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KPATKA XAPAKTEPHCTHKA HA TIPOJIYKTA




1. HMME HA JEKAPCTBEHHAS NNPOAYKT

Hunorusu6 ®apmacaiistc 150 mg TBspay kancynu
Nilotinib Pharmascience 150 hard capsules

W3MTLAHUTENHA ATEHLIMS N0 NEKAPCTBATA
Kpamxa x2paxInepucimuKs HE NPOGYXMa - TDUADKeNUS |

(v

----------------------

Hunotunu6 ®apmacaiisrc 200 mg Tebpam xancynu
Nilotinib Pharmascience 200 hard capsules

PaspetusHue Ne -
samame- 04l 64, =65, L3100

OgotpeHLg M .......oemeevevcrennnnen. P UR

2. KAYECTBEH H KOJIHYECTBEH CBhCTAB

Huiotuuub MapmacaitbHe 150 mg TREpAW Kancyu

Beska TBbpAa Kancyna CeAbpKa HUNOTHHMG XHApoxytopun auxuapar (nilotinib hydrochloride
dihydrate), expuBanenter Ha 150 mg wutoTurub (nilotinib).

Homowno sewiecmeo ¢ ussecmuo deiicmaue
Bcaka Tebpaa Karncyna ceabpka 104 mg nakrosa.

Hunotnnub Papmacaitbic 200 mg TRLPAN Kancyiy

BeAka TBbpaa Kancyna ChIbpXKa HUNOTMHHO XMAPOXJIOpHA auxumpar (nilotinib hydrochloride
dihydrate), exsuBanenTed Ha 200 mg HHROTHHHG (nilotinib).

HomowHo seuwgecmeo ¢ uzgecmuo deticmaue
Beska TBbpaa kancyna ceaspxka 139 mg naxtosa.

3a NBJIHUA COHCHK HA NOMOLIHUTE BellleCTBa BUXTe Toyka 6. 1.

3. JEKAPCTBEHA ®OPMA

TBbpaa kancyna

Hunorunné ®apmacaitbhc 150 mg TebpAM Kancynu

bsan no xbphaTEeHHKas ax B HYCPBCHH HEMpO3pavyHH TBBDAH MKENATHHOBH Kalcyau, pazmep |1
% po3pa P y P
(npubnnsuTenHa AumxkuHa 19,3 mm) ¢ uepen HaanBxeH Haanue “150 mg”’ Ha TLIOTO.

Hunotrunb ®apmacaiipic 200 mg TRbpAM Kancyny

ban 10 XBATEHHKAB Npax B CBETIOKDLITH HENPO3pauyHH TBBPAM KENATHHOBH Kancynu, pasmep 0
(npubnusutenya qemknHa 21,4 mm) ¢ 9epBEH HaTEKEH HAIMHC “200 mg” Ha TAIOTO.

4, KIJHHHAYHH JAHHH
4.1 TepaneBTHYHH NOKAIAHKS

Hunotunnt MapMacalibHC € MMOKA3aH 33 NeYeHHe Ha;




- Bb3DACTHH W IEAHATPUYHH [TAUMEHTH ¢ HOBOAMArHOCTHLIMPAHA, [IOJOKUTENIHA 34
Punanenduiicka XxpoMo3oMa, XpPOHHYHa MUeouIHAa NeBkemus (XMJ]) B xpoHuuHa da3a,

- Bb3PAaCTHH MAalHCHTH B XpOHHYHaA (pasa W (asa Ha akcenepauma Ha XMJL, nmonoxurenHa 3a
Qunapenduicka XpoMo3oMa, NPH NAUHEHTH, KOWTO C3 PE3HCTEHTHH WJIH HE MOHACHT nobpe

Npeaxoxaala TepanHs, BKNro4Bama HMaTHHHO. HiMa naHHu 3a edUKaCHOCT NpH MaliMeHTH ¢
XMIJI B OnacTHa kpH3a,

~ MENHATPHYHHA NALMEHTH C NOJOXHUTENHA 3a Punaaengduiicka xpomozoma XMJI B xpoHHuHA

(haza, KOMTO ca PE3UCTCHTHH WIHM He MOHAcAT JoGpe MpeaXoXKmalla TEparus, BKIIOYBAIA
NMAaTHHHO,

4.2 JI03HPOBKA M HAYHH HA NIPUJICKEHHE
JleuenneTo TpsaOBa 1a ce 3anouHe OT JeKap C OTMT B AMArHOCTHKATA H JIEYEHHETO Ha nauHeHTH ¢ XMJL
JO3KpOBKa

Jleuenneto TpsAGBa Aa MPOABIDKH, AOKATO C€ HAGMIONABA KJIMHHWYHA IOJ3a WIH [0 BL3HHKBAHETO Ha
HEMIPHEMIIHBA TOKCUYHOCT.

AKO ce mpomycHe eiHa 1033, MAUMEHTHT HE TPAOBA Aa NPHEMa NOMLIHHUTENHA [03a, HO TpsabBa A4
npueMe cieapalliaTa 103a Copel ¢XeMaTa Ha PWIOKEHHe,

Hdosuposxa npu evspacmuu nayuenmu c nonoxcumenna 3za Punadeapuiicka xpomozoma XMJT
[Ipenopruranara no3a e:

- 300 mg ABa MBTH NHEBHO NPH HOBOAMATHOCTHLIMPAHH MauuenT ¢ XMJT B xpoHnuHa dasa,

~ 400 mg nBa MbTH JHEBHO NPH NALMEHTH B XPOHH4HA (aza wiM BLB (asa Ha aKcelepauus Ha
XMJI, KOUTO Ca PE3HCTEHTHH HIIH He NOHACAT noOpe npeaxoxaamara Tepams.

Ho3uposxa npu neduampuyny nayuenmu ¢ nonoxcumenna 3a Punadenduticka xpomosoma XMJT

JlosupoBkaTa Npu NEAHATPHYHH NALMEHTH € HHAMBUIYAIHA U C& OCHOBABA HA TENECHATA MOBEPXHOCT
(mg/m?). TIpenopbunTenHaTa 103a HIWIOTHHKG e 230 mg/m? [Ba MBTH JHEBHO, 3aKPBIIICHH KBM Haii-
Onuskara mo3a or 50 mg (10 MakcUManHa eIHHUYHA xo3a 400 mg) (Bx. Tabmuna 1). Morar 1a ce

KOMOHHHUpAT pa3nu4Hu KOHLEeHTpaund HuntotiRUG ®apmacaiibHC TBBPAM Kancymy, 3a Aa e MOCTHTHE
XemaHara no3a.

JIAnCcea ONUT C NIEUYEHHETO HA NMEAUATPUYHHM NALIMEHTH HA Bb3PACT NoJ 2 rOAUHH. JIMIICBAT JaHHU IpH
HOBOAHArHOCTHLUMPAHN MEAHATPHYHH NALWEHTH HA BB3pacT noA 10 roavHu ¥ UMa orpaHHYeHH aHHH

NpH NEJUATPHUYHH NALHUEHTH HA Bb3pacT Mo 6 rOAUHH, KOUTO Ca PE3UCTEHTHYU WM ¢ HENOHOCHMOCT
KbM UHM2THHHO.

Tabauua 1 Cxema Ha OpuoKeHHe HA HHIOTHHIG 230 mg/m? ABa THLTH ANEBHO NpK NMeAHATPHYUHH
NAUHEHTH

Tenecna moBBpXHOCT Ho3za B mg (mBa
(TIT) ITbTH JIHEBHO)

Jo 0,32 m? S0 mg

0,33 - 0,54 m? 100 mg

0,55 - 0,76 m? 150 mg

0,77 — 0,97 m? 200 mg

0,98 - 1,19 m? 250 mg

1,20 - 1,41 m? 300 mg




1,42 - 1,63 m? 350 mg
>1,64 m? 400 mg

Bvapacmnu nayuenmu c nonoxcumenna 3a Qunadeaghuiicka xpomosoma XM 8 xponuuna dasa. koumo

Ca NeKy6aHu ¢ HWIOMUHUO Kamo mepanus om nypea AUKUA U KOUMO ca nocmuzrani mpaer duibox
Monexyaapen omzogop (MR4,5)

[IpeycraHoesBaHe Ha NeueHHeTo MOXe Ja ce OOMMCIH NMPH MOXONALUM BBH3PACTHH MALMEHTH C
nonoxurenHa 3a Ounaxenduiicka xpomosoma (Ph+) XMJI B Xxponuyna asza, kOHTO ca NIEKYBaHHU C
HUWIOTHHHO 300 mg nNBa MBTH OHEBHO B MPOABLHKEHHE HA MHHHMYM 3 FOOMHM, aKO NOCTHIHATHAT
ABNOOK MONICKYJSApEH OTroBop € G YCTOHYMB B NPOTLIDKEHHE HA MHHHMYM €fHA T'OIMHA
HENOCPEACTBCHO MNPEAH MNpEyCTAHOBABAHE HA JIGUCHHETO. [lpeyCTaHOBSBAHETO Ha JEYEHHETO C
HUWIOTHHUO TpsAGBa Ja Ce OCLIUECTBH OT JieKap € OfUT B JIEYEHHETO Ha mauueHTH ¢ XMJI (k.

TOYKH 4.4 11 5.1).

[NopxoadiunTe MaLHEHTH, KOMTO NPEYCTAHOBAT JIEYEHHETO C HHTOTHHHO, TpAOBa 1a UMAT H3CIEABAHU
HHBa Ha BCR-ABL TpaHCKpHITTH 1 IThJIHA KPBBHA KaPTHHA ¢ JH(EPEHIMANHO GpoeHe BCEKH Mecel] B
NPOABDKCHUC HA €OHA roJIiHA, CNEI TOBA HA BCEKH 6 CeIMHLH Ipe3 BTOpATa IM'OAMHA U HA BCEKH 12
ceamMunM cnen toBa. HeobxoaMmo e ma ce w3BBpinBa npoclieisBaHe Ha HMBaTa Ha BCR-ABL
TPAHCKPHNTHTE C KOJIMYCSCTBEH IMArHOCTH4EH TECT, BAMAKPAH 1a H3MEPBA HHBATA HA MOJIEKY IAPHUA
OTrOBOP IO MEXAyHapoAHa cxana (International Scale -IS) ¢ uyBcTBUTENHOCT ToHe MR4,5
(BCR-ABL/ABL <0,0032% IS).

[Ipy naumenture, xouro 3arybst MR4 (MR4=BCR-ABL/ABL <0,01%IS), Ho He u MMR
(MMR=BCR-ABL/ABL <0,1%IS) mno Bpeme Ha ¢asara 6Ge3 neuenue, HmwBata Ha BCR-ABL
TPaHCKPHUITTHTE TpAOBa Na Ce NpocnensaBaT Ha BCEKH 2 CEAMHIM, OKaTO HUBata Ha BCR-ABL ce
BbpHAaT 00paTHO B HHTepBana Mexay MR4 u MR4,5. [TauyeHTHTE, KONTO NOLABPXKAT HUBA Ha BCR-
ABL mexny MMR 1 MR4 B npoabkeHie Ha MUHMMYM 4 MOCTEI0BATENHU H3MEPBAHHS, MOTAT HA CE
BBPHAT KbM OPUTHHATHATA CXeMa 34 MPOCIeaBaHe,

[Taunenture, KOUTO H3ry6AT MocTHrHaTHA MMR, TpAOBa Na MOJHOBAT NIEHEHUETO CH B PAMKHTE Ha 4
CEAMHMUH OT MOMEHTA, B KOHTO CTaHe fACHO, Ye € HacTbIWIa 3aryfa Ha pemucHaTa. JleueHHeTo ¢
HUTOTUHHO TpsAOBa Na ce NoaHOBH ¢ 1033 300 mg ABa MPTH JHEBHO WIH C HAMAJIEHa A03a oT 400 mg
BCIHEXK NHEBHO, aKO NP NAUMCHTa € UMAJI0 TI0OHIKABaHE Ha N03aTa MpPEeAH IpeyCcTAHOBABAHE Ha
JIEHCHHETO. | IpH MauHEHTHTE, KOUTO MOAHOBAT JIEHEHHETO ¢ HWIOTHHMO, TpabBa fa ce npocnendsar
HyBaTa Ha BCR-ABL TpaHCkpunry Bceku Mecer 1okaTo He ce ycTaHoBa 0THOBO MMR u Ha Bcexn
12 ceqmuuu cnen Toea (Bxk. Touka 4.4).

Byspacmuu _nayuewmu ¢ nonoxcumenna sa Qunadenduiicka xpomosoma XM/ e xponuuna gasa,

nocmuzHanu mpaex Obi0oK Monekyripen omzeosop (MR4,5) ¢ nunomunub cned npeduwecmeawuo
feveHue ¢ uMamunub

[lpeycraHoBsBaHe Ha JIEYCHHMETO MOXME Aa ce OOMHMCIH Npd M30paHM BB3PACTHH MALHEHTH ©
MONOXHTENHA 33 Dunanenduiicka xpomosoma (Ph+) XMJI B xpoununa ¢asa, KOHTO ca JIEKYBAHHM C
HHJIOTHHHO B NPOIBIDKEHHE HA MMHUMYM 3 FOMHH, 4KO ITOCTHIHATHAT XBI60K MONEKYAsIpeH OTFOBOP
€ Ol yCTOHYHB B MPOAB/KEHHE HA MHHUMYM €IIHA FOJHHA, HEMOCPEACTBEHO NIPEH NpPeyCTaHOBABAHE
Ha JIC4Y€HHETO. [IpeyCcTaHOBABAHETO Ha JIEUEHHETO ¢ HWIOTHHHG TpaGBa Aa ce OCHIUECTBH OT JeKap C
OITMT B JIEYeHHETO Ha maueHTs ¢ XMJI (Bx. Touku 4.4 1 5.1).

Ipn noaxonfwyTe NAUUEHTH, KOUTO TIPEyCTAHOBAT JICYEHHETO C HWIOTHHHG, Tps6Ba Ja ce M3CNeABaT
HuBaTa Ha BCR-ABL TpaHCKkpunTH ¥ ITbiHa KpbBHA KapTHHA ¢ AudepeHLManto Hpoe
B MPOAB/DKCHHE HA €HA FONHHA, CI/l TOBA HA BCEKHM 6 CEOMHLIH pe3 BTOPATa rojse
ceaMuLM crnen ToBa. HeobxomumMo e na ce u3pbpluBa npocneinsBaHe Ha H 7




TPRHCKPHIITHTE C KOJIMECTBEH AUArHOCTHYEH TECT, BATHAMPAH J1a U3MepBa HHBATa Ha MOJIEKYJ/IAPHHA
OTrOBOp N0 M&XayHapoaHa ckana (International Scale -IS) ¢ yyBcTBHTENHOCT ToHe MR4,5
(BCR-ABL/ABL <0,0032% IS).

[lanmenTHTe ¢ MOTBBPACHA 3ary6a Ha MR4 (MR4= BCR-ABL/ABL <0,01%IS) 1o BpeMe Ha dazara
0e3 NeueHue (IBe NOCEOBATEHH H3MEPBAHHA B HHTEPBAN OT NOHE 4 CEIMHILIM, OKA3BalM 3aryba
Ha MR4) unu 3ary6a Ha ronsam Monexynspen orrosop (MMR=BCR-ABL/ABL <0,1%IS) Tpabra na
[TOMHOBAT JICUEHHETO CH B paMKUTEe Ha 4 CEAMMLM OT MOMEHTA, B KOITO ce pa3bepe, 4e e HACTHITHNA
3aryba Ha pemucuata. JleueHueTo ¢ HULIOTHHKHG TPAGBA oA ce MOIHOBH ¢ mo3a 300 mg U 400 mg
ABa MHTH JHEBHO. [lpH manueHTure, KOMTO MOJHOBAT NEYEHHETO ¢ HWIOTHHMG, TpabBa na ce
npocnenssar HuBaTa HA BCR-ABL TpaHCKpUNTH BCEKH Mecel| JOK4TO HE CE YCTAHOBH OTHOBO
TNIPCIHIIHHA rONAM MONCKYNAPEH oTroBop Wi MR4 u Ha Bceku 12 ceamuuy cnen Toea (BX. TOYKa

4.4).

Kopuzupane unu Moouduyupane Ha dozama

Moxe na e neob6xoaumo nedennero ¢ Hutotunu6 ®apmacaiisuc BPEMEHHO 2 € NPEYCTaHOBH M/HIH
A03aTa Na €€ HaManu NMopany XeMATONOrM4Ha TOKCHYHOCT (HEYTPONCHHA, TPOMOOUMTONEHHA ), KOATO
HE € CBbp3aHa C nomiexauara neskeMus (Bx. Tabnuua 2).

Tabanua 2 Kopurupase Ha 103aTa NpH HeyTponeHUsi H TPoMGOLHTONCHH S

Bw3pacTey nmanueHTH C
HOBOJHATHOCTUIIHpaHA
XMJI B xpoHuuHa ¢aza
npu 300 mg nBa bTH
IOHEBHO H

XMJI B xpoHuvuna dasa
npu [MalHeHTH,
PE3UCTEHTHH HWIH C
HEMOHOCHMOCT KBbM
HMaTHHHO npu 400 mg
ABa [BTH AHEBHO

ABH* <1,0 x 10° wwmm
TpoMbouuTeH Opoit <50 x 10%/1

Jleaennero ¢ HunoTuHMO TpsGBa ma ce
NpeyCTaHOBH H Aa CE MPOCISAH KphBHATA
KapTHHA.

Jleuennero Tpabpa ga ce BB30OHOBHM B
PaMKHTE Ha 2 CEAMMLHY C MpegulIHAaTa
no3a, ako ABH >1,0 x 101 wwm
TpoMOGoLmTH >50 x 101,

B cny4aii, 4ye OposT HAa KPBBHHTE KIIETKH
NPOARDKABA 4 € HHUCBK, MOXe fOa ¢
HeoOXoOUMO HaMaNnsaBaHe Ha J03ara Ha 400
mg eAHH BT AHEBHO.

XM BB ¢aza Ha
aKceNepaus NpH
Bb3PACTHE  NAIMEHTH,
PE3UCTEHTHH HIH ¢

HEMMOHOCHMOCT KBbM
AMaTuHu®d npu 400 mg
IBa ITBTH THEBHO

ABH* <0,5 x 10°1 wumm
TpomGorumreH Gpoit <10 x 10%1

Jleyenuero ¢ uwioTHHWO TpaGeBa nga ce
MPEYCTAHOBH H Ja C€ MpOoCenH KpbBHATA
KapTHHA.

Jleyenuero TpabBa na ce BB30OGHOBH B
paMKHTe Ha 2 CEAMHUM ¢ MpeLUIIHATA
nosa, ako ABH >1,0 x 10°1 wwm
TpomGouwTy >20 x 10%/1.

B ciyvall, ye Opos Ha KpPBBHUTE KIETKH
MPOABLIKABA JAa € HHCHK, MOXE Ja ¢
HeoOxXxoAMMO HaManABaHe HA [03aTa Ha
400 mg eavH BT AHERHO.




[lexHaTpH9HH ABH* <1,0 x 101 wwm| 1. Jleuendero ¢ HHUIOTHHMG TpsabBa ma ce
NaLneHTH ¢ | TpombGoumTen Hpoit <50 x 10%1 MpPEeyCTAHOBH M Aa ce MPOciend KpbBHATA
HOBOJHArHOCTHIIMPAHA KapTHHA.
XMJI B xponnuHa ¢asa 2. JleueHuero TpsGBa Aa ce BB30GHOBH B
npu 230 mg/m’ nBa pPaMKHTE Ha 2 CEIMHUM C NpemMHATA
ITeTH AHEBHO H mo3a, ako ABH >1,5 x 10°1 wwm
¢ XMJI B xponuiHa 3 TpoMGouwry >75 x 1071,
Gasa c pesncTeHTHOCT B cnyuaii, ye 6pos Ha KPBLBHMTE KIETKH
Wit HEMOHOCHMOCT KBM NpooB/DKABA & € HHCBK, MOXE A €
AMaTHUO mpu 230 HeoBXOAMMO HaMalsBaHe Ha JA03aTa Ha
mg/m? ABa ITbTH JHEBHO 4. 230 mg/m? equ" mbT AHEBHO.
AKO Bb3HHKHE CHOMTHE Cllel HaManABaHe
Ha Jo03ara, TpAbBa ma ce obmuciam
NpeyCTAHOBABAHE HA JIEYEHHETO,

*ABH = abcomroren 6poit HeyTpoduH

[Ipy HacTLNBaHEe Ha KIMHHUYHO 3HA4YMMa YMEPEHAa WIH TEXKA HEXEMaTOJIOTHYHA TOKCHYHOCT,
NPHIOKEHHETO TpAOBa Ja C€ TpeyCTaHOBH, a ManMeHTUTe Aa Obiar HaOmoJaBaHH M CHOTBETHO
JIEKyBaHH. AKO NpeAMLIHATA CXEMa Ha npunoxeHne € 6una 300 mg aBa MTH AHEBHO NPH BB3PACTHHU
MALMEHTH ¢ HOBOAMarsHocruuupana XMJI B xpounyxa ¢aza, wid 400 mg ABa IBTH NHEBHO MpH
BB3PACTHH TIALIMEHTH, PE3UCTEHTHH HIIM C HEMOHOCHMOCT KbM UMATHHHO B XpoHHYHA (a3a WIM BbB
asa Ha axcenepaima, Wi 230 mg/m’ ABa TETH JHEBHO MPH MEAHATPHYHH NALHEHTH, NPHIOKEHHETO
MoXe a ce Br300HOBH B 1033 400 mg euH ITHT AHEBHO NPU BH3PACTHUTE NaLMeHTH U 230 mg/m? enun
MET OHEBHO I[IpH TEAHATPHYHHTE MALHEHTH, CJICA OT3BYYABAHE HAa TOKCHYHHMTE SABNECHMA., AKO
NpelHIIHATa CXeMa Ha NPHIoKEeHHE € Ouna 400 mg BeaAHbK AHEBHO NPH Bb3PaCTHH NalHeHTH wiu 230
mg/m® BeHBX JHEBHO MPH MeJUaTPUUHK MALMEHTH, JEUYCHHETO TPAGBa Aa ce MPeyCTaHOBH. AKO &
NOAXOAALUO OT KNHHWYHA TAeHa TO4Ka, TpsAOBa Aa ce 0OMHCITH MOBTOPHO YBEIMYaBaHe Ha 103aTa A0
HayanHa 103a 300 mg aBa IbTH JHEBHO NPH Bb3PAaCTHHUTE NMALMEHTH ¢ HOBOAMArHocTHUMpana XMJI B
XpoHH4Ha (aza wiu 10 400 mg nBa MbTH AHEBHO NPH BB3pacTHUTE NauMeHTH ¢ XMJI B xpoHHyHa da3a
UMK BBB (aza Ha akcesepals, pe3HCTEHTHH WIIH ¢ HEMOHOCHMOCT KbM HMaTHHHO miH 1o 230 mg/m?
HBa ITETH AHEBHO MPH MEIHATPHYHUTE NMALHEHTH,

Ilokausane Ha cepymHata nunasa: I[Ipn noxausaHe Ha cepyMHara jnunasa CreneH 3-4 fosure npu
BB3PacTHH NauleHTH TpAOBa 1a ce HamanAT a0 400 mg equH TBT AHEBHO WM Ja Ce PEKHCHE [TPUEeMA.
[Tpy meauaTpHYHH NalMEHTH JieueHHeTo TPAGBA Aa ce NpekbCHe 10 0OpaTHO pa3zBUTHE Ha CHOUTHETO
no CreneH <1. Cnen ToBa, aKo APEAHIIHATA CXEMa Ha IpunokeHne e 6una 230 mg/m? npa msTH GHEBHO,
JIEYCHHETO MOXe 1a ce BH300HOBH B Ho3a 230 mg/m* BeaHBXK AHEBHO. AKO NPEeIHIDHATA CXEMa Ha
npunoxeHue e 6wna 230 mg/m? BeqHBK AHEBHO, IedeHHeTo TpAGBa aa ce npeycranosu. CTORHOCTHTE
Ha CEpyMHAaTa JIMMa3a TpAOBa Aa C& K3CIEeABAT BCEKH MeCel, WIH NPH HATHYHE Ha KITHHHUYHH NOKa3aHNA
(BXK. TOouka 4.4).

[loBninen OunupyOMH W vepHOAPoOGHM TpaHcamuHasu: [Ipu mnokauBaHe Ha OwanmpybuHa M Ha
yepHoxpobHuTe TpaHcaMuHasy CteneH 3-4, 103HTE NPH BH3PACTHH MALMEHTH TPIOBa 13 c& HAMAIAT
2o 400 mg enMH BT AHEBHO WK Ja ce MpeKbCHe npuema. [Ipu noxausaxe Ha 6unupybuna CreneH >2
HITH Ha YepHOApOOHMTE TpaHcaMHHa3H CreneH >3 npu neauaTpHUHH MAllHeHTH, IeYeHHeTo TpaOBa aa
CE MPEKbCHE 10 BB3CTAHOBABaHE Ha cToliHocTHTE g0 CreneH <1. Cnex ToBa, ako NpeJyIlHATA CXeMa
Ha npuioxeHue e 6mna 230 mg/m? nBa ITETH JHEBHO, IEIEHHETO MOXKE Oa ce Bb300HOBM B 1032 230
mg/m? BeAHEK AHEBHO. AKO NPENMLIHATA CXEMa HA IPUIOKEHHE € 61ma 230 mg/m? Bepwss

CrofinocTrTre Ha OunHpyOHHaA M YepHOAPOOHHTE TpaHCAMHHA3H TPAOBA 118 CE& H3C)
HJIM NP HAUTHYHKE Ha KITHHWYHH MTOKA3aHHA.




Cneyuannu nonyiayuu
Cmapuecka ev3pacm

ITpubnusnrenno 12% ot yuactHuumTe 8bB Pasa Il npoyusane nMpH NaUKEHTH ¢ HOBOAMATHOCTHLIMpAHA
XMIJI B xponr4na asa v npubausurento 30% ot yyactuuumte b8 Masa Il npoyusaHe nMpH NauMeHTH
¢ XMJI B xpouHuHa ¢a3a Win BLB (a3a Ha akcelepallus, PSIUCTEHTHH WIH ¢ HEMOHOCHMOCT KBbM
MMaTHHHO, ca 6unu Ha/Man 65-romuiuHa BB3pacT. He ce ycTaHOBSBAT CBHLIECTBEHM PA3NMYUA IO
OTHOLIEHHE Ha 0€30MacHOCTTa U €PUKACHOCTTa NIPH MALMEHTH Ha BH3pacT >65 roJuHH B CPABHEHHE C
MAUMEeHTH Ha BB3pacT oT 18 1o 65 rogunm.

Bvbpeuno yepeoxoane

He ca npoBexzaHu KIMHHYHK NMPOYyHBaHKA NPH MALMEHTH C HapyilueHa 6n6peyna Gyrkuma. Tait kato
HHUJIOTHHMO M HEroBHTE MeTADONIMTH HE Ce eKcKpeTHpar npe3 6u0pelnTe, NpH NaHEHTHTE ¢ 6E6peyno
YBpeKIAHE HE CE€ OYaKBA HAMAIABAHE HA TOTAJIHUA TeJieCeH KIHPBHC.

Yeproopobro yepeaxcoare

YBpexJaHeTO Ha YepHuA Opol MoBnuABa YMepeHo papMaKoKMHeTHKaTa Ha HWIoTHHUG. He ce cMaTa
38 HEOOXOMMMO KOPUTHMpaHe Ha [03aTa NpH NMAalWEHTH ¢ YepHOApPOOHO yBpexzane. He3aBHCHMO OT
TOBA, MAUUEHTHTE C YepHOAPOOHO yBpexkaaHe TpsaOBa fAa 6BIaT IEKYBaHH ¢ MOBMIICHO BHHMAaHHE (BX.
TO4Ka 4.4).

Crvpoeunu HapyueHus
Or KIHHHYHUTE NPOYYBAHHA Ca H3KTIOYBaHH MALMEHTHTE C HEKOHTPONHPAHH HITH 3HAYHMH ChpACTHH

3a00NABAHUA (HAIp. CKOPO NMpekapaH WH(ApKT Ha MHOKAapHa, 3acTOMHa ChpAEYHA HEHOOCTATHYHOCT,
HeCTaOWITHa aHIMHA WITH KIIMHUYHO 3HaukMa 6panukapaus). Heo6xoauMo e nosumeHo BHUMaHUE MpH
MalMeHTH CbC ChOTBETHUTE ChpACYHH 3abonsaBaHus (BX. Touka 4.4)

CpobiliaBa ce 3a NMOBUIIABAHE HA HUBOTO Ha OGLIMA CEpYMEH XONEeCTepos MMPH JiedeHHe ¢ HUIIOTHHHO
(BK. Touka 4.4). Heobxonumo e na ce onpenenn nunuauus npoduwi MIpeay 3ano4YBaHe Ha JISYSHHETO C
HHUIOTHHHO, Clell KOeTO a Ce OUeHM Ha 3-ud M 6-us Mecell clel 3ano4vBaHE HA TepaluATa H NOHe
BEAHBK MOJMIUHO MPH NPOABLIDKUTEIHA TEPATTHA.

Crobiuasa ce 3a NOBHIIABAHE HA HUBOTO Ha KPHLBHATA 3aXap NPH JIEYeHHe C HWIOTHHHUO (BX. TOUKa
4.4). OueHka Ha HHBOTO Ha KpBBHATa 3axap TPAOBa Jia ce HANPABH NPEAH 3aN0YBAHE HA JIEUEHUETO
C HIWJIOTHHHO U Aa Ce NpocnenH Mo BpeMe Ha JIeUEHHETO,

Heouampuuna nonynayus

besonacHoctra M eduxacHocrra Ha Hunorunu6 dapmacalihHC npH neqMATPHYHM NALMEHTH C
nonoxurenHa 3a Punaaenduiicka xpomozoma XMJI B xpoHuuHa aza Ha BB3pacT oT 2 1o nox 18
rOOMHH (BXK. To4kH 4.8, 5.1 M 5.2) ca ycraHoBeHU. JIMIICBA ONMUT NpH NEAMATPHYHM NALMEHTH Ha
BB3pacT NOA 2 roAvHH WIH NEAMATPHYHH NALMEeHTH C NOJOXHUTeNHa 33 Puwianenduiicka XpoMo3oMa
XMJI BB aza Ha akcenepanus wnu GnactHa xpusa. JIMNCBAT JaHHH MPH HOBOAHATHOCTHIMPAHH
MEAMATPUYHU NMALUMEHTH Ha BB3pacT nod 10 roaMHW W MMa OrpaHWveHH OJaHHHW TPH MEAWATPHYHH
TTALIHEHTH HA BB3PAcT MOoJ 6 roIMHH, KOUTO ¢a PE3UCTEHTHH WIH C HEIIOHOCUMOCT KBM HMATHHHO.

HayuH HA NpuioXeHue




I1pU nauueHTH ChC 3aTPYAHEHHA B IPErNbIUAHETO, BUTIOYHTENHO NeJHATPHYHH NMALMEHTH, KOUTO He
MOraT Ja NpPeribiiaT TBBPIMUTE KAINCyjH, TpAOBa Ja ce M3MON3BAaT APYTH JIEKapCTBEHH NPOIYKTH,
CBABPKAIIM HUIOTUHHO BMecTo Hunorurnub dapmacalinHe.

4,3 IIporuBonoxka3aHus

CBpBXUYBCTBUTETHOCT KBM AKTHBHOTO BEILECTBO HIH KBM HAKOE OT NTOMOLI{HUTE BELICCTBA, H30poeHn
B TOYKA O.1.

4.4 Cpoenuaauu npeaynpeKIeHHA H NPEANA3HA MEPKH NPH ynoTpeba

Muenocynpecus

JleuenneTo ¢ HUIOTHHHO ce cBpp3Ba ¢ (National Cancer Institute Common Toxicity Criteria crenen 3
u 4) TpoMOouMTONEHHMs, HeyTporneHus H aHeMusa. M3sBara e mo-uecta npH maumeHT™d ¢ XMJI,
Pe3UCTEHTHH WIH C HENOHOCHMOCT KbM HMaTHHMO U ocobeHo npu nammentn ¢ XMJI peB (haza Ha
aKcenepauus. MicoeasaHe Ha ITbJIHA KPBBHA KapTHHA TpAOBa fa ce MPOBEXAa HAa BCEKH BE CeOMHLIU
[pe3 NbpBUTe 2 MECELA, & CJIE TOB2 BCEKH Mecell WIH NIPH KIWHUYHM MoKa3aHua. Muenocynpecusata
KaTo uano e 6una obpatiMa U oBuKHOBEHO € OWina OBNANABAaHA ¢ BPEMEHHO MPEYCTAHOBABAHE HA
NIEYEHHETO ¢ HUWIOTHHUO WM HaMasBaHe Ha fo3ara (BXK. Touka 4.2).

Yavmkasane Ha OT unteppana

Joka3aHo e, 4e HWJIOTHHHO yImpKaBa 10 3aBHCHM OT KOHLCHTPALMATA HAYHH ChpAEYHATA KaMepHa
penionspu3anms, onpeneneHa ypes QT unrepsana Ha EKT ¢ noBEpXHOCTHH OTBEKIAHMS IPH BH3PACTHH
H NMeIHaTpHYHH NaLlHEeHTH.

BwB Qasa Il npoyusaHe npy NauMeHTy ¢ HOBoAUWarHocTuuMpana XMJI B xpoHnyHa ¢asa, MpHeMallH
300 mg HutoTHHHO AB2 METH QHEBHO, MPOMAHATA B CPENHUA, ocpeaHeH no Bpeme QTcF uxTepsan B
CTAlIMOHAPHO CBCTOSHHE CIIpAMO M3XxooHMA € 6 msec. Hama maumentn ¢ QTcF >480 msec. He ca
HabmoaasaHu enu3oau Ha “torsade de pointes”.

Bt ®aza II npoyusane npn naumeHtH ¢ XMJI B xponnvHa ¢aza v BEB ¢asa Ha akcejaeparus,
npruemaiy 400 mg HUIOTHHUO OBA ITHTH AHEBHO, PE3UCTCHTHH HIIH C HEMOHOCHMOCT KbM HMATHHHO,
NpoMsAHaTa B CpelHHA, ocpeaHeH No BpeMe QTcF uHTepBan cnpaMO HM3XOONHHS B CTallHOHAPHO
CBCTOAHHE € CBOTBETHO 3 M 8 msec. QTcF >500 msec ce HaGniogasa npu <1% oT Te3d manyeHTH. B
KIHHHYHHM NpOYYBaHHA He ca HabNionaBaHy enn3oau Ha torsade de pointes.

IIpy npoyuBaHe cbC 37paBH JOOPOBONLIH € €KCMO3HIHA, KOATO € CPaBHHMA C €KCIO3HLMHTE
HaOmonxaBaHH NPHU MALUKWEHTH, OCPeOHEHATA 0 BpEME, CpelHa, anebo-u3saneHa mpomsHa B QTcF,
cripAMo H3xogHaTa cTOHHOCT € 7 msec (Cl £ 4 msec). Huko#t ot m3cneapanute Hama QTcF >450
msec. B momre/IHEHHEe, B X0a HA MpPOBEXAAHE HA MPOYYBAHETO He ¢a HaOMIOAaBaHH KIHHHUTHO
3HAYMMH apUTMHH. B 9acTHOCT, He ca HabnropaBaHy enu3onu Ha torsade de pointes (NpexoaHH UK
NPOABIIKUTESTHH ).

3HaunMo yxmDkasaHe Ha QT uHTEpBana Moe fla HaCThIH, KOraTO HIWIOTHHHO ce IpHeMa HenpaBHTHO
che cunaM MHXMOWTOpH Ha CYP3A4 w/unu nexapcTBeHM TNPONYKTH C H3BECTEH IIQIL

yabmkasar QT wudTeppana, W/winm ¢ xpaHa (BK. Touka 4.5). Hanwmuumero H
XHAOMarHe3HeMHsl MOXKe AOMBJIHKTENHO Aa 3acCHiH To3H edekT. YanDKaBaHe
MOXeE fia M3TIOKH MALUEHTUTE Ha PUCK OT daTaneH HU3XOoI.




Hunoruiub dapmacaiiniac TpadBa na ce npuiara ¢ MOBHIEHO BHHMAHME IIPH NAlHEHTH, KOUTO HMAT

HJIH KOMTO Ca ChC 3HAYMTENEeH PHCK OT pa3BUTHe Ha yabmkasaHe Ha QTc, karo Takuea:

- ¢ BpoaeH yaenked QT uHTEpBaN

- C HEKOHTPOJHpPAHH WA 3HAYMMH CBHPACYHM 3a00NABAHUA KATO CKOpO NpekapaH MHPApPKT Ha
MHOKAapaa, 3aCTOHHA ChpACYHA HEOOCTATBYHOCT, HECTAOWIHA aHMHMHA WIH KIMHUYHO 3HAYHMa
Spanukapaus.

- MpHeMalll aHTHAPHTMUYHHU JIEKAPCTBA WU JAPYTH BElISCTBA, KOWTO BOAAT A0 YABMKABAHE HA

QT.

[Ipenoppusa ce cTporo npocnensgsaHe Ha edexra Bppxy QTc HHTEpBaia H PErucTpHpaHe Ha M3XOOHO
EKI', npeau 3amo4yBaHe Ha JIEYEHHETO C HWIOTHHMO M TNPH HANHYME HA KIMHHYHM TOKAa3aHHA.
XUnokaleMuaTa UK XHNoMarHesuemusta Tpabea ga 6pAaT KOPUrHpaHU IIPEIH MPHIOKEHHETO HA
HunotuHu6 PapMacalibHC ¥ Aa ce nmpocneassar NepuoiUyHO C/IeH TOBA.

BxesanHa cMBpPT

Vima croO1tenus 3a HeuecTH cinydaH (0,1 10 1%) Ha BHe3anHa cMBPT NpH nauHeHTH ¢ XMJI B XxpoHH4Ha
(asza win BbB (a3za Ha aKCeNepaluA, PEe3UCTEHTHH WIH C HENOHOCHMMOCT KBM MMAaTHHHO, C
NpeIILeCTBANNA aHAMHe3a 3a ChpACYHO 3aboNdBaHe WIH 3HAYHMH PUCKOBH (paKTOPH 3a Pa3sBHTHE Ha
ChpacyHO 3a0onABaHe. KbBM OCHOBHOTO 3MOKA4YECTBEHO 3ab0ngBaHe 4ecTO MBTH C€a HalIMUe H
MPHAPYKaBallK 3a00ABaHHA, KAKTO M APYTH CHIIBTCTBAILH JIEKAPCTBEHH NpoayKkTH. Hapyuesusara B
KaMepHaTa pernofapyusaupa ceillo Morat aa Ovaar ponpuHacsai ¢akrop. [To speme Ha Pasza Il
Npoy4BaHe NpH MaLWeHTH ¢ HoBoauarHocTuuupaHa XMJI B xpoHuuHa ¢aza He ca cpo0IIaBaHH Ciydau
Ha BHE3aMHa ChbpAEYHa CMBPT.

3anpekka Ha TEHHOCTH H OTOK

[To speMe ua Pa3a Ill npoyysane npw nainneHTH ¢ HoBOAMAarHoctHuMpana XMJI ca naGmozaBaHu
HeuyecTH cirydan (0,1 no 1%) Ha texka ¢opma Ha CBBbp3aHa ¢ NpHeMa Ha JIEKapCTBOTO 3alphKKa Ha
TEYHOCTH KAaTO MNeBpaieH H3nuB, OenoapobdeH OTOK W nepukapiaeH W3aMB, [ToaoOuu cebutus ca
Hal/IoNaBaHK ¥ [PU NMOCTMAapKeTUHrosuTe ¢bobienus. HeovyakBaHoTo, 6bp30 HAQABaHE HA TErNO
TpadBa na ObAe BHUMATENHO M3CIEABAHO. AKO Ce MOABAT MPH3HAUK HA TEXKA 3aAPhXKKA HA TEYHOCTH
110 BpEME Ha JISUeHUeTO ¢ HWIOTHHHO, eTHoNMorusATa Tp4A0Ba a ¢ M3ACHH M NpH MALMEeHTHTE Aa ce
MpoBee€ CROTBETHOTO JieYeHHEe (BX. TOuka 4.2 33 YKa3aHHA 34 TIOBIKHABAHE HA HEXEMAaTOJIOrHYHa
TOKCHYHOCT).

ChbpoeyHOCHA0BY CHOUTHA

Chy4ay Ha cppACYHOCBIOBH CHOUTHA ca ChoOIABaHH B Xo4a Ha paHaoMu3npaHo Pasa Il npoyusaxe
NpH NauMeHTH ¢ RoBoaHarHocTHLHpaHa XMJI u ca 6uny HabmopaBaHH IIPH MOCTMAPKETHHTOBHTE
ChoOUIeHHs. B KIMHHYHOTO NMpOy4YBaHe, NMpH CpeaHa MPOIBDKUTETHOCT Ha TepanuiaTa ot 60,5 Mecela,
CEPACYHOCHAOBHTE CBOMTHA OT Crenex 3-4 BKMOYBAT NepudepHa aprepHaliHa OKIy3WBHa Ooect
(1,4% u 1,1%, crorBerHo npu 300 mg u 400 mg HUNOTHHHO Ba MBTH THEBHO), HCXEMHIHA OOJIECT Ha
cbpLeTo (2,2% u 6,1%, ceoteeTHO npH 300 mg 1 400 mg HUNOTHHUG ABA ITBTH AHEBHO) H UICXEMHYHH
MO3bYHOCBAOBU ¢BOUTHA (1,1% u 2,2%, croreeTHO npu 300 mg H 400 mg HUNOTHHUO ABa MHTH
AHEBHO). [TaueHTHTe TpAOBA Ha OB AAT NOCHBETBAHM N1a NOTHPCAT He3a0aBHO MEAHLIMHCKA MOMOLI], KO
BHE3aNMHO MOYYBCTBAT NPU3HAUM WIH CUMIITOMH Ha ChPACYHOCHOOBHU ChOHTHA. ChpaeuHOCHIOBUAT
CTATYC Ha NauMeHTHTe TpAOBa Na ObAe OLUEHEH, 4 ChbPACUYHOCHAOBUTE PHCKOBH (2
NpOC/IeAEHY U aKTHBHO A2 C€ OIUTBA, 13 OBIAT OTCTpaHEeHH MO BpeMe Ha JieueHHgS
CBIJIACHO CTaHAAPTHHTE PbKOBOACTRA. TpabBa Aa ce nmpeaAnuile ChOTBETHATA TEPY




Ha CBPACYHOCHAOBHTE PHCKOBH ¢akTopy (BX. Touka 4.2 33 YyKa3zaHUs 3a MNOBIMABAHE Ha
HEXEeMAaTONOIHYHA TOKCHIHOCT).

PeaxTHBalui Ha xenatur B

HaGmionaBaHa € peakTHBAalMA HA XeNaTHT B NpH maUMEHTH, KOWUTO ca XPOHWYHHM HOCHTETH Ha TO3M
BHPYC, cnex kato npuemar BCR-ABL THpo3sHHKHHA3HH HHXHOUTOPH. B HiAKOH Cilydyau HacThmBa OCTpa
YEPHOAPOOHA HEAOCTATHYHOCT WM (BYIMHHAHTEH XENATHT, BOAELY, A0 YePHOAPOOHA TPaHCIUIAHTALIHA
WIH ¢aTalieH H3XOo/.

[Ilpean na 3amoyHaT feyYeHHE ¢ HWIOTMHHUO, nanueHTHTe TpsAOBa Aa O6Baar W3cnemsauy 3a HBV
nadekuna. Ilpeau na 3anoyHar neyeHue, MAUMEHTUTE C MO3UTUBHA CEPONOrMA 3a XenaTut B
(BIJIIOYHTETHO TE3H C aKTUBHO 3a00NABaNe) W NALMEHTH, KOUTO Ca MOJOKHTENHH 33 HBV HHpeKLuA
10 BpeMe Ha JieueHHe, TpAdBa 0bAaT KOHCYNTHpAHM ChC CHEUHATUCTH B JeYeHHeTO HA XenaTuT B.
Hocurenure Ha HBV, kouTo umar Hyxnaa oT jieyeHHe ¢ HWIOTHHHO, TpAOBa Ia 6BOaT BHUMATENHO
NpocicnsBaHH 3a MPH3HAUW W CUMNTOMM Ha akTuBHa HBV mudexkuus no BpeMe Ha JIEUEHHETO W
HAKOJIKO Mecelia ClIell Kpas Ha JIeYeHneTo (Bxk. Touka 4.8).

CriellwanHo_npociensBaHe Ha BB3PACTHY mauueHTH ¢ Ph+ XMJI B XpoHHYHa (daza, KoUTO ca
NOCTHUTHAJIK TPaeH ThJIOOK MOJIEKYIADEH OTIOBOD

Bv3mMooichocm 3a npeycmanosagane Ha ReyeHuemo

HM3bpaHn mnauMeHTH, NpH KOHTO € HOTBBPAEHO, Y€ eKCIpecHpaT Xapakrepuure BCR-ABL
TPAaHCKPHUITH, el3a2/b2a2 wnu el4a2/b3a, moraT Aa ce HMAaT NMpeABHA 3a MPEyCTaHOBABAaHE Ha
nedenuero. Ilaupenture Tpsa6sa na uMar xapakteparre BCR-ABL TpaHCKDHITTH, 32 13 € BE3MOKHO
KONH1iecTBeHO onpenensHe Ha BCR-ABL, ouexka Ha menbounHata Ha MOJEKYNADHHA OTTOBOD M
OTIPEMICNAHE HA BH3MOXKHA 3ary0a Ha MONEKyJIApHa peMUCHA CJIeX MPEyCTAHOBABAHE HA JIEYEHHETO C
HWIOTHHHO.

lIpocnedasane Ha nayuenmu, KOUMO ca NPEYCMAHOBUNYU ICYEHUEMO

HeobxonnMo e na ce u3BbpilBa 4ecTo nMpocnenssaHe Ha HuBaTa Ha BCR-ABL TpaHcKpunTHTE [pH
TIAIMEHTHTE, M30paHH Ja NPeyCTaHOBAT NIEUEHHETO, UPE3 KONHIECTBEH AMATHOCTHYEH TECT, BATHANDAH
Aa M3MepBa HHWBaTa Ha MONECKYMAPHHUA OTrOBOpP C 4yBCTBHTENHOCT noHe MR4,5 (BCR-ABL/ABL
<0,0032% IS). Hupara Ha BCR-ABL TpanckpurnruTe Tpabsa 1a 6baaT onpeensHi Mpeay U no BpeMe
Ha NpeyCTaHOBABaHE HA NEHeHHETO (BXK. TOukH 4.2 U 5.1).

3aryGara Ha romaM Mosexynapen orroop (MMR=BCR-ABL/ABL <0,1%IS) npu namuenTtn ¢ XMJI,
KOMTO MOJTy4aBaT HUIOTHHUO KAaTO MbpBa WIX BTOpa JIMHUA Tepallks, WIH IOTBLPAEHATA 3aryba Ha
MR4 (aBe nocnenoBaTenHA U3MEPBaHUA B HHTEPBAI OT MOHE 4 CEAMHLH, MOKA3BALIH 3aryba Ha MR4
(MR4=BCR-ABL/ABL <0,01%IS)) npu nauxerts ¢ XMJI, KOHTO MOAY9aBaT HWIOTHHHO KaTo BTOpa
JIAHHA TEPATHd, e XOBEIAT A0 NOJHOBABAHE Ha JIEYEHHETO B PAMKHUTE HA 4 CeOMHIH OT MOMEHTA, B
KOHTO ce pasbepe, ue € HacTeNUIA 3aryba Ha peMHcHATA. ITo BpeMe Ha dazata 6e3 nedeHHe Moxe 1a
HaCTBIIM PCHHUAHB Ha MONIEKYJISPHO HHBO, KaTo JIMICBAT AAHHH 3a ABITOCPOMHHA pe3yarar. [lopaau
Ta3y NpHYMHA € 0CODEHO BaXKHO YeCTO Jia ce mpocneadsaT HuBata Ha BCR-ABL TpaHckpunTHTe M
ITb/IH&Ta KPbBHa KapTHHa ¢ ZHdepeHuuanHo OpocHe, 32 Aa Ce yCTAHOBH Bb3MOXHATA 3aryba Ha
pemucus (Bx. Touka 4.2). Ilaunentnre, xouto He ycnssaTr ma nocturiar MMR cien Tpu Meceua
TOJHOBEHO JIeYcHHe, TpAOBa na ObAaT OTHOBO M3cNeNBAaHWU 33 MYTalHUA B AOMeltHa H
KHHA3aTa.

JlaGopaTopHH H3cneABaAHHA U NPOCICAABAHE
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Jlunuou e kxpvema
Bve Qasza III npoyysaHe npu mnauMeHTH ¢ HoBoadarHoctuuMpana XMJI, 1,1% or nauueHTHTe,

JeKyBaHd ¢ HWIOTHHHO 400 mg nBa MbTH JHEBHO NOKA3BaT MOBHLIEHWE HA oOIIMA XOJECTEpoN OT
CreneH 3-4; B rpynara, mpuemaina HoTHHNO 300 mg ABa MHTH AHEBHO HE ce HabM0IaBa NOBHIIIEHHE
Ha xonecrepona ot CreneH 3-4 (Bx. Touka 4.8). [Ipenopbyea ce, Ka ce OnpeNey JTHHIHKS podu,
NpeaH 3ano4yBaHe Ha NEYE€HHETO ¢ HUWIOTHHUO, ciiel KOETo 1a ce HanpaBH OLEHKA Ha 3-HA ¥ 6-Hi Mecell,
CJIEA 3aII0YBAaHE Ha TepanuATra M Oa Ce NpOoCciensaBa [MOHE BEAHEXK FOAMILHO NPH NPOIBDKHTENHA
Tepanua (BX. To4Ka 4.2). Axo e Heo6xonumo npunaranero Ha HMG-CoA penyxraseH HHXuGHTOp
(MMITMAOMOHIDKABAILIO CPEACTBO), MONA Mpernenaiite Touka 4.5, npeau na 3anovyHeTe JIEUeHUETO, Thil
kato omnpegeneHd HMG-CoA pemykrasHun wHxuGuropu ce MeraGommaupar csmo or CYP3A4
€H3IMMHATA CHCTEMA.

LEHA 3dXxa

Bbe ¢asa Il npoyusane npu nauMeHTy ¢ Hopoguarsoctuuupana XMJI, 6,9% u 7,2% 0T NauMeHTHTe,
NIEKyBaHH CBOTBETHO ¢ HWIOTHHMO 400 mg w HunoTuHHO 300 mg nBa MBETH OHEBHO, MOKA3BAT
NOBHLICHHE Ha KpbBHATA 3axap ot (CreneH 3-4. [IpenopryBa ce HUBaTa Ha KPbBHATA 3axap Aa Gbaar
OLICHCHH NpeaH 3arovYBaHe Ha JICHEHMETO ¢ HWIOTHHAO M MpOCHEeAeHH MO BpeMe Ha JICYEHHETO, B
3aBHCHMOCT OT KJIHHHYHHTE NoKasaHHA (BX. Touka 4.2). AKO pe3ynraTuTe OT TEeCTOBETe AaBaT
OCHOBAaHHs 33 NPOBESKIAHETO HA Tepamusd, jeKapute TpAGBa na ClEABAT JIOKAUIHHMTE CTAHIAPTHH
NMPakTUKH H PHKOBOLCTRA 34 JIEYEHHE.

B3auMmone#icTBus ¢ APYTH JeKaAPCTBEHH NPOAYKTH

Tpabpa fa ce u3bArBa NMpUIOXKEHHETO HA HUIOTHHHG C NeKapcTBa, KOMTO ca MOLUMH HHXMOHTODH Ha
CYP3A4 (BxioYBallld, HO HE OIPaHWYEHH /0 KETOKOHA30J, MTPAKOHA30N, BOPHKOHA30M,
KJIaDHTPOMHULIMH, TENHTPOMHLMH, PHTOHABHp). B ciiyyail ye JIeUEeHHETO ¢ HAKOE OT TE3H JIEKapCTBEHH
CPEACTBA € HAlOXHTENHO, C€ NPEeNnopbhyYBa, aKO € BBIMOKHO TEpanmuaATa ¢ HWIOTHMHHMO na Obae
npeycraHoBeHa (BXK. Touka 4.5). [Ipu nonoxkeHue, 9e He € BE3MOXHO BPEMEHHO N1a C€ NMPEYCTAaHORH
JICYCHHETO, € HEOOXOAMMO CTPUKTHO NPOCieAdBAHE HA MAaLMEHTa 32 yAsLKkaBane Ha QT uHTepsaia
(BK. ToukH 4.2, 4.5 1 5.2).

CphbTcTBallaTa YROTPeda HA HWIOTHHHUG ¢ JeKapCTBEHH NPOAYKTH, KOHTO Ca MOLUHM MHAYKTOPH Ha
CYP3A4 (Hanp. ¢enurouH, pudaMnunmut, kapbamaszennt, deHobapburan W KBAT KAHTAPHOH) MMa
BEPOATHOCT A& HAMAJIM €KCNO3WUUATA HA HHUNOTHHMO B KIMHHYHO 3Ha4uMa creneH. Eto 3amio, npu
MALMEHTH NOMy4aBallll HUNOTHHHUO, 3a CEITBTCTBALLO JiedeHHe TpROBa Aa ce nonbepaT alTepHATHBHH
JIEKapCTBEHH MPOOYKTH ¢ No-cnad noreHuuan 3a nuaykuusa Ha CYP3 A4 (Bx. Touka 4.5).

EdekT Ha xpaHaTta

broHaTMYHOCTTa Ha HWIOTUHHO ce yBenuyaBa oT XpaHaTa. Hunoturn6 ®apmacalizHe He Tpa6Ba Oa ce
npHeMa ¢ XpaHa (BX. TOUKH 4.2 1 4.5) u Tpia6Ba Aa ce npueMa 2 vaca cjiel XpaHeHe. He Tps6Ba na ce
NpUeMa XpaHa NOHE €AMH Yac cnen npHeraTa Ao3a. COKbT OT rpeindpyT H APYTH XpaHH, 38 KOHTO ce
3Hae, ue HHxuoOHupar CYP3A4 Tpabra na ce n306arear.

Ilpu naieHTH CHC 3aTPYJHEHHA B NPErNTBIIAHETO, BKIIOUHTENHO TEHATPHYHY NALIMEHTH, KOUTO HE
MOIaT Ja MperimblUIAT TBBPAMTE KaICyNH, TpAOBa Ia ce H3MON3BaT APYTH JEKAPCTBEHH MPOAYKTH,
ChObpxaIH HWIOTHHUO BMecTo Hunotunub ®apmacalisHc.

HepHonapobHO yEpexIaHe

YBpeKIaHeTO Ha YepHHUa Apo6 NoBIMABA yMePeHO papMaKOKHHETHKATA Ha HUJIOT
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[TprIoXKeHNETO Ha efHOKpaTHa A03a 200 mg HuIoTHHKG Boak fo noBuwmasane Ha AUC ¢ 35%, 35% n
19%, CBHOTBETHO NPH HHAWBHAM C JIEKO, YMEPEHO HM TEXKKO 4YEPHOAPOOHO yBpexaaHe, CIpAMO
KOHTPOJTHA IpyNna MHAHBHIM C HOpMaiHa yepHoapobHa gynkuus. INpeasnaeHata Cmax HA HUIOTHHHO
B CTALMOHAPHO CHCTOAHME MOKa3Ba NOBHILEHHWEe chOTBETHO C 29%, 18% u 22%. OT WIMHHYHHTE
NpOy4BaHHA Ca M3KTIOYBAHH TMALMEHTH C alaHMH aMHHOTpancamuHasa (ALT) w/win acnaprar
amuHoTpancamuHasza (AST) >2,5 (nnu >5, ako € cBpp3aHO ChC 3a00/sBaHE) TBTH HAl FTOPHATa FPaHHLIA
Ha HopMaTa W/wix 06m Gunupy6rH >1,5 THTH Haj ropHaTa IpaHHLA Ha HOpMaTa. Merabonu3MbT Ha
HWIOTHHHO € OCHOBHO depHoApobeH. ChenoBaTeNHO, IPU MALUCHTUTE ¢ YEPHOAPOOHO YBpexaaHe
MOXE O3 ¥MMa TMOBHLUCHA €KCNOo3WIMA HAa HUJOTHHHO U Tpabea na OvIaT JIeKyBaHH C IOBMIUCHO
BHHMaHue (BxkK. Touka 4.2).

CepyMHa Jaunasa

HaGniogapaHo € nOKayBaHe Ha CTOWHOCTMTE Ha CepyMHaTa Nunasa. lIpenoppuBa c€ MOBHIUCHO
BHUMAaHHe TIpH MAalHEHTH C aHaMHe3a 3a MaHKpeaTuT. B ciyyad 1€, noBHUIIABAHETO HA CEpYMHATA
JIMMa3a e ChMPOBOACHO OT KOPEMHH CHMITTOMM, IEMeHHETO ¢ HWIOTHHHUO TpAOBa Aa ce npeyCTaHOBHU H
fa ce MpeanpyeMar HeoOXOAUMHUTE AHArHOCTHYHH MEPKH 32 H3KIIOYBAHE Ha MMAHKPEATHT.

ToTanHa racrpekToOMHs

BHOHATMYHOCTTA Ha HAJIOTHHIG MOXe Aa 6bae HaManieHa MPH NMALUEHTH C TOTAJTHA FaCTPEKTOMHA (BXK.
Touka 5.2). Tpabpa Aa ce MMa npeABHJ MMO-YECTO KIWHUYHO MPOCISAABAHE HA TAKUBA MMALHEHTH.

TyMOp-TH3UC CUHIAPOM

[Topaax BBH3MOXKHOCTTA 33 Bb3HHKBaHe Ha TyMop-mu3uc cHHApoM (TJIC) ce npenopbsyBa KOPHTHPAHE
Ha KNHHAYHO 3HAYMMATA JeXMApATalHs ¥ BUCOKMTE HHBA HA MHKOYHA KHCEJIMHA NPEeIH 3aM04YBaHE Ha

NeUYeHUeTo ¢ HIWIOTHHHO (BXX. To4Ka 4.8).

[lepMaTpUyHA NQITYIALIHA

Ha6niogapanu ca AabOpaTOPHH OTKIIOHEHHSA, XapakTepH3Hpallli Ce C JIEKO A0 YMEPEHO TPaH3HTOPHO
MOBUILIABAHE Ha aMUHOTpaHchepasuTe n o6wus 6unKupyGuH, ¢ N0-BUCOKA YECTOTA IIPH ACLa OTKOJIKOTO
NpH BB3PACTHH, [IOKA3BAIlM NOBHLIEH PHUCK OT XENATOTOKCHYHOCT B NeAHAaTPHYHATa NOITynalms (BXK.
rouka 4.8). Uepnoapo6Hara ¢yHkuds (cToHHOCTH Ha OunupyOuHa W 4epHOAPOOHHTE TpaHCaMMHAa3H )
Tpa6Ba Ja ce NpPoC/IeAaBa BCEKH Mecell IWIH NPH HAMYME Ha KIMHHYHY noka3aHus. [loBHILaBaHETO Ha
6unupybuHa M yepHoapoOHUTe TpaHcaMuHasH TpaOBa Aa ce OBNAgABAa KaTO BPEMEHHO C€ CIpe
JIeYeHHeTo ¢ HWIOTHHHO, HAMaJli Ce JI03aTa WWIH ce Crpe JEUeHHETO ¢ HUAOTHHMO (BXK. To4Ka 4.2). B
npoyuyBaHe MpH neaarpuunara nomynaums ¢ XMJI ce cpofmasa 3a 3abaBAHe Ha pacTeka IPH
NALMEHTH, JIEKYBaHH ¢ HWIOTHHHO (BK. Touxa 4.8). Ilpenoprusa c€ CTPHKTHO MPOCNEAABAHE HA
pacTexa Npu NeAUaTPHYHH NALMEHTH Ha JIeueHHe ¢ HUWIOTHHUO.

Jlakroza

To3n nexkapcTBEH NPOAYKT CbABPXA JakTo3a. [lalMeHTH C peakn HaCleACTBEHH npobieMH Ha
ranakTo3Ha HEmOHOCHMOCT, Lapp nakrazedH JePUUMT WIH TIIOKO30-rajlakTO3Ha
TpADBa Aa MpHEMAaT TO3H JIEKapCTBEH NPOAYKT.

Harpuii

12




ToBa nexkapcTBO ChABPKA MO-Manko 0T Immol HaTpuit (23 mg) Ha fo3a, T.e. MOXKe Ja ce Kaxe, ue
NPaKTHYECKH HE ChObPKA HaTpUil.

4.5 B3aumMoaeiicTBHE ¢ APYrH JIEKEPCTBEHH NPOAYKTH W ApYru $opMH Ha B3aHMOAeHCTBHE

Hunotunu6 MoXke ma ce mpwiara B KOMOMHAI[MA ¢ XEMATONOSTHYHH pacCTeKHH ¢aKTopd XaTo
EPHTPONOETHH WIH TIpPaHyJOUMT-KOJOHMOCcTHMYyNHMpa daxktop (G-CSF), ako MMa KIMHHUYHH
nokaszanuia. Moxe j1a ce npunara ¥ ¢ XHAPOKCHYpes WIH aHarpenui, npyu KNHHHYHH [OKa3aHus.

Hunotuaub ocHoBHO ce MeTabonu3npa B YepHHA ApoO, Karo ce cuura, 4e CYP3A4 nonpuHaca B Hait-
ro/IsiMa CreneH 3a OKUcnurenHus MetabonusbM. Hunotuaub e cuuio Taka cyfcrpar Ha eduykcHara
noMna 3a peaHua nekapcrsa, P-rmukonporenH (P-gp). ETo 3amo, abcopbuuara ¥ nociuexBainoro
eNMMHHMpPaHE HA CHCTEMHO abcopOupaHna HHUNOTHHHO MOTAT Aa C€ MOBIHAAT OT BEUISCTBA, KOMTO
nopnussar CYP3A4 w/unu P-gp.

Beniecrpa, KOUTO MOrar Ja MOBULIAT CEPYMHUTE KOHLIEHTPALIMY Ha HIIOTHHHO

CBIBTCTRAOTO NPUIOKEHHE HA HIUIOTUHHAO U UMaTHHUO (CyOcTpaTr u Moaeparop Ha P-gp u CYP3A4)
uMa crnabd upxuburtopeH edexr sppxy CYP3A4 w/wim P-gp. AUC Ha umaTuHuO ce € nopuinuna ¢ 18%
10 39%, a AUC Ha Hu1oTHHHO ce e noBuiunna ¢ 18% g0 40%. Manko BepoATHO € OIIMCAHHUTE NPOMEHH
18 UMaT HAKAKBO KJIMHHYHO 3HAYEHKE,

[Ipy 31paBH Y4YacTHHLUHM €KCMO3WLMATA HA HWIOTHHHO ce yBenmHdaBa 3-IMeTH, KOraToO C¢& MNpuriara
eIHOBPEMEHHO ¢ MOIIHHUA UHXHOUTOp HAa CYP3A4 kerokoHason. ETo 3a11[0, CBITETCTBAILOTO JEYEHHE
¢ MommHH HHxUOuTOpH Ha CYP3A4, BIOYBaMM KETOKOHA30J, HTPAaKOHAa30J, BOPHKOHA30Il,
PUTOHABHP, KIAPUMTPOMHMIIMH U TEIUTPOMULIMH TpsiOea ma ce u3bsArsa (Bxk. Touka 4.4). IloBuieHa
€KCIO3ULIME HAa HWIOTHHHO MOXKE ChINO Aa Ce OYaKBa ¥ pu ymMmepeHH HHXHOUTOpH Ha CYP3A4. Tpabea
Aa c& OOMHCIIH CBITFTCTRALLO IIPHIIOKEHHUE C ATTEPHATUBHU NIEKAPCTBEHH NPOAYKTH, KOMTO HAMAT HNH
UMaT MHHUMaJIHO HHXHOHpaio aekicrene Bepxy CYP3 A4,

Bemecrsa, KOUTO MOTaT A3 MOHMXKAT CCPYMHATa KOHILICHTPDAINA Ha HIWIOTHHHO

Pudamnuuuy, MomeH HHOYKTOp Ha CYP3A4, nonmxaea Chaxx Ha HHIOTHHHO ¢ 64% u BOOM 10
HaMansBaHe Ha AUC Ha HunotnHu® ¢ 80%. PudamMnuuyH v HWIOTHHHO He TpsOBa Ja ce mpurarar
€IHOBPEMEHHO.

CpIOBTCTBAIOTO NMPWICKEHUE HA APYTH JEKApCTBEHH NMPOAYKTH, KouTO nuayuupar CYP3A4 (nHanp.
¢ennTOouH, kapbamasenuH, peHobapOuTan N XKBAT KAHTAPHOH ) CBILIO TAKa HMa BEPOATHOCT Ja [IOHIDKH
€KCIIO3HLIMATA HAa HIWIOTUHMO B KJIHHHYHO 3HAYMMA cTereH. [Ipy nauueHTy, Npyd KOUTO € INoKa3aHa
ynorpebara Ha MHAYKTOpPH Ha CYP3A4, € HeoOxoguMo aa ce u3bepar anrepHaTUBHH CPEACTBa C M0-
MAJTBK [MOTEHIIHAJ 34 €H3UMHA HHIYKLIHUA.

PasrBopuMoctTa Ha HMIOTHHWO 3aBucH oT pH ¥ e mo-mucka npu no-Bucoko pH. Ilpn 3gpasu
noOpoBonLY, npHeMany esoMenpasoi 40 mg BeAHBX AHEBHO B IIPOALIDKEHHE Ha 5 THY, ce Ha0nonasa
3HAYMMO TIOBHIIABaHe Ha cToMaimmHoTo pH, mokaro abcopbuuara HA HMIOTHHHMO € CaMO YMEpEHO
noHmwkeHa (27% noHuxkeune Ha Cuaax M 34% noHuxeHue Ha AUCp-0). Hunotununb moxe pa ce
H3IMON3Ba €IHOBPEMECHHO C €30MENpPa3oi WK APYrd HHXHOHTOPH Ha POTOHHATA fIOMMA TPH

B npoyusake nipu 3apaBi 100pOBOILM He € HAOMO aBaHa 3HAYHMA NPOMAHA BLB
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(hapMaKOKMHETUKATA HA HUITOTHHUG, KOraTo eNMHUYHA 033 HIIOTHHHG or 400 mg e npwioxena 10
qaca cnen ¥ 2 vaca npeau (amoruauH. CnenoBaTenHo, KOrato € HeoGXomuma eHOBPEMEHHA
ynorpeba ¢ H2 6nokepy, Te morat fia ce npunarat npubnusurento 10 yaca npeny v npuOIH3UTENHO
2 4aca cnell npHeMa Ha HHJIOTHUHHO,

B cbHIOTO Mpoy4BaHe, NPUIOKEHHETO HA AHTHALMAH (&TYMHMHHEB XHAPOKCHI/MarHe3ues
XHOAPOKCHI/CHMETHKOH) 2 4Yaca MpexH WIH Cliell eQUHHYHA 1032 HWIOTHHHMG or 400 mg, cumo He
NOBIHABA PapMaKOKMHETHKATa Ha HIIIOTHHHO. ClieIoBATENHO, aKO € HeOOXOMHMO, AHTHAIMAMTE MOTAT
pa 6baaT npunaraHd NpHOIM3UTENHO 2 Yaca NpeaM WM Npubnu3uTenHo 2 vaca Clex IpHeMa Ha
HWIOTHHHO.

BenecTsa, YuATO CHCTEMHA KOHLIEHTDAIIHA MOXKE fa Obae NPOMEHEeHAa OT HHUIOTUHHO

In vitro HUIOTHHHO € OTHOcHTENHO cHIeH mHxuOuTOp Ha CYP3A4, CYP2CS, CYP2C9, CYP2D6 u
UGT1AL, ¢ naii-uucka cro#troct Ha Ki 3a CYP2C9 (Ki=0,13 microM).

B npoyqBane 3a IeKapCTBEHH B3aUMOAEHCTBHA NPHIOKEHHETO Ha €IHOKPAaTHA 038 HIWIOTHHKHG

300 mg npu 3apasu n06poBoiLK, npyueMamy BapdapuH 25 mg, KOHTO € YyBCTBHTEIEH CyOCTpaT Ha
CYP2C9, ne Boayn 10 HAKAKBY NPOMEHH BBB HapMAKOKHHETHYHHTE IOKA3ATENH Ha BaphapHH HIH BhB
hapMakoaMHamukaTa Ha BapdapHH, H3MepeHa upe3 nporpombuHOBoTO Bpeme (PT) M
MEXOYHAPOOHOTO HOpManH3upaHo CboTHomeHHe (INR). Jluncear maHHHM oTHOCHO edekTHTe B
CTALIHOHAPHO ChCTOAHKE. IIpoyuBaHeTo naBa OCHOBAHHE A3 Ce CMATA, Ye NPH J03H Ha BapdapuH a0 25
mg € MAIKO BEPOATHO J1a HMa 3HaYMMH IEKApCTBEHM B3aUMOAEHCTBHA MexXy BapdapHH U HHIOTHHHG,
Ilopazm nuncata Ha HaHHM OTHOCHO eEKTHTE B CTAUMOHAPHO CHCTOAHHE CE€ MpPenophysa
KOHTpOJIMpaHe Ha GpapMakOJHHAMHYHUTE Mokasateny Ha Bapdapun (INR mnu PT) cien 3anousase Ha
JIEYCHHE ¢ HUNOTHHUO (ITOHE Npe3 MBPBUTE 2 ceaMHLM).

INpu maunenTn ¢ XMJL, HunoTuHuG, npuwioxex B 1o3a ot 400 mg a8a ITETH AHEBHO B NIPOIBDKEHUE Ha
12 pHu, nosHwasa cucTeMHara ekcnosvumi (AUC H Cupa) Ha NpHETHA NEPOPATHO MHAA30IAM
(cybctpar Ha CYP3A4) crorseTHo ¢ 2,6 mbTH H 2,0 mbTin. HUnoTHHHG ¢ ymMepeH MHXMGMTOD Ha
CYP3A4. B pesynraT Ha TOBa, CHCTEMHATA EXCIIO3WUMA U Ha APYTH JI€KapCTBEHH MPOAYKTH, KOUTO Ce
MeTabonu3mpar npenquMuo ot CYP3A4 (Hanp. ompegenesn HMG CoA pemykTasHH HHXUGHTODH)
MOXe Ra OBne MOBHIIEHA, KOraro ce nmpunaraT eJHOBPEMEHHO ¢ HWIOTHHHO. Moxe Na ce HATOKH
CHOTBETHO MOHHTODHPAHE H KOPHIMpaHe Ha J03aTa IIPH JICKapCTBEHY NPOAYKTH, KOMTO ca cybcTpaTy
Ha CYP3A4 ¥ WMar TeceH TepamneBTHYEH MHICKC (BKIIOYHTENHO, HO HE caMO aneHTAHHMI,
LHKIOCTIOPHH, MUXHAPOCPTOTAMHUH, €proTaMMH, ()EHTaHHI, CHPOJIHMYC H TAKPOJIHMYC), KOraTo CE
npwiarat e1HOBPEMEHHO ¢ HUJTOTHHHO.

KomOnHauusTa Ha HIJIOTHHHO C TE3H CTaTHHH, KOHTO Ce eIMMHHHUpAT IM1asHo upes CYP3A4, Moxe na
YBEJIHYH [TOTCHIHAIA 32 CTATHH-UHAYIIHPaHa MHOMNATHA, BKIIHOYUTETHO pabaoMHOIM3a.

AHTHADMTMHYHH JIEKADCTBEHH NPOAYKTH M APYT'H BEMIECTBA, KOMTO Morar aa yawmxar QT unTepsana

Hunotuan6 Tpsabsa na ce npunara ¢ NOBULIEHO BHUMAHKE MPH MALIMEHTH, KOUTO HMAT WIH [PH KOHTO
MOXE Oa HacTenu yAwmkasaHe HAa QT wuHTepBaNa, B TOBa YHCIO MAUMEHTH, KOMTO INPHEMAT
AHTHAPUTMHYHH JICKAPCTBEHH NPOLYKTH KAaTO aMHOJApOH, QU3OTIHpaMHUA, TPOKAHHAMMIA, XHHMAKRH H
COTAION WIH APYTH NEKapCTBEHH MPOXYKTH, KOUTO MOTAT Ja ROBENAaT A0 yabhlkaBaHe QT uyre
Karo XJIOPOXHH, XaloQaHTPUH, KIAPUTPOMHIIMH, XANOMEPHION, METANOH H M m :
TOUKA 4.4).
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BiaauMonelcTBUA ¢ XpaHu

AbcopbuusiTa ¥ OHOHATMYHOCTTA HAa HUTOTHHHEO CE YBETMYABAT, KOTATO Ce [IPHEMA C XpaHa, KOETO BOOH
A0 MO-BHCOKA CEPYMHA KOHUEHTpauus (Bxk. Toukd 4.2, 4.4 n 5.2). CoksT OT rpeAndpyT U apyrure
XpaHH, 33 KOUTO Ce 3Hae, ye yHxubupar CYP3 A4 tpabra na ce u3bArear.

IleauaTpyuHa nonynanus

[Ipoy4Banua 3a B3aMMOJEHCTBHA Ca NMPOBEXAAHH CAMO ITPH BH3PACTHH.

4.6 DepTHaAUTET, OPEMEHHOCT H KbPMEHe

Xenn c nereposieH noreHunan/KoHTparenius

JKeHH ¢ meTeponeH MOTEeHUMan TpAGBa Aa W3MOI3BAT BUCOKOE(PEKTHBHA KOHTpALIETILMA IT0 BPEME Ha
JICYEHHETO C HWIOTHHHO H B MPOOBIDKEHUE HA ABE CENMULIM Cllel TIPUKIIOYBAHE HA IEUEHUETO.

bpeMeHHOCT

Jlunceatr unM MMa orpaHHYeHH NaHHW OT ynorpefara Ha HWIOTHMHWG NpH OpPEMEHHH XKEHH.
I1poy4BaHHATa MPH KUBOTHH NMOKA3BAT PENPOIYKTUBHA TOKCHYHOCT (BX. To4ka 5.3). HUTOTHHMG He
TpsOBa Jia ce KW3noa3Ba MpH GPeMEHHOCT, OCBEH aKo KIHHMYHOTO ChCTOAHUE HA YKEHATA HE M3HCKBa
Jie4eHHe ¢ HUIOTHHHUO. B cnyyaii Ha ynotpe6fa no Bpeme Ha GpeMeHHOCTTa, GpeMeHHaTa xeHa Tpabea
na Obe HHPOPMHpaHa 32 BB3IMOXKHHTE PHCKOBE 32 IUTOAA.

AKO XeHa, KOATO C€ JIeKyBa C HWIOTHHUG rnaHupa OpeMEeHHOCT, MPH HeA MOXKe Ja ce 0OMHMCIH
npeyCTaHOBABAHE HA JICHEHHETO, Bb3 OCHOBA HA KPHTEPHUHTE 3a JOMYCTHMOCT 3a NIPSYCTAHOBABAHE Ha
JIEYIEHHETO, OTTHCAHH B TOUKH 4.2 H 4.4, JlaHHuTe 32 HanH4KMe Ha OpeMEeHHOCT MPH NAUMEHTH JOKATO ¢a
B peMHCHA 0e3 neveHke (treatment-free remission - TFR) ca orpanudenu. Ako ce aHyBa GpeMeHHOCT
no BpeMe Ha ¢asata Ha TFR, naumenTsT TpsaGBa na Obae uHGOpPMHpaH 3a NOTEHUMANHATA
HEOOXORUMOCT OT MOAHOBABAHE HA JICHEHHETO ¢ HWIOTHHMG 10 BpeMe Ha GpeMEeHHOCTTa (BX. TOUKH
4.2n44).

KbspMeHe

He e u3BectHo aanmu HUNOTHHKG Ce ekCKpeTHpa B kbpMaTa, HalnuHuTE TOKCHMKONOTHYHH JAHHHU TPH
KHBOTHH TMOKAa3BAT EKCKpELHsA HA HUIOTHHMO B MIAKOTO (BK. Touka 5.3). Tt xaro He Moxe Oa ce
M3KJTIOYH PUCK 32 HOBOPOAEHHUTE/KbpMaYeTaTa, >KCHUTE He TPAOBa Aa KBPMSAT MO BpEME HA JICUEHUETO
C HWIOTHHHO H B NPOTBIDKEHHE Ha 2 CEAMHUH CNEA MpHeMa Ha NOoCIeIHaTa 103a.

QepTUIHTET

IpoyuBaHHsTa IPH KMBOTHH HE NMOKA3BAT BAUAHUE BHPXY GEPTHANTETA PH MBKKH H KEHCKH [UIbXOBE
(Bk. TOYKa 5.3).

4.7 EdexTn Bbpxy cnocobHocTTa 33 modhnpane n pabora ¢ MamHHK

HunoTHu® He MOBRMHABA WM NMORTMABA NpeHeOPEKHUMO CrocobHOCTTA 3a modwupa
MallWHA. He3aBHCHMO OT TOBa, IpENOphYBA Ce MALMEHTHTE, KOUTO MMAT 3aMafzHOCT,
HapyIIEeHNA WIH APYTH HEeXeEaHH PEaKLHH C BE3MOKHO BIIMSAHHUE BEPXY CrIOCOOHOCK

15




UK besonacHa pabora ¢ MalMHM, Ja ce BL3TBLPXKAT OT W3BBLPLIBAHE HA Te3H AeiiHOCTH, XOKATO ca
HAJIMLE TE3U HEXENAaHU peaklMy (BXK. To4Ka 4.8).

4.8 HexeaaHH JeKApPCTBEHH PeaKlAK

Q606menue Ha npoduna Ha HezomacHocT

[IpodumeT Ha Ge3onacHocT ce 6asupa Ha cOOpHHM AaHHH OT 3 422 nallMeHTH, JIEKYBAHH ¢ HITOTHHHG, B
13 KIMHMYHH TIpOYYBaHWsA, NMpH ONOOPEHHUTE MMOKA3aHHA: BBb3IPACTHU M NMEIWATPUYHHM IALMEHTH C
HOBOJAMATHOCTHIIPaHa, TMOJOXKHTENHA 3a Ounagenduficka XpoMo3oMa, XPOHHYHA MHENOHAHA
neskeMus (XMJI) B xpoHHYHA Pa3za (5 KITHHUYHH Npoy4dBaHus ¢ 2 414 nauueHTH), BH3PacTHH MALMEHTH
B XpoHH4Ha ¢a3za u (a3a Ha akcenepanus Ha XMJI, nonokurenna 3a ©uinagenduiicka XpoMo3oma, pu
NalMEeHTH, KOUTO Ca PE3HCTCHTHM WM HE NOHAcAT AoOpe npeaxoxialla Tepanus, BKAIOYBAIla
UMaTUHHO (6 KIMHHYHY npoyuBaHus ¢ 939 nauMeHTH) U NeAUATPHYHY MAUMEHTH ¢ MTOJIOXKUTETHA 3a
Dunanenduiicka xpomozoma XMJI B xpoHuuHa dasa, KOMTO ca PE3UCTEHTHH WIH He MoHAcHT aobpe
Npeaxoxaaina Tepandd, BKIOUBama MMaTHHHOG (2 KIMHUYHHM Npoy4BaHHA ¢ 69 nmauueHTH). Tesu
cOOpHM DaHHU NPEACTABAT eKcro3uung oT 9 039,34 nalgeHTO-rOHHH.

[IpodureT Ha He30aCHOCT HA HWIOTHHHO € MOCTOAHEH NPH BCHYKH [TOKa3aHu4.

Han-yecTure Hexenanu peaxuuu (4ecrora >15%) or cOopHuTe naHHM 3a Oe3omacHocT ca: oOpHB
(26,4%), HH(EKLIKA HA FTOPHHTE AWXATENHH ITHTUINA (BKITIOUUTENHO GapHHIHT, Ha30(apHHIHT, PHHHT)
(24,8%), rnasoGonne (21,9%), xunepbunupyOruneMus (BKIFOUHATEIHO NOBHIUEH SWIHPYOGHH B KpbBTa)
(18,6%), apTpanrus (15,8%), ymopa (15,4%), ranene (16,8%), npyputyc (16,7%) B TpPOMGOLIMTONEHUA
(16,4%).

TabnuveH cCOBCHK Ha HEXENaHUTe peakliiy

Hexxenanure peakumu, crofmiaBaHu NMpH KNHHHMHA NIPOYYBAHHMA H TIOCTMAPKETHHTOBH CHOOILICHHA
(Tabnnua 3), ca n30poeHH o cucrteMo-opraHeH kiac H yecrora no MedDRA. YecroTara € onpeneneHa
KaTo Ca M3MOJI3BAHH CICOHHUTE KareropuH: MHoro uectd (=1/10); gectu (>1/100 mo <1/10); HeyecTH
(=1/1 000 o <1/100); penxu (=1/10 000 xo <1/1 000); muoro peaxu (<1/10 000); c Heu3BECTHA YECTOTA
(OT HAMMYHWTE JAaHHHU HE MOKe 3 Obie HanpaBeHa OLEHKa).

Tabanna 3 HexxenlaHu JeKAPCTBEHH PEAKIHH

Huadexnuu u uudecTauum

MHoro yecrn: Hupexurs Ha TrOpHWTE AWXATEJIHHM WNWHTHING (BKTIOYHTENHO (GapHHTHT,
Ha30()apUHIUT, PUHHT)

Yecru: Qonukynur, OpoHXUT, KaHAWAO03a (BKIIOUMTESIHO OpallHA KaHIHAO3a),
NHEBMOHHA, FaCTPOEHTEPUT, HH(PEKLHA HA MAKOYHHTE ITETHIIA

HewectH: Xepniec BupycHa wundekuud, aHaieH abcuec, kaHAWZo3a (MHQEKHMS C
KaHAKHAa), DYPYHKYJ, CENCHC, moaxmkeH abcuec, MUKo3a Ha CThNAIOTO

Penku; PeakTHBaing Ha xenatut B

HeonnasmH — 1o6pokaiecTBeHH, 310KAYCTBEHH H HeonpeaeeHH (BKJ. KHCTH H NOJIHITH)

Hevecrtu: KoOXeH nanuioM

Penxnw: OpaneH nanuioM, napanpoTcHHEMHS

Hapywenust Ha KpbBTA H THMPHATA CHCTEMA

MHoro yecrn: AHeMHusd, TpoMOOLUTOIIEHUA
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YecTH:

JleBkoMneHHs, NEBKOLHNTO3a, HEYTPONIEHM, TPOMOOUMTEMHS

HevecTH:

Eosunodunnd, peOpunHa HeyTponeHuA, nUMQoneH s, NaHLHTONCHHA

Hapymenns Ha HMYHHATA CHCTEMA

HeuecTH:

| CBpBEXYYBCTBHUTEIHOCT

HapyimmeHHns Ha eHAOKPHHHATA CHCTEMA

MHOT0 YeCTH:

3abapsaHe Ha pacTexa

Yectu: XHAMOTHPEOUAHIBM
Heuecru: XHNEPTHPEOHAUIEM
Penxu: BTopu4eH XHIEpNapaTHPCOHANIBM, THPEOHIUT

Hapywenus Ha MeTab01H3MA H XpaAHEHETO

YecTH:

EnextponureH guchananc (BKIIOUHTENHO XHIIOMArHE3UEM U, XHIepKaATHEMHUA,
XUTIOKATMEMHSA,  XHIIOHATPHEMMA,  XHUIMOKANIUEMHA, XUNCPKATLHEMUSA,
xunepdocharemun), 3aXapeH nuader, XHNEPrITHKEMHS,
XHIIEPX OJIECTEPOJIEMHUA, XHIEPIHNTHAECMHA, XHIEPTPHUITHIIEPHAEMMUS,
MIOHHWIKEH ATIeTHT, MOJarpa, XHrepypHkeMus, xunogochareMus

(BKJIIOYHTENHO NOoHImkeHHe Ha focdopa B KPEBTA)

HeuectH:

Hexuaparanys, MOBHIIEH aNIETHT, AHCITHITHASMHS, XUITOTIHKEMHS

Penxu:

HapyuieH aneTur, TyMOp-TH3HC CHHAPOM

[IcHXHYHH HAPYIUEHHS

Yecti: Henpecui, 0€3CbHHE, TPEBOKHOCT

Heuecty: AMHe3nsA, 00BPKAHOCT, AE30PHEHTALIUA

Penxu: Jucdopus

HapyuwenHs HA HEPBHATA CHCTEMA

MHoOro 4ecTu: ['nasoGonue

YecTH: 3aMadAHOCT, XHIOECTE3UA, NAPECTE3MA, MUIPEHA

Heuectn: MO3B4HOCHAOB HHIIHJEHT, BETPEeUEePETHI/MO3bYHH KPbBOHITUBH, HCXEMHHYEH
HHCYNIT, TPaH3HTOPHH HCXEMHYHH aTakd, MO3b4YeH HHpapkr, 3aryba Ha
Ch3HAHMe (BKIIOYHUTENIHO CHHKOIT), TPEMOp, HApyLIeHO BHHMAaHMe,
XHUIEPECTE3NA, TH3ECTE3NA, JeTaprus, rnepudepHa HeBponaTua, CHHIPOM Ha
HECIIOKOHHHNTE Kpaka, JIMLEBA [apanns3a

Penku: CteHo3a Ha Da3wiapHaTa apTepHs, MO3bYEH OTOK, HEBPDHT Ha 3DUTEIIHUA HEPB |

HapyumieHHs HA OYHTE

Yecu: KOHIOHKTHBHT, CYX0 0KO (BKAIOMHTEIHO KcepodTaaMus), Apa3HeHe Ha OYHUTe,
XHMepeMus (CKIIepanya, KOHIOHKTUBAJIHA, 0YHA), 3aMBIJIABAHE HA 3pEHHETO

Heuectu: HapylmeHue Ha 3pSHUETO, KOHIOHKTHBA/IHA XeMoparus, HaManeHa 3pHTeNTHA
OCTPOTa, OTOK Ha kienauure, Onedapur, GoToNCUs, alleprudyeH KOHIOHKTUBHT,
IUIUIONHKA, OUY€H KPBBOU3IHB, 0OIIKa B OKOTO, O4€H NMPYPHUTYC, MOXYBAHE Ha
ouuTe, 3ab0nABaHe HA OYHATA MOBLPXHOCT, nepuopburaneH oTok, porododus

Penxn: XOPUOPETHHONATHSA, €0EM Ha MalINTe

HapyuieHssi Ha YX0TO H Aa0HpHHTA

YecTH:

CBeToBBpTENK, 00IKA B YXOTO, THHHTYC

HeuecTu:

HapyuieH cnyx (XunoaKy3us)

ChpaeyHH HRpYIUECHHSA

17




Yecru: CTeHOKapausa, AapHTMMH (BKJIIOUMMTENHO  aTPHOBEHTPHKYNapeH OOk,
NMPEeACHPAHO TPENTEHE, KaMEpHH EKCTPaCUCTONU, TAXHKAPAMA, NMPCACHPAHO
MBXKACHE, Opaauvkapaus), nannurauvd, yawnked QT wuHTepBan Ha
€JICKTpOKapAMoTpaMaTa, KOpoHapHa 00JIECT Ha CHPLETO

Heuecrn: MuokapoeH HHOApKT, WIYM Ha CBpLETO, MEpPHKapACH M3NIHB, CHPACYHA
HEOOCTATHYHOCT, AMACTONHA THCPYHKIMA, N8B HeaApeH 60K, epUKapauT

Penku: I{HaHo3a, HaManeHa Ppakiuua Ha M3TNACKBAHE

C HeuspecTHa | KaMepna nuchyHkmns

4ECTOTa:

ChAoBH HapywIeHHs

Yectn: XUIepToHK, 3aUcpBABate, NepuepHa apTepranHa OKNysHBHa Gomect

Heuecrn: XUIEPTOHWYHN KPH3H, KJayIMKALHO MHTEPMHTEHC, nepudepHa apTepHaIHa
CTE€HO3a, XEMATOM, APTEPHOCKIICPO3a, XMIIOTOHMA, TpoMb03a

Penxu: XeMOopardyeH Lok

PecnHpaTopuH, rpPbAHH H MeIHACTHHAIHH HApYUIEHHS

MHoro dectu:

Kainnmuna

YecrtH: AucnHed, TUCTIHEs NpYU HaTOBAapBaHE, ENHCTAKCHC, opogapHHreanHa 6oka

Hevectn: benonpobeH OTOK, riespaieH HINIUB, HHTEPCTHIMANHA GenoapoOHa Ooecr,
IieBpanHa Honka, MIeBpUT, Ipa3HeHe Ha repioro, AuchoHKA, GemoapobHa
XUNEPTOHNA, XPHIOBE

Penaxy: QapuHronapuHreansa oonka

CTOMANIHO-peBHH HAPYLIEHHS

MHoro yecTu:

l"anema, 6omnka B ropHara HacT Ha KOpeMa, KOHCTHNALMA, AMapud, II0BPBLIAHC

YecTH:

[TankpeaTuT, KOpeMeH AHCKOM(OpPT, pasdyBaHe Ha Kopema, (pnaTysieHIMs,
O6onka B KopeMa, HOHWCIENCHA, TracTpHT, racTpoe3odareaneH peduiykce,
X€MOPOUIH, CTOMATHUT

HeuecTn;

["acTpoMHTECTHHANHA XeMOparui, MeJieHa, YALICpallMk B YCTaTa, e3odareanta
Ooska, CyxoTa B ycTaTa, YyBCTBHTENHOCT Ha 3b0HTe (XUnepecTe3ns Ha 3501TE),
OUCrey3us, €HTEPOKOJMT, A3Ba Ha CTOMaxa, 'MHTMBHT, XHAaTajlHa XepHUs,
PEKTaTHA XeMoparug

Penxu:

[Tlepdopauusa Ha racTpOMHTECTHHANHA A3Ba, XeMareMesa, e3odareaiHa A3ba,
YJILEPO3eH eaot.paxm, PETPONEPHTOHEAIHA XEMODArns, clﬁuneyc

XenaroOHAHAPHH HAPYIHEHHNA

MHoro uecTH:

XunepdunupyObrHemMus (BKIKOYHTETHO ITOBHIIABaAHE HA OMUpYOHHA B KPHBTA)

Yectn: Hapywena uepHoapoOHa ¢yHKImMs
HevecTn: XenaToToOKCHYHOCT, TOKCHYEH  XEMmaTHT, OKBITEHMIA,  XOJIECTasa,
XeMaTOMEr AT

HHE}'I]IEHHH HA KOXKATA H NOJKOXHATA ThKAH

MHoro 4yecru:

O6pus, npypuTyc, anoneiys

YecTn:

HowmHo u3notABaHe, €K3eMa, YPTHKapHsia, XMIEPXHAPO3a, KOHTY3HH, akHe,
OepMaTHT (BKIIOUYUTENHO allepruueH, ekchonuaruped 1 akHeMPOpPMEH), cyxa
KOXa, EpUTEM
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HeuecTu:

ExcdonuaruseH oOpuB, exapcTBeHa epynmud, koxkHa 6onka, exxumosa,
IOJlyBaHE Ha JIMIIETO, O0palyBaHE Ha MEXYpH, AEPMAlHH KHCTH, €pPHTEMa
HONO3yM, XHIIEDKepaTo3a, TETeXHH, GOTOYYBCTBHTETHOCT, NCOPHA3NC,
MpoMsAHA B LBETA HA Ko)Kara, OeleHe Ha KOXaTa, XHMEPIHUrMEHTALMsA Ha
KOXaTa, XHNEePTPOQHA Ha KOXKATa, A3Ba BPXY KOXKara

Penxu:

EpureMa MynTudopMe, CHHAPOM Ha NTATMApHO-TUIAHTAPHA EPUTPOIN3ECTE3HA,
XHIIEPILIA3MA HA MACTHUTE XJ1e3H, aTpodHa Ha KOXAaTa

HapyuweHHs Ha MYCKYJHO-CKeJIeTHATA CHCTEMA H CheIHHHTEIHATA THKAH

MHoro yecTu:

Muwanrus, aprpanrus, 6oska B repba, 6onka B kpatiuuiuTe

Yectu: MyckyaHo-ckenerHa 60ka B FpbAHMS KOLI, MyCKYJIHO-CKeNeTHa 6onka, 6onka
BbB Bpara, MyCKyJiHa c1aboCT, MyCKYJIHH Cria3MH, 60JIKa B KOCTHTE
Heuecru: MyckynHO-CKeNeTHa CKOBAHOCT, OTOK Ha CTaBHTE, apTPHT, 00J1Ka B X160k

Hapymenun Ha 6b0peunTe H NMKOYHHTE MLTHINA

YecTH:

[Nonaxuypus, 1u3ypus

HeuecTu:

HUecTd no3uBH 3@ ypHHHpaHe, HHKTYPHS, XpOMAaTypui, XeMaTypus, 6s6pedna
HENOCTATEYHOCT, HHKOHTHHEHUHS Ha YpHHATA

Hapymenust Ha BL3NPON3BOAHTENHATA CHCTEMA M I'bPAATA

YecTH: EpexTiiiHa AHChYHKLHA, MEHOpAruA
Heuecru: bonka B Ir'bpouTe, THHEKOMACTHA, OAYBAHE Ha 3bPHATA
Penxu: BTRbpasiBaHe Ha I'bpIWTeE

Obmiu HApYIIEHHS H ePEKTH Ha MACTOTO HA NPHIIONKEHUE

MHoro uecTH:

YMopa, NupeKkcus

Yecru: bonka B rpBAHHSA koWl (BIUVIIOMHTENTHO HECBBP3aHA CBC CHPLHETO 60/NKa B
rPBAHKA Koun), DonKa, IHCKOMGOPT B 00NaCTTa HA LPAMTE, HEPASNIONOKEHHE,
acTCHHA Y MEpHPEpPEH OTOK, BTPUCAHE, rpunonoaobHo 3abonapaHe

Heuecru: OTOK Ha NHUETO, OPTOCTATHYHM OTOLM, YCElIaHe 3a MPOMAHA HA TeNecHaTa
TeMneparypa (BKIIOYHTENHO YYBCTBO 3a TOpPEMIHHA, TyBCTBO 33 CTYH),
JIOKAJIM3HpPaH OTOK

Penxu: BHe3anHa cMBPT

Hicaensanun

MHoro uectu:

[loBHIlIeHa anaHuH aMUHOTpaHCcdepasa, MOBHIICHA JIMNA3a

YecTH:

Ilonwken xemornobuH, nopyilleHa amuja3a B KpbBTa, MOBHILEHA acraprar
aMHHOTpaHc(epasa, noBHileHa ankanHa ¢ocdarasa B KpHBTa, [IOBHUILIEHA raMa-
rTyTaMHiTpaHcdepasata, NMOBHINEHA KpeaTHHUH ¢ocdokuHas’a B KPBHBTA,
[MOHWKEHO TErNOo, MNOBUUWIEHO TErI0, NMOBUILUEH KpPEaTHHHH, MNOBHIIEH oL
XoJnecTepon

HeyecTH:

[lopuineHa nakTaT OeXHOpOreHa3a B KPbBTa, TMOBMIIEHA Ypes B KPBBTA,
MOBHIUEH HEKOHIOrHpaH OWIMPYOMH B KpBBTA, MOBHMLIEH NApaTXOPMOH B
KPbBTa, NOBHILICHH TPHIMTHUEPHAHU B KPbBTA, MIOHHXEHH FNIO0YNIHHH, ITOBHILECH
XOJICCTEPON B JIMMOMPOTEHHH (BKIIOYHTENIHO C HUCKA H ¢ BHCOKA IUTETHOCT),
MOBULUEH TPOMIOHHH

Penxn:

[loHnKeHa KpbBHA 3aXap, OHWXEH UHCYJIHH B KPLBTA, MOBHIICH HHCYJIHH B
KPBBTR, NOHIKeH C-nenTia

3abenexxka: He BCMYKM HeXeNaHH JEKapCTBEHHM peakuMM ¢a HabnioAaBaHH If

pOyYBaHHA.
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Onucanye Ha W30paHH HeXenaHu peaKuyu

Brezanna cmupm

Cbolluasa ce 3a HeyecTH cimyqau (0,1 g0 1%) Ha BHe3anHa CMBPT N0 BpeMe Ha KTHHHYHHTE IIpOYYBAHMA
¢ HIIOTHHHO H/HIH NMpOrpaMuTe 32 MIWIOCEPAHA ynoTpeGa npd naupentu ¢ XMJI B xpoHHuHa dasa
KN BBB (pa3a HA aKceNnepalys, pe3UCTEHTHH WM C HEMOHOCUMOCT KbM MMAaTHHMO M NpealnecTpalla
aHaMHE3a 3a CHPACYHO 3a00JiIBaHE WM 3HAYMMH PHCKOBH (DaKTOpH 3a Pa3sBUTHE Ha CHPUETHO
3abonsBane (BxK. TOuKa 4.4).

Peaxmueayua na xenamum B
CroOlLuieHa € peakTHBauya Ha xenaTuT B BbB Bph3ka ¢ BCR-ABL THpo3suHKHHa3sHHTE MHXUGHTODH

(TKH). B HAKOR CIy4aH HACTBIIBA OCTPA YEPHOAPOOHA HEAOCTATEYHOCT MIH (YIMHHAHTEH XEHATHT,
BOZe1l A0 YepHOAPOOHA TpaHCILTaHTauA WK datanen usxon (Bx. Touka 4.4).

[leaparpuyHa momnyiaLus

be3onacHOCTTa Ha HWIOTHHHO NpH NeanaTpHYHM naunueHTH (Ha BB3pacT oT 2 g0 <18 rOAWHH) ¢
nojoxuTenHa 3a Ounanenduiicka xpomozoma XMJI B xpounusa ¢asa (n=58) e u3cneqsana B €qHO
OCHOBHO mnpoyd4saHe 3a nepaon ot 60 Mmeceua (k. Touka 5.1). Ilpum nepuarpuuHuTe NAauMeHTH
YECTOTAaTa, BUAA W TEHECTTA HA HaO/MIONABAHHUTE HEXKENAHH PEaKLMHY KaTo A0 ChbOTBETCTBAT HA Te3U,
Ha0moJaBaHu NPH BB3PACTHHTE, ¢ M3KMIOUEHHE Ha XUNepSHIMpYOHHEMHWA/TIOBMILEH SunupyOun B
kpbBTa (Crenex 3/4: 10,3%) n nosuasane Ha tpaHcamuHasure (AST Crenen 3/4: 1,7%, ALT Crenen
3/4: 12,1%), xoMTO ce cpoOIIABAT ¢ MO-BMCOKA 4ECTOTA, OTKONKOTO MPH BL3PACTHMTE MALMEHTH.
HuBata Ha 6unupySuHa ¥ yepHOAPOGHUTE TpaHCaMMHA3M TPAGBA Ja ce MPOCIEOABAT MO BpeMe Ha
JeUeHHETO (BX. TOYKU 4.2 U 4.4).

3abagane na pacmegica npu neQuaAMpPULHamMa RONYAAYUR

B enHo mpoy4saHe, OpOBEACHO MpH NeAUATpUUKATA Nomynauus ¢ XMJI, ¢ Meauana Ha eKCro3HUMA
51,9 Mecenia ripy HOBOAMAIHOCTHLIHPAHH MMALMEHTH ¥ 59,9 Mecewua nnpu nanueHTH ¢ Ph+ XMJI-X® u ¢
PE3HCTEHTHOCT KbM HMAaTHHHO/NAa3aTHHHO WIH ¢ HENOHOCUMOCT KBM HMATHMHHO, ce Habmonasa
3abaBsiHe Ha pacTeka (NpecuvaHe Ha NOHE BE OCHOBHY NEPCEHTHIIHU THHHUH OT H3XORHOTO HHBO) IIpH
OCEeM TanHeHTH: npu ner (8,6%) or TaX uMa mpecuyaHe HAa NBE OCHOBHHM NEPCEHTWIHM JIMHMM OT
H3XOOHOTO HHMBO, & npu TpuMa (35,2%) MMa npecH4YaHe HA TPH OCHOBHH TNEPCEHTWIHH JIMHMH OT
M3XOIHOTO HHBO. 3a CBOWTHSA, CBBpP3aHH Chc 3a0aBAHe HA pacTexa, ce cLoblIaBa NpH 3 MALMEHTH
(5,2%). IpenopruBa Ce CTPHKTHO NPOCIEAIBAHE HA pacTeXka MPH e HATPHYHY NALHEHTH Ha JledeHHe
C HUIOTHHHO (BX. TOUKa 4.4).

Crol11aBane Ha MOAO3HPAHH HEXETaHH peakiiy

Crobiasasero Ha no03MpaHy HEXeNaHH peakUHH Clie] paspellaBaHe 3a ynorpeba Ha NIeKapCTBEHUA
MPOAYKT € BaxHO. ToBa No3BoNiABa Ja MPOLBKM HAabMIONEHHETO Ha CHOTHOIUEHHETO MOJ3a/PHCK 34
JIEKAPCTBEHHA NPOAYKT. OT MEAHUMHCKHUTE CINELHANKCTH Ce H3HCKBA Ja ChoGaBar BeAKa MoA03UpaHa
HeXKelaHa peakuma 4Ypes:
HanbiHuTenHa areHUnA 1o IeKapcTBaTa
ya. ,Jdamas I'pyes” Ne 8

1303 Codus |

Ten.: +359 2 8903417

yebcaifT: www.bda.bg
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4.9 Ilpenosupane

Cro6mana ce 33 OTASNHM CMy4ay Ha YMUILIEHO Npefo3HpaHe ¢ HWIOTHHHO, TIPH KOHTO HEYCTaHOBEH
6podl TBBPAM KANCyTH HHUNOTMHUG ca GWIH NOrbjHATH B KOMOWHAUUA C &TKOXONM HIM IPYTH
NeKapcTBEHHM npoaykri. HabmoaaBauuTe Ciyyad BKTIOYBAT HEYTPONCHHS, MOBPHLIAHE U CHHIHBOCT.
He ce cnobwara 3a EKI" npoMeHn Wiy xenatorokcuyHoCT. KpalHHAT 13xoA € Omaronpusre.

B cnyusait Ha npenosupaHe nauMeHTHT Tpabpa Ja ce Habmiojasa ¥ Aa €€ MPHIIOKH TNOAXOAALIO

NOAABPKALIO JIeUCHUE.

5. ®APMAKOJIOTUYHH CBOHCTBA
5.1 ®apmMakoaHHAMHYHH CBOHCTBA

QapMaKOTEpaneBTHYHA TIpyna: AHTHHEOTNacTHYHM cpeactea, BCR-ABL  TupO3MH KHHa3HHU
uaxuburoph, ATC kox: LO1EAO3.

MexaHu3LM Ha JCHCTBHE

Hunotuuu6 e MowmeH vHxuouTop Ha ABL Tupo3snHkuHa3naTa akTuBHOCT Ha BCR-ABL oHKoONpOTeHHS,
KaKkTo B KJeThbYHHU JIMHHH, Taka M B ITbpBHYHO mnojoxutenHu 3a Dunanenduiicka XxpoMosoma
neBKeMMYHM KIeTkH. BelnecTsoTo ce cBup3Ba ¢ BHCOK apuHuTeT KbM ATP-CBBHp3BalllOTO MACTO MO
TaKbB HAYHH, Ye ce ABABa MolleH HHXHOuTop Ha auBuA THN BCR-ABL w1 noaxbpxa akTHBHOCT CPELLy
32/33 UMaTHHUG-Pe3UCTEHTHH MyTaHTHH ¢opmu Ha BCR-ABL. B pesynrar Ha TasH OHOXHMMYHA
aKTHBHOCT, HUIOTHHHMO cenexTupHO HHXubupa nponudepallvaTa # HHAYLMPA aronro3ara B KIETBYHH
NUHMH U B IBPBHYHO NONOXKATENHH 32 Ounanenduiticka XxpoMo30Ma KIETKH OT NALMEHTH C XML Ipn
Momenu Ha MHmKH ¢ XMJL, KaTo ¢aMOCTOATENHO CPeACTBO, HHIOTHHHO HaMalipa TyMOPHOTO
HATOBApBAHE U YOb/DKABA MPEKUBAECMOCTT CJIE/ NEPOPATHO NTPUIIOXKEHHE.

QapMakoJHHAMHYHY edexTu

HunorHan6 uMa Manbk edexkT Wad HaMa eeKT cpelly no-rojgMa 4YacT OT APYTHTe H3C/ICABaHH
POTEUHKUHA3H, B TOBA 4HCIO Src, ¢ m3kmouenne Ha PDGF, KIT u Ephrin penenTopsHTe KHHA3H,
KOMTO MHXWOHpa B KOHIIEHTpPAaLUMHM, HaMHpalid Cce B HHTEpBana IIOCTHIHAT CICA ICPOPATHO
NPWIOKEHNE Ha TEPANIEBTUYHE J03H, NPENophYBaHy 3a JiedeHHe Ha XMJ1 (k. Tabnuwua 4).

Tabauna 4 Kuna3sen npopun Ha HHA0THHHO (PochopnaanHoHen ICs» nM)

BCR-ABL PDGFR KIT
20 69 210

KnuHH4Ha eUKACHOCT

Knuntisny npoy4eanus npu Hogoduaznocmuyupana XMJI e XpoHusHa gaza
[poBeneHo € OTBOPEHO, MHOTOLEHTPOBO, paHxoMusupaHo @asza III npoyuBaHe 3a ONMpeACNAHC Ha

edHUKACHOCTTA Ha HMUNOTHHMO cnpaMo HmaruHuG mpn 846  BE3PACTHH C
HOBOIMATHOCTHLIMPAHa, TIONOXHTENHA 3a Dunanenduiicka xpomosoma XMII &
noTebpAeHa nuroreHerwyHo. ITanmenture ca 0wt BKIIOUBAHH B PAMKHTE /-/
MOCTABAHETO HA OWArHO3aTa K NPEAH TOBA HE Ca NMPHEMAalTH JICUCHHE, C W3IKITHOY
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W/unu anarpenun. Ilauuenrure ca panapoMusupanu 1:1:1 na npuemar Hunornau6 300 mg nBa meTH
AHeBHO (n=282), HunotuHu6 400 mg apa meTH AHeBHO (n=281) unu uMaTHHKO 400 mg BenHLK JHEBHO
(n=283). Parpomu3auuaTa € crpatHduuMpaHa MO OTHOLISHHE Ha PHCKA MO cKajkara Ha Sokal,
OonpeneneH Npu NOCTABAHE Ha NUArHo3aTa.

M3xooHHTE XapakTepHCTHKH ca Owny noOpe OanaHCUpaHM MEXAY TPHUTE TCPANEBTHYHH paMeHa.
MeauaHaTa Ha BR3pactra € 6una 47 roauHy B ABETE paMeHa Ha HUTOTHHUO M 46 rOAHHH B paMoTO Ha
uMaTUHUO, kaTo 12,8%, 10,0% u 12,4% ot nauuerTHTe ca 6WiIM Ha BB3pacT =65 rOAHHH, CHOTBETHO B
TEPaNeBTHYHHTE paMeéHa Ha HHWIOTHHHO 300 mg nBa mbTH aHeBHO, HWIOTHHHO 400 mg nBa WETH
AHeBHO B MMaTHHHO 400 mg BeaHbxk aHeBHO. Cpel MALUMEHTUTE € MUMAI0 MAIKO MOBEYE MBbXKE
OTKONKOTO *keHM (56,0%, 62,3% u 55,8%, croTBeTHO B paMoTO Ha HWIOTHHHMO 300 mg asa meTH
AHeBHO, 400 mg aBa nbTH JHEBHO W UMAaTHHHO 400 mg BeaHBX AHeBHO). Hax 60% ot nmamuenTure ca
6unu ot 6anara paca, a 25% ca Gunn asHaTiy.

[IbprOHavyanHaTa BpeMeBa TOYKA HA aHAM3 HA JAHHUTE ¢ OWjla INaHMpaHa, Koraro BCHUYKH 846
NAlMEeHTH 3aBLPIUAT (WU MPEKBCHAT M0-paHo) 12 MeceqyHOTO NeueHHe. J(OMBIHHUTENTHHTE AHAJIHIH CE
NAAHUpaT MpH 3aBbPLIBAHETO Ha 24, 36, 48, 60 u 72 MeceyHOTO NeyvyeHHe (WIH NpH TNO-PaHHO
npekbeBaHe). Menvanata Ha NpOABJIKHTENHOCT HA NedeHueTo e Ouna npubnnsurenno 70 Mecena B
TepaneBTUIHHUTE TPyNHd Ha HUNOTHHHO ¥ 64 Mecena B rpynara Ha UMatHHHO. MeapaHara Ha
OeUCTBUTE/IHMA HHTCH3UTET Ha A03aTa € Omna 593 mg/aeH 3a HunotuHUO 300 mg nBa MBTH AHEBHO,
772 mg/nex 3a HUIoTHEKO 400 mg Ara reTH AHeBHO U 400 mg/neH 3a MaTHHUO eHOKPATHO AHEBHO.
[Tpoy4BaHeTo B MOMEHTA NIPOXBILKARA.

ITepeHYHaTA KpakiHa TO4YKa 332 e(PUKACHOCT € Ouna roysaM MoeKynsapeH otroop (MMR) Ha 12 Mecel.
MMR ce nedpununpa xaro ceotHoweHHe BCR-ABL/ABL% <0,1% no MmexayHapoaHara ckaia
(International scale- IS), usmepeno upez RQ-PCR, koeTo choTBeTCTBa Ha >3 log penykuus Ha BCR-
ABL TpaHCKpPHITTUTE CIIPAMO CTAHAAPTH3IUPAHO H3XOAHO HHBO. YecToTata Ha MMR Ha 12-us mecen e
CTAaTHCTUYECKH 3HAYUMO NO-BUCOKA TpH HIWIOTHHUO 300 mg ABa MbTH AHEBHO B CPABHEHHUE C UMATHHHD
400 mg seansx qHeBHO (44,3% cnpamo 22,3%, p<0,0001). Yectorata Ha MMR Ha 12-ua mecer e csmio
TaKa CTATMCTHUYECKH 3HAYHMO mno-BHCOKa mpH HUNOTUHHO 400 mg aBa MbTH AHEBHO B CPABHEHHE C
umaTuHUO 400 mg BegHbX AHEBHO (42,7% cnpamo 22,3%, p<0,0001).

Hecrorata Ha MMR Ha 3, 6, 9 1 12 mecen e 6un 8,9%, 33,0%, 43,3% u 44,3% npu HinoTHHUO 300
mg ABa ITBTH JHEBHO, 5,0%, 29,5%, 38,1% 1 42,7% npn HunotuHU6 400 mg npa nuTH qHeBHO | 0,7%,
12,0%, 18,0% u 22,3% npu umaruuud 400 mg BeAHBK THEBHO.

Yecrorata Ha MMR Ha 12, 24, 36, 48, 60 u 72 Mecel] e npeacraBeHa B Tabnuua 5.

Tabaunna 5 Yecrora na MMR
Hunoruuubd HunorHuubd HUMaTHHHO
300 mg nsa meTH 400 mg nBa OBTH 400 mg BeaHBK
IHEBHO n=282 IHEeBHO n=281 IHEBHO n—=283
(%) (%) (%)
MMR Ha 12-ug Mecel
Otroeop (95% CI) 44,3' (38,4; 50,3) 42,7' (36,8; 48,7) 22,3 (117,6; 27.,6)
MMR na 24-un mecen
Orrosop (95% CI) 61,7'(55,8; 67,4) 59,1'(53,1; 64,9) 37 .
MMR na 36-us mecen® ¢
OrroBop (95% CI) 58,5!(52,5;64,3) | 57,3'(51,3; 63,2) X! | ‘%
22 % LAY
XY
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MMR Ha 48-us mecen’
Otroop (95% CI) 59,9' (54,0;65,7) | 55,2(49,1;61,1) | 43,8 (38.0; 49.8)
MMR ua 60-usn mecenr’
OrroBop (95% CI) 62,8 (56,8;68,4) | 61,2(55,2; 66,9) | 49,1 (43.2; 55.1)
MMR Ha 72-ns mecen! _ )
Orrosop (95% CI) 52,5(46,5;58,4) | 57,7(51,6;63,5) | 41,7 (35.9; 47.7)

: p-crorHoCT 0T Cochran-Mantel-Haenszel (CMH) TecT 3a yectoTara Ha OTTOBOpP (Crpamo
uMaTHhBO 400 mg) <0,0001

2 CaMo mauueHTHTe, Npy kKouTo ce Habmonasa MMR B cneunduuna BpEMEBa TOMKa, ca O
BKJIFOYEHH KaTO NOBJIMANY C€ B ChOTBETHATA BpeMeBa Touka. O0mo 199 (35,2%) oT BCUYKH MAIliHEeHTH
HC Ca OLCHEHHM 3a Hanwyue HAa MMR Ha 36-us mecen (87 B rpynara na uunotuau6 300 mg asa MsTH
AHEBHO H 112 B rpynara Ha uMaTuHu6), MopagM JMICBAILW/C HEBL3IMOXKHOCT 3a M3uHciaBahe PCR
npobu (n=17), OTYETEHH ATHNHYHH TPAHCKPHUITTH HA M3XOOHO HMBO (n=7) WM MPEKbCBaHe Ha
JICUSHHETO TIpeAH 36-us mecel] (n=175).

3 Camo naumenTHre, npyn kouto ce HaGmonasa MMR B cnenmduyHa BpeMeBa Touka, ca Gy
BKJIIOYCHN KaTO NOBIHANK CE B CbOTBETHATA BpeMera Touxa. O6mo 305 (36,1%) OT BCUYKH NaleHTH
HE Ca oleHEHH 3a Hanu4yue HAa MMR Ha 48-usg mMecen (98 B rpynara Ha HwiotuHH6 300 mg aBa IHTH
AHeBHO, 88 B rpynata Ha HUNOTHHKG 400 mg 1Ba MBTH AHEBHO H 119 B rpynaTa Ha UMaTHHHG), nopanyu
JINTNCBANIN/C HEBB3IMOXKHOCT 3a u3uncisBade PCR npobu (n=18), oOTHETEHH aTHIIHYIHK TPAHCKPHUITTH Ha
H3XOZHO HHMBO (N=8) WM MpeKECBaHe Ha JIeYeHueTo npeay 48-us Mecew (n=279).

¢ Camo mauMeHTHTe, Npu KoMTo ce Habmoxasa MMR B cneuududHa BpeMesa Touka, ca GUIH
BKITIOYCHH KaTO TMOBIHAIH CC B CbOTBETHATA BpeMena Touka. O6mo 322 (38,1%) OT BCHUKM NALMEHTH
He ca oLeHeHH 3a Harn4ue Ha MMR na 60-ua Mecen (99 B rpynata Ha o6 300 mg ABa MbTH
AHEBHO, 93 B rpynaTa Ha HUTOTHHUG 400 mg nBa MbTH AHERHO H 130 B rpynara Ha MMATHHEG) NOpaIK
muncpamy/HeouerseM PCR rpobu (n=9), oTueTeHH aTHMIYHN TPaHCKPHITTH Ha H3XOAHO HMBO (n=8)
WITH NPEKBCBAaHE Ha JIeueHHeTo npean 60-us mecen (n=305).

3 CamMo0 MauMeHTHTe, NpH KOUTO ce HaOmwaapa MMR B KOHKpeTHa BpeMeBa TOuHKa, ca Ouwiu
BIJIFOHCHH KaTO NNOBITHAIH C€ B CbOTBETHATa BpeMeBa Touka. O6wmo 395 (46,7%) oT BCHYKH MALKEeHTH
He ca oueHeHHM 3a Hanuune Ha MMR Ha 72-na mecen (130 B rpynara Ha HuwtoTHHMG 300 mg aBa mMbTH
aneBHo, 110 B rpynara Ha HunoTHANG 400 mg ABa BTH AHEBHO ¥ 155 B rpymarta Ha MMaTHHUG) opanu
nuncpaiu/HeoleHseMu PCR npo6u (n=25), 0TYeTEHH aTHIIHYHY TPAHCKPHIITH Ha H3XOIHO HUBO (n=8)
KWK MIPEKbCBAHE HA JICYCHUETO npeay 72-us mecel (n=362).

Hecrorata Ha aoctHrane Ha MMR 1o onpenenenu BpeMeBH TO4KH (KOETO BKIIOYBA ALlHEHTHTE,
nocTurHand MMR B WK Npenu Te3n BpeMeBH TOUKH, 03HAYABAHU K&TO OTTOBOPHIH Ha JIEGEHHETO), Ca

MPEACTABEHH KaTO KyMy/aTHBHA YecToTa HA MMR (Bx. Qurypa 1).

®urypa 1 KymynarusHa dyecrora Ha MMR
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Meceuu cnef paHAOMU3ALIMATA

IIpy BCHUKH PHCKOBHM rpyn mo Sokal, yecrorara Ha MMR BbB BCHYKH BpeMEBH TOYKH OCTABA IO-
BUCOKA BbB BPEMETO M NPH ABETE I'PYITH Ha HWIOTHHHO, B CpaBHEHHE C rPyITaTa Ha MMATHHUO,

B perpocniektuBed auanu3 91% (234/258) or nauueHTHTE Ha HHNOTHHHO 300 mg ABa MBTH AHEBHO
mocrdrar HuUBO Ha BCR-ABL <10% wa 3-ua Mecey or neuenuero cnpamo 67% (176/264) or
NauHeHTHTE Ha UMaTHHUO 400 mg BeaHsk AHeBHO. [TauuenTHTe ¢ HUBO Ha BCR-ABL <10% Ha 3-Hx
MECELL OT JICYEHHETO NOKA3BaT MO-BUCOKA 001l NPEeKUBAEMOCT Ha 72-HA MeceLl CIPIMO TE3H, KOHTO
HE MOCTUraT TaXbB MOJIEKYJIAPEH oTroBop (94,5% cnpsamo 77,1%, ceotBeTHO [p=0,0005]).

AHanu3 no Kaplan-Meier Ha Bpemero 1o mepeus MMR nokassa, 4ye BEpOATHOCTTA 3a [TOCTMraHe Ha
MMR 8 paznnyHH BpeMEBH TOUKH € NO-BUCOKA KAaKTO NpH HANOTHHKG 300 mg aABa THTH OHEBHO, Taxa
H npn HUWIO0THHHG 400 mg ABa meTU AHEBHO, B cpaBHeHMe ¢ UMaTHHMG 400 mg BeOHBXK AHEBHO
(HR=2,17 u crpatuduumpana log-rank p<0,0001 mexay HuwnotHHu6 300 mg ABa IHTH AHEBHO H
nMaTMHHG 400 mg Bemwex auesso, HR=1,88 u crpatudunmpana log-rank p<0,0001 mexnay
HIWOTHHHO 400 mg ABa ITBTH AHEBHO K UMAaTHHHUG 400 Mg BeAHBK AHEBHO).

[IpoUeHTET Ha NAalUHEHTHTE MOCTHTHATH MOJEKYasapeH otroBop of <0,01% wu <0,0032% mo IS B
pasTHIHATE BPEMEBH TOYKH € NpeacTtaseH B Tabmuua 6, CblUo Taka MPOLEHTHT HA I[MALUEHTHTE
[MIOCTHTHAJIH MOJICKYNApeH oTroBop ot <0,01% u <0,0032% no IS B ormenHuTe BpeMeBH TOUKH ca
npeacraBeHd ¥ Ha Ourypu 2 u 3. Monexynspen orrosop ot <0,01% u <0,0032% no IS, otrosaps
CbOTBETHO Ha >4 log peaykuma u >4,5 log pemykumusa, Ha BCR-ABL TpanCKpHITHTE OT
CTaHJapTH3IHpaHa H3XOOHA CTOMHOCT.
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Tabnnua 6 IIpoUeHT NALHEHTH, NOCTHIHAIH MOJIeKYasipel oTroBop or <0,01% (4 log pexyxuus)
H <0,0032% (4,5 log peayxkunn)

HunotuHub HunoTuHu6 HAmaTnanb
300 mg nBa NBTH 400 mg asa meTH AHeBHO | 400 mg BeAHBXK NHEBHO
AHEBHO n=282 n=281 n=283
(%) (%) (%)
<0,01% | <0,0032% <0,01% | <0,0032% | <0,01% | <0,0032%

Ha 12-tv mecen | 11,7 | 4,3 8,5 4,6 3,9 [ 0,4
Ha 24-tu Mmecen; | 24,5 12,4 22,1 7,8 10,2 2,8
Ha 36-tu mecen, | 29,4 13,8 23,8 12,1 14,1 8,1
Ha 48-mu mecen, | 33,0 16,3 29,9 17,1 19,8 10,2
Ha 60-tu Mmeceny | 47,9 32,3 43,4 29,5 31,1 19,8
Ha 72-pu Meceu | 44,3 31,2 45,2 28,8 27,2 18,0

Purypa 2 KymyJaaTusya 4eCTOTA Ha MoJeKyasiped oTrosop ot <0,01% (4-log peaykuns)
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B%3 ocHORa Ha olieHKa Mo Kaplan-Meier 0THOCHO NpoABIKHTENHOCTTa HAa MhpBua MMR, npoueuTsT Ha
NauHeHTHTE, 3aMasiiii MOCTUTHATHA OTTOBOP B NPOAB/DKEHHE Ha 72 Mecela e Omn 92,5% (95% CI: 88,6-
96,4%) B rpynara Ha HiWoTHHUG 300 mg xBa TeTH AHEBHO, 92,2% (95% CI. 88,5-95,9%) B rpynara Ha
HUnoTHHUO 400 mg aBa meTH nHeBHO U 88,0% (95% CI: 83,0-93,1%) B rpymata Ha uMaTtHHu6 400 mg

BCAHBX NJHEBHO.

[Tenen uurorenernyeH otroBop (CCyR) ce nedunupa kato 0% Ph+ MeradasHH ILTACTHHKH B KOCTHHA
MO3bK IpH H3cneaBaHu node 20 Meragasuu nnacTuHky. Hali-ronsmara yecrora Ha CCyR z0 12-1a mecelr
(koeTo BrIOYBA nauMeHtuTe, NocTrHany CCyR Ha W mpeau 12-Ms Mecell, O3HAYaBAHU KaToO
OTTOBOPHITH Ha JIEYEHHETO) € CTATHCTHUYECKH 3HAYUMO 1no-BHcoKa ripy HUnoTHTHO 300 mg u 400 mg aBa
ITETH IHEBHO B cpaBHeHHe ¢ UMaTHHUO 400 mg BeaHBXkK AHEBHO, B Tabnuia 7.

Hecrorata Ha CCyR 10 24 Meceu (BkniouBa nanuenture noctursanu CCyR Ha Wiy npeau
24-ug Mecel, 03HayaBaHKW KAaTO OTrOBOPHJIM Ha JieYeHHETOo) e OMna CTaTHCTHYECKH NO-BUCOKA B IBETE
rpynd Ha HUIOTHHHO - 300 mg asa neTH aHeBHO U 400 mg ABa MHTH AHEBHO, B CPpaBHEHHE C IPYMATa Ha

UMaTHHUO 400 mg eTHOKPATHO THEBHO.

Tabnuua 7  Hati-Bucoka wecrora na CCyR
Hunotnuut Hunotuuu6 HmaTunub
300 mg npa meTH | 400 mg aBa MLTH 400 mg
IHEeBHO n=282 AHEBHO n=281 CAHOKPAaTHO
(%) (%) IHEBHO n=283
(o)

o 12 meceny

Orrosopunu (95% CI) 80,1 (75,0; 84,6) 77,9 (72,6; 82,6)

Heotrosopunu 19,9 22,1
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p-croiiroct or CMH Tect 3a <0,0001 0,0005
YECTOTATA Ha OTroBOp (CIHPSMO
umMaTuau® 400 mg emHOKPATHO

JHEBHO)

Jo 24 mecent :
Orrosopuin (95% CI) 86,9 (82,4; 90,6) 84,7 (79,9; 88,7) 77,0 (71,7, 81,8)
Heorroeopuin 13,1 15,3 23,0
p-ctoiiHocT ot CMH TecT 3a 0,0018 0,0160

YyecTOTaTa Ha OTroBop (cnpAMo
umMatuHUO 400 mg eTHOKpaATHO

OHEBHO)

B33 ocHoBa Ha olleHKa 1o Kaplan-Meier, NpoLeHTET Ha NALMEHTUTE, 3aNa3HIH OTFOBOPA B MPOABIDKEHHE
Ha 72 MeceUa cpell nauueHTHTE, nocturdany CCyR e 6mn 99,1% (95% CI: 97,9-100%) B rpynata Ha
HIIOTHHHO 300 mg nBa meTH AHEBHO, 98,7% (95% CI: 97,1-100%) B rpynara Ha HWIOTHHHG 400 mg
nBa ImeTH AHEBHO H 97,0% (95% CI: 94,7-99,4%) B rpynara Ha uMaTtHHHO 400 mg BeaHEX AHEBHO.

Kato mporpecusTa no (asa Ha akcenepauus (PA) unu 6nactHa kpusa (BK) mo BpeMe Ha neueHueTo,
C¢ Ompenens BpeMETO OT JaTaTd Ha paHAOMM3AllMA OO0 IbpBaTa AOKYMEHTHpaHa IMporpecHd Ha
3abonapaHeTo AC ¢asa Ha akcencpaiiwsa, OnacTHa KpH3a UK CMBPT, cBbp3aHa ¢ XMJL. B xoza Ha
JICYEHUETO NporpecHs keM ¢raza Ha akcesnepauus unm 6racTHa kpusa ce Habmozaasa mpu obuo 17
NAUMEHTH: 2-Ma MalHeHTH Ha HUIoTHHUO 300 mg ABa MbTH AHEBHO, 3 NAUMEHTH HAa HUIOTHHHO 400
mg ABA NBLTH AHEBHO H 12 nanueHTH Ha MMaruHuO 400 mg enHokpatHo AHeBHO. M3auncieHusT
MPOLCHT HA MALMEHTHTE, 0e3 nporpecus Ha 3a00ABAHETO KbM (ha3a HA akcenepauus wiH 0lacTHa
Kpu3a, M3YHCICH Ha 72-pun Mecen, e Swn cvoTBeTHO 99,3%, 98,7% u 95,2% (HR=0,1599 H
crpatudpuuupana log-rank p=0,0059 mexny numotunu6 300 mg aBa IMBTH OHEBHO M MMATHHUD
BeAHBXK AHEBHO, HR=0,2457 u crpatuduipana log-rank p=0,0185 mexuay aunotusnd 400 mg apa
NbTH JHEBHO U MMATHHHO BeIHBXK RHEBHO). Cliea BTOpaTa rogHHa Ha aHaNu3a He ¢a CLOOIeH M HOBH
cinydau Ha nporpecusa kpM QA/BK.

Bxiurousalki KJIOHAIHAaTa EBOMIOMMA KaTo KpUTepMil 3a nporpecud, obuwo 25 MNauUeHTH ca
Nporpecypani KpM (aza Ha akcenepauns Win 6;acTHa KpH3a A0 KpaiiHara faTa 3a ChOHpaHe Ha RaHHM
3a aHanusa (3 B rpynara Ha HWIOTHHHO 300 mg nBa meTH AHEBHO, 5 B PpynaTa Ha HWIOTHHMO 400 mg
ABa ITBTH OHEBHO W 17 B rpynata Ha UMaTHHUO 400 mg enqHOKPAaTHO AHEBHO). M3UHUCICHHAT MIPOLIEHT
Ha nauueHTUuTe 03 nporpecks KkeM ¢asa Ha akcenepauua WM O1aCcTHAa Kpy3a, BKIIOYHTEIHO KIOHAHA
€BOMIOUMA, ompeneneH Ha 72-pu mecen e Oun cborBeTHO 98,7%, 97,9% u 93,2% (HR=0,1626 u
cTpatuduuKpaHa log-rank p=0,0009 mexay HunotuHub 300 mg A8a NbTH JHEBHO U HMATHHHUO BEHENK
anesHo, HR = 0,2848 u crpatuduumpana log-rank p=0,0085 mexny HWIOTHHHO

400 mg ABa NbTH AHEBHO W UMAaTHHHUO BeHBXK OTHEBHO).

O6mio 55 manMeHTH ca NOYHHAIH MO BpEME Ha JISYEHHETO KITH Npe3 NepHoAa Ha MPOCeaaBaHeTo Clel
NpeKBCBAHE HA JieueHHeTo (21 B rpynaTta Ha HUNOTUHHO 300 mg nBa meTH OIHEBHO, 11 B rpynara Ha
HIToTHHHO 400 mg nBa MBETH OHEBHO M 23 B rpynara Ha uMmarHHHO 400 mg eNHOKPAaTHO IHEBHO).
Heanecer u wect (26) oT Tesu 55 cMbpTHH cnyvyas ca 6unu cBbp3aHd ¢ XMJI (6 B rpynara Ha
HHunoTHHUO 300 mg ABa MeTH AHEBHO, 4 B Ipynata Ha HUNOTHHHO 400 mg ABa MHTH ZHEBHO H 16 B
rpynara Ha UMaTHHUO 400 mg egHOKpaTHO AHEBHO), M3UHCNEHHAT MPOLIEHT MALMEHTH, KOUTO ¢a OWIH
’KMBH Ha 72-pu Mecel e 6un cvotBerHo 91,6%, 95,8% u 91,4% (HR=0,8934 u mpa*md;muupana log-
rank p=0,7085 mexny HunotMHn® 300 mg aBa MBTH HOHEBHO M HMATHHMO, -
crpatupunupana log-rank p=0,0314 mexny munotuHu® 400 mg 1Ba MBETH OHEBHY/Z
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B3emaliku npeaBua KaTo CHOHTHA CaMo Cy4YanTe Ha CMBPT, CBbp3aHa ¢ XMJI, H3UHC/IEHUMAT NPOLCHT
Ha ofma npexusseMocT, onpeneneHa Ha 72-pu Mecell e Guia chorBeTHO 97,7%, 98,5% u 93,9%
(HR=0,3694 u crparnduunpana log-rank p=0,0302 mexay HwioTunu6 300 mg 1B8a MBTH JTHEBHO M
uMaTHHHO, HR=0,2433 n crparudmupmpana log-rank p=0,0061 mexxny aunotunu6 400 mg npa meTi
JHEBHO ¥ UMATHHHUO).

Knunuunu npoyyeanua npu nayuenmu ¢ XMJ1 6 xponuuna ghaza unu paza na aKcenepayus, peucmenNmuu

URYU C HEROHOCUMOCTM KbM UMamuHub

[IpoBeneHo € OTBOPEHO, HEKOHTPOHPAHO, MHOTOLIEHTPOBO Npoy«iBaHe BbB Pa3a Il 3a onpeneniHe Ha
e(pHKACHOCTTa Ha HIIOTHHHO NpH BB3pacTHU MaupeHTH ¢ XMJL, ¢ pe3HCTEHTHOCT HITH HETTOHOCHMOCT
KbM WMAaTHHHO, C OTAENHM TEPaneBTHYHH PaMeHa 3a XpOHWYHA ¢a3a M dasa Ha akcenepaius Ha
3a0onaBaneTo. EQukacHocTTa ce ocHOBaBa Ha BKMoucHuTe 32 1 maupenTy B XD u 137 namuentd B AD.
MenuaHaTa Ha NPOABIDKUTENHOCT Ha NEYeHHeTo € 561 nuu npH naupenture B XD u 264 nHuU NpH
nauneHTHTe B AD (BK. Tabnuua 8). HunotHHUG e npunoxed npoaskUTenHo (OBYKPATHO OHEBHO 2
yaca C/ie[l HaxpaHbaHe U 0e3 NpHEM Ha XpaHa Hai-Majiko eAMH 9ac Cnejl NPHNAraHeTo) A0 NofABa Ha
AaHHH 33 HEAOCKBATEH OTrOBOP WIM Mporpecua Ha 3abonsasaHero. Mozara e Guna 400 mg npa meTH
JHEBHO H e OWI10 [03BOJIEHO TOKaYBaHe Ha Jo3arta A0 600 mg ABYKpaTHO AHEBHO,

Tadbnanna 8 IIpoALINKUTENHOCT HE EKCMO3HUHATA HA HUJIOTHHHO

XpoHHYHA daza da3a Ha akcenepauu
n=321 n=137
MenuwaHa Ha [OPOABDKUTENHOCT HA 561 264
neyeHnero B OHH  (25-TH-75-TH (196-852) (115-595)
TIePCEHTIUI)

Pe3UCTeHTHOCTTa KbM MMaTHHHO BKIIOYBA HEYCTIEX 33 HOCTHTAHE Ha IThJIEH XEMATOJOTHYEH OTrOBOP
(32 3 Meceua), LIMTOTeHEeTHYEH OTroBop (3a 6 MeceLa) WM FOJIAM LIMTOreHeTHYeH oTroBop (3a 12
MECea) WIM MpOorpecus Ha 3a00NsBaHETO CJeN MpPEIBAPUTENHO MOCTHUIHAT LMTOTEHETHHEH WIH
X€MaToOrMieH OTroBop. Jlumcara Ha TonepaHC KbM WMaTHHMO BKMIOYBA MAIMEHTH, KOHMTO
MPEKPaTABAT NPHEMA HA HMATHHUO NOpaJ¥ TOKCHYHOCT H HAMAT roJIAM LMTOreHETHIEH OTTOBOP MO
BpEME Ha 3alo4BaHe Ha MPOYYBAHETO.

0610, 73% OT MauMEeHTHTE ca Pe3NCTEHTHH KbM HMAaTHHHO, ToKaTo 27% MMAT HeTIOHOCHMOCT KBM
HMaTHHHO. [To-ronaMa yact oT nauHeHTHTE HMAT aHAMHE3A 32 MPONLDKHTENHA XMJ1, KOATO BKTIOYBA
CKCTCH3MBHO TMPCRLUCCTBAILO JIEYEHHE C JAPYTrH AHTHHEOIUIAaCTHYHH CpEeACTBa, B TOBA YHCIIO
HMAaTHHHO, XMAPOKCHYpEEH NPOAYKT, MHTEPHEPOH, & HAKOM €A HMANM AOPH HeyClelIHa OpraHHa
Tpa”cnnanTauua (Tabnuua 9). Menuanara Ha Hali-BUCOKATa MpeAlUecTBalla 1033 KMATHHUE e 600
mg/nHeBHo. Hali-B1CokaTa npeamecTaala 103a Ha HIMaTHHUG e >600 mg/nHeBHO npH 74% OT BCHYKH
ManyeHTH, kaTo 40% 0T MauMeHTHTE ca NOTyYaBand UMaTHHUG B 1031 >800 mg/aHeBHO.

Tabanua 9  XapaxTepHCTHKH Ha X013 Ha nmpoTHYane HA XMUJI

XpoHu4Ha (aza Qa3a Ha aKcenepauns
(n=321) (n=137)*
MennaHa Ha BpPEMETO Cliell NMOCTABSHE 58
Ha JHArHos3arta B Meceld (qHarnasoH) (5-275)
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HMMaTnHub
Pe3ucTeHTHH 226 (70%) 109 (80%)
Heronepanthu 6e3 MCyR 95 (30%) 27 (20%)
CpeneH neproa Ha JIeueHHe ¢ HMaTHHHUO 975 857
B JHM (25™-75™ nepceHTnn) (519-1 488) (424-1 497)
[TIpeawiecTraml0  NpUWIOKECHUE Ha 83% 91%
XHAPOKCHY peeH MPOAYKT
[MpegwecTallioc  MNPWIOKEHUE  Ha 58% 50%
HHTEp(EpoH
Hpenwecrsaia KOCTHO-MO35BYHA T% 8%
TpaHCILNaHTALHA
* Ilpn emud mnalLMeHT JHNCBA HHQPOPMALHA OTHOCHO pPE3HCTEHTHOCTTA/MIOHOCHMOCTTa KBM
UMaTHHHO.

IIepBHYyHaTa KkpaitHa Toyka rpy naudeHTure B XP ¢ ronsM puroreHerndeH orropop (MCyR),
aepuHupaH Kato emuMuHnpaHe (CCyR, ThleH MTOreHEeTHYEH OTTOBOP) WK 3HATHMO MTOHMKAaBaHe A0
<35% Ph+ Meradasu (4acTHYEH LIMTOT'CHETHYEH OTrOBOP) Ha Ph+ xeMaronoeTHYHH KneTKd. [ThAHUAT
xeMarontoruueH oTrosop (ITXO) nmpu nauuenture B XD € npocieneH KaTo BTOpHYHA KpalfHa TOdKa.
ITbpBHYHaTa KpaliHa Touka TIpy naugeHTure B AP ¢ o6y noTBepAcH xemarTonoruyen orrosop (X0),
AS(UHUPAH WIN KAaTO ITBJIEH XeMaTOIOrHueH OTTOBOD, JIMIICA HA KOKA3aTEICTRA 34 JEBKEMHUS WIH KaTo
BB3BpBIAHE KEM XPOHUYHA da3a.

XpoHnuuna gasa
Yecrotata Ha MCyR mpu 321 mauuentu B XP e 51%. Ilopeuero orroBopuan nocturar ceogs MCyR

Obp30 B UHTEpBaN OT 3 Meceua (cpento 2,8 Mecena) ciell 3anovBaHe Ha JICYEHHETO ¢ HWIOTHHHD 1
OTrOBOPBT € TpaeH. Mennanara Ha BpeMeTo 3a nocrurane Ha CCyR e 3 neaHu Mecena (Meauana 3,4
Mecena). Ot nauuenTure, nocturiany MCyR, 77% (95% CI: 70% - 84%) 3ambpxar oTroBopa B
paMkHTe Ha 24 Mecela. Menuada Ha npoabipkurenHoct Ha MCyR He e mocturiara. Ot nanmeHTHre,
nocturHany CCyR, 85% (95% CI: 78% - 93%) zamppkaT OTrOBOpa B paMKHTE Ha 24 Mecela. MenuaHa
Ha npoabMkHTENHOCT Ha CCyR He € nocturHara. [laumenture ¢ usxogeH ITXO nmocturar no-6up30
MCyR (1,9 cnipamo 2,8 Mecena). Ot nammenture B X@ Oe3 usxonen [1XQ0, 70% nocrurar ITXO karo
MenHaHnara Ha BpeMeto 10 [1XO0 e 1 mecen, a MeanaHara Ha npoARDKHTENHOCT Ha [TXO e Omna 32,8
Meceua. Msancnenara 24-mMecedna creneH Ha o6ia npexxuBaeMocT npu nanperTuTe ¢ XMJI-XD e
87%.

Da3za Ha axcenepayus
Obmara noreepacHa crened Ha XO npu 137 nauueHtd B AQ e 50%. [ToBeyeTo OTTOBOPHITM [TOCTUTAT

XO ¢ nevyennero ¢ HUNOTHHUO panHo (MeawaHa 1,0 Mecel) KaTo OTrOBOPHT € TpacH (MeIHaHaTa Ha
MPOABIKHUTETHOCT Ha MOTBEpAEH XO e 24,2 Mecena). Ot mauueHture, nocturaany X0, 53% (95% CI:
39% - 67%) 3anppKaT OTroBopa B paMKuTe Ha 24 Mecena. Yecrorara Ha MCyR e 30% ¢ mequana Ha
MPOABLILKHTENHOCT Ha 0TroBopa 2,8 Meceua. Ot nauuenture, nocturHand MCyR, 63% (95% CI: 45% -
80%) 3agbpkaT OTrOBOpa B paMKHTE Ha 24 Mecella. MenuHaHa Ha npoamDKHTENRocT Ha MCyR e 6una
32,7 mecena. M3uncneHara 24-meceuHa cTened Ha obma npexxHBAEMOCT NpH nauueHTHre ¢ XMJI-AD
e 70%.

CrenexTa Ha OTHOBOP 3a ABETE TEpPareBTHYHN paMeHa ca cholieny B Tabnuua 10.
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Ta6auna 10 OTtroeop npn XMJI

(Haft-BucOka cTeneH Xponuyna gasa ®a3a na axcejepanHa
Ha OTrOBOpP)
C Pe3uc- O6uro C Peauc- O6mio*
HENHOCKH- | TEHTHH {(n=321) HETIOHOCH- | TEHTHH (n=137)
MOCT (n=226) MOCT (n=109)
(n=9%5) (n=27)
XEMaTONOTHYEH
oTroBop (%)
06m1 (95% 1) - - - 48 (29-68) | 51 (42-61) | 50 (42-59)
[IeneH 87 (74-94) | 65 (56-72) | 70' (63-76) 37 28 30
NEL - - - 7 10 9
Br3sphiane KbM XD - - 4 13 11
[[uTOreHeTH4YeH
oTroBop (%)
Conam (95%11) 57 (46-67) | 49 (42-56) | 51(46-57) | 33 (17-54) | 29 (21-39) | 30 (22-38)
[Tenen 41 35 37 22 19 20
YacTHueH 16 14 15 11 10 10

NEL = 6e3 naHHH 32 IEBKEMHUA/ OTTOBOP HA KOCTHHA MO3EK
1 114 nammenTty B XP ca umany [IXO Ha u3X0JHO HHBO H CJIEIOBATENHO HE MOrar na ObAaT OliCHEHH
34 [TBJIeH XeMATOJOTHYeH OTTOBOpP.

* [Tpu €OKH TALMEHT JTXNCBA HHGOPMALMA OTHOCHO PE3HCTEHTHOCTTA/IOHOCHMOCTTa KbM HMATHHHO.

Bce owe Hama JaHHM 3a edykacHocT npu nauventy ¢ XMJI-BK. Otaensn TepaneBTUMHH paMEHa ca
BKJIIOYEHH ChIIo BbB Paza Il npoyysaHeTo 3a M3CieABaHe Ha HWIOTHHHUO B Irpyna oT NalueHTd 8 XD
win AD, KOHTO MPEAH TOBA ¢a €KCTEH3UBHO JIEKYBaHHM C pelHUa TEpANeBTHYHU CXEMH B TOBA YHCIIO
HHXUGMTOD HA THPO3HH KHMHA3aTa B AOMBIHEHHe KbM MMaTHHHO. OT Te3n nauuenTu 30/36 (83%) ca
PE3UCTEHTHH W/IH HETONEPAHTHH XbM JieueHueTo. [1pn 22-ma nauneHTn 8 X, oeHeHH 38 ePUKaCHOCT,
HuneTHRUG HHIYLHpa 32% crenen Ha MCyR 1 50% crened Ha ITXO. I1pn 1] nauneHTn B AD, oLieHEHH
33 epUKACHOCT, JiedeHHeTo HHAYIHMpa 36% crenen Ha 061l XO.

Cren Heycnex Ha JieueHHe ¢ UMaTuHuG, ca 3aGenssany 24 pasnniHd BCR-ABL MyTauuy npu 42% ot
nauperTire ¢ XMJI B xponnuHa dasa 1 npu 54% ot nauueHture ¢ XMJI BBB (asa Ha akcenepaums,
KOMTO ca M3cieBaHH 3a Mytauuy, HwioTnau® nokassa e@uKacHOCT NMpH MANMEHTUTE, KOMTO HMAT
paztnyHu BCR-ABL MyTaluH CBbp3aHH ¢ PE3NCTEHTHOCT KM HMAaTHHKG, ¢ u3kmoveHne Ha T3 151.

Hpeycmanoensane na neuenuemo npu gv3pacmuu nayuenmu ¢ Pht+ XMJT ¢ xponuuna gasa, koumo ca
ReKYVEaHY ¢ HWIOMUHUD KaMo mepanus om Rbped NUHUA_U KOUmO cd NOCMUSHARY MpAaes Obnbok
MOAEKYAAPER omzo80p
B OTKpHTO MPOYUBAHE ¢ EXHO paMo, 215 Bb3pacTHH manueHTH ¢ Ph+ XMJI B XpoHW4Ha (a3a, eKyBaHH
¢ HWIOTHHKO KaTo MbPBAa JJMHUA B NPOXBKEHHE HA >2 rOAMHY, nocTurHany MR4,5 (onpeaeneH 4pes
MolecularMD MRDx BCR-ABL TecT), ca BKIIOUEHH Ja NPOABIDKAT JICYCHHETO ¢ HWJIOTHHHO 38 HOBH
52 cenMuuM (koHCOMMANpaa dasza ¢ HunoTuuu6). 190 or 215-Te nauneHTH (88,4%) Biusar BbB aza
na TFR clen KaTo MOCTHraT TpaeH ABIOOK MOJIEKY/IApeH OTTOBOP O BpeMe Ha KOHCONUANpaiara dasa,
neHHUPaH Bb3 OCHOBA HA CIICHHTE KPHTEPHH:
- NOCNeOHUTE 4 TPUMECEYHH OLIeHKH (HanpaseHd Ha Beekd 12 ceamuuy) ca noHe MR4,0
(BCR-ABL/ABL <0,01% IS) u ce 3ana3pat B NPOAL/DKEHNE HA €HA T'OAMHA,
- nocienHata oueHka e MR4,5 (BCR-ABL/ABL <0,0032% IS);
. He MOBeYe OT ABE OLEHKH, nonanawy Mexay MR4,0 1 MR4,5 (0,0032% At
<0,01% IS).
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IIspBHYHaTa KpaiHa TOuka € npoLeHTHT nauMeHTd ¢ MMR na 48-Ma ceaqMuua ciex HavyaloTo Ha
¢azata Ha TFR (kaTto ce uMa npeaBu BCEKH NMaLMEHT, TIPH KOWTO Ce Halara oIHOBABAHE Ha JIEYEHUETO

MOpajxH JIMICA Ha OTFOBOP).

Ta0dnuna 11 Pemucus Oe3 ieuenue cjiel HAIOTHHHO KATO TEpanus 0T NLPBA JHHHA

[TaupenTH, BKIHOMEHH BBLB (aszata Ha
TFR

190

CeAMMUM cnesl HavanoTo Ha daszara 48 ceaMuULy 264 ceamMuum

Ha TFR

nauMeHTyd, octadand ¢ MMR win ¢ 98 (51,6%, [95% CI: 44,2, 7912 (41,6%, 95% CI: 34,5,

noaobpenue 58,9]) 48,9)
[TauuenTH, npexbcHanl asara Ha TFR 93 11 109

nopanu 3aryba Ha MMR 88 (46,3%) 94 (49,5%)

nopagH apyru NpHIuHH 5 15
[TaumeHTH, 3alIOMHANMH ~ MOBTOPHO 86 91
JIEYEHHE cnep 3arybara Ha MMR

MOBTOPHO nocTturaie Ha MMR 85 (98,8%) 90 (98,9%)

NMOBTOpHO nocturade Ha MR4,5 76 (88,4%) 84 (92,3%)

[1] Enun naumeHT He rybu MMR 1o cenMuua 48, Ho npexncBa daszara Ha TFR.
[2] 3a 2-ma nmaumentH PCR oueHsBaHeTO HE € BB3MOKHO Ha ceaMuia 264, nopaiy TOBa TEXHUAT
OTTOBOP HE € B3eT NPEeIBH B AHANK3A NPHM 3aKII0MBAHETO HA JAHHHTE Ha ceaMMUa 264,

BpeMero, npe3 koero 50% OT BCHUYKU NOBTOPHO JICKYBAHM NMALHEHTH MOBTOpHO nocturatr MMR u
MR4,5, e cvorBeTHO 7 ¥ 12,9 ceamuim. KyMynaTHBHaTa 4ecroTa Ha NOBTOPHO nocturaHe Ha MMR 24
CEAMHLM Cnefl MOBTOPHO 3ano4ypaHe Ha JeueH#eto, € 97,8% (89/9] nauueHTH), a MOBTOPHOTO
nocruraHe Ha MR4,5 Ha 48 cegMuua e 91,2% (83/91 naumeHTn).

Hayncnenata no Kaplan-Meier Mmenuana Ha npexussieMocTTa Oe3 neueHue (treatment-free survival
- TFS) e 120,1 cenmuun (95% CI: 36,9, neouengemu [NE]) (Ourypa 4); 91 or
190-te nauuentu (47,9%) He ca umanu cedbutTHe, cBBp3aHo ¢ TFS.
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@urypa 4 Usuucaena no Kaplan-Meier npexussiemoct 6e3 aeuyenne cJjea Hayajoro Ha TFR

(mbaeH HAOOp 32 AaHAJIH3)
100 9

90 A
80

70
60 7
B0

) .

20 | [Dau Cu6 LleH
190 99 91

10 J |1l Uenaypupanu HaGnwogeHus

MNpexuBsemocT 6e3 neyenue (%)

S U A T L NN S B S SRR SR SEEE Smma SoERE EEem SR imms mams Emac Gt S i e (Emmm =
0 24 48 72 96 120 144 168 192 216 240 264 288 312

Bpewme ot TFR (cegmuum)

B puck . CuBUTHR

190:0 120:70 99:89 95:91 93:93 92:94 89:97 88:97 85:97 85:97 82:98 67:98 10:99 0:99

lIpeycmanosnsane na nevyenuemo npu evpacmuu nayuenmu ¢ XMJI 6 xpornuuna ghasa, nocmucnanu
mpaeH Ob1OOK MONCKYAAPEH OM2080p ¢ HUIOMUHUD clied NPeduecmeauio 1eYeHue ¢ UMamuHub

B otkputo npoyusaHe ¢ eqHo pamo 163 Bb3pacTHH nauneHTH Ph+ XMJI B XxpoHuyHa ¢asa, npueMaiuy
THPO3UH KMHa3HU HHXHOHUTOPH (TKIS) B npoabmkenne Ha >3 ronMHU (MMaTHHUO KaTo MbpBOHAYaHa
TKI Tepanusi B npoab/bkeHHe Ha noBeye oT 4 ceaMuum, 6e3 foKyMeHTHpaH MR4,5 ¢ UMaTUHUO KbM
MOMEHTa Ha NpeMHHaBaHe KbM HUIOTHHHUO, Clie] KOETO MPEMHHAIN Ha HUJIOTHHHO B NIPOABIDKEHHE Ha
MOHE JBE€ TMOAWHM), U KOMTO ca mocTHrHaan MR4,5 npu nedyenue ¢ HUNOTHHHO, orpeneneH upes
MolecularMD MRDx BCR-ABL Tecr, ca BK/IH04YeHH Ja MPOLBJIKAT JEYEHUETO ¢ HUWIOTHHUO 32 HOBU
52 cexmuuH (KoHconuaupama ¢asa ¢ HUIOTHHUO). 126 ot 163-Te naunentu (77,3%) Bau3ar BLB asa
Ha TFR, cnen karo mocrturat TpaeH QbJOOK MOJIEKYJIIPEH OTrOBOP MO BpeMe Ha KOHCOJHAMpallaTa
(paza, neuHMpaH Bb3 OCHOBA HA CJIEHUTE KPUTEPUH:

- TocienHuTe 4 TPUMECEYHH OLEHKU (HampaBeHH Ha BCEKH 12 ceaMHIIM) HE MOTBBPXAABAT 3aryba
Ha MR4,5 (BCR-ABL/ABL <0,0032% IS) B pamkuTe Ha eqHa rogyHa.

[ITepBUYHA KpaiiHa TOYKa € NMPOLEHTHT MauueHTH Oe3 morBbpAeHa 3aryba Ha MR4,0 wim 3ary6a Ha
MMR B pamkuTe Ha 48 ceaAMHLM Clie] NpeyCTaHOBABAHE HA JIEYEHUETO.

Tadanua 12 Pemucus 6e3 nevyeHHe caef JieyeHHe ¢ HHIOTHHHO, cjie npeaAIecTBALLO0 JeYeHHe C
HUMATHHHO

[laupwenTH, BKIOYEHHW BBLB (hazara Ha 126
TFR

CEIMMLM CJIe[l HA4YaJoToO Ha (ha3ara 48 cenMuLH 264 cenMULH
Ha TFR
nauueHTH, ocraHaim ¢ MMR, 6e3| 73 (57,9%, [95% CI: 48,8, 54 (42,9% [54/126, 95%
noTBbpAcHa 3arydoa Ha MR4,0 u 6e3 66,7]) CI: 34,1, 52,0))
MMOBTOPHO 3aro4yBaHE Ha JIEYEHHUE C
HUJIOTUHHUO

[launenTH, npexbcHaM aszara Ha TFR 53
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nopaad TMOTBBpACHA 3aryba Ha 53 (42,1%) 61 (82,4%)
MR4,0 nnu 3ary6a na MMR

nopagy Apyrd Npu4YMHH 0 13

[TauedTH,  3aMOYHAIM  TOBTOPHO 51 59
jedyeHue cien 3aryba Ha MMR wunm
noTBbpAcHa 3arydoa Ha MR4,0

[MOBTOPHO nocturase Ha MR4.0 48 (94,1%) 56 (94,9%)

MOBTOPHO nocturaHe Ha MR4,5 47 (92,2%) 54 (91,5%)

[1] [IBama naumenTu ca uManu MMR (PCR ouensiBane) Ha 264 ceaMulia, HO NPEKBCBAT HA MO-KbCEH
eTarn U He ca npeMuHaBsanu no-HarateiuHO PCR oueHsBane.

M3uncnenara no Kaplan-Meier meauaHa Ha BpeMeTO 3a MOBTOpHO nocturaHe Ha MR4,0 u MR4,5 ¢
HUJIOTHHUO e cboTBeTHO 11,1 ceamuum (95% CI: 8,1, 12,1) n 13,1 ceamuuu (95% CI: 12,0, 15,9).
KyMynartuBHaTa 4ecToTta Ha noBTOpHO mnocturaHe Ha MR4 u MR4,5 48 ceamuum cnen moBTOPHO
3aro4YBaHe Ha JICYEHHUETO, € CbOTBETHO 94,9% (56/59 mauuenTH) u 91,5% (54/59 nauueHTn).

H3uucnenara no Kaplan-Meier menuana Ha TFS e 224 cenmuuu (95% CI: 39,9, NE) (®urypa 5);
63 ot 126-Te mauuentH (50,0%) He ca umanu cebuTHE, cCBBp3aHo ¢ TFS.

®urypa 5 H3uucaena no Kaplan-Meier npexxuBsiemoct 6e3 Jedenune cjaen Hayagoro Ha TFR
(nmbJeH HA0Op 32 aHAJIH3)

100
90
e
~ 80
z 70
=
¢
E 60
5 80
E 40
&
i 30
8_ i Cuvb6 UeH
= 20 126 63 63
10 LieMsypupanu HabnogeHmn
0 | v ! v i ' I " J . lEmEL s ' T ' L da ' | T e (i
0 24 48 79 06 120 144 168 192 216 240 264 288 312
Bpeme ot TFR (cegmuum)
B puck . CuluTHA
126:0 107:19 76:49 74:51 61:52 36:52 14:52 1:52 0:52 74:51 61:52 36:52 14:52 1:52

llennaTpuyHa nonynauus

B OCHOBHOTO nMeaMaTpUYHO NPOYUBaHE, MPOBEAEHO ¢ HUJIOTHHHO, 001110 58 nauueHTH, Ha BB3PacT OT 2
no <18 ronunu (25 mauueHTH ¢ HopoauarHoctuuupana Ph+ XMJI B xpouuuHa ¢asa v 33 nauueHTH ¢
Ph+ XMJI B XxpoHu4Ha (a3a U ¢ pe3UCTEHTHOCT KbM UMATUHMO/1a3aTHHUO WM C HEMMOHOCHUMOCT KbM
MMaTHHUO) ca JIeKyBaHU ¢ HUJIOTHHUO B fo3a 230 mg/m? ABa MbTH JHEBHO, 3aKpPbIJIEHA

ca 00001wenu B Tadmuua 13.
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Tabanua 13

O0obmenn paHHM 33 OCHOBHOTO NEeJHATPUYHO NPOYYBAHE, INIPOBEACHO ¢

HHJIOTHHHO

Hosoauarsocrnuypanu Ph+ Ph+ XMJI-X® naune;m C
XMJI-X @ nanueHTH PE3HCTEHTHOCT HIH
(n=25) HEMOHOCHMOCT (n=33)

Menwana Ha Bpemero Hal 51,9(1,4-61,2) 60,5 (0,7 — 63,5)

NeyeHue B Mecely (qHana3oH)

Menuana  (awanmasoH)  Ha| 377,0 (149 - 468) 436,9 (196 - 493)

NEACTBUTE/THUA HHTEH3WTET HAa

no3ara (mg/m* nex)

OTHOCHUTENIEH HHTEH3WTET Ha
nozara (%) B cCpaBHeHuUe <
[UTaHupanara nosa 230 mg/m?
[ABa MbTHU AHEBHO

82,0 (32-102)

95,0 (43-107)

Menanana (oquanaszoH)
Bpoii natmentu ¢ >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) Ha 12-us HUKB,
(95% CI)

MMR mo 12-usa muxsa, (95%
Cl)

64,0%, (42,5, 82,0)

37,6%, (39,2, 74,5)

MMR no 66-usa nuxbia, (95%
CI)

76,0%, (54,9, 90,6)

60,6%, (42,1, 77,1)

Menuana Ha Bpemero 1o MMR
B Mecen (95% CI)

5,56 (5,52, 10,84)

2,79 (0,03, 5,75)

bpoii AALMeHTH (%),

nocrurHanm MR4.0
(BCR-ABL/ABL <0,01% IS) oo
66-HA LIUKBJI

14 (56,0%)

2(27,3%)

bpoil naumeHTH (%0),
nocturianun MRA4.5
(BCR-ABL/ABL

<0,0032% IS) no 66-us UHKDB

11 (44,0%)

4 (12,1%)

IlotBBpAEHA 3aryba Ha MMR
cpel NauMeHTHTE, NOCTUTHAIH
MMR

Jor19

Huto equn ot 20

MyTtaumsa, BB3HHKHANIA MO

BpEME Ha ACYEHHETO

HsamMa

Hama

IIporpecus Ha 3ab0nABaHETO MO
BPEME Ha JICUHEHHETO

| mauneHT BpeMEeHHO OTroBapA
Ha TEXHUUECKATA Ne(pUHRLIMA 32

|1 nauueHT nporpecHpa KbM
PA/BK cnen 10,1 Meceua Ha

nmporpecus KeM PA/BK * JeyeHue
Obuia npexxusaemoct bpo#
CHOUTHA 0 0
Cmeptr 1o Bpeme Ha| 3 (12%) 1 (3%)
neyeHue
CMbpTr no Bpeme Ha| He Mmoxe ma ce u3uucnn He moxe na ce u3
[POCEAABAHETO 3a
[PESKUBAEMOCT




* IMH NaUMEeHT BPEMEHHO OTroBaps Ha TeXHHuyecKara AeguHuimA 3a nporpecus kpM PA/BK (nopaau
rosHLIaBaHe Ha Opos Ha Oazodunure) eaMH Mecel e 3amoyBaHe NprUeMa Ha HWIOoTHHHUO (¢ BpeMeHHo

MpEKBCBAHE HA JICYSHUETO OT 13 OHH no BpeMe Ha IThpBud UHKE). [JaUMEeHTET OCTaBa B IIPOYYBAHETO,
Bpbiua ce B XP, karo e uMan [1XO u CCyR xo 6 —Mg UUKBE HA IEYECHHUETO C HWIOTHHHO.

5.2 PapMakoOKHHETHYHM cBOHCTBA

Abcopbius

[TukoBa KOHUECHTpaLKA HA HANOTHHUO ce gocTHra 3 yaca cnej nepopaineH npueM. Abcopbuusara Ha
HUNIOTHHUO cnea nepopaiHo npuinoxkeHue e npubnusnrento 30%. AbcomoTHaTa OHOHATHYHOCT Ha

HIIOTUHUO He e ompeaensaHa. Ilpy cpaBHeHUe ¢ nepopaied pa3TeBop 3a nueHe (pH or 1,2 mo 1,3),
OTHOCHTENHAaTa OMOHANMYHOCT HAa Kancylara HHIOTHHMO € npubausurenno 50%. [lpu 3xapasw
N0OPOBOJILIM, KOraTo HUNOTHHMO ce mpunara ¢ XpaHa, Cpex H ILUIOINTA [10J KpHBaTa 34 CEpyMHA
KoHUeHTpauusa-speMe (AUC) 3a HunotuHub ca ypenuieHu ceoTBeTHO ChC 112% u 82% B cpaBHeHue C
ycnoBHuATa Ha rinagHo. IlpunoxeHuero Ha HUNOTHHMO 30 MUHYTH MAM 2 yaca Cled HaxpaHBaHE
[MOBHLIABA OUOHATMYHOCTTA HA HUJTOTHHHO CBOTBeTHO ¢ 29% u 15% (BX. ToukH 4.2, 4.4 n 4.5).

AbcopbimsaTra Ha HUTOTHHHO (OTHOCHTENTHA OMOHANTMYHOCT) MOXe Aa Obne HamaneHa ¢ oxono 48% u
22% CBOTBETHO NPHU NALUUEHTH C TOTATHA H NApLMAIIHA FACTPEKTOMMA.

PasnpenencHue

CHOTHOIIEHHETO KpBB-TUiasMa 3a HWiIOTHHUO e (,7]1. Cppp3BaHeTO C TUIA3MEHMTE MPOTEHHH €
npubarzuTenHo 98%, OTHETEHO BB3 OCHOBA HA CKCIICPUMEHTH in Vitro.

buorpaHchopMalHs

I'naBHMTE MeTalONUTHKY NBTULLA YCTAHOBEHM TMPH 3APaBM YYACTHHLM Ca OKUCICHHE U
XHApokcunupaHe. HUiIoTUHUO € OCHOBHOTO, LMPKYJIHpaIlo B CEpyMa, CheaMHEeHUe. HUTO eauH oT
MeTaboNuTHTE HE JONPHHACA 3HAYUMO 32 (apMaKOJOrHHHATA aKTHBHOCT HA HWIOTHHHO. HUNOTHHHO
ce Metabonuanpa rnaBHo oT CYP3 A4, ¢ BE3MOXKHO MUHUMaNHO yyacTue Ha CYP2CS.

EnuMHHHpaHe

Cnen eqHOKpaTHA 4033 paguoMapKHpaH HUJIOTHUHUO MpH 31paBy JIKLa, noseue ot 90% ot no3ara e Ouna
eAMMHHIPAaHA B PAMKUTE HAa 7 JHU, INaBHO BB Qeueca (94% ot mo3ara). HenmpoMeHEHNAT HHIOTHHHO
cheTaBiaBa 69% ot po3ara.

[IpUBHAHKAT ENUMHHAUMOHEH MONMYXHBOT, OUEHCH (apMakOKHHETHYHO MNPH MHONOKPAaTHO
MPUIOKEHHE BEAHBK AHEBHO € npudOnusurenHo 17 yaca, Paznukara BBB (papMakOKMHETUKATa Ha
HUITOTHHHO MeXAY OTACIHUTE MalUEHTH € YMEpPeHa A0 rongaMa.

JInHeHHOCT/ HeTHHEHHOCT

ExcnosHuuaTa HA HWIOTHHHO B CTALlMOHAPHO CBCTOAHHE € HNO303aBHCHUMa, ¢ MO-MAJKH OT A030-
NPONOPUHOHAITHNTE YBEIHM4CHHA NPH CHCTEMHA €KCMNO3HULMA B J030BH HHBA NMO-BHCOKH OT 400 mg

mg NPWICKEHU 1Ba MLTHA AHEBHO B CTALHOHAPHO CBCTOAHHE € ¢ 35% Mo-BHCOKa
NPUIOKEHW BeOHBX AHeBHO. (CHcremHara ekcno3niuia (AUC) Ha HWIOTHH
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cbCTOsIHHE npy Oo3a oT 400 mg aBa nbTH AHEBHO ¢ 13,4% no-BHcoka oT Ta3u npH xo3a 300 mg npa
nbTH OHeBHO. CpenHMTE HaMi-HUCKH M MHMKOBM KOHLIEHTpalMH 3a nepuog ot 12 Meceua ca Ouiu
npubnusurenHo ¢ 15,7% u 14,8% no-Bucoku npu npuwiokeHue Ha 400 mg nBa NBETH AHEBHO CIPAMO
300 mg nBa mbTH OHEBHO. [IpakTHYeCKH HAMa TMOBHIABAHE HA €KCMO3ULUATA HA HWIOTHHHO npH
yBeJINIeHHe Ha Jo3aTta oT 400 mg aBykpaTHO XHEBHO A0 600 mg ABYKpaTHO IHEBHO.

[TocTHra ce CTALUMOHAPHO CBHCTOSHHME MO CBIUECTBO A0 8-HA AcH. YBEIHYSHHETO HAa CepyMHaTa
€KCIIO3HLIUA Ha HWIOTHHHO MexcIy MbpBaTa 4034 U CTALMOHAPHOTO CHCTOAHUE € 0110 NpHOIM3UTENHO
IBYKPATHO MpH MPIIOKEHHE BEAHDK JHEBHO U 3,8 MbTH NpH NPUIIOXKEHHE ABa ITbTH JHEBHO.

[lenuaTpHuHa DOMyJaLns

[Tpy npunokeHHe Ha HAIOTHHKO TPH NEIMATPHYHM MMAUMEHTH B A03a 230 mg/m? xBa MbTH JHEBHO,
3aKpBI7IeHH 00 Hali-6mi3kara go3a ot 50 mg (o MakcuManHa eauHU4Ha K03a 400 mg), ce ycTaHOBABA,
ye eKCMO3UIUATA B CTALHOHAPHO ChCTOAHHE M XAUPBLHCHT Ha HUIIOTUHHO ca noacOHH ( B paMKUTe Ha
2 TBTA) Ha Te3N IMpH BBH3IPACTHM MNauueHTH, nexkyBand ¢ 400 mg mBa NOBTH IHEBHO.
(dDapMakOKHHETHYHATA CKCIIO3HIIUA HA HWIOTHHHO cliel eTHOKPATHO WIM MHOIOKPATHO MPUITOKEHHE
€ CPABHAMA MEKAY NMEAUATPHYHHTE NMALMEHTH Ha Bb3pacT OT 2 NOAWHH 10 <10 rogHHH # OT

>10 rogunu Jo <18 roanHy.

5.3 [IpeakMHHMYHH JAHHH 32 (0€30NACHOCT

Hunotunu® ¢ wm3cnaeasaH BBE (apMakKONOrMMHM TPOYy4YBaHHMA 3a 0E€30IMacHOCT, MpPOYYBaHHA 34
TOKCHYHOCT IPH MHOIOKpPaTHO MpPHIOXKEHHE, T€HOTOKCHYHOCT, PEMpPOIYKTHBHA TOKCHYHOCT,
$OTOTOKCHYHOCT M KaHLIEPOreHHOCT (TUTBXOBE H MHUIIKH).

dapMakoIOrHYHK ITPOYYIBaHUA 33 6e30nacHoCT

Hunornuaub saMa eekt pppxy LIHC unu nuxarensara ¢yHkuud, In vitro npoyyBaHus 3a 6€30nacHoOCT
10 OTHOHIEHWE Ha CHPLIETO JaBAT NPEeIKIMHAYEH CUrHau 3a yabmxkapaHe Ha QT udTepsana, Bb3 OCHOBA
Ha ipequ3BHKaHH oT HWIOTHHHO Onokupane Ha hERG 3apaaure u yapmkaBaHe NpoXb/DKHTETHOCTTa
Ha aK[IMOHHMA TTOTEHLUHAN B U3ONHPaHH ¢hpua ot 3aiuy. He ca HabnropaBanu edexTn npy W3MepBaHe
Ha EK[ npu xydera ¥ MalMyHH feKyBaHd OO0 39 ceIMHLM WIM TNPH CHEHHAMHH TENESMETPHYHH
NIpOy4YBaHUA MPH KYyUeTa.

[Mpoy4dBaHus 33 TOKCHYHOCT NIPH MHOTOKPATHO NPUIIOMKEHUE

[TpoyuBaHuATa 3a TOKCHUHOCT IIPA MHOTOKPATHO NIPWIOKEHHE FPH KydeTa, ¢ NPOAB/DKHTEIHOCT 10 4
CEAMHLIM, U MPH MaliMyHH cynomolgus, ¢ Npoas/HKHTENHOCT A0 9 Mecela, NOKa3BaT, ue YePHUAT Apod
e IIBPBUYHHMAT MPHLEAEH OpraH 3a TOKCHYHOCT Ha HWIOoTHMHMO. IlpomeHuTe B/IIOUBAT NMOBHILEHA
aKTHBHOCT Ha aTaHHH aMMHOTpaHc(paszaTa M ankanHata ¢ocdarasa, H XHCTONATONOTHUHH HAXOOKH
(rMaBHO XHIEPNIA3HA/XUTICPTPOG¢HA Ha CHHYCOMIATHH KNeTKH WIH KneTkd Ha Kymdep, xunepruiasus
Ha XJIBYHHA KaHan H nepunoptanHa ¢uodposa). Karo uano 6HOXMMHYHUTE MPOMEHM ¢a OUITH HATKITHO
o0paTUMH clel YEeTHPH CEIMHYEeH NepWON Ha BB3CTAHOBABAHE, a XUCTONOTHYHHTE MPOMEHH ca
nokasayy 4actudHa obparuMmocrt. ExkcnosnuusTra Ha HAW-HUCKHUTE MNO30BM HHBA, NpPU KOUTO Ce
Habnonasat eexTH BbPXy YepHUa Apod, e Ouna mo-HUCKa OT €KCIIO3HLMATA ITPH Xopa nmpH ao3a 800
mg/aHeBHO. [IpH MUIIKM M IUTBXOBE TPeTHPaHH 3a Mepuoj 10 26 ceaAMHLM Ce /"‘T}'Fi""‘ R2$aMO
HE3HA4UTEIHY NIPOMEHH B YepHHs apod. Ilpu nibxose, kyyera 1 MaHMYHH € Mg {
oOpaTHMO NOBHUILNABAHE HA CTOHHOCTHTE Ha XOJIECTEpOJIA.
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[Ipoy4yBaHKHA 38 FrEHOTOKCHYHOCT

[TpoyuBaHHA 332 FeHOTOKCUYHOCT NpH OakTEepHANHU in vitro CHCTEMH M TIPH in vitro U in vivo CHCTEMH
npy 6o3aitHnun, ¢bC M 6e3 MeTaboONHTHO AKTHBHPAHE, HE MMOKa3BaT AaHHH 33 MYTarcHEH MOTEHLIMAN Ha
HUNOTHHMO.

[IpoyuBaHHs 38 XAHUIEPOTEHHOCT

[Ipy 2-rogWIoHO NMpOy4BaHe 3a KApLMHOTEHHOCT MPH IUTBXOBE, IMAaBHUSAT TapreTéH OpraH 3a He-
HEONNACTHYHH Jiesuu e Owia MarkaTta (QWiaTauusd, CbAOBA €KTA3HA, XHUIEPIUIa3Had Ha eHAOTENTHHTE
KITeTKH, BB3MAaNCHHE W/HWIM enureNlHa XUneprutasug). Hema 1gaHHM 3a KapUMHOTEHHOCT MNpH
NpUAOKEHHEe Ha HWIOTHHKO 8 no3u ot 5, 15 ¥ 40 mg/kg/neH. [lpu Hali-BHCOKHMTE NO30BH HMBA
exkcrnio3ulmaTa (cnopen AUC) e crorBercTBana NpuOMM3KTENHO HA 2X N0 3X 4YOBEHIKATa AHEBHA
eKCMO3UIMA B cTalMoHapHO cheroaHue (cnopen AUC) Ha HinoTHHHO npn no3a 800 mg/neH.

B 26-ceqMHYHOTO NpPOYYBAHE 3a KapiMHOTeHHOCT npu 1g.rasH2 MHILKH, B KOETO HWIOTHHHO €
npunarad npy xo3n 30, 100 u 300 mg/kg/neH, ce yCTAHOBABAT KOMHH NalKWIOMW KapLUHHOMH IIPY 1032
300 mg/kg, croTBercTBama npudausuTento Ha 30 gao 40 meTH (B3 ocHOBa Ha AUC) ekcno3vuusATa
[IpH XOpa fpH MaKkcuManHa onobpesa xo3a or 800 mg/nex (mpunoxenu karo 400 mg asa MbTH AHEBHO).
HuBoTo, npu KoeTo He ¢e HabNoaaBaT HEXKSIAHU peakldH

(No-Observed-Effect-Level) 3a koxxHure HeomnacTHyHu Je3ud € 100 mg/kg/neH, cbOTBETCTBALLO
npuOAH3MTENHe Ha 10 10 20 MbTH eKCro3HUMATA NPY XOpa Ipy MakcuManHa ogobpena ao03a ot 800
mg/neH (npwiokeHH kato 400 mg aBa mpTH IQHEBHO). INTaBHUTE OPHLENHH OpraHM 3a He-
HEOTUTACTHYHH JIE3HH Ca KOXaTa (CNHACPMANTHA XMITepIUIa3|a), pacTHIIUTE 350K
(nerewepaumsg/aTpodHa Ha emMalina Ha ropHHTe Pe3Lid H BL3MAICHHE Ha BEHLIUTE/OJOHTONCHHMA CIHTEN
Ha Pe3UHTE) ¥ THMYCa (MOBHIIEHA YECTOTA W/IWIH TEXECT Ha MOHUXEHHE HA 6posa HA THMQOLIMTHTE).

[MpoyuyBaHKia 332 peNpOAYKTHBHA TOKCHYHOCT ¥ HEpTUNNTET

HwrotnHu® He MHIOyLMpa TEPATOreHHOCT, HO roka3sa eMOpHO- U (PETOTOKCHYHOCT B JO3H, KOMTO
[T0OKA3BAaT CHLIO M TOKCHYHOCT ITPH Maitkara. YBe/iHyeHa NOCTHMIUIAHTAalHOHHA 3aryba e HabmoaasaHa
KaKTO MpM Mpoy4YBaHe 3a (QEPTWINTET, KOETO BK/IKYBA TPETHPAHE W HAa MBKKH, H HA JKCHCKH
€K3EMIUIApH, TaKa W NP NpoyuBaHe 3a eMOPHOTOKCHYHOCT, KOETO BKIIIOYBA TPETHpaHE Ha KCHCKH
ex3eMrutapy. [lpyr nmpoyuBaHMA 3a eMOPUOTOKCHYHOCT ce Halmonasat eMOpHOHaNHAa CMBPTHOCT H
¢eranny epexkTH (TVTaBHO NOHWKEHO TEMVIO HA MI0/a, TPEXAEBPEMEHHO CPacTBaHE Ha IMIEBUTE KOCTH
(cpacTBaHe Ha MAKCHIIA/3HTOMATHUKYC), BUCLICPAIHH U CKEJICTHH BapHallMH) MPH ILTBXOBE, N yBEJIHUCHA
pe3opOua Ha deTycHTe U CKEJIETHH BapHalluy npd 3adud. B npoyuBaHe Ha Mpe- H MOCTHATATHOTO
pa3BHTHE NpPH TUTBXOBE, MaUHHATA EKCMO3HLMA HA HWIOTHHHUO € JoBena 10 HaMansiBaHe Ha TerfoTo
Ha M&JIKHTEe, CBbP3aHO C IPOMEHH B NOKA3aTeNHUTe 3a PHIHYECKO Pa3BHTHE, KAKTO H C MOHWKaBaHe Ha
MOKA3aTeNMTe 338 pa3MHOXKaBaHe W (EepTUINTET NPH MOKONEHHETO. Excno3uuusaTa Ha HWIOTHHHO NpH
*EHCKH €K3eMIUTAPH, NPH HUBa NpU KOUTO He ce HabmoaaBaT HeKellaHH PeakLMH, OOMKHOBEHO € Mo-
MaJTKa WA paBHA Ha Ta3u NpH Xopa npH go3a 800 mg/aHeBHO.

He e nabmozaasad edekT BppXy Opos/MOABHXHOCTTA HA CMIEPMATO30MIUTE WM BbpXY (eprunMrera

NpH MBXKH H KEHCKH [UTBXOBE A0 HaM-BHUCOKATA M3C/IEABaHa A034, KOATO € NPHOMHIMTENHO 5 ITbTH
MpenopbLYATENHATA 4034 [TPH XOpa.

IIpoy4uBaHus TpH KOBEHHITHH XXHBOTHH

B npoyuBaHe nNo OTHOHICHHE HAa IOBEHWIHO pa3BUTHE, HIWIOTHHHO € MPHJIATaH upe /
MJIalli TUTBXOBE OT IbpBaTa CEAMHULIA Cne paXxAaHeTo A0 NPEBPBLIAHETO HM B MY
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(70 meH cnen paxcmaHero) B f03u oT 2, 6 u 20 mg/kg/med. OcBed CTaAHAAPTHHUTE MOKAa3aTelH, B
NpOyYBaHETO Ca OLEHEH! U IOKA3aTENINTE 3a pa3BUTHE, KakTo B edekruTe BrpXy LIHC, undTocBaneTo
H pepTianTeTa. Bp3 0OCHOBa Ha pEAYKLMATA HA TETTIOTO U MPH JBATA NON2 Y 330aBAHETO B OTHEAHETO
Ha NpenyuuyMa rpH MBbXKHTE (KOETO MOXKe J1a € CBBP3aHO C PeAYKIMATA Ha TELJIOTO) e NPEleHEHO, Ye
[pU MJTaIH IUTEX0BE HHUBOTO, MIPH KOUTO He ce HabmoaapaT Hexxenanu peakuuu (No-Observed-Effect-
Level) e 6 mg/kg/aen. Mnanure XMBOTHH HAMAT NMO-TOJSMa YyBCTBHTETHOCT KBM HHAOTHHHO B
CpaBHEHHE C BB3pacTHHTE. OCBEH TOBa, MPOPWILT HA TOKCHYHOCT NMPH MIAOHTE IUTBXOBE € OWI
noaobeH Ha TO3M NpU BH3PACTHHTE.

[Ipoy4yBanua 3a GOTOTOKCHIHOCT

HokazaHo e, ye HWIOTMHHO abcopbupa ceernuHara or UV-B u UV-A cnexrnpa, pasnpenens ce B
KOXKaTa ¥ Noka3pa GOTOTOKCHYEH NMOTEHLMA in Vifro, HO He ca HabmoaasaHHu edexty in vivo. ITo Tasu
MpAYHHE C€ CYHTA, Y€ PUCKBT HUWIOTHHMO Ra npenn3Buka GoTOCCHCHOWIH3NpaHe NPH NAaLMEHTHTE €
MHOTO HHCEK.

6. OAPMALEBTUYHH JAHHHU

6.1 CnoHenhk H8 NOMOIUHHTE BelllecTBA

Hunotunub® Qapmacalivae 150 mg TBepaM Kancyau

Cwowvpxcanue Ha xancysama
Jlakro3za MmoHOXHApAT

KpocniosBunon Tun A (E1202)
Konownned 6e3ponecH cunuuued quokcun (ES51)
Marne3ues creapar (E470b)

Cwvemas na xancyrama
Xunpomenosa (E464)
Kapareunan (E407)

Kanues xnopun (E5S08)
EputposuH (E127)

AKwat keneseH okcun (E172)
Yepseu xenelzed okcua (E172)
Turanos puokcua (E171)
[Ipeuncrena Bona

Ileuamuo macmiing

[Itennax (E904)
[Mpormanenrnuxon (E1520)
Kanues xuapokcun (E525)
Hepen xenezen okcup (E172)

Hunornuub Papmacatizic 200 mg TBRpAW KaNCyiy

Cwovpacarue na kancyrama

JlakT03a MOHOXHApAT
KpocrnoBunon tun A (E1202)
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Konounen 6e3poaeH cununues guokcua (ES51)
Maruesues creapar (E470b)

Cvemas na xancynama
Xunpomenosa (E464)
Kaparenau (E407)

Kanues xiopna (ES08)
Keart xenezen okeng (E172)
Turanos quokcun (E171)
[Ipeyncrena Boaa

ITeyamno macmuro

Ulemnax (E904)
[Tponunenrnuxon (E1520)
Kanues xuapoxcua (E525)
YepeH xeneseH okeua (E172)

6.2 HecprBMEeCTHMOCTH
Henpuwioxumo

6.3 Cpok Ha roHOCT
24 Mecena

6.4 ChnenHaJdHH YCJOBHS HA CHXPAHEHHE

To3Hn NeKapcTBeH NMPOAYKT HE H3UCKBA CHELIMAIHH YCJIOBHA Ha CbXPaHCHHE.
6.5 BuaH chABPKAHHE HA ONAKOBKATA

Hunotnuut MapmacalbHC C€ Mpeaara B CACAHKUTE OTIAKOBKH:

Hunornuub ®apmacativtc 150 mg TBHpAM Kancy/au

. EQuHHYHM OMAaKoBKH, chAbpxawid 28 TBbpaM kancynd Wi 40 TBLpAM Kancyid B
PVC/PE/PVAC/Alu wir OPA/AWPVC/Alu OnucTepH.

. 'pyrnoBu onakoBkH, chAbpkauy 112 (4 onakoBku no 28) TeepaAH kKancyny, 120 (3 OMAKOBKH ITO
40) TBBpAN Kancyan wid 392 (14 onakoeku no 28) Tebpau Kancynd B PVC/PE/PVAC/Alu uin
OPA/AIWPVC/Alu bnuctepn.

Hunornuu® Papmacatiprc 200 mg TREPAH KAICYJIH

. EQMHWYHK OMAaKOBKM, CBOBpKAIIK 28 TBHpAM KancynH unaH 40 TBBpOM KalCynH B
PVC/PE/PVAC/Alu wiu OPA/AIuw/PVC/Alu bnucrepw.

¢ ['pynoBy onakoBKH, cbabpkamy 112 (4 onakosku no 28) TBLpAY Kancyny, 120 (3 onakoBkH 1o
40) TBBpAM Kancyiu wiu 392 (14 onakosky no 28) teepau kancyau B PVC/PEL

OPA/Alw/PVC/Alu 6nucrepu.

He BcHUKHM BHAOBE ONAKOBKK MOrat Aa ObJaTr myCcHaTH Ha ra3apa.
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6.6 Cnennaann npeanasHH MePKH MPH H3XBbLPASIHE
Heusnon3saHUAT NeKapCTBEH NPOAYKT HAH OTNAIbYHUTE MATEPHAIH OT HEro TpAbBa Aa ce M3XBhLPJIAT
B ChOTBETCTBHE C MECTHHTE H3UCKBaHMN.

7. IIPUTEXATEJI HA PABPEIIEHHETO 3A YOOTPEBA

Pharmascience International Limited
Lampousas |

1095 Nicosia
Kurrsp

8. HOMEP(A) HA PAJPEHIEHUETO 3A YIIOTPEBA
Hunotuau6 ®apmacaitbic 150 mg Teepau kancynu Per. Ne

Hunoruuub ®apmacaiiche 200 mg Tupan kancynu Per. Ne

9. JATA HA ITBPBO PA3SPEILABAHE/NIOZHOBABAHE HA PA3IPEINEHHUETO 3A
YIIOTPEBA

Jlara Ha mepBO pa3peniaBaHe:
Jata Ha nocnegHo NOAHOBABAHE:

10. IJATA HA AKTYAJIH3HPAHE HA TEKCTA
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