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(57) /lannoe u300peTeHME MPETYCMATPUBAET CIIOCOObI JIEUeHHs MUENoMCIIacTHIecKoro cunpoma (MJIC)

y CcyObeKkTa, HE IOIy4YaBILETO JICUYCHHS AareHTOM, BBIOPAHHBIM W3 TUIIOMETHIMPYIOIETO areHTa
(HMA) u nenanupnomupaa, mnn obommu. Croco0 BKIIOYAaeT BBEICHHE CYOBEKTY 3((EKTHBHOTO
KOJIMYECTBA MHTHOUTOpa TEIOMepasbl, TAKOTO KaK, HAIpUMep, MMETENCTAaT WM MMETENCTaT HaTpusl.
B HEKoTOpHIX cCiydasiX IIOMYYarolIEro Je4eHHe CyObeKTa KIaCCHOUIMPYIOT, KaK HMEIOIIEro
MJIC Hu3KOro wmnM MpPOMEXyToyHOro-1 pucka mno mkane IPSS w/mmm wumeromero MJIC,
PeLUANBUPYIOINT/HEBOCIPUMMYHBBINA K 3pUTPOII033-CTUMYIHpYytoiieMy areHTy (3CA).
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CIHOCOBLI IEYEHUA MUEJTOJUCIINIACTUYECKOI'O CHH/IPOMA

IMEPEKPECTHBIE CCBIJIKU HA POJACTBEHHBIE 3AABKU
[0001] ManHas 3asiBKa 3asBJIAE€T MPUOPUTET MO mpeasapurenbHoi 3asBke CIIA Ne 62/538315
(momana 28 wronst 2017 r.), nmpensaputenbhoit 3asBke CLIIA Ne 62/595329 (nomana 6 nexabpsi
2017 r.), u npensapurenbHoi 3asBke CLIIA Ne 62/685542 (nomana 15 wronst 2018 r.), KOTOpBIE B
MIOJTHOM O0beMe BKIJTFOUEHBI B TAHHBIN TOKYMEHT ITOCPEICTBOM CChLIOK.
[TEPEYEHb ITOCJIEJIOBATEJIbBHOCTEN
[0002] Hannas 3asiBka comep:kut IlepedeHb MOCIENOBATEIBHOCTEH, KOTOpPBI ObUT MONAaH B
sanektpoHHoM Bune B popmare ASCII m HacTOSIIMM B MOJHOM OOBbeMe BKIIIOYEH B JaHHBIN
JOKYMEHT MOCPEICTBOM CChUIKH. YKa3zaHHbIA TekcT B ¢opmare ASCIL, cozmanHbil 19 MroHs
2018 r., mazean JBIS134WOPCT1_SL.txt u umeer pazmep 573 Oaiita.

OBJIACTb TEXHUKU
[0003] [anHast 3asiBKa OTHOCHUTCS K JICUEHUIO MHUEIOANCILIACTHYECKOrO CHHAPOMA (TaKOTroO Kak
MJIC non-del(5q) (6e3 neneunn IIMHHOTO IJIe4a XPOMOCOMBI 5) HU3KOTO U MPOMEKYTOYHOTO- 1
pucka mo mxkane [PSS) y manumeHta, He MoONy4aBIIEro paHee JEUEHHs] TMIIOMETHIJINPYIOIIUM
areHTOoM, JICHATUIOMHUIOM, HJIH OOOUMH, C HCIIOJIb30BaHUEM HHTHOUTOpa TEIOMEPasblL.
W3BECTHBIM YPOBEHb TEXHUKH
A. MuenogucniacTu4ecKue CHHAPOMBI
[0004] Muenoaucruiactuueckue cuaapomsl (MJIC) mpeactaBisiroT coOO rpymmy CHMIITOMOB,
KOTOpasi BKJIIOYAET PaK KPOBU U KOCTHOrO mMosra. OHM Takke BKJIFOUAIOT Takue 3a00JIeBaHUS,
Kak pedpakTepHas aHemusi, pedpakTepHas aHeMusi ¢ H3OBITKOM OJacToB, pedpaxTepHast
LUTOMNEHUsI C MYJbTWIMHEHHONW IuCIUIa3uei, pepakTepHas LHUTONEHUs C OIHOJMHEHHOM
OUCIUIA3Me, U XPOHWYECKUUM MueJoMOHoUMTapHbId Jsetiko3. MJIC mnpeacraBisitor coboi
COBOKYITHOCTb I'€MAaTOJIOTHYECKUX MEIMLMHCKUX MOKa3aHUH, MPUBOASIINX K Hed(dekTuBHOMY
NPOAYLMPOBAHUIO MHEJIOMAHOrO Kilacca KpoBsiHbIX KieTok. [Ipu MJIC, He3penbie CTBOJIOBBIE
KJIETKU KPOBH (OJIACTBI) HE CTAHOBSITCS] 3AOPOBBIMU KPACHBIMU KPOBSIHBIMHU KJIETKAMU, O€TbIMU
KPOBSIHBIMU KJIETKAMH, HJIM TpoMOonuTaMu. biaacTel morubaroT B KOCTHOM MO3T€ MJIH BCKOpE
1OCJI€ TIepeMEIeHHsT B KPOBb, YMEHbINAs BO3MOXKHOCTH (POPMHPOBAHUS 3IOPOBBIX O€NbIX
KJIETOK, KPACHBIX KJIETOK, H/HJIH TPOMOOLIUTOB B KOCTHOM MO3T€.
[0005] MZIC mpeuMyIiecCTBEHHO MOPaXKaeT MOXKUJIBIX JIOAEH U XapakTepU3yeTcss aHEMUEH U
OPYTHMH LIUTOTICHUSIMH U BBICOKUM PHUCKOM Jielikemudeckoir Tpanchopmannu (Cheson et al.,

Blood 2006;108:419-425). B xnmuuundeckoii mpaktuke, MJIC mopmo3peBaroT, Korma HHade
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HEOOBSCHUMAsT aHEeMMsl acCOLMHMPOBAaHA C JPYTUMH IIUTONEHUSMH, YBEJIHYEHHBIM CPEIHUM
00BEMOM SPUTPOLIUTOB, HJIM YBEJIWYEHHOH OTHOCUTENBHOH INHPUHON pacrpeneneHus
SPUTPOLUTOB N0 00beMy. JlMarHoCTHKa BKJIIOWAeT OOC/ENOBaHHE KOCTHOIO MO3ra H
LIUTOTeHeTHYeCKHne ucciaenoBanus. KoCTHbIH MO3r 000OBIYHO SIBJISETCS THIIEPIIPONU(EPATHBHBIM.
JluarHo3 ~ OCHOBaH  Ha  JEMOHCTpAallMM  SPUTPOUIHOM, IPaHyJIOLUTAPHOM, WJIN
MerakapuonurapHoi aucmiazuu B 10% wnu Oonblie nHpOpMaTUBHBIX KjeTok (Vardiman, et al,
Blood 2009;114(5):937-951). MJIC moxeT mnporpeccupoBaTtb cO BpemeHeM. Hampuwmep, y
narreHToB ¢ MJIC 4WacTo pa3BuMBaeTcs TsDKenas aHeMus, TpeOyrollas YacThIX MepeTHBaHUN
kpoBu. Takke HAOMIOJAIOTCSI KPOBOTEUEHUS M PUCK MH(EKIHI BCIEACTBHE HU3KOTO YPOBHSI HITH
TUC(YHKIMOHAIBHBIX TPOMOOLIMTOB U HEUTPO(UIIOB, COOTBETCTBEHHO. B HEKOTOPBIX CiyHasix,
3a0oneBaHNe YXYAIIAETCS U Y MAUeHTa Pa3BUBAIOTCA LIUTONEHUH (HU3KOE YHUCIO (POPMEHHBIX
3JIEMEHTOB KPOBH), BBI3bIBAEMBIE MPOrPECCHPYIOIEH HEAOCTATOYHOCTBIO KOCTHOrO Mo3ra. B
APyrux ciy4vasx, 3adoneBaHue TpaHCHOPMHUPYETCS B OCTPBIA MuenodiaacTHeii Jetiko3 (OMJI).
Eciun of0mee mponeHTHOe cozepikaHHe MHEIO0JacTOB KOCTHOIO  MO3ra  IPEBBIIIAET
ompeneNeHHoe TmoporoBoe 3HaueHue (20% mo wMerogmke BceemupHOW —oOpraHW3anuu
3npasooxpanenust (BO3) u 30% nna ¢panko-amepukano-opurancknx (FAB) cyOtunos), To
roBopsT 0 npousomenmeii Tpanchopmaruu B OMJL. [Ina narmentos ¢ MJIC HU3KOro pucka ¢
pPEeLUANBUPOBAHNUEM WJIM HEBOCIIPHUMMYHBBIX K 3PUTPONO33-cTUMYJHpyromuM arentam (3CA),
BbIOOp BApUAHTOB JIEUEHUS] OTPAaHHYEH.

[0006] CranmapTHBIM NIPOTHOCTHYECKUM  MHCTpymMeHTOM oueHkn MJIC  saBnsercs
MexnyHaponHasi mkaina oueHku mnporHos3a (International Prognostic Scoring System (IPSS)),
KOTOpass KjJacCU(UIUpPYeT TAIMEeHTOB Ha KAaTerOpUH HHU3KOro, MPOMEXYTOYHOro-1,
IIPOMEXYTOYHOT0-2, U BBICOKOTO pHUCKA HAa OCHOBAHUU HECKOJBKUX MPOTHOCTHUECKUX
NEPEMEHHBIX, BKJOYAIOMMX OJacThl KOCTHOTO MO3Ta, IUTOICHETHYECKHE Mapamerphl, M
HAJIM4YME LUTONEHUH. MenuaHHash BBDKUBAEMOCTh JJISL 3TUX YETBIPEX IPYIN ObUIa OmpeneseHa
paBHo#t 5,7, 3,5, 1,2, u 0,4 rona, coorBercTBeHHO. Menuannoe Bpems pasutusi OMJI y 25%
MAIMeHTOB B 3TUX Tpymmax coctaysuio 9,4, 3.3, 1,1 u 0,2 roga, coorBercTBeHHO (Greenberg et
al, Blood 1997; 89(6):2079-2088). Ilaumenter ¢ MJIC HM3KOro U mpoMexyTodHoro-1 pucka
MOTyT OBbITh Ha3BaHbl UMEKOINUMH 3a0oneBaHHe "MOHMXKEeHHOro pucka", a manueHTel ¢ MJIC
IPOMEKYTOYHOTO-2 M BBICOKOTO PHUCKAa MOTYT OBITh Ha3BaHbl HMMEIOIIMMH 3a00JIeBaHUE
"MOBBIIIEHHOTO pUCKA".

[0007] B cTpanax 3amama st mauueHTOB B Bospacte Oosiee 70 net wacrora MJIC cocrasmsier,

10 KOHCEPBATUBHOW oleHke, npubnusurenbHo 30-40 ciyuaeB Ha 100000 HaceneHus B Tox.



Osxupaercsi, 4TO H3-3a craperouiero HaceneHus umciao ciydaes MJIC Oynmer Bo3pacTats.
HecMoTpss Ha mMOHWKEHHbIE TOKA3aTeNU JIEHKEeMHYECKOW TpaHCPOpMALMK y TAIHEHTOB C
MOHMKEHHBIM PUCKOM, OOJIBIIMHCTBO MAL[MEHTOB CTPAJAIOT aHEMHEN U CBSI3aHHBIMH C aHEMUEH
CHMITTOMAaMH, CEPbE3HO BIIMSIOIIMME Ha Pe3yJbTaThl JIEUEHUS 1O OLleHKe manueHToB (Almeida
et al., Leukemia Res. 2017; 52:50-57). ¥ mHorux anemmudeckux narueHToB ¢ MJIC co BpemeHnem
pa3BuBaeTCs 3aBUCHMMOCTb OT TpaHchy3un sputpountoB ("RBC"); umeromuecss naHHbIe
CBUJIETEJILCTBYIOT O TOM, YTO IEperpy3ka >KeJe30M, BbI3BAHHAS XPOHHUYECKOW TpaHChysuein
SPUTPOLIUTOB, MOXKET ObITh (PAaKTOPOM, BIMSIOLUIMM Ha OOIIME TOKa3aTeian 3a00JIeBaeMOCTH
(Malcovati et al., J Clin Oncol 2005;23:7594-7603; Malcovati et al., Haematologica 2006;91:
1588-1590; Steensma DP., Mayo Clinic Proc. 2015;90(7):969-983). AHanu3 peTpOCHEKTHBHBIX
NaHHBIX 1Jisi mauueHtos ¢ nuarHo3oM MJIC B cooreercTBuu ¢ kpurepusimu BO3 B Uranuu 3a
nepuon 1992-2004 rr. mokasay, 4TO MOTPEOHOCTh B TPaHCHY3UH 2 E€OUHHL SPUTPOLIUTHON
Macchbl (Units) B MeCsll CHIDKAET OXXUAAEMYI0 MPONOJDKUTENbHOCTh kHM3HH maunuenta ¢ MJIC
npudmmsuTensHo Ha 50% (Malcovati et al., Haematologica 2006).

B. Cospemennbie Metroabl Jedenuss MJ/IC non-del(Sq) Hu3koro m mpome:kyTo4uHoro-1
pucka no mkaJje IPSS

[0008] Ctparerust neuenuss MJIC B 3HauMTENbHON CTENEHW OCHOBaHA Ha OAaJUTbHOHW OLIEHKE
IPSS. V nmauueHTOB, KiacCHPUUUPOBAHHBIX KaK IPYIIA MPOMEXYTOYHOrO-2 HIIM BBICOKOTO
pucka no mkane IPSS (MJIC mnoBbIIIEHHOrO pHCKa), ¢ MEOUAHHON BBDKHMBAEMOCTBIO MpPU
OTCYTCTBUHM JIEYEHUS BCEro JIUIIb MpUMepHO 12 MecsleB, LENbl0 JICUEHHUs] SBJISIETCS
mMoudukams TeueHus 3adoseBanus, n3deranue nporpeccuposanusi 1o OMJL, u yBenudeHue
NPOOJLKUTEIBHOCTH BbDKUBAHMA. Y TAIIMEHTOB, KJIACCU(UIMPOBAHHBIX KaK TPyIa HU3KOTO
wii  npoMmexyrouHoro-1 pucka mno mkaige PSS (MJIC mnoHMKEHHOTO  pHICKa),
NPONOJLKUTEIBHOCTh BBDKUBAHUSI OOJbILIE, HO MHOTHE TMAlMEeHThl YMHUPAIOT OT MPUYHUH,
ormuuHbix 0T MJIC. JledyeHue 3THX MAIlMEHTOB HALEJICHO MPEUMYINECTBEHHO Ha OOJierdeHue
NOCJIENCTBHIA LUTONEHUH U TpaHcdysuil m ynyumeHnue kaudectsa xu3HH (Ades et al., Lancet
2014; 383(9936): 2239-2252).

BDI/ITDOHOGB-CTI/IMVJII/IDVIOIHI/IC ATI'€HTbI

[0009] Jns mammentoB ¢ MJIC non-del(5q) moHMKEHHOro pHCKa, J€4eHHWE NEePBOM JHMHHUU
AHEMHUHU YacTO BKJIFOYAET WCIOJIB30BAHKUE 3PUTPOINO33-CTHMYIUpyromux areHToB (QCA) wim
Apyrux remMomnosTudecknx ¢aktopos pocra. DCA B BBICOKHX a03ax (HampuMmep, 3MO3THH
anb(a), ¢ rpaHyJOLUTAPHBIMU KOJIOHUECTHMYJIUPYIOIIUMHU (akTopaMu Uiu Oe3 HUX, JaBallu

BEJIMYUHY OJPUTPOUAHOrO oTBeta B gauanasoHe oT 30% gpo 50% wu MenuaHHyHo
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NPONOJDKUTENBHOCTh 2 ropa (Ttam ke). KiroueBbiMM ONaronpusTHBIMH HPOTHOCTUYECKUMHU
¢dakropamu orBera Ha DCA SABIAIOTCSA HU3KAs WM OTCYTCTBYIOIIAs TOTPEOHOCTh B TpaHCPy3un
SPUTPOLUTOB (<2 YIAaKOBAaHHBIX E€AMHUI[ SPUTPOLUTHON Macchl/Mecsl) M HHU3KUH YpOBEHb
sputponosTiHa cbBOpoTkH (<500 emmuuiy/m) (Hellstrom-Lindberg et al., Br J Haematol.
2003;120(6): 1037-1046). Hccnenoanust mnokasanu, 4yto ODCA He BIUSIOT Ha PHCK
nporpeccupoBanust 10 MJIC noseimenHoro pucka 1 OMJL, U MO3BOJSIIOT CO 3HAYMUTENILHOMN
CTENEHBbIO YBEPEHHOCTH MPEIINOJIOKHTb, YTO OHH Ja’ke€ MOTYT YJyd4IIaTh BbDKHBAEMOCTb TPHU
M/IC MOHMKEHHOTO PUCKA MO CPAaBHEHHWIO C ONHON Juiib TpaHchysuel sputpouutos (Garcia-
Manero et al, J Clin Oncol. 2011;29(5):516-523). B oTCyTCTBHE CONyTCTBYIOIIErO
nporpeccupoBannst 10 MJIC mnoseimennoro pucka wumn OMJI, y mnanueHTOB, HMMEBIINX
NEePBUYHYI0 HeBocnpuuMuuBocTh k JCA wuiIM peuuauBbl B TeueHHE O MecsleB Iocie
TOOCTH)KEHUsS] OTBETa, HaOMIOJACs OTHOCHUTENBbHO BBICOKMH pucK TpaHchopmanuu B OMIJI
(23,1%) 1 KOpPOTKOH MPONOJKUTEIBHOCTH BBDKHMBAHHUS (MeIUaHHOE 3HA4Ye€HHe 3 roja), B TO
BpeMs1 KaK MaIFEeHThl, OTBEYAIOLINE Ha JIeUeHHe U C penuauBamMu Oojee 4eM uepe3 6 MecsLes,
umenu Oonee OIaronpusTHBIN UCXOA rociie Heynaun nedeHus (failure), ¢ 9% pucka OMJI uepes
7 net n MenuaHoi oOmeli BbokuBaemoctH 4,5 roga (Kelaidi et al., Leukemia 2013; 27(6): 1283-
1290).

[0010] B CIIA Her omobpenHnoit Tepanuu s nanueHToB ¢ MJIC non-del(5q) monmxkeHHOTO
pucka, He orBevaromux Ha OCA; M BapuaHTBl JedeHus mocie Heyjnauu npumenenus JCA
orpaHndeHbl. bonpmuHcTBO manueHToB ¢ MJIC MOHMKEHHOrO pUCKa CO BpeMeHeM OyayT
HY’KIAaTbCsl B JOJITOCPOYHOH TpPaHC(Y3UM BPUTPOLIUTOB, KOTOpPAsi HacTO CONPOBOXKAAETCS
nieperpy3koii skene3oMm (Ades et al., Lancet 2014; Fenaux et al., Blood 2013; 121:4280-4286;
Steensma et al., Mayo Clinic Proc. 2015). Buto mokaszaHo, 4To oxuaaeMast MpoaoJKUTETIbHOCTD
sku3HU i nanueHToB ¢ MJIC cBsizana oOpaTHOM 3aBUCHMOCTBIO ¢ HArpy3koil oT TpaHchys3uu
sputpouutoB (Malcovati et al., Haematologica 2006). TlaiueHThl ¢ XpOHUYECKOW aHEMHUEH,
HECMOTPS Ha 4YacTyI TPAHC(PY3UIO 3PUTPOLMTOB, MOTYT MOJABEPraThCs PHCKY COMYTCTBYIOLIMX
3a0oneBaHmil (HampuUMep, cepaeyuHasl HeIOCTaTOYHOCTh, ciyualiHble nanenus (falls), ycramocTs)
u cHIKeHHoro kadectsa xu3HH (Crawford et al., Cancer 2002; 95:888-895).

FHHOMCTI/IJII/IDVIOH.[I/IC ArCHTbI

[0011] T'unomerunupyromue areHtsl (HMA) (Hanmpumep, a3aluTHOUH U IEUUTA0NH) ObLIH
0o0OpeHBbl B KadecTBE JieUueHUs! Myl BceX (paHko-amepukaHo-OpuraHckux (FAB) cyOrumos,
KOTOpPbIE BKJIIOYAIOT HEKOTOpbIX mnauueHToB ¢ MJIC mnoHmkeHHOro pucka. XOTs 3TU

JIEKapCTBEHHbIE IperapaTbl CHIDKAIOT NOTpeOHOCTh B TpaHcdysuu y mnamueHtoB ¢ MJIC



NOBBIIIEHHOTO PUCKA, JaHHBbIE, TMOATBEPKAAOIIUE YIYULIEHHE AOJITOCPOYHBIX HMCXOAOB IS
NALUEeHTOB TPYIIbl NOHWKEHHOro pucka, noaydaromux HMA nocne Heynauu snedenus OCA,
OTCYTCTBYIOT. B perpocnektuBHbIXx wuccienoBanusix 1698 mamuentroB ¢ MJIC non-del(5q)
MOHIKEHHOTO pHCKa, mosydaBmux JjieueHne OJCA, ManueHThl, MOJyYaBIIUe MOCIenyroliee
neuenne HMA (n=194) nocne Heynmauu npumeHeHuss ODCA, He NPOAEMOHCTPUPOBAIN
CYLIECTBEHHOIO yNydmeHus: S-jetHen obmeli BeokuBaemoctu (Park et al., J Clin Oncol. 2017,
35(14): 1591-1597). B cooTBeTcTBUU C APYTUMH OT4eTaMH, B KoropTax mnammeHtoB ¢ MJIC
NOHMKEHHOTO pPUCKA, 3aBUCUMBIX OT TpaHchysun mnocie Heynaun ODCA, a3auuTHIMH
UHIYLHUPYET He3aBHCUMOCTb OT TpaHchysuu spurpouutoB (RBC-TI) y mpubnusurensno 14-
33% maumenTtoB (Fili et al., Clin Cancer Res. 2013;19:3297-3308; Thepot et al., Haematologica.
2016;101:918-925; Tobiasson et al., Blood Cancer J. 2014: 4, el89). [Ipunumasi BO BHUMaHUE
OrpaHHUYEHHBIN NOJIe3HbIH 3P ekt u HabIroNaroIHuecss TOKCUYHOCTH (HeHTponeHus, HH(EKIHs),
a3aLUTHANH HE MOXKET ObITh PEKOMEHIOBAH JJISl UCTIONB30BAHUS B KAYECTBE JICUSHHS I TAKHUX
nannenTos (Tobiasson et al., Blood Cancer J. 2014).

JleHaTMIOMMT

[0012] XpomocomHasi aHomamus del(5q) (mememust AMMHHOTO IUIEYa XPOMOCOMBI 5)
HaOmonaercsa y 10-15% maumentoB ¢ MJIC n acconumpyercst ¢ OaronpusiTHBIM MPOTHO30M
(Oliva et al, Ann Hematol. 2013; 92(1):25-32). JleueHue neHaIUAOMUAOM MPHUBOAHUT K
HE3aBHCHUMOCTH OT TPaHC(Y3UU AJsI MPHONU3UTEIBHO BYX TpeTeil Takux nmauueHToB (Ades et
al., Lancet 2014; Fenaux et al., Blood 2013; 121(21):4280-4286). B uccnenoBanusix ¢assl 3,
MenuaHHas MPOAOJDKUTEIbHOCTh He3aBUCUMOCTH OT Tpancysuu (TI) He Obuta mocTurHyTa
(Menuana nepuona Habmonenus - 1,55 roma) (Fenaux et al., Blood 2011; 118(14):3765-3776).
Muenocynpeccusi Obuia HanOoJiee YacTO YIIOMHHAEMONW TOKCHYHOCTBIO 3 WM 4 CTENeHH, U B
NepBble HENENH TEpanuH JICHAJHUIOMHIOM TpeOyeTcss TINAaTeIbHBI MOHUTOPHHI YHCHA
(bOPMEHHBIX 3JIEMEHTOB KPOBH (TaM Ke).

[0013] Jlenanunomuy ObLT TaKKe HCCIENOBAH B KAUeCTBE JIeUEHUs TPAHC(Y3HOHHO-3aBUCHMOTO
MJIC non-del(5q), Ha xotopslii npuxoaurcs ot 85% mo 90% nonyssnun MJIC. BonbmmHCTBO
3TUX CYOBEKTOB HE OTBEYAOT Ha JICHATHIOMHZI. | emaronorndeckas TOKCHYHOCTb (T.€.,
HeliTponieHnst U TpoMOouuToneHus1) Obuta Oonee cinadoit, yem y maumentoB ¢ MJIC del(5q)
(Loiseau et al., Exp Hematol 2015;43(8):661-72). Kak u HMA, nedeHue eHaIUAOMHIIOM T1OCIIE
Heynaun DCA He NMpOAEMOHCTPHUPOBAJIO CYLIECTBEHHOIO YJYUYMIEHHs OOIed BBDKMBAEMOCTH
NIPH UCTIOIB30BaHUH 1Jist JieueHust narueHToB ¢ MJIC non-del(5q) nonmwxennoro pucka (Park et

al., J Clin Oncol. 2017).



Jlpyrue BApHaHTBI JeYeHUs!

[0014] XoTss MMMyHOCYNpeccOpHasi Tepamusi sIBJISIeTCS BApUAHTOM JIEUEHHUs] IJIs1 HEKOTOPbIX
narueHToB non-del(5q) moHmXkeHHOro pucka, He HAOMIOANOCh CYINECTBEHHOro >¢¢exra Ha
BBDKMBAEMOCTb 0e3 TpaHchopMaLuy, U Cco0OIaIoch O TOOOYHBIX SIBJIEHHSAX, BKIIOYAs
réMaTOJIOTHYECKYI0 TOKCHUYHOCTb M CBSI3aHHBIE TSDKENble MOOOUYHBIE SIBJICHUS, TaKHe Kak
kpoBoreuenne u wuHpekuuun (Almeida et al., Leukemia Res. 2017). TpaHcruiaHTaius
AJIJIOTEHHBIX CTBOJIOBBIX KJIETOK OOBIYHO SIBJISIETCSl 3alaCHbIM BAPUAHTOM JJISI HE HMMEOLINX
MEIUIMHCKUX TPOTUBOINOKa3aHui mnanueHToB ¢ MJIC TOBBIIIEHHOTO pHCKA, HO MOKET
paccMaTpuBaThCs KaK BApUAHT Il BHIOPAHHBIX MAIEHTOB IPYIIbI TOHIKEHHOTO PUCKA, TAKHX
kak B Bospacte MeHee 00-70 ner ¢ MJIC mnpomexyrouHoro-1 pucka mo mkane IPSS, c
NOBBIIIEHHBIMA [TUTOI€HETUYECKUMHU PUCKAMH, WM CTOWKHM VBEIIMYEHHEM KOJMYECTBA
OJIaCTHBIX KJIETOK, €CJIN aJbTEPHATHBHBIC BAPHAHTHI TEPANTUH SBISIIOTCS He3(PPeKTHBHBIMU (TamM
xKe).

[0015] OrpanuyeHHOE YUCIIO BAPUAHTOB JICUCHHSI TOCTYITHO B HACTOSIIIEE BPEMsI JJIs MALIHEHTOB
¢ MJIC non-del(5q) mnoHMKEHHOro pHCKa TMOCHE HEyOa4W JICYCHHs TIEePBON JIMHUU C
ucrionb3oBaHueM OJCA M BO3HUKHOBEHHMs Y TMALMEHTOB 3aBHCUMOCTH OT TpaHchy3uu
spurpouuToB. Jleyenue ¢ ucnonb3oBaHueM HMA wnm neHanunomMuga MMeeT OTrpPaHUYEHHYIO
3¢ (eKTUBHOCTD B TaKOM MOMYJISALUH MALMEHTOB, U HE NMPOJEMOHCTPUPOBANIO CYLIECTBEHHOI'O
spdexra Ha O0OmYyI BBDKUBAEMOCTb. VMMyHOTepamusi M TpPaHCIUIAHTALUS aJUIOTEHHBIX
CTBOJIOBBIX KJIETOK SIBJIIFOTCSI 3aITACHBIMU BapHAaHTAMU JJIs1 HEOONBIINX BBIOPAHHBIX MOATPYIII
MALMEHTOB CO Crelu(pUIECKUMH XapaKTepUCTHKaMU 3a00JIeBaHus U MauueHTa. JJisi IMeroLnx
peuuauBBl WM HeBOCpUMMYMBBIMBIX K Tepanmuu JCA mnammwentoB ¢ MJIC non-del(5q)
MOHMKEHHOTO PHCKAa CYLIECTBYeT MOTPEOHOCTh B BapHAHTAX JICYCHHUs, TTO3BOJISFOLINX
OTCPOYUTH WJIH M30€KaTh 3aBUCUMOCTH OT TPAHC(Y3UH U CBSI3AHHBIX C STUM PUCKOB.
CYHIHOCTD U3OBPETEHMA

[0016] U3obpeTeHne mpeayCcMaTpUBAET HCIONB30BAHIE HHTMOUTOPOB TEJIOMEPAa3bl, TAKUX KakK,
HaNpUMep, UMETENICTAT, TPU JiedueHnH Muenonuciuiactudeckoro cuaapoma (MJIC) y cyObekTa,
HE TOJYYaBLIErO JIEYEHUS TUIOMeTWIHpyomuM areHToM (HMA) wnm neHamumoMugoMm.
CooTBeTCcTBEHHO, MpenycMaTpuBaroTest crocoOr! jeueHust MJIC y cyObekTa, He MOy4aBIIEro
JedeHus: ¢ ucnojp3oBaHueM HMA, nenamupomuaa, win obomx. Crmocobd mo u3o0peTeHHro
BKJIFOYAET BBeIEHHE CYOBeKTY 3((EeKTHBHOrO KOJMuUecTBa HWHruOWTOpa TejaoMmepasbl. B
HEKOTOPBIX Ciy4asix, cyObekr kiaccuduuupyercs kak wumerommii MJC HH3KOro wiH

npomesxkyrouHoro-1 pucka no mkane IPSS w/nnn MJIC, peunanBupyro i/ HeBOCTIPUIMYUBBIN
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K opurpomnoss-ctumynupyromemy areHty (DCA). B HEKOTOpBIX ciydasix, HMHTHOUTOD
TeJIOMepa3bl MPEACTABISAET COOOH UMETENICTAT HATPHUSI.

[0017] OpmHuM W3 BapUaHTOB pealNu3alMM U300pEeTeHUs SBIAETCS CIOCO0  JIeUeHHs
muenopucriactudeckoro curapoma (MJIC), BKJIIOUArOIIMiA BBEIEHHE HYKIAIOIIEMYCS B 3TOM
cyOBpexTy 3 (PeKTHBHOrO KOIMYECTBa MHIHOUTOpA TeJIoMepasbl, MpU4eM CYOBEKT He MOJydal
paHee JIeYeHHs areHTOM, BBIOpaHHBIM M3 runoMermnupyomero arenta (HMA), nenanunomuaa,
U ux KoMOuHanmu. Jlpyroil BapuaHT peaju3anuy M300peTeHus mpeAcTaBisieT coOoi crnocod
aeuernnss MJIC, BKIIOHAIOIIMK BBEICHHE HYKAAOIEMYCS B 3TOM CyOBeKkTy 3(QeKTHBHOrO
KOJINYECTBA WHTHOUTOpPA TeJoMepasbl, MpuieM CyOBEKT HE MOJydasl paHee JEYSHHs areHTOM,
BbiOpaHHbiM u3 HMA wu neHanumomuna. B HekoTopbix Bapuantax peanusanuu, MJIC
npencrapisier coboil perupuBupyromuii unu  pedpakrepusii MJIC. B omHOM BapuaHTe
peammzannu, MJIC mnpencrasnser coboit MJIC, peunanBHPYOLINI/HEBOCTIPUIMYUBBIA K
SPUTPONOI3-CTUMYIHpYIoeMy areHty (JCA).

[0018] CyOBekr moker ObITh TpaHC(Y3MOHHO 3aBUCHMBbIM. B OJHOM BapmwaHTe peanusanuy,
TpaHC()Y3MOHHO 3aBUCHUMBIH CYOBEKT MMeeT NMOTPEOHOCTh B TPaHC(Y3UH NMPUMEPHO YEThIPEX
€IMHUL] SPUTPOLMTHOM Macchl WM OOJbIIE HAa TPOTSHKEHMH 8 HemeNnb mepel BBEACHHUEM
UHruOUTOpa TEJIOMEPasbl.

[0019] CyOpekT Takke MoOxeT ObIThb mauueHTOM non-delSq (0e3 menenwu MIMHHOTO IUIEYa
xpoMocoMbl 5). CyObeKkT MOXKeT TakXke, WIH ajJbTePHATHBHO, OBITh KJIACCU(UIMPOBAH Kak
cyobekt ¢ MJIC Hu3koro wiu mpomekytouHoro-1 pucka mo mkane IPSS. B HexoTropbix
BapHUaHTaX peanu3auuu, cyObekra knaccupuuupyroT kKak cyobekta ¢ MJIC Hu3koro wim
npomexyTouHoro-1 pucka nmo mkane IPSS, u sBnsromerocst non-del5q. B HekoTopbIx BapraHTax
peammzanmu m3odperenns, MJIC npencrasisier coOOW peLUANBUPYIOIUN HIH pedpakTepHbId
MJIC u cyObekta knaccupuuupyroT kKak cyobekra ¢ MJIC HHM3KOrO WM MPOMEKYTOYHOTO-1
pucka no mkane [PSS.

[0020] B ompeneneHHBIX BapHaHTaX peajH3alUd, CYOBEKT HE TMOJy4dasl paHee JICUCHUs
JCHATUAOMUIOM. B Mpyrux BapuaHTax peaiusanuu, CyObeKT He Toydai paHee jedeHuss HMA.
HMA wmoxer ObITh aenuTaOMHOM, a3auMTUAMHOM, Wi 000MMU. COOTBETCTBEHHO, B OJHOM
BapHUaHTE pean3alny, CyObEKT HE MoJydal paHee JISYeHUs TeHUTa0nHOM. B npyrom BapuaHTe
peanu3anuu, CyOBEKT He TONyYall paHee JieueHus a3aluTHInHOM (azacitidine) (Takke M3BeCTEH
KaK S-a3aluTHIUH WK a3auuTuanH (azacytidine)).

[0021] MHpyroii BapuaHT peandu3aluu U300peTeHHs] TNPEACTaBisieT COoOO0H HMHTHOUTOP

TEJIOMEPA3bI, TakoOM Kak Harpumep, HUMETCICTaT, O HUCIOJb30BaHUA B JICUCHUU

2



muenoauciiactuaeckoro cuaapoma (MJIC) y cyOpekta, He TOJNydYaBIIEro paHee JICYCHHS
areHToM, BBIOpaHHBIM U3 runomerwmmpyromero arenra (HMA), nenamupomuna, u  ux
KOMOMHAIMU. AJIbTEPHATUBHO, CYOBEKT HE MOJydas paHee JIEYeHUs areHTOM, BbIOpAaHHBIM U3
runomerwmpyromero arenta (HMA) u nenanupomuna. B omHOM BapuaHTe peajv3alivu,
CyOBEeKT He IOoJydas paHee JIe4eHus JeHanuaoMuaoM. B npyrom Bapuanrte peamusannu, HMA
BBIOMPAIOT U3 AelMTa0MHA U a3alUTHIANHA, U CYOBEKT He MOJy4all paHee JICUeHUs JeUTa0UHOM
WIN a3aUUTHIUHOM. BO3MOXKHO, CyOBEKT Takke He MOoJydal JeueHnss 0OOOUMH U3 TeUuTaduHa U
azauruanHa. MJIC mosker ObITh peuuauBHpyOmuM win pedpakrepabiv MJIC, Brimouast
M/IC, peunauBUpPYIOLINI/HEBOCIPUUMYHBBINA K 3PUTPOIO33-CTUMYyHpYromneMy areHty (JCA).
B HekoTOphIX BapHaHTaxX peanu3auuyd, CyObekTa KiaccupuumpyroT kak cyosekta ¢ MJIC
HU3KOro wWin mpomexyTouHoro-1 pucka mo mkame IPSS. CyOwekT Takke MoOkeT OBITh
TPaHC(PY3MOHHO 3aBUCHMBIM, ManueHTOM non-delSq, wumm cooTBeTcTBOBaTH OOOMM 3TUM
YCIOBUAM. B anbTepHATUBHBIX BapHAHTAX PEANU3ALUH, CYOBEKT SBJISETCS TPAaHCPY3MOHHO
3aBHUCUMBIM CYOBEKTOM H HMeeT MOTpeOHOCTb B TpaHCHY3WMH TPUMEPHO 4 EAMHUI]
SPUTPOLIUTHON Macchl WM OOJbIIE HA MPOTSKEHUU 8 HENeNb repel BBEICHHEM HHIHOUTOpPA
TenoMepasbl. B Apyrux BapmaHTax peanu3anuy, cyObeKTa KIaCCHPUIMPYIOT Kak CyObeKTa ¢
MJIC Huzkoro mnu mpomexyTodHoro-1 pucka mo mkane IPSS, m sBnsromerocs non-del5q.
AnvrepratusHo, MJIC npencrasnser cobolt peunausupyroumii uinn pedpakrepusii MJIC u
cyOpexTa kinaccupuuupyroT kak cyobekta ¢ MJIC HH3KOro MM MpOMEXyTO4YHOro-1 pHcka mo
mkaze IPSS.

[0022] Ewme oauH BapHaHT peaiu3alMu HM300pETeHUs] MPEACTaBIsieT COOOH HCIOJIb30BAHKE

I/IHFI/I6I/ITOpa TECIOMEPA3DI, TakKoro Kak HaIrpumep, HUMETEJICTAT, JUIA JICUCHUA

)
muenoaucmiactuaeckoro curapoma (MJIC) y cyObekTa, He TOJNydYaBIIErO paHee JICYSHHUsI
areHToM, BBIOpaHHBIM U3 runomerwiupyromero arenra (HMA), neHamumoMuma, W WX
koMOuHanmu. Takoe MpUMEHEHHEe TakyKe BKJIIOYAET UCIOJIb30BaHUE MHIHOUTOpA TEIOMePa3hl B
MPOU3BOJICTBE JIEKAPCTBEHHOT'O CPEACTBA JUJISl JIEYEHHUS MUEJOIUCIUIACTHYECKOrO CHHAPOMA
(MAC) y cyObekTa, He TMONYYaBINErO paHee JICUEHHs AareHTOM, BBIOPAHHBIM U3
runiomeTmmpyromero aredita (HMA), nenanmmomuna, u ux komOuHaumu. Eme omguH
aNbTePHATHBHBIA BapUAHT peaTH3aluil H300pEeTEeHUs] MPEACTABNSeT COOOW HCHOJIb30BAHHE

I/IHFI/I6I/ITOpa TEJIOMEPA3bI, TakKoro Kak HaIrpumep, HUMETECIICTAT, JUJIA JICUCHUA

2
muenoauciiactuueckoro cuuapoma (MJIC) y nmammenta non-del5q. Takoe mpuMmeHeHue Takxke
BKJIFOYAET UCIOJIb30BAHNE MHIMOUTOPA TEJIOMEpPasbl B IPOU3BOJCTBE JIEKAPCTBEHHOIO CPENCTBA

s edeHust Muenoauciuiactadeckoro cuaapoma (MJIC) y nmaunenta non-del5q. B Hexoropbix
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BapUAHTAX pealN3alud TNPUMEHEHUs, CYOBeKT He TMOJydal paHee JIeUYeHHs areHTOM,
BbIOpaHHBIM M3 runomerwimpytomero arenta (HMA) u nenamupomuna. HMA moxer ObITh
BbIOpaH M3 peuurtabuHa W azauutuauHa. CyOBEKT MOXKeT He NOJydaTb paHee JIYeHHUs ¢
ucnonb3oBanueM: (a) nenamunomuna; (b) meumrtabuna wiam asauuruauHa, (C) meuutabuHa U
asauutuauHa; (d) neHanupoomuna U genuTaOuHa WM asauutuauHa, uim obonx. MJIC mosxer

OBITH peLUIUBUPYIOIIUM WU pedpaxTepHbIM MC BKJIFOYast MJC

2 2

PEeLUANBUPYIOLINI/HEBOCTIPUMMYHUBBIA K 3PUTPOINOd3-cTumysmpytomemy arenry (J3CA). B
HEKOTOPBIX BAPHAHTAX peaM3alny, CyObekTa MOTryT KiaccuduuupoBaTh kak cyobekra ¢ MJIC
HU3KOTO WM MpOMeXyTodHoro-1 pucka mno mkare IPSS, m oH Takke Moxer OBITh
TpaHC(Y3MOHHO 3aBUCHMBIM, TanueHToM non-delSq, wim orBedats 0OOMM 3TUM yCIOBUSIM. B
APYTUX BapUaHTAX pealu3alyy, CyOBeKT SBISETCS TPAHC(PY3MOHHO 3aBHUCHUMBIM CYOBEKTOM H
UMeeT MOTPeOHOCTh B TpaHC(y3UU NMPUMEPHO 4 eIUHUL] SPUTPOLIMTHON Macchl WK OObLIe HAa
NPOTSDKEHNH 8 Henmenb Tepel BBEICHHEM HWHTUOWTOpa TejaoMepasbl. B OMONHUTENbHBIX
BapHaHTaX peanu3auny, cyObekra kimaccupuuupyroT kak cyobekra ¢ MJIC Huskoro wim
npomesxyTouHoro-1 pucka no mkane IPSS u sBistomerocst non-delSq. Anpreprnarusao, MJIC
npencraBisier  cobodt  penunmBupyromuid  unum - pedpakrepupii MJC  u  cyObekra
kjnaccupuupyot kak cyopekra ¢ MJIC HU3KOro WM NMPOMEXKYTOYHOro-1 pHcka mo mikane
IPSS.

[0023] HWHruburop Tenomepasbl MOXKET MPENCTaBIsATh COOOW HMMeETeNCTaT WM HMETENCTaT
HaTpus. B 1pyrux BapuaHTax peanu3aluy, WHrUOUTOP TeoMepasbl MpPEACTaBIseT COOOH
UMETENICTAT, a TaKXe TayTOMEepbl, U UX (hapMalleBTUUECKH MpUeMIieMble COJMH. B HeKoTopbIX
BapHaHTaX peau3alii, UMETEJICTaT BBOAAT Ha npoTskeHuu 1, 2, 3, 4, 5, 6, 7, 8 wiu Oonee yem
8 LIMKJIOB NO3UPOBKY, NMPUYEM KaKAbIN [IUKJ BKJIIOUAET. BHYTPUBEHHOE BBEICHHUE NIPUMEPHO 7-
10 Mr/kr umerescraTa pa3 B YEThIpe HEIENU; BHYTPUBEHHOE BBeNEeHHE MpuMepHO 7-10 mr/kr
HMMETEJICTAaTA Pa3 B HEACIIO B TEUECHHE YEThIPEX HEZAeNb, BHYTPUBEHHOE BBEAEHUE IPUMEPHO 2,5-
10 Mr/kr umetencrara pa3 B TPU HEIENH, HJIM BHYTPUBEHHOE BBeneHHe npumepHo 0,5-9,4 mr/kr
MMETENICTaTa pa3 B YEThIpE HeAenu. B 0AHOM BapuaHTe peanu3alny, KaKAbli LUK JO3UPOBKU
BKJIFOYAET BHYTPUBEHHOE BBelEeHHE mNpuMepHO 7-10 MI/Kr uMerencraTta, ajlbTEPHATHUBHO,
NPUMEPHO 7,5 MI/KT, pa3 B YEThIpE HEIEIH.

[0024] B onmHOM BapwWaHTe pealu3allii WHTUOWTOpA TeJoMepasbl JJisi WCIOJNb30BAHUS TIPU
neuernn MJIC, mHruOuTOop TenomMepasbl NpPEACTaBisieT COOOM HMMeTeNcTaTr. AHAJIOTUYHO, B
OJHOM BapHaHTE peaJu3allid UCIOJb30BAHUS HWHIUOMTOpAa TEIOMEpas3bl, HHTHOUTOP

TeJIOMEepas3bl IMpeAcTaBiIsgeT coboil umerencrar. B moObIX BapHaHTax — peanu3aluy,
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HCIIOJIb30BAaHUE MOKET BKJIIOYaTh BBemenue 1, 2, 3, 4, 5, 6, 7, 8 wiu Oonee dyem 8 LMKJIOB
JO3UPOBKU. B 5TOM BapuaHTe peanu3aliy, LUK AO3UPOBKU MOXKET BKJIHOYATh. BHYTPUBEHHOE
BBeIeHUEe MpuMepHO 7-10 MI/Kr mMeTencTara pa3 B UeTbIpe HENENN, BHYTPHUBEHHOE BBEIECHUE
npuMepHo 7-10 MI/Kr MMeTeNncTaTa pa3 B HENENIO B TEUYEHHE YeThIpeX HeZelb, BHYTPHUBEHHOE
BBeJIeHHEe MPUMepHO 2,5-10 MI/Kr uMeTencTara pas B TPU HENeNIN, WM BHYTPUBEHHOE BBEICHHE
npumepro 0,5-9,4 Mr/kr umeresncrata pa3 B derblpe Henenu. COOTBETCTBEHHO, B OJHOM
BapHaHTe pean3aliy, KaKIbld LIUKJ JO3UPOBKH BKJIIOYAaeT BHYTPUBEHHOE BBEJEHUE IPUMEPHO
7-10 MI/KT UMeTencTaTa pa3 B 4eTbIpe Heneian. B ApyroM BapuaHTe peamn3aliy, KaXIblid [HKIT
JIO3MPOBKH BKJIFOYAET BHYTPHUBEHHOE BBEICHUE MPUMEPHO 7,5 MI/KT HMETEJICTaTa pa3 B YEThIpe
HeZEeNu.

KPATKOE OITUCAHUE ' PAOUYECKUX MATEPHAJIOB

[0025] IIpenmmecTByrolee OMUCAHHE CYIMHOCTH H300pEeTeHUs, a TaKXkKe CIenyrllee najiee
noapoOHoe onucaHue U300peTeHus, OyAyT JIydlle TMOHATHBI MOCIe MPOUYTEHUS] B COYETAHUH C
NPUJIOKEHHBIMU (purypamu. B nemsix wmumoctpauuu u3o0peTeHus, GpUrypsl ITEMOHCTPUPYIOT
BaPUAHTHI PeAIN3aLUU JaHHOTO n300pereHus. Crenyer NOHUMAaTh, OJHAKO, YTO H300pEeTEeHHE He
OTpaHUYEHO TOUHBIMU IIPUBEACHHBIMU OMUCAHUSAMH, IPUMEPAMU U HHCTPYMEHTapUEM.

[0026] @ur. 1A u 1B u300pakaroT KackaaHble TUAarpaMMBbl CAMOTO MPOIOJIKUTEIBHOTO TIEPHUOo/Ia
6e3 Tpancyszuu (Pur. 1A) u abconOTHOr0 U3MEHEHUs KOJIMYecTBa TpaHcy3uil 3a HAMITYU NI
8-HenenbHbIN nepuoa BpeMenu (Pur. 1B) B nccnenoBaHusIxX UMETENCTaTa HATPUS Y 3aBUCUMBIX
ot tpancdysuu (TD) spurpountos (RBC) nmaumeHTOB, Kak OMHCAHO B JaHHOM JOKYMEHTE B
sKcnepuMeHTanbHoM pasaene. HI-E = remaronoruueckoe yiydlieHue - SpUTPOUAHBIN OTBET, HA
OCHOBaHUU mMoBbIeHus: remornoduna (Hb) Ha mo menbineit Mepe 1,5 r/an Bble YpOBHS JIO
HavaJa JeYeHHs Ha MPOTSHKEHUU MO MEHbINeH Mepe 8 Henenb, UM YMEHbLICHHEe TpaHCy3uu Ha
0 MeHbIIeH Mepe 4 eOUHHWLBI SPUTPOLUTHON Macchl/8 Hemenb IO CpPaBHEHHIO C
NPEAIIECTBYIOIIEH HArPy3KoH OT TpaHchy3uu 3puTpounToB (kpurepuii B3at uz IWG 2006); HI-
E Hb = HI-E ¢ ycToifuuBbIM NOBBIIEHHEM TI'€MOTJIOOMHA Ha 1O MeHblied mepe 1,5 r/mn Ha
npotsokeHnH 8 Hepenb, T1 = HesaBucumocTs ot TpaHcdys3uu, TR = ymenbineHne Tpancdy3uu Ha
[0 MeHbLIeH Mepe 4 eIMHULBI SPUTPOLUTHON MAaCChl HA MPOTSKEHUU 8 HEAEID.

[0027] Ha ®wur. 2 mpoaeMOHCTPUPOBAHBI FE€MATOJIOTHSI U rpauK BBEICHUS HMETEIICTATa HATPHSI
IUTsl TUMAYHOTO TAI[MeHTa ¢ OTBETOM Ha JieueHwe, He3aBucumoro ot tpanchysuu (TI) Ha
NPOTSKEHUH 24-Heneb.

[0028] Ha ®ur. 3A u 3B npexncrasiieHbl KacKaJHbIE TUArpaMMbl HauOOJBIIETO Mepuona 0es3

tpancysun (Pur. 3A) u abCOMOTHOE U3MEHEHUE KONIM4YecTBa TpaHcysmii 3a HawTydui 8-
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HenebHbIN nepuon BpeMenu (Pur. 3B) B nccnenoBaHusX UMETENCTaTa HATPUS Y 3aBHCUMBIX OT
tpancdysun (TD) spurporuror (RBC) mnammeHToB, Kak OMUCAHO B JAHHOM JIOKYMEHTE B
skcnepuMenTanbHoM paszaene. HI-E = remaTtonorundeckoe yiaydineHue - SpuTpOUAHbBIN OTBET HA
OCHOBaHMU TMOBbILIeHHUs remorioduna (Hb) Ha mo menbineit mepe 1,5 r/an Bbilne ypoBHS IO
Hauaja JIeYeHHsI Ha MPOTSKEHUU MO MEHbIIel Mepe 8 Henenb, WIN YMEHbIIeHue TpaHc]y3uu
SPUTPOLIUTOB HA MO MEHBINEH Mepe 4 eNUHULBI SPUTPOLIMTHON MacChl/8 HeNeNb MO CPABHEHHIO C
NPEAIIECTBYIOIIEH Harpy3Koil ot TpaHcdysuu spurpountos (kputepuii B3t uz IWG 2000); TI
= HEe3aBUCUMOCTh OT TpaHc(ysuu; TR = ymeHblIeHHE TpaHCPY3MM Ha MO MeHbIneil mepe 4
€IMHULIBI SPUTPOLIUTHON MacChl Ha MPOTSKEHUH 8 Hellelb.

[0029] ®ur. 4 nemoHCTpUPYET pe3ybTaThl 3¢ dexkTuBHOCTH B noarpynmnax EPO u RS.

[0030] Ha @wur. 5 mpopeMOHCTPUPOBAHBI FEMATOJIOTHSI U rpaK BBEICHUS UMETEIICTATa HATPHSI
Ha NpoTspbkeHuH A0 115 Hexenb Ay THMMYHOIO NAaLMEHTa C OTBETOM Ha JICYEHHUE, HE3aBUCUMOIO
ot Tpancdysuu (TI) Ha mpoTskeHnn 24-Henens.

[0031] Ha @wr. 6 mpencTaBiieHbl TeMOTJIOONH U TO3UPOBAHIE UMETEJICTATa HATPUS Y MALUEHTOB
C YCTOMUMBOM HE3aBUCHUMOCTBIO OT TpaHchysun (T1).

ITOJAPOBHOE OITMCAHME CYIITHOCTHU U30BPETEHMA

[0032] HanHast 3asiBKa MMpeayCcMaTPUBAET CIIOCOOBI JICUEHHUS] MUEJIONUCIIIACTUYECKOTO CHHIPOMA
(MAC) y cyObekra, He IMONy4aBIIEro Je4yeHHs runomerwiupyromuM areirom (HMA),
JCHATUIOMUAOM, WM OOOMMHM, MyTeM BBeAeHHMs 3S(P(PEKTHMBHOIO KOJHUYECTBA HMHIUOHTOpA
TEJIOMEpPAa3bl, TAKOTO KaK UMETENICTaT. B HEeKOTOPBIX Ciyvasix, MOJNYYalOUIHi JieyeHne CyOBeKT
kinaccupumupyercss kak umeromuii:. MJIC  Huskoro pucka mno mkane IPSS, MJIC
npoMmekyTouHoro-1 pucka mo tmkaie IPSS, MJIC, peuumuBUpyrOIIUid IO SPUTPOIOI3-
crumyaupyomiero areara (QCA), MJIC, pedpaktepubiii k MS, win ux komOuHaimi. CyobekT
Takke MokeT ObiTh non-delSq. Jlns sicHOCTM ommcaHus, U HE B Ka4eCTBe OrpPaHUYEHUS,
noapoOHOe OMNMUCAaHWe U300peTeHus pa3dUTO HAa TMOAPA3AENbl, KOTOPbIE OMHCHIBAIOT HITH
WUTIOCTPUPYIOT OMpeeseHHble NMPU3HAKY, BapUaHThl peaju3aliy, UM NPUMEHEHUs AaHHOIO
n300peTeHusl.

A. Omnpenenenus

[0033] B ucnonb3yeMoM B JAaHHOM JOKYMEHTE 3HAYCHUH, TEPMHUH "TIPUMEPHO", 1O OTHOLIEHHUIO
K U3MEpPUMOI BeJHUYMHE, TaKOM KaK KOJMYECTBO, BPEMEHHas NpPOAOLKUTENbHOCTb, U T.IL,
clenyeT MOHUMATh Kak OXBaThIBaroL[ui Bapuaunu ot £20% no £0,1%, npeanoururensuo +20%

wm +10%, Oonee mpexmoururenvHo +5%, eme Oosee mpenmoututenbHO £1%, u eme Oonee
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npenanoututenbHo £0,1% OT yka3aHHOro 3Ha4Y€HUs1, B TOM CTENEHU, B KOTOPOH Takue Bapualuu
NPUTOHBI JUIS BBIMOJHEHHS PACKPBITHIX CIIOCOOOB.

[0034] Tepmun "QapmaineBTUdecku MpuemieMas coyib" O3HA4aeT COJib, KOTOpas SIBJISETCS
NpUEMJIEMOM Il BBEACHUS NMALMEHTY, TAKOMY KaK MJIEKONHUTAaroIee (COMU C MPOTUBOMOHAMH,
UMEIOIINMH IPUEMIIEMYI0 0€30MaCHOCTb JUI MIIEKOIHUTAIOIINX TP JAHHOM JI030BOM PEXUME).
Takue conu MOryT OBbITh MOJNYyYEHBI M3 (PAPMALEBTHUECKH MPUEMIIEMbIX HEOPTAHUYECKUX HIIU
OpPTaHWYECKUX OCHOBaHMH M  (apMalleBTUYECKH TMPUEMJIEMBIX HEOPraHUYECKUX MU
OPTaHUYECKUX KHCIIOT. "@apManieBTUYECKH MmpuemiieMasi Cojib" OTHOCUTCS K (hapMaleBTHUECKH
NPUEMJIEMBIM COJISIM COEJUHEHUs, NMPUYEM COJIM TOJNYy4YaloT C HCIOJIb30BAHUEM pPAa3JIMYHBIX
OpPraHMYEeCKUX U HEOPraHUYEeCKUX MPOTHUBOUOHOB, XOPOIIO H3BECTHBIX CIELUANINCTaM, U
BKJIIOYAIOLINX, TOJBKO B KadecTBe IpUMepa, HATpUil U T.IL; a B CIyd4asX, KOrja MoJjeKyJja
COIEPKUT OCHOBHYIO (DYHKIIMOHAJIBHYIO TPYIIY - COJH OPTaHUYECKUX WM HEOPTaHMYECKHX
KMCJIOT, Takue Kak ruapoxjopua u T.a1. DapmManeBTUUYECKH IpUEMIIEMblE  COJH,
NPEACTABISIIOINE HWHTEPEC, BKIOYAIOT, 0€3 OrpaHU4YeHHl, COJH aJIOMHHHS, aMMOHHUS,
apruHuHa, Oapws, OeH3aTHHA, KaJblMs, XOJHMHATA, STWICHANAMUHA, JU3WHA, JIUTHS, MAarHus,
MErjiyMHHa, @pOKaWHa, Kaaus, HaTpus, TpoMeramuHa, N-merunrmokamuHa, N,N'-
AUOEH3WIITHIIEHANAMIHA, XJIOPIPOKAaNHA, TU3TAHOJAMUHA, STAaHOJAMUHA, MUIEepa3nuHa, LIHKA,
AUU30MNPONMIAMUHA, TUU30NPONMIITUIAMUHA, TPUITUIAMUHA U TPU3TAaHONAMUHA.

[0035] Tepmun "ero cosmp (ux conu)" O3HA4YaeT COEAMHEHUE, OOpas3yroLleecs: MPU 3aMeHe
IIPOTOHA KHUCJOTHI Ha KaTHOH, TaKOW KAaK KATHOH MeTajja WIW OPraHWYeCKUN KAaTHOH WU T.II.
IIpeamouturenbHO, CoNb  sBIsieTCsl  (hapMalleBTUYECKH MpuemiieMoil conbio. B kagecTtse
NpUMepa, COJIM COEUHEHHH MO JAHHOMY M300PETEHHIO BKIIOYAIOT T€, B KOTOPBIX COCTUHEHUE
NPOTOHHPOBAHO HEOPTAaHUYECKOW HIJIM OPraHUYeCKOH KHCIOTOH ¢ oOpa3oBaHMEM KaTHUOHA, C
COTPSIKEHHBIM OCHOBAHMEM HEOPraHWMYeCKONH WM OpraHu4eckol KHUCIOTHI B KadecTBe
AHMOHHOTO KOMIOHeHTa coyu. COJH, MPECTaBISIOIINE HHTEPEC, BKIIIOYAIOT, 0€3 OrpaHUYeHUH,
COJMM aJIOMHHHUS, AMMOHHs, apruHuHa, Oapus, OEH3aTWHA, KaJbLMs, LE3Us, XOJHMHATA,
STWIEHIUAMUHA, JIUTUS, MarHus, MErJIyMHHA, MpoKauHa, N-MeTWINTIOKaMUHA, MUIepa3HHa,
Kajus, HATpus, TpoMmMeramMuHa, UHHKA, N,N'-IHOeH3WITIIEHANAMIHA, XJIOPIPOKAHHA,
AV3TaHOJNIAMUHA, 3TAaHOJAMMHA, MUIEepa3lHa, AUU3ONPONMIAMUHA, AUU3ONPONUIITHIAMHUHA,
TPUSTWIIAMHHA U TpUdTaHOJaMuHa. CienyeT MOHMMATh, YTO JUIA JIFOOBIX OJMTOHYKJIEOTHIHBIX
CTPYKTYp, OINHCAaHHBIX B JIAHHOM JIOKyMEHTE, KOTOpble BKJIOYAlOT OCHOBHYIO IL€lb C
MEKHYKJICO3UIHBIMUA CBSI3SIMH, TaKH€ OJHTOHYKJIEOTHIAbl MOTYT TaKK€ BKJIIOUATh JIHOOBIE

NpUTrOAHbIE coJieBble (OpMbI. B HEKOTOpBIX BapuaHTax peanu3aliy, KUCJIOTHbIE (POpPMbI
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MEKHYKJICO3UIHBIX CBsi3ed W300pa’keHbl AJsi TPOCTOTHI. B HEKOTOpBIX ciydasix, COJb
COEAMHEHUs] M0 H300pETEHUI0 MpenacTaBisAeT coOOH COMb OAHOBAJIEHTHOrO KaTHOHAa. B
HEKOTOpBIX ~CJIy4asix, COJb COEIMHEHHs 10 H300pEeTEeHHI0 NPEACTaBIsieT CcoO0OH Ccoib
ABYXBAJIEHTHOTO KaTHOHA. B HEKOTOpPBIX Cily4asx, COJb COEIWHEHUS IO H300pPETEeHHIO
npencTaBisieT coOOH CoNb TpexBaJeHTHOro karuoHa. "CompBar" OTHOCHUTCS K KOMILIEKCY,
00pa3oBaHHOMY KOMOHMHALMEH MOJIEKYJ pPAacTBOPUTENs] C MOJIEKYJaMH HJIH HOHAMHU
pPacTBOPEHHOrO BewllecTBa. PacTBOpUTENh MOKET OBITh OpPraHMYECKHM COEIHHEHUEM,
HEOPraHMYECKUM COEIMHEHHEM, MM CMecblo obomx. Hekoropble mpumepsl pacTBOpUTeNeH
BKJIIOYAIOT, 0Oe3 orpaHudeHudi, ™eranoy, N, N-gumerundopmamun, TeTparuapodypaH,
IUMeTHICYIbGOKCH B Boay. Ecim pacTBOpUTENb SBISETCS BOJOH, TO OOPa3YIOLIMICS CONbBAT
NpPEACTaBIsieT COOON THApAT.

[0036] "Crepeousomep" u '"crepeomszomepbl" OTHOCATCA K COEJUHEHUSIM, KOTOpPblE HMEIOT
ONIMHAKOBbIe HAOOPBI MEKATOMHBIX CBsi3el (atomic connectivity), HO pasHOE PacCHOJIOKEHUE
aToMOB B mpocTpaHcTBe. CTepeon3oMephl BKIFOYAKOT, HAPUMEp, LUC-TpaHC-u30Mepshl, E- u Z-
M30MEpPBI, SHAHTHOMEPHI U JHacTepeoMepbl. UTO KacaeTcst MOOBIX IPYII, PACKPBITHIX B TAHHOM
TOKYMEHTE, KOTOpPbIE COAEPIKaT OJUH WM OOJIbINle 3aMECTUTENEH, CIeyeT NOHUMATh, KOHEUHO,
YTO TaKHe TIPYMIbl HE CONIEpKAT KAKUX-THOO 3aMELIeHWH WM CXEeM 3aMeIleHUs, KOTOpbIe
ABJIIIOTCST CTEPUUYECKH HeELeNeCOOOpa3sHbIMH /MM CHUHTETHYECKH HEBBIONHUMBIMH. Bce
CTEPEOU30MEpPBI TOJUKHBI PACCMATPHUBATHCS KAK BXOAALINE B 00BEM JaHHOTO U300peTeHHsI.
[0037] PsimoBOMy CrHieLMaiCTy B JAHHOW OONACTH TEXHMKH OYyAeT MOHSATHO, YTO BO3MOKHBI
ApyTHe TayTOMEPHBIE CXEMbI PACIIONIOKEHUS TPYIII, OMMCAHHBIX B TAHHOM JoKyMmeHTe. Crenyer
NOHMMATh, 4YTO BCE TayTOMepHble (OPMbI COEIMHEHUS 1O JaHHOMY H300pETEeHHIO
OXBAaTBIBAIOTCSI CTPYKTYPOH, OMHCHIBAIOIIEH OIHO BO3MOXKHOE TAayTOMEPHOE pACIOJIOXKECHUE
TPYIII COENUHEHHS], aKe €CIIH 3TO He OyAeT CrelHaIbHO YKa3aHO.

[0038] IIpemycmarpuBaeTcsi BKJIIOUEHHE COJibBAaTa (hapMALEBTHUECKU MPUEMIIEMON COJH
TAyTOMEpa WM CTEPEOM30MEpa COeNUHEHHs MO JaHHOMY u3oOperenuro. [Ipenycmarpusaercs,
YTO OHHU BXOIAT B 00BEM TAaHHOTO M300PETEHMSI.

[0039] ITepen Gomnee MOAPOOHBIM OMUCAHHEM HEKOTOPBIX BAPUAHTOB PEAU3ALNH YKAXKEM, YTO
ClieflyeT MOHMMATh, YTO JAaHHOE H300peTeHHe He OrPaHWYEHO OMHCAHHBIMU OINpPENeIeHHBIMU
BApUAHTAMU pEAJHM3aLWH, IIOCKOJBbKY OHH, KOHEYHO, MOryT MeHsAThcs. Crhenmyer Takke
NIOHUMATbh, YTO TEPMHHOJIOTHS, UCIIONIb3yeMasi B JAHHOM JOKYMEHTE, MpeJHa3HaueHa TOJIbKO

AJist ONMUCaHUA ONPECACIICHHBIX BAPUAHTOB peain3allid, U HE OOJDKHA PaCCMAaTpPUBATBCA Kak
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OrpPaHUYUTENIbHAS, IOCKOJIbKY 00BeM JaHHOro u300peTeHust OyJaer OrpaHu4YeH TOJIBKO
NPUIIOKEHHOH (HOpMYJION H300peTEHMS.

[0040] B tex cnmywasix, Korma ykasaHa oOJjlacTh 3HAY€HUH, CleNyeT MOHHMATh, YTO KaXKJI0e
IIPOMEXYTOYHOE 3HA4Y€HHE, C TOYHOCTBIO A0 OAHOW NECATON €IMHMLbI U3MEPEHHUs] HUXKHETO
npeaena, eclii U3 KOHTEKCTa sIBHO He CJIelyeT MHOE, MEXIy BEPXHHMM U HUKHUM Ipeneaamu
5TOM 00JacTH W JIOOOr0 JPYyroro yKa3aHHOTO WM MPOMEXKYTOYHOTO 3HAYEHUS B TaKOU
yKa3aHHOW 00JacTH, BXOOUT B 00beM Hu300peTeHHs. BepxHue W HWKHUE Tpenenbl TaKuX
MEHBIINX O0JacTell MOTyT HE3aBHCHMO OBITh BKIJIOYEHBI B MEHbILIME OOJACTH M TaKKe
OXBA4€Hbl M300pETEHHEM, 3a UCKIIOYEHHEM JII0OOro CIeHHaIbHO HCKJIIOYEHHOrO Mpenesa B
yKa3zaHHOW obmactu. B Tex ciyuasx, korma ykasaHHas oOJNacTh BKJFOYAeT OOUH WM 0ba
npenesa, obNacTu, UCKITIOYAIOIIUe JTFO0ONH ONMH WM 00a TaKUX BKJIFOYEHHBIX MPENeNia, TaKkKe
BKJTIOUEHBI B U300peTeHHE.

[0041] Ecnu He yka3aHO MHOE, BCE TEXHUYECKHE U HayuHble TEPMUHBI, HCIIOJIb3yEMbIE B JTAHHOM
JIOKYMEHTE, UMEIOT 3HAYECHHUs, SIBIIOLINECS OOIIETIPU3HAHHBIM JJIsI CIIELHAIUCTOB B 00JacTH
TEXHUKH, K KOTOPOH MPHUHAMJIEKUT NaHHOE n3o0pereHue. XoTs JIr00bie criocoObl U MaTepUabl,
AHAJIOTHYHBbIE WJIM 3KBUBAJIEHTHBIE OMHUCAHHBIM B JAHHOM JOKYMEHTE, TaKXe MOTYT OBITh
UCITIONIb30BAaHbl B TPAKTHUKE WM TPH TECTHPOBAHWU TAHHOTO H300peTeHus, nanee OyayT
OTMCaHbl TUITUYHbIE WUTFOCTPATHBHBIE CITIOCOOBI M MaTEPHAIIBL.

[0042] Bce nyOnaukamuy ¥ NATEHThl, YINOMUHAEMble B JAHHOM OIUCAHHM, HACTOSIINM
BKJIIOUEHbI TIOCPEICTBOM CCBUIOK, KaK eCiu Obl IUIs KaXAOH OTHEeNbHOH NyOJHKALUU HIIH
MATEHTa CIELHUAIBHO U OTHAENbHO YKa3bIBAJIOCh, YTO OHU BKKJIIOUEHBI MOCPEICTBOM CCBIJIOK, U
BKJIFOUEHBbl B JAHHBIM JOKYMEHT IIOCPEACTBOM CCBUIOK C LEIbI0 PACKPBITUS U OMHCAHMS
CHOCOOOB W/MJIM MAaTepHajoB, B CBA3M C KOTOPbIMU YIOMHHAKOTCS 3TH MyOJUKAIIH.
YnomuHanue 000N myOauKalMu OTHOCHTCS K €€ PACKPBITHIO IO AaThl MOAAYU 3asBKU U HE
IOJDKHO HCTOJIKOBBIBATBCSI KaK JIOMYIIEHHE TOrO, 4YTO JaHHOE HW300pETEeHHs HE MOXKET
NpPEeAIEeCTBOBaTh TaKOW MyOJHMKalMM B CHJY MpenuecTByroomero uzodperenus. Kpome Toro,
yKa3aHHbIE JaThl MyOJUKALMH MOTYT OTIMYAThCA OT (AKTUYECKUX AT MyONHMKaLWU, KOTOpPbIE
MOTYT HY>KIAaTbCsl B HE3aBUCUMOM IIIOATBEPKACHUN.

[0043] Cnenyer OTMETUTb, 4YTO, B HCIOJb3yEMOM B [aHHOM JOKYMEHTE 3HAYCHHUH H B
NPUIIOKEHHOH (popmyne nzobperenusi, (opMbl EAMHCTBEHHOTO YHCa (B aHIIIMHACKOM TEKCTE - €
apTukisiva "a", "an" u "the") BKIIFOHAIOT CCHUIKM Ha MHOKECTBEHHOE YHCIIO, €CITH M3 KOHTEKCTa
4eTKO He cienyer wuHoe. JIONMONHUTENbHO CIIEAYeT OTMETUTh, YTO IYHKTHI (OPMYJIbI

n300peTeHNst MOTYT OBITh COCTaBJIEHbI TakuUM 00pa3oM, uTOOBl OHH MCKIIIOYAIN JIFOOOM
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HeoOsi3aTenbHBI  3neMeHT. [lo  cylecTBy, HaHHOE YTBEp)KAEHHE JOJDKHO — CIIY)KUTh
AHTELIEICHTHBIM OCHOBAHUEM Uil UCIOJIb30BAHUS TAKOM MCKIFOYAOLIEH TEPMUHOJIOTHH, Kak
"UCKIIFOYUTENBHO", "TONBKO" U T.I., B CBA3U C MEPEUYMUCICHUEM 3JIEMEHTOB MPUTA3AHUN, WU
UCIIOJIb30BAHUS "OTPULIATENLHOTO" OrpaHIUYEHHUS.

[0044] Kaxnaplii W3  MHAUBHAYaJbHBIX  BAapUAHTOB  peaJM3alll{, ONUCAHHBIX U
NPOMLUTIOCTPUPOBAHHBIX B JAHHOM JOKYMEHTE, UMEET OTHENIbHbIe KOMIIOHEHTBI U TPU3HAKH,
KOTOpble MOTYT OBITb JIETKO OTHENEeHbl OT WM OOBENWHEHbl C MPU3HAKAMHU JIOOOro U3
HECKOJIbKUX JPYIMX BapUAHTOB peaM3aliu Oe3 BhIXOAA 3a MpeAeibl 00beMa I CYIIHOCTH
naHHOTO M300perenus. JIroOol ynoMuHaeMblid criocod MOXKeT ObITh OCYILIECTBJIEH C YKa3aHHON
NOCJIEIOBATEIbHOCTBIO COOBITHI HJIM B JIFOOOM IPYroM TOpSIIKE, SBISIOLIEMCS JIOTHYECKH
BO3MOYKHBIM.

[0045] B nannom pokymente, "MJIC" OTHOCHUTCS K MHENOAUCIIIACTHYECKOMY CHUHIPOMY HIIH
MUENOUCTIACTUYECKHM CHHIPOMAM.

B. Jleuenue

[0046] AcmekThl TaHHOTO U300PETEHUs BKIIOYAIOT CIIOCOOBI JISYSHHS] MUEIOANCILIACTHYECKOTO
cuaapoma (MJIC) ¢ ucnonp3oBaHHEM MHIHOUTOpPA TEIOMepasbl y CyObeKTa, HE IMOJy4YaBIIEro
Je4eHUs] KOHKPETHBIMH areHTaMu, HalpuMep, areHTOM, BBIOPAHHBIM W3 THIOMETHIIHPYIOIIEro
arenta (HMA) u nenanmunomuna. CyObeKkT cUuTaeTcss He MoJydaBIInM jieueHus ("naive"), eciu
IaHHBI CYOBEKT HMKOIZIAa HE IOJIydasl JAaHHOTO KOHKPETHOro JedeHust Oone3Hu. JledeHue
naunenTos ¢ MJIC, peuuauBupyomyuM/HeBOCIPUMMYUBBLIM K Tepanuu DCA, ¢ HCIIONIb30BaHUEM
UMeTeJICTaTa MOXKET YJIyUIIaTh UCXOJ, BKJIIOUasi CHUXKEHHUE YaCTOThI CIIy4aeB aHEMUU.

[0047] CyObekT mpencraBiseT coOOW MIIEKONMUTAIOLIEe, HYKOAIOIIeecs B JIEYEHHH paka.
OObuHO, cyOBEKT mpencTaBisieT COOOH dYenoBeka. B HEKOTOPBIX BapUaHTaX peaTH3alud
nu300peTeHust, CyObEKT MOXKET ObITh HE SIBJISFOLIUMCS YEJOBEKOM MJICKOIUTAIOIINUM, TAKUM Kak
HE SIBJITFOLIMICS YEJOBEKOM MPUMAT, MOAEIbHOE JKMBOTHOE (HAIPUMeEp, TaKHE JKHBOTHBIE, KaK
MBI M KPBICHI, WCIOJNb3YEMble Ul CKPUHUHTA, OMPENENICHUS XapaKTEePUCTHK, M OLIEHKH
MEIMKaMEHTOB) U IPyrue MIEKONHTArIue. B ucrmonb3yeMoM B JaHHOM AOKYMEHTE 3HAYSHHH,
TEPMHHBI MTALIUEHT, CYOBEKT U HHIAUBUAYYM HCIIONB3YIOTCS B3aMO3aMEHSIEMO.

[0048] B wucnosb3yeMOM B JaHHOM JOKYMEHTE 3HAUYE€HUH, M KaK XOpOIIO TOHSTHO
cenyanucTaM, '"iedeHue" mpencTaBisieT COOOH MEeTOA IOCTIDKEHUs ONarompusiTHBIX WIIH
JKENATeNbHBIX ~ PE3YJIbTaTOB, BKJIOUAs KIWHHYECKHE pe3yJbTaThl. B  memsax maHHOTO
n300peTeHus], OnaronpusTHBIE WM JKeNaTeNbHble KIMHUYECKUE Pe3yJIbTaThl BKIIIOUAIOT, Oe3

OFpaHquHHﬁ, obOnerueHne Uiu YJIAYHHICHUE OAHOTO I HECKOJIbBKUX CUMIITOMOB, YMCHbBIICHUEC



16

CTeTieHH 3a00JIeBaHusl, CTA0MIM3UPOBAHHOE (T.€., HE YXYIIAI0Ieecs) COCTOSTHIE 3a00JIeBaHus,
NpPeAOTBpALlleHHe  PacIpoCTpaHeHUs  3a0oneBaHMsA,  3alIepXKKy WM 3aMelJIeHHe
IPOrpeccUpoBaHMsl 3a00J€BaHUsA, YIy4YIIEeHHEe WIM ocjaljeHue OOJNIE3HEHHOTO COCTOSHUS, U
peMuccuio (YaCTHYHYK WM TOJHYK), OyAap TO OOHAapykKMMble MJIM HEOOHAPYKUMBIE.
"JleueHue" MOXET TakKXke O3HadaTh YBEJUYEHHUE IPOAOLKUTENBHOCTH BBDKUBAEMOCTH 10
CPaBHEHHIO C OJKUIA€MON BbIKUBAEMOCTBIO 0€3 TIOJTy4YeHUS JISUSHUSI.

[0049] B HEKOTOpPBIX Ciy4asiX, CIOCO0 MO H300PETEHHIO MPEenyCMaTPUBAET IOBBIIICHHbIH
TEpaNeBTHUECKUH OTBET y CyOBEKTOB, KOTOpble paHee He TMOJNy4Yaldd JIeYCHHUs
runoMetTwpyomuM areiroM (HMA) wim neHaauaoMuaoM, 1Mo CPaBHEHHIO € CYyOBEKTaMH,
paHee TONyYaBIIMMH Takoe JiedeHue. "[lOBBIMIEHHBIN TEPaNneBTUYECKUNA OTBET' O3HAYaeT
CTaTUCTHYECKH 3HAYMMOE YIIYYILICHUE TIEPBUYHON W/ UM BTOPUYHON KOHEUHOW TOYKH TEPaIruu
MJ/IC w/nnum ynydineHre OJHOTO WM HecKoybkux cumntoMoB MJIC (Hampumep, Kak ONMUCaHO B
JAHHOM JTOKYMEHTE), HampuMep, BeJUYHHbI (rate) W/ MPOIOJIKUTEIbHOCTH HE3aBUCUMOCTHU
ot tpaHchysun (TI) spurpountos (RBC), nmu nokazarens remarosiorudeckoro ynyumenus (HI)
IO CPAaBHEHUIO C COOTBETCTBYIOIIMM KOHTpPOJIEeM. B HEKOTOpBhIX ciydasx, CIocoObl o
n300peTeHNI0 obecrneunBaroT TepaneBTHUecKuil 3ddexr HezaBucumoctu ot Tpanchysuu (TI)
sputpouuroB (RBC), Hanpumep, MpoaoLKUTEIbHOCTRIO 4 HeAeNu WM JOJbIIe, Harnpumep, S
HeZleNlb WIK JIoNblie, 6 HeAeNlb WM J0Jblie, 7 HeAeNb WU A0Jblle, 8 Henenb Wiu Aojblue, 9
Henenb uiu gonbine, 10 Heaeap Uiy gojbine, 12 Hexenp WM noJblie, 16 Henelnb WA JOJbIIIE,
20 Hexemnb WK OJIbIIE, 24 Heleau WK ele fAobine. B HekoTopsIx cinydasx, Bpems 1o T1 w/wmm
HPOJOJDKUTENBHOCTh 11 3Ha4YMTENbHO yaydmaercs. B HEKOTOpBIX ciydasx, crocod 1o
nu300peTeHnI0 odecneunBaeT NpOnOJLKUTEIBHOCTh T1, cocTaBsOIyI0 24 HENenu WU JOJIbIIe,
Takyro kak 30 Henesnb WU JoJbliue, 36 Henesb Wik Jojblie, 42 Heaenu uiv aoJblue, 48 Henelnb
Uiy nonblue, 60 Hegenp WK JOMbIIe, U elle JOJbLIe.

[0050] Tunomermmupyromuii arenr (HMA) mnpencrasnsieer coOoil areHT, WHTHOMPYIOLIHHA
mermmposanue JIHK, Hanpumep, nytem Gnokupoanus aktuHocTH JIHK-metuntpanchepasst
(maruduroper JIHK-meruntpancdepasp/uarnouropsr DNMT). I'nnoMeTunupyrommue areHThl,
NPEACTABISIIOIAE WHTEPEC, BKIIOYAIOT, O€3 OrpaHUueHHH, NeUUTa0nH (pPEerucTparioHHBINA
Homep CAS: 2353-33-5; 5-a3za-2'-1e30KCULUTHANH) U a3alUTUAMH (PETUCTPALIIOHHBIA HOMEp
CAS: 320-67-2, 5-azaimmtuanH). B HEKOTOpBIX ciydasx, CyObEKT HE MOJydaj paHee JeUeHHE
nenutabuHOM. B HEKOTOPBIX ciydasix, CyOBbEKT He IMOoJydasl paHee JIeYeHHe a3aluTHIUHOM. B

OPYTHX Clydasix, CyObeKT He MoJydall paHee JeueHrne Kak NeUuTabHOM, TaK U a3allUTHANHOM.
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[0051] Jlenanmumomup mpencraBisieT cOOOH JIEKapCTBEHHOE CPEACTBO, KOTOPOE HCIIONb3YeTCs
IUIA JIEYEHUS] PA3JIMUHBIX BOCHAJIUTENBHBIX PACCTPOHCTB M paka, BKJIIOYAs MHOXKECTBEHHYIO
muenomy u MJIC. Jlenanupnomun (perucrpaunonssii Homep CAS: 191732-72-6; 2,6-
MUNEPUANHANOH, 3-(4-amuHo-1,3-nuruapo-1-okco-2H-n3onHnon-2-mn)-); 3-(4-amuHo-1-
OKCOHM30UH/IOJIMH-2-HJI) TUIIePUINH-2,0-THOH) SABJIAETCS IPOU3BOHBIM TAJIUJOMUAA.
Jlenanunomuz oOnamaer pas3IMYHbIMH MEXaHU3MaMH ACUCTBUS, 00ECTIEYMBAIOIUME IMPOKUI
CHEeKTp OHOJOrMYeCKHX AaKTUBHOCTEH, KOTOpPBIE MOTYT OBITh HCIOJB30BAHBI JUIS JICYCHUS
PA3JIMYHBIX TEMATOJOTMYECKUX U COJIUAHBIX BUIOB PaKa.

[0052] Heneumst Sq (delSq) oTHOCHUTCS K XPOMOCOMHOM aHOMAJIMM, MPUCYTCTBYIOINEH
cyonekToB ¢ onpenenenasiMu popmamu MJIC (Adema et al., Haematologica. 2013 Dec; 98(12):
1819-1821; Sole et al., Haematologica. 2005; 90(9): 1168-78). B HekoTopbix cmocobax o
u300peTeHnIo, CyOBeKT mpeactaBisieT coboli manueHTta, umeromero delSq. B HexoTopsix
ciydasix, cyObekT npencrapisier cobol manmenta non-delSq (e umeromero delSq). CyObekt
non-del5q mpencrasnsier coboli cyOBeKkTa, HE MMEIOIIEro XxpoMocoMHoil anomanuu del5q. B
HEKOTOPBIX Cy4asix, CyOBeKkT non-delSq siBrsieTcst 4enoBeKoM.

[0053] B HeKkOTOpBIX ciy4dasx, CyOBEKT He MOoJydasl paHee JIeUeHHs] THIIOMETHIINPYIOIIUM
arearoM (HMA) win neHaTMaqoMuIoM U He IMeeT XpoMOCcoMHOM anomainu del(5q) (Hanpumep,
apnsiercs non-del5q). B HekoTopbIxX cnyuasx, cyobekT non-del5q siBisiercss 4eIoBEeKOM.

C. Muenonucmnacruueckuii cuaapom (MJIC)

[0054] Muenoaucmnactuueckuii cunapom ("MJIC") npencrasisier coboit rpynny 3aboneBaHuii,
BKJIFOYAIOLIYI0 PaKd KPOBU M KOCTHOTO MO3Tad, KOTOPbIE B HEKOTOPBIX CIIy4asix MOTYT OBITh
OXapaKTEePU30BaHbl LIUTOMEHHUSIMH, BBI3bIBAEMbIMH HE3(()EKTUBHBIM Te€MOIO330M. PasimnuHble
Bunbl MJIC MOXXHO JIEUUTh C HCIOJB30BaHUEM CIOCOOOB MO M300peTeHHIo, BKIOUas, 0Oe3
OrpaHUYEHUH, Takhe 3a00JeBaHus, Kak pedpakrepHas aHemus, pedpakTepHas aHEMHs C
U30BITKOM OJ1aCTOB, pedpakTepHast MUTOMEHUS] ¢ MYJIbTUIMHEHHON NUCIUa3uel, pedpakTepHast
LUTONEHUS] C ONHOJMHEHHON OUCIIIa3uel, XPOHMUECKUH MUeIOMOHOIUTapHbIH netiko3, MJIC ¢
uzonmuposanHoi del(5q) u MJIC neknaccupumpyemslii.

[0055] MJC  xapakTepusyeTcss  KJIOHAJIbHOW  MHeNonpoiudepannei, BbI3bIBAEMOM
3JIOKQYECTBEHHBIMH  KJIOHAMH  KJIETOK-TIPENIIECTBEHHUKOB, HUMEIIMUX 0Oojee KOPOTKHE
TEJIOMEPbl I MHOTOUHCIIEHHBIE KJIOHAJIbHbIE T€HETUYECKHE aHOMAJMH. AKTUBHOCTD TEJIOMEPAa3bl
(TA) m skcrpeccusi oOpaTHOM TpaHckpunrassl TesoMepasbl yenoBeka (hTERT) 3naunrensHO
yBenuueHbl npu MJIC m Moryt wurpatb pojb B Pa3peryJMpOBAaHHOM KJIETOYHOM pOCTE,

NPUBOAALIEM K HETPEPHIBHON M HEKOHTPOJIHPYEMON MPOJUQepaliii KJIOHOB 3JI0KaU€CTBEHHbIX
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kyetok-npeamecTBeHHUKOB. [loBbimennsie TA n hTERT, a Ttakxke MeHbliasi AjuHA TeJIOMeEp
SIBJIIIOTCS TUIOXMMH NPOTHOCTUYECKUMH INpu3Hakamu 1js nauueHToB ¢ MJIC moHukeHHOro
pHCKa, MPHUBOASIIMMH K MeHbIIEH MPOAOJIKUTENBHOCTH OOLIell BBDKHMBAEMOCTH. BapuaHThI
neuenus anemun npu MJIC NOHMKEHHOTO pUCKa C PELUIUBOM IOCTIE, WM HEBOCIIPUUMYHUBOM K
tepanun DCA, orpanudensl. lleneHanpaBiieHHOE MPUMEHEHHE HMETENCTaTa MPOTUB KJIOHOB,
cBszaHHbIXx ¢ MJIC, MokeT ynydinaTh HCXOHbI, BKJIKOYash aHemuro, y manueHTtoB ¢ MJIC,
PeLMIUBHPYIOIIUM/HEBOCTIPUUMYUBLIM K DCA-Teparnuu.

[0056] B HeKOTOpPBIX BapHAHTAX pPeaU3alku, CIOCOObI MO U300PETEHUI0 HAXOAAT MPUMEHEHNE
B OOJIErYeHUH TO MEHbBIIEH Mepe OFHOrO CHUMITOMA, CB3aHHOTO C MHUEJIOAHMCIUIACTUYECKUM
CHHIPOMOM, TaKUM KaK, HarpuMep, peppakrepHas anemusi, peppakrepHast aHeMUs ¢ U30BITKOM
OnacToB, pedpakTepHasi MUTONEHUS C MYJIBTHJIMHEHHON NUCIUTa3uel, pedypakTepHas [IUTOMCHHUSI
C OAHOJMHEWHOW NHCIUIA3UeH, U XPOHUYECKUN MHEJIOMOHOLMTAPHBIN JIEHKO3. B HEKOTOpbIX
BApPHUAHTAX pEAJN3aLUH, CHMITOMBI BKJIIOYAIOT OABIIIKY, YCTaJlOCTh, claboCTh, OOMOpPOKH,
HOCOBbIE KPOBOTEUEHHUs, KPOBOIIOATEKH, KPOBOTEUEHHE N30 PTa WM J1€CEH, KPOBSHUCTBIN CTYII,
neTexnajabHble KPOBOU3IUSHUS, U UHCYJIBT.

[0057] B HeKoTOpBIX ciydasx, CyOBEKT MMeeT peunauBHpyromui nwim pedpaxrepasiii MJIC.
"Pedpakrepuniit MJIC" oTHOCUTCA K NManMeHTaMm, y KOTOpbIX octaimuch kietku MJIC B kocTHOM
MO3re TocJie JieueHus 000l npurogHon Tepanuel, csizanHoi ¢ MJIC. "PeunmuBupyromimii
MJIC" oTHOCHUTCSI K MalMeHTaM, y KOTOpbIX Habmromaercss Bo3BpaT kietok MJIC B kocTHOM
MO3I€ U CHUYKEHHE HOPMAJIbHBIX KPOBSIHBIX KJIETOK IOCJE€ PEMUCCHM. B HEKOTOpBIX Ciyyasix,
cyobekt umeer MJIC, peuuauBupyOMUi/ HEBOCIPUUMYHBBIA K 3PUTPONO33-CTUMYJIHPYIOLIEMY
arenty (OCA). DCA MOkeT MOBBIIATh YPOBHU NeMOTJIO0OMHA M YCTPAHITh TPAHCHY3HOHHYIO
3aBUCUMOCTh Ha HeKoTopoe Bpemsi B HekoTtopbix ciaydasx MJIC. DCA, mpencrasmisroinue
UHTEpeC, BKIIOYAIOT, Oe3 OrpaHUYeHUi, JPUTPOMOITHH-aIb(a, OSPUTPONMOITHH-OeTa U
napO3TIO3THH.

[0058] B HekoTOpBIX BapHWiaHTax peajdu3aluu crocoda 1o wu300pereHuto, CcyObekTa
kiaccupuupyrotT kak cyobekra ¢ MJIC HU3KOro WM MPOMEXKYTOYHOro-1 pHicKa Mo mikane
IPSS. TTauuents! ¢ muenonucrutactuaeckuMu cuaapomamu (MJIC) moryT ObITh pa3nesieHbl Ha
IPYyMIbl MOHMKEHHOTO pucka (HU3Koro u mpomexkyrouHoro-1 [INT-1] mo mxkane IPSS), B
KOTOPBIX MpPEOOTaNAfOIUMHU  SIBJISIFOTCSA  ANIONITOTUYECKHE COOBITHSI B KOCTHOM MO3T€ U
HaOJOlaeTCsl HApyIIEHHBIH OTBET HA LUTOKUHBI (BKJIIOYAs SPUTPOINOSTHH), M TPYIIIBI
MOBBIIIEHHOTO pucka (mpomexyrounoro-2 [INT-2] u Beicokoro no mkaie IPSS), B koTopbIx

OCHOBHBIM H3MCHCHHEM ABJIACTCA 6J'IOKI/IpOBaHI/Ie CO3pE€BaHUA KIICTOK-IPEALICCTBCHHUKOB
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KOCTHOrO Mo3ra. B  HEKoTOpeIX ciy4asx, TpaHC(QY3HMOHHAs 3aBUCHMOCTb  SIBIISIETCS
OTPULIATEJIbHON IPOTHOCTUYECKOW IepeMeHHOH. MDakTU4YeCKH, B HEKOTOPBIX BapHUAHTax
peanuzanuu criocoda, CyObeKT sBJSIETCS 3aBUCHMBIM OT TpaHcdysum sputpormroB (RBC). B
HEKOTOPBIX CJIy4asix, TPAHC(PY3MOHHO-3aBUCHMBIH CYOBEKT UMeeT MOTpeOHOCTh B TpaHChy3HH
SPUTPOLIUTOB, COCTABJIIIOIIYIO NMPUMEPHO 4 €IMHUIBI 3PUTPOLMTHONH MAacChl WM OOJbIIE Ha
NPOTSKEHUM 8 Henenb, Wik 4-14 enuHUL SpUTPOLIUTHON MacChl HA NPOTSKEHUU 8-HEEeTbHOTO
nepuoaa, WM MPUMEPHO O €IUHMLl SPUTPOLUTHON Maccel uiau Oonblie Ha 8 Hemenb nepen
BBEJICHUEM B COOTBETCTBHH C CIOCOOOM MO JaHHOMY H300peTeHuro. EnuHMIa yrnakOBaHHBIX
spurporuroB (PRBC) moxer mmers obvem npumepno 300 mu/enmuuny. ExnmHuna nenbHON
KPOBU MOXET UMeTh 00beM npumMepHo 450-500 mu/enunuiy.
[0059] MexnyHaponHasi mporHoctuueckass OayubHas cuctema (IPSS) mpencrasnsier coboid
cucreMmy, paspadorannyro misi onpenenenuss craguii MJIC. IPSS onenuBaer 3 (axropa:
NPOLEHTHYK [OJI0 JIEWKEeMHUYEeCKUX OJACTHBIX KJETOK B KJIETKaX KOCTHOTO MO3ra
(oLeHMBaEeMYIO IO IIKaJe OT HYJS A0 2); XPOMOCOMHbBIE aHOMAJIUH, €CJIU OHH €CTh, B KJIETKAaX
KOCTHOTO MO3ra (OLleHHBaeMble OT HYJS 10 1), M Hajau4yue ONHOTO MM HECKOJbKHUX HU3KHX
noKaszaresjell KOJMYECTBA KPOBSHBIX KJIETOK (oueHuBaeMble kak Hoib i 0,5). Kaxmomy
¢dakTopy mnpucBanBaeTcsi OajulbHAs OLIEHKA, NMPHUYEM HANMEHBIINE OLEHKH HMMEIOT JIyYIIHii
NpPOrHO3. 3aTeM OaysibHbIE OLIEHKH (PaKTOPOB CYMMHUPYIOT, MOJdydas OaJUIbHYIO OLEHKY I10
mkane IPSS. IPSS nenur maunentos ¢ MJIC Ha 4 rpynmnbl HU3KOTO PUCKA; IPOMEKYTOYHOTrO-1
pHCKa; IPOMEKYTOUHOr0-2 PUCKA; U BBICOKOTO PUCKA.
D. Maruburops! TenoMepasbl
[0060] JIroOble mpUroHBIE MHITUOUTOPBI TEJIOMEPA3bl MOTYT HAWTH MPUMEHEHHE B CIIOCO0aX Mo
n300peTeHNI0. B HEKOTOpPBIX BapHaHTaX peaNU3aldH, MHCHOUTOP TEJIOMEpasbl MPENCTaBIISET
co0OW OJMTOHYKJIEOTHJ C aKTUBHOCTBIO WHTMOMPOBAHHUS TEJOMEPas3bl, B YaCTHOCTH,
onuronykieotun, ompeneneHusii 8 WO 2005/023994 w/unmu WO 2014/088785, omnucanus
KOTOPBIX BKJFOYEHbl B IAaHHBI JOKYMEHT IOCPEICTBOM CCBUIOK B IOJHOM oObeme. B
HEKOTOPBIX CIIy4asiX, OOUH WM HECKOJIBKO HHTHOUTOPOB TEJIOMEpasbl (HapuMep, ABa WIH TPU
UHTUOUTOpA TEIOMEPa3bl) MOTYT BBOJUTHCS MIICKOITUTAIOIIEMY AJIS JICUEHHS 3JI0KAaYeCTBEHHOTO
reMaTOoJIOrHYECKOr0 3a00JIeBaHMUS.

HNwmerencrar
[0061] B HekoTOpBIX BapHaHTAX peaH3allH, WHTHOUTOP TeJoMepas3bl MPencTaBisieT CoOoH
MUMETEJICTAT, BKIIFOYAsi €r0 TAyTOMEPHI U €ro COJM, HarpuMep, papMaLeBTHUECKH MPUEMIIEMbIe

conu. Mmertencrar sBISIETCS HOBBIM, MNEPBbBIM B CBOEM KJACCe I/IHFI/I6I/ITOpOM TEJIOMEpPA3bl C
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KJIMHUYECKOW aKTHUBHOCTBIO TMPH T'eMaTOJIOMYECKUX  3JIOKAYeCTBEHHBIX 3a00JIEBAHUSIX
(Baerlocher et al., NEJM 2015; 373:920-928; Tefferi et al., NEJM 2015; 373:908-919)

(1300paxkeH HIDKE):

n I 0 E 0 T
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o—[G npsGnpsGnpsTnpsTnpsAnpsGnpsAnpscnpsAnps] o A

NH,

rne  "nps" obosnawaer THOdochopamunatHyro cBsisb —NH—P(=0)(SH)—O—,

COEAMHSIOLIYIO 3'-yriIepo]] OOHOIO HYKJIE031Aa € 5'-yIIIepoioM COCEHETO HYKJICO3U/Ia.
[0062] B HekoTOpBIX Clydasx, WHTHOUTOP TeJOMepasbl NPEACTaBisieT coOOW HMeTencTaT
HATpUsi, BKJIIOYAsl €ro tayromMepbl. MMerencrat HaTpus mpeacraBisieT coOOH HATPHEBYIO COJb
UMETEJICTaTa, KOTOpasi SIBJISIETCS KOHBIOTUPOBAHHBIM C CHHTETHYECKUM JIUMHIAOM 13-MepHBIM
onuronykieorunoM  N3'—PS'-tmodochopamunarom.  HMmerencrar  HaTpusi — SBISIETCS
MHTHOUTOPOM TEJIOMEepasbl, NPENCTABISIIOMMM COOOH KOBAJEHTHO JIMIIUAWPOBAHHBIN 13-
MEpHBII OJUTOHYKJIEOTH (M300paskeH HIDKE), KOMIUIEMEHTapHbIH (complimentary) K
matpuuHoit obnactu PHK Ttenomepassr yenoseka (hTR). Xumuueckoe Ha3BaHHE MMETENCTaTa
Harpusi: JIHK, d(3'-amuno-3'-ne3okcu-P-tno) (T-A-G-G-G-T-T-A-G-A-C-A-A), 5'-[O-[2-
HIPOKCH-3-(rekcanekanomnaMuHo )nponui|pocdoporroar], Hatpuesas conb (1:13) (SEQ ID
NO: 1). Umetencrar HaTpusi He GYHKIMOHHUPYET MO AHTHCMBICIIOBOMY MEXaHH3MY U MOTOMY He

umeeT moboYHbIX 3P (HeKTOB, OOBIMHO HAOTFOTAFOIIIMX CS IS TAKUX TEPATIHIA.
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HNwmerencrat HaTpus

[0063] Ecnu nHOE He yKa3aHO WUJM HE CJelyeT U3 KOHTEKCTA, CCbUIKM Ha UMETEJICTAaT B JaHHOM
IOKYMEHTE TaKKe BKJIIOYAIOT €ro TayTOMEpbl M €ro COJM, Hampumep, (apMaueBTHYECKH
npuemieMble conu. Kak Obulo OTMEYEHO BbIIIE, HWMETEJNCTAT HATPUs, B YaCTHOCTH,
npeacTasisier coO0i HATPUEBYIO COJIb UMeETeNcTaTa. ECin HHOe He yKa3aHO WM He CIenyeT U3
KOHTEKCTa, CCbUIKM HAa HMMETENICTAaT HAaTpUs B JAHHOM JOKYMEHTE TakXKe BKIIIOYAIOT BCE €ro
TayTOMEPBHIL.

[0064] MmerenctaT U WUMETEICTAT HATPUS MOTYT OBITh TPOHM3BENEHBI, MPUTOTOBIEHBI HIIH
NOJIYYEHBI, KaK OMHCAHO B APYTrUX HCTOYHMKAx (cM., Hampumep, Asai et al., Cancer Res.,
63:3931- 3939 (2003), Herbert et al., Oncogene, 24:5262-5268 (2005), u Gryaznov, Chem.
Biodivers., 7:477-493 (2010)). Ecnu uHOe He yKa3aHO WM HE CIEeAYeT U3 KOHTEKCTa, CChUTKU Ha
UMETEJICTaT B JAHHOM JOKYMEHTE TaKke BKIIOYAKT ero conu. Kak ObUIO OTMEUYEHO BBIIIE,
UMETEJICTAT HATPUsl, B YACTHOCTH, MPEACTABIIAECT COOOH HATPHEBYIO COJIb UMETENICTATA.

[0065] Hmerencrar nHauenen Ha PHK-MaTpuiy Tenomepassl W HHTHOMPYET aKTHBHOCTH
TeJIOMepasbl U KJIETOYHYIO MNPOJH(epanuo B Pa3IUYHBIX PAKOBBIX KJIETOUHBIX JIMHHUAX H

KCEHOTPAHCIUIAHTAThl omyxoJyiell y mbimei. Mccnenosanust ¢aspl 1 ¢ ydyacTHeM MAalEHTOB C
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PaKOM MOJIOYHON JKeje3bl, HEMEJKOKJIETOYHbIM pPAaKOM JIETKOrO U APYTUMU COJUIHBIMU
OINyXOJIIMH, MHO)XECTBEHHOH MHEJOMOH, WJIH XPOHUYECKMM JHUMQOLUTAPHBIM JIEHKO30M
MO3BOJIIJIN MOJY4YUTh HHPOPMALHNIO O (PapMaKOKHHETHKE U (hapMaKOAMHAMUKE JIEKAPCTBEHHbIX
cpencts. [locnenyromue wnccnenoBaHusi ¢aspl 2 ¢ y4acTHEM MALMEHTOB C 3CCEHLUATBHOM
TpoMOoLuTEMHEH NPOJIEMOHCTPUPOBAIN s dexT CHIDKEHUS TPOMOOLIUTOB,
CONPOBOXKAAOLINICS 3HAYMMBIM CHUKEHHUEM Harpy3ku MyTaHTHbIMU ansensmu JAK2 V617F u
CALR. Hwmerencrar HaTpusi OObIYHO BBOIST BHYTPUBEHHO, INPENyCMATPUBAETCS, YTO B
NPAKTHUKE CIIOCOOOB MO JAHHOMY M300PETEHHIO MOTYT TaKe ObITh MCIIOJIb30BAHBI APYTUe MyTH
BBEJIEHUs], TaKUe KaK MHTpaTeKajlbHOE BBEIEHME, BHYTPHUOIYXOJI€Basi MHBEKLIUS, IepopaibHOe
BBEICHUE U Jipyrue. IMeTencrar HaTpusi MOXKeT ObITh BBEIIEH B 103aX, COMOCTABIUMBIX C OOBIYHO
HCIOJIB3YEMBIMU B KJIMHUYECKUX YCIOBUSAX. B HEKOTOpBIX BapuaHTax peanu3aliy, UMEeTeNCTaT
HaTpUsl BBOAST, KaK ONUCAHO B APYTUX pa3/ieiax AaHHOI'O ONMUCAHUS.

[0066] KoHKpeTHBII BapHaHT peaii3alii OCYIIECTBISIETCS] B COOTBETCTBUH C JIOOBIM APYTHM
BAPUAHTOM pealn3allii, B KOTOPOM MMETEJICTAT OrpaHWYeH HCIOJb30BAaHHUEM HMeETeNCcTaTa
HaTpUs.

E. ®dapmanesTuueckue KOMIO3ULUN

[0067] Mnst mpocTOTHI BBEACHUS, KOMIIO3WIMS WHIHOWUTOpA TeJoMepas3bl (HampuMmep, Kak
OMUCAaHO B JAaHHOM JOKYMEHTE) MOXKET OBbIThb COCTaBJ€HA MJii BBEIEHUS B Pa3JIMIHBIX
dapmaneBTHueckuX (popmax. B HEKOTOPBIX Cilydasix, HHTHOMTOP TeJIOMepasbl BBOISAT B BHJE
¢dapmauesTrueckoit komnosuiu. Hocurens win pazdaBurens papMareBTHUECKOW KOMITO3HLIUH
IOJUKeH ObITh "mpueMJeMbIM" B CMbICJIE COBMECTHMOCTH C JPYTHMH HMHIPEIHEHTaMU
KOMIIO3UIIMM U HE BPEAHBIM I ee perunueHToB. PapmarieBTHUECKass KOMITO3ULIUS MOKET
HAXONUTBCS B €IUHUYHBIX JIEKAPCTBEHHBIX (POPMAaxX, MPUIOAHBIX, B YACTHOCTH, IJIsI BBEICHUS
MEePOPANbHO, PEKTAJbHO, MOAKOXHO, MapeHTEpPaIbHON HWHBEKLHUEW WiIM UHrausquein. B
HEKOTOPBIX CJIydasix, BBEJEHUE MOXKET OCYILIECTBJISTbCS IIyT€M BHYTPUBEHHON WHBEKLIUU.
Hanpumep, mpu NpUroTOBJIEHUH KOMIIO3ULMH B JIEKAPCTBEHHOW (opme ANl MepopaibHOTO
BBEJICHUSI MOT'YT OBITh MCIIOJIb30BAHBI JIIOObIE OOBIYHBIE (PapMaLIEBTUYECKHE CPEbl, TAKHUE Kak,
HampuMmep, BOJA, IJMKOJIM, Macjia, CHOUPTBl U T.I. B Clydae >KUAKUX I[pernapaTroB JJis
NEepOPAIbHOTO BBEACHUs], TAKMX KaK CYCI€H3UH, CUPOIBI, 3JIMKCUPBI, SMYJIbCUU U PACTBOPBIL
WIM TBEpPAbIE HOCHUTENH, TAKHE KaK KpaxMallbl, caxapa, KaoJWH, pa30aBUTENH, CMa3bIBAIOIINE
BEIIECTBA, CBS3YIOIIME, BELIECTBA JJIS YJIYYLICHHs PacrafaeMoCTH TabJIeTOK W T.I. B Cliydae
MOPOLIKOB, MWJIIOJIb, Karcysl U TabneTok. braromapst cBoeil mpocrore BBeneHUs, TaONETKU U

KarcyJibl ABJISIFOTCA HauOoJsee NPEANOYTUTCIIbHBIMU JO3HUPOBAHHBIX JICKAPCTBCHHBIX (bOpM JJIA
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NepOPaANIbHOTO BBENEHHS, I KOTOPBIX OYEBHIHO HCIOJB3YIOTCS TBEpAblE (hapMaleBTHUECKHE
HocuTenu. Jlnsg mapeHTepaibHBIX KOMIO3MLMH, HOCHTENb Oyaer OOBMHO COnmepKaTh
CTEPHJIBHYIO BOAY, MO MEHbIIEH Mepe B 3HAUUTENbHOM CTENEeHM, XOTS MOTYT ObITh BKIIIOUEHbI
ApyrHe WHIPEIUEeHThl, Hampumep, M YJIyYIIEeHHs pPacTBOPUMOCTH. MoryT  ObITh
IIPUTOTOBJIEHBI, HAIIPUMED, PACTBOPBI JUJIsI UHBEKLUI, B KOTOPBIX HOCUTENb COAEPKUT COJIEBOM
pacTBOp, PaCTBOP MIFOKO3bI HJIK CMECh COJIEBOIO PAaCTBOpPAa M PacTBOPA TIIFOKO3bL. MOryT OBITh
NPUTOTOBJICHBI, HATIPUMED, PACTBOPBI JJIsl MHBEKLHMI, B KOTOPBIX HOCHUTENIb COAEPIKUT COJIEBOH
pacTBOp, PACTBOP TIIFOKO3bI WJIM CMECH COJIEBOTO PACTBOPA M PAaCTBOPA TIIFOKO3bL. PacTBOpHI 1Jist
UHBEKLHUH, COAeprKalue WHTHMOUTOpP TeJIOMepasbl, ONMUCAHHBIH B JaHHOM JIOKYMEHTE, MOTYT
OBITH COCTABJICHBI B MACJI€ JJIs1 IPOJIOHTUPOBAHHOTO AeicTBUsA. [IpUrogHbIMU MaciamMu JUIst 3TOH
LeNN  SIBJIIIOTCS, HANpHMEP, apaxucoBOE MAacjo, KYH)XXYTHOE Maclio, XJIOMKOBOE Maclo,
KYKYPY3HO€ Macjo, CO€BOE€ MAacjlo, CHHTETHYECKHE CJIOXHble J(QUPBl TJIHLEPHHA U
JUTMHHOLIETIOYEYHBIX JKUPHBIX KHUCJIOT M CMECH 3THUX W JAPYrux Macen. Takke MOryT ObITh
NPUTOTOBJIEHBl CYCIIEH3UU Ul MHBEKLUH, B CIy4ae KOTOPBIX MOTYT OBITh HCIIOJIb30BaHbI
NPUTOAHBIE JKUJIKPE HOCUTEIH, CYCIIEHIUPYIOIINE areHTh! U T.11. Takke BKIIFOUEHBI IIpernapaTsl B
TBepIOH (opme, NpenaHA3HAYEHHblE [UIA TPEBpAIIEHUs, HE3aJ0JNro A0 NPUMEHEHHs, B
npenapaTel B KHAKOH (opme. B KOMMO3MIMAX, NPHUTrOMHBIX MAJsI TOAKOXKHOTO BBEAEHUS,
HOCHUTEINIb HEeOOS3aTENbHO COAEPIKUT areHT, YCHJIMBAIOUINI MPOHULAEMOCTb W/WIIM MPHUTOAHBIN
CMa4YMBAIOIIMI areHT, HeoOs3aTeNbHO B KOMOMHAIMM C MPUTOAHBIMH J0O0aBKamMu JIFOOOM
IPUPOJBI B HEOOJIBIINX KOJNYECTBAX, HE BBI3bIBAIOIIMX 3HAUYUTEIBHOTO BPEIHOTO BO3AEHCTBHS
Ha KOXKy. YKa3zaHHbIe TOOAaBKM MOTYT CIIOCOOCTBOBATH BBEACHMIO B KOXKY W/WJIM MOTYT OBITh
TNIOJIE3HBIMHU TIPH TPUTOTOBJIEHUU Tpedyemoit kommozuiu. KoMnosummsi MokeT ObITh BBeIEHA
pPa3NUYHBIME Croco0aMH, HAmpuMep, B BHIE TPAHCACPMAIBHOTO IUIACTBIPS, CPEACTBA IS
TOUEYHOH 00paboTKH (Spot-on), B BUIE KUIKOH Ma3H.

[0068] OcoOeHHO  TPEeArOUYTHUTENBHBIM  SIBISIETCS.  COCTABJIEHHE  BBIIIEYITOMSIHYTBIX
(bapMaleBTHUECKNX KOMITO3MIMHA B €IMHUYHBIX JIEKAPCTBEHHBIX (OpMax Uil MPOCTOTHI
BBEJICHUSI U OIHOPOIHOCTH NO3MPOBKU. EMuHMYHAS NekapcTBEeHHast (opMa B HCMOIB3YEMOM B
JAHHOM JIOKYMEHTE 3HAY€HWU OTHOCUTCS K (PM3UUECKH OTHAENbHBIM €IUHHIAM, TPUTOIHBIM IS
UCTIONB30BAHUSI B KAueCTBE EIWHUYHBIX 703, MPUYEM KaKAas €OUHHULNA CONEPKUT
NPEABAPUTENPHO OIPENENIEHHOE KOJMYECTBO AKTUBHOTO HWHIPEOUEHTa, PACCUUTAHHOE Ha
CO3JIaHUE JKEJATENbHOrO TepameBTHdeckoro s¢ddexkra, B codyeTaHUH C TpedyemMbIM
dapmaneBTHUeCKUM HocuTesneM. IIpuMepamMm TakuxX €IMHUYHBIX JIEKAPCTBEHHBIX (HOpM

SIBJITFOTCST TaOJIeTKH (BKJIFOYAsi TaOJNETKU C HAApPe30M WJIM C MOKPBITHEM), KaICyJIbl, MHJEOJIH,
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MaKeTUKU C TOPOIIKOM, Kamcyibl (wafers), Cymmo3uTOpuu, pacTBOPbI HIIM CYCHEH3UU IS
VHBEKLHUN U T.I1., U UX OTAEJISIEMbIE KPATHBIE JOJIH.

[0069] [nst yBenudeHHs PACTBOPUMOCTH W/MIM CTaOWUIBHOCTU JIEKAPCTBEHHOT'O CPENICTBA,
OMUCAHHOTO B JAHHOM JIOKYMEHTE, B (DapMaLeBTHUYECKUX KOMITO3HLIHSX, MOKET OBbITh MOJIE3HBIM
UCTIONBb30BAHUE O-, [- WIM Y-LUKJIOAEKCTPUHOB MM WX TMPOM3BOAHBIX, B YaCTHOCTH,
TUAPOKCUATIKUIT-3aMEIIe HHbIX LUKJIONEKCTPHUHOB, Harnpumep, 2-rUuapOKCUTIPOITHII-P-
LUKJIONEKCTPUHA WK CyJbhoOyTmI-P-iinknonexkcrpuna. Takxke, COpacTBOPUTENH, TaKHe Kak
CIIUPTBI, MOTYT MOBBIIATh PACTBOPUMOCTh W/WJIM CTAOMJIBHOCTH MHTHOUTOpPA TeJIOMepasbl B
(hapMaleBTHYECKUX KOMITO3ULIUSX.

[0070] B 3aBucumoctu OT ccrmocoba BeaeHus, (apmaneBTUYecKass KOMIO3UIUs Oyaer
npeanouTuTeNibHo comepxarb ot 0,05 mo 99 % wmac., 6osee npeanoututensro, ot 0,1 go 70 %
Mac., eme 6osee npeanoututensHo, ot 0,1 10 50 % mac. HrHOUTOpa TENOMEpPasbl, OMMMCAHHOTO
B JAHHOM JTIOKyMeHTe, u OT 1 10 99,95 % wmac., 6onee npeanoururensHo, oT 30 10 99,9 % Mmac.,
emme Oosee mpennouTUTENbHO, OT 50 10 99,9 % Mac. papmaneBTHYECKH TPUEMIIEMOTO HOCUTEITS,
T7Ie BCE MPOLCHTHBIE BEIMYMHBI OTHOCSITCS K O0IIEMY BeCy KOMITO3ULINH.

F. Beeaenue u cxembl BBEIECHUS

[0071] YacToTa BBemeHUSI MOXKET OBITh JIFOOOHM 4acTOTON, KOTOpasi CHIDKAET TSKECTh CHMITTOMA
M/IC (Hanpumep, Kak OMHUCAHO B TAHHOM TOKyMEHTE), HE CO3/1aBasi 3SHAYMMOUN TOKCUYHOCTH JJIsI
cyOpekTa. Hanmpumep, yacTora BBEIEHHS] MOKET COCTAaBJISITH OT NMPUMEPHO OAHOrO pasa B JBa
MecsiLa 10 MIPUMEPHO pas3a B HENENI0, ANbTEPHATUBHO, OT IPUMEPHO pa3a B MECSL 10 NPUMEPHO
IBYX pa3 B MeCsLl, aJJbTEPHATUBHO, IPUMEPHO pa3 B LIECTh HEENb, IPUMEPHO pa3 B 5 Henelb,
aJbTePHATUBHO, MPUMEPHO pa3 B 4 HeNenu, ajJbTEPHATUBHO, NMPUMEPHO pa3 B 3 HEIENH,
aJbTEPHATUBHO, MPUMEPHO pa3 B 2 HENENU WJIU, aJbTePHATUBHO, NMPUMEPHO pa3 B HENEJIO.
YactoTa BBeNEHUsS MOKET OCTABATbCS TMOCTOSHHOM WM MOXKeT ObITb TEPEeMEHHOH Ha
NpOTsbKeHUHM JiedeHus. Kypce sedeHus KOMMO3ULMEH, Conep:Kalled OAWH WJIH HECKOJbKO
WHTHOUTOPOB TEJIOMEPA3bl, MOKET BKJIFOYATh NEPUOABI OTIObIXa. Hampumep, KOMITO3HUIUS,
colepskamasi MHCHOUTOpP TeJIOMepasbl, MOXKET BBOAUTHCS E€XKEHENEJNbHO Ha MPOTSIKEHUU
nepuoAa TpeX HeAeNb C MOCIENYIOIIMM JIBYXHEAEIbHBIM MEPUOAOM OTABIXA, U TaKas CXema
MOJKET MOBTOPSITBCS MHOTO pa3. Kak u mist 3 (HeKTUBHOTO KOJIMYECTBA, Pa3jIMYHbIe (PaKTOPbI
MOTYT BJHATh HAa (PAKTUYECKYK) UYACTOTY BBENEHUS, WCIOJNBb3YEMYK Ui KOHKPETHOTO
npuMeHeHus. Hanpumep, 3¢¢eKkTHBHOE KOJMYECTBO, MPOJOJLKHTEIBHOCTh  JICUSHUS,

HUCIIOJIb3OBAHUE MHOKECTBA JICKAPCTBEHHBIX Ar¢HTOB, IIyTb BBCACHUSA, U TAXKECTb MI[C u
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CBSI3aHHBIE C HHM CHMIITOMBI MOTYT NOTPeOOBaTb YBENWYEHUS MM CHIDKEHHS YacTOThI
BBE/ICHUSI.

[0072] DddexTrBHAsT MPOJOIKUTENLHOCTh BBEASHHUS KOMIIO3ULIMM, COAEp Kalleldl HHruOUTOp
TeJoMepasbl (HampuMep, HMETENCTaT WM HMETeNICTaT HAaTpHs) MOXeT ObITh 000N
IPOJOJDKUTEIBHOCTBIO, KOTOpasi yMeHbIIaeT TskecTb cumnroma MJIC (HanpuMep, Kak OIMUCAaHO
B JTAHHOM JOKyMeHTe) 0e3 CO3MaHusl 3HAYMMOM TOKCHYHOCTU Uit CcyObekTa. Takum oOpazom,
3¢ deKkTUBHAs MPOAOCKUTEIPHOCT MOMKET H3MEHSTBCS OT OJHOTO Mecsla IO HECKOJbKHX
MeCsILIeB WIH roja (HampuMmep, OT OJHOTO Mecsilia 0 JABYX JIET, OT OJHOTO MeCsIa 10 OJHOTO
rofia, OT TPEX MECSLEB A0 ABYX JIET, OT TPEX MECSLEB 10 ACCATH MECSLEB, WIH OT TPEX MECSLIEB
no 18 mecsiuen). B obmem, s¢dexkTrBHAs TPOAOKUTENEHOCTD JieueHuss MJIC MOXKeT MEHSIThCs
O JUTUTENTHOCTH OT JIBYX MECSLIEB A0 ABAATH MecsALEeB. B HEKOTOpBIX ciy4dasx, 3¢ ekTuBHas
NPOIOJDKUTEIBHOCTh MOJKET MPONOJDKATHCS HA TPOTSHKEHUU JKU3HU OTHENBHOTO CYOBEKTa.
MHoxecTBO (aKTOPOB MOXKET BIHMATH HAa (PAKTUYECKYIO 3(P(PEKTUBHYIO NPONOJLKUTENBHOCTD,
UCTIONB3YEMYIO ISl KOHKPETHOro npuMeHeHns. Hanpumep, 3¢ dekTuBHas MPOaOKUTENBHOCTD
MOXET MEHATbCS B 3aBHCHUMOCTH OT 4YacTOThl BBeAeHHs, 3(P(EKTHBHOrO KOJHYECTBA,
UCTIONIb30BAHUSI MHOJKECTBA JIEKAPCTBEHHBIX areHTOB, MyTH BBeneHus, u Tsokectu MJIC u
CBSI3aHHBIX C HUIM CHMIITOMOB.

[0073] B HEKOTOpBIX Ciy4asx, KypeC JEUEHHUs] U TSDKECTb OJHOTO MJIM HECKOJIBKUX CHUMIITOMOB,
csizaHHbIX ¢ MJIC, mMoryT koHTposiupoBaThes. JIr0OoH crocod MokeT ObITh MCHONB30BaH AJIS
OTpeNeNIeHNs] TOro, CHUXaeTcsi WM Her TspkecTb cumnroma MJIC. Hanpumep, TsxkecThb
cumntoma MJIC (Hampumep, Kak ONMUCAHO B JAHHOM AOKYMEHTE) MOJKET OLEHHMBATBhCSA C
UCTIOIb30BAHUEM METOa OMOTICHH.

[0074] UHrubutopsl Tenomepasbl, UCIIONb3yEMbIE B CIOCOOAaX MO M300PETEHHIO, MOTYT ObITh
BBEJICHbI B JIFOOOH 103€, SBISIOMICHCS TepaneBTHUeCKH 3(P(PEKTUBHOW, TaKOH Kak O3B,
COIOCTaBUMBIE C OOBIYHO HCIIOJIB3YEMBIMH B KIMHHYECKHX YCIOBUSX. KOHKpETHBIE PEXUMBI
OO3WPOBAHUSl ISl H3BECTHBIX M ONOOPEHHBIX MPOTHBOPAKOBBIX AareHTOB (HAIMpPUMED,
pekoMeHnoBaHHAs 3¢ ¢eKTUBHAs [103a) M3BECTHBI BpauyaM U TPUBEACHBI, HANpUMeEp, B
omucanusx npoaykros, Bxomsmux B PHYSICIANS' DESK REFERENCE, 2003, 57th Ed.,
, Oradell, NJ.; Goodman & Gilman's THE
PHARMACOLOGICAL BASIS OF THERAPEUTICS" 2001, 10th Edition, McGraw-Hill, New

Medical Economics Company, Inc.

York; w/mnu pgoctymHBIX OT YTpaBieHHs 1O KOHTPOJIO KayecTBa IHIIEBBIX NPOAYKTOB MU

mennkameHToB CIIIA w/mmu onucaHbl B MEAUITMHCKOW JIUTEPaAType
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[0075] B HeKkOTOpbIX acmekTax, [A03a WHIHOMTOpa TeloMepasbl, HMETENCTaTa HaTpus,
BBOJIUMOTO CyOBEKTy, cocTaBisier oT nmpuMepHo 1,0 Mr/kr no npumepno 13,0 mr/kr. B npyrux
acIIeKTax, J103a HHruOUTOpa TeJIoMepasbl COCTABIAET OT NpUMepHO 4,5 mr/kr no npumepHo 11,7
MI/KT WM OT mpuMepHo 6,0 Mr/kr no mpumepHo 11,7 MI/kr, uim oT mpuMepHO 6,5 MI/KT 1o
npumepHo 11,7 mr/kr. B HEKOTOpPBIX BapHaHTax peayu3alyy, 1032 MHIHOMTOpa TeIOMepasbl
BKJIIOYAET 10 MEHbIIEH Mepe MpUMepHO JiroOoe 3HaueHue u3 4,7 mr/kr, 4,8 mr/kr, 4,9 mr/kr, 5,0
Mmr/kr, 5,5 mr/kr, 6,0 mr/kr, 6,1 mr/kr, 6,2 mr/kr, 6,3 mr/kr, 6,4 mr/kr, 6,5 mr/kr, 6,6 mr/kr, 6,7
Mmr/kr, 6,8 mr/kr, 6,9 mr/kr, 7 mr/kr, 7,1 mr/kr, 7,2 mr/kr, 7,3 mr/kr, 7,4 mr/kr, 7,5 mr/kr, 7,6
mr/kr, 7,7 mr/kr, 7,8 mr/kr, 7,9 mr/kr, 8 mr/kr, 8,1 mr/kr, 8,2 mr/kr, 8,3 mr/kr, 8,4 mr/kr, 8,5
mr/kr, 8,6 mr/kr, 8,7 mr/kr, 8,8 mr/kr, 8,9 mr/kr, 9 mr/kr, 9,1 mr/kr, 9,2 mr/kr, 9,3 mr/kr, 9,4
Mr/kr, 9,5 mr/kr, 9,6 mr/kr, 9,7 mr/kr, 9,8 mr/kr, 9,9 mr/kr, 10 mr/kr, 10,1 mr/kr, 10,2 mr/kr, 10,3
mr/kr, 10,4 mr/kr, 10,5 mr/kr, 10,6 mr/kr, 10,7 mr/kr, 10,8 mr/kr, 10,9 mr/kr, 11 mr/kr, 11,1
mr/kr, 1 1,2 mr/kr, 11,3 mr/kr, 11,4 mr/kr, 11,5 mr/kr, 11,6 mr/kr, 11,7 mr/kr, 11,8 mr/kr, 11,9
mr/kr, 12 mr/kr, 12,1 mr/kr, 12,2 mr/kr, 12,3 mr/kr, 12,4 mr/kr, 12,5 mr/kr, 12,6 mr/kr, 12,7
mr/kr, 12,8 mr/kr, 12,9 mr/kr, unu 13 Mr/kr.

[0076] B HekoTOpbIX BapHaHTax peanu3auuyd, >((EKTHUBHOE KOJMYECTBO HHIHOUTOpPA
TeJIOMepa3bl, BBOAMMOE WHAMBHIYYMY, BKJIOYAeT IO MEHbIIEH Mepe NpUMEpHO Jirodoe
3HavyeHue u3 1 mr/kr, 2,5 mr/kr, 3,5 mr/kr, 4,7 mr/kr, 5 mr/kr, 6,0 mr/kr, 6,5 mr/kr, 7,5 mr/kr, 9,4
mr/kr, 10 mr/kr, 15 mr/kr, i 20 mr/kr. B HekoTOpbIX BapuaHTax peanusanuu, dpdexTuBHoe
KOJINYE€CTBO MHTHMOUTOpPA TEJIOMEPAa3bl, BBOAUMOE WHAUBUAYYMY, COCTABJISIET MPUMEPHO JIF0O0E
3HadyeHue u3 1 mr/kr, 2,5 mr/kr, 3,5 mr/kr, 5 mr/kr, 6,5 mr/kr, 7,5 mr/kr, 9,4 mr/kr, 10 mr/kr, 15
mr/kr, wia 20 mr/kr. B pasnuuHbIX BapuaHTax peanu3aimy, 3((EeKTHBHOE KOJHYECTBO
WHTHOUTOpa TEJOMEpPasbl, BBOAUMOE HHIWBHUAYYMY, BKJIFOYaeT MEHee 4YeM MPUMEPHO Jiroboe
3HadyeHue u3 350 mr/kr, 300 mr/kr, 250 mr/kr, 200 mr/kr, 150 mr/kr, 100 mr/kr, 50 mr/kr, 30
mr/kr, 25 mr/kr, 20 mr/kr, 10 mr/kr, 7,5 mr/kr, 6,5 mr/kr, 5 mr/kr, 3,5 mr/kr, 2,5 mr/kr, 1 mr/kr,
i 0,5 MI/Kr HHTUOUTOpa TEJIOMEPa3bL.

[0077] TunmyHble npUMEpPBI YACTOT BBEAEHUS 103 (PapMaLEBTUYECKON KOMITO3UIUH,
colepskallel MHruOUTOp TeJIoMepasbl, BKIFOYAIOT, 0€3 OrpaHHYEHUH, e:KeIHEBHO, Yepe3 JIeHb,
IBa pa3a B HEHENIO, TPU pa3a B HENENI0, eXKEHeNeIbHO 0e3 MepephIBOB, €XKEHENEIbHO, TPH U3
YeThIpex HeJlellb, pa3 B TPU HEAENH, pa3 B JIBE HEAENN, €KEHENeIbHO, IBE U3 TpeX Henenb. B
HEKOTOPBIX BapUAHTAX peann3aluy, (apMaleBTHISCKYI0 KOMIIO3HIIUIO BBOASIT MPUMEPHO Pa3 B
HEZENI0, pa3 B 2 HeJeNu, pa3 B 3 HeJenu, pa3 B 4 HeAenwu, pa3 B S HeAelNb, pa3 B 6 HexeNb, pa3 B 7

HEACb WJIN pa3 B 8 HECACIIb. B HEKOTOPBIX BapUaHTax pC€ain3dallii, KOMIIO3ULMKO BBOASAT IIO
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MEHBIIIeH Mepe MPUMEPHO JIF000e KOIHYECTBO pas u3 1-ro, 2-x, 3-x, 4-x, 5-u, 6-u, umm 7-u (T.€,,
€KEIHEBHO) B HENENI0, WM TPU pa3a €KEeIHEBHO, JBa pPa3a €XeIHEBHO. B HEKOTOphIX
BapUaHTaxX peaju3alliy, WHTEPBajbl MEXKAY BBEIACHUSMH COCTAaBJISIOT MEHEE 4eM IPUMEPHO
nr000e 3HaueHue u3 6 mecsues, 3 Mmecsues, 1 mecsua, 20 nuei, 15 nueit, 12 gueii, 10 e, 9
nHew, 8 nHel, 7 nHel, 6 nHel, 5 aHel, 4 nuei, 3 aHel, 2 nHel wiu 1 gHA. B HEkOTOpBIX
BapHUAHTAX peaJM3alii, WHTEPBAJIbl MEXKIY BBEACHHUSMU COCTABISIOT OoJiee 4eM MPHUMEPHO
nr00oe 3HayeHHe u3 1 mecsia, 2 MecsleB, 3 MecsleB, 4 MeCsleB, 5 MecsleB, 6 MecsieB, 8
MmecsiueB, win 12 MecsineB. B HEKOTOpBIX BapuaHTaxX peanuzaluy, rpauk BBEACHHUS 103 HE
UMeeT NepepblBOB. B HEKOTOpPBIX BapUaHTaxX pealu3alndy, HHTEPBAI MEXAY BBEICHUSIMU
COCTaBJISIET HE O0JIee MPUMEPHO HENEIIH.

[0078] UHruburopsl Teiromepasbl, TaKMe KaK HMETENCTaT (HampuMep, MMETENICTaT HaTpHsl),
MOTYT OBITb BBEIEHBI C UCIHOJb30BaHUEM JIOOOro mpuromgHoro cmnocoda. Hampumep,
UHTUOUTOPBI TEJIOMEPasbl, TAKHE KaK HMETENCTaT (HAlpuMep, UMETEJICTaT HAaTpHs), MOTYT
BBOJUTHCS BHYTPUBEHHO pa3 B 4 HeNENIU Ha NPOTSIKEHUH OINPENENICHHOrO MEepPHUOAa BPEMEHU
(HarmpuMep, OHXHOTrO, ABYX, TPeX, YeTbIpeX WIM MATH YacoB). B HEKOTOPBIX BapHaHTax
peanusaluy, UMETEICTaT BBOAAT BHYTPUBEHHO pPa3 B HEAECNI0 Ha MNPOTSDKEHUU NEPHOAa
BPEMEHH, PaBHOTO MPUMEPHO 2 yacam, B 1o3e 7-10 Mr/kr. B HEKOTOpPBIX BapHaHTax peai3ali,
HMMETEJICTAT BBOAAT BHYTPUBEHHO Pa3 B 3 HENENIH HA MPOTSKEHUU MEPUOAA BPEMEHU IIPUMEPHO
2 yaca B no3e 2,5-7 mr/kr. B BapuaHTe peanuszanuy, UMETEICTAT BBOASAT BHYTPUBEHHO Ha
NPOTSDKEHUH TepHoja NMpuMepHO 2 4aca pa3 B 4 Hemenu B nose 0,5-5 mr/kr. B BapuanTte
peanu3alliy, MMETEJICTaT BBOAAT BHYTPUBEHHO Pa3 B 3 HEAENM Ha MNPOTSDKEHUU IEPUOAA
BpPEMEHHU TMPUMEPHO 2 YacoB B 03¢ mpuMepHO 2,5-10 Mr/kr. AJbTEpHATHBHO, UMETEJICTAT
BBOJST BHYTPUBEHHO HA MNPOTSDKEHUU INEPUOJA MPUMEPHO 2 4HacoB pa3 B 4 Hemenu B 103€
npumepHo 0,5-9,4 mr/kr.

[0079] B HEeKOTOPBIX BapHAHTAX peaU3aLUK CIIoco0a, UMETENICTAT BBOIIT HA MPOTSHKEHHH 1, 2,
3, 4,5, 6, 7, 8 unu Oonee yeM 8 LUKIIOB JO3UPOBKH, MPUYEM KaKIAbIA LUKJI BKIIFOYAET:
BHYTPUBEHHOE BBeIEHHE TNpuMepHO 7-10 MI/Kr wumerencrata pa3 B UETbIpe HEIENH,
BHYTPHUBEHHOE BBEJICHHE NMPUMEPHO 7-10 MI/Kr MMeTeNncTaTa pa3 B HEACTIO B TEUEHHE YEThIPEX
HeJesb, BHYTPUBEHHOE BBEACHHE NMPUMEPHO 2,5-10 MI/Kr mMeTencrara pa3 B TPH HENEH, WU
BHYTPUBEHHOE BBeneHue mnpuMmepHo 0,5-9.4 Mr/kr umerencrarta pa3 B 4eTblpe Henenu. B
ONPENENEHHBbIX Cydasx, KaKIbIH LUKJI JO3UPOBKM BKJIIOYAECT BHYTPUBEHHOE BBEACHUE

npuMepHO 7-10 MI/KT uMeTencTara pa3 B 4eThlpe Helenu. B HeKOTOpBIX Ciydasix, KaXKIbIH LUK
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JO3MPOBKH BKJIFOYAET BHYTPUBEHHOE BBEJCHHUE IIPUMEPHO 7,5 MI/KI UMETeJICTaTa MPUMEPHO pa3
B YETBIPE HEACIIH.

[0080] B onHOM BapuaHTe peaju3aluy U300pEeTEeHHs], UMETENCTAaT BBOAAT BHYTPUBEHHO B J103€
npumepHo 7-10 MI/kr uMeTencrtata pa3 B UeTbIpe HEAENH IOCie IpeMeIuKaluu
AHTUTUCTAMHUHHBIM TIperapaToM, KOPTHKOCTEpOMAoM, win oboumu. B npyrux Bapuantax
peanu3aiyy, UMETEJICTaT BBOIASIT BHYTPHUBEHHO B J103€ MPUMEPHO 7,5 MI/KT, allbTEPHATUBHO, OT
npumMepHo 7,0 MI/Kr 10 mpuMepHO 7,7 MI/KI, UMeETeNCcTaTa pa3 B 4YEThIpe HeNeau IOCie
NpeMeIUKALNN aHTUTUCTAMUHHBIM TPENapaToM, KOPTUKOCTEPOHIOM, HITH OOOHMH.

[0081] B HEKOTOPBIX BapHaHTAaX peaNM3ald{, UMETEJICTAT BBOIAT B 103€ MPUMEPHO 7,5 MI/KT,
aJIbTEPHATHBHO, OT mpuMepHO 7,0 MI/Kr 1o mpumepHO 7,7 MI/KT, pa3 B 4UeThIpe HEIETU Ha
NPOTSKEHUM 10 MEHbIIeH Mepe TpexX LUKIOB, U 3aTeM JA03y YBeNW4YuBalOT. B HekoTOphIX
BapHUAHTAX peaM3alfK, JO3MPOBKA HMMETEJICTaTa MOXET OBbITh YBEJIH4YeHa A0 NMPUMEpPHO 9,4
MI/KT, aJbT€PHATUBHO, OT MpuMepHO 8,8 Mr/kr no nmpumepHo 9,6 mr/kr (kg/mg), nmpu yciaosuwy,
yto HU3MMHA ypoBeHb AUH (abcomoTHOe Yrcio HEeHTPO(PUIOB) U TPOMOOLIMTOB HE OMyCKAETCsI
no 3HaueHuii B amamasone mexay (have not dropped between) mpumepso 1,5 x 10%/n u
IpUMEPHO 75 X 10°/11, COOTBETCTBEHHO, U He HAGMIOAETCS HEreMATOIOrMYECKAs TOKCHIHOCT
CTEneHu >3.

[0082] Cnenyer moHMMaTh, UTO JIEUEHHE paKka MHOTAA MPeayCMaTPUBAET MHOKECTBO "payH0B"
Wi "UUKIOB" BBEAEHMs JIEKAPCTBEHHOIO IIpenapara, NpUYeM KaXAbldl LUK BKJIHOYAET
BBEJICHUE JICKAPCTBEHHOIO Ipernapara OAWMH MM HECKOJbKO pa3 B COOTBETCTBUHU C
OIpeneNeHHbIM IpadhUKOM (HampuMep, KaXable TPU HEJEIN B TEUEHHE TPEX MOCHIEeI0BATENIbHBIX
IHEe; pa3 B Henmeno;, u T.4.). Hampumep, MpOTHBOPAKOBBIE MpernapaTbl MOTYT BBOIUTHCS Ha
npotspkeHnH oT 1 1o 8 uukios, wiu Oonee amuTenbHOro mnepuona. Ilpu BBeneHUM CyOBEKTY
OoJiee ueM OHOTO JIEKAPCTBEHHOTO Ipernapara (HanmpuMep, IBYX JIEKAPCTBEHHBIX MPENapaToB),
KQXIbIA M3 HUX MOXKET BBOAHMTBCS B COOTBETCTBHM CO CBOHUM COOCTBEHHBIM TpadUKOM
(HampuMep, €XeHeNeNbHO, pa3 B TpU Hexenw;, W T.1.). Cienyer MOHMMAaTh, YTO BBEICHUE
JIEKapCTBEHHBbIX IpENapaToB, JaXke€ BBOAUMBIX C Pa3HOW MEPUOJUYHOCTBIO, MOXKET
KOOPIWHUPOBATHCS TAKUM 00pa3zoM, 4ToOb! 00a mpenapaTa BBOAMINCH B OJUH M TOT JK€ ICHb Ha
NPOTSDKEHUH 0 MEHBINEH Mepe HEKOTOPOro BPEMEHH WJIH, aJbTEPHATHUBHO, TAKHM 00pas3oM,
9TOOBI JIEKAPCTBEHHBIE MPENapaThl BBOAWINCH B IOCIEAOBATENbHBIC AHH HA MPOTSHKEHUU IO

MEHbIIIENH Mepe HEKOTOPOTO BPEMEHHU.
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[0083] Kak MOHSATHO CHeNHAIUCTaM B JAHHOW OOJACTU TEXHUKH, JICYCHHE MPOTHBOPAKOBBIMHU
npenapaTaMu MOXKET OBITh BPEMEHHO NMPHOCTAHOBJIEHO, €CJIM HAONI0JAeTCs TOKCHYHOCTD, MU
11 ynoOcTBa nmaienTa, 0e3 BeIXoza 3a mpezenbl 00beMa H300peTeHus, U 3aTeM BO300OHOBIIEHO.
[0084] B HEKOTOpHIX BapHAHTAX peaJU3aLUH, H300pETeHHEe OTHOCUTCS K WHTHOUTOpPY
TEJIOMEpasbl Ul HCIOJNBb30BAHUS B CIOCOOE JIEYEHUs] MUENOJUCIIACTHYECKOTO CHHAPOMA
(MJIC), BKItOHAIOLIEM BBEACHUE HYKIAIOIIEMYCSI B 3TOM CYyOBeKTY 3((PEKTHBHOIO KOJUYECTBA
UHTUOUTOpA TEJIOMEPA3bl; MPU 3TOM CYOBEKT HE MOJydasl paHee JICYSHUs] areHTOM, BhIOpAaHHBIM
u3 runomermwmpyromero arenta (HMA) u nenanmunomuna. B npyrux BapuaHTax peaju3aluy,
n300peTeHre OTHOCHUTCS K MHTHOUTOPY TeJNIOMepas3bl JJI MCIOJIb30BAHMUS B CIOCOOE JICYSHUs
muenonucruiactudeckoro cunapoma (MJIC), BKiIrOUarOeM BBENEHUE HYKIAIOMIEMYCS B 3TOM
cyOBbekTy 3 (PEeKTUBHOIO KOJMYECTBA HHTHOUTOPA TEIOMEPAa3bl, IPU 3TOM CYOBEKT HE MOJydal
paHee Jie4eHus areHToM, BbIOpanHbM U3 HMA, neHanuaoMuaa, 1 ux KOMOWHALHH.

[0085] B HEKOTOpBIX BapHaHTaX peasu3aluy, H300PETeHHE OTHOCUTCS K HHTHOUTOPY
TeJoOMepasbl Ui UCIOJIB30BAHUS B CIOCOOE, OMPEAENICHHOM B JIIOOOM W3 APYTHX BapHAHTOB
pean3arum.

G. TunuyHbIe BAPUAHTHI PEATU3ALIIH

[0086] TunmuHble BapuaHThI peanu3anuu crocodos sederuss MJIC mo n3odperennto, KOTopbie
BKJIFOYAIOT BBEJEHUE HYKIAIOMEMYCS B 5TOM CYOBbeKTy 3((heKTUBHOrO KOJIMUYECTBA HHTHOUTOPA
TEJIOMEepasbl, Npu4eM CyOBEKT HE TMOoJydasl paHee JIeYeHUS AareHTOM, BBIOPAHHBIM U3
runomerumpyomero arenra (HMA) u nenanunomuna, npusenens B Tabmune A Huke.

[0087] Tumu4Hble BapUaHTBl peajU3aLMU BKJIOYAIOT HMCIOJb30BaHHE JIFOOBIX HWHTHOMTOPOB
tenomepasbl B Tabnuue A nns jeuenus mroboro u3 tunoB MJIC, ykasanHbix B Tabnuue A, y
mo060ro u3 cyOBeKTOB, yKa3aHHbIX B Tabnuie A, npuuem cyObeKT He Moyiy4as paHee Jrooro u3
BUJIOB JIEUEHUs], yKa3aHHbIX B Tabnuie A. B HEKOTOPBIX BapHaHTaX pean3allii UCTIOIb3YETCs
OJlHA U3 CXEM BBEIEHHs, ONMUCaHHBbIX B Tabmune A. B apyrux BapuaHTax peajn3aliiu, CriocoObl
MOTyT OBITh MCIIOJIb30BAHBI ISl JiedeHus iroooro u3 tunoB M/IC, ykasannbix B Tabmune A, y
JTEOO0Tr0 U3 CYOBEKTOB, YKa3aHHBIX B Ta0nuiie A, ¢ UCMIOJb30BAHNEM UMETeNCTaTa (MMETEeICTaTa
HATpUs), Ipu4eM CyOBEeKT He MosTydas paHee Jr000ro U3 BUAOB JICUEHHs], YKa3aHHbIX B Talmuue
A. B cnyyae uCronb30BaHMS UMETENCTaTa (MMETENCTaTa HaTPHsl), MOTYT MPUMEHSATHCS JIFOObIe

CXeMbI BBEICHUS, YKa3aHHble B Ta0nume A.

Tabmuua A. Tunu4Hble BAPHAHTHI PeATH3aLNN H300peTEHHS
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Tun MJIC MIC
Peunausupyrommii unu pedppaxrepusiit MJIC
Peunnusupyromuit MJIC
Pedpaxrepnsrit MJIC
MJIC, peunauBHPYIOLINI/HEBOCIPUUMYHUBBIA K 3PUTPOIOI3-
crumynupyomemy arenty (DCA) (Hanpumep, SpHTPONOITHH-
anba,  spuTponodTHUH-OeTa,  AAPOSMOITHH,  WMIU  UX
KOMOWHALIHS).

CyObekt cyobekt ¢ MJIC HU3KOrO HWJIM NMPOMEXKYTOYHOro-1 pucka mo

mkaine IPSS

cyobekt ¢ MJIC HU3KOro WM NMPOMEXKYTOYHOro-1 pucka mo

mkane IPSS u Tparcy3noHHON 3aBUCUMOCTBIO

cyobekt ¢ MJIC HU3KOro WM NMPOMEXKYTOYHOro-1 pucka mo
mkane IPSS wu  Tpancdy3MOHHOH  3aBHCHMOCTBIO, C
noTpeOHOCTBIO B TpaHCPy3uM TpPUMEPHO 4  eAUHHULBI
SPUTPOLIUTHON Macchl MM OOJNblIe HAa MPOTSDKEHUH 8 Henenb

niepes BBEIEHNEM HHIMOUTOpa TeIoMepaspl

TpaHC(Y3MOHHO  3aBHCHUMBIN, Hampumep, TpaHC(Y3UOHHO
3aBUCHUMBIH C TOTPEOHOCTBIO B TpaHcy3uu mnpumepHo 4
€IMHHLIbI SPUTPOLIMTHON MacChl WK OOJbIIE HA MPOTSDKEHHU 8

HEOCIIb NEPEA BBEACHHUEM I/IHFI/I6I/ITOpa TEJIOMEPa3bl

cyobekt ¢ MJIC HU3KOro WM MPOMEXKYTOYHOro-1 pucka mo

mkaye IPSS u non-del5q (6e3 neneruu 5q)

cyobekt ¢ MJIC HU3KOrO HWJIM MPOMEXKYTOYHOro-1 pucka mo

mkane IPSS, non-del5q, u ¢ TpaHchy3nOHHON 3aBHCUMOCTHIO

cyobekt ¢ MJIC HU3KOrO WM NMPOMEXKYTOYHOro-1 pucka mo
mkane IPSS, non-delSq, m TpaHChY3HMOHHO 3aBUCHMBIH, C
NoTpeOHOCTBEO B TpaHCPY3WMH TPUMEPHO 4  eAUHHULBI
SPUTPOLIUTHON Macchl WM OOJble Ha MPOTSHKEHUH 8 Hemenb

niepes BBECHNEM HHTHOUTOpa TeIoMepasbl

non-delSq

non-del5q u TpaHcy3nOHHO 3aBUCUMBIHA
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non-delSq u TpaHChY3UOHHO 3aBUCHMBINA, C MOTPEOHOCTHIO B
TpaHCy3UH MPUMEPHO 4 €NUHULIBI SPUTPOLIUTHON MAaCChl WJIH
OosnpIle Ha TMPOTSHKEHUHM 8 Hemeldb TNeped  BBEACHHEM

MHIHOMTOpA TEJIOMEpPa3bl

CyObexkt He

TUIOMETHINPYIOIUM areHToM (Hampumep, NeLUTaOUHOM HWIN

ToJTydat A3aLUTUINHOM)
paHee TUITOMETWIMPYIOIIMM areHToM (HarmpuMep, AeUUTaOUHOM WM
JICYCHHS A3ALUTHINHOM) U JIEHATUOMHIOM
neuuTabuHOM
A3aLUTHINHOM
A3aLUTHINHOM H JeIUTaOUHOM
JIeHATHIOMHUIOM
JEHATHIOMHUIOM U ELUTaOHOM
JIEHAJTMIOMHIOM U a3alUTHANHOM
JICHAJMIOMUIOM, a3allUTUANHOM U IEUTaA0NHOM
Wuruburop JIro0oit npurogHeIi HHTHOUTOP MIIH
TeJIOMepasbl uMeTeNcTaT (MMeTeNICTaT HaTpus)
Bsenenue BBenenune nuHruOuTOpa TENIOMEpashl Ha MPOTsLKEeHUH 1, 2, 3, 4, 5,

6, 7, 8 unu Gonee uem 8 IUKIJIOB TO3UPOBKH

BBenenue mMerencrara (MMeTeNCTaTa HATPHsl) HA MPOTSKEHUH
1,2,3,4,5,6,7, 8 unu Ooyiee ueMm 8 LIUKIJIOB TO3UPOBKH, IPUYEM
KQXIbI [HMKJI BKIOYaeT: (a) BHYTPUBEHHOE BBEICHHE
npuMmepHo 7-10 Mmr/kr umerencrara pas B 4yeThipe Hemenw, (b)
BHYTPHUBEHHOE BBeZeHHE MPUMEpHO 7-10 MI/Kr umerencrara pa3
B HENENI0 B TEYCHHE 4YeThIpeX Henenb, (C) BHYTPHBEHHOE
BBeZICHHE mNpuMepHO 2,5-10 Mr/kr umerencrata pa3 B TpH
Henenu; win (d) BHyTpuBeHHOe BBeneHue npumepHo 0,5-9.4

MI/KI' UMETEJICTATa pa3 B UETLIPE HEACIH.

BBenenune mmerencrara (MMeTENCTaTa HATPUS) HA MPOTSDKEHUH
1,2,3,4,5, 6,7, 8 unu Oonee 4eM 8 LHUKJIOB JO3UPOBKH, IPHUYEM
KaXXZIbIM IIUKJI BKIIFOYAeT BHYTPUBEHHOE BBEIEHHE IPUMEPHO 7-

10 mr/kr umerencrata (MMeTeNCTaTa HATPHSI) pa3 B YEThIpE
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HEACIN

BBenenune umerencrara (MMeTeNCTaTa HATPUS) HA MPOTSDKEHUH
1,2,3,4,5, 6,7, 8 unu Oonee ueM 8 LUKJIOB JO3UPOBKH, IPUUEM
KaXAbIN LIUKJI BKJIKOYAaeT BHYTPUBEHHOE BBEACHUE IPUMEPHO 7,5

MI/KI UMeTesIcTaTa (MMETeNICTaTa HaTPysi) pa3 B YEThIpE HeleNn

[0088] IlpuBeneHHble najnee MpUMeEphbl MpPeAHA3HAUYEHbI I WUIFOCTPALMU U HE SIBJISIOTCS
OrPaHUYUTENbHBIMU.
INPUMEPBI

IIpumep 1: DbdhekTUBHOCTL U OE30IMACHOCTL UMETENICTaTa vV TpaHcdy3uoHHO-3aBUCUMBIX (TD)

NAalMEeHTOB ¢ MHCJIOAMCIIIACTHYCCKMMU CHHAPOMAMH HI/ISKOFO/HDOMGXCVTOLIHOFO-I PHUCKA TIIO

LIKAJIE MexxnvHapOoaHoi OPOTHOCTHYECKOH OaJLILHON CHUCTEMBI (IPSS),

DeHI/IHI/IBI/IDVI-OLHI/IMI/I/HeBOCHDI/II/IMLII/IBbIMI/I K JICYHCHHUIO 3PUTPONO33-CTUMVYJIMPYIOIKUM 4Ar¢HTOM

(OCA) (IMerge™)

Bcerynnenue

[0089] IMerge™: mnpopospkarommecss riodajbHbIE HCCIEAOBAHUS B 2 YacTAX HMETENCTaTa
Hatpust y 3aBucuMbIXx OT TpaHchysuum (TD) ospurpoumroB (RBC) mnamuentoB c¢
peuunuBupyromumu/HesocnpunMauBbiMi Kk JCA MJIC Hm3koro pucka. Yacte 1 cocrosiia B
OTKPBITBIX HMCCJIEAOBAHMUSIX MOHOTEPANUHM HMETEJICTATOM HaTpus 0e3 KOHTPOJBbHOHW TPYIIIbL
DTOT mpuUMep COAEPIKHUT Pe3yJbTaThl UCCIEAOBaHUI Oe3omacHOCTH U 3(hdekTUuBHOCTH IS 32
MAIMeHTOB, 3a4UCIeHHbIX Js ydacTus B Yactu 1. Taxyke mpencTaBieH aHalu3 MOATPYIIIBI
NAIMEHTOB, HE MOJIyYaBIIUX paHee JICUSHHs JICHAJHIOMUIOM U THIIOMETHIMPYIOIIUM areHTOM
(HMA) u nHe wumeromux del(5q). Pe3ynbTaTbl MO3BONSIIOT MPEONOJNOKUTh TOBBIIIEHHYIO
3 HeKTUBHOCTD ISt TUX MAI[UEHTOB.

Criocobbt

[0090] ¥Vcnoeus yuwacmusa: Jlnsg ydacTusi B HCCIENOBAHUSX BBIABUTAJUCH CJEAYIOIINE
TpeOOBaHUS:

* Bspocnpie nanuents ¢ aunarHosoM MJIC; rpynmsl pucka HHM3Kas
wm Int-1 (mpomeskytounas-1) no mrkane MexxayHapomHOI
nporaocTudeckoi dammpHol cuctemsl (IPSS)

* Tpanchysuonnas 3asucumoctb (TD), ompenensemas kak

notpeOHOCT, B TpaHcdys3un spurpountoB (RBC) >4
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€IMHUL] SPUTPOLUTHOM MAacChl Ha TPOTSHKEHUU 8 Hemesb
nepes 3a4iCI€HUEM B UCCIIEI0BAHUE.

* PeuunuBupyromuii uan peppakrepusiii kK CA mocie no MeHbIuen
mepe 8 Hemenb exenenenbHo 40000 Enx smostuHa anbda
wim 150 wMkr (mcg) mapOomostmHa aneda  (wim
skBUBajieHTta) wiu  >500 MEn/Ma  3puTpOnosTHHA
ceiBopotkH (DI10C)

* Jlo3Bossiercst ro0asi  MpEAIIeCcTBYIOLIast —Tepamus (BKIOYAs
neHamunomuny uian HMA).  Yuactme nDanMeHToB €
kapuotunioM  del(5q) MO3BONANIOCH  HE3aBUCUMO  OT
MPEAIIECTBYIOIIETO JICUESHHS.

* bammbHas oueHka mno mkame BocrouHol  00BEIUHEHHOM
onkosiornyeckoit rpynnsl CIIA (ECOG) - 0-2.

« AGcomorHoe umcio meiitpopunos (AUH) >15 x 10”1 m
TPOMOOIIUTHI >7.,5 X 10°/n HE3aBUCUMO oT

NOJ/IeP)KUBAIOIEe  Tepamuu  (akTopoM  pocTta WM

TpaHCy3He.
*  @OyHKUUOHAJbHbIE TECTHI MEeYEeHU: AST
(acmmapraramuHoTpaHcdepasa), ALT

(anannHamunoTpaHcdepasza) u ALP (umenounast gpocdarasa)
<2,5 BepxHeil rpanuipl HopMbl (X BI'H), o0mii GunupyOun
<3 x BI'H wu mnpsamoii Owmmpyobun <2 x BI'H (3a
UCKJTFOUEHHEM CJIy4aes, BBI3BAHHBIX CHHIPOMOM
Kunsbepa).
[0091] Jleuenue: Vimetencratr HaTpusi BBOAWIIM MyTeM 2-4acoBoi BHyTpuBeHHOM (IV) nHpy3un
Kaxple 4 HeAeNN C HavaJbHOH H030H 7,5 MI/KT, mocie MpeMenuKalud aHTHTHCTAMHUHHBIM
mpernapaToM M KOPTUKOCTEPOHMIOM. OCKajamus A03bl 10 9,4 MI/Kr N03BOJSUIACh TPU
HEJOCTAaTOYHOM OTBETE IOCJE MO MEHbIIEH Mepe 3 LMKJIOB C HaYaJbHON J030MU, MPU YCIOBUH,
uro HwkHue 3Hauennss AUH u TpomGouuTos He omyckarores Himke 1,5 x 10°/1 u 75 x 107/n,
COOTBETCTBEHHO, M He HaONIOJAaeTcsi HEereMaToJOrndeckass TOKCHUYHOCTh CTENeHH >3.
[Tonnep:xuBaromasi Tepamusi, BKIOYas TPaHCY3UIO U MHUENOHIHBIE (PAKTOPBI POCTA, IPH
HAJIMYUU KJIMHUYECKUX ITOKa3aHUH, ObLIa JO3BOJIEHA.

[0092] Koneunvie mouxu u ananus:
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* IlepBuuyHas KOHEYHas TOYKA: BEJIMYMHA HE3aBHCUMOCTH OT
tpancysun spurporutoB (TI) mpomomxurenpHOCTBIO >8
HeJeb.
+ KuroueBble BTOpUYHbIE KOHEUHBIE TOUKH:
e be30macHOCTS,
o Bemuuuna T1 >24 Henens;
e Bpewms no u npogosmkurensHocTsb T1,
e Bemuunna rematosoruueckoro yay4menus (HI); u
e Bemuunna nonHoro oreera (CR) u wactuynoro orsera (PR)
o MexnyHapoaHo# pabdoueii rpymme (IWG).
PesyabpTatsl
[0093] Hayuernmuor
* HcxomHas MennaHHas Harpy3ka TpaHCQY3UH 3SPUTPOLUTOB, 6
€IMHHII YPUTPOLIUTHON Macchl/8 Henenb (nuana3oH: 4-14)
[0094] ba3oBble xapakTepuCTHKU ykazaHbl B Tabmune 1 mmwke. B Tabmuue 1 uncronesyrores
cnenyromue a0OpeBHATyphbl: IMOKaszareidb oOmero cocrosiHuss BocrouHolt 00benuHEHHON
onkojorndeckoii rpynmnsl CIIIA 0-1 ("ECOG PS 0-1"); pedpaxtepHast aHeMusi ¢ KOJbLEBBIMU
cunepodnacramu ("PAKC");, wnmu pedpakrepHasi LUTOMEHUS C MHOKECTBEHHOW IUCIUIA3UeH U

konbLeBbiMU cunepodiaactamu ("PLIM/I-KC").
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Tabmuna 1: basosblie xapakrepuctuku (N=32)

MenuaHHbIN BO3pacT (IUanasoH), Jer 68,5 (46-83)
My:xuunsl, n (%) 16 (50)
ECOG PS 0-1 (%) 29 (91)
Puck no IPSS, n (%)
Huzkuit 19 (59)
IIpomesxyTouHbIH-1 13 (41)
Kapuorun
HopwmanpHerii 17 (53)
JIrobast anOManust 11 (34)
B. del(5q) 7 (22)
HewusBecTHblii (OTEpst MM OTCYTCTBHE POCTA) 4 (13)
Kareropus mo BO3, n (%)
PAKC/PLIMJI-KC 16 (50)
Bce ocranbHble 16 (50)
JIIOC >500 MEn/mi, n (%) 13* (43)
ITpenmectsyrouuit 9CA 28 (88)
[IpenecTByromuii neHamuaomun, n (%) 12 (38)
[penmecTByOMmMiA ASUTA0OWUH WK a3aLUTHINH 8 (25)
He nmonyuasmue panee neHamunomug u HMA u non-del 13 (41)
(59), n (%)

e 13 30 manueHToB ¢ ykazaHHbIMU ypoBHsmMHu DI10C

[0095] KmroueBble rematonorudeckue kpurepun: AUH=1500 u PLT=75000. Ha ocHoBaHuu
UCXOHOW TPaHC(Y3MOHHOW HArPY3KH HPUTPOLMTAMH MOXKHO IMPENINOJOXKHUTh, YTO 3Ta TPpyIna
MALMEHTOB TMOJyYajia HHTEHCUBHBIE TPAHCPY3HH.

Pesynbrathl (mepBbIii MTHOBEHHBIH CHUMOK NaHHBIX (data snapshot))
[0096] Drcnosuyus

* MenuanHbii neproa HaOMOAEHUS AJIs 3TOro aHanu3a: 66,1 Henenb
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*  MenuaHHOE YHCIIO LUKJIOB JeueHus: 60,5 (nuama3oH 3HaueHWi: 1-
20 UKJIOB)

*  Jlnst wectHanuaty nanueHToB (50%) MpoBOAMIIOCH CHIDKEHUE 103
u st 19 manuenToB (59%) - 3a1epIKKHU [IUKJIOB BCIIEACTBUE
NOOOYHBIX SIBJICHUIN

* Jlyis ceMH MalueHTOB MPOBOAMIACKC SCKAJIALUS J03bl HIMETENICTaTa
HaTpus 10 9,4 mMr/kr

Dehpexmusnocmeo

[0097] B Tabnuue 2 Huke MpUBEAEHbI KitoueBble 3P eKTHBHOCTH UCXOJOB.

Tabmuua 2: KiroueBbie 3P eKTHBHOCTH HCXOAOB

Hcxonsl Bce He nonyuaBuimne panee
MOJy4YaBIINe neHamunomun 1 HMA
JieueHue u non-del(5q) (n=13)
(N=32)

KonuyectBo manueHTrosB ¢ >8- 12*(38) 7 (54)

HenenbHOU TL n (%)

Cpennee OTHOCHUTEJIbHOE -64 -71
CHIDKEHHE 10 CPAaBHEHHIO C
UCXOMHOW  TpaHC(y3UOHHOI

Harpyskoii (%)

KonuuecTBo nanueHTos ¢ >24- 5(16) 4 (31)

HenenbHO TL n (%)

MenaunanHoe BpeMsi 10 Hayaja 8,1 8,3

TI, Henenb

MenuanHast 23,1 42.9
MPOIOJKUTENBHOCTD TIL,

HeJelb

KonnuecTBO  maumMeHTOB C 207 (63) 97 (69)
reéMaTOJIOTUYECKUM

YIYHULICHUEM - SPUTPOUIHBIM

oreeroM (Erythroid HI), n (%)
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CR + mCR + PR (monHbIit 4 (13) 3 (23)
oTBET +  KOCTHOMO3I'OBOU
MOJIHBIM OTBET + YaCTHUYHBIN

oteeT) (o IWG), n (%)

*Pe3ynbTaThl OCHOBaHbl Ha MIHOBEHHOM CHHMMKE JAaHHbIX 3a 16 okrsabps 2017 .
("mepBbIii MTHOBEHHBIN CHHUMOK IaHHBIX"), B KOTOpOM oaHa >8-HenenbHas T1 He Obuia
HIOJTHOCTBIO MTOATBEPIKACHA HA OCHOBAHUHU COOOIIEHUS HCCIIeIOBATENS

TBriroYaeT manMeHToB CO CHMKEHHEM TpaHcy3uum Ha >4 eIMHUIBI 3PUTPOLUTHON
MacChl 332 HAWIYYIIMKA 8-HeNeJIbHBbIN NEPUOJ BO BpEMsl NMPOBEACHUsS UCCIENOBAHUM, a

TAKXKE€ NNaIUEHTOB C ITOBBIIICHUCM reMorJIo0HHa I10 CPaBHCHHUIO C YPOBHEM IO JICHCHUS.

[0098] TTopro nepeuuHoro usmepsiemoro mapamerpa RBC TI (He3aBucumocTh OT TpaHchy3uu
SPUTPOLIUTOB) MPOAOILKUTENBHOCTBIO >8 ObL1 qocTurHyT 11st 12/32 (38%) maumeHTOB.

[0099] Hnst 5/32 (16%) O6bi1 mocturayTa 24-nenenpHast T1 (cm. @ur. 1A, 1B u @ur. 2). ¥V stux
NAIMEeHTOB TakXe ObUIO JOCTYTHYTO CTaOWJIBHOE TOBBILIEHWE I'eMOTJIOOMHAa Ha MO MEHbIIeH
mepe 1,5 r/nn Ha npotsikennu 8 nHepens (HI-E Hb) (HI-E Hb = remaronoruueckoe ynaydieHue -
SPUTPOUHBIA OTBET C YCTOWYHMBBIM IMOBBIIIEHHEM I'e€MOTJIO0NHA Ha TI0 MeHbLIeH mepe 1,5 r/nn
Ha nporsbkeHun 8 Henenb). IIpomomxurensHocTs T1 y mamumentos (65,1 Hexenb) mpeBbIcHIA
OJIUH TOJI.

[00100] ¥V 20/32 naumentoB (63%) HaOIOIANIOCH SPUTPOUTHOE TEMATOJIOTHIECKOE YIIyUIIEeHHE
(HI) (cm. @ur. 1A u @ur. 1B).

[00101] B moarpynme manueHTOB, KOTOpble HE Mojy4aiau paHee jeHamunomung 1 HMA u He
umenu del(5q), mokasatenu 8-memenvHoi u 24-HemenpHON TI cocraBmsm 54% u 31%,
COOTBETCTBEHHO (BBIIIE, Y€M B MOMYJSIUMM B LEeJOM) W mokasarenb HI cocraBmsn 69%
(BemmunHa, OMM3Kas K 3HAYEHUIO JJsl monyssinuu B 1iesiom). [Tomueii otBer (CR) u monmHbIi
kocTHOMO3roBoi orBeT (MCR) HaOmromamuce Kaxabld y 2 MAlMEHTOB, YaCTHYHBIA OTBET HE
Habmonancs (PR), mokasarens CR+PR+mCR cocrasmsin 13%.

[00102] Omun CR u oba cnyuas mCR HaOmogamuch B MOATPYIIE MAUEHTOB, HE MOJYYaBIINX
panee nenanmupmomun u HMA, u He mmeBmmx del(5q). Ilokasarenu 8-nemenprOll TI He
pa3IUYaINCh MO MPU3HAKY MPUCYTCTBUS KOJbLIEBbIX cuaepodmactos (RS): 38% (6/16) nist RS+

u 38% (6/16) nia RS-.
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[00103] Otser, no-BuaumMomMy, Obi1 He3aBucuMbiM OT ypoBHA OIIOC; m3 30 mamueHToB ¢
yka3zaHHbIM ucxoaHbM ypoHeM JIIOC: 41% (7/17) ¢ yposaem DITOC <500 MEn/n mocturanu
>8-nenenpHol TI, u 38% (5/13) ¢ yporem DI1OC >500 MEn/n nocturanu >8-nenenbuoit TL
besonacnocms

[00103] [luToneHuy, B 4aCTHOCTH, HEHTPONEHUsI U TPOMOOIMTONEHHs, ObUTN Hanbosee 4acTo
HaOJOJaeMbIMU  TIOOOYHBIMH  SIBJICHMSIMA BOOOIIE M B MOATPYINE HE MOJYYaBIIUX paHee
aenamugomun 1 HMA u ve umeromux del(5q) (cm. Tabmuny 3 Hike). DTta moxarpymnmna
MAIMEeHTOB UMesia 0oJiee HU3KYIO YaCTOTY CIIy4aeB HEHTPOIEHHH CTENEHHU >3 10 CPABHEHHIO C
MOMYJISILMEN B LIEJIOM, HO CXOKHe ToKa3aTeNnu TpomOouuTonennu crenenu >3 (cm. Tabmuny 4
HIke). B OOoNbIIMHCTBE CiydaeB, LUTONEHUH CTENEeHH >3 ObUIM OOpaTUMBIMH B Te4YeHHE 4
Henenb 0€3 KIMHUYECKUX TIOCJNEACTBUH, H MAlMEeHThl MOIJIM MPONOJDKATH  JICUCHHE
UMETEJICTATOM HATPHsI 1OCe MOAN(PUKALIUHN TO3BL.

[00104] ¥V 1 mauuenTa (u3 22 ¢ HelTponeHuel) HaOMOAaIaCh HEHTPONIEHNYECKasT JIMXOPaaKa U
2 mammenTa (13 18 ¢ TpomMOoUMTONEHNEH) UMENTH TPOMOOLMTONICHHUIO 3 CTENEHH B COUETAHHU C
3MU30J1aMH KPOBOTEUEHHsI | CTemeHH, KOTOpble 00a CUUTANUCH CBA3AHHBIMH C UMETEICTATOM
HATPUSL, 3TH 3MM304bI mpouutu O0e3 mocneactsuil. 28 mauueHToB (88%) MMenu MOBBILIEHHE
¢ynkunonaneHbix TecToB neueHH (LFT) Ha mo meHbLieidl Mepe OnHY CTeneHb. JTU SBJICHUS
00BIMHO UMEIOT 1 UM 2 cTeneHb U SBIAIOTCS oOpaTuMbIMu. Uerblpe maiueHTta (BkIodas 3 B
NOATPYIIE MALUEHTOB, He NOoJdydaBLInx paHee neHanunomug 1 HMA u He umeromux del[5q])
MPOJEMOHCTPUPOBATIN yXyALIEHUE acmapTaTaMHUHOTpaHC(epa3bl (AST) W/
anannHamuHoTpancgepassl (ALT) 3 cremenn, m 1 W3 5TUX NALMEHTOB MM YXYILICHUE
OmnupyOuHa 3 CTerneHu; BCe OHU ObLIH OOPATUMBIMH.

[00105] B Tabmuue 3 mnpuBeneHbl HaubOoyee pacmpoOCTPAaHEHHbIE TMOOOYHBIE SIBJICHUS,
BO3HHKaroImue npu JjeueHnn. B Tabmuue 4 ykasaHbl MakCHUMajbHblE HM3MEHEHHs CTETNeHU

LHUTONCHUH IO CPABHEHUIO C UCXOAHBIM YPOBHEM.
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Tabnmuna 3: Haubonee pacmpocTpaHeHHBbIE MOOOUYHBIE SIBJICHUS, BO3HUKAIOIIHME MPU

neueHuu (>10% oT BCeX MalMEHTOB, MOJIyYaBIINE JIEYCHUE)

Bce He MOJTyYaBIINE
MOJTy YaBLINE paHee JIEHATUAOMHU
neuenne (N = u HMA wu non-
32) del(5q) (n=13)

IMammentsl ¢ >1  nmoOOYHBIMH 31 (97) 12 (92)

SIBIEHUSIMH, BO3HHUKAIOIUMH TIPU

neuernu ("AE"), n (%)

Helitponenus 22 (69) 7 (54)

TpomGouuToneHust 18 (56) 8 (62)

I'onoHas Oonb 8 (25) 2 (15)

IToBbiueHne 6 (19) 3 (23)

aNlaHUHAMUHOTpaHChepaspl

("ALT")

IToBbrueHne 5(16) 3 (23)

acriapraTaMUHOTpaHc(epasbl

("AST")

JletikoneHust 5(16) 2 (15)

MpbliieyHbIe CIIa3MbI 5(16) 2 (15)

Anemus 4 (13) 2 (15)

ActeHus 4 (13) 4(331)

3anop 4 (13) 2 (15)

Kamens 4 (13) 1(8)

Huapes 4 (13) 1(8)

Opnpiika 4 (13) 2 (15)

I'punmononoOHoe 3aboneBaHue 4 (13) 1(8)

TowHoTa 4 (13) 2 (15)

ITepudepuueckuii oTék 4 (13) 2 (15)

Bupycunoe OP3 4 (13) 431
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Tabmuma 4: MakcuMaibHble H3MEHEHUs] CTEeNeHH LUTONEHUH IO CPaBHEHUIO C

HNCXOOHBbIM YPOBHEM

Bce He nonyuaBmue panee
MOJTy4aBIINe neHamunomung 1 HMA
JeueHue u non-del(5q) (n=13)
(N=32)

Heitirpoduier, n (%)

bes yxynmenus 4 (13) 3(23)

1 309 1(8)

2 4 (13) 2 (15)

3 8 (25) 2 (15)

4 13 (41) 5(38)

Tpombouuter, n (%)

bes yxynmenus 7(22) 3(23)

1 2 (6) 1(8)

2 7 (22) 2(5)

3 10 (31) 5(38)

4 6 (19) 2 (15)

Pesynbrarsl B Tabmuie 4 OCHOBaHbI HA TIEPBOM MI'HOBEHHOM CHUMKE JTAaHHbBIX.

PesyiibTarel (BTOPON MCHOBEHHBINM CHUMOK JAHHBIX )

[0106] Srcnosuyus

MenuaHHBIH IepUO HAOMIOSHHS U1 3TOT0 aHanu3a: 95 Henenb

MeanaHHOE YUCIO LIMKJIOB JieueHus:: 6,5 (auama3oH 3HadeHwui: 1-

28 LUKJIOB)

Jlns mectHanuaTy nanueHToB (50%) MpOBOAMIIOCH CHIKEHUE 103

u 19 narmenTos (59%) nmenu 3aAep KK LUKIIOB

I[J'If[ CEMHU MAUCHTOB MPOBOAUTIACH 3CKaJlalluA AO3bl UMETCIICTATA

Hatpus 10 9,4 mMr/kr
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Ihgpexmusnocme
[0107] B Tabnuue 5 Hwke mnpuBeneHbl KiroueBble 3(P(EKTUBHOCTH HCXOAOB Ui BTOPOTO

oOpasLia 1aHHBIX.

Tabnuua 5: KimroueBbie 3G PeKTHBHOCTH UCXOA0B

ITapameTpsl Bce He MIOJTy4aBLINE
MOJTy4aBIINe paHee JIeHaJTUIOMU
Jie4eHue u HMA wu non-
(N=32) del(5q) (n=13)

Konnuectso mnanueHtoB ¢ 8- 11 (34) 7 (54)

HenenvHOU TL n (%)

KonnuectBo mnanueHToB ¢ 24- 5(16) 431

HenenbHOU TL n (%)

Menuannoe Bpemst 10 Haudana T1 8,0 (0,1-33,1) 8,3 (0,1-33,1)

(muamna3oH 3HAYCHHI), HENENb

MenunanHasi TPOAOCKUTENBHOCTD 23,1 (8-105) 429 (8-105)

TI (nnana3oH 3HaueHUil), HEENb

Konuuectso MalLEHTOB c 19 (59) 9 (69)

yMmeHblIieHueM TtpaHcysuii (HI-

E), n (%)
Cpennee OTHOCHUTEJIbHOE -60 -71
CHIKEHUE Harpy3KH oT

TpaHCPY3UH  SPUTPOLUTOB  TO

CpaBHEHHUIO ¢ ucxonHow (%)

CR + xoctHOMO3rOoBOI1 CR + PR 6 (19) 431
(mo IWG), n (%)

*Pe3ynpTaThl OCHOBaHbI HA MTHOBEHHOM CHHMMKE NaHHbIX 3a 10 mas 2018 r. (“Bropoi
MTHOBEHHBII CHUMOK JTaHHBIX )

T Bxirouaer manMeHTOB CO CHIDKEHHEM TpaHC)Y3MM HA >4 eIMHULBI SPUTPOLUTHOM
MacChl 332 HAWIYYIIWKA 8-HENEeIbHBbIA NEPUOJ BO BpPeMsl NMPOBEACHUS HUCCIEAOBAHUH, a

TAKXKE NNAaIUEHTOB C ITOBBIIICHUCM reMoryio0MHa 1o CPaBHCHHUIO C YPOBHEM [0 JICUCHUS.

[0108] MakcumanbHasi TPOAODKUTEIBHOCT HAOMIONEHUST 3a OTBEYAIOIIUM IMALUEHTOM

coctaBuia 115 Henenp uiu 26 MecCsILIEB.
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[0109] U3 cemu CyOBEKTOB, MONYYHBIIUX YCKATALMIO AO3bI, OMUH CYOBEKT JOCTUT 8-HEAENbHOM
TI u Tpu cybwexta nocrurnu HI-E. Menuannoe 4ucno HMKIOB JI€YeHHs ISl TOATPYIIIBI
cocTaBUIO 8 IMKJIOB. MeanaHHas NPOAOJIKUTENBHOCTh TEPAlUU B LEJIOM U JJIs1 HMOATPYIIIbI
cocTasiisiia 24 Henenu u 29 Henelb, COOTBETCTBEHHO.

[0110] Ha ®wur. 3A mpoaeMOHCTPUPOBaH HauOOJbIIUEH nepuon Oe3 TpaHchy3uil AJisi BTOPOTO
MTHOBEHHOTO CHHMMKAa MAaHHBIX. Tpu M3 ISATH NAauUMeHTOB ¢ 24-HepenbHOW TI mponmosmxaroT

noJly4aTh JiedeHue. Jlannble, npeacrasieHHbie Ha Pur. 3A, 0600mens! B B Tabmuie 6 Huxe:

Tabmuua 6: Hanboneimuii nepuox 6e3 Tpanchy3uu

ITapameTtpsbl Bce nonyuasmue nedenue (N=32)
KonnuecTBo nauyueHToB ¢ 8-HeAeabHOM 11 (34)

TL n (%)

Konnuectso  manueHtoB ¢ 24- 5(16)

HenenbHOU TL n (%)

MenunanHoe Bpemsi a0 Havana 11 8,0 (0,1-33,1)

(muamna3oH 3HAYCHHI), HENENb

MenuanHasi NpoAOJKUTENbHOCTh T1 23,1(8-105)

(muamna3oH 3HAYECHMI), HENENb

[0111] Ha ®wur. 3B mponeMOHCTpUpOBaHbl aOCONIOTHbIE M3MEHEHHs 4uciaa TpaHchys3uil 3a
HaWIy4Inui 8-HemenbHbIN mepuon BpeMmeHdu. ONHMH MAlUeHT ¢ TpaHC(Y3UOHHOW Harpyska,
pasHoit 10, cnycruics no 0. IMaumentsr, He nocturmue TI (HI-E (TR) (remarosoruueckoe
yIyUYLIEHHE - SPUTPOHIHBIA OTBET C YMEHbIIEHHEM TpaHC(hy3Hil)), MPOAEMOHCTPHPOBAIH
HEKOTOPOE JIOBOJIBHO 3HAYMMOE YMEHbIIEHHE TpaHC(Py3noHHOW Harpy3ku. JlaHHbIE,

npexncrasieHHble Ha @ur. 3B, 0000mmens! B Tabnuue 7 Huke:
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Tabmuma 7. AGCOMOTHOE M3MEHEeHHe 4ucia TpaHcys3uil 3a HaMIydui 8-HeneIbHbIH

HePHOJ BPEMEHU

ITapameTpsI Bce mnonyuaBmue sedeHue
(N=32)
KonuuecTBo  mamueHTOB € yMEHbIIEHHEM 19 (59)

tpancdysuii (HI-E), n (%)

CpenHee OTHOCUTENBHOE CHIDKEHUE HAarpy3ku OT -60
TpaHC)Y3UH SPUTPOLMTOB MO CPABHEHHIO C

HUCXOIHOH, %o

[0112] Ha ®ur. 4 npuseneHsl pe3ynbtarsl dp¢exkruBHoctd B noxarpynmax EPO u RS mis
BTOPOr0 MIHOBEHHOT'O CHHUMKA HNAaHHBIX. JIJI 3THX MOATPYMIT HAOMIOAANNCh CXOXKHUE 3HAYECHUS
s¢pextuBHOCTH. PUr. 5 AEMOHCTPHUPYET TE€MATOJOTMIO U BBEICHHE HMETEJICTaTa HATPUs
NalueHTaM BO BPEMEHHU JJisi BTOPOTO MIHOBEHHOIO CHUMKA JAHHBIX. PUr. 6 IeMOHCTpUpPYET
reMorjoOMH W J03UPOBaHME HUMETENCTaTa HaTpus JUid  MAlMEeHTOB C  YCTOWYMBOH
TpaHcoy3nonHoi HezaBucumocTteio (TI). Bepxnue Tpu nammenta Ha Pur. 6 HPOIOIKAOT
nojy4yarb JiedeHue. BepxHue gaBa cyObekta Ha dur. 6 uMeroT HauOOJBINYIO
IPOJOJDKUTEIBHOCTD HAOIOIEHHS.

beszonacnocme

[0113] Pesynbratbl 1o 0€30MacHOCTH JUIsi  MALMEHTOB, HE TOJY4YaBIIMX paHee
aenamunoMunr/HMA u sBnstrornmxcst non-del(5q), ObutH CXOXKHMH ¢ JAHHBIMH TSI TIOMYJISILTHA
UCCJIEIOBAHUN B LIEJIOM.

[0114] B Tabmuue 8 mnpuBeneHbl HaubOoee pPacHpPOCTPAHEHHBIE MOOOYHBIE SIBJICHUS,
BO3HHKAIOIINE TPU JIEYCHUH, IJIsI BTOPOrO MIHOBEHHOIO CHHMKa naHHbIX. B Tabmuue 9
NPUBEACHBI YaCcTOTa ClydaeB U oOpatumocTh uutoneHuit 3/4 crenenn. B Tabmune 10 yka3ansl
MaKCHUMaJIbHbIE CTETEeHH nocie ncxonaubix 3Hadenni no mkaine CTCAE (OOmas tepmunonorus
KPUTEPHEB HEXENATEeNbHbIX SIBJICHUH), YXYIUIMBIOUECS 110 CPAaBHEHUIO C HCXOIHBIMHU
3HAYEHHUSIMU JIJIs1 LATONIEHUH T10 MOMYJIALUSAM, U Ha0Op MaHHBIX JJIs aHaIn3a O€30MacHOCTH 10

BTOPOMY MIHOBEHHOMY CHUMKY JaHHBIX.
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Tabnmuua 8: Haubonee pacmnpocTpaHeHHble MOOOUHBbIE SIBJICHHUS, BO3HUKAIOLIME MPU

neueHnu (>10% OT Bcex MaLMeHTOoB, MOJYUaBIINX JIEUEHHE)

Bce He mnonydaBuue
MIOJTy4aBIIHE paHee
nedenue (N = JEHAUAOMUL U
32) HMA u non-
del(5q) (n=13)
[Marmentsl ¢ >1  moGodHBIMU 31(97) 12 (92)
SIBJICHUSIMH, BO3HHKAIOLIUMHU TIPH
neuernu ("AE"), n (%)
Helitponenus 23 (72) 7 (54)
TpomGouuToneHust 18 (56) 8 (62)
I'onoBHas Oonb 8(25) 2 (15)
IToBblIeHHas 6 (19) 3(23)
aJlaHMHAMUHOTpaHCcdepasza
("ALT")
IToBpIIeHHAs 5(16) 3(23)
acrmaprataMUHOTpaHCchepasa
("AST")
Jlelixonenus 5(16) 2 (15)
MpbliieyHbIe CrIa3MBbI 5(16) 2 (15)
Huapes 5(16) 2 (15)
Anemus 4 (13) 2 (15)
Actenus 4 (13) 4(31)
bons B crivine 4 (13) 2 (15)
3anop 4 (13) 2 (15)
Kamens 4 (13) 1(8)
Oppiika 4 (13) 2 (15)
I'punmononoOHoe 3aboneBaHue 4 (13) 1(8)
TowHoTa 4 (13) 2 (15)
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ITepudepuueckuii oTék

4 (13)

2 (15)

Bupycunoe OP3

4(13)

4(31)

Tabmuma 9: Yacrora u oOparuMocTh LuTonenuii 3/4 crenenn

Bce He  nonyuyasmue
MOJTyYaBLINE paHee
JeueHue JICHAJTHIOMUL u
(N=32) HMA wu Non-
del(5q) (n=13)
Hetirpoduier, n (%)
3 creneHu 8 (25) 2 (15)
BOCCTaHOBJIEHUE < 4 HeJeNb 4 (50) 1 (50)
4 creneHun 13 (41) 5(38)
BOCCTaHOBJIEHUE < 4 HeJeNb 12 (92) 5 (100)
Tpombouuter, n (%)
3 creneHu 10(31) 5(38)
BOCCTAaHOBJICHUE < 4 HeJeNb 9 (90) 5 (100)
4 creneHu 8 (25) 3(23)
BOCCTaHOBJIEHUE < 4 HeJeNb 6 (75) 3 (100)
[0115] OpuHHAOIATH MALUEHTOB NoJTy4anu G-CSF (TpaHyJIOLUTAPHBIH

KOJIOHUECTUMYJIHPYIOIIUK (PaKTOP) B XOA€ MCCASNOBAHUN IS JieueHUs] MOOOYHBIX SIBJICHUN HITH

Tekyei ucropun 6onesnu (n=10) wiu B kauecTe npodunaktuku (n=1).
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Tabnuua 10: MakcumanbHbIE CTENeHH Tocie ucxoaubix 3HadeHui no mkane CTCAE,

YXYALIUBIOHUECA IO CPAaBHCHHUIKO C HUCXOOHBIMU 3HAYCHUAMU JII LOUTONCHUH II0

MOMYJISILHSIM, aHAJTN3 Oe30MacHOCTH

Bce Hsyuaemas Hpyrue
CyOBEKTBI MOTY JIALIUS CyOBEKTBI
Habop JAHHBIX 32 13 19
ISt aHaIM3a;
6e30macHOCTb
Hefirpoduer
(x10E9/n)
bes yxynuenus 4 (12,5%) 3(23,1%) 1 (5,3%)
1 3 (9,4%) 1(7,7%) 2 (10,5%)
2 4 (12,5%) 2 (15,4%) 2 (10,5%)
3 8 (25,0%) 2 (15,4%) 6 (31,6%)
4 13 5 (38,5%) 8 (42,1%)
(40,6%)
TpomOouuTsI
(x10E9/m)
be3 yxynuienust 5(15,6%) 2 (15,4%) 3 (15,8%)
1 2 (6,3%) 1(7,7%) 1 (5,3%)
2 7 (21,9%) 2 (15,4%) 5(26,3%)
3 10 5(38,5%) 5(26,3%)
(31,3%)
4 8 (25,0%) 3(23,1%) 5(26,3%)

Ilpumeuanue: VYxynmenue omnpenenserca kak nosbiuneHue crenenu CTCAE o

CPaBHEHUI0 C HCXOOHBIM 3HaueHueM. Mrorosele creneHu 1-4 KaTeropusHpyrOT

CyOBEKTOB B COOTBETCTBHH C JJAOOPATOPHBIMU PE3YJbTaTAMH MaKCHMAJIbHOHW CTENEeHU

(maximum grade lab) n3 maGopaTopHBIX Pe3yIbTATOB, YXYAIIUBLIMXCS MO CPABHEHHIO C

HCXOJHbIMHU 3HAUYCHHUAMMU. Cne):[yeT YUUTBIBATDH, UYTO UCCIACAYyEMAs NMOMYJISAINA BKIIKOYACT

cyOpekToB 0e3 mpenmecTyromero npumeneanss HMA unmu nenanunomuna (Len) u Ge3
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del(5q) B HauaIBHBI MOMEHT BPEMEHH.
JlaHHBIE COOTBETCTBYIOT MIHOBEHHOMY CHUMKY nAaHHbIX Ha 10 mas 2018 r. (“"Bropoii

MTHOBEHHBIH CHUMOK JIaHHBIX")

Habmronenus (Ha OCHOBAaHUM 000OUX MTHOBEHHBIX CHUMKOB JAHHBIX )

[0116] Mauubie mo Oe3omacHoct u dddekruBHOCTH ansg 32 mnanueHtoB B Yactu 1
UCCIIEIOBAHUN  TOJJIEPKUBAIOT  MPOJOJUKEHHE  W3y4YeHHMsl  MMETeNCTaTta  HaTpusi ¢
UCTIOJIb30BAHUEM TEKYLIEH CXeMbI BBEICHHS 7,5 MI/KT KaKIble 4 HeNeNu.

[0117] Ilo nmepBOMy MTHOBEHHOMY CHUMKY AaHHbBIX, 8-HenenbHas RBC TI (He3aBUCHMOCTB OT
TpaHC)Y3UH 3PUTPOLMTOB) OblTa MpoAeMOHCTpHpoBaHAa y 38% W reMaToJOrHYecKoe
ynyudmieHue - spurpouanbiii otBer (erythroid HI) y 63% 3aBucumeix oOT TpaHchy3uu
spurporuroB nanueHToB ¢ MJIC rpynn  Huskoro/mpomexytoHoro-1 pucka mo IPSS,
peunauBHupyromux/HesocipunMunBbix kK JCA.  JlonroBpemenHass 24-nHemenbHas 11, ¢
nocTOssHHBIM noBbieHneM Hb, HaOmonanace y 16% nauneHTOB.

[0118] ITo mepBoMy MrHOBEHHOMY CHUMKY paHHbIX, 54% RBC TI nabmomanmace y 13
nanueHToB 0e3 del(5q) u Oe3 mpemimecTByomel skcno3uun JeHanuaomuaom win HMA (mo
cpaBHeHMI0O ¢ 38% B momynsALUU B LEJIOM), U OTBETbl ObLIM Oojee MNPOAOJLKUTENbHBIMU
(moxazarens 24-nenenbHoi TI - 31%).

[0119] B obmewm, 8-nemenvHass TI HaOmomamach y 34% Bcex MALMEHTOB, C MokKaszareiem 24-
HenenbHON TI, paBHpiM 16%. Menunannoe Bpemst no TI cocrasnsino 8,0 Henenb. MenuaHHast
nponoskurenbHocTh T1 coctasnsna 23,1 Henenb.

[0120] [lnst manueHTOB, He moiy4YaBiux padee seHaaunomMun/HMA, u non-del(5q), mokasaresu
8-nemenpHON W 24-HenmenbHOW TI cocraBmsimm 54% wu 31%, coorBercTBeHHO. Jlisi 3THX
NALUEHTOB, MEAUaHHas NPOAOJLKUTENBHOCTD T1 cocTasmsna 42,9 Henens.

[0121] B obmewm, camkenne tpancdysuu (TR) (HI-E) nabmonanock y 59% Bcex ManueHTOB.
CpenHee OTHOCHUTENBHOE CHIDKEHHE HArpy3Kd OT TPAHC(PY3UHU SPHUTPOLHUTOB OT HCXOTHOTO
3HaueHus coctaisio 60%.

[0122] Dtu pe3ysibTaThl MOANEPIKUBAIOT NaJbHEHIINE UCCIeNOBaHMs UMeTencTara Hatpus (7,5
mr/kr /4 wemenu) mnpu MJIC rpynn  HU3Koro/mpomexyrouHoro-1 pucka mo IPSS,
TpaHcdy3noHHO-3aBUCHMBIX (TD), DCA-penunuBupyOImnX/HEBOCIPUUMUYUBBIX. Y 3aBUCHUMBIX

or TpaHcdy3un spurpounto nauueHtoB ¢ MJIC Huskoro pucka (LR-MDS) (menmana: 6
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€IUHULY/8 Hepenb), JeUeHHe MMETENICTATOM HATPUs NMPHUBOAMIIO K YIVULIEHHIO 3PUTPOUAHBIX
nokasaresel y OONbLIINHCTBA NAlIUEHTOB.

[0123] DTu uccnenoBaHus MOBTOPsUIM A u3ydaemoit nonyssinun 13 cyowvexkroB ¢ MJIC non-
del(5q) u 6e3 mpenmectByrouiei skcno3uun HMA wnu nenamugomunoM. B 3Toll uzyuaemoi
nomyysiuny, 53,8% mocturano mnepBHUHON KoHeuHol Touku 8-HemenpHOM RBC TI, mo
cpaBHeHHIO ¢ 21,1% y apyrux cyOBEKTOB, He BXOASIIUX B U3y4daeMmyro momyJsiuio. OTBETH B
u3y4yaeMoi nonyJssinuy Obutd O60J1ee MPOIOJIKUTENbHBIMU, Y€M Y APYTUX CYOBEKTOB (MeIHaHHas
NPONOJLKUTEIBHOCTD - 42,9 mpotuB 13,9 Hexenb) U OoJbiee YUCIO CYOBEKTOB B HM3y4daeMOH
nonyJsinun gocturano 24-uenensHoir RBC TI (30,8% npotus 5,3%). Usydaemast momynisanust
NPOEMOHCTPUPOBAJIA CPABHUMBIA WM JIYUIIHA Tpoduibp Oe30MacHOCTH MO IMOKa3aTelsiM
LUTONIEHUH W APYTrUX TMOOOYHBbIX SIBICHWN, W LUTONEHUHM B HM3Y4aeMOH MOMYJSILHH, IO-
BUAMMOMY, MPOXOAMIIA ObICTpEe.

[0124] XoTs KOHKpPETHBIE BapUAHTHI pealn3aluy ObUIM OMHCaHbI OoJjiee MOAPOOHO B KauecTBe
WITFOCTPALIMY U NTPUMEPA JUTS SICHOCTH MOHUMAHUS, M3 OMUCAHMS JAHHOTO N300pETEHHUs] MOYKHO
JIETKO TIOHSTh, YTO OMpEIENICHHbIE M3MEHEHUs] W MOAM(UKALUU MOTYT OBITH NMPOBEAEHBbI Oe3
BBIXO/Ia 3a Mpenesbl CYLIHOCTH WK oObeMa npuiiaraeMoit popmyJiel n300peTeHusl.

[0125] CoOTBETCTBEHHO, MNPEALIECTBYIONIEE OMUCAHUE MPOCTO WIUIKOCTPUPYET OCHOBHBIE
NOJIOXKEeHUs n300peTeHust. MoryT ObITh MPENYyCMOTPEHBI Pa3IMYHbIE CXEMbI, KOTOPbIE, XOTS U He
ObUTH SIBHBIM OOpa30oM OIMUCAHBI WM MPOWLIIOCTPUPOBAHBI B JAHHOM JOKYMEHTE, BOIUIOIIAIOT
NPUHLUUIBI U300pEeTeHNsT U He BBIXOAAT 3a MPeJelibl ero CymHocTH 1 oobema. Kpome Toro, Bce
IPUMEPBI U YCJIOBHBIE BBIPAKEHUs], UCIOJb3yeMble B JJAHHOM JOKYMEHTE, NpeqHa3HaueHbl B
OCHOBHOM J|JIsl TOTO, YTOOBI TOMOYb YUTATENO B MOHUMAHUHN MPUHIUIIOB U300pETeHUs U UACH,
BHECEHHBIX aBTOPAaMHM H300peTeHHE B pA3BUTHE MAHHOW OOJACTH TEXHHUKH, M JOJDKHBI
paccMaTpuBaThCs Kak HE OrPAHWYEHHBbIE TAaKUMH KOHKPETHO OMNHMCAHHBIMH MPHUMEPAMU H
ycnoBusiMu. Kpome 3Toro, Bce GOpMyIHPOBKH JAHHOTO JTOKYMEHTA, M3JIAralolue MPUHIIHIIbL,
aCTIeKTbl U BAPHAHTHI peaM3aluil U300PETEeHUs], a TaKXKe WX KOHKPETHbIE MPUMEPBHI, TOJKHBI
OXBaThIBATh MX KaK CTPYKTYPHBbIE, TaK U (PYHKLUMOHAIBbHbBIE SKBUBAJECHTHL J[OMONHUTENBHO,
NPEAyCMaTPUBAETCS, YTO TAKHE SKBUBAJICHTHI BKJIIOYAIOT KaK M3BECTHBIC B HACTOSIIEE BPEMs
SKBUBAJICHTBI, TaK M SKBHBAJIEHTHI, KOTOpble OyayT pa3paboranbl B Oyayiiem, T.e., JIOObIe
3JIEMEHTBI, pa3pa0OTaHHbBIE U BBITOJIHEHUS 3TOH ke (DYHKIMH, HE3aBUCHUMO OT CTPYKTYPBL
Ob6vem pmaHHOro H300peTeHus, TakUM 00pa3oM, HE AOJDKEH OrpaHUYMBATHCS TUIMHYHBIMU

BapuaHTaMu peCain3alnu, I/1306pa)KeHHbIMI/I U ONHUCAHHBbIMU B JaHHOM JOKYMCHTC. CKopee,
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o0beM ¥ CYIHOCTb MJAHHOTO W300PETEHUsI ONPENeNsIoTCs MNPUIOKEHHOH (opmynoi
n300peTeHusl.

IIpoHYMEepOBAHHbIE BADHAHTDLI PeAJIN3ALUH I/I306DCTCHI/IH

[0126] Hwxe npuBeAeHbl TUIUYHBIE MPUMEPbl IPOHYMEPOBAHHBIX BAPHAHTOB
peanu3any n300peTeHus:

1. Cnocob neuwenus wmuenonuciuactudeckoro cuaapoma (MJIC), BrirOuarommi
BBEJCHUE HYXIAKOMEMyCss B OSTOM CyOBekTy 3(PQEeKTUBHOrO KOJMYECTBA HHICUOUTOpA
TeJIOMepasbl, NMPU 3TOM CYOBEKT HE TOJydaj paHee JIEYeHUs areHTOM, BbIOPAHHBIM U3
runoMmetwmpyromero arenta (HMA), nenanunomunia, 1 uX KOMOWHAIMH.

2. Cnioco0 B COOTBETCTBUU C BapuaHTOM peanm3anuu 1, B kotropom MJIC npencrapisier
coboii peruauBupyromui wim pedppaxrepuasiiit MIC.

3. Criocob B COOTBETCTBUH C BAPUAHTOM peaH3alny | WM BAPHAHTOM peau3aliu 2, B
kotopom MJIC mpencraBimsier coboit MJIC, peunauBHPYIOLINI/HEBOCTIPUUMYUBBIA K
3PUTPONOI3-CTUMYIIHpPYIoeMy areHty (JCA).

4. Croco® B COOTBETCTBHM C JIFOOBIM M3 BapHAaHTOB peanm3anuu 1-3, B KOTOPOM
cyObekTa kiaaccupuupyroT kak cyobekra ¢ MJIC HM3KOrO WM MPOMEXKYTOUHOrO-1 pucka 1o
mkane IPSS.

5. Criocob B cOOTBETCTBUH € JTIOOBIM M3 BAPUAHTOB peanu3auuu 1-4, B KOTOpOM CyOBEKT
ABJIIETCS TPAHC(PY3MOHHO 3aBUCHMBIM.

6. Crioco0 B COOTBETCTBMU C BapUAHTOM peaIM3aLUH S5, B KOTOPOM TPaHC(Y3UOHHO
3aBUCHMBIH CYOBEKT MMeeT MOTPeOHOCTh B TPaHC()Y3HMHM NPUMEPHO 4 €IUHHIl 3PUTPOLMTHOM
Macchl UM OOJIbIIE HA MPOTSDKEHUH 8 HEle b Mepe]] BBEIEHHEM HHIHONTOpa TeJIOMEPasbl.

7. Cioco® B COOTBETCTBHH C JIFOOBIM M3 BAPUAHTOB peanu3auuu 1-6, B KOTOPOM CyOBbeKT
sBJIIETCS arieHToM non-delSq (0e3 menennu ATMHHOTO MJIeYa XpPOMOCOMBI 5).

8. Crnoco0 B COOTBETCTBMH C JIIOOBIM W3 BApUAHTOB peanu3anuu 1-7, B KOTOpPOM
cyobekTa kinaccuuupyroT kak cyobekra ¢ MJIC HU3KOro WM MPOMEKYTOYHOro-1 pucka mo
mikasie IPSS u non-del5q.

9. Criocob B COOTBETCTBHH C JIFOOBIM M3 BAPUAHTOB peann3auuu 1-8, B KOTOpOM CyOBeKT
HE MOJTy4aJl paHee JISUEHUs! JICHATNIOMHIOM.

10. Crioco6 B cooTBeTCTBHHM C JIOOBIM U3 BapUAHTOB peanusanuu 1-9, B koropom HMA
BBIOMPAIOT U3 ELUTA0NHA U a3aLUTHINHA.

11. Cnoco0 B COOTBETCTBUH C BapuaHTOM peanuszauuu 10, B KOTOPOM CyOBEKT HE

NIOJIy4aJl paHee JIeYeHUs] AeLUTAOUHOM.
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12. Cnoco0 B COOTBETCTBUMH C BapHaHTOM peanusanuu 10, B KOTOPOM CyOBEKT He
NIOJIy4ajl paHee JIEUeHUs a3aLUTHINHOM.

13. Cioco6 B COOTBETCTBUHU C JIIOOBIM U3 BapUaHTOB peanusauuu 1-12, B koTopom
MUHTHOUTOP TeJIOMepasbl MPEACTaBIsIeT COOOH NMeTeNCTaT.

14. Cnoco® B COOTBETCTBUM C BAapHAHTOM peanu3auuu 13, B KOTOPOM HMeETEeJCTaT
NpeACTaBysieT COOOH MMETENICTaT HATPHSI.

15. Crioco®6 B COOTBETCTBMM C BApUAHTOM peaju3auuud 13, B KOTOPOM HHTHOUTOP
TeJIOMepa3bl MPEACTABIIIET COOOM UMETENICTAT, U BBOAUTCS Ha mpoTsokenuu 1, 2, 3,4, 5,6, 7, 8
i Oosee yeM 8 [UKIJIOB JO3UPOBKH, MPHUYEM KaKABIH [IUKJ BKIIOYAET:

(a) BHyTpHUBEHHOE BBEICHNE NMPUMEPHO 7-10 MI/Kr MMeTeNncTaTa pas B YeThIpe HEAEIH,

(b) BHYTpUBEHHOE BBeJeHUE TPpUMEpPHO 7-10 MI/KT UMeTeNncTaTa pa3 B HEAEIO B TEYCHHE
YeThIpeX Helelb,

(c) BHYTpHUBEHHOE BBEICHNE MPUMEPHO 2,5-10 MI/Kr MeTesncTaTa pa3 B TPU HENEIH; WIH

(d) BHyTpHBeHHOE BBeAeHUE puMepHO 0,5-9,4 MI/KT UMeTeJIcTaTa pa3 B UEThIPE HEJEIIH.

16. Cioco0 B COOTBETCTBUHM C BAPHAHTOM peaju3alid 15, B KOTOPOM KaKIBIA ITHKJI
JO3MPOBKH BKIIOYAET BHYTPUBEHHOE BBEACHUE MPUMeEPHO 7-10 MI/KT uMeTencrara pas B 4YeTbIpe
HeJeJH.

17. Cnoco0 B COOTBETCTBUHM C BApMAHTOM peaju3aluu 16, B KOTOPOM KaKABIH IMKJI
JO3UPOBKH BKJIFOYAET BHYTPUBEHHOE BBEAECHUE NPUMEPHO 7,5 MI/KI UMETeNCTaTa pa3 B YeThIpe
HeJleJH.

18. Crioco® B cOOTBETCTBUH € BapuaHToM peanusanuu 1, B koropom M/IC npencrasisier
coboit perunuBupyromui wim pedpakrepasii MJIC, u B KOTOPOM CyOBbeKTa KIaCCUDUIMPYIOT
kak cyobekra ¢ MJIC HU3KOrO WM POMEKyTOYHOro-1 pucka no mkane IPSS.

19. Criocob B COOTBETCTBUU C BAPHAHTOM peayn3aliu 18, B KOTOPOM CYyOBEKT SIBISIETCS
TpaHC(PY3MOHHO 3aBUCUMBIM.

20. Criocob B COOTBETCTBUU C BAPHAHTOM peasn3alid 18, B KOTOPOM CyOBEKT SIBISIETCS
nanueHToM non-delSq.

21. Cnoco0 B COOTBETCTBUU C JIOOBIM W3 BapuaHTOB peanu3auuu 1-20, B KOTOpOM
CyOBEKT He MOoJy4asl paHee JICYEHUs areHTOM, BBHIOPAHHBIM M3 THIOMETIIIMPYIOIIEro areHTa
(HMA) u nenanunomMuna.

22. Waruburop Tenomepasbl AJis UCIOJIb30BAHHUSA B JICUEHHH MHENIOJUCILIACTUYECKOTO
cuaapoma (MJIC) y cyObekTa, He TOJYYaBIIEr0 paHee JICUCHUS areHTOM, BbIOPAaHHBIM H3

runoMmermmpyromero arenta (HMA), nenanunomuna, 1 uX KOMOUHAIUH.
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23. Huruburop Ttenmomepasbl Ui HCIOJNB30BAHMS B COOTBETCTBHHM C BapUAHTOM
peammzanmuu 22, npuueM MJIC mpencraenser coOOW peLUAMBUPYIOIUN MIH pedpakTepHbIH
MJC.

24. Wurubutop TenmoMepasbl Al UCIOJNB30BAHUS B COOTBETCTBUM C BapHAHTAMHU
peammzaumu 22 w23, npuuem  MJIC  npencraBmsier  coboit MJC,
PEeLUANBHUPYIOLINI/HEBOCTIPUMMYHUBBIN K 3PUTPOINO33-CTUMYJIHpyromemy areHTy (QCA).

25. Wuruburop Tenomepasbl Uil KCIIOJNB30BAHHMS B COOTBETCTBHH C JIFOOBIM U3
BAapUAHTOB peanu3anuu 22-24, mpudeM cyObekTa KiacCupuImpyroT kak cyobekra ¢ MJIC
HU3KOTO WJIM MPOMEXYyTOoUHOro-1 pucka no mkane IPSS.

26. HWuruburop Tenomepasbl Ui HCIOJNB30BAaHHMS B COOTBETCTBHHM C JIOOBIM U3
BAPHUAHTOB peanu3auuu 22-25, mpudeM cyObeKT SBISETCS TPAaHC(HY3UOHHO 3aBHCHMBIM.

27. WHruburop TtenmoMepasbl Ui HCIOJNB30BAHHS B COOTBETCTBHUM C BapUAHTOM
peammzanmu 26, TpuueM TPaHCPY3UOHHO 3aBUCHUMBIH CYyOBEKT HMeeT NOTPEeOHOCTh B
TpaHChy3UH MPUMEPHO 4 €TUHHI SPUTPOLIUTHON MacChl Wi OOJIbIIE HA MPOTSKEHUU 8 Henleb
niepesi BBEICHHEM HHIHOUTOPA TEIOMepasbl.

28. HMuruburop Tenomepasbl Ui HCIIONB30BAaHHMS B COOTBETCTBHH C JIIOOBIM U3
BAapPUAHTOB peanu3zauuu 22-27, mpudeM cyObeKT SABJISIeTCS manueHToM non-delSq.

29. Huruburop TtenmomMepasbl Ui HCIOJNB30BAHMS B COOTBETCTBHHM C BapUaHTOM
peanusanu 22, mpudeM CcyObekTa KiaccupuumpyroT Kak cyobekta ¢ MJIC Huskoro uiam
npomMexxyTouHoro-1 pucka no mkane IPSS 1 non-del5q.

30. Murubutop Tenomepasbl Ui HCIONb30BAHUS B COOTBETCTBHH C JIOOBIM U3
BAapHUAHTOB peanu3auuu 22-28, mpudeM cyObeKT He MOoJydall paHee JICUSHHs! JICHATUIOMHIOM.

31. HMaruburtop Temomepasbl sl UCIOJb30BAHUS B COOTBETCTBHM C JIHOOBIM U3
BapuaHTOB peanmmsanmu 22-29, wim 30, npuuem HMA BeiOuparor u3 nenurabnHa U
a3alUTUIMHA.

32. Wuruburop TenoMepasbl MU HCIOJB30BAaHUA B COOTBETCTBHHM C BapHUAHTOM
peanmmzanmu 3 1, mpuyuem cyOBEeKT He MOIy4dal paHee JeUeHHUs AeUTaOnHOM.

33. Huruburop TenoMepasbl M HCIOJB30BAHMA B COOTBETCTBHHM C BapUAHTOM
peanmm3anmu 3 1, mpuyueM cyOBEKT He TMOTydal paHee JICUSHUs a3allUTHINHOM.

34. HWaruOurtop Temomepasbl IJis HCIOJB30BAHUS B COOTBETCTBHHM C JIOOBIM U3
BAPUAHTOB peanu3anuu 22-33, mpuUYeM HWHTUOMTOpP TeloMepasbl MpPEencTaBisieT CcoOoi

HUMETECIICTAT.
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35. Huruburop TenoMepasbl AN HCIOJNB30BAHMA B COOTBETCTBHHM C BapUAHTOM
peanuzanuu 34, IpuyeM UMETENICTAT MPEACTaBIAeT COOON NMETENCTaT HATPHs.

36. HMuruOurtop Temomepasbl M HCHOJBb30BAHUS B COOTBETCTBUU C JHOOBIM U3
BapuaHToB peanmmzauuu 22-35, mpuueM MJIC mpencrasnsier coOOil pelMAMBUPYIOIIUA WM
pebpaxrepuprii MJIC, u cyObekra knaccupuuupyror kak cyopekta ¢ MJIC Hu3koro wim
npoMexxyTouHoro-1 pucka mo wmkaine IPSS.

37. Wuruburop TenoMepasbl M KCIOJB30BAHMA B COOTBETCTBHUM C BapUAHTOM
peammzanyu 36, npuueM CyOBeKT SIBJIETCS TPAHC(HY3HOHHO 3aBUCHMBIM.

38. HMuruburop TenoMepasbl Ml KCIOJB30BAHUS B COOTBETCTBHM C BAapUAHTOM
peanuzanuu 36, mpudeM cyOBbeKT sBsieTCs nmarreHToM non-del5q.

39. Haruburtop Temomepasbl I HCIOJB30BAHUS B COOTBETCTBHHM C JHOOBIM U3
BApPUAHTOB peanu3anuu 22-36, MpH 5TOM HMHTHOUTOP TEJIOMEpas3bl MPENCTABISET COOOH
HMETEJICTAT, U MUCIOJB30BAHUE BKJIIOYAET BBeAEHUE B TeueHue 1, 2, 3, 4, 5, 6, 7, 8 wiu Oosee
4yeM 8 LIUKJIOB JO3UPOBKHU, IPUUEM KaXKbII LIMKJI BKJIIOYAET:

(a) BHyTpHUBEHHOE BBEICHNE TPUMEPHO 7-10 MI/KT MMeTencTara pas B YeThIpE HEAEIH,

(b) BHyTpUBEHHOE BBEIEHHE TPUMEPHO 7-10 MI/KI IMeTeNcTaTa pa3 B HEACIO B TEUCHUE
4eTbIPEeX HeNlelb,

(c) BHyTpUBEHHOE BBEICHNE MPUMEPHO 2,5-10 MI/Kr uMeresncraTa pas3 B TPU HEEIH; WIN

(d) BuyTpHBeHHOE BBeneHue puMepHo 0,5-9,4 MI/Kr nMerescraTa pa3 B 4eTbIpe HENENH.

40. Muruburop TenoMepasbl I HCIOJAb30BAHMS B COOTBETCTBUM C BAapHAHTOM
peanuzauuu 39, mpuyYeM KaKAbIM LUK JO3UPOBKHM BKJIIOYAET BHYTPUBEHHOE BBEJEHUE
npuMepHO 7-10 MI/KT UMeTeNncTaTa pas B YeThIpe HEJENH.

41. Wuruburop Temomepasbl Ui HCIOJNb30BAHHS B COOTBETCTBHU C BapUAHTOM
peanuzauuu 40, mpuueM KaKIbIM LUK JO3UPOBKH BKIJIIOUAET BHYTPUBEHHOE BBEICHUE
NPUMEPHO 7,5 MI/KT HMETeJNICTaTa Pa3 B UEThIPE HEAEIIH.

42, Wuruburop Tenomepasbl Ui HCIIONB30BAaHHMS B COOTBETCTBHH C JIFOOBIM U3
BapUaHTOB peanm3anuu 22-41, mpu 5TOM CyOBEKT HE MOJy4dasl paHee JICYCHUS areHTOM,
BbIOpaHHBIM U3 runoMeTmnpyomero arenra (HMA) u nemanunomuna.

43. Hcnonp3oBaHME WHTHOMTOpA TEJIOMEpasbl A JICYEHHUS MHENOJUCIUIACTUIECKOTO
cuaapoma (MJIC) y cyObekTa, He TMOJIyYaBIIErOo paHEe JICUSHUs areHTOM, BbIOPAaHHBIM U3
runoMmetmmpyromero arenta (HMA), nenanunommuna, 1 uX KOMOWHAIUH.

44. Hcnonp3oBaHuE B COOTBETCTBUU C BapuaHToM peanusauuu 43, npudem MJIC

npeacTasisieT cobol perunusrpyromui unu pedpaxrepasiit MJIC.
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45. Hcnonb3oBaHue B COOTBETCTBUM C BapHaHTamu peanusauuu 43 wunu 44, npudem
MJIC mnpencrasnser cobot MJIC, peunauBHPYIOLINI/HEBOCTIPUUMYUBBIA K 3PUTPOIIO33-
crumyaupyoomemy areuty (3CA).

46. Hcnonb3oBaHue B COOTBETCTBHH C JIOOBIM M3 BAPHAHTOB peanu3anuu 43-45, npuuem
cyOpexTa kinaccupuuupyroT kak cyobekta ¢ MJIC HH3KOro MM MpOMEXyTO4HOro-1 prcka mo
mkaine IPSS.

47. Vicnonb30BaHKUe B COOTBETCTBUU C JIOOBIM U3 BAPUAHTOB peanu3auuu 43-460, mpuyem
CyOBEKT SIBJISIETCS] TPAaHC(HY3MOHHO 3aBHCUMBIM.

48. Hcnonb3oBaHue B COOTBETCTBUM C BapuaHTOM peammszauuu 47, npuydeMm
TpaHC(HY3MOHHO 3aBUCHMbII CYOBEKT MMEET MOTPEOHOCTh B TPaHCHY3UH MPUMEPHO 4 €IUHULIBI
SPUTPOLIUTHON Macchl MM OOJbIIE HA MPOTSHKEHHHM 8 Henesb nepen BBEACHHWEM HHTHOUTOpPA
TEJIOMEPa3bL.

49. Mcrionb30BaHUE B COOTBETCTBUU C JIOOBIM U3 BAPHAHTOB peanu3auuu 43-48, mpuuem
CyOBeKT SIBJIsIETCS MauueHToM non-delSq.

50. Ucnonp3oBaHue B COOTBETCTBUH C BAPHUAHTOM peanusauuu 43, npuyuem cyObekTa
kiaccupuupyroT kak cyowrexra ¢ MIC Hu3KO0ro minm npomeskyrouHoro-1 pucka no mkaie IPSS
u non-del5q.

51. HUcnonp3oBaHue B COOTBETCTBUH C JIFOOBIM M3 BAPUAHTOB peanu3anuu 43-49, npuuem
CYOBEKT He MOoJydas paHee JEeUSHUs JICHATHJOMUIOM.

52. Micionp30BaHue B COOTBETCTBHU C JIFOOBIM M3 BapHaHTOB peanusanmu 43-50, wm 51,
npudeM HMA BbIOMparoT u3 nenuTaOuHa U a3alMTHANHA.

53. Ucnonp30oBaHuEe B COOTBETCTBHH C BAPHAHTOM peajH3aluu 52, mpu4eM CyOBEeKT He
HOJTy4all paHee JIeUeHHsT AeLUTA0MHOM.

4. Vcrionb30BaHHE B COOTBETCTBHU C BAPUAHTOM peajH3aluu 52, mpudeM CyObeKT He
NOJIy4aj paHee JIeYeHUs a3aLUTHINHOM.

55. Ucnonp30oBaHne B COOTBETCTBUH C JIFOOBIM M3 BAPUAHTOB peanu3anuu 43-54, npuuem
UHTUOUTOP TEJIOMEpasbl MPENCTABISAET COO0H NMETENCTaT.

56. Mcnonb3oBaHue B COOTBETCTBUM C BAPUAHTOM PeaM3alUU 55, MPUYEM UMETEJICTaT
IPECTABISIET COOOM NMETENICTAT HATPHSL.

57. Ucnonp30oBaHne B COOTBETCTBUH C JFOOBIM M3 BAPUAHTOB peanu3anuu 43-56, npuuem
MJIC mnpencrasBisier coboii peuunuBupyromuidi win  pedpakrepusiii. MJC, u cyObekra
kjaccupuupyrotT kak cyopekra ¢ MJIC HU3KOro WM NMPOMEXKYTOYHOrO-1 pHicka Mo mIKane

IPSS.
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58. HMcnonb30BaHHE B COOTBETCTBMM C BAapUAHTOM peanu3auu 57, mpuueM CyOBeKT
ABIIAETCS TPAHCPY3HOHHO 3aBUCHMBIM.

59. Hcnonb3oBaHHE B COOTBETCTBMM C BAapUAHTOM peanu3auuu 57, mpuueM CyOBeKT
SIBJIIETCS TAllieHTOM non-delSq.

60. Mcronp3oBaHHe B COOTBETCTBHU C JIIOOBIM M3 BapHaHTOB peanusauuu 43-59, mpu
5TOM UHTUOMTOp TEJOMepasbl MPENCTABNIAET COOOH MMETENCTAT, U UCIOIb30BAHUE BKIIIOYAET
nposenenue 1, 2, 3, 4, 5, 6, 7, 8 wiu Gojnee yeM 8 LUKIOB AO3MPOBKH, MPUYEM KAXKIBINA ITUKIT
BKJIFOYAET:

(a) BHyTpUBEHHOE BBeneHUe MpuMepHO 7-10 MI/Kr uMeTencTara pa3 B 4eThIpe HENeNH,

(b) BHYTpUBEHHOE BBeneHUE TpUMepHO 7-10 MI/KT UMeTencTaTa pa3 B HEAEO B TEYCHHE
YeThIpeX Helelb,

(c) BHyTpHUBEHHOE BBEICHNE MPUMEPHO 2,5-10 MI/Kr nMeTresncTaTa pa3 B TPU HEEIH; WIH

(d) BayTpHBeHHOE BBeeHUE puMepHO 0,5-9,4 MI/KT UMeTeNcTaTa pa3 B YEThIPE HENENH.

61. Mcnonb3oBaHue B COOTBETCTBUU C BAPUAHTOM peanu3anuu 60, npudeM KaKIbIi LUK
JO3MPOBKH BKIIFOYAET BHYTPUBEHHOE BBEACHUE MPUMeEPHO 7-10 MI/KT umeTencrara pas B 4YeTbIpe
HeZeNu.

62. Mcnonb3oBaHue B COOTBETCTBUU C BAPUAHTOM peanu3auuu 61, npuueM KakIbli UKJI
JO3UPOBKH BKJIFOYAET BHYTPUBEHHOE BBEIEHUE MPUMEPHO 7,5 MI/KT MMETENCTaTa pa3 B YEThIpe
HeZeNu.

63. Mcnonp30BaHue B COOTBETCTBUU C JIFOOBIM U3 BAPHAHTOB peanusanuu 43-62, npudem
CyOBEKT HE NOJydasl paHee JICUeHHs areHTOM, BBIOPAHHBIM M3 THIIOMETIJIMPYIOIIEro areHra
(HMA) u nenanunomMuna.

64. Cnocob nedenus mmenopucmiactuaeckoro cunapoma (MJIC), BriroHaromui
BBEJICHUE HYXIAKOIIEMyCss B OTOM CyObekTy 3(QeKTHBHOro KonIu4decTBa HWHrHOUTOpA
TeJIOMepasbl, IPUYEeM CYyOBEKT SIBISIETCS TAlIMeHTOM non-delSq.

65. Ciocob B COOTBETCTBUU C BapuaHTOM peanusauuu 64, nmpuuem MJIC npencrasisier
coboii peruauBupyromui win pedpaxrepasiit MC.

66. Crioco® B COOTBETCTBHH C BAPHAHTOM peanu3aunu 64 WIn BapUaHT peajau3anuu 65,
npudem MJIC mpencraBmsier coboiit MJIC, peunauBUpYOIUi/HEBOCIPUUMUUBBIA K
SPUTPONOI3-CTUMYIHpPYIoeMy areHty (JCA).

67. Croco® B COOTBETCTBHHM C JIFOOBIM W3 BapHAaHTOB peanm3auuu 64-66, mpudem
cyobekTa kinaccuumupyroT kak cyobekra ¢ MJIC HHU3KOro WM MPOMEXKYTOYHOro-1 pucka mo

mkaie IPSS.
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68. Crioco® B COOTBETCTBHHM C JIHOOBIM M3 BapHaHTOB peanmsauuu 64-67, mpudem
CyOBEeKT sIBJII€TCS] TPAaHC(Y3NOHHO 3aBUCHMBIM.

69. Cnoco® B COOTBETCTBUU C BapUAaHTOM peanuzauuu 08, npudeM TpaHCPY3HOHHO
3aBUCHMBbII CYyOBEKT MMeeT MOTPeOHOCTh B TpaHC(y3uH NMpUMEpHO 4 eIUHHLl SPUTPOLMTHOM
Macchl UM OOJIbLIIEe HAa MPOTSKEHUH 8 HesleNb Nepe]] BBeACHHEM HHIHOUTOpa TeJIoMepassl.

70. Croco® B COOTBETCTBHHM C JIFOOBIM M3 BapHAHTOB peanu3auuu 64-69, mpuyem
UHTUOUTOP TEJIOMEpasbl MPENCTABISET COO0I NMETENCTAT.

71. Cnoco® B COOTBETCTBHM C BapUAHTOM peanusauuu 70, TpUYeM HMETEJICTaT
NPEACTaBISIET COOOH MMETENICTAT HATPHSI.

72. Cnoco® B COOTBETCTBHHM C BapuUaHTOM peanuszauuu 70, MpH 3TOM HHTUOUTOP
TeJIoMepa3bl MpeaCcTaBisieT cOO0H MMeTeNcTaT U BBOAUTCS Ha npotrspkennn 1, 2, 3,4, 5,6, 7, 8
i Oosee yeM 8 [HUKIJIOB JO3UPOBKH, MPHUEM KaKABIH LIUKI BKIIOYAET:

(a) BHyTpHUBEHHOE BBEICHNE TPUMEPHO 7-10 MI/KT MMeTeNncTaTa pas B YeThIpe HEAEIH,

(b) BHyTpUBEeHHOE BBeeHUE pUMepHO 7-10 MI/KT UMeTencTara pa3 B HEACIIO B TEUCHHE
YeThIpeX Helelb,

(c) BHyTpUBEHHOE BBEICHNE MPUMEPHO 2,5-10 MI/Kr nMeresncraTa pa3 B TPU HENEIH; WIH

(d) BHyTpHBeHHOE BBeAeHUe pumMepHO 0,5-9,4 MI/KT UMeTesIcTaTa pa3 B UEThIPE HEJEIIH.

73. Croco® B COOTBETCTBUM C BapHAHTOM pealn3alud 72, MpUYeM KaXKAbIM IHKII
JO3UPOBKH BKIIOYAET BHYTPUBEHHOE BBEZIEHNUE NIPUMEpPHO 7-10 MI/KT uMeTencrara pa3 B 4eTbIpe
HeJleIH.

74. Cnoco® B COOTBETCTBHHM C BAapHAHTOM peaNu3aliy 73, NMpUYEeM KaXKIbIH LUK
JO3MPOBKH BKJIFOYAET BHYTPHUBEHHOE BBEICHUE MPUMEPHO 7,5 MI/KT MMETENICTaTa pa3 B YeThIpe
HEJIeJIH.

75. Crioco® B COOTBETCTBUU € BapuaHTOM peanusaunu 64, mpudeM MJIC npencrasisieT
coboit perunuBupyromui Wi pedpakrepusiii MJIC, u cyObekTa KIACCUPUIUPYIOT Kak
cyobekta ¢ MJIC HU3KOTO MM MPpOMEKyTOYHOTO-1 prcka no mkaine [PSS.

76. Crioco® B COOTBETCTBHH C BAPHAHTOM peaJH3alMU 75, MpUYeM CYOBEKT SIBISIETCS
TpaHC(HY3MOHHO 3aBUCUMBIM.

77. UHruburop TenoMepasbl A UCIOJNb30BAHMS B JICUEHHH MHENIOJUCILIACTUYECKOTO
cunapoma (MJIC) y cybbekra, siBisiroerocs: narpieHToM non-delSq.

78. HWuruburop TenoMepasbl M HCIOJNB30BAHMA B COOTBETCTBHHM C BapUAHTOM
peammzauuu 77, npuuem MJIC mpencrasnsier coOOW peLUIUBUPYIOIINN HUIH pedpakTepHbIid

MJIC.



56

79. WHruOurop Tenomepasbl Uil HCIOJb30BAHUS B COOTBETCTBHM C BapUaHTAMHU

peanusanuu 77 WIH 78 npuduem  MJIC MIPEACTABIISIET coboit MJC,

>
pPEeLUANBHUPYIOLINI/HEBOCTIPUIMYHUBBIN K 3pUTPOINO33-cTUMYyHpytomemy areHty (OCA).

80. HMuruOurop Tenomepasbl Ui HCIOJNB30BAHUS B COOTBETCTBHUH C JIIOOBIM U3
BapUAHTOB peanuzauuu 77-79, mpudeMm cyObekTa KinaccupuuupyroT kak cyovekta ¢ MJIC
HU3KOTO WJIM MPOMEXYTOUHOro-1 pucka no mkane IPSS.

81. HHruburop Ttenmomepasbl ANl HWCIOJB30BAHUS B COOTBETCTBHHM C JIHOOBIM U3
BapHUaHTOB peanuszauuu 77-80, mpuueM cyObeKT SBISIeTCS TPAaHC(HY3UOHHO 3aBHCHMBIM.

82. HMuruburtop Tenomepasbl IJisi HCHOJb30OBAHUS B COOTBETCTBUH C BAPHUAHTOM
peamuzaumu 81, mpuueM TpaHCHY3UOHHO 3aBUCUMBIH CyOBEKT uMeeT MOTPEeOHOCTh B
TpaHChy3UH NPUMEPHO 4 €IMHUL] SPUTPOLUTHON MacChl MM OOJIbIIE HA MPOTSDKEHUH 8 HEmenb
niepesl BBEICHHEM HHIHOUTOPA TEJIOMePa3bl.

83. HHruburop Ttenmomepasbl Ml HCIOJb30BAHUS B COOTBETCTBHU C JHOOBIM U3
BAPUAHTOB peanu3anuu 77-82, mpuueM HWHTUOUTOpP TeloMepasbl MpPEencTaBisieT CcoOoH
UMETEJNICTAT.

84. HMuruburtop Tenomepasbl sl HCMOJb30BAHUS B COOTBETCTBUH C BAPHUAHTOM
peanuzaunu 83, MpUYeM UMETEJICTAT MPEICTaBIIsIeT COO0I NMETeNCTaT HATPHUSL.

85. HHruburop TtenmomMepasbl AN HCHOJb30BAHUS B COOTBETCTBUU C JHOOBIM U3
BapuaHTOB peanusauuun 77-84, nmpuuem MJIC npexncraBiser coOol pelMAUBUPYIOLIUN HIIN
pedpakrepupiiit MJIC, u cyOwekra kinaccupuuupyror kak cyobekra ¢ MJIC HHM3KOrO wim
npoMexyTodHoro-1 pucka mo wmkaine IPSS.

86. HMuruburtop Tenomepasbl Jisi HCHOJb30BAHUS B COOTBETCTBUH C BAPHUAHTOM
peanmzaryu 85, npuueM CyOBeKT SIBJIETCS TPAHC(HY3HOHHO 3aBUCHMBIM.

87. HHruburop TtemoMepasbl Ml HCHOJb30BAHUS B COOTBETCTBHHU C JIHOOBIM U3
BAPUAHTOB peanu3anuu 77-86, mpudeM HWHTUOUTOpP TelIoMepasbl MPEncTaBisieT CcoOoH
HMMETEJICTAT, U UCIONb30BaHUE BKJIKOYAET BBEICHUE HAa MpoTsbkeHuu 1, 2, 3, 4, 5, 6, 7, 8 win
Ooee ueM 8 IIMKIIOB TO3UPOBKH, MPUUEM KKIBIN IIHKJI BKIFOYAET:

(a) BHyTpUBEHHOE BBeeHHEe puMepHO 7-10 MI/Kr uMeTencrara pa3 B 4eThIpe HENeNH,

(b) BHYyTpUBEeHHOE BBeneHUE TPpUMEpHO 7-10 MI/KT UMeTeNncTaTa pa3 B HEACIO B TEUCHHE
YETBIpEX HeNelb,

(c) BHyTpHUBEHHOE BBEICHNE IPUMEPHO 2,5-10 MI/Kr nMeTresncraTa pas3 B TPU HENEIH; WIH

(d) BHyTpHBeHHOE BBeAeHUE puMepHO 0,5-9,4 MI/KT IMeTeJIcTaTa pa3 B UEThIPE HEIEIIH.
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88. HMuruburtop Tenomepasbl s HCMOJb30BAHUS B COOTBETCTBUH C BAPHAHTOM
peanuzauuu 87, mpUyYeM KaKIAblM LUK JO3UPOBKU BKJIIOYAET BHYTPUBEHHOE BBEIEHUE
npuMepHO 7-10 MI/KT uMeTencrara pas B 4YeThIpe HEJENHU.

89. Huruburtop Tenomepasbl Il HCIHONB30BAHUS B COOTBETCTBHUM C BapUAHTOM
peanuzauuu 88, mpUyYeM KaKIAbli LUK JO3UPOBKM BKJIIOYAET BHYTPUBEHHOE BBEJEHUE
NPUMEPHO 7,5 MI/KT MMETeJNICTaTa Pa3 B UEThIPEe HEAECIIH.

90. HUcnonp3oBaHWE HHTHOUTOpA TEIOMEpasbl Ui JICYCHUS MHUENOJUCIUIACTUYECKOTO
cunapoma (MJIC) y cyObekra, siBisironerocs: narpieHTom non-delSq.

91. Hcnonp3oBaHue B COOTBETCTBUU C BapuaHtoMm peanusauuu 90, npuuem MJIC
npeacTaBisier cobol perunuBupyromui wim pedpaxrepasiiit MJIC.

92. Hcnonb3oBaHue B COOTBETCTBUU C BapuaHtamu peanusauuu 90 mnu 91, npuuem
MJIC mnpencrasnsier coboit MJIC, peunauBHPYIOLIHNI/HEBOCTIPUIMYUBBIA K 3PHUTPOIIO33-
crumyaupyomemy areuty (3CA).

93. Mcronp30BaHUE B COOTBETCTBUH C JIFOOBIM U3 BapHaHTOB peanuzaimn 90-92, npudem
cyopekTa knaccuumupyroT kak cyobekra ¢ MJIC HHU3KOro Wi MpOMEKyTOYHOro-1 pucka mo
mkane IPSS.

94. Hcnonp30BaHNuEe B COOTBETCTBUU C JIOOBIM U3 BapHaHTOB peanusauuu 90-93, npudem
CyOBEKT SIBJIIETCS] TPAaHC(Y3NOHHO 3aBUCHMBIM.

95. Hcnonp3oBaHuWe B COOTBETCTBUM C BApUAaHTOM peanu3auuu 94, mnpudem
TpaHC(Y3MOHHO 3aBUCHMBIN CYOBEKT MMeeT MOTPeOHOCTh B TPAHC(Y3UN NPUMEPHO 4 €AUHULL
SPUTPOLIUTHOM MAacchl MM OOJNbIIE HA NMPOTSDKEHHM 8 Helelb Iepel BBEACHHEM HHIHOUTOpa
TEJIOMepasbl.

96. Mcnonp30BaHUEe B COOTBETCTBUU C JIFOOBIM U3 BApHAHTOB peanusapu 90-95, npudem
UHTUOUTOP TEJIOMEpPasbl MPENCTABISAET COO0O NMETENCTAT.

97. Ucnonp30BaHUE B COOTBETCTBHM C BAPMAHTOM peaju3aluu 96, mpuyeM UMETeNCTaT
NPEACTaBIsIET COOOH MMETENICTAT HATPHSI.

98. Mcnonp30BaHUEe B COOTBETCTBUH C JIFOOBIM U3 BapHaHTOB peanusaimn 90-97, npudem
MJIC mnpencrasisier coboii peuunuBupyromuid win  pedpakrepasiii MJIC, u cyObekra
kjaccupuupyroT kak cyobekra ¢ MJIC HU3KOro WM MPOMEKYTOYHOro-1 pHicka Mo mikane
IPSS.

99. Hcnonp30BaHHE B COOTBETCTBHHM C BAPHMAHTOM peanuzauuu 98, mpudeM CcyObekT

SBJIIETCS TPAHC(PY3HOHHO 3aBUCHMBIM.
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100. Ucnonp3oBaHne B COOTBETCTBUHU C JIOOBIM M3 BapuaHTOB peanusanuu 90-99, mpu
5TOM HHTUOMUTOp TeJOMepasbl MPEACTaBiIAeT COOONH MMETEeNICTaT, U HCIOJb30BAHUE BKIIOYAET
BBeZleHUe Ha mpoTspkenuu 1, 2, 3, 4, 5, 6, 7, 8 unu Gonee uem 8 IUKJIOB NO3UPOBKH, MPHUUEM
KQKABIN LUKJ BKJIIOYAET:

(a) BHyTpUBEHHOE BBEICHNE TPUMEPHO 7-10 MI/KT MMeTescTaTa pa3 B UeThIpe HeleH;

(b) BHYTpUBEHHOE BBeeHUE TPpUMEpPHO 7-10 MI/KT UMeTeNncTaTa pa3 B HEAEIIO B TEYEHHE
YeTbIpex Helleb,

(c) BHyTpUBEHHOE BBEICHNE MPUMEPHO 2,5-10 MI/Kr uMerescraTa pas B TPU HEIEIH, WIH

(d) BHyTpUBEeHHOE BBeAeHUE mpumepHO 0,5-9,4 MI/KT UMeTeJICTaTa pa3 B YEThIPE HEJEIH.

101. Mcnonp3oBanue B COOTBETCTBUM C BapuaHTOM peanusauuu 100, nmpudem Kaxabli
LIUKJI JO3UPOBKH BKJIFOYAET BHYTPUBEHHOE BBEACHHE NpUMepHO 7-10 MI/Kr nMmerescrarta pa3 B
YeTbIpe HeeNu.

102. Mcnonb3oBaHue B COOTBETCTBUU C BAPUAHTOM peanusauuu 101, mpudem kaxabli LUK
TO3MPOBKH BKIIFOYAET BHYTPUBEHHOE BBEACHUE MMPUMEPHO 7,5 MI/KT UMETEJICTaTa Pa3 B UETHIPE

HEOCIN.



®OPMYVYJIA H30BPETEHUA

1. Cnoco® gnedenuss muenomgucruiactudeckoro cungpoma (MJC), Brmrouaromuii
BBEJIEHHE HYXXIAOLUIEMyCcss B 3TOM CyObekTy 3(()EeKTUBHOrO KOJWYeCTBa WHrHOUTOpA
TEJIOMEpasbl, TNPU 3TOM CYOBEKT He IIOJyda] paHee JIeYeHUs areHTOM, BBIOPAHHBIM U3
runoMmerwmpyomero arenta (HMA), neHanuaomMuna, 1 ©1X KOMOMHALIMK.

2. Cmoco6 mo mn. 1, ornuvarommiics Ttem, uro MJIC mnpencrasisier coboii

>
peunauBHupyrouui wim peppaxrepusiii MJIC.

3. Cnocod mo m. 2, ommmuaromwuiics tem, yto MJIC mnpencrasnser coboit MJIC,
PEeLUANBHUPYIOLINI/HEBOCTIPUIMYHUBBIN K 3PUTPOII033-CTUMYIHpYromeMy areHTy (QCA).

4. Criocob mo m. 1, OTIMYAOIIMIACS TeM, YTO CYObeKTa KIACCU(PUIIHPYIOT KaK CyOBbeKTa C
MJIC Hu3KOro UM NpoMexyTouHoro-1 pucka no mxane IPSS.

5. Cnoco® mo m. 1, OTIMYArOIIMHCS TeM, YTO CYOBEKT SBISIETCS TPaHCPY3HOHHO
3aBUCHMBIM.

6. Crioco0 1o 1. 5, OTAMYAIOIUICS TeM, UYTO TPaHC(HY3HOHHO 3aBUCUMBIN CYOBEKT UMEET
noTpeObHOCTh B TPAaHCPY3UH MPUMEPHO 4 ENVHHI] SPUTPOLIUTHON MacChl WM OoJblle Ha
NPOTSDKEHUH 8 HEleTb Meper] BBEIEHUEM HHIHONTOPA TEIOMEPashl.

7. Cnoco® no 1. 1, oTIMuaroImuics TeM, YTO CyOBbeKT sBJsieTCsl manueHToM non-delSq.

8. Crioco0 1o 1. 1, OTIMYaroIuics TeM, YTO CyOBeKTa KJIaCCUPHULUPYIOT Kak CyOBeKTa ¢
MJIC HM3KOTO MK MPOMEXKYTOYHOro-1 pucka no mkane IPSS u non-del5q.

9. Cnocob® mo m. 1, OTIMUAIOLIMICA TeM, YTO CYyOBEKT HE MOjydaj paHee JeYSHHUs
JICHAJTMIOMUIIOM.

10. Croco® mo m. 1, OTIMYarOUIUiics TeM, YTO CYOBEKT He TOJydall paHee JIeUeHHs
runoMeTwmpyromum arearom (HMA).

11. Croco6 mo m. 1, oTIMYaroUuiicss TeM, 4TO CyOBEKT He MOJydaj paHee JIeUeHHUs
JICHAJTMIOMHUOM U THIIOMETUIHPYomiM areHToM (HMA).

12. Cnocob mo m. 10, ornuuaromuiicst Tem, uto HMA nipencrasisier coboi fenutabuH.

13. Cnoco6 mo m. 10, ornuuaromuiicst Tem, uto HMA npencrasinsier coboi a3alluTHANH.

14. Cnocob mo m. 1, oTiUYaromuiicss TeM, YTO MHTHOUTOP TEIOMepas3bl MPENCTABISIET
co0ol UMeTeNcTar.

15. Crocob6 mo m. 14, OTIMYAIOUIWIICS TEeM, YTO HMMETEJICTaT NPEICTaBIsIeT COOOM

HUMETCJICTAT HATPUA.



2

16. Croco® mo m. 14, oTnuyaroImuiics TeM, YTO HHTHOUTOP TeJIOMepasbl MPECTABISIET
co0o# mMmerencrar M BBOAWTCS Ha mporspkenuu 1, 2, 3, 4, 5, 6, 7, 8 wiu Oonee 8 1UKIIOB
JO3UPOBKH, MPUYEM KaXKbIi LIMKJI BKJIFOYAET:

() BHyTpUBEHHOE BBeIEeHUE ITPUMEPHO 7-10 MI/KT MMeTesicTaTa pa3 B YeThIpe HENley,

(b) BHyTpUBEHHOE BBeieHHE MPUMEPHO 7-10 MI/Kr MMeTencTaTa pa3 B HEJIENIO B TEUCHHE
YeThIpex Hellelb,

(c) BHYTpUBEHHOE BBEIEHUE MPUMEPHO 2,5-10 MI/Kr UMeTeNncTara pas B TPU HENEIH; WK

(d) BHyTpHBEeHHOE BBeAeHHE mpuMepHO 0,5-9,4 MI/KT UMeTeJICTaTa pa3 B YEThIPE HEIEIH.

17. Cnocob mo m. 16, OTIMYAIOIINICA TE€M, YTO KaKABIH IMKJ JO3MPOBKH BKJIFOYAET
BHYTPUBEHHOE BBEICHUE TIPUMEPHO 7-10 MI/KT UMeTencraTa pa3 B UeThbIpe HENEeNH.

18. Cnocob mo m. 17, OTIMYAOLIMICA TeM, YTO KaKABIH LHKJ JO3UPOBKH BKIIOYAET
BHYTPHUBEHHOE BBEACHNE MIPUMEPHO 7,5 MI/KI UMETEJICTATa Pa3 B UETHIPE HEAECIIH.

19. Cnmoco6 mo mn. 1, ormmuaromuiics Tem, uyto MJIC mnpexacraBisier coOoii

>
peunauBHupyromuil win peppaxrepuerii MJIC, u cyObekTa KIacCUPUIHPYIOT KaKk CyOBEKTa C
MJIC Hu3KOro UM NpOMeXyTouHOro-1 pucka no mxane IPSS.

20. Cnocob mo m. 14, oTinuuaroIMHCS TeM, 4TO CyOBEKT SBIsETCS TPaHC(PY3UOHHO
3aBUCHUMBIM.

21. Criocob no 1. 14, oTnuyaromuics TeM, 4To CyObEKT SBJISIETCS MauueHToM non-delSq.

22. Cmnoco® neuenuss wmuenoaucmuacruyeckoro cunapoma (MJIC), BriroYaromui
BBEJICHHE HYXXIAOLUIEMyCss B 3TOM CyObekTy 3(()EeKTHBHOrO KOJIMYeCTBa WHrHOUTOpA
TeJIOMepasbl, IPU 3TOM CYOBEKT sIBJIsIeTCs marpieHToM non-del5q.

23. Cnocod6 mo m. 22, ommuuarommiics teM, uyrto MJIC mnpexacraBnsier coboii
peunauBHpyrouui win pedppaxrepusiii MJIC.

24. Cnocob mo n. 23, ornumuarouuiicss Tem, uro MJIC npencrasnser cobori MJIC,
PEeLUANBHUPYOLINI/HEBOCTIPUIMYHUBBIN K 3PUTPOII033-CTUMYIHpytomeMy areHTy (QCA).

25. Cnoco® mo m. 22, omIHYAKIUICS TeM, 4YTO CyOBeKTa KIACCUPHUIHMPYIOT Kak
cyobekta ¢ MJIC HU3KOTO M poMexxyTodHOro-1 prucka no mkane IPSS.

26. Cnoco0 mo m. 22, OTIMYAOIIUNCS TEeM, YTO CyOBEKT SBJISETCS TpPaHC(Y3UOHHO
3aBUCHMBIM.

27. Cnocob mo m. 26, OTIIMYAOIIUICS TeM, YTO TPAHC(PY3UOHHO 3aBHCHMBIH CYOBEKT
UMeeT MOTPeOHOCTh B TPaHC(HY3UU MPUMEPHO 4 €IUHHI] SPUTPOLIUTHON MacChl MM OOJbLIe Ha
NPOTSDKEHNH 8 HeleTb Mepes] BBeIeHHEM HHIMONTOPa TeJIOMepPasbl.

28. Cnoco0 mo m. 23, OTIMYAroIIUICS TeM, YTO CYOBEKT He MOJydaj paHee JeUeHUs

JICHAJIUJOMUIOM.



29. Cnoco0 mo m. 23, OTIMYArIIUICS TeM, YTO CyOBEKT He MOJydaj paHee JIeUeHUs
runoMeTmwmpyromum arearom (HMA).

30. Cnoco6 mo m. 23, OTIMYAIOLINICA TEM, YTO CYOBEKT He IOJIydas paHee JIeYeHUs
JICHATUIOMUAOM U TunoMeTmupyomum arearom (HMA).

31. Cnocob mo 1. 29, orimyaromuiicst TeM, uto HMA npencrasnsier codoii nerurabuH.

32. Cnoco0 o m. 29, ornuyarouuiics Tem, yto HMA npeacrasisieT coOoi a3allUuTHINH.

33. Cnocob mo m. 23, OTIMYAIOIIMICSA TEM, YTO MHIHOUTOpP TeJoMepasbl MPEACTaBIseT
co0oli UMeTeJCTaT.

34. Cnocob mo m. 33, OTIMYAOUIWICS TeM, YTO HMMETEJICTAT MPEICTaBNIsIeT COOOM
HUMETEJNICTaT HaTPHsl.

35. Cmoco6 mo mn. 33, ommuaromuiics Tem, uyro MJIC mnpencrasnsier coboi
permnuBupyromui win pedpakrepusiii MJIC, u cyObekra kiaccuPUIUPYIOT Kak CyOBeKTa C
M/IC Hu3KOro UM NpoMexxyTouHoro-1 pucka no mxane IPSS.

36. Cnocob mo m. 33, oTIHMYAKOIIUICS TeM, YTO CYOBEKT sBISETCS TPaHC(HY3UOHHO
3aBUCUMBIM.

37. CnocoO mo m. 33, OTIMYAOIIMICA Te€M, YTO MHIHMOUTODP TeJIOMepasbl MPEACTaBISIET
co0Oi1 UMeTeNCTaT, MPU STOM UCIOJB30BAHUE BKIIIOYAET BBEACHHE Ha MpoTspkeHud 1, 2, 3, 4, 5,
6, 7, 8 unu Gonee 8 MKIOB JOZUPOBKY, MPUUEM KAKABIH LIUKJI BKJIIOYAET:

(a) BHyTpUBEHHOE BBeIeHHE NTPUMEPHO 7-10 MI/Kr uMeTencTara pa3 B 4YeThIpe HEAETIH;

(b) BHyTpHBEHHOE BBeIEeHUE MPUMEPHO 7-10 MI/Kr MMeTescTaTa pas B HEAENO B TEUEHHE
4eThIPEX HeNelb,

(c) BHYTpUBEHHOE BBEIEHUE MPUMEPHO 2,5-10 MI/Kr UMeTeNncTara pas B TPU HENEIH; WK

(d) BHyTpHBeHHOE BBeAeHHe mpuMepHO 0,5-9,4 MI/Kr UMeTeJICTaTa pa3 B YEThIPE HEIEIH.

38. Cnocob mo m. 37, OTIMYAIOLIMIACA TeM, YTO KaKABIH IMKJI JO3MPOBKH BKJIIOYAET
BHYTPUBEHHOE BBEZCHUE IPUMEPHO 7-10 MI/KT uMeTencrara pa3 B UeThbIpe HENENH.

39. Cnocob mo m. 38, OTIWUYAKOLIMICA TEM, YTO KaKABIH IMKJ JO3MPOBKH BKJIOYAET

BHYTPUBEHHOE BBEACHNE MIPUMEPHO 7,5 MI/KI UMETEJICTATa Pa3 B UETHIPE HEIECIIH.
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