KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA

U3MTbNIHUTENHA ATEHLINA N0 NEKAPCTBATA

Kpmnpmmmnmgmm-wuor

1. HME HA JIEKAPCTBEHHA ITPOAYKT

Hunotnund CTAJIA 50 mg TBbpAM Kancymnu
Hunotunud CTA LA 150 mg T8bpay xancynm
Hunotunn6 CTALA 200 mg teepau kancynn = | Ko Pee. Ne 250 70 Mg s\ 27 W2

Paspewerue he

Nilotinib STADA 50 mg hard capsules
Nilotinib STADA 150 mg hard capsules
Nilotinib STADA 200 mg hard capsules

2. KAYECTBEH H KOJIMYECTBEH CHCTAB

Hunotnuné CTAA 50 mg TBLpAY KANCYJIH
Enna TBbpaa Kancyna ceabpika 50 mg HunoTuHMb (karo xuapoxuiopua auxugpar) / nilotinib
(as hydrochloride dihydrate).

Iomouwno sewjecmao ¢ uzgecmno oetcmeue
Enna TRBpAa Kancysa chabpxka 36,66 mg nakro3a MOHOXHApAT.

Hunotuuud CTAJIA 150 mg TBbpAMN Kancyu
Enua TBBpaa Kancyna ¢sabpxka 150 mg HunotuHuO (KaTo xuapoxnopua auxuapar) / nilotinib
(as hydrochloride dihydrate).

[Homowmo eetgecmso ¢ uzgecmHo oetcmsiue
Enxa rBppaa kancyna ceaspka 109,97 mg nakrosza MoHoXHApAT.

Hunotnaubd CTAJIA 200 mg TBbpAU Karcyiu
EnHa tBBpAa Kancyna ceabpxa 200 mg HU1oTHHUO (KaTo xuapoxnopua auxuapar) / nilotinib

(as hydrochloride dihydrate).

Iomowno sewyecmeo ¢ uzeecmuo oelicmeue
Enna TRBepAa kancyna ceappxka 146,62 mg nakroza MOHOXHIPAT.

34 MBJIHHA CIUMCBK Ha MOMOLIHKTE BelleCTRA BUKTE TOYKa O.1.

3. JIEKAPCTBEHA ®OPMA

TBbpaa xancyna

Hunotuuubd CTAJIA 50 mg TBEpAM KAncyJu
bsn no xwareHrkaB npax B TBxpAa HPMC kancyna ¢ uepBeHO HEMpO3pavyHO Kanaye W CBETIONKBITO
HETpO3pavHO TANO, pasMep 4, ¢ YepeH XOpHU3OHTaNeH HaaNKe “50 mg” BbpXy TAIOTO.

Hunoruunb CTAJIA 150 mg TBRpAH KanicyH
ban po XKbNTEHHKaB Npax B YepBEHH Henpo3pauHu 18upAH HPMC kancynu, pasmep 1, ¢ yepen
XOpH3OHTaJIeH Haanuc “150 mg” Bbpxy TAAOTO.

Hunotuiud CTAJIA 200 mg TRLPAM KANCYIH
bAn 20 XBbATEHUKAB Npax B CRETIIONKDB/ITH HenpoapaulH TBspad HPMC kancynu, pasm

xopHu3oHTaneH Haanuc “200 mg” BEpXy TANOTO.




4. K/INMHNYHHA JAHHH

4.1 TepaneBTHYIHH BOKAIAHUA

Hunotunn6 CTAJIA e noka3aH 3a JieueHHE Ha:

. Bb3PaCTHH M NEAUATPHUYHH NALKUEHTH ¢ HOBOAHArHOCTHLHPAHA, NTOJIOKHTE/HA 34
Dunapenduiicka XpoMo3oMa, XpOHMYHA MHUeNonaHa JeBkemus (XMJI) B xpounuHa ¢a3a;
. Bb3pacTHH NMALMEHTH B XpOHHWYHA (da3a u daza Ha akcenepauma Ha XMJI, nonoxkurensa 3a

OunaaenpHiCKa XpoOMO30Ma, KOUTO Ca PE3UCTEHTHH WIIH He MOHACAT A00pe NpeaxoXKaaia
Tepanusi, BKIo4YBalla MMaTuaub. Hama aaHHH 32 edrKacHOCT npH nauydeHTH ¢ XMJI B
OnacTHa Kpu3a;

* neAUaTPUYHH MAaUMEHTH ¢ NoNoxUTeNAHa 3a Dunagenguincka xpomoszoma XMJI B xponnuna
(haza, KOUTO Ca PE3UCTEHTHH WIH HE NOHACAT Ao0pe NpeaxoXaallia Tepanus, BKIOYBalLa
HMAaTUHHO.

4.2 [lo3HpOBKA B HAYHH HA NPHJIOGKEHHRE

Jledennero Tpabea aa ce 3anouyHe OT AeKap ¢ ONUT B AMATHOCTHKATA KW NEUEHHETO HA MALHMEHTH C
XMJL

L!osupgﬂxa

JleyeHueTo TpﬂﬁBa Aa NMPpOALIDKH, JOKATO CE Ha0n10AaBa KJIMHUYHA NTON3a WIH A0 Bb3HHKBAHETO Ha
HCIIpHCMIIHBA TOKCHYHOCT.

AKO ce NpoITyCHE eaHa /103a, NauMeHTLT He TPAOBa Na npHeMa AONBIHHTENHA 1033, HO TpaOBa Aa
npueMe CACABaLlaTa A03a Cnopen cxeMara Ha NpuIoKeHHe.

Llo3uposxa npu eb3pacmuu nayuenmu ¢ nosoxcumenna 3a Puiradenguiicka xpomozoma XMJT
ITpenopruBaHara 1034 €:

* 300 mg ABa MbTH AHEBHO MPH HOBOAHArHOCTHUHPAHHU nauneHTH ¢ XMJI B xpoHnyHa ¢a3sa,

. 400 mg nBa NbTH AHEBHO NPH MALIMEHTH B XpOHHYHA ()a3a WK BLB ¢a3a Ha aKkcesiepalms Ha
XMUJI, xoHTO ca pe3UCTEeHTHH KbM WIH He NMOHACAT Aolpe Nnpeaxoknamara Tepanus.

Ho3uposxka npu neduampuyru nayuenmu ¢ noroxcumenna 3a Puraderuiicka xpomozoma XMJ1

Jlo3UpoBKaTa NpM NeAHATPHUHH NALWEHTH € HHAUBUAYAIHA U C€ OCHOBABA Ha TEJIECHATA MOBLPXHOCT
(mg/m?). IIpenopbuMTenHaTa 103a HLI0TUHHG ¢ 230 mg/m? ABa MHTH AHEBHO, 3aKPBITIEHH KM Haii-
Onu3kara nosa xpatHa Ha 50 mg (a0 MakcHMalTHa eaMHUYHaA Ao3a 400 mg) (Bx. Tabmmua 1). Moxe na
ce koMOMHMpaT paznMuHK KOHUEeHTpaudH HunotuHnd CTAJIA TBBEPAH KancyJiH, 3a Ja ce MOCTHIHE
KEeJ1aHaTa 103a.

JIuncea onNMT ¢ NEYCHKUETO HA MEAUATPUYHH TTaLIMEHTH Ha BB3PacT noj 2 roguHH. JIMcBaT JaHHH
NPHHOBOAHATHOCTULMPAHH NEAWATPUYHH NALHEHTH Ha BB3pacT noA 10 romHHu 1 UMa OrpaHHUueHH
JaHHUNPU NEARATPUYHY MALIMEHTH Ha BB3PAcT NOA 6 roAHHH, KOUTO Ca PE3UCTEHTHH HIIH C
HEMOHOCHMOCT KbM MMaTHHHO.

TaGauma 1 Cxema Ha UpHJIOKeHHe HA HUAXOTHERG 230 mg/m* NBa WHLTH AHEBHO HpH
NeAHATPHYHH DALIAECHTH

TenecHa nosspxHoct (T11)
Ho 0,32 m*
0,33 — 0,54 m?
0,55 — 0,76 m*
0,77 — 0,97 m?
0,98 — 1,19 m?




1,20 — 1,41 m? 300 mg
1,42 -1,63 _1_112 350 mg
> 1,64 m? 400 mg

Bv3pacmuu nayuenmu ¢ noroxcumenna 3a Puaaceauiicka xpomozoma XMJI e xpouwuna ¢haza,
KOUMO CQ AEKY8AHU C HWIOMUKUD xamo mepanus om Rvpea JUHUA U KOUMO CA ROCMUSHATU MPAeH
Ovabox monexyraper omeoeop (MR4,5)

[IpeycTaHOBABAHE HA IEYEHHETO MOXKE Aa € OOMHCAH HPH NOAXOAAINM Bb3PAacTHH NMALIHEHTH C
nonoxurenda 3a Gunaaenduiicka xpomozoma (Ph+) XMJI B xporuuHa ¢a3za, KONTO ca JIEKYBaHH €
HUNOTHHHO 300 mg ABa TBTH JHEBHO B NPOJAB/DKEHHE HA MUMHUMYM 3 FOOMHH, aKO MTOCTHIHATHAT
IBAOOK MOJNIEKYJISPEH OTTOBOD € OHJ YCTOHUME B ITPOAB/DKEHHE HA MMHUMYM €1Ha roiMHa
HEMOCPEACTBEHO NpPEAH NPEYCTAHOBABRAHE HA NeueHHETO. [IpeycTaHoBABaHETO Ha TIEYEHHETO ¢
HWIOTHHHUO TpaORa Ja ce OCHILECTBY OT JiEKap ¢ OIMT B JieYeHHEeTO Ha nanenTu ¢ XMJI (Bx.
TOYkH 4.4 1 5.1).

[Moaxondamure MAHMEHTH, KOMTO NPEYCTAHOBAT EYEHHETO ¢ HWIOTHHUO, TpabBa na cu u3cnenpar
Hueata Ha BCR-ABL TpaHCKpMATH M Ja CH MpaBAT NbJIHA KPbBHA KapTHHA ¢ AUDEPEHLHATHO
OpocHe Bceku Mecel B TPOAB/DKEHHE HA €THA TOJIMHA, CJIe/l TOBa Ha BCEKH 6 CeIMMLIM Npe3 BTOpaTa
roJuHa H Ha BCeKM 12 cenMuuu cnen rosa. [Ipocnenasanero Ha unBara Ha BCR-ABL
TPAHCKPUIITHUTE TPAOBA Ha Ce OCBIIECTBABA C KONHYECTBEH AHATHOCTHYEH TECT, BANHAKPAH 14

H3IMEPBA HUBATA HA MONEKYNAPHHUA OTTOBOD MO MEXAYHapoaHa ckana (International Scale - IS) ¢
yyBcTBUTENHOCT NoHe MR4,5 (BCR-ABL/ABL <0,0032% IS).

[Tpu naumenture, kouto 3arydst MR4 (MR4=BCR-ABL/ABL <(,01% IS), Ho He 1 MMR
(MMR=BCR-ABL/ABL <0,1% IS) no BpeMe Ha ¢a3ara 6e3 neueHne, unpara Ha BCR-ABL
TPAHCKpUNTUTE TpAOBa Aa C€ NpocieasBaT Ha BCeKH 2 ceAMULIH, AoKaTo HuBaTta HAa BCR-ABL ce
BbpHaT 00paTHO B HHTEepBana Mexxay MR4 u MR4,5. IlauueHTUTe, KOUTO MOAABPKAT HUBA HA
BCR-ABL mexay MMR u MR4 B npoabkenne Ha MUHHMYM 4 nocnieioBaTeIHA H3MEPBaHHA,
MOrarT Ja C€ BbpHAaT KbM OpHIdHaJIHaTa CXeMa 3a MpocieasBaHe.

[launenTtHTe, KOUTO M3ryoaT nocrurHatua MMR, Tpa0OBa Aa NOAHOBAT NeYeHHETO CH B paMKHTE Ha
4 ceNMHUM OT MOMEHTA, B KOUTO CTaHe ACHO, Ye € HacThNiIa 3aryba Ha peMucusTa. JleueHuero ¢
HUJIOTHHHO TpAOBa aa ce noaHoBH ¢ A03a 300 mg nBa MbTH AHEBHO WK ¢ HaMalleHa fo3a ot 400 mg
BEIHLX AHEBHO, aKO MPH NalHEHTa € HMaNo NMOHMXABAHE HA N03aTa IIpeaH IPEYCTAHOBABAHE Ha
nedeHueTo. [Ipn nanmenTuTe, KOUTO NOJHOBAT JIEHEHHETO ¢ HWIOTHHHO, TpaAOBa Aa ce npocieasBar
HHBaTta Ha BCR-ABL TpaHCKpHINTH BCekH MeceLl JOKATO HE ce ycTaHOBH 0THOBO MMR u Ha Bcexku
12 ceamuumn cnep toea (BxX. ToOuka 4.4).

Bv3pacmnu nayuenmu ¢ noroxcumenna 3a Puaadenguticka xpomozoma XMJI 6 xponuuna ghaza,
nocmuznanu mpaen 0vabox monexyaaper omaogop (MR4.5) ¢ nuromunub cred npeduiecmeaiyo
RENEHUE C uMamurub

[IpeycTaHOBABaHE Ha JIEYEHHETO MOXKe Jla ce oDMHCaK npy W3bpaHK BH3pacTHH MALUEHTH ¢
nojnokurenua 3a Gunanenduiicka xpomosoma (Ph+) XMJ1 B xponuuna ¢hasa, KOMTO ca JIEKyBaHH C
HWIOTHHHUO B NPOABL/DKEHUE HA MUHMMYM 3 FOIMHH, aKO NMOCTUTHATHAT ABJAOOK MOJIEKYsApeEH
OTroBOp € OMJ1 YCTORYMB B MPOAB/DKEHHE HA MUHHMYM €IHA FOAMHA, HEMOCPEICTBEHO NPEAU
NpeyCcTaHOBSBaHE Ha JeYeHUeTo. IIpeycTaHOBABAHETO Ha JIeueHUeTo ¢ HuIoTHHUO TpabBa na ce
OCBLICCTBH OT JIEKAP C ONUT B JieyeHHeTO Ha natenT ¢ XMJI (Bxk. Touxku 4.4 u 5.1).

[logxoasuiure naLMeHTH, KOUTO NPEYCTAHOBAT JIEYEHHETO C HWIOTHHHO, TpaOBa 1a CH M3C YA
HuBata Ha BCR-ABL TpaHCKpHNTH M 1a CH IPaBAT Mb1HA KPbBHA KapTHHA ¢ AH(epeHLngihiee
OpoeHe BCEkH Mecell B IPOAB/DKEHHE Ha €Ha FOIMHA, Clie]l TOBa Ha BCEKH 6 CEAMMIIH N

roauHa U Ha Bceku 12 ceamuum cnep tosa. Ilpocnenssanero Ha HMBaTa Ha BCR-ABL

M3MEpBa HHBATa Ha MOJIEKYJIAPHHAOTIOBOP 110 MEeXAyHapoAHa ckana (International Scalé
qyB¢TBUTENHOCT NoHe MR4,5 (BCR-ABL/ABL <0,0032% IS).




[TaenTuTe ¢ noTeepacHa 3aryba Ha MR4 (MR4=BCR-ABL/ABL < 0,01% IS) no Bpeme Ha ¢azara
6e3 neyenue (ABe NOC/EIORATEIHH H3MEPBaHKA B HHTEPBAJ OT MOHe 4 CeAMHUIIM, MOKa3Bally 3aryba
Ha MR4) wnu 3ary6a Ha ronam MmonekyiaspeH otrosop (MMR=BCR-ABL/ABL <0,1% IS) tpa6sa na
MOJAHOBAT JIEYEHHETO CH B paMKHUTE Ha 4 CEIMHULIM OT MOMEHTA, B KOHTO CTAHE ACHO, Y€ € HacThIua
3ary0a Ha pemucHara. JleueHuero ¢ HUIOTHHHO TpaOBa na ce noaHoBH ¢ Ao3a 300 mg unu 400 mg
ABa ITHTH NHeBHO. [Ipy NauMeHTHTE, KOMTO MOAHOBAT JIEYEHHETO ¢ HUJIOTHHHO, TpabBa aa ce
npocneaseatr HUBaTa Ha BCR-ABL TpaHckpunTH BCexH Mecell JOKATO He Ce YCTAaHOBH OTHOBO
NpeJULLIHUA FONAM MOJIEKYNsApeH oTroBop und MR4 u Ha Bcex 12 ceamuuu cien Tosa (BX.

TOuka 4.4).

Kopuzupane wiu moduguyupane na gozama
Moske 1a e HeoOxoanmo neueHHero ¢ Hunotnnubd CTAJIA BpeM€eHHO 1ia ce NMpeyCTaHOBH W/WIH

J03aTa Aa ce HaMalk Nopagy XEMaToN0rHYHa TOKCHYHOCT (HEYTpONeHUA, TPOMOOLMTONEHUS ), KOATO
HE € CBBbP3aHa ¢ NoJjexailara JepkemMusa (Bx. Tabnwvua 2).

Tabnnua 2 Kopurapane Ha 103aTA IIPH HEYTPONEHHY H TPOMOONBTONEHAA
Br3pacTHu naupenTd ¢ | ABH* < 1,0 x 10°/1 1. JleyeHueTro ¢ HUWIOTHHUO TpAOBa Ja
HOBOJMArHOCTHLMpaHa | W/nnu tpoMOoumTeH ce [PEeYCTAHOBM U Aa Ce NpocaeasBa
XMJI B xpounuHa ¢a3za | 6poii < 50 x 10%/1 KPBBHATA KaPTHHA.
npu 300 mg aBa NMbTH 2. Jleyenuero Tpabea ga ce
JHEBHO Bb300HOBH B PAMKHTE Ha
H 2 CeAMHLH C MpeaUllHATA 0034,
XMJI B xpoHnuHa dasa ako ABH > 1,0 x 10%/1 w/unu
[pH NalKHeHTH, TpomGouunTn > 50 x 107/1.
PE3UCTEHTHH HIH C 3. B cmyvaii, ye OpoAT Ha KPBBHHUTE
HETIOHOCHMOCT KbM KJAETKH NPOABJDKABA 1A € HHCBK,
UMaTHHUO npu 400 mg MOJKe 11a C€ HallOXKH HaMangBaHe Ha
JBa IIbTH AHEBHO go3ata Ha 400 mg BeIHbK NHEBHO.
XMJI BB aza Ha ABH* < 0,5 x 10°/] 1. Jeuenunero ¢ vunoTuHud Tpadea aa
axcenepalus npH W/ WU TpoMOOLMTEH Ce MPEeYCTAHOBH H Ja ce NpocieaaBa

Bb3PACTHH NMALHEHTH, 6poit < 10 x 10%/1
PE3UCTEHTHH WIIH ¢ 2.
HETIOHOCHUMOCT KbM
nMaTuHKO npu 400 mg
JBa ITbTH AHEBHO

KPBBHATA KapTHHA.

Jleuenuero Tpabea na ce

Bb300HOBH B PAMKHTE Ha

2 CeMHLIM C NPEAKILIHATA 1034,

ako ABH > 1,0 x 10%/1 w/unu

TpomGouwmTH > 20 x 10%/1.

3. B cmyuaii, 4e OHposST Ha KpbBHMTE
KJIETKH NPOIb/DKAaBa J1a € HHCDK,
MOJKe Ja ¢e HaOXH HaMalsaBaHe
Ha no3ara Ha 400 mg BegHbK
RHEBHO.

[lennaTpuyHH ABH* < 1,0 x 10%1 1. Jledenuero ¢ HWIOTHHUO TpssOBa na
NaLHEHTH C H/HIIH TpoMOOLIUTEH cé MpeyCTAaHOBH H Jia ce TIpociespa
HOBOIHATHOCTHIMpPaHa | Gpoit < 50 x 10°/1 KpbBHATa KapTHHA.

XMJI B xpounyHa ¢a3za 2. Jleyenuero Tpabea na ce

npu 230 mg/m? Bb30OHOBH B paMKUTE Ha

IBA ITbTH JJHEBHO 2 CeAMMLM C MPEAMLIHATA NO34,
H ako ABH > 1,5 x 10%1 w/unm

¢ XMJI B XxpoHHuHa TpombonuTu > 75 x 10%/1.

¢a3a ¢ pe3UCTEHTHOCT 3. B cayqaii, ye OpoaT Ha KpbBH 7
WM HETIOHOCHMOCT KbM KJIETKH MTPOABJDKABA Aa € HUJY g ks

L)
MMaTHHHO npu MOe Na ce HallOoXKH HaMaJls /
230 mg/m? aBa MbTH Ha J03aTa Ha 230 mg/m? Be; ; K
IIHEBHO JHEBHO. ‘%
4. AKO Bb3HHKHe CnOHTHE Cnen
HaMaJlsiBaHe Ha fo3aTa, TpaOBa /e




0OMHCIH NIPEYCTaHOBIBAHE HA
NeYeHHeTo.

*ABH = abcomoreH Hpo#l neyTpodunn

[Ipr HacTHNBaHE HA KIMHHYHO 3Ha4MMa YMEPEHA WM TE€XKKa HEXEMATOIOTHYHA TOKCHYHOCT,
npuamkeHHeTo TpabBa Aa ce NpeyCcTaHOBY, a nauueHTuTe Aa 6baaT HabnoAaBaHU U CHOTBETHO
NEKYBaHH. AKO NpeaulliHaTa cXxeMa Ha npuaokeHue € 6una 300 mg nBa MbTH AHEBHO NPH Bb3pacTHU
NalLMEeRTH ¢ HoBoAMarHocTiuMpana XMJI B xponnuHa ¢aza, win 400 mg aBa MLTH AHEBHO NPH
BBL3PACcTHH MALMEHTH, PE3UCTCHTHH WIH ¢ HENOHOCHUMOCT KbM UMATHHHO B XpOHHUYHA ($a3a WK BLB
hasza Ha akcenepaums, K11 230 mg/m? ABa MLTH JHEBHO NPH NEAHATPUYHH NMALHEHTH,
NPHUICMKEHHETOMOXE Aa ce Bb300HOBH B 1032 400 mg BeAHBK JHEBHO NPH BL3PACTHUTE MALIMEHTH H
230 mg/m? BeHBX AHEBHO NPH NEIWATPHUHMTE MALMEHTH, CMIe]] OTIBYYaBAHE Ha TOKCHYHHTE
ABJIEHUA. AKO nMpeAMIIHATA cCXeMaA Ha npwioxkeHHe € 6ina 400 mg BeaAHBK AHEBHO MPHU BB3PACTHH
naleHTH unu 230 mg/m’ BeAHbK NHEBHO NPH NEAHATPHUHH MALMEHTH, 1e4eHHeTo TPAbBa Na ce
NpeyCTaHOBH. AKO € MOAXOAAILO OT KJIHHHYHA INielHa To4Ka, TpAOBa na ce oOMHUCAH NOBTOPHO
yBEIHYaBaHE Ha A03aTa A0 HauanHara go3a 300 mg asa mbTH AHEBHO APH Bb3PACTHHTE MALUEHTH ¢
HoBogHarHocTHUHpaHa XMJI B xpornuHa ¢aza nam 1o 400 mg nsa meTH JHEBHO NMPH BH3PAaCTHHUTE
nauueHTd ¢ XMJI B XpoHH4Ha ¢paza Wik BbB (pasa Ha akcenepalus, pe3UCTEHTHH HIH C
HETIOHOCUMOCT KbM MMaTHHHG Win 1o 230 mg/m? 1ga MeTH AHEBHO NPH NEAHATPHYHHTE NALHEHTH.

IlokayraHe Ha cepyMHaTa Junasa: I1py nokaupaHe Ha cepyMHara aunasa Crenen 3-4 ngosure npu
BB3pacCTHU NaunreHTH TPAOBa aa ce HaMansaT a0 400 mg BeIHDBK JHEBHO WM Aa e NPEKbCHE NMpHUEMa.
[Ipy neauaTpyuyHM NaUMEHTH JIEHEHHETO TPAORa [1a ce NIpekbCHE 10 0OpaTHO pa3BHTHE Ha CHOUTHETO
no Crenen < 1. Cnen ToBa, ako NpeqHIIHATa CXeMa Ha IpHAokKeHHe e Owna 230 mg/m? npa mpTH
JHEBHO, JIEYEHHETO MOXKE a ce Bb30OHOBH B n03a 230 mg/m? BeiHbk IHEBHO. AKO NpEAHLIHATA
cxeMa Ha npwioxenue e Ouna 230 mg/m? BeAHBX OHEBHO, eyeHHETO TPAOBA J1a ce IIPEKPaTH.
CTolHOCTHTE Ha cepyMHaTa Jiina3a TpaOBa aa ce u3cneBaT BCEKH Mecell WIH Criopell KNHHHUYHUTE
rmoxkaszaHHg (BXK. Touka 4.4).

[TopuiueH 6MnupyOUH K yepHOAPOOHH TpaHcaMuHa3M: IIpu nokaupaHe Ha OunupybuHa U HA
yepHOoApOoOHUTE TpaHcaMHHa3H CreneH 3-4, N03UTe NMPH BL3PACTHH NalUHeHTH TpsdBa Aa ce HamMansaT
no 400 mg BeaHbK AHEBHO WIM 1A c¢e npekbeHe fipuema. [Ipy nokausane Ha Sunupybuna CreneH > 2
WIH Ha yepHOApOOHHTE TpaHCaMHUHAa3K CTeneH > 3 npH reaAnaTpUYHHU NALHEeHTH, Te4€HHETO TpaOBa
Ja ce MpeKbCHe A0 Bb3CTaHOBABaHE Ha cToiHOoCTHTE A0 Crened < 1. Cnexn tosa, ako NpeAMIHHATA
cxema Ha npuioxenne ¢ 6una 230 mg/m? n8a NLTH JHEBHO, JICYEHHUETO MOJKE 1A C€ BH300HOBH B
no3a 230 mg/m?’ BeAHBK JHEBHO. AKO NPEAYIIIHATA CXEMa Ha npuioxeHye € Swna 230 mg/m?
BEIHEX AHEBHO H BB3CTAHOBSBAHETO 00 CreneH < | oTHEME noBeye OT 28 AHH, JeueHHeTo Tpsadea na
ce npekparTu. CrolinocTuTe Ha SunupyObHHa M yepHOAPOOHHTE TpaHCaMHHA3H TpAOBa 21a ce
M3CHEABAT BCEKH MECEL] MIIM CTIOPE KNMHHYHUTE MOKA3aHHA.

Cneyuasuu nonyaayuu

Cmapuecka ev3pacm
IMpubnusurenno 12% ot yyactHuumTe B npoyusaHe ®aza III npu naumeHTH ¢ HoBOAHArMOEE}
XMJI B xpoHnuna ¢asza 1 npubnusurenHo 30% or yuacrHuumre B npoyusane ®asa I npR\Tilder

¢ XMJI B xpoHuyHa paza unn BbB (a3za Ha aKcesepaLms, pe3UCTEHTHH WK ¢ HEMOHOCHMOCKY MFH)HW‘O
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MMaTHHUO, ca Ounu Ha/Hal 65-roguHa Be3pact. He ce ycTaHOBABAT CHIECTBEHH paziIMyKg [10
OTHOLUCHHE Ha Oe30nacHOCTTa M €)UKACHOCTTA MPH MTALMEHTH Ha Bb3pacT > 65 rogyuHy B cpaBHEHUE
C MAaLMEHTH Ha Bb3pacT OT 18 10 65 roanuu.

bvbpeuno yspesxcoane

He ca nposexaaly KNIHHUYHH NPOYYBAHHMA NPH NAUMEHTH ¢ HapylieHa 6b0peuHa yHkuna.

T kaTO HUNOTHHHO M HETOBHTE METAOONUTH HE CE EKCKPETHpAT Npe3 6n0peuuTe, Npy NaLMeHTHTE
cOBLOpeyHO yBpekaaHe He ce OYaKBa HAMAJIABAHE HA TOTAJIHKA TeJleCeH KIHPBHC.

Heprodpobro yapescoane

YBpexkaaHeTo Ha yepHus Apod noenusBa yMepeHo papMakoOKMHETHKaTa Ha HHI0THHHUO. He ce cMsara
3a HeOOXOAHNMO KOPHTHPaHE Ha J03aTa NPH NAaUMEHTH ¢ uepHoapoOHo yBpexaaHe. HezarucuMo ot
TOBA, NNALUEHTHUTE C YepHOAPOOHO yBpekiaHe TpAOBa fa 6bAAaT NEKYBaHH ¢ NOBUIIEHO BHHMaHHe
(BX.TOUK?Z 4.4).

Cypoeunu napyuterun

OT KIHHHYHHTE NPOYYBaHHA €A H3KIKOUYBAHU NALHEHTHTE ¢ HEKOHTPOJIHPAHH HIH 3HAUUMMH
ChpacYHU3a00MABaHNs (HaNp. CKOpOLEeH WHAPKT Ha MHOKAp/Ia, 3acTOMHa Chbp/icUHa
HEeI0CTAaTBYHOCT, HeCTAOMIIHA aHI'MHA NNEKTOPHC WIH KIIMHKUYHO 3HaYHMa Opanukapaus).
HeobxoauMo € noBUllIeHO BHUMAHUE NPHIIALMEHTH ChC CHOTBETHUTE ChPACHHHM 3a00JIABaHHS (BXK.
ToukKka 4.4)

Crobiuiasa ce 3a NOBULIABAHE HA HUBOTO Ha OOLIMA CEPYMEH XONIECTEPOIT MPH JIEUEHKHE ¢ HWJIOTHHUE
(Bx. Touka 4.4). HeoOxonoumo e aa ce onpeneny iunuaHusa npodu nNpeAu 3ano4uBaHe Ha JICYeHHETO ¢
HHJIOTHHHO, ClleA KOETOo Ja ce OLEeHH Ha 3-Hd U 6-1a Mecell Clie]] 3aNOYBaHe Ha TePanuaTa U NoHe
BEJIHbK MOAULLIHO MPH NPOAL/KUTEIHA TEPATTHA.

Cpodliara ce 3a NOBUILIABAHE HA HUBOTO Ha KPbBHATA 3aXap IIPH JIeYeHHe ¢ HIWIOTHHHUO (BXK.
Touka 4.4). OueHka Ha HHBaTa Ha KPLBHATA 3axap TpAOBa Aa ce HanpaBH NpEIU 3anoyBaHe Ha
JIEYUEHHETO ¢ HUJIOTHHHMO M Aa C€ NMPOCiIeAH MO BpeMe Ha JIEHEHHETO.

IHleouampuuna nonynayus

bezonacHoCTTa H €PHKACHOCTTA HA HWIOTHHHO NpPH NeAMaTPUYHKM MALUEHTH ¢ NTONOKHUTENHA 34
Ounanenduiicka xpoMmoszoma XMJI B xpoHuuHa ¢a3za Ha BB3pacT oT 2 A0 noA 18 roaunm (Bx.

TOUKH 4.8, 5.1 H 5.2) ca ycraHOBeHH. JIMncBa onuT nNpH NeAHaTPHYHM NALMEHTH HAa BB3PAcT NoA

2 TOJMHM WJIH NEeAHATPUYHH NIALMEHTH ¢ noaokuTenHa 3a Punagenduiicka xpomozoma XMJ1 1B
¢aza Ha akcenepauus wiu b6aacTHa kpu3a. JIMAcBaT JaHHK NPH HOBOAKArHOCTHLUMPAHH NEeAHATPHYHH
NMatHeHTH Ha BL3pacT oA 10 roquHy v uma orpaHHdeHH AaHHU NPU NEAHATPHYHH MTALHEHTH Ha
Bb3pacT noj 6 roqMHH, KOMTO Ca PE3UCTEHTHH WIH ¢ HEMOHOCHMOCT KbM MMAaTHHHO.

HaumnH Ha npunoxenue

Hunoruuud CTAJIA Tpabsa aa ce npueMa [1Ba MbTH AHEBHO APE3 HHTEPBAN OT NPUOIH3HTENHO
12 yaca 1 He TpaOBa na ce nNpUeMa ¢ XpaHa. TBbLpAUTE Kancyau TpAOGBa Aa ce MOMIbIIAT LEIH C BOAA.
He TpabBa nace nmpueMa xpaHa 2 vaca npeid IpHEMa Ha 103aTa U MOHE €IHMH 4ac CNex TOBA.

4.3 IIporHBomoKa3zaHRA

CBPBXYYBCTBUTETHOCT KbM aKTHBHOTO BELIECTBO HJIM KbM HAKOE OT NMOMOLIHHTE BEHIECTBA,
130poeHH B Touka 6.1.

4.4 ChnenHaja# npeaynpexacHus H NpelNa3zHA MEPKH OPH ynoTpeba

Muenocynpecus

Jleuennero ¢ aunoTuHub ce cabp3Ba ¢ (National Cancer Institute Common Toxicity Cri i'
H4) TpPOMOOLMTONEHHSA, HEYTPONEHUA U aHemus. U3gaBaTa € no-yecTa npy nauHeHTy ¢ X\

PE3UCTEHTHH WIIH C HENOHOCUMOCT KbM UMAaTHHHO M 0cobeHo npu nauuerTn ¢ XMJ1 B'I:B
akcenepauua. MacnensaHe Ha NbiHa KPbBHA KAPTHHA TPAOBa Aa CE MPOBEXA Ha BCEKH IBONY
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npe3s [IbPBUTE 2 MECELA, a CNE/L TORA BCEKU MECEL, HITH KaKTO € KIIMHWYHO NOKa3aHO.
MuenocynpecHaTa KaTto usio ¢ 6una odpatiMa H 0OHKHOBEHO € OWna OBlaiiBaHa C BPEMEHHO
npeycraHossaeade Ha JedeHueTo ¢ Hunotunnd CTAJIA wiu HamanseaHe Ha 103ata (BX. TouKa 4.2).

Yabmxapade Ha QT uHTepBana

JlokazaHo e, ye HWIOTHHHUO yIb/IXKaBa Mo 3aBUCHM OT KOHLIEHTPALMATA HAYHH ChpAEYHATa KaMepHa
penonspu3auus, onpereneHa upes QT nurepsana Ha EKI ¢ NOBEpXHOCTHH OTBEXAAHKA NPH
BB3PACTHH W NEANATPHYHH NALHEHTH.

B npoy4sane ®a3a Ill npu nauvenTn ¢ HoBoauarHoctiuHpada XMJI B xponudHa ¢aza, npueMalin
300 mg sunoTuHKO NBa MBLTH AHEBHO, MPOMAHATA B CpeaHUs, ocpeaHeH no BpeMe QTcF unrepran B
CTALMOHAPHO CHCTOSHHUE CNPAMO U3X0AHHA € 6 msec. Hama naumenTy ¢ QTcF > 480 msec. He ca
HabnoaaBaHH enH301M Ha torsade de pointes.

B npoyusane ®aza Il npu naumenTu ¢ XMJI B XpoHnuHa daza 1 BbB (ha3a Ha akcenepaLu,
npuemauy 400 mg HuNnOTHHUO nBa NBTH AHEBHO, PE3UCTEHTHH UIIK C HEMOHOCHMOCT KbM HMATHHMD,
NpoMsAHaTa B cpelHus, ocpeaten no speme QTcEF unTepsan cripaMo u3xoaHUs B CTALHOHAPHO
chCTOsHUE € ChOTBeTHO 5 U 8 msec. QTc¢F > 500 msec ce Habmonasa npu < 1% ot Te3u nanueHTH. B
KJIMHHYHM NPOyYBaHHA He ca HabniogasaHu enu3oau Ha Torsade de Pointes.

[Ipu npoyuBaHe cb¢ 3ApaBH AOOPOBONILM C €KCITO3HLINA, KOSATO € CPaBHHMA C EKCIO3ULMHTE
HaOoaaBaHy NpHy NALMEHTH, OCPEAHEHATa O BpeMe, cpelHa, ruatedo-u3eaaeHa npomsiHa B QTcF,
cripsaMo U3xoaHata ctoiHocT e 7 msec (Cl 4 msec). Hukoii ot u3cneapanuTe HEMa

QTCcF > 450 msec. B nombnHeHue, B Xo4a Ha MPOBEXIaHE Ha NPOYHBAHETO He ¢a HabmoaaBaHK
KJIMHHUYHO 3HAYUMHU apUTMHH. B yacTHOCT, He ca HabsoaaBaHm env3ond Ha Torsade de Pointes
(NMpEXOAHN WIH NPOIBIDKUTENHH).

3naunMo yawmnkasarne Ha QT uHTepBana MoXe Oa HacTBIH, KOTaTO HWIOTHHHUO Ce nNpHeMa
HENPaBWIHO Cbc CWIHM HHXHOMTOpH Ha CYP3 A4 w/iim nekapcTBEHH NPOAYKTH C U3BECTEH
noteHuuan aa yasokaeat QT uxTepBana, W/KWIH ¢ XpaHa (BX. Touka 4.5). Hannuuero Ha
XHAOKATMEMHA U XHNOMArHE3MeMHUs MOXKe JOITLIHUTETHO Aa 3aCUNH TO3H edeKT. Y IB/KaBaHeTo Ha
QT uHTEepBana MoXe 1a H3NOXKH NAaLHEHTUTE HA PHUCK OT JIeTaNleH U3X0/.

Huwnotunnt Tpabea na ce npunara ¢ nOBUIEHO BHUMAaHHKE TMPH TIAIIMEHTH, KOUTO UMAT WK KOHTO ca

CHC 3HAYMTEJICH PHCK OT pa3BUTHE Ha yAb/karaHe Ha QTc, kaTo Takuga:

* ¢ BpoaeH yawbkeH QT uHTepBan;

. C HEKOHTPOJIMPAaHH M 3HAYHMH CbPAEYHH 3a00NsABaHMs KaTO CKOPOLIEH HR(GAPKT Ha
MHOKap/a, 3aCTOHHA ChpACYHA HEAOCTATHHYHOCT, HECTAOWIHA AHTWHA NMEKTOPHC WK KIHHHYHO
3Ha4MMa OpaguKkapaus;

® rNnpUeMaliii aHTHAPHTMHUYHH JICKAPCTBA HIH JIPYTIH BCILICCTBA, KOUTO BOAAT N0 YABJDKABAHE Ha

QT.

IIpenopruBa ce cTporo npocjacassane Ha edekra Bbpxy QTc UHTEpBana U periCTPHUpPaHe HAa U3XO/IHO
EKT', npeau 3anoysaHe Ha JICYEHHETO ¢ HWIOTHHHO M KAKTO € KITMHHYHO NOKa3aHo.

XHUNOKANHEMHATA HIIH XHITOMarHesueMusTa Tpadea n1a ObAaT KOpUrHpaHy npeau NPUWIOKEHHETO Ha
HHJIOTHHHO W Ja ce NpocneasBaT NepUogHYHO ClIE]] TOBA.

BHezansa cMBpPT

Hma cprobmienns 3a Heuectd cayuam (0,1 1o 1%) Ha BHe3anHa cMBPT npu nanueHTH ¢ XMJI B
XpOHMYHA (ha3a WU BLB (paza Ha aKcenepalms, pe3HCTEHTHH UJTH C HENOHOCUMOCT KbM HMH
NpeaLIecTBalla aHAMHE3a 3a ChpAeYHO 3abonaBaHe WK 3HAYUMH PHCKOBH (aKTOpH 3a paje ‘
cbpaeuHo 3adonaBane. KbM OCHOBHOTO 3/10KaueCTBEHO 3ab0NABaHE YeCTO METH Ca HAMH
NpUAPYkaBaly 3a00N9BaHHA, KAKTO H APYrH CHITbTCTBALLH IEKAPCTBEHH NPOAYKTH. He !
KaMepHaTa penojapH3almug Cbllo MoraTt Aa 6bpaar gonpuHacaul ¢pakrop. B pamMkure Ha
®a3a III npy nauueHTH ¢ HOBOAMarHocThuMpaHa XMJI B xpoHuuHa da3a He ca choO1aBdy
Ha BHE3aIHa ChpJeyHa CMBPT.




3a7pbiKKa Ha TEYHOCTH M OTOK

Ilo epeme Ha npoyuysaHe Paza III npu naymenTu ¢ HopoanarHocTuuMpana XMJI ca nabnozasatu
HeuecTH ciryyan (0,1 no 1%) Ha Texkka ¢opma Ha CBBp3aHa C PHEMa Ha NEKaAPCTBOTO 3aJphiKKa Ha
T€YHOCTH KaTO IUIeBpaneH nanus, 6enonpobeH orok U neprkapacH uanus. [lonobHu crOUTHA ca
Ha0/MmoJaBaHKM ¥ NPU NOCTMAPKETHHIOBHTE chodmeHus. HeouaksaHoTo, OBp30 HagnapaHe HA TErNo
TpAOBa fia ObAe BHUMATENHO H3CIEABAHO. AKO C€ NOSABAT [IPH3HALM Ha TeXKKa 3apbKKa HA TEYHOCTH
[0 BpEME Ha JICYEHUETO C HWIOTHHKO, eTHONOruATa TpadBa Aa CE U3ACHK M NPH NAaLMEHTHTE 113 Ce
MPOBE/IE CLOTBETHO JiCUEHHE (BiK. TOUKa 4.2 3a yKa3aHHA 3a NOB/IMABAHE HAa HEXEMATOJIOrHYHa

TOKCHYHOCT).

Chpae4yHo-ch10BH CHOUTUS

Cny4an Ha CbpJIEYHO-CBAOBH CHOMTHS ca chOOLIaBaHK B X043 Ha PaHAOMH3HPAHO MPOYUBaHE
daza III npu nauueHTH ¢ HOBogHarHocTuuMpasa XMJI u ca Ounu HabmoaaBaHu npu
NOCTMAPKETHHIOBUTE CHOOIICHHA. B KITHHHYHOTO NpoyyYBaHe, NPU CpeaHa MPOAB/DKUTEIHOCT Ha
TepanuATa oT 60,5 Mecella, cbpaeHHO-CBAOBUTE CLOMTHA OT CTenen 3-4 BKIOYBAT NepudepHa
apTepHaiHa okny3uBHa bonect (1,4% u 1,1%, crorBeTHo npu 300 mg 1 400 mg HUIOTHHHUD

JBa ITbTH JHEBHO), HCXeMHUHA Oonect Ha chpuero (2,2% u 6,1%, cvorBerHo npu 300 mg u 400 mg
HIIOTHHHO ABa ABTH AHEBHO) ¥ HCXEMHYHH MO3BYHOCHLAOBH ChOUTHA (1,1% 1 2,2%, CLOTBETHO NpH
300 mg u 400 mg HunoTuHUO OBa NbTH gHeBHO). [TlanuenTure Tpadea na OGbaar noceBeTBAHM fa
NOTHPCAT He3a0aBHO MEAMLIMHCKA NIOMOIL, aKO BHE3ANMHO NMOYYBCTRAT MPHU3HALIM MIIM CHMITTOMH Ha
ChPACHHO-CBHAOBH ChOMTHA. CBPASYHO-CBAOBUAT CTATYC HA NalMeHTUTe TpadBa 1a Obae OLeHeH, a
ChPAECYHO-CBHAOBUTE PHCKOBH (aKTopH Ja ObAAT NpOCNEACHH ¥ AKTHBHO TOBJIUSAHH 110 BPEME Ha
JIEYEHHETO C HWIOTHHHO, CHITIACHO CTAHAAPTHUTE pBKOBOACTBA. TpabBa na ce npeanuuie
CHLOTBETHATA Teparus 3a MOBIHABAHE Ha ChPACUHO-CHAOBHTE PUCKOBH PakTOpH (BXK. Touka 4.2 3a
yKa3aHMs 3a MOBJIHABAHE HA HEXEMATOJIOrHYHA TOKCHYHOCT).

PE&KTHEauHﬂ Ha xenatuT B

HabmonaBaHa € peakTuBaLa Ha xenatuT B NpH NauMeHTH, KOUTO €a XpOHUYHH HOCHTENH HA TO3H
BHpYC, cnea Karo npuemat BCR-ABL THpo3nHKHHa3HH HHXHOUTOPH. HAKOH cllyqau ca 3aBbpLUWIH C
ocTpa yepHoApoOHa HeAOCTATPYHOCT WIK PYIMHHAHTEH XENAaTHT, BOAELIL A0 YepHOApoOHa
TPAHCIVIAHTALIMA WY JIETAJIEH H3XO/.

[tpenu aa 3anoyHaT JIeueHHE ¢ HWIOTHHUO, naupeHTHTe TpadBa na 6vaaT nacnensany 3a HBY
nHdekuus. IIpenn na 3ano4HaT JeyeHHe, NailMeHTUTE C MTO3UTHBHA CEPOJIOTHA 3a XenaTur B
(BKIIOUMTENHO TE€3M ¢ AKTHBHO 3a00N9BaHe) U NALMEHTH, KOUTO ca nonoxuTeHy 3a HBV undexkumna
1o BpEMeE Ha JieueHHe, Tpabsa ObaaT KOHCYITUPAHH CBC CMICLIMATUCTH B ICUSHHETO Ha XenaTtuT B.
Hocureaure sa HBV, KOMTO MMAT HyXKJa OT JieueHHe C HUAOTHHHO, TpabBa Aa 6b4aT BHUMATEIHO
NpocieASBaHK 3a OpH3HALM U CUMITTOMH Ha akTHBHa HBV uHdekiHa no BpeMe Ha JeUeHHeTO H
HAKOJIKO Mecela ¢ie]] Kpas Ha JiedeHHeTo (BXK. Touka 4.8).

CneupanHo npocieagBale Ha Bb3pacTHH nauueHTd ¢ Ph+ XMJI B xpoHu4Ha ¢daza, KOHUTO ca
NNOCTHUTHAJIM TPa€H OALIDOK MONEKYIIAPEH OTTOBOP

Bwv3amooicrocm 3a npeycmanogagane Ha ievyenuemo
H36paHy nalHeHTH, IPH KOUTO € NOTBBPAEHO, Y€ eKkcnpecupar xapakrepHure BCR-ABL
TPaHCKPHNTH, €13a2/b2a2 unu e14a2/b3a2, MoraT na ce UMat NpeaBU 3a NPEYCTAHOBABAHE Ha
neyenneTo. Ilanwentrre TpsdBa na nMmar xapakrepHute BCR-ABL TpaBckpHnTH, 3a Ja € BB3MOXHO
KonuuecTBeHo onpenenane Ha BCR-ABL, oueHka Ha apibounHaTa Ha MOJIEKYJIAPHHA OTTOBOP H
ONpeaesHe Ha Bb3MOXKHA 3aryba Ha MOJIeKyNApHa pEMHCHA ClIed NPEYCTAHOBABAHE Ha JICUYEHHE
HUJIOTUHHD.

Ipocaednsane Ha nayueHmu, Koumo ca NPEYCMAROSWIN NEYEHUECMO

Heobxoaumo e 1a ce H3BLpllBa HecTo npocnenssaHe Ha HUBata Ha BCR-ABL Tpanckpu
nauMeHTUTe, H30paHH Na NPEYCTAHOBAT JCUECHHETO, UPe3 KOMHUYECTBEH AUATHOCTHYEH TeCT
BalKINPaH Ja H3IMEPBA HUBATA HA MOJICKYJIAPHUA OTTOBOP ¢ YYBCTBHTENHOCT NoHe MR4,5

(BCR-ABL/ABL <0,0032% IS). Husata Ha BCR-ABL TpanckpunTuTe Tpadsa na 6baar
ONnpeaeNsHH NpeaH H MO BPpEME Ha NpEeyCcTaHOBABAHE HA ICYEHUETO (BXK. TOYKH 4.2 u 5.1).
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3arybara Ha ronaM monekyngpeH orropop (MMR=BCR-ABL/ABL < 0,1% IS) npu naumenTH ¢
XMJI, koHTO ca nojy4yaBany HHNOTHHMO KaTO MbPBA WM BTOpa NMHHUA TEPAIUsA, WIM NOTBbPAECHATA
3ary0a Ha MR4 (aBe nocnenoBaTeNnHy H3MEPBaHUA B KHTEPBAJ OT NoHe 4 CeAMHULHM, MTOKa3BallH
zaryba Ha MR4 (MR4=BCR-ABL/ABL < 0,01% IS)) npu nauventn ¢ XMJI, kouTo ca nony4yapainu
HWIOTHHHO KaTo BTOpa NHHUA TEpamnu, lie JOBSAAaT A0 MOAHOBABAHE HA JICHEHHETO B PAMKHMTE Ha

4 ceqMHLIM OT MOMEHTa, B KOWTO ce pa3bepe, ue ¢ HacThNuia 3aryba Ha pemucusta. [1o Bpeme na
dazara Oe3 neyeHHe MOXKE 1A HACTBITH PELUHAHB Ha MOJICKYJISAPHO HHBO, KATO BCE OLUEC JIMINICBAT JaHHH
3a ARIrocpoyHHa pesynrar. [lopaay Tazu npuiHHa € 0co0EeHO BOKHO YECTO Aa C€ NMPOCNCAABaT
Hupata Ha BCR-ABL TpaHcKpMnTHTE M MBbJIHaTa KpbBHA KapTHHA ¢ JH$epeHHanno Opoene, 3a fa ce
YCTaHOBH Bb3MOXKHaTa 3aryba na peMucHs (Bx. Touka 4.2). [laneHTHTe, KOUTO HE YCnsBar na
noctHrHaT MMR cnen Tpu Mecelia noaHOBeHO JieueHue, TpAOBa aa 6baaT U3cneaBaHM 3a MyTalHs B
aoMeiktHa Ha BCR-ABL kuHasara.

JlabopaTopHu U3cNeBAHNA H IPOCNnenAABaHe

Junudu e xpyema

B npoyusane @a3a III npu naiment ¢ HoBoanarnocTuuupana XMJI, 1,1% or naumenture,
nekyBaHM ¢ HUI0THHHO 400 mg ABa MBETH AHEBHO NOKA3BAT HOBHILEHHUE Ha OOLIHSA XONECTEPON OT
CreneHn 3-4; B rpynara, npuemattia Hu1oTuHuU6 300 mg aBa nbTH AHEBHO, obave, He ce HabmonaBsa
noBHiIeHHe Ha Xxonectepona or Crenen 3-4 (Bx. Touxa 4.8). [Ipenopbusa ce, aa ce onpeaenu
JTHITHAHMA PO, NPEAH 3anNOYBaHEe Ha ICYEHHETO ¢ HWIOTHHHOG, clien KOETo 1a ce HaNpaBH OlICHKA
Ha 3-Us U 6-Ua Mecell, CNE 3arno0YBaHe Ha TEPAIUATA H Jla CE NPOCIEaABa NNOKE BEAHEXK MOJIHIIHO NPHU
NpoaALJLKUTENHA Tepanus (BX. Touka 4.2). Axo e HeoOxoaumo npunaraneto Ha HMG-CoA
penyKTaseH HHXMOUTOP (JIMIIMAONOHWKABALLO CPSACTBO), MOJIA NIpernejaire Touka 4.5, npeau na
3aNOYHETE JIeueHUeTo, Thi Kato onpeaeneHt HMG-CoA penykrazHy HHXUOUTOPH ce
MeTabonusupart cbiuo or CYP3A4 eHanMHaTa CHCTEMA.

Kpvana saxap

B npoyusane Pa3sa III npu naumestu ¢ Hopoauarsocriiupada XMJI, 6,9% u 7,2% ot nauueHTure,
NneKyBaHH ¢bOTBETHO ¢ HHIOTHHHUO 400 mg u HunotuHu6 300 mg apa IrbTH AHEBHO, MOKA3BAT
NOBHILICHKE Ha KpbBHAaTa 3axap oT CteneH 3-4. [ipenopruba ce HHBaTa Ha KpbBHATa 3axap aa 6baar
OLICHEeHH IPE/IM 3aM0UBaHE Ha JICYCHHETO ¢ HWIOTHHHO H NpOCNEACHH N0 BPpEME Ha JICHEHHETO, KAKTO
€ KJIMHHWYHO NOKa3aHO (BXK. ToUKa 4.2). AKO Pe3yJITATHTE OT TECTOBETE NaBAT OCHOBAHMA 34
NMPOBEXAAHETO Ha Tepanus, Jekapurte TpabBa aa cheaBat JIOKAJTHUTE CTAHAAPTHU NPAKTHKH Y
PHKOBOICTBA 34 JICUCHME.

BzauMoaeHcTBHSA ¢ IPYTH JCKAPCTBEHHN NMPOAYKTH

TpabBa na ce n36area NpWIOKEHUETO HA HUNOTHHMO C NIEKaApCTBa, KOUTO ¢a MOLIHM HHXHOMTOPH Ha
CYP3A4 (BmouBailly, HO He OFPaHUUYEHU N0 KETOKOHA20/, UTPAKOHA30J1, BOPUKOHA3O0,
KJIAPHTPOMMIIMH, TEJIMTPOMHLIMH, PUTOHABMP). B Cciiyuail ye neyeHUHeTo ¢ HAKOE OT TE3U JIEKAPCTBEHH
CPEACTRA € HAJIOXKHTEIHO, C€ MPENopbYBa, aKo € Bb3MOXHO TepanusTa ¢ HUIOTHHHO na Onae
npeycTaHoBeHa (Bx. Touka 4.5). Ilpy nonoxeHue, 4e HE € Bb3MOXKHO BPEMEHHO Aa C€ NPEYCTaHOBH

JICYEHUETO, € HEOOXOOUMO CTPUKTHO NMpOCNEaIBaHE HA NalMEHTa 3a yawpkasaHe Ha QT uHTepBana
(BX. Touxn 4.2, 4.5 1 5.2).

CoenbTcTBaLaTa YHoTpeOa Ha HHIOTHHHO C IEKAPCTBEHH NPOAYKTH, KOUTO Ca MOLIIHY MHIYKTOPH Ha
CYP3A4 (Hanp. denuTouH, pudaMnduuy, kapbaMazenrH, peHobapOUTal U KBIT KAHTAPUOH) HMa
BEPOATHOCT [la HAaMaJIH €KCITO3HLIMATA HA2 HWIOTHHHMO B KIITMHHYHO 3HayuMa creneH. Eto
NaLMeHTH MoJIyyasallld HUJIOTUHUO, 3a CBHITHTCTBALIO JleueHUe TpAOBa 1a ce noadepar anty
NEKApCTBEHH NPOLYKTH ¢ No-cnad noreHuman 3a uuaykums Ha CYP3A4 (Bx. Touka 4.5)

EdexT Ha xpaHaTa

BuonanuuHOCTTA HA HWIOTUHHO ce yBenu4aBa oT XxpaHata. Hunotunud CTALA ne Tpapaens

\%

3Hae, ye uHXubupat CYP3A4 Tpabea na ce n3barear.
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YepHoapoOHO YBpexKaaHE

VBpexaaHero Ha YepHHs ApoO MOBIHABA yMEPEHO (APMAKOKHHETUKATa HA HUJIOTHHHO.
[TpunoxeHUeTo HAa eAHOKpaTHa A03a 200 mg HunoTHHKO Boau no nosuiaBaHe Ha AUC ¢ 35%, 35%
1 19%, CbOTBETHO NPH JIHLA € JIEKO, YMEPEHO H TEXKO YepHOAPOOHO yBpeKaAaHe, cpiMO KOHTPOJTHA
rpyna jinila ¢ HopMajisa uYepHoApoOHa Qynkumsa. [IpeasuaeHara Cpnax Ha HUWIOTHHHO B CTAMOHAPHO
CLCTOSHUE NOKAa3Ba NOBHILEHHE COTBETHO € 29%, 18% u 22%. OT kKNnMHHWUHUTE NPOy4YBaHHA Ca
M3KJIIOYBaHH NallHCHTH ¢ anaHuH aMurOoTpaHcdepasza (AnAT) w/unu acnaprat aMMHOTpaHCepaza
(AcAT) > 2,5 (WK > 5, ako € CBBP3aHO Che 3a00/aBane) MbTH HAJ ropHaTa rpaHHlla Ha HopMara
WUy obw OrnupyOHH > 1,5 mbTH HaJ ropHaTa rpaHyLia Ha HOpMarTa.

MeTtabonu3MLT Ha HUWIOTHHHO € OCHOBHO YyepHOApoOeH. CneaopaTesniHo, NPH NalHeHTUTE C
YepHOAPOOHO YBpEeXKIaHe MOXE [1a UMA MOBUILICHA €KCMO3HLIMA Ha HUNOTHHWO U TpadBa na Objar
JIEKYBaHH C NOBHIIEHO BHUMAaHHE (BXK. TOUKa 4.2).

CepyMHa aunasa

HabnoaasaHo e nokausaHe Ha CTOHHOCTHTE HA cepyMHAaTa JKmnasa. [IpenopbuBa ¢ce MOBHILEHO
BHHMAaHME NpH NaLHeHTH C aHaMHe3a 3a NnaHkpeaTUT. B cayyaii ye, noBHINABAHETO HA CEPYMHATA
JINMa3a € CLAPOBOACHO OT KOPEMHH CUMITTOMH, JIEUEHHETO ¢ HWIOTHHUO TpaORa Aa ce NpeyCTaHOBH
MJa ce npeAnpHeMar HeoOXOAHMHMTE AHArHOCTHMHU MEPKH 32 U3KJIIOMBaHE HA MAHKPEATHT,

ToTanHa racTpeKTOMUSA

buoHaHYHOCTTA HA HUIOTHHHUO MOXe na Obae HaManeHa Npy NAUMEHTH ¢ TOTATHA raCTPEKTOMMS
(Bx. Touka 5.2). Tpadea na ce uMa npeaBKUA NO-4YECTO KITHHHUYHO NPOC/ieAsBaHe HA TAKHWBA NALIHEHTH.

TyMOp-TH3HC CHHAPOM

[lopanu BB3MOXHOCTTA 3a Bb3HHKBaHe Ha TyMop-nusuc cuHapom (TJIC) ce npenopbyra Kopurupane
Ha KIMHAYHO 3HAYMMAaTa AeXHApaTaLKd U BHCOKMTE HMBA HA MMKOYHA KHCEJIMHA MTpeH 3anoyBaHe Ha
NedeHHeTo ¢ HWIOTHHUO (BXK. Touka 4.8).

[leaMaTpuyHa nonynauus

Habntonaeanu ca nabopaTopHM OTKIIOHEHHSA, XapaKTEPHU3HPALLM CE C JIEKO 10 YMEPEHO TPaH3UTOPHO
MOBHILIABAHE HA aMHHOTpaHC(pepasuTe U obmnsa OWIHpyOHH, C MO-BUCOKA YeCTOTa NPH ASLa
OTKOJIKOTO MPH Bb3PacTHH, NNOKA3BAIIH MOBHLUEH PUCK OT XETIaTOTOKCHYHOCT B [I€AHATPHYHATA
nomynanua (Bx. Touka 4.8). HepHonpobnara ¢pyHkuus (CroAHOCTH Ha SunupybuHa U yepHOOpOOHHTE
TPpaHCAMHHA3H ) TpAOBa Aa ¢€ NPOCaeasiBa BCEKH MECel] WIH KaKTO € KIIMHMYHO MOKA3aHO.
IIoBuinapanero Ha OwnupyOHHA K YepHOApOoOHMTE TpaHCaMUHA3K TPAOBA Aa Ce OBJIaAABa KaTo
BPEMEHHO Ce Crpe JISHEHHETO ¢ HWIOTHHHO, HaMalK ce A03aTa W/WIH IeYeHHETO ¢ HWIOTHUHHO ce
npekpary (Bx. To4ka 4.2). B npoyusane npH neadaTpHyHara nomynauunsa ¢ XMJI ce crobimapa 3a
3abaBsiHe Ha pacTe)ka NMpH NalUMEeHTH, JIEKyBaHH ¢ HIIOTHHHO (BX. Touka 4.8). [Ipenoprusa ce
CTPHUKTHO NpOoCieAIBaHe Ha PacTeXa NpH NeaHATPHYHH MALMEHTH HA JICYEHHE ¢ HHJIOTHHHO.

[JoMOIIIHHY BellecTBa

Jlakroza: ITanmeHnTu ¢ peaku HacaeACTBEHH NPpodieMH HA rAIAKTO3HA HEMOHOCHMOCT, NbJ1EH
nakrTaseH AeHUHT WIH ITI0K030-rasiakTo3sHa Mmanabcopbuns, He TpabBa na npUeMar TO3H
NIEKapCTBEH NMPOIYKT.

4.5 BiarMoaeHcTBHE ¢ APYIH JIEKAPCTBEHH NPOAYKTH H APYrH GOpPMH HA B3aHMoAeHcTBH

AW no

HunoTtHHHO MoXe a ce npwiara B KOMOHMHALMA ¢ XeMaTONOETHYHH pacTexHu GaKTOpH Kg, £ %_
€PUTPOIIOETHH WIH MPaHYJOUMT-KOJIOHUCTUMYKpall dakrop (G-CSF), ako HMa KiIHHHY ,,uk ) _-._-}_-t
rnoxkasanua. Moxe na ce npuwiara ¥ ¢ XUAPOKCHYpes WIW aHarpeu] ako € KITHHHYHO Mo (g '

Hal-rosiaMa CTEMNEH 3a OKHCIUTENHHA MeTabonu3sM. HUunotuHub e chino taka cyﬁchaT 45'
eduTykcHaTa NoMIa 3a peauua JekapcTea, P-rnukonporenH (P-gp). Ero 3anio, abcopbuuaTa
NocAeABAlIOTO EJIMMHUHHUPAHE HA CUCTEMHO abcopOupaHua HWIOTHHHO MOrar 1a ce NMOBAHAAT OT
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BellecTBa, kouto nosauseaT CYP3A4 w/wnu P-gp.

BE!QECT Ba, KOHTO MOTI'aT a NMOBHILAT CCPYMHHUTC KOHLCHTPALIHH Hd HHJOT HHHO

ChNbTCTBAIOTO MPUIIOKEHHE HA HUIOTHHKHO M HMaTHHKO (cyOcTpaTr H MoaepaTop Ha P-gp u
CYP3A4) uma cnab naxuburopeH edexr eupxy CYP3A4 n/unu P-gp. AUC Ha uMaTHHHO ce e
nosvwnna ¢ 18% no 39%, a AUC Ha nunotuau® ce ¢ nopuumna ¢ 18% no 40%. Manko BeposaTHo e
ONKCAHUTE NPOMEHU Ja ¢a BAXKHH OT KIIHHWYHA IJIeHa TO4Ka.

ITpy 3o0paBM THMLA €KCNIO3ULMATA HA HWJIOTHHHO e yBeIuuaBa 3-ITbTH, KOTaTo C€ NMpriara
€IHOBPEMEHHO ¢ MOLHHA HHXUOUTOP Ha CYP3 A4 kertokoHa30i. ETo 3a110, CHITBTCTBAIIOTO JICHUEHHE
¢ MOLIHK HHXHOUTOPH HA CYP3 A4, BrmouBalliH KeTOKOHA30J1, HTPAKOHA30., BOPHKOHA30JI,
PUTOHABHP, KJIAPUTPOMHULIMH U TENUTPOMHLIMHE TpaOBa Aa ce u3darea (Bxk. Touka 4.4). IlouiiieHa
€KCMO3HLHA HA HHJIOTHHHO MOXKE CBIIIO Ja CE O4aKBa W NNpH yMepeHH HHXHOHUTOpu Ha CYP3 A4,
Tpabpa na ce 0OMUCIH CBIBTCTBALLLO MPHIIOKEHHUE C ANTEPHATUBHH JIEKAPCTBEHU NPOAYKTH, KOKMTO
HAMAT WJIH UMAaT MHHUMAaTHO UHXubupawo nchcreue svpxy CYP3 A4,

Belecrea, KOUTO MOraT Aa NOHWKAT CEPYMHATA KOHLUEHTpALMs Ha HHIOTHHUO

Pudammuuun, MowmeH HHAYKTOp Ha CYP3 A4, norwkaBa Cmax Ha HHJIOTHHHO ¢ 64% ¥ BOAM RO
HamanssaHe Ha AUC Ha HW10THHHO ¢ 80%. Pudamnuurn u Hunotuand He TpaOea aa ce npuinarar
eIHOBPEMEHHO.

CBNBTCTBALIOTO NPHIIOKEHHE HA APYTH JIEKAPCTBEHH NPOAYKTH, KOHTO KHAyuMpatT CYP3A4 (Hanp.
denuToNH, kapbamazenus, peHoOapOHTaN M KBIT KAHTAPHOH) CBILO TAKa MMA BEPOATHOCT J1a
NMOHWKHK €KCNO3ULIMATA Ha HWIOTHHHUO B KIIMHMYHO 3HauMMa cteneH. I1py nalpeHTH, NpH KOMUTO €
nokasaHa ynotpetarta Ha HHOAYKTOpH Ha CYP3 A4, e HeoGxoaumo aa ce u3bepaT anTepHATUBHH
CPeACTBa ¢ NO-MANbK NOTEHUHA 32 €eH3IUMHA HHAYKLHA.

Pa3zTBOopuMocTTa Ha HHIOTHHHO 3aBucH ot pH U € no-Hucka npu no-eucoko pH. I1pu 3apasu nuna,
npueMaiiu ecomernpason 40 mg BeaAHBkK JHEBHO B MPOABHKEHHE HA S OHH, ce HabmoaaBa 3HaYHMO

noBHIaBaHe Ha croMalWHOTO pH, nokaro abcopbumaTa Ha HUNOTHHHO € camMo YMEPEHO NMOHIDKEHA
(27% nonmkeHne Ha Cmax 1 34% noHwxeHnne Ha AUCy..). HunotuHnbd moxke na ce H3nonspa
eAHOBPEMEHHO ¢ €COMENPa3oi WK APYrH HHXHOUTOPH HA NPOTOHHATA NOMIIA PH HYXKAA.

B npoy4BaHe np 37paBH JHLA He ¢ HabmMOaaBaHa 3HAYMMa NPOMAHA BB (PaApMAaKOKHHETHKATA Ha
HHUJIOTUHHO, KOoraTo egMHMYHA no3a HHIOTHHHO ot 400 mg e nprnoxena 10 vaca cnen M 2 yaca
npead pamoTuanH. CnegoBaTenHo, Korato € HeodxoguMa eqHOBpeMeHHa ynotpeba ¢ H2 6aokepw, Te
MOrar Ja ce npunarat npuOausurenHo 10 yaca npeau v npUOIH3UTENHO 2 Maca ciel npHeMa Ha
HUWIOTHHHO.

B ¢bmoT0 npoy4paHe, NPHIOKEHHETO Ha AHTHALIMAHN (ANYMHHHER XUAPOKCH I/ MarHe3HER
XHAPOKCHI/CHMETHKOH) 2 4aca npeAu WIH cliel eIMHHYHA 1032 HWI0THHHO oT 400 mg, chillo He
noBAMABA (papMaKOKMHETHKATA HA HWIOTHHHO. ClnenoBarenHo, ako € HeoOXoaAUMO, AHTHALUIUTE
MoOrar Aa 6bJaaT npwiarani npudau3ydTenHo 2 yaca npeay WK npubnusuTenHo 2 Yaca ciiel npuema
Ha HHJIOTHHHO.

BeluectBa, YHATO CHCTEMHA KOHLIGHTpaLMg MOXe 1a Obje poMeHeHa OT HUIIOTHHHO

In vitro HUNOTHHHO € OTHOCHTENHO cUNeH uHxuduTop Ha CYP3 A4, CYP2C8, CYP2C9, CYP2D6 u
UGTI1Al, ¢ Hail-Aucka ctoiftHocT Ha Ki 3a CYP2C9 (Ki=0,13 microM).

CYP2C9, He roan 00 HAKAKBH MTPOMEHH BBLB PapMAaKOKMHETHYHHTE NMOKA3aTE/IH Ha Bapf
BBB (papMaKoAHWHaMHKaTa Ha Bap(papHH, U3MepeHa Ype3 NpoTpoMOUHOBOTO Bpeme (F {H
MEXIYHApOAHOTO HOpMATH3HpaHO ¢hOTHOWEHKE (INR). JInnceaT AaHHW OTHOCHO ecbe e £
CTaUUoHapHo cbeTosgHue. [IpoyuBaHeTo nara OCHOBaHHE Ja ce CMATA, Ye IMPH A03H Ha BYY \- A o
25 mg e Manko BEPOATHO JIa MMa 3HaYHMH JIeKapCTBEHH B3aHMOAeHCTBIS Mexay Baphapry £
HWIOTHHUO. [lopaau nuncara Ha JaHHU OTHOCHO €()EKTUTE B CTALIMOHAPHO CHCTOSHUE CE
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NpenopbYBaKOHTPONUPaHe HA (papMakOOUHAMHYHHATE Noka3zaTeny Ha BaphapuH (INR wnu PT) cnen
3aM0YBaHE HAJIEYEHHUE C HWIOTHHMO (TIOHE Npe3 MbpBUTE 2 CEAMULIH).

I1pu nauuenTu ¢ XMJI, Hunotunud, npuioxen B go3a ot 400 mg 1Ba MbTH JHEBHO B NPOABIKEHHE
Ha 12 aHHU, nosuluaBa cucTeMHaTa excro3uuua (AUC u Crax) Ha IpyeTyus nepopanrHo MHAa30/aM
(cybcTpaT Ha CYP3A4) crorBeTHO ¢ 2,6 mbTH K 2,0 mbTH. HUNIOTHHHO e ymMepeH nHXHOHMTOP Ha
CYP3A4. B pesynrar Ha TOBa, CHCTEMHATa €KCIO3HIIMA H Ha APYTH JEKAPCTBEHM NPOAYKTH, KOHTO
cemerabonusupar npeauMHo oT CYP3 A4 (nanp. onpeaenend HMG-CoA peaykrazHu HHXHOHTOPH)
MOXe Ja Obae MOBHIIEHA, KOraTo ce NpwiaraT €AHOBpeMEeHHO ¢ HUNTOTHHUMO. Mojke f1a ce HamoxH
CHOTBETHO MOHUTOPHPAHE H KOPHIUpaHe Ha A03aTa NPH NEKAPCTBEHH NMPOOYKTH, KOHTO ca cybcTpaTy
Ha CYP3A4 1 ¥MaT TECEH TEPaneBTHUEH HHACKC (BKIFOYMUTENIHO, HO He caMo ajdeHTaHH!N,
LIMKJIOCTIOPUH, AUXUAPOEPrOoTaMUH, eproTaMuH, (PEHTAHW, CHPOITUMYC H TaAKPOJIMMYC), KOTaTo ce
NpPUNaraT eAHOBPEMEHHO ¢ HUOTUHHD.

KombOuHainsaTa Ha HUITOTHHHO C Te3M CTATHHH, KOHUTO CE STMMHHHpAT raBHO upe3 CYP3 A4, Moxe
Ia YBEIIH4YHM NOTEHLHANA 33 CTATHH-HHAYUHPpaHa MHOTIATHA, BKJIFOYUTENHO pabaoMuonusa.

AHTHApHTMHUYHH JIEKADCTBEHH NPOAYKTH U APYTH BellleCTBA, KOUTO MOraT Aa yawDpkaT QT uHrepeana

Hunornnub Tpabea ga ce npuirara ¢ NOBHIEHO BHUMaHKUE FIPY NAUKUEHTH, KOUTO HMAT WIH NpH
KOWTOMOJKE [1a HACTBIH yabbkapaHe Ha QT uHTeppaia, B TOBa YUCIO NALIHEHTH, KOUTO NPHEMAT
aHTHaAPHTMHYHH JIEKAPCTBEHH NPORYKTH KATO aMHOJApOH, JU30NUpaMHU, MPOKAaWHAMHK, XHHHAUH H
COTANOJI WIK APYTH NEKAaPCTBEHH NMPOAYKTH, KOMTO MOraT Aa AOBEAAT JI0 YAL/DKaBaHe Ha

QT wHTEpBana KaTo XJIOPOXHH, XATO(PaHTPHH, KNIAPUTPOMHLIMH, XaJIONEPHIOIN, METAAOH H
MOKCcHoKcauuH (Bxk. Touka 4.4).

B3auMoznencTBHE ¢ XpaHH

Abcopbuusara U OMOHANUYHOCTTAa HA HWIOTHHHO Ce YBEJIHYABAT, KOTaTo Ce MpUeMa ¢ XpaHa, KOeTo
BOAH 0 NO-BHCOKa CEpYMHA KOHUEHTpaUHa (Bx. ToukH 4.2, 4.4 u 5.2). CoksT oT rpeindpyT
NPYTUTE XpaHy, 3a KOHTO Ce 3Hae, ye nHxubupar CYP3 A4, tpabra na ce n3barear.

IeanaTpyvHa Nnomynaimus

[IpoyuBaHus 3a B3aMMOAEACTBHSA Ca MPOBEKIAHH CaMO MPH Bb3PacTHH.
4.6 DepruanTeT, PEMEHHROCT H XbpMeHe

Xenu ¢ aereponen noreHuman/Koxnrpatenuus

Jenu ¢ ACTEPOAECH NOTCHLHAJ] TpﬂﬁBﬂ Aa H3MnoJa3Bart BHCOKDE¢EKTHBH& KOHTpPAUCIILIHA MO BpEMC Ha
JICYEHHUETO C HHJIOTHHHO U B MPOABJDKCHHC Ha ABC CCAMHLIH CIICA MPHKJIHOYBAHC HA TICYCHHOTO.

bpeMeHHOCT

JInnceat WiM UMa OrpaHMyeHd JaHHU OT ynotpedara Ha HLUNOTHHHUO npH OpeMeHHH JKEeHH.
[IpoyuBaHusTa NPH XKUBOTHH NOKA3BAT PENIPOAYKTHEHA TOKCHYHOCT (BXK. Touka 5.3). Huiotuuub He
TpsOBa Ja ce U3Noa3Ba NpH OPEMEHHOCT, OCBEH aKO KTHHHYHOTO ChCTOSHHE Ha )KEHATa HE U3MCKBA
neyeHre ¢ HWIOTHHKO. B citydait Ha ynoTtpeba no Bpeme Ha 6peMeHRocTTa, OpeMenHaTa xeHa TpaOna
na 6wae nHpoOpMIIpaHa 3a Bb3MOXHHTE PHCKOBE 3a IO,

AKO XeHa, KOATO C€ JIEKYBa ¢ HWIOTHHHMO IU1aHupa HpeMEeHHOCT, IIpU Hesl MOXe [a ¢€ 0OMHCIIH

OpeMeHHOCT o BpeMe Ha ¢asata Ha TFR, naimeHTsT TpaOBa na 6ba¢ HHGOpMHpaH 3a
NOTEHLUHUAIHATA HEOOXOAUMOCT OT NOAHOBABAHE Ha JIEUEHHETO C HIWIOTHHHO Mo BpeMe
OpeMeHHOCTTa (BXK. TOUKH 4.2 1 4.4).

Kbpmene




JKHBOTHHM NOKAa3BaT €KCKPELUs HA HUNOTHHHO B MIIAKOTO (BXK. TOUYKa 5.3). Tbi KaTO HE MOXKeE Aa ce
M3KJIIOYH PHUCK 32 HOBOPOAEHUTE/KbpPMAUETATA, XKeHHUTe He TpAOBa Ja KEPMAT MO BpEMe Ha JIeYeHHETO
C HWJIOTHHHO M B NpOABL/DKEHHE Ha 2 CeAMHLM ¢JIeA NpMEMa Ha MOoCaeHATa 1034.

PDepTHAUTET

[IpoyuBaHuaTa NpH >KUBOTHH HE TMOKA3BaT BIMAHHE BEPXY QEPTIWIHTETA NPH MBXKH H JKEHCKH
IIBXO0BE (BXK. TOYKa 5.3).

4.7 EdexTn Bupxy cnocodHOCTTA 32 mo(pHpaHe H paboTa ¢ MAIUEH

Hunoruuub He noBnuasa UNK NOBNUABA NpeHeO pexxumo cnocobHoCTTa 33 modupane 1 pabota ¢
MailK¥HY. He3aBHCHMO OT TOBA ce MpenopbhUBa MALMEHTUTE, KOHTO UMAT 3aMasHOCT, YMODa,
3PHTEHH HAPYILIEHHA WK APYTH HEXEIaHH PEaKUMH C BB3MOXHO BIIMAHUE BLPXY CIOCOOHOCTTA 34

modupane Wi 6e3onacHa pabora ¢ MAlKHEHK, Ja C€ BE3ABPKAT OT H3BLPUIBAHE Ha T€3H AeHHOCTH,
JOKATO Ca HAJIMILIE TE3U HEXENAHU peakLUH (BXK. To4Ka 4.8).

4.8 HexenaHn . jeKapcTB¢HH PeaKNHH

O600u1eBKEe HA npoduia Ha 6e301acHOCT

[IpoduneT Ha 6e30onacHOCT ce 6a3upa Ha cOOpHH AaHHU OT 3 422 nNalKEHTH, N1EKYBaHH C HWIOTHHHO,
B 13 KIHHWYHH NPOYyYBaHUA, NPH 0A0OPEHHUTE NOKA3AHHSA: BE3PACTHH H NEJUATPHUYHH NALHEHTH ¢
HOBOJAMarHOCTHIIMpaHa, Nonoxurenya 3a Ounanenduiicka XxpoMo3oMa, XpOHHUHA MHEIOWAHA
neskemus (XMJI) B xpoununa dasa (5 KIMHHYHH NpoyyBaHuA C 2 414 nayHeHTH), BL3PaCTHH
[allHEHTH B XpOHHYHa (pa3a H (Pa3za Ha axcenepaums Ha XMJI, nonoxurenna 3a Gunapnenduiicka
XpOMO30Ma, C PE3UCTEHTHOCT WK HEMOHOCHMOCT KBM MpeAXoKaallla Tepanus, BKIIOYBala
HMaTHHKO (6 KIIMHHYHM NPOYYBaHHKA ¢ 939 nauueHTH) U NeUATPUMHH NIALKMEHTH ¢ NONOKHUTETHA 33
Ounanenduiicka xpomoszoMa XMJI B xpoHuuHa ¢a3za, KOUTO ca pe3UCTEHTHH WIHM HE NOHACAT nobpe
NpeAXoXkAalla Tepanus, BKIIOYBalla HMaTHHKO (2 KITHHHYRYM Npoy4BaHHA ¢ 69 nauneHTH). Tesu
¢OOpHH JaHHM nipeacTaBAT ekcno3uuud oT 9 039,34 nauMeHTO-rOAHHA.

[IpodunbT Ha 6e30MacHOCT Ha HWIOTUHHUO € nogobeH NPH BCHYKH MOKa3aHUA.

Haii-uecTute HexenaHu peakuHH (dectora > 15%) or cOopHuTe naHHM 3a 6e3onacHocT ca: oOpus
(26,4%), nHdexLusa HA FTOPHUTE AMXATENHHU ITETHILA (BKTHOYHMTETHO GapHHIHT, Ha30papHHTHT,
pHEHT) (24,8%), rnasobonue (21,9%), xunepbunmnpyOunemus (BKNIOYHTENHO NOBUILIEH OUTUpYONH B
kpbBTa) (18,6%), aprpanrus (135,8%), ymopa (15,4%), ranene (16,8%), npypuryc (16,7%) u
TpoMboumToneHua (16,4%).

TabauueH cMUCHK HA HEXKETAHHTE PCAKLINH

HexenaHuTe peaxiiMy OT KIHHWYHH NPOYYBaHHUA U NOCTMApKeTHHroBH ¢hodienus (Tabauua 3), ca
H30pOoEHH Mo CHCTEMO-OpradeH Kiac U yectora no MedDRA. YecToTrara € onpeneieHa KaTo ca
H3MOA3B&HH CIIEHHTE KAaTeropuu: MHOro uectH (= 1/10); vectu (& 1/100 no < 1/10); HeuecTH

(= 1/1 000 po < 1/100); peaxu (= 1/10 000 no < 1/1 000); muoro peaxu (< 1/10 000); ¢ Heu3BecTHa
yecToTa {OT HANHYHHTE JaHHH He MOXKe Aa ObLe HanpaBeHa OLIEHKA).

Tabnana3  HeXelaRH JIeKApPCTBENH PEAKIHHA

HH_(E&KIIHI] H nn(!)ec'rannn

MHoro yectu: HMudexups Ha ropHiTe AUXaTeNHH THTHINA (BKTIOYHTENTHO hapHy
Ha30(apHHTHT, PHHUT)

Hectu: DOoNUKYIUT, OpPOHXHUT, KaHAWUI03a (BKITIOUHUTENIHO OpaliHa Ka
NHEBMOHUS, FACTEPOECHTEPHUT, HHGMEKLIUA HA NUKOYHHUTE ITBTHLY

Heuectw: Xepriec BUpycHa MH(EKLMS, aHaneH abeuec, KaHauaosa (MHGAKIRs |
KaHanaa), GypyHKys, CENCHC, NOAKOKEH abclec, THHea neaHc \

Penxu: PeaxtuBauysa Ha xenatut B

Heonnazmu —noﬁpumqec'rnenﬂ, JJIOKAMECTBECHH H HEONIPENC/ICHHA (BK.TI. KHCTH H II0J1 3
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HeuecTu:

KoykeH nanunoM

Peaxu;

OPHJIEH ManujiIoM, napanpoTC¢HHCMHUA

Hapymeﬂnﬂ HR KPbBTa A JIHM(IIIEISTH CHCTEMA

MHOro 4ecTH:

AHeMus, TPOMOOLIMTONEHHUS

YecTu:

JIeBKOMIEHHS, IEBKOLIMTO3a, HEYTPONEHHs, TPOMOOLIHTe MU

HeuecTu:

Eosunodunus, pedpuwiHa HeyTpONEeHHA, TUMPONEHHS, TAHUKTONECHUA

HIIP}'I]]BHHFI HA HMYHHATA CHACTEMA

Heuectn:

( CBPBLXYYBCTBHTETHOCT

Hapymenss Ra ¢HAOKPHHHATA CHCTEMA

MHOro 4ecTH:

3ab0aBsAHe Ha pacTexa

Hectn: | XHIOTHPEOHAU3 M
Heuectn: XHNEPTHPEOUIHIBM
Penxn: BToprueH xunepnapatMpeoHan3bM, THPEOHUIUT

Hapymenrs 5Ha MeTab0IH3MA B XpAHEHETO

YecTH:

Enextponuren nucbanaHc (BIJIIOYHTENHO XHINIOMATHE3UEMHNA,
XMMNEPKaANBEeMusa, XHNOKANMEMHs, XUNIOHATPHEMMA, XHITOKATILIMEMHA,
XUNEepKalUMeMHud, XHrneppocdaTteMus ), 3axapeH aHader, XUnepriukeMus,
XHMINEPXOIECTEPONEMMA, XUNEPIUNUAEMHUA, XUNIEPTPHINHULIEPHACMHS,
NOHW)KEH aIMETHT, TIoAarpa, xunepypuxkemus, xunodocdaremMus
(BIIIOUMTENHO NOHWKEHHE Ha Pocdopa B KpLBTA)

HeuecTH:

ﬂﬂXH,I[EﬂTRHHH, NOBHIIEH alleTHUT, JHCIHIIHIEMHAA, XHIIOTIMTHKEMUA

Penxu:

Hapyuien aneTur, TyMOp-IH3HC CHHAPOM

IlcRXA9YBA HAPYDICHAS

YecTn: Jlenpecus, 6e3chbHHe, TPEBOKHOCT
HeuecTtu: AMHE3HS, 00BPKAHOCT, Ae30PHEHTALNS
Peku: Hucgopus

HapyimeHRA HA HEPBHATA CHCTEMA

MHOIro 4ecTH:

I'napobonue

YecTH:

BHMHHHDCT, XHIIOCCTC3HA, MTapECTC3INH, MUI'PCHA

HeuecTH:

Mo3B4HOCHA0R HHIIMAEHT, BTPEUEPENHH/MO3bYHH KPbBOH3JIMEBH,
HCXEMHYEH WHCYAT, TPAHIUTOPHU KCXEMUYHH aTakH, MO3b4eH HH(APKT,
3aryba Ha cb3HaHME (BKJIIOYMTE/IHO CHHKOM), TPEMOP, HApYIIIEHO BHUMAaHHE,
XHNEPECTE3NA, IU3ECTEIN, JIETAPTHA, nepudepHa HEBPONATH, CHHAPOM Ha
HECNOKOHHWTE Kpaka, JTHLCBA NapanH3a

Penku:

CreHo3a Ha 6a3uiapHarTa apTepus, MO3bUY€H OTOK, HEBPHT HA 3PHTEIIHHS
HEpB

HﬂP}'ﬂ]EHﬂﬂ HA OYHTE

Yectu: KOHIOHKTHBHT, CYX0 OKO (BKJIKOMHTENHO KcepodTanMus), Ipa3HEHE Ha
OUMTE, XUNepeMus (CKIepalHa, KOHIOHKTHBAJIHA, OYHA), 3aMBIJIdBaHe Ha
3pEHHETO

Heuectu: Hapyuenue Ha 3peHHEeTO, KOHIOHKTHBANHA XeMOparis, HaMaJNieHa 3pHTeNHA
OCTpOTa, OTOK Ha Kienauure, Onedapur, GoToncus, anepruyucH
KOHIOHKTHBHT, JHILIONUsA, O4eH KPbBOH3NUB, D0JIKa B OKOTO, OYeH
NPYPHUTYC, NOAYBaHe HAa OUKTE, 3aboNsBaHe Ha OYHATA NOBBLPXHOCT,
nepuopburaneH oTok, porododus

Penku: XOpHOpETHHOMNATHA, €IEM Ha NanmwiuTe

HapyweHnasl HA YXOTO H JAOHPHATA

YecTu: CBeTOoBBPTEK, O0NKA B YXOTO, THHHTYC

Heuectn: HapyiieH ¢iiyX (XHnoaky3uA)

CupaeyHH HapynIeHRS

Yectu: CreHokapaus, apHTMHH (BKIIIOYUTENTHO aTPHOBEHTPHKYIapef
NPEACHPOHO TpelTeHe, KaMepHHU €KCTPaCUCTONH, TaXHKap/I
MbXAEHe, Opaaukapaus), nannuraumy, yabpkeH QT nHrepgas
€JIEKTPOKapAHorpaMaTa, KopoHapHa 605ecT Ha ChpLETO \ R

HeuecTu: MuokapieH MH(ApKT, UTyM Ha CBPLETO, IEPHKApAEH HIITHB, Wo ik
HEIOCTATLYHOCT, AUACTONHA AUCPYHKUMSA, naB OeapeH 00K,

Penku: [lnano3a, HaManeHa Qpakiims Ha M3TNACKBaHe
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C HEHU3BECTHA
YeCTOTA;

KamepHa avcgyHkLus

C1a0BH HApYIICHAA

YecTn: XuneproHHs, 3auepBaBaHe, nepruepHa apTepHanHa OK1y3nBHa 6onect

HeuecTu: XHIIEPTOHHYHH KPH3H, KIayAUKaLHO HHTEPMHTEHC, NeprdepHa apTepuaiHa
CTeHO03a, XEMAaTOM, apTEPUOCKIEpOo3a, XHITOTOHHUS, TpoMOO3a

Penku: XeMoparuyeH 1ok

PCCIIHP!TBPHB, NPHAHH H MCAHACTHHAIHH Hﬂ_PyIIIEIIHﬂ

M#aoro uectu:

Kaunuua

YecTu: JIMCTIHEs, IUCTIHES NMPH HATOBAapBaHe, ENUCTAKCHC, opodaprHreanHa Gonka

HeuecTn: benoapoben 0TOK, nueBpaneH U3NKB, HHTepCTHLIMANHA OenoapobHa Gonecr,
reBpajiHa 60/Ka, IUIEBPHT, ApasHEeHe Ha I'bpioTo, ANCGoHuA, HenoapobHa
XHUNEPTOHUS, XPHUIIOBE

Penxu: Dapunro-napHHreanHta 6onka

CTGHRIIIHQ—‘I!]EBHI] HﬂJp}’[llellHH

MHOro yecTH:

["aneHe, bonka B ropHara 4acT Ha KOpema, KOHCTHNALKA, IHapHs,
MOBPHIIaHE

YecTH:

[lankpeaTHT, KOpeMeH AMCKOMGOPT, pa3yBaHe Ha KopeMa, hnaTyaeHIus,
boska B Kopema, AMCIIENICHA, FACTPHT, racTpoe3ogarealeH pedaykc,
XEMOPOHKIH, CTOMAaTHT

Heuectu:

['acTpOMHTECTUHANHA XEMOparus, MejieHa, ylluepaly B yCTaTa,
e3ogareanHa O00sika, CyxoTa B yCTaTa, YyBCTBHTETHOCT Ha 3n0UTe
(xunepecte3us Ha 3b0HTE), AMCTEY3UA, EHTEPOKOJIHT, S3Ba HA CTOMAXa,
FTMHIMBHT, XHATAIHA XEPHHS, PEKTaIHa XeMOparus

Penxu:

[fepdopanms Ha racTpOMHTECTHHAIHA A3Ba, XeMaTeMe3a, e3odareaHa s3pa,
YJILEPO3€H e30(aruT, peTponepuToHeanHa xeMoparud, cyouneyc

Xenaro-0nIHADHE HAPYIICHRS

MHoOIro 4yecTH:

XunepduwmmpybHuHeMus (BITIOYHTENHO NOBHILIABAHE Ha GUMMpyOHHa B
KpbBTa)

YecTH:

Hapy1ena yepHoapoOHa GyHKiHs

HeyecTu:

XCH&TGTGKCH‘IHOCT, TOKCHYMCH XCHATHT, XKXBJITCHHIA, X0J1eCTasa,
XcnaToMerajinia

Hap_ymelmﬂ HA KOKATA H BOAKOKHATA ThKaH

MHoro gyecTH:

OOpuB, NpypuTyc, anoneuHs

YeceTH:

HowHo uinorasaxe, ex3eMa, ypTHKAPHI, XHIIEPXHIPO3a, KOHTY3HH, aKHE,
ASPMaTHT (BKIIOYHTETHO AICPrHYEH, €KCPONHATHBEH H aKHEH(OPMEH),
CyXa KOXKa, epuTeM

HeuecTtn:

Excponuatusen oOpuB, nekapcTBeHa epynuug, KoxHa 60J1Ka, EKXUMO3a,
NooyBaHE Ha JIMLETO, 0OpasyBaHe Ha MEXYPH, ACPMANHH KHCTH, €pUTEMA
HOAO03YM, XHNEPKEPATO3a, [IETEXHH, (OTOYYBCTBHUTEIHOCT, NICOPHA3HC,
NpOMAHA B LIBETA Ha KOXaTa, OeneHe Ha KOXKaTa, XHIIePITHrMEHTaLHs Ha
KOXAaTa, XMIepTpodHs Ha KOXKAaTa, A3Ba BbPXY Koxara

Penxu;

EpureMa MyaTH(OpME, CHHAPOM Ha NAJIMAPHO-TUIAHTAPHA
CPHTPOAM3ECTE3HA, XHNEPIUIA3NA Ha MACTHHTE XJIE3H, ATPOPHA Ha KOXKATa

Hapymennsa Ha MYCKY.IHO-CKeJIETHATA CHCTEMA H CheJHHHTEIHATA THKAH

MHoOro 4ecTH:

Muanrus, aprpanrus, 6onka B repba, 60nka B kpaliHunure

UecTn: MyckynHo-ckeneTHa 60nKa B rpbAHHUA KOLI, MYCKYJIHO-CKE/1eTHa G0JIKa,
Oonka BLB BpaTa, MyCKyJiHa C1abOCT, MyCKYJIHH Cia3MH, 60Jka B mcmre
Heuectn: MyCKyNHO-CKENIETHA CKOBAHOCT, OTOK Ha CTABHTE, APTPHT, GOJIKA B ) ﬂgl

Hapymwienns Ba 0L0pennTe H NHKOYHHTE ETHINA

I/

YecTH:

%?‘

[lonakuypus, au3ypus

HeyecTu:

YecTu No3NBY 32 ypUHHpPaHE, HUKTYPHA, XPOMATYpPHS, XeMa
O0BOpeYHa HENOCTATHMHOCT, MHKOHTHHEHLIHA HA YPUHA

Hapymeﬂnﬂ HA BB3NPOHIBOAHTEIHATA CHCTEMA H I'bPAATA

*' !r} ‘?q“ %
(g w %)

Yecru: EpexTHnna fHChYHKLMs, MEHOparus
Heuectu: bosika B repanTe, rTHHEKOMACTHA, NOAYBAaHE HA 3LPHATA
Penku: BTBBpAsSBaHE HA MbPAHTE

&f .
S —
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O0mu HapymieHES H eé(eKTH HR MACTOTO HA HPHJIOKEHHE

MHOI0 4ecTH: YMopa, NHPEKCHS

YecTu: bonka B rpbAHKA KOl (BKIIOYMTETHO HECBBP3aHa CbC ChPLIETO 60sKa B
rpeAHKA Kolll), bomka, AUCKOM(OpPT B 06nacTTa Ha MEPANTE,
HePas3IojI0KEHHE, aCTeHHUS U NepH(EePeH OTOK, BTpHUCAHE, MPUNONOL00HO
3a00/13BaHe

HeuecTn: OTOK Ha JIHLIETO, OPTOCTATHYHHK OTOLIH, YCELaHe 3a NPOMAHA Ha TelecHaTa
TeMIiepaTypa ( BKJIIOYHTENIHO YYBCTBO 3a rOpeLMHa, YYBCTBO 33 CTYA),
JIOK&JIH3HPaH OTOK

Penku: BHesanHa cMBpT

Hicaenpannn

MHoro yectH: IloBuilleHa anaHWH aMMHOTpaHCc(epasa, NOBHLIEHA JMNala

Yecru: IloHmxeH XeMOr001H, MOBHILIEHA aMHNa3a B KPBBTA, NOBHUIIEHA aCHIapTaT

aMHHOTpaHCcdepasa, NOBHLICHA alKanHa $ocdaTaza B KPEBTA, NOBULICHA
raMa-rnyTaMuITpaHcQepasa, NOBHilIEHa KpeaTHHHH (ocdOKHHA32 B KPHBTA,
MOHWKEHO TEI0, MNOBHIIEHO TETJI0, MOBHIIEH KPEAaTHHHUH, NOBULIEH 001K
XOJIECTEpO

HeuecTtn: [lopyena nakrar aexuaporeHasa B KPbBTa, IOBHLIEHA yYpes B KPbBTA,
MOBHILIEH HEKOHIOrHpaH OWIHPYOHH B KPBBTA, MOBUIUEH NapaTXOPMOH B
KpbBTa, NOBULICHH TPUIVIMLIEPUIHN B KPbBTa, NOHKXEHH ITOOYNHHM,
ITOBHLICH JIMTIOMTPOTEHHOB XONNECTEPOJ ( BKITIOYHTENHO ¢ HUICKA H ¢ BUCOKA
IUTBTHOCT), IOBHLIEH TPOTIOHHH

Penkwu: IIoHMKEeHa KpbBHa 3aXap, MOHHXXEH HHCYJHH B KPbBTA, IOBUILEH HHCY/IHH B
KPBbBTa, NOHWkEH C-nenTua

3abenexxka: He BCHUKM HexETaHH NIEKapPCTBEHH peakuMy ca HaGMmoaBaHH NMPH NegHATPHYHY
NpOyYBaHHS.

OnxcaHne Ha H30paHU HEXENIaHH peaKiiMK

Brezanna cmvpm

Coob1apa ce 3a HeuecTH cny4as (0,1 1o 1%) Ha BHe3anHa CMBLPT MO BpeMe Ha KNHHUYHHUTE
NPOY4BaHUA C HHNOTHHHO H/WIIM NporpaMHTe 3a ChCTpafaTenHa ynorpeba npu nauuenT ¢ XMJT B
XpOHHYHa (ha3a WK BbB ¢a3a Ha aKcenepalua, Pe3SHCTEHTHH WM ¢ HENOHOCHMOCT KbM HMaTHHMG U
npelllecTsalla aHaMHe3a 3a ChPAEHHO 3300n9BaHe WU 3HAYHMH PHCKOBH (PaKTOPH 3a pa3BUTHE Ha
ChbpAae4HO 3abonsBaHe (Bk. Touka 4.4).

Peaxmusayun na xenamum B
CpoblueHa e peakTHBaLMa Ha xenaturt B BbB Bpbaka ¢ BCR-ABL THpo3HHKHHa3HUTE

HHXHOHTOpH (TKH). B Hakou cmyyau HacThnBa ocTpa YepHOAPOOHA HEOCTATBYHOCT HITH
(yTMMHAHTEH XEIATHT, BOZELI AC YEPHOAPOOHA TPAHCILIAHTALIMS HIIH JIETANICH H3XO0Z (BIK.
TO4Ka 4.4).

[lenMaTpuyna nomyjaanus

be3onacHOCTTa Ha HWIOTHHHO NPH NEAHATPHYHH NAUMEHTH (Ha BB3pacT OT 2 A0 < 18 roausH) ¢
nonoxurenHa 3a Gunanenduiicka xpomozoma XMJI B xponnuHa da3sa (n = 58) e uscneasana B eIHO
OCHOBHO NpoYy4BaHe 32 nepuos oT 60 Meceua (Bxk. Touxa 5.1). Ilpu neagHaTpuyHHTE NaHeHTH
YeCTOTaTa, BUA W TEXKECTTAa Ha HabM0JaBaHHTE HEXENAHH PEaKLMM KAaTO L0 ChOTBETCTBAT Ha
Te3M,HabNo1aBaHy NIPH BL3PACTHHTE, ¢ U3KIIOYEHHE Ha XUNepOutHpyOGHHeMHs/MOBRILIECH GWTHPYGUH
B KpbBTa (CTeneH 3/4: 10,3%) v nosuinasane Ha TpaHcamunasute (ACAT Crened 3/4: 1,7%, 2
Crenen 3/4: 12,1%), kouTo ce cr0611aBaT ¢ NO-BUCOKA HECTOTA, OTKONKOTO MPH BB3PACTH ),
nauneHTH. HuBaTta Ha OUnHpybuna H yepHOApoGHHMTE TpPaHCaMUHAa3H TPabBa na ce npocafiges
BpeMe Ha JJIeYEHHETO (BXK. TOUKH 4.2 u 4.4).

3abasane na pacmesxca npu NEQUAMPUHAMA RONYAAYUR

B npoyuBane, npoBeaeHo npu neadarpuyHaTa nonyhauus ¢ XMJ, ¢ Meanala Ha eKcrK\GiE

51,9 Meceua npy HOBOAKWAIHOCTHLIMPAHU MALMEHTH U 59,9 Mecella npu nauueHTH ¢ Ph A |

C PE3HCTCHTHOCT KbM MMaTHHMO/Aa3aTHHHO WK C HEMOHOCHMOCT KbM UMATHHHO, ce Ha N @qw‘o

3a0aBsHE Ha pacTexa (C NpecH4aHe Ha [TOHE ABe OCHOBHH NEPCEHTHIHH TUHUH OT U3XOH -\--
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[IpH OCeM MalUeHTH: Npy 1neT oT Tax (8,6%) nMa npecHuaHe Ha 1B€ OCHOBHHU NEPCEHTUIHU JTHHWH OT
H3XOZHOTO HHUBO, a NpU TpUMa (5,2%) UMa npecHyaHe HA TPYU OCHOBHH NEPCEHTHIHM JIMHHH OT
H3XOJHOTO HUBO. 32 CHOUTHA, CBBpP3aHH ChbC 3a0aBAHE Ha pacTexa, ce cbolLIaBa NpH TpHMa
nauueHTH (5,2%). IlpenopbuBa ce CTPHKTHO NpOCNeaIBaHE HA pacTexa NMpH NeJHaTPHYHH NALIMEHTH
Ha JICYCHHe ¢ HUNOTHHMO (BXK. TOuKa 4.4).

Crobl1aBaHe Ha MOAO3HPAHH HEKENAHW PEAKLIHM

Cpo011aBaHeTo Ha NOAO3HMpAHU HEXKETIAHH peaKHMM cliell pa3pellaBaHe 3a ynoTpeba Ha iekapCTBEeHHUS
NPOAYKT € BaxkxHO. ToBa No3BoJIABa A3 NPOAB/LKH HAabMIOAEHUETO Ha CHOTHOIIEHHETO NON3a/PHCK 34
NeKapcTBeHUA NpOoAYKT. OT MEAHLIMHCKUTE CTIELIHATMCTH Ce H3HUCKBA J1a ChoOINaBaT BCAKa
NOAO3HpaHa HeXkelaHa peaKLMA Ha:

H3nbaHATENnHA areHuMs No JieKkapcTBaTa

yi. ,Jdamsas I'pyes” Ne 8

1303 Codus

Ten.:+359 2 8903417

yeOcaiit: www.bda.bg

4.9 Ilpeaozmpane

Cpolluasa ce 3a OTAEIHH CTyyau Ha YMHLUIEHO NpeAo3dpaHe ¢ HWIOTHHUG, IpH KOUTO HEYCTAHOBEH
Opoit TBBpAY Kancynu HUNOTHHUO ca OWIM MOTBJIHATH B KOMOHHALMA ¢ ANKOXOJ HWIH APYTH
nekapcTeeHH npoayxTH. Habnroaasanure chOutus BKIIIOYBAT HEYTPONEHHS, MOBPBILAHE H
cbHIMBOCT. He ce cpobiuasa 3a EKI™ npomeHn nnu xenatorokcuuHocT. KpalfiHHAT W3X0a npH BCHUKH
nauMeHTH € Onn OnaronpUaTeH.

B ciyuaii Ha npefosupaHe NalMeHTHT TpAOBa Ja ce HabiloAaBa U Aa Ce MPHIOKH MOAXOIALIO
NOAABPIKALLO JICUCHHE.

5. @GOAPMAKOJIOI'MYHH CBOMCTBA

5.1 ®PapMakoaAHHAMHYHH CBOHCTBA
QdapMakoTepaneBTHYHA rpyna: AHTUHEONNAcTHYHHU cpeacTBa, BCR-ABL THpo3WH KMHAa3HM
wHxubuTopH, ATC koa: LO1EAO3

MexaBH3IBEM HA JAeHCTBHE

HuwioTHHHO € MoLleH HHXUOUTOp Ha ABL THpo3uHknHa3HaTa akTuBHOCT Ha BCR-ABL
OHKOIPOTEHHA, KaKTO B KJIETBYHH IMHHH, TAKa H B TEPBHYHO MoJnoxuTeaHn 3a Qunagenduiicka
XpOMO30Ma JICBKEMHYHH KJIE€TKH. BemecTBoTo ce cBbp3Ba ¢ BucOK apuHUTET KbM ATP-CBEp3BaLIIOTO
MSICTO [10 TaKbB HaYHH, Y€ Ce ABABA MOLLIEH HHXUOHUTOP Ha auBua TN BCR-ABL w noanbpxa
aKTHBHOCT cpeury 32/33 umaTHHHO-pe3ucTeHTHH MyTaHTHH Gopmu Ha BCR-ABL. B pesynrar Ha
Ta3 OMOXMMHYHA aKTHBHOCT, HHJIOTHHHO cenekTHBHO HHXHOHpa nponakdepauraTa ¥ HHAYLHpa
anonro3a B KINCThYHH JIHHMH H B ITBPBHYHO INMOJOXKHTENHY 3a Ounanenduitcka XpoMo30Ma KIETKH OT
nauneHTH ¢ XMJL. IIpu mumm moaenu Ha XMJI, HiunorurH6, KaTo CaMOCTOATENTHO CPEACTBO,
HaMalisea TYMOPHOTO HATOBapBaHE H YAL/DKARa MPEKUBAESMOCTTA CJie]] MEPOPATHO NPWIOXKEHHE,

dapMakoAWHAMHUYHH edeKkTH

Hunornnub uMa marek eeKT unu HAMa eexT cpeiy no-rojigmMa 4acT OT APYruTe HicleABaHN
NPOTCHHKHHA3H, B TOBA YHCNO Src, ¢ u3kmoueHnde Ha PDGF, KIT u Ephrin peuenrropHuTe kuHas

Tabauna 4  Kanasen npodun na annoranubd (pochopusanuonna ICs nM)

BCR-ABL PDGFR KI1 iz
20 69 210\ %% .

\H/YEW
KIHMHHYHA €PUKACHOCT

17




Knunuunu npoyusanus npu HogoouazHocmuyupana XMJI ¢ xponuuna gasa

[IpoBeneHo € OTBOPEHO, MHOTOLIEHTPOBO, paHAOMHU3HpaHO TipoyuBaHe Qaza I1l 3a onpenensue Ha
e(UKACHOCTTa Ha HWIOTHHUO cnpsMo HMaTHHUO NMpH 846 BH3PACTHH MAUMEHTH C NOTBLPACHA
IHTOreHETHYHO, HOBOAWArHOCTHLIMpaHa, NONOXKTENHA 3a Dunaaenguiicka xpomozoMa XMJI B
XpoHHuHa ¢asa. [laupeHTuTe ca OMNH BKIIOYBAHH B PAMKHTE Ha LlIeCT Mecella OT [TOCTaBAHeTO Ha
AHarHo3aTa ¥ npeaM ToBa He ca NMPUEMAaJid JIeYEHHE, C H3KIOUYCHHE Ha XUAPOKCHYpes H/WIH
aHarpenun. IlaupeHTuTe ca paHaomuzupany 1:1:1 ga npuemar HunoTHKHO 300 mg ABa MBTH AHEBHO
(n = 282), aunornuubd 400 mg aea U AHeBHO (n = 28 1) WK nMaTHHKO 400 mg BeaHBXK JHEBHO
(n = 283). PannomMmzaimaTa € ctparudHUiHpala NNo OTHOLICHHE HA PUCKa MO ckanaTta Ha Sokal,
OnpeaesieH TIPH MOCTABAHE Ha IMArHO3aTa.
H3xoaHUTe XapakTepucTHKY ca Ouwin nobpe HanancupaHu MexXIy TPHUTE TepaneBTHYHU paMeHa.
MeaunasaTa Ha Bb3pacTTa ¢ Ouna 47 roaMHM B ABETE paMeHa Ha HIWIOTHHUO U 46 ronuHM B paMOTO Ha
uMaTHHHO, kaTo 12,8%, 10,0% u 12,4% ot naunentHTe ca OMAKM Ha BB3pacT = 65 roIMHH, ChOTBETHO
B TeparieBTHYHUTE paMeHa Ha HW1oTHHUO 300 mg aBa meTH AHEBHO, HUIOTHHHMO 400 mg ABa MbTH
aHeBHO H UMaTHHHO 400 mg BeaHsx AHeBHO. Cpea NalMEHTHTE € UMAJIO MAJIKO NOBEYE MbXKE
OTKONKOTO *KeHH (56,0%, 62,3% u 55,8%, croTReTHO B paMoTo Ha HHUAOTHHUO 300 mg nBa mbTH
nHeeHo, 400 mg nBa mbTH AHEBHO U UMaTHHHO 400 mg BeAHBbk aHeBHO). Han 60% or nauuenTHTe Ca
Ounu ot Oanara paca, a 25% ca Ounu aznaTuUM.
[InpBoHauanHaTa BpEMEBA TOYKA Ha AHAJIM3 HA JAHHHUTE € OUlla MNaHHpaHa, KOTaTo BCHYKH

846 nauyeHTH 3apspIlaT 12 MEeCEeYHOo NIeYeHHe (MM NPEKbCHAT NO-paHo). JIOMBIHHTENHHUTE aHaIH3H
Ce IUIaHMPAT NPH 3aBbPIIBAHETO Ha 24, 36, 48, 60 1 72 MeceyRo JiedcHHE (WIH NPHU [10-pPaHHO
npeKbeBaHe). MeauaHara Ha NPOABJDKUTENHOCT Ha JieueHHeTo € Ouna npudbnuaurenso 70 Mecenia B
TEpaneBTHYHUTE IPYNH Ha HWIOTHHHO U 64 meceua B rpynarta Ha uMatuand. Meananara Ha
NeHCTBHTENHHA MHTCH3UTET Ha J03aTa ¢ 6mna 593 mg/nen 3a Hunotuud 300 mg aBa mMbTU AHEBHO,
772 mg/nex 3a HUnoTHHUO 400 mg nea meTH aHeBHO B 400 mg/neH 3a UMaTHHKO €IHOKPATHO
aHeBHO. [IpoyuBaHeTO NPOABLILKABA B MOMEHTA.
[TepBHyHaTa KpaiiHa TOYKa 3a epukacHOCT € Owia ronaM Monekynsaped orroeop (MMR) Ha 12 mecew.
MMR ce nepunupa karo croTHomene BCR-ABL/ABL% < 0,1% no mexayHapoaHaTa ckana
(International scale- IS), namepeno upe3 RQ-PCR, koero cxoTBeTcTBa Ha = 3 log peaykuus Ha
BCR-ABL TpaHCKpHIITHTE CAPAMO CTAHAAPTH3MPaAHO H3XO0AHO HUBO. Hectorata Ha MMR Ha

12-19 Mecell € CTATHCTHYECKH 3HaUMMO NMO-BHCOKA NpH HWIOTHHHO 300 mg ABa MbTH AHEBHO B
cpapHeHHe ¢ UMaTHHHO 400 mg Benubix AHeBHO (44,3% cnipamo 22,3%, p < 0,0001). YecroTaTa Ha
MMR Ha 12-ug Mecel € ChUIO TaKa CTAaTHCTHYECKH 3HAYKBMO NMO-BHCOKA NMpH HWIOTHHHO 400 mg

JIBa MITH NHeBHO B cpaBHeHUE ¢ UMaTHHHO 400 mg Beanbxk AHEBHO (42,7% cnpamo 22,3%,

p < 0,0001).

Yecrorata Ha MMR Ha 3, 6, 9 u 12 mecen e 6una 8,9%, 33,0%, 43,3% u 44,3% npu HWIOTHHHOD

300 mg aBa MbTH AHEBHO, 3,0%, 29,5%, 38,1% u 42,7% npn aunotvHKO 400 mg aABa NbTH THEBHO M
0,7%, 12,0%, 18,0% u 22,3% npu umaTanud 400 mg BegHbIK AHEBHO.
YectoTrata Ha MMR Ha 12, 24, 36, 48, 60 u 72 mecell e npeacTaBena B Tabnuna 5.

Tabauoa 5 YecroTa H2a MMR
Hunoruuub Hunotnuubd UMatuub
300 mg nBa mreTH 400 mg aBa IMLTH 400 mg BegHBX
JHEeBHO JHEBHO ITHEBHO
n=282 n=281 n=283
(%) (%) (o)

MMR na 12-m3 mecen
Otrosop (95% CI) 44,3! (38,4; 50,3) 42.,7' (36,8; 48,7) 22,3(17,6;27,6) ___
MMR na 24-us Mecen
Otroeop (95% CI) 61,7' (55,8; 67,4) 59,1'(53,1; 64,9) 37,5 QA
MMR Ha 36-88 Mecen? ' T g
Orroeop (95% CI) _ 58,51 (52,5; 64,3) 57,31 (51,3; 63,2) 38,5 fmr+¢$‘:}1
MMR Ha 48-us Mecen’ lamﬁﬁ
Otrosop (95% CI) 59,9' (54,0; 65,7) 55,2 (49,1; 61,1) 43,8 EEW .
MMR na 60-na mecerr’
Orrorop (95% CI) 62,8 (56,8; 68.4) 61,2 (55,2; 66,9) 491 (43 “m s
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MMR na 72-us Mmecen”
Otrosop (95% CI) 52,5 (46,5; 58,4) ST,T (51,6; 63.5) 41,7 (35,9; 47,7)

' P-ctoiiHocT ot Cochran-Mantel-Haenszel (CMH) Tect 3a yectorara Ha 0TroBop (cripamo umatuHu6 400 mg) < 0,0001.
2 Camo0 maumeHTure, npu kouro ce Habmoaasa MMR B crniennduuHa BpeMeBa TOUKa, ca OWIH BKIIOUYEHH KaTo MOBJIUAIHN
ce B cbOoTBeTHaTa BpeMena Touka. O0mo 199 (35.2%) oT BCHYKH NallHEHTH HE Ca OLICHEHH 3a HaTHuue Ha MMR Ha 36-
us mecenl (87 B rpynara Ha HUA0THHKO 300 mg aBa nbTH AHEeBHO M 112 B rpynara Ha MMaTHHKO), NOpaaM JIMICBALIH/C
HEBB3MOXKHOCT 3a oueHka PCR npoOu (n = 17), oTYeTeHH aTHNHYHHU TPAHCKPHUIITH HA U3XO0JIHO HHBO (N = 7) WIIH
NPEKbCBAHE HA JICYEHUETO MPEAH BpeMeBaTa To4ka Ha 36-us mecell (n = 175).

3 Camo naieHTHTE, NPU KOMTO ce Habmonasa MMR B crieunduyna BpeMeBa TouKa, ca OMJIM BKIIOYEHH KATO MOBJIMSIIHN
ce B CbOTBETHara Bpemena Touka. O0mo 305 (36,1%) oT BCHYKH NMAlIMEHTH HE Ca OLIEHEeHHM 3a Hanuuue Ha MMR Ha 48-
us mecell (98 B rpynara Ha HunoTHHHO 300 mg aBa mbTH aHEeBHO, 88 B rpynara Ha HWI0THHKO 400 mg ABa MbTH JAHEBHO
v 119 B rpynara Ha uMaTHHHO), MOpa/IM JIMINCBALIM/C HEBB3MOXHOCT 3a olleHka PCR npo6u (n = 18), oTyerenu
aTUITHYHH TPAHCKPHIITH HA U3XOAHO HHUBO (N = §) MJIK NMPEKbCBAHE HA JICYEHHUETO NMPEAH BpeMeBaTa To49Ka Ha 48-us
mecell (n = 279).

* Camo naumeHTuTe, npu Kouto ce Habmoaasa MMR B crienmduyHa BpeMeBa ToUKa, ca OMIM BKIIOYEHH KAaTO MOBIUAIH
ce B CbOTBETHaTa Bpemena To4yka. O0mo 322 (38,1%) oT BCHYKM NalMeHTH He ca OLieHEeHM 3a Haimuue Ha MMR Ha 60-
us Mecell (99 B rpynara Ha HUNO0THHKHO 300 mg aBa MbTH AHEBHO, 93 B rpynara Ha HWI0THHKO 400 mg aBa ITbTH JHEBHO
1 130 B rpynara Ha MaTHHKAO) Nopaau JMICBALLK/C HEBB3MOXKHOCT 3a oueHka PCR npobu (n = 9), oTyeTeHd aTHIIHYHHA
TPAHCKPHUIITH HA U3XO0HO HUBO (n = 8) MJIM NNPEKbCBAHE HA JICYEHUETO NPEJIH BpeMeBara Touka Ha 60-us mecell

(n = 305).

Y CamMo mauMeHTHTe, npy kouTo ce Habmoaasa MMR B kOHKpeTHa BpeMeBa TOUKa, ca GMIIM BKJIIOUEHM KaTO MOBIMAIH ce
B CbOTBETHATa BpeMeBa Touka. Oouio 395 (46,7%) oT BCHYKHM NALIMEHTH HE ca OlleHeHH 3a Hasimyue Ha MMR Ha 72-us
mecell (130 B rpynara na Hun0THHUO 300 mg aBa b aHeBHO, 110 B rpynarta na HWi10THHKO 400 mg 1Ba IMbTH JIHEBHO
u 155 B rpynara Ha UMaTUHKO) NMOpaIM NUINCBALIW/C HEBB3MOXHOCT 3a olleHKa PCR npobu (n = 25), oTuyeTeHH aTUITHYHH
TPAHCKPHMIITH HA U3XO0HO HUBO (n = 8) UJIM NPEeKbCBAHE HA JICYECHUETO NPE/A BpEeMeBarTa Touka Ha 72-us Mecell

(n=362).

Hectorara Ha nocturane Ha MMR 10 onpenenenu BpeMeBH TOYKH (KOETO BKJIKOYBA MALIMEHTHTE,
nocturiaiu MMR B unu npeay T€3u BpeMEBH TOUYKH, O3HAYaBaHU KATO OTIOBOPHJIN Ha JIEYEHHETO),
ca Mnpe/CTaBeHH KaTo KymyJiaTuBHa yectota Ha MMR (Bx. @urypa 1).

Ourypal KymyaaruBna yecrora Ha MMR

100 —— HunoTtuumn6 300 mg asa NbTv AHeBHO (n = 282)
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Meceuu cneq paHagoMHU3aUMATA

[1pn BcHuku puckoBH rpynu no Sokal, yecrorara Ha MMR BBB BCHUKH BpEMEBH TOYKH
[MOCTOSHHO I0-BUCOKAa BbB BPEMETO U MPH ABETE IPyINH Ha HUIOTHHUO, B CpPaBHEHHE C
HUMaTHHHO.
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B perpocnexTised ananus 91% (234/258) or nauuenTHTe Ha HUWNOTHHMO 300 mg ABa METH AHEBHO
nocturat HuBo Ha BCR-ABL < 10% Ha 3-Ha Mecel] ot neyeHuero cnpamo 67% (176/264) ot

nanveHrure Ha UMaTHHUO 400 mg BeaHDbXK AHeBHO. [aieHTHTE ¢ HHBO Ha BCR-ABL < 10% Ha
3-HA MEcel| OT JIEYEHHETO NTOKA3BAT NO-BUCOKA 00111a NPEKMBAEMOCT Ha 72-HA Mecel] CIIPAMO Te3H,
KOHUTO HE NOCTHIaT TaKbB MoneKynsapeH otrosop (94,5% cnpamo 77,1%, cworeTHo [p = 0,0005]).

Anamm3 no Kaplan-Meier na BpeMeto ao nbpeus MMR noka3spa, 4e BepoSTHOCTTA 3a NOCTUTraHe Ha
MMR B pa3nnyHH BpEMEBH TOUKH € NMO-BUCOKA KaKTO NpH HUIOTHHHO 300 mg aBa IreTH JHEBHO,
TakaH npy HWIOTHHKO 400 mg nBa MbTH AHEBHO, B CpaBHEHHUE ¢ MMATHHKO 400 mg reHBK NHEBHO
(HR = 2,17 u ctpatuduumnpana log-rank p < 0,0001 Mexay Hunoruuu6 300 mg apa NbTH AHEBHO H
MmaTHHHO 400 mg BenHbk AHeBHO, HR = 1,88 u cTpatuduumpana log-rank p < 0,0001 mexmy
HUNOTUHKO 400 mg ABa NbTH AHeBHO ¥ UMaTHHUO 400 mg BeaHBK AHEBHO).

IIpouieHTLT Ha MayMeHTUTe NOCTHIHANIH MOJIeKyaspeH oTroBop or < 0,01% n <0,0032% no IS B
pasNMUYHUTE BPEMEBH TOUKH € npeacTaBeH B Tabnuua 6, cblllo Taka MPOLIGHTHT HA NALIHEHTHTE
NMOCTHTHANTH MONEKyYJIApeH OTroBop oT < 0,01% u < 0,0032% no IS B oTaenHUTE BpEMEBH TOUYKH ca
npeactaBeH! U Ha Purypu 2 U 3. Monexynapen otrosop ot < 0,01% u £0,0032% no IS, oTrosaps
CHOTBETHO Ha > 4 log peaykuus u > 4,5 log peaykuma, Ha BCR-ABL TpauckpunTuTe oT
CTaHAAPTH3HpaHa U3XOAHA CTOHHOCT.

Tabnunma 6  IIpomenT NanHeHTH, NOCTHIHANE MOJIEKY/ISPEH OTTOBOP OT
<0,01% (4 log peayxuns) n < 0,0032% (4,5 log peaxyxuns)
Hunoruuuod Hunotuaub HUMarnuub
300 mg 400 mg 400 mg
ABa NbTH JHEBHO JIBa MbTH JHEBHO BEAHBXK QHEBHO
n=282 n=281 n=283
(%) (%) %)
<0,01% | <0,0032% |[<0,01% |<0,0032% |<0,01% |<0,0032%
Ha 12-tu Mecen 11,7 43 8,5 4.6 3,9 0.4
Ha 24-th Mecen 24,5 12,4 22,1 7.8 10,2 2.8
Ha 36-th Mecenl 294 13,8 23,8 12,1 14,1 8,1
Ha 48-MH Mecell 33,0 16,3 29.9 17,1 19.8 10,2
Ha 60-tn Mecent 47,9 32,3 43,4 29.5 31,1 19,8
Ha 72-pu mecens 443 31,2 45,2 28.8 27,2 18,0

®urypa 2
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Meceuu cnep paHaoMuUsauuaTa

B13 ocHoBa Ha ouneHka no Kaplan-Meier oTHOCHO NpoAB/DKHUTEIHOCTTA Ha IMbPBHS
MPOLIEHTHT HA MAaLMEHTHUTE, 3aMa3uu MMOCTHIHATHA OTFOBOP B MPOAB/DKEHHE Ha 72 ME
92,5% (95% CI:88,6-96,4%) B rpynara Ha HU10THHKHO 300 mg aBa MbTH JHEBHO, 92,2%0
88,5-95,9%) B rpynara Ha Hu10THHHO 400 mg nBa nbTH nHeBHO M 88,0% (95% CI: 83,8
rpynara Ha UMaTtuHUO 400 mg BEAHbXK THEBHO.
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[Tenen uuroreHeTnyeH o1rosop (CCyR) ce nepunnpa karo 0% Ph+ MetadazHu mnacTHHKY B
KOCTHHAMO3BK IIPH H3CNEeABAHNW NOHe 20 MeTada3Hu mnacTuHKK. Haii-ronamara yecrora Ha CCyR
no 12-us meceu (koeTo BkMOYBa nauueHTuTe, nocturiany CCyR Ha WM npeau BpeMeBara To4YKa
Ha 12-usa Mecell, 03Ha4YaBaHK KaTO OTMOBOPWIM HA 1I€YEHHETO) € CTAaTUCTHYECKH 3HAUYUMO NMO-BHCOKA
npy HUIoTUTHO 300 mg ¥ 400 mg aBa myTH AHEBHO B cpaBHEeHWe ¢ UMaTHHUO 400 mg BeoHBK

IHEeBHO, BHK Tabnuua 7.

Yectorata Ha CCyR a0 24 meceu (Bratoysa nauuenTure nocturiand CCyR Ha wiM npean
BpEMEBATA TOYKA Ha 24-Hs MeCell, 03Ha4YaBaHH KaTo OTIOBOPWIHM Ha JIeueHHETO) € Onta
CTATUCTHYECKH MO-BHCOKA B JBeTe rpynH Ha RUWIOTHHUO — 300 mg nBa nbtH aHeBHO M 400 mg
IBa ITbTH JHEBHO, B CPaBHEHME ¢ rpynara Ha UMaTuHuO 400 mg e AHOKPATHO AHEBHO.

Tabaauoa 7 Had-Bacoxa 9ectora Ha CCyR

HunotnHu6 300 mg [Hunotunubd 400 mg [Mmarnanb
Ba ITbTH AHEBHO InBa MbTH AHEBHO 00 mg
n=282 n=281 AHOKPaTHO QHEBHO
(%) (%) =283
&0,
0 12-TH mMecen
oBopuiy (95% CI) 80,1 (75,0; 84,6) 7,9 (72,6; 82,6) 65,0 (39,2; 70,6)
€OTrOBOPUWIH 19.9 |22, 1 35,0
p-croitHocT oT CMH T1ecT 3a < (,0001 10,0005
MEeCTOTaTa Ha OTroBop (CnpsaMo
umaTtiHHO 400 mg eaHoKpaTHO
[THEBHO)
o 24-TH mecen
brronopmu (95% CI) 86,9 (82,4; 90,6) 84,7 (79,9, 88,7) 77,0 (71,7; 81,8)
Heorrosopuin 13,1 15,3 03,0
~-cToMHOCT oT CMH TecT 3a 0,0018 10,0160
€cTOoTaTa Ha OTrOBOP (CIPSAMO
matHHub 400 mg egHOKpaTHO
€BHO)

B3 ocHoBa Ha oueHka o Kaplan-Meier, mpoueHTHT Ha NaLIMEHTUTE, 3aMa3WIH OTTOBOPa B
MpOAB/DKEHHKE HA 72 Mecena cpell nauenTure, nocturianu CCyR e 6un 99,1% (95% CI: 97,9-
100%)s rpynara na uunorvnu6 300 mg nsa bt nHEeBHO, 98,7% (95% Cl: 97,1-100%) B rpynara
Ha HWI0THHHO 400 mg nBa meTH HHEBHO H 97,0% (95% CI: 94,7-99,4%) B rpynaTa Ha UMATHHHE

400 mgBeaHbK AHEBHO.

Karo nporpecus 1o ¢da3a Ha akcenepaums (PA) unu 6nactHa kpuza (bK) no Bpeme Ha neyeHHeTo ce
ONpeaea BpeMETO OT AaTara Ha paHAOMHU3alua JO ITbPBATa AOKYMEHTHpPaHa Nporpecus Ha
3abonaBaHeTO 10 (pa3a Ha akcenepauus, 6/1aCTHA KPH3a MITH CMBPT, cBbp3aHa ¢ XMJI. B xozaa Ha
JICYEHHETO MPOTPECHA KbM (pa3a Ha akcenepauns wid 6acTHa Kpu3a ce Habmoaasa npu o0Io

17 nauMeHTH: 2-Ma nauMedTH Ha HW1oTHHUG 300 mg ABa nbTH AHEBHO, 3 MAaLKEHTH HA HUJIOTUHUG
400 mg nBa mpTH OHEBHO W 12 nauueHTH Ha nMaTUHKO 400 mg eaHokpaTHO AHeBHO. H3uncaeHusT
[MPOLICHT Ha NaUHEHTHTE, O3 nporpecHs Ha 3abonABaHETO KbM (ha3a Ha aKcenepalus WiM 6nacTHa
KpHM3a, H3UHUCIEH Ha 72-pH Mecell, € 01 cboTBeTHO 99,3%, 98,7% 1 95,2% (HR = 0,1599 1
crpati¢pHUMpana log-rank p = 0,0059 mexay Hunotuand 300 mg aBa MbTH JHEBHO H HMATLH R

ABa I'bTH JHEBHO H HMATHHHO BeHDBK AHEBHO). Cnel aHannu3a Ha BTOpaTa roqHHa He Cé
HOBH ¢JTydayd Ha nporpecus koM QA/BK.

Brniousaiky KJIOHAJIHATA €BOJIOLMA KaTO KPHTEPHid 3a porpecus, obLio 25 naumeHTH §
NporpeCHpaliH KbM (a3a Ha akcenepauus und 6nacTHa Kpu3a 10 kpaifHaTa naTa 3a ChOHpaR
AaHHHU 3a aHanu3a (3 B rpynara Ha HUIOTHHUO 300 mg ABa NBTH AHEBHO, 5 B rpynara Ha H
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400 mg nBa mbTH JHEeBHO M 17 B rpynara Ha umaTuHr® 400 mg eaHokparHO aHeBHO), U3uncieHnaT
NpPOLEHT Ha nauueHTATe 0e3 nporpecksa KbM (a3a Ha akcenepaiua wiu 61acTHa KpH3a,
BKJIFOUMTEIHOK/IOHAIHA €BOJIIOLMA, OTNIpefeaeH Ha 72-pu Mecel € Oun cwvotBeTHo 98,7%, 97,9% n
93,2% (HR = 0,1626 u crpatudpuumpana log-rank p = 0,0009 mexay HunotuHub 300 mg nBa mbTH
JHEBHO M UMaTHHHO BenHBbkK AHeBHO, HR = 0,2848 u crpatuduumpana log-rank p = 0,0085 mexny
HUNOTHHHO 400 mg nBa NBTH AHEBHO H UMATHHHUO BEHDBXK JHEBHO).

Obu1o 55 naueHTH ca MOYMHANM MO BpeMe Ha NIeYeHHEeTO HIH TIpe3 NeprHoaa Ha NpocieasiBaHeTo
ciell NpexbeBaHe Ha nevueHuero (21 B rpynara Ha HWIOTHHHO 300 mg nBa mbTv AHEBHO, 11 B
rpynataHa HU1oTHHMO 400 mg aBa mbTH ZIHEBHO H 23 B rpynara Ha UMaTHHUO 400 mg eAHOKpaTHO
IHeBHO). JIBageceT M wiecT (26) oT Te3n 55 CMBPTHU ciyyad ca OunM cewp3aHu ¢ XMJI (6 B rpynata
Ha HUNOTHHKO 300 mg ARa MbTH AHEBHO, 4 B rpynara Ha HWIOTHHUO 400 mg ABa NBTH JHEBHO K 16
B rpynara Ha uMaTuHRO 400 mg eaHOKpaTHO JHEBHO). U3UMCIEHUAT NMPOLIEHT NAaUMEHTH, KOHTO ca
OnnM >KHBH Ha 72-pu Mecell e Oun ¢cvroTBeTHO 91,6%, 95,8% 1 91,4% (HR = 0,8934 n
crpatnduuppana log-rank p = 0,7085 Mexxay Hunotnaub 300 mg apa mbTH AHEBHO K HMAaTHHHO,
HR = 0,4632 u ctpaTuduumpana log-rank p = 0,03 14 mexxay BunotuHud 400 mg nBa meTH JHEBHO U
HMAaTHHHO).

Baemaiiku npeasHa KaTo cbOUTHA caMo cily4auTe Ha CMBPT cBbp3aHa ¢ XMJL, uaundcneHara crenen
Ha of111a NpeXKMBAEMOCT, Ofipeac/icHa Ha 72-pH Mecell € 61na cpotBeTHO 97,7%, 98,5% 1 93,9%
(HR = 0,3694 u cTpatnduumpana log-rank p = 0,0302 mexxny HrunoruHn® 300 mg ABa mbTH JHEBHO
¥ uMatuHUO, HR = 0,2433 u crpatudurumpana log-rank p = 06,0061 mexxay nmwiotvHut 400 mg

JBa ITTH JHEBHO U HMATHHHUO).

Knunuunu npoyusanua npu nayuenmu ¢ XMJT 6 xponuuna gaza usu paza na axcesepayus,
DEIUCMERMHU WU C HENOKOCUMOCI KbM UMAMUKub

[IpoBeneHo € OTBOPEHO, HEKOHTPONUPAHO, MHOTOLEHTPOBO NpoyuBaHe Daza [l 3a onpeaensHe Ha
e(PUKACHOCTTa HA HWIOTHHHO Npu Br3pacTHH nawgieRTH ¢ XMJL, ¢ pe3ucTeHTHOCT WK
HEHOHOCHMOCTKBM MMATHHHUO, ¢ OTAENHM TEpaneBTHYHH paMEeHa 3a XpoHH4Ha ¢a3a ¥ ¢a3za Ha
axcenepaums Ha 3abonsBanero. E¢dHkacHocTTa ¢e ocHoBaBa Ha BKmodeHHTe 321 nauueHTH B XD 1
137 naunenty B AD. Meanasara Ha NpOABIKHTENHOCT Ha JIeUEHHeTO € 561 auM npH nauueHTHTE B
X® u 264 nuu npy naupeHtre B AD (pxk. Tabmuua 8). Hunotunub e npunoxeH npoab/DKHTENHO
(ABYKpaTHO AHEBHO 2 Yyaca cjiel HaxpaHBaHe H 6e3 npHeM Ha XpaHa Hai-MaJiko €HH 4ac ce
NPUIAraHeTo) AO MOKBA HA NaHHHM 32 HEaICKBaTEH OTTOBOP HITH MPOrpecHs Ha 3abonaBaHeTo.
HNozara e 6una 400 mg aBa meTH AHEBHO M € OWNIO MO3BOJIEHO NMOKaYBaHe Ha ao3ara no 600 mg
JABYKPAaTHO JHEBHO.

Tabanna 8 IIpoABL/KATETHOCT HA EKCMO3ANMAATA HA HRJIOTHHHAD

XpoHHuHa (aza @a3a Ha akcenepauus
n=321 n=137
MenHaHa Ha NPOABIKHUTENHOCT Ha 561 264
JIeYeHHeTo B OHH (25 ™-75™ (196-852) (115-595)
NEPCEHTHII)

Pe3uCcTeHTHOCTTa KbM HMATHHHMO BKIIOYBA HEYCNEX 3a MOCTHIEHE Ha ITbJAEH XEMATOJIOrHYEH
oTrosop(3a 3 Mecena), LMTONEHETHYEH OTTrOBOP (3a 6 MeceLia) HITH rojIsiM UIWTOMeHETHYEH OTrOBOP
(3a 12 mecena) HiaM nporpecus Ha 3abongasaHeTo ciel npeABapHTEHO MOCTHIHAT HUTOr€HETHYER
KITH X€MAaTOJIOTHYEH OTTroBOp. JIuncaTta Ha TonepaHc KbM HMaTHHHO BKIKOYBA NMALIMEHTH, KOUTO
MpeKpaTABaT NpHeMa Ha HMaTHHHO Nopajand TOXCHYHOCT H HAMAT TOJIAM LINTONEHETHYEH OTTOEDD fign No
BpEME Ha 3alOoYBaHe Ha NPOY4YBAHETO. 2z

O6wo, 73% o1 nauHeHTHTE ca PE3IUCTEHTHH KbM UMATHHHUO, RoKaTO 27% MMAT HENOHC ¥ ¢
HMaTHHHO. Ilo-ronsma 4acT OT NaLMEeHTHTE UMAT aHaMHe3a 3a npogb/pkurenHa XMJL, khaZo
BK/IIOYBA €KCTEH3UBHO NPEAIIECTBALIO NICYESHHE ¢ IPYTH AHTHHEOTUTACTHYHH CPEACTBA, B\YOR;
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600 mg/nnesHo. Hali-Bucokarta npeauecTsaiia 103a Ha UMaTHHHO e > 600 mg/aHeBHO npH 74% ot
BCHUKHM NallMeHTH, KaTo 40% OT naumeHTHTE Ca noay4vaBajii HMaTdHUO B 1031 > 800 mg/aHeBHO.

Ta0anoa 9

XapaKkTepHCTHKH HA X018 HA npoTHYaHe na XM

XpoHHuHa a3a

da3a Ha akcenepauus

__TpaHCILIaHTallHA

(n=321) (n=137)*

MennaHa Ha BpeMeTO ¢Jien 58 71
MOCTABAHE HA JUATHO3aTa B MeCeLH (5-275) (2-298)
(AManazoH)
HMmaTurnb

PesucTeHTHU 226 (70%) 109 (80%)

Hetonepanthu 6e3 MCyR 95 (30%) 27 (20%)
CpeJieH NeprHol Ha NEYCHHE C 975 857
MMATHHHO B AHHU (25 ™-75™ (519-1 488) (424-1 497)
[IEPCEHTHII)
[TpeamecTralllo MPUIIOKEHHE Ha 83% 91%
XHAPOKCHYPEEH NMPOAYKT
[Ipemuectauio 58% 50%

NpUNOoXKeHHe Ha MHTEpdepoH

[IpealecTpaia KOCTHO-MO3b4YHA 7% 8%

KbM MMATHHHOD.

* [1pu eayy malHeHT AHICBAa UHGPOPMALIMI OTHOCHO PE3UCTEHTHOCTTA/TIOHOCHMOCTTA

[ILpsuuHaTa KpaiiHa TOYKA NPH NaudeHTHTE B XA e roisM uuroreHeTndeH otropop (MCyR),
nepunupan karo eTMMHHUpaHe (CCyR, nbjeH UMTOr€HeTHYEH OTIOBOP) HIIM 3HAHUMO NMORWXKABaHe
no < 35% Ph+ meradazu (yacTHyeH HUUTOreHETHYEH OTroBop) Ha Pht+ xemaTonoeTHyHH KJIEeTKH.
[IbnuuaT xemaronoruyeH orropop (I11X0O) npu nauueHTHTe B XD € NMpOCNeacH KaTo BTOPUYHA
KpaiiHa Touka. [IspBHMHaTA KpaliHa TOUKa NpH nalyeHTHTe B AQ e 0011 HOTBbpAEH XeMaToNOrHueH
orrosop (X0), aepHHUPaH UIIH KAaTO [ThJIEH XEMATOJIOTHYEH OTTOBOP, JIKINCA HAa A0KAa3aTe/lCTRA 34
JEBKEMHA WIH KaTO Bb3BpPbllaHe KbM XpOHRUHa da3sa.

Xponuuna ghaza

Yecrorara Ha MCyR nipu 321 naunentu 8 XD e 51%. [loBeuero oTropopunu nocrurat ¢csos MCyR
Obp30 B HHTEPBAN OT 3 Mecena (CpeaHo 2,8 Mecelia) Cea 3aro4YBaHe Ha NTCYCHUETO ¢ HWIOTHHHUO U
OTTOBOPELT € TpacH. MeauaHata Ha BpemeTo 3a nocturane Ha CCyR e Manko Haa 3 Meceua
(Meauana 3,4 mecena). Ot nanpenTrTe, nocturHatd MCyR, 77% (95% CI: 70% - 84%) saabpxkar
OTroBopa KpM 24-tHa Mecell. Meauana Ha npoab/LKHTENHOCT HA MCyR He ¢ nocturuara. Ot
nauxeHTUTe,MocTHrHanu CCyR, 85% (95% CI: 78% - 93%) 3aabpxart 0TroBopa KbM 24-THA Mecell.
Meanana Ha npoawkUTENHOCT HA CCyR He e nocturnara. Hauuenrure ¢ usxoaen [1XO nocrurar
no-6sp3o MCyR (1,9 cnpamo 2,8 mecena). Ot naupenrnre B X@ 6e3 uzxoaen I1XO, 70% nocrurar
[1XO, kaTo meanaHara Ha Bpemeto a0 [1XO e 1 Mecewl, a MeHaHaTa Ha MpoAbDKHTENHOCT Ha [1XO
e 32,8 meceua. M3uncnenara 24-MeceuHa cTeneH Ha obla NpeKuBAeMOCT NpU NaLlMeHTHTE ¢

XMJI-XD e 87%.

Daza na axcenepayus

Obuwata noreepaeHa creneH Ha XO npu 137 nauuentu 8 AD e 50%. TloBeueTo oTroBopunn
nocturatXQO c jeyeHueTo ¢ HWIOTHHHO paHo (MenuaHa 1,0 mecen) kaTo OTTOBOPBT € TpacH
(MeaHaHaTa Ha NPOABLJDKHTENHOCT HA NOTBBPAEH XO e 24,2 Meceua). Ot nallMeHTHTE NOCT o
X0, 53% (95% CI: 39% - 67%) 3agbppakar oTroBopa KbM 24-THa Mecell. YectoraTta Ha M ? LDt

C MeA¥aHa Ha NMPOABDKHTENIHOCT Ha oTToBopa 2,8 Mecelia. OT NaLKEHTHTE, MOCTHTHANM £
63% (95% CI: 45% - 80%) 3aanpkar oTroBopa KbM 24-tHs Mecell. Meauanara Ha

npexxupsieMocT npu nauueHTHTe ¢ XMJI-A® e 70%.

npoawpkuTeHOCT HA MCyR e 32,7 Meceua. M3uncnenara 24-MeceyHa creneH Ha odus % ooy
(#
%

CTteneHnTe HA OTFOBOP 32 ABETE TEPANEBTHYHH paMeHa ca ¢Lo0menn B Tabanna 10.
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Tabaama 10 Otrosop npu XMJI
Haii-sucoka creneH [Xpoan4HA ¢a3a KDa3a Ha aKceliepanus
a OTTOBOP)
Pe3nc- IO6mo C Pe3nc- IO6mo*
HeHOHOCH- [TeHTHH HeIOHOCH- [TeHTHH
MoCT MOCT
(n=95) (n=226) [(n=321) Kn=27) (n=109) (n=137)
Xemaronorunued orrosop (%)
06w (95% CI) - - 48 (29-68) 51 (42-61) |50 (42-59)
[l1bnen 87 (74-94) 165 (56-72) [70' (63-76) 37 28 30
NEL - - 7 10 o
BbiBpbliaHe KeM XD - - 4 13 11
LInToreHeTHueH otrosop (%)
I"onam (95% CI) 57 (46-67) 149 (42-56) [51 (46-57) B3 (17-54) P9 (21-39) [30 (22-38)
ITLnex A1 35 37 22 19 20
YacTuyen 16 14 15 1] 10 10

NEL = 0e3 naHHM 3a NEBKEMUS/OTIOBOP HAa KOCTHHSA MOIBK
' 114 nanments B XD ca umanu [TXO Ha H3XORHO HHBO W CNEIOBATENHO HE MOTAT Aa ObJaT OUEHEHH 34 ITLIIEH
XE€MATOAOIHYEH OTTOBOP.
* [Ipu eanH naumseHT NUNCcBa HHPOpMaALMA OTHOCHO PEIXCTEHTHOCTTA/ MIOHOCHMOCTTA KbM HMATHHHO.

Bce ome HAMa naBHHM 3a epHKacHOCT npH nauueHTH ¢ XMJI-BK. Ornensn repaneBTHYHM paMeHa ca
BKJIIOUEHH ChHIO B NpoyuysaHeTo Qasza I 3a wacnenpaHe Ha HUWIOTHHUO B rpyna oT nauyeHTH B X
HIIH AQ, KOUTO NMPEIH TOBA Ca €KCTEH3UBHO JIEKYBAHH C PeAUIIA TEPANCBTHYHHM CXEMH B TOBA MUCIO
MHXHOUTOp HA TUPO3UHKUHA3ATA B JOITbJHEHHE KM MMaTHHHO. OT Te3u natneHTH 30/36 (83%) ca
PE3UCTCHTHU WJIH HETONIEPAHTHH KBM NieYeHMETO. I1pH 22-Ma nauvenTH B XD, oLleHeHH 3a
edpHKacHOCT, HWIOTHHHO nHayumpa 32% crened Ha MCyR u 50% crenen na [1XO. [lpu

11 nauneHTnB AQ, ouecHeHH 32 e(PHKACHOCT, NeueHHeTo UHAYLHpa 36% creneH Ha o6y XO.

Crnen Heycnex Ha leueHdue ¢ MMaTHHHUO, ca 3abenazann 24 pasnnuin BCR-ABIL MyTauun npu 42%
ornauMeHTHTE ¢ XMJI B XpoHHUuHa daza U npu 54% ot nauuenture ¢ XMJI BbB da3a Ha
aKcenepalus, KOMTO ca H3CciieaBaHH 3a MyTauud. HunotuHud nokazea epUKaCHOCT NpH NALHEHTHTE,
kouto UMat paznudHu BCR-ABL mMyTawpu ¢Bbp3aHHu ¢ pe3UCTEHTHOCT KbM UMaTHHHD, C
n3KIoMeHHue Ha T3151.

IIpeycmanoessane na nevenuemo npu eb3pacmuu nayuenmu ¢ Ph+ XMJI ¢ xponuuna gasza, xoumo
CANeKYEaHU C HUIOmuHub xamo mepanus om NbpPea AUHUA U KOUMO Ca NOCMUSHARYU mMpaer Obabox
MOREKYAAPEH OM2080D
B oTtkpHTO npoyusane ¢ e1HO paMo, 215 Bb3pacTHH nauueHTH ¢ Ph+ XMJI B xpoHutina ¢asa,
JIeKyBaHHM ¢ HWJIOTHHHUO KaTo TbpBa JIMHUA B IPOAB/DKEHHE HA > 2 FOAMHH, NocTHrHaiy MR4,5
(onpeneneH upes MolecularMD MRDx BCR-ABL Tect), ca BKIO4YEHH Aa NPOABDKAT NEUEHHETO ¢
HWIOTHHHO 3a HOBH 52 ceaMHiM (koHconuanpaiia daza ¢ HW1oTHHKHO). Cto M aeseraecer (190) ot
215-te nauenTu (88,4%) Bnusar B TFR dazara Ha npoy4BaHETO Cilel KATO MOCTUIAT TPaeH Aw100K
MOJICKYJISPEH OTTOBOP MO BpEME Ha KOHCONHAUpailaTta ¢gasa, 1epHHUpPaH Bb3 OCHOBA Ha CIIEAHHTE
KPUTEPHH:
® [OCJACAHHTE 4 TPHMECEYHH OLECHKH (HalpaBeHH Ha Bcexd 12 ceamuuu) ca node MR4,0
(BCR-ABL/ABL <0,01% IS) u ce 3ana3paT B npoab/mkeHHEe HA €HA T'OJHHA;
e nocneaHata oueHka € MR4,5 (BCR-ABL/ABL <0,0032% IS);
¢  He NOoBeye OT ABe OUeHKH, nonagamu Mexay MR4,0 u MR4,5 (0,0032% IS < BCR4A
<0,01% IS).

IInpBHYHATA Kpaidaa TouKa e nponenThT NanuedTH ¢ MMR na 48-mMa ceqmuna
Ha4uajoTo Ha TFR ¢ga3zara (KaTo ce AaMa npeaBHA BCeKH NMALUHEHT, NPH KOHTO ce HANX;
NOAHOBABAHE HA JIEYERHETO NIOPAAH JIHIICA HA OTTOBOP).
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Tabanua 11 Pemucus 0e3 nevyenne cjiel HHJIOTHHHO KaTO Tepanus OT N'bpPBA JHHHSA
[TaleHTH, BKJIIOYEHH 190
BbB (pazata Ha TFR
CEIMHIIM CJIe/l HAYaJI0TO 48 ceaMHULH 264 ceqaMHULIHA
Ha TFR ¢a3ara
NalMEeHTH, OCTAHAJIH B 98 (51,6%, 7921 (41,6%,
MMR wunu ¢ nogobpenue [95% CI. 44,2; 58,9]) [95% CI: 34,5, 48,9])
[TaumenTn, npexkbecHau TFR 93 (1] 109
(da3ara
nopaau 3aryba Ha MMR 88 (46,3%) 94 (49,5%)
nopaau Apyrd npu4uHH D 135
[laumeHTH, 86 9]
3aMOYHAJIH MOBTOPHO
Ne4eHue cliel
3arybara Ha MMR
NMOBTOPHO MOCTUIaHE Ha 85 (98,8%) 90 (98,9%)
MMR
MOBTOPHO MOCTUraHE Ha 76 (88,4%) 84 (92,3%)
MR4,5

[1] Eaun naument He ryou MMR 1o ceamuua 48, vo npekbea TFR dasara.
[2] 3a 2-ma naunentu PCR oueHABaHETO HE € Bb3MOXKHO Ha ceIMMLIA 264, nopaau TOBA TEXHUAT OTIOBOP HE € B3eT
MpeABKH/I B aHAJIM3a NMPH 3aKJII0YBAHETO Ha JIAaHHUTE Ha ceaMuiia 264.

Bpemero, 3a koeto 50% OT BCHYKHM MOBTOPHO JIEKYBaHW NMaLMEHTH NOBTOPHO nocturat MMR u
MR4,5, e cvotBeTHO 7 M 12,9 ceamuuu. KymynaruBHaTa yecTora Ha moBTOPHO nocturane Ha MMR
24 ceMHMLIM cJie/1 TOBTOPHO 3aroyBaHe Ha JieueHHueTo, € 97,8% (89/91 naunenTH), a NOBTOPHOTO
nocturane Ha MR4,5 Ha 48 ceamuuia e 91,2% (83/91 naumeHTn).

HM3uucnenara no Kaplan-Meier Menana Ha npexuBsemoctra 6e3 neyeHue (treatment-free survival -
TFS) e 120,1 ceamuuu (95% CI: 36,9; neouensiemu [NE]) (Purypa 4); 91 or 190-te naumeHTH
(47,9%) He ca umanu TFS cubuTtue.

Purypa 4 HM3uncaena no Kaplan-Meier npexxuBsieMocT 0€3 JieueHHe cJie/l HA4YAJI0TO HA
TFR (nbJieH HaOop 3a aHaJIu3)
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8 40
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mpaer ObABOK MOREKYAAPEH OMe08op C HUROMUKUD Cled npeduecmeatyo iedenue ¢ UMamuHub

B oTkpHTO NpoyusaHe ¢ eaHo pamo 163 pb3pacTHM nauneHTH ¢ Ph+ XMJI B xpounyna dasa,
npHeMaliid THpo3uH kuHa3sHH nHxuouTopu (TKIs) B npoawnkenre Ha 2 3 roqnHl (MMaTHHHO KaTo
mepBoHauansa TKI Tepanus B npoabbkeHne Ha noBede OT 4 ceamui, 6e3 noxkymeHTupad MR4,5 ¢
MMAaTUHUO KEM MOMEHTA Ha NPEMHHABaHE KbM HWIOTHHHMO, cliel KOETO MPEMHHANIA Ha HUAOTUHUO B
NpoJb/DKeHHE Ha MOHE AABE FOAWHH), ¥ KOHTO ca nocturHand MR4,5 npu neuenve ¢ HUW1oTHHHO,
onpeaeneH upe3 MolecularMD MRDx BCR-ABL recr, ca BkmoyeHH Ja NpoAB/DKAT JIEYEHHETO C
HHWIOTHHHO 32 HOBH 52 ceamMHuuM (koHconuaupaina ¢gasa ¢ HUIOTHHNG). 126 ot 163-Te naunenTn
(77,3%) snu3ar B TFR ¢aza Ha npoy4BaHeTO, CEA KAaTO MOCTHIaT TpacH ABI0OK MOJIEKYNAPEH
OTTOBOP 10 BpeMe Ha koHconuaupauiata ¢asa, aedpuHHpaH Bb3 OCHOBA Ha CJIEJIHHA KPUTEpHH:

- nocneaHuTe 4 TPHMECEUHH OLIEHKM (HanpaBeHH Ha BCEKH 12 ceaMmuLM) HE MOTBBPAKIABAT 3aryda
Ha MR4,5 (BCR-ABL/ABL <0,0032% IS) B paMKHTE Ha eAHa roAUHA.

[TspBHYHa KpaiiHa ToYKa € AeNbT nayueHTH 0e3 noTebpacHa 3aryba ua MR4,0 unu 3aryba na MMR
B PAMKHTE Ha 48 ceAMHILH Cnel NPEyCTaHOBABAHE Ha JICUEHHETO.

Tabnmua 12 Pemuchs 0e3 JedenHe ciel JedeHHe ¢ HAJIOTHARD, ce] NpeAmecTBAIIO
JieyeHHeC HMATHHHO

[TauuenTn, BxaroyeHH B TFR 126
_(pazata
ceaMHUM cnel Hayanoto Ha TFR 48 ceaMuuH 264 cenMuLH
¢azata
naLMeHTH, octaHain B MMR, 73 (57,9%, 54 (42,9% [54/126,
6e3 noTBBEpAcHa 3aryba Ha [95% CI: 48,8; 66,7]) 95% CI: 34,1; 52,0])
MR4,0 u 6¢€3 nosTOpHO
3anOYBAHE HA JIEYCHHUE C
HHAQTUHHO
[TaumenTn, npexscHanu TEFR 53 74 1)
_Gasara _
nopajau MOTBbPACHA 3aryba Ha 53 (42,1%) 61 (82,4%)
MR4,0 wau 3aryba va MMR
nopajy Apyry NpHYHMHH 0 13
[TaupeHTH, 3a110YHANH [TOBTOPHO 51 59
neyeHHe caen 3aryba Ha MMR unu
noTebpAeHa 3aryba Ha MR4,0
NOBTOpPHO nocTurane Ha MR4,0 48 (94,1%) 56 (94,9%)
NOBTOPHO NOCTHraKe Ha MR4,5 47 (92,2%) 54 (91,5%)

[1] [Isama nauneHtu ca umandi MMR (PCR ouenseane) na 264 ceaMHuIa, HO TPEKBCBAT HA MO-KbhCEH €TAN M HE Ca
npeMHHasaTH rno-HataTbiliHO PCR onekasane.

H3uncnenara no Kaplan-Meier Meanana Ha BpeMeTo 3a oBTOpHO nocturade Ha MR4,0 u MR4,5 ¢
HHNOTHEMO e choTBeTHO 11,1 ceamuum (95% CI: 8,1; 12,1) u 13,1 ceammum (95% ClI: 12,0; 15,9).
KymynarneHaTa 4ecTOTa HAa NOBTOPHO nocturane Ha MR4 u MR4,5 48 ceqmuum cnea noBTOpHO
3aro4YBaHe Ha JieYeHHUETO, € CbOTBEeTHO 94,9% (56/59 manueHTH) 1 91,5% (54/59 nauueHTh).

H3uncnenara no Kaplan-Meier menuana Ha TFS e 224 ceamuun (95% CI: 39,9, NE) (®urypa 5); 63
ot 126-1te naupeHTH (50,0%) He ca umanu TFS crbuTHE.

Purypa 5 H3uncaena no Kaplan-Meier npexasaeMocT 6e3 1esenne cjiea HAYAIO TR
TFR (nbien HaOGop 3a aRANH3) ‘@w o

)

- Py 5| > |
L
/

27



100

90
)
= 0
=
e 70
T .
=
P BD -FH
S 50 —— e b B
5
$
e 40
@
§' 30
Nay Cv6 LeH
C 20 | 25 63 63
10 Lie+aypupaxn HabmoneHun
0|I'I'I'|‘I'I'ITT'T'I_'ITTT|'I
0 24 48 72 96 120 144 168 192 216 240 264 288 312

Bpeme oT TFR (ceamnun)
B puck : CubuTna

126:0 107:19  76:49 74:51 61:52 36:52 14:52 1:92 0:52 74:51 61:52  36:52 1452 1:52

[leanaTpuyHa nomysaius

B 0CHOBHOTO nmeMaTPUUHO MPOYUBaHE, MPOBEAEHO ¢ HUIOTHHHO, 0010 58 nalueHTH, Ha BB3pacT
ot 2 10 < 18 roaunu (25 nauueHTH ¢ HoBoauarHocTuuupada Ph+ XMJI B xpouuuHa ¢aza u

33 nauueHTd ¢ Ph+ XMJI B XpoHuyHa ¢a3a U ¢ pe3UCTEHTHOCT KbM UMAaTHHHO/Na3aTUHHUO WIIH C
HEMOHOCHMMOCT KbM MMAaTHHMO) ca JIeKyBaHM ¢ HWIOTHHMO B n03a 230 mg/m? nBa MbTH JHEBHO,
3aKpbIrjieHa KbM Hai-0s1M3KkaTa go3a kpatHa Ha 50 mg (10 MakcuManiHa euHuyHa a03a 400 mg).
KntoyoBuTe 1aHHHM OT nNpoyuBaHeTo ca 0000uenu B Tabnuua 13.

Ta6anoa 13 O0600mIeHH JAHHH 32 OCHOBHOTO NEeIHATPHYHO NPOYYBaHE, IPOBEEHO ¢

HHJIOTHHHO
HoBoauarHocTHUMpaHH Ph+ XMJI-X® nauuveHTH
Ph+XMJI-X® nauueHTH C PE3UCTEHTHOCT WM
(n=25) HEMOHOCHUMOCT
(n=33)
MeauaHa Ha BpeMeTO Ha 51,9(1,4-61,2) 60,5 (0,7 — 63,5)
JeYeHHe B Mecelld (auana3oH)
Menuana (quana3oH) Ha 377,0 (149 - 468) 436,9 (196 - 493)
NEHCTBUTETHUS UHTCH3UTET HA
no3ara (mg/m?/neH)
OTHOCHTE/IEH HHTEH3UTET Ha
no3ara (%) B cpaBHEHHE C
niaHMpanara go3a 230 mg/m?
JIBa TTbTH JHEBHO
MenuaHa (auana3oH) 82,0 (32-102) 95,0 (43-107)
bpoit nauuenTu ¢ > 90% 12 (48,0%) 19 (57,6%)

MMR (BCR-ABL/ABL 60%, (38,7; 78,9) 48,5%, (30,8; 66,5)
<0,1% IS) na 12-n1
LMKB1, (95% CI)
MMR 10 12-Hs UMKB, 64,0%, (42,5; 82,0) 57,6%, (3
(95% CI) /
MMR no 66-us uuksbi, (95% 76,0%, (54,9; 90,6) 60,6%, (42,1; , |
CI) R ArS
Menuana Ha BpemeTo 10 MMR | 5,56 (5,52; 10,84) 2,79 (0,03: 5 75 ‘5’“
B Mecew (95% CI) " v S o
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Bpoit naumnentu (%), 14 (56,0%) 9 (27,3%)
nocturHaidi MR4.0
(BCR-ABL/ABL <0,01% IS)
o 66-Us LIHKBJI

bpoit nanuenTH (%), 11 (44,0%) 4(12,1%)
nocturHanu MR4.5

(BCR-ABL/ABL

<0,0032% IS) no 66-ua UHKDBA
[TorBbpaecna 3arybana MMR | 30T 19 Huto egun ot 20
Cped MalHEHTHUTE, MOCTUTHATH
MMR

Myrauua, Bb3HHKHAIA 1O Hama Hama
BpPEME Ha JIEYEHHETO
[Tporpecus Ha 3abosnABaHeTO 1 nauydeHT BpeMEeHHO OTroBapsa | 1 nauueHT mporpecupa KbM
o BpEME Ha JICUEHHETO HA TEXHUYeCKaTa AEPHHHLIHA ®A/BK cnen 10,1 meceua Ha
3a nporpecus xsM ®A/BK * JIEYCHHE

O61na npeXUBIEMOCT

bpoii cubuTHA 0 0

CMBpT NO BpeMe Ha 3 (12%) 1 (3%)

NeUYeHUe

CMBLPT NO BpeMe Ha He mMoxe aa ce U3unucnu He Moxe na ce H3unce/IM
NpOCNEAABAHETO 32

NPeKUBAEMOCT

* elMH NAIMEHT BPEMEHHO OTIOBApA Ha TeXHUUEeCKaTa ehuHuLMa 3a nporpecusa kbM GA/BK (nopaau nosuinapase Ha
Opos Ha 6asodHnuTe) €AHH Mecell CACH 3aOYBAHE NPHEMA HA HHAOTHHHO (C BPEMEHHO MPEKBCBAHE HA JICUCHHETO OT
13 nHK no BpeMe Ha ITbPBWA UMKL). TalMeHTsT OCTaBa B MpOy4BaHEeTo, Bpbula ce B XP, kato e uman [1XO u CCyR
10 6-MR UHKBE Ha NCYEHHETO ¢ HUNOTHHHUO.

5.2 PapMaKOKHHETHYHH CBOHCTBA

Ab6copbuus

[InkoBY KOHUIEHTPALMKH Ha HUNOTHHUO ce gocTHrar 3 yaca cnej nepopaneH npueM. AGcopOuuara Ha
HWIOTHHHO crien riepopanHo npunoxkeHue e npudansurento 30%. Adcontornara GHOHANWYHOCT Ha
HUNOTUHUO He e onpeacnsaHa. [Ipy cpaBHeHME ¢ nepopaneH pa3Teop 3a nueHe (pH or 1,2 no 1,3),
OTHOCHTENHATa OHOHAIMYHOCT Ha KarncyJara HIIOTHHHG ¢ npubmusurenHo 50%. Ipu 3apasu
A006pOBOJILM, KOraTo HWIOTHHHO ce npwiara ¢ XpaHa, Cmax U TUIOINTA 10]1 KPUBATA 38 CEPYMHA
KoHUeHTpauus-epeMe (AUC) 3a HunoTHHMO ca yBenuuyeHun choTBeTHO ChC | 12% n 82% B cpaBHeHMe
C ycnoBuATa Ha rnagHo. [lpunoxennero Ha HUIOTHHHO 30 MUHYTH MM 2 yaca clie] HaxpaHBaHe
NnoBHIIaBa OHOHANIHYHOCTTA HA HUIOTHHHO choTBEeTHO ¢ 29% 1 15% (BXx. TOukn 4.2, 4.4 1 4.5).

AbcopbuuaTa Ha HUWIOTHHMO (OTHOCHTENTHAa OHOHATHYHOCT) MOXE 1a ObJe HamManeHa ¢ okoo 48%
H 22% CBHOTBETHO NPH NMALMEHTH ¢ TOTAJIHA H NapLHaIHa raCTPEKTOMMUA.

Pasnpenenenue

CBOTHOLIEHHETO KpbB-IU1a3Ma 3a HUJIOTHHHO € 0,71. Cebp3BaHETO € IM1a3MEHUTE NPOTEHHH €
npubau3HTeNHO 98%, 0TUETEHO BB3 OCHOBA Ha €KCIIEPUMEHTH in Vvitro.

buotpancpopmaums

['naBHHTE METAOONHTHH ITBTHLLA YCTAHOBCHH IIpH 3[ApaBH JHLA €4 OKHCNCHHE B XKL Py
HunotuHno e OCHOBHOTO, HHPKYJAHPALIO B C€PpYMa, CbCAHHCHHC. Huto enun ot Metafox
ROIMNPHHACA 3HaAYUMO 3a c])apmaxonomqﬂa'ra AKTUBHOCT Ha HUIOTHHHO. HunoruHUO ¢¢

MeTabonuaupa riiasHo ot CYP3 A4, ¢ Bp3MOXKHO MUHHMAaNHO yyacTHe Ha CYP2CS.
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EnuMUuHupaHe

Cnen npueM Ha eAHOKpATHA 1034 paJHOMAPKHpaH HUNOTHHHO npH 3ApaBH JHLA, noBeue ot 90% ot
no3ara € Ouna enMMUMHHAPAHA B paMKMTE HAa 7 AHW, raBHO BEB ¢eleca (94% ot nozara).
HenpomeHneHuaT HUNOTHHUO cheraBnaBa 69% ot gozara.

[IpMBHOHHAT ENHMHBHALIMOHEH TOITYXKHBOT, OLIEHEH (PapMaKOKHHETHYHO NIPH MHOTOKPATHO
NPANOKEHHUE BEANBXK AHEBHO € npubmmsurenHo 17 vaca. Paznukara BB papMakOKMHETHKATa Ha

HUIOTHHHO MEX Y OTACJHHUTE NALHEHTH € YMEPEHA IO roJsaMa.

JInHeliHOCT/HENHHEHHOCT

Excno3vupaTa Ha HUIOTHHKO B CTALIMOHAPHO CHCTOAHKE € J030-3aBHCHMA, C MTO-MAJIKH OT
H030-NPONOPUHOHATHHTE YBEJIMYCHHUA ITPA CUCTEMHA €KCIIO3UIIUSA B J030BH HHBA MO-BHCOKH OT
400 mg npUIOKEHH KaTO €JHOKpaTHaA JHEeBHA A03a. JIHEeBHaTa CUCTEMHAa €KCITO3HLNA Ha HWIOTHHHO
npy 400 mg npunokKEHK ABa IIbTH JHEBHO B CTALIHOHAPHO CBCTOAHME € ¢ 35% no-BUCOKA OT Ta3M
npy 800 mg npuNoKEHK BEAHLX AHEBHO. CHcTeMHaTa ekcnosuimua (AUC) Ha HunoTHHUO B
CTALMOHApHO CLCTOAHKE NpH no3a ot 400 mg npa mbTH AHEBHO € 13,4% no-BHUCOKa OT Ta3H NpH
Ao3a 300 mg aBa mbTH AHEBHO. CpeHHTE HAaH-HUCKH K ITHKOBH KOHUEHTPALMH 33 NEPHOI OT

12 Meceuna ca Ounu npubnuzurento ¢ 15,7% n 14,8% no-eucoku npu npunoxenne Ha 400 mg

ARa MbTH AHeBHO cnipsMo 300 mg apa NbTH AHEBHO. [IpakTHYeCcKn HAMA NOBHLIABAHE Ha
€KCNO3ULMATA Ha HWIOTHHHO NpH yBeaHueHue Ha no3ara ot 400 mg nsykpaTHo nHeBHO Ao 600 mg
ABYKPATHO JHEBHO.

Haii-001110, cTaliuoHapHO CLCTOSHME CE NOCTHra a0 8-ua AeH. YBeJIHUEeHHETO Ha CEPYMHATA
EKCMO3ULMA HAa HWIOTHHHO MeKAy IMbpBaTa [03a H CTALIHOHAPHOTO ChHCTOAHHE € 010
NpHONK3UTENHO ABYKPATHO NPH MPWIOKEHHE BEAHBX AHEBHO K 3,8 mbTH NpH npHIoXKeHHE
IBa ITbTH JHEBHO.

[leanaTprUyHa Nomynauus

[Ipy npunoxxeHue Ha HUNOTUHUO NP NEAUATPUYHH NAIMEHTH B 103a 230 mg/m? 1Ba NbTH AHEBHO,
3aKPBIJICHH 0 Hal-OiM3KaTa no3a kpatHa Ha 50 mg (o makcumanHa eaMHH4YHA no3a 400 mg), ce
YCTAHOBABA, Y€ €KCIMO3HLIMATA B CTALIMOHAPHO ChCTOAHHE H KIHPBHCHT HA HWIOTUHHUO ¢a nogoOHK
(B paMKHTE Ha 2 MBTH) Ha TE€3Y MPH BL3PACTHU NALUKUEHTH, NeKyBaHd ¢ 400 mg aBa mbTH AHEBHO.
DapMaKOKHHETHYHATA CKCIIO3HLIMA Ha HWIOTHHUO cltel e AZHOKPATHO WIIH MHOTOKPATHO
MPUIOKECHHE € CpaBHUMAa MEXKIY NeAHATPUYHHUTE MALMEHTH HA Bb3pacT oT 2 roguHH 4o < 10 roauun
H oT 2 10 roaMHu A0 < 18 roanHu.

5.3 IIpeaxTAHHYHH JaHHR 3a Oe30MacHOCT

HunotvHub ¢ u3cneasaH BbB (PApMaKOJIOrM4HM TNpoy4yBaHUA 3a 0e30nacHOCT, TpoyuBaHHMs 3a
TOKCHYHOCT IIPH MHOTOKPAaTHO MPWIOKEHHE, TE€HOTOKCHYHOCT, PENPOAYKTHBHA TOKCHYHOCT,
(HOTOTOKCHYHOCT M KaHLIEPOr€HHOCT (ILTbXOBE ¥ MHMLIKH).

@&EMHKOIIGF UYHH INMPOYHBAHHA 34 He30nacHoCT

Hunotunu® Hama edexr supxy QyHkumuara Ha LIHC nnu auxarensara ¢byHkums. In vitro
Npoyu4BaHHA 33 6€30NaCHOCT MO OTHOLIEHHE HA ChPLETO JaBaT NPEAKIMHHYEH CUTHAN 34
yaspkaBaHe Ha QT HHTEpBana, Bb3 OCHOBA Ha NPeAN3BUKAHO OT HWI0THHUO Onoxupae Ha hERG
3apAAMTE H YABIKABaHE NMPOABL/DKUTENIHOCTTA HA AKLIMOHHHS NIOTEHHMAN B U30JIMpaHH CLpLA OT

3aiily. He ca HabmonaBann edextu npu EKI™ nacnensaHus npu Kyyera W MaiiMyHH JIEKYBaHH 10

39 ceAMHLIM MU NPH CNELHATHO TEAEMETPHYHO NPOYUYBAHE MPH KyYeTa.

[IpoyuBaHHA 32 TOKCHYHOCT NIPH MHOTOKDATHO NPHIOXKEHHE g’
[IpoyuBaHHgTa 338 TOKCHYHOCT NPH MHOTOKPATHO NMPUNOKEHUE NIPH KYYETA, C MPOIB/DIGITETH
4 ceaMML, K NPH MalMyHH cynomolgus, ¢ MPOABDKHTENHOCT A0 9 Meceua, noka3paT\HéEHe PRI

Apob € MbLPBUYHUSAT NPULIENEH OpraH 3a TOKCHYHOCT Ha HIWIOTHHHO. TlpoMeHnTe BRITIO /)
_
XMCTOMATONOIHYHH HAXOAKH (INIaBHO XMIIepIUia3us/Xuneprpodua Ha CHHYCOMIANHH KJICTKPRL

MIOBUILEHA AKTHBHOCT HAa anaHWH aMHHOTpaHcgepasara U ankanHaTa docdarasa, u
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kieTkn Ha Kyndep, xdrnepruiasns Ha ¥UTbYHHA kaHan M nepunoptansa ¢pubposa). Kato uano
OMOXUMHYHHTE TIPOMEHH ca GHIIN HAITBLIIHO O0pAaTHMK CITE HETHPH CEAMUYEH NEPHOA Ha
Bb3CTAHOBSABAHE, @ XUCTOJNIOTMYHHTE NPOMEHH €a M0Ka3ald yacTuiHa obpatumocT. Ekcriosnumara
Ha HaH-HUCKHTE JO30BH HHBA, NPH KOUTO ce HabmoaaBar edexTH BbpXy YepHHs Apob, e Guna
MO-HUCKA OT €KCMO3ULUATA NPH Xopa npu ao3a 800 mg/auesHo. [IpH MULIKH K NIBXOBE TPETHPAHU
33 epHoA Ao 26 cenMuLM ce HAbMOAABAT CAMO HE3HAYMTENIHH MPOMEHH B uepHHs Apo6. IMpx
[UIbXOBE, Ky4YeTa H MaHMYHH € HaOM0AaBaHO NPpeAUMHO 00paTHMO NOBHIIABAHE HA CTOMHOCTHTE Ha

XonecTepona.

[IpoyuBaHMA 338 TeHOTOKCHYHOCT

[IpoyuBaHus 38 FeHOTOKCHYHOCT NpH OaKTEPUANHM in vilro CHCTEMM W TIPH in Vitro H in vivo
CHCTEMH NpH 603aitHULM, ChC K B3 MeTabONHTHO aKTHBHpaHE, He NI0KA3BAT AaHHM 3a MyTareHeH
MOTEHLHAN Ha HUIOTHHHKO,

[IpoyuBanus 33 KaHIEPOreHHOCT

Hpu 2-roauiiiHo Npoy4BaHe 3a KAHLEPOreHHOCT TIPH IUTEXOBE, [TIABHHAT TapreTeH OpraH 3a
HE-HECOIVIACTUYHH JIE3HH € OWNa MaTKaTa (JJunartalus, CbA0Ba €KTa3)d, XHIEPIUIazH Ha
CHIOTETHUTE KJIETKH, Bb3NaleHHe W/HIK eNUTeNHa XHnepIvia3us). HaMa aaHHM 33 KaHLIEPOreHHOCT
NPH NpUNOKEHHE HA HUITOTHHUO B n103W oT 5, 15 1 40 mg/kg/nen. Npu Hail-BUCOKMTE 1030BH HHBA
excnosuumaTa (cnopen AUC) e choTBeTcTBasa NpHONM3NTENHO Ha 2X OO0 3X YOBELIKATA NHEBHA
€KCTIO3HIIHA Ha HIWIOTHHHO B cTanMonapHo cectosHue (cnopen AUC), npu nosa 800 mg/neH.

B 26-ceamuiHOTO NpoyuBaHe 3a kaHueporeHHocT npu Tg.rasH2 MHIIKH, B KOETO HWIOTHHHG €
mpunarad B 1034 30, 100 u 300 mg/kg/nen, ce ycTaHOBABAT KOXKHHU NMANMWIOMH/KapLIAHOMH NPH 1034
300 mg/kg, crotBeTcTBala npubM3HTenHo Ha 30 a0 40 myTH (BB3 ocoa Ha AUC) ekcnosuumsaTa
MpH XOpa NMpH MakcHManHara oaodpexa nosa or 800 mg/nex (npunoxenu kato 400 mg npa MLTH
RHEBHO). HUBOTO, npu KoeTo He ce Habmonapat Hexenanu peakuud (No-Observed-Effect-Level) aa
KOXKHHTE HeorutacTHYHM Jieanu € 100 mg/kg/aen, croreercTpaio npubnuzurenno nva 10 no 20 nbTH
CKCIIO3HLMATA [IPH XOpa NpU MaKCHMMaHaTa ofobpena go3a ot 800 mg/aen (npunoxkeHun kaTo

400 mg aABa NbTH AHEBHO). [ TaBHHUTE NPHLIESIHK OPraHH 3a He-HEOTUTACTHYHH JIE3HH ¢4 KOXKAaTa
(enuaepmaiHa Xunepnnasua), pacTaluTe 3u0H (nereHepanMs/aTpodus Ha emaiina Ha rOpHUTE
pe3UH 4 Bb3NANECHHE HA BEHUMTE/ONOHTOrCHHHA €NHTEN Ha PE3LIHTE) U THMYyca (MOBHIIEHA YeCTOTa
H/MH TeXECT Ha HaMaJleHHe Ha 6pos Ha mumdoLTHTE).

IIpoyyRaHus 3a penpOJYKTHBHA TOKCHMHOCT U GepTHINTET

HunoTHHKO He HHIYLHpa TEPATOreHHOCT, HO MOKa3Ba eMOPHO- H (PETOTOKCHYHOCT B A03H, KOMTO
MOKA3BAT ChIIO TOKCHYHOCT M NIPH MakKaTa. YBeJIHYEHa NOCT-WMIUIZHTALMOHHA 3ary6a e
Ha0J1l0aBaHa KaKTO NPH Npoy4BaHe 3a GepTHIMTET, KOETO BKMIOYBA TPETHPAHE H Ha MBIKKH, H Ha
KEHCKM €K3EMIUIAPH, TaKa H NPH TIPOYUBAHE 32 EMOPHOTOKCHYHOCT, KOETO BKJIKOYBA TPETHPAHE Ha
JKCHCKH ek3eMiApH. [Ipu npoyusanus 3a em6puoTokcHuHOCT ce HaGmoxaratT eM6pHoHaiHa
CMBPTHOCT M (heTanHH eexkTH (IAaBHO MOHWKEHO TEMIO HA IUIOAA, MPEXACBPEMEHHO CpacTBaHe Ha
JINLCBHTE KOCTH (CpacTBaHe Ha MaKCHIA/3MTOMATHKYC), BUCLIEPATHH H CKEJIETHH BapHaLMH) IPH
TUIBXOBE, U yBENHYeHa pe30pOuMsa Ha (PeTyCHTE M CKEJIETHH BapHaUHH NpH 3aiiln. B npoyusaHe Ha
Npe- H NOCTHATANTHOTO Pa3BUTHE NPH MTbXOBE, MaYMHATA €KCMO3NLIHY HA HWIOTHHUO € AoBena Jio
HaMalsABaHE Ha TEIJIOTO HAa MAJIKKTE, CBBP3aHO C NTPOMEHH B NOKa3aTeNHTe 3a GH3MIECKO pa3BHTHE,
KaKTO H ¢ MOHWXABAHC HA NOKA3aTE/IHTE 32 pa3MHOXKaBaHe U GEPTIIMTET NPH MOKOICHHETO.
EKCHIO3HUHATA HA HIITOTHHUO NPH J)KEHCKH eK3eMILTAPH, TIPH HUBA TIPH KOUTO He Ce HaGmoaaBar
HEXKEIAHN peaKLUH, 0OMKHOBEHO € No-Mallka HiTH paBHA Ha Tasu NpH Xopa npu 1o3a 800 mg/aHeBHO.

He e HabmonasaH edext BbpXy Opos/MoABHKHOCTTA Ha CNEPMATO30UIMTE WIH BbPXY deppf i
MPH MBIKKH W KEHCKH IUTHXOBE 10 HAH-BUCOKATA M3C/IEiIBaHA 1033, KOATO € NPHOIHIUTE
NpenopbYATENHATA 1033 NPH XOpa.

[IpoyyBaHWsA NPH FOBEHWIHH KHBOTHH

B npoy4BaHe Mo OTHOLIEHHE HA IOBEHHITHOTO Pa3BHTHE, HWIOTUHUO € NPUIaraH upes ;u\:' (e
NpH MJIaJH NOBXOBE OT ITPBATa CEAMHLIA ClIE]l PAXKAAHETO 0 MPEBPBILIAHETO HM B MJ1aaH 3N§
HHAKBHAH (70 neH cnen paxnaHeTo) B 1034 0T 2, 6 u 20 mg/kg/nen. OcBeH cTaHAapPTHUTE
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NoOKa3aTesH, B NPOYUBAHETO €A OLICHEHU U NOKA3aTENIUTE 38 PA3BHTHE, KAKTO U e()eKTUTE BBPXY
IIHC, undrocpaHeTo ¥ ¢peprunurera. Bb3 0CHOBA HA peayKLMATA HA TEMNOTO U NPH ABaTa Nnoja u
3a0aBAHETO B OTAC/IAHETO HA NMPENYLHYMA MPH MBKKHUTE (KOETO MOXKE Ja € CBBP3aHO ¢ peayKLUHUATA
Ha TErJo0TO) € HpelCHEHO, Y€ NMPH MNAagH TUTbXOBE, HUBOTO, NMPH KOWUTO He ce€ HabiioaBaT HeXellaHH
peakuun (No-Observed-Effect-Level) e 6 mg/kg/nen. Maagure )kHBOTHH HAMAT NO-TONAMa
YyBCTBHTETHOCT KbM HWJIOTHHHO B cpaBHeHHe ¢ Bb3pacTHHTE. OCBEH TOBa, NPOPUILT HA
TOKCUMHOCT IPH MJIAJNUTE IUTbXOBE € OW nonodeH Ha TO3H NMPH Bb3PaCTHHTE.

[IpoyuBanys 3a QOTOTOKCHYHOCT

Hoxa3aHo e, ye HUNOTHHUO abcopbupa ceernunara or UV-B u UV-A cniekripa, pasnpeaens ce B
KOXAaTa H MMoKa3Ba GOTOTOKCHYEH NOTEHLKAN in vitro, HO He ¢a HabarogaBaHM edexTH in vivo. [o
Ta3u NPUUMMHA CE CUHMTA, Y€ PUCKDBT HWIOTHHHO Aa npeausBHKa GoToceH3INOUNKIMpaHe npy
MallMeHTHTE € MHOTO HHCBHK.

6. PAPMAINEBTHYHH JAHHHU

6.1 Coucenk HA NOMOIIHMTE BeIiecTBa

Hunotuuud CTAJIA 50 mg TBbpAW KancyJiu

Crovporcanue na xancyaama

JlakTo3a MoHOXHMApaT

Kpocnoypon (E1202)

KonounaeH 6e3pojaeH cunuumeB apuokcua (E551)
Marnezues creapar (E470b)

Cwvcmas na obsusxama na mevpoama HPMC xancyna
Xunpomenosa (E464)

Kaparenan (E407)

Kanues xnopua (ES08)

EputposuH (E127)

AwaT xeneseH okcua (E172)

Yepren xeneseH okeua (E172)

Turanos auoxkeua (E171)

[IpeuncTena sBona

Ilevamno macmuno, uepro
iennax (E904)
[Tponunenraukon (E1520)
Cunen amoHsueH pa3teop (E527)
Kanuep xuapokeun (E525)
Yepen xeneszeHd okcua (E172)

Hunotnuud CTAZIA 150 mg TBLPAU Kancysu

Cvovpocanue Ha kancyaama
JlakTo3a MOHOXHApAT

KpocnoeuaoH (E1202)
Konouaen 6e3soaeH cummumeB auokcua (ES51)
Marseaues creapat (E470b)

Cvemas na obsusxama na mevpoama HPMC xancyaa
Xunpomenosa (E464)

Kaparenan (E407)

Kanues xnopua (E508)

Epurposun (E127)
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Keat xenesen oxkena (E172)
UepneH xkenezeH okcua (E172)
TuranoB auokcun (E171)
IlpeuyncTena Boaa

Ileyamno macmuio, vepuo
Hlennak (E904)
[Tponunenraukon (E1520)
Cuned amoHsueH pasteop (ES527)
Kannep xuapoxceun (E525)
HYepeH xxene3zeH okcna (E172)

Hunotunut® CTAJIA 200 mg TBbpAY Kancyau

Crovpxcanue na xancyrama

JlakTo3a MOHOXHOpPAT

KpocnoeuaoH (E1202)

KonouneH 6e3poaen cunvuuee guokcun (E551)
Marnezues creapat (E470b)

Cyrcmae na obesusxama na mevpoama HPMC xancyna
Xunpomenoaa (E464)

KapareHau (E407)

Kanuer xnopng (ES08)

Kbt xkenezen okcua (E172)

Tutanos anokcua (E171)

[IpeuucTeHna Boaa

Hlevamno macmuno, 4epHo
[Hennaxk (E904)
[Tponunenraukon (E1520)
CuneH aMoHsueH pasteop (E527)
Kanues xuapoxena (E525)
YepeH xenesen oxcua (E172)

6.2 HecbrBMeCTHMOCTH

Henpunoxumo

6.3 Cpok Ba roanocr

24 mecena

6.4 CroenMa/JHA YCJIOBHH HA ChXPaHEeHHE

To3u nexkapcTBeH IPOAYKT HE H3HCKBA CACHMAIIHM YCIIOBUA HA CbXPAHEHHE.

6.5 BaaucoaAbpKaIRAE HA ONAKOBKATA

Hunoruanbd CTAJIA e onakosad B Aluminium- PVC/PE/PVAC win Aluminium-OPA/Al
OaucTepH U ce npeaara B CiegHHTE ONAKOBKM:

Hunorunubd CTAJIA 50 mg TBEpAM Kancynu

bivcTtepu ¢ 40 TBLPAH Kancyu

40x1 TBEpAM KanCyny ONUCTEPH C EAWHUYHH 03U

["'pynosu onakoBky, cuabpxaiiyn Onucrepu cse 120 (3 onaxobku no 40) TBLpAM Kancyy
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Bunotunut CTAIIA 150 mg TBBPAH KANCYIIH

bnucrepy ¢ 28 TBHPIAM Kancyiu

28x1 TBBPAH Kancyny ONHUCTEPH €AMHNUYHH AO3H

bnucrepu ¢ 40 TBEpAK Kancynu

40x1 TBBpAM Kancynu OJIHCTEPH C AUHUYHH JO3H

I'pynoBH ONMakoBKH, ChbIbpxkalid OnucTepu che 112 (4 onakoBky X 28) TBBPAH Kancyu

['pynoBn onakoBxH, CbaAbpxkallii 112 (4 onakosku x 28x1) TBpAY Kancynu 6NUCTEpU ¢ EAUHHYHY 103U
["pynoBu onaxoBKH, ChAbpXKaluM Sauctepn ¢be 120 (3 onakoeky x 40) TRLpAM Kancyny

['pynoBu onakoBky, chabpxalll 120 (3 onakoBky x 40x1) TBBpAH Kancyau OnucTepH ¢ eJUHUYHH 03U
["py1ioBH ONAKOBKH, ChABPXAIIY OnucTepy ¢ 392 (14 onakoBkd X 28) TBLpAM KaNCyH

['pynioBHM onakoBKH, ChAbpKaliy 392 (14 onakosky x 28x1) TBepAK Kancynu OJMCTEpU ¢ €JUHHUHH J03H

Hunornuubé CTAJIA 200 mg TBLpAM KaNCYJIIH
banctepu ¢ 28 TRBEPAM KANCYNH

28x1 TBBpAU Kancyiu OaUcTepH €AUHUYHH A03H

baucTepu ¢ 40 TBEPRU KANCYNIH

40x1 TBBEpAM KancynIu OAUCTEPH C EAHHMYHH NO3H

[ pynoBH 0nakoBKH, ChAbpxay onucrepu ¢ue 112 (4 onakoBKy x 28) TBBPAH Kancyiu

["'pynoBu onakoBkH, ceIppxaiiid 112 (4 onakoBxu x 28x1) TBbpAM Kancyny OIKHCTEPH C EAUHUYHHU JO3U
['pynoBH ONIaKOBKH, CbABPKAMLIY OnucTepH ¢be 120 (3 onakoBky X 40) TBBpAK Kancyau

['pynoeu onakoBKH, ceabpkaliy 120 (3 onakoBkH X 40x1) TBbpAU KanCynu OAKCTEPH ¢ EAMHHYHH A03U
['pynoBmn onakoBKH, ChAbPKAUIM OnucTepH ¢ 392 (14 onakoBKH X 28) TBbPAM KANCYNH

['pynoBu onakoBkH, ChaAbpKaLIK 392 (14 onakoBkH X 28x1) TBBPAU KaNcCyau OAUCTEPH C €AMHHYHH 103U

He BcHukM BUAOBE OMAKOBKH MOTaT ha ObJaT MyCcHAaTH Ha nasapa.
6.6 Coenrajang npeANasHH MEePKH NPH H3XBLPJAAHE H paboTa

Heunznon3saHuaT JIEKAPCTBCH INIPOAYKT WIH OTTIAIBYHHTE MATCpPHaAJIk OT HETO T'pﬂﬁBa Aa Ce
H3XBBPIAATB CHLOTBCTCTBHE C MCCTHHUTEC H3UCKBAHHA.

7. IMMPHTEXATEJI HA PAZPEIHIEHHETO 3A YIIOTPEEBA
STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel
['epmanns

8. HOMEP(A) HA PASPELIEHHMETO 3A YIIOTPEBA

Hunornun® CTAJIA 50 mg t8upau kancynu — Per. Homep: 20240229
Hunoruuu6 CTA DA 150 mg tebpau kancynu — Per. nomep: 20240230
Hunotuuund CTAA 200 mg teepau kancyau — Per. HoMep: 20240231

9. [JATA HA ITBPBO PAZPEINIABAHE/MTIOAHOBABAHE HA PABPEIIEHHUETO 3A
YIIOTPEBA

Harta Ha mepBo pa3pewasane: 08 asrycr 2024 r.
J{aTa Ha nocneaHo NOAHOBABAHE:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

08/2024
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