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CIIOCOBBI TEYEHUSA MAEJIONPOJIUPEPATHBHBIX PACCTPOMCTB
YPOBEHL TEXHUKH

[0001] MueronponudepaTuBHbIE paCCTPOICTBA - 3TO 3a00JIEBaHUSI KOCTHOT'O MO3Ta U
KpoBU. Muenodpudpos, HarpuMep, 3TO KIOHAIbHOE MHUeoNpordepaTuBHOe 3a00eBaHNE,
XapaKTEePU3YIOLIeecs Ype3MEPHO BhIPAXKEHHBIMU AaHOMAJIUSIMU METaKapHOLIUTOB. AHOMAJIbHbIE
MerakapHUOLHThI OOBSICHIIOTCS Mpexne Bcero HapymeHueM peryisinun nytu JAK/STAT, xorts
UMEEeTCs] HapyLICHNE PEryIIsLNU U psiia APYrux myTtei. Muenopudbpos npencrasnser codoit
CIIOJKHOE, TeTepOreHHOe 3a00IeBaHIE CO MHOTUMH B3aMMOCBSI3aHHBIMH OCOOEHHOCTSIMU H3-32
MHOKECTBA MOPAKEHHBIX MyTeil 1 MHOXKECTBA NOCIEAYOLINX 3P PeKTOB. AHOMAIBHBIE
MErakapuOUUThI BIACTISAOT B KOCTHBII MO3T I/136bITOK TpOM6OL[I/ITOB U IUTOKHHOB, KaK
MPOBOCHAIUTENBHBIX, TaK U npodudbporuyeckux (Tpanchopmupyromuii pakTop pocra 6eta
[TGF-B3]). [IpoBocnanuTeabHble LUTOKUHBI TPUBOAST K OCIA0JEHUI0 CHCTEMHBIX CUMIITOMOB U
yCYTYOJISIOT OTJIOXKEHUE KOJIJIAreHa, HAa KOTOPBIH MepearoT CUrHan npo¢uOpo3HbIe MyTH.
@ubpo3 KOCTHOrO MO3Tra SIBIISIETCS TPU3HAKOM Muesopudpo3a, XOTs TUarHo3 He 00s3aTeNIbHO
3aBUCHT OT Hero. ®udpo3 KOCTHOrO MO3ra SIBJISETCS KIFOUEBBIM ITPU3HAKOM, BBI3bIBAIOIINM
3a00J1€Ba€MOCTb 1 CMEPTHOCTb, CBSI3aHHBIE C 3TUM 3aboseBanneM. PuOpPo3 KOCTHOrO MO3ra 1
BOCHAJIMTENIBHOE COCTOSIHNE MUENo(hUOpO3a 4aCToO MPUBOAAT K LIMTOIICHUH,
SKCTpaMenyJsipHoMy KpoBeTBopenuto (OMK), opraHomerauu, Takoi Kak CIUIEHOMETaliusl U
rernaroMerajivs, ¥ MHOXKCCTBY CUCTCMHBIX CUMIITOMOB.
[0002] Muenohpubpos - 370 Tskesoe 3a00/ieBaHUE, KOTOPOE, KaK OMACHO IS JKM3HH, TaK U,
MPEXAC Y€M OHO IMOBJIUACT HAa BBDKUBACMOCTD, 3HAUUTECJIbHO CHHMIKAECT KA4CCTBO JKU3HU
nauueHTa. J[Bymsi HanboJjee 4aCThIMU MPUYUHAME CMEPTH SIBJISTFOTCS] TIEPEXOJT B OCTPBIi
muenonanbii etiko3 (OMJI) u nporpeccupoBanue 3adoneBanus. [lapagurma jgedeHus
IMKTYETCsI KOJIMYECTBOM MPHUCYTCTBYIOIIUX (PaKTOPOB PUCKA, KOTOPbIE 3aT€M KOPPEIUPYIOT C
Pa3sJIMYHbIMHU MOKA3aTCIAAMH BbDKUBACMOCTH. XOTs aJUIOreHHast TPaHCILIaHTalluA
reMorno3THYeCKuX cTBOJIOBBIX KJIeTOK (I'CK) MoXeT OBITh H3NIeunBaroLIeii, OHa CBsI3aHa C
cOOCTBEHHOM 3a00JI€BAEMOCTBIO U CMEPTHOCTBIO, YTO OTPAHMYHUBAET €€ HCIIOJIB30BAHHE Y TEX
NOAXONIALINX MAaLUEHTOB, MPOTHO3 KOTOPBIX Xyike (<5 J1eT), 4eM PHUCK MPOAOIDKATh KUTh
Janplie ¢ TpaHcruiaHTaToM. OCTalbHBIE CIIOCOOBI JISYEHUST HOCAT OoJiee MaiTHaTUBHbIA
XapakTep Ju00 U3-3a MEXaHU3Ma AeHCTBUS (HAIPUMED, JICUCHHUS, CIICLIUABHO
OPUEHTUPOBAHHOTO Ha aHEMHIO, KOTOPasi 4aCTo CBsi3aHa ¢ Muenohudpo3om), mudo n3-3a
OrpaHUYEHHBIX 3P (PEKTOB, KOTOPbIE MOJKET BBI3BATH JIEUCHUE (HATIPUMED, CTAHAAPT JICUSHHSI
PYKCOJIIUTHHUOOM).
[0003] Pykconurnnu6, unrudurop JAK1/2, siBnsieTcss eMMHCTBEHHOUM ONOOPEHHOM Tepanuei,

NIOKa3aHHOM 1151 JtedeHust muenopudposa. JAK sBisieTcs: KIF0UeBbIM PEryIsITOPOM



KPOBETBOPEHHSI, UMMYHHOH perysinuu, pocta u smopuorenesa (Stahl M, Zeidan AM (2017).
Management of Myelofibrosis:Inhibition and Beyond.Expert Rev Hematol; 17(5):459-477).
Hapymenue perynsaiun nepenaun curaanos JAK MokeT mpuBOANTD K YCUIICHUIO NEpeaadn
CHTHAJIOB TPOMOOIIO3THHA, YTO, KAK CUUTAETCS, SIBJISIETCS] OHOM U3 MPUYUH YBEJIUYCHUS
NPOIYKIIMHA METaKapHOLMTOB U TPOMOOLIMTOB pH Muenodpudpose. bonee Toro, nepenayua
curHasoB JAK yuacTByeT B BBICBOOOKI€HUH NMPOBOCTIATUTEIBHBIX IATOKUHOB U (PaKTOPOB
pOCTa, KOTOpPbIE BBI3BIBAIOT CHCTEMHBIE CUMIITOMBI U cruieHoMeranmo: AK-1 urpaer ponb B
niepeade CUrHAJIOB IPOBOCHANNTENbHBIX INTOKMHOB (Hanpumep, IL-1, IL-6, TNF-a), siBisiercs
NPUYMHON CUCTEMHBIX CUMITOMOB Muenogpudposa, a JAK-2 Biusier Ha pakTopbl pocTa u
apyrue uuTokuHbl (Hanpumep, IL-3, IL-5), koTopele, Kak cCUUTaETCs1, CIOCOOCTBYIOT
crieHoMerajanu npu muenogudpose. braronapst 5ToMmy MexaHu3My JeHCTBUS PYKCOTUTHHUO
NPOZAEMOHCTPUPOBAJ CIOCOOHOCTb YMEHbIIATh O0BEM CENIE3eHKH U YMEHBIIATh CUMITTOMBI
muenopuopo3a y MarueHToB, TEM CaMbIM YJIy4llasi Ka4eCTBO UX JKu3HH. K coxkaseHuro,
TEeKyIllee UCIOIb30BAHUE PYKCOIUTHHUOA HIMEET PsiZi OrpaHUUEHHH.

[0004] PykconuTuHub cyrTaeTcs MajijMaTUBHBIM CPEACTBOM M3-3a OTCYTCTBUS Y HETO
Moaudpumpyromux 6one3Hs 3pdexToB. OH He BIUSET HA HATPY3KY MyTaHTHBIMH aJIJISISIMU HITH
¢ubpo3 xocrroro mosra (Novel Therapies for Myelofibrosis, 2017, Curr Hematol Malig Rep; 12
(6):611-624). Kpome TOro, CUCTEMHbIE CHMITTOMBI BEPHYTCS1 OOPATHO TOCIIE HEETbHOTO
niepepbiBa B jieueHnu pykcomutuHuOoM (cm. Tefferi A (2017); Management of Primary
Myelofibrosis; UpToDate; 1-23). /lanee, aHeMusi OTpULIATENIHO BIIUSET HA KAYE€CTBO JKU3HU
MALUEHTOB, IMEET HANOOJIBIIYIO CHITY B TPOrHO3UPOBAHUH COKPAIIECHHUS] BBLKHBAEMOCTH U
OTPAaHUYMBAET JOCTYI K ONTUMAJIbHOMY CTaHAAPTY JieUeHUsl. PyKCOMUTHHUO HE SIBISETCSI
MOAXONISALIMM BAPUAHTOM JICYCHUS 111 HEKOTOPBIX MALEHTOB C aHEMHUEH, MOCKOJIBbKY U3BECTHO,
YTO PYKCOJIUTUHUO CHMKAET BBIPAOOTKY 3PUTPOLIMTOB U YPOBEHb reMoriiobuHa. Hampuwmep,
MAIMEeHThl ¢ aHeMuel OO0 BOOOIIEe He MONYUYal0T PYKCOTUTHHHO, TOMyYaroT 00jiee HU3KYIO
J03y PYKCOIUTUHUOA, YTO PUBOIUT K HEAQJEKBATHOMY OTBETY, JIUOO MOJIYHAIOT MOJIHYIO 103y
PYKCONUTHHUOA, YTO OOBIYHO MPUBOAMT K HEOOXOIUMOCTH MEPETUBAHMS KPACHBIX KPOBSHBIX
tenen (3purpouuron). Cum., Hanpumep, Haematologica.2016 Dec; 101(12): e482—e484.
[TanreHThI, KOTOpPBIE CTATN 3aBUCHMBIMH OT NEPEIMBAHUS SPUTPOLIUTOB, CTPAIAOT OT eIle
XYAIIEro KauecTBa XXU3HU U MPOTrHo3a. Jlpyroll HeyI0BJIETBOPEHHON METUIIMHCKON MPOOIeMOoi
SIBJISIETCS OTCYTCTBUE aJIbTEPHATUBHBIX CIIOCOOOB JiedeHust Muenopudposa. ITo 03HaYaeT, YToO 1)
MAIMEeHTHI, Y KOTO He JOCTUTAETCS aJIEKBATHBIN OTBET Ha PYKCOJUTHHHO; 11) MAIIHEHTHI ¢
HETePEHOCHUMOCTBIO PYKCOJIMTHHNOA; U 111) MALMEHTHI, Y KOTOPBIX HAOIrOAaeTCst
NPOTPECCUPOBAHNE, HECMOTPSI Ha JICYCHHE PYKCOIUTHHUOOM, MTPAKTHYECKH HE UMEIOT

AJIbTCPHATHUBHbBIX BAPHUAHTOB JICHCHUA UTN BOO6H_Ie HE UMCIOT AJIBTCPHATHBHBIX BAPUAHTOB
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JICUCHUS, CrOda TAKXKE OTHOCATCA TC NALUUCHTBI, y KOI'0, HCCMOTPS Ha HepBOHa‘{aJIbeIfI OTBCT,
HaOJIF01aeTCsl MPOrPECCUPOBAHME C TEUEHHEM BpeMeHH (MIpUMepHO 75% MaeHToB

MPEKPaIIaoT IPUEM PYKCOIUTUHUOA U3-3a MPOTPECCUPOBAHUS UM TOKCUIHOCTH ).

CYIIHOCTH N30EPETEHHA
[0005] bruto nokazano, uto 2-((4S)-6-(4-xnopdennn)- 1 -metnin-4H-6en3o[ cJuzokcazono[4,5-
e|azenuH-4-1i)aneraMu, THIHOUTOP CEMENCTBO OpOMOAOMEHA U 3KCTPATEPMHUHAIBHOTO
nomena (BET) a¢pdexrusen npu nevennn muenopudpo3a 1 uMeeT MHOKECTBO MTPEUMYILIECTB I10
CPaBHEHMIO C HBIHEIIIHUM CTAH/AAPTOM JIEU€HUs, T. €. PYKCOJTUTUHUOOM.
[0006] B ornuuue ot pykconutunuOa, eueHue naueHToB ¢ muenodpuodposzom 2-((45)-6-(4-
xjaopdenmn)-1-merun-4H-6en30[ ¢c] n3okcazono[4,5-eazenuH-4-min)aneraMmuioM MOBbIIIAET
YPOBEHb 'eéMOTJIO0NHA. DTO 0COOEHHO BaXKHO I MALIMEHTOB, CTPAAAIOLINX aHEMHUEH.
Hanpumep, nauuents 247 u 248 B pasaene «lIpumepb» HuXe UMEH MOBBILIEHNUE YPOBHS
reMorioOuHa ¢ MPUMEPHO 8 T/IJ1 A0 MOYTH HOPMAJIbHOTO - ipuMepHo 11,5 r/mn. Cwm., Hampumep,
®UT'.5. Kpome TOro, KOJHUECTBO TPOMOOLIUTOB OBLIIO HOPMAJIH30BAHO OT MPUMEPHO 8 I/ 10
npumepso 10,9 r/ nn. Cm., Harpumep, PHUI.S.
[0007] Jlpyrue pe3yabTaThl MOKAa3aJi, YTO HEKOHTPOIUPYEMbIH TPOMOOLIUTO3 MOKET OBITh
YMEHBLIEH (T.€. HOpMaJIU30BaHbI TPOMOOLIUTEI) Y CYOBEKTa, KOTOPBIH HEBOCIIPUUMYHB KO BCEM
CTaHAAPTHBIM CcrIoco0aM JieueHust, BKJrouas HHruoutop JAK pykconuTHHHO, moce IeueHus
coenunenueM 1. Cm., Hanpumep, @UT'.6 u paznen «[Ipumepb» Hike. Takxe ObLIO
OOHApYKEHO YMEHbIIEHUE TOJIOBHBIX OOJIEeH.
[0008] JIOTIOTHUTETBHBIE PE3YJIBTATHI MOKA3aJI1, YTO 3aBUCUMOCTb OT TPAHC(Y3HH MOKET
ObITh OOpalneHa BCIATh Mmociie JieueHus: coenuHeHreM 1. Hanpumep, cyOBeKT, KOTOPBIH 3aBHCE
ot Tpancy3uu mpu npueme naruduropa JAK pykconuruamnba, cTajg He3aBUCUMBIM OT
TpaHC(y3UH MOCIE MPOXOKIEHUS JICUEHHs] COeNMHEHHEM 1 U OCTaBaJICsl HE3aBUCUMBIM OT
TpaHcdy3uu B TeueHue 6onee 24 Henenb. Cm., Hanpumep, @UT.S. CxomHble pe3yIbTaThl ObUTH
TIOJTYYEHBI TTPH UCTIOIb30BAHUH KOMOWHAIMH pyKcomuTuanOa u 2-((4S)-6-(4-xnopdenwn) -1-
metm-4H-6en30[c|uzokcazono[4,5-e]azenun-4-mna)anetamuna. CMm., Hampumep, MarueHTh 245
u 246 B pazpene «IIpumeps» Humxke. Cum., Hanpumep, ®UT'.6.
[0009] B kauectse nonomHUTENBHOTO NpenMyecTsa 2-((4S)-6-(4-xnopdenmn)-1-metun-
4H-6en30[ c|uzokcazono[4,5-e]azenuH-4-mi)aneTaMu] 3HAUUTETHHO YMEHbIIAT Pa3Mep
CENIe3eHKH, TaKe Y CYOBEKTOB, KOTOPbIe OBUIH YCTOWYHBBI K pykcoauTuHUOYy. Hanpumep, 1o
BBeZIeHUs coequHerHust 1 manueHT 245, Kak ONMUCaHO HUKE, CTajl YCTOWYUBBIM K PYKCOJTUTHHHOY,

IIPH 3TOM pa3Mep €ro CeNe3eHKH yBenuuuics Ha 25% (00beM cesie3eHKH cocTaBmil 12 ¢M npu



nanpnanun). OgHAKO moce 4 Henenb Tepanui coequHeHneM 1 U pyKCOIMTHHHOOM pa3Mep ero
CEJIE36HKHU YMEHBLIUJICA 10 S CM.

[0010] IToaToMy B HacCTOSIIIEM TOKYMEHTE MPEACTABIIEHbI CITIOCOOBI UCTIONb30BaHus 2-((4S)-
6-(4-xnophennn)-1-merun-4H-6en30[ c] m3okcazono[4,5-e]azenun-4-m)aneraMuaa Wiu ero
(apMaLieBTHYECKU TPUEMJIEMON COJIU, OTAENIBHO WK B KoMOUHaumu ¢ uHruouropom JAK,
TaKUM KaK PyKCOJUTHUHUO, AJist ieueHus: Muenopudposa.

[0011] B onpenesneHHbIX acriekTaXx B HACTOSIIIEM JOKYMEHTE TaK)Ke MPeCTaBICHBI CIIOCOObI
ucnonabp3oBanus 2-((4S)-6(4-xnopdennn)-1-merun-4H-6en3o[ c]usokcazono[4,5-e|azenun-4-
WIT)aneTamMuia Wi ero papMaleBTHYECKH PUEMIIEMON COJIH, OTAEIBHO WIH B KOMOMHALIUH C
uHrnouTopoM JAK, TakuM Kak pyKCOMUTUHUO, AJist jiedueHus1 Muesnogpudpos3a y CyOBeKTOB C

aHeMHuen.

KPATKOE OIIUCAHUE ®UT'YP
[0012] ®UI'.1 nokasbiBaeT BiausHUE coennHeHns 1 Ha ypoBHu TpaHckpunToB MPHK /26 u
IL10.
[0013] ®UT'.2 n3obparkaer rucTorpaMMsl aAeicTBus coequHenust 1 Ha nuddepeHnnpoBKy
MerakapuOLUTOB.
[0014] ®UI'.3 npencrasisieT TUCTOrPaMMBbI M KOJTMUECTBEHHOE ONPeieNIEHUe BO31eUCTBUS
Ha Mapkep 3penbix MerakapuonuroB CD42b nocne 00pabotku coenviHenreM 1 u
pPYKCOMUTHHUOOM B TeueHne 10 nHel B KyJbTypax MErakapHoOLUTOB, MTOJTYyYEHHBIX U3
CTBOJIOBBIX KJIETOK OT 3I0POBOTO IOHOPA 2, TIe cepasi THCTOrpaMMa MPECTaBiIsieT CoO0k
obpazen, odpadboranubiii IMCO, cuHsisi rTUCTOrpaMMa TIpeCcTaBisieT coOoi odpaserl,
oOpaboTanHblil coenuHerneM 1, u pacyersl CD42b BrIC. OTHOCSTCS K 00pa3iam, o0paboTaHHBIM
coenuHeHuem 1.
[0015] ®UT'.4 nokassiBaeT penpeccuro reHos-muiereit BET IL8 u CCR1 B
LUPKYJIUPYIOLIel KpOBHU uepes 2 yaca MocJjie BBEEeHUs A03bl B 32aBUCHMOCTH OT KOHLIEHTPaLUU
coenuHenus 1 B miasme.
[0016] ®UT'.5 nokasbBaeT U3MEHEHHsI YPOBHEH reMorIoOnHa 1 MOTPEOHOCTH B
TpaHC(y3UH B TPyIINe KOMOMHAIIMN COeAUHEHUs 1 M pyKCONUTHHUOA.
[0017] ®UT .6 noka3pBaeT U3MEHEHHE YPOBHEH TPOMOOLIMTOB M reMOTJIOONHA Y MAl[HeHTa

247 u3 rpynmnsl MOHOTEPANUU.

I1OAPOBHOE OIINCAHHUE
[0018] ITpumepom 2-((4S)-6-(4-xnopdennn)-1-mernn-4H-6en3o[ cluzokcazono[4,5-

e]azenun-4-mn)aneramuna siisiercs: coenunenue 144 B matente CIITA Ne 8,796,261, monHoe
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coiep KaHre KOTOPOTO BKJIFOYEHO B HACTOSIIIIMIA JOKYMEHT TIOCPEACTBOM CChUTKU.2-((4S)-60-(4-
xjopdenmn)-1-mernn-4H-6en30[ ¢c] m3okca3ono[4,5-e]azenuH-4-m)aneraMmus UCIOIb3yeTCsI
37€Ch B3aMMO3aMEHSIEMO C COelMHeHUEeM 1 U TPEeNCTaBIIeH ClIeNyIoLIel CTPYKTY PHOI

bopmyoii:

]
=\ o}
H,N

Cl

Kpucramnmuyeckue ¢popmel coenunenus 1 packpsitsl B mateHTe CIIIA 9 969 747, nonHoe

coziep kaHue KOTOPOro BKJIFOYEHO B HACTOSIIIIMN JOKYMEHT IIOCPEACTBOM CCHUIKH.

[0019] Coenunenue 1 npeacrasisieT COOOH MOIIHYIO U CENEKTUBHYIO HEOOBIIYIO
MOJIEKYJTy, pa3pabOTaHHYIO I YCHUIIEHHUS IPOTHBOOIYXOJIEBOM aKTUBHOCTH IyTEM
cenekTuBHOro MHruOnposanus ¢pynkuun 6enka BET. Cm., Hanpumep, J. Med.Chem., 2016; Feb.
25; 59(4):1330-9. Coenunenue 1 uccnenyercsi Ha MPeaMeET €ro BBIPAXKEHHOTO NEHCTBHS PU
JICYSHUH TeMaTOJOTMYECKUX 3JI0KAY€CTBEHHBIX HOBOOOPA30BaHUH, BKITIOYAsI
nporpeccupyroiyo gumdpomy. CMm., Hanpumep, KiuHuueckue ucneiranus B CIITA
NCTO02157636 u NCT01949883. Onnako Tenepb ObLI0 OOHAPYIKEHO, YTO coequHeHue 1 Takxke
3¢ (HeKTUBHO MpH JieueHuu Muenopudpos3a. B cBsi3u ¢ 3TUM, HarpuMep, coenruHeHue 1
YBEJINYHMBAJIO YPOBEHb T'€MOrIOOMHA, HOPMAIM30BAJIO KOJMUECTBO TPOMOOLIUTOB U YMEHBINAIO
pazmep ceneseHku. CyObeKThI, KOTOpPbIE paHee ObLTH 3aBUCHMBI OT TPAHC(HY3HH, TIOCIIE JICUSHUS
CTaJI HE3aBUCUMBIMH OT TPAHCY3HH.

[0020] CrnenoBaTenbHO, B IEPBOM BaPUAHTE OCYIIECTBJICHUSI B HACTOSIIEM JIOKYMEHTE
MPEIOCTABIISIETCS COCO0 JieueHus: Muenopudpo3a y cyObekTa, BKIFOYAIOIINI BBEIEHUE
CyOBeKTy TepaneBTruyecku 3¢ ekTuBHOro Kommdectna 2-((4S)-6-4-xnopdenunn)- 1 -metmin-4H-
Oen3o[ c]usokca3ono[4,5-elazenuH-4-min)aneTaMmuna Win ero GapMaeBTHYECKH MPUEMIIEMOM
conu. Takske npeiaraetcst npumeHenue 2-((4S)-6-(4-xnopdenmn)-1-metmn-4H-6eH30[ ¢ |
n30Kca30d10[4,5-¢a3enuH-4-min)anerTaMuaa Ui ero papMareBTHYECKH MPUEMIIEMOI COJTH B
W3rOTOBJICHHH MEIUIIMHCKOTO Mpernapara JJisl iedeHust muenodudposa y cyobekTa.
HononuutenbHo npeiaraercs 2-((4S)-6-(4-xnopdenmn)-1-merun-4H-6en30[ ¢c] u3okcazono[4,5-
e]azenuH-4-mi)aneTaMuz Wi ero papMaleBTHUECKH PUeMIIEMast COJIb JJIsT JICUEHHSI

muenopudposa y cyobekra.



[0021] TepMHHBI «CYOBEKT» U IMALUEHT» MOTYT UCIIOJIB30BATHCS B3aUMO3aMEHSIEMO U
O3Ha4yaTh MJIEKOMUTAIOLIEE, HY KIAI0IIeecs B JICHEHUH, HAIIPUMEP AOMAIIHUX KHBOTHBIX
(Harpumep, coOaKy, KOIIKH U T.11.), CEJIbCKOXO35ICTBEHHBIX JKUBOTHBIX (HANpPUMep, KOPOBBI,
CBHHBH, JIOIIA/IN, OBLBIL, KO3BI U T.I1.) ¥ JADOPATOPHBIX KMBOTHBIX (HAIPUMEP, KPBICHI, MBILIIH,
MOpPCKHE CBUHKU H T.11.). OOBIMHO CYOBEKTOM SIBJISIETCS UEJIOBEK, HY KIAIOLIHICS B JICYSHUH.
[0022] TepMuHBI «IeUeHUE», «JICUUTbY) U «JICYSHHE» OTHOCSTCS K OOpaIEHUIO BCIISITD,
00JIerYeHHI0, YMEHBIUICHUIO BEPOSITHOCTH PA3BUTHS WM TIOAABIEHHIO MPOrPECCUPOBAHUS
mMuenohuopo3a UM OXHOTO UM HECKOJIBKUX €r0 CUMIITOMOB, KaK OMHMCAHO B JAHHOM
JIOKyMeHTe. B HEKOTOpPBIX BapHaHTax OCYLIECTBIEHHs JIEUEHHE MOKHO IIPOBOAUTH MOCTE
Pa3BUTHSA OJJHOT'O WJIM HECKOJIBKUX CHMIITOMOB, T.€. TepaneBTH4YecKoe JeueHue. B npyrux
BapUAHTAX OCYLIECTBIIEHUs JIEYEHUE MOXHO MPOBOAUTDH IIPU OTCYTCTBHH CUMIITOMOB.
Hanpumep, neyenne MoxeT ObITh HA3HAYEHO BOCTIPUUMUYHUBOMY UHAMBHIY A0 MOSBICHUS
CHUMIITOMOB (HampuMep, B CBETE CUMIITOMOB B aHAMHE3€ W/WIIN B CBETE M'€HETUUECKUX HITH
Apyrux (hakTopoB BOCHPUHUMUYHMBOCTH), TO €CTh NMPOPHIAKTUIECKOE JIeueHue. JleueHne Takke
MOKET OBITh MPOAOJIKEHO MOCHIE HCYE3HOBEHUSI CUMIITOMOB, HallpUMep, JUIs PEIOTBPALCHHUS
WIN OTCPOYKH MX permanBa. CUMIITOMBI, XapaKTepHbIe 11t MUeopuOpo3a, BKIIOYAIOT, HO HE
OrPaHUYMBASICh STHM, TUCKOM(OPT B KHUBOTE, OABIIKY MPpU (PU3HUECKOI HArpy3Ke, paHHee
HACBIIEHUE, YTOMJISIEMOCTb, TOJIOBHbIE OOJIH, HOYHYIO MOTJIMBOCTD, TOJIOBOKPYKEHHUE,
JUXOPAAKy, 03HOO, OECCOHHUILY, 3y1 UK OOJIb B KOCTSIX.

[0023] Kaxk nogpo6Ho omnmcano B pasnene «I[Ipumepor» Hike, coequHeHue 1 Obu1o

3¢ EKTUBHBIM Y CYOBEKTOB, KOTOPBIE MPOLLTH JiedeHne Muenopudposa unruontopamu JAK,
TAaKUMH Kak pykcoauTuHuO. CienoBarebHO, BO BTOPOM BAPHAHTE OCYIIECTBICHUS B
HACTOSIIIIEM JIOKYMEHTE TMpejiaraeTcsi crioco0 jieueHus: Muenopudpos3a y cyobekTa,
BKJIFOYAIOLITNI BBEeZIEHHE CYObEKTY TepaneBTHuecKu 3¢ dexTuBHOro Koymmuecrsa 2-((4S)-6-4-
xjopdenn)-1-merun-4H-6en30[ ¢ Juzokcasono[4,5-e|azenuH-4-un)aneTaMua Wi ero
(bapMareBTHYECKH MPUEMIIEMOH COJIH, TIPU STOM CYOBEKT paHee MoyIydal JCUeHHe
uaruoburopom Anyc-kunaszel (JAK) (Hanpumep, pykconutuanOom). Takxke npeniaraetcs
npumenenue 2-((4S)-6-(4-xnopdenmn)-1-metmn-4H-6eH30[ c] uzokcazono[4,5-e]azenun-4-
WIT)alieTaMiia Wik ero (papMaleBTHYECKH MPUEMIIEMON COJIM B M3TOTOBJICHUH MEIULITHCKOTO
npernapara s JieueHus Muenopuoposa y cyObekTa, KOTOPBI paHee Moydall JISYeHHe
uaruouropom Anyc-knnaszel (JAK) (Hanpumep, pyKCONMUTHHHOOM). JIOTTOTHUTENBHO
npexaraercs npumeHenue 2-((4S)-6-4-xnopdenmn)-1-metmn-4H-6en30[ cJuzokcazono[4,5-
e]azenuH-4-m)aneraMuaa win ero papMaeBTHYeCKU MPUEeMIIEMOU COJTU IS JICUSHUS
muenopudposa y cyobekTa, KOTOPBINA paHee Moydal JIeYeHUe HHrHOUTOpoM A HyC-KUHA3bI

(JAK) (Hanmpumep, pyKCOTUTHHUOOM).



[0024] B Tperpem BapuaHTe OCYIIECTBIEHHS CYOBEKTBI, OMICAHHBIE B TIEPBOM U BTOPOM
BapUAHTAX OCYILIECTBICHUS, XaPAKTEPU3YIOTCS KaK UMEIOIHE IPOrPECCHPOBAHNE/PELIUANB B
oTBeT Ha npueM narnouTopa JAK. B uerBepTOoM BapuaHTe OCYIIECTBIICHHUS CYOBEKTH,
OIMCAaHHbIE B IEPBOM M BTOPOM BapUAHTAX OCYILIECTBIICHHS, XaPAKTEPU3YIOTCS KaK
pedpakrepHbie/ycTolunBLIe K HHrHOUTOpY JAK.

[0025] CyOpBexT, XxapakTepu3yOIHUIACs MPOrpecCHPOBAHNEM/ PELIUANBOM, - 3TO TOT, KTO
KOTJIa-TO OTBeYal Ha jiedeHne nuaruouropom JAK (Hampumep, pykCOJIUTHHUOOM), HO OOJIbIIE HE
otBedaeT. CyObeKT, KOTOPBIN XapakTepu3yeTcs Kak pedpakTepHbINH/yCTONYIHUBBIH, - 3TO CYOBEKT,
KOTOPBII HE pearupyeT Wil AEMOHCTPUPYET YXYALIEHHE 3a00I€BaHNs BO BPEMsI JIeU CHHSI
uarudburopom JAK (Hanpumep, pyKCOTUTHHHOOM).

[0026] bruto Takxke nmokaszaHo, uro coenuHeHne 1 3¢ppexTuBHO B KauecTBe
KOMOMHHpPOBaHHOTO JieueHus ¢ unruouropom JAK pykconuruandom. CrnenoBarenbHo, B ATOM
BAPUAHTE OCYILECTBJICHHUS B HACTOSLIEM JIOKYMEHTE MPeIaraeTcs Criocod JedeHust
muenodpuodposa y cyObekTa, BKIFOUAOIINI BBEACHNE CYOBEKTY TepaneBTHuecku 3 pekTuBHOro
konudectBa 2-((4S)-6-4-xnopdennn)- 1 -merun-4H-6en30[ c]Juzokcazono[4,5-e]azenun-4-
ui)aneramuia u tepanestuuecku 3¢ dexruBHoro kommyecrsa uHruouropa Anyc-kunassi (JAK)
(HanpuMmep, pyKCONUTHHNOA), WK (papMaLeBTUIECKH IPUEeMIIEMOH Cosu JIF0O0ro n3
BhILIeyKa3aHHOTO. Takske npennaraercs npumeHeHue 2-((4S)-6-(4-xnopdenwn)-1-metrn-4H-
Oen3o[c] m3okcazoo[4,5-eJazenun-4-un)aueramuna u uHruoutopa Anyc-kunHassl (JAK)
(HampuMep, pyKCOTUTUHNOA), HiTH (HhapMaLeBTHUECKH PUEMIIEMON COTH JIF0OOOTo U3
BBILIEYKA3aHHOTO B M3TOTOBJICHHH MEIUIIUHCKOTO Mpernapara AJisl ie4eHus: Muenodudposa y
cyObekTa. JlonmonmHUTeNbHO npeniaraercs: npuMmenenue 2-((4S)-6-4-xnopdenun)- 1 -metun-4H-
6en3o[ c]uzokcazonol4,5-e]azenun-4-mn)aneramuna u uaruouropa Anyc-kuHaszbl (JAK)
(HampuMep, pyKCOTUTUHNOA), MK (PapMaLleBTUYECKH PUEMIIEMON COJH JIF0OOTOo U3
BBIIEYKA3aHHOTO JJIs1 JieueHust Muesiohudposa y cyObekTa.

[0027] B nanHOM KOHTEKCTE PpyKCOMUTUHHUO oTHOCUTCs K nHruouropy JAK (R)-3-(4-(7H-

npposo| 2,3-d jmupumunun-4-un) - 1H-nupazon-1-un)-3 -mukinoneHruianponasHuTpuiipocdary,
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[0028] TepmuH «3¢eKTUBHOE KOIMYECTBO» HITH «TepaneBTHIeCKu 3((eKTHBHOE
KOJINYECTBO» MCIMOJB3YIOTCS B3aMMO3aMEHSIEMO U BKIIFOUAIOT KOJIMYECTBO COCTUHEHMS,
ONMCAHHOTO B JAHHOM JJOKYMEHTE, KOTOPOE BBI30OBET KEJIAeMbIil MEAULIMHCKUN OTBET y
CyOBeKTa, CTpaNaroinero Mueiopuodpo3om, HarpuMep, YMEHbIICHHEe CUMITTOMOB W/ WJITH
3aMezJIeHHEe MTPOrPecCupOBaHUs 3a00I€BaHUS.

[0029] B mecTom BapuaHTe OCYILIECTBIICHUSI CYOBEKT, MOMYYArOIIHI JIEYeHUE OMTMCAHHBIMU
31ech criocobamu (HampuMep, Kak B JIF0OOM U3 BAPHAHTOB OCYIIECTBIIEHUS C IIEPBOTO IO
ISITHIN), SIBJIAETCS] HUTONIEHNYHBIM. [IUTONEHNYHBIN OTHOCUTCS K CYyOBEKTaM, y KOTOPBIX
NPOU3BOJCTBO OJJHOTO MJIM HECKOJIBKHUX THIIOB KJIETOK KPOBH IPEKPAINAETCs UIH 3HAYUTEIBHO
cHI>KaeTcs. THUIbI IUTONEHNUH BKIIFOYAIOT, HAIIPUMED, AHEMUIO (IePUIIUT SPUTPOLIUTOB),
JEWKONEHUIO WM HEUTPONeHHIO (AeuuuT JTeHKOLUTOB), TPOMOOLIUTONEHHIO (AeuIuT
TPOMOOIIMTOB) U NAHLUTONIEHUIO (Ae(PULIUT KOJMYECTBA BCEX TPEX - SPUTPOLIUTOB, JIEHKOIIUTOB
Y TPOMOOLITOB).

[0030] B cenpMoM BapuaHTe OCYIIECTBIIEHHS CYOBEKT, MOTYUArOIIN JIeYeHNEe ONMCAHHBIMU
31ech crocobamu (HampuMep, Kak B JIF0OOM M3 BAPUAHTOB OCYIIECTBIICHHUS C IEPBOTO I10
IIECTOH), ABJIsIeTCsl aHeMUYHbIM. CyOBeKT HACTOSIIIEro PacKphITHs (HanpuMep, Kak B JJI0OOOM 13
BapUAHTOB OCYLIECTBJIEHHSI C IEPBOTO IO LIECTOH) CUNTAETCS aHEMUYHBIM, €CJIU €r0 YPOBEHb
reMorioOuHa COCTaBisieT MeHee 13,5 1/t KpoBH 11 CyOBEeKTa My’KCKOTO 1oJia it MeHee 12,0
/171 KPOBH JIsl CyOBEKTa JKEHCKOTO MoJia. B HEKOTOpPBIX acmekTax cyObeKT (Hampumep, Kak B
Jr000M M3 BAPHAHTOB OCYIIECTBJIEHUS C MEPBOTO MO MIECTOH ) ONPENeNsieTcsl B HACTOSLIEM
JOKYMEHTE KaK CTpaJaroluii aHEMHEH, eCJTi ero YpOBeHb reMorjio0nHa cocTasisier MeHee 10,0
/1. Takum 00pa3oM, cyOBeKThI, TOANAOLIHECS JISYEHUIO C IIOMOIIBIO HACTOSIINX CITOCOOOB
(HampuMep, Kak B JFOOOM U3 BAPUAHTOB OCYIIECTBJIEHUS C IEPBOTO IO IECTOH ), BKIFOYAIOT TEX,
y KOTOPBIX 3HaU€HUs1 reMoryioduna cocrasisieT menee 13,0 r/nn, menee 12,5 r/mn, menee 12,0
r/mn, menee 11,5 r/nn, menee 11,0 r/mn, menee 10,5 r/na, menee 10,0 /o, menee 9,5 r/m1, MeHee
9,0 r/nn unu menee 8,5 /1 st cyOBEKTOB My KCKOro nojia u menee 11,5 r/nn, menee 11,0 r/nn,
menee 10,5 r/m, meree 10,0 /o, menee 9,5 r/mn, menee 9,0 r/mn unu MeHee 8,5 r/n as
CcyOBEKTOB JKEHCKOro nojia. B apyrux acmekrax cyOBekT (Hampumep, Kak B JIIOOOM U3
BapUAHTOB OCYLIECTBIIEHHS C TIEPBOTO IO LIECTOH) OMPEENIIeTCS B HACTOSIIEM TOKYMEHTE KaKk
CTpaJAIO LM aHEMHEH, €CITH €r0 YPOBEHb reMOTrJIOONHA HAXOAUTCS B THATa30He OT 7,5 1/
KpoBH 10 13,5 r/nn kpoBH 111 CyOBEKTa MY3KCKOTO ToJia ik OT 7,5 1/11 kposu o 12,0 r/an
KPOBH JJ1s1 cyOBEeKTa JKEHCKOro nojia. B npyrux acnekrax cyObekT (Harmpumep, Kak B JIOOOM H3
BapUAHTOB OCYILIECTBIIEHHSI C TIEPBOTO IO LIECTOH) OMPENENIeTCS B HACTOSIIEM TOKYMEHTE KaKk
CTpaJAIO LI aHEMHEH, €CITH €r0 YPOBEHb reMOrJIOONHA HAXOAUTCS B IHANa30He OT 7,5 1/

kpoBu 10 10,5 r/nm kpoBH 1151 CyOBEKTa MYKCKOTO ToJ1a itk OT 7,5 1/11 kposu o 10,5 r/an



KPOBH JJ1s1 CyOBEKTa JKEHCKOro nojia. B apyrux acnekrax cyOBekT (Hampumep, Kak B JIIOOOM U3
BapUAHTOB OCYILIECTBIIEHHSI C TIEPBOTO IO LIECTOH) OMPENENETCS B HACTOSINEM TOKYMEHTE KaK
CTpa/AIO LI aHEMHEH, €CITH €r0 YPOBEHb reMOrJIOONHA HAXOAUTCS B IHANa30He OT 7,5 1/
kposu 110 10,0 /01 kpoBU ISt CyOBEKTa MYKCKOTO o1 uitkl ot 7,5 1/ kposu 1o 10,0 r/mn
KPOBH JJ1s1 CyOBEKTA JKEHCKOro nojia. B apyrux acnekrax cyOBekT (Hampumep, Kak B JIIOOOM U3
BapUAHTOB OCYLIECTBIIEHHSI C TIEPBOTO IO LIECTOH) OMPENENeTCs B HACTOSIIEM TOKYMEHTE Kak
CTpaJAIO LI aHEMHEH, €CITH €r0 YPOBEHb reMOrJIOONHA HAaXOAUTCS B 1Uana3one ot 7,7 r/om
kpoBu 10 10,7 r/nn xpoBH 1151 CyOBEKTa MY>KCKOTO ToJia itk ot 7,7 /1 kposu no 10,5 r/an
KPOBH JJ1s1 CyOBEKTa JKEHCKOro noja. B apyrux acnekrax cyObekT (Hanmpumep, Kak B JIIOOOM U3
BapUAHTOB OCYLIECTBIIEHHSI C TIEPBOTO IO LIECTOH) ONpPENeNeTCs B HACTOSINEM TOKYMEHTE Kak
CTpajaIoLINi aHEMHEH, €CIIM €r0 YPOBEHb reMOrJIOONHA HAaXOAUTCS B 1Uamna3one ot 7,7 r/nm
kposu 110 10,0 /o1 kpoBU ISl CyOBEKTa MYKCKOTO 1mosia uitk ot 7,7 r/an kposu 1o 10,0 r/mn
KPOBH ISl CYyOBEKTa JKEHCKOT'O MOoJIa.

[0031] B BoCEMOM BapHaHTe OCYLIECTBICHUS CYOBEKT, MOy YaIOLIHI JIeUeHHE ONUCAHHBIMH
31ech crocobaMu (HarmpuMep, Kak B JIFOOOM M3 BAPUAHTOB OCYIIECTBJIEHHS C MIEPBOTO IO
IIECTOM), ABIsIeTCst TpoMOOLUTONeHNYHBIM. CyOBEKT HACTOSLIErO PAaCKPBITHS (HAIpUMep, Kak B
JT000M M3 BAPHAHTOB OCYIIECTBIIEHHUS C IEPBOTO 110 CEAbMON) CUUTAETCSI
TPOMOOIIMTONEHUYHBIM, €CJTH KOJUYECTBO €ro TPOMOOILMTOB cocTaBisieT MeHee 150000
TPOMOOLIUTOB/MKJI KpOBH. Takum 00pa3om, CyObeKThl, MOANAIOIIUECS JIEYEHHIO C ITOMOIIBIO
HACTOSIIIUX CHOCOOOB (HampuMep, Kak B JIFOOOM M3 BAPHAHTOB OCYIIECTBJICHUS C IEPBOTO IO
CebMOI1 ), BKJTIOYAIOT T€X, Y KOO ypOBEHb TPOMOOLIUTOB cocTaBisieT MeHee 140000
TpombormToB/MK, MeHee 130000 TpomboruToB/MKII, MeHee 120000 TpOMOOLIUTOB/MKJI, MEHEE
110000 TpomboruTos/mMk, MeHee 100000 TpomOoLTOB/MKII, MeHee 90000 TpOMOOLIUTOB/ MK,
meHee 80000 TpomboruToB/mMkJ, MeHee 70000 TpomOonuToB/MKIT, MeHee 60000
TpoMOoLMTOB/MKJI Wik MeHee S0000 TpOMOOLIMTOB/MKJI, OTAENBHO WU B KOMOUHAIIUY C OTHUM
W HECKOJIBKMMU 3HAYEHUSIMU FeMOTJIOOMHA, OTIMCAHHBIMH BBIIIE.

[0032] B nepsitom BapuaHTe OCYIIECTBIIEHHS CyOBEKThI, KOTOPBIX JIEUaT OMUCAHHBIMH 37I€Ch
cocobamu (Hampumep, Kak B JIFOOOM M3 BAPHAHTOB OCYLIECTBIICHHSI C TIEPBOTO MO CEIbMOIA),
SBIISTFOTCSI TPOMOOLIUTEMUYHBIMH. CyOBEKT HACTOSIIIETO PACKPBITHS, JICUSHHBIN OMUCAHHBIMU
31ech criocobaMu (HarpuMep, Kak B JIFOOOM K3 BAPUAHTOB OCYIIECTBJIEHHS C IEPBOTO I10
CEeIbMOM ) CYMTAETCS] TPOMOOLIUTEMUYHBIM, €CJIA KOJINYECTBO €r0 TPOMOOLIUTOB COCTABIISIET
6onee 450000 TpombonmToB/MKI KpoBH. TakuM 00pa3oM, cyOBEKThI, TOATAIOIIHECS JIEYEHHUIO C
MOMOIIBIO HACTOSIIINX CIIOCOOOB (HampuMep, Kak B JIIOOOM M3 BAPUAHTOB OCYIIECTBICHHUS C
MIEPBOTO IO CEBMOIT), BKIIIOUAIOT CYOBEKTOB € YpOBHEM TpoMOouuToB Hosee 450000

TpoMOounToB/MKII, 60os1ee S00000 TpomOoumToB/MKII, 601ee550 000 TPOMOOLIMTOB/MKIT HITH



6osee 600000 TPOMOOIIMTOB/MKJI, OTAEIBHO WJIM B COYETAHHUH C OTHUM WJTH HECKOJIBKUMU
3HAYEHUSMHU TeMOTJIO0NHA, ONTMCAHHBIMU BBILIIE.

[0033] B nmecsitom BapuaHTe OCYIIECTBICHHS CyOBEKT, MOTYYAIOIHH JIEYEHUE OMTMCAHHBIMHU
3nech crocobamu (HampuMep, Kak B JIF0OOM M3 BAPHAHTOB OCYIIECTBJICHHS C TIEPBOTO IO
TEBSITHIN), siBIIsIETCS JeKkoneHnIHbIM. CyOBeKT (Hampumep, Kak B IIOOOM U3 BAPHAHTOB
OCYIIECTBIIEHHS C TIEPBOTO IO AEBSITHII) CUNTAETCS JIEHKONIEHUIHBIM, €CJIH KOJIMYECTBO €ro
JEeHKOLMTOB cocTasisieT MeHee 4000 eHKOIUTOB/MKII KPOBH. B ornpeneneHHbIX acneKkTax,
CyOBEKTBI, MOAMAOLINECS JICUEHHIO € TIOMOIIBIO HACTOSIINX CIIOCO0OB (HarpuMep, Kak B JJI0O0OM
U3 BAPUAHTOB OCYIIECTBIEHUS C TIEPBOTO IO AEBSTHII), BKIIOYAIOT CyOBEKTOB C YPOBHEM
neiikouuToB MeHee 3500 netikountos/MKi, MmeHee 3200 neiikounuToB/MKII, MeHee 3000
JNERKOIUTOB/MKJI Uiau MeHee 2500 JIeHKOLUTOB/MKIJI, OTAEIBHO UK B COYETAHUH C OJHUM HJIH
HECKOJIbKUMH 3HAUSHHUSIMU FeMOTJIO0ONHA W/HITH TPOMOOLIMTOB, OTIMCAHHBIMH BBILIIE.

[0034] B onuHHanUATOM BapuUaHTe OCYLIECTBIEHHS CYOBEKT, MONYYarOIIUi JIeueHUe
OIMCAaHHBIMH 371€Ch crIoco0amu (Hanmpumep, Kak B JIIOOOM U3 BAPUAHTOB OCYLIECTBICHUS C
HIEPBOTO IO AECATHIN), SIBISETCS HEHTPONIEHUYHbIM. B 0THOM acriekTe CyObeKT HaCTOSIIEero
packpeITUs (HampuMep, Kak B JIIOOOM U3 BAPUAHTOB OCYIIECTBIEHHSI C TIEPBOTO MO AECSThIN)
CUMTAETCSl HEWTPOIIEHUUHBIM, €CJIM KOJIMYECTBO ero HeHTpoduios cocrasisier Meree 1500
HEUTPOUIOB/MKJI KpOBH. B onpeneneHHbIX acrekTax, CyObeKThl, OANAILIIHECS JIEYEHHUIO C
MOMOIIBIO HACTOSIIINX CIIOCOOOB (HampUMeEp, Kak B JIFOOOM M3 BApUAHTOB OCYIIECTBIICHHUS C
MIEPBOTO MO JAECSTHI), BKIIIOYAIOT CyOBEKTOB € ypOBHEM HelTpodmioB meHee 1250
HelTpodmios/Mki, MeHee 1000 HelTpodmnos/MKI, MeHee 750 HeHTPOHUIOB/MKIT HITH MEeHee
500 HeHTPOGUIOB/MKII, OTIEIBHO WX B COUYETAHUH C OJHUM HJIH HECKOJIbKUMU 3HAYEHUSIMH
reMorjioouHa, TPOMOOLIMTOB H/HITH JIEHKOLIUTOB, ONTMCAHHBIMH BBILIE,

[0035] Muenohubpo3 4acTo CBSI3aH C YBEJIMYSHUEM CeJIe3€HKH. Y BEJIMUEHUE CeNIe3eHKU
MOYKET BbI3BaTh YYBCTBO MOJIHOTBI, PACCTPOMCTBO XKENyAKa U MOTEPIO anmneTuTa. B nBeHaanaTom
BapUAHTE OCYINECTBJICHUS CyOBEKTBL, MOMJIEKALIHNE JICYSHHUIO C TIOMOLIBIO HACTOSIITNX CIIOCOOOB
(HampuMep, Kak B JIFOOOM U3 BAPUAHTOB OCYINECTBJIEHUS C IEPBOTO 11O OAMHHAALATHIN),
BKJIFOYAIOT CYObEKTOB, UMEIOIINX YBEJINICHHYIO CEJIE3EHKY MU TICUEeHb.

[0036] B TpuHaanaToM BapHaHTe OCYIIECTBIICHUS CYOBEKTHI, MOICKAIIUE JICUEHHUIO C
MOMOIIBIO HACTOSIIINX CIIOCOOOB (HampuMep, Kak B JIIOOOM M3 BAPUAHTOB OCYIIECTBICHHUS C
NEPBOTO IO ABEHALATHII ), MOTYT TAKXKE€ UCIIBITHIBATH OJUH WJIH 0OJIiee JOMOJHUTEIbHBIX
CHMIITOMOB. DTH CUMIITOMBI BKJIFOUAIOT, HO HE OTPAaHUYNBASICh STUM, JUCKOM(OPT B JKUBOTE,
OJBIIIKY NpU (PU3NIECKOHN HArPYy3Ke, PaHHEE HACBIIEHHE, YTOMIISIEMOCTb, TOJIOBHBIE 00N,

HOYHYIO MOTJINBOCTD, TOJIOBOKPY KEHHE, OECCOHHUILY, 3y MK OOJIb B KOCTSIX.
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[0037] B ueThipHanuaTOM BapuaHTE OCYIIECTBIICHHS CyOBbEKThI, MOTYYAIOIIHE JIEUSHUE C
MOMOIIBIO HACTOSIIINX CIIOCOOOB (HampuMep, Kak B JIIOOOM M3 BAPUAHTOB OCYIIECTBICHHUS C
NIEPBOTO 10 TPUHAALATHIN), 3aBUCAT OT TpaHC(Py3UHn 10 NeueHus: coennHeHneM 1. B HekoTopeIx
acTIeKTaxX «3aBUCHMBII OT TpaHCHY3UI» O3HAYAET, YTO CYOBEKTY TpeOyeTcs mepeuBaHme
KPACHBIX KPOBSHBIX TeJEL (SPUTPOLIUTOB) JJIsI MOAEPIKAHUS IPUEMIIEMOTO YPOBHS
remoryiobuHa. [Ipuemiemslil ypoBeHb reMOTJIO0NHA OTIPENEeNsIeTCs CIeLUANCTAMU B TaHHON
00JIaCTH 1 MOXET BapbUPOBAThCS, HanpuMep, ot 13,5 no 17,5 r/mn kposu st Myxk4uH u ot 12,0
1o 15,5 r/an xpoBu y sxeHmuH. Ceayer MoHNUMaTh, YTO CYOBEKTHI, MPOXONALINE JEUEHUE C
MOMOLIIBIO PYKCOJIUTUHUOA, MOTYT UMETh OOJiee HU3KHE YPOBHU IeMOIJIOONHA, Y€M ONHCAHHBIE
BBILLIE, M 3TO BCE XK€ CUNUTAETCS KIIPUEMJIEMBIMY» YPOBHEM JJIsI IPOJIOJIKEHUS JIEUSHMUSI.

[0038] CoenuHeHUs1 OMMCAHHBIX 371€Ch CIIOCOO0B MOTYT OBITh COCTABIIEHBI B BUIIE
(papmaLeBTHYECKUX KOMITO3ULIMH U BBEIEHBI CYyOBEKTY, TAKOMY KaK YeJIOBEK, B PA3IMYHBIX
¢dopmax, amanTUPOBAHHBIX K BBIOPAHHOMY IyTH BBEACHUS. TUMMYHbIC IyTH BBEACHHS TAKUX
(papmareBTHYECKUX KOMITO3ULIMH BKJIOYAOT, O€3 OrpaHUyueHHs], IePOPaIbHBIN, TOMUUECKHH,
OyKKaJbHBIH, TPAHCAEPMAJIbHBIN, MHTANISLUOHHBIHN, MAPEHTEPAIbHBIN, CYOJUHTBAIbHBIMH,
PEKTaJbHBIH, BATMHAJIBHBIN U UHTPAHA3AJIbHBIN. TepMUH NapeHTePaNIbHBIN, NCIOIB3YEMBIN B
JAHHOM AOKYMEHTE, BKJIFOYAET MOJKOKHbIE HHbEKIIMH, BHYyTPUBEHHBIEC, BHYTPUMBIIIECYHBIE,
MHTpPAaTeKaJIbHbIEe, BHYTPUTPYANHHbIE HHBEKIIMH HIIN TeXHUKH HH}y3un. CriocoOst
NPUTOTOBJICHHS (hapMALIEBTHUECKUX KOMITO3ULIMI XOPOLIO U3BECTHBI B JAHHOM 00J1acTH,
Hanpumep, kak onucano B «Remington:The Science and Practice of Pharmacy,” University of
the Sciences in Philadelphia, ed., 21st edition, 2005, Lippincott, Williams & Wilkins,
Philadelphia, PA.

[0039] dapmaneBTHYECKHE KOMITO3UIMH IO HACTOSIIEMY U300PETEHUIO MOTYT OBITh
NPUTOTOBJICHBI yTeM OOBEIUHEHUSI COSAMHEHUS OMTUCAHHBIX 31€Ch CIIOCOOO0B € MOAX ONISLIAM
(hapMarieBTHYECKH MPHUEMIIEMBIM HOCHTEJIEM, pa30aBUTENIEM WJIH HATIOJHUTENIEM, U MOTYT ObITh
B COCTaB€ IMPENapaToB B TBEPIOH, MITKOH, KUIKOH MM ra3000pa3Hoi popMax, TAKHX KaKk
TaOJIETKH, KaICyJIbl, MOPOIIKH, TPAHYJIbI, Ma31, PACTBOPBI, CYNITO3UTOPHHU, HHBEKIIUH, CPEICTBA
IUIS1 MHTAJSILAH, TeJTd, MUKpocdepsl H a3po30iu. Takum 00pa3oM, HACTOSIIHE COSTUHEHUS
OINHCAHHBIX 37I6Ch CIOCOOOB MOJKHO BBOAMTH CUCTEMHO, HAIIPUMEP, MEPOPATBHO, B COYETAHUH C
(bapMareBTHYECKUM BCITIOMOTaTENIbHBIM BEIIECTBOM, TAKUM KaK HHEPTHBINA pa30aBUTEINb HITH
yCBOsIEMbIH CbetoOHbII HOcUTeNnb. OHM MOTYT OBITh 3aKJIFOYEHBI B JKEJIATHHOBBIE KATICYJIbI C
TBEPIOH MM MATKOH 00OJIOYKOH, MOTYT OBITh CITPECCOBAHBI B TAOJETKHU FII MOTYT OBITH
BKJIFOUEHBI HEMTOCPEACTBEHHO B MUILEBbIE MPOAYKTHI JUETHI NalieHTa. [ nepopaabHOro
TEPANEeBTHUECKOTO BBEACHHS AKTHBHOE COSAMHEHNE MOXKET ObITh OOBEIUHEHO C OTHUM HJIH

HECKOJIbKMMHU BCIIOMOTAaTECJIbHBIMU BEIICCTBAMU U HCITIOJB30BATHCA B (I)opMe Ta0JIeTOK JJIA
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npueMa BHYTPb, OYKKaJIbHBIX Ta0JIETOK, MACTHIIOK, KATICYJI, SJIUKCUPOB, CYCIIEH3UH, CUPOIIOB,
00JIaTOK M T.II.

[0040] KoHkpeTHast 1O3UpOBKa U CXeMa JICYEHHUs JIs1 JIF0OOT0 KOHKPETHOTO NauneHTa OyayT
3aBHCETh OT MHOXKECTBA (DAKTOPOB, BKIJIFOUYASI AKTUBHOCTh KOHKPETHOTO IPUMEHSIEMOTO
COEMHEHUs], BO3PACT, MACCy Tena, 0011ee COCTOSIHUE 3J0POBbs, TIOJI, AUETY, BPEMs IIPUEMa,
CKOPOCTb BBIBEACHUS, KOMOMHALIMIO TIPEMApaTOB, a TAK)KE 3aKJIFOUEHHE JIEHAIero Bpaya 1
TSKECTh KOHKPETHOTO 3a00JIeBaHMsI, MOJIeXKAINEro JeueHHI0. KoanmuecTBo coennHeHys,
OTNMCAHHOTO 3/1€Ch, B KOMIIO3HMLIUHU TAKKe OyJeT 3aBHCETh OT KOHKPETHOI'O COEINHEHHSI B
komrno3uiy. OHAKO B OTHOM acIeKTe MPH UCTIOIb30BAHUH B KaU€CTBE MOHOTEpanuu (T.e. 6e3
uaruduropa JAK, Takoro kak pykconuTHHUO) coenuHeHue 1 mm ero ¢papMareBTHIECKU
npuemMJsieMast CoJib MOXKET OBITh B TOTOBOM cMecH B 103¢ oT 50 1o 500 mr, Harpumep, aJist
BBEICHUS OAIWH, /1BA WIH TPU pas3a B AeHb. Hanmpumep, npu MoHOTepanuu coeanHeHne 1 MoxHO
BBOIUTH B 103upoBKe OT 100 mr 10 300 mr/nens, ot 150 mr no 250 mr/nens wnu 150 mr/nesHs,
175 mr/pens, 200 mr/nens, 225 mr/aens nmm 250 mMr/ness. B npyrux acnekrax npu
UCIIONIb30BAaHNH B KOMOMHanMu ¢ nHruouropom JAK, Takum, kak pykCoauTUHHO, coennHerue 1
Wi ero (hapMaLeBTHUECKH pUeMIIeMasi COJIb MOKET ObITh B TOTOBOM cMecH B o3e oT 50 10
500 mr, HanmpuMep, 1J1s1 BBEACHMsI OAMH, 1BA WJIK TPU pa3a B AeHb. Hanpuwmep, mpu
KOMOWHHUPOBAHHOH Tepanuu coequHenrne 1 MOXKHO BBOAUTH B 03upoBke oT 100 mr 10 300
mr/nenb, ot 100 mr 1o 200 mr/nenb unu 150 mr/nens, wiu B no3uposkel00 mr/nens, 125

mr/nensb, 150 mr/nenn, 175 mr/neds wnu 200 Mr/aeHs.

ITPEMEPHI
[0041] Coenunenue 1 MOXeT ObITh MOJy4€HO B COOTBETCTBHH C MPOLIEAYPAMH,
ormucanHbiMu B mateHTe CIITA Ne 8,796,261 u WO 2015/195862, 06a 13 KOTOPBIX BKJIFOUYEHBI B

HaCTOSIH_II/Iﬁ AOKYMEHT MMOCPEACTBOM CCBIJIKH.

HaruburopHoe BO3aeiCTBHE HA BEICBOOOKIEHUE LIMTOKUHOB 1N VItro

[0042] CrniocobHOCTh coenuHeHus 1 TOABIISITh SKCIPECCHIO TeHOB-MuIneHel NF-kB
OLIEHHBAJIaCh B JIBYX HKCIIEPUMEHTAX. B 0JHOM 5KCIIepuMeHTe TMHUH KJIETOK OCTPOro JIeHKo3a
THP-1 nonsepranu oOpaboTke JUIONONNCaxapuaoM, a 3aTeM coenuHeHneM 1 B Tedenue 16
yacoB. BeicBoOoxnenue IL6 u3 kierok octporo neiko3a THP-1 nonasmsinocs mpu ICso 0,069
MKM. B npyrom skcnepumenTe Obuia HcCIe0BaHa CIIOCOOHOCTh COeqUHEHNs 1 MONaBiIATh
skcnpeccHro kak /1.6, tak u /110 B xnerkax TMD8 ABC-DLBCL (nannsbie B daiine). Kinerku
TMDS8 unkybuposanmu ¢ JIMCO unu 1,6 MkM coenunenus 1 B TeueHue 6 win 24 gacos. 3atemM

PHK skcTparupoBaiu U3 KJIETOK U KOJUYECTBEHHO OLIEHUBAJIM C MOMOIIBI) KOJIMYECTBEHHOU
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[P ¢ nerexuuei B peanbHoM BpeMeHU. Kak nokaszano Ha @HUI'.1, coenunenue 1 CymecTBEHHO

nozpasisiio TpaHckpuniuo MPHK kak IL6, Tak u IL10 uepe3 6 u 24 gaca oOpaboTku.

Bosneiicteue coenuaenus 1 kKak OTAENBbHO B3SITOrO cpeacTsa Ha nuddepeHIupoOBKY

MCIraKapHuoLMTOB

[0043] Bnusiane coenunaenus 1 Ha qudepeHIMPOBKY U MPOTU(EPAIHIO METraKapHOLIUTOB
OLICHUBAJIU C UCTIOJIb30BaHueM KJieTOK CD34+, BbiieIeHHbIX 13 KOCTHOTO MO3Ta 37J0POBOTO
noHopa (nansble B Qaitne). Knerku CD34+ BripamuBanu B 6eCCIBOPOTOUHON OCHOBHOM Cpefie
i pepeHIUPOBKH MErakapruoLUTOB il 11 (EepeHLNPOBKU CTBOJIOBBIX KJIETOK C KOKTeiIeM
LIUTOKMHOB, CTUMYJIMPYIOLIMX Merakapuouursl, B TedeHue 14 aueit ¢ JIMCO unu coenuHenuem
1 B xoH1eHTpanusx ot 3 HM 1o 500 HM. 3arem kietku okpamuBain Ha CD34 (mapkep
npenmectsennuka), CD45 (mapkep netikounton) u CD41a (Mapkep 3pesbIX MErakapuoOLUTOB) U
oueHuBau ¢ nomoinbio FACS Ha jKU3HECTIOCOOHOCTD M HKCIPECCHIO MapKepa. DKCIPECCHIO
CD41a u pa3Mep KJIETOK HCIONIb30BAJIN B Ka4eCTBEe MapkepoB auddepeHuupoBku
merakapuonuroB. CoennHeHne 1 yMEHbIIAIO KOJIUYECTBO KJIETOK C BBICOKON 3KCIpeccueit
CD41a B 3aBucuMocTH OT KOHLEHTpauuu. CABUT OT BbICOKOH K HU3KOM skcnpeccun CD41a
HAaYMHAETCs MPUMEpHO npu S0 HM, ¢ BbIpaskeHHbIMU 3¢ dexTamu, HabmonaeMbiMu pu 200-500
HM, kax nokazaHo Ha @UI'.2. IToreps knerok ¢ Bbicokoi skcnpeccueit CD41a mpennonaraer

Hapyuienue nuddepeHnpOBKH MErakapHoOLUTOB H MOTEPIO 3PEJIbIX MEraKapHOLUTOB.

Bausnue coequnennst 1 OTOENLHO U B KOMOMHAIINH C DVKCO.]'[I/ITI/IHI/I6OM Ha I[I/I(b(beDGHHI/IDOBKV u

npoaudepalun MEraKapUuOLIUTOB

[0044] B ananorununom skcniepumente kietku CD34+, BeiaeeHHbIE U3 KOCTHOTO MO3Ta
IBYX 3IOPOBBIX JOHOPOB, MHKYOUpoBaiu B Teuerne 10 nHel B cpene 1t audepeHmpoBKU
merakapuonuTtos ¢ JIMCO; OtaenbHo coenuHerue 1 B koHneHTpauuu ot 30 g0 500 HM,;
OTHENBbHO PYKCONMUTUHUO B KOHLIeHTpauuu oT 8 1o 1000 HM; unu coenriHenre 1 B KOMOUHAIMH
C PYKCOJINTUHHOOM B TeX k€ KOHLIEHTPALUSIX, B KOTOPBIX OHU OBLIH MPOTECTUPOBAHBI IO
OTHENBHOCTH (IaHHbIE B (aiiie). 3aTem kietku codupanu s ananusa FACS ¢ okpammnBanueM
JKUBBIX/MEPTBBIX KJIETOK U refdTupoBanueM ¢ nomomnsio CD34 (Mapkep npeamecTBeHHUKA) U
CD41a u CD42b (Mapkepsl 3peibIX MErakapuoLUTOB). XOTs coequHeHue 1 mokasano
OTpaHUYEHHOE BIIMSHUE HA OOIIYIO JKU3HECTIOCOOHOCTD (TTPOLIEHT YKHUBBIX KIJIETOK IO
BUTAJIbHOMY KPACHTEJI0), OHO MPOAEMOHCTPHPOBAJIO CHIIBHOE BO3ACHCTBUE HA OOIIYIO
nponudepanuio KIeTok (o0mee KOINIeCTBO XKUBBIX KJIETOK) U TU(HEPEHITUPOBKY

METaKapuOIHUTOB (TIPOLEHT KJIETOK, NBAXKABI MOJOKUTENbHBIX 110 CD41a u CD42b), uto
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MPUBEJIO K O0IIei moTepe JKUBBIX 3pEJbIX MerakapruouuTos (cpennee 3Hauenne ECso 28 HM;
Tabauuna 1).

[0045] B otnuune ot coenunenus 1, pyKCOMUTHHUO OKa3bIBaJl BIUSHUE HA

i pepeHIMPOBKY METaKapUOLUTOB NP aHAJIOTUYHOM KOHIIEHTPALUH, KOTopasi yOuBasa
KJIEeTKHU-TIpeamecTBeHHNKH (cpennue 3HaueHust ECso 526 u 644 HM, COOTBETCTBEHHO, Tadauua
1), 9TO MO3BOJNSAET MPEATIOIOKHUTD, YTO HHIUOHpyromue 3¢PeKThl pyKCOTUTHHNOA Ha
MerakapHUOLMThl OCHOBAHbBI Ha €ro MUTOTOKCHYHOCTH. Korna cepuiiHble pa3BeieHus] COeNNHEHHS
1 oObennHAMM ¢ CEPUITHBIMU Pa3BEACHUSMH PYKCOIUTHHIOA, HAOIIOAANCS aAAUTHBHOE
uHruoupyromee Bo3aelicteue Ha nupdepeHunpoBky Merakapuoruutos (PHUI'.3). AnanornuHoe
aIIUTUBHOE BO3JIEHUCTBUE HAOIOAAIOCh Ha OOIIYI0 Mposudepanuio KIETOK, IIe CpeaHee
3Hauenue ECso nys coenunenus 1 causuiioch ¢ 38 1o 17 HM (3KCTparonupoBaHo), HUXKE caMOi
HHM3KOH J103bl, UCTIBITAHHOH B IpUCYTCTBUH 250 HM pyKCONMUTHHMOA, YTO yKa3bIBAET HA TO, YTO
KOHLIEHTpALMK coefnHeHus 1 u pykconutiuanba, Onuskue k ux 3HaueHuro 1Cso st

¢ epeHIMpOoBKY U mposHdepauy MerakapuoLuToB, ObUTH 3¢ (EKTHBHBI AJIs1 CHYKEHHS
KOJIMYECTBA IPYroro areHTa, HeOOXOAMMOTO AJIsl NOCTIPKEHUs TOro ke 3¢ dexra.

Taoauna 3:3nayenusst ECS50 coequnenus 1 nocae 10 gueii o0padorkn CD34+ kierok

Hapaerp ECso coemuuennst 1 (HM) ECso pyxcosmruanta (uM)
Honop 1 Jonop 2 Cpeanee | donop 1 HJouop 2 | Cpennee

KuzHecnmocoOHOCTh 300 >500 400 676 611 644

OOmiee KOaHIECTBO 43 32 38 288 259 274

JKHUBBIX KJIICTOK

Jduddepenmuponka 60 131 96 517 535 526

METAKAPHOLHUTOB

KomuecTBo sKHBBIX 26 29 28 312 258 285

METAKAPHOLIHUTOB

CHuKeHMe YPOBHEN HUTOKUHOB B niepud)eprudeCcKoi KPOBU

[0046] IManens BeiOpanubix reHoB-mutnenerd BET (CCRI, CCR2, IL.8, FNI1, CSFIR u
THBS1) onennBanu B o0pasuax nepudepruueckoil KpOBU NALUEHTOB, YYaCTBYIOIIUX B
KIMHAYECKHUX HCCIenoBaHusaX (asel 1 coenrHeHust 1 4TOOBI OMpenenuTh B3aUMOCBSI3b MEXKIY
CHCTEMHBIM BO3JIEHCTBHEM COEAMHEHUs 1 ¥ MOJaBICHHE STUX [€HOB, YYBCTBUTENIBHBIX K
uaruouropy BET. AHanu3 sxcnpeccuy reHOB BMECTE C JTaHHBIMU 3aBUCUMOCTH KOHLIEHTPALUN
coeanHeHus 1 B m1a3Me OT BPEMEHHU MOKA3bIBAET, YTO CYIIECTBYET 3aBUCUMOCTb OT BPEMEHH U

OT KOHUCHTpPAaLUH. B cootBeTcTBUM C AOKJIMHUYECKUMHA NaHHBIMU, UBMECHCHUS SKCIIPECCHUN,

BbI3BaHHBIC coenuHeHueM 1, Hanbonee nocnenosarenbHO Habmonamuch st /L8 u CCR1 yepes
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2 yaca nocyie 00paboTKH, 4TO yKa3bIBaeT Ha ObicTpoe BiustHue HHrnOuposanust BET Ha
TpaHckpunuuto. [Tpumepsl 3aBucumocteii "Bo3nerictue-peakuus” miust CCR/I n ILS
npencrasieHbl Ha @1 .4. ITokazaHHbIE JaHHBIE BKJIIOYAIOT 00pa3Lbl, B3AThIE Y AIIUEHTOB C
TuM(pOMON, KOTOPBIX Jieunsiu coenuHerneM 1 B uccnenosanun 0610-01. 3HadeHus sKkcnpeccuu
TeHOB OBLIT HOPMAaJIM30BAHbI K 3HAYEHUSIM, H3MEPEHHBIM B €IMHUYHPOI BPEMEHHOU TOYKE
nepen oopadotkoit (100%). DT HaHHBIE TPOIEMOHCTPUPOBAIIN OBICTPOE LEJIEBOM BO3ICHCTBHE
unruouposanus BET Ha ki1roueBble MPOBOCTIAUTENbHBIE T€HBI U MOAASPKUBAIOT

HUCIIOJBb30BAHHUE 5TOI0O KIIMHUYCCKOIO aHaJin3a 6I/IOMapKepOB.

Knuanyeckue npU3Haky aKTUBHOCTH V MALMEHTOB ¢ MUENO(DUODPO30M

[0047] IlepBble uerbipe nauneHTa ¢ MHeN0GUOPO30M, BKIFOUEHHBIE B Hccaenosanue 0610-
02, mpOAEeMOHCTPUPOBAIIN KJIMHUYECKYIO O3y, KOTOpasi IO COCTOSIHUIO Ha uioyib 2018 roxa
NPOJIHIIACH IO MEHbIIeH Mepe Ha 6 MecsieB. [lepBble ABa maipeHTa ¢ Muesopuopo3om,
BKJIFOUYEHHBIE B McCieoBanue (manueHTol 245 u 246), nonyvanu coenuHeHne 1 B KoMOUHAIMK C
pykconutiHrOOM 1 npouH 18 xypcos nedenus (11 mecsiues jedeHus1) Ha MOMEHT 3TOrO
HanucaHust. Clenyronue Ba MalMeHTa, BKIYEHHbIE B HCCienoBaHue (mauueHTol 247 u 248),
Ha JaHHBII MOMEHT nojy4dmin 10 nukioB coenrHeHus 1 B kauecTBe MOHOTepanuu (6 MecsLes
nedeHus1). Bee ueThIpe manueHTa npofoDKaloT JISUeHNe, U Y HUX HaOMI0IaeTCsl yMEHbIICHUE
CHCTEMHBIX CHMIITOMOB, YMEHbIIEHHE 00beMa CEJIE3EHKH U TMOBBILIEHUE TeMOTIO0MHA.
EnuHCTBEHHBIH MAIMEHT, KOTOPBIN 3aBUCEI OT TPaHC(Y3UU HA MOMEHT BKJIFOUEHHS B
UCCJIeIOBaHKE, CTAJl HE3aBUCUMBIM OT TpaHc(y3uu (onpenessiercs kak >12 Henens 6e3
HEOOXOIMMOCTH MEPETMBAHMS KPACHBIX KPOBSIHBIX TeNeL (SPUTPOLUTOB) (IO COCTOSTHUIO HA
uroJib 2018 r. mporio 7 MecsieB ¢ MOMeHTa nociennei Tpancdysuu). Ero mocnennee
u3MepeHue remoryioonaa coctasmiio 10,9 r/nin. B cOOTBETCTBUM € 3THM Pe3yJIbTATOM, V BCEX
YeThIPEX MAIMEeHTOB HaOJF0AAI0Ch OBBIIIEHHE YPOBHSI FeMOTJIO0ONHA ITPU MHOTOKPATHBIX
LIUKJIaX JledeHus1 coeauHenueM 1. Kpome Toro, y 0AHOro nanuenTa, KOTOpbli BOLIEN B
UCCIIEIOBAHKE C HEKOHTPOJIUPYEMbIM TPOMOOIIMTO30M (MCXOIHBIH YPOBEHH TPOMOOIIUTOB
coctapsi 895 x 10%/n, Habnronanach HOpMaNTU3alKs KOMMYECTBA TPOMOOLIMTOB B TEUEHHE
NIEPBOTO MECSIIIa MOHOTEPAIHH COSMHEHUEM 1, KOTOpast COXpaHsIach (caMoe MocieHee
u3MepeHne TpPoMOOLUTOB cocTapuo 132) x 10°/1). BoccTaHOBNEHHE TPOMOOLUTOB OO
CBSI3aHO CO 3HAYMTENBHBIM YMEHBLICHUEM IrOJIOBHBIX Oosel. KpaTkue onmcanus BCex YeThIpex

MalUECHTOB, IIPOJICYCHHBIX HE MEHEC 6 MECALCB, MMPEACTABIICHBI HHUXKE.
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I'pynmna KOMOMHUPOBAHHON TEpAIUU

[0048] [ManmenTke 245, 66-1eTHEH KeHITUHE, ObLT THArHOCTUPOBAH MUEIOGUOPO3 B Mae
2014 r., ona He neumnach 10 siHBapsi 2016 r., KOraa oHa Havyaa JeueHUe PyKCOIUTUHUOOM B
nose 15 mr nBa pasa B nenb. [lanoOuHOcTaT OBLT NOGaBNEH B heBpane 2016 r. 1 mpekpaiieH B
mapte 2017 r. u3-3a passutus anemuu. C mapta 2017 r., koraa nanueHTKa NpUHUMAaa TOJIbKO
PYKCOJNMTHHUO, Y MALIMEHTKU MOSBUIIACh YCTOMYMUBOCTD K PYKCOJIUTUHUOY, IPU 3TOM pa3Mep ee
cesie3eHKH yBenuumics Ha 25%.

[0049] Ha moment Brimtouenust B uccienosanue 0610-02 B urosie 2017 r. o0beM cesie3eHKU
nareTku 245 no ganaeiM MPT Obut 1404 cm3 u coctasisin 12 oM npu nansnanun. [Tpu
NEePBUYHOM O0CJIEIOBAHNUHN B Havalle UCCIIEIOBAHNS MTALIUEHTKA JKaI0Balach Ha PaHHEe
HACBILIEHNE, HOUYHYIO MTOTJIUBOCTD U OABIIIKY. B TeueHue 4 mecsues neueHust CoeNMHeHueM 1,
125 mr 1 pa3 B aeHb 1 pyKCOTUTUHUOOM 15 Mr 2 pas3a B A€Hb, y MALMEHTKH UCYE3JI0 YYBCTBO
paHHero HACBILIEHWS, TPY NAJBMALNH CeJIe3eHKa Obu1a S ¢M, eueHb OoJblIe He
nanpnupoBanack. HanMmenbimii 00beM cenedenku o ganubiM MPT cocrasun 1144 cm3,
ymeHnbinenne Ha 19% na MPT uepes 6 mecsues. [loza pykconutuauba Obuta cHkeHa Ha 10-m
LIMKJIe 10 7,5 MT /1Ba pa3a B AE€Hb JUI PELIeHUs MPOOIeMbl CHIXKEHUS KOJINYECTBA TPOMOOLMTOB.
KonnyecTBo TPOMOOILIMTOB MOCTENEHHO YJIYYIIHIOCH MOCHE CHIXKEHHS J03bI PYKCOJIUTUHHOA,
OJTHAKO MO-MPEKHEMY OCTAIOTCS HMKE yCTAHOBJIEHHBIX MPOTOKONOM Kputepues 100 x 10/ s
JBYX LIUKJIOB JIEYEHUS, YTO O3BOJISIET YBEIUUUTD A03y coeanHeHus 1. B octanbHOM nanueHTka
YyBCTBOBaJa ce0st XOPOIIO, 0e3 KaKUX-THOO0 CYLIECTBEHHBIX U3MEHEHUH B CHMITTOMAX .

[00S0] IManmenTka 246, sxeHimuHa 53 jet, y kotopoii B 2009 roay ObUT IUarHOCTUPOBAH
muenopudpos. B redenne 2002 u 2006 rr. manueHTKa MEHsIA KYPChI JICYSHHS STIO3THHOM
anbda, JEHATUIOMHIIOM U TATUIOMHIOM, 3aTEM IMOJIy4asia JIEHATUIOMH] B TeUEHHE 7 JIET 10
2013 roga. B 2013 rony eii notpeOoBaioch nepeuBaHue SpUTPOLUTOB, a B 2014 rogy oHa
HavaJjia IPUHUMATh HHTEP(EPOH, YTO MO3BOJIIIIO €if CTaTh HE3aBUCUMOM OT TpaHChy3Uid.
ITpakTHuecku roj crycts HHTepPEepOoH ObLT MpeKpalneH u3-3a yromssieMoctu. [lanuenTka
OCTaBajiach HE3ABUCUMOM OT TpaHChy3un u Oe3 nanmpHelero jedeHus 10 konua 2016 rona,
KOTJla OHA CHOBA CTajia 3aBUCUMOMN OT TpaHcy3uu. PykcomutuHubd 5 Mr aBa pasa B IeHb ObLI
Hayat B siHBape 2017 roga. Pykcomurrau® Opu1 yBenndeH 1o 10 Mr 1Ba pa3a B I€Hb B arpele
2017 roga, HO MAIMEHTKA OCTABAJIACh 3aBUCUMOI OT TpaHCHY3UH U uMesia cuMnTombl. OHa
CYUTAJIACh YCTONYMBOM K PYKCOJIMTHHHUOY U3-32 YBEIHMUYEHHS pa3Mepa CeJIe3eHKH U 000CTPEeHHUs
CHMITTOMOB (CHJIbHASI YTOMJISIEMOCTb, OJIbILIKA, HEAOMOTaHHEe NPU (PU3NIECKON HArpy3Ke,

NEePUOANYIECKasl TOIIHOTA U HOYHAS MOTJIMBOCTD) BO BPEMS TEPANUU PYKCOTUTHHUOOM.
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[0051] Korna maruenTke 246 Ha4aiu MpOBOAUTH KOMOMHHPOBAHHOE JICYEHUE COeTMHEHUEM
1 125 mr 1 pa3 B nenb u pykconmutuauOom 10 mr 2 pasa B aenb B urosie 2017 roga, oOvem ee
cene3eHku cocrasisut 607 cm3 mo nanabpiM MPT u 2 cMm npu nanenanuuy, U ei TpedoBaaoch
peryJsipHOe nepenBaHne KPOBH (2 eAMHULIBI SPUTPOLIUTAPHON MacChl KaXple 3-4 Heaemn).
Josy coeaunenus 1 tutposanu 1o 175 mr 1 pa3 B 1eHb noCie NATU LIUKJIOB JICUCHUS, U B
Te4YeHUe 7 MeCALEB I0CIe KOMOMHIPOBAHHOMN TEpaIiy MAleHTKa CTajla HE3aBUCUMOHN OT
TpaHcysun (onpenensiercs kak >12 Henenb 0e3 Tpancdysuu u remorioduH >8 r/m; cMm.
®UI'.5), xoTopslii coxpansercs Oonee 30 Henenb (TMOCIEeAHEEe U3MEPEHUE MeMOTJIO0NHA
coctasmiio 10,9 r/mn). OHa Taxke MMena KIMHUYECKU 3HAYMMOE YIIYULIeHHE CBA3aHHBIX
CHCTEMHBIX CHUMITOMOB (YTOMJISIEMOCTb U OJIBIIIKA), & TAKXKE ITOCTENIEHHOE YMEHbLICHHE
o0beMa cene3eHKH, TOCTUTHYB 37% -HOro yMeHbIeHHs: oobema cene3eHku k 12-my mukiy (380

cM3).

I pynna monomepanuu

[0052] IManrenTtka 247, skeHiuHa 46 ner, y Kotopoii B ampese 2014 rona Obut
AMarHocTHpoBaH Muenodudpos. B 2009 r. BO3HUKIIO MOAO3PEHUE HA 3CCEHINATbHBIN
TpomOoruTo3 (3T) y nmauneHTky, o noBoAy KOTOPOro OHA MOJTyvalia JIeYeHUe
TUAPOKCUMOYEBHHOM ¢ anpenist 2009 r. mo nexadpp 2017 r. [TaumeHTKa Takke mony4dnsia
JedeHue SMo3THHOM anbda B 2015 roay B Te4eHHE OTHOIO MeCsIa, TPH MeCSLA JIeUEHUs
umetesnictatoM B 2016 roay u 4eTbipe Mecsiia JiedeHus neMopoausymadom B 2017 romy.
Pykconutunu®b BBOmMIH ¢ okTs0pst 2015 roga mo mait 2016 rona. Ipuem pykconurunuba Obut
NpeKpalieH U3-3a YXyALEeHUs: CHMIITOMaTUYECKON CIIEeHOMErallni, aHEMUH, JIEHKOLUTO3a U
TPOMOOLIUTO3A.

[0053] ITpu Britoyenuu B uccienosanue 0610-02 B nexabpe 2017 r. y narmienTku 247 Obut
obbeM ceneseHku 858 cm® o ganHbIM MPT 1 5 cM Npu naabnanud 1 MHOKECTBO CHCTEMHBIX
CHMIITOMOB, B TOM YHCJIe. TUCKOM(DOPT B JKUBOTE, OABIIIKA NMPH (HU3HMIECKON HArpy3Ke, paHHee
HACBILEHUE, YTOMJISIEMOCTb, TOJIOBHBIE 00, HOYHAS TIOTJINBOCTD, TOJIOBOKPYKEHHE,
OeccoHHUIA, 3y U 00NN B KOCTAX. Y MAIUEHTKU TaKke ObUT HEKOHTPOJIHUPYEMBIH TPOMOOLIUTO3
TIpH BXOKAEHUH B MCCIIeIoBaHue (KOJIMIECTBO TPOMOOLUTOB 895 x 10°/1 Ha MCXOMHOM YPOBHE),
HECMOTpsI Ha FUIpoKkcuModeBUHY. KpoMe Toro, nanneHTka CIbIThIBaIa IOCTOSIHHBIE
U3HYPSIIOIINE TOJIOBHBIE OOJIH, KOTOPBIE MOTPeO0OBAIM MHOTOKPATHOM TOCTIMTAIU3ALINHN JJISI
KynupoBaHusi 0onu. Ee TpoMOOIIUTEl HOPMAaIH30BAIHUCH MOCIIE OMYYEHUS IEPBBIX IBYX HENENb
MoHoTepanuu coeaunenreM 1 (183 x 10°/11) u ocTaBanuch B Mpenenax HOPMaJbHOIO AUAna3oHa
B TEYECHHE OCTABILErOCS BPEMEHH, B TEUEHHE KOTOPOTrO OHA YYAaCTBOBAJIH B UCCIIEOBAHUH (CM.

®UT'.6. B TeueHue 2 MecseB MOHOTEPAITUN COeIMHEHHEM 1 CHIIbHBIE TOJIOBHBIE OOJH Y
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MALUEHTKH MPOLLIN, HOYHAS OTIMBOCTh ObLIa MEHEE YaCTOW; & YMEHbIIEHHE CUMIITOMOB Ha
37% OUeHUBAJIOCH IO IIKaJIe CHMITTOMOB MEEJIONpoindepaTHBHOTrO HOBooOpazosanus (MNS).
Ee ouenka s¢dpexrusHocTr no mkajge ECOG cHusmnace ¢ 2 1o 1 mocie AByX LIHUKJIOB JICUEHUS C
nomomieio CPI-0610, a ymeHbIIeHNe 00beMa cenesenkH Ha 25% (640 cM®) GbII0 OLIEHEHO ¢
MOMOUIBI0 caMoro nocieanero namepenus. MPT nocne 8 LukioB nedeHus.

[0054] IManenT 248, 76-neTHUI My>K4lHA, Y KOTOPOro B ceHTs10pe 2011 r. Obin
OUarHOCTHPOBaH Muenohudpos, neunscs GpesomumyHnudom (¢ nekadpsi 2011 r. mo okTsOpb
2012 r.) u uranutnHuOOM (¢ nexkadbps 2012 r. mo mronb 2014 r.). Pykconutunu® S5 mr aBa pasa B
neHb ObLT HauaT B stHBape 2015 rona u ysenudeH 1o 15 Mr 1Ba pasa B ieHb B fekadpe 2015
roza. Pykconntuau® Obun npekpaineH B ceHTss0pe 2016 roaa, MockoJIbKy y NMalieHTa
HaOJII01aJTMCh B LIEJIOM HAapacTaroliasi yTOMJIIeMOCTb, aHeMusi 1 Tpomboruronenus. [Tocne
JIe4eHHs] PyKCOJUTHHUOOM MAallUeHT MoJyyas umerasucrar ¢ utoHs 2016 roga no mapt 2017
rona, a 3ateM nemOoposu3ymad ¢ uroHs Mo okTsopb 2017 roga.

[0055] B nexabpe 2017 r. maumenT 248 Hayan monorepanuio CPI-06010 B uccnenoBanuu
0610-02. Ha ToT MOMeHT y naruenTa 6611 06beM cenesenku 1148 cm® mo nanueiv MPT u 5 cm
npu najbnauuy. Ero cucteMHble CHMIITOMBI HA MOMEHT BKJIFOYEHMsI B UCCIIEOBAHUE BKIFOYaIN
YTOMJISIEMOCTD, PAHHEE HACBILIEHUE U TPYAHOCTH C KOHLIEHTpauuel BHuMaHus. [lanyent He
nepeHocus HadainbHy!o 103y CPI-0610 B 225 mMr onuH pa3 B AeHb (OH UCIIBITHIBAJ TOLIHOTY,
IMapero, HeTOMOTaHHUE U TOJIOBOKPYKEHHUE), UTO MOTPeOOBAIO MPEePBhIBAHUS MPUEMA TIOCTIe
nepBbIx 5 103 mukia 1. [TauuenTy Obuta MOBTOPHO Ha3HAYEHA YMEHbIIeHHast 10 175 Mr no3a
coenuHeHus 1 B Havase MUKJIa 2, KOTopasi ObljIa MEPEHOCHMON B TEUEHUE OCTABLIETOCS BPEMEHU
uccnenoanus (> 6 Mecsiues). B To Bpemst Kak ceie3eHKa MalueHTa MoKa3ajla MUHUMAIbHbIE
U3MEHEHUs IPY MaJbIallii, YMeHbLIeHne o0beMa cenedeHky Ha 11% (1023 cm3) Opuio
uzMepeHo ¢ nomoinsto MPT vepes 3 mecsua neuenus CPI-0610. Ero onienka no mikane MNS
ynyummnach Ha 19% nocine 2 Mecsites npuema A03bl 175 Mr ouH pas B [ieHb, a mocie 6
MeCSIIIeB JIeYeHHUs coeNHeHneM 1 creneHsb pudpo3a KOCTHOrO Mo3ra cHusuiack ¢ MF-2 Ha
UCXOAHOM ypoBHE 10 MF-1 Ha OCHOBE OLIEHKM MECTHOIO MaTOJIOra.

[0056] XoTst ObUT ONKCAH PsiA BAPUAHTOB OCYINECTBJIEHUS 3TOT0, OYEBHIHO, YTO HAIIN
OCHOBHBIE ITPUMEPBI MOTYT OBITH U3MEHEHBI C TEM, YTOOBI IPEIOCTABUTh APYTHE BAPHUAHTHI
OCYILIECTBIICHHSI, B KOTOPBIX HCIIOJIBb3YIOTCS COEIUHEHHS U CITOCOOBI TAHHOTO PACKPBITHSI.
CrnenoBarenbHO, CieAyeT MOHUMATD, YTO 00BEM 3TOTO PACKPBITHS JOJDKEH ONPEAEIISIThCS
npuaraeMoi Gopmyioi n300peTeHus], a He KOHKPETHBIMU BapUaHTAMHU OCYLIECTBIICHHS,
KOTOpbIe OBLIH NPECTABIICHBI B KAUECTBE MPUMEPA.

[0057] ConeprkaHne BCceX CChUIOK (BKJIFOUAs JINTEPATYPHBIE CChUTKHU, BBIAAHHBIEC TIATECHTBHI,

OHY6J'II/IKOBaHHbIe 3asiBKU Ha MAaTCHTBI U OAHOBPEMEHHO pacCMaTPUBACMBbIC 3asIBKU HA HaTeHTbI),
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LIUTUPYEMBIE 110 BCEH 3TOI 3asiBKE, IBHBIM 00pa30M BKIIFOYEHBI B HEE BO BCEH CBOEH MOJTHOTE
MOCPEACTBOM CChUIKHU. EClii HE yKa3aHO MHOE, BCE TEXHUYECKUE U HAYy4YHbIE TEPMUHBI,
UCTIONIb3YEMBbIE B TAHHOM JIOKYMEHTE, UMEIOT 3HaYeHHsI, OOBIYHO U3BECTHBIE CPETHEMY

CIELIUAINCTY B TaHHOW O0JaCTH.
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dopmyia n3o0pereHus

1. Crniocob neyenust muenodubdposa y cyObekTa, BKIFOUAIOIUN BBEICHHE CYyOBEeKTy
TepaneBTHUecKH 3P dexrnBHOrO KOMMuecTna 2-((4S)-6-(4-xnopdenmn)- 1 -merrn-4H-
Oen3o[ c]usokcazono[4,5-elazenuH-4-mn)aneTaMuna Win ero GapMaeBTHYECKH MPUEMIIEMOM

COJIN.

2. Crnioco0 o 1. 1, OTIHYaroIIHiics TeM, 9TO CyOBEKT paHee MOABEPTraICs JCUSHUIO

uHruouropom Anyc-knnasznl (JAK).

3. Crioco0 no 1. 1 Uiy 2, OTINYAOIIMNACS TeM, YTO CYOBEKT XapaKTepU3yercs

IpOrpeccupoBaHUEeM/PELIMANBUPOBAHNEM 3a00eBaHMs IPH JiedeHnu nHruouropom JAK.

4. Cnoco6 mo 1. 1 miu 2, OTIHYAIOLUIUICS TeM, YTO CyObEKT XapaKTepu3yercs

pedpaKTepHOCTHIO/PE3UCTEHTHOCTHIO K MHrHOuTOpYy JAK.

5. Cnoco6 no mobomy ogHOMY 13 Il 1-4, OTIMYAOIMUICS TEM, UYTO CYOBEKT paHee

rnoaBeEpraicsa JEUYCHUIO pYKCO.HI/ITI/IHI/I6OM.

6. Crniocob nevyenust muenodudposa y cyObekTa, BKIFOUAIOIUN BBEEHHE CyObEeKTY
TepaneBTHUecKH 3P exkTuBHOrO KOMuecTra 2-((4S)-6-(4-xnopdenmn)- 1 -metrn-4H-
Oen3o[ c]uzokca3onol4,5-elazenuH-4-un)aleTaMmuna U TepaneBTHYecku 3HHEeKTUBHOTO
Kosnn4ecTBa MHruouTopa Anyc-kunasbl (JAK) win ¢papManeBTHYECKH TPUEMIIEMON COTH

Jr000T0 U3 BBIIEYKA3aHHOTO.

7. Croco0 1o 1. 6, ornmuyaromumiicst TeM, uto naruourop JAK npencrasnser coboit
PYKCOJIUTHHHUO.
8. Crniocob no mroboMy OgHOMY M3 il 1-7, OTIMYAOIIHICS TE€M, YTO CyOBEKT

XapaKTEePU3yeTCsl UUTONEHUEH.

9. Crnioco6 no mroboMy ogHOMY U3 il 1-8, OTIMYAOIIHIICS Te€M, YTO CyOBEKT

XapaKTEePU3yeTCsl aHEMUEH.
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10. Criocob no moboMy ogHOMY U3 L. 1-9, OTIMYAOIIHIACS TeM, YTO CyOBeKT

XapaKTepPU3yeTCsl ypOBHEM reMOII00HNHA, COCTABISIIOIUM MeHee deM 10 r/ai.

11. Crniocob no mobomy ogaOMy 13 . 1-10, OTIHMYAIOIUICS TeM, YTO CYOBEKT

XapakTepusyercs TPOMOOIUTONEHNEH.

12. Criocob no mobomy ogaoMy 13 min. 1-11, OTaHYAIOIUIACS TeM, YTO CYOBEKT
XapaKTePU3yeTCsi KOJIMIECTBOM TPOMOOLIMTOB, COCTABISIOIUM MeHee yeM 120000

TPOMOOLIUTOB/MKJI.

13. Crnocob no mobomy ogaoMy 13 mir. 1-10, OTaHYAIOIUIACS TeM, YTO CYOBEKT

XapaKTepU3yeTcs: TPOMOOLUTEMHUEIO.

14.  Cnocob no mobomy ogaomy u3 mi. 1-10 u 13, OTIHYAKOLIHIICS TEM, YTO CYOBEKT
XapaKTepU3yeTCs KOMUIECTBOM TPOMOOILIMTOB, COCTABIISIFOIUM Oonee uem 500000

TPOMOOLIUTOB/MKJI.

15. Crioco6 no moboMy ogHOMY U3 M. 1-14, OTIHUYAOIIUIACS TEM, YTO CYOBEKT

XapaKTepU3yeTCsl HEUTPOIICHUEH.

16. Crnioco6 no mobomy ogHOMY M3 L. 1-15, OTIMYAOIIUICS TEM, YTO CYOBEKT
XapaKTepU3yeTcsi a0CONOTHBIM KOJIMYECTBOM HEHTPO(UIIOB, COCTABIISIFOIIUM MeHee yeM 1000

HEUTPOPHUIIOB/MKJI KPOBH.

17. Crniocob no mobomy ogHOMY U3 mil. 1-16, OTIHYAIOIIUICS TEM, YTO CYOBEKT

XapaKTEePU3YETCsl YBEIMUYECHHON CEIe3€HKON MM NEYEHBIO.

18. Crioco6 o mobdomy ogromy u3 nm. 1-17, oTnnyaromuiicst Tem, 94To CyOBEKT CTpataeT OT
KEITYyAOYHO-KUIIEYHOTO I[I/ICKOM(I)OpTa, OJBILIKH IMPU HAMPAKCHUH, PAHHETO HACBILCHUS,
YTOMITAEMOCTH, T'OJIOBHBIX 60J'I€fl, HOYHOI'0O MOTOOTACIICHUSA, TOJIOBOKPYIKCHUS, 66CCOHHI/ILU:>I,

3yaa win OOJIM B KOCTSIX.

19. Crniocob no mobomy ogHOMY 13 . 1-18, OTIHYArOIUICS TeM, YTO CYOBEKT

XapaKkTepU3yeTcs 3aBUCUMOCTBIO OT TpaHC(y3uu.
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20.  Cmocob o mobdomy ogromy u3 . 1-5 u 8-19, oTnuyaromuiicst Tem, 4To CyOBeKTy
BBOIAT OT 100 mr/cytku no 300 mr/cytku 2-((4S)-6-(4-xnopdennn)-1-mernn-4H-
Oen3o[ c]usokcazono[4,5-elazenuH-4-mn)aneTaMmuna Win ero GapMaleBTHYECKH MPUEMIIEMOM

COJIN.

21.  Cnocob no mobomy ogromy u3 . 1-5 u 8-20, oTnuyaroLuiics Tem, 4To CyOBeKTy
BBOIAT OT 150 mr/cyTku no 250 mr/cytku 2-((4S)-6- (4-xnopdennn)-1-mernn-4H-
Oen3o[ cusokcazono[4,5-elazenuH-4-mn)aneTaMmuna Win ero GapMaleBTHYECKH MPUEMIIEMOM

COJIN.

22.  Cnoco0 no mobomy ogHOMy U3 mIl. 6-19, oTnuyaroIuiics Tem, 4To CyOBeKTY BBOIAT OT
100 mr/cyTku 1o 300 mr/cytku 2-((4S)-6- (4-xnopdennn)-1-merun-4H-6en3o| cuzokcaszonol4,5-

e|azenuH-4-ui)aneraMuaa Win ero papManeBTHYECKH MPUEMIIEMOI COJH.

23, Cnoco0 no mobomy ogHOMY U3 Tl 6-19 1 22, OTIHYAIOIUICS TeM, YTO CYOBEKTY
BBOIAT OT 100 mr/cyTku 1o 200 mr/cytku 2-((4S)-6- (4-xnopdennn)-1-merun-4H-
6en3o[c]uzokcaszono[4,5-e]azenunu-4-min)aneTaMuia UK ero papMaeBTUIECKH TPUEeMIIeMOt

COJTHL.
24.  Cnocob no mobomy ogHOMY U3 M. 1-23, OTIUYAOLIHICS TEM, YTO CYOBEKTY BBOISAT 2-

((4S)-6- (4-xnopdenmn)-1-merun-4H-6en30[ cJuzokcazono[4,5-e]azenun-4-ui)aueTaMua UK €ro

(apMarieBTHYECKH MPUEMJIEMYIO COJIb OJTUH Pa3 B CYTKH.
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CNOCOBbI NEYEHUA MUENONPO/IMGEPATUBHBIX PACCTPOMCTB
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CNOCOBbI NEYEHUA MUENONPO/IMGEPATUBHBIX PACCTPOMCTB
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