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OIIMCAHUE U30BPETEHUA
2420-580355EA/025
NMPUMEHEHUE AHTATOHHUCTOB FCRN JIJISA IEYEHUSA TEHEPAJIN30BAHHOM
MHUACTEHMHU I'PABUC

PoacTBeHHbIE 3aIBKH

CornacHo HacTosIell 3asBKEe HCIPALINBACTCS MPHOPUTET B COOTBETCTBUU C
npeaBapuTeNbHON 3asBKOi Ne 62/596562, o3armaBnennoit «Use of FcRn Antagonists for
Treatment of Generalized Myasthenia Gravis», noganHoi 8 nexabpst 2017 ronma, comeprkaHue
KOTOpOﬁ IMOJIHOCTBHKO BKIJIFOUECHO B I[aHHbeI AOKYMEHT MOCPEACTBOM CCBLJIKH.

IlpexmecTByIOIIMHA YPOBEHb TEXHUKH

Muacrenust rpasuc  (MG) mnpeacrasiasier co0OOH  ayTOMMMyHHOe 3a00ieBaHUeE,
XapaKkTepU3yIoIeecs: B OOJBIIUHCTBE CIIy4aeB OTBETOM T-KJIETOK M aHTUTEN Ha OEJKU HEPBHO-
MbIIeYHbIX coenuHeHni (NMJ), Takue Kak HUKOTUHOBBIH aleTHIIXOJMHOBBIA PELEenTOp
ckenetHbix MbImn (AChR) wnm, meHee 4acTo, MbIIEYHO-CIEUU(PUIECKYIO THPO3SHHKHHA3Y
(MuSK), yuactByromyro B arperaimn AChR. 3a0oneBaHue mopakaeT My>KYHH W SKCHIIVH B
OJIMHAKOBOM COOTHOLIEHUHU, XOTs y JKEHIINH 4YacTOTa JOCTUraeT MHUKa Ha 3-M JIeCATKE JKU3HU 10
CPAaBHEHUIO C MY>XYMHAMH, Y KOTOPBIX MUKOBBIN BO3PACT HACTYIUICHUsI COCTABJISIET O-11 Wnu 7-i
necsitok. CMepTHOCTH OT MG cocTaBisieT mpuOI3UTENbHO 4%, TIIaBHBIM 00pa30oM, BCIIEICTBUE
npIxarenbHO HepoctarouHocTu. B CIIA nopaxkeno npubmusutensHo 60000 (14-20 Ha 100000)
YeJIOBEK.

AnTuTena, ocobenno IgG, urparoT JOMUHUPYIOLIYIO POJIb B MaTorenese u jeueHun MG.
Bricokoadunnbie antutena npotuB AChR CBA3BIBaIOTCS ¢ KOHLIEBON IJIACTUHKOW MBILIIIBL,
yro npuBoAuT K auchyHkumu wmian norepe AChR 3a cyer axkTMBanMu KOMIUIEMEHTA,
nepeKpecTHoMy CBsi3biBaHHIO perientopoB AChR wmu mpsimoii Oi0kaze CaiiTOB CBsI3bIBAHUS
ALEeTUIXOJINHA, YTO NMPUBOAUT K HAPYLIEHUIO Nepeayd CUTHajla U B Pe3yJlbTaTe K MBILIECYHON
cnaboctu. MplmeyHasi ciaboCTh MEHSIETCS ¢ AKTUBHOCTBIO, a MIEPUOJbI MOKOST 00eCTeunBaOT
TOJILKO BpeMeHHOe oOnerdenue. IlepBoHauanbHo MG MOKET NpOSIBISATHCS B BUAE CIa0OCTH
TJIA3HBIX MBIIL, BIUSIOMICH HAa IBIKEHUE TJ1a3 U BeK, HazbiBaeMoil rinasnoil MG (oMG). JlecsaTts
NPOIIEHTOB CyOBEKTOB MMEIOT 3a00JIeBaHNE, OIPAHMYEHHOE IJIA3HBIMHM MbIIIAMHU. JIeBsTHOCTO
MPOLIEHTOB CYOBEKTOB UMEIOT reHepanu3oBaHHyird MG (gMG) ¢ wmbimedHol cnabocThio,
BKJIFOYAsl MBIIILBI €W, TOJIOBbL T[O3BOHOYHMKA, MBIIIILI POTOBON TMOJIOCTH U TIJIOTKH,
IBIXaTeIbHbIE MBIIIIBl W/WIM MBIIIEl KOHeYHOCTeH. CinabocTh MBI POTOBOH TMOJOCTH U
IJIOTKH OTHOCHUTCS K MBIIILAM, YTIPABJIIEMbIM HEPBAMHU, MPOUCX OASALINMHU U3 JIyKOBHLIEOOPa3HOH
4aCTU MO3TOBOIO CTBOJIA, U TMPOSIBISIETCS B BUJE 3aTPYIHEHUN peud, JKeBaHUs, IJIOTaHUS U
KOHTPOJIs1 rosioBbl. MG MOJKET BbI3bIBATH ONACHYIO AJISl )KU3HU JIbIXATEJIbHYI0 HEOCTaTOYHOCTD,
HA3bIBAEMYI0 MHACTeHWYeCKHMM KpuszoM. IlpubmmsurensHo 15%-20% cyObekTOB BO Bpems
cBOEro 3abosyieBaHusl OyAyT UCIBITHIBATD MHACTEHUYECKH Kpu3, 75% B TeueHue 2 JieT mocie
NIOCTAHOBKM JIMAarHO3a, C HEOOXOAMMOCTBIO B TOCIUTAIM3aLMH WU BO BCIOMOTaTeIbHON
VCKYCCTBEHHO! BEHTWJIALIUU JIETKUX.

I'enepanuzoBaHHyO MG  oObraHO jeqar c MOMOLIBIO UHTUOUTOPOB



alleTUIXOMMHACTEpa3bl W ummyHocynpeccuBHo  Tepanmu  (IST).  Octpele  mpuctymsl
3a0oneBaHMst  JledaT C  HCHOJb30BaHHMEM  TepameBTHdeckoro  miaasmooOmeHa (PE),
ummyHoazncopoumu (IA) wnu BHyTpuBeHHOro nMMmyHornoOynnsaa (IVIg). Onnako, HegoOCTaTKOM
STHX BapHAHTOB JIEUYEHHs MOTYT OBITH TspKesble MOoOOuUHBbIE 3(P(EKTh W/ MMM COMyTCTBYIOIINE
3aboneBanust. Kpome TOro, y HEKOTOPBIX CyOBEKTOB OTCYTCTBYET anekBaTHas peakims Ha IST,
win OoHM He MoryT nepeHocutb IST, m ecTb Te, KOMy Al MOAAEpXKaHUS CTAOMIBHOCTH
KIMHUYECKOH KapTuHbl Tpedyercs peryispHoe Jedenue ruazmooomenoMm (PE) w/uim
BHyTpuUBeHHbI UMMyHOrI00yuH (IVIg). Takum oOpa3om, B maHHON 0O0NacTH CyIIECTBYET
ocTpass TOTPeOHOCTb B HOBBIX TEPANEBTHUECKUX IMOAXONAX K OBICTPOMY YCTPAHEHHIO
natoreHHbIx ayroantuten nporus AChR npu MG.

CyIHOCTL H300peTeHus

B HacrosimeM pacKpbITHM TIPEACTaBJIIEHbl HOBBIE CIIOCOOBI JIEYEHUs] y CyOBEKTa
MHACTEHHH TPABUC, BKIIOYAs T'€HEPATM30BAHHYIO MHACTEHHIO I'PaBUC. JTH CIIOCOOBI OOBIMHO
BKJIFOYAIOT BBEACHUE CYOBEKTY 3((EeKTUBHOIO KOJMYECTBA BhbIAENEHHOro aHtaronucra FcRn,
KOTOpBIN cnenmpudeckn cBsi3biBaeTcsl ¢ FCRn ¢ moBbieHHON a(UHHOCTBIO U TIOHMKEHHON
3aBUCUMOCTBIO OT pH oTtHOCcHTensHO HaTtuBHOW Fc-oOnactu. PackpeiThie crocoObl 0cOOEHHO
MOJIE3HBI AJIs1 JICYEHUs] aHTUTEJIOONOCPENOBAHHBIX PACCTPOUCTB, TAKMX KAaK I€HEPAIN30BaHHAas
MHUACTEHUsI TPABUC.

COOTBETCTBEHHO, B OZHOM aCIHEKTe B HACTOSIIEM PACKPBITUH TPENCTAaBIEH CIOCOO
JeueHns y CcyObeKTa MHMACTeHHWH TI'PAaBHC, HAIpPUMEp, IeHEPATU30BAHHON MHACTEHHH T'PaBHLC,
npudeM Croco0 BKIIOYAEeT BBeAECHHE CYOBeKTY 3((EKTHBHOTO KOJUYECTBA BBIAECIEHHOTO
antaroHucra FcRn. B HacTosiiemM pacKpbITUM TAaK)K€ NPEACTABJIECH BbIACICHHBIM aHTarOHUCT
FcRn nna wucnonp3oBaHust mHpu  JieueHHMH Yy CyOBeKTa MHACTEHUH TIPAaBUC, HANpHUMeED,
reHepaln30BaHHON MHacTeHuu rpasuc. Kpome TOro, B HacCTOALIEM PACKPBITUU MPEACTABIECHO
INPUMEHEHUE BBIIEICHHOrO aHTaroHucta FcRn, kak onucaHo B AaHHOM JOKYMEHTE, IJIs
W3rOTOBJICHUs JIEKAPCTBEHHOIO Mpernapara Ajsl JIeYeHUsT MHUACTEHUU TIPaBHUC, HalpUMep,
reHepaIn30BaHHON MUACTEHUH T'PaBUC.

B opnHOM BapuaHTe OCYINECTBJEHUS BbIAECICHHbIM aHTaroHuct FcRn conmepskur
BapuaHTHYIO Fc-00macth miu ee FcRn-cBs3bIBaromii (hparMeHt.

B HekoTopeix BapuaHTax ocymectBieHusi Fc-momensl BapumanTHOW Fc-obmacTtu
conepxat aMuHOKHCIOTHL Y, T, E, K, F u Y B mosuumsix EC 252, 254, 256, 433, 434 u 436,
COOTBETCTBEHHO.

B HexkoTOpBIX BapuaHTax OCYUIECTBJCHHS aHTaroHucToM FcRn sBisercs aHTUTENO
nporuB FcRn, coxeprkainee aHTUTEHCBS3BIBAIOINYIO OO0JNACTh, CONEPIKAIIYI0 BapHaOelbHbIE
JIOMEHBI, KOTOpBIE CIeLU(UIECKH CBA3bIBAIOT Yenoseuecknii FcRn.

B HexoTOpBIX BapuaHTax OCyIlUeCTBJEHMs aHTaroHuct FcRn He comepxur
BaprabenbHy0 00JIaCTh aHTUTENA. B HEKOTOPBIX BapHaHTaxX OCYIIECTBIEHUs aHTaroHucT FcRn
He conepxuT noMeH CHI1. B HekoTOpbhIX BapHaHTax OCYILECTBIEHMsI aHTaroHUCT FcRn He
COIEPKUT CBOOOIHBIN IUCTENHOBBIA OCTATOK.

B HekoTOpBIX BapMaHTax OCYINECTBJIEHHs BapuaHTHas Fc-o0macTe mnpencraBisier



BapuaHTHyI0 Fc-obmacte IgG. B HEKOTOpBIX BapuaHTax OCYINECTBJIEHUs BapuaHTHas Fc-
obmacte mpencraBisier BapuaHTHylo Fc-o0macte IgGl. B HekoTOophIx  BapHaHTax
ocyuiecTieHus BapuanTHas Fc-o0nacTe npeacrasisier BapuaHTHyro Fc-00macTs yenoBedeckoro
IgG.

B HekoTOpBIX BapHaHTax OCYIUECTBJICHMs aMUHOKHCIIOTHAs IMOCJIEeN0BaTeNbHOCTh Fc-
IOMEHOB BapuaHTHOH Fc-o0macti  comepkMT aMHUHOKHCIOTHYK — IOCJENOBATEIbHOCTD,
BBIOMpaeMyto u3 rpymmsl, cocrosimeit u3 SEQ ID NO: 1, 2 u 3.

B HexOoTOpBIX BapuaHTax OCYLIECTBJIEHUS AMUHOKMCIOTHAs MOCJIEAOBATENbHOCTb Fc-
JOMEHOB BapwaHTHOW Fc-o0macTu COCTOMT W3 aMMHOKHCIOTHOW IOCIENOBATEIbHOCTH,
npenctasienHoit B SEQ ID NO: 1.

B HeKkOTOpBIX BapuaHTax OCYLIECTBJIEHUS AMUHOKMCIOTHAs MOCIEAOBATENbHOCTb Fc-
IOMEHOB BapwaHTHOW Fc-obmacTu COCTOMT H3 aMHMHOKHCIOTHOW IOCIENOBATEIbHOCTH,
npenctasienHoit B SEQ ID NO: 2.

B HeKOTOpBIX BapHaHTax OCYLIECTBJIEHUS AMUHOKMCIOTHas MOCIEAOBATENbHOCTb Fc-
IOMEHOB BapwaHTHOW Fc-obmacTm COCTOMT W3 AaMHMHOKHCIOTHOW IOCIENOBATEIbHOCTH,
npenctasienHoit B SEQ ID NO: 3.

B HexoTOpBIX BapuaHTax OCYILIECTBJICHUs BbIIEIEHHBbIN aHTaroHuct FcRn cocrout us
BapuaHTHOH Fc-oOmactn, mpuuem yka3aHHas BapuanTHas Fc-oOmacte cocromt m3 aByx Fe-
JIOMEHOB, KOTOpbIe OOpasyroT roMOAUMEpP, MPH 3TOM aMHHOKHCJIOTHAs TOCJIENOBATEIbHOCTD
kaxnoro u3 Fc-nomenos BapuantHoii Fc-obmactu coctout u3 SEQ ID NO: 1.

B HexoTOpBIX BapuaHTax OCYLUECTBJICHUs BbIIEIEHHBbIM aHTaroHucT FcRn cocrout us
BapuanTHON Fc-oOmactu, mpudem ykaszaHHas BapuaHTHasi Fc-obmacte coctout u3 nByx Fc-
JIOMEHOB, KOTOpbIE O0OpasylT rOMOAMMEp, NMPH 3TOM AMHUHOKHCJIOTHAs MOCIEI0BATEIbHOCTD
kaxaoro u3 Fe-nomenos BapuanTHOit Fc-o0mactu coctout u3z SEQ ID NO: 2.

B HeKkOTOpBIX BapuaHTax OCYINECTBJIEHHUsS BblAeJIeHHBIN aHTaroHucT FcRn cocrout us
BapuaHTHON Fc-oOmactu, mpuyem yka3aHHasi BapuaHTHas Fc-oOmacte coctout u3 aByx Fc-
JOMEHOB, KOTOpbIe OOpasyroT rOMOAUMEpP, MPH 3TOM AMHHOKUCJIOTHAs MOCJIEIOBATEIbHOCTD
kaxnoro u3 Fc-nomenos BapuantHoii Fc-obmactu coctout u3 SEQ ID NO: 3.

B HeKOTOpBIX BapuaHTaxX OCYIIECTBJICHUsI BapHaHTHAas Fc-00acTh MMeEeT MOBBIIEHHYIO
apdunHOCTE ¢ Tamma-penentopoM Fc (FcyR) otHocutensHo adpdunnoctun Fe-obnmactu IgGl
JOWKOTO TUIA g ramMma-perentopa Fc.

B HekOTOpBIX BapHaHTax OCYIIECTBJIEHHs BapuaHTHas Fc-o0nacTe ces3biBaercs ¢ FcRn ¢
NOBBIMEHHON aPUHHOCTHIO U TOHMKEHHON 3aBUCUMOCTBIO OT pH oTHOCHTENbHO HaTHBHOI Fc-
obnactu, Hampumep, Fc-ob6mactu IgG nukoro tumna, npeanoututensHo Fe-obmactu IgG1 nukoro
THUIA.

B HeKxoTOpbIX BapuaHTax OCYIIECTBJICHUsI BapraHTHas Fc-001acTh MMeeT MOBBIIEHHYIO
apdpunnOCTE ¢ CD16a. B HEKOTOPBIX BapHaHTaxX OCYLIECTBIIEHHs BapuaHTHas Fc-o0macte He
umeet nosbimeHHON adpuanocTn ¢ CD16a.

B Hexoropeix BapuaHTax ocymectBieHus Fc-momensr BapuanTHOW Fc-oGmactu

conepxkat N-cBsizaHHbIM mnkaH B no3uuuu EC 297.



B Hekoropeix BapuaHTax ocymectBieHus Fc-momensl BapmanTHOW Fc-oGmactu
comepkat Gpyko3mmupoBaHHbIil N-CBsi3aHHBIN TiukaH B nosunun EC 297.

B Hexoropeix BapuaHTax ocymectBieHus Fc-momensl BapuanTHOW Fc-oGmacTtu
comep:kar N-CBsI3aHHBIN INIMKaH, UMEIOIINHN paciueruieHHblid Ha aBe yactu GIcNAc B no3unun
EC 297.

B HekoTOppIX BapwaHTax ocyuecTBieHus Fc-momensl BapuaHTHOW Fc-obmactu
comep:kat apyKo3UIUPOBaHHBIN N-CBs3aHHbIH rukaH B no3uiuu EC 297.

B HexoTOpBIX BapuaHTax OCYIIECTBJICHMs aHTaroHucT FcRn comep:xutr MHOXeCTBO
Mounekyn-aHTaroHuctoB FcRn, mpuuem mo menbineli mepe 50% u3 MHOXECTBa MOJEKYJI-
antaroHuctoB FcRn conep:xar BapuanTHyto Fc-obmacts mnu ee FcRn-cBs3piBarommii parmeHt.

B HEKOTOpBIX BapHaHTax OCYINECTBJIEHUS aHTaroHUCT FcRn BBOmAT cyOBeKTy IO
MEHBLIEN Mepe N1Ba pasa 3a 22 qHs.

B HekoTOpBIX BapuaHTaxX OCyIIeCTBJIeHHsI aHTaroHUCT FcRn BBOmST cyOnekty 1, 2, 3, 4,
5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21 unu 22 pa3a 3a 22 nHd1. B HEKOTOpBIX
BapUAHTaX OCYILIECTBIEHHs aHTaroHUCT FCRn BBOAST CyOBEKTY € 4aCTOTOM OMH pa3 Kakabie 1,
2,3,4,5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21 unu 22 nusa. B HeKoTOpBIX
BapUAHTaxX OCYINECTBJIEHHUs aHTaroHUCT FCRn BBOAAT cyOBeKTy ¢ 4acTOTON ONUH pa3 Kaxzsle 3
nHs. B HEKOTOpBIX BapuaHTax ocymnecTBieHus: antaroHucT FcRn BBOmAT cyOBekTy ¢ yacToToi
OZIMH Pa3 Kaxable 7 AHEM.

B HekoTOpBIX BapHaHTax OCYLIECTBJIEHHUs aHTAaroHUCT FCRn BBOmAT cyOBekTy B m03€
Mexay mnpubnusurenpHo 1 u  npubmusurensHo 200 wr/kr. B HEKOTOpBIX BapuaHTax
ocymectsiieHus1 antaronuct FcRn BBomsiT cyObekty B no3e mpubnusurensho 1, 2, 3, 5, 10, 20,
25, 30, 50, 70, 100 unu 200 mr/kr. B HeKOTOpBIX BapHaHTax ocyliecTBieHus antaroHuct FcRn
BBOIST CyOBEKTY B J103€ MPHONM3UTENBHO S5 MI/KI. B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHHS
anraroHuct FcRn BBomsT cyOBeKTYy B 103e npubnusutensHo 10 Mr/kr. B HEKOTOpBIX BapuaHTax
ocyuiectBieHust aHtaroHuctT FcRn BBOmAT cyOBekTy B mo3e mpuOimsurenbHo 20 mr/kr. B
HEKOTOpPBbIX BapHaHTaX OCYLIECTBJIEHHs aHTaroHucT FcRn BBomaT cyObekTy B 103e
NPUOU3UTENBHO 25 MI/KT.

B HekoTOpbIX BapuaHTax ocyluecTBiieHus aHtaroHucT FcRn BBOmAT cyOBekTy B 103€,
BBIOMpAaeMOl U3 TPYIIIbI, COCTOsAMmEH u3 mpudmsuTensuo 150, 300, 450, 600, 750, 900, 1050 u
1200 mr.

B HekoTOpBIX BapHaHTaxX OCYIIECTBJIEHHUs aHTAaroHUCT FCRn BBOmAT cyOBekTy B m03€
npubmmsuTensHo 150 mr.

B HekoTOpBIX BapHaHTaxX OCYIIECTBJIEHUs aHTAaroHUCT FCRn BBOmAT cyOBpekTy B m03€
npubmmsuTensHo 300 Mmr.

B HekoTOpBIX BapHaHTaxX OCYIIECTBJIEHUs aHTAaroHUCT FcRn BBOmAT cyOBekTy B m03€
npubnu3uTensHoO 450 Mmr.

B HEKOTOpBIX BapHaHTax OCYINECTBJICHHS CYOBEKTY BBOAAT IO MEHbINEH Mepe OIHY
JOMOJIHUTENbHYI0 103y antaroHucra FcRn. Hanpumep, nedenune anraronucrom FcRn mosxer

npoaoJIKaTbCsl Ha ITOCTOSTHHOM OCHOBC, HaIpUMEp, CXKCHEACIIbHO, pa3 B MABC HCACIIH,



€XEeMeCsIYHO, pa3 B 1Ba Mecsila U T.1.
B HexkoTOpBIX BapuaHTax OCYyLIECTBJICHUs aHTaroHUCT FcRn BBOmAT BHyTpuBEHHO. B
HEKOTOPBIX BapUaHTaxX OCYINECTBJEHHUs aHTaroHUCT FcRn BBOAAT moakoxHO. B HeEkOTOpBIX
BAPUAHTAX OCYLIECTBJIEHUS TEPBYIO 103y BBOAST CYOBEKTY BHYTPHUBEHHO, a OAHY WIH
HECKOJIbKO TOCHEYIOMHUX 103 BBOAST IMOAKOKHO. B HEKOTOpBIX acmekrax B H300peTeHHH
NPECTABIEH CIOCO0 JIEYeHUs] TeHepaTM30BAHHON MHACTEHHH TPAaBUC Yy CyObekTa, MpHYeM
croco0 BKIIIOYAET BBEJEHHE CYyObeKTy BbLAEICHHOro aHTtaronucra FcRn ¢ ucmonb3oBannem
pa3neneHHOW Ha (pa3pl CXeMbl BBENEHHs 103, MNpuueM (¢a3za HHAYKLUHU COACPIKHUT
npubnmsuTenbHo 1-5 103 BbimeneHHOro antaronucra FcRn B Teyenme 1 mecsna, 3a KOTOpOH
cnenyet (asa mommepskaHUs, comepskalasi no3y aHtaroHucra FcRn kaxaywo Hemenmo (qlw),
Kaxable aBe Hemenu (q2w), kaxable Tpu Henmeiaw (q3w) wmiu kaxkasie 4 Hemenu (q4w), C
JICYSHHEM 3a CUET 3TOro y CyOBeKTa IeHepaJM30BaHHON MHACTeHWH rpaBuc. B m3oOperenun
TaK)K€ TNpPEeJCTaBleH BblIeNeHHbI aHTaroHucT FcRn pans ucnone3oBanus mnpu nedeHuu
MHACTEHHH I'PAaBUC y CyOBEKTa, B KOTOPOM CYOBEKTY BBOIAT BBIACJIEHHBIH aHTAaroHUCT FcRn ¢
UCTIONIb30BAaHUEM pa3[eNieHHOW Ha (a3bl CxeMbl BBEIOCHMs 103, NpudeM ¢asa HHAYKLIUU
COIEPKUT MpUOTU3UTENBbHO 1-5 103 BhiAeNneHHOro antaronncra FcRn B Teuenue 1 mecsa, 3a
KOTOpO# ciieayeT ¢asza MoaaepKaHus, coAepxkamas 103y anraronucra FCRn xaxnyro Hememo
(q1w), xkaxxnele nBe HEnenu (q2w), Kakable TpHu Hepenn (q3w) mu Kaxzele 4 Henenn (q4w).

B HEKOTOpBIX BapuaHTax OCyIIECTBIEHH (pa3a MHIYKIMH BKIOYAeT B ceOs BBeneHHE 1,
2,3, 4 wm 5 103 npuOIU3UTENBHO 5 MI/KT, pubmuzutenbHo 10 mr/kr, npubmmsurensHo 15
Mr/kr  wiu  npubmmsurenpHo 20 Mmr/kr  anraronucta FcRn. B HekoTopeix BapmaHTax
ocyuiecTBieHus 1-5 103 a3l MHAYKIMK BBOAAT BHYTPUBEHHO (1.V.).

B HekoTOphIX BapuaHTax OCYLIECTBJIEHMs JA03bl (has3bl MOAAEPIKAHHUS COAepKaT
¢dukcupoBanHy0 n03y npubmmzutensHo 150 mr mnm npuOnmsutensHo 300 Mr aHTAarOHHMCTA
FcRn. B HeKoTOpBIX BapHaHTaX OCYIIECTBICHUS MA03bl (asbl MONAEPKAHUS BBOIST IO
HEOOXOIMMOCTH B 3aBUCHUMOCTH OT KJIMHUYECKUX CHMIITOMOB WJIM KJIMHMYECKOTO COCTOSIHUS
cyObekTa. B HEKOTOpBIX BapHaHTaX OCYIIECTBIICHHUS A03bI (Da3bl MOANEPKAHHS BBOAST CyOBEKTY
MOJIKOKHO (S.C.).

B HexoTOpBIX BapHaHTaX OCyLIeCTBICHUS NepBbie 1, 2, 3 win 4 103bI BBOAAT CYOBEKTY
BHYTPUBEHHO, a 1, 2, 3 uiu 4 mocieayroImue 1036l BBOAST CyOBEKTY MOAKOMKHO.

B HEKOTOpBIX BapWaHTaxX OCYLIECTBICHHUS TepBbIe 4 103l BBOIAT CYOBEKTY
BHYTPUBEHHO, a 1, 2, 3 uiu 4 mocneayroImue 1036l BBOAST CyOBEKTY MOAKOMKHO.

B HexoTOphIX BapuaHTaX OCYINECTBJICHHS | 103y BBOAST CyOBEKTY BHYTPHUBEHHO, a 4
MOCJIEAYIOLINE O3Bl BBOIAT CyOBEKTY TOAKOXKHO.

B HEeKOTOpBIX BapHaHTaxX OCYLIECTBIEHUS 2 O3Bl BBOAAT CyOBEKTy BHYTPHBEHHO, a 4
MOCJIEAYIOLINE O3Bl BBOIAT CyOBEKTY MOAKOKHO.

B opHOM acmekre B HACTOSIIEM PACKPBITUHM TPEACTABIEH CIOCO0  JIeUEHHs
I€HEPAJM30BAHHOW MMACTEeHMHU TPaBHC y CyOBbEKTa, NHpUYeM CIoco0 BKIIIOYAET BBEACHUE
CcyOBEKTy MHOXKECTBA 703 BBIACTIEHHOr0 aHTtaronucra FCRn, npu 5ToM OfiHY HIIH HECKOJIBKO 103

anraronucta FcRn BBOIAT CyOBEKTY BHYTPUBEHHO B KOJIMYECTBE NMPUOIM3UTENBHO 10 MI/KT Ha



703y, W OAHY WM HECKOJBbKO MOCIEAyHUMXx n03 aHraroHucra FcRn BBomsar cyOwekty
MOJKOXHO B KOJMYECTBE MpuOMM3uTenbHO 150 Mr Ha [03y, ¢ JIEYEHHEeM 3a CUeT 3TOro y
cyObeKTa reHepaJTu30BaHHON MUACTEHNHU I'paBUC. B HACTOAIIEM PacKpPbITUN TaKXKe MPEICTaBJIeH
BbIICJICHHbI aHTaroHucT FcRn and  ucnons3oBaHus MNpU  JICYEHUH TIE€HEPAIU30BAHHON
MHACTEHUHU TPABUC Y CyOBEKTa, B KOTOPOM CYOBEKTY BBOISAT MHOXKECTBO /103 BBIIEJICHHOTO
anraronncta FcRn, mpudem onHy miam HECKOJbKO 103 aHTaroHucra FCRn BBomsT cyObekTy
BHYTPHUBEHHO B KOJIMYECTBE mpuOnmsutenbHo 10 MI/KT Ha [03y, U OAHY WM HECKOJBKO
NOCJIEAYIOUNX 103 aHTaroHucra FcRn BBOmSIT CyOBeKTy MOOKOKHO B KOJUYECTBE
npubnusuTenbHo 150 Mr Ha 1o3y.

B opHOM acmekre B HACTOSIIEM PACKPBITUM TPEACTABICH CIOCO0  JIeUeHHs
IeHEPAJM30BAHHOW MHACTEHHHM TPaBHC Y CyOBEKTa, NHpUYEeM CIOCO0 BKIIIOYAET BBEICHUE
cyObekTy Oosee yeM OmHOHN J03bI BbIAEeNEHHOro aHtaronucta FcRn, mpu sTomM omHy wim
HECKOJIbKO 103 aHraroHucta FcRn BBOmAT CyObekTy BHYTPHBEHHO B KOJIUYECTBE
npubnusuTenbHo 10 MI/Kr Ha 03y, W OAHY WM HECKOJIbKO TOCIEAYIOLINX 103 aHTarOHHCTa
FcRn BBO#AT cyOBEKTY MOAKOXKHO B KOJMUECTBE MPUOIM3nTenpHo 300 Mr Ha 103y, € JIeUeHHEM
3a CYET 3TOro y CyOBeKTa reHepaJM30BAaHHONH MHACTEHHM I'paBUC. B HacTosIeM pacKpbITHH
TaKKe MPEACTaBJICH BbIIENEHHbI aHTaroHucT FcRn pams ucnonp3oBaHuMs NpU  JIEUYEHHUU
I'€HEPaIM30BAHHOW MHACTEHHU TPABUC Yy CyOBEKTa, B KOTOPOM CYOBEKTY BBOAST Oojiee uem
OIHY 103y BBIAENEHHOro aHtaroHucta FcRn, mpuueM OfHY WM HECKOJIBKO AO03 aHTArOHUCTA
FcRn BBOzAT cyOBEKTY BHYTPUBEHHO B KOJIMYECTBE MPUOIM3UTENbHO 10 MI/KT Ha 103y, U OJHY
WIN HECKOJIbKO TMOCHeNyoImuX a03 aHraroHucra FcRn BBomsT cyObekTy NOIKOXKHO B
KonudecTse npuoOausuTeabHo 300 Mr Ha 103y,

B HekoTophIX BapuaHTax ocymecTBieHust 1, 2, 3 wium 4 1036l BBOIAT CyOBEKTY
BHYTPUBEHHO, ¥ ITPpU 3TOM 1, 2, 3 mnu 4 mocneyonme 1035l BBOISIT CYOBEKTY IMOIKOXKHO.

B HEKOTOpBIX BapHaHTAaX OCYLIECTBJIECHHs | 103y BBOAST CYOBEKTY BHYTPHBEHHO, a |
NOCJIEAYIOLIYIO 03y BBOIST CyOBEKTY MOAKOMKHO.

B HexoTOpbIX BapuaHTaX OCYINECTBJICHHUs | 03y BBOAST CyOBEKTY BHYTPHUBEHHO, a 2
MOCJIEAYIOLINE O3Bl BBOIAT CYOBEKTY TOAKOXKHO.

B HexoTOpBIX BapuaHTaX OCYINECTBJICHHUsS | 103y BBOAST CyOBEKTY BHYTPHUBEHHO, a 3
MOCJIEAYIOLINE O3Bl BBOIAT CYOBEKTY TOAKOKHO.

B HexoTOphIX BapuaHTaX OCYIIECTBJICHHUS | O3y BBOASAT CyOBEKTY BHYTPHUBEHHO, a 4
MOCJIEAYIOLINE O3Bl BBOIAT CYOBEKTY MOAKOXKHO.

B HEKOTOpBIX BapHaHTaxX OCYLIECTBIEHHs 2 O3Bl BBOIST CYOBEKTY BHYTPHUBEHHO, a |
MOCJIEAYIOLIYIO 03y BBOIST CyOBEKTY MOIAKOMKHO.

B HeKOTOpBIX BapHaHTaxX OCYLIECTBIEHUS 2 O3Bl BBOAAT CYOBEKTYy BHYTPHUBEHHO, a 2
MOCJIEAYIOLINE O3Bl BBOIAT CyOBEKTY MOAKOKHO.

B HEeKOTOpBIX BapHaHTaxX OCYLIECTBIEHUS 2 O3Bl BBOIAT CYOBEKTYy BHYTPHBEHHO, a 3
MOCJIEAYIOLINE O3Bl BBOIAT CyOBEKTY MOAKOXKHO.

B HEKOTOpBIX BapHaHTaxX OCYLIECTBIEHUs 2 NTO3bl BBOAAT CYOBEKTy BHYTPHBEHHO, a 4

MNOCJICAYIOIIUE NO3bI BBOOAT Cy6”beKTy IMOAKOKHO.



B HEeKOTOpBIX BapHaHTaxX OCYLIECTBIEHHS 3 O3Bl BBOIST CYOBEKTY BHYTPHUBEHHO, a |
MOCJIEAYIOLIYIO 03y BBOIAT CyOBEKTY MOIAKOMKHO.

B HeKOTOpBIX BapHaHTaxX OCYLIECTBIEHUs 3 N1O3bl BBOAAT CYOBEKTYy BHYTPHUBEHHO, a 2
NOCJIEAYIOLINE O3Bl BBOJAT CyOBEKTY MOAKOKHO.

B HeKkoTOpBIX BapHaHTax OCYLIECTBJIEHUs 3 J103bl BBOAAT CYOBEKTYy BHYTPHUBEHHO, a 3
HOCJIEAYIOLTHE A03bI BBOJAT CYOBEKTY OAKOXKHO.

B HEKOTOpBIX BapuaHTaX OCYIIECTBIEHUS 3 J03bI BBOAAT CyOBEKTY BHYTPHBEHHO, a 4
MOCJIEAYIOLINE O3Bl BBOIAT CyOBEKTY MOAKOXKHO.

B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHHs 4 O3bI BBOIST CyOBEKTY BHYTPUBEHHO, a |
MOCJIEAYIOLIYIO 03y BBOIST CyOBEKTY MOAKOMKHO.

B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHUS 4 O3Bl BBOAST CyOBEKTYy BHYTPHUBEHHO, a 2
MOCJIEAYIOLINE O3Bl BBOIAT CYOBEKTY TOAKOIKHO.

B HEKOTOpBIX BapHaHTaxX OCYLIECTBICHUS 4 O3Bl BBOIAT CYyOBEKTYy BHYTPHBEHHO, a 3
MOCJIEAYIOLINE O3Bl BBOIAT CYOBEKTY MOAKOXKHO.

B HEKOTOpBIX BapHaHTaxX OCYLIECTBIEHUS 4 O3Bl BBOAAT CyOBEKTYy BHYTPHUBEHHO, a 4
MOCJIEAYIOLINE O3Bl BBOIAT CYOBEKTY MOAKOKHO.

B HexkoTOpBIX BapuaHTax OCYLIECTBJIEHUS OJHY WJIM HECKOJIBKO MOAKOXKHBIX 403 BBOIST
C YaCTOTOH, BBIOMpPAEMOW U3 TPYMIbl, COCTOSIIEH U3 NPUOMBUTENILHO €KeIHEBHO,
NpUOM3UTENBHO €XKEHEAENbHO, NPUONU3UTENbHO pPa3 B JBE HENeNU U NPUOIU3UTEIBHO
€XKEMECSTIHO.

B HexkOoTOpBIX BapuaHTax OCYIIECTBJICHUs] OAHY MJIM HECKOJIBKO 03 aHTtaroHucrta FcRn
BBOJSIT B KA4E€CTBE MOBTOPHOTO JICUEHUs], TOAAEPKUBAOLLEH JO3bI WA CHUKAKOLIENUCS JO3bI.

B HekoTOpBIX BapuaHTax OCylIecTBIeHHMs aHTaroHUCT FcRn BBOmAT cyObekTy
OJTHOBPEMEHHO C AONOJHUTEIbHBIM TEPaNeBTUYECKUM CPEACTBOM. B HEKOTOpBIX BapuaHTax
OCyIIecTBJIeHHsT aHTaroHUCT FCRn BBOAAT CyOBEKTYy NOCIENOBATENIbHO C AOMOJHUTENBHBIM
TEPANEeBTUYECKUM CPEICTBOM.

B HexkoTOppIX  BapuaHTax  OCYLIECTBJIEHUS  JTO3UPOBKY  JONOJHUTEJIBHOIO
TEpPaANeBTUYECKOrO CPEACTBA CHUXKAIOT B COYETAHUU C JIeueHneM aHTaronuctoM FcRn.

B HekoTOpBIX BapuaHTax OCYLIECTBJEHHUs BBEIEHUE BBIIEIEHHOrO aHtaronucra FcRn
JICYUT OJTHO WJIM HECKOJIBKO OOOCTPEHHI reHePaIn30BaHHOW MHACTEHHH IPaBHC.

B HekoTOpBIX BapuaHTax OCYLIECTBJIEHHUs BBEAEHUE BBIIEIEHHOrO aHtaronucra FcRn
CHIDKAET MPOsIBJICHUE OJHOrO WJIH HECKOJNBKUX KJIWHUYECKHX CHMITOMOB I€HEPaJINu30BAHHON
MHACTEHHH I'PABHC, BBIOUPAEMBIX M3 TPYIIIBI, COCTOALISH M3 YTOMIICHHS MIIH Ca00CTH TIIa3HbIX
MBIIIL, YTOMJIEHHS FJIH CJIA0OCTH CKEJIETHBIX MBIIIL, YTOMJIEHHS HJIN CIaOOCTH IbIXaTeIbHBIX
MBIIIL, WHBAJIUAUZUPYIOLIErO YTOMJIEHUS, HEBHATHOW pe4M, yAYLIbsl, HAPYLUIEHUs IJIOTaHUS,
3aIBOCHUS] WJIM HEYETKOCTH 3pEHHus, TpeOyroIueld IOMOINM HETOABIKHOCTH, OABIIKH U
IBIXATEJIbHON HEJOCTATOYHOCTH.

B HekOTOpBIX BapuaHTax OCYLIECTBJEHHUS BBEIEHUE BBIIEJIEHHOrO aHraronucra FcRn
yJIydIlaeT OAWH WJIM HECKOJIbKO IIOKa3aTeNiell TepaneBTHYECKOW OLEHKH Yy CyOBeKTa,

BBIOMPAEMBIX M3 TPYIIIBI, COCTOALIEH U3 KOJUYECTBEHHOM OleHKkH muacTeHuu rpasuc (QMG),



OLIEHKH J>KU3HEAeATeNbHOCTH mpu MuacteHun rpasuc (MG-ADL), cymmapHO#l oOLeHKH
muactennn rpaBuc (MGC), mkaibl OLEHKH Ka4ecTBa JKM3HU MPH MHACTEHHWU TpaBUC MO 15
nyHkraM (MGQoL15r) u onenku no 5 napamerpam EuroQol (EQ-5D).

B HexoTOpBIX BapuaHTax OCYILIECTBJICHMs OLIEHKA [0 MEHbLIEH Mepe MO OAHOM LIKaje,
BbIOMpaemMoll w3 rpymmbl, cocrosuedn 3 QMG, MG-ADL, MGC, MGQoL15r u EQ-5D
yJIydIIaeTcs: o MeHbInel Mepe Ha oauH Oaymt Ha 8, 15, 22, 29 uiau 36 neHb MO CPAaBHEHHIO C
HCXOJHON OLICHKOHN MPU U3MEPEHUH C MCIOJb30BAHUEM OJMHAKOBOW LIKAJIbI MEPENl BBEACHUEM
BbIZieNIeHHOTO anTaronucta FcRn B 1 nenb.

B HekoTopeix BapmaHTax ocyiiectBieHus oneHka QMG nossimaercs Ha 8, 15, 22, 29
unu 36 IeHb MO CPaBHEHHUIO ¢ UCXOAHOH oueHkor QMG mpu u3MepeHHH mnepen BBEACHHEM
BbIeNieHHOro antaronucra FCRn B 1 neHb. B HEKOTOpBIX BapHaHTax OCYIIECTBJEHHS OLICHKA
QMG cHmkaercst o MeHbIel Mepe Ha 3 Oamta Ha 8, 15, 22, 29 unu 36 1eHb MO CPABHEHUIO C
ucxonHou oneHkoit QMG npu u3MepeHnn nepen BBEASHHEM BblieIeHHOro anTaronucta FcRn B
1 nenp. B HekoTOpBIX BapuaHTax ocyliecTBieHus oleHka QMG cHukaeTcs Mo MEHbLIeH Mepe
Ha 4 Oama Ha 8, 15, 22, 29 umm 36 neHb MO CpPaBHEHHIO C MCXOAHOHN ouenkoi QMG mpu
WU3MEPEHNUH Nepe]] BBEICHUEM BbleeHHOro anraronucra FcRn B 1 nens.

B nexoTopsix BapuanTax ocymectsieHus oneHka MG-ADL noseimaercs Ha 8, 15, 22,
29 unmu 36 geHb MO CpaBHEHUIO C HCxoaHOW oneHkod MG-ADL npu usmepenuu mnepen
BBEACHUEM BblfeJeHHOro anraronucra FcRn B 1 nenp. B HeEKOTOpBIX BapuaHTax
ocymectsieHus: oneaka MG-ADL cHuxkaercst mo MeHblieir Mepe Ha 2 Oamna Ha 8, 15, 22, 29
uiau 36 neHb MO CPaBHEHUIO ¢ UCXOoAHOU oueHkoil MG-ADL npu usmepeHuu nepes BBEACHUEM
BbIeNeHHOro anraroHucra FcRn B 1 neHb. B HEKOTOpBIX BapHaHTax OCYILUECTBJEHHs OLICHKA
MG-ADL cHmkaeTcst mo MeHbIei mepe Ha 3 Oayuta Ha 8, 15, 22, 29 unu 36 neHb 1o CpaBHEHUIO
¢ ucxoanoi ouenkoir MG-ADL npu uzmepeHun nepesa BBEICHUEM BbIICJIEHHOTO aHTAarOHUCTA
FcRn B 1 nens.

B nekoToprix BapuaHTax ocyuectienus ouenka MGC nosbiuaercs Ha 8, 15, 22, 29
unu 36 neHb Mo CpaBHEHUIO ¢ UCXOmHoH oueHkod MGC mpu usMepeHMM mepel BBEACHHEM
BbIZieNieHHOro aHtaronucra FCRn B 1 neHb. B HEKOTOpBIX BapHaHTax OCYIIECTBJEHUS OLICHKA
MGQoL15r nosermaercs Ha 8, 15, 22, 29 unu 36 neHb MO CPABHEHHUIO C MCXOJHON OLIEHKOU
MGQoL15r npu usMepeHun mnepen BBeAeHHEM BblieneHHOro anraroHucrta FcRn B 1 nens. B
HEKOTOPBIX BapuaHTax ocymiectsieHus 6amt EQ-5D noseimaercs va 8, 15, 22, 29 unu 36 neHb
[0 CPaBHEHUIO C MCcx0aHOH oueHkoi EQ-5D mpu u3mepeHuu nepen BBEIEHHUEM BbIAEIEHHOTO
antaronucta FcRn B 1 neHs.

B HexkoTOpBIX BapuaHTax OCYLIECTBJIEHHUS BBEAEHUE BBIIEJIEHHOrO aHraronucra FcRn
CHI)KAaeT yPOBEHb B CHIBOPOTKE MO MeHblIel mepe omHoro IgG aHTuTena, BbIOMpaeMoro us3
rpynmsl, coctosimedi u3 obmero IgG B CHIBOPOTKE, aHTHUTEIA TPOTHB ALETHIXOJHHOBOTO
peuenropa (AChR), amturena mporuB MuSK u anturena nporuB LRP4. B HekoTopbIx
BapHaHTaX OCYIIECTBJICHUs 0 MEHbIeH Mepe ogHuM IgG anTUTENOM siBisieTcst 001U YPOBEHb
IgG anTuTEN B CHIBOPOTKE. B HEKOTOPBIX BapHaHTaxX OCYLIECTBJIEHUS IO MEHBIIEH Mepe OJHUM

IgG antuTenom sapnsetcs antureno npotus AChR. B HEKOTOPBIX BapHaHTaxX OCYIIECTBIECHUS 110



MeHblel mepe oaHuM IgG aHTuTenom sBiserca anTtuteno npotuB MuSK. B HekoTOpbIX
BApPUAaHTaX OCYLIECTBJIEHHUS MO MeHbllell mepe ofAHUM Ig(G aHTUTENOM SBISETCS AHTUTEINO
npotus LRP4.

B HexoTophIx BapuaHTax ocyuiecTBieHus antaroHucT FcRn BBogsar cyOvekty 1, 2, 3, 4,
5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21 unu 22 pa3a 3a 22 aHs, U yPOBEHb B
CBIBOPOTKE IO MeHbInel Mepe onHoro IgG anturena cHikaercs Ha 8, 15, 22, 29 unu 36 nenb mo
CPAaBHEHMIO C UCXOIHBIM YPOBHEM B ChIBOPOTKE IO MeHbIlel Mepe oaHoro IgG antutena npu
U3MEpPEHUU Tiepe] BBeAeHHeM BblAeneHHOro aHtaroHucra FcRn B 1 genb. B HekoTOpBIX
BapUaHTaX OCYIIECTBJEHHS YPOBEHb B CBIBOPOTKE IO MeHblieil mepe omHoro IgG anturena
CHW)KAETCsl MO MeHbInel Mepe npuOmm3uTenbHo Ha 25% Ha 8, 15, 22, 29 umu 36 ness. B
HEKOTOPBIX BapHAaHTaX OCYIIECTBJIEHUS YPOBEHb B ChIBOPOTKE MO MeHbIlel Mmepe oxHoro IgG
AHTHUTEJIa CHIDKAETCS TI0 MEHbIIel Mepe npudausureapbHo Ha 50% Ha 8, 15, 22, 29 wnu 36 neHs.

B HekoTophIXx BapmaHTax ocyuiectBieHus ouneHka QMG y cyOpekTa COCTaBISIET IO
MeHbLIe Mepe 11 GamnoB, mpudeM A0S MIA3HBIX CUMIITOMOB COCTaBJIsIeT He Oonee yeMm 25%
o0Iero 4yucia MyHTKOB NP U3MEPEHUH TNepes NMEPBbIM BBEACHUEM BBIICIEHHOIO aHTAarOHUCTA
FcRn.

B HekoTOpBIX BapuaHTax ocyuiectiaeHus oneHka MG-ADL y cyObpekTa coCTaBisieT 1o
MeHbLIeH Mepe S5 0ayuioB, MpUYeM OIS TJIa3HBIX CHMIITOMOB COCTaBjsieT He Oosee dem 25%
o0Imero 4ucna MyHTKOB NPHU U3MEPEHUH Nepes NMEPBbIM BBEACHUEM BBIICIIEHHOIO aHTAarOHUCTA
FcRn.

B HexoTOpBIX BapuaHTax OCYINECTBJEHHs TE€HEPAJM30BaHHAs MMACTEHHUs TPAaBUC HE
pearupyer Ha CTaHIapTHOE JIeUeHHEe MUACTEHUH TPABUC, BBIOMPAEMOE U3 TPYIIIbI, COCTOSINEH U3
BHyTpUBEHHOro wuMMmyHornoOyimHa (IVIg), mnmasmadepesa, asaTHonpuHa, HECTEPOHIHBIX
UMMYHOJIETIPECCAHTOB, CTEPOUAOB, MHIMOMTOPOB XOJIMHICTEPas3bl, HMMMYHOAACOPOLUH H
sKyu3zymada.

B HEeKOTOpbIX BapuaHTaX OCYINECTBJICHUs] CyOBEKT HE MEPEHOCUT CTAHAAPTHOE JICYCHUE
MHUACTEHHH TPABHC, BLIOMPAEMOE U3 TPYMIIbI, COCTOAIICH U3 BHYTPUBEHHOTO UMMYHOIJIOOYIMHA
(IVIg), nna3madepesa, a3aTHONPUHA, HECTEPOHMIHBIX HMMMYHOIETPECCAHTOB, CTEPOUIOB,
WHTHOUTOPOB XOJIMHACTEPA3bI, UMMYHOAACOPOLHMH U 3KyJIn3yMada.

B HeEKoTOpbIX BapHaHTaX OCYILIECTBICHHS Yy CYObEKTa HMMEETCS TOJOXKHUTEIbHbIHI
pe3yJbTaT Ha ayTOAHTUTENA, CBSI3bIBAIOIINECS C HUKOTHHOBBIM alleTUIIXOJIMHOBBIM PELIENTOPOM
(antu-AChR) (monoxwurensHblii pesynbrar Ha aHtutena npotuB AChR). B HekoTopbx
BapUAHTAX OCYIIECTBIIEHHs Y CyOBEKTa UMEETCs OTPULATENbHBIA Pe3yJbTaT Ha ayTOAHTUTENA,
CBSI3BIBAIOINMECS] C  HUKOTHHOBBIM  ALETHIXOJMHOBBIM  pernentopoM  (antu-AChR)
(oTpunarenbHBINA pe3yabTaT Ha anTUTeNa MpoTiB AChR).

B HeKoTOphIX BapHaHTaxX OCYILIECTBICHHS Yy CYObEKTa HMEETCS IOJOKHUTEIbHbIHI
pe3yabraT Ha aHTuTena npotuB MuSK. B HEKOTOpBIX BapHaHTax OCYIIECTBICHHUS y CyOBEKTa
MMeeTCsl OTpULIATENbHBIN pe3ysbTaT Ha anTurena npotus MuSK.

B HeKkoTOpbIX BapHaHTax OCYILIECTBICHHA Yy CYObeKTa HMEETCS IOJOXKHUTEbHbIH

pe3yabTaT Ha aHtuTena npotuB LRP4. B HEKOTOpBIX BapuaHTax OCYIIECTBIEHUS Y CyOBeKTa
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HMMEEeTCsl OTPULIATENIbHBIN Pe3yJIbTaT HA aHTUTena npotus LRP4.

B HekoTOpBIX BapmaHTax OCYIIECTBJIECHUs CyOBEKTOM SIBISIETCS 4esoBeK. B HEKOTOpBIX
BAPUAHTAX OCYLIECTBIEHUs CYOBEKTOM SIBJIIETCS B3POCIBIN UYEIOBEK.

AcnekToM H300peTeHusl SBIAETCS CIOCO0 JIeUeHHMs T€HEePaTM30BAHHOM MHACTEHHU
rpaBuc (MG) y cyObekra, mpuueM crmoco0 BKIJOYAaeT BBeAeHHE CYOBeKTy 3(QeKTHBHOrO
KOJIUECTBA BbIIeNeHHOTro aHtaroHucta FcRn, ¢ nedennem 3a cuer storo MG y cyObexra, npu
3TOM:

y cyObekTa mepen TepBbIM BBEIEHHEM BBIACIEHHOrO aHTaroHucra FcRn wumeercs
NOATBEPKAEHHBIA JHAarHO3 reHepanu3oBanHoii MG, umeercsi 3aboneBanme II-IVa xmacca
COTJIACHO CHCTEME KJIaCCU(PUKAIMKM aMepUKaHCKOro (hOHIA MCCIEIOBAHUS MHACTEHUH T'PABUC
(MGFA), a ouenka MG-ADL cocraBisier no Menbineii mepe S, mpuuem Oonee 50% OamioB
MIPUXOJIUTCS Ha HE OTHOCSINMECS K 3pEHHUI0 MTyHKTHI,

BbIIeNeHHbIN aHTaroHucT FcRn cocrout n3 BapuantHoit Fe-o0macTu, npuuem ykasaHHas
BapuaHTHast Fc-o0macte cocrout u3 aByX Fc-moMeHOB, KOoTOpbie 00pasyroT roMoaumep, Mpu
5TOM aMHHOKHCJIOTHAsI TIOCIIEOBATENbHOCTD Kakaoro u3 Fc-momeHoB BapuantHoi Fc-obnmactu
coctout u3 SEQ ID NO: 2, n

BbIeNeHHbIN aHTaroHucT FcRn BBOzAT cyObekTy B no3e mpubnnsnurtensHo 10 Mr/Kr.

Taxoke, COrIACHO 3TOMY acIeKTy M300peTeHUs MPEACTABJICH BbIIEICHHBIH aHTArOHHUCT
FcRn mns mcnonb3oBanust B crniocobe jedeHns muacteHnu rpasuc (MG) y cyObekra, mpudem
crocod BKIIFOUaeT BBeneHHe CyObekTy 3((PEeKTUBHOrO KOJMUECTBA BBIAEICHHOIO aHTArOHUCTA
FcRn, ¢ neuennem 3a cuet s3Toro MG y cyObexTa, mpu 3ToM:

y cyObekTa mepen NepBbIM BBEIEHHEM BbIIENEeHHOro aHTaronucra FcRn umeercs
NOATBEP KAEHHBIN 1UarHo3 reHepanu3oBaHHo MG, umeercs 3abonesanue II-IVa xmacca
COTJIACHO CHCTeMe KJIACCHU(DMKALMKM aMEePHKaHCKOro (pOHAA UCCICAOBAHUS MHACTEHUH TI'DABHC
(MGFA), a ouenka MG-ADL cocraBiser no Menbilueii mepe 5, mpuuem Oonee 50% Oamios
MIPUXONUTCS Ha HE OTHOCSIIHECS K 3PEHHUI0 MyHKTHI,

BbIIeJIeHHbIN aHTaroHUCT FCRn cocrout u3 BapuantHou Fc-o01acTu, npuyueM yka3aHHast
BapuaHTHast Fc-o0macte cocrout u3 AByX Fc-moOMeHOB, KOTOpbie 0OpasyrOT roMOauMep, Mpu
5TOM aMHHOKHCJIOTHAsI TIOCIIEOBATENIbHOCTh Kakaoro u3 Fc-momeHoB BapuantHou Fc-obmactu
cocrout u3 SEQ ID NO: 2, n

BbIIeNIeHHbIN aHTaroHuCT FcRn BBOzAT cyObekTy B no3e mpubnusutenbHo 10 mMr/kr.

AcniekToM H300peTeHHsT SIBIIACTCS CIOCO0 JICYSHHMs T€HEPATM30BAHHOW MHACTEHHU
rpaBUC y cyOBEKTa, MpHYEM CIOCO0 BKIIFOYAET BBEACHNUE CYOBEKTY BBIICICHHOIO aHTAarOHHCTA
FcRn ¢ ncnonb3oBanneM pasaeneHHON Ha (as3bl CXeMbl BBEISHHS 103, MpHUueM ($aza HHIYKIHH
COIEPKUT MpUOTU3UTENBbHO 1-5 103 BhigeNneHHOro antaronncra FcRn B Teuenue 1 mecsua, 3a
KOTOpO# ciieayeT ¢aza MmoaaepKaHus, coAepxamas 103y anraronucra FCRn xaxnyro Henemo
(qlw), kaxxnble nBe Hepenu (q2w), Kaxkaele TpU Hepenw (q3w) miu kKaxaele 4 Henenu (q4w), ¢
JIEYEHHEM 32 CUET 3TOr0 Y CyObeKTa reHepan30BaHHOW MUACTEHUH I'PABUC, IIPU HTOM:

y cyObekTa mepen NEepBbIM BBEIEHHEM BBIAENEHHOro aHTaroHucra FcRn wumeercs

NOATBEP KAEHHBIN 1UarHo3 reHepanu3oBaHHo MG, umeercs 3aboneBanue II-IVa xmacca
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COTJIACHO CHCTEME KJIACCHU(PHUKAIMU aMepUKAaHCKOro (hOHIA HCCIENOBAHUS MHACTEHUH TI'PABUC
(MGFA), a ouenka MG-ADL cocrasiser no menslueii mepe 5, npuuem Oonee 50% Oamios
MIPUXOJUTCS HA HE OTHOCSIIMECS K 3PEHUI0 MTyHKTHI,

BbIeNeHHbIN anTaroHucT FcRn cocrout n3 BapuantHoit Fe-o0macty, npuuem ykasaHHas
BapuanTtHast Fc-obmacte cocrout u3 aByx Fc-moMeHOB, KOTOpble 00pasyrOT rOMOAMMED, MPH
5TOM aMUHOKHCJIOTHAs MOCNIEOBATEIbHOCTD Kaxoro u3 Fc-nomenos BapuanTHoii Fc-obmactu
coctout u3 SEQ ID NO: 2, u

BbIIeNIeHHbIH aHTaroHUCT FCRn BBOAAT cyObekTy B n03€ mpudnusutenbHo 10 mr/kr.

Taxoke, COTIACHO 3TOMY acIeKTy M300peTeHUs! MPEICTABJICH BbIIEJICHHbIH aHTArOHHUCT
FcRn mns ucnonb3oBanust B criocobe jedeHuss muactennu rpasuc (MG) y cyObekra, mpudyem
croco0 BKJIIOYAET BBEACHHWE CYOBEKTY BbIIENeHHOro aHraroHucra FcRn ¢ wucnonp3oBanuem
pa3neneHHOW Ha (a3pl CXeMbl BBENEHHsS 103, MNpuueM ¢a3a HWHAYKIUA COIAEPIKHUT
npubnmsuTenbHo 1-5 103 BeimeneHHoro antaroHucra FcRn B teuenmne 1 mecsna, 3a KOTOpOH
crnenyet (pasa mommepskaHUs, comepskaiiasi 103y aHtaroHucra FcRn kaxaywo Henmenmro (qlw),
Kaxable aBe Hemenmu (q2w), kaxaele Tpu Henmenaw (q3w) mnu kaxkaesie 4 Hemenu (q4w), C
JIEYEHHEM 32 CUET 3TOr0 Y CyObeKTa reHepaTn30BaHHOW MUACTEHUH IPABHUC, TIPU 3TOM:

y cyObekTa mepen NepBbIM BBEIEHHEM BBIAEIEHHOro aHTaroHucra FcRn wumeercs
NOATBEPKAEHHBI IHarHo3 reHepanu3oBaHHo MG, umeercs 3aboneBanme II-IVa xmacca
COTJIACHO CHCTEME KJIaCCHU(PHUKAIMM aMepUKaHCKOro (hOHIA HCCIENOBAHUS MHACTEHUHM TI'PABUC
(MGFA), a ouenka MG-ADL cocrasisger no messlueii mepe S5, npuuem Oonee 50% Oamios
MIPUXOJUTCS HA HE OTHOCSIIMECS K 3pEHUI0 MTyHKTHI,

BbIeNeHHbIN anTaroHucT FcRn cocrout n3 BapuantHoit Fe-o0macTy, npuuem ykasaHHas
BapuanTHast Fc-obmacte cocrout u3 aByx Fc-moMeHOB, KOTOpble 00pasylOT rOMOAMMED, MPH
5TOM aMUHOKHCJIOTHAsI MOCNIEOBATENIbHOCTD Kaxaoro u3 Fc-nomenos BapuanTHoii Fc-obmactu
coctout u3 SEQ ID NO: 2, u

BbIIENIeHHbIN aHTaroHUCT FCRn BBOAAT cyObekTy B n03€ mpuOnusutenbHo 10 mr/kr.

AcCnekTOM H300peTeHHsT SIBJIAETCS CIOCO0 JICYSHHMs T€HEPATM30BAHHOW MHACTEHHH
rpaBUC y cyOBeKTa, MpHYeM CIoco0 BKIIFOYAET BBEACHUE CYOBEKTY BBIICJICHHOIO aHTAarOHHCTA
FcRn ¢ ucnonb3oBaHneM pasaeneHHON Ha (a3bl CXeMbl BBEIEHHS 103, MpHUeM (aza HHIYKIHH
CONEPKUT MpuOIU3UTENBbHO 1-5 103 BhigeneHHOro antaronncra FcRn B Teuenue 1 mecsiua, 3a
KOTOpOH cienyer (asa moanepskaHHs, COAeprKailas MO Mepe HeoOXOIUMOCTH OIUH WU
HECKOJIbKO IMKJIOB HAa OCHOBAaHUHM KJIMHHUYECKON HEOOXOOUMOCTH, NPHYEM KaXKIbIH LIUKI
BKJIIOYAET BBeJeHUE CyOBekTy mpuOnm3uTenbHO 1-5 103 BbymeneHHoro antaronucta FcRn B
TedeHHe | Mecsma, ¢ JIGYeHHEM 3a CYET 3TOro y CyOBeKTa TeHepajin30BaHHOW MHACTEHHH
IpaBuUC, MPU 3TOM:

y cyOBekTa mepen mepBbIM BBEISHHEM BbIIeNeHHOro anraroHucra FcRn B daze
UHIYKINH UMEEeTCsI TOATBEPKACHHBIA AHAarHo3 reHepann3zoBaHHoil MG, umeercs 3a0oseBaHne
[I-IVa xmacca corimacHO cUCTeMe KilacCH(PUKAIMU aMepuKaHCKOrO (POHOA HCCISTOBAHUS
muactennn rpasuc (MGFA), a onenka MG-ADL cocrasnser 1mo MeHbluel Mepe S5, mpuyuem

6onee 50% OanyoB NPUXOAUTCS HA HE OTHOCAIINECS K 3PEHUIO MTyHKTHI,
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y cyObeKkTa nepes nepBeIM BBEEHHEM BbIIEIEHHOTO aHTaronucta FcRn B mo0om nukie
¢azpr mognepkanus onenka MG-ADL cocraBisier mo MeHbliei mepe S, mpuuem 6ornee 50%
0aJI0B MPUXOIUTCS HA HE OTHOCSIINECS K 3PEHUIO MTyHKTBI,

BbIeNeHHbIN anTaroHucT FcRn cocrout n3 BapuantHoit Fe-o0macty, npuuem ykasaHHas
BapuanTtHast Fc-obmacte cocrout u3 aByx Fc-moMeHOB, KOTOpble 00pasyrOT rOMOAMMED, MPH
5TOM aMUHOKHCJIOTHAs MOCNIEOBATEIbHOCTD Kaxoro u3 Fc-nomenos BapuanTHoii Fc-obmactu
coctout u3 SEQ ID NO: 2, u

BbIIeNIeHHbIH aHTaroHUCT FCRn BBOAAT cyObekTy B n03€ mpudnusutenbHo 10 mr/kr.

Taxoke, COTIACHO 3TOMY acIeKTy M300peTeHUs! MPEICTABJICH BbIIEJICHHbIH aHTArOHHUCT
FcRn mns ucnonb3oBanust B criocobe jedeHuss muactennu rpasuc (MG) y cyObekra, mpudyem
croco0 BKJIIOYAET BBEACHHWE CYOBEKTY BbIIENeHHOro aHraroHucra FcRn ¢ wucnonp3oBanuem
pa3neneHHOW Ha (a3pl CXeMbl BBENEHHsS 103, MNpuueM ¢a3a HWHAYKIUA COIAEPIKHUT
npubnmsuTenbHo 1-5 103 BeimeneHHoro antaroHucra FcRn B teuenmne 1 mecsna, 3a KOTOpOH
crenyeT (asa moAnmepiKaHWs, coxepkaias Mo Mepe HeOOXOOUMOCTH OIMH WM HECKOJIbKO
IIUKJIOB Ha OCHOBAHWH KJIMHUYECKOH HEOOXOMUMOCTH, MPHUYEM KaXIbI IUKJ BKIKOYAET
BBEJICHHE CYOBEKTY MPUOMU3UTETBHO 1-5 n03 BhIAeNneHHOro aHtaroHncra FcRn B Teuenwe 1
Mecsla, C JICYEHHEM 3a CYET 3TOro y CyObeKTa IeHepalM30BAaHHON MHACTEHHH T'PAaBHUC, NPU
3TOM:

y cyOBekTa mnepen IepBbIM BBEIEHHEM BbIgeNeHHOro anraroHucra FcRn B daze
UHIYKIMH UMEEeTCsl TTOATBEPKACHHBIH AMAarHo3 reHepann3zoBaHHoil MG, umeercs 3aboseBaHue
[I-IVa xmacca corimacHO cuCTeMe KiaccH(PUKAIMU aMepuKaHCKOro (POHOA HCCISIOBAHUS
muactennn rpasuc (MGFA), a onenka MG-ADL cocrasnser 1o MeHbluel Mepe S5, mpuyuem
Gonee 50% OaynoOB MPUXOAUTCS HA HE OTHOCSIIIUECS K 3PEHUIO IYHKTBI,

y cyOBeKTa nepen nepBbIM BBEACHHEM BbIIEJIeHHOTo aHTaroHucta FcRn B mo6om mukie
dassl monnepkanus onenka MG-ADL cocrasisier mo MeHblied mepe 5, mpuueMm Gornee 50%
0aJJIOB MPUXOIUTCS HA HE OTHOCSIINECS K 3PEHHIO MyHKTBI,

BbIIeJIeHHbIN aHTaroHUCT FCRn cocrout u3 BapuantHou Fc-o01acTu, npuyueM yka3aHHast
BapuaHTHast Fc-o0macte cocrout u3 AByX Fc-moOMeHOB, KOTOpbie 0OpasyrOT roMOauMep, Mpu
5TOM aMHHOKHCJIOTHAsI TIOCIIEOBATENIbHOCTh Kakaoro u3 Fc-momeHoB BapuantHou Fc-obmactu
cocrout u3 SEQ ID NO: 2, n

BbIIeNIeHHbIN aHTaroHuCT FcRn BBOzAT cyObekTy B no3e mpubnusutenbHo 10 mMr/kr.

B HexkoTOphIX BapuaHTaX OCYLIECTBJIEHUS B COOTBETCTBUHM C KaXKABIM U3
BBILIEYNOMSIHYTBIX AaCMEKTOB M BAaPUAHTOB OCYLIECTBICHHS CYOBEKTOM SIBIISIETCSI B3POCIBIN
YEJIOBEK C F€HEepPaIN30BAaHHON MUACTEHUEN IPABUC.

B HexkoTOphIX BapuaHTaX OCYLIECTBJIEHUS B COOTBETCTBUHM C KaXKABIM U3
BBILIEYNOMSIHYTBIX AaCMEKTOB M BAPUAHTOB OCYILIECTBICHMS CYOBEKTOM SIBIIIETCSl B3POCIBIN
YEJIOBEK C TEHEPAJU30BAHHONW MMACTEHMEH TIPaBUC, Yy KOTOPOrO HE YJIAaeTcs AaaeKBAaTHO
KOHTPOJIMPOBATh CHMIITOMBI C IIOMOIIBIO JIEUEHHS] HMHIMOMTOPAMH aLeTHIIXOJHHACTEPA3Hl,
CTEPOUJAaMHU UJIM UMMYHOJENPECCAaHTAMH.

B HCKOTOPBIX  BapHUaHTaX OCYHCCTBJICHUA B COOTBETCTBHU C  KaXIbIM U3
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BBILIEYNOMSIHYTBIX AaCIEKTOB M BAapPUAHTOB OCYLIECTBICHMS CYOBEKTOM SIBJISIETCSI B3POCIBIN
YeJIOBEK C TEHEepaIN30BAaHHOW MUACTEHHEH TI'PaBUC, Y KOTOPOrO HMEETCS IOJIOKUTENbHBINA
pe3yJbTaT Ha ayTOAHTUTENA, CBA3bIBAIOINNECS C HUKOTHHOBBIM aLETHIIXOJIMHOBBIM PELIETITOPOM
(antu-AChR).

B HekoTOpBIX BapuUaHTaxX OCYIIECTBJIEHHUS B COOTBETCTBHM C KaXIbIM U3
BBILICYIIOMSIHYTBIX ACIEKTOB WM BAPUAHTOB OCYLIECTBICHHS CYOBEKTOM SIBJISIETCS B3POCIbIHA
4eJIOBEeK C TEeHEPAaJN30BAHHOM MUACTEHHEH TIPaBHC, Y KOTOPOTO HMMEETCsS MOJIOKUTEIbHBIN
pe3yJbTaT Ha ayTOAHTUTENA, CBSI3bIBAOINUECS ¢ HUKOTHHOBBIM ALIETHIIXOJIMHOBBIM PELIETITOPOM
(antutena npotuB AChR), u y KOTOpPOro He ynaercst aieKBaTHO KOHTPOJIUPOBATH CUMITTOMBI C
MIOMOIIBIO JIeUSHUS UHTUOUTOpAMHU Al TUIIX OJIMHACTEPA3HI, CTepOUaaMHu WIH
UMMYHOJETIPECCAHTAMH.

ANBTEPHATUBHO, B HEKOTOPBIX BAPUAHTAX OCYLIECTBICHHUS B COOTBETCTBUH C KaXKIBIM U3
BBILIEYIOMSIHYTBIX AaCMEKTOB M BAPUAHTOB OCYILIECTBIICHHS CYOBEKTOM SIBJISIETCSI B3POCIBIN
YEJIOBEK C TIeHEePAJM30BAaHHON MHACTEHHEHW TPaBUC, Y KOTOPOrO HMEETCS OTPHLATENbHBIN
pe3yJbTaT Ha ayTOAHTUTENA, CBI3bIBAIOINNECS ¢ HUKOTHHOBBIM aLIETHIIXOJIHMHOBBIM PELIETITOPOM
(antu-AChR).

ANBTEPHATUBHO, B HEKOTOPBIX BAPUAHTAX OCYLIECTBICHHUS B COOTBETCTBUHU C Ka)KIbIM U3
BBILIEYNOMSIHYTBIX AaCIEKTOB M BAaPUAHTOB OCYILIECTBICHMS CYOBEKTOM SIBJISIETCSI B3POCIBIN
YeJIOBEK C TIeHEePAJM30BAaHHON MHACTEHHEHW TIpaBUC, y KOTOPOrO HMEETCS OTPHLATENbHBIN
pe3yJbTaT Ha ayTOAHTUTENA, CBA3bIBAIOINNECS C HUKOTHHOBBIM aLETHIIXOJIMHOBBIM PELIETITOPOM
(antu-AChR), 1 y KOTOpPOro He yAaercsi afeKBaTHO KOHTPOJMPOBATh CUMIITOMBI C ITOMOIIBIO
JIeYeHHUs] THTUONTOPaMH aLeTHIIXOJIMHACTEPasbl, CTEPONIaMHU UIIM UMMYHOIETIPECCAHTAMH.

ANBbTEPHATUBHO, B HEKOTOPBIX BAPUAHTAX OCYLIECTBIEHUS B COOTBETCTBUHU C KaXKIbIM U3
BBILICYIIOMSHYTBIX ACIEKTOB M BAPUAHTOB OCYLIECTBIEHHS CYOBEKTOM SIBJISIETCS B3POCIIbIH
4eJIOBEeK C TEeHEPAJN30BAHHOM MUACTEHHEH TIPaBHC, Y KOTOPOrO HMMEETCsS MOJIOKUTEIbHBIN
pe3yJbTaT Ha ayTOAHTUTENA, CBSI3bIBAOINUECS ¢ HUKOTHHOBBIM ALIETHIIXOJIMHOBBIM PELIETITOPOM
(antu-AChR), ¥ MONOKUTENBHBIA PE3yJbTAT HA aAyTOAHTHTENA, CBSI3BIBAIOLINECS C MBILICYHO-
cneunguieckoit kuuazoit (MuSK).

ANBTEPHATUBHO, B HEKOTOPBIX BAPUAHTAX OCYLIECTBICHHUS B COOTBETCTBHUHU C Ka)KIbIM U3
BBILIEYNOMSIHYTBIX AaCMEKTOB M BAaPUAHTOB OCYLIECTBIICHHS CYOBEKTOM SIBJISIETCSI B3POCIBIN
YeJIOBEK C TEHEepPaJM30BAaHHOW MHACTEHHEH TI'PaBUC, Y KOTOPOrO HMEETCSl IOJIOKUTENIbHBINA
pe3yJbTaT Ha ayTOAHTUTENA, CBI3bIBAIOINECS ¢ HUKOTHHOBBIM ALIETHIIXOJIHMHOBBIM PELIETITOPOM
(antu-AChR), ¥ MONOXUTENBHBIA PE3yJbTaT HA aAyTOAHTHTENA, CBS3BIBAIOLINECS C MBILIEYHO-
cneunpuieckoit kuHazo (MuSK), m y KOTOpOro He ynmaercs aneKkBaTHO KOHTPOJIHMPOBATH
CHMIITOMBI C TIOMOIIBIO JIEYEHUS HHTHOUTOpPAMU AaLETHIIXOJWHAICTEPAs3bl, CTEPOUIAMHU HIIH
UMMYHOJETIPECCAHTAMH.

ANBTEPHATUBHO, B HEKOTOPBIX BAPUAHTAX OCYIIECTBICHHUS B COOTBETCTBUHU C KaXKIbIM U3
BBILIEYNOMSIHYTBIX AaCIEKTOB M BAapPUAHTOB OCYILIECTBICHMS CYOBEKTOM SIBJIETCSl B3POCIBIN
YeJIOBEK C TIeHEPAJN30BAaHHON MHMACTEHMEHW TIpaBUC, y KOTOPOrO HMEETCS OTPHLATENbHBIN

PE3YJIbTAaT HAa ayTOAHTUTEIIA, CBA3BIBAOIHUECA C HUKOTHHOBBIM alI€CTUIXOJIMHOBBIM PECUECIITOPOM
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(antu-AChR), u oTpunarenbHbIN pe3ybTaT HA ayTOAHTHUTENA, CBSI3bIBAIOLIUECS C MBILIEYHO-
cnenuduaeckoi kunaszoi (MuSK).

ANBbTEPHATUBHO, B HEKOTOPBIX BAPUAHTAX OCYLIECTBIEHHS B COOTBETCTBUHU C KaXKIbIM U3
BBILIEYIOMSHYTbIX aCIEKTOB M BAapUAHTOB OCYLIECTBIEHMS CYOBEKTOM SIBJISETCS B3POCIBIN
YeJIOBeK C TIeHEepPaJN30BaHHON MMACTEHMEHW TIpaBUC, y KOTOPOrO HMEETCS OTPHLATENbHBIN
pe3yJbTaT Ha ayTOAHTUTENA, CBSA3bIBAIOIINECS C HUKOTMHOBBIM aLETHIIXOJIMHOBBIM PELIEITOPOM
(antu-AChR), u oTpuaTenbHbId pe3ynbTaT HAa ayTOAHTHUTENA, CBS3BIBAIOLINECS C MBILIIEYHO-
cneunpuyeckoii kuHazoi (MuSK), u y KOTOpOro He ynmaercs aaeKBaTHO KOHTPOJHPOBATH
CHMIITOMBI C TIOMOIIBIO JIEYEHUS] MHTHOUTOpPAMU aLETHIIXOJMHAICTEPA3bl, CTEPOUIAMHU MU
UMMYHOJETIPECCAHTAMH.

KDaTKOC OIMHCAHHE YePTeKeH

Ha ¢wur. 1 mpencraBneHo cxemMaTH4yHOE W300pakeHHE AM3aiHA MCCIIEAOBAHUS IO
npotokony II ¢a3er kmuaudeckoro uccnenosanuss ARGX-113-1602.

Ha ¢ur. 2 npencrasnena tabnuna rpaduka npoBeACHNsT OLEHOK 1Mo mpoTokony 11 ¢asbr
kinHu4eckoro uccnenosanus ARGX-113-1602.

Ha ¢ur. 3 npencrasnena tabmuma s oueHKH cuMIToMOB MG € HCTIONB30BaHUEM
KPUTEPHEB OLICHKU KU3HEESITEIbHOCTH Npu MuacteHuu rpasuc (MG-ADL).

Ha ¢wur. 4 npencraBnena ¢opma TeCTUPOBAHMS ST KOJNMYECTBEHHOW OLIEHKH
nposiBieHnit muacrenuu rpasuc (QMG).

Ha ¢ur. 5 npencrasnen nuct cymmapHo# oneHkH Muactenuu rpasuc (MGC).

Ha ¢ur. 6 npencrasnena Tabauua Ay OLEHKU MO IIKaJie OLEHKH KauecTBa XKU3HU IPH
mMuacteHuH rpasuc 1o 15 mynkram (MGQoL15r).

Ha ¢ur. 7A npencrasien rpaduk, nokassiBatomuii ypoBuu ARGX-113 B cbiBOpoTke Y
THOJEH.

Ha ¢ur. 7B npexncraBneH rpaduk, nokasbBaouui ypoau odmiero IgG B ChIBOpOTKE
nocie jgedenuss ARGX-113 u miaue6o B Teuenue 11 Henens.

Ha ¢ur. 7C nmpencrasnen rpaduk, MOKa3bIBAIOIINIA OTAENbHbIE NMPOQUIH ayTOAHTHTE
npotuB AChR B CBIBOPOTKE OTHOCHTEIbHO UCXOAHBIX YPOBHEHN.

Ha ¢ur. 8 npencrasneno uersipe rpaduka, MOKa3bIBAIOIIUX yYpOBHU moATHNOB IgG B
ceiBOpoTKe nocie jeueHnst ARGX-113 u mnaue6o B reuenne 11 Henens.

Ha ¢ur. 9 npencraBnena cronmbuarasi auarpaMma, MOKa3bIBAKOIIAsl YJYUIIEHHE TI0
MeHblnelr mepe 2 nyHktoB B MG-ADL B TeueHue mepuwona mo MeHbIIeH Mepe 6 Hemenb y
MAIlMeHTOB, TNoJiydaBmux JjedeHue mianedbo wim ARGX-113, kak ommcaHo B JaHHOM
JOKYMEHTE.

Ha ¢wur. 10 npencraBneHa mapa rpadukoB, MOKA3bIBAIOIIUX U3MEHEHHS OT MCXOAHOTO
ypoBHst B MG-ADL (ADL) u Gamnet QMG Ha 29 neHb y MalMEHTOB, MOJyYaBIINX JICUECHHE
miane6o umn ARGX-113, kak OnucaHo B JAHHOM JTOKYMEHTE.

Ha ¢ur. 11A npencraBneHo yetbipe rpaduka, MoKa3blBaOIUX U3MEHEHHS OT HCXOTHOTO
ypoeass B QMG, MG-ADL, MGC u MG-QoL15r B Tteuenue 11 Hemenb. 3HaueHus

NPEACTABISIIOT CpelHee 3HaueHWe + cTaHpapTHas omudOka. OTpuuaTenpHbId Oajul sABISETCS
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nokasaTesjeM KJIMHU4YecKoro yayuuieHus. [IyHkTupHas TouedHasl JIMHHUS TOKa3bIBA€T 30HY
KJIMHUYECKONH 3HauuMocTU. CTpenKd Ha OCH X YKa3blBalOT MOMEHTHI BPEMEHM BBEACHMUS
JIEKapCTBEHHOT'O Ipernapara; *3Be3JOYKH YKa3bIBAIOT CTATUCTHYECKH 3HAYMMOE W3MEHEHHE OT
ucxonHoro yposHs (p<0,05).

Ha ¢ur. 11B npeacraBneHa mapa CTOJOYATBIX AMArpamM, I1OKa3bIBAIOIIMX
MHHUMaJIbHbIE YIy4lIeHus: B Oayutax kpurepues d¢pdextiusHocty no mxane MG-ADL Ha 29 u
36 nmeHb, TO €CTb [HU HCCIEAOBaHMS, Korma apMakoguHaMmdeckud sddexr Obur
MaKCHUMaJIbHBIM, TIPOLICHTHBIC 3HAYEHUS MTAIIMEHTOB, Y KOTOPBIX ObUIO KIMHHYECKOE YIIyUYIeHUE
10 MeHbIIEH Mepe YKAa3aHHOTO 3HAYEHMs, YKa3aHbl psAAoM co ctojOukamu. SE=crannmaprhas
omruoka.

Ha ¢ur. 12 npencraBieHO cxeMmaTHUHOE H300pa’keHHE IHM3aiiHA HCCJIENOBAHHS 10
npotokoiy 11T ¢a3er kimmandeckoro uccnenosanust ARGX-113. SOC, crannapt neuenus; EOS,
KOHEL[ UCCIIeIOBAHUSI.

Ha ¢ur. 13 mnpencraBieHo cxemaTHUHOE H300pa’keHHE IHM3aiiHA HCCIIENIOBAHHS 10
nporokony Il ¢aser knmamueckoro uccnenoBanuss ARGX-113 B uccnenoBanmu ADAPT
(ITpumep 4). EoS, xonen uccnenosanust; Prim. EP, nepeuuHast koHeuHas Touka; SEB, ncxonusrit
ypoBeHb BkiIrodeHUsi B uccienoBanue;, SOC, cranpmapt jgedenus;; TC,, LUK JEUEHUSA(nomep),
TC.B, ucxonHbli ypOBEHb LHUKJIA JIEUEHU A(somep).-

Ha ¢ur. 14 npencraBneHo cxemaTHUHOE H300pa’keHHE IHM3aiiHA HCCIIENOBAHHS IO
nporokony III ¢a3er knmunudeckoro uccnenosanuss ARGX-113 B uccnemoBanuu ADAPT+
(ITlpumep 5). EOS, xoneu wuccnenosanusi; ITS,.V, moceuieHne nocnenoBaTeIbHOCTH MEXKAY
JEYCHUEMmomep), SEB, HCXOmHBIN ypoBeHb BKIIOUeHUs B uccieposanue;, SOC, cranHmapt
neuenus;, TSnB, MCXOOHBIN ypOBEHb MOCIENOBATEIbHOCTH JIEUEHUS(nomep); 1OnV, MOCELIEHUE
NOCJIEI0BATENBHOCTH JIEYEHUSA (1omep).-

HoapoOHoe onucanue n3o00peTeHus

B HACTOSALIEM PACKPBITUM TPEACTABJICHbI HOBBIE CIOCOOBI JIeYeHHs Yy CyOBeKTa
MHACTEHUM TPABHUC, BKJOYAs B YAaCTHOCTU TeHEPAIM30BAHHYKD MHUACTEHHIO TIPaBUC. OTH
croco0bl OOBIMHO BKJIFOYAKOT BBEAEHHE CYOBEKTY 3(PPEeKTHBHOrO KOJMYECTBA BBIACIEHHOTO
antaroHucta FcRn. B HeKOTOpBIX BapuaHTax OCYLIECTBIICHHUs BblAEJNEHHbINH aHTaroHuct FcRn
cneunpuiyeckn cBs3biBaercss ¢ FcRn ¢ noBblmeHHONH aQ@pUHHOCTBIO W MOHMKEHHON
3aBUCUMOCTBIO 0T pH oTHOcuTenbHO HatuBHOW Fc-oOmactu. B HEKOTOpBIX BapHaHTax
OCYLIECTBIIEHHsI BbIAeNeHHbIN aHTaroHucT FcRn cremmduueckn cpssbBaercss ¢ FcRn ¢
NOBBIEHHON a(pUHHOCTBIO M MOHMKEHHOH 3aBUCHMOCTBIO OT pH orHocuTenbHO Fc-o0mactu
IgG nuxoro Tuna. B HEKOTOPBIX BapuaHTaX OCYLIECTBJICHUs BblAeNEHHbIM aHTaroHuct FcRn
cneunpuieckn cBs3biBaercs ¢ FcRn ¢ mnoBblmeHHONH aQ@pUHHOCTBIO W TOHMKEHHON
3aBucuMOCThIO 0T pH oTHOCHTENBHO Fe-obmacts IgG1 nukoro Tumna.

I. Onpenenenus

Ecnin B naHHOM JOKYMEHTE HE YKa3aHO WHOE, HAay4Hble U TEXHUYECKHE TEPMHHBI,
UCTIONb3yEMbIE B CBSI3U C HACTOSIIMM HM300peTeHHeM, MOJDKHBI MMEThb 3HAUeHMs], KOTOpBIE

OOBIYHO ITOHSITHBI AJIs1 PpAAOBBIX CIICTUAJINCTOB B HaHHOﬁ obyactu. 3HaueHuEe U 00bEM TCPMUHOB
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TOJDKHBI OBITh SICHBIMM, OJHAKO B CiIydae JIOOOH CKPBITONH HEOJHO3HAYHOCTH OMNpPEIENICHHS,
NPEACTABJICHHbIE B JAHHOM [OKYMEHTE, HMEIOT IPHOPUTET Haj JIFOOBIM CIOBAPHBIM HIIH
BHEIIHUM onpeneneHneM. Kpome Toro, eciam B KOHTEKCTe He TpeOyercs HHOE, TEPMUHBI B
€AUHCTBEHHOM YHCJI€ JAOJDKHBI BKJIIOYAOT MHOXKECTBEHHOE YHUCJIO, a TEPMHUHBI BO
MHOKECTBEHHOM YMHCJI€ BKJIIOYAIOT €AMHCTBEHHOe 4uciao. Kak mpaBuio, HOMEHKIATypa,
UCHIIOJIb3yeMasi B CBA3M C METOJAMU M TEXHOJOTUSIMU KyJbTYpPbl KIETOK M TKaHEH,
MOJIEKYJIIPHOH OHMOJIOTHH, UMMYHOJIOTHH, MUKPOOUOJIOTUH, TEHETUKU M XUMHH U THOPUAN3ALIH
OeMKOB M HYKJIEHHOBBIX KHCJIOT, ONHMCAHHBIX B JaHHOM JOKYMEHTE, SIBJSIETCS XOpPOLIO
W3BECTHOMN M IMPOKO MCIIOJIb3YeMO B JAHHOH 00JacTH.

Jlis toro 4toObl HacTosiiee u3oOpeTeHHe ObUIO OoJiee TOHSITHBIM, CHa4yajga JaHO
OnpeneSeHue HEKOTOPBIX TEPMUHOB.

B pamkax HacTosimero u3o0peTeHusi TepMUH «aHTaroHucT FCRn» oTHOCHTCS K JIFOOOMY
areHry, comepxamemy Fc-o0nacte (Harpumep, BapuaHTHYO Fc-005macTb, pacKphITyIO B JAHHOM
IOKyMeHTe), Koropas crnenupuyeckun cps3bBaetcss ¢ FcRn mocpenctBom Fc-obmactu u
UHTUOMPYeT CBsA3BbIBaHHE WMMyHOMIOOyiMHAa ¢ FCRn mpw ycinoBBHM, YTO areHT HE SIBISIETCS
NPUPOJIHBIM AHTUTENOM. B HEKOTOpBIX BapuaHTax ocCyllecTBiIeHUss aHTaroHuct FcRn He
sAByseTcs MNonHopasMmepHbM IgG aHTUTenoM. B HEKOTOpPBIX BapuaHTax OCYLIECTBJIEHUS
aHtaroHuCT FCRn npencraBinseT MOHOKJIOHANbHOE AaHTUTENO. B  HEKOTOpBIX BapHaHTax
ocyuiecTsiaeHuss  aHtaroHuct  FcRn NPENCTAaBIACT  MOHOKJIOHAJIbHOE  AHTUTEIO,
XapakTepU3yroLeecs ONPENENAOIUMHU KOMILIEMEHTAPHOCTh obnactsaMu (CDR),
cneunpuueckumu k FcRn. B HekoTopbhIx BapmaHTax ocymiectBieHHs aHtaroHuctom FcRn
spisiercst ARGX-113.

B pamkax Hactosimero usoOperenust TepMmuH «Fc-00macTh» OTHOCUTCS K y4acTKy
HATUBHOTO HMMYyHOINIOOynuHa, oOpazoBaHHOMYy Fc-moMeHamMM IBYX €ro TsDKENbIX Iemneil.
Harusnas Fc-o6nacTs siBsieTcsi roMOJUMEPHOH.

B pamkax Hactosiero uzobperenus: TepMuH «BapuaHTHast Fc-o0macts» otHocuTcs K Fe-
o0nacTi ¢ OJHMM WJIM HECKOJIbKUMU HU3MEHEHUSMU OTHOCHTENbHO HaTUBHOW Fc-obmactu.
HU3MeHeHHe MOXKET BKJIOYaTh AMHHOKHCIIOTHBIC 3aMEHbI, 100aBJICHUS W/WIN JeJIeLuH,
NPUCOCIUHEHHE JIOTIOJIHUTENbHBIX (PAarMEHTOB W/WIM HM3MEHEHHWE HATHUBHBIX TJIMKAaHOB. B
HEKOTOPBIX BapUaHTaX OCYIIECTBJICHUS TEPMHH OXBaThIBaeT romoxumepusie Fc-obmactu, rae
cocrassirolue Fc-moMeHsl SIBISAIOTCS OJUHAKOBBIMUA. B HEKOTOPBIX BApHAHTAX OCYLIECTBJICHUS
TEPMHH OXBaTbIBaeT rerepomumepHele Fc-obOmacty, rae cocrasistomme Fc-moMeHsl sSBIAOTCA
pazHbIMH. [IprMeps! Takux rerepoauMepHbIx obnacreit Fc Bkirouarot, HO 6e3 orpannueHus, Fc-
o0iacTH, TOJY4YEeHHbIE C HCIOJB30BAHMEM METONA «BBICTYIIBI W BIAJUHBI», KaK OIHCAHO,
HarpuMmep, B natente CIIIA Ne 8216805, koTOpbIN MOJHOCTHIO BKJIFOYEH B JaHHBIA JOKYMEHT
MOCPENCTBOM CChUIKM. TepMHH Takke OXBaTblBa€T OAHOLeno4eyHble Fc-obmactn, rae
cocTasisirole Fc-1oMeHbl CBsA3aHbl BMECTE JIMHKEPHBIM (DParMeHTOM, KaKk OMHCAHO, HATIPUMED,
B myOsmKanuy 3asBku Ha nonydeHue nateHra CIIA 2009/0252729A1 u B nmyOnukauuu 3asiBKA
Ha noiydenue nmarenta CIIIA 2011/0081345A1, kaxknas U3 KOTOPBIX MOJHOCTHIO BKJIIOYEHA B

JAHHBIN TOKYMEHT ITOCPEACTBOM CChUIKU.
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B pamkax HacTosimero m3oOpeTeHus: TEPMUH «IOMEH Fc» OTHOCHUTCS K y4acTKy OZIHOM
TSDKEJION LIeNM UMMYHOTJIOOYJIMHA, HAYMHAIOIIEMYCsl B IIAPHUPHON OOJIACTH HEMOCPEICTBEHHO
nepen CaiTOM pacIleIUIeHHs] NanavHOM U 3akaHuuBaromemycss Ha C-KOHLE aHTUTeNa.
CootBercTBeHHO, mNONHbIA Fc-momMeH conmepkUT MmO MeHblIed Mepe ydacToK (Hampumep,
BEPXHIOIO, CPEHIOI0 M/UJIM HUDKHIOK LIAPHUPHYIO 00nacTh) mapHupHoro nomeHa, CH2-nomen
u CH3-nomen.

B pamkax Hacrosimero u3zoOpereHHss TepMHMH «cBsisbiBaromuii FcRn ¢parmenr»
OTHOCUTCSI K yd4acTky Fc-o0macTu, KOTOpBIM SBIAETCS OOCTATOYHBIM Uil OOecredeHus
cBsi3biBaHUs FCRn.

B pamkax Hactosimmero M300peTeHHs TEPMHH «AaHTHTEJIO» OTHOCUTCS K MOJIEKyJam
UMMYHOIJIOOYJIMHA, CONEPIKAIMM YeThIpe MOJIMNENnTHHbIe e, nBe Tsokenble (H) nenu u nse
nerkue (L) wenm, cBsi3aHHBIE IUCYJb(QUAHBIMU CBSI3SIMH, a TaKKe K HX MyJIbTUMEpam
(mampumep, IgM). Kaxxnas Tspkenasi 1enb COOEPIKUT BapuaOENbHYIO O0JIACTh TSKENON Lenu
(coxkpamenno VH) u kOHCTaHTHYHO 00jacTh Tspkenow nermu. KOHCTaHTHast 00NACTh TSHKENOM
uenu conepskut Tpu nomena, CH1, CH2 u CH3. Kaxpgast jierkasi Lernb COAepKUT BapruabebHYO
oOyacth Jierkoi uenu (cokpameHHo VL) u KOHCTaHTHYIO 00yacTh jerkoi nenu. KoHcTaHTHAs
obyactb jierkoit uenu comepskut oauH aoMeH (CL). O6nactu VH u VL MOXKXHO TOMOJHUTENBHO
pa3nenuThb Ha obnactu THIIepBapHaOeIbHOCTH, Ha3bIBaEMbIE OTIPEEISIOIIHE
koMmIuieMeHTapHocTh oonactu (CDR), uepenyrommecst ¢ o0nacTsIMH, KOTOPBIE SIBISIIOTCS Oolee
KOHCEPBATUBHBIMH, Ha3bIBa€MbIMU KapkacHble oOnactu (FR).

B pamkax HacTosimero n3oOpeTeHHs TEPMUH «CalT CBA3BIBAHMS» COMAEPXKUT OOIaCTh
NOJIMIENTHIA, KOTOPasi OTBEYAET 32 M30UPATEIbHOE CBA3bIBAHME C MHTEPECYIOIUM aHTHUI€HOM-
muensto (Harpumep, AChR). CessbiBaroiye 1OMeHbI COAepKaT 10 MEHbLIEH Mepe OANH CaiT
CBsI3bIBAHMS. MILTIOCTpaTHBHBIE CBSI3bIBAIOIIME JOMEHBI BKIIOYAIOT B ce0sl BapuaOesbHbIH
JIOMeH aHTuTeNna. MOoJeKyJbl aHTUTEN MOTYT COAEPKaTh OJUH CANT CBA3BIBAHUS WJIM MHOKECTBO
(HampuMmep, ABa, TPU WU YEThIPE) CAlTa CBA3BIBAHUSI.

Tepmunbl «BapradenbHast 00NacTh» U «BapHAOENbHBIA TOMEHY» HCIOJIB3YIOTCS B JTAHHOM
JOKYMEHTE B3aHMO3aMEHSEMO W TpPEJHA3HAYeHbl IJIsI TOrOo, 4YTOOBl MMETh SKBUBAJICHTHOE
3HaueHne. TepMHUH «BapuaOENbHBIN» OTHOCHTCS K TOMY, YTO OIpPEICNIEHHbIE YYaCTKU
BapuabenbHbIX 1oMeHOB VH 1 VL CHIBHO OTIMYAIOTCS Y QHTHUTEN 1O MOCIEAOBATENIbHOCTH U
UCTIONB3YIOTCST ISl CBSI3BIBAHHMS M CIELU(PUYHOCTH Ka)XIOrO KOHKPETHOrO AHTHUTENA C €ro
aHTUreHOM-MUIIeHbl0. OnHako, BapuabeTbHOCTh HE paclpeneieHa PaBHOMEPHO IO BCEM
BapruabenpHbIM 1OMeHaM aHTHTeld. OHa COCpenoTOuYeHa B TPEX CErMEHTaX, HAa3bIBAEMBIX
«runepBapuadeNbHbIe METIN» B KaKAoW u3 nomena VL u nomena VH, koTopsie 00pa3yroT 4acTh
AaHTUTeHCBs3BIBAIOLIErO caiita. Ilepmas, BTOpas W TpeThsl runepeapHadeNbHbIe METIH JOMEHA
nerkoit uemn VLambda B nanHOM nokymente HasbiBatotcs L1(A), L2(A) u L3(A) u moryT ObITh
ompeneneHel, kKak copepkamue ocrarkun 24-33 (L1(A), cocrosume u3z 9, 10 wm 11
AMHHOKHUCIIOTHBIX oOcTaTkoB), 49-53 (L2(A), coctosmme u3 3 ocratkoB) u 90-96 (L3(A),
cocrositue u3 5 ocratkoB) B fomene VL (Morea et al. Methods 20: 267-279 (2000)). Ilepsasi,

BTOpasi U TpeThsl rumepBapuadenbHble METIM AoMeHa Jjerkoil uenu VKappa B naHHOM
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nokymente HaszbiBatoTcst L1(x), L2(x) u L3(k) u Moryr ObITh OmperneseHsl, Kak COAepsKaline
ocratku 25-33 (L1(x), cocrosimue w3 6, 7, 8, 11, 12 umm 13 ocratkos), 49-53 (L2(K),
cocrosimmue u3 3 octatkoB) U 90-97 (L3(k), cocrosimue u3 6 ocratkoB) B nomeHe VL (Morea et
al. Methods 20: 267-279 (2000)). IlepBasi, BTopast u TpeTbs rUnepBapradespbHble NMETIN TOMEHA
VH B nanHom nokymente HasbiBatroTcs HI, H2 w H3 u moryr ObiTh ompeneneHsl, Kak
conepskamue ocratku 25-33 (H1, cocrosmme u3 7, 8 unu 9 ocrarkos), 52-56 (H2, coctosuue u3
3 wu 4 ocratkoB) u 91-105 (H3, ¢ cunbHO Bapbupyrowiei niuunHoi) B niomeHe VH (Morea et al.
Methods 20: 267-279 (2000)).

Ecnu He ykazaHo uHoe, TepMunbl L1, L2 u L3, COOTBETCTBEHHO, OTHOCATCSI K MEPBOM,
BTOPOM ©  TpeTbel rumepBapuadesbHbIM TETHsIM JoMeHa VL W OXBaThIBAIOT
runepBapradebHbIe ETIH, MOJYYeHHbIe OT U30TUIOB Kak Vkappa, Tak u Vlambda. Tepmunsl
H1, H2 u H3, cOOTBETCTBEHHO, OTHOCSATCS K MEPBOH, BTOPOU M TPETbel TrUIepBapradebHbIM
nerysiM 1oMeHa VH u oxBaThiBarOT runepBapuadenbHble METIH, NOJIYYEHHbIE OT JFOOOro H3
W3BECTHBIX N30THIIOB TSDKEIBIX LICTIEH, BKIIFOYAS ¥, €, O, O HJIH L.

Kaxxnas runepsapuadenpHas nerns L1, L2, L3, H1, H2 u H3 moxer comepxkath 4acTh
«ompenensIomeld KOMIUIEMeHTapHOCTh obmactn» wiu «CDR» cormacHo ompeneneHuio HUKe.
Tepmunbl «runepeapuadenbHas METI» U «ONPENessIIomas KOMIUIEMEHTaPHOCTh 00JacThy) He
SIBJIIIOTCST CTPOr0 CHHOHMMUYHBIMHE, TIOCKOJIBKY TunepsapuadenbHeie netinu (HV) onpenemnsiror
Ha OCHOBE CTPYKTYpBI, TOTAA Kak omnpenessiomue komruiemeHntapHocTs obnactu (CDR)
OTIpeNeNsAI0T Ha OCHOBE BapwmadenbHOCTH mnocnenosarenbHocTn (Kabat et al. Sequences of
Proteins of Immunological Interest, Sth Ed. Public Health Service, National Institutes of Health,
Bethesda, MD. 1983), u npenenst HV u CDR MoryT ObITh pa3sHbIMH B HEKOTOPBIX JoMeHax VH
u VL.

CDR nomenoB VL u VH 00BIYHO MOXKHO ONpPENeNsiTh, KaK, COAEpIKAIINe CIEAYIOIINe
aMHHOKHUCIOTHI: ocTatku 24-34 (CDRL1), 50-56 (CDRL2) u 89-97 (CDRL3) B BapuabenbHOM
noMeHe Jierkod nemu u ocratku 31-35 wmmm 31-35b (CDRHI), 50-65 (CDRH2) u 95-102
(CDRH3) B BapuabenpHoM nomene Tspkenoi nenw; (Kabat et al. Sequences of Proteins of
Immunological Interest, Sth Ed. Public Health Service, National Institutes of Health, Bethesda,
MD. (1991)). Takum oOpa3oMm, eciu He ykKa3aHO uHOe, HV MOryT HaxomuThCsl BHYTPH
coorBercTByrommx CDR, a CCbUIKM B JaHHOM JOKYMEHTE Ha «TUIepBapHa0esIbHbIC METIIH
nomeHoB VH u VL cnenyer mHTEpNpeTHpPOBaTh TAKXKe, KAK OXBATHIBAIOIINE COOTBETCTBYIOIIHE
CDR u Ha0060pOT.

bosee BBICOKO KOHCEPBATHBHBIE YYaCTKU BapHaOeIbHBIX JOMEHOB HA3bIBAIOT KAPKACHOM
obnacteto (FR) cormacHo ompenenenuro Hroke. Kaxknbeiii BapuaOenbHBI JOMEH HATHBHBIX
TsDKeNon u yierkol nenei comepkut derbipe FR (FR1, FR2, FR3 u FR4, cooTBeTCTBEHHO), B
3HAYUTENBPHON CTENMEeHH MPUHUMANOIINX [B-JMCTOBYIO KOH(PHUIypamHioO, COCAMHEHHYI TpPeMs
runepBapuadenbHbIMU NeTNIIMA. [ unepBapruabenbHble TETIN B KaXIOW LENH YAEPKUBAIOTCS
BMECTE B HEIMOCPEICTBEHHON Onmzoctu ¢ nomoineio FR u ¢ runepeapnabenbHbIMU METIISIMUA OT
Apyrod Iemu CHocOOCTBYIOT OOpa30BaHMIO AHTHICHCBSI3BIBAIOLIETO caiita aHTUTEN.

CTpyKTypHBII aHAaJIM3 aHTHUTEN BBIABUI CBSI3b MEXIY IMOCIEAOBATENBHOCTEIO U (HOpMOIL calita
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CBSI3bIBaHUS, OOPA30BAHHOTO ONPEAEISIOINMU KoMIuieMeHTapHocTh obnactsamu (Chothia et al.
J. Mol. Biol. 227: 799-817 (1992)); Tramontano et al. J. Mol. Biol. 215: 175-182 (1990)).
HecmoTpss Ha CBOKO BBICOKYIO BapHaOeNbHOCTb IMOCHENOBATENbHOCTH ISITh M3 INECTH NETEeNb
NPUHUMAIOT TOJNBKO HeOonmbliod Habop KoH(pOpMAalMi TIJNaBHOM Ienu, Ha3bIBAEMBIX
«KAHOHUYECKUE CTPYKTYPbDY. ITH KOH(POPMALINU ONPENENSIOTCS MPEKAe BCEro JIIMHOM MeTelb,
a BO-BTOPBIX HAJMYUEM KIIOUEBBIX OCTATKOB B ONPEAENCHHBbIX MO3ULUAX B NETISIX U B
KapKacHbIX O0JacTsX, KOTOpbIe OMNPEeAesAOT KOH(POpMAIMIO uepe3 HX YIaKOBbIBAHUE,
oOpa3oBaHHe BONOPOIHBIX CBSI3€H WM CHOCOOHOCTH MPHHUMATh HEOOBIYHBbIE KOH(pOpMALUU
IJIABHOW LIETIN.

B pamkax Hacrosimero w3oOperenmss TepmMuH «CDR»  wmimm  «ompenensrormast
KOMIUIEMEHTAPHOCTh ~ OOJIAaCTb»  O3HAYae€T HECMEXKHbIE AHTUTCHCBS3BIBAIOIIME  CANTHI,
HAXOJSALIHNECs] BHYTPH BapuaOeIbHON O00JIACTH MOJUMENTHUAOB KaK TSDKEJIOH, TaK M JIETKOH IIeTIH.
Otu xoHKpeTHBIE oOnactu Obutn onmcanbl Kabat et al. J. Biol. Chem. 252: 6609-6616 (1977);
Kabat et al. Sequences of protein of immunological interest. (1991); Chothia et al. J. Mol. Biol.
196: 901-917 (1987), and by MacCallum et al. J. Mol. Biol. 262: 732-745 (1996), B KOTOpbIX
ONPENEeNICHUs] BKIIOYAOT HAJIOKEHHE MM TOATPYIIBl AMHUHOKHUCIOTHBIX OCTAaTKOB MIpH
CpPaBHEHHUU JIPYT C IPyroM. AMHHOKHUCJIOTHBIE OCTaTKH, KOTopble oxBaTbiBatoT CDR cornachHo
OTIPENIENICHHUI0 B Ka)KAOW M3 TNPHUBEIEHHBIX BBILIIE CCBUIOK, NPEACTABJICHBbI IJIi CPAaBHEHHE B
tabmune 1. IlpeanouturensHo, TepmuH «CDR» mpencrasmsier CDR cornacHo onpeneneHuio
Kabat Ha 0oCHOBaHMU CpaBHEHHSI TIOCIEIOBATEILHOCTEH.

Tabmuna 1. Onpenenenust CDR

Kabat Chothia MacCallum
VHCDRI1 31-35 26-32 30-35
VHCDR2 50-65 53-55 47-58
VHCDR3 95-102 96-101 93-101
VLCDRI 24-34 26-32 30-36
VLCDR2 50-56 50-52 46-55
VLCDR3 89-97 91-96 89-96

Tepmun «xapkachHass obmacte» uinu «FR o0nacTe» B paMkax HaCTOSIIIErO M300pEeTeHUs
COAEPKUT aMUHOKHCIIOTHBIE OCTATKH, KOTOPBIE SIBIIIOTCS YacThbiO BapuabeapbHON 00iacTu, HO
He sBistoTest 9acTeio CDR (Hampumep, ucnonesys onpenenenue CDR y Kabat). Benenctaue
3TOrO, Kapkac BapuadesbHON oOmactu cocrapisieT nmpuOmmuTenbHo 100-120 aMHMHOKHCTIOT B
JUIMHY, HO COZIEP>KUT TOJIbKO aMMHOKUCIOTHI 3a npenenamu CDR. JInsi kOHKpeTHOro npumepa
BapuadenpHOro aomeHa Tspkenod umemu u CDR cormacHo ompenenenmro y Kabat et al.
Kapkacnas obmacte 1 COOTBETCTByeT NOMeHy BapuabeslbHOH 00JacTH, OXBATHIBAIOLIEMY
aMHHOKHUCIOTHI 1-30; kapkacHas o0jmacTb 2 COOTBETCTBYeT AOMEHy BapuabenbHONH oliacTwy,
OXBAaTBIBAIOLIEMY aMHHOKHCIOTHI 36-49; kapkacHas o00macTb 3 COOTBETCTBYET [IOMEHY
BapradeapbHONW O00JaCTH, OXBATBHIBAIOIIEMY aMHHOKHUCIOTHI 60-94; a kapkacHas obOmacte 4

COOTBETCTBYET JOMEHY BapuabesbHOI 00nacT OT aMUHOKHUCIOTH 103 10 KOHIIa BapuaOenbHON
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obmnactu. KapkacHble 00nacTy [uis JIETKOH LTI aHAJIOTUYHBIM 00pa30M pasfesieHbl KaXKIoH 3
CDR BapuabenpHON 00JACTH JIETKOH LIEMH. AHAJOTHYHBIM 00pa30M, HCTIONB3Ysl ONpeaesieHHe
CDR y Chothia et al. Mmu McCallum et al. I'pannusl kapkacHOW obnactu pasmeneHbl
coorBercTByromuMH koHamu CDR, kak omucaHo Bbile. B mpenmoyTHTENpHBIX BapUaHTax
ocymectsieHust CDR cootsercTByOT onpenenenuio Kabat.

B mpuponnpix anturenax mects CDR, nmeromuxcst B Ka)KA0M MOHOMEPHOM aHTHUTEIE,
NPENCTABISIIOT COOOM KOPOTKHE, HECMEXKHbIE IOCIIENOBATENIbHOCTH AMHHOKHCIIOT, KOTOPBIE
crneun(pUIeCcKn PacroyioKeHbl ¢ 00Pa30BAHUEM AHTUT'CHCBS3BIBAIOIIETO CAlTa, KOT/Ia aHTHTENO
NPUHUMAET TPEXMEPHYIO KOHPUrypaLuio B BogHOU cpene. OcrajbHble BapralOelbHbIE JTOMEHbBI
TSDKEJIOW W JICTKOW LeTH AEMOHCTPUPYIOT MEHBLIYI) MEXMOJEKYJSIPHYIO BapuabesbHOCTh B
AMHHOKHUCJIOTHOM TIOCJIEIOBATEIbHOCTH M HAa3bIBAIOTCS KapkacHble oOiactu. KapkacHbie
o0JlacTH B 3HAYUTENBHON CTENEeHH MPUHUMAIOT P-TUCcTOBYI0 KoH(popMmanmioo, 1 CDR obpasyroT
NETJIH, KOTOPbIE COCANHSIOT, 3 B HEKOTOPBIX CIIy4YasX 00pa3yroT 4acTb [-JIHCTOBOH CTPYKTYPHI
Takum oOpa3om, 3THU KapkacHble 00NacTH HEHCTBYIOT C OOpa3OBaHMEM OCTOBA, KOTOPBIM
obecrieunBaer pacronokeHne mecty CDR B mpaBuibHOW OpHUEHTALMH C  TIOMOIIBEO
HEKOBAJICHTHBIX B3aUMOJEHCTBUN MEXIY LEMsIMU. AHTUT€HCBSA3BIBAIOIINI CAlT, 00pa30BaHHBIN
pacrionoxkeHHbiIMH  CDR, onpenensier MOBEpXHOCTb, KOMIUIEMEHTAPHYIO SIUTONY HA
UMMYHOPEaKTUBHOM aHTHI€HE. JTa KOMIUIEMEHTApHAs IOBEPXHOCTb  CIOCOOCTBYET
HEKOBAJICHTHOMY CBSI3BIBAHHIO AHTHUTENA C MMMYHOPEAKTUBHBIM 3TIMTOTIOM aHTUTeHA. PsmoBoit
CHELHUAINCT B TAaHHON 00JacTH MOXKET JIerko naeHTuguiuponars nosunuo CDR.

B pamkax Hactosimero uzoOperenHus TepmuH «mnosuiusi EC» oTHocHTCS K HO3MLUH
aMHHOKHUCIOTHI B cucteMe Hymepaunu EC s Fe-oOnactu, onmucannoii y Edelman, G.M. et al.
Proc. Natl. Acad. Sci. USA, 63: 78-85 (1969) u y Kabat et al. B «Sequences of Proteins of
Immunological Interest», U.S. Dept. Health and Human Services, Sth edition, 1991.

B pamkax Hactosimero msoOperenust tepmuH «nomeH CHI» oTHOCHTCS K mepBOoMy
(bmmxe  BCero K = aMHUHOKOHIY) JOMEHY KOHCTaHTHOW  00JacTH  TsDKEJNOH — Lemu
UMMYHOTJIOOYJIMHA, KOTOPBIH mpoaosskaercs: npuonusutenbio ot nosuuud EC 118-215. Jlomen
CH1 naxonutcst psaoMm ¢ noMmeHoM VH U sIBJisieTCsi aMUHOKOHIIEBBIM JIJIsI IIAPHUPHOUM 00JIaCTH
MOJIEKYJIbl TSDKEJION e UMMYHOTTIOOyJIMHA U He oOpasyer 4acth Fc-oOnmactu Tspkenol nenu
UMMYHOTJIOOYJTHHA.

B pamkax HacTosmmero W300peTeHHMs TEPMUH «IIAPHUPHAs OONACTB» OTHOCHUTCS K
Y4aCTKy MOJIEKYJbl TsDKEJON wuenu, KoTopbiil coeaunsier nomeH CHI1 ¢ nmomenom CH2. Ota
HIapHUPHAST 00JIACTH CONEPIKUT MPUOIU3UTETBPHO 25 OCTATKOB U SIBJISIETCS] THOKOM, oOecrednBast
TakUM 00pa3oM HE3aBUCHMOE ABIKEHHE NBYX N-KOHLIEBBIX aHTHUI'€HCBS3BIBAIOIIUX OOJACTEH.
[MapaupHBIE 0OJACTH MOXHO pA3[ENUTh HA TPU OTHAEIBHBIX JOMEHA. BEPXHHH, CPEAHUN H
HIDKHUH mapHupHbIe 1oMeHbl (Roux et al. J. Immunol. 161: 4083 (1998)). Anraronucts! FcRn
COTJIACHO HACTOSIIEMY PACKPBITHIO MOTYT COJEPIKaTh BCIO WM YaCTh IIAPHUPHON 00JIacTH.

B pamkax Hacrosimero msoOpereHust tepmuH «CH2-momeH» OTHOCHTCA K y4YacCTKy
MOJIEKYJIbl TSDKEJION LM MMMYHOTJIOOYJIMHA, KOTOPBIA MPONOJDKAETCS NMPUOIU3UTENBHO OT
no3utud EC 231-340.
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B pamkax Hacrosmero wu3obOperenuss TepmMuH «CH3-momMeH» COOEpXKHT ydacTOK
MOJIEKYJIbl TSDKEJIOH LeNd MMMYHOTJIOOYJIMHA, KOTOPBIN MpojoipkaeTcst npuoamsureasHo 110
ocratkoB oT C-xoHua nomena CH2, Hanpumep, npuOnmusurenbHo ot no3uuuu 341-446 (cucrema
Hymepauun EC).

B pamkax Hacrosmero msoOperenusi TepmMuH «FCRn» OTHOCHTCS K HEOHATaJbHOMY
peuenTtopy Fc. MnmoctpatusHeie Mmosiekynsl FcRn cogep:kar uenoseueckuii FcRn, konupyembiii
reHoM FCGRT, kotopsriii npexnctasnen B RefSeq NM_004107.

B pamkax Hactosimero uzoOperenuss tepmuH «CD16» otHocutcs k peuentopam Fc
FcyRIIl, kortopeie TpeOyrOTCs Ml AHTHTENO3aBHCUMOW  OIMOCPENOBAHHON  KIIETKAMHU
utorokcnyHocT (ADCC). WMmmoctpatuBHbie Mojekysibl CD16 comepkaT dYenoBEHeCKHid
CD16a, xotopsrit nmpencrasieH B RefSeq NM_000569.

B pamkax Hacrosimero m300peTeHus TePMHH «CBOOOJIHBIM LUCTEHH» OTHOCUTCA K
HaTUBHOMY WJIM CKOHCTPYMPOBAaHHOMY LIUCTEMHOBOMY aMHUHOKHCJIOTHOMY OCTaTKy, KOTOPBIi
CYIIECTBYET B IO CYIIECTBY penyLIMPOBaHHON GopMe B 3pesioMm aHTaronucte FcRn.

B pamkax Hactosimero m3oOpereHHs TepMUH «N-CBSI3aHHBIH TJIMKaH» OTHOCHTCS K N-
CBSI3aHHOMY TJIMKaHY, COAMHEHHOMY ¢ a30ToM (N) B OOKOBOM LeNu acmaparvHa B CHKBOHE (TO
ectb mocnenoBatenbHOCTH Asn-X-Ser wmm  Asn-X-Thr, rome X mnpencrasiser o0y
AMHHOKHUCJIOTY 32 MCKIIFOYeHHEM MpojrHa), umeromemcs B nfomeHe CH2 Fc-obnactu. Takue N-
TJIMKAHBI TTIOJIHOCTBIO omnucaHbl, Hanpumep, B Drickamer K u Taylor ME (2006) Introduction to
Glycobiology, 2nd ed., KOTOpBIIi MOJHOCTBIO BKJIIOYEH B HAHHBIH JOKYMEHT IMOCPEICTBOM
CCBUIKU.

B pamkax Hacrosiiero n3oOpereHus: TepMHUH «ayKO3WIMPOBAHHBIN» OTHOCUTCA K N-
CBSI3aHHOMY TIJIMKAaHY, KOTOPOMY HEIOCTaeT MOJIEKYJbl KOPOBOH ()yKO3bl, Kak ONUCAHO B
US8067232, conepskaHue KOTOPOrO IMOJIHOCTBIO BKJIIOUEHO B JAHHBIN JOKYMEHT IMOCPENCTBOM
CCBUIKU.

B pamkax Hacrosimero u3oOpereHus TepMUH «pacuieruieHHbIl Ha aBe yactu GIcNAcy
OTHOCHUTCS K N-CBSI3aHHOMY TJIMKaHy, UMeromemMy mMojiekysy N-anerunriokozamuna (GIcNAc),
CBS3AHHYIO C MOJIEKYJION KOpOBOW MaHHO3bI, Kak ommcano B mateHT CIIIA Ne 8021856,
coZiep;KaHue KOTOPOTO MOJIHOCTHIO BKJIFOUEHO B IAHHBIN JOKYMEHT MOCPEACTBOM CCBIIIKU.

B pamkax HacTosimiero u3o0peTeHus: TepPMUH «aHTUTEIOOMIOCPEIOBAHHOE PACCTPOHCTBOY
OTHOCHUTCSI K JIFOOOH OOJIE3HH MITH PACCTPONCTBY, BBI3BAHHOMY HJIH YCHIIMBAIOIIEMYIOCS 32 CUET
HAJINYUS Y CyObEKTa aHTUTEL.

B pamkax HacTosimero m300peTeHHs] TEPMUHBI «JICUUTDY, KIIPU JICUCHHN» U JICYCHUE)
OTHOCATCS K TEPANEBTHYECKUM WIH NPOPIIAKTHUYECKAM MepaM, ONHCAHHBIM B JaHHOM
nokymenTe. CrocoObl «iIeueHHs)» BKIIOYAIOT BBEACHUE CYOBEKTy, Hampumep, CyOBeKTy,
UMEOIIEMY aHTUTEJIO0NOCPEIOBAHHYIO OONIE3Hb UIIM PACCTPONCTBO (HAIPUMEp, ayTOUMMYHHOE
3a0oneBaHNe, TaKOe KaK MHACTEHHH T'PABUC) WJIH MPEIPACHOIONKEHHOMY K TMOSIBIECHHIO TaKOW
Oone3HM WM paccTpoicTBa, aHTaroHucta FcRn cormacHo Hacrosimemy H300peTeHHro, 4ToObI
NPEAOTBPATUTD, JIEYUTh, OTCPOUNUTh, CHU3UTh TSKECTb WIM OOJNErduTh OAMH WM HECKOJBKO

CHMITTOMOB 3a00JIEBaHUsI WJIM PACCTPOMCTBA MM NMOBTOPEHHE OOJIC3HU WIIM PACCTPONCTBA, WU
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9TOOBI MPOUINTh JKU3Hb CyOBEKTa 3a Mpeaesbl MPOAOJIKUTEIBHOCTH JKU3HH, OKHUIaeMOH B
OTCYTCTBHE TAKOrO JieueHus. B HEKOTOpBIX BapuUaHTaxX OCYLIECTBJICHUs <JIEUUTB», «IIPU
JEUSHUN» U IEYEHHE» OTHOCATCS K YMEHBLICHHIO TSDKECTH WM OOJNIETYEHHIO OIHOTO WU
HECKOJIbKMX CUMITOMOB MHACT€HUHU I'PABUC WM FeHEPAIM30BaHHON MUACTEHUNU I'PABUC.

B pamkax HacTosiiero wu300peTeHHs TEPMHH «CYOBEKT» OTHOCHTCSI K JIOOOMY
ABJIAIOINEMYCSl WM HE SBJSAIOLIEMYCS 4YE€IOBEKOM >KMBOTHOMY. B HEKOTOpBIX BapuaHTax
OCYIIECTBJICHHUSI TEPMHUH «CYOBEKT» OTHOCHUTCS K JFOOOMY SIBIISTFOILEMYCSI FUTH HE SIBJISTFOLLEMYCSI
YEJIOBEKOM MIIEKOMHTAIOLIEMY. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS CyOBEKTOM SIBJISETCS
YeJIoBeK. B HEKOTOPBIX BapHaHTAaX OCYLIECTBJICHUS CYOBEKTOM SIBJISIETCSl B3POCIbIA YeIoBeK. B
paMKax HACTOSIIEro M300pEeTEeHHs! «B3POCIBIM YEJOBEKOMY SIBIIIETCSl YEJOBEK BO3PACTOM IO
MeHblel Mepe 18 nert.

B pamkax Hacrosimero u300peTeHUs] TEPMHUH «UMMYHOQII€3MH» OTHOCHTCS K
AHTHUTEJIONOAOOHON MOJIEKyJie, KOTOpasi COOEPKUT (PYHKIIMOHAIBHBIA JOMEH CBS3bIBAIOINETO
Oenka (HampuMep, pelenTopa, JIUraHaa Ui MOJIEKYJIbI KJIETOYHOM aare3nn) ¢ Fc-o0macThro.

B naHHOM JnOKyMeHTE Al OINMUCAHUS AaCIeKTOB HM300PETeHHs HCIONBb30BaH sl
cokparneHuil. Hike nmpencrasieH CliucoK OOBIYHO UCTIONB3YEMbIX COKPAIEHHH.

ACh Auermixonux

AChE MHruburop aHTUXOIMHICTEPA3bl

AChR AUeTHIXOJMHOBBIA PelenTop

ADA AHTHUTENO POTUB JIEKAPCTBEHHOTO CPEICTBA

CI noBepuresbHBIN HHTEPBAT

Cmax MakcumanpHas HaOnogaemMasi KOHIEHTPALUS B IJ1a3Me

Curough KoHenTpanus, nabmonaemas mepes BBEACHUEM J03bI

FAS Ananus ¢ noyiHo# BbIOOPKOI

Gepemee CpeiHIE TEOMETPHUECKHUE

IV BuyTpuBeHHbII

IVIg BHyTpuBEHHBIN HIMMYHOTJIO0YJIHH

MG MuacTtenus rpaBuc

MG-ADL xu3HenesTenbHOCTh Ipyu MuacTeHun rpaBuc

MGC cymmapHhbIil 6ann MuacTeHuu rpaBuc

MGFA amepukanckuii (OHJ HCCIEIOBAHUS MHUACTEHHN IPABUC

MG-QOL mkana oneHKH KauecTBa KM3HU NPU MuacTeHnu rpaBuc

MGQoL15r mkana OLEHKM KadecTBa >KM3HU NMPU MHUACTEHUU TpaBUC U3 15 MyHKTOB
[mepepaboTaHHast Bepcusi|

PD ®apmakonnHamuka

PK ®apmakokuHeTHKa

QMG 6ann KOMMYEeCTBEHHOH OLIEHKH MPOSIBICHUH MHACTEHHH IPaBHC

SD CtaHmapTHOE OTKJIOHEHUE

SoC Crannapt neueHus

tmax Bpems nosiBneHns Crmax
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II. MuacTenusi rpaBuc

MpuacTteHust TpaBUC TPENCTABIIET XOPOLIO H3BECTHOE ayTOMMMYyHHOE 3a00ieBaHUeE,
PacIpOCTPAaHEHHOCTh KOTOPOTrO MO COOOILIEHUSM COCTAaBJIACT NPUOJNU3UTENBHO IO MEHBLIEH
mepe 1 Ha 7500 yemoBek. OCHOBHBIMHU NPU3HAKAMH SIBJSIIOTCA CIA0OCTh U yTOMIISIEMOCTH
mpinn. [Iporekanne MG uyacto MeHsercs. MoOryT BO3HHKaTb OOOCTPEHHS M YaCTHUHBIE
peMuccum, OCOOEHHO B TEUEHUE MEPBbIX HECKOJIBKHUX JIET ITOCIIe HACTYIUICHUs 3a00I€BaHMs, a He
CBsi3aHHbIE HMH(MEKLUMH WIM CHCTEMHBbIE PAcCTPOICTBA YACTO MPUBOASAT K YBEIHUSHHIO
MHUACTEHHYECKOH CIab0CTH.

Pacnpenenenne MplmedHOH ciaboOCTH UMEET XapaKTePHbIH pUCYHOK. YacTo HAa paHHUX
CTaUsIX MOPAKAIOTCST MBILILBI Yeperna, OCOOEHHO MBIl BEK U INIA30/IBUTATEIbHbIC MBILIIIBL, &
OOBIYHBIMH HAYaJbHBIMH CHMIITOMAMH SIBJIIFOTCSL AUIUIonuss u nro3. [lpubmusurensHo y 85
NPOIIEHTOB MAaLIUEHTOB CJIa0OCTh CTAHOBUTCS T'€HEPATM30BAHHOM, 3aTParvBasi TAK)KE MBILIIIBI
KOHEYHOCTEMN.

[Ipu Beinenennn cumnToMoB MG 1J1st MBILIIBI, TONHUMAROLIEH BEpXHEE BEKO, KPyroBOU
MBILIL{BI [71a3a U [NIA30/ABUTaTEIbHBIX MBIIIL, €€ Ha3bIBatOT «riazHoit MGy.

B pamkax Hactosimero m300peTeHHs TePMHH «T€HEPATN30BAHHAS MHACTEHHS TPABHUCH
WIM O3KBUBAJEHTHO «reHepanu3zoBaHHas MG» OTHOCHUTCS K  MHAcTeHMM  TIPaBuC,
XapaKkTePU3YIOIIEencs: c1aboCThI0, KOTOpask He OrpaHUYeHa, HO MOJKET 3aTParuBaTh MBILIIBI BEK
U TJIa30/IBUraTeNbHbIE MBIl (MBI, MOAHUMAIOUIYI0 BEPXHEE BEKO, KPYTOBYIO MBILIIY
rjla3a W/WIM TJa30[BUTaTENbHbIE MBIMLEI). B HEKOTOPBIX BapuaHTaX OCYIIECTBJIECHUS TEPMUH
«TeHEepaJM30BaHHAsl MUACTEHUsl TPABUC» OTHOCUTCS K MHACTEHUU TIPaBUC, KOTOpas
XapaKTepU3yeTCsl 10 MEHbIIEH Mepe YaCTUYHO CJIA0OCTBIO MO MEHBIIEH Mepe OJHOM MBILIIbI
KOHEYHOCTH. B HEKOTOpBIX BapUaHTaxX OCYIIECTBJIEHHUS TEPMHH «T€HEpaIU30BaHHASI MUACTEHMUS
IpaBUC» OTHOCUTCSI K MMACTE€HUHU TIPaBHUC, KOTOpas XapaKTepU3yeTCs IO MEHbLIEH Mepe
YaCTHMYHO CA0OCTBIO MO MEHbLIEH Mepe OJHOW INIa30[BUraTeIbHON MBIl M CIa0OCTHIO IO
MEHbLIEH Mepe OJHON MBILIIBI KOHEUHOCTH. IlopaskeHHbIe MBIl MOTYT BKJIFOYATh MBILILIBI
rjia3, JUIQA, YeJIOCTH W OOJACTH TOpJia, MBIMIIBI PyK W HOT (KOHEYHOCTEW), M MBILIIIbI,
CBSI3aHHBIE C JBIXaHUEM (IbIXATEIbHBIC MBILIIIHI).

B pamkax Hactosmero m3oOpereHus «0OOCTpeHHe MHACTEHUH TIPABUC» OTHOCUTCS K
OOBEKTHBHOMY YXYALIEHUIO CUMIITOMOB MUACTEHUHU TPABHC Y CyOBEKTAa C MHACTEHUEH TPaBHC.
Takoe OOBEKTHBHOE YXYAIIEHHE MOXHO ONPEACIHTb, HAMPUMED, MyTEM IOCIENOBATEIHHOIO
¢usndeckoro oOcienoBaHusl. AJBTEPHATUBHO WM JOMOJHUTENBHO, Takoe OOBEKTUBHOE
YXYAUIEHUE MOXKHO OINpPEAENNUTh, HAIPUMEDP, ¢ MOMOILIBIO MOCIEAOBATEIBHOIO UCIHOIb30BAHUS
a000r0 OJHOTO WIIM HECKOJBKUX WHCTPYMEHTOB KOJWYECTBEHHOH KIMHUYECKOH OICHKH,
00CYKIaeMBbIX HIKE.

B pamkax Hacrosmero wu3o0peTeHHs «OOOCTpEHHE TIe€HEepaIn30BAHHOW MHACTEHUH
IpaBUC» OTHOCHTCS K OOBEKTUBHOMY YXYAIIEHHIO CHMITOMOB I'€HEPAIM30BAHHOW MHACTEHHUU
rpaBuC y CyOBEKTa C reHepaJIM30BaHHON MHacTeHHel rpaBuc. Takoe OObEKTHBHOE YXYIIIECHUE
MOJKHO OIpENEeNTh, HamnpUMep, IMyTeM IOCIEA0BATENbHOrO (PU3NUecKoro 0OCIeOBaHUS.

AJ'IbTepHaTI/IBHO WX JOIIOJHUTCIIBHO, TAaKOC 00BEKTUBHOE YXyAOICHUE MOXKHO OIPEACIINTD,
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HampuMep, C TMOMOIIBIO MOCIIEOBATENBHOTO HCIIONB30BAHMS JIFOOOTO OTHOTO HJIM HECKOJIBKHX
MHCTPYMEHTOB KOJIMUECTBEHHOHN KIIMHUUECKOH OLIEHKH, O0CYKIaeMbIX HIDKE.

JunarHo3 MG 0ObIMHO MOXKHO ITOCTABUTh C HCIIOJB30BAHUEM OIHOTO WJIM HECKOJBKUX
CIEAYIOIMUX JaOOpaTOPHBIX TECTOB. B aHTUXOMMHICTEPAa3HOM TECTe MALMEHTY BBOIAT
JIEKaPCTBEHHOE CPENCTBO, KOTOpoe uHrubupyer auermixonunicrepasy (AChE), Takyro kak
5ApoOHUIL, TOCHe Yero BPeMEHHOe, OOBEKTUBHOE YKPEIUICHHEe MOPa’KaeMbIX MPU MHACTEHUH
MBIIIL, HAaNpuUMep, IJIA30/BUraTEIbHBIX MBIIIL, IO3BOJIIET YBEPEHHO Hpeanonoxkutb MG.
AJIEKTPOUATHOCTUUECKOE TECTHPOBAHUE, KOTZIA MOBTOPSIOLIASsICS CTUMYJsiiusi HepBoB (3 I'm)
NPUBOJUT K 3aMEeTHOMY (Hampumep, > 15%) CHUKEHUIO aMILTUTY/IbI BBI3BAHHBIX OTBETOB, TAKIKE
MO3BOJISIET YBEPEHHO MPeANnookuTh MG.

Hamnume anmtuten mporumB AChR, koTopeie mpucyTCTBYROT mnpuOmm3urenapHo y 80
NPOIIEHTOB BCEX MMALMEHTOB C MHACTEHHEH, HO TOJBKO NPUOIU3UTENEHO y S0 MpOLEHTOB
NAlMEHTOB CO CJHa0OCThIO, OrPAaHMYEHHOW TJIa3HBIMH MBIILIAMH, (AKTHUECKU SIBISIETCS
IMAarHOCTHYECKUM Npu3HakKoM MG. y OTAENbHOTO NMalMeHTa BbI3BAHHOE JISUEHHEM YMEHbLICHNE
YPOBHSI aHTUTEN YacTO KOPPEIUPYeT C KIMHUYECKUM YIy4IIeHHEeM. AyTOaHTUTENa MPOTUB
AChR MOXXHO M3MEpATH C HCIOJb30BAHHEM OIHOTO WJIM HECKOJBKHUX M3BECTHBIX B JAHHOU
o0yactu crmocoOOB, BKJIFOYAs paJHOUMMYHOIPEUNUTAIMIO U KJIETOYHbIE aHan3bl (cM. Jacob et
al. Arch. Neurol. 2012; 69: 994-1001), a taxxke ELISA u ¢iyopeciieHTHbIE aHATH3bI HA OCHOBE
umMmyHornpeuunuraunu (cM. Yang et al. J. Neurol. Sci. 2011; 301: 71-76).

[TpubnmusurensHO y 5-8% MaMEHTOB ¢ MUACTEHUEH IPaBUC TECTUPYIOT MOJIOKHUTEIIbHBIHI
pe3yapTaT Ha AaHTUTENa NPOTUB MbIIeUHO-crenuduyeckol TuposuHKuHA3bl (MuSK),
peuenTopHON THpPO3MHKHHA3bL. [louTH y BCeX 3THUX MALMEHTOB OTPHULATENbHBIM aHAIU3 Ha
aHTUTena npotus anerwixomHoBoro perenropa (AChR). El-Salem K et al. Curr Treat Options
Neurol 16(4): 283 (2014). Ayroanturena npotuB MuSK Moryt ObITh MIeHTU(GUIHUPOBAHBI C
UCIIOJIb30BAHNEM H3BECTHBIX B IAHHOW OOJNACTH aHAJIM30B PAJAMOMMMYHOIPELUITUTALUS |
KJIETOYHBIX aHAJIM30B.

B nocnennee Bpemsi B MOATPYIIe MAUEHTOB ¢ MHACTEHHEH rpaBUC 0€3 AETEKTUPYEMbIX
aaturen npotuB AChR wmm nporuB MuSK («aBOiHBIE CepOHETaTHBHBIE» MAIHEHTHI)
UICHTU(QHUIHUPOBAIM ayTOAHTHUTENAa K O€nKy 4, CBI3aHHOMY C PELENTOPOM JIUIONPOTEHHOB
Hu3koi minotHoct (LRP4). Arpun mnpexacraBiser coOod OoNbLION NPOTEOTNIMKAH, POJb
KOTOPOrO JIy4Ille BCEro HM3y4eHa I Pa3BUTHA HEPBHO-MBIIIEYHOTO COENUHEHHsS BO BPEMs
smbOpuoreneza. LRP4 B3anMomelcTByeT ¢ arpuHOM, a CBSI3bIBaHWE arpuHa aktusupyer MuSK,
YTO TMPHUBOAUT K OOpa3oBaHHMIO OOJBIIMHCTBA, €CIH HE BCEX IMOCTCHHANTHYECKHX
nuddepeHnnanuii, BKIIIOYasl arperatsl, coaepskallie anetmixoanHosbie peuentopel (AChR) B
COEAMHUTENIbHON TTazmMaTndeckoil memOpane. Pevzner A et al. J Neurol 259(3): 427-35 (2012);
Zhang B et al. Arch Neurol 69(4): 445-51 (2012).

B HekoTOpBIX BapHaHTaxX OCYIIECTBJICHHUS JIEYeHHE TeHepain3oBaHHOW MG BKiOuaer
ocialieHne UM YMEHbLIEHHE TPOSIBIEHUS] OAHOTO MJIM HECKOJIBKUX CHUMITOMOB, CBSI3aHHBIX C
MG. Cumnrombl, cBsizaHHble ¢ MG, BKIIIOYAIOT MBIIIEUYHYIO CJIA0OCTh U YTOMIISIEMOCTb.

MpbIunpl, B NEpBYIO odepenp nopaxkaemble npu MG, BKIIOYAIOT MBILILBI, KOTOPBIE YIPABISIOT
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IBUKEHUEM IJla3 M BEK, BbIPAKEHHEM JMIA, >XEBaHHUEM, PpEeYbl0, TJIOTAaHUEM, MAbIXaHHEM,
JABUKEHUSIMU LIEU U IBKEHUSIMU KOHEUHOCTEH.

B gpyrux BapuaHTax oOcylecTBieHMs JedeHue MG  BkiIrodaeT  yiydlleHUE
KJIMHUYECKOrOo Mapkepa mnporpeccupoBaHuss MG. DT Mapkepbl BKIOYAOT Hpoduib
xmsHenesTenpHocT ipu MG (MG-ADL), 6ann KOMU4eCTBEHHOW OLEHKH TSDKECTH 3a00JIeBaHuUs
muacteHueir rpasuc (QMG), komMOuHUpOBaHHYHO OleHKy wmuacteHun rpasuc (MGC),
paspexeHne B npIxaTenpHbIX nmyTsix Ha Baoxe (NIF), ¢opcupoBaHHYO >KHM3HEHHYIO €MKOCTb
nerkux, cocrossune MGFA mocne BMemarenbcTBa U Ipyrue M3MEpEeHUsl KadecTBa KU3HHU. B
HEKOTOPBIX BapuaHTax ocyuiecTBiieHuss MG-ADL sBisieTcsi OCHOBHOHM OLICHKONW HM3MEPEHHs
ynyumenuss MG.

Cuctema knaccudpukanuu Amepukanckoro (onnma MccnenoBanns Muacrenun ['paBuc
(MGFA)

IleneBass rpymma HAay4YHO-KOHCYJBTATUBHOIO  COBETAa  aMepHKaHCKOro  (QoHpaa
UCCIIEIOBAHU MHMACTEHHU TPABUC OMyOJIMKOBaja CEPUI0 PEKOMEHNALMil MO CTaHgapTam
kmHndeckoro uccnenosanus MG B 2000 roxy. Task Force of the Medical Scientific Advisory
Board of the Myasthenia Gravis Foundation of America, Inc. Neurology 55: 16-23 (2000). Ota
cucreMa kiaccupukauuu Opiia pazpadoTaHa uid UASHTH(PHUKALUN MOATPYII ManueHToB ¢ MG,
KOTOpBIE UMEIOT Pa3Hble KJIWHHUYECKHE NMPHU3HAKH WM TSDKECTh 3a00JIeBaHUS, KOTOPBIE MOTYT
YKa3bIBaTh Ha pa3Hbl€ MPOTHO3bI UM OTBETHI HA TEPAITHIO.

Cucrtema xnaccupukaumn MGFA Ha OCHOBaHMH KIMHUYECKMX CHUMITOMOB COCTOHT B
CIENYHOLIEM:

Knacc Knuanueckue CumMnromsl

I Cnabocth moObIx rnas3HbiXx Mbiul. HopmanbHas cuiia BCeX OPYTHX MBILIL]

IT Jlerkas c1aboCTh, MOpAXKAIOIIAST MBILILBI, HE SBISIOIIMECS TNIA3HBIMU. TakKe MOXKeT
MMEThCsI C1a00CTh TIIa3HBIX MBILIL JIOOO0H TKECTH

[Ia IIpeumyiecTBEHHOE MOPAKEHUE MBIIIL KOHEUHOCTEH, aKCUAIbHbBIX MBIIIL] WA U TE€X
u npyrux. Taxke MOXKET UMEeThCS MEHbIlee BOBJIEUEHHUE POTOIIOTOYHBIX MBIIILI, JIbIXaTEIbHBIX
MBIIIIL] UJIA U T€X U APYTUX

IIb IIpenmyInecTBEHHOE MOPAKEHNE POTOTJIOTOUHBIX MBIIIL, IbIXaTEJIbHBIX MBILII FJIH 1
Tex U Apyrux. Taxke MOKET UMEThCsl MEHbIlIee WM PaBHOE BOBJIEUEHUE MBILIL] KOHEUHOCTEH,
AKCHUAJIbHBIX MBIIIL UJIH U TEX U APYTUX

IIT Ymepennas c¢nabocTh, MOpa)KaroIasi MBIIIIbI, HE SIBJSIONINECS TJIA3HBIMU. Takke
MOJKET UMEThCS CIaOOCTh IIA3HBIX MBIIIL JIOOOH TSKECTH

[IIa IIpeumylecTBEHHOE MOPAKEHUE MBI KOHEYHOCTEH, aKCUAJbHBIX MBI WIH U
Tex U Apyrux. Takke MOXeT HUMETbCs MEHbIlee BOBJIEUEHHE POTOMIOTOYHBIX MBbIIIIL,
JBIXATEJbHBIX MBILII] HJIA U TE€X U IPYTUX

IIIb ITpenmyinecTBeHHOE MOPAKEHUE POTOTJIOTOYHBIX MBIIIL, ABIXATEJIbHBIX MbIIIL] WA
U TexX U Apyrux. Taxoke MOXKET UMeTbCsl MEHbLIEEe MM PABHOE BOBJIEUEHNUE MBIIIL] KOHEYHOCTEH,
AKCHUAJIbHBIX MBILIL UJIU U T€X U APYTUX

IV Cunpnas BsJIOCTDh, ITOpaKarolgasi MbILILBI, HE SABJISAOIIUECS I'NIa3HbIMUA. Taxxe MoxkeT
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UMETbCS CIabOCTh IIA3HBIX MBIIIL JTFOOOH TSHKECTH

IVa IlpenmMy1iiecTBEHHOE MOPAKEHUE MBILIL KOHEYHOCTEH, aKCHAJIbHBIX MBILIL WU U
TeX W Jpyrux. Takke MOXET HMETbCS MEHbIee BOBJIEYEHHE POTOIJIOTOYHBIX MBIIIIL,
IBIXAaTEIbHBIX MBIIIL WJIX U TEX U APYTHUX

IVb Ilpenmy1necTBeHHOE MOPAKEHUE POTOINIOTOUHBIX MBIIIL, ABIXATEIbHBIX MBILIL WIN
U Tex u fpyrux. Takxke MOXKeT UMeTbCsl MEHbIIIee MIIM PABHOE BOBJIEUEHHE MBILIL] KOHEYHOCTEH,
AKCHAJIBHBIX MBIIIL] WU U T€X U APYTUX

V onpenensiercss uHTyOalMed ¢ WCKYCCTBEHHON BEHTWISALMEH wiu 0e3 Hee, 3a
UCKJIFOYEHHEM HCIIOJIb30BAHUS BO BPEMsI PYTUHHOTO MOCI€ONEePaLIOHHOTO BEAECHHUS

KuznenesrenbHoCTh pu MUacTeHnu rpasuc (MG-ADL)

MG-ADL mnpeacraBnser wkaiay NO 8 MyHKTaM OLEHKH MALUEHTOM MJis OLIEHKU
cumMntoMoB MG M uX BIUSHHA Ha O KH3HEAESITENbHOCTh. OLEHHBAIOT CIOCOOHOCTH
OCYILECTBJIEHUS] DPA3JIMYHON >KU3HENEeATENbHOCTH, TAaKOM Kak pedb, >KeBaHUE, TJIOTAHUE,
IBIXaHUE, YUCTKA 3yOOB/TIPHUECHIBAHIE WIIM BCTABAHHE CO CTYJIA, & TAKXKE OLIEHUBAIOT JBOHHOE
3peHue U omyuleHue BeK. OHa mpeAcTaBisAeT AUCKPETHYIO KOJMYECTBEHHYIO NMEPEMEHHYIO, B
KOTOpO#U 1O 8 MyHKTaM JaroT oueHKy oT 0 1o 3, a oOmmii 6ann MokeT cocTaBisiTh oT 0 o 24;
npudeM Oosiee BBICOKHME Oajulbl yKa3blBAlOT Ha Oonbliee HapymeHue. 8 myHkroB MG-ADL
MOJIy4€Hbl M3 KOMIIOHEHTOB Ha OCHOBE CHUMMTOMOB W3 ucxonHoit QMG u3 13 myHKTOB 1JIst
OLIEHKH HApPYLUICHWH JKU3HENESATENIbHOCTH, OOYCIOBIEHHBIX 3pUTENbHBIMH (2 TYHKTA),
OynbOapHeM (3 myHKTa), ApIXaTedbHbIMH (1 MyHKT) HapymeHUsAMU U HapyLIEHHEM KPYIHOMN
MOTOPHUKHU WJIM KOHEYHOCTEH (2 MyHKTa), CBA3aHHBIMU ¢ BiusgHueM MG. B 3Tom mHCTpyMeHTe
(YHKIIMOHAILHOTO COCTOSIHUSI KaXXIblii OTBeT oueHuBaror or O (Hopma) no 3 (Hambonee
Tspkenbiid). Jlnanazon oOmei oueHkn MG-ADL cocrasisier 0-24, roe Oosiee BbICOKHE Oajuibl
yKa3blBAIOT Ha Ooyiee TsDKeNble HapylleHWs. B HEKOTOpbIX BapHaHTaX OCYIIECTBICHUS
KIMHUYECKH 3Haummoe ynyuinenne MG-ADL nmanumenTta cOCTaBisieT yMeHblueHne Ha 2 Oasia
win Oonee (Hampumep, mocyie 6 MecsleB JeueHus). B HeKOTOpPBhIX BapHaHTaX OCYIIECTBIICHUS
KJIMHUYeCKH 3HaunMmoe ynyuuenne MG-ADL nanuenta cocraBisier yMeHbIneHHe Ha 3 Oasuia
win Oonee (Hampumep, mociie 6 mecsiieB JieueHus). OIeHKH, POBOAUMBIE C HCTIOIb30BAHHUEM
MG-ADL, He TpeOyroT HHKaKoro o0OpydOBaHUs WM OOYYEHHUs, a CXeMa OLIEHKU TMOKa3aHa Ha
¢ur. 3.

Komnuecrsennas Ouenka Muacteruu I'pasuc (QMG)

QMG KONMUYECTBEHHO OLIEHUBAET TSDKECTh 3a00JIeBaHUS HA OCHOBAHMM HAPYLICHUH
(yHKIMH U CTPYKTYp OpPraHHW3Ma COTJIACHO ONPEAENeHHI0 MeXITyHapOoaHOH KiacchpUKanuu
OrpaHuyueHuil >ku3HenesitenbHOCTH W 3m0poBbsi. World Health Organization, International
Classification of Functioning, Disability, and Health (ICF), Ist edition, World Health
Organization (2001), noctrynHoMy B MHTepHeTe mo anpecy who.int/classifications/ict/en/. Ona
COCTOUT M3 13 MyHKTOB, KOTOpPbIE OLIEHUBAIOT 3PUTENbHbIE (PYHKLUNH, (PYHKIIMH MBIIIL POTOBON
MOJIOCTH U TJIOTKH, OTBEYAKOLIUX 3a pe€4Yb MU IJIOTaHWE, U KOHedHocTed. M3 13 myHkTOB 6
NPEACTABISIIOT COOOM TECThI HA BBIHOCIHUBOCTb C OTCYETOM BPEMEHHU, U3MEPsieMbl€ B CEKYHAX.

Kaxxnplii myHKT uMeeT BO3MOKHBIN Oamt ot 0 no 3. O0muii BO3MOXHBIN Oan coctasiser 39,
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npudeM OoJiee BBICOKHME Oaluibl YKa3bIBAIOT Ha Oojee Tsokenble HapymeHus. OHa OCHOBaHA Ha
KOJINYECTBEHHOM TECTUPOBAHUH CUTHAJIBHBIX I'PYIIIT MBILIIT JIsI OLEHKH (PYHKIIUU KOHEUHOCTEH.
Tpebyercs MuHMManbHOE OOOpPYOOBAaHHE, TAaKOe€ KakK CIHPOMETP, MYHIIITYKH, KOTOpbIE
NOAXOAAT Ui CHHPOMETPA, 3aXKUMbl JJIs1 HOCA, CEKyHIOMEp, YallKU W BOAA IJI TECTOB Ha
rJIOTaHUe, TOHUOMETp, AMHAMOMETP, U OHA OCHOBaHA Ha BpaueOHOM oOcnenoBannu. Ha dwur. 4
npencTasieHa oObraHas Gopma tectuposanusi QMG. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHS
KIMHUYECKH 3HaYnMoe yiyuineHune oreHkn QMG narnuenTa Oyaer coCTaBiIsATh YMEHbLICHHE Ha
5 6annoB unu Oosee (HampuMep, Mociie 6 MECSIIEB JICUSHMS).

Cymmapnas Onenka Muacrenun rpasuc (MGC)

B MGC umeercs 10 myHKTOB, 00BEAUHSIOMMUX BpaueOHbIH OCMOTpP U IMOJIyYEHHBIE OT
MalueHTa pe3yJbTaThl. 2 OTHOCSINUXCS K 3peHHr0 nyHKkTa noiydaroT uz QMG. Hwmeercs 3
NYHKTA, CBA3aHHBIX C CHJIOW MBI (I€JIbTOBUIHBIX MBIIIL, crudaTeneil Oenpa u crudareneit u
pasrubarenel meu), U 4 MyHKTa, CBA3aHHBIX C (YHKIHEH MBI POTOBOW TOJIOCTU H TJIOTKH
(yHKUIMU TOTAHUS, KEBAaHUS, OBIXAHUS M PEYH), HA OCHOBaHMM HcTOpuH Oone3nn. Kakmbiit
NYHKT OLIEHMBAIOT IO TMOPSIAKOBON IIKaje C 4 BO3MOXXHBIMU KaTerOpUsMH, HO ITYHKTbI
B3BELINBAIOT, NIPH 3TOM BeC OyIbOapHBIX HapyLIeHUH OOjblle, yeM 3puTeNbHbIX. Hapyrmenus,
U3MepsieMble JIeUalliM BpauoM, BKJIFOYAIOT NTO3 WU B3I/ BBEPX, ABOMHOE 3pEHUE, CMbIKaAHHUE
rnas, crubanue 1meu, aOnykuuro Twieda W crubanme Oeapa. CooOmmaeMble MAaHEHTOM
pe3yabratel 10 MGC OTHOCATCA K peuH, KEBAHUIO, TVIOTAHUIO WU JIbIXaHUKO. MakCHUMallbHBIN
BO3MOXHBIN Oann cocraBisier 50, mpudem Oojiee BbICOKHE Oajuibl OTPAXKAIOT OoJiee TsDKEIble
HapyuieHus. lIporecTupoBaHHbIE NMYHKTHI IMOKa3aHbl Ha ¢ur. 5. B HekoTophIx BapuaHTax
OCYILIECTBIIEHHs] KJIWHHWYeCKH 3HaunmMoe yiyumeHne B MGC mnamuenra OyneT COCTaBIATH
yMmeHbInenue 3 Oanna unu 6onee (Hanpumep, nocie 6 MecseB JEYESHUs!).

ITkana oLieHKH KauecTBa XKU3HU IIPU MUacTeHuH rpasuc u3 15 mynkros (MGQoL15r)

IMlxana OLEHKM KayecTBa SKU3HM MPU MHUACTEHUMM TIpPaBUC U3 15 MyHKTOB
[mepepaborannasi] (MGQoL15r) mpeacraBisieT miKajay OLEHKH KadecTBa >KU3HU WM 0030p
OTBETOB TMALMEHTAa U TOCBSIICHA IICHXOJOTHYECKOMY OJIaromoyiydyud U COLHMAJIBHOMY
(bYHKIIMOHUPOBaHMIO, CBs3zaHHOMY ¢ MG. Ona mnpexncraBisieT coOOH KpaTKWil OMPOCHHUK,
KOTOPBINA OJDKEH 3aMOJHUTh MAalUeHT, KOTOpbIil ucnonp3dyer 3 Bapuanta orBeta. MGQoL15R
noMoraer HMHQOPMHUPOBATH JIEHAINErOo Bpadya O BOCHPUATHH MAUEHTOM CTENeHH U
HEY/IOBJIETBOPEHHOCTH CBsi3aHHOH ¢ MG mucdynkuumeit. Kaxnapiii myHkT oueHuBaroT oT 0 10 2
COTJIACHO €r0 YacTOTe, C MAaKCHUMaJIbHBIM OasioM 30. Bompockl, Ha KOTOpPbIE MALMEHTHI TOJKHBI
JaTh OTBET JUISI OLIGHKHM MX KAa4deCTBa JKU3HU, MOKa3aHbl Ha (¢ur. 6. B HEKOTOPBIX BapHaHTax
OCYIIECTBIICHHUs] KJIWHUYECKH 3Ha4uMbIM yiayumennem MG-QOL 15 mnaumenta Oynet
yMeHblleHne 6amia (HampuMep, mocie 6 MeCsLeB JICUSHMUs).

Onenka EuroQol o 5 mapamerpam (EQ-5D)

Bonpocauk EQ-5D mnpexacraBisier O4YeHb NPOCTOW MHCTPYMEHT OLEHKH OOIIero
COCTOSIHUSI 3[I0pPOBbSl M COCTOUT M3 [ABYX KOMIIOHEHTOB, OIMCAHME M OLIEHKA COCTOSIHHS
30pOBbsl. B uacTu onucaHusi COCTOSIHUE 30POBbsl U3MEPSIOT B MOKA3aTeNsAX MATH apaMeTPOB

(5D): momBmXKHOCTB, yXo# 3a co0OH, OObIYHBIE 3aHATHA, Oonb/AHCKOMPOPT U
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TpeBora/nenpeccus. llapamerp NOIBIKHOCTH H3MEPSIET CIOCOOHOCTh HYeNOBEKa XOIUTh.
[TapameTp yxona 3a co0oii u3MepsieT CoCOOHOCTb CAMOCTOSITENIBHO MBIThCS MJIM OE€BATHCS, a
napamerp OOBIMHBIX 3aHATUH H3MepsieT 3(P(PEKTUBHOCTb «AEATEIBbHOCTH MO padore, yuele,
pabore mo noMmy, B ceMbe uiaM Ha gocyre». Ilo mapamerpy Oosb/IuckoMpOpT BONPOCHUK
3ampairBaeT pasMep 00aM WM AUCKOM(OpPTA y YeIoBeKa, a M0 MapaMeTpy TPeBOra/ienpeccus
OH 3amlpalInBaeT, HACKOJBKO UYeNOBeK OOECIIOKOSH WM TIOAaBIeH. PecroHIeHThI
CaMOCTOSITEJIbHO ~ OLIEHMBAIOT CBOM ypOBEHb TSDKECTsl JJII  KaXAOro IapaMerpa
ucnonb3oBaHueM TpexypoBHeBoil (EQ-5D-3L) wim msaruypoBueBoit (EQ-5D-5L) mkanel. B
pe3yJbTaTe, MCIOJb3ysi OPUTHHAIBHBIA TPEXypPOBHEBBI HHCTPYMEHT, COCTOSIHHE 3I0POBBS
YeJIOBeKa MOJKHO ONPEACTIHTh C MOMOLIBKD S5-3HAYHOro yucia B auamasone ot 11111 (Ges
npobiemMbl Mo BceM mapamerpam) 10 33333 (cepbesHble mMpoOJEeMBI MO BCEM MapameTpam).
12321 yka3piBaeT Ha OTCYTCTBHE NPOOJEeM C TOABHKHOCTBIO W TPEBOTOM/IEnpeccuet,
HeOopIIne POOJIEMBI C YXOIOM 32 CO0ON 1 OO/ TUCKOM(OPTOM U Cephe3HbIE MPOOJIEMBI B
0ObIYHOMN JesiTeNbHOCTH. TloTeHnuanbHO cymectsyeT 243 (= 3°) pasnuuHbIX COCTOSIHHMIA
310pOBBsi. B 4WacTH OLEHKM PECNOHIEHTHI OLEHHBAIOT CBOE O0INEe COCTOSHHE 370POBbS C
UCTIONb30BAaHUEM BH3YallbHOM aHanorosoi mkainel (EQ-VAS), ykassiBaromiei moynoxeHust BIOJIb
HETIPEPbIBHON JIMHUM MEXAY JABYMS KOHEYHBIMH TOYKaMU. B HEKOTOpBIX BapHaHTax
OCYILIECTBIIEHHs KJIMHUYECKH 3HaunMoe yiyumenne EQ-5D mammenTta Moxer ObITh OTPa)KeHO B
BUJI€ YBEJIMUEHUs OLIEHKH (Hampumep, rnocie 1 Mecsua JedeHust).

OcHoBHBIMU ~ HampaBieHusMH  JiedeHuss MG sBusrorcss  mHruouropsl  AChE,
UMMYHOJIETIDECCAHTBl M HMMYHOMOAYJMpYomas Tepanus. B nerkoit ¢opme 3abonesanus
NepBOHAYAIBHO HUCTONB3YIOT MHruoutopel AChE. OTu cpencrsa BKIIOUAIOT MUPUIOCTUTMUH,
HEOCTUTMUH U 3ApoQoHUYyM, U HX 3(QeKTHBHOCTb BapbupyeTcs B IIHUPOKHUX Mpeenax.
ITarmentoB ¢ reHepanuszoBaHHass MG jewar koprtukocrepoupamu. K coskaneHuro,
KOPTHKOCTEPOHBl OOBIMHO OTJIMYAIOTCS OTCPOYEHHBIM HAacTymieHueM s¢dexra. M3-3a unx
MHOTOYHCJICHHBIX MOOOUYHBIX 3P PEKTOB ISl JOITOCPOUHOTO JICYEHHsI, KOTOPOE YacTO MOKAa3aHO
11 XPOHUYECKHUX COCTOSTHUM, Takux kak MG, pekoMeHaoBaHa caMasi Hu3kas apexTrBHas no3a
KopTuKocTepounoB. [IIMPOKO HCHONB3YIOT APYrue HECTEPOUAHBIE HMMYHOCYIPECCHUBHBIE
(NSID) cpenctBa, KOTOpbIE BKIIOHAKOT aszatuonpuH (AZA), mukodeHonaT ModeTH,
uKJocopuH, uukinopochamun u purykcumad. OmHako, 3P(GHEKTUBHOCTP MHOTHUX U3 3THUX
NpenapaToB BapbUPYeT B IMUPOKUX MpeAesaX y MalHUEHTOB, 3aHMMAeT MHOTO BPEMEHH IS
nonyuenus 3¢dexra u umeer MHOrouncineHuble Hebmaronpusitabie nocnencTsus. Gilhus NE et
al. Autoimmune Dis. 2011: 847393 (2011).

ITnazmoodmen (PE), mmmynoancopbunio n IVIg MCONB3YIOT Uil KPAaTKOBPEMEHHOTO
neueHnss oboctpeHnmii MG W KOrga HYXKHO TMOJYYUTh OBICTPBIA KIMHUYECKUH OTBET.
ITna3mMo00MeH BpEMEHHO CHIDKAET KOHLEHTPAIMH UUPKyIupyomux antaren npotuB AChR ny
OOJNBLTMHCTBA MALMEHTOB MPHUBOANT K YJIYULICHUIO B TEUEHHE HECKONbKHX nHeH. OObMHO, A
yIy4IIeHUS MBIIIEYHOH CHJIBI WM OOJIEr4eHUs] MHACTEHMYECKOro KpHu3a OAMH OOMeH,
yIAJSIOIUI OT OAHOTO 10 ABYX OOBEMOB IJIa3Mbl, POBOASAT Yepe3 IeHb B OOLIEH CIOKHOCTH

OT YCTBIPEX OO MIECTU pPas. K COXKAJICHUIO, 3TO JICUCHHEC ABJACTCA HWHBA3HMBHBIM H HMCCT
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oObruHble moOOYHBIE 3(QexTh, Takue Kak THUIOTEH3Ws, TNapecTe3us, UWHPEKUUd W
TpoMOOTHUECKHE OCNOXHEeHUs. [VIg HmHMpoKo Hcmonb3yercs A MalUeHTOB ¢ 00OCTpeHHeM
MG, a pgaHHblE pPaHIOMHM3UPOBAHHBIX KOHTPOJMPYEMBIX MCCIENOBAHUN  MOKAa3bIBAKOT
s¢¢exTuBHOCTh, aHanormuHyro PE. MexaHusmel, ¢ nmomompro kotopeix IVIg mpusomsar k
YJIYYIIEHUIO, HE SICHBbI, HO JABE BA)KHbIE BEPOSITHOCTH NPENCTABISIOT COOOH KOHKYPEHLHUIO C
ayroaHTuTenamu (To ectb, csasbiBanue FcRn) u cesasbiBanue peunentopa Fc. BaxkHo oTmeTuTs,
yto 1o cpaBHeHuto ¢ [VIg mist PE u ummyHoancopOumm HabmronaeTcst 60see BbICOKAsi CTETEHb
CHIDKEHHsI ayTOAHTUTeN, Oosiee ObICTpOe Hadajno u Oojnee Xopowias KJIMHUYECKas
3¢ ¢exTuBHOCTh. bBICTpOe Ha4YaNo Ba)XHO [UI JICYEHHs MAMEHTOB, HCIBITHIBAOIINX
oboctpenusi. Liu J et al. Ther. Apher. Dial. 14(2): 153-160 (2009); Meriggioli MN et al. Lancet
Neurol. 8(5): 475-490 (2009).

B HexoTOpBIX BapuaHTaX OCYIIECTBICHHUS YCIELIHOE JIeYeHHEe OOOCTPEHHsS] MHUACTEHUH
I'paBUC WM T€HEePaJIN30BaHHON MUACTEHUH IPaBUC MPUBOAUT K yiydlleHuto oueHku MG-ADL
no MeHblIeil mMepe Ha 1 Oamn. B HEKOTOpPBIX BapuaHTAaX OCYINECTBJICHHS YCIEIIHOE JICYSHHE
00OCTpEeHHS] MHMACTEeHMH TPaBHC MM TE€HEPAITU30BAHHOW MHMACTEHHHM T'PAaBHC NPHUBOIHUT K
ynyumennto oueHkd MG-ADL mo menbineli mepe Ha 2 Oamna. B HexkoTophIXx BapHaHTax
OCYLIECTBIIEHHsI YCIEIIHOE JIEYeHHe OOOCTPEHHS MHMACTEHHWH TPABUC WIM Te€HEpPaIN30BAaHHON
MHACTEHHH IPABUC MPUBOIUT K yiyuieHuto onieHkn MG-ADL no menbieit mepe Ha 3 6ama. B
HEKOTOPBIX BaPUAHTAX OCYLIECTBICHHs YCIELUIHOE JeueHne 000CTPEHNsI MUACTEHUU IPaBUC HITU
reHepann30BaHHON MHUACTEHUU IPAaBUC NMPUBOAUT K yiy4dluieHuto oueHku MG-ADL no MeHblieit
Mepe Ha 4 Oanna. B HEKOTOpPBHIX BapuaHTaX OCYIIECTBJICHHUS YCHEIIHOE JIeYeHHE OOOCTPEHUs
MHUACTEHUH IPAaBUC WU T€HEPAIN30BAHHON MMACTEHUH IPABUC NMPUBOJAUT K YJIYULIEHUIO OLIEHKU
MG-ADL no meHblieit mepe Ha 5 0anoB. B HEKOTOPBIX BapUaHTAaX OCYIIECTBIICHHS YCIIEIIHOE
JedeHue 00OCTPEHHs] MHACTEHUH I'PABHC WM MEHEPAIN30BAHHONW MUACTEHHU I'PABUC MPHUBOJIUT
K yiayudmenuro oneHku MG-ADL mo menbiieid mepe Ha 6 OamnoB. B HeKoTOpeIX BapuaHTax
OCYLIECTBIICHHsI YCIEIIHOE JIeYeHHe OOOCTPEHHS] MHMACTEHHUH TPABUC WIH TeHEepPaJIn30BaHHON
MHUACTEHHH TPABHC MPUBOANT K yay4ineHuro oueHku MG-ADL no meHbleir mepe Ha 7 GaiioB.
B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHHUS YCIELIHOE JeUeHHe OOOCTPEHUs] MHACTEHUH TPABHC
WIM TeHepaju30BaHHOW MHACTEHHWU TPaBUC MPUBOAUT K yiydmeHuro oueHku MG-ADL mo
MeHbIel mMepe Ha 8 OamioB. B HEKOTOPBIX BapuaHTaX OCYINECTBJICHHS YCIEITHOE JICYEHHE
00OCTpEeHHs MHMACTEHMH TPAaBHC WM TE€HEPAITU30BAHHOW MHMACTEHHHM T'PABHC NPHUBOIHUT K
ynyumennto oneHkd MG-ADL mo menbineii mepe Ha 9 6auioB. B HEKOTOpBIX BapHaHTax
OCYILIECTBIICHHsI YCIEIIHOE JIEYeHHEe OOOCTPEHHS MHMACTEHHWH TIPABUC WIH TeHEepaJIN30BaAaHHON
MHUACTEHHH IPABUC MPUBOANT K yay4ineHuio oneHKkn MG-ADL no menbiueii mepe Ha 10 6aos.

B HexoTOphIX BapuaHTaX OCYIIECTBICHHUS YCIELIHOE JiedeHHe OOOCTPEHHs] MHUACTEHUH
IpaBUC WM M€HEPATN30BAaHHOW MHUACTEHUM I'PaBUC NPUBOAUT K yiaydlleHHro oueHku QMG mo
MeHbIe Mmepe Ha 1 Oamn. B HEKOTOpBIX BapuaHTaX OCYIIECTBJICHHs YCIELIHOE JICUeHHE
00OCTpEeHHs] MHMACTEeHMH TPaBHC MM TE€HEPATU30BAHHOW MHMACTEHMM T'PAaBHC NPUBOAUT K
ynyumenuto Oamna ouenku QMG no Messiiedl mepe Ha 2. B HEKOTOpBIX BapHaHTax

OCYILICCTBJICHH YCIICIHOEC JICUCHUC O6OCTpeHI/I$[ MHACTCHUU T'pPaBHUC WU FeHepaJ'[I/I3OBaHHOI‘/'I
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MHUACTEHHH TPABHC MPHUBOAUT K yhydmeHuro oneHkn QMG mo menbineil mepe Ha 3 Oanna. B
HEKOTOPBIX BapPUAHTAX OCYLIECTBICHHs YCIELUIHOE JeueHne 000CTPEHNsI MUACTEHUU I'PaBUC MU
reHepaln30BaHHON MHUACTEHMM TpaBUC MPUBOAMUT K yaydmieHuto oueHku QMG no mesbluei
Mepe Ha 4 Oanna. B HEKOTOpBIX BapuaHTaxX OCYINECTBJICHHUS YCHEIIHOE JieYeHHe OOOCTPEHUs
MUACTEHUH IPABUC UJIU T'€HEPATN30BAHHOW MUACTEHUH I'PABUC NPUBOJIUT K YJIYUYILIEHUIO OLICHKH
QMG 1o meHblel Mepe Ha 5 OamnoB. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS YCIELIHOE
JedeHne 00OCTPEHHs] MHACTEHUH I'PABHC WJIM MeHEPAIN30BAHHONW MUACTEHHH I'PABUC MPHBOIUT
K ynyumennto oueHkd QMG mo MeHblieir mepe Ha 6 OamioB. B HEKOTOpBIX BapHaHTax
OCYLIECTBIICHHsI YCIEIIHOE JIeYeHHe OOOCTPEHUS MHMACTEHUH TPABUC WIH TeHEepPaJIn30BaHHON
MHUACTEHHH IPABUC MPUBOIUT K yiydlieHuto oueHku QMG nmo menbinell mepe Ha 7 Gayuios. B
HEKOTOPBIX BapUAHTAX OCYLIECTBICHHS YCIEUTHOE JeueHne 000CTPEHHsI MUACTEHUHU TPaBUC HITH
reHepaln30BaHHON MHUACTEHMU TpaBHUC MPUBOAMUT K yaydmieHuto oueHkd QMG no mesblueit
Mepe Ha 8 OamioB. B HEKOTOPBIX BapHaHTAX OCYLIECTBJICHHS YCIEIIHOE JIeYeHHEe O0OCTPEHUs
MHACTEHUH IPABUC UJIU F'€HEPATN30BAHHON MUACTEHUH I'PABUC NPUBOJAUT K YJIYUYIIEHUIO OLICHKU
QMG no menbmeit Mepe Ha 9 OammoB. B HEKOTOPBIX BapwaHTaX OCYIIECTBJICHHS YCIEIIHOE
JeueHne 00OCTPEHUs] MHACTEHUH TPABUC WIIM T'€HEPATM30BAHHOW MHACTEHHH I'PABUC MPHBOIHT
K yayumenuro otneHkn QMG no menblueli mepe Ha 10 Oanos.

B HexoTOphIX BapuaHTaX OCYIIECTBJICHHUS YCIEIIHOE JiedeHHe OOOCTPEHHs] MHUACTEHUH
IpPaBUC WM M€HEPATU30BAHHOW MMUACTEHUHU I'PaBUC NMPUBOAUT K ynayuueHuro oueHku MGC no
MeHbInel Mmepe Ha |1 Oamn. B HEKOTOpBIX BapuaHTaX OCYIIECTBJCHHS YCIELIHOE JICUeHHE
00OCTpeHHs] MMACTEeHMH TPaBHC HJIM TE€HEPAIU30BAHHOW MHMACTEHMM T'PaBUC NPUBOAUT K
ynyumenuto oneHku MGC mno MeHnbiueid mepe Ha 2 Oamna. B HeKOTOpBIX BapuaHTax
OCYIIECTBJICHHsI YCIIEIIHOE JieueHne OOOCTPEHHMs MHUACTEHHM TPAaBUC WIH Te€HEePaJH30BAHHOM
MHACTEHUH TPABUC NMPUBOAMT K yiyurneHuro oueHkn MGC no menbineit mepe Ha 3 Oamra. B
HEKOTOPBIX BApPHAHTAX OCYILIECTBJICHHs YCIIEIIHOE JeUeHne OOOCTPEHNST MHACTEHUH IPABUC MITH
reHepaJn30BaHHON MHUACTEHUM TPaBUC NMPUBOAUT K yiayumieHuro oueHkd MGC mo meHbliei
Mepe Ha 4 Oamna. B HEKOTOpPBHIX BapuaHTAX OCYIIECTBJICHHUS YCIEIIHOE JIeYeHHE OOOCTPEHUs
MUACTEHUH IPABUC UJIU T'€HEPATN30BAHHON MUACTEHUH I'PaBUC NPUBOJIUT K YJIYUILIEHUIO OLICHKU
MGC no menbmeii mepe Ha 5 OamioB. B HEKOTOPBIX BapuUaHTAaX OCYINECTBIIECHUS YCIIELIHOE
JeyeHne 00OCTPEHUS] MHACTEHUH TPABUC WIIM T'€HEPATH30BAHHOW MHACTEHHH I'PABUC MPHBOIMT
Kk ynyumennto oueHkn MGC mo meHeineld mepe Ha 6 OajuioB. B HEKOTOPBIX BapHaHTax
OCYLIECTBIICHHsI YCIEIIHOE JIeYeHHe OOOCTPEHHS MHMACTEHHWH TIPABUC WIH Te€HEepPaJIN30BaHHON
MHACTEHHH IPAaBUC MPUBOAUT K yiyumennto oneHkn MGC no mensineii mepe Ha 7 Gamios. B
HEKOTOPBIX BapPUAHTAX OCYLIECTBICHHS YCIELUTHOE JeUeHne 000CTPEHUsI MUACTEHUU TPaBUC HITH
reHepaln30BaHHON MHUACTEHMM TpPaBUC NPUBOAUT K yinydmeHutro oueHkd MGC no MeHbluei
Mepe Ha 8 OamioB. B HEKOTOPBIX BapHaHTAaX OCYLIECTBJICHHS YCIEIIHOE JIeYeHHEe O0OCTPEHUs
MUACTEHUH IPABUC UJIU F€HEPATU30BAHHON MUACTEHUH I'PaBUC NPUBOJIUT K YJIYUYIIEHUIO OLICHKU
MGC no menbeit mepe Ha 9 OamtoB. B HEKOTOPBIX BapuaHTAaX OCYIIECTBIIEHUS YCIICLIHOE
JeueHne 00OCTPEHUs] MHUACTEHUH TPaBUC WIIM T'€HEPATM30BAHHOW MHACTEHHM I'PABUC MPHUBOIMT

K yayqmennto oreHkd MGC no menbiueit mepe Ha 10 6anmnos.
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B HexoTOphIX BapuaHTaX OCYIIECTBICHHUS YCIELIHOE JiedeHHe OOOCTPEHHsI MHUACTEHUH
IrpPaBUC WJIM TEHEPAIN30BAHHOM MMACTEHUM TPABUC MPUBOAUT K YJIYUYLIEHUIO OLIEHKH
MGQoL15r no menbinei mepe Ha 1 6an. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHHS YCIICITHOE
JeueHre 00OCTPEeHUs] MHUACTEHUU TPaBUC WIIM T'€HEPATM30BAHHOW MMACTEHUM I'PABUC MPUBOIMT
K yayqmenuo oueHkn MGQoL15r mo meHbweit mepe Ha 2 Gaymuia. B HEKOTOpBIX BapuaHTax
OCYIIECTBJICHHsI YCIIEIIHOE JieueHne OOOCTPEHHMs MMACTEHHM TPAaBUC WIM Te€HEePaJH30BAHHOM
MHUACTEHHH IPABUC PUBOIUT K yaydineHuro oueHku MGQoL 151 mo mMeHbIuel mepe Ha 3 Oasna.
B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHHUS YCIELIHOE JieUYeHHe OOOCTPEHUS MHACTEHUH TPABHUC
WIM TFeHepaj30BaHHOW MHACTEHMM IPaBHUC MPHUBOAUT K yayuuieHHto oueHkn MGQoL15r mo
MeHbIlel Mepe Ha 4 Oamna. B HEKOTOPBIX BapHaHTaxX OCYIIECTBJICHHs YCIEIIHOE JIEYCHHE
00OCTpEeHUs] MHMACTEHMH TPAaBHC MM TE€HEPATU30BAHHOW MHACTEHHHM T'PABUC NPHUBOIHUT K
ynyumennto orieHkn MGQoL15r mo meHbmieir mepe Ha S5 OamnoB. B HEKOTOpBIX BapHaHTax
OCYILIECTBIICHHsI YCIEIIHOE JIEYeHHEe OOOCTPEHHS MHMACTEHHWH TIPABUC WIH TeHEepaJIn30BaHHON
MHACTeHUM TIpaBUC NMPUBOAUT K yiaydmieHuro oueHku MGQoL15r mo menbiueli mepe Ha 6
OamnoB. B HEKOTOPBIX BapHaHTaxX OCYLIECTBIEHHS yCIIEUIHOE JIeYeHHe OOOCTPEHHsI MUACTCHUN
rPaBUC WJIM TEHEPAIN30BAHHOM MMACTEHUM T[PAaBUC MPUBOAUT K YJIYUYIIEHUIO OLIEHKHU
MGQoL15r mo wmenbmeii mepe Ha 7 OamioB. B HEKOTOpBIX BapHaHTaX OCYILIECTBICHUS
yCIIEIIHOE JIeYeHHe OOOCTPEeHUS] MUACTEHUH I'PABHUC MIIM MEHEPATN30BAHHOW MHACTEHHU TPABHUC
npuBoIUT K ynydmennio oneHkd MGQoL15r mo menbineit mepe Ha 8 OamioB. B HexoTOpBIX
BApPUAHTAX OCYILIECTBIEHMUs YCIEIIHOE JiedeHHe OOOCTPEHUs MHMACTEHWH TPaBHC WIH
reHepaJM30BaHHON MMAaCTEeHUM TpaBUC MNPUBOAUT K yiaydineHuro oneHku MGQoL15r mo
MeHbIel mepe Ha 9 OamioB. B HEKOTOpBIX BapuaHTaX OCYIIECTBJICHHs YCICIIHOE JICYCHHE
00OCTpeHHs] MMACTEeHMH TPaBHC MM TE€HEPAJIU30BAHHOW MMACTEHMM TI'PaBHC NPUBOAUT K
ynyuiiennto oneHkd MGQoL 151 no menbleii mepe Ha 10 6asios.

B HEKOTOpBIX BapHaHTax OCYIIECTBIEHHUs BBEIEHUE BbIIEIEHHOrO aHTaroHucra FcRn
yJIy4llaeT OAWH WJIM HECKOJBbKO INOKa3aTesiel TepaneBTUYEeCKON OLEHKHM MHACTEHUHU TPaBUC Y
cyObeKkTa, BBIOMPAEMBIX M3 TPYIIIbI, COCTOALICH M3 KOJUYECTBEHHON OLEHKH MHACTEHHH IPABHC
(QMQG), oueHKH KHU3HENETENbHOCTH Npu MuacTenun rpasuc (MG-ADL), cymmapHOW OLEHKH
muactenun rpaBuc (MGC), mkanbl OLIEHKM KAa4ecTBa SKM3HU MPH MHACTEHHWU TpaBUC MO 15
nyHktaM (MGQoL15r) u onenku no S mapamerpam EuroQol (EQ-5D).

B Hekoropeix BapmaHTax ocymectBieHus oueHka QMG mnoseimaercs Ha 8, 15, 22, 29
unn 36 neHb MO CPaBHEHHUIO C UCXOAHOH oueHkor QMG mpu u3MepeHHH mnepeln BBEACHHEM
BbleNeHHOro aHtaroHucra FCRn B 1 neHb. B HEKOTOpBIX BapHaHTax OCYILIECTBJEHHS OLICHKA
QMG cHmxkaercst o MeHbIel Mepe Ha 3 Oamta Ha 8, 15, 22, 29 unu 36 1eHb MO CPABHEHUIO C
ucxonHou oueHkoit QMG npu u3MepeHnn nepen BBeASHHEM BblieIeHHOro anTaronucta FcRn B
1 nenp. B HekoTOpBIX BapuaHTax ocyuiecTBieHus oneHka QMG cHuxaeTcs Mo MeHblIel Mepe
Ha 4 Oamma Ha 8, 15, 22, 29 umm 36 neHp MO CpPaBHEHHIO C MCXOAHOHN ouenkor QMG mpu
M3MEPEHUHN Nepes BBEACHHEM BbleaeHHOro antaronucta FcRn B 1 nens.

B HekoTopsix BapuanTax ocyiuectsieHus oneHka MG-ADL noseimaercs Ha 8, 15, 22,

29 unu 36 geHb MO CpaBHEHUIO C ucxoaHoW oueHkod MG-ADL npu usmepeHuu nepen



32

BBEJCHMEM BblfeeHHOro anraroHucra FcRn B 1 nenp. B HEKOTOpPBIX BapuaHTax
ocymectsieHus: oneaka MG-ADL cHuxaercst mo MeHblieir Mepe Ha 2 Oamna Ha 8, 15, 22, 29
uiau 36 neHb MO CPaBHEHUIO ¢ UCxOoAHOU oueHkoil MG-ADL npu usmepeHuu nepes BBEACHUEM
BbIeNeHHOro anraroHucra FcRn B 1 neHb. B HEKOTOpBIX BapHaHTax OCYILUECTBJEHHs OLICHKA
MG-ADL cHukaercst o MeHbLIeit mepe Ha 3 OGayta Ha 8, 15, 22, 29 unu 36 neHb Mo cpaBHEHHIO
¢ ucxoanoi ouenkor MG-ADL npu uzMmepeHun nepesa BBEICHHUEM BbIICIIEHHOTO aHTArOHUCTA
FcRn B 1 nens.

B Hekotopeix BapmaHTax ocyuiectBiaeHus ouenka MGC nmossimaercst Ha 8, 15, 22, 29
unn 36 meHb Mo CpaBHEHUIO ¢ UCXOomHoH ouneHkod MGC mpu usMepeHMM Tiepel BBEACHHEM
BbIeNieHHOro aHtaronucra FCRn B 1 neHb. B HEKOTOpBIX BapHaHTax OCYIIECTBJEHUS OLICHKA
MGC cHuxaercs o MeHblel Mepe Ha 4 6amia Ha 8, 15, 22, 29 wiu 36 aeHb MO CPaBHEHHIO C
ucxonHou oneHkoit MGC npu u3MepeHnu nepes BBEICHUEM BbIIEIEHHOTO aHTaroHucta FcRn B
1 nenp. B HexoTOpbIX BapuaHTax ocyiecTsieHus oueHka MGC cHuxkaercs mo MeHbluell Mepe
Ha 5 OamnoB Ha 8, 15, 22, 29 wiu 36 neHb Mo CpaBHEHHIO ¢ ucxonHOU oneHkor MGC mpu
WU3MEPEHNUH Nepe]] BBEICHUEM BblieIeHHOro anraronucra FcRn B 1 nens.

B HekoTopeix BapuaHTax ocyuectsieHus ouenka MGQoL15r noseimaercs Ha 8, 15, 22,
29 wnu 36 neHp MO CpaBHEHHIO ¢ uUcxonHou oueHko MGQoL15r mpu m3mepeHuu nepen
BBEJCHUEM BblfeJeHHOro anraroHucra FcRn B 1 nenp. B HEKOTOpBIX BapuaHTax
ocymectsieHus: oueHka MGQoL15r cHmkaercss o MeHbInel mepe Ha 3 Oamta Ha 8, 15, 22, 29
unn 36 1OeHb MO CpaBHEHMIO ¢ ucXxomHoM oueHkoil MGQoLI1Sr mpu usmepeHun mnepen
BBeJCHUEM BblfeseHHOro anraroHucra FcRn B 1 nenp. B HekOTOpBIX BapuaHTax
ocymectsieHus: oeHka MGQoL15r cHmkaercss o MeHbInel mepe Ha 4 Oamta Ha 8, 15, 22, 29
unu 36 1OeHp IO CpaBHEHMIO ¢ HUCXOomHOM oueHkoil MGQoLI1Sr mpu usmepeHun mnepen
BBEJICHHEM BbIICIEHHOTO aHTaronucra FcRn B 1 ness.

B HEKOTOpBIX BapHaHTax OCYIIECTBIEHHUs BBEIEHUE BbIIEIEHHOrO aHTaroHucra FcRn
CHIDKAET TPOSIBICHHE ONHOTO WJIM HECKOJIbKMX KJIMHUYECKUX CHMITOMOB TI'€HEpaJu30BaHHOMN
MHUACTEHUH IPABUC, BBIOUPAEMBIX U3 TPYIIbI, COCTOSIIEN U3 YTOMIIEHHUS WU CIa00CTHU TIa3HbIX
MBIIIL, YTOMJIEHUSI WM CJA0OCTH CKEJIETHBIX MBIIIL, YTOMJICHUS WIH CJIA0OCTH JbIXaTeIbHBIX
MBIIIL, WHBAIMAU3UPYIOIIETO YTOMJICHHS, HEBHSATHOW pE€YM, YAYLIbS, HAPYLIEHUs TJIOTAHUS,
3aIBOGHUSI WJIM HEYETKOCTH 3peHusi, TpeOyrolleidl MOMOINM HEMOABIKHOCTH, OJBIIKA U
NBIXATEJIbHON HEJOCTATOYHOCTH.

III. Antaroructer FcRn

Crioco0bI, pacKphITbIe B JAHHOM JOKYMEHTE, OOBIMHO BKJIFOYAKOT BBEIAEHUE CYOBEKTY
3¢ ($eKTUBHOrO KOJNMYECTBAa BbACTICHHOTO aHTaroHucra FcRn. Antaronuct FcRn murunbupyer
cBsi3bIBaHUE coneprkamux Fc areHToB (Hampumep, aHTUTEN M MMMyHOanresmHoB) ¢ FcRn in
VIVO, YTO TPHUBOAUT K YBEIMUYEHUIO CKOPOCTH PAa3JIOKEHHs coaepkamux Fc areHToB u
OIHOBPEMEHHO K NMTOHMKEHUIO YPOBHS 3THUX Ar€HTOB B CBIBOPOTKE.

B HekOTOpBIX BapHaHTax OCyLIeCTBIEeHHs aHTaroHUCT FcRn crnenmduueckn csa3bIBaeTcs
¢ FcRn ¢ noBbleHHON ap(UHHOCTBIO M TMOHIKEHHOW 3aBUCUMOCTBIO OoT pH oTHOcuTEnbHO

HaTuBHOU Fc-oOmactu (Hampumep, anraronuctsl FcRn, packpeiTbie B maHHOM nOoKymeHTe). B
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o0mem, 3Tu anTaroHucTel FCRn conepskat Bapuantnyro Fc-o0nacte nunu ee FcRn-cBs3biBaromuit
¢dparmenT, koropelii cneunpuueckn cBszbiBaercs ¢ FcRn ¢ moeimensoit adpduuHOCTHIO U
NOHMKEHHOW 3aBUCHMOCTBIO 0T pH oTHOcurenbHO HatuBHON Fc-obmactu. B HexoTopbIx
BapuaHTax ocymecTBieHuss aHtaroHucT FcRn crnenuduyeckun cwssbBaercs ¢ FcRn ¢
NOBBILIEHHON a((GUHHOCTBIO U MOHIKEHHOW 3aBUCHMOCTBIO OT pH orHOocurensHO Fc-obmactu
IgG nukoro Tuma, Hampumep, Fc-obmactu IgGl nmukoro Tuma. B HekoTOopeIX BapHaHTax
ocymectsieHnss aHtaroHucT FcRn cnemmguueckn cBssbiBaercss ¢ FcRn ¢ moBwlmeHHOM
a(pUHHOCTBIO M TIOHIKEHHOW 3aBHCUMOCTBIO 0T pH oTHOCcUTenbHO Fc-00macTu yenoBedeckoro
IgG nukoro tumna, Hanpumep, Fc-o0nactu yenoseueckoro IgG1 nukoro tuma.

i. BapuanTnsbie Fc-061actu ¢ AkTuBHOCTBIO cBsi3bIBaHHs FcRn

B HexoTOpbIX BapuaHTax OCYINECTBIEHHs BblAeNeHHbIM aHTaroHucroM FcRn sBnsercs
anTuTeNno win ¢parment Fc, comepxaimuil win coctosiiuii u3 BapuanTHOH Fc-o0mactu winm ee
FcRn-cBsi3piBaroiero ¢parmMeHTa.

B HexkoTOpbIX BapwaHTax ocyuiecTBieHHss Fc-momeHbl BapuantHO# Fc-obmactu mmm ee
FcRn-cBs3piBaromero ¢pparmenta copepxar aMuHOKUCiIoTel Y, T, E, K, F u Y B no3umusix EC
252,254,256, 433, 434 u 436, COOTBETCTBEHHO.

B HekoTOpBIX BapHaHTax OCYINECTBJIEHHs BapuaHTHas Fc-o0macTe mpencTaBisier
BapuaHTHyI0 Fc-obmacte IgG. B HEKOTOpBIX BapuaHTax OCYINECTBJIEHUs BapuaHTHas Fc-
oOyactpb npencrasisier BapuanTHyto Fc-obmacts IgGl.

B HekoTOpBIX BapMaHTax OCYINECTBJIEHHs BapuaHTHas Fc-o0macTe mpencraBisier
BapuaHTHyI0 Fc-oOmacte denoBedeckoro IgG. B HeEKoTOpbIX BapwaHTax OCYIIECTBJICHUS
BapuaHTHas Fc-o0macts npencrasisier BapuantHyto Fc-o0nmacts uenoseueckoro IgGl.

B HekoTOpBIX BapuaHTaxX OCYLIECTBJICHHsS BbIIeJNeHHAs BapuaHTHas Fc-o0macTs
(nampumep, BapuaHTHass Fc-oOmacte, comepskamnas amuuokuciotel Y, T, E, K, F u Y B
nosuumsx EC 252, 254, 256, 433, 434 wu 436, COOTBETCTBEHHO) MpenacTaBisieT Ooee
s¢¢exTuBHBI aHTaroHUCT FCRn in vivo, 4eM MOJHOpa3sMepHOEe aHTUTEJIO, COAepIKaIlee TaAKYIO
ke BapuaHTHyK Fc-obmactb. COOTBETCTBEHHO, B HEKOTOPBIX BAapHUAHTAX OCYIIECTBIICHUS
koMno3uuuu aHtaronucra FcRn He copep:kar mosHOpasMepHble aHTUTeNa. B HEKOTOpPBIX
BapUaHTax OCYLIECTBIEHHs KOMNO3uLMHU anTaroHncra FcRn He conepskaTt BaprabOenbHbIi qOMEH
aHTUTeNna. B HEKOTOpPBIX BapuaHTax OCYILIECTBJICHMs KOMIO3MLMU aHTaroHucra FcRn He
comep:kat BapuabenpHbIN 1oMeH win nomeH CHI anTurena. OmHako, B HEKOTOPBIX BapHUaHTax
OCYILIECTBIIEHHsI KOMIIO3MLIMK aHTaroHucra FcRn moryTt comepxkath BapuaHTHYHO Fc-o0macts,
CBSI3aHHYIO C OJHUM WJIM HECKOJbKMMHM JAOIOJHUTENbHBIMU CBSI3bIBAIOIIMMU JAOMEHAMHU WU
¢dparmeHTaMH, COAEPIKAIUMH BaPHAOEIbHBIC JOMEHBI aHTUTEIT.

Jins KMCnonbp30BaHMsT B KOMMO3ULMAX aHTtaroHucra FcRn, packpeIThIX B JaHHOM
IOKYMEHTE, MOXKHO M3MEHUTh 00y Fc-o0macte ninst BeipaboTku BapuanTHoW Fc-oOmactu. B
obmem, Fc-obmacte mnu ee FcRn-cBs3piBarommii ()parMeHT NPOMCXOAUT U3 YEJOBEYECKOTO
umMmyHoroOynHa. OqHAKO AOJDKHO OBITh MOHSATHO, 4TO Fc-00macTh MoxeT ObITh MOJTydeHa U3
UMMYHOIJIOOYJIMHA MJIEKONUTAIOINUX JIFOOBIX APYrUX BHJOB, BKJIKOYAs, HANpUMeEp, BUAbBI

Camelid, rppByHOB (HampuMep, MBIIIM, KPbICHl, KPOJUKA, MOPCKOM CBHUHKH) WJIH BHIOB HE
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SBJIIOIINXCST YEJIOBEKOM NMPHUMATOB (Hampumep, muMmnan3e, Makak). Kpome toro, Fc-obmacts
WIN €€ Y4aCTOK MOXET OBITh MOJy4YeHa U3 MMMYyHOrJIOOyinHA JII00oro kiacca, Bkirovas IgM,
IgG, IgD, IgA u IgE u nmmyHornoOynuna moboro usoruna, skiodas IgG1l, 1gG2, 1gG3 u IgG4.
B nexoropeix BapmaHTax ocyuiectieHus Fc-oOnactero sBnsiercsa Fc-obmacte IgG (Hanmpumep,
obnactp yenosedeckoro IgG). B HexkoTophIX BapuaHTax ocymecTieHus Fc-o0macTeio sBisercs
Fc-obnmacte IgGl (mampumep, oOmactb yenoseueckoro IgGl). B HekoTOpeIX BapHaHTax
ocymectieHnss Fc-o0Omacteio  siBisiercst xuMmepHast Fc-oOmacth, comepskamasi y4acTKH
HECKONIbKMX pasHbix objactreir Fc. Ilomxonmsimue mnpumepbl XuMepHbIX oOnacredi Fc
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