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1. UME HA JIEKAPCTBEHUS IMTPOAYKT

Hunorunuo Tesa 150 mg TBbpAM KancyJiu
Nilotinib Teva 150 mg hard capsules

Hunotunu6 Tesa 200 mg TBbpAM Kancyiu
Nilotinib Teva 200 mg hard capsules

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Hunortuuu® Tesa 150 mg TBBpAU KancyJiu
Besika TBBp/a KancyJia CbhaAbpka HWIOTHHHO XMAPOXJIOPH/L AMXH/IPAT, EKBUBAJIEHTHH Ha 150 mg

HU10THHMO (nilotinib).

[IToMOLIIHO BELLECTBO € U3BECTHO JAEHCTBHE
Bcesika TBBpaa kancysia cepabpka 104 mg nakrosa.

Hunoruuu6b Tepa 200 mg TBBPAM KarcyJu
Besika TBBp/1a KarncyJia Cbhbpika HUJIOTHHHO XHAPOXJIOPUA AUXH/IpAT, eKBHBaJIEHTHH Ha 200 mg

HHWJIOTHHHO (nilotinib).

[ToOMOLIIHO BEILIECTBO C U3BECTHO JIEHCTBHUE
Bcesika TBbpaa kancyJia cbabpaa 139 mg nakrosa.

3a MbJIHUS CIIMCBHK HA MOMOILIIHUATE BElECTBA BUXKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Tebpaa kancyna

Hunoruaub Tepa 150 mg TBbpAM KancCyJiu
Bsan 10 )xbaTEHHKAB npax B yepBeHW Henpo3payHu TBbpaAd HPMC kancynu, pasmep |

(npubnusuTenHa ab/okuHa 19,3 mm) ¢ yepeH XOpHU30HTaIEH HaANKe Ha 141010 150 mg™.

Husnoruaub Tesa 200 mg TBbPAM KariCcyjiu
Bsin 10 K bATEHUKAB Mpax B CBETJIOXKbBJATH Henpo3paunu TBepAH HPMC kancysiu, pasmep 0
(npubausuTenHa abokuHa 21,4 mm) ¢ YyepeH XOpU30HTAJIEH HaAMKC Ha T410T10 200 mg™.

4. KJJUHHUYHHU JAHHH
4.1 TepaneBTHYHH NOKA3ZAHHS

Hunornaub Tesa e nokasaH 3a JieueHHE Ha:
—  BB3PACTHH M NEJANATPHUYHH NALMEHTH C HOBOJAHArHOCTHLIMPAHA, MOJIOKHTENHA 32
dunanenduiicka Xxpomo3zoma, XpoHHuHa MuenounaHa neskeMus (XMJI) B xpoHuyHa (asa,
—  BB3PACTHH MALMEHTH B XpoHUYHA (a3a u (pa3a Ha akcenepauus Ha XMJI, nonoxur

nMpeaxoX/aiia Tepanus, BKJIousaua iMaTiHuO. Hsama nannM 3a epukacHoC
XMJI B GnacTHa KpH3a,

—  MeJMaTPUYHU MALMeHTH ¢ nosokutenHa 3a Gunaaenduiicka xpomoszoma X
(haza, KOMTO ca Pe3UCTEHTHH WJIM HE MOHACAT J00pe npeaxoxkaalila Tepanu
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UMATHHHO.
4,2 [o3nrpoBKa H BAYHH HA OPHJIOKECHHE

Jieuennero TpabBa fa ce 3amouHe OT JIEKAp ¢ ONUT B AHATHOCTUKATA K JIEYUEHHETO HA NALMEHTH C
XMIJI. |

O3HUPOBKA ,
JleueHneTo TpabBa Ja NPOAL/KH, AOKATO ce HadmoaaBa KIWHAYHA 0138 WK A0 B3HUKBAHETO Ha
HEMIPHEMJTHBA TOKCHYHOCT.

AKO e NpoITyCHe eHa 1034, NaLMEHTHT He TPAOBA Aa nNpHeMa JOMbJIHHTEHa 1033, Ho TpsaOBa Aa
npHeMe CJICABALIATA A03a CNOPEA CXEMATA HA NMTPHIIOKEHHE,

JI03UpOBKA MPH BEIPACTHH MALMEHTH ¢ NOJOXUTENHA 38 Ounanendmiicka xpoMozoma XMJI
[TpenopbuBaHaTa A03a €:

— 300 mg JBa METH NHEBHO NPH HOBOAWArHOCTHLMpPaHK naiueHTH ¢ XMJI B xponuuHa ¢a3a,

— 400 mg Ara THTH HEBHO NPH MALMEHTH B XpOHUYHA (paza WM BLB (pa3a Ha akcenepauys Ha XMJIL,
KOHTO Ca PE3UCTEHTHH WIH HE MOoHAcAT A00pe nmpeaxoxKaamiaTa Tepanus.

Io3upoBKa npy NeAMaTPUYHHU NALMEHTH ¢ fonoxurensa 3a Gunanenduiicka xpomoioma XMJI
Jlo3upoBKaTa 1py NegUaTpUUHHU NAlHEeHTH € HHAWBHIYAIHA B ¢€ OCHOBaBa Ha TeJIECHATa MOBBPXHOCT

(mg/m?). IpenopbuMTenHaTa 01033 HUIOTHHUG € 230 mg/m” apa MbTH JHEBHO, 3aKPBIIEHH KBM Haii-
6nu3kaTa ao3a ot 50 mg (o makcumaiiHa eanHnvHa Ao3a 400 mg) (Bxk. Tabnuua 1). Morar aa ce
KOMOHHHPAT pa3/IM4HHA KOHUEHTpauuH HunoTuHHO Tepa TBbpAM KalCyIIH, 33 Aa €€ NOCTHIHE
KejlaHaTa aos3a.

JIUnCBa ONMUT C IeYeHHETO Ha NeAHATPHYHH NALMEHTH Ha Bb3pacT No/A 2 roAHHU. JIMNcBaT AaHHH NpH
HOBQAHATHOCTHLIMPAHH NEAUATPUYHH NALMEHTH Ha BB3pacT noa 10 roauHH ¥ ¥Ma OrpaHHueHH JaHHH
npH NeAHATPHYHN TTALMEHTH HA BB3PACT NoJA 6 roAHMHYU, KOHTO Ca PE3UCTEHTHH HIH C HEMTOHOCHMOCT
KbM UMaTHHUD.

Ta6anna 1 Cxema Ba npaaoxkenne Ha HHJI0THREG 230 mg/m? aBa IrHTH AHEBHO NPH
NeAHATPHYBH NAlIHEHTH

TenecHa NOBBLPXHOCT Ho3a r mg
(TTI) (OBa ITBTH NHEBHO)

JTo 0,32 m? 50 mg
0,33 - 0,54 m’ 100 mg
0,55 - 0,76 m’® 150 mg
0,77 - 0,97 m? 200 mg
0,98-1,19m*> | 250 mg
1,20-141m*> | 300 mg
1,42-1,63m®> | 350 mg
>1,64 m® 400 mg

Bvapacmnu nayuenmu ¢ nonodcumenna 3a Puaadenguticka xpomozoma XM/ e xponuyna gasza,
KOUMO €A AeKY8aKU C HUWIOmUKUb xamo mepanus Om nbpPed AUHUWA U KOUMO cQ ROCMUSHANY MPAaeH

0vAb0K Mosexyaaper omzosop (MR4,5)
[IpeycTaHOBABaHE HA NTEYEHHETO MOXKeE A8 ce OOMMCIIH NMPH NOAXOAALIN B3PACTHH NAUMEHTH C
nonoxurenna 3a Ounanenduiicka xpomosoma (Ph+) XMJI B xpornyna asza, KOUTO Ca JEKYBE
HunotuHHO 300 mg ABa MLTH AHEBHO B IPOABIKEHHE HA MUHHMYM 3 F'OJJMHH, KO MOCTHIH}
ABJI00K MOTIEKYJIAPEH OTTOBOP € OMi yCTOHYHB B IMTPOALIDKEHHE HA MUHHMYM €1HA T'OJIHH]
HEMOCPEACTBEHO NPeH NMPEeyCTAHOBABAHE Ha Ne4UeHUETO. [IpeyCTaHOBABAHETO Ha JICUEH)
HWIOTHHHNO TpaOBa Aa ce OCBILECTBH OT JIEKAp € ONHT B JICYCHHETO HA NaLMEeHTH ¢ XM
ToukHu 4.4 u 5.1).
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[MoaxonsidTe NALMEHTH, KONTO NPEYCTAHOBAT JICUEHHETO C HIWIOTHHUO, TpaOBa Aa HMAT U3C/IeABAHH
Hupa Ha BCR-ABL TpaHCKpHNTH M ITb1HA KPbBHA KapTHHA C Ju¢epeHInanto 6poeHe BCEKH Mecell B
NpoAL/DKEHHE Ha €AHA MOJIMHa, cliel TOBa Ha BCEKM 6 CeAMHLIM Mpe3 BTOPATa roAyHa H Ha BCEKH

12 ceamuun cnex ToBa. HeoGxoanmo e aa ce m3pbpursa npocneassaHe Ha HuBata Ha BCR-ABL
TPAHCKPHIITUTE C KOJIMYECTBEH AHATHOCTHYEH TECT, BAIHAKPAH Ja H3IMEPBA HUBATA HA MOJEKYAPHHA
OTroBOp NO MexayHapoaHa ckana (International Scale - IS) ¢ uyBcTsuTennoct none MR4,5 (BCR-

ABL/ABL <0,0032% IS).

[Tpu naumenTrre, kouro 3arybstr MR4 (MR4=BCR-ABL/ABL <0,01%IS), Ho He # ronam
MonekynapeH orroop {major molecular response, MMR) (MMR=BCR-ABL/ABL <0,1%IS) no
BpeMe Ha (pazara Ge3 neuenne, Hupara Ha BCR-ABL tpanckpunTyTe Tpabsa na ce npocneasasar Ha
BCEKH 2 ceMHIM, nokaTto HHBaTa Ha BCR-ABL ce Bbprar oOpaTtHO B MHTEpBaia MexxQy MR4 #
MRA4,5. [TaumeHTHTE, KOUTO NoAAbpkKAT HHBAa HA BCR-ABL mMexay MMR u MR4 B npoabipkenue Ha
MHHHMYM 4 nocleAoBaTeIHY H3MEPBaHHUA, MOTAT Ja C€ BbpPHAT KbM OPUrHHA/IHATE CXEeMa 3a
npocjieasBaHe,

[NaumeHTHTE, KOKWTO H3ryosT nocTurHaTus MMR, Tpabea na nOAHOBAT NCUSHHETO CH B PAMKUTE Ha
4 cenMHLIH OT MOMEHTA, B KOHTO CTaHE ACHO, Y€ € HAaCThIIKWNA 3aryba Ha peMUCHATa. JledeHHeTo ¢
HWI10THHHO TpAORa na ce noaHOBH ¢ Ao3a 300 mg ABa METH IHEBHO WM C HaMalneHa fo3a ot 400 mg
BEAHBK JHEBHO, aKO NMPH NalKeHTa € HMANIO MOHDKABaHEe Ha [103aTa NpeiH NPEyCTaHOBABAHE Ha
nedenueTo. IIpn nauMeHTHTE, KOUTO NOJHOBAT JieueHHETO ¢ HITOTHHKRD, TpadBa na ce npocneassar
HuBaTta Ha BCR-ABL TpaHckpunTv Bcexy MeceRt 1okaTo He ce yctaHoBH 0THOBO MMR H Ha Beeku
12 cenMu1IM cnex ToBa (BX. ToYka 4.4).

Buvapacmnu nayuesmu ¢ nosoxcumenra 3a Qunadenduiicka xpomoszoma XMJT ¢ xponuuna pasa,
nocmuHaru mpaex 0vabox Moaekyaapen omeosop (MR4,5) ¢ nunomunub cred npedwecmeauio

NEYCHUE C UMaAmuUHuob
[TpeycTaHOBABaHE Ha JIEMEHHETO MOXE Aa ce OOMHCIH NMPH W30paHH BE3PacTHH NMalHEHTH C

nonoxurensa 3a Gunanendguiicka xpomoszoma (Ph+) XMJI B xpoHHyHa ¢paza, KOHTO ca NIeKyBaHH C
HHJIOTHHHO B NPOIB/IKEHHE H2a MHHUMYM 3 rOJIMHH, aKO MTOCTHTHATHAT ABJIOOK MOJEKY/ApEH
OTTOBOP € OuUN YCTOHYMB B NPOAB/DKEHHE HA MMHHMYM €/1Ha r'OIMHA, HEMOCPEACTBEHO NPEAH
NpeycTaHOBABAHE Ha NeueHUeTo. [IpeycTaHOBABaHETO HA NEYEHUETO C HWIOTHHHO TpAOBa Aa ce
OCBILECTBH OT IEKap ¢ ONHT B JleueHneTo Ha nauueHTr ¢ XMJI (Bx. Touku 4.4 u 5.1).

[Tpn moaXoAALINTE NALHEHTH, KOUTO NPEYCTAHOBAT JIEHEHHETO ¢ HWIOTHHHO, TpAOBa Na ce n3cnensaT
nuBara Ha BCR-ABL TpaHCKpHITTH M MbJIHA KPBbBHA KapTHHA ¢ AU epeHLHATHO OpoeHe BCeKH Mecell
B MPOAWDKEHHE Ha €IHA FOAMHA, C/Ie] TOBA Ha BCEKH 6 ceIMHLIM Npe3 BTOpaTa rofiMHa ¥ Ha BCEKH

12 ceamuim cnepn topa. Heobxoaumo e aa ce u3pbpiusa npocneassaHe Ha HUBata Ha BCR-ABL
TPAHCKPHUNTHTE C KOJIMUECTBEH AMArHOCTHYCH TECT, BaTMAUpaH Aa U3MEPBa HHBATA Ha MOJIEKYIAPHUS
OTrOBOp NO MexAyHapoaHa ckana (International Scale - IS) ¢ ywyscTeuTenHoct none MR4,5 (BCR-
ABL/ABL <0,0032% IS).

[TauneHTHTE ¢ NOTBBPAcHa 3ary0a Ha MR4 (MR4= BCR-ABL/ABL <0,01%IS) no Bpeme Ha ¢a3ara
6e3 neyerue (ABe NOCIELOBATEIHH H3IMEPBAHHA B MHTEPBAJ OT NOHE 4 CEIMMILM, NOKa3Bally 3aryfa
Ha MR4) unu 3ary6a Ha ronam monexynapes otropop (MMR=BCR-ABL/ABL <0,1%IS) Tpabea na
MOJHOBAT JIeMEHHETO CH B PAMKHTE Ha 4 CEAMMIIKH OT MOMEHTA, B KOHTO ce pa3bepe, ue € HACTBIIHNE
3aryba Ha pemucuaTa. Jleuenuero ¢ HWIOTHHHO Tpabea ga ce nogHosy ¢ no3a 300 mg unu 400 mg
ABa MbTH JHEBHO, [IpH nauHeHTHTE, KOWUTO NOJHOBAT JICHCHUETO ¢ HWIOTMHHO, TpaOBa na ce
npocaeassaT HUBaTa Ha BCR-ABL TpaHCKpHITTH BCEKH MECELl AOKATO HE C€ YCTAHOBU OTHOBO
npeAHUIHHA FONI%M MONeKyapeH orrosop wid MR4 u Ha Bcexu 12 ceamuum cnea ToBa (Bx.

Touka 4.4).
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Kopuwzupane unu moougpuyupane na go3ama
Moxe aa € HeoOX0AMMO JIEYEHHETO ¢ HUIOTHHUO BPEeMEHHO Ja ¢€ NMpEeyCTaHOBH W/WIIH 1034Ta 44 C€

HaMaJIH NOPanH XeMaTO/IOMMYHa TOKCHYHOCT (HEYTPONeHUA, TPOMOOUMTONEHHS ), KOATO HeE €
CBbP3aHa ¢ noajiexkamara nepkemus (Bx. Tabauua 2).

Thﬁ.nﬂna 2 Kopurnpane Ba 103aTa Np# HEYYPONeHHS B TPOMOONHTONEHAN

Be3pacTau nanuentn ¢ | ABH* <1,0 x 10°/1 w/unu | 1. Jeuennero ¢ HunoTunuG Tpabea

HOBOAMArHoOCTHLUMpaHa | TpomMbouuTeH Opoi Ia ce MPEYyCTAHOBH H Ja ¢

XMJI B xponnuHa dasa | <50 x 10°/1] NMpocieay KPbBHATA KApTHHA.
npu 300 mg nBa NbTH 2. JleueHuerto TpsbBa ga ce

aHeBHO H XMJI B Bb300HOBH B pAMKHTE Ha 2
XpOHHYHA (a3a npH | CEIMMLIM C TIpeANIHATA 1034,
[alMeHTH, PE3UCTCHTHU | ako ABH >1,0 x 10%1 w/unn

WIH C HEITIOHOCHMOCT TpomGouHTH >50 x 10°/.

KbM HMATHHHO npy 3. B cayuaii, ye 6poaT Ha KpLBHUTE
400 mg nBa MLTH KJ1E€TKH NMPOAB/DKABA 4 € HUCBHK,
JHEBHO MOXeE Ja € HeoOXOauMO

HaMmanaBaHe Ha go3ara Ha 400 mg
eJHWH ITBT AHEBHO.

4

XM.JI BBE (paza Ha ABH* <0,5 x 10%1 w/wnu | 1. Jeyenuero ¢ HWIOTHHUO Tps6Ba
aKceaepaums rnpu TpoMOoLmTeH Opoit <10 x| - aa ce npeycraHOBH H Aa ce
BB3pacTHH nauueHtH, | 10%/1 MpocieaH KPbBHATA KAPTHHA.
PE3HCTCHTHH UM ¢ 2. Jleuennero Tpadea na ce
HETIOHOCHMOCT KBbM BB300HOBH B paMKHTE Ha 2
uMaTUHHO npu 400 mg CeAMULH ¢ NPeAUIIHATA 1034,
JBa THTH JHEBHO ako ABH >1,0 x 10%/1 wwn

TpomGorun >20 x 10%/1.

3. B cayuaii, ye 6pos Ha KPBBHHTE
KJIETKH NPOAL/DKABA Aa € HUCHK,
MOXE 13 € He0OXOMMO HaMAaNISBaHEe
Ha no3aTta Ha 400 mg eauH ObT

JIHEBHO.
[eanaTpHuHy ABH* <1,0 x 10°/1 w/vnu | 1. Jleyennero ¢ HunoTHHHO TpabBa
IMALKWEHTH C TpomOouuTeH 6poii <50 X Na ce NpeycTaHOBH U Aa Ce
HOBOAMarHocTuiMpasda | 10°/1 NPOCJEAH KPBBHATA KAPTHHA.
XMJI B xpoHuuHa ¢a3a ' 2. Jleuenuero TpaOBa ga ce
npd 230 mg/m® qBa BBH30OHOBU B PAMKHTE Ha 2
TTHTH AHEBHO ¥ ¢ XMJI CeAMHLH C NPEAMIIHATA 10348,
B XpOHHYHA (pa3a ¢ ako ABH >1,5 x 10°/1 w/unu
PE3HCTEHTHOCT MK TpombounTy >75 x 10°/1,
HEMIOHOCHMOCT KhM 3. B cmyuaii, 4e Opos Ha KpbBHUTE
HMaTHHHO NpH KJIETKH [MPOOLIDKABA [1a € HUCHK,
230 mg/m* ABa mbLTH MOKE N2 € HeOOXOHMO
OHCBHO | HaMaJiaBaHe Ha ao3aTta Ha 230

mg/m? eHH THT JHEBHO.

4. AKO BBb3HHKHE CHOMTHE clien
HaMaJIABaHe Ha J03ara, TpsiOBa aa
ce OOMHCIIM NMPEYCTAHOBABAHE HA
JIEYEHHETO.

*ABH = abcomoreH 6poit HeyTpodmH

[Ipu HacTeENBAHE HA KIWHMYHO 3HAYHUMA YMEPEHa MM TeXka HEXEMATOIOrHYHa TOKCHY PSW &
MPHJIOKEHHETO TPAOBa Na ce NpeyCcTaHOBH, a NauMeHTUTe Aa ObaaT HabmoraBaHH K 01:. ‘
NeKyBaHM. AKO npejyliHaTa cxema Ha npuioxeHHe ¢ 6una 300 mg nsa MbTH AHEBHO JP S
naiueHTH ¢ HoBoguardocTuuupana XMJI & XxpornyHa ¢asa, win 400 mg 1Ba MHTH JIHE @ q;.; Yo
BB3PACTHH NALMEHTH, PE3HCTEHTHH MITH ¢ HEMOHOCHMOCT KbM HMaTHHHO B XpOHHUYHA () vy
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(basa Ha akcenepauud, wid 230 mg/m? ABa ITETH AHEBHO MPH NEJHATPHIHH NALMCHTH, npmomeﬂuem
MOJKe J1a ce Bh306HOBH B Jio3a 400 mg eQuH [THT JAHEBHO NPH Bb3paCTHUTE NauuenTd u 230 mg/m?
¢/IMH ITLT AHEBHO NMPH NEAHATPHYHHTE MALKEHTH, CIER OT3BYYaBAHE HA TOKCHYHHTE ABIEHHA. AKO
npeAMILIHATAE cXeMa Ha npuioxenue ¢ Suia 400 mg BeaHbXK JHEBHO MPH Bb3PACTHH NALMCHTH WK
230 mg/m? BEAHBK AHEBHO NPH NEeAHATPHYHH NALMEHTH, JICYEHHETO TPAOBa Aa ce NpeycTaHOBH. AKO
e MOAXOAALIO OT KIMHHYHA IJIeHa TOUKa, TpAOBa Aa ce 0OMHCIIH NOBTOPHO YBE/IMYaBaHe Ha 103aTa
no HavanHa no3a 300 mg ABa IMBTH AHEBHO NPH BL3PACTHHUTE NMallHEHTH ¢ HOBOAHArHOCTHIIMPAHa
XMJ1 B xpounuHa aza unu 1o 400 mg aBa ETH JHEBHO MPY BB3PACTHHTE NauHeHTH ¢ XMJI B
XpOHH4YHA (pasa win BB (asa Ha akcenepaLms, pe3HCTEHTHH WIH ¢ HENOHOCUMOCT KbM HMaTHHHO
wnu no 230 mg/m? aBa TbTH AHEBHO TIPH NEAHATPHYHHTE MAUHUCHTH.

lMokauBane Ha cepyMHaTa aunasa; [Ipu nokauBane Ha cepyMHaTa jJumna3a CTeneH 3-4 [o3uTe Npu
BE3PACTHH NaLMEHTH TpaOBa Ja ce HaMansaT A0 400 mg euH ITET JHEBHO MITH AA C€ NMPEKbCHE
npuema. [lp1 neauaTpuyHU NalMEHTH 1e4eHHETO TPAGBa a ce NpeKbCHE 0 0OPATHO Pa3BUTHE Ha
crouTHeTO N0 Crenex <1. Cnexn ToBa, ako NpeAUIIHATA CXEMA Ha npmmxenue e 6una 230 mg/m? npa
ITHTH JJHEBHO, JICHEHHETO MOJKe JIa ce BB30OHOBH B 103a 230 mg/m?* BeAHbXK JHEBHO. AKO
npeAMLIHATA CXEMa Ha NpHioKeHHe € Guna 230 mg/m? BeaHbk AHEBHO, JieueHHeTo TpA6Ba aa ce
npeycTaHoBH. CTOMHOCTHTE Ha cepyMHAaTa JiHnala TpaOBa Aa ce H3CNeABAT BCEKH Mecell WK NpH
HAJTHYYE HA KIHHUYHH NToKa3aHus (BXK. To4Ka 4.4).

Hoeuuen 6unupyouH u uepHoapoOHu TpaHcamuHaszu: I1pu noxausaHe Ha OMIHpYOHHA K Ha
yepHOAPOOHHUTE TpascaMuHasH Crenen 3-4, O3WTE NPH BB3PACTHH NALMEHTH TPAOBA Aa C€ HAMAIAT
no 400 mg eamH ITLT AHEBHO WIH JAa ce NMpeKbcHe npHeMa. [Ipyu nokausaxe Ha OMnMpyOHHA

Crenen >2 Wi Ha- yepHoApoOHHUTE TpaHcaMHHAa3y CreneH >3 MpH neJHaTpHYHH NALHCHTH,
neveHHeTo TpAOBa fa ce MpeKbCHe A0 Bb3CTaHOBsABaHE Ha crofiHocTHTe Ao Crenen <1. Caexn Tosa, ako
npegriliHaTa CXEMa Ha npmmxeﬂﬂe e 6w1a 230 mg/m? nBa LT AHEBHO, IEUEHHETO MOXKE Ja ce
Bb306GHOBH B A03a 230 mg/m? BeHx AHEBRO. AKO MpeAHIIHATA CXEMa Ha npuioxkeHue e 6una 230
mg/m? BeHBK AHEBHO H BB3CTaHOBABaHeTO A0 CreneH <1 oTHeme nmopeye o1 28 [HH, JICUEHHETO
Tpa6Ba Aa ce npeycraHoBu. CrofiHocTHTe Ha 6WHPYOHHA W YepHOAPOOHHTE TPAHCAMHHA3H TPAOBa Na
Ce H3CJIE/IBAT BCEKH Mecell WIM NPH HATMYHE HAa KITHHHYHH NOKa3aHHA. |

Cneyuannu nonyiayuu
Cmapuecka év3pacm

Mpubnusurendo 12% ot yyacruuuute b8 Pasa Il npoyusane npu nauyeHTH ¢
HoBoauarHoctuippaHa XMJI B xponwiHa ¢aza n npubnusurento 30% ot yuactHuuwre b8 Pasa 1l
npoysusaHe npy nauxeHTH ¢ XMJ1 B xpoHHuHa ¢a3a WK BbB (a3a Ha akcesepauns, pe3UCTeHTHH WIH
C HEMIOHOCHMOCT KbM MMATHHKG, ca Gunu Ha/Haa 65-ronuuisa Bb3pacT. He ce ycranossBar
CBHILECTBEHH PAa3/IHUuHs MO OTHOLIEHHE HAa H€30nacHOCTTa M eHKACHOCTTa NPH NMALKUECHTH Ha

BB3PACT >65 roJMHK B CpaBHEHMUE ¢ NAaLMEHTH Ha Bb3pacT oT 18 10 65 roanuu.

bvbpeuno yepexcoane

He ca npoBsekaaHH KIHHHYHH NPOYYBAHHA MPH NAUHEHTH ¢ HapyllueHa 6s0pedHa QPyHKUKA.

To# kaTO HHUIOTHHHO U HErOBHTE MeTabOJIMTH He ce eKCKpeTHPaT npe3 ObOpeuHTe, NpU NaLMEHTHTE C
610peuHo yBpeXiaHe He ce OYaKBa HAMAIABAHE HAa TOTAJIHHY TE€IECEH K/IHPBHC.

Heproopobro yspexcoare
VBpexIaHeTo Ha yepHHA Apo0 MOBIHABA YMEPEHO GapMaKOKMHETHKATa Ha HHIOTHHHO. He ce cMmaTa

3a HeOOXOMMO KOPHTHpaHe Ha J03aTa MpH NMaLHeHTH ¢ YepHOApoOHO yBpexkaaHe. HezaBucHMO oT
TOBA, NALHEHTHTE ¢ UepHOAPOOHO yBpexKaaHe TpabBa fa 6bAaT TEKYBaHH C [TOBHIIIEHO BHUMaHKe (BXK.
Touka 4.4).

Cvpoeunu napyuenun
OT KIHHHYHHTE TPOYUYBAHUI €& M3KIOYBAHU NALHEHTHTE C HEKOHTPOMHMPAHH WIH 3Ha4
3a0ongBanus (Hanp. CKopo npekapaH HHQapKT Ha MUOKapaa, 3acTOHa ChpAeYHa HeJl
HecTaOHUNHA aHrMHA WK KIMHHYHO 3Ha4YMMa Opaaukapaus). Heobxonumo € nosHiLeHG (B
NMAHHEHTH CbC ChOTBETHHTE ChpAeUHH 3abonaBaHug (Bxk. Touka 4.4) |
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Croblara ce 3a IOBMINABAHE HA HUBOTO Ha OOIIIHA CEPYMEH XOJECTEPO MPH JIEYCHHE ¢ HWIOTHHHO
(8. Touxa 4.4). Heo6xoaumMo e aa ce ornpeneny JUMRAHUA NPOGUI MPEaH 3aN0YBaHe Ha JJIEYEHHETO C
HWIOTHHMO, Cled KOETOo [a ce OLICHH Ha 3-HUa H 6-HA Mecell ciell 3anouBaHe Ha TepanuaTa U NoHe

BEAHBX MOAULIHO NPH NPOALIDKHTEIHA TepParHA.

Cpobimara ce 3a NMOBHINABAHE Ha HHBOTO HA KPHBHATA 3aXap MPH JICYCHHE ¢ HWIOTHHHEG (BiXK.
Touka 4.4). OlLeHka Ha HHBOTO Ha KPbBHATa 3axap TpsOBa [la ce HafpaBH NpPEay 3ano4YyBaHe Ha
NeYeHHeTo ¢ HWIOTHHKUO K [1a ce MpOCIeaN N0 BpeMe Ha JIEHEHHETO.

Ileouampuura nonyaayun

bezonacHocTTa ¥ €PHKACHOCTTA Ha HWIOTHHWO NpH neAMaTPHYHM MALHEHTH C NOJO0XKHTEIHA 32
Pdunanenduiicka xpomozoma XMJI B xpoHH4Ha (asa Ha Bp3pacT OoT 2 A0 noa 18 roauuu (Bx.

To4kH 4.8, 5.1 1 5.2) ca ycraHoBeHH. JIMNCEBA ONMUT NMpH NEJHATPHYHH NTALHEHTH HA BBH3PacT NoA

2 roAVMHH WIHK TIeJHaTPHYHY NALHEHTH ¢ MONoXuTenHa 3a Gunanendguiicka xpomoszoma XMJI BB
a3za Ha akcenepanus WM 6nacTHa kpu3a. JIMNCBAT NaHHH NPH HOBOAHATHOCTHIIHPAHH NEHaTPHYHH
nanHeHTH Ha BBL3pacT noA 10 roanHu ¥ uMa orpaHvYeHH JaHHH NPH NEJHATPUYHH NALMEHTH Ha
BB3pACT NoA 6 roAMHK, KOWUTO ca PE3HCTEHTHU MM C HEINOHOCUMOCT KbM UMATHHUO.

HasyH Ha MpUIoXeHUe

Hunornrn6 Tesa TpaGba aa ce npHeMa ABa ITbTH AHEBHO NMPE3 HHTEPBAI OT NPHOMH3HTENHO 12 vaca K
He Tpa0OBa Ja ce npueMa ¢ XpaHa. TebpaHTe Kancynu TpadBa fa ce MOrTbLIAT LenH ¢ Boja. He Tpabsa
Aa ce MpHeMa XpaHa 2 yaca NpeAn npyeMa Ha 103aTa M MOHE eIMH 4ac Cliell ToBa.

[Ipu naupeHTH, KOHTO HE MOTAT Aa NPErTbTHAT TBBPAMTE KaMNcCyJ/d, ChAbPKAHHETO Ha BCAKA TBBpIA
Kancyja Moxe Ja ce pa3TBOPH B €Ha YaeHa JIbKHYKa A0B1K0BO Mope U Aa ce npueme HesabaBHo. He
TpaOBa Aa ce U3MOJI3Ba MOBEYE OT €AHA YaeHAa JTbXHYKa AOBIIKOBO MOpe WIH ApYr BUI XpaHa OCBEH
A0BIKOBO Mope (Bxk. 4.4 u 5.2).

4.3 IlpornBonmoxasanus

CBpbXYYBCTBHTENHOCT KbM aKTHBHOTO BELLECTBO MAH KbM HAKOE OT FIOMOLIIHHUTE BEINECTBA,
u30pOeHH B TO4Ka 6.1.

4.4 CoenHaJHH OpeaynpekaeHHN H HpelNa3HH MepKH NpH yonoTpeba

Muenocynpecus

JIeueHueTo ¢ HUIOTHHHO ce cBbp3ra (National Cancer Institute Common Toxicity Criteria crenen 3
1 4) ¢ TpoMbouTONEHNA, HEYTpONeHus U anemus. Uissara e no-yecta npy nauneHTn ¢ XMJI,
PE3UCTEHTHH WIH ¢ HETIOHOCHMOCT KbM UMAaTHHHO M ocobeHo npH nanueHTH ¢ XMJI B1B daza Ha

- akcenepawuya. UscneapaHe Ha mbJIHA KpbhBHA KapTHHA TPAOBa Ja ce NPOBEKAA Ha BCEKH JBE CEAMHLUH
npe3 MLPBHTE 2 MECela, a CJIe] TOBA BCEKH MECell MM MPH KITHHUYHH NokKazanud. MuenocynpecusTa
KaTo 1o e Orwa obpatiMa U 06UKHOBEHO € OHna OBNaAsBaHa ¢ BpEMEHHO NpEeyCTaHOBABAHE HA.
JIeYEeHUETO ¢ HUIOTHHHO WM HAMAIIABAHE Ha J03aTa (BXK. TOuKa 4.2). |

Y ane Ha OT uHTepBaa
JlokazaHo e, 4e HWIOTHHHO yab/DKaBa Mo 3aBHCHM OT KOHLICHTpALMATa HAYHH ChpAeYHaTa KaMepHa

penonsapu3zauna, onpeneneHa upe3 QT uarepsana Ha EKI™ ¢ IOBLPXHOCTHH OTBEXAAHHUS NMPH
Bb3PACTHH H NMEAHATPHYHH NALIMEHTH.

Bue (a3a lII npoyuBane npn nanueHTy ¢ HopoaHarHocTuiupana XMJ1 B xpoHuyHa ¢
300 mg sunoTHHMO aBa MBTH AHEBHO, MPOMSHATA B CpeiHHA, ocpeaHeH 1o Bpeme QTc
CTALIMOHAPHO ChCTOAHHE CIIPAMO H3XxoaAHRusA € 6 msec. Hama nauuentd ¢ QTcF >480
HabarogaBaHy enu3oan Ha “torsade de pointes™.
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Bse ®asa Il npoyusane npu nauuesTH ¢ XMJI B xpouuuHa ¢asa u BB da3a Ha akcenepaiu,
npuemaiiny 400 mg HUIOTHHUG ABA ITETH AHEBRO, PE3HCTEHTHH HIH ¢ HEMOHOCHMOCT KbM MMaTHHHO,
MpOMAHATA B CpeRHHA, ocpeaHeH no speme QTcF uHTepsan cnpsMo H3XOAHHA B CTALMOHAPHO
chCTORHME € choTBETHO 5 M 8 msec. QTcF >500 msec ce Habniopasa npu <1% ot Te3n nauueHTH. B
KIHHHYHH NPOYuBaHHA He ca HabIonapaHy enu3oaM Ha torsade de pointes.

IIpu npoy4BaHe ChC 3ApaBH AOOPOBOALIM C EKCHO3MIUNA, KOATO € CPAaBHMMA C EKCIIO3ULIUHTE
HaGao0naBaHK NPK NaLMEHTH, OCPEHEHATa 110 BpeMe, CpeaiHa, rnauebo-u3sancna npomsHa B QTcF,
cnipsMo M3xoaHara croinoct e 7 msec (CI £ 4 msec). Huko#i or uacneapannre HaMa QTcF

>450 msec. B nonmbiHenue, B X013 Ha MPpOBEXAaHe Ha MPOYYBAaHETO He ca HabnoaaBaHH KIMHHYHO
3HAYKMH apUTMHM. B YacTHOCT, He ca HabnmoaaBaHH enu3oay Ha torsade de pointes (npexoaHs WK
MPOAB/DKHTEHH).

3raunMo yawkasane Ha QT HHTepBana MOXe Jla HaCTBITH, KOraTo HUIOTHHUO ce nmpuema
HENPABWIHO ChC CHIHH HHXMOMTODH Ha CYP3 A4 w/unu nekapcTBEHH NPOAYKTH C U3BECTEH
noTeHuMan na yasmkasat QT unreppana, w/wiM ¢ xpaHa (8. Touka 4.5). Hanvunero Ha
XUMOKAJIHEMHS ¥ XHIOMarHe3ueMHsa MOXKE JONBJIHHTENHO JIa 3aCHWIH TO3U e(peKT. Y IbDKaBaHETO Ha
QT uHTEpBana MoXe J1a M3NOXKH MALHEHTHTE Ha PHCK OT QAaTaleH H3XOA.

Hunoruuut6 tps6sa aa ce npuara ¢ MOBHIICHO BHHMAHHE MIPH MAlLIHEHTH, KOUTO MMAT WK KOMTO Ca

CBC 3HAYHTENICH PUCK OT Pa3sBUTHE HA yIb/UKABAHE Ha QTc, kaTO Takusa:

- ¢ BpoaeH yawnkeH QT uHTeppan.

- ¢ HEKOHTPOJIMPAHH HIH 3HAYMMH ChpAEYHH 3a0012BaHMUA KATO CKOPO NPEKapaH HHQapKT Ha
MHOKAp/a, 3aCTOMHA Chp/ieYHa HEAOCTAThYHOCT, HeCTAGHIHA AHTHHA WITH KITMHHYHO 3HaYMMAa

OpagvKapams.
- TIpHEMAallH AHTHAPHTMHYHH JI€KapCTBa WIH APYTH BELNECTBA, KOHTO BOAAT IO yabnkasaHe Ha QT.

[penopbuBa ce CTPOro npocneaasane Ha epekra BbpXy QTc uHTepBasa H PErHCTPHpAHE HA U3XOAHO
EKT, npeau 3anoyBaHe Ha JIEUEHUETO ¢ HWIOTHHHUO M NMPU HATHYHE HA KIIMHHYHH NOKA3aHKA.

XHIMTOKATMEMHUATA WIH XHIIOMArHe3neMHaTa TpadBa Aa ObAAT KOPUrHPaHH NPean NPHIOKEHHETO Ha
HWIOTHHHO M 18 Ce NpocsenaBaT NepUHOIUYHO C€/ TOBA.

BHe3anHa cMBbpT

HUma crobenns 3a HeuecTH ciayvau (0,1 no 1%) Ha BHesanHa cmbpT npu nauneHTd ¢ XMJi B
XpoHH4Ha ¢aza Wik BEB (pa3a Ha aKcenepauus, pe3HCTEHTHH WIH C HENMOHOCHMOCT KbM HMATHHHO, ¢
npeALlecTBalna aHaMHe3a 3a ChpaeYHo-3a00/12BaAHEe WIM 3HAYHMH PHCKOBH (DAKTOPH 3a Pa3BHTHE Ha
chphaedHO 3a00naBaHe. KbM OCHOBHOTO 3/10KAYECTBEHO 3a00N4BaHe YECTO MLTH Ca HAJTHLE H
NpHAPYXaBall{ 3a001ABaHMsA, KAKTO ¥ ZPYTH CHITHTCTBALIH JIEKapCTBERH NPOAYKTH. Hapyuiennara B
KaMEPHATA penonapH3aima cbiuo Morat aa 6naat gonpuHacaus gaxtop. [1o Bpeme Ha dasza Il
npoyuYBaHe NpH NALKMEHTH ¢ HoBoasarHocTuipada XMJI B xponnuna dasa He ca cho0liaBaHH
C/Tyuad Ha BHE3alHa ChpAc4Ha CMBPT.

3aapbiKKa HA TEYHOCTH U OTOK

[To Bpeme Ha @as3a III npoyuBaHe npy nauneHTH ¢ HoBoauarHoctuuupana XMJI ca HabmopaeaHn
HeuecTH cirydau (0,1 a0 1%) Ha Texka popma Ha CBBP3aHa ¢ IPHEMa Ha JIEKAPCTBOTO 3aApb>KKA Ha
TEUHOCTH KaTO ILIeBpasieH HAMB, OenoapobeH oTok u nepukapaer ninue. IlonobHu cLOHTHA ca
Hab/101aBaHM M MPU NOCTMAPKETHHIOBHTE ¢hoOileHHs. HeouakBaroTo, 6bp30 HaanaBaHe Ha Terso
TpabBa Aa OBAC BHUMATENTHO U3CNEIBAHO. AKO CE NOABAT MMPH3HALM Ha TEXKKA 3aJPHKKA HA TEYHOCTH
[10 BpEME Ha JIEYCHHETO ¢ HWJIOTHHHO, eTHONOTHATA TPA0Ba 212 C¢ U3ACHH U NPH NALKEHTHTE Ja CE

TOKCHYHOCT).
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ChpaeyHOCHAOBH CHOMTHSA

Cry4ay Ha ChpASYHOCHAOBH CLOMTHA ca choDIaBaHH B X018 Ha paHaoMH3HpaHo Pasa 11 npoyusane
[Py MaLHEHTH ¢ HoBoaMarHocTHuHpana XMJI u ca Owin HabmoAaBaHKH NPH NOCTMaPKETHHIOBHTE
choOIeHHs. B KIHHMYHOTO MpoyUuBaHe, IpU CpeaHa NPOAB/KHUTENHOCT Ha TeparnuaTa oT

60,5 Meceua, chpaeuHocbaoBUTE ChOHTHA 0T CreneH 3-4 BrIIOYBAT NEepUdepHa apTepHanHa
okmy3uBHa 6onect (1,4% u 1,1%, cvoraerHo npu 300 mg 1 400 mg HANOTHHHO ABa MHTH AHEBHO),
HcXxeMHYHa 6oiecT Ha chpleTo (2,2% u 6,1%, cvorBetno npy 300 mg ¥ 400 mg HUNOTUHMO ABA MHTH
JHEBHO) ¥ HCXEMHUYHHM MO3BYHOCHI0BH ¢chOuTHA (1,1% u 2,2%, chorBeTHO npu 300 mg u 400 mg
HUAOTUHHO IBa ITbTH AHEBHO). [lauMentuTe TpabBa na 65T MOCHBETBAHH 1A NOTHPCAT He3abaBHO
MeIMIIMHCKA MOMOILI, aKO BHE3arNHO MOYYBCTBAT NPH3HALM HJIH CUMITTOMH Ha CHPACYHOCHAOBH
crOUTHA. CHpAEYHOCHIOBHAT CTATYC Ha MALUMEHTHTE TpAbBa fa Obae OleHeH, a ChPACYHOCBAOBHTE
DUCKOBH (haKTOpM Aa OBAAT MPOCIENEHH U aKTHBHO J1a Ce ONUTBA, Aa ObJaT OTCTpaHEeHH 110 BPpEMe Ha
JICYEHHETO ¢ HWIOTHHKG, CHIIacHO CTaHAAPTHHTE pbKoBoACTBA. Tpabea na ce npeanmiue
CBHOTBETHATA TEPANHg 3a NIOBNHIBaHE HA CHPACYHOCHAOBUTE PUCKOBH QakTOpH (BX. TouKa 4.2 3a
yKa3aHWA 38 MOBIWIBaHE HA HEXEMATONOTHYHA TOKCHYHOCT).

PeaxTHBaLIMg HA XenatuT B

HabniozaBana € peakTHBALMS Ha XenaTHT B npH nauueHTH, KOKTO Ca XpPOHHYHH HOCUTENH Ha TO3H
BHpYC, cnen kato npuemaT BCR-ABL tuposnHkHHa3HH HHXHOHTOPH. B HAKOH CiTydad HacTuNBa
OCTpa YepHOAPOOHA HEROCTATHUYHOCT HWIH GYyJIMHHAHTEH XENaTHT, BOJEL A0 YePHOAPoOHa
TPAHCIUTAHTALIMA WIH (aTaNeH W3XOol.

[Tpeau na 3anOYHAT JieHUeHHE ¢ HWIOTHHHO, nauneHTHTe TpabBa na 6enar acnensany 3a HBV
uHdekuus. [Tpean aa 3anovHaT Je4eHHE, NALMEHTHTE C NMO3HTHBHA CEPONOTrHA 3a XenaTHT B
(BKTIOYHMTENHO TE3H C AKTHBHO 3a60n19BaHe) M NalMeHTH, KOUTO ca nonoxurenHy 3a HBV ungexuus
110 BpeMe Ha NeyYeHue, Tpabsa 6baaT KOHCYATHPaHH ChC CMNELHATHCTH B JIEYCHHETO Ha XenaTuT B,
Hocurenure Ha HBV, KOMTO HMaT HY)XAA OT fieUeHHe ¢ HWIOTHHHO, TpaOBa 1a ObaT BHUMATEHO
NpocaeABaHH 34 NPH3HALM H CHMITOMH Ha akTHBHAa HBV uHexma no Bpeme Ha I€UEHHETO H
HAKOJIKO Mecelia Clie/] Kpas Ha JieHeHHeTo (BX. Touka 4.8).

CrielIHanHo npocieasBate Ha Bb3pacTHU nauveHTy ¢ Ph+ XMJI B XpoHHuHa (pa3a, KOMTO ca
NOCTUTHAIIH TPaeH AbIAOOK MOJICKYJSPEH OTrOBOp .

Bwamogicnocm 3a npeycmanogaeane Ha Aeyenuemo
H36pauu naupeHTH, NPH KOUTO € NOTBBPAEHO, Y€ eKcrpecHpaT XapakrepHute BCR-ABL

TpaHCKpHITTH, €13a2/b2a2 wnn el4a2/b3a2, MoraT fa c€ HMaT NpeABU/ 3a NPEYCTAHOBABAaHE Ha
nevyeHuero. IlaumnenTrnTe TpadOBa na umat xapaktepHuTe BCR-ABL TpaHCKpUNTH, 32 a € Bb3MOXKHO
xosndecTseHo onpenensHe Ha BCR-ABL, oueHka Ha AxnbounHaTa Ha MOJIEKYJIAPHHA OTTOBOP H
onpeaeNnsHe Ha Bb3MOXHA 3aryba Ha MONIEKyJISpHa pEMHCHS CIIEA MPEYCTAHOBABAHE Ha JIEUECHHETO C
HUJIOTHHHD.

IIpocaedgeane Ha nayuenmu, KOUmMo ca npPeyCmanosunu nevesuemo
Heob6xoauMo € Aa ce H3BBpPLIBA YecTo npocaeassaHe Ha HuBaTa Ha BCR-ABL TpauckpuneTe npH -

nalMeHTHTe, N30paHy 0a MPeyCTAHOBAT JICUEHHETO, Ype3 KOJTHYECTBEH AHArHOCTHYEH TeCT,
BAJIHAMPAH Ja H3MEPBa HUBATA Ha MOJIEKYJIIPHUS OTroBop ¢ uyBcTBHTENHOCT noHe MR4,5 (BCR-
ABL/ABL <0,0032% IS). Husata Ha BCR-ABL Tpanckprnrrre TpabBa aa ObaaT onpeaensHu npeau
H N0 BpeMe Ha NPEeyCTaHOBABAHE Ha JICUeHHETO (BXK. Toukn 4.2 1 5.1).

3arybarta Ha ronam monekyaspeH orrosop (MMR=BCR-ABL/ABL <0,1%IS) npu nausentn ¢ XMJI,
KOKTO NOJTY4aBaT HWIOTHHHO KaTo ITbpBa WIH BTOpa NMMHHUA Tepanui, WIM NOTBbpAEHAaTa 3aryoa Ha.—

(MR4=BCR-ABL/ABL <0,01%IS)) npu nauuents ¢ XMJI, kouro nomy4asar HUIOTHHHO 4
NIMHKA Tepanus, e JOBEAAT A0 MOJAHOBABAHE HA JICYEHHETO B PAMKHTE Ha 4 CeIMHLM OT M
Ko#TO ce pa3zbepe, ue € HaCTbNUNA 3aryba Ha peMucHaTa. [1o Bpeme Ha ¢azara Oe3 neueHuf
HACTBITHA PEUMAKUB HA MOJIEKYJISPHO HHBO, KATO MHNCBAT AaHHH 3a XBIMOCPOYHHA pe3ynTa
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Ta3u NPHYHHA € 0COOEHO BAXKHO YeCTO Aa ¢e npocieassar Huata Ha BCR-ABL TpaHckpunTHTe M
MBJTHATA KPbBHA KApTHHA ¢ AWdepeHLHaNHO 6poeHe, 3a Aa ¢¢ YCTAHOBH Bb3MOXHATa 3aryba Ha
peMHCHs (BXK. TouKa 4.2). [TaumeHTHTE, KOMTO HE YenaBaT Aa nocturHat MMR cnes Tpu Mecena
OJHOBEHO JieYyeHHue, TpAOBa Aa 6bAAT OTHOBO H3CJCABAaHH 3a MyTalua 8 JoMerHa Ha BCR-ABL
KHHA3aTa.

JlabopaTopHHU H3CcAeABaHMS H NpOCaeaIBaHe

JTunuou e kprema

Bne ®a3a Il npoyusane npH nainueHTH ¢ HoBoanarHocTHuHpaHa XMJL, 1,1% ot nauueHnture,
nexyBaHH ¢ HWIOTHHHO 400 mg ABa METH AHEBHO MOKA3BAT NOBHiLIEHHE Ha OOLIHA XOIECTEPON OT
Crenen 3-4; B rpynara, npiematia kuaotuHub 300 mg nBa meTH AHEBHO He ce Habmoaasa
nosuLIcHHE Ha XoJnectepona ot Crenen 3-4 (k. Touka 4.8). [IpenopnuBa ce, Aa ce onpeaenu
JUNUAHKS PO, MpeaH 3aMoYBaHe Ha JICYCHUETO ¢ HUNOTHHHO, Clell KOETO Ja ¢ HanpaBH OlleHKA
Ha 3-ua ¥ 6-Ha Mecell, cJie]] 3arouBaHe Ha TEPANyaTa H Aa C€ NPOCEABa MTOHE BEAHEK MNOAHIIHO NpPH
NpoAL/DKYTENHA Tepanus (B, Touka 4.2). Ako e reobxoxumo npunaraseTo Ha HMG-CoA
pelyKTa3eH HHXHOMTOp (JIMMUAONOHWKABAILO CPEACTBO), MOJIA MPErnenanTe Touka 4.5, npeau na
3aMoqHeTe AeuerueTo, Thit Kato onpeaeneHn HMG-CoA penykrasHu HHXHOHTOPH ce MeTabonusupar
ceino ot CYP3 A4 en3uMHara cuctema.

Kpvena 3axap
B1Be ¢asa Il npoyurane npH nauMeHTH ¢ HoBoAHarHocTHuMpaHa XMJ1, 6,9% w 7,2% or nauueHTuTe,

JIEKYBaHH CHOTBETHO ¢ HHAOTHHHUO 400 mg ¥ HunoTHHKO 300 mg nBa MBETH AHEBHO, MOKA3BAT
MOBHLICHHE Ha KpbBHaTa 3axap ot Crenen 3-4. [IpenopbuBa ce HHBaTa H8 KpbBHATa 3axap fa OnaaT
OLICHEHM MPEH 3aTI0YBaHE HA JIEUEHHeTO ¢ HWIOTHHUO M MPOCIEACHH 110 BpEME Ha ICUEHHETO, B
3aBUCHMOCT OT KJIHHMYHHTE MOKa3aHHa (BXK. Touka 4.2). AKO pe3yTaTuTe OT TECTOBETE NaBaT
OCHOBaHHA 3a MPOBEXKIAHETO Ha Tepanui, Nexkapure TpAOBa aa cieaBaT JOKATHATE CTaHIAPTHH
NPAKTHKH U PBKOBOJCTBA 34 JICYCHHE. |

B3anMoaeHCTBHA ¢ APYTH IEKAPCTBCHHU NPOAYKTH

Tpabpa na ce H30ArBa NPHIOKEHHETO HA HUJIOTHHHO € leKapcTBa, KOUTO Ca MOLIHM HHXHOHTOPH Ha
CYP3 A4 (Bxirousaliid, HO He OrPaHU4€HH 0 KETOKOHA30J1, HTPaKOHa30J1, BOPUKOHA301,
KIAPUTPOMHKLIVH, TENHTPOMMLIMH, PUTOHABHP). B ciTyuaii ge neueHreTo ¢ HAKOE OT T€3H JIEKAPCTBEHH
CPENICTBA € HANOKHTENHO, C€ NPENopbhYBa, aK0 € Bb3MOXHO TEpanuATa ¢ HAIOTHHHO fa Obae
npeycTaHOBEHA (BX. Touka 4.5), [1py nonoxeHue, ve He € Bb3MOXKHO BPEMEHHO J1a Ce NPEyCTaHOBH
JIeYEHHETO, € HeOOXOIHMO CTPHKTHO MPOCeASBaHe Ha NalMeHTa 3a yawnkasade Ha QT uHTepBana
(k. Toukun 4.2, 4.5 n 5.2).

CerbTCcTBalaTa ynorpeba Ha HWIOTHHHO ¢ IeKapCTBEHH MPOAYKTH, KOHTO €a MOLLIHH HHAYKTOPH Ha
CYP3A4 (nanp. ¢peHnToHH, pudaMnHunH, kapbamasenus, penodapoduran U XKbJIT KAHTAPHOH) HMA
BEPOATHOCT A4 HAMaNH €KCIO3MLIMATA Ha HWIOTHHHG B KIMHHYHO 3HauxMa crened. ETo 3aio, npu
NALHEHTH MOMY9aBallii HWIOTHHHO, 3a CHITHTCTBALLO JieyeHHe TpaOBa fa ce noadepaT anTepHATHBHH
JIeKapCTBEHH NPOAYKTH ¢ no-ciab noreHuyan 3a MHAykuua Ha CYP3A4 (sx. Touka 4.5).

MCKT Ha XpaHaTa

BHOHATHYHOCTTA HA HHIOTHHHO ce yBenuuaBa oT xpaHara. Hunoruuu® Tesa He Tpabpa na ce npuema
¢ XpaHa (BX. ToUukH 4.2 1 4.5) u Tpabea na ce nmpuema 2 yaca caell XxpaHeHe. He Tpa0Ba na ce npuema
XpaHa NoHe €AKH 4ac ciel npuerara Ao3a. COKbT OT rpeHnpyT U Apyry XpaHH, 3a KOMTO ce 3Hae, 4e
nuxuOupar CYP3A4 Ttpabea na ce nzbsarsar. [Ipu nauueHTH, KOMTO HE MOTAT A4 NPErTbTHAT
TBBPAMTE KaICYJIH, CHABPKAHHETO Ha BCAKA TBLPAA KaNncyna MOXe Jia € Pa3TBOPH B €1Hg Mjaerrd—
THXKUYKA AOBAKOBO MOpe N 1a ce npueme HezabasHo. He Tpsbsa jaa ce u3non3ssa nose / 3y
4ACHA JIbKHUKA A6BIKOBO MIOpe WM APYT BUI XpaHa OCBEH AOIKOBO Mope (BXK. TOY)
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YepHOAPOOHO YBPEXAAHE

VBpexaaHeTo Ha YyepHHa Apob MOBNHABA yMepeHO PapMAKOKMHETHKATA Ha HHIOTHHHO.
[TpwioxkeHKHeTO Ha eHOKpaTHa Ao3a 200 mg HuioTuHUG BoaAM Ao nosumasane Ha AUC ¢ 35%, 35%
u 19%, CLOTBETHO NPH MHAMWBHAM C JIEKO, YMEPEHO H TEXKO YEPHOAPOOHO YBpEKAaHe, CIIPAMO
KOHTPOJIHa IPyTia HHAMBHAM ¢ HOpMalTHA YepHOApoOHa dyHkuus. [peasnaerata Corax HA HHAOTHHHO
B CTALIHOHAPHO CHCTOSHHUE NMOKa3Ba NOBULIEHHE CHOTBETHO ¢ 29%, 18% u 22%. Ot xnuHHuHHKTE
NPOYYBAHHA Ca M3KIIOUBAHM MAIMEHTH C aNnaHWH aMHHOTpaHcaMHHasa (ALT) w/unu acnaprat
amuHotpaHcamuHaza (AST) >2,5 (uam >5, ako e cBbp3aHO Che 3a00/ABAHE) METH HAJl ropHaTa
rpaHMlia Ha HopMaTa Wiy obL OMnMpyOHH > 1,5 MbTH HaJ| ropHaTa rpaHHLIa Ha HOpMaTa.
MeTaboau3MBbT Ha HWIOTHHHO € 0CHOBHO YepHOoapoben. CnenoBaTe/iHO, NMPHU NALMEHTHTE C
4yepHOAPOOHO yBpEXKIaHe MOXKe J1a HMa NOBHLICHA eKCIIO3HLIKA Ha HRNOTHHHO W Tpabea aa Ovaar
NIEKYBaHH C MOBHIIEHO BHHMaHHUe (Bx. Touka 4.2).

CepyMHa nunasa

Hab6niogaBaHo € nokauBaHe Ha CTOWHOCTHTE Ha cepyMHaTa Jiunasa. [Ipenopbysa ce NOBHILEHO
BHUMAHHE NPH NALIMEHTU ¢ aHaMHe3a 3a NaHKpeaTHT. B ciyyaii ye, NoBHIaBaHETO Ha cepyMHaTa
NIUNAa3a € CHIIPOBOAEHO OT KOPEMHH CHMITTOMH, NeueHHeTO ¢ HWIOTHHUO TpAdBa 1a ce NpeyCTAHOBH H
A& ce NpeanpreMaT HeoOXOAUMHTE IHATHOCTHUHH MEPKH 3a H3KIIIOUBAHE HA MAHKPCATHT.

ToranHa racTPpeKTOMHS

BHoHanTHYHOCTTa Ha HHIOTHHHUG MOXe na Obie HaMaleHA NPH NALMEHTH ¢ TOTallHa raCTPEKTOMHS
(k. Touka 5.2). Tpabea aa ce uMa NpeaBHA MO-YECTO KIHHHUHO MIPOCAEASBAHE HA TAKHBA NALIHEHTH.

TyMOp-TH3HC CHHAPOM

IMopaan BE3MOKHOCTTA 38 Bb3HUKBEHE Ha TYMOP-NH3UC CHHIApOM (TJIC) ce npenoprusa kopurupaHe
Ha KIHHHYHO 3HAYMMATa JeXHApPaTalKMA H BACOKHTE HHBa Ha MHKOYHA KHCEJIMHA NPEAH 3aMnoyuBaHe Ha

NIeYeHHETO ¢ HIWIOTHHHUO (BXK. TOuKa 4.8).

[leavaTpHuHa nonynaauus

Ha6monaranu ca 1abopaTopHH OTKIOHEHHUA, XapaKTEPHIHPALUH CE C JIEKO 10 YMEPEHO TPAH3IUTOPHO
NoBHIIaBaHe Ha aMMHOTpaHCcepasnuTe U O0IMA OUNHPYOHH, C NO-BHCOKA YECTOTA NPH Jela
OTKOJIXOTO NMPH BL3PACTHM, MOKA3BALIN MOBUINEH PUCK OT XeNaTOTOKCHYHOCT B NeAHATPHYHATA
nomynaums (Bx. Touka 4.8). UepnonpobHara ¢yHkimsa (CTORHOCTH Ha OumpyOHHA U 4epHORPOOHHUTE
TpaHcaMHHa3H) TpAOBa Aa ce NpocneasBa BCEKH MECEL HITH NPH HaJlH4Me Ha KITHHUYHH NOKa3aHHA.
[Mosuinasaxero Ha OMIKMPYOHHA K YepHOAPOOHKMTE TPpaHCAMHHA3U TpAOBa fa ce OBJIAJABA KATO
BPEMEHHO CE CIpe JICYCHHETO ¢ HWIOTHHHO, HAMAIH e 103aTa WHIIH Ce CNpe JIEHEHHETO C
HIIOTHHHO (BX. Touka 4.2). B npoyusaHe npu neanatpudHata nonynauus ¢ XMJI ce crobiiana 3a
3a0aBAHE HA PACTEXA NPH NALMEHTH, JICKYBAHH ¢ HWIOTHHHO (Bx. TouKa 4.8). IIpenopbusa ce
CTPHKTHO MPOCJIeJABAHE HA PacTeKa NPU NeJUaTPHHHM MALMEHTH Ha eUeHHe ¢ HWIOTHHHO.

JIaKTO3a

To34 NeKapcTBeH NPOAYKT ChABPXKA NaKTo3a. [TaliMeHTH ¢ peaKkH HacAeACTBEHH NpobieMu Ha
HEMMOHOCHMOCT KBbM TaJlakTo3a, MJICH NaKTa3eH ACPHUHMT WIH FRIOKO30-Ta/1aKTo3Ha Manabcopbuus He
TpAOBa JAa MPHEMAT TOBA JIEKAPCTRBO.

Hatpuii

ToBa JIeKapcTBO ChAbPXKA no-Maiko oT 1 mmol saTpuit (23 mg) Ha no3a , T.€. MOXe 24 ce
NPAKTUUECKH HE ChOBPXA HaTpuUii.
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4.5 BiaumopaelicTBHE ¢ APYTH JeXKapCTBEeHH DPOAYKTH H APYrd GopMH Ha B3aumonelicTbue

Hunotunu6 MoXke aa ce npuaara B KOMOMHALIMA C XEMaTOMOCTHYHH PACTeXHH (PaKTOPH KaTo
EPHTPOTIOETHH MM rpaHyIoLMT-KoJIoRHocTHMYnHpail ¢akrop (G-CSF), ako HMa KNMHHYHH
nokasaHusa. Moxe [a ce npiwiara U ¢ XWIPOKCHYpea WIH aHarpe/iui, NpH KIHHHYHH NOKa3aHMi.

Hunotrun6 ocHoBHO ce MeTaGommsKpa B YepHHs Apob, kaTo ce cunTa, ye CYP3A4 nonpunacs B Haii-
rojiiMa CTENCH 3a OKHCJIMTENHHA MeTabonu3sM. Hunomuuud e coiio Taka cybeTpart Ha eimyxcHaTa
oMna 3a peua rekapcrsa, P-rnuxonporerH (P-gp). Ero 3amo, abcopOuudra u nocneasauioro
eJIMMHHHpaHe Ha CHCTEMHO abcopbupaHua HHJIOTHHHO Morat Aa ce TOBIHMAAT OT BELECTBA, KOMTO
nosnuasat CYP3A4 w/unu P-gp.

BewecTBa, KOMTO MOTaT /ia MOBHUIAT CEPYMHHTE KOHLIEHTPALKWH Ha HHIOTHHHO

ChITbTCTBALIOTO NPUIOKEHHE Ha HWIOTMHHO M uMaTHHUO (cybcTpar ¥ MoaepaTtop Ha P-gp
CYP3A4) uMa cnab unxuouropeH edext sepxy CYP3 A4 n/unu P-gp. AUC Ha nMaTHHHO ce e
nosumnna ¢ 18% no 39%, a AUC va HunotuHHG ce e nosuuuna ¢ 18% no 40%. Manko sepodrHo e
ONMUCAHHUTE NPOMEHH 1a HMAT HAKAKBO KJIIMHHHYHO 3HAYCHHC, |

TTpy 34paBH YYaCTHHLM €KCTIO3HLIMATA Ha HUAOTHHHO ce yBe/ln4aBa 3-MbTH, KOraTo Ce npuiara
eAHOBPEMEHHO ¢ MolitHHA HHXHOHUTOP HAa CYP3 A4 keTokoHa30i. ETO 3a1110, CBITETCTBALIOTO JIEUCHHE
¢ MOIHM HHXuOHuTOpH Ha CYP3 A4, BNIOYBAlIM KETOKOHA30/, HTPAKOHA30J1, BOPHKOHA30JI,
PHTOHABHD, KIAPUTPOMHUUMH H TEIHTPOMHLIMH TpAOBa Aa ce u3barea (Bxk. Touka 4.4). Ilosuiuena
eKCHO3HIMA Ha HIIOTHHHO MOXe CBIIO Aa C€ OYaKBa M NpH yMepeHH HHXHOuTOpH Ha CYP3A4.
TpabBa Aa ce 0OMHCIH CHITBTCTBAILO NMPWICKEHHE C ATTEPHATHBHH JIEKAPCTBEHH NPOJYKTH, KOKTO
HAMAT WIH MMaT MHHUMAaJTHO MHXHOupauo geficTere Bepxy CYP3A4,

BeillecTBa, KOMTO MOTAT 14 NMOHWIKAT CEPYMHAaTa KOHLE A HA HWIOTHHHO

PudaMnuuus, MmoineH vHAYKTOp Ha CYP3 A4, noHwkaBa Cpax Ha HWIOTHHHO ¢ 64% H BOAM 10
namanaBane Ha AUC Ha HwioTHHHO ¢ 80%. Pudammuiny u HiiotuHHO He TpadBa na ce npuaarat
€ IHOBPEMEHHO.

CeObTCTBALIOTO MPHIOKEHHE Ha APYTH JIEKAPCTBEHU NPOAYKTH, KOWTO HHAYLmpar CYP3A4 (nanp.
(ernTOHH, KapbamasenuH, PeHoOapOUTaT M KBAT KAHTAPHOH) CBHLUO TAKA HMA BEPOATHOCT Aa
NOHKKH €KCNO3HLIMATA HA HWIOTHHMO B KIHHUYHO 3Ha4YWMa cTened. [IpH nalMeHT!H, NpH KOHUTO €
nokaszaHa ynorpedara na nuaykropu Ha CYP3 A4, e neobxoauMo Aa ce H3bepaT arrepHaTHBHH
CpeACTBa C NO-MATHK NMOTEHLHAN 38 €H3UMHE HHXYKLIHA.

PasTBOopHMOcTTa Ha HIWIOTHHHED 3aBucH ot pH H e no-uucka npu no-sucoko pH. Ilpu 3apasu
ao6poBoLH, NpHemMaliy e3omenpason 40 mg BeAHBK AHEBHO B MPOABDKEHHE HA 5 [IHH, C€
HabmoaaBa 3HAYHMO MTOBHIIABaHE HA cToMalnHoTO pH, aokaTo abcopbunstra Ha HUIOTHHHD € camo
yMepEHO NnoHkeHa (27% noHmwkeHue Ha Cumax H 34% nonwxenue Ha AUCq..). HHnotunnb moxe na
Ce M3MO0N3Ba €AHOBPEMEHHO € €30MENpa3osl WK APYrd HHXHOUTOPH Ha MMPOTOHHATA TIOMIIa NPH

HyX/a.

B npoyueaHe npH 3apaBu 40OpOBOJILM HE € HAOMIONABAHA 3HAYHMA NPOMAHA BhB
(hapMaKOKHHETHKATa HA HWIOTKHHUO, KOraro eRMHUYHa /1032 HUIOTHHUO oT 400 mg e npunoxena

10 vaca cnen u 2 yaca npean pamoTuauH. CrieAOBATENIHO, KOraTo € HeoOX0AHMA €1HOBPEMEHHA
ynorpe6a ¢ H2 6nokepH, Te Morar aa ce npunarat npubausurenHo 10 yaca npean ¥ MpHOIN3UTENHO
2 yaca cjej NpHeMa Ha HUIOTHHHO.

B ¢BILOTO MpOyYBaHe, NPHIOKEHHETO Ha aHTHAUMAH (ATYMHHHMEB XHAPOKCHI/MarHE3UER
XHAPOKCHI/CHMETHKOH) 2 Yaca MpeAd WIH clIeA eAHBIYHA 103a HIOTHHHO ot 400 mg, cAfug !
nosaKsABa hapMaKOKHHETHKATAa Ha HUIOTUHHKO. CiegoBarenHo, ako € Heobxonumo, &
MOrarT Za ObAaT npHnaraid NpUOIM3HTENHO 2 vaca NMpean WK NpHONM3KTENTHO 2 Yaca ches
Ha HHWJIOTHHUD.
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Beniectpa, 4MATO CHCTEMHE KOHLICHTPAIMA MOXe a Objie MpOMEHEHaA 0T HWIOTUHUO

In vitro iuno™MHKG e otHOcHTENHO chineH HHXHOuTop Ha CYP3A4, CYP2CS, CYP2C9, CYP2D6 u
UGTI1ALI, ¢ naii-aucka croiinocT Ha Ki 3a CYP2C9 (Ki=0,13 microM).

B npoyuBaHe 32 1eKapcTBEHH B3aUMOAEHCTRHA NMPHIOKEHHETO Ha €AHOKPATHA 1033 HHIIOTHHHUO

800 mg npu 3paBu A0GpOBONLM, NpHeMalLH BapapHH 25 mg, KOATO € UyBCTBHTENEH CybCcTpar Ha
CYP2C9, He BOAM A0 HAKAKBH NPOMEHK BBB GapMaKOKHHETHUHHTE M10KA3aTeIH Ha BapgapHH WaH
BbB (hapMaKoAHHAMHKATA Ha BapdapHH, H3MEPEHa upe3 NpoTpoMOHHOBOTO BpeMe (PT) nnu
MEKIYHAPOAHOTO HOpMaTH3HpaHo choTHoweHKHE (INR). JIunceaT naHHH OTHOCHO eeKTHTE B
CTaLMOHApHO cheTosHHe. [IpoyuBaHeTo AaBa OCHORaHHME Ja CE CMATa, ue NpH N03U Ha BapdapHH A0
25 mg e MaJKo BEpPOSTHO [Ja MMa 3HAYMMH JICKapCTBEHH B3aUMOACHCTBUA MEXAY BapdapHH K
HwioTHHHO. Iopanu nuncara Ha JaHHKH OTHOCHO €(PEKTUTE B CTALIHOHAPHO CHCTOSHHE C€ NPEenopbYBa
KOHTpoaHpaHe Ha hapmaxoauHaMHuHuTe nokasareny Ha sapgapu (INR win PT) cnen 3anousaHe Ha
nedyeHne ¢ HWIOTHHUO (MoHe npe3 MbpBUTE 2 CEAMHLIH).

INpn naunentu ¢ XMJI, HunoTHrHO, npuwioxkeH B 1033 oT 400 mg ABa ITETH AHEBHO B MNPOAB/DKEHUE
Ha 12 aun, noeuiasa cucteMHata ekcnosHums (AUC u Crpax) Ha IPHETHA NEPOPAIHO MHAA30NIAM
(cyb6ctpat Ha CYP3A4) chotBeTHO © 2,6 ey M 2,0 mbTH. HunotiHnb € yMepeH HHXHOUTOp Ha
CYP3 A4, B pesynrar Ha TOBa, CUCTEMHATA EKCTIO3HLIMA H HA JPYTH JIEKAPCTBEHH NMPOAYKTH, KOMTO Ce
meTabousHpaT npeauMHo ot CYP3A4 (nanp. onpeaenesn HMG CoA peaykrasHH HHXHOHTOPH)
Mo aa Obe rnoBuilieHa, KoraTo ce NpuiaraT eJHOBPEMEHHO ¢ HWIOTUHHO. Moxe aa ce HanoXH
CHOTBETHO MOHHTOPHPAHE H KOPHIHpaHe Ha N03aTa MpH JIEKAPCTBEHH IMPOAYKTH, KOHTO ca cybcTpaTH
Ha CYP3A4 4 MMaT TeceH TEpaneBTHUYEH HHAEKC (BKIFOYMTEIHO, HO HE CaMO alipeHTaHH,
LHMIUTOCHIOPHH, AMXHPOEProTaMKH, €ProTaMHH, PEHTaHIWI, CHPOIUMYC H TAKPOJHMYC), KOraTo ce
NpUIaratT €AHOBPEMEHHO ¢ HHIOTHHMD. -

KomOHHaLMATa Ha HUIOTHHHO ¢ T€3HM CTATHHH, KOHTO C€ €IIMMHHHUPAT riasHo ype3d CYP3A4, moxe
N2 YBEJIHYH MOTEHLIMANA 33 CTaTHH-HHAYLIMpaHa MHOTIATHA, BRIIOYHTEIHO pabaoMHONH3A.

AHTHADMTMHYHH JIEKAPCTBEHN NPOXYKTH Y APYTH BEUIECTBA, KOMTO MOTraT ja yaAbxkar QT HHTepBaia

HunotuHrO TpabBa Aa ce npuiara ¢ NOBULUCHO BHHMAHHE MPH DAIIMEHTH, KOUTO UMAT KUK NTPH KOHTO
MOJKe Jia HaCTbIM yAwDkasaHe Ha QT MHTEpBaNa, B TOBA YMCIO NALMEHTH, KOUTO IPHEMAT
aHTHAPYUTMUYHH JICKAPCTBEHH NMPOAYKTH KaTO aMHOapOH, AH3ONHPaMHKI, NPOKAHHAMUA, XMHHJAMH H
COTAJION WIK JIPYTH JIEKApCTBEHH NMPOAYKTH, KOWTO MOraT Aa JAoBenat Ao yawnkasaHe QT uateppana
KaTO XJOPOXHH, XaN0(aHTPHH, KIAPHTPOMHLIMH, XalOTICPHAOI, METAAOH H MOKCHONOKCALMH (BXK.
TouKa 4.4).

BiauMoneHCTBHA ¢ XpaHK

Abcopbuuara 1 OMOHANTMUHOCTTa HA HIWIOTHHHO C€ yBEeJIMYaBaT, KOraTo ¢¢ npHemMa ¢ XpaHa, KoeTo
BOJHM 10 NO-BHCOKA CEPYMHA KOHI[eHTpauus (Bx. ToukH 4.2, 4.4 u 5.2). CoksT OT rpeiindpyT M
IPYTHTE XPaHH, 32 KOUTO ce 3Hae, ye uHxubupat CYP3A4 tpabea na ce n3barear.

[lenpaTpuyHa NOMyNALMA
[IpoyuBanusg 3a B3aMMOACHCTBHSA Ca MPOBEXKIAHH CaMO NMPH Bb3PACTHH.

4.6 DeprannTer, 65pEeMEHHOCT H KbPMERE

XKenn ¢ aerepoaeH noreHiman/Konrpauenums

YKeHu ¢ AeTepoleH NOTeHUHAN TpAOBA 18 W3N0A3BAT BUCOKOE(EKTHBHA KOHTPALIENLMS N0 KPORC HA i
NeYeHUETO ¢ HIWIOTHHHO H B Npoab/DKeHHE Ha ABE CEAMULM Clleq MPUKTIOYBAHE Ha JTede e '
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bpeMeHHOCT

JIunceaTt Wiv UMa OrpaHHyMeHH JaHHM OT ynoTpedara Ha HUIOTHHUO NpH OpeMeHHH KeHH.
[TpoyuyBaHHATa NpH )KHBOTHH MOKA3BAT PENpPOAYKTHBHA TOKCHYHOCT (BXK. TouKa 3.3). HunotuHn6 He
TpsAOBa Aa ce M3M03Ba NPH OPeMERHOCT, OCBEH aKO KIIHHHYHOTO CHCTOSHHE HA XKEHATa He H3UCKBA
neueHHe ¢ HWIoTHHHO. B cnyuaii Ha ynoTpeba no BpeMe Ha HpeMeHHOCTTa, OpeMeHHaTa xeHa TpsabBa
aa 6bae HHpOpPMHpaHa 3a Bb3MOXKHHUTE PUCKOBE 3a I10A.

AKO KeHa, KOSTO Ce /IeKyBa ¢ HWIOTHHHO IiaHupa OpeMEHHOCT, MPH HeA MOXKeE J1a ¢ce OOMMCIH
NPEYCTAHOBABAHE HA NICUEHHETO, Bb3 OCHOBA HA KPHTEPHUTE 3a JOMYCTHMOCT 32 NPEYCTaHOBABAHE HA
JIe4EHHETO, ONTHCAHK B TOUKH 4.2 u 4.4. JIlaHHWTE 32 HANW4YKE Ha OPEMEHHOCT MPH MALMEHTH JOKATO
ca B peMHCHA Oe3 nedenue (treatment-free remission - TFR) ca orpaHH4YeHH. AKO ce IUlaHyBa
GpemeHHOCT no Bpeme Ha (pazata Ha TFR, naunenTet Tpabsa na 6na¢ HHOpMHpaH 3a

' MOTEHLHATHATA HEOBXOAHMOCT OT MOAHOBABAHE HA JICUEHHETO ¢ HUIOTHHHO No BpeMe Ha
OpeMeHHOCTTA (BX. TOUKH 4.2 1 4.4).

KLpMeHe

He e H3BeCTHO Nand HHAOTHHHO ce eKCKpPETHPa B KbpMaTa. HaTUYHHTE TOKCHKOIOTHYHH DaHHH NPH
’KHBOTHH TMOKA3BaT EKCKpELiMg Ha HIWIOTHHHUO B MiIaxoTO (8. Touka 5.3). Trpil kaTo HE MOXKe Ja ce
M3KTIOUM PHCK 32 HOBOPOACHHTE/KbPMAUeTaTa, JKeHUTe He TpAOBa Ja KEPMAT NO BpEME Ha EYCHHETO
C HWIOTHHHO W B NpOoaBb/DKEHUE HA 2 CEAMULIM ClIell TIPHEMA Ha MOCaeAHAaTa 1034,

QepTHIHTET

[Mpoy4YBaHMATA NPU )KHBOTHH HE NOKA3BAT BNUAHHE BHPXY (EPTIIMTETA MPH MBKKH K XKEHCKH
LILXoBe (Ba. Touka 5.3).

4.7 Edexrn Bbpxy cnocobHocTTa 32 mopapane H pabora ¢ MAIHHH

HunoTHHHO HE NOBNHARA WIH MOBIHABA NPeHEOPEKHMO CriocOOHOCTTA 3a IogHpaHe U paboTa ¢
MauidHH. He3aBHCHMO OT TOBa, NpenopbuBa ce MaLUMeHTHTe, KOHTO UMAT 3aMasHOCT, yMOpa,
3PHTEIHH HapYLIEHHS HITH APYTH HEXENaHH PeakiiHH ¢ Bb3MOMKHO BIIHAHHE BEPXY CIIOCOOHOCTTA 34
wodunpaxe unu 6ezonacHa pabora ¢ MalllMHK, Ja c€ BB3ABPKAT OT H3BbPIUBAHE HA TE3H HAEHHOCTH,
NOKATO Ca HAIMLIE TE3H HEeXKEJaHN peakLHH (Bxk. Touka 4.8).

4.8 HexelanH NEKAPCTBEHH peaKiHH

0O60011eHHe Ha npotdhuina Ha 6e300acCHOCT

[TpodunbT Ha GezonacHocT ce Gasupa Ha cOOpHH AaHHH OT 3 422 nNauMeHTH, JEKYBaHH ¢ HUIOTHHHO,
8 13 KIHHHYHH NPOYYBaHHA, IPH OROGPEHHTE NOKA3AHNA. BE3PACTHH H NEJYATPUUHH NALMEHTH C
HOBOAHATHOCTHLMPAHA, NOIOXKHTENHA 3a Dunagenduiicka XpoMo30Ma, XpOHUYHA MUEJIONAHA
neskemus (XMJI) B xpoHuuHa da3za (5 KTMHHHYHH 1poyuBaHus ¢ 2 414 nalpeHTH), Bb3pacTHH
NnauMHeHTH B XpOHH4YHA (a3a K ¢asa Ha akcenepauna Ha XMJL, nonoxurenHa 3a Ounaaenduiicka
XpOMO30Ma, MPH MALHEHTH, KOUTO Ca PE3UCTEHTHH WIH HE NOHAcAT A0Ope npeaxoalia Tepanus,
BKTIOYBALIA HMATHHHO (6 KTMHUYHH NMpoy4YBaHusA ¢ 939 nauueHTH) M NENHATPHUYHH NTALUEHTH C
nojioxkuTenua 3a Gunanenduticka xpomozoma XMJI B xpoHHuHa ¢a3za, KOHTO Ca PE3HCTEHTHH WIH HE
noHacAT xodpe Npeaxokaaina Tepanydsg, BIUTIOYBaLla UMaTHHHO (2 KIHHHYHH NPOYUYBAHHA C

69 nawueHTH). Te3u cOOPHH JaHHU NpeAcTaBAT eKcno3uum ot 9 039,34 nanueHTo-roaUuHH.

[TpodurbT Ha 6e30MaCHOCT KA HUIOTHHUO € MTOCTOsIHEH NPH BCHMKH NOKA3aHHA.

Haii-uecTHre HeXenaHH peakluH (uectoTa >15%) ot cOopHHTE KaHHH 33 OE30MaCHOCT RS Mol
(26,4%), nHdekuHa Ha rOPHHTE AUXATENHH MbTHILA (BIKJIIOYHTENHO QapUHIUT, Ha30(: i' = ps
pHHHT) (24,8%), rnaBobonue (21,9%), xunepbunnpybureMus (BIUTIOUHTENHO NOBHILICH {

L
C

13
HU/H/0891/IA/C04/G




kpsBTa) (18,6%), aprpanrus (15,8%), ymopa (15,4%), ranene (16,8%), npypuryc (16,7%) u

tpomboudToneHus (16,4%).

TabnuueH COUCHK Ha HEXENAHUTE PEaKLiuH

Hexenanure peakuuy, cho01aBany NpH KIHHWYHHW MPOYYBAHHSA H NOCTMAPKETHHIOBH CHOOIIEH
(Tabnuua 3), ca n36poeHH No cHcTeMo-opraHeH kiac K yectora no MedDRA. HecroraTa €
onpeaeneHa KaTo ¢a H3MO/I3BaHHU CIEAHHTE KATEropHH: MHoro Yectu (=1/10); yectr (21/100 oo
<1/10); Heuectu (>1/1 000 o <1/100); peaxu (=1/10 000 mo <1/1 000); mroro peaku (<1/10 000); ¢
HEM3BECTHA 4ecToTa (0T HATMYHHTE JaHHHU He MOoxXe aa ObJe HarnpaseHa OLleHKa). -

Ta6arna 3 Hexenann JieKaApCTBEeBH PeaKNHH

Hudexnnn n HEQECTINHNA

M#uoro yecti:

HHdekuua Ha FOPHHTE AUXATENHH IThTHILA ( BKITIOYHTENIHO GapHHTHT,

| Ha30dapHHIUT, PHHHT)

YectH: DonuKyIHT, OPOHXHUT, KAHAH03a ( BKITIIOYHTENHO OpanHa KaHAMA03a),
MHEBMOHHS, FACTEPOCHTEPHT, HHPEKIUA HA MUKOYHHTE MHTHLI

Heuectn: Xepnec BUpycHa HHOeKLMA, aHaneH abcuec, kaHAKa03a (HHGeKUHMA C
KaHAKuAa), QYPYHKY, CETICHC, MOAKOKEH abcuec, THHea Neauc

Penxu: PeaktiBauus Ha xenatut B |

Heonnazmn — 106poKAYECTBEHH, 3JI0KAYECTBCHH H Heonpe/ae/ieHH (BKJI. KHCTH H [10JIHNH)

HeuecTH:

KoxeH nanrioM

Peaku:

O_PH.JIBH nanH'.on, NapanpoTCHHCMHA

Hapymenns ra KpbLBTA H JHEMQPHATA CHCTEMA

MHOT0 YecTH:

AHeMHA, Tpomﬁoum‘om:ﬂm

YecTH:

JleBkoneHHs, ICBKOUMTO3a, HEYTPONEHH s, TPOMOOLMTEMHUSA

HevectH;

Eosunobnini, GedpuiHa HeyTponeHus, numq)onenuﬂ NaHUUTONECHUA

HapyuieHHS Ha BEMYHHATA CHCTEMa

HeuecTH:

| CBPBXYYBCTBHTETHOCT

Ham{menun HA €HJOKPRHHATA CHCTEMA

MHOTO YeCTH:

3abansHe Ha pacTekKa

YecTH: XHIIOTHPEORAHIBM
Heuect!: | XunepLﬂpeoHnuaﬁM
Peaxn: BropHyen XxunepnapaTipeoan3bM, THPCOURHT

Hapymenns Ha MeTa001H3MAa H XPAHEHETO

YectH:

EnexTponuTeH aucGanaie (BKIHOUYUTENHO XHIIOMArHE3UEMUA,
XHNEPKATHEMHA, XHIIOKATHEMHUA, XHIIOHATPUEMHS, XHITOKAILIHEMHS,
XUnepkaiuuemus, xuneppochareMun), 3axapeH auaber,
XHMECPTIIUKEMHA, XHIIEPXONIECTEPONEMHUS, XHIEPITHITHAECMHSA,
XHUNEPTPUINHLICPHIEMHSA, IOHWKEH aNieTHT, NoJarpa, XunepypuKeMus,
xunodochareMus {BKNIOUKTENHO NIOHIKEHHE Ha docdopa B KPEBTA)

HeuecTH:

HﬂXH,IIP&T&I.lHH, MIOBHIUCH aniCTHT, AHCITHITHACMHA, XHTNNOTJTIHKECMHA

Penxu:

HapyiueH aneTuT, TYMOpP-JIU3HC CHHAPOM

[Icuxnunn HApYIIeHHS

Yectn: Jenpecus, 6330:51-1113, TPEBOXKHOCT
HevecT!: AMHe3Hs1, 00bPKAHOCT, A€30PHEHTALHS
Penxu: Jnchopus

HapyumienHs HR HEPBHATA CHCTEMA.

MHOro 4YecTH: ['nasobonue
Hecv: 3aMasHOCT, XHIIOECTE3Ms, NAPECTe3HH, MHIPEHa
Heuectn: MO3BYHOCHA0B HHIHAEHT, BETPEUEepenHH/ MO3BYHHA Kpbﬂo "’

HCXEMHYEH HHCYIIT, TPAH3UTOPHH HCXEMMYHH aTakH, MOB it Lo

3aryba Ha Cbh3HaHHE (BKJIIKOYHUTETHO CHHKON), TPEMOp, Ha .,, Ho ; %
‘,.J' L

BHUMAHHE, XHNIEpecTe3Hs, AN3ECTE3N, JeTaprus, nepugd -- ga | 14 £

HEBpOMATHA, CHHAPOM Ha HECNOKOHHHTE KpakKa, J]Hl_[EBa ApH .LL'.*:;J::,;"' ‘
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Penxmu: CteHo3a Ha 6a3WiapHaTa apTepus, MO3BYEH OTOK, HEBPHT Ha 3PUTENHUA
HEpPB

HapymeHns Ha OYHTe |

YecTH: KOHIOHKTHBHT, CYX0 OKO (BIUIFOYHMTENTHO KcepodTanMus), Apa3HeHe Ha
OUYHTE, XHNEPEMH (CKNTepaATHa, KOHIOHKTHBAaNHa, O4YHA), 3aMbIJIABaHE
H& 3pCHHETO

Heuectu: HapyiueHue Ha 3p€HHUETO, KOHIOHKTHBAITHA XEMOPAarusa, HaMancHa
3IPHTENHA OCTPOTA, OTOK Ha Kienadure, bnedapur, potorncus,
ajiepru4eH KOHIOHKTHBMT, AMIUIONHA, O4YEH KPbBOK3IHB, O0IKa B OKOTO,
OUEH TIPYPUTYC, NOAYBaHE Ha ouuTe, 3abonsBaHe Ha O4YHATa
MOBBPXHOCT, NepuopOuTaneH oTok, porogodus

Penxu: | XopHopeTHHONATHA, €4EM Ha NanuiuTe

HapymeHHs HA YXOTO H JAOHpHHTA

YecTn: CeeToBbpTEXK, OO/IKA B YXOTO, THHHTYC

Heuecru: | Hapymen cyX (XMII0aKy3us)

Chpaevns RApymeRny

Yectu: CreHokapans, apHTMHH (BKIIOYHTENHO aTPHOBEHTPHKYIAapeH 010K,

NpeAChPAHO TPeNTeHe, KAMEPHH EKCTPACHUCTONH, TAXUKaPAHA,
npeachpaHO MbKACHE, Opaauxapaus), NANNUTALMH, YOBDKEH QT
MHTEPBAJl Ha &JIEKTPOKapAHOrpaMara, KopoHapHa 60J1eCcT Ha ChpPLUETO

Heuectn: MuokapaeH uHGapKT, IIYM HA CHLPLETO, NEPUKAPACH H3NHUB, ChpJeUHa
HEeAOCTATHYHOCT, AHACTONHA ANCOYHKUMA, B Oeapen GOk,
[epHKapaMT

Penxu: | Llnano3a, HamaneHa (Gpaxuys Ha H3TIIaCKBaHe

C HensBecTHa uectoTa: | KamepHa QMCQYHKUHMA
ChA0BH HADYIIEHHS

Yectn: - XHnepToHus, 3a4EpBsBaNe, NepudepHa apTepHalHa OKIy3HBHA OonecT

Heuectu: XHnepTOHHYHH KPH3H, KAy HKAlLMO HHTEPMHTEHC, NNepHepHa
apTepuaZiHa CTEHO34, XeMaTOM, apTEPHOCKIIEpO3a, XHUITOTOHHA,
TpomMbo3a |

Penks: XemoparnyeH ok

PecniHpaTOpHH, TPLAHA H MEAHACTHHAJIHH HAPYIICHHS

MHoOro yecTH: Kamunna

Hectn: JIMcrniHes, AUCTIHES NIPH HATORAPBAHE, CMTUCTAKCUC, OpodapHHIreanHa
bonka

Heuecru: BenoapobeH OTOK, IIEBPAJICH H3NTHB, KHTEpCTHLHANHA benoapobHa

Oonect, nnespanHa 00JKa, IVICBPHT, APa3HEHE Ha MbpPJOTO, AHMCHOHHA,
GenoapobHa XHNEPTOHHA, XPHITOBE

| Penku: DapuHronapunreanHa Oonka
CroMamHO-IpEeBHE HAPYIICHHS
MBHoOro yecTH: ["ageHe, Goska B ropHaTa 4acT Ha KOpeMa, KOHCTHINaUMa, Auapus,
MOBPbILAHE
Yectu: [TankpeaTur, KopeMeH JUCKOMOOPT, pa3ayBaHe Ha kopeMma,

¢naTyneHuus, 605Ka B KOpeMa, AUCTIENCHs, FAaCTPHT, racrpoesodareancH
pedyKc, XeMOPOHIH, CTOMATHT

HeuecTn: [CacTponHTECTHHANHA XEMOparus, MeJieHa, yiiliepalMi B yCTara,
e3odareanHa 0oJika, CyxoTa B yCTaTa, HyBCTBHTEIHOCT Ha 3b0HTE
(xunepecTe3ns Ha 3p0HTE), AUCTEY3UA, EHTEPOKOJINT, I3Ba HA CTOMAXxa,
FMHI'UBUT, XHATATHA XCPHHA, PEKTa/IHa XeMOparis

Penxu: [lepdopaiyin Ha raCTPOMHTECTHHAIHA A3Ba, XeMaTeMesa, e3odarcanHa
384, YILEPO3EH €30(aruT, peTpoNnepUTOHEANIHA XEMOparns, '
XenaToOATHADHA HAPYIIEHHUA /4
MHoro uecTHu: XunepbuwninpybrreMus (BKIIOYHTEIHO MOBKIIABaHE Ha OMIID]

KpbBTA)
Yecu: Hapyuwena yepHonpoOHa dpyHKLH#
HetiecTu: XenaroTOKCHYHOCT, TOKCHYEH XETMATHT, XK BJITEHHLIA, XOReS

XENaToMCraini

15
HU/H/0881/1A/004/G



MHOro uecTu:

HaEymemm HA KOKATA M NOAKOXKHATA THKAH

YecTH:

O6puB, NPYPHTYC, AJIONELAL |
Homuo H3NOTABAHE, €K3¢MA, YPTHUKAPUA, XHIIEPXHUAPO3a, KOHTY3HH,
aKHe, IepMaTHT (BKTIOUUTENHO alepruveH, eKcPponmaTvBeH U

aKHEH(POPMEH), CyXa KOXa, EPUTEM

Heuectn:

ExcdonuaTHBeH oOpHB, ieKapcTBEHA epYTILIMA, KOXHa Oonka,
€KXHMO03a, MOAYBAHE Ha JTMLETO, 0OpalyBaHe HA MEXYPH, ACPMATHHA
KHCTH, erythema nodosum, XunepkepaToza, NETEXHH,
OTOUYBCTBHTENHOCT, IICOPHA3KUC, MPOMAHA B LIBETA Ha KoXaTa, 6eseHe
Ha KO’KaTa, XMIICPITHIMEHTAilHA Ha KOXKATA, XUNEepTpodUa Ha KOXKaTa,
A3Ba BBPXY KOXAaTa

Penxu:

‘Epurema MynTHOpME, CHHAPOM Ha Ma7MapHO-ILIaHTapHA
EPHTPOAM3ECTE3HA, XHIIEPIUIA3HA HA MACTHHUTE XJ1e3H, aTpodus Ha
KOXKATa

Haﬂﬂlﬂllﬂl HA MYCKY/IHO-CKEJIETHATA CHCTEMA H CheAHHHTE/IHATE THKAH

MHOro uecTtu:

Muanrus, aprpairei, 6onka B rbpoa, Oonka B KpaliHHLKTE

YecTH: MyckynHO-cKeneTHa Gonka B IpbAHMA KOII, MyCKYJIHO-cKeneTHa O0JiKa,
Gosika BB BpaTa, MYCKYJIHa ¢nabGocT, MyCKYJTHH cna3MH, 60J1ka B
KOCTHTE

HeuectH: MycKyJiHO-CKeNleTHa CKOBAHOCT, OTOK HA CTaBUTE, apTPHT, OONka B

XB100OKA

YecH:

Hapymenns g2 6L0pensTe H NHKOYRATE BHLTHINA

[Tonakuypus, AU3YpHS

HeuecTu:

YecTH NO3MBH 38 YPHHHpaHe, HUKTYPHA, XPOMATYPHA, XeMaTypH4,
6s0peyHa HEAOCTATLYHOCT, HHKOHTHHEHLHS HA ypUHaTa

HapymieAns Ha Bb3NPOA3BOJAHTE/IHATA CHCTEMA H I'bpaTa

Yectu: EpexTiina AMCHYHKIIHA, MeHoparus
Heuvecty: bosika B rbpAHTE, TMHEKOMACTHA, MOXyBaHe Ha 3bpHATA
Penxn: BrebpasBaHe Ha IbpAHTE

| O6mn HapymeHus B ¢PeKTH HA MACTOTO HA MPHAOKeHHE

MHoro decTH: YmMopa, MMpeKcus

Yectn: bBonka B rpbAHMA KoLl (BIUTFOUMHTEIHO HECBHP3aHa ChC ChPUETO OOMKa B
rpbAHKA Ko ), 6onka, Auckomdopr B obnactra Ha repauTe,
HEPA3NONOXKEHHE, ACTEHHA H NepHEpeH OTOK, BTPHCaHE,

| rpunonogobHo sabonasaHe

Heuyecn: OTOK Ha JIMLIETO, OPTOCTATHYHH OTOLH, YCelllaHe 3a MPOMAHA HA
TeJIeCHATa TeMNepaTypa ( BKIIOYHTEITHO YYBCTBO 3a NOpeLlHHA, YYBCTBO
38 CTYA), JOKAJIM3HPaH OTOK

Penxwu: BHesanHa CMBpPT

H3cneaBaHAd

MHoro uectu:

[ToBrineHa alaHMH AMHHOTpaHCepa3a, MOBHILIECHA TMIa3a

YecTH:

[TonmxeH XxeMornobKH, NOBHLICHA aMIIa3a B KpBBTa, NOBHILEHA
acrgpTaT aMHHOTpaHcepasa, MOBHILICHA ankalHa ¢ocdarasa B
KpBbBTa, MOBHILICHA ramMa-riTyTaMwiITpaHcgepasara, MOBHIICHA
kpeaTHHHH pocdoKknHaza B KPbBTA, MOHWKEHO TEIJ10, MOBULIEHO
Terno, NOBHILICH KpeaTHHHH, NOBHLIEH o1 xonecTepon

HeuecTy:

[ToBHiI¢HA NAKTAT ACXKHAPOreHa3a B KPbBTa, MOBUUICHA Ypes B KPbBTA,
NOBHUICH HEKOHIOTHpaH OWTHPYOHH B KPBBTA, MOBUIICH NApaTXOPMOH
B KPbBT&, NOBHIIEHH TPUTTHLEPHAH B KPbBTA, TOHWXEHHU ITTOOYITHHH,
NOBHIIEH XOJECTEPO B JIUNONPOTEUHH ( BKIIIOUHUTETHO C HUCKA H C

Penku:

3abenexkxka: He BCHUKM HeXeNlaHHM JICKAPCTBEHHM peakiMM ca HaOMoJaBaHH INpH

NpOYYBaHHA.
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[TonskeHa KpbBHA 3aXap, NOHIDKEH HHCYJIHH B KPBBTA, NTOBY
HHCY/IHH B KPBBTa, MOHHXKEH C-nenTua -
X A e

BHCOKa ILTbTHOCT), MOBHLICH TPONOHHH
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Onucanne Ha H30paHW HeXenaHW peakLuy

Buezanna cmvpm
Crobimana ce 3a HevecTH ciay4an (0,1 10 1%) Ha BHezanHa CMBPT MO BpeMe Ha KITHHUYHHTE

Npoy4BaHHA C HWIOTHHHO H/WIH NporpaMuTe 3a CheTpanaresida ynorpeda npu nauyeHts ¢ XMJl e

XpOHHYHA ¢aza WiK BBB ¢a3a Ha akcejepanHs, pe3MCTEHTHH WIH C HENMOHOCHMOCT KbM UMATHHHO H
NMpeALLECTBAIIA AHAMHESa 3a ChPAECYHO 3a00NaBaHe WIH 3HAYHMH PHCKOBH (DaKTOPH 3a pasBUTHE Ha
chpAeyHO 3a0onaBaHe (BXK. TOUKa 4.4),

Peaxmusayus na xenamum B

CrobuieHa e peakTHBanua Ha Xenatut B BuB Bpb3ka ¢ BCR-ABL TUpO3HHKMHA3HHTE MHXHOMTODH
(TKH). B HaKOM ciTyyaH HACTHIIBA OCTPa YepHOAPOOHA HEAOCTATHUHOCT MM QYIIMUHAHTCH XEMATHT,
BOJIELL JO YEPHOAPOOHA TPaHCIUIAHTALHA WIH ¢aTaneH U3XoA (BxK. Touka 4.4).

[legnaTpHuHa nomyaalus

be3onacHOCTTa Ha HWIOTHHHO NpH NeAXaTPHYHH NMALMEHTH (Ha BB3pacT ot 2 Ao <18 roauHy) ¢
nonoxuTenHa 3a Gunagendniicka xpomosoma XMJI B xponuusa ¢asa (n=58) e uacneaBaHa B €HO
OCHOBHO TIpoy4BaHe 3a nepuoa oT 60 mecewia (Bx. Touka 3.1). [Ipn neauaTpuyHNTe NAUKEHTH
YECTOTATA, BHAA H TEXKECTTa Ha HabMOAaBaHNTE HEXKENaHH PEeaKHH KATO LU0 ChOTBETCTBAT HA TE3H,
HaOMIONaBaHy NPH BL3PACTHUTE, ¢ H3KIMIOYCHHE HA xHNepOunupyOuHeMus/NoBHIlIEH OMIHPYOHH B
kpbeta (Crenen 3/4: 10,3%) u nopuiaBane Ha TpaHcamuHasure (AST Crenen 3/4: 1,7%, ALT
CreneH 3/4: 12,1%), koHTO ce cho01aBaT ¢ MO-BUCOKA YECTOTA, OTKOJIKOTO MNPH Bb3PACTHUTE
natideHTH. HuBaTa Ha OunupybrHa n uepHOoApoOHHTE TpaHCAMHHA3H TPAOBa 1a ce MpocaeasBar no
BpeMeE Ha JieueHHeTOo (BxK. ToHKH 4.2 1 4.4).

3abasane Ha pacmexca npu neouampuyRama HONYAAYUS
B eaHo npoyuBaHe, NPOBEACHO NPH NeaAaTpHYHaTa nonynaums ¢ XMJ1, ¢ MeqHaHa Ha eKCro3HLMA

51,9 Mecelia Npy HOBOJHArHOCTHLIMPAHH NalMEHTH H 59,9 meceua npy naweHTH ¢ Ph+ XMJI-X® 1 ¢
PE3UCTEHTHOCT KbM UMATHHHO/Ia3aTHHHO MM C HEIIOHOCHMOCT KbM HMATHHHO, ce Habmoaasa
3a0aBgHe Ha pacTexka (NpecH4aHe Ha NOHE Be OCHOBHH NEPCEHTHIIHH JIMHHH OT H3XOIHOTO HHBO)
npu oceM nauueHTH: npH net (8,6%) ot TAX HMa nNpecHyaHe Ha ABE OCHOBHH NEPCEHTHIHH THHHH OT
M3XO/HOTO HUBO, a NMpr Tpuma (5,2%) UMa npecHyuaHe Ha TPY OCHOBHH NEPCEHTHWIHH JIMHHH OT
M3XOAHOTO HHBO. 3a CHOMTHA, CRBP3aHH Che 3a0aBsHe Ha pacTexa, ce ChoOLNaBsa IpH 3 NaUHeHTH
(5,2%). IlpenopbuBa ce CTPUKTHO MPOC/CAABAHE Ha PacTeKa MpH NeANATPHYHH NAaLHeHTH Ha
feueHHe ¢ HUAOTHHHO (BXK. TOuKa 4.4). |

CrobiapaHe Ha NOJO3UPAHH HEXENaHH PeaKiiny
Cro61aBaHeTo Ha MOAO3HPAHH HEXEIAHHM PEeakLMH cneq pa3pelnaBaHe 3a ynorpeba Ha JIEKapCTBEHHA

NPOAYKT € BaxkHO. ToBa MMo3BOAABA A MPOABILKU HabMIOAEHHETO Ha CHOTHOLICHHETO NOJNI3a/PHCK 38
JIEKapCTBEHHUA NpoAYKT. OT MEAHLIMHCKHTE CMEUHMATHCTH Ce H3UCKBA Ja ChoOLIaBAT BCAKA
MOAO3MPAHA HeXKelaHa peaKl{Hs yupe3 HALMOHAIIHA CUCTEMA 3a ¢bho01iaBaHe B M3mbnHUTENHA areHUMs
o JiekapeTpara, yi. ,,Jlaman I'pyes” Ne 8, 1303 Codmsa, Ten.: +359 2 8903417, yebcaitr: www.bda.bg.

4.9 Ilpeao3snpane

CrolInapa ce 3a OTAEIHH CJTy4aH Ha YMHIIJIEHO MpeAo3HpaHe ¢ HIWIOTUHHO, IpH KOUTO HEYCTAHOBEH
Opoit TBBLPAM KAnCy/u HIWIOTHHHO ca O6Wu NOrnjHATH B KOMOMHAIMA C anKOoX0a WK ApYTrH
nekapcTBeHH npoaykT. HaGnioaaBanuTe cryyan BKIIOUBAT HEYTPONEHHA, NOBPBUIAHE H ChHIHMBOCT.
He ce cnoOmara 3a EKI” npoMeHu unu xenaroTokeu4Hoct. KpaiiHusaT usxon e 6naronpusteH.

B cayuait Ha npeao3xpaHe NauMeHTHT TPAOBA Na ce HabnoaBa H a ce NMPWIOXKH NOIXO
NOAABPIKALLO JIEYEHHE. |
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5, ®OAPMAKOJIOI'HYHH CBOUCTBA

5.1 @apMakoAHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHa rpyna: AHTHHeOI1aCTHYHHU cpeacTea, BCR-ABL thipo3un kuHa3HK
nuxubutopu, ATC xon: LOIEAO3.

MexaHu3bsM Ha JEUCTBHE

Hunorunu6 e MomeH nHxubuTOp Ha ABL TMpo3HHKHHA3HATa akTMBHOCT Ha BCR-ABL
OHKOMPOTEHH], KAKTO B KJICThYHHU JIMHHH, TaKa H B ITbPBHYHO MOJIOKHKTENHH 3a Dunanenduiicka
XpOMO30Ma JIEBKEMHYHH KIETKH. BellieCTBOTO ce CBBp3Ba ¢ BUCOK aQHHHTET KbM ATP-cBBp3BaLIoTO
MACTO 110 TAKBB HAYHKH, Y€ ce ABABa MouleH HHXHOHTOp Ha AuBuA TN BCR-ABL H noaaspxa
aKTHBHOCT cpelly 32/33 umaTHHHO-pe3HcTeHTHN MyTaHTHH popmu Ha BCR-ABL. B pesynrar Ha
Ta3u OHOXHMHYHA AKTHBHOCT, HLWIOTHHHO CENIEKTHBHO MHXUOHpa nponudepaliiiaTa H HHAyLHpa
anonTo3aTa B KIEThbYHH JIMHHHHA K B TEPBHYHO NOJIOKHTEIHH 32 DwiagendHiicka XpoMO30Ma KITETKH
ot nauyeHTd ¢ XMJL. [Ipu Mmoaeny Ha muku ¢ XMJL, KaTo cAMOCTOSATENHO CPEIACTBO, HUNOTHHUD
HaMaJItBa TYMOPHOTO HATOBApBaHe H YIh/DKABA MPEXUBAEMOCTTA CJIE] NNEPOPATHO NMPHIIOKEHHE,

QapMakOAHHAMHUYHH ePEKTH

HunoTHHHO BMa MaTEK €(EeKT HIIH HAMa €(EeKT CpeLLy MO-rojiaMa 4acT OT APYIUTe H3CICABaHH
MPOTEMHKHHA3M, B TOBa YHCIO Src, ¢ mkmoveHHe Ha PDGF, KIT n Ephrin peuenropaure kKuHasH,
KOHTO UHXHOMpPA B KOHLICHTPALIMH, HAMHPALIX CE B HHTEPBA/IA NOCTUTHAT CJie]] NIEPOPAHO
NpHICKEHHE HA TEPANEBTHYHH 1034, MPENopbUBani 3a NeyeHue Ha XMJI (Bx. Tabnuia 4).

Tabauna 4 Kunaien npogpnn Ha unaotaaub (pochopuiannonen 1Cs nM)

BCR-ABL PDGFR KIT
20 69 210
KanHuuHa e(pHKaCHOCT

Kaunuunu npoyusanus npu nosoduaznocmuyupara XMJ/I 6 xponuuna gpaza
I1poBeneHO € OTBOPEHO, MHOTOLIEHTPORO, paHAOMH3HpaHo Pa3a Il npoyusane 3a onpeaenaHe Ha

e(pHKACHOCTTA Ha HWIOTHHUO crnipaMo UMaTHHHO npH 846 BB3pacTHH NALIMEHTH C
HOBOJAHArHOCTHLIMPAHA, NONOXKHTENHA 33 Punanenduiicka xpomozomMa XMJI B xpoHuuHa (aza,
NOTBLPACHA UUTOreHeTUYHO. [lalmenTUTe ca OMIM BKIIOUBAHU B PAMKHMTE Ha IIECT MECELA OT
MOCTaBAHETO HA JHArHO3aTa ¥ NpeiH TOBa HE Ca MPHEMAITH JICYEHHE, C HIK/IIOYCHHE HA XHAPOKCHYped
1w/unu aHarpenua. [TaumenTure ca pavaomusupan 1:1:1 na npuemar HwotTuHud 300 mg ABa mbTH
aHeBHO (n=282), uunotnHu® 400 mg nea metH AHEBHO (n=281) unu uMaTHHHO 400 mg peaHBX
nHesHO (n=283). PangoMu3auusaTa € crpaTH(HLMpaHa o OTHOLIEHHE HAa PHCKa NO ckanara Ha Sokal,
OInpeAe/ieH NpH MNOCTaBAHE HA AMArHO3ATa.

HU3xonHuTe XapakTepucTHKH ca Ounu 1o0pe OanaHCHpaHH MEXIY TPHTE TEPANieBTHYHH paMEHa.
MenuaHaTa Ha BB3pacTTa € 61Mna 47 ronMHE B IBETS paMeHa Ha HIWNOTHHUO U 46 rOIUHH B paMOTO Ha
UMaTHHHO, xaTo 12,8%, 10,0% u 12,4% ot nauneHTHTE ¢a ORIK Ha BHL3pacT =65 roaAuHH, CHOTBETHO B
TepaneBTHYHHTE pameHa Ha HW1oTHHUO 300 mg aBa mbTH AHEBHO, HUWIOTHHUO 400 mg nBa MbTH
aHeBHO H HMaTHHHO 400 mg Beanbk AHeBHO. Cpell aLMEHTHTE € HMAJIO MAJIKO MOBEYE MBXKE
OTKONKOTO #xeHH (56,0%, 62,3% u 55,8%, choTBeTHO B paMoTo Ha HWIOTHHKO 300 mg aBa mbTH
nHeBHO, 400 mg nera nbTH AHeBHO U HMaTHHKO 400 mg BeaHBXk AHeBHO). Han 60% ot naumeHTwTe ca
6w oT Gsiata paca, a 25% ca 6WiIM a3HaTud. | ‘

[TspBOHaYANTHATE BpEMEBA TOMKA Ha AHAJIU3 HA NAHHHTE € OUna IUIAHUpaHa, KOraTo BCH
846 nauMeHTH 3aBbPLIAT {WIH NPEKbLCHAT M0-paHo) 12 MeceyHOoTOo JeueHue, JonuiH
aHAITH3H Ce IUTAaHHPAT IPH 3aBbpLUBaHEeTO Ha 24, 36, 48, 60 u 72 meceuHoTO NNeyeHHe (
PaHHO NpekbeBaHe). MeanaHaTa Ha NPOAB/DKUTETHOCT Ha JIEYEHHETO € OWna npuobnus
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70 Mecelia B TepaneBTHYHHTE Py Ha HWIOTHHHO U 64 Mecelia B rpynara Ha HMaTHHHO. Menuaunarta
Ha AcHCTBHUTEJIHUA HHTEH3HTET Ha 03aTa € 0una 593 mg/nen 3a HWn1oTHHUO 300 mg aBa reTH

. iHeBHO, 772 mg/neH 3a uunotHHuO 400 mg ABa meTH AHEBHO U 400 mg/aeH 3a UMaTHHHUO €AHOKpPATHO
aHeBHo. [Ipoy4BaHeTO B MOMEHTA NPOALIDKABA.

ITnpBHYHATA KpaiiHa TouKa 3a epHKacHOCT € 6una royisiM MonexyasapeH orrosop (MMR) Ha 12 mecen.
MMR ce pednnupa xaro crotHomeHne BCR-ABL/ABL% <0,1% no MexxaynapoaHara ckana
(International scale- IS), uamepeno upez RQ-PCR, koeto chotBercTBa Ha >3 log pexykuus #Ha BCR-
ABL TpaHCKpHNTHTE CIIPAMO CTAHAAPTU3UPAHO W3XOAHO HUBO. Yectorata Ha MMR Ha 12-us mecen e
CTATHCTHYECKH 3HAYHMO MO-BHCOKa NPH HUWIOTHHHO 300 mg npa MbTH AHEBHO B CPaBHEHHE ¢
umatuHHO 400 mg BeaHbxk AHeBHO (44,3% cnpamo 22,3%, p<0,0001). Yecrorata Ha MMR Ha 12-us
MeCELL € CBILIO TAKA CTATUCTHYECKH 3HAYHMO MO-BHCOKA Npy HWIOTHHHO 400 mg aBa nbTH AHEBHO B
cpaBHeHHe ¢ UMaTUHHO 400 mg BeaHbk AHeBHO (42,7% cnipamo 22,3%, p<0,0001).

Yecrorata HAa MMR Ha 3, 6, 9 v 12 Mecen e 6un 8,9%, 33,0%, 43,3% u 44,3% npu HLIOTHHUO
300 mg aBa ETH AHEBHO, 5,0%, 29,5%, 38,1% u 42,7% npu HunotuHub 400 mg ABa MBTH AHEBHO U
0,7%, 12,0%, 18,0% u 22,3% npu umatnHuO 400 mg BeagHbK OHEBHO.

Yectorata Ha MMR Ha 12, 24, 36, 48, 60 u 72 mecen e npeactaseHa B Tabnuua 5.

Tabaupa 8 Yecrora na MMR

Hwioruané 300 mg | Hwiotuaub 400 mg Umatunnb 400 mg
B4 METH AHEBHO nBa NbLTH OHEBHO IBA ITbTH AHEBHO
n=282 n=281 | n=283
(%) (%) (%)

MMR na 12-n1 Mecent
Otrosop (95% CI) 443! (38,4; 50,3) 42,7 (36,8; 48,7) 22,3 (17,6, 27,6)
MMR na 24-us3 Meceny _
Orrosop (95% CI) 61,7' (55,8; 67,4) 59,1' (53,1; 64,9) 37,5(31,8; 43.4)
MMR na 36-ug mecen®
Otrosop (95% CI) 58,5' (52,5; 64,3) 57,3 (51,3; 63,2) 38,5 (32,8; 44.5)
MMR Ha 48-us Mecer® .
Orrosop (95% CI) 59,9' (54,0; 65,7) 55,2 (49,1; 61,1) 43,8 (38,0; 49.,8)
MMR Ha 60-ns mecen’
Otrosop (95% CI) | 62,8 (56,8; 68,4) 61,2 (55,2; 66,9) 49,1 (43,2; 55,1)
MMR ua 72-B8 mecen® |
Otrosop {85% CI) 52,5 (46,5; 58,4) 57,7 (81,6; 63,5) 41,7 (35,9, 47,7)

! p-crolinoct ot Cochran-Mantel-Haenszel (CMH) Tect 3a yecToTaTa Ha OTTOBOp {CNpsMO
uMaTHHHuO 400 mg) <0,0001 -

2 CaMo0 naLMeHTHTe, NPH KouTo ce Habnonara MMR B cnenduyuHa BpeMepa Touka, ca Oumm
BKJIKOUEHH KATO MOBJIHAIIM ce B ChOTBETHATa BpeMeBa Touka. Q6o 199 (35,2%) or BCHUKH
NaLMEHTH He ca-olleHeHH 3a HaaHyue Ha MMR Ha 36-us Mecewl (87 B rpynara Ha HUWIOTHHHO
300 mg aBa IMbTH AHEBHO W 112 B rpynaTa Ha UMaTHHHUO), NOpasy JUNCBAIIN/C HEBb3MOXKHOCT 38
n3uucnsepaHe PCR npobu (n=17), oT4eTeHH aTUNHYHH TPAHCKPHUITTH HA M3XOAHO HMBO (N=7) WM
MPEeKbCRAHE HA JICUCHHETO npeau 36-us mecel (n=175). |

3 Camo nauMeHTHTE, npH kouTo ce Habmonasa MMR B cnenndiuna BpeMeBa Touka, ca O1in
BKJIIOYEHH KaTO NMOBIIHAJIH C€ B CHOTBETHATA BpeMena Toyka. O6uo 305 (36,1%) or Beuuku
MaLHEHTH He ca olleHeHH 3a HanuuHe Ha MMR na 48-us meceu (98 B rpynaTta Ha HUNOTHHHO

300 mg aBa msTH AHeBHO, 88 B rpynara Ha sunoTnHHO 400 mg 1Ba NbTH AHEBHO K 119 B rpynart:

Mecell (n=279).
4 CaMo nauueHTHTE, NPH KoUTO ce Habmonasa MMR B cneupduyuHa BpeMeBa ToUKa, (f
'BKJIIOYEHH KAaTO MOBJIHAIH ¢€ B CHOTBETHaTa BpemeBa Touka. Q6o 322 (38,1%) ot B
NaUKEHTH He ca olueHeHH 3a Hanuuue Ha MMR Ha 60-us mecen (99 B rpynarta Ha HUN
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300 mg aBa bTH AHEBHO, 93 B rpynarta Ha HWJIO0TUHKWO 400 mg aBa nbTH JAHEBHO M 130 B rpynara
Ha UMaTUHHO) nopaau aunceaiuy/HeoueHsseMu PCR npodu (n=9), oTyeTeHH aTUNHYHH
TPAHCKPHUIITH HA U3XOAHO HUBO (N=8) UJIK NpEeKbCBaHE Ha JieueHHeTo npeau 60-us mecen (n=305).
> CaMo0 nalMeHTHTe, MPH KOUTO ce HaOmoaaBa MMR B KOHKpeTHa BpeMeBa TOYKa, ca O
BKJIKOYEHH KATO TMOBJIMAJIMA CE B ChOTBETHATa BpemMeBa Touka. Q010 395 (46,7%) oT BCHYKH
MaLMEHTH HE ca OLIeHEHH 3a Ha/inuue Ha MMR Ha 72-us mecen (130 B rpynara Ha HUJIOTHHHO

300 mg aBa bt AHEBHO, 110 B rpynara Ha HUaI0THHKO 400 mg ABa bTH JHEBHO M 155 B rpynara
Ha UMaTHHKO) nopaau aunceai/HeoueHseMu PCR npoOu (n=25), oTY4eTEeHH aTHITMYHH
TPAHCKPHUINTH HA U3XOJHO HUBO (N=8) WJIK NMPEKBCBAHE HA JICYEHHETO Npeau 72-usa mecell (n=362).

Yecrorara Ha nocturane Ha MMR 110 onpeniesieHH BpeMEBH TOYKH (KOETO BKJIOUBA IMALIMEHTHUTE,
nocturHaai MMR B uiau nipeiy T€34 BpeMEBH TOYKH, 03HA4YaBAHHU KaTO OTIOBOPHJIH HA JIEYEHHETO),

ca rNnpe/ICTaBeHH KaTo KymyJiaTuBHa yectora Ha MMR (Bx. ®@urypa 1).

Purypa 1 KymyaarusHa yecrora na MMR

100 = HuNoTMHKMO 300 mg ABa NbTU AHEBHO (N =
- = = HUNOTUHMO 400 Mg ABa NbTU AHEBHO (N = 281!

90 === AMATUHUO 400 mg BEAHBX AHEBHO (N = 283) | '
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Meceuu cnen paHaOMU3aLMATA

[Ipn BcHUKH pUCKOBH rpynH 1o Sokal, yecrorata Ha MMR BbB BCHYKH BpeMEBH TOYKH OCTaBa I10-
BMCOKA BbB BPEMETO U [PH JIBETE IPYNHU HA HUJIOTUHHUO, B CpaBHEHHME C IrpynaTa Ha UMaTHHHO.

B perpocnexkruBen ananus 91% (234/258) or naumenture Ha HUWIOTHHUO 300 mg /1Ba MbTH JIHEBHO
nocTurat HUBO Ha BCR-ABL <10% Ha 3-us mecel ot nedyenunero cnpsamo 67% (176/264) or
nauueHTure Ha UMaTHHKUO 400 mg BeaAHbXK AHEBHO. [laumenTure ¢ HUBO Ha BCR-ABL <10% Ha 3-us
MecCeLl OT JICYEHHETO NMOKa3BaT Nno-BUCOKa 0011a NMPeKUBAEMOCT Ha 72-Ud MeCell CIPAMO T€3H, KOMTO
HE MOCTHUraT TaKbB MOJIEKYJIApeH O0TroBop (94.5% cnpamo 77,1%. cvorBeTHO [p=0,0005]).

Ananms no Kaplan-Meier Ha BpemeTto 10 nbpBus MMR noka3spa, ye BEpOSTHOCTTA 3a NMOCTHIaHE
MMR B pa3jiniHH BpEMEBH TOYKH € M0-BUCOKA KAKTO NMpHU HUJIOTHHHO 300 mg aBa nbTH ,[Iljﬂiﬂ’ﬁl?; M(EU/? %
U 1npu HUWIOTHHHO 400 mg nBa MbTH AHEBHO, B cpaBHEHHE ¢ UMAaTHHUO 400 mg BeHBK m{eaﬂﬂ i “‘“\

_ | A
(HR=2,17 u crpatuduumpana log-rank p<0,0001 mexny Hunotuuud 300 mg aBa nbTH II,H&BHI{ NS \%
umMaTtuHUO 400 mg Beanbxk AHeBHO, HR=1,88 u cTparuduumpana log-rank p<0,0001 Me}xﬂy e \' b | >
HUWJIO0THHHO 400 mg aBa MbTH AHEBHO M UMaTHHHG 400 Mg BEJHBK JTHEBHO). |3 | W e PR j p";
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[1poLIeHTHT Ha MalMEeHTUTE NOCTUrHAIU ModeKyasapeH otroBop ot <0,01% u <0,0032% no IS B

pa3IMYHUTE BPEMEBH TOUKH € rpejcTaBeH B Tabsiuua 6, cbll0 Taka MPOLIEHTHT Ha NMAaLHEHTHTE
ocTUrHaau MojekyaspeH orropop ot <0,01% u <0,0032% no IS B oTaesHuTe BpeMEBH TOUKH ca

npeacraBeHd U Ha Ourypu 2 u 3. Monekyaspen otrosop ot <0,01% u <0,0032% no IS, orrosaps
cbOTBETHO Ha >4 log peaykums v >4.5 log peaykums, Ha BCR-ABL TtpantkpunTure ot
CTaH/lapTH3UpaHa U3X0HA CTOHHOCT.

Tabauua 6  IlpoueHT nanHeHTH, NOCTHIHAJH MoJiekyJasapen oTrosop ot <0,01% (4 log
peaykuus) u <0,0032% (4,5 log peaykuus)

Hunoruuuo Hui1oTuHuo UmaTuHuO
300 mg nBa nbTH aHeBHO | 400 mg aBa nbTH AHEeBHO | 400 mg BEAHBK JHEBHO
n=282 n=281 n=283
(%) (%) (%o)

<0,01% <0,0032% <0,01% <0,0032% <0,01% <0,0032%
Ha 12-tu Mecell 11,7 43 8.5 4.6 3.9 0.4
Ha 24-tu Mecell 24.5 12.4 2 M | 7.8 10,2 2.8
Ha 36-Ttu mecelr 294 13.8 23,8 12,1 14,1 8.1
Ha 48-mu mecen 33.0 16,3 299 17.1 19.8 10,2
Ha 60-tu mecen 479 323 434 29.5 2.1 19,8
Ha 72-pu mecell 443 3.4 45,2 28,8 2.2 18,0

@urypa2 KymyJjJaTHBHA 4€CTOTA HA MOJIEKYJISIPEH OTTOBOP OT Eﬂ,[ll% (4-log peayknus)
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KymMynaTtuBHa yectora Ha MonekKynspeH orrosop*
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Meceuu cnen paHaoMu3ayuaTa
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®urypa3 KymyaaruBha yecTora Ha MoJekyaspen orrosop or <0,0032% (4,5 log peaykuus)
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Meceuu cnen paHaomMu3auuaTa

Bb3 ocHoBa Ha oueHka no Kaplan-Meier OTHOCHO NpoABbJIKUTENHOCTTA HA MbpBUS MMR, npoueHTsT
Ha MAaLMEHTUTE, 3aMa3ujiv NMOCTHIHATHS OTTOBOP B NMPoab/bkeHHe Ha 72 meceua e 6un 92.5% (95% CI.
88,6-96.4%) B rpynara Ha HUI0THHHO 300 mg aBa nbTH AHeBHO, 92,2% (95% CI: 88,5-95,9%) B
rpynara Ha HU10THHHO 400 mg aBa nbTH AHeBHO U 88.0% (95% CI: 83,0-93,1%) B rpynara Ha
uMaTHHUO 400 mg BeAHBK JAHEBHO.

[Tbnen uurorederuued orroop (CCyR) ce aedpunupa kato 0% Ph+ metadazHu rjiacTUHKH B KOCTHHS
MO3BK MpH KW3cneaanu noxe 20 meradazuu nuactuuku. Hai-ronsmara yecrora Ha CCyR 1o 12-us
mecell (koeTo BKaouBa naupeHTuTe, nocturHain CCyR Ha uwnm npeam 12-us mecell, 03HauyaBaHW KaTo
OTrOBOPHJIM HA JIEYEHUETO) € CTATHCTHYECKH 3HAYMMO NO-BHCOKA NpH HHAOTHTHO 300 mg 1 400 mg
1B IMTbTH JIHEBHO B cpaBHeHHe ¢ MMaTHHKO 400 mg BeaHbXK AHEBHO, BHK Tabnuua 7.

Yectorara Ha CCyR 110 24 mecen (BkirouBa naupentTure nocturiand CCyR Ha wnu npeau 24-us
Mecell, 03Ha4aBaHH KaTO OTrOBOPHJIM Ha JICYEHHUETO) € OMUla CTAaTHCTUYECKH MO0-BUCOKA B JIBETE IPYITH
Ha HWI10THHMO - 300 mg aBa nbTH AHeBHO U 400 mg /1Ba MbTH JIHEBHO, B CPABHEHHE C rpynara Ha
uMaTHHUO 400 mg € IHOKpaTHO JHEBHO.

Tab6auua 7  Haiji-Bucoka yectora na CCyR
HunotuHu6 HunotuHuo HMmaTtununo
300 mg 400 mg 400 mg
J1Ba MNbTH AHEBHO J1Ba MbTH AHEBHO | BEJIHBXK JHEBHO
n=282 n=281 n=283
(%) (%) (%)

Jlo 12-nn mecen

65,0 (59, ;ﬁc‘fﬁf@':}' 'i"
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OTtrosopuiu (95% Cl) 80,1 (75,0; 84,6) 11,9 (12,6; §2,6)
HeoTrosopuiau 19.9 22.] 35,9
p-ctoiHocT oT CMH TecT 3a <0,0001 0,0005 ,.._f = [ s T
4yeCcTOoTaTa Ha OTrOBOP (CNPIAMO 3 i"
uMaTHHHO 400 mg BeIHBLK JAHEBHO) AR
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_I[ro 24-n3 Mecen

Otrosopuiu (95% CI) 86,9 (82,4;90,6) [ 84,7(79,9; 88,7) 77,0 (71,7; 81,8)
Heotrosopuin 13,1 15,3 230
p-crofinoct ot CMH TecT 3a 0,0018 0,0160

4yecToTaTa Ha OTTOBOP (CIPIMO
uMaTHHU6 400 mg BeAHBXK JHEBHO)

B®3 ocHOBa Ha onieHKa o Kaplan-Meier, NpoLIeHTHT Ha NaLMEHTHTE, 38NAa3HIIH OTTOBOpA B
NpoaBDKEHHE Ha 72 mMecena cpel nauueHTre, nocturranu CCyR e 6un 99,1% (95% CI: 97,9-100%)
B rpynarta Ha Hw10THHHO 300 mg Aa nbTH AHEeBHO, 98,7% (95% CI: 97,1-100%) B rpynara Ha
HunoTHHHO 400 mg nea meTH aHEBHO U 97,0% (95% CI: 94,7-99,4%) B rpynata Ha uMaTHHHO 400 mg

BECAHBAK HHCBHO.

KaTo nporpecusTa o ¢a3a Ha axcenepauus (DA) unu 6nactha kpusa (bK) no Bpeme Ha neyeHueTo,
ce ompeaeis BPEMETO OT JaTaTa Ha PAHJOMH3aLMa [0 MbPBaTa JOKYMEHTHPAHA MTPOTPECHS Ha
zabongsaHeTo No $pa3a Ha akcesepalia, OnacTHa Kpu3a MK cMbpT, cBbp3aHa ¢ XMJL. B xcaa ua

- JIeyeHHeTo nporpecud KbM ¢asa Ha akcenepains Wi 6iacTHa kpy3sa ce Habmoaasa npy odwo

17 naumMeHTH: 2-Ma nauyeHTH Ha HWNOTHHKO 300 mg nBa TeTH QHEBHO, 3 NALKCHTH HA HHJIOTHHHO
400 mg Apa NbTH AHEBHO U 12 nauueHTd HA UMATHHHO 400 mg eAHOKpATHO AHEBHO. H3uHCneHUAT
MPOLEHT HA MAaUHEHTHTE, 6e3 rporpecus Ha 3a00nsBaHeTO KbM ¢a3a Ha akceaepalus Ui OnacTHa
KPH3a, H34HHUCTIeH Ha 72-pH Mecell, e 61 croTBEeTHO 99,3%, 98,7% 1 95,2% (HR=0,1599 u
cTpatnduuupana log-rank p=0,0059 mexay vunoruau6 300 mg ABa MbTH AHEBHO U HMATHHHO
BeAHDXK AHeBHO, HR=0,2457 u cTparnduumpana log-rank p=0,0185 mexay Hunorunu6 400 mg apa
[THTH JHEBHO H UMAaTHHHG BeAHBXK AHeBHO). Cnel BTopaTa roqHHA Ha AHATH3A He ¢a ChODIIEHH HOBH
cayyaH Ha niporpecHs KbM PA/BK.

BrmoyBaitki KIOHAIHATA €BORIOLMA KATO KPHTEPHHH 3a Nporpecka, o010 25 nalMeHTH ca
nporpecHpaiiy koM ¢a3a Ha akcenepams wiv bnacTHa KpH3a 0 kpaifHaTta JaTa 3a ch0MpaHe Ha
NaHHH 38 aHanu3a (3 B rpynara Ha HUWNOTHHUO 300 mg ABa MbTH AHEBHO, D B rpynaTa Ha HUWIOTHHHO
400 mg asa meTH AHEBHO U 17 B rpynara Ha uMaTHHUO 400 mg enHokpaTHO AHEBHO). M3uncneHusT
NPOLEHT Ha naLeHTuTe 6€e3 mporpecus KbM (pa3a Ha akcenepauus WiH 61acTHa Kpu3a, BKIIIOYHTENIHO
KJIOHAJTHA €BOJIFOLIMA, OonNpeesieH Ha 72-pH mecell € Oun csoTBeTHO 98,7%, 97,9% 1 93,2%
(HR=0,1626 u ctpatuduumpana log-rank p=0,0009 mexay nunotunud 300 mg nea MeTH JHEBHO U
HMMaTHHHO Beabxk qHeBHO, HR = 0,2848 u crpatnduumpana log-rank p=0,0085 Mexay HunotnHub
400 mg aBa MLTH AHEBHO W HMATHHHO BEAHBK JHEBHO).

O6u10 55 natlieHTH ca MOYHHANH MO BpEME Ha JIeYEHHETO HIIH Npe3 NepHoia Ha MpociieAsBaHeTo
cjie/l NpeKbeBaHe Ha nevyeHueTo (21 B rpynara Ha HUnoTuHHO 300 mg nBa mbTH AHeBHO, 11 B rpynara
Ha HWI10THHUO 400 mg xBa mbTH AHEBHO M 23 B rpynara Ha HMaTHHHO 400 mg eaHOKpaTHO JHEBHO).
JiBanecer 1 wiect (26) ot T€3M 55 cMBPTHY Criyvas ca 6unu cabp3anu ¢ XMJI (6 B rpynara Ha
HunotHHUO 300 mg aBa TETH AHEBHO, 4 B rpynara Ha HWIOTHHHO 400 mg aBa mbTH AHCBHO K 16 B
rpynata Ha uMaTuHu6 400 mg eaHokpaTHO AHEBHO). M3UHCIEHHUAT NPOLICHT NALMEHTH, KOKTO ca
Ounu xUBHM Ha 72-pu Mecell e Oun choTBETHO 91,6%, 95,8% U 91,4% (HR=0,8934 n crparudpuumpaHa
log-rank p=0,7085 mexay runoruru6 300 mg npa meTH gHeBHO M MMaTuHKHO, HR=0,4632 1
crpatuduumpana log-rank p=0,03 14 mexay nunornaub 400 mg aBa meTH AHEBHO U UMATHHUO).
Biemaliki npeasua KaTo ¢bOHTHA CAMO CITYYAHTE Ha CMBPT, CBbp3aHa ¢ XMJI, M3uHCASHHAT NPOLIEHT
Ha 00111a MPEKMBAEMOCT, ONIpeAeNicHa Ha 72-pu Mecell e 61una choTBeTHO 97,7%, 98,5% 1 93,9%
(HR=0,3694 u crparudnumnpana log-rank p=0,0302 mexny Hunoruuné 300 mg nsa meTH JAHEBHO H
uMatHnO, HR=0,2433 u crpatuduumpana log-rank p=0,0061 mexxay Huwiotnaut 400 mg nsa meTH
JHEeBHO H HMATHHHO).

Knunuunu npoyyeanus npu nayuermu ¢ XMJI 6 xponuuna ghaza wiu hasa va axcerepayus,
DE3UCMEHMHY UMY C HEROHOCUMOCT KbM umamutiud

[IposeaeHO e OTBOPEHO, HEKOHTPOIUPAHO, MHOTOLIEHTPOBO Npoy4BaHe BBB Pasa ll 3a o
edHKAaCHOCTTAa HA HUIOTUHHO NpH BB3pacTHH nauMeHTH ¢ XMJI, ¢ pe3sucTeHTHOCT HilH |
KBbM HMAaTHHHUO, ¢ OTASIIHY TEpaneBTHYHU paMeHa 3a XpoHu4Ha daza (XD) u ¢asa Ha ak
(AQ®) na 3abonasanero. EduxacHocTTa ce OCHOBaBa Ha BKIIOUeHHTE 321 nanMeHTH B

23

HU/H/0881/1A/004/G



nauxeHTH B AQ. MenuaHaTa Ha MPOIBDKUTENHOCT Ha JieyeHHeTo € 561 AHM npH nauueHTHTe B XD U
264 nuu npu nauueHTHTe B AD (BX. Tabnuua 8). HunotHun6 e npuiokeH NpoXbIDKUTENHO
(IByKpaTHO AHEBHO 2 Haca cltel HaxpaHBaHe ¥ 0e3 npHeM Ha XpaHa Hal-MaJIKO eJIUH Yac clel]
MPWIAraHETO) A0 MOABA HA AAHHH 33 HEaJIeKBATEH OTMOBOP WIH MMPOrpechs Ha 3abonasaneTo. JlozaTa
¢ 6wia 400 mg nBa METH AHEBHO H € G0 NO3BOJICHO NOKauBaHe Ha fo3arta no 600 mg apykpaThHo
JHEBHO.

Tabaaua 8 [Ipoab/IKETEIHOCT BA eKCHO3HIIHATA HA HANOTHHAD
XpoHHuYHa (¢a3a Paza Ha akcenepaums
- n=321 n=137
MenauaHa Ha TPOAB/DKHTENIHOCT Ha 561 264
| neuennero B aHH (25-TH-75-TH (196-852) (115-595)

NEePCEeHTHI)

il

Pe3ucTeHTHOCTTa KbM HMATHHHO BKUIIOYBA HEYCNEX 38 MOCTUrAHE HA IThIEH XEMATONOTHYEH OTTOBOP
(2a 3 Mecela), LMTOreHETHUYEH OTIOBOP (3a 6 MeceLa) WIH roJIAM HWTOTEHETHYEH OTroBop (3a

12 meceua) KK iporpecus Ha 3a60N4BaHETO Clled NMPEABAPHTEIHO NMOCTHIHAT LIMTONCHETHYCH WIH
XeMAaToIorHueH oTroBop. Jinncara Ha ToNepaHe KbM HMAaTUHHO BKITIOUBA NALMEHTH, KOUTO
MpeKpaTABAT NMPHEMa Ha UMaTHHUO Nopanu TOKCHYHOCT ¥ HAMAT rOJIAM LHTOMeHETHYEH OTTOBOP MO
BpEME Ha 3aMOUBaHE Ha MTPOYYBAHETO.

O610, 73% OT NaLMEHTHTE Ca PE3UCTEHTHH KbM KMaTHHUO, nokaro 27% HMaT HEMOHOCHMOCT KbM
umatiHuG6. ITo-ronsma 4acT OT NalMEHTHTE UMAT aHAMHE3a 38 NpoAB/LKHTeNHa XMJI, koATo
BXJTIIOYBA €KCTEH3UBHO TPEALLIECTBAINC JICYCHHUE ¢ APYTH GHTHHEOTU1ACTHYHH CPEACTRA, B TOBa YHCIIO
MMATHHHO, XHAPOKCHYpEeeH NPOayKT, HHTep(EepOoH, a HAKOH ca UMaJIH IOPH HEYCIelHA OpraHHa
TpaHciUtanTauns (Tabnuua 9). Meananara Ha Hal-BHCOKAaTa NpeaecTBalia 103a HMaTHHHO e

600 mg/aHesHo. Hali-BucokaTa npeaiecTBalua 103a Ha UMaTHHHO e >600 mg/aHesro npu 74% oT
BCHMKH NMALMEHTH, KaTo 40% OT nalueHTHTE ca noay4aBaiyd uMaTHHHO B 703u >800 mg/aHesHo.

Tabarna 9 XapaxTepHCTHKE HA X042 Ha npoTRvane na XM
XpoHnuHa ¢aza Pa3za Ha aKcenepaius
(n=321) (n=137)*
MeanaHa Ha BpeMeTO Clie NOCTaBRHe 58 71
HA JIMATHO3aTa B MECELH -
(auana3zoH) (5-275) (2-298)
HmaTinnb
Pe3ucTeHTHU * 226 (70%) 109 (80%)
Heronepanrhn 6e3 MCyR 95 (30%) 27 (20%)
Cpenen nepuoa Ha NEUYEHHE C 975 857
MMATHHHO B IHH (519-1 488) (424-1 497)
(25™-75™ nepceHTin) |
[IpenmecTsaino NpUIOKEHHE HA 83% 91%
XHAPOKCHYPEEH IPOAYKT
[IpeauiecTBaliio NMPUIOKEHHE HA 58% 50%
MHTEPQEpPOH
[IpeamecTnaiiia KOCTHO-MO3bYHA 7% 8%
| TpaHCILIaHTALMSA
* IIpH e1MH NaLMEHT TMNCBa WHGOPMALIHA OTHOCHO PE3HCTERTHOCTTA/IOHOCHMOCTTA KbM
MMATHHHO.

[TepBHuHaTa KpafiHa Touka npy naunMeHTHTe B XD e rossM nuroreHeTHueH ortrosop (MCyF
neunupan karo eumuHnpane (CCyR, IMhileH LIMTOreHETHYEH OTTOBOP) WK 3HAYHMO /&
1o <35% Ph+ meTadazu (vacTU4eH LdTOreHeTHYeH oTroBop) Ha Ph+ xemaTonoeTHUHM, KTk
[TenuusT xemaronoruueH orropop ([1XO) npu nauueHTHTe B XD € NMpOCiieieH KaTo B \- v N3
kpaiiHa Touka. [InpBHuHaTa kpaiiHa Touka npy nauueHTuTe B AQ e o611 NOTBLPACH XNAPONYS e
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orrosop (XO), AepHHHpPaH WIH KATO ITBJICH XEMATOJIOTHYEH OTITOBOP, JIMICA HA I0KA3aTeJICTBA 32

NeBKeMHA WY KaTO Bb3BpbillaHe KbM XpOHH4YHa ¢a3a.

Xponuuna ghaza

Yecrorara Ha MCyR npu 321 naunentu B XD e 51%. Iloseuero orropopriay nocrurar csos MCyR
6Bp30 B HHTEPBA OT 3 Mecela (cpeano 2,8 Meceua) cnen 3aMoyYBaHe Ha JIEYEHHETO ¢ HHIOTHHHO U
OTroBOPLT € TpacH. Menuanara Ha BpemeTo 3a nocturane Ha CCyR e 3 menHu Meceua (MeanaHa

3.4 mecena). Or nauyenrure, nocturHamy MCyR, 77% (95% CI: 70% - 84%) 3agbpxkat o1rOBOpa B
paMKHTe Ha 24 mecella. MennaHa Ha npoaskurenHoct Ha MCyR He e nocturdara. Ot naumeHTHTe,

nocturiand CCyR, 85% (95% Cl: 78% - 93%) sagppkaT OTroBOpa B paMKHTE Ha 24 Mecela.

MeauaHa Ha npoabkutenHocT Ha CCyR He e nocturhara. [Taunenture ¢ u3xonex I1XO nocturar
no-6up30 MCyR (1,9 cnipamo 2,8 mecena). Ot nauuentute B XD 6€3 n3xoaeH [1XO, 70% nocturar
X0 kato MmeauaHaTa Ha Bpemeto 10 [1XO e 1 mecew, a MmenuaHaTa Ha npoabkHTenHoCcT Ha [1XO e
6una 32,8 meceua. M3uncnenara 24-meceuna CTeneH Ha o0ina NPeXUBIAEMOCT NPH NMALUEHTHTE C

XMII-X® e 87%.

Paza na axcenepayus

OGuuata notespaeHa crenen Ha XO npu 137 naunent B A® e 50%. IloBeueTo 0TTOBOPHIIH OCTHTAT
XO ¢ neueHHeTo ¢ HHNOTHHHO pano (Meauana 1,0 mMecen) xaTo OTTOBOPET € TpacH (MeAHAHAaTa Ha
NpOaBLDKUTENHOCT Ha noTEbpacH XO e 24,2 meceua). Ot nauueHTHTe, nocturiam X0, 53% (95%
CI: 39% - 67%) 3agbpxaT oTTOBOpa B paMkuTe Ha 24 Mecena. Yectorara Ha MCyR e 30% ¢ Meanana
Ha NPOAB/DKHTENHOCT Ha otroBopa 2,8 Meceua. Ot nauuentHre, nocturuand MCyR, 63% (95% CI:
45% - 80%) 3axbpKaT OTTOBOpa B paMKUTE Ha 24 Mecenia. MeaunaHa Ha npoaspxurensoctT Ha MCyR
e 6una 32,7 meceua. M3zuncneHara 24-meceuHa crernieH Ha of1ua npexuBIeMOCT TPH NaUUEHTHTE C

XMJI-AD e 70%.

CreneHTa Ha OTTOBOp 3a JIBETE TEpaneBTHYHHU paMeHa ca c¢pobieHH B Tabauua 10.

Ta6naana 10 Otrosop npn XMJI

(Hal-pucoka crened

XpoHHYHA ha3a

Pa3a Ha akcenepanusg

Ha OTrOBOP)
C Pe3nc- O6mo C Pesnc- Ob6mo*
HEMHOCH- | TEeHTHH (n=321) HeNHOCH- | TEeHTHH (n=137)
MOCT (n=226) MOCT (n=109)
(n=95) (n=27)
XeMaTonoruyueH
otroBop (%)
O6m (95% A1) - - - 48 51 50
[TeneH 87 65 70! (29-68) (42-61) (42-59)
NEL (74-94) (56-72) (63-76) 37 28 30
Bb3pphinaHe ksM XO | - - - 7 10 9
| - - 4 13 il
LluroreHeTHucH
otrosop (%)
["onam (95%J1H) 57 49 51 (46-57) | 33 29 30
[TeneH (46-67) (42-56) 37 | (17-54) (21-39) (22-38)
HacTuueH 4] 35 15 22 19 20
16 14 11 10 10

NEL = 6e3 naHHH 3a T€BKeMHA/OTrOBOP HA KOCTHHA MO3IBK

1114 naumentd B X® ca umany I1XO Ha U3X0OHO HHBO H CIeOBATENHO HE MOraT aa 0B

OLICHEHH 32 ITbJIEH XeMaTOJIOTHYEH OTrOBOP.

* [1py eIUH MALKEHT JIMTICBA HHQOPMALMS OTHOCHO PE3HCTEHTHOCTTA/NIOHOCHMOCTTA

UMaTHHHO.
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Bce owle HAMa AaHHH 3a eduxacHocT npu nauuedHTd ¢ XMJI-bK. Otaenus repanesTHUHH paMeHa ca
BKJIIOYEHH cbillo BbB Pa3a Il npoyysaHeTo 3a uicneasaHe Ha HWIOTHHHO B rpyna OT NalHeHTH B XP
win AQ, KOHTO NMpeH TOBA C8 €KCTEH3WBHO JIEKYBAHH ¢ PEIHIIA TEPaNeBTHYHH CXEMH B TOBA YHCJIO
MHXHOUTOD Ha THPO3MH KHHA3aTa B NOMbJIHEHAE kKbM UMAaTHHHO. Or Te3u nauneHTH 30/36 (83%) ca
PE3HCTEHTHHM WIH HETONEPAHTHH KbM NedeHnero. pu 22-ma naunenty B XD, oLeHeHH 32
edukacHOCT, HUNOTHHHO viHayunpa 32% creneH Ha MCyR n.50% ctenex Ha I1XO. Ilpn 11 naumeHTH
B AD, olleHenH 3a eQHKACHOCT, JeueHHeTo HHayupa 36% crenen Ha obuy XO.,

Cnen Heycnex Ha leueHue ¢ MMaTuHHO, ca 3abenssany 24 pasnuudn BCR-ABL mytaumu npu 42% ot
nauuenTHTe ¢ XMJI B XponnuHa da3a u npu 54% ot naumenture ¢ XMJI BbB (asa Ha axcenepaun,
KOHMTO CA4 M3CJICABAHH 38 MYTallMH. HWIOTUHUO roka3sa eQpUKaCHOCT NpH NALIMEHTUTE, KOMTO HMAT
painuudu BCR-ABL MyTaiuH cebp3aHi ¢ pe3HCTEHTHOCT KbM UMATHHHO, ¢ n3kmoueHye Ha T3 151.

Ipeycmanoessane na aevenuemo npy avipacmuu nayuenmuy ¢ Ph+ XMJI 6 xponuuna gpasa, xoumo ca

AEKV6aHU C HUIOMUuKUO Kamo mepanus om NbPed MUKUR U KOUMO ca ROCMUZHANY mMpaer 0100k

MOJEKYIAPEH OMZ060D |

B orkpuTO npoy4BaHe ¢ €aAHO pamMo, 215 pp3pacTHu nauMeHTH ¢ Ph+ XMJI B xponuuHa ¢asa,

NIEKYBaHH ¢ HWIOTHHKUO KATO ITHPBA IMHUA B MPOABL/DKEHHE Ha >2 roAuHy, nocturHand MR4,5

(onpeznenen 4ypes MolecularMD MRDx BCR-ABL Tecr), ca Bxyno4yeHH Aa POARIDKAT ICUCHHETO C

HWIOTHHMG 32 HOBH 52 ceaMMUM (KoHCOnUaupaila (asa ¢ HuwiotuHu6). 190 ot 215-Te naumeHT™

(88,4%) Bnusar BB (pa3a Ha TFR cniea kaTo nocTuraT TpaeH KbA00K MONEKY/IAPEH OTTOBOP MO BpeMe

Ha KOHCOIHAWpaulaTa daza, AepuHUpPaH Bb3 OCHOBA HA CICAHHTE KPHTEPHH!

- NoclneARUTE 4 TPUMECEUHH OLICHKM (HanpaBeHH Ha BcekM 12 ceamuun) ca nose MR4,0 (BCR-
ABL/ABL <0,01% IS) un ce 3ana3sar B npoAwDKEHME HAa €JHAa rOOMHA,

. nocneaHarta oucHka e MR4,5 (BCR-ABL/ABI. <0,0032% 1IS);

- He noBeye OT JABe OLEHKH, nonagamm Mexxay MR4,0 u MR4,5 (0,0032% IS < BCR-ABL/ABL
<0,01% IS).

[TspBUuHATA KpatiHa TOuKa € npoueHTHT naupueHTH ¢ MMR Ha 48-Ma ceaMuua cel HaYanoTo Ha
dhazara Ha TFR (kato ce uMa NpeABH BCCKH NALMEHT, NPH KOATO C¢ Hanara NOAHOBABAHE Ha
JICYEHHETO NMOPAIH JIUNCa HAa OTrOBOP). |

Tabanna 11 Pemuacus 63 Jeuenne cjrell HUIOTHAHO KATO TePpANIHS OT NHPBA JIHHHA

IMaumeHTH, BKIIOYEHH BbB (pazaTta Ha : 190
TFR
CeIMHLIM CJIeA HadanoTo Ha dazara 48 cenMMIH 264 cenMHuLK
Ha TFR
naipenTH, octadHany ¢ MMR win ¢ 08 (51 6%, 79121 (41.6%,
noaodpeHue [95% CI: 44,2, 58,9]) [95% CI: 34,5, 48,9])
[lanneHTH, npexbcHann gasara Ha TFR | T"] | 109
nopaju 3ary6a na MMR 88 (46,3%) 94 (49,5%)
Opaax ApYrd NPHYHHH * S 15
[TaLeHTH, 3an04YHAMHY NOBTOPHO 86 o1
jieueHHe cnen 3arybara na MMR |
nosTopHO mocturane Ha MMR 85 (98,8%) 90 (98,9%)
NOBTOPHO nocTurade Ha MR4,5 | 76 (88,4%) 84 (92,3%)

[1] Enwn naient He rybu MMR no ceamuua 48, Ho npekbeBa (pasata Ha TFR.
[2] 3a 2-ma naumenT PCR oleHABaHETO He € BE3MOXKHO Ha ceamulia 264, nopaau TOBA TEXHHST
OTTOBOP HE € B3€T NPeBHA B aHAIM3a NPH 3aKTIOUBAHETO Ha AAHHHTE Ha ceaMulla 264.

Bpemero, nipe3 koeTo S0% OT BCHYKH [TIOBTOPHO JIEKYBAHH NALHEHTH NMOBTOPHO MOCTHraT M
MR4.5, e cvorBeTHO 7 M 12,9 cenmui. KyMynaTHBHaTa 4e€CTOTa HA NOBTOPHO MOCTHraHe
24 cesMMIM CJIeR MTOBTOPHO 3aMouBaHe Ha iedeHHeTo, € 97,8% (89/91 nauueHTH), a Nos
nocturane Ha MR4.5 Ha 48 ceamuuia e 91,2% (83/91 nauueHTn).
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U3uucnenara no Kaplan-Meier memana Ha npexussemoctra 0e3 jieueHue (treatment-free survival -
TES) e 120.1 cenmuim (95% CI: 36,9, neouensiemu [NE]) (Purypa 4); 91 ot 190-Te naumneHTH
(47.9%) He ca umanu cOUuTHE, cBBp3aHo ¢ TFS.

®urypa 4 H3unciaena no Kaplan-Meier npexxussemoct 0e3 Jieuenne ciaea Ha4vanoro na TFR
(nbJieH HAOOp 32 aHAJIH3)
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B puck : Cubutuna

190:0 120:70 99:89 95:91 03:93 92:94 89:97 88:97 85:97 85:97 82:98 67:98 10:99 0:99

IIpeycmanosssane na aevenuemo npu evspacmuu nayuenmu ¢ XMJI 6 xponuuna gpaza, nocmuenanu
mpaen 0bJa00K MOJIEKVIAPEH 0M2060p ¢ HUWIOMUHUD C1e0 NPeouecmeauyo J1eYeHue ¢ uMamunud

B orkpuTo npoyuBaHe ¢ eiHo pamo 163 Bb3pacTHu nauueHTH ¢ Ph+ XMJI B xpoHnuuna ¢a3sa,
pUeMalld THPO3UH KHHa3HU HHXUOuTOpH (TKIS) B npoab/keHHe Ha >3 roJIMHK (MMAaTHHHUO KaTo
nbpBoHavanHa TKI Tepanus B npoab/keHHe Ha noseye ot 4 cemMuLM, 0e3 1okymeHTupad MR4.,5 ¢
MMaTHHUO KbM MOMEHTA Ha NPEMUHABAHE KbM HUJIOTHHHO, Clie/l KOETO MPEMHUHAIM HA HUJIOTHHHUO B
MPOABb/KEHHE HA MOHE ABE FOJAMHHU), U KOHUTO ca rnocturiaiu MR4,5 npu neyenne ¢ HUJIOTHHMO,
onpeeneH ype3z MolecularMD MRDx BCR-ABL TecT, ca BKIO4Y€HH J1a NPOABJIKAT JIEYEHHETO C
HUJIOTHHHO 3a HOBM 52 ceaAMULM (KOHCcoaMaupalua ¢asza ¢ HUJIOTHHHUO). 126 ot 163-Te nauueHTH
(77,3%) Bnu3at BbB (haza Ha TFR, ciea kaTo nocTurar TpaeH AbJ00K MOJIEKYJISPEH OTTOBOP 10 BpEME
Ha KOHcouaupauiara ¢aza, nepMHMpaH Bb3 OCHOBA HA CJICJIHUTE KPUTEPHH:

- MOCJAEHUTE 4 TPUMECEYHH OLICHKH (HAlpaBeHU Ha BCEKH 12 ceMHULIM) HE MOTBbPK1aBaT
3aryba Ha MR4,5 (BCR-ABL/ABL <0,0032% IS) B paMkuTe Ha €/1Ha rojiMHa.

[TbpBHYHA KpaiiHa TOUYKA € MPOLEHTHT NnauueHTH 0e3 norebpaeHa 3aryda Ha MR4,0 unu 3aryba Ha
MMR B paMmkuTe Ha 48 ceAMHLIM Cll€]l MPEeyCTaHOBABAHE HA JIEYEHHETO.

Taoanna 12 Pemucus 6e3 JieueHue cJie/l JedyeHHe ¢ HHJIOTHHHO, cjiel npeecTBaulo JedeHHe
¢ HMATHHHO

[TaumenTn, BKIoYeHHu BbB (hazara Ha TFR 126
CEZIMHMLIM CJIe/1 HAaYaJIOTO Ha (pa3ara Ha 48 ceMHULIH 264 ceamuuu
TFR
nauMeHTH, octanan ¢ MMR, Ge3 73 (57,9%, [95% CI: 48,8, | 54 (42,9% [54/,1’26 @5%‘:* ”‘0 .,.
noTebp/acHa 3aryda Ha MR4,0 u 6e3 66,7]) CI: 34, 1//52ﬁJ,) \, :
MOBTOPHO 3ar04YBaHe Ha JIEYEHHUE C /; & [ G RN
HUJIOTUHUO f - ;”‘Lj'fT
[MTaumenTn, npekbcHaiu ¢asara Ha TFR 53 74 \ £ T B
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nopaau noTebpaeHa 3aryba na MR4,0 53 (42,1%) 61 (82,4%)
uiM 3aryba Ha MMR
nopajau Apyrv npu4vuHH 0 13
[TareHTH, 3aroYHaIy NOBTOPHO JICYEHHE 51 59
cnen 3aryba na MMR wnu norebpaeHa
3aryba 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] JIBama nauuenTu ca umanu MMR (PCR ouenaBane) Ha 264 ceaMuiia, HO NMPEKbCBAT HA MO-KbCEH
eTan ¥ He ca npeMuHaBau rno-HatarbliHO PCR oueHsBaHe.

HUsuncnenara no Kaplan-Meier menana Ha BpeMeTo 3a NoBTOpHO nocturade Ha MR4,0 u MR4,5 ¢
HUJI0THHHO e choTBeTHO 11,1 ceamuum (95% CI: 8,1, 12,1) u 13,1 ceamuum (95% CI: 12,0, 15,9).
KyMmynaTtHBHaTa yecToTa Ha noBTOpHO nocturane Ha MR4 u MR4.5 48 ceamMuLm ciiel MOBTOPHO
3a1104YBAHE HA JICYEHUETO, € ChOTBETHO 94.9% (56/59 naumenTH) U 91,5% (54/59 naumeHTH).

Usuncnenara no Kaplan-Meier meauana Ha TFS e 224 ceamuum (95% CI: 39,9, NE) (Purypa 5):
63 ot 126-te naumenTu (50,0%) He ca umanu crOuTHE, CBBp3aHo ¢ TFS.

durypa 5 MHM3unciaena no Kaplan-Meier npexussiemocT 0e3 jieuenne cjael Haqyanoro Ha TFR
(mbJieH Habop 32 AaHAJINH3)
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[leauaTpydyHa nomnyJiaius

B OCHOBHOTO neAMaTpu4yHO NPOy4YBaHe, NMPOBEAEHO ¢ HUJIOTHHHO, 00110 58 MalMeHTH, Ha Bb3pacT OT
2 10 <18 roauuum (25 naumenTu ¢ HoBoauarHoctuumpana Ph+ XMJI B xpouryHa ¢a3a u 33 naiueHTy
¢ Ph+ XMJI B XxpouuuHa a3a ¥ ¢ pe3uCTeHTHOCT KbM UMAaTHHUO/1a3aTHHHO UITH C HEMIOHOCUMOCT
KbM UMAaTHHKO) ca JIeKyBaHU ¢ HUIOTHHHMO B J103a 230 mg/mz,usa NBbTH JIHEBHO, 3aKPbIJIEHA KbM HaH-
6amskaTa a03a ot 50 mg (10 MakcuMaiiHa eaMHUYHa Ao3a 400 mg). KinrouoBuTe J1aHHU OT
npoy4saHeTo ca 0000uenun B Tabnmua 13.
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HANOTHHAD

Tabarna 13 O6obmenn AAaEHA 33 OCHOBHOTO NEAHATPHIHO MPOYYBaHE, IPOBEACHO C

Horoauarnocruimpann Ph+
XMJI-X®P nauxeHTH
(n=25)

Ph+ XMJI-X® nauuyeHTH ¢
PE3UCTEHTHOCT WM
HEMOHOCHMOCT

(n=33)

MeanaHa Ha BpEMETO Ha
JIEYCHHUE B MECEUH (INANA30H)

51,9 (1,4-61,2)

60,5 (0,7 —63,5)

Meanana (AMana3oH) Ha
| AeHCTBHUTEJIHHA HHTEH3HUTET HA
nozara (mg/m?/nen)

377,0 (149 — 468)

436,9 (196 — 493)

OTHOCHTENEeH UHTEH3UTET Ha
no3ata (%) B cpaBHEeHHE C
rulaHMpaHata ao3a 230 mg/m?
IBa ITETH JHEBHO

MenaynaHa (qnana3ox)

bpoii naupnerTH ¢ >90%

82,0 (32-102)
12 (48,0%)

95,0 (43-107)
19 (57,6%)

MMR (BCR-ABL/ABL <0,1%
IS) na 12-ua nuksa, (95% CI)

60%, (38,7, 78.9)

48,5%, (30,8, 66,5)

MMR no 12-us uyks,
(95% CI)

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

57,6%, (39,2, 74,5)

MMR 10 66-43 LMKB,
| (95% CI)

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

—

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

Menuana Ha spemero 10 MMR
B Mecel (95% CI)

15,56 (5,52, 10,84)

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

bpoi naunenty (%),
nocruriaiy MR4,0 (BCR-
ABL/ABL <0,01% IS) no 66-us

[115193)

" 2

14 (56,0%)

9(27,3%)

bpoit nauuenTH (%),
nocturHany MR4,5 (BCR-
ABL/ABL <0,0032% 1S) no 66-

| HS LHKBJ

11 (44,0%)

4 (12,1%)

[TorBBpAcHa 3aryba Ha MMR
cpeA NaLUMEHTHTE, NOCTHIHANY
MMR

30119

Hurto eaus ot 20

BpEMC Ha JICHCHHUCTO

Ha TEXHH4YeCKaTa Ach)HHHNLHA 34

MyTauus, Bp3HHKHANA o Bpeme Hama Hsama
Ha JICYCHHETO 1
[Tporpecus Ha 3a6ongasaHeTo no | 1 MALMEHT BPEMEHHO OTTOBapsA | 1 MaUHEHT MPOrpecHpa KbM

OA/BK cnen 10,1 MeceLia Ha

nporpecus kbM OA/BK* | seHeHHe
O6ma npexHBAeMOCT
Bpoii cxOurua 0 0
CMBpPT NO BpeMe Ha 3 (12%) 1 (3%)
NIeYeHUe |
CMEBpPT N0 BpeMe Ha He mMoxe aa ce u34Hucau He moxe aa ce H3UKCIIH
MPOCHeIABAaHETO 32 |
NMPEXHBAEMOCT

* eIMH NaltHEHT BPEMEHHO OTroBaps Ha TEXHHUYecKaTa AerHHHLUMA 338 nporpecka kM QA/BK

(mopanu nosuiaBaHe Ha 6pos Ha bazoduinTe) eauH Mecel] CieA 3ano4YBaHe MPHeMa Ha HW
(c BpeMEHHO MpeKbCBAHE Ha JIEYCHHETO OT 13 AHM No BpeMe Ha MbpBHA UHKE). [Taiue
B nIpoyuBaHeTo, Bphlua ce B XD, karo e uman [1XO u CCyR a0 6 —Hs uukba Ha AcueHH

- HWJIOTHHHO.
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5.2 @CapMakoKHHEeTHUHH CBOHCTBA

Abcopbuns

[T1koBa KOHUECHTpalMg Ha HIWIOTHHHUO ce AocTura 3 4aca ciiel nepopaneH npueM. A6copbunara Ha
HUJJOTHMRHO cnen mepopaiHo NpHIoKeHKe ¢ npubauzuTenHo 30%. AGcomoTHaTa GHOHARWYHOCT Ha
HWIOTHHHO He e onpenensHa. I1py cpasHeHune ¢ nepopaneH pasTsop 3a nuene (pH or 1,2 no 1,3), -
OTHOCHTETHATa OHOHATHYHOCT Ha Kancynata HWIOTHHUO ¢ npubnusurento 50%. I1pu 3apasH
ROGPOBOJILIM, KOTaTO HAIOTUHMG ce npuiara ¢ XpaHa, Crax M IUIOIITA [TOJ KPHBATA 32 CEPYMHA
koHUeHTpauua-Bpeme (AUC) 3a HUNOTHHHO ca yBeIH4eHH chOTBETHO ¢uC 112% 1 82% B cpaBHeHHe
C YCJTOBHATA Ha riagHo. [TpunoxkeHnero Ha HUWIOTHHHO 30 MHHYTH WIH 2 Yyaca Cliel HAXpaHBaHe
MOBHINABA OMOHANHYHOCTTA HA HWIOTHHHO chOTBeTHO ¢ 29% H 15% (Bx. TOukH 4.2, 4.4 u 4.5).

A6copbusara Ha HuIOTHHMO (oTHOCHTENHA GHOHaNMYHOCT) MOXe Aa OBae HaManeHa ¢ okoso 48% u
22% CBHOTBETHO NPH NALMEHTH ¢ TOTAJIHA U NapLMaiHa raCTpEKTOMHA.

Pa3npenencHue

CpoTHOiIIEHHETO KPBB-TLTazMa 3a HWIOTHHRD ¢ 0,71, Cabp3BaHeTo ¢ IU1a3MEHHTE NPOTENHH €
npubnuzuTenHo 98%, oTyeTeHoO B13 OCHOBA Ha EKCNEPHMEHTH in Vifro.

buorpancdopMaums

[naBHWTE MeTaOONWTHH ITETHING YCTAHOBEHH ITPH 3APaBH YHACTHHLM Ca OKUC/ICHHE H
xuapokcunuparne. HUnoTHHHO € OCHOBHOTO, LMPKYJIHpAILO B CepyMa, cheAnHeHHe. HuTo enuH ot
MeTaboIHTHTE He AOTIPHHACA 3HAYHMO 3a GapMaKOJIOrHYHaTa aKTHBHOCT Ha HUIOTHHHO., HunotuHu6
ce Metabonnaupa rnasro oT CYP3 A4, ¢ Bb3MoxkHO MHHUMaNHO ydacTue Ha CYP2CS,

EnuMuHipaHe

Cnen eIHOKpaTHA 1033 paMOMapKHpaH HUIOTHHHO NMpH 3ApaBH Mua, nosede oT 90% ot aosata e
61una enMMHHHpaHa B paMKHTe Ha 7 OHH, FaBHO BBB ¢eueca (94% ot gozata). HenpoMeHeHHAT
HWIOTHHKO cheTapnasa 69% ot nosara. |

ITpHUBHAHHAT €TMMHHALHUOHEH NOMYKHBOT, OLIEHEH (PAPMaKOKHHETHYHO MIPH MHOTOKPATHO
MPHIIOKEHHE BEAHEBXK AHERHO € Npubnu3nTenHo 17 yaca. Panukara BbB (papMakOKHHETHKATA HA
HWJIOTHHHMO MEXIy OTACAHUTE NaLMEHTH € YMEPEHA 0 roJisiMa.

JIuHeAHOCT/HENHHEHHOCT

Excrno3uuMaTa Ha HWIOTHHHO B CTAMOHAPHO CHCTOSHHE € JO303aBUCHMA, € MO-MaJIKH OT A030-
MPONOPLIHOHATHHTE YBEJIHUYEHHS NPH CHCTEMHA €KCTIO3HIIHA B JO30BH HHBA NMo-BHCOKH oT 400 mg
NPKICHKEHH KAPO EAHOKPATHA AHEBHA 03a. JIHEeBHaTa CHCTEMHA €KCIO3HUMA HAa HUIOTHHHO npw

400 mg NpUNOXEHH JBa ITbTH JHEBHO B CTALIHOHAPHO CBCTORHME € € 35% Mmo-BHCOKA OT Ta3H NpH
800 mg npunokeHn BeAHLK AHeBHO. CHcTeMHaTa excnosuis (AUC) Ha HUnoTHHHG B CTALIHOHAPHO
CBCTOAHHKE NMpH A03a 0T 400 mg ABa 1mbTH AHEBHO ¢ 13,4% no-Brcoka ot TasH ApH no3a 300 mg asa
ITbTH AHEBHO. CpeiHATE Hali-HUCKM K NMMKOBH KOHLICHTPAlMH 33 NEPHO/ oT 12 Mecelia ca OHH
npubmuauTenHo c 15,7% u 14,8% no-srucoku npu npuioxkenre Ha 400 mg ABa T AHEBHO CHPAMO
300 mg apa MbTH AHEeBHO. [IpaKTHUeCKH HAMA NOBHIIABAHE HA EKCIIOZHLMATA HA HUJIOTHHHO Nnpu
yBeJIH4eHHe Ha fKo3arta ot 400 mg asykpaTtHO AHeBHO Ao 600 mg ABYKpaTHO THEBHO.

[TocTura ce CTAMOHAPHO CHCTOAHUE NO CHILECTBO A0 8-HA CH. YBEIHUCHHETO HA CEPYMHATA

eKCMO3MLIMA Ha HUNOTUHMO MEXAY IThPBATA J03a ¥ CTALHOHAPHOTO CHCTOSHHE € OUNO NS
npuGIIH3UTENIHO ABYKPATHO MPH NPWIOKEHHE BEAHBXK JHEBHO H 3,8 WHTH NPH NPUNIOKE W8] 'r RS
o iﬂrﬂ, r d}
JAHEBHO. = k e ’f,'_;;;f"%‘._c*-' )
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L iy
30 LI VarvrnoY

HU/H/0891/1A/004/G




[IpoyuBanns 3a 6HOHANHYHOCT/OHOCKBRBAICHTHOCT

JloxazaHa € OMOESKBUBANIEHTHOCT NPH €AHOKpaTeH npHeM Ha 400 mg nunorunub noa popmarta Ha
2 TeBpAN KancyiH oT 200 mg, npH KOHTO ChABPIKAHUETO Ha BCAKA TBbP/IA KariCyJia € Onio
pasTBOPEHO B €HA YaCHA JIbKHUKa AOBIIKOBO MOpPE U €IHOKPATEH NMPHEM HA 2 HHTAKTHH TBLPIH

kancyiu ot 200 mg,

[leauaTpHyHa NONyIalUs

[py NpHIOKEHHE HA HWIOTURUG NpH MeAMaTPUYHH NALMEHTH B f03a 230 mg/m’ ABa MLTH AHEBHO,
3aKpbITIEHH JO Hali-61M3KaTa 103a ot 50 mg (10 MakCKManHa eqMHKYHa n03a 400 mg), ce
YCTAHOBABA, Y€ €KCMO3ZHUMATA B CTALIMOHAPHO CHCTOSHHE H KIIUPLHCHT Ha HUNIOTHHHO ca nonobHu ( B
paMKHTE Ha 2 MBTH) Ha TE€3H NMPH BBL3PACTHH MALMEHTH, JieKyBaHu ¢ 400 mg 1Ba mbTH JHEBHO.
dapMaKOKHHETHYHATA EKCMO3HUNA HA HWIOTHHHUO clell €AHOKPAaTHO HNKW MHOTOKPaTHO NPHIOKEHHE
e CpaBHUMA MeXTy NeMaTPUUHUTE NALMEHTH HA BB3pacT oT 2 roguHy A0 <10 rogusu u ot

>10 rogunu 10 <18 roauHm. '

5.3 IlpeaxiIuHHYHH AaHHH 34 GejonacHOCT
Hurotuaub e uacneasaH BbB hapMaKoJIOrHUHK NPOyYBaHKA 38 6€30nacHOCT, MPOYYBAHHA 32

TOKCHYHOCT MPH MHOIMOKPATHO MPHJIOKEHHE, NEHOTOKCUMHOCT, PETIPOAYKTHBHA TOKCHHMHOCT,
(POTOTOKCHYHOCT ¥ KaHLIEPOTEHHOCT (ILTbXOBE H MHUIIKH).

QDapMaKoIOrHuyHH NpoyyBaHus 3a 6e30NacHOCT

Hunornnud nama edexr srpxy 1LIHC wnu guxarennara pyskuua. In vitro npoyysaHus 3a
6e30MacHOCT MO OTHOLEHHE HA ChPLIETO JABAT NPEAKJIHMHHYECH CUTHaN 3a yAbkaBaHe Ha QT
MHTEpBaNia, Bb3 OCHOBA HA NpeAH3BUKAHM OT HUIOTHHHO OGiokupaHe Ha hERG 3apaanre
yABJDKABaHE NPOAB/DKHTEIHOCTTa HAa aKLIMOHHHS MOTEHUHKA B H30JIHPaHM ChpLia oT 3aiuu. He ca
HabmonaraHn edexTH npu namepsane Ha EKI npu xyuera 1 MaiiMyHH JleKyBaHH 10 39 ceAMULIM WIH
MpH CNIELMAIHH TEEMETPHYHHU MPOYYBAHHS TIPH Ky4€ETa.

[MpoyuBaHKd 38 TOKCHYHOCT MPH MHOTOKPATHO NMPUNOKEHHE

[IpoyuBaKHATa 32 TOKCHYHOCT NPH MHOTFOKPATHO NMPHWIOKEHHE NPH KYUETa, ¢ MPOIABIDKHTEAHOCT A0

4 cenMHMLM, K NpH MaliMyHH cynomolgus, ¢ MpOIB/DKHTENHOCT A0 9 Mecela, NOKa3BaT, 4€ YEpHHAT
Apo6 € MbPBHUHKAT MPHULEIEH OPraH 3a TOKCHYHOCT Ha HUNOTHHHG. TIPOMEHHTE BIJTIOYBAT MOBHILEHA
AKTHBHOCT Ha aJlaHHH aMHHOTpaHc¢pa3aTa ¥ ankanHara gocgarasa, H XUCTONATONOIHHHH HAXOAKH
(rIaBHO XUMEPILIa3HA/XUNepTpohHa Ha CHHYCOMAAIHH KINETKH WU KeTKU Ha Kyndep, xunepnnazus
Ha XJTbYHUA KaHall i nepunopranta ¢pudposa). Karo usno GHOXUMUYHHTE MPOMEHH ca OWIH HANTBJIHO
obpaTHUMH cnel YeTHPH CeAMHYEH MEPHO Ha Bb3CTAHOBABAHE, 4 XHCTOJNIOTHUHHTE MPOMEHH Ca
NMOKAa3aH YacTHUHA oOpaTUMOCT. EXCo3HUMATa HA HAH-HUCKHTE AO30BH HHBA, MPH KOUTO CE
HabmonaBat eexTH BBPXY 4epHHA Apob, e OWna no-HHCKa OT eKCINO3HLUMATA TIPH XOpa NpH 1034

800 mg/nueBHo. I[Ipn MHLIKK H ILTbXOBE TPETHPAHH 3a NEpHOA A0 26 ceaMuLiM ce HabmoaasaT camo
He3HAYHTEIIHN NPOMEHH B YepHHs Apol. [IpH rurpxose, Kyyera 1 MAMMYHH € Ha0MOAABaAHO MIABHO
oOpaTHMO NOBHINABAHE Ha CTOHHOCTHTE Ha XO/eCTEpOna.

[IpoyuBaHus 3a r¢eHOTOKCHUYHOCT

[IpoyuBaHUs 33 FEHOTOKCHYHOCT NPU ODAKTEPHAIIHHM in Vitro CUCTEMH U NPH in Vitro W in vivo CHCTEMH
npy 0o3aliHULK, CBC U 6€3 MeTabOIMTHO AKTUBUPAHE, HE MOKA3BaT JaHHH 3a MYTareHeH MoTeHLHAl
Ha HWIOTHHHO.

[IpoyupaHHs 3a KAHUEPOTreHHOCT

[1py 2-roaMinHO NPOYYBAHE 38 KAPLUHHONCHHOCT NPH IUTbXOBE, MNTABHHAT TAPTETEH OpPré
HeOIUTaCTHYHH JIE3HH € OWIa MaTKaTa (AunaTtalus, ChA0Ba €KTa3Hud, XUnepIulaszus Ha eH
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KJIETKH, BB3MaleHHe W/HWIH enUTeIHa Xyunepnnasuga). Hama naHHH 3a KapUMHOTEHHOCT MpH
NpHIcKeHHe Ha HUNOTHHHO B a03H oT 5, 15 1 40 mg/kg/neH. TIpH Hali-BHCOKMTE O30BHN HHBA .
excriosuumaTa (cnopea AUC) e croTBeTcTBaAIa MPUOMHIHTENHO Ha 2X 10 3X YOBELIKATA JHEBHA
EKCIO3HULIMS B CTAMOHApHO cheTodHMe (cnopea AUC) Ha nuinotuHn6 npy no3a 800 mg/nex.

B 26-ceIMHYHOTO Npoy4BaHe 3a kapuuHoreHHocT npu Tg.rasH2 MMillky, B KoeTo HUIIOTHHHO €
npunarar npu aosu 30, 100 n 300 mg/kg/nen, ce ycTaHOBABAT KOXKHH NanuIOMH/KapLIHHOMH TpH
n03a 300 mg/kg, crorBercTRama npubnausuTenHo Ha 30 go 40 meTH (813 ocHoBa Ha AUC)

eKCMIO3HLMATA MPH XOpa MpH MakcHManHa oaodpeHa ao3a or 800 mg/nen (npunoxenH xato 400 mg
nBa meTH AHeBHO). HuBoTo, npu koero He ce HaOmoaaeat Hexenand peakumu (No-Observed-Effect-
Ievel) 3a xoxuuTe HeonnacTHuHM Je3nd ¢ 100 mg/kg/nen, crorBercTBalno npubausuTenHo Ha 10 no
20 MLTH €KCTIO3ULIHATA TIPH Xopa NMpu MakcuMaHa oaodpeHa ao3a ot 800 mg/nex (NpUAOKEHH KaTo
400 mg aABa bTH AHEBHO), [ TaBHUTE NPHULEIIHY OpPraHH 3a He-HEeOIUIaCTHYHH JIE3HH Ca KOXKAaTa
(enHaepManHa XHUINepiasHa), pacTALHTE 360U (JereHepanus/aTpopHs Ha eMaiia Ha FOPHHTE pealiy
U BBL3MANEHHE HA BEHLIMTE/ONOHTOrEHHHA €MUTEN Ha pe3UUTe) H THMYCa ([TOBHIICHA 4€CTOTa WHNH
TEXKECT Ha MOHIDKeHHE Ha Opoa Ha nuMouMTHTE).

IlpoyuBaHud 3a penpoayKTHBHA TOKCHYHOCT H (PEPTHIMTET

HunotuHH6 He HHAYUMPA TEPATOTEHHOCT, HO MOKa3Ba eMOpHO- U GETOTOKCHYHOCT B J03H, KOHTO
MOKA38AaT ChIIO H TOKCHYHOCT NPH MaiikaTa. YBeIHUeHa MOCTHMIUTAHTAUMOHHA 3aryfa €
Haba0aaBaHa KaKTo NPH MPOY4BaHe 3a GEePTWINTET, KOETO BIUTIOYBA TPETHPAHE H Ha MBXKH, H Ha
’KEHCKH eK3eMILIAPH, TAKA i NPU NpoyuyBaHe 3a eMOPHOTOKCHYHOCT, KOETO BKIIOYBA TPETHpPAHE Ha
IEHCKH eK3eMIULIpH. [Ipu mpoyusaHHs 38 eMOPHOTOKCHMHOCT ce HabmoaasaT emOprHoOHaHa
CMBPTHOCT U deTanHu eeKTH {TNaBHO NMOHIKEHO TerJo Ha IUT0AA, MPEeXAEBPEMEHHO CPACTBAHE Ha
JTHLIEBHTE XOCTH (CpacTBaHe.Ha MAKCHIA/3UMrOMaTHKYC), BUCLIEDATHK M CKENICTHU BapHALIHH) NPH
[LTXOBE, H YBEJIHUYEHA pe30pOimsa Ha GeTyCHTE M CKeNIETHH BApHALIMK NpH 3aii|. B npoyyuBaHe Ha
Mpe- H fIOCTHATANTHOTO Pa3BHTHE NPH MUIbXOBE, MalfuHHaTa EKCNIO3HLMA Ha HWIOTHHHG € JoBena 1o
HaMansgBaHE Ha TEMJIOTO Ha MAIKHTE, CBBHP3aHO C MPOMEHH B MOKA3aTENINTE 38 GU3NYECKO PA3BUTHE,
KAKTO 4 C TOHWXABAHE Ha MOKA3aTeJIMTE 38 Pa3MHOXKaBaHE U (PepTWIHTET NPH MOKOJICHHETO.
Excno3yuuaTa Ha HWIOTHHHO NpH )KEHCKH eK3EMILUTAPH, [P HUBA IIPH KOUTO He ce HaboaaBaT
HE)KENaHH peaKkiHH, 0OMKHOBEHO € NO-MaJika WIH paBHA Ha Tasu npu Xopa npu aosa 800 mg/nHesHoO.

He e HabmonaBan edekT BbpXY Opos/MOABIDKHOCTTA HA CIEPMATO30MANTE WIH BBPXY (pepTHiHTeTa
NPy MBXKKH U XKEHCKH IUTBXOBE 0 Hali-BHCOKATa M3C/E/IBaHa 1034, KOATO € MPHONIM3UTENHO 5 TBTH

NpenopBbUYHTENHATA 1034 [IPH XO0pa.

IIpoyuBanus NpH IOBEHWIHH dKHBOTHH

B npoyuBaHe 10 OTHOWIEHHE HA IOBEHWIHO Pa3sBUTHE, HWIOTHHHO € mpunaraH 4Ype3 opanHa COHAA MpH
MJIAJH TUTBXOBE OT IThPBATa CEAMHLIA CJIE[ POKIAHETO A0 NPEBPHILAHETO KM B MJIAH 3pENH
uHauBHIH (70 neH cnen paxxgaHeTo) B Ao3u oT 2, 6 U 20 mg/kg/nen. OcBeH cTaHgapTHHTE
NOKAa3aTeNH, B NPOYUYBAHETO Ca OlICHEHH K NMOKAa3aTeNuTe 3a pa3sBHTHE, KakTo ¥ edexture Bopxy LIHC,
yHdTOocBaHeTO H depTHinTeTa. B3 OCHOBA HA PEXYKLUMATA HA TETJIOTO M NPH ABaTa Noja v
3a0aBSHETO B OT/IEJISHETO Ha MNpeMyLHyMa NMPH MBKKHTE (KOETO MOXKE 4 € CBBP34aHO ¢ PEAYKLHATA
Ha TErJIOTO) € NPELICHEHO, Ye NPH MIIaAH IUIBXOBE HUBOTO, NPH KOMTO HE c€ HAab/moaaBaT HeKeNlaHu
peaxiii (No-Observed-Effect-Level) e 6 mg/kg/aen. Mnaaure :)KHBOTHH HAMAT IM0-rojsAMa
YyBCTBHTETHOCT KbM HWIOTHHHO B cpaBHEHHe ¢ Bb3pacTHUTe. OCBEH TOBA, NPOPHIBT HA TOKCHUHOCT
NpH MAAAWTE ILTEX0BE € O noaoOeH Ha TO3H NPH BL3PaCTHHTE.

IIpoyusaHus 33 GOTOTOKCHYHOCT

JfokasaHo e, 4ye HW10THHHNO abcopbupa ceertnndara o1 UV-B n UV-A cnektepa, pasn
KOKATA U MOKa3Ba (POTOTOKCHYEH MOTEHUHMAN in vitro, HO He ca HabmoaaBaHu edexTi/i
NMPHYHHA CE€ CYWTA, Ue PUCKLT HUNOTUHHUO J1a npean3BrKa PoToceHCHOWNM3HpaHe
MHOI'0 HHCBK.
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6. OAPMAILLEBTHYHHA JAHHH
6.1 Cnachbk HA DOMOIMHAATE BEIRECTBA

Hunotuuud Tesa 150 mg TBHpAM KANCYIH

Cvobpicanue Ha xancyaama

JlakT03a MOHOXHPAT

Kpocniopuaor tun A (E1202)

Konouaen, 6e3soneH cunuuueB quokcHa (ES51)
Marnesuer creapar (E470b)

Cvcmas Ha kancyaama
Xunpomenosa (E464)

Kaparenan (E407)

Kamuer xnopua (E508)
EpurposuH (E127)

Kuor xenezen okcua (E172)
YepreH xkeneseH okcua (E172)
Tutanos auokcua (E171)
[Tpeuncrena Boaa

Hepro nevamno macmuno
[Hlennax (E904)

[Tponunen rnuxon (E1520)
Kanuer xuapokcua (E525)
YepeH xeneszeHd oxcuz (E172)

Hunornnnb Tera 200 mg TRbpAH Kancyiu

CrovpXcanie na xancyarama
JlakT03a MOHOXHApAT

Kpocnoeuaon tun A (E1202)
KornounaeH, 6e3soaeH cruneB AHokcHa (ES51)
Marsesues creapat (E470b)

Cwcmas va xancyaama
Xunpomenosa (E464)

KaparenaH (E407)

Kanues xnopuza (ES08)
JKwirT keneszeH okcup (E172)
TwuranoB auoxcua (E171)
[IpeuncreHa Boaa

Yepro neyamuo Macmwio
[Hlennak {(E904)

[Tponunen rnukon (E1520)
Kanunes xuapokcug (E525)
Yepen xenezeH okcua (E172)

6.2 Hec¢hbBMeCTHAMOCTH

Henpunoxumo
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6.3 Cpox Ha roaHoCT

24 Meceua

6.4 ChnennajHH YC/I0BHS HA ChXpAHEHHE

To31 neKapCTBEeH NMPORYKT HE H3MCKBA CIIELHANIHH YCIIOBHA HA ChXPaHEHHE.
6.5 BuaHcbhAbLpXKaAHHE HA ONIAKOBKATA

OnaxoBky, cbabpokaiy 28, 30, 40 1 112 TBBpaM Kancysu 1 rpyrnosy onakoBky no 112 (4 onakoBkH
no 28), 120 (3 onaxosku no 40) u 392 (14 onakoeku no 28) Teepau kancynu B PVC/PE/PVAC//Alu
bmucrepr win OPA/Alu/PVC//Alu GnucrepH.

OnakoBky chabpxaiid 28x1, 30x1, 40x1, 112X1 TRPAH Kancyau ¥ rpynoBH onakosku no 112x1 (4
onakoBkH ¢ 28x%1), 120x1 (3 onakorku ¢ 40x1) u 392%1 (14 onakosku ¢ 28%1) TBLpAHU Kancynu B
PVC/PE/PVAC//Alu 6nucrepu unu OPA/AlW/PVC//Alu nepdopupann 6aUcTEpH ¢ €AHHHYHHU OO3H.

He BcHuxy BHAOBE ONAKOBKH Morar Aa ObAaT MyCHATH Ha rnas3apa.
6.6 CuenEanHH HpeANAZHH MEPKH NPR H3XBLPAAHE

Hensnon3paHKAT NEKAPCTBEH NMPOXYKT HIM OTNAABLUHHTE MaTepHalid OT Hero TpAbBa fa ce H3XBBPIAT
B CHOTBETCTBHE ¢ MECTHHTE U3HCKBAHHA.

7. IPHATEXATEJ HA PAZPEIIEHHUETO 3A YIIOTPEBA

Tesa ®dapma EAJ]
ya. ,.Jhioba Bennukosa* Ne 9

1407 Codus, brarapus

8. HOMEP(A) HA PASPEIIEHMETO 3A YIIOTPEEBA

Hunornnud Tepa 150 mg TBBpAH KAnCyJIH
Per. Ne 20250204

Huwnotnnn® Tera 200 mg TBLpAMN KAINCYIH
Per. Ne 20250205

9. JATA HA IThPBO PABPEHIABAHE/TIOAHOBSIBAHE HA PABPEHIEHHUETO 3A
YIIOTPEBA S .

Jata Ha mepBo paspewasane; 17.06.2025

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

17.06.2025
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