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THCTPYKLIIS
AJISE MEIHYHOT0 32CTOCY BAHHS JIIKapCHKOro 3ac00y

MAMJIOTAPT

(MYLOTARG)

Crnao:

Oiloya pevosuna: gemtuzumab;

1 Grnaxon micTHTH 4,5 Mr reMTy3ymMaby 030TaMilIHHY;

00nOMIdICHI pevosuHu. caxapo3a, aekcTpaH 40, HATPIIO XJIOPKJ, HATPit0 Auriapodocdar MOHOTiIpar,
JAUHATPIO rigpodocdar Ge3B0aHMI.

Jlikapepka dopma. [Topommok /15 KoHneHTpary ams po3uuHy st iHdYy3iit.
Ocnosni gisuxo-ximiuni enacmusocmi: miodinizosana maca a6o nopommok 6inoro abo maiike 6ioro
KOJIBOPY.

DapmakoTepaneBTHYHA rpyna.
AHTHHEOITaCTHYHI 3ac00U. MOHOKIIOHAIbHI aHTHTLNA,
Kox ATX L01XCO05.

Dapmakonoziuni enacmusocmi.
['eMTy3ymal o3oraMinmH sBisie co6010 KOH’FOraT aHTHTING 3 JiKapchkuM 3acoGom (antibody-drug
conjugate, ADC), O CKIaIacThcs 3 MOHOKIOHAIBHOIO AHTUTINA no antureny CD33 (hP67.6;
PEKOMOIHAHTHHI TryMaHi30BaHUH iMyHOrIOGYTiH [Ig] G4, kanma-antuTino, mo BUpPOGIAETHCSA
KyJIbTYpOIO KJITHH CCaBUiB y KiiTHHAaX NS0), KOBAIEHTHO 3B’S3aHOTO i3 HTOTOKCHYHEM 3aC060M
N-anerun-ramma-kanixeamituaom. I EMTy3yMald 030raMillMH CKJIaJaeThcs 3 KOH IOrOBAHOTO Ta
HEKOH’I0roBaHOro remrysymaly. Kou’rorosaui MOJIEKYIM BiJIPI3HSIOTHCS KiIBKICTIO AKTHBOBAHHX
(bparmentis moxizHOro KamiXeaMinmHy, NpUEAHAHAX 10 reMtysymaly. KinbkicTe koH foroBanmx
TNOXIZHUX KaTiXeaMillHHy Ha MOIEKyIy reMTy3ymady BapiloeThCsl Bif IepeBaXHO HyisL 10 6 i3
Cepe/iHiM BMicTOM Bix 2 110 3 Moteit moxiaHoro KaTixeaMillMHy Ha MOJIb FeMTy3yMaby..

Mexanizm 0ii

Antutino hP67.6 posmismae anturen CD33 momunn. Hesemixa Mojsiekyna N-anerui-ramma-
KaJTixeaMillUH — UTOTOKCHYHMIA 3aCi0, AKHH KOBAJIEGHTHO 3B’S3aHMH 3 AHTUTLIOM 34 JIOTIOMOT 00
JiHKepa. Pe3ynbTaTd MOKMIHIUHUX AOCTITKEHD BKa3yIOTb Ha T, (O Mpo! XA THBHicn.
reMTy3ymaly osoraminmHy oGymoBieHa 3B’s3yBanHsM ADC 3 nyxnﬁHHHz@ﬁ{f’i&ri;n
excrpecytoTs autured CD33, 3 mojanbuioro inTepHamizamiero ko ﬁy ADC—C_D§3 2
BHYTPIIIHBOKJIITHHHAM BUBI/TbHEHHSNM N-anerun-ramma-kasmixeaminus ﬁHMeTa_m:ﬁﬂp__ § uepes
riaposiTHYHe PO3IIENIeHHS JiHKepa. AKTHBaLlig N-aneruAaliHT e ami

JUMETHIITIApasuy iHIyKye aBOMaHiorosi pospusu JIHK 3 nonmﬁg@%m THLY KIUEH $3§ TTHHKY
KJITHHHOT'O [MKJTY Ta allONTHYHOI 3aru0esti KIiTHH. KEP|auu ""w},;%m- S
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Dapmakoounamika.
[t MakcuManbHOT 10CTaBKM KamiXeaMiliHy 0 TeHKO3HHX GMACTHHX KIiTHH MOTPiOeH BHCOKHH
piBeHb caTypauii aHTHreHHHX Mapkepis CD33. V XOZi Pi3HHX JOCIIKEHb MiCas 3aCTOCYBAHHS
reMTy3ymaly o3oraMinuHy B J03ax > 2 mr/m> criocTepiraaacs Maiie MakCHMaTbHA nepudepuyna
catypauis CD33.

Y BuNajKy 3acTOCYBaHHS 1034 9 Mr/m> remMTy3yma0y osoramiuuuy (2 1031 3 intepsaiom y 14 amis)
PH3HK DO3BHTKY BEHOOKTIO3MBHOI XBOpoOM medinku (BOX) MIABUIIYETHCS 3 iBUIICHHSIM
KOHUEHTPaLii Crmax IEPIIO] 1034 reMTy3yMaly o3oraminuny. ITixBumenHs Kinpkocti Bunankis BOX
4acTille CIocTepiranocs y MaiienTis 3 TOTIEPEIHBOIO TPAHCILIAHTALIE0 CTOBOYPOBUX KITITHH.
Kniniuni oocnioncenns

Brepuie miarmocropanuit CD33-no3utuBaumil rocTpuii Mietomeiixos (I'MJD).

Hocnioocenns ALFA-0701

3acrocyBanHs mpemapaty Maiinotapr y komGiHamii 3 XiMiOTepamielo OLiHIOBAIM B paMmKax
nocmimxenas ALFA-0701 (NCT00927498), 6GararonenTposoro PaHI0Mi30BaHOTO BiJIKPHTOTO
mocriokenHs dasu 3 3a yuactio 271 mamienta 3 BIIEpIIe iarHocToBaHuM de novo I'MJI Bikom Bin
50 no 70 pokis. ITauientu Gynm panzomizosani (1:1) ans otpumanns immykuiitHOT Tepamii, mo
BKIOYana jpayHopyOiumn (60 mr/m* y mmi 1-3) i uurapabin (200 mr/m? y ami 1-7) (DA) i3
3acTocyBaHHAM (n = 135) abo 6e3 3actocyBanHs (n = 136) nmpenapary Maitnotapr y 103i 3 mMr/m? (ne
Oinbure Hix ouH drakow) y aui 1,4 1a 7. ITauienTw, sixi He MOCATIIH BiAMOBI Mics MEPUIOTO HUKITY
IHAYKUIHHOT Tepamii, mamu 3MOr'y NIpPOHTH APYrWi WHKT iHAYKUiHHOL Tepamii i3 3aCTOCYBaHHSIM
TUTBKH JayHOpYOGinumy (35 Mr/m%/n06y B ami 1 Ta 2) i unrapabiny (1 r/m* koxai 12 roaun y i 1—
3) Ges3 3acTocyBaHHs npenapary Maiinorapr. [TanienTy 3 Bimosimmo OTPUMYBAJIM KOHCOTiAAIiHHY
Tepaniio, Io cKajanacs 3 2 KypeiB i BK/IHOYama nayHopyGinus (60 Mr/m? y mens 1 xypey 1; 60 mr/u>
y mui 1 Ta2 xypey 2) i uurapa6in (1 r/m® xosxmi 12 roauH y nui 1-4) i3 3acrocyBanusm abo 6e3
3acToCyBaHHs npenapaty Maiorapr y 103i 3 mr/m? (e Gimbim Hik oxuH ¢nakoH) y nens 1 3rigHo
3 pesyJIbTaTamMu MO4aTKoBOl panaomisanii. [Tanientn, y sxux cnocrepiranacs pewmicis, Takox Gy
NPHAATHI JUISl AJOTeHHOi TpaHCILTAHTALLL, byno pexomenmoBano morpumyBarHcs 1HTEepBaTy
[OHAHMEHINE y 2 Miciui MK OCTAHHBOI 0300 npenapary Maiiiorapr i npoBemeHHSIM
TpaHCILIaHTaLi].

Meniannnit BiK mamieHTiB craHOBHB 62 poku (niamason: 50-70 pokiB), MOMyJswis BKTOYaa
137 xinox Ta 134 yonosiku, y 88 % mamieHTIB MOKA3HUK 3arambHOrO CTaHy 3a Imkanorw CximHol
00'e1HaHOT OHKOJIOTIYHOT TpymH (ECOG) na BuxizHomy piHi cranoBus Bix 0 mo 1. Buxini
XapakTepUCTHKH Oyim 36anancoBani Mixk rpymnamu JIIKYBaHHS, 32 BUKIIOYCHHSM CTaTi — 4YacTKa
YOJOBIKIB y rpymi npenapary Maiinorapr (55 %) 6y:a Bume, nix y rpyni DA (44 %). 3aranom, y
59 %, 65 % 1a 70 % nauientis Gys 33/10KYMEHTOBAHHH CIIPHATIMBHN/TIPOMIKHUI PU3HK, 2 y 33 %,
27% ta 21 % nauientis Gys BHCOKHI/HECTIPUATIIMBUN pPH3UK 3a Kputepismu HamionamsHol
3araiibHoOl onKostoriynoi Mepexi (NCCN), €pponeiichkoi Mepexi 3 BHBUeHHS Jieitkosis (ELN) i
Kacudikauii MUTOreHETHYHOTO PH3HKY BiNOBIIHO. Excnpecito autireny CD33 ma 6macTHHX
kiaitTuHax 'MJ] 3a pesynbraramu ITPOTOKOBOI IUTOMETPIT, rapPMOHI30BaHUMH HAa OCHOBI pe3ynbTariB
MicleBoi saboparopii, 6y7I0 BH3HAUEHO 3aramom y 194 3 271 nauienta (72 %). YV aekinpkox
mauientis (14 %) cnoctepiranacs Hu3pka eKcrpecis antureny CD33 (< 30 % GracTHHX KITITHH), aJie
B JKOZIHOTO MAIliEHTA HE CMOCTePiraocs BiICYTHOCT ekcrnpecii anTureny CD33.

Edextusnicts ouinoBamu Ha migcrasi Bmkmsamocti Ges noziit (BBIT), pospaxoBanoi Bix matu
panjomisanii 10 fati GesycmimuocTi iHAyKuiHOT Teparii, pelumuBy abo IeTaIbHOro HaCIiIKy
yepe3 Oyiap-siKy mpuumHy. Bimmosizso o POTOKOITY, Oe3yCHilHiCTh iugxggiﬁ,%qi Tepartii
BH3HAYANACH SK HEJOCATHEHHS MalieHTOM moBHoi pewmicii (ITP) aGo nosﬂgikﬁfi@ﬁﬁ 'HRUOBHHM
BiIHOBNIEHHAM TpoMGouwTis (ITPT) mpotsrom IHIYKIiHHOT Teparii, Agf&g@’g‘é 6e33r‘<_§11'i}lj_\1goc1'i
IHIYKUIHHOL Tepanii BU3HAYanacs sK jJaTa aHaiily KicTKOBOro MO3KY ] bcranm.()m;\"‘té%ey

iHAyKuilHol Tepamii. Mexnianna BBIT cranosmma 17,3 micsius B rpym *Ipe ~HM i
MOPIBHAHO 3 9,5 MicsAus B KOHTPONBHIiL rpymi; BiaHomeHHs pusukip (BP). cranos iy
(95% JII: 0,42-0,76); p-3Hauenus 3a 2-CTOPOHHIM JIOr-paHTOBUM KpHTepieM
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3a pesynbraramu momykoBoro ananizy BBIT (pospaxosanoi no Hemocsrmenus [IP MPOTATOM
IHAYKUIHHOT Tepamii, penuamBy aGo JeTAIbHOrO HACIIZKy 4epe3 Oy/b-AKy MpHUMHY i3
3aCTOCYBAHHAM /laTH paHAOMI3auii Ak Aath GesycmimHocTi iHAyKuilHOT Tepanii) mMemianza BBII
CranoBuia 13,6 micaud y Bumagxky npenapatry Maitnorapr y komGinanii 3 DA Ta 8,8 micsus y
Bunajaky tinbku DA, BP cranosuiio 0,68 (95% JII: 0,51-0,91).

Hocnipkenus AAML0531

3actocyBanHs mnpemapary Maitnotapr y kombinamii 3 XIMiOTepami€lo OLWiHIOBAIH B XOAi
nociukerns AAMLO0531 (NCT00372593), 6araToneHTpoBOro paIoMiz0BaHOTO JOCIIDKEHHS 3a
y4actio 1063 nauienTis 3 yneprme giarnocrosarum I'MJI y Biui Bix 0 g0 29 poxiB. [TanienTn Gymu
paH/IoMi30BaHi /It OTPUMAHHSA 5 LIUKITiB Ximioreparii 6e3 1omaBanHs a60 3 101aBAHHAM OIHIEL 103K
npenapaty Maiinorapr (3 mr/m*/m03a), skuit NPH3HAYallH OJMH pa3 y AeHb 6 nuxiy 1 iHaykuiinol
Teparii Ta OAuH pa3 y meHb 7 muKiIy 2 inTeHcubikaniiinoi Tepanii. Yei nanientn NEPEXOUITH 110
IMKITY 2 iHAyKUiiHOT Tepamii He3anexHo Bix cTaTycy pemicii micis uuKy 1 ingykuiiinoi tepamii. 3a
BIICYTHOCTI aKTUBHOTO 3aXBOPIOBAHHS Oy/l0 peKOMEHIOBAHO NOCATTH KiNbKOCTi Heirpodinis
(AKH) > 1 x 10°/n ta xizskocti TpomGoumtis > 75 x 10%1 nepell 0YaTKOM HACTYIHUX [HUKIIIB
Tepanii. [TauienTu, y sKux He HacTana pewicis micis wakiy 2 IHTYKUIHHOT Tepamii, MOBHiCTIO
NPUIMHSIA  JIIKyBaHHA 3a IIPOTOKOAOM. VYci iHmi mamieHTH MNEePEXONMIM [0 LUKy |
inTeHcudikauiiinoi Tepamii. [TamienTH 3 BuCOKUM Ta MPOMIXKHHM PH3UKOM 3aXBOPIOBAHHS, SIKI MaJIH
5/6 abo 6/6 niniGpamnx cimeiinnx aowopis (IICH), mepexomwtu to TICK micis UKy 1
inTencudixaniitnoi repanii. [TanienTy 3 BHCOKNM pr3HKOM 3axBoproBaHHs nepexoaun 10 TI'CK Big
AILTCPHATHBHOTO /I0HOpa 3a BiAcyTHOCTI [TC/T. Vei namienTn 3 HU3bKHM PU3MKOM 3aXBOPIOBAHHS Ta
Oy/b-sIKi Mai€HTH 3 BHCOKHM Ta NPOMiKHUM PH3HKOM 3aXBOPIOBAHHS, SIKI HE MaId MIAXOIAIIHUX
JIOCHOPIB, NMEPEXOAUIM JI0 MUKy 2 iHTeHCHiKamiiHOi Teparii 3 npenapatoM Maiinorapr a6o Ge3
HBOTO BIJTOBIZHO 10 iXHBOI MOYATKOBOI paHEOMi3zalii 3 HACTYITHUM [I€PEeXO0A0M [0 LHUKIY 3
inTencudikaniinoi Tepamii. Vei nauientu B cTami pemicii Mmamu mepeifth 10 mHEKITY 2
iHTeHcupikaniitnoi Tepanii a6o 10 anorenroi TTCK. Y muki 2 inTeHcHbikaniiHoT Tepanii manieHTH
OTPHMYBaJli npenapar Maiinorapr BiAnmoBigHO 10 iXHBOI MO0¥aTKOBOI paHzoMizawii. [TamienTu B
CTaHi pemicii micas nuioty 2 inTencudikamiinoi Tepanii MEPeXOIHIIH 10 UKITY 3 iHTeHcupikaniinoi
Teparmii.

Byto panomizosaso 532 nauientis 1o rpymu npemnapary Maiinorapr i ximiorepanii ta 531 namienTa
J10 IpyIH TibKK XiMioTepamii. 3aranom 94 % marientis Gy y Bimi Mosozmme 18 pOKiB, a 6 % Gymnu
JOPOCITUMHU; MeliaHHHI Bik cranoBuB 9,0 poky (aiamason Bix 0 10 29 pokis). Cepen nmauienTis 6y1o
49 % womnosikiB, 51 % xiHoK, 73 % mpeICTAaBHUKIB €BporeoinHoi pacH, 11 % npencTaBHUKIB
HETpoIaHOI pach, 5 % asiatie, 11 % iHmWHMX pacoBHX rpym abo 3 HEYTOUHEHO pacoro Ta 18 %
JIaTHHOAMEPHKAHIIB. Po31o/in nanienTis y koxwiit rpymi PH3HUKY 3aXBOPIOBAHHS: HU3BbKUI PH3MK
(23 % mopisasHO 3 23 %), npomixkHuit pusuk (57 % nopiBHAHO 3 57 %) i Bucokuit pusnk (15 %
MOPiBHAHO 3 17 %).

Hlokasu Ha minTpuMKy epexTuBHOCTI Gy/H NpencTaBieHi Yy BHIJIAI BikuBaHOCTI 6e3 moziii (BBIT),
sIKa BUMIPIOBAJIACS Bijl 1aTH BKJIIOYEHHS B JOC/IKEHHS 110 Hee(eKTHBHOCTI IHIYKIiHHOT Teparii,
peuauBy abo cmepri 3 Oyab-akoi npuunan. HeedexTusmicts iHAyKNilHOT Tepanii Bu3HAYaTach SIK
HE3/ATHICTh JOCATTH MOBHOI BIANMOBiAI HampukiHmi mUKTy 2 IHAyKuifHOT Tepamii, a jarta
Hee)eKTHBHOCTI iHyKuiiHOI Tepanii BU3HAUAMACH AK JeHb | OCITIKEHESL, BinHomeHHs pusukis
mng BBIT cknamano 0,84 (95 % MI: 0,71-0,99). PospaxyHkoBuit BiICOTOK malienTiB, y sAKuX
MPOTATOM 5 POKIB He HacTaHe HeedeKTHBHICTS iHAyKIiitHOT Teparii, penu/uB abo cMepTh, CKIIaaB
48 % (95 % [1I: 43-52 %) y rpyni npenapary Maitnorapr i ximioTeparii opiBasHO i3 40 % (95 %
HI: 3645 %) y rpyni Tinbku XimioTeparii.

Hocnioowcenns AML-19 B
3actocysanns npemnapatry Maitnorapr y (hopmi MOHOTepanii ouiHrOBaMH Y JIOCJH mpﬁﬁgnAMﬁﬂg
(NCT00091234), GaratoueHTpOBOMY paHIOMi30BaHOMY BIJIKDHTOMY JIOCITiJE 1 IS

Kéutil dasu 3%
MOPIBHAHHSA mpenapary Mailiotapr 3 ONTHMATBHOW MiATPHMYBAIBHOIO Feparnieto, (OI1
nauieHTis 3 Buepure giaraoctoBanuM ['MJI Bikom a) Gibime 3a 75 POKiB ab0 (’ij Bi GOKIMEr
SIKI MaJIM MOKA3HUK 3araibHoro cTany BceecBiTHbOT opraHi3artii 0XopoHu 3,10p5_“. :
He OaXald OTPUMYBAaTH IHTEHCHBHY XiMiOTepariio. [Mauientn  Gymnn
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cuiBBigHOWeHHI 1 : 1 Ta crpatudikoani 3a Bikom (61-75 pokiB mpotu 76-80 pokis mpotu > 81
pokiB), CD33-no3utuBHEM cTaTycoM GIaCTHHX KITITHH KiCTKOBOLO Mo3Ky (< 20 % mpotu 20-80 %
npotH > 80 % NpOTH HEBIZOMO), MOYATKOBOIO KLIBKICTIO JIEHKOIMTIB (< 30 x 10%1 mportu > 30 x
10°/11), nokasuukoM 3aransHOro crany BOO3 (0~1 nporu 2 npotu 3-4) ta ycranosoo.

[Iporsrom inmykuiiiHoi Tepanii manientam BBOAMIH npenapar Maitnorapr y 103i 6 mr/m? y mess 1
Ta B 103i 3 Mr/™M* y nenp 8. [Manjentn Ges o3max NPOrpecyBaHHs 3axXBOPIOBaHHA a00 3HAYHOI
TOKCHYHOCTI miciis iHAYKUiiHOI Tepamii i3 3acTocyBaHmHsM npenapary Maiinorapr oTpuMyBaIH
NOJATIBITy Tepamilo B aMOyJIaTOpHMX yMOBAX, sKa BKTIOYATa 10 8§ KypciB JIIKyBaHHS i3
3aCTOCYBaHHAM mpenapary Maiinotapr y no3i 2mr/mM* y neds 1 koxui 4 wxwi. Ilamients
TPOZOBKYBAIH TEPAIio, SKILO B HUX HE CHOCTEPIraocst 3HAYHO TOKCHYHOCTI, peruauBy abo
nporpecyBanns 3axsopioBanHs. OIIT Bkmowana crammapTHy NiATPUMYBaJIbHY Tepamilo Ta
3aCTOCYBAHHS IiIPOKCHCEYOBHUHH a0 iHIMX aHTUMETAGOITIB K TATIATHBHOT Tepamnii.

3arasnom, 6ymo pargomizoBano 118 mamientin s OTPUMAaHHs JIIKYBaHHs IpenapatoM MaiiioTapr
Ta 119 nauientis ans orpumanns OIIT. 3aramom, MemiaHHUi Bik Nali€HTIB CTAaHOBUB 77 POKiB
(miamason: 62-88 pokiB), y GinpmocTi mamieHTiB (65 %) nokasuuk 3arameHoro crany BOO3 wa
BUX1IHOMY piBHi cTanoBus Bix 0 zo 1. Buximi XapaKTepUCTHKH Oy 30ataHCOBaHi MiX rpynaMu
JIIKYBAHHS, 32 BUK/IIOYEHHAM CTATi T4 [ATOTeHETHKH. ITopisusno 3 rpynoro OIT y rpyni npenapaty
Maiinorapr 6yna 6inbma vactka xisok (52 % nopiBHAHO 3 39 %) i mamieHTIB i3 HUTOreHETHYHIM
PU3HKOM CIPHATIHBOro/mpomixkaoro mportosy (50 % mopiBHsHO 3 38 %). YacTka mariedTiB 3
HECTIPHATIHBOIO UTOrCHETHKOKO OyJ1a oAiOHOK0 B 060X rpymax (28 % mopisHsHO 3 27 %). Y rpymi
npenapary Maisorapr nani i3 uuToreHeTHKH Gyiu BICYTHI B MEHIIOi 4acTKH mamieHTiB (22 %
nopiBHAHO 3 35 %). Excrpecito anTureny CD33 Ha 61acTHHX KITiTHHAX ['MJI 3a pesynsratamu
[IPOTOKOBOI [HTOMETpIi, MPOBEAEHOI y NEHTpaTbHili nadoparopii, Oyn0 BusHaueHo y 235 3
237 mauientis (99 %); y 10 % namienTis piseHs excrpecii antureny CD33 cranoBus < 20 %.
EQexruBricts mnpemapaty Maiinotapr onimroBand  Ha MiICTaBi MOJIMIIEHHS 3araJbHOI
BrxuBaHocTi (3B). Binnomenns pusuxis (BP) mwis 3B craHOBHIO 0,69 (95% AI: 0,53-0,90); p-
3HAYEHHS 32 2-CTOPOHHIM JIOr-DaHrOBHM KpHTepieMm cranomio 0,005. Menianna 3B cranosuna
4,9 Micsus B rpymi npenapary Maiinorapr nopisusizo 3 3,6 micsns B KOHTPOJBHIM IpyIIi.
Pernmpyrounit a6o pedpaxreprnit CD33-nosurupmuit TMJI

Hocnioocenns MyloFrance-1

EdexruBricts 3actocysanns mpenapary Maiinotapr sk MoOHOTepamii omiHIOBATH B paMKax
nocmipkernst MyloFrance-1, HemopiBHsIBHOrO BIIKPUTOrO JOCTiKeHHS (asu2 3a yyacTio
nopocaux mamienTis 3 CD33-nosutusaaM 'MJI mix gac NEepLIOTro peNMIUBY. Y JOCII/KEHHS HE
BKJIFOYQIU TALIEHTIB 3 BTOPHHHUM JIeHK030M 200 MOMepeIHBO ayTOIOMYHOI 260 ATOreHHOK
TPaHCIUIAHTAMI€I0 CTOBOYPOBUX KiIiTHH. JlocimimKyBaHe MKYBAaHHA BKIIOYAIO OJHH Kype
3acTocyBanHs npemapary Maiinorapr y no3i 3mr/mM? y ami 1, 4 1a 7. Konconipauiiina tepanis
BKJIIOYala BHYTPIUIHBOBEHHE BBEICHHA WHUTapabiHy KOXHi 12 romum nporarom 3 gmis. J{o3a
uuTapabiny cTaHOBWIIA 3 I/M? TS MALIEHTIB BIKOM 10 55 pokiB Ta 1 r/mM? 114 mawienTis BikoM Bix
55 pokiB Ta/aGo mauieHTiB 3 KaipeHcom KpeaTuHiHy <50 m/xB. ITicis nikysamus mpemapatom
Maiinorapr nomyckanacs TpaHCIUTAHTAIIS TEMOMOSTHYHHX croBOyposux kiitia (TT'CK), ate 6ymto
PekoMenzioBano Bixknagatu nposeserns TI'CK monaiivenme ma 90 ami micis 3aCTOCY BaHHA
npenapary MaiinoTapr.

JlikyBauns nmpenaparom Maitnorapr OTpHMa/Ii 57 mauieHTiB. 3araioMm, MeXiaHHMH BiK MAIli€HTIB
CTaHOBUB 64 poku (miamason: 22-80 pokis). Menianna TPHBAICT TIEPILIOi peMicii cTaHOBHIA
10 micsmiB. V' copoka 4oTHpPHOX marieHTin (78 %) Oyna nuroreHeTHKa MPOMIKHOTO PH3HKY, a ¥
12 mauientis (22 %) — BHCOKOTO pH3HKY.

Edexrusnicts npemapary Maitnorapr ouimroBatu ma HIZCTAaBl YacTOTH IIOBHOI ,_genﬁfeﬂ‘;gﬂg%

TpuBasocTi pewmicii. [T’ sTHagusTe nanientis (26 %: 95% AL: 1640 %) nocsrnu & r}glemljoﬂ.gd 0}
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KypcCy 3acTocyBaHHA npenapary Maiinorapr. MeianHa BHXKHBaHICTD Ge3 PELMABIB, PO3paxoBaHa,
BIJl IaTH IepLIoi 3a10KyMeHTOBaHoi [IP 10 matu PENMIUBY ab0 JIETATBHOTO HACTIAKY, g;fﬁ?H/OBuna%\E
11,6 micss. || . hoWYMEHTIR $3);
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Dapmaxokinemuxa.

Kuiniyni gani 3 papmakokinetuxu (PK) ms cxemu 3aCTOCY BaHHS JpOOHHX 7103 BiACYTHI. Y BHTIA/IKY
11031 9 Mr/m? reMTyaymaGy o3oramituHy (2 go3u 3 iHTepBagoM y 14 quis) KoHueHTpawis Cmax micis
TepIoi Jo3H B MALIEHTIB, SKUM BBOIMIM 9 Mr/mM? reMTy3ymaby o3oraminuny, cranoBuia 3,0 Mr/n i
MiABHIYBatacs 10 3,6 MI/J1 micist ApyToi 103u.

Po3moii.

N-aterni-ramma-KanixeaMilie JMMETHITIApasuy npubau3Ho Ha 97 % 3B’s3yeThes 3 Giikamu
TUTa3MH JIFOJMHH iR Vitro. 3a pe3ybTaTaMH MOy NiHHNX aHanizis ®K 3aransHuit 06’eM po3moaiy
aututina hP67.6 (cyma o6’emiB V1 (6,31 1) a V2 (15,1 1)) y nanienTis craHoBHB mputmsso 21,4 1.
BusejieHns.

Kunipenc (CI) antutina hP67.6 3 miasmu cranosus 0,35 1/roa micas meprmoi 1o3u Ta 0,15 1/roj micis
ApYroi 1031, 3MEHIIEHHS CTAHOBHJIO NpuOmM3HO 60 %. TepMiHambHuUi epiol HamiBBUBEAEHHS (t1;)
aHTuTina hP67.6 3 nasmu cranoBuB 62 rouHy Mic/s nepoi 034 Ta 90 roJuH mic/Is ApyToi Jo3H.
MeTtabomi3M.

Pesynbratu pociimkens in vitro nokasany, mo N-aueTdiI-raMMa-KaTiXeaMilluH TEMeTHITiApasH
aKTHBHO MeTabOJi3yeThesA, IIEPEeBaXKHO dYepe3 HeepMEHTHE pO3IICIUIEHHS HMCY/Ib(iaHOro
(dbparmenTy.

OxpeMi rpyIH MarieHTis.

Bix, paca, crars, nerke abo momipHe mopymenss ¢yukuii Hupok (kiipenc kpeatuniny (Cler) 3a
dopmynoro Kokpodra—Tonra 30-89 mi/xs) aGo nerke mopymenns (GYHKII MeYiHKH He Majid
KJIHIYHO 3HAaYyIIOro BILUIHBY Ha (hapMaKOKiHETHKy remMTy3ymaly o3oraminuuy. dapMakoKiHeTHKa
reMTy3ymMaly 030raMil[uHy B MAli€HTIB 3 TSHKKUM MOpyIIeHHsSM GyHKii Hupok (Cler 15-29 Miv/xB)
abo momipuuM (3arambHui GimipyGin Bix > 1,5 x BMH (Buma mexa mopmu) mo 3,0 x BMH) i
TSOKKUM TOPYIIeHHSM QyHKIi nedinky (3aransuuii 6inipy6in > 3 x BMH) nesigoma.

Iayienmu nimuvo2o 6ixy.

3aCTocyBaHHsr npenapaty Maiinorapr y komOiHarii 3 ,uayﬂopyﬁluHHOM 1 nuTapabiHOM Y TOPOCITHX
Mallie€HTiB 3 BIepIIe AiarHOCTOBaHUM de novo ['MIJI mmpHMy}oTb pe3yIbTaTH PaHIOMI30BaHOIO
KOHTPOJILOBAHOTO MOCTiKEHHS 3a y4acTio 50 mauieHTiB BikoM > 65 pokiB. Mixk [uMu marieHTamMu
Ta MOJIOAUIMMH TallieHTaMH HE CIIOCTEepirajiocs 3arajbHHUX BiAMiHHOCTEH y Oesmednocti abo
eq)eKmBHocn npernapary. 3aCTOCyBaHHSl npenapary Maﬂno"rapr y bopmi MoHOTeparii y JlopocuX
NalieHTiB 3 Bnepme miarmoctoBammM I'MJI miaTpUMYyIOTH pe3ynhTATH paHZOMi30BAHOTO
KOHTPOJILOBAHOTO JOCII/DKEHHSA 32 yyacTio 118 mauientis, ski oTpuMyBanu JiKyBaHHS IpenapaToM
Maanapr Bik ycix mamienTiB mepesumtysas 60 pokiB, a Bik 65 % mamieHTiB [epEBULIYBaB 75
pokiB. 3aranbHuMX BiIMiHHOCTEH B e(EeKTHBHOCTI MpemapaTy 3aieXXHO Bil BiKy MAIEHTIB He
criocTepiranocs.

3acTocyBaHHS npenapary Maiinorapr y ¢opmi MoHOTeparii /st TiKyBaHHsS pElMAMBYIOHOTO abo
pecbpamepﬂoro I'MJI niaTpumyioTh pe3yJIbTaTH HENOPIBHSUIBHOTO AOCIIDKEHHS 3a y4acTio 27
mamieHTiB BiKOM Bif 65 pokiB. MiX IHMH NalieHTAME Ta MOJOJIIMMH MAIICHTAMH He
CIIOCTEpiranocs 3aralbHUX BiIMIHHOCTEH B edeKTHBHOCTI mpemapary. Y HamieHTiB JTHBOTO BIKY
criocTepiranacs BHINA YacTOTA BUHHKHEHHS Tapsyku, a TakoXk iH(EKIid THKKOro abo BHIIOTO
CTYIEHS TSKKOCTI.

Kainivni xapakrepucruxu.

Iokazanna.

JlixyBauHs Briepie miarHocToBanoro CD33-mo3MTHBHOTO TOCTPOro Mi€NOITHOTO NeHKo3y B
JIOPOCIHX 1 AiTedt BikoM Biax 1 micsus.

Jlikyanns penuauByrouoro ado pedppakrepuoro CD33-mo3uTHBHOrO FOCTPOrO MIEJIOITHOTO
JeifKo3y B I0pOC/HX i AiTel BikoM Bif 2 poKiB. ] palne

IIpomunokazanns.
Hpenapa'r Maiisiotapr NpoTHNOKAa3aHWH MALi€HTaM Yy SKAX B
TiNepYyTIMBICTh 0 [F0YO0I PEYOBHMHH, KOMIOHEHTIB a6o nonomm&mx
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3apeectpoBani peakuii BKTIOYATH aHadinaktuyHi peakuii  (qus. posaimi  «Oco6nuBocTi
3acTocyBanHs» Ta «ITo6iuni peakii).

Bzaemooin 3 inmumu nikapcokumu 3acobamu ma inwi 6udu 63aemooiii,

Kniniuni gocmimkenss s3aemonii 3 immvu JUKAapCHKUMH 3aC06aMu He MPOBOIHITHCA.
Jlocnimkenus in vitro.

Y kaiHiYHO 3HAYY IUX KOHIIEHTPALISX reMTy3ymal 030raMiliuH MaB HH35KHi MOTEHIia)l 3a3HAYEHHX
HHJKYE B3aEMOJIiH.

Inzibyeanns pepmenmis yumoxpomy CYP450: CYP1A2, CYP2A6, CYP2CS, CYP2C9, CYP2C19,
CYP2D6 ta CYP3A4/5.

Y krniHiuHO 3HadymHMX KOHUEHTpawisx N-areTui-raMma-kazixeaminus JUMETHITIAPA3H MaB
HU3BKHUH MOTEHIII A 3a3HAYEHUX HIKYe B3a€MO/I1.

Inzibysanns ghepmenmis yumoxpomy CYP450: CYP1A2, CYP2B6, CYP2CS, CYP2C9, CYP2C19,
CYP2D6 ta CYP3A4/5.

Inoyxyisn gpepmenmis yumoxpomy CYP450: CYP1A2, CYP2B6 1a CYP3A4.

Incibysanns  pepmenmis ypudunduqbocqbam—eﬂJoxypouiﬂmpanc@epasu (VAD-IT): UGTIAL,
UGT1A4, UGT1A6, UGT1A9 ta UGT2B7.

Ineibysanns mparcnopmepie nikapcokux 3acobis: P-rnikonporein (P-gp), Ginox PE3HCTEeHTHOCT]
paKy MmomoyHoi 3ano3u (BCRP), TPAaHCIIOPTEPH OpraHiYHUX AHIOHIB (OAT)]I Ta (OAT)3,
TpaHcroprep opramiynux Kariowis (OCT)2, TPAaHCTIOPTHI NOMINENTHM OPraHiyHMX aHIOHIB
(OATP)1B1 ta OATP1B3.

Ocobnugocmi sacmocysanns.

['enarorokcuunicTs, BrmoYHO 3 BEHOOKJIFO3UBHOO XBOpo6oro (BOX) nmeyinky.
Y mnauientis, sxum 3acTocosyBamu mpenapar Maiitorapr sk MOHOTepaniro abo y ckmazi
KOMOIHOBaHOT CXeMH 3 XimioTepaniero, 6yu 3apeecTpOBaHi BUIIAIKH F€IaTOTOKCHYHOCTI, BKITIOYHO
3 HEOC3MEYHUMH ISt SKUTTS T4 1HOJ JeTatbHEMM BunaakamMu BOX (xus. posain «[To6iuni peaxii).
Y pamkax pocmimxenns ALFA-0701 Burazku BOX Gymu 3apeectpoBani y 6 3 131 namienta (5 %)
NpoTarom abo micist JiKyBaHHS lIpenapatoM Maitnorapr, a6o micas monamsmof TpaHCIUIaHTaIli]
TCMOMOCTHIHUX CTOBOYpoBUX KiituH (TT CK). Meniannnit wac sig 3aCTOCYBaHHS Mpernapary
Maiinorapr 1o sunukzenns BOX cranosms 9 muiB (miamazon: 2-298 IHIB), 5 BUNAIKIB BHHUK/IH
npotarom 28 muiB micas Gyap-skoi 1031 nipenapary Maitnotapr, a 1 Bumagox BHHHK GLIBIT Hix
depes 28 HIB micis ocTaHHBOI 103H npenapaty Maitnorapr. Tpu 3 6 pumagkis BOX Oymu
Tetanbuumu. Takox BOX 6Gyma 3apeecTpoBaHa y 2 MAli€HTIB KOHTPOIBHOL TPYIH AOCHTIUKSHHS
ALFA-0701 miciist 3acTocyBaHHSA B HuX lipenapaty Maiinorapr i nikysamms PeLHIHBYIOYOTrO
I'MIL

Y pamkax pocnimkenns MyloFrance-1 (Maiinorapr 3 mr/mM? y gmi 1, 4 ta 7) Bunankie BOX me 6yi1o
3apCECTPOBAHO B JKOIHOTO 3 57 MaLi€HTIB IPOTATOM 4K mics TiKyBaHHs a60 mics moaansmoi TTCK
ICJIsl 3aBEPIIEHHS JTKYBAHHS npenaparom Maitnorapr.

Y pamkax nocmimxenns AAMLO0531 Burazku BOX Gymn sapeectposani y 25 3 520 MalieHTIB
AHUTSIOTO BiKy (5 %) y rpymi JikyBamms npenaparom Maiinorapr. Bunagkuy BOX OyM netassHAMI
y 2 nmauientis. Cepex 187 mamiemrip AUTAYOrO BIKY, siki mpoiimum TICK s CpyTii JiKyBaHHS
npenaparoM Maiinorapr, BOX Bunuxia depe3 30 guiB micas nposexenns TICK y 20 namienTis
(11 %).

3a pesynbTaramu ananisy gamux PI3HHX JOCITikeHb pu3ik BOX OyB BHIIMM y 0pociux NaLi€HTIB,
AKAM 3aCTOCOBYBAIH BHII 103U Npemapary Maitnorapr sx Mouoreparito, Yy MAUi€HTIB 3 HAABHUM
MOMIPHUM a60 TSKKHM MOpyImeHHsM QyHKIIT neyinku 10 OTPHMAaHHS IIpern aﬁﬂmﬂ Tapr, y
MAIieNTIB, SIKi OTpUMYBasH npenapar Maitnorapr micns TI'CK, i B NaLienT] @ ﬁgi"ﬁﬁ(gﬁihhg 1 CK
MIiCIIs TiKyBaHHS npenaparom Maitnotapr. V nauientis 3 HassHmM TIOMiPHUNM ATSHKKHM nopﬂﬁeﬁﬁ‘t;{l\q
byHxuii nevinku 10 tikyBanns lipenaparom MaitnoTapr iMosipricTs poasnﬁcnyOX 6ifa 1y )
BHINOIO MOPIBHAHO 3 maimicHTaMu 6e3 MOMIPHOTO/TSKKOTO  TIOPYLICHHS | yHRI tﬁ'
BHXIZHOMY piBHi. V mamienris, sxi IIPOXOMHIIH JTiKYBaHHS IPENapaToM Mafi;;i\orgpi* q%é
3axsoprosanns micias TI'CK, imosipricTs po3Butky BOX 6ynma y 2,6 pmuhﬁy;%e UGB
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nauienramu 6e3 nonepeausoi TICK. V nawienrtis, sxi npoitin TI'CK miciis nikyBanHs npenapatom
Maiinorapr, imoBipHicTs possutky BOX micis TI'CK Oyma y 2,9 pasu BHIIOIO NOpIBHAHO
3 nauientamu 6e3 TI'CK miciis mikyBaHHs npenapatoM Maiinorapr. He3Baxarouu Ha e, mo He 6yi10
BHABIICHO 3B°S3Ky MiX BHHMKHEeHHSM BOX i yacom nposeznenHs TI'CK B ymoBax 3actocyBanus
BUINUX 7103 npemapaty Maiuiotapr sk MOHOTeparii, 3a pesy/sratamu nocmimkens ALFA-070]
PCKOMCHYETBCS NOTPUMYBATUCS IHTEPBATY y 2 Micami MiXK OCTAHHBOI 0300 npenapary
Maiinorapr i nposenennsm TI'CK. V pamkax mociimkeHHs MyloFrance-1 »omen mnamienT ne
npoimos TI'CK npotsrom 3,5 micsug micns mikyBanns npenaparom Maitorapr.

Ilepen koxxHUM 3acTocyBaHHIM npenapaty Maiinorapr norpi6ue BusHauenns pipuis AJIT, ACT,
3araibHoOro Oitipy6iHy Ta ysxkHOI hocdarasu. [Ticas sikysanns npenaparom Maiinorapr norpiben
HacTHH MOHITOPHHT Ha HaABHICTB O3HaK i cummToMiB BOX; BoHH MOJKYTb BKJIIOYATH IIiJABHIICHHSA
piBHiB AJIT, ACT i 3aransHoro OinipyOiny, renaromeraiito (Moxe 6yTH 00JticHOFO), MIBHAKMH HaGip
MaCH Tijla Ta aciUT. MOHITOPHMHTY TiBKH PiBHS 3araibHOro 6inmipy6iHy Moke OyTH HEIOCTATHEO IS
BHABJICHHS BCIX IIAIi€HTIB 3 pusnkoM BOX. YV pa3si BUHWMKHEHHS BiIXWIEHb y pe3yIbTaTax
IEYiHKOBHX P06 PEKOMEH Ty €ThCS I1i ABHIIHTH 4aCTOTY MOHITOPHHTY pe3yJIbTarTiB [e4iHKOBHX P0G
1 MOHITOPHHTY Ha HAsBHICTh KIIHIYHAX 03HAK i CHMITOMIB renatoTokcuyHocTi. [lanienTu, sxi micis
nikyBaHHS npoxoaats TI'CK, MOTPEOYIOTh 4acTOTO MOHITOPUHTY pe3yJIbTATiB MEdiHKOBHX npo6
npotsarom nepiony micns TI'CK 3a gouinsHocrTi.

H1st ycyHenHs 03HaK a60 CHMITOMIB reNaToOTOKCHYHOCT CITLI THMYACOBO 260 MOBHICTIO PUITHHHUTH
3acTocyBanHs npenapary Maitmorapr (muB. posgin «Crocio 3aCTOCYBaHHsA Ta H03u» ) VY pasi
BuHUKHEHHA BOX HeoOxinHO moBHicTIO mpHmmHHUTH 3aCcTOCyBaHHs mpermapaTy Maitnorapr i
IPOBOIUTH JIiIKYBaHHS BilIIOBIHO 10 CTAHAAPTHO! MEIUIHOT [IPaKTHKH.

Iudysiiini peakiii (BKIIOYHO 3 aHadinakTHYHEMH peaKItisamu).

[Tiy vac a6o mporsrom 24 romus micis iHQys3ii npenapaty Maiiiorapr MOXyTh BUHUKATH HeGe3meuri
AU KUTTS 200 seTanbHi iHys3idini peakuil (qus. posin «ITo6iuni peaknii»). O3uaku a60 CHMITOMH
iHDY3ifHAX peakuii MOXYTh BKIHOYATH rapsuKy, O3HOO, TiMOTEH3i0, TaxikapAio, TilOKCilo Ta
JHXaJIbHY HEIOCTATHICTS.

[Tepen indysiero npemapary Maiinorapr noTpibna mpemenmkamis (auB. posmin  «Croci6
3acToCyBaHHsA Ta 103u»). [Tix vac indysii motpiGen wacTuit MOHITOPHHT OCHOBHHX I10Ka3HUKIB CTAHY
opraismy. V pasi BAHUKHEHHS 03HAK iH}Y3iitHOT peaxiii, 0co0IMBO 3aMH K, GpoHXOCTaZMy a6o
TinoTeHsii, HeoOXiAHO HeraiHO IPHIHHATH iH(ys3ito. Heo6xiano mpoBoautn MOHITOPHHT Malli€HTiB
i1 yac i moHaiMe e npoTaroM | FOIMHN mic/s 3aBepLICHHS iH(Y3ii a00 10 TOBHOrO 3HUKHEHHS
O3HAK i CHMITOMIB. Y pasi BHHHKHEHHS 03HAK 200 CHMIITOMIB aHa(iTaKTHYHKUX peaKIlii, BKIFOYHO
3 TKKHMH PECNIPAaTOPHHUMH CHMIITOMaMH abo KIiHIYHO 3HAYYIIOK TiMOTEH3i€r0, HEoOXiaHO
TIOBHICTIO IPUITHHATH 3aCTOCYBaHHs IIperapary Maiinorapr (qus. poszin «Croci6 3aCTOCYBaHHS Ta
JI031»).

Kpororeua.

Maitnorapr — wmienocynpecuBHuii Npenapar, sKHi MOXe CIPUYHHUTH JeTaqbHy aGo Hebe3neuny
JULA XUTTSA KPOBOTEHY BHACIIIOK TPUBAIO TpOMOOIMTONEHIT. Y pamkax nocuimkents ALFA-0701
(Maitnotapr y kom6inarii 3 XIMIOTEpani€eo) BHIAKH KpPOBOTEui BCiX CTYNEHIB THXKKOCTI Ta
crynens 3—4 Gymu 3apeectpoBani y 118 i3 131 namienra (90 %) ta 27 3 131 nauienra (21 %)
BiNOBINHO. JleTanbHi BUMAIKK KpOBOTeHi (BKJIIOYHO i3 mepebpaabHOL, BHYTPILITHBOYEPEIHOIO T
CybOaypatbHOIO remMaTomMamu) Gym 3apeectpoBati y 4 3 131 mamienta (3 %). TpomGouuTOneHis 3
KUTBKICTIO TpoMGOIuTIB < 50 % 10%/1 TPUBATICTIO MoHa 42 i Gy:ta 3apeecTposana y 19 marienTis
(19 %) npotsrom dasu ingykuiiteoi Teparii (auB. posnin «[ToGiuni peakmii»). YacTka mamientis 3i
CTIHKOIO TPOMGOLUTONEHIEIO 3pOCTANA 3 KiTBKICTIO (ha3 nmixyBanmus it 6yna BHIIOIO jﬁﬁ%,"a“iem‘iﬂ’

SIKI OTPUMYBAJTH JTIKYBaHHS TPENIapaToM Maiinorapr y xom6inamii 3 ximimcggmefif‘oé{?ﬁbv ABHSIHO 3
o TN .

. s . R . . . . e sy ABH
[Talfl€EHTaMHu, fAKl1 OTPUMYBAJIH TUIBKHA XIMIOTEpAII (I[HB. po3aia «IToOiyni pg%m}l})j.'_‘ &,

Y pamkax nociimkenns AAMLO0531 neransaa KpPOBOTEYa BUHHKA/A B 3 i3__§2‘(}z'ﬁé1[i€HTiB I g}i‘gﬁ{pro
Biky (<1 %). Bumazku kpoBoTeui crymens 3 ao 4 Oymu 3apeec*rp013a}ﬁz'n‘ 66 30520 namgéiTis

; 0 . . v 2l . OOKYMEHTIE” o %
AuTayoro Biky (13 %) y rpymi nikyBamus npenaparoM Maiinorapr. \ N
Y pavikax zocsimkenns AML-19 (Maitotapr y opwi MOHOTeparii y ,uo*;’f{x’% Mr/m? y/ﬂ;éﬂ.ﬁfl Ta

.p“x 4
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283 111 nanienris (25 %) ta 14 3 111 nauienris (13 %) Binnosiano. Jletansauii BUNaTOK KpPOBOTEUi
OyB 3apeectpoBanuit B 1 3 111 nanienris (1 %). Y pamxax nocnimkenns MyloFrance-1 (Maitnorapr
Yy (opmi mMonoTepanii B 103i 3 Mr/m?) BHmamku KpoBOTe4i cTymens 3 Gynu 3apeectposani B 4 3
57 nauientis (7 %), ate B >KOAHOTO MAMIEHTA He 0yJ10 3ape€ecTPOBAHO BUNA/IKIB KpoBoOTeHi cTynens 4.
Ilepen xoxHEM 3acTocyBanmsm upenapary Maiinotapr noTpiOHe BH3HAYEHHS NOKA3HMKIB
KIIIHIYHOTO aHANi3y KpOBi, a TaKOK MOTPiOeH YacTHii MOHITOPHHT MOKA3HHKIB KITHIYHOrO aHamisy
KPOBi ICIA JKYBaHHA Npenaparom Maiiniorapr 10 3uuxHeHHs wMTOMeHIT. [Iporsrom xypcy
JIKYBaHHS TIPENapaToM Maiinorapr norpien MOHITOPHHI NAUi€HTIB HA HASBHICTD O3HAK i
CHUMNTOMIB KpoBoTewi. JInd yCyHeHHS TsHKKOL KpOBOTEYl, KpPOBOBWJIMBY a6o0  cTiiikoi
TPOMOOLMTONEHIT CIiA BiKIacTH a60 MOBHICTIO UPUITHHATH 3aCTOCYBaHHA npenapary Maitaorapr
(mB. posain «Croci6 3aCTOCYBAaHHS Ta J03U»), a TAKOK 3a0e3MeuuTH HiATPUMYBAJIBHY Tepariio
BI/IIOBITHO 10 CTaHAapTHOL TIPaKTHKH,

[loopxxenns inrepany QT.

VY namienris, ski OTPUMYBAIM JIIKYBAHHS (HIIMMHU penapaTtamMy, IO MICTATH KaliXeaMiluH,
CIIOCTEPIranocs MOAOBKEHHS inrepBary QT. V pasi 34CTOCYBaHHA mpenapaTy Maitnotapr y
MALI€HTIB 31 CXUIBHICTIO 0 MOOBKEHHS inTepBany QTc B aHaMHe3i, ski 3aCTOCOBYIOTH JTiIKAPCHKI
3aco0H, WO MonoBKyoTs iHTepBat QT, a Takox Y TAUi€HTIB 3 eNEKTPOTITHAM AHCOATAHCOM
HEOOXiJHO MpPOBOAKTH enekTpokapaiorpadiro (EKI) i BuszagaTu PIBEHb €JIEKTPOIITIB mMepen
TOYATKOM JIiKyBaHHS Ta 32 HEOOXIHOCTI POTATOM 3aCTOCYBaHHS TIpenapary.

3actocyBanus B ymosax ['MJI 3 HTOreHETHIRIM PHIHKOM HECIPUATIUBOTO IIPOTHO3Y.

3a pe3ybTaTtaMy aHATI3iB 110 MArpynax y pamkax nocmimkenas ALFA-0701 AO/aBaHHs [Ipenapary
Maiinorapr no cranmapraoi komGinoBaHOT XiMioTepanii He MOKpAIIYBATO MOKAZHUKY BH)KMBAHOCTI
0e3 moxilt y miarpymi mnamientis i3 HHTOTCHETHYHHM PH3HKOM HECTIPHATIMBOTO MPOTHO3Y
(BimHOmenns pusukis (BP) 1,11; 95% noBipunii intepsan (JII): 0,63—-1,95). V nauienTis, sxi
OTPUMYIOTH JTiKYBaHHS IIPEMapaTOM Maiinorapr y kom6inaii 3 JayHOpyO6iluHOM i nuTapaGinom s
MUKyBAaHHS BIEpIIE jarHOCTOBAHOLO de novo I'MJI, micns orpumanms —pesymbTaTis
LUHTOTCHETHYHOTO aHATIi3y CII/ POIIISHYTH, Ui MepeBakKac MOTeHIiHHA KOPHCTE Bijl IPOJAOBKEHHS
JIKyBaHHS IIpenapaToMm Maiinorapr pusuxu B nesroro mamienta.

EmGpioderanbna TokcnunicTs.

3Bakalo4M Ha 0COGIMBOCT] MeXaHi3My [ii Ta pe3yasTaTH HOCTiDKEHE Ha TBapHHax, Ipemapar
MaiioTapr Moxe CHPHYMHUTH HIKi UTHBHI BB Ha ILTA Y pasi 3aCTOCYBAHHS BAriTHHM KiHKaM. V
XOZi I0CITi UKEeHb Ha TBAPHHAX reMTy3yMab 030raMiliH CIPHYHHUB eMOpiodeTabHy TOKCHYHICTS,
MOYMHAIOYH 3 103H, CKCIO3HLis K0T Gy/a mpuGIH3HO 0,4-KpaTHOKO /10 eKCITO3HIIT MaKCHMAIBHOT
PEKOMEH/I0BaHOI 1031 B JIFO/Ielf HAa OCHOBI 3HAYEHE IJTOLII ITi/{ KPHBOKO 3aJI€3KHOCTI KOHIIEHTpaii Bif
qacy (AUC).

Cuix pexoMentyBat skinkam 3 PETIPO/yKTHBHHUM MOTEHLIAIOM 3aCTOCOBYBATH e(eKTHBHI METOIH
KOHTpaNeNLii MPOTAroM Kypcy JKyBaHHS IIpermapaToM Maiinorapr i monaiimenme IPOTATOM
6 MicAIiB micna OCTaHHBOI 103H npemnapary Maitnorapr. Crin PEKOMEHIyBaTH 4YOJIOBiKaM 3
MapTHEPKAMU 3 PEIPOTYKTUBHUM MOTEHIIATOM 3aCTOCOBYBATH €(DCKTHBHI METOAM KOHTpaueNLii
[IpOTATOM Kypcy JIKyBaHHS mpenaparoM Maiinotapr i moHaiiMerme NpOTAroM 3 MicALiB micis
OCTaHHBOI 103U IpenapaTy Maiinorapr. Citix nonepeautu BaritHEX KiHOK PO NOTEHIIHHUM PU3HK
Ansa mnona. Cii peKoMeHIyBaTH KiHKaMm 3BEPHYTHCA 110 IXHBOTO JIKaps B pasi BariTHOCTI a6o
MiZIO3PH Ha BariTHICTE IPOTArOM Kypey JIKYBaHHS NpernapaTom Maiinorapr (mus. po3zaimm
«3acTocyBaHHs y Hepiox BariTHOCT] aGo FO/TyBaHHA TPy IUTIO»).

3acmocysanna y nepiod sazimnocmi aéo 200Y6aHHA 2pydodio.

BaritHicTe. -
. t - Ty, i
3Bakaloun Ha 0coOIMBOCTI MEXaH13My 111, nperapar Maitnorapr moxe cnpn;—,yﬂrﬁﬁ:u?nk TUBHI
. . . a o = &7 abBHug . N
BILIMB Ha LAy pasi 3aCTOCYBaHHS BAariTHAM xinkam. Ha cboromi BLICYTHI q@ﬁr\npé 3acﬁ£ot_‘aa/‘ HS

) =

nperiapary Maiinotapr y BaritHEX KiHOK, TOMY Hapas3i HEMOKIHUBO OMIHUTH OB’ SI3aHHE: 3
HMpENapaToM pusuK. ¥ XOAi A0C/i/UKeHb BILHBY Ha PCIPOJYKTUBHY CHCTeN -TBa H%I”ﬂel
030TaMilluH CIPHYHHKB emOpioderanbry TokcHuHicTB, y TOMy tn«rcnii'f_"- zfﬂ_oﬂ% 1, )
MOPYIICHHS PO3BHTKY, KO CHCTEMHHH BILTHB Ha MaTepHHCHKHIL Opramisw § ‘ﬁ? 0,4-xpa
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BIUTHBY MaKCHMAJIbHOI PEKOMEH/OBAHOI [03M B MIOJell Ha ocHOBi 3mauens AUC. Heobxigno
[IOTIEPETUTH NAL[IEHTKY TPO MOTEHUIHHUI PH3UK 1S TIT0/IA.

OuikyBauuii GpoHOBHI pu3HK PO3BHTKY TSKKHX BPO/DKEHHX Je(eKTiB i BUKMIHS UTA 33a3HAYEHOL
TPYIIH [allieHTiB HeBiqomuit. Vi BariTHOCTI MaroTh (hoHOBHI PU3HK BPOIKEHUX Ne(eKTiB, BUKHIHIB
abo iHmmX HeGaXkaHUX HACTiKIB. Y 3arambHii rpyni nauientis y CIIIA ouixypanuit hoHOBHH pusHK
PO3BUTKY 3HaYHHX BPOJUKCHHX Ne(eKTiB i BuKMAHA B pasi kiiHiuHO MiATBEP/UKEHO] BariTHOCTI
CTaHOBHUTH 24 % Ta 15-20 % Biamosiaxo.

lonyBanHs rpyuto.

Ha ceorommimmiit gens BincyrHi nami PO MPHCYTHICTh TeMTy3ymaby o3oramimmuy abo ioro
MeTaboJIITiB y IpyHOMY MOJIOL JKIHOK, BILUTHB Ha HEMOBIIAT, AKHX I'OJYIOTh IPYILI0, a00 BILIMB Ha
BUPOOIEHHs MOJIOKA. Uepes MOKITHBE BUHHKHEHHS CepHO3HUX MOGIYHUX peakiliif y HEMOBIIAT, SKHX
TOIOTE IPY/UTIO, CITiZl PEKOMEH/IYBATH JKIHKAM HE TOXyBaTH TPYJI0 IPOTArOM Kypey JIiKyBaHHs
npenaparom Maiinotapr i monaiimenmme npotsrom 1 micss mics 3aCTOCYBaHHS OCTAHHBOI J103H.

KiHKH Ta HOIOBIKY 3 PeNPO/IYKTHBHUM MOTEHIATOM.

[Ipemapar MaiinoTapr Moe CHPHYMHATH WK UMBEE BB Ha eMOpioH abo miig y pasi
3aCTOCYBAHHS BariTHiM KiHI.

[lepen mouarkom 3acrocyBanms npemnapary Maiinorapr y sKiHOK 3 penpoyKTHBHHM MOTEHIHATOM
HEOOXiTHO MPOBOIUTH TECT HA BATITHICTb.

Kontpanenttis.

Kinku.

Crin pekoMeHIyBaTH JKiHKaM 3 PENPOAYKTHBHUM MOTEHIIIAIOM 3aCTOCOBYBaTH eheKTHBHI METOTH
KOHTpalemnuii MpoTAroM Kypcy TiKyBaHHS npenapatoM Maiinotapr i imosaiimenime mporsrom
6 MicALiB Mmic/Is OCTAaHHBOT 103H.

Yonosiku.

Cuti pekOMeHTyBaTH 4YomoBiKaM 3 MapTHEPKAMH 3 PeNpOAyKTUBHUM MOTEHIIAIOM 3aCTOCOBYBATH
eeKTHBHI MeToaM KoHTpamemii MPOTATOM  Kypcy JIKyBaHHS IpernapaTom Maiinorapr i
IOHaAMEHIIIE TTPOTATOM 3 MiCAIIB Mic/T OCTAHHBOT J103H.

beammiyis.
Kinru.

3a pesymbrataMH JOCTiIKEHb Ha TBapuHax npernapar Maiiotapr Moxke BrMBaTH Ha KiHOWY
(bepTHIIBHICTE.

Yonosiku.

3a pesynbTaTamMu JOCHiIKeHs Ha TBapuHaX npenapar Mainotapr Moxe BIUIMBATH Ha 4OJIOBIUY
(bepTHIbHICTE.

30amnicme enaueamu na weudkicme Peaxuii npu Kepysanui A6MOMPAHCROPMOM ADO IHMWUMU
Mexanizmamu.

[Ipenapar Maiinotapr Mae momipHuit Briis Ha WIBU/KICTh peakiil Ipy KepyBaHHi aBTOTPAHCIIOPTOM
abo poboti 3 iHmHME MexaHisMamu. [TamiEHTH MarOTH Oyt mpoingopmoBani, Mo y HEX MOXke
BHHUKHYTH BTOMIIIOBAHICTB, 3al1aMOPOYEHHS a60 rOJOBHUH i MiJ 4ac JTiKyBaHHS MpernapaTtom
Maiinorapr (aus. posmin «IloGiumi peaxuii»). Tomy cimig Gyt obepexuumu IIPA KepyBaHHi
ABTOTPAHCIIOPTOM a00 IHIIMMH MeXaHi3MaMH.

Cnocié 3acmocysanns ma dosu. ﬁ;%”f‘iffm“\"\
IIpemekanis Ta oco6mmBocTi 3acTocyBanHs. Joot T % Y
Hopocni nauients norpe6yiors npemeqmKanii aneramiHopenom y ifosi 650 Mr 1 BOpaIBEHO
Ta gudenrigpaminom y m03i 50 mr BHYTPILIHBOBEHHO 3a | roguny hils E3'&} F Eﬁ;"?pmy
Maiinorapr, a taxox METHIIIPEHI30I0HOM y /1031 1 Mr/kr a6o anano IMHIM KOPTHE OCTEPOiIOM
B eKBiBa/IeHTHIH 1031 3a 30 XBuHH 110 iH(y3il npenapary Maiinorapr. & % o 55
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[Temiatpuyni nanientu Bikom Bix 1 Micsius notpebyroTh mpemeamkarii aneTaMiHOeHOM y 1031
15 mr/kr (ne Ginbwe 650 mr) i mudenrinpaminom y 103i 1 mr/kr (#e Gimbiue 50 mr) 3a 1 TOIMHY 10
3aCTOCYBaHHA npenapary Maiinotapr i MeTHmpeaHi30M0HOM y 7031 | MI/Kr mepopansHO aGo
BHY TPilIHBOBEHHO 3a 30 XBHIMH 10 indy3ii npemapary Maitnorapr; 4epe3 koxHi 4 roguHy micis
IOYATKOBOI MpeMeUKalil JO0IyCKAEThCS 3acTOCYBAHHS JOJATKOBHX 103 aneTaminoeHy Ta
audenriapaminy. V pasi 6y as-sikux osnax indysiitsol peakuii, Takux sx raps4ka, 03Ho0, TiIoTeH3is
abo sammmka, mig 4ac indysii a6o mporsrom 4 roams micas ii 3aBEPIIEHHS CJIiZl [TOBTOPHO
3aCTOCyBaTH TaKy caMy 03y METHINPEJHI30I0Hy ab0 eKBIBAIEHTHOrO KOPTHKOCTEpOiay (IHB.
po3ain «OcobIHBOCTI 3aCTOCYBaHHSY).

Cuiz 3acTocoByBaTH BiAIOBIIHI 3aX0H ISt 3aM0GiraHHs CHHJIPOMY JII3UCY ITyXJIHHH.

Y pasi rinepieiikonuTosy (KiibKicTh nefKomuTIE > 30 X 10°/n1) mepen 3actocyBaHHMM npenapary
Maiiniorapr pekoMeH Iy eThCst BAKOHATH HHTOPEAYKIIIIO.

Pexomenoosane 0ozysanns.

Brepmie giarnocrosanuit CD33-no3utuBHui de novo I'MJI (xombiHOBaHa Tepanmis).

Hopocai
PexomennoBana 03a mpenapary Maitnorapr wis JOpOCINX CTaHOBHTH 3 Mr/m%. Kypc mikyBaums
npenaparoM Maiiiotapr y ckiazai komGiHoBaHoi Teparmii s JIOPOCIIHX 3 BIIEpLIE JIarHOCTOBAHUM
CD33-no3utuBaum de novo 'MJI Bxmiouae 1 muxn IHIYKIIHHOT Teparnii Ta 2 MUKIH KOHCO/ faiiiHOT
Teparii.
Y pamkax muiity iHIyKUiHHOT Tepamii pexoMmeHmoBaHa 103a npernapary Maiinorapr CTaHOBHTH
3 mr/m? (He Ginbin HiK oxuH bnakon 4,5Mr) y ani 1, 4 Ta 7 y xomGinamii 3 JlayHOpYyOilMHOM i
uuTapadiHoM. V' pasi motpeGM B ApyroMy UWMKT iHAYKIIHHOT tepanii 3ABOPOHSIETHCSI
3aCTOCOBYBATH IpenapaT MainoTapr NpoTaAroM Apyroro UK iHIYKIiiHOT Tepartii.
Y pamKax UMKIiB KOHCOMIAauifHOT Teparii pexoMen10BaHa 103a npenapary MaiinoTapr cTaHOBHTB
3mr/mM? (He Gimbin HiX omHE $nakon 4,5mr) y nems 1 y xomGimamii 3 mayHOpyGiumHOM i
UATapadiHOM.
Himu gixom 6io 1 micays
Pexomeniosana 1032 npenapary MaitnoTapr fuis giteif BikoM Bin | MiCSIs CTAHOBHTE:

* 3 Mr/M® 1t manienTis i3 momero moepxi Tia (ITIIT) 0,6 M2 a6o Ginbime;

* 0,1 mr/kr ans nanientis i3 [T menme 0,6 M2,

Jnst uuxy 1 imykuiiisaoi Tepanii mpemapart Maiinorapr npu3HayaTh 0HOPa30BO B KOMGiHAIIT 3i
CTaHAAaPTHOK XiMioTepamielo. Y Apyromy mukim iHAyKIifHOT Tepanii npernapar Maitnorapr He
3aCTOCOBYIOTH (AHB. po3/iin «PapmakoarHaMiKay).

ITpenapar Maiinotapr He 3acTocoByIoTh y meprmomy aGo TPeTBOMY LUK iHTeHcu(ikamii. ¥V muxti
2 inTencudikamii mpenapar Maii;oTapr npu3HAYAIOTE OIHOPa30BO B KOMOIHAMIl 31 CTaHIaPTHOO
Ximiorepamieto. CitiJi OLWIHHTH PU3MKH Ta MOKJIMBY KOPHUCTB MEpe] 3aCTOCYBaHHSAM IIpenapary
Maiinorapr y muoi 2 intencudikanii (aus. posain «[To6iuni peak1ii»).

Brepuie giarnocropannii CD33-no3urnBuuit [MJI (MoHOTeparis).

Kype nixysanns npemaparom Maitzotapr y (opmi MoHOTepamii 111 mopocimx 3 BIEpLIE
niargocroBanuM CD33-nosutusanv ['MJI BKmOuae 1 IMKJT IHAYKOiiHHOT Tepamii Ta 10 8 nukiis
MOJIAJIBIIOT Teparii.

Y pamkax mEKIy iHAyKUifHOT Tepamii pekomeHzoBaHa 103a npenapaty Maiinorapr CTaHOBHTB
6 Mr/M? (He OOMEKYIOIHCH OTHHM tiakorom 4,5 Mr) y dopmi MoHOTepanii y 1ens Lzadyr/v? (e
0OMeXyIOUHCh OJTHHM (hrrakoHoM 4,5 Mr) y zeHb §. g JKvalna ey,

aBHU,, N

Y pamkax HUKITIB MOAIbLIO Tepamii peKOMEHZOBaHA 103a npenapary Mafﬁgdiapﬁ? c*rafﬁoﬁii;:gb

2 mMr/v* (1e oGMexyroures oM dirakonoM 4,5 Mr) y dopui MoHOTeparii y 465 1 xosxmi 4 T

PennuByrounit abo pedpaxrepunit CD33-mosurusrmii TMJI (MosoTepamis))| 25 ---..DQK,‘,{,’,SHT;B=-'

PexomenzioBana fo3a npenapary Maiiiotapr y dopmi MOHOTeparmii 11s nixyﬁ,@qgﬂ peuuHBY)

abo pedpakreproro CD33-mosurusroro I'MJI y OpOCIHX 1 AiTelt BikoM BiY foQKiB ¢

3 Mr/™* (ae Ginbi X omuH (raxon 4,5 Mr) y mil, 4 ta 7. JlixyBamHs p@tfﬁ%{—i{yjﬁ/ﬂf 0"
. .J."L.,_gjr’.
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pedpakTepHOro 3aXBOPIOBAHHS BKITIOYAE OZMH Kype Teparii npenaparom Maitotapr (aus. PO3aiI
«®DapmMaKouHAMIKa).

Kopexyis 0o3u 6 pasi moxcuunocmi.

Jlo 3BuKHeHHS umMTONEHIT HeoOXimHO [POBOZUTH YaCTHH MOHITOPHHI MOKA3HUKIB KIIHIYHOTO
aHami3zy Kposi. JIo 3HHKHEHHS TOKCHYHOCTI, MOB’SI3aHOI 3 JiKyBaHHAM, HEOOXiIHO IPOBOIUTH
MOHITOPHHT MOKA3HHMKIB KIiHIYHOrO Ta GioXiMIYHOro aHATI3iE KPOBI IPUHAKMHI TpUYi HA THKIEHD.
YCyHeHHS Ieskux moGiuHux peakuii (1uB. posaimu «OcobauBoCTi 3actocyBanHs» 1a «[lo6iuni
peaxuii») Moxke moTpeSyBaTH THMYACOBOro aGo TOBHOrO TPUIMHEHHS 3aCTOCYBAHHS Ipenapary
Maitnotapr. V ta6muui | naseneno Bkasisku IIO/I0 KOPEKIii 031 B pasi remarosioriunoi Ta
HETeMaToJIOr9HOT TOKCHYHOCTI.

Tabmuus 1. Kopexiist 1031 B pasi reMAaTOoJIOTi9HOT Ta HEreMaTONOT 9HOT TOKCHYHOCT]
['emaronoriuna Ta PexomeHnoBani 3axomu
HEreMaToJIoriyHa
TOKCHYHICTh
[lanienty, sxi orpramyioTs npenapar MaknoTapr y ckiiami koMOiHOBaHOT Tepanii
Crilixa TpoMGonuTONEHIsS Hopocni: sKkmo KimbKicTs TPOMOOLIMTIB HE BiZHOBHUTBCS 110

>100 x 10%n NpoTAroM 14 nHiB micis 3anaHoBaHoi gaTu I109aTKy
WHKITY KOHCOMiAamifHol Tepamii (14 mmis micis HOpMauti3arii
TIOKa3HUKIB KPOBI MiC/Is MOTIEPeIHBOro LHKITY ) TOTPiOHO MOBHICTIO
TMPHTTHHATH 3aCTOCYBaHHs penapaty MaiinoTapr (3abopoHsieThes
3aCToCOByBaTH Iperapar Maitnorapr npotsarom KOHCOJigariiHo1
Teparrir)

Hitu: kinexicts TpomGouuTis Y TAli€HTiB MOBMHHA CTAHOBHUTH
75x10°1 mepem HacTymHMM muEKITOM (immykmii  a6o
IHTeHCH DiKaniT)

Crilixa HeHTponeHis Hopocni:  skmo  kimekicTs HEHTpoduIIB He BigHOBHUTBHCH
70> 0,5 x 10°/n1 nporsrom 14 nuiB micis 3aITaHOBAHO] JaTH
OYaTKy LMKy KOHCOMZaumiiiHOl Tepamii (14 amiB  micys
HOpMautizalii IOoKa3HWKIB KPOBI MiC/IA MONEpeaHbOro LHKITY),
MOTPIOHO MOBHICTIO NPHIHHUTH 3aCTOCYBaHHS  IIpenapary
Maiinorapr (3a6oporsterscs 3acToCoByBaTH mpenapat Maiinorapr
IIPOTATOM KOHCOIiAANiHOT Teparii)

Hitu: ximekicts meittpodinis Y TALi€HTIB MOBMHHA CTAHOBUTH
1 x 10%1 nepen HacTymamM mEKIOM (inayxuii a6o inTencudixanii)
Vel mamientu, siki OTPUMYIOTE npemapar Maiinortapr (y dopmi MOHOTeparii abo y ckmazi
KoMOiHOBaHOI Teparii)

BOX [ToBHicTIO npunuHuTH 3acTocyBaHHs npenapaty Maitiorapr (us.
po3in «OcobmmBocTi 3aCTOCYBaHHS»)
3aranpHuit Oinipy6in | e Bimkmactu 3aCTOCYBaHHA npenapary Maiinorapr
>2 x BMH a6o ACT Tta/a6o 0 BiTHOBJICHHS PiBHS 3aragbHOro Oltipy6iny mo <2 x BMH,
AJIT > 2,5 x BMH a Takox pisHiB ACT ta AJIT 10 <2,5 x BMH IEPEN KOKHOIO
JI03010.

* Jlkmo satpumka Mix JBOMA MOCTIZOBHMME iHOy3iamu
MepeBUILye 2 Hi, IPOMYCTHTH 3aILTAHOBAHY 103y

Tudysiitai peakuii o Illpunumuutn  indysio Ta
MEIMKAMEHTO3HE JIIKyBaHHS.

* 3a HeoOXimHOCTI 3acTOCyBaTH are FASEHO
T2/al0  MeTHIIpenHi30M0H i
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Y BUNaiKy JI€rKuX, NOMIipHHX abo THKKEX iH(QY3ifiHHX
peakuii ozpasy micias 3HUKHEHHS CHMITOMIB DO3IJIAAATH
AOULTBHICTE TPOJOBIKEHHS iH(Y3ii 31 WBHKiCTIO He GibIIOIO
3a MOJIOBHHY MIBMAKOCTI 1H(Y3ii, 0 npu3Bena mo peakuii. ¥
pasi peuMAMBY CHMITOMIB [OBTOPHTH ONMCAHY BHIIE

IpPOLEypY. :

* V pasi BUHMKHEHHS TSKKOi iH(ysiitHOi peakuii a6o
Oynb-akoi HeGesmewHoi /s skutrs imdysiiiHoi peaxuil
TOBHICTIO NMPUIMHUTH 3aCTOCYBaHHs mpenapary MaittoTtapr
(auB. po3/in «Oco6IMBOCTI 38CTOCYBaHHSAY)

[umma Tsokka aGo HeGesneuna | o BinxnacTu 3aCTOCyBaHHA  mpemapary Maiinorapr 10

JUISL JKUTTSI HEreMaToJIoriyna BiJTHOBJIEHHS CTYTICHS TSOKKOCTI IK MiHIMYM JI0 JIErKOro.

TOKCHYHICTH e Jlkmo sarpuMka MK JBOMA mOCTiZOBHMME iH]Y3isMu

NEepEeBHILy€ 2 [IHi, TPONYCTHTH 3aILUIAHOBAHY 03

Ckopouenna: AJIT — ananinaminorpanchepasa; ACT — acrapraraminoTpancdepasa; BOX —

BEHOOKITIO3UBHA XBOpoOa; BMH — Bepxus Mexxa Hopmu.

Incmpyxyii' 3 6ionosnenns, pozeedenns ma sacmocysanns.,

[Tix vac BUKOHAHHS MPOLEYP BiHOBICHHS Ta PO3BEACHHS CITiM 3aCTOCOBYBATH BiAIOBI{HI METOIH
acenTHkH. Bixnosnenuit i po3BeaeHuit po3uun npenapary Maiinorapr ciij| 3axumary Bijg cBiT/ia.
Bignopnenns.

1. Maiinorapr — nurorokcuunmit npemapar. Ciig AOTPUMYBAaTHCA HEOOXiTHHX O0COOIMBHX
pOLEIyp MOBOKEHHS 3 IPENapaToM i foro yTumizarmii, !

2. Pospaxysatu 103y (Mr) i HeoGXiaHy KiTbKicTb (rakoHiB npemnapary Maiinotapr.

3. Ilepen BinHOBNEHHAM AaTh ()JIAKOHAM 3 MPENAPATOM AOCATTH KiMHATHO] temreparypu (mo 30 °C)
[IPOTATOM MPUOIH3HO 5 XBUJIHH.

4. BiHOBUTH BMiCT KOXHOTO ()JIaKOHY 3a ZIOIIOMOTOO 5 MII CTEPHIIBHOT BOAHM IUIA iH €KIi# Jy1s
AOCATHEHHS KOHIEHTpaii 1 Mr/ma npenapary Maitiotapr Ta oTpuMaHHs 00’emy 4,5 M (4,5 mr).

5. O6epexHO MOKPYTHTH (IIAKOH /U Kpaoro posunnenns. HE CTPYIIIYBATHU.

6. [TepeBipuTH BiTHOBJIEHHI PO3YHH HA HAABHICTD TBEPJHX YaCTHHOK 1 3MiHH KOJILOPY. BigHOBIEHMI
PO3YMH MO’Ke MICTHTH HEBEMHKI Hempo3opi aGo HamiBIpo3opi Ge3(hopMHi a60 BOTOKHHCT] YaCTHHKH
Gintoro abo maiixe Gi10ro KOIBOPY.

7. Ilpenapar Maiiiorapr He MiCTUTB GaKTepiocTaTHIHHEX KOHCEpBaHTIB.

8. SIK1o BimHOBIEHUI porunH He 3aCTOCOBYEThCA HEralHO, HOTO MOJKHa 30epiraTu B OpUriHATBHOMY
(makoni o 16 romuu y xonommbhuky (2-8 °C) a6o 10 3 TOMMH 3a KIMHATHOL TeMIIepaTypu
(m0 30 °C). BAXMIIIATH BIJ] CBITJIA. HE 3AMOPOKYBATH.

Po3Besienns.
1. Po3paxyBaTtu HeoOXinHuii 06°€M BiZHOBIEHOrO PO3YUHY JIJIsI OTPHMAHHA BIAIOBIHOI 03H Ha
OCHOBI ILIOWII MOBEPXHi Tia mauienta. B3atu meit 06’eM 3 oHOro 260 AEKLTBKOX (rakoHiB 3a
zomomororo  mmpuna. 3AXUIIATH BII CBITJIA. VrTumisysaTd Bech He3acTOCOBAHHIA
BIIHOBIIEHUH PO3YMH, 10 3QTHIIHBCS Y (hIaKOHi.

Mo3n HeodXiaHO PO3BOAMTH 10 HOCATHEHHS KOHUeHTpauil y aianasoni Bix 0,075 mr/mu o
0,234 mr/va BiANOBIAHO 10 323HAYEHHX HUKYE BKA3IBOK.

2. Jlo3u < 3,9 Mr HeoOXiZHO rOTYBATH [UIA BBEIEHHS 33 JOIOMOTOO mnpuna. Jlogatu BigHOBICHUH
Po34MH npenapary Maiinorapr y mmpun, mo Mictats 0,9%-uit PO3YMH HATPIIO XJIOPHAY IS
1H’eKUii, I JOCATHEHHS KiHIEBOT KOHIIEHTpawii y Aiamasoni Bix 0,075 MI/MJE0:234 Mr/Mt.
3AXUIIIATH BIJI CBITJIA. p BN

3. lo3u > 3,9 Mr HeoOXiaHO po3BOAMTH B MIIpULi aG0 B MAKeTi 1Ist B/B i}y ;ii’qs‘}ﬁoniainmgi’n_
(IIBX) 3 mi(2-erunrexcun)dranarom (JIE['®), ne-IIBX nosionediny aﬁcﬁ‘-T §ﬂﬂ€HBj}ﬁH‘[&L}.‘é
BiAnoBigHOMy 06’emi 0,9%-ro posumny Hatpiio XJOPHJlY JUIS 1H €KUM /LT 10 RIAIRS
KOHILeHTpauii y aianaszoHi Bix 0,075 mr/yut 1o 0,234 mr/wo. 3AXMIIATU B; & f

ks
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4. ObepexHO mepesepHyTH KOHTeHHep s iudysii, mo6 nepemimaru PO3BENECHUN pO3YHH.
HE CTPYIIIVBATH.

5. ITicnst pospenenns posunny npenapary Maiinotapr 3 0,9%-uM posduHOM HATPIIO XIOPHIY IS
iH’ €Ki c1ix HeraitHo posnoyaTn iHgysiro. Ko po3seeHnit poszaun He 3aCTOCOBYETHCS HETAWHO,
Horo MoxkHa 36epiratn n0 18 romun Y XomoaunsHuKy (2-8 °C) Ta 10 6 rogmH 3a KiMHATHOL
Temneparypu (o 30 °C). Jlo3sonenwuit mepiox 30epiraHHs 3a KiMHATHO} TeMneparypu (zo 30 °C)
BIUlOYae 4ac, HEeOOXiAHMH JUTA IPUIOTYBAHHS PO3BEEHOrO PO3YHHY, ypIBHOBAXEHHS, SKIIO LiE
HEoOXiaHO, Ta 2 romunu, HeoOXimHi Juig BBeleHHA nauienty. SAXUIIATU BIJ] CBITJIA Ta
HE 3AMOPOXYBATH.

3acTocyBaHHs.

. Mast BBerenns indysii npenapaty Maiisorapr 3actocoByBaTn noJiiedipcy.ibponopmuii
(ITEC) ¢isteTp 3 posmipom mop 0,2 MIKpOHH.

. [Ipotsrom indysii 3axumaru naxer UL BHYTPIIIHBOBEHHOT iH(Yy3ii BisT cBiT/Ia 32 HOTIOMOrOKO
CBITJIOHEIPOHUKHOTO Marepiaiy. [ndysiitHa cuctema He NOTpedye 3aXHCTY Bij CBIiTIA.

. BBozutu possenenuit pozuun POTATOM 2 rOJMH 3 BUKOPHCTAHHAM CHCTEMH IS IHQY3IT 3
noisiniTxIopuy (IIBX) 3 HEI'®, re-JIEI'® IIBX, noieTuieny a6o noniypetany. ladysiio cig
3aBCPIIMTH 10 KiHOA JO3BOJIEHOTO 6-TOJMHHOIO nepiofly 30epiraHHs po3BeaeHOro PO3YMHY 3a
KiMHATHOI TeMnepaTypu (1o 30 °C).

. 3abopoHseTbest 3MimmyBatH a6o OZHOYACHO BBOAMTH MpemapaT Maiinorapr 3 iHmmME
JHKapCHKUMHE 33ac00aMH.

Aimu.

Besneunicts Ta edexrusnicTs npenapaty Maiinorapr y kom6inanii 3i CTaHZAPTHOXO XiMioTepariero
Oyna BCTaHOBNEHA B JiTel BiKOM Big 1| micsus 3 ymepime miarmoctoBammm de novo T'MIJL
3acrocyBanns npenapary MaiioTapr 3a 0uM MOKa3aHHSM HiITPUMYETHCA OKa3aMH  Horo
€(EKTHBHOCTI 3 HANEKHHM YHHOM TIPOBEACHUX 1 KOHTPOIBOBAHHX IOCIiKEHb y Jopociux i3
JOTIOMDKHUMH  JJaHUMH IIONO Oe3MeqHoCTi i edexkTHBHOCTI 3 jOCITIKEHHS AAMLO0531
(NCT00372593) (auB. posmima «IToGiumi peakuii», «®apmakommHamikay). Y JOCITIKEHHS
AAMLO531 Gynu BkmoueHi mamientn HaCTYNHUX BIKOBHX Ipym: 2 MAIi€HTH BIKOM MOJIO/ILIIe
27 nuiB, 94 mauientn Bikom Bix 28 aHis 10 Mosoae 2 pokiB, 225 manieHTiB Bikom Bix 2 POKiB 10
Monoame 12 pokis, 175 namienTis Bikom Bix 12 pokiB 10 momomme 18 POKiB i 36 nmamieHTiB BikoM
Bizt 18 pokiB y rpymi npernapaty Maiinorapr i ximioTeparii. Beameunicrs ta eeKTHBHICTB Mpenapary
Maiinotapr y xom6inanii 3i CTAHIApPTHOIO XiMioTepamiero B iTeit BikoM 10 | MiCAL 3 ymepie
AiarnoctoBanuM de novo TMJT ne BCTAaHOBJICHA.

Besneunicts Ta edextusmicts 3aCTOCYBaHHA Npenapaty Maitiorapr y dopwi MOHOTeparii B iTei 3
ynepiue giaraocroBanum I'MJT ge BCTAHOBJIEHA.

Besneunicts Ta edexrusmicts 3aCTOCYBaHHA npenapatry Maitnotapr y dopwmi MOHOTepamii B
NAIIEHTIB IUTIYOro BIKY 3 PeLlMIMBYIOUHM 260 pedpaxrepanm 'MJT HITPUMYIOTE pe3yJIbTATH
HEMOPIBHSAIBHOTO JOCITIIKEHHS 3a y4acTio 29 naiieHTiB y Takux BiKOBHX rpynax: 1 mamienr Bikom
Bix 1 Micsng mo <2 pokiB, 13 manieHTiB Bikom Big 2 10 <12 POKiB, 15 martienTiB Bikom Bing 12 bi(o)
18 pokis. Ormsx onmcannx y JTepaTypi BUNAAKIB BKMOYaB me 96 naiieHTiB BikoM Big 0,2 10
21 poky. BinmiarocTeit B edhexTuBHOCT] 260 Oesneunocti npenapary 3anexmo i BIKY MalieHTiB He
cnocrepiraocs. I[udopmanis mpo Takmii croci6 3aCTOCYBAaHHS HABOAWTBCS B IHCTPYKI{i i3
3acrocyBanns. besmeunicts i egextuBHiCTS 3aCTOCYBaHHS npemapaty Maiinotapr y bopmi
MOHOTeparii B fiTel BikoM 10 2 pokis i3 penHuByounM abo pedpakrepaum [ MUI 1 BcTanosena.

g7 Sipaiia
p-.'-' v gt AL P =" Ty
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ST 0 ¥

Y nociai kiniunoro 3aCTOCyBaHHs He 0YJI0 3apeecTPOBAHO BHMAIKIB 1103y13aq%ﬂﬁ /@.’ﬁ\ﬁpaTOM
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Hobiuni peaxuyii.

3a3HayeHl HWKYEe KIHIYHO 3HavyIli mobivHi peakiii neranbHo PO3IAAAIOTECSA B IHINKX PO3iaax
niel iHCTpy Kl

¢ [enatoTokcu4micTh, BKIOYHO 3 BOX (auB. po3ain «OcobmuBocTi 3aCTOCYBaHHSI»).

* Iudysiini peaxuii (. poszin «OcoGmmBocti 3aCTOCYBaHHSI»)

* Kposoreua (aus. posnin «Ocobnusocrti 3aCTOCYBaHHS»)

Loceio 3acmocysanns 6 kniniunux oocnidocennsx.

Ockineku iriniuni goctimkenHs TPOBOMATECA 33 1yXKe PI3HMX YMOB, He MOXKHA Ge3rocepeaHbo
TNOPIiBHIOBATH 4YacTOTy BHHHKHEHHS ITOGIYHUX PeakKUii y KIHIYHEX IOCTiIKEHHAX OIHOrO
Npernapary 3 BiANOBIAHAM MOKA3HUKOM y KIiHIYHHX JOCTIKEHHSX HIIOro npernapary i o4ikyBaTu
TaKol )X YaCTOTH Ha MPAKTHIII.

Kowmbinopana teparnis s sikyanms srepire iarHocToBanoro CD33-mosutusHOro de novo IMJIL.
Besneunicts npenapary Maitnorapr y cknani kom6inosanoi Tepanii nepuroi minii ouiHIOBaTH Y 1BOX
IPOCHEKTUBHUX KIIHIMHHX JOCIiKEHHSX: A0CITiKEHHS ALFA-0701 y nopocmux i mocmimkenss
AAMLO0531 y niteii.

Hocnioxwcenns ALFA-0701

Busnauenus Gesneunocti npenapaty Maiinorapr 3mr/mM® y mmil, 4 Ta 7 y KomOiHamii 3
AayHOpyOiuHOM i nuTapadinom [DA]) y nopocnux 6a3yerses na pe3ynbTarax gocmimkenus ALFA-
0701, y pamkax sxoro 131 mamient OTpHMyBaB mpemapatr Maiinotapr y komGinami 3 DA i
137 nauientiB orpumyBanu tineku DA. V PaMKax [bOro fociiukenns 123 nauientn otpumany ei
3 poszineni no3u npemapary Maitnorapr, a 7 nanienris IPONYCTHIN NpHHAMHI | 103y, cepenHs
3araiibHa BBE/IeHA 71032 MPOTATOM LMKy iHIYKIiHHOT Tepanii cranosuia 14,51 mr (nianason: 4,6—
18,0 mr). Ilpemapar Maitnorapr otpumanu 91 mauient (70 %) y rpymi nmpenapary MaiinoTtapr
IIPOTAroM UMKy 1 KoHcoMminaniitnoi Tepamii Ta 64 marienTy (49 %) y rpyni npenapary Maiinorapr
TIpOTArOM LUKy 2 KOHCOTifaniiHoi Teparmii.

Haui 3 6e3neunocri, mo Brmouamu OKpeMi MoGiuHi peakiii, iki BUHHKIH micis MI0YaTKy JIKYBaHHS
(IIPBILT), Bu3mami Hai6inem BaTHBHMI A1 po3yMiHHSA mpodimo GesneuHoCTi npenapary
Maiinorapr, a Takox yci no6igmi peaxuii (TTP), sxi npu3Benu 10 moBHOTO NPUNIHHEHHS JTIKyBaHHS,
OyJIM OTpUMaHi PeTPOCHEKTHBHO. Oxpewmi IIPBITJI Br/movamm KPOBOTEHY BCIX CTYNEHIB TSIKKOCTI,
BOX ycix crynenis tsokkocti Ta TshKki iHpekuii.

[lpunusenns mikyBanns gepes Oy 1b-Ky MoGiuHy peaxirio Oyu10 3apeectporano y 31 % namienTis y
rpyIi nmpenapary Maiinorapr nopiBusuo 3 7 % y rpyni DA. Haitqactimmuimu no6iummu peaxIisMu
(= 1 %), sixi npusBenn 10 MOBHOrO NPUTIHHEHHS JiKYBAHHS, Y TALI€CHTIB, sIKi OTPHMYBaTH npenapar
Maiiniorapr, Gy TpoMGonHTONEeHIs (15 %), BOX (3 %) i centuanmii mox (2 %).

Jleraneni no6iuni peaxuii Oy.1 3apeectpoBani y 8 mamienTis (6 %) y rpyni npenapary Maiinorapr
MOPIBHAHO 3 3 mauienTamy (2 %) y rpyni DA. V rpymi npenapary Maiinorapr 3 namienTtn IIOMEPITH
depes BOX, 4 marientu momepiu 9epes peakilii, MOB’f3aHi 3 KPOBOTEUElO (kpoBoBunuB y I[HC,
TEMOpAriYHui 1OK), a Takox | mamienT TOMEp 4epe3 Mif03PIOBAHE MOPYIIEHHS 3 Ooky cepug. V
rpyni DA 3 namienta nomepnu 4Yepes Cercuc.

Tabuung 2. Oxpemi no6iuni peaxmii CTYNeHs > 3 y NMALli€HTIB 3 BlepIe AiarHoCTOBAHAM de novo
['MJI B nocnimxenni ALFA-0701
=8

Maiinorapr + HayHopy6inun +
JayHopyOiuuH + uurapabin HTapabin
(n (%)) (Mo,

[Haykuilina Tepanis N =131 P 'Qc.‘ﬁ’w_—'"fg";, .
RSy 61 (47 %) 755753 (39.%) &,
Kposoreya® 24 (18 %) = el B8 om 57T
BenookmosnBra xBopo6a nevinki® 32 %) W5 & 0 yf/3ek
Konconiganiiina tepanis, mu 1 N =091 W\ %

Indexmis® 50 (55 %) N3
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Kposoreya® 505 %) 0
Benookro3uBHa XBopo6a nevinku® 0 0
Koncouninamniiina Tepamnisi, mukt 2 N = 64 N =107
[ndexuis® 32 (50 %) 54 (50 %)
KposoTteya® 4 (6 %) 0
BenookitrosuBHa xBopo6a meuinku® 0 0
Ckopouenns: TMJI — TrOCTpHH Mienoiguuit neiko3; N — KiIbKiCTB nauienTis; I1T —

NEPEBAKHUM TEPMiH.

* [nhextist — rpynosuit TepMin, o BKIIOUAE pi3Hi I1T.

° KpoBoTeua — rPyNOBHIi TepMiH, 10 BKiII0Yae pizHi [1T.

* TepmiH «BEHOOKTIO3MBHA XBOPOGA EYiHKHY BKITIOYAE TAKi 3apeectpoBaHi [1T: BeHOOKIO3MBHA
XBOpOOa MeYiHKH, BEHOOKITIO3HBHA XBOPOOa.

Y Becix mamientiB  gocmimkenHs ALFA-0701 BHHHKIH  TSHKK BUINIAJKU HEHTpomeHii,
TpomGouuToneHii Ta anemii. Yactora BHHHKHEHHS TpoMmOouuToneHii crymnens 3-4, ska Oyma
TPHUBAJIOIO 32 BiACYTHOCTI aKTHBHOIO Ieiiko3y, Gyia BHIIOI Cepel MAIlEHTIB, SKi OTpUMYyBaIH
JIKyBaHHS [IPENapaToM Maiinorapr (tabmuis 3).

Tabmuns 3. Tpusana nutonenis® B nocmimkenni ALFA-0701

Maiinorapr + Jaynopy6inun +
HayHopyOiluH + uurapabin quTapadin
/N (%)) (N (%))

[aaykiiiiHa tepamis

TpuBana tpomGonuTonenis 19/101 (19 %) 7/97 (7 %)

TpuBana ueiirponenis 3/106 (3 %) 0/101 (0 %)

Koncomijaniitna repanist, ruk 1

TpuBana tpom6ouuTonenis 21/87 (24 %) 6/91 (7 %)

TpuBana weitrponenis 3/88 (3 %) 1/97 (1 %)

Konconiamiiina Tepamis, muxm 2

Tpupana rpomGonuronexis 22/62 (35 %) 25/103 (24 %)
| Tpusana Heiitponenis 1/62 (2 %) 2/105 (2 %)

* KispkicTs TpoMGomuTie < 50 x 10%/1 a60 KitbKicTs Hefitpodinis < 0,5 x 10%/x, mo 36epiractscs
miciist 1Hs 42 MUKy 3a BiICYTHOCTI AKTHBHOTO JIeHKO3Yy.

Y tabmuui 4 miacyMoBaHO 3CYBH y BiAXHJICHHSX OKPeMHX GiOXiMiYHHX MOKa3HHKIB 3a rpynamu
JIIKyBaHHS B AII€HTIB, AKi OTPUMYBAIIHA JiKyBaHHA B paMKax nocmimkerns ALFA-0701.

Tabmuana 4. BioxiMiuni 1aG0paTopHi TOKA3HUKY: BiIXUICHHS B TNALi€HTIB 3 MOKa3HAKAMHE CTyTICHS < 2
Ha BUXIHOMY piBHi B focmimkenni ALFA-0701

Maiinorapr + : :
: 5 JlayHopy6inmH + uurapabin
AayHOpyOINMH + murapadin
[MTauienTu (n . [Mamient
R () [TanienTn 3 s () ;
. POTpeCy BAHHSM °! ~ﬂ-‘“—‘~'“~""'~"l'-1iliﬁr}1€HTH
Binxunenus maGoparoprux | crymenem <2 | "POTP ;(; CTymeHeM < _%ﬁ?g‘m'péé’y\gaﬂﬂﬁm
K iB a 7o A° 10 cTyens:>
[TOKa3HUK H CTymens > 3 1 5 cTyﬁf e 3
BUXIJIHOMY i BHXI1HOMY- (m (%)} \:
— (0 (%)) Al TPV A
pIBH L .”,ﬁ.h:vm“:’:fz/ sl
Tinogocaremis 117 75 (64 %) 12745 52 (419}
Tinokarieyis 127 73 (57 %) 133 N9 [/ALGBER)
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['inoxarpiemis 129 57 (44 %) 134 36 (27 %)
g;i;‘;f;‘;“ PIBSHE Tysm10] 120 16 (13 %) 128 7(5 %)
HMinsumerrii pisers 126 18 (14 %) 132 11 (8 %)
acnapraraMiHOTpaHcepasu
izpemern pisers 124 13 (10 %) 132 20 (15 %)
allaHIHaMIHOTpaHChepasu
[linBumenwuit pipens o 0
| Ginipy6iny B kposi L8 2 (8 %) 126 34 %)
Hocnioocenns AAMLO531

Oninka Gesmeunocri npenapaty Maitnorapr y kom6inarmii 3 XiMioTepamieio B mamieHTiB AUTSYOrO
BIKY OCHOBaHa Ha NaHHX nociimkenas AAMLO0531 (muB. posmin «®apmakosuHaMika») y
PaHJOMI30BaHKX TAIli€HTIB, SKi OTpUMyBaH JikyBanHs (N = 520 IpyIi npenapary Maiinorapr i
Ximiorepanii Ta N = 517 Y TPyTi TinbKy XimioTeparii)., YV TPy TiKyBaHHs MperapaTom Maiinorapr
Y uboMy nocmipkensi 520 mamientis OTPUMATH MK | iHAykuiitHoi Tepamii Ta 326 marmienTis
OTPUMAIH UMK 2 IHTeHCHiKaLiinoi Tepariy.,

3i6pani nani 3 Gesneurnocti BRMOYATH MHIE HeremMatoioriudi nobiuni sBuIma crymens 3 ado 4,
JetanbHi Bunanku, BOX/CCO ta 36imsmenns TPUBATIOCTI HEHTPOIIeHiT Ta TPOMBOIUTONEH]T,

Y tabmuui 5 noxasasi nmo6iumi ABAIIA CTyneHs 3 aGo 4 (> 5 %) y rpymax npenapaty Maitmorapr i
XimMioTepamii a6o Timbku XimMioTepamii B mamientip 3 yHepIe giarHocToBanuM de novo I'MJI B
Aocmipkerni AAMLO0S3].

Y rpyni npenapary Maiinorapr i ximiorepanii neramsui mo6ium; peakuii (3a rpynosamu TepMiHaMH)
BKmodany indexuiio (14 [3 %)), IOJIOPraHHY HEIOCTATHICTD (5 [1 %)), amemiro (1 [<1 %]) i
Kposotedy (3 [<1 %]). V rpyni XimioTepamii neranbHi mO6iymi peakuii BKIOYanu inpexiio (7
[1 %]), momioprauny HemoctarHicTs (6 [1 %)), medinkoBy HemocTaTHICTS (1[<1%)), apTepiaisHy
rinoremnsito (3 [< 1 %]) i kpoBoTeuy (3 [< 1 %]).

Tabmaus 5. [o6iuni peaxmii CTynens 3 i ume (> 5 %) y mamienTis 3 yIeplie JiarHoCTOBaHUM de
novo I'MJI B pocimkenni AAML0531 1i/l 9aC MUKITIB JIIKyBaHHS npenaparoM Maiinorapr

Ingyxuis, muxn 1 [HTeHCHpiKamis, kT 2 ]

Maiinorapr Tineku Maitnorapr  + Tinsku

+ XimioTeparis XiMioTepartis Ximioteparmis XiMioTepartis

N =520 N=517 N =326 N =304

n (%) n (%) n (%) n (%)
[ndexuis® 186 (36 %) 181 (35 %) 220 (67 %) 211 (69 %)
DebdpuneHa 167 (32 %) 157 (30 %) 79 (24 %) 68 (22 %)
HeHTponeHis
3HUKEHHSI aneTuTy 78 (15 %) 79 (15 %) 61 (19 %) 36 (12 %)
['inmepriikemis 59 (11 %) 55(11 %) 36 (11 %) 28 (9 %)
Myxkozur? 55 (11 %) 64 (12 %) 25 (8 %) 15 (5 %)
I'noxkcis 35 (7 %) 26 (5 %) 19 (6 %) 22 (7 %)
Kposoreua? 36 (7 %) 19 (4 %) 19 (6 %) 93 %)
[ligBumenus  pigag 33 (6 %) 24 (5 %) 23 (7 %) 13 (4 %)
TpaHcaminaz®
Hiapes 21 (4 %) 36 (7 %) 15 (5 %) 10 (3 %
Hynora 21 (4 %) 18 (4 %) 23 (7 %) :
Aprepianbna 16 (3 %) 26 (5 %) 28 (9 %)
TioTeH3is

* 'pynoBuit Tepmin, wo BrIOYaE Pi3Hi mepeBakHi TepMimm.

.. . NS
Honasanns npenapaty Maiinotapr no XimMloTepamii 0yyio moB’s3ane 3i 3001
TPUBAIOI TpomGomHUTOMEe T Ta HEHTPOMNeHil, 30kpemMa B pasi 3aCTOCYBAH)]
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inTeHcHbiKauiitnoi Teparii. ITix gac Ky 2 inrercndikaniitaoi repanii rpuBaia poMGomMTONEHIs
(piBenb TpoMGormTiB < 50 x 10%/1 30epirases micas aHs 42 mEkny 3a BIJICYTHOCTI aKTHBHOI'O
nefiko3y) Oysa 3apeecTpoBaHa B 64 % (190/297) nauientis y rpymni npenapary Maitnorapr i
Ximiorepamii nmopiBHsHO 3 55 % (146/264) y rpyni Tineku Ximiorepamii, Tpusana HeiTporeHis
(piBenb meiitpodinie < 0,5 x 10%/ 30epirases micns mHa 42 mEkny 3a BIJICYTHOCTI aKTHBHOTO
JIeK03y) BiAMOBiAHO BunMKana y 47 % (142/300) mopisuszo 3 43 % (1 18/275) nauientis. Tpusai
uuToneHii Oy noB’s3aui 3i 3GiBIEHHIM KiTbKOCT] JICTaNbHUX BUITAJKIB ITi/l Yac peMmicii B rpyi
npenapaty Maiinotapr i ximiorepamii (29 [5 %]) mopiBHSHO 3 rpymow TinbKH ximioTepamii (15
[3 %]).

Bunanku BOX 6ymn 3apeecTpoBani B 25 (5 %) nauientis y rpymi npemapaty Maiinorapr i
XimMioTepamii Tak camo, sk i B 25 (5 %) nauientis y rpyni Tinbku ximMioTepanii, BOX mana netajshi
Hacmiaka y 2 (<1%)i 7 (1 %) nanientiB y rpymi npenapary MaiiioTapr i ximioreparii Ta rpymi
TiNBKH XiMioTepamii Bianosimo.

Mouorepamis s gikyBanns Brepie giaraoctoBanoro CD33-nosutisHOro I'MJL

Busnavenns Gesneunocti npemapary Matinorapr (6 Mr/v?, motim 3 mr/v2, iHTepBan Mix Ko3amu
7 nHiB) y opmi MoHOTeparmii 0a3yeTbest Ha pesyIbTaTax PaHOMi30BaHOT'0 BiIKPUTOTO {OCII [UKESHHS
asum 3 g mopisusHHS npenapary Maiinorapr (N =118) 3 ontumaisaoo MiATPUMY BATTEHOO
Tepamiero (OIT) (N = 119) y narienTis 3 nomepeanro Hetikopanum I'MUL, sii Gy HETIPUATHI IS
IPOBE/ICHHs IHTEHCHBHOT XiMioTeparii B pavkax nocmikenas AML-19.

3aranbHa 4acTOTAa BUHHUKHEHHS MOGIYHHX peakuiit Gyab-SKOro CTYNmEHS THKKOCTI B paMKax
nociimkeHHss AML-19 cranosuna 87 % y Tpyni npenapaty Maiinorapr ta 90 % y rpymi OIIT.
YacToTa BUHMKHEHHS MOGIUHMX peakuii cTymens > 3 cranosuaa 61 % rpymni npenapary MaitzoTapr
Ta 68 % y rpymi OIIT. Jletamshi HACII/IKA Yepe3 moGiumy peakuio Oymm 3apeecTpoBani y
19 nauientis (17 %) y rpymi npenapary Maiinorapr nopiBHsSHO 3 23 mamientamu (20 %) y rpymi
OIIT.

Tabmuusg 6. Oxpemi mo6iuni peaxuii y mocsmimkenni AML-19

Maiinorapr OnrtumansHa miaTpumyBansaa
n=111 Teparnis
n=114
By nb-sixkuit Crynins > 3 By ab-sxuit Crynins > 3
CTYIiHB CTYyTiHb
[Topymenns 3 Goxy 57 (51 %) 8(7 %) 52 (46 %) 7 (6 %)
[IeYIHKH
[TinBumena 51 (46 %) 13 (12 %) 69 (61 %) 24 (21 %)
BTOMJIIOBAHICTD
[Hpexmis 49 (44 %) 39 (35 %) 48 (42 %) 39 (34 %)
[Topymenss 3 Goky ceprs 31 (28 %) 7 (6 %) 37 (33 %) 16 (14 %)
Kposoteua 28 (25 %) 14 (13 %) 34 (30 %) 14 (12 %)
DebpuibHa HEHTpOmEHis 20 (18 %) 20 (18 %) 27 (24 %) 27 (24 %)
MetaGoniuni nopymensus 18 (16 %) 4 (4 %) 17 (15 %) 7 (6 %)
[lopyenns 3 Goky 7 (6 %) 4 (4 %) 9 (8 %) (4 %)
HHPOK & %%}‘%
HooX T % N
Mownorepanis mis nikyBanns PEMINBYIOUOro abo pedpakTepHOro CD33—H€S§§§“I:IB‘HOI‘O I“Mﬂﬂ\\‘t
Y upomy po3ziii HaBoAATECS TO6IUH] peakiii, moB’s3aHi i3 3aCTOCYBaHHH:\f-:£ﬁpeH' ] '{mg'[;@f)r
AK MOHOTepanii y 1103i 3 mr/M> y ami 1, 4 ta 7 y 57 nauienTis 3 peumm}@q@nﬁw Y paMK;
pocaimkenss MyloFrance-1. Vei 57 marientis (100 %) orpumamu 3 3anna}¥§§a§§i A0 Tiperiapary
Maiinorapr. et i
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IIporsrom nepiony JNKyBaHHSA MOGiYHi peaxuii, ski BUHHKIH mic/s noyatrky jikysamus ([IPBITJ),
CTyIeHs 3, 3apeecTpoBani Yy > 1% nanientis, sxmoganm cencuc (32 %), rapsuky (16 %), BucHI
(11 %), mremonito (7 %), kpoBoTeuy (7 %), MyKO3HT (4 %), 6inb (4 %), Aiapero (2 %), ronoBHuii
6inb (2 %), Taxikapzio (2 %) i HaOpAK Jerenis (2 %). ToOKCHYIHOCT] CTYNEHS 4 HE 3apeecTpoBaHO.
ITPBILI ycix crymnenip TSIKKOCTI, 3apeectpoBani y > 15 % NALi€ATIB, BKIIOYAIHT rapsuxy (79 %),
indexmito (42 %), MiABHINCHUI piBens ACT (40 %), xpoBoteuy (23 %), HyZOTY Ta GOBAaHHS
(21 %), 3akpen (21 %), MYKO3HT (21 %), rooBuuii 6irs (19 %), mixBuimenwuii pisens AJIT (16 %) i
BUCHII (16 %). [ndhexutiit 3 meTansamy HACTTIZIKOM He 3apeecTpoBaHo. ['inepGinipy6inemis cTynens 1
abo 2 BHHHKIA y 4 mamienTin (7 %). Bunaaxis BOX ne 3apeectposano. Cim manientis npoiinuim
TT'CK micns nikysanus Tpenaparom Maitnorapr. Tpu namienty OTPHMYBAJIH AJIOTEHHY ONTUMAITEHY
MEIMKAMEHTO3Hy Tepamito (OMT), a 4 mauienTH oTpumyBau aytonoriuny OMT. V sxkonHoro
nauienTa He Bunuki1a BOX micng TT'CK.

Hoceio hocmpeecmpayiunozo 3acmocysanus.,

[Ipotsirom TocTpeecTpaiiinoro nepiomy 3aCTOCYBaHHs mpenapatry Maiiiotapr Oy1M BHSABICHI
3a3HAY€Hl HUXKYe M0GiyHi peakuii Ha mnpemapar. Ockineku Wi peaKuil MOBIZOMIAIOTBCS Ha
A0OpOBiNbHIH OCHOB] B TPyIl MAI[i€eHTiB HEBixOMOro PO3MIpy, He 3aBXIH MOIIHBO JOCTOBIPHO
OLHUTH YacToTy peakuiif aGo BcTaHOBHTH NPHYMHHO-HACTIAKOBUH 3B’530K i3 3aCTOCYBaHHAM
npernapary.

Iopywenns 3 OOKY wnynko60-kuwK06020 mpakmy: HeHTponeHi9Hui KomiT,”

Inghexyiiini ma napasumapnui saxeopioganns: rpuGKosi iHQeKmil nerenis, BKmMoYHO 3 JIEreHeBUM
MIKO30M i HEBMOHi€I0, CHPHIHHCHOIO Pneumocystis jirovecii”; Gakrepianbhi inekuii, BKmouno 3
iH(exwiero, cnpraunero0 Stenotrophomonas.

Iopywenns 3 6oy HUPOK I ce408udinbHoi cucmemy: reMopariyauit quctur.,”

Hopywenns 3 boky pecnipamopnoi cucmemu, opeanie 2pyonoi knimxu ma cepedocminmus;
IHTEPCTHUIATEHA THEBMOHis, "

" Bokpema netanbHi BumaTKy,

Imynozennicme.

Yci Tepanestuuni 6inky MaroTs MOTEHII AT IMyHOT€HHOCTI, IMyHOTenHicTE lpenapaty Maitinorapr
HE JIOCHI/DKYBAIH B XOi KTiHIYHHX JOCI/UKEHb 3 PEeKOMEHAOBAHMMMU CXEMaMH 3aCTOCYBaHHA
npenapary.

Tepmin npuoamnocmi, 5 POKiB.
YmoBu 36epiranns.
30epiraru y XOJIOMIIbHUKY 1IpH Temmiepatypi 2—8 °C. He 3amMopoxyBarH. 30epiraTi B OpuriHABHI

KapTOHHIN ynakoBIi s 3axuCTy Bix cBiTIa. 36epiratu Y HEOCTYIIHOMY JUTSL [IiTeit Mici.

¥Ynaxoska.
IIo 4,5 mr y ¢maxoni. ITo 1 (hrakony B KapToHHiit KOpooiii.

Kareropis Bignycky. 3a penenTom.

Bupoouuk.
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Micuesnaxokenns BHPOOHHKA Ta ajipeca Micus NPOBa/’KeHH iforo Ai; f& LHOCTI. :\x
7000 IMopremx Poyx, Kanamasy, Miuuran (MI) 49001, CIIIA. gis : B

HMarta ocranunoro neperJsy.




