COOTBETCTBY IO LM
nepBoMy KoHCTaHTHOMY CHI1-mOMeHy KJIacCHYeCKHMX aHTHUTEN, OTCYTCTBYeT. I'eHOM OomHOoropooro
BepOmona (Bux Dromedary) comepskut knactep m3 mpumepHo mstupecsiti VH- um copoxka VHH-
T'€HEPATUBHBIX T'€HOB, 32 KOTOPBIMH PACIIOJIArat0TCsl MHOXKECTBEHHbBIE TeHbl D-CerMeHTOB, J-CerMeHTOB
u renbl koHCTaHTHBIX yuacTkoB (Cp, Cy, Ce, Ca). OueBumno, uro Hekoropble n3 Cy-reHoB
npeaHasHadensl i1 popmupoBanust HCAb (myramms npusonut k notepe CHI1-nomena), B To Bpemst
KaK OCTaJIbHbIE - U (OPMUPOBAHUS KAHOHUYECKUX aHTuTen (¢ coxpansiembiM CHI-nomenom). OnHu
U T€ XK€ TeHbl CerMEeHTOB D 1 J MOryT ciy4aiiHbIM 00pa3oM COCAMHATHCS Kak ¢ onHUM u3 VH-reHOB,
tak u ¢ onuuM u3 VHH-renoB. 91o ykassiBaer Ha To, uro redsl VH u VHH nHaxonstcs B oqHOM U TOM
e JIOKYCe.

[007] Opranmzauusi BapHaOeNbHbIX JOMEHOB HekaHOoHW4eckux aHtuten (VHH) wu
BapuabenbHbIX [oMeHOB (VH) KitaccMuecknx aHTUTEN BeChbMa CXOAHA, T.K. V dejoBeka VH-momeHsl
nonknacca IgG3 umeroT BbICOKO BhIpaxkeHHyr0 romonoruto ¢ VH u VHH BepOmonoseix. B obonx
ciydasix V-ZOMEHBI COCTOAT W3 YeThIpEX KOHCEPBATHUBHBIX KapkacHbIX y4acTtkoB (FR), xoropeie
OKPY’KarOT TPH T'HIIepBapHaleNbHbIX yUacTKa, onpenessiomux komrmiementapaocts (CDR). Takske B
oboux ciy4asx (GopMHpYyeTcss THMUYHAs JUId V-AOMEeHa WUMMYyHOrIOOyJIMHA MPOCTpaHCcTBeHHas 3D
CTPYKTypa U3 JIByX [-CJIO€B, OAMH M3 KOTOPBIX COCTOMT W3 YETHIPEX AMUHOKHCIIOTHBIX LIENOYeK U
BTOPOH - U3 nsATU. B 3TO# cTpyKTYype Bee Tpu runepBapruabenbHbIX y4acTKa KJIACTEPU3YIOTCS C OTHON
CTOPOHBI V-IIOME€HA, I'ie OHM y4YacTBYIOT B PACIIO3HABAHUM AHTUT€HA U PACIOJAraloTCs B METIAX,
coenuHsIomMX  B-cTpykTypsl. OOHAKO HMEIOTCS M BaXXHbIE  OTJHMYMS, CBA3aHHbIE C
¢yukumonnposanneM VHH B ¢opmare omnoro momena. Tak, CDR1 u CDR3 VHH 3amerHo
yBenuueHnbl. Yacto B runepsapuabenbHbix yyacTkax VHH oOHapy KHBarOTCS IIMCTEHMHOBBIE OCTATKH
cpasy B AByx ydactkax (4amie Bcero - B CDR1 u CDR3, pexe - B CDR2 u CDR3). [Ipu uccnenoanuu
KpUcTajuTMueckux CcTpyktyp VHH mnoka3aHo, 4YTO 3TH ILMCTEMHOBBIE OCTaTKU (POPMHPYIOT
auCyNb(UIHBIE CBSI3H, M 3TO JOMOJHUTEIBHO CTAOMIM3UPYET CTPYKTYPY METEeNb JAaHHOTO aHTUTENA.
Haubonee siBHBII WM BOCHPOM3BONUMBIA OTIHMUMTENbHBIH mpusHak VHH mnpencraBneH dYeTbpbMsi
3aMeHaMH THAPO(POOHBIX AMHHOKUCJIOTHBIX OCTATKOB Ha TUAPO(IIIBHBIE BO BTOPOM KapKacCHOM
yuactke (Val37Phe, Gly44Glu, Leu45Arg, Trp47Gly, cornacuo Hymeparun Kabat). DTot kapkacHbIi
y4acTok y VH-momMeHa BBICOKOKOHCEPBATHBEH, oOorameH TuapoGoOHBIMU aMUHOKUCIOTHBIMU
OCTaTKaMH U 0CO0O0 Baske€H MpH OOpa3OBaHUU CBSI3UM C BapuadeslbHbIM noMeHoM VL nerkoit nenu. B
sToM acriektre VHH-noMeH cuibHO OT/iMYaeTcs: yKa3aHHbIe 3aMeHbl THAPO(GOOHBIX aMHHOKHUCIIOT Ha
rupouiIbHbIe JeNaroT HeBO3MOxkHOU accouumaiuio VHH u VL. OTu 3ameHsl Takke OOBSCHSIOT
0OBIYHO BBICOKYIO pacTBopuMocTh VHH (HaHOaHTHTENA) TIPH €T0 MOy YeHHUH B BUAE PEKOMOMHAHTHOTO
Oenxa.

[008] Penepryapsl BO3SMOXKHBIX [1apaTONOB (aHTUT€H-CBsI3bIBatOIMX yactell anturena) HCAb
Y KaHOHUYECKHX aHTUTEJI, O-BUANMOMY, MOTYT 3aMETHO OTJIMYAThCs. Tak Kak 3TH JBa THIIA AHTHTE
COCYILIECTBYIOT B OHOM OpPTaHH3Me, TO MOKHO IPeIoJaraTb, YTO OHU HE KOHKYPUPYIOT, & B3aUMHO
TOTIONHSIOT ApYyT Apyra. Hanmpumep, He pa3 orMmedanoch, 4To o0a THUIA aHTUTEN MOTYT BO3HUKATh
napajieNbHO, B3aUMOHCKITIOYAOIIE HIIH B PA3HBIX COOTHOLIEHHUSIX, 10 OTHOLIEHUIO K Pa3HBIM SITUTONAM
AHTUTeHHOTO MaTepuaja IpPH HMMYHHU3aLMM OJHOTO W TOro e >KMBOTHOro. Hecmorps Ha
NpEeAToJaraéMoe MeHblIee pa3HoOoOpa3he BO3MOXKHBIX IApaToNoOB y OJHOAOMEHHBIX AHTHUTEN IO
CPAaBHEHHMIO C KAHOHMYECKHMMHM JBYXJOMEHHBIMH AHTHTEJIaMH, MHOro myOnukanuil yOemuTenbHO
nponemonctpuposaiy, 4o HCAb mMoryT ObITh MOSIy4YeHBI IPOTUB CaMBIX Pa3HOOOPA3HBIX 3MUTOIOB
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BEChbMa IHUPOKOTO CIEKTPa aHTUreHOB. OYEeBUIHO, 5TOMY CIOCOOCTBYIOT yBenu4deHHble yuacTku CDR1
u CDR3. Cnenyer Takke OTMETHTD Yy AUBUTENIBHO OOJbLIOE (B CPABHEHUH C V-OMEHAMH KJIACCHUECKUX
AHTUTEI) YUCIIO0 coOMaTHYeckux runepmyrtanuii B VHH, HakannBarommxcs, no-BUANMOMY, B IIPOLIECCe
apPUHHOrO CO3peBaHMs AHTUTEN B XOA€ UMMYHH3alMU. PEHTreHOCTPYKTYpHBIN aHAIN3 IOKa3aJ, YTo
aHTUreH-CBsi3bIBatoIue rmetrieBble yuyactku VHH cnocoOHel 00pa3oBeiBaTh HEOOBIUHBIE IS
KJIACCUYECKUX V-TOMEHOB CTpYKTypbl. Ecnu B ciiyuae VH- u VL-10MeHOB KJ1acCHYECKUX aHTUTEN BCE
mectb CDR-yuacTkoB BHOCSAT Oosiee MM MeHee ONMHAKOBBIN BKJIAJ B CBS3BIBAHWE AHTUIEHA, TO B
cnyuae VHH o6praHO anst popmuposanust naparona Oonee Baken CDR3-yuacrok. IlokaszaHo, 4To
CDR3-yugactok B VHH (o e B VH mum VL) moxer o0pa3oBbIBaTh HEOOBIYHbIC IJIMHHBIC
naybLe00pa3Hble BBICTYMAIOLUINE CTPYKTYPhI, KOTOPbIE MOTYT YTJIyOJISIThCSI B CTPYKTYPY AHTHIEHA, B
YaCTHOCTHU PACIIO3HABATH AKTUBHBIE CANTHI PepMeHTOB. MajbIMHi pa3MepaMu aHTHI€H-CBSI3bIBAIOIIIETO
yuactka VHH u ero cnocoOHOCThIO OPMUPOBATH HEOOBIUHBIE BBICTYMTAOLIHE MAPATOIBI OObSICHSIETCS
BO3MOXKHOCTbH nostyueHnst HCAb, crnocoOHBIX pacrio3HaBaTh HEAOCTYITHBIE ISl KITACCHUECKUX aHTHTE
SMUTONBI (HApUMep, NMPH OOpPa30BAHUM AHTHUTEN, SBISIOIMXCS 3()(QEKTHBHBIME HHTHOUTOpAMHU
(bepmeHTOB).

[009] TIlpu Bcem cBOEM BBICOKOM MOTEHLIMAJIE YHUKAJIbHOM B CpPaBHEHUH C Kilaccuueckumu 1gG
aHTHUTEIAMH  CIIeM(PUYHOCTH HUCHOJBb30BaHWE MOHONOMEeHHbIXx VHH nmis  TepaneBTHUECKOTroO
NPUMEHEHHUsI B pPsfe CIy4aeB OTPAaHUYEHO H3-3a OBICTPOro BBIBEACHHUS STOH MAaJOll MOJIEKYJIbl U3
opranu3Ma. CyImecTByeT psii pelieHuii mo yayqmenno papmakoknHeTnkn VHH cTpykTyp, KoTOpBIE
BKJTIOYAIOT UCMOJb30BaHue Xumuueckol konbtoranmu ¢ [10I° (PEG) u koBajeHTHOE COeNUHEHUE C
MOJIUIIETITHIOM, OIOCPENYIOIIUM YMEHBIIEHHBIH KIUPEHC (TaKOW Kak ChIBOPOTOUHBIA albOyMHH
yenoBeka (HSA) u Fc-cnurbie Oenku, mepros oy BbIBEAEHUS] KOTOPBIX COCTABIISIET 10 TPEX HEIENb).
Taxke Moka3aHO yCHeIHOe NMPUMEHEHHE MaJblX MEeNTHI0B, MPUCOEIUHSAEMBIX C TIOMOIIBIO METOAOB
pexkomOuHaHTHONW TexHojormd K VHH wu cmocoOHbIX Kk BbICOKOAQPUHOMY HEKOBAJIEHTHOMY
B3anMoOAeHcTBHIO C 3TuMu ke kommoHeHTamu (HSA wu IgG) B kpoBu uenoeka. OpHAKO
TEXHOJIOTUYHOCTb U UMMYHOT€HHOCTb 3TUX MOAXOA0B OCTAETCs OKA HEICHON U HaXOJUTCS TOJNBKO Ha
CTau¥ NPOBEPKU MPUMEHUMOCTH KaK B KIIMHIYECKUX MCCIIEIOBAHUAX, TaK U Ha OoJiee paHHHUX CTansX
UCCJIEIOBAHUM.

[0010] Kpome Toro, HambOojbliee OrpaHUvYeHHE IPU NPUMEHEHUH AaHTUTE B KadecTBE
MEIULMHCKHX TPErnapaToB HAKJIAbIBAET arperalliOHHasi U XUMHYeCKask CTaOMIbHOCTD, a(PUHHOCTD U
UMMYHOT€HHOCTb. ITOCKONBKY OOJNBIIMHCTBO MOHOKJIOHAJIBHBIX AHTUTEN B HACTOSIIEE BpeMs
MOJIy4arOT HA OCHOBE MBILINHBIX, PEryJSIPHOE MPUMEHEHHE TAaKUX AHTUTEN Y MALUEHTOB MPUBOJUT K
Pa3BUTHIO MIMMYHHOI'O OTBETA HA TEPAIMIO aHTHUTENAMH (HaNpUMep, ajlieprudeckue peakuun). Taxue
TUIBI UMMYHHOT'O OTBETa MOTYT IMOBJIEYb 32 COOOH, B KOHEUHOM UTOTe, MOTepto 3((HEKTUBHOCTH 1O
MEHbLIEH Mepe U, B XyIIIEeM ClTydae, K BO3MOKHBIM TsDKENIbIM aHaduIakTuaeckuM peakuusim. C npyroit
CTOPOHBI, arperarfoHHO WM XUMHUYECKH HECTAOMJIbHBbIC TEPANEeBTHUECKUE AaHTUTENA MPU XPaHEHHH
mpernapara yxyZJLIaloT €ro TepaneBTUYeCKHe CBONCTBA U MOTYT YCHUJIMBATh WMMYHOT€HHOCTH IpPU
BBEJIEHUH B JIFOIIM-TIAL[UEHTAM.

[0011] B cBsi3u C BbIIIECKA3aHHBIM, AKTYaJbHBIM SIBJISIETCSI CO3aHHE AHTUTENT HAa OCHOBE
aaruren VHH, xotopbie umenu Obl (10 CPaBHEHUIO ¢ U3BECTHBIMH PaHEE aHTUTEIAMHM) YIIy4LICHHbIC
(YHKIIMOHAJIPHBIE M TEPANEBTUYECKUE CBOWCTBA, B YACTHOCTU IMOBBIIEHHYI arperaudoHHYIO,
XUMHUYECKYI0 U TEPMOCTA0MIIbHOCTD, U YIIYULIEHHYIO ad(QUHHOCTD, U B TO JK€ BPEMs OTJIMYAJIHICH Obl
JIETKOCTBIO U TIPOCTOTOMH MOJyYEHHsI B IPOMBILILJIEHHO 3HAYMMBIX MaciuTadax.

[0012] M3 npeniiecTBYIOLIEr0 YPOBHS TEXHUKU W3BECTHBI PA3JINYHbE KOHCTPYKLMU aHTUTEN,
coaepxamne VHH nomen.

[0013] B nybmukaumu PCT/EP 2008/066368 onmucanbl aHTUTENa, KOTOpPbIE COIEpKaT
OTZAeNbHBIE BapuabeNbHbIe JOMEHBI, CBsi3aHHbIe ¢ Fe-pparmenTtom. B kaduecTe BapnabenpHBIX TOMEHOB
MOTYT OBITb HCIOJIB30BAHbI «HAHOTENA», MpU 3ToM Fc- gparmeHT momyueH u3 antutena tuna IgE.
VYkazaHHble 1oMeH U Fc-pparMeHT MOTyT COeAMHATHCS Yepe3 JIMHKEP, PACIIONOKEHHBIN B INAPHUPHOM
obnacrtu.

[0014] B 3asBke Ha mateHt US 2009/0202979 packpbIThl aHTUTENA, BKIIOYAOIINE ITOJHOCTHIO
unu yacth antutesn VHH, HenmocpeacTBeHHO COeANHEHHbIE C KOHCTAHTHBIMU YacTsIMU Y€JIOBEUECKUX
aAHTHUTEIL.



[0015] Takke M3BECTHBI AMUHOKHCIIOTHBIE 3aMEHBI, BIUSIOIIHNE HAa (PU3UKO-XUMHUYECKHE U
Ononornyeckue CBONCTBA AHTHUTEI.

[0016] Hanpumep, B 3asiBke US 2011/0028348 omucanbl BapuaOenbHbIE JOMEHBI TSKENbIX
LIeTIeH, B KOTOPBIX BBEIECHBI aMUHOKHCJIOTHBIE 3aMEHbl B no3uumsax 35, 45, 47, 93-100 u 100a nnsa
MOBBIIEHNSI THIPOPUIBHOCTH MOJYYaeMOro aHTUTENA.

[0017] K mHacrosimemy BpeMeHHM pa3pa0OTaHbl METOAbI ONTHUMH3ALUU  CTPYKTYpPBI
nzonuposanHbix VHH n VH MOHOIOMEHOB, yMeHbIIAKOLNE UX UMMYHOT€HHOCTb W YJIy4YIIAMOLIUE
arperauoHHyI0 CTaOUIIBHOCT.

[0018] Tak, Vincke u coaBropbl oOHapyxuay, 4to 3amenbl Glu-49—Gly u Arg-50—Leu B
XapaKTEPHBIX AMUHOKHUCIIOTAX MPUBOASAT K MOJYUYEHHIO OTAEIBHOTO TOMEHA, KOTOPBIH SIBJsieTCs: Ooee
CTa0WJIbHBIM, HO NPH 3TOM MEHEee PacTBOPHUMBIM. Jpyrue 3ameHbl B kapkacHOM ydactke FR-2 Phe-
42—Val u Gly/Ala-52—Trp KpuTUYHO BIUSIOT Ha ap(PUHHOCTH AHTHUTENA K AHTUICHY BCIIEICTBUE
nepeopueHTaluu netiin H3, moBkIiast KOHCTAHTY €ro KWHETHYeCKON aucconuanuu B 6-10 pas (6,85-10-
3 1/c). Ilpu 3amene Phe-42—Val nabmromanoch CHIKEHHE CTAaOMIBHOCTU TOJIYYa€MBIX AHTHUTEI.
3amena Gly-49 u Leu-50 B VH nocnenoBaTebHOCTH MPUBOIMIIA K CHIDKEHUIO CTA0MIIBHOCTH IOMEHA,
B TO BpeMsi kak rymanmzauusi mo Glu-49 u Arg-50 B VHH mnosBossuia mony4uth cTaOHMIIbHBIE
BapuadeIbHbIEC JOMEHBI.

[0019] I3 nmTepaTyphl TakKe H3BECTHO, 4To mnpu Hamuunu kopotkux HCDR3 obmacrei,
HUBENUPYIOMNX >KpaHupyrommid 3¢gdexkr koHpopmaumn knaccuueckux VHH, u Brecenmnm VH-
xapakrtepHoii 3amensl Trp-47 Ha Gly-47 u 3amen Tyr-37 na Val-37, Glu-44 na Gly-44 u Arg-45 nHa Leu-
45, wzonupoBaHHble VHH-moMeHBI MOryT BOCCTaHABIHMBATH CIIOCOOHOCTb K CBSI3bIBAHMIO C VL-
JOMEHOM.

[0020] CBsi3p Mekly TIOBBILICHUEM arrperalioOHHON CTaOMIIBHOCTH TEPATIeBTUYECKUX aHTHTEI
kjaccuaeckoil IgG CTPyKTyphl U CHHKEHHEM HX MMMYHOT€HHOCTH ObUIa MPOIEMOHCTPHUPOBAHA BO
MHOTHX UCCIIEIOBHUSX U CyMMupoBaHa B 003ope Hermeling et al., 2004. OnnHako He Ob110 0OHAPYKEHO
aHTUTEJ, UMEILUX B CBOeM cocTaBe noMmeHbl VHH, HO cBs3aHHBIX ¢ BapuaOeNbHBIMU AOMEHAMHU
JIETKUX LieTel B cocTaBe NMoNHOpa3MepHbIx IgG uenoseka.

[0021] Takum oOpa3om, CylIecTByeT HEOOXOIUMOCTh B CO3JJaHUU HOBOTO (hopMaTa aHTHUTEI,
KOTOpblE TpPH 3TOM 00nananu Obl MOBBIIEHHONW CTA0MJIBHOCTBIO M ap(PUHHOCTBIO, OTJINYAIHMCH
XOpoIuei sKcpeccuei 1 uMenu Obl HU3KYH HMMYHOT€HHOCTb.

[0022] Kpome Toro, paHee He OMUCAHO MOAXOOB K CO3MAHUIO MOJOOHBIX MOJIEKYJ, KOTOpBIE
JIETKO TMOJy4aTh M KOTOPbIE MMEIOT YJIYYIIECHHYIO arperamfoHHY0 CTaOMIBHOCTBIO, MOBBILIEHHYIO
apGuHHOCTD 1 BBICOKHIT YPOBEHb SKCIPECCUU B KJIETOUHBIX KYJBTypaX MIJIEKONUTAIOLINX, U BOAHOM
KOMITO3HUIINH JJIs1 TAKMX aHTHUTEJI.

CymHocTh n300peTeHus

[0023] B HacrosiieM H300peTeHHH PACKPBITBI BOAHBIE (HapMALEBTHUECKHUE KOMITO3ULIMU
antuten, coxepxkamue VHH-npousBomHble, KOTOpBIE NMPUCOEAWHEHBI K BapuabeIbHbIM JOMEHAM
JIETKUX LIeTIel MOJTHOPa3MEPHOT 0 ueoBeueckoro IgG, Tem cambiM 00pasyst KOHCTPYKIIHIO, KOTOpas (Kak
CJIEZICTBHE, MMEET HHU3KYI) MMMYHOT€HHOCTb) UMEET YJYYIIEHHYI arperalioHHYI0 CTaOMIIBHOCTB,
NOBBIIIEHHY 0 ah(PUHHOCTD 1O CPABHEHHIO C TPAJUIIMOHHBIM YEJIOBEYECKHM aHTUTEIIOM KaK C TSKEJION
LIETIBIO C BapHaOeIbHbIM JOMEHOM Vi (BMECTO BapHaOeIbHOrO JOMeHa VHH), TaK U C JIETKOW LEMBIO C
BapuabETbHBIM JTOMEHOM VL, a TaKke CTPYKTYPY TEepaneBTHYECKOr0 MOHOKJIOHAJIBHOTO AHTHUTENA.
Bonee koHKpeTHO, Hacrosiimee W300peTeHHE OTHOCHUTCS K TAKHM AHTHTENIaM, KOTODBIE SIBIISFOTCS
cnierugpuIecKkuMu 1o otHomeHuro k [L17a.

[0024] B HacrosiieM W300peTEHUH pacKpbiTa BOOHAs (papMaleBTUYECKash KOMITO3ULIUS,
MOIXOZSALIAST AJIS TAPEHTEPAIIbHOTO BBEACHHUS CyOBEKTY sl HHTMOMPOBaHUs akTUBHOCTH Oenka IL17a,
comepxauyro (apmaneBTuueckn >¢dexTuBHOe KonmdecTBo aHTH-IL17a aHTuTena, comepkaiiero
nomen VHH-nipon3BogHOro u BapuadenbHbIN TOMeH VL.

[0025] Kak omucano B 3asiBke Ha mateHT Ne PCT/RU2015/000163, BKIIFOUEHHOM B HACTOSIIIU N
TOKYMEHT MOCPEICTBOM CChUIKH, ObLIO MOKa3aHo, uyTo aHTH-IL17a aHTHTENO, BKIIFOYAKOIIee Kak JOMEH
VuH, Takx u BapuabenpHbli nOoMeH VL (MMEHyeMOe B HACTOSLIEM JAOKYMEHTE «aHTUTeNa II0
n300peTeHno» ), o0agaeT NoBbIeHHON ahPUHHOCTHIO U CTA0MIBHOCTHIO MO OTHOLIeHMO K IL.17a mo
CPAaBHEHHMIO C PEKOMOMHAHTHBIMU ueloBedYeCKUMHU aHTu-IL17a aHTHTENaMu C WHTErpUPOBAHHBIMU
KacceTaMH UMMYHOTIJIOOYJIMHA YeJIOBEeKa, TAKMMHU Kak CeKyKHHyMad. B 3Toii cBs3u ObL10 ObI MONIE3HO
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BBOJIUTh BOAHYIO KOMITO3ULIMIO C aHTUTEJIOM IO n300peTeHnto nauueHTy ¢ IL-17a-onocpenoBaHHbIM
3abonesannem. [Ipumepamu Tpex odmacteit, onpenessiroux komriemeHTapHocTh (CDR), nomena Vun
antu-1L17a anTUTENa, OTBEUArOLINX 3a CBsi3bIBaHUE C [L-17a, MOTYT OBITH T€, KOTOPbIE COOTBETCTBYIOT
SEQID NO: 1, 2, 3.

[0026] OnHako B cuily CTPYKTYPHBIX pa3juuuil MEXAy 4eJOBEUECKHMMM aHTUTEIAMU, TAKUMU
KaK CeKyKMHyMald, M aHTUTeNaMH I10 M300pETeHUIO, BOJIHBIE KOMIIO3ULUH, MOAXOAALINE s
CeKyKMHyMa0a M POICTBEHHBIX AHTHUTEN, HEOOSA3aTEIbHO MOAXOMAAT Ul aHTUTEN MO H300pPETEeHUIO.
Hanmpumep, anTuTena mno HacrosimieMy H300pETEeHHIO COAep)kaT BapHaOeNbHbIH JOMEeH VHH,
o0beAMHEHHBIH ¢ BapHaOeNbHbIM JTOMEHOM VL JIeTKOH Ienu, TA€ aHTHTeNa YeJOBeKa, TaKue Kak
CEeKYKHMHYMa0, MMEIOT TSOKENYK Lelb C BapradelbHbIM TOMEHOM VH, OOBEIHMHEHHBIM C TpeMms
KOHCTAHTHBIMH JJOMEHAMH, IPUYEM TSDKEJIbI TOMEH MPHUCOEIUHEH K JIETKOH menu. Takum oOpas3om,
CYLIECTBYIOT 3HAYHUTEJbHBIE CTPYKTYPHBIE pa3jn4usi B pa3Mepe, Bece M KOHPUTYpPALUH MEXKIY
AHTHUTEIAMH TIO M300PETEeHHI0O M AHTHTENAMU, OCHOBAHHBIMU HAa AHTUTENAX 4YEJOBEKa, TAKUMH Kak
CeKyknHyMa0. JlaHHBIE pa3auyusi MOTYT BJIMATH Ha TPABHJIBHBIA BbIOOP MOAXOMSIINX BOIHBIX
(apMareBTHYECKIX KOMIO3HLIUI ISl KaXKI0T0 U3 aHTUTEN. BomHas dpapManeBTHYECKast KOMITO3ULIHS,
NOIXOAALIAsT AUl CEKyKHHYyMa0a, HeoOs3aTeIbHO MOYKET MOIXOANTD ISl BOTHOH (hapMaLeBTHUECKON
KOMITO3UIIUH JJISl aHTUTEJIA TI0 HACTOSIEMY M300pETeHHIO, TAKOTO Kak HeTaknumad. JlonmoaHuTeIbHOE
UCTIBITAHNE, KaK MOAPOOHO OMHMCAHO B JAHHOM JOKYMEHTe, TpeOOBaJlioCh sl ONpeAeNeHHs
MOIXOMASALINX BOJHBIX (PapMaLeBTHUECKUX KOMITO3UIUH JUIsSl aHTUTEIN MO H300PETEHHIO.

[0027] B c¢Bsi3u ¢ 3TuM, OyZIeT MOJIE3HO OMpeneuTh MOIXOASIINe BOIHbIE (hapMalleBTHIECKre
KOMITO3UIIUH Uil aHTUTEN MO0 HU300PETEHHI0, KOTOpble O0ECHEeunBAIOT JOCTATOYHYIO KOJUIOHIHYIO
CTa0MIIBHOCTh, TEPMHYECKYIO CTaOMJIBHOCTb, YMEHBIIAIOT arperainyi aHTUTEl U TOMOT€HHOCTb
AHTUTEJN B KOMIIO3HULIUU.

[0028] Takum oOpa3om, HacTosIee U300pEeTeHHE OTHOCUTCS K OMPENEICHUIO TMOIXOISIINX
BOJIHBIX (PapMaLeBTHUECKUX KOMIO3HLIUH ISl AaHTUTEN 10 N300PETEHUIO.

[0029] TIpumepoM aHTHTENA TIO HU300PETEHUIO SIBJSIETCS HETAKMMad (Takke WMEHYeMbId B
HactosimieM JnokymeHte kak BCD-085). Herakuma® mpencrasisier coOOl TI'yMaHU3MPOBAHHOE
MOHOKJIOHaJIbHOE aHTuTeNo IgG co cpenHeBecoBoOl MOJIEKYJIsIpHONU Maccoi okono 149 kx/la, kotopoe
sByisieTcs criennduyeckuM o otHoueHuro k [L17a yenoseka. [IpenapaT Takske H3BECTEH MO TOPTrOBOU
mapkoii Aleira. Herakumab nmeer TspKenyro Lelb C My TAHTHBIM I'Y MaHH3HPOBAaHHBIM BapuanToM VHH-
nomeHa. Tspkenast uenb HacuuTbiBaeT 455 amunokucnot (SEQ ID NO: 5). Herakumal umeer JIerkyro
Karmna-Lenb 4eioBeka, HacuuThiBaroiyto 215 amunokucnor (SEQ ID NO: 6).

[0030] Apyroe anturenom k IL17a mo Hactosiemy u300peTEHHIO, KOTOPOE MOIXOAMT s
BOJHBIX (DapMaLIeBTUYECKUX KOMITO3HUIIMMN, OMHCAHHBIX B HACTOSIIIEM JOKYMEHTE, BKJIOUAeT JOMEH
VHH ¢ 3 CDR-yu4actkamu, coorBercTyromuMu SEQ ID NO: 1, 2, 3, COOTBETCTBEHHO, U, B HEKOTOPBIX
npuMepax, BapuadbenpHbIi VL nomeH, coorBercryrouuii SEQ ID NO 4.

[0031] [IIupokuM acCreKTOM HACTOSIIErO M300pETEHUs SIBJISIETCsT BOAHAs (papMaleBTUYecKas
KOMITO3ULIHSI, TIOAXOSIIIAS IS TAPEHTEPATBHOTO BBEICHUS CyOBEKTY JJIsl THTHOUPOBAHUS aKTUBHOCTH
O6enka IL17a. Bopmnas (apmaneBTHdeckass KOMIO3HMLHUS MOXKET BKIHOYATh (papManeBTHUECKU
s¢pdexTuBHOE KonmuecTBO aHTU-IL17a anTHTena, copepxamero nomeH VHH-mpousBonHoro u
BapuabenbHbIN foMeH VL ; Oy epHblil areHT Ha OCHOBE TUCTHINHA; 1 () (HEKTUBHOE KOJHMYECTBO CIIHPTA
HAa OCHOBE €axapa B Ka4eCTBE OCMOTHYECKOrO areHTa.

[0032] B HexoTOpBIX BapuaHTax ocyluecTBieHusi aHTU-IL17a anTuTeno mMoker conxepikarb
nomen VHH-npoussonHoro u BapuabenbHbiil qomeH VL, rne nomen VHH-npon3BomHOro MOXKeT OBITh
HANpPSIMYIO CBSI3aH C BapHalenbHbIM foMeHOM VL.

[0033] B HekoTOpeIX BapuaHTax ocyuiectBieHuss nomeH VHH-npoussognoro antu-IL17a
aHTHUTEJIa MOXET coepxkarth 3 rurnepsapuadensubie odnactu HCDR1, HCDR2 u HCDR3, rre:

HCDRI1 moxer conep:kaT aMUHOKUCIOTHY0 nocienosarenbHocTs SEQ ID NO: 1;

HCDR2 moxet cogep:kaTb aMUHOKHCIIOTHY10 niocnenoBarenbHocTs SEQ ID NO: 2;

HCDR3 moxer conep:kaTb aMUHOKUCIOTHYO nocneaosarenbHocTs SEQ ID NO: 3; u

rne BapuabenpHbI noMeH VL aHtH-IL17a aHTHTEeNna MOXeT Comep:kKaTb aMHHOKHCJIOTHYIO
nociienoarenbHOCTE SEQ ID NO: 4.

[0034] B HekOTOpBIX BapHaHTax ocyluecTBiaeHus aHTU-IL17a aHTUTENO MOXKET MpeACTaBIATh
coboit HeTakumad.



[0035] B HEKOTOPBIX BapHaHTax OCYIIECTBICHUSI HETAKUMAO MOXKET ObITh B KOJMYECTBE OT 5 10
150 mr/mn.

[0036] B HEKOTOPBIX BapuaHTax OCYLIECTBIEHHs HETAaKUMad MOXeT ObITh B KomuuecTse oT 10
10 100 mr/mu.

[0037] B HeKOTOpBIX BapuaHTax OCYLIECTBJIEHHs HETaKUMad MOXKeT ObITh B KomuuecTse OT 10
10 70 mr/mu.

[0038] B HEeKOTOpBIX BapHaHTaxX OCYLIECTBJICHHs HeTaKMMad MoOxKeT ObITh B Konuuectse 40
MI/MIL.

[0039] B HeKOTOpBIX BapHaHTaxX OCYLIECTBJICHHMs HEeTaKMMad MOKeT ObITh B KonudecTse 60
MT/MJI.

[0040] B HEKOTOpBIX BapuaHTaX OCYIIECTBJICHUS HeTakuMa® MoOkeT ObITh B KojuuecTBe 70
MT/MJI.

[0041] B HekoTOpBIX BapHaHTaX OCYIIECTBIEHHUS CIIUPT HA OCHOBE caxapa MOXKET MPEeACTaBIATh
coboit MaHHUT.

[0042] B HEKOTOpPBIX BapUaHTaX OCYLIECTBJICHUS MAHHHUT MOXeT ObITh B KojudecTBe 25-60

MT/MJL.

[0043] B HEKOTOpPBIX BapUaHTaX OCYLIECTBICHUS MAHHHUT MOXeT ObITh B KojudecTBe 50-60
MT/MJL.

[0044] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS MAaHHUT MOXKET OBITh B KOJNWYECTBE 54,5
MT/MJL.

[0045] B HEKOTOpBIX BapHaHTaX OCYIIECTBIICHUS MOAXOMASIIEEe KOJTHMUECTBO OydepHOro arenra
Ha OCHOBE TMCTHIMHA MOKeT ObITh oOaBieHo 11t noseaerns pH no nmpumepHo ot 5,5 10 6,5.

[0046] B HEKOTOpBIX BapHaHTax OCYLIECTBIECHUs Oy(epHBIi areHT MOXET COCTOSTh W3 L-
ructuauHa B kKosmuectse ot 0,4 o 1,6 mr/mut; u L-ructuayHa ruapoXJIopu] MOHOTHIPATa B KOJTHYECTBE
ot 0,4 o 1,6 mr/mu.

[0047] B HekoTOpBIX BapHaHTaX OCYIIECTBJIEHUS BOAHAs (papmarieBTHYEeCKas KOMITO3ULUS
MOJKET JAOTMOJHUTEIBHO BKJIOYATh MOIXOISIINI COMOOMIN3ATOD.

[0048] B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHUS COMIOOMIN3ATOP MOXKET MPEACTABIATh COOOU
nosiokcamep 188.

[0049] B HEKOTOpBIX BapHUaHTaxX OCYILIECTBJIECHUs Nonokcamep 188 mMoker ObITh B KOJIMUECTBE,
Kotopoe Oosbine 0 Mr/MiI, HO paBHO HJIM MeHblLe | Mr/miL.

[0050] B coOTBETCTBHH C IPYTHM IHUPOKUM ACTIEKTOM HACTOSILIETO H300pETEeHUs MpeAIaraeTcs
BOJHAs (hapMaLeBTHYECKask KOMITO3UIINS, TIOAXOASAIIAS ISl TAPEHTEPaIbHOTO BBEACHUS CyOBEKTY IS
uHruOupoBanus akTuBHOCTH Oenka IL17a. BonHas gapmarieBTudeckast KOMIO3HLUS MOKET BKJIOYAT:

Antu-IL17a antureno, conmepxkamee paomen VHH-

MIPOU3BOIHOIO U BapuadenbHbIN n1oMeH VL 10 — 70 Mr/mn
L-ructunun 0.4 mr/mn
L-I'uctununa ruapoXinopu MOHOTHAPAT 0.4 mMr/mn
Maunut 54.5 mr/mn
ITonokcamep 188 0 — 1 mr/mn
pH6.0+0.5

[0051] B HexoTOpbIX BapuaHTax OCYIIeCTBIEHHs ykaszaHHb nomeH VHH-npoussogHoro
ykazaHHoro aHTtH-IL17a aaTuTena Moxer Bkito4ath 3 runepsapuadensusie odmactu HCDR1, HCDR2
u HCDR3, rne:

HCDRI1 moxer comep:kaTh aMUHOKUCIIOTHY0 nocienosarenbHocTs SEQ ID NO: 1;

HCDR2 moxer comep:kaTb aMUHOKUCIOTHY0 nocienosarenbHocTs SEQ ID NO: 2;

HCDR3 moxeT conep:kaTh aMHHOKHUCIIOTHYO0 nocienosateabHocTh SEQ ID NO: 3; u

rne BapuabenpHbIE 1MOoMeH VL ykaszanHoro antu-IL17a aHTUTENna MOXET COAEPXKATh
aMUHOKHCJIOTHYO nocnenosatenbHocTs SEQ ID NO: 4.

[0052] B HekOoTOpBIX BapuaHTax ocyliecTBiaeHUs: aHTU-IL17a aHTUTENO MOXKET NpeACTaBIATh
coboii HeTakuMao.

[0053] B HEKOTOpbIX BapuaHTaX OCYIIECTBJIECHUS HeTakuMa® MokeT ObITh B KoimuecTBe 40
MI/MJL.



[0054] B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHUS HeTakuMad MOKeT ObIThb B KoimuecTBe 60
MI/MJL.

[0055] B HexOTOpbIX BapuaHTaX OCYIIECTBJIECHUS HeTakuMad Moker ObiTh B KojmuecTBe 70
MI/MJI.

[0056] B COOTBETCTBUU C IPYTUM LIUPOKUM ACIIEKTOM IPENJIaraeTcs BOJZ(HAast
(dapmaneBTHYECKAs KOMITO3HMLMS, MOAXOMAIIAs Uil NApeHTEPaNbHOrO BBEINCHMs CyOBEKTy UIs
UHruOupoBanusi aktuBHocTH Oenka [L17a, mpu STOM yKa3aHHas BOAHAs (hapMareBTHUECKAs
KOMITO3ULIMSI MOKET BKJIIOYATh:

Heraxnmab 40 mr/mn
L-ructunun 0.4 mr/mi
L-I'uctununa ruaApOXiopu MOHOTUIPAT 0.4 mr/mn
ManHuur 54.5 mr/mn
ITonokcamep 188 0 — 1 mr/mn
pH6.0+£0.5

[0057] B cOOTBETCTBHHM C IPYTUM IMUPOKUM ACTIEKTOM HACTOSIIIErO N300PETeHHUsI MPEAiaraeTcs
BONHAs (papManieBTUYECKast KOMIIO3HUIMS, TIOAXOSINAS AJIsl TAPEHTEPAIIbHOTO BBECHHS CyOBEKTY IJIst
uHruouposanus aktuBHOCTH Oenka IL17a. BogHast papmaneBTrdeckass KOMIO3HLIUS MOKET BKJIFOYATh
dapmanesTnyeckn 3ddexruBHOe KonmuecTBo aHTU-IL17a amTuTena, comepxkamero nomeH VHH-
MPOU3BOMHOTO U BapuadenpHbId qoMeH VL, OydepHbIli areHT Ha OCHOBE aleraTra, W JUcaxapuia B
KaueCTBE OCMOTHYECKOrO areHTa.

[0058] B HexoTOpbIX BapuaHTax OCYIIeCTBIEHHs ykaszaHHb nomeH VHH-npoussogHoro
ykazaHHoro antu-1L17a anturena MoxeT conepskars 3 runepsapuadensHeie obmactu HCDR1, HCDR2
u HCDR3, rne:

HCDRI1 moxer comep:kaTb aMUHOKUCIIOTHY0 nocienosarenpHocTs SEQ ID NO: 1;

HCDR2 moxer conep:kaTb aMUHOKUCIIOTHY0 nocienosarenpbHocTs SEQ ID NO: 2;

HCDR3 moxer conep:kaTb aMUHOKUCIOTHYO nocneaosarenbHocTs SEQ ID NO: 3; u

rae BapuabenbHbi noMeH VL  ykasanHoro antu-IL17a aHTHTENna MOXET copepikaTh
aMUHOKHCJIOTHYIO nocnenoBatenbHOoCcTh SEQ ID NO: 4.

[0059] B HekoTOpBIX BapHaHTax ocyluecTBiaeHus: aHTU-IL17a aHTUTENO MOXKET MpeACTaBIATh
coboii HeTakumao.

[0060] B HEKOTOPBIX BapHAHTAX OCYLIECTBICHHS HETAKUMAO MOXET OBbITh B KOJIMYECTBE OT 5 10
150 mr/m.

[0061] B HeKOTOpBIX BapUaHTaX OCYLIECTBICHHs HeTaKUMad MOXKeT ObITh B KoMuuecTBe OT 10
o 120 mr/m.

[0062] B HEKOTOpBIX BapuUaHTaX OCYIIECTBJICHUS HeTakuMa® MOKeT ObITh B KomuuecTBe 60
MT/MJI.

[0063] B HEKOTOpBIX BapUaHTaX OCYLIECTBJICHUS HETAKMMaO MOeT ObITh B KosuuecTBe 100
MT/MJI.

[0064] B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHUS HETAKMMaO MOKeT ObITh B KosuuecTBe 120
MT/MJL.

[0065] B HeKOTOpBIX BapHaHTAaX OCYLISCTBJIICHUS AHCAXAapUI MOXKET MPeICTaBsTh COOOU
TPEranosy.

[0066] B HekOoTOpBIX BapuUaHTAaX OCYLIECTBICHHUS TpErajo3a MOKeT ObITh ao0aBieHa B
KOMITO3UIIMIO B BUJE JUTHAPATA TPErano3bl B konudecTse oT S0 no 120 mr/mo.

[0067] B HekOoTOpBIX BapUaHTAaX OCYLIECTBICHHUS TpPErajo3a MOKET ObITh a00aBieHa B
KOMITO3UIIMIO B BUJIE JUTHAPATA TPETaNo3bl B KOMu4decTBe SO Mr/mit.

[0068] B HekOTOpBIX BapuUaHTAaX OCYLIECTBICHHUS TpPErajo3a MOXKET ObITh a00aBieHa B
KOMITO3UIIMIO B BUJE JUTHAPATA TPEraso3bl B KonudecTse 80 Mr/miL.

[0069] B HeKOTOpBIX BapuaHTax OCyIIecTBIeHUs] Oy(epHbI areHT Ha OCHOBE alleTaTa MOKET
comepxatb oT 0,4 mo 1,8 mr/mi HaTpus aneraT TPUTHAPATA, U MOAXOJSIIEe KOJHMYECTBO YKCYCHOU
KUCJOTHI 151 AoBeAeHus: pH komnozuuuu 10 4,0-6,0 BKIIFOUUTENIBHO.

[0070] B HEKOTOpBIX BapUaHTaX OCYLIECTBIEHUS BOJHAS KOMIIO3ULIUSA MOKET AOMOJHUTENBHO
BKJIFOYATh MOAXOSAIINN COMOOUIN3ATOP.



[0071] B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHUS COMIOOMIN3ATOP MOXKET MPEACTABISIT COOOH
nosniokcamep 188.

[0072] B HEKOTOPBIX BapuaHTaxX OCYLIECTBIEHHs Mojokcamep 188 mMoxkeT ObITh B KOJIHUECTBE,
KoTopoe Oombine O Mr/Mit U paBHO WK MeHbIne 1,0 mr/mi.

[0073] B cooTBeTCTBHH C IPYTUM IIUPOKUM ACMIEKTOM HACTOSIIEro H300PETeHHsI PeaiaraeTcs
BOJHAs (hapMaLIeBTHYECKask KOMITO3ULIMS, MOIXONSINAS JIs TAPEHTEPaIbHOTO BBEACHUS CyOBEKTY IS
uHrHOuposanus aktuBHOCTH Oenka [L17a. Bognas gpapmaneBTudeckass KOMIO3ULHS MOXKET BKIIFOUATh:

Antu-IL17a antuTeno, copmepxawmee pomen VHH-

NPOM3BOHOTO U BapuadeNbHbIi foMeH VL 10 — 120 mr/mn
Harpus anerar Tpuruapar 0.44-1.74 mr/mn
Tperanossl gurugpar 80-100 mr/mn
ITonokcamep 188 0 — 1 mr/mn
VYKCycHast KUCJIOTA JIeN. nopH 5.0
pH50+0.5

[0074] B HekoTOpBIX BapuaHTaxX OCYULIECTBIEHUs yka3aHHbli nomeH VHH-mpousBomnoro
ykazaHHoro antu-I1L17a anturena MoxeT conepkars 3 runepeapuadensHeie obmactu HCDR1, HCDR2
u HCDR3:

HCDRI1 moxeTt comep:kaTh aMUHOKUCIIOTHYO nocienosarenbHocTs SEQ ID NO: 1;

HCDR2 moxer comep:kaTh aMUHOKUCIOTHY0 nocienosarenbHocTs SEQ ID NO: 2;

HCDR3 moxeT conep:kaTh aMHHOKUCIIOTHYO nocienosateabHocTs SEQ ID NO: 3; u

rne BapuabenbHbIE noMeH VL ykaszanHoro anTtu-IL17a aHTUTENna MOXET COAEPKATh
aMUHOKHCIJIOTHYIO nocneaosatenbHocTs SEQ ID NO: 4.

[0075] B HexkoTOpBIX BapuaHTax ocyliecTBieHUs: aHTU-IL17a aHTUTENO MOXKET MpeAcCTaBIATh
coboii HeTakuMad.

[0076] B HEeKOTOpBIX BapHaHTaX OCYIIECTBJICHUS HeTakuMa® MOKeT ObITh B KoimuecTBe 60
MI/MJL.

[0077] B HEKOTOPBIX BapHMaHTaX OCYLIECTBJIECHUS HETaKMMaO MOKeT ObITh B KosuudecTBe 100
MI/MJL.

[0078] B HEKOTOpBIX BapHaHTaX OCYLIECTBJIEHUS HETaKMMaO MOKeT ObITh B KojudecTBe 120
MI/MJL.

[0079] B COOTBETCTBUM  C APYI'MM  IIUPOKUM  aCIEKTOM IPEAJIaraeTcsi BOJHAsI
¢dapmaneBTHYECKAs KOMITO3HMLIMS, MOAXOMAIIAs Ui NAapeHTEpaJbHOIO BBENEHMS CyOBEeKTy Ui
UHrUOMPOBaHUS aKTUBHOCTH Oenka IL17a, mpu 5TOM yka3aHHast BOAHAS] KOMITO3ULIMSI MOKET BKJIFOYATb:

Heraxumab 60 mr/mn
Harpus auerat tpuruapar 1.74 mr/mn
Tperanoss! n/r 80 mr/mn
VYKcycHasi Kucaora Jen. nopH 5.0
pH50+05

[0080] B COOTBETCTBUU C IpYyTUM LIUPOKUM ACIIEKTOM IIpEJIaraeTcs BOJHasI
(apmanieBTHYECKasT KOMITO3ULMS, MOAXOMAIIAsl Ui TMAPEHTEPAJbHOIO BBENEHHUS CYyOBEKTY IUIs
UHruOMpOBaHUs akTUBHOCTH Oerka I 17a, mpu 5TOM yKka3aHHasl BOAHASE KOMITO3ULHMSI MOKET BKJIFOUYATh:

Herakxumab 60 mr/mn
Hatpus anerat tpuruapar 1.74 mr/mn
Tperanoss! n/r 80 mr/mn
ITonokcamep 188 0.5 mr/mn
VYKcycCHast KUCaoTa Jen. nopH 5.0
pH50+05

[0081] B COOTBETCTBUU C IpYyTUM LIUPOKUM ACIIEKTOM IPEJIaraeTes BOJHast
bapmanieBTUYECKasT KOMITO3ULMS, MOAXOAAIIAsl Ui TApEHTEPaJbHOIO BBENEHUS CyOBEKTy Iuis
UHruOUpoBaHus akTUBHOCTH Oernka [ 17a, mpu 5TOM yka3aHHasi BOAHAs KOMITO3ULMS MOKET BKJIFOYAT:

Herakumatb 60 mr/mi
Hartpus auerat tpurugpar 1.74 mr/mn
Tperanoss! n/r 80 mr/mn
ITonokcamep 188 1 mr/mn



VYKCycCHast KUCJIOTA JIeN. nopH 5.0
pH50+05
[0082] B COOTBETCTBUU C IpYyTUM LIUPOKUM ACIIEKTOM IPENJIaraeTcCs BOJ(Hast
dapmanieBTUYECKasT KOMITO3ULMS, MOAXOAALIAsl U TapEeHTEpaJbHOIO BBENEHUs] CyOBeKTy s
UHruOupoBaHus akTuBHOCTH Oenka IL17a, mpu 5TOM yka3aHHas BOAHAs KOMITO3ULMS MOXKET BKJIFOYAT:

Heraknmab 120 mr/mn
Hatpus auerat tpuruapar 1.74 mr/mn
Tperanoss! o/t 80 mr/mn
ITonokcamep 188 0 — 1 mr/mn
VYKCcycHasl KUCJIOTA JIeN. nopH 5.0
pH50+0.5

[0083] B COOTBETCTBUM  C APYI'MM  I[IHPOKMM  aCHEKTOM IIpEeAsaraeTcs  BOAHAs
(apmanieBTHYECKasT KOMITO3ULIMS, MOAXOASALIAsl Ui TAPEHTEPATBbHOTO BBEACHUS CYOBEKTy IS
UHruOMPOBaHUs akTUBHOCTH Oeska IL17a, mpu 5TOM yKka3aHHasl BOAHASI KOMITO3ULMSI MOKET BKJIFOYATh:

Heraxumab 120 mr/mi
Hartpus anerat tpuruapar 1.74 mr/mn
Tperanoss! n/r 80 mr/min
VYKcycHasi Kucaora Jen. nopH 5.0
pH50+05

[0084] B COOTBETCTBUU C IpYyTUM LIUPOKUM ACIIEKTOM IPEJIaracTes BOJHast
dapmanieBTHYECKasT KOMITO3ULMS, MOAXOMAAIIAsl Ui TAPEHTEPaJbHOTO BBENEHUs] CyOBEKTY IUis
MHruOMpOBaHUs akTUBHOCTH Oenka I 17a, mpu 5TOM yka3aHHasl BOAHAS KOMITO3ULMS MOKET BKJIFOYATh:

Herakumab 120 mr/mi
Hatpus anerat tpuruapar 1.74 mr/mn
Tperanoss! n/r 80 mr/min
ITonoxcamep 188 0.5 mr/mn
VYKCycHas KucaoTa Jen. nopH 5.0

pH50+0.5
[0085] B COOTBETCTBUU C IPYTUM LIUPOKUM ACIIEKTOM IPEJIaraeTcCs BOJ(Hast
(apmaneBTHYECKAs KOMITO3HMLMS, MOAXOMSINAs Uil NApeHTEPaNbHOIO BBENCHUS CYyOBeKTy JUIs
MHrHOnpoBaHus akTMBHOCTH Oenka L 17a, mpu 3TOM yka3aHHAast BOAHAS KOMITO3HLIUS MOXKET BKIIFOYATh:

Herakumab 120 mr/mi
Hatpus auerat Tpuruapar 1.74 mr/mn
Tperamnoss! n/r 80 mr/min
ITonokcamep 188 1 mr/mo
VYKCycCHast KUCJIOTA JIeN. nopH 5.0
pH50+0.5

[0086] B cooTBercTBUM C IPyrUM  ILIUPOKUM  aCIEKTOM IpefJjiaraercsi IMpUMeHeHUe
KOMMO3ULIMKM, KaK OMNPENEJICHO B HACTOsLEeM AOKyMeHTe, ans JyedeHus IL17a-onocpenoBaHHOro
3a00NeBaHMSL.

[0087] B HekoTOphIX BapuaHTax ocyuiectsieHus 1L 17a-onocpenoBanHoe 3a00I€BaHIE MOXKET
ObITh OtHUM U3: r1e IL17a-onocpenoBanHoOe 3a00I€BaHNE WIIH PACCTPONCTBO MOXKET OBITh BEIOPAHO U3:
PEBMAaTOMAHOIO apTPUTA, KOBEHWIBHOIO PEBMATOUIHOIO APTPUTA, FOBEHUJIBHOTO PEBMATOMIHOIO
apTpuTa C CHCTEMHBIM HA4YajoOM, OCTE€O0ApPTPUTA, IOBEHUJIBHOTO XPOHHUYECKOrO apTpUTA,
MICOPUATUYECKOr0 apTpPUTA, PEAKTUBHOIO apTPUTA, CEPOHEraTUBHOIO apTPUTA, MOJUAPTUKYJISIPHOIO
IOBEHUJIBHOTO ~ MIMONATUYECKOrO  apTPUTAa, OHTE3UT-aCCOLMUPOBAHHOIO apTPUTA, JSHTE3UTA,
CHIOHAMJIOAPTPOIIATHH, AKCHAJIBHOTO CHOHAWJIOApTpHTa;, Oone3Hn bexdera, BOCHAJIUTENBHOTO
3a0oneBaHMsl KUIIEYHHUKA, Oojie3Hn KpoHa, sI3BEHHOro KOJIMTA; acTMBbI, AJUIEPTHYECKUX HAPYLICHUH,
aTOMUYECKON AJJIEPTUH, UXTHO3a;, KPACHOIO BOJIOCUCTOrO MUTHUPHUA3A, MAMyJIONYyCTYJIE3HONH pO3aLey,
FaHIPEHO3HOW MUOAEPMHUU, THOHWHOIO TUIAPAAEHUTA, IICOpUa3a, ICOPUATUYECKOW apTpPONaTUH,
ncopuasa | tuma, ncopuasza Il Tuma, OnsiimedHOro mcopuasa; IepMaTUTa, aTONMHYECKOro JepMaTuTa,
ayTOUMMyHHOIO  JE€pPMAaTHUTa,  JEPMATOJIOTMYECKHUX  COCTOSIHUM,  CHUCTEMHOIO  CKJEpO3a;
TPAHCIUTAHTALUY, OOJIE3HH «TPAHCIUIAHTAT MPOTUB XO35IMHA», OTTOPXKEHUS] TPAHCIUIAHTATa, OCTPOTO
WIN XPOHUYECKOTO HUMMYHHOrO 3a00JieBaHUs, CBSI3AHHOTO C TPAHCIUIAHTALMEeHd OpraHa, OCTPOro
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UMMYHHOTO 3a00JI€BaHMsl, CBS3aHHOTO C TPAHCILIAHTATOM, XPOHUYECKOTO MMMYHHOTO 3a00JIeBaHUs,
CBA3aHHOTO C TPAHCIUIAHTATOM, OTTOP>KEHUS TPAHCIJIAHTATa TOHKONW KHIIKH, OTTOPKEHMs
TPAHCIUTAHTAaTa MOKENyAOYHON >KeJe3bl, OTTOPKEHHs TPAaHCIIAHTaTa JIOOOro opraHa WM TKaHH,
OTTOP>KEHUs] TPAHCIUIAHTAaTa Cepila, OTTOPKEHUS TPAHCIUIAHTAaTa Xpslla, OTTOPKEHUs MOYEYHOTrO
TPAHCIIAHTAaTa, OTTOP>KEHUsI TPAHCIIJIAHTATA MEYEHU, OTTOP>KEHUs aJNIOTPAHCIUIAHTATa, OTTOP>KEHUs
KO)KHOTO aJUIOTPAHCIUIAHTATa, OTTOPKEHHMs TIeTepOTPAHCIUIAHTaTa JHOOOro oOpraHa WM TKaHH,
OTTOP>KEHUS] KOCTHOTO TPAHCIUIAHTATa, OTTOPXKEHMs TpaHCIUlaHTata KoctHoro Mosra (BMT),
OTTOP>KEHUs] TPAHCIUIAHTATA MAPALIUTOBUIHON JKeJe3bl, 5PO3UU KOCTEH; CapKOUI03a, aTepOCKIepO3a,
Oone3nn Berenepa, MUKPOCKOIUYECKOTO MOJMAHTUHUTA C TOPAXKEHHEM IOYEK, YBEUTa, (PaKOTEeHHOIO
yBeUTa, HEWH(PEKIMOHHOrO YBEHTa, KaXEeKCHHM, OCTPOrO MOMEePEUYHOr0 MHEJINTa, MEPBUYHOIO
OWJIMApHOTO LUPPO3a, Ay TOMMMYHHOT'O IoNMrianayisipaoro cunapoma I u Il tuna, cuanpoma IImunra,
OCTPOr0  PECHUPATOPHOTO UCTPECC-CHHAPOMA, apTPOINATHH, CEePOHEraTHBHONW apTpOMaTuuy,
apTpPONAaTHH, CBA3aHHOW C HeCcmeUM(pUYECKHM SI3BEHHBIM KOJHTOM, CHHApoma Pefitepa,
SHTEPONATHYECKOTO CHHOBHTA, aTePOMATO3a/KOPOHAPHOTO CKJIEPO3d, ayTOMMMYHHOTO OyJIJIe3HOrO
3a0oneBaHms, My3bIPYATKH, JUCTOBUIHOW My3bIpYAaTKH, JHHEHHOro IgA-3aBucmmoro OyJiie3HOro
JepMaTo3a, ayTOMMMYHHOM TNeMOJUTHUYECKONH aHEMHM, TMI'aHTOKJIETOYHOIO apTepuuTa, MEePBHYHOIO
CKJIEPO3UPYIOIEro  remaTura, KPUINTOIEHHOTO AayTOMMMYHHOIO — TIenaThTa, KpPUIITOT€HHOTrOo
(uOPO3UPYIOIIETO ATBBEOIUTA, CUCTEMHON CKIIEPONIEPMUH, CBSI3AHHOH C HHTEPCTULHAIIBHON OOJIE3HBIO
JIETKUX, PEBMATOUIHOTO apTPUTA, CBSA3AHHOTO C MHTEPCTULHMAIBHON OONIE3HBIO JIETKHX, CUCTEMHOM
KPAcHOW BOJYAHKH, CBS3aHHOW ¢ OOJIE3HBIO JIETKHX, AEPMATOMHO3UTA/TIONMMHO3HUTA, CBSI3AHHOTO C
Oone3npro nerkux, cuHapoma lllerpena, cBsiI3aHHOrO ¢ OOJNE3HBIO JIETKHUX, AHKHUJIO3HPYIOLIETO
CTIIOHAMJINTA, CBSI3AHHOTO C OOJIE3HBIO JIETKWX, BAcCKyJuTa, IU((y3HOro JIErOYHOrO BACKYJIUTA,
NEePBUYHOTO BacKyJuTa, Gudposa, OoNe3Hu Jerkux ¢ nHPMIbTpauueil TMM(POIHUTOB, ay TONMMYHHOTO
renaThTa, ay TOMMMYHHOTO renatuta I Tnna (kiiacciuecKuil ay TOUMMY HHbIH WJTH JIFOTIOUAHBIN TeNaTuT),
ayrouMMmyHHOro renaruta Il Tuna (cBsi3anHoro ¢ antutenoMm k LKM), ayTONMMyHHOH THIIOTJIMKEMUH,
OCTE0apTPO3a, MEPBUYHOIO CKJIEPO3UPYIOLIEr0 XOJAHIUTA, 3PUTEMATo3a; CHUCTEMHOM KpacHOM
BOJIYaHKH, JUCKOUIHON KpPAacHON BOJYAHKH, BOJYAHOYHOrO He(PHTA;, PACCESTHHOTO CKjeposa (Bce
TUMBI), CHUMIATHYeCKOH OQTaIbMUH, JIETOYHOM TUIEPTEH3UM, BTOPUYHOW ansi  Oone3Hu
COEIMHUTENIbHON TKaHHU, cuHapoma I'yanacuepa, 1ero4HbIX MpOsBIEHUN Y3€JIKOBOrO MOJUAPTEPUNTA,
OCTpPOIl PEBMATHUYECKOW aTakW, pPEBMATOUAHOrO CHOHAWIUTA, OonesHu CTHiia, CHUCTEMHON
CKJIEPOZIEPMUHM, CKIIEPOIEPMUYECKON Oose3HH, Ckjepoiaepmuu, Oone3Hu/aprepunta Takascy;
ayTOMMMYHHOH TpOMOOLIMTONEHUH, UIUOTIATHYECKOH TPOMOOLIMTONEHUH, ay TOMMY HHOTO THPEOHIHTA,
THIIEPTHPEONIN3Ma, ayTOMMMyHHro rumnorepuosa (OonmesHn  XammMoTo), ayTOUMMYHHOTO
aTpo(pYeCcKOro THIOTUPEOMIM3MA; BUTHJIMIO, OCTPBIX 3a00JieBaHHMI MEYEeHH, XPOHHUECKUX
3a00JIeBaHMIl TEeYeHH, XoJiecTasa, 3abojeBaHuil, omnocpemnoBaHHbIX Th2 Tumom u Thl Tumnowm,
3JIOKAYECTBEHHBIX OMyXOJiel, TaKUX KaK paK JIErKUX, paK MOJIOUHOW >Xele3bl, pakK KelyJaKa, pak
MOUEBOT'0 My3bIPsi, KOJOPEKTAJIbHBIN pak, pak MOMKeIyJOUHOH Kele3bl, KapLUHOMa MMOKey JOUHOM
JKENe3bl, PaK SIMYHUKOB, pPaK TPENCTATeNbHON JKeJe3bl W 3JI0KAYeCTBEHHBIE HOBOOOpPA30BAHMUS
reMaTOMO3THYECKOW CHCTEeMBbI (JIeliko3 W JTMM(OMBI), OCTPOro Jieiiko3a, ocTporo JauM¢poOIacTHOrO
JeWK03a, OCTPOro MHENIOWAHOTO JIEWK03a, aJeHOKAPIMHOMBI, B-kierouHoi mumdomel, 1uMpOMBI
bepkuTra, BOCHANHMTENBHBIX OTBETOB Ha HCKYCCTBEHHOE KpPOBOOOpAIlEHHE, XPOHUYECKOTO
MUEIONUTApHOTO Jiehiko3a (XMJI), XpOHHUYECKHMX BOCHAJUTENIbHBIX MATOJOTHUH, XPOHUYECKOTO
aumponutapHoro yeikosa (XJLJI), pekTokomuTrueckast KapuuHoMa (KapIIHHOMbI O0OTOUYHOH U MPsIMON
KHIIKH), KHUCTO3HOTrO (puOpo3a, 3110Ka4eCTBEHHOH JHUM(pOMBI, 3JIOKAUECTBEHHOTO T'HCTHOLMTO34,
3JIOKAUECTBEHHOHN MEJIAHOMBI, MHOKECTBEHHON MUEJIOMBI, HEXOKKUHCKUX JIUM(OM, paka HOCOTJIOTKH,
COJNUAHBIX  OMyXOJIeH,  BOJIOCATKJIETOUYHOTO  Jieliko3a, OojiesHn  XOIUKKHHA,  CapKOMBI,
MHUEJIOJUCIUIACTUYECKOTO  CHHAPOMA, CBA3AHHBIX € LUTOKMHOBOM TepamWed HapyIlUICHHH,
IEeMUETMHU3NPYIOMNX — 3a00JeBaHNH, BOCHAIUTENBHOTO JIEMHETMHU3UPYIOMEro 3aboJeBaHus,
jgeroyHoro (¢ubpo3a, HIMONATHYECKOrO JeroyHoro ¢udpos3a, OOBMHOM HHTEPCTULHAIBHON
THEBMOHHUH, HWPHUIOLMKINTA/YBEUTa/ONTHYECKOTO HEBPUTA, JUM(EIEeMbl, CMEIIaHHOTO 3a00JIeBaHUs
COEAVHUTENbHBIX TKaHEeHW, MOHOKJIOHAJbHON TraMMmanaTuy, XPOHHWYECKUX Ooye3HeH JerKux,
pPa3BUBIIMXCS B HEOHATAIbHOM Iepuone, Hedpura, HePPOTUUECKUX, HEHPOAEreHepaTHBHbIX
HAapyLIEHUH, OCTEONopo3a, MapaHEOIIACTHYECKOTrO0 CHHAPOMA/TUNEPKAIbLIMEMHIH, CBS3aHHOH CO
3JIOKAQUYECTBEHHOM OMyXOJbio, (peHOMeHa U Oosie3Hn PeitHO, u3MeHeHMI KOXKH, CUHAPOMa CHCTEMHOMN
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BOCTIAJIUTEIbHOM PEaKkIuH, TPOMOOLMTONEHNH, TOKCHYECKHX 5()(EeKTOB, KparuBHUIBL, OCTPOTO
KOPOHapHOro cuHApoma, Oomesan CTwiuia, pa3BUBIIEHCS Y B3POCHBIX, aIIACTUYECKONH aHEMUH,
KOPOHapHOTO CKJIEpO3a, AaTOMHUYECKOH 5K3€Mbl, ayTOMMMYHHOIO pacCTpPONCTBA, CBSI3aHHOTO CO
CTPENTOKOKKOBOW HH(pEKIHel, ayTOMMMyHHOH SHTEpONaTHH, AayTOMMMYHHOHW NOTEpU CIyxa,
ayToUMMyHHOro JnumponponudepatusHoro cuaapoma (ALPS), ayTOMMMyHHOro MHOKapauTa,
ayTOMMMYHHOH NpPEXAEBPEMEHHON HENOCTATOUYHOCTH SIMMHUKOB, LEMAKWUM, LMIEHHOIrO CIOHJWIE3a,
KJIMHUYeckn usonupoBaHHoro cunapoma (KMC) ¢ prckOM pacCessHHOrO CKJiepo3a, MHOTO(QOPMHOIM
SPUTEMBI, TSDKEIOH MHOro(OpMHOI 3pHuTeMBI, neMduronaa, OysuiesHOro nemouronaa, pyouoBoOro
nem¢uronaa, neMpUronaa CIU3UCTBIX O0OJIOYEK, IeCTALMOHHOro nemduronsna, UpUTa, KepaTHTa,
OONie3HM [BUraTENIbHbIX HEMpPOHOB, Trematuta "HU A, HuH B", oONTHYECKOro HEBPWTA,
onuroaptukyysipaoro FOMA, y3enkoBoro nonvaprepuuTa, NOJUXOHAPUTA, MOJHO3a, MOJIUMHO3UTA,
PEeLUANBHUPYIOLIETO ONTHYECKOTO HEHPOMUEHUTA, peBMaTHUECKOH Oose3Hu cepaua, cuaapoma SAPHO
(CMHOBWT, aKkHe, MyCTyJe3, THUIEPOCTO3, OCTEHUT), BTOPHUYHOTO AaMIJIOWI03d, AHKHJIO3UPYIOIIETro
CHOHJWJINTA, CHHAPOM CUCTEMHOIO BOCMIAJIMTEIbHOIO OTBETA, KpAaHUAJIBHOIO apTepUUTa U apTPONaTU,
CBSI3aHHOM C MEPCUHUEN WU CATbMOHEIIJION.

[0088] B cooTBeTCTBUU C IPYTMM LIMPOKUM aCMEKTOM Mpeasaraercst crnocod ynedenus 1L 17a-
OMOCPENOBAHHOTO  3a00NeBaHMs], BKIIOYAOIMUN BBeneHHe (apmaueBTHueckd 3(dexTuBHOrO
KOJINYECTBA BOAHOH (papManieBTHYeCKON KOMITO3UIINHY, KaK OMPEeNIeHO B HACTOSIIEM JOKYMEHTE.

[0089] B cooTBeTCTBHHM C IPYTHUM IMUPOKUM ACTIEKTOM HACTOSIIIEr0 N300pETeHHsI MPeaiaraeTcs
crocod ToNyueHus: BOMHOUW (hapMarleBTHUECKON KOMITO3WIINHY, MOAXOMSIIEH UIsi MapeHTePabHOTO
BBEEHUS] CyObeKkTy Uit uHruOmpomanusi axkTuBHOCTH Oenmka IL17a. Cmoco®  Bkimrouaer
KOMOMHHUpOBaHue papMarieBTuIecku 3¢ PeKTUBHOro KonuuecTBa anTu-1L17a anTHTeNa, ComepKaero
nomen VHH-nipousBoaHoro u BapuadenbHbIii toMeH VL ¢: OydepHbIM areHTOM Ha OCHOBE THCTHAMHA,
1 5((EeKTUBHOrO KOINYECTBA MAHHUTA B KAYECTBE OCMOTHYECKOI'0 areHTa.

[0090] B HekoTOpBIX BapuaHTax ocyluecTBiaeHUs aHTU-IL17a aHTUTENO MOXKET MpeACTaBIAThH
coboii HeTakuMao.

[0091] B cooTBeTcTBHHM C APYrMM LIMPOKUM AaCIEKTOM IpeniaraeTcsi Crocod MoJydeHus
BOJIHOM (papManieBTHYECKON KOMIO3ULIUH, TOAXOASAIIEH JIJIsl MAPEHTEPAIbHOTO BBEIEHUS CYOBEKTY ISl
uHruOupoBaHusi aktuBHOcTH Oenka IL17a, comepskammit: koMOuHUpOBaHUE (DapMaleBTUUECKH
s¢¢extuBHoro konmuecrsa aHtu-IL17a anturena, copepxkamero nomeH VHH-npousBogHoro u
BapuabenpHbIil 1oMeH VL ¢ OydepHbIM areHTOM Ha OCHOBE anerara, U 3QQPeKTHBHOrO KOJNYECTBA
TPErajgo3bl B KA4€CTBE OCMOTUYECKOIO areHTa.

[0092] B HekoTOpBIX BapHaHTax ocyluecTBieHus: aHTH-IL17a aHTUTENO MOXET MpPeACTaBsATh
coboli HeTakuMao.

[0093] B HeKOTOpBIX BapHaHTaX OCYIIECTBJIEHHs mojiokcamep 188 moxker ObITh m0OaBNeH B
Ka4eCTBe COMOOMITN3ATOpPA.

[0094] B coOTBETCTBMM C JAPYrMM HIMPOKMM AacCIEKTOM IMpeIaraeTcsi Crnocod JedeHus
NICOpHa3a, BKJIIOYANOIIUN BBEAEHHE MALMEHTy, HYXJAoIeMycs B TakOM JiedeHuu, A03bl 40 mr
HeTakuMmaba OMH pa3 B Henesro B Teuenue Henenu 0, 1,2, 4, 6, 8, 10.

[0095] B HEKOTOPBIX BapHAHTAaX OCYINECTBJICHUS CIOCOO MOXKET BKIJIKOYATh, IOCHE BBEICHHUS
no3bl HeTaknMaba Ha Henene 10, mocnenyromee BBeAeHne 1036l 40 Mr HeTaknMaba OIMH pa3 Kaskable
YeTbIpe Heeu.

[0096] B HEKOTOPBIX BapHaHTaX OCYINECTBIECHHUS CIOCOO MOXKET BKJIKOYATh, IMOCIE BBEACHUS
no3bl HeTaknMaba Ha Henene 10, mocnenyromee BBeaeHne 1036l 40 Mr HeTaknMaba OIHMH pa3 KasKable
7IB€ HeZleNu.

[0097] B COOTBETCTBHHM C JAPYIHM HIMPOKUM AaCIEKTOM IPEIJIaraeTcsi Crocod JedeHus
1ICOpHa3a, BKJIOYAIOIIMN BBEJEHHE MALMEHTy, HY’KAAOIIEeMyCsl B TakOM JedeHuu, no3bl 80 wmr
HeTakuMaba OMH pa3 B Henenro B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10.

[0098] B cooTBeTCTBMHM C APYrHMM HIMPOKUM AaCIIEKTOM IPEIJIaraeTcsi Crocod JedeHus
NICOpHAa3a, BKJIIOYAIOIIMN BBEJAEHHE MALMEHTy, HYXAAOLIEMYyCs B TaKOM JiedeHUH, A03bl 80 Mr
HeTaknmaba OMH pa3 B Henenmo B TeueHue Henenu 0, 1, 2, 6, 10.

[0099] B HekOTOpBIX MpUMEpax Crocod MOXKET BKJIIOUYATh, NIOCJIE BBEIAECHUS 03Bl HETaKuMada
Ha Henene 10, mocnenyromiee BBeneHne 1036l 80 Mr HeTakuMaba OAMH pa3 KaXable YeThIpe HeeH.

11



[00100] B HekoTOphIX mpuMepax CHoco0 MOXKET BKJIFOYATh, IMOCIE BBENEHHS JO3bI
HetaknMaba Ha Henene 10, mocnenyroinee BBeneHue 1036l 80 Mr HerakuMada OUH pa3 KaXkIable JIBE
HEZENH.

[00101] B cooTBeTcTBMM C APYTrUM LIMPOKUM aCMEKTOM IMpPEIIaraeTcsi Crocod JeueHus
NICOpHA3a, BKJIOYANOLIUNA BBENACHHUE IALMEHTY, HYXKJAIOLIEMyCsl B TaKOM JiedeHuHu, 103bl 80 mr
HeTakuMaba OMH pa3 B Henemo B TeueHue Henenu 0, 1,2, 4, 6, 8, 10, 12.

[00102] B HeKOTOpBhIX BapuaHTax OCYLIECTBIEHUsI CIOCOO MOXKET BKJIIOYATh, MOCHE
BBefieHus1 103bl 80 Mr Hertakumaba Ha Hexene 12, mocnenyroiiee BBeaeHue n03bl 80 Mr HeTakumaba
OJIMH pa3 KaXkJble YE€ThIPE HENEIIH.

[00103] B HeEKOTOpBhIX BapuaHTaX OCYINECTBICHHS CIIOCOO MOXKET BKJIKOYATh, MOCIE
BBeZeHus 103kl 80 Mr HeTaknmaba Ha Henmese 12, mocienyromiee BBeaeHue 1036l 80 Mr HeTakumada
OZIMH pa3 KaKJble J1B€ HEeEIN.

[00104] B HEKOTOpBIX BapHaHTaX OCYLIECTBJCHHsS CIOCOO MOXKET BKIIKOYATh, IOCIHE
BBeZeHus 103kl 80 Mr Heraknmada Ha Henmese 12, mocienyromiee BBeneHue 1036l 80 Mr HeTakumada
OJIWH Pa3 KaXAble YEThIPE HEJEIU B TCUCHUE CIENYIOUX 12 Henenb.

[00105] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS CIOCOO MOKET BKJKOYAThb, IOCIE
BBeZleHUs 1036l 80 Mr Heraknmmada Ha Henese 12, mocienyromiee BBeneHue no3bl 80 Mr HeTakmmada
OZIMH pa3 KaX[ble 1B€ HEIeJIU B TE€UEHHUE CIenyIuX 12 Heaens.

[00106] B HEKOTOpBIX BapHaHTaX OCYINECTBJICHHUS CIIOCOO MOXKET BKIFOYATh BBEIEHUE
HeTaknMada B COOTBETCTBUH CO CIENYIOIEH CXeMOH IpruemMa npemnapara;

1) BBenenue no3bl 80 Mr HeTakumada OJUH pa3 B Hexenro B Teuenue Henenu 0, 1, 2, 4, 6, 8, 10,
12,

2) BBenenne 10361 80 Mr HeTaknMada OIMH pa3 KaKIble IBE HEAENN B TeUEHHE CIeayomux 12
HezeNb MOCIe 3TOr0,

3) BBeneHue 1036l 80 Mr HeTakuMada OIMH pPa3 KaKIble YEThIPE HEEIH MOCIE 3TOrO.

[00107] B HEKOTOpBhIX BapHaHTaX OCYINECTBJIEHHUS CIIOCOO MOXKET BKJIOUATh BBEICHHE
HeTakuMaba B COOTBETCTBUM CO CIIEAYIOIIEH CXeMOH IpremMa mpernapara;

1) BBenenue no3bl 80 Mr Herakumada OJUH pa3 B Hexelro B Teuenue Hepenu 0, 1, 2, 4, 6, 8, 10,
12,

2) BBeneHue 103bl 80 Mr HeTakuMaba OUH pa3 KaKAble IBe HEEIH B TeUSHHE Cenyonmx 12
HezeNb MOCIIE 3TOrO,

3) BBenenue 1036l 80 Mr HeTakumada OIVMH pa3 KaKAble 1BE HEJENU TIOCIe 3TOrO.

[00108] B HEKOTOpBIX BapHaHTaX OCYINECTBJIEHHUS CIOCOO MOXET BKJIOUATh BBEICHHE
HeTakuMaba B COOTBETCTBUH CO CIIEAYIOIIEH CXeMOM IpreMa mpernapara;

1) BBenenue no3bl 80 Mr HeTakumada OJUH pa3 B Hexenro B Teuenue Henenu 0, 1,2, 4, 6, 8, 10,
12,

2) BBepeHue 1036l 80 Mr HeTakuMada OUH pa3 KaKIbIE YeThIPe HENeIU B TEUSHHE CIIEAYFOIIIX
12 Hepenp mocie 3Toro,

3) BBeneHue 1036l 80 Mr HeTakuMada OIMH Pa3 KaKIble YEThIPE HEEIH MOCIE 3TOTO.

[00109] B HEKOTOpBhIX BapHaHTaX OCYINECTBJIEHHUS CIIOCOO MOXET BKJIOUATh BBEICHHE
HeTakuMaba B COOTBETCTBUM CO CIIEAYIOIIEH CXeMOH MpreMa mpernapara;

1) BBenenue no3bl 80 Mr HeTakumada OJUH pa3 B Hexelro B Teuenue Henenu 0, 1, 2, 4, 6, 8, 10,
12,

2) BBepeHue 1036l 80 Mr HeTaknMada OUH pa3 KKIbIE YeThIPe HENeNN B TEUEHHE CIIEAYOIIIX
12 Hepenp mocie 3Toro,
3) BBeneHue 10361 80 Mr HeTakuMada OIMH pa3 KaKIble IBE HENENHU TOCIe 3TOrO.

[00110] B HekoTOpbIX BapuaHTax ocylecTBiIeHHs 103a 80 Mr HeraknuMaba MOXeT ObITh
BBE/ICHA JIByMsI HHBEKLUSIMH, copeprkamnmu 40 Mr HeTakumaba.
[00111] B cooTBercTBHM C IPyIMM IIMPOKUM aCIEKTOM IpeiaraeTcsi Crnocod JeueHus

IICOpHA3a, BKIIOYAIOLIMN BBEICHHUE NALUEHTY, HYKOAKOLIEMyCsl B TaKOM JiedeHuH, A03bl 120 mr
HeTakuMaba OMH pa3 B Heneno B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10.

[00112] B cooTBeTcTBMM C APYTrUM LIMPOKUM aCMEKTOM IMPEIJIaraeTcsi Crocod JeueHus
[ICOpHa3a, BKJIKOYAIOUIMN BBEACHUE MALMEHTY, HYXXOAKOIIEMYyCsl B TAaKOM JiedeHHH, a03bl 120 mr
HeTaknMaba OMH pa3 B Heneno B TeueHue Hepenu 0, 1, 2, 6, 10.
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[00113] B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHHS CIIOCOO MOKET BKJOYAThb, IOCIE
BBEJIEHUs 103bI HeTakuMada Ha Henene 10, mocnenyroimee Beenenne no3bl 120 mr HeTakumaba ouH pa3
KaK/bl€ YEThIpe HEeNEeNH.

[00114] B HEKOTOpBIX BapMaHTax OCYIIECTBJIEHHUS CIIOCOO MOXET BKJIOYaTh, IOCIE
BBEJIEHUs 7103bI HeTaknuMada Ha Henene 10, mocnenyromee BBenenue 103bl 120 Mr HeTakumada OauH pas
Ka)KAblE 1BE HEAEIN.

[00115] B cooTBeTCTBUU C IPYyTUM IIUPOKHM ACHEKTOM MPEAIaraeTcsi Crnocod JeueHus
NICOpHA3a, BKJIIOYAKOLIUI BBEACHHE MALUEHTY, HYXIAOLEMyCsd B TaKOM JIe4eHHH, 103bl 120 mr
HeTakuMaba OnuH pa3 B Hexento B TeueHue Henenu 0, 1,2, 4, 6, 8, 10, 12.

[00116] B HeEKOTOpBhIX BapuaHTaX OCYINECTBICHHS CIIOCOO MOXKET BKJIKOYATh, MOCIE
BBeJICHUS JI03bI HeTaknuMada Ha Henene 12, mocneayroiee BBenenue 103bl 120 mMr HeTakumada OauH pas
Ka)K/ble YeThIpe HeNleH.

[00117] B HEKOTOpBbIX BapHaHTaX OCYLIECTBICHHS CIOCOO MOKET BKJIKOYAThb, IMOCIE
BBEJIEHUs 03I HeTaknuMada Ha Henene 12, mocneayroiee BBenenue 103bl 120 Mr HeTakumada oauH pas
Ka)K7ble IB€ HEeNu.

[00118] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS CIOCOO MOKET BKJKOYAThb, IOCIE
BBeZieHus 1036l 120 Mr HeTaknmada Ha Hexene 12, mocneayroiee BBeaeHue 1036l 120 Mr HeTaknmada
OZIWH Pa3 KaXAble YETbIPE HEAEIU B TCUCHUE CIENYIOIUX 12 Henenb.

[00119] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS CIOCOO MOKET BKIOYAThb, IOCIE
BBeZeHUs 1036l 120 Mr Hetaknmada Ha Hepene 12, mocneayroimee BBeaeHue 1036l 120 Mr HeTaknmada
OZIMH Pa3 KaXAble 1B€ HEAEIU B TEUEHHE CIENYIOIUX 12 Heneb.

[00120] B HEKOTOpBbIX BapHaHTaX OCYINECTBJIEHHUS CIIOCOO MOXKET BKJOUATh BBEICHHE
HeTaknMada B COOTBETCTBUH CO CIENYIOIEH CXeMOH IpruemMa mpemnapara;

1) BBenenue no3el 120 mMr HeTaknmada ofquH pa3 B Henenro B TeueHue Heaenu 0, 1,2, 4, 6, 8, 10,
12,

2) BBepeHue 1036l 120 Mr HeTakuMaOa OAMH Pa3 KaX/Ible ABE HENENN B TEUSHHE ClIeAyIomux 12
HeZeNb MOCIIE 3TOrO,

3) BBeneHue 1036l 120 Mr HeTakuMaba OMH pa3 KaXkble YeThIPe HEAEIH IOCIIE STOTO.

[00121] B HEKOTOpBIX BapHaHTaX OCYILECTBJIEHHUs CIOCOO MOXET BKJIOUATh BBEICHHE
HeTakuMada B COOTBETCTBUH CO CIENYIOLIeH CXeMOil mpuema npenapara;

1) BBenenue no3bl 120 mMr Hetakumaba OfMH pa3 B Heaento B Teuenue Henenu 0, 1, 2, 4, 6, 8, 10,
12,

2) BBeneHue 10361 120 Mr HeTakuMada OJUH pa3 Kakable 1B HENEIH B TE€YSHHE CIeyomux 12
HezeNb MOoCHe 3TOr0,

3) BBeneHue 1036l 120 Mr HeTakuMaba OMH pa3 KaXble ABE HENEeJH MOCe STOrO.

[00122] B HEKOTOpBIX BapHaHTaX OCYINECTBJIEHHUsS CIOCOO MOXET BKJIOUATh BBEICHHE
HeTakuMaba B COOTBETCTBUM CO CIIEAYIOIIEH CXeMOM IpremMa mpernapara;

1) BBenenue no3el 120 mMr Hetakrmada OfuH pa3 B Henesro B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10,
12,

2) BBeneHue 1036l 120 Mr HeTaknMaba OJMH Pa3 KaKIbIe YEThIPE HEAETH B TEUEHUE CIICAY FOLITHX
12 Hepenp mocie 3Toro,

3) BBeneHue 1036l 120 Mr HeTaknMaba OIMH pa3 KaXIble YeThIPe HEAEIH IOCIIE STOTO.

[00123] B HEKoTOpBhIX BapHaHTaX OCYINECTBJIEHHUS CIIOCOO MOXKET BKJIIOUATh BBEICHHE
HeTaknMada B COOTBETCTBUH CO CIENYIOIIEH CXeMOH IprueMa mpemnapara;

1) BBenenue no3el 120 mr Hetaknmada ouH pa3 B Hexenro B TeueHue venenu 0, 1, 2, 4, 6, 8, 10,
12,

2) BBeneHue 1036l 120 Mr HeTaknMaba OJMH Pa3 KaK/ble YEThIPE HEAEH B TEUEHUE CIIEAYFOLITHX
12 Hepenp mocie 3Toro,
3) BBeneHue 1036l 120 Mr HeTaknMada OMH pa3 KaXIble ABE HENEIH MOCIe 3TOTO.

[00124] B HEKOTOpPBIX BapHaHTax OCyINeCTBIeHUs 103a 120 Mr HeTaknMaba MOXKET ObITh
BBE/ICHA TPEMsI UHBEKLMSIMHU, copepkanmu 40 Mr HeTakumaba.
[00125] B HEKOTOpBIX BapUaHTax OCyLIeCTBIeHHs 03a 120 Mr HeTrakuMaba MOKET OBbITh

BBE/ICHA JIByMsI UHBEKLUSIMHU, coAep KaiuMu 60 Mr HeTakuMaba.
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[00126] B HeKOTOpBIX BapHaHTaxX OCYLIECTBIEHHSI HETAKMMA0 MOKET ObITh BBEIICH Iy TEM
HOIKOKHOU MHBEKIHH.

[00127] B HEKOTOpBIX BapHaHTaxX OCYLIECTBICHNUs HETAKMMA0 MOXET ObITh BBE/ICH Iy TEM
BHYTPUBEHHON MHBEKLIUU.
[00128] B HekOoTOpBIX BapuaHTaxX OCYINECTBIIEHHS IICOPUA3 MOXKET MPEACTaBIATh COOOM

OJsILeyHbIi Icopuas.

[00129] B cooTBeTCTBHM C IPYyTUM IIUPOKHM ACHEKTOM MPEAJIaraeTcsi Crocod JeueHus
NICOPUATHYECKOTrO apTPUTA, BKIKOYAOIINI BBEECHUE MALMEHTY, HYKIAIOIIEMyCsl B TaKOM JICUEHUH,
no3el 120 Mr Herakumaba oMH pa3 B Henemo B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10.

[00130] B cooTBeTCTBHM C APYTUM LIMPOKHM ACMEKTOM MPEIJIaraeTcsi Criocod JeueHus
MICOPUATHYECKOTO apTPUTa, BKIIOYAIOIINI BBEJEHHE MALMEHTY, HYXKIAIOIIEMyCsl B TaKOM JIEUEHUH,
no3el 120 Mr Herakumaba OMH pa3 B Henesro B Teuenue Henesm 0, 1, 2, 6, 10.

[00131] B HEKOTOpBIX BapHaHTaX OCYLIECTBJEHHS CIOCOO MOXKET BKJIKOYATh, IOCIHE
BBeJIEHUs J103bI HeTaknuMada Ha Henene 10, mocneayroimee Beenenue 103bl 120 Mr HeTakumada OauH pas
KaK7ble YeThIpe HeNleH.

[00132] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS CIOCOO MOKET BKIKOYATh, IOCIE
BBeJIeHUs J103bI HeTaknMada Ha Henene 10, mocnenyroinee Benenne no3bl 120 Mr HeTakumaba ouH pa3
KaK7ble B HEeNu.

[00133] B cooTBeTcTBHM C IPYTMM IIMPOKUM ACIEKTOM IMPEIaraeTcsi Cnoco0 JIeUeHHs
NICOPUATHUECKOTr0 apTPUTa, BKIKOYAIOIINI BBEJEHHE MALMEHTY, HY>KIAIOIIEeMycCsl B TaKOM JIEUEHUH,
no3el 120 mr Herakumada ouH pa3 B Henero B TeueHue venenu 0, 1,2, 4, 6, 8, 10, 12.

[00134] B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHHS CIOCOO MOXKET BKJOYATh, IOCIE
BBEJIEHUs I03bI HeTaknMada Ha Henene 12, mocneayromee BBenenue 1o3bl 120 mMr Hetakumada OauH pas
Ka’K/ble YeThIpe HEeNEeNH.

[00135] B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHHMsS CIOCOO MOXKET BKJIKOYATb, IIOCHE
BBEJIEHUs I03bI HeTaknMada Ha Henene 12, mocneayroimee Benenue 103bl 120 Mr Hetakumada OauH pas
Ka)KAblE 1BE HEAENN.

[00136] B HeKOTOpBIX BapUaHTax OCyLecTBIeHHs 103a 120 Mr HeTakuMaba MOKET OBbITh
BBE/ICHA TPEMs UHBEKLMSIMHU, copepkamumu 40 Mr HeTakumada.

[00137] B HexoTOpbIX BapuaHTax ocyuiecTBieHus n03a 120 Mr Hetakumaba MOXeT ObITh
BBEJI€HA JABYMsI HHBEKLIUSIMHU, cofiepKkammumMu 60 Mr HeTakumaoa.

[00138] B HEKOTOPBIX BapHaHTaxX OCYLIECTBJICHUSI HeTaKUMaO MOXKET ObITh BBEIEH My TeM
HOIKOKHOU MHBEKIIUH.

[00139] B HEKOTOPBIX BapHaHTAaX OCYLIECTBICHUSI HETAKUMAO MOXKET ObITh BBE/ICH Iy TEM
BHYTPUBEHHON UHBEKLIUU.

[00140] B cooTBeTCTBHM C IPYTMM LIMPOKHUM ACMEKTOM MPEIaraeTcsi Cnocod JIeUeHHsI

AHKWJIO3UPYIOLIEro CIIOHAWIOAPTPUTA, BKIIOYAKOLIUN BBEICHHUE MALIUEHTY, HYXXIAOIIEMyCsl B TAKOM
nedeHuu, 1o3bl 40 Mr HeTaknmada OJIUH pa3 B Henemo B TeueHue Heaenu 0, 1, 2.

[00141] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS CIOCOO MOKET BKIOYATh, IMOCIE
BBEJICHHUS JI03bl HETAKMMaba Ha Hejele 2, mocienyolnee BBeaeHne n03bl 40 Mr Hetakumada OuH pas
KK bl JIB€ HENENU.

[00142] B cooTBeTCTBHM C IPYTMM IIMPOKHM ACMEKTOM IMPEIaraeTcsi Cnoco0 JIeUeHHsI
AQHKWJIO3UPYIOLIEro CIOHAWIOAPTPUTA, BKIIOYAKOLIUN BBEICHHUE MALUEHTY, HYXXIAOIIEMyCs B TAKOM
nedeHuu, no3bl 40 Mr Hetaknmada OnuH pa3 B Henento B Tedenne Henenu 0, 1, 2, 4, 6, 8, 10, 12.

[00143] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS CIOCOO MOXKET BKJIKOYATb, IOCIE
BBEJICHUS 103bI HETaKMMada Ha Henene 12, mocnenyroimee BeneHue 103bl 40 Mr HeTakumMada OfMH pas
KK blE 1B€ HENEIU.

[00144] B cooTBeTcTBHM C IPYIMM IIMPOKUM aCMEKTOM IMPEIaraeTcsi Coco0 JeueHHs
AQHKWJIO3UPYIOLIEro CIIOHAWIOAPTPUTA, BKIHOYAKOLIUN BBENCHHUE MALUEHTY, HYKAAKOLIEMYCsl B TAKOM
nedeHuy, 1036l 80 Mr HeTaknMada OJIUH pas B HeAelto B Teuenne Hepenu O, 1, 2.

[00145] B HEKOTOpBIX BapMaHTax OCYIIECTBJIEHUS CIIOCOO MOXET BKJIOUYaTh, IOCHE
BBEJIEHUs J03bl HeTaKUMada Ha Hepele 2, mochenyroiee BBeaeHre 103bl 80 Mr HeTakuMaba OJuH pa3
KQ)KIbIE BE HENEIU.
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[00146] B cooTBeTcTBHM C IPYTMM IIMPOKUM ACIEKTOM IMPEIaraeTcsi Cnoco0 JeUeHHs
AHKUJIO3UPYIOLIErO CIOHAMUIOAPTPUTA, BKIIOYAIOIINI BBEACHUE MALMEHTY, HYXKAAKOLIEMYCs B TAKOM
nedeHuy, 1o3bl 80 Mr HeTaknMada OJUH pas B Helelto B Teuenne Hepenu O, 1, 2, 4, 6, 8, 10, 12.

[00147] B HEKOTOpBIX BapMaHTax OCYIIECTBJIEHHUS CIIOCOO MOXET BKJIOYaTh, IOCIE
BBeZeHUs 1036l 80 Mr Heraknmmada Ha Henene 12, mocienyromee BBeneHue n03bl 80 Mr Hetaknmada
OZIMH Pa3 KaXAbl€ 1BE HEAEIH.

[00148] B HeKOTOpBhIX BapuaHTax OCYLIECTBIEHUsI CIOCOO MOXKET BKJIIOYATh, MOCHE
BBeieHus1 103bl 80 Mr HeTaknmaba Ha Hezene 12, BBeeHue 1036l 80 Mr HeTaknMaba OMH pa3 KaKble
JIBE HeNeJu, HauYnHas ¢ Heaeau 16.

[00149] B HeEKOTOpBhIX BapuaHTaX OCYINECTBICHHS CIIOCOO MOXKET BKJIKOYATh, MOCIE
BBeZeHus 103kl 80 Mr Hetakumada Ha Henene 12, mocnenyromee BBeneHue n103bl 120 Mr HeTaknumada
OJIWH Pa3 Kak/able 1B€ HEAEHN, HAaUMHas ¢ Helenu 16.

[00150] B HekoTOpbIX BapuaHTaxX OCyIlecTBJIeHHs n03a 80 Mr HeTakumada MOKET ObITh
BBEJICHA JIByMsI HHBEKLUSIMH, copepkamumu 40 Mr HeTakuMaba.
[00151] B cooTBeTCTBHM C IPYIMM IIMPOKUM ACMEKTOM IMPEIaraeTcsi Cnoco0 JIeUeHHsI

AQHKHUJIO3UPYIOLIEro CIIOHAWIOAPTPUTA, BKIIFOYAIOLINH BBEICHHUE MAIIUEHTY, HYKIAOIIEMyCs B TAKOM
JedeHuu, 1o3bl 120 Mr HeTakuMaba OMH pa3 B HeAeNO B TedueHue Henenu O, 1, 2.

[00152] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS CIIOCOO MOKET BKJOYATh, IOCIE
BBEJICHUS JTO3bI HeTaKnMada Ha Hezene 2, moceAyoiee BBeaeHue 103bl 120 Mr HeTakumada OluH pas
Ka)KIbIE JIBE HEJEIH.

[00153] B cooTBeTcTBHM C IPYTMM IIMPOKHM aCMEKTOM IMPEIaraeTcsi Croco0 JIeUeHHs
AHKWJIO3UPYIOLIEro CIIOHAMIOAPTPUTA, BKIIIOYAIOLINIH BBEICHHUE MAIIUEHTY, HYKIAOIIEMyCs B TAKOM
nedeHuu, 1o3bl 120 Mr HeTakuMada OMH pa3 B Henesro B Teuenue Henenun 0, 1, 2, 4, 6, 8, 10, 12.

[00154] B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHHsS CIOCOO MOXKET BKJIKOYATb, ITOCIHE
BBEJIEHUs I03bI HeTaknMada Ha Henene 12, mocneayromee BBenenue 1o3bl 120 mMr Hetakumada OauH pas
Ka)KIbI€ JIBE HENEIH.

[00155] B HEKOTOpBIX BapMaHTax OCYIIECTBJIEHUS CIIOCOO MOXET BKJIOUYaTh, IOCHE
BBeZeHus 103bl 120 Mr Hetakumada Ha Henese 12, mocnenyroiiee BBeneHHe n03bl 80 Mr HeTakumada
OZIMH Pa3 KaX/Able B€ HEAEIHU, HAUMHAs C Helesu 16.

[00156] B HEKOTOpBIX BapuaHTax OCYLIECTBIECHUsI CIOCOO MOXKET BKJIIOYATh, MOCIHE
BBeieHus 103bl 120 Mr Hetakumaba Ha Henene 12, mocienyroinee BBeneHue 103bl 120 Mr HeTaknumaba
OJIMH pa3 KaKJble JIBe HeJleNld, HauuHas ¢ Hexenu 16.

[00157] B HEKOTOpBIX BapUaHTax OCyLIeCTBIeHHs 103a 120 Mr HeTakuMaba MOKET ObITh
BBEJICHA TPEMsI MHBEKLMSIMU, copepkamnmu 40 Mr HeTakuMaba.

[00158] B HEKOTOpBIX BapUaHTax OCyLIeCTBIEHHs n103a 120 Mr HeTakuMaba MOKET ObITh
BBEJICHA JIByMs1 HHBEKLUSIMH, COAepKaTUMu 60 Mr HeTaknumada.

[00159] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHUS HETAKMMAO MOXKET ObITh BBEICH Iy TEM
HOIKOKHOU MHBEKIIUU.

[00160] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHUS HETAKMMA0 MOXET ObITh BBE/ICH Iy TEM
BHYTPUBEHHON UHBEKLUU.

[00161] B COOTBETCTBUU C ApyTUM LIUPOKUM aCIEeKTOM IPEeAJIaraercs

dapmanieBTHYECKasT KOMITO3UIMS, TOOXOASAIIAsl Ui BBEOEHHs CYyOBeKTY Ul HMHTHOHUPOBAHHUS
aktuBHOCTH Oenka IL17a, mpu 3ToM (papmaneBTHUecKass KOMIIO3ULIUSI COAEPIKUT Ha Kakablid 1 mu
bapmareBTHIECKONH KOMITO3ULUH:

[00162] B cooTBeTcTBHM C IPYIMM IIUPOKHM ACIEKTOM IPEIaraeTcsi Crnocod JeueHus
NICOpHa3a, BKIIOYANOLIUA BBEJEHHE MalUeHTy (apmakoigornuecku 3((EeKTHBHOTO KOJHUYECTBA
bapmareBTHIECKON KOMITO3ULUH, KaK OMMUCAHO B HACTOSIIEM JOKYMEHTE.

[00163] B HekoTOphpIX BapuaHTaX OCYLIECTBICHHS MOXET ObITh BBeNEeHO 1 M
dapmareBTUIECKONH KOMITO3ULIIH.
[00164] B HeKOTOpBIX BapuaHTax OCyLIECTBIEHHs | M1 papMarieBTUIECKONH KOMITO3ULIUU

MO3KeT ObITh BBEICH OJIMH pa3 B Heneso B TeueHue Henenu 0, 1,2, 4, 6, 8, 10.
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[00165] B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHHS CIIOCOO MOKET BKJOYAThb, IOCIE
BBEICHUS] 1036l HerakuMaba Ha Henmene 10, mocnenyroinee BBEACHHE |-MIIIHIIMTPOBBIX 103
HeTakuMada OIHWH pa3 KaXAbIC YETBIPC HEACIIN.

[00166] B HEKOTOpBIX BapMaHTax OCYIIECTBJIEHHUS CIIOCOO MOXET BKJIOYaTh, IOCIE
BBEEHHs 103bl HeTakuMaba Ha Henene 10, mocienyroinee BBeAEHHE |-MUJUTMJIUTPOBBIX 103
HeTakuMada OJUH pa3 KaXK/ble 1BE HENeNu.

[00167] B HeKoTOpBIX BapHaHTaX OCYIIECTBICHUS MOXKET OBITh BBEOCHO 2 MI
(bapmaLeBTHIECKON KOMITO3HLINHL.

[00168] B HEKOTOpBIX BapHaHTaxX OCYLIECTBICHHS 2 M (hapMarieBTHUECKOH KOMITO3ULIUN
MO3KeT ObITh BBEIEHO OJIUH pa3 B Hememo B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10.

[00169] B HEKOTOpBIX BapHaHTaX OCYIIECTBIEHHS 2 MJT (hapMaLeBTHYECKONW KOMITO3ULIHU
MO3KET ObITh BBEIEHO OJIMH pa3 B Hezleo B TedeHue Hegenu 0, 1, 2, 6, 10.

[00170] B HEKOTOpBbIX BapHaHTaX OCYLIECTBICHHS CIOCOO MOKET BKJIKOYAThb, IMOCIE

BBEIEHHUsI 103bl HeTakuMaba Ha Henmene 10, mocienyromiee BBeOEHHE 2-MHJUIIJINTPOBBIX 103
HeTaknMaba ONIMH pa3 KaXKbIe YEThIPE HEAECIIH.

[00171] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS CIOCOO MOKET BKJKOYAThb, IOCIE
BBEIEHNsI 103bl HeTakuMaba Ha Henmene 10, mocienyromiee BBeAEHHE 2-MUJUIIIINTPOBBIX 103
HeTakuMada OJMH pa3 KaXK/ble B HENEeNN.

[00172] B HEKOTOpBIX BapHaHTaX OCYINECTBJICHUS 2 MJI (hapMaLeBTHUECKON KOMITO3ULIIH
MO3KeT OBITh BBEICHO OJIUH pa3 B Helemo B TeueHne Henenu 0, 1, 2, 4, 6, 8, 10, 12.
[00173] B HEKOTOpBhIX BapHaHTaX OCYLIECTBICHHS CIIOCOO MOKET BKJOYATh, IOCIE

BBEJCHUSI 1036l HeTaknMaba Ha Henmene 12, mocnenyrolnee BBEACHHE 2-MIJUIHIIMTPOBBIX 103
HeTaknMada ONIMH pa3 KaKIble YEThIPEe HEAECIIH.

[00174] B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHHS CIIOCOO MOKET BKJOYATh, IOCIE
BBEICHUSI 103bl HeTaknMaba Ha Henmene 12, mocnenyrolnee BBEACHHE 2-MIJUIHIIUTPOBBIX 103
HeTaknMaba ONIMH pa3 Kakple 1B HENENH.

[00175] B HEKOTOpBIX BapMaHTax OCYIIECTBJICHUS CIIOCOO MOXET BKJIIOYATh, IOCHE
BBEJICHUS 2-MIUUIMJINTPOBBIX 103 HeTakumaba Ha Henmene 12, mocnedyroliee BBEAEHUE 2-
MUJUTMJIUTPOBBIX 103 HETaKMMala OJIMH pa3 KaKible YeThIPE HEleH B TEUEHUE CIeNYIomuX 12 Henerb.

[00176] B HEKOTOpBIX BapuaHTax OCYLIECTBJIECHHUS CIOCOO MOXKET BKJIIOYATh, MOCIHE
BBEIEHNs 2-MWJUIIUIMTPOBBIX /03 HeraknMaba Ha Hexmene 12, mocneayromee BBeleHUE 2-
MIJUTHJINTPOBBIX 103 HeTakuMada OMH pa3 KakAble 1BE HEeJeH B TeUeHUe CIeAyIoImuX 12 Henenb.

[00177] B HEKOTOpBIX BapHaHTaX OCYIIECTBJIEHHs CIOCOO MOXKET BKJIIOYaTh BBEICHHE
(apMaeBTHYECKON KOMITO3ULIUK B COOTBETCTBUU CO CIEAYIOLIEH CXeMOll mpreMa npemnapara:

1) BBenenue 2 M papmarieBTUIECKONH KOMITO3ULIMU OJIH Pa3 B HEAENIO B TeueHue Henenu 0, 1,
2,4,6,8, 10, 12,

2) BBeneHue 2 M (apMaLeBTUYECKON KOMIIO3ULIMU OUH pa3 KaKIble JBE HENENH B TEUCHUE
caeayromux 12 Henenb mocie 3Toro,

3) BBenmeHue 2 mMu (papMarieBTUYECKON KOMITO3UIIMH OJUH Pa3 KaKAble YEThIPe HEeNeNu MOoCie
3TOTO.

[00178] B HEKoTOpBbIX BapHaHTaX OCYINECTBJICHHUS CIIOCOO MOXKET BKJIOUATh BBEICHHE
(apmareBTHIECKON KOMITO3ULIH B COOTBETCTBUH CO CIEAYIOLIEH CXeMOl npreMa npemnapara:

1) BBenenue 2 M papmMarieBTUIECKOH KOMITO3UIIMK OJMH Pa3 B HEAEIO B TeueHue Henenu 0, 1,
2,4,6,8, 10, 12,

2) BBeneHue 2 Mi (apMaleBTUYECKON KOMIO3HLMU OAMH pa3 KaKIble 1BE HENENHU B TEUCHUE
caeayromux 12 Henenb mocie 3Toro,

3) BBeneHue 2 M1 papMaLeBTHUECKOW KOMITO3ULIMH OJTUH Pa3 KaKble IBE HEAENH ITOCIIE STOTO.

[00179] B HEKOTOpBbIX BapHaHTaX OCYINECTBJIEHUS CIIOCOO MOXKET BKJIOUATh BBEICHHE
(bapmarieBTUIECKON KOMITO3ULIUH B COOTBETCTBUH CO CIEAYIOLIEl CXeMOil preMa npemnapara:

1) BBenenue 2 M papmarieBTHHECKOH KOMITO3ULIMM OJJUH pa3 B HEAEIIO B TedeHue Henenu 0, 1,
2,4,6,8, 10, 12,

2) BBeneHue 2 Mil (papMarieBTHIECKON KOMIIO3ULIUH OJIH Pa3 KakKble YeThIPe HEJENN B TEUEHNE
caeayromux 12 Henenb nocie 3Toro,
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3) BBenmeHue 2 M (papMaleBTUYECKOH KOMITO3ULIMH OIUH pa3 Ka)/ble YEThIPE HEAENH IOCIe
3TOro.

[00180] B HEKOTOpBhIX BapHaHTaX OCYINECTBJIEHHUS CIIOCOO MOXKET BKJIOUATh BBEICHHE
bapmarieBTUIECKON KOMITO3ULIUH B COOTBETCTBUU CO CIEAYIOLIEl CXeMOil preMa npenapara:

1) BBeneHue 2 M papmMarieBTUIECKONH KOMITO3UIIMY OJIUH pa3 B HEAEN0 B TeueHue Henenu 0, 1,
2,4,6,8, 10, 12,

2) BBeieHMe 2 MIT (hapMarieBTHUECKOH KOMITO3MLIUK OAMH Pa3 KaK/Able YEThIPE HEIeH B TEUECHHE
cienyrowmux 12 Heaenb nocie 3Toro,

3) BBeneHue 2 Mil (papMaLieBTUIECKOW KOMITO3HIIH OJIFH pa3 KaK/Able 1BE HEIeJIH TOCIIE HTOTO.

[00181] B HeKOTOphIX BapuUaHTAX OCYIIECTBICHHS 2 MJI MOMKET OBbITh JOCTAaBJIEHO C
MOMOIIBIO IINPHULIA B BUJIE€ ABYX OTAENBHBIX 103 MO 1 ML

[00182] B HEKOTOpBIX BapHaHTaX OCYINECTBJIEHHs LIMPHUI] MOXKET MPENCTABJISATh COOOM
3apaHee 3aMOJHEHHbIN HITPULL.

[00183] B HEKOTOpBIX BapUaHTAX OCYLIECTBJICHHS MOXKET OBITh BBEACHO 3 MII
(apMareBTUIECKONH KOMITO3ULIHH.

[00184] B HEKOTOpBIX BapHaHTaX OCYINECTBJICHUS 3 MJI (hapMaLeBTHUECKOW KOMITO3UIIIH
MOsKeT OBITh BBEICHO OJIUH pa3 B Helemo B TeueHne Henenu 0, 1, 2, 4, 6, 8, 10.

[00185] B HEKOTOpBIX BapHaHTaX OCYINECTBJICHUS 3 MJI (PapMaLleBTUIECKON KOMITO3ULIUH
MO3KeT OBITh BBEICHO OJIMH pa3 B HeAemo B TeueHne Hegenu 0, 1, 2, 6, 10.

[00186] B HEKOTOpBhIX BapHaHTaX OCYLIECTBICHHS CIIOCOO MOKET BKJOYAThb, IOCIE
BBEICHUS 103bl HeTaknMaba Ha Hexene 10, BBeneHHE 3-MIJUTMIMTPOBBIX 103 HeTakumada OIUH pas
KQ)KJbI€ YEThIPE HENEIH.

[00187] B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHHS CIOCOO MOXKET BKJOYATh, IOCIE
BBEICHUSI 1036l HeraknMaba Ha Henmene 10, mocnenyroinee BBEACHHE 3-MIUUIHUIMTPOBBIX 103
HeTaknMaba ONIMH pa3 KakKble 1B HENENH.

[00188] B HEKOTOpBIX BapHaHTaX OCYINECTBJICHUS 3 MJI (PapMaLeBTHUECKON KOMIIO3ULIUU
MO3KeT OBITh BBEICHO OJIUH pa3 B Henemo B TeueHne Henenu 0, 1, 2, 4, 6, 8, 10, 12.
[00189] B HEKOTOpBIX BapHaHTax OCYIIECTBJIEHUS CIIOCOO MOXET BKJIIOUYaTh, IOCIE

BBEICHUs] 103bl HeTakuMaba Ha Henmene 12, mocnenyrolnee BBEACHHE 3-MIJIIHIIUTPOBBIX 103
HeTakuMada OJMH pa3 KaXKble YeThIPEe HENeNH.

[00190] B HEKOTOpBhIX BapuaHTax OCYIIECTBIEHUsI CIOCOO MOXKET BKJIIOYATh, MOCHE
BBEEHMs 103bl HeTakuMaba Ha Henmene 12, mocienyroliee BBEOEHHE 3-MHJUIMJIMTPOBBIX 103
HeTakuMada OJMH pa3 KaXK/ble BE HENEeNH.

[00191] B HEKOTOpBIX BapHaHTaX OCYLIECTBJCHHUS CIIOCOO MOXKET BKJIFOYAThb, IMOCIE
BBEJCHUSl 3-MIUUIWJINTPOBBIX 103 HeTakumaba Ha Henmene 12, mocneayrouiee BBEACHHE 3-
MUUTHJIUTPOBBIX 103 HETaKUMada OJTUH pa3 KaKIble YeThIPE HEIeH B TEUSHHE CIeNYIOIuX 12 Henelb.

[00192] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS CIOCOO MOKET BKJIKOYAThb, IMOCIE
BBEJCHUS 3-MIUUIWJINTPOBBIX 103 HeTakumaba Ha Henmene 12, mocneayroliee BBEACHHE 3-
MWUTHJIUTPOBBIX 03 HETAKMMa0a ONTMH pa3 KaXIble IBE HEACIH B TEUEHUE CIEAYIOMUX 12 Henenb.

[00193] B HEKOTOpBhIX BapHaHTaX OCYINECTBJIEHHUS CIIOCOO MOXET BKJIOUATh BBEICHHE
(apmMareBTHIECKON KOMITO3ULIH B COOTBETCTBUH CO CIEAYIOLIEH CXeMOil mpreMa npemnapara:

1) BBeneHue 3 mu papmMarieBTUIECKOH KOMITO3UIIMK OJJMH Pa3 B HEAEIO B TeueHue Henenu 0, 1,
2,4,6,8, 10, 12,

2) BBeneHue 3 Mi (papMaleBTUYECKON KOMIO3HLMU OAMH pa3 KaKIble 1BE HENENH B TEUCHUE
caeayromux 12 Henenb Nocie 3Toro,

3) BBenmeHue 3 Mu (papMareBTUIECKOH KOMITO3UIIMM OJUH Pa3 KaKIble YEThIPE HENeNu IOoCie
3TOTO.

[00194] B HEKOTOpBbIX BapHaHTaX OCYINECTBJIEHUS CIIOCOO MOXKET BKJIOUATh BBEICHHE
(bapmarieBTUIECKON KOMITO3ULIUH B COOTBETCTBUH CO CIEAYIOLIEl CXeMOil preMa npemnapara:

1) BBenenue 3 M papmMarieBTHIECKONH KOMITO3UIIMK OJIMH Pa3 B HEAEIO B TeueHue Henenu 0, 1,
2,4,6,8, 10, 12,

2) BBeeHue 3 Mi (papMaleBTUYECKON KOMIO3ULMU OAMH pa3 Kak/ple 1B€ HENENU B TEUCHUE
caeayromux 12 Henenb nocie 3Toro,

3) BBeneHue 3 Mil (papMaLeBTUYECKOW KOMIIO3ULIMK OJIFH Pa3 KakK/ble B HEACH IOCIIE HTOTO.
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[00195] B HEKoTOpBhIX BapHaHTaX OCYINECTBJIEHHUS CIIOCOO MOXKET BKJOUATh BBEICHHE
(bapmareBTUIECKON KOMITO3ULIUH B COOTBETCTBUH CO CIEAYIOLIEl CXeMOil preMa npemnapara:

1) BBenenue 3 M papmarieBTHIECKOH KOMITO3UIIMU OJIMH Pa3 B HEAEIO B TeueHue Henenu 0, 1,
2,4,6,8,10, 12,

2) BBeneHue 3 Mil (papMarieBTHIECKON KOMIIO3ULIUH OJIH Pa3 KaKble YeThIPe HEJIENN B TEUEHNE
cienyrowmux 12 Heaens nocsue 3Toro,

3) BBeneHue 3 M (apMareBTUUECKONH KOMIIO3MLMH OJHMH Pa3 KaKIble YeThIPe HEeNH MOCye
3TOro.

[00196] B HEKOTOpBIX BapHaHTaX OCYLIECTBJIEHHs CIIOCOO MOXKET BKIIOYAaTh BBEICHHE
(hapMaLeBTUYECKON KOMITO3UIIMK B COOTBETCTBUH CO CIEAYIOLIEH CXeMOI nmpruema rnpemnapara;

1) BBenenue 3 mu papmMarieBTUIECKOH KOMITO3ULIMY OJIMH pa3 B HEAENO B TedeHue Henenu O, 1,
2,4,6,8,10, 12,

2) BBeneHue 3 MiI (papMarieBTUIeCKOH KOMIIO3ULIUH OJIFH Pa3 KaKIble YeThIPE HEJIENIN B TCUCHUE
caeayromux 12 Henenb nocie 3Toro,

3) BBeneHue 3 M1 papMaLEBTHUECKONW KOMITO3ULIMH OJTUH Pa3 KaKAbIe IBE HEAEIH MOCIIe 3TOTO.

[00197] B HEKOTOpBIX BapHaHTax OCYIIECTBIEHHS 3 MJI MOXKET OBITb JOCTaBJIEHO C
MOMOILBIO IINPULIA B BUAE TPEX OTAENIBHBIX 103 1O 1 ML

[00198] B HEKOTOpBbIX BapWaHTaX OCYLIECTBJICHUS IIMPHUI[ MOXKET MPEACTABISATh COOOMU
3apaHee 3anOJHEHHbIN IIMPULL

[00199] B HekoTOphIX BapWaHTaxX OCYIIECTBICHUs (apMalleBTUUYECKasi KOMITO3HIIUS
MOJKeT OBITh BBEZIEHA BHY TPUMBILICYHO.

[00200] B HekoTOphIX BapWaHTaX OCYIIECTBJICHHs (apMaleBTHUECKass KOMITO3UIIUS
MOJKeT OBITh BBEZIEHA MTOIKOKHO.

[00201] B HekoTOphIX BapWaHTaX OCYIIECTBJICHHUsS (apMaleBTHUECKass KOMITO3UIIUS
MOJKeT OBITh BBEJIEHa BHY TPUBEHHO.

[00202] B HekoTOpBIX BapHaHTaX OCYLIECTBJICHUS NICOPUA3 MOXET MPENCTaBIsTh COOOMH
OJsIIeYHbIH Icopuas.

[00203] B cooTBeTCTBMM C APYTrUM LIMPOKHUM aCMEKTOM IMPEIIaraeTcsi Crocod JeueHus
NICOPUATUYECKOTO apTPUTA, BKIIOYAIOLIUI BBEACHUE MALMEHTY (apMakoJorudecku 3¢p¢(eKTHBHOrO
KOJn4ecTBa (papMaLieBTUYECKON KOMITO3UIINH, KAK OIHUCAHO B HACTOSAIIEM JOKYMEHTE.

[00204] B HEKoTOpBIX BapuUaHTaX OCYIIECTBJICHUS MOXXET OBITh BBEOEHO 1 M
(dapmaLeBTHIECKOH KOMITO3HLINHL.

[00205] B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHUS MOXKET OBbITh BBEIEHO 3 MII
(apManeBTUYECKON KOMITO3ULIHH.

[00206] B HEKOTOpBIX BapHaHTaX OCYIIECTBIEHHS 3 MJT (hapMaLeBTHYECKONH KOMITO3HIIHU
MO>KeT ObITh BBEIEHO OJIUH pa3 B Hememo B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10.

[00207] B HEKOTOpBIX BapHaHTaX OCYINECTBICHUS 3 MJI (PapMaLeBTHUECKON KOMITO3ULIUH
MO3KET ObITh BBEIEHO OJIUH pa3 B Helemo B TedeHne Hegenu 0, 1, 2, 6, 10.

[00208] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS CIIOCOO MOKET BKJKOYAThb, IMOCHE

BBEIEHNs 103bl HeTakuMaba Ha Henmene 10, mocienyrommee BBEAEHHE 3-MUJUIIJINTPOBBIX 103
HeTaknMada OJIMH pa3 KaXKIble YEThIPE HEAECIIH.

[00209] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS CIOCOO MOKET BKIOYAThb, IMOCIE
BBEIEHHNsI 103bl HeTakuMaba Ha Henmene 10, mocienyrommee BBEAEHHE 3-MUJUIMJINTPOBBIX J103
HeTakuMada OJUH pa3 KaXK/ble B HEeNN.

[00210] B HeKOTOpBIX BapHaHTaX OCYIIECTBICHUS 3 MJT (PapMalleBTHUECKONH KOMITO3HIIHU
MO3KeT OBITh BBEICHO OJIUH pa3 B HeAemo B TeueHne Henenu 0, 1, 2, 4, 6, 8, 10, 12.
[00211] B HEKOTOpbIX BapHaHTaX OCYLIECTBIEHHS CIIOCOO MOKET BKIOYATh, IOCIE

BBEEHHs 103bl HeTakuMaba Ha Hexmene 12, mocienyroinee BBEAEHHE 3-MUJUIIJIUTPOBBIX 103
HeTaknMaba ONIMH pa3 KaXKble YEThIPEe HEAEIH.

[00212] B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHMUs CIIOCOO MOJKET BKJKOYATh, IOCHE
BBEIEHHs 103bl HeTakuMaba Ha Hexene 12, mocienyroiiee BBEAEHHE 3-MUJUIMJIUTPOBBIX 103
HeTakuMada OJUH pa3 KaXK/ble B HENeNu.

[00213] B HEKOTOpBIX BapHaHTax OCYLIECTBJIEHHMS 3 MJI MOXET OBITb OCTaBJEHO C
MOMOMUIBIO IINPHULA B BUJE TPEX OTAEIBHBIX 103 MO 1 ML
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[00214] B HEKOTOpBIX BapWaHTaX OCYLIECTBJICHUS IIMPHUI[ MOXET MPEACTABISATh COOOMU
3apaHee 3anOJHEHHbIN HIIPULL

[00215] B HekoTOphIX BapuaHTaX OCYINECTBJIEHUS (papManeBTHUeCKass KOMITO3MLIUS
MOJKET OBITh BBEJIEHA BHY TPUMBILICYHO.

[00216] B HekoTOpbhIX BapuaHTaX OCYLIECTBJICHUs (apMaleBTUYECKas KOMIIO3HULIHS
MOJKET OBITh BBEJIEHA MOIKOXKHO.

[00217] B HEKOTOpBbIX BapHaHTaX OCYIIECTBJIEHHUS (HapMaLeBTHUECKAs KOMITO3HULIMS
MOXET OBITh BBEZICHA BHY TPUBEHHO.

[00218] B cooTBeTCTBUHM C IPYyTUM IIUPOKHM ACHEKTOM IPEAJIaraeTcsi Crocod JeueHus

AHKMJIO3UPYIOIIEr0 CIIOHAMJIOAPTPUTA, BKIIIOYAIOIINN BBEAEGHUE TMALMEHTY (HapMakOIOrHYeCKH
3¢ (eKTUBHOTO KOJIMYeCTBa (papMaeBTUYECKON KOMIIO3HUIIMHU, KaK OMUCAHO B HACTOSIIIEM JTOKYMEHTE.

[00219] B HEKOTOpBIX BapHAaHTaX OCYLIECTBJCHUS MOXKET ObITh BBeIEeHO 1 M
(bapManeBTUYECKON KOMITO3ULIHH.

[00220] B HEKOTOpBIX BapuaHTaX OCYINECTBJICHUS | MJI (hapMaLeBTHUECKOW KOMITO3UIIIH
MOJKeT OBITh BBEIIEH OIMH Pa3 B HENENO B TeueHue Heaenu 0, 1, 2.

[00221] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS CIOCOO MOKET BKJKOYAThb, IOCIE
BBEJICHIS 103bI HETaKUMa0a Ha HeJlelle 2, Iocieyoliee BBeeHNne | -MIIUTMIUTPOBBIX 103 HeTaKuMaba
OZIMH pa3 KaKJble 1Be HEeeIN.

[00222] B HEKOTOpBIX BapHaHTaX OCYINECTBJICHUS | M (hapMaLeBTHUECKON KOMITO3ULIIH
MO3KeT OBITh BBEICH OJIUH pa3 B Henesro B TeueHue Henenu 0, 1,2, 4, 6, 8, 10, 12.
[00223] B HEKOTOpBhIX BapHaHTaX OCYLIECTBICHHS CIIOCOO MOKET BKJOYATh, IOCIE

BBEEHHs 103bl HeTakuMaba Ha Hexmene 12, mocienyroinee BBEAEHHE |-MUJUIMJINTPOBBIX 103
HeTakuMada OJUH pa3 KaXK/ble B HEEeNH.

[00224] B HEKOTOpBIX BapuaHTaX OCYLIECTBICHHS MOXET OBITh BBEIEHO 2 MI
bapmareBTUIECKONH KOMITO3ULIIH.

[00225] B HEKOTOpBIX BapHaHTaX OCYINECTBJIECHUS 2 M (hapMaLeBTHUECKON KOMITO3ULIIH
MOJKeT OBITh BBEIEHO OJIH pa3 B HezeNto B TeueHue Henenu 0, 1, 2.

[00226] B HEKOTOpBIX BapHaHTax OCYIIECTBJIEHUS CIIOCOO MOXET BKJIIOUYaTh, IOCIE
BBEJIEHMHs 103bl HETaKUMa0a Ha Hefelle 2, Mocenyoliee BBeeHne 2-MIUTUIUTPOBBIX 103 HeTaKuMada
OJIMH pa3 KaKJble 1BE HEIEIIN.

[00227] B HEKOTOpBIX BapHaHTaX OCYIIECTBICHHS 2 MJT (hapMaLeBTHYECKONH KOMITO3ULIMU
MO3KeT OBITh BBEIEHO OJMH pa3 B HeAeno B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10, 12.
[00228] B HEKOTOpBIX BapHaHTaX OCYILIECTBJCHHs CIOCOO MOKET BKJIIOYATh, MOCHE

BBEIEHHMs 103bl HeTakuMaba Ha Henmene 12, mocienyromiee BBEJEHHE 2-MHJUIMJIMTPOBBIX 103
HeTakuMada OJMH pa3 KaXK/ble 1BE HENeNH.

[00229] B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHHUS CIIOCOO MOXET BKJIOYATh, MOCHE
BBEACHUS 2-MWUIMJIUTPOBOH J03bl HeTakumaba Ha Hexene 12, mocienyroiee BBeIEeHUE 2-
MUJUTUJIUTPOBBIX 103 HeTakuMada OJHWH pa3 KaXXAbI€C ABC HEACIH, HAYMHAasA C HEACTIU 16.

[00230] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS CIIOCOO MOKET BKJKOYAThb, IMOCHE
BBEACHUSl 2-MWUIMJIMTPOBOH JO3bI HeTakuMmada Ha Hexpene 12, mocienyromee BBEIECHHE 3-
MUJUTUJIUTPOBBIX O03 HeTakuMaba OJWH pa3 KaXXAbI€C ABC HEACIH, HAYNHAA C HEACTIHU 16.

[00231] B HEKOTOpBIX BapHaHTax OCYIIECTBIEHHs 2 MJI MOXET OBITb JOCTaBJIEHO C
MOMOLIBIO IINPHLA B BUJIE ABYX OTAENbHbIX 103 1O 1 ML

[00232] B HEKOTOpBbIX BapWaHTaX OCYLIECTBJICHUS IIMPHUI[ MOXKET MPEACTABISATh COOOMU
3apaHee 3anOJHEHHbIN IIPULL

[00233] B HEKOTOpBIX BapuaHTAaX OCYLIECTBICHHS MOXKET OBITh BBEIEHO 3 MII
(bapmaneBTUIECKONH KOMITO3ULIIH.

[00234] B HEKOTOpBIX BapHaHTaX OCYINECTBJIECHUS 3 MJI (hapMaLeBTHUECKOW KOMITO3ULIIH
MOJKeT OBITh BBEIEHO OJJMH pa3 B HeZleNto B TeueHue Henenu 0, 1, 2.

[00235] B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHMUs CIIOCOO MOJKET BKJKOYATh, IOCHE

BBEICHUS 103bI HeTaKMMala Ha Hezlele 2, Mocenyolee BBeeHHE 3-MIJUTMIIUTPOBBIX 103 HETaKuMada
OJIMH Pa3 KakJble 1B€ HEeIH.

[00236] B HEKOTOpBIX BapHaHTaxX OCYLIECTBIEHUS 3 MJI (hapMaLleBTHUECKOH KOMITO3ULIIH
MO3KeT OBITh BBEIEHO OJIMH pa3 B Heneno B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10, 12.
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[00237] B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHHS CIIOCOO MOKET BKJOYAThb, IOCIE
BBEICHUS 103bl HeTakuMaba Ha Henmene 12, mocnenyrolnee BBEACHHE 3-MIJUIHIIUTPOBBIX 103
HeTakuMada OJUH pa3 KaXK/ble IBE HEEeN!.

[00238] B HEKOTOpBIX BapMaHTax OCYIIECTBJIEHHUS CIIOCOO MOXET BKJIOYaTh, IOCIE
BBEAICHUS 3-MIUIMJIMTPOBOM JO03bl HeTakumabda Ha Heaene 12, mocienyroliee BBeneHUE 2-
MHJUTHJITPOBBIX 103 HeTakuMaba OIMH pa3 Kak/able ABE HeJelH, Ha4iHas ¢ Hexnenu 106.

[00239] B HeKOTOpBhIX BapuaHTax OCYLIECTBIEHUsI CIOCOO MOXKET BKJIIOYATh, MOCHE
BBEIEHNs 3-MIUIWJINTPOBOM 103bl HerakuMaba Ha Hexene 12, mocienyroinee BBeJeHHE 3-
MIJUTHJINTPOBBIX 103 HeTakuMaba OIMH pa3 Kak/Able Be HEeJelH, HauiHas ¢ Hexenu 10.

[00240] B HEKOTOpBIX BapuUaHTaX OCYLIECTBJIECHHS 3 MJI MOXKET ObITb JOCTaBJIEHO C
MOMOILBIO IINPHULIA B BUE TPEX OTAENBHBIX 103 1O 1 ML

[00241] B HekOTOpBbIX BapHMaHTaX OCYIIECTBJIEHHUS IIMPHUI] MOXKET MPEACTABISATh COOOM
3apaHee 3aMOJHEHHbIN HITPULL.

[00242] B HeEKOTOpBIX BapuaHTaX OCYINECTBJIECHUS (papMaleBTHUECKAs KOMITO3ULIHS
MOJKeT OBITh BBEIEHA BHY TPUMBILIEYHO.

[00243] B HekoTOphIX BapWaHTaX OCYIIECTBICHHs (apMaleBTHUECKass KOMITO3UIUS
MOJKeT OBITh BBEIEHA MTOIKOKHO.

[00244] B HeKOTOphIX BapHaHTaX OCYINECTBJICHUS (papMaleBTHUECKas KOMITO3ULIHS

MOJKET OBITb BBCACHA BHYTPUBCHHO.

[00245] B COOTBETCTBUU C ApyTUM LIMPOKUM aCIEKTOM IPEeAJIaraeTcs
dapmanieBTHYECKasT KOMITO3UIMS, MOAXOASAIIAst Ui BBEOEHHs CyOBeKTy Ul HMHTHOHPOBAHUS
aktuBHOCTH Oenka IL17a, mpu 3ToM (papmaneBTHUecKass KOMIIO3ULIUS COAEPIKUT HAa Kakablid 1 mu
bapmareBTHIECKONH KOMITO3ULUH:

Herakumab 60.0 mr,

HaTpus auerar Tpuruapar 1.74 wr,

Tperanossl agurugpat 80 mr,

nosnokcamep (Kolliphor) 188 0.5 mr,

nensiHast ykcycHas kuciora a0 pH 5.0

BOZA 11l uHbeKIUH 10 1.0 M

[00246] B cooTBeTcTBUM C IPyTUM IIUPOKHM ACHEKTOM MPEAIaraeTcsi Crocod JeueHus
nicopuasa, BKIIOUAIOIIUIA BBeAEHHE NauueHty (apmakosorndecku 3((EeKTHBHOrO KOJIMYeCTBa
(bapmaLeBTHYECKOI KOMITO3UIINY, KaK OITUCAHO B HACTOSILEM JOKYMEHTE.

[00247] B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHUS MOXKET ObITh BBemeHO 1 M
(apManeBTUYECKON KOMITO3ULIHH.

[00248] B HEKOTOpBIX BapHaHTaxX OCYIIECTBIEHHs | M hapMalieBTHYECKONH KOMITO3UIIHU
MO>KeT ObITh BBEIEH OJIUH pa3 B Helesro B Teuenue Henenu 0, 1,2, 4, 6, 8, 10.

[00249] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS CIOCOO MOKET BKJKOYAThb, IMOCHE
BBEICHUS] 1036l HerakuMaba Ha Henmene 10, mocnenyroinee BBEACHHE |-MIUTHUIUTPOBBIX 103
HeTaknMada OJIMH pa3 KaKIble YEThIPE HEAECIIH.

[00250] B HEKOTOpBIX BapHaHTaX OCYINECTBIEHHSI CIOCOO MOKET BKIOYATb, IMOCHE
BBEICHUSI 1036l HeTaknMaba Ha Henmene 10, mocnenyroinee BBEACHHE |-MIUIHIIUTPOBBIX 103
HeTaknMaba ONIMH pa3 KakKIble 1B HENENH.

[00251] B HEKOTOpBIX BapUaHTaX OCYLIECTBICHHS MOXKET OBITh BBEIEHO 2 MI
(bapMareBTUIECKONH KOMITO3ULIH.

[00252] B HEKOTOpBIX BapHaHTaX OCYINECTBJIECHUS 2 MJI (hapMaLeBTHUECKOW KOMITO3ULIIH
MO3KeT OBITh BBEICHO OJIUH pa3 B Hememo B TeueHne Henenu 0, 1, 2, 4, 6, 8, 10.

[00253] B HEKOTOpBIX BapHaHTaX OCYINECTBJICHUS 2 MJI (PapMaLeBTHUECKON KOMITO3ULIUH
MO3KET OBITh BBEICHO OJMH pa3 B HeAemo B TedeHne Hegenu 0, 1, 2, 6, 10.

[00254] B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHMUs CIIOCOO MOJKET BKJKOYATh, IOCHE

BBEICHUSI 103bl HeTakuMaba Ha Henmene 10, mocnenyroinee BBEACHHE 2-MIJUIHIIUTPOBBIX 103
HeTakuMaba OIMH pa3 KaXIble YeThIpe HEeNEeH.
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[00255] B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHHS CIIOCOO MOKET BKJOYAThb, IOCIE
BBEICHUSI 1036l HerakuMaba Ha Henmene 10, mocnenyroinee BBEACHHE 2-MIJUIMUIIUTPOBBIX 103
HeTakuMada OJUH pa3 KaXKIble B HEEeN!.

[00256] B HEKOTOpBIX BapHaHTaxX OCYLIECTBIEHHS 2 MJI (papMaLleBTUYECKONH KOMITO3ULIUU
MO3KeT ObITh BBEICHO OJIUH pa3 B Henemo B TeueHne Henenu 0, 1,2, 4, 6, 8, 10, 12.
[00257] B HEKOTOpBIX BapMaHTax OCYIIECTBJIEHUS CIIOCOO MOXET BKJIOYaTh, IOCIE

BBEICHUS] 103bl HeTakuMaba Ha Henmede 12, mocnenyrolnee BBEAEHUE 2-MUJLUIHIIUTPOBBIX 03
HeTakuMada OJUH pa3 KaXKIble YeThIPEe HEeH.

[00258] B HEKOTOpBIX BapHaHTax OCYIIECTBIEHUs CIOCOO MOXKET BKJIIOYATh, MOCIHE
BBEJCHUS] J03bl HeTakuMaba Ha Henede 12, mocnenyrolnee BBEACHUE 2-MUJUIHIIUTPOBBIX 103
HeTaknMaba ONTUH pa3 KakIble 1B HENENH.

[00259] B HEKOTOpBIX BapHaHTaX OCYINECTBJIEHHsI COCOO MOXKET BKJIIOYATh BBEICHHE
1036l HeTakuMaba Ha Heznene 12, mocienyroinee BBEIeHHE 2-MUJUTMIMTPOBBIX 103 HETAKMMaba ONUH
Pa3 KaxxJble YeThIpe HENleNIU B TEUCHUE CAeAYOLUX 12 Heaenb.

[00260] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS CIOCOO MOXKET BKJKOYAThb, IMOCIE
BBEJCHUSI 1036l HeTaknMaba Ha Henmene 12, mocnenyrolnee BBEACHHE 2-MIJUIHIIUTPOBBIX 103
HeTaknMaba ONIMH pa3 KaKIble IBE HENIEH B TEUEHUE CIeAYOMNX 12 Henemnb.

[00261] B HEeKoTOpbIX BapHaHTaX OCYINECTBJICHHUS CIIOCOO MOXET BKJIOUATh BBEICHHE
(bapmareBTHIECKON KOMITO3ULIUH B COOTBETCTBUH CO CIEAYIOLIEl CXeMOil preMa npenapara:

1) BBemeHue 3-MUJUTMIIMTPOBBIX 103 HeTakMMaba OMH pa3 B HeAelo B TeueHne Henenu O, 1, 2,
4,6, 8, 10, 12,

2) BBeAECHHE 2-MIJUTMJIUTPOBBIX 03 HETakMMada ONMH pa3 KaXKIble IBE HEAENH B TEUCHHE
caeayromux 12 Henenb nocie 3Toro,

3) BBeAeHNE 2-MUJUTHIINTPOBBIX 103 HETAKMMa0a OJIH pa3 KaKAble YE€ThIPE HEAENH MOCIIE STOTO.

[00262] B HEKoTOpbIX BapuaHTaX OCYINECTBJIEHHUS CIIOCOO MOXKET BKJIOUATh BBEICHHE
(bapmarieBTUIECKON KOMITO3ULIMH B COOTBETCTBUH CO CIEAYIOLIEl CXeMOil preMa npemnapara:

1) BBeneHue 2-MUJUTMJIMTPOBBIX 103 HETaKMMaba OAWH pa3 B HeAeo B TeueHue venenmu 0, 1, 2,
4,6, 8, 10, 12,

2) BBeACHHE 2-MIJUIMJIUTPOBBIX 103 HETaknMMada ONMH pa3 KaXK/Ible ABE HEAENU B TEUCHUE
cienyrowmux 12 Heaens nocie 3Toro,

3) BBeAeHNE 2-MIUTMIIUTPOBBIX 103 HETAKMMa0a OJMH pa3 KaXKIble B HENENHU OCIIE STOTO.

[00263] B HEKOTOpBIX BapuaHTaX OCYLIECTBJIEHHs CIIOCOO MOXKET BKJIIOYATh BBEICHHE
(apmaLieBTHYECKOI KOMITO3UIIMU B COOTBETCTBUH CO CIIEAYIOIIEIT CXeMOH mpreMa npemnapara.

1) BBeneHue 2-MUJUTHIMTPOBBIX 103 HETaKMMaba OMH pa3 B HeAeNo B Tedenue Henenu 0, 1, 2,
4,6,8, 10, 12,

2) BBeNEHHE 2-MIJUTWJIMTPOBBIX 03 HeTakuMaba OAMH pa3 KaXK/ble YeThIpe HEIENN B TEYCHUE
caeayromux 12 Henenb nocie 3Toro,

3) BBemeHHE 2-MUJUTHIIUTPOBBIX 103 HETAKMMAa0a OJMH pa3 KaKAble YEThIPe HEJENH MOCIIE STOTO.

[00264] B HEKOTOpBIX BapHaHTaX OCYINECTBJIEHUS CIIOCOO MOXKET BKJOUATh BBEICHHE
(apmMareBTHIECKON KOMITO3ULIUH B COOTBETCTBUH CO CIEAYIOLIEl CXeMOll preMa npenapara:

1) BBeneHue 2-MUJUTMIMTPOBBIX 103 HETAaKMMaba OAWMH pa3 B HeAeNto B TedeHue Henenu 0, 1, 2,
4,6, 8, 10, 12,

2) BBeIEHHE 2-MIJUIMJIMTPOBBIX 103 HeTakuMaba OAMH pa3 KaXK/Ible YEThIpe HEIENN B TEUCHUE
caeayromux 12 Henenb nocie 3Toro,

3) BBenEeHUE 2-MUJUTHIIUTPOBBIX 103 HETAaKUMada OIMH pa3 KaKable IBE HEAENH TOCIIe 3TOTO.

[00265] B HEKOTOpBIX BapHaHTax OCYIIECTBIEHHs 2 MJI MOXET OBITh JOCTABIEHO C
MOMOIIBIO IINPHULIA B BUIE ABYX OTAEJBHBIX 103 MO 1 ML

[00266] B HEKOTOpBIX BapWaHTaX OCYLIECTBJICHUS IIMPHUI[ MOXKET MPEACTABISATh COOOMU
3apaHee 3anOJHEHHbIN HIIPULL

[00267] B HekoTOphIX BapWaHTaX OCYIIECTBJICHHUsS (apMaleBTHUECKass KOMITO3ULIUS
MOJKET OBbITh BBEICHA BHY TPUMBIIIEYHO.

[00268] B HekoTOphIX BapuaHTaX OCYLIECTBJICHUs (hapMaleBTUUECKas KOMIIO3HULIHS

MOXKET OBITh BBEIEHA MOAKOKHO.
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[00269] B HekoTOphIX BapuaHTaX OCYINECTBJIEHUs (papManeBTHUECKass KOMITO3ULIHS
MOJKeT OBITh BBEJIEHa BHY TPUBEHHO.

[00270] B cooTBeTcTBHM C IPYIMM IIMPOKUM aCMEKTOM IMPEIaraeTcsi Croco0 JeueHus
NICOPMATUYECKOTO apTPUTA, BKIFOYAIOLIUI BBEACHUE MALMEHTY (apMakoJorudecku 3¢¢GeKTHBHOrO
KOJN4ecTBa (papMaLieBTHYECKOH KOMITO3UIINHY, KaK OMUCAHO B HACTOSIIEM JOKYMEHTE.

[00271] B HeKOTOpBIX BapHaHTaX OCYLIECTBIEHUS MOXKET ObITb BBeNEeHO 1 M
(bapmaLeBTHIECKOI KOMITO3HLINHL.

[00272] B HEKOTOpBIX BapUaHTaX OCYLIECTBJICHUS MOXKET OBITh BBEOEHO 2 MI
(dapmaLeBTHIECKOH KOMITO3HLINHL.

[00273] B HEKOTOpBIX BapuaHTaX OCYIIECTBIECHHUS 2 MJI (papMaLleBTUYECKON KOMITO3UIIUU
MO3KeT ObITh BBEIEHO OJIUH pa3 B Hememo B TedeHue Henenu 0, 1, 2, 4, 6, 8, 10.

[00274] B HEKOTOpBIX BapHaHTaX OCYIIECTBICHHS 2 MJT (hapMaLeBTHYECKOW KOMITO3ULIHU
MO3KET OBbITh BBEIEHO OJIUH pa3 B HeAemo B TedeHue Hegenu 0, 1, 2, 6, 10.

[00275] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS CIOCOO MOXKET BKJKOYAThb, IMOCIE

BBEIEHNsI 103bl HeTakuMaba Ha Henmene 10, mocienyrommee BBeOEHHE 2-MUJUIMIINTPOBBIX J103
HeTakuMada OVH pa3 KaXIbIC YETHIPEC HEACIIN.

[00276] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS CIOCOO MOKET BKIKOYATh, IOCIE
BBEIEHUs 103bl HeTakuMaba Ha Henmene 10, mocienyromiee BBeNEHHE 2-MUJUIIJINTPOBBIX J103
HeTakuMada OJMH pa3 KaXK/ble B HENeNN.

[00277] B HEKOTOpBIX BapuaHTaX OCYINECTBJICHUS 2 M (hapMaLeBTHUECKON KOMITO3ULIIH
MOsKeT OBITh BBEICHO OJIUH pa3 B HeAemo B TeueHne Henenu 0, 1, 2, 4, 6, 8, 10, 12.
[00278] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS CIIOCOO MOKET BKJOYAThb, IOCIE

BBEICHUS] 1036l HeTaknMaba Ha Henmene 12, mocnenyrolnee BBEACHHE 2-MIJUIHIIMTPOBBIX 103
HeTaknMaba ONIMH pa3 KaKIble YEThIPEe HEAEIIH.

[00279] B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHMS CIIOCOO MOKET BKJOYATh, IOCIE
BBEICHUS 103bl HeTakuMaba Ha Henmene 12, mocnenyrolnee BBEACHHE 2-MIJUIHUIIUTPOBBIX 103
HeTaknMaba ONIMH pa3 KaXkJble B HENEIH.

[00280] B HEKOTOpBIX BapHaHTax OCYLIECTBJIEHHS 2 MJI MOXET OBITb JOCTaBJIEHO C
MOMOILBIO IINPULIA B BUAE ABYX OTAEJBHBIX 103 11O 1 ML

[00281] B HEKOTOpBIX BapHaHTaX OCYLIECTBJIEHHs INIPHUL] MOXET MPENCTABISITh COOOM
3apaHee 3aNOJHEHHbBIN MIPULL.

[00282] B HEKOTOpbIX BapuaHTaxX OCYIIECTBICHUS (papMareBTUYEeCKass KOMITO3ULHS
MOXET OBITh BBEZICHA BHY TPUMBIILIEYHO.

[00283] B HekOTOpBbIX BapuaHTaX OCYILIECTBJIEHUs (hapMalleBTUYECKAs KOMIIO3HUIIHSI
MOJKeT ObITh BBEIEHA MOIKOKHO.

[00284] B HEKOTOpBIX BapHAHTaX OCYINECTBJIEHHUsS (HapMaLeBTHUECKAs KOMITO3ULIHS
MOJKeT OBITh BBEZIEHa BHY TPUBEHHO.

[00285] B coOTBEeTCTBUM C IPYTMM IIMPOKUM aCMEKTOM MPEIaraeTcsi Crocod JIeUeHHsI
AHKWJIO3UPYIOIIEro CIIOHAWJIOAPTPUTA, BKJIOUAIOLIMHA BBEACHHE MALMEHTY (PapMaKOJIOTHIECKU
3¢ deKTUBHOrO KOIM4YecTBa (papMaeBTUIECKON KOMITO3UIIMHI, KaK OMUCAHO B HACTOSIIIEM JTIOKYMEHTE.

[00286] B HEKOTOpBIX BapHAaHTAX OCYLIECTBJIEHHS] MOXKET OBITh BBEIEHO 1 MI
(apMareBTUIECKONH KOMITO3ULIHIH.

[00287] B HEKOTOpBIX BapHaHTaX OCYINECTBJICHUs 1 M (hapMaLeBTHUECKOW KOMITO3ULIIH
MOJKeT OBITh BBEIIEH OIMH Pa3 B HENENO B TeueHue Heaenu 0, 1, 2.

[00288] B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHHS CIOCOO MOXKET BKIIKOYATb, ITOCIHE
BBEICHUS 1O3bI HETaKMMala Ha Hezele 2, MoCcenyolee BBeeHNHE | -MIJUTMITUTPOBBIX 103 HETaKMMada
OIIMH pa3 KaKJble 1Be HEeIEIH.

[00289] B HeKOTOpBIX BapHaHTaX OCyLIeCTBJICHUs | M (hapMalleBTHUECKOH KOMITO3ULIUU
MO3KeT OBITh BBEICH OJIMH pa3 B Henesro B Teuenue Henenu 0, 1,2, 4, 6, 8, 10, 12.
[00290] B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHMUs CIIOCOO MOJKET BKJKOYATh, IOCHE

BBEIEHHs 103bl HeTakuMaba Ha Hexene 12, mocienyroinee BBEAEHHE |-MUJUTMJIUTPOBBIX 103
HeTakuMada OJUH pa3 KaXK/ble B HENeNu.

[00291] B HEKOTOpBIX BapHaHTaX OCYLIECTBJIEHUS MOXET ObITb BBENEHO 2 MI
(bapmMareBTUIeCKONH KOMITO3ULIIH.
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[00292] B HeKOTOpBIX BapHaHTaX OCYINECTBJICHUS 2 M (hapMaLeBTHUECKON KOMITO3ULIIH
MOJKeT OBITh BBEIEHO OJJMH pa3 B HeZleNto B TeueHue Henenu 0, 1, 2.

[00293] B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHMs CIIOCOO MOKET BKJOYAThb, IOCIE
BBEJIEHHs 1O3bl HETaKUMa0a Ha Hejelle 2, Mocenyoliee BBeeHne 2-MIUTUIUTPOBBIX 103 HeTaKuMada
OIIMH pa3 KaKJble 1BE HEIEIIN.

[00294] B HEKOTOpBIX BapHaHTaxX OCYLIECTBIEHHS 2 MJI (papMaLleBTUYECKONH KOMITO3ULIUU
MO3KeT OBITh BBEIEHO OJIMH pa3 B Henento B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10, 12.
[00295] B HEKOTOpBIX BapHaHTax OCYIIECTBIEHUs] CIOCOO MOXKET BKJIIOYATh, MOCIHE

BBEEHMs 103bl HeTakuMaba Ha Henmene 12, mocienyromiee BBEOEHHE 2-MHJUIMJIMTPOBBIX 103
HeTakuMada OJIMH pa3 KaXkble 1BE HEeIH.

[00296] B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHHUS CIOCOO MOXKET BKJIOYaTh, MOCHE
BBEJCHUS] 2-MWUIMJIUTPOBOH JO3bl HeTakumaba Ha Hexenae 12, mocienyroiee BBeIeHUE 2-
MUJUTUJIUTPOBBIX 103 HeTakuMada OIHWH pa3 KaXAbIC ABC HEACIH, HAYNHasA C HEACTIU 16.

[00297] B HEKOTOpBIX BapHaHTax OCYINECTBIECHUS 2 MJI MOXKET OBITb JOCTABJIEHO C
MOMOIIBIO IINPULIA B BUJE ABYX OTAENBHBIX 103 1O 1 ML

[00298] B HekoTOpBIX BapuaHTaX OCYINECTBJICHHUS LIMPHUL[ MOXKET MPEACTaBIATh COOOH
3apaHee 3anOJHEHHbIN IITPULL

[00299] B HekoTOphIX BapWaHTaX OCYINECTBJICHHs (apMaleBTHUECKass KOMITO3UIUS
MOJKET OBITh BBEI€HA BHY TPUMBILIEYHO.

[00300] B HekoTOphIX BapwaHTaX OCYIIECTBJICHHUs (apMaleBTHUECKass KOMITO3UIUS
MOJKeT OBITh BBEIEHA MOIKOXKHO.

[00301] B HekoTOphIX BapWaHTaX OCYIIECTBJICHHs (apMaleBTHUECKass KOMITO3UIIUS

MOJKET OBITD BBCACHA BHYTPUBCHHO.

[00302] B cooTrBercTBMM C APYrMM IIMPOKUM AaCHEKTOM NPEAJIAraeTCsi NPUMEHEHUE
HeTakuMmaba JJist JiedeHus copuasa B 103ax 40 Mr HeTakumada, KOTOPBIA BBOAUTCS OJIUH Pa3 B HENEIIO
B Teuenue Hemenu 0, 1, 2,4, 6, 8 u 10.

[00303] B coorBercTBUM C APYTMM IIUPOKUM AaCIEKTOM MPEAJIaraercs NPUMEHEHHE
HeTakuMmaba JJisl JIedeHus copuasa B 103ax 40 Mr HeTakuMada, KOTOPBIM BBOAUTCS OJUH Pa3 B HENEIO
B TeueHue Henenu 0, 1,2, 4, 6, 8, 10 1 onMH pa3 KakJble YE€TbIPEe HENEU TTOCJIE 3TOTO.

[00304] B cooTsercTBUM € APDYTMM LIMPOKUM AaCIEeKTOM NpEAaraeTcsi NpUMEHEHUe
HeTakuMaba sl JieueHus coprasa B no3ax 40 Mr HeTakumada, KOTOPbI BBOIUTCS OJIUH Pa3 B HENEIIO
B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10 u onuH pa3 Kaxable ABE HEAENU MOCIE 3TOTrO.

[00305] B coorBercTBHM C APYTMM IIUPOKUM AaCMEKTOM MIpEAJiaraercs NPUMEHEHHUE
HeTakumaba AJist JiedeHus rcopuasa B 103ax 80 Mr HeTakuMada, KOTOPBINA BBOIUTCS OJIUH Pa3 B HENEO
B TedeHne Hemenu O, 1,2, 4, 6, 8 u 10.

[00306] B coorBercTBUM C APYrMM LIMPOKMM AaCHEKTOM IPEAJaraeTcsi NPUMEHEHUe
HeTakumaba JJist JIedeHus mcopuasa B 103ax 80 Mr HeTakumada, KOTOPBI BBOAUTCS OJIUH Pa3 B HENEIO
B TeueHue Heaenu 0, 1, 2, 4, 6, 8, 10 u oauH pa3 Kaxxable YEThIpe HEEU MOCIE 3TOrO.

[00307] B cooTrBercTBMM C APYrMM IIMPOKUM AaCHEKTOM MPEAJIaraeTcs MNPUMEHEHUE
HeTakumaba JJist JiedeHus mcopuasa B 103ax 80 Mr HeTaknuMada, KOTOPBI BBOAUTCS OJIUH Pa3 B HENEIIO
B TeueHue Heaenu 0, 1, 2, 4, 6, 8, 10 u oguH pas Kaxable ABE HEEIU MOCE 3TOTO.

[00308] B cooTrBercTBHMM C APYrMM IIMPOKUM AaCHEKTOM MPEAJIaraeTcs MNPUMEHEHUE
HeTakumaba JJist JiedeHus mcopuasa B 103ax 80 Mr HeTakuMada, KOTOPBIM BBOAUTCS OJIUH Pa3 B HENEIO
B Teduenue Hemenu 0, 1, 2, 6 u 10.

[00309] B cooTrBercTBMM C APYrMM IIMPOKUM AaCHEKTOM MPEAJIAraeTcss NPUMEHEHUE
HeTakumaba JJist JIedeHus mcopuasa B 103ax 80 Mr HeTakumada, KOTOPBIA BBOAUTCS OJIUH Pa3 B HENEIIO
B TeueHue Heaenu 0, 1, 2, 6, 10 u oguH pas Kaxkaple YeThIpe HeeU MOCe 3TOTO.

[00310] B cooTrBercTBUM C APYrMM IIMPOKUM AaCHEKTOM MPEAJIAraeTcs NPUMEHEHUE
HeTakuMmaba AJist JiedeHus copuasa B 1o3ax 80 Mr HeTaknumada, KOTOPBI BBOAUTCS OJIUH Pa3 B HENEIIO
B TeueHue Heaenu 0, 1, 2, 6, 10 u oauH pa3 Kaxxaple 1BE HEAEIU MOCTE 3TOrO.

[00311] B cootBercTBUM C APYrMM IIHPOKUM aCMHEKTOM MPENaraeTcs NPUMEHEHUE
HeTakuMmaba JJisl JiedeHus copuasa B 1o3ax 80 Mr HeTakumada, KOTOPBIM BBOAUTCS OJUH Pa3 B HENEIO
B TeueHne Hexnenn O, 1, 2, 4, 6, 8, 10, 12.
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[00312] B coorsercTBuUM C APYrMM LIMPOKMM AaCHEKTOM IMPEAaraeTcsi NPUMEHEHUE
HeTaknMaba il IeueHus! coprasa B 1o3ax 80 Mr HeTraknmada, KOTOPbIM BBOIUTCS OJIUH Pa3 B HENEIO
B TeueHue Heaenu 0, 1,2, 4, 6, 8, 10, 12 u onuH pa3 kaxable 4eTbIpe HEAEIU MOCHE 3TOTO.

[00313] B coorBercTBUM C APYTMM IIUPOKUM AaCIEKTOM MPEAJIaraercs NPUMEHEHHE
HeTakuMaba st JIeueHus rcoprasa B 1o3ax 80 Mr Herakumada, KOTOPbIH BBOJIUTCS OJIUH Pa3 B HENEIIO
B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10, 12 1 onuH pa3 kaxable ABE HEAENIU MOCIE 3TOTrO.

[00314] B cootsercTBUM € APYTMM LIMPOKUM AacCHEeKTOM NpeAjaraercsi NpUMEHEHUe
HeTakuMada AJist JIe4eHust coprasa B 103ax 80 Mr HerakuMada, KOTOPBI BBOJUTCS OIMH Pa3 B HEAEIIO
B TeueHue Henenu 0, 1,2, 4, 6, 8, 10, 12 u onuH pa3 kaxable 4eTbIpe HENEJIN B TEUCHHE Clieqyomux 12
HeZlelb TIOCIIE 3TOTO.

[00315] B coorBercTBUM C APYTMM IIMPOKUM AaCIEKTOM MIpEAJaraercs NPUMEHEHHUE
HeTakuMaba JJisl JIeueHus coprasa B 1o3ax 80 Mr HeTakumada, KOTOPbIH BBOIUTCS OJTUH Pa3 B HENEIIO
B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10, 12 u onuH pa3 Kaxxable 1BE HEAEIU B T€UEHUE CAEAYOUx 12
HezeNb MOCe 3TOrO.

[00316] B coorsercTBUM C APYrMM ULIMPOKMM AaCHEKTOM IPEAaraercsi NPUMEHEHUe
HeTaknuMaba 1isl JIedeHus Ticopruasa B 1o3ax 80 Mr HerakuMaba, KOTOPBIN BBOJUTCS B COOTBETCTBUH CO
CIEAYIOLIeH CXeMOW nmpuema npenapara;

1) BBenenue no3bl 80 Mr HeTakumada OJWH pa3 B Hexenro B Teuenue Henenu 0, 1, 2, 4, 6, 8, 10,
12,

2) BBenenue 1036l 80 Mr HeTakuMaba OMH Pa3 KaKAbIE 1BE HENEIH B TEUCHHE CIEAy FoIux 12
HezeNb MOCIe 3TOrO,

3) BBeneHue 1036l 80 Mr HeTakuMada OIMH Pa3 KaKIble YEThIPE HEEIH MOCIE 3TOTO.

[00317] B coorserctBuUM C APYrMM LIMPOKMM AaCHEKTOM MPEAaraercsi NPUMEHEHUe
HeTaknMaba 1uisl JIedeHns icopruasa B 1o3ax 80 Mr HerakuMada, KOTOPBIH BBOJUTCS B COOTBETCTBUHU CO
CIEAYIOLIEH CXeMOU Mpuema mpemnapara;

1) BBenenue no3bl 80 Mr Herakumada OJUH pa3 B Hexelro B Teuenue Henenu 0, 1, 2, 4, 6, 8, 10,
12,

2) BBeneHue 1036l 80 Mr HeTakuMaba OIMH pa3 KaKible 1B HENEIH B TEUCHHE CIeAyomuxX 12
HezeNb MOCIIE 3TOrO,

3) BBenenue no3bl 80 Mr HeTaknMaba OZMH pa3 KaKIble ABE HENENH MOCIe 3TOTO.

[00318] B cooTsercTBUM € APDYTMM LIMPOKUM AaCIEeKTOM NpEAaraeTcsi NpUMEHEHUe
HeTakumada aJisl ieueHus copuasa B 103ax 80 Mr HeTakumaba, KOTOPbIH BBOJUTCS B COOTBETCTBUU CO
ClenyIoLel CXeMOU puemMa rnpemnapara:

1) BBeneHue no3bl 80 Mr HeTakumada OUH pa3 B Hexenro B Teuenue Henenu 0, 1,2, 4, 6, 8, 10,
12,

2) BBeneHue 1036l 80 Mr HeTakuMada OUH pa3 KaKIble YeThIPe HENleIU B TEUSHHE CIIEAYOIIIX
12 Hepenp mocie 3Toro,

3) BBeneHue 1036l 80 Mr HeTakuMabda OJMH Pa3 KaKIble YEThIPE HEIEIH MOCIIe STOTO.

[00319] B coorsercTBuUM ¢ ApPYrMM LIMPOKMM AaCHEKTOM IPEAaraeTcsi NPUMEHEHUe
HeTaknuMaba 1isl JIedeHus icopruasa B 1o3ax 80 Mr HerakuMada, KOTOPBIH BBOJUTCS B COOTBETCTBUH CO
CIEAYIOLIEH CXeMOW nmpuema mpenapara;

1) BBenenue no3bl 80 Mr HeTakumada OIWH pa3 B Hexelro B Teuenne Henenu 0, 1,2, 4, 6, 8, 10,
12,

2) BBepeHue 1036l 80 Mr HeTaknMada OUH pa3 KKIbIE YeThIPe HENeNN B TEUEHHE CIIEAYOIIIX
12 Hepenp mocie 3Toro,
3) BBeneHue 10361 80 Mr HeTakuMada OIMH pa3 KaKIble IBE HENENHU TOCIe 3TOrO.

[00320] B HEKOTOpBIX BapuaHTaX OCYLIECTBIECHUs Kaxkaas u3 103 80 mr Herakumada
MOJKeT OBITh BBEZIEHA BYMsI HHBEKIUSAMH, coziepskamnmMu 40 Mr HeTakumaoa.
[00321] B cooTrBercTBMM C APYrMM IIMPOKUM AaCHEKTOM MPEIJIaraeTcs NPUMEHEHUE

HeTakuMmaba JJIst JieueHus1 mcopuasa B 1o3ax 120 Mr Herakumada, KOTOPbIe BBOISTCS OAUH Pa3 B HEJEIIO
B TeueHue Henenu 0, 1,2, 4, 6, 8 u 10.

[00322] B cootBercTBUM C APYrMM IIHPOKUM aCMHEKTOM MPENaraeTcs NPUMEHEHUE
HeTakuMaba JIst JTeueHus copuasa B 1o3ax 120 mr Herakumada, KOTOPBIH BBOJUTCS OJIUH Pa3 B HEJEIO
B TeueHue Henenu 0, 1, 2, 4, 6, 8 u 10 u oauH pas kaxable 4YeTbIpe HEACHU MOCHE 3TOTO.
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[00323] B coorsercTBuUM C APYrMM LIMPOKMM AaCHEKTOM IMPEAaraeTcsi NPUMEHEHUE
HeTaknMaba JJIst JIedeHus1 copuasa B 1o3ax 120 mr Hetakumada, KOTOpPbIE BBOJSATCS OUH Pa3 B HEJEIIO
B TeueHue Heaenu 0, 1,2, 4, 6, 8 u 10 u onuH pa3 kaxxable B HEAEIH MOCJE 3TOTO.

[00324] B coorBercTBUM C APYTMM IIUPOKUM AaCIEKTOM MPEAJIaraercs NPUMEHEHHE
HeTakuMaba JJ1s JTIedeHus copuasa B 1o3ax 120 mr Hetakumada, KOTOpbIe BBOJSATCS OUH Pa3 B HEJEIO
B TeueHue Henenu 0, 1, 2, 6, 10.

[00325] B cootsercTBUM € APYTMM LIMPOKUM AacCIHEeKTOM NpeAjaraercss NpUMEHEHUe
HeTakuMada JuIs JiedyeHus1 copuasa B 1o3ax 120 mr Heraknmada, KOTOpbIe BBOASTCS OJMH pa3 B HENEIIO
B TeueHue Hexenu 0, 1, 2, 6, 10 1 oguH pa3 Kaxxaple YEThIpe HEAENH MOCIe 3TOrO.

[00326] B cootBercTBUM C IPYyrMM IIUPOKUM ACMEKTOM MpENJIaraeTcs NPUMEHEHUE
HeTakuMmaba [ JiedeHus1 copuasa B 1o3ax 120 Mr HeTakumada, KOTOPBIN BBOJUTCS OJIMH Pa3 B HEJEO
B TeueHue Heaenu 0, 1, 2, 6, 10 u oauH pa3 Kakaple 1BE HEJEIU MOCTE 3TOrO.

[00327] B coorBerctBuUM ¢ APYrMM LIMPOKMM AaCHEKTOM IPEAJaraercsi NPUMEHEHUe
HeTakuMaba [T JiedeHust copuasa B 1o3ax 120 Mr HeTakumada, KOTOPBIN BBOJUTCS OJTUH Pa3 B HEJEIO
B Tedenue Hemenu O, 1, 2, 4, 6, 8, 10, 12.

[00328] B coorsercTBUM ¢ APYrMM LIMPOKMM AaCHEKTOM IPEAaraercsi NPUMEHEHUe
HeTakumaba JiIs JJedeHus copuasa B 1o3ax 120 Mr HeTakumada, KOTOPBIA BBOIUTCS OIUH Pa3 B HENEO
B TeueHue Heaenu 0, 1, 2, 4, 6, 8, 10, 12 u onuH pa3 kaxable YETbIpEe HEAEIU MOCIE 3TOTO.

[00329] B coorsercTBuUM C APYrMM ULIMPOKMM AaCHEKTOM MPEAaraercsi NPUMEHEHUe
HeTakuMmaba JIst JJedeHust icopuasa B 1o3ax 120 Mr Herakumada, KOTOPBIN BBOIUTCS OIUH Pa3 B HENEJTIO
B TeueHue Heaenu 0, 1, 2, 4, 6, 8, 10, 12 u oauH pa3 kaxable 1B HENENH MOCIIE 3TOrO.

[00330] B coorsercTBuUM ¢ APYrMM LIMPOKMM AaCHEKTOM MPEAaraercsi NPUMEHEHUe
HeTakumaba JiIst JTIeueHust icopuasa B 1o3ax 120 Mr HeTakumada, KOTOPBIH BBOAUTCS OJUH Pa3 B HENEIIO
B TeueHue Henenu O, 1,2, 4, 6, 8, 10, 12 u onuH pa3 kakable YEThIPE HEACIHU B TEUCHUE CAEAYOIUX 12
HeZeNb MOCe 3TOrO.

[00331] B cootrserctBuUM ¢ APYrMM LIMPOKMM AaCIEKTOM IMPEAaraercsi NPUMEHEHUE
HeTakuMmaba JIst JTeueHust copuasa B 1o3ax 120 Mmr Herakumada, KOTOPBIHA BBOIUTCS] OUH Pa3 B HENEIO
B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10, 12 u oauH pa3s kaxxable 1BE HEAEIN B TEUEHUE CAEAYHOIUX 12
HezeNb MOCIIe STOrO.

[00332] B cooTBercTBUM € APDYTMM HIMPOKUM AacCIEKTOM INpeAjaraeTcsi NpUMEHEHUe
HeTakuMada JUIst JieueHus coprasa B 1o3ax 120 mMr Herakumada, KOTOPbIH BBOAUTCS B COOTBETCTBUH
CO CIIEAYIOLIel CXeMOl IpueMa mpenapara:

1) BBenenue no3el 120 mMr HeTakrmaba OfuH pa3 B Henesro B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10,
12

,
2) BBeneHue 1036l 120 Mr HeTakuMada OJIUH pa3 Kakable 1B HEAETU B TEYECHHE CeNyomux 12
HeJeJIb MOCHIE 3TOTO,

3) BBeneHue 1036l 120 Mr HeTaknMaba OIMH pa3 KaXIble YeThIPe HEAEIH IOCIIE STOTO.

[00333] B coorBercTBMM C APYrMM IIMPOKUM AaCHEKTOM MPEAJIAraeTcs MNPUMEHEHUE
HeTaknuMaba Il JIedeHus copuasa B 1o3ax 120 mr HerakuMaba, KOTOPBIA BBOAUTCSI B COOTBETCTBUH
CO ClieAyIoLIel CXeMOH MpruemMa npenapara.

1) BBenenue no3el 120 mMr Hetaknmada ofuH pa3 B Henenro B TeueHue Heaenu 0, 1,2, 4, 6, 8, 10,
12,

2) BBeneHue 036l 120 Mr HeTaknMada OJIUH pa3 KaxKable 1B HENEU B TE€YSHHE CIIeIyomux 12
HEJeJIb MOCHIE 3TOTO,

3) BBeneHue 1036l 120 Mr HeTaknMaba OIMH pa3 KaXIble ABE HEIEIH MOCIE STOTO.

[00334] B coorserctBuUM C APYrMM LIMPOKMM AaCIEKTOM MPEAaraercsi NPUMEHEHUe
HeTaknMaba ISt JIedeHus1 copuasza B 1o3ax 120 mr HeraknMaba, KOTOPBIH BBOIUTCSI B COOTBETCTBHU
CO ClIeAyIOLIeH CXeMOH MpruemMa npenapara.

1) BBenenue no3el 120 mMr Hetaknmada ofauH pa3 B Henenro B TeueHue Heaenu 0, 1,2, 4, 6, 8, 10,
12,

2) BBepeHwue 103bl 120 Mr HeTaknuMaba OJIMH pa3 KaXK/Ible YeThIPe HeJEIH B TEYCHHE CJICAYOIINX
12 Hepenpb mocie 3Toro,

3) BBeneHue 1036l 120 Mr HeTakuMaba OAMH pa3 KaxIble YeThIPe HEEH MOCJIe 3TOTO.
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[00335] B coorsercTBuUM C APYrMM LIMPOKMM AaCHEKTOM IMPEAaraeTcsi NPUMEHEHUE
HeTaknMaba It JIedeHus1 mcopuasza B 1o3ax 120 mr HeraknMaba, KOTOPBIH BBOIUTCS] B COOTBETCTBUU
CO ClIeAyIOLIEN CXeMOH MpruemMa npenapara.

1) BBenenue no3el 120 mMr HeTaknmada oguH pa3 B Heneno B TeueHue Heaenu 0, 1,2, 4, 6, 8, 10,
12,

2) BBeneHue 103bl 120 Mr HeTaknMaba OJMH Pa3 KX ble YEThIPE HEEH B TEUEHUE CIIEAYFOLINX
12 Hegenb moCE 3TOrOo,

3) BBeneHue 1036l 120 Mr HeTakuMaba OMH pa3 Kaxble ABE HENEH MOCIe STOTO.

[00336] B HEKOTOpBIX BapHaHTaxX OCYIIECTBIECHUS Kaxnas u3 mo3 120 mr Heraknmada
MOJKeT ObITh BBEIEHA TPEMsI HHBbEKLUSAMH, conepskamumu 40 Mr HeTakumaoa.

[00337] B HEKOTOpBIX BapHaHTaxX OCYIIECTBJCHUs Kakaas u3 103 120 mr Herakumada
MOJKeT OBITh BBEZIEHA IBYMsI HHBEKIHSAMH, coepskaiumMu 60 Mr HeTakumaoa.

[00338] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHUS HETAKMMA0 MOXKET ObITh BBEICH Iy TEM
HOIKOKHOU MHBEKIIUU.

[00339] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHUS HETAKMMA0 MOXET ObITh BBE/ICH Iy TEM
BHYTPUBEHHON UHBEKLUU.

[00340] B HekOoTOpBIX BapHaHTaX OCYIIECTBJICHUS NICOPUA3 MOXKET MPENCTaBISTh COOOU
OJIIIIEeYHBIN Icopuas.

[00341] B coorsercTBuUM C APYrMM ULIMPOKMM AaCHEKTOM MPEAaraercsi NPUMEHEHUe
HeTaknMaba JUIsl JIEYeHUsI TICOPUATHUECKOro apTpuTta B 1o3ax 120 Mr HeraknMaba, KOTOPBIH BBOIUTCS
OZMH pa3 B Hexeno B TeueHue Heaenu O, 1, 2, 4, 6, 8, 10.

[00342] B coorsercTBuUM ¢ APYrMM LIMPOKMM AaCHEKTOM MPEAaraercsi NPUMEHEHUe
HeTaknMaba JUIst JIeYeHUsI TICOPUATHUECKOro apTpura B 1o3ax 120 Mr HeraknMaba, KOTOPbIH BBOIUTCS
OMH pa3 B Heneno B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10 u oguH pa3 Kaxable YEThIpEe HEAEIU MOCIe
3TOrO.

[00343] B cootrserctBuUM ¢ APYrMM LIMPOKMM AaCIEKTOM IMPEAaraercsi NPUMEHEHUE
HeTaknuMaba JJIsl JIeYeHUs! TICOPUATHUECKOro apTpura B 1o3ax 120 Mr HerakuMaba, KOTOPbIH BBOIUTCS
OZMH pa3 B Hepenro B TeueHne Heaenu 0, 1,2, 4, 6, 8, 10 u oauH pa3 kaxxaple 1BE HEAEIHU MOCIE 3TOTO.

[00344] B coorBercTBUM C APYTMM IIUPOKUM AaCIIEKTOM MPEAJIaraercs NPUMEHEHHE
HeTakuMada Juisl JISYeHUs! ICOPHATUUECKOro apTpura B no3ax 120 Mr Herakumada, KOTOpPbIH BBOIUTCS
OJIMH pa3 B Henesto B TeueHue Heaenu 0, 1, 2, 6 u 10.

[00345] B coorsercTBUM € APDYTMM WIMPOKUM AacCHEeKTOM MpEeAsaraeTcsi NpUMEHEHUE
HeTakuMaba JJIsl JIeYeHUsl TICOPUATHUECKOro apTpuTa B 1o3ax 120 mr HerakuMaba, KOTOPbIN BBOIUTCS
OZWH pa3 B Hexemo B TeueHue Heaenu 0, 1, 2, 6, 10 u oguH pa3 Kaxaple YeThIpe HEEeHU MOCe 3TOTO.

[00346] B coorBercTBHM C APYTMM IIMPOKUM AaCMEKTOM NpPEAJIaraercs NPUMEHEHHUE
HeTaknuMabda JUIsl JIEYeHUs! TICOPUATHUECKOTo apTpuTa B 1o3ax 120 Mr HerakuMaba, KOTOPbIH BBOIUTCS
OMH pa3 B Hexenmo B TeueHue Heaenu 0, 1, 2, 6, 10 u oguH pa3 Kaxable 1BE HEAEIHU MOCIE 3TOTO.

[00347] B coorBercTBUM ¢ APYrMM LIMPOKMM AacCHEKTOM IPEAsaraeTcsi NPUMEHEHUe
HeTaknMabda JUIst JISYeHUsI TICOPUATHUECKOro apTpuTta B 1o3ax 120 Mr HeraknMaba, KOTOPBIH BBOIUTCS
OZIWH pa3 B Heaeno B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10, 12.

[00348] B cooTrBercTBUM C APYrMM IMIMPOKUM AaCHEKTOM MPEAJIAraeTcs MNPUMEHEHUE
HeTaknMaba JUIs JIeYeHUs] TICOPUATHUECKOTo apTpuTa B 103ax 120 Mr HerakuMada, KOTOPbI BBOJUTCS
OZMH pa3 B Henenmo B TeueHue Henenu 0, 1, 2,4, 6, 8, 10, 12 u onuH pa3 Kaxable YEThIPE HEACIH MOCIIE
3TOro.

[00349] B cooTrBercTBMM C APYrMM IIMPOKUM aCHEKTOM MPEAJIaraeTcss NPUMEHEHUE
HeTaknMaba JUIsl JIeUeHUs TICOPUATHUECKOro apTpuTa B 103ax 120 Mr Herakumaba, KOTOPbI BBOJUTCS
OZIMH pa3 B Henento B TeueHue Henenu O, 1, 2, 4, 6, 8, 10, 12 u onuH pa3 kaxaple IBE HENENH MOCIE
3TOro.

[00350] B HexoTOphIX BapHaHTaxX OCYLIECTBIEHUsS Kaxknas u3 103 120 mr Herakumaba
MOJKeT OBITh BBEZIEHA TPEMsI HHBbEKIUSAMH, coepskamumMu 40 Mr HeTakumaoa.

[00351] B HeKoTOpBIX BapHaHTax OCYIIECTBJIEHUs Kakmas u3 103 120 mr Herakumada
MOJKeT OBITh BBEJIEHA BYMsI HHBEKIUAMH, coepskaimumMu 60 Mr HeTakumaoa.

[00352] B HEKOTOpBIX BapHaHTax OCYLIECTBIECHUsI HETAKUMa0O MOXKET OBbITh BBEJIEH Iy TEM
MOJIKOXKHONW UHBEKLUH.
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[00353] B HeKoTOpBIX BapHaHTaxX OCYLIECTBICHNUS HETAKMMA0 MOXET ObITh BBE/ICH Iy TEM
BHYTPUBEHHON UHBEKLUU.

[00354] B coorserctBuM ¢ APYrMM LIMPOKMM AaCIEKTOM IMPEAaraeTcsi NPUMEHEHUE
HeTaknuMaba JUIsl JIeUeHHs aHKIJIO3UPYIOIIETO CIIOHAUIoapTpUTa B 103ax 40 Mr Heraknumada, KOTOPBIi
BBOJIUTCSI ONMH pa3 B HeNENIO B TeueHue Hexenu 0, 1, 2.

[00355] B coorBercTBUM C APYTMM IIUPOKUM AaCIIEKTOM MPEAJIaraercs NPUMEHEHHE
HeTakuMada JUIsl JIEYeHUs] AaHKWIIO3UPYIOLIEro CIIOHAMIOApTpUTa B 103aX 40 Mr Herakumada, KOTOPbIH
BBOJIUTCSI OIVH pa3 B HeZleNto B TeueHue Henenu 0, 1, 2 1 ouH pa3 kakaple B€ HEEIH MOCIe 3TOrO.

[00356] B cooTsercTBUM € APDYTMM LIMPOKUM AaCIEKTOM NpPEAaraeTcsi NpUMEHEHUE
HeTakuMaba JUisl JIeUeHHs aHKHJIO3UPYIOLIEro CIIOHAUIoapTpUuTa B 103ax 40 Mr Hetakumada, KOTOPbIH
BBOJIMTCSI OIUH pa3 B Hexenmo B Teuenue Heaenu 0, 1,2, 4, 6, 8, 10, 12.

[00357] B coorBercTBHM C APYTMM IIMPOKUM AaCMEKTOM NpeAJaraercs NPUMEHEHHUE
HeTakuMaba JUIsl JISUSHHs] aHKIJIO3UPYIOIIETro CIIOHAUIoApTpUTa B 103ax 40 Mr Hetakumada, KOTOPbIH
BBOJIMTCSI OIUH Pa3 B HeAeNIO B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10, 12 1 oauH pa3 Kaxable BE HENEIN
MOCJIE 5TOTO.

[00358] B coorsercTBUM ¢ APYrMM LIMPOKMM AaCHEKTOM IPEAaraercsi NPUMEHEHUe
HeTaknuMaba JUIsl JISUEHHs] aHKIJIO3UPYIOIIETo CIIOHANIoApTpUTa B 103ax 80 Mr HeTakumada, KOTOPbIHA
BBOJIMTCSI OIVH Pa3 B HEAENIO B TeueHue Heaenu 0, 1, 2.

[00359] B coorsercTBUMM C APYrMM ULIMPOKMM AaCHEKTOM IMPEAaraercsi NPUMEHEHUe
HeTaknMaba JuIsl JISUeHHs aHKIJIO3UPYIOIIETo CIIOHANIoapTpuTa B 103ax 80 Mr Hetakumada, KOTOPbIH
BBOJUTCSI OIMH pa3 B HeZeNto B TeueHue Henenu O, 1, 2 v oquH pas kaxkable AB€ HEAEIH MOCIE 3TOrO.

[00360] B coorBercTBMM C APYrMM IIMPOKUM AaCHEKTOM MPEAJAraeTcs NPUMEHEHUE
HeTaknMaba Juisl JISUeHHs aHKIJIO3UPYIOIIEro CIIOHANIoapTpuTa B 10o3ax 80 Mr HeTakumada, KOTOPbIH
BBOJIMTCSI OAWH Pa3 B Heaenmo B Teuenne Heaenu 0, 1,2, 4, 6, 8, 10, 12.

[00361] B cooTrsercTBuUM C APYrMM LIMPOKMM AaCHEKTOM MPEAaraeTcsi NPUMEHEHUe
HeTaknMaba Juisl JIeUeHHs aHKIJIO3UPYIOIIEro CIIOHANIoapTpuTa B 1o3ax 80 Mr HeTakumada, KOTOPbIH
BBOJIMTCSI OWH Pa3 B HeAeNro B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10, 12 u oguH pa3 kaxxable ABE HEAEIU
IIOCJIE STOTO.

[00362] B coorBercTBUM C APYTMM IIUPOKUM AaCIIEKTOM MPEAJIaraercs NPUMEHEHHE
HeTakuMmada JUIsl JIeYeHUs] aHKWIO3UPYIOLIEro CIIOHAMIOApTpUTa B 103aX 80 Mr Herakumada, KOTOPbIH
BBOJIUTCSI OIUH pa3 B HeAeno B TeueHue Heaenu 0, 1, 2, 4, 6, 8, 10, 12 u, HaunHas ¢ Hepenu 16, B no3ax
80 Mr HetakuMaba, KOTOPBII BBOANUTCS OJUH Pa3 KaXK/Ible IBE HEEIH TIOCJIEe STOTO.

[00363] B coorBercTBUM C APYTMM IIUPOKUM AaCMEKTOM MpEJiaraercs NPUMEHEHHE
HeTakuMaba JUisl JISUeHHs aHKHJIO3UPYIOIIEro CIIOHAUIoapTpuTa B 103ax 80 Mr HeTakumada, KOTOPbIH
BBOJIMTCSI OIVH pa3 B HeAento B Teuenue Heaenu 0, 1, 2, 4, 6, 8, 10, 12 u, HauuHas ¢ Henenu 16, B no3ax
120 Mr HeTakumada, KOTOPBII BBOAUTCS OJUH pa3 KaKAbIE 1BE HEENU TIOCIIE 3TOTO.

[00364] B HEKOTOpBIX BapuaHTaX OCYLIECTBJICHUs Kaxpaas u3 103 80 mr Herakumada
MOJKeT OBITh BBEZIEHA BYMsI HHBEKIUSMH, coepskamumMu 40 Mr HeTakumaoa.
[00365] B cootBerctBuMM ¢ APYrMM LIMPOKMM AaCHEKTOM IPEAJaraeTcsi NPUMEHEHUe

HeTaknuMaba sl JISUSHHs aHKMIJIO3UPYOIIEro CIIOHAMIOAPTPUTA B 103ax 120 Mr HeTakmmada, KOTOPBI
BBOJIMTCSI OAVH Pa3 B HEAENIO B TeueHue Heaenu 0, 1, 2.

[00366] B cooTrsercTBuUM ¢ APYrMM LIMPOKMM AaCHEKTOM MPEAJaraeTcsi NPUMEHEHUe
HeTaknMaba sl JISUeHHsI aHKMIJIO3UPYOIIEro CIIOHAMIOAPTPUTA B 103ax 120 Mr HeTakmumada, KOTOPBI
BBOJIMTCSI OIUH Pa3 B HeAENIO B TeueHue Heaenu 0, 1, 2 1 ouH pa3 Kakable ABE HEeEeJIU MOCIIE 3TOTrO.

[00367] B cooTrsercTBuUM C APYrMM LIMPOKMM AaCHEKTOM MPEAJaraeTcsi NPUMEHEHUe
HeTaknMaba JIsl JIeUeHHsI aHKMIIO3UPYIOIIEro CIIOHAMIOAPTPUTA B 103ax 120 Mr HeTaknmada, KOTOPBIH
BBOJIMTCSI OWH Pa3 B Hexesmo B Teuenne Heaenu 0, 1, 2, 4, 6, 8, 10, 12.

[00368] B coorserctBuUM C APYrMM LIMPOKMM AaCHEKTOM MPEAaraeTcsi NPUMEHEHUE
HeTaknMaba Il JIeUeHHs aHKMIIO3UPYIOIIEro CIIOHIMIOApTPUTA B 103ax 120 Mr HeTakumada, KOTOPBIi
BBOJIMTCSI OWH Pa3 B HeAeNo B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10, 12 u oguH pa3 kaxxable ABE HEAEIU
IIOCJIE STOTO.

[00369] B coorBercTBUM C APYTMM IIUPOKUM AaCIEKTOM MPEAJIaraercs NPUMEHEHHUE
HeTakuMaba sl JIeueHNs aHKMIIO3UPYIOIIEro CIOHMIoapTpUTa B 103ax 120 Mr HeTaknmada, KOTOPBIi
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BBOJIMTCSI OIVH pa3 B HeAeNIo B TeueHne Heaenu 0, 1, 2, 4, 6, 8, 10, 12 u, HauuHas ¢ Henenu 16, B no3ax
80 Mr Herakumada, KOTOPBIN BBOJUTCS OJIUH pa3 KaXkIble ABE HEEN MOCTIe 3TOTO.

[00370] B coorserctBuM ¢ APYrMM LIMPOKMM AaCIEKTOM IMPEAaraeTcsi NPUMEHEHUE
HeTaknuMaba sl JIeUeHHsI aHKMIIO3UPYIOIIEro CIIOHAMIOApTpUTa B 103ax 120 Mr HeTaknmada, KOTOPBIiH
BBOJIMTCSI OIVH pa3 B HeAENIO B TeueHue Heaenu 0, 1, 2, 4, 6, 8, 10, 12 u, HauuHas ¢ Henenu 16, B no3ax
120 mr HeraknMaba, KOTOPbI BBOIUTCS OIMH Pa3 KaKAbIE IBE HEJENHU MOCIIe 3TOTO.

[00371] B HEKOTOpBIX BapHaHTaxX OCYLIECTBJIECHUS Kaxnas u3 n03 120 mr Heraknmada
MOXeT OBITh BBEZICHA TPEMsl HHBEKLIMAMHY, coaepskamumu 40 Mr HerakuMada.

[00372] B HEKOTOpBIX BapMaHTaxX OCYLIECTBIEHUS Kaxnas u3 no3 120 mr Herakmmaba
MOXeT OBITh BBEZIEHA JIBYMsI HHBEKLIMAMHU, coaepskamumu 60 Mr Herakumada.

[00373] B HEKOTOPBIX BapHaHTaX OCYLIECTBICHUSI HETAaKUMAaO MOXKET ObITh BBENIEH My TEM
HOAKOKHOU MHBEKIIUU.

[00374] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHUS HETAKMMA0 MOXKET ObITh BBEICH Iy TEM

BHYTPUBEHHON UHBEKLUU.

[00375] B cooTrBercTBHMM C APYrMM IIMPOKUM AaCHEKTOM MPEAJIAraeTcs MNPUMEHEHUE
(hapMaleBTHYECKON KOMITO3HIINHU, COAEpKaIel Ha Kaxabii 1 Mt (hapMarieBTHIeCKONW KOMITO3HIIHH:

Herakumab 40.0 mr,

I'mctuauna runpoxnopua monoruapar 0.4 mr,

L-Tucrunun 0.4 mr,

MaHHUT 54.5 wmr,

BOAA IJisI HHBbeKIHi 10 1.0 M,

11t uHruOupoBanus akTuBHOCTH Oenka IL17ay cyObekra.

[00376] B HEKOTOpBIX BapuaHTaxX OCYINECTBJICHUs 1 M (hapMaLeBTHUECKOW KOMITO3ULIIH
MOXET COAEPKATHCA B IUNPULIE.

[00377] B HEKOTOpBIX BapHaHTaX OCYINECTBJIECHUS 2 M (hapMaLeBTHUECKON KOMITO3ULIIH
MOXKET COAEPKATHCS B IUNPULIE.

[00378] B HEKOTOpBIX BapHaHTaX OCYLIECTBJIEHHs MPUMEHEHHE MpenapaTa MOXeT ObITh
IPEIHA3HAYEHO JJIS JIEUEHUsI TICOpHUasa.

[00379] B HekoTOpBIX BapMaHTaxX OCYILECTBICHMs NPUMEHEHUeE Ui JISYeHUsl TIcopuasa

MOJKET OCYLIECTBJISIThCS MyTeM BBENEHHUS CYOBbEKTy |-MUJUTMIMTPOBOM 03Bl (hapMaleBTHUECKOM
KOMIIO3ULIUH.

[00380] B HekoTOpbIX BapuaHTax OCYLIECTBIEHUS MPUMEHEHME AJIs JICUEHUsl copuasa
MOJKET OCYILIECTBJIATBCS TyTEM BBENEHHsI CYOBEKTY |-MUJUTMIUTPOBOM MO3bI (hapMaleBTHUECKOMH
KOMIO3MLIMM OJIUH pa3 B Heneso B TedeHue Henenu 0, 1, 2, 4, 6, 8, 10.

[00381] B HekoTOpBIX BapuaHTax OCYLIECTBJICHUS MPUMEHEHHE IS JIEYEHUs Mcopuasa
MOJKET OCYILIECTBJIATBCS TMyTEM BBENEHHsI CYOBEKTY |-MUJUTMIUTPOBOM MO3bI (hapMaleBTHUECKOH
KOMIIO3ULIMK OJIMH pa3 B HeAeno B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10 u oguH pa3 Kaxabple 4eTbIpe
HEJIEJIU TIOCTIE 3TOTO.

[00382] B HeKkoOTOpBIX BapHaHTax OCYILIECTBJIEHUs NPUMEHEHHUE Ul JIEUYEHUs NCOopUasa
MOJKET OCYIIECTBJIATBCS TMyTE€M BBENCHHS CYOBEKTY |-MUJUTMIUTPOBOM O3Bl (hapMaleBTHUECKOH
KOMMO3ULIMM OIMH pa3 B Hexento B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10 u onuH pa3 Kaxxable 1Be HEAECIU
MOCJIE 3TOTO.

[00383] B HEKOTOpBIX BapHaHTax OCYILIECTBJIEHUs NPUMEHEHHUE Ul JICUYECHHs NICOpUasa
MOJKET OCYIIECTBJIATBHCS TMyTEM BBEACHHSI CYOBEKTY 2-MUJUIMJIUTPOBOM O3Bl (hapMaleBTHUECKOH
KOMIO3ULINH.

[00384] B HEKOTOpBIX BapHaHTax OCYILIECTBJIEHUs NPUMEHEHHUE Ul JICUEHHs NICOpUasa
MOJKET OCYILIECTBJIATHCS TMyTE€M BBEACHHS CYOBEKTY 2-MUJUIMJIUTPOBOM O3Bl (hapMaleBTHUECKOH
KOMIO3ULIMM OJIUH pa3 B Heneso B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10.

[00385] B HEKOTOpBIX BapHaHTax OCYLUECTBJIEHUs NPUMEHEHHUE Ul JICUYEHUs NCOpUasa
MOJKET OCYILIECTBJIATHCS TyTE€M BBENCHHS CYOBEKTY 2-MUJUIMJIUTPOBOM NO3bI (hapMaleBTHUECKOH
KOMIO3ULIMM OJMH pa3 B HeAenro B TedueHue Henenu 0, 1, 2, 4, 6, 8, 10 u oguH pa3 kaxzaple 4eTbIpe
HEJIEJIU 1OCJIE 3TOrO.
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[00386] B HEKOTOpBIX BapHaHTax OCYILIECTBJIEHUs NPUMEHEHHUE Ul JIEUYECHHs NICOpUasa
MOJKET OCYLIECTBISITBCS IyTeM BBENEHHUS CYOBEKTYy 2-MUJUIMJIUTPOBOW 103BI (hapMaleBTHUECKOM
KOMIO3ULIMM OZIMH pa3 B Henesro B TeueHue Heaenu 0, 1, 2, 4, 6, 8, 10 u onuH pa3 kaxavle 1BE HEAEIU
MIOCJIE 3TOTO.

[00387] B HEkOTOpBIX BapuaHTaX OCYLIECTBIEHUS] NMPUMEHEHHUE AJI JIEYEHUs Icopuasa
MOJKET OCYLIECTBIISTbCA IyTEM BBEACHUS CYOBEKTYy 2-MUJUIMJIMTPOBOW 03Bl (hapMaleBTHUECKOM
KOMITO3ULIMM OJIUH pa3 B HeAemo B TeueHue Heneau 0, 1, 2, 6, 10.

[00388] B HekoTOpbIX BapuaHTax OCYLIECTBIEHUS MPUMEHEHHE AJIs JICUEHUsl copuasa
MOXET OCYLIECTBJIATBCS IyTEeM BBENEHUs! CyOBEKTy 2-MHJUIMJINTPOBOH 03Bl (papMaleBTHUECKOIT
KOMIO3ULIMM OAWH pa3 B Heaemo B TeueHue Henenu 0, 1, 2, 6, 10 1 onuH pa3 Kakable YeTbIpe HeNeIu
IIOCJIE ITOTO.

[00389] B HekoTOphIX BapuaHTax OCYLIECTBJICHUS MPUMEHEHHE IS JISYEHUs Mcoprasa
MOJKET OCYLIECTBISITBCS IyTEM BBENEHHUS CYOBEKTYy 2-MUJUTMJIMTPOBOHW 1O3bI (hapMaleBTUYECKOM
KOMIO3MLIMM OJIMH Pa3 B HeAENO B TeueHue Henenu 0, 1, 2, 6, 10 u oguH pa3 Kaxxable 1BE HEAEH MOCie
3TOrO.

[00390] B HeKkOTOpBIX BapHaHTax OCYILIECTBJIEHUs NPUMEHEHHUE Ul JIEUYEHUs NCOopUasa
MOJKET OCYLIECTBISITBCS IyTEM BBENEHHUS CYOBEKTY 2-MUJUTMJIMTPOBOH MO3BI (hapMaleBTUYECKOM
KOMIIO3MLIMM OJIUH pa3 B Heneso B TeueHue Henenu O, 1, 2, 4, 6, 8, 10, 12.

[00391] B HEKOTOpBIX BapHaHTax OCYILIECTBJIEHUs NPUMEHEHHUE Ul JIEUYECHUs NCOpUasa
MOJKET OCYILIECTBISITBCS IyTEM BBENEHHUS CYOBEKTY 2-MUJUTMJIMTPOBOH MO3BI (hapMaleBTHUECKOM
KOMIIO3MLIMK OJIMH pa3 B HeAento B TeueHue Heaenu 0, 1, 2, 4, 6, 8, 10, 12 u onuH pa3 Kaxable 4eTbIpe
HEZ NN MOCJE 3TOrO.

[00392] B HEKOTOpBIX BapHaHTax OCYILIECTBJIEHUs NPUMEHEHHUE Ul JIEUYEHHs NICOpUasa
MOJKET OCYILIECTBISITBCS IyTEM BBENEHHUS CYOBEKTY 2-MUJUTMIIMTPOBOW 1O3BI (papMaleBTUYECKOM
KOMIO3ULIMK OJIMH pa3 B HeAedro B TedueHue Henenu O, 1, 2, 4, 6, 8, 10, 12 u oguH pa3 xaxable ABe
HEZ NN MOCJIE 3TOrO.

[00393] B HekoTOpBIX BapuaHTaX OCYLIECTBIEHUS] NPUMEHEHHE AJI JICYEHUs Icopuasa
MOJKET OCYLIECTBISITbCA IyTEM BBENEHUS CYOBEKTy 2-MUJUIMJIMTPOBOW 103bI (DapMalieBTHUECKOM
KOMIIO3ULIMM OIMH pa3 B Henemro B TeueHne Henenu 0, 1, 2, 4, 6, 8, 10, 12 u onun pa3 kaxkaple 4eTobipe
HEZeNU B TeueHue 12 Henenb mocie 3Toro.

[00394] B HekoTOpBIX BapMaHTaxX OCYILIECTBICHMs NPUMEHEHUE Ui JIEYeHUs Tcopuasa
MOXET OCYILIECTBJIATBCS NyT€M BBEAEHUsI CyOBEKTy 2-MHJUIMJIMTPOBOH 03Bl (papMaleBTHYECKOI
KOMITO3ULIMM OJIMH pa3 B Henemo B TeueHue Henenu O, 1, 2, 4, 6, 8, 10, 12 u ogun pa3 xaxzasle qBe
HeZleNU B TeueHue 12 Henenb nocie 3Toro.

[00395] B HekoTOphIX BapuaHTax OCYLIECTBJICHUS MPUMEHEHHE ISl JISYEHUs Mcopuasa
MOJKET OCYLIECTBJSIThCS IyTEM BBENEHHUS CYOBEKTYy 2-MUJUTMJIMTPOBOHM 1O3bI (hapMaleBTHUECKOM
KOMITO3ULIMM B COOTBETCTBHUHM CO CIIENYIOLIENH CXeMOU NPUMEHEHHUs Tpenapara;

1) BBeneHue 2 Mt papmMarieBTUIECKOH KOMITO3ULIMU OJIMH Pa3 B HEAEIIO B TeueHue Henenu 0, 1,
2,4,6,8,10, 12,

2) BBeneHue 2 M (apMaleBTUYECKON KOMIO3HLMU OAMH Pa3 KaKIble 1BE HENENH B TEUCHUE
caeayromux 12 Henenb nocie 3Toro,

3) BBenmeHue 2 Mi (papMarieBTUIECKON KOMITO3UIIMH OJUH Pa3 KaKIble YEThIPE HENeNU MOCie
3TOro.

[00396] B HeKkOTOpBIX BapHaHTax OCYILIECTBJIEHUs NPUMEHEHUE Ul JICYEHUs [1COpHuasa
MOJKET OCYLIECTBISITBCS IyTEM BBENEHHUS CYOBEKTY 2-MUJUTMIIMTPOBOH MO3BI (hapMaleBTHUECKOM
KOMITO3HULIMM B COOTBETCTBHUHU CO CIENYIOLIENH CXeMOU NPUMEHEHHs Tpenapara;

1) BBeneHue 2 Mt papmMarieBTUIECKOH KOMITO3UIIMK OJMH Pa3 B HEAEIO B TeueHue Henenu 0, 1,
2,4,6,8,10, 12,

2) BBeneHue 2 Mi (papMaleBTUIECKON KOMIO3ULMU OAMH pa3 Kakble 1B€ HENENHU B TEUCHUE
caeayromux 12 Henenpb nocie 3Toro,

3) BBeneHue 2 M1 papMaLeBTHUECKON KOMITO3ULIMH OZTUH Pa3 KaKble IBE HEAENH IOCIIE STOrO.

[00397] B HekOoTOpBIX BapuaHTaX OCYLUECTBJICHUS MPUMEHEHHE JJIs JICUEHUs Icopuasa
MOJKET OCYLIECTBISITbCA IyTEM BBENEHUS CYOBEKTYy 2-MUJUIMJIMTPOBOW 03Bl (hapMaleBTHUECKOM
KOMITO3ULIMM B COOTBETCTBUHU CO CIIEAYIOLIENH CXEMOU NPUMEHEHHs Ipernapara;
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1) BBeneHue 2 M papMarieBTUIECKOH KOMITO3UIIMY OJUH pa3 B HeAeNo B TedeHne Henenu 0, 1,
2,4,6,8, 10, 12,

2) BBeneHue 2 Mil (papMarieBTHIeCKOH KOMIIO3ULIUH OJIH Pa3 KaKble YeThIPE HEJIENN B TEUCHNE
caeayromux 12 Henenb nocie 3Toro,

3) BBeneHue 2 M (papMareBTUIECKON KOMITO3UIIMM OJUH Pa3 KakKIble YEThIpe HeNeNu Iocie
3TOro.

[00398] B HekoTOpbIX BapuaHTax OCYLIECTBIEHUS MPUMEHEHHE JJIs JICUEHUsl Tcopuasa
MOXET OCYLIECTBJIATBCS IyTeM BBENEHUs CyOBEKTy 2-MHJUIMJINTPOBOH 03Bl (papMaleBTHYECKOI
KOMITIO3UIIMH B COOTBETCTBUU CO CIIEAYIOIIEH CXeMON NPUMEHEHUs IIpenapara:

1) BBenenue 2 mut papmMarieBTUIECKOH KOMITO3ULIMK OJTUH pa3 B HeAeto B TedeHue Henenu 0, 1,
2,4,6,8, 10, 12,

2) BBeneHue 2 Mi1 (papmMarieBTUIeCKON KOMIO3ULIUH OJFH Pa3 KaKIble YeThIPE HEJIENIN B TEUCHUE
caeayromux 12 Henenb mocie 3Toro,

3) BBeneHue 2 Mi1 hapMaLEBTHUECKONW KOMITO3ULIMH OJTUH Pa3 KaKAbIe IBE HEAEH IOCIIE STOTO.

[00399] B HexkoTOpBIX BapHaHTax OCYINECTBICHMs Kaxpgas M3 103 2 MI
(apmareBTHIECKOH KOMIIO3HLIUU MOKET OBbITh BBEJICHA C MOMOLIBIO IIMPULIA B BHIE ABYX OTAEIBHBIX
103 1o 1 M.

[00400] B HeKkoTOpBIX BapuaHTaX OCYIIECTBJICHHUS IIMPHUL] MOXKET MPEACTaBIATh COOOH
3apaHee 3anOJHEHHbIN IITPULL
[00401] B HeKkoTOpBIX BapHaHTax OCYILIECTBJIEHUs NPUMEHEHHUE Ul JIEUYECHHs NCOopUasa

MOJKET OCYILIECTBISITBCS TyTEM BBENEHHUS CYOBEKTY 3-MUJUTMIIMTPOBOH 1O3bI (hapMaleBTHUECKOM
KOMITO3HULINH.

[00402] B HEKOTOpBIX BapHaHTax OCYILIECTBJIEHUs NPUMEHEHHUE Ul JIEUYEHHs NICOpUasa
MOJKET OCYILIECTBISITBCS IyTEM BBENEHHUS CYOBEKTY 3-MUJUIMIIMTPOBOW 1O3BI (hapMaleBTHUECKOM
KOMIO3ULIMM OJIUH pa3 B Henelo B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10.

[00403] B HEKOTOpBIX BapHaHTax OCYLIECTBJIEHUs NPUMEHEHHUE Ul JICUYEHUs NICOpUasa
MOJKET OCYLIECTBISITbCS IyTeM BBENEHUS CYOBEKTY 3-MUJUIMJIMTPOBOW 103bI (hapMaleBTHUECKOM
KOMIO3ULIMM OJIMH pa3 B HeAenro B TedueHue Henenu O, 1, 2, 4, 6, 8, 10 u oauH pa3 kaxzaple 4eTbIpe
HEZEJH M0CIIE STOrO.

[00404] B HekoTOpBIX BapMaHTaxX OCYILECTBICHMs NPUMEHEHUeE Ui JISYeHUsl TIcopuasa
MOXET OCYLIECTBJIATBCS NyTEeM BBENEHUs] CyOBEKTY 3-MHJUIMJIMTPOBOH 03Bl (papMareBTHYECKOI
KOMITO3ULIMM OJIMH pa3 B Henemo B TeueHue Henenu 0, 1,2, 4, 6, 8, 10 u oguH pas kaxable 1Be Helenu
IIOCJIE TOTO.

[00405] B HekoTOpBIX BapuaHTax OCYLIECTBJIEHUs MPUMEHEHHE AJIs JICUEHUsl Icopuasa
MOJKET OCYLIECTBJISIThCS IyTEM BBENEHHUS CYOBEKTY 3-MUJUTMJIMTPOBOHM O3Bl (hapMaleBTHUECKOM
KOMIO3MLIMM OJIUH pa3 B HeNeso B TeueHue Henenu 0, 1, 2, 6, 10.

[00406] B HexkoTOpBIX BapHaHTax OCYILIECTBJIEHUs NPUMEHEHHUE Il JIEUYEHUs NICOoprasa
MOJKET OCYLIECTBISITBCS IyTEM BBENEHHUS CYOBEKTY 3-MUJUTMIIMTPOBOH IO3BI (hapMaleBTHUECKOM
KOMIO3ULIMU OAWH pa3 B Heaenro B TeueHue Henenu 0, 1, 2, 6, 10 1 onuH pa3 Kaxkable YeTbIpe HeNeIu
MIOCJIE TOTO.

[00407] B HexoTOpBIX BapuaHTax OCYILNECTBIEHUs NPUMEHEHHUE IS JICUEHUsl [ICOpHUasa
MOJKET OCYLIECTBISITBCS IyTEM BBENCHHUS CYOBEKTY 3-MUJUTMIIMTPOBOH 1O3BI (hapMaleBTHUECKOM
KOMIO3ULIMHU OJIMH Pa3 B HeAeN0 B TeueHne Heaenu 0, 1, 2, 6, 10 u oguH pas Kaxxable 1BE HEAEH MOCIIe
3TOro.

[00408] B HEKOTOpBIX BapHaHTax OCYILIECTBJIEHUs NPUMEHEHHUE Ul JIEUYEHHs NICOpUasa
MOJKET OCYILIECTBISITBCS IyTEM BBENEHHUS CYOBEKTY 3-MUJUTMIIMTPOBOH 1O3BI (hapMaleBTHUECKOM
KOMIO3ULIMM OJIUH pa3 B Heneso B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10, 12.

[00409] B HEKOTOpBIX BapHaHTax OCYLIECTBJIEHUs NPUMEHEHHUE Ul JICUYEHHs NICOpUasa
MOJKET OCYLIECTBISITBCS IyTEM BBENEHHUS CYOBEKTY 3-MUJUTMIIMTPOBOW 03Bl (hapMaleBTHUECKOM
KOMIO3ULIMM OIMH pa3 B HeAero B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10, 12 u onuH pa3 Kaxxaple 4eThIpe
HEZEJH MOCJIE 3TOrO.

[00410] B HekOoTOpBIX BapuaHTaX OCYLIECTBIEHUS NMPUMEHEHHE Ui JIEYEHUs Icopuasa
MOJKET OCYLIECTBISITbCA IyTEM BBENEHUS CYOBEKTY 3-MUJUIMJIMTPOBOW 03Bl (hapMaleBTHUECKOM
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KOMIO3ULIMM OJIMH pa3 B HeAedro B TedeHue Henenu O, 1, 2, 4, 6, 8, 10, 12 u oguH pa3 xaxable ABe
HEZEJH MOCJIE 3TOrO.

[00411] B HEKkOTOpBIX BapHaHTax OCYLUECTBJIEHUs NMPUMEHEHHUE Ul JICUYEHHs NICOprasa
MOJKET OCYLIECTBISITbCA IyTEM BBENEHHUS CYOBEKTY 3-MUJUIMJIMTPOBOW 103bI (hapMaleBTHUECKOM
KOMIIO3ULIMM OZIMH pa3 B HeAenro B TeueHue Heaeau 0, 1, 2, 4, 6, 8, 10, 12 u onuH pa3 Kaxaple 4eTbIpe
HEZeNU B TeueHue 12 Henenb mocie 3Toro.

[00412] B HekoTOpBIX BapMaHTaxX OCYILLECTBJICHMs NPUMEHEHUE Ui JIEYeHUs Tcopuasa
MOXET OCYLIECTBJIATBCS NyTEeM BBENEHUs CyOBEKTy 3-MHJUTMJINTPOBOH 103bI (papMareBTHYECKOI
KOMITO3ULIMM OJIMH pa3 B Henemo B TeueHue Henenu O, 1, 2, 4, 6, 8, 10, 12 u ogun pa3 xaxzasle ABe
HeZleNIU B TeueHue 12 Henenb nocnie 3Toro.

[00413] B HekoTOpBIX BapuaHTax OCYLIECTBJIEHUS MPUMEHEHME AJIs JICUEHUsl Icopuasa
MOJKET OCYLIECTBJSIThCS IyTeM BBENEHHUSI CYOBEKTYy 3-MUJUTMJIMTPOBOHM MO3bI (hapMaleBTHUECKOM
KOMITO3ULIMM B COOTBETCTBHUHM CO CIIEYIOLIENH CXeMOU NPUMEHEHHUs Tpernapara;

1) BBenenue 3 mu papmMarieBTUIECKOH KOMITO3UIIMK OJIH Pa3 B HEAEIIO B TeueHue Henenu 0, 1,
2,4,6,8, 10, 12,

2) BBeneHue 3 Mi (papManeBTUYECKON KOMIO3HLIUN OAMH Pa3 KaXIble JBE HENENH B TEUCHUE
caeayromux 12 Henenb nocie 3Toro,

3) BBenmeHue 3 MJ (papMaLEeBTHUECKON KOMIIO3ULIMU HETakuMada OAMH pa3 KaXKIble YeThIpe
HEZeNH MOCJe 3TOrO.

[00414] B HEKkOTOpBIX BapHaHTax OCYILIECTBJIEHUs NPUMEHEHUE JUIsl JIEUEHUs [1COpHuasa
MOJKET OCYILIECTBISITBCS TyTEM BBENEHHUS CYOBEKTY 3-MUJUTMIIMTPOBOH 1O3bI (hapMaleBTHUECKOM
KOMITO3HULIMU B COOTBETCTBHUHM CO CJIENYIOLIEH CXeMOU NPUMEHEHHs Tpenapara;

1) BBenenue 3 mu1 papmMarieBTUIECKOH KOMITO3UIIMK OJMH Pa3 B HEAEIO B TeueHue Henenu 0, 1,
2,4,6,8, 10, 12,

2) BBeneHue 3 Mi (papMaLeBTUYECKON KOMIO3MLMU OAMH pa3 KakIple 1B€ HEENHU B TEUCHUE
caeayromux 12 Henenpb nocie 3Toro,

3) BBeneHue 3 M1 papMaLeBTHUECKONW KOMITO3ULIMH OZTUH Pa3 KaKble IBE HEAENH IOCIIE STOTO.

[00415] B HekOTOpBIX BapuaHTaX OCYLUECTBJICHUs MPUMEHEHHE JJIs JICUEHUs ICopuasa
MOJKET OCYLIECTBIISTbCA IyTEM BBENEHUS CYOBEKTY 3-MUJUIMJIMTPOBONW 03Bl (hapMaleBTHUECKOM
KOMITO3ULIMM B COOTBETCTBUHU CO CJIEAYIOLIEH CXEMOU NPUMEHEHHs] Ipernapara;

1) BBenenue 3 M apMarieBTHUECKOH KOMIIO3UIIMY OAMH pa3 B HEeNo B TedeHue Henenu 0, 1,
2,4,6,8, 10, 12,

2) BBeieHMe 3 MII (hapMaLieBTHUECKOH KOMITO3MLIUK OMH Pa3 KaK/Able YEThIPE HEIeIH B TEUEHHE
caeayromux 12 Henenb mocie 3Toro,

3) BBenmeHue 3 Mu (papMarieBTUYECKON KOMITO3UIIMH OJUH Pa3 KakIAble YEThIPe HEeNeNu MOoCie
3TOrO.

[00416] B HekoTOpBIX BapHaHTax OCYILIECTBJIEHUs NPUMEHEHHUE Il JIEUYEHUs IICoprasa
MOJKET OCYLIECTBISITBCS IyTEM BBENEHHUS CYOBEKTY 3-MUJUTMIIMTPOBOH IO3BI (hapMaleBTHUECKOM
KOMITO3HULIMU B COOTBETCTBHUHM CO CIIENYIOLIENH CXeMOU NPUMEHEHHUs ITpenapara;

1) BBenenue 3 mut papmMarieBTUIECKOH KOMITO3ULIMH OJTMH pa3 B HEAEIO B TedeHue Henenu 0, 1,
2,4,6,8, 10, 12,

2) BBeneHue 3 Mil (papMarieBTUIECKOH KOMIIO3ULIUH OJIFH Pa3 KaKAble YEThIPE HENENN B TEUCHNE
caeayromux 12 Henenb nocie 3Toro,

3) BBeneHue 3 M1 papMaLeBTHUECKONW KOMITO3ULIMH OJTUH Pa3 KaKAbIE IBE HEETH IOCIIE STOTO.

[00417] B HexkoTOpBIX BapHaHTax OCYINECTBJICHMs Kaxpgas W3 103 3 MI
bapmarieBTHIECKONH KOMIIO3ULIUN MOKET OBITh BBEIEHA C MOMOILBIO IINPHUIA B BUIE TPEX OTACIBHBIX
103 mo 1 min.

[00418] B HeKoTOpbIX BapuaHTaX OCYINECTBJICHHUS IINPHUL] MOXKET MPEACTaBIATh COOOH
3apaHee 3anOJHEHHbIN IITPULL

[00419] B HeKoTOphIX BapuaHTaX OCYINECTBJIEHUS (papMaleBTHUECKAs KOMITO3ULIMS
MOJKeT OBITh BBEJIEHA BHY TPUMBILIEYHO.

[00420] B HEKOTOpBIX BapHaHTaX OCYINECTBJIEHHUs (PapMaLeBTHUECKAss KOMITO3ULIMS
MOJKET OBITh BBEJIEHA MOJIKOXKHO.
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[00421] B HekoTOphIX BapuaHTaX OCYINECTBJICHUS (papManeBTHUeCKass KOMITO3HMLIUS
MOJKeT OBITh BBEJIEHa BHY TPUBEHHO.

[00422] B HekoTOpBIX BapHaHTaX OCYIIECTBJICHHUS NICOPHA3 MOXET MPENCTaBIsITh COO0H
OJILIeYHbIH Icopuas.

[00423] B HEKOTOpBIX BapHaHTaxX OCYLIECTBJIEHHs MPUMEHEHHE Ipenapara MOXKeT ObITh
MIPEeIHA3HAYEHO ISl JICUEHUs] ICOPUATUIECKOrO apTpUTa.

[00424] B HeKkoTOpbIX BapuUaHTax OCYIUECTBJIEHUs] TMPUMEHEHUE IJs JIEYCHUs
IICOPUATUYECKOTO aPTPUTA MOKET OCY IECTBISITHCS Iy TEM BBEACHUSI CyOBEKTY 1-MHIUTHINTPOBOM O3B
(dapmaLeBTHIECKOH KOMITO3HLINHL.

[00425] B HexkoTOpBIX BapuaHTax OCYLIECTBJICHHUS MPUMEHEHHE ISl  JIeYEHUS
TICOPHATUYECKOTO aPTPUTA MOXKET OCY IIECTBIISATHCS My TEM BBEACHUS CYOBEKTY 3 -MUJLTUIUTPOBOM O3B
(bapManeBTUYECKON KOMITO3ULIHH.

[00426] B HekoTOpBIX BapuaHTax OCYLIECTBJIEHUS IPUMEHEHHE [UJIs JICUYEHUs
NICOPHATUYECKOTO APTPUTA MOKET OCYIIECTBIISATHCS My TEM BBEACHUS CYOBEKTY 3 -MUJUTHIIUTPOBOM O3B
(hapMaleBTHYECKOI KOMITO3UIIMK OJIMH pa3 B Henemo B Teuenne Heaenu 0, 1, 2, 4, 6, 8, 10.

[00427] B HekoTOpBIX BapuaHTax OCYLIECTBJIEHUS] IPUMEHEHUE [UIs JICUYEHUs
NICOPHATUYECKOTO APTPUTA MOKET OCYIIECTBIISATHCS My TEM BBEACHUS CYOBEKTY 3 -MUJUTHIIUTPOBON O3B
(hapManeBTHYECKOI KOMIIO3UIINH OAWH pa3 B Henero B Teuenue Henenu 0, 1, 2, 4, 6, 8, 10 u onuH pas
Ka)KJble YETBhIPE HEJEIH MOCJIE 3TOrO.

[00428] B HekoTOpBIX BapuaHTax OCYLIECTBICHUS] MPUMEHEHUE [JIs JICUYEHHUs
NICOPHATHYECKOTO APTPUTA MOKET OCY IIECTBIISATHCS My TEM BBEACHUS CYOBEKTY 3 -MUJUTHIIUTPOBON O3B
(hapMaLeBTHUECKOIN KOMIIO3UIINH OAWH pa3 B Henemo B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10 u onuH pas
KK bl IB€ HEJIEIHU MOCJIE 3TOTO.

[00429] B HexkoTOpBIX BapuaHTax OCYLIECTBICHUs] MPUMEHEHHUE [JIs JICUYEHHUs
NICOPHATUYECKOTO APTPUTA MOKET OCYIIECTBIISATHCS My TEM BBEACHUS CYOBEKTY 3 -MUJUTMIIUTPOBON O3B
(hapMaeBTUYECKOI KOMITO3ULIMK OJIMH pa3 B HeAeo B Teuenne Hexenu 0, 1, 2, 6, 10.

[00430] B HekoTOphIX BapuaHTax OCYLIECTBJICHUs MPUMEHEHUE [UIsl  JICUYEHUs
NICOPUATUYECKOT0 APTPUTA MOKET OCYIECTBIIATHCS MyTEM BBEACHUS CYOBEKTY 3 -MUJUTMINTPOBON O3B
(dapmanieBTUYECKON KOMITO3ULMU OAWH pa3 B Hememo B TeueHue nemenu O, 1, 2, 6, 10 u oguH pas
KQ)KIbI€ YEThIPE HEJENH TOCJIE 3TOTO.

[00431] B HexkoTOpbIX BapuaHTax OCYIIECTBJICHUs TMPUMEHEHUE IJs JICYCHHUs
IICOPUATUYECKOTO aPTPUTA MOKET OCY IECTBIISITHCS Iy TEM BBEACHUSI CyOBEKTY 3 -MHJUTUIIUTPOBOMH O3bI
(apMaeBTHYECKON KOMITO3ULIMU OAMH pa3 B Hemenmo B TeueHue Henmenu 0, 1, 2, 6, 10 u omuH pas
Ka)KJble JIB€ HEJIEHN MOCIIE 3TOTO.

[00432] B HekoTOpBIX BapuaHTax OCYLIECTBJICHUs IPUMEHEHUE [UJIs  JICUEHUs
NICOPHATHYECKOTO APTPUTA MOKET OCY IIECTBIIATHCS My TEM BBEACHUS CYOBEKTY 3 -MUJUTHIUTPOBOM O3B
(bapMaleBTUYECKO KOMITO3ULIMK OJIMH pa3 B Heleo B Teuenne Henenu 0, 1,2, 4, 6, 8, 10, 12.

[00433] B HekoTOpBIX BapuaHTax OCYLIECTBJIEHUS IPUMEHEHUE [UJIs  JICUYEHUs
NICOPHATUYECKOTO APTPUTA MOKET OCYIIECTBIISATHCS My TEM BBEACHUS CYOBEKTY 3 -MUJUTHIIUTPOBOH O3B
(hapMaleBTHUECKON KOMIIO3UIINY OAWH pa3 B Henelro B Tedenue Henenu 0, 1, 2, 4, 6, 8, 10, 12 u oguH
pa3 Kaxk[ble YeThIpE HEeEIU MOCIIE 3TOrO.

[00434] B HekoTOpBIX BapuaHTax OCYLIECTBJIEHUS] MPUMEHEHUE [UJIs JICUYEHUs
NICOPHATHYECKOTO APTPUTA MOKET OCYIIECTBIISATHCS My TEM BBEACHUS CYOBEKTY 3 -MUJUTHIIUTPOBOH O3B
(hapManeBTHYECKON KOMIIO3UIINH OAWH pa3 B Henelro B Tedenue Henenu 0, 1, 2, 4, 6, 8, 10, 12 u ogun
pa3 Kaxkaple 1B HeJleNU MOCJIE 3TOTO.

[00435] B HexkoTOpBIX BapHaHTax OCYINECTBJICHMs Kaxgas W3 103 3 MI
bapmareBTHIECKONH KOMITO3ULIUN MOKET OBITh BBEI€HA C MOMOIIBIO IIMPHLA B BUIE TPEX OTAENBbHBIX
103 1o 1 M.

[00436] B HEKOTOpBIX BapWaHTaX OCYLIECTBJICHUS IIMPHUI[ MOXET MPEACTABISATh COOOMU
3apaHee 3anOJHEHHbIN HIIPULL

[00437] B HEKOTOpBIX BapHaHTaX OCYINECTBJIEHHUs (PapMaLeBTHUECKass KOMITO3ULIMS
MOJKET OBITh BBEJIEHA BHY TPUMBILIEYHO.

[00438] B HekoTOpbhIX BapuaHTaX OCYLIECTBJICHUs (apMalleBTHUECKash KOMITO3ULIUS
MOXET OBITh BBEZIEHA IMOJKOXKHO.
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[00439] B HekoTOphIX BapuaHTaX OCYINECTBJIEHUs (papManeBTHUECKass KOMITO3ULIHS
MOJKeT OBITh BBEJIEHa BHY TPUBEHHO.

[00440] B HekoTOpbIX BapHaHTaX OCYIIECTBIEHUS MPUMEHEHHE Mpenapara MOXeT ObITh
NPEIHA3HAYEHO IS JIEUEHUs] AHKUJIO3UPYIOIIErO CIIOHIUIIOAPTPHUTA.
[00441] B HexkoTOpBIX BapuaHTax OCYLIECTBJICHUS IPUMEHEHUE [UIsl  JICUYEHUs

AHKWJIO3UPYIOIIEro CIOHIWIOAPTPUTA MOXKET OCYLIECTBISATbCS IyTeM BBeneHus cyObekty 1-
MIJUTHJINTPOBOH 03bI (hapMaLeBTHYECKOH KOMITO3ULIUH.

[00442] B HexkoTOpBIX BapuaHTax OCYLIECTBJIEHUs NPUMEHEHUE M JIeUeHUs
AHKMJIO3UPYIOIIEr0 CIIOHIMJIOAPTPUTA MOJXKET OCYLIECTBISATBCA IIyTeM BBelneHus cyOwekty 1-
MUJUTHIMTPOBOM 103kl (hapMalieBTUYECKOM KOMITO3UIIMHU OUH pa3 B HEAEIO B TeueHue Henenu 0, 1, 2.

[00443] B HekoTOpBIX BapuaHTax OCYLIECTBJICHUs NPUMEHEHUE Uil JICYEHUs
AHKWJIO3UPYIOIIErO CIIOHAWJIOAPTPUTA MOXKET OCYLIECTBISITBCS IyTeM BBeACHUs CyObekTy |1-
MUJUTHJIATPOBOM 0361 (hapMarleBTHUECKONH KOMITO3UIMK OJIUH pa3 B HeNesro B TedeHue Henenu 0, 1, 2
Y OZIMH pa3 KaXXIble ABE HEENU MTOCNE 3TOTO.

[00444] B HekoTOpBIX BapuaHTax OCYLIECTBIEHUS MPUMEHEHHE MU JICYCHUs
AHKWJIO3UPYIOIIErO CIIOHAWIOAPTPUTA MOXKET OCYLIECTBISITBCS IyTeM BBeACHUs CyOBekTy 1-
MUJUTHTATPOBOM 10361 (hapMaleBTUYECKON KOMITO3ULIMU OJTUH pa3 B HeAeNo B TeueHne Henenu O, 1, 2,
4,6,8, 10, 12.

[00445] B HekoTOpBIX BapuaHTax OCYLIECTBIEHUS MNPUMEHEHHE [ JICYCHUs
AHKWJIO3UPYIOIEro CIIOHAWIOAPTPUTA MOXKET OCYLIECTBISITBCS IyTeM BBeACHUS CyOBekTy 1-
MUJUTHJITATPOBOM 10361 (hJapMalleBTUYECKOW KOMITO3ULIMU OJIUH pa3 B HeAeo B Teuenne Hexenu O, 1, 2,
4,6, 8, 10, 12 u onuH pa3 Kaxxable ABE HEENU MOCJIE STOrO.

[00446] B HekoTOpBIX BapuaHTax OCYLIECTBICHUS MNPUMEHEHHE [UI JICYCHUs
AHKWJIO3UPYIOIErO CIIOHAWIOAPTPUTA MOXKET OCYLIECTBISITBCS IIyTEM BBEACHUS CyOBeKTy 2-
MWUTHIIUTPOBOH 103bI (hapMaleBTUIECKOH KOMITO3ULIUH.

[00447] B HekoTOpBIX BapuaHTax OCYLIECTBICHUS] MPUMEHEHUE [UIsl JICUYEHUs
AHKWJIO3UPYIOINErO CIIOHAMWJIOAPTPUTA MOXKET OCYINECTBISITBCS IIyTeM BBEACHUS CYObeKTy 2-
MUJUTHIIUTPOBOH 103bI (hapMaLleBTUYIECKON KOMITO3ULIMM OJJUH pa3 B HEIEII0 B TedeHue Henenu 0, 1, 2.

[00448] B HekoTOphIX BapuaHTax OCYLIECTBJICHUs IPUMEHEHUE [UIsl  JICUYEHUs
AHKMJIO3UPYIOIIEr0 CIIOHIWIOAPTPUTA MOXKET OCYLIECTBISATbCS IIyTeM BBelEHHS CyOBeKTy 2-
MUJUTHJIUTPOBO# 103bI (hapMaLeBTHUECKOM KOMIIO3ULIMK OJUH pa3 B HEAENI0 B TeueHue Hexenu 0, 1, 2
U OIMH pa3 KaxkIble IBE HEIEINU MTOCJIE 3TOTO.

[00449] B HekoTOpBIX BapuaHTax OCYLIECTBJICHUS MPUMEHEHUE [UIs  JICUEHUs
AHKWJIO3UPYIOIIEro CIOHAMWIOAPTPUTA MOXKET OCYLIECTBISITHCS IyTeM BBEACHUS CyObekTy 2-
MUJUTHIMTPOBOM 1036l (hapMalieBTUYECKOM KOMITO3ULIMU OJIUH pa3 B HeAeNto B Tedenue Henenu O, 1, 2,
4,6,8, 10, 12.

[00450] B HekoTOpBIX BapuaHTax OCYLIECTBJIEHUS IPUMEHEHUE [UJIs JICUYEHUs
AHKWJIO3UPYIOIErO CIIOHAWIOAPTPUTA MOXKET OCYINECTBISITBCS IyTEM BBEIACHUS CYOBEKTy 2-
MUJUTHTATPOBOM 10361 (hapMaleBTUYECKON KOMITO3ULIMU OJTUH pa3 B HeAeNo B Teyenue Henenu O, 1, 2,
4, 6,8, 10, 12 u onuH pa3 Kaxxable ABE HEENU MOCJIE STOTrO.

[00451] B HekoTOpBIX BapuaHTax OCYLIECTBJIEHUsI MPUMEHEHUE [JIs JICUYEHUs
AHKWJIO3UPYIOIIErO CIIOHAWIOAPTPUTA MOXKET OCYLIECTBISITBCS IyTEM BBEACHUS CyOBeKTy 2-
MUJUTHTATPOBOM 10361 (hJapMalleBTUIECKOW KOMITO3ULIMU OJTUH pa3 B HeAeo B Tedenne Henenu O, 1, 2,
4,6, 8,10, 12 u, HauuHas ¢ HeAenu 16, myTeM BBEACHUS 2-MUJUTMIUTPOBOM TO3bI (hapMaleBTUIECKON
KOMITO3HULINH, KOTOPasi BBOAUTCSI OJIMH Pa3 KakK[ble IB€ HEIEH OCIIE 3TOrO.

[00452] B HekoTOpBIX BapuaHTax OCYLIECTBICHUS] MPUMEHEHUE [JIs JICYEHHUs
AQHKWJIO3UPYIOLIEro CIIOHAUIOAPTPUTA MOXKET OCYLIECTBIISITBCS MyTEM BBEACHUs 2-MHJITUIUTPOBON
10361 (papMaeBTUIECKON KOMITO3UIIMU, KOTOpPasi BBOAUTCS OJIMH pa3 B HEZENMo B TeueHue Henenu 0, 1,
2,4,6, 8,10, 12 u, HaunHas ¢ Hexenu 16, myTeM BBEASHUS 3 -MIULIHIIUTPOBOH J03bI (hapMaLleBTUIECKON
KOMITO3ULIMH, KOTOPasi BBOAUTCS] OIMH Pa3 KakIble ABE HENENN MTOCNIE 3TOTO.

[00453] B  HexkoTOpBIX BapuaHTax OCYIUECTBJICHHMs Kaxzgas H3 103 2 MI
bapmareBTUIeCKONH KOMIIO3ULIUU MOKET OBITh BBEJIEHA C IMOMOLIBIO INMPULIA B BUJE ABYX OTAEIbHBIX
103 1o 1 mut.
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[00454] B HekoTOpBhIX BapuaHTaX OCYINECTBJICHHUS IIMPHUL] MOXKET MPEACTaBIATh COOOH
3apaHee 3aMOJIHEHHbIN IIIPULL

[00455] B HekoTOpBIX BapuaHTax OCYLIECTBIEHUS] MPUMEHEHUE [UIsl JICUYEHUs
AHKWJIO3UPYIOINErO CIIOHAWIOAPTPUTA MOXKET OCYLIECTBISTBCS IIyTeM BBEAEHUs CyOBekTy 3-
MWUTHIIUTPOBOH 103bI (hpapMaLleBTUIECKOH KOMITO3ULIUH.

[00456] B HekoTOpBIX BapuaHTax OCYLIECTBJICHUs NPUMEHEHUE Ul  JICUEHUs
AHKMJIO3UPYIOIIEr0 CIIOHIWJIOAPTPUTA MOJXKET OCYLIECTBISATbCS IyTeM BBeneHus cyObekty 3-
MIJUTHJINTPOBOH 03bI (hapMaLeBTHYECKOH KOMITO3ULIMU OIMH pa3 B Henelto B TedeHne Hexenu 0, 1, 2.

[00457] B HeKOTOpBIX BapuaHTAax OCYINECTBJICHUS TNPUMEHEHUE IJs JICYCHHUs
AHKWJIO3UPYIOIIEro CIIOHAMJIOAPTPUTA MOXKET OCYLIECTBISIThCS IyTeM BBEACHUS CYObeKTy 3-
MUJUTHIATPOBOM 0361 (hapMalleBTHUECKONH KOMIIO3UIMK OJIUH pa3 B Henesro B TedeHue Henenu 0, 1, 2
Y OZIUH pa3 KaXXIble ABE HEENU MTOCNIE 3TOTO.

[00458] B HekoTOpBIX BapuaHTax OCYLIECTBJIEHUS IPUMEHEHHE [UJIs JICUYEHUs
AHKWJIO3UPYIOINErO CIIOHAMWJIOAPTPUTA MOXKET OCYLIECTBISITBCS IyTeM BBEACHUS CyObekTy 3-
MUJUTHTATPOBOM 1036l (hapMalleBTUYECKON KOMITO3ULIMU OJIUH pa3 B HeAeNo B Tedenue Henenu O, 1, 2,
4,6,8, 10, 12.

[00459] B HekoTOpBIX BapuaHTax OCYLIECTBJIEHUs] MPUMEHEHUE [JIs JICYEHUs
AHKWJIO3UPYIOINErO CIOHAMWIOAPTPUTA MOXKET OCYLIECTBISITBCS IIyTEM BBEACHUS CyOBeKTy 3-
MUJUTUIATPOBOM 10361 (hapMalleBTUYECKOW KOMITO3ULIMU OJIUH pa3 B HeAeo B Tedenne Henenu O, 1, 2,
4,6, 8, 10, 12 u onuH pa3 Kaxxable ABE HEENU MOCJIE STOrO.

[00460] B HekoTOpBIX BapuaHTax OCYLIECTBIEHUS MNPUMEHEHHE MU JICYCHUs
AHKWJIO3UPYIOINErO CIIOHAWIOAPTPUTA MOXKET OCYIIECTBISITBCS IyTEM BBEACHUS CyOBeKTy 3-
MUJUTHTATPOBOM 10361 (hapMalleBTUYECKON KOMITO3ULIMU OJIUH pa3 B HeAeNo B Teuenne Hexenu O, 1, 2,
4,6, 8,10, 12 u, HaunHas ¢ Hexenu 16, myTeM BBEACHUS 3-MUJUTHIUTPOBON O3Bl (papMarieBTHIeCKON
KOMITO3ULIMH, KOTOPasi BBOAUTCSI OJMH pPa3 Kak[ble 1B€ HENEHU OCIIE 3TOrO.

[00461] B HekoTOpBIX BapuaHTax OCYLIECTBICHUS] MPUMEHEHUE [UIsl JICUYEHUs
AHKWJIO3UPYIOINErO CIIOHAWIOAPTPUTA MOXKET OCYLIECTBISITBCS IIyTeM BBEACHUs CyOBeKTy 3-
MUJUTHJIATPOBOH 10361 (papMalieBTUYECKON KOMITO3ULIMY OJIUH pa3 B HeAe o B Teuenne Heaenu 0, 1, 2,
4,6, 8, 10, 12 u, HaunHas ¢ Hexenu 16, myTeM BBEACHUS 2-MUJUIUIUTPOBON O3bI (papMaLleBTUIECKON
KOMITO3ULIMH, KOTOPasi BBOAUTCST OJIMH pa3 Kak[ble IBE HENEIIH T10CIIE 3TOT0.

[00462] B HekoTOpbIX BapuaHTax OCYLIECTBICHMs Kaxpaas M3 JA03 3 M
(apmaLeBTHYECKOI KOMIIO3HUIIMH MOKET OBbITh BBE/IEHA C IMOMOIIBIO LIMPHIA B BUE TPEX OTAEIbHBIX
103 no 1 M.

[00463] B HekOoTOpBbIX BapHMaHTaX OCYIIECTBJIEHHUS IIMPHUI[ MOXKET MPEACTABISATh COOOM
3apaHee 3arOJHEHHbIN HITPULL

[00464] B HEKOTOpBIX BapHaHTaX OCYINECTBIEHHs (HapMaLeBTHUECKAs KOMITO3HULIHS
MOJKeT OBITh BBEJIEHa BHY TPUMBILICYHO.

[00465] B HeKOTOphIX BapuaHTaX OCYINECTBJICHUS (papMaleBTHUECKAs KOMITO3ULIHS
MOJKeT OBITh BBEIEHA MTOIKOKHO.

[00466] B HekoTOphIX BapwaHTaxX OCYINECTBJICHHs (apMaleBTHUECKass KOMITO3UIUS
MOJKeT OBITh BBEZIEHa BHY TPUBEHHO.

[00467] B coorserctBuUM C APYrMM ULIMPOKMM AaCHEKTOM IPEAaraercsi NPUMEHEHUe

(bapMaleBTHYECKON KOMITO3HIINHU, COAEpKaIel Ha Kaxabii 1 Mt (hapMarieBTHIeCKONH KOMITO3HIIHH:
Herakumab 60.0 mr,
HaTpus auerar Tpuruapar 1.74 wr,
Tperano3sl auruapar 80 mr,
nonokcamep (Kolliphor) 188 0.5 mr,
nensiHas ykcycHas kuciora a0 pH 5.0
BOAA IJisI HHbeKLmi 10 1.0 M,
1 UHruOupoBanus akTuBHOCTH Oenka [L17ay cyObekra.

[00468] B HeKOTOpBIX BapHaHTax OCyLeCTBIEHHs | M1 papMalieBTUIECKONH KOMITO3UIINU
MOXKET COAEPIKATHCS B IUIIPULIE.
[00469] B HeKOTOpBIX BapuaHTaxX OCYIIECTBIEHUS 2 MJI (hapMaLleBTHUECKON KOMITO3ULIUU

MOJKET COACPKATHCA B LITIPULIE.
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[00470] B HekoTOpbIX BapHaHTaX OCYIIECTBIIEHUS MPUMEHEHHE Mpenapara MOXeT ObITb
MIPEeNHA3HAYEHO IS JICUEHUs [ICOpHUasa.

[00471] B HEKkOTOpBIX BapHaHTax OCYLUECTBJIEHUs NMPUMEHEHHUE Ul JICUYEHHs NICOprasa
MOJKET OCYLIECTBISITbCA IyTEM BBEACHUS CYyOBEKTY |-MUJUTMIIMTPOBOW 103bI (hapMaleBTHUECKOM
KOMITO3ULIUH.

[00472] B HekOoTOpBIX BapuaHTaX OCYLIECTBICHUS NMPUMEHEHHUE JJI JIEYEHUs Icopuasa
MOXET OCYLIECTBJIATBCS NMyTEeM BBENEHUs! CyOBEKTy 1-MHJUTMINTPOBOH 03Bl (papMaleBTHYECKOI
KOMITO3ULIMM OZIUH pa3 B HeAenmo B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10.

[00473] B HeKoTOpBIX BapMaHTaxX OCYILECTBICHHs NPUMEHEHUE Ui JICYeHUs TcopHuasa
MOJKET OCYLIECTBJISIThCS TyTEM BBENEHHUS CYOBEKTy |-MUJUTMIMTPOBOM 103bI (hapMaleBTHUECKOM
KOMIO3ULIMK OJMH pa3 B Heaemo B TedueHue Henenu 0, 1, 2, 4, 6, 8, 10 u oguH pa3 Kakable YEThIpe
HEZEeNU MOCTE 3TOrO.

[00474] B HexkoTOpBIX BapuaHTax OCYILIECTBJIEHUs NPUMEHEHUE Ul JIEUEHUs NICOopuasa
MOJKET OCYLIECTBISITBCS IyTEM BBENCHHUS CYOBEKTY |-MUUTMIMTPOBOHM 1O3bI (hapMaleBTHUECKOM
KOMIO3ULIMKU OJIMH pa3 B Hexenmo B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10 u oguH pa3 kaxable 1B HEACIH
MIOCJIE TOTO.

[00475] B HEKOTOpBIX BapHaHTax OCYLIECTBJIEHUs NPUMEHEHHUE Ul JIEUYECHUs NCOpUasa
MOJKET OCYLIECTBISITBCS IyTEM BBENEHHUS CYOBEKTY 2-MUJUTMJIMTPOBOH MO3BI (hapMaleBTHUECKOM
KOMITO3HULINH.

[00476] B HEKOTOpBIX BapHaHTax OCYILIECTBJIEHUs NPUMEHEHUE JUIsl JICYeHUs [1COpHuasa
MOJKET OCYILIECTBISITBCS TyTEM BBENCHHUS CYOBEKTY 2-MUJUTMJIMTPOBOH MO3BI (hapMaleBTHUECKOM
KOMIO3ULIMM OJIUH pa3 B Heneso B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10.

[00477] B HEKOTOpBIX BapHaHTax OCYILIECTBJIEHUs NPUMEHEHHUE Ul JIEUYEHHs NICOpUasa
MOJKET OCYILIECTBISITBCS IyTEM BBEACHUS CYOBEKTY 2-MUJUTMIIMTPOBOW 1O3BI (hapMaleBTHUECKOM
KOMIO3ULIMK OJIMH pa3 B HeAenro B TedueHue Henenu O, 1, 2, 4, 6, 8, 10 u oauH pa3 Kaxaple 4eTbIpe
HEZ NN MOCJIE 3TOrO.

[00478] B HekoTOpBIX BapuaHTaX OCYLIECTBIEHUS] NPUMEHEHHE AJI JICYEHUs Icopuasa
MOJKET OCYLIECTBISITbCA IyTEM BBENEHUS CYOBEKTYy 2-MUJUIMJIMTPOBOW 03Bl (hapMaleBTHUECKOM
KOMIIO3ULIMM OIMH pa3 B Hexesro B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10 u onuH pa3 kaxxavle 1BE HEAEIU
IIOCJIE TOTO.

[00479] B HekoTOpBIX BapMaHTaxX OCYILIECTBICHMs NPUMEHEHUE Ui JIEYeHUs Tcopuasa
MOXET OCYILIECTBJISATBCS NyTEM BBENEHUsI CyOBEKTy 2-MHJUIMJIMTPOBOH 03Bl (papMaleBTHYECKOI
KOMITO3ULIMM OJIUH pa3 B Henemo B Teuenue Heneau 0, 1, 2, 6, 10.

[00480] B HekoTOpBIX BapuaHTax OCYLIECTBJIEHUs MPUMEHEHHE AJIs JICUEHUsl Icopuasa
MOJKET OCYLIECTBJISIThCS IyTEM BBENEHHUS CYOBEKTYy 2-MUJUTMJIMTPOBOM O3Bl (hapManeBTHUECKOM
KOMIO3ULIMM OAWH pa3 B Heaemo B TeueHue Henenu 0, 1, 2, 6, 10 1 onuH pa3 Kaxxable YETbIpe HENeIU
MIOCJIE TOTO.

[00481] B HekoTOpBIX BapuaHTax OCYILIECTBJIEHUs NPUMEHEHHUE Il JIEUYEHUs NICOoprasa
MOJKET OCYLIECTBISITBCS IyTEM BBENEHHUS CYOBEKTY 2-MUJUTMJIMTPOBOH 1O3BI (hapMaleBTHUECKOM
KOMIIO3ULIMM OJIUH pa3 B HeNeJro B TeueHue Henenu O, 1, 2, 6, 10.

[00482] B HEKOTOpBIX BapHaHTax OCYILIECTBJIEHUs NPUMEHEHHUE Ul JIEUYECHUs NCOpUasa
MOJKET OCYILIECTBISITBCS IyTEM BBENEHHUS CYOBEKTY 2-MUJUTMJIMTPOBOH 1O3BI (hapMaleBTHUECKOM
KOMIO3ULIMH OJIMH Pa3 B HeAENO B TeueHue Heaenu 0, 1, 2, 6, 10 1 oauH pa3 Kaxxable 1BE HEAEH MOCIIe
3TOro.

[00483] B HEKOTOpBIX BapHaHTax OCYILIECTBJIEHUs NPUMEHEHHUE Ul JIEUYEHHs NICOpUasa
MOJKET OCYILIECTBISITBCS IyTEM BBENEHHUS CYOBEKTY 2-MUJUTMIINTPOBOHW MO3BI (hapMaleBTHUECKOM
KOMIO3ULIMM OJIUH pa3 B Henesro B TeueHue Heaenu O, 1, 2, 4, 6, 8, 10, 12.

[00484] B HEKOTOpBIX BapHaHTax OCYLIECTBJIEHUs NPUMEHEHHUE Ul JICUYEHHs NICOpUasa
MOJKET OCYLIECTBISITBCA IyTEM BBENEHHUS CYOBEKTY 2-MUJUTMJIMTPOBOW 103bI (hapMaleBTHUECKOM
KOMIO3ULIMM OIMH pa3 B HeAero B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10, 12 u onuH pa3 Kaxxaple 4eThIpe
HEZEJH MOCJIE 3TOrO.

[00485] B HekOoTOpBIX BapuaHTaX OCYLIECTBIEHUS NMPUMEHEHHE Ui JIEYEHUs Icopuasa
MOJKET OCYLIECTBISITbCA IyTEM BBENEHUS CYOBEKTYy 2-MUJUIMJIMTPOBOW 03Bl (hapMaleBTHUECKOM
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KOMIIO3MLIMM OJIMH pa3 B HeAenro B TedeHue Henenu O, 1, 2, 4, 6, 8, 10, 12 u oguH pa3 xaxable ABe
HEZEJH MOCJIE 3TOrO.

[00486] B HEKkOTOpBIX BapHaHTax OCYLUECTBJIEHUs NMPUMEHEHHUE Ul JICUYEHHs NICOprasa
MOJKET OCYLIECTBISITbCA IyTEM BBENEHUS CYOBEKTYy 2-MUJUIMJINTPOBOW 03Bl (hapMaleBTHUECKOM
KOMIIO3ULIMM OZIMH pa3 B Henento B TeueHue Heaenu 0, 1, 2, 4, 6, 8, 10, 12 u onuH pa3 Kaxaple 4eTbIpe
HEZeNU B TeueHue 12 Henenb mocie 3Toro.

[00487] B HekoTOpBIX BapMaHTaxX OCYILLECTBJICHMs NPUMEHEHUE Ui JIEYeHUs Tcopuasa
MOXET OCYLIECTBJIATBCS IyTeM BBENEHUs CyOBEKTy 2-MHJUIMJINTPOBOH 03Bl (papMaleBTHUECKOI
KOMITO3ULIMM OJIMH pa3 B Henemo B TeueHue Henenu O, 1, 2, 4, 6, 8, 10, 12 u ogun pa3 xaxzasle ABe
HeZleNIU B TeueHue 12 Henenb nocnie 3Toro.

[00488] B HekoTOpBIX BapuaHTax OCYLIECTBJIEHUS MPUMEHEHME AJIs JICUEHUsl Icopuasa
MOJKET OCYLIECTBJSIThCS IyTEM BBENEHHUS CYOBEKTy 2-MUJUTMJIMTPOBOHM O3Bl (hapMaleBTHUECKOM
KOMITO3ULIMM B COOTBETCTBHUHM CO CIIEYIOLIENH CXeMOU NPUMEHEHHUs Tpernapara;

1) BBeneHue 2 M papmMarieBTUIECKONH KOMITO3UIIMU OJIH Pa3 B HEAEIIO B TeueHue Henenu 0, 1,
2,4,6,8, 10, 12,

2) BBeneHue 2 M (apMaLeBTUIECKON KOMIIO3MLIMU OWH pa3 Kak[ble 1BE HENEeNU B TEUCHUE
caeayromux 12 Henenb nocie 3Toro,

3) BBenmeHue 2 Mi (papMaLeBTHUECKON KOMIIO3ULMU HETakuMada OAMH pa3 KaXKIble YeThIpe
HEZeNH MOCJe 3TOrO.

[00489] B HeKkoTOpBIX BapHaHTax OCYILIECTBJIEHUs NPUMEHEHHUE Ul JIEUYECHHs NCOopUasa
MOJKET OCYILIECTBISITBCS TyTEM BBENEHHUS CYOBEKTY 2-MUJUTMIINTPOBOH MO3BI (hapMaleBTHUECKOM
KOMITO3HULIMU B COOTBETCTBHUHM CO CJIENYIOLIEH CXeMOU NPUMEHEHHs Tpenapara;

1) BBeneHue 2 M papmMarieBTUIECKOH KOMITO3UIIMK OJMH Pa3 B HEAEIO B TeueHue Henenu 0, 1,
2,4,6,8, 10, 12,

2) BBeneHue 2 Mi (papMaleBTUYECKON KOMIO3ULMU OAMH pa3 KakKIble 1B€ HEIENHU B TEUCHUE
caeayromux 12 Henenpb nocie 3Toro,

3) BBeneHue 2 M1 papMaLeBTHUECKOW KOMITO3ULINH OZTUH Pa3 KaKble IBE HEAENH IOCIIE STOTO.

[00490] B HekoTOpBIX BapuaHTaxX OCYLIECTBICHUS MPUMEHEHHUE AJIA JICUYEHUs TICOpUasa
MOJKET OCYLIECTBIISTbCA IyTEM BBENEHUS CYOBEKTYy 2-MUJUIMJIMTPOBOW 03Bl (hapMaleBTHUECKOM
KOMITO3ULIMM B COOTBETCTBUHU CO CJIEAYIOLIEH CXEMOU NPUMEHEHHs] Ipernapara;

1) BBenenue 2 M (papMarieBTHUECKON KOMIIO3ULIMY OZIMH pa3 B HEeMo B TeueHue Henenu 0, 1,
2,4,6,8, 10, 12,

2) BBeieHHe 2 MIT (hapMarieBTHUECKOH KOMITO3ULIUK OMH Pa3 KaK/Able YEThIPE HEIeIH B TEUEHHE
caeayromux 12 Henenb mocie 3Toro,

3) BBenmeHue 2 mMu (papMarieBTUYECKON KOMITO3UIIMH OJUH Pa3 KakKIAble YEThIpe HEeNeNu MOoCie
3TOrO.

[00491] B HeKOTOpBIX BapHaHTax OCYILIECTBJIEHUs NPUMEHEHUE Ui JISYEHUs IICopHuasa
MOJKET OCYLIECTBISIThCS IyTEM BBENCHHUS CYOBEKTY 2-MUJUTMJIMTPOBOH 1O3BI (hapMaleBTHUECKOM
KOMITO3HULIMU B COOTBETCTBHUHM CO CIIENYIOLIENH CXeMOU NPUMEHEHHUs ITpenapara;

1) BBenenue 2 mut papMarieBTUIECKOH KOMITO3UIIMY OJUH pa3 B HeAeNto B TeueHue Henenu 0, 1,
2,4,6,8, 10, 12,

2) BBeneHue 2 Mi1 (papMarieBTUIECKOH KOMIIO3ULIUH OJFH Pa3 KaKAble YeThIPE HENENN B TCUCHNE
caeayromux 12 Henenb nocie 3Toro,

3) BBeneHue 2 M1 papMaLeBTHUECKOW KOMITO3ULIMH OJTUH Pa3 KaKIble IBE HEAEIH ITOCIIE STOTO.

[00492] B HexkoTOpBIX BapHaHTax OCYLIECTBJIEHHs Kaxnaas U3 403 2 Mo
bapmarieBTHIECKONH KOMIIO3HLIUK MOKET OBITh BBEJIEHA C MIOMOIIBIO INMPHULIA B BUE ABYX OTAEIBHBIX
103 mo 1 min.

[00493] B HeKoTOpbIX BapuaHTaX OCYINECTBJICHHUS IINPHUL] MOXKET MPEACTaBIATh COOOH
3apaHee 3anOJHEHHbIN HIIPULL

[00494] B HekoTOphIX BapuaHTax OCYINECTBJIEHUS (papmaneBTH4YecKass KOMITO3ULMS
MOJKET OBITh BBEJIEHA MOIKOXKHO.

[00495] B HEKOTOpBIX BapHaHTaX OCYINECTBJIEHHUs (PapMaLeBTHUECKAss KOMITO3ULIMS
MOJKET OBITh BBEJIEHa BHY TPUBEHHO.
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[00496] B HekoTOpbIX BapHaHTaX OCYIIECTBIIEHUS MPUMEHEHHE Mpenapara MOXeT ObITb
MpPEeIHA3HAYEHO IS JICUEHUs] ICOPUATUYECKOrO apTPUTa.

[00497] B HekoTOpBIX BapuaHTax OCYLIECTBIEHUS] MPUMEHEHUE [UIsl JICUYEHUs
NICOPUATUYECKOT0 APTPUTA MOXKET OCYIECTBIIATHCS My TEM BBEACHUS CYOBEKTY | -MUIITMINTPOBOMN O3B
(bapmareBTUIeCKONH KOMITO3ULIIH.

[00498] B HexkoTOphIX BapuaHTax OCYLIECTBJICHUS IPUMEHEHUE [UIsl  JICUYEHUs
IICOPUATUYECKOTO APTPUTA MOKET OCY IECTBIISITHCS Iy TEM BBEACHUSI CyOBEKTY 2-MHUJUTHIIUTPOBOMH JO3bI
(bapmaLeBTHIECKON KOMITO3HLINHL.

[00499] B HeKOTOpBIX BapuaHTAax OCYINECTBJICHUS TNPUMEHEHUE IJs JICYCHHUs
TICOPHATUYECKOTO aPTPUTA MOKET OCY IIECTBIIATHCS MyTEM BBEACHUS CYOBEKTY 2-MUJUTUIUTPOBOM O3B
(bapManeBTUYECKON KOMITO3UILIMK ONIMH pa3 B Heneno B Teuenue Henenu 0, 1, 2, 4, 6, 8, 10.

[00500] B HekoTOpBIX BapuaHTax OCYLIECTBJIEHUs IPUMEHEHUE [UJIs  JICUYEHUs
NICOPHATUYECKOTO aPTPUTA MOKET OCY IIECTBIISATHCS My TEM BBEACHUS CYOBEKTY 2-MUJUTUIUTPOBOU O3B
(hapManeBTUYECKON KOMIIO3UIIMK OAVH pa3 B Henemo B TeueHnue Henenu 0, 1,2, 4, 6, 8, 10 u onuH pas
KQ)KJbl€ YETBhIPE HEJENH OCIIE 3TOTO.

[00501] B HekoTOpBIX BapuaHTax OCYLIECTBJIEHUS] IPUMEHEHUE [UIs JICUYEHUs
NICOPHATUYECKOTO APTPUTA MOKET OCYIIECTBIISATHCS My TEM BBEACHUS CYOBEKTY 2-MUJUTHIIUTPOBOH O3B
(hapManeBTHYECKOI KOMIIO3UIIMH OAVH pa3 B Henemo B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10 u onuH pas
KK ble JIB€ HEJIEHU MOCIIE 3TOrO.

[00502] B HekoTOpBIX BapuaHTax OCYLIECTBICHUS] MPUMEHEHUE [JIs JICUYEHHUs
NICOPHATUYECKOTO APTPUTA MOKET OCY IIECTBIISATHCS My TEM BBEACHUS CYOBEKTY 2-MUJUTHIIUTPOBON O3B
(hapMaLeBTUYECKOI KOMITO3ULIMK OJIMH pa3 B HeAeo B Teuenne Henenu 0, 1, 2, 6, 10.

[00503] B HekoTOpBIX BapuaHTax OCYLIECTBIEHUS] MPUMEHEHUE [UJIs  JICUYEHHUs
NICOPHATUYECKOTO APTPUTA MOKET OCYIECTBIISATHCS My TEM BBEACHUS CYOBEKTY 2-MUJUTMIIUTPOBON O3B
(hapmMaeBTHYECKON KOMITO3UILMU OAWMH pa3 B Henemo B TeueHue wemenu O, 1, 2, 6, 10 u oguH pas
KK bI€ YEThIPE HEJEH MOCIIE 3TOTO.

[00504] B HekoTOphIX BapuaHTax OCYLIECTBJICHUs MPUMEHEHUE [UIsl  JICUYEHUs
NICOPUATUYECKOT0 APTPUTA MOKET OCYIECTBIIATHCS MyTEM BBEACHUS CYOBEKTY 2-MUJUTMIIUTPOBON 03B
(dapmanieBTUUECKON KOMITO3ULMU OAWMH pa3 B Henmemo B TeueHue nexmenu 0, 1, 2, 6, 10 u ogun pas
KQ)KJbIE€ JIB€ HEJIEIIHU TI0CJIE 3TOTO.

[00505] B HexkoTOpbIX BapuaHTax OCYIIECTBJICHUs TMPUMEHEHUE IJs JICYCHHUs
NICOPUATUYECKOTO aPTPUTA MOKET OCY IECTBIISITHCS Iy TEM BBEACHUS CyOBEKTY 2-MHJUTHIIUTPOBOMH JO3bI
(apmMarieBTHYECKON KOMITO3ULIMK OJIMH pa3 B Henesnto B Teuenue Henenu 0, 1, 2, 4, 6, 8, 10, 12.

[00506] B HexoTOpBIX BapuaHTax OCYLIECTBJICHUS IPUMEHEHUE [UIs  JICUEHUs
NICOPHATUYECKOTO APTPUTA MOKET OCY IIECTBIIATHCS MyTEM BBEACHUS CYOBEKTY 2-MUJUTHIUTPOBOM O3B
(hapMaleBTUYECKON KOMITO3UIIMK OAWH pa3 B Henesro B TedeHue Henenu 0, 1, 2, 4, 6, 8, 10, 12 u oguH
pa3 Kak[ble YeThIpe HEeeIU NIOCIIEe 3TOrO.

[00507] B HekoTOpBIX BapuaHTax OCYLIECTBJIEHUS IPUMEHEHUE [UJIs  JICUYEHUs
NICOPHATUYECKOTO APTPUTA MOKET OCYIIECTBIISATHCS My TEM BBEACHHUS CYOBEKTY 2-MUJUTHIIUTPOBOH O3B
(hapMaleBTHYECKO KOMIIO3UIINY OAWH pa3 B Henelro B Tedenue Henenu 0, 1, 2, 4, 6, 8, 10, 12 u oguH
pa3 Kaxkzble 1B€ HeJleNU MOCIE 3TOTO.

[00508] B HexkoTOpBIX BapHaHTax OCYINECTBJICHMs Kaxpgas W3 103 2 MI
bapmaneBTHIECKONH KOMIIO3ULIUN MOKET ObITh BBEJEHA C TIOMOLIBIO IIIMPHLA B BHIE ABYX OTAEIBHBIX
103 1o 1 M.

[00509] B HEKOTOpBIX BapWaHTaX OCYLIECTBJICHUS IIMPHUI[ MOXKET MPEACTABISATh COOOMU
3apaHee 3anOJHEHHbIN IITPULL

[00510] B HekoTOphIX BapuaHTaX OCYINECTBJIEHUS (papManeBTHUECKAs KOMITO3ULIHS
MOJKeT OBITh BBEJIEHA BHY TPUMBILIEYHO.

[00511] B HekoTOphIX BapuaHTaX OCYINECTBJIEHUS (papManeBTHUECKas KOMITO3ULIMS
MOJKET OBITh BBEJIEHA MOIKOKHO.

[00512] B HEKOTOpBIX BapHaHTaX OCYINECTBJIEHHUs (PapMaLeBTHUECKass KOMITO3ULIMS
MOJKET OBITh BBEJIEHA BHY TPUBEHHO.

[00513] B HEKOTOpBIX BapHaHTaxX OCYLIECTBIEHHs NPUMEHEHHE Ipenapara MOXeT ObITh

MpeaHasHAYCHO AJI JICYCHUA aHKUJIO3UPYIOIETO CIIOHAUIOApTPUTa.
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[00514] B HekoTOpBIX BapuaHTax OCYLIECTBICHUS] MPUMEHEHUE [JIs JICUYEHUs
AHKWJIO3UPYIOIIErO CIIOHAWIOAPTPUTA MOXKET OCYLIECTBISITBCS IyTeM BBeAEHUs cyObekTy 1-
MWUTHIIUTPOBOH 103bI (hapMaleBTUIECKON KOMITO3ULIHH.

[00515] B HekoTOphIX BapuaHTax OCYLIECTBJICHUs IPUMEHEHUE [UIsl  JICUYEHUs
AHKWJIO3UPYIOINEro CIIOHAWIOAPTPUTA MOXKET OCYLIECTBISTBCS IIyTeM BBeAeHUs cyobekty 1-
MWUTHIIUTPOBOH 103bI (hapMalleBTUYIECKON KOMITO3ULIMM OJJUH pa3 B HEZEJI0 B TedeHue Henenu 0, 1, 2.

[00516] B HexkoTOpbIX BapuaHTax OCYIUIECTBJICHUs TMPUMEHEHUE [ JIeUeHUs
AHKMJIO3UPYIOIIEr0 CIIOHIMJIOAPTPUTA MOJXKET OCYLIECTBISATbCS IIyTeM BBeneHus cyObekty 1-
MUJUTHIIUTPOBOH 103bI (DapMaLeBTHUECKON KOMIIO3UIIMK OJUH pa3 B HEeN0 B TeueHue Hexenu 0, 1, 2
Y OJIUH pa3 KaXXIble ABE HEeeNIU MOCIE 3TOTO.

[00517] B HekoTOpBIX BapuaHTax OCYLIECTBJICHUS IPUMEHEHUE [UIs  JICUYEHUs
AHKWJIO3UPYIOIIErO CIIOHAWJIOAPTPUTA MOXKET OCYLIECTBISITBCS IyTeM BBeACHUs CyObekTy |1-
MUJUTHIATPOBOM 1036l (hapMaleBTUYECKON KOMITO3ULIMU OJIUH pa3 B HeAeNo B Tedenue Hepenu 0, 1, 2,
4,6,8, 10, 12.

[00518] B HekoTOpBIX BapuaHTax OCYLIECTBJIEHUS IPUMEHEHHE [JIs JICUCHUs
AHKWJIO3UPYIOIIErO CIIOHAWIOAPTPUTA MOXKET OCYLIECTBISITBCS IyTeM BBeACHUs CyOBekTy 1-
MUJUTHTATPOBOM 10361 (hapMaleBTUYECKON KOMITO3ULIMU OJTUH pa3 B HeAeNo B TeueHne Henenu O, 1, 2,
4,6, 8, 10, 12 u onuH pa3 Kaxxable ABE HENEIU MOCIIE 3TOrO.

[00519] B HekoTOpBIX BapuaHTax OCYLIECTBIEHUsI MPUMEHEHUE [JIs JICUYEHHUs
AHKWJIO3UPYIOIIEro CIIOHAMWIOAPTPUTA MOXKET OCYLIECTBISITBCS IyTEM BBEACHUS CyOBeKTy 2-
MIUTHIIUTPOBOH 103bI (hapMaleBTUIECKOH KOMITO3ULIHH.

[00520] B HekoTOpBIX BapuaHTax OCYLIECTBIEHUS MNPUMEHEHHUE [l JICYCHUs
AHKWJIO3UPYIOIIErO CIIOHAWIOAPTPUTA MOXKET OCYIIECTBISITBCS IIyTeM BBEACHUS CyOBeKTy 2-
MIUTHIIUTPOBOH 103bI (hapMaleBTUYIECKOH KOMITO3ULIMK OJUH pa3 B HEAEII0 B TedeHne Henenu 0, 1, 2.

[00521] B HekoTOpBIX BapuaHTax OCYLIECTBJICHUS] MPUMEHEHUE [JIsl JICUYEHUs
AHKWJIO3UPYIOINEro CIOHAWIOAPTPUTA MOXKET OCYLIECTBISITBCS IIyTeM BBEACHUS CyObeKTy 2-
MUJUTHJIATPOBOH 03bI (hapMarieBTHUECKONH KOMIIO3ULIMH OJIUH pa3 B HeNnelro B Tedenne Henenu 0, 1, 2
Y OZIMH pa3 KaXkIble ABE HENENU MOCHE 3TOTO.

[00522] B HekoTOphIX BapuaHTax OCYLIECTBJICHUs IPUMEHEHUE [UIsl  JICUYEHUs
AHKHJIO3UPYIOIIEr0 CIIOHIWJIOAPTPUTA MOXKET OCYLIECTBISATbCS IyTeM BBeNeHHs CyObekTy 2-
MUJUTHIIUTPOBO# T03bI (hapMaIleBTUYECKONH KOMITO3ULIMK OJUH pa3 B Henento B TeueHue Henenu O, 1, 2,
4,6, 8, 10, 12.

[00523] B HekoTOpBIX BapuaHTax OCYLIECTBJICHUS MPUMEHEHUE [UIs  JICUEHUs
AHKWJIO3UPYIOIIEro CIOHAMWIOAPTPUTA MOXKET OCYLIECTBISITBCS IyTeM BBEACHUS CyObekTy 2-
MUJUTHIMTPOBOM 1036l (hapMalieBTUYECKOM KOMITO3ULIMU OJIUH pa3 B HeAeNto B Tedenue Henenu O, 1, 2,
4,6, 8, 10, 12 u onuH pa3 Kaxxable ABE HENEJU MOCIIE STOrO.

[00524] B HekoTOpBIX BapuaHTax OCYLIECTBJIEHUS IPUMEHEHHE MU JICUCHUs
AHKWJIO3UPYIOINEro CIIOHAWIOAPTPUTA MOXKET OCYLIECTBISITBCS IyTeM BBEACHUS CyOBeKTy 2-
MUJUTHTATPOBOM 10361 (hapMaleBTUYECKON KOMITO3ULIMU OJTUH pa3 B HeAeNo B Teyenue Henenu O, 1, 2,
4,6, 8, 10, 12 u, HauuHas ¢ Hexenu 16, myTeM BBEASHUS 2-MUJUTMIUTPOBOM TO3bI (hapMaleBTUIECKON
KOMITO3HULINH, KOTOPasi BBOAUTCS] OJTUH Pa3 KakKIble IB€ HEEIHU 0CIIe 3TOr0.

[00525] B HexkoTOpBIX BapHaHTax OCYINECTBJICHMs Kaxpgas W3 103 2 MI
bapmaneBTHIECKONH KOMIIO3HLIUK MOKET OBITh BBEJICHA C MOMOLIBIO IIMPHULIA B BHE ABYX OTAEIBHBIX
103 1o 1 M.

[00526] B HEKOTOpBIX BapWaHTaX OCYLIECTBJICHUS IIMPHUI[ MOXKET MPEACTABISATb COOOMU
3apaHee 3anOJHEHHbIN IITPULL

[00527] B HekoTOphIX BapuaHTaX OCYINECTBJIEHUS (papManeBTHUECKAs KOMITO3ULIHS
MOJKeT OBITh BBEJIEHa BHY TPUMBILICYHO.

[00528] B HekoTOphIX BapuaHTaX OCYINECTBJIEHUS (papManeBTHUECKas KOMITO3ULIMS
MOJKET OBITh BBEJIEHA MOIKOKHO.

[00529] B HEKOTOpBIX BapHaHTaX OCYINECTBJIEHHUs (PapMaLeBTHUECKass KOMITO3ULIMS

MOJKET OBITh BBCACHA BHYTPHUBCHHO.
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[00530] B cooTrBercTBUM € APYTUM IIMPOKUM ACHEKTOM MPEIaraeTcs NPUMEHEHHUE IS
JIEYSHHsI aHKUJIO3UPYIOLIETO CIIOHIMIOAPTPUTA MOXKET OCYIIECTBIISITECS Iy TEM BBEACHUS CYOBEKTY 2-
MIUTHIIUTPOBOH 103bI YKa3aHHOH (hapMalieBTHYEeCKON KOMITO3ULNH, copepskamieii 120 mr Heraknmaba,
OZMH pa3 B HeAenro B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10, 12 u, HauuHas ¢ Heaenu 16, nmyTem BBeIECHUS
2-MUJUTUIIATPOBON 103BI (PapMalLieBTUUECKON KOMIO3ULINY, coaepkaieit 80 Mr HerakuMada, KoTopast
BBOJUTCSI ONMH Pa3 KaXble ABE HEAEIH IOCIIE STOrO.

[00531] B cooTBercTBUU € APYTUM LIMPOKUM ACIEKTOM IPENJIaraeTcsi IpUMEHEHUe s
JIEYCHUS] aHKUJIO3UPYIOLIETO CIIOHIMIOAPTPUTA MOXKET OCYIIECTBISITCS IyTeM BBEIEHUsI CyObeKTy 2-
MIJUTHJINTPOBOI 103BI YKa3aHHOH (papMaLeBTUYeCKONH KOMITO3UIMY, coneprkamel 80 Mr Heraknmaoa,
OZIWH pa3 B HeAenro B TeueHue Henenu 0, 1, 2, 4, 6, 8, 10, 12 u, HauuHas ¢ Heaenu 16, myTem BBeIEeHUs
2-MUJUTHJIMTPOBOM J103bI (hapMaLeBTHUECKOW KOMIO3ULIUH, coaeprxkameii 120 mr Hetakumada, KoTopast
BBOJUTCSI OIVH Pa3 KaXkAble ABE HEAENHU MOCTE 3TOrO.

Kpartkoe onucanue ueprexen

[00532] H3o0pereHue cTaHeT O0JIee MOHSATHBIM U3 MOCIEAYIOMIETO MOIPOOHOTO OMUCAHUS
BAPHUAHTOB OCYIIECTBIIEHHS HACTOSIIETO N300PETEHUS CO CChUIKOM Ha MPHJIAraeMble YePTEXKH, TIe:
[00533] Qurypa 1 mnpeacraBisier coOol rpaduk, HUTFOCTPUPYIOIIUN 3aBHCUMOCTD

ONTHUYECKOH TUIOTHOCTH pacTBOpoB npu 400 HM, Kak PyHKUUs, OT KoHUeHTparwn [I121 B mpumepHbIX
komnosuiusix aHTu-1L17a anTutena ¢ pasnuaHbIMHA Oy (EepHBIMU areHTaMH,

[00534] Qurypa 2 mnpexncraBisier coboil rpaduK, WUUTIOCTPUPYIOMUN 3aBHCHUMOCTH
ONITUYECKOH TUIOTHOCTH pacTBOpoB npu 400 HM, Kak PyHKUUs, OT KoHUeHTparwn [I21 B mpumepHBIX
Komro3uusix aHTH-1L17a aHTHTENa ¢ Pa3NMYHBIMU KOHLEHTPALMSIMA TMCTUAMHA W/WINA Pa3InYHbIM
pH;

[00535] Qurypa 3 mnpexcrasisier coboll rpaduK, WUTIOCTPUPYIOMIUN 3aBHCHMOCTH
ONTUYECKOH TIIOTHOCTH pacTBopoB rpu 400 HM, Kak (yHKIMIO, OT KoHUeHTpauuu [13I" B mpumepHbIX
koMno3unusx aHTu-IL17a anturena ¢ pa3nuuHbBIMM OCMOTUYECKUMU areHTaMu, U

[00536] Qurypa 4 mnpencrasisier coboil rpaduK, WUTFOCTPUPYIOLIUN 3aBUCUMOCTH
ONTUYECKOH IIIOTHOCTH pacTBopoB mpu 400 HM, kak (yHKIMIO, OT KoHUeHTpauuu [13I" B npumepHbIX
komno3uiusax aHTu-IL17a aHTHTENa ¢ pasnMYHBIMU COTIOOMIM3ATOPAMH W/WIM KOHLEHTPALUSMU
COIOOMITU3aTOPOB.

[00537] ®urypa 5 npeacrassier coOoil rpapuK, UWILTFOCTPUPYIOIIUIN JOJIO MAlMEHTOB B
KaX101 rpymmne uccienopanus, koropblie nocturinu PASI 75 k nenene 12 neuenus (uccnenosanue BCD-
085-2).

[00538] ®durypa 6 npencrapisier codoi rpag UK, WLTFOCTPUPYIOLIUIN OJO MALIMEHTOB B
KaKIOH rpy1ie uccnenoBanusi, kotopbie gocturiv PASI 75 x nenene 4, 8 u 12 nedenus (ucciaenoBanme
BCD-085-2).

[00539] Odurypa 7 npexncraBiusier cobod rpaduK, WUTIOCTPUPYIOIIMM 3HAYEHHE
MPOLIEHTHOTO yiy4dmeHuss uHaekca PASI oTHocuTenpHO MCXOmHOro ypoBHsi Ha Henene 4, 8 u 12
neuenns (nccnenosanue BCD-085-2).

[00540] Ourypa 8 mnpencraBnsier cobol TpaduK, WUTIOCTPUPYIOIIHMNA 3HAYSHHE
IpoLEeHTHOro yayuieHus: uaekca NAPSI oTHocuTenbHO HCXOAHOTO YPOBHS Ha Hezene 12 jedeHus
(uccnenosanne BCD-085-2).

[00541] Qurypa 9 npencraBisier cobol rpaduK, WUTFOCTPUPYIOIUN TPOPUIH
KOHLIGHTPALlMK HETakuMmada TOocCjie TepBOM HWHBEKIMM W  TIOKa3bIBAOINUN  CpPENUHHBIE |
MEKKBapTHJIbHbIE JUANa30Hbl, MUHIMAJbHbIE U MaKCUMaJIbHbIe 3HaueHus (uccnenoanue BCD-085-
2).

[00542] @urypa 10 mnpexacrasisser coboii rpaduK, WLTOCTPUPYIOMUN TPOQUIH
KOHLIEHTpAaMK HeTakuMaba Iociieé HECKOJbKUX WHBEKLUH M IOKa3bIBAIOIIMNA CpPEeJUHHBIE |

MEXKBapTHJIbHbIC AUANa30Hbl, MUHIMAJIbHbIE U MaKCUMaJIbHbIe 3HaueHus (uccienoanue BCD-085-
2).

[00543] Qurypa 11 mnpencraBiasier coboii rpaduk, WUTIOCTPUPYIOIUN AM3aiH
uccienosanus (uccienosanne BCD-085-2ext).
[00544] @urypa 12 npencrasisieT coboil rpaduk, WUTFOCTPUPYIOLINI JOJIO MAallUeHTOB,

nocturnx PASI 75 nocne ognoro roga neuenus (Henesst 38 uccnenoBanus BCD-085-2ext).
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[00545] @urypa 13 npencrasisieT codoil rpaduK, WLTFOCTPUPYIOLINI JOJIO MAlUEeHTOB,
nocturmux PASI 90 mocne 52 nenens nevenus (38 Henens uccnenosanust BCD-085-2ext).

[00546] @urypa 14 npencrasisiet codoil rpaduk, WLUTFOCTPUPYIOLINI JOJIO MAlUEeHTOB,
nocturmux PASI 100 nocne 52 nenens neuenus (38 nenens uccnenosanust BCD-085-2ext).

[00547] @urypa 15 npencrasisieT codoil rpaduk, WUTFOCTPUPYIOLINI JOJIO MAallUEeHTOB,
nocturmux uHaekca SPGA 0-1 nocne 52 nenenb neuenus (38 nenensb uccienosanus BCD-085-2ext).

[00548] ®urypa 16 npencrasnsieT codoii rpaduk, WILTFOCTPUPYIOIIUI A0 MAMEeHTOB,
nocturiux uHaekca sSPGA 0 (uucras koska) nmocne 52 nenenb jedenus (38 Henenb uccnenosanus BCD-
085-2ext).

[00549] ®durypa 17 npencraBiser coboii  rpaduk, HLIFOCTPUPYIOIMMNA  IJIaH
uccnenoanus (ncciaenosanue BCD-085-7).

[00550] ®urypa 18 npeacrapnsier codboli rpaduk, WUTOCTpUpyromuii onpenenenue PASI
75/90/100 u sPGA 0-1 (ITT-nonyssimmst, n=213) (uccnenosanue BCD-085-7).

[00551] ®durypa 19 mpencrasisier coOoil rpaduk, WLTFOCTPUPYIOIUNA OTHOCUTENBHOE
u3MeHeHue, BbipaxkeHHoe B Oawtax PASI, na nenene 8 u 12 (Busut 6 u 8) B rpynne ITT-nonynsuun
(n=213) (uccnenosanue BCD-085-7).

[00552] ®durypa 20 mnpexacraBnser cobol rpaduk, WUIFOCTPUPYIOIIUNA H3MEHEHHE
3HAYEHHH BBIPAKEHHOCTHU 3y/a (1o mKkane VAS) OTHOCHTENBHO UCXOJHBIX XaPAKTEPUCTUK HA HEJee
1 u 12 (Busut 2 u 8) B rpynme ITT-nonyssiumu (n=213) (uccnenosarnne BCD-085-7).

[00553] @urypa 21 mnpeacraenser cobol rpaduk, WUIFOCTPUPYIOIIUNA HU3MEHEHUE
3HaueHHH, BeIpakeHHOe B Oamuax DLQI Ha Henene 8 u 12 (Busut 6 u 8) B rpynmne ITT-nonymsiumnn
(n=213) (uccnenosanne BCD-085-7).

[00554] Qurypa 22 mnpeacraBisieT coOoOW rpaduk, WUIFOCTPUPYIOIIUNA HU3MEHEHUE
3HaueHul, BeipakeHHoe B Oammax NAPSI ma wemene 12 (N=131) (Ha ¢ur. moka3aHO CpeIUHHOE
3HaueHue) (uccienosanrie BCD-085-7).

[00555] Qurypa 23 npencrasiseT coOol rpaduK, MILTIOCTPUPYIOIUI OO MALMEHTOB,
nocturmx ACR 20/50/70 (cpenu O0IBHBIX IICOpUATUYECKUM apTpuTOoM, n=15) (uccnenosanne BCD-
085-7).

[00556] Qurypa 24 npencrasisier codoi rpaduK, WILTFOCTPUPYIOIMUN OO MAIHEHTOB C
orBeToM ASAS20 Bo Bpems uccnenosanus (ucciaenosanue BCD-085-3).

[00557] ®urypa 25 npencrasisier coO0 rpaduK, MIUTHOCTPUPYOLIHIA TOMO MALIHEHTOB C
orBeramMu ASAS20, ASAS40 u ASASS/6 Bo Bpems uccnenosanust (nccnenosanne BCD-085-3).

[00558] ®urypa 26 npencrasisier codoit rpaduK, HWUTOCTPUPYIOLINI (HapMaKOKHMHETHKY
TIOCJIe BBEICHUSI €NMHUYHOM 1036l (uccnenoBanne BCD-085-3).

[00559] ®urypa 27 npencrasisier codoit rpapuK, WLTOCTPUPYIOLINI (HapMaKOKUHETHKY
NOCJIe BBEICHUSI HECKOJIBKUX 103 (nccienoanue BCD-085-3).

[00560] Qurypa 28 mpeacraBiasier coboii rpaduK, WUTOCTPUPYIOIIUN AHM3aiH
uccnenosanus (nccaenosanue BCD-085-3ext).

[00561] Qurypa 29 mpencraisier coOol  rpaduk, HLTFOCTPUPYIOIMUNA OO
MIOJIOXKUTEJIBHO OTBEYAIOIMX HA IIPOBOAMMOE JICYCHUE MAIEHTOB coracHo nHaekcy ASAS20 (Henens
16).

[00562] @urypa 30 mpencraBisier coOoil rpaduK, HUTFOCTPUPYIOMUN OCHOBHBIE
BTOPOCTETICHHBIE KPUTEPUU OLEHKH (CpeqHee 3HAYeHHE W3MEHEHHs OTHOCHUTENIbHO HCXOIHBIX
XapaKTepUCTHK Ha Henene 106).

[00563] @urypa 31 npexacrasisier codoli rpad UK, WILTFOCTPUPYIOIIUN CpeIHee 3HAUCHHE
M3MEHEHHUs] OTHOCUTENIbHO NCXOMIHBIX XapakTepucTHK B 6amnax MPT.
[00564] @urypa 32 nmpexacrapisieT coOoi rpaduk, WLTIOCTPUPYIOMUN OOIIYI0 OLEHKY

Oonu B crivHE, onpenesneHHy o B npenenax 16 Henens nuccnenosanust ASTERA (cpennue 3Hauenus) (*
P<0.05 nnsa cpaBHeHMs ¢ muianedo).

[00565] Qurypa 33 npeacrasisier coOoi rpaduk, WILTIOCTPUPYIOLINI H3MEHEHHE YPOBHS
no mkanam BASDAIL BASFI u QoL Ha nenene 16 (3HaueHus).

IHonpoOHoe omucanue
[00566] OITPEJEJIEHMAL:
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[00567] "MOHOKJIOHAJIbHOE aHTUTENO", KaK UCTIONB3YETCs B TAHHOW 3asiBKE, OTHOCUTCS K
aHTUTENy, MOJY4YEHHOMY U3 JIaMbl, XMUMEPHOMY AHTHUTENy, I'YMAHU3UPOBAHHOMY AaHTUTENy WU
MOJIHOCTBIO YEJIOBEUECKOMY AHTUTENy, €CJIM B JJAHHOH 3asBKe He yKa3aHO MHOe. MOHOKJIOHAJIbHbIE
aHTUTENA 110 U300PETEHNIO0 MOTYT OBITh MOJIyU€Hbl C UCIOJIb30BAHUEM, HANIPUMEDP, PEKOMOMHAHTHBIX
TEXHOJIOTUH, TEXHOJOTHH (paroBOro AMUCIUIES, CUHTETUYECKUX TEXHOJOIMH MM KOMOMHAIMH TaKUX
TEXHOJIOTUI WU APYTUX TEXHOJIOTUH, XOPOILIO U3BECTHBIX U3 YPOBHS TEXHUKH.

[00568] "MOHOKJIOHAJIbHOE aHTUTENO" OTHOCUTCS K aHTHUTENY, IMOJIyYeHHOMY U3 €IHHON
KOIWY WM KJIOHA, BKJIFOUasi, HApUMep, JIF0OO0H 5yKapuOTHYECKHUH, TPOKAPHOTHIECKUI HITH (HaroBblil
KJIOH, a He K CrmocoOy ero mojydeHus. "MOHOKJIOHAJIbHOE aHTHTENO" MOKET ObITb HHTAKTHBIM
AHTHUTEJIOM (COAEpIKAIMM TIOJHBIM WM TMOJHOpPa3MepHbI Fc-ydacTok), MO CyLIeCTBY WHTAKTHBIM
AHTHUTEJIOM, YaCThIO MU (PArMEHTOM aHTHUTENIA, COACPIKAIMMHU AHTHIEH CBSI3YIOLIYIO YaCTh, HATPHMED
Fab-¢parment, Fab'-pparment wnu F(ab')2-¢pparMeHT U3 naMbl WM XUMEPHOTO, T'YMaHHU3UPOBAHHOTO
Wi 4enoBedeckoro antrurena. "Fab”-gparmeHT comep:kuT BapuaOeNbHbIH M KOHCTAHTHBIH JOMEH
JIETKOM 1ienH, 1 BapuabesbHbIN JOMeH U nepBblil koHCTaHTHBIN qoMeH (CH1) Tsoxenoii nenm. "F(ab')2"-
¢dparmenTsl aHTUTENA comepkaT mapy Fab-gparmMeHTOB, KOTOpBIE B OCHOBHOM KOBAQJIEHTHO CBSI3aHBI
BO3JIe X C-KOHIIOB OCTATKAMH HIAPHUPHBIX [IUCTEHMHOB. JIpyrie XUMHUYECKHE CBA3bIBAHHS ()PAarMEHTOB
AHTHUTEJ TaKXKe XOPOILIO U3BECTHBI U3 YPOBHS TEXHUKU.

[00569] Kpowme Toro, "MOHOKJIOHAIbHOE aHTUTENO", KaK UCTIONb3YETCS B JTAHHOU 3asiBKE,
MOJKeT OBITh OHOLETIOUeYHBIM Fv-(pparMeHTOM, KOTOpPBI MOXKET ObITh MOJYYEH MyTEM CBSI3BIBAHUS C
JHK, xomupyromeii VHH u VL, ¢ nuHKepHOH MOCIenoBaTeabHOCTBIO. Jlo Tex mop, moka Oenok
COXpaHsIeT CIOCOOHOCTh CHEU(PUUECKOr0 WM TMPEANOUTUTEIBHOIO CBS3BIBAHUS C MHIIEHBIO
(HarpuMep, 3TUTON WM AHTUIEH), OH OTHOCUTCS K TE€PMHUHY "aHTHTEeNno". AHTHTENa MOTYT ObITh
TJTUKO3MIMPOBAHHBIMH, TN HE OBITh TAKOBBIMH, U BXOAT B PAMKU H300PETEHHSL.

[00570] TepMuH "npousBonHOe" WM «BAPUAHT» aHTUTEJA B KOHTEKCTE JaHHOI 3asBKU
OTHOCUTCSI K MOJIeKyJle, AaMHHOKMCJOTHAs IOCJIENOBAaTeJbHOCTb KOTOPOH OTIMYaeTcs OT
AMHHOKHCIJIOTHOM TMOCJIEIOBATENbHOCTH "POAUTENBCKOrO" aHTUTENa MyTeM IOOaBJICHUs, AENEeIH
W/ 3aMeIeHus] OAHOro wiu Ooyiee aMHHOKHCIOTHBIX OCTaTKOB B  IOCIENOBATENbHOCTH
POAUTENBCKOrO aHTUTENA. B MpeAnoYTUTEebHOM BapHaHTe OCYIUECTBJICHMsI aHTUTENO COAEPKUT IO
KpaliHell Mepe OJHY AaMHHOKHCIOTHYIO (HampuMmep, OT ONHOW 10 MNPHUOJU3UTENBHO IeCATH H
npeanoyrutensHo 2, 3, 4, 5, 6, 7 unu 8 3ameH) 3ameny B FR- nnu CDR-y4acTkax ponuTenbCckoro
anTutena. MaeHTUYHOCTh UM TOMOJIOTMYHOCTb OTHOCHTENIBHO IOCJENOBATEIbHOCTH BapPUAHTHOIO
aHTUTeNla OIpefeNeHa B JAHHOW 3asdBKe KaK MPOLEHT AaMHHOKHCIOTHBIX OCTaTKOB B
NIOCJIEIOBATEIbHOCTH BAPUAHTHOIO aHTUTENA, UEHTUYHBII OCTaTKaM POAUTEIbCKOIO aHTUTENA, MOCTIe
BBIPABHUBAHUSI TIOCJIEAOBATEIbHOCTEH U BBEIEHUS Pa3pbIBOB, MPHU HEOOXOAMMOCTH, ISl TOCTHXKEHHUS
MaKCHMAaJIbHOTO MPOLIEHTa UJEHTUYHOCTH MOCJIE0BATEIbHOCTH.

[00571] [Tpou3BonHOE (OT POJUTEIBCKOr0) aHTUTENA COXPAHSET CIOCOOHOCTD CBSI3bIBATD
AHTUTEH WIH MPEANOYTUTENBbHO 3IHUTOI, C KOTOPBIM CBSI3bIBAETCS POAMUTENBCKOE AHTUTENO WU
NPEATIOYTUTENIEHO UMEET IO KpaitHel Mepe OHO CBOWCTBO MIJIM OMOJIOTUYECKYH0 aKTHBHOCTh, KOTOpast
IIPEBOCXOAUT  aHAJOTHYHbIE  CBOWCTBA  POAUTENbCKOro  aHTurena. Hampumep, aHTHTENnO
NPEATIOYTUTENIbHO obyaaeT Oonbluei arperaiMOHHON CTaOMJIBHOCTBIO WM CHIIBHOH a(pUHHOCTBIO
CBSI3bIBAHUS, YJIYUIICHHBIMH (DapMAaKOKHHETHUECKUMH CBOMCTBAMH WJIM MOBBIIEHHON CIIOCOOHOCTBIO
UHTUOMPOBATH OMOJIOTHYECKYIO aKTUBHOCTb AHTUTE€HA, YEM POAUTEIECKOE aHTHUTEIO.

[00572] Tepmun "VHH-npousBogHoe" B KOHTEKCTE MAaHHON 3asiBKU OTHOCUTCS K
npousBogHbiM  VHH-anturen, d9bs aMHHOKMCIOTHAs IMOCJIEAOBATEIbHOCTh  OTJIMYAETCsl  OT
aMUHOKHCJIOTHOHN nocnenoBaTenbHOCTH "poaurensckoro” VHH-anTuTeNna nytem 3ameleHus OJHOTO
wii Oonee aMHUHOKHCIOTHBIX OCTATKOB B IOCIENOBATEIBHOCTH pPOAHMTEIBCKOrO aHTUTena. B
MPEeANOYTUTENBHOM U3 BApUAHTOB ocyuiecTsiaeHuss VHH-anTuTeno cogep:xur no kpaHen Mepe OaHy
AMUHOKUCJIOTHYIO (HampuMep, OT OAHON A0 MPUOIHM3UTENIbHO IBAAIATH U MPEANOUTUTENbHO 2, 3, 4, 5,
6, 7 unu 8) 3ameny B FR- mimn CDR-yuyacTkax poauTesIbCcKOro aHTUTENA.

[00573] IIpoun3BonHOE aHTUTENIO COXPAHSIET CITOCOOHOCTD CBSI3bIBATH TOT YK€ AHTUTEH MU
MPEANIOUTUTENBHO 3MUTOI, C KOTOPHIM CBSI3bIBAETCS] POAUTENBCKOE AHTUTENIO WUJIH MPEANOYTUTENBHO
UMeeT MO KpaiiHel Mepe OIHO CBONCTBO WJIM OHOJOrMYECKYI0 AaKTUBHOCTb, KOTOpas MPEBOCXOIUT
aHaJIOTHYHBbIE CBOMCTBA POAMTEIBCKOrO aHTUTENa. Hanpumep, aHTUTENO MPENNoYTUTENbHO 00anaeT
Oosblell arperaliMOHHON CTa0MIBHOCTBIO WIIM CHIIBHOH a)(PMHHOCTBIO CBSI3BIBAHUS, YJYYIIEHHBIMU
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(bapMakOKMHETUYECKMMHU  CBOWCTBAMHM WM  TOBBIIEHHOW  CIOCOOHOCTBIO ~ MHIMOHPOBATH
OHMOJIOTNYECKYI0 aKTUBHOCTb AHTHI€HA, YeM POIUTENBCKOE AHTHTEINO.

[00574] "Pogurensckoe VHH-antuTeno", win "ucxomnoe VHH-antuTeno", unu "nukoe
VHH-anTtureno" B KOHTEKCTe AaHHOW 3asBKM oOTHocuTCcs k VHH-anturenmy, BbIgeNeHHOMY U3
UMMYyHHU3UPOBAHHOTO WJIH HEUMMYHH3HUPOBAHHOTO JKUBOTHOTO CEMEHCTBa BepONIOJOBBIX U
KOANPOBAaHHOMY aMMHOKUCJIOTHOM MOCJIEAOBATENbHOCTBIO, KOTOPAsi UCIONB3YETCsl Ml MOJy4eHHs
VHH-BapuanTa. PoauTenbCkoe aHTUTENO MOXKET MMETb KapKacHyK IOCIEeI0BATEIbHOCTD
IPOUCXOXKACHUSI U3 CeMelcTBa BepOMOAOBBIX (B OTHOIIEHHMH BapuadenbHOro nomena VHH), Ho
IPEANOYTUTENIBHO KapKacHasl IOCJIENOBATENIbHOCTh BapuabeNbHOrO JOMEHA JIETKOW Lenud HMeeT
MIOJIHOCTBIO HUIH, 10 CYIIECTBY, Y€JIOBEUECKOE MPOUCKOKICHHE.

[00575] "Popurenbckoe", unu "ucxomHoe", wiu "mukoe" aHTUTENO B KOHTEKCTE JaHHOM
3asiBKM TIPEICTABJISIET COOOH aHTUTENO, KOIUPOBAHHOE AMHUHOKHUCIOTHOW MOCJIEIOBATEIBHOCTHIO,
KOTOpasi UCTIONIb3YeTCsl IS MOJIy4YeHus BapuaHTa. PonuTenbckoe aHTUTENO MOXKET UMETh KapKacHYIo
NIOCJIEIOBATENIbHOCTD MPOUCXOKACHUSI U3 CeMeHcTBa BepONIIOOBBIX (B OTHOIIEHHH BapHAOENbHOTO
nomeHa VHH), HO mpennouTHTeNpHO KapKacHas MOCIIEeN0BATENbHOCTh BAPHAOEIbHOTO JOMEHA JIETKOH
L[eNU UMeeT MOJHOCTBIO MIIH, 110 CYLIECTBY, YEJIOBEUECKOEe MPOUCXOXKIEHHUE.

[00576] Tepmun "crneuupuuecku CBSI3BIBAET', KaK HCIONB3YETCS B JaHHOW 3asiBKe,
OTHOCHUTCSI K TOH CHTYalWH, MPH KOTOPOH OJWH YYACTHHUK Mapbl CHEUU(PUIECKOTO CBSI3bIBAHUS HE
CBSI3bIBACT B 3HAYUTENBHOW CTEMEHW MOJIEKYJIbI, OTJIUYHbIE OT €ro mnapTHepa (MapTHEPOB) IO
ceun(pUIecKOMy CBSI3BIBAHUIO. TEPMHH Tak)ke MPUMEHUM, KOT/Ia, HAapUMep, aHTUT€HCBSI3bIBAKO LM
JIOMEH aHTUTEJA 110 U300PETEHHIO SBIISETCS CIIELUPIUECKUM MO0 OTHOLIEHUIO K KOHKPETHOMY 3TIUTOIY,
KOTOPBII TEPEHOCHTCSl PSAAOM AHTUICHOB, B TAKOM Cllydae CIelu(UUecKoe aHTHTENO, MMEIoIIee
AHTUTeHCBS3BIBAIOIIMN JTIOMEH, OyAeT CrmocoOHO K cnenu(pu4ecKoMy CBSI3BIBAHUIO Pa3IMIHBIX
AHTUTeHOB, HecyIux >nuTorn. COOTBETCTBEHHO, MOHOKJIOHAJIBHOE AaHTHUTENIO IO H300pETEeHHIO
cneunguueckn cpsspiBaercst ¢ IL-17 venoseka (IL-17A), B TO BpemMs Kak OHO CIEIU(PHUECKH He
cea3biBaeTcsi ¢ denoedeckumu IL-17B, IL-17C, IL-17D, IL-17E. bonee TOro, MOHOKJIOHaJIbHOE
aHTUTENO 1O U300pereHuto criermduyecku cessbBaer 1L-17 yenoseka u IL-17 makaku-kpaboena, HO
cneunguvecku He cBsazbiBaeT [L-17 kpoice! i IL-17 Mprmm.

[00577] TepMuH "MpeAnouTUTENBHO CBS3BIBAET", KaK HCIOJIb3YETCS B JaHHOW 3asiBKE,
OTHOCUTCS] K TAKOW CUTyaLlMH, B KOTOPOH aHTUTENO CBSI3bIBAET CHElM(HUECKUI aHTUTeH 1O KpaliHen
Mepe npuban3uTeNnsHO Ha 20% OoJiblie, MPeanoYTUTENBHO MO KpaliHel Mepe npudnusurenabHo Ha 50%
u B 2, 20, 50 umm 100 pa3 Gosbine, 4eM OHO CBSI3bIBAET MHON aHTUTEH B COOTBETCTBUHU C U3MEPEHUSIMH,
IPOBEIECHHBIMH 110 METOAMKAM, U3BECTHBIM M3 YPOBHS TEXHHMKH (HampuMep, KOHKYPEHTHBIH aHaIn3
ELISA wmu KD wusmepenus: npu nomornu mnpubopa Octet). AHTHTEIO MOMKET MNPEeNrnOYTHTEIbHO
CBSI3BIBATH OJMH 3MMTON B INpeAesaXx aHTUIeHa, a He APYrod 3MUTON B MpeAesax TOro K€ Camoro
antureHa. COOTBETCTBEHHO, AaHTHUTEJIO IO N300PETEHUIO MPEATIOUTUTENBHO CBsi3biBaeT IL-17 uenosexka,
HO He [L-17 kponuka.

[00578] Tepmun "smuTon" OTHOCHUTCS K TOH YacTU MOJIEKYJIbI, KOTOpasi CIOCOOHa
pacIio3HaBaTbCSl M CBSI3bIBATHCS C AHTUTEJIOM B OAHOM WJIHM 0OJiee aHTHUIE€HCBSI3bIBAIOLINX YYaCTKAX
aHTHUTeNa. JMUTOMBI YaCTO COCTOSAT U3 XMMHUYECKU aKTUBHBIX [TOBEPXHOCTHBIX IPYIII MOJEKYJ, TaKUX
KaK aMHUHOKHCIOTHI WJIM CaxapHble OOKOBBIE IemHu, W OOJamarT OmpeneleHHbIMH 3-D
xapaktepuctukamu. Iloxm "uHruOupyromum snutonoM” W/win "HEWTPATU3YIOMUM 3THTONOM"
MOJIpa3yMeBaeTCs SIUTOI, KOTOPbIN B KOHTEKCTE UHTAKTHON AHTUT'€HHOM MOJIEKYJIbI U IIPU CBSI3bIBAHUU
AHTHUTEJIOM, CHEelU(UIECKHM K 3THUTONY, NMPUBOAUT K yTPaTe WIM K YMEHBLICHHIO OMOIIOTHYECKOM
AKTUBHOCTH MOJIEKYJIbI WJIM OPTaHU3Ma, KOTOPBIH CONEPIKUT MOJIEKYJTY, 1N VIVO MJIH in Vitro.

[00579] Tepmun "smuTon", Kak UCMONIB3YETCS B TAHHOW 3as1BKE, KPOME TOT'O, OTHOCUTCS
K YacTH TMOJIMIIENTHAA, KOTopas oOJagaer aHTUT€HHOM W/WIM HWMMYHOT€HHOH AaKTHBHOCTBIO Y
JKUBOTHOTO, MPEANOYTUTENbHO MJEKOMUTAIOIIEro, HAMpUMep MbIIIM MW 4eloBeka. TepMuH
"aHTUT€HHBIN 3MUTON", KaK UCIIONb3YETCs B AAHHOH 3as1BKe, SABJIAETCS YaCThIO MOJIUNENTH A, C KOTOPOH
MOJKET CIIEeLU(PHUECKHU CBSI3bIBATHCS AHTHUTEJNO, ONPEeNIeHHAas! JJIOOBIM CIIOCOOOM, XOPOIIO U3BECTHBIM
U3 YPOBHS TE€XHMKH, HampuUMep NpH MOMOLIY TPaJULUOHHOIO MMMYHHOIO aHaiu3a. AHTUTE€HHBbIE
SMUTONBI HEe 0053aTeIbHO AOJDKHBI OBITh HMMYHOT€HHBIMH, HO MOTYT TakXKe€ ObITh MMYHOT'€HHBIMH.
"MIMMyHOT€HHBIN STIUTOMN", KaK UCTIONb3YETCs B JAHHOH 3as1BKE, ONPEENAeTCsl KaK 4acTb NOJUMNEeNTHAA,
KOTOPBIH BBI3bIBAET OTBET AHTHUTEJNA Y JKUBOTHOT'O, KAK yCTAHABINBAETCSI JIIOOBIM CIOCOOOM, H3BECTHBIM
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u3 ypoBHs TexHUKH. "Henmnuelnplil snuron" mim "KoH(pOPMAMOHHBIA STIUTON" COAEPIKAaT HECMEKHBIE
NOJUMENTHAbl (UM aMHUHOKHCIIOTBI) B Ipenenax aHTUTEHHOTO NPOTEHHA, C KOTOPBIM AHTHTEINO,
cenn(pUIecKoe K SMUTOIY, CBSI3bIBAETCSL.

[00580] Breipaskenuss  "QyHKOMOHaNBHAST ~ aKTUBHOCTB"  WiIM  "(YHKIHOHAIbHAS
XapaKTepUCTHKA" WM TEPMUHBI "OHOJOrHYecKasi akTUBHOCTD" WM "aKTUBHOCTB' IO OTHOIICHUIO K
aHTUTEITy 110 N300PETEHUIO UCIIONB3YIOTCS B JAHHON 3asiBKE KaK B3aMMO3aMEHsIEMble U BKJIOYAIOT, HO
HE OrPAHWYMBAIOTCS NPUBENSHHbIMH, OJIUTOI/AHTUTEHHYIO apPUHHOCTP U  CHenu(pUIHOCTb,
CIOCOOHOCTh HENTPaNTN30BaTh WK ObITh aHTaroHucToM IL-17 in vivo wiu in vitro, IC50, crabunbHOCTB
aHTUTENIA 1 UMMYyHOT'€HHbIE CBOHCTBA aHTHUTENA in vivo. OcranpHble HASHTHOUIMPYEMBbIE U3 YPOBHS
TEXHUKH OWOJIOTHUECKHE CBOWMCTBA WM XapPAaKTEPUCTHKH aHTHTENA BKJIIOYAIOT, HaIpuMep,
NIEPEKPECTHYIO PEAKTUBHOCTD (T.€. C HEYEJIOBEYECKUMH FOMOJIOTAMHU TIENTUAA-MHUIIEHH WIH C Py TUMHU
OeskaM¥ HJTH MUIIEHSIMH) U CIOCOOHOCTh COXPAHSTh BBICOKHE YPOBHH SKCIPECCUU MTPOTEHHA B KJIETKAX
MJIEKOIUTAIOLINX. BhIlieyka3aHHbIe CBOMCTBA WM XaPAKTEPUCTHKH MOTYT HAOJIOAThCS, U3MEPSIThCS
WIM OLEHUBATBhCSl C HCIOJb30BAHHMEM METOAMK H3BECTHOIO YPOBHS TEXHUKH, BKJIIOYas, HO He
orpannuuBasch UMy, aHaiau3 ELISA, xonkypenTHbni ananu3 ELISA, ananus mpu nomomu Octet,
aHAIM3bl HEUTpaHM3aluK Iin VItro WM in vivo 0e3 OrpaHWyYeHul, pelenTopHOe CBSI3bIBAHUE,
NPOAYLMPOBAHUE W/MIM CEKPEIHI0 LIUTOKMHA WK (paKTOpa POCTa, CUTHAIBHYIO TPAHCAYKLHIO U
MMMYHOTHCTOXUMHUIO CPE30B TKaHEH, MOJYyYeHHbIX W3 Pa3JIMYHBbIX HCTOYHUKOB, BKIJIIOUas 4deJOBeEKa,
NpUMarta WK JTF0O0H APYroi UCTOUHUK.

[00581] Iomynsiiiust "MOHOKJIOHAJIBHBIX AaHTUTEN", KaK HCIOJb3YeTCS B HACTOSIIEM
IOKyMEHTE, OTHOCHTCSI K TOMOT€HHON MIJIM 1O CYIIECTBY TOMOTEHHON MOMYyJSIUMU aHTHTEN (T.€. 1O
KpaiiHeii Mmepe npubamsuTeapHo 96%, HO GoJiee MPEANOYTUTENBHO MO KpaliHel Mepe MPUOIU3UTEEHO
97 nmm 98% wnu emre OoJiee MPEAIOYTUTENLHO IO KpaiiHel Mepe 99% aHTUTEN B MOMyJISIUUU Oy Iy T
KOHKypHpoBaTh B aHanmu3e ELISA 3a TOT ke aHTMreH WM SMUTON, WiM Oojee MpennoyYTHTEIbHO
aHTHTEJNA SIBJISIFOTCS UACHTHYHBIMH B AMUHOKHCIIOTHON TIOCIIEOBATENBHOCTH).

[00582] IMonHOpa3MepHOE aHTUTENO, CYIIEeCTBYIOIIEe B MPUPOIE, MPEACTaBisieT coboi
MOJIEKYJTy HIMMY HOTJIOOYJIFHA, KOTOPasi COCTOUT U3 YeThIpeX MOJIUMENTHIHbIX Hernel (n8e Tsokenbie (H)
uenu (npudmsurensHo 50-70 k/la npu nonHo# nnmue) u ase nerkue (L) nenu (mpubnusurensHO 25
k/la mpu NoOJHON 1uMHE)), CBA3AHHBIX JUCYJIb(PUIHBIMA MOCTHMKAMU. AMHUHOKOHIIEBAsI 4aCTh KaKIOH
LIeNN BKJIFOUAET BapradebHbIi JoMeH u3 npubiausurenbHo 100-110 unu Gosiee aMUHOKHUCIIOT, KOTOPBIE
OTBEYAIOT 3a CBsI3bIBaHME aHTUTeHa. KapOOKCHKOHLIEBast 4aCTh KAXKIOH LIENH ONpeieNsieT KOHCTAHTHbIN
y4acTOK, IJIaBHbIM 00pa3oM, oTBevaronmii 3a pynkuuio s¢p¢dexropa. Jlerkue nenu xnaccupumpyoT
KaK Kamma wid JisiMOZa, U OHH XapakTepH3YIOTC CHEeLU(pUYHBIM KOHCTAHTHBIM y4acTKoM. Kaxnast
JieTKasl IIelb COCTOUT U3 BapruadebHOro yuacTka N-KOHLIEBOH Jierkoi nemnu (B qaHHoM 3asiBke "VL" wiu
"VK") 1 KOHCTAaHTHOT'O y4acTKa JIErKoH 1ienu, cocrositero u3 oguoro nomena (CL wnu CK). Tsoxenbie
enu KiaccupuuupyroT kak vy (ramma), 6 (menbrta), anbda (o), Mo (W) WK 3MCUIOH (&), U OHU
OTIpeAeNAIOT U30TUN aHTuTena, Takon kak IgG, IgM, IgA, IgD u IgE, cooTBETCTBEHHO, 1 HECKOIBKO U3
HUX MOTYT OBITh JOMOJIHUTEIFHO pa3zeNieHbl Ha MOAKIacChl (M30Tumbl), Takue kak, IgGl, IgG2, 1gG3,
IgG4, IgAl u IgA2. Kaxnaplii TUN TsOKEJIONW LEMU XapaKTepU3yeTcsi KOHKPETHBIM KOHCTAHTHBIM
yuactkoM Fc. Kaxknas Tsikenasi ienb COCTOUT U3 BapuabeNbHOro yuacTka N-KOHIIEBOH TSKeJION 1enu
(8 manmHoi#l 3asBke "VH") m koncrantHoro yuactka CH (Tsokenoi nenm). KoHCTaHTHBIN y4dacToOk
TsDKeJIoN Lenu coctout u3 Tpex pomenos (CH1, CH2 u CH3) mns IgG, IgD u IgA u 4 nomenos (CH1,
CH2, CH3 u CH4) nna IgM u IgE. Bapuabenvusie nmomenst VH, VHH u VL wmoryt ObITh
TOTIONTHUTEIBHO Pa3eNieHbl HAa YYacTKH runepeapuadensHocty (runepBapuadensusie yaactku, CDR),
yepenyromuecsi ¢ Oonee KOHCepBAaTHBHbIMH KapkacHbIMH yuacTkamu (FR). Kaxxnprit BapraGenbHbIi
nomeH coctont u3 Tpex CDR u vetsipex FR, pacnonioskeHHbBIX B clieAyroiieM rnopsiake ot N-koHua k C-
koHuy: FR1, CDR1, FR2, CDR2, FR3, CDR3 u FR4.

[00583] B nannoii 3asiBke 3 CDR Tskensix ueneit ooo3nauens kak "HCDR1, HCDR2 u
HCDR3", a 3 CDR nerkux ueneii obo3Hauens! kak "LCDR1, LCDR2 u LCDR3". CDRs conmepxar
OOJBIIMHCTBO OCTATKOB, KOTOpBIE OOpasyroT crenuduyuecKkue B3aMMOACHCTBHS C AaHTUTCHOM.
Hymepammro u nosunmonuposanne CDR-aMHHOKHMCIOTHBIX OCTaTkoB ocymecTBisroT mo Kabat
HOMEHKJIaType.

[00584] TepMUH «aHTUI€H» OTHOCUTCSI K MULIEHU aHTUIEHA, IPOTUB KOTOPOH aHTUTENO
MOXET ObITb PEaKTUBHBIM, MCIOJb3YETCs B KOHTEKCTE JAHHOIH 3asBKH B CBOEM TPAJULIMOHHOM
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MOHSTHH, KaK €r0 HCIIONB3YIOT CIIELHAIICThI B JAHHOH 00JIACTU TEXHUKH, U BKJIIOYAET, CPEAH MTPOUHX,
HOJIUIIENITH I, IENTH/IBI, TOJUCAXaPUIB], TINKOIPOTENHBI, MOMUHYKIeoTHabl (Hanpumep, JTHK), nmm
XUMHUYECKHE AHTHIeHBI, PELENTOPbl, WHTEepJeWKUHbl. HHTepnelikuHbl MOIyT BKIKOYAaTh B ce0s
MHTEPJICHKUHBI PA3HBIX TPYII, B T.4. UHTepJeHkH | (anbda u Oera), UHTepIeHKHH 2, UHTEPJIEHKUH 3,
UHTEPJICUKUH 4, UHTEPJIEHKUH 5, UHTEPJICUKUH 6, UHTEPJICUKUH 7, UHTEPJIEHKUH 8, UHTEPJIEUKUH 9,
uHTepnenkuH 10, uarepnelikun 11, uarepnelikun 17, uarepaeiikun 18, uarepiaenkux 33.

[00585] TepMUH «aHTUIE€H» TaKXKE MOMKET WCIIOIb30BAThCS Il OMHUCAHUs MaTepuaa,
UCIIONIB3YyE€MOr0 Il MMMYHH3aLUH SKUBOTHBIX (HAmpUMep, JiaM) IMpU NPOAYLUHUPOBAHUU AHTUTEI
COTJIACHO M300peTeHnI0. B 3TOM KOHTEKCTe «aHTHUIeH» MOXKET MMeThb Oojiee IMHMPOKOe 3HAUeHHE U
MOJKET OXBaThIBaTh OYHINEHHbIE (POPMBI AHTHUIEHA M TaKXKe HEOYHINEHHbIE WM HE TMOJHOCTBIO
BbIJI€JICHHbIE WJIM OYHILEHHbIE MPenapaThl aHTUIeHa, TAKUe KaK, HalpUMep, KJIETKH, JIN3aThl KJIETOK WU
CyTNepHATAHTBI, (PPAKIUU KJIETOK, HAIIPUMEP KJIETOUHBbIE MEMOpPAHBI U T.A. C JOOABJIEHHUEM TalTeHOB,
KOHBIOTHPOBAHHBIX C COOTBETCTBYIOIIUM HOCUTeNeM Oeika. AHTUTEH, UCIOJIb3YEMbId B IMPOLECCe
UMMYyHU3aIMH, He 00S3aTeJIbHO O3HAYAaeT aHTUTEH, CTPYKTYPHO WIACHTUYHBIH MHUINEHH aHTHICHA, C
KOTOPBIM B PE3yJIBTATEe aHTHTENO COTIACHO N300PETEHUIO MOKET CBSI3bIBATHCS. Kak MmpaBmiio, aHTUreH,
UCTIONB3YEMBIH JUII MMMYHH3ALHUH, MOXET NPEeNCTaBIATh COOOH YCEYeHHBbIH BAapUAHT MHIICHU
aHTUIeHa, HampuMmep (QparMeHT, copeplkKaliMii WMMYHOTeHHbIH smuton. bomee moxpoOHbIe
XapaKTEPUCTHKHU aHTUT€HOB, UCIIOJIb3Y €MbIX JJIS HMMY HI3AIUH1, OMHCAHBI B JINTEPATYPE U MOTYT OBITh
XOPOLIO U3BECTHBI CIEHATICTY B JAHHOH 00JIACTH TEXHHKH.

[00586] BapuabenbHble y4acTKU KaxIOH W3 Tap Jerkas/Tsokenas Imernb 00pasyroT
AHTUT€H-CBSI3BIBAIOIIME CAWTHI aHTUTeNa. TakuM oOpa3oM, uHTakTHOE IgG aHTHTENO MMeeT N1Ba caiita
CBSI3bIBAHMS. 3a HCKIIOUEHHEM OM(YHKIMOHANBHBIX WM OucnenuduyecKnx aHTUTEN IBa caiita
CBSI3BIBAHUS SIBJISIOTCS] OJMHAKOBbIMHU. Kak MCHONB3yeTcsl B JaHHOW 3asBKe, "aHTUT€HCBSI3bIBAIOINAsI
4acTh", WM "AHTUIEHCBSA3BIBAIOLIMN yYacTOK", WM "aHTUT€HCBSI3BIBAIOIIMI JOMEH" OTHOCSTCH,
B3alMO3aMEHsIEMO, K TAKOM 4aCTH MOJIEKYJIbI aHTUTENa, KOTOpask COAEPKUT aMUHOKHUCIIOTHBIE OCTAaTKH,
B3aUMOJIEHCTBYIOIINE C AaHTUI€HOM H 00y CIIaBIMBAIOIINE CIeUU(PUIHOCTD U ahPUHHOCTD AaHTUTENA T10
OTHOLICHUIO K aHTUreHy. Takas 4acTb aHTUTENA BKJIIOYAET "KapKacHble" aMMHOKMCIOTHBIE OCTAaTKH,
HeoOXOnMMBIe JIJIs1 TOep KaHus HaJuIexaleil KoHpopMauu aHTUT€H-CBSA3BIBAIOIINX OCTATKOB.

[00587] IIpennouturensHo CDR  anTurenceszeiBatomero yuyactka VHH wunm Bech
AHTUT€H-CBS3BIBAIOIIUI YHACTOK aHTUTEJNA [0 HACTOSIIEMY N300PETEHUIO MOJHOCTBIO MPOUCXOAUT OT
ceMeiicTBa BepOJIFOOBBIX WJIM IO CYLIECTBY MPOHCXOAUT OT ceMeiicTBa BepOJFOIOBBIX, COAEPIKUT
ONpEAENICHHbIE AMUHOKHUCJIOTHBIE OCTAaTKH, W3MEHEHHbIC, HAaNpuUMep 3aMEIlIEeHHbIE pPa3HbIMU
AMHHOKHUCJIOTHBIMH OCTaTKaMu (CM., Hampumep, Tabn. 6) ¢ Tem, 4YTOOBI YJyYIIUTh KOHKPETHBIE
cBoiicTBa anturena, Hanpumep KD, koff, IC50. IIpennouturenbHO KapKacHbIe YYaCTKH aHTHTENA IO
n300pEeTEHHIO UMEIOT MPOUCXOXKACHUE OT CeMeicTBa BepOJIFOAOBBIX HIIH YeJIOBEKAa WM TIO CYLIECTBY
YeJioBeYecKoe MpoucxokaeHue (mo kpaiineit mepe Ha 80, 85, 90, 95, 96, 97, 98 wnu 99% venoBevyeckoe
NPOHMCXOXKACHUE) U COOTBETCTBYIOT HOMeHKaType Kabat.

[00588] «@DparMeHT aHTUTENa» MOKET MPENCTaBIsATh COOOH ()parMeHT aHTUTENA WU
¢parMeHT aHTHTENa, MMEIOLINA AaKTHBHOCTh MOJHOPA3MEPHOrO aHTHTENA. YKa3aHHBIH (parmMeHT
aHTHUTEJIa MOXKET MpeAcTaBisiTh coboii F(ab')2, F(ab)2, Fab', Fab Fv u scFv.

[00589] "Nnrepneiikun 17", unu taxoke "IL-17" nnu "IL-17 A", ssBnsieTcss roMOAMMEPHBIM
b6enmxom ¢ maccoit 20-30 k/la. T'en IL-17A uenoBeka komupyer 155-aMUHOKHCIOTHBIA TPOTEUH,
KOTOPBI HUMeeT |9-aMUHOKHMCIOTHYIO CHUTHAJIBHYIO MOCAEA0BATEIbHOCTh U 136-aMUHOKUCIOTHBIN
3peNblii CerMeHT. AMHHOKHUCIOTHasI mocnenoBateabHoCcTh [L-17A denoBeka Ha 80%, 63% u 58%
UAEHTUYHA AMHUHOKHUCJIOTHBIM IOCIENI0BATENbHOCTSIM KPOJIMKA, MBIIM U KPbICHI, COOTBETCTBEHHO.
AMUHOKHUCIIOTHAs nocnenosarenbHOcTh IL-17A uenoseka Ha 97% uAEHTHYHA MOCNENOBATENbHOCTU
uHTepseliknHa-17A Makaku-kpadboena.

[00590] Tepmun "antureno" rmnpu ynorpeOneHMH B OTHOmEHWH  aHTU-1L-17
MOHOKJIOHAJIbHOTO aHTUTENa IO HACTOSIIEMy H300pEeTEeHHI0 (hajee Mo TeKCTy - "aHTHUTEeNO I0
HACTOSIIEMY HM300peTeHMI0"), KaK HUCIOJb3YeTCsl B JAHHOH 3asBKE, OTHOCHUTCS K MOHOKJIOHAJBHOMY
aAHTUTEY.

[00591] Tepmun "uHrnOuposats" miu "HEHTpaIM30BaTh", KaK HCIIONB3YETCS B TAHHOMN
3asBKe, IO OTHOLIEHHIO K (YHKIMOHAJbHONH AaKTUBHOCTU AHTUTENA IO HU300pPETEHHIO, O3HAYaeT
CIIOCOOHOCTh B 3HAYUTENIBbHOW CTENEHU MPEMsTCTBOBATh, MPENOTBPAIIaTh, OTPAHUYHBATH, 3aMEISATh,
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npeKpamaTh, YMEHbIIATh WM 00paInaTh, HAIpUMep, Pa3BUTHE WIH TSDKECTh TOTO, YTO MHTHOUPYIOT,
BKJIFOYAs, HO HE OrPAHMYMUBASCH BBILIETIPUBENCHHBIMH, OHOJIOTHUECKYIO AKTUBHOCThH (HAampumep,
akTUBHOCTH 1L-17) mnn cBOHCTBO, 3a00eBaHue UK COCTOsTHIE. THrnOMpOBaHKe WM HEUTpaTH3ariust
aktuBHOocTH IL-17 B pesynbrare cBsi3bIBaHMsA aHTUTeNna no wuzobperenuto ¢ IL-17 cocraBnser
MPEIIOUTUTENIBHO 1O KpaiHel mepe npudausurensHo 20, 30, 40, 50, 60, 70, 80, 90, 95% wunu BhiLIE.

[00592] Tepmun "BbimeneHHbIH" UMM "U30JUPOBAHHBIN" MpPU HCHOJB30BAHUM IO
OTHOLICHHIO K HYKJIEWHOBOW KHUCJIOTE MM OEJIKOBOMY Ipenapaty (Harpumep, aHTHTENy) OTHOCUTCS K
MOJIEKYJle HyKJIEMHOBOI KHCIIOTHI MM O€NKOBOW MOJIEKYJie, KOTOpble UIEHTUUIMPYIOT U OTAEISIOT
IO KpaliHe#d Mepe OT OJHOrO KOHTAMHHAHTHOIO BEIIECTBA, C KOTOPBIM OHAa OOBIMHO CBs3aHA B
pUPOIHOM UcTOUHUKE. [IpeanouTHTENbHO "BBIIEIEHHOE AHTUTENO" SIBISIETCS] AHTUTENIOM, KOTOPOE IO
CyLIECTBY HE COHEpPKUT JApPyrue aHTurena, oOJajaroIiue OTJIMYUTEIbHOH  AHTHICHHOM
cneun(pUIHOCTHIO (Hanmpumep, GpapMarieBTUYeCKIe KOMIIO3UIMU COTJIACHO HACTOSLIEMY U300pETEHHIO
COZepKAT BBIACICHHOE AHTHTENO, KoTopoe cnenuduyeckn cpsizbiBaeT IL-17A u mo cymiecTBy He
COIEPIKHUT aHTUTEJNA, KOTOPBIE CIIEU(PUIECKN CBSI3bIBAIOT AHTHICHBI, OTJINYHbIE OT IL-17A).

[00593] Tepmunsl "Kabat HomenkmaTypa" wim « HoMeHkIaTypa o Kabaty nmpuMeHstoTcst
B JAaHHOW 3asBKE K CHCTEME HyMepalMH aMHUHOKHCJIOTHBIX OCTATKOB, KOTOpBIE SIBISIIOTCS OoJee
BapuadepHbIMU (T.€. THIEepBapHaOeIbHBIMU), YEM OCTajJbHbIE AMUHOKHCJIOTHBIE OCTATKH B
BapuadeTbHBIX yYaCTKaX TsoKeJIoN u ierkoii neru antutena (Kabat et al. Ann. N.Y. Acad. Sci., 190:382-
93 (1971); Kabat et al. Sequences of Proteins of Immunological Interest, Fifth Edition, U.S. Department
of Health and Human Services, NIH Publication No. 91-3242 (1991)).

[00594] [Monunykneotun sBusiercs "(PyHKUMOHANBHO CBS3aHHBIM"', €CIHM OH HMEeT
(YHKIMOHANBHBIE CBS3M C APYTUM MOJUHYKJIEOTHHOM. Hampumep, mpomMoTOop WM 3HXaHCEp
(YHKIIMOHAIBHO CBS3aHBI C KOTUPYIOIIEH MOCIeI0BATEIbHOCTHIO, €CIIM OHHU BIHSIIOT Ha TPAHCKPHUIILIHIO
nocienosarenbHocTd. [lomunentun "(QyHKIMOHANBPHO CBSI3aH" € JAPYTHUM IOJUNENTHAOM, €CIIH
NOJIMHYKJIEOTH/Ibl, KOOUPYIOIINE WX, CBA3aHbl (YHKIHOHAJIBHO, NPEANOYTUTENBHO, €CIH OHHU
HaXOJATCS B TOM K€ OTKPBITOM PaMKE CUUTBIBAHUS.

[00595] Tepmun «Crneunguyeckoe CBA3BIBAHHE» MEXIy AHTHTEIOM M MHIIEHBIO
aHTUreHa (QHTUT€HOM) OTHOCHUTCS K WMMYHOJIOTHUECKOW CHeru(pUYHOCTH. AHTHUTEIO MOXKET
crien(UIEeCKH CBSI3bIBATHCS C MHUIIEHBIO AHTUIEHA, €CJIM OHO CBSI3bIBAET SIUTOIl HA AHTUTEHE B
Oonbluel creneHu, YeM Apyrue 3NHUTONbl Ha aHtureHe. Crerpduyeckoe CBS3bIBAHME HE HCKIIOYAET
KpPOCC-PEaKTUBHOCTD C IPYyTUMH AaHTUT€HAMM, HECYLIUMHU CXOJHbIE SIIUTONbI AHTUTEHOB.

[00596] VL noMeHbI B aHTUTENaxX, COTIACHO M300pETeHUI0, MOTYT ObITh THIA VL j1siMOAa,
wii Tuna VL kanma. Tepmun « VL nomen» otHocutces: kK oboum m3otunam VK msimOna u VL kamma,
KOTOpBIE CONEPIKAT OHY W 0OJiee aMHHOKHUCIIOTHBIX 3aMEH, HHCEPLIMH WU eI,

[00597] Tepmun «¢papmaneBTHUECKasT KOMIO3HLUSY OTHOCUTCS K KOMIIO3MLIUU W/WIN
COCTaBy, COIEpXKAIeMy aHTHTEJIO COrJIACHO H300peTeHH0 B TepamneBTHudeckn 3S((HEeKTUBHOM
KOJIMYEeCTBA M OKCIEMHUEHTbl (HOCHUTENH, pa30aBHTENH, HATIOJHUTENH, PACTBOPUTENN W APYTHUe
SKCLENHEHTBI, HAIPUMED).

[00598] TepMUH «TIPUMEHEHHE» WM «CIOCOO JICUEHHs» OTHOCUTCS K BO3MOXKHOCTH
NPUMEHEHUs aHTUTENla COMJIACHO M300peTeHH0 Wi  (papMaleBTUYECKOH KOMIIO3UIUH, €ro
cozepIKalIel, 1is ieueHus], oOJerdeHnst TeueHus 3a00JIeBaHu, ISl YyCKOPEHUST PEMUCCHH, CHIDKEHUSI
YacTOThl PELMIUBOB BCIEACTBUE 3a00JIEBAHUI WM HAPYLICHWH, OMOCPENYEMbIX PELENTOPaMH, C
KOTOPBIMH MOJKET CBSI3BIBATHCSI AaHTHTEJIO COTJIACHO M300PETEHHIO.

IMPUMEPHBIE BAPUAHTHI OCVYILECTBJIEHUA:

[00599] Hacrostnee u3odpereHne OTHOCHTCSI K HOIXOISIIINM BOJHBIM
dapmaneBTHyecKUM KomMmno3unusM s aHtu-1IL17a  aHTuTena, Bkmrowaromero aomen VHH-
NPOM3BOIHOTO U BapualeNbHbI TOMEH VL, Takoro kak Herakumad. OnHa BogHas papMarieBTUIecKast
KOMITO3UIMST MOXKET CofepkaTh Oydep Ha OCHOBE 'MCTHAMHA U MAHHHUT B Ka4€CTBE OCMOTHYECKOIO
areHTa. ITomokcamep 188 moxker ObITh noOaBiieH B KadecTBe cosoOmnmmsaropa. Eme onHa BomHas
dapmanieBTHIECKast KOMIIO3HULIUS MOXKET COAiepKaTh Oydep Ha OCHOBE aleTaTra U TPEerajao3y B KauecTBe
ocMoTtudeckoro arerra. [lonokcamep 188 moxker ObITh 10OaBJIEH B KAUeCTBE COMOOMIN3ATOPA.

[00600] bydep Ha ocHOBE rHCTHIMHA MOKET ObITh 0OpPa30BaH 3a CUeT KOMOMHUPOBAHUS
L-ructuannHa ¢ rucTUAMHA THAPOXJIOPUI MOHOTUAPATOM WIIH, AONOJHUTENBHO, C COJIIHON KUCIIOTON
iy apyrumu kucnoramu. Crenyer MOHMMATh, YTO XOTSl B KadecTBe conu it Oydepa Ha OCHOBe
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THCTHIMHA MOXKHO HCIIONIb30BaTh TMCTHIAMHA THAPOXJIOPHI MOHOruapar, misi Oydepa Ha OCHOBE
THCTHIMHA MOKHO HCIOJIB30BATh JIOOYIO APYTYIO COJIb HA OCHOBE TMCTUAMHA, HE OTCTYIasl IPH STOM
OT U/iel HaCTOSALIEr0 N300PETEeHUsI.

[00601] bydep Ha ocHOBe arerata MoxeT ObITh 00pa3oBaH 3a CYeT KOMOWHUPOBAHHS
YKCYCHOM KHUCJIOTBI C HATpHsl aueTaT Tpuruaparom. Crienyer NOHUMAaTh, YTO XOTs B Ka4€CTBE CONU AJIs
Oydepa Ha OCHOBE aleTaTa MOXKHO HCIIOJIb30BaTh HATPUs alleTaT TpUruapar, ais Oydepa Ha ocHOBe
areraTa MOYKHO HCIIOJIb30BaTh JIIOOYIO APYTYIO ALETATHYIO COJIb, HAIPHMED, aLlleTaT KaJus, He OTCTyIast
IIPY 5TOM OT UAEH HACTOSIIEro H300peTeHus.

[00602] Kpome Toro, KOMHo3uIus o HaCTOSILIeEMY H300PETEHUIO MOKET JOTIOIHUTETbHO
BKJIIOYATh OJMH WJIM HECKOJIbKO APYTMX MOAXOASALINX 3KCLUIHUEHTOB, KOTOPbIE XOPOLIO H3BECTHBI
CTHEeLIMAIMCTaM B JAHHOM 00J1acTH.

[00603] VYka3zaHHble BbIIIE KOMIIO3ULUM TMOAXOAST IJisI MapEHTEPATbHOTO BBEIAEHUS,
TAKOro Kak BHYTPHUBEHHOE, MOJKOXHOE, UHTpaJepMalibHOe, BHYTpUApTEepUAIbHOE, HWHTPATEKAIbHOE,
BHYTPHOPIOIINHHOE, BHYTPUCYCTABHOE W/WUJIM BHYTPUMBIIIEYHOE BBEICHHE.

[00604] B HekoTOpBIX BapWaHTaX OCYIIECTBIEHHUS JKHIKas (papMareBTHUECKast
KOMITO3UIIUsT HCTIOJTHEHA TaK, YTO OHAa CTaOMIIbHA MPH XPAHEHUH B TOM CMBICIE, YTO HE MPOUCXOIUT
KaKUX-TMOO MaJbHEHIINX MPOLECCOB arperauuy Oejka WM ero MoAau(HKamuid Mo CPaBHEHHIO C
NOKa3aTeseM CTa0MIbHOCTH B HYJIEBOM BPEMEHHOM TOUKE.

[00605] CriocoObI JieueHus: U IPUMEHEHUE BOJHOW KOMITO3UIIUU

[00606] B nmpyroMm BapmaHTe OCYINECTBJIEHHs] HACTOsIIee H300pETEHHE OTHOCHUTCS K
croco0y JIEYEHUS] MIIEKOTUTAIOIIETO, BKIIIOYAIOIIEMY BBEACHHE MIIEKOITUTAIOINEMY TEepareBTUYECKU
3¢ dekTUBHOro KoMM4ecTBa (papMaleBTUYECKUX KOMIIO3MLUN IO HACTOSALIEMY HM300pETEHHIO, Ine y
MJIEKONIUTAOLIETO MOXKET MPUCYTCTBOBATh 3a00JieBAaHME WJIM HApyIIEHHE, KOTOPbIE MOKHO
s¢pexTuBHO neunTh aHTH-IL 172 aHTUTETAME 11O HACTOSIIIEMY M300PETEHHUIO.

[00607] B npennoytuTenbHOM BapUaHTE OCYIIECTBICHHS MIEKOMUTAIOIIEE TPEACTABIIET
co0oli yeoBeka.
[00608] 3a0oneBaHuss WM HAPYLIEHUS, KOTOPblE MOKHO JIEUUTh NPENJIOKEHHbIMHU B

HACTOSIIIEM JOKYMEHTE KOMIIO3ULIMSIMH COCTOSIT U3, 0€3 OrpaHHuYeHHs, PEBMATOHIHOTO apTPUTA,
IOBEHUJIBHOTO PEBMATOMIHOIO apTPUTA, HBEHWJIBHOIO PEBMATOMIHOIO apTpUTa € CHUCTEMHBIM
Ha4yaJIOM, OCTE€OapTPUTA, IOBEHWJIBHOIO XPOHHMYECKOrO0 apTpPUTa, IICOPUATUYECKOrO apTPUTA,
PEaKTUBHOIO  apTPUTA,  CEPOHETaTUBHOIO  apTPUTA,  IOJUAPTUKYJSIPHOIO  HOBEHWJIBHOIO
UJUONATUYECKOrO apTPUTA, SHTE3UT-aCCOLMUPOBAHHOIO apTPUTA; SHTE3UTA; CIIOHAWJIOAPTPONATHUH,
aKCHAJIbHOTO CHOHAWIOApTpHUTa, Oose3Hu bexuera; BocmanauTenbHOro 3a00yeBaHUS KUINIEYHHUKA,
Oonesnn KpoHa, SI3BEHHOTO KOJIMTA, aCTMbI, aJUIEPTUYECKUX HApPYIIEHHH, aTOMMYECKOH aJIepruu,;
UXTHO3d, KPacHOIrO BOJIOCUCTOrO MUTHUPHA3a, MamyJjJoONyCTyJe3HOM po3alen; TaHPEHO3HOU
MUOAEPMUM, THOMHOIO THUAPANCHUTA, ICOpUA3a, NCOPUATHYECKON apTpomnartuu, ncopuasa [ tumna,
ncopuasza Il Tuma, OGnsmeYHOro Ncopmuasa; AepMaTUTA, aTONMUYECKOrO AEPMATUTA, ayTOUMMYHHOTO
IepMaTHUTa, IOEPMATOJOIMYECKUX COCTOSIHUN, CHCTEMHOIO CKJIEpPO3ad; TPAHCIUIAHTALWH, OOJIE3HH
«TPAaHCIUIAHTAT NPOTUB XO35IMHA», OTTOPKEHUs TPAHCIUIAHTATA, OCTPOr0 WU XPOHUYECKOrO
UMMy HHOTO 3a00JIeBaHUs, CBS3aHHOTO C TPAHCIUIAHTALMEH OpraHa, OCTPOro UMMYHHOTO 3a00JIeBaHus,
CBSI3AHHOTO C TPAHCIUIAHTATOM, XPOHUYECKOTO HMMMYHHOTO 3a0OJIeBaHMs, CBSI3AHHOTO C
TPAHCILJIAHTATOM, OTTOPKEHUs TPAHCIUIAHTATA TOHKOM KHINKHM, OTTOPKE€HHs TPAHCIJIAaHTAaTa
NOJKETYAOYHOM JKeJe3bl, OTTOPXKEHHsI TPAHCIUIAHTaTa JIOOO0r0 OpraHa WM TKAaHH, OTTOPXKEHHUS
TPaHCIIJIaHTAaTa CEPALA, OTTOPKEHUsSI TPAHCIIAHTATA XPALIA, OTTOP>KEHHsI TIOYEYHOIr0 TPAHCIIJIAHTATa,
OTTOPXKEHUs] TPAHCIUIAHTATA TMI€YEeHH, OTTOPKEHMsl aJUIOTPAHCIUIAHTATA, OTTOPKEHUsS KOXHOTO
AJJIOTPAHCIUIAHTATA, OTTOPKEHHsI TeTePOTPAHCIUIAHTAaTa JIIOOOr0 OpraHa WM TKAaHHU, OTTOPXKEHHUS
KOCTHOTO TpPAHCIUIAHTAaTa, OTTOPKEHHsI TpaHCIUlaHTata KoctHoro wosra (BMT), otropxkenus
TPAHCIUTAHTAaTa MApPAIIUTOBUIHONW JKEJNEe3bl, 3PO3UN KOCTEH, CapKOHMI03a, aTepocKiiepo3a, OONe3HH
Berenepa, MUKpPOCKOTMYECKOTO IMOJIMAHTUUTA C MOPAKEHHUEM II0YEK, YBEUTa, (PAKOT€HHOTO yBEWTa,
HeNMH(EKLMOHHOTO YBEWUTa, KaXEKCHH, OCTPOro IMOMEPEeYHOro MHUENINTA, NEPBUYHOTO OMIMApHOTO
LUPPO3a, ayTOMMMYHHOrO nojumiasaysipHoro cuaapoma I u Il tuna, cunapoma IlImuara, octporo
PECIUPATOPHOTrO AUCTPECC-CUHAPOMA, AapTPONaTHH, CEPOHETraTUBHOM apTpONaTHH, apTpOnaTHu,
CBSI3aHHON C HecnenuUUecKuM s3BEHHBIM KOJUTOM, CHUHApoMa Peiirepa, 3>HTepONaTHYECKOro
CHHOBHTA, AaTepPOMAaTO3a/KOPOHAPHOTO CKJIEpO3a, AayTOMMMYHHOro Oyiuie3Horo 3alosjeBaHus,
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Ny3bIPYaTKH, JIUCTOBUAHON Iy3bIpUaTKH, JHHEHHOro IgA-3aBucuMoro OyJuie3HOro aepmarosa,
AyTOUMMYHHOH  TI€MOJIUTUYECKOM  AHEMHM, TUTaHTOKJIETOYHOrO  apTePHHTa,  IEPBHYHOIO
CKJIEPO3HUPYIOLIEr0  TeNmaTuTa, KPUIITOTEHHOTO  AayTOMMMYHHOTO  TelaTuTa, KPUIITOTE€HHOTO
(uOPO3UPYIOLIETO aATbBEOIUTA, CUCTEMHON CKIIEPONIEPMUH, CBSI3aHHON C MHTEPCTULHATIbHON O0JIE3HbBIO
JIETKUX, PEBMATOUIHOTO apTPUTA, CBA3aHHOTO C MHTEPCTULMATIBHON OOJIE3HBIO JIETKUX, CUCTEMHOM
KPAcHOM BOJYAHKH, CBSI3aHHOW C OOJIE3HBIO JIETKUX, A€PMAaTOMHMO3UTA/TIOIMMHUO3HUTA, CBSI3AHHOTO C
OonesHpto Jnerkux, cuuapoma IllerpeHa, CBA3aHHOrO ¢ OOJNE3HBIO JIETKUX, AHKHJIO3HUPYIOILETO
CIIOHIWIINTA, CBSI3AHHOTO C OOJIE3HBIO JIETKMX, BaCKyJHTa, MU(PQY3HOrO JIErOYHOro BAaCKYJIHTA,
NePBUYHOTO BacKyyuTa, GuOpo3a, OONe3HU Jerkux ¢ MHPUIbTpauueil TUM(OIUTOB, ayTOMMMYHHOTO
renaThTa, ay TOMMMYHHOTO renaruta I Tuna (KiacCHuecKuil ay TOUMMY HHbIH WJTH JIFOTIOUIHBIHN TeNaThT),
ayrouMmMmyHHOTO renaruta Il Tuna (cBsizanHoro ¢ antutenom k LKM), ayTOUMMYyHHO!H THIIOTJIMKEMUH,
OCTE0apTpO3a, MEPBUYHOTO CKJICPO3HPYIOLIErO XOJAHTUTA, JPHUTEMATO3d; CUCTEMHOW KpAaCHOM
BOJIYAHKH, TUCKOMIHON KpPACHOH BOJYAHKH, BOJYAHOYHOrO He(PHTA;, PACCESTHHOTO CKJepo3a (Bce
TUMBI), CHUMIATHYECKOH OQTajIbMUH, JIETOYHOH THUIEPTEH3MM, BTOPUYHOW misi  Ooie3Hu
COEAMHUTENIbHOW TKaHU, CUHApoMa ['ynnacuepa, JIerouHbIX MPOSIBICHUN Y3€JIKOBOTO MOJTHAPTEPHNTA,
OCTpPOHl PEBMATHYECKOW aTakH, pPEBMATOMAHOrO CHOHAWIUTA, Oone3Hn CTWia, CHUCTEMHOU
CKJICPOIEPMUH, CKJIEPOIEePMHUYECKON OoNe3HH, CcKiepoiepmuu, OoyiesHu/aprepunta Takascy;
ayTOMMMYHHOM TPOMOOLIUTONIEHUH, HIUOTIATHUECKOH TPOMOOLIUTONIEHUH; ay TOUMYHHOT'O THPEOHUIUTA,
THIIEPTUPEONIN3MA, AayTOMMMYHHOro rumorepuo3a (OonesHp XammMOTO), ayTOMMMYHHOTO
aTpo(pIEeCKOro THIOTUPEOHIN3MA;, BUTHJIMTO, OCTPBIX 3a00JeBaHWH IEYEHH, XPOHHUYECKUX
3abojieBaHmil TMe4YeHH, XoJiecTasa, 3aboneBanuii, omnocpemoBaHHbIXx Th2 Tunmom u Thl Tumom,
3JIOKAQUECTBEHHBIX OIYXOJIeH, TaKMX KaK pPaK JIETKHX, paKk MOJIOYHOHM >KeNe3bl, pak JKeNyaKa, pak
MOYEBOT'O My3bIPsi, KOJOPEKTAIBHBIN PaK, PaK MOMKETyTOYHOM JKeJIe3bl, KAPIIMHOMA TTOKENY TOUHON
JKeNe3bl, PaK SIMYHUKOB, PaK TIPENCTATEbHON JKeJIe3bl W 3JI0KaYeCTBEHHBIE HOBOOOPA30BAHUS
reMaTONO3THYECKOW CHCTEMBI (JIeHiKo3 u JIUM(OMBI), OCTPOro JeiKko3a, ocTporo JuM(poOIacTHOTO
JeWKOo3a, OCTPOro MHENIOWAHOTO JIEWK03a, aJeHOKAPIMHOMBI, B-kierouHoi mumdomel, 1uMpOMBI
bepkuTtra, BOCHANMTENBbHBIX OTBETOB Ha HCKYCCTBEHHOE KpPOBOOOpAIleHHE, XPOHUYECKOTO
MUEIOIUTapHOrO Jietikoza (XMJI), XpOHHUYECKHMX BOCHAJUTENIbHBIX MATOJOTHUH, XPOHUYECKOTO
aumbouurapHoro yetikosa (XJIJI), pekrokomuTrueckast kapuuHoMa (KapLHHOMbI 00OOIOUHOM U MpsiMOH
KUIIKH), KHUCTO3HOTO (ubpo3a, 370Ka4eCTBEHHOH JUM(POMBI, 3JI0KAYeCTBEHHOIO THCTHOLUTO3a,
3JI0Ka4€CTBEHHOW MEJIAHOMBI, MHOYKECTBEHHOW MUEJIOMBbI, HEXOKKHHCKHUX TUM(OM, paka HOCOTJIOTKH,
COJMIOHBIX  OMyXOJied,  BOJIOCATKJIETOYHOro  Jieiiko3a, OomesHu  XOMKKHMHA,  CAPKOMBI,
MHUEJIOANCIUIACTHUECKOTO  CHHIPOMA, CBSI3aHHBIX C IUTOKMHOBON Tepamuel  HapyIIeHUH,
IEeMUETMHU3UPYIOLNX — 3a00JIeBaHM, BOCHAJIMTENIBHOTO JEMHUENMHU3UPYIOIIEro 3a00JeBaHusl,
ageroyHoro (ubpo3a, MIUONATHYECKOTO JIEro4HOro ¢udposa, OObIMHOW HMHTEPCTHLHMAIBHOM
THEBMOHUH, WUPHIOLMUKIINTA/YBEHTa/ONTHYECKOTO HEBPHUTA, JUM(pEIeMbl, CMEIIAHHOTO 3a00JIeBaHUs
COEMHUTENIbHBIX TKaHEHW, MOHOKJIOHAJBbHON TraMMamnaTuy, XPOHMYECKHX OOJe3HeH JIerKHX,
pPa3BUBIIMXCS B HEOHATAIbHOM Tepuoae, Heppura, HEPPOTHUECKUX, HEHpOIereHepaTUBHBIX
HApPYIIEHWH, OCTEONOpo3a, MapaHEOIUIACTHYECKOr0 CHHIPOMA/TUNIEPKATBLIUEMHH, CBS3aHHOH CO
3JIOKaYeCTBEHHON OMyXobto, (heHoMeHa u Ooyie3Hu PeliHO, M3MeHeHHH KOXKH, CHHAPOMA CUCTEMHOU
BOCTIAJIUTEIbHON PEaKIUH, TPOMOOLMTONEHNH, TOKCHYECKUX 3(P(PEeKTOB, KpParUBHULIBL, OCTPOTO
KOpOHapHOro cuHApoma, Oomesan CTwiuia, pa3BUBIIEHCS Y B3POCHBIX, AIUIACTUYECKOH aHEMUH,
KOPOHAPHOTO CKJIEPO3a, AaTOMHYECKOW SK3eMbl, ayTOMMMYHHOIO pacCTPOHCTBA, CBSA3aHHOTO CO
CTPENTOKOKKOBOW HWH(EKIHeH, ayTOMMMYHHOH SHTEpONaTHH, ayTOMMMYHHOH TIOTepH CIyXa,
ayTouMMyHHOro JuMmponponudepatusHoro cuaapoma (ALPS), ayTOMMMyHHOro MHOKapauTa,
ayTOMMMYHHOH TPEXIEBPEMEHHON HENOCTATOYHOCTU SIMYHUKOB, LIEIMAKUH, IIEHHOrO CHOHIMIIE3a,
KJIMHUYeckn n3onuposaHHoro cuHapoma (KHMC) ¢ puckoM paccessHHOro ckiiepos3a, MHOroOpMHON
SPUTEMBI, TSDKENOW MHOropopMHOHN sputemsl, nempuronaa, OyiuiesHoro nemduronna, pyOroBoro
nemduronaa, neMmpuronaa CIU3HCTBIX O0OJIOYEK, NeCTAllOHHOTO meM(uromaa, UpUTa, KepaTHTa,
OoNie3HN JIBUTaTeNbHbIX HEWpPOHOB, Trematuta "HU A, Hu B", onrtuyeckoro HeBpUTa,
onmuroaptukyJjsipHoro FOMA, y3enkoBoro monuaprepumra, MOJUXOHAPHUTA, MOJNO03a, MOJUMHO3UTA,
PEeLMINBHUPYIOIIEro ONTHYECKOr0 HEHPOMHENnTa, peBMaTHYeCKOl Ooie3nu cepana, cuaapoma SAPHO
(cUHOBWT, akHe, MyCTyJe3, TUIEPOCTO3, OCTEUT), BTOPHUYHOIO AaMMJIOWA03d, AHKUJIO3UPYIOLIETO
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CHOHJWJINTA, CHHAPOM CUCTEMHOIO BOCMAJIMTEIBbHOIO OTBETA, KpAHUAJIBHOIO apTepUUTa U apTPONATHUH,
CBSI3aHHOM C MEPCUHHUEN WU CATIbMOHEJIJION.

[00609] JlononHuTeNbHBIE 3a00JEBaHUS MJIM HAPYIICHUS, KOTOPbIE MOXHO JIEUHUTh
KOMITO3ULIMSIMA TIO HACTOSALIEMY H300pETeHMIO, BKJIIOYAIOT 3a00JI€BaHMs, OINMCAHHBIE B IATEHTE
PCT/RU2015/000163, cOOTBETCTBYIOIIME YacCTU KOTOPBIX BKJIIOUEHBl B HACTOSIIUN JOKYMEHT B
Ka4ueCTBE CChUIKH.

[00610] IIpenocraBnsgemble  (apMaleBTUUECKHE  KOMIIO3UIMM  MOXXHO  BBOAUTH
HY>KIAIOIIEMyCsl B JICUEHUU HWHAMBUAYYMY IIOCPEICTBOM CHCTEMHON WHBEKLHH, HaIpUMeEp,
MOCPEACTBOM BHYTPUBEHHOM WM MOAKOKHOH, WM BHYTPUMBIIIEYHON WHBEKLMH, WU MOCPEICTBOM
WHBEKIUH W HAHECEHHsI Ha COOTBETCTBYIOLIHNH y4aCTOK, HAIIPUMep, TOCPEICTBOM MPSMON UHBEKLIUU
WJIM TIPSIMOTO HaHECEHUS HA y4acCTOK, KOT/la y4acTOK AOCTYIIEH MPU XUPYPrudecKOM BMEIIATelbCTBE;
YT TTIOCPEACTBOM MECTHOTO MPUMEHEHUSI.

[00611] B onHOM W3 BapHaHTOB OCYINECTBJICHHS] M300pETEHHE OTHOCUTCS K CIOCOOY
JICYSHHsT 1/WITH TTPOPUIAKTUKN aKCUAIBHOTO CIIOHAMIINTA, BKJIIOYAOIIEMY BBEACHHE HY KAAIOIIEMYCS
B STOM MJICKOIUTAIOIIEMY TEPaNeBTUYeCKU 3(P(HEKTUBHOTO KOJMYECTBA OAHOW W3 NPUBEACHHBIX
Kommo3uiuii antu-1L17a anTuTeN Mo JaHHOMY H300PETEHHIO.

[00612] B omHOM BapuaHTe OCYIIECTBJIEHHsI HACTOsIIEe H300pEeTeHHe OTHOCUTCS K
croco0y JiedeHus1 W/ Ui NPOQHIIAKTHKH aHKWJIO3UPYIOIIEro CIIOHIMIINTA, BKIFOUAIOLIEMY BBEICHHE
HY KJAIOLIEMyCsl B 5TOM MJIEKOIUTAIOIEMY TepaneBTHUECKH 3()(PEKTHBHOTO KOJMUYECTBA ONHOHW U3
NPUBEACHHBIX KOMITO3UIMHN aHTH-IL 17a aHTUTEN O TaHHOMY H300PETEHUIO.

[00613] B omHOM BapuaHTe OCYIIECTBJICHHsS HACTOsIIEe H300pETeHHe OTHOCUTCS K
criocoly JiedeHus: w/ iy NpoUIaKTUKK TICOPHA3a, BKIIIOYAIOLIEMY BBEICHHUE HYKIAIOIIEMYCsI B 3TOM
MJIEKOIUTAIOLIEMY TepPaneBTUYeCKH 3((EKTUBHOIO KOJINYECTBA OJHON M3 NMPUBEIEHHBIX KOMIO3HLIUH
anTtu-1L17a aHTUTEN 11O TAHHOMY U300PETEHHIO.

[00614] B omHOM BapuaHTe OCYIIECTBJICHHsSI HACTOsIIEe H300pPETeHHEe OTHOCUTCS K
coco0y JiedeHuss W/WiM NPOPHUIAKTHKH BYJMAPHOIO IICOpHa3a WM OJSIIEYHOro IcopHuasa,
BKJIFOYAIOLIIEMY BBEIEHUE HY KIAIOIIEMYCsl B 3TOM MJIEKOIUTAIOIIEMY TepaneBTHYeCKH 3P (HEKTUBHOTO
KOJIMYECTBA OAHOU U3 MPHUBENEHHbIX KOMNO3ULMi aHTu-IL17a aHTHTEN 0 JAHHOMY H300PETEHHIO.

[00615] B opHOM BapmwaHTe OCYLIECTBJIEHHS HACTOsIIEe H300pPETeHHe OTHOCUTCS K
crioco0y JieueHust 1/uin npoUITAKTHKY IICOPHA3a HOITeH, BKJIIOYAIOIIEMY BBEACHUE HY KAAIOLIEMYCs
B 3TOM MJIEKOIUTAIOIIEMY TeparneBTH4ecKH 3()(HEKTHBHOrO KOJIMYECTBA ONHOM M3 NPUBENEHHBIX
kommnosuiuii autu-1L17a anTuTeN Mo JaHHOMY H300PETEHHIO.

[00616] B onHOM BapuMaHTe OCYIIECTBJICHHS HACTOsee H300peTeHHEe OTHOCHTCS K
croco0y JiedeHus: W/uiu TPOPHIAKTUKK IICOPHA3a MOJIOBBIX OPTaHOB, BKJIIOYAIOIIEMY BBEICHHE
HY KJAIOLIEMYCsl B 5TOM MJICKOITUTAIOIEMY TepaneBTHYeCKH 3()()EeKTHBHOTO KOJMYECTBA ONHOM W3
NPUBEACHHBIX KOMIIO3UIMH aHTH-IL 17a aHTUTEN O TaHHOMY M300PETEeHHIO.

[00617] B omHOM BapuaHTe OCYIIECTBJIEHHsI HACTOsIIEe H300pETeHHe OTHOCUTCS K
crnoco0y JedeHHs W/uiau TNPOQUIAKTUKYA TCOpPHa3a KOXH TOJIOBBI, BKJIOYANOIIEMY BBEICHHE
HY>KIAIOIIEMYyCsl B 5TOM MJICKOITUTAIOIIEMY TepaneBTHUeCKH 3(P(PEeKTUBHOTO KOJMUYECTBA OIHOW U3
NPUBEACHHBIX KOMITO3UIMHK aHTH-IL 17a aHTUTEN O TaHHOMY M300PETEeHHIO.

[00618] B omHOM BapuaHTe OCYIIECTBJIEHHs HACTOsIIEe H300pETeHHe OTHOCUTCS K
croco0y JiedeHnst W/ Wi Npo(IIIaKTHKH JIATOHHO-TIOAOIIBEHHOTO TICOPHAa3a, BKIIYAKOLIEMY BBEICHNE
HY KJAIOLIEMyCsl B 5TOM MJIEKOIUTAIOIEMY TepaneBTHUECKH 3()(PEKTHBHOTO KOJHMUYECTBA OIHOHW U3
NPUBEACHHBIX KOMITO3UIMHK aHTH-IL 17a aHTUTEN O TaHHOMY M300PETEeHHIO.

[00619] B omHOM BapuaHTe OCYIIECTBJICHHsS HACTOsIIEe H300pPETeHHe OTHOCUTCS K
coco0y JiedeHusT WWiaM TNpOoQWIAKTUKYA IyCTYJIE3HOTO IICOpHas3a, BKIFOYANOLIEMY BBEIEHUE
HY>KJAIOLIEMYCsl B 5TOM MJIEKOIIUTAIOIIEMY TepaneBTHUECKH 3()(PEKTHBHOTO KOJMUYECTBA OIHOHW U3
NPUBEAECHHBIX KOoMITo3uImi aHTu-I1L17a anTuTen no naHHOMy H300pETEeHHIO.

[00620] B omHOM BapuaHTe OCYIIECTBJICHHsS HACTOsIIee H300pPETeHHe OTHOCUTCS K
croco0y JieueHust W/WiaM NPOQUIAKTUKA TCOPHATUYECKOTO apTPUTA, BKIIOYAIOIIEMY BBEICHHE
HY>KJAIOLIEMyCsl B 5TOM MJIEKOIIUTAIOIEMY TepaneBTHUECKH 3()(PEKTUBHOTO KOJHUYECTBA OIHOHM U3
MPUBENEHHbIX KOMIo3uuii aHTu-IL17a aHTUTEN IO JaHHOMY H300PETEHHIO.

[00621] B opHOM BapmwaHTe OCYLIECTBJIEHHS HACTOsIIee H300pETeHHe OTHOCUTCS K
crocoly JsiedeHuss W/unu TpOoPUIAKTHKH OyJUIe3HOTO MeM(pUronaa, BKIIIOYAIOIIEMY BBEICHHE
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HY>KIAIOILIEMYyCsl B 5TOM MJIEKOITUTAIOIEMY TepaneBTHYeCKH 3()(PEeKTMBHOTO KOJMYECTBA ONHOH M3
NPUBEAECHHBIX KOMITO3UIMH aHTH-IL17a anTuTeNn no naHHOMy H300pPETEeHHIO.

[00622] B omHOM BapuaHTe OCYIIECTBJIICHHS HACTOsIIEe H300pPETeHHE OTHOCUTCS K
croco0y JeueHuss WWiIM NPOQUIAKTHKH TaHTPEHO3HOW IHOJAEPMHH, BKIIIOYAIOIIEMY BBEIECHHE
HY>KIAIOLIEMYyCsl B 5TOM MJIEKOITUTAIOIEMY TepaneBTHUeCKH 3(P()EeKTUBHOrO KOJMUECTBA ONHOM U3
NPUBEAECHHBIX KoMrio3uuii antu-IL17a antuTen no naHHOMY U300pETEHHIO.

[00623] TepanesTuueckn sddexTnBHOe KoomuecTBOo aHTH-IL17a amtuTen mo
HACTOSIEMY HW300pPETeHUI0, M BOIHBIX KOMITO3WLMM, BKIOUaromux aHtu-IL17a anTuten mno
HACTOSIIEMy H300pPETEeHHIO, B IpeIJlaraeéMbIX COCTaBaX 3aBHCUT OT COCTOSIHHUS, MOAJIEKAIIErO
JICYSHHIO, TSDKECTH COCTOSIHMS, TIPEALISCTBYOIIEH Teparniy 1 HICTOPHH OOJIE3HH MalleHTa U OTBETY Ha
TeparneBTUuYecKoe cpencTro. Iloaxonsauiyo 103y MOXKHO PeryaupoBaTh IO PEIISHUIO JIeYalero Bpadya
TaK, 4TO €€ MOKHO BBOAUTH NALMEHTY OJUH Pa3 WM MOCPEACTBOM HECKOJIBKUX BBEIECHUN.

[00624] B onHOM u3 BapuaHTOB ocyuiecTBieHus 3P dexTruBHOe KomuuecTBo aHTU-I1L17a
aHTHTENa Ha J03Yy Ul MalueHTa coctaBisieT npudbmusutensHo ot 0,01 no 10 Mr Ha KuilorpamMm Beca
Tena, wii npuoamsuTenasHo ot 0,01 1o 5 Mr Ha kuorpamm Beca Tena, wiu npudamsurenasHo ot 0,01 1o
4 Mr Ha KWJiorpamMMm Beca Tejia, wiu npuommsurensHo 0,05-3 Mr Ha KHJIOTpaMM Beca Teja, N
npubnusuTensHO 0,05 Mr Ha KWJIOrpaMM Beca Teja, WiH npudnmusutenbHo 0,25 Mr Ha KUJIOrpaMM Beca
Tena, Wi npubnausutenbHo 0,825 Mr Ha KWiIOrpaMM Beca Teja, Wi npudiusutensHO 1,25 mr Ha
KWJIOTPaMM Beca Teja, MM MPUOIU3UTENbHO 1,75 Mr Ha KMJIorpaMM Beca Tella, HIIH MPHOJIH3UTEIBHO
2,25 Mr Ha KHJIOTPaMM Beca Tella, W MPUOIM3UTENBHO 3 M Ha KMJIOTPaMM Beca TeJa.

[00625] YacroTa BBeAeHHS 103 OOBIYHO MOKET OBITH MIPUMEPHO JIBA pa3a B HEAEIO, WU
OZIWH Pa3 B HEAEJIO, WM MPUMEPHO OJIMH pa3 KaKIble 2 HENEeU, WK IPUMEPHO OAMH pa3 Kaxable 4-8
HeZeNb, U IPUMEPHO ONUH pa3 Kaxable 10 Hexenb, WM NPUMEPHO OJUH Pa3 B MECAL WJIK IPUMEPHO
OZIWH Pa3 Kaxable 3 MeCsLa.

[00626] Ecnu nosy cnenyer BBOOUTH OoJiee OIHOTO pa3a B HENENIO, WLTIOCTPATHBHBIN
AUANa3oH 03 SIBJIAETCSA TaKUM K€, KaK YyKa3aHHbIE BbIIIE IUANA30Hbl O3 WJIM MEHee, U €€
MPEIIIOYTUTENILHO BBOIAT ABA WK OoJiee pa3 B HENENIO C quana3oHoM 103 5-240 mr/mosy.

[00627] B npyrom BapuaHTe OCYILUECTBJIEHUs MpUeMIIeMas 103a Ui BBEICHUs
NOCPENCTBOM MHBEKIIMH MOXET conepkarb 5-300 Mr/mo3y, uimm moxer coxepxarb 40 mr, miu 50 mr,
unu 60 Mr Ha OflHy 103y, Wi MoxkeT cogepxarb 70 mr, unu 80 mr, umu 90 mr, unu 100 mr Ha onHy
103y, uiau Moxket comepkatb 110 mr, mnu 120 mr, mnu 130 mr, unu 140 Mr Ha oiHY 03y, UM MOXKET
coaep>xathb 150 mr, nnu 160 mr, unu 170 mr, unu 180 Mr Ha ofHY [03Y; WJIM MOXKET copepxkarh 190 wmr,
unn 200 mr, unu 210 mr, wim 220 Mr Ha OfHY 103y, WX MOXKeT copep:xatb 230 mr, uiun 240 mr, unu
250 mr, nnu 260 Mr Ha OfHY 103y, UK MOXeT cofep:karb 270 mr, niu 280 mr, wiu 290 Mr Ha OfHY
703y

[00628] Jlo3a MOkeT OBITh JOCTABIIEHA TOCPEACTBOM OJTHOM HMJTH OoJiee OMHON HHBEKLINU.
J1o3a MOsKeT OBITh JIOCTABJIEHA TTOCPECTBOM OTHOM, IBYX HIJIM TPEX MHBbEKIHHI. O1HAa HHBEKITHASI MOKET
conepxxkatb | uinm 2 M1 pacKpbITON B HACTOSILIEM 1OKYMEHTE KOMIIO3ULMU.

[00629] B onnom BapuanTe ocymectBiaeHus aHTtu-IL17a aHTuTen mno HacToseMy
n300pEeTEHHIO MOTYT OBITh BBEIEHBI B 103€ 40 MI' MOCPEICTBOM OHOM (TI/K) UHBEKIIUH.

[00630] B onHom BapuanTe ocyuectBiaeHus aHTu-IL17a aHTuTen mno HacTosleMy
U300pETEHUIO MOTYT OBITh BBEACHBI B 03¢ 60 MT MOCPEICTBOM ONHON MHBEKIIHH.

[00631] B onHom BapumanTe ocywectBiaeHus aHTtu-IL17a aHTuTen no HacTosLeMy
U300pETEeHUIO MOTYT OBITh BBEACHBI B 103¢ 70 MT MOCPENCTBOM ONHON MHBEKIIHH.

[00632] B onHom BapuanTe ocyuectBiaeHus aHTtu-IL17a aHTuTen mno HacTosieMy
U300pETEeHUIO MOTYT OBITh BBEACHBI B 103¢ 80 MT MOCPEICTBOM ONHON MHBEKIIHH.

[00633] B onsom BapuanTe ocywectBiaeHuss aHTu-IL17a aHTuTen mno Hacrosiemy
M300pETEHHIO MOTYT OBITh BBEZIEHBI B 103€ 80 MI' TOCPENCTBOM ABYX MHBEKLHIA 10 40 Mr.

[00634] B onsom BapuanTe ocywmectBiaeHuss aHTtu-IL17a anTutren mno Hacrosmemy
U300pETeHNIO MOTYT OBITh BBEAEHBI B 103€¢ 100 MI MOCPEACTBOM OJTHON MHBEKIIHH.

[00635] B omHom Bapuante ocywectBieHuss aHtu-lL17a anturen mno Hacrosemy
n300peTeHHIO MOTYT OBITh BBE€AEHBI B 103¢ 120 MI MOCPEACTBOM OJTHOM MHBEKLIUH.

[00636] B omHom Bapuante ocywectsienuss aHtu-lL17a anturen no Hacrosiemy
M300pETeHUIO MOTYT OBITh BBEACHBI B 103€¢ 120 MI MOCPEACTBOM IBYX MHBEKLIHUIT 110 60 M.
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[00637] B HEKOTOpBIX Ciy4asx YJIyYLIEHHs COCTOSHUS IMALUeHTa MOXHO JOOUTHCA
MOCPEACTBOM JIEYEHUS] B TEUEHHE MPOAOJLKUTEIBHOIO Imepuoga BpeMeHH. [l HeusIedyuMbIX
XPOHHYECKUX COCTOSIHUI CXeMY JIEUEHHUS] MOXKHO MPOJOJDKATh OECCPOUHO.

[00638] B npyrom BapmaHTe OCylIeCTBICHUS (hapMaleBTHUECKHE KOMITO3UIMU IO
HACTOSIIEMY H300PETEHHIO MOXKHO IOJIydaTh B BHUAE Hepac(hacOBAaHHOIO COCTaBa, U MO CYIIECTBY,
KOMITOHEHTHI (papMaLeBTHUECKON KOMIO3ULIUU MPUCYTCTBYIOT B KOJHUYECTBAaX BBIIIE, YE€M MOJXKET
TpeOOBaThCs It BBEACHHSI, U UX COOTBETCTBYIOIIMM 00pa3oM paz0aBIIsIOT A0 BBEACHHUSI.

[00639] AnpTepHaTUBHO, (papmarieBTHYECKasi KOMITO3ULIUSI MOXKET OBbITb 3aMOpPOXKEHa,
BBICYLIIEHA paclbuleHHeM, JH00 JHOQMIM3UPOBAHA M BOCCTAHOBJIEHA Ilepell INPUMEHEHHEM B
NOIXOMALIEM CTEPHIIbHOM Hocutene. Jlnodumusammsi MoKeT ObITh BBITIOJHEHA C HCIOJIb30BAHUEM
CHOCO0OB, M3BECTHBIX B IAHHOW 00JIACTH TEXHHUKH, KOTOPBIE BKJIIOYAIOT B CE0s1 Pa3IMYHbIE LIIATH, TAKHE
KaK 3aMOpaXKMBaHUeE, OTKUT, IEPBUYHAs U BTOPUYHASI CYLIKA.

[00640] ®apMalleBTUYECKHUE  KOMIO3MLUMUM  MOXXHO BBOAWTH B  BHAE  OAHOIO
TEPANeBTHYECKOTO CPEACTBA MJIM B KOMOMHALIUH C JOMIOJHUTEIbHBIMHU TEPATIEBTHUECKUMH CPEACTBAMU
1o Mepe HeoOXoauMocTH. Takum 00pa3om, B OTHOM BapHAHTE OCYIECTBJICHUS MIPEJIaraeMble CIIOCOObI
JeyeHus WM TpPOQUIAKTHKH HUCHOJB3YIOT B KOMOHMHALMM C BBEIEHHEM TEpPANeBTHYECKH
3¢ (eKTUBHOrO KOJMYECTBA APYTOro aKTUBHOTO cpencTBa. Jpyroe akTHBHOE CPEACTBO MOKHO BBOJIUTH
10, B TEUEHHE HJIK TOCJIe BBEACHHS (papMaleBTUYECKUX KOMITO3UIUHN 10 HACTOSIIEMY H300PETEHHIO.
Jlpyroe axkTHUBHOE CpPENCTBO MOXHO BBOJUTH KakK 4YacTb IIPeNJlaraéMoOil KOMIO3ULIUU WY,
aNbTEPHATUBHO, B BU/IE€ OTAENBHOIO COCTABA.

[00641] Beenenne npemnaraeMpix (hapMaeBTUYECKUX KOMIO3UIIHMI MOXKHO TPOBOJIUTH
pa3NMUYHBIMH  Ccrtoco0aMu, BKJIOYAs MAPEHTEPANbHOE, NepOopaiibHOE, OYKKaIbHOE, HAa3aJIbHOE,
pPEeKTaIbHOE M MECTHOE BBeneHue. llapeHTepanbHOE BBEAEHHE MOXKET BKIIOYATh, 0€3 OrpaHUYEHUS,
TpPaHCAEPMAIbHOE, TOAKOXKHOE, BHYTPHUBEHHOE, BHYTPHAPTEPHAIbHOE, BHYTPUOPIOIIMHHOE,
HUHTPaAEepMaIbHOE, BHYTPUCEPAECUHOE, BHY TPHKEITY JOUKOBOE, BHYTPUUEPENHOE, BHY TPUTPAXEATbHOE,
HUHTPATEKAJIbHOE BBEAEHUE, BHY TPUMBILICYHYIO UHBECKLUIO, BHYTPUBUTPEAIbHYIO HHBEKLIHIO.

[00642] ®dapManeBTHYECKUE KOMIIO3MLIUK IO HACTOSLIEMY H300PETeHHIO OCOOEHHO
INPUTOAHBl JUIsl MAPEHTEPaJIbHOTO BBEIEHUs, T.€. MOJKOXKHO, BHYTPHUMBILIEYHO, BHYTPHUBEHHO,
UHTpANepUTOHEAbHO, B CIIMHHOW MO3I, B CYCTaBbl, MHTPACUHOBMAJBHO W/WIH HHTPATEKAJIBHO.
ITapeHTepanbHOE BBEEHHE MOXKHO IPOBOAUTD MTOCPEACTBOM OOFOCHON MHBEKLIUU WM HEMPEPbIBHOMN
uHpysun. PapmaneBTHYECKHE KOMIIO3HLMU IJISi UHBEKLHH MOTYT HAXOOUTbCS B CTaHOAPTHOH
JIEKapCTBEHHOW (opMe, Hampumep, B ammyJjax, (JaKOHAX, NPEJHANOJHEHHbIX INNPUIAX WIA B
KOHTEHHepaxX C HECKOJbKUMH J03aMHU C NOOABJIEHHBIM KOHCEPBAHTOM, HO HE OTPAHUYHMBASICH STHUM.
Kpome Toro, paspaboraH psii HENaBHUX TNOAXONOB K JIOCTaBKE JIEKAPCTBEHHOTO CPENCTBA, M
(apMaleBTHYECKHE KOMITO3UIMK IO HACTOSINEMY M300PETeHHMIO TMOAXOMST JJIsi BBEACHUS STHMHU
HOBBIMHU criocobamu, Hanpumep, BD Physioject™, Inject-ease®, Genject®, pydKu-UHKEKTOPbI, TAKUE
kak GenPen®, wu Oe3birosmbHbIe YyCTpoicTBa, Takue kak MediJector®40 wu BiolJector®.
@dapmManeBTUUECKYI0 KOMIO3HMLHUIO 10 HACTOSIIIEMY HM300PETEHHIO TaKXKe MOXKHO aJalTHPOBAThH IS
€Il He OTKPBITHIX CIIOCOOOB BBEICHUSI.

[00643] Taxxke cm. Langer, 1990, Science, 249: 1527-1533.

[00644] IIpennaraemblie hapMareBTUYECKHE KOMITO3HUIIUN TaKKe MOKHO (POpMyTHpOBaThH
B Ka4ecTBe Aeno-npenapara. Takue JauTenbHO AEeHCTBYOIINUE COCTaBbl MOXKHO BBOAUTH MOCPEACTBOM
UMIUIAHTAUWU (HApUMep, MOAKOKHO MJIM BHYTPUMBILIEYHO) WJIM MOCPEACTBOM BHYTPHMBILICYHON
uHbekunu. TakuMm o0pa3oM, Hampumep, COCTaBbl MOXKHO MOAU(PHUIMPOBATH C HCIOIb30BAHUEM
NOAXOMALINX TOJUMEPHBIX MM TUAPO(POOHBIX MaTepuasoB (HampuMep, B BHIE OMYJIbCHH B
NPUEMIIEMOM Maciie), WM HOHOOOMEHHBIX CMOJI, WJIK B BUJI€ YMEPEHHO PACTBOPUMBIX MPOU3BOIHBIX,
HaIpuMep, B BUAEC YMEPEHHO PACTBOPUMOM COJIH.

[00645] ®apMaLleBTUYECKHUE KOMIO3ULMM MPU >KEJAHUM MOXKHO MPEAOCTABISATH BO
(bakoHe, ymakoBKE WM B YCTPOMCTBE-paclpenenuTesie, KOTOPblE MOTYT COIEpKaThb OAHY WIIH
HECKOJIbKO CTaHAAPTHBIX JIEKAPCTBEHHBIX (POPM, COmepKallMX AKTUBHBIM WMHIPEOHEHT. B omHOM
BApUAHTE OCYLIECTBJIEHUSI YCTPONCTBO-PACHPEAEIUTENL MOXKET COAEpkKaTh IUMPHUL, COAEPKAIIHUN
OIHOKPAaTHYK JO3y JKHUIAKOIO COCTaBa, roTOBOr0 K HHbeKuMH. Illnpuir Moxer cOnpoBOXKIAATHCS
UHCTPYKLUEHN IO BBEJEHUIO.
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[00646] B npyroMm BapmaHTe OCYINECTBIIEHHs HACTOsALIee H300pETEHHE OTHOCUTCA K
HaOOpy WIIM KOHTEWHEPY, COAEPIKAIIUM BOAHYIO (PapMaLleBTHUECKYI0 KOMIO3ULIMIO 110 H300PETEHHIO.
KoHnenrpauus nonunentuaa B BOXHOW (papMauneBTUYECKON KOMITO3UIMH MOXET BapbHUpPOBATh B
IIUPOKOM JMana3oHe, HO, Kak IMPaBUJIO, B TMpenenax Auana3oHa NpuOam3uTenbHo oT 1 1o
npubnusuTensHo 200 Mr/mi BoxHOro coctaBa. Habop Taxoke MOXKET CONpOBOXKAATHCS MHCTPYKLMSIMU
N0 IPUMEHEHHUIO.

[00647] Crnoco0 monyuyeHusi BbILIEYKa3aHHBIX KOMIIO3WIMH BKJIOUaeT no00aBleHUE B
BOAHYIO (pasy aueraTHbIXx Oy(epHBIX areHToB, C MOCHenyUM aobaBieHueM, B JIFOOOMH
IIOCJIEIOBATENbHOCTH, CIEAYIOIIUX KOMIIOHEHTOB: OCMOJIUTHKA, BBIOPAHHOTO U3 ANCAXapUIOB (TAKUX
KaK Tperajosa, caxapo3a Wid ux koMmOuHauwsi), aHtu-IL17a anTuTena, comepskaliero Comepskamero
nomeH VHH-npomsBogHoro u BapualenbHblii foMeH VL, w/wiam comoOunmnzaropa, BbIOPAaHHOTO U3
rpynrel: nosucopdar 20, monucopdar 80, mosmokcamep 188 miam ux komOUHAIHSL.

[00648] Crioco® mosiyueHHs! BBILIEYKA3aHHBIX KOMITO3UIIMH BKJIIOYAeT NOOaBJICHUE B
BOIHYI (pasy THCTUAMHOBBIX Oy(epHBIX areHToB, C MOCIEOYIOIUM a00aBICHHUEM, B JIOOOH
NIOCJIEIOBATENIbHOCTH, CIIEAYIOIMINX KOMIIOHEHTOB. OCMOJINTHKA, BBIOPAHHOTO M3 CIIUPTOB HAa OCHOBE
caxapa (TakMX Kak MaHHHT, COPOMT WM MX KoMmOmHaums), aHtu-IL17a aHTHTENa, comep:Kamero
comepskamero nomeH VHH-mpowmssomHoro u BapuabenbHbli noMeH VL, w/unmm comobunusaropa,
BBIOpaHHOTO U3 TpymIel nojucopOar 20, momucopdar 80, monokcamep 188 mnm nx koMOMHALHA.

ITPUMEP UCCJIEJJOBAHUA:

[00649] Huxe npeacrasieH nNpuMep HCCIENOBAaHMs O ONPENETICHUI) PEareHTOB U UX
KOHLIEHTpaUUld JJi1 MOJy4YeHHss BOAHOW Komnosunuu adHtu-IL17a aHTUTENn no Hacrosmemy
N300pETEHHIO, TAKUX KaK HETAKUMaO.

[00650] ITonpasymeBaeTrcs, 4TO OMMCAHHBIE B HACTOSIIIEM JOKYMEHTE SKCIEPUMEHTHI U
crnoco0b! oTHOCATCS K aHTH-IL17a anTHUTENy MO HacToALIEeMy M300PETEHHIO, TAKOMY KaK HETaKHMMao, ¢
BapuabeNbHBIM TOMEHOM VHH U BapuaOenbHbIM aoMeHOM VL. llpumepbl moaxXopmsmux aHTHTEN
ornucansl B 3asiBKe Ha mateHT Ne PCT/RU2015/000163.

[00651] ITogpasymeBaeTrcsi, 4TO XOTs WJUIFOCTPATUBHBIE HCCIENOBAHUS U INPUMEPHI,
NPEACTABJIEHHbIE B HACTOALIEM JTOKYMEHTE, OTHOCSTCS K HETaKMMaly, KOTOPBIH paccMaTpUBAETCs B
Ka4ueCTBe WUIIOCTPATUBHOIO aHTUTENA, YKA3aHHbIE UIUTIOCTPATUBHBIE UCCIEAOBAHUS U IPUMEPBI MOTYT
OBITh MPUMEHEHBI U K IPyTOMYy aHTUTEINY 10 HACTOSALIEMY M300PETEHHIO, HE OTXO/s IIPU 3TOM OT HJeH
HACTOsIIEro n300peTeHusi (HampuMep, B YAaCTHOCTH B BUAY CTPYKTYPHBIX CXOACTB AHTUTEN IIO
HacTosAIeMy M300peTeH 0, BapuabesbHbIN TOMEH VHH, COEANHEHHBIH ¢ BApHaOeIbHbIM JOMEHOM VL1 ).

[00652] HccnenoBanuss M mnpuMepnl, IPENCTABJICHHbIE B HACTOALIEM JOKYMEHTE,
NpeIHAa3HAYeHbl  HCKJIOYMTENbHO JUISI UJUTIOCTPATUBHBIX  [eJiel,  KOTOpble  JE€MOHCTPHUPYIOT
MOIXOJUMOCTb OMNPEEIeHHbIX KOMIIOHEHTOB, UCIIOJIb3YEeMbIX B BOJIHBIX Komrosunusx aHTu-1L17a
aHTHUTENa TO HacTosleMy wuzoOperenuto. [lompa3ymeBaeTcs, 4TO CPEeOHHI CHELMAINCT B JaHHOH
00J1aCTH TEXHUKH MOXKET MCIIOJIB30BATh U IPYTHE CIIOCOOBI, HE OTCTYTAs PH 3TOM OT UAEH HACTOSIIETO
n300peTeHus.

[00653] IMoaxonuMOCTh BOAHBIX KOMIO3WIIME TIO HACTOSIIEMY H300peTeHur0 Oblia
UCTIBITAHA TIOCPENICTBOM HILUTFOCTPATUBHBIX CIIOCOOOB, OMUCAHHBIX B HACTOSIIEM JOKYMEHTE.

[00654] Crniocob 1: ITonydenue ctabunpHBIX cocTaBoB aHTU-1L17 anTUTENA

[00655] IIpurorosnenne oOpa3LoOB aHTUTENA ¢ KOHIEHTpauueld 10 Mr/mir oCymecTBIsuu

B KOHUEHTpauuoHHbIX sueiikax Stirred Cell (Millipore) mox naBiaenuem. Jlyisi 3TOro aHTUTENO B
HCXOITHOM COCTaB€ IMOMEILAN B STYEHKY, IPU HEMPEPBIBHOM IEPEMELINBAHUN O€JIOK KOHIIEHTPUPOBAJIH
IOJ] TOTOKOM C3KaTOTO BO31yXa A0 KOHUeHTpauwu 10 Mr/mi, mocie dero 100aByisuy B STYEHKY HE MEHee
geMm 10 xpaTHBI 00BEM BOIHOTO PacTBOPA C LIEJIEBBIM COCTABOM, BKIIHOYAOIIUM Oy(epHble areHThl,
OCMOTHUYECKHE areHThl 1, €CJIM HE0OXOIUMO, TOTIOIHUTENbHBIE BOJOPACTBOPUMBIE cTabmmu3aTopsl. 11o
3aBEPLISHUH Mpouecca AHaQuIbTpaluyd aHTHTENIO KOHIEHTPUPOBAIHN O KOHLEHTpaunu okojio 12-20
MI/MJ, BBITPYKaJIM U3 SYEHKH, ONpPEAeSsUId TOYHYIO KOHIEHTpauuioo Oenka wmerogoMm Y O-
cnekrpodoToMeTpun. 3aTeM K 00pa3iy BHOCHIIM COOTBETCTBYIOLINI pacTBOpP IuIanedo st MOy YeHHsI
pacTBopa ¢ LeneBoi koHIeHTpanueit 0enka 10 + 0.5 mr/mo.

[00656] [Tonyuenue oOpa3uoB Oenka ¢ KOHIEHTpalue Oojiee 40 MI/mMul IPOBOAMIIN B
kaccetax Pellicon (Millipore) B peskiiMe TaHr€HIUAIBHOTO MOTOKA. [[Jist 3TOr0 aHTUTENO B UCXOAHOM
COCTaBE€ MOMEIIAJIN B eMKOCTb JUIsl JHa(pUIbTPALIUY, KOHLEHTPUPOBAJH OeJIOK 10 KOHIeHTpamu 40 —

51



100 mr/mi, mociie 4ero Kk CUCTeMe MONKIIIOYUaIH moaa4dy He MeHee 4yeM 10 kpaTHOro oobeMa pacTBopa ¢
LIEJIEBBIM COCTABOM, COep KaliuM OyQepHble areHTbl, OCMOTUYECKHE areHThl U, €CIU HEOOXOAMMO,
TOTIONTHUTENIBHBIE  BOOPACTBOpUMBIE crabmnu3atopsl. Jlomyckaercss poOaBieHHE KOHIIEHTpaTa
OCMOTHUYECKHX areHTOB U BOJAOPACTBOPUMBIX CTA0OMIIN3aTOPOB MOCe 3aBepieHus auadunbrpanuu. [o
3aBeplIeHUH Tmporecca AUAQUIbTPALIMK  AHTUTENO KOHIEHTPHPOBAIM [0  KOHLEHTPALHH,
NPEBBIIAOINEH [EJIEeBYI0, BBITPYKAIU N3 CUCTEMbl U ONpPEAESUTM TOUHYI) KOHIIEHTPALMIO Oeska.
3arem k 0Opasuy n00aBISUTN COOTBETCTBYIOIIUIT pACTBOP IUIaLe0o AJIs MOy YeHUsI PACTBOPA C LIeIeBOI
KOHLIEHTpaLuen Oenka.

[00657] [Ipy moOJy4eHUH COCTaBOB, COAEPXKAIIMX COJNIOOMIN3ATOPBl, KOHLIEHTPATHI
MOBEPXHOCTHO-aKTUBHBIX BEIIECTB JOOABISUIM K AHTHUTENY TOCHE 3aBepUIeHUs AUadUIbTPALMU |
KOHLICHTPUPOBaHUsI TpU (HUHAILHOM pa3BENCHHHM AaHTUTENA pPAaCTBOPOM IJianebo 10 IeJeBOH
KOHLIEHTPALUH.

[00658] Ilepen acenTHUYHBIM HAMOJHEHWEM B KOHEYHBIM KOHTeHHep (Hampumep,
CTEKJISIHHBIA WJIM TIOJIMMEPHBIA COCya, (PJIaKOH MJIM LINPUI]) PAacTBOP aHTUTENA (UIBTPOBATIH Uepes
MeMOpaHny ¢ pasmepom mop 0.22 MkM.

[00659] Crniocob 2: OnpeneneHre KOHIEHTpaLUK Oeika B UCCIIeqyeMbIX oOpa3nax

[00660] KoHuenrpauuto  Oenka — ompenensuii € MOMOIIBED — Merona Y-
cniekrpodoToMeTpuu npu 1iuHe BOIHbI 280 HM B Y @-npo3payHbIX [UIAHIIETAX.

[00661] Kaxknpriii obpasen pasBOAWIM PACTBOPOM COOTBETCTBYIOLIEro Ijanedo 1o

KOHUeHTpauun npumMepHo 0.5 mr/min. B nyHky mianmera st Y @-cnekrpodoromerpun nomernanu 150
MKJI pa3BeeHHOro odpasua. M3mepsan onTH4ecKyro MJIOTHOCTh MOMEIIEHHBIX B IUIAHIIET PACTBOPOB
Ha TUIAHIIETHOM crnekTpodoromerpe mpu nimHe BoiHbI 280 HM. B kadecTBe pacTBopa CpaBHEHUS
HCTIONIb30BAJIM COOTBETCTBYIOMINI pacTBOp I1anedo.

[00662] Konuenrpauuto 6enka (C) B Mr/mit paccuuThiBav 1O opmyie:
A(280) = b
pCOLL
%]

A2g0 — 3HaUEHUE ONTUYECKON MJIOTHOCTU MPU JJIMHE BOJHBI 280 HM;

€ — KO3 PUILIUEHT SKCTHHKINH UCCIIENYEeMOro Oelka;

b — cymmapHbIii KO3 PUIIUEHT pa3BeneHus: oopasia,

| — TonmmmHa cnost B nyHke ruiaHmera; st 150 mxn 1 = 0.42 cm.

[00663] Croco6 3: I19I-arperarust

[00664] I'oroBunu pactBop IIDIT 6000 ¢ maccoBoit koHuentpanueit 20 — 25% B
UCCIIElyeMOM COCTaBe SKCIUMHUEHTOB. UTOroBbie pacTBOpHI hunbrpoBanu yepes puiastp Durapore 0.45
MKM.

[00665] B 96-nyHouHble TuiaHIIETHI s Y @-CcriekTpodOTOMETpUHM  TEPEHOCHITH
pacueTHOe KOJU4eCcTBO oOpaslia, pacTBOpa BCIOMOraTenbHbIX BemecTB u 20 — 25 % pacreopa [T
6000 Tak, 9yToObI B psine NyHOK Obuta koHUeHTpauus [131'6000 ot 0 no 18%, a koHUEHTpalys Oenka B
KaX0H JIyHKe cocTaBisuia 1 mr/mi. Bee monydeHHbIe B IyHKaX PacTBOPBI XOPOLIO MEPEMEIINBAIIH,
MUNETUPOBAHUEM.

[00666] Ilocne 5TOro OLEHWBAAM CTENEHb MYTHOCTH PAacCTBOPOB BU3YAJIbHO, & TaKXKe
M3MEPsIA ONTUYECKYH0 IUIOTHOCTh PACTBOPOB MpPH IyMHE BOJIHBI 400 HM.
[00667] Ocaxnenue Oenka B mpucytctBuu IIOI cBsizaHo ¢ 3ddekToM 3amenieHus

o0BeMa, TO eCTb OENIOK CTEPUYECKU BBITECHSETCSI M3 PETHOHOB PACTBOPUTENS MOJUMEPOM. IJTO
NPUBOJUT K KOHLIEHTPUPOBAHUIO OeJka A0 TeX IOp, MOKa He OyAET MpeBbIIIeHa ero paCTBOPUMOCTDb U
He BbIMazeT ocanok. Uem MeHee crabuiieH oOpasel, TeM npu MeHblleld korueHTpanun 1131 6000 on
Oyner oOpa3oBBIBaTh BUIHMMBIE arperaThl (OMajIeCIeHIINIO ).

[00668] Criocob 4: OnpeneneHrie KOJUIOMIHON CTAOMIBHOCTH METOIOM «IIEHK-TECT»

[00669] Hccnenyemplie obpasipl paszgensian Ha 2 vactd mo 200 MKJI ¥ MOMeIIanu B
CTEKJISTHHbIE BUAJIBL, [0 | BHase Ha KaKblil COCTAB 3aKJjabIBaJIU B XOJIOAWIBHUK HA XpaHEHHE NpU 2 —
8 °C, ocranpHBlE yCTAaHABIMBAJIM B IIelikep M MIEWKUpPOBaIH co ckopocTeio 800 00./MuH mpu
temneparype 2 — 8°C B TedeHue ykasaHHOro BpemeHHu. Ilocrne OkOHuUaHHs cTpecca NpOOUPKHU
BCTPSIXMBAJIM Ha BOPTEKCE U MEpeaBajIl Ha aHAIN3.

[00670] Crocob6  5: OnpeneneHrie  KOJUIOMOHOW  CTAaOWUJIBHOCTH  METOIOM
KPHUOKOHLIEHTPUPOBAHMUS
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[00671] Hccnenyemple 00pas3ipl pa3ieisuii Ha 2 4acTU M NMOMEINAH B IUIACTHKOBBIE
BUAJIBI: MO | BHaje Ha KaXIbIH COCTAB 3aKJAJbIBAId B XOJOAWIBHUK Ha XpaHeHue rpu 2 — 8 °C,
OCTaJibHblE€ YCTaHABIMBAIN B MOPO3WJIbHYIO KAMEPY U XpaHUJIM Npu TemnepaTtype munyc 16 — 20 °C B
TE€4YeHHEe YKa3aHHOro BpeMeHH. Ilocrme OkOHYaHuUs cTpecca NMpoOMPKH yOupanu M3 MOPO3HIBHOMN
KaMmephl, BBIAEP>KUBAJIM INPU KOMHATHOH TEMIEpaType OO0 MOJHOIO OTTAUBAHUS COHEPKUMOIO,
nepeMelIBaId paCTBOPHI ¢ IOMOLIBIO BOPTEKCA U MepeaBali Ha aHAJIN3.

[00672] Criocob 6: OmpeneneHne TePMUIECKOI CTAOMIBHOCTH METOAOM «TEPMOCTPECCH

[00673] Hccnenyemble oOpasipl pasnensuii Ha 2 49acTH M TOMELIATH B OTAENbHBIE
CTEKJISIHHBIE BUAJIBL: 110 1 BUase Ha Ka)KJbIil COCTAB 3aKJaAbIBAJIM B XOJOAWIbHUK HA XpaHEHHUE IPpH 2 —
8 °C, ocrajbHbIe YCTAHABIUBAIM B TEPMOCTAT U MHKYOMPOBAIM MPH HEOOXOIUMOW TeMIlepaType B
TE€YeHHE YKa3aHHOrO BpeMeHHW. llocie OKOHYaHUs TPOrpeBa BUANbl yOMpald W3 TEPMOCTATa,
BBIIEPKMUBAJIN [P KOMHATHOM TEMIEPaType OKOJIO 15 MUH U nepenaBaiy Ha aHAJINS.

[00674] Cnoco6 7: OnpeneneHue roMOreHHOCTH U TOYKHU arperaiuu Oejka ¢ MOMOIIbBIO
MeTo/a AMHAMHU4YECKOro ceropaccesHus (DLS)
[00675] OmpeneneHre TOMOT€HHOCTH HCCIEAyEMbIX OOpa3lOB OCYIIECTBISUIM Ha

npubope Zetasizer Nano ZSP B pexxume m3mepenus Size. st atoro 0.5 M pacTBopa momenany B
00eCIBbUICHHYIO OTHOPA30BYO IIACTHKOBYIO KIOBETY.

o Ananurrueckasi Mmonesb: Protein analysis.

J BrinepxuBanue npu Temreparype nepea Hadanom usMepeHus 30 ceKyHA.

. B xaxnoii Touke cpenHee 3HaUeHHUE MO 13 u3MepeHusiM B 3 NOBTOPHOCTSIX.

[00676] OmpeneneHne TOYKM arperaldyd HCCIEAyeMbIX OEJIKOB OCYLIECTBISUIA Ha

npudope Zetasizer Nano ZSP. J[jst 3TOro pacTBOp MOMEINATN B KBAPIEBYIO OOECIBUIEHHYIO KIOBETY,
KOTOPYIO TOCTENEeHHO HarpeBajd B MNpuOOpe MpH TMOCTOSIHHOM H3MEPEeHHH WHTEHCHBHOCTH
paccesiHHOTO CBeTa B pexkuMe nsMepenus Temperature trend.

o Ananurnueckasi Mmonenb: Protein analysis.

o Pexxum Temperature trend, mod: Protein aggregation point. Ot 50 no 85°C npu mare
Harpesa 1°C.

o BoinepxuBaHie mpy TEMIIEpaType nepen HayajaoM u3MepeHust 60 CeKyH.

. B xaxxnoii Touke cpenHee 3HaueHue 1o 15 u3MepeHusiM B 1 MOBTOPHOCTH.

[00677] Crpounu Temmnepatypublii TpeHa ¢ mnomomeio [10 mpubopa, kortopoe u
ABTOMATHYECKH PAaCCYMTHIBAET TOUKY arperanuu Oenka (Aggregation point).

[00678] Croco6 8: OrmpeneneHne TOMOT€HHOCTH OOpa3LoOB C TOMOINBI METOna
SKCKITFO3UOHHOH () BBICOKO3 PP EKTUBHOM KUAKOCTHOH Xpomarorpadun (BIXKX)

[00679] 3areM ompemensyii  TOMOT€HHOCTh  OOpasLioB ¢  IMOMOIIBID  MeToxaa
BBICOKO3((EKTUBHOMN KUAKOCTHOM XpomaTtorpaduu (BDIKX) co cnenyromumu xapakTepUCTHKAMH:

o Komonka Tosoh TSK-GelG3000SWXL 7.8 mm ID x 30 cm, xar. Ne 08541.

e Tewmmneparypa kononku: 25 °C

e CKOpOCTh MOTOKA NOABIIKHOM (ha3bl: 0.7 MII/MUH.

e OObem Broya: 10 Mk

e Konuenrpamus obpasua: 5 Mr/mi.

e JlnuHa BOJHBI feTekTopa: 220 HM.

e IIponOIKUTENBHOCTD 3JIFOMPOBAHMUS: 25 MUH.

e [lonBmwxHas ¢aza: Hunatpus rugpodocdar 6/8 7.1 mr/mi.

o Hatpus xmopun 17.54 mr/mi.

[00680] pH moaswxHOH ¢azbr nosoauu 10 7.0 oprodochopHOI KUCTOTOH.

[00681] H3MeHeHre YUCTOTHI MOCIIe CTPecca pacCHUThIBAIH 1O opmye:

[00682] A = (oyist OCHOBHOTO THKA TIOCJIe CTPecca — I0JIsi OCHOBHOTO TTHKA JI0 CTPecca)

[00683] Crnioco6 9: Onpenenenne KHCIOTHO-IIEIOYHOTO MPod st 06pa3LoB ¢ TOMOIIBO
noHHo-o0MeHHo# (O) BOXKX

[00684] 3areMm onpenensii KUCIOTHO-IIENIOYHON MPod b 00pa3oB ¢ TOMOIIBIO METOA

nonno-oomenHol (MO) BOXKX co cneayromumi XapakTepruCTUKAMHE:
o Kononka ProPac WCX-10 Analytical, 4 x 250 mm
o IIpenxononka Pro Pac WCX-10G, 4 x 50 mm
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. Temnepatypa xononku: 25 °C

o CxkopocTb moToKa nmoABMKHOH (asel: 0.7 Mi1/MuH

L O6bem Bkoya: 50 MK

o Konnenrpauus oopasua: 1 mr/min

. Jlnuna BonHbI fetekTopa: 280 HM

. IIponomkuTenbHOCTD 3MoupoBanus: 60 MUH

o [MonBuxkHas ¢asa:

o Onroent A: 20 MM 2-(N-mopdoauno)stancyiabhonosas kucnora (MES), pH=6.0

J Omoent b: 20 MM 2-(N-mopdonuno)stancynbponosas kucnora (MES), 400 MM NaCl,
pH=6.0

o I'papuent dazsr A: 87 — 0 — 90 %.

[00685] AOCOIOTHOE HW3MEHEHHE KHCJIOTHO-IIENIOYHOrO Mpoduisi Toche crpecca

paccYUThIBAIN MO (HOpMYJIE:

A = |coneprkaHue KUCIBIX Ppakiuii 10 cTpecca — CouepikaHue KUCIbIX (ppaKLui mocie cTpecca|
+ | comepskaHue TOMUHHUPYIOIIEH (BpaKIUK 10 CTPecca — COAepKaHue JOMUHHUPYIOIIEH GPpaKIuH Mocie
cTpecca | + | comepskaHue MeNoYHbIX (PpaKLUii 10 CTpecca — CoNepIKaHue IEJOYHbIX (paKIuil moce
cTpecca)

[00686] Cnoco6 10: OmnpeneneHue HU3KOMOJEKYJISIPHBIX TMPUMECEH METOIOM Tejib-
snektpodopesa B mnomuakpwiamunHoMm rene  (ITAAD) (SDS-PAGE) B penyuupyromux u
HepenyLIUPYIOIIUX YCIOBUAX

[00687] T'otoBunu momuakpunamunsbiii reab (ITAAD) B CTEKJISIHHBIX IUTACTHHAX B
MPUCYTCTBUH HATPHUSI NONELWJICYJb(aTa, COCTOSAIME W3 KOHIEeHTpupyromero ciosi - 4% ITAAL u
Pa3eNSIOLIEro CIos: B peayuupyroumx yciaosusax — 12.5% ITAAT, B Hepeay UMpYOLIUX YCIOBUSIX — 8
% ITAAT.

[00688] Cobupanu u yCTaHaBJIMBaIH 3JIEKTPOPOPE3HYIO KaMepy B COOTBETCTBHH C
MHCTPYKLMEH MO 3KCIUTyaTallly MpuOopa IJIsl MPOBEAECHUST BEPTUKAIBbHOrO snektpodopesa. IIpodrr
TOTOBUJIM, Pa3BOAs 0Opaslibl OYMIIEHHOW BOAOH MO KOHEYHOH koHueHTpauuu 1 mr/mu. OtOupanu
o0beM, 3KBUBaJIEHTHbIH 40 MKI M CMEMIMBAJIU MMOATOTOBJIEHHbIE MPOOBI HUCCiIenyeMoro obpasua B
cootHouennu 3:1 (oObeM/00beM) ¢ OydepHbIM PacTBOPOM I HaHECEHHs OOpas3LoB 4-KpaTHBIM,
COZIEPIKAIIUM 2-MepKaNTOITaHON (peayLHpYIOHe YCIOBUS) U HE COIAEPIKAIIUM 2-MEPKaNTO3TaHOI
(Hepenyumpyromue ycioBus), nepememnBanu. [lomydeHHbIE pacTBOpbI HMHKYOHpOBaIM NpH
temnepatype (99 = 1)°C B teuenme 3 muH (0Opasubl, copepikaiiue 2-MepKanTOITAHON) U IPU
temrieparype (99 + 1)°C B Teuenue 1 mun (0Opasibl, He coaepsKalIne 2-MepKanTodTaHo ). PacTBOpsI
OXJIQXKAAJIM 10 KOMHATHOW TEMIEpaTyphl, NepeMelinBaiu U HaHocuiau B jayHku ITAAI mopx crnoit
3JIeKTpoaHOTro OydepHOro pacTBopa.

[00689] DnexTpodope3 MpOBOAWINA B PEKUME MOCTOSTHHOTO TOKA, UCIONB3Ysl CHCTEMY
BOJITHOT'O OXJIAXKIEHHSL. 3a/1aBaId ITapaMeTpbl padoThl UICTOYHHUKA TUTAHUS: TTPH MPOXOXKACHUH (HPOHTA
KpacuTeJssl 4Yepe3 KOHLUEHTPUPYIOIINI Tesib HanpsbkeHue Toka coctanisiio 110 B. Ilocne BxoxneHus
(dbpoHTa KpacUTeNsl B HUKHHUI Pa3AesIoIUi Teib Ha 5 — 7 MM HanpspKeHHe Toka yenuduaiu 10 180
B. McTOYHMK MUTaHUS OTKIFOYAJIH, KOraa (PPOHT KPACUTENs TOCTUT HHUYKHEH TPaHULIBI TeJIsL.

[00690] IMocne okonvanwmsi 3nekTpodopesa renu OTAENSIH OT CTEKOJ W IMPOBOAMIIN
¢ukcamio 6enkoB B QUKCHPYIOLIEM pacTBOpe B TeueHue 16 — 18 yacoB mpu KOMHATHOW TeMITepaType.
3areM MpOBOIWIN OKpPALIMBAHUE relieil (B pacTBOPE KUCIOTHOM CHHEM 83) M OTMBIBKY IO MOJTYyUYEHHS
YeTKOH BU3yaiu3aluu nojoc. I'enu ckanupoBanmu. YHUCTOTY M NMPUMECH B HCIBITYEMBIX OOpasnax
OLICHUBAJTU C IMOMOIIBIO TporpaMMHOTro obecnieuenus: GelPro.

[00691] Croco6 11: Onpenenenne cienndruueckoil akTHBHOCTH

[00692] Crierurueckyro akTHBHOCTh 00pa3I0B MOHOKJIOHANBbHOTO aHTH-IL17 aHTHTENA
OLIEHUBAIN MO crocoOHocTH crieruduuHo cBsi3biBaTh Oenok IL17a u mHelTpammsosate IL17a-
3aucumyto mnponykomo L6 knmerkamu HT1080. Cycnemsuro xinerok HT1080 noGasmsuim B
KyJIbTYpaJIbHbIE ITaHLIETHl B 00beMe SO Mky/myHKy. MHKyOupoBany maHmeTs! 5-6 gacos mpu 37°C,
5% COa,. IIpu nomomu podotuzupoBanHo craHunu Freedom Evo roroBuim cepuiiHble pa3BeneHHs
CTaHIAPTHOTO U HCCIIEeNyeMOro o0pasios, cMernBaiy ux ¢ pactsopom IL17a+TNFa, nakyouposanu 1
Jac npu KOMHATHOH Temneparype. [locne nHkyOaunn cMech epeHOCHITH B KYJIBTY paJIbHBIE TUIAHIIETHI
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B oObeme SO mxu/nyHKy. MHKyOupoBanu mianmmeTs! 16-18 gacos npu 37°C, 5% CO2. Bee onucannble
BBILIE MTPOLIENYPbI TPOBOIMIN B ACETITUYHBIX YCIIOBUSIX.

[00693] Herexunro yposHs IL17a-3aBucumoit nponykuuu IL6 nposoaunu npu noMoiu
N®DA-ananmuza, ¢ ucnonpzoBanuem Habopa ELISA nns onpenenenust konnenrpanuu [L6 Human IL-6
DuoSet ELISA, R&D System, CIHIA, kat. Ne DY206.

[00694] C nomompro mporpamMmHOro obecredenuss Magellan 7.2 cTpownm
YeThIPEXNapaMeTPOBble KPUBbIE 3aBUCHUMOCTH CPEIHEro 3HAa4YeHHs ONTHYECKOM IUIOTHOCTU OT
KOHLIGHTpaluu OeJlka i pPacTBOPOB CTaHOAPTHOrO oOpa3lia M HUCHBITYeMOro 0OpasIoB,
PACIIONIOKEHHBIX HA OIHOM IJIAHIIETE.

[00695] OTHOCHTENTBHYIO  CIIEHU(PUYECKYI0O aKTUBHOCTh HCIBITYyeMOro oOpas3ua B
nporenTtax (RP) paccunrsiBanu no gopmy.ie:

ED_ st
ED  rest

RP = -100%,

rae EDsost — 3HAQUYE€HUE TMOJIOBUHHON 3((EeKTHBHONH MO3bl CTaHOAPTHOrO o0pasia,
HI/MUT,

EDsotest - 3HAYEHHE TIOJOBUHHOH S((EKTUBHOW J0O3bI HUCHBITY EMOTO

oOpasia, Hr/MIL.

[00696] 3a KOHEUYHBbIl pe3yJabTaT MPUHUMAIM CpeAHee 3HAueHHE OTHOCUTENbHOMN
cieun(pUIecKoil aKTUBHOCTH, PACCYMTAHHOE IO 3 HE3aBUCUMBIM OIpEIeNIeHUsIM (OnpeeNieHHOe Ha 3-
X Pa3HBIX KYJbTYPaJIbHbIX TUIAHIIETAX).

[00697] IIpumepsnt
[00698] IIpumep 1. Bribop OydepHoro pacteopa
[00699] B HacTosimeM HIUTFOCTPAaTUBHOM HCCJIEIOBAHUH BBIOPAHBI IBA YE€THIPE THITOBBIX

OydepHbIX pacTBOpa Ul AHTHTEN IO HACTOALIEMY HW300PETEeHHIO, MPUIOAHBIX Ui, HalpUMeEp,
MapeHTEPAIBHOrO, B TOM YHCJIE TOAKOKHOIO BBEICHHUS.

[00700] Hccnenyembie coctabl (Ha 1 mi):
O06o3HaueHne Cocras
Herakumab (1)0424141_
5 MM Acet, pH 5.0 Harpust aneraT Tpuruapar (1/r) '
VYkcycHast Kucnora jen. 70 pH 5.0
Herakumab 10 mr
4.5 M His, pH 6.0 L-ructunun 0.4 mr
L-ructununa ruapoxjopun 0.4 mr
MOHOTruapar (m/r)
Herakumab 10 mr
Hatpus muruapodocdar  0.59 mr
5 MM PB, pH 6.0 MOHOTUApat (M/T)
Harpus ruapodocdar 6essogubiii  0.10 mr
(6/B)
Herakumad 10 mr
Harpuss uwmrtpata murugpar (a/r) 0.93 mr
5mM Cit, pH 5.0
Jlumonnast xuciora OessomHas 0.35 mr
(6/B)
[00701] Omnpenenenue KOUTOUIHON cTabmibHOCTH MeTonoM 131 -arperammm
[00702] PesynbraTe! npencrasiens B Tadaumne 1 u Ha ¢ur. 1.
[00703] Tabmuua 1. Cpennsisi onTudeckasi mioTHOCTh npu 400 HM pPacTBOPOB TOCTE

npUroToBieHus. TyT BOMpoc K TaOIHUIE — B pyCCKOI BEPCUU BBIZEIEHO TOJIBKO 4 SYEHKH CEPBIM IIBETOM,
a B aHrJ Tabnuie 8 BeIIeNIeHHbBIX STUYEEK.
MOr6000.% | 0% | 2% | 4% | 6% | 8% | 10% | 12% | 14%

16% | 18% |
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ﬁlge;’o 0,0540 | 0.0584 | 0.0728 | 0.0793 [ 0.0990 | 0.1123 | 0.1272 | 0.1520 | 0.1747 | 0.2023
His,

oH 6.0 0,0411 | 0.0489 | 0.0490 | 0.0492 | 0.0599

PB,

bH 6.0 0,0502 | 0.0523 | 0.0549 | 0.0559 | 0.0601

Cit,

bH 5.0 0.0584 | 0.0598 | 0.0600 | 0.0561 | 0.0934

l___]Ha6moaaeTc;1 BHMMAS arperanus.

[00704] Haubonee BBICOKYIO KOJUIOMIHYIO CTaOMIBHOCTD B mpucyTcTBUU [13I mokazanu
o0pasipl B THCTUAMHOBOM M aneTaTHOM OydepHbix pactBopax. Kommosuiust Ha ocHoBe (ocdara u
nuTpara ObUTa UCKJIFOUEHA W3 JATbHENIIero UCCIeN0BaHms, T.K. arperauus npu 12 % [I2T sBusercs
HEYJOBJIETBOPUTENIbHBIM ITOKa3aTeseM Mpu pa3paboTke KOHUEHTpUupoBaHHOH [JI® mis mogkoKHOTO
BBeleHUs. Ha OCHOBaHHMM TIOJIyYEHHBIX pe3yJIbTATOB Ui JajibHeimed pa3paboTKu BbIOpaHBI
alleTaTHBIN W TUCTUAMHOBBIN Oy(epHble pacTBOPHI.

[00705] IIpumep 2. PazpaboTka cocTaBa BCioMOraTesbHbIX BelecTB aHTH-IL 17 Ha ocHOBe
TUCTHAUHOBOTO Oy(epHOro pacTsopa
[00706] Onrummsanust pH 1 noHHO# cuitel OyepHOro pacTBopa
[00707] Hccnenyembie coctapbl (Ha 1 mi):
Herakumab 10 mr
4.5 mM His, pH 6.0 L-ructuaun 0.4 mr
L-ructuanHa rugpoxaopua M/t 0.4 mr
Hetakumab 10 mr
10 MM His, pH 6.0 L-ructuauu 0.9 mr
L-ructuarHa ruapoxaopua M/T 0.9 mr
Hetakumab 10 mr
20 MM His, pH 6.0 L-ructuauu 1.8 mr
L-ructuanHa rugpoxaopus M/ 1.8 mr
Heraxuma6b 10 mr
10 MM His, pH 5.5 L-ructunun 0.46 mr
L-ructuanHa ruApoOXJI0pUa M/T 1.48 mr
Herakumab 10 mr
10 MM His, pH 6.5 L-ructunun 1.16 mr
L-ructuaria ruapoxaopua M/T 0.54 mr
[00708] Onpenesnenue KOUTOUIHON cTabuibHOCTH MeTonoM 131 -arperarum
[00709] PesynbraTel mpexncraBienbl B Tabmune 2 u Ha ¢ur. 2. M3menenue pH wu

KOHUCHTPAlUUXU TMCTHAWHA HE OKAa3bIBACT BJIMAHHA Ha KOJUJIOMAHYHO CTa6I/IJ'IbHOCTb U TCOPETHYCCKYTO
PacTBOPUMOCTD Oerka.

[00710] Tabnuna 2. JlaHHbIe cpeiHel ONTUYECKON MIIOTHOCTH PACTBOPOB.
Hamverosarie 06pasua / 0% 6% 8% | 10% | 12% | 14% | 16% | 18%
Konuenrpamust [13I°
4.5 MM His, pH 6.0 0,0528 0.0690 0.0576 0.0611 0.0576 | 0.0625 | 0.0572 | 0.0651
10 MM His, pH 6.0 0,0596 0.0665 0.0610 0.0663 0.0616 | 0.0662 | 0.0597 | 0.0673
20 MM His, pH 6.0 0.0576 0.0595 0.0624 0.0673 0.0649 | 0.0658 [ 0.0676 | 0.0626
10 MM His, pH 5.5 0.0573 0.0584 0.0623 0.0637 | 0.0683 | 0.0638 | 0.0686 | 0.0619
10 MM His, pH 6.5 0.0586 0.0534 0.0629 0.0655 | 0.0683 | 0.0619 | 0.0643 | 0.0677

[00711] OmnpeneneHue TepMIUYECKON CTAOMIBHOCTH U TEMIIEPATYPhI arperauu Oenka

[00712] Tabmuna 3. CBO#HBIE pe3yIbTaThI

CyMMapHOE H3MCHEHHE
KHCTIOTHO-IIEIOUHOTO Tpodus, | U3meneHue pH
%

H3menenue
YUCTOTHI, %o

Temmeparypa

Hccneayembie 00pasibl
oY pastt arperamu, °C
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Tepmoctpece 50°C, 48 u
HO B2XX

4.5 MM His, pH 6.0
10 MM His, pH 6.0
20 MM His, pH 6.0
10 MM His, pH 5.5
10 MM His, pH 6.5

OJIO>KUTEIIBHBIHN / JTy YIIHit Cpenuuit

|pe3yabTar OTpI/IuaTem,HLIﬁ/ Xy AIAH pe3yIbTaT

[00713] OKCIEpUMEHTAJIbHO TMOJATBEPKIEHO, 4YTO yBejuueHue OydepHOil eMKOCTH
TUCTHAUHOBOTO Oy(epHOro pacTBOpa MPUBOAKT K CHHIKEHUIO TEPMUYECKOU cTaOmibHOCTH aHTH-11.17
anTtutena. [Ipu 3TOM CHIKEHHE COOTHOIIEHUS] TUCTUIHMH/TUCTHIUHA ruapoxjopun a0 0.4 mr/mn / 0.4
MT/MJT HE TIPUBOJIHUT K 3aMeTHOMY caBury pH nocrne nuadunbTpanuu u TepMoctpecca. YBenmdenue pH
OydepHoro pactBopa 10 6.5 HE3HAYUTENHBHO CHUXKAET TEPMHYECKYH) CTaOWIBHOCTh OeJika,
crabunbHOCTD aHTU-IL 17 B muanazone pH 5.5 — 6.0 He uMeeT 3HAUNMBIX Pa3THIH.

[00714] Jlnst nanbHelmed pa3paboTku gomycTuM coctas mianedo (Ha 1 min):

3y JIbTAT

L-ructugun

L-ructunuHa rugpoXaIopua M/T

pH6.0+0.5
[00715]
[00716]

0.4 mr
0.4 mr

BrI100p 0OCMOTHYECKOTO areHTa
B kadecTBe ocmomTHKA Bbl6paHI:>I YETBIPE TUIMMOBBIX BCIIOMOTATCJIbHBIX BEIICCTB.
ITpu BbIOOpE MX KOHLIEHTPALIMH YUTEHBI OTPAHUYEHHS ITPU MAPEHTEPATbHOM BBEICHUU.

[00717] Hccnenyemble cocrasbl (Ha 1 mur)
Herakumad 10 mr
Hisbuf + TRE pH 6.0 |- rHCTi 0.4 wr
L-I'ncTuanHa rufipoOXIOpUI MOHOTHAPAT 0.4 mr
Tperano3bl IUruApaT 100 mr
Heraknmad 10 mr
Hisbuf + SUC pH 6.0 L-THCTHH 0.4 mr
L-I'uctTunuHa ruIpoXJIOpUa MOHOTHAPAT 0.4 mr
Caxaposa 100 mr
Herakumad 10 mr
Hisbuf. + MAN L-ructunuH 0.4 mr
pH 6.0 L-I'ucTunuHa rugpOXaIOpUA MOHOTHAPAT 0.4 mr
MaHHuUT 54.5 mr
Herakumad 10 mr
Hishut.+ SORB pH 6.0 L-rHeTi 0.4 wr
[ 'ucTuanHA THAPOXJIOPUI MOHOTUAPAT 0.4 mr
CopOuTon 54.5 mr

[00718] Omnpenenenue KOUTOUIHON cTabmibHOCTH MeTonoM 131 -arperammm
[00719] PesynbraTe! mpencrasieHs B Tadaume 4 u Ha ¢ur. 3.
[00720] Tabnuua 4. JlaHHbIe cCpeiHeH ONTUYECKON IOTHOCTH PACTBOPOB.
H.
AINICHOBAMNC OO /) o, 6 % 8% | 10% | 12% | 14% | 16% | 18%
Konnernrpanus [1307
His + TRE 0.0574 0.0633 0.0636 0.0676 0.0714 0.0741 0.0794 0.0868
His + SUC 0.0527 0.0607 0.0643 0.0687 0.0742 0.0816 0.0914 0.0946
His + MAN 0.0485 0.0535 0.0597 0.0622 0.0676 0.074 0.0799 0.0847
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His + SORB 0.0515 0.0610 0.0639 0.0705 0.0818 0.0893 0.0953 0.0935

[00721] OmnpeneneHne TepMIUYECKON CTAOMIBHOCTH U TEMIIEPATYPhI arperauu Oeinka
[00722] PesynbraTel ompeneneHus TEPMHUYECKOW CTa0MJIBHOCTH M TEMIIEPaTyphl
arperanny OeJika MpencTaBIeHbI B TAOIHUIIE S.
[00723] Tabnuna 5. CBO#HbBIE pe3yIbTaThI
H3menenne yucToTsl, (CyMMapHOE H3MEHEHUE KHCIOTHO-IIECIOYHOTO
% npouns, % Temmepatypa arperauuy,
o
51 C
ccrieiyeMbIe 00pa3LbI Tepwocrpece 50°C, 48
2 B2XKX HO B2XX DLS
His + TRE -0,73 16.31 72
His + SUC -0.54 16.21 71
His + MAN |
His + SORB

[ To10KH TS IBLHBII / JTy YLIHH] . . .
Cpeuuit pe3yapTar OTpHUaTeIbHbIH / Xy ANIHH PE3y IbTaT
IpesympTaT

[00724] Bce mpennoskeHHbIE COCTaBbl OOECIEUMBAIOT JOCTATOYHYIO TEPMHUECKYIO H
KOJUIOUIHYIO CTaOWIbHOCT Oenka. TeM He MeHee, COCTaB C MAaHHUTOM OO0JaJaeT XOpPOIIUMH
TePMOCTAOMIIM3UPYIOIIUMH CBOMCTBaMHU, T.K. 3a 48 4acoOB TepMOCTpecca MPUPOCT puMecel Oenka B
3TOM cocTaBe mpu aHainmse merogoM D BOXKX, a Taxke cymmapHoe n3MeHeHHs npoduist u3ohopm
COCTABUJIM MUHUMAJIBHOE 3HAUYEHUE CPEAU BCEX MOJYUEHHBIX.

[00725] Ha ocHOBaHMM MOJYyYeHHBIX JaHHBIX B KauecTBe (papMareBTHUECKOU
KOMITO3UIIUH JIOTTYCTHUM JUJIsl TPUMEHEHHs CIEAYIOLINI cocTaB manedo:

L-ructunun 0.4 mr/mn

L-ructununa rupoxaopun m/r 0.4 mr/mn

MaHHuT 54.5 mr/mn

pH6.0£0.5

[00726] Bri6op conmoOunmn3aTopa u ONTUMU3ALUS €0 COIePKAHUS

[00727] JInst  CHWKEHMsI ~ yYPOBHsS  arperanvd  KOHIUEHTPUPOBAHHOW  (hopmbl

MOHOKJIOHAJIbHOTO aHTH-IL.17 aHTUTeNa aCCMOTPEHO HCIMOBb30BAHKME COJIOOMIN3ATOPOB MOJUCOPOAT
80 u mosokcamep 188.

[00728] Hccnenyembie coctasbl (Ha 1 mur)
Heraxknmad 10 Mr
. L-rucTuauH 0.4 mr
His + MAN pH 6.0
L-rucTuanHa ruapoOXIOpU M/T 0.4 mr
MauauT 54.5 mr
Heraknmad 10 mr
L -rucTuauH 0.4 mr
His+ MAN + 0.1 PS80 pH 6.0 L-rrcTHAMHA THAPOXIIOPHUI M/T 0.4 mr
MaHHUT 54.5 mr
[Tonmncopdar 80 0.1 mr
Heraknmad 10 mr
L-rucTuauH 0.4 mr
His+ MAN + 0.2 PS80 pH 6.0 L-rucTuauHa rUAPOXIOPUN M/T 0.4 mr
MaHHUT 54.5 mr
[ToxmcopOar 80 0.2 mr
. Heraxknmad 10 mr
His+ MAN + 0.5 PS80 pH 6.0
L-rucTUaguH 0.4 mr

58



L-rucTuanHa rUAPOXIOPHUI M/T 0.4 mr
MaHHUT 54.5 mr
[TonmcopOar 80 0.5 mr
Herakumad 10 mr
L-rucTuauH 0.4 mr
His+ MAN + 1.0 PS80 pH 6.0 L-ructuanHa ruipoXIIoOpua M/T 0.4 mr
MaHHUT 54.5 mr
[TonmcopOar 80 1.0 mr
Heraknmad 10 mr
L-ructunun 0.4 mr
His+ MAN + 0.1 nonokcamep pH 6.0 L-rucTuauHa THAPOXJIOPUI M/T 0.4 mr
MaHHUT 54.5 mr
TTonokcamep 188 0.1 mr
Herakumad 10 mr
L-rucTuauH 0.4 mr
His+ MAN + 1.0 nonokcamep pH 6.0 L-rucTraHA THAPOXIIOPUT M/T 0.4 mr
MaHHUT 54.5 mr
Ilonokcamep 188 1.0 mr

[00729] Omnpenenerue KOUTOUIHON cTabmibHOCTH MeTonoM 131 -arperamum

[00730] 3ateM omnpeneNsyii KOJUIOMAHYIO CcTabmibHOCTH MetomoMm [IDT-arperamuu
pactBOpoB. PesynbTaTsl mpencrasieHsl B Ta0auue 6 U Ha ¢ur. 4.

[00731] Tabnuua 6. JlaHHbIe CpeHeH ONTUYECKON IOTHOCTH PACTBOPOB.
Hamverosanme obpasua / 0% | 6% | 8% | 10% | 12% | 14% | 16% | 18%
Konnentpauus [129I°
His + MAN 0.0494 | 0.0517 | 0.0529 | 0.0549 | 0.0680 | 0.0612 | 0.0649 | 0.0746
His + MAN + 0.1 PS80 0.0483 | 0.0520 | 0.0537 | 0.0552 | 0.0635 | 0.0603 | 0.0628 | 0.0687
His + MAN + 0.2 PS80 0.0524 | 0.0551 | 0.0578 | 0.0591 | 0.0583 | 0.0642 | 0.0736 | 0.0802
His + MAN + 0.5 PS80 0.0526 | 0.0551 | 0.0557 | 0.0570 | 0.0710 | 0.0692 | 0.0701 | 0.0721
His + MAN + 1.0 PS80 0.0512 | 0.0576 | 0.0583 | 0.0572 | 0.0638 | 0.0653 | 0.0687 | 0.0734
His + MAN +0.1 0.0534 | 0.0539 | 0.0576 | 0.0582 | 0.0639 | 0.0663 | 0.0658 | 0.0740
MOJIOKCaMep

s + +
His + MAN + 1.0 0.0514 | 0.0534 | 0.0581 | 0.0522 | 0.0611 | 0.0678 | 0.0619 | 0.0730
MOJIOKCaMeED

[00732] OmnpenesneHne TEPMIUYECKON CTAOMIBHOCTH U TEMIIEPATY P arperauu Oeika

[00733] 3areM OmpeneysuId TEPMHUYECKYI0 CTaOMJIBHOCTh M TEMIIEPATYpy arperanuu
Oelnka, pe3yJbTaThl MPEICTABICHbI B Ta0IHIE 7.

[00734] Tabnuna 7. CBOmHBIE pE3yIbTAThI

CyMMapHOC H3MCHCHHUC
W3meneHUe YHCTOTHL, %  [KHCIIOTHO-IICIIOMHOTO MPOQHIIA, Temneparypa
MccneayeMbie 00pasibl % arperau, °C

Tepmoctpecce 50°C, 48 u

9 BOXX HO B2XKX DLS
His + MAN 15.67
His + MAN + 0.1 PS80 15.91
His + MAN + 0.2 PS80 1592
His + MAN + 0.5 PS80 15.78
His+ MAN + 1.0 ESSO 16.30




His + MAN + 0.1 mookcamep 15.55
His+ MAN + 1.0 motoxcamep 16.87
flonoure bR / 1y it CpeaHuit pe3yabTar   0 HIATCIbHBIN / Xy MU pesyIbTaT
pesyabTaT PCAHHH PE3y TpHLL Xy IIIHH pesy
[00735] [TokazaHo HeraTuBHOe BiuMsHUE monucopbata 80 Ha arperauoOHHYIO

crabunbHOCTh aHTU-IL17 anTutena. C yBennueHHEM COAEPIKaHMS 3TOTO MOBEPXHOCTHO-AaKTUBHOTO
BEIIIECTBA B COCTABE YBEJINUUBAETCS IPUPOCT ITpUMeECeEi B XOJ/1e TEPMOCTpeCca MPU aHAJINU3€ METOAOM D
BOXX. Conepxanue nonokcamepa 188 B cocraBe aHTu-IL17 aHTHUTENna He OKa3bIBA€T 3HAYMMOIO
BJIMSIHUS HAa CTaOMIIBHOCTB aHTUTeNa. KHCnoTHO-11enouHOH npoduiis nccienyemoro 6eka 3HauuMo He
3aBUCHUT OT COAECPIKAHUA MOBECPXHOCTHO-aKTHUBHBIX BCUICCTB.

[00736] Ha  ocHoBaHMM  pe3yJbTaTOB  HUCCIEAOBAHUS I JIGKAPCTBEHHOM
(bopMBI TONYCTUM CIIEAYIOLINI COCTaB IUIae0o, MPeACTABICHHbIH B KAYeCTBE IPUMeEpa.
L-ructunua 0.4 mr/mn
L-ructunuHa rupoxaopus M/t 0.4 mMr/mn
Manuut 54.5 mr/mn
ITonokcamep 188 0— 1.0 mr/mn
pH6.0+0.5
[00737] IIpumep 3. PaspaboTka cocraBa BcioMoraresbHbIX BemnecTs anti IL17 Ha ocHOBe
anieratHoro OygepHoro pacteopa
[00738] Janee Obuta uccienosana onrumusanus pH 1 norHo cuitbl 6yepHOro pacTBopa
[00739] [oToBWIIH CIIeNYIONINE UCCIIeayeMble CocTaBbl (Ha 1 mi):
Herakumab 10 mr
S MM Acet, pH 5.0 HaTpust auerar tpuruapar 0.44 mr
Y KCyCHasi KHUCJIOTA JIeH. nopH 5.0
Herakumad 10 mr
10 MM Acet, pH 5.0 HaTpus auerar Tpuruapar 0.87 mr
Y KCyCHasi KHCJIOTA JIeq. nopH 5.0
HeTtaxumab 10 mr
20 MM Acet, pH 5.0 HaTpus anerar Tpuruapar 1.74 mr
YKCyCcHas KUCIOTA JIe]. nopH 5.0
HeTtaxumad 10 mr
20 MM Acet, pH 4.0 HaTpus auerart Tpuruapar 0.98 mr
YKCyCHast KUCIIOTA JIef. nopH 4.5
HeTtaxumad 10 mr
20 MM Acet, pH 6.0 HaTpus anerar Tpuruapar 231 wmr
Y kcycHasi KUCJIOTa JIe. topHS.5
[00740] B nmpumepe 2 mokaszano, uto pH, OydepHas eMKOCTh pacTBOpa He OKAa3bIBAOT

3HAUYUMOIO BIUSHUS Ha pe3ynabrarhl [IDI-arperanuu, mo3ToMy B mpuMepe 3 I aLETaTHOTroO
OydepHOro pacTBOpa pe3yIbTaThl STOTO SIKCIIEPUMEHTA HE TTPUBEIEHBI.

[00741] OmnpeneneHne TEpPMIUYECKON CTAOMIBHOCTH U TEMIIEPATYPBI arperauu Oeka
[00742] 3areM OmpeneysuId TEPMHUYECKYI0 CTaOMJIbBHOCTD M TEMIIEPATYpy arperanuu
Oelka, pe3yJbTaThl MPEICTABICHbI B Ta0IHIIE 8.
[00743] Tabmuua 8. CBoxHbIE pe3ynbTaThl 0OPA3LOB A0 U MOCIE CTPECCOB.
Cy MMAPHOC H3MCHCHHC
H3verenme KHCIOTHO-IIEIOYHOTO M3menenue pH|
YUCTOTEIL, %o : R (bnm o " P Temmeparypa
v 0 [e]
Mcceayembie 00pasibl iy ’ arperamm, °C
Tepmoctpecc 50°C, 48 4
2 B2XKX HO B2XX DLS
5 MM Acet, pH 5.0 14.74 L 74
10 MM Acet, pH 5.0 14.68 74
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20 MM Acet, pH 5.0 15.81 5.01
20 MM Acet, pH 4.0 15.07 4.52
20 MM Acet, pH 6.0 15.23 5.56

[ToT0’KUTEIbHBIN / Ty uIIuit . . HIATCITHHBIH TIHH pe3yabTaT
OIIOIHTEH o CpeaHuit pe3yabTar Orprmare /xym pesy eTa
pe3ybTar

[00744] DKCIEPUMEHTAIbHO TMOATBEPKIEHO, 4YTO yBeludeHue OyQpepHOil eMKOCTH

crabummupyer pH anerarnoro OydepHoro pacTsopa, OQHAKO HE OKa3bIBaeT 3HAYMMOIO BJIMSIHHS Ha
TepMHUYeCKyr0 cTabunbHOCTh aHTHU-IL17 anTutena. Takike MOKa3aHO, YTO HCCIENyeMbIH Oeok
crabusneH B quanazone pH 4.5 — 5.5,

[00745] Jlnst nanbHelnei pa3paboTku HOMycTiM cocTas mianedo (Ha 1 mi):

Hatpus auerar Tpurunpar 1.74 mr

VYKCyCHasi KUCJIOTA JIen. nopHS5.0+1.0

[00746] Bri0op 0cMOTHHUECKOTO areHra

[00747] B HacrosimeMm uccienoBaHMM BBIOPAHO YEThIPE THIIOBBIX OCMOJHUTHKA. [lpu
BbIOOpE KOHLEHTPALMH OCMOJHMTHUKOB YYTEHbl OrPAaHMYEHHUs MPH BO3MOXKHOM MapEeHTEPATBHOM
BBEJICHUU.

[00748] [oToBWIIM CIeNyIONINE UCCTIeNyeMble cocTaBbl (Ha 1 mi):
Ob603HaueHNe CocTaB
Heraknmad 10 mr
b0 MM ACET+TRE HaTtpus auerat Tpurnapar 1.74 mr
Tperanoss! 1/t 100 mr
YKCyCHasi KUCJIOTA JIEA. nopH 5.0
Heraxkmmad 10 mr
b0 MM ACET+SUC Hatpus anierat Tpuruapar 1.74 mr
Caxaposa 100 mr
YKCyCHast KUCJIOTA JIeN. nopH 5.0
HeTtaxumad 10 mr
b0 MM ACET+MAN Hatpus atierat Tpuruapar 1.74 mr
MaHHUT 54.5 mr
YKCyCHast KUCJIO0Ta JIeN. nopH 5.0
Hetaxumad 10 Mr
b0 MM ACET+SORB HaTpus aierat Tpuruapar 1.74 mr
CopOuton 54.5 mr
YKCyCHast KUCJIOTA JIea. nopH 5.0
Heraknmad 10 mr
b0 MM ACET-+PROL IHaTpus anerat Tpuruapar 1.74 mr
IL-nponux 27 mr
YKCyCHasi KUCIOTA JIeA. nopH 5.0
[00749] Tabnuia 9. CBogHbIE pe3yabTaThl 00PA3IOB 0 U MOC]E CTPECCOB.
WsMeHenne 4neToTs, % CyMMmapHoe H3MCHCHHAC I(I/ICJIOTHOO-/IHGJIO‘IHOFO
OB03HAYCHIC mpoduist o Moay o, %o
Ne | Besox, mr/v cOCTaBa Tepmoctpecc 50°C, 96 4
2 B2XKX HO BOXX
1 10 Acet+Tre
2 10 Acet+Suc
3 10 Acet+Man
4 10 Acet+Sorb
5 10 Acet+Prol
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T100HTe L R / 1y i Cpenruit pe3yabTar |OrpuunarensHbiil / Xy qmmit IBTAT
pe3yIbTaT PCAHHH pesy , TpHuATe XA pesyeTa
[00750] IIo pesynpraTaM HaCTOSILIETO HCCIEAOBAHUS AOMYCTUMBINA HJUTFOCTPATUBHBIN

cocras mianedo (0e3 yuera JOMOTHUTEIbHBIX BCIOMOTaTeIbHbIX BEIIECTB):

Hatpus auerar Tpuruapar 1.74 mr/mn
Tperanosel nuruapar 100 mr/mn
VYKCyCHasi KUCJIOTA JIef. nopH 5.0

[00751] JlaHHBII COCTAaB TMOKa3aj XOpOIIHWEe CTaOWIM3HMPYIOLIME CBOHCTBA B XOHE
tepmocTpecca npu S0°C, meHK-TecTa U 3aMOPO3KH CPEI UCCIeNyeMbIX 00pa3oB. Y HEro OTMEYeHO
HauMeHbIllee M3MeHeHue 4ucToThl mpu nomoum D BDXKX mocne crpeccupoBaHust U mpuemieMbie
MOKa3aTeNI U3MEHEHUsI KUCIIOTHO-IIEIOYHOT0 Mpoduiisi 00pasIioB.

[00752] Bribop cTabunn3aTopos

[00753] C uenbro mojyyeHus: CTaOUJIBHOM JIEKAPCTBEHHONW (DOPMBI ¢ MaKCHMAaJIbHOM
koHeHTpanued antu-1L17 aHTUTENa CKPUHUHT CTAOMIM3aTOPOB MPOBOIWIM IJIsi OOpas3loOB B
koHIeHTpanuu oenka 60, 100 u 120 mr/mun. J{ns obecniedenus: GU3UOIOTHYHOCTH PacTBOPA C YIETOM
BKJIasia OeJKa U Ipyrux cTabMin3aTopoB B OCMOJISUIBHOCTB COIEPIKAHNE TPETayo3bl AUTHAPATA ObLIO
cHmkeHo 110 80 wiu 50 mr/mit.

[00754] B kadecTBe pacTBOpa CpaBHEHUs HCIIOJB30BAH pa3paOOTaHHbIE B MpUMepe 2
cocTaBbl, cozepxkauue ructuauH. OJHAKO MakCHMajibHas KOHLIEHTpalus, B KOTOPOH yaanoch
MOJIYYUTh CTA0MIIBHBINA PACTBOP C THCTUAWHOM, ObLta orpaHuyeHa 70 Mr/mi.

[00755] BBuny noBblIlIEHHOMN arperalyuy NpU TEPMOCTPECCE BBICOKOKOHLIEHTPUPOBAHHBIX
pacTBOpPOB OENKOB B JAHHOM paslelie TeMIepaTypa TepMocTpecca Oblia CHIDKEHa, 4YTO OBLIO

CKOMIICHCUPOBAHO YBCIIMUYCHUCM MTPOAOIJIKUTEJIbHOCTU TEPMOCTATUPOBAHUSA.

[00756] Tl'oToBunu cnenyroomue uccienyeMble coctaBbl (Ha 1 mut): ykasama OmHOKy B
Tabsune

Ob6o3HaueHne Cocras
Herakuma0b 40, 60, 70 mr

4.5 MM His + MaHHUT L-ructunuH 0.4 mr
ManHut 54.5 mr
Herakuma0b 40, 60, 70 mr

. L-ructunun 0.4 mr

4.5 mM His + MaHHUT MaHHIT 545 nr
ITonokcamep 188 1.0 mr
Herakuma0b 60, 100, 120 mr

20 MM anerar 80 Tperanoza | Harpus auerat Tpuruapar 1.74 mr
VYKCyCHasi KUCI0Ta JIeA. nopH 5.0
Herakxuma0b 60, 100, 120 mr

20 MM anerar 80 Tperanosa Harpus auerat tTpuruapar 1.74 mr

0.5 IMonokcamep 188 Tperanoss /r 80 wr
ITonokcamep 188 0.5 mr
YKcycHast KUCIIOTa JIea. nmopHS.0
Herakxumab 60, 100, 120 mr

20 MM anerar 80 Tperanosa Harpus auerat Tpuruapar 1.74 mr

1.0 ITonokcamep 188 Tperanoss /v 80 wr
ITonokcamep 188 1.0 mr
YKCycHast KHCIIOTA JIea. mopH 5.0
Herakuma0b 60, 100, 120 mr

20 MM anerar 80 Tperanosa Harpus auerat tpuruapar 1.74 mr

0.5 MosmmcopGar 20 Tperanoss! o/t 80 mr
IMonmcopOar 20 0.5 mr
YKCyCHasi KUCJIOTA JIEA. nopH 5.0

20 MM auerar 80 Tperanosa | Heraknma0d 60, 100, 120 mr

HPB 10 Harpust auerat Tpuruapar 1.74 mr
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O6o3HaueHmne Cocras
Tperanoss! o/t 80 mr
uuknonekctpun HPB 10 mr
YKCyCHasi KUCJIOTA JIEA. nopH 5.0

20 MM anerar 80 Tperanosa

Herakumabd
Hatpus anierat Tpuruapar

60, 100, 120 mr
1.74 mr

HPB 20 Tperanoss! o/t HPB 80 mr
LUKJIONEKCTPUH 20 mr
YkcycHast Kucyora jen. no pH 5.0
Herakuma6b 60, 100, 120 mr

20 MM anerar 80 Tperajiosa 3 Harpus anerat Tpuruapar 1.74 mr

VM METHOHUH Tperanoss! o/t 80 mr
L-meTnonun 0.746 mr
YKCyCHasi KUCI0TA JIeA. nopH 5.0
Herakxumab 60, 100, 120 mr

20 MM amerar 80 MeTHOHHH Harpus auerat tTpuruapar 1.74 mr

10 MM METHOHUH Tperanoss! o/t 80 mr
L-meTnonun 1.492 mr
YKcycHast KUCIIOTa Jea. o pHS.0

20 MM anerar 80 Tperanosa

Heraxumad
Harpus auerat tpuruapar

60, 100, 120 mr
1.74 mr

Tperanoss! o/t 80 mr

20 MM werHomHH L-meTnoHuH 2.984 mr
YKcycHast KHCIIOTA JIea. mopH 5.0
Herakuma0b 60, 100, 120 mr

20 MM anerar 50 Tperanosa 3 Harpus auerat tpuruapar 1.74 mr
Tperanoss! o/t 50 mr

NaCl
Hatpus xnopun 3 mr
YKCycHasi KUCI0TA JIeA. nopH 5.0
Herakuma0b 60, 100, 120 mr

20 MM anerar 50 Tperanosa Hatpus anerat tpuruapar 1.74 mr

100 MM Co Tperanoss! o/t 50 mr
I muuuH 7.507 mr
YkcycHast Kucyiora jen. no pH 5.0
Herakuma0b 60, 100, 120 mr
Harpus anerat Tpuruapar 1.74 mr

20 MM anerar 50 Tperanosa | Tperanossl a/t 50 mr

100 MM romunuH + 10 MM Met | InununH 7.507 mr
L-metnoHuH 1.492 mr
YKcycHast KUCJIOTa JIea. nmopHS.0
Herakumab 60, 100, 120 mr

20 MM anerar 50 Tperanosa Harpus auerat Tpuruapar 1.74 mr
Tperanoss! o/t Jluzun 50 mr

100 MM nuzunH
MoHoruapar-L 16.42 mr
YKCycHast KHCIIOTA JIea. mo pH 5.0
Herakuma0b 60, 100, 120 mr

20 MM auerar 50 Tperanosa Harpus auerat Tpuruapar 1.74 mr

100 MM cepun Tperanoss! o/t 50 mr
Cepun-L 10.91 mr
YKCycHast KHCJIOTA JIeA. no pH 5.0

20 MM anerar 50 Tperanosa
100 MM T'yaHUJIUH
THAPOXJIOPUL

Heraxumad
Hatpus anerat Tpuruapar
Tperanossl 1/t

60, 100, 120 mr
1.74 mr
50 mr
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O6o3HaueHmne Cocras
I'yanunus rugpoxnopun 9.55 mr
VYKCyCHast KUCIIOTA JIeA. no pH 5.0
Herakuma0b 60, 100, 120 mr

20 MM aunerat 50 Tperanosa ,PrIanm aueleT TpHTHApaT 174 mr

25 MM sefiun perasuossl 1/v 50 mr
Jletinun-L 3.28 mr
VYKCycHast KUCI0Ta JIeA. nopH 5.0
Heraxuma0b 60, 100, 120 mr

20 MM auerar 50 Tperanosa 5 Harpus anerat Tpuruapar 1.74 mr

WM TpHmTodan Tperanoss! n/r 50 mr
Tpunrodan-L 1.02 mr
YKcycHast KUCoTa Jea. mo pH 5.0

20 MM anerar 50 Tperanosa

Heraxumad
Harpus auerat tTpuruapar

60, 100, 120 mr
1.74 mr

Tperanoss! o/t 50 mr
100 MM ryramar FJI;YTaMaT HATpUsA 1691 mr
YKcycHast KUCIIOTa JIea. o pH 5.0
Herakuma0b 60, 100, 120 mr
20 MM anerar 50 Tperanosa | Hatpus anerat Tpuruapar 1.74 mr
100 MM aprunuHa | Tperanoss! o/v 50 mr
TUAPOXJIOPUL L-Aprunus ruapoxaopua 21.07 mr
YKCcycHast KHCJIOTA JIea. mopH 5.0

20 MM anerar 50 Tperanosa

Heraxumad
Harpus auerat tpuruapar

60, 100, 120 mr
1.74 mr

50 MM rayramar 50 MM Tperanoset w/r >0 mr
ADCHHIH I'nyramar Hatpus 8.46 mr
P L-ApruHuH ruipoxjaopusn 10.53 mr
YkcycHast Kucyiora jen. o pH 5.0

[00757 Tabmuua 10. CBogubie pe3ysbTaThl D BOYXKX 006pas3ioB 10 u 1mociie CTPEccoB.
Mamenenue coaeprxanus Mmoromepa, D BOXX, %
No bexox, O603HaUeHHE COCTAaBA o Tepmo-cTpecc Tepmo-crpecc, Tepmo-ctpecc,
M/ Tepwo-crpece, 42°C, 96|  r00 10 et | 37°C. 1 en 37°C, 2 Hex,
CocTaBbl HA OCHOB
1 40
2 60 54.5 Mr/MII MAHHUT
3 70
i 23 54.5 Mr/MII MAHHUT +
G 70 1.0 Mr/mM1 moJokcamep )
CocraBbl HA OCHOBE ANETATHOr0 Oy(hepHoro pacreopa (20 m
80 MI/MJI TPETaI03kI /T
3 80 Mr/mut Tperanossl 4/t + 0.5
MI/MJT OJTOKRCAMED
9 80 MI/MIT Tperamossl /T +
1 Mr/mMII IoTloKCamep
10 50 MI/MJI TPETAJI03HI /T
100 MM Gly
60
1 50 MI/MJIT TPEraao3sl /T
10 MM Meth
12 50 MI/MJI TPETAI03bI I/T
100 MM riyramar
50 MI/MJI TPETAI03bI I/T
13 50 MM raytamar
50 MM aprusus
14 80 MI/MJI TpEragossl g/t
15 80 MI/MII TpEragossl 4/t
100 (0.5 mr/mn mojokcamep 188
16 80 Mr/MIT TPEraso3sl /T +
1 Mr/mi mooxcamep
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17

80 MI/MII TPEraao3sl /T
0.5 mr/mu Polysorbate 20

18

30 MI/MJI TPETAJIO3HI J/T
10 mr/m1 HPB
LHKJIOACKCTPHH

19

80 MI/MII TPETano3sl /T
20 mr/mia HPB
LHKJIOACKCTPHH

20

80 MI/MJI TPErago3sl 4/t
5 MM METHOHHUH

21

80 MI/MII TPETanos3sl 1/
10 MM METHOHUH
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M3MmeHeHne conepxanns MoroMepa, D BOXKX, %
Benok,
Ne MM O003HaUCHHE COCTABA Tepmo-cTpecc, Tepmo-cTpecc Tepmo-cTpecc, Tepmo-ctpecc,
42°C, 96 4 42°C, 10 guei . 37°C, 2 Hex
2 80 Mr/MII TPETaIo35! /T
20 MM METHOHHUH
23 50 Mr/MIT TPETasos3sl /T
3 mr/m NaCl
2% 50 Mr/MIT TPETAIO36I /T
100 MM rHIHH
50 MI/MII TPETATO3HI 1/T
25 100 mH rmuous + 10 MM
METHOHUH
2% 50 Mr/mi Tperanosst 4/
100 MM u3uH
27 50 Mr/MII TPEramo3sl /T
100 MM Serine
50 Mr/MII TPEramo3sl /T
29
100 MM ryaHuIdHA THAPOXJIOPUL
29 50 Mr/MIT TPEramo3sl /T
25 MM eHIH
30 50 MI/MIT TPETaIo3sl a/T
5 MM TpunTOodhaH
31 50 Mr/MIT TPEramos3sl /T
100 MM riyramar
50 Mr/MIT TPETamo3sl /T
32 100 100 MM aprusuHa
THIPOXJIOPHUIT
50 MT/MIT TPETaIo3sl a/T
33 50 MM rayramat
50 MM apruHuH
34 30 Mr/muI Tperamossl o/t
80 Mr/muI TpEramossl o/t +
35
0.5 Mr/MJ moloKcamep
36 80 Mr/mIT TpETansossl /T +
1 Mr/mi mojokcamep
37 50 Mr/MIT TPETamos3sl /T
100 MM Gly
120
s 50 Mr/MIT TPETano3s! /T
10 MM METHOHHUH
39 50 MT/MIT TPETaI036l /T
100 MM riayramar
50 Mr/mi Tperanosst 4/ .
40 50 MM rayramar .
50 MM apruHuH | . .
[00758] Merogom 3 BOXKX noareep:kaeHo, 4TO B AMana3oHe KOHUEHTpauui antu-1L17

aHTHTeNa 1o n3o0pereHuto 60 — 120 Mr/mit xopourre CTabMITH3UPYFOIIHE CBOMCTBA MPOSIBIISIFOT COCTABBI
C Tperayno3oii auruapatom u nosokcamepom 188. Taxke ormedeHo crabunmsupyromee aeicteue L-
METHOHHMHA U TJIMIMHA Ha HCCIIeNyeMblid Oesok npu TepmocTpecce. COCTaB HA OCHOBE TMCTHANHOBOTO
OydepHoro pactBopa oOjamaeT MEHbINEH PACTBOPUMOCTBIO, HO JOCTAaTOYHOW TEPMHUYECKOH
CTa0MIJIBHOCTBIO IS TATbHEHIIIErO UCTIONIb30BAHMS.

[00759] Bribop crabummzaTopos

[00760] C uenpro moaTBEpKASHUS CTa0MIbHOCTH aHTU-IL17a anTHTENa MO N300pETEHHIO
B PEKOMEH/IOBaHHBIX COCTaBaxX 00pa3Ilbl 3aKJIAABIBAIN HA YCKOpeHHOoe XpaHeHue npu +37°C. Ha stom
JTame COCTaBbl MCCIENOBAJIU IO TAKUM TOKa3aTesiM KadecTBa, Kak crenuduyueckasl akTUBHOCTD,
HU3KOMOJIEKY JISIPHBIE TPHUMECH, KHCIOTHO-IIENOYHON podtb, yncToTa. Pe3ynbTaTsl MpencTaBieHsb! B
tabmune 11.
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[00761] TaGmuua 11.
Wupuxarop Konuenrpauusa| Bxomuoii | 2 Hex. mpu | 4 Hed. mpu Mvencnre
Obpasen Ka4yecTBa Hopwma Oemkxa, MI/MJI | KOHTPOJIb 37°C 37°C crycrs 4
HEJCITH
[Coctan mnaneGo; 40 6.17 - 6.11 0,05
IL-T'uctugus 0.4 Mr/mia ’
IL-I'mctuauna rugpoxaopun  [pH 6.0 0.5 60 6.17 - 6.15 -0.02
MoHOTHAPAT 0.4 Mr/™MIT
IManHHT 54.5 Mr/Mit 70 6.18 B 6.14 -0.04
[dcroTa, 3 40 97.02 96.72 95.60 -1.42
BOXX
(comeprkaHue 60 97.22 95.46 94.28 -2.94
arperara -
BCPXHCC [He menee 95%
3HAUCHHUE,
CONCPKAHUC 70 97.31 9495 93.67 -3.64
MOHOMEDA -
HIOKHEE
3HAUCHINE)
40 95.66 95.26 94.37 -1.29
IHe menee 95% B
[PE Iy LHPY FOIAX 60 95.64 95.10 93.71 -1.93
[V CITOBHSX
70 95.70 94.58 94.25 -1,45
SDS-PAGE
40 95.90 94.15 92.32 -3.58
[He menee 90% B
HEPE Ty MDY FOIIHX| 60 95.88 93.67 92.00 -3,88.
[V CITOBHSX
70 95.12 93.68 92.09 -3.03
12.64 17.02 22.30
40 75.99 70.39 64.22 23.54
11.37 12.59 13.48
KHCI0THO- 12.90 19.20 23.01
[ICIOYHOM
npodpis, MO 60 75.20 69.28 63.11 24.18
BOXX 11.9 11.52 13.88
12.88 20.02 23.40
70 75.46 66.32 62.87 25.18
11.66 13.66 13.73
40 111 - 102 -9
80 - 125 %
AKTHBHOCTB [KOHTPOIBHOTO 60 109 - 98 -11
oOpasua
70 105 - 96 -9
[Cocras mme6o: 40 6.15 - 6.13 -0.02
IL-T'uctumus 0.4 mr/mia
IL-I'mctuauna rugpoxnopus  [pH 6.0 0.5 60 6.20 - 6.18 -0.02
MoHOTHAPAT 0.4 Mr/™MIT
IMaHHHT 54.5 Mr/™MIT 70 6.22 3 6.16 -0.06
HOJ’IOKC&Mep 188 1 Mr/ma qI/ICTOTa, 6] 40 97.11 96.16 95 44 -1.67
IBOXX
(comeprkaHue 60 97.28 95.12 94.69 -2.59
arperara -
PCPXHCC IHe menee 95%
3HAUCHHE,
CONCPKAHUC 70 97.52 94.29 93.89 -3.63
MOHOMEDA -
HIDKHEE
3HAUCHHE)
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H3MmeHeHHE

O6pasert Wupuxarop Hopma Konuenrpamus | Bxoguoit | 2 HG}.IGJ;II/[ 4 He/:legn cnycrs 4
Ka4ecTBa 6enxa, Mr/mn | kKoHTpOus | mpu 37°C | mpu 37°C
HEJeId
40 95.23 94.76 94.12 -1,11
IHe menee 95% B
DS Iy LHPY FOLUX 60 95.39 95.02 93.48 -1.91
[VCITOBHSIX
70 9542 94.67 94.12 -1.30
SDS-PAGE
40 95.64 94.87 92.75 -2.89
IHe meree 90% B
HEPE oy IUPY FOIIUX 60 95.43 93.58 92.49 -2.94
[V CITOBHAX
70 95.29 93.45 92.19 -3.10
12.32 17.02 21.69
40 75.68 70.39 64.69 21.98
12.00 12.59 13.62
KHCIOTHO- 12.09 19.20 23.44
e 10uHO I
podus, HO | 60 75.31 69.26 63.10 24.42
BIXKX 12.60 11.52 13.46
12.40 20.02 24.09
70 75.76 66.32 62.17 27.18
11.84 13.66 13.74
40 100 - 96 -4
80 -125 %
IAKTHBHOCTb  [KOHTPOJILHOTO 60 102 - 92 -10
oOpasua
70 106 - 94 -12
Cocras niane6o: 60 521 - 524 0.03
IHaTpus auerar Tpuruapar
1.74 mr/mn IpH 6.0 +0.5 100 5.34 - 5.40 0.06
[VxcycHas xucaora 1o pH 5.0
Tperanoser guruapar 80 120 5.34 B 541 0.07
MT/MIT ducrora, 5 60 9598 | 9541 | 96.22 025
IBOXX
(comeprkaHue 100 95.96 95.16 94.15 -1,81
arperara -
BePXHCC [He mexee 95%
SHAYCHHE,
COACPIKAHHUE 120 95.48 94.04 93.97 -1.51
MOHOMEPA -
HIDKHCC
SHAUCHHC)
60 95.57 95.13 94.60 -0,97
IHe menee 95% B
[PC Iy LHPY FOLUX 100 95.30 94.99 94.58 -0.72
[VCIOBUAX
120 95.44 95.26 94.58 -0.86
SDS-PAGE
60 95.31 95.06 94.58 -0,73
IHe menee 90% B
HCPC Ly LHPY FOLHX 100 95.42 94.77 94.46 -0.94
[VCIOBUAX
120 95.67 94.23 94.21 -1.46
KHCIOTHO- 13.33 20.34 22.63
e 10 HO I
poums, U0 | 60 76.17 66.32 62.87 26.60
BIXKX 10.50 13.34 14.30
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Wupuxarop Konuenrpauus | Bxoguoit |2 Hen. mpu |4 HEd. mpu Hsvenere
Obpasen Ka4yecTBa Hopwa Ocmka, MI/MJI | KOHTPOJIb 37°C 37°C crycra 4
HEJeId
13.38 20.94 23.10
100 76.01 65.23 62.12 27.78
10.61 13.83 14.78
13.12 21.00 22.11
120 75.19 6491 59.00 32.38
11.69 14.09 18.69
60 98 - 95 -3
80 - 125 %
AKTHBHOCTb  [KOHTPOJILHOTO 100 99 - 92 -7
oOpasua
120 104 - 97 -7
Cocrap mane6o: 60 521 - 528 0.07
IHatpus anerar Tpuruapat
1.74 mr/mn IPH 6.0£0.5 100 5.33 - 541 0.08
[VxcycHas xucaora 1o pH 5.0
Tperanoss: wr 120 532 - 5.42 0.10
80 Mr/a drcrora, 5 60 95.98 96.02 | 96.04 0.07
[Tomoxcamep 188 1 mMr/mia IBOXKX
(coneprxaHue 100 95.98 94.89 93.83 -2.15
arperara -
BCPXHCC IHe menee 95%
BHAUCHUE,
COACPKAHHC 120 95.98 94.71 94.00 -1.97
MOHOMEDA -
IHHPKHCC
3HAUCHHE)
60 94 .98 94.58 94.21 -0,77
IHe menee 95% B
DETY LIHPY FOILHX 100 94.89 94.60 94.37 -0.52
[V CIIOBHSIX
120 95.35 95.10 94.37 -0.98
SDS-PAGE
60 95,01 93.54 92.91 -2.10
IHe menee 90% B
HEPEIY LIUPYFOLIHX 100 94.58 93.15 92.06 -2.52
[V CIIOBHSIX
120 95.55 94.34 93.66 -1.89
13.56 20.34 22.99
60 76.02 65.03 62.01 28.02
10.42 14.63 15.00
KHCIOTHO - 13.49 19.98 23.67
e 10UHO I
podis, KO 100 76.45 65.24 61.00 30.90
BOXX 10.06 14.78 15.13
13.52 22.10 23.78
120 75.69 64.19 58.11 35.16
10.79 13.71 18.11
60 108 - 101 -7
80 - 125 %
IAKTHBHOCTb  [KOHTPOJIBHOTO 100 103 - 97 -6
oOpazua
120 110 - 929 -11
[00762] B pesynbraTte yckopeHHOro crapeHus oopas3nos B TedeHue | mecsna npu +37°C

JIOKa3aHO COXpPAaHEHHWE TOMOTE€HHOCTH M crernuduueckoil akTtuBHOCTH aHTU-IL17 aHTHTENa mo
M300pETEHNIO B MJUTFOCTPATUBHBIX JOITYCTUMBIX COCTABAX XPAHEHMS:

Antu-1L17 agTureno 10 — 70 mr/mn
L-ructunun 0.4 mr/mn
L-T'uctuanaa ruipoxiopu MOHOTHIPAT 0.4 mr/mn
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MasgHut 54.5 mr/mn

ITonoxcamep 188 0 — 1 mr/mn

pH6.0£0.5

Antu-IL17 anTuTteno 10 — 120 mr/mn

Hatpus auerat tpurunpar 0.44 — 1.74 mr/mn

Tperanoss! /v 80 — 100 mr/mun

ITonokcamep 188 0 — 1 mr/mn

VYkcycHasi KUCIIOTA JIe. nopH 5.0

pHS50+0.5

[00763] ITpu Tom, uTO M300peTeHue ObLIO OMUCAHO CO CCHUIKON Ha MPearnOYTUTETbHbIE

BAPHUAHTBl OCYIIECTBJICHUS, CJIEAYET IIOHUMATh, YTO MOJKHO TNPUOErHyTh K W3MEHEHHSIM W
MOIU(UKAIMAM, KaK OYSBHIHO JJISl CIIELUAIIMCTOB B JaHHOH 00sacTu TexHUKU. [1oq00HbIe H3MEHEHHSI
U MOIM(UKALIUK CIIENyeT PACCMATPUBATh B PAMKAX M 00beMe MPUTI3aHUI HACTOSIIETO H300PETEHHS.

[00764] Brime Obutd oapoOHO OMKMCAHBI HILTFOCTPATUBHBIE, HEOTPAHUIUBAKOLITHE
NPUMEPBI OCYIIECTBJICHUS! HACTOSIIEr0 M300PETeHHsI CO CChUIKOW HAa COMPOBOAMTENIBHBIC YEPTEIKH.
JlaHHOE eTaIbHOE OMHUCAHHUE MIPUBEICHO MPOCTO IS TOTO, YTOOBI O3HAKOMUTH CIIEIHATTNCTA B JAHHON
00JJaCTH TEXHUKU C JIOTIOJHUTENbHBIMU NETASIMH MPAKTUYECKOH peasM3aliy MPEAnOYTUTEIbHBIX
ACTIEKTOB HACTOSIIIMX HIEH, 1 He OrpaHnyYuBaeT odbeMa JaHHOro n3obperenus. Kpome Toro, Kaxablii
U3 JOTIOJHUTEIBHBIX MTPU3HAKOB U UAEH, PACKPBITBHIX BBILIE IO TEKCTY M HIDKE MO TEKCTY, MOTYT OBbITh
HCIOJIb30BaHBI 110 OTAEIBHOCTH WM B COBOKYITHOCTH C APYTMMM NPU3HAKAMU WU UAESIMHU.

[00765] Bonmee TOro, KOMOWHALIMKM OTJIMYUTENIbHBIX MPHU3HAKOB U INArOB,
PAaCKpPBITHIX B HUKETPUBEIEHHOM J€TAIbHOM ONHCAHUU, TaKXkKe, KaK U SKCIIepEeMEHTalbHble IPUMEpHI,
MOTyT OBbITb HEOOS3aTENbHBIMU JUISI MPAKTHYECKOW pealn3aluy H300peTeHHs B CaMOM IIHPOKOM
CMBICJIC, W TPHUBENEHBbI TOJBKO I TOrO, 4TOOBI MOAPOOHO ONMUCATh KOHKPETHBIE MPHUMEpPHI IS
Hacrosmero u3oopereHus. bonee Toro, oTaMUYUTENbHBIE NMPU3HAKU ONMHMCAHHBIX BBIME KOHKPETHBIX
NPUMEPOB U HE3aBHCHMbIE M 3aBUCHUMBIE MyHKTHI (POPMYJIbI M300peTEeHNs], MPUBEACHHbBIE B JaHHOM
n300peTeHNH, MOXXHO KOMOMHHPOBaTh CHOCOOAaMH, KOTOpble KOHKPETHO M HEMOCPEIACTBEHHO He
yKa3aHpl, C LEJIbI0 pEaJH3alMU JOMOJHUTENbHBIX IIeJeCOO0Pa3HbIX BApUAHTOB OCYIIECTBICHUS
HACTOSIIIEr0 H300PEeTeHHS.

[00766] JlononHUTEIbHBIE IPUMEPBI UCCIEOBAHUN

[00767] bpuy poBeneHbl AOMONHUTEIbHBIE IPUMEPBI UCCIEAOBAHNUN C UCIIOJIB30BAHUEM
pa3nuYHbIX (HapMaLEBTUUECKUX KOMITO3UIIMI, BKItO4ast aHTU-IL17a aHTUTENO, KaK OMHMCAHO 311eCh
(Hanpumep, Hetakumal), mist edeHus pa3audHbx 3a0oseBanuii, onocpenoBaHHbix 1L17a. Tumnosbie
(apMaLeBTHYECKHE KOMITO3ULIMH, MCIIONb3yeMble JJIsl JaHHBIX MCCIIEIOBAHUMN, OXapaKTEePU30BaHbBI B
tabmume 11.1.
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00768 Tabmuua 11.1

TepanesTuu
kananveckoro| Ilokazanus eCcKue /103bl,
HCCIe10BAHHUS , mr
BCD-085-2 Omawenbiii 5 g5 190 MOHOKTOHATbHOE auTH-IL17 anTuTeno 40.0
ncopuas .
BCD-085-2ext OnLIedHbIi 80, 120 TUCTUAMHA TUAPOXJIopua MoHoruapat 0.4
ncopuas I r
BCD-085-3 | AHKWIOSHPYIOUIH | 1) g6 120 L-ructumus 0.4 wr,
CTIOHIHJIAT
= MaHHHT 54.5 wmr,
BCD-085-3ext | AHIOSHPYIOIMHIL | g1y 15 BOJIA LTSt MHbeKIHi 10 1.0 M
CTIOHJTUJTUT
BCD-085-7, OISt eYHbIH 120 MOHOKJIOHabHOE aHTH-IL17 anTureno 60.0
BCD-085-4 TICopHuas MT,
BCD-085-5 AHKWJIO3UPYIOLIUHT 120 HaTpus anerat Tpuruapat 1.74 wmr,
COOHJIUJIUT I | Tperanossl guruapatr 80 Mr, rMojoKcaMep
. (Kolliphor) 188 0.5 wmr,
BCD-085-8 fCOpHATIHCCKHH 120 nensiHas ykeycHast kucnora 1o pH 5.0
apTpuUr o
BOJ1a Jiist MHbeKIUY 710 1.0 My

B Hekoropeix mpumepax 80 mr BBommin 2-Ms mmpunamu (o 1 mu kaxaeiii, 40 mr BCD-085),
B Apyrux npumepax 120 mr Bogmnu 3-ms mnpunamu (o 1 mi xkakasiid, 40 mr BCD-085) nnm 120 mr
BBOAMIN 2-Ms1 mmpuamu (rmo 1 mut kaskaeiid, 60 mr BCD-085).

[00769] Bbru10 MOKa3aHO, YTO pa3NUYHbIE 03B! (PapMALEBTHUECKUX KOMITO3ULIUN H/HIIH
npenapata Heraknumab, oxapaktepusoBanHele B Ta0nuue 11.1, SBIASIOTCA MOAXOMSAIUME IS JICUSHHS
COOTBETCTBYIOINIUX 3aboyieBaHul, omocpenosanubix IL.17a, kak ommcano B Tabmuue 11.1, u mpu
COONIOZIEHNH CXEMbI MpUeMa Ipernapara, MOAPOOHO OMUCAHHOH [anee B JAHHOM JIOKYMEHTE.
dakTuyecky, pasnuvHble N03bl / CXeMbl Npuema mnpemnapata Herakumald u ero ¢apmaneBTHUECKHX
KOMITO3UIUH, KaK OIMCAHO 371€Ch, MOT'YT OBbITh UCIIONB30BAHBI AJIs JICUEHUS YIACTHUKA HCCIIEJOBAHNS.

[00770] Pe3ynbraThl IpUMEPOB UCCIEAOBAHUIN ITPENCTABIIECHBI 311€CH.

[00771] [Tpumep 4. Mcnonb3oBanue mpenapata Herakuma® B pasiuyHbIX A03aX IJis
nedeHust OmsimeuHoro ncopuasa (BII), umccnenoBanue ¢ LENbI0 MOATBEPKAEHHS MPABHIBHOCTH
KoHuenuuu (ucciaenosanne BCD-085-2)

[00772] Jmzaitn Knuandeckoro Uccnenopanus

[00773] Uccnenoanne BCD-085-2  mpencraBnser  coOolf  ABOMHOE — Cjenoe
PaHIOMU3MPOBAHHOE MHOTOLIEHTPOBOE IUIAe00-KOHTPOJUPYEMOe KIIMHUYECKOoe wuccienoanue 11
(ha3bl y MaMEHTOB C OJISLIEYHBIM NICOPHA30M OT YMEPEHHOMN JI0 TSKENION CTeneHH TsokecTh. [lepBryHast
1eJIb 3aKJIF0YANIach B TOM, 4TOOBI HAWTH 3 dekTrBHYI0 1 Oe3omacHyo 03y npenapata BCD-085 nns
MHOTOKPATHBIX HHBEKLUH Y MALHEHTOB ¢ OJISIIEYHBIM IICOPHUA30M OT YMEPEHHOMU JI0 TSKEJION CTEIEeHH
TsokecTd. OnieHKa (papMaKOKMHETUKH U UMMYHOTE€HHOCTH OBUTH BKJIFOYEHBI BO BTOPOCTEIIEHHBIE 1IEJTH
VCCJIEOBAHMSL.

[00774] Hccnenyemas rpyrmna npeacTaBieHa B3pOCIbIMU MallMeHTaMu (B Bo3pacte oT 18
10 65 JeT BKIFYHUTENBHO) ¢ ONSIIEYHBIM TICOPHA30M OT YMEPEHHON A0 TSDKEJIOH CTENEHH TSKECTH,
NUArHOCTUPOBAaHHBIM HE MEHee 4eM 3a 6 MeCsLEB A0 NMPOBENECHUs] CKPUHUHIA, ¢ UCXOAHBIM YPOBHEM
IIIT (rmromanan MOBEPXHOCTU TeNa), MOKPBITOH mcopuazoM >10%, MHOEKCOM TSKECTH MOpaKeHUs
ncoprazom 12 uim BhIIe, TSOKECTBIO 3a0oseBanus o mkane SPGA 3 wian Gonee, KOTOpbIE SBISIFOTCS
KaHAMJaTaMd Ha T[POBEAEHHE CHCTEMHONH WM (POTOTEpanmuu WM NPOIUIH Oe3pe3yJIbTaTHO
NPEABIAYINYI0 OHOJIOTHYECKYI0 Tepanuro. [larenTam, HCIOIb30BABIINM MOHOKJIOHAJIBHBIE aHTUTENA
paHee, OBLIO pa3pelIeHO y4acTBOBAT (3a UCKIFOYEHHEeM UCTIONb3oBaHus naruoutopos IL17 /IL17R B
NPeABIAY NN TEPUO) MOCIEe OKOHYAHUSI COOTBETCTBYIOLINX NEPHUOIOB BHIMBIBAHHSL.

[00775] 120 manmeHTOB ObUTM pacrpeneNeHbl MO IpynmaM ciydailHeIM oOpa3oM (B
cootHomenuu 1: 1: 1: 1) B 4 rpynmnel neuenns: 1) BCD-085 40 mr, 2) BCD-085 80 mr, 3) BCD-085 120
mr u 4) mnanedo. B uccnenopannu BCD-085-2 ucnonbzosanu npenapat BCD-085 B noze 40 mr/ 1 mn
B IPeABAPUTEIbHO 3anoiHeHHbIX mmpuiax. BCD-085 / miauebo ncnonb3oBanu B 1-b1it newb Ha 0, 1, 2,
4, 6, 8 u 10 Hepensx neueHusi. C 1eNbO 3aCTETUIEHUS MALIMEHTHI B IPyNNax, MPUHUMAIOLINX JTO3bI IO
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40 mr u 80 mr, mosy4anu 1o 2 win 1 HHbEeKIHH T1anedo MoaKoKHO (1Mo 1 MIT Kaskaast) COOTBETCTBEHHO.
ITanmeHThl B KOHTPOJIBHON TPyIIeE MOJy4Yald 3 WHbEKIUHU IUanedo MOIKOXKHO (Kaxknas MHBEKIUS
oowvemom 1,0 mur). B nensix obecnieueHust 0€30mMacHOCTH MalMeHThl Habmoaanuck 10 14-oit Hexnenu.

[00776] I'mmoresa uccienoBaHus 3aKiroyaiachk B ToM, uro npernapatr BCD-085 ob0nanaer
Oonee BBICOKOH 3(hPEeKTUBHOCTBIO 110 CPABHEHHIO € TUTALe00 Y AIIUEHTOB C OJISIIEYHBIM IICOPUA30M OT
YMEpPEHHOH 10 TSDKENOH CTeneHu TspkecTH. I panuunblil kputepuit a¢dexrunoctu (6) cocrasui 0,1
(10%), ommbka 1-oro poma (o) -5% (0,05), omubka 2 -ro poxa (B) 20% (0,2) u momuocTs 80%.
OCHOBHBIM KpHUTEpHEM OLEHKH B 3TOM HCCIENOBAaHMU ObLla JOJS MALMEHTOB, KOTOPbIE AOCTUIIIH
3HaueHus1 unaekca PASI7S x 12-oit nenene neuenus. Jloctmxenue PASI 75 ompenensnoch kak
cHwkenue 3HadeHus1 PASI munumym Ha 75% k 12 Hemene jedeHHs] MO CPAaBHEHHMIO C HCXOIHBIM
ypoBHeM. BTopocTeneHHble KpUuTepuu OLEHKH BKIFOYaroT oleHKy nHaekcoB PASI 50 u PASI 90, sSPGA
0-1, mpouenTtHoe ynyumenue nokaszareneit PASL TIIIT u cocTosiHus HOTTEBBIX IUIACTHH 10 UHIEKCY
NAPSI, cHwkKeHUsT BBIPAKEHHOCTH 3yaa 1o mkane VAS (MMm), oueHky kadectBa km3HH QoL
(ompocuuku SF-36 u DLQI). Kpurepun 3¢ dextnBHocTH oneHnBanuch Ha 0, 4, 8 1 12 Hexensix ieueHusl.
Kputepun 0Oe30macHOCTH BKIIFOYAJIM YaCTOTY BO3HUKHOBEHHsI HeEXesaTeNbHbIX siBieHuit (HA),
cepbe3HbIX HexkenatenbHbIX sBneHnit (CHA), HA 3-4 crenenu B coorBerctBuu ¢ kpurepusimu CTCAE
4.03, 4acTOTy paHHEro MpPEKpalIeHUs HCCIeAOoBaHUsl H3-3a BOo3HUKHOBeHUs1 HSA. OuenuBaembie
(bapMaKOKMHETHYECKHE KPUTEPUU BKIIIOUAIH CTaHAAPTHBIE (hapMakoknHeTHdeckre napamerpol (Cumin,
AUC (-168), AUC (0-672), Tmax, T, Vd, Ke, CL). AHanu3 UMMyHOT€HHOCTH BKJIFOYAJ OMpeesIeHIe
4acTOThl CBSA3BIBAHUS U HeWTpanusauuu aHtuten k mnpemnapaty BCD-085 mocne MHOrokpaTHbIX
WHDBEKLUH JIEKAPCTBEHHOI'O CPEACTBA.

[00777] Pesynbrare! uccienoBaHus

[00778] I'pynmbl ObLIM CONMOCTAaBUMBI MEXy COOOH 1O AeMOrpagpuuecKuM U UCXOIHBIM
xapakrepuctukam (Tadmmua 12).

[00779] Tabnunal2: Mcxonable XapakTepuCTUKH manueHToB (ucciaenoBanue BCD-085-

ep , -
Bospact (rofbl), MeHana 41,50 35,00 T 45,00 | 41,50
[IQR] [32.00-50.00] [29.00-45.00] [35.00-54.00] [32.00-48.00]
MHuaexkc macchl Tena 25,81 26.85 29.72 24 .95
(xr/m%), menuana [IQR] [23.7-28.09] [23.62-29.59] [24.15-31.94] [22.95-30.12]
1(\%”“”“’“ HOI, KOIB0 23 (76.67%) 19 (63.33%) | 22(78.57%) 15 (57.69%)
0

ey, | 1
viequara [IQR] [76.00-224.00] | [73.00-187.00] | [46.00-191.00] | [69.00-211.00]
Munexc PASI, menuana 25,7 21.9 23.55 26.4
[IQR] [17.4-30.7] [17.4-28.2] [16.4-30.6] [17.8-31.1]
BSA %, menuana [IQR] 31 [18-39] 23.05[17.5-36] | 31.8[21.9-40] 31[16-38]
HMuanexc sSPGA, menuana

’ 4[3-4 4[3-4 4[3-4 4[3-4
[IQR] [3-4] [3-4] [3-4] [3-4]
[IpenwecTByroLee
[PHMEHCHIC CHCTCMHBIX 6 (20%) 4 (14.33%) 4 (14.29%) 3 (11.54%)
TJIFOKOKOPTHUKOHUOB, KOJI-
B0 (%)
[IpenwecTByroiee
NpUMEHEHHE 21 (70%) 19 (63%) 19 (67.86%) 20 (76.92%)
hoTorepanuu, koj-Bo (%)
[IpenwecTByroiee
OHMOJIOrHYecKoe JIeYeHHe, 1 (3.33%) 1(3.33%) 1 (3.57%) 0 (0.00%)
K0J1-BO (%)
[Mpumeuanue: IQR - MeKKBapTHIIbHBIN AUANIA30H
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[00780] IMonymsiuus st oueHkH d¢¢exTuHOCTH BKiovana 114 nmanuentos. Ilects u3
120 BBIOpaHHBIX CIy4alHBIM 00pa3oM CyOBEKTOB He OBLIM BKIFOYEHBI B HCCIEIOBAHHE IO OLICHKE
3¢ (EeKTUBHOCTH MO CIENYIOIUM NpUYUHAM: JIOCPOYHO 3aBEpUIMIIM yYaCTHE B HCCIENOBAHHM 1O
BBeieHUs1 epBoit 036! (1 mauuent B rpynne BCD-085 B no3e nmo 80 mr u 2 nauuenra B rpymnmne BCD-
085 B no3e no 120 mr), Hapy N KpUTepHH BKIroueHus / uckmouenus (1 manuent B rpynne BCD-085
B 03¢ o 40 Mr) u HapyIIWIN cCXeMy IpueMa mnpenapara (2 mampeHTa B rpymnme rmianedo). AHanus
nokasai, yro npenapar BCD-085 Bo BCex MCHBITAHHBIX 103aX MPEBOCXOAMT IJ1aned0 y MalUeHTOB C
OJsIIeYHBIM TICOPUA30M THIIA OT YMEPEHHOMH 10 Tsikesol creneHu Tspkectu. bonee 90% manueHToB B
rpymnmne ¢ camoi BbICOKOH no3oi (120 mr) pearupoBamn Ha jedeHue. OCHOBHbIE PE3YJIbTAThI
s dexTuBHOCTHU AeiicTBUs npencTaBieHbl B Tadmune 13, 7.

[00781] Tabmuua 13: CpaBHHUTENbHAS OLIEHKA YaCTOThI KJIMHUYECKHX 0TBeTOB PASI7S K
12 "enene neuenus (ucciaenosanue BCD-085-2

Jons naimeHTos,

JlexapcTBeHHBIN Npenapart nocturinux PASI 75, n

1 (n=30) BCD-085 (40 mr) 24 (80.0%)
2 (n=30) BCD-085 (80 mr) 25 (83.33%) p1<0.0001
3 (n=28) BCD-085 (120 mr) 26 (92.86%) p2<0.0001
4 (n=26) [Tnaue6o 6 (23.08%)
Ilpumeuanune: 1 - [ABYCTOPOHHMI TO4YHBIM BapuaHT kpurtepus @Pumepa, 2 - TeCT
X ¢ monpaskoii Heiitca.
[00782] UroOsI 1oKa3aTh 3aQUKCUPOBAHHYIO B MPOTOKOJIE TUIIOTE3Y O TOM, UTO Mpenapat

BCD-085 mpeBocxomut mianedo, Obutn paccumranbl 95% JIM st pasHHIBI B COOTHOLICHHSIX
noctwkeHust PASI 75 (Obuin mpoBeneHsl HHANBHY aJIbHbIE MAPHbIE CPABHEHMS JIs1 TPYIIIbI TUIanedo
no cpaBHeHMIO ¢ Kaxnoi rpymmoii BCD-085). I'mmoresa mpuHHMManach, €CIM HWDKHSAS TPaHULA
npennonaraemoro 95% JIM ans pasHumbl B COOTHOLIeHUsiXx nocTikeHuss PASI 75 Obuta Bbime
NPEABAPUTENPHO YCTAHOBJICHHOW I'PaHMLbI KIMHUYECKH HE 3HauMMbIX pasmuuuid (6) B 10% (0,10).
PesynbraTe! npeacrasieHsl B Tabaune 14.

[00783] Tabmuuma  14: CpaBHuTenbHas  oOumeHKa 4actoTel  oTrBeToB  PASI7S
K 12 Henene neuenus (uccaenopanue BCD-085-2

HULIA B JIOCTPI)KCI;I/XIS}/J’I?};H ’ 95;1/1 L
I'pymme 1 u S 56.92% [31.72%; 82.13%] <0.0001
I'pymmb 2 u 4 60.25% [35.69%:; 84.83%] <0.0001
Pynmbt 3 u 4 69.78% [47.28%; 92.28%] <0.0001
IIpumeuanue: 1 - BycTOpOHHMIA Y>TecT ¢ monpaskoii Heiirca.

[00784] JlanHast TaOJuIIa TIOKA3bIBAET, YTO HIKHUE TpaHUIlbl 95% JIW st BCeX mapHbIX

cpaBHeHwmi (rianedo mo cpaBHeHuro ¢ mpemnapatom BCD-085) BbIXomAT 3a mpenesibl MpeaBapuUTETbHO
3aIaHHOTO TPAaHUYHOTrO Kputepus 3pdexTuBHOCTH. TakuM 00pa3oM, TUMOTE3a O TOM, YTO Mpenapar
BCD-085 mpeBocxoauT mianedo npu JISYeHUH MAUeHTOB ¢ OJISIIIeYHbIM TICOPHA30M OT YMEPEHHOM 10
TSDKEJIOW CTENEeHU TSDKECTH, ObUla MPUHSTA, U OCHOBHAS II€Nb KIMHUYECKOTO HCCIIENOBaHHs ObLia
nocturayta. Cnenyer ormeruth, 4to Oojee Bbicokas 3(ddexTnBHOCTH mpemnapatra BCD-085 nHan
rutane6o ObLTa JoKa3aHa Aisl BceX HenblTaHHbIX 103 (40 mr, 80 mr u 120 mr). JlnHamuueckasi OIleHKa
npoueHTHoro yayuiieHus nokasateneii PASI 75 u PASI no cpaBHeHHIO C MCXOAHBIM IOKa3aTesieM
MPOAEMOHCTPHUPOBAJIA SIBHBIE Pe3yIbTaThl ¢ 4 Henenu eueHus (Purypa 6, @urypa 7).

[00785] Hunexc PASIO0 Obut 3apeructpupoBan y 66,7%, 60,0%, 78,6% mnanueHTOB,
npunuMaromux npernapat BCD-085, coorBercTBeHHO B oTiuuue ot 19,2% st rpynmnel mranedo k 12
Henene nedeHus (p <0,0001 mnst rpymm 1, 2, 3 mo cpaBHeHuro ¢ rpynmnoi rrane6o). Kpome Toro, y
83,3%, 90,0%, 89,3% namnuenTos, npunuMaromux npenapar BCD-085, nocturnyTa uncrast Wjiu noutu
yrcras koxka (SPGA 0/1) B rpynmnax 1, 2, 3 coorBercTBeHHO B oTinane ot 30,8% muist rpynmel mianedo
(p <0,0001 nmust rpynm 1, 2, 3 mo cpaBHeHUro ¢ rpymmnoi muanedo) k 12 Henene neuenusi. CpenHee
cHkeHue B npoueHrtax nopaxkeHHoi IIIIT x 12 nenene neuenus cocrasmino 92,2% B rpynne 1
(mnanazon ot 70,2% no 100%), 94,8% B rpymnme 2 (nuanaszoH ot 62,9% no 100%), 97,8% B rpymme 3
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(mnanazon Ot 67,7% no 100%) B otimmuue ot 27,1% ans rpynnsl mianedo (quana3on ot 0 1o 69,7%),
p <0,0001 myist rpymm 1, 2, 3 B oTyiM4#e OT TPyIIisl rianedo.

[00786] BCD-085 Tak»xe moka3aj 3HaYUTENbHY0 3 (HEeKTUBHOCTD MPH JICYEHUH TICOPHa3a
Horrel (Pur. 8). UncIeHHOCTh MOMYJIALNU AJIT OLIEHKH IICOpHa3a HOITel cocTaBmia 66 MalleHTOB
(mpyrue manyieHThl HE HMENU IPU3HAKOB IICOpPHAa3a HOITEH B TEUEHHE MepPHOAa MCCIENOBAHUS).
Cpennee npouenTHoe u3meHenue B Oanmax NAPSI k 12 nepene nevenusi: 25% B rpynne 1 (nuana3ox
ot 0 10 44,8%), 43,4% B rpynmne 2 (nuana3ox ot 18,6% no 78,6%), 73,1% B rpynne 3 (quamna3oH OT
50% nmo 81,7%) no cpaBuenuto ¢ 0 st rpynmnsl mwianedo (auanaszoH ot -9,3% no 0%), p = 0,0002 s
rpynms! 1, 2, 3 COOTBETCTBEHHO MO CPABHEHUIO € TPYNIOH ruianedo.

[00787] Ouenka kauvectBa xu3Hu (Qol)nokasana, uto nokaszaress DLQI co BpemeHem
3HAYUTEJbHO YMEHBLIHIICS, YTO YKAa3bIBAET HA yJiyulleHue kauectsa sku3Hu (QoL)B rpynmax BCD-085,
U He u3MeHwsics B rpymme manedo. Jokaszano, yro mpemapar BCD-085 oxasancs sddexTuBHee
ruiane0o, 1 OCHOBHASI LIeJIb UCCIIENOBaHMs ObUIa TOCTUTHYTA. XOTsI He ObUIO HUKAKUX PA3IHYU MEXKITY
Tpemst nozamu npenapara BCD-085 st 00apIIMHCTBA KOHEYHBIX MTOKA3aTEIEH, JTy YN pe3yIbTaT Mo
o01IeMy YMEHBIICHUIO PU3HAKOB / CHMIITOMOB IICOpHa3a ObLI0 0OHAPYIKEHO B rpymre ¢ 1030 120 mMr
npenapara BCD-085.

[00788] DapMaKOKHHETHKA

[00789] Ilocne onnokpaTHoro Beenenust n103b1 40 mr, 80 mr u 120 mr npemnapara BCD-
085 B ceiBOpoTKE KpoBH B TeueHue 0,5—4 4 mocne BBeneHHs n03bl 0OHapyskuBayicss Herakumab. Ero
KOHLIEHTpaLUsl CO BPEMEHEM H3MEHsIach OJMHAKOBO ISl BceX 103. M3MeHeHUs KOHLeHTpaluu
JIeKapCTBEHHOro mpemnaparta Herakumald ObuLtu mponopHuMOHANBHBI BBeAEeHHOH no3e. Habmomamace
MenieHHas: abcopOIHsl ¢ OCTETNIEHHBIM JIMHEHHBIM YBEIMUeHNEeM KOHIeHTpauuu npenapara BCD-085
B CBIBOPOTKE C MAKCUMyMOM, HaOJro1aeMbIM K KOHLy 1-i Henenu neueHust. bonee Beicokue no3sl (80
mr u 120 Mr) xapakrepu30Baituch Oosiee BBICOKUM 3HaueHHEM Cmax 1 AUC (0-168) IO CPaBHEHHIO € A030H
40 mr. (Pucynok 9)

[00790] AOGcopbumst 3a IUIUTEIbHBIA MPOMEKYTOK BpeMeH! npusena K Cmax mpemnapara
BCD-085 uwepes 144 [78-168] u mocie BBeneHuUsl NO3bIL, 4TO OJM3KO KO BPEMEHH BBEIEHUS BTOPOU
uHbeKUU. OTCYyTCTBHE KOHEYHOrO nepuoza noayseiseaeHuss BCD-085 nocie oqHOKpaTHOroO BBEEHUS
7103bl B 3TOM HMCIIBITAHUU NIOKA3aJ10, YTO HEBO3MOXKHO paccuuTaTh Takue napamerpsl PK, kak AUC (0-»),
T1/21 Kel, mO3TOMY JaHHBIE A1 3TUX KOHEUHBIX MTOKA3aTeNIeH HE PECTABICHBI.

[00791] ITpu noBTOpHBIX HHBEKLMAX Npenapata BCD-085 B nosax 40 mr, 80 mr u 120 mr
MHHHMaJIbHAsl KOHLIEHTPAIMs B ChIBOPOTKE KPOBU ObLIa JOBOJNIBHO BBICOKOH (> 60% Cmax) u ObLia
OOCTUTHYyTa N0 BBeAeHUs BTOpod uHbekimu mnpernapata BCD-085. Ilpun mOBTOPHBIX BBEAEHHSIX
npenapar BCD-085 HakaruuBancs B CBIBOPOTKE KPOBH, a €r0 KOHLIEHTpaLUs yBenuduBaiach B 1,8-3,6
paza. Beenenue 6onee Bricokux 103 (80 mr u 120 mMr) nemoHCTpupyeT Ooiee BBICOKHA WHTY KIIHOHHBIN
MOTEHIHAJ TI0 CPABHEHHIO € 710301 40 MT, TOCKOJBKY IS TOCTHKEHUSI KOHLIEHTPALUH OKOJIO Cmax-mult
TpeOyercst MeHble nHbekuui (Pur. 10).

[00792] besonacHocTh

[00793] AHanmn3 0e30MacHOCTH TIPOBOIMJICS C Y4YE€TOM BCEX IMAlMEHTOB, KOTOpPbIE
TIOJTY YHUTH TT0 KpaitHel Mepe onHy no3y npenapara BCD-085 (n= 117, tabnuna 15). Ilo kpaiineit mepe,
onHo HA / CHA 6bwio 3apeructpuposano y 45,16% nanuenTtos (rpynna 1), 36,67% nauueHToB (Tpynmna
2), 25,00% narmenTos (rpynna 3) u 39,29% nammenTos (rpynna 4) (p = 0,443). Cesi3aHHbIE C JIEYCHUEM
HA 6pun ouenensl y 19,35% mnanuentos B rpymme 1, y 10,00% nammentos B rpynme 2, v 7,14%
nanueHToB B rpymre 3 u'y 10,71% nanuenrtos B rpynmne 4 (p = 0,534). He coobmanoce o Hanmuaun HA
4-i1 crenienn 1 o CHA. Hu opgne manueHT He MoJpKeH ObUT MPEKPAaTHTh HUCCIIeNyeMOoe JIeUeHUe h3-32a
BosHukHOBeHus1 HA / CHA. HA 3 crenenn Obuin 3apeructpupoBansl v 3,23% manueHToB B rpymme 1,
3,33% manuenTos B rpymme 2, 3,57% nanuenTos B rpynne 3 u 7,14% nammenTtos B rpynme 4 (p = 0,872,
IBYXCTOPOHHMHN TOUHBIN Kputepuii @uinepa). Hanbonee pacnpoctpanennsiMu HA Opitn HeHTponeHus,
ocTpble MHPEKLNH bIXaTeIbHBIX MyTeH, OBBIIICHNE aPTEPHUAIBHOTO AABJICHHS U TIOBBIIIEHUE YPOBHS
neueHOYHbIX TpaHcamuHa3. bonpmuHcTBo HA Oblin cnabo-BeipaskeHHBIMH. TONBKO OfHA O4aroBas
peaknus (crenens 1) Obuta 0OHapyskeHa B rpymme 1 (BCD-085, 40 mr).

[00794] Tabmuua 15: O6o0wmenHbIe nanHble o 6e3onacHocTH (uccnenoanue BCD-085-




[Kaxue-mibo HEeXXEnaTeTbHbIE
siBnenus (HA)

[Kaxue-mi0o cepre3HbIe
HeokeaaTepHble ABacHU (CHS)
IHeoxe maTeIbHBIC SBIICHUS,
OTHOCAIIUCCS K TCPAITHH

HE KEIATEIBHBIC SIBJICHHS CO
CTCTICHBEO TOKCHYHOCTH 3

HE KEIATCIBHBIC SIBJICHHS CO
CTCTICHBEO TOKCHYIHOCTH 4
PeaKIiu HA YUACTKE BBEICHHS 1(3.23%) | 0 | 0 | 0 [ 1.000
(OTMCHA TCPATHH H3-3a

14 (45.16%) 11 (36.67%) 7 (25.00%) 11 (39.29%) 0,443

HET

6 (19.35%) 3 (10.00%) 2(7.14%) 3 (10.71%) 0.534

1(3.23%) 1 (3.33%) 1 (3.47%) 2 (7.14%) 0.872

HET

Bo3HHKHOBeHHA HA wmw CHA HET
TUNHYHBIE HEKEIATEIbLHbIC SIBJICHUS
HeiiTponenus 4 (12.90%) 2 (6.67%) 1 (3.57%) 1 (3.57%) 0.539
iylidégm“ BCPXHIX JbIXATCILHBIX 3 (9.68%) 1 (3.33%) 1 (3.57%) 1 (3.57%) 0.721
[ToBbIIIEHHE TaMMa-
rmoramurpanchepasst (ITT) B 0 3 (10.00%) 1 (3.57%) 2(7.14%) 0.291
CEIBOPOTKE

[00795] HMMMyHOreHHOCTD

[00796] TMomynsuust 1uist OLIEHKW KMMY HOT€HHOCTH BKJTFOUasia u3 117 nmanueHToB (TeX, KTo

MOJIyUHJI [0 KpaiiHeil Mepe OlHy UHBEKLIUIO UCCIIEy eMOro POy KTa U PEeOCTaBUII 110 KpaliHell Mepe
nBa obpasia KpOBH AJISl aHAJIN3a, OJUH U3 KOTOPBIX OBUT B3AT IepeNl BBEACHUEM TIePBOH 103bI B I€HB 1,
Henenst 0). O0pasupsl kpoBu Opanu Ha Henene 0 1O BBEIEHUS] MHbEKIMK U Ha 14-0 Henesne JieueHus.
OneHka HMMMYHOT€HHOCTH HE BBIIBIJIA HAJIWYHMS KAKUX-TUOO CBS3BIBAIOIIUX AHTUTEN MPOTHB
npenapara BCD-085 Hu y ogHOro namueHra.

[00797] 3aKIIroueHe

[00798] Ananu3 nokaszan, uyto npemapar BCD-085 BO Bcex MCHBITAHHBIX 033X
npeBocxoaut Iuianebo. Hambonbimas s¢dextnBHOCTs ObUTa mMOKazaHa i m03bl 120 mr: 92,86%
narueHToB nqocturii PASI7S x 12 nenene neyenus (no cpasHeHmto ¢ 23,08% B rpyrre, nojsydasmieit
tauebo, neycroponnui 95% JIU cocrasinsier [47,28%; 92,28%], p <0,0001, kpurepwuii Xu-kBagpar ¢
xoppekuueii Heiitca). Tokcuunocts npemapata BCD-085 6Gbima ymepennoii: uwactora HS He
paznuvanach MEeKAy rpynmnamMu (BKIro4as miamedo), Haunbosnee yacTeiMu TUaMu H Obutu OTKIIOHEHUS!
7a0OpaTOpHBIX TOKa3aTrejaed OT HOpPMbI 1-2 CTeNmeHHW M TOBBIIIEHHE KPOBSHOro naBieHus. He
HaOmonanoce cinydaes CHS, mpexneBpeMEHHOro MNpeKpalleHHsl Y4acTHs B MCCIENOBAHUU H3-32
coobpakeHui 6e30macHOCTH, POPMUPOBAHUS AHTUTEN K JIEKAPCTBEHHOMY TIperaparty.

[00799] [Mpumep 5. nurtepHOe NMPUMEHEHHE JIEKAPCTBEHHOrO cpencTBa Hetakumald y
MALMEeHTOB ¢ OJISIIIEYHBbIM MCOPHUA30M OT YMEPEHHOM O TSDKEJIOH CTEeNeHU TSDKECTH (MCCIIeOBaHUE
BCD-085-2ext)

[00800] IInan uccnenoBanus

[00801] Hccnenosanne BCD-085-2ext - 3T0 MHOTOLIEHTPOBOE OTKPBITOE PACIIMPEHHOE
uccnenosanue ¢assl Il a3¢pdextuBHOCTH 1 6e3onacHocTr npenapata BCD-085 B noze 80 mr u 120 mry
NAlMEeHTOB C OJSIIEYHbIM IICOPHA30M OT YMEPEHHOW A0 TSIKENIOH CTeNeHU TSDKECTH, KOTOpbIe
3agepmmin uccienosanne BCD-085-2 B coorBerctBumM ¢ mpoTtokonoM. OCHOBHOW 3amadeil ObLIO
oueHUTh 3P PEeKTHBHOCTH U OE30MACHOCTh NMOAAEPKUBAIOLIEH Tepanuy (10 1 roga) npu UCIOIB30BAHUN
npenapara BCD-085.

[00802] Ecnu  cymmupoBaTh MNPOAOKUTENBHOCTh TOCIEOYIOIIEro HAOMIONEHUs B
ocHOoBHOM HccaenoBannu BCD-085-2 (14 nenenp) u ero ¢aszy npoxneruss BCD-085-2ext (42 nenenn),
oO1ee BpeMsi HAOIOIEHHUS 32 OTHUM CYyOBEKTOM B O0OOUX UCCIIEIOBAHUSIX COCTABUIIO 56 Heneb (OKOJIO
1 roma).

[00803] IHonynsuus naneHToB U IJIaH UCCIIEIOBaHUs

[00804] B nannoe uccnenoBanue Obuth BKIFOYeHBI 103 manueHTa, KOTOPbIE 3aBEPIIIIIN
uccnenosanue BCD-085-2 B coorBercTBuM ¢ npotokonoM. ITaunenTsl, nocturime PASI 50 u menee
(He orBermBIIME Ha JedeHHe) nocye uccienosaHust BCD-085-2, momywanu mpenapat BCD-085
noakokHo B no3e 120 mr mo cxeme Q2ZW (BCD-085 Ha3zHauaeTcst OAMH pa3 Kaxable 2 Henenn),
NalMEeHTBI, KOTopble qocTUru yiayuimeHus PASI 50 u Oonee, nonyvanu npenapat BCD-085 nogkoxxHO
B n03e 80 mr mo cxeme Q2W. Ilociie 6 mecsues jedeHus: manueHTsl, pocturmue PASI 100, Obutn
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nepeseneHbl ¢ pexkuma BCD-085 Q2W nHa pexum BCD-085 Q4W (npenapat BCD-085 naznavaercs
OIMH pa3 KakIble YeThpe HEeAeNu) B TexX ke nos3ax. llammentsi, koropeie He nocturiu PASI 100,
CUUTAIUCH CIIA0OBIMH pecroHaepamMu (ITAlMEHThI CO CIA0bIM KIMHUYECKUM OTBETOM), OHU MPOOJDKAIIH
noJiydaTh Ty ke no3y npemnapara BCD-085 mo cxeme Q2W no xonma uccnenosanus (Purypa 11).

[00805] B Tteuenue 12 Henenp wuccnenosaHus BCD-085-2ext manueHThl MOIyYasaud
neudeHue no cxeme Q2W B AByX rpynnax:

v I'pynmna 1: BCD-085 B no3e 80 wmr;

v I'pynma 2: BCD-085 B no3e 120 mr.

[00806] ITockonpky cxema mpuema mnpenapata Q4W Obul BBeneHa mocie 6 MecsieB
nedenus (12 Henenb uccnaenoBanusi BCD-085-2ext), nanueHTs! ObUTH pacrpeaeNieHbl Ha 4 TPYIIIIbL:

v I'pymma 1: BCD-085 B nose 120 mr (Q2W / Q4W);

v I'pymnma 2: BCD-085 B nose 80 mr (Q2W / Q4W);

v I'pynma 3: BCD-085 B nose 120 mr (Q2W),

v I'pynma 4: BCD-085 B nose 80 mr (Q2W).

[00807] B uccnenosanuu BCD-085-2 ucnonb30BaHbl 0a30BbIe XapaKTEPUCTHKH.

[00808] OCHOBHBIM KpUTEpPUEM OLIEHKH ObLIa J0JIs MAlMEeHTOB, KOTOpbie nocTuriu PASI
75 x 38-i1 Henee HACTOSIIETO UCCIEeNOBaHUs (Wi S2-1 Heflene, €Cli YYUThIBATh YUaCTHE B OCHOBHOM
uccnenoannu BCD-085-2). BropocreneHHble KPUTEPHU OLEHKH BKJIFOYAIOT OLIGHKY ITOKa3aTelei
PASI 90, PASI 100 u sPGA 0-1. OcHoBHble kpuTeprnn 3h(HEeKTUBHOCTH OLleHUBAINUCh Ha 12 1 38 Henene
uccnenoBanust BCD-085-2ext (Ha 24 u 52 Henene nevyenust). [lapameTpsl UMMYHOTE€HHOCTH BKJTFOYAJIH
4acTOTy CBS3bIBAHUS U HEeWTpanuzauuu anturen k npenapaty BCD-085 nocne ogHoro roga nedeHus
(Henmens 56).

[00809] B uccneposanun npussin ydyactue 86 nauueHtoBu3 Poccuiickont @eaepauuu u
17 matmentos u3 Pecriybnuku benapyce.

[00810] Pesynbrarsl

[00811] O¢pdexruBHOCTD

[00812] OcHOBHBIM KpuTepueM 3(G(HEeKTHBHOCTH TAHHOTO HCCIENOBAaHUsS OblTa a0Js

nanueHToB, kotopeie noctursiu PASI 75 k 38-ii Hexene HacTosLIEro UcciuenoBanus (WiIu 52-i Henene,
€CJIM yYUTBhIBaTh ydacTue B OCHOBHOM wuccienoBanun BCD-085-2). loctmwkenue PASI 75 Obuio
orpenaeneHo kKak yiaydieHue nokasarensi PASI mo menbmeii mepe Ha 75% k 38 Henene jiedeHus Mo
CPAaBHEHHIO C MCXOAHBIM 3HAY€HUEM 10 Havana tepanuu npenaparom BCD-085 (npu ckpunHuHre nis
uccienosanus BCD-085-2). D¢ ¢extuBrocTh oniennsany B nonyssinuu [TT (B ananus a¢pexTuBHOCTH
BKJIIOUEHbI BCe OOJbHBIE, AaKe BBHIOBIBIIME W HE IOJYYMBIINE IOJHBIH Kypc JiedeHus, obuias
YHCIEHHOCTDb nomnyJisiiun, n = 103).

[00813] AHanmu3 mokasali, 4To J0JIs MalueHToB, Kotopbie nocturiii PASI 75 nocne 1 rona
neuenus npenapatom BCD-085, cocrasuna 98,06% (BkiFO4ast MaLMEHTOB Oe3 KIIMHUYECKOTO OTBETA Ha
TEpaIuIO- MAlIMEeHTOB, KOTopble He nocTurii PASI 50 Ha MOMEHT BKITFOUEHHS B (pasy JOMOIHUTEIHBHOTO
JICUEHUS1 ).

[00814] JlanHbIe OleHKH 3(P(PEKTUBHOCTH MOCe O MeCSILEB UCCIeNyeMOro JiedeHusI (T.€.
12 nepenp uccnenosanust BCD-085-2ext) monydeHsl B ABYX IPYINax MALUEHTOB, KOTOPbIE MOy YaiIH
npenapat BCD-085 B nozax 80 mr u 120 mr.

[00815] Jannbie ouenku 3ddextuBHoctu nociae 1 romga jedenus: (To ecTh mocie 38
Henenb uccnenosanmst BCD-085-2ext) monydeHs! B 4 rpymnmnax:

v I'pymma 1: BCD-085 B no3e 120 mr (Q2W / Q4W),

v I'pyrma 2: BCD-085 B no3ze 80 mr (Q2W / Q4W),

v I'pynma 3: BCD-085 B noze 120 mr (Q2W),

v I'pynma 4: BCD-085 B nose 80 mr (Q2W).

[00816] B nanHOM mccnenoBaHuy OBLIH COOTHECEHBI IBE OATPYIIbI: MOATPYTINA, OYeHb
qyBCTBUTENbHASI K UCCIIelyeMOMy JieueHuro (rpynmsl | u 2, rae mauueHTs! noiyvanu npenapat BCD-
085 mo cxeme Q2W, a 3arem, mocie 12 memenn, o cxeme Q4W, n = 45) u moxarpynmna nayueHToB,
OTBETHAsI PEaKIMsi KOTOPBIX HA JiedeHue Obuia MenJieHHee, (Tpymniel 3 U 4, rie MauueHThl HOoTyYaln
npenapat BCD-085 no cxeme Q2W Ha npoTsKeHUH BCETO UCCIIeNoBaHus, n = 58).

[00817] Pesynbrarsl onenku PASI 75 B nonysmsiuu ITT npencrasnens! B Tabnuue 16 u
Qurype 12.
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[00818] Tabnuna 16: {ons nauueHToB, nocturmmx PASI 75 nocie ogHOTo roja jgedeHus

‘ Jlong nanuenros, nocruruinx PASI 75 k 38
I'pynna nevyenust Henene (onuH ron meuenus P-3Hauenue !

OGmas HHCJICHHOCT, 101 98,06 i
nanueHToB, n=103
I'pynna 1, n=6 6 100 1.000
I'pynna 2, n=39 38 97,44 ’
I'pynma 3, n=21 20 95,24
I'pynna 4, n=37 37 100 0,3621
! iBycTOpOHHMIT TOUHBIH BapuaHT kpuTepus Pumiepa.
[00819] CpaBHeHue B MOATPYTIIE MALEHTOB, 00Jiee 4y BCTBUTENBHBIX K TePAIuH (TPY b

1 u 2), mokaszano OTCyTCTBHE 3HAUUTENbHBIX pa3imuyuii (p = 1000, TOUYHBII ABYCTOPOHHUI KPUTEPHId
@dumepa) mexay nozamu 80 mr u 120 mr BCD-085. Tem He menee, 3gpdexTHBHOCTh ObLTA CaMoOii
BBICOKO ¢ ciy4ae npuema npenapata BCD-085 B noze 120 mr (rpynma 1): 100% manueHToB JOCTUTIIH
PASI 75.

[00820] CpaBHeHue B NOATpyMINE MALUEHTOB, MEHEE YyBCTBUTENBHBIX K Tepamuu
(rpynmst 3 u 4), TakKe MOKAa3aJI0 OTCYTCTBHE CYLIECTBEHHBIX pasnmuuil. ['pynma 3 mokasana Gomee
HU3KUH ypOBEHb OTBETA HA MPOBOAMMOE JIEU€HHUE, NMOTOMY YTO OHA BKIJIIOYANa HauOojiee TsDKEIBIX
MAI[MeHTOB, KOTOpble He uMenn MuHHMaibHOro oteeta (PASI 50) mpu BrimoueHun B (dasy
AOMONHUTENbHOrO JedeHuss W He nocturiu PASI 100 mocne 12 Hexenb AOMONHUTENBHOIO
uccnenosanus. Tem He MeHee, 95,24% mnanueHtoB B 3ToN rpymme pocturnu PASI 75, uro
MOATBEPIKAAET BBICOKYIO 3(PPEKTHBHOCTh TEPAIINU AXKe Y PECIIOHAEPOB C 3aMEJIEHHBIM OTBETOM Ha
MIPOBOJIUMOE JICUECHHUE.

[00821] OueHka noTepu OTBETA K ASHCTBUIO MpemnapaTa nociie OHOro roja JeUeHUs

[00822] U3BecTHO, dYTO OuHoJorMYeckass Tepamus IcOopHa3a C  HCIMOJIb30BAHUEM
unruouropos TNF-anbda cBsizaHa ¢ motepeil oTBeTa K NEHCTBUIO Mpenapara B TeueHue BpeMeHn. Kak
OBUIO TIOKa3aHO, MOHOKJIOHAJIbHBIE AHTUTENAa K HHTEPJeHKHHY-17 WMEIT BbBICOKHI YPOBEHb
5 PEKTUBHOCTH B T€YEHUE JIUTEIBHOIO BpeMeHu. [[isi moaTBepkaeHus 5Toro ¢akra Obuta OLlEHeHa
noTepsi OTBETA K JAEHCTBUIO Npenapara y nanueHTos, nonydasmux BCD-085 B Teyenue onHOro roja.
Jlonst manueHToB co cHwkeHueM 3Hadenuss PASI 75/90/100 nocne 1 roga Tepanuu cpaBHHBAJIACh CO
3HauenneM PASI 75/90/100 na 12 nenene uccienoanus BCD-085-2 cpean mauneHTOB, MOTy4YaBLINX
npenapatr BCD-085 B oboux wucciaenoBanusix (m = 77). DTta rpynma He BKJIOYANA MALUEHTOB,
NoJTy4aBIIKX Ijiaiedo Bo Bpems uccienosanus BCD-085-2.

[00823] Tabmuua 17: Jonst mauueHToB co cHrkeHuem orera PASI 75/90/100 mocne
0JIHOro royia jeuyeHus (uccaenosanue BCD-085-2ext

JloJ1d NalUeHTOoB ¢ NOTEpEN OTBETA Ha 38 Hexene

ABconrorHas et

PASI 75
n=77 2 2,60
I'pynmna 2, n=33 1 3,03
I'pynma 3, n=13 1 7,69
I'pynna 4, n=31 0 0
PASI 90
n=77 3 3,90
I'pynma 2, n=33 1 3,03
I'pynna 3, n=13 0 0
I'pynma 4, n=31 4 12,90
PASI 100

1 MomeHT BpemeHu - 38 Hegenb - B uccnegosaHmm BCD-085-2ext paBeH 52 Hepensm, ecnn ero cymmupoBaTs C
NPOAC/IKUTENBHOCTLIO NpeablayLero nccnegoeatHma BCD-085-2 (3peck 1 ganee)
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Jlonisi NalMeHTOoB € TIOTepeH OTBETA Ha 38 Henene (5.

ABconrorTHas BelnunHa

n=77 7 9,09
I'pynma 2, n=33 6 18,18
I'pynna 3, n=13 0 0
I'pynmna 4, n=31 1 3,23
B rpynme 1 Bce mareHThl MojTyYaiy mianedo B TeYeHHe OCHOBHOTO MEPHOIA.
[00824] Kak BUAHO M3 MpeNCTaBICHHOMN BbIle TaONULbI 17, OTepsi OTBETa K AEHCTBUIO

npenapata Obuia OOHapyKeHa y HEMHOTHX nanueHToB. OTCyTCTBHE pe3ysbTaTa B AocTikeHHH PAST 90
HaOJII01aIMCh B OCHOBHOM B rpytne 4 (y 12,9% nauueHToB), rae cyObekThl nojyyau npemnapat BCD-
085 80 mr o cxeme Q2W. CHikenue 3HadeHust PASI 100 HaOr01a10Ch riIaBHBIM 00pa3oM B IPyIIIe
2 (18,18%), roe maruentsl noay4anu 80 mr BCD-085 mo cxeme Q2W / Q4W.

[00825] CHmxenune 3HaueHuss PASI 75 Obuto 3aperucTpupoBaHO TOJNBKO Y 2 MALIUEHTOB
(2,6%) ot obmel mnomymsimuu (n = 77, 0Ge3 NAUUEHTOB, NOJYYaBIIMX IUIALE00 B OCHOBHOM
UCCIIEIOBAaHUU ). DTO MOKA3BIBAET, YTO Y OOJIBLIIMHCTBA MALUEHTOB COXPAHSICS YCTONYNBBIA OTBET MPH
auTensHOM JiedeHnu npernaparoM BCD-085. Cnyuan cHwkenus 3Hauenust PASI 90/100 B rpymnmax,
nojy4asmux BCD-085 B mo3e 80 Mr, MOryT CBUIETENBCTBOBATH O TOM, YTO 3Ta 1032 ObLia
HEIOCTAaTOYHO 3 (hEeKTHBHOM.

[00826] Bbrit usyuen s ekt nepexona ot 6osee HacToN CXeMbl IpHUEMa JIEKapCTBEHHOTO
cpenctia (Q2W) k meHee vacrtoit (Q4W) Ha nmogneprkaHue KIMHUYECKOrO OTBeTa. J{aHHBII mapameTp
OLIEHUBAJICSI C UCIIOJIb30BAHUEM JIOJIM MALMEHTOB B rpynmax 1 u 2 (n = 45), y KOTOPBIX COXPAHSIIOCH
3HaueHne PASI 100 k koHy nepuona HaOmoaeHus (Tadnuua 18).

[00827] Tabmuua 18: Jlonst maleHTOB, Y KOTOPBIX HAOIIOAAIOCh COXPaHEHUE / CHIDKEHHE
PASI 100 nmocne cmenbl cxembl mprema (Q2W / Q4W) (BCD-085-2ext Stud

Jong nanuentos, y JloJist naineHToB co
KOTOPBIX COXPaHANIOCH CHMKeHnem 3HadeHus PASI
snauenue PASI 100 100 v
AbGcomoTH AOCOIOTH
ast
BEJIUYNHA |
n=45 -
(TIaMeHTHI TPy 38 84,44 7 15,56
1u?2)
I'pynna 1, n=6 6 100 0 0
I'pynna 2, n=39 32 82,05 7 17,95 0,5686
L. nBycTopoHHMii TOUHBIN BapuaHT kpuTepus Puinepa
[00828] B rpynmne 1 orcyTcTBOBaNM mauueHThl (MauueHTsl, noiyvasmue BCD-085 B nose

120 mr o cxeme Q2W / Q4W) co cumxenneM orBeTHoM peakiun PASI 100 k KOHIY JOMOJHUTEIBHOTO
uccnenoBanust, Uy 17,95% nanuentos HaOMO1AI0CH CHIDKEHUE oTBeTHOM peakiu PASI 100 B rpymnme
2 (mauumenTsl, mony4dasimue BCD-085 B no3e 80 mr no cxeme Q2W / q4). Takum oOpa3om, MpuMeHEeHHe
npenapata BCD-085 B nmoze 120 mr mo cxeme Q4W moO3BOJMMIIO MOAAEPIKUBATH OOJiee BBICOKOE
3HaYeHHE OTBETHOH pEaKIMU Ha JIEYeHHE y OOJbINEro KOJMYECTBA MALIUEHTOB, YeM IMPUMEHEHHE
npenapara BCD-085 B 1o3e 80 Mr ¢ Tol e 4acTOTOMN TO3UPOBAHUS.

[00829] Ouenka >¢pdextuBHocTH npemnapara BCD-085 mocne 6 mecsues nedenus: (12
Henenb uccnenosanus BCD-085-2ext)
[00830] B Tabmuue 19 mnpencrasnenbl panable 00 3ddexTuBHOCTH Ha 12 Hemene

uccnenoBanuss BCD-085-2ext (To ecTh uepe3 6 MecsIeB BKIIOUEHUS B MPEAbIAYyIIee HUCCIEAOBAHUE
BCD-085-2 u Hauana nedeHus: B pamkax uccienosanusi) B nonyysinuu ITT (n = 103). CpaBHeHne
MPOBOJUJIOCH B ABYX IPymmax B 3aBUCUMOCTH OT A03bI BCD-085, nony4ueHHo# B TeueHue nepebix 12
Henenb uccnenosannst BCD-085-2ext (80 mr nim 120 mr).

[00831] Tabnuua 19: Hons nanueHToB, gocturmux 3Hadennst PASI 75 mocne 6 mecsies
neuenus (uccaenosanue BCD-085-2ext)
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AbcomorHas
BeJINYUHA

Houns ﬁéuHeHTOB, nocturtinx PASI 75 k 12 nepene (mocie 6 MecsiLieB JIeUeHUs])
Obwas LII/ICHeH_HOCTb 90 80,32 )
nanueHToB, n=103 ’
rpynna 103s1 80 Mr, n=76 75 98,68 <0.0001
rpynmna 103el 120 mr, n=27 17 62,96
Jlonst maumenToB, nocturinux 3HadeHust PAST 90 k 12 Henene (mocye 6 MecsiLeB JeueHusl )
OO1mast YMCICHHOCTD 63 61.17 )
nanueHToB, n=103 ’
rpynmna 10361 80 mr, n=76 56 73,68 <0.0001
rpynna ao3sl 120 mr, n=27 7 25,93
Jlonst naumenToB, nocruriux 3Hadenust PASI 100 k 12 Henene (mocyie 6 MecsiLeB JieueHusl)
Obmas I{cheﬂi{ocm 45 43.60
narredToB, n=103
rpynmna 10361 80 mr, n=76 39 51,32 0.0167
rpynmna a03sl 120 mr, n=27 6 22,22 ’
L. nBycToponHuii TouHLI BapuaHT KpuTepus Puinepa.

[00832] Tsoxectb 3aboneBanus o mkane SPGA Ha yposHe 0-1 (4mcTast Wit MOYTH YUCTAsT

Koka) Oputa nocturnyTta Ha 87,38% nocne 6 mecsues Tepanuu (Tabmuma 20).
Tabmuua 20: Jons nanueHToB, KOTOpble nocTUriu nokaszarens SPGA Ha ypoBHe

[00833]

Jonst nanueHToB, nocTUrmux nokasare s sPGA 0-1 k 12 negene
(mocJie 6 Mecsines Jie4eHHUs1)

O_6Lua;{ YUCJEHHOCTh MALMEHTOB, 90 87 38 -
n=103

rpynna no3el 80 mr, n=76 73 96.05 <0.0001
rpynna 10361 120 mr, n=27 17 62,96

[00834] JlaHHbBIE MOKa3bIBAOT, YTO A0 mauueHToB ¢ PASI 75/90/100 u 3Hauennem sPGA
0-1 uepe3 12 Henens B uccnenoBannu BCD-085-2ext Obuia 3HAYUTENBHO HIDKE MPH HUCTIOJIB30BAHUH
npernapata BCD-085 B nmoze 120 mr. Ot pasnuuust OOBACHSIOTCS OTCYTCTBHEM CaMOTO HU3KOIO
sHaueHusi otBeta (PASI 50) y marmentoB B rpynmne BCD-085 B noze 120 Mr mpu BKIIIOYEHHH B
uccnenoanne BCD-085-2ext, To ectb y Hux Obulo Haubojee TsDKeNIOe COCTOSHHE B Hadaje
HCCJIEIOBaHMS U PeakLysl Ha JIeueHHe pa3BUBaJach MeJICHHEe.

[00835] Ouenka >¢dextuBHocTr npenapara BCD-085 nocie onqHoro roxa neyeHus

[00836] K xonuy ponomnutensHoro wuccienosanuss PASI 90/100 Obut mOCTUTHYT Y
92,23%/59,22% nauuentos B nonyJsinun ITT (n = 103), coorBercTBenno (Tadnuma 21, @ur. 13, 14).

[00837] Tabmuua 21: Hons nanmentos, koropble nocturiu PASI 90 u PASI 100 nocne
oJiHOro rosa jeuyeHus (38 nenensb uccaenosanust BCD-085-2ext

Tpy s %

Jlonst marmenTos, gocturmmx PASI 90 k 38 Henene (oauH rox JeueHusl)

OO011ast YUCAEHHOCTh MAIlUEHTOB,

=103 95 92,23 -
I'pynna 1, n=6 6 100 1,000
I'pynmna 2, n=39 38 97,44
I'pynma 3, n=21 17 80,95 0241
['pymnma 4, n=37 34 91,89 ’

Jons nammenTos, nocturmux PASI 100 k 3

8 Henese (OOWH rOf JISUYEHUs )

OO01mast YUCAEHHOCTh MAIlUEHTOB,

n=103 6l 59,22
I'pynna 1, n=6 6 100 )
I'pynmna 2, n=39 32 82.05 0,5686
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‘ CHUSA
['pynma 3, n=21 7 33,33
I'pynma 4, n=37 16 43,24
! - IByCTOpOHHMII TOUHBIH BapuaHT KpuTepus dumepa; > - Tect ¢ monpaskoii Meiircay?.

[00838] Camblii BBICOKHI YPOBEHb OTBETA HA JIeUeHUEe ObUT IMOKa3aH B rpymme 1, rae Bce
cyobexTsl nocturnu PASI 90/100. Hukakux cyInecTBEHHBIX PasIMdui Mexay rpynmnaMu (rpynmnst 1 u
2, rpynmbl 3 u 4) He ObIIO OOHAPYIKEHO HU 1O OJHOMY IapameTpy.

[00839] [Tocne ogHOrO rona Jie4eHus mokasaresb Tsokectu 3aboneBanus SPGA 0-1 Obun
nocTurHyT y 95,15% nanuenrtos, a nokasatenb SPGA 0 (yucras koka) ObUT JOCTHUTHYT y 59,22%
nanueHToB (Tabdn. 22, dur. 15, 16).

[00840] Tabmuua 22: Jlonst naiueHToB, KOTOpbie fOCTUTIH okasatess SPGA 0-1 u sPGA
0 (uucras koxa) nocine 52 Hepenb JedeHus (38 Hegens uccnenosanus BCD-085-2ext

I pynna nedenus AOcon0THAS BENUYHHA P-3nauenue |

0,6439?

Honst l'IaLII/IeHTOB;, nocruriux nokaszarens SPGA nHa yposHe 0-1 k 38 Henene (52 Henenu jeueHus)
OO01ast YuCIeHHOCTh 08 95.15 i
rmanpeHToB, n=103 ’
I'pynna 1, n=6 6 100 1,000
['pymnma 2, n=39 38 97,44
I'pynma 3, n=21 20 95,24 1.000
['pynmna 4, n=37 34 91,89 ’
Jlonst naumenToB, nocturiux nokasarens SPGA nHa yposhe O k 38 Henene (52 Henenu jeueHusl)
OOmmas LII/ICJ'ICH_HOCTI:; 61 59.22 i
rmanpeHToB, n=103
I'pynma 1, n=6 6 100,00
['pynmna 2, n=39 31 79,49 0,5719
I'pynmna 3, n=21 7 33,33
['pynmna 4, n=37 17 45,95 0,4135
! nBycTopoHHuMit TOUHBIN BapuaHT Kputepus Puiepa.
[00841] Haunyumme pesynbraTel anst oueHku sPGA Obutn OTMeueHBI Y NAlMEHTOB,
nonydasiux npenapat BCD-085 B noze 120 mr no cxeme Q2W / Q4W.
[00842] besonacHocTh
[00843] AHanu3 0e30MacHOCTH TMPOBOAWJICS C YYE€TOM BCEX MALUEHTOB, KOTOpBIE
MOJTYYMJIH 10 KpaiiHel Mepe onHy no3y npemnapata BCD-085 (n = 103, tabnuua 23).
[00844] HeszaBucumo ot mo3el u cxembl mnpuema, mpemapatr BCD-085 mokaszan
OnaronpusiTHbIN PO UL OE30MACHOCTH, KOTOPBIH HE OTJINYAJICS MEXKY TPYTIITaMH.
[00845] 3a uccnenyemblii mepuon, o kpaiiHed mepe, omun ciydaii HS / CHSA Obin

3aperucTpupoBal y 36,89% mauuenron (38 u3 103): 33,33% nauuentos B rpymnme 1 (2 u3 6), 35,90%
nanueHToB B rpymme 2 (14 u3 39), 38,10% naumnentos B rpymnme 3 (8 u3 21) u 37,84% mnanueHToB B
rpymme 4 (14 u3 37) (p = 1,0000, Tounslii kpurepuii @uiepa).

[00846] Tabmuua 23: O6obmenHbIe nanHbIe Mo Oe3onacHocTH (uccnenoanue BCD-085-

UTroboe HA/CHA 38 36,89 2 33.33 14 35.90 38.10 14 37.84

IP-3HaucHuE ! 1
IHexxenatenbHbIC
SIBIICHUS,
OTHOCSLIHECS K
repanuu
P-3HaucHuE ! 0,6542

TroGoe CHSI 1 0.97 o | o [ 1 | 25 | o | o | o | o
IP-3Ha4eHUE ! 1,0000

CHSI, oTHOCAIHECS K Her

6 5.83 0 0 4 10.26 1 4.76 1 2.70




Tepanuu

I';I/f’ CTCNCHb TDKECTH| ¢ 485 1 16. 67 2 513 0 0 2 541

P-3HaueHwue ! 0,3528
HT 3/4 ctenenun
TSDKECTH, CBA3AHHBIC 5 4,85 1 16. 67 2 5.13 0 0 2 541
C Tepamueit
\P-snauenue ! 1,0000
(OuaroBbIC PCAKIHH
OTMEHA TepanuH u3-
34 BOSHHKHOBCHHA
HS wmm CHSL
[MprMeyanme: ! - ABYCTOPOHHMIT TOUHBI BapHaHT KpHTCpHs Ouirepa.

[00847] Cnyuau HS/CHS, cBsizaHHble C€  HUCCIEOyeMOW  Tepamueil, ObLIH
3aperucTpupoBansbl y 5,83% nauuentos (6/103): yeTsipe manuenra B rpymme 2 (10,26%), onuH nanueHT
B rpyme 3 (4,76%) u ogun naruent B rpymne 4 (2,70% ) (p = 0,6542, 1By CTOpOHHMI TOUHBINA KPUTEPHIA
duinepa).

[00848] B xome wuccienoBaHusi y ONHOro manueHta w3 rpymmbl 2 (2,56%) Obutu
3apeructpupoBanbl ABa ciydas CHS, He cBs3aHHble ¢ HccIeAyeMON Tepamuel: JIeBOCTOPOHHMMN
OOCTPYKTHBHBII nuenoHeGpuT (moueuHokaMeHHasi O0JIe3Hb) U OCTPBIH MaHKpeaTUT. B oboux ciyuasx
KPUTEPHEM CEPbe3HOCTH ObliIa TOCTTUTATU3ALIHSL.

[00849] HA cremenn 3/4, He CBsi3aHHbIE C HUCCIeOyeMOW Tepanued, Obun
3apeructpupoBanbl y 4,85% nauuenTos (5/103): oguH manueHT B rpymnme 1, 1Ba manueHTa B rpymnme 2
1 4 v HA OAMH B rpynne 3.

[00850] HaubGonee pacnpoctpanenHeivu HA  Obum 1uM¢ponMTO3, MOBBILIEHUE
nokasaresnel (yHKIHOHAJIBHONW MeYeHOYHON MpOOBI, MOBBIIIEHHE YPOBHS HEMPsIMOro OmmupyOuHa u
NOBBIIIEHNE APTEPUATBHOTO JaBieHus (Tabmuna 24).

Her

[00851] HA Obutn B ocHOBHOM clabOBBIpAXKEHHBIMU HJIM YMepeHHbIMU (Kimacc 1/2
cornacHo mkaine CTCAE 4.03).
[00852] Tabnuua 24: Hanbonee yacreie HA (Gonee 1 ciyuast vHa pyky) (BCD-085-2ext

Stud

Or1xionenune

Hapymennsi KpoBsiHOH M UM aTHIECKOI CHCTEMBbI

UTumdonntos (2 cTeneHb 0 000 | 2 513 0 0.00 1 270 0.8287
TSKECTH)

HapyumeHust o CTOPOHBI MeYEeHH M KeJTYEBbIBOASIIHX NYyTeH

[losbiuenne AJIT (obmee 0 000 0 |000| 0 |000]| 5 | 1351 | 0.0434

KOJI-BO)

Crenens 1 0o oo00| o |ooo| o 000 4 | 1081 | 01018
Crenens 2 0 |000| 0 |000]| 0 |000] 1 270 | 0.6214
?)OB”““eH“e ACT (crenens) 000 0 |000| 2 |952] 1 270 | 02127
[losbnuenne ITT (obwmee 0 000 | 4 1026 1 |476| 2 | 541 | 07992
KOJI-BO)

Crenens 1 0 |000| 1 |25 ]| 0 |000]| 1 | 270 | 1,0000
Crenens 2 0 looo| 2 | 513 1 |476 ] 1 270 | 1,0000
Crenenp 3 0 |000| 1 |25 | 0 |000]| 0 | 000 | 1,0000
T1oBbiIeHIE HEMpPAMOTO 0 000 2 | 513 o |000]| 0o | 000 | 04215

OunnpyOuHa (cTeneHs 2)
CepaeuHo-coCcyaucTbIe HAPYIIEHHS

[ IoBEITEHNE KPOBAHOrO 0 000 0 |000] 2 |952] 3 8.11 | 0.1613
nasjeHue (od1iee KoI-Bo)
0.00 9.52 270 | 02127

Crenenn 2 0 0.00
Crernens 3 0 0.00 0 0.00 0 0.00 2 5.41 0.2804
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[HpI/IMeanI/Ie: ! - TounbIii BapuaHT KpuTEpUs Pulrepa. |

[00853] HeOnaronpusiTHpie siBieHUs] 3 CTEMEHW, 3a WCKIIOYEHHEM 2-X CJIydaeB
NOBBIIIEHNsI apTepuaibHOro AasneHus (rpynma 4: 5,41%) Obuin 3aperucTpupoBaHbl Kak €AMHUYHbIE
coOpITHs: oBbIIeHKe quacronudeckoro AJly 1 manuenTa u3 rpynmsl 2 (2,56%), noseimenne [T TO y
1 mammenrta u3 rpynmnel 2 (2,56%); nedopMupyrOLIuil OCTE0apTPO3 NMPABOro KOJEHHOTO CycTaBa M

JBYCTOPOHHUI rOHapTpO3 (IICOpHaTHUecKas apTponarTusi, O0neBoi CHHAPOM) v 1 manueHTa u3 rpymnmsl
1 (16,67%).

[00854] Cny4yaeB oTMeHbl Tepanuu us3-3a Bo3HUKHOBeHMss HS wimu CHA  He
3apEruCTPUPOBAHO.

[00855] Hukakux 04aroBbIX peakLHil, CBSI3aHHBIX C MPUEMOM HCCJIEAYEMOTro mpernapara,
He ObLIO 3apEeruCTPUPOBAHO.

[00856] B Teuenume mnepuonma wuccienoBaHus He ObUIO 3aUKCHPOBAHO CJIyYaeB

BOCTIAJIUTEIBHOTO 3a00JIEBaHMsI KUIIEUHHUKA WM KAaHAU03a MPH JUIUTEIbHOM MPUMEHEHUHU TpernapaTa
BCD-085. UYrto0bl OLEHUTb pPHUCK YBEJMYEHHs] YacTOTbl BO3HUKHOBeHWs1 HS mpu pnmurensHOM
ucnonb3oBanun npenapara BCD-085, ypoeenr 3aboneBaemoct HA ¢ mompaBkod Ha 3KCIIO3UIHIO
(EAIR) ouenuBanu B xone uccienopanus BCD-085-2ext (42 Henenn) U CpaBHUBAJIH € TTOKA3aTEIEM BO
Bpemst uccnenoBanust BCD-085- 2 (14 Henenb). Bbutn y4TeHbI JaHHBIE TALIUEHTOB, KOTOPBIE MOy Yl
BCD-085 B no3e 80 mr u 120 mr (Tabmuna 25).

[00857] Tabmuna 25: ypoBeHb 3aboneBaemoctd HSA ¢ mompaBkoidl Ha 3KCHO3UIMIO B
uccnenosannu BCD-085-2ext mo cpaBHeHmto ¢ uccienosanneM BCD-085-2 (uccnenosarnne BCD-085-

Komrueern Konrecre ‘
v Hacrora e Hacrora
BO BpEMst BO BpEMsI
sepuduunposan pepudmposan
Hecaeyem
HLIX CIYIaCB . bre HBIX CIVIACB
nepnoia, n
[PoacTBEHH,
oe 3 0.3429 2 0.2449 4 0.0602 1 0.0423
HA/CHA
HA 3-4
CTCIICHU 1 0.1143 1 0.1224 2 0.0301 2 0.0847
TSDKCCTH
HA,
OTHOCAIIC
€CiIa K
HCCJIEIYM
oit 1 0.1143 0 0.0000 0 0.0000 0 0
TCpanuy,
3-4
CTCIICHU
TSKCCTH
[00858] VYpoeenb 3aboneBaemoctn HA/ CHS ¢ mompaBkol Ha 3KCMO3UIUIO COCTABHII

1,2571 u 0,8571 HA na 1 nmanumentra B rop ans npenapara BCD-085 B goze 80 mr u 120 wr,
COOTBETCTBEHHO, BO Bpems uccienosanusi BCD-085-2 u 0,4211 u 0,4233 H Ha 1 mauueHTa B rox st
npenapara BCD -085 B no3e 80 mr u 120 mMr, COOTBETCTBEHHO, BO Bpems uccienoanusi BCD-085-2ext.
Takum obpazom, Bctpedaemocts HA / CHS He yBenmuuuiack B T€UEHHE MEPUOIA JOMOJHUTEIBHOTO
uccienosanus. IlonydeHHble pe3ysbTaTel MO3BOJSIOT YTBEPKAATb, YTO AJIMTEIBHOE NPUMEHEHHE
npenapata BI/I-085 B no3e 80 u 120 Mr Bo3MOXkHO 0€3 pHCKa YBEIHMUYEHHsI YaCTOThI BOSHUKHOBEHHSI
HEXKENATENIbHBIX SIBJICHUM.

[00859] HMMMyHOreHHOCTD

[00860] AHaJlu3 UIMMYHOT€HHOCTH MPOBOAMIICS HA OCHOBAHHUH JAHHBIX, MOJYUYEHHBIX OT
101 nmanuenTta, KOTOpble MOMYUYUIIN IO KpaiiHel Mepe oaHy no3y npenapara BCD-085, naunnas c 0-i
HeNleJIM HACTOSIIEro WCCIEAOBAHUS, U HE MPOMYCTHJ / moTepsn / UCHOPTHI 0Opasibl ChIBOPOTKH,
B3SThIE B 000 neHb 42-11 Henenu uccnenosanus BCD-085- 2-ext.

[00861] AHanu3 IMMYHOT€HHOCTU HE BbIIBUJI HAJIMUUS CBSI3bIBAIOIUX AHTUTE MOcie 42
Henenb mnposeneHus uccienosanuss BCD-085-2ext (To ecth 56 Henmenb ¢ Havajna MPOBENEHHS
uccnenosanust BCD-085-2).
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[00862] 3aKIroUeHe

[00863] Bricokas s¢dexruBHOCTS Mpenapara BCD-085 mpu nimrenbHOM NpUMEHEHUH
OblTa YCTAaHOBJICHA Ha OCHOBAaHUU CJENYIOINX NaHHBIX: Y 98,06% mnanueHToB OBLUIO JOCTHTHYTO
3HAUUTEIbHOE KIMHUYECKOE YJyUlleHHe IPOTEKaHMUs ICOpHUa3a HE3aBHUCUMO OT JO3bl U CXEMbI
npuMeHeHus npenaparta BCD-085.

[00864] Haubonbiuast 3¢ ekTHBHOCTE Oblila OTMEUEHA Y MAIMEHTOB, KOTOPbIE MOJyYaiu
npenapat BCD-085 B no3ze 120 mr no cxeme Q2W / Q4W: k koHuy uccnenosanust BCD-085-2ext 100%
sTux nauueHToB nocturiu PASI 100 u nokazarenst SPGA Ha yposhae 0-1.

[00865] B nony sty nanueHToB, noayvasiux npernapat BCD-085 B reyenue 1 rona (Bo
Bpemsi mpenbiayiiero wuccrnenoBanus BCD-085-2 u Tekyuiero wuccinenosanusi BCD-085-2ext),
camkenue PASI 75 nabmoganock Tonbko y 2,6% y4acTHUKOB mcciienoBaHus. Cliydad CHUKEHUSI
3Hauenust PASI 90/100 yame HaOr01aIMCh B TPYIINAX, YYACTHUKH UCCISTIOBAHUS B KOTOPBIX MOJTYYaId
npenapatr BCD-085 B moze 80 Mr, 4ro mMOKa3bIBaeT O HEAOCTATOYHOH 3(deKTHMBHOCTH HaHHOM
TO3UPOBKH.

[00866] Cpenu manmeHTOB, KOTOpble ObUTH TiepeBemeHbl ¢ Q2W Ha Q4W ¢
ucnonb3oBanueM BCD-085 (cxema npuema Q2W / Q4W), nyumuii pesynbrat ObL1 okasaH 1ist BCD-
085 B mo3e 120 Mr, ¥ HU y OJTHOTO W3 MALIMEHTOB He Ha0roaanock cHmkenne orsera PASI 100.

[00867] Takum oOpa3om, 00Ul aHAIN3 MPOEMOHCTPUPOBAI BBICOKYIO 3(pPeKTHBHOCTH
npenapata BCD-085 mpu aiuTenbHOM MPUMEHEHHH Yy TMALUEHTOB C OJSIIIEYHBIM IICOPHA30M OT
YMEPEHHOH 0 TSXKEJOH CTeNeHU TSKECTH, NMpeAblAyliee CTaHAapTHOE JIeUeHHEe KOTOPBIX OKa3aloCh
Hes(dexruBHbIM. BbuTO MponemMoHcTpupoBano, uto npenapat BCD-085 MokHO MCHONMB30BATh peke
(omuH pa3 B MecsLl) Mocie 6 MeCsIIeB JISYSHUsI, €CJIU TPUMEHSTD ero B 1o3e 120 mr.

[00868] IIpumep 6. Ilpumenenme mnpenapata Herakmma® corjmacHO CTaHAApTHOH H
HU3KOYACTOTHON CXeMaM IpHeMa y MAlMEeHTOB C OJISIIEYHBIM IICOPHA30M OT YMEPEHHON N0 TSIKENOH
creneHu TshkecTy (uccnenosanue BCD-085-7)

[00869] IInan KIMHUYECKOTO UCCIENOBAHUS

[00870] BCD-085-7 - 3T0 mponosKaroLieecsi ABOMHOE CJIETI0e MHOTOLIEHTPOBOE TL1anedo-
KOHTpoJupyemoe uccinenosanue III ¢aspl y mauneHToB ¢ OJSIIEYHbIM MICOPHA30M OT YMEPEHHOH 10
TSDKEJION cTeneHu TsbkecTu. L{enb nccnenosanus - oueHuTh 3 PEeKTUBHOCTD U 0€30IaCHOCTD Npernapara
BCD-085, BBoguMOro onuH pa3 Kaxzasle yeTrbipe Henenn (cxema Q4W), mo cpaBHEHHIO € IpernapaToM
BCD-085, BBoguMbIM OnIMH pa3 Kaxzble 2 Heaenu (cxema Q2W).

[00871] B uccnenosannu BCD-085-7 ucnonesyercs cocras 60 mr / 1 mu BCD-085 B
NPEABAPUTENILHO 3aMoJNIHEeHHbIX wmpuiax. Cnoco0 BBeAEHUS - TOAKOKHBIE HWHBEKLUUH 2-Msi
NPEABAPUTENLHO 3arOJHEHHBIMU MITMPUIAMUA (2 WHBEKLHMH TONKOXHO B TedeHue 15 mmuyT). B
HACTOsIIIlee BpeMsl UCCIIEIOBAHUE MTPOJIOJIKAETCS, UMEIOTCS PE3YyJIbTaThl NEPBBIX 12 HeneNnb JeYeHus.

[00872] [TonynAums NalMEHTOB U AU3aH KJIMHUYECKOTO UCCIIEA0BaHUS

[00873] IMonynsuus manueHToB BKIFOYaeT 213 ManueHTOB ¢ ONSIIEYHBIM ICOPUA3OM OT
yMepeHHOH 10 Tspkenoi crenenu Tsokect (PASI>10, BSA>10 u sSPGA>3) B Bo3pacTte 18 et u crapiue,
KOTOpbl€ COOTBETCTBOBAJIMU APYTMM KpPUTEpUsIM IpUeMIIeMOCTH. B HccnenoBaHue He BKIFOUEHBI
MAI[UEHTHI, pAHEe MOy YaBIIUe JISYeHUe MOHOKJIOHAIbHBIMH aHTUTENIaMHU, CBsi3biBaromuecs ¢ [L17 (v
peuenropom IL17), u maumeHThl, paHee NpuUHUMAaBINKE 2 wWid Oojee JEKAPCTBEHHBIX CPENCTB,
COZep KAIINX MOHOKJIOHAJIbHbIE aHTHTENA MM UX (parMeHThl. [locine CKpUHUHTOBOTO OOCIIeIOBaHMS
MAIUEHTHI OBLIN CITyYaifHBIM 00pa30M pasaesieHbl B cooTHotneHnn 2: 2: 1 Ha 3 rpynmsl: 1) rpynma BCD-
085, cxema nmpuema Q2W, 2) rpyrnma BCD-085, cxema npuema Q4W u 3) rpynmna rutanedo. I[TanueHTs!
noay4anu npenapat BCD-085 / miauebo cornacHo cienoMmy merony B Tedenue 12 Henenb. I'pymnma 1
nonyyana npenapatr BCD-085 B noze 120 mr B 0, 1, 2 Henenu, 3atem B 4, 6, 8, 10 venenu. ['pymnma 2
nony4vana npernapar BCD-085 B no3e 120 mr Ha 0, 1, 2 Hexensx, 3ateMm Ha 6, 10 Hexensax (C LeJbO
3acnervieHnst Ha 4 U 8 HemessiX MalueHThl nmonydaiu ruianedo). IlanuenTer u3 rpynmsl 3 monyyanu
mianedo Ha 0, 1, 2, 4, 6, 8, 10 Henensax neuenus. Ha 12-i1 Henene nevenus ¢ momoiiso PASI 75 Obin
OLIEHEH OCHOBHOW KPHUTEPHIA, U JieueHHe ObUIO BBIBEACHO U3 CTAINU MPUMEHEHUS CIIENIOr0 METO/A.

[00874] Haunnas ¢ 14-ii Hemenu Bce mammeHTsl 1-H u 2-f rpynn OyayT mosydarthb
npenapatr BCD-085 no cxeme Q4W no 50-it nenenu. Bee manuments! u3 rpynmnsl 3 (miane6o) OyayT
nony4ats npenapatr BCD-085 na 12, 13, 14 Hepensx neueHus1, a 3aTeM Kaxkable 4 HeIenu, HauuHas C
14 nenenu u 1o 50 Henenu. Haunnas ¢ 54-i Hepenu Tobko pecnionaenTs (nocturinune PASI7S u Gonee
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Ha 52-1 Hezjene) MPOJOIIKAT JIEYEHHE B JAOTOJHUTEIBHOM HCCienoBaHun no cxeme Q4W, HaunHas ¢
54-ti nenemn. IlarmenTe! u3 rpymn 1 u 2 Oyayt monydyars npenapat BCD-085 no 154 wenenu, a
NanueHTs! U3 rpymmsl 3 OyayT nony4ars npenapat BCD-085 no 166 nenenu. Ilepuon Habmronenus nist
BCEX MaIMeHTOB cocTanisieT 4 Henenu (Pur. 17).

[00875] OCHOBHBIM KpUTEpUEM OLICHKH SIBJISIETCS] OJs MALUEHTOB B KaKJIOW rpyIine
uccnenosanus, kotopele nocturiau PASI 75 k 12 nepene uccnenosanus. BropoctenenHele kpurepuu
OLIEHKU BKJIIOHUaroT oueHKy uHzaekcoB PASI 50 u PASI 90, sPGA 0-1, npoueHTHOe yiydlleHue
nokaszarenei PASI, IIIIT u cocrosHus HOrreBbIXx IUIacTUH 1O wuHAekcy NAPSI, cHikeHus
BBIPAXXEHHOCTH 3yna 1o mkane VAS (MM), OLIEHKY AepMAaTOJOrH4eCKOro MHAEKCAa KadecTBa JKU3HU
QoL (ompocuuk DLQI). HccnemoBanue BCD-085-7 BktOYaeT OLEHKY COCTOSIHHMSI —TPHU
ncopuatudeckom aptpure (ITA) mytem ouenku orsera ACR20 / 50/70 corjmacHO KpuTepusimM
aMEpPUKAHCKOW KOJUJIETHH PEBMATOJIOTHH (CPEIH MAleHTOB ¢ aKTUBHBIM [TA B Hauase UCCIeTOBAHMUS).
Kpurepun s¢pdexruBrocTn ouennBarotest Ha 0, 8, 12, 24, 42 u 52 Hexensx UCCIENOBAHUSI B OCHOBHOMN
nepuon v Ha 62, 74, 86, 98, 110, 122, 134, 146 u 154 nenensix neuenus npenaparom BCD- 085 B mepuon
OTKPBITOTO  JOTIOJHUTEIBHOTO HccienoBanusi. Kpurepuun 0€30MacHOCTH  BKJIFOYAKOT — YaCTOTY
BO3HHKHOBEHUsI HexxenarenbHbIX siBinenuit (HA), CHA, HA 3-4 ctenenn B COOTBETCTBUH C KPUTEPUSIMHU
CTCAE 4.03, nokasatenu paHHEro TMpPEKpalIeHUs HUCCIEAOBaHUS U3-3a BO3HUKHOBeHus1 HA.
ITapameTpbl UMMYHOT€HHOCTH BKJIFOHYAIOT YaCTOTY CBSI3bIBAHUS U HEWTpaJIM3aLiy aHTUTE K ITpernapaTy
BCD-085 na 0, 12, 24 u 54 Henensix WCCleNOBaHUs B OCHOBHOH nepuon u Ha 86, 98, 110, 134, 154
Henensix nedenuss BCD-085 B mepuox oTkpeiToro nonoaHutensHoro nepuona (OLE-nepuon).

[00876] Hccnenosanne BCD-085-7 ObLI0 OCHOBAHO Ha MOCJIEAOBATEIFHOM MPOBEICHUN
TECTUPOBAHUA TUIIOTES!
J IIpu moboit cxeme mnpuema mpenapar BCD-085 obmagaer Oomee BBICOKOH

3¢ eKkTUBHOCTHIO, YeM 1utanebdo; kpurepuii s¢pdexruroctu (8) 0 (0%), ommodka I Tuma 0,025, ommbka
II Tuma 80%;

o [Ipemapar BCD-085 mpu cxeme npuema Q4W nmeer He MEHbINYIO 3P PEKTUBHOCTD I10
cpaBHEHHIO co cxeMoi mpuema Q2W; kputepuii s¢pdexrusHocTH (6)-0,2038 (-20,38%), ommbdka I Tuna
0,05 (ypoBeHb 3HAUMMOCTH IIPHU By CTOPOHHEM Kputepun), omunodka Il tuna 80%.

[00877] IIpoBepka runoTe3nl O NPEBOCXOACTBE

[00878] Craructuueckass runore3a o toM, uro npemapar BCD-085 mpeBocxomut mo
s¢dexTuBHOCTH MmIanedo, ObLIa MOCIEA0BATENbHO TPOBEPEHA Iy TEM CPaBHEHHSI HU)KHEH rpaHuLbl 95%
JOBEPUTEJILHOTO MHTEpBAaJIa AJisl pa3auuus B nose narueHtroB ¢ PASI 75 x 12 nenene nedeHus B rpyrne
BCD-085 Q2W wu rpynme mnanebo, 3atem - B rpynne BCD-085 Q4W wu rpymme mmanebo ¢
NpeABAPUTENLHO 33aJaHHBIM IPaHIYHBbIM KputepueM 3¢ dextuaoctu (6, 0%).

[00879] Pesynbrarsl

[00880] O¢ddexruBHOCT, OUEHMBaANM B 2 mony sinusax nanueHtoB: [TT-momymsmus ¢
ucnonb3oBanueM Metona NRI (n = 213) u PP-nonysiuus (rpynmna nanyeHToB, 3aBePIIUBIINX YYaCTHE
B HMCCJIEJOBAHUU B COOTBETCTBHH C MpPOTOKONoM) (n = 210). J[Ba maumeHTa MpeKpaTuiv y4acTue B
UCCIIEIOBAaHUU IOCPOYHO, ¥ OIMH MALMEHT BBIObLUT U3 HaOmoaeHus 1o 12 Hexnenu.

[00881] ['pynmbl He pazauyaiuch Mexay coOoi Mo aeMorpauYecKuM U HCXOIHBIM
xapaktepuctukaM (Tadbnuna 26, Tabnuma 27).
[00882] Tabmuna 26. Jlemorpaduyeckue W HMCXOJHBIE XAPAKTEPUCTHKHU IMALIMEHTOB

ucciaenosaune BCD-085-7

Tapaver BCD-085 Q2W BCD-085 Q4W
Sl n=85 n=84 "4

][310Q31§]a“ (rozen), mexuata 42 [35 - 49] 41.5 [32-53] 39 [33-53] 0.9344!
1[\%;‘:]3 Tena (KT), MeIHAHA 87.3 [75-96.1] 89.5 [78-98] 83.5 [70-95] 0.3078!
Pocr (c), Mezmana [IQR] 178 [170-184] 176 [168-182] 175.5 [168-180] 0.6110°
MHaeke Macchl Teaa (Kr/m>), 1
eamana [IOR] 27.9 [24.5-31.5] 28.5 [25.5-32.5] 27.1 [24.2-30.0] 0.3958
DKermmmst (%) 22 (22.58) 26(30.95) 9 (20.45) 0.4310°
Myttt (%) 63(74.12) 58(69.05) 35 (79.55) ’

ITETOPO,JHBII IOTECHIHAT ¥ 4
corats (%) 13 (59.09) 18(69.23) 4(44.44) 0.4114
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[TpoI0KUTETBHOCTD

3a60CBAHHS (MECATIB), 120 [36-204] 111 [36- 183] 100 [34- 193] 0.8727!
MeamaHa [IQR]

BSA, % 20 [13-42] 22 [14.5-43] 22.5 [13-44] 0.9136!
Vinzexc PASI 18.4 [14.2-27] 17.9 [15.1-28.6] 19.7 [16.3-29.4] 0.3469!
Vinzexc NAPSI 7[0-29] 14 [2-28] 14 [0-37] 0.5001
Vinzexe SPGA 3 [3-4] 4[3-4] 4 [3-4] 0.1210!
Oucrxa syaa (o mxane VAS) 47 [27-67] 48 [27-71] 45.5[23 - 70] 0.961!

Onesiiar enpecciii Beia, 6 [2-9] 6 [2-11] 6.5 [2-10] 0.7388!
0aILTBI

IMoxasatens DLQI 13 [10-20] 13 [9-18] 15 [9-20] 0.7450°
[McopuaTuueckuit apTpuT 4
 anoamtose. 2 %) 6 (7.06) 10(11.9) 2(4.55) 0.3478

L IcOpHATHHECKHH APTPHT HA 6 (7.06) 7 (8.33) 2(4.55) 0.7883*

MOMEHT 0CMOTPa, N (%)
! — kpurepmii Kpyckana-Yomtuca, 2 — AUCTIEPCHOHHBIN aHAH3, *— TECT ¢ monpaskoii Meiirca X2, ¢ - TounsIi BapHanT
Kputepus Ouiepa.

[00883] Tabnuma 27. IlpemecTryolee geueHue rncopuasa (uccnenoanue BCD-085-7)
BCD-085 Q2W BCD-085 Q4W
IpenmecTByomas Tepamnus (n=r§5_) (n=84) P-3uauenue
N % | n % %
MOHOKIOHAIBHBIC AHTUTENA H 5 5.8 6 714 | 227 0.63892
HHTHOUTOPSI STHY C-KHHA3BI
o  Anmammmymab 3 3.53 2 2.38 1 2.27 1.0000?
o  Hupmxcumad 0 0.00 1 1.19 0 0.00 0.6009?
e  Ycrexunymad 0 0.00 2 2.38 0 0.00 0.19632
o T'ycenpknmab 1 1.18 0 0.00 0 0.00 1.0000?
o Todauuturud 1 1.18 1 1.19 0 0.00 1.0000?
I'KC 23 27.06 32 38.10 16 36.36 0.2802!
e  CHCTEMHHOE TIPHMCHCHHC 10 11.76 8 9.52 5 11.36 0.8820?
e  MecTHOE IPHMECHCHHUE 15 17.65 22 26.19 12 27.27 0.3149!
Jpyrue CHCTEMHBIC METO/IbI JICUCHUA 22 25.88 29 34.52 21 47.73 0.0447!
e  MeroTpekcar 17 20.00 24 28.57 19 43.18 0.0212!
e [luxsocnopud A 4 4.71 3 3.57 1 227 0.90322
e  AmpeMumact 1 1.18 0 0.00 0 0.00 1.00002
e Anerpun 1 1.18 3 3.57 0 0.00 0.4366?
®doroTepanus 47 55.29 50 59.52 30 68.18 0.3677!
Note:! - Kpurepuit X2 [Tupcona ¢ nompaskoii Merca; ? - Toumsiit Tect Oumepa
[00884] Pesynbrats! uccnenosanus 3¢ pekTruBHOCTH (MepBbie 12 Hemenb)
[00885] PasHuua B AoJie OTBEHAKOLIUX HAa MPOBOAMMOE JICUEHUE MALMEHTOB COTJIACHO

unaekcy PASI 75 na 12 venene cocrapuna 77,65% (BCD-085 Q2W wu mnane6o) ¢ 95% AU [67,07%;
88,23%] (P <0,0001, Tounsrit kputepuiit @umepa) u 83,33% (BCD-085 Q4W u mnaueto) ¢ 95% AU
[73,63%; 93,03%] (P <0,0001, TounsIii kputepuii @uinepa). Pe3yapTaTel CBUAETENBCTBYIOT O TOM, YTO
HIwkHUe TpaHuubl 95% AU nnsa rpynn BCD-085 Q4W u BCD-085 Q2W (73,63% u 67,07%
COOTBETCTBEHHO) MPEBBIIAIOT I'paHUUHbIA Kputepuid s¢ddexruHoctu (0%). Takum obpasom, obe
cxeMbl npremMa rpenapara BCD-085 y naiueHToB ¢ OIsiieYHbIM ICOPUA30M OT YMEPEHHOM 10 TSDKEION
CTETeHH TsDKeCTH ObuTH 3(h(heKTHBHEE 1O CPABHEHHUIO C MPHUEMOM I11anedo.

[00886] B cooTBeTCTBUM CO CTATUCTUYECKUMU METOJIAMH, UCTIOJb30BAHHBIMHU 1151 OLEHKHU
s¢dexkTuBHOCTH, ObUIAa TPOBEpPEHA THIOTE3a HCCIENOBaHUS O HE ycrynaromeidl >¢dexkTnBHOCTH
npenapara BCD-085 npu npuemMe ouH pa3 Kaxable 4 HeJenu Mo CpaBHEHUIO C IIPUEMOM Ipernapara
BCD-085 onuH pa3s kaxzble 2 HeZleJu, CpPaABHEHUEM HUKHEHN rpaHulipl 95% n0oBepUTENbHOIO UHTEpBAa
IUJIs1 BBISIBJICHHUS! Pa3jIiMuMsl B COOTHOLIEHUU MalUeHTOB ¢ uHAekcoM PASI 75 na 12 Hemene mexnay
npuemoM npenapata BCD-085 cornacHo cxeme Q4W u npuemom npenapata BCD-085 cornacHo cxeme
Q2W ¢ npeaBapuTenbHO 3alaHHBIM NPEAEIOM HETIOJIHOLEHHOCTH (0), paBHbIM -20,38%.

[00887] Pacxoxnenune B nosie manueHtoB ¢ PASI 75 Ha 12 Henene mexay rpynmnamu,
npunumaromumu npenapat BCD-085 o cxeme Q4W n BCD-085 no cxeme Q2W cocraBuna 5,68% c
95% JIU [-7,41%; 18,78%] (P = 0,4603, xpurepuii [Tnpcona ¢ nonpaskoii Meiitca x2). HikHsst rpaHima
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95% U (-7,41%) HaxomuTcsl B Ipenenax NpeABapUTENbHO YCTaHOBJIEHHOW rpaHunsl B -20,38%.
Jaunbii GakT CBUAETENBCTBYET O TOM, 4TO 3(dekTuBHOCTh mnpuema npemapara BCD-085 uepes
Kaxble 4 Henenu He ycrynana 3gpdexkTuBHOCTH MpueMa npenapata BCD-085 uepes kaxable 2 Henenu
(Tabmmma 28).

[00888] Tabmuna 28. Ouenka ocHoBHOrO Kputepusi (PASI7S Ha 12 menene) ¢ 95% AN
ITT-monysimust, n = 213) (uccnenosanue BCD-085-7

. /loBepuTtenbHbIi
e unrepsaia 95%

BCD-005 Q2W (85) 66 77.65 1 ) 1
BCD-085 Q4W (84) 70 83.33 0.4603 741 18.78]

<0.0001? 67.07; 88.23]
MMnaue6o (44) 0 0 <0.0001° 73.63; 93.03]°
Q4W (xputepuii xu-kBagpar ¢ koppekuueii eiirca), 2BCD-085 Q2W mpotus miane6o (TOUHbII BapHAHT
kpurepus Oumepa), *BCD-085 Q4W npotus niane6o (Tounslii BapuanT kputepus Oumepa)

[00889] CpaBHeHHE BTOPOCTEINIEHHBIX KpPUTEpUEB OLEHKH 3(QPeKTUBHOCTH (OIS
ManueHToB, KoTopbie nocturiu uHaekcoB PASI 75, PASI 90, PASI 100, sPGA 0-1, oTHocuTENnbHOTO
U3MEHEHHs, BbIpaxkeHHOro B Oammax PASI, CHWKeHHs BBIPAXKEHHOCTH 3yAa Mo mkaie VAS,
yJyUIIEHUs] COCTOSIHHSI HOTTEBBIX TUIACTHH 1O UHAEKCY NAPSI, n3MeHeHus kauecTsa KU3HU COTJIACHO
onpocanky DLQI, xputepueB AmepukaHckoil komieruu pesmatojiorun 20/50/70, cHukeHUs
CUMIITOMATHKH y TIAIIMEHTOB C TICOPUATHYECKUM apTPUTOM) MOATBEPAMIIO PE3YJIbTAThI, MMOTyYSHHbBIE
nocJje oueHku ocHoBHOro kpurepus (Tabnuma 29,@ur. 18-23).

[00890] Tabmmua 29. 3¢ppexruBHocTs npenapara BCD-085 B uccnenosannu BCD-085-7
Ha 8 u 12 nepene neuenns: (ITT-nonymsimus, n =213

BCD-085 Q2W (85) 50 58.82 66 77.65
BCD-085 Q4W (84) 50 59.52 70 83.33
[lnare6o (44) 0 0 0 0
1.0000" 0.4603!
<0.00012 <0.0001%
PASI75 -3HAYCHHE <0.00013 <0.00013
BCD-085 Q2W (85) 31 36.47 47 55.29
BCD-085 Q4W (84) 33 39.29 47 55.95
[Miane6o (44) 0 0 0 0
0.8269" 1.0000"
<0.00012 <0.000?
PASIO0 D-3HAUCHHE <0.0001° <0.0001°
P ASIL00 BCD-085 Q2W (85) 16 18.82 25 29.41
BCD-085 Q4W (84) 16 19.05 28 33.33
[Tnanc6o (44) 0 0 0 0
1.0000" 0.7013!
0.00122 <0.0001?
-3HAUCHUC 0.00123 <0.00013
BCD-085 Q2W (85) 48 56.47 69 81.18
SPGA 0-1 BCD-085 Q4W (84) 51 60.71 67 79.76
[Mranc6o (44) 1 227 1 2.27
0.6864" 0.9698!
<0.00012 <0.00012
-3HAUCHUC <0.00013 <0.00013
'BCD-0S5 Q2W mporus BCD-085 Q4W (xpurepuii xu-ksaapar ¢ koppekiueii Meiitca), 2BCD-085 Q2W
npoTus m1ane6o (TouHsi BapuanT kputepus ®umepa), *BCD- 085 Q4W npotus miane6o (TOUHEIH BAPHAHT
kpurepus Durepa)

[00891] PesynbraTe! uccienopanus 0Oe3onacHocTy (mepsblie 12 Hemenb)

[00892] IIpumenenne npenapata BCD-085 B Teuenue 12 Henmenb wuccienoBaHUsS
XapaKTEePU30BAJIOCh XOPOLIEH MEPEHOCHMOCTBI0 U MPOJAEMOHCTPUPOBANIO ONaronpusaTHbBIA Npoduib
6e3onacHoctH (Tabnuia 30). Bo Bpems uccienoBanus He 3a(pMKCUPOBAHO CITy4aeB MPEsKAEBPEMEHHOTO
NpeKpalleHNsl Y4aCTHsI B UCCIEIOBAHUU HU3-3a cooOpaxkeHnit OesonmacHocTH. Ovarosasi peaxiys Oblia
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oOHapykeHa y omHoro mauueHta (2,27%) B rpymnmne mianedo (MOKpacHEHHE B MeCTe€ HHBEKLIHH).
CrnyuaeB HEOXKMTAHHON TOKCUYHOCTH HE HAOJIOAAIOCH.
[00893] B rpymme BCD-085 Q4W Obut 3apeructpupoBaH oxmH ciydaii CHA

(THEBMOHMS1), MUMEIOIINN OTHOLIEHHE K IPOBOJUMOMY JIEUEHMIO, 3-H CTENEHH B COOTBETCTBUHU C
kpurepusimu CTCAE 4.03. Heitrponienust 3 crenenu Habmoaanach y 1 mauuenta u3 rpynnsl BCD-085
Q2W, a noBBIIIEHHBIH YPOBEHb KpeaTnHUHA HaOmoaancs y 1 nanuenTa B rpymne mianedo. Apyrue HA
Obutn cnaboBBIpAXKEHHBIMH I yMepeHHbIMU. [lo wacrore peructpammu HS mexny rpynmamu
OTCYTCTBOBAJIM CTATHCTUYECKU 3HAUMMbIe paznuuus (Tabmuua 31).

Tabmuua 30. Orenka pesyanaTOB 0€30MacHOCTH JIEKAPCTBEHHOTO CPEICTBa

BCD-085 sz BCD-085 Q4W
n——85 n—84 (n-—44 p-3HaueHue

[00894]

o711 MALHEHTOB, y KOTOPHIX 15 17,65 14 16,67 | 8 18,18 0,9735"
azsuch HA

10713 NAIMCHTOB, Y KOTOPBIX 0 0,00 1 1,19 0 0,00 0,60092>

passumrce CHS

J{07151 ManeHTOB, Y KOTOPBIX

passumuce HA 3-4 crencHn 1 1,18 1 1,19 1 2,27 1,0000?

TSKECTH

{0711 MAIMCHTOB, V KOTOPHIX C 0 0,00 0 0.00 1 227 0.20662
CAKLIUSIMHU B MECTE HHBCKIIMU

{011 MAaeHTOB, KOTOPHIC

MPECKPATHITA UCCIICTYEMOC JICUCHUE 0 0,00 0 0,00 0 0,00 1,0000?

n3-3a BosuukHOBeHMss HA / CHAL

' -X? xpurepuii [Tupcona ¢ xoppexrmeii Meiitca, - Toumslii BapuanT kputepus Oumepa.

[00895] Tabmuua 31. Ilpoduns OezonacHocTu mocne 12 Henenb iedeHust (UCCIeIOBaHUe
p-
3HAYEHUE
Cepae-’i/ﬂ"d-cocynncnle 3a60.nei§éhna
go;blmennoe apTepHaTbHOC JaBicHHE (2 0 0,00 % | 1,19 % 0 0.00% | 0.60"
TMOBBIIICHHOE CHCTOIMYCCKOC 1 1,18 % 0 0.00 % 0 0.00 % 1.00"
aprepuanbHOe AaBicHuUE (2 CT.)
lMoBBIIICHHOS TUACTOIHICCKOC 0 0.00 % 1 1.19 % 0 0.00 % 0.60!
aprepuanbHOe AaBicHuE (2 ¢T.)
[Tpr3HaKy OUaroBOW UIIEMHUN MHOKApAa o o o 1
a DKT (1 or.) 1 1,18 % 0 0,00 % 0 0,00 % 1,00
HNudexunonnbie 3a00/1eBaHus
gHie)KHI/IH BEPXHHUX ABIXATEIbHBIX MyTEH 0 0,00 % 0 0,00 % | 227 % 021"
EH(;IT)G)KHHH BEPXHHX AbIXATE/IbHBIX MyTEH 0 0.00 % 0 0.00 % | 227 % 021!
DOoMIHKY ISIPHBIA TOH3MLIHT (2 CT.) 1 1,18 % 0 0,00 % 0 0,00 % 1,00"
IMueBmonms (3 cr.) 0 0,00 % 1 1,19 % 0 0,00 % 0,60"
Mubekmys MOYSBRIBOIMIIHX ITyTeH (2 ¢T.) 1 1,18 % 0 0,00 % 0 0,00 % 1,00"
3ab6o/1eBaHHS KOIKH H MOJKOKHOM KJIETYATKH
Dpurema (1 cr.) 0 0,00 % 0 0,00 % 1 227% | 021!
Ok3ema (2 cr) 1 1,18 % 0 0,00 % 0 0,00 % 1,00"
O01pe peakuy H peakiHd HA HHbEKIHIO
VIHBCKIMOHRAS PeaKims: 1 1L1I8%| 1 |[119%| 0 |000%]| 1,00
ronoBokpyxenue (1 cr.) ’ ’ i ’
boau B o6mactu sxuBoTa (2 CT.) 0 0,00 % 1 1,19 % 0 0,00 % 0,60"
JlabopaTopHbie OTKJIOHEHHS
[uneprevoraobunemus (2 cr.) | 1 [118%] 0 J000%| 0 ]000%]| 100
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BCD-085 Q2W | BCD-085 Q4W
n—85 n—s4 4 p-
3Ha'UCHHE

Tpomboruronenus (1 cT.) O 0, OO % 1, 19 % 0 0,00 % 0,60"
Jletikonenus (o01mee KoJ-Bo) 1 1,18 % 2 2,38 % 0 0,00 % 0,61'
. 1 cr. 0 0,00 % 1 1,19 % 0 0,00 % | 0,60
- 2cm 1 LI8% | 1 1.19% | 0  [0,00% | 1,00'
Heirrponenus (o61mee Koa-Bo) 3 3.53 % 1 1,19 % 0 0,00 % 0,54
s 2ct 2 2,35 % 1 1,19 % 0 0,00 % | 0.80!
s 3¢t 1 1,18 % 0 0,00 % 0 0,00 % 1,00"
JInmonuros (2 cr.) 1 1,18 % 0 0,00 % 1 227% | 0,68
MunepOuaupyouaemust (2 ¢T.) 4 4,71 % 2 2,38 % 1 2.27 % 0,70"
lMoseimenne aktusHocTd ACT (2 ¢r.) 1 1,18 % 1 1,19 % 0 0,00 % 1,00!
IMoseimenune aktusaoctd AJIT (2 cr.) 1 1,18 % 0 0,00 % 0 0,00 % 1,00!
[Munepxonecreposiemust (2 ¢T.) 1 1,18 % 1 1,19 % 0 0,00 % 1,00!
Munepravkemust (2 ¢T.) 0 0,00 % 3 3.57 % 0 0,00 % 0,17"
1_([§)](3;II;.ICHI/IC CBIBOPOTOYHOTO KPCATHHHHA 0 0.00 % 0 0.00 % 1 227 % 021!
[Mporeunypus (od1Iee KOI-BO) 1 1,18 % 0 0,00 % 2 455 % 0,11!
. 1 cr. 1 1,18 % 0 0,00 % 1 2.27 % 0,68'
. 2 cT. 0 0,00 % 0 0,00 % 1 2.27 % 0,21"
TpaBmbl
Terosoii oxxor (1 cr.) 0 0,00 % [0 % |1 2.27 %
' - TounBIii BapuaHT KpuTepHs Puimepa.
[00896] PesynbraTe! uccieoBaHuss IMMY HOT€HHOCTH (TIepBble 12 Henenb)
[00897] AHaJIu3 UMMYHOT€HHOCTH MPOBOAWIICS HA OCHOBAHHUH JAHHBIX, MOJYUYEHHBIX OT

209 mauueHTOB, KOTOpBIE MOJY4YWIM MO KpalHEHd Mepe OAHY 03y MCCIeAyeMOoro mnpemnapara u
NPEAOCTABHIIM 110 KpaiiHel Mepe 1Ba 00pasia KPpOBH Uil MPOBEACHUS aHAIN3a, OIMH U3 KOTOPBIX ObLI
B3SIT Mepea BBeAeHneM rnepBoit no3bl B Jlens 1, Henens O (85 mamueHToB B rpymme nmpuemMa mnpernapara
BCD- 085 no cxeme Q2W, 81 nmauuent B rpynne npuema npenapata BCD-085 nmo cxeme Q4W u 43
nauuenTa B rpymnme mianedo, n = 209). O6paswue! kpoBu Opanu Ha Henene O 10 BBEACHUS] HHBEKLNU U
Ha 12-oli Henene neveHus.

[00898] Tabnuua 32: OueHka UMMy HOT@HHOCTH Yepe3 12 Henenb jgedeHus (MCCeIoBaHe
BCD-085-7

oJIs1 manueHTOB ¢ BAb 1 1,18 0 0 0 0 1,000
oJist mareHToB ¢ NAD HE OIPEICIICHO
' - Tounslil BapuanT kpuTepus Ournepa.
[00899] OueHka IMMYHOTE€HHOCTH TOKa3aia HAJUYHE CBSI3bIBAIOIIUX AHTHUTEN Y OJHOTO

nanueHta w3 rpymnmnsl npuema npenapara BCD-085 mo cxeme Q2W mnocne 12 Hemenb jedyeHus.
Heiirpanusyromas akTHBHOCTh He Obuta oOHapyskeHa (Tabmuna 32).

[00900] 3aKIIroUeHIe

83,3% u 77,7% maumentos u3 rpynn BCD-085-Q4W, BCD-085-Q2W nocturau PASI7S k 12
Henene neueHus (p = 0,46 s BCD-085-Q4W no cpaBrenuto ¢ BCD-085-Q2W) o cpasuermto ¢ 0%
B rpymnme mianebo (p < 0,0001), nokasarens sPGA (0-1) 6su1 gocturayt y 79,8%, 81,2% u 2,27%
nanmeHToB B rpymmax  BCD-085-Q4W, BCD-085-Q2W u  muanebo  COOTBETCTBEHHO.
HeGnaronpusitaeie siBnenust (HA) 6pun 3apeructpuposansl: y 17,7%, 16,7% u 18,2% nauueHTOoB B
rpyrmmax BCD-085-Q4W, BCD-085-Q2W, mnane6o (p = 1,0) coorBerctBeHHo. B rpynne BCD-085-
Q4W Obun 3apeructpupoBan oxuH cinydaid CHS 3-eif crenenn (MHEBMOHUS)(COMJIACHO KPUTEPUSIM
CTCAE 4.03), cBsa3aHHBIl ¢ IpOBOAUMBIM JeueHneM. Heirponenus 3 ctenenu Habmromanach y 1
nanuenTa u3 rpynnst BCD-085-Q2W, a noBbIeHHbIH ypOBEHb KpeaTHHNUHA HaOmoacs y 1 manuenra
B rpymmne manedo. [pyrue HS Obuin cnaGoBblpak€HHBIMH WM YMEPEHHbIMU (Haubojee 4acto
PerHCTPUPOBAIIICH OTKJIOHEHHS TJAOOPATOPHBIX MOKa3aTeNnell OT HOPMBbI), B IPYIIIax NpuemMa npernapara
BCD-085 ne Habmonmanoch O4YaroBbIX peakiwid. CBs3bIBAIOIIUE AHTUTENA K HAPKOTUYECKUM
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npenapataMm Obutn  OOHapykeHbl y oxpHoro mammenta (1,18%, rpymma BCD-085-Q2W).
Hetitpanusyromux anturen He 00Hapy KeHO.

[00901] IIpumep 7. DddexruBHocTh mpemapara Herakumald npu CTaHAApTHBIX |
HU3KOYACTOTHBIX CXe€Max IpHeMa IpH JieueHuH rncopuarndeckoro aprputa (ITA), mononHuTenbHOE
uccienoBaHue s noarsepxkaeHus konuenuun (BCD-085-7)

[00902] Ju3aiiH KIMHUYECKOTO UCCIIEIOBAHUS

[00903] B wuccnenopannn BCD-085-7, ommucannom B Ilpumepe 6, oneHuBanach
s¢dexkTuBHOCTh mNpenapara Hetakumad Mo CpaBHEHHIO C IJ1aned0 B OrPAaHUUEHHOW MOMYJISILUN
MAllMEeHTOB C IICOPUATUYECKUM apTPUTOM B Haudaje uccienoBaHus. KoHeuHbIM MokaszareneMm i
OLIEHKH IICOPHATHYECKOr0 apTPUTA B TEUEHHE 3TOTO neproaa Oblia JOJIsI MALMEeHTOB (C MALeHTaMU C
NICOPHATUYECKUM apTpUTOM), KoTopble nocturiu 20, 50, 70% CHWKEHUs CUMITOMATHKH COTJIACHO
KpurepusiM AMepukanckoit koyuteruu pesmaronoru (ACR 20/50/70) k 12 nenene nevenusi. JlaHHBIHA
napaMeTp OLEHHUBAJICS MyTeM OMpeneseHusl KOJUYeCTBa OMyXIuX / OOJIE3HEHHBIX CYCTaBOB 66/68,
¢yskmmonanpHol  aktuBHOCTH (HAQ-DI, oOneHuBaeMOl TMaLMEHTOM), OLIGHKH aKTUBHOCTH
3a0oneBaHus (OLIEHUBAEMOH BpadoM U MALMEHTOM), oneHkn Oomm manuenta (VAS), u onpenenenue
mapkepos Bocniaienusi (CRP u ESR).

[00904] Pesynbrartsl

[00905] IMonysiuumst U1 OLEHKH NICOPUATHYECKOTO apTpUTa BKIFOUaia 15 manueHTos (6
B rpymnme BCD-085 Q2W, 7 B rpynme BCD-085 Q4W u 2 B rpynme miane6o). OnuH naueHT (rpymnmna
BCD-085 Q4W), BxiroueHHBbIH B 3Ty nonysiuuio (ciyd. Mnenrndukannonssiii Homep 10-131), Obun
oTo3BaH Ha 7-M Busure (Hemens 10), T.e. mo oueHku Ha 8-M Bu3uTe (Hemens 12). DToro manmeHTa
OTHECJIU K KaTeropuH 0e3 KIMHUYECKOTO OTBETA Ha MPOBOIUMOE JICUSHHE.

[00906] Tabmuma 33: Jlons marueHToB, AoctUrimux 20% CHMJKEHUsS] CHUMITTOMATHKH
coryacHO KpurepusM AmepukaHckon koserun pesmaronoruun (ACR 20) (cpemm manmeHTOB C

Jlons namentos, nocturinx 20% CHIKeHUs
CUMITOMATHKH COTJIACHO KPUTEPUSIM
AMEpPUKaHCKOH KOJIETUH PEBMATOIOTHI

I'pynima neuennst (ACR 20) npu nocemenun 8 (Henens 12), n= P-3nauenue

I'pynnma BCD-085,
MPUHUMAKOIIAS Mpenapar Mo 5 83,33
cxeme Q2W, n=6
I'pynma BCD-085,
MIPUHUMAKOLIAsA Ipenapar 1o 6 85,71
cxeme Q4W, n=7

1,0001

0,107122
0,08333°
I Cpasuenne rpynmer BCD-085 Q2W ¢ rpynmoii BCD-085 Q4W (tounbiii Tect ®uinepa), *
Cpasrenue rpynmnsl BCD-085 Q2W ¢ rpynmoii mnane6o (Touneii Tect ®@umepa), > CpasHeHue
rpynmnel BCD-085 Q4W ¢ rpynmoii mnanie6o (TouHslil Tect @uiuepa)

[00907] Tabnuna 34. Jloas mauweHTOB, Aocturimux S50% CHMDKEHUS CHUMITTOMATHKH
COrJIaCHO KpurepusM AmepukaHckoi kosuerun pesmarosnorun (ACR 50) (cpenm mamueHTOB C
NICOPHATUYECKUM apTPUTOM, n = 15)

I'pynna mnane6o, n=2 0 0
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JHouns nauuentos, nocturmmx 50% CHUKSHHS
CHUMIITOMATHKH COTJIACHO KPUTEPHsIM
AMEpUKaHCKOH KONJIETHN PeBMATOJIOT I

I pynna neuenus (ACR 50) npu noceutenun 8 (Henens 12), n=
15

I'pynma BCD-085,
NPUHUMAKOLIAsI IIpenapar 1o 3 50
cxeme Q2W, n=6
I'pynna BCD-085,
MPUHUMAKOIIAS Tpenapar Mo 2 28,57
cxeme Q4W, n=7

0,59211

0,46432?
1,00033

I CpaBrenne rpymmsr BCD-085 Q2W ¢ rpymmoii BCD-085 Q4W (tounelii Tect ®umepa), >
Cpasrenue rpynmnsl BCD-085 Q2W ¢ rpymnmoii mnaue6o (Touneii Tect ®@umepa), > CpasHeHue
rpynmsl BCD-085 Q4W ¢ rpynmoi miane6o (Tounsiii Tect @uiiepa)

[00908] Tabnuma 35. Jloas mauuweHToB, aocturiiux 70% CHIDKEHUS CHUMITTOMATHKH
COrJIaCHO KpurepussM AmepukaHckoi koserun pesmarosnorun (ACR 70) (cpenu mamueHTOB ¢
TCOPUATUYECKUM apTPUTOM, n = 15

Jons natmenror, pocruriinx 70% cHiuxe

I'pynna mnane6o, n=2 0 0

CHMITTOMATHKH COIJIACHO KPDUTCPHAM

I'pynna BCD-08S,
IIPUHUMAROLLIAs rpenapar o 1 16,67
cxeme Q2W, n=6
I'pyrma BCD-085,
MIPUHUMAROLIAs1 Ipenapar o 1 14,29
cxeme Q4W, n=7

1,0001"

1,00022
1,00033
! Cpasuenne rpymmer BCD-085 Q2W ¢ rpymmoit BCD-085 Q4W (tounsiii Tect ®uimepa), >
Cpasrenue rpynnsl BCD-085 Q2W ¢ rpynmoii maue6o (Tounsli tect ®umepa), ° CpaBHeHHE
rpynnbl BCD-085 Q4W ¢ rpynmoi miane6o (Tounsiii Tect @uriepa)

[00909] 3aKkroueHme

[00910] AHajnu3 TMalUeHTOB ¢ TCOpHaTHYeCKuM aptputoMm (n = 15) mokasan, dTO
nokazatenib ACR 20 k 12-if Henene jeuenus: 6pu1 nocturHyT y 83,33%, 85,71% u 0% mauueHToB B
rpymme BCD-085 Q2W, rpynme BCD-085 Q4W u rpynre miane6o coorserctBeHHO (Tabmuua 33, Owur.
23). ITokazarens ACR 50 611 nocturayT y 50%, 28,57% u 0% nanuenrtos B rpynmne BCD-085 Q2W,
rpymmne BCD-085 Q4W u rpynmne murane6o coorsercreerHo (Tabmuma 34, @ur. 23). [Tokazatens ACR
70 Ot mocturayT y 16,67%, 14,29% u 0% nauuentos B rpynne BCD-085 Q2W, rpynmne BCD-085
Q4W u rpynne mranebo coorsercTBeHHO (Tadmuma 35, @ur. 23). Ouenka Ha 12 Hepmene Jie4eHUs He
NOKa3aJia CyIIECTBEHHBIX PA3JIMYHNA MEXy TPYIIaMH Mo JiroboMy napamerpy. [IpruuHO 3TOro Mosker
ObITh HEOONbINAss YWUCIEHHOCTh TMAILMEHTOB WM CIUIIKOM paHHEE I[IPOBEACHHE OLIEHOUYHBIX
mepornpusatuil. OgHako orBeTHas peakuus no kpurepuro ACR 20 neMOHCTpHUpYET BbIPaKEHHYIO
MOJIOXKHUTEIBHYIO JTMHAMHKY IIOYTH y BCEX MAIMEHTOB C MCOPHATUYECKUM apTPUTOM, MOJYYaBIINX
npenapat BCD-085.

[00911] IIpumep 8. Ilpumenenue npenapara Heraknmal B pasHbIX 103ax ISl JIEUEHHS
ankmnosupyomero crnommwmra (AC), uccrnenoBaHHe C LENbIO TMOATBEPXKACHUS IPABHIBHOCTH
koHuenun (BCD-085-3)

[00912] IInaH KJIMHUYECKOTO UCCIEAOBAHUS
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[00913] BCD-085-3 (NCTO02763111) - nBoiiHOe cClernoe pPaHIOMH3HUPOBAHHOE
MHOTOLIEHTpOBOe uccienoBanue 1l ¢a3bl y manueHToB ¢ aHKWIO3UPYIOIIUM CIIOHIMINTOM B CTaIUH
oboctpennsi. OCHOBHOI LENbIO OBLIO YCTAHOBUTH TepaneBTUIeCKH 3 (HEeKTUBHYIO U O€30MaCHYIO0 103y
npenapara BCD-085, kOTOpyr MOKHO BBOJAWUTb B BUJE MHOTOKPATHBIX HHBEKLUM MaLUEHTaM C
AHKWJIO3UPYIOIIUM CTIOHIMIUTOM B CTaUU OOOCTPEHMSI.

[00914] ITonysiius maMEeHTOB U TUIaH KJIMHUYECKOTO UCCIIeIOBAHMUS

[00915] B wuccrnenoBanue ObUIM BKJIFOYEHBI 88 MALMEHTOB C AHKWJIO3HPYIOIINM
CTIOHAMJIITOM B CTaauu OOOCTpeHMsT B Bo3pacte OT 18 1m0 65 JerT BKIOYHUTEIbHO, KOTOPBIM
muarHoctuposamu AC (u3smenennbie kputepun Hero-Hopka, 1984), yposss 4 no mkane BASDAI umu
BbILLIE, C HeaeKBaTHbIM 0TBeTOM Ha HIIBII, mpuHMMaBIINMUCS HAa NPOTSDKEHUU HE MEHEE 3 MeCsLEB
0 TIPOBEIEHUs] CKPUHUHIA, KOTOPbIE COOTBETCTBOBAIM JPYrUM KpPUTEpHsIM IpHemyieMOocTH. B
ucclieIoBaHHe He ObUTM BKJIFOYEHBI MAIMEHTHI, paHee MOJyYaBIIHE JIeUeHHE MOHOKJIOHAJIbHBIMH
antutenamy, cesi3bBaromumest ¢ IL17 (wmm penentopom IL17), u mauueHThbl, paHee MOJTydYaBLIHE
JeyeHne 2-Msi UK Oojee TeparneBTHYeCKMMU MOHOKJIOHAJBHBIME aHTHTeNnaMu. [locne oOcnenoBanus
NAIMEHThl ObUTH PacIpenesieHbl 10 IPYyIMIaM CIy4YaiHbIM 00pa3oM B cootHomenuu 1: 1: 1: 1 Ha 4
rpymmsr: 1) BCD-085 B nose 40 mr, 2) BCD-085 B no3e 80 mr, 3) BCD-085 B nosze 120 mr u 4) miane6o.
BCD-085 / nnanebo ucnonb3oBanu B 1-biii geHb Ha 0, 1, 2, 4, 6, 8, 10 u 12 Hemensax. C nenbro
3aCJIeIUICHNs] MALUEHThl B Ipynmnax, npuHuMaromux 103bl no 40 mr u 80 Mr nonyvanu no 2 wuim 1
MHBEKLINH TUTanedo moakokHO (1o 1 MiT KaXias) COOTBETCTBEHHO. [1allMeHThl B KOHTPOJIBHOM rpymie
nojiy4anu 3 WHBEKIHH Iulanedo mMomkokHo (kaxkpas wuHbekims odvemom 1,0 ). Ilmanebo,
UCIIOJb30BAHHOE BO BCEX TpeX TIpyMmax, HMeEJO CXOAHBbIM COCTaB, KOTOPBIN BKIIOYAET
BCIIOMOTATENIbHbIE BEINEeCTBA M3 JIeKapcTBeHHOW (opmbl mnpemapata BCD-085. [laumeHTs
HaOmroanuch 1o 16 Hepenm.

[00916] l'unore3a wuccienoBanust 3akiouajack B ToMm, 4yTto mpemapar BCD-085
npeBOCXOmUT Tuianedo mo >PQPEeKTUBHOCTH BO3NEHCTBHA y NAIMEHTOB C aHKUJIO3HPYOLINM
CTIIOHAMJIUTOM B CTanuu odocTpenus. I pannunslii kpurepuii s¢pextusHocTH (0) coctauia 0,1 (10%),
omuoOka 1-oro poxa (a) -5% (0,05), ommubdxka 2 -ro poaa (B) 20% (0,2) u momuocTh 80%.

[00917] OCHOBHBIM KpHUTEpUEM OLICHKH SIBJISIETCSl JOJsl MALUEHTOB B KaXIOW rpyIie
UCCJIEIOBAHMS], KOTOPbIE NOCTUIIM Kputepus yayuweHus ASAS20 75 k 16 Henene uccienoBaHUs.
BTopocreneHHble KpUTEpUH OLIEHKU BKIIFOUAIOT OLIEHKY Kputepues yayuineHuss ASAS40 u ASASS /6,
cpeaHee M3MEHEHHE IO CPAaBHEHHMIO ¢ MCXOIHbIM ypoHeM no mkane BASDAI, BASMI, MASES,
BASFI, ASDAS-CRP u pacumpenne rpyqHON KJI€TKH, M3MEeHeHHe 24-4acoBoi OOJIEBOM MIKAJbI U
cpenHeit koHueHTpauuu C-peakTuBHOro Oenka, a Takxke oueHKy kadectsa ku3HU (QoL). OcHOBHbIE
kpurepun 3¢dexruBHocTu oueHuBanuch Ha 0, 4, 8, 12 u 16 Hemenmsx. Kpurtepuu GesomacHOCTH
BKJIFOYAJIM YaCTOTYy BO3HHKHOBEHUsI He)kenaTenbHbIX siBieHui (HS), cepbesHbIX HekenaTeabHBIX
sernennii (CHA), HA 3-4 crenenu B coorBercTBum ¢ kpurepusimu CTCAE 4.03, gactoty paHHEro
NpEeKpalleHsl HMCCIeOBaHusl M3-3a BO3HMKHOBeHHss HS. OuenuBaemble (hapMaKOKMHETHYECKHUE
KPUTEPHH BKJIIOYAIN CTaHAapTHBIe (papmakokrHeTndeckue napaMmeTpbl (Cmin, AUC (0-168), AUC (0-672),
Tmax, T, Vd, Ke, CL). AHanu3 MMMyHOT€HHOCTU BKJIIOYAJ OMNPEEIeHUE YacTOThl CBSI3bIBAHUSI U
HelTpanuzauuu a"turen K npernapatry BCD-085 mocne MHOTOKpaTHBIX MHBEKLUN JIEKapCTBEHHOI'O

CpencTsa.

[00918] Pesynbrartsl

[00919] I'pynmbl He paznauyanuch Mexay coOoi Mo aeMorpau4ecKuM U HCXOIHBIM
xapakrepuctukam (Tabmuua 36).

[00920] Tabmuua 36. UcxomHbie XapakTepuCTUKH NanueHToB (uccienosanne BCD-085-
3

g colNsR2 L NS D Mo NS 0 =2.
vonmana [IOR] 40.0 [33.0-44.0] | 34.0[31.0-36.0] | 38.0[35.0-44.0] | 41.0[32.0-47.0]

Man, n (%) 17 [77.27] 19 [86.36] 22100.0] 15 [68.18]

Macca Tena (xr),
\ie uana [IQR] 75.5[61.0-93.0] 79.0 [63.0-86.1] 79.1[71.5-85.0] 81.3 [75.0-90.0]
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I TpoaoxUTETEHOCTD
IAS (Mecsip), MeauaHa 26.5 [11-75] 37.5 [20-56] 46.5 [13-96] 26.5 [10-48]

[IQR]

boab B crimHe, 0OImiA
moKa3aTesib (1Mo mKaje 7.5 [6-8] 7 [6-8] 7 [6-8] 7 [6-7]
0-10), meamana [IQR]
BASDALI, o6rmmmii
[0Ka3aTe/b, MCUAHA 6.45[5.4-7.4] 6.75.8-7.1] 6.45[4.7-7.3] 5.95[5.1-7]
[IQR]

BASFI, o6rumit
noKazaTeb, MeAAHA 5.9[4.3-72] 5.95[4.5-6.9] 5.55[3.9-6.8] 6 [4-6.7]
[IQR]

BASMI, oOumii
noKazaTeb, MeUAHA 4.65[3.2-5.2] 451[2.8-5.1] 4.15 [3.5-5.4] 4.55[3.3-5.1]
[IQR]

Pacimupenue rpyHOM
KJIETKH, CM, MEIHaHa 3.5[3-4] 3.5[2-4] 3 [3-4] 3 [3-5]
[IQR]
[MpeamecTryromee
npuvenenue anti-TNFa, 418.18] 2[9.09] 3[13.64] 4[18.18]
n(%)
[Tpumeuanue: IQR - MexKBapTHIBHBIN JHANA30H

[00921] B kauectBe ocHOBHOTO moka3zatens 3()(PeKTUBHOCTH ObLIa YCTAHOBJICHA IOJIS
OTBEUAIOLMX HAa MIPOBOAMMOE JIedeHHe NMalueHToB cornacHo uaaexkcy ASAS20 Ha 16 nHenene. Bo Bcex
rpynnax npuHumaroimux npenapat BCD-085 nons oTeevaromux Ha NpOBOAUMOE JIEUeHHE MAallMeHTOB
coriacHo unaekcy ASAS20 Ha 16-1i menene Obuia Boitie 70%, B TO BpeMsi Kak B rpyIire rmianedo ToJIbKO
ok0110 40% MaLMeHTOB OTHOCATCS K OTBEYAOIINUM Ha IPOBOJUMOE JICUECHHUE.

[00922] Amnanu3 nokasan, yro npenapat BCD-085 B nozax 80 u 120 Mr nmpeBOCXOAUT IO
s¢¢pexTuBHOCTH TUIALE00 Y MALMEHTOB C AHKWJIO3UPYIOLIUM CIIOHAWIUTOM B CTaAMU OOOCTPEHMS.
Pesynprarel noctwkenus kpurepuss ASAS20 nokaszaHbl Huke. UToOBI nOKa3aTh 3aMKCHPOBAHHYIO B
IPOTOKOJIE TUIIOTE3Y O ToM, uTo npernapat BCD-085 npeBocxoaut no 3¢ GekTuBHOCTH M1anedo, ObUTH
paccuuTanbl 95% JIM st pa3HULB! B Iponopuusax noctmwkenuii kpurepus ASAS20 (Obuti mpoBeneHsbI
WH/IMBUIyaJIbHBIC MTAPHbIE CPABHEHUS AJIsl TPYMIbI Tanedo mo cpaBHEHHIO ¢ Kaxaoi rpymmnoi BCD-
085). I'nnoTe3a MpUHMMANACh, €CIIU HIXKHSS rpaHuua npeanonaraemoro 95% JIW nns pa3sHuULbI B
cooTHommeHusIXx nocTikeHust ASAS 20 Obuta Bblle TPEABAPUTENHHO YCTAHOBIEHHOH TI'DAHHLIBI
KJIMHUYECKH He 3HaUYUMbIX pa3nnywii (0) B 10% (0,10). PesynbraTsl mpencrasieHsl B Tadme 37.

[00923] Tabnuua 37. Pa3Huma B KOJHMYECTBEHHBIX COOTHOLICHHsIX mokasatens ASAS20
uccienosanue BCD-085-3

B
unrepsai 95%
Ipyrmmer 1 w4 29.87% [1.69%; 58.05%)] 0.0472
Ipyrmer 2 u 4 38.96% [12.36%; 65.56%] 0.0082
Cpynmst 3 u 4 48.05% [23.71%; 72.39%] 0.0008
[Mpumeuanue: | - aBycroponHni X2 TCCT
[00924] Tabmuua 37 ykas3plBaeT Ha TO, 4TO HIkHHE TpaHUnbl 95% JIU nns mapHbIX

cpaBHeHmi (tuanedo u npenapatr BCD-085) mexny rpynmamu 2, 4 u rpynmaMu 3, 4 BBIXOIAT 3a
IpeAeIbl IPEeIBAPUTEIBHO 3a1aHHOTO KpuTepus 3¢ dexkrnBHoCcTH. Taknm 00pa3om, runoTesa 0 TOM, 4TO
npenapatr BCD-085 mnpeBocxomutr miraned0 npu JIEYEHWH TALKUEHTOB C AHKHIJIO3HPYHOLIUM
CTHIOHAMJIUTOM B CTaguu 000OCTpeHHMs1, Oblila MPUHATA, U OCHOBHAS II€JIb KIIMHUYECKOTO MCCIIETOBAHMS
Obuta mocturnyta. Cnenyer OTMETHTb, 4TO Oonee Bbicokas 3¢ exktuBHOCTD npenapata BCD-085 nan
rutare6o ObUIO OKA3aHO Ui UCTIBITAHHBIX 103 80 Mr u 120 mr.

[00925] [Tokazarens ASAS20 nHa 12 Henene Obu1 3apeructpupoBat y 72,73% mauueHTos
B rpymme 1, 81,82% B rpymnme 2 u 90,91% B rpynne 3 npotus 23,1%, noay4asmux mianedo (p = 0,0043
ans rpymn 1, 2, 3 mpotus mwiaue6o, @ur. 24).
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[00926] Tabmuua 38.: JJons nanuentos ¢ orBeramu ASAS20, ASAS40 u ASASS / 6 Bo
BpEMsl HCCJICIOBAHMUS (HCCICAOBAHNC BCD-085-3

ASAS20 ASAS40 ASASSI6 |
P-3nauenne |
n (%) n (%) n (%)

Henens 4

1 (n=22) 16 (72.73%) 9 (40.91%) 10 (45.45%)

D(n=22) 17 (77.27%) 14(63.64%) 12 (54.55%) §2f3~g‘2’32
3 (n=22) 18 (81.82%) 11 (50.00%) 13 (59.09%) Pj;0:0024
4 (n=21) 7 (33.33%) 4 (19.05%) 2 (9.52%)

Henens 8

1 (n=22) 14 (63.64%) 9 (40.91%) 11 (50.0%)

2 (n=22) 16 (72.73%) 13 (59.09%) 12 (54.55%) ijzg:gégg
3 (n=22) 17 (77.27%) 10 (45.45%) 11(50.0%)  |p.~0.0007
4 (n=21) 7 (33.33%) 4(19.05%) 1 (4.76%)

Henens 12

1 (n=22) 16 (72.73%) 12 (54.55%) 12 (54.55%)

2 (n=22) 16 (72.73%) 13 (59.09%) 12 (54.55%) gzg-ggg
3 (n=22) 19 (86.36%) 15 (68.18%) 13 (59.09%)  |p,=0.0809
4 (n=21) 9 (42.86%) 4 (19.05%) 5(23.81%)

Henens 16

1 (n=22) 16 (72.73%) 9 (40.91%) 11 (50.0%)

2 (n=22) 18 (81.82%) 14 (63.64%) 12 (54.55%) 11;;062)(?(?4
3 (n=22) 20 (90.91%) 16 (72.73%) 15 (68.18%)  |p.—0.0027
4 (n=21) 9 (42.86%) 3 (14.29%) 3 (14.29%)

[Mpumeuanue: 1 - 1ByCTOPOHHMI TOUHBIH BapuaHT Kputepus Dumepa / 1eycroponnwii X2 tect; P2 — OLCHKA
IASAS20; P3 - oucuka ASAS40; P4 - onierxa ASAS 5/6

*I'pyrma 1: BCD-085 40 mr; I'pymma 2 - BCD-085 80 mr ; I'pymma 3 - BCD-085 120 mr; I'pynma 4 - mane6o)

[00927] Pesynbratel mokazareneit ASAS20, ASAS40, ASAS 5/6 mnpencraBieHbl B
Tabnuue 38 (PucyHok 25).
[00928] IIpouenTtHas nons nmauneHToB, nocturumx kpurepus ASAS20, ASAS40, ASAS

5/6, Opin Beiue B rpynmax BCD-085, ocobenHo B rpymme ¢ 10301120 mr. Jlpyrue BTOpOCTENEHHbIE
NOKa3aTeln HW3MEHsUIMCh AaHAJOTHYHbIM o0pazoM: Bce rpymmsl BCD-085 mpomemoHCTpHpoBaiu
JYYIOYI0 OTBETHYKO PEAKLUI0 HAa MPOBOAUMOE JIEUEHHE IO CPAaBHEHUIO ¢ rpymnmoi mianebo. Bee
BTOPOCTENEHHbIE NTOKA3aTeNd MOKA3aJId 3HAYUTEBbHOE YIIy4lIeHHe KO BPEMEHU MPOBEEHUsI BTOPOIro
KOHTPOJISI IO CPABHEHUIO C CKPUHUHIOM. [[OCTUrHyTasi OTBETHAsl peaklysi Ha NPOBOAUMOE JICUCHHE
COXpaHsAJIaCh HA NPOTS)KEHUH BCETO NEPUOA UCCIIENOBAHMUS.

[00929] DapMaKOKMHETHKA

[00930] ITocne ogHokpaTHOro BBeAeHUs npenapata BCD-085 B noze 40 mr, 80 mr u 120
MT, JIEKAPCTBEHHOE CPEICTBO OOHAPYKUBAJIOCh B CHIBOPOTKE B TeueHue 0,5-4 4 mociie BBEAECHUS 1036
npernapara. Ero KOHIEHTpalusi CO BpEeMEHEM H3MEHsUIaCh OJMHAKOBO JUIsi BceX 103 (Dwur. 26).
Usmenenust koHueHtpauuu mnpenapara BCD-085 Oblim mpomopruoHaNbHBI BBEIEHHOH J03€.
ITokazarenu Cmax 1 AUC (0-168) IMEJTU CHIIbHBIE J0303aBUCUMBIC 3(P(HEKTHI.

[00931] Ilocnenyromee ucnonpzoBanue npenapara BCD-085 mpuseno k mocreneHHOMY
YBEJIMYEHUIO €r0 KOHIIEHTpaluy 0e3 SIBHBIX MPU3HAKOB KyMyJisaiuu (Pur. 27).

[00932] be3onacnocTe

[00933] AHann3 0e30macHOCTH BKJIIOYAJ] BCEX IAIMEHTOB, KOTOPbIE MOJYUYUJIH IIO

KpaliHel mepe omgHy no3y npemnapara BCD-085 (n = 88, Tabnuia 39). 1o kpaliHeli Mepe, OHMH ClTydYaid
Bo3HukHoBeHust HA / CHSI Obit 3apeructpuposan y 45,45% naunenros (rpymma 1), 27,27% nanmeHTos
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(rpymma 2), 18,18% namuentos (rpynma 3) u 31,82% nauunenrtos (rpymnma 4) (p = 0,298). Ces3aHHbIE C
neuenueM HA Obutn ouenensr y 22,73% mnanuenros B rpymre 1, y 18,18% maunentoB B rpymnme 2, y
4,55% nanuenTos B rpymme 3 u'y 22,73% nanuentoB B rpynme 4 (p = 0,354). HA 3-4 crenenu Obutu
3apeructpupoBanbl y 4,55% mnauuentoB B rpynmmax 1 u 4, y 9,09% B rpynme 2. Haubonee
pacnpoctpaHeHHbIMA HS Obuln HEWTpOIEHUs, TOBBIIICHHE HIDKHETO apTePHAIbHOTO IaBJICHUS.
boabmuacTBo HA Obiin ¢1a00-BhIpaskeHHBIMU. O HAJTMYMK OYaroBbIX peakiuii He COOOIIANOCh.
[00934] OnuH manueHT BbIObLT U3 KIMHUYECKOTO MCCIIEIOBAHUS MPEKIEBPEMEHHO U3-32

BO3HUKHOBeHUs1 HA, 310 mpousomwio B rpynmne npuema npenapara BCD-085 B noze 80 mr. Cepbe3HbIx

HEXKEIJIATCIIbHbBIX ﬂBHeHPIﬁ, O4YaroBbIX peaKHI/Iﬁ U JICTAJIBbHBIX UCXOO0B HE 6bIJ'IO SapeFI/ICTpI/IpOBaHO.
[00935]

Tabmuua 39. O600menHble naHHbIe Mo Oe3onacHocTH (Mccnenoanue BCD-085-

To Menbmeii mepe 1 HS 11 (50.00) 6 (27.27) 4 (18.18) 7 (31.82)
To menbmeii mepe 1 THS 5(22.73) 4 (18.18) 1 (4.55) 5(22.73) 0.354
Tsoxenoe HSI 1 (4.55) 2 (9.09) 0 1 (4.55) 0.900
Tsoxenoe THSL 0 1 (4.55) 0 1 (4.55) 1.00
BeIxoa u3 uccne0BaHAA H3- 0 1(4.55) 0 0 1.00
3a BO3HUKHOBeHUS HA
Hepeuens Tsekennix HA
Anemus
(creners 3) 0 0 0 1 (4.55) 1.00
Helitponenus
(crenems 4) 0 1 (4.55) 0 0 1.00
OPO3UBHBIH KOJIUT 0 1 (4.55) 0 0 1.00
(cremeHs 3)
ONUCKJICPHUT
(crenei 3) 1 (4.55) 0 0 0 1.00
[00936] HNMMyHOreHHOCTD
[00937] [TomynAuus 171 OLIEHKU UMMYHOT€HHOCTH COCTOsIIa U3 85 mauueHToB (Tex, KTo

MOJTy YHJT IO KpaiHel Mepe OHY MHBEKLMIO UCCIIEy EMOT0 Npenapara 1 pea0CTaBUI 10 KpaiHel mepe
nBa oOpasia KpOBH IJIsl aHAJIM3a, OJUH U3 KOTOPBIX ObUT B3AT Mepell BBEACHUEM TePBOM 103bI B I€Hb 1,
Henest 0). 3a0op 0Opa31oB KPOBH OCYLIECTBISUICS Ha Henene 0 10 BBEACHUS] MHBbEKLIMHU, Ha 8-OM U Ha
16-o1i Henene neuennst. OLUeHKAa IMMYHOT€HHOCTH HE BBISIBUJIA HAJIMYHS KaKUX-JTUOO CBS3BIBAOIINX
aHTuTeN npotus npenapata BCD-085 Hu y onHOro nauueHra.

[00938] 3akIoueHne

[00939] Jleuenne npenaparom BCD-085 npuBOIUT K 3HAYUTETBHOMY YJIYYIICHHIO BCEX
cumntomoB AC o cpaBHeHuUIo ¢ BBeneHueM mianedo. [Tpemapar BCD-085 B no3ze 120 Mr mposiBiisit
Haubosee BbIpakeHHbIN 3¢ ekT. JlaHHbIN mpenapaT XOpoIno MEPEHOCHIICS BO BCeX 103aX Oe3 pa3inauil
¢ ianebo B mpoduisix 6e30MacHOCTH.

[00940] IMpumep 9. JInutenpHOE MpUMEHEHHUE JIEKapCTBEHHOTO cpenctBa Hertakumad y
MAIMEHTOB € aHKIJIO3UPYIOLUM CITOHAMIUTOM (uccnenosanue BCD-085-3ext)

[00941] Ju3aliH KIMHUYECKOTO UCCAEA0BAHUS

[00942] Hccnenosanne BCD-085-3ext - 3T0 MHOTOLIEHTPOBOE OTKPBITOE PACIIMPEHHOE
uccnenosanue ¢assl Il s3¢pdextuHOCTH 1 6e30nmacHocTH npenapata BCD-085 B noze 80 mr u 120 mry
NAlUEHTOB C aHKWJIO3HUPYIOIIUM CIOHAWINTOM, KOTOpble 3aBepuimnn uccienosanue BCD-085-3 B
COOTBETCTBUH C MpoTokojoM. OCHOBHOH 3amadeil Opwio ONEHUTH 3(P(HEKTUBHOCTL U OE30MaCHOCTH
noanepkuBaroel repamuu (o 1 roga) mpu ucnonb3oBaHuu npemnapata BCD-085. HMccnenosanue
3aBEpPLIEHO, PE3YJIbTaThl IPOAHAIU3UPOBAHBL

[00943] Ecnu cymmupoBaTh MNPONOKUTENBHOCTh TOCIEAYIOIIEro HaOMIONEHUs B
ocHoBHOM HccnenoBanuu BCD-085-2 (16 nHenenp) u ero ¢asy npoanenus BCD-085-2ext (40 Henens),
oOwiee Bpemsi HaOmOAeHUs 32 1 CyOBbeKTOM B 0OOUX MCCIIENOBAHUIX COCTABUIIO 56 Henenb. (okoso 1
rozaa) (pucyHok 28).

[00944] ITonysius maueHToB U AN3aiH KJIMHUYECKOTO UCCIIEOBAHUS
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[00945] B nmanHoe ucciemoBaHue ObUl BKJFOYeH 81 MalMeHT, KOTOpbIE 3aBEPLIMIIN
uccnenosanne BCD-085-3 B cooTBeTcTBUM € MNPOTOKOJNOM. llanueHTel, KOTOpble HE AOCTUINIHU
nokaszarenst ASAS20 (He oTBeTuBIIME Ha JiedeHue) nocie uccienosanuss BCD-085-3, momywanu
npenapat BCD-085 B noze 120 mr no cxeme Q2W 1o 1 roga, nalyeHTbl, KOTOPbIE AOCTUTIIN TOKA3aTeNs
ASAS20 nocne uccnenosanust BCD-085-3, nonyuanu npenapar BCD-085 B no3ze 80 mr no cxeme Q2W
1o 1 ropa.

[00946] Bo Bpems uccnenosanust BCD-085-2ext mauueHTsl NOdy4anu Je4eHue B ABYX
rpymnmnax:

v I'pynma 1: BCD-085 B no3e 80 wmr;

4 I'pynmna 2: BCD-085 B nose 120 mr.

[00947] OCHOBHBIM KpHUTEPHEM OIIEHKH ObLjla JOJsi MAalUEHTOB B KAXIOH TIpyIIre
uccienoBanusi, Kotopbele aocturiu kputepuss ASAS20 Ha 36 Hemene uccnenoBaHusi BCD-085-ext.
BTopocreneHnble KpuTepUN OLIGHKU BKIIFOYAlOT onieHKy kputepueB ASAS40 u ASASS / 6, cpennee
U3MEHEHHE IO CPaBHEHUIO C MUCXOnHbIM ypoBHeMm 1o mmkajie BASDAI, BASMI, MASES, BASFI,
ASDAS-CRP u pacmmpenne rpyaHOH KIETKH, M3MEeHeHHe 24-4acoBOi OONIEBOW IIKaJbl, a TaKKe
oueHKy kaudectna ku3HU (QoL). OcHoBHbIe kKpuTepun >((HEKTUBHOCTH OLEHUBAINCh HA 12, 24 u 36
Henene uccaenosanuss BCD-085-2ext (Ha 28, 40 u 52 Hepensix nedenus). Kpurepun Ge3omacHoCTH
BKJIFOYAJIM YaCTOTy BO3HHKHOBEHUS HekenaTelbHbIX siBieHUi (HS), cepbe3HbIX HeKelaTeNbHBIX
srnennii (CHA), HA 3-4 crenenn B coorserctBum ¢ kpurepusimu CTCAE 4.03, gactoty paHHEero
IpeKpalleHns] UCCleoBaHus u3-3a Bo3HuKHOBeHHs H. Ilapamerpbl MMMYHOI€HHOCTH BKJIHOYAIU
4acTOTY CBS3bIBAHUS U HeWTpanuzauuu aHturen k npenapaty BCD-085 nocne ogHoro roga nedeHus
(aenens 40 uccnenosanust BCD-085-3ext).

[00948] Pesynbrarsl

[00949] B nesiom o pesysbpraram orieHKH 3)PEeKTHBHOCTH OBLJIO YCTAHOBJICHO!

« JlnutenpHasi (Oomee roma) Ttepamusi mpemapatom BCD-085 ofecnednBaer BBICOKYIO
3P eKTUBHOCTD, COXPAHSIOIYIOCS BO BPEMEHH,;

« JlnmutenbHoe wucnojbp3oBaHue mnpernapara BCD-085 He ObUIO CBS3aHO C BBICOKHUMH
NOKa3aTesIMU oTepU 3PPEKTUBHOCTH;

» Hcnonp3oBaHue ucciaenyemMoro mpemnapara B 1o3e 120 mMr mo3Bossier JOOUTHCS OTBETa Ha
Tepanuio OONbIIEMy KOJIUYECTBY MALEHTOB, BKIFOUAs MAIIMEHTOB, Y KOTOPBIX IPHMEHEHHE Mpenapara
BCD-085 B TeueHue 16 Henenb He NPUBOAMIIO K MOSIBICHUIO KJIMHUYECKOTO OTBETA.

[00950] Ouenka otsera 1o kputepusim ASAS (ASAS20 /40, ASASS / 6) nokaszana, 4To
Gonee 70% mMaLMEHTOB B KaKIBII MOMEHT BPEMEHH OTKPBITOTO AOMOJHUTEIBHOIO HCCIIETOBAHUS
JOCTUTAJIA COOTBETCTBYIOIIErO OTBETA HAa TEPANHI0 HE3aBUCUMO OT UCIOJIb3yeMoil 103bl. Kpome Toro,
IOJIsI TIALMEHTOB, nocTurmux kpurepuss ASAS20 nHa 52 Hemene OTKPBITOrO JOMOJHUTEIBHOTO
uccnenoBanus, cocraBmwia 79,01% (86,42% 1o MeTOmy  HCMOJB30OBAaHHUS  MOCJIEIHErO
JOKYMEHTHPOBAHHOTO 3HavyeHus). Jlons mammenTtoB, pocturmux ASAS40 B TeueHue ONHOIO roaa
tepanuu, cocraBuia 71,60% (77,78% mo mMeTony MCMOB30BAHUS MOCJIEIHETO JOKYMEHTUPOBAHHOTO
3HAYCHHS).

[00951] Ouenka apyrux mokasatesneldl B oOmed nomyssinud manueHToB (n = 81)
NPOIEMOHCTPUPOBAJIA HAJIMYNE CXOAHON TEHACHLIMH JJIs BCEX MapaMeTpOB:. Ha (OHE HCIIOBb30BAHMUS
npermapata BCD-085 wHabnmromanoch BBIPaKEHHOE, CTATHCTUYECKH 3HAYUMOE YJIyYIIEHHE BCEX
cumnroMoB AC, xotopoe cpopMHupoBaiach 10 MEPBOH OLEHOYHOW TOYKH B TEUCHHE PACLIMPEHHOMN
¢asbl (Henens 28) u ocTaBanach HEM3MEHHOH 10 KoHIa uccnenosanus (Tabmuma 40).

[00952] Tabmuua 40. OcHOBHbIe naHHble aHanMM3a 3(P(PEKTHUBHOCTH, TOJYYSHHBIE W3
uccaenosanusi BCD-085-3ext (He3aBUCHMO OT CXEMBbI TpHeMa
‘ BCD-085-3 BCD-085-3ext

Ilapamerp /  3HAYeHHe
ITokazarens

BASDAI 6,3 2.9 2.1 2,2 2,25 <0,0001
ITokazarens

BASMI 4.5 3,6 3,4 3,2 3 <0,0001
Iloxazarens

MASES 3 0 0 0 0 <0,0001




HerxarenpHAs
SKCKYPCHUS

Ilokazarens 59
BASFI i

Ilokazarenn
ASDAS-CRP 3,92 2,25 1,83 1,825 1,845 <0,0001
SF-36
(Ppusrucckuii 31,2 39,5 41,6 H/1 43,9 <0,0001
KOMITOHCHT)
SF-36
(IICHXOJIOrHUECKHI 40,5 49 4 53,4 H/1 54,1 <0,0001
KOMIIOHCHT)
Orenka 6omu,
LIPIII (NRS)
Onenka
HukTtaaruu, LIPTIT 7 2 2 2 1 <0,0001
(NRS)
[Mpumeuanue: - Tect ®puamana
[00953] Takum 00pa3oM, MOXKHO CHeNaTh BBIBOA, 4TO JiedeHHne npenapatom BCD-085
MPUBOJIUT K 3HAYUTENILHOMY YJIYUIIEHHIO OOJbIIMHCTBA cUMNTOMOB AC, koTopoe (opmupyercs B
OCHOBHOM B T€UE€HHE MEPBOr0 MECSLIA MOCIe Havala TEPAnUu U COXPAHSIETCS B TEUCHHUE TOJa JIEUEHUS].

3 4 4 4 4 <0,0001

3,2 2,2 2.3 1,9 <0,0001

7 3 2 2 2 <0,0001

[00954] Ouenka norepu AOCTUrHYTOro 3¢dexra npu yBEeITMUEHHH TPOJOJIKUTEIBHOCTH
Tepanuu
[00955] AHamm3 nuHamuku otBeToB kputepust ASAS20 / 40 He BBISIBUJI TEHACHLUU K

CHIDKEHUIO OTBETHOM PEaKLUU BO BPEMsi OTKPBITOTrO JOMOJIHUTEIBHOIO HCceaoBanus. B nenom norepst
OTBETHOMW peaki[M Ha MPOBOAMMOE JieueHHe Oblia oTMeueHa y 4,76% MmanueHToB.

[00956] JanHele 0 gonrocpouHoit 3¢dexruBHOCTH puMeHeHus npenapara BCD-085 B
no3ax 80 u 120 mr
[00957] JinurenpHOe ucnoabp3zosanue npenapara BCD-085 B makcumanbHol no3e 120 mr

NPUBOAUT K BBICOKOW 3((EKTUBHOCTH y MALIUEHTOB, Y KOTOPBIX HE ObUIO IOCTATOYHOrO 3(ddexra
JIeUeHHs B TeUeHUe NepBhIX 16 Henenb. B KOHIIE eproaa OTKPHITOrO AOMOJHUTEIBHOTO UCCIIEOBAHUS
oTBeTHbIe peakuuu o kputepusim ASAS20 / 40, ASASS / 6 Opimn nocturHy sl y 63,16%, 52,66% u
52,66% MmarueHTOB COOTBETCTBEHHO.

[00958] Jis  npyrux BTOPOCTENEHHBIX —MMOKa3aTeseil ObUlo TOKAa3aHO HaIu4ue
AHAJIOTMYHOW JTUHAMHMKH B TE€YEHHE MPOIOJIKUTENbHOTO nepuona Bpemenu (Tabmuma 41).
[00959] Tabmuua 41. OcHoBHbIe mapameTpbl 3¢dexTuBHOCTH Tpenapata BCD-085 B
no3ax 80 u 120 mr B pamkax uccienopanuid paser 2 (BCD-085-3 u BCD-085-3ext
BCD-085-3ext p!
,, sHayenue
IMoxazareas BCD-085 80 mr 2.45 1.9 2 1.9 <0.0001
BASDAI BCD-085 120 mr 58 33 3 32 <0.0001
BCD-085 80 mr 3,25 3.1 3 2.8 <0.0001
Howasarens BASMI5 o0 085720 e 52 4 4 4 0.0002
BCD-085 80 mr 0 0 0 0 0.0003
Mowasarers MASES =5 o1 085 120 wir 1 0 0 0.0007
I[bIXaTCJ'IbHaH BCD-085 80 mr ) 45 4 4 01759
SKCKYpPCHs BCD-085 120 mr 4 4 4 4 0.3012
BCD-085 80 mr 2.3 1.95 1.8 1.5 <0.0001
Howasarers BASFI 5o 085120 ir 5.8 4 4 32 <0.0001
ASDAS-CRP BCD-085 80 mr 2.135 1.695 1.65 1.61 <0.0001
Gast BCD-085 120 mr 3.77 2438 2.45 2.5 <0.0001
SF-36 (pusuucckuii| BCD-085 80 mr 40.1 42 .95 H/IT 44 .6 0.0018
KOMITOHCHT) BCD-085 120 mr 342 36.9 H/IT 383 0.1504
SF-36 BCD-085 80 mr 50.80 53.35 H/1 54.6 0.0477
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(NCHXOTOTMMCCKUH | ppy (195 190 435 54 H/1 503 0.0032
KOMIIOHCHT)
Ouerxa Gomx BCD-085 80 mr 3 2 2 <0.0001
LIPII (NRS) BCD-085 120 mr 7 3 3 3 <0.0001
Ouerka Gomx BCD-085 80 mr 2 15 1 1 <0.0001
LIPIII (NRS) BCD-085 120 mr 5 3 3 3 0.0001
[Mpumeuanue: ' - Tect @puamana; JMCIEPCUOHHBIN AHATH3 MOBTOPSIOIIMXCS HAOIFO,ICHHMN

[00960] JlaHHBIE CBUETENBCTBYIOT O TOM, YTO y MalueHTOB u3 rpymmnsl 1 (80 mr) mpu
BKIIOUeHHHn B wuccienoBanne BCD-085-3ext HaOmomanuch HU3KME 3HAUEHMsT BCEX OCHOBHBIX
nokKasaresield akTUBHOCTH aHKuJo3upyromero cnonammmra (16-s Henens uccienosanusi BCD-085-3).
JlanpHelilee UCIOIb30BAHUE MPenapara y HUX NpuBeo k crabunmsanmu 3¢ dexra (cpenHue 3HaueHHsI
OOJIBIIMHCTBA MOKA3aTENeH UTH Ha KIUIATO).

[00961] IMamuentsr w3 rpynmsl 2 (120 Mr) XxapaxkTepuU30BAJIUCh HM3HAYAJIBHO Oolee
BBICOKMMH 3HAYSHHSIMH BCEX OCHOBHBIX MOKa3aTesiel Mpu BKJIFOYEHUU B UccienoBanue (B 1,5-2 pasa
BbILIE, 4eM B rpymmne 80 Mr), 4To CBsI3aHO ¢ HeHocTaTo4HOCThIO ASAS20 B mpenpinyuiue 16 Henmenb
JleueHus B OCHOBHOM HccienosaHuu. Mcnonr3zoBanue npenapata BCD-085 B nose 120 mr B nepuon
OTKPBITOTrO JOTIONHUTENBHOTO UCCIEA0BAHNS IPUBOAUT K BbIPAXKEHHOMY M CTATUCTHUYECKU 3HAYMMOMY
cHmkennto nokaszareneir BASDAI BASFI, BASMI u onienke 6oneBbix omyineHuil. Takum obpazom,
unaexkc BASDAIL koropblii oTpa)kaeT akTUBHOCTb aHKHJIO3MPYIOLErOo CIOHJAWINTA, B 3TOH IpyIe
cocTaBuJl =~ 3,2, YTO COOTBETCTBYeT HEAKTUBHOW CTamuu 3a0oyieBaHUs. B COOTBETCTBUH C
pexomernnaiusimu ASAS-EULAR2016 usmenenus: B 6amnax ASDAS > 1,1 u BASDAI 6annos > 2
CUNTAIOTCSA KJIMHUYECKU 3HAYMMBIMH. JlaHHBbIE, NMPEACTABICHHbIE B TAaOJMIE BBILIE, YKA3bIBAIOT Ha
Hau4ue 5TuxX n3MeHeHni B rpymnmne 120 mr BCD-085, yto noareep:kaaer 3Ha4MMOCTb 3P PeKTOB.

[00962] be3zonacHocTh

[00963] AHanmm3 0e30MacHOCTH TPOBOIMJICS C YYETOM BCEX MAILUEHTOB, KOTOpBIE
MOJIyUUJIM MO KpaiiHel mepe onHy no3y npenapara BCD-085 B pamkax uccnenosanus BCD-085-3ext
(n=281).

[00964] B nenowm, o kpatineii mepe, oqun ciayuaii HA Obut 3apeructpuposan y 40,74%

(33) yuacTHHMKOB, B TO BpeMsl Kak cBsizaHHble ¢ jedeHneM H Obinu mpencrasnens! y 28,40% (23)
NalMeHToB. B TedeHne Bcero mnepuoma HUCCIENOBaHHMS HE HAOMIOJANIOCh HU OIHOTO CIydas
Bo3HukHOBeHust CHA, HA 4 crenenu Tsoxkectu uimm cmeptu (Tabnuma 42).

[00965] Bo Bpewms uccnenoBanusi BCD-085-3ext OblI0 3aperucTpupoOBaHO ABa Ciydast
IOCPOYHOTO BBIOBIBAHMSI M3 HCCIENOBaHUS H3-3a BO3HUKHOBeHus: HS (mukpoOHas »sk3ema,
MOJIO’KUTEJIbHBIN aHAJIN3 KPOBH HA TyOepKyJies).

[00966] Tabmuua 42. OCHOBHblE NaHHblE aHaIU3a OE30MACHOCTH JIEKAPCTBEHHOTO
CpeJICTBA, MOJIyueHHBIE B xoe ucciaenopanus BCD-085-3ext

NUCAHME OTKIIOHEHU

JIrob6oe HA 33 (40.74%)

JIroboe CHA 0 (0.00%)

HJI, cBsizaHHBIE C TPOBOAMMBIM JICHEHHUEM 23 (28.40%)

HA 3 crenenu Tsokectu 4 (4.94%)

HA 3 crenenu TsKECTH, CBSI3aHHBIE C TPOBOIUMBIM JICUEHUEM 2 (2.47%)

QuaroBble peakiuu 1 (1.23%)

Brxox u3 uccnenoBanus u3-3a BO3HUKHOBeHUst HA 2 (2.47%)

[00967] BonpmmacTBO HA ObUTH MpeacTaBieHbl eAMHIYHBIMU CITyYasiMUA Ha TPOTSKEHUN

BCEro HCCienoBaHus. 3apeructpupoanabie HA oTHOoCHINCH riiaBHBIM 00pa3oM K MH(EKIIMOHHBIM
3a005eBaHMSIM, HAPYLIEHHUSIM CO CTOPOHBI KPOBHU U IUM(PATHUECKONW CUCTEMBI, a TaK)Ke K HApyIIEHUSIM
(YHKIIMOHUPOBAHUS TEYEHU M KEeNYEBbIBOASAINNX MyTel. Pexke BCTpedannch CepaevHO-COCYIUCThIE
paccTpoiCTBa.
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[00968] 3apeructpuposanabie HS, B TOM yucnie cBsi3aHHBIE C MPOBOAUMBIM JIEUEHHUEM, B
OCHOBHOM ObUIH CTa0OBBIPAKEHHBIMU U yMEpPEeHHBIMH (1-2 CTENeHU B COOTBETCTBHM C KPUTEPHUSIMH
CTCAE 4.03), uto mo3BonsieT caenarh BbIBOA 0 TOM, uTo npenapat BCD-085 nmokasan GnaronpusTHbIN
npoduie OezonacHocTu. bbuto dereipe mamuenta ¢ HS BbICOKOH CTeneHU TSKECTH, TAKUMH Kak
Helrpornenus, nosbimieHHbIH ypoBeHb GGT, octpas nHbekuueil BEpXHUX MAbIXaTENbHBIX MyTeH U
NIOBBIIIEHHOE KPOBSIHOE AaBiieHHe. [[Ba cilydas MOBBILIEHUsS apTepUaNbHOrO JaBjeHus (3 creneHu),
3aperucTPUPOBAHHBIC Y OAHOTO MALMEeHTa, MOTPeOOBaNIN MPOBEACHHE MEIUKAMEHTO3HOH Teparnuu
ObUTH yCTpaHeHbI 0e3 MOCIeICTBHIA.

[00969] BepositHocTe BO3HUKHOBeHuss HSI paccmaTpuBamack Ha OCHOBE HM3BECTHBIX
npoduneit Oe3omacHOCTH APYyrux HHrUOMTOPOoB IL-17 W HaHHBIX MPEABIAYIIUX KIHHUYECKUX
uccienosannii BCD-085 (BCD- = 85-1, BCD-085-2, BCD-085-2ext u BCD-085-3. B uccnenoanuu
BCD-085-3ext ObLIO 3aperucTpUPOBAHO eNUHCTBeHHOE Heoxkunannoe HA - mapecresus nuua. Tem He
MeHee, PacCTPOICTBa HEPBHOM CHCTEMBI, COMTPOBOXKAAEMbIEC HAPYLIIEHUEM Yy BCTBUTENILHOCTH (Tapainy
JIMLIEBOTO HEPBA, PAAMKYJHT) ObUTH OMHCaHbl paHee i npenapatoB Cekykunymad u HMkcexnzymao,
YTO MOXKET YKa3blBaTb HAa HEKOTOPYIO BEpPOSITHOCTh BO3HHUKHOBeHUs Takoro HS y mnanueHTros,
nojy4asinux jiedenue IL-17-uaruburopamu.

[00970] bruta 3aperucrpupoBaHa cepusi ciyd4aeB BO3HUKHOBeHuss HS, koropas
NpPEeACTaBIsIeT COOOM MHTEpeC KakK 4acThb OLEHKH O€30MaCHOCTH TEPAeBTUYECKUX MOHOKJIOHAJIBHBIX
AHTHTEI B LIEJIOM U HHTHOUTOPOB UHTEpJIeliKnHA-17 B HaCTHOCTH.

[00971] JlBa cny4asi TIOJOXKHUTENILHOTO aHajn3a KpOBH Ha TyOepkynes ObuiH
3apErUCTPUPOBAHBI MIPU HATMYUU HOPMAJBHON PEHTICHOTPAMMBI IPYIHOM KIETKH U 0e3 Kakux-1udo
APYTUX MPU3HAKOB aKTHBHOT'O TyOepKyJie3a.

[00972] b1 BBISIBJICH OJTUH CIy4ail pa3BUTHSI MUKO3a 2-01 cTanuu (KaHIUA03 TUINEBO/IA)
(1,23%). Jannoe HA Obuto BhuTeueHO O€3 MOCIEACTBHIA B paMKaxX MPOBENEHUsT CTAHAAPTHON TepaIiu.
[00973] CorynacHO TpEACTaBIEHHOMY TPOTOKOJY, He ObUIO 3apernCTPUPOBAHO

nposiBieHus1 Takoro HS kak aHKUIO3MPYOLIMHA CrOHAWINT. B CcBsi3u ¢ 3TUM HEOOXOOMMO OTMETHTH
cily4ail BO3HMKHOBEHHS HPUIOLMKINTA, HNHTEPHIPETUPYEMOIO MCCIEAOBATENSIMU KaK MPOsIBICHHUE
AHKWJIO3UPYIOINEro CHOHAMJINTA W HE 3aperucrpupoBaHHblli B kadectBe HS. Hpuporukmur Obut
BbUICUYEH O€3 MOCIIEeICTBHI B paMKaX MPOBENEHUs CTAHIAPTHON Tepanuu.

[00974] VuuteiBas nyTh BBeneHus mpenapata BCD-085 (moakoskHble HHBEKLUH),
O’KU/IAJIOCh Pa3BUTHE OYaroBbIX peakiuil. Jlons manueHToB ¢ 04aroBbIMU peakLusMu coctaBuia 1,23%
(2 o4aroBeIX peakuuy OBLIM 3aPErHMCTPUPOBAHBI Y OIHOTO MALMEHTA, MPEACTaBJICHHbIE THIIepeMUeii,
OTEKOM, 3y10M, OOJBbIO U 00pa30BaHMEM OYaroBOro HHYUIbTPATA), YTO YKA3BIBAET HA HU3KYIO YACTOTY
BO3HHKHOBEHUS TOTO HEOJIaronpHsITHOTO SIBJICHHSI.

[00975] B TedeHue Bcero neproza UCCiIeI0BaHKs HE HAOIOAAIOCh CiTy4aeB 00pa3oBaHUs
AHTUTEN K HAPKOTUUYECKUM BELIECTBAM.
[00976] Takum obpa3om, ucnonb3oBanue npemnapara BCD-085 B TeueHue Bcero roaa y

naieHToB ¢ AC nemMoHCTpupyer OnaronpusaTHbI Npoduib Oe30MacHOCTH M XOPOLIYIO
nepeHocuMocThb. JlaHHBIH mpenapar XapakTepusyercss HHU3KOH BEpOSTHOCTBIO BO3HHUKHOBEHMSI
ouarosbix peakuuii, CHS, uyacrora Bo3HukHOBeHUss HSl He yBenuuuBanach 3a BpeMsi IPOBEACHMUS
Tepanuu. CpaBHEHHE ¢ UMEIOIIUMICS JaHHBIMH O 0€30MacHOCTH APYTUX MOHOKJIOHAJIBHBIX aHTUTEN
NPOTHB MHTEpJIEHKNHA-17 (CeKyKnHYMa0, NKeKN3yMal) YKa3bIBAeT Ha COMOCTABUMOCTh UX Mpoduien
Oe3omacHOCTH.

[00977] 3akiroueHue

[00978] Bbruto mokaszano, uTo AnuTENBHOE HCToNb3oBaHue npenapara BCD-085 B nose
120 Mr no3BONIUIIO AOCTUYB OTBETA HA TPOBOAUMOE JICYEHUE AaXe Y MALUEHTOB C 3aM103/1aJI01 OTBETHON
peakiueii (y KOTOpbIxX He ObUT JOoCcTUTHYT nokazaresib ASAS20 Ha 16 Henene), Hanpumep, nocie 1 rona
neuenusi nokaszaremu ASAS20 / 40 u ASASS / 6 Obutn monydensl y 63,16%, 52,66% u 52,66%
MAIMEHTOB COOTBETCTBEHHO. AHANIN3 0€30MacHOCTH MOKa3al, 4To AnurenbHoe npuMeHeHne BCD-085
XOpOUIO TEPEHOCUJIOCh MAIMeHTAaMH, aHaJN3 WMMYHOT€HHOCTH HE BBIABWI KaKUX-IHOO CIydaeB
(dbopMHUpPOBaHUS AHTUTEN K JIEKAPCTBEHHOMY Iperapary.

[00979] ITpumep 10. DpdexruBHocTs npenapara Heraknmaba rpu 1e4eHNN MALIUEHTOB C
AHKWJIO3UPYIOIIUM CIIOHIMIUTOM (uccnenosanue BCD-085-5)
[00980] Jn3aiiH KIMHUYECKOTO UCCIIEOBAHUS
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[00981] BCD-085-5 - 3T0 mpogoimkaroimeecs: ABOWHOE CIETIOEMHOTOLIEHTPOBOE I1aedo-
KoHTposupyemoe uccienosanue Il ¢as3pr y manueHToB ¢ aHKWIO3UPYIOIIUM CIIOHIWINTOM B CTaJIHH
oboctpennsi. OCHOBHOHM LENBI0 HCCIENOBAHUS SIBISETCS OLeHKa 3(P(PEKTHBHOCTH U O€30MacHOCTH
npenapata BCD-085 mo cpaBHeHHI0O ¢ miuane0o NIpU JIEYEHUH MALUEHTOB C AHKHUJIO3HUPYIOLINM
CTIOHAUJIUTOM B CTauu OOOCTPEHMSI.

[00982] B uccnenoanun BCD-085-5 ucnonsyercst 60 mr/ 1 mu npenapara BCD-085 B
IpEeBapUTENIPHO 3alONHEHHBIX mmpuuax. Cnoco0 BBEAEHUS - TOAKOXKHbIE WHBEKIHH 2-Msl
IpeBapPUTENIbHO 3aTIOJHEHHBIMHU MINTPULIAaMH (2 MHBEKLINH ITOJKOKHO B TeueHue 15 munyT) Ha 0, 1, 2
HEZeNsIX U 3aT€M KaKAYI0 BTOPYIO HEAEINIO B TE€UCHHE 3 JIET JICUCHHUSI.

[00983] [Monynsiumst TaMEHTOB U AU3alH KIMHUYECKOTO UCCIIeI0BaHUS

[00984] B wuccnenoBanme ObutM BKIIOYEHBbI 228 MAIMEHTOB C AHKWJIO3UPYHOLIMM
CIIOHAMJIITOM B CTaguM OOOCTpeHusi, B Bo3pacte OT 18 mo 65 Jer BKIIOYUTENBHO, KOTOpBIE
COOTBETCTBOBAJIM KpUTepusiM npuemsieMoctd. [lanmeHram nookeH ObITh IOCTABICH IHArHO3
" AHKHJIO3UPYIOIMH CIOHAWIUT" B COOTBETCTBMU C H3MeHeHHbIMH Hpio-MOpKCKHME KpuTepusMu
(1984), xax muaMMYyM 3a 3 mecsua no noamucanuss PUC (popma nHpopMupoBaHHOTO cornacusi). B
UCCIIEIOBAaHNE HE OBLIM BKJFOYEHbI MALMEHTHI, paHee MOJyYaBIIUE JICYEHHE MOHOKJIOHAJIbHBIMU
anTuTenamy, cessbBaromumest ¢ IL17 (wmm penenropom IL17), m maumeHTsl, paHee MOJyYaBIIUE
neuenne 2-ms1 win Oonee mpenapatamu ¢ antutenamu npotuB TNF-anbda. Ilocne oOcnenoBanus
MAMEHTHI ObLIM pacTIpeieNieHbl 110 TPYIIaM CiTydaliHbIM 00pa3oM B cOOoTHOWeHHHU 1: 1 Ha 2 rpymisl:
1) BCD-085 B nose 120 mr u 2) uiane6o. [aruenTts: moy4danu npenapat BCD-085/mnanedo cormacHo
caenomMy meroay B 1-biii geHb Ha 0, 1, 2, 4, 6, 8, 10, 12 u 14 venensx. Haunnas ¢ 16-ii Henenu nedeHus
UCCIIEIOBAHNE SIBIISIETCS OTKPBITHIM, MAIMEHTHI U3 00EUX TPYII HAYWHAIOT NoJy4dats npenapat BCD-
085 B m03e120 mr mo cxeme Q2W (32 MCKIIFOYEHHEM PECHOHAEPOB M3 IPYIIbI IUanedo: MalueHThl,
nocturmue kputepuss ASAS20 Ha 14-ii Henene B 3TOH TpyIie, UCKIIOYAOTCS U3 uccnenosanus). I1o
3aBEPIICHUH TPOLENyp KOHTPOJbHOro mnpuema Ha 154-ii memene (170-s Hemens Ui MaLUEHTOB,
NePBOHAYAIBPHO PAHAOMHU3UPOBAHHBIX B TPYMIY IJ1ane00) MalueHThl MPOXOAAT Mocienyomee 4-
HenleJIbHOe HaOI0IeHNe ISl OLIEHKH O€30MacHOCTH.

[00985] PesynpTarsl
[00986] IIpencrasiensl JaHHBIE 34 IEPBbIE 16 HEenens. .
[00987] XapaKkTepUCTHKH MALMEHTOB HAa HCXOAHOM YPOBHE ObLIM CXOAHBIMU B TPyIIax

neuenusi. CpegHuil Bo3pacT B Havasie uccienoBanus coctasui 39,14 + 9,99 rona, 75,88% mauneHToB
ObUTM MYy>KYMHAMH, a CPEIHssI HMPOJOJDKHTENbHOCTh CUMITOMOB coctaBwia 4,3 + 4,48 roma. Bce
nauuenTsl uMenu AC B ctanuu oboctpenust (cpeanee 3HaveHue nokasatenss BASDAIL 6,21 + 1,595),
76,8% MaIMeHTOB He MOJTyYaJld HUKaKOro OMOJIOrHueckoro jeueHusi. Ha 16 Henesie OTBET M0 KPUTEPUIO
ASAS40 Obwt Beimme B rpymme npuHuMaroiux mnpenapatr BCD-085 mo cpaBHeHHo ¢ rpymnmoi
npuanMaromux mianedo: 40,35% u 2,63% mnanueHToB cooTBeTCTBEHHO (95% JIM nnsi pa3HULbI B
yacTtoTe oTBeTOB 1o kpurepusim ASAS40 cocrasun [27,37%; 48,07%] (p <0,0001, puc. 29). Bonee
BbICOKast 3 pexTuBHOCTh npenapata BCD-085 Obuta Takke MOATBEpPIKIeHA CPABHEHHEM BCEX APYTUX
BTOPOCTETICHHBIX MOKa3aTeneil s¢dexktuBHoctn (Pur. 30);, yiaydimeHHe 3HAUYEHUI IOKa3aTenei
BASDAI MASES u BASFI cTano 3HaunTeNbHBIM C 4 Hemelu W 3HaY€HHs] OCTABAIMCh HU3KUMHU Ha
MPOTSKEHUU JAHHOTO HUCCIIEOBAHMUSI.

[00988] Ha MoMmeHT BKJIIOUEHHs! B UcclenoBaHHe 0Oe TPyIIbl ObUTH COTIOCTABHMBI IO
urkaje Berlin spine score (4,18 + 4,58 B rpynnme BCD-085 npotus 4,19 + 4,32 B rpynmne mianebo) U mo
mkane SPARCC (5,67 + 8,33 B rpynme BCD-085 mporus 5,23 + 7,86 B rpynme mianedo) (p>0,05).
AHanu3 TaHHBIX K 16-1 Henene edeHus mokasasi, 4ro B rpymnmne BCD-085 Habmonanock 3HAaUMTENIbHOE
CHI)KEHHE OTeKa KOCTHOIO MO3ra MpU HENOCPEACTBEHHOM CpPaBHEHMM C TPYIION, MOJy4aBLIei
ianebo: k 16-i Henese cpenHee N3MEHEHHE 1O CPABHEHUIO ¢ MCXOIHBIM ypOBHEM Mo mmkaie Berlin
spine score coctassiio -2,16 + 2,87 B rpyne BCD-085 o cpaBrenuto ¢ -0,30 + 1,55 B rpymnne maredo
(p <0,0001), a cpenHee U3MEHEHUE MO CPABHEHHIO C UCXOMHBIM ypoBHeM 1o mkaie SPARCC Obuio -
3,80 + 6,68 B rpynme BCD-085 o cpaBHeHuto ¢ -1,82 + 4,12 B rpynmne miaiedo (p <0,01, ®@ur. 31).

[00989] Ha 1-it Hepene pa3Huua B oOueii oreHke 00JIM B CIIMHE MEXAY HCCIIENYEeMbIMU
rpynmnaMu crajia craTucruuecku sHauumoit (®@ur. 32). Ha 16 nenene ucnonszoBanue npemnapara BCD-
085 conpoBOkAAaeTCs] CTATUCTUYECKH 3HAYUMBIM YJIy4IIEHHUEM IO CPABHEHUIO C MCXOJIHBIM YPOBHEM
nokaszatenst BASDAI (-2,8 mportus 0,2, p <0,0001), BASFI (-0,9 nporus 0,9, p <0,0001) u ¢pusnueckom
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komrnonenre SF36 (6,3 mporus - 2,6, p <0,0001) (Pur. 33). Ha 16 Henmene oTBeTHasl peakLyus,
oueHuBaemas no mkaie WPAI (Hapymenune TpynocnocoOHOCTH M TIOBCEIHEBHOW AEATENbHOCTH) B
rpynre BCD-085 3HauuTeNnbHO OT/IMYAjIach B JYUIIYK CTOPOHY IO CPaBHEHHIO C IPYMION rianedo
(Tabmuma 43).

[00990] Tabmuua 43. M3menenue nokazatenss WPAI Ha 16 Henene (MennaHbl, BEpXHUH U
HIDKHUN KBapTHIIN

ILnane6o (n=114)

| OTHOCHTEJIbHO
Hapamerp Hexo, , HCXOIHBIX

XapAKTePHCTHKH ' XAPAKTEPUCTHKH| XapaKTepHCTHK K
xapamepuc*mx K
Heaede 16

Henene 16

% mpomyieHHOe padbouce

BpPEMSI IO COCTOSIHUIO 0[0; 18.4] 0[-11,1;0] 0[0; 15.8] 010;29.9]
310pOBBS

% HApPYIICHHUC

TPYAOCTIOCOOHOCTH IO 50 [30; 70] -80 [-40; 0] 50 [40; 70] 10 [-10; 20]

COCTOSIHHIO 3/T0POBbs
%% ollee HapyIICHHE
TPYAOCTIOCOOHOCTH TI0 55.1[40; 84] -15.6 [-40; 0] 60 [50; 75] 1.2 [-10.3; 20]
COCTOSIHHIO 3T0POBbS

%% HAPYIICHUC TTOBCEIHCBHOM

IEATEIBHOCTH IO COCTOSIHUIO 60 [40; 80] -20 [-40; -10] 60 [50; 70] 0 [-10; 20]
310POBbSI

[00991] be3onacHOCTh 1eKapCTBEHHOIO CPEACTBA

[00992] BONBIIMHCTBO  3aperucTpUpPOBAHHBIX HekenaTenbHbIX siBneHud (HA) wu

CBSI3aHHBIX C JieueHHeM HexkenarenbHbIX siBneHnil (CJIHA) Obpun cnaGoBbIpakeHHBIMU / YMEPEHHBIMU
(Tabmuma 44). Haubonee yacto BcTpeuarommumucs HS Obutn aHemusi, HEHTPONEHUsS] W MOBBILIECHHUE
ypoBust AJIT. OxgHo cepbesHoe HeOmarompusitHoe siBaeHue (CHS), He cBsi3aHHOE C MPOBOAUMBIM
JedeHueM (IepesioM KOCTH, KOTOpPbIH TpeOOBal XHUPYPrUYeCKOro BMEINATeIbCTBA), OBLIO
3apeructpuposano B rpynne NTK.

[00993] Tabmiua 44. O600weHHble JaHHbIE 110 6€30NaCHOCTH JIEKAPCTBEHHOIO CPEACTBA
n p—
JloJisl nalueHToB ¢ “D-0: leielio .

JIroboe HA/CHA 33.33% (38) 25.44% (29) 0,245
CJIHA 17.54% (20) 14.04% (16) 0,586
JIro6oe CHA 0.88% (1) 0 1,00
HA 3-4 crenenu TskecTH 2.63% (3) 3.51% (4) 1,00
CJIHA 3-4 creneHn TsDKECTH 1.75% (2) 1.75% (2) 1,00
OuaroBble peakuu 1.75% (2) 0.88% (1) 1,00

[00994] IIpenapar Herakumab BmtoTh 10 10361 120 Mr (Hanpumep, 10361, IpeiaracMbie

B HACTOSIIEM JOKYMEHTE) MPEACTaBIseT COOOH XOpOIIO MEPEHOCHMOE JICKAPCTBEHHOE CPENCTBO C
OnaronpusTHEIM npoduieM 6e30MacHOCTH, KOTOPOE MPUBOINT K CHIDKEHUIO obocTpeHust AC BILIOTH
10 yiydineHus: (yHKIMOHAIBHOTO COCTOSIHHSI, MTONBIKHOCTH aKCHAJIBHOTO CKejera, CHikeHuto MPT-
MPU3HAKOB BOCIIAJICHHSI U YJIyYIIEHUIO KAYeCTBA KU3HU.
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dopmyna n300peTeHHS:

1. Bonnas ¢apmaneBTHUeCKass KOMITO3ULMSA, TMOAXOMAINAs ISl MapeHTePaIbHOIO
BBE/IEHUs CyOBeKTy Uil MHruOupoBaHus akTuBHocTU Oenka IL17a, cogepaxarmast:

dapmauesruuecku  3ddexktuBHoe  KonmdectBO  aHTU-IL17a  aHTHTEnNAa,
conepkamero nomen VHH-nipousBogHOro 1 BapraOenbHbIi 1oMeH VL,

OydepHbIii areHT Ha OCHOBE TMCTHINHA;, U

3¢ PeKTHBHOE KOJMUYECTBO CITUPTA HA OCHOBE CaXxapa B KaUeCTBE OCMOTHYECKOTO
areHTa.

2. Bognas dapmaneBTuyeckas KOMMO3UIMs o 1. 1, rae ykasaHHbiii qomen VHH-
NPOM3BOIHOTO yKazaHHoro aHTH-IL17a aHTuTena comep:kuT 3 runepBapuabesbHbIE
obnactu HCDR1, HCDR2 u HCDR3, rne:
HCDRI1 copepxut aMuHOKUCTOTHYIO TiocnenaosaTtenbHocTh SEQ ID NO: 1;
HCDR2 conepsxut aMUHOKHUCIIOTHY IO rTocienoBaTenbHocTh SEQ ID NO: 2;
HCDR3 copep>xut aMHHOKHUCIOTHYO TiocnenoaTenbHOCTE SEQ ID NO: 3; u
rae BapuaOenbHbII TOMeH Vi ykasaHHoro aHtu-IL17a aHTuTena comep:ut
aMUHOKHCIIOTHYO0 nocnenosatenbHocTh SEQ ID NO: 4.

3. Bopgnas ¢apmaneBThueckas KOMIo3uims mo m. 1, rae ykasanHoe aHtu-1L17a
AHTUTEJIO MPENCTABISAET COOOM HETAKNMa0.

4. Bopnas (apmaueBTHYeCKas KOMITO3ULMS MO JIOOOMY U3 min. 1-3, rne ykasaHHBIH
HeTaKMMad HaXOAUTCS B KoJu4decTBe OT 5 10 150 mr/mi.

5. Bopnnas ¢apmarieBTHUECKass KOMIO3ULUA MO Jr000oMy w3 mm. 1-3, rae yka3aHHbIHA
HeTakuMab Haxonutcs B konudectse oT 10 1o 100 mr/mi.

6. Bognas QgapmanesTudeckas KOMIO3UIMA MO J0OOMy u3 mm. 1-3, rae ykasaHHbIH
HeTakuMad HaxoauTcs B konndectse 40 Mr/mi.

7. BopnHnas dapmaneBTHdecKasi KOMIO3HLUS 110 J0OOMy u3 mm. 1-3, rae ykasaHHbIH
HeTaKMMad HaAXOIMTCS B Koju4yecTBe 60 Mr/mil

8. Bopmnas ¢apmaneBTHUECKass KOMIO3HMLUSA MO JIoO0oMy M3 nm. 1-3, rae yka3aHHbIHA
HeTaKMMad HAXOIUTCS B Kojm4yecTBe 70 Mr/mut

9. Bognast ¢apmaneBTudeckass KOMIO3HUIMS MO JIF0OoMy u3 mm. 1-8, rne yka3aHHBIH
CIIUPT Ha OCHOBE caxapa MPeCTaBisieT coO0 MaHHUT.

10. Bonnas ¢apmaneBTHyecKkass KOMIO3UIMS MO M. 9, rAe YKa3aHHbI MaHHUT
HAXOAUTCS B KOJIUYECTBE 25-60 Mr/MiL.

11. Bopnas ¢papmaneBTHUECKass KOMIO3HULIMS MO JioOoMy u3 . 1-10, roe moxxoxnsimee
KOJIIYeCTBO Oy(hepHOro areHTa Ha OCHOBE TMCTUANHA N00aBIsIIOT 1uist nosenenust pH no
MPUMEPHO OT 5,5 110 6,5.

12. Bopnas ¢apmaueBTuueckas komrnosuuus no 1. 11, roe ykasanHelii Oy¢epHbIit
areHT COCTOUT U3!

L-ructununa B konuuectse oT 0,4 o 1,6 mr/mi; u

TUCTHIMHA THAPOXJIOPU MOHOTHApaTa B konndectse ot 0,4 1o 1,6 mr/mi.
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13.  BopHnas papmaneBTudeckass KOMIIO3ULHS 110 JIF000My 13 L. 1-12, 7ONOTHUTETBHO
cozeprKalasi NOAXOASIINN COMFOOMIN3ATOP.

14. Bopnas ¢papmaneBTHUECKask KOMIIO3UIUA MO I1. 13, T1e yKa3aHHbIH CON0OMIN3aTOP
npencTasisierT codoit mojokcamep 188.

15. Bognas ¢apmaneBTuueckass KOMIOO3ULMA MO 1. 14, Te yKa3aHHbIA MOJOKCamMep
188 HaxonuTcs B KOMuecTBe, KoTopoe Oobine 0 MIr/Mi1, HO paBHO MIIM MeHbLIe 1 Mr/mit.

16. Bognas QapmaneBTuyeckass KOMIIO3UIIHS, MOAXOASINAs MJis MNapeHTEPaTbHOTO
BBEICHUS CyOBEKTY Uil MHrMOMpoBaHus akTuBHOCTU Oenka IL.17a, cogepxarast:

Heraxumab 40 mr/mn

L-ructunun 0,4 mr/mi

L-ructununa rugpoxaopun MmoHoruapat 0,4 mMr/mi

MasnnuTton 54,5 mMr/mn

ITonokcamep 188 — 1 mr/mi

pH6.0+05

17. BonHas ¢papmaneBTiHyecKasi KOMIO3UIMs o 11.16, rae
a) ykaszaHHbIH nojiokcamep 188 Haxoaures B komudectse 0,5 Mr/mit, win
0) yka3aHHbIi osiokcamep 188 Haxonurcs B kosmuecTse 1 Mr/mit

18. Bognas ¢QapmaueBTHdeckas KOMIO3HMLMS, TMOAXOMAINAs U MapEHTePaTbHOTO
BBEICHUS CyOBEeKTY Uil MHrnOnpoBaHus akTuBHOCTU Oenka IL.17a, conepaxarmast:

dapmaneBruyeckn  3ddexkTuBHOe  KommuectBo  aHTU-IL17a  aHTHTEna,
coxepkamero nomen VHH-nipon3BogHOro 1 BapuadebHbIi JoMeH Vi,

Oy(GepHbIii areHT Ha OCHOBE alleTaTa; u

Aucaxapuj B Ka4eCTBE OCMOTUYECKOTO areHTa.

19. BopHnas dapmarieBrudeckast kKomrnosuuus o mn. 18, rae ykasanusiii nomen VHH-
NPOM3BOAHOIO yKazaHHoro aHTH-IL17a aHTuTena comep:kuT 3 runepBapuabesbHbIe
obmacru HCDR1, HCDR2 u HCDR3, rze:
HCDRI1 copepkut aMUHOKUCTIOTHYIO TiocnenoBaTtenbHocTh SEQ ID NO: 1;
HCDR2 conep:kuT aMUHOKHUCIIOTHYIO rocienaoBaTeibHOCTh SEQ ID NO: 2; u
HCDR3 copepkut aMUHOKUCTIOTHYIO TiocnenoBaTenbHocTh SEQ ID NO: 3;
rae BapuabenbHbI NOMeH Vi ykasaHHoro aHtu-IL17a aHTHTena comep:Kut
aMHHOKHCIOTHYO0 nocnenosaTenbHocTh SEQ ID NO: 4.

20. Bopgnas dapmanestudeckas kommosunms mo m. 19, roe ykasanHoe aHTu-IL17a
AHTHTEJIa MPEACTABIISIET COOOM HETAKUMAO.

21. Bopnas papmaneBTudeckass KOMIO3UIHs 10 Jrodomy u3 nm. 18-20, rae yka3aHHBIH
HeTaKMMad HaAXOIUTCS B KoJu4decTse OT 5 10 150 mr/mi.

22. Bopnas kommozunusi mo jrobomy w3 mm. 18-20, rme yka3aHHBIA HeTaknumad
HaxoauTcs B konuuecTse oT 10 1o 120 mr/mi.

23. Bopnas papmaneBTudeckass KOMIO3UIHs 10 Jrodomy u3 nm. 18-20, rae yka3aHHBIN
HeTaknuMad HaXOAUTCs B KoiuyecTse 60 Mr/mil.
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24. Bopnas papmaneBTudeckass KOMIO3UIHs 10 Jrodomy u3 nm. 18-20, rae ykazaHHBIH
HetaknMab HaxoauTcs B konudectse 100 mr/mi.

25. Bopnas papmanesTudeckas KOMIO3UIMs 10 Jr00omy u3 nm. 18-20, rae ykazaHHbIH
HeTakuMad HaXxonUTCs B konudecTse 120 mr/mi.

26. Bognas papmaneBTHYeCKast KOMIIO3HLIUS 1O JI000oMy 13 il 18-25, rie yka3aHHBIN
AUCAXapUA MpencTaBisieT COOOH Tperanosy.

27. BopHas ¢apmaneBTUYECKas KOMIO3MIMA MO M. 26, TIe YKa3aHHYHK Tperajaosy
N00aBJISIFOT B YKa3aHHYEO KOMITO3UIIMIO B BUJIE IUTHPATA TPErajo3bl B KOJINYeCcTBE OT 50
1o 120 mr/mur.

28. Bopnas papmaneBTHUECKasi KOMIO3HULUS O J0OoMy u3 . 18-27, rae ykazaHHOe
KOJIM4YeCTBO Oy(hepHOro areHTa Ha OCHOBE arleTaTa COCTOUT U3:

HATpUs aleTar Tpuruapara B komudectse ot 0,4 no 1,8 mr/mi; u

MOAXOSALIETO KOJMYECTBA YKCYCHOM KHCIOTHI Ajs AoBeneHus pH ykasaHHOMU
koMmmo3umu 10 4,0-6,0 BKIFOYUTENBHO.

29. BopHas (QapmaneBTUYecKass KOMIO3WLUsS 1O Jirobomy w3 mm.  18-28,
TOMOJHUTEBHO CONepIKaIas MOAXOIAIIHHA COMIOOUIN3ATOP.

30. Bognas gpapmaneBTudeckast KOMIIO3ULMS 110 1. 29, Tie YKa3aHHbBIN COMF0OMIN3aTOp
npezacrasisieT coboi monokcamep 188.

31. Bopnas ¢apmauesTuueckas komno3uuus mo 1. 30, rae yKasaHHBIA MOJIOKCaMep
188 Haxomgutcs B KoymdecTse OT Oosiee O Mr/mit 4O paBHO WM MeHee | Mr/mut.

32. Bognas ¢apmaneBTudeckasi KOMIIO3ULMS, IMOAXONAINAS Ui IMapeHTePAIbHOTO
BBeNIeHHs1 CyOBEeKTy JUIsl MHruOnpoBaHus aktuBHocTH Oenka IL17a, coneprkamas:

Herakumab 60 Mr/mi
Tpurunpar auerara HaTpus 1,74 mr/mn
Jlurunpar Tperajao3sl 80 mr/mn
Jlensinas ykCycHasi KUCJIOTa no pH 5,0
pHS50+05

33. BopmHas ¢QapmaneBTudeckass KOMIIO3ULIUS, MOAXOAALIAs Uil NapeHTEePaJbHOTO
BBEICHUS CyOBEKTY Uil MHrHOMpoBaHus aktuBHOCTH Oenka IL.17a, cogepaxammast:

Heraknmad 60 mr/mn
Tpurugpar auerara HaTpusi 1,74 mr/mn
Jlurunpar Tperajaossl 80 mr/mn
ITonokcamep 188 0-1 mr/mi
Jlensinas ykCycHasi KUCJIOTa no pH 5,0
pH50=+05

34. BogHas apmaneBTUYECKass KOMIO3UIMS 10 11.33, rie
a) ykasaHHbIl nojiokcamep 188 Haxoaures B komudectse 0,5 Mr/mit, win
0) yxa3aHHbIi mosiokcamep 188 Haxonurcs B komuecTse 1 Mr/mit

35. BonmHas QapmaneBTudeckass KOMIIO3ULIUS, MOAXOAALIAs U IapeHTEPaIbHOIO
BBe/IeHUs CyOBeKTy /Uil MHrnoupoBanus akTuBHocTy Oenka IL17a, cogepaxarmast:
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Herakumad 120 mr/mn

Tpurugpar auerara HaTpus 1,74 mr/mn
Jlurunpar Tperajao3sl 80 mr/mn
Jlensnas ykcycHas kuciora o pH 5,0
pH50+05

36. Bomnas ¢QapmaneBTudeckass KOMIIO3UIMS, MOAXONAINAS Ui MapeHTePaIbHOTO
BBeNIeHHs1 CyOBEeKTy Ui MHruOupoBaHus akTuBHOCcTH Oenka IL17a, conepkammas:

Heraxnmab 120 mr/min

Tpurunpar anerara HaTpus 1,74 mr/mn
Juruapar Tperajiossl 80 mr/mn
ITonokcamep 188 0-1 mr/mn

Jlensinas ykcycHas KUCiIoTa o pH 5,0
pHS50+05

37. BonHas papmainieBTUYECKAsT KOMIIO3UIMS 10 11.36, B KOTOPOI
a) ykasaHHbIH nojiokcamep 188 Haxomgutes B konudectse 0,5 mMr/mit, win
0) yka3aHHbIi mosiokcamep 188 Haxomutes B kosmuecTse 1 Mr/mit.

38. TlpumeneHue BOAHOH (hapMarleBTHUECKOH KOMITO3UIUU MO Jrodomy u3 . 1-37
s nedenust [L17a-onocpenoBanHOro 3a001€BaHMUS.

39. TIlpumenenue no n. 38, rae IL17a-onocpenoBanHoe 3a00JieBaHUE WIIH HAPYIIEHHE
Bbl6paHO 3. PEBMATOUAHOIO apTpuTa, HBCHUJIBHOTO PEBMATOUAHOIO AapTPUTA,
IOBEHWJIBHOTO PEBMATOMHOIO apTpUTa € CUCTEMHBIM HaydajoM, OCTE€OapTPUTa,
IOBEHWJIBHOTO XPOHUYECKOrO apTPUTa, IMCOPUATHUYECKOTO apTpUTa, PEaKTUBHOIO

apTpuTa, CEPOHEraTUBHOIO apTpuTa, MOJIMAPTUKYJIAPHOTO FOBEHWIBHOT'O
WAVMONATUYECKOr0  apTpPUTa,  OHTE3UT-aCCOLMMPOBAHHOIO  apTPUTA,  OHTE3UTA,
CIIOHAMJIOAPTPONIATUH,  AaKCHAJNbHOTO  CIIOHAWJIOApTpuUTa,  OonmesHun  bexuera;

BOCHAJIMTENILHOTO 3a00JI€BaHMs KUIIeUHUKa, Oone3Hn KpoHa, S3BeHHOTr0 KOJINTA; aCTMBI,
aJJIEPTUYeCKUX HapyLIeHWH, aTOMUYECKON aJlIepruy, UXTHO3a, KPACHOTO BOJOCHUCTOIO
NUTUPHA3a;, MaIyJONyCTYJIE3HONM po3aled; TaHIPEHO3HOW MUOAEPMHM, THONHHOTO
rUpaZeHnTa, ncopuasa, copuaTuueckon aprponartuu, ncopuasa I tuma, ncopuasa II
TUMa, OJIIIEYHOrO MCOopuasa;, NEePMATUTA, aTOMHYECKOro AePMATUTA, ayTOMMMYHHOIO
JAepMaTUTa, AEPMATOJOTHYECKUX COCTOSIHMH, CUCTEMHOrO CKJIEPO3a; TPaHCIUIAHTALIUY,
OOJIe3HU «TPAHCILUIAHTAT MPOTHUB XO3SIMHAY, OTTOPXKEHHs TPAHCIUIAHTATa, OCTPOTO WIIH
XPOHHYECKOTO HMMMYHHOTO 3a00JIeBaHUs, CBSI3AHHOTO C TPAHCIUIAHTAIMEW OpraHa,
OCTPOTO HMMYHHOTO 3a00JIeBaHMs, CBS3aHHOTO C TPAHCIUIAHTATOM, XPOHHYECKOTO
UMMYHHOTO 3a00JI€BaHMsI, CBSI3aHHOTO C TPAHCIUIAHTATOM, OTTOPYKEHHUS TPAHCILIAHTATA
TOHKOM KHIIKH, OTTOP)KEHUs TPAaHCIUIAHTAaTa IOAXKEIYyAOYHON >Kese3bl, OTTOP)KEHUs
TPAaHCIUIAHTAaTa JIFOOOTO0 OpraHa WJIM TKAaHH, OTTOPKEHHs TpPAHCIUIAHTATa CEpALa,
OTTOPKEHUs] TpPAHCIUIAHTaTa XpsAlla, OTTOPXKEHUsI [IOYE€YHOro TPAaHCIUIAHTATa,
OTTOp>KEHUs] TPAHCILJIAHTATa IE€4YEHH, OTTOPXKEHMs AJUIOTPAHCIUIAHTATa, OTTOPXKEHUsI
KOJKHOTO aJUIOTPAHCIUIAHTATA, OTTOPIKEHUSI T€TePOTPAHCIUIAHTATA JIF0OOr0 OpraHa WIiH
TKaHM, OTTOP)KEHHUS KOCTHOTO TPAHCIUIAHTAaTa, OTTOPXKEHMsI TPAHCIUIAHTaTa KOCTHOIO
mosra (BMT), oTTop:keHHs] TpaHCIUIAHTATa MAPAIIUTOBUIHON JKeJIe3bl, SPO3HH KOCTEHH;
CapKOM03a, aTepockiepo3a, Oone3Hn BereHepa, MUKPOCKONMMYECKOrO MOJHAHTHHTA C
NOpPaKEHHEM TIOYeK, YBeHTa, (PaKOreHHOro yBeHWTa, HEWH(EKIMOHHOIO YBEUTA,
KaXeKCHH, OCTPOrO TIIONEPEYHOr0 MHEJINTA, IEePBUYHOTO OWIMApHOTO LHPPO3a,
ayTOMMMYHHOIO NoJurjanayJyisspHoro cunapoma I u II tuma, cunapoma IlImunra,
OCTPOrO  PECHUPATOPHOrO  JUCTPECC-CUHAPOMA,  apTPONATUH, CEPOHETraTUBHOU
apTpoNaTuy, apTPONATHH, CBS3aHHOM ¢ Hecnenu(pUYecKUM S3BEHHBIM KOJHUTOM,

cTp. 4 U3 6



cuHapoma Peiirepa, 3HTEPONATHUECKOrO CHHOBHUTA, AaTEPOMAaTO3a/KOPOHAPHOTO
CKJIepO3a, ayTOMMMYyHHOro OyJiie3Horo 3a0oJjeBaHMs], Iy3bIPYATKH, JIMCTOBHIHOM
My3bIPYATKH, JHHEWHOro IgA-3aBUCHMOro OyJUIE3HOTO JepMmaro3a, ayTOMMMYHHOH
reMOJIUTUYIECKON aHEeMUH, TMTAHTOKJIETOYHOTO apTepuunTa, NEPBUYHOTO
CKJIEpO3UPYIOLEr0  TrenaTuTa, KPUNTOTEHHOTO  ayTOMMMyHHOI'O  TeNaTuTa,
KPHUITOr€HHOTo (PUOPO3UPYIOLIETo albBEOJIUTA, CHCTEMHON CKIIEPOIEPMUH, CBA3aHHOM C
MHTEPCTULMAIBHON OONE3HbI0 JIETKUX, PEBMATOUAHOTO AapTPUTA, CBS3aHHOTO C
MHTEPCTULUAIBHON OOJIE3HBIO JIETKUX, CUCTEMHOH KPAaCHOH BOJYAHKH, CBSI3AHHOW C
OONE3HBIO JIETKHX, A€PMATOMHO3UTA/TIOIMMUO3HTA, CBSI3AHHOTO C OOJIE3HBIO JIETKUX,
cunapoMa IllerpeHa, cBA3aHHOTO ¢ OOJIE3HBIO JIETKHX, AHKHJIO3UPYIOIIETO CIIOHIMIINTA,
CBSI3AHHOTO C OOJIE3HBIO JIETKHMX, BacKyJuTa, AU(PPY3HOrO JIErOYHOrO BACKYJIMTA,
NEPBUYHOTO BacKyJuTa, GuoOposa, OONe3HH JEerkux ¢ WHPUIbTpALUed JUMQPOLUTOB,
AyTOMMMYHHOTO Te€MaTHTa, AayTOMMMYHHOTrO rematura | Tuma (KJIacCUYeCKHid
AyTOMMMYHHBIH WJIM JIFOTIOWAHBIA TenaTuT), ayTOMMMYHHOro remaruta Il Tuma
(cBszanHOrO € aHturenoM k LKM), ayTOMMMyHHOW THIOTJIMKEMHH, OCTE€0apTpO3a,
NEPBUYHOIO CKJIEPO3UPYIOLIEro XOJAaHTWUTa, O3PUTEMAaTo3a, CHUCTEMHON KpacHOM
BOJIYAHKH, JIWUCKOMIHOW KPACHOW BOJMAHKH, BOJNYAHOYHOTO HE(PpPUTA, PACCESHHOTO
CKJIepo3a (BCE THUIBI), CHMIIATHYECKON OPTAIBMHUH, JIETOYHOW TMIEPTEH3UH, BTOPUIHOM
st OONE3HU COENMHMTENbHOW TKaHH, cHMHApoMa l'yamacuepa, JEroYHBIX NMPOSIBICHUI
y3€JIKOBOrO MOJUApTEePUUTa, OCTPOH pEeBMATHUYECKONH aTaky, pPeBMaTOHIHOIO
cnoHauiuTta, Oone3Hu CTHIUTa, CHCTEMHOH CKIEPONEPMUH, CKIEPOAEPMHUYECKON
OonesHy, CKJIEPOZEPMUH, OonesHu/aprepunTa Takasicy; ay TOUMMY HHOH
TPOMOOIIMTONIEHNH, UAMOMATUYECKOH TPOMOOLIMTONEHNH; ayTOUMYHHOTO THPEOUINTA,
TUNIEPTUPEONAN3Ma,  AYTOMMMYHHOro  rumorepuo3a  (Oomesnp — XammmoTo),
ayTOMMMYHHOTO aTpO(UYECKOro THIIOTHPEOUAN3MA; BUTHIIMIO, OCTPBIX 3a00JIeBaHHHA
NeueHH, XpPOHNUECKHX 3a00JIeBaHuil TeYeHH, X0JIecTa3a, 3a001eBaHnH, OIIOCPEIOBAHHbBIX
Th2 tumom u Thl Tunom, 370Kka4eCTBEHHBIX OMyXOJiel, TAKMX KaK PaK JIETKUX, PaK
MOJIOYHOM JK€JIe3bl, PaK JKeNMyJKa, paKk MOYEBOIrO My3bIps, KOJOPEKTAJIbHBIM pak, pak
MOJDKEITY AOYHOM JKeNe3bl, KapLUHOMA ITO/KENYOYHOM JKeNe3bl, paKk SIUYHUKOB, PaK
NPEACTATEeNIbHON JKeNe3bl U 3JI0KAUeCTBEHHblE HOBOOOPA30BaHMs I'eéMaTONO3THUECKON
CHCTEeMBI (JIEWKO3 U JTUM(POMBI), OCTPOTO JIeiiKo3a, OCTPOro JIUM(pOOIACTHOTO JIeHKO3a,
OCTPOTr0 MHEJIOUIHOTO JIEHKO03a, aAeHOKapPIIMHOMBI, B-ki1eTounoi mumdomsbl, TruMEGOMBI
bepkurTa, BOCHAJIMTENBPHBIX OTBETOB HAa  HMCKYCCTBEHHOE KPOBOOOpAILEHHE,
XPOHMYECKOTO MHUEJIOLUTAPHOro Jieiikoza (XMJI), XpOHHYECKHUX BOCHAJIHTEIbHBIX
NaTOJIOTUH, XpOHUYECKOro JuMdoruTapHoro neiikosa (XJ1JI), kapiuHOMbI 000I0YHOH U
NpsSAMOM  KUIODKH  («PEKTOKOJIMTUYECKAsh  KapIMHOMAa»), KHUCTO3HOro  (ubposa,
3JIOKQUECTBEHHOW JINM(OMBI, 3JI0KaYECTBEHHOIO THCTHOIMTO3a, 3JI0KAYeCTBEHHON
MEJIAHOMBI, MHOXKECTBEHHOW MUEJIOMBI, HEXOKKHMHCKUX JIUM(OM, paka HOCOTJIOTKH,
COJIUHBIX OMyXOJIeH, BOJIOCATKJIETOYHOTO Jieiiko3a, Oone3sHu XOIKKUHA, CapKOMBI,
MUEJIOAUCIIIIACTUYECKOTO CUHAPOMA, CBSI3aHHBIX C IUTOKUHOBOH Tepanuein HapylleHUH,
OEMUETMHU3UPYIOMNUX ~ 3a00J€BaHUN,  BOCHAJHUTEIBHOTO  JAEMHEIHHU3UPYIOLIETO
3a0oneBaHus1, JerouHoro (GpuoOpo3a, WAMOMATUYECKOro JerodyHoro (udposza, oObIMHON
UHTEPCTULHAIBHOH  MHEBMOHHUH,  HMPHUIOLMKINTA/yBEUTA/ONTUYECKOTO  HEBPHTA,
auM@eneMbl, CMEIaHHOrO 3a00JIeBaHMsI COCOUHHUTENBHBIX TKaHEH, MOHOKJIOHAJBbHOM
raMMarnaTiuy, XPOHUYECKUX OOJIe3HEH JIETKHX, Pa3BUBIINXCS B HEOHATAJIBHOM MEPHOE,
HepuTa, HePPOTHUECKUX, HEHPONEreHEPATUBHBIX HAPYLICHWH, OCTEOINOpo3a,
NapaHEeOIUIaCTHYECKOrO CHHAPOMA/THITEPKANBLUEMHH, CBSI3aHHON CO 3JI0KAYeCTBEHHOM
omyXoJbto, (eHomena u Oone3Hu PeiiHO, M3MEHEeHUH KOXH, CHHIPOMAa CHUCTEMHOU
BOCIIAJIUTENIbHON PEaKIMU, TPOMOOLMTOIIEHHH, TOKCUYECKUX 3((PEKTOB, KparUBHUILIBL,
OCTPOr0 KOPOHApHOro cuHapoma, Oone3nn CTuiuia, pa3BHUBLIEHCA Yy B3POCIHBIX,
amIacTU4eCKON aHEMUU, KOPOHAPHOTO CKJIEP03a, AaTOMUUYECKOH 3K3€Mbl, ay TOUMMY HHOTO
pacCTpoiCTBA, CBA3aHHOIO CO CTPENTOKOKKOBOH HWH(peKnuel, ayTOMMMYHHOI

cTp. Su3 6



SHTEPOTMATHH, ayTOUMMY HHOI NOTepH cryxa, ayTOUMMY HHOTO
mam¢onponudeparnsHoro  cuHapoma  (ALPS), ayTOMMMyHHOro  MMOKapawTa,
ayTOMMMYHHOW TPEXKAEBPEMEHHON HEIOCTATOUHOCTH SUYHHMKOB; LEJHAKUY, IIEHHOrOo
crioHawie3a, KiuHu4deckn msonuposanHoro cuHapoma (KHUC) ¢ puckom paccestHHOro
CKJIEPO3a, MHOTO(OPMHOI 3pUTEMBI, TSKENOH MHOrOQOPMHOM 3pUTEMBI, IEMPHUTonsa,
OynnesHoro nemduronaa, pyouosoro nempuronaa, neMpuronsa CIu3uCThIX 000J0YEK,
reCTALIOHHOTO NeM(pUronaa, UpUTa, KepaTuTa, OOJEe3HM JBUTATENbHBIX HEHPOHOB,
renarurta "HU A, HU B", ontudeckoro HeBpura, onuroaptukysipuoro FOMA, y3enkosoro
NOJUAPTePUNTA,  TNOJUXOHAPUTA,  IOJN03a, MNOJMMHO3MTA,  PELUAMBHPYIOIIETO
ONTUYECKOTO HEMpPOMHENUTa, peBMaTHYeCckoW Oone3nu cepaua, cuHapoma SAPHO
(CHHOBHUT, aKHe, TyCTyje3, THIEPOCTO3, OCTEHT), BTOPUYHOTO AMHJIOHMIO3,
AHKWJIO3UPYIOINEro CIOHAWINTA, CHHAPOM CHCTEMHOIO BOCHAJIUTENBHOIO OTBETA,
KpaHUAJIBHOTO apTepUHTa U ApTPONATHH, CBI3aHHON C HepCUHHUEN HITH CaTbMOHEJUION.

40. Crioco® monydeHusi BOIHOU (hapMalleBTHUECKONH KOMIIO3UIIMH, TOAXOMSINEH st
MapEeHTEPATbHOTO BBENEHUs CYOBEKTy IJisi MHTHOUpOBaHUs akTUBHOCTH Oenka IL17a,
COZEPIKALLHIA:

kombOuHUpoBaHue (apmanesTudecku 3¢dexTuBHOrO Konmdectsa antu-IL17a
aHTHTeNa, copepkainero nomeH VHH-nponssonHOro u BapuadbenbHbIil TOMeH VL C:

Oy epHBIM areHTOM Ha OCHOBE THCTUAWHA, U

3¢ HeKTHBHBIM KOJIMYECTBOM MAHHUTA B KAY€CTBE OCMOTHYECKOIO areHTa.

41. Cnocob monydenus no 1. 40, rae ykazanHoe antu-1L17a antureno npencrasiser
coboii HeTakumMad.

42, Cnoco0b mosryueHus: BOZTHOU (papMaleBTUYeCKOW KOMITO3ULIUU, TTOIXOASIIEeH st
MapEeHTEPATbHOTO BBENEHUs CYOBEKTy IJisi MHrHOMpoBaHus akTuBHOCTH Oenka IL17a,
COZEPIKALLHIM:

komOuHHpoBaHue (apmareBTudeckun 3ddexTuBHoro konudecrsa antu-IL17a
a"TuTena, copepskaiero fomed VHH-niponsBonHoro u BapuabesnbHbIii 1oMeH VL C:

OyepHbIM areHTOM Ha OCHOBE alleTaTa; 1

3¢ (GEeKTUBHBIM KOJHUECTBOM TPETaio3bl B KAYECTBE OCMOTUYECKOTO areHTa.

43.  Cnocob monydeHusi 1o 1. 42, rae ykazanHoe antu-1L17a antureno npeacrasiser
coboii HeTakuMad.
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