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OIIMCAHUE U3OBPETEHUA
2420-564443EA/032
CIHOCOBbI UBMEHEHUA COCTABA TEJIA
[0001] Jannas 3asBka nogana 1 maprta 2019 r. B Bune mexnyHnaponsoii 3assku PCT Ha
BbIJAUy TATE€HTa U WCHIpAIINBAeT MpuopHUTeT npeasaputenbHoi 3asBku CIIIA Ne 62/637017,
nopanHou 1 mapra 2018 r., packpeITHe KOTOPOW MOJHOCTBIO BKJIKOYEHO B JAHHBIM JOKYMEHT
MOCPENCTBOM CCBUIKU.

Crucok nocjaeaoBaTeJbHOCTeH

[0002] JanHast 3asiBKa COAEPKUT CIICOK IMOCIEOBATEIbHOCTEH B 3JIGKTPOHHOM (hopmare,
o3ariasneHHbIN « Sequence-Listing-40848-091WOU 1», koroperii 6bu1 co3nan 1 mapra 2019 r. U
umeet pasmep 288 kunodaiit (KB) (295202 Gaiita). Conep:xumoe txt daiina «Sequence-Listing-
40848-091USU1» BK/IIOYEHO B JAHHBIN JTOKYMEHT IMOCPEACTBOM CChUIKH.

00J1acTh TEXHUKH, K KOTOPOH OTHOCHTCS H300peTeHue

[0003] Hacrosimee n3oOpeTeHHe OTHOCHTCS K KOMIIO3HLMSAM H CIOCO0aM HM3MEHEHUS
cocTaBa Tena y cyobekra. KoMnosuimu u cnocoObl TakyKe CHUKAIOT XKHPOBYIO MacCy y cyObeKTa.
Komnosunuu u cnocoObl Takke yBEIUUUBAIOT 00OBbEM MBI W/HIH OE3KUPOBYIO Maccy Tena y
cyObekTa. bonee koHKpeTHO, M300peTeHHe OTHOCUTCS K KOMIIO3UILIMSAM, KOTOpPbIE COAEpIKatr
unruourop GDF8 u nHrnburop aktiuBuHA A, M K IPUMEHEHUIO TAKUX KOMITO3ULIUI JUIsl JIEYEHUSI
3a00J€eBaHN W PACCTPOMCTB, XapaKTEPH3YIOIIMXCS MOBBILIEHHOH >KHUPOBOM Maccoil u/min
YMEHBIIEHHBIM 00bEMOM MBIIIL WA YMEHbIIEHHON 0e3:KUpOBOI Maccoil Tea.

IlpenuiecTBYIOIHH YPOBEHDb TEXHHUKH

[0004] ®axTop pocta u nupdeperunpoBku 8 (GDF8, Takke U3BeCTHBIN KaK MHOCTATHH),
NpPEeACTaBIsieT COOON CEKPEeTHPYEMbIl JIMTaHA, MPUHAJICKAIUN K CyrnepceMencTBy (pakTopoB
pocta - Tpanchopmupyromue pakropel pocta B (TGF-B). GDF8 urpaer ueHTpasbHyIO poJib B
Pa3BUTHH M TIOANEPKAHUM CKEJIETHbIX MBIIIL, BBICTYIAsl B KAUe€CTBE HETaTHBHOIO PETyJISTOPA
MHOT€HE3a M MAaCChl CKEJEeTHbIX MbII. MyTauun MHOCTaTUHA (BKJIIOYAsh HOKAayT)
TPAHCIUPYIOTCS B (PEHOTHIIBI, KOTOPBIE MPENCTABIISIOT COOOH MPENMYIIECTBEHHO YBEJIUNYEHHYO
MBIIIEYHYI0 MacCcy, HO MOTYT COCTOSITh B PAa3IMYMsIX B MycCKyJaType (OOiblie MbIIIEYHbIX
BOJIOKOH), COCTaB€ MBIIIEYHBIX BOJIOKOH (0ObIIAs TUIOIIAAb TONIEPEUHOTO CEYSHHST MbIIIEYHBIX
BOJIOKOH), TOBBIIIEHHOM cooTHomeHnu 6enok//IHK u npyrux.

[0005] ArtuTena mporus GDF8 u TepaneBTryeckue CiocoObl paCKphIThI, Hampumep, B US
8840894. Anturena nmpotuB GDF8 Takke ynomuHarotcs, Harnpumep, B mateHtax CIITA NeNe
6096506; 7320789; 7261893; 7807159, 7888486; 7635760; 7632499; B nyOnuKanusix 3asiBOK Ha
nony4yenne mnateHToB NeNe 2006/0263354; 2007/0178095; 2008/0299126; 2010/0166764;
2009/0148436; m B myOnMKauusx MEXOYHAPOAHBIX 3asBOK Ha IOJNy4YeHHE MaTeHTOB NeNe
W02004/037861; W02007/047112; WO 2010/070094.

[0006] AKTHBUHBI MPUHAMJIEKAT K CyNepCEMENCTBY TpaHCHOPMUPYIOIUX (HAKTOPOB
pocra Oera (TGF-B) u okaspiBalOT OONBIIONW 1UANa30H OWOJIOTMYECKUX NEWCTBUN Ha
nponudepanuio, 1uhGepeHIIPOBKY, METa0OIN3M, TOMEOCTa3 M aIoMNTO3 KIJIETOK, a TaKXKe Ha

UMMYHHBI OTBET U BOCCTAHOBJICHHE TKaHEl. AKTMBUH A MpEACTaBIsIET COOOW rOMOIUMEp C



nucynb(QUIHON CBSA3bIO (ABE Lenu Oera-A), KOTOPBIN CBA3BIBAETCS U AKTUBUPYET reTEPOMEPHBIE
KOMIUIEKCHI perientopa cepuH-TpeoHnH kuHa3bl | Tumna (Act RI-A u Act RI-B) u Il Tuma (Act RII-A
u Act RII-B).

[0007] AnTuTena mpoTHB akTHUBUHA A W CIOCOOBI MX HCIOJB30BAHUS PACKPBITHL,
Hanpumep, B US 8309082; 9718881; u B myOnuKausix MeKAyHapOIHBIX 3asBOK HA MOJYYEHUE
nateHToB Ne W0O2008/031061.

[0008] Komnozuiuy, coaepkainue anturena npotus GDF8 u anturena npoTus akTUBUHA
A, ¥ TepaneBTHYECKHE CIIOCOOBI pacKpbIThI, Hanpumep, B US 8871209,

[0009] Osxupenue siBisieTcsi riodanpHOM TpobyieMoit st Oojiee ueM TPETH HaCeJeHUs
mupa. B Coeaunennbix Illtarax AmMepuku cpenHuil ypoBeHb OxupeHus mnpesbiaer 20%.
CroumocTb 3a00seBaHMiA, CBSI3aHHBIX C OKUPEHHEM, OrpoMHA U coctasiisieT 190,2 muunapna
JOJUIAPOB, UTO COCTaBIsAeT MpuMepHO 21% rogoseix MenuumHckux pacxonos B CIIIA. Oxupenue
- 3TO 3MUAeMHYecKoe 3a00JIeBaHNe, XapaKTePU3YIOIIEecs] XPOHMYECKUM BOCIIAJIEHUEM CpefHel
CTEMEeHU TSDKECTH, CBSI3aHHBIM C TUC(YHKIMOHANIBbHOW (TOBBIIIEHHOM) JKUPOBOM Maccoil. Y
y4acTHUKOB PPaMUHIE€MCKOTO HCCIIEIOBAHUS CepaLia a0JOMUHAIBHOE OXKMPEHUE ObLIO CBSI3aHO
¢ cepaedHo-cocyaucThiMu 3a0oseBanmsiMu (CVD) mocne momnpaBok Ha KJIMHHYECKHE (PaKTOPBI
pucka u obmee oxupenue. Britton JACC 2013 62; 921. HakonneHne BUCHEPATIbHOIO XXHPA B
OpIOIIHOH  MOJOCTH  MOJIOXKUTENIBHO  CBSI3aHO € MPOTPECCHPOBAHMEM  KOPOHAPHBIMU
HekampnupuIpoBaHHbMy Osiinkamu. Imai Atherosclerosis 2012. ITockonbKy BBICOKas! JKHPOBast
Macca CBs3aHa C TAKUMU CEPbE3HbIMU COCTOSTHUSIMHU, KaK 3aCTONHAsI cepiedHast HEOCTAaTOYHOCTb,
BBICOKOE KPOBSIHOE IaBJIEHHE/TUIIEPTOHMSI, TPOMOOIMOOIHS JIETOUYHON apTEePUU, OCTEOAPTPHT,
aumdenema, ractpodzodareanbHas — pedrOKCHas — OON€3Hb,  XPOHUYECKAash  MOYEeHHAas
HEIOCTATOYHOCTb, PaK, JKUPOBAsi OOJIE3Hb MEUSHH U IaXKe NENPECCHsI, COXPAHSIETCs MOTPEOHOCTh
B TEpaIny, CHIKAOIEH y CyOBeKkTOB OOy JKUPOBYIO MAacCy W/WIN aHIPOUAHYIO *KHPOBYIO
Maccy.

CvyIIHOCTHL H300peTeHus!

[0010] B omHOM acriekte n300peTeH e HAaMpaBJIeHO HA CIIOCO0 U3MEHEHUs COCTaBa TeJia y
CyOBEKTa, TO €CThb YBEJIWYEHUS MBIIIEYHOH MacChl M YMEHBLIECHHsS JKAPOBOH MacChl,
BKJIFOYAOLMI BBEACHUE CYOBEKTY MEPBOI KOMITO3ULINH, COiepsKatie 3¢ (HeKTUBHOE KOJTHYECTBO
uHruouropa GDF8, 1 BTOpO# KOMNo3uumu, coaepxrareii 3pPeKTHBHOE KOJTUIECTBO HHIHOUTOPA
aktuBuHa A. B gapyrom acmnekre n3oOpeTeHHE HampaBlIeHO Ha CHOCOO CTUMYJIMPOBAHUS
YMEHBIICHHS )KUPOBOH MacChl y CyOBEKTa, BKIIOUAIOLINHA BBeAeHUE CyOBeKTy 3((ekTHBHOrO
KOJIN4eCTBA KOMITO3UIHH, coaepskateit narnourop GDF8 u nnruburop akrusuHa A.

[0011] B npyrom acniekte n300peTeHrne HanpaBJIeHO Ha CIoco0 JieueHus 3a001eBaHUs WITH
PacCTPONCTBA, XapaKTEPU3YIOLIErOCs WIIA CBSI3aHHOTO € YBEJIUYEHHON KUPOBOM MaCCOM, MpU4eM
croco0 BKIIIOYAeT BBENEHHE HYXKTAIOIIEMYyCs B 3TOM CYOBEKTy NepBOH KOMITO3HUIIHH,
comepxkameit s¢pdexTuBHOe KommuecTBO uHTHOWTOpa GDF8, u BTOpOW KOMMO3WLINH,
comepxameil 3¢p¢dexkTuBHOE KonMM4ecTBO HHruOutopa aktuBuHa A. B npyrom acnekre
n300peTeHne  HampaBJIeHO Ha Ccrnocod JyiedeHus 3a0oneBaHUs MM PacCTPOICTBa,

XapaKTEePU3YIOLIEToCs WM CBA3aHHOTO C YBEJWYEHHOW JKUPOBOM MAacCOH, MpUYeM Criocod



BKJIFOYAET BBEIEHUE HY KAAIOLIEMYCS B 3TOM CyOBeKTY 3(p(peKTHBHOTO KOIMIECTBA KOMITO3ULIHH,
conepxameit uarnourop GDF8 u muruburop axtmBumHa A. B omHOM acmekte n3oOpereHue
HAIPaBJICHO HA CIIOCO0 M3MEHEHHUS COCTaBa Teja y CyOBEKTa, TO €CTh YBENIWYECHUS MBIIICTHON
Macchl M YMEHbBIIEHHs >KUPOBOW MAacChl, BKJIIOUAIOIINNA BBEAEHHE CYOBEKTY 3(PQPeKTHBHOrO
kommdectBa naruouropa GDF8 u s dexTrBHOE KOTMIECTBO HHIMOUTOPA aKTHBHHA A, TIPUYEM
NPOMCXOIUT HECYIECTBEHHOE N3MEHeHHe 001eil Macchl Tena. Takum 00pa3oM, B OJTHOM aCIeKTe
u300pereHust y cyObekra, KOTopoMy BBOAAT 3(dexTnBHOE KonmmuecTBo uHruoutopa GDF8 u
3¢ (eKTUBHOE KOJMYECTBO HMHIHOMTOpa akTHBHHA A, OyJeT MpOUCXOIUTh YBEIHUYEHUE
MBIIIEYHOH MAacChl OJHOBPEMEHHO C YMEHBIIEHHEM J>KUPOBOM MAacCChl, YTO TNPUBOIUT K
MUHHMMaJIbHOMY W/HIIN HECYI[ECTBEHHOMY U3MEHEHHUIO O0IIel MacChl Tena.

[0012] B onHoM acmekte m3o0peTeHne HampaBieHO Ha npuMmeHeHue uaruouropa GDF8
u/unyu MHruOuTOpa aKkTUBMHA A Ui IOJIyYEHHs JIEKAPCTBEHHOIO CPEACTBA Ui TOCTHIKEHUS
yMEHbIIEHHUs JKUPOBONW Macchl y cyOpekTa. B apyrom acnekrte n300peTeHHE HANpaBJICHO Ha
npumeneHne naruouropa GDF8 n/unu nHrnOuropa akTMBHHA A /1151 IOJTy Y€HHS JIEKAPCTBEHHOT'O
cpeacTBa Ui JiedyeHus: 3a00JeBaHUs WM PAaCCTPOMCTBA, CBS3aHHOTO C YBEJIMYEHHOH JKUPOBOM
Maccoll y cyObexTa.

[0013] B HEKOTOpBIX BapHaHTAaX OCYINECTBIECHUS mpencrasieH uHruourop GDF8 s
NPUMEHEHHsT B Croco0e JedeHus: 3a00JeBaHUs WM PACCTPONCTBA, XapaKTepHU3YIOLIErocs
TIOBBIIIEHHON KHPOBOH MAacCO#, mpuyeM Croco0 BKIKOYAET BBEIACHHUE CYOBEKTY HMHTHOMTOpA
GDF8 u uHruburopa akTuBuHa A.

[0014] B HekOTOpBIX BapuaHTaX OCYLIECTBJICHUs MPENCTABICH MHIHMOUTOP aKTHMBUHA A
IUI IPUMEHEHUsI B CIOco0e JieueHUs! 3a00JIeBaHKs WM PACCTPOMCTBA, XapaKTEePH3YIOLIEroCs
MOBBILIEHHON JKUPOBOM MacCOi, MpUYeM Croco0 BKIIOYAET BBeneHHE CyOBeKTy HMHrHOUTOpa
aktuBuHa A u uaruouropa GDFS.

[0015] B HekoTOpBIX BapuaHTaX OCYINECTBIEHUs NPENCTaBICH HeTepaneBTHUECKUN
CHOCO0 YMEHBLICHHUS JKUPOBOH MacChl y CyObEKTa, MPUYEM CIIOCO0 BKITFOUAET BBEICHUE CYyOBEKTY
uHruouropa akrueuHa A u uaruouropa GDFS.

[0016] B omgHOM BapuaHTe OCYINECTBIEHHS CHocoda COrJlacHO H300pETEHUIO
s dexTuBHOe koamuecTBo wuHruOuropa GDF8 Briowaer B cels pekuM JTO3MPOBAHMS,
BbIOMpPAEMBbIl U3 TPYIIIbI, COCTOSIIEH 13 o MeHbInel Mepe ot 0,1 mr/kr go npubnusutensHo 10
r/kr, ot 1 mr/kr no mpubnusurenbHo 1 r/kr u ot 10 mr/kr no 100 mr/kr. B nononHutenbHOM
BapUaHTE OCYIIECTBIEHHUsI Ccrocoda coracHo u300peTeHn0 3P (EeKTHBHOE KOJUYECTBO
unruouropa GDF8 Brimouaer B cedst pexxriM AO3UPOBAHUS, BBIOUPAEMbIH U3 TPYIIIBL, COCTOSIIEH
u3 pa3oBoi A03bl oT npudmusutenbHo 0,01 mo mpubnmsutensHo 20 MI/KT Macchl Tena, OT
npubnusutensHo 0,1 mo mpubmmsurensro 10 Mr/kr maccel Tena u ot npudiamsurensro 0,1 o
NPUOIU3UTENBHO S5 MI/KT Macchl Tea.

[0017] B npyrom BapwaHTe OCYIIECTBICHHsS CHocoda COMIACHO H300pETEHUIO
3¢ pexTuBHOE KONMMYECTBO MHTUOWTOpPA aKTHBHHA A BKIIIOUAET B CceOs PEXKUM JTO3HPOBAHWS,
BBIOMpPAEMBbIl U3 TPYIIIbI, COCTOsIEH 13 o MeHbIneil Mepe ot 0,1 mr/kr go npubnusutensHo 10

r/kr, ot 1 mr/kr no mpudnusurenbHo 1 r/kr u ot 10 mr/kr no 100 mr/kr. B pomonHuTenbHOM



BapHaHTE OCYINECTBIeHHUsI crocoba cormacHo u300peTeHni0 3(P(EeKTHBHOE KOJHYECTBO
UHrHOUTOpa aKTHBMHA A BKJIOYaeT B ce0sl peKUM JO3UPOBAHUS, BHIOMPAEMBIH H3 TPYIIIIbI,
COCTOSALIEeH U3 pa3oBoi 10361 OT Mpubnu3uTeNnpHO 0,01 1o mpubnusurensHO 20 MI/KT MacChl Tea,
ot npudmmsutensHo 0,1 no mpudmmsurensro 10 Mr/kr maccsl Tena u ot npubnausutensHo 0,1 1o
NPUOIU3UTENBHO S5 MI/KI MaccChl Tea.

[0018] B omHOM BapuaHTe OCYINECTBICHHs CHoco0a COTJIaCHO H300pETEHUIO
s¢ppexruBHOE KommuecTBO nHruOuTOopa GDF8 cocraBnseT 6 mr/kr maccel Tena, a 3pdexruBHoe
KOJINYEeCTBO MHrUOMTOpa aKTUBMHA A COCTaBJsieT 3 MI/KI Macchl Tena. B ogHOM BapuaHTe
OCyIIECTBJIEHUs criocoba cornacHo n3odperennto 3 dextuBHoe KonmmdecTBo unruonropa GDF8
cocTaBisger 6 MI/Kr Macchl Tena, a 3(PQeKTHBHOE KONMYECTBO HMHIHOMTOpPAa aKTHMBMHA A
cocrapisierT 10 MI/Kkr Maccel Tena.

[0019] B omHOM BapuaHTe OCYIIECTBJIIEHHs Crocoda COrjlIaCHO H300pETEHHIO IMepBast
KOMITO3UIIUSI COCTAaBJIEHA JAJIs1 BHYTPHBEHHOTO, MOJIKOXXHOTO WM IEPOPATbHOrO BBeAeHUs. B
APYTrOM BapHaHTe OCYLIECTBJIEHHsS CIOCO0a COIJaCHO HM300pPETEHHI0 BTOpas KOMITO3HMLIHS
COCTaBJIEHA Il BHYTPHUBEHHOIO, TOAKOXXHOIO HJIM TEPOPaIbHOTO BBEIEHMsA. B HEKOTOpBIX
BapUAHTAX OCYLIECTBIEHHs CrIoco0a COrIaCHO M300PETEHMIO MEPBYI0 M BTOPYIO KOMITO3HLIUH
BBOJSIT CYOBEKTY OJJHOBPEMEHHO WJIN MOCIIEJOBATENBHO.

[0020] B ogHOM BapuaHTe OCYIIECTBJICHHUS] CIOCO0a COTJIACHO M300PETEHHIO MEPBYIO U
BTOPYI0 KOMIIO3UIMH OOBEAMHSIOT Tepel BBEJeHHEM B TPEThIO KOMIO3MLMIO. B
JOTIOJHUTEIPHOM  BAapUAHTE  OCYINECTBJIIEHUS] TPETbs KOMIIO3ULUS  COCTABJIE€HA IS
BHYTPHBEHHOTO, MOJIKOKHOTO WJIA MEPOPATBHOTO BBEICHHSI.

[0021] B onmHOM BapuaHTe OCYIIECTBJEHMsS CIOCOO COTMJIACHO H300pETEHUIO
JOTIOTHUTEIPHO BKIIFOYAET U3MepeHue o0IIel JKUPOBOM MacChl y cyObekTa nepes BBeneHneM. B
APYTOM BapHaHTE OCYINECTBIIEHHs CIOCOO COTJIACHO M300PETEHUIO JOMOJHUTEIBHO BKJIIOYAET
u3MepeHue odlei KMPOBO Macchl y cyObeKkTa Mmociie BBEEHHsI U BBEIEHUE MEPBOH M BTOPOH
KOMITO3UIIUH A0 TeX TOp, MOKa 0011ast JKUPOBasi Macca y CyObeKTa He CHU3HUTCS 10 MEHbIIEH Mepe
Ha 2% - 8%, 2,5% - 6%, 3% - 4% wunmu o menbineit mepe 2,0%, no MeHblel mepe 2,5%, mo
MmeHbineit mepe 3,0% wunu mo MeHbliuel Mmepe 3,5% i Ooee.

[0022] B onmHOM BapuaHTe OCYIIECTBJECHHsS CIOCOO COTJIACHO H300pETEHUIO
JOTIOTHUTENPHO BKJIFOYAET H3MEpPEHHe AHAPOMIHOW JKUPOBOH Maccel y cyObekTa mnepen
BBEJCHUEM. B JpyroM BapuaHTe OCYILIECTBJICHUS CIOCOO COIMJIAaCHO H300pETEHHUI0
JOTIOTHUTEIFHO BKIIOYAET H3MEPEHHE aHIPOUIHON )KUPOBOHM MacChl y CyOBeKTa MMOCIie BBEICHHUS
U BBEIEHHE NMEPBOH M BTOPOW KOMITO3WIIMH IO T€X TOp, MOKAa aHAPOHIHAS JKHPOBas Macca y
cyOBbeKkTa He CHU3UTCS MO MeHbIei Mepe Ha 2% - 8%, 2,5% - 6%, 3% - 4% wunu no MeHbinei
Mepe Ha 2,0%, no MeHblIel Mepe Ha 2,5%, o meHbluel mepe Ha 3,0% M o MeHbIIeH Mepe Ha
3,5% wunu Gonee.

[0023] B onmHOM BapuaHTe OCYIIECTBJICHHsS CIOCOO COTJIACHO H300pETEHUIO
JOTIOTHUTENPHO BKJIFOYAET M3MepeHHe oObeMa MOAKOKHON JKMPOBOH TKaHU y cyObeKkTa mepen
BBEJCHUEM. B JpyroM BapuaHTe OCYIIECTBJICHHS CIOCOO COMNIACHO  H300pETEeHHI0

JOTIOTHATEIFHO BKJIFOYAET M3MepeHHe o0beMa MOAKOKHOHN KUPOBOW TKaHU y CyObeKTa mocie



BBEJICHUSI 1 BBEACHHE NMEPBOM M BTOPOW KOMIIO3HMLMHU 0 TE€X IOp, MOKAa aHAPOHIHAS JKUPOBas
Macca y cyObekTa He CHU3HTCS Mo MeHbined mepe Ha 2% - 8%, 2,5% - 6%, 3% - 4% wim mo
MeHblIel Mmepe Ha 2,0%, no MeHbluel mepe Ha 2,5%, no meHbiuel mepe Ha 3,0% win mo MeHbIIen
mepe Ha 3,5% wuu Oonee.

[0024] B HEKOTOPBIX BapHaHTaX OCYINECTBJICHUS MPEACTABIIEH CIOCO0, BKIIFOYAFOIIUIN
BBEJICHUE HY KAAIOLIEMyCsl B 3TOM CyOBekTy 3ddextrBHOro xonmuecrsa uaruouropa GDF8 u
s(¢dexkTuBHOrO KonmuyecTsa MHruouropa aktuBuHa A, npuueM uaruoutop GDF8 u unrudurop
aKTHBHHA A BBOJST COBMECTHO B TeueHUEe 48 4acoB ujiu MeHee, 24 4acoB HJIM MeHee, 12 4acoB
WUJIM MeHee, 6 4acOoB UJIM MEHee, 3 4acOB WJIM MeHee Wiu | Jaca Ui MeHee.

[0025] B HEKOTOpBIX BapHaHTaX OCYINECTBJIEHUS MPEACTABJIEH CIIOCO0, BKIIIOYAFOIIUI
BBEJICHUE HY>KAAIOLIEMYyCsl B 3TOM cyOBekTy 3ddexTuBHOro xonuuecrsa uaruouropa GDF8 u
5(p(eKTUBHOrO KOJMYECTBA MHIMOMTOpPAa AaKTUBMHA A, TNpuueM Yy CcyObeKkTa NpPOHCXOIUT
yMeHblIeHHe 0011e ;KUPOBOH MacChl, aHAPOUIHOMN KUPOBOI MacChl W/HIH 00bEMa MOIKOKHOM
JKAPOBOU TKAHU.

[0026] B HEKOTOpPBIX BapHaHTaX OCYINECTBICHHUS MPEICTABJICH CIOCOO, BKIIFOYAIOLIMN
BBE/ICHHE HYJXZAIOIIEMyCsl B 3TOM CyOBekTy 3¢ dexTuBHOro komuuecrsa naruouropa GDF8 u
3¢ (PEeKTHBHOrO KOJMYECTBA HHTHOMTOpAa AaKTHBMHA A, TpuueM y CyOBeKTa MpPOHCXOAUT
yMeHblIeHne 001el KUPOBOH MacChl, aHAPOUIHOM )KUPOBOI MacChl W/UIN 00beMa MOIKOKHON
JKUPOBOM TKaHU uepe3 4 Hexenu uim Oosee, Wi 8 Hezenb Wiu OoJiee ociie BBEACHUSL.

[0027] B HEKOTOpBIX BapHaHTaX OCYIIECTBJIEHUS MPEACTABJIEH CIOCO0, BKIIIOYAFOIIUI
BBEJICHUE HY KAAIOLEMyCsl B 3TOM cyOBekTy 3dgdextrBHoro xomuuectsa uaruouropa GDF8 u
5((eKTUBHOrO KOJHMYECTBA HMHIHOUTOpPAa AaKTUBMHA A, mpuueM y cyObekTa MpPOHCXOIUT
yMeHbILIeHHEe O0LIe JKUPOBOIM MACChl, aHAPOUIHON KUPOBOIM MacChl W/ TN 00bEeMa MOIKOKHOM
JKUPOBOH TKAHH, TPH 3TOM y CyOBeKTa He HAOOAaeTCsl yMEHbIIEHHEe 00beMa BHY TPUMBILIEYHOU
JKUPOBOH TKaHU Oexpa.

[0028] B HEKOTOpBIX BapHaHTaX OCYINECTBJICHUS MPEACTABJIEH CIOCO0, BKJIIOYAFOIIUI
BBEJICHUE HY KAAIOLIEMyCsl B 3TOM CyOBekTy 3ddexruBHoro xomuuecrsa uaruouropa GDF8 u
5(¢(eKTUBHOrO KOJHMYECTBA HMHIHOUTOpPAa AaKTUBMHA A, mpuueM y CcyObekTa MpPOHCXOIUT
yMeHbIIeHHEe 00LIel JKUPOBOH MaCChl, aHAPOUIHON KUPOBOI MacChl W/ IIH 00BbEMa MOIKOKHOM
JKUPOBOH TKAHH, MPH 3TOM y CyOBeKTa He HAOIIOAaeTCsl yMeHbIIEHHEe 00beMa BHY TPUMBIIIEYHON
JKUPOBOH TKaHU Oenpa yepes 4 Henenu win Oosiee, WiK 8 HEAEb WIH OoJiee MOCIIe BBEIEHHSL.

[0029] B HeKkOTOpBbIX BapHaHTaxX OCYINECTBJICHUS NPEACTaBICH HAOOp, COmepKaIiui
NepBbI KOHTEHHep, copepxkaummii >¢dexTuBHoe konmuuecTBo uHruomropa GDFS8, u BTOpOH
KOHTeiHep, coaepkammii 3(p(HeKTHBHOE KOJTHMIECTBO CMEMU(PUIHOTO HHIHOUTOpA aKTUBUHA A.

[0030] B HekoTOphIx BapuaHTax ocymecTBieHust wuHruounropom GDF8 sBusercs
BBIEJICHHOE AHTHUTENO WM €r0 aHTUICHCBS3BIBAIOIIMN ()PAarMEeHT, KOTODPBIH CrenuduuecKu
csasbiBaeTcs ¢ GDF8.

[0031] B omgHOM BapuaHTe OCYINECTBICHHs CHoco0a COTJIaCHO H300pETEHUIO
uHruouropom GDF8 sBnsieTcst aHTUTENO WIIM €0 aHTUTEHCBSI3bIBAIOIIUIN (PparMeHT, KOTOPBIH

cneunguyeckn cpsspiBaercst ¢ GDF8. B npyrom BapwaHTe OCYINECTBIEHHSI AHTUTENO WIIN



AHTUIeHCBS3BIBAIOIINK (parMeHT, KoTopblii cneumndpudecku cws3piBaeT GDFS8, comepxxur
OTpeAeIsoIre KOMIUIeMeHTapHOCTh obmactu Tspkenoit neru (HCDR) BapuabenbHoit obnactu
Tspxenoit nenu (HCVR), conepskamue SEQ ID NO:360, u onpenensromme KOMIUIEMEHTAPHOCTb
obnactu nerkoii nenm (LCDR) BapuabenpHol obnactu nerkoit nermu (LCVR), cogepxamme SEQ
ID NO:368. B eme ogHOM BapuUaHTE OCYLIECTBJEHUS AHTUTENIO WIM AHTUTE€HCBS3bIBAIOLIUN
¢dparment, koropslii cnenndudecku cesazbiBaeT GDF8, copepxxut Tpu HCDR, conepskamue SEQ
ID NO:362, SEQ ID NO:364 u SEQ ID NO:366, u Tpu LCDR, conepsxamue SEQ ID NO:370,
SEQ ID NO:372 u SEQ ID NO:374.

[0032] B HeKoTOpbIX BapHaHTaX OCYINECTBJIEHUS MHIMOUTOPOM aKTUBHMHA A SIBJISETCS
BBIJIEJIEGHHOE AHTHUTENO WM €r0 aHTUI€HCBS3BIBAIOIIMN (parMeHT, KOTOPbIM crenuduuecku
CBSI3bIBAETCS C AKTUBUHOM A.

[0033] B omgHOM BapuaHTe OCYINECTBICHHs CHoco0a COTJIacCHO H300peTEeHUI0
UHTUOUTOPOM AaKTHUBHHA A SBJISIETCS AHTUTENO WM €ro aHTUIeHCBS3bIBAIOIIUI (parmMeHT,
KOTOPBIH crienn(puvecku CBsI3bIBaeT akTUBUH A. B pyrom BapuaHTe OCYINECTBJIEHUS] aHTUTENO
WIN QHTUTCHCBSI3BIBAIOINMI (DparMEHT, KOTOPbIH Crenu(UYecKu CBSI3bIBAET AKTHBUH A,
COIEPIKHUT OMpPENeAoIre KOMIUIEMEHTapHOCTh obnmactu Tsokenoi uenu (HCDR) BapuabenbHol
obomactu Tsokenor uenu (HCVR), comepxkamme SEQ ID NO:553, u onpepensirornue
KoMIieMeHTapHOCTh obnactu Jjierkoit nenu (LCDR) BapuaOenbHON 00nacTv JIETKOW IEeNd
(LCVR), conepxamue SEQ ID NO:537. B emme oqHOM BapuaHTe OCYLIECTBICHUSI aHTUTENO WIH
AHTUTEHCBSI3BIBAIOIINI (DpAarMeHT, KOTOPbIi Crelr(UIecKu CBS3bIBAET AaKTUBUH A, COAEPIKUT
tpu HCDR, conepxxamue SEQ ID NO:555, SEQ ID NO:557 u SEQ ID NO:559, u tpu LCDR,
conepxkanrue SEQ ID NO:539, SEQ ID NO:541 u SEQ ID NO:543.

[0034] B omgHOM BapuaHTe OCYINECTBICHHS CHocoda COrjlacHO H300pETEHUIO
3¢ (eKTUBHYIO 103y MHIHMOUTOpa aKTHBUHA A BBIOMPAIOT M3 TPYIIIBI, BKIIKOYAKOIIEH B ceOs OT
100% no 200% s>¢dexruBnoit no3er uaruduropa GDFS8, ot 100% no 250% >¢¢dexkTuBHOM 103bI
unrudouropa GDF8, ot 100% no 300% s¢dexruBnoii no3sl narudbutopa GDF8 u ot 100% no
400% o macce >¢dexktuBHOM 10361 nHrHONTOpa GDF8.

[0035] B apyrom BapuaHTe OCYIIECTBIEHUS CIIOCO0A COMIACHO M300PETEHUI0 MAaCCOBOE
oTHOweHne >PQPEKTUBHONH N03bI MHIHOUTOpAa akTUBHHA A K 3((EKTUBHOW A03€ MHrHOHWTOpa
GDF8 cocrasnsier ot 10:1 10 1:10, o1 8:1 m0 1:8, 016:1 1o 1:6, ot 3:1 go 1:3 wnu npubau3uTeIbHO
ot 2:1 no 1:2. B npyrom BapuaHTe OCYIIECTBIEHHs CrOco0a COrJacHO M300PETEHHI0 MacCOBOE
oTHOweHne >P(GEeKTUBHOW M03bI MHTHOMTOpPa akTHBHHA A mnpuOmusutenbHO B 1,5-2,0 pasa
OoJblIe mo Macce, yeM konndecTBo naruonropa GDF8.

[0036] B omgHOM BapuaHTe OCYINECTBICHHs CHocoda COTJIacCHO H300peTEHUIO
unruouropom GDF8 sBistercss Oucneundpuueckoe aHTHUTENO WM €r0 aHTUT'€HCBS3bIBAIOIIUI
¢parment, kortopeiii crnemmpuueckn cpszbBaer GDF8, a Takke cnenmuyeckn CBsI3bIBaeT
akTuBUH A. B 1pyrom BapuaHTe OCYIIECTBJICHUS WHTHOMTOPOM AaKTHBMHA A  SIBJISETCS
oucrerpuuecKkoe aHTUTEIIO WITH €0 AaHTUT€HCBSI3bIBAIOINUI (PPArMEHT, KOTOPBIH CrieudUuecKu
CBSI3BIBAET aKTUBHH A, a Takxe cnenuduyecku ceszbiBaer GDFS.

[0037] B omgHOM BapuaHTe OCYINECTBICHHs CHoco0a COTJIaCHO H300peTEHUIO



YMEHbIIEHHEM SKUPOBOH MacChl y CyOBEKTa SIBJISETCS YMEHbIIEHHe OOIIel >KHMPOBOH Macchl,
KOTOPYI0  M3MepsiloT ¢ momombildo  DXA  (ABYXSHEPreTHYecKOW  PEeHTI€HOBCKOH
abcopOumomerpun). B npyrom BapuaHTe OCYIIECTBIIEHUS CIIOCO0A COTJIACHO H300PETEHHIO
YMEHbIIEHHEM JKUPOBOH MacChl y CyOBbeKTa sIBJISIETCS] yMEHbIISHUE aHAPOUTHON KUPOBOM MacChl,
KOTOpYI0  M3MepsitoT ¢ nomombilo  DXA  (ABYXSHEpreTHueckod  PEeHTI€HOBCKOMN
abcopOuuomerpun).

[0038] B omHOM BapuaHTe OCYINECTBICHHs CHoco0a COTJIaCHO H300pETEHUIO
YMEHBIIEHHEM KHPOBOH MacChl y CyObeKTa SIBJISETCS YyMEHbIIeHHE 00beMa MOJKOKHOM KUPOBOH
TKaHH, KOTOPBIN U3MepstoT ¢ nomoinbio MRI (MarHuTHO-pe30HaHCHON TOMOrpadun).

[0039] B onHOM BapuaHTe OCYIIECTBJIEHHs CIIOCOOa COrIaCHO M300PETEHHIO Y CyOBeKTa
MPOUCXOANT yBeJIUIeHHe 00bemMa MbIIL. OOBEMOM MBILII] MOXKET ObITh 00bEM MBIIIIEUHON TKAHU
Oenpa, Hampumep, KOTOpbI wu3MepstoT ¢ mnomoupio MRI. B Hekoropbix BapuanTax
OCYIIECTBJIEHNS] OOBEMOM MBI MOXKET ObITh OOBEM MBIIIEUHOW TKaHH Oenpa, Harpumep,
KOTOpBIH n3MepstoT ¢ nomorbio MRI. B HEKOTOPBIX BapHaHTaX OCYIIECTBIEHHUS OO BEMOM MBbIIIII
Oenpa MoxxeT ObITb OOBEM MBIIEYHOH TKaHU Oeapa, BKIIFOYAs BHYTPUMBIIIEUHYIO JXHPOBYIO
TKaHb W OonbliMe cocynpl, WIM O0BEM MBIIEYHOW TKaHU Oeapa 3a HCKIIOYEHHEM
BHYTPUMBIIIEYHONW JKUPOBOH TKAaHM W OOJBLIMX COCYJOB, HAlpUMep, KOTOPbIH H3MEpPSIOT C
nomouipro MRIL

[0040] B onHOM BapuaHTe OCYLIECTBJICHUs CIOCO0a COTJIACHO M300peTeHHI0 y cyObeKTa
NPOUCXOOUT yBeInuYeHue oOuieir Oe3xupoBoii Macchl. OOy Oe3KUPOBYIO MacCy MOXKHO
U3MePATh ¢ MOMOIIbI0 DXA (IByX3HEpPreTHUECKOM PEHTI€HOBCKOM abcopOumnomMeTpun).

[0041] B onHOM BapuaHTe OCYIIECTBIEHHS CIOco0a COrIaCHO M300PETEHHIO Y CyOBbeKTa
MPOUCXOIUT YBEJIMYEHHE AMMEeHAUKYJISIPHOW Oe3)KMPOBOW MacChl Teja. ATMIMEHIMKYJISPHYIO
0€3’)KUPOBYIO MAcCy TeJla MOJKHO U3MepsITh ¢ momouibio DXA, U pacCUuThIBATH, HAIIPUMED, 110
ypaBHeHHo alLBM.

[0042] B onHOM BapuaHTe OCYIIECTBIEHHS CIOCco0a COrTacHO M300PETEHHIO Y CyOBeKTa
MPOUCXOIUT YMEHbIIEHNUE OOLIel KUPOBON MACChI, KOTOPYIO U3MEPSIFOT, HATIPUMED, C TOMOLIBIO
DXA.

[0043] B onHOM BapuaHTe OCYIIECTBIEHHS CIOco0a COrTaCHO M300PETEHHIO Y CyOBbeKTa
MPOUCXOIUT YMEHbLICHHE AHIPOHIHON >KHPOBOW MAaCChl, KOTOPYIO H3MEPSIOT, HAMpUMep, C
nomotnbso DXA.

[0044] B onHOM BapuaHTe OCYIIECTBJIEHHS CrOco0a COrTacHO N300PETEHHIO Y CyOBheKTa
MPOUCXOIUT YMEHbIIeHUE 00beMa MOAKOKHOW JKUPOBOI TKAHH, KOTOPYIO H3MEPSIIOT, HAIIpUMep,
¢ oMo DXA.

[0045] B onHOM BapuaHTe OCYIIECTBIICHHS CIOCO0a COrTaCHO M300PETEHHIO Y CyOBheKTa
MPOUCXOIUT YMEHbIIEHHE CYMMBbI JKUPOBOI MacChl PyK U HOT, KOTOPYIO U3MEPSIIOT, HAIPUMED, C
nomotnso DXA.

[0046] B ogHOM BapwaHTe OCYINECTBICHHUsS M300peTeHusi y cyObeKTa He HaOI0maeTcs
yMeHbllIeHHe 00beMa BHY TPUMBILIEYHOH )KHUPOBOW TKaHU Oepa, KOTOPYIO H3MEPSIOT, HAPHMED,

¢ nomoinbsio MRI.



[0047] B ogHOM BapwaHTe OCYINECTBJICHHUS M300peTeHusi y cyObeKTa He HaOII0maeTcs
yMEHbIIEHHEe OO0Iell MacCOBOH IJIOTHOCTH MHHEPAJbHBIX BEIIECTB B KOCTHOH TkaHu (BMD),
KOTOPYIO MU3MEPSIIOT, HAaIlpuMep, ¢ nomoiisio DXA.

[0048] B ogHOM BapwaHTe OCYINECTBJICHHUs M300peTeHusi y cyObeKTa He HaOJII0maeTcs
yMEHbIIEHHE 00IIero MaCCOBOTO COIEPKAHUsI MIUHEPAJIbHBIX BELIECTB B KOCTHOH Tkanu (BMC),
KOTOpO€ U3MEPSIOT, HanpuMep, ¢ nomouibio DXA.

[0049] B omgHOM BapuaHTe OCYLIECTBJICHUsS H300peTeHHsi y CyObekTa HaOIromaercs
yBeJIUYeHHe 00IIero MacCOBOrO COAEPIKaHUS MUHEPAJbHBIX BellecTB B KOCTHOH TkaHu (BMC),
KOTOpO€ U3MEPSIOT, HanpuMep, ¢ nomouibo DXA.

[0050] B npyrom BapuaHTe OCYIIECTBIIEHHUS CIIOCO0A COTTIACHO M300PETEHHIO ¥ CyOBeKTa
HET COCTOSIHMS MM 3200JI€BaHUs MBIIIEYHOTO HCTOLEHMS.

[0051] B HEKoTOpBIX BapuaHTaxX OCYILIECTBJICHUS MPEACTaBJIeH HAOOp Il MPUMEHEHUS C
LIEJIBI0 U3MEHEHUS COCTaBa TeJNa, YMEHbLIEHUs SKUPOBOH MaCChl, yBEIUYEHUs O€3>KUPOBON MacChl
WM JledeHus 3a00JeBaHUsl WM PACCTPONCTBA, XapaKTEPU3YIOLIErocs WM CBA3aHHOTO C
YBEJIMUEHHOH XMPOBOH Maccol, mpudeM HaOOp COXEPIKUT MEpBBI KOHTEWHEp, COmep Kaliui
KOMITO3HLIUIO, cozieprraityo s dexrusHoe kommuectBo naruouropa GDF8, u BTOpoii KOHTEHHED,
coZep Kaluil BTOPYK KOMIIO3MLHUIO, coaepkamy 3((EeKTUBHOE KOJHMUECTBO HHIHOMTOpA
aKTUBUHA A.

[0052] B HEKOTOpBIX BapHaHTAaX OCYINECTBIEHUS mpencrasieH MHruourop GDF8 s
NPUMEHEHUsl C LeJbl0 TIOJyYeHUs IMepBOH KOMIO3ULMM Ui TPUMEHEHHs B KadyecTBe
JIEKApCTBEHHOT'O CPEACTBa B HAOOpE 11l U3SMEHEHHsI COCTaBa TeJla, yMEHbIIEHUs JKUPOBOI MacChl,
yBeNMU4YeHUss O€3KUPOBOW  MAacChl WM  JieueHUs 3a0ONieBaHMs WJIM  PACCTPOWCTBA,
XapaKTEePU3YIOLIETOCs WM CBS3aHHOTO C YBEJIMYEHHOH >KUPOBOW Maccol, mpudyeM Hadop
JOTIOTHUTEBHO COAEPIKUT BTOPYIO KOMITO3ULIHIO, COAEPIKALYI0 MHTMOUTOP aKTUBUHA A.

[0053] B HEeKOTOpBIX BapUaHTaX OCYLIECTBICHUS MPEICTABICH MHTHOUTOP aKTHMBUHA A
ISl IPUMEHEHUsl C LENbI0 MOJyUYeHUs NepBOH KOMIIO3WLIMU [JIsI NMPUMEHEHUs B KauecTBe
JIEKapCTBEHHOTO CPEACTBa B HAOOpE 11l U3MEHEHHsI COCTaBa TeJla, YMEHBIIEHUs JKUPOBOI MacChl,
yBeNMU4YeHUss O€3KUPOBOW  MacChl WJIM  JIeYeHUs 3a0ONieBaHMs WJIM  PAcCCTPONCTBA,
XapaKTEPU3YIOMErocss WM CBSI3aHHOTO C YBEJIMYEHHOW >KUPOBOW Maccoil, mpudemM Habop
JOTIOTHUTEIFHO COAEPIKUT BTOPYIO KOMITO3ULIHIO, coaeprkamyro naruourop GDF8.

[0054] B HEKOTOpBIX BapHaHTaxX OCYyINECTBJICHUs mpencraBieH uHruourop GDF8 mms
NPUMEHEHUSI C LEeNbI0 TOJNYyYEeHUs TEepBOM KOMITO3MLIMU Ui TNPHMEHeHHs B Habope aus
U3MEHEHUsI COCTABA TEJa, YMEHBIIEHUS )KUPOBOI MACChI MJIH YBEJIMYSHUsT O€3)KHPOBOH MacChl ¥
cyOBekTa, mpudeM HaOOp AOIMOJHHUTEIBHO COAEPIKUT BTOPYIO KOMIO3HULIMIO, COAEPIKAIIYIO
UHTUOUTOp aKTHBHHA A.

[0055] B HeKkOTOpBIX BapuaHTaX OCYLIECTBICHUS MPENCTABIEH MHIHOUTOP aKTHBHHA A
IUT TIPUMEHEHHsI C LIENbI0 TOJIyYeHUs] TIepBOM KOMIO3HMLMHU JJIsi PUMEHEeHUs1 B Habope s
U3MEHEHHsI COCTABa TEJa, YMEHBIIEHUS )KUPOBOI MACChI MJIH YBEJIHMYEHUsT O€3)KMPOBOH MacChl ¥
cyOBekTa, TpudeM HaOOp AOIMOJHHUTEIBHO COAEPIKUT BTOPYIO KOMIO3HULIMIO, COAEPIKAIIYIO
unrnourop GDF8.



[0056] B HekoTOpBIX BapuaHTax OCYILIECTBJICHUs NPEICTaBJI€HA NepBas KOMIIO3ULIUA,
conmepkamasi waruburop GDFS8, mis npumeHeHHsl ¢ IEJNbI0 W3MEHEHHsT COCTaBa Tela,
YMEHBIIEHHS JKHPOBOW MACChI, YBEJTMUEHUS O€3)KUPOBOH MACChI MITH JIEYSHHUS 3a00JI€BaHNS HITH
PACCTPONCTBA, XapPaKTEPU3YIOLIETrOCs WM CBSI3aHHOTO C YBEJIWYEHHOW >KMPOBOM MAacCOW WIH
YMEHBIIEHHOH Oe3:KMpPOBOM Maccol y CyObeKTa, MpU 3TOM CyOBEKT MOJIy4aeT BTOPYIO
KOMITO3UIIUIO, CONIEPIKAIIYI0 HHTHOUTOP aKTUBHHA A.

[0057] B HekOTOpBIX BapuaHTax OCYILIECTBJICHUs NPEICTABICHA NepBas KOMIIO3ULIUS,
coiepKalasi UHruOMTOp aKTMBUHA A, Ui NMPUMEHEHUs C LENbI0 M3MEHEHUS COCTaBa Tela,
YMEHBIIEHHS JKUPOBOW MAacChl, YBENUEHUs O€3)KUPOBOH MACChl MITH JIEYEHUS 3a00JI€BaHNS WIIH
PacCTPONCTBA, XapPaKTEPU3YIOLIErOCs WIM CBSI3aHHOTO C YBEJIWYEHHOW >KMPOBOM MAacCOW WIH
YMEHBIIEHHOH O€3:)KHpPOBOM Maccoll y CyObeKkTa, MpuU 3TOM CyOBEKT MOJIy4aeT BTOPYIO
KOMITO3UIIHIO, copeprxkainyro naruoutop GDFS.

[0058] B HekOTOpBIX BapuaHTax OCYLIECTBJICHUs NPEACTABICHA NepBas KOMIIO3ULIUA,
comepxaiasi unruourop GDF8, nmns mpumeHeHuss B crnoco0e M3MEHEHHs COCTaBa Tea,
YMEHBIIEHHS JKUPOBOH MAcChl, yBEJINUEHHs 0€3)KUPOBOH MAaCChl WM JIeYeHUs 3a00eBaHus WIN
PacCTpONCTBA, XapaKTEPU3YIOIIEroCss WM CBSI3aHHOTO C YBEJIIMYEHHOH JKUPOBOW MacCOW WU
YMEHBIIEHHOH Oe3KMpOBOIl Maccol, Mpu4yeM Croco0 JOMOJHHUTENbHO BKJIIOYAET BBEICHHE
BTOPOI1 KOMITO3MLINY, COAEp KaIleii HHrHOUTOp aKTUBHHA A.

[0059] B HekoTOpBIX BapHaHTaX OCYLIECTBJIEHMs MPEACTaBJIE€HA IepBas KOMITO3HLINA,
copeprkalasi MHruOUTOp akTHBHMHA A, JJIsl IPUMEHEHMs B CHocoOe M3MEHEHMs COCTaBa Tela,
YMEHbBIICHHS JKUPOBOM MACChI, YBEJTMYEHUsS] O€3)KUPOBOM MACCHI MITH JIEYCHHUS 3a00JIeBaHUS HITH
PacCTPONCTBA, XapaKTEPU3YIOLIEroCs WJIM CBSI3AHHOTO C YBEJIWYEHHOW >KUPOBOM MacCOM WIH
YMEHBIIEHHON Oe3KMPOBOH MAacCOW, MPUYEM CIOCOO OMOJIHUTENBHO BKIFOYAET BBEICHUE
BTOPOW KOMIO3ULNH, conep:kameit uaruonrop GDF8.

[0060] B HekoTOpbIX BapHaHTaX OCYLIECTBJIEHUS TPEACTABI€HA KOMIIO3ULIUS,
coxepxkatasi UHruOuTop aktuBUHA A 1 uHrHOUTOp GDF8, Mutsi mpuMeHeHus ¢ 1eNTbr0 H3MEHEHUsT
COCTaBa TeJa, YMEHBIICHHUS )KUPOBOH MAcCChl, yBEIMYCHUsT O€3KUPOBOIM MACChI HITH JICYCHHUS WU
npoHIaKTUKK 3a00JE€BaHUSI WM PACCTPONCTBA, XaAPAKTEPU3YIOIIErOCsl HIIM CBSI3AHHOTO C
YBEJIMYECHHOH KUPOBOH MAaCCOW WJIM YMEHBIIEHHON 0€35KUpOBOH MacCOil.

[0061] dpyrue BapraHThI OCYIIECTBISHUS HACTOSIIETO N300PETEHUS CTAaHYT OYE€BHUIHBI U3
0030pa crenyromero noapoOHOro OMUCAHMUS.

KDaTKOC ONMHUCAHNE YePTeEK e

[0062] Ha ¢wur. 1 npencrasieHa rucTorpaMma, H300paskaroimas pe3yabTaThl KITHHUYECKIX
HCCIIEIOBAHUH Y ALIUEHTOB C CapKoneHuel B Bo3pacte 70 JIeT WK CTaplie, MOJYYaroLIIUX TOIBKO
anturena npotus GDF8 REGN1033 yepe3 12 Henenpb B Bu€ NPOLEHTHOIO H3MEHEHHUs CPEIHErO
3HaueHus LS u SE obmeli 6e3:xkiupoBOit MacChl OT UCXOIHOTO YPOBHSI IO CPABHEHHIO C TUTAedo.
Y mnamuenrtos, nonydaromux REGN1033, nHabmromanoch 3HAaYUTENbHOE YBENWYEHHE OOLIeH
0e3:kupoBOIT Macchl Tea Ha 12 Henese B KaXIOM U3 TPeX PEKUMOB JO3UPOBAHUS 10 CPABHEHUIO
¢ ianebo (n=65). Y maunenTos, nony4aromux 100 mr anturena nporus GDF8 REGN1033 Q4W

S.C. Habmromanoce pasznuuue oOmmIei Oe3’KUpoBOM MacChl MO CPaBHEHUIO ¢ IwIanedo,
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coctaisroee 1,66% (n=62, P=0,0077). YV nauuenTos, nonyyaromux 300 Mr aHTHTENa IPOTUB
GDF8 Q4W SC, nabmoaanock paznudre odmiel 0e3:KupoBOii MacChl IO CPABHEHHIO C TUIALedo,
cocrapisitomee 1,78% (n=64, P=0,0043). V¥ manuenros, nonyuaromux 300 mr Q2W SC,
Ha0IIOAI0Ch pa3ndue o0mel 0e3:KHUPOBO MACCHI IO CPABHEHUIO C IIane0o0, COCTABIISIONIEe
2,29% (n=59, P=0,0004).

[0063] Ha ¢ur. 2A mnpencraBiena Tabimuma 1 ¢ maHeJssMH BO3PACTAOIIUX 103,
UCTIONBb3YEMBIX B UCCIIEAOBAHUH 48 3M0POBBIX XKEHIIMH B TOCTMEHOMNAY3€ COTJIACHO NpuMepy 2.
Hcnonp3oBanu onHy BHyTpuBeHHYI0 103y antutena REGN1033 nporus GDF8 w/unu anturena
REGN2477 nporuB aktuBuHa A. B mepBH4HBIX aHanmm3ax rpynmsl ranedbo U KOMOMHAILUH
BBICOKMX /103 OOBEAMHUIIN MO MaHENsAM, B Pe3yJIbTaTe MONy4mIoch 12 cyOBeKTOB, MOTyYaBLINX
mranebo, u 12, mony4yaBIIMX KOMOWHAIMIO BBICOKOW MJO3bI, KAaK TIOKa3aHO OOJaCTsMHU,
BbIJI€JIEHHBIMU MPSIMOYTOJIbHUKOM B TaOJHLIE.

[0064] Ha ¢ur. 2B mpencrasneHa rucrorpamma, m3o0pakaromas % u3MeHeHHe o0bemMa
mbin Oenpa (u3mepeHHoro ¢ nomoimpio MRI) Ha 8 Henene mocne OgHON B/B 03Bl aHTUTENA
REGN2477 nporus aktuBrHa A w/my anturena REGN1033 nporus GDF8 y 310poBBIX JKEHIIMH
B [IOCTMEHOMNAay3e. 3HAaUNTeIbHOE YBEIUYeHNe % H3MEeHeHHs1 00beMa MBIIIL Oeipa [0 CPABHEHHIO
¢ iauebo Habonanock B rpynnax antutena nporus GDF8 (6 mr/kr), antutena nporus GDF8
(6 Mr/kr) + aHTHTENA IPOTUB aKTUBUHA A B cpenneil nose (3 mr/kr) u anturena nporus GDF8 (6
MI/KT) + aHTUTea MPOTUB aKTHBHHA A B BbICOKOM 03¢ (10 mr/kr). (*Homunanehslit p <0,5 mo
cpaBHEHHIO ¢ mtanebo, **** gomuHanpHel p < 0,0001 mo cpaBHEeHHUIO C MIaedo).

[0065] Ha ¢ur. 2C npencrapiieHa rucTorpamma, uzodpakarommas % u3MeHeHHe O0Iei
JKUPOBOH Macchl (M3MepeHHOH ¢ momoupio DXA) Ha 8 Hexene mocie OqHOH B/B JO3bI aHTHTENA
REGN2477 npotus aktuBrHa A w/uinu antutesia REGN1033 nporus GDF8 y 310pOBbIX JKEHITUH
B noctMeHomnay3e. Llupppl MOKa3bIBalOT M3MEHEHUs] MO CPABHEHUIO C muianedo. 3HaYUTeIbHOe
yMeHblIeHHe % U3MeHeHus1 oOIel KUPOBOH MacCchl HAOMIOANIOCh B TPYIIE aHTHTEIA MPOTHB
GDF8 (6 mr/kr) + antuTena NpoTHB aKTUBHMHA A B BBICOKOH 103e (10 mr/kr). (*HomMuHambHBIH p
< 0,05 mo cpaBHeHHIO ¢ TIaLEebo).

[0066] Ha ¢wur. 3 mnpencraBieH JUHEHHbIH Trpaduk, HU300paKAIOUINN MPOLEHTHOE
U3MEHEHHE OT UCXOAHOTO YpoBHs cpenHero 3HaueHus LS (SE) o6vema mpin 6enpa mpu MRI Ha
0, 4 u 8 Hexene noce oxHOM B/B 1036l anTUTENa REGN2477 npoTHB akTUBHHA A W/ aHTUTENA
REGN1033 nmporus GDF8 y 310poBbIX JKE€HIIUH B IOCTMeHoMay3e. Ha 4 Henene nocie oqHol B/B
N03bl HAOIONANIOCh 3HAYMUTEIbHOE yBelnmdeHne % U3MeHeHus oObeMa MbImi Oeapa
(mmepennoro ¢ momourpto MRI 3a MCKIIFOYEHHEM BHYTPHUMBIIIEYHOH >KUPOBOW TKaHH) IO
CpaBHEHHIO C Tuianedo B Kaxnoi u3 rpymnmn anrurena npotuB GDF8 (6 mr/kr), aHTuTeN a NpoTUB
GDF8 (6 mr/kr) + anTHTENa MPOTHB aKTUBHHA A B HI3KOM 03¢ (1 Mr/kr), anturtena npotus GDF8
(6 Mr/kr) + aHTHTENA IPOTHB aKTUBUHA A B cpenHeii nose (3 mr/kr) u anturena nporus GDF8 (6
MI/KT) + aHTHTENA TPOTUB aKTHBHHA A B BeICOKOH 03¢ (10 mr/kr). Ha 8 Henene mocie onHoM B/B
I03bl HAONIOAANOCh 3HAUWUTENbHOE YBENHUeHHe % W3MEeHeHus oObeMa MbImI Oenmpa 1o
CpaBHEHHIO ¢ ranebo B rpynmax anturena npotuB GDF8 (6 Mr/kr) + aHTUTENa MPOTUB AKTHBUHA

A B cpenneii nose (3 mr/kr) u antutena npotuB GDF8 (6 mr/kr) + aHTHTENa MPOTHB aKTUBHUHA A
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B BbICOKOH n03e (10 mr/kr). (*Homunanbaenii p<0,05, **rHomuraneHbii p <0,001). 3Hauenuss N
IUTSA KQXKITOH IPYIIIIbI TOKa3aHbl Ha Gur. 2A.

[0067] Ha ¢ur. 4 npencrasieHsl JUHENWHbIE rpaduKy, H300paXkaroue HHINBUY AJIbHbIE
JaHHbIE MPOLIEHTHOTO U3MEHEHHs (OT UCXOIHOTOo ypoBHs) oObema mbiun Oenpa mo MRI Ha 0, 4
u 8 Henene mociie oHOM B/B 103kl antuTena REGN2477 npoTuB akTUBMHA A WA aHTUTENA
REGN1033 npotus GDF8 y 310pOBbIX >KEHIIMH B MOCTMEHONAay3e B BUIE % W3MEHEHHUs OT
HCXOJTHOTO YpOBHS B rpymnmnax rianedo, anrurena npotus GDF8 (6 Mr/kr), aHTHTENa NMpOTUB
akTuBuHa A B BbIcOKOH no3e (10 mr/kr), antutena npotus GDF8 (6 Mr/kr) + anturena npotus
aktuBuHa A B Huskoi nose (1 mr/kr), anturena npotus GDF8 (6 mr/kr) + anTuTena nmpotus
akTuBUHa A B cpenHeli nose (3 mr/kr) u anturena npotus GDF8 (6 mr/kr) + anturena npotus
aKTuBMHAa A B BbICOKON no3e (10 Mr/kr) ams MHOXeCTBAa MHAUBHAYYMOB. YBelIMYeHHE 00beMa
MBI Oeapa MOCTOSIHHO HAOJIIOIAIOCh Y OTHENIbHBIX CYOBEKTOB IMOCIE JICUeHUsT KOMOUHALIUU
REGN2477+REGN1033. B kaxxznoii rpyIie jJeueHust pa3Hble JHHIUA 0003HAYAI0T Pa3HBIX JTIOJIEH.

[0068] Ha ¢ur. S5 mpencrapneH JuHEHHbIN rpaduk, H300pakaroIuil aneH UKy ISIPHYO
0e3kupoByr0 Maccy (Tena) (To ecTh cymmy Oe3:KMpOBOM TKaHU pyk u HOT) Ha 0, 4 u 8 Hexene
nocyie onHo B/B 103kl anTUTena REGN2477 nportus aktuBuHa A w/uiam anturena REGN1033
npotus GDF8 y 310p0BBIX *KEHIINH B TIOCTMEHOIIAY3€ B BUJIE IPOLIEHTHOTO H3MEHEHUsI CPETHETO
3HavyeHus LS (Meronom Hanmenbux kBaapaTos) (SE) OT HCXOMHOTO ypOBHS B LIECTH PYINax.
3nauenust N Ui Kakaoil rpynnsl nokasansl Ha ¢ur. 2A. Uepes 4 Henenu u 8 Hexenb B KaKAOH
U3 Tpex IPymn KOMOMHMPOBAHHOW J1O3bI, BKJIKOYAst rpymibl antutena nporus GDF8 (6 mr/kr) +
aHTHTENa MPOTUB akTUBMHA A B Hu3koH nose (1 mr/kr), antutena nporus GDF8 (6 mr/kr) +
aHTHTENIa TIPOTUB aKTHBUHA A B cpenHeit no3e (3 mr/kr) u antutena npotuB GDF8 (6 mr/kr) +
aHTHUTENa TMPOTUB aKTUBMHA A B BbICOKOH mo3e (10 mr/kr), HaOMIOAAnOCh 3HAYUTEIBHO
YBEJIMYCHHOE Pas3NiMuue CpeqHuX 3HadeHui LS % W3MeHeHus anmeHIuKyJIsIpHON Oe3:KMpOBOM
Macchl NO cpaBHEeHHIO ¢ twranebo (* HommHanbHbll p<0,05, ** HomumHambHb p <0,001).
3nayeHus N U151 KaKIOW TPy bl TOKa3aHbl HA Gur. 2A.

[0069] Ha ¢wur. 6 mnpencraBieH JUHEHHbIH Trpaduk, HU300paKAIOUINN MPOLEHTHOE
usMeHeHue cpennerl (SE=ctannmaptHeie ommOku) oOmei >KupoBoW Macchl (IPU M3MEPEHHH C
nomomelo DXA) Ha 0, 4 u 8 Henmene mocyie ogHOW B/B n03bl aHTUTena REGN2477 mportus
aktuBuHa A n/unn antutena REGN1033 nporus GDF8 y 310pOBbIX KEHIIHH B TOCTMEHOIAY3¢€
B rpynmax mianedo, anrurena npotuB GDF8 (6 Mr/kr), aHTUTENa MPOTUB AKTHBUHA A B BBICOKOH
nose (10 mr/kr), rpynmne! antutena npotus GDF8 (6 mr/kr) + aHTHTENa MPOTHB aKTUBHHA A B
Hu3Ko# nose (1 mr/kr), anturena nporus GDF8 (6 mr/kr) + antuTena mpoTHB akTUBUHA A B
cpenneii nosze (3 mr/kr) u anturena nporus GDF8 (6 Mr/kr) + aHTHTENa MPOTHUB aKTHBHHA A B
BbICOKOH n103€ (10 mr/kr). 3Hauenuns N ais KaXIo# rpynmsl MokasaHel Ha ¢ur. 2A. B rpymnme
BBICOKOM 103bI aHTHTENa TpoTB GDF8 (6 MI/KT) + aHTHTENa MPOTHB AKTUBHUHA A B BBICOKOH 103€
(10 mr/kr) HaOMrOAATIOCH 3HAYUTEIBHOE YMEHBIICHHE O0IIel JKUPOBOH MaCChl B BUAE PA3IIHUHUS
cpenHux 3HaueHuid LS MpoOLIEHTHOro M3MEHEHHUs MO CpaBHEHHWIO ¢ Iianedo Ha 4 Hexene u 8
Henene (*HomuHanbHBI p < 0,05). BrnokupoBanmne kak aktuBuHa A, Tak U1 GDF8 npusomut

YMEHBIIEHHIO 001IeH KIUPOBOIH MACChI, KOTOPYIO OLIEHUBAIOT C MOMOIIBI0 DXA.



12

[0070] Ha ¢wur. 7 mpencraBieH iuHeWHbIH rpaduk, usodpakatomuii cpennee (SE)
NPOIIEHTHOE U3MEHEHNE aHIPOUIHO KUPOBOH Macchl Ha 0, 4 u 8 Henese mocie OAHOM B/B O3B!
antutena REGN2477 nporuB aktuBuHa A w/unmm antutena REGN1033 mporuB GDEFS8 vy
3I0POBBIX JKEHIIUH B MIOCTMEHOIAY3€ B INECTH IPYIMIAX, BKJIKOYAs rpynnbl manedo, aHTHTeNa
nporus GDF8 (6 mr/kr), aHTuTeNna NpoTHB akTHBUHA A B BBICOKOH mo3e (10 mr/kr), aHtuTtena
nporus GDF8 (6 mr/kr) + aHTuTena npotuB akTuBHHAa A B HM3KOH no3e (1 MrI/kr), aHturena
nporus GDF8 (6 mr/kr) + anTuTena npoTuB akTHBHHA A B cpenHell no3e (3 MI/KT) B aHTUTeNa
nporus GDF8 (6 mr/kr) + anTurena npotus akTuBuHA A B BeICOKOH f03€ (10 mr/kr). B rpymme
REGN1033+REGN2477 B BBICOKOW 03¢ HAaOJIOAAIOCh 3HAYUTEIBHO CHIDKEHHOE pa3jinuue
CpelHUX 3HaueHUN LS mpoLeHTHOro M3MeHEeHMsI aHAPOUIHON KUPOBOI MacChl MOCPENCTBOM
DXA mno cpaBHeHHIO ¢ mianebo Ha 4 Henene u 8 Henene (*HomuHANBHBIHA p <0,05). 3Hauenus N
IUT KaXXIOH rpynmbl okaszaHbl Ha ¢ur. 2A. brnokupoBanue kak aktusuHa A, Tak 1 GDF8 Taxoke
CBSI3aHO C YMEHBLIEHUEM aHAPOUTHON KUPOBOM MacChl, KOTOPYIO OLIEHUBAIOT ¢ moMousio DXA.

[0071] Ha ¢ur. 8 mnpencraBneH JuHEWHHbIH rpaduk, H300paKaAIOUINA MPOLIEHTHOE
usmeneHne cpenHero 3HaueHms LS ¢ SE oOwema wmpnun Oempa (32 MCKIIOYEHHEM
BHYTPUMBIIIEYHON JKUPOBOH TKaHU U Oonbiinx cocynoB) Ha 0, 4 u 8 Henene mocie OMHOHN B/B
no3bl antutesnia REGN2477 nportus aktuBuHa A w/wnu antutena REGN1033 mporus GDFS8 y
3/IOPOBBIX JKEHIIMH B MIOCTMEHOMAy3€ B LIECTH IPYIIax, BKJIOYAs IPyIbl manedo, aHTUTena
npotuB GDF8 (6 mr/kr), anturena nmpoTuB akTHBUHA A B BBICOKOH no3e (10 mr/kr), aHTuTena
nporuB GDF8 (6 mr/kr) + aHTuTena mpoTuB akTMBMHA A B HM3KOH no03e (1 MI/Kr), aHTUTENa
npotuB GDF8 (6 mr/kr) + aHTuTe a NPOTUB aKTHBHHA A B cpenHell no3e (3 MI/KT) U aHTUTeNa
npotuB GDF8 (6 mMr/kr) + aHTUTENa MPOTHB aKTUBUHA A B BbICOKOI 103¢e (10 Mr/kr). 3HaueHust N
I KaKOOW rpynmbl mokasaHel Ha ¢ur. 2A. Ilo cpaBHeHH0O ¢ IMwianeb0 B TIpymmax
REGN2477+REGN1033 cpennero u BBICOKOTrO YPOBHSI HAOJIOJAIOCh 3HAUYUTENIbHO YBETMYSHHOE
cpennee % n3MeHeHne oObeMa MbIL Oeapa Ha 4 Henene u 8 Hepene. (*Homunanbhblii p < 0,05,
**HomuHaIBHBIA p< 0,001).

[0072] Ha ¢wur. 9 mnpencraBieH JUHEHHbIH Trpaduk, H300paKAFOMINN MPOLEHTHOE
u3MeHeHue cpennero 3HaueHust LS ¢ SE oOmeit 6e3:xupoBoit maccel Ha 0, 4 u 8 Hexene mocie
onHol B/B no3bl antutena REGN2477 npotus aktuBuaa A n/unn antutena REGN1033 npotus
GDF8 y 3m0poBbIX JKEHIIWH B IMOCTMEHOMNAY3€ Ui LIECTH TPYIII, BKJIKOYAsl TPYMIIbI mianeo,
anturena npotus GDF8 (6 mr/kr), aHTuTena nmpoTuB akTHBHHA A B BBICOKOW mo3e (10 mr/kr),
anturena npotuB GDF8 (6 Mmr/kr) + aHTuTEeNna mpoOTHB akTHBHHA A B HHU3KOH no3e (1 mr/kr),
anrurena npotuB GDF8 (6 mr/kr) + anTuTena npoTuB akTUBUHA A B cpemHel nosze (3 MI/kr) u
anturena npotuB GDF8 (6 mr/kr) + aHTHTENa MPOTHUB aKTHBHHA A B BBICOKOH m03e (10 Mr/kr).
3naueHns N U KaxXIo# rpymnsl nokasanbl Ha ¢ur. 2A. Ilo cpaBHeHuro ¢ mianebo B rpymnmax
REGN2477+REGN1033 B cpenHeii 1 BBICOKOH 03¢ HAOII01AI0Ch 3HAUUTENBHO YBEJIMUIeHHOE %0
u3MeHeHne oOmel 0e3KupOoBOM Macchl MO CpPaBHEHHIO C muiane0o Ha 4 Hemene W 8 Henmele.
(*HomunanbHeI p <0,05).

[0073] Ha ¢ur. 10 mpencraBieH JIUHEHHBIH Tpaduk, U300paKarOIMHNA MPOLEHTHOE

u3MeHeHne cpennero 3HaueHuss LS ¢ SE anmeHaukysipHO#H 0€3KMpPOBOM MacChl Tena B KT
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(paccunTanHoil mo ypaBHeHuto aLBM) Ha O, 4 u 8 Hexmerne mocie OOHOW B/B O3Bl aHTUTENA
REGN2477 nporus aktuBrHa A w/unu antutesnia REGN1033 nporus GDF8 y 310pOBbIX JKeHITUH
B MOCTMEHONAy3€ B LIECTH TPYyINax, BKJIOUas rpymnmel roranedo, anturena npotuB GDFS,
aHTHUTENa MPOTHB akTUBMHA A B BbICOKOW no3e (10 mr/kr), anturena nporus GDF8+anrurena
NpoTHB akTWBMHA A B Hu3kod nose (1 wmr/kr), anrurena nporuB GDF8+anturena mportus
aKTUBUHA A B cpenHeil nose (3 mr/kr) u anturena npotus GDF8+anTurena npoTus akTuBHHA A
B BbICOKOH 1103€ (10 mr/kr). 3Hauenust N 1i1s1 Ka>koi rpymmsl rnokasansl Ha ¢ur. 2A. JleueHue
REGN2477+REGN1033 mnpuBeno K  3HAaYUTENbHO yBEIMYEHHOMY %  HM3MEHEHHUIO
aNMeHINKYJSIPHOM O€3)KMPOBOI MacChl TeJla, PACCUUTAHHOM 1o ypaBHeHHI0 aLBM (kr), B Kasknoi
U3 TPYIII HU3KOH, CpeHEH 1 BBICOKO 036l Ha 4 Hezee U 8 Hesene 1o CpaBHEHHIO ¢ rianebo (*
p<0,05, ** p <0,001).

[0074] Ha ¢ur. 11 mnpencraBneH nuHeNHHBIH rpaduk, H300pa’karoIMi MPOLIEHTHOE
u3MeHeHue cpenHero 3nadeHus LS ¢ SE obmeii xupoBoit Mmacesl, B kT, Ha 0, 4 u 8 Hexese mocine
onHoit B/B no3bl antutena REGN2477 nporus aktuBuHa A w/mimn anturena REGN1033 nporus
GDFS8 y 310pOBBIX KEHIIMH B MOCTMEHOMNAy3€ B INECTH IPYINAX, BKJIOYAs TPYyMIbl mianedo,
antutena nporus GDF8 (6 mr/kr), aHTuTena npoTHB akTHBHHA A B BbICOKOH 103e (10 MI/Kr),
antutena nporus GDF8+anrutena mporus aktuBuHA A B HU3KOH no3e (1 Mr/kr), aHTuTena
npotuB GDF8 (6 mr/kr) + antuTena npoTHB akTHBMHA A B cpenHel no3e (3 MI/Kr) U aHTUTeNa
npotuB GDF8 (6 mr/kr) + aHTHUTENa MPOTHB akTUBUHA A B BbICOKOH 03¢ (10 Mr/kr). 3Hauenus N
I KaKOOHW Tpymmbl mokasaHel Ha ¢ur. 2A. B rpymnme nedyeHuss komOMHaimen
REGN2477+REGN1033 B BbICOKOW 03¢ HAOJIOAANIOCh 3HAYUTEIBHO YMEHbIIEHHOE %o
(13MeHeHue) o01el JKUPOBOM Macchl: -3,92% (rpymma BbICOKOH JT03bI) IO CPABHEHUIO C M1anedo
-0,65% Ha 8 Hepene. (*Homunanpbiii p<0,05).

[0075] Ha ¢ur. 12 mnpencraBneH juHEHHBbIH Tpaduk, H300pa’karoIMi MPOLEHTHOE
usmMeHenre cpendero 3Hadenuss LS ¢ SE obObema wMbimm Oempa, B cM3,  (BKIrOYast
BHYTPHMBIIIEYHYIO JKUPOBYIO TKaHb U Oonbiime cocynel) Ha 0, 4 u 8 Hexene mocyie OqHOH B/B
no3bl antutenna REGN2477 npotus aktuBuHa A w/wnu antutena REGN1033 nporus GDF8 y
3IOPOBBIX JKEHIIUH B MIOCTMEHOINAYy3€ B INECTH IPYIMIAaX, BKJIOYAs rpynmnbl manedo, aHTHTeNa
nporue GDF8, antuTena npotuB akTuBHHA A B BBICOKOW 03¢ (10 MI/Kkr), aHTHUTENa MPOTUB
GDF8+anTurena mnpoTuB akTuBUHA A B HH3KOW o3¢ (1 MI/kr), aHTUTeNna MPOTUB
GDF8+anTutena mpoTMB akTUBMHA A B cpemHeidl no3e (3 MI/Kr) W aHTUTENA TPOTHB
GDF8+anTutena npotuB akTuBMHA A B BBICOKOH no3e (10 mr/kr). 3Hauenuss N mist Kaxmon
rpymmel TMoka3aHel Ha ¢ur. 2A. B rpynmmax JsedeHHMss BBICOKOH H CpenHed 1o30H
REGN2477+REGN1033 HaOmo1aa0ch 3HAYUTENBHO YBEIHMUEHHOE %0 N3MEHEeHHEe 00heMa MBbIIIIL]
Oenpa, BKJIIOYAsl BHYTPUMBIIIEYHYIO JKHPOBYIO TKaHb M OOJBIINE COCYABI B TPYINAX JICYCHHUS
CpeIHEro M BBICOKOT'O YPOBHSI Ha 4 HeJene U 8 Helelne 1o CpaBHEHUIO ¢ mianedo (*HOMUHATBHBIN
p<0,05, **nomunanbHeIi p <0,001).

[0076] Ha ¢ur. 13 mpencraBieH JUHEHHBIH Tpaduk, HU300paKarOIMKNA MPOLEHTHOE
u3MeHeHue cpenHero 3HadeHus LS ¢ SE anmennmukyssipHoit 0e3:kMpoOBOM Macchl (cymma

0e3:kupoBOI Macchl PyK M HOT), B KT, Ha 0, 4 u 8 Hexene mocyie OXHON B/B O3Bl aHTUTENA
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REGN2477 nporus aktuBrHa A w/nnu antutesnia REGN1033 nporus GDF8 y 310pOBbIX JKeHITUH
B TMOCTMEHONAy3€ B LIECTH TPYyINax, BKJIOUas rpymnmel roranedo, anturena npotuB GDFS,
aHTHUTENa MPOTHB akTUBMHA A B BbICOKOW no3e (10 mr/kr), anturena nporus GDF8+anrurena
NpOTHB akTUBMHA A B Hu3kod nose (1 wmr/kr), anrturena nporuB GDF8+anturena mportus
aKTUBUHA A B cpenHeil nose (3 mr/kr) u anturena npotuB GDF8+anTurena npoTus akTuBrHA A
B BbicOKOH mo3e (10 mr/kr). 3naduenuss N Ui Kakmod rpynmbl NMOkasaHbl Ha ¢ur. 2A.
AnneHauKyJIsipHas 0e3)KHpOBasi Macca 3HAYUTEIBHO YBEJIUUNIIACh B BU/IE CPEIHETO MPOLIEHTHOTO
U3MEHEHUsI MO0 CPaBHEHWIO ¢ Iutanedo B kaxao u3 rpymn jedenus REGN2477+REGN1033
HU3KOIO, CpEeIHero U BBICOKOro ypoBHs Ha 4 u 8 Hemene (*HomuHanbHbIA pP<0,05,
*HomuHanpHBIN* p <0,001).

[0077] Ha ¢ur. 14 mnpencraBieH JuHEHHBIH Tpaduk, HU300pakarOIIui MPOLEHTHOE
u3MeHeHue cpeanero 3HaueHust LS ¢ SE annpounHoi sxupoBoit macchl, B kT, Ha 0, 4 u 8 Henene
nocye onHoi B/B no3bl anTHTena REGN2477 nporus aktuBuHa A w/mnu antutena REGN1033
npotuB GDF8 y 3710pOBBIX KEHIIMH B MOCTMEHOMNAYy3€ B LIECTH IPYMIAaxX, BKJKOYas IPYIIIbI
mane6o, anturena npotuB GDF8, anturena mporus aktiBuHA A B BbICOKOH no3e (10 Mr/kr),
antutena nporus GDF8+anrutena mporus aktuBrHA A B HU3KOH no3e (1 Mr/kr), aHTuTena
npotuB GDF8+anTturena npotus akTuBHHa A B cpemHeil no3e (3 MI/KT) M aHTHTENa MPOTHB
GDF8+anTurena npoTuB akTuBUHA A B BbICOKOW mo3e (10 mr/kr). 3HaueHust N st Kaskaoun
rpymmsl nokasaxel Ha ¢ur. 2A. B rpynme REGN1033+REGN2477 B BBICOKO# 103€ HAOIOAATIOCH
3HAYUTEJbHO CHUXKEHHOE %o M3MEHEeHHEe aHIPOMIHON >KUpOBOH Maccel nocpenacrsoM DXA mo
cpaBHeHHIO ¢ rutanebo Ha 4 Hepene u 8 Henene (*HomuHaNbHBIH p <0,05).

[0078] Ha ¢ur. 15 mpencraBieH JUHEHHBIH Tpaduk, HU300pakaroOIIMi MPOLEHTHOE
n3MeHenne cpennero sHaueHus LS ¢ SE o0beMa BHY TPUMBILIEYHOM KUPOBO# TKaHK Oenpa, B CM>,
Ha 0, 4 u 8 Henmene mocye onHOW B/B no3bl antutTena REGN2477 npotus aktuBHMHA A W/wiu
anturena REGN1033 nmporus GDF8 y 310p0OBBIX KEHIIUH B MOCTMEHOMNAY3€ B IIECTH IPyIax,
BKJIFOUast rpymnmel mwianedo, anrutena npotuB GDF8, anturena npotus akTrBHHA A B BBICOKOH
no3se (10 mr/kr), anturtena npotus GDF8+anTuTena npoTus akTuBUHA A B HU3KOM 103¢e (1 MI/KT),
anturena nporuB GDF8+anTuTena npotus aktuBuHA A B cpemHed nose (3 MI/Kr) U aHTUTENa
nporue GDF8+anturena nporus aktuBuHa A B BbICOKOH no3e (10 mr/kr). 3nadenus N mms
KaXoi rpynmbl nmokasanel Ha ¢ur. 2A. B rpynme REGN1033+REGN2477 B BBICOKOH /103€
HaOJIFO1aJICsT YBEJIMUEHHBIH 00bEM BHY TPUMBILIEUHOH JKUPOBOH TKaHU Oezipa B Buae cpeaHero %o
U3MEHEHHUS 10 CpaBHEHMIO ¢ Tuianebo Ha 8 Henene. (*Homunanbheii p < 0,05).

[0079] Ha ¢ur. 16 mpencraBieH JIUHEHHBIH Tpaduk, U300paKAOIMMNA MPOLEHTHOE
u3MeHeHue cpeaHero 3HaueHus LS ¢ SE cyMMbl BHYTpUMBIIIEYHONH U MEKMBbIIIEYHON KHPOBOI
tkanu (IMAT) na 0, 4 u 8 Henene nocne oxgHO# B/B 103bI aHTHTENa REGN2477 npoTHB akTHBHHA
A wumn anturena REGN1033 nporus GDF8 y 310pOBBIX JKEHIIWH B MOCTMEHOMNAY3€ B IIECTH
rpymmnax, BkJrovas rmanebo, anrurena npotus GDF8, anTtuTena npoTtus akTHBHHA A B BBICOKOH
no3se (10 mr/kr), antutena npotus GDF8+anTuTena npoTus akTuBUHA A B HU3KOM 103¢e (1 MI/KT),
anturena nporus GDF8+anTtuTena npotus aktuBuHa A B cpemHel nose (3 MI/Kr) U aHTUTENA

nporus GDF8+anTuTena npotus akTuBrHA A B BbICOKOH 103e (10 Mr/kr) rpynmel. 3HaueHuss N
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I KaXIOW rpymmbl  mMokasaHel Ha ¢ur. 2A. I'pynmbl  nedeHust KoMOMHaLmen
REGN1033+REGN2477 cymecTBEHHO He OTJIMYAJIUCH OT IIare0o Mo MPOLEHTHOMY H3MEHEHUIO
cpenHero 3HaueHus LS ¢ SE cyMMbl BHYTpPUMBIIIEUHOW U MEKMBIIIEYHONH >KMPOBONW TKaHU
(IMAT) Ha 4 u 8 HenemsIX.

[0080] Ha ¢ur. 17 mpencraBieH JuHEHHBIH Tpaduk, HU300paKarOIMHNA MPOLEHTHOE
u3MeHeHue cpennero 3Hadenust LS ¢ SE oO0beMa MoaKoKHOM KUPOBOW TKaHH, B cM>, Ha 0, 4 u 8
Hezmene mocie omHol B/B no3bl aHtuTena REGN2477 npoTuB akTHBMHA A W/WIH aHTUTENA
REGN1033 nporus GDF8 y 310pOBbIX EHIUH B IOCTMEHOIAY3€ B LIECTU I'PyIIax, BKIOYAs
rpynmel mwianedo, anturena nporus GDF8, antutena npotus aktuBuHa A B BbICOKOH mo3e (10
mr/kr), anturena nporus GDF8+anturena npotus akTuBuHa A B HU3KOH 103€ (1 MI/KT), aHTUTENA
nporus GDF8+anturena npotus akTuBuHa A B cpegHed no3e (3 MI/Kr) U aHTUTENA NMPOTUB
GDF8+anturena npotusB akTuBuHa A B BbICOKOH mo3e (10 mr/kr). 3Hauenuss N nist kaskaoi
rpynel mokaszasel Ha gur. 2A. B rpynmnax nedennss REGN1033+REGN2477 HU3K0ro 1 cpeiHero
yPOBHSI HaOJIFO1AJIOCh 3HAYUTENIBHO YMEHbIIEHHOE %o N3MEeHeHHe 00beMa MOJKOKHOM YKUPOBOH
TKaHHU IO CpaBHEHHIO ¢ Tianedo Ha 8 Henene (* HomuHanbHBIH p<0,05).

HoapoOHoe onucanue u3odpeTenus

[0081] Ilepen omucaHHeM HACTOSIIETO H300pEeTEHUs] CJeQyeT MOHMMAaTh, 4YTO 3TO
n300peTeHne He OrpaHH4Ye€HO KOHKPETHBIMH OIMCAHHBIMU KOMIIO3MIMSIMH, CIOCO0aMU |
HKCIEPHUMEHTAJIbHBIMU yCIOBUSMH, OCKOJIBKY TaKH€ KOMIIO3UIMHU, CIIOCOOBI M YCIOBHSI MOTYT
MeHAThCs. Taxke cienyer MOHMMATh, YTO MCMONb3yeMasi B JTaHHOM JOKYMEHTE TePMHUHOJIOTHS
IpeqHa3HadeHa TOJIbKO JJi ONUCAHUS KOHKPETHBIX BapHAHTOB OCYINECTBJIEHHS U He
npeaHa3HaYeHa ISl OTPAaHIMYEHHS, TOCKOJIBbKY 00beM HACTOSIIIEro 300 peTeH st Oy 1eT OrpaHuueH
TOJNIBKO TpujiaraeMoii ¢opmysioli m3oOperenus. Eciu He yka3aHO WHOE, BCe TEXHUYECKUE U
Hay4YHble TEPMUHBI, HUCIOJIb3yEeMbl€ B HACTOALIEM JOKYMEHTE, UMEIOT TO )K€ 3HAUeHHE, KOTOpoe
OOBIYHO TIOHSITHO PSAOBOMY CHELUAIUCTY B OOJIACTH, K KOTOPOH OTHOCUTCS 3TO H300pETEHHE.

[0082] Kak wcronb3yercss B 3TOM ONHCAHUU M MPHIOKEHHOW (opMylie M300peTeHHs,
(bOpMBI €TUHCTBEHHOT'O YMCJIA BKJIIOYAIOT B CE€0s1 CCHUIKM HA MHOXKECTBEHHOE YHCIIO, €CITH U3
KOHTEKCTa SIBHO HE clenyer WHoe. Takum o00pa3oM, Hampumep, CChbUIKa Ha «Crocod B
€IMHCTBEHHOM YHCJIe» BKJIIOYAeT B ceOs ONWH WJIM HECKOJBbKO CIIOCOOOB W/WiIM CTaaui
OMHCAHHOTO B JAHHOM JOKYMEHTE THIAa W/HWJIM KOTOPbIE CTaHYT OYEBHIHBI CIEIHAJIICTAM B
TaHHOM 00JIaCTH NPU YTEHHH 3TOTO PACKPBITHSL.

[0083] B pamkax HacToswmero H300pPETEHUS TEPMHH «IPHOIM3UTENBHO» TPU
HCIOJIb30BAHNUHU B OTHOLIEHUU KOHKPETHOT'O NMPUBEAEHHOIO YHCJIOBOTO 3HAUEHHUSI O3HAYAET, YTO
3HAYEHHE MOXKET OTJIMYATHCS OT MPUBENEHHOro 3HaueHus He Oonee Ha 1%. Hanpumep, B pamkax
HACTOSAIIEro n300peTeHus BuipaxkeHne «mpudausutenbHo 100» BkimodaeT B cedst 99 u 101 u Bce
3HaYeHus Mexay HuMH (Hampumep, 99,1, 99,2, 993,994 ut.1.).

[0084] XoTs mnpu MPaKTUYECKOH peaju3aldyd HACTOSINEro HU300peTeHUs MOXKHO
UCTIONIB30BATh JIOOBIE CIIOCOOBI U MaTepHalIbl, AaHAJIOTUYHbIEC M SKBUBAJICHTHBIE ONMCAHHBIM B
JAHHOM JIOKYMEHTe, Jajieeé OIMCaHbl MPENNOYTHTEIbHbIE CIIOcCOObl W MaTepuanbl. Bce

HY6J'II/IKaL[I/II/I, YHOOMSAHYTBIE B JAHHOM OOKYMEHTEC, MOJIHOCTBKO BKJIFOUCHBI B I[aHHbeI AOKYMCHT
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MOCPEICTBOM CCBUIKH.

AHTHTE/Ia 1 AHTHIeHCBSI3bIBaKOIIHE PPArMeHTHI AHTHTEJ

[0085] B pamkax HACTOALIEr0 H300PETEHUS TEPMUH «AHTHTEJIO» IPEIHA3HAUYEH IS
0003HaYeHHUsT MOJIEKYJ MMMYHOTJIOOYJIMHOB, COAEPIKAIUX YEThIPE MOJIUIENTHIHBIE LEMH, B
Tspxenble (H) nenn u nee nerkue (L) nenu, CoeqMHEHHBIE TUCYIBGUAHBIMU CBA3SIMH, a TAKXKE UX
myabTuMepsl (Hampumep, IgM). Kaxpas Tsbkenas nenb COAEpKHUT BapuaOenbHYIO 001acThb
TsDKEJION 1enu (COoKpameHHO obo3Hadaemyro B nmaHHOM nokymente kak HCVR wm Vy) u
KOHCTAaHTHYIO 00JjacTh Tspkenoi uenu. KoHcTraHTHas oOmacTb TSDKENOM LeNU COXEPKUT TPU
nomeHna, Cyl, Cy2 u Cy3. Kaknas nerkast nemnb COOepKUT BapuadeIbHy0 001acTh JIETKOW Henu
(cokpatieHHo 0003HaUaeMyo B JaHHOM okyMeHTe kak LCVR wiu V1) u KOHCTaHTHYI0 00J1acTh
nerkoii nernu. KoncrantHast obnacts jerkoit nenu copepxut oguH gomeH (Cp1). Ob6nactu Vy u
VL MOXHO IOTOJIHUTENBHO MOAPA3AENIUTh Ha OONacTH runepBapuabeIbHOCTH, Ha3blBaeMble
onpexesomye komiuieMeHTapHocTh obnactu (CDR), ¢ BkpamieHusiMu oOnacreild, KOTOpbIe
ABJISIFOTCSL OOJIee KOHCEPBATHBHBIMU U Ha3bIBatOTCs KapkacHble obmactu (FR). Kaxnas Vy u Vi
coctont u3 Tpex CDR u uerbipex FR, pacrnonokeHHbIX OT aMHHO-KOHLIA K KapOOKCH-KOHIy B
cnenytomem nopsinke: FR1, CDR1, FR2, CDR2, FR3, CDR3, FR4. B pa3nu4HbIX BapHaHTax
ocyiectBieHust n3o0perenust FR antuten (MM Mx aHTUMEHCBSI3BIBAIOLINX YacTel) MOTYT OBITh
UJIGHTUYHBl TIOCJIEIOBATENIPHOCTSIM  3apOABIIIEBON JIMHUM 4E€JIOBEKa, WJIM HX MOXHO
MOAMDHULIPOBATH €CTECTBEHHBIM MIIM UCKY CCTBEHHBIM ITyTeM. AMHHOKHCIIOTHYIO KOHCEHCY CHYIO
IIOCJIEIOBATEIBHOCTh MOYKHO ONPENENIUTh HA OCHOBE NapauIeNIbHBIX aHAJIM30B JIBYX MM Oosee
CDR.

[0086] AHTUTeNna MOTYT YIOMHMHATBHCS B AAHHOM JOKYMEHTE COTJIACHO CIIEAYIOIIEH
HoMeHKkJatype: npepukc Fc (mampumep «HIM», «H2aMy, «H4H»), 3a koTOpBIM Clenyer
yrcnoBol unentudukarop (Hanpumep «10446y), 3a kotopsiM cienyet cypduxc «Py, «P2» nnu
«N». Takum 00pa3oMm, COrIaCHO 3TOW HOMEHKJIATYPE aHTHUTEJO MOXET YIIOMUHATHCS B TAHHOM
nokymeHre, Hanpumep, kak «H4H10446P2y. Ilpepuxcer HIM, H2ZM u H4H B o0o3HaueHusx
AHTHTEJI, UCTIOJIB3YEMbIX B JAHHOM JIOKYMEHTE, YKa3bIBAIOT HA KOHKPETHbIN m3oTun Fc-obmactu
antutena. Hanpumep, antureno «H2aM» umeer Fc IgG2a mbimm, Torna kak antureno « H4H»
umeer Fc IgG4 yenoseka. Kak Oyner o4eBHIHO PsSOOBOMY CHELMATUCTy B JaHHOW OOJaCTH,
AHTHUTENO, MMEIolee KOHKPETHBIM M30TUN FC, MOXHO mpeoOpa3oBaTh B aHTHTENIO C APYTUM
usorunoM Fc (Hanpumep, antureno ¢ Fc IgG2a mbimm mokHO ipeoOpaszoBats B anTHTENO ¢ 1gG4
YeJIoBeKa U T.JI.), HO B IIOOOM ciiydae BapuadenbHble foMensl (Bkiaouasi CDR) ocranyTest Takumu
Ke, U OKHUAAETCS, YTO CBOWCTBA CBS3bIBAHHMA OYAyT HWACHTUYHBIMU WM MO CYIIECTBY
AHAJIOTUYHBIMU HE3aBHCUMO OT NMPHUPOIBI foMeHa Fc.

[0087] B pamkax HacTOsIIEro H300PETEHUS] TEPMHH KAHTUTENIO» TAK)KE BKIIFOUAET B ceOs
AHTUTCHCBS3BIBAIOIINE (PPAarMEHThl TIOJNIHBIX MOJIEKYJI aHTUTEeNl. B paMkax HacTosmero
n300peTeHNs] TEPMHUHBI «AHTHUTEHCBS3bIBAIOLIAsT YaCTb» AHTHTENA, «AHTUT'CHCBS3bIBAIOIIUI
¢dparMeHT» aHTHTENIAa U TOMY IMOAOOHOE BKIFOYAIOT B ce0s MFOOOH BCTpEUArOIUIICS B PUPOJE,
NOJly4aeMblii  ()epMEHTATUBHO, CHHTETUYECKHH WJIM T€HETUYEeCKH CKOHCTPYHPOBAHHBIN

MOJIMMICIITUA WU TJIIUKOMPOTEHH, KOTOprfI CHeLII/I(I)I/I‘{eCKI/I CBA3BIBACT aHTHUI'CH C O6pa30BaHI/IeM
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KOMILIEKCA. AHTHIEHCBSI3bIBAIOLINE (DPArMEHTBl AHTUTEN MOXKHO TOJYYHTb, HAIPHMEp, U3
MOJIHBIX MOJIEKYJl aHTHTEN C HCIOJIb30BAHMEM JFOOBIX MOAXOISAIIMX CTAHIAPTHBIX METOIOB,
TAKHUX KaK MPOTEOJUTUIECKOE PaCIleIUIEHHe NIIH METOABI pEKOMOMHAHTHONW T'€HHOW MH)KEHEPUH,
BKJIIOUAIOIIMe MaHumnyjupoBanue u oskcrnpeccnto JIHK, komuwpyromeit BapuaOenbHbIE U
HeoOs13aTeNIbHO KOHCTaHTHbIe foMeHbl anTuTena. Takas JIHK m3BecTHa n/mim erko 1oCTymHa,
HampuMep, U3 KOMMePUYeCKIX UCTOYHUKOB, Onbmmorek JIHK (Bkirowas, Hanpumep, Oubimuorexu
¢ar-antureno), wnmu ee MoxHo cuHTesuposarh. JIHK MoxHO cexBeHmpoBath u 00OpaboraTh
XUMHYECKH WM C HCIHOJb30BAHHEM METOJOB MOJIEKYJIIPHON OWONIOTHH, Hampumep, s
YHOPSIIOYMBAHUSL OJHOTO MJIM HECKOJbKUX BapHAaOENbHBIX W/WIM KOHCTAHTHBIX JOMEHOB B
HNOIXONALIYI0 KOH(QUTYPALUIO WM Ui BBEIEHHsS KOJOHOB, CO3JIAHMS LINCTEMHOBBIX OCTAaTKOB,
Moudukamy, 100aBIeHNs WIN YAAJEHUs] AMUHOKUCIIOT U T. 1.

[0088] Heorpanu4ymuBaroliye mpuMepbl aHTUT€HCBS3BIBAIOINNX (PPArMEHTOB BKJIIOYAIOT B
cebs: (1) Fab-¢pparmentsr; (i1) F(ab')2-pparmentsr; (ii1) Fd-pparmentsr, (iv) Fv-pparmentsr, (v)
oxHoreno4yeuHsie Monekyibl Fv (scFv); (vi) dAb-dparmenTsr; u (vil) MUHUMAaJIbHbBIE €IUHHLIbI
pacmo3HaBaHMs, COCTOSIIME U3 AMUHOKHUCJIOTHBIX  OCTAaTKOB, KOTOpbIE HMUTHPYIOT
runepBapualenbHyl0  o0jacTe  aHTUTENa  (HAmpUMeEp,  BBIIEJICHHYIO  ONPEIelSIOIIYI0
komrmieMentapaoctb obnactb (CDR), Takyro kak mentun CDR3) wnum koH(pOpMamoHHO
orpanndenHblii nentun FR3-CDR3-FR4. B pamkax HacTosinero M300pETeHHs] B BBIPAXKEHUE
«aHTUTeHCBA3BIBAOIINN (PparMeHT» TakXKe BKIIOYEHbI APYTHe CKOHCTPYHPOBAHHBIE MOJIEKYJIBL,
TaKHe KaK JOMeH-crernuieckre aHTuTeNa, OOHOAOMEHHbIE aHTUTENA, AHTUTENA C yAaJCHHbIM
JIOMEHOM, XUMEepHbIe aHTuTeNa, antutena ¢ npuButeiMu CDR, nuartena, Tpuarena, Terparena,
MUHHAHTHUTEA, HAHOAHTUTENA (HAMPUMEP MOHOBAJCHTHbIE HAHOAHTHTENA, JBYXBAJCHTHBIE
HAHOAHTHTENA W T.J.), Majble MOAYyJbHbIE UMMyHO(papmaueTuueckue cpencrsa (SMIP) u
BapuabesbHbIe TOMEHbI akyibux aHnTutes [gNAR.

[0089] AHTHreHCBsA3bIBAIOIIME (PparMeHT aHTHTEeIa OOBIYHO COAEPIKUT IO MEHBIIIEH Mepe
onuH BapuabenbHbIN noMeH. BapuabOenbHbIil TOMEH MOXKET UMETh JIFOOOW pa3mep WM JIF0OOH
AMUHOKHUCJIOTHBIN COCTaB U OOBIYHO CONEPIKUT MO MeHbIel Mepe ogHy CDR, koTopast HaXOIUTCst
PSIIOM € OJTHOM MJIM HECKOJIbKUMH KapKacHBIMHU MOCIEN0BATENbHOCTIMU WU B paMKe ¢ HUMu. B
AHTUTeHCBS3BIBAIOMINX (PparMeHTax, UMEIOIINUX JOMEH Vy, CBS3aHHBIH C JOMEHOM V|, TOMEHBI
Vy 1 VL MOTYT OBITh PacIoNOKeHbl OTHOCUTENIBHO APYT APyTa B JIOOOM MOAXOSIIEM MOPSIAKE.
Hanpumep, BapuabespHasi 00J1aCTh MOKET ObITh TUMEPHOH U comepxkath qumepsl Vy-Vy, Vy-Vi
wii Vi -VL. AJBTEpPHATUBHO, aHTUTCHCBS3bIBAOIIUIN ()parMeHT aHTHUTENAa MOXKET COAEPIKaTh
MOHOMEPHBINA JOMeH Vy unu Vi.

[0090] B HekOTOpBIX BapHaHTAX OCYIIECTBJICHHS AHTUTEHCBSI3BIBAIOIIUI (parMeHT
aHTHUTENa MOXET COAEp)KaTb MO MeHbIIeH Mepe ONMH BapuabeNbHBIH ITOMEH, KOBAJIEHTHO
CBSI3aHHBI IO MEHbIIEH Mepe ¢ OAHMM KOHCTAaHTHBIM JAOMEHOM. HeorpaHuuuparomue
WIIFOCTPATHBHbIE KOHQHUIYypauuy BapHaOeNbHBIX U KOHCTAHTHBIX JTOMEHOB, KOTOPBIH MOMKET
HAXONIUTBhCSI B AHTHUIEHCBSI3bIBAOINEM (pparMeHTe aHTHTENa, HCIOJB3YEMOrO B HACTOSIIEM
uzobpereHny, BKIIOYArOT B cedst: (1) Vy-Cyl; (11) Vy-Cy2; (ii1) Vy-Cy3; (iv) Vy-Cyl-Cy2; (v) Vy-
Cyl-Cy2-Cy3; (vi) Vyu-Cy2-Cy3; (vil) Vy-Cr; (viil) Vi-Cyl; (ix) Vi-Cy2; (x) VL-Cy3; (x1) Vi-
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Cyl-Cy2; (xi1) VL -Cyl-Cy2-Cy3; (xiil) Vi -Cy2-Cy3; u (xiv) Vi -Cr. B mroboii kordurypanmu
BapHuabENIbHBIX U KOHCTAHTHBIX JOMEHOB, BKJIIOUas JIIOOYIO U3 MIUTFOCTPATUBHBIX KOH(PHUTY paLIHi,
NEPEUNCIICHHBIX BbIIe, BapuabeNpHblE M KOHCTAHTHBIE JIOMEHbI MOTYT ObITh JIHOO
HETIOCPEACTBEHHO CBSI3aHBI IPYT C APYTOM, JINOO MOTYT OBITh CBSA3aHBI TOCPEACTBOM ITOJIHOM WITH
YaCTUYHOHN LIAPHUPHON MK JTUHKepHOH oOnactu. [llapHupHas o0nacTe MOXKET COCTOSITh U3 IO
MeHbIel mepe 2 (Hampumep, 5, 10, 15, 20, 40, 60 unu Oosiee) aMUHOKHCIIOT, KOTOPBIE IPUBOJIST
K TMOKON MiM moNyruOKOW CBSI3W MEXIY COCEOHUMHU BapHaOENbHBIMH W/MIM KOHCTAHTHBIMHU
JOMEHaMH B OIHOW MoOJieKyJie mojunentuaa. Kpome Toro, aHTUreHCBSA3BIBAKOIIMN (hparMeHT
aHTHUTENA, UCIOJNb3YEMOrO0 B HACTOALIEM H300PETEeHMH, MOXET COAEp’KaTbh TOMOANMEp WU
rerepoguMep (WM JOPyrod MyJbTUMEp) JEOOOW U3 KOH(purypauuii BapuaOenbHOrO U
KOHCTAHTHOT'O JIOMEHOB, IE€PEUYHCISHHbIX BBILIE, B HEKOBAJIEHTHOM CBSA3U APYT C APYTOM U/UJH C
OJHUM HJII HECKOJbKMMHM MOHOMEPHBIMM JOMeHamMu Vy mnu Vi (Hanpumep, ¢ HMOMOIIBIO
OUCYJIb(UIHON CBS3H (CBSA3EH)).

[0091] TlonHble MOJIEKYJIbI U AHTHI'€HCBSI3bIBAIOIIME (DPArMEHTHI aHTHTEN MOTYT OBITh
MOHOCHEUN(PUUECKIMU HJIM  MYJIbTHCIEU(PUUECKUMH  (Hampumep, Oucrernuu4ecKumu).
Mynsrucnenuduyeckoe aHTHTENO WIM AHTUTEHCBS3bIBAIOIIMN (DparMeHT aHTuTena OOBIMHO
CONEPKUT 10 MeHbLIeH Mepe MABa pa3sHbIX BapHAOENBHBIX HOMEHA, NpPUYEM KA KIbIi
BapuadeNbHBIH JOMEH CHOCOOEH Crenn(pUUecKy CBSI3BIBATHCS C OTAEIbHBIM AHTUTCHOM HIIH C
APYTHM 3THUTONOM Ha OZHOM U TOM ke aHtureHe. ®@opmar mo60ro MyasTHCHEHUPHIECKOTO
aHTUTENa MOXHO  aJanTUPOBaTb JUId NPUMEHEHUs B  KOHTEKCT€ AaHTUTEeNa WU
AHTHIeHCBS3BIBAIOMIETO (PparMeHTa, OMHUCAHHOTO B JAHHOM JOKYMEHTE, C HCIOJb30BAHHEM
CTaHIAPTHBIX METOJOB, TOCTYITHBIX B JAHHOH 00J1aCTH.

[0092] AHTHUTENa, UCTIOB3YyEeMble B KOMITO3ULIUSIX M CIIOCO0AX COTJIACHO M300PETEHHIO,
MOTYT JEWCTBOBATh TOCPEICTBOM KOMILIEMEHT-3aBUCHMOM wnuToTokcnyHoct (CDC) wmm
AHTHUTENIO-3aBUCUMON KJIETOYHO-onocpenoBanHoil murotokcuanoctu (ADCC). «KommiemeHT-
3aBUCHMAasi TUTOTOKCHYHOCTEY (CDC) OTHOCUTCS K JIM3UCY SKCIPECCHPYIOIUX AHTUTEH KIJIETOK
AHTHUTEJIOM COTJIACHO H300pPETEHUI0 B MPHCYTCTBUU KOMIUIEMEHTA. «AHTHTENO-3aBHCHMAst
KJIETOYHO-OTIOCPEAOBaHHass ~ LUTOTOKCHYHOCTRY  (ADCC)  oTHOocHTCS K KJIETOYHO-
OMOCPEIOBAHHON peakIiH, B KOTOPOH Hecnmenu(puyeckre MUTOTOKCHYECKHE KIIETKH, KOTOPbIe
skcripeccupyioT Fe-peuentopsr (FcR) (Hampumep, nHatypanbHble kieTku-kmiuiepsl (NK),
HelTpodmibl U Makpodaru), pacCro3HAIOT CBSI3aHHOE AHTHUTEJIO HA KJIETKE-MHUINEHU U, TaAKUM
obpasom, mnpuBomar k Jymsucy kietku-mumienn. CDC u ADCC MOXHO WU3MEpUTh C
UCTIOJIB30BAHUEM XOPOIIO HW3BECTHBIX M JOCTYNHBIX B HaHHOW oOmactu aHamu3oB. (Cwm,
Hanpumep, nateHTbl CIITA NeNe 5500362 u 5821337 u Clynes et al. Proc. Natl. Acad. Sci. (USA)
95:652-656 (1998)).

[0093] AHTUTENA, OMTUCAHHBIE B TAHHOM JIOKYMEHTE, MOTYT COJIEPKAaTh UJIA COCTOSITh U3
YEJIOBEUECKUX aHTHUTEN H/IIH PEKOMOMHAHTHBIX YEJIOBEUECKUX aHTUTEN WK uX pparmeHTos. B
paMKax HaCTOSIIEro N300PETEHUS TEPMHUH «UEJIOBEUECKOE AHTUTEIIO) BKIFOUAET B ce0sl aHTUTENA,
UMEIIIMe BaphaleNbHble M KOHCTaHTHbIE OOJIACTH, TOJYYEHHBbIE W3 MOCIENOBATEIBHOCTEH

UMMYHOJIOOYJIMHOB 3apOJBIIIEBON JIMHUHM YeJIOBeKa. TeM He MEHee UeIOBEUeCKHUE aHTUTENa
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MOTYT COAepKaTb AaMHHOKHCJIOTHBIE OCTATKH, HE KOAMPYEMBbIE MOCIENOBATEIbHOCTIMHU
UMMYHOTJIOOYJIMHOB ~ 3apOJBILIEBON JIMHUM dYeJioBeKa (HampuMmep, MyTalud, BBEICHHbBIE
MOCPEICTBOM CIIyYaHHOTO WIIM CalT-crennUIeckoro MyTareHesa in vitro WM MOCPEICTBOM
COMaTHUECKON MyTanmu in vivo), Hanpumep, B CDR u B koHKpeTHo# CDR3. OgHako B pamMkax
HACTOSIIIEro N300pETEHNsI TEPMHH UY€JIOBEYECKOE AaHTUTENIO» HE MPEIHA3HAUEH IS BKIFOUCHHUS
aHTHUTEJN, B KOTOPBIX nocienosarenbHocTd CDR, monmyyeHHble U3 3apOABIIIEBOI JIMHUH IPYTOro
BUa MIIEKOTIUTAIOIINX, TAKOT'O KaK MBbIIIb, ObUTH MPUBHUTHI HA KaPKACHbIE MOCIIEOBATEIbHOCTH
4eJIOBEKA.

[0094] Monekysibl aHTUTEJN, ONUCAHHBIE B JAHHOM JIOKYMEHTE, MOTYT COIEp>KaThb WU
COCTOATh M3 PEKOMOMHAHTHBIX HYEJIOBEUECKHX AaHTUTENl WM WX AHTUI€HCBA3BIBAIOLINX
¢parmenToB. B pamkax Hacrosero M3oOpeTeHus TEPMUH «PEKOMOMHAHTHOE 4YeJIOBEYECKOe
AHTUTENIO» TpEeAHa3HAueH Ui BKJFOYEHUS BCEX UYEJIOBEYECKUX AHTHUTEN, KOTOPBIE IOJyYEHBI,
JKCIIPECCUPOBAHbI, CO3/IaHbl WU BBIIETIEHBI C TOMOIIBIO PEKOMOMHAHTHBIX CPEICTB, TAKUX KaK
aHTUTENA, HKCTIPECCUPOBAHHBIE C HCIOJIb30BAHHEM PEKOMOMHAHTHOIO BEKTOpa SKCIPECCUH,
TPaHC(HULUPOBAHHOTO B KJIETKY-XO35MH, AHTUTENA, BbIJECJNCHHbIE U3 PEKOMOWHAHTHOW,
KOMOMHATOPHOH OMOMMOTEKH YeJIOBEYECKHX AHTHTEJN, AHTHUTENA, BBIACJCHHBIE Y KUBOTHOIO
(HampuMep, MBILIN), KOTOPOE SIBJISIETCS] TPAHCTEHHBIM IO T€HaM MMMYHOIJIOOYJIMHOB YeIOBeKa
(cm., Hampumep, Taylor et al. (1992) Nucl. Acids Res. 20:6287-6295), wnu aHTHTENA,
HOJTyY€HHbIE, SKCIIPECCUPOBAHHBIE, CO3IAaHHbIE MJIN BbIIEJICHHBIE JIIOOBIMU IPYTUMH CIIOCOOaMHU,
KOTOpBIE BKJIIOYAIOT CIUIAMCHHI IOCJIEOBATENbHOCTEH I'€Ha HMMMYyHOIJIOOYJIMHA YeJlOBEKa C
apyrumu nocienosarenbHocTssMu JIHK. Takue peKkOMOWHAHTHBIE 4YEJNOBEUECKHE AHTHTENA
UMEIOT BapuabesbHble YW KOHCTAHTHBIC OOJIACTH, TOJyYEHHbIE M3 TOCIEIOBATEIBHOCTEH
UMMYyHOIJIOOYJIMHOB  3apOJBILIEBON JIMHUM 4YenoBeka. OOHAKO B HEKOTOPbIX BapUaHTax
OCYILECTBJICHUSI TaKUe PEKOMOMHAHTHBIEC YEJIOBEUECKHUE AHTHTENA MOJABEPral0T MyTareHesy in
Vitro (WM COMaTHYECKOMY MyTareHe3y in vivo MpH HUCHOJIb30BAHUHU JKUBOTHOTO, TPAHCTEHHOTO

o  MOCHenoBaTeNbHOCTSM [g  dYemoBeka) U, TakuM  00pa3oM, aMHUHOKHCIOTHBIE

>
MOCJIEOBATEIPHOCTH obnacTeli Vy U VL peKOMOWHAHTHBIX AHTUTEN TPEICTaBJSIFOT COOOH
MOCJEAOBATENIBHOCTH, KOTOpbIE, XOTA U TMOJy4Ye€Hbl W3 MOCjaenoBaTeapbHOCTEH Vy U VL
3apOJBIIIEBON JIMHUM YEJIOBEKa M CBSI3aHbI C HHUMH, MOTYT HE CYIIECTBOBATh B TPUPONE B
perniepTyape 3apOJbIIIEBOI JIMHAN YeJIOBEYECKUX aHTUTEN in vivo. PeKkOMOWHAHTHBIE aHTUTENA
MO’KHO UCTIOJIB30BaTh B JOMOJHUTEIPHOM BapUAHTE OCYIIECTBICHUS KOMIO3UIMHI U CIIOCOOOB
COTJIACHO U300PETEHHIO.

[0095] B pamkax HacTOSIIEro H300PETEHNUs «BBIACIIEHHOE AHTHTEN0» O3HAYAET AHTUTEJIO,
KOTOpOe ObLIO MACHTU()UIIMPOBAHO U BBIACICHO W/WJIM M3BJIEUYEHO U3 IO MEHBIIEH Mepe OTHOTO
KOMITOHEHTA €r0 €CTeCTBEHHOTO OKpY:keHust. Hampumep, aHTUTEN0, KOTOPOe OBLIO BBIIENICHO HITH
U3BJICUCHO U3 10 MEHbIIEH Mepe OTHOTO KOMIIOHEHTA OPraHU3Ma, TKaHH WM KJIETKH, B KOTOPOH
AHTUTEJIO CYIIECTBYET B €CTECTBEHHBIX YCJIOBUSX WM BbIPa0AThIBAETCS B €CTECTBEHHBIX
YCIIOBUSIX, SIBJISIETCS «BBIIEJICHHBIM aHTUTEJIOMY JJIS ieJielt u3o0peTeHus. BoiieneHHoe aHTUTENIO
TaK)Ke BKJTIOYAeT B ce0st aHTUTENIO in Situ B peKOMOWHAHTHOM KJIETKE, a TAKXKE aHTUTEJO, KOTOPOe

OBUIO TIOIBEPTHYTO IO MEHbLIEH Mepe ONHON CTaAMM OYMCTKH WM BbineneHus. CoriacHo
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HEKOTOPHIM BapHaHTaM OCYLIECTBJICHUS BBIJEIEHHOE AHTUTENI0O MOXKET IO CYIIECTBY He
coZepKaTh APYTOH KJIETOYHBIH MaTepral /MM XUMUYECKHE BEIeCcTBA. BrineneHHble aHTUTENA
MO>KHO HCTIOJIB30BaTh B JOIOJIHHUTEIHHOM BapUAHTE OCYIIECTBJICHUS KOMIIO3ULUI B CIIOCOOOB
COTJIACHO U300PETEHHIO.

[0096] benox uaM MNONMMENTHUA SIBISIETCA MO CYLIECTBY YHCTBIM», IO CYLIECTBY
TOMOT€HHBIMY» WJIN «TI0 CYIIECTBY OYMIIEHHBIMY», KOT/Ia 10 MEHbIIEH Mepe MpHOIU3UTENbHO 60-
75% oOpa3ua cocTaBisieT MOJunenTHn ogHoro Bupa. llomumenTun wimu 6elOK MOXKeT ObITh
MOHOMEPHBIM WJIM MYyJbTUMEpPHBbIM. I10 CyliecTBy YHCTBHIM MONMMIENTHI WM OEJOK OOBIMHO
comepskut npudusuTenbHo 50%, 60, 70%, 80% wmu 90% m/m urctoro odpasua 6eska, 0OBMHO
npubnusurensHo 95% wu npeamnoututensHo Oonee 99%. UMCTOTY MM FOMOT€HHOCTH Oenka
MO>KHO OIPEIENIUTh C TOMOIIBIO PsiZia CPEACTB, XOPOLIO U3BECTHBIX B JAHHOHN 00J1aCTH, TAKUX KaK
XOpOIIO U3BECTHBIN B JAHHOW o0acTu snekTpodopes3 obpasua Oenka B MOTHAKPUIIAMIIHOM rejie
C mocjeny el BU3yanusanueldl eIMHCTBEHHON MOJMIIENTHIAHON IMOJIOCHI NPU OKpPALIMBAHUU
reJst kpacureneM. i1 HeKOTOPBIX Liesie OoJiee BBICOKOE pa3peLIeHue MOJKHO O0€CTIeYHTh 3a CUET
ucnonp3oBanust HPLC unu Apyrux CpeacTB OYUCTKH, XOPOLIO M3BECTHBIX B JAHHOW 00JIaCcTH.

[0097] B paMkax HACTOSIIEro N300PETEHNS] TEPMHIH «aHAJIOT MJIM BAPUAHT TTOJIUIIETITH I
OTHOCUTCSl K MOJIMNENTHAY, KOTOPbIH COCTOMT M3 CEerMeHTa Wu3 IO MeHbued mepe 25
AMHHOKHUCJIOT, KOTOPBbII HMMeEET CYLIECTBEHHYI0 HAEHTUYHOCTb C YacThl0O AMHUHOKHMCIIOTHOMN
IIOCJIEIOBATEIBHOCTH U KOTOPBIH 00JIaiaeT O MEHbIIEel Mepe OIHUM U3 CIEAYIOLINX CBOWCTB:
(1) cmeuuduueckoe cpszbiBanne ¢ GDF8 B moxxomsmux ycinoBHsX CBsi3bIBaHUS WiH (2)
CrocoOHOCTD OJIOKUPOBATH OUONIOrnYecKyro akTUBHOCTE GDF8. OOBIYHO, aHAIOTH WJTH BAPUAHThI
TIOJIUTIENITHIOB  CONEP’KAT KOHCEPBATHUBHYK) AMHHOKHCIOTHYIO 3aMeHy (WM BCTaBKY WIH
JEJIELNIO ) TIO OTHOIICHHUIO K BCTPEYAIOIIEHCs B IPUPOJIE MOCIEA0BATENIbHOCTH. AHAJIOTH OOBIMHO
HMMEIOT MO MeHblel Mepe 20 aMUHOKHUCTIOT B JJIMHY, O MeHbluel mepe 50, 60, 70, 80, 90, 100,
150 i 200 aMUHOKHUCIIOT B IJIMHY WK OOJiee U 4aCTO MOTYT UMETh JJIMHY MOJTHOPa3MEPHOTO
CYLIECTBYOIIErO B MPUPOJIE TOJTHUIIENTHIA.

[0098] [IpeanouTUTETbHBIMH AMUHOKHCJIOTHBIMU 3aMEHAMU SIBJISTFOTCSI 3AMEHBI, KOTOPBIE:
(1) CHIKAOT YYBCTBUTENBHOCTD K MPOTEONN3Y, (2) CHIDKAIOT YYBCTBUTEIBHOCTh K OKHCIICHHIO,
(3) u3menstoT ah PUHHOCTD CBSI3BIBAHUS ISt O0Pa30BaHUsI OEJIKOBBIX KOMIUIEKCOB, (4) H3MEHSIIOT
apuHHOCTH CBSA3BIBAHUA U (4) MPUOAIOT WM MOIUPULMPYIOT APYTUe PU3HUKO-XUMUYECKUE WITH
(YHKIIMOHAJbHBIE CBOHCTBA TAKUX AHAJOTOB. AHAJOTH MOTYT CONEPKaTh PA3IMIHBIE MYyTAaLUU
NOCJIEIOBATEIPHOCTH,  OTJMYAIOINEHCS OT  CYIIECTBYIOIIEH B  TNPUPONE  MENTUIHON
nocjenoBaTeIbHOCTH.  Hampumep, OOHY WIM  MHOXKECTBO aMHUHOKHCJIOTHBIX — 3aMEH
(IpenrnouTHUTENPHO  KOHCEPBATHBHBIX ~ AMHUHOKHCJIOTHBIX 3aMEH) MOXHO CHeNaTb  BO
BCTPEYAOIIEICS B MPUPOJE MOCIEAOBATENBHOCTH (IIPEANOYTUTENBHO B YAaCTH MOJHIENTHA 32
npenesaMu ToOMeHa (IOMEHOB), 00pa3yroIIero MeKMOJIEKY ISIpHbIe KOHTakThl. KoHCepBaTHBHAS
AMHUHOKHCJIOTHAsI 3aMEHA He JOJDKHA CYILIECTBEHHO M3MEHSTh CTPYKTYpPHBIE XapaKTEPHCTUKU
UCXOJTHOW TOCIIEIOBATENIbHOCTH (HAIPUMEp, 3aMELIaoIas aMUHOKHUCIOTa He JIOJDKHA HMETh
TEH/ICHIIUIO K Pa3pbIBy CIHPAJH, KOTOPask BCTPEYAETCS] B UCXOJHOM MOCIENOBATEIBbHOCTH, WIIH K

HAapyLICHUIO JAPYTMX THUIIOB BTOPUYHOM CTPYKTYpPBL, KOTOpas XapakTEpPU3yeT HCXOAHYIO
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NOCJIEIOBATEIBHOCTD). [IpuMepsl MPHU3HAHHBIX B JaHHOW OOJIACTH BTOPHYHBIX M TPETUYHBIX
CTPYKTYp THOJHMIENTHIOB onucaHbl B Proteins, Structures and Molecular Principles (Creighton
1984 W. H. Freeman and Company, HoBbIii York; Introduction to Protein Structure (Branden &
Tooze, eds. 1991, Garland Publishing, NY); u B Thornton et at. 1991 Nature 354:105, xaxnubIii u3
KOTOPBIX BKJIFOUEH B JAHHBINH JOKYMEHT MOCPECTBOM CChUIKU.

[0099] HenenTuaHble aHAJOTH IMUPOKO HCIONB3YIOTCS B (papMarneBTHYeCKOU
IIPOMBILIJIEHHOCTH B KaUE€CTBE JIEKAPCTB CO CBONCTBAMH, aHAJIOTHUHBIMH CBONCTBAM MAaTPUYHOIO
NenTHaa. DTU TUIBl HENENTUAHBIX COEUHEHUN HA3bIBAIOTCS «MENTUAHBIMA MUMETUKAMMW» WU
«mentunoMuMerukamm» (cM., Hanpumep, Fauchere (1986) J. Adv. Drug Res. 15:29; u Evans et al.
(1987) J. Med. Chem. 30:1229, koTOpble BKJIIOUEHBI B JAHHBIM JOKYMEHT IOCPEACTBOM CCHUIKH.
CucteMHy10 3aMEHY OJTHOM MJIM HECKOJIBKUX AMHUHOKHCJIOT KOHCEHCYCHOM MOCIeA0BaTEIbHOCTH
D-amunokucnoroit toro ske tuna (Hampumep, D-musuH BMmecTo L-nm3nHa) Takke MOXKHO
UCIIONB30BaTh U CO3/aHus Oonee cTaOuibHBIX mentunoB. Kpome Toro, koH(pOpManuoHHO
OTpaHUYEHHbIE NMENTUABI, COAEPIKAIINE KOHCEHCYCHYIO MOCIEeI0BATENbHOCTh WU MO CYINECTBY
UACHTUYHBI BAapUAHT KOHCEHCYCHOM MOCIEAOBATEIbHOCTH, MOXXHO MOJYYUTh C IMOMOLIBIO
croco0oB, u3BeCTHbIX B naHHOW obOnactu (Rizo et al. (1992) Ann. Rev. Biochem. 61:387,
BKJIIOUEHHBIH B JAaHHBIH JOKYMEHT IOCPEACTBOM CCBUIKH), HAmpuUMep, MyTeM A00aBICHUs
BHYTPEHHHUX IIMCTEMHOBBIX OCTaTKOB, CIHOCOOHBIX OOpa30OBBIBATh BHYTPHUMOJIEKYJISIPHBIE
AUCYIb(pUIHBIE MOCTHKH, KOTOPBIE LINKJIU3YIOT METITHI.

[00100] ITpyuMeHUTETBHO K MOJUNENTHAAM TEPMUH «CYLECTBEHHAs! UACHTUYHOCTDY WIN
«TO CYUIECTBY WJIEHTUYHBbII» O3HA4aeT, 4YTO JB€ MENTHUIHBbIE IOCIEeNOBATEJIbHOCTH TIpU
ONTHUMAJbHOM BBIPABHUBAHUM, Hampumep, ¢ nomoinpto nporpamm GAP wunmu BESTFIT c
UCTIOJIB30BAHUEM IO YMOJYaHUIO MITPAdOB 3a I3I1, UMEIOT MO MEHbLICH Mepe NMPUOIH3UTEIbHO
80% WIAEHTHUYHOCTb IMOCJENOBATEIbHOCTEH, MO MeHblel Mepe mnpudausutenbHo 90%, 1o
MeHbIIEH Mepe TpUOTU3UTENHEHO 95%, Mo MeHbIIeH Mepe MPUOIU3HTETBHO 98% MK O MEHbIIEH
Mepe npuoOIu3uTeNbHO 99% WAEHTUYHOCTh TochenoBateabHocTel. [IpeanoyrurensHo, 4TOOBI
MO3UIMH OCTaTKOB, KOTOpPbIE HE SIBJIAIOTCS WAEHTHUHBIMH, OTJIMYAJINCh KOHCEPBATUBHBIMU
AMHUHOKHCJIOTHBIMH 3aMeHaMu. « KOHCepBaTUBHON aMUHOKHUCIOTHON 3aMEHOW» SIBJISIETCS 3aMEHa,
B KOTOPOWH aMHHOKHCJIOTHBIN OCTATOK 3aMEHEH Ha APYrol aMUHOKHUCIIOTHBIN OCTATOK, UMEIOLIUN
6okoByto nemnb (R rpymny) ¢ aHaTOrHYHBIMA XHMUYECKIMU CBOMCTBAMU (HAIIPUMED, 3aPsIOM WITH
ruapodoOHOCTRI0). B o0meM, KoHCepBaTHMBHAs aMHUHOKHCIIOTHAs 3aMeHa CYIIECTBEHHO He
u3MeHsieT (PyHKIHMOHAJIbHBIE CBOWCTBA Oenka. B ciyuasix, korna nse uin 601ee aMUHOKHCIIOTHBIE
MOCJIEI0BATENIPHOCTH OTJIMYAIOTCSA APyl OT JApyra KOHCEPBAaTUBHBIMH 3aMEHAMH, IPOLIEHT
UAEHTUYHOCTH TOCJENOBATENbHOCTH MJIM CTENEeHb CXOACTBA MOXHO IOBBICUTH IS
KOPPEKTUPOBKH KOHCEPBATUBHOIO XapakTepa 3ameHbl. CpeacTBa BbIMOJIHEHUsI 3TOH peryJIupOBKU
XOpOIIO M3BECTHBI CTIeLUATNCTaM B naHHOU obnactu. Cm., Hanpumep, Pearson (1994) Methods
Mol. Biol. 24:307-331, BK/IIOUEHHBIII B HAHHBIM JOKYMEHT MOCPEICTBOM CCBUIKH. IIpumepsl
IPYNIT aMHUHOKHCIOT, KOTOpPblE HMEIOT OOKOBBIE LENH C aHAJIOTUYHBIMH XHMHYECKUMH
CBOICTBaMH, BKJIFOYAIOT B cels 1) anmmdarmueckue OOKOBBIC LIENU. TIIHIHH, aJlAHWH, BAJIHH,

JEWLMH U W30JIeHIHH; 2) anndaTuiecKkue rHIpOKCHUIbHbIE OOKOBBIE LIETIH: CEPUH U TPEOHUH;, 3)
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cozeprame aMua OOKOBbIE LIETH: aclaparuH U IIyTaMmuH; 4) apoMaTudeckue OOKOBBIE IIETIH:
(eHnnanaHuH, THPO3HMH U TPUNTO(AH; 5) OCHOBHBIE OOKOBBIE LIETH: JIN3UH, APTUHUH U THCTUJINH,
u 6) cepocomepxaiiie OOKOBbIe LENM NPEACTABISIIOT COOOH IIMCTEMH M METHOHHH.
IIpeanoyTuTeNnbHBIMU KOHCEPBATUBHBIMU TIPyNIaMU 3aMEH aMUHOKHUCIOT SIBJISIFOTCS: BallMH-
JeWLNH-U30JeHINH, (EeHWIaTaHUH-TUPO3UH, JIM3WH-aPTUHUH, aJlaHWH-BAJIUH, T[JIyTaMaT-
acTmapTaT U acnaparuH-riyTaMuH. AJBTEPHATHBHO, KOHCEPBATUBHON 3aMEHOH SIBIIAETCS JIFOOOE
U3MEHEHHEe, HUMeIINee MOJOXHUTEIbHOE 3HAUYe€HHE B  MaTpUle  JIOrapuMUIECKOro
npasnononodus PAM250, packpsitoii B Gonnet et al. (1992) Science 256:1443-45, BKIFOYSHHOM
B JAHHBIA AOKYMEHT MOCPEICTBOM CCBUIKH. «Y MEPEHHO KOHCEPBATUBHOW» 3aMEHOW SIBJISIETCS
moboe HM3MEeHEHHe, HMEIoIlee HEeOTPULIATeIbHOE 3HAUYE€HHE B MAaTpHIE JIOrapu(pMHUECKOro
npasaomnonodus PAM250.

[00101] CxoncTBO MOCAEAOBATENBHOCTEN MOJUIENTUAOB, KOTOPOE TAKXKe Ha3bIBACTCS
UJIGHTUYHOCTD TOCJIE0BATEIbHOCTEH, OOBIMHO H3MEPSIOT C MCIIOJNB30BAHMEM IPOrPaAaMMHOIO
obecrieueHnst AJsl aHalKM3a TocienoBarenbHOcTel. [IporpamMmHoe obecriedeHue sl aHAIM3a
OeJIKOB COMOCTABIISIET AHAJOTHYHBIE IOCIENOBATENLHOCTH C HCIOJIB30BAHUEM MEP CXOJCTBA,
OTHOCSIIUXCSL K PAa3IMYHBIM 3aMEHaM, JeJelUsM M JAPYTMM MOIU(UKALMAM, BKIOYAs
KOHCepBaTUBHbIE aMUHOKUCIIOTHbIE 3aMeHbl. Harpumep, GCG copepxuT nporpaMmbl, Takue Kak
«Gap» n «Bestfity, KOTOppIE MOXXHO HCIOJB30BATH C MapaMETPaMU IO YMOJYAHHIO, IS
ONpEAENICHUs] TOMOJIOTUU MOCJIEAOBATEIPHOCTEN WM HIEHTUYHOCTH MOCIEAOBATEIbHOCTEN
Meskay OJM3KOPOACTBEHHBIMU IMOJHMIIENTHAAMY, TAKMMHU KAaK TOMOJIOTHYHbIE TOJUIENTHIBI 13
Pa3HBIX BUJIOB OPTraHU3MOB MJIM MEXKAY O€JKOM JHKOrO THIA U ero MyTemHOM. CM., Harpumep,
GCG Version 6.1. ITomunentuaHbie NOCIEA0BATEIBHOCTH TAKXKE MOKHO CPABHUBATD C TOMOIIBIO
FASTA c ucnonp3oBaHHeM MNapaMeTPOB IO YMOJUAHUIO UM PEKOMEHIYEMBbIX IapaMeTphbl,
nporpammbl B GCG Version 6.1. FASTA (nanpumep, FASTA2 u FASTA3) oGecneunBaer
BbIDABHMUBAHUE W TIPOLIEHT HISHTHYHOCTH TOCJIEAOBATEIbHOCTEH oOjacTell HamIydInero
MEPEKPBITHST MEXAY TOCIIEA0BATENIbHOCTIMU 3amnpoca u noucka (Pearson (2000), cm. Bbie).
JIpyrum mpeArnovTUTENbHBIM aJITOPUTMOM TP CPABHEHUH MOCIIEIOBATEIBHOCTH H300PETEHNUS C
0a3oli naHHBIX, conepskamedl OOoNbIIOe KOJHYECTBO TMOCIENOBATENbHOCTEH OT PpPa3HbIX
OpPTaHu3MOB, SIBJsIETCs KommbioTepHass mporpamma BLAST, ocobenno blastp wnm tblastn, ¢
UCTIOJIB30BAHUEM MTapaMeTpoB 1o ymordanuo. Cm., Hanpumep, Altschul et al. (1990) J. Mol. Biol.
215:403-410 u Altschul et al. (1997) Nucleic Acids Res. 25:3389 402, kaxxablii U3 KOTOPBIX
BKJIFOYUEH B IaHHBII JOKYMEHT MTOCPEACTBOM CCBHUIKH.

[00102] JAnuHa TMOJNUMENTHIHBIX MOCIEIOBATEIbHOCTEH, CPaBHUBAEMBIX HA MPEAMET
rOMOJIOTHH, OOBIMHO OyI€T COCTABIISITH IO MEHBIICH Mepe MPUOTU3UTENBHO 16 aMHHOKHCIIOTHBIX
OCTaTKOB, IO MEHbILEH Mepe MpuOIN3NuTENbHO 20 OCTATKOB, IO MEHBIIEH Mepe MPUOIH3UTEIBHO
24 ocraTka, MO MEHbIIEH Mepe MNPHONM3HTENBHO 28 OCTaTKOB WM IO MeHbIIEH Mepe
npubnusnuTenbHO 35 octaTkoB. [lpu moncke B 6a3e AaHHBIX, COAEpIKALIEH MOCIEeOBATENbHOCTH
OoT OONBIIOrO KOJMYECTBA PA3IUYHBIX OPraHU3MOB, TPEANOUTHUTENIBPHO CPaBHHUBATH
AMUHOKHUCJIOTHbIE TIOCJIEI0BATENBHOCTH.

[00103] B HekOTOpBIX BapHaHTaX OCYLIECTBJICHUS M300pETeHHE OTHOCHUTCS K CIOCOOY
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U3MEHEHHsI COCTaBa Tejla CyOBeKTa, BKIIOYAIOIIEMY BBEICHHE CYOBEKTY MEPBOM KOMITO3HUIIHH,
comepxkameit s¢pdexTuBHOe KommuecTBO uHTHOMTOpa GDF8, u BTOpOH KOMMO3WLINH,
conepskamieit 5 GpeKTHBHOE KOJTMUECTBO HHIHONTOpPa aKTUBHHA A.

[00104] B HekOoTOpBIX BapHaHTaX OCYLIECTBJICHUS M300pPETeHHE OTHOCHUTCS K CIOCOOY
CTHMYJIUPOBAHUS YMEHBIICHHUS JKUPOBOH MacChl Y CyOBbEKTa, BKIIIOYAIOINEMY BBEACHUE CYyOBEKTY
NepBOIl KOMITO3UIMY, conepxaiieil s¢pdexkruBHoe kommuectso mHruouropa GDF8, u BTOpOI
KOMITO3UILINH, coaeprkaeii 3¢(peKTHBHOE KOJINIECTBO MHIMONTOPA aKTUBHHA A.

[00105] B HekoTOpBIX BapHaHTaX OCYLIECTBJIEHUS M300pPETEHHE OTHOCHUTCS K CIOCOOY
CTHUMYJIUPOBAHUS YBEJIMYEHHUs MBIIIEYHONM Macchl y CyObeKTa, MpUYeM CHoco0 BKIKOYAET
BBEJICHUE HY>KIAIOLIEMyCsl B 5TOM CyOBEKTY NEpBOIl KOMITO3UIMH, COAep Kaliel >pQpeKkTuBHOE
konuecTBo nHruouropa GDF8, u Bropoii kommoszuuuu, coaepkameii 3QppekTHBHOE KOJTHIECTBO
UHruOUTOpa aKTUBHHA A.

[00106] B HekoTOpBIX BapHaHTaX OCYLIECTBJIEHUS M300pPETEHHE OTHOCHUTCS K CIOCOOY
U3MEHEHHs COCTaBa Teja CyOBeKTa, BKIIOUAIOIIEMY BBEIACHHE CYyOBEKTy KOMITO3HLIUH,
comepkamei s¢dexruBHoe kommyecTBo uHruoOmropa GDF8 u sddexTuBHOE KOMMUECTBO
MHrHONTOpa aKTUBHHA A.

[00107] B HEKOTOpPBIX BapuaHTAX OCYIUECTBJICHUS M300pPETEHHE OTHOCHTCS K CIOCOOY
CTUMYJIMPOBAHMS YMEHbIICHUS KUPOBOH MacChl y CyOBEKTa, BKIIIOYAIOILIEMY BBEIEHHE CYyOBEKTY
KOMITO3MLMY, copepkamei s>¢dexkruHoe kommuectBo mHruomropa GDF8 u sddexrusHOE
KOJIMYECTBO MHTMOUTOPA aKTHBUHA A.

[00108] B HekOTOpBIX BapHaHTaX OCYLIECTBJIEHUS H300pETeHHE OTHOCHTCS K CIOCOOY
CTHMYJIUPOBAHUS YBEJMYEHHsT MBIIIEYHOH MAacChl y CyObeKTa, MpUYeM Croco0 BKIHOYAET
BBEJICHUE HYXXJAIOLWEMyCsSl B OTOM CYOBEKTy KOMIIO3ULIUH, COAaepkaier 3(pQpeKTuBHOE
konnuecTBo uaruouropa GDF8 u 3¢ dexTuBHOE KONMNYECTBO MHTMOUTOpPA AKTHBHHA A.

[00109] B HEKOTOPBIX BapUaHTAX OCYLIECTBIIEHHS CyObEKTOM SIBJIIETCS Cy ObEKT-UEJIOBEK.
CyOmbekT-uenoBeKk MOXKeT OBbITh B3POCIBIM CyOBEKTOM-4enoBeKOM. CyOBEeKT MOKeT OBITh
CyOBEKTOM MY>KYMHOHN Min skeHIIUHOW. CyOBEeKT MOXKeT ObITh 310pOBBIM CyOBeKTOM. CyOBbeKT
MOKET HMMEThb HEKEJIaTEJIbHYI0 KHPOBYKO Maccy. CyOBeKT MOXeT MMEeThb WJIH HUMETh PHUCK
NOJIyYHTh 3a00JIEBAHUE U PACCTPOMCTBO, XapaKTEPH3YIOLIEeCs MOBBILICHHOW JKUPOBOW Maccoi
W/WIM YMEHBIIEHHBIM 00BEMOM MBIIII] MM YMEHBLICHHOH 0e3:kupoBoi Maccoit Tena. CyObekT
MOXKeT OBbIThb CyOBEKTOM-KEHLIMHOH B mocTMmeHomay3e. CyOBekT MoxeT ObITb CyOBeKTOM-
MY>KYMHOH WIN CyOBeKTOM-KEHIIMHON B Bo3pacte 40 ner wiu crapie, B Bo3pacre SO jer wiun
crapuie, B Bozpacte 60 JieT wiu crapiue uiu B Bo3pacte 70 JieT Win crapiue.

[00110] B HekoTOpBIX BapuUaHTaX OCYIIECTBICHHUsS U300pETeHHE OTHOCHTCS K CIOCO0Y,
BKJIFOYAIOIIEMY BBEICHHE HYKHAOMEMYCS B 3TOM CYOBEKTy KOMIIO3UIUH, CONEprKaliei
uHruourop GDF8, n kommosuiuy, copepskaiieldi WHrHOWTOpP aKTUBHUHA A, JUIA JICUEHUs] WU
npoHIaKTUKN 3a00JIEBaHUS U PACCTPOHCTBA, XapaKTEPH3YIOLIEroCs MOBBIIEHHOH XKHUPOBOH
MaccOi W/WJIM YMEHbUIEHHBIM 00BEMOM MBI FUJIH YMEHBIIEHHOH O€3)KMPOBOH MacCoi Tena.

[00111] B HEKOTOPBIX BapUaHTaX OCYIIECTBJICHHSI COTJIACHO U300PETEHHIO CyOBEKT HMeeT

1O MeHbLIeH Mepe OmHO 3aboyieBaHHE WM PACCTPOICTBO, KOTOPOE MOXKET OBITb CBS3aHO C
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YBEJIMYEHHOHN KUPOBOW Maccod. B HEKOTOpBIX BapuaHTaxX OCYIIECTBIEHHs 3a00JieBaHUE HIIH
paccTpOHCTBO MOXKHO BBIOpAaTh W3 TPYIIBL, COCTOSALIEH M3 OXHUPEHHs, METa0OJMUECKUX
CHUH/APOMOB, HapyLIEHUH MUTaHUs, BBICOKOTO XOJIECTEPUHA, AUCIUMUAEMHH, CEpIEeYHO-
COCYZIUCTBIX 3a00JeBaHUH, LEJTIONNTA, paka (BKJIIOYAsl TOJCTON KHIIKH, MUINEBONA, MOYKH,
MOJDKEITY AOYHOM JKeJe3bl, JKETYHOrO My3bIPsi, MOJIOYHOH JKeJe3bl WIIM SHIOMETPHS), CHHAPOMA
MOJIMKUCTO3HBIX SIMYHUKOB, IONArpel, 3a0OJE€BaHUS JKEYHOTO TMy3bIpsi, armHO3 BO CHE,
PECHHUPATOPHOrO PACCTPOMCTBA, ACTMBIL, OCTEOAPTPUTA, KATAPAKTBI, 3aCTOMHON CEpAEYHON
HEIOCTaTOYHOCTH, YBEJIMYEHHOTO Cep/la, BBICOKOIO KpPOBSHOIO JaBJICHUS/THIIEPTOHHH,
TPOMOO3MO0IIUH JIETOYHOM apTepuu, TuMdenemsl, ractposzodareanpaoit pedrokcHON Ooe3HH,
IPBDKH, XPOHMYECKOW IIOUEYHOH HENOCTaTOYHOCTH, HeNepkaHus Moud, 3a0oJjeBaHui
COEIMHUTENIbHOW TKAaHU M SKUPOBOM OOJE3HM mneueHu. B apyrom BapuaHTe OCYINECTBJICHUS
3a0051€BaHIEM WJIH PACCTPONCTBOM MOKET OBITh CAPKOTIEHUSI.

HNuruéuroper GDF8

[00112] B HacrosiieM M300peTeHnH MpeacTaBIeHbl CIOCOOBI H3MEHEHHsI COCTaBa TeJa,
CTUMYJIMPOBAHHS YMEHBLICHUS KUPOBOH MACChI U YBEJIMUEHHsI 0€3)KUPOBOH MacChl y CyObeKTa 1
cocoObl  JiedeHns1 3a00J€BaHUSI WIM PACCTPOMCTBA, XapaKTEPU3YIOIIErocs ITOBBIIEHHOM
JKHPOBOW Maccoil y CyOBeKTa, BKIJIIOYAIOIINE BBEJEHHE CYOBEKTY KOMIIO3HMLIMH, COAep Kalneit
s¢dexTuBHOE KommuecTBO nHruouropa GDFS.

[00113] Tepmun « GDF8» (Takke HazbiBaeMblil «paxkTop pocta u auddepeHunpoBku 8» u
«MHOCTATHUH») O3HAa4aeT OeNloK, MMEIOIIMI aMUHOKHCIIOTHYI mocienoBatenbHocth SEQ ID
NO:340 (3pensiii Oes1ok). CornacHo HacTosiieMy n3ooperenuto cnenuduueckre k GDF8 Genku
cBsizbiBaHms cnerupuyeckn cBs3biBatoT GDF8, HOo He cBssbBaroT apyrue nuranasl ActRIIB,
takne kak GDF3, BMP2, BMP4, BMP7, BMP9, BMP10, GDF11, aktuBun A, akTuBuH B,
aktuBuH AB, Nodal u T.1.

[00114] B pamkax Hactosimero uzobperenus: «uaruourop GDF8» mpencrasmiser coboi
mr000e CpeacTBO, KOTOPOe CBsI3bIBaeTCs Win B3aumozaeicTeyer ¢ GDF8 yenoseka u npensiTcTByer
WIM WHrUOUpyeT HOpMasibHyl0 Ouonorndeckyro ¢ynkumro GDF8 in vitro wimm in vivo.
HeorpannumBaromme mnpumepsl kateropuid uHruobmropos GDF8  Bkmouaror B celds
HU3KOMOJIEeKYJsipHbIe aHTaroHucTel GDF8, nHrnduTops! sxcnpeccun mwin aktusHocTH GDF8 Ha
OCHOBE HYKJICMHOBOH KHUCJIOTHI (Harpumep, SiIRNA i aHTHCMBICIIOBBIE), MOJIEKYJIbI HA OCHOBE
NEeNTUAOB, KOTopble creruduueckun B3aumoaeicTsyror ¢ GDF8 (Hampumep, nenrturena),
pelenToOpHbIE MOJIEKYJIbI, KOTOpbIe crierududecku B3aumoneicTByoT ¢ GDFS8, cessbiBarome
GDF8 monexynbi-ckaddonabl, Oenku, comepskamque CBSI3bIBAIOIIYIO JIMTAHA YacTh PeIenTopa,
KoTopbiii cnieumduuecku ces3piBaer GDF8, u anrtamepst mporume GDF8 wmnm mx wactu. B
NPEATIOYTUTENIbHOM — BapuaHTe ocyiuecTBieHusi wuHruourop GDF8, xkoropeiii MOXHO
UCTIOJIB30BATh B KOHTEKCTE HACTOSINEro M300pETeHMs, MPENCTaBIseT COOONW aHTUTENO MPOTUB
GDF8 unu ero aHTureHcBsi3bBaroIuil pparmMeHT, KoTophii crnenuduyuecku cpsizbiaeTr GDF8
yenoBeka. Auturena nporuB GDF8 BkimouaroT B ceOst HeHTpanu3yromue u/win OJIOKUPYIOIIHe
antutena. UHrnOnpoBaHue, BbI3BAHHOE HEUTPATU3YIOIUMH W/ WITH OJIOKHPYIOLIUMH aHTHTEIAMHU

npotuB GDF8, He o0s3aTenbHO HOMKHO OBITH TMOJHBIM, MPH YCJIOBHH, YTO €r0 MOKHO
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OOHAPY KUTh C UCTIOJIb30BAHUEM COOTBETCTBYIOIINUX AHAJIU30B.

[00115] B pamkax Hacrosimero u3oOpereHusi BelpakeHue «aHturena npotus GDF8
«TaK>Ke BKJIFOYAET B ceOs1 MyJIbTHCTIEIU(PHUECKNE AHTUTCHCBA3BIBAIOIINE MOJIEKYJIbI (HAIIpHMeED,
oucnenuduyueckue aHTUTENA), MPUYEM [0 MEHbIIEH Mepe OIWH CBS3BIBAOIIUN JTOMEH
(HarpuMep, «CBSI3BIBAIOIMUI  (parMEeHT») MYJIBTUCTIELU(PUIECKON aHTUT€HCBSA3BIBAIOIIEH
MoJieKy bl cienudrueckn cBs3piaeT GDFS.

[00116] UnmocTtpaTuBHble anTuTena npotus GDF8, xoToprle MOKHO HCIIONB30BaTh B
KOMITO3UIIMSIX M CIIOCO0aX COrJIaCHO M300pPETEeHUIO0, BKIIOUAIOT B ceOs, HAPUMeEp, MOJHOCTHIO
yenosedyeckue anHtutena H4HI657N2 mporus GDF8, Ttaxke wussectHele kak REGNI1033,
(marmpumep, anturena npotus GDF8, conepskamue BapuabenpHble 0OMACTH TSXKEIONW U JIETKOH
Lerne, uMeroIme aMuHOKUCIOTHbIE rocnenoBarenbHOCTH SEQ ID NO: 360 u SEQ ID NO: 368,
COOTBETCTBEHHO, KOoTophle npencrasieHsl B nareHTe CIITA Ne 8840894). Jlpyrue aHTaroHUCTBI
GDF8, xoTtopble MOKHO HCIIONB30BaTh B KOMIO3HMLMUAX M CHOCO0AX COIJIACHO HM300pETeHHIO,
BKJIIOYAlOT B cebs antutena nporuB GDF8 (manmpumep, antureno, obosnaueHHoe 2 112 1,
Harpumep, umeroinee obo3HaueHue PTA-6574 nenonupoBanuss ATCC, wnm, Hampumep,
2 112 K, Hanpumep, umerouiee aMuHokuciaoTHele nocnenosarensHoctt HCVR/LCVR SEQ ID
NO: 620 u 621), xoropbie npexncrasiensl B US 2006/0263354 u nmarente CIIIA Ne 7807159;
aututena mnporus GDF8 (manpumep, 12AS5-5, Hampumep, HMeENONIHEe aMUHOKHCIIOTHBIE
nocienosarepnocT HCVR/LCVR SEQ ID NO: 622 u 623), KOTOpbIe MPEACTaBIICHbI B TATEHTE
CIIOA Ne 8999343 u US nyOnukarmu Ne 2013/0209489; anturena nporus GDF8 (nanpumep,
10B3H8LS5, nanpumep, umeromue aMHHOKUCIOTHBIe nocnenoBatenbHoctd HCVR/LCVR SEQ
ID NO:624 u 625, u 10B3H8LS5-Fc-neakTuBupoBaHHble), KOTOpble MpencTaBieHsl B US
nyOnukaumu Ne 2013/0142788; anturena mporus GDF8 (Hampumep, cramyinymad/MYO-29,
HanpuMep, uMerorre aMmuHokucoTHbie nocienoBarenbHocTt HCVR/LCVR SEQ ID NO: 626 u
627), xotopbie npeacrasieHbl B nateHtax CIIIA NeNe 8940874 u 7261893; aHTHTeNna npoTuB
GDF8  (mampumep, RK22/PF-0625616, Hanpumep, HUMEKOIIHE  aAMHUHOKHCIOTHBIE
nociaenosareabHocT HCVR/LCVR SEQ ID NO: 628 u 629), KOoTOpble MPECTaBIICHBI B TATEHTE
CIIA Ne 8415459, antrurena mporuB GDF8 (wampumep, JA-16, nHanpumep, umeromue CDR
amuHOKucoTHOH nocnenosarenbHocTt HCVR SEQ ID NO: 630), koTopble MpencTaBieHbl B
narente CIIIA Ne 7731961, antutena nporuB GDF8 (wampumep, RK35, Hanpumep, nmerommue
amuHOKHCIOTHBIe mocnenoBatenbHoctTdh HCVR/LCVR SEQ ID NO: 631 u 632), kotopsie
npencrasiensl B nateHtax CHIA NeNe 8496934 wnu 7888486, anturena mpotuB GDF8
(mampumep, OGD1.0.0, nHampumep, HMEKOIIHE AMHUHOKHCIOTHBIE TIOCJIEOBATEIbHOCTH
HCVR/LCVR SEQ ID NO: 633 u 634), kotopsle npeacrasiensl B mareHte CIIIA Ne 8992913;
monekyJiel Fab mporus GDF8, kotopsle npencrasnens! B EBponetickom marente Ne 1773041 B1,
u anturena mnpotuB GDF8 (mampumep, C12, Hanpumep, HMEOIIHE aMHUHOKHCIOTHBIE
nocaenosarenbHocTH HCVR/LCVR SEQ ID NO: 635 u 636, C12-N93H, u/unu 510C2, umeroinee
amuHOKHCIOTHBIe mocnenoBatenbHoctTdh HCVR/LCVR SEQ ID NO: 637 u 638), kotopsie
npencrasieHsl, Hanpumep, B nateHTax CIITA NeNe 7635760 u 8063188, anturena npotus GDF8

(marmpumep, 41C1E4/nannorpo3ymadb/LY2495655, Hampumep, HMEIOIINE aMHUHOKHCIOTHBIE
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nociaenosareapbHocT HCVR/LCVR SEQ ID NO: 639 u 640), kOoTOpBIE IPEACTABICHBI B TATEHTE
CIIIA Ne 7632499. B HekoTOpbIX BapHaHTax ocyliecTBieHus aHTurena npotus GDF8 moryT
UMETb aMHMHOKHUCJIOTHbIE IIOCJIEJOBATENbHOCTH  MOJHOPAa3MEPHOM  TsXKeNoll Lenu u
MOJIHOPA3MEPHOM Jierkoil menu JsaHgorposymaba, nampumep, SEQ ID NO 641 u 642,
COOTBETCTBEHHO. B HEKOTOpBIX BapuaHTax ocyliecTBieHus aHturena nporus GDF8 moryt
conepxatb Tpu CDR tspxenoit nemn (HCDR) u Tpu CDR nerkoii nenu (LCDR) nangorposymata,
Hanpumep, 1o omnpenenenuto Chothia, cormacHo SEQ ID NO: 643/644/645/646/647/648,
COOTBETCTBEHHO.

[00117] B omgHOM BapuaHTe ocyiuecTBieHus antureno npotuB GDF8 wmm ero
AHTUTeHCBSA3BIBAIOIINN (PPArMEHT COAEPKUT BapHadenbHyro oOnacth Tspkenon nenu (HCVR),
UMEIOIYI0 aMMHOKHUCJIOTHYIO TOCJIENOBATENbHOCTD, BBIOMPAEMYIO W3 TPYMIbL, COCTOSINEH U3
SEQ ID NO:2, 18, 34, 50, 66, 82, 98, 114, 130, 146, 162, 178, 194, 210, 226, 242, 258, 274, 290,
306, 360 m 376, unu MO CyLWECTBY AHAJIOTHYHYIO €M IOCJIEeI0BAaTEIbHOCTb, UMEIOLIYIO I10
meHbIeit Mmepe 90%, no meHblIel Mepe 95%, no Menbluel Mepe 98% wunu 1o MeHble mepe 99%
UACHTUYHOCTD MOCIEA0BATEIbHOCTEN.

[00118] B npyrom BapuaHTe ocyiuectBieHus aHruteno nporuB GDF8 wmm ero
AHTUTEHCBSI3BIBAIOIUIT  ()parMeHT  CONEPKUT  AMHHOKHCIOTHYIO  IOCJIEIOBATEIbHOCTD
BapuabenbHOH obnactu serkoit nenu (LCVR), BeiOupaemyto u3 rpymnmsl, cocrosimier n3 SEQ ID
NO:10, 26, 42, 58, 74, 90, 106, 122, 138, 154, 170, 186, 202, 218, 234, 250, 266, 282, 298, 314,
322, 368 u 384, uau Mo CyIIECTBY AHAJNOTHYHYIO € MOCAeA0BAaTENbHOCTh, UMEIOLIYIO IO
MeHb1el mepe 90%, no menbInei mepe 95%, no menbieit Mepe 98% wu no MeHblel mepe 99%
UJEHTUYHOCTD MTOCJIEN0BATEIBHOCTEN.

[00119] B npyrom BapuaHTe ocyiuecTieHus: aHTtureno nporuB GDF8 wnu ero
AHTUTCHCBS3BIBAIOMINNA (PPAarMEHT CONEPXKUT aMHHOKHCIOTHYI mocienosarenbHoctb HCVR u
aMUHOKHCJIOTHYIO mocnenoBatenbHocTh LCVR, mnpuuem mapy mociemnoBaTenbHOCTEN
HCVR/LCVR Boibuparot u3 rpymisbl, cocrosimeii uz SEQ ID NO:2/10, 18/26, 34/42, 50/58, 66/74,
82/90, 98/106, 114/122, 130/138, 146/154, 162/170, 178/186, 194/202, 210/218, 226/234,
242/250, 258/266, 274/282, 290/298, 306/314, 114/322, 360/368 u 376/384.

[00120] B npyrom BapuaHTe ocyiuecTieHus: aHtureno nporuB GDF8 wunu ero
AHTUTeHCBS3BIBAIOIINNA (PpAarMEeHT CONEPKUT aMHHOKHCIOTHYH mnocienosarenbHoctb HCVR u
aMUHOKHCJIOTHYO  mocienoBatenbHocTh LCVR, mpuuem mapy mocinenoBaTenbHOCTEN
HCVR/LCVR Boibupatot u3 rpymsl, cocrosimei uz (HCVR/LCVR): 21-ES (SEQ ID NO:34/42);
21-B9 (SEQ ID NO:18/26); 21-E9 (SEQ ID NO:98/106); 21-A2 (SEQ ID NO:2/10); 22-D3 (SEQ
ID NO:50/58); 22-E6 (SEQ ID NO:66/74);, 22-G10 (SEQ ID NO:82/90); 1A2 (SEQ ID
NO:226/234); 20B12 (SEQ ID NO:274/282);, 58C8 (SEQ ID NO:242/250); 19F2 (SEQ ID
NO:258/266); 8D12-1 (SEQ ID NO:114/122); 4E3-7 (SEQ ID NO:194/202); 9B11-12 (SEQ ID
NO:162/170); 4B9 (SEQ ID NO:226/234); 1H4-5 (SEQ ID NO:210/218); 9B4-3 (SEQ ID
NO:178/186); 3E2-1 (SEQ ID NO:290/298); 4G3-25 (SEQ ID NO:306/314);, 4B6-6 (SEQ ID
NO:130/138); H4H1657N2 (SEQ ID NO:360/368); H4H1669P (SEQ ID NO:376/384).

[00121] B npyrom BapuaHTe ocyiuecTsieHus: aHtureno nporuB GDF8 wunu ero
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AHTUTeHCBS3BIBAIOIINNA (ParMeHT CONEPKUT JOMEH OINpeNessomeil KOMIJIEMEHTapHOCTh
obnactu 3 (HCDR3) Tspkenoii nenu u nomen CDR3 (LCDR3) nerkoii nenu, npuyeM JOMEH
HCDR3 nmMeeT aMHHOKHCIIOTHYO TTOCIIEIOBATEIbHOCTD, BEIOMPAEMYIO U3 TPYTITBI, COCTOSIICH U3
SEQ ID NO: 8, 24, 40, 56, 72, 88, 104, 120, 136, 152, 168, 184, 200, 216, 232, 248, 264, 280, 296,
312, 366 n 382, uau NO CyweCTBY AHAJIOTHMYHYI0 €M IOCJIEeI0BAaTEIbHOCTb, UMEIILIYIO IO
MeHbliel mepe 90%, no menbiuel Mepe 95%, no menbleit Mepe 98% unu no MeHblel Mmepe 99%
UIAEHTUYHOCTh  mocienoBaTenbHocTe, u gomeH LCDR3  wumeer aMHUHOKHCIOTHYIO
MOCJIEIOBATEIbHOCTD, BeIOMpaeMyo u3 rpymmsl, cocrosmeit u3 SEQ ID NO: 16, 32, 48, 64, 80,
96, 112, 128, 144, 160, 176, 192, 208, 224, 240, 256, 272, 288, 304, 320, 328, 374 u 390, unu no
CYIECTBY AHAJOTUYHYIO €M MOCJIeNOBATEIbHOCTh, MMEIOINYI0 MO MeHblnel Mmepe 90%, mo
MeHbuie Mepe 95%, mo Mesbluedl mepe 98% wunu nmo MeHbledn Mepe 99% HIEHTUYHOCTH
nocyienoBaTespHOCTel. B npyrom Bapuante ocyuectsieHus antureno npotuB GDF8 wmm ero
AHTUTeHCBA3BIBAIOIIMN (parMeHT COAEPKUT Mapy AaMHHOKHCIOTHBIX MOCJIENOBATEIbHOCTEN
HCDR3/LCDR3, BeiOupaembix u3 rpymmsl, cocrosiiueii uz SEQ ID NO: 8/16, 24/32, 40/48, 56/64,
72/80, 88/96, 104/112, 120/128, 136/144, 152/160, 168/176, 184/192, 200/208, 216/224, 232/240,
248/256, 264/272, 280/288, 296/304, 312/320, 120/328, 366/374 n 382/390.

[00122] B npyrom BapuaHTe ocyiuecTBieHus aHrtuteno npotuB GDF8 wmu ero
aHTUreHcBsi3bIBatolMii gparmeHt coxep:xkut aomeHsl CDR1 (HCDR1) u CDR2 (HCDR2)
sokenoit uenu u gomernst CDR1 (LCDR1) u CDR2 (LCDR2) nerkoii uemnu, mpu4yeM AOMeEH
HCDRI1 nmeeT aMHHOKHCIIOTHYIO TIOCJI€IOBATENbHOCTD, BHIOUPAEMYIO U3 TPYIIIbI, COCTOSIIEH U3
SEQ ID NO: 4, 20, 36, 52, 68, 84, 100, 116, 132, 148, 164, 180, 196, 212, 228, 244, 260, 276, 292,
308, 362 u 378, uau MO CyLeCTBY AHAJIOTHMYHYIO € IOCJIEeNOBATEIbHOCTb, UMEIOLYIO IO
MeHblel mepe 90%, no meHbInei Mepe 95%, no menbieit Mmepe 98% wnu no MeHblel mepe 99%
HIEHTUYHOCTD MOCJIEOBATEIbHOCTEM, OOMEH HCDR2 HUMeeT AMHUHOKHUCJIOTHYFO
MOCJIEOBATEILHOCTD, BIOUpaeMyto 13 rpyribl, cocrosiei u3 SEQ ID NO: 6, 22, 38, 54, 70, 86,
102, 118, 134, 150, 166, 182, 198, 214, 230, 246, 262, 278, 294, 310, 364 u 380, wiu 1o CymecTBy
AQHAJIOTUYHYIO €l MOCIeqoBaTeIbHOCTh, UMEIOIIYI0 MO MeHbluel Mepe 90%, mo MeHbIel Mepe
95%, no MeHb11el Mepe 98% unu no MeHbluel Mepe 99% HAEHTUYHOCTD NOCIEN0BATEIbHOCTENH,
nomeH LCDR1 wuMeeT aMHHOKHCIOTHYIO MOCIEIOBATEIBHOCTh, BBIOMPAEMYIO W3 TPYIIIbI,
cocrosiment u3 SEQ ID NO: 12, 28, 44, 60, 76, 92, 108, 124, 140, 156, 172, 188, 204, 220, 236,
252,268, 284,300,316, 324,370 u 386, niu o CyIECTBY aHAJOTUYHYIO €l MOCIEN0BATEIbHOCTD,
uMeroLIyo o mesbineli Mepe 90%, nmo MmeHblieil mepe 95%, no mensbiuell mepe 98% wnu no
MeHbiielr Mepe 99% umeHTHYHOCTH TmocienoBaTenbHOCTE, a nomeH LCDR2 wumeer
AMUHOKHUCJIOTHYIO TTOCJIEOBATEIHPHOCTD, BRIOMpaeMyr0 U3 rpymmbl, cocrosimei u3 SEQ ID NO:
14, 30, 46, 62, 78, 94, 110, 126, 142, 158, 174, 190, 206, 222, 238, 254, 270, 286, 302, 318, 326,
372 n 388, unu no CylecTBY aHAJOTWYHYIO €l MOCJIEN0BATEIbHOCTb, UMEIOLIYIO 110 MEHbIIEH
Mepe 90%, no mesbiueill Mepe 95%, nmo MmeHbuiel mepe 98% wunu nmo meHsluell mepe 99%
UAEHTUYHOCTh MocjiefoBaTenbHocTell. B npyrom Bapuanrte ocymectsieHus nomensl HCDRI,
HCDR2 wu HCDR3 wuMmelT COOTBETCTBYIOLIME  KOMOMHAIIMM  aMHUHOKHCIIOTHBIX

MOCJIEIOBATEIbHOCTEH, BhIOMpaeMbIx W3 Tpymmbl, cocrosimeit u3 SEQ ID NO: 36/38/40,
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116/118/120, 228/230/232, 362/364/366 nu 378/380/382; a nomenst LCDR1, LCDR2 u LCDR3
UMEIOT COOTBETCTBYIOIINE KOMOWHAIIMN aAMUHOKHCIIOTHBIX TTOCJIEA0BATENbHOCTEH, BHIONPAEMBbIX
u3 rpynnsl, cocrosimeil u3 SEQ ID NO: 44/46/48, 124/126/128, 236/238/240, 370/372/374 n
386/388/390.

[00123] B ewme oqHoM BapuaHTe ocyliecTieHus AoMeHbl CDR Tsxenoil u nerkoit nenei
AHTHUTENA NPOTHUB GDF8 158051 ero AHTUT€HCBA3BIBAIOIIErO ¢dbparmenra
(HCDR1/HCDR2/HCDR3/LCDR1/LCDR2/LCDR3) wumMer0T KOMOMHAIMH aMHHOKHCIIOTHBIX
NOCJIE0BAaTEIbHOCTEH, BRIOMpaeMbIx U3 rpymmsl, cocrosimeii u3 SEQ ID NO: 36/38/40/44/46/48
(marmpumep, 21-ES), 116/118/120/124/126/128 (wanpumep, 8D12), 228/230/232/236/238/240
(Hanpumep, 1A2), 362/364/366/370/372/374 (mammpumep, H4H1657N2) u
378/380/382/386/388/390 (nanpumep, H4H1669P).

[00124] B npyrom BapuaHTe ocyiuecTsiaeHus aHtureno nporus GDF8 wnu ero
aHTUTeHCBs3bIBatOIUN  (parMeHT coxpepxkutr nomeHsl CDR  Tsokenoit w  yierkoit nemei,
comepikaluecss B IMapax aMUHOKHCIOTHBIX IOCJIEOBATENIbHOCTEH BapHalenbHbIX obnacTeit
Tspxenoit u erkoi neneri (HCVR/LCVR), BeiOupaembix u3 rpymsl, coctosiieit u3 SEQ ID NO:
2/10, 18/26, 34/42, 50/58, 66/74, 82/90, 98/106, 114/122, 130/138, 146/154, 162/170, 178/186,
194/202, 210/218, 226/234, 242/250, 258/266, 274/282, 290/298, 306/314, 114/322, 360/368 u
376/384.

[00125] Cnocobbsr u wmeronel uaeHtudukaimu CDR B aMHHOKHCIIOTHBIX
nocienosarebHocTIX HCVR u LCVR xopomio u3BeCTHbl B JAHHOH OOJNACTH, M MX MOXKHO
ucnonb3oBath st uaeHtudukanun CDR B yka3aHHBIX aMUHOKHUCIIOTHBIX MOCIEIOBATEIBHOCTSIX
HCVR wwumu LCVR, packpbIThIX B JaHHOM JOKyMeHTe. MIUTFOCTpaTHBHBIE COTJIAIIEHUS,
KOTOpbIE MOKHO MCIIOJIb30BaTh J1s uaeHTudukanu rpaaul CDR, BkirodatoT B cebs1, Hanpumep,
onpenenenue Kabat, onpenenenue Chothia u onpenenenue AbM. B o0mux ueprax, onpeaeneHue
Kabat ocHoBaHO Ha BapuabenbHOCTH TOCTenoBaTeIbHOCTH, onpenenenue Chothia ocHoBaHO Ha
MECTOIIOJIOKEHUH CTPYKTYPHBIX METJIEBBIX 00JacTel, a onpeneneHre AbM npencrasisier codoi
koMmpomucc mexxay noaxonamu Kabat u Chothia. Cm., Hampumep, Kabat «Sequences of Proteins
of Immunological Interest» National Institutes of Health, Bethesda, Md. (1991); Al-Lazikani et al.
J. Mol. Biol. 273:927-948 (1997); u Martin et al. Proc. Natl. Acad. Sci. USA 86:9268-9272 (1989).
Taxoke st unenTugukanuu nocnenosareabHocTeit CDR BHYTpH aHTHTEIAa JOCTYITHBI OTKPBITHIE
0a3bl JTAaHHBIX.

[00126] B omgHOM BapmanTe ocymectBieHus antureno npotuB GDF8 wmm ero
aHTUreHcBsi3bBatommii - ¢parment  comepxkut  HCVR, wumeromyr  aMHHOKHUCIOTHYIO
MOCJIEI0BATENIbHOCTD,  3aKOJUPOBAHHYIO  IOCJIEOBATEIbHOCTHIO  HYKJIEHHOBOW  KHUCJOTHI,
BbIOMpaemoii u3 rpymmsl, cocrosimeii u3 SEQ ID NO: 1, 17, 33, 49, 65, 81, 97, 113, 129, 145, 161,
177, 193, 209, 225, 241, 257, 273, 289, 305, 359 u 375, unu 0o CyUIeCTBY aHAJOTHYHYIO €
MOCJIEIOBATENIbHOCTh, UMEIOINYI0 0 MeHbIeH mepe 90%, mo Menbinel mepe 95%, no MeHbInen
Mepe 98% unu no MeHbliel Mepe 99% UAEHTHYHOCTD MOCIE0BATEIbHOCTEN.

[00127] B npyroMm BapuaHTe ocyluecTBieHus: aHTtuteno nporuB GDF8 wnu ero

aHTUreHcBsi3pBaromnii  pparment  comepxkur  LCVR, umeromyr  aMHHOKHUCIOTHYIO
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MOCJIEI0BATEIbHOCTD,  3aKOJUPOBAHHYIO  IOCJIEOBATEIbHOCTHIO HYKJIEHMHOBOW  KHUCJOTHI,
BbIOMpaemoii u3 rpymmsl, cocrosimeidd w3 SEQ ID NO: 9, 25, 41, 57, 73, 89, 105, 121, 137, 153,
169, 185, 201, 217, 233, 249, 265, 281, 297,313,321, 367 1 383, uiu 0o Cy1IECTBY aHAJOTHUYHYIO
ell mocnenoBaTeNbHOCTh, UMEIINY Mo MeHbluel mepe 90%, mo menbiuell mMepe 95%, no
MeHblIeld Mepe 98% unu no MeHbliel Mepe 99% UAEHTUYHOCTD NOCIEI0BATEIbHOCTEH.

[00128] B npyrom BapuaHTe ocyiuecTsieHus: aHtureno nporus GDF8 wnu ero
aHTureHcBs3pBatromnii pparment copepxxkut napy HCVR/LCVR, umeromux aMUHOKHCIOTHBIE
NOCJIEIOBATEIbHOCTH, 3aKOAMPOBAHHBIE AP0 MOJIEKYJI HY KIIEHHOBOW KHCIIOTHI, BHIOUPAEMBIX U3
rpymmel, cocrosmet u3 SEQ ID NO: 1/9, 17/25, 33/41, 49/57, 65/73, 81/89, 97/105, 113/121,
129/137, 145/153, 161/169, 177/185, 193/201, 209/217, 225/233, 241/249, 257/265, 273/281,
289/297,305/313, 113/321, 359/367 u 375/383.

[00129] B npyrom BapuaHTe ocyiuecTsiaeHus aHtureno nporus GDF8 wnu ero
aHTUreHcBs3bpBaroIni  pparmeHt copepxkur aomeH HCDR3, umerommii aMUHOKHUCIOTHYIO
MOCJIEA0BATEIbHOCTb, 3aKOJUPOBAHHYIO  IOCJIENOBATEIbHOCTBIO HYKJIEWHOBOW  KHUCJOTHI,
BbIOMpaemoii u3 rpymbl, cocrosied u3 SEQ ID NO: 7, 23, 39, 55, 71, 87, 103, 119, 135, 151,
167, 183, 199, 215, 231, 247, 263, 279, 295, 311, 365 u 381, wiu 1o CymecTBy aHAJIOTUYHYIO el
MOCJIEI0BATEIbHOCTD, UMEIOIIYIO IO MeHblel Mepe 90%, no meHbIuel mepe 95%, o MeHbiei
Mmepe 98% wuin o MeHblei mepe 99% uneHTUYHOCTD nocienosarenbHocTel, 1 noMeH LCDR3,
UMEKOLINI aMHUHOKHCJIOTHYH TOCJIEA0BATENbHOCTh, 3aKOAMPOBAHHYIO IOCIEA0BATEIBHOCTBIO
HYKJIEMHOBOWM KHCJIOTBI, BEIOMpaemMoi u3 rpymisl, coctosimen uz SEQ ID NO: 15, 31, 47, 63, 79,
95, 111, 127, 143, 159, 175, 191, 207, 223, 239, 255, 271, 287, 303, 319, 327, 373 u 389, wiu no
CYIIECTBY AQHAJOTUYHYIO €l TMOCJIeN0BATEIbHOCTh, MMEIOIIYI0 MO MeHblner mepe 90%, mo
MeHblIel Mepe 95%, mo menbledt mepe 98% wunu nmo MeHbliedt mepe 99% HIEHTUYHOCTH
nocienoBateapbHOCTell. B omHOM BapuaHTe ocyiiectBieHus mapa nqomenoB HCDR3/LCDR3
UMeeT aMHUHOKHCIIOTHbIE TMOCJIe0BATENbHOCTH, 3aKOANPOBaHHbIE MAapOi MOCIeA0BaTeIbHOCTEN
HYKJIEMHOBOM KHMCJIOTBI, BbIOMpaeMbIx U3 rpynmsl, coctoseii uz SEQ ID NO: 7/15, 23/31, 39/47,
55/63, 71/79, 87/95, 103/111, 119/127, 135/143, 151/159, 167/175, 183/191, 199/207, 215/223,
231/239, 247/255, 263/271, 279/287, 295/303, 311/319, 119/327, 365/373 u 381/389.

[00130] B npyrom BapuaHTe ocyiuecTieHus: aHtureno nporuB GDF8 wunu ero
aHTureHcBsi3piBaromuil pparment comep:xut nomersl HCDR1 u HCDR2 u nomenst LCDR1 u
LCDR2, npuuem nomen HCDRI wuMeer aMHHOKUCIOTHYH  IOCJIEIOBATENbHOCTD,
3aKOJUPOBAHHYIO TIOCJIEAOBATEIbHOCTRIO HYKJIEWHOBOH KHCIIOTBI, BBIOMPAEMON W3 TPYTIIbL,
coctoseii u3 SEQ ID NO: 3, 19, 35, 51, 67, 83, 99, 115, 131, 147, 163, 179, 195, 211, 227, 243,
259, 275, 291, 307, 361 u 377, uau mo CylIeCTBY AHAJOTMYHYIO €l MOCIENOBATEIbHOCTD,
uMerolyo no meHbinell Mepe 90%, no meHblieil mepe 95%, no menbiuell Mepe 98% wnu no
MeHbiielr  mepe 99% umeHTHYHOCTH mocienoBarenbHOcTel, gomeH HCDR2 wumeer
AMUHOKHUCJIOTHYO MOCJIE0BATENbHOCTD, 3aKOIMPOBAHHY IO MOCJIEI0BATENLHOCTBIO HY KIIEMHOBOM
KHUCJIOTHI, BeIOUpaemoli u3 rpymmsl, coctosimedd u3 SEQ ID NO: 5, 21, 37, 53, 69, 85, 101, 117,
133, 149, 165, 181, 197, 213, 229, 245, 261, 277, 293, 309, 363 u 379, unu 1o CyumecTBy

AQHAJIOTUYHYIO €l MOCIeq0BaTEIbHOCTD, NUMEIOIIYI0 0 MeHblnel Mepe 90%, mo MeHbIeil Mepe
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95%, no MeHb1Iell Mepe 98% unu o MeHblIeld Mepe 99% HIEHTUYHOCTD MOCIE0BATEIbHOCTEN,
nomeH LCDRI  wumeeT  aMUHOKHUCIOTHYIO  TMOCHEAOBATENBHOCTb,  3aKOJHPOBAHHYIO
MOCJIEIOBATEIbHOCTHIO HYKJIEHHOBOH KUCJIOTHI, BEIOMpaeMoi u3 rpyrmrsl, coctosmueit n3 SEQ ID
NO: 11, 27, 43, 59, 75, 91, 107, 123, 139, 155, 171, 187, 203, 219, 235, 251, 267, 283, 299, 315,
323, 369 u 385, uau Nmo CyweCcTBY AHAJIOTMYHYIO €M IOCJIEeI0BAaTEIbHOCTb, UMEILIYI IO
MeHbliel mepe 90%, no menbiuel Mepe 95%, no menbleit Mepe 98% unu no MeHblel Mmepe 99%
UAEHTUYHOCTh  mocienoBaTenbHocTed, a gaomeH LCDR2 wumeer aMHHOKHCIOTHYIO
MOCJIEIOBATEIBHOCTb, 3aKOAMPOBAHHYI  IOCJIENOBATEIbHOCTBI) HYKJIEHMHOBOW  KUCJIOTBI,
BbIOMpaemoii u3 rpymsl, coctosimed u3 SEQ ID NO: 13, 29, 45, 61, 77, 93, 109, 125, 141, 157,
173, 189, 205, 221, 237, 253, 269, 285, 301, 317, 325, 371 n 387.

[00131] B npyrom BapuaHTe ocyiuecTsiaeHus aHtureno nporus GDF8 wnu ero
aHTUreHCBsA3BbIBAIOIIMK  (pparmMeHT coxepkur noMeHel CDR  Tspkenolt u jerkoit  nerneit
(HCDR1/HCDR2/HCDR3/LCDR 1/LCDR2/LCDR3), nmetonirie KOMOMHALIMA AMHUHOKHCIIOTHBIX
IIOCJIEIOBATEIBHOCTEH, 3aKOAMPOBAHHBIX HA0OPOM  MOCIEAOBATEIBHOCTEH  HYKJIEHHOBOM
kucnotel SEQ ID NO: 35/37/39/43/45/47, 115/117/119/123/125/127, 227/229/231/235/237/239,
361/363/365/369/371/373 wnn 377/379/381/385/387/389.

[00132] B mpennmouTuTeabHOM BapuaHTe ocyluecTBieHus aHtureno nporus GDF8 wnn
€ro aHTHIeHCBS3bIBAIOLINN (parMeHT, KOoTophlii crnenuduyecku cssspiBaer GDF8, comepskur
HCDR BapuabenbHoii oonactu Tsokesnon uenu (HCVR), conepxamue SEQ ID NO: 360, u LCDR
BapuabenpHON obnactu jerkoil uemu (LCVR), comepxkamume SEQ ID NO: 368. B nmpyrom
BapHaHTe OCyInecTBieHus: aHtuteno npotuB GDF8 wimu aHTHreHCBsI3bIBAIOLINI (hparMeHT,
koTopblil cieuuduuecku ceszbiBaer GDF8, comepsxut tpu HCDR, conepxkamue SEQ ID NO:
362, SEQ ID NO: 364 u SEQ ID NO: 366, u Tpu LCDR, conpep:xamue SEQ ID NO: 370, SEQ ID
NO: 372 u SEQ ID NO: 374.

[00133] B npyrom BapuaHTe ocyiuecTsieHus: aHtureno nporuB GDF8 wunu ero
AHTUIeHCBS3BIBAIOMINKA  (parMeHT TnpeacTaBisieT COOOH TOJHOCTBIO YEIOBEYECKOe WU
I'YMaHU3UPOBAHHOE AHTUTENO WM (parMeHT aHTuTena, Kotopeld cBssbiBaer GDF8 ¢
a(pUHHOCTBIO (BBIPAXKEHHOH B BHIE KOHCTAHTHI qucconuanuu, «KDy) ot mpubnusurtensio 1 EM
UM MEHee, KOTOPOE€ H3MEPSIOT C NMOMOINBIO aHAINW3a C HCMOJb30BAHMEM IOBEPXHOCTHOIO
1a3MOHHOTO pe3oHaHca (Hanpumep, BIACORE™). B HeKOTOpBIX BapHaHTax OCYIIECTBIICHHUS
AaHTHUTENIO COrIacHO u3o0pereHuro nemoHctpupyer KD mpubmusurensio 700 M unu MeHee,
npubnusutensHo S00 M mn meHee; npubausurensHo 320 M uiti MeHee; mpuonu3nTenbHO 160
M wm MeHee;, npuoOam3urenasbHo 100 M i MeHee;, npuOmm3urensHo S0 mM win MeHee,
npubnusutensHo 10 M mim MeHee; Win NpUOIU3UTENBHO S M WiIn MeHee.

[00134] B npyrom BapuaHTe ocyiuecTBieHus: aHtureno nporuB GDF8 wunu ero
AHTUTeHCBS3BIBAIOIINKA  (parMeHT mnpeacTaBisieT COoOOH TMONHOCTBIO UENOBEYECKOe WU
I'YMaHU3UPOBAHHOE MOHOKJIOHAJIBHOE aHTUTENO (mADb), KoTopoe crienumIecKy CBSI3bIBACTCS U
unruoupyer GDF8 uenoseka u nemonctpupyer IC50 menpine wim paBHO nmpudbmusuTensHo 10
HM; npubnusutenpbHo S HM uiu MeHee; NpUOIH3UTENbHO 3 HM WM MeHee, MPUOIU3UTENBHO 2

HM nnm menee; npudnusurenbHo 1 HM mn MeHee; npuOmusurensHo S00 M i MeHee; win
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npubnusutensHo 200 M WM MeHee, KOTOPYI0 M3MEPSIIOT C MOMOLIBI0 aHaIu3 JFoLHdepassl,
unayuupyemoit GDF8.

[00135] B opgHOM BapuanTe ocyiuectBieHus antureno npotruB GDF8 wmm ero
AHTUTeHCBS3BIBAIOIINN (PparMeHT uMeeT MOTU(PUIMPOBAHHBIA NPO(IIb TINKO3MINPOBaHUA. B
HEKOTOPBIX BapHUAaHTaX MNPUMEHEHHs MOXET OBITh IoJie3HAa MOAM(PUKALUS U yIAJeHUs
HE)KEJIaTeNNbHbIX CANTOB TJMKO3WIMPOBAHMSA WM AHTHTEJIO C OTCYTCTBYIOLINM (pparMeHTOM
(yKO3BI, MPUCYTCTBYIOIIMM B OJIMTOCAXAPUAHOM LEMH, HANpUMeEp, AN YCHUICHUs (PyHKIUU
aHTuTeno3aBucumont  kierounoit murorokcmuHoctu (ADCC) (Shield et al. (2002) JBC
277:26733). B npapyrux BapuaHTax NPUMEHEHHUS MOXKHO OCYIIECTBHTb MOAM(DUKALINIO
rajlaKTO3UIIMPOBAHUS A1 MOAU(UKALINU KOMIUIEMeHT3aBucuMoi nurorokcnyHocta (CDC).

[00136] B npyrom BapuaHTe ocyiuecTsiaeHus aHtureno nporus GDF8 wnu ero
AHTUIeHCBA3BIBAIOIINN (PparMeHT KOHKypHpyeT 3a crneuududeckoe cpszbiBanue ¢ GDF8 ¢
ApyTUM AHTUTEJIOM, COZEPIKaIINM KOMOWHALIHIO JIOMEHOB
HCDRI1/HCDR2/HCDR3/LCDR1/LCDR2/LCDR3, UMEOLIUX AMHHOKHCJIOTHBIE
NOCJIeIOBATEIbHOCTH, BbIOMpaeMble u3 rpymimsl, cocrosimeit 3 SEQ ID NO: 36/38/40/44/46/48,
116/118/120/124/126/128, 228/230/232/236/238/240, 362/364/366/370/372/374 150051
378/380/382/386/388/390. B npyrom BapuaHTte ocyiuectieHus anturesno npotus GDF8 wmu ero
AHTUTEHCBSI3BIBAIOIIMI (pparMeHT KOHKypupyer 3a crenuduueckoe cpssbiBanne ¢ GDF8 ¢
APYTHM aHTUTEJIOM, COEPIKALIIM Napy aMUHOKHUCIOTHBIX nocnenosareibHocTeir HCVR/LCVR
SEQID NO: 2/10, 18/26, 34/42, 50/58, 66/74, 82/90, 98/106, 114/122, 130/138, 146/154, 162/170,
178/186, 194/202, 210/218, 226/234, 242/250, 258/266, 274/282, 290/298, 306/314, 114/322,
360/368 wmm 376/384.

[00137] B npyrom BapuaHTe ocyiuecTieHHs aHTtureno nporuB GDF8 wnu ero
AQHTUTEHCBS3BIBAIOINUI (hparMeHT pacno3HaeT sruton Ha GDF8, koTopwIii pacno3HaeTCs: APYTruM
AHTHUTENIOM, COZIEPIKALIIM KOMOUMHALIHIO JOMEHOB
HCDRI1/HCDR2/HCDR3/LCDR1/LCDR2/LCDR3, UMEFOIINX AMUHOKHCJIOTHBIE
MOCJIEIOBATEIbHOCTH, BbhiOMpaembie u3 rpynmbl, cocrosiei u3 SEQ ID NO: 36/38/40/44/46/48,
116/118/120/124/126/128, 228/230/232/236/238/240, 362/364/366/370/372/374 Wi
378/380/382/386/388/390. B npyrom BapuanTe ocyecTsieHus: antutesio npotus GDF8 unn ero
AHTUTEHCBS3BIBAIOINUN (hparMeHT pacno3HaeT snuton Ha GDF8, koTopwiii pacmo3HaeTCs: APyrumM
AQHTHUTEJIOM, COZep KaIUM Mapy aMHUHOKHUCIOTHBIX nocnenosareapbHocTeli HCVR/LCVR SEQ ID
NO: 2/10, 18/26, 34/42, 50/58, 66/74, 82/90, 98/106, 114/122, 130/138, 146/154, 162/170,
178/186, 194/202, 210/218, 226/234, 242/250, 258/266, 274/282, 290/298, 306/314, 114/322,
360/368 umm 376/384.

NHruéuropsl akTHBHHA A

[00138] B HacrosimeM M300peTeHNH MPEACTABIEHBI CIIOCOOBI M3MEHEHHUSI COCTaBa Tea,
CTHMYJIUPOBAHUSl YMEHBLICHUS JKUPOBOW MAacChl W/WIN yBEIWYEHUS O€3KHUPOBOH MacChl Y
cyObekTta ® CcrocoObl JiedeHWsi 3a00JIeBaHUS WM PACCTPOWCTBA, XapaKTePU3YHOLIETOCs
MOBBIIIEHHON JKUPOBOM Maccoil y cyOBeKTa, BKIIIOYANOINNE BBENEHHE CYOBEKTY KOMITO3UIIHH,

conepskamieit 3 GpeKTHBHOE KOJTMUECTBO HHIMOUTOpPA aKTUBHHA A.
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[00139] B pamkax HacTosIero M300pETeHUs] KMHTHOUTOP aKTUBHUHA A» INPENCTaBISAET
coboii moboe CpencTBO, KOTOPOE CBSI3BIBAETCS WJIM B3AaUMOAEWCTBYET C UEJIOBEYECKUM
AKTUBHHOM A W TIPEMSATCTBYeT WU WHTHOUPYET HOPMAIbHYIO OHOJOTHYECKYIO (DYHKIIHIO
akTUBMHA A in vitro wim in vivo. HeorpaHnuyuBaromye mpuMepbl KaTErOpHA WHTHOHUTOPOB
AKTUBHHA A BKJIIOYAIOT B C€0sl HU3KOMOJIEKYJISIPHBIE AHTArOHUCTHI aKTUBUHA A, HHTHOUTOPBI HA
OCHOBE HYKJIEMHOBOM KHCJIOThI 3KCIIPECCHN WJIM aKTHBHOCTH akTHBHHA A (Hanmpumep, siRNA wnu
AHTHCMBICJIOBBIE), MOJIEKYJIbI HA OCHOBE MENTHIO0B, KOTOPbIE CrIeM(YUIECKH B3AUMOIEHCTBYIOT C
AKTUBMHOM A (Hampumep, MENTUTENa), PEeLEeNnTOPHbIE MOJICKYJIbl, KOTOpbIe CIeHU(pUIECKU
B3aUMOJIEHCTBYIOT C aKTUBUHOM A, MOJIEKYJbI-cKaddonapl, CBI3bIBalOINE aKTUBUH A, OeskH,
cofiep Kallie CBS3BbIBAIOLIYIO JIMTAH[ YacTh PELENTOpa, KOTOPbIH Crenu(uyuecKu CBsI3bIBAET
aKTUBMH A, M anTaMmepbl NPOTHB aKTHUBMHA A WJIM UX 4YaCTH. B mpeamnodTuTesrHOM BapuUaHTE
OCYIIECTBJICHUS WHTUOUTOP aKTHBHUHA A, KOTOPBI MOJKHO HCIIOJIb30BaThb B KOHTEKCTE
HACTOSIIEro H300peTeHus, MNpeACTaBisieT COOOH aHTUTENO NPOTHB AaKTHUBHHA A WM €ro
AHTUTeHCBS3BIBAOIINI (DparMeHT, KOTOPBIH Crennu(pUYecKu CBA3bIBAET AKTUBUH A 4eJOBEKa.
AHTUTENAa MPOTHB AKTUBMHA A BKIIOYAIOT B ce0sl HeHTpammsyromue w/uin OJOKHpYHOIIue
antutena. MHruOnposaHue, BbI3BAHHOE HEUTPAIHU3YIOIUMHU W/ U OJIOKUPYIOLUMU aHTUTEIAMH
IPOTUB AKTUBUHA A, He 00s3aTeNIbHO IOJDKHO OBITh IOJIHBIM, IPU YCIOBHH, YTO €r0 MOXHO
O0OHaPYKUTh C UCTIOJIB30BAHIEM COOTBETCTBYIOLINX AHAJH30B.

[00140] AKTHUBHHBI TPENCTABISAIOT COOOM TOMO M TeTepOJUMEPHBIE MOJIEKYJIBL,
cogepxamue cyobenuauubl BA wumu BB. CyOwenunuma BA uMeeT aMUHOKUCIOTHYIO
nocienosareabHocth SEQ ID NO: 617, a cyOwvenununa BB uMeeT aMHUHOKUCIOTHYIO
nocienosarebHOCTh SEQ ID NO: 619. AktuBuH A mpencrasiseT coOOH rOMOANMEP U3 IBYX
cyovenunann BA; aktuBuH B mpexncraBnser coboit romomuMep u3 nByX cyObenunui PB; a
akTuBuH AB mpexacraBiseT co0oil rerepomuMep H3 OOHOW CcyObemuHHIBIl A W ONHOMH
cyObenuaunbl PB. AHTUTENO MPOTHB aKTHBHUHA A WJIM €r0 aHTUT€HCBSI3bIBAIOINMN (YparMeHT
cnenuduyeckn cBsizbiBaeT cyOwpenuuuny PA. ITockonbky cyObenuuuiia A HalimeHa Kak B
MOJIEKyJIaXx aKTUBMHA A, Tak M akTuBMHa AB, «aHTHTEIO TPOTHUB AKTUBMHA A WU €ro
AHTUTEHCBS3BIBAOIUN (ParMeHT» MOTYT CHelU(PUYEeCKH CBSI3bIBATH AKTHBUH A, a Takke
aktuBuH AB (Omaromapsi cBoemy B3auMozencTBuio ¢ cyobenuauuei BA). Benencreue storo,
AQHTUTENIO TPOTHUB AKTUBHMHA A WJIM €ro aHTHIE€HCBS3BIBAIOMIUN (parMeHT crenupudecKu
CBSI3bIBAET AKTUBUH A WM aKTUBUH A 1 akTuBUH AB, HO He cBsi3biBaeT npyrue auranast ActRIIB,
takue kak aktuBuH B, GDF3, GDF8, BMP2, BMP4, BMP7, BMP9, BMP10, GDF11, Nodal u
T.1.

[00141] B HexkoTOpbIX BapuUaHTax OCYLIECTBIEHUS HCIOJB3YIOT AaHTUTEJO IPOTUB
AKTUBHMHA A WJIM €r0 aHTUTE€HCBSI3bIBAIOIINI (DparMeHT, KOTopbie npencrapiieHsl B marente CIITA
Ne 9718881. MnnrocTpaTuBHbIE aHTUTENA MPOTUB aKTUBHHA A, KOTOPbIE MO>KHO HCIOJIb30BaTh B
KOMTIO3UIHUSIX M CTIOCO0aX COrJIACHO M300pPETEHUI0, BKITIOUAIOT B ceOs, HAMpUMepP, MOJHOCTHIO
yenoseueckue anturena H4H10446P2nporus aktuBuHa A, Takke n3BecTHble kak REGN2477,
(HarpuMep, aHTHTENa MPOTHB AKTHBHHA A, COAep:Kallre BapHaOesbHble OONACTH TSDKEJIOH U

JIETKOU Ienel, UMeroIe aMuHOKUCIOTHBIEe mocnenoBatenbHocTd SEQ ID NO: 162 u SEQ ID
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NO: 146, cooTBeTCTBEHHO, KOTOpHBIE pecTaBieHsl B matente CIIIA Ne 9718881).

[00142] B Tabnune 2 mpencTaBieHbl Mapbl aMHHOKHCIIOTHBIX MOCIENOBATEIBHOCTEH
BapHuabeNbHBIX 00IaCTeH TSDKENIOH U JIETKOH 1ieTiel BBIOpAaHHBIX aHTUTEN NMPOTHB aKTUBHUHA A U
UX COOTBETCTBYIOIIME HICHTH()HUKATOPbI AHTUTEN, KOTOpPBIE MOXHO HCIOJNb30BaTh B
KOMITO3UIMSIX W crocobax cornacHo u300pereHni0. COOTBETCTBYIOLINE HASHTU(UKATOPHI
MOCJIEIOBATEIbHOCTEN HYKJIGMHOBOW KHUCJIOTHI MPEACTABJICHBI B TAOIHLE 3.

Tadauna 2: UaeHTHPUKATOPHEI AMHHOKHCJIOTHBIX MOCJAEA0BATEJILHOCTEH AHTUTE]

NPOTHB AKTHBHHA A

SEQ ID NO:
O6o3HaueHue
A > o & » > &
HTHUTENA % 8 8 8 % 8 8 8
T T T T = = = =
H4H10423P 393 395 397 399 401 403 405 407

H4H10424P 409 411 413 415 417 419 421 423
H4H10426P 425 427 429 431 433 435 437 439
H4H10429P 441 443 445 447 449 451 453 455
H4H10430P 457 459 401 463 465 467 469 471
H4H10432P2 473 475 477 479 481 483 485 487
H4H10433P2 489 491 493 495 481 483 485 487
H4H10436P2 497 499 501 503 481 483 485 487
H4H10437P2 505 507 509 511 481 483 485 487
H4H10438P2 513 515 517 519 481 483 485 487
H4H10440P2 521 523 525 527 481 483 485 487
H4H10442P2 529 531 533 535 537 539 541 543
H4H10445P2 545 547 549 551 537 539 541 543
H4H10446P2 553 555 557 559 537 539 541 543
H4H10447P2 561 563 565 567 537 539 541 543
H4H10448P2 569 571 573 575 537 539 541 543
H4H10452P2 577 579 581 583 537 539 541 543
H4H10468P2 585 -587 589 591 537 539 541 543
H2aM10965N 593 595 597 599 601 603 605 607

Taoauua 3: UaeHTHdUKATOPHI MNOCIEA0BATEILHOCTEH HYKJIEHHOBOH KHCJIOTHI

AHTUTE NPOTHUB AKTHUBUHA A

SEQ ID NO:
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O6o3Hauenue

— on — (@] (e]

A o > e
HTHUTENA g % % Q g agd an an
Q Q Q Q (@) @) Q Q
L L = an) = = = =
H4H10423P 392 394 396 3908 400 402 404 406
H4H10424P 408 410 412 414 416 418 420 422
H4H10426P 424 426 428 430 432 434 436 438
H4H10429P 440 | 441 444 446 448 450 452 454
H4H10430P 456 458 460 462 464 466 468 470

H4H10432P2 472 474 476 478 480 482 484 486
H4H10433P2 488 490 492 494 480 482 484 486
H4H10436P2 496 498 500 502 480 482 484 486
H4H10437P2 504 506 508 510 480 482 484 486
H4H10438P2 512 514 516 518 480 482 484 486
H4H10440P2 520 522 524 526 480 482 484 486
H4H10442P2 528 530 532 534 536 538 540 542
H4H10445P2 544 546 548 550 536 538 540 542
H4H10446P2 552 554 556 558 536 538 540 524
H4H10447P2 560 562 564 566 536 538 540 542
H4H10448P2 568 570 572 574 536 538 540 542
H4H10452P2 576 578 580 582 536 538 540 542
H4H10468P2 584 586 588 590 536 538 540 542
H2aM10965N 592 594 596 598 600 602 604 606

[00143] B ongHOM BapuaHTe OCYILECTBIEHHsS] aHTUTENO MPOTHUB aKTHUBUMHA A WU €ro
AHTUTeHCBS3BIBAIOMINKA (PArMEHT COAEPKUT BapuadenbHyro obnacte Tspkenoi nern (HCVR),
UMEIOIYI0 aMHHOKHUCJIOTHYIO TOCJIENOBATENbHOCTD, BBIOMPAEMYIO W3 TPYMIBL, COCTOSINEH U3
SEQ ID NO: 393, 409, 425, 441, 457, 473, 489, 497, 505, 513, 521, 529, 545, 553, 561, 569, 577,
585 u 593, nnu no CcymecTBy aHAJIOTMYHYIO € MOCIeN0BaTEIbHOCTh, UMEKOLIYI0 [0 MEHBIIEH
mepe 90%, no mesbluell Mepe 95%, mo MeHbuiel mepe 98% wnu no meHslnell mepe 99%
UACHTUYHOCTD MOCIEN0BATEIbHOCTEN.

[00144] B mapyrom BapuaHTe OCYLIECTBJIEHUS AHTUTENO NMPOTHB aKTUBHMHA A WU €ro
AHTUTEHCBS3BIBAOINUN ()parMeHT comep:kuT BapuadenpHyro obnacte serkoit nmemu (LCVR),
UMEIOIYI0 aMHHOKHCJIOTHYIO TOCJIENOBATENbHOCTD, BBIOMPAEMYIO W3 TPYMIBL, COCTOSINEH W3
SEQ ID NO: 401, 417, 433, 449, 465, 481, 537 u 601, wiu no CyLIECTByY aHAJIOTHYHYIO €U
MOCJIEA0BATEIbHOCTD, UMEIOLIYIO 10 MeHblIel Mepe 90%, no menbiuel Mepe 95%, o MeHblei
Mepe 98% unu no MeHbliel Mepe 99% UAEHTHYHOCTD NOCIE0BATEIbHOCTEN.

[00145] B mapyrom BapuaHTe OCYLIECTBJIEHUS AHTUTENO NMPOTHB aKTUBMHA A WU €ro
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AHTUTeHCBS3BIBAIOIINNA (DParMeHT COAEPKUT Mapy AaMHHOKHCIOTHBIX MOCIENOBATEIbHOCTEH
HCVR u LCVR (HCVR/LCVR), BeiOupaembix u3 rpymisl, cocrosimmei u3 SEQ ID NO: 393/401,
409/417, 425/433, 441/449, 457/465, 473/481, 489/481, 497/481, 505/481, 513/481, 521/481,
529/537, 545/537, 553/537, 561/537, 569/537, 577/537, 585/537 u 593/601.

[00146] B apyrom BapuaHTe OCYLIECTBJIEHHUS AHTUTENIO NMPOTUB aKTUBHMHA A WU €ro
AHTUTeHCBA3BIBAIOIINN (PparmMeHT comepxut noMeH Tspkenoi nenu CDR3 (HCDR3), umeromuii
AMUHOKHUCJIOTHYIO TOCJIEIOBATEIbHOCTD, BRIOMpaeMyr0 U3 rpyrbl, cocrosimei u3 SEQ ID NO:
399, 415, 431, 447, 463, 479, 495, 503, 511, 519, 527, 535, 551, 559, 567, 575, 583, 591 u 599,
WJIH 110 CYILECTBY aHAJOTUYHYIO €M MOCJIeI0BaTEeIbHOCTD, UMEIOLIYIO M0 MeHbluel Mepe 90%, no
MeHblied Mepe 95%, mo Mesbluedl mepe 98% wunu nmo MeHbledn Mepe 99% HIEHTUYHOCTH
nocienosareabHocTel; 1 gomeH jerkoil nenu CDR3 (LCDR3), umeromuii aMUHOKUCIOTHYIO
MOCJIEIOBATEIbHOCTD, BhIOUpaeMyto u3 rpymmsbl, coctosmeit u3 SEQ ID NO: 407, 423, 439, 455,
471, 487, 543 n 607, niu 1o CyIIEeCTBY AHAJIOTMYHYKO €M MOCIeN0BATEIbHOCTD, UMEIOIIYIO 10
MmeHbIeit Mmepe 90%, no meHblIel Mepe 95%, no Menbluel Mepe 98% wunu 1o MeHble mepe 99%
UACHTUYHOCTD MOCIEA0BATEIbHOCTEN.

[00147] B mnpyroMm BapuaHTe OCYLIECTBJIEHHs AHTUTEJO NMPOTUB AKTUBHHA A WM €ro
AHTUTEHCBSI3BIBAIOIIUIT (DparMeHT COAEPKUT Mapy AaMUHOKHCIOTHBIX IOCIENOBATEIbHOCTEH
HCDR3/LCDR3, BbiOupaembix u3 rpymmel, cocrosimein u3 SEQ ID NO: 399/407, 415/423,
431/439, 447/455, 463/471, 479/487, 495/487, 503/487, 511/487, 519/487, 527/487, 535/543,
551/543, 559/543, 567/543, 575/543, 583/543, 591/543 u 599/607.

[00148] B mpyrom BapHaHTe OCYLIECTBJICHUS AHTUTENIO NMPOTHB aKTUBHHA A WJIU €ro
aHTUreHcBs3bIBatrommid pparmeHt comepxut nomeH CDR1 tspxenoii nenu (HCDR1), umeromumit
AMUHOKHUCJIOTHYIO TOCJIEA0BATEIbHOCTD, BRIOMpaeMyr0 U3 rpyribl, cocrosimuein u3 SEQ ID NO:
395, 411, 427, 443, 459, 475, 491, 499, 507, 515, 523, 531, 547, 555, 563, 571, 579, 587 u 595,
WJTH 10 CYINECTBY aHAJOTHYHYIO €M MOCJIeI0BaTeIbHOCTD, IMEIOIIYIO 110 MeHbInel mepe 90%, mo
MeHblIel Mepe 95%, mo Mmesbluedt mepe 98% wunu nmo MeHbliedt Mepe 99% HIEHTUYHOCTH
nocienosarenbHocTed; nomer CDR2 Tspkenoit nern (HCDR2), umeromuii aMUHOKHUCITIOTHYO
MOCJIEIOBATEILHOCTD, BhIOUpaemyto u3 rpymmsbl, coctosimeid u3 SEQ ID NO: 397, 413, 429, 445,
461, 477, 493, 501, 509, 517, 525, 533, 549, 557, 565, 573, 581, 589 u 597, wnu no cymecTBy
AQHAJIOTUYHYIO €l MOCIeq0oBaTeIbHOCTh, UMEIOIIYIO M0 MeHblnel Mepe 90%, mo MeHbIel Mepe
95%, no MeHb1Iel Mepe 98% unu no MeHbluel Mepe 99% HAEHTUYHOCT OCIEA0BATEIbHOCTENH,
nomen CDRI1 nerkoii nenu (LCDRI1), umeromuii aMHHOKHCIOTHYIO IOCJIENOBATEIHLHOCTD,
BbIOMpaemyto u3 rpymmsl, cocrosimeid u3 SEQ ID NO: 403, 419, 435, 451, 467, 483, 539 u 603,
WJIH 10 CYIIECTBY aHAJOTHYHYIO €M MOCJIeI0BaTEeIbHOCTD, HIMEIOIIYIO 10 MeHbIIel Mepe 90%, mo
MeHblIel Mepe 95%, mo Menbluedl mepe 98% wunu no MeHbledl Mepe 99% HIEHTUYHOCTH
nocienosarenbHocTed; 1 gomeH CDR2 nerkoii nerm (LCDR2), umeromuii aMUHOKHUCIIOTHYIO
MOCJIEIOBATEIbHOCTD, BhIOUpaemyto u3 rpymmsbl, coctosimeid u3 SEQ ID NO: 405, 421, 437, 453,
469, 485, 541 u 605, wiK Mo CyIIECTBY AHAJOTUYHYIO €1 MOCIEeN0BATEIbHOCTD, UMEIOIIYIO 0
MeHbliel mepe 90%, no meHbiuei Mepe 95%, no Menbleit Mepe 98% wnu no MeHblIel Mmepe 99%

UIEHTUYHOCTD OCJIENOBATEILHOCTEMN.
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[00149] B mpyrom BapuaHTe OCYLIECTBJIEHUS AHTUTENO NMPOTHB aKTUBHMHA A WU €ro
aHTUTeHCBsi3bIBatoul  (parmeHt conmepkut aomensl HCDRI1-HCDR2-HCDR3-LCDRI-
LCDR2-LCDR3, COOTBETCTBEHHO, HMEIOIIUE aMHUHOKHUCJIOTHBIE IIOCJIEAOBATEILHOCTH,
BbIOMpaembie w3 rpynmsl, cocrosimeit u3: SEQ ID NO: 395-397-8-403-405-407; 411-413-415-
419-421-423; 36-429-431-435-437-439; 443-445-447-451-453-455; 459-461-463-467-469-471,
475-477-479-483-485-487; 491-493-495-483-485-487;, 499-501-503-483-485-487; 507-509-511-
483-485-487; 515-517-519-483-485-487; 523-525-527-483-485-487; 531-533-535-539-541-543;
547-549-551-539-541-543; 555-557-559-539-541-543 (H4H10446P2); 563-565-567-539-541-
543; 571-573-575-539-541-543; 579-581-583-539-541-543; 587-589-591-539-541-543; u 595-
597-599-603-605-607.

[00150] B mapyrom BapuaHTe OCYLIECTBJIEHHUS AHTUTENIO NMPOTUB aKTUBMHA A WU €ro
aHTUTeHCBs3bIBatOIUN  (parmeHT coxmepxkutr nomeHsl CDR  Tsokenmoit w  yerkoit nemei,
coziep Kaliecs B Iapax IOCJIEA0BaTeNbHOCTEH BapuabenbHBIX O0NacTed TsDKEJIONW M JIerkoi
ueneii (HCVR/LCVR), Beibupaembix u3 rpymnibl, coctosimeit u3 SEQ ID NO: 393/401, 409/417,
425/433, 441/449, 457/465, 473/481, 489/481, 497/481, 505/481, 513/481, 521/481, 529/537,
545/537, 553/537,561/537, 569/537, 577/537,585/537 u 593/601.

[00151] B omHOM BapmaHTe OCYINECTBJIEHHsS] aHTUTEJIO MPOTHUB aKTHBUHA A WU €ro
aHTUTreHCBs3bIBaOIMil  ¢parmeHT comepxkut HCVR, uMmenmyro  aMHHOKHCIOTHYIO
MOCJIEAOBATEIbHOCTb, 3aKOJUPOBAHHYIO  IOCJIENOBATEIbHOCTBIO HYKJIEUHOBOW  KHUCJOTHI,
BbIOMpaemoii u3 rpymibl, cocrositer u3 SEQ ID NO: 392, 408, 424, 440, 456, 472, 488, 496, 504,
512, 520, 528, 544, 552, 560, 568, 576, 584 u 592, unu no CywECTBY aHAJOTHUYHYI e
MOCJIEI0BATEIbHOCTD, UMEIOIIYI0 110 MeHblel Mepe 90%, no meHbIuel Mepe 95%, o MeHblei
Mepe 98% unu o MeHbluel Mepe 99% UIEHTHYHOCTD MOCIIE0BATEIbHOCTEN.

[00152] B mpyrom BapuaHTe OCYLIECTBJICHUS AHTUTENIO MPOTHB aKTUBHHA A WU €ro
aHTUreHcBsi3biBarommii - pparment  comepxkur LCVR, umeromyr  aMHHOKUCIOTHYIO
MOCJIEI0BATENIbHOCTD,  3aKOJUPOBAHHYIO  IOCJIENOBATEIbHOCTHIO  HYKJIEHMHOBOW — KHUCJOTHI,
BbIOMpaemoii u3 rpymmbl, cocrosimei u3 SEQ ID NO: 400, 416, 432, 448, 464, 480, 536 u 600,
WJIH 10 CYINECTBY aHAJOTHYHYIO €M MOCJIeN0BaTeIbHOCTD, IMEIOIIYIO 10 MeHbInel mepe 90%, mo
MeHblIel Mepe 95%, mo menbluedi mepe 98% wunu nmo MeHbledl Mepe 99% HIEHTUYHOCTH
MOCJIEIOBATEIBHOCTEM.

[00153] B mapyrom BapuaHTe OCYLIECTBJICHUS AHTUTENIO NMPOTHB aKTUBHMHA A WU €ro
anTureHcBsi3pBatrommii pparment conep:kut HCVR u LCVR, npuuem mapa HCVR/LCVR umeer
AMUHOKHUCJIOTHbIE IOCJEIOBATEIbHOCTH, 3aKOAMPOBaHHbIE Mapoi MOCieAoBaTeIbHOCTEN
HYKJICMHOBOU KHCJIOTBI, BRIOUpPaeMbIX U3 rpymibl, coctosineid u3 SEQ ID NO: 392/400, 408/416,
424/432, 440/448, 456/464, 472/480, 488/480, 496/480, 504/480, 512/480, 520/480, 528/536,
544/536, 552/536, 560/536, 568/536, 576/536, 584/536 n 592/600.

[00154] B apyrom BapuaHTe OCYLIECTBJIEHUS AHTUTENIO NMPOTHB aKTUBHMHA A WU €ro
aHTUreHCBs3bIBatOINi  pparmeHT comepkutr aomMeH HCDR3, umerommii aMUHOKHUCIOTHYIO
MOCJIEI0BATEIbHOCTD,  3aKOJUPOBAHHYIO  IOCJIEOBATEIbHOCTHIO HYKJIEHMHOBOW  KHUCJOTHI,
BbIOMpaemoii u3 rpymmbl, cocrosimeid m3 SEQ ID NO: 398, 414, 430, 446, 462, 478, 498, 502, 510,
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518, 526, 534, 550, 558, 566, 574, 582, 590 u 598, wau nmo CyleCTBY AaHAJOTHMUYHYK €M
MOCJIEI0BATEIbHOCTD, UMEIOLIYIO 10 MeHblIeld Mepe 90%, no menbiuel Mepe 95%, o MeHblei
Mepe 98% unm o meHbiuei Mepe 99% HUAeHTUYHOCTh nocheaoBarenbHocTel, u noMeH LCDR3,
HUMEIOLINI aMUHOKHCIOTHYIO TOCJIEN0BATENbHOCTb, 3aKOJAMPOBAHHYIO IOCJIEN0BATENBHOCTHIO
HYKJICMHOBOW KHCJIOTHI, BbIOUpaemoii u3 rpymrbl, coctosimmei u3 SEQ ID NO: 406, 422, 435, 454,
470, 486, 542 u 606, wiu 1o CyIIECTBY AHAJIOTMYHYIO €1 MOCIEeN0BATEIbHOCTD, UMEIOIIYIO 10
MeHbiel mepe 90%, no menbiuei Mepe 95%, no menblieit Mepe 98% unu no MeHblIel Mepe 99%
UJIGHTUYHOCTDh TOCNIEIOBATeNbHOCTEH. B OoqHOM BapmaHTe OCyIIecTBIeHHS HAaOOp JOMEHOB
HCDR3/LCDR3 wumeer aMHHOKHCJIOTHBIE TIOCIEIOBATEIIbHOCTH, 3aKOAMPOBAHHBIE MApOU
NOCJIEIOBATEIbHOCTEN HYKJIEHHOBOM KHMCIIOTHI, BEIOMpaeMbIX U3 rpynimsl, cocrosimed n3 SEQ ID
NO: 398/406, 414/422, 430/438, 446/454, 462/470, 478/486, 494/486, 502/486, 510/486, 518/486,
526/486, 534/542, 550/542, 558/542, 566/542, 574/542, 582/542, 590/542 u 598/606.

[00155] B mapyrom BapuaHTe OCYLIECTBJIEHHUS AHTUTENIO NMPOTHB AKTUBMHA A WIH €ro
anTureHcssi3piBatomuii pparment copepxutr nomensl HCDR1 u HCDR2 u nomenst LCDR1 u
LCDR2, npuuem nomen HCDR1 wumeer aMUHOKHUCIOTHYI — IIOCHIENOBATEIbHOCTD,
3aKOAMPOBAHHYIO MOCJIEAOBATEIbHOCTBIO HYKJIEHMHOBOH KHCJIOTBI, BBIOMPAEMON W3 TpyIIIbL,
cocrosuieit u3 SEQ ID NO: 394, 410, 426, 442, 458, 474, 490, 498, 506, 514, 522, 530, 546, 554,
562, 570, 578, 586 u 594, unmu no CyI1ecTBy aHAJIOTHYHYIO €l MOCIeA0BATENIbHOCTD, UMEIOIIYIO
no MeHblueit mepe 90%, no MeHbleit Mmepe 95%, no MeHbIueil Mmepe 98% uiu Mo MeHblIel Mepe
99% wuneHTHUYHOCTH mocienoBartenbHocTel, nomMeH HCDR2 wumeer aMHHOKHCIOTHYIO
MOCJIEIOBATENIbPHOCTD,  3aKOJUPOBAHHYIO  IOCJIEOBATEIbHOCTBIO  HYKJIEMHOBOW  KHUCJIOTHI,
BbIOMpaemoii u3 rpymimbl, coctosimeid u3 SEQ ID NO: 396, 412, 428, 444, 460, 476, 492, 500, 508,
516, 524, 532, 548, 556, 564, 572, 580, 588 u 596, unu no CyueCTBY aHAJOTHMYHYK e
MOCJIEI0BATEIbHOCTD, UMEIOIIYI0 110 MeHblIel Mepe 90%, no meHbIuel Mepe 95%, o MeHblei
Mepe 98% wnu mo MmeHblnelt Mepe 99% wuneHTHYHOCTH mocienoBarenbHocTed, nomeH LCDR1
UMeeT AaMHHOKHMCIOTHYI IOCJIEA0BaTENbHOCTh, 3aKOAMPOBAHHYIO IOCJIEN0BATENbHOCTHIO
HYKJIEMHOBOM KHCJIOTHI, BbIOMpaeMoii u3 rpyribl, cocrosimei u3 SEQ ID NO: 402, 418, 434, 450,
466, 482, 538 n 602, wiu No CyIeCTBY aHAJIOTMYHYK) €M MOCIEA0BATENbHOCTh, HMEIOIIYIO 10
MeHb1Iel mepe 90%, no menbinei Mepe 95%, no menbleit Mepe 98% i no MeHblIel Mepe 99%
WIAEHTUYHOCTh  mocienoBarenbHocTed, a gomeH LCDR2 wmeer aMHHOKHCIOTHYIO
MOCJIEI0BATENIbHOCTh,  3aKOJUPOBAHHYIO  IIOCJIEOBATEIbHOCTHIO  HYKJIEHMHOBOW  KHUCJOTHI,
BbIOMpaemoii u3 rpymmbl, cocrosimen u3 SEQ ID NO: 404, 420, 436, 452, 468, 484, 540 u 604,
WJIH 10 CYIIECTBY aHAJOTHYHYIO €M MOCJIEeI0BaTEeIbHOCTD, HIMEIOLIYIO 10 MeHbIIel mepe 90%, mo
MeHblIel Mepe 95%, mo Menbluedl mepe 98% wunu no MeHbliedl Mepe 99% HIEHTUYHOCTH
MOCJIEIOBATEIBHOCTEM.

[00156] B mpyrom BapuaHTe OCYLIECTBJIEHUS AHTUTENO NMPOTHB aKTUBHMHA A WU €ro
AHTUTeHCBS3BIBAIOIINNA (pparMeHT copepkut noMeHbl CDR Tspxenoit u nerkoit ueneit (HCDRI,
HCDR2, HCDR3, LCDRI, LCDR2, LCDR3), UMEIOIIHe AMUHOKHUCJIOTHBIE
NOCJIEIOBATEIBHOCTH, 3aKOAHNPOBAHHBIE HAOOPOM ITOCIIEIOBATEIbHOCTEH HY KJICHHOBOW KHCIIOTHI,
BbIOMpaeMblx u3 rpymmbl, coctosimed w3 SEQ ID  NO: 394/396/398/402/404/406,
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410/412/414/418/420/422, 426/428/430/434/436/438, 442/444/446/450/452/454,
458/460/462/466/468/470, 474/476/478/482/484/486, 490/492/494/482/484/486,
498/500/502/482/484/486, 506/508/510/482/484/486, 514/516/518/482/484/486,
522/524/526/482/484/486, 530/532/534/538/540/542, 546/548/550/538/540/542,
554/556/558/538/540/542, 562/564/566/538/540/542, 570/572/574/538/540/542,

578/580/582/538/540/542, 586/588/590/538/540/542 u 594/596/598/602/604/606.

[00157] B omHOM BapuaHTe OCYILECTBIEHHs] aHTUTENO MPOTUB aKTHMBHMHA A WU €ro
AHTUTeHCBSA3BIBAIOIINN (DparMeHT COAEPIKUT Mapy AaMHHOKHCIOTHBIX MOCIENOBATEIbHOCTEN
HCVR u LCVR (HCVR/LCVR) SEQ ID NO: 553/537, a aatureno npotuB GDF8 wnm ero
AHTUTeHCBA3BIBAIOIINN (pParMeHT COAEPKUT Mapy AaMHHOKHCIOTHBIX MOCJIENOBATEIbHOCTEN
HCVR u LCVR (HCVR/LCVR) SEQ ID NO: 360/368.

[00158] B mpyrom BapuaHTe OCYLIECTBJIEHHUS AHTUTENIO NMPOTHB aKTUBMHA A WU €ro
aHTureHcBsspBaromnii - ¢pparment comepxkur aomeHsl HCDRI-HCDR2-HCDR3-LCDRI1-
LCDR2-LCDR3, cOOTBETCTBEHHO, UMEIOIINE aMHHOKHCIOTHBIE nocienoBateabHoctu: SEQ ID
NO: 555-557-559-539-541-543 (H4H10446P2), a anrtureno mnporuB GDF8 wumm ero
aHTUTreHCBs3bIBaOIMil  ¢parmeHT comepxxut aomensl HCDRI1-HCDR2-HCDR3-LCDRI-
LCDR2-LCDR3, coOTBETCTBEHHO, UMEIOINE aMHHOKHUCIIOTHBIE nocienoBaTenbHocTH: SEQ ID
NO: 362/364/366/370/372/374 (nanpumep, H4H1657N2).

[00159] B mpyrom BapuaHTe OCYLIECTBJIEHHsS AHTUTEJIO NPOTUB AKTUBHHA A WIH €ro
AHTUTEHCBSI3BIBAIOIINI (PparMEeHT UMeeT MOAN(UIMPOBAHHBIA NPOQUIb TITMKO3WINpOBaHus. B
HEKOTOPBIX BapUAHTAX MPUMEHEHHs MOXKeT ObITh MoJie3Ha MOAM(pUKALUS ISl yIaJeHHUs
HE)KEJIATEIbHbIX CAMTOB TJIMKO3WIMPOBAHMS WIM AHTHTEJIO C OTCYTCTBYIOLIMM (pparMeHTOM
(byKO3bI, MPUCYTCTBYIOIIMM B OJIMTOCAXAPUAHON LIEMH, HAMpPHUMEp, AT YCUICHUs (PyHKLHUU
aHTUTeNo3aBUCUMOM KieTouHoit murotokcuuHoctu (ADCC) (Shield et al. (2002) JBC
277:26733). B papyrux BapuaHTax NPUMEHEHUS MOXKHO OCYINECTBUTb MOAH(DUKALINIO
raJIaKTO3MIIMPOBAHUS Il MOAM(UKALINN KOMILIEMEHT3aBUCHMOl nutorokcnyHocta (CDC).

[00160] IToTHOCTBIO YeNIOBEYECKHE aHTUTENA IPOTHB AKTUBHHA A W/WJIM aHTHTEA IPOTUB
GDF8, omnncanHble B [MaHHOM JOKYMEHTE, MOTYT COJEPKaThb OJHY WJIM HECKOJBbKO
AMHHOKHCJIOTHBIX 3aME€H, BCTaBOK W/WiM Jenenuii B KapkacHbix w/wimm CDR  obnmactsx
BapHabENbHBIX JOMEHOB TSDKEJIOH M JIETKOW Ierel 1O CPaBHEHHIO C COOTBETCTBYIOIIMMH
MOCJIEI0BATEIbHOCTAMHU 3aPOBIIIEBOM TUHUM. Takyue MyTallud MOKHO JIETKO YCTAHOBUTD Iy TEM
CpPaBHEHMsI aMHHOKHCIOTHBIX IIOCJIEIOBATENbHOCTEH, PACKPBITBIX B JaHHOM JOKYMEHTE, C
NOCJIEIOBATEIBbHOCTSMU 3aPOJBIIIEBON JIMHUH, NOCTYIHBIMH, HAampuMep, U3 MyOJuuHBIX Oa3
JAHHBIX [OCJIEAOBaTeIbHOCTENH aHTUTEN. B NOMOJHUTENBHBIX BapUaHTaX OCYILECTBJIEHUS B
KOMIIO3ULIMSIX M Crocobax  COMIacHO HM300pETeHMI0  HCIMONB30BaHBI AHTHTENA H  HX
AHTUTeHCBS3BIBAIOIINE (PAarMEHTbI, KOTOPBIE TONYYAOT U3 JIHOOBIX aMHHOKHCIIOTHBIX
MOCJIEI0BATENIbHOCTEN, PACKPBITBIX B JAHHOM JOKYMEHTE, MpUYEeM OJHY WIH HECKOJbKO
AMUHOKHCJIOT B OJTHOM MJIH HECKOJIbKHUX KapkacHbIX n/uimu CDR obnacTsix monseprarot oOpaTHOMH
MYTaLU{ B COOTBETCTBYIOLIHI OCTaTOK (OCTaTKH) 3apOBILIEBOI JIMHUHN HJIH B KOHCEPBATHBHYIO

AMHUHOKHCJIOTHYIO 3aMeHy (TPHPOOHYI0 WJIM HENPUPOIAHYI) COOTBETCTBYIOIIErO OCTaTKa
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(OCTaTKOB) 3apOABIIIEBON JIMHUK (TaKHEe N3MEHEHHUS MOCIIEIOBATEIbHOCTH B TAHHOM JOKYMEHTE
HA3bIBAIOTCS «OOpaTHbIE MyTalUW 3apOABIIIEBON JIMHUWY). PANOBOH crenuanucr B JaHHON
obnacTw, HaUYMHAS C TOCIEAOBATEIPHOCTEN BapuabeIbHbIX 001acTel TSUKEION U JIETKOH Herei,
ONMMCAaHHbIX B JAaHHOM JOKYMEHTE, MOXKET JIeTKO [OJYYUTb MHOXECTBO aHTUTEN U
AHTUTeHCBSA3BIBAIOIINX (PPAarMEHTOB, KOTOPBIE COAEP)KAT OAHY WJIM HECKOJBKO OTIENIbHBIX
oOpaTHBIX MyTalUMi 3apOABIIIEBOM JIMHUM WJIM WX KOMOWHAIMi. B HEKOTOpBIX BapHaHTax
OCYIIECTBJIEHUs] BCe KapkacHble octarku w/winn octatku CDR B nmomenax VH w/wim VL
NoABEpraroT OOpaTHOM MyTallMd B MOCIENOBATEIBHOCTh 3apOABIIEBON JHHUU. B npyrux
BAPUAHTAX OCYINECTBJIEHUS] TOJbKO HEKOTOPbIE OCTATKH IIOJBEPTalOT OOpAaTHOW MyTaluu B
MOCJIEA0BATEIPHOCTD 3apOJBIIIEBOI JINHUM, HAlpUMeEp, TOJbKO MYTHPOBAHHbBIE OCTATKH,
Haxopsmuecs B nepBbix 8 amuHokucaorax FR1 win B nocnennux 8 amunokucnorax FR4, win
TOJBKO MyTUpoBaHHble octaTku, Haxopxsmuecs B CDRI1, CDR2 wmun CDR3. Kpome Toro,
aHTUTENAa W AHTUTECHCBS3bIBAIOIINUE (PparMeHThI, UCIOJb3yeMble B KOMIIO3ULUSIX M CIOCO0ax
COTJIACHO M300PETeHHI0, MOTYT COZEpXKaTh JIIOOYI0 KOMOMHAIMIO ABYX HIIM Oojiee OOpaTHBIX
MyTauuil 3apoAblieBol JUHUM B KapkacHbIX W/mm CDR o0nactsx, TO €cThb rme HEeKOTOpbIe
OTAEJbHbIE OCTAaTKH MOABEPTarT OOpPaTHOW MyTalMH B IOCIENOBATENBHOCTb 3aPOJBILIEBOI
JUHUM, B TO BpeMs KakK HEKOTOpble Jpyrue OCTAaTKH, KOTOpbI€ OTJIMYAKTCA OT
MOCJIEAOBATEIbHOCTH 3apOABILIEBON JIMHUM, COXpaHsAwT. llocne mnonaydeHuss aHtuTena u
AHTUTEHCBSI3bIBAIOIIME (PPArMEeHThI, KOTOPBIE COAEPIKAT OJJHY MJIM HECKOJIBKO OOPATHBIX My TallUi
3apOJBILIEBON JIMHUH, MOXKHO JIETKO TPOBEPUTH HA OJTHO UJIM HECKOJIBKO HYKHBIX CBOIMCTB, TAKUX
KaK yJydlleHHas ChequpuYHOCTh CBS3bIBAHUS, TMOBBIMIEHHAs a((OUHHOCTh CBS3bIBAHUS,
yJIyULIEHHbIE WM YCHJIEHHbIE AHTATOHUCTHYECKHWE WIM arOHHCTHYECKHE OHOJOTHYECKue
cBoiicTBa (IO OOCTOATENHCTBAM), CHIDKEHHAass HMMMYHOT€HHOCTb U T.JI. AHTUTENa U
AHTUIeHCBS3BIBAIOIIKME (PArMEHTBI, MOJYYEHHbIE TaKUM OOIIUM CIOCOOOM, BKIJIFOYEHBI B
HaCTOsLIee N300peTeHUE.

[00161] B momoNHUTENbHBIX BapHUaHTaX OCYLIECTBICHHS B KOMIIO3HIMSAX U CIIOCO0ax
COrJIaCHO M300pEeTeHHI0 HCIOob30BaHbl aHtuTena mnpotuB GDF8 w/wnm anTHTena mnpotus
akTUBMHa A (WM WX AHTUTCHCBSA3BIBAIOIIME (PparMeHThl), COAEp KallMe BapUAHTBHI JFOOBIX
aMHUHOKHCIIOTHBIX TocnenoBaTenbHocTelt HCVR, LCVR w/unun CDR, ommcaHHBIX B JaHHOM
JOKYMEHTe, MMEIoIlNe OJHY WM HECKOJbKO KOHCEepBAaTHMBHBIX 3aMeH. Hampumep, aHTuTena
nporu GDF8 n/mnu aHTHTENa MPOTUB aKTUBUHA A, UCIIOJIB3YEMbIE B KOMITO3ULHSIX U CTIOCO0ax
COIJIACHO HM300pPETeHHI0, MMEIOT B HEKOTOPBIX BapHUAHTAX OCYIIECTBICHUS aMHUHOKHCIIOTHBIE
nocnenosateapHocTd HCVR, LCVR w/unmu CDR, Hanpumep, ¢ 10 wiu MeHee, 8 win MmeHee, 6 wiu
MeHee, 4 unu MeHee U T.A. KoHcepBaTUBHBIMU aMHUHOKHCJIOTHBIMU 3aME€HaMU OTHOCHUTEJBHO
nr000i u3 amuHOKUCIOTHBIX nocienoBarenbHocTeli HCVR, LCVR w/unu CDR, onucaHHBIX B
JAHHOM JIOKYMEHTE.

bucneunduyeckne anturesaa

[00162] bucneuuduueckue anturena (bsAb) oObeqUHSIOT cieMIHOCTD IBYX aHTUTEN
U OTHOBPEMEHHO CBSI3bIBAIOT Pa3HblE AHTUIEHBI WM 3MUTONBL. J[Ba mim Oosee pacro3HAIOLINX

AHTUI'CH JJICMEHTAa CKOHCTPYHUPOBAHbI B BHUAC OAHOIO AaHTUTEA. B OOHOM BapUaHTE
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OCYIIECTBJIEHUs] CIIOCOOOB  COTJIACHO HM300PETEHUI0 KOMITO3ULMS COAEPKUT  aHTHUTEJIO,
conepxamee cnenuduyaecknii k GDF8 ces3piBaromuii 1oMeH U ciennpUIecKuil K aKTHBUHY A
CBSI3BIBAIOINMN 1OMEH. B pamkax HacTosmero u300peTeHus: TEePMUH «CHeun(pUYecKui K
(aHTUTEHY) CBSI3BIBAIOLINI JOMEH» BKJIOYaeT B Ce0sl MOJHUIENTHIbL, COAepIKallfe WIN
cocrosie u3: (1) aHTUIECHCBS3BIBAIOINErO (parMeHTa MOJEKyJbl aHTuTena, (1) menTuaa,
KOTOPBIH crieninUIeCcK B3aUMOIEHCTBY €T C KOHKPETHBIM aHTHI'€HOM (HAaIpUMep, MENTHTEIOM),
w/wnn (1i1) CBS3bIBAIOINEH JIMTaHA YacTU PELEeNnTopa, KOTopas CIeHu(pUUecCKHd CBSI3bIBAET
KOHKpeTHbIH aHTureH. Hampumep, BKIFOYEHbI OHCrenupUUEecKue aHTUTENA C OJHUM ILJIEUOM,
coIepiKallie MepByl0 Mapy BapuaOeabHOW O0JacTU TSDKENOW Ienu/BapuadenbHON o0nacTu
nerkoit uenu (HCVR/LCVR), xoropas cnenupuuecku cesspiaer GDF8, u apyrum miedom,
conepskaum Bropyto napy HCVR/LCVR, koropast cnenugpuiecku CBsI3bIBaeT aKTHBHH A.

[00163] bucnenngpuyeckue aHTUTENIa MOKHO IMOJIy4aTh COTJIACHO U3BECTHBIM CIIOCO0aM,
BKJIFOYasi XMMUYECKOE CLIMBAHHE, MEXBHUIOBbIE THMOPUAOMBI/KBAPOrHOPUAOMBI, BBICTYIIBI-BO-
BraguHbl, CrossMab, IMMyHOTIOOYJIHH C IBYMSI BApHaOeIbHBIMA JOMEHAMH, PEKOMOMHAHTHYIO
VHKeHEpUIO (TaHAEeMHble OJHOLENOYeYHble BapuabenbHble (parMEHThl/iMaTena) U 3aMOK Ha
npuyane. Jlpyrue WUTIOCTpaTUBHbE Oucneuuduueckne (GopmMaTb, KOTOPbIE  MOXHO
HCIIOJIb30BAaTh B KOHTEKCTE HACTOAIIEr0 M300peTEeHUs, BKIIOYAIOT B ceOs, 0e3 orpaHHYeHus,
Hanpumep, ciusiaus [gG-scFv, nBoiiHol Bapuabenbubiii qomeH (DVD)-Ig, o01yto Jierkyro 1erb,
CrossFab, teno (SEED), nefinmnoByro 3acteskky, Duobody, IgGl/IgG2, Fab (DAF)-IgG
IBOWHOTO nedcTBHUst W Oucnenuduueckue ¢dopmarsl Mab2 (mis 0030pa BbIIIEYTOMSHY THIX
¢dopmaros cm., Haripumep, Klein et al. mAbs 4:6, 1-11 (2012) u npouUUTHPOBAHHBIE TaAM CCBUIKH).
bucnenuduueckue aHTUTENa TaKXKE MOKHO CKOHCTPYUPOBATh C HCIOJIb30BAaHHEM, HAIPUMED,
KOHBIOTAIIMHM TMENTHIA/HYKJIEUHOBOW KHCJIOTHI, TPUYEM HEMPUPOAHBIE AMHHOKHUCIOTBI C
OPTOTOHAJIbHOW XUMHYECKOW PEaKTHBHOCTBIO HCIIONB3YIOT AJISI CO3JIaHUs CalTCrennpuIecKnx
KOHBIOTaTOB aHTHUTEJO-OJUTOHYKJICOTH ], KOTOPbIE 3aTeM CaMOCOOHMPAIOTCS B MYJIbTUMEPHbBIE
KOMILJIEKCHI C OTMPEIEeIEHHBIM COCTABOM, BAJIEHTHOCTBIO U reoMmerpueit. (Cwm., Hapumep, Kazane
et al. J Am Chem Soc. 135(1):340-346 (2013)).

Cneunduueckoe Csi3bIBaHHe

[00164] B paMkax HacTOsIIIEro H300peTeHUsI TEPMUH «CTIELUPHUUECKHU CBSA3BIBAET» U TOMY
nofo0HOe  O3HA4aeT, 4YTO  AHTHUIeHCHEeUU(pUUECKUH  CBS3BIBAIOIIMKA  O€JOK  WIn
aHTUreHCTIeN(IUECKUIl CBSI3bIBAIOIIUI TOMEH, 00pa3yeT ¢ KOHKPETHBIM aHTUT€HOM KOMILIEKC,
XapaKkTepHU3yIuics kKoHcTanTol nuccormanuu (Kp) S00 M umu MeHee, 1 He CBSI3bIBAET APYTHE
HEPOJICTBEHHBIE AHTUTEHBI B OOBIYHBIX YCJIOBUSIX TECTHPOBaHUs. «HeponCcTBEHHBIE aHTUTCHBD
NPEACTABISIIOT cOOOH O€NKH, MeNnTHIbl WU TOJHUIENTHIbl, KOTOPble MMEIT HIEHTHYHOCTH
AMHHOKHUCIIOT JpyT npyry MeHee 95%. CriocoOrl onpeneneHus, CBA3bIBAIOTCS JIU JBE MOJIEKYJIbI
cnenn(UIecKn Ipyr C APYroM, XOPOLIO HM3BECTHBI B JAHHOW OOJACTH M BKIJIOYAIOT B ceds,
HANpuMep, PABHOBECHBIH IHANN3, MOBEPXHOCTHBIM TUIA3MOHHBIN PE30HAHC M TOMY IMOIOOHOE.
Hanmpumep, aHTUreHCHeUU(pUYISCKUN CBS3BIBAIOINUN OEJNIOK WM aHTHreHChenu(uueckuii
CBSI3BIBAIOININN JOMEH, KaK HCIOJBb3YeTCs B KOHTEKCTE HACTOSIIEro M300pETEeHUs, COAEPIKHUT

AHTHUTEJIa WIN UX aHTUTI'CHCBA3BIBAOIINE (I)paFMeHTbI, KOTOPBIC CBA3BIBAKOT KOHerTHbeI AHTUT'CH
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(manpumep, GDF8, aktuBuH A) munm ero dacte ¢ Kp Menee mpubnusurensuo 500 nM, meHee
npubnusutensHo 400 M, meHee npudmmsurensHo 300 M, menee npubnusutensHo 200 M,
meHee mpudamsuTensHo 100 M, meHee npubnmsuTensHo 90 M, MeHee npuOI3uTeNbHO 80 M,
MeHee npudnu3nTensHo 70 MM, Menee npubamsurensHo 60 M, MeHee mpuOnu3uTenbHO S0 M,
MeHee npudnusnTensHo 40 MM, Menee npudamsurensHo 30 M, MeHee nmpuOnu3uTenbHo 20 M,
meHee npubnusuTensHo 10 M, MeHee npuOaM3UTENbHO 5 MM, MeHee MPUOIN3UTENBHO 4 M,
MeHee MpuoOIu3nUTeNbHO 2 M, MeHee npudam3uTenbHo 1 M, meree npubnmsurensHo 0,5 M,
meHee nmpuOnusutensHo 0,2 M, meHee nmpuOnusuTensHo 0,1 M unn MeHee NPUOIM3UTEIBEHO
0,05 oM npu u3MepeHHUH B aHAIU3€ C HCIOJB30BAHUEM IIOBEPXHOCTHOIO IJIA3MOHHOIO
pe3oHaHca.

[00165] Cps3piBaHre aHTUTENIOM (QHTHI€HA) MOXHO KOJUYECTBEHHO OLIEHHUTb B
nokazaresix Kp, usmepenue apounnoctn. Uem Hiwke 3HaueHue Kp, tem Bbime adduHHOCTD
CBSI3bIBAHMA aHTUTeNa. B pamkax Hactosuiero msoOpereHust TepmuH «Kp» npenHasHaueH ans
0003HaueHNs PABHOBECHOHN KOHCTAHTBI JUCCOLMALIUN KOHKPETHOTO B3aUMOJEHCTBUS aHTUTEIIO-
aHTureH. Jlyisi NI3MepeHust CBA3BbIBAHUS JIMTAH/a, HATIPUMED, B3aMMOAEHCTBHUSI aHTUTEIO-aHTUTEH,
MO>KHO HCTIOJIb30BaTh MOBEPXHOCTHBIH MJIA3MOHHBIN PE30HAHC.

[00166] B pamMkax HacTOSIIEro M300pPETEHHs] TEPMUH IIOBEPXHOCTHBINH IJIA3MOHHBIN
PE30HAHC» OTHOCHUTCS K ONTHUYECKOMY SIBJICHHIO, KOTOpOe OOeCHeYrBaeT B PEalbHOM BPEMEHH
aHamM3 OunocrerUIecknx B3aUMOAEHCTBUH IOCPEACTBOM OOHAPYXKEHUS HM3MEHEHUH
KOHLEHTpaLuii OenkoB B OMOCEHCOPHON MaTpulle, HamnpuMep, C HCHOJb30BAHMEM CHCTEMBI
BIACORE™ (Pharmacia Biosensor AB, Uppsala, Sweden and Piscataway, N.J.).

[00167] TepMHUH «3MUTOIM» BKJIOYAET B ceOs1 JIIOOYIO TETEPMHUHAHTY, MPEANOYTHTEIHHO
TIOJTUTIETITHIHY FO JIEeTePMHUHAHTY, CTIIOCOOHY IO cnenuuIecKu CBSI3bIBATHCS Cc
UMMYHOIJIOOYJIMHOBBIM ~ WM~ T-KJIETOYHBIM  pernenTtopoM. B HEKOTOpPBIX  BapuUaHTax
OCYIIECTBJICHUs] JIE€TEPMHUHAHTHI SMHUTONA BKJIOYAIOT B Ce0S XMMHYECKH aKTUBHbBIE
MOBEPXHOCTHBIE TPYMIBl MOJIEKYJ, TaKHX KaK aMHHOKHCIOTBHI, OOKOBBIE IIENU CaxXxapos,
dochopunbHble Trpynmel WO  CyNb(OHWIbHBIE TPYIIBl, a B HEKOTOPbIX BapUAHTax
OCYILECTBJIEHUSI MOTYT UMETh ONPECIICHHbIE TPEXMEPHBIE CTPYKTYPHBIE XapAKTEPUCTUKH W/ WITH
OTpENEeIeHHbIE XapaKTEPUCTUKU 3apsiia. SIUTOI MPENCTaBIseT COOOW OONacTh aHTHIEHA,
KOTOPYIO CBSI3BIBAET AHTUTENO. B HEKOTOPBIX BapUAHTAX OCYLIECTBICHHS TOBOPSIT, YTO AHTHTENO
cneun(UIEeCKH CBSA3BIBAET AHTHICH, KOTJAa OHO MPEINOYTUTENbHO PACIO3HAECT CBOW AHTHIEH-
MUILIEHb B CIOXKHOH cMecH OeNKOB W/MJIM MakpOMOJeKyJ. Hampumep, roBopsr, YTO aHTHTENO
crierupuuecku CBsI3bIBaET aHTUreH, Korna Kp mensbie win pasHa 10 M, menbire win pasaa 107
M wunu menbire win pasaa 10710 M.

HosyuyeHne ye10Be4eCKHX AHTUTEJ

[00168] Crocobbl TONyYeHUST MOHOKJIOHAJBHBIX aHTHUTEJ, BKJIIOYasl TOJTHOCTHIO
YeJIOBEUECKHEe MOHOKJIOHAJIbHBIE AHTUTENa, W3BECTHBI B MaHHOW oOmactu. JIroOble Takme
U3BECTHBIE CIIOCOOBI MOXKHO HCIIOJIb30BaTh B KOHTEKCT€ H300pPETeHUs M TOJNyYeHHUs
YeJIOBEUECKUX aHTUTEI, KOTOpble cniernpuiecku cBsazbBaroTest ¢ GDF8 w/mnu ¢ aktuBuHOM A.

[00169] ucnone3yst Metoq VELOCIMMUNE™ wunu o608 Apyroii U3BeCTHBIN Crocod
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NOJIyYeHUs] MOHOKJIOHAJIBHBIX AHTUTEJN, CIEPBa BBIAEISIOT BBICOKOAG(GUHHBIE XUMEpPHbBIE
anturena nporus GDF8 w/wnm akTuBHHA A, HMEIOIINE YEIOBEUECKYI0 BapuadenbHy0 00IacTb U
MBIIIMHYIO KOHCTaHTHYIO o0nacTe. Kak W B SKCIIEPUMEHTANBPHOM pasziene HUXKe, aHTUTeNa
XapaKkTepU3yOT M OTOMPAIOT IO HYKHBIM XapaKTEepPHCTHKaM, BKIO4ast apPUHHOCTD,
CEJIEKTUBHOCTb, O3MHTON M T.J. MBIIMHbIE KOHCTAHTHbIE OOJNACTH 3aMEHSIOT HY>KHOH
YeJIOBEUECKOW KOHCTAHTHOH OOJACThIO Uil CO3MAaHUS IMOJHOCTBEO YEJIOBEYECKOTO AHTHTENA
COrJIaCHO M300PEeTeHHI0, HANpHUMep, NUKOro Tuma win monuduuuposanubeM I1gGl nmm IgG4.
XoTa BBIOMpaeMyl0 KOHCTaHTHYIO 00JacTb MOXKHO MEHSTh COIJIACHO KOHKPETHOMY
UCITIONb30BAHUIO, BapualOenbHON 00MacTH NPUCYLIM XapaKTEPUCTHKU  BbICOKOA(h(UHHOTO
CBSI3bIBAHMS AHTUI€HA U CMIEU(PUIHOCTH K MHULIEHH.

[00170] B oOmem, aHTUTeNa, HUCIOJb3yeMble B CIOCO0OAaX COMTACHO HACTOSIIEMY
nzobpereHnio, 00Jamal0T OuyeHb BbICOKOW ad@uHHOCTBIO, 00bMHO oObOnamaroTr Kp or
npubnusuresnipHo 10712 1o npubmmsutensro 10° M npu M3MepeHUH MTOCPEACTBOM CBSI3bIBAHHS C
AHTUTEHOM, OO UMMOOMIM3UPOBAHHBIM Ha TBEPAOH (ase, 1100 B pacTBOPUMOI (ase.

dapmanesTHuecKue KOMNo3uuu 1 CnocoObl BBeAeHUsI

[00171] B HacTosiiieM H300peTE€HHH MpPEACTaBJIeHbl CIIOCOObI M3MEHEHUSI COCTaBa Tella
cyObekTa. B pamkax Hacrosiero u3odperenus gppaza « M3MEHEHHe COCTaBa Tejla» OTHOCHTCS K
M3MEHEHHIO OTHOTO WJIM HECKOJIBKUX 3JIEMEHTOB U3 0€3)KHPOBOH MacChl, )KUPOBOH MaCChl W/WIIH
KOCTHOH Macchl y cyObekTa. B HEKOTOpPBIX BapuaHTaxX OCYINECTBIICHHS COCTaB Tesla y CyObeKTa
MOKHO M3MEHSITh MOCPENCTBOM BBeIEHHsI CYyOBeKkTy 3(PPeKTHBHOrO KOJMYECTBA MHTHOMTOpA
GDF8 u unruburtopa aktTuBuHa A. be3kupoBas Macca MOXKET MPenCTaByIsTh COOOM, HAapUMep,
o0beM MbIII Oeapa, anmeHIuKYJISIPHYI0 Oe3KMPOBYI0 MACCy Teja WU OOIIyH Oe3:KHPOBYIO
Maccy U T.4. B HeKOoTophIX acniekTax 00beM MbILIL Oepa MOKET OTHOCUTCS] K 00bEMY MBILIEYHOH
TKaHu Oeapa 3a MCKIIOUEHHEM BHYTPUMBIIIEYHON >KUPOBOW TKaHM M OOJBIIMX COCYIOB. B
HEKOTOPBIX acrekTax 00beM MBIIII] Oeipa MOJKET OTHOCUTCS K 00BeMy MBILIEYHOH TKaHH Oenpa,
BKJIFOYasi BHYTPHMBIIIEYHYIO JKAPOBYIO TKaHb M OOJNbIINE COCYIbl. B HEKOTOPBIX acHeKTax
ANMEeHINKYJSIPHYI0 O€3KHPOBYIO MacCy Tejla MOXKHO PacCUHTaTh, HAMPHMED, MO YPABHEHUIO
aLBM. B HEKOTOpBIX acleKkTax anmeHAUKYJSIPHYI0 Oe3’KHPOBYIO MAacCy MOYKHO PacCUUTATh 11O
cyMMe 0e33KMpOBOM MacChl pyK U HOT. JKupoBOit Maccoii MOXKeT ObITh, HATPUMED, 001Iast KUPOBAsi
Macca, aHAPOUIHAsS KUPOBAsI MACCA, CYMMa BHY TPUMBILIEYHON U MEKMBILIEYHOH KUPOBOU TKAHU
(IMAT), o0beM TNOAKOXXHOWH JKAPOBOM TKaHH, CyMMa JKHPOBOH MacCbl pPyK U HOT,
BHYTPHMBIIIEYHAs )KUPOBasi TKaHb Oeznpa u T.1. KocTHOM Maccoi MoxeT ObITh, HarpuMep, o0mmas
MacCcoOBasi IJIOTHOCTh MHHEPAbHBIX BelIeCTB B KOCTHOH Tkanm (BMD), obmee maccoBoe
coliepKaHne MUHEPaJIbHBIX BewecTB B KocTHOH Tkauu (BMC) u T.1. B HEeKoTOpbIX BapuaHTax
OCYIIECTBJICHUS] U3MEHEHNE COCTABA TEJIa BKJIIOYAET B Ce0sl YBEIHMUEHHIE MBIIIEYHON MacChl W/ W
YMEHBIICHHE JKHPOBOM Macchl. B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHHsS W3MEHEHHE COCTaBa
Tela BKIOYAeT B ce0sl yBEIMUYEHHE MBIIIEYHON MacChl W YMEHBLICHHE >KMPOBOH MacChl
OJHOBPEMEHHO. B HEKOTOPBIX BapHaHTaX OCYINECTBIECHHS H3MEHEHHE COCTaBa Tejla BKIIOYAET B
ceOs1 yBeNWYEHHE MBILIEUHOW MAacChl U YMEHBLICHHE >XHPOBOH MAacChl OJHOBPEMEHHO, Oe3

YMCHBUICHUA KOCTHOI Macchl. B HEKOTOPBIX BApUaHTAX OCYLICCTBIICHUA U3MCHCHUE COCTaBa TEJIa
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BKJIFOYAET B Ce0s1 yBEINYEHNE MACCOBOTO COAEPIKAHUS MUHEPAIBHBIX BEIIECTB B KOCTHON TKaHH.
B HekoTOpBIX BapuaHTaX OCYIIECTBICHHS HM3MEHEHHE COCTaBa Teja BKIKOYAaeT B ceOs
yMeHbIIeHHEe 001Ieil )KUPOBOI MacChl, aHIPOUIHOM JKUPOBOH MacChl W/MIIH MOIKOKHOM YKUPOBOM
Macchl. B HEKOTOpBIX BapHaHTaxX OCYIIECTBIEHHsS W3MEHEHHE COCTaBa Tella BKIIOYAET B ceOs
yMeHbIIeHHEe 001Iei )KUPOBOI MacChl, aHIPOUIHOM KUPOBOH MacChl W/HIIN MOIKOKHOM )KUPOBOM
Macchbl 0e3 yMeHbIIeH!s] 0O0beMa BHY TPUMBILIEYHON JKUPOBOH TKaHU Oezpa.

[00172] B HacrosimueM M300peTeHNH MPEACTABIEHBI CIIOCOOBI H3MEHEHUSI COCTaBa TeJa,
HAIpUMep, CTUMYJIMPOBAHUS YMEHbIIEHHs KHPOBOH MacChl y CyObEKTa, U CIIOCOOBI JIEUEHUs
3a00JeBaHMsI I PACCTPOMCTBA, XapPAKTEPU3YIOILIErOCs] TOBBIIIEHHON >KHPOBOW MacCCOM,
BKJIFOYAIOLIME€ BBEACHNE CyOBEKTY MEPBOM KOMITO3UIINY, conepkaeii 3(pPeKTHBHOE KOJTUYECTBO
uHrnouropa GDF8, u BTOpoii KOMno3uuuy, coaepxraeii 3pPeKTHBHOE KOJIUIECTBO HHIHOUTOpA
aktuBuHa A. IlepByr0o U BTOPYIO KOMIO3HIIMHM MOXXHO BBOAMTBH CyOBEKTY OJHOBPEMEHHO WU
nocjaenoBaTesbHO. IIepByro U BTOPYIO KOMIO3ULIMH TAKXKe MOXKHO OOBbEAMHUTD NEpe] BBEICHUEM
B TPETbIO KOMMO3ULMIO. TakuM 0Opa3oM, B HEKOTOPBIX BapHAaHTaX OCYINECTBICHUS CYyOBEKTY
MOXKHO BBOJIUTH KOMITO3HUIIMIO, coziepKaityto kak HHruontop GDF8, Tak u MHrHOMTOp akTHBHHA
A. Muruburopom GDF8 B Takoi KOMIO3UIIMK MOXKET ObITh, HanIpuMep, antuteso npotus GDF8.
WHruburopom akTuBHHA A B TaKOW KOMIIO3HMIMH MOXET OBITh, HAIpHMep, aHTHTEJIO MPOTUB
aKTUBUHA A.

[00173] ¢apmaneBTHYECKHE KOMIIO3UIIMU COTJIACHO M300PETEHHI0 COCTABILIIOT C
HNOAXONALIMMH HOCUTEJISIMH, BCIIOMOTaTeNIbHBIMU BELIIECTBAMU U APYTUMHU CPEACTBAMHU, KOTOPbIE
00eCcreunBarOT JTOJDKHBINA MEPEeHOC, AOCTABKY, MEPEHOCHMOCTbh M TOMY MoxoOHOe. MHOKECTBO
COOTBETCTBYIOIUX COCTABOB MOJKHO HAWTH B pELENTax, H3BECTHbIX BCEM XHMHKaM-
dapmaneBram: Remington's Pharmaceutical Sciences, Mack Publishing Company, Easton, PA.
3T COCTaBBI BKJIIOYAKOT B ce0s1, HAIPUMEP, IOPOIIKH, ACTBI, Ma3H, JKeJie, BOCKH, MacJia, JIUTU/IbI,
cofepralie JUMHUAbl (KaTHOHHbIE WM aHUOHHBIE) Be3WKyJbl (Takue kak LIPOFECTIN™),
konbtoratsl JJHK, 6e3Boanble aOcopOupyroIme nacTol, SMyJIbCHH MAcio B BOJIE U BOJA B Maclie,
SMYJIbCHH KapOOBaKC (TONMAITHICHIJIMKOIHM PA3TUYHON MOJIEKYJIIPHOH MAacChl), TOJIyTBEpAbIE
reJi U MOJIyTBEPIbIe CMecH, coneprkamue kapoosakc. JIro0asi U3 BbILIIETIEPEUNCIEHHBIX CMeCei
MOJKET TIOAXOIUTH JJIS JICUEHUs] U TEPAITUU B COOTBETCTBHH C M300PETEHHEM TPHU YCIOBHHU, YTO
AKTUBHBI HWHIPEOUEHT B COCTABE HE WHAKTHBHPYETCS COCTAaBOM, M COCTaB SIBJISIETCS
(pM3MONOTHUECKN COBMECTHMBIM U MEPEHOCUMBIM B 3aBUCUMOCTH OT myTH BBeneHus. Cm. Takoke
Powell et al. «Compendium of excipients for parenteral formulations» PDA (1998) J Pharm Sci
Technol 52:238-311.

[00174] U3BecTHBI pa3NU4YHbIE CUCTEMBI JOCTABKH, KOTOPbIE MOXXHO HCIIOJNB30BATh IJIS
BBEJCHUS (DapMaLeBTUUECKUX KOMITO3MIMHA COTJIACHO HACTOSIIIEMY H300PETEHHIO, HAIpUMED,
UHKATCYJSALUs B JIMIIOCOMBI, MHKPOYACTULIbl, MHKPOKAICYJbI, PEKOMOWHAHTHbIE KJIETKH,
CHIOCOOHBIE HKCIPECCUPOBATh MYyTAHTHBIE BUPYCHI, OMIOCPEAOBAHHBIA PELIENITOPAMU SHAOLIUTO3
(cm., Hapumep, Wu et al. 1987, J. Biol. Chem. 262:4429-4432). CriocoObl BBEIEHUS BKIFOYAIOT
B cebsa, HO 0e3 OrpaHWYeHHUs, BHYTPHKOXHBIH, BHYTPUMBIIICYHBIH, BHYTPUOPIOLIMHHBIMH,

BHYTPUBEHHBIN, IOAKOXHBIM, WHTPAHA3AJbHBIN, O3NUAYPAIbHBII U MEPOPANbHBIA MYTH.
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KoMmno3nuun MOXXHO BBOOUTH JFOOBIM YAOOHBIM MyTEM, HAIPUMEp, C TIOMOLIBIO HH(Y3UU HIIH
OOJFOCHON WMHBEKIHH, C MOMOINBI abCOpOIMH Yepe3 SMUTENHANbHBIE MIIH KOKHO-CIIU3HUCThIE
000JI0YKH (HATTpUMeEp, CIU3UCTYIO0 000JIOUKY MOJIOCTH PTa, CIM3UCTYIO OOOJIOUKY MPSIMON KUIITKU
U KUIIEYHWKAa M T.JI.) U MOXXHO BBOAUTH BMECT€ C IPYTMMH OHMOJIOTMYECKH AKTUBHBIMHU
CpeaCTBaMU.

[00175] dhapmaneBTHUECKYIO KOMIIO3HIIMIO COTJIIACHO HACTOSIIIEMY H300PETEHUI0 MOXKHO
JOCTABJIATD NOJKOKHO MJTH BHY TPUBEHHO C MMOMOIIBIO CTAaHAAPTHOM Uikl U mmnpuia. Kpome toro,
YTO KacaeTcsi MOAKOKHOW AOCTABKU YCTPOMCTBO AOCTABKH IUMPHUL-PYUYKA JIETKO MOXET HAaWTU
NpUMEHEHWe TP JOCTaBKe (PapMaleBTHUYECKOW KOMIIO3UIMHM COIJIACHO  HACTOSILIEMY
n3o0perennto. Takoe yCTPOWCTBO MOCTAaBKM IINPHUL-PYUKAa MOXKET OBITP MHOTOPA30BbIM WU
OJTHOPa30BbIM. B MHOropasoBoM yCTpOMCTBE NOCTaBKM LIMPHUI-PydYKa OOBIYHO HCIOJIB3YIOT
CMEHHBIH KapTpUIK, KOTOPBIA CONEPKUT (apMaleBTHUECKYI0 komno3uiuo. [locne BBeneHus
Bcell (papmaleBTUYECKONH KOMIIO3UIMM B KAapTPUIKE U OINOPOKHEHMs KapTpUIXKa IyCTOH
KapTPUIK MOXKHO JIETKO BBIOPOCHUTH M 3aMEHHTh HOBBIM KAapPTPHIDKEM, KOTOPBIH COREPIKUT
(apMaLeBTHUECKYIO KOMITO3UIMIO. 3aTeéM YCTPOHCTBO JOCTaBKM ULIMPHUI-Pydyka MOXKHO
UCIOJIb30BaTh NOBTOPHO. B  0OIHOpPa30BOM yCTPONCTBE AOCTaBKM IIMPULI-PyYKa CMEHHBIN
KapTPUIK OTCYTCTBYeT. BMeCTO 3TOro omHOpa3oBO€ YCTPOWCTBO [OCTABKM ILIMPHUI-PYUKA
MOCTABJISAIOT C MPEIBAPUTEIIBHO 3aMOJHEHHOM (hapMalieBTUYeCKON KOMIIO3ULIUEH, COep KaIIencs
B pes3epByape BHYTpH ycTpoicrsa. Ilocie onmopokHeHHs pe3epByapa OT (hapMaleBTHUECKOM
KOMITO3ULIMH BCE YCTPOHCTBO BHIOPACHIBAIOT.

[00176] MHOXkeCTBO MHOTOPA30BbIX YCTPONUCTB JOCTABKH IIMPHULI-PyIKa U ABTOUHBEKTOP
HAXOIAT NMPUMEHEHHE U TIOAKOKHOW NOCTaBKU (DapMaleBTUYECKONH KOMIIO3ULUKH COTJIACHO
HacTosmeMy u300peTeHuo. [Ipumepnl BKIrOUaroT B cebsi, HO Oe3 orpanHuuenus, AUTOPEN™
(Owen Mumford, Inc. Woodstock, UK), mmnpuu-pyuky DISETRONIC™ (Disetronic Medical
Systems, Bergdorf, Switzerland), mmpuu-pyuky HUMALOG MIX 75/25™ mmpun-py4ky
HUMALOG™, mmpun-pyuky HUMALIN 70/30™ (Eli Lilly and Co. Indianapolis, IN),
NOVOPEN™ I, IT u IIT (Novo Nordisk, Copenhagen, Denmark), NOVOPEN JUNIOR™ (Novo
Nordisk, Copenhagen, Denmark), mmpun-pyuky BD™ (Becton Dickinson, Franklin Lakes, NJ),
OPTIPEN™  OPTIPEN PRO™, OPTIPEN STARLET™ wu OPTICLIK™ (Sanofi-Aventis,
Frankfurt, Germany), u 3TO JHIIb HEKOTOpPbIE M3 HUX. [IprMepbl OTHOPA3OBBIX YCTPOWCTB
JOCTaBKH MITIPHUI-PYYKa, HAXOASIIHE TPUMEHEHHUE ISl TOAKOKHON JOCTaBKH (hapMarieBTHUECKON
KOMITO3UIIUH COTJIACHO HACTOSILIEMY H300pETEHHI0, BKIIIOYAIOT B ce0s, HO 0e3 OorpaHuyYeHws,
mmpun-pydky SOLOSTAR™ (Sanofi-Aventis), FLEXPEN™ (Novo Nordisk) u KWIKPEN™ (Eli
Lilly), aronnbvextop SURECLICKTM (Amgen, Thousu Oaks, CA), PENLETTM (Haselmeier,
Stuttgart, Germany), EPIPEN (Dey, L.P.) u mmpuu-pyaky HUMIRATM (Abbott Labs, Abbott
Park IL), 1 3TO IUIIb HEKOTOPBIE U3 HUX.

[00177] B HekoTOpbIX cUTyauusix (apMaleBTHYECKHEe KOMIIO3UIMH COTJIACHO
HACTOSIIIEMY H300PETEHNIO MOYKHO JOCTABIISITh B CHCTEME C YIIPABIISIEMBbIM BbICBOOOXKIEHHEM. B
OITHOM BapHaHTe OCYIIECTBJICHHSI MOXKHO HCIOJIB30BaTh Hacoc (cM. Langer Boime; Sefton, 1987,

CRC Crit. Ref. Biomed. Eng. 14:201). B npyrom BaprianTe OCYIIECTBICHHS MOKHO UCTIOB30BATh
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nojuMepHble Matepuanbl, cM. Medical Applications of Controlled Release, Langer and Wise
(eds.), 1974, CRC Pres., Boca Raton, Florida. B eme onHom BapuaHTe OCYIIECTBICHHUS CUCTEMY
C YIpPaBIsieMbIM BBICBOOOKIEHHEM MOXKHO TOMECTHTh B HETOCPEACTBEHHOW OJIM30CTH OT
MUIIEHH 111 KOMITO3ULINH, TaK YTO TpeOyeTCsl TOJNbKO YacTh CUCTEMHOMN J103bI (CM., HAIIPUMED,
Goodson, 1984, B Medical Applications of Controlled Release, Boime, vol. 2, pp. 115-138).
Jpyrue cucTeMbl ¢ yIpaBJIsieMbIM BbICBOOOXKIeHUEM obcyxknatorcst B o03ope Langer, 1990,
Science 249:1527-1533.

[00178] IlpemapaTbl isi MHBEKLUHUH MOTYT COAEPIKATh JIEKApPCTBEHHbIE (POPMBI AJIs
BHYTPHUBEHHBIX, TOAKOXHBIX, BHYTPHUKOXKHBIX M BHYTPUMBIIIEYHBIX HMHBEKIMH, KaIleJIbHbIX
uHQY3UM U T.A. DTU Tpenaparbl IJsl MUHBEKIHH MOXKHO MOJy4aTbh C TOMOLIBI) HM3BECTHBIX
ciocoboB. Hampumep, mnpenapaTel AN WHBEKIHH MOXHO TIOJy4YaTh, HANpuUMep, IyTeM
pacTBOpPEHUs], CYyCNEHAMPOBAHUS WM 3MYJIbIUPOBAHUS ONMMCAHHOTO BBILIE AHTUTENA WM €ro
COJIM B CTEPUJIbHON BOJIHOM CpeJie MIIM MACIsTHON cpefie, OOBIMHO UCIIOIb3YEMOH I HHBEKLIMH.
B xauecTBe BOAHOI cpenbl sk MHBEKIMH HCIONb3YIOT, HApUMep, PU3HONOTHYECKHH CONEBOH
pacTBOp, M30TOHUYECKHH PacTBOP, COAEPIKALINN TIFOKO3Yy U APYTHe BCIIOMOTaTeNbHbIE CPENCTBA
Y T.J1., KOTOPbIE MOKHO UCIIOJIb30BATh B KOMOWHALIMH C COOTBETCTBYIOLIMM COJIFOOMITU3UPYFOLIUM
CPEACTBOM, TAKUM KakK CIUPT (HarpuMep, 3TaHOJ), MOJUCIHPT (HApUMep, IPOMUIIEHIJIUKOMb,
NOJMATUIICHTJINKOb), HEMOHHOE TOBEPXHOCTHO-aKTUBHOE BELIECTBO [HAampuMmep, moimucopoar
80, HCO-50 (monmokcusTuiieHoBbli (50 MOJb) amayKT THAPOr€HU3UPOBAHHOTO KaCTOPOBOTO
macia)] u T.0. B xauecTBe MacisTHON Cpeasl UCIONB3YIOT, HAPUMED, KyH)XXYTHOE Macjio, COEBOe
MAcJIO U T.J., KOTOPbIe MOJKHO HUCTIOJIb30BaTh B KOMOMHALIUH C COMFOOMITM3UPYIOIUM CPEICTBOM,
TaKUM Kak OeH3MI0eH30aT, OEH3MIOBBIH CIIUPT | T.1. [ToNyueHHy0 TakiuM 00pa3oM WHBEKIIHIO
NPEATIOYTUTENIBHO 3aMOJHSIIOT B COOTBETCTBYIOIIYEO aMITYJTY.

[00179] IIpeumyinecTBeHHO, (papMalleBTHYECKHE KOMIO3HLMHU ISl MEPOPATBHOrO WIIH
MapEHTEePATIbHOTO MPUMEHEHUs], OMTUCAHHOTO BBIIIE, MOJYYAOT B BUAE JIEKAPCTBEHHBIX (opM co
CTaHIAPTHOH NTO30M, MOAXOSINEH Ui COOTBETCTBHUSI 03€ AKTUBHBIX WHIPENUEHTOB. Takue
JIeKapCTBeHHbIE (DOPMBI CO CTAHIAPTHOM O30 BKJIFOYAIOT B ¢e0s1, HArpuMep, TaOJIETKH, TTUJTFOJIH,
KaICyJIbl, HHBEKIUH (aMITyJIbl), CyIIIO3UTOPUH U T.1I.

Jlo3upoBka

[00180] KonmuecTBO akTHBHOTO MHTpenueHTa (Hanpumep, antutena npotus GDF8 w/umu
aHTHUTENa TPOTHUB aKTHBUHA A), KOTOPBI MOXHO BBOAUTH CyOBEKTY, OOBIYHO COCTaBIISET
TepaneBTUIeCKH >PPEKTHBHOE KONNYECTBO. TepMUH «3P(PEKTUBHOE KOJIUYECTBO» O3HAYAET
KOHLIEHTPALMIO MJIM KOJMYECTBO AKTUBHOIO HHIPEAMEHTA, HANpUMep, aHTHTeNa WU
AHTUTeHCBS3BIBAIOIIETO (PparMeHTa aHTUTENa, KOTOPOE MPUBOIUT K AOCTIIKEHHIO KOHKPETHOH
3asiBIeHHOH wLenn. TepMuH «3((EeKTHBHOE KOJMYECTBOY» HCIIOJNb30BAH B3aUMO3AMEHSIEMO C
TEPMHHOM «TEpAINeBTHUECKH >PPEKTHBHOE KOIUYECTBO» M O3HAYAET KOHLEHTPALMWIO HIIH
KOJINYECTBO AKTUBHOT'O WHIPEIUEHTA, HAMPUMEp, aHTUTENIAa WJIH €ro aHTUTCHCBS3bIBAIOIIETO
¢dparmenTa, kotopoe siBisieTcst 3QPEKTUBHBIM JUTSI TOCTKEHHUS 3asBICHHOTO TEPANIeBTUIECKOTO
s dexra. (Tepaneprudyeckn) 3h(HEKTUBHOE KOJTHMUECTBO MOKHO OMPEAEITUTH SMITUPUIECKH.

[00181] B pamkax Hacrosimero uzoOpereHus ¢pasa «repaneBTHueckn 3((HEeKTHBHOE
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KOJIMYEeCTBO» WM «3(p(PEKTUBHOE KOJMYECTBO» O3HAYAEeT 03y AaHTUTCHCHEHH(UIECKHX
CBSI3BIBAIOINNX OEJIKOB W/WJIM aHTUTCHCBSI3BIBAIOLINX MOJICKYJ (HampuMep, aHTUTEN), KOTOpoe
NPUBOIUT K OOHApy’XKMBa€MOMY YMEHBIIEHHIO >XHPOBOH Macchl. B HEKOTOpBIX BapuUaHTax
OCyIIeCTBIIEHUS 3((PEKTUBHOE KOIMYECTBO TAKKE MOKET MPUBOIUTD K YBEIMISHHUIO OJJHOTO WITH
HECKOJIbKUX CIIEAYIOIINUX IapaMeTpOB. MAacChl TeNla, MBIIIEYHOW Macchl (HampuUMep, MaccChl
nepenHelt OonbinebeproBoli [TA] MbImbl, Macchl HKPOHOKHON [(GA] MBI, Macchl
yeTblpexriaBoil [Quad] MbIIIbI, anmeHIuKyISIpHON Oe3:)KUPOBOM MacChl Tela U T.A.), oObemMa
MpI (Hampumep, obdbema MbIII Oeapa), MBIIIEYHONH CHIIBY/MOIIHOCTH W/MIH MBIIIEYHON
(bYHKIIMU ¥ TEPEHOCUMOCTH TJIFOKO3BI.

[00182] «TepaneBTuuecku 3pPeKTUBHOE KOIUUECTBOY HIIN «3(P(PEKTUBHOE KOJINIECTBOY
unruouropa GDF8 (mampumep, anturena nportuB GDF8) w/mnum umHrubutop axtuBuHa A
(HarpuMep, aHTUTENa NPOTUB AaKTUBMHA A) BKIIOYaeT B ce0sl, Hampumep, KOJIMYECTBO
unrnouropa GDF8 w/unu narnburopa aktuBuHa A, KOTOPOE NPU BBEAECHUU CYOBEKTY BbI3bIBAET
yMEeHbIIeHHe OO0IIeil KUpOBOIl Macchl MO MeHbIIeil Mepe mpubimusutensHO Ha 2% - 8%, mo
MmeHblell mepe Ha 2,5% - 6%, mo meHbiuel Mepe Ha 3% - 4% wnu no MeHblned Mmepe
npubmamsurensHo Ha 2,0%, mo MeHblIeld Mepe NMpuOIH3HTENbHO Ha 2,5%, MO MeHbIIeH mepe
npubnusutensHo Ha 3,0% WM 1Mo MeHblieid Mmepe npubnusuTenbHO Ha 3,5% wnu Oosnee.
Hanpumep, «repaneBrudecku 3PQeKTHBHOE KOIMUECTBO» WIH «3(PPEKTHBHOE KOIMUECTBOY
unruouropa GDF8 (mampumep, antutena mporuB GDF8) w/mnm muruburopa aktuBuHa A
(HampuMmep, aHTHWTeNa NPOTHUB AaKTHMBMHA A) BKIIOUaeT B ce0s, HampuMmep, KOJHYECTBO
unruouropa GDF8 w/unu naruburopa aktTuBuHa A, KOTOpPOE NPU BBEACHUHU CyOBEKTY BBI3bIBAET
yMeHbIIeHHEe 00IIel JKUPOBOHM MacChl 0 MEHbLIEH Mepe NpuOIH3uTeNbHO Ha 3,5% wu Ooee.

[00183] B HEKOTOpBIX BapuUaHTaX OCYINECTBICHHUS «TepaneBTu4Yecku 3((HeKTUBHOE
KOJIM4eCTBO» UK 3¢ (PekTuBHOE KomnuecTBo» nHruonropa GDF8 (Hanpumep, aHTUTENA TPOTUB
GDF8) n/unu uaruOuropa akTuBuHa A (Hampumep, aHTHUTENA MPOTHB AKTUBUHA A) BKJIIOYAET B
cebs1, Hanpumep, koimuecTBo uHruoutopa GDF8 w/unm narnduropa akTMBHHA A, KOTOpOE NPU
BBEJICHUU CYOBEKTY BBI3bIBAECT YMEHBLICHHE aHAPOHMIHOW JKUPOBOW MACChI IO MEHbIIEH Mepe
npubnusuTensHo Ha 2% - 8%, 1o MeHbluel Mepe Ha 2,5% - 6%, o MeHbiuel mepe Ha 3% - 4%
WM TIO MEHbIIEeH Mepe npubausuTenbHo Ha 2,0%, mo MeHblnel Mepe mpudIu3uTenbHo Ha 2,5%,
10 MEHbLIeH Mepe mpubnnsutenbHo Ha 3,0% win o MeHbIned Mepe MpuOIH3UTENbHO Ha 3,5%
wi Oonee. Hampumep, «repaneBTruecku 3(QeKTHBHOE KOMMUECTBO» WIH «3(PPEeKTUBHOE
kommuecTBo» uHruomropa GDF8 (mampumep, amtutena nporuB GDF8) w/mnm mnruburopa
aKTUBUHA A (HampuMep, aHTUTEJA MPOTUB aKTUBUHA A) BKJIFOYAET B Ce0sl, HAIPUMEP, KOJTHMYECTBO
uHruouropa GDF8 w/nnu narnburopa aktuBuHa A, KOTOpPOE NPU BBEACHUHU CyOBEKTY BBI3bIBAET
YMEHBIICHHE aHIPOUIHOMN JKUPOBOH MACChI IO MEHbINEH Mepe MPUOIM3UTENBHO Ha 3,5%.

[00184] B HexOTOpBIX BapuUaHTaxX OCYLIECTBJIEHUS KOJMYECTBO TaKKe MPUBOJUT K
YBEJIIMYEHUI0 MbIlIedHOU Maccel TA unu GA mo menbinei mepe Ha 2%, 5%, 10%, 15%, 20%,
25%, 30%, 40%, 50%, 60% wunu Oojee TO CpaBHEHUIO C CyOBEKTaMHM, IOTyYarOIIUMU
KOHTPOJIbHOE JIEUECHHUE.

[00185] B HekOTOpBIX BapUaHTaX OCYINECTBICHHUS «TepaneBTU4Yecku 3((HeKTHBHOE
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KOJIM4ECTBO» UM «3(PexkTuBHOE KommuecTBo» nHruonropa GDF8 (manpumep, anTUTENA TPOTUB
GDF8) n/unu uaruOuropa akTuBuHa A (HampuMmep, aHTHUTENA MPOTUB aKTUBHUHA A) BKIIIOYAET B
cebs1, HarpuMmep, koamuecTBo nHruouropa GDF8 w/nnm marnduropa aktuBrHA A, KOTOpOE NpU
BBEJCHUN CYOBEKTy BBI3BIBACT YBEJWYEHHE oOObeMa MbII Oenpa IO MeHbIIeH Mepe
npudm3uTenbHo Ha 2% - 8%, 2,5% - 6%, 3% - 4% wnu no meHbinel mepe 2,0%, mo MeHbInei
mepe 2,5%, mo menbleit mepe 3,0% wu o MeHbInen mepe 3,5% unu Gonee

[00186] B HekOTOpBIX BapHUaHTaX OCYINECTBICHHUsS «TepaneBTUYecKu 3((HEeKTHBHOE
KOJIM4eCTBO» UIH «3¢PexkTuBHOE KommuecTBoy nHruonropa GDF8 (manpumep, anTuTENa MPOTUB
GDF8) n/unu uaruOuropa akTuBuHa A (Hampumep, aHTUTENA MPOTUB aKTUBUHA A) BKIIIOYAET B
cebs1, HarpuMmep, koamyecTBo uHruouropa GDF8 w/nnm narnOuropa aktuBiMHa A, KOTOpOE NpU
BBEJICHUN CyOBEKTY BBI3bIBAET YBEIMUYEHHE 00Ieli Oe3:KUpOBOM MacChl Tena Mo MeHbLIEH Mepe
npuOan3uTeNbHO Ha 2% - 8%, 2,5% - 6%, 3% - 4% wnu no meHsinel mepe 2,0%, mo MeHbinei
mepe 2,5%, no menblieit mepe 3,0% wiu o MeHbIuel mepe 3,5% unu Gonee

[00187] B HeKOTOpBIX BapHaHTaX OCYLIECTBICHHS «TePareBTHYECKH 3PPEKTHBHOE
KOJIUeCcTBO» Wi «3¢dexTuBHOe komuuecTBo» nuruouropa GDF8 (Hanpumep, anTUTEIAa TPOTHUB
GDF8) n/unu narnburopa akTuBMHA A (HarpuMep, aHTUTENA IPOTHB aKTUBHHA A) BKIIFOUAET B
ceOs1, Harpumep, konnuecTBo nHruoOutopa GDF8 n/unu nHruburopa akTuBuHa A, KOTOpOE IpH
BBEICHNH CYOBEKTY BBI3BIBAET YBEJIMYECHHE ANNEHANUKYJSIPHOW Oe3)KMPOBOW MacChl Tesia IO
MeHbIIeH Mepe mpuOIu3uTeNbHO Ha 2% - 8%, 2,5% - 6%, 3% - 4% wnu no MeHbluei mepe 2,0%,
1o MeHbieii mepe 2,5%, no meHbiner mepe 3,0% wiu o MeHbLIel mepe 3,5% wuiu 6osee.

[00188] B HekOTOpBIX BapuUaHTaX OCYLIECTBJIEHHS KOJHYECTBO TAaKXKe MPUBOIUT K
yBeNn4ueHuto MbitnedHoi Maccel TA nnu GA no menbiueit mepe Ha 2%, 3%, 5%, 10%, 15%, 20%,
25% wnu Oonee Mo CPaBHEHHIO € CyObEKTaMU, MOJYYatOIUMHU KOHTPOJIHOE JICYCHHUE.

[00189] B HekOTOpBIX BapHaHTaX OCYIIECTBICHUS (TepameBTUYECKH) 3(PPEeKTUBHOE
konmuecTBo aHturena npotuB GDF8, anturena mporuB aktuBuHAa A win Oucnenuuyeckoro
aHTUTeNna, Kotopoe crneuupuyecku cpsizbiBaeT GDF8 u akTUBUH A, MOXKET COCTaBJISITH OT
npubnusutensHo 0,05 mr no mpubmusutensHo 600 Mmr; Hanpumep, npudmusureabHo 0,05 wmr,
npubu3uTensho 0,1 mr, npubnusurtenbro 1,0 mr, npubnusurenbHo 1,5 mr, npubnusureasHo 2,0
mr, npudam3uTensHo 10 mr, npubnusurensHo 20 mr, npubausuTtensHo 30 Mr, MPUOIH3UTEIBEHO
40 mr, npubamsurensHo SO Mr, mpuOIM3UTENBbHO 60 MT, MPUOIHU3UTENBHO 70 MT, TPUOTU3UTEIEHO
80 wr, mpubnusurensHo 90 wmr, npudnusurenpHo 100 wmr, mpubmmsurensho 110 wr,
npubnusutensHo 120 mr, npubmmsurensHo 130 mr, npubnusurtensHo 140 mr, npuOIH3UTEIBPHO
150 wmr, npubmmsutensHo 160 wmr, npubmusurensrHo 170 wr, npubnusurenpHo 180 wr,
npubnusutensHo 190 mr, npubmmsurensHo 200 mr, mpudnusutensHo 210 Mr, npuOIH3UTEIPHO
220 wr, npubmmsutensHo 230 wmr, npubnusurtensHo 240 wr, npubnusurenpbHo 250 wr,
npubnusutensHo 260 mr, npubdmmsurensHo 270 mr, npudbnnsnutenbHo 280 Mr, NpUOIH3UTEIBPHO
290 wr, npubmmsutensHo 300 wmr, npubmusurensHo 310 wmr, npubnusurensHo 320 wr,
npubnusutensHo 330 mr, npubmmsurensHo 340 mr, mpudbnusuTtenbHo 350 Mr, NPUOIH3UTEIBPHO
360 wmr, mpubmusutensHo 370 wmr, npubnusutenvHo 380 wmr, mpubmusurensHO 390 M,

npubnusurensHo 400 mr, npudmmsurensHo 410 Mr, npudbnusutensHo 420 Mr, NTPUOIU3UTEIBEHO
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430 wmr, mpubmmsutensHo 440 wmr, npubnusurensHo 450 wmr, npubnusurenpsHo 460 WM,
npubnusurensHo 470 mr, npudnmsurensHo 480 mr, nmpudbnusnutensHo 490 Mr, NPUOIU3UTEIBEHO
500 wr, mpubmusurenpbHo 510 wmr, nmpubmmutrensHo 520 wmr, npudmusurenbHo 530 wr,
npubnusutensHo 540 mr, npudnmurensHo 550 Mr, npudbnusutensHo S60 Mr, NMPUOIH3UTEIBPHO
570 wmr, mpubmusurensHo 580 wmr, mpubmusutensHo 590 Mr wim npubnusutenbHo 600 Mr
COOTBETCTBYIOIIEro aHTHuTena. Jl03y MOKHO MEHSTh B 3aBHCHMOCTH OT BO3pacTa M pasMmepa
CyOBEKTa, KOTOPOMY €€ BBOJST, LIENEBOro 3a00JIeBaHUs, YCJIOBHH, NMyTH BBEACHUS U TOMY
nogoOHoe. B 3aBHCHMMOCTH OT TSKECTH COCTOSIHHS MOXKHO pEryJHpOBaTh 4YacToTy U
NPOOJIKUTEIBHOCTD JICUEHHS.

[00190] KonmuuectBo antuTena (Hanpumep, anrtutena npotuB GDF8, anturena nporus
aKTUBMHA A mnu Oucrienuduueckoro aHTurena, koropoe crenuduuecku csssbiBaer GDF8 u
aKTUBUH A), comepkalieecs B OTIEIbHBIX J103aX, MOKHO BBIPA3UTh B MIJIJIUTPAMMax aHTUTENA
Ha KWJIOTPaMM Macchl Teja mauueHTa (To ectb Mr/kr). Hanmpumep, antureno mporus GDEFS,
AHTUTENO TPOTUB aKkTUBMHA A w/win Oucneuuduyeckoe anruteno mnporu GDF8/mporus
aKTHBMHA A B MNEpBOI, BTOPOH WM TPETbel KOMIO3UIMH, BBOAMMBIX B CIIOCOOAX COTJIACHO
N300peTeHUI0, MOXKHO BBOAUTH NALIMEHTY B 103¢ OT npubnusurenbHo 0,0001 1o npuOnu3uTensHo
50 mr/kr macchl Tena nauuenta (Hanpumep, 0,5 mr/kr, 1,0 mr/kr, 1,5 mr/kr, 2,0 mr/kr, 2,5 mr/kr,
3,0 mr/xkr, 3,5 mr/kr, 4,0 mr/kr, 4,5 mr/kr, 5,0 mr/kr, 5,5 mr/kr, 6,0 mr/kr, 6,5 mr/kr, 7,0 mr/kr, 7,5
mr/kr, 8,0 mr/kr, 8,5 mr/kr, 9,0 mr/kr, 9,5 mr/kr, 10,0 mr/kr, 10,5 mr/kr, 11,0 mr/kr, 11,5 Mr/kr u
T.0.).

[00191] DddexruBnoe komuuectBo unruOuropa GDF8 (Hampumep, aHTHTENIa MPOTUB
GDF8) B HEKOTOPBIX BapHaHTAaX OCYINECTBJIEHUS MOXET BKJIIOYATh B CEOsl PEXKUM TO3UPOBAHMS,
BbIOMpPAEMBbIN U3 TPYMIIbI, COCTOsIIEH 13 0 MeHbInel Mepe ot 0,1 mr/kr go npubnusutensHo 10
r/kr, ot 1 Mr/kr no nmpubausuTenbHo 1 r/kr u ot 10 mr/kr go 100 mr/kr. 3¢ ekTUBHOE KOJTHYECTBO
UHTUOUTOpa aKTHUBHHA A (HampuMep, aHTUTENa MPOTHUB aKTUBHHA A) B HEKOTOPBIX BapUAHTAX
OCYILECTBJICHUS] MOJKET BKJIFOYATh B CeOsl PEKUM IO3MPOBAHUS, BbIOMPAEMBIH M3 TPYIIIHL
cocrosieid u3 1o MeHbmeil mepe or 0,1 mr/kr mo mpubnusurensHo 10 r/kr, or 1 Mr/kr mo
npubnusutensHo 1 r/kr u ot 10 mr/kr go 100 mr/kr.

[00192] D¢ddexruBnoe xomumuecTBo nHruOuropa GDF8 (Hampumep, aHTHTENa MPOTUB
GDF8) B AONMONHHUTENBHBIX BapHAHTAX OCYLIECTBJICHUS MOKET BKJIIOUaTh B ceOs pekum
JNO3UPOBAHUS, BBIOMPAEMBIN U3 TPYIIIbI, COCTOSINEN U3 pa3oBOM 103kl OT npudausutepHo 0,01
1o npubnusuTensHo 20 MI/Kr Maccsl Tena, ot npudmmsurensHo 0,1 no npudnmsurensHo 10 Mr/kr
Macchl Tesla ¥ oT npubimsutenbHo 0,1 1o mpubmu3uTensHO S MI/Kr Maccel Tena. 3GQpeKTHBHOE
KOJINYeCTBO HWHruOMTOpa aKkTUBMHA A (HampuMmep, aHTUTENla MPOTHB AaKTUBHHA A) B
JOTIOTHUTENBHBIX BAPHAHTAX OCYINECTBJIEHHS] MOXKET BKJIOUaTh B Ce0sl PEKUM JTO3UPOBAHUS,
BbIOMpaeMbIli W3 TPYIIbL, COCTOSINEH M3 pPa3oBOil m03bl oT mpubmmsurensHo 0,01 mo
npubnusuTenbHo 20 MI/KT Maccsl Tena, ot npuomusurensHo 0,1 no mpubnusurtensHo 10 Mr/kr
Macchl Tena W oT npuommsurensHo 0,1 mo mpubnusuTensHO 5 MI/Kr maccel Tena. B ogHOMm
KOHKpEeTHOM acmnekTe d¢¢dexktuBHoe koimuectBo aHturena mnpotuB GDF8  cocraBmser

npubnusnuTensHo 2 Mr/kr-10 mr/kr, 4 mMr/kr-8 Mr/kr uiu npuOIM3UTENBHO 6 MI/KT MacChl Tena



49

cyObekTa, a 3¢(eKTHBHOE KOIMYECTBO aHTUTENA MPOTHB akTuBMHA A coctassier 0,5 mr/kr-15
MI/KT, 2 MI/Kr-12 Mr/kr, npuOnIu3uTeNbHO 3 MI/KT WM NpUOIH3UTEeNpbHO 10 MI/Kr Maccel Tena
cyObekTa.

[00193] IlepBasi, BTOpas W TpPEeThsl KOMITO3MLHMH, BBOAUMBIE B CIIOCOOAaX COTJIACHO
n300peTEeHNI0, B HEKOTOPBIX BapHAHTaX OCYIIECTBIEHHs MOTYT BKJIIOYaTh B ce0sl paBHbBIE
kommuectsa uHruomropa GDF8 (wampumep, anturena mnporuB GDF8) w/mnmm mHruburopa
aKTUBMHAa A (HampuMep, aHTUTeNa MpPOTHB AakKTUBHHA A). AJBTEPHATUBHO, KOJMYECTBO
unruouropa GDF8 (nanmpumep, anrurena nporus GDF8) B koMmo3uiun MoxxeT ObITh MEHbIIE
iy OOJbIIEe KOJMYECTBA MHIMOUTOpPA akTHBHHA A (HampuMep, aHTHTeNa IMPOTUB aKTHUBHHA A).
s¢pexkruBHOoe KkonmuecTBo uHruomropa GDF8 (mampumep, anturena mnporuB GDF8) B
KOMOMHAIIMM C UHTHOUTOPOM aKTUBUHA A (Hampumep, aHTHTEJIOM IPOTUB aKTHBHHA A) MOXKET
OBITh HIKE, YEM B OTIEJIbHONW KOMMIO3ULUH. 3P (PEKTUBHOE KOJNYECTBO HHIMOUTOpPA aKTUBHHA A
(HarpuMep, aHTHTENA NMPOTUB akTHBHHA A) B koMmOuHaiuu ¢ uaruouropom GDF8 (nanpumep,
aatutenoM npotuB GDF8) moxer ObITh HMXKE, YeM B OTAENbHOH KOMITO3MLMH. PsimoBoit
CHELUATICT B JAHHOW OOJACTH, WCIONB3Yysl CTAaHIAPTHBIE SKCIIEPUMEHTHI, Oyner crocoOeH
OTpEeNEeIUTh COOTBETCTBYIOLINE KOJMYECTBA OTAEJIbHBIX KOMIIOHEHTOB B KOMIIO3ULUSX,
HEeoOXOAMMBIE JUIs OJTyUeHHsI Hy KHOTO TepaneBTHYeCKOoro s dexra.

AcnexTtbl PackpbiTus

[00194] B packpeiTiy IpencTaBieHbl KOMIIO3HLIUK, HAOOPHI U COCOOBI HCIIOJIBb30BAHUS
uHruouropo GDF8 u uHruOMTOpOB aKkTMBMHA A Ui YMEHBLICHHS >KUPOBOH MAacChl
(cTUMyJTUpOBaHMS YMEHBLICHUsT JKHPOBOW Macchl) y cyObekTta. B packpeiTum Takke
MPeNCTaBJIeHbl KOMITO3MLIMM, HA0Opbl M CHocoObl HCmonb3oBanus uHruOutopoB GDF8 u
UHTUOUTOPOB aKTHUBHHA A ISl JIEYeHUS 3a00JI€BaHUN, PACCTPOICTB M/ MJIH COCTOSTHHI, CBS3aHHBIX
WINA XapaKTePHU3YIOLIMXCs MOBBIIICHHOW JKUPOBOW Maccoil y cyObekTra. B mpeanoyrurenbHbIX
BapMaHTax  ocymecTBieHus: wuHruOutopom GDF8  sBnsiercs  aHTUTENO WM €ro
AHTHTeHCBS3BIBAIOIINI (PpArMEeHT, KOTOPbIH cnennduiecku cBsizbiBaeT GDF8.

TepanesTuueckue Crnocodbl

[00195] B HacrositueM M300peTeHHH MPEACTABISHBI CIIOCOOBI H3MEHEHHUSI COCTaBa Tea,
HampuMep, CrocoObl CTUMYJMPOBAHUS YMEHBIIEHHS JXUPOBOH MacChl y CyOBEKTa, CIOCOOBI
YBEJIMYCHUST MBIIIEYHON MacChl y CyOBeKTa U CIIOCOOBI JIeueHUs! 3a00JI€BaHHS WIIH PACCTPONCTBA,
XapaKTePU3YIOMErocsl TMOBBIIIEHHON JKUPOBOW Maccol, MyTeM Crelu(uuecKkoro CBS3bIBAHUS
GDF8 w/unu aktuBuHa A. Hampumep, B HacTosmeM H300pETEHHWH NPENCTAaBJIECHBI CIIOCOOBI
CTHMYJIUPOBAHUSI YMEHBLICHUS! JKUPOBOH MacChl y CyOBEKTa, WHAYLHUPOBAHHS YyBEJIUYCHHUS
MBIIIEYHOH Macchl y CyObekTa H CrnocoObl JieueHust 3a00NieBaHUsl WM PacCTPOICTBA,
XapaKTePU3YIOMIErocsl MOBBIIIEHHOW JKUPOBOW MAaccoil y CyOBeKkTa, MOCPEICTBOM BBENEHUS
CyOBEKTY 1) KOMIIO3ULINH, copepskatnei antuteno npotus GDF8, u komMno3unuu, conepskaruei
AHTHUTENIO POTHB AKTHBHUHA A, WU 11) KOMIIO3ULINH, Conepskaieii kak antuteno npotus GDF8,
TAK U aHTUTEJIO MPOTUB aKTHBHHA A, WM 111) KOMIIO3ULHH, CoAeprameil Oucnenudpuaeckoe
AQHTHUTEJIO, COoNIep:Kainee TepBblii BapuadenbHbI nomeH, coxep:xkamuii mapy HCVR/LCVR,

KoTOopbIi cienuduyecku cBsizbiBaeT GDF8, u BTopoit BaprabenpHbI JOMEH, CONepsKalluil mapy
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HCVR/LCVR, xotopslii cnienndudecku cBs3piBaeT akTuBUH A. JIroObie mHruouropsr GDF8
W/WIM THCUOUTOPBI aKTUBUHA A, PACKPBITBIE MM YIIOMHHAEMBIE B TAHHOM JIOKYMEHTE, MOYKHO
UCTIONIBb30BATh B KOHTEKCTE 3THX ACTIEKTOB U300PETEHUsI.

[00196] B criocobax, Bkmodaromux BeeaeHue cyobekty nuaruouropa GDF8 u nnrunduropa
aktuBuHa A, naruourop GDF8 (manpumep, antureno nporus GDF8) u narnOurop aktuBuHa A
(HarpuMep, aHTUTENO MPOTUB AKTHBUHA A) MOXXHO BBOIAUTH CYOBEKTY B OFHO MU TO K€ WU T10
CYLIECTBY OJTHO U TO K€ BPEMsI, HAIIPHMEP, B OHOM TepaneBTUIECKON 103€ (TPEThsl KOMITO3HLIHSA)
WIN B JIByX OTAEJBHBIX 103aX (TepBas U BTOpask KOMIIO3ULIMH), KOTOPbIE BBOAAT OHOBPEMEHHO
WIA B TEUEHHE MEHee NMPUOIM3UTENBHO 5 MUHYT JPYT OT Apyra. AJbTEpHATUBHO, HHIHOUTOP
GDF8 u nnruburop aktuBuHa A (IEpBYIO M BTOPYIO KOMIIO3ULIMH) MOKHO BBOIHUTH CYyOBEKTY
NIOCJIEIOBATEJIBHO, HATIPUMED, B OTJENbHBIX TEPANEBTUYECKUX 033X, OTJEJIEHHBIX 110 BPEMEHU
APYT OT Apyra Oojiee yeM MpUONIU3UTENBHO HA 5 MUHYT.

[00197] ymeHblIeHHEM KUPOBOI Macchl y CyObeKTa B Cr1ocobax COrjlacHO N300pETEHHIO
MOXeT OBITh YMEHbLIEHHE OOIIel >KUPOBOH MAaccChl, KOTOPYIO H3MEpSIOT ¢ momompro DXA
(mBYX3HEpreTH4ecKOl peHTTeHOBCKOI abcopOumomMeTpun).

[00198] B npyrom BapuaHTe OCYIIECTBIICHHS] YMEHbIIEHUEM )KUPOBOH MacChl y CyObekTa
B CIoco0ax COTJIACHO M300PETEHUIO SIBJISETCS YMEHBIIEHHE aHAPOUIHON JKHMPOBOW Macchl (TO
€CTh BHCLEPAJIBbHOIO JKHMPA, CBSI3AHHOTO C BEPXHEH/LEHTPAJbHOH YaCThIO TeNla), KOTOPYIO
u3MepsroT ¢ nomompio DXA (nByxsHepreTuueckol peHTreHOBCKOH abcopOumomerpun). Ilpu
AHJIPOMIHOM OKHPEHHMH y CyOBeKTa JKUpP CKAIlJIMBAETCS BOKPYT €ro WM ee O0JacTH JKHUBOTA.
AHAPOUTHOE OKUPEHUE TAKXKE MOYKET MPOSIBJIATHCS B IPYTHX 30HAX BEPXHEH YacTH TYJIOBHIIA,
TAKMX KaK BEPXHss 4acTh TPy (CHepeny WU C3a1au), 3aJHSAS 4YacTh LIEH M JaKe IUICUH.
CyOBexThl ¢ aHAPOUIHBIM OKUPEHUEM MOJIBEPKEHBI OOJIBLIEMY PUCKY CBS3aHHBIX C OXKHPEHHEM
3a00J1eBaHHI/PACCTPOICTB, TAKMX KaK cepaedyHbie 3a00yieBaHMs U METaOOIMYECKUN CHHAPOM.
BeposiTHOCTh pa3BuTHs Tomarpbl, 3a00JE€BaHUH, CBSI3AHHBIX C apTepusiMu (U3-3a BBICOKOTO
KPOBSIHOTO JaBJIEHHsI), W MHOTHMX BHIOB paka TaKKe CBs3aHA C ILEHTPAJIbHBIM THUIIOM
pacrpeneneHus JKupa y CyObeKTOB, CTPAIAIOIIHNX aHAPOHIHBIM OXKHUPEHUEM.

[00199] OueHkH TENECHOTO JKUpa PA3IMYAOTCA 1O TOYHOCTH W ToyHOCTH. OOImme
AHTPOIIOMETPHUYECKUE U3MEPEHUs] BKIFOYAIOT. M3MEPEHHE BEeCa, OKPY)KHOCTH TAJIMU U KOXKHOH
CKJIaJKU C TOMOINBI0 INTAHTEHIHPKYJA. boyiee CIOXKHbIE METONbl BKJIIOYAIOT. AHAJN3
onoanextpudyeckoro ummnenanca (BIA), BOD POD u nByX»HEpreTH4ecKyr PEHTTEHOBCKYIO
abcopbunomerpuro (DEXA mmn DXA). DXA ocobeHHO TOYeH U IeWCTBUTENICH, TTOCKOJIBKY OH
YUUTBHIBAET MUHEPAJbHOE CONEpPKAHME KOCTHOW TKAHU INPH OLIEHKE JKUPOBBIX OTJIOXKEHHH U
mbimi. C momomnsio ckanupoanust DEXA MOKHO OIIEHHTDb pa3iMyHbIe 00JIACTH paclpeaesieHus
JKUPA, YTOOBI OMPENETUTh COOTHOLIEHUE aHAPOUIHOTO/THHOUIHOTO KHPA, KOTOPOE OTIMYAETCS
OT uHAeKca Macchl Tena. DXA MokeT u3MepsATh OOIIYIO KHPOBYIO MaccCy, OOIIYIO MBIIEYHYIO
Maccy Teja, YPOBHH BUCLIEPAIILHOTO JKUpa (BKUP BOKPYT OPTaHOB), BHY TPUMBILIEUHBIH KHUP (GKUP
MEXIY MBIIIIAaMHU), OOIIYI0 MHHEPAJbHYIO TUIOTHOCTh KOCTHOW TKaHM M Jak€ MOXKET JaBaTh
pernoHanbHble AaHHble. Hakoner, DXA MoXeT TOYHO OLIEHUTh pacHpeesieHUe >KHUpa B

OpraHu3MeE, CBA3aHHOEC C TTOBBIIIEHHOH HWHCYJIMHOPE3UCTEHTHOCTDBIO.



51

N36eranue Io6ounbix IddexTon

[00200] B HacrosimieM M300peTeHNH MPEACTABIEHBI CIIOCOOBI H3MEHEHUSI COCTaBa TeJa,
HAIpuMep, CTUMYJIMPOBAHUS YMEHBIIEHHs JKHPOBOH MacChl y CyOBEKTa, U CIIOCOOBI JIEUCHHUs
3a00jeBaHMsI WM PAcCTPOMCTBA, XapPAKTEPUIYIOIIErOCsl TOBBIIIEHHON >KHPOBOW MacCCOM,
BKJIFOHaromue BeereHne cyobekty naruonropa GDF8 u mnarnburopa akruBuHa A, HE BBI3BIBAS
HE)KeJIaTeNNbHbIX MOOOUHBIX 3((PEKTOB, CBSI3aHHBIX C BBEIEHHEM MOJIEKYJ, KOTOPBIE CBSI3BIBAIOT
MHOeCTBO (Harpumep, 3 i Oonee) nurannos ActRIIB, Hanmpumep, KOTOpbIE PEACTABIECHBI B
natenre CIIIA Ne 8871209. Hampumep, kiuHudeckass MoJjekyna, HasbiBaemas ACE-031
(Acceleron Pharma, Inc. Cambridge, MA), npencrasisier coO0l MyJIbTHMEp, COCTOSIIIUN W3
BHekJeTouHoM yactu ActRIIB, ciuroii ¢ nomenom Fc IgG (3Ta Monekyia Takke yOMUHAETCS B
naHHOM nokyMmeHTe Kak « ACtRIIB-Fcy). ActRIIB-Fc cesassiBaer GDF8, a Taxike npyrue Jurasbl
ActRIIB, takue kax, Hanpumep, aktuBuH A, aktusuH B, GDF11, BMP9, BMP10 u TGFf, u
M3BECTHO, YTO OHA BBI3bIBAET Pa3JIMYHbIE HEXKeNaTelbHble M0OOUYHbIe 3((EKThl NPU BBEACHUU
nanueHTam-monsM. Hanpumep, Obuto mnokazano, uto BBeneHue ACE-031 skeHmuHaMm B
IIOCTMEHOTIay3€ B HCCIIEAOBAHUN BO3pacTaroieii 103bl Gassl Ib BeI3bIBaeT HEHYKHOE YBEITUYCHUE
remorniobnHa u cHwkenune yposHeil FSH. Kpome Ttoro, nccnenosanune ACE-031 ¢aser 11 y
NAaLMeHTOB JIETCKOr0 BO3pacTa C MbIIeYHOW pauctpoduedi Obul0 mpekpameHo u3-3a
HekenaTelabHbIX 5((eKToB, BKIIOUas KPOBOTEUEHHE U3 HOCAa M JeceH. PacmupeHHble
KPOBEHOCHBIE COCY/Ibl TaKke HAOJIONAOTCS Y MAaLMeHTOB, KOTOpbIX jiedaT ActRIIB-Fc. Dddexr
ACE-031 y manpuukoB ¢ MbimedHoit muctpopueii romenna (DMD) mponmeMOHCTpupoBa
TEH/CHIUIO YBEJIUUeHUs] Oe3KUpOBOW MAacChl Tella U CHIDKEHHs >KHPOBOW MAacChl, HO He
CBSA3aHHbIE C MBIIIAMU HEXKeJaTeNbHbIe SIBJICHUS TMOBIMSUIM HA pELIeHHEe IPEeKPaTUTh
uccnenoanue. (Campbell, et al. 2017 Muscle Nerve 55: 458-464). KoHkpeTHO MUHTHOMpPOBaHUE
GDF8 u aktuBHHa A (Hampumep, MOCPEACTBOM BBeneHus anturena npotus GDF8 u anturtena
NPOTHB aKTHBHHA A), B OTCYTCTBUE WMHTHOMpoBaHMs Npyrux jurangoB ActRIIB, Takux kak
aktuBuH B, GDF11, BMP9, BMP10 u TGF[, npuBOoAuT K YCKOPEHHIO YMEHBLICHHS dKHUPOBOH
MAaccChbl, HE BBI3bIBASI HEXKENATEIbHBIX MOOOYHBIX 3(P(HEKTOB, CBI3AHHBIX C HECTIELUU(UISCKUMHU
CpeACTBaMU CBSI3bIBAHUS aKTHBUHA, TakuMu kak ActRIIB-Fc.

Cxembl BBeAeHUS

[00201] CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJIEHHUsS HACTOSINErO H300peTeHHs
MHOKECTBO 103 KOMITO3HUIIMH COTJIACHO HACTOSIIEMY H300pETEeHUI0 (HampuMmep, KOMITO3ULIHH,
conepxamux uHruOuTop GDF8 n/mnm mHruOuTop akTHBMHA A, HANPUMEpP, AHTUTENA MPOTUB
GDF8 w/unu antuTena npoTuB akTUBMHA A min Oucneungudeckoro anturena npotus GDF8 u
aKTUBUHA A) MOXXHO BBOJIUTB CyOBEKTY B TEUEHHE ONPENEIEHHOrO nepruona BpeMeHH. CriocoOb!
COTJIACHO 3TOMY AacHeKTy H300peTeHHs] BKJIOYAIOT MOCIENOBATENIBHOE BBENEHHE CYOBEKTY
MHOKECTBA /103 KOMITO3UIUH (KOMITO3UIMIT) COTJIACHO HACTOALIEMY H300peTeHHo. B pamkax
HACTOSIIEro HM300PETeHHsT «IIOCIENOBATEIbHOE BBEACHHE» O3HAYAET, YTO KaXAYI 03y
KOMITO3UIIMI COTJIACHO HACTOSIIIEMY H300PETEeHHI0 BBOIAT CYOBEKTY B Pa3HblE MOMEHTBI
BPEMEHH, HApUMep, B pa3Hble JHU, Pa3[eIeHHbIE 3aJaHHbIM MHTEPBAJIOM (HAIPUMED, YaCaMH,

THSIMU, HeIeJISIMU WIH MecsiliaMu ). B HacTosiieM n300peTeHnH MpeCTaBIeHbI CIOCOOBI, KOTOPBIE
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BKJIFOYAIOT TOCIIENOBATEIbHOE BBEIEHUE IMALMEHTY HAYaJbHOW MO3bI MEPBOW W/WIIK BTOPOH
KOMITO3ULINH, WU TPEThEN KOMIIO3ULINH, 32 KOTOPBIM CIEAYET OHA U HECKOJBKO BTOPUYHBIX
7103 IEPBOH W/MITH BTOPOH KOMIIO3ULINY, WJIN TPEThEH KOMITIO3ULINK;, U HEOOSI3aTENbHO 32 KOTOPhIM
CJIeZlyeT OJJHA WJIM HECKOJIbKO TPETHYHBIX 103 MEPBOI W/MIIN BTOPOH KOMIO3HUINH, WIH TPEThEH
KOMITO3ULIVH.

[00202] TepMuHBI «HauajdbHAs [03a», «BTOPUYHBIE [O3bI» M (TPETUYHBIE 103bD)
OTHOCATCSI K BPEMEHHOH IOCJIEIOBATEIbHOCTH BBEACHUS KOMIO3ULUN COINIACHO HACTOSLLEMY
n300pereHnio. Takum 00pas3oM, «Ha4aJIbHOW TO30W» SBISIETCS 1032, KOTOPYIO BBOZST B Havase
CXEMBI JIeueHus (Takke Ha3biBaeMas «0a30Bast 103a»); KBTOPHYHBIMHU J03aMW» SIBJSIIOTCS JIO3BI,
KOTOPbIE€ BBOIST IOCJIE HAYAJIBHOW JIO3bl, & «TPETUYHBIMHU AO3aMU» SIBJIAIOTCS 103bl, KOTOPbIE
BBOJAT IOCJI€ BTOPUYHBIX 103. HauanpHasi, BTOpUYHBIE U TPETUYHBIE AO3bI, BCE MOTYT COAEPKATH
OJIMHAKOBOE KOJMYECTBO AKTUBHOT'O MHTPENNEHTa (MHIPEANEHTOB), HAIIPUMED, AaHTUTENA IPOTUB
GDF8 w/unu aHTHTENa TNpPOTHB AaKTHBMHA A, HO OOBIYHO OTJIMYAIOTCA APYr OT Jpyra
NOKa3aTeNIsIMU 4aCcTOThI BBeAeHHs1. OIHAKO B HEKOTOPBIX BAPUAHTAX OCYIIECTBJIEHHUS KOJINYECTBO
aKTHBHOIO WHIpefueHTa (MHIPEAMeHTOB), COIeprKalleecsi B HAYAJIbHOH, BTOPUYHBIX W/WIH
TPETHUUHBIX [103aX, OyJer OmInYaTbCs JApPYyr OT JApyra (HampuMep, yBEJIHYUBATHCS WIN
YMEHBIIAThCS B 3aBHCUMOCTH OT OOCTOSITENIECTB) B TEUEHHE KyPCa JICUEHUS.

[00203] B ogHOM WILTIOCTPATUBHOM BapHUaHTE OCYIIECTBICHUS HACTOSIIETrO H300peTeHNs
KXY BTOPUYHYIO W/WJIHM TPETUUHYIO 103y BBOAsT 1-30 (Hampumep, 1, 2, 3,4, 5,6, 7, 8,9, 10,
11,12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30 unu Gonee) qHel nocie
HETIOCPEACTBEHHO TNPEAINeCTBYIOMeH a03bl. B pamkax Hacrosimero wusoOpereHus (Qpasa
«HEMOCPENCTBEHHO NPEILIECTBYIOAs A03a» O3HA4aeT B IIOCJIENOBATEIBHOCTH MHOKECTBA
BBEJCHUN 103y (Z103bI) KOMIIO3HMLMH COTJIACHO HACTOSILIEMY H300PETEHHIO, KOTOPbIE BBOIST
CyOBEKTY Mepes BBEICHUEM CIIeIYOIIEH 03bI B MOCIEA0BATEIbHOCTH, 0€3 MPOMEKYTOYHBIX J03.

[00204] CriocoObI COTNIACHO 3TOMY acCHeKTy HM300peTeHUs MOTYT BKJIFOYAThb BBEICHUE
NAMEHTy JI000r0 KOJUYECTBA BTOPUYHBIX W/WIM TPETUYHBIX J03 KOMIO3MLHUH COTJIACHO
HacrosimeMy u3o0pereHnro. Hampumep, B HEKOTOPBIX BapHUAHTAaX OCYLIECTBICHUS MAIIHEHTY
BBOJAT TOJIBKO OJIHY BTOPUYHYIO 103y. B npyrux BapuaHTax OCyIIECTBJIEHUs MALIUEHTY BBOIST
nBse wiu Oonee (Hampumep, 2, 3, 4, 5, 6, 7, 8 unu O6ojee) BTOpUYHBIX 103. Takke, B HEKOTOPBIX
BAPUAHTAX OCYILECTBJICHUs] MALMEHTy BBOIAT TOJBKO OJHY TPETUYHYK 103y. B apyrux
BapUAHTaX OCYIIECTBJICHHs MAIIMEHTY BBOIST JBe Wiu Oosee (Hampumep, 2, 3, 4, 5, 6, 7, 8 wiu
OoJiee) TPETUYHBIX J103.

[00205] B BapuaHTax OCYINECTBJICHMsS], BKJIFOUAIOIIMX MHOXECTBO BTOPUYHBIX 03,
KQKIYH BTOPUYHYIO O3y MOXHO BBOJUTB C TAKOH K€ YaCTOTOM, KaK IPyTrHe BTOPUYHBIE AO3BL.
Hanpumep, kxaxayr0 BTOPHUYHYIO AO3Yy MOXXKHO BBOAUTH MalMeHTy 4epe3 1-29 agnenn mocne
HENOCPEICTBEHHO TNpEeIeCTBYIOLEH a03bl. AHAJIOTMYHO, B BapUaHTax OCYLIECTBJICHUS,
BKJIFOYAKOLIUX MHOXKECTBO TPETUUYHBIX 403, KAXKAYH TPETUYHYIO 103y MOXKHO BBOJUTH C TAKOH K€
4aCTOTOH, KaK ApPyrue TpeTudHble 103bl. Hanpumep, kaxayro TPETUYHYIO JO3y MOXKHO BBOJUTH
nauueHTy depes 1-60 mHell mocie HeMOCPenCTBEHHO MpelIecTBYoLel 103bl. ANbTEpHATUBHO,

HacToTy, C KOTOpOfI BTOPHUYHBIC W/ WIu TPETUYHBIC NO3bl BBOAAT MNALUCHTY, MOXHO MCHSATH B
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TedeHHe Kypca JiedeHus. Bpau Takske MOXKeT peryJupoBaTh 4YacTOTY BBEIEHHs B TEUEHHUE Kypca
JeUeHHss B 3aBUCUMOCTH OT MOTPEOHOCTEH OTAENBHBIX NALMEHTOB IOCTE KIMHHYECKOTO
o0cnenoBaHusL.

[00206] B ongHOM BapmaHTe OCYINECTBJICHHS CYOBEKTa MOXKHO IOJBEPTHYTh
npensapurensHoMy DXA | 3aTeM Ha3HAUUTh KOMITO3ULIMIO, COAiep kalyto anTurena npotus GDF8
U aHTUTENIa NPOTHUB aKTUBMHA A (WJIM KOMIIO3UIMIO, conepskamyro antutena nporus GDF8, u
KOMITO3ULIMIO, COAEPIKALIYI0 aHTUTENIA TPOTHB aKTUBHHA A), 3aT€M MOABEPTHY Th MOCIEAYIOIIEMY
DXA. Ecnu B nocnenyromem DXA skupoBasi Macca 3aMETHO HE YMEHbBIIUIACH (ITO CPABHEHUIO C
npeaBaputenbHbM DXA), cyOBeKTy CHOBa MOXXHO Ha3HAUWUTh KOMITO3ULHUIO (KOMITO3UIMHK). B
JOTIONIHUTEIIbHOM BapHUaHTE OCYLIECTBJICHUs BEIMYUHY MOCIEAYIOLIeH AO3MPOBKU M YaCTOTY
BBE/ICHUS] MO’KHO MEHSITh Ha OCHOBE Pe3yJIbTaTOB nocienyromero DXA.

Kom6unuposannas Tepanus

[00207] CriocoObI COracHO HACTOSIIEMY HM300PETEHHIO B COOTBETCTBUHU C HEKOTOPBIMU
BapUAHTAMH OCYIUIECTBJICHHS BKIJIIOYAIOT BBEACHHE CYOBEKTy OIHOrO WM HECKOJIbKHX
IOMOJHUTEbHBIX TEPAIeBTUUECKUX CPEICTB, KOTOPbIE MOXKHO NPEHMYIIECTBEHHO OOBEIMHUTD C
Kommo3uuuer, conepxamein unHruourop GDF8 w/mnm unrnburop axtmBuHa A. B pamkax
HACTOSILIETO M300PETeHUs] BBIPAXKEHHE «B KOMOMHALMM C» O3HAYAET, YTO JOIMOJHHUTEJIbHOE
TEpaneBTUYEeCKOe CPeACTBO (CpencTBa) BBOAAT INepen, IOCHE WIM OJHOBPEMEHHO C
¢dapmaneBTHUECKOH KoMIo3uLe, cogepskameii narnourop GDF8 w/unm nHrnbutop akTuBuHa
A. TepMHH «B KOMOMHALIMM C» TaKKe BKJIIOYAET B ceOs MOCIEN0BATENLHOE HITH COIy TCTBYOIIEE
BBeneHue uHruoutopa GDF8 wuHruOuropa akTMBMHAa A WM U TOTO U APYroro M BTOPOro
TeparneBTHUECKOro cpeAcTBa. TepMUH «TepaneBTUYECKOe CPEICTBO» TAKXKe O3HAUAET BKIIFOUEHUE
KOHKPETHOH Tepanuu.

[00208] JIonOoJHUTENBHBIM TEPANIEBTUYECKUM CPEICTBOM MOKET ObITh, HATIPUMED, Py TOH
antraronuct/maruoutop GDF8, npyroli aHTaroHUCT/MHTHOWTOP AKTUBHHA A, HHTHOUTOPBI
(dakTopa pocTa, UMMYHOCYTIPECCAHThI, HHTHOUTOPBI OOMEHAa BEIEeCTB, HHTUOUTOPBI (PEPMEHTOB
U IIUTOTOKCHYECKHE/IIUTOCTATHYECKUE CpeAcTBa, aHtaroHuct IL-1 (BkOYas, Hampumep,
anraronuct IL-1, koropeiii npeacrasiaen B US 6927044), antaronuct IL-6, anraronuct IL-6R
(Burouasi, Hampumep, aHtuteno npotuB IL-6R, kortopoe mnpeacraBiero B US 7582298),
anraronuct IL-13, anraronucrt ¢akropa Hekposa onyxonu (TNF), anraronuct IL-8, antaronucr
IL-9, anraronuct IL-17, antaronuct IL-5, antaronuct IgE, anraronuct CD48, antaronuct IL-31
(B ToM uucne, Hampumep, mnpencraBieHHbld B US 7531637), aHTaroHHUCT THMHUYECKOTO
crpomanbHOoro smmbonostuHa (TSLP) (B Tom umcie, Hampumep, mpeacTaBieHHbH B US
2011/027468), antnbuoruku narepdepor-ramma (IFNy), KopTHKOCTEpOUIBI MECTHOTO IEHCTBHS,
TAKpOJIMMYC, MUMEKPOJUMYC, LMKJIOCHOPHUH, Aa3aTUONPUH, METOTPEKCAT, KPOMOJUH HATpHs,
UHTUOUTOpPBI  TPOTEHHA3, CHCTEMHBIE KOPTHKOCTEPOHIbI, CHCTEMHAs HMMYHOTEPAIHs,
AHTUTHCTAMUHHBIE MTPENapaThl, XUMHUOTEPAITNS, CBETOTEPAINS HIJIH HX KOMOUHALIUH.

[00209] B momoJHUTENBHBIX BapUAHTAX OCYLIECTBJICHUS B M300pPETEHHH MPEICTABJICHA
KOMITO3UILUS], TIPUYEM JIOTIOJIHUTENIbHOE TEPANEeBTHUECKOE CPEACTBO BBIOMPAIOT M3 TPYIIIEL

coctosimie u3 (1) WHrHOMTOPOB 3-TUAPOKCH-3-METHITIyTapui-KopepMeHTa A penyKTas3bl
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(HMG-CoA), Takux Kak LEepHBAaCTATHH, aTOPBACTATHH, CHUMBACTaTHH, MUTABACTATHH,
po3yBacTaTuH, (pIyBacTaTHH, JOBACTATHH, NMPABACTATUH M TOMYy NOAOOHOE, (2) MHrHOHUTOPOB
MOTJIOIIEHMs] XOJieCTepHHA W/Hin peabcopOnyy KEeMYHbIX KUCIOT; (3) HHALWHA, KOTOPBIH
NOBBINAET KaTaOOMU3M JHMIONPOTEHHOB; (4) ¢uOpartoB minm aMpunmaTHIeCKnx KapOOHOBBIX
KHCJIOT, KOTOPBIE CHH)KAIOT YPOBEHb JIMIONPOTeNMHa HU3Koi miotHocTH (LDL), mossimaroT
ypoBHU JunonporenHa Beicokoi mmotHoctd (HDL) u TG u cHmkaroT kKonn4ecTBo HeaTalbHBIX
CepAeYHbIX MPUCTYTOB; U (5) akTHBaTOpoB (akTopa Tpanckpunuuu LXR, KoTophlii yuacTByeT B
SJMMUHALMM  XOJECTEPUHA, TaKUX KakKk 22-TUAPOKCUXOJECTEPUH WM (UKCUPOBAHHbIE
KOMOMHAIIMY, TaKUe KaK 33€TUMHO IUIFOC CUMBACTAaTHUH, CTATUH CO CMOJIOH JKEITYHOH KHUCIIOTBI
(HampuMep, XOJIECTUPAMHUH, KOJIECTHIION, KojieceBeaM), (PMKCUpOBaHHAsi KOMOMHALIUS HHALIMHA
IUTIOC CTaTUH (HAmpuMep, HUALWH C JIOBACTATUHOM), WJIM C APYTUMH MOHIDKAIOIIMMU JIUIHIBI
CpeACTBaMHU, TAaKUMHU KaK CJIO’KHBIE 3TUJIOBbIe 3(HpBl OMera-3->KHPHBIX KHCIOT (Hampumep,
OMaKop).

[00210] B npyrux HOMONHUTENbHBIX BAPUAHTAX OCYLIIECTBIEHUS BTOPOE TEPANIEBTHUECKOE
CPEeACTBO BHIOMPAIOT U3 OTHOTO MJIM HECKOJIBKUX IPYTUX HHIHOHTOPOB/aHTArOHUCTOB IIFOKArOHA
WJIN MHIUOMTOPA/aHTarOHKMCTAa PEeLienTopa IIIOKArOHa, a TaKXKe MHTHOUTOPOB JIPYTHX MOJIEKYJI,
takux kak uHruOuropel ANGPTL8 (mampumep, anmtureno mnporuB ANGPTLS), a Taxke
UHTUOUTOPOB APYTUX MoKy, Takux kak ANGPTL3 (manpumep, antureso npotus ANGPTL3),
ANGPTL4, ANGPTLS, ANGPTL6, aponmunomnporeun C-III (taxxe HassiBaembiii APOC3; cm,,
Hanpumep, uHruOuropel APOC3, onucannbie B US8530439, US7750141, US7598227 wu
BOoNaHecopeH, Takoke HasbiBaemblii ISIS-APOCIIIRX) wu mpompoTenHOBasi KOHBepTas3a
cyoTmnmmsun/kekcud 9 tuma (PCSK9), koTopble ydacTBYOT B MeTaOOJNM3ME JIUMHIOB, B
YaCTHOCTH, B TOMEOCTa3e XOJECTePHHA W/WIIM TPULIHLEPUAOB. MHrUOUTOPBI 3THX MOJEKYJI
BKJIFOYAIOT B Cce0s Masible MOJIEKYJIbI, AHTHUCMBICIIOBBIE MOJIEKYJIbI U AHTHTENA, KOTOPbIE
ceun(pUIECKH CBSA3BIBAIOTCS C 3TUMH MOJIEKYJIAMHU U OJIOKUPYIOT UX aKTHBHOCTb.

[00211] B  nHOMONHUTENBHBIX  BApUAHTAX  OCYIIECTBJICHHS  JOTIOJHUTEIBHOE
TEPareBTUYECKOEe CPEACTBO MOXKHO BBIOMpAaTh W3 TPYMIMbL, COCTOSIIEH W3 aHAJIBI€THUKOB,
MIPOTUBOBOCMANIUTENIbHBIX ~ CPEIACTB, BKJIOYas HECTEPOMIHbIE IPOTUBOBOCHAIUTEIbHbBIE
nekapcreernbie cpenctsa (NSAIDS), takue kak uHruouropsl Cox-2 u ToMy nmomoOHOe, YTOOBI,
eciu HeoOXOAMMO, OOJIErYHTh W/HIIM yYMEHBIIUTh CHUMITOMBI COIMPOBOXAAIOLINE OCHOBHOE
3aboseBaHue.

[00212] JomonHUTENPHOE TEPAEeBTHIECKOE CPEACTBO (CPEICTBA) MOXKHO BBOIHTD MEPE,
OJHOBPEMEHHO WJIM TIOCIE€ BBENEHHUs IEPBOH W/WIM BTOPOH, WM TPEThEH KOMIO3HIIUU
(KOMITO3UIIMIA), ONMCAHHBIX B AHHOM JOKyMeHTe. [ nenell HacTOsImero pacKpbITHs TAKUMH
CXe€MaMH BBEICHUS MOKHO CUMTaTh BBeAeHHe aHTutena nporus GDF8 w/unm anturena npotus
aKTUBUHA A «B KOMOWHAIIH CO» BTOPBIM TEPANEBTHUECKN AKTHBHBIM KOMIIOHEHTOM.

INPUMEPBI

[00213] Cnenyromrie mpuMepbl MPHUBEAEHBI UII TOTO, YTOOBI MPENCTaBUTH PSIOBBIM
CHEeLMAINCTaM B JAaHHOW OOJIACTH TOJHOE PACKPBITHE W OINKCAHHWE TOr0, KaK MOJIYYHTh U

MNPUMECHATDH CIIoco0Bl U KOMITIO3HUIIMHU COI'JIaCHO 1/1306peTeHm0 U HE MNPEAHA3HAYUCHO JIA
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OrpaHudeHus] 00beMa TOro, YTO ABTOPbHI CUMUTAIOT CBOUM H300peTeHHEM. BbulM NMPHIIOKEHBI
ycunust, 9To0bl 00eCeunTh TOYHOCTh 10 OTHOIIEHUIO K UCHOJB3yeMbIM IudpaM (Hampumep,
KOJIMYECTBY, TeMIeparype U T.I.), HO CIeNyeT Y4YUThIBAaTh HEKOTOpbIE NOTPEIIHOCTH U
OTKJIOHEHUs B 3KcriepuMeHTax. Eciy He yka3aHO MHOE, YaCTH MPENCTaBISAIOT COOOH MacCoBbIE
94aCTH, MOJIEKYJISIPHAS Macca MPECTaBIIsIeT COOOH CPENHIOI MOJIEKYJIIPHYIO MacCy, TEMIIepaTypa
npuBeneHa B rpanycax no Llenscuro, a naBineHne paBHO Win OJU3KO K aTMOC(hepHOMY .

Hpumep 1. Toabko anTtutena nporus GDF8 yBennuuBanu o0myrw 0e3:KHpoOBYIO
Macey 10 3% B KJIMHHYEeCKHX HCCIEA0BAHUSIX: JAHHBIE M0 CAPKONEHUH 2 (pa3bl

[00214] mpoBenu paHAOMH3HPOBAHHOE IBOMHOE CJIENOE C KOHTPOJEM IO Iuianedo
KJIMHUYEeCKOe HCTbITaHue 2 (a3bl MHTEPBEHIMOHHOIO HCCIIEZOBAaHUE Y mManueHToB 70 et u
cTaplue, BKJIKYasl My>KYUH U JKEHIIUH B IOCTMEHONay3e ¢ capkonenuen. Ilanuenros neunnu 12
HeZleNlb ¢ TNOMOUIbIO MOAKOXHOro BBeneHus Toiapko aHturena REGNI1033 mporus GDF8
(H4H1657N2), mu6o 100 mr antutena npotus GDF8, Q4W s.c. (n=62); mu60 300 Mr antuTena
npotuB GDF8 Q4W s.c.(n=64), mu6o 300 mr anturena npotuB GDF8 Q2W s.c. (n =59), wn
mianebo (n=65). Kak nokazano Ha ¢ur. 1, 3HaYNTEIbHOE YBEINUEeHHE 00111el 0€3:KUPOBOH MaCChI
TeJa 1O CPABHEHHUIO ¢ uiane0o HaboAaI0Ch Y MALMEHTOB Yepe3 12 Henenb Npy HCIOIb30BaHHU
tosbko REGN1033 B kakno# U3 Tpex 103, Kak MokazaHo Ha ¢ur. 1 u Tabnune 4.

[00215] Tabmuua 4. % HWsmenenus OOwmeit besxuposoit maccel k 12 Henmene mpu

ucnonb3oBanuu Tonbko antutesa REGN1033 nporus GDF8

ITnane6o Awnturena nporus GDF8
100 Q4W 300 Q4W 300 Q2W
N 65 62 64 59
basoso
43,6
e cpenHee 42,9 xr 427 42 8
KT
3HaYEHHE
Pazmm
que o
- 1,66% 1,78% 2,29%
CPaBHEHUIO C
ianedo
3HaYeH
- 0,0077 0,0043 0,0004
nue P

[00216] Bnusiaue Ha cuny U QyHKIMIO oTindanoch. Anturena nporus GDF8 Opumn B
1eJIOM O€30TMaCHBIMU M XOPOIIO MEPEHOCHIINCH (PEaKINH, €CJIH HMEIH MECTO, ObLIH JIETKUMH). B
tabnuie 4 npeacrasieHbl nanueHTsl, nonydaromue REGN1033 B nosax aub6o 100 mr wim 300 mr,
y KOTOPBIX HAONIONANIOCh 3HAYUTENBHO YBENMUeHHast oOmiast Oe3xupoBas mMacca B Buae %
U3MEHEHHUs] MO CPaBHEHWIO ¢ JaHHbIMH muianedo k 12 uemene. Tompko anturena REGN1033
nporus GDF8 noBeianyu B ucciaenoBaHnu o0myro 0e3:xupoByro Maccy tena 10 3%. Cxemsr 300

MT TaKKe IPUBOIWIIN K CHIDKSHHIO OOIIel U aHIPOUIHOM KHUPOBOU MACCHI.
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[Ipumep 2. IllepBoe uccaenoBaHne OAHOKPATHOMH BO3pacTaomeil 10361 KOMOHMHALIMHA
anTuTesa nporus GDF8 u anTuTe1a NIPOTHB AKTUBHHA A Ha JIOASX

[00217] Hawamu paHAOMH3MPOBAHHOE IBOHHOE CIIENOe C KOHTPOJEM IO Iuianebo
HCCJIeIOBAaHNE BO3pACTArOLIe M03bl ISl OLEHKU NMEPEeHOCMMOCTHU U BIMSIHHUS Ha COCTaB Tena
KOMOMHAIIMK BHYTPUBEHHOTO BBeAeHUs aHTuTena npotus GDF8 u anTuTeNna mpoTHB akTHBHUHA A
10 CPAaBHEHHIO C OTAENBbHBIMU KOMIIOHEHTAMHU.

[00218] OcHOBHas 1LieJib MCCIIENOBAaHMsS COCTOsIAa B OIEHKE OE€30MacHOCTH H
NEPEHOCUMOCTH aHTUTeNa MPOoTHB akTuBUHA A (Hanpumep, H4H10446P2=REGN2477) otnensHO
u B koMOuHaimu ¢ anruresiom npotus GDF8 (mampumep, H4H1657N2=REGN1033) y 310poBbIX
JKEHIIUH B IOCTMEHOMay3€e B Bo3pacTe oT 45 1o 70 ner.

[00219] HonomHUTENbHBIE LIETU UCCIENOBAHUS COCTOSUTM B. OLIEHKE BJIMSIHUSI OTHAEJIBHO
REGN2477, ornenpHo REGN1033 u xombOunaiiun REGN2477+REGN1033 Ha 00BbEM MBIIIII]
Oenpa, KOTOPBIN U3MEPSIIOT C MOMOILBI0 MarHUTHO-pe3oHaHCHOH ToMmorpaduu (MRI), u ouenke
BiusiHust REGN2477 otnensno, REGN1033 ortnenbao u komOuHanmu REGN2477+REGN1033
Ha OOIIMI ¥ PErMOHANIBHBII COCTaB Teja, KOTOPBIH U3MEPSIIOT € TIOMOIIBIO IBYXIHEPTeTHYECKOM
peHTreHoBckoit abcopoumomerpun (DXA)

Huzatin UccnenoBanus

[00220] D10 uccaenoBaHue NPEeaCTaBIIsIO COO0H paHIOMU3UPOBAHHOE IBOMHOE CJIETIOE C
KOHTPOJIEM TO IUTanedo MCCIeAOBAaHWE BO3pACTArOINEl MO3bI I OLEHKH Oe30IMacHOCTH,
MEePEHOCUMOCTH M (PapMKOJUHAMUKU BHYTpPUBEHHOTO BBeneHusi REGN2477 (aHTutena npoTuB
aktuBuHa A) otnesbHO U B komOuHaruu ¢ REGN1033 (anturenom mpotus GDF8) y 3m0poBbix
JKEHIIUH B IOCTMEHOMAay3e.

[00221] B obmeit cnoxxHoctu 48 cyOBEKTOB paHAOMH3UpOBaiU B | U3 creayromux 4
NOCJIeIOBATEIbHO BO3pacTraromux mnaHeneil no3 REGN2477 B/B, mpuyem 8 CyObekTOB
PaHIOMHU3HMPOBAJIH B COOTHOIIEHHH 6:2 B KAKAYIO U3 NepBbIX 3 manenel (manenu A, B u C), a 24
cyOBEKTOB pannomMu3upoBanu B cootHourerne 1:1:1:1 (o 6 cyonexToB B kaxnoii) B [Tanens D.

IManensb A: 4 cydopexta REGN1033 (6 mr/kr B/B) + Huskast no3a REGN2477 (1 mr/kr B/B)
i 2 cyObekTa rianedo

ITanens B: 4 cyowexta REGN1033 (6 mr/kr B/B) + cpennsis noza REGN2477 (3 mr/kr B/B)
i 2 cyObekTa rianedo

IManens C: 4 cyovexkta REGN1033 (6 mr/kr B/B) + Bbicokast 1o3a REGN2477 (10 mr/kr
B/B) miu 2 cyObekTa mianedo

IManens D: REGN1033(6 mr/kr B/B) + Beicokast no3a REGN2477 (10 mr/kr B/B) mutanebo,
REGN2477 (10 mr/kr 8/B) mimu REGN1033 (6 Mr/kr B/B)

[00222] CyOpexThl MoJay4aaud OAHY BHYTPUBEHHYIO O3y OJHOTO WJIM OOOHMX aHTUTEN
REGNI1033 nmporuB GDF8 w/munu anturen REGN2477 mporus aktuBuHa A. B mepBHUHBIX
aHaJIM3ax IPYMIIbI 1aned0 1 KOMOMHAILIMHN BBICOKHUX 103 OOBEAMHUIIN 10 MTAHEJSIM, B Pe3yJIbTaTe
MONy4nJIoch 12 cyOBEKTOB, MONyYaBIIUX IuTanedo, u 12, moay4aBImInX KOMOWHAIMIO BBICOKOH
I03bl, KaK Moka3aHo Ha ¢ur. 2A. CxeMy BBEAEHUS 103, TOKa3aHHYIO Ha Gur. 2A, UCIOIb30BAIH

B MCCIIEIOBAHMSX, MTOKA3aHHBIX HA KAKIOH U3 rmocneayomux ¢ur. 2B-17.
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[00223] CyObekThl y4acTBOBaJM B MEPUONE CKPUHUHTA 10 28 mOHEl ¢ MOCIeAyIoIUM
0a30BbIM U JIe4eOHBIM TIOCEIeHNeM B 1 IeHb 1 mocieayomumM nepuonom 113 nHei.

Anam3 D¢ dexTuBHOCTH U besonacHocTH

[00224] B monnyro BeIOOpKY mis anamu3a (FAS) Bxomar Bce paHIOMH3HPOBAHHBIC
CyOBEKTBI, OH OCHOBaH Ha HAa3HAYEHHOM Jie4eHWHU (Tpu paHmommszauuu). KoHeuHble TOUYKH
s dexTuBHOCTH aHaNMM3MpOBaU C Ucnonb3oBaHneM FAS. B BeiOopky anamuza Oe30macHOCTU
(SAF) BxomsT Bce paHOOMU3UPOBAHHBIE CYOBEKTHI, KOTOPBIE MONYUaH JI000E JIeKapCTBEHHOE
CPEICTBO HCCIENOBAHUS; OH OCHOBAH HAa TOJYy4YeHHOM JedeHuu (mo nedenuro). CobmoneHue
pe’kuMa JIeYeHUs/BBEIEHNE U BCE MEPEMEHHBbIE KIIMHUYECKOW 0€30MacHOCTH aHAJIN3UPOBAIU C
ucnosp3oBaHuemM SAF.

[00225] Ilepemennsble 3ddexTrnBHOCTH BKMouYanu: OObeM MBIIIEUHOW TKaHU Oenpa,
UCKJIIOYas U BKJIOYas BHYTPUMBILIEYHYIO JKHUPOBYIO TKaHb W OOJNBIINE COCYIbl, KOTOPBIH
U3MEPSIIOT ¢ TIOMOINBIO MarHUTHO-pe3oHaHCHON Tomorpaduu (MRI); OOuyro 06e3KupoByIO
Maccy, KOTOPYIO H3MEPSIIOT C TOMOLIBIO IBYXdHEPreTUYECKOH PEHTI€HOBCKOM abcopOumnoMeTpun
(DXA); AnneHaukyJsipHyO 0€3)KUpOBYIO MacCy Tesa (pacCUuThIBAEMYIO 1O ypaBHeHH0 LBM),
KOTOPYH0 M3MepsitoT ¢ momoinbio DXA; u OOuyr >KUpPOBYIO Maccy, KOTOPYH H3MEpSIIOT C
nomouibro DXA.

[00226] demorpaduueckue u 6a30BbIe XapaKTEPUCTHKH CYOBEKTOB YPABHOBEIIMBAJIH 110
IPyIIIaM JIeYEHHs, KaK MOKa3aHO B MPUBEIEHHOM HIDke Tabauue S:

[00227] Tabnuua 5. ba3zoBble XapakTepUCTUKU YPABHOBEIIMBAJIH 10 FPYTINAM JIEYSHUS

AHTUTENA
AHTUTENna |AHTHTENA AHTUTENA
MPOTHUB
AHTUTENA [[IPOTUB MPOTUB IPOTUB
GDF8-+mpor
[Mnaue6o [mpoTuB aktuBuHa A |(GDF8+nporus |GDF8+nporus
B aKTUBHHA
GDF8 (10 wmr/kr)jaktuBuHa A (ljakTHBHHA A
(10 wr/kr)
B/B MI/KT) B/B (3 mr/kr) B/B
B/B
(N=12)  |(N=6) (N=6) (N=6) (N=6) (N=12)
Bospact
(Jlet)
Menuana |54 56 61 60 60 55,5
Poct (cm)
Menuana (162,5 164,2 162,5 166,5 165 163,5
Macca (kr)
Menuana (68,35 70,5 69,6 61,35 67,05 70,4
BMI (xr/m?)
Menuana (26,2 26,55 20,65 22,9 25,55 20,6

CratucTuueckue METOABI
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[00228] IlpoueHTHOE HW3MEHEHHWE W HW3MEHEHHE TepeMeHHBbIX 3(P(HEKTUBHOCTH OT
UCXOAHOTO ypoBHs b0 k 4, nmubo k 8 Hemene B moiHOW BhIOOpKe misi aHanmm3a (FAS)
aHATM3UPOBAIM C HCIMOJb30BaHMEM Mopenu aHaimm3a koBapuauun (ANCOVA) ¢ rpymnmoit
JeueHns B kKauecTse (prkcupoBaHHOro 3pdexTa n 0a30BbIM 3HAUEHHUEM B KAUE€CTBE HEMPEPBIBHON
KoBapuathl. M3 3T0# Mozenu nojay4anu CpeqHHe 3HAYEHUs 110 METOAY HAUMEHBIINX KBaJpPaTOB
Ha 4 Henmene u 8 Hexesne Ul KaKAOM IPyNIbl JIEYEHHs] C COOTBETCTBYIOLIEH CTaHAAPTHOMU
OLMOKOH, AOBEPUTENbHBIM HMHTEPBAJIOM U 3HAYEHUEM p U cpaBHeHHs jedeHus. CyObeKkToB
iane6o oobenuHIM 1o naHensM. OTCyTCTBYIOLIHE AaHHBIE 3 ()EKTUBHOCTH HE PACCUNTBIBAIIH.
B sTOM HCcnenoBaHNM He MPUMEHSUIIH MOTIPABKY U1 MHOXKECTBEHHOT'O TECTUPOBAHMUS.

PE3VYJIbTATBI

[00229] B obwieit cnoskHOCTH 48 CyOBEKTOB paHIOMH3UPOBAJIH, BBOJUJIH JIEKAPCTBEHHOE
CPEICTBO HCCIENOBaHMA W TMPOBOJWJIM HCCIeNOBaHME. Y OAHOro cyObekra B TIpyIe
REGN2477+REGN1033 B BbICOKOW A03€¢ mpepBalii HH(PY3UIO JIEKAPCTBEHHOTO CPENCTBA
UCCIIEIOBAHMS U3-32 HEXKENATEIbHOTO SIBJICHUs ‘Ha0yXaHusi B MecTe HHPY3UN .

D¢ dexTuBHOCTD

[00230] 6nokupoBanue kak akTuBuHA A, Tak 1 GDF8 B koMOMHaIMK yBETNUNBAIO 00bEM
MBI Oefipa M YMEHBINAJIO XKUPOBYK Maccy Ha 8 Henene, kak mokasaHo Ha ¢ur. 2B u 2C.
Haubonpmmit 3 dext Obu1 3amMeTeH B KOMOMHAIIMU C CAMOH BBICOKOH JTO3011.

[00231] Ha ¢wur. 2B nmpencrasieHa rucrorpaMma, okasblaroinas % u3MeHeHne o0beMa
mbin O6eapa npu MRI Ha 8 Henene mocne pa3oBOii 103kl y JKEHIIUH B mocT™MeHomnay3e. Lugpsr
MOKa3bIBAIOT U3MEHEHMs] MO CpaBHEHHUIO ¢ Tuianedo. * obo3Hayaer HoMuHANBHBIA P<0,05 Mo
cpaBHeHMIO ¢ muianedo; **** oboszHayaer HoMuHabHBIN p< 0,0001 MO cpaBHEHHIO ¢ TUIALE0O.
Konmuectsa pa3oBoii 1036l B BUE€ MI/KT MO0 aHTHTENIA MPOTHB aKTUBMHA A n/muOO0 aHTHTENA
nporus GDF8 noka3ane! nox rucrorpammoii. Jleuenne komOunarmsivu REGN2477+REGN1033
B CpeIHel U BBICOKOW J03€ MPUBENIO K 3HAYUTENIbHOMY yBeJIM4eHu0 o0beMa MbIii Oemnpa (p <
0,05; p<0,0001, COOTBETCTBEHHO) 3aBUCHUMbIM OT J03bI 00pPa30M MO CPAaBHEHUIO ¢ muianedo. Y
CyOBEKTOB MaHeM BbICOKOH 03I Habmoaanock 00 7,73% B Bune % U3MEHEHHsI OT UCXOIHOTO
ypoBHs 1o cpaBHeHuro 0,88% ¢ mianedo Ha 8 Henene.

[00232] Ha ¢ur. 2C mpencrasieHa rucrorpaMmma, mokasbiaromas % U3MeHeHue o0Ie
kupoBoil Macchl nocpenctsoM DXA Ha 8 Hemene mocie pa3oBOM O3Bl Y OJKEHIIWH B
noctmeHomnayse. Llupprl MOKa3bIBAIOT W3MEHEHHs MO CPaBHEHHIO ¢ ruianedo. * obo3Havaer
HOMUHaNBHBIN p<0,05 Mo cpaBHEHHIO ¢ Mmanedo; **** obo3nayaer HomuHaNBHBIA p< 0,0001 Mo
cpaBHeHHIO ¢ anebo. KomndecTa pa3oBoii 10361 B BUAE MI/KT JTHOO aHTUTENA POTUB aKTHBHHA
A w/mmbo anturena nporuB GDF8 mnokasambl mox rucrorpammoii. Jledenue komOMHaImen
REGN2477+REGN1033 B BBICOKOH 03¢ MPHUBEIO K 3HAYUTEIHHOMY YMEHBIICHHIO OOIIeh
XKUpoBoH Macchl (p<0,05) mo cpaBHEHHIO ¢ TUIALE0O.

[00233] Kak mnokazano Ha ¢ur. 3, antureno REGN2477 nportuB akTuBuHa A B
koMOuHatmu ¢ anturenoM REGNI1033 mporuB GDF8 mpuBoauT K 3aBUCHMOMY OT JO3BI
yBEIMYEHUI0 00BbeMa MbILIL Oezipa. Pe3ynbraTel m3mMepeHust o0bemMa MBI Oeapa ¢ MOMOIIBIO

MRI 3a HCKIIOUEHHEM MEKMBIIIEYHOH XKUPOBOM TKAHU W OONBIINX COCYOB aHAJIOTUYHBIM
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oOpa3om npencrasiieHbl B Tabmune 6 Hiwke. Jledvenne komOuHammern REGN2477+REGN1033 B

CpeaHel 1 BBICOKOH J103€ MPUBEJIO K 3HAYUTEIBHOMY VBEIHYEHHI0 00beMa MbIL Oenpa (p<0,05)

IO CPaBHEHMIO ¢ Tutanedo, Kak Mmoka3aHo B Tadimue 6.

[00234] Tabnuua 6. O6beM MbIIIL Oepa, U3MEePEHHbIH ¢ ToMorbro MRI*

IIna | anTuTena | aHTUTENA | aHTUTENA | AHTUTENA | AHTUTENA
nebo | mpotus MPOTHUB MPOTHUB | MPOTUB | MPOTHUB
GDF8 aktusuHa | GDF8+a | GDF8+a | GDF8+a
A HTUTEJIA | HTUTENA | HTUTEJNA
Bricokasi | mpoTUB | MPOTHUB | MPOTHB
Hoza AKTUBHMH | aKTUBHH | aKTUBHH
a Ala Ala A
Huskas | Cpennsisa | Beicokas
032 n03a JHoza
4 nepens, | N 12 6 6 6 6 12
% cpenHee 0,4 3,3 0,3 49 4.6 5,9
U3MEHEHHU | 3HaYeHHE
e
8 Henens, | cpenHee 0,9 4.6 2.9 3.4 6,2 7.8
% 3HaUYCHUE
usmMeHeHd | A LSM vs 3,73 1,97 2,63 531 6,85
e ianeto (1,819) (1,821) (1,824) (1,817) | (1,484)
(SE)
Homunanbx 0,0467 0,2846 0,1569 0,0056 <0,0001
b1 p-
3HauUeHUe

*3a UCKITIOYEHHUEM MEKMBIIIIEYHOU KUPOBOUW TKAHU U OOJIBIIUX COCYIOB
[00235] Kak noka3aHo B Tabnuiie 4, neueHne komOuHanusmu REGN2477+REGN1033 B

CpenHelW W BBICOKOW /03¢ MPHBEJIO K 3HAYUTEIBbHOMY YBEIHMUEHHIO oObemMa Mbimn Oenpa

3aBHUCHMBIM OT J03bI 00pPa30M IO CPABHEHUIO C I1anedo.

[00236] Ha ¢ur. 4 moka3aHo, 4TO yBeluYeHHEe OOBEMa MBI Oenpa MOCTOSHHO

HaOJTIOIAJIOCh y OTAEIBHBIX CYOBEKTOB MOCIE JISUeHUsI KOMOWHAIUEH aHTHTEJIO MPOTUB aKTUBHUHA

A+antureno nporus GDF8. B kaxnoii rpynme jedeHus pasHble JHHUA OOO3HAYAIOT Pa3HBIX

JIOJEN.

[00237] Ilpodwns BIUSHHUS HA ANMEHANKYJSPHYIO O€3KHPOBYIO MAacCCy

(cymma

0e3:KUPOBON Macchl pPykK W Hor) komOuHammu aHTtutena REGN2477 npoTuB akTUBUHA

A+anturena REGN1033 nporus GDF8 ananornuen npoduiro BIUsSHUS Ha 00BeM MBILIL Oenipa,

KaK TMOKa3aHo Ha ¢ur. 5. PesynbraTel M3MepeHHs ANNEHANKYJSIPHOW O€3KUPOBOHW MaccChl C
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nomotpio DXA ananormaHeiM 00pazoM mpenctasieHsl B Tabmuie 7. KomOunaumu cpenned u

BBICOKOW JIO3bl 3HAYUTENBHO VBEJIMYMBAIN AMMEHAUKYJSPHYIO OE3KUPOBYKD MacCy IO

CpaBHEHHIO ¢ Iaredo, Kak Moka3aHo B Tabywmie 7.

[00238] Tabmuua 7. AnmenaukyspHas besxkuposas macca mocpenctsom DXA

ITnane |Auturena |A"turena |Anturena |AHTUTeNa |AHTUTENA
0o MPOTHUB NPOTHUB MIPOTUB MPOTHUB MPOTHUB
GDEF8 aktuBuHa |GDF8+an |GDF8+aun |GDF8taur
A THUTENA THUTEJIA urena
Bricokass |mpoTtus MPOTUB MPOTUB
Jloza aKTHBUHA |aKTHMBUHA |aKTHBHHA A
A Huskas|A Bricokas
o3a Cpenuss  ([lo3a
o3a
N 12 6 6 6 6 12
Ucxonubiii  |Cpennee
17,44 18,10 18,02 17,92 18,67 17,32
YPOBEHB, KI' [3HAUCHUE
4 nenens, %|Cpennee
-0,2 1,2 2.1 42 4.6 3,8
HsmeHeHue |3HaueHue
Cpennee
0,8 2,6 2.3 3,7 6,9 5,8
3HAUYEHUE
8 Henes,
o ALSM Vs 1,90 1,61 2,96 6,39 4,97
0
IMnauebo (SE) (1,266) (1,265) (1,264) (1,275) (1,031)
HsmeHnenue
HomunanbHbIlH
0,1418 0,2109 0,0242 <0,0001 |<0,0001
p-3HaUeHHE

[00239] Kak nokasano Ha ¢ur. 6, bnokupoBanue kak aktusrHa A, Tak 1 GDF8 npusonut

K YMEHBIISHHIO O0IIeH JKUPOBOW MacChl, KOTOPYIO OLeHUBArOT ¢ nmomomnsio DXA. KomOuHams

BbICOKOH 10361 aHTUTETa REGN1033 nmpotus GDF8 u anturena REGN2477 npotus aktTuBruHA A

3HAYUTEIHPHO CHU3WIIO Ha 8 Hemesie o0IIy o JKHPOBYIO Maccy mocpenctsoM DXA mo cpaBHEHUIO

¢ mianedo (*p <0,05). Pesynprarel m3MepeHuss oOIIel >KUPOBOH Macchl ¢ momoinplo DXA

aHAJIOTUYHBIM 00Pa30M MPEICTABIICHBI B TAOIHLIE 8 HIDKE.

[00240] Tabnuua 8. O6mmas Kuposast macca nmocpenctsom DXA

aHTUTENA
MIPOTHUB

GDEF8

aHTUTENA aHTUTENA aHTUTENA
MIPOTHUB MPOTHUB MPOTHB
aKTUBHUHA GDF8+ant | GDF8+aunr
A HUTesa nTesa

aHTUTENA
MPOTHUB
GDF8+anT

ureia
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MIPOTHUB MPOTHUB MPOTHUB
AKTUBMHA | aKTUBMHA | aKTUBUHA
A A A
Hoza Bricokast Bricokast Low Mid Bricokas
8 Hemens, % | N 6 6 6 6 12
HN3menenne | ALSM vs | -2,11 -0,69 -0,2(1,93) |-2,08 -3,92
ITnanebo | (1,96) (1,93) (1,93) (1,58)*
(SE)
* p<0,05

[00241] Taxxe Obuto 0oOHapy»xkeHO, uTo Onokuposanue aktuBuHa A u GDF8 cBszano ¢
YMEHBIIEHUEM aHIPOUIHON KUPOBOW MACChl, KOTOPYHO OLIEHMBAKOT ¢ nmomoupio DXA, kak
nokazaHo Ha ¢ur. 7. KomOunauus Bbicokoi no3bl antutena REGN1033 mporus GDF8 u
antutena REGN2477 npoTtus akTUBMHA A 3HAUUTEJBHO CHI)KAET aHAPOUIHYIO )KUPOBYIO Maccy
nocpenctsoM DXA mno cpaBHeHuio ¢ mianedo Ha 8 nenene (*p <0,05).

[00242] dononHurtenbHble pe3ynbraThl 3((GeKkTUBHOCTH mMoKa3aHbl Ha ¢ur. 8-17 u
npuBeneHsl B TaOnuuax Huxke. Bwicokas, cpemnsas u Huskas no3bl REGN2477+REGN1033
NOKa3aHbl Ha ¢ur. 2A.

[00243] ITo cpaBHenuto ¢ mianedo B rpymmax cpenHeit (p <0,05) u BbICOKO# 03I (P<
0,001) REGN2477+REGN1033 Hab:r01a710Ch 3HAYUTEIBHOE YBEIMUeHHe 0ObeMa MbILIL Oeapa
3a UCKJIIOYEHHEM BHY TPUMBILICYHOH KUPOBOH TKaHHU U O0bLINX cocyn0B (¢ur. 8). O6bemM ML
Oenpa yBenuuniics Ha 8 Henene B rpynne REGN2477+REGN1033 B Beicokoit no3e Ha 7,73% mo
cpaBHeHmo ¢ 0,88% B rpymnme mianedbo (HomuHanbHed p<0,001). Tlo cpaBHeHMIO C MIanedo
REGN2477+REGN1033 B cpenneii no3ze u REGNI1033 ornenpHO Takke 3HAYUTEIBHO
yBEIUYUBAIN 00beM MbILII Oepa. Y BeaumueHne odbemMa MbIL Oepa MOCTOSIHHO HAOJII01aI0Ch
y OTHENbHBIX CyOBEKTOB, KOTOPBIX JIeYaT KOMOMHALIMEH ¢ 3aBHCUMOCTBIO OT A03bl. ([laHHBIE He
MOKa3aHbI).

[00244] ITo cpasHenuto ¢ rutanebo B rpymne REGN2477+REGN1033 B BbICOKOH 103€
HaOJIFOIaIOCh 3HAYMTENIBHOE YyBEJTUUeHHe oOmel Oe3xkupoBoil macchl mocpencrsom DXA (p
<0,05) (¢ur. 9).

[00245] AnmeHaukyysipHas Oe3:kupoBas macca Tena (pacCUWTaHHAsh MO YPaBHEHUIO
aLBM) rpymm
REGN2477+REGN1033 no cpaBreHuro ¢ mranedo (rpymmel Hu3kod no3bl p<0,05, cpenHeil u

3HAUUTEJIbHO YBEJUYWIACh B  KaXIOW U3 JeueHns KOMOWHaIuen
BbICOKOMH 10361 p <0,001) (¢dur. 10). AnnenaukysipHasi O€3:KHPOBast Macca Tela yBEIUYIIACh Ha
8 Henene B rpynme cpenneit 10361 REGN2477+REGN1033 Ha 7,15% OT MCXOAHOTO YPOBHS IO
cpasHeHHIO ¢ 0,76% B rpynme miamne0o. AHAJIOTUYHO, alMeHANKYJIIpHas Oe3:KUpoBasi Macca Tea
yBenuuuiack B rpymnne REGN2477+REGN1033 B Bbicokoit 103€ Ha 5,7% OT UCXOTHOTO YPOBHS
1o cpaBHeHHIO ¢ 0,76% B rpynme mianedo.

[00246] Obwas *xupoBasi Macca 3HAYUTENIbHO YMEHBIINIACH B TPYIINE JICUEHUST BBICOKOU

nozoii REGN2477+REGN1033; oOmas skupoBasi Macca yMeHbLimiach: Ha 3,92% (rpymnma
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BBICOKOH JI03bI) MO cpaBHEHUIO ¢ Tuianebo Ha 0,5% (HomuHanbhbIH p<0,05)(¢ur. 11).

[00247] 1o cpaBHeHuIO ¢ mianedo oObeM MBI Oenpa, BKIKOYAs BHYTPUMBILIECYHYIO
JKUPOBYIO TKaHb U OOJBILINE COCYZbl, 3HAUUTEJIbHO YBEJIWYHIICS Ha 4 Henlene W Ha 8 Hexene B
KaKAOH M3 Trpynn cpeaHero M Bbicokoro ypoBHs 1036l REGN2477+REGN1033 u B rpymnmne
REGNI1033 (¢ur. 12). B rpynne Hmskoit no3si REGN2477+REGN1033 Taxke HaOmomanoch
3HAYUTENbHOE YBeJIMUeHHe Ha 4 Hepene oObeMa MBI Oenpa, BKIFOYAs BHYTPHUMBILIEUHYIO
JKUPOBYIO TKaHb U OOJBIINE COCY b IO CPABHEHHUIO C I1anedo.

[00248] AnmenamkyisipHas Oe3kupoBass Macca (CyMMa pPyK M HOT') 3HAYUTEIIBHO
yBenmuumiach Ha 4 w8 Hemene B KaKAOW U3 TIPyNm  JieUeHHs] KOMOHMHaLUEH
REGN2477+REGN1033 (p<0,05) o cpaBHeHuto ¢ mianedo (¢pur. 13).

[00249] AmnppounHas kupoBas Macca B IpyIIe JIEYEHUs BBICOKOH J030M
REGN2477+REGN1033 Taxke 3HauuTeNnbHO yMeHbimuiach (¢ur. 14). AngpounnHas >kuposast
Macca yMeHbmnach Ha 6,6% B rpynne REGN2477+REGN1033 B BBICOKOH 103€ IO CPABHEHUIO
C OTCYTCTBHEM YMEHBLICHHsI B IPyIax ranedo.

[00250] OGbeM BHY TPUMBIILEYHOM KUPOBOM TKaHH Oenpa (cM?) 3HAYUTENBHO Y BETMYMIICS
Ha 8 Henmene B rpymne REGN2477+REGN1033 B Beicokoi no3ze (p<0,05) mo cpaBHEHHUIO ¢
manebo (¢gur. 15).

[00251] CHmxeHne >KUpOBOH TKaHU B IPYIIE BBICOKOH 03Bl HAOMIOJANOCH MO CyMMe
BHYTPUMBIIIEYHON M MeXMbIledHoH kxupoBoi Tkauu (IMAT) (¢ur. 16) u B rpynne HuU3KOH H
cpenHeil 103l MOAKOXKHON skupoBoi TkaHH. (Pur. 17). HaoGopoT, BHy TpUMBIIIEUHAs! KUPOBAst
TKaHb Oelpa yBeJMYWJIACh B TPyIIe BBICOKOW 103kl 70 8% MO CpaBHEHHIO ¢ Tuianedo ¢
yMeHbleHneM Ha 4%. (Pur. 17).

[00252] B rpymmie REGN2477+REGN1033 B BbICOKOU 103€ 3HAYUTEIHHO yBEIUIHINUCH
BCE OCHOBHBIE TIOKa3aTeNId 00beMa MBI 1 0€3KHUPOBOM MAaCChI IO CPABHEHUIO C I1aedo Kak Ha
4 Hepene, Tak W Ha 8 Hezene; BIUsIHUE Ha 4 Heele ObLIO B LIEJIOM MEHEe BBIPAXKEHHBIM, YeM Ha 8
Henene (Tabmuua 9). B tabnuie 9 Hibke MOKa3aHbl CBOJHbBIE JaHHBIE MPOIIEHTHOTO U3MEHEHUS
OCHOBHBIX ITOKa3aTeJNieil CoCTaB Tena Ha 8 Henese (TpeIcTaBIeHbI MMOJIHAsI BBIOOPKA JUJIs aHAJIH3A,

cpennue 3HaueHust LS u SE).



[00253] Tabmuua 9. CBonHble naHHBIE M3MeHeHus cocTaBa Tena Ha 8 Hexene

Koneunas Touka Huskas Cpennsis Bricokas
ITnane6o R1033 R2477 R2477 (1 | R2477 R2477
(6 mr/kr) (10 mr/xr) MI/KT) (3 mr/kr) (10 mr/kr)
+R1033 +R1033 +R1033
(n=12) (n=6) (n=6) (n=16) (n=16) (n=12)
Ob6vem wbmn | %  Hsmenenme ot | 0,88 (1,05) 4,61 2,85 3,51 6,19 7,73
Oenpa HCXO/IHOTO YPOBHS (1,49) (1,49) (1,49) (1,48) (1,05)
Paznuune o 3,73 1,97 (1,82) 2,63 5,31 6,85
CPaBHEHHIO ¢ I1anedo (1,82)* (1,82) (1,82)* (1,48)**
OOwas %  Hsmenenme ot | 1,31 (0,64) 2,18 1,94 3,16 4,67 431
besxuposas HCXOHOTO YPOBHs (0,89) (0,90) (0,89) (0,89) (0,63)
macca Paznuuue o 0,88 0,63 1,85 3,37 3,00
MIOCPENCTBOM CPaBHEHHIO ¢ Tuianebo (1,10) (1,11) (1,10) (1,10)* (0,89)*
DXA
Amnengukynsip | %  Usmenenue ot | 0,76 (0,73) 2,65 2,37 3,72 7,15 5,72
Hast be3xupoBas | HCXOAHOTO yPOBHS (1,03) (1,03) (1,03) (1,04) (0,73)
Macca Tena Pazauuue 13 (0] 1,90 1,61 2,96 6,39 4,97
CPaBHEHHUIO ¢ 1anedo (1,27) (1,26) (1,26)* (1,27)** (1,03)**
OOwas %  Hsmenenme ot | -0,65 -2,76 -1,34 -0,85 -2,73 -4,57
’Kupoast macca | HICXOJHOTO yPOBHs (1,12) (1,60) (1,58) (1,58) (1,58) (1,12)
MOCPEICTBOM Paznuuue o -2,11 -0,69 -0,2 -2.,08 -3,92
DXA CPaBHEHHUIO ¢ 1anedo (1,96) (1,93) (1,93) (1,93) (1,58)*
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*p <0,05; ** p<0,001

[00254] B Tabamue 9 BbIle H3MEHEHHs OT HCXOAHOTO YPOBHSI U Pa3JIMYHs IO CPABHEHHUIO C TUIAe00 MPEACTABISIOT COOON CpeHIe 3HAYECHHUS
MeTronoM HanMeHbInux kBanpatoB (LS) Ha ocHoBe monmene ANCOVA ¢ uMCXOXHBIM YPOBHEM B KadeCTBE KOBapUaThl U JICUEHHEM B Ka4deCTBE
¢ukcupoBannoro axropa. Crangaprasle ommmoOku (SE) u p-3rauenns taxoke B3aTbl 13 ANCOVA. [IpuBeneHsl HOMHHAIBHBIE P-3HAYEHMS.

[00255] MaccoBasi TJIOTHOCTh MHUHEPAJTBHBIX BelecTB KOCTHOU TkaHu (BMD) u MaccoBoe comepskaHue MUHEPAJbHBIX BEIEeCTB B KOCTHOM
tkanu (BMC) mmepsimm mocpenctBoMm DXA, kak mokazano B tabmuue 10. Ilpu Beicokoit mose R2477+R1033 yBenuuuBain copepskaHue
MHUHEPAJIbHBIX BEIIECTB B KOCTHOH TKaHH, KOTOPOE M3MepsoT ¢ momoinbto DXA, xoTs oOmas MuHepajgbHas IUIOTHOCTb KOCTHOW TKaHU He
n3MeHmnach (Tadanma 10).

[00256] Cymmy >kupOBOM Macchl pyK M HOT U3MeEPsUIH, Kak nmoka3aHo B Tabnuue 10. ITpu Bbicokoit noze R2477+R1033 ymeHbmanu cymmy
JKHPOBOH Macchl pyk U Hor (p< 0,05).

[00257] laHHbIe aHATM3a OCHOBHBIX KOHEYHBIX TOUYEK MOKa3aHHBI B Tabmuie 10 Hioke.

[00258] Tabmuua 10: ITepBuuHbIi aHATN3 KOHEYHBIX TOYEK 3((PEKTHBHOCTH
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MMapameTp Mocemenne Ananus Inauedo R2477 R1033+R2 R1033+R24 R1033+R24
(n=12) (10 wmr/kr) 477 77 77
R1033
B/B (1 mr/kr) (3 Mr/kr) (10 mr/kr)
n=06

( ) (n=6) B/B(n=6) B/B(n=06) B/B (n=12)
Ob6wvem wmpbimeunoit LS Cpennee 3nauenne (SE) 4 nenenss 0,37 3,27 0,27 4,96 4,61 5,92
TKaHu Oempa (cm?), (0,76) (1,07) (1,08) (1,08) (1,07) (0,76)

3a  HUCKIIOUEHHEM
BHY TPUMBILIEYHOU

KupoBont TkaHu U

bonpmnx
Cocynos/%
U3MEHEeHUE
LS Cpennee paznuuue (SE)/4 nenerst 2.9 -0,11 4,59 4,24 5,55
(1,32)* (1,32) (1,32)* (1,31)* (1,07)**
LS Cpennee 3nauenue (SE)/8 nenens 0,88 4,61 2,85 3,51 6,19 7,73
(1,05) (1,49) (1,49) (1,49) (1,48) (1,05)
LS Cpennee paznuuue (SE)/8 nenest 3,73 1,97 2,63 531 6,85
(1,82)*  (1,82) (1,82) (1,82)* (1,48)%*
H3meneHue LS Cpennee 3nauenue (SE)/4 venens 1,64 13,95 -0,14 20,29 18,77 245
(3,26) (4,61) (4,63) (4,63) (4,61) (3,26)
LS Cpennee pasmnune (SE)/4 nenens 12,32 -1,78 18,65 17,14 22.86

(5,65)* (5,66) (5,67)* (5,64)* (4,61)**




O6neMm MBIIIIL]
bempa

(c™md), BKJTIOYAsT
BHY TPHUMBIIIEYHY FO

KupoByro TkaHb U
bonbmue
Cocynsr/%

HU3MCHCHHE

HU3MCHCHHEC

LS Cpennee 3nauenue (SE)/8 Henens

LS Cpennee paznuuue (SE)/8 Henens

LS Cpennee 3nauenue (SE)/4 nenens

LS Cpennee paznuuue (SE)/4 nenerst

LS Cpennee 3nauenue (SE)/8 nenens

LS Cpennee paznuuue (SE)/8 nenest

LS Cpennee 3nauenue (SE)/4 nenens

3,5
(4,13)

0,21
(0,78)

0,85
(1,06)

0,99
(3,45)

66

20,42
(5,85)
16,91
(7,17)*
3,32
(1,1)

3,1
(1,35)*
4,14
(1,51)
3,29
(1,84)
14,76
(4,89)

11,22
(5,87)
7,71

(7,18)
-0,2
(1,11)

-0,41
(1,36)
2,47
(1,52)
1,62
(1,85)
2,61
(4,94)

14,55
(5,88)
11,05
(7,19)
5

(1,11)

4,79
(1,35)*
3,14
(1,51)
2,29
(1,85)
21,22
(4,91)

25,44
(5,85)
21,94
(7,16)*
4,49
(L1)

4,28
(1,35)*
5,99
(1,5)
5,14
(1,84)*
19,35
(4,89)

31,95
(4,14)
28,45
(5,85)**
5,76
(0,78)

5,54
(l’ l)**
7,41
(1,06)
6,57
(1,5)%*
2522
(3,45)




AnneHauKyJaspHast
Oe3xupoBasi Macca
Tena (pacyuTaHHAs
o yPaBHEHUIO
aLBM)

(xr)/% n3meHeHue

Hsmenenue

LS Cpennee paznuuue (SE)/4 Henens

LS Cpennee 3nauenue (SE)/8 Henens

LS Cpennee paznuuue (SE)/8 Henens

LS Cpennee 3nauenue (SE)/4 nenens

LS Cpennee paznuuue (SE)/4 nenerst

LS Cpennee 3nauenue (SE)/8 nenens

LS Cpennee paznuuue (SE)/8 Henenst

LS Cpennee 3nauenue (SE)/4 nenens

3,55
(4,42)

0,31
(0,74)

0,76
(0,73)

-0,05
(0,13)
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13,77
(5,99)*

19,54
(6,25)
15,99
(7,66)*
1,26
(1,04)

1,57
(1,28)
2,65
(1,03)
1,9
(1,27)
0,23
(0,18)

3.6
(6,02)

9,26
(6,32)
5,72
(7,7)
2,15
(1,04)

2,46
(1,28)
2,37
(1,03)
1,61
(1,26)
0,35
(0,18)

20,24
(6,01)*

13,64
(6,29)
10,09
(7,69)
4,26

(1,04)

4,57
(1,28)**
3,72
(1,03)
2,96
(1,26)*
0,73
(0,18)

18,36
(5,98)*

26,04
(6,25)
22,49
(7,65)*
4,77
(1,05)

5,08
(1,20)%*
7,15
(1,04)
6,39
(1,27)%*
0,84
(0,18)

2423
(4,88)**

32,27
(4,42)
28,72
(6,25)**
3,7
(0,74)

4,01
(1,04)%*
5,72
(0,73)
4,97
(1,03)**
0,63
(0,13)




OOmmas
besxuposast macca

(xr)/% n3meHeHue

HN3MCHCHUEC

LS Cpennee paznuuue (SE)/4 Henens

LS Cpennee 3nauenne (SE)

LS Cpennee paznuuue (SE)/8 Henens

LS Cpennee 3nauenue (SE)/4 nenens

LS Cpennee paznuuue (SE)/4 nenens

LS Cpennee 3nauenue (SE)/8 nenens

LS Cpennee paznuuue (SE)/8 nenerst

LS Cpennee 3nauenue (SE)/4 nenens

LS Cpennee paznuuue (SE)/4 nenest

LS Cpennee 3nauenue (SE)/8 nenens

LS Cpennee paznuuue (SE)/8 Henens

0,11
(0,13)

0,16
(0,56)

1,31
(0,64)

0,08
(0,23)

0,53
(0,27)
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0,28
(0,22)
0,45
(0,19)
0,33(0,23)

0,71
(0,79)

0,55
(0,97)
2,18
(0,89)
0,38
(L1
0,25
(0,33)
0,17
(0,41)
0,86
(0,37)
0,33
(0,46)

0,4
(0,22)
0,41
(0,19)
0,29
(0,23)
1,53
(0,79)

1,37
(0,98)
1,94
(0,9)
0,63
(1,11)
0,61
(0,33)
0,54
(0,41)
0,78
(0,37)
0,25
(0,46)

0,78
(0,22)*
0,64
(0,18)
0,53
(0,23)*
3,42(0,79)

3,26
(0,98)*
3,16
(0,89)
1,85
(L1
1,42
(0,33)
134
(0,41)*
127
(0,37)
0,74
(0,46)

0,89
(0,22)**
1,28
(0,19)
1,16
(0,23)**
3,52
(0,79)

3,36
(0,98)*
4,67
(0,89)
3,37
(L,D*
1,44
(0,33)
136
(0,41)*
1,92
(0,37)
1,39
(0,46)*

0,68
(0,18)**
1,02
(0,13)
0,91
(0,18)**
2,84
(0,56)

2,69
(0,79)*
431
(0,63)
3
(0,89)*
1,14
(0,23)
1,07
(0,33)*
1,8
(0,26)
1,26
(0,37)*




AnneHauKyspHas
besxuposass macca
(cymma

0e3°KHPOBON MacChl
pyk u Hor) (xr)/%

HU3MCHCHHE

H3MCHCHUEC

OOmast  YKuposas
macca (xr)/%

HU3MCHCHHE

LS Cpennee 3nauenue (SE)/4 nenens

LS Cpennee paznuuue (SE)/4 nenens

LS Cpennee 3nauenue (SE)/8 nenens

LS Cpennee paznuuue (SE)/8 nenens

LS Cpennee 3nauenue (SE)/4 nenens

LS Cpennee paznuuue (SE)/4 nenerst

LS Cpennee 3nauenue (SE)/8 nenens

LS Cpennee paznuuue (SE)/8 Henenst

LS Cpennee 3nauenue (SE)/4 nenens

0,35
(0,74)

0,95
(0,72)

-0,06
(0,14)

0,17
(0,14)

0,11
(0,81)
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1,2
(1)

1,56
(1,25)
2,51
(0,97)
1,56
(1,22)
0,23
(0,18)
0,28
(0,23)
0,44
(0,18)
0,27
(0,23)
1,15
(1,15)

2,02
(1)

2,37
(1,24)
2,22
(0,97)
1,28
(1,21)
0,35
(0,18)
0,41
(0,23)
0,4
(0,18)
0,23
(0,23)
1,32
(1,14)

4,06
(1)

4,42
(1,24)%*
3,53
(0,97)
2,58
(1,21)*
0,73
(0,18)
0,79
(0,23)*
0,64
(0,18)
0,48
(0,23)*
-0,76
(1,14)

451
(1)

4,87
(1,26)**
6,74
(0,98)
5,79
(1,23)%*
0,83
(0,19)
0,89
(0,23)**
1,26
(0,18)
1,09
(0,23)**
1,52
(1,14)

3,54
(0,71)

3,89
(1,02)%*
5,48
(0,69)
4,53
(0,99)**
0,64
(0,13)
0,69
(0,19)**
1,02
(0,13)
0,86
(0,19)**
2,58
(0.8)




HU3MCHCHHE

AHpapounHas
KUPOBasi macca

(xr)/% n3mMeHeHue

LS Cpennee paznuuue (SE)/4 Henens

LS Cpennee 3nauenue (SE)/8 Henens

LS Cpennee paznuuue (SE)/8 Henens

LS Cpennee 3nauenue (SE)/4 nenens

LS Cpennee paznuuue (SE)/4 nenens

LS Cpennee 3nauenue (SE)/8 nenens

LS Cpennee paznuuue (SE)/8 nenerst

LS Cpennee 3nauenue (SE)/4 nenens

LS Cpennee paznuuue (SE)/4 nenest

LS Cpennee 3nauenue (SE)

LS Cpennee paznuuue (SE)/8 Henens

-0,65
(1,12)

0,07
(0,21)

-0,04
(0,28)

0,21
(1,3)

-0,05
(1,69)
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-1,04
(1,41)
2,76
(1,6)
2,11
(1,96)
-0,18
(0,3)
-0,25
(0,36)
-0,54
(0,4)
-0,5
(0,49)
-1,57
(1,85)

-1,35
(2,26)
235
(2.4)
2,31
(2,93)

1,42
(1,39)

-1,34

(1,58)

-0,69

(1,93)

0,29

(0,29)

0,23

(0,36)

-0,46

(0,4)

-0,42 (0,49)

0,44
(1,84)

0,65
(2,25)
4,67
(2,39)
-4.62
(2,92)

-0,65
(1,39)
-0,85
(1,58)
-0,2
(1,93)
-0,29
(0,29)
-0,36
(0,36)
-0,34
(0,4)
-0,3
(0,49)
2,47
(1,84)

2,25
(2,25)
-1,71
(2,39)
-1,66
(2,93)

-1,41
(1,39)
2,73
(1,58)
2,08
(1,93)
-0,38
(0,29)
-0,45
(0,36)
-0,75
(0.4)
-0,71
(0,49)
1,8

2

(1,83)

-1,59
(2,25)
2,62
(2,38)
2,57
(2,92)

2,47
(1,14)*
4,57
(1,12)
3,92
(1,58)*
0,6
(0,21)
-0,67
(0,29)*
1,16
(0,28)
1,12
(0,4)*
-3,94
(1,3)

3,73
(1,83)*
-6,65
(1,69)
6,61
(2,38)*




HN3MCHCHHE

O6rem

BHY TPUMBILIEYHOU
Kuposont  TkaHu
benpa

(cM?)/% obbem

HU3MCHCHHEC

LS Cpennee 3nauenue (SE)/4 nenens

LS Cpennee paznuuue (SE)/4 Henens

LS Cpennee 3nauenue (SE)/8 nenens

LS Cpennee paznuuue (SE)/8 Henens

LS Cpennee 3nauenue (SE)/4 nenens

LS Cpennee paznuuue (SE)/4 nenerst

LS Cpennee 3nauenue (SE)/8 nenens

LS Cpennee paznuuue (SE)/8 nenest

LS Cpennee 3nauenue (SE)/4 nenens

LS Cpennee paznuuue (SE)/4 Henenst

0,03
(0,03)

0,03
(0,04)

2,9
®)

4,19
(4,21)

-0,09
(0,13)
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0,01
(0,04)
-0,01
(0,05)
-0,01
(0,05)
-0,04
(0,06)
-2
(4,24)

0,9
(5,22)
3,35
(5,96)
0,84
(7,34)
-0,07
(0,18)
0,02
(0,22)

0
(0,04)
-0,02
(0,05)
-0,09
(0,05)
-0,11
(0,06)
-3,44
(4,23)

-0,54
(5,17)
0,65
(5,95)
4,84
(7,26)
-0,2
(0,18)
0,11
(0,22)

-0,05
(0,04)
-0,07
(0,05)
-0,03
(0,05)
-0,06
(0,06)
6,19
(4,28)

9,09
(5,27)
1,14
(6,02)
5,33
(7,41)
0,14
(0,18)
0,23
(0,22)

-0,04
(0,04)
-0,06

(0,05)
-0,07

(0,05)
-0,1
(0,06)
-2,99

(4,24)

-0,09
(5,17)
3,88
(5,96)
0,31
(7,27)
0,12
(0,18)
-0,03
(0,22)

-0,07
(0,03)
-0,1
(0,04)*
-0,13
(0,04)
-0,16
(0,05)*
8,25
(2,98)

11,15
(4,23)*
7,26
(4,19)
11,45
(5,95)
0,24
(0,13)
0,33
(0,18)




Cymma

BHY TPUMBILIEYHOU
U MEXMBIIIEYHOU
JKUPOBOU TKaHU
(IMAT)/%

HN3MCHCHHE

Hsmenenue

LS Cpennee 3nauenue (SE)/8 Henens

LS Cpennee paznuuue (SE)/8 Henens

LS Cpennee 3nauenue (SE)/4 nenens

LS Cpennee paznuuue (SE)/4 nenens

LS Cpennee 3nauenue (SE)/8 nenens

LS Cpennee paznuuue (SE)/8 nenerst

LS Cpennee 3nauenue (SE)/4 nenens

LS Cpennee paznuuue (SE)/4 Henenst

LS Cpennee 3nauenue (SE)/8 nenens

0,17
(0,17)

0,98
(1,4)

0,94
(1,49)

1,05
(1,65)

0,69
(1,8)
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-0,13
(0,24)
0,04
(0,3)
-3,09
(1,98)

-4.07
(2,43)
-0,12
(2,12)
-1,06
(2,6)
3,45
(2,34)
45
(2,87)
0,28
(2,56)

-0,02
(0,24)

0,15

(0,3)

1,63 (1,99)

0,65
(2,43)
0,26
(2,13)
-0,68
(2,59)
2,29
(2,35)
1,24
(2,87)
0,48
(2,57)

-0,08
(0,25)
0,09
(0,3)
-2,09
(2,03)

-3,07
(2,47)
-0,5
(2,17)
-1,44
(2,64)
32
(2.4)
425
(2,92)
1,73
(2,62)

-0,22
(0,24)
-0,05
(0,3)
1,75
(1,99)

0,77
(2,43)
-1,63
2,12)
2,57
(2,59)
1,03
(2,35)
0,38
(2,87)
-1,97
2,57)

0,2
(0,17)
0,37
(0,24)
-1,54
(1.4)

2,52
(1,98)
2,76

(1,49)
3,7
2,11)
1,75

(1,65)
2.8
(2,33)
3,04

(1,81)




O6wem IloakoxxHON
’Kuposoli TkaHu

(c™m?)/% u3meHenue

HU3MCHCHHE

Cymma  xupoBoi
Maccel pyK U HOT

(xr)/% n3meHeHue

LS Cpennee paznuuue (SE)/8 Henens

LS Cpennee 3nauenue (SE)/4 Henens

LS Cpennee paznuuue (SE)/4 nenens

LS Cpennee 3nauenue (SE)/8 nenens

LS Cpennee paznuuue (SE)/8 nenens

LS Cpennee 3nauenue (SE)/4 nenens

LS Cpennee paznuuue (SE)/4 nenerst

LS Cpennee 3nauenue (SE)/8 nenens

LS Cpennee paznuuue (SE)/8 nenerst

LS Cpennee 3nauenue (SE)/4 nenens

1,27
(1,02)

1,31

2

(1,21)

-3,94
(3,83)

4,74
(4,74)

-0,8
(1,01)
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-0,4
(3,14)
0,05

(1,45)

1,32
(1,78)
1,01
(1,71)
-0,31
(2,11)
0,35
(5,42)
4,29
(6,68)
5,7
(6,7)
0,95
(8,26)
-0,59
(1,44)

-0,21
(3,13)
-0,26

(1,47)

1,01
(1,82)
1,56
(1,75)
0,25
(2,15)
-0,74
(5,52)
3,19
(6,8)
5,53
(6,83)
0,79
(8,41)
1,89
(1,42)

2,42
(3,19)
-1,67

(1,44)

-0,4
(1,76)
-3,73
(1,71)
-5,04
(2,09)*
-8,23
(5,39)
43
(6,6)
-17,58
(6,67)
2233
(8,16)*
0,48
(1,42)

2,66
3,13)
-1,98

(1,44)

-0,71
(1,76)
-3,04
(1,7)
-4.36
(2,09)*
3,02
(5,39)
0,92
(6,6)
-8,75
(6,66)
-13,5
(8,17)
2,87
(1,42)

3,73
(2,55)
-1,76

(1,02)

-0,49
(1,44)
-1,45
(1,21)
2,77
(1,7)
7,29
(3,82)
3,35
(5,39)
5,55
(4,73)
-10,3
(6,66)
3,31
(1)




HU3MCHCHHE

OOwasts Maccosas

IJIOTHOCTDb

MuHepanbHbIX

BEILIECTB B KOCTHOM

TKAHHU
(Fem?)/%

HU3MCHCHHE

(BMD)

LS Cpennee paznuuue (SE)/4 Henens

LS Cpennee 3nauenue (SE)/8 Henens

LS Cpennee paznuuue (SE)/8 Henens

LS Cpennee 3nauenue (SE)/4 nenens

LS Cpennee paznuuue (SE)/4 nenens

LS Cpennee 3nauenue (SE)/8 nenens

LS Cpennee paznuuue (SE)/8 nenerst

LS Cpennee 3nauenue (SE)/4 nenens

LS Cpennee paznuuue (SE)/4 Henenst

0,47
(1,34)

-0,09
(0,12)

-0,05
(0,15)

0,05
(0,25)
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0,21
(1,78)
-2,44
(1,9)
-1,97
(2,35)
-0,06
(0,17)
0,02
(0,2)
-0,26
(0,22)
-0,21
(0,27)
-0,22
(0,36)

0,27
(0,43)

2,69
(1,74)
0,11
(1,87)
0,58
(2,31)
0,21
(0,16)
0,3
(0,2)
-0,03
(0,21)
0,02
(0,26)
-0,48
(0,35)

0,53
(0,43)

1,28
(1,74)
0,27
(1,87)
0,74
(2.3)
0,01
(0,16)
0,09
(0,2)
-0,07
(0,21)
-0,02
(0,26)
-0,04
(0,36)

-0,09
(0,44)

2,07
(1,74)
3,51
(1,87)
-3,04
(2.3)
-0,33
(0,16)
-0,25
(0,2)
-0,41
(0,21)
-0,37
(0,26)
0,47
(0,36)

0,42
(0,44)

2,51
(1,42)
5,2
(1,32)
4,73
(1,88)*
-0,41
(0,11)
-0,33
(0,16)
-0,62
(0,15)
-0,58
(0,22)*
0,55
(0,25)

0,5
(0,35)




HU3MCHCHHE

OOmee maccoBoe
comepkaHue
MHHEPATbHBIX
BEIECTB B KOCTHOM
TKaHU (BMC)

(xr)/% n3mMeHeHue

LS Cpennee 3nauenue (SE)/8 nemenst  -0,01
(0,28)

LS Cpennee paznuuue (SE)/8 Henens

LS Cpennee 3nauenue (SE)/4 negens 0
(0,003)

LS Cpennee paznuuue (SE)/4 nenens
LS Cpennee 3nauenue (SE)/8 negens 0
(0,003)

LS Cpennee paznuuue (SE)/8 nenens

LS Cpennee 3nauenue (SE)/4 nenens 0,1
(0,28)

LS Cpennee paznuuue (SE)/4 Henenst

LS Cpennee 3nauenue (SE)/8 nenens ~ -0,42
(0,26)
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-0,47
(0,4)
-0,46
(0,49)
-0,002
(0,004)
0

(0)
-0,006
(0,004)
-0,01
(0,01)
-0,16
(0,4)

-0,26
(0,49)
-0,27

(0,36)

-0,72
(0,4)
-0,71
(0,49)
-0,005
(0,004)
-0,01
(0)
-0,008
(0,004)
-0,01
(0,01)
-0,23
(0,4)

-0,33
(0,49)
-0,48

(0,36)

-0,08
(0,4)
-0,07
(0,5)

0
(0,004)
0

(0)

0
(0,004)
0
(0,01)
0,25
(0,4)

0,15
(0,49)
-0,08

(0,36)

-0,22
(0,41)
-0,21
(0,5)
0,005
(0,004)
0

()
-0,002
(0,004)
0
(0,01)
-0,19
(0,4)

-0,29
(0,49)
-0,56

(0,36)

0,16
(0,28)
0,17
(0.4)
0,006
(0,003)
0,01
(0)
0,002
(0,003)
0

(0)
0,62
(0,28)

0,52
(0,4)
0,65
(0,25)




HU3MCHCHHE

T-nmokazarenp OJst

OO6miero

H3MCHCHUEC

HU3MCHCHHE

Tena/%

LS Cpennee paznuuue (SE)/8 Henens

LS Cpennee 3nauenue (SE)/4 Henens

LS Cpennee paznuuue (SE)/4 Henens

LS Cpennee 3nauenue (SE)/8 nenens

LS Cpennee paznuuue (SE)/8 nenens

LS Cpennee 3nauenue (SE)/4 nenens

LS Cpennee paznuuue (SE)/4 nenerst

LS Cpennee 3nauenue (SE)/8 nenens

LS Cpennee paznuuue (SE)/8 nenerst

LS Cpennee 3nauenue (SE)/4 nenens

LS Cpennee paznuuue (SE)/4 Henenst

0,002
(0,006)

-0,009
(0,006)

-18,26
(18,01)

20,87
(17,94)

0,01
(0,03)
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0,16
(0,45)
-0,003
(0,009)
-0,01
(0,01)
-0,007
(0,008)
0
(0,01)
-51,19
(25,74)

-32,03
(31,23)
-58,54
(25,64)
37,67
(31,11)
-0,03
(0,05)
-0,04
(0,06)

-0,05
(0,44)
-0,005
(0,009)
-0,01
(0,01)
-0,011
(0,008)
0
(0,01)
-2,95
(25,45)

15,31
(31,1)
3,83
(25,35)
24,71
(30,98)
-0,07
(0,05)
-0,07
(0,06)

0,34
(0,44)
0,006
(0,009)
0
(0,01)
-0,001
(0,008)
0,01
(0,01)
-6,66
(25,7)

11,6
(31,56)
5,16
(25,6)
26,04
(31,44)
0
(0,05)
-0,01
(0,06)

-0,14
(0,44)
-0,003
(0,009)
-0,01
(0,01)
-0,012
(0,008)
0
(0,01)
-39,76
(25,87)

21,5
(31,73)
23,12
(25,77)
44
(31,61)
0,06
(0,05)
0,06
(0,06)

1,07
(0,36)*
0,014
(0,006)
0,01
(0,01)
0,014
(0,006)
0,02
(0,01)*
-0,9
(17,96)

17,37
(25,43)
8,49
(17,89)
2936
(25,33)
0,08
(0,03)
0,07
(0,05)
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LS Cpennee 3nauenue (SE)/8 nenenst 0 -0,07 -0,1 -0,01 -0,03 0,03
(0,04) (0,05) (0,05) (0,05) (0,06) (0,04)

LS Cpennee paznuuue (SE)/8 Henens -0,07 -0,1 -0,01 -0,03 0,03
(0,07) (0,07) (0,07) (0,07) (0,05)

ITpumeuanne: CpenHue 3HaAUEHUs] METOAOM HauMeHbIUX kBaapatoB (LS), cranmpaptabie ommnbku (SE) u p-3Hauenue B3satel u3 ANCOVA.
Monens conepkuT 0a30BOe U3MEPEHNE B KaUeCTBE KOBAPUATHI U JICUCHNUE B kKadecTBe (PUKCUPOBAHHOTO (pakTopa.

* obosHauaer p-3HaueHue < 0,05; ** obo3Havaer p-3naueHue < 0,001.



78

[00259] Tlo cpaBHeHuro ¢ ranedbo komOuHamusi R2477+R1033 3HaumuTenbHO
yBeJIUYMBajia 00beM MBI Oenpa v 001y Oe3:KUPOBYIO MAacCy B rpyIax CPeaHeH U BBICOKOU
no3bl (pur. 8 u 9), 3HAYNTENHHO YBETUUMBAJA ANMEHIUKYJSPHYIO O€3)KMPOBYIO Maccy Tena B
rpymmnax Bcex 103 (pur. 10) u 3HAUNUTENPHO yMEHbLIaNa OOIIYI0 KMPOBYIO Maccy, a TaKkKe
AHJAPOHUIIHYIO SKMPOBYIO MAcCy B Tpyrre BbICOKOH 103kl (Tabmuma 10). R2477+R1033 B rpymnme
BBICOKOW J03bl 3HAYUTEIBHO YyBEJIWYHMBAJA BCE OCHOBHBIE IOKa3aTeN oOOBeMa MBI U
0€e3:KNpOBOI MacChl 10 CPAaBHEHHUIO ¢ IuIanedo, Kak Ha 4 Hezene, Tak U Ha 8 Henese; BIUsSHIE Ha
4 Henene ObUIO B LIEJIOM MEHEE BbIpAXKEHHBbIM, ueM Ha 8 Henene (tabmuua 10). Ha 8 Henene B
rpymmne BbIcOKOW n03bl R2477 mporuB axktmBuHa A+R1033 mporuB GDF8 wnabmomanoce
yBeNIu4deHHoe % N3MeHeHHe OOINero Coaep kaHusl MUHEPAIbHBIX BEIIECTB B KOCTHOM TKaHH IO
CpaBHEHHMIO C IUIane0o, KOoTopoe u3MepsitoT ¢ momombio DXA, xors ofmiasi MuHepajibHas
IUIOTHOCTb KOCTHOW TKAHU He M3MeHmach (tadmimua 10).

be3onacHocTh

[00260] Bce Bo3Hukine npu edeHun HexkenarenbHble siByieHus: (TEAE) umenu TsxecTsb
OT JIETKUX JI0 CPEIHHX 3a UCKIoueHueM oaHoro tsokenoro TEAE ‘nepenoma yiyueBoi KOCTH , O
KOTOPOM COO0IIMI CyObeKT U3 rpynibl mwianeto. Cepbe3HbIX HeXKeNATeNIbHbIX SBJICHUM, CMepTei
u npekpauiennii gedenus uz-3a TEAE ne 6put0. I'onosHast 6onb Obuta Hanbosee yacteiM TEAE B
KaXIOH W3 IPYIII JIe4eHus:, BO3HUKas1 y 58,3% Bcex cyObekToB uccienoBanus uy 50% cyObekToB
riare6o. MpleyHsle cra3Mbl, TOIHOTA M U3bsI3BJIEHHE BO pTy Obutn Apyrumu yactbiMu TEAE
B rpynnax REGN2477+REGN1033, kortopsie Bo3HuKaIM y 25% miu Oojiee CyObeKTOB B rpyIax
¢ komOuHanmeit R2477+R1033; stu TEAE BcTpeuanuch pexke B rpymnmne rmianedo, HO, MO-
BUAMMOMY, He OBLIO YeTKOH 3aBUCHMOCTH OT 103bl. He OBbLJIO 4eTKMX CUTHAJIOB O KPOBOTEYESHUN
WIN Auapee, HeXXeNaTeIbHbIX SBJICHHUSX, CBSI3aHHBIX C OJOKamol perentopoB akTuBuHA. OOHO
TEAE B Buie HOCOBOT'O KPOBOTEUEHUS (MPEINOYTHTEbHBIH TEPMUH 3THCTAKCUCA) TIPOU3OIILIIO B
rpynne, nonay4asiieii 103y R2477+R1033 - ono ncuesno uepes 9 MUHYT.

[00261] OG30p MOTEHIHANBHO KJIMHUYECKH 3HAYUMbIX 3Ha4deHuil (PCSV) He BbIsIBII
3HaUUTENbHbIX pasmuuuii Mexny REGN2477+REGN1033 u mmanebo B s1abOpaToOpHBIX
UCCIIEIOBAHMAX, MOKA3aTeNsIX )KU3HEHHO BakHBIX (QyHKImi 1 KT, koTopsle yka3piBamu Obl Ha
orpunarenbheie 3¢¢pexktei REGN2477+REGN1033. B kareropusix jaboparopuil, mokasarenei
KU3HEHHO BaxHbIX ¢yHkmmid u OK[T B rpymmax KOMOWHHPOBAHHOW —JO3UPOBKU
REGN2477+REGN1033 6buio 0-2 cyobekra ¢ PCSV (N u3 24); omHako MPOLEHT CYOBEKTOB ¢
PCSV 0Obin paBeH win HUXKe, 4eM B rpymie mianedo. He ObLI0 BBISIBJIEHO BBI3BAHHBIX JICYEHHEM
PCSYV, cBs3aHHBIX ¢ QyHKIIMOHAJIBHBIMU TECTAMH MEUEHH.

BriBognl

[00262] V¥V 300pOBBIX SKEHIIWH B TMOCTMEHOIAy3€¢ ONHOKPATHBIE BHYTPUBEHHBIE IO3bI
REGN2477+REGN1033 yBenuuuBaiu oObeM MbIII Oenpa, OOImyr0 OE3:KUPOBYIO Maccy U
ANMeHANKYJSIPHYI0 Oe3kupoByro Maccy Tena. OOHMM W3 HEOXKHIAHHBIX OTKPBITHH ObLia
OJHOPOAHOCTh U3MEHEHUH MBI Oepa: y BCEX JIHLL, MOBEPTIINXCS BO3IEHCTBHIO KOMOWHALIHH,
HaOmroanoch yBenudeHne oObema Mblmi Oenpa, kak mokasaHo Ha ¢ur. 4. Kpome Toro,

onHOKpaTHble BHyTpuBeHHBIE 10361 REGN2477+REGN1033 cHmkanu ob1mee KOIUIeCTBO JKUPa
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U B YaCTHOCTH, aHIPOHUIHYIO KHUpOBYI0 Maccy. Obpadorka tompko REGN1033 yeenmuusana
o0beM mbIII Oeapa.

[00263] B obmem, REGN2477, REGN1033 u REGN2477+REGN1033 B 3TOM
KJIMHUYECKOM HCCJIEJOBAHNH, KaK CUMUTAETCS, UMEIOT MPHEMIIEMbIH Npoduib Ge30macHOCTH U
xopotro nepeHocsTes. He ObIIo cepbe3HbIX HEXKeNaTeIbHbIX SBICHHH.

[00264] OObeM Hacrosimero M300pETeHHsT HE CIEAYyeT OrpPaHUYMBATH KOHKPETHBIMHU
BApUAHTAMHU OCYIIECTBIIEHHs, OINUCAHHBIMM B JaHHOM JOKyMeHTe. JlefcTBUTENbHO,
CHeLMAINCTaM B JAHHON OONACTH W3 BBIIENEPEYHCICHHOTO OIMUCAHUS M COMPOBOXKIAOLINX
buryp craHer OU€BHAHO MHOXECTBO MOAM(DUKALNN H300pEeTEeHHs B JOMOJHEHHE K TeM, YTO
OIUCaHbl B JTAHHOM JIOKyMeHTe. [Ipennomnaraercs, 4To Takue MOIU(pUKALIUH MTOTAAAI0T B 00beM

npusaraemMoit popmybl H300peTeHus.
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®OPMYJIA U3OBPETEHUSA

1. Criocob n3mMeHeHus cocTaBa Tenia CyObeKTa, BKIFOYAKOLINA BBEACHHE CYOBEKTY MEPBOI
KOMIO3UINH, conepkameii s> dexkTuBHOe KommyectBo wuHrnoOutopa GDF8, wu Bropoi
KOMITO3UILINH, coneprkaeii 3¢(pekTHBHOE KOINIECTBO MHIMONTOPA aKTUBHHA A.

2. Cnoco0 mo 1. 1, B KOTOPOM H3MEHEHHE COCTaBa TEJa BKIIFOYAET B CE0sl CTUMYJIMPOBAHUE
YMEHBIIEHHS KUPOBOH MacChl y CyObeKTa, BKJIIOUYAsl BBEIEHHE CYOBEKTY MEPBOM KOMIIO3UIUH,
comepxkameit spdexTuBHOe KonmmuecTBO uHrHOMTOpa GDF8, u BTOpOH KOMMO3WLINY,
conepskamieit 5hPpeKTUBHOE KOJTMUECTBO HHIHOUTOpPa aKTUBHHA A.

3. Cnocob mo m. 1 uiam m. 2, B KOTOPOM HM3MEHEHHE COCTaBa Tejia BKIIOYAEeT B ceds
MHIy[IUPOBAHHUE YBEJINYEHHSI MBIIIEYHON MacChl y CyOBEKTa, MPUYEM CIIOCO0 BKIIFOUAET BBEACHNE
NepBOil KOMIIO3UIMY, conepxaiieil s¢pdexkruBHoe kommuectso mHruouropa GDF8, u BTOpOI
KOMITO3ULIUH, cofeprkateii 3(p(peKkTHBHOE KOJINIECTBO MHIMONTOPA aKTUBHHA A.

4. Cnoco0 u3MeHEHHus CoCTaBa Teja CyOBEeKTa, BKIIOYAIOIUI BBEIEHHE CYOBEKTY
KOMITO3MLIMY, conepxaiiell s¢dexruBHoe konumuectBo uHruouropa GDF8, u sddexrusHOE
KOJIMYECTBO MHTMOUTOPA aKTHBUHA A.

5. Cnocob o 1. 4, B KOTOPOM H3MEHEHHE COCTaBa Teja BKIFYAET B ce0s1 CTUMYJIMPOBAHNE
YMEHBIIEHHUs JKHPOBOH Macchl y CyOBeKTa, BKJIOYAs BBEACHHE CYyOBEKTy KOMIIO3HIIUH,
comepkameil s¢p¢extuBHoe koiamdectBo uHruomropa GDF8, u sddexTuBHOE KOMMUECTBO
MHrHOUTOpA aKTUBHHA A.

6. Cnocob mo m. 3 uiu m. 4, B KOTOPOM HM3MEHEHHE COCTaBa Teja BKIKOYaeT B cebs
WHIy [IUPOBAHUE YBEJINYEHHSI MBIIIEYHOH MacChl y CyOBEeKTa, MpUYEM CIIOCO0 BKIIFOUAET BBEACHUE
HYJKIAIOIIEMYCs. B 3TOM CYOBEKTYy KOMIIO3UIUH, coaepkameid 3(QexkTHBHOE KOJUYeCTBO
unruouropa GDF8, u s dexTrBHOE KOMMUECTBO MHTUOUTOPA AKTUBHHA A.

7. Cniocob no mrobomy u3 nm. 1-6, mpuyem 3¢ exkTuBHOe KonmuiecTBO nHrnouropa GDF8
BKJIFOYAET B ce0sl peXkUM JO3MPOBAHUS, BBIOMPAEMbIH M3 TPYIIIBI, COCTOSIIEH M3 MO MEHbIIEH
mepe 0,01 mr/kr go npubmmsutensho 10 r/kr, ot 1 Mr/kr no npubnuszurenbHo 1 r/kr u ot 10 Mr/kr
1o 100 mr/kr.

8. Cnocob mo modomy u3 mm. 1-7, B KOTOpoM 3P PeKTHBHOE KOIMYECTBO WHTHOHTOpA
aKTUBUHA A BKJIIOYAET B ce€0sl peXXKMM JO3MPOBAHUS, BBIOMPAEMBIH M3 TPYIIIbI, COCTOSIIEH U3 110
menbineit mepe ot 0,01 mr/kr no npubnusutensHo 10 r/kr, oT 1 MI/kr 10 npudaMm3UTEaHHO 1 /KT
u ot 10 mr/kr no 100 mr/kr.

9. Cnocob mo modomy m3 mm. 1-6, B KOTOpoM 3(p(EeKTUBHOE KOJHMUYECTBO MHIHOUTOPA
GDF8 Brurouaer B ce0s1 pe)KUM TO3UPOBAHHS, BEIOUPAEMBbIN U3 TPYTIIIBI, COCTOSIIECH U3 pa30BOH
no3b1 oT npudmmsuTenbHo 0,01 1o nmpubnusureapHo 20 MI/KT Macchl Tela, OT NMPUOTU3HTETHEHO
0,1 no nmpubnmsurensHo 10 Mr/kr mMaccsl Tena u oT npudIm3uTensHo 0,1 10 MpUOTU3UTENBHO 5
MI/KT Macchl Tena.

10. Crmoco® mo mobomy u3 mm. 1-6 wnmu 9, B KOTOpOM 3(PPEeKTHBHOE KOJIUYECTBO
UHrUOUTOpa aKTUBMHA A BKIIIOYAaeT B ceOsl PEKUM JO3MPOBAHUS, BBIOMPAEMBIH M3 TPYIIIEL
COCTOSIIIIEH U3 pa3oBOi 1036l OT mpubM3uTeNbHO 0,01 10 mpubnusuteapHo 20 MI/KT MAaCChI Tea,

ot npubnusurenapHo 0,1 1o npubnmsurensHo 10 MI/Kr Maccsl Tena u oT npudmmsutensHo 0,1 1o
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NPUOIU3UTENBHO S5 MI/KI Macchl Tea.

11. Criocob mo mobomy u3 mm. 7-10, B koTopoM 3¢ (PeKTHBHOE KOIMIECTBO HHTHOUTOPA
GDF8 cocrasJsier 6 MI/Kr Macchl Tejia CyObekTa.

12. Criocob mo mrobomy u3 mm. 7-11, B kotopoM 3¢ (PeKTHBHOE KOIHMIECTBO HHIHOUTOPA
akTuBHHA A cocTtasiisieT 3 MI/Kr win 10 Mr/Kr Macchl Tenia CyOBpeKTa.

13. Crocob no mobdomy u3 mm. 1-3, B KOTOPOM TmepBasi KOMITO3UIUSI COCTaBJICHA IS
BHYTPHBEHHOTO, MOJKOKHOTO MJIA MEPOPATBHOTO BBECHHS.

14. Cnocob no mrobomy u3 mm. 1-3, B KOTOpOM BTOpasi KOMITO3ULUSI COCTaBJICHA IS
BHYTPHBEHHOTO, MOJKO’KHOTO WJIA NMEPOPATBHOTO BBECHHS.

15. Cnoco6 mo mobGomy u3 mm. 1-3, B KOTOPOM IMEPBYI0 M BTOPYIO KOMIIO3ULIUH
OOBEUHSIOT Nepe]] BBEACHUEM B TPETHIO KOMITO3ULIHIO.

16. Cnoco0 no . 15, B KOTOPOM TpeThsl KOMIIO3ULIUS COCTABJIEHA Uil BHYTPUBEHHOTO,
MOJKOKHOTO MJIM TIEPOPAIBHOTO BBEICHUS.

17. Cnoco6 mo mobomy u3 nm 3-6, B KOTOPOM KOMIIO3UILHMS COCTABJICHA IS
BHYTPHUBEHHOTO, MOJIKO’KHOTO WJIM NMEPOPAIbHOTO BBEJICHMSI.

18. Crioco6 mo mobomy u3 mm. 1-17, JOMOJHUTENBPHO BKIFOYAIOMINN H3MEpEeHHe o01eit
JKHPOBOW MaCChl W/HIIM aHAPOUIHOHN KHPOBOH MacChl y CyObeKTa Mepesi BBEIEHHEM.

19. Cnioco® o 1. 18, TOMOJHUTENBPHO BKIIOYANOIINH H3MepeHHe O0Iel )KHPOBOH MacChI
W/ aHAPOUIHOM XKUPOBOH Macchl y CyOBeKTa Iociie BBEIEHHS M BBEIEHHE KOMIIO3ULIHS 10 TeX
1op, TOKa 001Iast JKUPOBasi Macca W/UJTH aHAPOUIHAS JKHPOBasi Macca y CyObeKTa He CHU3HUTCS 110
MeHbIIel Mepe mpubau3uTenbHo Ha 2% - 8%, o MeHbLIel Mepe Ha MPUOIM3UTEIBHO 2,5% - 6%,
1o MeHbIIel Mepe mpuoNu3uTeNbHO 3% - 4% Wi Mo MeHbIIe Mepe MPUOIU3UTENBHO 3,5%.

20. Cnoco6 mo mobomy w3 mm. 1-19, B kotopom wunruburopom GDF8 sBnsercs
BBIJIEJICHHOE AHTHTENO WM €r0 aHTUICHCBS3BIBAIOIIMN ()PArMEHT, KOTOPBIA CrenuduuecKku
cszbiBaetrcs ¢ GDF8.

21. Cnocob6 mo m. 20, B KOTOPOM AHTHUTENO WM AHTHUICHCBSI3BIBAOIIUI (PparMeHT,
KoTOpbIil crieunduueckn cBszbiBaer GDFS8, comepikuT ompenensromue KOMIIEMEHTapPHOCTh
obxnactu Tsokenoi uenu (HCDR) Bapuabenbroit odnactu Tspkenoi uenn (HCVR), conepskarmume
SEQ ID NO: 360, u ompenensirouine KoMiuieMeHTapHOCTh obsactu jierkoit nernu (LCDR)
BapuadenbpHOl obnactu nerkoi nenu (LCVR), conepskamue SEQ ID NO: 368.

22. Cnocob mo . 20 nim 21, B KOTOPOM aHTHUTENIO WIIM AHTUT€HCBSI3bIBAOIIUHN (PparMeHT,
kotopblii cienmduuecku ceszbiBaer GDF8, comepxxut tpu HCDR, conepkamue SEQ ID NO:
362, SEQ ID NO: 364 u SEQ ID NO: 366, u tpu LCDR, conep:xamme SEQ ID NO: 370, SEQ ID
NO: 372 u SEQ ID NO: 374.

23. Cnocob mo mobomy u3 mm. 1-22, B KOTOPOM MHTHOUTOPOM aKTHBHUHA A SIBJISIETCS
BBIIEJICHHOE AHTHUTENO WM €r0 aHTUICHCBS3BIBAIOIIMN ()PAarMEHT, KOTODPBIH CrenuduuecKu
CBSA3bIBAET aKTUBUH A.

24. Cnocob® mo m. 23, B KOTOPOM AHTHUTENO WJIM AHTHIEHCBSI3BIBAOIINI (pparMeHT,
KOTOPBIH CrierpUIECKH CBA3BIBAET AKTUBUH A, COACPIKUT ONPEAEISIOIINE KOMITIEMEHTapPHOCTh

obnactu Tsokenoi uenu (HCDR) Bapuabensroit oonactu Tspkenoit uenn (HCVR), conepskamue
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SEQ ID NO: 553, u ompenenstouine KoMIuieMeHTapHOCTh obmactu nerkoil nenu (LCDR)
BapuadenpHol obnactu nerkoii nenu (LCVR), conepskamue SEQ ID NO: 537.

25. Crioco6 o . 23 nnm 24, B KOTOPOM aHTHUTENO WIIM AHTUT€HCBA3bIBAOIINHN (pparMeHT,
KOTOPBIH crienudpuyuecku cBs3biBaeT akTuBrH A, conepxxut Tpu HCDR, conepskamue SEQ ID NO:
555, SEQ ID NO: 557 u SEQ ID NO: 559, u tpu LCDR, conepsxamue SEQ ID NO: 539, SEQ ID
NO: 541 u SEQ ID NO: 543.

26. Cnocob no modomy u3 mm. 1-25, B KOTOPOM MHTHOUTOpP aKTHBHHA A TIPE/ICTABJICH B
KOJIMYECTBE, BBIOMPAEMOM U3 IpymIbl, cocTosmei us ot 100% no 200% konuyecTBa MHTHOUTOPA
GDF8, or 100% no 250% xommuectsa unruoutopa GDF8, or 100% no 300% komudectsa
unruouropa GDF8 u ot 100% no 400% no macce konudectsa uaruouropa GDFS.

27. Crocob no 1. 26, B KOTOPOM KOJIMYECTBO MHIMOUTOPA aKTUBMHA A MPUOIN3UTENBHO
B 1,5-2,0 pa3a Gombine mo macce, ueM komuecTBo uHruouropa GDFS.

28. Cnoco6 mo mobomy u3 nm. 1-27, B KOTOPOM yMEHBIIEHHEM >KHPOBOM MaccChl y
cyObeKTa SIBJISIETCS YMEHbLICHUE OOLIeH )KUPOBOH MacChl, KOTOPYIO U3MEPSIIOT ¢ moMoInpio DXA
(mBYX3HEpreTH4ecKOl peHTTeHOBCKOI abcopOumomMeTpun).

29. Cnoco6 no mobomy u3 mm. 1-28, B KOTOPOM yMEHBIIEHHEM >XHPOBOH MacChl Y
cyObeKTa SIBJISETCS YMEHbLICHNUE aHIPOHIHOMN KUPOBOH MACCHI, KOTOPYIO U3MEPSIIOT C TOMOLIBIO
DXA (mByX3HEpreTH4eckoil peHTTeHOBCKOH abcopOunoMeTpun).

30. Cnoco6 no mobomy u3 nm. 1-29, B KOTOPOM y CyOBEKTa MPOUCXOIUT YBEIUYEHHE
o0beMa MBIIII TIOC/IE BBEICHUS.

31. Cnocob no smrobomy u3 mi. 1-30, B KOTOPOM y CyOBbEKTa OTCYTCTBYET COCTOSIHHE WU
3a00JIeBaHIE MBILIEYHOTO UCTOIEHUSI.

32. Wuruburop GDF8 nns mpumeHeHuws B cnocoOe JeueHust 3a00NeBaHUS WU
pPacCTPOMCTBA, XapaKTEPHU3YIOIIErOCs TIOBBIIIEHHOH JKUPOBOM MACCOM, MPUYEM CITOCOO BKITFOYAET
BBeZIcHHE cyObekTy naruonropa GDF8 u nHrnOuropa aktusuHa A.

33. Uaruburop akTUBMHA A IJIsl IPUMEHEHHUS] B criocobe JieueHus: 3a00JIeBaHUS WU
pPacCTPOMCTBA, XapaKTEPHU3YIOIIErOCs TIOBBIIIEHHOH JKUPOBOIM MACCOM, MPUYEM CITOCOO BKITFOYAET
BBEJICHUE CYOBEKTY MHrHONTOpa akTuBrHA A 1 nHruouropa GDF8.

34. HerepaneBruyeckuii croco0 yMEHbLIEHHs XKUPOBOH Macchl y CyOBeKTa, mpu4eM

croco0 BKJIIOUAET BBeNeHHE CyOBbeKTy HHruOUTOpa akTuBuHa A 1 nHruoutopa GDFS.
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