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1

CXEMA BBEJEHUSA 1O3bI AHTHUTEJIA K IFNAR 1 JJIA IIOJAKOXHOM
HWHBEKIIUN

1. NPEAINOCBIJIKU U3OBPETEHUS

[0001] K HacrositmeMy BpeMeHH KIMHUYEeCKUE UCCIIe0BaHusl HHruouropa peuenrtopa IFN
I tuna (IFNAR1) aaudponymada coxycupoBaHbl rIaBHBIM 00pa3oM Ha JEYEHUH 3a00I€BaHHH,
OMOCpEeNOBaHHbIX MHTEepPepoHOM | THma, TakMX Kak cucTeMHas kpacHas Bom4anka (SLE), ¢
nomMoieio BHyTpuBeHHOTO (IV) BBeneHus antutena. OnHAKO BHYTPUBEHHOE BBeIeHUE Tpeldyer,
9yTOOBI MAIlMEHT MOCelal TOCIUTANb WU KIUHHUKY, U TOrO YTOOBI MPOLEAYPY MPOBOAUI
cneupanuct Meauk. ClenoBaTeNbHO, BHYTPHUBEHHOE BBEICHHME SBJISIETCS HEYNOOHBIM IS
NalMeHTa W YYPEXKIEHUH MO MNpPUYMHE HAarpy3kd Kak Ha TMAlMeHTa, TaK M Ha CHCTEMY
3IPaBOOXPAHEHHSL.

1.1. Cucremnas kpacHasi Boiuanka (SLE)

[0002] Cucremnast kxpacHas Bomuanka (SLE) mpencraBisier cobolf  XpOHHUYECKOE
NOJIMCUCTEMHOE MHBATMIN3UPYIOLIEe ayTOUMMYHHOE peBMaTH4YecKkoe 3a001eBaHIe HEU3BECTHON
stronorud. CylecTByeT 3HAYMTENbHAs HEYAOBJIETBOPEHHAs MENUIMHCKas MOTPeOHOCTh B
cpeactee neueHnss SLE, ocoOeHHO y manueHToB ¢ 3a00J€BaHMEM YMEPEHHON WM TSDKEJIOH
creneHu. JloNroBpeMeHHBIN MPOTrHO3 ISt MHOTHX MALMEHTOB OCTAETCS HEYIOBJIETBOPUTEIbHBIM.
Ha nmanHBII MOMEHT CyIIeCTBYeT TOJBKO OXHO HOBOe cpencto Jieuenus SLE (Gemumymad),
KOTOpOe 0fo0peHo YTpaBieHHEM 10 CAHUTAPHOMY HAaI30py 32 KA4€CTBOM IUIIEBBIX MPOAYKTOB
u iexapctBeHHbIX cpencts (FDA) Coenunennbix mratos (CLIA) u EBponelickum areHTCTBOM 110
aekapcTBeHHbIM mpenapatam (EMA) 3a mpumepno 60 jer, mpouienmux ¢ TeX MOp, Kak
THIPOKCHUXJIOPOXHH ObLT OMOOpEH IJIsi MPUMEHEHHS TIPU JUCKOMAHON Bodanke U SLE. MHorue
CpeAcTBa, NMpHMEHsieMble B Hacrosimee Bpemst s jedeHuss SLE, Takue Kak a3aTHOIPHH,
ukjopochamun u Moderuiia MUKO(EHONAT/ MUKODEHOIOBasT KUCJIOTa, He ObUTH OHO0pEHbI ISt
JeyeHus TaHHOro 3aboneBaHus. Kpome TOro, Bce NaHHBIE JIEKAPCTBEHHBIE CPENCTBA HWMEIOT
XOpOIIO 33aJOKYMEHTHUPOBAaHHbIE MPOOJeMbl ¢ 0e30macHOCThIO U He 3(P(EeKTHBHBI Y BCEX
MAIMEHTOB B OTHOLIEHUH BCEX MPOSIBJIIEHUI BOIMAHKH. | TFOKOKOPTUKOHUIBI OCTAIOTCS] OCHOBHBIM
CPEACTBOM JIEYEHHs C MPHUMEHEHHEM [103, BapbHPYIOLINXCS B 3aBUCUMOCTH OT TSDKECTH
nposiefieHus1 3a0oneBaHusi. He cymectByer "Oe3omacHOH" 1O3bI TIIFOKOKOPTHKOHIOB IS
NepOPANIbHOTO  MPHUMEHEHHWs I10 OTHOUIEHHWKD K PHUCKY pa3BUTHA HHAYLIHPOBAHHOTO
TJIFOKOKOPTHKOUAAMH TTOBPEXKIEHHS], TAKOTO KaK BUbI KaTapaKThl, OCTEONOPO3 U ULIEMUYECKast
Oone3Hp cepAma, W TMPU OSTOM OBUIO TMOKa3aHO, dYTO 0Oojee BBICOKOE BO3ACHCTBHE
TJIFOKOKOPTHKOUOB aCCOLIMUPOBAHO C OOIIMM BO3pPACTaHHEM MOBPEXKIEHHS, IIPH 3TOM JI03bl OT

AOCTATOYHO HU3KUX JO YMCPEHHBIX TAKKE MOT'YT OBITH CBSI3aHBI C ITOBBILLIEHHBIM MOBPCXKACHUEM.



[0003] Knuanueckue MIPOSIBJIEHUS SLE BKJIIOYAIOT 6e3 OrpaHUYECHUs
KOHCTUTYL[MOHAJIbHbIE CUMIITOMBI, TaKue Kak claboCThb M JINXOPAIKa, aJOMELUI0, BUBI CHIIH,
CepO3UT, apTPUT, HEYPHUT, BACKYJUT, JUM(PAIEHONATUIO, CIUIEHOMETAJHIO, IeMOJIUTHYECKYIO
aHEMUIO, KOTHUTUBHYIO NTUC(YHKIUIO U APYTHE MOPAKEHHUs] HEPBHON CUCTEMbI. DTH MPOSBICHUS
3a0osneBaHust OOYCJIOBIMBAIOT 3HAYMTENbHYK HArpy3Ky OOJE€3HM W MOTYT MPHBOIUTH K
NEePMaHEHTHOMY MOBPEXKI€HHIO OPraHOB, CHIJKEHHIO (PU3NUECKOro (pyHKIIMOHUPOBAHUS, ITOTEPe
paboThl ¥ OONBIIMM HAPYLIEHHSM B OTHOLIEHMH KauecTBa km3HH (QoL), CBsI3aHHOTO CO
3M0pOBbEM. YBEJIHUEHHE YHCIa TOCIHUTAIM3ALUNA M TPOSIBIEHHH TOO0O04YHBIX 3(]dekToB
JIEKapCTBEHHBIX IPENaparoB, BKJIIOYAsl JJIUTENbHBIN MpPHUEM TITIOKOKOPTUKOUAOB MPU BBICOKUX
703aX U OPYTUX UMMYHOCYIIPECCHUBHBIX CPEACTB JICYCHUS, KPUTHYECKH YCYTYOJISIOT HArpy3Ky
3abonesanust mpu SLE. Bce cpencTsa Tepanuu, HCMONb3yeMble B HACTOSIIEE BPEMsI IS JICUEHUS
SLE, XapakTepu3yITCs XOPOLIO HM3BECTHBIMU NPO(UISIMH HEOJaronpusiTHbIX 3 QEeKToB, U
CYIIECTBYET MEIULIMHCKAsI MOTPEOHOCTh B MACHTU(UKALIMH HOBBIX LEJEBBIX CPEICTB TEPAIUH,
0COOEHHO CpenACTB, KOTOpPbIE MOIYT CHHU3UTh MOTPEOHOCTh B IIIOKOKOPTUKOMIAX |
LIUTOTOKCUYECKUX CPENICTBAX.

1.2. IloaxoxHOe BBeAEHHE

[0004] IIo cpaBHeHMIO C BHYTPUBEHHBIM IIYT€M BBENCHHs, IOAKOXHOE BBEICHUE
o0nazaeT MpeuMyIIecTBOM B OOECIIEYeHUN JOMAIIHEr0 BBEAEHNUS U TAaKUM O0pa3oM CHUKEHUH
4acTOThl mocemeHuit OonpHUNBI nanueHtoM. [logkoxkaoe (SC) BBeneHme, ClIenOBaTENbHO,
ABJIIETCSI OCOOEHHO MPENMYIIECTBEHHBIM BO BpeMsl IN100AIbHOM MaHAEMUH, TAKOH KaK MaHAeMUs
SARS-Cov2, mnockonbky OHO obecrneuynBaeT u30ekaHHEe HEOOXOAMMOCTU MOTEHIHAIBHO
MMMYHOJIOTHYECKH YS3BHMBIX MAILIMEHTOB Noasepratsb ceOst pucky naduiuposanust SARS-Cov2
NPU TIOCEIEHNH OOJTBHHULIBL.

[0005] HecmoTpsi Ha mnpeumylnecTBa MOAKOKHOTO BBEIEHUSI MPU CPaBHEHUH C
BHYTPUBEHHON HHBEKLUEH, MEepeKIoueHHne C BHYTPUBEHHOTO HAa IOAKOXKHOE BBEIEHUE HE
SABJIIETCST TPOCTBHIM. [lepexon K MONKOXKHOMY BBEACHHIO O3Bl MHOTZA MOXET TpeOoBaTh
pa3paboOTK HOBOTO COCTaBa M MPHHATUS BO BHHMaHUE (PAKTOPOB, TaKMX KaK pa3jiH4yus B
(apMaKOKMHETHYECKHMX  CBOHCTBAX B  OTHOLIEHHHM OHMOJIOTUYECKOH  JOCTYIHOCTH |
MMMYHOT€HHOCTH MTOAKO’KHOTO OTHOCUTENIBHO BHYTPUBEHHOIO BBeAeHus [1].

[0006] dapMakOKHHETUYECKHE MPO(IIIN COCTABOB I TOJKOKHOTO M BHYTPUBEHHOTO
BBEICHUS pa3nuyaroTcs. MHQPY3uss MOHOKJIOHAJIBHOTO aHTHTENA HEMOCPEICTBEHHO B KPOBOTOK
OOBIYHO MPHUBOAUT K HEMEIJICHHOMY MOJYYEHHUI0 MAaKCHMAJIbHBIX KOHIIEHTPALUI B CBIBOPOTKE
kpoBU (Cmax). HaoGopot, ¢apmakokunernueckuit (PK) npodunp nHBEIHPYEMBIX MOIKOXKHO
TEpareBTHUECKNX OEJIKOB, KaK MPaBUIIO, XapaKTePU3yeTCs 3aMEJIEHHON CKOPOCTBIO BCAChIBAHUS

U ypoBHAMU Cmax HIDKE YPOBHEH, JOCTUTaeMbIX NPU BHYTPUBEHHOM BBeZieHUH 103bI [2]. Kpome



TOTO, TIOAKOXKHOE BBEIIEHHE B PE3YJIbTATE MPUBOIUT K HETOJIHON OMOJIOrMYecKOi NOCTYIHOCTH
MHBELIUPYEMOI1 MOJIEKYJIbI, KOTOPasi MOKET HaXOAUTHCS B LIMPOKOM AuanasoHe oT 50 go 80% B
cnydae mAb [2]. HenmonHas 6uonorudeckast JOCTYITHOCTD, KaK IMPABUIIO, B PE3YJIbTATE IPUBOIUT
K HeoOXomamMocTu Oojiee BBICOKOH O3Bl B Clydae IOAKOKHOIO BBEIEHHs, YeéM B Clydae
BHyTpUBeHHBIX MH(QY3ui. [Ipornosuposanune PK tepanesTnyeckoro cpencrsa, sBogumoro SC,
TaKUM 00pa3oMm, SIBJISIETCS 3aTPYIHUTEIbHBIM [2].

[0007] IIporHo3upoBanue Oe30MacHOW M TepaneBTUYeCKH S(PPEKTUBHON MOAKOKHOM
7036l Ha OCHOBE BHYTPHUBEHHOH JO3bI SIBJIIETCS OCOOEHHO CJIOXHBIM TPU Te€TEePOreHHBIX
ayTOMMMYHHBIX 3a00JIeBaHMSIX, TAKUX Kak Boyanka (Harnpumep, SLE). CioskHOCTh MpUMEHEHUs!
JaHHBIX BHYTPUBEHHOT'O BBEICHUSI OMOJIOTHUYECKOTO CPEACTBA I NpeACcKa3aHus 0€30MacHO
3¢ ¢exTUBHON MONKOXKHON n03bl st jedenns SLE mponeMoHCTpuUpOBaHa NpPEAbIAYIIUMHU
HEYJAYHbIMH TIOMBITKAMH OCYIIeCTBUTh 3T0. B wuccmemoanuu ¢aser I SLE, Hampumep,
OIHOKpaTHYIO 103y Tabanymada, MOHOKJIOHANBbHOTO aHTHTeNa K BAFF, BBOIMIM BHYTPHBEHHO B
obmei cnoxkHoctn S mamuwentam ¢ SLE [3]. B mocnemyromwmx wucnbitaHusx  ¢assr 111
ILLUMINATE (NCT01205438 u NCT01196091) BbiOupanu moakoXKHOE BBEACHUE TO3bI BMECTO
BHYTpUBEHHOTO nyTH [4,5]. B rictibirannu ¢a3el I maumenTs! ¢ SLE nonyvanu onHOKpaTHBIE JO3bI
BHyTpuBeHHOro Ttabamymaba, wmu 0,125, wmm 2,0 mr/kr [3]. B wucneitanusx ¢assr 11
ILLUMINATE cy0bexkTam naBajii UCXOIHYIO TIOJKOXKHYIO HATPY30UHYIO 103y, COCTABJISIFOIIYIO
240 mr, 3atem 120 Mr monkokHO JUOO OOUH pa3 B ABE Henenaw, JuOO OOUH pa3 B MeECSII.
ITepBuunass koHeuHasi Touka, orBeT SRI-5, He ObUIa HOCTUTHYTa HU B OAHOW TIpPYIIE JO3bI.
Hccnenosatenu KOMMEHTHPOBAJH, YTO BO3MOXKHAs MPUYMHA HEYAauU UCIIBITAHUN 3aKJII0Yajach
B BbIOOpe Henoaxosuiei SC no3bl [4] ¥ 4TO Aaske Mocie UCTIbITaAHUS onThMabHas 1o3a SC Oblia
HEM3BECTHOM [5].

1.3. Anudpoaymad

[0008] Anudponymad mpencraensier co0OH  MOHOKJIOHAJIbHOE aHTUTENO (mADb)
ummyHornoOynnaa G1 kanmma (IgGlk) uenoBeka, HampaBieHHOE NPOTHB CyOBenMHUIB |
peuentopa wunHTepdepona I tuma (IFNARI1). Hecmorps Ha mnpeuMyinecTBa IMOAKOKHOTO
OTHOCHUTEJIbHO BHYTPHUBEHHOIO BBEACHHS, 1034 JJIsI TOAKOXKHOTO BBEINEHHs aHU(poiymada,
KOTOpas siBisieTcs: Oe3omacHo u 3¢ dextuBHON y manneHToB ¢ SLE, He Obla panee onpeneneHa.

[0009] Hacrosimmee u3o0pereHne perraer OOHY WJIM HECKOJBKO W3 BBIIIEYKA3aHHBIX
npobnem mytem obecriedenus: no3pl uHruomropa IFNARI (Hanpumep, anugponymada) s
MOJIKOXKHOTO BBEJIEHUS.

2. CYHIHOCTDb U30OBPETEHUA
[0010] Hacrosimee wu300pereHne OTHOCHTCS K [J03€ sl TMOAKOXKHOTO BBEIEHUS

unrudburopa peuentopa IFN I tuma (IFNARI, taxke HaspiBaemoro IFNAR). Hacrosmiee



n300peTeHne Tak:ke OTHOCHUTCS K J03€ U MOOKOXKHOTO BBeneHus: naruouropa IFNART s
NPUMEHEHUs1 B criocole seueHusi 3aboneBanusi, onocpenosanHoro IFN I Tuma, Takoro kak
Boyuanka (Hampumep, SLE), y cyObekra. Hacrosimee uzoOpereHHMe OCHOBAHO HAa JAHHBIX,
JAEMOHCTPHUPYIOLIUX, YTO 00U IPOQHIIb SKCIIPECCHH I'€HOB, HaX OAAIMXCs o KoHTposeM IFN
I tunma (IFNGS), sBisieTcsi NOBBILIEHHBIM Y CYOBEKTOB, CTPAJalOIIMM OT 3a00JeBaHMUS,
onocpenosanHoro IFN I Tuna, Bkirouas BOMYaHKY, MUO3UT, CKiiepoaepmuro u cunapom Ilerpena,
yro nanHbiii [IFNGS accouuupoBas ¢ TskeCThIO 3a00neBanus U uaeHTH(uKanueii 0e30macHon u
s¢dexTuBHOM no3b1 HHTHOUTOpPA IFNAR 1, KOTOpast obecrnieunBaet Hewrpanuzanmio [IFNGS.

[0011] Hacrosiimee wu300pereHMe OCHOBAaHO, cpenu Tpodero, Ha 3P(HEKTHBHOCTH,
6e3onacHoctu u nanHbIX PK B otHOmeHun narunouropa IFNAR1 (aaudponymaba) B pesynbrate
2 KJIMHIYECKUX MHOTOLIEHTPOBBIX MHOTOHALIMOHAIBHBIX PAHIOMU3UPOBAHHBIX ABOWHBIX CIIETIBIX
ianebo-KOHTpoupyeMbIXx HcnbITaHusx (asel 3y manuerntoB ¢ SLE (NCT02446899 wu
NCT02962960), MHOTOHAIIMOHAJIBHOIO MHOTOLIEHTPOBOTO PaHIOMHU3UPOBAHHOIO JBOHHOTO
CJIENOro TUIane00-KOHTPOJIMPYEMOTO MPOBOAMMOIO B MApPAJUICNbHBIX TPYIIAX KIMHUYECKOTO
ucnbiranus ¢aspl 2 y manueHToB ¢ SLE (NCT02962960), pannoMu3npoBaHHOTO Iuianedo-
KOHTPOJIMPYEMOTO ABOMHOTO CJIETIOrO KIMHUYECKOT0 HCIBITaHus (passl 'y 3M0poBBIX CyOBEKTOB
(NCT02601625), wuccnenoBanus ¢aser Il nmns  xapakTepucTuku (apMaKOKHHETUIECKHX
napaMeTpoB, (papMakOIUHAMUYECKHUX MMapaMeTPoB U O€30macHOCTH aHU(ppoiryMada y B3pOCIBIX
cyobekToB ¢ SLE ¢ Beicokumu pesynbraramu tecta Ha uHTepdepoH I tuna (NCT02962960),
aHaJN3bl JAHHBIX KOTOPBIX MPEICTABJIEHB] B JAHHOM JJOKYMEHTE BIIepBble. ABTOPHI HACTOSILIETO
N300peTeHns] NPHMEHsUTM HWHHOBALMOHHOE MOJENHPOBAHUE NAHHBIX U1 HAEHTU(DUKAIUN
OINITHMAJIbHON J03bI JUISA MOJKOKHOTO BBeieHust uHruouropa IFNAR 1, xoropast Op1 oOecrieunBana
6e3onmacHOCTh U 3(PPEeKTUBHOCTD, IKBUBAJIEHTHBIE 103€ AJIS BHYTPUBEHHOTO BBEICHHSI.
3. KPATKOE OIIMCAHUE ' PA®OHYECKHNX MATEPHAJIOB
Quezypa 1. Cxema uccneooganus TULIP-1 u TULIP-2

[0012] ACR: AmepukaHckas Kojierusi peBMaTosioros; ANA: aHTUHYKJI€apHbIE AaHTUTEIA,
antutena k dsDNA: anturena k nByxuuteBoil JIHK; antuTena k Sm: aHTUTENa K aHTUTEHY
Cwmura; BICLA: kommuiekcHas ouenka Bomuanku Ha ocHoBe BILAG; BILAG: bpuranckas rpyrmma
no oueHke BoyuaHkH; IFNGS: mpodunb 3kcnpeccHy T€HOB, HAXONSALIMXCS MOJA KOHTPOJEM
uHTtepdepona; IV: BHyTpuBeHHbIH; OCS: KOPTHKOCTEpOHI Al MEPOPATBHOTO NMPHUMEHEHUS,
PGA: obmas ounenka Bpaya, Q4W: onun pa3 B 4 Hegenu; SLE: cucreMHasi kpacHasi BOJTYaHKA;
SLEDAI-2K: unnekc aktuBHOocTH 3abosneBanusi SLE 2000; SRI(4): unmekc oreBera cyOBeKTa C
SLE. lonxoasinue marueHTsl cooTBeTcTsoBanu knaccupukamun ACR nns SLE. °TManuentos

crpatuduuuposin cornacHo crarycy IFNGS, nokasaremnto cornmacio SLEDAI-2K u noze OCS.



‘Inss maumentoB ¢ po3oii OCS Ha wucxogHOM ypoBHe mpenHuszoHa >10 Mr/meHp wiu
5KBUBAJIEHTHOM.
Quzypa 2. Pesyivmamot sppexmusnocmu TULIP-1 u TULIP-2

[0013] OO6mue pesynbratel 3¢pdextusHoct 111 TULIP-1, TULIP-2 u MUSE. BICLA:
KOMIUIEKCHas1 oueHka BoimuaHku Ha ocHoBe BILAG; BILAG: Bbpuranckas rpynmna no OLEHKe
BosuaHky, CI: noseputenpHblii uHTepBan, CLASI: uHAaekc pacrnpOCTpaHEHHOCTH U TSXKECTU
3aboneBaHust KOXKHOHN kpacHOW BosmdaHku; [FNGS: npodunb skcrnpeccuu reHoB, HAXOASIIUXCS
nox koHtposieM uHTepdhepona; OCS: kopTUKOCTEpOU s TIepopabHOro npumeHenws:, SRI(4):
uHnekc oreera cyObekra ¢ SLE. CrnocoObl aHamm3a M ONpeAeseHUs OTIUYAKOTCS CpPeau
ucnpiTanuii. OmyONMKOBAHHBIE NAHHBIE BBHIPAXKEHbI B BHAE COOTHOIIEHHs IIAHCOB, °PaHee
HEeOMNyOJIMKOBaHHbBIE TAHHBIE.
Quzypa 3. Hccneoosanue 05, omeemut coziacho BICLA ¢ meuenuem epemenu u nepuoo
epemenu 00 nepeozo 0bocmpenus

[0014] Ha ¢urype 3A nokaszaHa NpoleHTHasl J0Js NAllMEHTOB C OTBETOM COIJIACHO
KOMILIEKCHOH OLIEHKE BOJYaHKU Ha ocHOBe bpuTanckoi rpymmel o onenke Bomdanku (BILAG)
(BICLA); BepTuKanbHble IaHKH 0003Ha4ar0T 95% noseputenbhbie uaTepBaisl (CI). Ha ¢urype
3B noka3zaH nepuoj BpEMEHH JI0 IEPBOro 00OCTPEHUs, IPU STOM 0OOCTPEHHE OIPENENEHO KaK 110
MeHblIeH Mepe oauH HOBBIH MyHKT A B nHAekce BILAG 2004 (BILAG-2004) wnu no MeHbluei
Mepe 1Ba HOBbIX NyHKTa B B BILAG-2004 o cpaBHeHuo ¢ npenpiaymum suzurom. BILAG-2004
NpeACTaBJsieT COOOH OLEeHKY 97 KIMHMYECKHX M JaOOpaTOPHBIX MEPEMEHHBIX, OXBAThIBAIOIINX
JEBATh CUCTEM OPraHOB, IIPU 3TOM IOKAa3aTeIM HaXoAsTcs B nuanasoHe oT A (Tspkenast) no E
(HuKOrla He y4acTBYeT) Al KaXXOOH CHCTeMBbl OpraHoB. HesakpalueHHble uepHbIE KPYr'H B
JaHHOW maHenu OOO3HAYAIOT LEH3ypUpPOBaHHbIE NaHHble. [leprox BpeMeHH A0 MEepPBOTO
00OCTpeHHUs] OLIEHUBAIN C NMPUMEHEHUEM MOJENIU MPOMOPLHOHAIBHBIX pUCKOB Kokca, HO He
KOPPEKTUPOBAIN JJIsi MHOXKECTBEHHBIX CPABHEHUH, U U3 AHHOTO Pe3yjbTaTa HeNb3sl BBIBECTU
HUKAKHUX BBIBOJIOB.
Quzypa 4. (pednsas KOHUEHMpPAUUA  AHUPPOIYMAOAL  OMHOCUMENDHO  HACHIONIbL
603HUKHOBEHUS ONOACHLBAIOMWE20 Zepnecd

[0015] YacTtoTa BO3HHKHOBEHHs OmosichiBaromero repreca (%) y TAIUMEHTOB B
uccnenosannu 1013, momywaromux maane6o, 300 mr IV anudponymaba umum 1000 mr IV
anudpoaymada.
Quzypa 5. IIpodunu cpednnsn Konyenmpayus aHuPporymada 6 col6opomre Kpoeu-epems

[0016] ®durypa SA: uccnenosanne MI-CP180 y SSc — nmpodwu cpenHsisi KOHIEHTpaLUs
anudpoaymada B CBIBOPOTKE KPOBH-BPEMSI ITOCJIe OJHOKPATHOM 10361 [V, JlaHHBIEe peACcTaBIEHbI

B Bune /- SD. Cpennue nanneie Hiwke LLOQ He HaneceHbl Ha rpaduk. IV, BHyTpUBEHHBIN;



LLOQ, mmwkHuii npenen koindecTBeHHOro onpexaenenusi; MEDI 546, anudgponaymad; n, 9ucio
NAalLUEHTOB B MOArpynne; SSc, cucTeMHbI ckiepo3. @urypa SB. Hccnenosanue 06 y 310pOBbIX
n00poBOJBLIEB — MPOGMIN CPEeHssT KOHIEHTpaLus aHudpoaymadba B CBIBOPOTKE KPOBH-BPEMs
nocyie onHokpatHoi 10361 SC u [V. O6pasusl ¢ pakTudeckum BpeMeHeM cOopa, OTKJIOHSIFOIIIMCS
OT HOMHUHAJIBHOTO BpeMeHHu cOopa Ha >10%, uckiIoYanu U3 pacyera cpemaHero 3HaueHus. [V,
BHYTpUBEHHBII; N, 4rciio cyobekToB; SC, MOAKOKHBIH.

Quzypa 6. Cxema ucciedo6anusn u pe3yibmamot ucciedosanus 08

[0017] ®durypa 6A: cxema uccnenosanus 1 ¢paswel [ SC anugponymada y marueHToB ¢
SLE. B uccnenosarnu 08 (NCT02962960) onennBamu 3¢ dexT aByx 103 anudponymada kaxapie
nse Henenn. @urypa 6B. Cpennsisi kKoHLEHTpanus aHupoaymMada B CBIBOPOTKE KPOBH B TEUCHUE
BpeMeHu. durypa 6C: HeliTpammsauus anudponsymadba B OTHOIIEHHH TPOQHIIS SKCIPECCHH
reHOB, Haxoasmuxcs nog kourposieM IFN I tumna.

Quzypa 7. Paccuumannsie coomnouienus meouannoit AUC (SC/TV)

[0018] ®durypa 7A. PaccumranHoe coorHomenne wmenwanHod AUC (SC/IV) Ha
npoTsikeHuH Henenb 0-52 and paznuusbix 103 SC. PaccuntanHoe cooTHoleHue MmeananHoi AUC
(SC/IV) Ha oOCHOBe OLIEHEHHOW OHOJOTHYeCKOH IOCTYMHOCTH W3 wucchenoBanuss 06 Ha
npoTsDKeHNH Henenb 0-52, rae 103a Uit HOAKOKHOTO BBEIEHHSI COCTaBIIsAeT 75 Mr (3Hak 1), 90 mr
(He3axparmieHHble kBagpathl), 105 mr (kpyru), 120 mr (TpeyroapHuku) uinu 135 mr (3akparneHHbIe
KBazpatThl). B naHHOM Ciydae 103y [Jisl MOAKOKHOTO BBEIEHHUSI BBOIST OJUH pas B 7 nueit (QW);
no3y IV BBomsiT oguH pas B 4 Hepenu (Q4W) B no3e 300 mr. Ha ocnoBanuu AUC o6e no3bl u3 90
u 105 mr SC QW, no Bunumomy, cxonnsl ¢ 300 mr IV. @durypa 7B. PaccuntaHHoe COOTHOLIEHHE
meauannoit AUC (SC/IV) ans 90 mr u 105 mr SC QW. PaccuntaHHOE COOTHOLIEHHE MEIMAHHOM
AUC (SC/IV) Ha 0OCHOBaHHMHU OLICHEHHON OMOJIOTHYECKOM TOCTYIMHOCTH, COCTABJISIIOLIEH Ha ~7%
HIDKE, YeM OMoJIormyeckasi JOCTYIHOCTh, PACCUUTAHHAS U3 HcciaenoBanus 06 Ha MPOTSHKEHUH
Henenb 0-52, roe mo3a aist moako:xkHOro BBeAeHus cocrasisieT 90 mr SC QW umm 105 mr SC.
Quzypa 8. Konyenmpauyus anugpoirymada c meuenuem epemen npu pa3nvix 003ax

[0019] durypa 8A: rpaduk, IEMOHCTPUPYIOIIMH (pacCUUTAHHBIE) OCTATOYHBIC
KOHLIEHTpauun aHudponmymadba B Imia3Me KpPOBH NalMeHTa, kKotopomy Beommau (i) 105 mr
anndponymaba MOAKOXKHO OAMH pa3 B 7 nHeil (mpsimast smHus), (i1) 300 Mr anudpomymada
BHYTPHUBEHHO OJMH pa3 B 4 Henenu (HWKHsIs NyHKTUpHAs JuHus) ni (i1) 1000 mr anugponymada
BHYTPUBEHHO OAWH pa3 B 4 Hemenu (BepXHssl NyHKTUPHAS JIMHUSA). 3aTeMHEHHas o0jacTb
npeAcTaBisieT co00i 00macTh MeKAY S-bIM B 95-bIM npoueHTIIIAIMU 11t 10361 300 Mr IV Q4W.
®durypa 8B. Ocrarounas koHueHTpanus anudponymada y cyorektoB ¢ SLE ¢ Beicokum IFNGS.
PaccuntanHble OCTATOYHBIE KOHIEHTpALMU aHu(pponymada B IUla3Me KPOBH y MAIHEHTOB C

BbicokuM IFNGS nocne BBenenust crnenyromero: (i) 300 mr IV Q4W; (i) 90 mr SC QW; (ii1)
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105 mr SC QW; (iv) 135 mr SC QW; (v) 1000 mr IV Q4W. SC = nonkoxHbiii. Ha ocHoBaHuU
ocTaTOoUHbIX 3HaueHu obe 1o3b 90 u 105 Mr SC QW npencrasiieHbl Kak XapaKTepU3YIOIHECs
Oonee BBICOKMMHU NOKaszaresiMu cyripeccuu PD, wem 300 mr IV.
Quzypa 9. Coomnoutenue noioxncumenvnoe gosoeiicmeue-BICLA, naénwoaemoe ¢ TULIP 1 u
TULIP 2 y nayuenmog c gvicokum IFNGS

[0020] ®urypa 9A: TULIP I, B cnyuae miaue6o, 150 mr u 300 mr anudpomymada.
®urypa 9B. TULIP II, B ciyuae miane6o u 300 mr.
Quzypa 10. Omeem coznacno BICLA 6 3asucumocmu om 003u1

[0021] ®durypa 10A. Kpusas 3aBUCUMOCTH OTB€Ta OT J03bl NI BEPOSTHOCTHU
cootrBercTBUsl Kpurepusm oteera coryacHo BICLA (y mnamumentoB ¢ Beicokum IFNGS)
otHocUTENIbHO Cave aHudponymada Ha TpOTSIKEHMH 52 HeOeNlb, JAEMOHCTPHPYOINAS
NPOTHO3UpYeMOe cpenHee 3HadeHHe (cepast quHUs) u 95% nosepurensueiii unTepBan (CI)
(3amrTpuxoBaHHast obnacte). [lanmenTe! rpynmuposans! o xose (150 mr, n =62; 300 mr, n=242;
u 1000 mr). ®urypa 10B. Ilpornosupyembie PK u sddextuBrOCTs 11t pasueix mo3 SC.
BepositHocTs cooTBeTcTBUsI BICLA (y manueHToB ¢ BeicokuM [FNGS) B ciiyuae exxeHeneIbHbIX
103 1UIs1 TOAKOXKHOrO BBeneHMs:, HauuHas ¢ 105 mr u go 150 mr. Jlonyiuenus: Aisi moy4eHus
TAHHBIX BKJIIOYAIOT OTCYTCTBHE CIYy4YaeB 3a1€PKKU/TIPEKPAIICHUS] BBEACHUS TO3BL
Quzypa 11. 3navenun Chough NOCIE UHDEKUUU 6 DEOPO NO CPACHEHUIO C UHDEKUUEIL 8 IICUCOM

[0022] 3HaueHusi Cuough MOCNIE MHBEKLUUH B O€IPO XapaKTepPU3OBAJIHCh TEHIEHIUEH K
MOHWKEHHIO 110 CPABHEHUIO ¢ MHbeKIMeH B )kuBOT durypa 11A: 150 mr SC Q2W. ®durypa 11B:
300 mr SC Q2W.
Quzypa 12. Ilpozno3uposanue eo030eiicmeus nHa ocHosanuu 81-87% 6uorozuveckoil
oocmynnocmu u npedsapumeibHozo mooeruposanus PK

[0023] CootHomenue cpenneit Cave aHuppoaymada, nporaozupyemoe st 103 90-150 mr
SC QW u 300 mr Q4W Ha ocHOBaHUU MpenBapuTenbHoro Mmoaenuposanus PK v nonymenuii B
OTHOLIEHHU Ouosorudeckoit nocrynHoctu. Ecnu nonyckanu 6nonorndeckyro nocrynmHocts (F1),
cocrapsiromyro  81-87%, wu3HauanpHO mnporHo3upoBamu 105 mr ans  obecrmeueHus: Caye,
cpaBHUMOM ¢ TakoBoi aisa 300 mr IV.
Quzypa 13. Cave anupoiymada na npomsasicenuu 52 neoeivb y nayuenmos c gvicokum IFNGS
o pazusix 003 SCu IV

[0024] Ecnu onenenHas Onojiorudeckasi TOCTYITHOCTb CHUKAIACh 10 ~70% Wiiu MeHbIIIe,
MenuaHHas Cave 70361 105 Mr QW 11t monkokHOro BBeAeHMs Hanana Hibke 1. durypa 13A.

105 mr SC QW. ®@urypa 13B. 120 mr SC QW. ®urypa 13C. IlepexpriBanue ¢ 1000 mr IV Q4W.



Quzypa 14. Coomnowenue meouannoit Cope SC QW K 300 m2 IV Q4W

[0025] Beibop no3er Beime uem 105 mr, mpenmouturenbHo 120 Mr wiM  BbIIIE,
o0ecrieynBaeT  ONTUMH3ALMIO  BO3JEHCTBUE-OTBET  NyTEM  MUHUMM3ALUU  BJIMAHUSA
BapuabeNbHOCTH Havajia MPOsBJIEHUS OTBETA M OMOJOrHMYECKOW AOCTYMHOCTH Yy MHAIMEHTOB C
BosuaHkoi (Hampumep, SLE). ®@urypa 14A: nonymena Ouonormyeckas AOCTYMHOCTb 81%.
®durypa 14B: nonymena 6uonoruueckas 1ocTynmHocTb 70%.
Quzypa 15. Cpeonsasa KonueHmMpauus AaHUPPOIYMAdA  OMHOCUMENbHO  YACHONIL
603HUKHOBEHUS ONOACHLBAIOUE20 2ephecd

[0026] YacroTa BO3HUKHOBEHMsI omnosichiBatomero repreca (%) y TNalWeHTOB B
uccnenosannu 1013, momywaromux miane6o, 300 mr IV anudponymada wmmum 1000 mr IV
anudponymada. Jloza SC, cocrasmsiromnast Hiske 150 Mr QW, Takske sIBJISIETCS JKeTaTeIbHON TSI
CHIDKEHHSI PHCKA WH(EKIIUH, BbI3BIBAIOIIECH OMOSICHIBAIOIIHINA TepIiec.
Quzypa 16. Cxema mooeau PK/PD

[0027] Henuneiinast monens cmemaHHbIx 3¢ ¢exroB. Ab, anudponymad B HeHTpaIbHOM
KoMmapTMeHTe; Abp, anudponymad B kommnapTMeHTe nepudepudeckux Tkaneit; Ab.R, kommiexc
anudponaymadb-IFNAR1; CLRES, xiupeHC MOCpPencTBOM PeTHUKYJIOIHAOTEIHATBHON CHCTEMBI,
GSIFN, wb, nmpodwmis PD IFN I tuna B nenpHO# kpoBu;, IC50, akTUBHOCTb, KOHLIEHTpPALIHS
aHndponaymabda, COOTBETCTBYIOIIAs MNOJIYMAKCHMAIbHOMY WHTHOMPOBAHUIO MPOAYLIUPOBAHHS
npoduinst PD; IFN, unrepdepon; Imax, makcumanpHasi ppakHOHHAsI CTETIEHb WHIHOUPOBAHHS
npoayuupoBanuss npodpmwist PD ¢ momompro anudponymada; kdeg, KOHCTAHTa CKOPOCTH
pasnoxenust IFN-aR1; kin, wb, koHcTanTa ckopoctu npoayuupoBanusi reHoB IFN B nenbHOM
KPOBHY; Kint, KOHCTAHTa CKOPOCTH MHTEPHAIM3ALUH, Koff, KOHCTAHTA CKOPOCTH AHCCOLMALINY; Kon
KOHCTAHTa CKOPOCTH aCCOLHMAIMM; kOut, KOHCTaHTa CKOpOCTHU ycTpaHeHusi reHoB IFN; PD,

¢dapmakonuHammueckue — mokasarenu, PK,  ¢dapmakokunermueckme — mokaszarenu;  Q,

>
MEKKOMIAPTMEHTHBIN KIMPEHC; Wb, 1IeJIbHasi KPOBb.
Quzypa 17. Accoyuauus medxncoy cmamycom IFNGS 0i1a 4 zenoe npu ckpununze (661coOKUil uiu
nuskuit) u IFNGS 01a 21 2ena na ucxoonom ypoene 6 00beO0UHeHHbIX OAHHBIX U3 UCHOIHIAHUTL
TULIP-1u TULIP-2

[0028] 21-IFNGS, ¢dapmakoguHaMu4ecKuid MPOo(UIb SKCIPECCHH T'€HOB, HAXOISAIIMXCS
no KoHTposeM unrepdepona, ans 21 rena; IFNGS, npoduib skcripeccuu reHOB, HAXOISIIIUX CS
non koHtpojiemM wuHTepdepona; SLE, cucremHas kpacHas BojdaHka. TOYKH JaHHBIX
MPENCTABJICHBI B BUE€ KPAaTHOCTU m3MeHeHus B mokazarene 21-IFNGS y manuentos ¢ SLE B
ucnbiTanusax TULIP-1 u TULIP-2 orHocuTensHO 30 0OOBENMHEHHBIX KOHTPOJIEH OT 30POBBIX

monei. IIpencraBnensble uncina 0003HA4a0T MeMaHHbIE 3HAUEHUS 111 Kakaou rpymmsl. M3 819

NAlMEeHTOB, KTO TNOJydYajl MO MeHblueil mepe omHy no3y 300 mr anudponymada, 150 mr



anudporymada i mianedo B ucnbrraausx TULIP-1 u TULIP-2, y 25 nanuenTos (18 mauneHToB
¢ BeicokuM IFNGS u 6 ¢ Huzkum IFNGS) orcyrcrBoBan nokasarens 21-IFNGS va ncxogaom
YPOBHE, U NTO3TOMY JIMIIb 794 manueHTa BKJIFOYEHbI B JAHHbIN aHAJIN3.
Quzypa 18. Cmamyc IFNGS npu ckpununze u noxkazameiv 21-IFNGS na ucxoonom ypoene
no zpynne go3pacma ¢ ooveounennwvix Oanunsix uz TULIP-1 u TULIP-2

[0029] OTpuuaTenbHyl0 accoLMalU0 Mexay Bo3pactoM u  skcrnpeccueit [FNGS
HaOMonamm B ciydae Kak Tuxoromuueckoro tecta IFNGS mpu ckpuHHMHTE, TaK ¥ MEIHAHHOTO
nokazarenst 21-IFNGS na ucxomnom yposae. 21-IFNGS, dapmakonuHamuueckuii mpoduib
SKCIIPECCUH T€HOB, HAXOISIINXCS MO KOHTpoJieM uHTepdepona, s 21 rena; IFNGS, npodwis
SKCIIPECCUH T€HOB, HAXOASALIUXCS TIOA KOHTPOJIEM HHTep(EpOHa.
Quzypa 19. Iokazamens 21-IFNGS (kpamnocms usmenenus OmuocumeibHo KOHmpoJeil om
300poguix J1100eil) y nayuenmoe c evicokum IFNGS no cpagnenuio ¢ nayuenmamu ¢ HU3KUM
IFNGS ¢ TULIP-1 u TULIP-2

[0030] 21-IFNGS, dapmakogrHaMU4ecKuil Mpoduib 3KCHPECCHH T'€HOB, HAXOMSIIUXCS
non koHTposieM untepdepona, mst 21 rena; IFNGS, npoduib SKCIpeccuu reéHOB, HAXOISIIIUX CSI
non koHTpoieMm wuHTepdepona; SLE, cucremHas kpacHas BoiuaHka. OCH y TpPENCTABISIOT
MenuaHHOe 3HaueHue KkparHoctu usMeHeHus 21-IFNGS y namumentoB SLE oTHOCHTENBHO
oOBenMHEeHHbIX JaHHbIX 30 KOHTponed oT 370poBBIX Jironeil. IlmaHku morpemHocTei
MPEICTaBISIIOT COOOH MenuaHHOe aOCOJIOTHOE CTaHAAPTHOE OTKJIOHeHWe. JlaHHBIA aHam3
Bryrovas 439 nanuentos B TULIP-1 u 355 mauuentos B TULIP-2 ¢ mo meHblIeRH Mepe OMHUM
n3mepenueM 21-IFNGS Ha uCXOIHOM ypOBHE U IOCJIE UCXOJHOTO YPOBHSI.
Quzypa 20. Meouannoe 3nauenue neiamparuzayuu IFNGS ona 21 zena no xeapmuiam 21-
IFNGS na ucxoonom yposene cpeou 00beOUHEHHBIX OAHHBIX OM RAUUEHMOB C GbICOKUM
IFNGS, komopuix nevunu ¢ nomouivio 300 me anupporymaéa ¢ TULIP-1 u TULIP-2

[0031] [TaumenTts! B kBapTUie HanMeHblnero nokasarens 21-IFNGS Ha ucxogHoMm ypoBHE
(xkto mmen 21-IFNGS Ha HCXOOHOM yYpOBHE, KOTOpPBIA ObLT OJIkKe BCEro K TaKOBOMY,
HaOmomaemoMmy y manueHtoB ¢ HuskuM IFNGS), xapakrepusoBamuce Oonee HHU3KOH
Helrpamuzanueir PD ¢ Oonbiuell BapnaOeNbHOCTBIO, Y€M MALMEHThl B KBApPTWIIX ¢ Oojee
BeICOKMM moka3ateneM 21-IFNGS na ucxomnom yposhe. 21-IFNGS, dapmakopnHaMHyuecKuii
npoUJIb SKCIPECCUU TeHOB, HAXOAAIIMXCS IO KOHTpoJieM uHTepdepona, as 21 rena; IFNGS,
npoQ b SKCIPECCHH T€HOB, HAXOMSIIUXCS MOA KOHTposneM mHTepdepoHa; MAD, menmanHoe
abcomoTHOE cTaHmapTHOe OoTKJoHeHue, PD, ¢papmakonunamuka; Q, kBapTuiib. JlaHHBIA aHATN3
Brarouan 291 mnaumenta ¢ BeicokuM IFNGS, koroporo neunnu ¢ nomouipto 300 mr
aangponymada, 3 TULIP-1 u TULIP-2, kro umen usmepenue 21-IFNGS Ha HCXOZHOM ypOBHE.

Ksaptunu 21-IFNGS Ha HMCXOIHOM ypOBHE PAacCUMTBHIBAIM Ha OCHOBAaHMM 794 maiueHToB (c
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BoicOkuM IFNGS wmu ¢ mHm3kum IFNGS), k1O mojy4aa mo MeHbIIeW Mepe OOHY 03y
anudponaymada 300 mr, anudpoaymad 150 mr unn mnanedo B ucnbiranusx TULIP-1 u TULIP-2,
kto umen mmeperne 21-IFNGS Ha uCXonHOM ypOBHE; MOCKOJIBKY JaHHBIN I'pa(uK BKIFOYAET
TOJIbKO ManueHToB ¢ BbICOKUM IFNGS, uncia B kakI0OM KBapTUJIE HE OMHAKOBBI.
Quezypa 21. Habnwoaeman neiimparuzayus PD npoduia GS IFN I muna u3z 21 2ena ¢
coomeemcmeuu ¢ noozpynnoit Cave na npomaxy;ceuuu 52-neoeinvnozo ievenus ¢ TULIP-2 u
TULIP-1

[0032] ®urypa 21A: TULIP-2. ®urypa 21A: TULIP-1. Caye, cpeassisi KOHLEHTpaLs
anudponymaba Ha mnporsokeHuu nepuona sedenus; IFNGS, mpodwunp sxcmpeccuu reHOB,
HAXOMASIIUXCS TON KOHTpoJieM uHTepdepona, MAD, menuanHoe aOCOJIOTHOE CTAaHAAPTHOE
otkyonenue; PD, papmakonnnammueckue nokasareny, PK, ¢papMakoknHeTHUECKHE TOKA3aTEIH.
Ha ¢urype Brimrodens! mamueHtsl ¢ BoicOkuM IFNGS ¢ >1 moanexamum KOJUYEeCTBEHHOMY
onpeneneHuio HadmoneHuem PK B ceiBopoTke kpoBu u >1 u3mepenuem PD no mpekpamenus
YUaCTHSI, pe3yJIbTaThl n3MepeHus: PD, coOpaHHbIe MOCIe MpeKpaleHnst y4acThs, He BKIIFOYAIIH.
Quzypa 22. Oapmaxoounamuyeckan neimpamusauyus 21-IFNGS y nayuenmoe ¢ picoxum
IFNGS, komopuvix jneuuiu ¢ nomouipio 300 mz anudpoiymaba, ¢ coomeemcmeuu c
XAPAKMEPUCHUKAMU 3000/1€6AHUA HA UCXOOHOM YPOGHE

[0033] CylecTBeHHYI0 M ycTOHuuBYI0 HeiTpanusauuro PD ¢ momombro 300 mr
anudpoaymada MOCTOSHHO HAOIIOAAN CPEAH MOATPYII aAKTUBHOCTH 3a00JIeBaHUS HA HCXOHOM
yPOBHE, BKJIFOYast IIOATPYIILI Ha ocHOBE nokasarens cornacHo SLEDAI-2K (<10 o cpaBHeHUIO
¢ >10), 103bI MIIOKOKOPTUKOMIOB ISl epopaibHOro npumenenus (<10 mo cpaBHeHuto >10 mr
nenb') u ceposnoruueckux naHHbIX BomdaHku (aHtuTena k dsDNA, C3 u C4). 21-IFNGS,
(apMakOnMHAMHYECKUH TPOPUIb SKCIPECCUM TI'eHOB, HAXOMSIIUXCS TOA  KOHTPOJEM
unrepdepona, 1 21 rena; antutena k dSDNA, antutena k nsyxuuteBoii JIHK; C3, kommiuemeHT
3; C4, xommiement 4; GC, rmrokokoptukoun, IFNGS, npoduiis s3Kcrnpeccru reHOB, HaX OASIIIAXCSI
nox KoHTposneM uHTepdepona, MAD, meamaHHOoe aOCONIOTHOE CTAHOAPTHOE OTKJIOHEHUE,
SLEDAI-2K, nnnexkc akTUBHOCTH CUCTEMHOI1 kpacHOM BosuaHku 2000.
Quzypa 23. Busyanvnasa oyenka npedckazameivnoil cnocobnocmu mooeiiu PK/PD ona 150 me
u 300 mz anuppoymaba

[0034] Anammz monenuposanusi PK/PD Bxmouan 646 mauueHToB ¢ BeicokuM [FNGS u3
oobenuHeHHbIx naHHbIX TULIP-1 u TULIP-2, kTo monydan rutanebo (n=289), anudponymad
150 mr (n=70) wmu amupponymad 300 mr (n=287). Monenp Hempsimoro otBera PK/PD
HaJUIeKaluM o0pa3oM 3axBaThiBajia HaONOJaeMble OaHHbIE C MOMOIIBIO 95% wuHTEpBasna
IIPOTHO3UPOBAHMS], KaK IPOAEMOHCTPUPOBAHO BU3YAJbHBIMH OLEHKaMU IPECKa3aTebHOM

cnnocobHocTH. 21-IFNGS, dpapmakoguHamuyeckuii mpoduib 3KCIPECCUN TE€HOB, HAXOISALINXCS
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nox koHTposeM uHTepdepoHa, ans 21 rena; Obs, HaOmonmaemsiii, Obs-Med, nabmomaemoe
MenuaHHoe 3HaudeHue, PD, ¢apmakomunHammueckune nokaszarenw; PK, dapmakoknHeTnueckue
nokaszareny; PI, mHTEpBam mporHo3upoBaHUs. TeMHas JUHUS IOKa3bIBA€T MPOTHO3UPYEMYIO
MEAUAHHYI0 HeWTpanu3auuio B mpoueHtax skcnpeccuun 21-IFNGS. Ananus3 ocHoBaH Ha 646
narueHTax ¢ BbicokuM IFNGS B coBokynHoctu ananuza PK/PD (289 B mnaue6o, 70 B rpymme
150 mr u 287 B rpynmne 300 mr).
Quzypa 24. Ilpoznosupyemsie ¢ mooeiu PK/PD noxazamenu ocmamo4Hoil KOHUEHMpPauuu
anuporymaéa ¢ neoeinio 24 onsa 150 mz u 300 mz anugpoiymaba

[0035] Ouenennoe menuanHoe 3HaUYeHUE Cirough B HEZENIO 24 ObLIO BbILIE C TPUMEHEHUEM
300 mr anugponymada, yem ¢ npumernenuem 150 mr anugponymada (15,6 ¢ momompro 0,2 MKr
mit), 6naronaps HenuueidHocTH. 21-IFNGS, mpoduab 5KCIpeccuy reHoB, HAXOMSAIUXCS MO
KoHTposieM uHTepdepona | tuma, nns 21 rena; PD, dapmakogumnamuueckue nokaszarenu, PK,
dapmakokuHeTnyeckne mokaszarenu. ICso mpencrasisier coOOW NPUMEPHYIO KOHLIEHTPALHIO
anudponymaba, Tpebyemyro miusi monyderuss 80% OT MaKCHMaJbHOTO WHTHOUPOBAHMUS
skcnpeccun 21-IFNGS. Ilporaosupyemoie 3HaueHust Ha ocHOBe 5000 cUMysILUA HETMHEHHON
mozenu cmemanHbx 3¢dextos PK/PD BBogmmm B mporpammuoe obecneuenne NONMEM
(Bepcust 7.3 UM BhILIE).
Quzypa 25. /luaznocmuueckue zpauku onsn mooeiu PK/PD

[0036] CWRES, vycinoBHo B3BemeHHble ocratku, IFN, wunHTepdepon; PD,
dapmakonunamuueckue nokaszareny; PK, gapmakokunerndeckue mnokasarenu. 3eieHas JTUHHA
NpenCcTaBisieT coO0H TMHUIO MACHTUYHOCTH Ha ¢urype 25A u ¢urype 25B u muaun LOESS
(J1oKaBHO B3BElIEHHOE criakuBaHue) Ha (purype 25C u ¢purype 25D.
Quzypa 26. Yacmomsr omeema coziacno BICLA u SRI(4) ¢ neoenio 52 no xeapmuiam
meouannou neiamparuzayuu PD 21-1IFNGS I muna y nauuenmoe c gvicoxum IFNGS I muna

[0037] ®durypa 26A: BICLA; ¢urypa 26B: SRI(4). BICLA, koMIUIeKCHasi OIICHKA
BOJUAHKA Ha OCHOBE OIeHKH bpurtanckoi rpymnmsl nmo ounenke BomdaHku (BILAG); IFNGS,
npoduiib  3KCIPECCHH TI'eHOB, HAXOMMIIMXCA TMMOJ  KOHTpojeMm wuHTepdepona, PD,
dapmakonuuamuka, SRI(4), uHOEKC OTBETa MALMEHTAa ¢ CHUCTEMHOW KPaCHOUW BOJYAHKOH Ha
JIeueHHe, COCTABIIAIOIMI >4, AHAIN3 BKIKOYAI nalueHToR ¢ BhIcOKUM IFINGS c¢ onenkoii PD Ha
UCXOJHOM VpPOBHE W IO MeEHbIIEH Mepe OAHOH OLIEHKOH IOocie HCXOOHOrO YPOBHS [0
npekpamieHus ydactusi, ko nojy4an 150 mr win 300 mr anudponymada (n=341) wimu miamnedo
(n=280) B ucnerraausax TULIP-1 u TULIP-2. Pesynbrarel usmepenust PD, cobpannbie mocie

MPEKpaLleHNs] y4acTusl, HCKII0YaIIu.
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Quzypa 27. Yacmoma omeema coziacno BICLA y écex ywacmuukog 6 coomeemcmeuu c
keapmunamu 21-IFNGS na ucxoonom ypoene ¢ TULIP-1 u TULIP-2

[0038] Otsets! cornacao BICLA 6putn Bbitie npu npumeHernu 300 mr anugponymada
MO CPaBHEHUIO ¢ anedo cpean Bcex kBaptmielt nokasarens 21-IFNGS Ha ucxonHOM ypoOBHE B
TULIP-1 u TULIP-2. 21-IFNGS, dapmakoguHaMudeckuii mpoQuiib SKCIPECCUH TeHOB,
HaXOMSIIMXCsT TOA KoHTposieM uHrepdepona, manst 21 rena; BICLA, xoMmruiekcHasi OIeHKa
BOJIYAHKM Ha OCHOBE OLIEHKH bpuraHckoil rpymnmsl mo oueHke omdanku (BILAG). U3 819
MAlMEeHTOB, KTO TNOJydYal MO MeHblneil mepe omHy no3y 300 mr anudponymabda, 150 mr
anudpoaymada wim mianedo B ucnbitanussx TULIP-1 u TULIP-2, y 25 nanuenTos (18 narmeHToB
¢ BeicokuM IFNGS u 7 ¢ muzkum IFNGS) orcyrcrBoBan nokasarenb 21-IFNGS Ha ncxogHoM
YPOBHE, U MO3TOMY JIMIIb 794 manueHTa BKIOUYEHbI B JaHHbIM aHanmn3. Keaptumm 21-IFNGS na
HCXOAHOM YPOBHE PacCUUTHIBAIN HA OCHOBAHUM TOM K€ MOMYJIALUHU.

Quzypa 28 21  zen, unOyyupyemwlii  uHmepeponom-o/fi,  cocmasiAOUUIL
QDapmaroounamuieckuii. npoQute IKCAPeccUu 2eH06, HAXOOAWUXCA NOO KOHMPO/leM
unmepepona, uz 21 zena

Quzypa 29. Ipoduis sxcnpeccuu 2eno6, HAXOOAMWUXCA HOO KOHmpoiem unmepgepona
(IFNGS)

[0039] CymecTByer ueTkas TIpaHHUIa MEXKAY IOJOXUTEIbHBIMU UM OTPULIATEIbHBIMU
nanueHTamMu B quarsoctuueckom tecte npu SLE. ®durypa 29A. KpatHocTs n3MeHeHus npod s
(RQ). durypa 29 B. Pacnpenenenue nokaszareneil TpaHCKPUNTA AJisl KQKIOTO U3 MALIUEHTOB C
SLE. PesynbraToM TecTa sIBJIETCS II0Ka3aTellb, KOTOPBIM CPAaBHUBAIOT C MPEABAPUTENBHO
YCTaHOBJIEHHBIM MPENIEIbHBIM 3HAUS€HHEM, KOTOPOE TIO3BOJISIET KJIACCU(UIIMPOBATD NALIMEHTOB HA
2 rpynnsl ¢ HU3KMMHU WM BBICOKMMH YPOBHSIMH SKCIpeccUr reHoB, nHaynupyemMbix IFN. ®durypa
29C. Bricokuii mokasatenb npouis SKCIPECCHU TeHOB, HaXOASIuXcs moa koHtpojem IFN I
THUIIA, ACCOLIMUPOBAH C MOBBIIICHHON aKTUBHOCTHIO 3a00JI€BAHUS 1 IPUMEHEHHUEM CTEPOUIIOB TIPU
SLE.

Quzypa 30. Heiimpanuszauyusn IFNGS

[0040] ®durypa 30A. Hccnenoanue CP152 nevyenus cudannmymadboM y MalUEHTOB C
SLE. ®urypa 30B. M3menenue B GS IFN I Tuna y nanueHToB ¢ BeicokuM nokasarenem IFNGS
Ha ucxonHoMm yposHe. IFNGS: mpoduib skcrpeccuy TeHOB, HaXOASIIUXCS MOA KOHTPOJIEM
uHTepdepona; MAD, menuanHOe aOCOMIOTHOE CTAHIAPTHOE OTKJIOHEHHE.

Quzypa 31. Pacnpeodenenue IFNGS npu 3aboneeanuu, onocpedosannom IFN I muna

[0041] ®urypa 31A. Pacnpenenenue nokasateneii IFNGS y nauuenros ¢ SLE, LN u

curapomom Illerpena. LN: Bomuanoussiii Heppur; SLE: cucremHast kpacHas Bomdanka;, HD:

300poBBIi 1oHOp. Purypa 31B: ananu3 Ha MUKpOUNTAX LIEJIbHON KPOBU U KOXKU OT MNALMEHTOB B
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uccnenosanuu MI-CP180. Ilokaszarene IFN ompeneneH kak MeauaHHOE 3HA4Y€HHE KPAaTHOCTU
msmenenus: (FC) 5 renos, nnaynupyembix IFN I Tuma, koTopble HaXxomsTcs cCpeau HauOouee
middepeHIManbHO PEryIUpyeMbIX M€HOB Y MALUEHTOB CO CKIEPOJAEpPMHUEH M0 CPaBHEHHUIO CO
KOHTPOJIEM, TOJYYEHHBIM OT 370pOBOro uenoseka. IlokaszaTenb Ha UCXOAHOM ypoBHeE (neHb 0)
IIPUMEHSIIH JIs1 OTIPEAENICHUs TOTO, SIBJIAETCS JIU MALUEHT MOJIOKUTEIbHBIM WM OTPULIATENIbHBIM
B otHowenuu npoduist IFN. 5 reHoB npeacrasisitoT codoii moarpymnmny u3 rpymmsl u3 21 rexa,
npumMeHsieMoit st usmepenus PD mpu SLE.
Quzypa 32: npoduiu zenoe na ucxoonom yposune ¢ npumenenuem IFNGS ona 5 zenoe

[0042] durypa 32A: nokazareu npopuist reHoB, nHAynupyeMbix IFN I Tuna, B nenbHOM
kpoBu (WB). ®urypa 32B: nokasarenu npoduns reHos, naayuupyemsix [FN I Tuma, B koxe.
nokasarenb S reroB : (IF127, RSAD2, IF144L, IF144, IFI6).
Quzypa 33: anudponymad npu SSc: cxema ucciedosanus gaszvr 1

[0043] MHOTOLIEHTPOBOE OTKPBITOE MCCIECAOBAHUE C MOBBILICHUEM A03bL, 34 MalnueHTa us
7 yupexnenuii B CIIIA (NCT00930683).
Quzypa 34: nokazamenv IFN I muna na ucxoonom yposne koppeaupyem ¢ aKkmuHOCHIbIO
3a00/1€6AHUA Y NAYUEHMOE CO CKlepodepmueil

[0044] ®durypa 34A. CpasHenue pacnpenenenus npoguieii S renos npu SSc u SLE nHa
ucxonHoMm yposHe. @urypa 34B: IFNGS na nepudepun xoppenupyer ¢ IFNGS B Tkany,
nopaxxeHHoi 3a0onesanneM. PHK Breinensnu n3 WB 1 ko)xu Ha ICXOHOM YPOBHE U TOKa3aTelb
IFN onpenensinu myteM pacuera MeAHAaHHOTO 3HaueHus: kparHoctu u3MeHeHus: (FC) 5 reHos,
unayuupyemsix [FN (IFI27, IFI6, IF144, IF144L u RSAD2). OueHuBamu KOPPESIIUI0 MEXIY
nepudepueii 1 TKaHbIO, opakeHHO! 3a0oeBanreM. durypa 34C: IFNGS Ha ncxonHOM ypoBHE
KOPPENUPYET C MOKa3aTejeM aKTUBHOCTH 3a0oeBanus (mokazareab mRTSS). PHK Bbinesnsum u3
WB 1 k0kM Ha MCXOAHOM ypOBHE U m3Mepsin nokazarenb [FN. MonudunupoBaHHslii o0mui
nokaszarenb OueHku koxku PomHanma (mRTSS), ouenky aktuBHOCTHM 3a0oneBanusi mpu SSc,
onpenessia kinHIueckuil Bpad. (A) [Tokaszana koppessauus mexay nokaszareneMm IFN u mRTSS y
Bcex manueHtoB. (B) ITokaszarenn mRTSS y mammenroB IFN (+) mo cpaBHenuo ¢ IFN (-)
MIO3BOJIHIIM OOHAPY KUTh 3HAYUTENIbHOE MOBBIIIEHNE aKTUBHOCTH 3a00JIEBAHNUS CPEN MALIIEHTOB
¢ mpodunem IFN (+). TlanueHTOB ompenensii Kak XapakTepusyromuxcs npoduiem (+) Ha
ocHOBaHMM mnpenenbHoro mnokasarens IFN, cocrasmsromero > 3 B WB, u nokasarens IFN,

COCTAaBJISIOILErO > 2 B KOXKE.
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Quzypa 335. /lo3o3asucuman neampaiuzayus ¢ omuouienuu noxkazamenn IFN (u3 5 zenoe) 6
WB u kooice y nayuenmog ¢ noiodjncumensHsim npoguiem co ckiepooepmueil.

[0045] [TarmeHThl MoONy4Yanu OJHOKpPATHOE BBeIeHHe aHudponymada Ha YPOBHSX
HECKOJIBKHUX 103. %0 HEUTpaINU3allui pacCUUThIBAIN OTHOCUTENBHO NMokasaresst [IFN Ha ncxogHom
YPOBHE.

Quczypa 36. dppexmot 1evenun anugporymaba y nayuenmos c SSc.

[0046] [TareHThl MONy4Yald OJHOKPATHOE BBeneHHe aHudponymada Ha YPOBHSX
HECKOJIbKUX 103.

Quczypa 37. Henvimanue azor Ib cupanumymada, monoknonanvnozo anmumena k IFN-a y
nauuenmos ¢ DM u PM

[0047] Kpatkoe onmcanme mporokona st ucchaeposanuss  MI-CP151. DM,
nepmaromuosnt; IFN, untepdepon; IFNGS, mpoduib 3KCnpeccuy TeHOB, HaXOMSIIUXCS TOA
koHTposieM uHTepdepona; IV, BHyTpuBeHHbI; PM, momumuosut, Q2W, kaxaeie 2 Henenu; R,
paHIOMH3aLHUS.
301eHNBATH ¢ NPUMeHeHneM Kputepues Bohan u Peter 1975 2. ®*O603HauaeT, ecu mpoBOIMIIH
dapmakoguHamudeckoe nsmepenue IFNGS.

Quzypa 38. IFNGS y nayuenmogs ¢ muozumom (uccieoosanue MI-CP151)

[0048] Omnpenensinu  3HaYeHHss NPOQPHISA OSKCIPECCUU T'€HOB, HAXOMASIIUXCS IOJ
koHTposaeM IFN I tuna (rmoxasarens s 13 reHOB) Ha HCXOIHOM YpOBHE y maiueHToB ¢ DM u
PM B mblmLe U KpoBH ¢ 0OHapy»keHHueM mnosbieHHoro nokasarens [FNGS B uenbHoi kpoBu u
MBILILE Y TALIMeHTOB Kak ¢ BM, Tak u ¢ PM.

Quzypa 39. Heiimpausauyus IFNGS y nayuenmos ¢ muozumom (ucciedoeanue MI-CP151)

[0049] IleneBass MonyJsitusi ¢ TMOMOINBIO cudamuMymada TpopuiIsi SKCIPECCHH TEHOB,
Haxopnsumxcst nox koutposeMm IFN I tuma, B kpoBu u Mbitine nanueHToB ¢ DM (¢urypa 39A)
wi PM (¢purypa 39A) B uccnenosanun MI-CP151.

Quzypa 40. I]enesasn modytauus npoduis IKCnpeccuu 2eH06, HUXOOAWUXCA ROO KOHMPOeM
IFN I muna, ¢ Kpoeu 0emMoHcHpupyen KOppeismueHyio 3aKOHOMEPHOCHb C AKMUGHOCHIbIO
3aboneganun y nayuenmos ¢ DM u PM (ucciedosanue MI-CP151)

[0050] durypa 40A: KpuBble CTPaTUPUIMPOBAHHONW LEJIEBOH HEHTpaTU3aLiu
MPEICTABISIFOT AOJIO ManueHToB ¢ DM i PM, KOTOPBIX JIeYHIA ¢ TIOMOIIBIO chdamumymada,
KOTOpbIE AEMOHCTPHPYIOT CYNPECCHIO Y HUX NMPOQHIIS SKCIPECCUN T€HOB, HAXOMSIIUXCS TION
koHTposieM IFN I tuma, B nenp 98 npu mpeacTtaBieHHOM MOPOrOBOM 3HAY€HUU HA OCH X.
ITanineHThI, KOTOpPBIE MPOSBIIAIM 0 MeHbLIeH Mepe 15% ynyuienue B nokasatene MMT8 B nenp
98 (mo cpaBHeHuto ¢ aHeM (), TPEACTaBIEHbl OPAHXEBBIMH JUHHMSIMHU, TPU 3TOM IALUEHTBHI,

KOTOpPBIC HE IMPOSABIIANIN YIYyHHICHUSA, MNPEACTABICHBI CHUHUMHU JIMHUAMU. Bcex MNalnrCHTOB,
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MOJIOXKHUTENBHBIX 10 MPOQUITFO SKCIPECCHH IeHOB, Haxonaumxcst nog konrposieM IFN I tuma (27),
JIEYWIIN C TIOMOLIBI0 cudannmymada nepen BeereHneM no3bl. Purypa 40B. Llenesas cynpeccus
npoduisi SKCIPECCHH TeHOB, Haxonsauuxcs mox koHtpojem IFN I Tuma, xoppemupyer c
CyINpeccuel BayKHbIX sIBJICHUH Mepefayl CUTHAJIA B MBIIIEYHON TKAHH.
Quzypa 41. Hneubuposanue IFNa chusicaem unguio mpayuio uMMyHHbIX K1EMOK 8 MblUIUY,
nopadicennyro muozumom (DM u PM) (ucciredosanue

[0051] Cudanumymad obecnieunBaeT CHWKEHHE WHQPHIBTPALUH UMMYHHBIX KJIETOK B
MBIIIEYHYIO TKaHb, TIOPAXKEHHYI0 MUO3UTOM, y nanueHTos ¢ DM u PM.
Quzypa 42. Cugarumymad yiyuuiaem MoluiedHy0 culy 6 (papmaxoniozudecku aKmueHvx
003ax

[0052] Jlo3bl BKITEOUaroT 1 Mr/kr, 3 mr/kr u 10 mr/kr. I'pymnmsl cudanumymada: 6 mecsiies
¢ npumenenueM 14 no3 (Q2W). I'pynna mianebo: BBOAMIN 03y B TEUEHHE 3 MECSLEB, 3aTEM
MEePeKITIoYaTNCh Ha cudannmymad B TeUeHHE 3 MeCSLIEB.
Quzypa 43. Cpasnenue 3¢ppexma neiimparuzayuu IFNGS ¢ nomouipio anudppoiymada u
cupaiumymada

[0053] Ob6a wu3 cudpamumymadba u aHudposymada TECTHPOBAIHM B KIMHHYECKOM
ucnbiranuu ¢aszel Il mpu SLE (NCT01283139 u uccnenosarne 1013 cooTBeTCTBEHHO, Tadanna
6-1. Knuanueckue ucciaenopanus). O0a Buia Tepaniy XapakTepH30BAIHNCh MOJOKUTEITbHBIMU
pesynbratamu U HeirpanuzoBanu GS IFN I tuna, npu sTom crenenb >¢gdexra anudpponymada
ObL1a GoJbLIE.
Quzypa 44. Yempoiicmeo 0ns 0ocmaeku

[0054] ITporokon wucciaenoanusi ¢aszel 11 (purypa 44A). Anudponymad BBOAST C
MOMOIUIBIO YCTPONCTBA MU uHbeKLUH [1] [9], TaKOTO Kak MpeaBapUTENbHO 3aNOTHEHHbBIN ITTPULL
(PFS) (¢purypa 44B) unu aBronabexTop (Al) (purypa 44C).
Quzypa 45. Aemounvexmop

[0055] ABTOUHBEKTOp Uil BBeAeHHs aHudponymadba wid ero (GyHKIHOHAIBHOTO
BapuaHTa B pasoOpaHHOM Buzae (¢purypa 45A), coOpannbiii (purypa 45B) u 3amonHeHHBIH
JIeKapCTBEHHBIM BemecTBoM (urypa 45C).
Quzypa  46.  Ilpeosapumenivno  3GNOAHEHHBLUL  WNPUY, ¢ OONOJIHUMELbHOIMU
HPUHAOTIEIHCHOCAMU

[0056] IIpenBapuTeapbHO 3aMOIHEHHBIN INPHUL C AOTOJHUTENbHBIMU NPUHAJIEKHOCTSIMU
(APFS) nns anndponymabda nnm ero pyHKUNOHATBHOTO BapuaHTa. [lepudnas TpyOka rmokasaHa
B coOpanHOU ¢opme (purypa 46A) u B pasoOpanHoM Buzae (¢purypa 46B). APFS c ero
JOTIOJHUTENIBHBIMA KOMIIOHEHTAMHU TOKa3aH B coOpanHoil ¢opme (¢purypa 46C) u B

pazoOpanHoM Buze (urypa 46D).
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Quzypa 47. Ynakoeka 0ia ycmpoiicmea 0111 00CHABKY
Quzypa 48. Beipasnueanue masiceioi yenu anudpoiymaba
Quzypa 49. Beipasnueanue jieckoil yenu anugpoiymada

4. IHOAPOBHOE OIIMCAHHUE

4.1. EanHu4HAas 1032 JJs1 NOAKO0KHOI0 BBEACHHUSI

[0057] Hacrosiinee un300peTeHne OTHOCUTCA K eOMHMYHON 1o03e ((apmaueBTuueckoit
eIMHUYHOM 103€, CTAaHAAPTHOW JieKapCTBEHHOH (opme wu (papMaleBTHYECKON CTaHOApTHOM
JIEKapCTBEHHOM (hopMe) 1Tt MOJKOKHOTO BBEACHMUS, copepskateii 6onee 105 mr (1. e. 6osee uem
105 mr) u menee 150 mr (T. e. meHee yem 150 mr) anugposnymada wim ero GyHKUHOHATBHOTO
BapuaHTa. EnuHNYHAs 1032 MOKET OBITh YIIAKOBAaHA MJIH COCTABJICHA B BU/E €IMHUYHOM 03I, T.
€. IUIsl BBEICHUS CYOBEKTY 32 OJJHY CTaUI0 BBEICHUSI.

[0058] Hacrosiimee wn3o0pereHne OTHOCUTCS K eNMHMYHOW n03e ((apmarneBTudeckoi
eIMHUYHOW 103€, CTAaHAAPTHOW JIeKapCTBEHHOH (opme wmm (apMaleBTHUECKON CTaHOAPTHOM
JIeKapCTBEHHOH (popMe) IIsi MOAKOKHOTO BBEACHMSI, conepskarieit bonee 105 mr (T. e. Gonee uem
105 mr) u menee 150 mr (T. e. menee yem 150 mr) naruouropa IFNAR1. Enunndnas no3a MoxeT
OBbITh yITAaKOBaHA UJIM COCTABJICHA B BHJIE €AUHIYHON O3bL, T. €. U BBEICHUS CYOBEKTY 32 OJTHY
CTaJuI0 BBEIICHMUSI.

[0059] Enunnunas noza mosket cogepskarh 135 mr unmm mensbiue (T. €. 135 Mr wim MeHble)
unruouropa IFNAR 1. Enunndnas no3a MoxeT copepskaTh npubdausurenbio 120 mr uarudburopa
IFNAR1. Enqunnunas no3a Mmoxet conepskarb 120 mr uaruburopa IFNAR1. Enunnunas nosa no
CYIIECTBY MOXeT COCTOsATh u3 Oonee yem 105 mr u menee uem 150 mr unruburopa IFNARI.
EnunHuvHas 103a 1o CyIecTBy MOXKET coCTosiTh M3 135 mr unn menbine naruouropa [IFNARIT.
EnvHuyHas n03a Mo CymecTBYy MOXKET COCTOSATh M3 NpuOmmsutenbHo 120 Mr mHruOuTopa
IFNAR1. Konuenrpamust wunruburopa IFNARI B enuHMYHOW [03€ MOXKET COCTaBIISIThH
npubnusuTensHo 150 Mr/mi. O0beM eIMHUYHOM 03B MOXKET COCTaBIATh MeHee | mit. Jlo3a mim
eIMHUYHAS 1033 MOKeT uMeTb 00beM oT 0,5 mo 1 M. KoHueHTpauus eAMHIYHONW H03bI MOXKET
coctaBysiTh mpubmu3uTenbHo 0,8 M. O0beM eOUHHYHON J03bI MOKET COCTaBisTh 0,8 mil.
Enunudnass noza mokeT comepkath coctaB u3 150-200 mr/mn aHugponymaba WU €ro
($yHKIMOHATBPHOTO BapuaHTa, 25-150 MM JTH3HMHOBOM CONMM M HE3aPsDKEHHOE BCIIOMOTATEIbHOE
BemecTBo. EnnHnvHas 103a MOXeT comepkaTth coctaB u3 150-200 mr/mn unrndouropa IFNARI,
25-150 MM nu3MHOBOM COJIM U HE3apsDKEHHOE BCIIOMOTraTeNbHOE BelecTBO. EnuHuuHas nosa
comepskut coctas u3 25 MM ructunuHa-HCL, 130 MM Tperanosst u 0,05% Bec/06. monucopbara
80. Cocras Mmoker umetb pH, cocTaBnsonui MpuOIM3UTENBHO 5,9.

[0060] Enunnunas noza mosket cogepskath 135 mr unm mensbiue (T. €. 135 Mr wim MeHble)

anudponymadba wim ero (yHKIMOHAJIBHOTO BapuaHTa. EauHWUYHAs 1032 MOXKET COAepKaTh
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npubmusuTensHo 120 Mr anudponymada nim ero pyHKIIMOHANBHOTO BapuaHTa. EnnHudHas nosa
MokeT conepskath 120 mr anudponymada nin ero GyHKINOHAIBHOTO BapuaHTa. EnuHuYHas 1032
IO CYIIECTBY MOJKET COCTOATh U3 Oosee yeM 105 mr u menee uem 150 mr anugponymadba uiam ero
(dbyHKIIMOHAIBHOrO BapuaHTa. EquHUYHAS 1032 MO CYIIECTBY MOXKET COCTOSTh W3 135 Mr wim
MeHblIe aHupposymada win ero (yHKIMOHAJIBHOTO BapuaHTa. EAMHUYHAS 1034 MO CYIIEeCTBY
MOXET COCTOATh u3 mnpubmmsurensHo 120 mr anupponymada mnu ero (QyHKIIMOHAJIBHOTO
BapuanTta. KoHuenTpauus anudponymada uiu ero pyHKIIHOHAIBHOIO BapUaHTa B €IMHUIHOU
J03€ MOKET COCTaBJISITh MPpUOIM3UTENbHO 150 Mr/Mi. OObeM eTUHUYHOM TO3bI MOKET COCTABJISITh
meHee | my. Jlo3a wiu equHUYHAsT 1032 MOkeT uMeTh oobem ot 0,5 no 1 mu. KoHueHTpamwst
€IMHUYHOW J03bI MOXKET COCTaBJIATh MpUOIM3uTENpHO 0,8 Mi. OO0beM eIMHUYHON H03bI MOXKET
coctasnsaTh 0,8 M. EnnHudHas no3a mosker copep:karb coctas u3 150-200 mr/min anugporymada
Wi ero (yHKIHOHAJIBHOrO BapuaHTta, 25-150 MM JM3MHOBOH CONM W HE3apsUKEHHOE
BCIIOMOTaTeNbHOe BelnecTBO. EnuHMYHAs no3a MoOXeT comep:karb coctaB u3 150-200 mr/mn
anudponymadba wiu ero (QYHKUMOHANIBHOTO Bapwanrta, 25-150 MM JHU3MHOBOH cCoOMM |
HE3apsKEHHOE BCIIOMOTaTeNNbHOE BELIECTBO. EAuMHWYHAS 1032 COAEp:KUT cocTaB U3 25 MM
ructunuHa-HCL, 130 MM Tperanossl u 0,05% Bec/00. nonmcopbara 80. Cocras MmoxkeT umets pH,
COCTaBJISIFO LIMH MPUOJIU3UTETHHO 5,9,

4.2. Cnoco0 neuenus 3adoaesanus, onocpenosanHoro IFN I tuna

[0061] Hacrosimee mn3o0pereHue Takke OTHOCHUTCS K CIOCOOY JiedeHHs! 3a00JieBaHUs,
onocpenosanHoro uarepdeponom I tuna (IFN), y cyOnekTa, mpu 5ToM criocod JIedeHHst BKIIFOYaeT
NOAKOXKHOE BBEACHUE €JUHUYHOM O3Bl M0 HACTOALIEMY M300pEeTeHHIO CyOBEKTYy, y KOTOPOro
umeetcs 3aboseBanue, onocpenosannoe uareppeponom I Tuna (IFN). Hacrosiiee nzoOperenue
TaKXKe€ OTHOCUTCS K criocoly jeueHust 3aboneBanus, onocpenosannoro IFN I tumna, y cyObekra,
IpU 3TOM Crmocod BKIFOYAET MONKOXKHOEe BBeAeHue no3bl mHruourtopa IFNARI, rme nosa
coctasisieT 6osee 105 mr u meree 150 mr. Hactosiiee n3o0peTeHne Tak:ke OTHOCHTCS K CITOco0y
neuenns 3aboneBanus, onocpenosaHHoro IFN I tuma, y cyObekTa, npu 3TOM Crocod BKIFOYAET
NOJKOKHOE BBEIEHHE 03Bl aHu(pposymMada wid ero (pyHKIHMOHAJIBHOTO BapHaHTa, e 1032
coctasisieT Oonee 105 mr u menee 150 mr.

[0062] Hacrosimmee mn3o0pereHue Takke OTHOCHUTCS K CIOCOOY JiedeHHsi 3a00JieBaHUs,
onocpenoBanaoro IFN I tuma, y cyOBexTa, mpu 3TOM CIOCO0 BKIJIFOYAET MOIKOKHOE BBEICHHE
no3sl uaruouropa IFNARI, roe BBeneHrne 1036l KAKIYIO HENeIr0 00ecreYrnBaeT KOHLIEHTPALUIO
B TUIa3Me KPOBH Y CYOBEKTa, KOTOpask O MEHbINEH Mepe SKBUBAJICHTHA KOHLIEHTPALINH B TUIA3Me
KpoBH, obecrieunBaeMoil BHYTpHBEHHbIM BBeaeHueM 300 mr muruburopa IFNARI1 kaxaere 4
Henenu. BeeneHue n03b! KXY HEAETI0 MOXKET 00eCreurBaTh KOHIEHTPALMIO B IJIa3Me KPOBU

y cyObekTa, KOTOpas TPEBbIIIAeT KOHLEHTPALMIO B IJIa3M€ KpPOBH, OOECIeYNBAEMYIO
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BHyTpUBEeHHBIM BBeneHueM 300 mr mnruburopa IFNARI1 kaxneie 4 nHenenu. Beenenue mossl
KXKIYI0 HEZENIF0 MOKET 00ecreunBaTh KOHLIEHTPALMIO B IJIa3Me KPOBH Y CyOBEKTa, KOTOpas 1o
MEHbLIEH Mepe 5KBUBAJIEHTHA KOHIIEHTPALIMH B I1JIa3Me KPOBH, 00€CTIeYMBa€MON BHYTPHUBEHHBIM
BBeneHneM 400 mr maruOutopa IFNARI1 kaxnaeie 4 Henmenmu. J[03y MOKHO BBOAMTH 3a OIHY
cranuro BBeneHus. J1o3a, BBogumast CyObEeKTy, MOKET COCTaBISITh MeHee 150 mr (T. e. MeHee uem
150 mr) uarudurtopa IFNAR1. [lo3a, BBogumast CyOBEKTY, MOKET COCTaBiIATh Oonee 105 mr (T. e.
Oosee uem 105 mr) unaruduropa IFNAR1. [lo3a, BBonuMasi CyOBbEKTY, MOXKET COCTABIIATh 135 Mr
wim Mesbine (T. €. 135 mr unn menee) uaruouropa IFNAR 1. Jlo3a, BBonuMasi CyObeKTY, MOKET
cocTaBsATh mpudbmu3uTenbHo 120 mr uarnomuropa IFNARI.

[0063] Hacrosiimee n3o0OpereHne Takke OTHOCUTCS K CIOCOOy JjiedeHus: 3abojieBaHUs,
onocpenoBanHoro IFN I tuma, y cyObekTa, mpu 3TOM CIOCOO BKITIOYAET MOAKOKHOE BBEIACHHE
10361 aHUu(poTyMada mim ero GyHKIMOHAIBHOIO BAPHAHTA, I71€ BBEEHHE T03bI KAXKIYI0 HENIEIO
o0ecrieynBaeT KOHLEHTPALMIO B IUIa3M€ KPOBU y CyOBEKTa, KOTOpas MO MEHbIIEH Mepe
SKBHUBAJICHTHA KOHIIEHTPALMU B IUIA3ME KPOBH, OOeCreurnBaeMOl BHYTPUBEHHBIM BBEIACHHUEM
300 mr anudponymabda niam ero GyHKUHOHAIBHOIO BapuaHTa Kaxaple 4 Henenn. Beenenne n03bl
KQXKIYI0 HENIEeT0 MOXKeT 00ecreYnBaTh KOHLEHTPALMIO B IUIa3Me KPOBH y CyOBeKTa, KOTOpas
NPEBbIIAET KOHLEHTPALMIO B IUIa3Me€ KPOBM, OOECIEUMBAEMYIO BHYTPHBEHHBIM BBEIECHUEM
300 mr anudponymabda niam ero GyHKLHOHAIBHOIO BapuaHTa Kaxple 4 Henenn. Beenenue no3bl
KXKIYI0 HEZIEJIF0 MOKET 00ecreunBaTh KOHLEHTPALMIO B IJIa3Me KPOBH Y CyOBEKTa, KOTOpas Mo
MEHbIIEH Mepe 3KBUBAJIEHTHA KOHLIEHTPALUHU B IIa3Me KPOBH, 00eCIeunBaeMOil BHYTPUBEHHBIM
BBeneHneM 400 mr anudpoaymada mu ero pyHKIHOHAIBHOTO BapHaHTa Kaxable 4 Henenu. J[o3y
MOKHO BBOJHTB 33 OHY CTAMIO BBeAeHHs. Jl03a, BBOAMMAs CyOBEKTY, MOKET COCTaBIIATh MEHEE
150 mr (1. e. menee uem 150 mr) anugponymada wim ero GpyHKIHOHAIBHOTO BapuanTa. J{o3a,
BBOAMMasI CYOBEKTY, MOKET cOCTaBisATh Oosee 105 mr (T. e. 6onee yem 105 mr) anudpoaymada
win ero pyHKIHOHATBHOTO BapuaHTa. Jlo3a, BBogumasi CyObeKTy, MOKET COCTaBIsATh 135 Mr uimm
menbie (T. €. 135 Mr uinn MeHbIne) anudpoymada uian ero PyHKIHOHATIBHOTO BapraHTa. Jlo3a,
BBOZIUMAsT CYOBEKTY, MOMKET COCTaBIATh NpUOIM3uTenbHO 120 mMr anugponymada uiam ero
(YHKIIMOHAJIBHOTO BapUaHTA.

[0064] 3aboneBanue, omnocpenoBaHHoe IFN [ Twma, MoskeT mpencTaBisiTh COOOMU
BOJYaHKY. 3aboneBanue, onocpenosannoe IFN I Tuma, MoXeT npencTaBisTe COOOH CHCTEMHYIO
kpacHyro BojuaHky (SLE). BBenmeHue m0O3bl WM €IMHUYHOW IO3bI MOXET OOEeCreuunBaTh
yJIy4II€HHe B OTHOLIEHUH YaCTOThI OTBETA COTJIACHO KOMILIEKCHON OLIEHKE BOJUYAHKU HA OCHOBE
BILAG (BICLA) nauueHTa OTHOCHTEIBHO UCXOIHOTO YPOBHs. BBeneHue 103bl UM eqUHIYHON
TI03bI MOJKET BBI3BaTh y cyObekTa Hamnuue oreera cornacHo BICLA, rae oteer cornmacuo BICLA

ompenensercss kak (1) mo MeHblIed Mepe OfHA rpafauus yIydIIEHHs IOKa3aTeNel COracHoO
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BILAG Ha HCXOOHOM ypOBHE BO BCEX CHUCTEMAaX OpTraHM3Ma C AKTUBHOCTBIO 3a00JieBaHUS
YMEPEHHOH WUJIH TSKEJION CTENeHH Ha Ha4alIbHOM 3Tare (Hampumep, Bce mokaszarenu A (Tshkenoe
3aboneBanne) manarot 10 B (ymepennoe 3abonesanme), C (yerxkoe 3aboneBanue) wiau D
(oTcyTCTBHE aKTUBHOCTH), M Bce mokaszarenu B manator no C unm D); (2) Hu omHOro HOBOTO
nokasarest A cornacHo BILAG uiu Gonee yem ouH HOBBII nokazarenb B cornmacuo BILAG; (3)
oTCyTCTBHE yxyauenus obmero nokasarenss SLEDAI no cpaBHeHHIO ¢ UCXOIHBIM YPOBHEM; (4)
OTCYTCTBHE 3HAYUTENIbHOrO yxyameHus (Ha 10% wiu MeHble) CoracHo oOIiei OLleHKe Bpayeit
u (5) orcyrcrBue He3(PPEKTUBHOCTH JieueHUs (HAYaJO0 HEMPOTOKOJIbHOTO JieueHus1). Beenenue
J03bI WK €IMHUYHON JTO3bI MOKET 00eCIeunBaTh yay4lleHne B oTHoWeHn: nokasatens (SRI)4
MHJIeKCa OTBETA MaLMeHTa C CACTEMHOI KpaCcHON BOJTUAHKOH Ha JieueHUe MalieHTa OTHOCUTENBHO
ucxonHoro yposHs. CyOwekT nocruraer SRI(4), eciu BBIIOIHAIOTCS BCE CIEAYIOIINE KPUTEPHH:
1. camxenne SLEDAI-2K Ha 4 Ganna vi 60JbIIe OTHOCHTENBHO UCXOIHOTO YPOBHS, 2. HUKAKUE
HOBBIE CHCTEMBI OPTAHOB HE MOPAXKEHBI, YTO onpeaesnsercs no 1 wim 6onee myHKTaM A COTJIaCHO
BILAG-2004 unu 2 wnu Oonbine; 3. myHkThI B cornacHo BILAG-2004 0THOCHTENBHO HCXOIHOTO
ypoBHs ¢ npumeHeHueM BILAG-2004; 4. orcyTcTBHE YXYILIEHHS OTHOCUTENBHO HCXOIHOIO
YPOBHS aKTUBHOCTH TakKOro 3a0OJ€BaHMS, KAaK BOJNYAHKA, Y CYOBEKTOB, OIpenenseMoe IO
noBbimeHuto Ha 0,30 Gasa uau 6ogbine no 3-6annpHoii mkaise PGA VAS. BonyaHka BKIIFOYaeT
SLE, BoigaHOUHBINA HEPPUT U KOXKHYIO KpacHYI0 BomdaHKy (CLE).

[0065] Crioco6 moxer obecrneunBaTh CHUXKEHHME AKTMBHOCTH 3aboneBaHusi SLE vy
cyobekra. CHmkeHue akTuBHOCTH 3a0oneBaHust SLE y cyObekTa MOkeT npeaycMaTpuBaTh a)
OTBET COIJIACHO KOMILJIEKCHOH oreHke BosdaHku Ha ocHoBe BILAG (BICLA) y cyObekra, b)
otBeT cornacHo SRI(4) y cyObekrta, W/Wiu CHMXKEHHUE TMOKa3aTessi, MPEACTABISIOIEro co0oi
WHIIEKC PACIpPOCTPAHEHHOCTH M TSDKECTH 3a0oyieBaHMs KOKHOW KpacHoi Bomuanku (CLASI), y
cyOBekTa no cpaBHeHuto ¢ nokazateneM CLASI y cyObekTa 1o nedeHus.

[0066] 3aboneBanue, omnocpenoBanHoe IFN [ Tuma, MOXKeT TpencTaBisITh COOOMU
ayTOMMMYHHOe 3aboneBanue. 3abonesanue, onocpenoanHoe IFN I Tuma, MokeT npeacTaBisTh
coboit muo3ur. 3aboneBanue, onocpenoanHoe IFN I Tuna, MokeT mpeacTaBisaTh COOOH CHHAPOM
Illerpena. 3abonesanwe, omnocpenoBanHoe IFN 1 Twma, MoOXeT mpencTaBisiTh COOOM
CKJIEPOZIEPMHUIO.

[0067] 3aboneBanne, omnocpenoBanHoe IFN 1 Tuma, Moxker OBITh ONpPENENICHO Kak
3a0oneBaHue, rAe MAHeHT Xapakrepusyercs nopbimeHHbM IFNGS 1o cpaBHEHHIO CO 310pOBBIM
noHopoM. IloBbrimenssiii IFNGS moxker HaOmromaTeCsi B IeTbHONW KPOBU /UM TIOPAYKEHHOM
3a0oneBaHNeM TKaHH MalueHTa (HarnpuMep, Mpimie u/uinn koxe). Ilopimennsiit IFNGS mosxer

OBITh U3MEPEH KaK MoKa3aTesb i 4 reHoB, 5 reHoB min 21 rexa.
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4.3. Jo3bl

[0068] Enunnunass nmosa (Taxke Ha3biBaemasl CTaHIApTHAsl JieKapcTBeHHas (Qopma,
dapmanieBTUUEeCKasT €IMHUYHAS 7032 WM (apMaleBTU4ecKas CTaHAAPTHAas JIEKapCTBEHHAs
¢dbopma) mpexncrasisier coOOi 103y, 0Opa30BaHHYIO M3 OJHOW eAuHHIBI 103bl. EquHmuHas no3a
(crannmapTHas nekapcTBeHHast popma) ABIAETCS MOAXONAIIEH Ul BBEACHUs! CYOBEKTY 3a OIHY
CTaaMiO BBeleHWs. EnuHudHas no3a (CTaHmapTHas JieKapcTBeHHas (opma) MOXKeT OBITh
yIaKkOBaHa B KOHTEMHEPE C OJTHOM 10301, HApUMep, MPEABAPUTENILHO 3aMIOJTHEHHOM LITIPULIE IS
OHOKPAaTHOTO TMNPHMEHEHHs WJIM AaBTOMHbEKTOpe. ENWHWYHBIE J03bI  00ECHeYHBaOT
MIPEUMYIIECTBO B TOM, YTO MX MOKHO 3aKa3blBaTh, YIIAKOBBIBATH, MAHUITYJIMPOBATh U BBOJUTH B
BUJE OJHOJO30BBIX €QUHUL], COAEPKAIMUX NPEIBAPUTEIBHO ONPENEICHHOE KOJUYECTBO
JIEKapCTBEHHOTO CpecTBA. ENMHNYHBIE 103bI 00ECTIEUNBAIOT CHUKEHNE OLTUOOK MPH BBEICHUH
Y YMEHBIIEHUE KOJIMYECTBA OTXOAO0B.

[0069] B npyrom acmekte Hacrosiiee H300peTeHHE OTHOCUTCS K EIUHUYHOU J103€
(papmaneBTHUeCcKON  €OMHMYHOHW  103€, CTAHAAPTHOH  JIeKapCTBEHHOH  (Qopme  wim
(apMalleBTHYECKON CTaHNAPTHOW JIEKAPCTBEHHOW (opme) il TMONKOXKHOTO BBEICHUS,
coxepxatieit 6onee 105 mr (1. e. Gonee yem 105 mr) u menee 150 mr (T. e. MeHee uem 150 mr)
unruouropa IFNAR1. Enunndnas nosza moxxer cogepxarb oT 105 no 149 mr uarndurtopa IFNAR.

[0070] B npyrom acmekrte Hacrosimiee H300peTeHHE OTHOCUTCS K EIUHUYHOH 103
(papmaneBTyeckoll  €OMHMYHONW  J03€, CTAHAAPTHOM  JieKapCTBeHHOH  (Qopme  wiH
dapmaleBTUYECKOH CTaHAAPTHOW JIEKApCTBEHHOH (opme) Uil MOAKOXKHOTO BBEIEHUS,
copepskaeit 6onee 105 mr (T. e. 6onee yem 105 mr) u menee 150 mr (T. e. menee yem 150 mr)
anudponymabda unm ero GyHKIHOHATBHOTO BapHAHTA.

[0071] Enunundnas no3a MoskeT cogepskath 135 mr umu meHbiie (T. €. 135 Mr uiu MeHbIe)
unruouropa IFNAR1. Enunnunas noza moxer copepkatb oT 105 mr no 135 mr unruburopa
IFNAR. EnnanyHast n1o3a MoxkeT comep:karb npuOmusurensHo 120 mr maruburopa IFNARI.
Ennanynas nosa mosxet conepkarb 120 mr uaruouropa IFNAR1. EquanyHast 103a o cymecTBy
MOJKET COCTOsITh U3 Oonee uem 105 mr u menee yem 150 mr uaruburopa IFNAR1. Enqunngnast
7034 MO CYILIECTBY MOKET cOCTosiTh u3 135 mr wiu mensbine uarudutopa IFNAR1. Exunanynas
7032 TIO CYIIECTBY MOXKET COCTOSTh U3 mpudbmusutenvHo 120 mr anmdponmymaba wmu ero
¢dyskmonanpHoro Bapuanta. Konuentpauus uarudburopa IFNAR1 B eqMHHYHON 03¢ MOXKET
cocTaBJsiTh puoOIU3uTeNbHO 150 Mr/min. O6beM eAMHIUYHON A03bI MOJKET COCTABIISITH | MJT MJTH
menbine. Jlo3a wim equHWYHAsS A03a MOkeT umerb o0beMm ot 0,5 mo 1 mu. Konuenrtparwus
€IMHUYHOU 03Bl MOXKET COCTaBJIATh MpuOmm3uTenbHo 0,8 M. O0beM eTUHHUYHON J03bI MOXKET
coctaByATh 0,8 M. Enunnunas no3a moxer copepkath coctas U3 150-200 mr/mu uHrudburopa

IFNARI, 25-150 MM nu3uHOBOM CONU U HE3aPs’KEHHOE BCIIOMOTaTeNIbHOE BellecTBO. Ennnnynast
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71033 MOKET cozepskarh coctas u3 150-200 mr/mn uaruduropa IFNARI, 25-150 MM nu3unoBOM
COJIA U HE3aPsKEHHOE BCIIOMOraTeNIbHOE BEIeCTBO. EnMHNYHAs 103a CONEpKUT cocTas u3 25 MM
ructunuHa-HCL, 130 MM Tperanoss! u 0,05% Bec/00. nonucopbara 80. Cocras MmoxkeT umets pH,
COCTaBJISIFO LM MPUOJIU3UTETHHO 5,9,

[0072] B npyrom acmekrte HacTosilee H300pETEHHE OTHOCUTCS K CIOCOOY JIeueHHsI
Boiuanku (Hampumep, SLE) y cyOwekTa, mpu 3TOM cnoco0 JI€YeHUs! BKIIOUYAET IOAKOXKHOE
BBEICHUE €IUHHYHOW JO3bl MO HACTOALIEMY H300PETEHHIO CYyOBEKTY, Y KOTOPOTO HUMEETCs
BosuaHka (Hanpumep, SLE). B npyrom acnekre Hacrosimee n300peTeHrne OTHOCHTCS K CIIOCO0Y
neuenns BojuaHku (Hanpumep, SLE) y cyOwekrta, mpu 3TOM Crnoco0 BKIIHOYAET MOAKOMKHOE
BBE/ICHHUE 103bI aHU(ppoyMabda 1t ero (yHKIIMOHAIBHOTO BAPHAHTA, TE 1032 COCTaBIIsIeT Oojiee
105 mr u menee 150 mr. B mpyrom acmekte Hactosiiiee M300peTeHHE OTHOCUTCS K CIOCOOy
neueHnss BojuaHku (Hampumep, SLE) y cyOwekTa, mpu 3TOM Crnocod BKIHOYAET MOAKOMKHOE
BBEICHHE NT03bI aHU(]pomyMada UK ero (PyHKLUHOHAIBHOTO BapUAHTA, TAE 0328 COCTABISIET OT
105 mr no 149 wmr.

[0073] B npyrom acrekte HacTosimee H300peTeHHE OTHOCHUTCS K CHocoOy JieueHus
BosuaHkH (Hanpumep, SLE) y cyObpekTa, mpu 3TOM coco0 BKIIFOYAET MOAKOKHOE BBEIEHUE TO3bI
unruoutopa IFNARI, rne BBemeHue A03bI KOKAYIO HEOENIO OOECIEUMBAET KOHIEHTPAIUIO B
I1a3Me KpoBHU y CyOBeKTa, KOTOpas 10 MEHbIIeH Mepe SKBUBAJICHTHA KOHLEHTPALUHU B IJIa3Me
KpoBH, obecrieunBaeMoil BHYTpHBEeHHBIM BBeaeHueM 300 mr muruburopa IFNARI1 kaxaeie 4
Henenu. Beenenue no3bl KaXIyr0 HEAETI0 MOXKET 00ecrednBaTh KOHIIEHTPALIMIO B TUIa3Me KPOBH
y cyOBekTa, KOTOpas NpeBbIINAET KOHLEHTPALMIO B IUIa3Me KpOBH, O0ECHEeYHBAEMYIO
BHYTPHBEHHBIM BBeieHHeM 300 mr anugposymada iy ero (pyHKIMOHAIBHOTO BapUAHTA KaXKIble
4 Hemenu. BBenmeHue M03bI KaXKIYIO HEAETIO MOXKET OOECMedMBaTh KOHLIEHTPALUIO B IUIA3Me
KpPOBHU y CyOBEKTa, KOTOpasi IO MEHbLICH Mepe 3KBUBAJICHTHA KOHIIEHTPALUU B IJIa3Me KPOBH,
obecnieunBaeMoii BHyTpuBeHHbIM BBeneHueM 400 mr marudouropa IFNARI1 kaxnabie 4 Hemenu.
J103y MO’KHO BBOAMTD 32 OJIHY CTaJuI0 BBeAeHUs. J{03a, BBOOUMAs CyOBEKTY, MOJKET COCTABIISITh
meree 150 mr (1. e. meree yem 150 mr) naruduropa IFNARI1. Jlo3a, BBognmas CyObeKTy, MOKET
coctaBnsATe Oonee 105 mr (T. e. Gomee yem 105 mr) muarmbOuropa IFNARI1. Jlo3a, BBOIUMAs
CcyOBEKTy, MOXKET COCTaBisITh 135 Mr mimm menbmie (T. €. 135 Mr wim MeHbIne) MHruOMTOpa
IFNARI. 1o3a, BBOguMast CyOBEKTY, MOKET COCTaBIATh OT 105 no 135 mr uarndurtopa IFNART.
Jlo3a, BBOgMMasi CyOBEKTY, MOKET COCTaBIATh npuOm3nuTenbHo 120 mr nuaruduropa [IFNART.

[0074] B npyrom acrekte HacTosmee HM300peTeHHE OTHOCUTCS K CHOCOOy JIeYeHHsI
BosuaHkH (Hanpumep, SLE) y cyObpekTa, mpu 3TOM Coco0 BKIIFOYAET MOAKOKHOE BBEIEHUE TO3bI
annponymadba UM ero (PyHKLHOHAJIBHOIO BapHaHTA, T€ BBEIEHHE J03bl KAXKIYI0 HEIEINI0

o0ecrieurBaeT KOHLIEHTPALMIO B IUTa3Me€ KPOBH y CyOBeKTa, KOTOpash MO MEHbLIeH Mepe
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SKBHUBAJICHTHA KOHIIEHTPALMH B IUIa3M€ KPOBH, OOecreunBaeMol BHYTPHUBEHHBIM BBEICHHUEM
300 mr anudponymabda nim ero GyHKUHOHAIBHOIO BapuaHTa Kaxple 4 Henenn. Beenenue no3bl
KQXKIIYI0 HENeTI0 MOXKeT o0ecrevyrBaTh KOHLEHTPALMIO B IUIa3Me KPOBH y CyObeKTa, KOTopas
NPEBbIIAET KOHLEHTPALMIO B IUIa3M€ KPOBM, OOECIeYMBAEMYIO BHYTPHBEHHBIM BBEIEHUEM
300 mr anudponymada uiam ero GyHKIHOHAIBHOTO BapHaHTa Kaxable 4 Henenn. Beenenue 1o3b
KOKIAYIO HEJeJIF0 MOXKET 00eCreYnBaTh KOHLEHTPALMIO B IIa3Me KPOBH y CyOBbeKTa, KOTopasi 1o
MEHbLIEH Mepe SKBUBAJIEHTHA KOHIIEHTPALIUH B IJIa3Me KPOBH, 00ECTIeYMBAEMOI BHY TPUBEHHBIM
BBeneHneM 400 mr anudponaymada wiu ero GyHKIIHOHAIBHOTO BapuaHTa Kaxabie 4 Henenu. Jlo3y
MO’KHO BBOAHTD 3 OJIHY CTaUI0 BBeeHMs. J[03a, BBOOUMAst CYOBEKTY, MOJKET COCTABJISITD MEHEE
150 mr (1. e. menee uem 150 mr) anugponymada wim ero GpyHKIMOHAIBHOTO BapuaHTa. J{o3a,
BBOAMMasI CYOBEKTY, MOKET COCTaBisATh Oosee 105 mr (T. e. 6onee yem 105 mr) anudpoaymada
win ero (yHKIMOHAJIBHOTO BapuaHTa. Jlo3a, BBonuMasi CyObeKTy, MOKET COCTaBIsITh OT 105 mr
1o 149 mr anudponymada wiu ero (yHKIHMOHAIBHOTO BapuaHTa. Jlo3a, BBOguUMas CyOBEKTY,
MOKeT cocTaBysATh OT 105 mr o 135 mr anudponymada umu ero GyHKUHOHATIBHOTO BapHAHTA.
Jo3a, BBomuMasi CyOBEKTY, MOXKET COCTaBJIATh Mpudn3uTesibHO 120 Mr arudponymada wim ero
(YHKIIMOHAJIBHOTO BapUaHTA.

[0075] Cnoco0bl 10 HACTOSIIEMY HM300PETEHHI0 MOTYT BKJIFOYATh BBEIEHUE O3Bl WU
€AVMHUYHOU N03bI C UHTepBanamu 0-8 nHen. Jl03y Wi €IMHUYHYIO 103y MOXKHO BBOIWUTH OAWH
pa3 B Heaemo (QW). Jlo3a uinm equHIYHAS 1032 MOXKET rpenycMmarpusaTh 120 mr anugposymada
WK ero (pyHKIMOHAJBHOIO BApUAHTA, I7le COCO0 BKJIIOYAET BBEIAEHHE JO3bl 332 ONHY CTaJMIO
BBEJIeHHsI OMH pa3 B Hepemo (QW). [Ipyrumu cioBamu, cnioco0 Bkiouaer eenenue 120 mr QW
ann¢ponymaba wim ero (yHKIMOHAJIBHOIO BapHaHTa. J(03y WM €JUHUYHYIO J03y MOXKHO
BBOJIUTH OJMH Pa3 B HEJEIFO B TEUEHHE MO MEHbIIEH Mepe NpuOau3uTenbHo 4 Henenb. Jlo3y uiu
€IUMHUYHYI0 103y MOKHO BBOJUTb OAWH pa3 B HENEN0 B TEUYEHHE IO MeEHbIIeld Mepe
npubnu3uTensHO 8 Henmenb. J[03y Wiu eTMHUYHYIO 103y MOYKHO BBOJHUTH OJJUH Pa3 B HENENIO B
TE€YeHHe MO MEHbIIeH Mepe mpudiu3uTeabHo 12 Hemenb. Jl03y WM €MUHUYHYIO 103y MOKHO
BBOJMTH OJTUH Pa3 B HEJIEJIO B TEUEHUE 110 MEeHbIIEeH Mepe npubausutepbHo 16 Henens. Jlo3y wiu
€AMHUYHYI0 703y MOKHO BBOJUTb OAMH pa3 B HENEN0 B TEYeHHE IO MeHblIeld Mepe
npubnusuTensHo 20 Henenb. J{03y WM €MUHUYHYIO 103y MOKHO BBOJUTH OJIMH Pa3 B HENENIO B
TEeYeHHe MO MEHbIIeH Mepe MpUONMM3UTEeNbHO 24 Henenb. J(03y WM eqUHUYHYIO 03y MOKHO
BBOJAWTH OJTUH Pa3 B HEJIEJIIO B TEUEHUE 110 MEHbIIEH Mepe nmpubausntepbHo 28 Henenb. Jlo3y win
€AMHUYHYIO 703y MOKHO BBOJUTb OAMH pPa3 B HENEN0 B TEUYEHHE IO MeHbIIell Mepe
npubIu3NTeNpHO 32 Henenb. J{03y WM eqUHUYHYIO 103y MOKHO BBOJUTH OIWH pPa3 B HEIEIIO B
TedyeHue npudnmusuTenbHo 8 Henenb. Jlo3a Min eMHUYHAS 1032 MOJKET UMETh 00BEM, KOTOPBIH

MO3BOJIAET €€ MNOAXOMAINYH0 ANOCTABKY 34 OAHY CTAaAUI0 TMMOAKOKHOI'O BBCACHUS. Z[osa NN
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€IMHUYHAS 71032 MOXKeT uMeTb 00beM ot 0,5 mo 1 mut. Jlo3a mnu equHUYHAs 1032 MOKET UMETh
o0beM MeHee yeM 1 mut. Jlo3a min equHUYHAs 1032 MOXKET UMETh 00beM npuoOIm3uTensHo 0,8 ML

[0076] BBenenue no3bl WM €IMHUYHOW O3Bl MOKET O0eCredrBaTh KOHIICHTPALUIO
anudponymadba wuam ero (yHKUMOHAJIBHOTO BapHaHTa B IUJIa3M€ KPOBU Yy TMALMEHTA,
cocrapsronyro 10 Mkr wnu Gombrre (T. e. 10 Mxr mim Oombine) aHudpoiaymadba HMIM €ro
(YHKIIMOHAJIBHOTO BapHaHTa HAa MJI IIa3Mbl KPOBU (T. €. KOHLEHTpPALMIO B IUIa3Me€ KPOBH,
coctaBysitouyro 10 Mkr/mi wim Oonbiue). BBemeHue 1n03bl WM €IMHUYHOW JO3bI MOXKET
obecrnieurBaTh KOHIIEHTPALMIO aHU(pponyMada Wi ero (PyHKIIHOHAJBHOIO BapUaHTA B ILJIa3Me
KPOBH Yy CyOBEKTa, COCTaBIsiIOLIyr0 mpuOmmsutenbHo 10-100 mixr/mi. BBeneHuwe m03bl UM
€IMHUYHOW JI03bI MOXKET oOOecrne4yrBaTh KOHLEHTpauuioo aHupponymada WIH  €ro
(PYHKLMOHATBPHOIO BapHaHTa B IUIa3Me€ KPOBH Yy CYObBEKTa, COCTaBISFOINYI0 20-80 MKI/mil.
BBenenne 103bI WM €IMHUYHON J03bI MOJKET 00ecneunBaTh KOHIEHTpaUHo aHudpoaymada mim
ero (pyHKLIHOHAJIBHOTO BapHaHTA B IJIa3Me KPOBHU y cyOBeKTa, COCTaBIsOyr0 30-70 MKIr/mil.
BBenenne m03bl WM €IMHUYHOM JO3BI MOXKET OOECHeuMBaTh OCTATOYHYIO KOHLIEHTPALHIO
anudporymabda wm ero GyHKIMOHAIBHOTO BApHAHTA Y CYOBEKTa, COCTABIISTIONTYO 20 MKT/MJT T
oompme (T. e. 20 Mkr/mu wmiau Oosbine). BBemeHue M03bI WM €IUHUYHOW JO3BI MOXKET
o0ecreynBaTh OCTATOYHYIO KOHLIEHTPALUIO aHU(poiyMada uit ero GyHKIMOHAIBHOTO BapHAHTA
y cyObekTa, cocTaBisironyo 30 Mkr/mut wim Oosbine (T. e. 30 Mxr/mi win Oosnblne). Beenenue
J03bI WM €AMHUYHOHN 103l MOXKET 00eCreunBaTh OCTATOYHYIO KOHLEHTPALMIO aHU(pponymada
WM ero (PyHKLIMOHAJIBHOTO BAPHAHTA Y CYOBEKTA, COCTaBIAOMY0 40 MKI/MiT uiu Oombine (T. €.
40 wmkr/mn wnu Oosbine). BBenmeHwe n03bl MM €IUHUYHON O3Bl MOXKET OOeCreunBaTh
OCTATOYHYIO KOHLIEHTPALMIO aHu(ppoiaymMada mim ero (pyHKIMOHAIBHOTO BapHaHTa y CyOBeKTa,
cocrapysiroiyro 20-100 Mkr/mi. BBemeHue m03bl MM €AMHUYHON O3Bl MOXKET 00€CrevnBaTh
OCTaTOYHYIO KOHIEHTpauuto anudponaymada mim ero QyHKIUHOHATIBHOTO BAPHAHTA Y CYOBEKTa,
cocTaBysiroIyr0 mpubausutebHo 30-80 Mkr/mi. BBeneHue M03bl MM €IUHUYHON O3B MOJKET
o0ecreynBaTh OCTATOYHYIO KOHLIEHTpaIHo aHu(poaymMada nin ero pyHKIHOHATIBHOTO BApHAHTA
y cyObekTa, cocTapmsiroiyto 40-70 MKT/Mmit.

[0077] Jlo3a wiau enMHUYHAs 11032 MOXKeT O0ecreuMBaTh TEPareBTUUECKUN >PQexT y
cyObeKTa, KOTOpPbIH IO MEHbLIEH Mepe »SKBHBAJICHTEH TepaneBTUYECKOMY 3(deKTy,
o0ecrieunBaeMOMY BBECHHEM BHYTpUBEHHOH m03bl 300 mr anudponmymaba wuimm ero
(YHKUMOHATBHOTO BapHaHTa, BBOAUMON ofuH pa3 B (Q4W). Jlo3a nim enuHUYHAS 1032 MOXKET
o0ecreynBaTh OCTATOYHYIO KOHLIEHTpALHI0 aHu(poaymada uin ero pyHKLHOHATIBHOTO BAPUAHTA
y cyObekTa, KOTOpas MpPEeBBIIAET OCTATOYHYI) KOHLEHTpauuK aHudponymada WIH €ro
(YHKLMOHATBHOTO BapuaHTa, O0ECHEeUNBAEMyI0 BBEAEHMEM BHYTPUBEHHOH n103bl 300 mr

anponymada miu ero (yHKIIMOHAIBHOTO BapUaHTa OfuH pa3 B 4 Henemu (Q4W).
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[0078] Croco0bl 10 HACTOSIIIEMY HM300PETEHHI0 MOTYT BKJIFOYATh BBEIEHUE JIO3bI MU
€AMHUYHOU 03Bl C UHTepBanamu 60-8 nHen. J03y wiM €IMHUYHYIO 103y MOXHO BBOIWUTH OAWH
pa3 B Heaemo (QW). Jlo3a uinm equHIYHAS 103a MOXKET npenycMmarpusaTh 120 mr anugposymada
WK ero (pyHKIMOHAJIBHOIO BapUaHTa, I7le Coco0 BKIIIOYAET BBEIAEHHE O3Bl 32 OHY CTaJMIO
BBeJIeHHsI OMH pa3 B Hepemo (QW). [Ipyrumu cioBamu, croco0 Bkirodaet Beegenue 120 mr QW
anu¢ponymaba wim ero (yHKIHMOHAJBHOIO BapuaHTa. J(03y WIM €JUHUYHYIO J03y MOXKHO
BBOJAMTH OJIVH Pa3 B HEJIEJIIO B TEUEHUE N0 MeHbIIel Mepe 4 Henenb. J{03y Win eIUHUYHYIO 03y
MO>KHO BBOJIMTH OFIMH Pa3 B HEZIEJIO B T€UEHHE N0 MeHblel Mepe 8 Henenb. [[03y uiu eAMHUYHYIO
03y MOKHO BBOAMTBH OJMH Pa3 B HENEJNIO B TeUEeHHUE MO MeHbuiel mepe 12 Henens. o3y unu
€AMHUYHYIO 103y MO>KHO BBOJMTH OJIMH Pa3 B HEAEINIO B TEUECHHE IO MEHbLIEH Mepe 16 Henens.
J103y WM € AMHUYHYIO 03y MOKHO BBOJAUTH OJIMH Pa3 B HEAENIO B TEUCHHUE MO MeHbLIel Mepe 20
Hezenb. J103y uinm eqUHUYHYIO 03y MOKHO BBOJUTH OJIMH Pa3 B HEJENIO B TE€YEHHE N0 MEHbLIEH
Mepe 24 Henenb. Jl03y WM eAMHUYHYIO 103y MOKHO BBOJUTH OJIMH pa3 B HEJENIO B TEYEHUE IO
MeHbLIel Mepe 28 Heaenb. J03y WM €JUHUYHYIO 103y MOXKHO BBOAWUTH OAMH pa3 B HENEIO B
TE€YEHUeE 10 MeHblel Mepe 32 Henenb. /{03y Uiu €qUHUYHYIO 103y MOXKHO BBOAUTH OAUH pa3 B
HENIeNI0 B TeUeHHE NMPHOIM3UTENbHO 8 Hexenb. J(03a Wi eIMHUYHAS 71032 MOKET UMETh 00BeEM,
KOTOPBIN MO3BOJISIET €€ MOAXOASLIYI0 JOCTaBKYy 3a OAHY CTaIUI0 MOAKOXKHOrO BBeAeHus. [losa
WK €JUHUYHAS 1033 MOXKET UMeTb o0beM oT 0,5 mo 1 mi. Jlo3a uian equHUYHAs 1033 MOXKET
uMeTh 00beM MeHee ueM 1 mit. J[o3a min equHIYHAs 1032 MOKET UMEeTh 00beM NMPUOIH3UTETBHO
0,8 mJ1.

[0079] BBenenre 103bI MM €IMHUYHOW O3Bl MOXKET OOECeYMBATh KOHLIEHTPALUEO
anu¢pponymaba wunu ero (YyHKIMOHAIBHOIO BapHaHTa B IUIA3ME€ KPOBH Y MAIMEHTA,
coctapysitouyro 10 Mxr wnm Oombine (T. €. 10 Mxr miam Oosbine) aHudposymadba MM €ro
(PYHKLIMOHAJIPHOTO BapUaHTa Ha MJI IUIA3Mbl KPOBU (T. €. KOHLEHTPALMIO B IUIa3Me KPOBH,
cocraBisirolnyro 10 Mkr/mn wnu Oosbine). BBeneHuwe M03bI WM €OUHHUYHON JTO3bI MOMKET
obecrnednBaTh KOHIIEHTPAMIO aHU(ppoayMada Wik ero (pyHKIMOHAJIHLHOIO BapUAHTA B IJIa3Me
KpOBHU y CyOBeKTa, cocTaBisiFomyro 10-100 Mxr/mi. BBenenue no3sl WiiM eTUHIYHON TO3bI MOKET
obecrevnBaTh KOHIIEHTPAIMIO aHU(posiymMada Ui ero (yHKIHOHAJBHOTO BapHAHTA B ILIA3Me
KpOBHU y cyOBekTa, cocTaBisroutyto 20-80 Mxr/mi. Beenenue no3bl MM € TMHUYHON H03bI MOXKET
obecrnednBaTh KOHIIEHTPAIMIO aHU(ppoayMada win ero (pyHKIMOHAJIBLHOIO BapUAHTA B ILIA3Me
KpOBHU y cyOBekTa, cocTaBisoutyto 30-70 Mxr/mi. Beenenue no3bl MM €TMHUYHON A03bI MOXKET
o0ecreynBaTh OCTATOYHYIO KOHLIEHTPALMIO0 aHu(poyMada uith ero GyHKIHMOHATBHOTO BApHAHTA
y cyObekTa, cocraBisitonnyo 20 Mxr/mi uinu Oonbie (T. . 20 mMxr/mi wiu Oonbine). Beenenue
J03bI WM €OUHUYHOHN 103l MOXKET O0€CIeYrBaTh OCTATOYHYK KOHLEHTPALMIO aHu(ppoirymada

WM ero (PyHKIHMOHAJIBHOTO BapHAHTA Y CyOBEKTa, COCTaBNIAOLIYI0 30 MKI/MII niu Oonbiue (T. €.
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30 mkr/mn wnu Oospine). BBemeHne n03bl MM €AMHUYHON JO3bI MOXKET OOEeCIeYrBaTh
OCTaTOYHYIO KOHIEHTpauuo aHudponaymada min ero pyHKLUHOHAIBHOTO BapHUaHTa y CyObeKTa,
cocraBysiroLnyo 40 Mxr/mu wiu Oosnble (T. €. 40 Mkr/mia unu Oosbine). Beenenue no3el wim
€IMHUYHONW J03bI MOXKET 00ecneunBaTh OCTATOYHYIO KOHIIEHTpALMIO aHu(poiaymada WU ero
(YHKIIMOHATIBHOTO BapuaHTa y CyOBekTa, cocTaBisiroinyto 20-100 mMxr/mi. Beenenue no3bl win
eIMHUYHON J03bI MOXKET O0eCIe4YMBaTh OCTATOUHYI KOHLEHTpauuio aHudpoiaymada wim ero
(PYHKLMOHAJIPHOTO BapHaHTa y CyObBEKTa, COCTABSIOMYI0 MpuOmusutenbHo 30-80 MKr/mul
BBenenne m03bl MM €IMHUYHOW J03bI MOXKET O0eCneuuBaTh OCTATOYHYEO KOHLIEHTPALHIO
anudpoymabda wim ero GyHKIIMOHABHOTO BApHAHTA ¥ CYObeKTa, COCTaBISIOLIY 0 40-70 MKI/MII.

[0080] Jlo3a WM eNMHUYHAs 1034 MOXET O0eCreduMBaTh TEPareBTUYECKUH >PQPeKT y
cyObekTa, KOTOpPBbIH IO MEHbILIEH Mepe »SKBHBAJICHTEH TepaneBTUYECKOMY 3 deKTy,
o0ecrieynBaeMOMY BBEICHHEM BHYTpUBeHHOH nm03bl 300 mr anmpponymaba wnm ero
(YHKLNOHATBHOTO BapHaHTa, BBOAUMOH ofuH pa3 B (Q4W). Jlo3a nim enuHUYHAS 1032 MOXKET
o0ecreynBaTh OCTATOYHYIO KOHLIEHTpAIHI0 aHu(poaymada uin ero pyHKUHOHATIBHOTO BAPUAHTA
y cyObekTa, KOTOpas MpPEBBIIAET OCTATOYHYIO KOHIEHTpAaLUWIO aHudponymada WIH €ro
(YHKUMOHATBHOTO BapuaHTa, O0ECNEUNBAEMYI0 BBEACHMEM BHYTPUBEHHOH n103bl 300 mr
anudporymabda umm ero GyHKIMOHAIBHOTO BapuaHTa OguH pa3 B 4 Henemu (Q4W).

[0081] Jloza unu equHUYHAS 103a MOXKeT cocTaBisiTh 105 mr, 106 mr, 107 mr, 108 wmr,
109 mr, 110 mr, 111 mr, 112 mr, 113 mr, 114 mr, 115 mr, 116 mr, 117 mr, 118 mr, 119 mr, 120 wmr,
121 mr, 122 mr, 123 mr, 124 mr unu 125 mr, 126 mr, 127 mr, 128 mr, 129 mr, 130 mr, 131 wmr,
132 mr, 133 mr, 134 mr, 135 mr, 136 mr, 137 mr, 138 mr, 139 mr, 140 mr, 141 mr, 142 mr, 143 wmr,
144 mr, 145 mr, 146 mr, 147 mr, 148 mr wnun 149 mr.

4.4. CyObekT

[0082] CyObekT MoxkeT ObITh CyOBeKTOM-ueioBeKOM. CyOBEeKT MOXKET ObITh B3pOCIIBIM. Y
CyOBEeKTa MOKET UMEThCsl BOoN4YaHKa. Y cyObekta Moxer umerbes SLE. V cyObekTa MokeT
umethes aktuBHas SLE. ¥V cyObekra MoskeT umerbest SLE OT yMepeHHO# 10 TsKesIoN CTeneH .
VY cyObekTa MoxeT umerbest BouaHouHbIl Hegput (LN). ¥V cybpexta moxker umersest CLE. V
cyObeKkTa MOXKET UMEThCS MHUO3HUT. Y CyOBEKTa MOXKET UMETbCs CKieponepMmusi. Y cyObekta
MOXeT uMeTbcsi cuHapoM Lllerpena.

[0083] CyObekT MoxkeT ObITh MALIMEHTOM C TIOBBILICHHBIM TIPO(HUIIEM 3KCIIPECCHUHU TeHOB,
Haxomsamuxcs mox kontposneM IFN I tuma, cornmacHO mpoguiro 3KCIPEecCHU AaHHBIX T'€HOB.
CyOBeKkT MOXeT ObITh MAIMEHTOM C BBICOKHM PE3YJbTaTOM TECTa I ONpeneseHus: npodus
SKCIIPECCUH Te€HOB, cTUMynupyembix HHTEepdeponom I tuna (IFNGS), nepen BBeneHneM 036l
wm enuHngHON 103bl. IFNGS mosker mpexncraBisate coboit npodmib 21 rena. IFNGS moxer

npeacTasisTh coboit npopunb 4 renos. IFNGS moxer npeacrasiarh coboit npoduib S5 reHoB.
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CyOBeKT MOXKET XapaKTepHU30BaThCs MOBBILIEHHBIMU YPOBHIMHE dKcnipeccuu reHos IF127, IF144,
IFI44L u RSAD2 B nenpHON kpoBH. CyOBEKT MOXKET XapaKTepPH30BaTbCS MOBBIIEHHBIMH
ypoBHsimu skcnpeccun reHoB IF127, RSAD2, IF144, IFI44L, IFI6 B uenpHO#M kpoBu. Crocod
MOJKET BKJIFOYaTh MAEHTU(UKALUI CyOBEKTa Kak IAaILMEeHTa C BBICOKHM pPE3YyJbTaTOM TeCTa
IFNGS nepen neueHHeM MOCPEACTBOM BBEACHUS NO3bI WM eIUHUYHON A03bl. Crioco0 MOKeT
BKJIFOUaTh M3MepeHue skcnpeccun reHos IFI127,) IFI44, IFI44L u RSAD2 B nenbHON KpoBU
cyobekta. Crioco0 MOkeT BKJIOYaTh u3MepeHue skcmpeccun renos IFI127, IF144, TFI44L u
RSAD?2 B uenbHO#l kpoBu cyObekTa. Criocod MOKET BKIHOYATh M3MEPEHUE HKCIPECCHH TeHOB
IFI27, RSAD2, IFI44, IFI44L, IFI6 B uenbHOl KpoBU cyObekTa mnocpenctsom RT-PCR.
DKCIPecCHI0 TeHOB MOKHO MU3MEPSITh B BBIIEJICHHOM OOpasue oT cyObekTa. M3MepeHne MoxkeT
NpeAyCMaTPUBATh CTAIUI0 (PUINIECKOTO H3MEPEHUSI.

[0084] CyOBekT MoxkeT xapaktepusoBaTbes mokasatenem 21-IFNGS, cocrasnsrommm
npuOIM3UTENbHO 13 Ha UCXOOHOM YpPOBHE (T. €. 10 JISYSHUs ¢ TOMOIIBIO 103b1). CyOBeKT MOXKeT
xapakTepu3oBaThes mokasarenem 21-IFNGS, cocrasmsrornm npubmmsurensao 10, 11, 12, 13, 14,
15 wim 16 Ha WCXOmHOM ypoBHE (T. €. OO0 JieUeHHs C MOMOIIbI 103bl). CyOBeKT MOXKer
xapakTepuzoBaTbCsi mokazareneM 21-IFNGS, cocrasmsromnnm  npubnusurensHo 13,1 Ha
MCXOJTHOM YPOBHE (T. €. 0 JIEYEHHUS C ITIOMOIIBIO AO3bI).

4.5. dapmaneBTHYECKASA KOMIO3HLIHS

[0085] B npyrom acmekre Hacrosimee H300peTeHHE OTHOCUTCS K (papMareBTUYeCKOH
KOMITO3ULIUH AJ1s1 IpuMeHeHus B eueHuu SLE y cyObekTa, y KOTOpOro oHa UMeeTcs, IIpH 3TOM
crocod BKIIIOYAET MOAKOXKHOE BBeneHHe (papMalieBTUUECKOW KOMIO3ULMU CYyOBEKTy, Izie
(apmanieBTHYECKAST KOMITO3HLIUS COAEPKUT SAMHUYHYIO 03y IO HACTOSINEMY H300pETEHHIO.

[0086] B npyrom acmekTte Hacrosiiee H300peTeHHE OTHOCHUTCS K (hapMaleBTUYECKOM
KOMIIO3HUIIMH J1Jisi MPUMEHEHHUsI B CriocoOe ieueHus 3adoneBanusi, onocpenoanHoro IFN I tumna,
y cyOBEKTa, IPU 3TOM CIOCOO BKIIIOYAET MOJKOKHOE BBEACHHE (hapMalleBTHYECKONH KOMITO3ULIHH
cyObekTy, rne ¢apmMareBTHYeCKasi KOMIO3HLIUS COAEPKUT €IMHUYHYI0 O3y MO HACTOSIIEMY
H300pETEHHIO.

[0087] B npyrom acmekTte Hacrosimee H300peTeHHE OTHOCUTCS K (papMaleBTUYeCKOu
KOMTIO3UIINH JJIsi PUMEHEHHsI B Criocobe yiedeHus 3adoneBanusi, onocpenosannoro [FN I tuma,
y CyOBeKTa, IPU 3TOM CIOCOO BKIIFOYAET MOJKOKHOE BBEICHNE (papMaieBTHIECKOH KOMITO3HIINU
cyObekTy, rae (apmaleBTHUECKash KOMIIO3HMLMS COACPKUT 103y aHudponrymada WIH €ro
(yHKIMOHATBPHOTO BapuaHTa, rae ao3a cocraBiusier Oomee 105 mr m menee 150 mr. [losa
anugponaymada uiu ero PyHKIHOHATBHOTO BAPHAHTA MOKET MPEACTABJIATh COOOH eMUHUIHYIO
103y (CTaHOAPTHYIO JIEKAPCTBEHHYIO (hopMy, papMalieBTHUECKYIO CTAHAAPTHYIO JIEKAPCTBEHHYIO

dopmy, papManeBTUYECKYI0 €AMHUYHYIO 103Yy). PyHKIMOHANbHBIE BapuaHThl aHU(ppoaymada
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BKJIFOYAIOT AHTUIEHCBS3bIBAIOLINE (parMeHTel aHuppoisymadba W TPOM3BOAHBIE AHTHTENA U
UMMYHOTJI00yInHa aHudpoymada.

[0088] B npyrom acmekTte Hacrosiinee M300peTeHHE OTHOCUTCS K (papMaleBTUYECKOU
KOMIIO3UIIMH JJIsl IPUMEHEHHS B Criocobe yiedeHus 3a0oneBanusi, onocpenoBanHoro IFN I tuma,
y CyObeKTa, IPH 3TOM CHOCO0 BKIFOUAET MOAKOKHOE BBeeHHE (papMalieBTUIeCKOH KOMITO3HLIUH
cyOpexTy, rae QapmaneBTHYECKass KOMIIO3ULMS CONEPXKUT A03y aHudpponymada HIM €ro
(PYHKLMOHAJIBPHOTO BapUAHTa, I7Ie BBeNEeHUE (HapMAaLIEBTUUYECKON KOMITIO3ULIUN KAKAYIO HEIEI0
o0ecreynBaeT KOHLIEHTPALMIO B IUIa3Me KPOBHU y CyOBeKTa, KOTOpas MO MEHbLIeH Mepe
SKBHMBAJICHTHA KOHILIEHTPAL[MH B IUIa3Me KpPOBH, oOecredynBaeMOl BHYTPUBEHHBIM BBEICHUEM
300 mr anudponymada niam ero GyHKLHNOHAIBHOTO BapuaHTa Kaxapie 4 Henenn. Brenenne 103bl
KQXKIYI0 HENEeN0 MOXeT 00ecreYnBaTh KOHLEHTPALMIO B IJIa3Me KPOBU Y CYOBEKTa, KOTOpas
npuOJM3UTENIPHO  SKBHMBAJICHTHA KOHLEHTPAlMM B IUIa3Me  KPOBH, o0ecrnednBaeMoi
BHYTPUBEHHBIM BBenieHHeM 400 Mr aHudpponymada mim ero (yHKIHOHAIBHOTO BAPHAHTA KaXK/IbIe
4 wenenu. Jloza MoxkeT coctaBisaTh MeHee 150 mr (1. e. meHee yem 150 mr) anudponymada mmm
ero (yHKUHOHAIBHOTO BapuaHTa. J[o3a MoxeT coctapisaTh Ooniee 105 mr (T. e. 6osee yem 105 mr)
anudponymaba wim ero QpyHKIMOHANIBHOrO BapuaHTa. Jl03a MOkeT coCTaBisTh 135 Mr wim
MeHblIe (T. €. 135 Mr uwim mMeHble) aHudponymada wiu ero (yHKIMOHAJIBHOTO BapuaHTa. Jo3a
MOXET COCTaBJATh NpudbiausutenbHo 120 mr anudponymaba unm ero (QyHKIHOHAIBHOTO
BapuaHTa. Jlo3a moxer coctaBnaThk 120 Mr aHudponymada nim ero pyHKLHOHAIBHOTO BAPHAHTA.

[0089] BBenenue gapmarieBTUIECKON KOMITO3ULIUU MOXKET 00eCTIeunBaTh KOHLIEHTPALIHIO
anupponymaba wiu ero (QyHKUHMOHAJIBHOTO BapuUaHTa B IJIa3Me KPOBH Y TALIUEHTA,
coctaBysitouyro 10 Mxr wnu Oosbine (T. €. 10 Mxr wnu Oosbine) anudponymada HIH €ro
(PYHKLMOHAJIBHOTO BapHaHTAa HAa MJI IUIa3Mbl KPOBU (T. €. KOHLEHTPALMIO B IUIa3Me KPOBH,
coctaBysirouyro 10 Mxr/mut wiu Oombine). Benenue (apmaneBTHUECKON KOMITO3ULIMH MOKET
o0ecrnieunBaTh KOHIIEHTPALMIO aHU(ppoiryMada Wi ero (PyHKIIHOHAJBHOIO BapUAHTA B ILJIa3Me
KpOBH y cyObekTa, cocrapistomyto 10-100 Mxr/mi. Beenenue dapmaneBTHUECKONH KOMITO3UIMH
MOXeT O0ecreYnBaTh KOHLEHTpALHI0 aHu(ponyMada wim ero pyHKIHOHAJIBHOIO BapHAHTA B
mia3Me KpoBu y cyOwekra, cocraBmsomyro 20-80 mxr/mi. Beenenue QapmanieBTUYECKOM
KOMIIO3HUIIMH MOKET 00eCrevYnBaTh KOHIEHTPALUIO aHu(posymada win ero (pyHKIMOHATHHOTO
BapUaHTa B IUIa3Me KpoBH Yy cyOwekrta, cocraBmmomyo 30-70 Mxr/min.  BBenenue
dapmaneBTHYECKOH  KOMIO3MLIUM  MOXET O0eCleunBaTh OCTATOYHYK)  KOHLIEHTPALHIO
anudporymabda mim ero GyHKIHOHAIBHOTO BapHAHTA Y CyOBEKTa, COCTABIISIONTYO 20 MKT/MJT T
Oombure (T. e. 20 Mkr/mn winu Oonbiie). Beenenune QapmaneBTHYECKON KOMIO3ULIUH MOKET
o0ecreynBaTh OCTATOYHYIO KOHLIEHTpAIHIO aHU(poaymada uin ero (pyHKLHOHATIBHOTO BAPUAHTA

y cyObekTa, cocTaBisironyo 30 Mkr/mut wim Oosbine (T. €. 30 Mkr/mi uin Oosnblie). Beenenue
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dapmarnieBTHYECKOW  KOMIO3HLIMM  MOXKET O0ECNe4YHBaTh OCTATOYHYK)  KOHLIEHTPALHIO
aHudpoaymada mim ero PyHKIHOHAIBHOTO BapHUaHTa Y CyOBeKTa, COCTABIISIOMY O 40 MKT/MJT WJTH
Oomnbure (T. e. 40 Mxr/min wnu Oonbine). Beenenune gapmareBTuueckold KOMIIO3MLIUM MOKET
o0ecrneynBaTh OCTATOYHYIO KOHLIEHTpALMI0 aHU(pposyMada uity ero pyHKIHOHAIBHOTO BapHaHTa
y cyObekTa, coctaisioinyto 20-100 mxr/mi. Beenenue gapmanieBTu4eckoil KOMIIO3UIIMUA MOKET
obecrieuynBaTh OCTATOUHYIO KOHIIEHTPALHIO aHN(ppoaymMada 1tk ero pyHKIIMOHAIBHOTO BapUaHTa
y cyObekTa, cocTapysitoinyo 30-80 mkr/min. Benenue papmMarieBTHIECKOM KOMITO3UIMH MOKET
o0ecrneyrBaTh OCTATOYHYIO KOHIIEHTpALUIO aHH(pposyMada wiu ero ¢yHKIHOHAIBHOTO BapHAHTA
y cyObekTa, cocTaBisitomyro 40-70 MKr/mit.

[0090] dapMareBTHYeCKasi KOMIIO3HLIHS MOKeT 00ecrieunBaTh TepaneBTudeckuii 3 dexr
y CcyObeKTa, KOTOpBIH [0 MEHbIIEH Mepe HKBHUBAJICHTEH TEPareBTHIECKOMY 3(dexTy,
o0ecrieunBaeMOMY BBEIACHHEM BHYTpUBEHHOW n103bl 300 mr anudponmymaba wuiam ero
(YHKIMOHAPHOTO BapHaHTa, BBOAMMOHN ofuH pa3 B (Q4W). ®PapmaneBrudeckast KOMITO3ULIHS
MOJKeT o0ecreunBaTh OCTATOYHYI0 KOHLEHTPAIMIO aHu(pponymada wiu ero (pyHKIHOHAIBHOTO
BapHaHTa y CyOBEKTa, KOTOpas MPEBBILIAET OCTATOYHYIO KOHLEHTPALMIO aHU(ppoymMada Wi ero
(YHKIMOHAIBPHOTO BapuaHTa, O0ECIeUYnBAaeMyI0 BBEIEHMEM BHYTPUBEHHOW m03bl 300 mr
anudponymaba wiu ero (QyHKIHMOHAJIBHOrO Bapwanta omuH pa3 B 4 Hememu (Q4W).
Anudponymad unu ero QpyHKIHMOHAIBHBIN BApHAHT MOTYT COAEPIKATbCSA B (papMarieBTUIECKON
komnosuiun. PapManeBTudeckasi KOMIO3HINSA MOKET COAepKaTh OT nmpudbnusutensHo 150 1o
200 mr/mn anugponymada mnu ero (PyHKIIMOHAJIBHOTO BapUaHTa, OT MPUONU3UTENBHO 25 10
150 MM NU3MHOBOM COJMM U HE3apsDKEHHOE BCIIOMOIaTeNIbHOE BelecTBo. PapmaneBTHUeCKast
KOMITO3HMLIMSI MOXKET cofepkath 150 Mr/mu anudponymada miu ero pyHKIIMOHAIBHOTO BAPUAHTA.
dapmaneBTuueckas KOMMO3uLuss MoxeT copepkate S0 MM musunH-HCl. ®@apmanesTrueckast
KOMITO3ULIMS MOXKET copepxkaTth 130 MM aurunpara Tperanossl. @apmaneBTHUECKast KOMITO3ULIUS
moskeT conepxkatb 0,05% mnonucopbara 80. dapmarieBTHYECKAsT KOMIIO3HUIUS MOXKET COAEPKATh
25 MM ructupuHa/ructuauH-HCl. @apmaneBTudeckass KOMITO3UIHMS MOXET coaep:karb 150
mr/mi anugponymada wuimu ero (yHkuuoHanbHoro Bapuanra, 50 MM nmsuna-HCl, 130 MM
nuruapara tperanossl, 0,05% nomucopdara 80 u 25 MM ructununa/ructuanHa-HCI.
4.6. Cocras

[0091] Wurnburop IFNAR1 moker comepkarbcsi B (papMaleBTHUECKOH KOMITO3ULIMU.
dapmaneBTHUECKas KOMITO3UIMA MOXKET ConxepkaTh OT mpuoOmmurensHo 150 mo 200 mr/min
unruouropa IFNARI, or npubmmsurensro 25 no 150 MM HU3HHOBON CONM M HE3apsOKEHHOE
BCIIOMOTaTeNbHOE BelecTBO. PapmarieBTUdecKass KOMITO3ULMSI MOXET conepxarb 150 mr/mi
anudponaymada uiu ero GyHKIHOHAIBHOTO BapuaHTa. PapManeBTUYeCcKass KOMIIO3UIUST MOXKET

comepxkath 50 MM mu3uH-HCl. ®@apmaneruyeckass KOMIO3ULMS MOXKeT coaepxkarb 130 MM
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auruzpara tperanossl. @apmareBTHUECKas KOMIIO3ULIUS MoXkeT coneprxkath 0,05% monucopbara
80. dPapmareBTuvecKkass KOMIIO3MLIMA MOXKET coaepkaTb 25 MM ructuanna/ructuaus-HCL
dapmaneBTHUECKass KOMITO3UIMS MOXeT cogep:karb 150 mr/mn marudutopa IFNARI1, 50 MM
m3uHa-HCl, 130 MM purunpara tperanoss, 0,05% momucopbara 80 wu 25 MM
rucruauna/ructuanHa-HCL.

[0092] Anndpponymad wim ero (yHKIMOHAJIbHBIA BapUaHT MOTYT COAEPXKaTbCi B
dapmaneBTHyeckol Kommo3uiuu. DapmaneBTUYeCKass KOMIO3HMLHUS MOXKET COIAepXKaTb OT
npubmusuTensHo 150 no 200 mr/mi anudponymaba uin ero (pyHKLUHOHATIBHOTO BapHAHTA, OT
npubM3uTeNBHO 25 10 150 MM JTM3UHOBOM COJTM M HE3aPSKEHHOE BCIIOMOTATEIbHOE BELIECTBO.
dapmarieBTHYECKasT KOMIIO3HMIMS MOXeT coxepkatb 150 wmr/mn anudponymaba wiam ero
(dyHKUHMOHATBHOTO BapuaHTa. PapmMarieBTHYECKask KOMIIO3HUINS MOXKET coaepxkatb SO MM nH3uH-
HCI. ®apmaneBTudeckasi KOMIIO3ULUST MOXKeT cojep:kath 130 MM mgurmapara Tperajiosbl
dapmaneBTHUECKAs KOMITO3UIUS MOKeT conepkath 0,05% nonucopbara 80. @apmaneBTudeckas
KOMIO3UIMST MOKeT conmepkatb 25 MM ructunuHa/ructuana-HCL.  dapmaneBTudeckast
KOMTIO3HIIHSI MOKET comepxkath 150 mr/mut anugpoaymada niau ero GyHKIHOHATBHOTO BAPUAHTA,
50 MM mmsuna-HCI, 130 MM guruppata tperanoser, 0,05% mnomucopbara 80 u 25 MM
ructuauHa/Tuctuanaa-HCl.

[0093] Enunnunas no3a mMoxer comeparb OT mpuOnusutenpsHo 150 mo 200 mr/mi
anudponymadba win ero (QPyHKIHOHAJIBHOIO BapuaHTa, OT mpudausurenpHo 25 mo 150 MM
JU3UHOBOW COJM M HE3apsKEHHOE BCIIOMOTraTeIbHOE BELEeCTBO. ENMHMYHAs [03a MOXKET
comepkatb 150 mr/mn anudponaymadba niam ero (yHKUMOHANBHOrO BapuaHTta. EnuHu4Has nosa
moxeT copepkarb S0 MM nm3una-HCl. Enunnunas nosa moxer conepkats 130 MM auruapara
Tperajo3bl. EnviHU4YHAs 1032 MOKET comep:kaTh OT mnpubmmsurenpbHo 150 mo 200 mr/mn
anudponymadba winm ero (QPyHKIMOHAJIBHOIO BapuaHTa, OT mpudOIu3uTeapbHO 25 mo 150 MM
JU3UHOBOW COJM M HE3apPsUKEHHOE BCIIOMOTaTeNbHOE BEIIEeCTBO. ENMHMYHAS 1032 MOXKET
cogepkate 150 mr/mn anudponymadba uimm ero (yHKIMOHAIBHOTO BapraHTa. EquHMYHAs 1032
moxet conepkate SO MM nusuHa-HCl. Ennnndnas nosza moxker conepxarb 130 MM nuruapara
Tperano3sl. EnquangHas no3a Mmoxet copepkats 0,05% nmonucopbata 80. EnnanynHas no3a Moxer
comepxkate 25 MM ructununa/ructunnHa-HCl. Enunndnas nosza moxer conmepkarb 150 mr/mi
anudponymabda wiam ero QpyHKIHOHaTHHOTO BapuaHTta, S0 MM nmusuna-HCI, 130 MM purunpara
Tperaiosbl, 0,05% nonucopbara 80 u 25 MM ructuauna/rucrununa-HCI.

[0094] dapmareBTHIeCKasi KOMIIO3UIHS MOXKET COIepskaTh oT npubmusuteapbHo 150 mo
200 mr/mn anugponymada mwiu ero (PyHKIMOHAJIBHOIO BapHaHTa, OT MPUOIU3UTENBHO 25 110
150 MM nu3MHOBOM COJM U HE3apsKEHHOE BCIOMOraTeNnbHOE BelecTBOo. PapmaneBTuyeckas

KOMTIO3HIIHSI MOKeT copepxarh 150 mr/mun anugpoaymada nian ero pyHKIMOHAIBHOTO BApUAHTA.
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dapmaneBTuueckas KOMMIo3unuss Moxer copepkate S0 MM mmsun-HCl. ®@apmaneBrrueckas
KOMITO3ULIUSI MOXKET copepxkaTth 130 MM auruapara Tperanossl. @apmManeBTHYECKast KOMITO3ULIUS
MOXKET coxepkatb oOT mnpubmumsurenbHo 150 no 200 wmr/mn  amudponymaba wid ero
(YHKLIMOHAIBPHOTO BapuaHTa, OT mNpuOIM3uTENnbHO 25 nmo 150 MM nu3MHOBOW conmu U
He3apsLKEHHOE BCIIOMOraTeNibHOe BellecTBo. PapmanieBTHUECKass KOMIO3ULIMS MOXKET COAEPKATh
150 wmr/mn  anudponymaba wimm ero ¢QyHKuMOHanbHOro BapuaHTa. PapmarieBTHUecKast
KoMmo3uiusi Moxer coxepkatb 50 MM nu3uH-HCl. @apmaneBTuueckass KOMIO3ULIUS MOXKET
conepxatb 130 MM aurunpara tperanosbl. PapmManeBTUUECKAs] KOMIIO3ULUSA MOKET COAEPKATh
0,05% mnomucopbara 80. PapmaneBTHUECKAsh KOMIIO3MIMS MOXeT coaepkatb 25 MM
ructuauHa/ructuanH-HCl. dapmanieBTHYeckass KOMIO3UIMS MOKET conmep:katb 150 mr/mo
anudponaymada uiam ero GyHKIHOHaTHHOrO Bapuanta, 50 MM nmusuna-HCl, 130 MM nuruapara
tperanossl, 0,05% nonucopbara 80 u 25 MM ructuauna/ructununa-HCI.

[0095] CrabuiibHbIE COCTaBbI, TOMXOJSIINE AT BBEACHHS CYOBEKTaM U COIEpIKallue
anudpoiaymad, nonpodHo onucansl B marente CIIIA 10125195 B1, kOTOpbIil BKJIFOUEH B JaHHBIH
JTOKYMEHT BO BCEU CBOEH MOJHOTE.

4.7. Crepouanbl

[0096] MHOXeCTBO MalueHTOB ¢  BojuaHkod (Hampumep, SLE) monyuaror
KOPTUKOCTEPOH bl (TIIFOKOKOPTUKOU/IBL, KOPTHUKOCTEPOMIbI ISl MEPOPaNbHOTO NPUMEHEHHS,
OCS). OnHako KOPTUKOCTEPOUABI ACCOLMUPOBAHBI C MOBpPEXAEHUEM opraHoB. AHuppomaymad
MO3BOJISIET MTOCTENEHHO CHIKATh JJ03bl KOPTUKOCTEPOUAOB (TTFOKOKOPTUKOUIOB) y TAILIMEHTOB C
BosyaHkol (Harmpumep, SLE) (Bozneprkanue oT nmpuMeHeHust crepouaoB). Criocol JeueHus win
crocod MOXKEeT BKJIIOYATh BBEACHHE KOPTUKOCTEPOMIOB CyObeKTy, rIne HeoOs3aTeslbHO
KOPTUKOCTEPOH]T MPENCTABIISIET COOOH KOPTUKOCTEPOUN LISl IIepopasibHOro npuMeHeHwust. Criocob
MOJKET BKJIFOYATh IOCTENIEHHOE CHUKEHHE JI03bl KOPTHKOCTEPOHIOB, BBOAMMBIX CYOBEKTY
(Bo3meprkaHHMe OT MPUMEHEHUs crepouioB). Criocod MOXKET BKIIKOYATh BBEIEHHE MEPBON JO3bI
KOPTUKOCTEPOUIa U MOCJenyollee BBeeHHe BTOPOH 103bl KOPTUKOCTEPOUa, Iie BTOpas 1032
KOPTUKOCTEpOUa HUXKe, YeM MepBas /1032 KOpTUKOcTepouaa. Bropas mosa kopTukocTtepouna
MOJKET TPEACTaBIATh COOOH 03y, SKBUBAICHTHYIO MPUOIU3UTENBHO 7,5 M MPEAHHU30HA, WIN
MeHblIe (cM. Tadauny S-4). Bropas 1o3a KOPTHKOCTEpOUa MOXKET MPENCTaBIsATh COO0H 103y,
SKBHUBAJICHTHYIO 5 MI' IPEIHNU30HA, Wi MeHblIe. Criocod nim crnocol JIeYeHUsT MOXKET BKIIFOYaTh
BBEJIEHHE BTOPOM N103bl KOPTUKOCTEpOWAA OAMH pa3 B AeHb. IlepBas no3a KopTUKOCTEpoHza
MOJKET MPEACTABISTH COOOH 103y, SKBUBAJIIEHTHYIO puban3uTenpHo 10 mr npennnzona. Crocod
MOJKET BKJIFOYAaTh IOCTENIEHHOE CHUKEHHE J103bl KOPTHUKOCTEPOUJA, BBOJAUMOIO MAallUEHTY, OT
10 mr nymm 6osbire B 1eHb 10 MeHee 10 mr B neHb. Criocod mmu crnoco0 JIeueHnst MOKET BKITFOUATh

BBEJICHHE BTOPOI 103bI KOPTUKOCTEPOH1a OAUH pa3 B eHb. Cr1ocod MOKET MO3BOJISATh BBEICHUE
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CHIDKEHHOU 103bI KOPTUKOCTEPOUAOB, KOTOPAs sIBJISIETCA YCTONYMBOM B TEUEHHUE HEAeNb. BTOpyIo
03y KOPTUKOCTEPOMIA MOKHO BBOJUTH B TEUEHUE MO MEHbLIEH Mepe 24 Heaenb. Bropyro no3y
KOPTHUKOCTEPOUA MOKHO BBOJUTH B TEYEHHUE IO MEHbILIEH Mepe 28 Heenb.

[0097] Cnioco0 miu crocoObl 1O HACTOALIEMY U300PETEHUIO MOTYT BKJIFOYAaTh BBEIEHUE
crangapTHoro cpeacrsa Jjedenus (SOC) cyObekty. Cnoco® wiu cnocoObl MO HACTOSIIEMY
U300peTeHNI0 MOTYT BKJIOYAaTh BBEACHUE crepouaa cyobekry. Crnoco®d uimm cmocod 1o
HACTOSILIIEMY H300PETEHHIO MOTYT BKJIFOUATh CHUKEHUE JTO3bI CTEPOUIOB Yy CyOBeKTa, IIie 03y
CTepPOUa, BBOAUMOIO CyOBEKTY, MOCTENIEHHO YMEHBIIAIOT OT UCXOMHON 03Bl IO CHMXKEHHUS JI0
J03bI MTOCIIE CHUKEHUS.

[0098] Crioco0 MOKeT BKIIIOYATh JjieueHue CyObhekTa C BO3NEpiKaHHEeM OT MPUMEHEHUs
CTEPOUOB, IPU 3TOM J03y CTEPOUA, BBOANMOTO CYOBEKTY, YMEHBINAIOT OT UCXOIHOM TO3BI 10
CHIDKEHUS JIO I03bI Mociie CHUKeHus. J[03a mociie CHUKEHHUsS] MOJKET COCTABIISATh < 7,5 Mr/cyTku
NPEAHU30HA WM 03y, SKBUBAJECHTHYIO 3TOH 103€ npeaHn3oHa. J{03a nepen CHUKEHHEM MOXKET
cocTaBnsATh 20 MI/IeHb MPENHU30HA WU J03Yy, SKBHBAJIEHTHYIO MpeaHn30Hy. CTepoua MOXeT
BKJIIOUATh TIIFOKOKOpTUKOUA. CTepoun MOKeT BKJHOYATh MEPOPATbHBIA TIIFOKOKOPTHKOMI,
Crepoun moxer ObITh BbIOpaH W3 TPYMIbL, COCTOSIIEH M3 TUAPOKOPTU30HA, MOMETA30Ha,
¢bayTukazoHa, (IyOLUHOJOHA aleToHuna, (IyOLUHONOHA, (IIypaHAPEHOJIOHA AalETOHUAA,
LUKJIeCOHuAa, OymecoHuma, Oekiomera3oHa, aeduazakopra, (uyHm3omuaa, OekjiIomMeTra3oHa
IUMpPONHUOHaTa, OeTamera3oHa, OeTamMeTa3oHa Bajepara, METHIIPEIHU30JI0HA, AEKCAMETa30Ha,
NPEeAHU30JIOHA, KOPTHU30Ja, TPUAMIMHOJNOHA, KjoOeras3ona, kjioOeTa3oja IMPONUOHATA,
ki1obeTa3ona OyTupara, KOPTH30HA, KOPTUKOCTEPOHA, KJIOKOPTOJIOHA, TUTHAPOKCUKOPTHU3OHA,
AJIKJIOMETa30Ha, aMIMHOHMAA, ANUGIIYKOPTOJOHAa Bajiepara, (PIyKopToJioHa, (uynpenHuieHa,
bayanapeHonoHa, (GyopoMeTosioHa, TaJblMHOHMIA, rajo0eTa3ona, ne3oHuAa, audaopasoHa,
baypanapeHonanna, (¢GIyOLMHOHMAA, TpeqHukapOara, Ne30KCHMMeTa3oHa, (ynpenHu30JoHa,
NMpeqHU30Ha, a3eNacTuHa, aekcamerasona 21-docdara, dayapoxkoprusona, ¢GiaymeTasoHa,
(bJIyOIMHOHUAA, TaJONpPENAOHa, TUAPOKOpTH3OHA |7-Baneparta, ruapokopTuzoHa 17-Oytupara,
TUAPOKOPTH30HA 21-amerara, mNpenHU3oJoOHa, npenHmsonoHa 21-¢ocdara, kmoberasona
NPOMNHMOHATA, TPHAMIMHOJIOHA AlleTOHUIA WK UX cMecd. CTepony MOXKET MPENCTaBIsATh COOOM
NPEIHU30H.

4.8. VYcrponcTBo

[0099] N3o0pereHne Takke OTHOCHTCS K YCTPOWCTBY Ui MHBEKIMH, COIEpKaleMy
€IMHUYHYIO0 103y IO HACTOSIIEMY H300pETeHHI0 Wi (PapMaleBTUYECKYI0 KOMIIO3HULIUIO IS
NPUMEHEHHUs1 U JII0OOro Imo HacrosimeMmy un3oOpereHuro. PapmauneBTHUECKUH Ipernapar B
yCTPOMCTBE IUIsi UHBEKIUNA MOXKET mpenycMarpusaTh Oosnee 105 mr (1. e. 6onee yem 105 mr) u

menee 150 mr (T. e. menee uem 150 mr) anudponymaba unm ero QyHKIHOHAJIBHOIO BapHaHTA.
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®dapmaneBTUYeCKass KOMMO3ULUSA B YCTPOMCTBE [JIs1 HHBEKLUH MOXKET COIepkKaTb
npubnusutensHo 120 Mmr  aHugponymaba wuiaum ero  (YHKIMOHAJBHOIO  BapHAHTA.
®dapmaneBTUYECKass KOMIIO3ULMSL B YCTPOWUCTBE AJIsi MHBEKLUUH MOXET copepxkarb 120 mr
anugponymada mwim ero GpyHKUHOHANIBHOTO Bapuanta. KoHueHTpauus anudpoiaymada wid ero
(YHKIIMOHAJIPHOTO BapHaHTa B (papMaLeBTHYECKON KOMIO3ULMN B YCTPOICTBE AJSI MHBEKIMH
mMoxeT coctaBisATh 150 mr/mn. O0beM (apmaneBTHYECKOH KOMIO3HLIUU B YCTPOWCTBE AJIS
UHBEKLUH MOXET COCTaBJsITh IO MeHblueld wMepe npubnusutensHo 0,8 . OObem
(hapMaLeBTUYECKON KOMITO3ULIMK MOKET COCTABJISATh MpUuOIu3uTeasHo 0,8 mit.

[0100] dapmaneBTUYECKAss KOMIIO3ULIMS B YCTPOUCTBE AJIs1 UHBEKLUI MOXKET COIepKaTh
ot npubnmsutenbHo 150 mo 200 mr/mun aHudponymadba uiu ero PyHKIIMOHAIBHOTO BAPHAHTA, OT
npubIU3NuTENBHO 25 10 150 MM TH3UHOBOM COJTM M HE3aPSDKEHHOE BCIIOMOTaTeNIbHOE BEIECTBO.
dapmaneBTUYeCKass KOMIIO3ULMS B YCTPOWCTBE AJIsI MHBEKIUN MOXeT comepxarb 150 mr
anudponaymadba win ero (QyHKIHMOHAJbHOrO BapuaHTa. DapmareBTHYecKass KOMIO3UIUS B
yCTPOHCTBE Uil WHBEKUMH MoxeT coxepxkate S0 MM nmsuna-HCl. dapmanesrudeckas
KOMITO3ULMSI MOXKET copepakaTth 130 MM aurunpara Tperanossl. @apmManeBTHYECKast KOMITIO3ULIUS
B YCTPOMCTBE IUIsI MHBEKLHH MOXET coiepxkarb OT npubmusutenpsHo 150 mo 200 mr/min
anudponymadba wim ero (yHKIHOHAJIBHOIO BapuaHTa, OT npudbmusurenapbHo 25 mo 150 MM
JIU3UHOBOU COJIU U HE3aPsDKEHHOE BCIIOMOraTeIbHOE BelecTBO. PapMaLeBTUUECKasi KOMITIO3ULUS
B YCTpPOHCTBE [UIsI MHBEKUUH MoxeT coxepxkatb 150 Mr anudponymaba wimm ero
¢$yHKIMOHAIBHOTO BapraHTa. PapmMarieBTHUECKast KOMIIO3ULIUS MOKET copepkarb S0 MM nu3uH-
HCl. ®apmaneBTrdeckasi KOMIO3ULMS B YCTPOICTBE Il MHBEKLUI MOXeT coaepkarb 130 MM
auruapara Tperanosbl. PapmaneBTHUECKass KOMIIO3ULUSA B YCTPOWCTBE AJII UHBEKLUN MOXKET
conepxkatb 0,05% mnonucopbara 80. dapmaneBTUYECKass KOMIIO3HIMS B YCTPOKMCTBE IS
UHBEKIUH MOkeT comepxkath 25 MM ructuauHa/ructunuHa-HCl.  dapmaneBTudeckast
KOMIIO3HIIHS B YCTPONCTBE AJIsi MHBEKIUH MOKeT comepxkarh 150 mr/mi anudponymada wiu ero
¢ynkunonampHoro Bapuanta, S0 MM mm3unaa-HCl, 130 MM purunpara tperanossl, 0,05%
nosiucopbara 80 u 25 MM ructununa/ructuauHa-HCl.

[0101] Hapsiny ¢ oOecneueHneM MOOKOKHOTO BBENEHHUS AHTUTENA, BO3MOXKHOCTH
CaMOCTOSITEJIbHO MPOBOJIUTD BBEACHUE (HAIIPUMED, B CIy4ae JOMAIIHErO MPUMEHEHHsI) MOXKET
OBITH JIOTIOJIHUTENIPHO YBEJIHYEHa C I[IOMOINBI0 IOAKOXKHOTO BBENEHHsS IOCPEACTBOM
NPEABAPUTENBHO 3AMOJHEHHOTO LINPHUIA C JONOJHHUTENbHbIMH TNpuHamiekHocTsMu (APFS),
aBronHbekTopa (Al) mmn nx xomOuHauuu. beuto 0OHAPYKEHO, YTO TaKHE YCTPOMCTBA XOPOLIO
NEePEeHOCATCS] W HAAEXKHBl Ui BBEACHUS MOAKOXKHBIX J03 aHTHTENa U O0eCTeYHBAIOT
JOTOJHUTEIbHBIE BO3MOXKHOCTH JJI1 ONTUMU3ALUY YXOAA 38 MalueHTaMu. JleiCTBUTENbHO, TAKUE

YCTpOﬁCTBa MOTYT CHHUXATb HArpy3Ky Ha MNAallMCHTOB, CBA3aHHYIO C YaCTbIMU BU3UTAMH B
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kmHUKY. [Tpumep momxonsimmero ycrpoiictea APFS ommcan B Ferguson er. al. [6], koTopbrit
BKJIFOUEH B IAHHBIA JOKYMEHT IIOCPEICTBOM CChUIKH BO BCEH CBOEH MOJIHOTE.

[0102] Jlo3a, Wu3NOXKEHHasi aBTOPAMU HACTOSIIIEr0 U300peTeHusi, obecredynBaeT
JOTIOJIHUTENIbHBIE TNIPEUMYLIeCTBA B KOHTEKCTe BBefeHus nocpenctsoM APFS, mockonbky
ycrpoiictBo APFS, kak nmpasmio obecrniednBaer BBejeHHE MakCUMalbHOroO oobema 1 mut. Josa B
auamasone ot 6osee 105 Mr 1o Meree 155 Mr MoxeT ObITh JIerko obecredeHa ¢ MOMOIIBI0 00beMa
~0,8 M1, ¢ TeM 4TOOBI 103a(A03bI) MO HACTOSAIIEMY H300PETEHUIO OMHO3HAYHO MOIXOIUIH IS
BBeneHus: APFS u Al Jlnst cpaBHeHwMsI, BCIEACTBUE BSI3KOCTH aHUppoiyMada Oosblive 1036l (B
4acTHOCTH, 103kl Oosee 150 mMr) HeoOxomumo Obwio OBI BBOIUTH B 0ObeMe Oosee 1 mii, 4to
TpeOyeT o MeHbleil Mepe nByX uHbekuin SC, 4To He ynoOHO ais maruenTa u TpedoBayio Obl
HECKOJIbKHX MPEeBAaPUTENbHO 3a0JHEHHBIX YCTPONUCTB.

[0103] Y CTpoicTBO A1t AOCTABKH MOKET MPEACTABIAT COOOM OHOPA30BYIO JOCTYITHYEO
cucTeMy, pa3padoTaHHyro s obecriedenust pydHoro SC BBEIEHHSI JO3bI.

[0104] Taxxe W300peTeHHe OTHOCHUTCS K YCTPONCTBY Ui WHBEKIUH, COIEpIKaIleMy
enuHuYHYo no3y. Exumandnas no3a moxer npeaycmarpusath 6osee 105 mr (T. €. Mo MeHbInel
mepe 105wmr) u wmenee 150wmr (. e. meHee yem 150 mr) anudponymaba wim ero
¢yHKUMOHANTBHOTO BapuaHTa. EnuHWYHAsA mo3a MoxeT copep:karb 135 Mr winm meHsine (T. €.
135 Mr unu MeHble) aHudponymadba Wi ero (pyHKLUHOHAJIBHOrO BapuaHTa. EnuHudHas nosa
MOXET copepkaTb mnpuonusurenabHo 120 Mr anHudponymaba wiu ero (QpyHKLHOHAIBHOTO
BapuaHTa. EnuHMYHAs 1032 B yCTPOMICTBE [Js1 MHBEKLUI MOXET mnpeaycMaTpuBath 120 mr
anudpponymaba wim ero (yHKUMOHAJIBHOrO BapuaHTa. EnuHWYHAS n03a B YCTPOWCTBE AJIS
WUHBEKIIMH 10 CYIIECTBY MOXET COCToATh M3 Oosee uem 105 mr m menee uem 150 mr
annpponymaba wim ero (PyHKIMOHAJIBHOTO BapuaHTa. ENuMHU4YHAS 71032 B yCTPOHCTBE IS
UHBEKIMI MO CYIIECTBY MOKET COCTOITh M3 135 Mr wiu meHbine aHudponymada WU ero
(yHKLMOHATBHOTO BapraHTa. ENMHIYHAS 1032 B yCTPOUCTBE I HHBEKLUH MO CYIIECTBY MOXKET
cocTosiTh U3 mpudmmsurenapHo 120 mr anudponymada wiu ero (yHKIHOHAJIBHOTO BapHAHTA.
Konnenrpauusi anudponymadba mim ero (pyHKIMOHAJIBHOTO BapUaHTa B €AMHUYHON 03¢ B
YCTPOHCTBE ISt UHBEKLUIH MOXKeT cocTaBisATh 150 mMr/min. OObeM eTMHUYHOM 103bI B YCTPOHUCTBE
JUIsl UHBEKLUI MOXET COCTaBJIATb MeHee 1 M. EquHuuHas no3a B yCTPONCTBE U1 MHBEKLIUN
Moxer umerb o0beM oT 0,5 mo 1 mu. KoHueHTpanwst eIMHUYHOH HO03BI MOXKET COCTaBJIATH
npubmuzuTensHo 0,8 M. OObeM equHIYHON 1036l MOXKET cocTaBiATh 0,8 M. EnnHndnas nos3a B
YCTPOKNCTBE JUIsI MHbEKLUH MOKET MPenyCMaTPUBaTh COCTaB U3 OT npudmmsurensHo 150 mo 200
mr/mi anugporymada uiu ero GyHKIHOHATBHOTO BapUaHTa, OT Mpubau3uTenpHo 25 no 150 MM
JIM3UHOBOU COJIU U HE3aPSKEHHOTO BCIIOMOTraTeIbHOIO BEeIeCTBa. ENMHNYHAS 1032 B yCTPOUCTBE

IUIE UHBEKIUH MOXeT coaepxarb cocraB u3 150-200 mr/mn anudponymaba wiu ero
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(yHKIMOHATBLHOTO BapuaHTa, 25-150 MM TM3MHOBO COJTU 1 HE3aPSKEHHOTO BCIIOMOTaTEIbHOTO
BewlecTsa. EnuanuHas no3a cogepxut coctas u3 25 MM rucrunusa-HCL, 130 MM Tperanossl u
0,05% Bec/06. monucopbara 80. CoctaB MoxeT uMeTh pH, cocTapnsomuii npuOIM3UTENBHO 5,9.

[0105] YCTpOHCTBO IS MHBEKIHMI MOXET TNPEeACTaBIIsITh COOOH MpeaBapHUTEIbHO
sanonHeHHbii  mnpul (PFS). YcerpoiicTBO [iisi MHBEKLMI MOXKET TNPEencTaBisTh COOOH
NPEABAPUTENbHO 3allOJIHEHHbIN ILIMPUIL] C JOMOJHUTENbHBIMU NpuHamIekHocTsIMH (AFPS).
Y CTpORCTBO 1J1st UHBEKLUN MOKET MPEACTABIATh CO00# aBTOMHBEKTOP (Al).

4.9. Hab6op

[0106] Hacrosiinee nuzobpereHue Takke OTHOCUTCSI K HA0OPY, ComepKalieMy equHUIHYEO
703y MO HACTOSIIIEMY H300PETEeHHIO M WHCTPYKLUMU JUISI TPUMEHEHHs, TZle MHCTPYKLHH IS
NPUMEHEHHUs] NPEeAyCMaTPUBAIOT HHCTPYKLUHU Ul TOJAKOXXHOIO BBEAEHMsI €IMHUYHOU J1O3BI
cyOpekTy. Hacrosimee u300peTeHHe Takike OTHOCHTCS K Habopy, comepskamemy
(apMaleBTUYECKYI0 KOMITO3ULMIO JJIsi MPUMEHEHHWs 110 HACTOSIIEMY H300pETeHHI0, Tae
UHCTPYKLUHU JUJIsl TPUMEHEHMs] NMPEeAyCMAaTPUBAIOT HHCTPYKLUHU JJIs1 MOAKOKHOTO BBEIEHUs
(apmareBTHIECKONH KOMITO3ULIUH CYOBEKTY.

[0107] Hacrosiimee nzo0pereHue Takke OTHOCUTCS K HAOOpPy, CoaepkaleMy yCTPONCTBO
IUIS UHBEKLMH JUTs JIFOOOTO MO HACTOSAIIEMY H300pETeHHIO M MHCTPYKLUH JIsl IPUMEHEHUS, Te
UHCTPYKLMSA AJ1s1 IPUMEHEHMs] IPeyCMaTpUBaeT MHCTPYKIUH AJi IPUMEHEHUs] YCTPONCTBA AJis
MHBEKLUUH I TIOAKOKHOTO BBEACHUS €IMHUYHON 03Bl WIN (papMaleBTHUECKOW KOMIIO3ULIUH
CYyOBEKTY.

[0108] B HMHCTPYKLHMSX 1O MPUMEHEHUIO MOXKET OBIThb YKa3aHO, YTO YCTPOHMCTBO IS
VUHBEKINH, €AMHUYHAs n03a W/win (apMaleBTUUecKas: KOMIIO3HMLUS IPEAHA3HAYEHbl IS
npuMmeHeHus B jjeueHuu SLE. HaGop no HacTositeMy n300peTeHHIO MOXKET COZIEPIKATh YITAKOBKY,
Il YIMakOBKa MPHUCTIOCOONIEHA Uil XpaHEHHs] YCTPOHCTBA JISi MHBEKLMH M WHCTPYKLUH MO
npuMeHeHuo. MHCTPYKIIMKN MO MPUMEHEHUIO MOTYT IPUJIAraTbCs K YCTPONCTBY AJIST MHBEKIIHI.
WUHCTpyKUMs Ui MPUMEHEHHUs] MOXKET MpeoyCMaTpuBaTh WHCTPYKLUHU ISl BBENEHHUs Oolee
105 mr u menee 150 mr aandponymada unm ero GyHKUHOHATIBHOTO BapuaHTa. MHCTPYKIHS st
NPUMEHEHUsT MOXeT IMpelyCcMaTpuBaTh HUHCTPYKLWU AJsd BBeleHUs 135 Mr wiuM MeHblie
anudponymaba unn ero QyHKIHOHAIBHOrO BapuaHTa. WHCTPYKIMS IJIs1 TPUMEHEHHUS MOXKET
npeayCcMaTpUBaTh HHCTPYKLUH AJist BBeneHus 120 mMr aHudponymada nimm ero GyHKIHOHAIBHOTO
BapuaHTa. MHCTpyKIus AN MPUMEHEHUs MOKET NpeNyCMaTpuBaTh UHCTPYKIMH JJIsl BBEACHUS
120 mr anudponymada uinm ero GyHKIHOHAIBHOTO BapuaHTa Kax/ble 4 Hepenu. B HHCTpyKImsIx
IUIi  TIPUMEHEHHS MOXeT ObITh ompeneneH CyObeKT, Kak HuMenlmuil 3a0oneBaHue,
onocpenoBanHoe IFN I Tuna. B nHCTpYKUIMAX 111 MPUMEHEHUs] MOKET OBITh ONpeieNieH CyOBeKT,

KaKk UMeroIuii Bom4yanky (Hanpumep, SLE). MHCTpYKIMM 11 IPUMEHEHHsI MOTYT IPEACTaBIIATh
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co0Ol MHCbMEHHBIE MHCTPYKIMH. B MHCTPYKLUAX I IPUMEHEHUSI MOXET ObITh YKa3aHO, YTO
uHruourop IFN I Tina npenHasHayueH A1 NOAKOKHOTO BBEACHUS.

[0109] B MHCTpYKIUSAX IJIs1 TPUMEHEHUS MOXKET ObITh YKa3aHO, YTO YCTPOWCTBO IS
UHBEKLUH, eAMHWYHAs 1032 WHUiIH (apMaLeBTUUECKass KOMITO3ULUS IpeJHA3HAuYEHbl I
NPUMEHEHHUs COTJIACHO JIFOOOMY U3 CrIOCOOOB MO HACTOSIIEMY M300PETEHHUIO.

[0110] Hacrosiee n3o0pereHne Tak:ke OTHOCUTCS K Coco0aM U3rOTOBJIEHHsI HAOOpa 1o
HACTOSIIEMY ~ M300peTeHHo, Win (apMaLEeBTHUYECKOW KOMIIO3UIMU MO  HACTOSIIEMY
U300pETEHHIO, WM €AMHUYHOM O3Bl 0 HACTOALIEMY H300PETEHHIO.

4.10. Uarudurop nepenauu curuajia, onocpeaopannoii IFN I runa

[0111] Nurnburop mnepemauu curHana, omnocpenoBanHHou IFN 1 Tuma, Moxker
npexacrasisite codorr mHrndourop IFNAR1. HMuarundutop IFNARI moxker mpeactaBisaTb coOOMH
YeJIOBEYECKOe MOHOKJIOHaNbHOE aHTuTeno, crnemuduuHoe k IFNARI1. Huruburop IFNARI
MOXET MPEACTABISTh COO0H MOIU(UIIMPOBAHHOE YEJIOBEYECKOE MOHOKJIOHAJIBHOE AHTHUTEIO
kiacca IgG1, cnenuduunoe k IFNART.

[0112] AHTHUTEJIO MOXKET COAEPkKATh OMPEAEISIONYI0 KOMILIEMEHTAPHOCTh 00MacTh 1
BapuabenpHOH oOmactu Tsokenon uenu  (HCDRI1), comepxkamyr0 aMHUHOKHCIOTHYEO
nocnenoBatebHOCTh mog SEQ ID NO: 3 AHTuTENno MOXET COAep:KaThb OIMPEaeAIOIIyIo
KOMIUIEMEHTapHOCTh 00acThb 2 BapuadenbHol obnactu Tsikenoit nenn (HCDR2), congepkamyro
aMHHOKHCIOTHYH nocienosarenbHocTs nmox SEQ ID NO: 4. A”TuTeno MoXeT coaepKaTb
OTPENEeNAIOLIYI0 KOMIUIEMEHTAPHOCTh 00snacTb 3 BapuabenbHONW 007acTH TSDKENION Ienu
(HCDR3), coneprxamyro aMHHOKUCIOTHYO nocienosatenbHocTh nox SEQ ID NO: 5. Anrureno
MOXKET COIEpKaThb ONPENeSSIOIYI0 KOMIUIEMEHTApHOCTh 00jacTh 1 BapuabenbHON obnmacTu
nerkoii nenu (LCDR1), cogeprxainyro aMuUHOKHCIOTHYIO nocienosaTenbHocTh o SEQ ID NO:
6. AHTUTEJIO MOKET COMEPKATh OMPEIEIISIOIYI KOMIIEMEHTAPHOCTh 00J1acTh 2 BapruabeIbHOM
obsactu nerkoii nenu (LCDR2), cogepskannyro aMUHOKHCIOTHYIO MOCIen0BaTeIbHOCTb o SEQ
ID NO: 7. AHTHTENO MOXKET COAepkKaTh OMPEHENSIOMYI KOMIUIEMEHTApPHOCTh 00JIacTh 3
BapuabenpHOH  oOmactu  Jyerkoir 1uenu (LCDR3), comepkamyr  aMUHOKHCIOTHYEO
nociienoparesibHOCTE noa SEQ ID NO: 8.

[0113] AHTHUTEJIO MOXKET conepikaTb BapHadOeIbHYI0 ODOJIACTh YEIOBEYECKOU TSIKENIOH
LeNH, COAep Kalllyl0 aMHUHOKUCIOTHYI0 nocienoBaTenbHocTe nox SEQ ID NO: 1. Anturteno
MOXET COJep)KaTh BapHaOeNbHYI0 O0JIaCTh YEJOBEYECKOH JIETKOW ILenH, COAEpIKaIIyIo
aMUHOKMCIOTHYHO nocneaoBarenabHocTs nmox SEQ ID NO: 2. AHtuTeno MoxeT conep:karb
KOHCTAQHTHYIO OOJIaCTh YEJNIOBEUECKOW JIErKOH Lemu, COAEpXKAIY0 aMHHOKHCIOTHYIO
nocienosatesnbHOCTh o SEQ ID NO: 9. AHTUTENO MOXET CofepKaTh KOHCTAHTHYIO 00JacThb

YEJIOBEUECKON TSDKEJION LIenu, COoIepkKallyld aMUHOKUCIIOTHYIO MOCJeI0BAaTEeNbHOCTh oA SEQ
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ID NO: 10. AnTuTeno moxer conepxkarb B Fc-o0macTn aMuHOKHCIOTHYIO 3ameHy L234F,
NPOHYMepOBaHHY0 coriacHo uHnaekcy EU, kak m3noxkeHo cormacHo Kabat, u rae ykazanHoe
AHTUTEJNIO TPOSIBIISIET CHIDKEHHYI apPUHHOCTH K IO MeHbluell mepe onHomy Fc-nmuranay mo
CPaBHEHMIO ¢ HEMOJU(UIIMPOBAHHBIM AHTUTEIOM. AHTUTENIO MOXET COAEPIKATh YEIOBEUECKYIO
TSDKEJIYIO LIeTb, COMAEpP KAyl aMUHOKHCIOTHYIO mocienoBatenbHocTh nog SEQ ID NO: 11,
AHTHUTENIO MOXET COMAEPKaTh YeJIOBEUECKYIO JIEKYIO LeMb, COAEPKALIyI0 aMHHOKHCIOTHYIO
nocaenoBateabHOCTh o SEQ ID NO: 12.

[0114] AHTHUTENIO MOXKET COlepPkKaTh: (a)  OMPEAeNSIOLIYIO KOMILJIEMEHTAPHOCTD
obnacte 1 BapmabenpHOU obnactu Tspkenoit nenn (HCDR1), comeprxainyro aMHHOKHUCIOTHYIO
nocnenosatenbHOCTh o SEQ ID NO: 3;(b) OTPEAEIISIOIY IO KOMIUIEMEHTapPHOCTh
obmacte 2 BapmabenpHOU obnactu Tsokenoi nennm (HCDR2), comeprxainyro aMHHOKHCIOTHYIO
nociaenosarenbHocTh o SEQ ID NO: 4; ¢) onpenensromyr KOMIUIEMEHTAPHOCTb 00JacTh 3
BapuabenpHON obOmact Tsokeno  unern  (HCDR3), conmepskamyr  aMHHOKHCIOTHYIO
nocnenosatenbHOCTE o SEQ ID NO: 5; (d) onpenensiroinyro KOMIUIEMEHTapHOCTh 00acThb 1
BapuabenpHON  oOmactm  jerxkoit wmemum (LCDRI1), comepkamyro  aMHHOKHCIOTHYIO
nocnenoBatebHOCTE o SEQ ID NO: 6; (b) onpenensiroinyro KOMIIEMEHTaPHOCTb 001acTh 2
BapuabenpHON  oOmactu  gjerkoit memu  (LCDR2), comepxamyro  aMHHOKHCIOTHYIO
nocnenoBatenbHOCTE o SEQ ID NO: 7; ¢) onpenenstoimyr KOMITIEMEHTapHOCTb 00J1acThb 3
BapuabenpHON  oOmactu  gjerkoit 1nemu (LCDR3), comepskamgyro  aMHHOKHCIIOTHYIO
nocaeaosaTenbHoCTh o SEQ ID NO: 8.

[0115] AHTHTEIO MOXET ConmepKaTh (a) YENIOBEUECKYI0 TSIKENYIO LIeTb, COIAePIKALIYIO
AMHHOKHUCJIOTHYIO nocnenoBareabHocTh o SEQ ID NO: 11; u (b) uenoBeueckyro Jerkyo Lelb,
coneprKaIly0 aMHHOKUCIIOTHYIO nocienoBarenbHocTh moa SEQ ID NO: 12,

[0116] HNuruburop IFNARI MoxkeT mnpenctaBistb coOoi aHuppoaymMad WK €ero
(YHKLIMOHAIbHBII BapUAHT.

[0117] Nuruburop IFNARI wmoxer xapaktepusoBaThesi 1Cgo,  COCTaBISFOLIEH
npubausutensho 3,88 mkr M, rae ICso onpeneneHa Kkak NpUMepHas KOHIEHTPALHs,
HeoOxonumast 1i1st moydenus: 80% OT MaKCHMAJIbHOTO YPOBHSI HHTHOUPOBaHUs 3Kcripeccuu 21 -
IFNGS otnocurensao ucxognoro yposss. Maruburop IFNAR1 moxker xapakrepuzoBarbes [Cso,
cocrapysitonield npuommsurensHo 6. Marndutop IFNAR1 moker xapakrepmsoBatbesi I1Cso,
COCTaBJISIFOLIEH MPUOIU3UTETIBHO 6,56 HM.

5. OIPEJAEJIEHUA
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5.1.1. Anucpponymaé

[0118]
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HNuruduropsl nepegauu curiana IFN I tuna

Anunpponymad (MEDI-546, anifro, ANI) npencrasnsier co00ii MOHOKJIOHAIBHOE

antuteno (mAb) ummyHnornoOynuHa Gl kamma (IgGlk) uenoBeka, HampaBJI€HHOE NPOTUB

cyObenunaunbl 1 peuenropa untepdepona I tuma (IFNAR1). Anudponymad obecrneunBaer

OTpHULATENIbHYI0 peryisinuio nepenaun curHana IFNAR u cynpeccuro sKCrpeccHy TI'eHOB,

uHnyuupyembix IFN. PackpsiTre, oTHOCsIEeecs K aHugppoinymady, MoskHO HaiiTu B natente CIIIA

Ne 7662381 u marente CIITA Ne 9988459, koTopbie BKITIOUEHBI B JTAHHBIH TOKYMEHT TIOCPEACTBOM

CCBUIKM BO Bcell cBoeil momHote. HMHpopmanuss o mnocnenoBarenbHOCTH aHHM(pponymada

npencrasyiena B Tabaunue S-1. [locienoBarenbHocTH, Ha purype 48 u gpurype 49.

Taoauua 5-1. [locaenoBareLHOCTH

SEQ
Onucanue D ITocaenoBaTeIbLHOCTDL
VH 1 EVQLVQSGAEVKKPGESLKISCKGSGYIFTNYWIAWVRQ
MPGKGLESMGILYPGDSDIRYSPSFOGQVTISADKSITTAY
anudponymada
LQWSSLKASDTAMYYCARHDIEGFDYWGRGTLVTVSS
VL 2 EIVLTQSPGTLSLSPGERATLSCRASQSVSSSFFAWYQQKP
GQAPRLLIYGASSRATGIPDRLSGSGSGTDFTLTITRLEPED
anudponymada
FAVYYCQOQYDSSAITFGQGTRLEIK
HCDRI1 3 NYWIA
HCDR2 4 ITYPGDSDIRYSPSFQG
HCDR3 5 HDIEGFDY
LCDR1 6 RASQSVSSSFFA
LCDR2 7 GASSRAT
LCDR3 8 QQYDSSAIT
KoncrantHas 9 RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQ
o0JyacTe Jerkou WKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYE
Lenu KHKVYACEVTHQGLSSPVTKSFNRGEC
10 ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQT
KoncrantHas
. YICNVNHKPSNTKVDKRVEPK SCDKTHTCPPCPAPEFEGG
o0acTh
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNW
TSDKEJION LENU
YVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALPASIEKTISKAKGQPREPQVYTLPPSRE
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EMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNH
YTQKSLSLSPGK

11 EVQLVQSGAEVKKPGESLKISCKGSGYIFTNYWIAWVRQ
MPGKGLESMGITYPGDSDIRYSPSFQGQVTISADKSITTAYL
QWSSLKASD TAMYYCARHD
I[EGFDYWGRGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAA
LGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYS
LSSVVTVPS SSLGTQTYIC
NVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPEFEGGPSV
FLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVD
GVEVHNAKTK
PREEQYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPA SIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQ
GNVFSCSVMHEALHNHYTQKS LSLSPGK

12 EIVLTQSPGTLSLSPGERATLSCRASQSVS SSFFAWYQQK
PGQAPRLLIY GASSRATGIPDRLSGSGSGT DFTLTITRLE

Tsoxenas nenn

PEDFAVYYCQ QYDSSAITFG
Jlerkas uens QGTRLEIKRTVAAPSVFIFPPSDEQLKSGT ASVVCLLNNF
YPREAKVQWK

VDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKH
KVYACEVTHQGLSSPVTKSFNRGEC

[0119] Anudponymad mnpencrasisier coOOH MOHOKJIOHAJBHOE AHTUTENIO HAa OCHOBE
ummyHornoOynuaa G1 kamma 4enoBeka, KOTOpoe CBsi3bIBaeTcs ¢ cyObenuuuieit 1 penenropa
unreppepona | tuma (IFNARI1) c¢ Bbicokoil crnenuduuHocTRI0 W adPUHHOCTBIO. JlaHHOE
cBsi3bIBaHUE oOecneunBaeT nHruoOnposanue nepenauu curtana IFN I tuna ¢ GnokupoBannem tem
caMbiM Omonormueckoid aktuBHocTH IFN 1 Tunma. Anudponymad Takke HHIYLUPYET
unTepHamm3anuio [FNAR1, tem cambiM obecnieunBasi cHkeHue ypoBaer IFNAR1 kieTouHoi
TIOBEPXHOCTH, AOCTYIHBIX HJisi cOOpku peuenrtopa. brnokama nepemaun curHaia IFN I tuma,
OTIOCPEIOBAHHON peLenTopoM, obecrneunBaeT MHrHONPOBAaHUE SKCIIPECCUU T'€HOB, 32 KOTOPYIO
oreeuaer IFN, a Taxke mnocienyroliye BOCHAIUTENbHbIE U HNMMYHOJIOTMYECKHE IPOLIECCHI.

Wnrubuposanne IFN 1 tuma Onokupyer nudQepeHUMpPOBKY MIa3sMaTUYECKUX KIETOK U
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o0ecrieunBaeT HOpPMaNHM3aLMI0 cyOmomynsanuil nepudepudeckux T-KIETOK, BOCCTaHABIHBAST
OanaHC MEXy aJanTUBHBIM M BPOXKI€HHBIM HIMMYHUTETOM, PETYJIIIH KOTOPOTrO HapyIleHa Mpu
SLE.

[0120] VY B3pocnbix manueHtoB ¢ SLE BBenenune anndponymabda B nozax 300 mr wiu
Gouplle MOCPEACTBOM BHYTPHBEHHON MH(Y3UH KaKable 4 HeNenu JeMOHCTPUPYET CTAOMIIBHYIO
Hewrpamuzanmo (80% wnu Oosbine) dpapmakoauHamuueckoro npoduis (PD) skcrpeccun 21
reHa, HaXOASALIerocs mnoj KoHTposneM uHTepdepona I Ttuma, B kpoBu. JlaHHas cynpeccus
NPOMCXOAMNIA YK€ dYepe3 4 Hemenu IOCHe JIeUeHHs, W YPOBEHb WM COXPAHSUICS, WIIH
JOTOJTHUTENIbHASL CYTIPECCHsT HAOMI0Ialach HA MPOTSDKEHUH S2-HENeNbHOTO Mepuoja JICYSHHUS.
[Tocne uckimroueHus: anugponymada B KOHIE S2-HENENbHOrO MEPUosia JICYEHUsS] B KIIMHHYECKIX
ucnbiranusx SLE npoguns PD IFN [ Tina B o6pasuax KpoBH BO3BpAINAJICS K HCXOIHBIM YPOBHSIM
B TeueHue nepuona ot 8 no 12 nexensb. 150 mr anudponymada IV nemoncrpuposanu meree 20%
cynpeccuu npouiis TeHOB B paHHUE BPEMEHHBbIE TOYKH, KOTOpasi AOCTHrajla MaKCHMAJbHOTO
3HaueHus MmeHee 60% y KOHIly Mepruo/ia JeUEHHs.

[0121] Anundponymad npencrasusier coboil nmMmyHornodynuH, coxepxkamuiit HCDRI,
HCDR2 1 HCDR3 noxn SEQ ID NO: 3, SEQ ID NO: 4 u SEQ ID NO: 5 cooTBeTCTBEeHHO (TN HX
¢yuknuonanpHb Bapuant), 1 LCDR1, LCDR2 u LCDR3 nox SEQ ID NO: 6, SEQ ID NO: 7 u
SEQ ID NO: 8 coorBerctBeHHO (WM uX (YHKIUOHAJbHBIN BapwaHTt). AHubposymad
npencTasisier codoit ummyHornodyuH, copepskatuii VH mon SEQ ID NO: 1 u VL nox SEQ ID
NO: 2.

[0122] KouHcranTHas obnacte aHudponymadba Obuta MoauduLpOBaHA TAKUM 00pazoMm,
4YTO aHu(pposymMad MpPOsBISET NMOHIKEHHYI ad(UHHOCTH K MO MeHblueil mMepe omHomy Fc-
JIMTaHay MO CPAaBHEHUIO ¢ HEeMOAM(DHUMPOBAHHBIM aHTUTEJIOM. AHHU(ppOIyMad MpencraBiseT
coboii mMoauduUMpOBaHHOE MOHOKJIOHAIBHOE aHTUTeNno kiacca IgG, crneuuduueckoe B
orHomennn IFNARI, conepxamee B Fc-o0mactn aMuHOKHCIOTHYRO 3ameHy L234F,
MPOHYMEPOBaHHYIO coryiacHO uHaekcy EU, kak usnoxkeno B Kabat (1991, nybnukaumst NIH 91-
3242, HammoHanbHast cayx0a TexHudeckod wuHpopmaruy, Cropunrdwin, BupmkuHus).
Anudponymadb npexacrasisier coOoil MOAM(PULIMPOBAHHOE MOHOKJIOHAJIBHOE AHTUTENO Kiacca
IgG, cneungpuueckoe B otHomennn IFNARI, comepkamee B Fc-o0mactu aMHHOKHCIIOTHYEO
3ameny L234F, L235E w/unu P331S, nporymepoBanHyt0 cornacHo naaekcy EU, kak U3noxeHo
B Kabat (1991, nybnukanus NIH 91-3242, HaunonanpHast ciykba TEXHUUECKOW MH(POpMaLNH,
Cropunrduna, Bupmxuaus). Axudponymad npeacrasisier coOOH aHTUTENO, coAepiKaliee
KOHCTaHTHYIO0 o0jacth Jjierkoit neru nog SEQ ID NO: 9. Auudponymad mpencrasisier coOoi
AHTHUTEJIO, COAeprKaliee KOHCTaHTHYIO obnacte Tsokenod nenm mox SEQ ID NO: 10.

Anudponymab npeacrapisier cOOOH aHTUTENIO, CofeprKalee KOHCTAHTHYIO 00JIaCTh JIETKOH LeTn
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non SEQ ID NO: 9, u koHcTanTHY0 0bnacts Tsokesol nenu nox SEQ ID NO: 10. Arudponymad
npeacTaBisieT coboi aHTuTeNo, copep:xainee Tsokenyio nernb nox SEQ ID NO: 11. Aaudponymad
npencTasisier cobol aHTuTeNno, copepxainee Jerkyro uenb nox SEQ ID NO: 12. Aaudponymad
MpeacTaBisieT CO0O0M aHTUTENO, conepskariee Tsokenyro 1enb noa SEQ ID NO: 11 u nerkyro nens
nox SEQ ID NO: 12.

[0123] @yHKUMOHAIbHBIE BapUaHTHl aHU(pOIymMada NPENCTaBISIIOT COOOHW BapHAHTHI
NOCJIEIOBATEIbHOCTH, KOTOpPbIE BBIMIOJHSIOT Ty K€ (YHKIHIO, 4YTO U aHU}pomymad.
@OyHKIMOHANIbHBIE BapUaHTbl aHuppoiaymada MPEACTABISIOT COOOW BapHAHTBI, KOTOpBIE
CBSI3BIBAIOTCS C TOHM JK€ MHIIEHBIO, 4TO U aHH(pponymad, u obnamaroT Toh ke 3PPeKTOpHOI
¢yHkumer, uyto u aHudponymad. PyHKUMOHAIbHBIE BapuaHThl aHH(poaymMada BKIHOYAIOT
aHTUIeHCBs3bIBAOIIME  (pparmMeHTHl  aHUpposymaba W NPOU3BOAHBIE  aHTUTENA U
ummyHornoOyiuHa anudponymada. PyHKIMOHATBHBIE BAaPUAHTHI BKIIOYAIOT OWOAHANIOTH U
B3aHMO3aMEHsIEeMble TPOAYKTBL. TepMHHBI OHOAHAJIOT W B3aUMO3aMEHSEMBIH TMPOIYKT
omnpeneneHbel FDA u EMA. Tepmun “Onoananor’ OTHOCUTCA K OHOJOTMYECKOMY IMPOAYKTY,
KOTOPBII OYeHb MIOXO’K Ha 000 pEHHBIH (Hanpumep, ono0peHHbIl FDA) Ouonorndeckuii mpoayKT
(3TaNoHHBIM TPOAYKT, Hampumep, aHu(ppomymad) ¢ TOYKH 3pEHHS] CTPYKTYpbl U HE HMEET
KJIMHUYECKH  3HAYMMbIX  OTJWYMH  OT  JTAJOHHOTO  MPOAYKTa € TOYKH  3PEHHS
(bapMaKOKMHETHUECKHUX MapameTpoB, OezomacHocTu U 3pdexTuBHOCTU. Hamuure KIMHUYECKH
3HAYUMBIX PA3JINYHMi y OMOaHAJIOra MOXKHO OLICHUTh B (DapMaKOKUHETHYECKUX (BO3IEHCTBHE) U
dapmakonuHaMHUeCKUX (OTBET) UCCIIEOBAHUSAX HA YEIOBEKE, a TAK)KE NMOCPEICTBOM OLIEHUBAHHUS
KJIMHUYECKOH MIMMYHOT€HHOCTH. B3armo3ameHsieMblii pOAYKT NpeacTasisieT codoii OnoaHaor,
KOTOPBIH, KaK O3KUAAETCsl, [IO3BOJIUT MOJTYyUUTh TOT XKe KIMHUYECKUN Pe3yJIbTaT, 4TO U 3TaJIOHHBbIH
NPOAYKT, Y JF0OOr0 KOHKPETHOTO MALEeHTA.

[0124] Hanpumep, BapuaHT 3TajoHHOTO (aHU(PPOIyMad) aHTUTENIa MOXKET COIepP KaTb
CDRI1 Tspxenoif 1ieny, XapakTepU3yIycs He Oojiee YeM 2 aMUHOKUCIOTHBIMU PA3JIMYHSIMHU T10
cpaBuernto ¢ SEQ ID NO: 3; CDR2 Tsukenol menu, XapakTepr3yroLyrocs He Oojee yem 2
AMUHOKHCIIOTHBIMHA pazmnuusMu 1o cpaBHeHuto ¢ SEQ ID NO: 4; CDR3 Tspkenoit nenw,
XapaKTepU3YIOIYIOCs He Oojiee 4eM 2 aMUHOKUCIOTHBIME Pa3InuusiMu o cpaBHeHuto ¢ SEQ ID
NO: 5; CDRI1 nerkoii menw, XapaKTepU3YIOMIYIOCS He Oojiee 4eM 2 aMUHOKHUCJIOTHBIMHU
pasiuuusaMu no cpasHeHuto ¢ SEQ ID NO: 6; CDR2 nerkoil nemnu, XxapakTepUsyOLIYIOCs He
Oosiee yeM 2 aMUHOKHUCJIOTHBIMU pa3inuusmu 1o cpaBHermnto ¢ SEQ ID NO: 7, u CDR3 nerkoii
LIeTTH, XapaKTEePU3YIOIIYIOCs He Oosiee YeM 2 aMUHOKHUCIOTHBIME Pa3JINYUAMHU 110 CPABHEHUIO C
SEQ ID NO: 8; rne BapuaHTHOE aHTUTEIIO CBA3BIBAETCS C MHUILIEHBIO aHu(poymMada (Hampumep,

IFNAR) 1 npeanouTuTensHo ¢ TakoH ke ad(pUHHOCTBIO.
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[0125] Bapuant stanonHHoro (aHugponymal) antutena moxker coxpepxkate CDRI
TSDKEJIOW LeNH, XapaKTepU3VIOIIylocsi He Oosee 4yeM |1 aMHHOKHCIIOTHBIM pa3jMYueM I10
cpasHeHno ¢ SEQ ID NO: 3; CDR2 Tsxenoii nenu, xapakTepusyrolnyrocs He Oosee uem 1
AMUHOKUCJIOTHBIM paznuuueM 1o cpaBHeHuto ¢ SEQ ID NO: 4; CDR3 Tsxenoit uemnw,
XapakTepUsyoInycs He Oonee yeM | aMUHOKHMCIOTHBIM pasinuueM 1o cpaBHeHuio ¢ SEQ ID
NO: 5; CDRI nerkoii uenu, xapakTepu3yLyocs He Oosee yeM | aMUHOKHUCIIOTHBIM pa3indreM
no cpaBHeHuto ¢ SEQ ID NO: 6; CDR2 nerkoii menu, xapakTepusyrIIycs He Oojee yeM 1
AMUHOKHCJIOTHBIM pasnuuueM 1o cpaBHeHnio ¢ SEQ ID NO: 7, mw CDR3 nerkoit uenw,
XapaKTepU3yIIYIOCcsa He Oojiee yeM | aMHMHOKHMCIOTHBIM pasiudreM o cpasHeHuo ¢ SEQ ID
NO: 8; rae BapuaHTHOE aHTHUTEJO CBSA3BIBAETCS C MUIIEHBIO aHu(poaymada (Hanpumep, [FNAR),
HeoOsI3aTeNbHO C TaKOH ke a(PUHHOCTHIO.

[0126] BapuaHTHOe aHTUTENIO MOXKET XapaKTepH30BaThCs B 00IIEl CI0KHOCTH He Oolee
4yeM 5, 4 unu 3 aMMHOKUCIOTHBIMU pa3ianuusMu B ero CDR 1o cpaBHEHHIO ¢ COOTBETCTBYIOIIUM
STAJIOHHBIM (aHu(pONIyMald) AHTUTEJIOM IIPH YCJIOBUH, YTO HMeeTcs He Oonee uem 2
(meoOsi3aTenbHO He Oosee yeM 1) aMUHOKUCIIOTHBIX pasnuuus Ha CDR. BapuanTHOE aHTHTENO
MOXET XapaKTEePH30BaThCs B OOLIEH CIOKHOCTH He Oonee yeM 2 (HeoOs3aTeNnbHO He Oonee yeM
1) amuHOKHCIOTHBIMU pa3nuuusMy B ero CDR 1o cpaBHEHHIO ¢ COOTBETCTBYIOLINM 3TaJIOHHBIM
(aruponymal) aHTUTEIOM NIPH YCIOBUU, YTO UMEETCSl He OoJiee 2 aMUHOKHUCIIOTHBIX Pa3IAIHi
Ha CDR. BapnanTHOe aHTUTENIO MOXKET XapaKTepHU30BaThCs B 00IIEH CIOKHOCTH He Oonee yem 2
(neoOs3aTenbHO He Oosiee yeM 1) aMUHOKHMCTIOTHBIME pasnnuusMu B ero CDR no cpaBHeHuto ¢
COOTBETCTBYIOLIMM 3TAJIOHHBIM (aHU(POITyMal) aHTUTEIOM MPH YCIOBUHU, YTO UMEETCs He Ooee
1 amuHOKMCHOTHOTO pasnuyust Ha CDR.

[0127] BapuaHTHOe aHTUTENIO MOXKET XapaKTEPU30BaThCs B O0IIEH CI0KHOCTU He Oolee
yeM S5, 4 Wi 3 aMMHOKHCIIOTHBIMU PA3JIMYMAMHU B €ro KapKacHBIX 00JACTSAX MO CPABHEHHIO C
COOTBETCTBYIOLINM 3TAJIOHHBIM (aHU(PPOTYMad) AHTUTENIOM MPH YCIOBUH, YTO UMEETCs He OoJiee
yeMm 2 (HeoOsi3aTenbHO He Oosiee yeM 1) aMUHOKHMCIIOTHBIX Pa3fIMYUsi Ha KapKacCHYI 00JacTb.
Heobsi3aTenbHO, BapuaHTHOE aHTHUTENIO XapaKTepU3yeTcsi B OOIIel CIOKHOCTH He Ooee yem 2
(HeoOs3aTenbHO He Oosee ueM 1) aMUHOKHUCIIOTHBIMH PA3JINYHMSMU B €70 KaPKACHBIX 00JIacTsX 110
CPAaBHEHHMIO C COOTBETCTBYIOLIMM S3TAJIOHHBIM (aHU(pPOIyMad) aHTUTENIOM TNPH YCIOBUH, YTO
uMmeercsi He Oosee 2 aMUHOKHCIIOTHBIX Pa3JIMYMil Ha KapKacHyr oOnacte. HeoOs3aTenbHo,
BApUAHTHOE AaHTHUTEJIO XapaKTepH3yeTcs B 00IEeH CI0KHOCTH He Oojiee ueM 2 (Heo0s3aTeNbHO He
Oonee yeM 1) aMMHOKHCIOTHBIMU PA3JIMYUSMH B €r0 KapKacHBIX OOJIACTAX IO CPABHEHHIO C
COOTBETCTBYIOLINM 3TAJIOHHBIM (aHHU(POITyMal) aHTUTEJIOM NPH YCIOBUH, YTO HMEETCsI He Ooree

| aMUHOKHCIIOTHOTO pa3nyus Ha KapKacHYIO 00JacTb.
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[0128] BapuaHTHOE aHTHUTEJIO MOXKET CoAepKaTh BapruadebHy0 001acTh TSHKEJION IerH
U BapHa0eNbHYI0 00JIaCTh JIETKOH LenH, KaK OMMCAHO B JAHHOM JTOKYMEHTE, TAe TsDKeJas LeTb
xapakrepuzyercs He Oonee ueM |4 aMHHOKHUCIOTHBIMM pa3nuuusMu (He Oonee uem 2
AMHHOKHUCJIOTHBIMU pa3nuuusiMu B kaxkaoii CDR u He Oonee ueM 2 aMHUHOKUCIOTHBIMH
Pa3IUUUSIMU B K)KAOH KapKacHOW OOJNACTH) IO CPABHEHMIO C MOCIEOBATEIBHOCTBIO TSDKEJIOH
LIeNY B JAHHOM JJOKYMEHTe, U JIeTKast LIeIb XapakTepusyercs He 6osee 4ueM 14 aMHHOKHCIOTHBIMU
paznuuusiMu (He Oosiee ueM 2 aMMHOKHCIOTHBIMU pas3inuusMu B kaxkaor CDR u He Gonee uem 2
AMHHOKHUCJIOTHBIMA ~ PAa3IMYMsIMM B K&KIOW KapKaCHOH OONacTH) MO CpPaBHEHHIO C
MOCJIEIOBATENbHOCTRIO JIETKOH 1IeMM B JaHHOM JOKYMEHTe, [[€ BapUaHTHOE aHTHUTEIO
CBSI3BIBAETCSI C TE€M K€ AHTUT'€HOM-MHINEHBIO, YTO WM 3TajioHHOe (aHudpoyymad) aHTHUTENO
(mammpumep, IFNAR), u mpenqnoyTutebHO ¢ Takol ke ahpUHHOCTHIO.

[0129] BapuaHThI TSKENBbIX HITH JIETKUX Lereld MOTYT Ha3bIBaThCs "(PYHKLHNOHATBHBIMH
SKBUBAJIEHTAMHU" S3TaJIOHHBIX TSDKEJbIX MM JIETKUX Leneld. BapuaHTHOe aHTUTENO MOXKET
conepkaTh BapuadeNbHYI OOJNIACTh TSDKENOW Lenu W BapuadeNbHYH O0JacTh JIETKOH Lemnwy,
ONMCaHHBIE B JAHHOM JOKYMEHTE, IZle TsDKeNas LeNnb XapakTepusyercs He Oonee uem 7
AMHHOKHWCJIOTHBIMU pa3inu4usMu (He OoJiee yeM | aMUHOKHCIOTHBIM paznnaneM B kaxnoi CDR
u He OoJyiee yeM | aMUHOKHUCJIOTHBIM Pa3findyreM B KaXKIOW KapKacHOM 00JIacTH) IO CPABHEHHIO C
MOCJIEI0BATENBHOCTBIO TSDKENION LieNH B JAHHOM JIOKYMEHTE, U JIeTKasl Lielb XapaKTepU3yeTcs He
Oonee yeM 7 aMUHOKHUCIIOTHBIMU Pa3IU4MsIMU (He Oojiee ueM | aMUHOKUCIIOTHBIM Pa3JIndYUieM B
kaxaoit CDR u He Oonee ueM 1 aMUHOKHUCIIOTHBIM Pa3InYleM B KaKIOHW KapKacHOM 00JacTH) 1o
CPaBHEHUIO C MOCJIEAOBATENIbHOCTBIO JIETKOW LENU B AAHHOM JOKYMEHTE, IZl€ BapUAaHTHOE
AHTUTEJIO CBSI3BIBAETCS C TE€M K€ AHTUT'€HOM-MHUIIEHBIO, YTO M OSTajJoHHOe (aHHppoiaymad)
anrureno (Hanpumep, IFNAR), u npennodtuTenbHO ¢ Takoii ke ahpGuHHOCTHIO.

[0130] @DyHKIIMOHAIbHBIC BapUaHThI aHU(PpoyMada BKIIFOYAIOT aHTUTENA, ONMCAHHbBIE B
WO 2018/023976 A1, BKJIIFOYEHHOM B JaHHBII JOKYMEHT TOCPEACTBOM CChUIKH (Taluna 5-2).

Taoauua 5-2: nocaenosareabHocT anTuresa K IFNAR

Onucanue SEQID | IlociexoBaTeibHOCTD

H15D10 (VH) 13 EVQLVQSGAEVKKPGESLRISCKGSGYTFTNYWVAW

VROQMPGKGLESMGITYPGDSDTRYSPSFQGHVTISADK
SISTAY

L8C3 (VL) 14 DIQMTQSPSSLSASLGDRVTITCRASQNVGNYLNWYQ
QKPGKAPKLLIYRASNLASGVPSRFSGSGSGTDFTLTIS
SLQPEDFATYYCQQMEHAPPTFGQGTK VEIKR
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L16C11 (VL) 15 EIVLTQSPGTLSLSPGERATLSCRASQSVIGYYLAWYQ
QKPGQAPRLLIYSVSTLASGIPDRFSGSGSGTDFTLTISR
LEPEDFAVYYCQQYYRFPITFGQGTKVEIK

H19B7 (VH) 16 EVQLVQSGAEVKKPGESLRISCKGSGYTFTNYWMAW
VROMPGKGLESMGITYPSDSDTRYSPSFQGHVTISADK
SISTAYLQWSSLKASDTAMYYCARHDVEGYDYWGQG
TLVTVSS

[0131] D yHKIMOHATbHBIE BApUAHTHI BKJIFOUAKOT AHTHUTENA, coIepIkaue
aMUHOKHCIOTHYIO nocnenoBarenbHocTs VH mon SEQ ID NO: 13, @yHkIMOHaIbHbBIE BAPUAHTHI
BKJIIOYAIOT aHTHUTENA, COJEeprKalliie aMUHOKHUCIOTHY0 nocnenosarenbHocTs VH o SEQ ID NO:
16. @yHKUMOHANBHBIE BAPUAHTHI BKJIOYAIOT AHTUTENA, COAEPXKALIUE AMUHOKUCIOTHYIO
nocnenosarenbHocTe VL mox SEQ ID NO: 14, ®yHkuuoHalbHblE BapUaHThl BKJIHOYAIOT
aHTUTEJA, COAEpKalllue aMHUHOKHUCIOTHYIO mocienoarenbHocTh VL mox SEQ ID NO: 15.
CDYHKLII/IOHaJ'IbeIe BapHUAHTbI BKJIFOYAIOT AHTUTEIA, COACPKAIIHEC AMHWHOKHUCJIIOTHYIO
nocnenosatenbHocTe VH moxg SEQ ID NO: 16. ®yHKuMOHanbHblE BapUaHThl BKJIHOYAIOT
aHTuTeNa, copepxaiue nocaenaosarenbHocTh VH moa SEQ ID NO: 13 u aMUHOKHCIOTHYIO
nocnenosatenbHocTe VL mox SEQ ID NO: 16, ®@yHkuuOHaNbHBIE BAapUAHThl BKIIOYAIOT
aHTuTeNa, cogepxaiue nociaepaosarenbHocTs VH moa SEQ ID NO: 13 u aMUHOKHCIIOTHYIO
nocnenosatenbHocTe VL moxg SEQ ID NO: 15, ®@yHkuuoHadbHBIE BAapUaHThl BKIIOYAIOT
aHTuTena, copepkamue nocienosarenbHocts VH mox SEQ ID NO: 16 u aMMHOKHMCIOTHYIO
nocnenoBarenbHocTh VL mox SEQ ID NO: 15, ®yHkuuoOHaNbHBIE BapUaHThl BKJIFOYAIOT
aHTUTeNa, copepykamue nociuenosaresbHocTh VH moxg SEQ ID NO: 16 u aMUHOKHCIOTHYIO
nocienoaresbHOCT, VL mox SEQ ID NO: 14.

[0132] Wuruburopsr IFNAR moryT npencraBisiTe coOOW MOHOKJIOHAJIBHOE AHTHUTEINO,
conepikainee aMUHOKUCIOTHYIO mochenosarenbHocTh VH mox SEQ ID NO: 13. Axrurena k
IFNAR moryT cozmep:kaTb aMUHOKHCJIOTHYIO mnocnenosarenbHocTh VH nmox SEQ ID NO: 16.
Anturena k [IFNAR moryT coneprxarh aMMHOKHCIIOTHYIO niocienosarenbHocTs VL mog SEQ ID
NO: 14. Aarurena k [FNAR moryT copepskaTb aMUHOKUCIOTHYIO TMOCIEA0BaTENbHOCTh VL mon
SEQ ID NO: 15. Arrurena k IFNAR MoryT copep:kaTb aMUHOKHUCIIOTHYIO MOCIEI0BATEIbHOCTD
VL nox SEQ ID NO: 16. Anturena k IFNAR moryT copepxarth nocnenosarenbHocTs VH non
SEQ ID NO: 13 u amunokucnoTHyto nocienosarenbHocts VL mox SEQ ID NO: 16. Anturena
IFNAR wmoryT conepskath nocnenosarenbHocts VH nmon SEQ ID NO: 13 1 aMUHOKHCIIOTHYIO
nocnenosatenbHocTb VL mox SEQ ID NO: 15. Anrtutena k IFNAR moryTt conepxathb

nocnenosatenbHocTh VH nmog SEQ ID NO: 16 1 aMMHOKUCIOTHYIO TOCNEN0BaTeNbHOCTh VL nox
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SEQ ID NO: 15. Antutena k IFNAR moryTt copepskath nocnenosarensHocts VH nmox SEQ 1D
NO: 16 u amunokucnoTHyto nocieaosarenbHocTs VL nmon SEQ ID NO: 14,

[0133] DyHKIIMOHANbHBIE BapuaHThl aHM(pponymadba u antuten k IFNAR BkimrogaroT
antuteno QXOO6N, omucannoe B CN 11327807, BKIIOUYEHHBIM B JAHHOM JOKYMEHTE
MOCPEACTBOM CCBIJIKU.

Taoauua 3. llocaenoBarebHocTH aHTHTE1a QX006N
SEQID N

Onucaunmue IlociaenoBareIbHOCTD

0]

EVQLVESGGGLVQPGGSLRLSCAASGFSLSSYYMT
WVRQAPGKGLEWVSVINVYGGTYYASWAKGREFTI

QXO006N (VH) | 17
SRDNSKNTLYLQMNSLRAEDTAVYYCAREDVAVY

MAIDLWGQGTLVTVSS
AIQMTQSPSSLSASVGDRVTITCQASQSISNQLSWYQ
QXO006N (VL) 18 QKPGKAPKLLIYDASSLASGVPSRFSGSRSGTKFTLT
ISSLQPEDFATYYCLGIYGDGADDGIAFGGGTKVEIK
QXO006N
19 SYYMT
(HCDR1)
QXO006N
20 VINVYGGTYYASWAKG
(HCDR2)
QX006N
21 EDVAVYMAIDL
(HCDR3)
QXO006N
22 QASQSISNQLS
(LCDR1)
QXO006N
23 DASSLAS
(LCDR2)
QXO006N
24 LGIYGDGADDGIA
(LCDR3)
[0134] Wuruburopsr IFNAR MoryT npencraBiste coO0i MOHOKJIOHAJIBHOE AHTHTEJNO,

coneprkalnee aMUHOKUCIOTHYIO nochenosarenbHocTh VH nmon SEQ ID NO: 17. Axturena k
IFNAR MoryT comep:kaTb aMUHOKUCIIOTHYIO nocinenosarenpbHocts VL mog SEQ ID NO: 18.
[0135] QXO006N npencrasnsier coboit nmmyHornoOynus, conepxamuiit HCDR1, HCDR2
u HCDR3 mon SEQ ID NO: 19, SEQ ID NO: 20 u SEQ ID NO: 21 cooTBeTCTBeHHO (N UX
¢yukmonaneHbii Bapuant), u LCDR1, LCDR2 u LCDR3 nmox SEQ ID NO: 22, SEQ ID NO: 23

u SEQ ID NO: 23 coorBercTBeHHO (MH ux $pyHKUNOHATIbHBIN BapuaHT). QX006N npencrasnsier
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co00if UMMYHOTJIOOYJIMH, COep KAl aMUHOKUCIIOTHYIO niochienosatenbHocTh VH ox SEQ ID
NO: 17, amunokucnotHyro nocieaosarenbHocTs VL mon SEQ ID NO: 18.
5.1.2. Cugpanumymaod

[0136] Cudpanumymad (MEDI-545) mnpencrasnsier coOOl NOJHOCTBIO HYeOBEYECKOE
MOHOKJIOHAJIbHOE AHTUTEJO Ha OCHOBe MMMyHorjoOymmHa Gl K, KOTOpoe CBS3BIBAETCS C
GonprnHCcTBOM noaTHIoB IFN-o 1 Heftrpanmsyer ux [7]. Cudanumymad onucan B narenre CIITA
Ne 7741449, xoTopblii BKIIOYEH B JaHHBIM JOKYMEHT IMOCPEACTBOM CCBUIKM BO BCEHM CBOEH
nojHoTe. D PekTUBHOCTD U 0e30macHOCTh crdamuMmymada OLIEHUBAN B PAaHIOMH3HPOBAHHOM
IBOWHOM CJienoM  Tuiarie0o-koHTposupyemoMm uccienoBanuu ¢assr [Ib (NCTO01283139) c
y4acTHEM B3POCJBIX ¢ AKTHBHOW CUCTeMHOH KpacHOl BosvyaHkoi (SLE) or ymepeHHO# 10
TsKenou creneHu. Pannomusuposanu 431 nanueHTa, 1 OHU €XeMECSTYHO MOJTy4alid BHYTPUBEHHO
cudpamumymad (200 mr, 600 mr wim 1200 mr) wiau mianedo B JOMOJTHEHHE K JIEKapCTBEHHBIM
npenapaTaM, UCHOJIb3YEMBbIM INPH COONIOACHUN CTaHAApTa OKAa3aHHMsl METUIIMHCKOH TOMOLIH.
IlepBuuHast KOHe4Hass TO4YKa J(PPEKTUBHOCTH TMpPEncTaBisiga coOOH MPOLEHTHYI OJIO
MAIMEHTOB, JOCTUTAIOIINX OTBETA COTJIACHO MHIEKCY oTBeTa cyonekta ¢ SLE Ha Henene 52. Ilo
CPaBHEHMIO C TuTae0o OobIIast MPOLEHTHAS OIS MALIEHTOB, KOTOPBIE MONyJanu cudantumymad
(BCEe HO3MPOBKHU), NOCTHUTIIA MIEPBUYHON KOHEUHOU TOUKH (1iamedo: 45,4%; 200 mr: 58,3%; 600
mr: 56,5%; 1200 mr: 59,8%).
5.2. Creponanbl

[0137] Koprtukocrepouas! ans nepopanbHoro npuMmeHeHust (OCS, rIOKOKOPTHKOUIBI)
BKJIFOYAKOT MPEJHU30H, KOPTU30H, TUAPOKOPTU30H, METHJIPEIHU30NOH, NPEAHU30JIOH U
TPUAMLMHONOH. IIpuMeprl 5KBUBAJEHTHBIX 03 MPENHU30HA sl NEPOPAIBHOTO MPUMEHEHUs

Noka3aHsbl B (Tadauue 5-4).

Il peqanzon s DJKBHBAJTEHTHAHA 1032

nepopaibHOro

NpHMEeHEeHHA H

IKBHBAJIEHTHI

IIpeanuson qia 7.5 Mr 10 mr 20mMr 30 Mmr 40 mr
NEepPopPaILHOIO

npHMeHEeHH A

Kopruzon 37.5 mMr 50 vr 100 v 150 mr 200 nvr
I'MAPOKOPTH3IOH 30 mr 40 Mr 80 Mr 120 mr 160 Mr
MeTHimpe ITHU30IOH 6 M 8 nr 16 Mr 24 M 32 M
IIpegruzonoH 7.5 Mr 10 mr 20 Mr 30 M 40 Mr
T pHaMITHHOITOH 6 M 8nr 16 Mr 24 M 32 Mr

Tabéanua S-4. IIpumepbl IKBUBAJIEHTHBIX /103 NPeIHH30HA JJIs1 IEPOPAJILHOr0 NPUMEHEHHsI
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5.3. KoneuHble TOUKH
5.3.1. SRI (unoexc omeema nayuenma c¢ CUCHEMHOU KPACHOI GOJYAHKOU HA JledeHue,
cocmasiaowuil 4 uiu doivuie)

[0138] Cybmwekt nocturaer SRI(4), eciu BBIIOIHSIOTCS BCE CIEAYIOLINE KPUTEPUU:

o cumwxkenne SLEDAI-2K na 4 Oanna nnun OoJble Mo CPaBHEHUIO ¢ HICXOAHBIM YPOBHEM,

e HHKaKas HOBas CHCTEMa OPraHOB HE IOpa)keHa, 4To ompepeisiercs mo 1 wim Goree

nyHkTaMm A coryiacHo BILAG-2004 wu 2 wn Oonee
e nyskrtaM B cormacio BILAG-2004 o cpaBHEHHIO C UCXOIHBIM YPOBHEM C IPUMEHEHUEM
BILAG-2004;

® OTCYTCTBUE YXYJLIEHUS IO CPaBHEHMIO C HCXOAHBIM YpPOBHEM AaKTUBHOCTH TakKOIo
3a0oneBaHMs, KaK BOTYAHKA, Y CYyOBEKTOB, omnpenenseMoe no nopbimeHnio Ha 0,30 bamia
wnu Gonbire no 3-6amnpHoil mkane PGA VAS.

[0139] SRI(X) (X paBHsiercs 5, 6, 7 wnu 8) onpenensercst Mo foyie cyObeKTOB, KOTOPbIE
OTBEUAIOT CJIEAYIOIUM KPUTEPUSIM:

e cHmwkenne SLEDAI-2K Ha X 6anoB nian OOJbIIe 10 CPABHEHUIO C HCXOAHBIM YPOBHEM;

® HUKaKH€ HOBbIE CHCTEMBbI OPTaHOB HE MOPAXKEHBI, YTO ompenensercs rno 1 wmu Oonee
nyHktaMm A coriacHo BILAG-2004 unu 2 unu

e Oonee mynkram B cormacHo BILAG-2004 mo cpaBHEHHMIO C HCXOJHBIM YPOBHEM C
npumenenueM BILAG-2004;

® OTCYTCTBUE YXYJALIEHUS IO CPABHEHMIO C HCXOAHBIM YPOBHEM AaKTUBHOCTH TaKOIO
3a0o0NieBaHMsl, KaK BOJIYAHKA, Y CYOBEKTOB, OMpPEAessieMoe 10

e noseimenuro Ha 0,30 Oana uau 6osbine no 3-0amubHoi mkane PGA VAS

5.3.2. SLEDAI-2K (Hnoexc axmugeHocmu 3a00/1€6AHUA CUCHEMHOI KPUCHOU BONYAHKU

2000)

[0140] Wnpexc akruBHOCTH 3a00neBanust SLEDAI-2K cocTtouT U3 mepedHs nposiBICHUN
CO CTOPOHBI OpPraHOB, KaXIO€ U3 KOTOPbIX uMmeer ompeneneHne. CepTUPUIMPOBAHHBINA
HCClefIoBaTeNb WM Ha3HauUeHHbIH Bpad 3aBepiuut oleHKy SLEDAI-2K u pewurt, "npucyrcrayet”
WM "oTcyTCTBYeT" Kakaoe mposiBiieHue 3a nocnennue 4 Hepenn. OLeHKa TakKe BKIoYaeT coop
KPOBU M MOYH JJIs OLleHKH JlabopaTtopHbix kateropuit SLEDAI-2K.

[0141] Ouenka SLEDAI-2K coctout u3 24 TNyHKTOB, CBSI3aHHBIX C BOJYAHKOW. IJTO
B3BEILEHHBII HHCTPYMEHT, B KOTOPOM JI€CKPUIITOPBI YMHOXKAIOTCSI Ha "Bec" KOHKPETHOI'O OpraHa.
Hanpumep, nodeunbsle JECKPUNTOPBI YMHOXKAKTCA HAa 4, @ IECKPUNTOPBI LEHTPAJIBHON HEPBHON
CUCTeMbl — Ha 8, U OTU B3BELICHHbIE IPOSBIEHUS CO CTOPOHBI OPraHOB CYMMMpPYIOTCS B
OKOHYaTeNbHbIN noka3atenb. [luanason nokaszarens SLEDAI-2K cocrasmnsier ot 0 no 105 Ganos,

rme O ykaseiBaeT Ha HeakTuBHOe 3a0oneBanue. Ilokaszarenn SLEDAI-2K  sBrstoTcs
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JOCTOBEPHBIMH, HAJEKHBIMU U YyBCTBUTENbHBIMU KIMHUYECKMMH OLE€HKAMU AKTUBHOCTH
3a0051€BaHNs BOYAHKH.
5.3.3. BILAG-2004 (bpumanckas zpynna no ouenke gouanku 2004)

[0142] BILAG-2004 npencrasisieT cOO0H TPaHCISLMOHHBIN HHIEKC C OLIEHKOH 9 cuctem
opraHoB  (oOmas,  KOXKHO-CIHM3HCTas,  HEHPONCHXHMATPUYECKas,  CKEJIEeTHO-MbILIEYHas,
KapAHOPECIUPATOPHAs,  JKeNIyJOYHO-KHINEeYHas,  oQTanbMoOJOrudeckas, IOYeYHas U
reMaToJIOrM4YecKasi), KOTOPbI TMO3BOJsIET (UKCUPOBaTh HM3MEHEHHE CTENEHH TSDKECTH
KJIIMHUYECKHX MposiBieHni y nauueHToB ¢ SLE. OH uMeeT paHroBble MIKAJIbI IO CBOEH CTPYKTYype
U HE XapakTepusyercss OOIIMM IOKa3aTesieM, CKOpee OH MO3BOJIIET MOJYYHUTh BH3YAJIbHOE
npeAcTaBieHue 00 aKTUBHOCTU 3a00JIEBaHMSI B PAa3JIMYHBIX CHCTEMAaxX OPraHOB IMOCPENCTBOM
CpaBHEHHUs MOCIenHUX 4 Henenb ¢ 4 HeHeNssMM, HEMEJIEHHO mpeaiecTByromuMu uMm. OH
OCHOBaH Ha NPUHILIMIE HAMEPEHUsl Bpadel JIeUUTh U MO3BOJISET OCYLIECTBIATh KaTeropu3aLnio
AKTUBHOCTH 3a00JIEBaHUS TI0 5 PAa3IMYHBIM YpOBHsM OT A 110 E:

e cTemeHb A TpeACTaBisieT cOOOW OYeHb aKTUBHOE 3a00JI€BaHUE, MPU KOTOPOM
TpeOyIOTCSI HMMMYHOCYIIPECCUBHBIE JIGKAPCTBEHHBIE CpENCTBA W/MIM 1032
NPEIHNU30HA WM 3KBUBAJIEHTA, COCTaBIsOIas 20 Mr/aeHp nim OoJblie;

e creneHb B mpencraBnser coOoil yMEPEHHYIO aKTHBHOCTH 3a0OJI€BaHUS, IPH
KoTOpoil TpeOyercsi Oojee HU3Kasg 11032 KOPTUKOCTEPOHIOB, CTEPOUAOB IS
MECTHOTO TNPUMEHEHHs, UMMYHOCYNPECCAHTOB, MPOTUBOMAJSIPUNHBIX CPEACTB
unu NSAID,;

e creneHb C yKka3pIBaeT Ha JIErKoe CTa0MIbHOE 3a00JIeBaHME;

e creneHb D O3HAa4YaeT OTCYTCTBHE aKTMBHOCTHU 3a00JIE€BaHMs, HO CHCTEMa paHee
OblJ1a MOpakeHa;

e creneHb E ykaspBaeT Ha OTCYTCTBHE TEKyLIEH WJIM NPEAbIAyIled aKTUBHOCTH
3aboneBaHus.

[0143] Xotss BILAG-2004 Obi1 pa3paOoTaH Ha OCHOBE NMPHUHLUINA HAMEPEHUs JICUUTh,
JieueHHEe HEe OKAa3bIBAeT BIUSHUS HA HHAEKC OLeHKU. Ha oleHKy BiusieT TOJNbKO Haludue
AKTUBHBIX MPOSIBJIEHUI.

5.3.4. BICLA (komnuekcnasn oyenka eonvanku na ocnose BILAG)

[0144] BICLA npencrapmnsieT cOO0i KOMIUIEKCHBIN HHAEKC, KOTOPBIH MEPBOHAYAIBHO ObLT
NIOJIy4€H Ha OCHOBE 3KCIIEPTHOTO KOHCEHCYCa B OTHOIIEHUH WHAEKCOB AKTHBHOCTHU 3a00JI€BAHMUSL.
Otser cornacHo BICLA ompenensercst kak (1) mo MeHblIed Mepe onHa Tpajalysi YIydLIeHUs
nokazareneii cornacHo BILAG Ha uCXOOHOM YypOBHE BO BCEX CHUCTEMax OpraHusMa cC
AKTUBHOCTBIO 3a00JI€BaHUs] YMEPEHHOM MITH TSDKEJIOHN CTENEeHH Ha HA4aJbHOM 3Tare (Harpumep,

BCe Mokasarenu A (Tspkenoe 3aboneBanue) magaroT 10 B (ymepennoe 3abonesanue), C (erkoe
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3abonesanne) win D (OTCyTCTBHE aKTUBHOCTH), M BCe Tokasarean B magarot no C wimu D); (2) Hu
oxgHoro Hosoro nokasarenss A cornmacHo BILAG unm Oonee uem onuH HOBBIM IMoOka3arenb B
cornacHo BILAG; (3) otcyrcTBue yxyamenus obuero nokasarens SLEDAI nmo cpaBHeHHIo ¢
HCXOJIHBIM YPOBHEM, (4) OTCYTCTBHUE 3HAUUTENBHOTrO yxyaueHus (Ha 10% min MeHbIIe) COrjlacHo
obmeit orienke Bpadel u (5) orcyrcTBue HeA(PPEKTUBHOCTH JIeUeHUs (HA4aIi0 HEMPOTOKOIBHOTO
JIeUeHUs).

[0145] B yacTHOCTH, CYOBEKT SIBJISIETCS TTAIMEHTOM, OTBEUAIOLIUM Ha JIEYEHUEe COrJIAaCHO
BICLA, ecnu BBINOJMHSIOTCS CIEAYIOIUE KPUTEPUU:

e CHIKeHHue Bcex nokaszareneii A cornacHo BILAG-2004 Ha ucxogHom yposse 1o B/C/D u
nokazareneri B cormacHo BILAG-2004 nHa ucxomaom ypoeae no C/D u orcytcTBuHe
yxyawmeHnus cornacHo BILAG-2004 B npyrux cucremMax OpraHoB, Kak ompejaeneHo 1o 1
HOBOMY NyHKTY A coriacHo BILAG-2004 wnu 6onee uem 1 HoBOMY nyHKTY B cormacuo
BILAG-2004;

e orcytcTBUE yXyAueHus cornacHo SLEDAI-2K 1o cpaBHEHHIO € HICXOIHBIM YPOBHEM, KaK
onpeneneHo no nobimennto SLEDAI-2K oTHOCHTENsHO UCXOMHOTO YPOBHSI Ha Ooee
yem 0 Gannos;

® OTCYTCTBHUE YXY/JLIEHUS MO CPABHEHMIO C HCXOJHBIM YPOBHEM AaKTUBHOCTH TaKOIo
3abo0seBaHMsI, KaK BOJTYAHKA, Y CYOBEKTOB, OnpeaesieMoe 1o noseimeHunio Ha 0,30 Oama
uu Oonblie mo 3-6amibHoil mkajne PGA VAS;

[0146] OtBer cormacio BICLA mnpencrasnsier co0oii KOMOMHHPOBAHHYIO KOHEUHYIO
TOYKY, TPEOYIOIIYIO YIIyUIIeHHs B OTHOLIEHUH BeexX nokasateneid A u B BILAG-2004 ucxogHoro
YPOBHS, OTCYTCTBHS yXyAleHus, kak oueHeHo ¢ npuMeHeHneM SLEDAI-2K u PGA, a Takxke
OTCYTCTBUS NpeKkpaieHus ydactust [P 1 OTCyTCTBUS IPUMEHEHHs 3apeleHHbIX JIEKaPCTBEHHBIX
IIpenapaToB JJIsl OTPAaHMUEHHOT0 IPUMEHEHHS 3a IIpeieslaMU pa3peIleHHOro MPOTOKOJIOM NOpora.
BILAG mno3BosisieT yiaBIuBaTh OTHOCHTEIBHOE YIIYUIIEHHE B CHCTEME OPraHOB (B OTJIUYHE OT
SLEDAI-2K, KOTOpbIi MPUMEHSOT, YTOOBI IOKA3aTh yiy4ieHue B oTHomeHnn SRI, 1 koTopsit
TpeOyeT MoHOTO pasperieHus B cucreme opraHos); BILAG-2004, npumeHsiemMast 1151 ©3MEPEHUS
ynyumienusi corimacHo BICLA, moxer o0ecrnedynBaTh BBIIBJICHHE KIMHUYECKH 3HAYUMOIO
OTHOCHUTENIBHOTO YJIYYIIEHUs] B CUCTEME OPTaHOB.

5.3.5. CLASI (unoexc pacnpocmpanennocmu u mayjicecmu 3a00/1€6aHUA KOIHCHOU KPACHOU
60/IYAHKU)

[0147] CLASI siBnsieTcst yTBEP:KACHHBIM HHIAEKCOM, MCIOJb3YEMbIM JJII OLIEHKH OYaroB
nopakeHust koxku npu SLE, u cocronT n3 2 OTAENbHBIX IOKa3aTelei: mnepBblii oOoOmaer
BOCTIAJIUTENIbHYIO aKTHBHOCTH 3a00JI€BaHUs, BTOPOH MpPEACTABIsieT cOO0M Mepy MOBpPEXKIEHUs,

HaHECEHHOI O 3a00J1€BaHIEM. IToka3zarens AKTUBHOCTH YYUTBIBAET pUTEMY,
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ey IIeHUe/ TUNIEPTPOPHUI0, OUaru MOPAKEHHs CIU3UCTBIX OOOJIOYEK, HEJAaBHEE BbINAJICHUE
BOJIOC U HepyOLoByro anorneruo. [lokazarens MOBPeXIEHUs NPEACTABIAET JUCITUTMEHTALHIO,
pybueBanue/arpod 0/ MaHHUKYJIUT U pyOLIeBaHIE KOKH BOJIOCUCTON YacTh rojioBbl. CyObeKkToB
CHpALIMBAIOT, AJUJIACH JIM UX JUCOMIMEHTauus 12 MmecslesB WM JOJblIE, U B 3TOM Ciydae
NoKas3aTeNb AMCIUIMEHTALMM yaBauBaeTcsl. Kakablii M3 BBILIENEPEYHCIECHHBIX apaMeTPOB
usMepsieTcst B 13 pa3inyHbIX aHATOMUUYECKHX 00JIACTSX, BKIFOUEHHBIX CIEUAIBHO IIOTOMY, YTO
OHM Yallle BCEro MOPAXKAKTCA Npu KoxkHOW KpacHoi Bomdanke (CLE). B kaxmoit obmactu
U3MepsIeTCst HauboJIee TSIKENbIA OYar MOPasKeHMs.

5.3.6. bonesnennvie u npunyxuiue cycmaenl

[0148] KonunyectBo mpunyxmmx 1 OOJE3HEHHBIX CYCTaBOB MOXKET OBITh OCHOBAHO Ha
NOJICYETE JIEBOTO M MPABOTO IUICYEBBIX, JIOKTEBBIX, JY4€3aIsCTHBIX, MACTHO-(panaHroseix (MCP)
1, MCP2, MCP3, MCP4, MCP5, npokcumanbHbix Meskdananroseix (PIP) 1, PIP2, PIP3, PIP4,
PIPS cycTaBOB BEpXHHMX KOHEUHOCTEH, a TAKXKe JIEBOIO U MPABOro KOJIEH HIDKHUX KOHEYHOCTEH.
AKTUBHBI CyCTaB JJIs1 OLIEHKH KOJIMYECTBA CYCTABOB MOJKET OBbITb ONpENENieH KaK CYCTaB C
00JIE3HEHHOCTHIO U MTPHITYXJIOCTBIO.

S.4. ®dapMaKOKHHETHYECKHH I10CCAPHH

[0149] Ilnomans mnox kpusBoii (AUC). Ilnomane mnoxg KpuUBOW 3aBUCHUMOCTU
KOHLIEHTpaLM! JIEKAPCTBEHHOI'O CPEACTBAa B IUIa3Me€ KPOBU OT BPEMEHH, KOTOpas CIYXHUT B
Ka4eCTBE Mephl BO3AEICTBU JIEKAPCTBEHHOI'O CPELICTBA.

[0150] Cave: CpenHsIsl KOHLIEHTPALMS B COCTOSSHUU PABHOBECHS.

[0151] Cmax: MakcHMaJsbHasi (MJIM MUKOBAs) KOHLEHTPALMS JIEKAPCTBEHHOTO CPEACTBA B
I1a3Me KpOBH.

[0152] Cmin: MUHUMAJIbHASI KOHIIEHTPALIMS JIEKAPCTBEHHOTO CPEICTBA B IJIA3Me KPOBH.

[0153] Ctrough: KOHIIEHTPALIMSI JIEKAPCTBEHHOTO CPEACTBA B IJIa3Me KPOBU B COCTOSTHUU
paBHOBeECUsI HETIOCPEACTBEHHO Iepesl BBeeHHeM cienyromei 103l OcTaTouHasi KOHLIEHTPaLysl
B IUIa3Me KPOBH (M3MEpPEeHHAas! KOHLEHTPAaUHs B KOHIIE MHTEPBaJa BBEIEHUS JO3bl B COCTOSTHHU
paBHOBECHS [IOJTyYEHHAs! HETTOCPENCTBEHHO Mepe]] CIENYIOIINM BBEACHUEM] ).

[0154] LLOQ: HwxHHUI T1penesn KOJUYECTBEHHOIO OMPEACNCHHs, HAaUMEHbIIee
KOJIMYECTBO aHaJWTa B O0pasme, KOTOPOE MOXKET OBITh KOJHYECTBEHHO OIPENeNIeHO C
MOJIXOASIIEeNH TOUHOCTBIO U MTPABUIIBHOCTHIO.

[0155] JIuneiinble (GapMaKOKHHETHYECKHE MNapaMeTpbl. €CIM  KOHLEHTPALHUs
JIEKapCTBEHHOI'O CPEACTBA B KPOBU MJIM IUIa3M€ KPOBHU IOBBIIIAETCS MPONOPLMOHATBHO C
MOBBILIEHUEM JI03bl U CKOPOCTb BBIBEI€HUS MPONOPLIUOHAIBHA KOHLEHTPALUH, CUUTAETCs, YTO
JIEKApCTBEHHOE CPEACTBO MPOSIBISIET JIMHEHHbIE (papMaKOKMHETUYeCKHe cBolcTBa. KimpeHc u

o0bemM pacnpeaciiCHus TaKUX JICKAPCTBEHHBIX CPEACTB SABJIAAIOTCA JO30HE3aBUCHUMbBIMU.
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[0156] Henuneiinbie (apMakOKHHETHYECKHE MNapaMeTpbl: 1O CPaBHEHUIO C
JTUHEHHBIMU (papMaKOKMHETUYECKUMH ITapaMeTpaMy KOHLIEHTPALUS JIEKAPCTBEHHOT'O CPENICTBA B
KPOBH WJIH IJIa3M€ KPOBU HE MOBBIIIAETCS MPONOPLIMOHANBHO C MOBBILIEHHEeM 103bl. Kiupene u
00BbeM pacnpeneNeHrsl B JaHHOM Clly4ae MOT'yT BapbHPOBATh B 3aBUCUMOCTHU OT BBOAMMOI! 1O3BI.
HenuneiliHocTh MOXeT OBbITH CBsi3aHa C JIOOBIM KOMIIOHEHTOM IpoLIeCCOB abcopOummy,
pacnpeneneHust W/ Wiy BbIBEICHHUS.

5.5. PK/PD

[0157] YpoBHU B m1a3Me KpOBH, MoJIydaeMble ¢ moMoibo BBeaeHust SC u Beaenus 1V,
MO>KHO CPaBHUBATh Ha OCHOBE KPUBOM KOHLIEHTPALIUs JIEKAPCTBEHHOTO CPEACTBA B IIJ1a3Me KPOBH-
Bpemsi (AUC), xoTopasi OTpa’kaeT BO3ACHCTBHE OPraHM3Ma Ha aHTUTEJIO MOCJE BBEACHHS IO3bI
JIEKapCTBEHHOTO CpeacTBa. Hampumep, B XOAe KIMHHUYECKOTO HCCIENOBaHHUS NPOQHIb
KOHILIEHTPALIUS JIEKAPCTBEHHOT'O CPEICTBA B IJIa3Me KPOBH MALIUEHTA-BPEMsI MOJKET OBITh HAHECEH
Ha rpaduK MyTeM U3MEPEeHHs] KOHLIEHTPALMH B TUIa3Me KPOBU B HECKOJIBKUX MOMEHTAaX BPEMEHH.
B Tom ciyuae eciiu MpUMEHSIOT MOAXOA MOAEIHUPOBAHUS i1 SilicO KOHIIEHTPALHS JIEKAPCTBEHHOTO
CpeacTBa B IUIa3Me KPOBHU-BpeMsl Uil JIFOOOW MaHHOW MO3bI MOXKHO mporHosupoath. AUC
(mnomanb MOX KPUBOHM) 3aTeéM MOXKHO pacCYUTaTh C IOMOIIBI0 HMHTErPalid KPHUBOM
KOHLIEHTpaLUsl JIEKApCTBEHHOIO CpefncTBa B IiasMe Kposu-BpeMms. llomxonsias meroaunka
onucana B Tummala et. al. [8], KOTOpBIi BKIIIOUEH B JAHHBIH JOKYMEHT MOCPEIACTBOM CCHUIKH BO
BCEU CBOEH MNONHOTEe. B mnpumepax, ONHMCAaHHBIX B JAHHOM JOKyMeHTe, mnapamerpel PK
PacCYUTHIBAIIN C MPUMEHEHHEM HEKOMIIapTMEHTHOTrO nmonaxozaa ¢ noMombio Phoenix WinNonlin
V/6.2 (Certara, Inc., ITpuncton, Heto-/Ixxepcu, CIIIA), u OHM BKJIIOYANHU TUIOLIAb TOA KPUBOM
KOHLeHTpauusi B cbiBopoTKe KpoBu-BpeMsa(AUC), xmupenc (CL, CL/F), maxcuMaibHyrO
KOHLEHTpaum0 B CbIBOPOTKE KPOBU (Cmax) M BpeMs 1O MAOCTHXKEHUS MaKCHUMAaJIbHOW
KOHLIEHTPALINH B CBIBOPOTKE KPOBH (tmax). Bce manHbIe aHamM3MpoBanu ¢ momousio SAS System
V.9.2 (SAS Institute, Inc., Kapu, Cepepnas Kaponuna, CIIIA).

[0158] Yno6ubiM o6pasom cootHornenne AUC, nojgy4aemMol ¢ MpUMEHEHHEM BBEIEHUS
SC, x AUC, nonyudaemotii ¢ npumenenneM Beeaerns IV (AUCsc / AUCryv), MOKHO pacCUHTaTh,
o0ecrieunBasi YUCIIEHHOE CPaBHEHUE OMOJIOTMYECKOH IOCTYMHOCTH, OOecreunBacMOl MyTsIMH
BBeneHus 1036l Cebuika Ha "cooTHomenne AUC" B JaHHOM TOKyMEHTE 03HAYaeT COOTHOIICHHE
AUCsc / AUCr. Hnsa olecreueHuss CTaTUCTUYECKOW HaneKHOCTH cooTHomeHue AUC
NPEANOYTUTENLHO TPENCTABISET COOON CpenHee, MEANaHHOE 3HAUEHUE MM MOy (Hampumep,
CpeaHee 3HAUYEHHUE), PACCUNTAHHOE HAa OCHOBE HECKOJBKUX MOBTOPSIEMBIX SKCIIEPUMEHTOB (WUJIH
KOMIIBIOTEPHBIX CUMYJISIIUHN). JIaHHBIA TOIXO0] MPONEMOHCTPUPOBAH CO CCHUTKOH Ha MPUMEPHL.
CpenHee, MeqaHHOE 3HAUEHUE WM MOJIa (HapuMep, CpeaHee 3HaUe€HNe) MOTYT ObITh BBIBEIEHbI

nyTem O6”beI[I/IHeHI/Iﬂ AAHHBIX, TIOJYYC€HHBIX OT HECKOJIbKHUX MallMCHTOB (I/IJ'II/I HECKOJIbKHX
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KOMITBIOTEPHBIX MopenupoBaHuii). Takum oOpasom, cootHomeHne AUC MoOkeT OTpa)karb
cpenHee, MEIMaHHOE 3HaueHne win Moay (Hampumep, cpenHee 3HaueHHe) AUC y HECKONBKHX
NaLEeHTOB.

[0159] Henuneitnas PK Habnonaercs B ciyuae, €Ciy KIUPEHC He TOCTOSHHBIN. [Ipyrumu
cnosamu, HenmHeitHas PK HaOmonaercs, eciy KIMpeHe H3MEHSeTCs ¢ JO30M.

5.6. 3aboaeBanue, onocpenosannoe IFN I Tuna

[0160] 3aboneBanue, omnocpenoBaHHoe IFN I Tuma, Moxer OBbITh OMNpENEeHO Kak
3aboneBanue, Xapakrepusyrwineecss Hapyuenuem peryssinuu IFN I tuna [9]. 3aboneBaHue,
oOycioBnenHoe IFN [ Tuma, MOXeT mpencTaBisiTb COOOW ayTOMMMYHHOe 3a0oJieBaHHE,
onocpenoanHoe IFN I tuna. 3aboneBanue, obycnosnenHoe IFN I Tuma, MOKeT MpeacTaBisTh
co0oif cCHCTeMHOe ayTOMMMYHHOe 3a0oneBanue, omnocpenoBanHoe IFN 1 tuma. 3abonesanus,
onocpenoannbie IFN I tuma, BrarovaroT Bomuanky (Bkiarodas SLE, LN u CLE). 3aboneBanue,
onocpenoanroe IFN I Tuma, MoxeT npencTaBiasiTe cOOOH BOYaHOUHBIH HepuT. 3aboneBaHus,
ormocpenoBanable I[FN [ Tuma, BKIIOYAIOT KOXKHYK KPAacHYK BONYAHKY. 3aboneBaHUs,
onocpenoanubie IFN I Tuma, BrirouaroT Muo3ut. 3adonesanus, onocpenoBanabie IFN 1 Tuma,
BKJTIOYAKOT CKjeponepmuro. 3abosnesanusi, onocpenoBanHbie IFN I Tuma, BKIIIOUYAIOT CHHIPOM
Ilerpena.

[0161] 3aboneBanus, onocpenosanHbie IFN I Tuna, Bkmro4aroT uHTEp(EpOHOMATHU.
3aboneBanue, onocpenosannoe IFN I Tuma, MokeT XapakTepru30BaThCs aCCOLUALNEH ¢ BBICOKUM
IFNGS nms 21 rena no cpaBHEHHIO CO 3J0POBBIMH CyOBeKTaMu. 3a00eBaHNe, OTIOCPEIOBAHHOE
IFN I tumna, moxer xapakrepusoBarbecsi acconuauueil ¢ BbicokuM IFNGS nns 4 reHos 1o
CPAaBHEHHMIO CO 370pPOBbIMH CyObekTamu. 3aboneBanue, onocpenoBanHoe IFN I tuma, moxer
xapakTepu3oBaTbces accouuarueii ¢ BbIcokuM [IFNGS ayist 5 reHOB 1o cpaBHEHHUIO CO 310POBBIMHU
CyOBEKTaMH.

5.6.1. Muo3um

[0162] Muo3uT (Tak:ke W3BECTHBIM KaK HIUOMATHYECKHE BOCMAIUTENIbHbIE MUOMATHU
(IMM)), nonoduo SLE, mpencrasisier codoit 3abojeBaHre COETMHUTEIPHON TKAHU C CUJIbHBIM
yuactueM IFN 1 Twma. Mwuosutr mnpencrasisier cobOW pemkoe, MNPOrpecCUpYIomee |
UHBaJIUAU3HpYIOLIee 3aboneBanne. MHO3HT npencTasisieT co0oii 3a001eBaHue, OTTOCPEIOBAHHOE
IFN I tuna. B wactHoctH, rensl, naaynupyemsie IFN I Tuna, cBepxskcnpeccupOBaHbI B LEIbHOU
KPOBU U MBILIIE y TanueHToB ¢ Muo3uToM [10,11]. Dkcnpeccust reros IFN I Tuna koppenupyer
C aKTUBHOCTBIO 3aboneBanust Muo3utroM [10,11]. Kpome Toro, mnasmauurongasie DC (pDC),
cexkperupyromue IFN I Tuma, npucyTCTBYIOT B LIEJE€BBIX TKAHAX MalleHTa ¢ Muo3utom [12,13].
Kpome Toro, muosut uHnyuupyercs de novo wunu yxyamaercs: npu obpaborke IFN [13,14].

Hakonern, monoknonansHOe aHTuTeNno K IFN-0, cudammmymad, HEWTpalIU30BaIO SKCIPECCHIO
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reHoB IFN kak B DM, tak u 8 PM B mbinne, 4To ObUIO CBA3aHO € YAYYIIEHHON (PYHKLINEH MBILII
(cm.  nmpumepsi, pasgen 11.4).  KiuHudeckwe — mposiBI€HUsT — ClNa0OCTH,  CHIMH,
(OTOUYBCTBUTENBHOCTH U OOJE3HEHHOCTH CYCTaBOB SIBJIAIOTCS OOLIMMU [JIs1 BOJMYAHKU U
MHO3UTA.
5.6.2. Cknepooepmus

[0163] Cucremnblii cknepo3 (ckneponepmusi, SSc), nogooHo SLE, npexacrasisier coboii
3a0oyieBaHNe COSTUHHUTEIBHON TKaHU ¢ CUJIbHbIM yuacTreM IFN 1 tuna. CucteMHblil CKIiepo3
npeAcTaBisier coOOH TOJMCUCTEMHOE ayTOMMMYHHOE 3a00JieBaHHe, XapaKTepU3YIOIIeecs
(YHKLIMOHAILHBIMU M CTPYKTYPHBIMH aHOMAJIUSIMU MAJIbIX KPOBSIHBIX COCYI0B U (PHOPO30M KOXKH
u BHyTpeHHUX opraHos. ITyts IFN 1 Tumna siBisiercs maToreHHbIM apatiBepom npu SSc. [Ipusnaku
nerrpanpHoi ponu IFN I tuma npu narorenese SSc (BocmanmurenbHbIl B GUOpOTHYECKHIA
NPOIIECChI) BKJIFOYAIOT MHOTHE ACCOLMHMPOBAHHBIC TE€HETHYECKHE TMOJIMMOP(U3MBIL, KOTOpBIE
3anerictByrOT myTh IFN 1 Tumna nmpu SSc [15]. Kpome Toro, 6p110 00HApYKEHO, 4TO ayTOAHTHUTENA
SSc menocpencreenno ycunuparoT oTBeT IFN 1 Tuna [16], u cymecTByeT 10Ka3aTeIbCTBO BKIa1a
IFN 1 tuna B TGF-B-3aBucumslii n He3aBUCHMBII (HUOPO3 B JIETKUX U KOke marueHTos ¢ SSc [17].
Kpome Toro, s13Bbl Ha Majblax BCIEACTBHE COCYAUCTBIX MOPAXKEHUH MaJbIX COCYIOB Ipu SSc
accoUMupoBaHbl ¢ BeicokuM mpoduiem [FN [18].
5.7. IIpo¢muab 3xcnpeccun reHos, Haxoasimuxcs noa KoHTpoJem IFN I tuna (IFNGS)

[0164] IIpodwmnp skcmpeccuu TeHOB, HAXONALINXCA TOJ KOHTpoJjeM uHTepdepoHa
(IFNGS) onpenensiercst kak HaOOp CeUU(PHUECKUX TE€HHBIX TPAHCKPUIITOB, SKCIIPECCHST KOTOPBIX
nosbimaercs nocie Toro, kak peuentop IFN (IFNAR1) aktuBupyercs myTem CBS3bIBAHUS
murannoB IFN I tuna (IFN-o, IFN- u IFN-o). Ucnonp3yroT aBa npouist SKCIIPEeCCUH TeHOB,
HAXOJSALIMXCSI TIOA KOHTPOJIEM UHTepepOHa, KaKk 4yacTh HCIbITaHui Saphnelo u cugpanumymada
IUISl TIPENOCTABJICHUST PAa3HBIX Pe3ysbTaToB. [Ipoduib 3KCIPECCHM TeHOB, HAXOMSLIMXCS O
KOHTpOJIeM uHTep(depoHa, A 4 TeHOB MpPeACTaBisieT CoO0H npodmib nepudepruuecKoi KpoBy,
KOTOpBIA OBLT MOJNIy4eH B pe3ysIbTaTe IMOJIHOTEHOMHBIX MCCIIEIOBAHUI SKCIPECCUH T'e€HOB H
JOTOJHUTEBHO BAJMAMPOBAH C NMpUMeHeHneM konmudecTBeHHOro tecta PCT (paspaboraHHOrO
KOHKPETHO JUIl H3MEPEHHs SKCIIPECCUU TeHOB, Haxomsmuxcs mox koutposneM IFN, Ha ocHose 4
reHOB). JIOTIONHUTENPHO OH NMPUMEHSETCS Ha UCXOJHOM YPOBHE, UYTOOBI MOHSTh, SIBJISETCS JIH
3aboneBanne wiM 3ab0jeBaHHE KOHKpeTHOro nanuenta ynpasisieMbiM IFN I tuma. Ilpoduns
sKcrpeccud 21 reHa, HaxXOASAIIErocsl MOA KOHTpoJieM HHTepdepoHa, NpEeAcTaBisieT CoOOoH
npoduib nepudepruuecKkoil KpoBH, KOTOPBIH ObLI IMOJNYyYeH B PE3yJibTaTe IMOJHOTEHOMHBIX
UCCIIEIOBAHUN YKCIPECCHH reHOB. Ero mpuMeHsroT 1yt uccinenoanus papMakoIMHAMHYECKOTO
spdexra Saphnelo nyrem oOecneueHuss u3MepeHHsT WHTHMOWPOBAaHUS TMEpeNadydl CUTHAIA

uHTepdepoHa | Tuma nocse JeUeHUs.
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[0165] ITpodwunes sxcnpeccun 21 rena, Haxoxpsimerocst mox kourposnem IFN (IFNGS),
npeacTaBisier coOOl BaNMIUPOBAaHHBIA (papMakOAMHAMUYECKUN MapKep Iepefaddl CUrHaja
nocpenctsoM IFN I tuna [10] (¢purypa 28), KOTOpBIH ABNISETCS MOBBIIEHHBIM y MALUEHTOB C
3aboneBanneM, onocpenoBaHHbIM IFN I tuma, B Tom uucne SLE, BOIYaHOUHBIM HEPpPHUTOM,
muo3utoM, cuaapomom Illerpena u ckiaeponepmueii (purypa 31A u purypa 31B).

[0166] IToxasarene IFNGS 1t 4 reHoB pacCUMTBHIBAIOT IyTEM H3MEPEHHs YPOBHS
skcnpeccun IF127, 1IF144, TF144L u RSAD2. Tlokazarenb IFNGS nyist 5 reHOB pacCUMTHIBAIOT
nyTeM usMmepenus yposHs skcrnpeccuu IF127, RSAD2, 1F144, TF144L, IF16. ITokazarens IFNGS
Uit 21 reHa pacCUMUTBHIBAIOT MyTEM U3MEPEHUS B OTHOIIEHUH I'€HOB, TOKAa3aHHBIX Ha (urype 28.
DKcnpeccusi reHOB MOXKET ObITh 3MepeHa myTeM BoisiBieHuss MPHK B 11e1bHOM KpOBHU HITH TKAHH
cyobekra. ITokazarens IFNGS (anist 4 reHoB, 5 reHoB mim 21 reHa) MOXKET OBITh BBIBIICH Y
cyobekra nmyrem m3mepenust IFNGS skcnpeccnn reHos (Hanpumep, MPHK) B kpoBu mim Tkanu
CyOBeKTa U CPAaBHEHUS YPOBHEH 3KCIPECCHUU TEHOB C YKCIPECCHel TeHOB IOMAITHETO XO3sIHCTRA
WM KOHTPOJbHBIX TeHoB, Hanpumep, ACTB, GAPDH u 18S rRNA, B kpoBU WM TKaHU.

6. IIPUMEP 1. Auudponymad B KIHHUKE

[0167] besomacHocte aHmpponymaba omneHMBaM B 8 CHEMBbIX WU OTKPBITBIX
uccnenoBanusax ¢ BHyTpuBeHHbIM (IV) m monkoxsbiM (SC) BBeneHueM: 6 HCCIENOBaHUI Ha
namuentax ¢ SLE (uccnenoanue 05, uccnenosanue 04, ucciaenosanue 1013, uccnenosanue 1145
u uccinenosanue 08), 1 wccnemoBaHme Ha mnanueHTax ¢ cucteMHsiM ckieposom (CC)
(uccnenosanue MI-CP180) u 1 uccinenoBanue Ha 300pOBBIX 10OpPOBOJbIAX (HccaenoBanue 06)
(Tabdamuna 6-1). B nByx u3 sTux uccinenosanuii (uccnenoBanus 08 u 06) npumensiin SC BBeneHue
anudponymaba. Jlpa umccienoBaHus NPOAOIDKAIOTCS: | mccnenoBaHme Ha mauueHtax ¢ SLE
(uccnenoanue 09) m 1 wuccrenoBaHMe Ha TAalMEHTax ¢ BoJYaHOYHBIM Hedputom (LN)
(uccnenosanue 07).

Taoauua 6-1. Knunnueckuil uccjaea10BaHus

HUccnenopan  Wurudurop HaszBanmue Cy0bexTnbl

us ¢asnl 111 nepeaavu

CHUTHAJIA

IFN
Uccnenosanu | Auugponym TULIP I IMamuenteic | IV | 300 mr | NCT024468
e 05 ab SLE Q4w 99

Uccnenosanu | Auugponym TULIP I IMamuenteic | IV | 300 mr | NCT029629
e 04 ab SLE Q4w 60
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Uccnenosanu | Auudpponym | Hoarocpouno | Ilamuentsi ¢ IV | 300 mr
e 09 ab e SLE
JOTIOJTHUTEIbH
oe
UCCIIEA0OBAaHUE
HccaenoBan
us ¢asni 11
Uccnenosanu | Auugpoaym MUSE IMamuenteic | IV | 300 mr | NCT014384
e 1013 ab SLE WK 89
1000
Mr
Q4w
Uccnenosanu | Aaudponym | MUSE OLE IV | 300 mr | NCTO17531
e 1145 ab 93
Uccnenosanu | Auugponym IMaumentei ¢ | SC NCT029629
e 08 ab SLE 60
Uccnenosanu | Auugponym [TanenTs ¢ NCT025479
e 07 ab LN 22
Cudamumym IMamuenteic | IV | 200 mr | NCT012831
ab SLE , 39
600 mr
1051
1200
Mr

HUccnenoBanu

e MI-CP180

Anudponym
ab

ITanuenTs! co
CKJIEpOAEPMU

v

cHu

v

0,1

27

0,3

2%

1,0

27

3,0

27

5,0,
10,
20,0

MI/KT

NCTO009306
83
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Uccnenosanu | Auugponym 310poBbBIE IVu | 300 | NCT026016
e 06 [8] ab nobpososbr | SC MT. 25
bI SC
300 mr
v
WIn

600 mr
SC

NCTO005330
91

Uccnenosanu | Cudanumym IMaumentoic | IV 0,3

2%

e MI-CP151 ab MHUO3UTOM 1.0

23

3,0

501051
10,0

MI/KD

[0168] Uccnenosanne MI-CP151 6onee monpoOHo ommcano B Higgs ef al. 2013 [10].
Uccnenosanue 1013 Gonee moxppoduo ommcano B Furie et al. 2017 [19], koTOpBIN BKIIOYEH B
TAaHHBIM TOKYMEHT IMOCPEACTBOM CCBUIKH BO BCel cBoell momHoTte. MccnenoBanne 04 Oomnee
noapoOHo onucano B Furie et al. 2019 [20], koTOpBI BKIIFOUEH B JTAHHBIN JOKYMEHT ITOCPEICTBOM
CCBUIKM BO BCell cBoei monHoTe. Pesynprarsl nccienosanus 05 mpencrasnens! B Morand et al.
2020 [21], BxkIHOYEHHOM B JAHHBIH JOKYMEHT MOCPEACTBOM CCBUIKU BO BCE€Hl CBOEH MOJIHOTE.
ITonHble CBOAHBIE MAHHBIE MO AOKA3aTEIbCTBAM KJIMHUYECKOH 3¢ dekTnBHOCTH aHHpporymada
anst BHyTpuBeHHOro BBeneHust npu SLE mpencraenensr B Tanaka et al., 2020 [22], koTopslii
BKJIFOYEH B IAHHBIN TOKYMEHT MMOCPEICTBOM CCBUIKH BO BCEH CBOEH MOJHOTE.

7. HNPUMEP 2. Be3onacHocts U 3(eKTHBHOCTL aHH(]pposyMada npu BHYTPUBEHHOM
BBEIeHUH
7.1. DddexTHBHOCTH

[0169] OcHoBHas oueHka 3¢dextuBHOCTH aHMpponymada OCHOBaHA HAa MAHHBIX U3 3
rJI00aJIbHBIX PAHIOMHU3UPOBAHHBIX JBOWHBIX CJIEMBIX IIALIE00-KOHTPOIUPYEMBIX HCCIEAOBAHUIMI
(uccnenosanust daszel 3 04 u 05 u uccnenosanue 1013 daser 2). ITH uccnenoBaHus ObLTH B
BBICOKOU CTENEHU CXOAHBI [0 CXEME B TOM, UYTO OHHU BKJIKOYAIH 52-HEAENbHBIA NEPHUOA JCUCHHUS
U HMEeNH TOXOXHE XapaKTePUCTUKH TMAIMEHTOB W COOTBETCTBYIOLIME KPUTEPHU
BKJIFOUEHUS/UCKIIIOueHHs. [ [epBUYHON Liesbro MpH BceX 3 MCCiIeNoBaHusaX Obuta oneHka 3ddexra
aHnpponaymaba mo CpaBHEHUIO C IUIane00 B OTHOWIEHHMM OOIIel aKTUBHOCTH 3a00JI€BaHMUSL
Bropuunble 1enu BbIOMpanM  ASsS JONOJHUTENBHON —XapakTepucTuku 3¢pdexkTuBHOCTH

anudponymaba Mo CpaBHEHHIO ¢ IuTale0o, HampuMep, CIIOCOOHOCTH O0eCrednBaTh CHUYKEHUE
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NPUMEHEHUs] TIIOKOKOPTUKOUIOB, 3P QeKTa B OTHOMIEHWH OPraHOCTEHU(PUUECKUX KOHEUHBIX
TOYEK (aKTUBHOCTH KOkHOU SLE 1 KOJMM4ecTBa CyCTaBOB) M 4aCTOT OOOCTPEHUH.

[0170] Cpenu 3 nBOWHBIX CIENbIX rI00aNbHBIX HUcchaenoBaHui Qasel 2/3 (uccnenoBaHus
04, 05 u 1013) nabmroganu s¢pexruBHOCTh 300 Mr anudponymada IV Q4W y nanmentos ¢ SLE
OT YMEPEHHOH [0 TsDKENOM CTeNeHW B JUara3oHe KIMHUYECKH BAXKHBIX KOHEUHBIX TOYEK.
Anundponymal nEeMOHCTPHPOBAN paHHUI M ycTOW4MBBIA 3(dexkT B OTHOWIEHHMH OOIeH
AKTUBHOCTH 3a00JIeBaHUs, CIOCOOHOCTh OOECHeunBaTh MOCTENEHHOE CHUKEHHE MPUMEHEHHs
CTEPOUIOB A0 KJIMHUYECKH OJATOMPHUSTHOrO YPOBHs (< 7,5 MI/IeHb) U MONAEePKUBATH TAHHBINA
YPOBEHb K Henesie 52, paHHIO U YCTOWYMBYKO MOJIb3y B OTHOLIEHUU KOXKHON aKTUBHOCTH Ha
KO’K€ M MPUBOAMT K KIMHUYECKH 3HAYMMOMY CHIKEHHIO B YaCTOTE OOOCTPEHHIA.

2.1.1. Hecneoosanue 1013 (MUSE, NCT01438489)

[0171] Uccnenosanne 1013 (MUSE, NCTO01438489) mpencraBmsuio  coboi
MHOTOLIEHTPOBOE JTBOMHOE CIIETIOe PaHIOMH3HPOBAHHOE IIane0o-KOHTpoJupyeMoe S2-
HenenbHOe uccienoBanue (aser 2b 300 mr u 1000 mr aHudponymada mo CpaBHEHHIO C IJIae0o
y B3pOCIBIX NAalMEeHTOB ¢ akTuBHOI SLE oT ymepeHHO!N [0 TsKenoil cTeneHu, He3aBUCUMO OT
craanaptaoil (SOC) rtepammm. IToctenmennoe cHmxkenne 1036l OCS moompsuioch BO BpeMs
UCTIBITAHUS, HO HAXOJWJIOCh HA YCMOTPEHHHU Hccienopareiel. IlepBUUHYI0 KOHEYHYIO TOUKY
3¢ (PeKTUBHOCTH OLIEHMBAJM HAa OCHOBAHWW CHIDKEHUS aKTUBHOCTH 3abonesanmst SLE,
u3MepeHHoro ¢ npuMeHeHneM SRI(4) c¢ ycroiiuuBbiM cHkenneM npumeHenus OCS uepes 24
HeJleNU JIEYeHHUS.

[0172] ITepBu4HON KOHEYHOH TOYKE KOMIUIEKCHON oleHKUu orBera corjacHO SRI(4) ¢
ycroituuBbiM cHukeHueM OCS Ha Hemene 24 COOTBETCTBOBAJIO OOJblIee YHCIO MALUEHTOB,
nony4aromux anudpoaymad (34,3% u 28,8% B ciyuae naiueHToB, nojy4aromux 300 mr [n = 99]
u 1000 mr [n=104] coorBeTcTBeHHO), YeM mmanedo (17,6% [n=102]; p=0,014 u p=0,063 B
cinydae 300 mr u 1000 Mr mo cpaBHEHHIO ¢ IUIaedO COOTBETCTBEHHO). BOJbInyr0 BeNTUYHMHY
s¢¢exra HaOMOOAN Y MAUEHTOB ¢ BBICOKUM TokaszateseM IFNGS Ha ucxogHoM ypoBHE, mpu
36,0% (p=0,004) u 28,2% (p = 0,029) mauneHTOB, KOTOPBIX JICUHJIH C TOMOIIBIO aHU(ppoITyMada
300 mr u 1000 Mr COOTBETCTBEHHO, JOCTUTAKOIINUX MEPBUYHON KOHEYHON TOYKH, [0 CPAaBHEHHUIO
¢ 13,2% mnanueHToB, monydaromux Iianebo. Y mauueHToB ¢ HU3KUM mnokaszateneM [FNGS nHa
HCXOJTHOM YPOBHE COOTBETCTBYIOIINE YACTOTHI OTBETA JJIS MALIIEHTOB, JOCTUTAIOIIINX IEPBUIHOM
KOHEYHOH TOoukH, coctaBmsuin 29,2%, 30,8% wu 30,8% B cnydae anudpomymada 300 wr,
aandponymada 1000 mr u maanedo.

[0173] Hccneoosanue 1013 6onee noopobro onucano 6 Furie et al. 2017 [19], komopuwiii

BKII0YEH 8 OAHHbII OOKYMEHN NOCPEOCMBOM CCHLIKU 80 6Cell C6OEl NOIHOME.



57

7.1.1. Hccneoosanus 04 u 05 (TULIPIu TULIP 11)

[0174] bazoBas mporpamma TULIP (JleueHne HEKOHTPOJMPYEMOW  BOIYAHKH
nocpencrsoM nytu IFN) mpenycmarpuBana aABa MHOTOHALIMOHAJIBHBIX PAHIOMU3UPOBAHHBIX
IBOWHBIX CJIEMBIX IUIALE00-KOHTPONUPYEMBIX B MApPAJUIENbHBIX TPYNNax KIMHUYECKHUX
ucnbiranusi ¢aspl 3, TULIP-1 (uccnemoBanue 04) u TULIP-2 (uccnemosanue 05). Cxembl
uccienosanus 04 u uccnenosanus 05 6putn noutn uneHTn4He! (purypa 1). Oba uccienosanus
COCTOSTH U3 52-HeebHOrO Mepro/a JeUeHus ¢ MoMOLIbI0 anudponymada uiu mianebo IV Q4W
¢ Hegenu 0 nmo Henmenum 48 B obOmeit cnokHoctd u3 13 n03. IlepBUYHBIE KOHEYHBIE TOUKH
oueHnBasu B Hepenro S52. [TonbiTku nmocreneHHoro cHrkeHust 103b1 OCS Obutn 00s13aTeIbHBIMU
B 000MX HCCIIeIOBaHMIX ¢ Hepenu 8 1o 40 B ciydae MalMEHTOB, MOJYYAKOIINX HAa UCXOIHOM
ypoBHe 10 Mr/nenp uian OOJbIe MPETHU30HA IS IEPOPATBHOTO MPUMEHEHHSI T SKBUBAJICHTA,
NOKa HE AOCTHTaJd J03bl 7,5 MI/I€Hb WIN MeHbINE, KOTOPYIO HY)KHO OBUIO TOANEPKUBATH JI0
Henenu 52. KoMruiekCHble KOHEUHbIE TOYKH, KOTOpPbIe 00ECIeUnBaIN BBISBICHHE KIMHHYECKH
3HAYUMOTO YJYYIIEHUs] B OTHOLIEHWH aKTUBHOCTH 3aboneBanus SLE, mcrnonb3oBamm B 00omx
uccienosanmsix . SRI(4) (mepsuunas koneuHasi Touka B TULIP-1) u BICLA (nepBuuHast KOHEYHAsI
touka B TULIP-2).

[0175] Beibop no3sr 300 mr anudponymaba xaxaeie 4 nHemenn (Q4W) it Takux
UCCeOBaHNi ObUT OCHOBAH Ha Pe3yJIbTaTax 0€30MacHOCTH U 3P PEKTUBHOCTH MPOMEKYTOUHOTO
aHanmu3a uccnenoBanus gpasel 2b 1013, rae 2 noser anngpoaymada (300 mr u 1000 mr) oueHuBau
OTHOCUTEJIbHO IUTanebo, a Takke MOAETHPOBAHUA U CHUMYJALMU 103a-OTBET (KAaK ONMHCAHO B
narenre CIIA 9493570, coorserctByromem mnyOiukamuu cormacHo PCT WO02013188494,
BKJIFOUEHHOW B JaHHBIH JOKYMEHT IOCPEICTBOM CCBUIKM BO BCeil cBoeill mnoaHote). B
MPOMEKYTOYHOM aHaJIu3e uccienoBanus haszpl 2b KIMHUYECKH 3HAYMMYO TIOJIb3Y HAOI0Jau ¢
npumeHeHueM 103bl 300 Mr 6e3 MHKpeMeHTanbHOW Tojb3bl npu 1000 mr. Kpome toro, Gonee
BBICOKYIO JIOJIFO CYOBEKTOB, 3asBIISFOIIMX O MOBTOPHOW aKTUBALIMH OTOSICHIBAIOINETO reprieca,
HabOmonamu npu 1000 mr o cpasaenuto ¢ 300 mr. IlpuHumast BO BHUMaHHE 3P PEKTHBHOCTb
mexkny no3amu  anupponymada 300 u 1000 Mr U TIOBBIIEHHYK) YacTOTY SIBJICHHM
onosichIBarolIero reprneca B rpymnne 103bl 1000 Mr oTHOCUTENBbHO Tpynmbl A03b1 300 Mr, mo
BUANMOMY MPO(IIIb MOJIb3a: PUCK CKIIOHSIET B MOJIB3Y 0361 300 Mr.

[0176] B TULIP-1 u TULIP-2 nanuentoB ¢ SLE oT yMepeHHOI 10 TSKeIOol CTENeHH,
HE3aBHCHMO OT CTAaHIAPTHOM Tepanuy, paHAOMHU3UpoBaiu ¢ nonyderneM 300 mr anudporymada
(TULIP-1 u TULIP-2), 150 mr anudponymada (tompko TULIP-1) mnu mnane6o BHYTPUBEHHO
Q4W B Teuenue 48 Hemenb HapALy CO CTAHZApTHOW Tepamued. PanaoMusaLuio
cTpaTuULUUpPOBANN B 3aBUCHMOCTH OT IMOKa3aresst corjgacHo MHAeKCy akTUBHOCTH CHCTEMHON

kpacHoi Bomuanku 2000 (SLEDAI-2K) (menee 10 o cpaBHeHmto ¢ 10 umm Gonblie) u craTycy
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nokasaresst IFNGS nuist 4 reHoB (BBICOKHI O CPAaBHEHHIO ¢ HU3KUM ) IIPU CKPUHUHTE U TO3UPOBKH
TJIFOKOKOPTHKOUAOB AJIs TepopaiibHOro npumeHneHus (MeHee 10 mo cpaBHenuto ¢ 10 nnm 6ombiue
MT JieHb”! TIpeIHM30HA WM SKBUBANEHTa) Ha MCXONHOM yposHe. Mcnbiranust TULIP-1 u TULIP-
2 XapakTepU30BAINUCh COIJIACYIOIIMMUCS IEepPeMEHHbIMU 3(deKTUBHOCTH, NepeMEeHHBIMU
0€30MacHOCTH, YaCTOTOH OLEHOK M KPUTEPUSIMH BKJIFOUSHHs/UCKIIOYeHus (purypa 1).

7.1.2. Hccneoosanue 04 (TULIP I, NCT02446912)

[0177] B uccnenosanuie 04 cpaBHuBanu 150 mr u 300 mr anudponymada ¢ rianebo y
B3pPOCIIBIX MAaIlMEeHTOB ¢ akTuBHOM SLE OT ymepeHHON 10 TSXKeNoil CTerneHu, He3aBUCHUMO OT
nedenusi ¢ momoibo SOC. D¢ (PHekTUBHOCTD OLIEHUBAJIH HA OCHOBAHWU CHU)KEHUS aKTUBHOCTH
3abonesanusi SLE, n3MepeHHOTO ¢ MOMOIIBI0 0TBeTa cormacHo SRI(4).

[0178] B uccnenoBanuu 04 nojig mauveHTOB B HENENIO 52, NOCTUTAIOIIUX MEPBUYHOIO
BbIxo#a oreera coryacHO SRI(4), Oputa cpaBHUMa Mexay rpynmnamu aHugpoiymada 300 mr
(84/180 [47%]) u urauebo (79/184 [43%]; pasnuma —3,9; 95% CI —6,3, 14,1; p=0,45) (purypa
2). AHaANOTMYHO, B TPENBAPUTEIBHO ONPENEICHHOM aHain3e (HEM3MEHEHHbIe IpaBHIIa
NPUMEHEHHUs JIEKAPCTBEHHBIX MPETapaToB AJisl OrPAHMYEHHOTO MPUMEHEHHST) OIS TALIHEHTOB B
Henemo 52 ¢ orBetoM coriacHO SRI(4) cocraBmsna 65 (36%) u3 180, KOTOPBIX JeUniIH C
nomometo 300 mr anndponymada u 74 (40%) u3 184 B rpynne mianedo (pasuuna —4,2; 95% CI
—14,2,5,8; p=10,41).

[0179] Hccneoosanue 04 6onee noopobno onucano 6 Furie et al. 2019 [20], komopuwiii
BKII0YEH 8 OAHHbII OOKYMEHN NOCPEOCMBOM CCbLIKU 80 6C€ll C6OEH NOHOME.

7.1.3. Hccneoosanue 05 (TULIP II, NCT02446899)

[0180] B uccnenosanun 05 (TULIP-2) penakTupoBaHHE MPOTOKOJA MPEayCMaTPUBAIIO
U3MeHEeHUe MepBUYHON KoHeuHoW Touku ¢ SRI(4) Ha oTBer cormacHo BICLA no packpeiTus
OaHHBIX wucnbiTanus W mnocie 3aeepuiennss TULIP-1. O ngaHHOM u3MeHeHUH ObLIO
uH(popmupoBaHo ¢ nomourbio anaan3oB MUSE u TULIP-1.

[0181] B uccnenosanuu 05 cpasuuBaiu 300 mr anudponymada ¢ miaanedo y B3pOCITbIX
nanueHToB ¢ akTuBHONH SLE OT ymMepeHHOH 10 TsAXeNol CTeneHW, He3aBUCUMO OT JIEUEHHUs C
nomomibid SOC. DdexkTHBHOCTh B JAHHOM HCIBITAHWH OLIEHUBAJIM HAa OCHOBAHWUU CHUKEHHSI
akTUBHOCTH 3a0oneBanus SLE, n3aMepeHHO!H C MOMOIIBIO OTBETA COTJIACHO KOMITIEKCHOM OLIEHKH
BosgaHkH Ha ocHoBe BILAG (BICLA).

[0182] B wuccnenopanuu 05 Oojee BbICOKas TNPOLEHTHAs JOJS MAIUEHTOB IOCTUIJIA
nepBUYHOTO BhIxona oteeTa coryiacHo BICLA B Henemo 52 B rpynme anugponymada (47,8%),
yem B rpymnme mianedo (31,5%; orkoppektuposanHas pasuumua 16,3%; 95% CI 6,3, 26,3;
p=0,001) (¢purypa 2, purypa 3A u ¢purypa 3B). B noarpynne ¢ BLICOKUMH MTOKA3aTEISIMU TECTA

IFNGS mpouenTtHas nons nauueHToB ¢ orBeToM corsiacHo BICLA B nHemenmto 52 cocrasisina
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48,0% (72/150) B rpymnme anudponymaba u 30,7% (46/151) B rpymnme mmanedo
(otkoppektupoBanHas pasauna 17,3%; 95% CI 6,5, 28,2; orkoppekrupoanHoe p= 0,002).
CooTBeTcTBYIOLIME PE3YIIbTATHI B MOATPYIINE C HU3KMMU nokazatessiMu tecta IFNGS cocrasmsiu
46,7% (14/30) 1 35,5% (11/31) narmenToB B rpynmnax anudponymada u mianedo COOTBETCTBEHHO
(oTkoppexTupoBanHas pasauua 11,2; 95% CI —13,5, 35,8). imena MecTo OMHOPOIHOCTH OTBETOB
cormacHo BICLA, OnarompusarcrByromasi aHudponaymady, cpeau APYrHX ONpeneleHHbIX
NPOTOKOJIOM TOATPYI MAlIEHTOB HAa HMCXOAHOM YPOBHE AJIsl TsDKECTH 3a00JIeBaHUs], PacChl,
STHUYECKOW MPUHAJICIKHOCTH, BO3pAcTa, MOJia, BO3pacTa Hayaja 3a00JieBaHUS M CTATyCca B
OTHOLIEHHWU aHTUTEN K JIEKapCTBEHHOMY cpenctBy. HR aiist BpeMeHH TOCTHXKEHHs YCTOWYHBBIX
otBeToB cornacHo BICLA no Henenu 52 B rpymne B LIeJIOM CBUIETENbCTBOBAJA B MIOJIB3Y IPYIIIIBI
300 mr aaudponymada orHocutensho mianedo (HR 1,55; 95% CI 1,11, 2,18).

[0183] Anndponymad Taxke MpoIEMOHCTPHUPOBAN 3HAYUTEIBHYIO MOJIb3Y B OTHOIIEHHH
ycroitunBoro cHwkeHuss OCS W CHIDKEHMS TSDKECTH KOXHOTO 3aboneBaHusi (CHUKEHHE
nokazarens coriacHo CLASI) (¢urypa 2). Cpenn nanuieHToB, nony4aromux 10 Mr/aeHp wim
Oonblie NMpeqHU30HA WM SKBHBAJEHTA HA HMCXOAHOM ypoBHE, 51,7% (45/87) maumeHToB,
NOJBEPTHYTHIX JIeUeHHI0 aHugporymadom, u 30,1% (25/83) nauneHToB, nonyyaromux mianedo,
JIOCTHUIJIM YCTOHYMBOTO CHIDKEHUS 10 7,5 MI/IeHb WM MeHblIe (OTKOPPEKTUPOBAHHAS Pa3HULA
21,2%; 95% CI 6,8, 35,7, orkoppexkrupoBanroe p=0,01). Cpean manueHTOB C aKTUBHBIM
KOXKHBIM 3200JIeBaHUEM 10 MEHbIIeH Mepe yMepeHHOH creneHu (mokaszaresnb cornacHo CLASI 10
wiu OoJbliie) Ha UCXOTHOM ypoBHE y 49,0% (24/49) nauueHTOB, NOAy4a0IUX aHUPpoIyMad, u
25,0% (10/40) nmaruieHTOB, MOJyYaroUuX mianedo, HaOM0Ianu 3HAYSHUsT CHIDKEHHSI TOKa3aTest
corinacHo CLASI Ha 50% wnu Gosbire B Henenmo 12 (oTkoppexkTupoBanHas pasauua 24,0%; 95%
CI 4,3, 43,6, orkoppekrupoBannoe p = 0,04). XOTs OTBET Ha JIeueHHE B OPraHax, OTJIUYHBIX OT
KOJKM M CYCTaBOB, He ObUI YaCTbIO MPEIBAPHUTENBLHO ONPEENEHHBIX aHAIHM30B, ONpPENeIeHUe
orBera cornacHo BICLA TpeOyer ynydineHHss BO BCEX CHUCTEMAax OPraHOB, MOPAKEHHBIX Ha
UCXOJHOM YPOBHE (CHMKEHHE BCeX Mokasareseit kareropuii corjacHo BILAG-2004 A u B Ha
ucxonHoMm ypoBHe 10 B/C/D u C/D COOTBETCTBEHHO) M OTCYTCTBHSI HOBBIX OOOCTpPEHUH B
ocTaBLIuXcs cuctemax opraHon cornacHo BILAG-2004. Ha ucxonHOM ypOBHE KaTe€ropHusiMH JUIsI
OLIEHKH OPraHOB, XapaKTEePH3YIOIIMMUCS HAMOONBIINM TOBPEXKIESHHEM U BKJIFOUYEHHBIX
MAIMEHTOB, ObUTH KOKHO-CIIU3UCTAsI U CKeseTHO-MblnevHas (Oonee 80% ¢ yuactuem A unu B
BILAG-2004). Tlokazarenu A wiu B cornmacino BILAG-2004 Ha HCXOHOM YPOBHE BCTPEYAITUCH
MEHEe 4acTo B KapAHOPECIUPATOPHOM, KOHCTUTYLIMOHAJIbHOM, MOYEYHOM,
HEMPOIICUXUATPUIECKOH, JKETyAOYHO-KUIIEYHOH, TeMaTONIOrnYecKol U O(TaIbMOIIOTHIECKOM
kateropusix. CenoBaTenbHO, COTJIACHO OMPEAENCHHUI0, OTBET MMENl MECTO CpPEIU BCeX TaKHX

NOpaXeHHbIX cucTeM opratos cornacHo BILAG-2004 y nanueHToB, KOTOpbIe JOCTUTAId OTBETA
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coriacao BICLA. T'onoBast wacrora oboctpennii Ha ocHoBanuu BILAG-2004 cocrasisiia 0,43 B
rpynme anugponymada u 0,64 B rpymnme miaanedo (CKOppeKTHPOBAaHHOE OTHOLIeHHE 4acToT 0,67
95% CI 0,48, 0,94; cxoppektupoBanHoe p=0,08) [37]. Cpenu namueHToB ¢ 6 nuiam Ooublue
NPUINYXIIUX U 6 win Oonblie OONE3HEHHBIX CYCTaBOB Ha MCXOAHOM ypoBHe 42,2% (30/71) B
rpynmne anudpoaymada u 37,5% (34/90) B rpymnne miaunedo (OTKOppeKTHpOBaHHAs pasHuLa 4,7%;
95% CI -10,6, 20,0; ckoppektupoBanHoe p=0,55) xapaxrepuzoBamuch 50% wn
OoubliIe CHIPKEHHEM B KOJIMYECTBAX KaK MPHUITYXIINX, TAK U OOJIE3HEHHBIX CyCTABOB B HEZEIIO 52.

[0184] Pesynomamer uccneoosanus 05 npeocmaenenvt 6 Morand et al. 2020 [21],
BKAIOYEHHOM 8 OAHHbII OOKYMEHM NOCPeOCMBOM CCHUIKU 80 6Cell C80ell NOIHOME.

7.1.4. Bb1600 no sppexmuenocmu

[0185] Uccnenosanne 05 oOecnedmBano CHUJIBHOE IOKA3aTeNbCTBO 3(QeKTUBHOCTU
aHudpoaymada 1is JTeueHus] MalueHTOB ¢ akTUBHOU SLE OT yMepeHHO! 1o TsKeJol CTeneHw,
HecMOTpst Ha JiedeHue ¢ momombio SOC, HAa OCHOBAaHUHU MPENBAPUTEIBHO OMPEAEICHHOU
nepBUYHON KoHeuHOM Touku corjiacHo BICLA. O0benuHeHHbIE TaHHBIE B PE3YJIbTATE BCEX TPEX
KJIMHUYECKUX  HCMBITAHUH  JOTMOJHUTENBHO  monaTBepknarT  3¢pdexrusrocts 300 mr
anndponymabda y TaKUX MALMEHTOB CPEIU AMANA30HA KIMHUYECKH 3HAYMMBbIX KOHEUHBIX TOYEK.
BaxkHo oTMeTuTh, MMeNa MeCTO coracyroomasicss mnojbs3a 300 mr ammdponymadba BO Bcex
HCCNeIOBaHUsX Jyis1 4acToThl oTBeTa cormacHo BICLA B Henmemo 52; oTnuuus B JI€UEHUS,
cocraBysiBine Oonee 16% 1Mo cpaBHEHHUIO ¢ TuTaledo HaOMIONAIN B 4aCTOTAaX OTBETA COTJIACHO
BICLA Bo Bcex Tpex uccnenoBanusx. Kpome toro, B 06oux uz TULIP-2 u MUSE anugponaymad
JlaBaJl OCHOBAaHME IpeNIoyaraTb IOJb3y B JICUEHUM B OTHOIIEHHM OTBeTa corjacHo SRI(4).
Cornacyroimeecsi MOATBEpKAamOIee N0Ka3aTenbCcTBO dpdexkruBHoctu 300 mMr anudponymada
CpeAM MHOXKECTBA KJIFOYEBBIX BTOPUYHBIX KOHEYHBbIX Touek (Hampumep, cHikeHne OCS,
ynyumienue mokaszarens cornacHo CLASI cHikeHue B OTHOIIEHHWH OOOCTPEHHIt) SIBJISIETCS
COOTBETCTBYIOLIMM JJIsI XapaKTEPUCTUKH MOJHOHN cTeneHu 3 dexTa JeueHus: aHupporymadoMm, B
YaCTHOCTH, NMPUHUMAsi BO BHUMaHUeE IeTepOreHHOCTh nposiBieHuii SLE.

[0186] Anudponymad peMoHCTpHpPYeT 3(P(PEKTUBHOCTD B OTHOLICHWH CHIDKEHHS
oboctpenuii, u Havano 3¢ dekra JeueHuss B OTHOIICHUU CHUKEHUS aKTUBHOCTH 3a00JeBaHMUs
BO3HHKAeT yxe uepe3 8—12 Henmenb mociie Havaja JIEUEHHs, KOrga HaONIONAOT YHCICHHOE
paznenenue 4actoT orBeta cormacHo BICLA Ha 6onee yem 10% B monb3y 300 mr anudponymada,
U OHO COXPAHSIETCS Ha MPOTsDKEHUU 52 Henmenb jiedeHus. Kpome toro, 3¢(ekT mocreneHHoro
CHIDKEHHSI IPUMEHEHHS CTEpOUAOB aHN(ppoiyMada MOTEHIMAIbHO CHUYKAET KyMYJIATUBHBIA PUCK
JOJITCOBPEMEHHOTO ~ TOBPEKAEHUsT OpraHoB, accouuupoBaHHoro ¢ SLE.  VYayumenus,

HaOJIr01aeMble MPH JIEYEHUH aHU(PPOIyMaOOM B OTHOIIEHUH KOJKHBIX MPOSIBJICHUH (IOKa3aTenb
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akTuBHOCTH cornacHO CLASI), Takske sIBISIOTCS OCOOEHHO BasKHBIMU, TIOCKOJIBKY OHH SIBJISTFOTCSI
o0IKMH, U JIUIIO, FOJIOBA U IIEs YaCTO BOBJICUEHBI B TIOPAYKEHUSI, KOTOPBIE SIBJISFOTCS] BUIUMBIMU.

[0187] llonnvie c600HbvIE OaHHBIE NO OOKA3AMENbCMBAM KIUHUYECKOI d¢hhexmusnocmu
anugponymada ons eHympueenno2o eéeoenus npu SLE npeocmaenenvt 6 Tanaka et al., 2020 [22],
KOMOPlil BKII0YEH 8 OAHHDII OOKYMEHM NOCPEOCMBOM CCHLIKU 80 6Cell C80€il NOTHOME.
7.2. be3onacHocTb

[0188] be3onacHOCTh M MEPEeHOCHMMOCTb aHH(pponymMada ObLIM COTNIACYIOLIMMUCST U B
LIEJIOM CXOOHBIMH Cpeau Bcex Tpex wuccinenoBanuii spdexruBnoctu. IlponeHTHass moms
MAIMEeHTOB ¢ KaKUM-T100 HebnaronpusTHbeIM siBieHueM (AE) Haxonunack B nuanasone ot 85%
10 89% B UCCIIENOBAHUSIX CPEIU TEX, KOTO JISYHIIN ¢ TIOMOIIBIO aHu(ppoaymada, u ot 77% mno 84%
B rpymmax tuanedo. Hawmbonee pacnpoctpaneHHsle AE Bkimrodann wHQEKIMH BEPXHUX
IBIXaTENbHbIX MyTeH, Ha30(papuHTHTBI W peakuuu, cCBsi3aHHble C wuHpy3uei. Hupy3un
anudpoymadba B 001memM XOpOIIO MEPEeHOCHIIUCh, U ObLT OJUH Cliydall aHa(UIAKCHH, KOTOPBIN
NpOM30LIeN Y MauueHTa, noaydaromero 150 mr anudponymadba B TULIP-1. V Heckonbkux
MAIUEHTOB MMEJaCh TUIEPUYBCTBUTEIBHOCTD, 1 OONbIMHCTBO AE, CBsI3aHHBIX ¢ HH]Y3UEH, He
ObLIN CEPbE3HBIMU U OBLIN CITA0BIMHU WITH yMepeHHbIMHU 110 HHTeHCHBHOCTH. CepresHbie AE (SAE)
npoucxoam y 8—16% manueHToB, KOTOPBIX Jeunin anudponymadom, uy 16—19% mauueHTos,
noJyJaroumx mianedo. beiio no onHoMy cmepTenbHOMy ciy4aro B nepuoa jgedeHust B TULIP-1
u TULIP-2, o6a u3 KOTOPBIX MPOU3OLLIN B TPYIIIE JiedeHus: aHu(pporyMaboM U UMEIH MeCTO
BCJIEZICTBUE MMTHEBMOHUU. bbuT Takke oauH cMepTenbHblil ciaydail B MUSE nanuenTa, KOTOpbIi
nojy4an 1 no3y 1000 mr anugponymaba, U y HEro umencsi octpbliii konut. [IpoueHTHas 1ost
nauueHToB ¢ AE, MpUBOIAIIMMH K NpeKpaIeHHIO0 Y4acTHs, ObLIa MEHbINE CPeAM TeX, KTO
nony4an anudponymad, mo cpaBrenuto ¢ raned6o B TULIP-2 u MUSE, Ho Gomnblie cpenu
MAIMUEHTOB, KOTOPBIX Jieunn aHudpomymadom, B TULIP-1 (6% no cpaBHeHuo 3% c miauneo).

[0189] Habmroamu NOBBIIEHHYO YacTOTY BO3SHHUKHOBEHHS OIMOSICHIBAIOIIErO reprieca B
rpynmnax JjedeHus aHudponymadbom (5-7%) mo cpaBHeHuro ¢ rpynmamu 1uianedo (1-2%);
OOJNIBLITMHCTBO ClIy4aeB ObUIM KOXKHBIMH, HE CEPhE3HbIMH WU HE NPHBOAMIN K MPEKPALICHHIO
yuactus. Bee Ot obycnosnensl geuenuemM SOC u B 1IesIoM pa3pemanich 0e3 nocnenctsuii. B
cnydae npyrux AE, npencrapisronx ocoOblii HHTEpEC, 4aCTOTa BOSHUKHOBEHUS OblTa HU3KOH U
CXOJHOM Cpeay Ipymi JICUEHHUs.

[0190] llonnvie c6o0HbBIE OanHbBIE NO OOKA3AMENLCMBAM 0E30NACHOCIU U NEPEHOCUMOCTIU
anugponymaba npeocmaenensvt 6 ITanaka et al., 2020 [22], xomopuiii éxnouen 6 OaHHbI

OOKYMeHN NOCPEOCMBOM CCLLIKU 60 6Cell C60etl NOIHOme.



62

7.3. BbiBOA

[0191] AHnugponymad 1eMOHCTPUPOBAT KIMHUYECKH PEJICBAHTHYIO TOJIB3Y Y CyOBEKTOB
¢ SLE ot ymepeHHOI 10 TsKeoH CTeneH , KOTOPBIX Jiewruin ¢ momoinsio SOC. D¢ dekTuBHOCT
NOATBEPKANach IMUPOKUM AMANA30HOM KJIMHUYECKUX H3MEpeHHH rio0aibHON (pasiudHble
ypoBHH oTBeTOB cornacHo SRI, BICLA) u opraHocnennuyeckoii akTUBHOCTBIO 3a00JI€BaHuUs
(CLASI, xomnuectBo cycraBoB). Takke HaOMONANM KIMHUYECKH 3HAYMMOE YBEIMUEHHE 0NN
CyObEKTOB,  NOCTUTAIOLIUX  MPEIBAPUTENIbHO  OMNPENCNCHHOTO  CHIDKEHHUS  YPOBHS
KOPTUKOCTEpOHIOB B rpymre 300 Mr, Mo CpaBHEHUIO C Mmiianebo, MPH 3TOM SIBHOTO OTJIUYHS He
HaOronanm npu cpaBHeHnH rpymmel 1000 mr u miaune6o.

[0192] Anudponymad oOprdHO XOpomo nepeHocwics. Cesi3aHHOE ¢ A030H yBeTUYEHUE
yrcia CyOBeKTOB ¢ MH(EKIUSIMH, BBI3bIBAOLIUMH OMNOSCHIBAIOLINI repriec, 0e3 OCIOKHEHHUH
HabJrOaH y CyObEKTOB, MOMyYar KX aHU(POoIyMad, Mo cpaBHEHUIO ¢ mianedo.

[0193] OtBer cormacHo BICLA cornmacoBaHHO AOCTHrajcsi OONBIIMM KOJUYECTBOM
MAIMeHTOB, MONyYarimuM aHudpoayMad, TO CpaBHeHUIO C IJianedo cpeau BCeX Tpex
UCCJIEZIOBAHUMN, TaKke Kak ycroiumnBoe cHuxkeHue ypoBHA OCS u yiydilleHHe B OTHOLIEHUU
CLASI. B o6oux n3 MUSE u TULIP-2 Gosnpluast mpoOL€HTHAs JOJIS TALIMEHTOB TaK)Ke 1OCTUTAIA
oreera corjacHo SRI(4) ¢ mpumenennem anugposymada mo cpaBHenuro ¢ mianebdo. [poduib
6e3onmacHocTu aHupposymada ObLT B LIEIOM CXOAHBIM CPEAH UccienoBaHui 3 PeKTUBHOCTH IPH
SAE, Bosnukaromux y 8-16% mnanueHToB, KOTOpBIX Jeunntn aHuppoiaymadom, u 16-19%
NAlMEHTOB, Modydaromux rianebo. MMena Mecto MOBBIMIEHHAs YacTOTa BO3HHUKHOBEHUS
OTOSICHIBAIOIETO Tepreca B IPyIIax JedeHus aHu(ponymMaboM MO CPaBHEHUIO C TIPYIIIAMU
riare0o BO BCEX TPEX UCCIENOBAHMSX, HO OOJBLIMHCTBO CiIy4aeB ObUTH KOJKHBIMH B IPOSIBICHUN
u Obutn oOycnoBneHbl JeueHreMm ¢ momombio SOC. Jloka3aTenbcTBO M3 PAaCCMOTPEHHBIX
KJIMHUYECKUX HCIBITAHUM JaeT OCHOBAaHUE IpeAaroJiaraTh, 4TO y MaLHUEHTOB ¢ akTUBHOW SLE
300 mr anudponaymada, Beomumoro IV Q4W, mnpeBocxoauT mianedbo B JOCTUXKEHUH
KOMILIEKCHBIX KOHEYHBIX TOYEK OTBETA, CBSI3AHHOI'O C AKTUBHOCTBHIO 3a00JIEBAHMS, a TaKXKe
cHrkeHust 1036l OCS, TsKeCTH KOXKHOTO 3a005IeBaHus U 4acTOThl obocTpeHuid. Takum oOpaszom,
ObUI cieJIaH BBIBOJ M3 KJIIMHUYECKUX UcclienoBanuii BBenenus 1V anndponymabda, uro 300 mr [V
Q4W Obutn onTuManbHON 10308 1o cpaBHeHMIO ¢ 150 Mr Q4W. OOHapy:KeHO, YTO MOBBIIIEHUE
no3sl 1o 1000 mr Q4W obecneunBaio JUIIb HHKPEMEHTAJIBHYIO IOJIB3Yy, W HaOmomamm
CBSI3AaHHYKO C /030 TOBBIIEHHYID 4YacTOTY BO3HUKHOBEHMs WH(EKUNU, BbI3BIBAIOLICH
omnosiceIBarOINi reprec (purypa 4).

8. INPUMEP 3. lloako:xHoe BBeaeHue annugpoaymada
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8.1. Hccaenosanue ¢paszbr | MI-CP180 anudponaymada 1V y naunenton ¢ SSc

[0194] Cpennue koHUeHTpauuu aHu(dpomymMada B CHIBOPOTKE KPOBH IOCIE€ BBEAECHUS
OJIHOKPATHOM 103bl HA OCHOBAHWUU Beca Teja INpeacTaBieHbl Ha ¢urype SA. [locne BBeneHus
OJTHOKpPATHOHN 103bl aHuGpponymad IEMOHCTPUpPOBAN HenuHeiHo-nuHelHyo PK mpu Oonee
HI3KHX YPOBHSX 103kl (MeHee 10,0 MI/Kr) y marueHTOB Kak ¢ BRICOKHM rokaszaresneM IFNGS, tak
u ¢ Hu3kuM mnokasatenem IFNGS. HabGmoganu mponopimoHanbHoe ao03e mnoBbimeHHe Cmax,
nosbitienre AUC Obuto Gosiee 4eM MpONOpIHOHATBHBIM OT 103kl B auamnaszoHe ot 0,1 mo 10,0
mr/kr. t1/2 anudponymada Obu10 OoNee yBENMYEHHBIM B KOroptax Oosee BbICOKOW m03bl [Ipu
HanboJyiee BBICOKOM HccienyeMoM ypoBHe a03bl (20,0 Mr/kr), koHeuHoe tl/2 cocraBisuio
npumepHo 12 nHei.

8.2. ®a3zallV u SC anudpoaymada y 310poBbIx 100poBoibLeB (Hcciaenopanue 06)

[0195] B naHHOM paHIOMU3HPOBAHHOM KOHTPOJHPYEMOM Iuianedo uccienoBanuu (as3bl
I 30 310pOBBIX B3pOCIBIX JIFOAEH OTHOCHIN B TpH KOropTsl Jederns (300 mr anndponymada SC
(n=6), 300 mr anudponymada BHyTpuBeHHO (1=6), 600 Mr anudponymada SC (n=6)) u manedo
(n=4/xoropta). Ilocne Beemenms SC  BosmeiictBue  aHupponaymada  MOBBIIIANOCH
MponopUuOHANBHO 103€ ¢ 300 Mr 10 600 Mr Ha OCHOBaHUH IIOLIAAN [TOA KPUBOM KOHLIEHTPALIUS
B CBIBOPOTKe KpoBU-BpeMs. [Ipodun cpennee aprupmeTnueckoe KOHIEHTpauuu aHudponymabda
B CbIBOPOTKE KPOBH-BpeMs nocye ogHokpaTtHoro BeeaeHus IV u SC nokasansl Ha ¢urype SB.
Kax onucano B Tummala ef al. 2018 [8], kOTOpHIii BKIIOYEH B JAHHBINA TOKYMEHT MOCPEICTBOM
CCBUIKM BO BCEH CBOEW IOJHOTE, B JAHHOM HCCIENOBAHMM OLIEHEHO, YTO OHonorudeckas
IOCTYITHOCTh aHU(pposymada y 340pPOBbIX TOOPOBONBLEB COCTaBIsieT 87% OT BHYTPUBEHHOTO
BO3JICHCTBHSI.

8.3. ®a3a Il anudpoaymada SCy nauuenroB ¢ SLE (ucciexosanue 08)

[0196] JlanHoe HCCIIEIOBAHUE OBLIO CO3J1aHO st XapaKTEPUCTUKHU
(apMakOKUHETUYECKHX ¥ (PAPMAKOAMHAMUYECKUX MapPaMETPOB TOAKOXKHO BBOIHUMOTO
anudponymabda (purypa 6A).

[0197] B uccrenoBaHuM MpUMEHSUTHCh KIMHUYECKast (papMakoyiorusi, 0e30macHOCTh |
uccnenoBareibckass — 3(GQEeKTUBHOCT  aHudpponymada TNpPU  TMOAKOKHOM  BBEIEHHM.
@DapMaKOKHMHETHYECKHE TIapaMeTpbl B HccienoBaHUM 08 COTNIaCOBBIBAIMCH C OHMOJNIOTHUECKON
IOCTYITHOCTBIO B Hccienosanuu 06 (3mopoBbie 100poBoubliel) U BeiIcOKUM CL y mamnueHToB ¢
BeICOKMM TokazareneM IFNGS ¢ SLE. Arugponaymad, BBOAMMBIN NOAKOXKHO KaKAble 2 HENEIH
naiieHTaM ¢ SLE ¥ KOXHBIMU NPOSBIEHUSAMH OT YMEPEHHON 10 TSXKENOll CTeneHw,
XapaKkTePU30BAICS HETMHEHHBIMU (DapMaKOKMHETUUECKUMH MapaMeTpamMy, KOTopble ObLH Ooee
4YeM MPONOPLHUOHAIBHBI 103€, 1 HEUTPAIN30Ball MPO(HIIb SKCIIPECCUN T€HOB, HAXOASIIIUXCS MO

KOHTposieM uHTepdepoHa | Ttuma nozosaBucuMbiM oOpa3oMm (¢urypa 6B u ¢purypa 6C). B
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gactHocTH, 150 Mr mim 300 mr armndponymada, MOIKONKHO BBOAMMOIO KaXk[able 2 HENeIH B
TedyeHue 50 Henenb, XapakTepPU30BATNCH HETMHEHHBIMU (PapMaKOKHHETUIECKUMHU MTapaMeTPaMH,
3a cyer d4ero KoHUeHTpauuu Cuough ObUTH OoJiee uyeM NPONOpLUOHANBHBI n03e. Umcio
HeOJIaronpusTHHIX SIBJIEHUN C MpUMeHeHueM aHudponymada mpu MOJKOKHOM BBEIEHUH OBLIO
CXOIHBIM C 4YHCJIaMH, HaOMIOAaeMbIMU MOCJIE BHYTPUBEHHOTO BBENEHUS B Ooyiee KPYITHBIX
ucciIen0BaHusAX nanueHTos ¢ SLE.

[0198] Pesynomamur uccreoosanus 08 nornocmuoio onucanvt 8 Bruce et al. [23], komopuwiii
BKII0YEH 68 OaHHbII OOKYMEHM NOCPEOCMBOM CCHLIKU 80 8Cell CB0ell NOIHOME.

[0199] UccnenoBanne 08 orpaHnuuBaiM HEOONBIIMMH pa3MepamMu o0pasLoB, W
HEBO3MOXKHO CIeNIaTh BBIBOJbI O Ouoyornueckux 3¢ ¢ekrax HCCIEAYeMOro JIEKapCTBEHHOTO
cpeacTsa (HanpuMep, B OTHOIIEHUH KOHLEHTPAIMY KOMIIOHEHTOB CUCTeMbI KoMIuieMeHTa C3 wu
C4 ) wm ero KIMHUYECKOW 3(PPEeKTUBHOCTH. BKIOYEHHE TOJIBKO MALIMEHTOB C BBICOKMMH
NOKa3aTeJsIMHA MPOGUIIST SKCIIPECCUH T€HOB, HAXOMSALINXCS O KOHTpoJeM unTepdepona I tumna
U aKTUBHBIM KOKHBIM 3200JIEBAHHEM TAK)KE OTPAHMYHBAIIO T€HEPATH3YEMOCTh UCCIIEIOBAHUS B
OTHOILIEHWH TALMEHTOB C MOAOOHBIMH XapakTepucTHKaMu 3adoseBanus. MccnenoBanue Obuio
JOTIONIHUTEIbHO OrPAaHUYEHO YBEJIWYEHHEM 4YacTOThl MPOIMYLIEHHBIX 3HAUYEHUNH C TEeYeHHEM
BPEMEHU.

8.4. BmiBOa

[0200] PK anudponymada craOuUiIbHO IEMOHCTPUPOBAIM OIMOCPEAOBAHHOE MUIICHBIO
pacnpeneneHne JeKapCTBEHHOIO CpPEACTBA, IJl€ 3HAYEHUs KOHLEHTPALMM WM BO3AEHCTBUS
CHIDKAJIMCh OoJiee ueM MpPOMOPLHOHAIBHO 103€ MpH Oosee HU3KUX YPOBHAX n03bl. Habmonanu
BBICOKYIO OMOJIOTHYECKY IO JOCTYITHOCTh aHU(POTyMada, BBOAUMOTO MOCPEACTBOM HHBEeKINH SC
B uccienoBanuu 06 (3mopoBbie n00poBosiblibl), cooTHomeHne AUC anudponymada SC wu
anndponymada IV npu menee 300 Mr cocTassuio npuMepHo 87%.

9. NPUMEP 4. Onpenenenue onTUMAJIbHON MOAKOKHON eTUHUYHO 103bI
9.1. Heab

[0201] C uenbro ompeneneHusi ONTUMABHON CXE€Mbl BBEICHHS JO3bI ISl TIOAKOXKHOTO
BBeICHUS] aHu(porymMada aBTOPBI HACTOSIIETO H300pEeTeHUs pa3paboTalid MOMYJISILUOHHYIO
moznens PK u PK/PD, CKOHCTpYHpPOBaHHYIO C MPUMEHEHHUEM CYLIECTBYIOIIETO KIMHUYECKOTO
ucnbiTanuss Ha Jromsx. Ilpumensimm namnbie PK u3 uccnemosammii 04 u 05 daser Il nu
uccnenoarus 1013 ¢assi 11, uToObI ciocobcTBOBaTH pa3zpadoTke nomysiuoHHON Moaenn PK.

[0202] IlepBOHAYaIbHOM LETBIO aBTOPOB HACTOALIETO M300pETEeHHs OBLIO ONpEeneinuTb
703y JUISA TTOIKOKHOTO BBEEHHSI, 00ECTIEUMBAIOINYIO BO3EHCTBIE, SKBUBAJIEHTHOE CTAHJAPTHON
noze 300 mr IV (Q4W) ¢ conyTcTByIOLIEH BO3MOXKHOCTBIO OOJIee PEryJIsIpHOTO BBEAECHHUS J1O3BI,

KOTOpasi MOKET OBITh MpenocTaBjieHa B Oojiee HU3KOM 00beMe. DTO OCHOBAHO HA MOHUMAaHHU
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toro, uro 300 mr IV Q4W obecnieunBaer ontumaibHble KiuHH4Yeckne mnpodpmin PK u
KIMHIYECKYI0 3(ppexkTuBHOCTD (Hampumep, KacaTebHO nocTkeHus: orBeTa coriacHo BICLA),
Kak onmcaHo, Hampumep, B Furie er. al. 2017 [19], xoTopblil BKIOYEH B JaHHBIM JOKYMEHT
MOCPEACTBOM CCBUIKH BO BCEH CBOEH MOJHOTE.
9.2. PesyabTarthl
9.2.1. Ilepeonauanvhulil 66160p 0036l 01 HOOKONHCHO20 66€0eHUA 6 CIyUde aHUppoymaba

[0203] B nepBoHadasbHOM aHajM3e aBTOPbI HACTOSIIErO H300pPETEHHUsS OMpEeNeTuu
KOHKPETHBIE CXEMbl BBENEHHUs J03bl, KOTOpbIE, KaK MPOTHO3HPYETCs, OOECIeYnBaIOT
BO3/EICTBHE, 3KBUBAJEHTHOE TAaKOBOMY, HocThraeMomy c npumeHeHuem 300 mr Q4W IV,
H3navyanbHO OOHApYKEHO, YTO CXeMa BBEAEHHUs 103bl 105 Mr monkoxkHO exenenenbHo (QW)
obecnieunBaer cootHomenne AUC, 6mmskoe k (i HemHOro 6onee yem) 1 (purypa 7A), naxe
eclii mpenmnojiaraemMasi OWoNorudeckass AOCTYIMHOCTb CHHXKajdachb Ha ~7% OTHOCHUTENBHO
3asBneHHON B Tummal et. al. 2018 [8] (BKJIrOUEHHBIH B TaHHBIN TOKYMEHT ITOCPEACTBOM CCBUIKH
BO BCEH CBOEH MOJHOTE) C MPUHSATHEM BO BHUMAaHHE MEXWHAMBHIYAIbHOH BapuabeIbHOCTH
3HaueHnd Omonorndeckoil nocrynHoctu (¢urypa 7B). Ilo Buanmomy, 105 mr nmonkoxao QW
o0ecrieynBaeT TMOJY4YEHHE CPABHUMBIX WJIM  YJIYYIIEHHBIX MEOUAHHBIX  OCTATOYHBIX
koHUeHTpauuil u cynpeccuto IFNGS no orHomenuto k cpaBHuUTebHON Ao3e 300 Q4W mr IV
(¢purypa 8A u ¢gurypa 8B). B pesynprare 3TUX nepBOHAYANIBbHBIX aHAJIM30B BUAHO, 4TO 103y SC
105 mr QW anugponymada cienyer BelOpaTh B kauecTBe 3kBuBasieHTa 300 mr Q4W u, Takum
o0pa3oM, Kak XapaKTepU3YIOLIYIOCS ONTUMAIbHBIM npoduieM 3>PQPeKTUBHOCTE/PUCK I
neueHus: mauueHToB ¢ SLE. BaxHo, B gaHHBIX aHanu3ax NpuHAMaiH, 4ro no3a 300 mr IV
HAXOJUJIACh HA IJIATO KPUBOM 103a-0TBET aHu(pponymadba wiu Obuta OJM3KON K HEMY, T. €. UTO
noBbIlieHre 103bI 3a npenebl 300 mr IV Q4W He obecrnieyuT KakowW-auO0 3HAYUMOM TOJIb3bI
NalMeHTaM, B YaCTHOCTH, MpPU NPUHSTHH BO BHHMAHHUE IOBBIIIEHHOTO pPHCKAa HH(EKLUH,
BBI3bIBAOIIEN OMOSCHIBAIOIINI repriec, B ciiydae 00jiee BBICOKUX J03.
9.2.2. H3zmeneHnnwlii 6s160p 00361 01151 NOOKOIHCHOZO 86EOCHUSL 8 ClyyHae aHUppoiymada

[0204] Takum 00pa3oM, aBTOPBI HACTOSIIErO H300pPETeHHs] MEePBOHAYAIBHO CUUTAU
10Swmr QW ontumanbHoli po3oii  SC  anupponymaba s JedeHust  3a0oJeBaHMS,
onocpenosanHoro IFN I Tuna, Ha OCHOBaHWM MAaHHBIX, NOCTYMHBIX U3 uccuenoanus MUSE,
uccnenosanus 06 u uccnenosanust 08. OgHako s moaTBep K AeHUs BbiOopa no3bl 105 mr SC
aBTOPBl HACTOALIETO H300pETeHHs TPOBOAWIN JOMOJHUTENbHBIA AaHANN3 JaHHBIX W3
kimHmuecknx ucnbitanuii TULIP I (uccnenosanue 04) u TULIP 11 (uccnenosanue 05).

[0205] C  uUCHOJSB30BaHUEM  JOMOJHUTENIbHBIX  JAHHBIX  IPOAEMOHCTPUPOBAJIH
COOTHOLUEHHE mnojoxutenbHoe Bo3aencTBue-BICLA y manueHTOB C BBICOKMM MOKa3aTeleM

IFNGS. HeoxunaHHO JaHHOE COOTHOLIEHHE HAOMIonaimu faxe B mpenenax rpynms!l 300 mr IV
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Q4W (durypa 9A u ¢purypa 9B). Oteer cornmacio BICLA B mpenenax rpymnmbl NaldeHTOB
300 mr IV Q4W, crnenosatenbHO, ObuT BapuaOenbHbIM. Jlorucruueckass perpeccust Hemenu 52
oreera coracHo BILCA y maumeHnToB moareep:xnaaia, uro sozaeiicrsue PK npencrasisiio codoit
3Hauumyto kosapuaty kak B TULIP I, tak u B TULIP II. beuto oOHapyskeHO, 9TO Caye ABISETCA
CTaTHUCTUYECKU 3HAYUMOW KakK B aHAJIU3€ BCEX, KTO MpPHILNEN, TaK U YYaCTHUKOB C BBICOKUM
nokasareneM IFNGS, kro 3aBepmmn kypesl jgeuenus kak 8 TULIP I u 8 TULIP II He3aBucumo,
tak U B oObenmuHeHHoM aHanm3e TULIP I u TULIP II. 3aBHCHMOCTH BO3I€HCTBHE-OTBET,
AeMOoHCTpHupyromue Oonee BHICOKYIO Caye, KOppeTUpOBad ¢ 00OJiee BBICOKMMH TOKA3aTENSIMU
corimacio BICLA u SRI(4) B o0benunenHbix nanHbix u3 uccnenosanuii TULIP I u TULIP IL
JIpyruMH CJIOBaMH, CYIIECTBOBaja BapuaOeNbHOCTb, 3aBUCUMAasi OT BO3IEHCTBHS, B OTBET Ha
anudponymad, Cpean MaueHToB ¢ BOITYaHKON, KOTOpbiM BBOAWIH 300 Mr Q4W IV (¢purypa 9A
u ¢gurypa 9B).

[0206] Heoxxunanuo, Takum obpazom Obuio oOHapyskeHo, uto nmo3a 300 mr IV Q4W
HAXOIUTCS B Hayaye TUIATO KPUBOH BO3IEHCTBHE-OTBET, B TO BpeMs Kak CyOonTHMasbHas 1032
150 mr IV Haxonutes B 001acTH YKIIOHA KPUBOH Bo3nelicTBre-oTeeT (purypa 10A). Benencraue
JaHHBIX AHAJM30B aBTOPBI HACTOSIIEr0 M300peTeHus: ompenenmwin, 4rto no3a 105 mr QW nmns
MOJIKOYKHOTO BBEICHHSI (paHee CuuTaBIIasics: SkBuBaieHTHOM no3e 300 mr IV Q4W) He obecnieunt
onTUManbHbI OanmaHc 3QQPEKTUBHOCTH U O€30MaCHOCTH Y MALUEHTOB C BOJYAHKOH. ABTOPBI
HACTOSIIEr0 M300peTeHHs], TAKUM 00pa3oM, peLIrin BbIOpaTh Ipyryio a03y i BeeneHus SC,
KoTtopass Oyner obecrnedunBaTh OcCiabiieHHE BIUSHUS BapUaOENbHOCTH B OTBETE MOMYJSALUH
NALUEHTOB ¢ BOIYaHKOM.

[0207] B wutore, B pe3yapTaTe NepBOHAYAIBHOIO aHAIN3a MPEANOJAraloT, YTO BBEICHUE
J03bI U151 TONKOKHOTO BBeAeHus: 105 mr QW anugponymada Oyaer 1ocTurathb o MeHbIIei mepe
cxomHo ¢ dexkTrBHOCTH, uTO U 300 Mr IV Q4W. OnHako, HEOKUIAHHO MOCIIE JOTIOTHUTEIBHOTO
aHaJN3a HOBBIX JOCTYIHBIX JAHHBIX JOMOJHUTEIbHBIX UCCIENOBAHUMN, IPOBEIEHHBIX aBTOPAMU
HACTOSIIIETO M300peTeHUs, ObUIO YCTAHOBJIEHO, YTO KOHLIEHTPALUS JAHHOH O3Bl €KEHENENbHO
(QW) moxer ObITh TOBBIIIEHA 0O€3 NOCTHIKEHUS MAaKCHMAJbHOTO TMOPOTOBOTO 3HAYEHUS B
YCIOBHAX OMONIOTHUECKON AOCTYNHOCTH U 3¢ dexkruBHOCTH. [{pyrumu ciosamu, no3a QW moxer
ObITh MOBBIIIEHA 32 Tipeaens! 105 Mr s obecriederns qaxke OONMBINNX KOHLEHTPALMH B IIa3Me
kpoBu u cynpeccnu IFNGS u ymeHbinenust HaOmogaeMol BapuabeIbHOCTH OTBETa Y MALlEHTOB
¢ SLE. Jlo3a 105 wmr, ciegoBarebHO, Oyaer cyOOnTUMAIBHOM.

[0208] HeoxxunmaHHble OMOJMHUTENbHbIE JaHHbIE TI0 KPUBOH J03a-OTBET ObLIH
JOTIONIHUTEIPHO BaJMAMPOBAaHbl C MOMOLIBK JAEMOHCTPUPOBAHUS TOrO, YTO BEPOSTHOCTD
COOTBETCTBUSI pesieBaHTHOMY 0TBeTy coriacHo BICLA (y mauueHTOB ¢ BBICOKHM IOKa3aTeseM

IFNGS) noBblmanace B ClOy4ae €XKEHENeJIbHOrO IOJKOKHOTO BBENEHUS C MPUMEHEHHEM
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KOHLIEHTpaluii Bbime deM pno3a 105 mr (tabauma 9-1). OTH naHHbIE JOEMOHCTPUPYIOT
HEOXXMJAHHOE PACIOJIOKEHHE IIJIaTO KPUBOH 03a-0TBET (HANpUMep, IPHU MOAKOKHOM BBEIECHHH),
KOTOpOE CIBUTAeT BIPABO [03bl, NoBblmaromuecs Oonbumie 105 mr (¢purypa 10B), uro
MOKAa3bIBAET TO, YTO MakKCHUMalbHOro orBeTa corjlacHo BICLA B AelCTBUTEILHOCTH MOKHO
IOCTUTHYTh C TpHMEHeHueM Jn03bl Oojee 105 Mr m uyro Oomee BbIcOKas no3a Oyner
NpEAnoYTUTENbHON (Tadauua 9-1).

Tab6auua 9-1. llpoeuuposanue 3¢ ¢pexTuBHocTy SC Npu yCI0BHU OTCYTCTBHSA

3aJep:KeK/NMPonyCcKOB B BeAeHHH J03bl.

00 Mr SC QW 105w SC QW 120w SC QW 135w SC QW 150 M SC QW

DKBHBaJIEHT ~300 mr | IV Q4W ~<400 M IV | ~<450 Mr IV | <500 vr IV Q4W
IV qo3m QAW Q4w ~300 Mr SC Q2W

CooTHONIEHHE
MeIHaHHCHA
Cae SCQWK 0,92 1,14 1,36 1,59 1,81

0 M IV
QAW
% 3,3% 9,4% 20,1% 33,5% 48,9%
TIPEREINIEHHS
95-ro
MTPOIIEHTHIIS
300 mr IV
% 0,3 1,8 5 11% 21%
MepPEeKphIBAHUS
¢ >5-M
MPOLIEHTIIEM
1000 vr IV
% TIAIMEHTOB ~86% ~94% ~08% ~09% ~100%
C BBEICOKHMM
IFNGS ¢ 55%
MAHCOM
OTBETA
COITIACHO
BICLA
% TIAIIMEHTOB ~10% ~23% ~38% ~55% ~68%
C BEICOKHM
IFNGS ¢ 60%
MAaHCOM
OTBETA
COITIACHO
BICLA

9.2.3. buonocuueckas OocmynHoCcmb GHUPPOIYMADA A6/1AEMCA 6 BbICOKOI CMEeneHu
sapuadenvnoil

[0209] [Tocne  OOMONHHUTENBPHOTO  WMCCIENOBAHUS  OUOJIOTMYECKOW  JOCTYIMHOCTU

aHngponaymaba aBTOPBI HACTOSILNETO H300PETEHUs OTKPBUIM, YTO CPEAM DPA3HBIX MAIMEHTOB

MOXET CYIIECTBOBAaTh HEOXKMIAHHO BBICOKUII ypOBEHb BapuabeIbHOCTH B OHOJIOTHUECKON
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IOCTYITHOCTH aHu(ppoymMada rnocie noakoXKHOTO BBeAeHHs. BbIcokuil ypoBeHb BaprHaOeIbHOCTH
B OMOJIOTMYECKON OCTYMHOCTU aHu(poiymMada He NMPUHUMAJICS BO BHUMAHUE B MPEAbIAYIINX
UCCIIENIOBAHMAX, B KOTOPBIX 3asBisiercss Oonee yeM 80% Owmosormueckass JAOCTYMHOCTb IPH
nonkoxHoM BeeaeHnu (cM. npumep 3) [8]. bbuto oOHapyxeHo, 4To OHOIOrHUYecKast JOCTYITHOCTb
(F1) anudponymada B uccnenosanuu 08 (maruentsl ¢ SLE, SC) cocrasisier 81% y 310pOBbIX
I0OPOBOJIBLIEB C IPUMEHEHUEM MOMYIILUOHHOM Moaenu PK (Tadaununa 9-2).

Ta6nauna 9-2. Buosoruyeckasi A0CTYNHOCTH aHH(PoOIyMada HA OCHOBAHHH Pe3YJIbTATOB

310POBBIX 100POBOJIbLIEB

CL (srrcoxuii IFNGS) 0,193 JI/neHn -
CL (rzxwii IFNGS/HVs) 0,153 Jl/nenn 0,146,036 Jl/xeHs
nv: CL. 0,109 (CV: 33,1%) 0,0431 (CV: 20,8%)
F1 - O.812+0.12
Ka - 0,274+0,124 ]I/ n1eHp
V: Ka - 0,221 (CV: 47%)

[0210] ABTOpPBI  HACTOSILETO

n3o0pereHus

MPOBOJAUIN

BHEIIHIOK  IIPOBEPKY

uccnenosaaus 08, Ph2 SC mpu SLE ¢ mnpumenennem wmozenu PPK, paspaGoranHOl ¢
NPUMEHEHHEM 3710pOBBIX n00poBonbleB W mauueHToB ¢ SLE u3 wuccnenosanus IV mns
orpesesneHus1 ONOJIOTHYECKON JOCTYIHOCTH B MOMYJISLIUH C BOITYAHKOM.

[0211] I'myOokuii aHanu3 naHHBIX uccienoBaHus 08 OTKPbUI, YTO HA OHOJOTHYECKYIO
JOCTYIHOCTb OKa3biBaeT BiausiHUMe MecTO SC BBeAeHUsA. B 4acTHOCTH, NpU NPOBEACHUM OLICHKU
Ononornyeckoit nocrtymHoctu 300 Mr mpu BBEJEHMH B JKHMBOT HO cpaBHeHuto ¢ IV Obuio
YCTaHOBJIEHO, 4TO Onosorudeckasi noctymnHocth (F1) cocrapnsier 85,4% no cpaBHeHHo ¢ 81% B
cilydae, €Cclii MeCTa MHbEKIUM He NMPUHUMAKOT B paccMmorpenue. B cuiy 3Toro Ciroughs TOCTE
UHBEKLUU B OEApO MMeeT TEHAEHIMIO CTPEMUThCS BHU3 MO CPABHEHUIO C UHBEKLIHEH B JKUBOT
(¢urypa 11A u ¢urypa 11B). [TosTroMy HEOKUTAHHO OBUT ClIENAH BBIBOJ, YTO OHMOJIOTHYECKAs
JOCTYITHOCTb MOKET B AEHCTBUTENBHOCTU COCTaBJIATh TOJbKO 70%, mpuHMMas BO BHUMAaHHE
BapruabeNbHOCTh BCIENCTBHE MECTa WHBEKIMM U Ooliee BBICOKYIO BapuabenbHOCTh B
OMONOTNYECKOl TOCTYIMHOCTH Y MAalueHToB ¢ BouaHkol (SLE) mo cpaBHEHHIO CO 310OpOBBIMH
no0poBosbiamMu. BaykHO OTMETHTB, €CJTU TOMyCKau Onosorndeckyro noctymHocts (F1) 81-87%,
u3Ha4aIbHO mpoektupoBau 105 Mr mis obecniedenus: Caye, cpaBHUMOU ¢ TakoBoH 300 mr IV
(¢purypa 12). HaoGoport, ecniu oneHeHHast OMOJIOTHYeCcKasi JOCTYITHOCTh CHIDKaIach 10 ~70% wmiun
menbIne, MeananHast Caye 10361 105 Mr QW 11t monkoKHOTO BBeneHus naaana Hiske 1 (gpurypa
13A, ¢urypa 13B u Tadauna 9-3).

Tabauua 9-3. buosiornyeckasi A0CTYHOCTh aHU(poJIyMada
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Buonoruveckasi | 90 mr SC 105 mr SC 120 mr SC 135 mr SC 150 mr SC
AOCTYNHOCThH QW QW QwW Qw QW
82% 0,92 1,14 1,36 1,59 1,81
~70% 0,73 0,92 1,11 1,31 1,49
~60% 0,57 0,73 0,89 1,06 1,22

3navenust = meauaHHasi Cave 10 300 mr IV; SC= mogkoxHbIi
[0212] Kpome Toro, nabmromanoce HexenatenbHoe 30% mnepekpbiBaHue Cave MEKIY
105 mr SC QW wu cybonrumansroit IV no3oii, 150 mr Q4W, no cpaBHeHuto juiib ¢ 16%
NepeKpbIBAaHUEM,  HAOMIOJAeMbIM,  €CJIM  JONYCKadu  OHOJOrMYEeCKYK)  JOCTYIHOCTb,
cocrapysironyto 81% (purypa 13A). Ognako ecnu npumensuia 103y 120 mr SC, nepekpbiBaHUe
Cave ¢ mo30i1 150 mr IV Ob110 MEHBIIIMM YeM MEpeKpPbIBAHNE C ONTUMAIbHOHN 10301 IV 300 mr IV,
Jake eClTU TOMyCKaJIH HU3KYI Onoyornueckyro noctynmaocts 70% (¢urypa 13B). Kpome Toro,
noza 120 mr SC QW xapakrepusoBasacb MUHUMAJbHBIM ME€pEKPbIBAHUEM C HeEKeIaTeJbHOM
nozoit 1000 mr IV (¢purypa 13C), npu KOTOpOH prUCK HHPEKINH, BBI3BIBAIOIIEH OMOSICHIBAIOIINN
repniec, nosbimaercs (gpurypa 15). {oza 150 mr SC QW xapakTepu3oBajiach HEKeIaTeIbHBIM
nepekpbiBaHreM ¢ 10301 1000 mr IV Q4W. Eme 6onee HEOXKHIaHHO CPOEKTUPOBAHO, UTO 1032
SC 120 mr wim Oompine xapaktepusyercst Oonbimelt cynpeccueld PD (tabauma 9-4), dem
nomnyckaemasi ontuMaibHas 1o3a 300 mr IV (Tadauna 9-5).

[0213] Bribop no3el Beiune uem 105 mr, mpeamoututesibHO 120 Mr Wiu BbIIIE, TAKUM
oOpazom obecrieunBaeT ONTHMU3ALUIO BO3JEHCTBUE-OTBET IMyTEM MHUHHMU3ALUU BIUSHUS
BapUa0EeNbHOCTH Hayasia MPOSIBJIEHHUS OTBETa M OMOJIOTMYeCKOW JOCTYMHOCTH Y MALIUEHTOB C
BosuaHkoi (Hanpumep, SLE) (Tabauua 9-4, purypa 14A, purypa 14B). JToza SC, sBisroiasicst
Hwke 150 mr QW, Takske sIBIISIETCS JKeJIaTeIbHOM AJIs1 CHYDKEHUS pUCKa WH(EKIINH, BHI3bIBAIOIIIEH
omnosickiBarOIuii repriec (purypa 15).

Ta6nauua 9-4. Paccunrannbiii % cynpeccuu PD B Henenio 24, noza SC

SC Cynpeccus WK24 (%)

Jlo3a (mr) 75% 80% 90%
90 89,0 84,6 63,8
105 92,9 89,8 69,2
120 94,8 91,9 74,2
135 96,0 93,9 75,8
150 96,5 94,6 80,2

Tabauua 9-5. Paccuntannbil % cynpeccun PD B Heaesro 24, no3za 1V

1A%

Cynpeccust WK24 (%)
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No3a (mr) 75% 80% 90%
300 74,2 683 42,5
400 82,9 77,9 54,7
450 85,9 80,8 56,4
500 88,7 84,8 62,5
600 92,7 83,8 68,9
1000 96,9 945 80,2

Jo3br 120 Mr u 135 mr QW ocobeHHO 00ecneunBarOT NnpHeMyeMble TpOQHIH

nonb3a-puck. IIpu nozax 150 mr QW wnnu Bblle CyLIECTBYET MOBBILIEHHE PUCKA B OTHOLIEHUU
6e30macHOCTH, HAITPUMED, TIOBBILIEHHE PUCKA OMOSICHIBAIOLIETO T'epreca y MalueHTOB, TPHHUMAsT
BO BHUMaHUe, 4to 103a SC 150 mr QW sxBuBanenTHa 1000 mr IV Q4W (¢purypa 13C, purypa
15A). Jlo3y 1uist MOIKOKHOTO BBENIEHUS, COCTaBISIOIIYI0 MeHee 150 mr QW u Gonee 105 mr QW,
CJIEIOBATEbHO, ONPENEININ KaK MPEANOYTUTENbHYO A03Y. Jl03y A MOAKOXHOTO BBEICHMUS,
coctapysironyro MeHee 150 mr QW u meHee wmim paBHyro 135 mr, ompenmenmnu kak Oonee
MPEANOYTUTENBbHYD A03y. /Jlo3y Ay MOAKOKHOTO BBEAEHHs, COCTaBJSIOyr0 120 mr,
ONpEEeININ KaK ONTUMAJIBHYIO A03Y.

[0215] B urtore, aBTOpBI HaCcTOSIIIIETO H300pETeHUs OOHAPYKUJIH, YTO ONTUMAJIbHAS 1032
ISl TIOJIKO’KHOTO BBeeHUs aHu(poaymada, Kak BHa4dasle MOTJIO ITOKa3aThCs, cocTaisier 105 mr
QW, npuHMMas BO BHHUMAaHUE INpENBAPUTEIIbHBIE NaHHbIE, KOTOPble OBLIM paHee IOCTYITHBI
(¢purypa 15). OpHako JONONHUTENbHBIE JaHHBbIE M AaHAJIM3bl MO3BOJMIN HEOXKHUIAHHO
00Hapy kuTh, 4To 032 105 Mr QW mnu Hike OyZeT HemOCTaTOYHON O30 JJIsl 3HAYUTEIbHOM
nosu naueHToB (purypa 10B, Taéanuna 9-3). Takum 00pa3om, 0COOEHHOI MPEUMyIIeCTBEHHON
CXEMOW BBEACHUS O3Bl MPOJEMOHCTPHUPOBAHHON aBTOPAMU HACTOSIIErO M300peTeHUs, ObLIH
no3bi 0osiee yem 105 mr QW. OmnpenesieHo, 4To 0COOEHHO ONTUMaJTbHAs 103a cocTaBsuia 120 mr
nonkoxkHo QW, kortopas skBuBanieHTHa npumepHo 400 mr IV Q4W, B 3aBucumoctu OT
OLIEHEHHOH Omosnornyeckoi nocrynHoctd. OnrumanbHast 1o3a SC, cieoBaTebHO, HEOKUIAHHO
sBysieTcst Ha Oonee yem 30% BbIIIE TO3bI, KOTOPAsi CUUTANACh ObI ONTUMAIBHONW Ha OCHOBaHHUHU
mumb cpaBHeHHs ¢ 300 mr IV Q4W u paHee nmpuHHMaeMoil OMOJIOTHYECKOH IOCTYITHOCTH
anudponymada. Jpyrumu crnoBamu, mansable uccienosanus 06 (300 mr IV mo cpaBHEHHIO C
300 mr u 600 mr SC (;3kMBOT) HAOT OCHOBAHUE MPENIIONAraTh, YTO OHOJOTHYECKAas JOCTYITHOCTD
anudponaymabda cocrasisier npudmmuTensHo 86% (cpasHenue 300 mr SC ¢ 300 mr IV). OxHaxo,
HEOXXKHJAHHO B JOMOJHUTENbHOM aHanmuze uccienoBanus 08 (150 mr m 300 mr SC, Q2W)
o0OHapy>keHO , uTo 3HaueHHs Cough TIOCIIE HHBEKIIUN B OepO 001aqat0T TEHACHLUEH CTPEMUTCS

BHHU3 110 CPABHEHUIO C MHBEKIMEH B KUBOT. TakuM 00pa3oM, YCTAHOBJIEHO, YTO OMOJIOruyecKast
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IOCTYITHOCTh COCTaBiIsieT NpuOIM3uTenbHO 81%, ecnu MecTta WHBEKIMHM HE NPUHUMAKOT B
pPaccMOTPEHHE HAa OCHOBAHWU MOJIEIMPOBAHUS U CHMYJISILIUU, HO MOKET COCTABJIATH JHLIb 70%,
nonTeepskaasi Bbioop po3bl SC Boime uem 105 mr QW (¢urypa 14).

[0216] ABTOpPBI  HACTOALIEr0  HM300peTeHHUss  TakuM  00pa3oM  HEOXKHIAHHO
MPOIEMOHCTPUPOBAIIH, YTO 103a, cocTaisitoimas 6osee 105 mr SC QW u menee 150 mr SC QW
u ocobenHo nosza 120 mr QW (a) obecmeumBaer Makcummszauuio 3(pdexkTuBHOCTH IpU
noA/iep>KaHUK npremiieMoro npoduis 6ezonacHocty, (b) yMEeHbLIAET BIUSHUE BapHAOEIbHOCTH
B OMOJIOrMYeCKON IOCTYMHOCTH U (C) YMEHBIIAET BIHMSHHE BapHaOENbHOCTH B Ha4alie OTBETA.
Taxum obpazom, BBeneHue 1036l Oosiee 105 Mmr QW o0BsICHSIETCSI MPEUMYIIECTBEHHO BapHaIHei
B OMOJIOTHYECKOW AOCTYMHOCTH, YTO MPHUBOAHT K YJIYYIIEHHOMY TEPAreBTHYECKOMY BBIXOZY.
Hoza wmenee 150 Mr QW ofecmeunBaeT yMEHbIIEHHE pHUCKAa HH(EKLUNH, BBI3bIBAIOLIEH
ONOSICBIBAIOLINI Teprec.

[0217] ®dapMaKOKHMHETUYECKHE NTaHHbIE Yy 3I0OPOBBIX N0OpoBObIEB (ucciaenoBanue 06
[Tonpko monpasznenenue 1V]) u y nmanuento ¢ SLE (uccnemosanust 1013, 02, 04 u 05) taxske
OOBEOUHIN [JIsI OLIEHKH IapaMeTpPOB BIHAHUS KOBapuaT, TaKUX Kak JaeMorpaduyeckue
napameTpsl U TECTbI PYHKIIMHU MTOUEK/TIeueHy, B oTHoeHn! Bo3aericTeust PK. bouto obHapy:xeHo,
YTO MAILMEeHTHI ¢ OoJiee BHICOKMM 3HAYEHHEM BECa TeJla U BBICOKMM 3HAYEHHEM TecTa MPOduIIs
IFN I Tuna xapakTepu3yrTCs B 3HAUUTENbHOH cTerneHn Oosee BICOKNM KirpeHcoM (CL) u Oonee
HU3KUMH KOHIEHTpauusMu. OJHAKO, HEOKUAAHHO OTCYTCTBOBAJIO KIMHHYECKH PEJIEBAHTHOE
BJIMSTHHE STHX KOBapuar Ha 3(QPeKTHBHOCTh U Oe3omacHocTh. HeoxxnnanHo ObLIO 0OOHAPYKEHO,
YTO Jpyrue KOBAapHUaThl, OTHOCSINMECS K JPYIMM KOHKPETHBIM MOMYJISALUSAM, OLICHEHHBIM B
HONYJIIHOHHOM MojenupoBaHun PK, He sBISIOTCS 3HAYMMBIMH, BKJIHOUAsl Pacy/STHHYECKYIO
NPUHAJIEIKHOCTB/00IAaCTh, BO3PACT, TOJ, TECThI (PYHKIMH MTOYEK/TICYSHH, CTAHIAPTHYIO TEPATTHIO
(mampumep, OCS, mpoTHBOMASPUITHOE CPEACTBO, a3aTUONPHUH, METOTpEeKcaT, MUKodeHomara
mMoerus, MUKO(DEHONOBYO KHCIOTY, Mu30puOMH u NSAID) u 0OBIMHO mNpUMEHsIEMbIE
MenuuuHCKHe npenapatel y nanueHToB ¢ SLE (uaruouropsr ACE u uaruburoper HMG-CoA-
penyKTasbl).

9.3. BbiBOA

[0218] ABTOpBI  HACTOSAIIETO  HM300pETEeHUsT  NPONEMOHCTPUPOBANM, YTO 11032
aangponymada menee 150 mr Q u 6onee 105 mr QW Oyzner obecnieunBathb Caye IO MEHBLIECH Mepe
CXOAHYI0 WK naxe Boimme TakoBoit 300 mr IV Q4W Ha mpotsokennn 52 Henens. Jloza 120 mr SC
QW Oyner ocobenno obecreunBath 3(PQPEKTUBHOCTh, MO MEHBIIEH Mepe 3KBHBAJICHTHYIO
TAKOBOH, NpPOAEMOHCTpupoBaHHON ana no3bl 300 Mr IV Q4W y nanueHToB ¢ BOJYAaHKOM.

JlononHuTeNbHO OOOCHOBAaHHO MPOAEMOHCTpUpoBaHo, 4to po3a 120 mr SC QW Oygmer
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obecnieunBaTh 3¢ PEKTUBHOCTD, MPEBBIIIAIOIIYI0 TAKOBYIO, MPOAEMOHCTPUPOBAHHYIO IS TO3bI
300 mr IV Q4W.

[0219] Ha ocHOBaHMH AaHHBIX, MPOJEMOHCTPUPOBAHHBIX B JAHHOM JTOKYMEHTE, OblLIa
BbIOpaHa 1032 [N TOJKOXXHOTO BBeAeHMs aHu(ponymada JIJsI  MHOTOLEHTPOBOTO
PaHAOMHM3HPOBAHHOTO JIBOMHOTO CJIETIOrO IIaneb0-KOHTPOJIUPYEMOro HccienoBanus (assl 3, B
KOTOPOM OLIEHHBAIOT 3(h(HheKTUBHOCTD U 6€30MacCHOCTh aHU(ppoyMada MPH MOIKOKHOM BBEIEHHH
y B3pocinbix naimeHToB ¢ SLE. B utore, ase no3s! anudponymada SC (150 mr u 300 mr kaxbie
2 vepenu [Q2W]) onenuBanu B 3aBepiieHHOM uccienoBanuu SC ¢aser 2 y manuentoB ¢ SLE ¢
BBICOKUMH pe3ynbraTamu Tecta npoduiast [FN [ Tuna u akTHBHBIM KOXXKHBIM 3a00JI€BaHUEM
(uccnenoBanue 00). IlepBuuHbIe KOHEYHBIE TOYKH (hapMaKOKUHETHYECKUX
(PK)/dpapmakonnnamuueckux (PD) mokasareneii uccienoanus SC das3sl 2 aHaIM3UpPOBAIN B
Hemenmo 12 u oueHuBanu 0e30MACHOCTh M MepeHOCUMOcTh BBeaeHuss SC anudponaymada 1o
Henenu 52. Ha ocHoBanmm nanHbix PK/PD wmccnenmoBanust daser 2 SC a Takke NaHHBIX
uccienosanus [V anudponymada noszy 120 mr QW BbIOUpayu 1j1si 5TOr0 JAHHOTO UCCIISIOBAHMS
SC ¢da3wr 3 nnst obecrieyennsi CpaBHUMON U He ycTynaromei cpennell koHUeHTpaunn (Caye) €
300 Mmr IV 3a onmHy UWHBEKIMIO, U, CJIENOBaTENIbHO, ycTaHoBjieHo, uyto 120 mr SC QW
o0ecreunBaeT Mo MEHbLIeH Mepe cXOnHYI0 3¢ dekTuBHOCTE ¢ 300 Mr IV Q4W.

[0220] IIpuHuMmast BO BHUMaHUe U3MEHEHNe UHTepBana BBeneHus 1036l ¢ Q4W no QW u
obecrieunBast Mo MeHbIIel Mepe CXOAHYIO Caye, IPEAIIONATAIOT, YTO OCTATOUHBIE KOHLIEHTPALUU
B ciay4dae 120 mr SC QW OyayT Bbiie, ueM TakoBbie B ciiydae 300 mr IV Q4W, u, cnenoBatebHO,
OXKHIAIOT, YTO OHU oOecrednBaroT 3kcnpeccuro PD He ycTynaromyro TakoBoit B ciydae 300 mr
IV. Kpome Toro, Cave B ciyudae 120 mr SC QW Ha mpoTspkeHun 52 Henenb XapaKTepU3yeTcs
MHUHHUMAJIbHBIM MepeKpbIBaHueM ¢ KOHIeHTpauuei 1ist 1000 mr IV (oLieHeHHOH B UCCIIeIOBaAHUH
dasbl 2b 1013), xoTopasi, kak ObLIO MOKA3aHO, SIBJISIETCS OE30MaCHON M MIEPEHOCHUMOMN, M, TAKHM
obpasom, robast 1o3a, SkBUBaieHTHas 103e Hike 1000 mr IV Q4W, cuurtaercs: 6e30MacHOi.

[0221] Oskupaercsi, uto pa3paborka nytu BBeneHust SC ¢ mpumenennem APFS Al nns
aHudpoaymada odecrnednBaeT MOBBIIIEHHOE YI0OOCTBO U THOKOCTh B OTHOIIEHUU BBEICHHUSI TO3bI
U TIOHWKEHHOE BO3/CHCTBHE B OTHOLICHWH PHCKa WH(EKIHH, CBSI3aHHOTO C KJIMHUYECKUMH
BU3UTAMH Uil BBEACHHUs A03bl (BKIrodas Oe3 orpanmueHus rpunn win COVID-19), nns
MAIMEHTOB W/ MJTH TIEPCOHAIIA 110 YXOAY | IS YIIYUYILISHUs JOCTYITHOCTH JIEUYEHHST 1 COOTBETCTBHSI.
10. IPUMEP S. CooTHomeHue MEXKAY (papMaKkoKHHETHYECKHUMH,

(papMakoAMHAMHYECKHMH MNOKAa3aTeJsIMH H J(QPexTUBHOCTBI0O aHH(poaymada Yy

MALUEHTOB ¢ CHCTEMHOH KPACHOHN BOJTYAHKOM OT YMEPEHHOH 10 THAKEJIOH CTeneHn
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10.1. Pedepar

[0222] Ilensto JIAHHOTO HUCCJICIOBaHUS OBLIO BBISIBUTD COOTHOIICHUS
(bapMakOKHHETHYECKUX/PapMaKOMMHAMMYECKIX  MapaMeTpoB U (apMaKOAMHAMHUYECKUX
napameTpoB/3¢dexTuBHOCTH aHu(ppoaymMada, aHTUTeNna K peuentopy unrepgpepona I tuma, y
MAIFEHTOB C CUCTEMHOM KPacHOH BOJTYAHKOM OT yMepeHHO# 10 Tsokenol ctenienu (SLE). JlaHHbIe
OObeAMHsIN U3 PAHAOMU3UPOBAHHBIX S52-HEAENbHBIX IUIALE00-KOHTPOIUPYEMBIX HCIIBITAHUN
TULIP-1 u TULIP-2 anudponymada BayTprBeHHO (150 mr/300 mr, kaxxasie 4 Henenu [Q4W] B
TeyeHue 48 Henenb). PapMakOIUHAMUYECKYO HEUTPATU3ALUIO U3MEPSITH C TIOMOIIBIO PO IS
SKCIPECCUH TeHOB, HAXONSALIMXCS 1O KOHTposieM uHTepdepona I tuna, nis 21 rena (21-IFNGS)
y NalEeHTOB c BBICOKUM MoKa3aTesieM IFNGS. CootHoleHue
(bapMakoKUHEeTHYECKUX/(PapMaKOJUHAMUYECKUX TOKa3aTeNleld aHaIU3upOBAd Tpapuvecku u
MOZEJTUPOBAIIN C TPUMEHEHNEM HEJIMHEHHON MO CMeIIaHHbIX 3P PeKToB. 3HAYSHHS YaCTOTHI
OTBETa COTJIACHO KOMIUIEKCHOW OLIEHKE BOJMAHKH HAa OCHOBE BpUTAHCKOI TIpymIibl MO OLEHKE
Bodanku (BICLA) cpaBHuBanu cpenu kBaptiied Heurpammsamuu 21-IFNGS. Bcero 819
NMaleHToB nonydanu 1 ao3y wim Oosbine anudponymada winm mianedo, U3 KOTOphIX 676
XapaKkTepU30BATUCH BEICOKUM MokaszareneM IFNGS. Ha nporsoxkernn 52 Hepenb 6osee BbICOKHE
CpenHue KOHIEHTpauuu aHugposymada B CBHIBOPOTKE KPOBH OBUIM aCCOIMHPOBAHBI C
NOBBILIIEHHON MeananHoi Helrpanm3anment 21 IFNGS, xoropast Obuta ObICTpON U yCTOWYHBON
npu 300 mr anudponymada (Oonee 80%, nemenu 12—-52), Huxe u 3amenneHHod mpu 150 mr
anupponymaba (Oonee 50%, Hemenst 52) u munumanbhoi npu rianedo. J[ons mamueHToB C
OCTaTO4YHOI KOHUeHTpauueir anudponymadba B Hememto 24 (Cuougn), mpesbimaromen ICgo
(3,88 mkr/mu), O6buia Boime npu 300 Mr anugponymada o cpaBHeHuro ¢ 150 mr aHugpoirymada
(~83% 1o cpaBHeHHIO ~27%), IO TpUuKHE OoJiee BHICOKOH oleHeHHON MequaHHOU Cirough (15,6
no cpaBHeHuto ¢ 0,2 Mxr/mut). 3HaueHus: 4acToThl orBera coryiacHo BICLA moBbImaauce ¢
Hewrpammzanuen 21 IFNGS; Oonbine manmenToB umenu oteer coriacHo BICLA B xBaprtuie
HauOoNbIIeH HEWTpaM3aluK 10 CPABHEHUIO C HAUMEHbINeW HeWTpanu3anuedl B Hemenmro 52
(58,1% mno cpaBuenuo ¢ 37,6%). B 3akmouenue, 300 mr anudponymada IV Q4W ObicTpo,
3HAYUTENBHO U ycToiunBo HehTpamu3oBain 21 IFNGS u ObuiH acCOIMUPOBAHBI ¢ KIIMHHYECKOM
3¢ (EeKTUBHOCTBIO, YTO OOOCHOBBIBaeT cxeMy BeeneHus 1036l 300 mr IV y manumentos ¢ SLE u
cooTBeTcTBYOIMYIO 103y 120 mr SC.
10.2. Beeaenue

[0223] Cucremnast kxpacHas Bomuanka (SLE) mpencraBisier coboli  XpOHHUYECKOE
AyTOUMMYHHOE COCTOSIHME, XapaKTEepHU3YIOLIleecs HapylIeHHEeM pPeryJisilui BPOXKISHHOTO U
aZanTHBHOTO HWMMYHHBIX IyTeH, T'MIIEPBOCHAIUTENBbHBIMU KackagaMH Mepefaddl CUrHaja Hu

UMMYHHbBIMU OTJIOKCHUSIMU B TKaHAX, KOTOPBIC MOIYT O6YCJ'IaBJ'II/IBaTb HeO6paTI/IMOG
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MOBPEXACHNE KIU3HEHHO-BAXXHBIX OpraHoB. IlyTe nepenaun curnana narepdepona (IFN) I tuna
urpaer poib MHcTpymMeHrta B maroreHese npu SLE. Bce 5 kmaccos IFN I tuma (o, B, €, K, ®)
aktuBupyroT perenrop IFN-a I tuna (IFNAR), koTopblii onocpenyer HUCXOAALIYIO Mepenaydy
CUrHaJa Juid CcTuMyjsinuu  peryaupyemoil IFN  TpaHCKpUNLMM TI'€HOB, H3MEPEHHOU C
NPUMEHEHHEM MNpOQMIS SKCIPECCUU TI'eHOB, Haxomsummxcs nox koHrponem I[FN (IFNGS).
ITosbimennenii nokasarens GS IFN I tunma B kpoBu mim TkaHu HabOmomaercst y 50%—-80%
nanuenToB ¢ SLE 1 accoLMpoBaH ¢ MOBBILIEHHOH aKTHBHOCTBIO 3a6071eBanus. \O1° TTanuenTs! ¢
BbICOKMM Tokazaresnem IFNGS xapakrepusyrorcs Oonee akTuBHbIM 3a0oneBanneM SLE ¢ Gonee
BBICOKUMH ypoBHsMU aHTuTeN K AByxHHTeBOoW JIHK (antuten x dsDNA) mo cpaBHeHHIO C
mampeHTaMu ¢ Hu3KuMm nokazareiieM IFNGS.

[0224] Anudponymabd npencrasisier cOOOH UeIoBeUeCKOe MOHOKJIOHAJIbHOE aHTUTEJIO Ha
ocHoBannu ummyHornooyimmaa Glx (IgG1x), koropoe cBsasbiBaercs ¢ cyobenuumnueii 1 [FNAR 1
tuna (IFNARI1) c Bbicokoil ap(UHHOCTBIO U CHEHU(PUYHOCTBIO, CTEPUUYECKH HHTHOUPYS
obpasoBanne  (QyHkumoHanbHOoro  kommiekca  IFNAR.  Tlocnmemyrommii  KOMILIEKC
AHTHUTEJIO—pelenTop ObICTPO WHTepHanmu3upyercsi, npenorspamas [FNARI-onocpenoBaHHyO
nepenady curtaia B orseT Ha IFN I Tuna Bcex kiaccos.

[0225] B panzoMu3npoBaHHBIX MIANe00-KOHTPOJUPYEMBIX S2-HENEeNbHbIX WCIBITAHHAX
¢aser 3 TULIP-1 u TULIP-2 y nanmentoB ¢ SLE OT yMepeHHOH 10 TSKEJIOH CTENeHH,
HE3aBUCHMO OT CTaHjapTHOW Teparnuu, 300 Mr aHngponymada BHYTPUBEHHO KaKIble 4 Hemenu
(Q4W) B TeueHue 48 Hemenb XOPOWIO MEPEHOCHINCh U XapaKTEPU3OBAIUCH OOJIbLIEH
5 PeKTUBHOCTRIO, YeM Iulanebo, Cpenu [uarna3oHa KIMHUYECKHMX KOHEYHBIX —TOYeK,
BKJIFOUAKOLIIUX OTBETHI COTJIACHO KOMILIEKCHOM OLIEHKE BOJTYaHKU HA OCHOBE bpUTaHCKON rpymnisl
no oueHke BomyaHku (BILAG) (BICLA), KOXHBIX OTBETOB, IOKa3arejeill CHUXEHHs J03bl
TJIFOKOKOPTHKOUAOB U 4acToT obocTperuii. COrlacHO MpeAnosaraeMoMy MEXaHH3My JNeHCTBUS
300 mr anudponymaba BBI3BIBAJIHM CYIIECTBEHHYI (MenuaHHOe 3HaueHue Oonee 85%)
dapmakonunammueckyro (PD) weidirpamuzamro GS IFN I tuma u3 21 rena (21-IFNGS) y
MaIMeHTOB ¢ BhICOKMM mokazateneM IFNGS, koropas mocturanachk yxke B Hemenmo 4 u Obiia
YCTOHYMBOM 10 Henenu 52.

[0226] B ananmuze dapmaxokunernueckoro (PK) Bosnefictsust anndponymabdba cpenu S
KJIMHUYECKUX HCIBITAHUI MEIHaHHbIe KOHIEHTpaUuu aHu(poiaymada B CBIBOPOTKE KPOBH IPU
300 mr anudponymada Q4W ObuTH COOTBETCTBYIOLIMMH Ha MPOTSDKEHUH S2-HEAETBHOTO EPUoIa
JeueHns (Cpeny UCTBITAHUH M B paMKaxX KaKAOrO MCIBITAHHUS) C HECKOJbKMMHU TalMEHTaAMHU,
UMEIIUMH ocTaTouHble KOHIEHTPAINH (Cirough) HUKE MPeJIeNia KOJTNIECTBEHHOTO ONPEeICHNUS.
Beicokas skcnpeccust IFNGS 0Obuna accounupoBana ¢ Ooyiee HU3KUM CHCTEMHBIM BO3JeHCTBUEM

aHudpoaymada, MOCKOIbKY MEIUAHHBII IEPHUO BPEMEHH JI0 BBIBEICHHUS Y MALMEHTOB C BBICOKHM
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nokasareneM IFNGS Obu1 MeHble, yem y nanueHToB ¢ Hu3kuM IFNGS (57 no cpasHenuto ¢ 67
nasivu). PK koHnenTpaunn anugponymada Takyke HaXOQWINCh B OOpaTHOMN CBSI3U C BECOM Tela,
HO Ha HUX HE BJIMSAJIM JPyTHUe U3yUEHHBbIE KOBApHUaThl (pacoBasi MPUHAAJIEKHOCTD, BO3PACT, MO,
(byHKLUSA TOYEK U MIEYeHU, UMMYHOT€HHOCTb U IPUMEHEHNE OOBIMHBIX MEUIIMHCKHX ITPENapaToB
npu SLE).

[0227] bonee BricOKMe n03upOBKH aHH(poaymada ObUTM acCOLMUPOBAHBI C OOJbIIEH
Helrpamuzanueit PD y nmaiueHToB ¢ cucTeMHbIM ckiiepo3oM u SLE; ogHako cooTHoenue PK/PD
u cooTHoueHus: PD/3¢(pekTUBHOCTh, a TakKe BbIIBIIEHHE TOrO, BIHUSIOT JM Ha HHUX
XaPaKTEPUCTHKH 3a00JIeBaHMs, OCTAIOTCS HE OXapaKTePU30BAHHBIMU TOJHOCTBIO. B maHHOM
Cly4dae LIeJIbI0 aBTOPOB SIBJSIETCS MOATBEPKAEHUE TOrO, UTO cxeMa BBedeHHs: A03bl 300 mr
annpponymaba BHyTpuBeHHO Q4W, KOoTOpass mpencraBisieTr CoOOH  MPemIoKEHHYIO
peKOMeHayeMyro 103y, obecrieunBaeT Haanexaimee Bo3nelicteue PK u Helirpammsamnuio PD y
naieHToB ¢ SLE c¢ Boicokum nokazatenem IFNGS. Hedirpanuzauuto PD xonuuecTBeHHO
onpeAeNsiivi B BUAE M3MEHEHHs] oTHocuTenbHO nokasarens 21-IFNGS Ha ucxonHoM ypoBHE;
CJIeZIOBATENIbHO, ABTOPBI HE BKJIIOYAIU B CBOM aHAJIM3bl nMauueHToB ¢ Hu3kuM IFNGS, nockonbky
y Hux skcnpeccust 21-IFNGS Ha uCXOmHOM ypoBHE OyAeT HeIOCTATOYHOH aiisi HaOJIIoneHus
3Hauumon Hentpanmusauuu PD. [Ins uccnegoBanus PK u PD y nmanueHTOB ¢ BBICOKHUM
nokazatenieM IFNGS aBTopbl oleHMBaNIM, Kak BapbuUpyrollee Bo3naelicTBue anudponymada B
CBIBOPOTKE KpoBU BiusieT Ha HelTpanusauuto PD 21-IFNGS u kax 21-IFNGS neiitpanusanusi, B
CBOIO O4Yepenb, AacCOLMUPOBAHA C KJIMHUYECKOH 5(PPEeKTHBHOCTBIO, C TNPUMEHEHUEM
oobenuHeHHbIX naHHbIX ucnbitanuii TULIP-1 u TULIP-2.

10.3. Cnoco0bl
10.3.1. ITnan ucciedosanus

[0228] Jlnst maHHOTO aHaju3a OOBENHMHSUIN JAaHHbIE M3 PAaHIOMHM3UPOBAHHBIX IBOWHBIX
CJIENBIX B MAPAJUICTBHBIX IPYMIAaX MIane00-KOHTPOIUPYEMBIX 52-HEAEeNbHBIX UCTIBITAHUH (Da3bl
3 TULIP-1 (NCT02446912) u TULIP-2 (NCT02446899) (¢urypa 1).

10.3.2. Ilayuenmot

[0229] Ucnerraans TULIP-1 u TULIP-2 Brmouanu B3pocneix joaed (18—70 ner),
KOTOpbIE COOTBETCTBOBAJIN KpUTEPHsiM Kiaccudukarun SLE cormacHo AMepUKaHCKOH KOJIJIETHH
peBmaronoroB. Y Bcex mnanueHToB umenack SLE 0T ymepeHHOW A0 TsKeNOW CTeneHw,
ompeneneHHas nmo mokasaremo cornacHo SLEDAI-2K, cocrapnsiromemy 6 win Oosbine (3a
UCKJTIFOYeHHEeM OaJlJIOB, CBSI3aHHBIX C JIMXOPAAKOW, FOJIOBHOW OOJBIO, CBSI3aHHOHN C BOIYAHKOM,
WJIM OPTaHUYECKUM MO3TOBBIM CHHAPOMOM) U KJIMHUYECKOMY (HE BKJIIOUAIOIIEMY JJa0OpaTopHbIe
pesyabTaThl) mokazareno cormacHo SLEDAI-2K, cocraBmsiromemy 4 wim Oombine. [lpu

CKPUHUHI'C MALUCHTDI ObUTH CCPOIMOJIOKUTECIIbHBIMU B OTHOIICHUHN AHTUHYKIJICAPHBIX aHTHUTECI,
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anaturen Kk dsDNA w/mnu antuTen k anTureHy CMuTa M osty4dany CTadWIbHO 110 MEHbIIEH Mepe
OJJHO CPEACTBO CTaHAApTHOW Tepamuu. [Ipy CKpHHMHIE NAIMEHTOB KJIACCU(PHUIMPOBAIN KaK
AMEIOINMUX BBICOKMHM uiau Hu3kud nokazareilb GS IFN I tuma gisgs 4 reHoB ¢ IIOMOIIBIO
LIEHTPaJIbHON J1a00paTOPUH C MPUMEHEHHEM aHAJUTUYECKH BAJIUIMPOBAHHOTO TECTA Ha OCHOBE
(IF127, IFI44, IFI44L, u RSAD?2) xonu4ecTBeHHOI nonuMepasHoii uenHoi peakuuu ((PCR) Ha 4
TeHaX U3 LeJIbHON KPOBU NALEHTOB.

10.3.3. Koneunwie mouxu sppexmuenocmu

[0230] B o6oux ucnbiranusx TULIP-1 u TULIP-2 onieHUBaM AOJIO MALIMEHTOB B TPYIINE
300 mr anugponymada 1o cpaBHEHUIO ¢ rpynnoii mianedo ¢ orserom cornacHo BICLA B Henento
52 (nepsuuHas koneuHast Touka B TULIP-2, Bropuunas koneuHas Touka B TULIP-1) wnu orBeTom
corjacHo uHaekcy orBeta cyonekra ¢ SLE, cocrapnsiromum 4 wnu 6onbine (SRI[4]) B Henemnro 52
(nepBuuHas koneuHast Touka B TULIP-1, BropuuHast koneunast Touka B TULIP-2). IIpoueHTHBIE
JOJH TIALIMEHTOB, KOTOPBIX KJIACCHU(PULIMPOBAIN KaK XapaKTEPHU3YIOLINXCS OTBETOM COTIJIACHO
BICLA unu SRI(4), paznuuust Mexxay rpynnamu anugponrymada u mianedo 1 acCOMUPOBAHHBIE
95% noseputenpHble uHTepBaibl (Cls) koppekTupoBanu st (HaKTOPOB CTPATU(PHUKALMU C
npumeHeHueM Meroaa Koxpana-Manrensa-XeH3ens.

[0231] Otser cornacHo BICLA ompenensanu kak BCE U3 CIEAYIOLIErO. CHUKEHUS BCEX
nokaszaresneii o kareropusiMm A u B cormacio BILAG-2004 na ucxonnom yposae 10 B/C/D u C/D
COOTBETCTBEHHO U OTCYTCTBHsI YXYALIEHUS B APYTUX cUCTeMax opraHos cornacHo BILAG-2004;
orcyTcTBUsl mnosbimeHust nokasarenst SLEDAI-2K (o cpaBHEHHIO C HMCXOIHBIM YPOBHEM),
OTCYTCTBHSI MOBBILICHHs MTOKa3aTess ooreli oueHku Bpada (PGA) (Ha 0,3 6amna wnu 60oJbiie mo
CPaBHEHUIO C KCXOIHBIM YPOBHEM), OTCYTCTBHUS TpPEKpAIEHHs JIeUeHHs M OTCYTCTBUS
MIPUMEHEHUs JIEKapCTBEHHBIX MPENapaToB AJisi OTPAHUYEHHOTO IPUMEHEHVIS.

[0232] Oteer cormacHo SRI(4) ompenmensuii Kak BCe U3 CIENYIOIIErO. CHHUXKEHHE
nokaszatenss SLEDAI-2K Ha 4 6amna wnu 60J1bine, MeHble | HOBOTO MOoKa3aTeJisi Mo KaTeropuu A
coriacHo BILAG-2004 nns oLeHKU MOBPEXIEHUS OPTaHOB UM MEHbLIIe 2 HOBBIX ITOKa3aTesei
no kareropun B cormacHo BILAG-2004 nist oueHKH NOBpPEXAEHUS OPraHOB;, OTCYTCTBUS
noBbieHust mokaszarenisi PGA (#a 0,3 6amina umu Gobine mo CpaBHEHHIO ¢ HCXOHBIM YPOBHEM);
OTCYTCTBUSI MPEKPALIEHUs JIEYeHUs] U OTCYTCTBUS IPUMEHEHMsI JIEKAPCTBEHHBIX MIPEnapaToB AJis

OrpaHU4Y€HHOI0 MPUMEHECHUA.
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10.3.4. H3mepenua u mooenuposanue PK

[0233] CoBokynHOCTh NaHHbIX aHanu3a PK BkiIowana BCEX MAIMEHTOB, KTO MOJydall
150 mr anugponymada unu 300 mr anudponaymada, y KOro UMesnoch 1o MeHbIIEH Mepe OfHO
NoJIeKalee KOJIWYeCTBEHHOMY ompenesneHnto HaOmonenue PK B cbiBOpoTke KpoBH mocie
BBeNleHUs nepBoi 103bl. M3mepenus: PK nposoaunu nepen BBenenuem no3el B Henenu 0, 12, 24,
36 u 48, mocne BBeAeHUsI NO3bI Yepe3 15+5 mMuHyT nocne okoHyanust nHGy3uu B Henenu 0 u 48 u
koHeuHoe wu3Mepenne PK aHudpponymaba mnpoBomwiu B Hemenro 52, KonueHTpauwu
ann@ponymaba ONpenesii ¢ NPUMEHEHHEM 3JIEKTPOXEMHJIFOMHHECLEHTHOTO aHajinu3a Ha
mwiarpopme Meso Scale Discovery (Meso Scale Diagnostics, Pokswmn, Mbapunenn, CIIIA).
AHanuTHUecKHil IUana3oH u3MepeHuii coctasysin ot 20 1o 1280 ur M ans CHIBOPOTKU KPOBU
yenoBeka, pazdasnerHoi npu 1:10, ¢ HIDKHUM NpeAesioM KOJMYECTBEHHOro onpeneneHust 20 Hr
mirt. TlonynsuuonHyo Mozenas PK, xoropyro paspaboranu ans SLE, nmpuMeHsnd As OLEHKH
NPOTHO3UPYEMBIX KOHIEHTpauuil aHudponymadba B yKa3aHHbIE BPEMEHHbIE TOUKH (HAIMpPUMED,
octaTouHOl KOHIEeHTpauH [Cuougn] aaupponymada B Henenmto 24) U MPOTHO3UPYEMBIX CPETHUX
KOHLIEHTpauii anudponymada Ha npoTtspkeHnn nepuoza jgedeHust (Caye), KaK ONMUCAHO paHee.
10.3.5. H3mepenus PD

[0234] PD usmepsanu c¢ npumeHenuem ananusa 21-IFNGS, cocrosmero us 21 resa,
uHayuupyemoro IFN-o/f I tuna (¢purypa 28), koTopsiii BKIrOYan 4 reHa B TUXOTOMHYECKOM
tecre IFNGS, kxak omucano panee [24,25]. Usmepenue PD, B3siToe Ha HCXOOHOM YPOBHE,
BbIpAXKaJll B BUJE MEJUAHHOW KPAaTHOCTH M3MeHeHus B nokasarene 21-IFNGS oTtHocurenpHO
00BEIMHEHHOTO KOHTPOJIBHOTO 00pasla OT 3[A0POBBIX JIFOAEH, MOIy4eHHOro oT 30 310pOBBIX
nobpososbes. PD Taxke usmepsuu B Hepenu 12, 24, 36 u 52, rae MeANaHHYIO HEHTPAINU3ALHIO
PD Brlpaxkanu B BHIE MEAUAHHOHN MPOLIEHTHOW AOJU W3MEHEHMS] OTHOCHUTEJIBHO HCXOAHOTO
ypoBHsi B 21-IFNGS +/-— menuanHoe abcomoTHoe craHmapTHoe otkioHeHue (MAD). U3 Bcex
aHanu30B PD uckimrounnu 25 manueHToB, KOTOPbIE MPONYCTHIIN U3MEPEHNE HA UCXOHOM YPOBHE
PD.
10.3.6. Ananuz PK/PD

[0235] ITatmenter ¢ Hu3kuM IFNGS xapaxrepuzoBanuch nokaszarensimu 21-IFNGS Ha
HUCXOHOM YpPOBHE, CXOAHBIMH C TAaKOBBIMH 3JO0POBBIX CyOBEKTOB, KOTOpble ObUIH OBl
HEIOCTATOYHBI JJIsi HAOIOASHHs 3HAYMMON HelTpanu3anuu PD; crienoBaTeIbHO, MALUEHTOB C

Hu3kuM [FNGS ne Brirovanu B aHanmmssl PK/PD wnn PD/sddexTuBHOCTS.
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10.3.6.1.I'pacpuueckuit anarusz PK/PD

[0236] B rpaduuecknii ananu3z PK/PD Bxirodanu mammentoB ¢ BeicokuM IFNGS, y
KOTOPBIX MMEJIOCh IO MeHblIel Mepe ofHOo n3mepenue PD no npekpalienus ydactus 1is BCex
TPYIII JIEUEHUs], a TAKXKE [0 MEHbLIEH Mepe OHO MOAJIeXallee KOJINIECTBEHHOMY ONPEAeIeHUI0
HaOmonenue PK B ceiBopoTke kpoBu B rpymmax 150 mr u 300 mr anudpoaymada. ITauneHTos,
KOTOPBIX JIeYrsi  aHU(PPOIymMaOboM, KaTeropu3MpOBAIM B 3aBHCUMOCTH OT  OTHAEJNBHOH
MIPOTHO3MPYEMOM CpeiHel KOHLeHTpauuu anudponymada Ha MPOTSHKEHUN MeTUAHHBIX 3HAYEHHUI
WK TePTHIIEN MPOaouKUTETbHOCTH JieueHUs(Caye) (B 3aBUCUMOCTH OT pa3Mepa oOpasiia) B ciydae
150 mr amudponymada wmm 300 mr anudposymadba COOTBETCTBEHHO. MenuaHHOE 3HAYEHUE
Heliitpanuzanuu PD 21-IFNGS Ha npoTsbkeHuu 52-HenenbHOro mepuosa JieueHus CpaBHUBAJIU
cpenu moarpyn Caye.
10.3.6.2. Mooenuposanue PK/PD

[0237] B monymsauumio s aHanmusa mopenupoBanus PK/PD Bkimowanm manmeHTOB C
BbicOKUM IFNGS Ha ncxonHOM ypoBHE M IO MeHblIed mepe onHuM usMmepeHueMm PD mocne
HCXOAHOIO YPOBHS 10 IPEKpALleHUsl y4acTHsl BO BCEX IPyINax, a Takke M0 MEHbLIEeH Mepe OHUM
MIOJUIEKALINM KOJIMUYECTBEHHOMY orpenieneHnto HabmoneaneM PK B cbIBOpOTKe KpOBH B rpyIminax
anugponymadba. CooTHomeHue Mexay BosnericteueM anugponymada (PK) u Heirpanmsamnueit
PD 21-IFNGS onucanu ¢ mOMOIIBK MOJEIN HEMPsIMOrO OTBETA, B KOTOPOW MPOAYLIUPOBAHUE
reHamu, nHayuupyemsiMa [FN I tuna, uarubupyercs anudponymabom. Mozaens npencrasisia
coOOH HeNUHEeHHYI0 MOJeNb CMeIAaHHbIX 3(QEKTOB, NEPBOHAYAIBHO pa3pabOTaHHYIO s
onucanusi cootHouenust PK/PD anudponymada y manmeHToB ¢ CUCTEMHBIM CKiIepo3oM. Cxema
Mojenu nokasaHa Ha (purype 16. Monens PK/PD Bomomjanu B mporpaMMHOM O0eCTieueHU
NONMEM (Bepcust 7.3 unu Boie, [CON Development Solutions, Dnnukort Cutu, MapuneHn;
2006) ¢ obecneyennem mnokazarenei mapamerpoB PK/PD. BusyanbHble  OLEHKH
npeacKa3aTeabHONH CIOCOOHOCTH MPOBOIMIIH, YTOOB! YIOCTOBEPUTHCS B TOM, YTO HAOIOJaeMble
JaHHbIE HAJIeXKALINM 00pa3oM oxBaueHbl 95% WHTEpPBAJIOM NMPOTHO3MPOBAHUS, KOTOPBIA ObLI

nostydeH ocHose 5000 cumynssLuil MOAENH.
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10.3.7. Ananus PD/>¢ppexmusnocmo

[0238] Anamuz PD/3¢g¢ekTHBHOCTD BKIIIOHAN NAIIMEHTOB ¢ BBICOKUM rokazateneM FNGS
Ha MCXOAHOM YPOBHE U IO MEHbILIEH Mepe OAHOU oueHkod PD mocie ucxomHoro ypoBHs A0
npekpauenuss ydactusa. OtTxaenbHble MeaMaHHble 3HaueHus Heilrtpanusauuu  21-IFNGS
OTHOCHTEJIbHO MCXOAHOTO YPOBHS IO YPOBHEH B CTa0MJIBHOM COCTOSIHUHM PACCUUTHIBAJIHN IS
Henenb 12, 24, 36 u 52 Ha OCHOBaHUH HAOJIOAEMBIX JAHHBIX, OOBETUHEHHBIX M3 IPYIIN JICYSHUS
150 mr u 300 mr anudpoaymada, 3a UCKIIOUEHHEM pPe3yJbTaToB M3MepeHuin PD, coOpaHHBIX
nocJie nmpekpameHus yyactus. [lanueHToB B 00bequHEeHHBIX rpynmnax jedeHus: 150 mr u 300 mr
aHnpponymadba KaTeropu3UpPOBAIN B MOATPYIIBI B 3aBUCHMOCTU OT KBapTWJIEH MEIHAaHHOTO
npoLeHTHOro 3HadeHust Heltpanusauuu 21-IFNGS. 3nauenus yactors! orBeta cornacHo BICLA
u SRI(4) B Henmenmo 52 pacCUUTHIBAIM AJISI KBAPTHIIBHBIX MOATPYIII, & TAK)KE B LIEJIOM B TPYIIIE
JedeHus rmanedo.
10.4. Pe3yabTathl
10.4.1. /lemozpapuueckue oannsie u xapaxmepucmuku Ha ucxoonom yposue no IFNGS

[0239] beuto 819 mauueHTOB, KOTOPBIE NMOJIYyYaad MO MEHbLIEH mepe oany Ao3y 300 mr
anudponymada, 150 mr aaudponymada wim mianedo B ucneiranusx TULIP-1 u TULIP-2; 676
(82,5%) u 143 (17,5%) xapakrepu3oBaiuch BbICOKUM 3HaueHneM napamerpa GS IFN I tuna u
Hu3kuM 3HaueHueM napamerpa IFNGS ana 4 renos coorsercTtBeHHO. Ilockonbky 4 renHa us
auxotomudeckoro tecta IFNGS nist 4 reHOB mpencTaBisitoT COOOM MOATPYIITY HEMPEPBIBHOTO
21-IFNGS,"” ?", cratyc IFNGS 1151 4 reHoB (BbICOKHMH MOKa3aTeNb 1O CPABHEHHIO ¢ HU3KHM)
CHWJIbHO KoppenupoBasl ¢ MeauaHHbiM mnokazatenem 21-IFNGS, koropeii cocrasmsun 15,1 y
nanyeHToB ¢ BbicokuM nokaszatesnieM IFNGS u 1,1 y nanmentos ¢ HuzkuM [FNGS (Tadauna 10-
1, ¢purypa 17).

Taéauua 10-1. O0beauHEHHbIE XAPAKTEPHCTHKHU NauHeHTOB ¢ BbICOKUM IFNGS u ¢

H3KUM IFNGS Ha ucxoaHom yposHe u Ha npotszkeHuH uenbiTanuii TULIP-1 u TULIP-2
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XapaKkTepHuCTHKH

Bobicokui
nokaszarejab IFNGS

(n=676)

Huskuii nokasareb

IFNGS (n=143)

Hemorpaduueckue qaHHbIE HA HICXOIHOM YPOBHE

Menuannsiii nokazarenb 21-IFNGS (IQR) | 15,1 (8,8, 22,4) 1,1 (0,8, 1,6)
(n=794)?

Kenmuner, n (%) 625 (92,5) 135 (94,4)
Menuannsiii Bospact (IQR), ner 40 (32, 49) 46 (37, 55)

Menuannsiii Bec Tena (IQR), kr

67,6 (58,0, 82,3)

77 (64,8, 94.7)

Jlons narmenTos ¢ BeicokuM IFNGS o reorpaduueckoii o6mactu, n (%)°

Asunatcko-Tuxookeanckuii peruos (n=77) | 70 (90,9) 7(9,1)
EBpona (n=270) 239 (88,5) 31(11,5)
JlatuHckas Amepuka (n=129) 115 (89,1) 14 (10,9)
Cesepnas Amepuka (n=318) 231 (72,6) 87(27,4)
OcranpHas yacte Mupa (n=25) 21 (84,0) 4 (16,0)
Jons marmenTos ¢ BeicokuM IFNGS o pace, n (%)°
EBponeonnnas (n=543) 425 (78,3) 118 (21,7)
Herpounnasi/appoamepukanckas (n=108) | 93 (86,1) 15 (13,9)
Asnarckas (n=84) 80 (95,2) 4 (4,8)
Jpyrue nnu nanHbele oTCyTCTBYIOT (n=84) | 78 (92,9) 6(7,1)
XapaxkTepuCTHKH 3a00IeBaHMsI HA HCXOHOM YPOBHE
IMokazarens SLEDAI-2K >10, n (%) 486 (71,9) 90 (62,9)
Cpennuii obuuit mokaszarens BILAG-2004 | 18,9 (5,5) 19,6 (5,4)
(SD)
Cpennuit nmokasatens aktuBHocTH CLASI | 8,3 (7,7) 6,8 (5,2)
(SD)
Cpennsis no3a rimrokokoptukounoB mist | 10,2 (9,4) 6,4 (6,3)
NepopanbHOrO  MPUMEHEHMS, MT  JeHb
(SD)
AnTnrena k dsDNA

CepononoxurenbHOCTb, 1 (%0)° 329 (48,7) 37 (25,9)

Menuana (IQR), en. ™! 14,0 (2,4, 53,5) 2,4 (0,3, 15,6)
VYposenp C3, OTKIOHSOLINICA OT HOPMEL, | 282 (41,7) 19 (13,3)

n (%)¢
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VYposerbp C4, OTKIOHSIOLIMIACA OT HOPMEL, | 182 (26,9) 8 (5,6)

n (%)¢

XapakTepucTuKa BO BpeMsi S2-HEAeNIbHOrO IBOMHOIO CJIENOro Nepuoaa

Cnyuan [Tnanedo 75/302 (24,8) 15/64 (23,4)
npeKpalieHus 150 mr anudponymabda | 14/76 (18,4) 4/17 (23,5)
y4acTHst 10 | 300 mr anudpoaymabda | 55/298 (18,5) 7/62 (11,3)
menenu 52, n/N

(%o)°

IIpumenenne IMnane6o 103/302 (34,1) 12/64 (18,8)
JEeKapcTBeHHbIX | 150 mr anugponymada | 17/76 (22,4) 4/17 (23,5)
npenapatoB s | 300 mr anugponymada | 63/298 (21,1) 13/62 (21,0)
OrpaHUYEHHOTO

npuMeHeHus1, n/N

(%)

Antutena k dsDNA, anturena k npyxauresoii [IHK; BILAG-2004, bpuranckas rpymnmna
no oneHke BomuaHku-2004; C3, Oemok 3 kommiemeHnTta, C4: Oenok 4 KOMIUIEMEHTA,
CLASI, HHnekc pacmpOCTPaHEHHOCTH M TsDKECTH 3a00JeBaHMs KOXKHOM KpacHOH
BomuaHky, IFNGS, mnpodunp 3KCIpeccMH TIeHOB, HAXOMAIIMXCS IOA KOHTPOJIEM
unrepdepona, IQR, wmexkBapTunbHblli auamazoH, SD, craHmapTHOE OTKIIOHEHHUE,
SLEDAI-2K, unaexc akTUBHOCTH CUCTEMHOM kpacHOM BomuaHku 2000.

B Tabnuny BKJIIOYEHBI BCE MALEHTHI, KOTOPbIE MOJIYyYaIH IO MEHBIIEH Mepe OfHYy A03Y
300 mr anugponymada, 150 mr anudponymada win mianedo B ucnsiranusix TULIP-1 u
TULIP-2.

Tlokazatens 21-IFNGS paccuuThiBaIM B BHIE YPOBHS SKCIPECCHH OTHOCUTENIHHO 30
O0BEMHEHHBIX KOHTPOJBHBIX 00Pa3IOB OT 310pOBBIX Jroaeil. boto 25 manuenTtos (18 ¢
BbICOKMM mokazateneM IFNGS u 7 ¢ Hm3kum mnokaszatenem IFNGS), y koTopsix
orcyTcTBOBa nokasaresb 21-IFNGS Ha ncxogHom ypoBHe.

TIpencrasneHHas NPOLEHTHAs 0N IPEACTABIAET COOOM IPOLEHTHYIO OO TALMEHTOB,
KOTOpbIE HMENU BBICOKMN WAM HU3KkuK mnokasarenb IFNGS B kaxnmol rpymme

reorpapuieckoii 001acTH WIIK PACOBOM MPUHAIEIKHOCTH, BKITIOYAS TAITHEHTOB, KOTOPBIX
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ey ¢ nomompio 150 Mr arugponymada, 300 mr anugponymada wim rmianedo u3
TULIP-1 u TULIP-2.

°Ypoenu antuten k dAsSDNA knaccuuuuposany kak nojoxutenbhbie (>15 en. M) umm
orpunatenbhbie (<15 en. M) ¥ U3MePsIN B LIEHTPaJIbHOI TabopaTOpUu ¢ MPUMEHEHHEM
aBTOMATU3MUPOBAHHOTO (DIIyOPECLEHTHOIO HMMYHOAHAJIH3A.

Y DOBHI KOMITOHEHTOB CHCTEMbI KOMILIEMEHTA KITACCH(PUIMPOBAIH KaK OTKJIOHSFOIIHECS
ot HopMbI (C3 menee 0,9 r m!; C4 menee 0,1 r 17') unu HopmanbHbie (C3 cocrapnser 0,9
r m! umu Gonbime; C4 cocrapnser 0,1 r 1! unu Gonblue) U U3MEPSIM B LEHTPANbHOI
1ab0opaTopum.

“YpoOBHU TpeKpalleHuss y4acTHs MPENCTaBIE€Hbl B BHJIE YUCIIA MAIEHTOB, KOTOPBIE
NPEKPATUIIH y4acThe (n), OTHOCUTENbHO YHUCJIA TALIUEHTOB B KAKIOW MOATPYTINE JICISHUS
N).

Y poBHM TIpEMeHeHHs NekapCTBEHHBIX NpPENapaToB AJsl OrPAHHYEHHOTO MPHMEHEHHs
NPEACTaBJICHbI B BU/IE YNCIIA TTALIUEHTOB, KOTOPBIE MPUMEHSITH KaKOH-1100 npenapar BHE
pa3peleHHOro MPOTOKOJIOM IMepedHs: (n), OTHOCUTENIBHO YHCJIa TAIMeHTOB B KaXKIOU
noarpynne jgedeHus (N).

[0240] XapakTepUCTUKU HA UCXOAHOM YPOBHE JIJIs1 MALUEHTOB C BBICOKHM MOKAa3aTeIeM
GS IFN I tuna n Huskum nokasateneM IFNGS npencrasnens! B Tabaune 10-1. ITanueHTs! C
BbicOKkUM IFNGS Obutn Monoxe, yem narueHThl ¢ HI3KUM IFNGS (Menunannbiii Bozpact 40 1o
cpaBHeHMIO ¢ 46 romamu). OTpULATENIBHYIO ACCOLMALMIO MEXIY BO3PAaCTOM U HKCIpecCHen
IFNGS nabmomanu B ciydae kak amxotomudeckoro tecra IFNGS mpu ckpuHHHre, Tak u
menuanHoro nokaszarens 21-IFNGS na ucxomHom yposHe (¢purypa 18). Ilpu cpaBHeHHH c
Apyrumu reorpaduueckumu odacTsMu nanueHTbl B CeBepHO AMeprke ObUTH HEMHOTO CTapIie
(MenuaHHbI BO3pacT 44 mo cpaBHeHuioo ¢ 40—41 rogamMu) MU HEMHOIO MEHEe CKJIOHHBI MMEThb
BbIcOKMIt TokazaTenb [IFNGS (72,6% no cpaBHeHHIO ¢ 88,5%—90,9%). J10J1s1 MalueHTOB, KOTOPbIE
XapaxKTepU30BaJINCh BBICOKUM IFNGS, ObLa BbILLIE cpenu NalEeHTOB
HerpouHoi/appoamepukanckoi pachkl (86,1%) u manueHTOB a3uaTckol packl (95,2%), dem
CpeIu MaIMeHTOB eBponeonHoM pacsl (78,3%), uto odycnosiaerno CeBepHO AMEPHUKOIL.

[0241] [TauwmenTsr ¢ BoicokuM IFNGS nmenn 6oiee BBICOKYIO TSKECTh 3a00JIEBAHUS, YeM
nanueHTel ¢ HM3KUM IFNGS; Ha ncxomHoOM ypoBHE HaOmODanuch Oosiee BBICOKHE YPOBHHU
CEepOTIONIOKUTENBHOCTH B OTHOmmeHNH aHturen kK dsDNA (48,7% mo cpaBHeHuro ¢ 25,9%),
ypoerb C3, oTkionsromuiicss or HOpMbI (41,7% 1o cpaBHeHuto ¢ 13,3%), u yposens C4,
OTKJIOHSIFOLITMIACSA OT HOpMBI (26.9% 1o cpaBHeHHIo ¢ 5,6%) u Oosbluee YUCIIO MAILUEHTOB C
nokasaresnem cornacHo SLEDAI-2K, cocrasmsromum 10 wnu Gonbie (71,9% mo cpaBHEHHUIO C

62,9%) (Tadauma 10-1). Cesa3p mMexay TsokecTbro 3a0oneBanus U IFNGS Takke orpakeHa B
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rpymnmne nianedo ¢ Oonee BBICOKMMHU JOJIAMH mauueHToB ¢ BbICOKUM IFNGS ¢ npumenenuem
JIEKapCTBEHHBIX IPEMNapaToB IJIsl OrPAHUYEHHOTO MPUMEHEHHs 3a NpeAeliaMH pPa3pelleHHbIX
nportokoaamu TULIP-1 u TULIP-2'%!" yem nauuentos ¢ nuskum IFNGS (34,1% 1o cpaBHEHUIO
c 18,8%); naobopor, mamuentsl ¢ BbicokuM IFNGS, nonyuarommme 300 mr anudgpomaymada,
XapaKTEePU30BAIUCH CXOAHBIM MPUMEHEHUEM JIEKAPCTBEHHBIX NPENapaToB JUIsl OrpaHUYEHHOTO
npuMeHeHus ¢ nanuentamu ¢ Hu3kuM IFNGS k Henene 52 (~21%).
10.4.2. Ananuz PK/PD
Honrpynna ¢ Huskum [FNGS umena nokazarenn 21-IFNGS Ha mcxogHOM ypoBHE, MOIOOHBIE
TAKOBBIM JUISI 3JIOPOBBIX CYOBEKTOB, KOTOpBbIE OBUIM HENOCTATOYHBIMH JUisi HAOJIOJAEeHUs
3HauYUMOH Heltpanmsanuun PD; Takum 00pa3oM, MeAMAaHHOE TIPOLEHTHOE 3HAYCHUE
Herrpamzanuu 21-IFNGS ¢ TeueHneM BpeMeHU ObLIO MUHMMAJIbHBIM y MALUEHTOB C HU3KUM
IFNGS kak B rpynme 300 mr anudponymada, Tak u mianedo (¢purypa 19). CrenosartensHo,
naipieHToB ¢ HI3KuM IFNGS He Brrodanu B ananussl PK/PD wnmu PD/3¢ g ekTuBHOCTS.
Ta6auna 10-2. [loporosbie 3Ha4yenus B noarpynnax Cave aHuppoaymada aist

rpaduueckoro anaausza PK/PD

Cave kT M) TULIP-1 TULIP-2

Anudponymad T1 <32,0 <324

300 mr Q4W T2 32-<443 32,4-<479
T3 >443 >47.9

Anndponymabd M1 <11,5 -

150 mr Q4W M2 >11,5 -

Cave, cpemHss KOHLeHTpauust aHupponaymaba B TedeHHe Mepuoja JedeHus, M,
menuannbiii, PD, dapmakogunamudeckue mokaszarenu; PK, ¢dapmakokuHeTHUecKue
nokasarenu; T, TepTUb.

[0242] Haobopot, y manueHToB ¢ BbicOkuM mokasareieM IFNGS, xoTtopeix neuwnu ¢
nomomeo 300 Mr anudponymada, Hewrpamuzamust PD 21-IFNGS npoucxomuna cpenu Bcex
rpym 21-IFNGS nHa ucxonHom ypoHe. OiHaKO NalleHThI B KBApTUIJIe HAMMEHBIIETo MOKa3aTeJsl
21-IFNGS Ha ucxonHoM ypoHe (ko nmen 2 1-IFNGS Ha ncxogHOM ypOBHE, KOTOPBIH ObLT OJTiiKe
BCErO K TaKOBOMY, HabmomaemMoMy y manueHToB ¢ HU3kuM IFNGS), xapakrepuzoBanuce Oomee
HU3KOH Helrpanuzanuei PD ¢ Gonpiueii BapnaOenbHOCTBIO, U€M MALMEHThI B KBAPTHIISX ¢ Ooree
BbICOKMM ToKa3atesieM 21-IFNGS Ha ucxonHom yposae (¢purypa 20).
10.4.2.1. I pacpuueckuir anauz PK/PD

[0243] B rpaduueckuit ananuz PK/PD Bxmouanu 357 nanuentos ¢ BeicokuM IFNGS u3

TULIP-1, kro momywan mnanedo (n=144), 150 mr anudponymadba (n=72) wmm 300 mr
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aaudponymada (n=141), u 297 naunentos ¢ BeicokuM IFNGS n3 TULIP-2, ko nony4dan ruianebo
(n=149) unu 300 mr aandponymada (n=148) (purypa 21).

[0244] [TaupeHToB, KOTOpPBIX Jeuwan ¢ nomompro 300 Mr  aHudpoaymada,
KaTeropusupoBaiu Mo TepTUIsIM Cave, KOTOPBIE B LIEJIOM OBbUIM COOTBETCTBYIOLIMMH CpeIu
TULIP-1 u TULIP-2. TlauueHTOB, KOTOpBIX Jiedwiu ¢ momombio 150 mr anudpoaymada,
pas3zieNnsyii Ha TMOATPYMIBI B 3aBUCUMOCTU OT 3Ha4eHUH Cave BBINIE WM HUXKE MEIUAHHOTO
sHauenns (11,5 mxr mrl), urto OOYCIOBIEHO MEHLIIMMH pa3MepaMH oOpa3LoB. IlalMeHTH,
KOTOPBIX Jieunan ¢ nomomibto 300 mr anudponymada, B LEJOM XapaKTEpPH30BAIUCH Oojee
BBICOKMMH 3HAYeHUSIMH Caye, YEM T€, KOTOPBIX JIEYHJIU ¢ MOMOINbI0 150 Mr anugpoaymada, u
OBUIO MHHUMAJIBHOE TEepeKpbIBaHHE B HAOMIOAaeMbIX 3HaueHHMsIX Caye MEXIY TIPYMIAMHU IO
npuydrHe HemHelHHoCTH Bo3aelicTus PK, kak 3asBieHo panee (tadauna 10-2).

[0245] Bo Bcex TepTiuisax Cave anngpoaymada 300 Mr 7OCTHraioch MEAHAHHOE 3HAYCHUE
Herrpanusanun PD ~80%, xoropoe ObpuIo cTabmibHBIM ¢ Hepenn 12 no Henmenu 52; OmHAKO
BapuabenbHOCTh Obuta OoJbine B TepTHIIE HAaMMEHbIIEeH Caye IO CPABHEHUIO C IBYMS TEPTHIIIMU
Oonee BbICOKOH Cave cpemm obOoux wucnbiTanuii (purypa 21A, ¢purypa 21B). J/IBa teprmis
HanOombel Cave XapaKTepU30BATUCh MEIUAHHBIMHU 3HAYEHUSAMH Helirpanusauuu PD, koTopsle
BBIXOAMJIN Ha m1aTo mpu ~90%. CylecTBeHHYIO U YCTONUNBYIO HelTpanu3zanuio PD ¢ moMornbio
300 mr anupponymadba moCTOSHHO HAOMIOAANM CPEAM MOATPYII aKTUBHOCTHU 3a00NIEeBaHUS Ha
HCXOJHOM YPOBHE, BKJIIOYAs IIOATPYIIIBI HAa OCHOBE nokaszatessi cornacHo SLEDAI-2K (menee 10
no cpaBHeHuto ¢ 10 wm Gonbine), AO3bI TIIFOKOKOPTHKOUAOB ISl IEPOPATILHOTO MPUMEHEHHS
(menee 10 no cpasuenuto ¢ 10 mr genb™ uau Gonble) U CEPONOTMYECKMX JAHHBIX BONYAHKHU
(antutena k dsDNA, C3 u C4) (¢urypa 22). HaoGopotr, B moarpymnme ManueHTOB, KOTOPBIX
JISYWJTU C TOMOLIBIO aHUu(pposymada 150 Mr, KOTOpbIE XapaKTepU30BATUCH 3HAUECHUSIMH Caye HIKE
MeAWaHHOro, HerTpamu3sanus PD Obiia B BICOKOH cTeneHu BapuadebHOU (OOJblive 3HAYSHHUSI
MAD), XOTS B 4YHCJIOBOM BBIPAKEHHHM OHAa ObLla BBIIIE, YeM MHUHUMAJIbHOE 3HAYCHUE
Hewrpanusanuu PD, HaOmogaeMoit ¢ npuMeHeHneM 1aneo.
10.4.2.2. Ananus mooenuposanus PK/PD

[0246] Anamz monenuposanusi PK/PD Bxmouan 646 mauueHToB ¢ BeicokuM [FNGS u3
oobvennaeHHbIX AanHbix TULIP-1 u TULIP-2, kto monyuan mianedo (n=289), anudponaymad
150 mr (n=70) wmu amupponymad 300 mr (n=287). Monenp Henpsimoro otera PK/PD
HaJUIekaluM o0pa3oM 3axBaThiBajia HaONOAaeMble AaHHbIE C NOMOIIBIO 95% wuHTEpBana
NPOTHO3UPOBAHUS, KAaK MPOJEMOHCTPUPOBAHO BH3YAJIbHBIMH OLIGHKAMHU IIPEICKA3aTENbHOM
cniocobnoctu (Ppurypa 23). JmarHoctuueckuii rpaduk pesysptatoB NONMEM mnoka3aH Ha

¢purype 25A-D. Ouenku napamerpos moaenu PK/PD nokasansl B Tadaune 10-3.
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ICgo ompenernsuin Kak MPUMEPHYIO KOHIEHTpaILUiO aHuposiymada, TpedyeMyro

s nonyderns 80% makcumanbHOro uHruOuposanus skcrpeccuu 21-IFNGS orHOcHTENnsHO

MCXOIHOTO YpoBHs. Mozenb obecrieunsana onenky ICgo 3,88 Mkr M, kotopasi Gblna ocHOBaHa

Ha oueHke ICso , cocraBmsironeit 6,56 HM u MonekyisipHOi macchl anuponymada 148 x/la.

OuenenHoe MmenuanHoe 3HaueHHE Cuough B Hememo 24 Obwio Bbie ¢ npumeHeHneM 300 mr

anudponymada, yeM ¢ mpumeHenuem 150 mr anupponymada (15,6 ¢ nomorpsio 0,2 Mkr mi™),

Onaromapst HenuHeHOCTH ((purypa 24). Takum 06pa3om, Cuough B Henesro 24 nipebimnana ICgo y

OonbLIeH MO MAUEHTOB, KOTOPBIX JIEUMIN ¢ ToMOLIbI0 anudpoaymada 300 Mr o CpaBHEHHIO

150 mr (~83% o cpaBHeHMHIO ¢ ~27%). [Tokazatens 21-IFNGS Ha HCXOTHOM YPOBHE, OLIEHEHHBIH

B Mozeny, coctaBisut 13,1 y manueHToB ¢ BeicokuM IFNGS (Tabauna 10-3).

Tabauua 10-3. Ouenennbie B moaeau PK/PD napamerps! nis anudgpoaymada

IMapameTp Ouenku napamMeTpoB CranpaprHas omuoKa
Imax 0,94 0,00355
ICso (HM) 6,56 0,90
Kpatnocts n3meHenus | 13,1 0,395
npoduis skcnpeccun u3 21

reHa, HaxoJsdIIerocs moj

koHtposeM IFN I Ttuna, Ha

ucxonaHoM yposae, GSo

Kout (d7) 0,746 0,479
Var(nicso) 2,80 0,381
Var(neso) 0,466 0,0309
c? 0,182 0,00617

GSO, npo¢uib 3KCHpeccHu TeHOB Ha UCXOMHOM ypoBHe; IC50, akTHBHOCTD, pUMEpHast
KOHIeHTpauus: aHudponymada, TpeOyemas nmnst poctwxkenuss 50% MakCHMAIbHOTO
uHruOuposanusi skcnpeccun 21-IFNGS  orHocutensHO wucxomHoro yposHs; IFN,

unrepdepor; Imax, mnpumepHas KoHIeHTpauusi aHuppomymaba, Tpedyemast s
TOOCTIDKEHHsT MaKCHUMalbHOro HWHruoOupoBanus skcnpeccun 21-IFNGS oTHocuTeNnbHO
HCXOIHOTO YPOBHS; Kout, KOHCTAHTAa CKOPOCTH BbIBeneHUs:, PD, ¢apmakognHaMudeckne
nokazarenu;, PK, papmakoknaernyeckue nokasarenu;, Var(nlC50), sapuadbensrnocts ICso
y OTHOTO M TOTO K€ MU pa3HbIX cyOpekToB; Var(nGS0), sapuadensrocts GSO y ogHOTO

1 TOTO e MJIH Pa3HbIX CyOBEKTOB; G*, OCTATOYHAs BApHAOEIbHOCTb.

10.4.3. Heimpanuzauuna PD ¢ o6veounennvix zpynnax anuporymada 150 mz u 300 mz

[0248]

341 naumenta c¢ BbicokMM IFNGS, kortopeie nomydanu 150 mr wnm 300 mr

anudponymabda, KaTeropu3UpPOBAIH B 3aBUCUMOCTH OT KBapTHje no HeWrpanuzaunu PD (Q1
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menee 51,7%, Q2 51,7%—85,3% wunu Gonbine, Q3 85,3%-92,6% wiu 6omabine, Q4 92,6% umu
Oonpbure). ITammenter B rpynme 300 Mr aHudposymaba HaxOOWINCh TMPEUMYLIECTBEHHO B
KBapTWISIX OoJiee BbICOKOH Helrpammsaimu PD (Q2—Q4); MmennaHHOe 3HaYeHHE HEUTPaTH3ALIH
PD c nenenu 12 no nHepenu 52 cocrapisiio 6osee 86% ¢ npumenennem 300 mr anudponymada no
cpaBHeHUIO ¢ MeHee 37% ¢ npumenerueM 150 mr anudponymada.

[0249] U3 273 mnamuentoB ¢ BbicokuM IFNGS wu3 rpynmer 300 mr anudponymada,
BKJIFOYEHHBIX B aHanu3 HedTpamuzauuu PD, 41 (15,0%) HaXoauaNCh B KBAPTHIIE HAUMEHbBILEH
Helrpanuzauun PD  (HeidiTpamuzaims menee 51,7%). U3 stux 41 naumentra 18 (43,9%)
xapakrepuzoBauch nokazarensimu 21-IFNGS Ha ucxomgHom ypoBHe B HukHeM kBapTiiie (Q1
MmeHee 3,8), 4To ObUIO accoUMUPOBAaHO ¢ Ooyiee HU3KOW HeWTpanuzanueir PD (¢purypa 20). V
OCTaBUIMXCA 23 MallMeHTOB MMENACh TEHJEHLUs K HAJIMYUIO0 HU3KUX MOKa3aTenel BO3NEHCTBUS
PK; 19 naxommmuce B kBapTuie PK naumensbimel Cae npu 300 mr anugponymada (Caye MeHeEE
27,6 Mxr M), 1 4 HaxomUIKCh BO BTOpoM kBapTuie (27,6392 mxr mn) (xpaptuu PK Caye
300 mr anugponymada u3 oobeauneHHbIx TULIP-1 1 TULIP-2 nokasans! B Tabauue 10-4). Ilo
cpaBHeHHMIO ¢ momyssinueil ¢ BbicokuM IFNGS B obmem (n=676), 5t 23 mauueHTa MMEIH
TEH/ICHIMIO K HAJIUYMIO OOJiee aKTHBHOTO 3a00JIeBaHUS HA MCXOIHOM YPOBHE B UHCJIEHHOM
BBIPAKEHHH C OoJyiee BBICOKHMMH JOJISIMU TaLIUEHTOB C MOJIOKUTEIBbHOCTBIO B OTHOIIEHUH
antutena k dsDNA (56,2% mno cpaBuenuto ¢ 48,7%), Huskum mnokazarenem C3 (56,5% mo
cpaBHeHuto ¢ 41,7%), nuzkum nokaszatesem C4 (47,8% mno cpaBHeHUIO ¢ 26,9%), mokazaTensiMu
cornacHo SLEDAI-2K, cocrasmsromumu 10 umm 6onblie (78,2% no cpaBaenuto ¢ 71,9%), unu
Oonee BBICOKUMH JTO3MPOBKAMH TITIOKOKOPTHKOHMIOB JUIA nepopasnbHoro npumenenus (12,4 mo

cpasHeHuo ¢ 10,2 mr nenn™).
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Tadauna 10-4. Ksaptuiau PK Cave B c1yuae 300 mr anugpoaymada B 00beAHHEHHBIX

paHHbIXx TULIP-1 u TULIP-2

Cave MKT M) O6benunennbie TULIP-1 u TULIP-2
Anungponymad Ql <27,6
300 mr Q4W Q2 27,6-<39,2

Q3 39,2-<49.8

Q4 >49.8

Cave, cCpemHsiss KOHIEHTpauusi aHudposymaba B TedeHHe MepHoAa JedeHws;, M,
menuannbiil, PK, hapmakokunerudeckuii; Q, keaptib, Q4W, kaxkapie 4 Henenu.
Keaptinmu nnst cpennux konueHtpauuii PK ocHOBaHbI Ha OOBENMHEHHBIX ITaHHBIX
narpieHToB u3 TULIP-1 u TULIP-2, KOTOpBIX JIe4njIH ¢ MOMOIIBI0 aHudppoaymada 300 mr
Y KTO 3aBEpLINJI JIEHEHHE.

10.4.4. Ananuz PD/appexmusnocmo

[0250] Anamuz PD/addexturocTh BRFOYaNn 341 manuenTa ¢ BeicokuM IFNGS, koTopsie
nony4danu 150 mr mwim 300 mr anugponymada, u 280 mauMeHTOB, KOTOPbIE MOJNyYald Tianedo.
Anamu3 PD/>ddexTuBHOCTD mpencrasieH Ha (urype 26A u ¢urype 26B. Jlonu nauneHToB ¢
otBetamu coritacHo BICLA B Hepemro 52 nossimanuce ¢ 6osee BbICOKOH Helrpanuzanueit PD B
rpymre anudpoiaymada (Q1 37,6%, Q2 49,4%, Q3 51,8%, Q4 58.1%); 3HaueHHUs YACTOTHI OTBETA
BO BCeX KBapTWIAX aHU(ppomymaba B UHCIEHHOM 3HadyeHUHM mpesbimanu rianedo (30%).
AHaNOru4HO, AOJNM MAalMeHTOB ¢ oTBeTamu cornacHo SRI(4) B Hememo 52 moBbIIIANHCH C
noarpynnax Hefirpanusanuu PD B rpynne anugponymada (Q1 48,2%, Q2 56,5%, Q3 58,8%, Q4
64,0%); 3HaYeHNS YaCTOThI OTBETA BO BCEX KBAPTHIILIX aHU(POIyMada B YUCIEHHOM BbIPAKEHUN
npeBbiinany mianedo (40%).

[0251] 3aTeM aBTOPBI HACTOSINErO W300pETEHUs MCCIENOBAM, CYIIECTBYET JIU CBSI3b
MeXy 3HaueHHsIMHU 4acToThl oTBeTa cornacHo BICLA B nepento 52 u nokaszarenem 21-IFNGS Ha
ucxonHoM ypoBHe. B rpynme 300 mr anudponymada 3HaueHus 4acToThl oTBeTa cormacHo BICLA
B HEZIEJFO 52 B YHUCIIEHHOM BbIPa)KEHUH ObUTH OOJIbINE Y TAIIHEHTOB, KOTOPBIE XaPAKTEPU30BAIUCH
BbICOKMM ToKazaresieM 2 1-IFNGS Ha ucxogHom yposae (Q4 20,7 v Goblne) Mo CpaBHEHHUIO ¢
TE€MH, KTO XapakTepusoBajcs Hu3kum nokasareiem 2 1-IFNGS (Q1 menee 3,8) (TULIP-1: 54% no
cpaBaeHuto ¢ 40%; TULIP-2: 47% mno cpaBHenuto ¢ 43%). Onnako otetsl coriacio BICLA
Obun BeIe mpu npumeneHnu 300 mr aandpoaymada MO CpaBHEHHIO € IUIanedo Cpeam BCex
kBapTiiei mokasarens 21-IFNGS na ucxonnom yposae B TULIP-1 u TULIP-2 (¢urypa 27).
10.5. Oo6cyxxkneHue

[0252] Koppenupyromue KOHLIEHTPaLUH JIEKapPCTBEHHBIX CPEACTB,

dapmakoquHaAMUYeCKre mapamerpbl U 3(Q(HEeKTUBHOCTh MOTYT OO€CHEeYMBaTh BaXKHBIE BBIBOIBI
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KacaTeJIbHO B3aUMOCBSI3M MEXAY MEXaHM3MOM JACUCTBUS JIEKAPCTBEHHOIO CpPEACTBA W
KJIMHUYECKMM OTBETOM. B HaHHOM aHaiu3e aBTOpPbl HACTOSINErOo HM300pPETeHUs OLEHHBAIH
oOvennHeHHble nanHble U3 ucnbiranuid gaser 3 TULIP-1 u TULIP-2 manumentoB ¢ SLE or
YMEPEHHOI 10 TsKeNoH creneHu A uccnenosanus coornomenuii PK/PD u PD/s¢dextuBHOCTD
ann¢pponymaba. B 1maHHOM HCCIENOBAaHMM ONPENENSUIN CBS3b MEXAY KOHLEHTPALMSIMU
anudponymaba B CHIBOPOTKE KpoBHU M Heirpanusauueit PD renos, unayuupyembix IFN I tuna
(21-IFNGS), 4T0, B CBOIO OYepelb, CBA3AHO C yJNy4dIIeHHOW 3()(PEeKTUBHOCTBIO B Hemeno 52 y
MAlMeHTOB, KOTOpble MMenu BbicOkui mnokaszarenb IFNGS mnpu ckpununre. PesynpraThb
MOATBEPKIAIOT MEXaHM3M JeHCTBHUs aHudpoirymada, a HMEHHO, 3HAYEHHs aKTHBHOCTH
3a005eBaHMs U KIMHUYECKON 3((EKTUBHOCTH YIYYLIAINCH TIOCPEACTBOM OJIOKUPOBAHUS MyTH
IFN I Tuna u MHruOUpOBaHUSI TOCIENYIOIIEH SKCITPECCHH T€HOB, KOTOPAasi MOBBIMAET AKTHBHOCTh
3abonesanust SLE u ynpasiisieT maToreHe30M NP BOJTYAHKE,

[0253] VYV manuento ¢ HuskuM IFNGS npu ckpunuHre Hewrpanmuszamms PD He Obuia
3HAYUMOM, U, TAKUM 00Pa30M, TOJBKO ManueHTOB ¢ BICOKUM IFNGS Brimrodanu B ananmm3. Takxke
B2XHO paccMaTpUBaTh KOHKPETHO MaleHTOB ¢ BriIcOKUM IFNGS, noToMy 4TO Takue naiueHThI
XapakTepU3yITCs Oosee BBICOKMM KIMpeHCOoM anndpoiaymada, yem nanuenTsl ¢ Hu3kum IFNGS.
IToseimnenHas skcnpeccust IFNGS accounnpoBana ¢ 0ojiee akTHBHBIM, YCTOWYHMBBIM K JIEUEHHUFO
3a0o0neBaHNeM, TOBBIIIEHHBIMU KOHLIEHTpaLsiMU [FN-0 B CBIBOPOTKE KPOBH, a TAKXKE MapKepaMu
BOCIIAJIEHUS] 1 UMMYHHOT'O HapYIIE€HHUS PETYJIIIH B CBIBOPOTKE KPOBH, BKIIFOUast pakTOp HEKPO3a
omyxonei, IL-2, IFN-y u IL-1R2. CooTBeTCTBEHHO OBUIO YCTaHOBJIEHO, YTO, OTHOCHTEJIbHO
naruenToB ¢ HI3KUM [FNGS, nanuentsi ¢ BbicokuMm IFNGS xapakTepusoBainuch 0ojiee BbICOKOM
aKTHMBHOCTBIO 3a00JeBaHMs HAa MCXOIHOM YypOBHE, C OOJNBIIMM YHCIOM MAIMEHTOB,
CEPONOJIOKUTENbHBIX B OTHOIIeHHH aHTUuTeN K dSDNA mnu C3/C4, OTKJIOHSIOIUXCSI OT HOPMBI,
Ha UCXOIHOM ypoBHe. B rpynme mianedo nanueHTs ¢ BoICOKUM IFNGS ¢ GosibIiei BeposiTHOCTBIO
NPUMEHSIN JIEKaPCTBEHHbIE IpernapaThl IJIsi OrPAaHUYEHHOI'O NMPUMEHEHHs B XOJi€ HCIBbITAaHus,
yeMm nanueHTsl ¢ HU3kuM [FNGS. Jleyenne ¢ nmomompio 300 Mr anudponymada, omqHako, ObUIo
aCCOLIMMPOBAHO CO CHMKEHHEM NPUMEHEHUs JIEKAPCTBEHHBIX MPENnapaTroB Al OrPaHUYEHHOIO
IIPUMEHEHUs y MaLUeHTOB ¢ BbICOKUM nokaszareneM IFNGS no ypoBHs npuMeHeHus!, CXOIHOTO €
HaOmonaemMbIM y manueHToB ¢ HU3KUM IFNGS. YpoBeHns npekpamenns y4acTust B JIeYeHHue ObLT
HIDKe ¢ mpuMeHeHneM 300 Mr aHudponymada, 4eM ¢ IPUMEHEHUEM I11a1ed0, y MAUEHTOB KakK C
BbICOKMM IFNGS, Tak u ¢ Huskum IFNGS.

[0254] Mopens PK/PD, kuHernmueckue mokazatenu wuHTepHamm3aimu I[FNAR1 wu
uHpopmauus B pesyabrare uccienoBaHuii SLE BeIrsinenu HaneXHbIMH, MOCKOJBKY OLIEHKH
COOTHOCWJINCh C HAOmIOaeMbIMH JaHHBIMH. [IporHo3mpyemble MOAENBIO IMapaMeTphl

CBUIIETENBCTBOBANN O cuibHOU B3amMocBsizu PK/PD. Ilpornosupyembie ~83% mnanueHTOB B
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rpymme 300 mr aandponaymada xapakTepr30BaINCh OCTATOUYHON KOHLIEHTpanuel anugpoirymada,
KOTOpasi MorJIa BeI3bIBaTh Oosiee uem 80% nnrunduposanne sxcrpeccun 21-IFNGS. B camom nene,
obicTpyIO (K Hepene 12), cymectBeHHYIO (~80%) u cTabunpHyo (10 Henenu 52) HeUTpaTU3aLUIo
21-IFNGS nabmonmanu cpenu Bcex Teptuiiei Cae 300 mr anugponymada. HaoGopor, nmuiib
nporuosupyemsle ~27% mnanueHToB B rpymmne 150 mr aHudponymaba XapakTepHU3OBaHCh
OCTATOYHOH KOHLEHTpauueid anudposymada, KOTOpass Morjia BbB3bIBaTH Oosee udem 80%
unruOupoBanue 21-IFNGS. Takum oOpasom, Oonee Hu3Kyro, Oojiee BapuabebHYIO W
3aMelJieHHy0 Helrpanmzammio PD nHaOmomanu ¢ npumenenuem 150 mr anudponymada,
0co0eHHO y mauueHTOB ¢ Caye HUKE MEIUAHHOM, e HeHTpanu3auus PD Oblia MUHMMAIBHON U1
nonoOHOI TakoBOHM, HaOMomaemoli ¢ mpumeHeHueMm mianebo. bonee Hu3koe BO3nelCTBHE
anudponymaba B CBIBOPOTKE KpPOBU MPHUBOAWIO K Ooyiee BapuadeapbHbIM Mpoduisim
HelTpamu3zauuu PD cpenmn ucnbITaHuil U CX€M BBEICHUS JO3bI.

[0255] B neGonbmmoit noarpynme (15%) maunentos ¢ BeicokuM IFNGS B rpynme 300 mr
anudponymadba He HaOMOMAIOCh BBICOKOH HeWTpanmmsauuu PD B ucnbitaHuu (MeauaHHAs
npoueHTHast noJisi Heirpanmsanun 21-IFNGS Ha ucxogHoM ypoBHe coctaBisuia MeHee 51,7%).
OxoJ10 NOJIOBUHBI TAKUX NALIMEHTOB XapakTepusoBaauch nokasarensamu 21-IFNGS Ha ucxongHom
YPOBHE, HaxXOASLIMMHCS B HI)KHEM KBapTUile, HECMOTpPsl Ha NPUCBOEHHUE CTaTyCa BBICOKOTO
nokazarenst [IFNGS, uro o0wsicHsercs nuxoromudeckoit npuponoii tecra IFNGS ns 4 reHos, u,
TaKUM 00pa3oM, OHU HE HyKJAJIUCh B BBICOKOH HelTpaimu3auuu PD s nonydyeHus nokasarenei
21-IFNGS, nonoOHBIX KOHTPOJIAIM OT 3AO0POBBIX JitoAeH. Jlpyras mojoBMHA TakuX MAaLlUEHTOB
uMesnia Hu3kue mnokaszarenu BosaeiictBusi PK, moareep:knasi cootHomenue PK/PD, u umena
TEHJEHLUIO K HAJIWYHIO B YHCIEHHOM BBIPAKEHUHU OoJiee BBICOKOH aKTHBHOCTH 3a00JIeBaHUs HA
UCXOMHOM ypoBHe. OOHAKO 3HAYEHHs AKTHMBHOCTU 3a00JIeBaHHMsS Ha HMCXOAHOM YPOBHE, IO
BUJIUMOMY, HE BIHSIIOT Ha HelTpanusanuio PD ¢ npumenenuem 300 mr anudponymada B oOmeit
OOBEMHEHHOW MOMYJISILUY, YTO AOMOJHHUTEIBHO CBUIETEbCTBYET B TOJIB3Y CXEMbI BBEICHHUS
no3bl 300 mr arudponymada IV u coorseTcTByroIIel 1036l 120 Mr IJisi TIOJKOKHOTO BBEICHHUSI
Cpeau MOATPYII MALUEHTOB, HE3aBUCUMO OT aKTUBHOCTH 3a00JIEBaHMSI.

[0256] CrnenoBaTenbHO, MOXKHO MPEATIONONKUTh, YTO TMOATPYIINA MAIUEHTOB ¢ HU3KOU
Helrpanuzanuei PD MokeT noiay4uTs mosbs3y ot 1036l anudponymada seimre yem 300 Mr; OHAKO
OTCYTCTBYET JA0OKa3aTeNbCTBO MPEAIONIOKEHNs], YTO 3Hau€HUsl 4acToThl oTBeTa corjacHo BICLA
Oynyt Beime nmpu no3ax IV 6onee 300 mr. Hammpumep, B uccnenosannu ¢aszsl 2 MUSE 3HaueHus
gactorel orBerta cormacHo BICLA B Hememo 52 Obun Beime ¢ npumeHeHuem 300 mr
aangponymada (53,3%), yem ¢ npumenerneM 1000 mr anudponymabda (41,2%). Kpome Toro, B
aHajii3e, B KOTOPOM MOJEIMPOBAIM B3aUMOCBS3b Mexay BosaeinctsueM PK u 3HaueHusmMu

gactoTel orBeTa cornacHo BICLA B TULIP-1 u TULIP-2, npornosuposanu, yro 1000 mr
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aHudponymaba o0ecneynBaOT JHMIIb HWHKPEMEHTAJIBHYIO TOJb3y OTHOCHTENbHO 300 mr
anudponymaba BcaencTsue HenmHeHHocTH. OpnHako, kak mnokasano B IIPUMEPE 4:
“orpeneneHNe ONTUMAIbHONW E€AMHUYHOM [03bl JUIA TIOAKOXKHOTO BBEAEHUS , JaHHas
BapraleIbHOCTh B KOMOMHAaLMKU C BapuabeNbHOCTBIO B OHOJIOTMYECKOW JTOCTYIMHOCTU
ONpaB/bIBAET TPUMEHEHHE HEOXXHJAHHO BBICOKOW O3Bl U1 TOJKOXKHOTO —BBEAEHUS,
cocrasistronieii 6omnee 105 wmr.

[0257] Hetitpanuzauust PD 21-IFNGS 0bl1a accoiuupoBaHa ¢ yIydlIeHHOW KITMHUYECKOM
s¢p¢exktuBHOCTRIO. Bce kBapTiim  HeWTpammzaumu PD ¢ momombio  aHugponymada
XapaKTEPU30BAINUCh B YHCJIIEHHOM BBIPAXKEHHU OOJBIIMMHU JOJSIMH UMEIOIINUX OTBET COTJIACHO
BICLA u SRI(4), uem rpynmna muane6o. Tem He MeHee, KBapTHIIb ¢ HANOOJIbLIEH HeUTpaIr3auen
PD ¢ nomometo anudponymada xapakTepusoBayics aOCOMOTHBIMH YPOBHSIMH HUMEIOLINX OTBET
cormacio BICLA u SRI(4) Ha ~21% wu ~16% BbIIIE COOTBETCTBEHHO, YeM KBAPTUJIb C
HauMeHbInel HelTpanusauueid PD ¢ momompio aHugponymada (COCTOSIUN MPEUMYIIECTBEHHO
u3 nanueHToB B rpymnmne 150 mr anndponymada). JlaHHbIE pe3ynbTaThl COOTBETCTBYIOT aHAJIH3aM
cessu Mexny PK u sdpdexrtuBHocTeto B ucnbitanusx TULIP-1 u TULIP-2, B koTOpbIX
UICHTU(QHUIUPOBAHO COOTHOIIEHUE BO3/eCTBHE—3((EKTUBHOCTD U MPOAEMOHCTPUPOBAHO, UTO
BO Bcex moarpynmax PK anugponymaba umeroTcst Oonee BBICOKME 3HAYEHHsI YaCTOThI OTBETA
corimacao BICLA/SRI(4), uem B rpymre miame0o.

[0258] Pannue nsmenenust B Mapkepax PD, koTOpble acCOLMUPOBAHBI C KIMHUYECKOU
3¢ ($eKTUBHOCTBIO B 0OJI€€ MO3JTHIE MOMEHTHI BPEMEHH, SBJISIOTCS KIMHUYECKH 3HAYMMbIMU. DTO
UCCIIeIOBaHNE J1aeT OCHOBAaHHUE IpeIoyaraTb, 4ro creneHb Helrtpaimuzauuun IFNGS mosker
NPUMEHATBCS B KayecTBE YCTAHOBJIEHHOro mapkepa PD B cxeme Oyaymux HCIBITAaHUN
aHndpoaymada, B KOTOPBIX HCCIEAYIOTCS pa3HbIe MOMYJISLUH (TaKHe KaK MOMYJISIIHH MALHEeHTOB
JIETCKOrO BO3pacTa WJIM C BOJYAHKOW JIPYroro THIIA, HAMPHUMEP, MOMYJSUH C BOJYAHOYHBIM
Hedpurom (LN) nnm koxxHOM kpacHol Bomuankol (CLE)) iy pasHbie ciocoObl BBEIEHUS, TAKHE
KaK MOJKOKHBIE HHBEKLIUH.

[0259] 300 mr anudponymabda IV kaxnabie 4 Henenu BBIOUPAIH B KAUECTBE ONTHMAIBHON
CXeMbI BBeJIeHUs 103bl y nMannueHToB ¢ SLE oT yMepeHHOMN 10 TAXKeNOol CTeneH! Mo NMpUYUHE ee
onaronpusiTHOro npoduist nojas3a—puck B uctbitaHuu ¢asel 2 MUSE. Caye npu mpuMeHEeHUH
300 mr anu¢ponymada OblTa COOTBETCTBYIOIIEH CpeOu HCCIENOBAHMA M ObUla BBILIE, YeM
KOHLeHTpanus, obycnosnernass 150 mr anudponymada, ¢ HeOONBIINM MEPEKPBIBAHUEM MEXKIY
NOATPYINIIaMU corjacHo HenuHeitHomy npodwmo PK anudpomymaba. Ilpornosmposanu, dto
KOHLIEHTpauun aHudposymada B COCTOSHUU PABHOBECHS, ONPENEICHHbIE KOJHMUYECTBEHHO C
OCTaTOYHBIMH KOHLIEHTpaLUsAMU B Hefemo 24, Oyayt ~80-kpaTHO BhIlIe ¢ npuMeHeHneM 300 mMr

anudponymada, ueMm ¢ npuMmeneHuemM 150 mr anugponymada.
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10.6. BeiBoa

[0260] B nanHOM OKYMEHTE aBTOPBI HACTOSIIETO H300PETEeHNUS IPOJIMITH CBET HAa YETKYIO
B3aMMOCBSI3b MEXY BO3AEHCTBHEM aHU(]pOIyMada B CBIBOPOTKE KPOBH U HelTpanuzauueii PD y
nauueHToB ¢ SLE oT ymepeHHON A0 TsKeNOW CTeNneHH, He3aBUCUMO OT CTAaHJApTHOH Teparnuy,
obecrevnBasi TOKa3aTENbCTBO sl MO KaHUS CXeMbl BBeeHus 103bl 300 Mr aHudpoiaymada
IV Q4W u cxembl BBeneHust no3bl 120 mr anudpoaymaba SC QW. B camom nmene, 300 mr
anudponymabda obecrnieunBasu y naueHToB ¢ BbicokuM IFNGS nocrarounoe Bosneticteue PK ¢
NIOJIy4eHUEM B pe3yJsibTaTe OBICTPOM, CYIIECTBEHHON M cTabmibHOM HenTpanu3anuu 21-IFNGS,
KOTOpasi, B CBOK OYepeb, aCCOLUHPOBAHA C YJYYIIEHHOW KJIMHUYECKOH 3>(PPEKTHBHOCTHIO.
Takyro ke KIMHUYECKYI) 3((EeKTUBHOCTb, TaKUM O0pa3oM, OXHAAT B CIy4ae JO3bI
anudponymadba SC 6onee 105 mr, Hanpumep, 120 mr, QW.

11. IPUMEP 7. JIeuenue 3a00aeanusi, onocpegosansHoro IFN I Tuna
11.1. Ilpo¢une, Haxoasmuics nog kourpoJiem IFN I tuna

[0261] Jlns moHuMaHus B3auMOCBs3M Mexay skcnpeccued IFN I tuma m orBeTom Ha
Tepanuio anTuTesoM K IFN HeoOxonumMo 3HaTh, BBI3BAHO JIM 3a00J1€BaHNe CYOBEKTa aKTHBALUEH
IFN I tuna. Onnaxo npsimoe usmepenue yposHs IFN I Tuna ocraercs cnoxHol 3agaueii. I1o sToit
npuanHe ObUT  pa3pabdoTaH Mapkep Ha OCHOBE TPAHCKPUNTOB U OLIEHKH  BIIHSIHHSA
CBEpPXOKCIIpeccuH OeNka-MHUIIeHH Ha onpeneneHHbli Habop MPHK-mapkepoB. Dxcnpeccus Takux
MapKepOB JIETKO BBIABISAETCS B LIENbHON KPOBH, HAIIPUMEP, C IPUMEHEHNEM aHAIN30B HA OCHOBE
TP (manpumep, TagMan).

[0262] Dkcnpeccuro TeHoB MOxHO usMepsaTh nocpenctsoM RT-PCR. Tlogxopsimue
npaiiMepsl U 30HABI JUIsl BBISBIEHUS I'eHOB MOxHO Haiitu B WO 2011028933, IToxxonsamum
HaOoOpoM JuIsi uU3MepeHusi >Kcrpeccun reHoB s Tecta IFNGS sBasiercs HaGop QIAGEN
therascreen® IFIGx RGQ RT-PCR (ma6op IFIGx), kak ormcano B Brohawn et al.[26], koTopsIii
BKJIIOUEH B IAHHBIM JOKYMEHT IIOCPEICTBOM CChUIKH BO Beel cBoei rmonHote. AHanus 21-IFNGS
coctosin u3 21 rena, unayrupyemoro IFN-o/p I tuna (purypa 28), koTopblii BKIIFOYaeT 4 reHa B
nuxoromudeckoM Tecte IFNGS, kak onmcano panee [24,25].

[0263] bumonanpHOE pacrpeneneHue MoKas3aTeNneld, MNOJYYEHHbIX C MPUMEHEHUEM
TPaHCKPHUNTOB, Y cyObekToB ¢ SLE moxaTBepkmaer onpeneneHne CyONONMyJSIMMUA C BBICOKMM U
H3KkuM ypoBHeM IFN mocpencrBom Tecta B otHomenuu IFN (¢ mpuMeHeHunem Ttecta B
orHomennu IFN nns 4 reHos) (¢purypa 29A). Tectr B orHomennu IFN I tuma onmcan 8 WO
2011028933 Al, xoTopas BKJIIOYE€HA B JaHHBIM JOKYMEHT IOCPEICTBOM CCHUIKM BO BCEW CBOEM
nosHoTe. [Ipodune skcnpeccuu reHoB, Haxomsmmxcs non KoHtposieM IFN 1 tuma, MoxHO
UCTIONIb30BaTh ANl WAGHTUQUKAIMU  CyOBEeKTa,  KOTOpBIH  SBISIETCA  IALUEHTOM,

XapaKTePU3YIOIIUMCS BBICOKUM Pe3yJIbTATOM TECTa JI ONpeAesieHuss MPOpUisl SKCIPECCUH
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reHoB, Haxomsmuxcss nox koHtposieM IFN I tunma (IFNGS), u cyObekra, KOTOpBIH sBisieTCS
NAlMEHTOM, XapaKTEePU3YIOIIMMCS HHU3KHUM pPE3YJIbTATOM TeCTa Ul OINpeneNeHus Nnpodus
JKCIIpeccuu reHoB, Haxomsamuxcs mnonx koHtposem IFN I tuna(IFNGS) (¢urypa 29B).
ITocpenctom Tecta IFNGS nis 4 renos usmepsitotT skcnpeccuto reHos IFI127, 1IF144, IFI44L u
RSAD2 mno cpasuenuto ¢ 3 stanonHeiMu reHamu: 18S, ACTB u GAPDH, B nenbHOl kpoBu
cyOpexra. Pe3yibraToM TecTa sIBISETCS MOKas3aresb, KOTOPBIH CPABHUBAIOT C MPEIBAPUTEIEHO
YCTAHOBJIEHHBIM MPEeIbHbIM 3HAYEHUEM, KOTOPOE MO3BOJISIET KJIACCH(PULIMPOBATh MALIMEHTOB Ha
2 rpyIIIbI C HU3KUMH WJIH BBICOKUMHU YPOBHSIMHU 3KCIIPECCUU reHoB, MHAyupyeMbix IFN (urypa
29B).

[0264] ITokaszaTenp sKCIpecCcMU TeHOB, Haxoasmmxcs noj koHtpojem IFN I Tuma,
JIEMOHCTPHPYET KOPPEIBILHUIO C SKCIpeccuell B MOPAKEHHOH 3a00JeBaHUEM TKaHH, TAKOW Kak
ko’ka, mpu SLE. B yacTHOCTH, BBICOKHI MOKa3aTeNb PO SKCIIPECCHU T€HOB, HAXOASIINXCS
non koHtpojeMm IFN I Tuma, accomumpoBaH € MOBBIIIEHHOW AKTUBHOCTBIO 3a00NEBaHHS U
npuMmenenneM OCS nipu SLE (¢urypa 29C).

[0265] IFNGS MoXeT mNpUMEHAThCS NIl WACHTUPUKALMH JPYyrux 3a0oJeBaHUH,
onocpenoBanabix IFN I tuna, mogxonmaummx s jgedeHus: ¢ nomompio uHruoutopa IFNARI.
3abonesanus, onocpenosanHble IFN I Tuna, BkmouaroT Bomganounsiii Hepput (LN) u curmpom
IlerpeHa, mpu KOTOPBIX MALMEHTHI MOTYT OBITh HASHTU(OULIUPOBAHBI KaK XapaKTePU3YIOLINECs
nosbimeHHbIM NokazateneM IFNGS (¢purypa 31A u ¢urypa 31B). ITonoOHell mokasaTens
npoduis, Haxoxsmerocs nox koutponeM IFN I tuna (mokasaTtens A S reHOB), aKTUBUPOBAH Y
nauueHToB ¢ SSc 1 MuozutoMm (purypa 32).

11.2. Boruanka

[0266] IFNGS (u3 21 rena) npu Bostuanke (SLE) HelTpanu3yeTcss MHTHOUTOPOM Tepenadu
curHana IFN I tuna, Hampumep, anturenom k IFNa cudamumymadom (purypa 30A) wim
unruoutopom peuenropa [FN I tuma (IFNAR1) anupponymadom (@urypa 30B). Cm. Takke
pasaea 10.

11.3. Cxnepoaepmus

[0267] CucremHbIil ckitepo3 (ckyeponepmust, SS¢) mpencTaBisier codol ayTOUMMYHHOE
3aboeBaHre, XapaKTePU3YIOIIeecs XPOHUYECKOW WMMYHHOW aKTHBAIMed W W30BITOYHBIM
OTJIOXKEHHEM KOMITOHEHTOB BHEKJIETOYHOro MaTtpukca. B mcnbitanmu ¢asel 1 ¢ moBbleHHuEM
no3sl (nccnenosanne CP180) nccnenosann 6e30macHOCTh M MEPEHOCHMOCTh aHHU(ppoiaymada y
cyobpekToB ¢ SSc (¢purypa 33). Ilokazarens IFNGS y maumentoB ¢ SSc onpenensin Kak
MenuaHHoe 3HaueHue kpaTtHocTH n3MmeHeHus (FC) mokaszareneit 5 renos, nnaynupyembix IFN,

KOTOpPBIC HaxXOAATCA CpEeau Hanbojee OTIUYMMO pPEryjiupyeEMbIX TI€HOB Yy MNAOUCHTOB CO
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CKJIEpOZIEpPMHEN M0 CPaBHEHUIO C KOHTPOJIEM, MOJy4Y€HHBIM OT 30POBOTO 4€JOBEKAa. 5 I€HOB
npenctasisiroT coboit noarpymmy IFNGS st 21 rena.

[0268] IFNGS nnst 5 reHOB sIBJIsSI€TCSI OBBIIIEHHBIM B 11ebHOW kKpoBu (WB) mauneHToB
CO CKJIEpOJIEPMHUEH, KaK u3MepeHo ¢ nmpuMmenenueM npodus usz 5 renos (IF127, RSAD2, IF144,
IF144L, IFI6) (¢purypa 31B). ITokazarens IFNGS nnst 5 reHOB y mamnuieHTOB ¢ SSC CpaBHHUM C
IFNGS nns S renos y nanuentos ¢ SLE (¢gurypa 32A, ¢purypa 34A). I[Ipodunu, Haxopsmmecs
noa koHTposneM IFN, Ha HMCXOOHOM YypOBHE B BBICOKOW CTENMEHH KOPPEIUPYIOT MEXKIY
NOPAKEHHBIMH TKaHSIMH W Tepudepueil 1 ¢ aKTUBHOCTBIO 3a00JIeBaHUSI HA UCXOJHOM YpPOBHE
(¢purypa 34B). CymecTByeT Takke MOJIOKUTENbHAS KOppessinus Mexkay nokasatesnem IFNGS
Ui 5 TeHOB Ha WCXOOHOM YPOBHE U aKTUBHOCTBHIO 3a0oneBanusi npu SSc (purypa 34C),
U3MEPEHHON C MOMOLIBI0 MOIU(HUIIMPOBAHHOIO OOIIEro Mokas3areisi OLEHKH KOKH PonHaHa
(mRTSS).

[0269] IFNGS nist 5 reHOB MOKeT OBbITh HEUTPATU30BaH Y TALIMEHTOB CO CKIIEpOoAepMUei
(SSc) (durypa 35A), kak omucano B WO 2013/188494 (BkJIFOYEHHOM B JIAHHBIN JTOKYMEHT
NOCPENCTBOM CCBUTKM BO BCEH cBoell momHoTe). B wactHoctu, B uccrnemoBanmu CP180
(NCT0093082) mnpubmmurenpHo 2/3 manueHTOB ¢ SSC  SABISIOTCS IOJIOKUTENBHBIMH B
OTHOWIEHUHU npoduis, Haxoxsmerocs nox konrpoieMm IFN I tuma, Ha ncxogHoMm yposre. Ilocie
JIeUeHUs] ¢ TIOMOIIBI0 aHu(posymada Habmonanack ObICTpast U OJM3Kask K TMOJHOU CyNpeccust
IFNGS (menp 1) mpu nosze 1 mr/kr (mpk) mnam Bbime (B ciydae Kak ONHOKPAaTHOW, Tak U
HECKOJIbKHX 103) (purypa 35B) ¢ yeTkuM 10303aBUCUMBIM 3P (HEKTOM B OTHOLIEHHH BPEMEHHU, B
TeueHHe KOTOPOro Mpoduib OCTaBAICS HEMHIMOMPYEMbIM 10 BoccTaHOBieHHS ((purypa 35B u
¢purypa 35C). bbuio nmoaTBepKIEHO, UYTO MOKas3aTesb, cBsA3aHHbIM ¢ IFN, npumeHsemblil s
uccnenoBanuss CP180, xoropblii momoOeH TeM, KOTOpble HKCIIONB30BAIA TMPU  APYTUX
AyTOMMMYHHBIX TOKA3aHUSX, SIBJISIETCS YYBCTBUTENbHBIM MapkepoMm PD, peneBaHTHBIM mpu
JICYEHHH C MOMOIIBI0 MHIHOUTOpa nepenayn curnania, onocpenosannoi IFN I tuma, mpu SSc.

[0270] Jleuenue anudponymabom y manmeHToB SS¢ Takke 00eCredYnBao CYMPECCHIO
aktuBanuu T-xierok (mocpenctsom monmkeHus: yposHeir CXCL10 u CD40L) (¢purypa 36).
AHudpponymad TOMOJHUTENBHO O0ECTeurnBall CYNPECCHI0O MapKepOB O0pa3oBaHMs KOJIareHa |
AKTUBHPOBAHHBIX MAPKEPOB pa3ioskeHus kojuiarena (¢urypa 36), 4To npeanogaraeT MeXaHu3M
IEeUCTBYSI, TOCPEICTBOM KOTOPOTO MOAYJIUpPYETCsl HHrubuposanue nepenauu curnaia [FN [ tuma
B MOJYJIMPOBAHHOI TKaHU NallMEHTOB ¢ SSc. BbelIo Takke NOMONHUTENbHOE YIydllEeHHE B
nokazaressix Kok (mRSS npu Haubosbieii no3e).

[0271] B wurore, neueHne nanueHToB CO CKIEPOepPMIe ¢ MpuMeHeHneM anudponymada
JEMOHCTPUPYET NMOYTH MOJIHYIO CYIPECCUI0 B OTHOLIEHUH NOKas3aTens, cBsizanHoro ¢ IFN I tuna,

B WB 1 koxe no3ozaBucumeiM obpazom. Ilokasarens IFNGS nosbien y namueHtoB ¢ SSc, u
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JeYeHHe C IMOMOIIbI0 aHudposymada HeHTpanu3yer AaHHbIM mpoduib reHoB. Taxke ObUIO
MoKa3aHo, 4to anudponymad odbnanaer a¢gdexrom edenns y nauneHTos ¢ SSc. CienoBaTenbHO,
okupaercs, 4to aHudgpoiaymad xapakrepusyercs nogoOHbIM 3P HEeKToM JeueHusl y MalueHTOB
SSc, Taxxke kak y mauueHToB ¢ SLE u LN, npu cxonHo# unu Toi ke no3e anugpoiaymada, kotopas
Obuta moka3aHa kak Oe3omacHas u >¢¢extuBHas npu SLE, 1. e. 300 mr IV Q4W wmm
skBuBasieHTHas no3a SC, cocrasisromast 6oiee 105 mr u medee 150 mr QW, B yactHoCTH, 120 Mr
SC QW.

11.4. Muo3ur

[0272] [Mpucyrcteue IFN I Tima B OuonTare MbILII] IPH MHO3UTE BIIEPBbIe HAOIIOAAIH C
MOMOIIBI0 MMMYHOTHCTOXUMUYECKUX HCCIENOBAHUM [27] ¢ IOCIEeAYIOIUMH TOKJIaJaMU O TOM,
yro PDC mnoBeimensl B OuonraTax MbIIL M KOXH npu aepmaromuosure (DM) [28,29].
Habmronamu, yro Havano DM wnm nomumuosuta (PM) mpoucXomuT mocie Tepanud Ha OCHOBE
IFN-a wmm IFN-B, uto naet ocHoBanue npennojiarate [FN I Thma kak MOTEHIIMABHYIO MUIICHb
IUIs JIeYeHusl pU ABYX HaHHbIX nokasaHusx [30,31]. Tpanckpunte! IFN-B, Ho e IFN-0 Obutn
cBepxaKcnpeccupoBanbl mpu PM, a takske npu nepmaromuosure/JDM7. IFN[ noBeIlieH B KpOBU
nauueHToB ¢ DM u koppenupyet ¢ reHamu, uHayuupyemsimu IFN I tuna, B kposu [32]. Ananus
NOJIy4eHus pouiIel SKCIPECCHU T€HOB Ha OCHOBE OMONTATOB MBIIII] OT MMALUEHTOB C MUO3UTOM
MOKa3aJl, YTO OOJBIIMHCTBO CBEPXIKCIPECCHPOBAHHBIX TPAHCKPHUNTOB y ManueHToB ¢ DM mo
CPaBHEHMIO C HOPMAJbHBIM KOHTPOJSIMU NPENCTABISAIOT coOON reHsl, nHayuupyemsie IFN-o/f
[28].

[0273] Hwmeer mecTo cBepxakcrpeccust reHoB, nHayuupyembix IFN I tuna (136 reHos) B
KpPOBU MaLMEHTOB ¢ aepmaromuo3utoM (DM) miam momumuoszutom (PM) mo cpaBHEHHIO €O
3I0pOBBIMH 1OOpOBOJIbLIAMU (OTpeneeHHbIMU Kak 3HavyeHue MeHee 4) [11] u, B yacTHOCTH,
IF144L u RSAD2. Greenberg ef al. unentudpuuupoBamu 13 wmapkepoB PD mpodus,
Haxozsmerocst mon koHtposneMm IFN I tuma, unu nmosbeimmenHyro skcnpeccuto [F127, RSAD2,
[F144L, IF144, OASI, IFIT1, ISG15, OAS3, HERCS, MX1, ESPTI1, IFIT3 u IFI6 no cpaBHeHMIO
co 3gopoBbiMu goHopamu [11]. B uccnenoBanun MI-CP151 (NCT00533091) cobupanu oOpasusl
KpoBU M Ouonrata MbImn manueHta. Onpenensin 3Ha4e€HUs MpOMis SKCIPECCHH TEHOB,
Haxopnsmmxcst mox koHtposneM IFN I tuma (mokasarensb nist 4 reHoB U 13 TeHOB) Ha HCXOIHOM
ypoBHe y nauneHToB ¢ DM 1 PM B MblI1Le ¥ KpOBU C OOHAPYKEHHEM TOBBIIIEHHOTO IMOKa3aTeNs
IFNGS B nenpHON KpOBH U MBIIILE y MAHeHToB kak ¢ BM, tak u ¢ PM (¢urypa 37, ¢purypa
31A, ¢urypa 38) [10]. Cm. Takske WO 2009/011770 u WO 2009/011770, oba u3 KOTOPBIX
BKJIFOUEHBI B JAHHOM JIOKYMEHTE ITOCPEICTBOM CCHLIKH.

[0274] HNuruburop nepenadu CUrHaja reHoB, Haxoasmuxcsi moa koutposnem IFN I tuma

(cuanumymad), HeriTpanuszosan nmokazaresab IFNGS st 13 reHOB B KPOBH M MBIIILIE TTAITHEHTOB
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¢ DM u PM nozozaBucumbiM obpazom (uccnenosanne MI-CP151, ¢purypa 39). B wactHocTy,
npoduIb 3KCIPECCUU T'e€HOB, Haxomsummxcs nox KoHtposiem IFN I tuma, ObU1 MakCUMaIbHO
HEUTpaln30BaH C MeOUaHHbIM 3HadeHueM 91% B koropre 0,3 MI/KTr mpu CpeiHEM 3HAYEHUU
HEeUTpaIn3aly Cpeau KOropT, MOABEPTHYTHIX JIEUEHUIO cudanumyMadbom, cocTaisitoieM 47%,
33% u 65%, HabmonaemeM B 1HU 28, 56 u 98 coorBercTBeHHO. B nenp 98 uerbipe KOropThl,
KOTOpBIX Jieurnn cudamimymadoM, AEMOHCTPHPOBAIM MeIMAHHOE 3HAYeHHE HEHTpan3alvu
npodusisi TeHOB, Haxopsuleecs B auamnazoHe 54%-91%. JleueHne MalMEHTOB C MHO3UTOM C
noMoIibo  cudanumymada aemMoHCTpupoBasio He Oonee 80% HedTpamuszauuu PO,
Haxopserocs mox koutposieM IFN I tuna, B mbimie (¢purypa 38). bonbmyro cynpeccuro IFNGS
HaOJIFO 1M 10303aBUCUMBIM 00pa3oM BO Bcex 4 rpymmax no3bl cudanumymada (0,3, 1,0, 3,0 u
10 mr.xr) mo cpaBHeHHIO ¢ Tpynmoi mianedo. Marubuposanue IFN o cHrxkano nHGUIBTpaImO
UMMYHHBIX KJIETOK B MBIIIIY, MOpaxkeHHy0 Muo3utom (DM u PM) (¢urypa 41). Cudamumymad
obecnieuuBan cympeccuro myTel, Haxomsmuxcs nocyie IFN I Tuma, B MbliIe ManueHTOB C
MHO3HUTOM, U LIeJIeBast HEHTpanu3alus Koppeauposana ¢ ynydmenueMm pyHkuuii mpimn (MMTS)
y mauueHToB ¢ muosutoM [10,11] (¢purypa 42). CrenoBarenbHO, BaKHO OTMETHTD, LENeBast
MOAYJISIIUs TPO(UIIST SKCIPECCHH T€HOB, Haxopsmuxcs nox koHtpoieMm IFN I tuma, B kpoBH
JIEMOHCTPHPOBAJIa KOPPEISITUBHYIO 3aKOHOMEPHOCTh C aKTUBHOCTBIO 3a00JI€BaHNS y MALIIEHTOB
DM wunu PM (¢purypa 40A). Kpome Toro, nenesast cynpeccust npouist SKCIIPECCHU T'€HOB,
Haxomsamuxcs nox kontposeM IFN I tuma, koppenuposana ¢ CyNpecCUel BaKHBIX SIBJICHUU
nepeiauy CUTHaNa, CBSI3aHHBIX ¢ 3a00JIeBaHIEM, B MbIlIeYHOH TkaHU ((purypa 40B).

[0275] B wurore, nokazarens IFNGS mnoBblllleH y MalMeHTOB C MUO3UTOM, U JIEYEHUE C
nomotbio cudanumymada obecrieunBaeT HEHTPAIU3aLUIO JAHHOTO poduist reHoB. JlaHHbIE 1O
npodpuaro IFNGS, Takum o0pa3oM, 00OOCHOBAHO YKa3bIBAIOT HA TO, YTO MyTh akTuBauuu IFN
HaXOAMTCSA B Mpeesax CXOAHOro Ararna3oHa B ciay4yae MUoO3uTa, kak U SLE. CxonHas akTuBauys
IFN nabmonaercs cpenu SLE, DM u PM (¢purypa 32). Kpome Toro, obmasi JOCTYITHOCTb
pELEenTOPOB SIBISIETCSl MEPEBEIINBAIOLINM (HAKTOPOM BBIOOPA AO3BI MPU MHO3HUTE BCJIEACTBUE
pacrnpoctpaHeHHol npupoasl peuentopa IFN I tuna. JlaHHbIE AEMOHCTPUPYIOT, YTO CYIIECTBYET
cxonHoe noctynHoe PF/PD cpenu Gone3HeHHBIX COCTOsSHUE (Hanpumep, npu cpaBHeHUH SLE n
SSc). Kpome Toro, naHHble 1o 103€ TSl TOAKOKHOTO BBENIEHUS, TOCTYITHBIEe U3 UcclienoBanuii 06
u 08, moaTBep:kIaroT BBIOOP M03BI, cocraBisitomiei npudnusutensHo 120 mr SC QW, mpu
muo3ute. Aaudposrymad mogHOCTEIO cynpeccuposan nepenady curnana [FN I tuna mocpeactsom
IFNAR, npu 3tom cudanumymad HaleauBaeTcs Juib Ha Oonbinyio yacth IFN-o (purypa 43).
CrnenoBatenbHO, O’KUAAETCS, YTO aHU(PpomyMad xapakTepusyercss NOAOOHBIM HEUTPATH3YIOLIIM
s¢p¢pexrom B orHOomeHNH [FNGS y nanneHToB MHO3UTOM, YTO U cupannuMymad, Ipu CXOAHOH Win

TOM ke 1o3e aHudpoaymada, kotopas OblIa oka3aHa kak Oe3omacHas u 3¢ dexrusnas mpu SLE,
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T. €. 300 mr IV Q4W wunu sxkBuBaneHTHas no3a SC, cocrapsroinas 6onee 105 mr u menee 150 mr
QW, B wactaocty, 120 mr SC QW.
12. IPUMEP 8. YcTpoiicTBO AJ151 HHbEKIUH

[0276] Anungponaymad BBOIAT ¢ MOMOIIBIO YCTPOHCTBA AJist uHbeKkuit [1] [9], Takoro xak
npeaBaputenbHo 3anoiHeHHbl mwnpull (PFS) (purypa 44A) wnu asrounnsektop (Al) (purypa
44B).

12.1. ABTOMHBEKTOP

[0277] AHugppoaymad MOKHO BBOIUTH C MIOMOIIBIO aBTOMHBEKTOPA [1]. ABTOMHBEKTOD
NoKa3aH B pa3oOpanHOM BHe ((purypa 45A) u B coOpannoii popme (purypa 45B). DTukerkoi
[4] obopaumBaroT aBTOMHBEKTOP [1] W TpUKpEISIIOT ee K aBTOMHBEKTOpY (durypa 45C).
ABTOMHBEKTOP COCTOUT U3 KopIyca [3] aBTOMHBEKTOpa, KOJNMayka U CheMHMKa KoJmnauka [2], a
Takke y3na npusona [S]. Enmanunas no3a [6] skunmkoro coctaBa Ha OCHOBe aHu(dponymada
cofepkuTcss B kopmyce [3] aBromHbekTopa. EnuHu4Hyro no03y [6] MOXHO yBUIETH depes
CMOTPOBOE OKHO [7].
12.1.1.1. IIpeosapumeiivHo 3anOIHEHHBLIL WINPUY, C OONOTHUMEIbHBIMU RPUHAOICHCHOCHISAMU

[0278] Anugponymad MOXKHO BBOAWTH C TIOMOINBIO MPEIBAPUTENBHO 3AMOJHEHHOTO
IINPHLA C JONOJHUTENbHbIME npuHaanexxHoctsMu (APFS) [8]. APFS [8] conepxut enMHUYHYIO
no3y anudponymadba [6], comepkamyrocss B IMEPBUYHOM KOHTeWHepe [9], moka3aHHOM B
COOpaHHOM COCTOSIHUM Ha (purype 46A u B pazoOpaHHOM BHIe Ha (urype 46B. IlepBuunbIii
KoHTeliHep [9] comepxur orpaHuuutens [16] xonma mnopiuHs. IlepBuuHbIl  KOHTEHHEp
XapaKTePU3yeTCss HOMHUHAIBbHBIM 3aMOJTHsIEeMbIM 00beMOoM [ 17], coctaisiroium 0,8 M1, HO MOKET
comepskathb 4yTh Oosbine 0,8 M. OcTanpHOE MPOCTPAHCTBO B IEPBUYHOM KOHTelHepe [9] 3aHsTO
BO3AYLIHBIM y3bipeM [18]. BoznywmHeiii my3sips [18] MOkeT XapakTepu3oBaThbCs pazMepoM 3-5
MM, HeoOsi3atenbHO 4 MM. llepBuuHblil KOHTeWHep [9] XapakTepusyercss OIpeneseHHbIM
MOJIOXKEHUEM orpaHuduTens xona [19].

[0279] IlepBuunbiii  KOHTeiiHep [9] mpeABapUTENBHO 3alOMHEHHOrO IIMpHUIa ¢
JOTIONHUTENbHBIME TipuHaaIes)kHOCTIME (APFS) mocrasmsror B cOopke PFS [8], Brimrouas
npenoxpanutens uriel [12], ¢manen [11] ang nmanpua u mrok [13] moprmHs. DTtukerka [14]
TIOCTABJISIETCS] BMECTe C MepBUYHBIM KoHTeliHepoMm [9] B cOopke PFS [8]. Ortukerkoii [14]
obopaumnBaroT wrpuil [9] B monokennu [15] pa3MereHust STUKETKH.
12.1.1.2. Ynakoevieanue

[0280] YcrpotictBo ans mabekumii [1] [8] mocraBmsiror B Habope [20] (purypa 47).
Otukerka [4] [14] npunaraercs k APFS unu aBTOMHBEKTOPY B YIAKOBKE. DTUKETKA COAEPKUT
WHCTPYKLMIO IO MNPUMEHEHUIO0 ycTpoicTBa ana uHbekimil [1], [8]. Ymakoska conmepkut

TaMIEPHYIO IIOMOY.
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®OPMYJIA U3OBPETEHUA
1. EnunuvHas mo3a ajs MOAKOKHOTO BBEIEHUS, cofepskamasi oT bojee uem 105 mr 1o meHee
gyeM 150 mr unrudburopa pernenropa IFN I tunma (IFNART).
2. Enununynas nosa no m. 1, comepkainas KOJIU4YECTBO, COCTaBIsAIOLIEe 135 MI Uiy MeHbLe,
unruouropa [IFNARI.
3. Enpununynas nosza mo m. | wim 1. 2, comepskaiiasi npubnusurensHo 120 mr uHruburopa
IFNARI.
4. EpuHuvHas no3a mo m. 1, rae enuHuYHas 103a [0 CYTH COCTOUT U3 OT Oosiee ueM 105 mr
no menee uyeMm 150 mr uarnduropa [IFNART.
5. Enunwnunas no3a mo m 4, mo CyTH coctosmas u3 135 Mr wiu MeHbIle WHrHOWTOpa
IFNARI.
6. EmunudHas nos3a mo m. 5, mo cyTH cocTosmas u3 npudnmsutenbHo 120 Mr mHrHOUTOpa
IFNARI.
7. EnunudHas nos3a mo JrOoMy U3 NPebIayIIuX MyHKTOB, Ie KOHIEHTPALUs HHIHOUTOpa
IFNARI cocrasisier npubmusurenpHo 150 mr/mo.
8. EnuHuuHas no3a mo moOOMy H3 MPenbIIyLIuX MYHKTOB, Ie 00beM €IUHHYHON J103BI
cocraBysieT npudnusureapHo 0,8 Mt
9. EnuHunuyHas no3a mo Jo0OMy M3 MPEAbIAYIIUX MYHKTOB, TA€ €AWHUYHAS 1034 COAEPIKHUT
coctaB u3 npuommsurenbHo 150-200 mr/mn uarudutopa IFNAR 1, npubnusurensHo 25-150 MM
JU3UHOBOMW COJIM U HE3aPSKEHHOE BCIIOMOIaTeIbHOE BELIECTBO.
10. Eaununynas no3a no m. 9, rae equHu4Has 103a COIEP KUT cocTaB u3 25 MM ructuauHa-
HCL, 130 MM Ttperanoss! u 0,05% Bec/06. nonucopdara 80.
11. Enunuynas nozano n. 9 uiu . 10, roe coctas xapakrepusyercst pH npubiausutensHo 5,9,
12. Enunuynas nosa no mobomy u3 . 1-11, roe uarudurop IFNAR1 npencrasisier codoit
YeJIOBEYECKOe MOHOKJIOHAJIbHOE aHTHTeNno, crenuduueckoe B orHomenun IFNARI,
HeoOs13aTebHO MOAN(DHULIMPOBAHHOE YEIOBEUECKOe MOHOKJIOHAIbHOE aHTHTENO Kitacca IgGl.
13. Enunnynas nos3a no n. 12, rae aHTUTEN0 COAEPIKUT:
(a)  ompenessIOIIYI0 KOMIUIEMEHTapHOCTh 00yacTh 1 BapuabenpHON 00NacTu
sorenon nenu (HCDR1), conepskamnyro aMUHOKHCIOTHYIO MOCIIEOBATEIEHOCTD
nmoa SEQ ID NO: 3;
(b)  ompenessFOIIYI0 KOMIUIEMEHTAPHOCTh 00J1acTh 2 BapuadenpbHON 00acTu

msoxkenod nern (HCDR2), coneprkaiyro aMUHOKHCIOTHYIO MOCIENOBATEIbHOCTD

o SEQ ID NO: 4;
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c) OTIPEAEIISIONYI0 KOMIIEMEHTaPHOCTh 00J1acTh 3 BapuadesbHON obyacTh
soxenon nenn (HCDR3), copepskainyro aMHHOKHCIIOTHYIO TTOCIIEN0BATEIbHOCTD
noa SEQ ID NO: 5;

(d)  ompenensroy0 KOMIUIEMEHTapHOCTh 00sacTh 1 BapmadenpHON oOnacTu
nerkoii neru (LCDRI), comepskainyr0 aMHHOKHCIOTHYIO IOCIEIOBATEIbHOCTD
noa SEQ ID NO: 6;

()  ompenensFOIIYI0 KOMIUIEMEHTApPHOCTh 00sacTh 2 BapualOeabHOU 00NacTu
nerkoii nerm (LCDR2), comepskaliytd aMUHOKHCJIOTHYIO IMOCJIENOBATEIbHOCTD
nox SEQ ID NO: 7; u/unu

® OTIPEAEISIONYI0 KOMIJIEMEHTAPHOCTh 00J1acTh 3 BapuadeNbHON obiacTu
nerkoii e (LCDR3), comepskamyr aMHHOKHUCIOTHYIO TOCIEIOBATEIHbHOCTh
nox SEQ ID NO: 8.

14. Enunuynas no3a o . 12 wiu . 13, rae anTuTeNno conep:kut: (a) BapuadeapbHy0 00acTh
YEJIOBEUECKON TSDKEJION IEMH, CONepIkKallyl0 aMHUHOKHUCIIOTHYIO MOCJIEI0BAaTENbHOCTh oa SEQ
ID NO: 1, u (b) BapmabenpHyl0 0OJACTh 4YEJNOBEYECKOW JIETKOW IIeMH, COIEP KaIIyIO
aMHHOKHCIIOTHYO nocienosaTenbHocTh nog SEQ ID NO: 2.

15. Enunnynas nosza mo modOomy u3 nm. 11-14, roe antuteno conepxkutr Fc-oOmacts,
cozepaKallyr0 aMMHOKUCIOTHYIO 3ameny L234F, nponymeposannyto cornacHo EU-unaekcy, kak
manoxkeHo y Kabat, u rme yka3aHHOE AHTHUTENO MPOSABISET CHIDKEHHYIO ad(UHHOCTD B
OTHOLIEHWHU 10 MeHblIeld Mepe oxHoro Fc-muranpga mo cpaBHEHHIO ¢ HEMOAMDULIMPOBAHHBIM
AHTUTEJIOM, TIPU 3TOM HeOoOs3aTeNIbHO AHTHTENO COAEPKUT B Fc-00macTy aMHHOKHCIIOTHYIO
3ameny L235E w/unmu P331S, nponymeposannyo cornacio EU-unnexcy, kak usnoxeno y Kabat.

16. Enunuvnas no3a mno jrobdomy u3 . 12-15, roe aHTUTENO COmepKUT: (a) YeIOBEUYECKYIO
TSDKENYIO 1IeTlb, COAEeP KAy AMUHOKHUCIOTHYIO nocienosareabHocTh o SEQ ID NO: 11; u (b)
YeJIOBEYECKYIO JIETKYIO LIETIb, COEPIKAIIYI0 aMIHOKUCIIOTHYIO MociienoBarebHoCTh nog SEQ ID
NO: 12.

17. EnquHuvHas no3a mo J000OMy M3 MpenbIOyUiux MyHKToB, rae uHruomrop IFNARI
npezacrasisier codoi anndpoaymad wim ero pyHKIUOHATBHBIA BAPHAHT.

18. Crocob neuenust 3aboneBanusi, omnocpenoanHoro wuntepdepoHom | tuma (IFN), y
cyObeKTa, MPH 3TOM CIOCO0 BKIIOUAET MOAKOXKHOE BBEICHHE €AMHUYHOHN O3Bl 1O JIOOOMY U3
nn. 1-17 cyOwexTy, y KoToporo umeercsi 3adoneBaHue, onocpenoBanHoe narepdeponom I tumna
(IFN).

19. Cnocob neuenus: 3aboneBanus, onocpenoBaHHoro IFN I tumna, y cyObekTa, mpu 3ToM
croco0 BKJIIOYAET MOAKOXKHOE BBeneHHe no03bl mHruoutopa IFNARI cyOwekry, rme mosa

cocrasJiisieT oT 0osiee yeM 105 mr no MeHee yem 150 mr.
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20. Cnocob neuenus: 3aboneBanust, onocpenosaHHoro IFN I tumna, y cyOwekTa, mpu 3TOM
croco0 BKIIFOYAET MOAKOXKHOE BBeAeHue no3bl naruouropa IFNARI, rae nogkoskHOE BBEIEHHUE
J03bI KOKAYIO HEAEN0 00ecreunBaeT KOHILEHTPALNIO B IIa3Me KPOBH Y CYyOBEKTa, KOTopas 1o
MEeHbIIIeH Mepe 5KBUBAJIEHTHA KOHIIEHTPALIUH B IIJIa3Me KPOBHU, 0OecreunBaeMoil BHYTPUBEHHBIM
BBeneHreM 300 mr unrudutopa IFNAR1 xaxnsie 4 Henenu.

21. Cnoco6 mo m. 20, rae MOAKOXKHOE BBEAEHHME IO03bl KKAYIO HEHeNmo o0ecredrBaeT
KOHLIGHTPALMIO B IUIa3M€ KPOBH y CyOBEKTa, KOTOpas MPEBbILIAET KOHLEHTPALMIO B IJIa3Me
KpoBH, obecrieunBaeMyr0 BHyTpUBEHHBbIM BBeneHueMm 300 mr murubmropa IFNARI kaxnabie 4
Hesenu.

22. Cnocob mo smrobomy u3 mm. 18-21, rme mosa cocraBmser menee 150 mr umHruOuTopa
IFNARI.

23. Cnocob mo mobomy u3 mm. 18-22, rme nmo3a cocrasisier Oomee 105 mr mHrmbOuropa
IFNARI.

24. Cnocob mo srobomy u3 . 18-23, rae 103y BBOAST MOAKOKHO 32 OAHY CTAIUIO BBEICHUS.

25. Cnocob no modomy u3 . 18-24, rae nosa cocrasisier 135 Mr uim MeHble HHrHOUTOpa
IFNARI.

26. Cnocob6 mo mobomy u3 mm. 18-25, rme mosa cocrammsger npubnusurtensHo 120 mr
uHruouropa IFNARI.

27. Crnocob mo sobomy u3 mm. 18-26, BKIIOYAOMIMIA IMOAKOXKHOE BBEIEHHE IO3bI WM
€AMHUYHON O3Bl C UHTEpBajaMu 6-8 AHel.

28. Cnocob mo mobomy u3 mm. 18-27, BKIOHAOIIUI MOAKOXKHOE BBEICHHE O3Bl HIIU
€IMHUYHOM 703kl OMH pa3 B Hexenro (QW).

29. Cnocob mo jrobomy u3 mm. 18-28, roe mo3a uiau equHUYHAsE n03a cocTasjsier 120 mr
unruduropa [IFNAR1, u npu 3ToM coco0 BKIIIOYAET MOAKOXKHOE BBEICHHE TO3bI 38 OTHY CTAIHIO
BBEJICHUs OAUH pa3 B Hexelro (QW).

30. Cnocob no mrobomy u3 . 18-29, rae no3y min eTMHUYHYIO 103y BBOIST MOJKOKHO OJJUH
pa3 B HENENI0 B TEUEHHE MO MeHbIeld Mepe npudmmsutensho 4, 8, 12, 16, 20, 24, 28 wmm 32
Hesenb.

31. Cnocob no mrobomy u3 . 18-30, rae 103y WM eNMHIYHYIO 103y BBOIAT MOJKOKHO OJJUH
pa3 B HEEIIO B TEUYEHHUE 110 MEHbLIEH Mepe MPUOIU3UTENBHO 8 Heeb.

32. Cnocob mo mobomy u3 mm. 18-31, rae no3a M €OUHWYHAS 1032 XapaKTEePH3YIOTCS
o0BpeMoM oT npudmm3uTenbHO 0,5 1o npudam3urensHo 1 ML

33. Cnocob mo mobomy u3 mm. 18-32, rae no3a WM €OUHMYHAS 1032 XapaKTePH3YIOTCS

o0BpeMoM mpuOIM3UTENBHO 0,8 MIT.
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34. Cnocob no mobomy u3 mm. 18-33, BKIFOYAOLIHA BBEIEHHE KOPTHKOCTEPOUA TALUEHTY,
rae HeoOs3aTeNbHO KOPTUKOCTEPOU MPEACTABISAET COO0M KOPTUKOCTEPOUA Il NEPOPATBHOTO
NPUMEHEHUS.

35. Cmoco®6 mo m. 34, BKIIOYAIOLIMN BBEAECHHWE TMEPBONH JO3bl KOPTHUKOCTEpOHAA H
nocJenyliee BBeIeHHE BTOPOH 103bl KOPTUKOCTEPOUAA, A€ BTOpasl 103a KOPTUKOCTEPOUAA
HIDKE, YeM IepBasi 1032 KOPTUKOCTEPOU A,

36. Crnoco®6 mo m. 35, rme BrOpasi 1032 KOPTHUKOCTEPOMIA MPEACTABIsSET COOOH 03y,
SKBHUBAJICHTHYIO NMPUOIU3UTENLHO 7,5 MI' IPEeIHHU30HA UM MEHbINE, Iie HeoOs3aTebHO BTOPas
7032 KOPTHKOCTEpOHJA MPEICTABIsieT COOOW 103y, SKBUBAJIEHTHYIO 5 MI' MPEIHU30HA MU
MEHbIIIE; TIe HeoOsI3aTeIbHO CIIOcO0 BKIIIOYAET BBEIEHUE BTOPOH 103l KOPTUKOCTEPOUAA OHMH
pa3 B IeHb.

37. Cnocob no . 35 wnu 1. 36, rie mepBasi 103a KOPTUKOCTEPOHUIa MPEACTABIISIET COOOH 103y,
SKBHUBAJEHTHYIO MPUOIM3UTENBbHO 10 MI TpeqHI30HA.

38. Cmoco6 mo mobomy u3 mm. 35-37, rae crmocod BKIFOYAET BBENEHHE BTOPOHM O3B
KOPTHUKOCTEPOHIAa OAHH Pa3 B JCHb.

39. Cnocob no mobomy u3 m. 35-38, rae BTOPYIO 403y KOPTUKOCTEPOHIa BBOAAT B TEUCHUE
10 MeHbIIEH Mepe 24 Hezenb, He00sA3aTeNbHO B TEUEHHUE 110 MEHbIIeH Mepe 28 Heneb.

40. Crmocob mo mobomy w3 mm. 18-39, rme BBemeHue MO3bI WM EAWHHIBI 00ECIIeYnBaET
koHueHTpauuio uaruouropa IFNAR1 B masme kpoBu y cyObekra, cocTaBisiromyo 10 MKr win
Oonbuie anupposymada uian ero yHKIHOHAIBHOTO BapUaHTa Ha MIT T1a3Mbl KpoBH (10 MKr/mi
i OoJibIe).

41. Cnocob no mrodomy u3 . 18-40, rae BBeneHUe 103bI MM €TUHUYHON JJ03bI 00eCTIeYrBaeT
koHIeHTpanuio uHruOuropa IFNAR1 B 1miasmMe KpoBH y CyObeKkTa, COCTaBJISIFOIIYIO
npUOJIU3UTENIBHO 10-100 mMxr/mi, HeoOs3aTenbHO  mpubOmusutesibHo  20-80 MKr/mi,
HeoOs13aTebHO pUOIH3UTENbHO 30-70 MKI/MIT.

42. Cnocob no mobomy u3 . 18-41, roe BBemeHNe 1036l UM €TUHUYHON T03bI 00eCIIeYnBaeT
OCTaTOYHYI KOHIeHTpauuto uaruonropa IFNAR1 y cyOwekra, cocraBnsonyo 20 MKI/MIT WiH
Oonblie; Heobs3aTeabHO 30 MKI/MIT Mtk Ooiblie; HeoOs3aTenbHO 40 MKI/MJI MITU OOJIBIIIE.

43. Cnocob no mobomy u3 . 18-42, rae BBeeHNe 103bI WM €TMHUYHON JT03bI 00eCIIeYnBaeT
OCTaTOYHYIO KOHUEeHTpauuio uaruontopa IFNAR1 y cyObpekTa, COCTABISIOIYIO TPUOTHU3UTENBHO
20-100 Mxr/mi, HeoOs13aTeNTbHO NPUOIU3UTENBHO 30-80 Mkr/mu, HeoOs13aTeNTbHO
npubnusuTensHo 40-70 MKT/MiL.

44, Cnocob mo mrobomy u3 . 18-43, rae cyObekT npeacTasiisieT OO0 NaeHTa C BBICOKHM

pe3ysNpTaTOM TecTa Uil ONpefeNeHus MNpoQHis 3KCIPECCHH TEHOB, CTUMYJIHPYEMbIX
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unrepdpeponom I tuma (IFNGS), nepen BBemeHuem n03bl WM eAuMHUYHON 103bI, rAe IFNGS
HeoOs3aTenpHO npenctasisier coooit IFNGS st 4 reHos, 5 renos win 21 reHa.

45. Cnocob6 mo moOomy u3 mm. 18-44, Bkmrowaroummii uaeHTHQUKAIMIO CyOBeKTa Kak
nanueHTa ¢ BbICOKUM pesyabraroM Tecta IFNGS mnepen nedeHuneM ¢ NMOMOINBIO O3Bl HIIU
€AMHUYHOMN A03bI.

46. Cnocob mo mrobomy u3 mm. 18-45, rme mo3a winm enquHUYHAs 103a OOECHEUMBAIOT
TepaneBTHueckuii  3p¢dekr y CcyObekTa, KOTOpbIi IO MEHbIIEH Mepe 3KBHBAJIEHTEH
TepaneBTdeckoMy 3ddekTy, obecrneuynBaeMOMy BBEIEHHEM BHYTPUBEHHOW 103bl1 300 mr
unruoutopa IFNAR1, BBogumotii onuH pas B 4 Heneu (Q4W).

47. Crnocobd mo mrobomy u3 mm. 18-46, rme mo3a wiau emUHUYHAST 710332 OOECTEYMBAIOT
OCTaTOYHYIO KOHIeHTpauuio naruouropa [IFNAR1 y cyObekTa, KOTOpast IpeBhIIaeT OCTATOYHYIO
koHueHTpauuio naruouropa IFNAR1, obecrieunBaeMyro BBeAeHHEM BHYTPUBEHHOH 10361 300 Mr
anudporymabda umm ero GyHKIMOHABHOTO BapuaHTa OauH pa3 B 4 Henemu (Q4W).

48. Cnoco6 mno mobomy wu3 mm. 18-47, rme wunruburop IFNARI comepxurcs B
(apMareBTUIECKON KOMITO3ULIHH.

49. Cnocob no . 48, rne papmaneBTudeckass KOMIO3ULUs copepkut 150 mr/min nHruéuTopa
IFNARI1, 50 MM nu3una-HCl, 130 MM auruapara tperanossi, 0,05% nonucopdara 80 u 25 MM
ructuanHa/ructuanaa-HCl.

50. Cnoco6 mo mobomy u3 mm. 18-49, raoe 3aboneBanue, omnocpenoanHoe IFN I twuma,
aCCOLIMMPOBAHO C TOBBIIIEHHBIM MO CPABHEHHIO CO 310pOBBIM AoHOpOoM nokasateneM [FNGS, rae
nokasaresb IFNGS npencrasnsier coboii mokasarens it 4 reHoB, 5 reHoB u/unu 21 rexa.

51. Cnoco6 mo mrobomy u3 mm. 18-50, rme 3abonesanue, omocpenoanHoe IFN I Ttuma,
MpeCTaBIIsieT COO0I ayTOUMMYHHOE 3a00JIEBaHUE.

52. Cnoco6 mo mrobomy u3 mm. 18-51, roe 3aboneBanue, onocpenoBanHoe IFN I Twma,
NpeACTaBysieT COOOH BOMUAHKY.

53. Cnocob mo n. 52, rue 3abonesanue, onocpenoBanHoe IFN I tuma, mpencrasisier coboi
cUCTeMHYI0 KpacHyro BoidaHky (SLE), rne neobszarensno SLE npencrasisier coboii aKTHBHYIO
MOJIOKUTENBHYIO N0 ayToaHTuTenaM SLE oT ymepeHHO 10 Tskesol CTeneHuU.

54. Cnocob mo n. 52, rue 3abonesanue, onocpenoBanHoe IFN I tuma, mpencrasisier coboi
BosuaHOuHBINA Hedput (LN).

55. Cnocob mo m. 52, rne 3abonesanue, onocpenosanHoe IFN I tuma, mpencrasisier coboi
KOKHYIO KpacHyr0 BoiuaHKy (CLE).

56. Cnoco® o mrobomy u3 . 52-55, rae BBeAeHHE O3bI T SAMHUYHOM 103bI 00ECTIeUnBaET
yJIy4IlIeHHe B OTHOLIEHWH YaCTOThI OTBETA COTJIACHO KOMILJIEKCHOH OLIEHKE BOJUYAHKU Ha OCHOBE

BILAG (BICLA) nauueHTa OTHOCUTEIBbHO UCXOAHOTO YPOBHSI.
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57. Cnocob o mrobomy u3 . 52-56, rae BBeASHHE O3bI TN AMHUYHOM 103bI 00ECTIeunBaeT
yaydmeHue B oTHomennu nokaszarens (SRI)4 nHnekca oreBera manmueHTa ¢ CUCTEMHOHN KPacHOM
BOJIYAHKOM HA JIeYeHHE OTHOCUTEIBHO UCXOJHOTO YPOBHS.

58. Cnoco6® mo mobomy u3 mm. 52-57, rne cnoco0 obecrneynBaeT CHUKEHHE aKTHBHOCTU
3aboneBanms SLE y cyObexTa.

59. Cnoco6 mo m. 58, rme cHmwkeHune akTUBHOCTH 3aboneBanus SLE y cyObexra
NpeayCMaTPHUBAET:

a) OTBET COMIACHO KOMIUIEKCHOM OrleHke BoiyaHku Ha ocHoBe BILAG (BICLA) y
cyOBeKTa,

b) otBer cornacuo SRI(4) y cyObekTta w/wim

C) CHIDKEHHE IMOKa3aTellsl, MPEACTABISIIONIEro co00M HHAEKC pacCIpOCTPAHEHHOCTH U
TshKeCTH 3a0ojeBaHust KOXHOH KpacHoi BomuaHku (CLASI), y cyObekra 1o
cpaBHeHuto ¢ nokasarenem CLASI y cyObekrta 10 nedeHus.

60. Cmnocob mo 1. 51, rae 3abonesanne, onocpenoBanHoe IFN I Tuma, npencrasisier coOoi
MHO3HUT.

61. Cnocob mo m. 51, rae 3aboneBanue, onocpenosannoe IFN I tumna, npencrapnser coboi
CKJIEPOAEPMHUIO.

62. Cmnocob mo 1. 51, rae 3abonesanne, onocpenosanHoe IFN I tuma, mpencrasisier coboi
cunapowM lllerpena.

63. Cnocob no mobomy u3 nm. 18-62, rne uarudurop IFNAR 1 obecnieurBaer HeWTpaIU3aLHIO
nosbimeHHoro IFNGS y cyObekra.

64. Cnoco6 mo mobomy m3 mm. 18-63, rme IFNARI1 mnpencrasnser coboli uenoBedeckoe
MOHOKJIOHAJIbHOE ~aHTHUTeNno, crenuduueckoe B orHomenun [FNARI, HeoOsi3aTenbHO
MOAU(HUIHMPOBAHHOE YEIOBEUECKOE MOHOKJIOHAIbHOE aHTUTeNo Kiacca [gGl.

65. Cnocob 1o 1. 64, rae aHTUTENO COAEPIKHT:

(a)  ompenensFONIYI0 KOMIUIEMEHTApPHOCTh 00nacTh 1 BapuabenpHOU 0ONacTu
sokenon nenu (HCDR1), conepskamiyro aMUHOKHCIOTHYIO MOCIE0OBATEIbHOCTD
nmoa SEQ ID NO: 3;

(b)  ompenessFOIIYI0 KOMIUIEMEHTapPHOCTh 00J1acTh 2 BapuadenbHOUM 001acTu
sorenon nenu (HCDR2), conepskamnyro aMUHOKHCIOTHYIO MOCIIENOBATEIbHOCTD
ox SEQ ID NO: 4;

c) OTIPEACIIAIOIYI0 KOMIIEMEHTAPHOCTh 00J1acTh 3 BapuadebHON obiacTw
sokenor e (HCDR3), conepikarnyro aMUHOKHCIIOTHYIO MOCIIENOBATENIbHOCTD

noa SEQ ID NO: 5;
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(d)  ompenensFOIIyI0 KOMILUIEMEHTapHOCTh 00yacTh 1 BapmabenbHON 00NacTu
nerkoii neru (LCDRI1), comepskamyro aMHHOKHUCIOTHYIO TOCIEIOBATEIHbHOCTD
noa SEQ ID NO: 6;
(e)  ompenensrOUIyI0 KOMIUIEMEHTAapHOCTh 00JacTh 2 BapuabenpbHOU oOnactu
nerkoii neru (LCDR2), comepikainyro aMHHOKHCIOTHYIO IOCIEIOBATEIbHOCTD
nox SEQ ID NO: 7; u/unu
® OTIPEAEIISIONYI0 KOMIJIEMEHTAPHOCTh 00J1acTh 3 BapuabesbHON 00macTH
nerkoii ner (LCDR3), comepskainyrd aMHHOKHCIOTHYIO TOCIEIOBATEIHbHOCTh
nox SEQ ID NO: 8.
66. Crocod mo m. 64 wiu m. 65, rae aHTUTeNo comepkut. (a) BapuadenabHYK 001acTb
YEJIOBEUECKON TSDKEJION IEMH, CONepkKallyld aMHHOKHUCIOTHYIO MOCJEI0BAaTENIbHOCTh oa SEQ

ID NO: 1,

3

u (b) BapmabenbHyr0 00JaCTh YENOBEYECKOH JIETKOM LENH, COAEPIKaIIYIo
aMHHOKHCIIOTHYIO nocienoBatenbHocTh o SEQ ID NO: 2.

67. Cnocob mo nmrobomy u3 mm. 64-65, rne antuteno coaepkut Fc-o0macte, comepskamyro
aMUHOKHCJIOTHYIO 3aMmeHy L234F, nponyMmepoBaHHyr corynacHO uHaekcy EU, kak H310xkeHO
cornacHo Kabat, u rae ykazaHHOE aHTUTEIO MPOSBJISIET CHIDKEHHYIO ah(UHHOCTD K 1O MEHbIIEH
Mepe ogHoMy Fc-nmuranay mo cpaBHEHUIO ¢ HEMOIU(UITUPOBAHHBIM AHTUTEJIOM.

68. Crnocob 1o modomy u3 . 64-66, Tae aHTUTENO COAEPKUT: (&) YETIOBEUECKYIO TSIKEIYIO
L[eNb, COIEPIKALIYI0 aMHHOKHCIOTHYI0 mocienoBatenbHocth mox SEQ ID NO: 11; u (b)
YeJIOBEUECKYIO JIETKYIO IIeTlb, COAEPIKAIIYI0 aMUHOKUCIIOTHYIO nocienosatenbHocTh mox SEQ ID
NO: 12.

69. Cnoco6 mo mobomy u3 mm. 18-68, rme umnruburop IFNARI1 mnpencrasisier coboii
anndposymad wim ero QyHKIHOHAIbHBIH BAPUAHT.

70. Cnocob mo 1. 19, rae 3abonesanue, onocpenosanHoe IFN I Tumna, npencrasisieT coOoi
SLE, rne unrudurop IFNAR1 npencrapnser codoit anudppoaymad win ero GyHKIHOHATBHBIN
BapHaHT, Te no3a cocrapisier 120 mMr, u rae crnocod BKIFOYAET MOAKOKHOE BBEIASHHE JTO3bI
€KEHENIeTIbHO.

71. Cnocob mo 1. 19, rae 3abonesanune, onocpenosannoe IFN I Tuna, npencrasnsieT coOoit
LN, roe unrnburop IFNARI1 npencraensier coboii aHudppoaymad win ero (yHKIUOHAIbHBIN
BapHaHT, Te no03a cocrapisier 120 mMr, u rae crnocod BKIFOYAET MOAKOKHOE BBEIACHHUE TO3bI
€XKEHENIeTbHO.

72. Cnocob mo 1. 19, rae 3abonesanne, onocpenosannoe IFN I Tumna, npencrasnsieT co0oit
CLE, roe uarubutrop IFNARI1 npencrasnsier coboit anudponymad uimm ero ¢yHKIHOHATIBHBINA
BapHaHT, re no3a cocrapisier 120 Mr, u rae crnocod BKIFOYAET MOAKOKHOE BBEASHHE O3Bl

CXKCHEACIIBbHO.
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73. Cnocob mo 1. 19, rae 3abonesanne, onocpenosannoe IFN I Tumna, npeacrasnsier coOoit
muo3ut, rae uaruoutop IFNAR1 npexacrasisier coboit annugpoaymad wiu ero GyHKIHOHATbHBINA
BapHaHT, rnue no3a cocrapisier 120 mMr, u rae crnocod BKIFOYAET MOAKOKHOE BBEACHHE JTO3bI
€KEHEIENbHO.

74. Cnocob mo m. 19, rae 3aboneBanue, onocpenosannoe IFN I tuma, npencrasnser coboi
ckneponepmuto, rne wunruOutop IFNARI1 mnpencrasmser coboii anudpoiaymad winm ero
(YHKLUMOHAJBHBIN BapUaHT, TAe 103a cocTaBisier 120 mr, U rae crnocod BKIIOYAET MOAKONKHOE
BBEJICHHE JJO3bI €KEHEIETbHO.

75. Cnocob mo 1. 19, rae 3abosnesanue, onocpenoBannoe IFN I Tuna, npencrapisieT coOou
cuagpom Illerpena, roe umurubmrop IFNARI1 mnpencrasmser coOoi aHudponymad wim ero
(yHKUMOHATBHBIN BapUaHT, TAe 103a coctaBisier 120 Mr, U rae crnocod BKIIOYAET MOAKOKHOE
BBEJIEHHE JI03bI €XKEHEEIbHO.

76. ®apmaneBTH4ECKass KOMITO3ULHS AJISi MPUMEHEHUS] B CIOCOOe JIeUeHHs 1O JIFoOOMY U3
nm. 18-75, mpu 3ToM crmocod BKITIOYAET MOAKOKHOE BBeleHue (papMaleBTHIeCKOW KOMIIO3UIIHU
cyOBbekTy, rae hapmaneBTHIeCKast KOMITO3UINS CONEPKUT €IUHIUYHYIO 103y 10 JTF000MY U3 . 1-
17.

77. ®apmaneBTUdeckas KOMIIO3ULUS Uil MPUMEHEHUs] B crioco0e JieueHust 3a00JeBaHus,
onocpenoanHoro IFN I tuma, y cyObekTa, mpu 3TOM CIOCOO BKIIFOYAET MOAKOKHOE BBEACHHE
bapmarieBTUIECKOH KOMIIO3ULIUHN CYOBEKTY, Iie (hapMalieBTHUeCKask KOMIO3HULIUS CONEPIKUT 103y
anudporymabda unm ero GyHKIHOHAILHOTO BapUaHTa, IlIe 103a COCTaBsAeT OoT Oojee yem 105 mr
10 MeHee uyeM 150 mr.

78. @apmaueBTUYECKAs KOMIO3ULMS JUIsl NPUMEHEeHus no n. 76 umu n. 77, rae aosa
coctasisieT npudamsuTeabHo 120 mr anudponymada mnm ero pyHKIIMOHATBHOTO BapHAHTA.

79. YCTpOWCTBO [Js1 MHBEKLUH, cojaepskallee eAUHUYHY0 ao03y no nm. 1-17 wnm
(apMaLeBTHYECKYO KOMITO3ULIMEO JIJIsl PUMEHEHHS 110 JroOomy u3 m. 76-78.

80. YCTpOWCTBO ISl UHBEKIMH 110 I1. 79, Tie yCTPONUCTBO AJISt MHBEKIMHA MPEACTaBIIeT COOO0i
npeaBapuTeNbHO 3anonHeHHbi mmpui (PFS).

81. YCTpOWCTBO st MUHBEKLIUH 110 11. 79, T1e yCTPOHCTBO ISl UHBEKIHHA MPEACTaBIIET COOO0M
NpEABAPUTEIBHO 3aNIOJHEHHBIN IIMPHILI C JOTIONHUTEIbHBIMU NPUHAIIEKHOCTAMU (AFPS).

82. YCTpOWCTBO ISt UHBEKIMH 11O 1. 79, rie yCTPONUCTBO ISl HHBEKLMHA MPEACTaBIAET COO0i
aBTOMHBEKTOP.

83. Halop, coneprxammuii 1) eTMHUYHYIO 703y 1O JE0OoMy u3 . 1-17, 11) papMareBTHIECKYIO
KOMITO3ULIMIO 110 1. 77 mnu 1. 78 niu 1i1) yCTPOMCTBO IJIs1 MHBEKLUH 110 IrobomMy u3 m. 79-82; u

UHCTPYKLUU [JIs1 TNPUMEHEHHUs, TIA€ WHCTPYKLUUM Ui IPUMEHEHUs IPeayCMaTpUBAIOT
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MHCTPYKLUH JUI TOJKOKHOTO BBEIECHUS €IMHUYHON A03bI UK (PapMaLeBTHUECKOH KOMIO3HLIUU
CYOBEKTY.

84. HaOop no m. 83, rae B MHCTPYKLUAX Ui IPUMEHEHUs yKa3aHo, YTO AMHUYHAS 1033 UIIH
dapMmanieBTUYeCKass KOMIIO3ULUS IIpeJHAa3HAUeHbl Uil TPUMEHEHUs COTJIACHO JI00OMYy U3
criocoboB 1o modomy u3 m. 18-75.

85. Habop mo m. 83 wnu . 84, comeprkauiuil ymakoBKy, rie ymakoBKa MPUCIIOCOOJIeHa JIJIst
XPaHEHUs YCTPOMCTBA AJI1 UHBEKIUI U MHCTPYKLUUH O MPUMEHEHUIO.

86. Habop mo mrobomy w3 mm. 83-85, rme k yCTpOHCTBY sl MHBEKLHUH NPHIATAFOTCS
MHCTPYKLMH O IPUMEHEHHUIO.

87. Habop no mobomy u3 nm. 83-86, rae MHCTPYKLUMHU AJIT IPUMEHEHHUST TIPEAyCMaTPUBAIOT
UHCTpYKLUH 111 BBeneHust 120 mr anngponymada wiu QyHKIHOHATIBHOTO BAPHAHTA.

88. Habop no mobomy u3 nm. 83-87, rne MHCTPYKUMHU AJIST IPUMEHEHUS] TIPEAyCMaTPHBAIOT
UHCTPYKLMHU Ui TOAKOKHOro BBermeHus 120 mr anugponymada winn (QPyHKIHOHAIBHOTO
BapPUAHTAa KXKAYIO HEIEIIO.

89. Habop no mobomy u3 nm. 83-87, riae MHCTPYKLUUHU AJIST IPUMEHEHUS] TIPEAyCMaTPHBAIOT

MHCTPYKLUH JIJIsl IPUMEHEHHSI B COOTBETCTBUH CO CIIOCOOOM 110 Jirobomy u3 mm. 18-75.
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durypa 2
Apadponymab 300 mr ILnagefio
n/N (4acToTa oTBeTa 1N (HACTOTA OTBETA Pa3HHLa B nedeHHH  Pa3HMua B newerH (95%
1%]) 1%]) 93% CI) N
v ICLA, megens
FANS2, nepeEaEas  TULIP-2 867180 (47.8) 57/182 (31,5) HE-a 16,3 (6,3, 26,3)
5 TULIP-1 83/180 (46,1) 54/184 (29,6) *>--9 16,4 (6,7,26,2)
f MUSE 53/%9 (53,5) 26/101 (25,7) O0—0—0 28,0 (15,1, 41,0)°
o IP-2
:ﬁ SRI(4), gegem
Bl 2, oepeEaEas TULIP-2 100/180 {55,5) 68/182 (37.3) i.-.-. 18,2(8,1,283)
Gl o6 e mast TULIP-1 84/180 (46,9) 79184 (430) =il 39(-63, 14,1)
MUSE 62/99 (62,6) 41/102 (40,2) Oo—0—0 22,4 (9,0, 35,9)°
CTORYHE O TULLP-2 45/87 (51,5) 25/83 (30,2) —a—a 21,2(68,35.7)
TULIP-1 507103 (48,8) 33/102 (32,1) »--9--9 16,7 (3.5,29.8)
yposas OCS MUSE 31/55 (56,4) L7764 (26.,6) O—0—0 29,8 (12,8, 46,8)°
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TULIP-1 37/70 (52.9) 22/68 (32,4) -0 20,7 (4,7, 36,7)
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MUSE® 0,53 0,72 O—O0——0 0,80 (0,49, 1,31)
0 0,5 1 1,5 2
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durypa 14A
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durypa 15
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durypa 16
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Gurypa 17
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Bbicokni cTaryc B
orHomennu IFNGS, %

ITokaszarean® 21-IFNGS Ha

HCXO0JHOM YpPOBHE

21/52
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g 21-IFNGS Q1 <3,8 n=35
120 . w21 -IFNGS Q2 >3,8-<12,9 n=73
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MeauaHabnni nokaszareasb 21-IFNGS kak
NPOIEHT HAA A0JIA HCXOJHOT0 YPOBHA
(+/- MAD)
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Ha UCXOJIHOM YPOBHE E 5
5 & 120
~-SLEDAI-2K < 10 (n=83) s % & 1004 -o- GS < 10 Mr/aeHs (n=128)
—e—SLEDAI-2K > 10 (n=208) g E § 80 - —e— GS > 10 mMr/aeHs (n=163)
S53 60
:; g ‘40 7
g E 201 3 = I
T T T T E:( g T II 11 l1
12 24 36 52 s & 12 24 36 52
Henens - Henens
= +
gt
Anturena K dsDNA Ha @ g Vporiu C3 Ha HCXOTHOM
HCXOXHOM YPOBHE Z § 120 ypOBHeE
OTpmaTeanme T10 aHTHTCIaM al g 1 00 ]
:::K dsDNA (n=146) E"’ % 8 80- --o-- HopmarnbHblii yposetb C3 (n=171)
OTpHLIaTeJIbHBIE [1C aHTHTEIaM g § g 60 —»— Himiaaid yposens C3 (n=120)
K dsDNA (n=145) g g 40
m X
TIES
T T T T g 5 0
12 24 36 52 2 g
Hepens f
Yporuu C4 Ha HCXOAHOM
190 - YPOBHE
-o- HopmansHelii ypoeeHs C4 (n=212)
—o— Himiasi ypoBeHs C4 (n=79)

—
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Henens
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durypa 23
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Durypa 24
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durypa 25A

durypa 25B

durypa 25C

durypa 25D

WHuBH I yaIb HEL

WHMBH yaIbHEIA
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50,0 |

10,0 |
5.0+

pacuer

1.0
0,54

01]
01 0510 50 10,0 5001000
Habmoaaemerit PD npo¢huib 3KCIIpecCHH TEHOB,
Haxo ppxcst 1oj KoHTponeM IFN 1 tuma

50,0

10,0 |
5.01

pacyer

1.0] « «
0.5

0,14

0.1 05 1,0 50 10,0 5001000

HaGmronaemerii PD nmpoduis 3KCIIpeccHy reHoR,
Haxoasmmxcs oA kouTpoleM IFN I tuma
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ypOBEHB OTBETA COITTacCHO

ypOBeHb OTBETA COITIACHO

BICLA B Hepemo 52 (%

SRI(4) B Hegemo 52 (%

TAI[MEHTOR)

TIAI[MEHTOR)
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durypa 26A
BICLA
100 -
80 -
60 - 194 518 58,1
40- - 37,6
L/
2- // \
IInanedo Q1 Q2 Q3 Q4
Anndporymad 150 mMr u 300 Mr
|:| [Drareto n=280
% uerrpamzaims PD <51,7% n=85
@ % uewrpammzarms PD 51,7-<85,3% n=85
E % neitrpamzaims PD 85,3-<92,6% n=85
Im] % nenrpammzarms PD > 92,6% n=86
durypa 26B
100 7 SRI(4)
501 64.0
56,5 88 %
60+ 48,2
40 20 7
O- 1 %\ L) T
[Lrarne6o Q1 Q2 Q3 Q4

Anndporymad 150 mr u 300 Mr

|:| [Tnaredo n=280

% ueutpanuzaiys PD <51,7% n=85

N % ueitrpamsamps PD 51,7-<85.3% n=85
H % ueitrpamsams PD 85,3-<92,6% n=85
Im] % ueutpanuzaiys PD > 92,6% n=86




durypa 27
Kgaprnim 21-IFNGS Ha HCX0JHOM YpPOBHE
Co i Q1<3,8 == Q3212,9-20,7
TULIP-1 (1 Q2>3,8-12,9 10 Q4>20,7
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B
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s & 53% 4%
= 40 34%
@ 32% "
2 2% 26%
o
20
18547 1443 1948 $242 T TR W 10 947 19738 1942 2845
Iliranedo 150 mr 300 mr
aHugppoyMada anudpoymada
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1o
S
< 8-
-
&)
L
)
e & 55%
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™
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g6 08 178

IIaanedo

532

A2

T BT 2WE

300 mr anudgpo.aymada
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durypa 28

OdosHATeHHE ID rennoro

Hasganne rena TeHa 30H,ID
Huaymuapyemblii HHTEpdepoHoM anbda deaok 27  IFI27 202411
Huaymuapyemblil HaTEpdepoHoM aibda deok 6  IFI6 204415
b 2, i S-
eJIOK 2, coep KRallHii JOMeH ¢ PaAHKAJIbHBIM RSAD?2 213797
aJeH03HJIMET HOHHHOM
HuaynapyemMblii HHTepdepoHoM destok 44 IF144 214059
b 44, OHBII1 § s
eJIoK 44, mox00HBII DeJIKY, HHAYIHPYEMOMY [FI44L 204439
HHTep(epoHOM
YOouKBHTHHCIIeH(pHIecKas MenTHaasa 18 USP18 219211
Komiuiexc anTuresa 6 JuM@pomuToB, Jokyc E LY6E 202145
2,5-OumroageHmyaTrcaaTerasa 1, 40/46 k/[a 0OAS1 202869
CBA3LIBAOIIHIH CHAIOBYIO KHCIOTY 1g-1o100HbIi
B y y 8HoA SIGLEC1 44673

JIeKTHH 1, cHaJ10aare3HH
YoukBHTHHIOA0OHBIH MoqudukaTop ISG15 ISG15 205483

HuaynuapyemMblil HHTEppepoHOM DEJIOK €

IFIT1 203153
TeTPaTPHKONENT HAHBIMH MOBTOPaMH 1
2'-5'-Ogmroagennaatcuaterasa 3, 100 k/[a OAS3 218400
Homen Hect u RLD 5 HERCS5 219863
beok 1 yCTOHYHBOCTH K MHKCOBHPYCaM (BHPYCY MX1
rpunna) 202086
ACCOIHHPOBAHHBIH ¢ JIH30COMAMH MeMOPaHHBI

LAMP3 205569
oesiok 3
benok 1 B3auMogelicT BHA MeKAY KJIETKAMH

EPSTI1 227609
MHTEJIHA H CTPOMBI (MOJIOYHAA 2KRejIe3a)
51 i 0

HAYIHPYEMBbIil HHTep{epoHOM DeIoK ¢ FIT3 504747

TETPaTPHKONENT HAHLIMEH NOBTOpaMu 3
2'-5'-OgmHroageHnIaTCHATETA3a 2, 69/71 k/la OAS2 204972

PenentopHblil (XeMOCEHCOPHBIH) TPAHCIIOPTEPHBIIH

RTP4 219684
oesiok 4
dochounmaackpamonasa 1 PLSCRI1 241916
JHK-noamnmMepa3a-TpaHCcAaKTHBHPOBAHHBIH 0e/I0K

DNAPTP6 241812

6
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durypa 29A
g5 Kpatnocts m3menenns podmwis (RQ)
e 75] sdse
= E 3,531 Segpnd®e
E =4 495 7 Sveses”
8§ 35- S
E § 55 o33 Ilopororoe Haverue
SEECHEE S R T
q * oon ng
.| -U,01 °°8§gg°°°°
- 1,5 T o:e
-2.5 T T
OrpurtarensHerit  [1OMOXUTELHEIHA
pPe3VILTaT TeCTa  PE3YIBTAT TECTa
@urypa 29B
|
|
0,154 [
Huzxoii |
3 ypoBeHp |
2 0,109 IFN B TecTe I
E |
|
0,054 ! ~] | BrIcoxmit
BEHD
| Iloporosoe ypo
0.00 ! 3HATEHHE IFN B Tecre
5 0 5 10
Logs ArarHocTHIecKOro
TIOKA3aTENnd
®urypa 29C
Huzxkme | Bolcokwe pe3ysbTaTsl TecTa B oTHOMmerHH [FN e OOBEMHEHHBIE JJAHHEIE
PESYILTATH (e 5 Hosuposka OCS =10 mr/iens, p=0,01
MEZEZ}?HH I 6,02 [onoxwurensHele o aHTHTENAM K RNP, p<0,001
IFN | 59’36 [TonmoXXUTENBHEIE [T0 aHTUTENAM K SM, p<0,001
: 4,25 TTonoXuTeNBHELE 110 aHTHTeIaM K dsDNA, p<0,001
I 5,89 Huziaii yporeHs KoMIIeMeHTa 4, p<0,001
| 3,99 Husxuii yporeHs KoMILIeMeHTa 3, p<0,001
| 299 CLASI > 10, p<0,001
| 1.60 SLEDAI- 2k = 10, p<0,001

0 5 10 15 20 25
COOTHOIIeHHE MAHCOR (95%
JOBEPHTEILHEIA MHTEPBAN)
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durypa 30A

1,57

1- Y% HeHTDAIHIAINHH

e

JIHH mocJe JJedeHu st
e IL1ATEGO e 3 MT/KT
e (3,3 MT/KT a— 10 Mr/KT

= 1 mr/kr T MT/RT

@urypa 30B

IIranedo

25 A AN
A i _ _é 300 mr

6 4 B 12 16 20 24 2 32 2 40 4 45 5p dHHbpoaymata

IIpouenT H3MeHenns npodpuin
[0 CPABHEHHIO ¢ HCX0HbIM
YPOBHEM, MEJHAHHOE 3HAYCHHE

ILiane6o, n= 143 130 128 123 §14
AHHquOﬂyMaﬁ 300 MT, N= 137 124 43 04 : o7

Iocaequsan qo3a
HCCJIEAY eMOT 0
JIEKAPCTBEHHOT O
npenaparta
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®urypa 31A
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@urypa 32A

IToxazatesm npoguJisi reHos,
HaaynapyemMbIx IFN I Tuna, B WB

128;

-
L.

[
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=
th

0,25

0,125,

& q‘* q»?” &"

Tun 3ato/eBaHIA

IIoxa3zaTesm npogusi reHos,
uHaynupyembix IFN I Tuna, B TKanu

@urypa 32B

)
Tun 3adoJeBaHus

p<0,05 p<0,01
5127 p<005  p<0,0001
e —
256 e
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®urypa 33

Brurouentie:
Bispocinie,
COOTBETCTBY IOIIHE
[IpeZBapHTEIbHbIM
kpuTepram ACR

st SSc; mRSS
>2°

anHGporyMaba

_ G rpynn ¢THHH'THOH T03bI

(n=21)
0.1, 03, 10,30

(n=13)
0.3, 1.0 1 3.0 Mr/xr/

OcCHOBHas 1eJIb: OIeHHTH 6e30MAaCHOCTh H MePeHOCHMOCTh
eHHHYHOH H MHOKECTBEHHEIX 1V ITOBBIIAIOIHXCS 103

Hens 84

12-HeAeTTbHEIN TIEPUO
JalIbHEUIIET O HAOTIOAEHU ST

Hens 105
12-HeenbHBINA IIEpUOA

JaTbLHERIIErO HAOTIOASHHUST

Bropuynas nesnb: olieHuTs PK, HMMYHOT€HHOCTD,
u PD amndponymada

6/9¢



IlokaszaTeanb npodHIs reHos,

37/52

Gurypa 34A durypa 34B
128" .
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MG,HI/IaHHaH KpPaTHOCTE M3MCHCHI B

IFNGS a5 5 renor
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®durypa 35

Heitrpammanus SD B
otnomenun IFNGS

20 - 4 no3wl

Bpemst (ian)

Saphnelo
—0— 0.3 mr/xr/uenens x4 (n=1)
—p— 1,0 Mr/xr/HEaens x4 (n=3)

—{}F— 5,0 mr/xr/Henens x4 (n=3)
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durypa 36A
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®urypa 37

Ilamuentnl (N=51)
«>18 ner
¢ Jlnarnoz DM (n=26)
Wik PM (n=25)"
«PM: HeoOXOTHMO
HaJIMYME PE3YIILTAaTOR
OHMOIICHH MBIIIIL]
eHe tpebyrorcst
aHTHTEIA

IlepBas qo3a Hocnexnss xo3a
] |
ol Cugamamymat 03 mrjer IV Q2W (n=7)
R ~ Cundamamymad 3 mr/kr IV Q2W (n=16) }
o e

“nasmmymad 10 mr/kr IV Q2W (n=8)

e ——

_ H_ﬂaueﬁo ( =12) IV Cm])a.mmwml v QZ’ (ﬁ#lZ

J
i

IFNGS®  IFNGS?

IFNGSP
TS + b

IFNGS"
i

OCHOBHAS IieJIb’ CLIEHHTD
Ge30MMacHOCTh H

IepCHOCHMOC TS CHbaIIMyMata

HccieAoBaT eJIbCKAsT HeJThb!
oLieHKa 3¢ dexToB
cubammymata Ha

tapMaKoIHHAMITI €CKHE
MapKephI B KP OBH
[10p @KEHHOI TKaHH,
TIOp AKEHHOI 3a00JIeBaHIEM

4] 2 4 & 8 i 12 4 is i8 20 32 24
Hepens

26
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durypa 38

256 o

128 4

KpﬂTHOCTb H3IMEHEHHH 110 CPaBH. €0
CpeJHHM HOpMAaJIbLHBIM 3HAYCHHEM

p<0,0001
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p<0,0001

p<0,0001

p<0,0001

b




(100% - % meguanHHOM

(100% - % meguaHHOI

@urypa 39

KpOBb -z Ilnagedo
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% NMANHEeHTOB
¢ >37,5% nojaBaeHHn
T€HO0B, BOBJIEYEHHBIX B

ITanuentsl ¢ TN (%)

durypa 40A

¥ i £
2D 3 o
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i
1)

%o NpeaeJabHOT0 MOKA3ATEH

neJIeBoil Hell TpaJIM3a e

durypa 40B

nyTh

I'eHbl, BOB/ICYEHHDIE B MYTh
JaHanenesa JeliKomHTOB

% MalHeHT 0B

Cupammymad ILianmebo

c>37,5%

noyaBJ/JIcHHH IreHos,
BORJIEYECHHBIX B II¥Th

=
o
"y

904
804
704
404
04
404
30
204
104

a

o Y TyUIIEHHE B oTHOINennn MMT > 15%
e Y ydinenue B oTHoweHun MMT <= 15%

Felﬂ)l, BOBJICYICHHBIC B IT¥Th
npe3eHTalHH AaHTHIeHa

p < 0,001
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Gurypa 41
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HeiiTpanuzanusi B oTHoNI€eHUH npoguiis,
Haxoasanierocs noja kourpoJieM IFN I tuna



durypa 42A

durypa 42B

IlameHTs ¢ >5% u3MeHeHHeM MMT-8 ¢ qusa 0 (%)

ITarueHTH € >5% usMeHenHeM MMT-8 ¢ tusa 0 (%)
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MbIe4Has ¢Jaa00CcTh + AKTHBHBIE /I03bI + BHICOKHH Pe3yabTat
TecTa B oTHomIeHHH IFN

733
" 66,7

ITepeBop w=a(CpanmMymad (N=15)
NaNHenToB ¢ __ TTnane6o (N = 6)
mranedo Ha I ’

cupammymad (N=6)

Hens 0 Jens 98 Hens 196

MpbIne4Has cj1adocTh + AaKTHBHBIE JA03bI

73.1

55,6

Ilepeson e CphatiMyMas (N=26)

NANMeHTOB € ___ [Trare6o (N = 9)
ILIanedo Ha
cHpaTHMyMad e [EPEBOJ € TIIAIEGO Ha

cupammymad (N=8)

Hens 0 JeHs 98 Hens 196
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durypa 43

Aungponymad
OxoHuaHue
nepHoa
JO3HPOBAHHA
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durypa 44A

PaKTOpbI CTPAT HIPHICATIHH:

mokazaTesib SLEDAIL-2K npH ckpunuure (< 10 6a/U10B Mo cpaBHeHHIO ¢ 10 6asU10B)

f,.[[eﬂb 1 (Bu3HT B Heeso 0) goza OCS (< 10 Mrr no cpaBHeHHIO ¢ > 10 MI' pe AHK30HA HJIH JKB. )
Pesybrarei Tecta npoiuisi IFN (BLICOKHH 10 CPABHEHHIO ¢ HH3KHM)

¥

IlepEEYHBIE H KJIIOYEBBIE
& Bropu4HBIe KOHeHBIE TOMKH

( TTepHon cxprmnra: | SC annponymat 120 Mr QW + SOC ¥ Toca. mao )
i a0 30 guei : )
SRR S o bt | SC mianeto QW + SOC f Mocs. mad. |
N= 360 O0s3aTeNbEOE HOCTENe HHEGE CHEKeHAE /I03bI CT ¢ PORIOB,
B e, 8-40 y nangearos ¢ BL OCS =10 mr/ness
pemMs
(Hegesim) 052 & 8 ¥ 1€ 2 4 2 82 36 4 M 5z 56 B
durypa 44B

®urypa 44C

S/LY
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Gurypa 45A

durypa 45B

1]

durypa 45C

[6] [4]




durypa 46A

[17] (18] [19] [9]

durypa 46B
[6] [16]

®urypa 46C

durypa 46D

[12] | | \
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durypa 48

KoHnceHncycnas

5EG ID MO-
SEG ID MO:
SEY ID HO:
SEQ TU HO: S5
SEG D HO:
SEGH T MO:

1 gnifro-Wis
3_arifro-HCDRL
4 gnifero-HCDRZ
arifro-HUDRZ
18_anifro-HFe
11 snifra-HE

THH - enlfro-HE
KoHceHcycHas

SEY TD M-
SEG ID NO:
SEG ID HO:
SEQ D M
SEG I ND:
550 I NO:

1 _anifro-VH
3_anifro-ACDRL
4_puifro-HCDR2
5_gnitra-HCDR2
18 _anifro-Hre
1! _anifro-HC

IMN - anifro HO

KoHncencycnas

REQ D HO:
SEG TD NO:
SEG} T NO:
SEY ID M:
SEQ ID MO:
SEG TN KO-

i_anifro-VH

3_anifro-HCORY

A_aritro-HCDR2

S_anifro -HCDRE -

1% _anifro-HFe
1 anifro-HC

THN - andfro-HO
KoncencycHast

550 0D ND:

SEQ T M:
556 10 NO:
86 10 MO:
50Q ID NG:
56 T0 NO:

i_anitrn-vH
3_anifro-HCORL

& pnitro-HCDRZ -

5 _anifro-HCORZ
18_mnifro-HFc
11 anifro-HC

TN - mnifro-B
KoHceHncycHas

SEG 18 ROs
SEQ ID NO:
SEG ID NO:
SEG ID NO:
563 ID NO:
SEG 1D HO:

1_anifro Vif
3_apitro-HCDRL
4 anifro-HCDR2
5 _anifro-HCOR2
18 anifro-HF:
11 _anita-H

THN - anifro-HC
KoHceHcycHas

SED T MO
SEG D NO:
SEG ID NO:

SEG Ti W
Sir 0 HO:
550 1D WHO:

1 anifro-wi

% amifro-HCDRL
4 saifro-HIDR2
S _anifro-HODR?
i8_anitro-HFe
it _anifro-HC

IHN - anifro-we

51/52

EVGLVQSCAEVKKPGES LK IS CHGSGY IF THYWIAWVRONPOKGLESHEI IYPEDIDIRYSPSFIUOVTISADKSITTAY
EVDEVQSGAEVKK PGES LK ISCKGSGY IFTNYWIAWVROMPGKGL ESMOETYPODSDI RYSPSFGVT ISADKSITTAY

wwn = TIYPGDSDIRYSPSFOG  » v v v m e

EVGLYQSGREVKKPGESLKTSCKGSGY IF TNYWZAWYROMPGRGL ESMGITYPGDSPIRYSPSFQGOVTISADES TTTAY
EVQ).VQSGAEVKKPGESE KISCKGSGY I THYWIAWYRQIMPGKGLESHGITYPGRSPIRYSPSFOGOVT ISADRSITTAY

LOWS SEKASDTANYVCARHD T EGFDYWORGTLVTVS SASTEGPSYFPLAPS SKSTEGGTALLGE LYKDYFPEPYTVSUWNS
LGRS SEXASDT MY CARHD I EGEDYHERETLVIVSS « - - - - Lo

mm e © - - - - ASTXGPSYFPLAPSSKSTSGETAALGCLYKDYF PEFVTVSKES
qussLKA&BTMMAR!mEﬁmmﬁaenwvssasrmswpw’ss:(s"rsmmaLct:wKDYrPLP\rrvsms
L QM S LK ASDTAMYYCARHD I L GRDYHGRGTLYTVS SAS TKGPSYFPLARPSSKS TSGGTAAL GCL VKDYFPEPYTYSHNS

GALTSGYHTE PAVLQSSGLVS LS SWTVPSSSLGTOTYICRYNHKPSHNT VDK RVEPKSCDKTHTCPPUPAFEF EGGPSY

GAL TSE-VHTF'PAV LQ’SSGLVSLSSWTWS 'al.iiam'l"{!{ AYNHKP SHITEVDK R\‘E!’KSC&KTHTF P PC N&P" F“GGP’SV
GALTSGYHTFPAVLQSSGLYSL SSWITVBSSALGTOTY I RWNHKPSHTKVEKRVEPKSCDKTHTCPPCPAPET EGGPAV
GALTSGVHTF PAVLYSSELYSL S SWVTVPSSS L GTQTY ICHVMLKPSHTKVDK RVEPKSCEKTHTCPPCPAPEF CGGRSY

FLFPPRPKI TLMESRTPEYTOVYYDYSREDP VKN YDGY EVAENAKTKPHEEQYNS TYRWSVL IVLHQDMINGREYK

FLEPPKPRDTLMISRTREVTCVIAVDVSHEDD EVKFRIWYYDGVEVHHAK TKPREEQYRS TYRVWSVLTVLHQDMLNGKEYK
FLFPFKPEDTIMISRTPEVTCVYYDVE HEDPEVKFMWYVDGVEVHIIAKTKPREEQVNS TYRVWEVLTV LHQIAILNGKEVK
FLFPEKPKDTUIMESR TPEVTCVYYDYS HEDP EVKERAY Y DGVEVHNAKT KPREEQYRS TYRVVSVL TV LHGDLIGKEYK

LEYSNEA LPN’?IEKTI‘:KA?(GQ?RE PQWTtPP ﬁEEf‘!TKHQVSLTCL‘IKGFY?SBIAVEW:SNGQPE HNYKTTPPYLDS

CRVSHKAL PASTEK TISKAKGQPREPQVYTL 9PSRFFMTK;&Q\‘SI TCLVKGFYPSDIAVEWE ‘SMGQPFHNVK“TPP\RD‘G
CKYS AL FASTEKTTSKACGQPREPOVYTL PPSREEMTKROV SLTCIVEGE YPSDIAVERESNGUPENHYK T TPEVLDS
CKYSHKALPASTEK TSI G REPOVY TLPPSREEMTKRQY SL TCLWEGFY S SD L AVERESRGQPENNYKT TPPVLDS

PaSFFLYSKL TVDKSRIREIGNVE SCOVMHEALRARY TOKS LS LDPGK

DESEF 1Y S KL TYDKSRWOQGNY FSCSYMHEALRRHY TQES LS LSPEK
M 3FF LY SKELUTVDKSRWHGNYE SCSYMHEALBRHYTQKS LS 1 SPGK
PSR LY S KLU TWBKSRUMIDGNY E SC S VHHEALRIHY TOKS LS L SPGK

e
ae
g
Ei

169
166
138
AL

&2

43
168
1Ge
245
249
zle
181
342
123

249

247
117

17

33a

1. ¥
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Koncencycnas

SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

2_anifro-vk
6_anifro-LCDRI
7_anifro-LCDRZ
8 _anifro-LCDR3
09 _anifro~LFc
12_anifre-LC

KoHncencycnas

SEQ ID NO:
SEQ ID WO:
SEQ ID NO:
SEQ ID NO:
SEQ ID No:
SEQ ID NO:

2_anifro-vK
6_anifro-LCDRL
7_anifro-LCDR2
8 anifro-LCDRS
@9_anifro-LFc
12_anifro-LC

KonceHcycHast

SEQ ID MO:
SEQ ID MO:
SEQ ID NO:
SEQ ID MO:
SEQ ID NG:
SEQ ID NO:

2_anifro-vK

& anifro-LCDRL
7_anifro-LCDR2
8_anifro-LCDR3
09 anifro-LFc
12_anifro-LC

EIVLTQSPGTLALSPGERATLSCRASQSVSSSFFAWYQOKPGRAPRLLIYGASSRATGIPDRLSGSGSGTDFTLTITRLE
EIVL TSP TLELSPGERATLECRARQSYSSSFRAWYQOKPGRAPRLLIYGASSRATGIPDRLSGSGSGTDFTLTITRLE

EIVLTQSPGTLSLSPGERATLSCRASYSVESSFFAWYQOKPGQAPRLLIYGASSRATGIPDRLAGSGSGTDFTLTITRLE

PEDFAYYYCQQYDSSAITFGQGTRILEIKRTVAAPSVFIFPPSDEQLKSGTASYVCLLNNFYPREAKVOWKVONALQSGNS
PEDFAVYYCQQYDSSATTFEQGTRLEIK -~ - === === mm oo s o e oo

e e o e e e g Ah e e A R N gy Ty e e ey M e g Ay MLy e ey e ey =y

---------------------------- RTVAAPSVFIFPPSDEQLKSOTASVVCLLNNFYPREAKVQWKVDNALQSGNS
PEDFAVYYCQQYDSEATTFGQGTRLE IKRTVAAPSYF IFPPSDEQLKSGTASYYCLLNNFYPREAKVOWK VDNALQSGNS

QESVTEQDEKDSTYSLAS TLTLSKADYEKHKVYAC EVTHRGLS SPYTKS FNRGEC

QESYTEQDSKDSTYSLSSTLTLAKADYEKHKYYACEVTHOGLSSPYTKSFRNRGEC
CESVTEQDSKDSTYSLSSTLTLSKARYEKHKVYACEVTHQGLSSPVYTKSFNRGEC

8a
80
57
38

e

1608
168
137
118

71

52
169

215
ies
i2

jaz
215
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