NNPUJIOKEHMUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



vTo31/1 JIEKapCTBEH MPOJIYKT MOJICKH Ha JOITBIHUTEITHO HaOoieHre. ToBa 11ie mo3Boiau 0bp30To
yCTaHOBsIBaHE HA HOBAa MH(POPMALUS OTHOCHO Oe30macHoCcTTa. OT MEAMLIMHCKHUTE CIICIUAINCTH Ce
W3UCKBA J1a ChOOIIaBaT BCsAKA TOA03MPaHa HeKelaHa peakus. 3a HauuHa Ha ChoOIIaBaHe Ha
HEXeJIaH! peaKIiy BIDKTE Touka 4.8.

1. HNME HA JIEKAPCTBEHUS TPOAYKT

Veoza 45 mg ¢puimMupanu TabaeTKu

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Besika punmmupana Tabnerka cpappika 45 mg desonmaetanT (fezolinetant).

3a IBIHUA CIIMCHK HA ITOMOIIHUATE BEIECTBA BHKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupana Tabdaerka (TadiaeTka)

Kpbrom, cBerinouepBenu TadieTku (MpUOIM3UTEIIHO 7 mm B THaMEThp X 3 mm aedennHa), ¢
BIUTEOHATO peredHO O3HaYeHHe Ha PUPMEHOTO JIOTO 1 ,,645% OT chIaTa cTpaHa.

4. KJIMHUYHU JAHHHA

4.1 TepaneBTHYHU OKA3AHUS

Veoza e mokasaH 3a JieueHHEe Ha yMEPEHH JI0 T&KKHA BA30OMOTOPHH CUMIITOMH (vasomotor symptoms-
VMS), cBpp3anu ¢ MeHomay3a (BxK. Touka 5.1).

4.2 Jlo3UpOBKa U HAYUH HA MPUJIOKEHHE

2 1031/1[ DOBKa

[Ipenoppruntennara go3a € 45 mg BEAHBK JAHEBHO.

[lon3aTa OT ABATOCPOUYHO JIeUeHUE TPSIOBA MEPUOANYHO Ja CE OLICHSBA, Thi KaTO NPOIBIDKUTETHOCTTA
Ha VMS Moxe na Bapupa npu pa3IndHATE XOpa.

Ilponychama doza

Axo n03a Veoza e npoltycHaTa Wid He € IpueTa B 00MyYaiiHus Jac, mpoIycHaraTa 103a TpsioBa aa ce
MpreMe Bb3MOXKHO Hali-CKOpPO, OCBEH aKko HsIMa IMO-MajKo OT 12 yaca mpeau cieaBaliaTa MiiaHupaHa
no3a. [IpuembT TpsiOBa /1a ce Bh30OHOBH CrIOpe OOMUYaitHus rpaduK Ha CIeaBaIINs JACH.

Cmapuecka év3pacm

de30MMHETaHT HE € MPOYYEH 110 OTHOIIIEHHE Ha 0e30MacHOCT ¥ e(hUKACHOCT IPH JKEHH, KOUTO
3aro4Bar JeueHue ¢ Veoza Ha Bb3pacT Haj 65 rogunu. He Moxe fa ce HanpaBy IpenopbKa 3a
JI03UpaHe MpU Ta3y MOMyJarusl.

Yeprodpobro yspedicoane
He ce mpenoppuBa nmpomsiHa Ha 103aTa IPH JUIA C XPOHUIHO YEPHOAPOOHO YBpEXKIaHe Kiac A (JIeko)
no Child-Pugh (Bx. Touka 5.2).

Veoza He ce mpenopbyBa 3a yrnorpeda MpH JIMIa ¢ XpOHUYHO YEPHOIPOOHO YBpexkIaHe Kiac B
(ymepeno) uiu C (texxko) o Child-Pugh. de3onuHeTanT He € IPOYYEH MPH JIMIA ¢ XPOHUIHO



yepHOoApoOHO yBpexaane kinac C (Texxko) mo Child-Pugh (k. Touka 5.2).

bvopeuno ysepeocoane

He ce mpenoppuBa nmpomsiHa Ha mo3arta mpw Jjuta ¢ jieko (eGFR ot 60 mo mo-manmko ot
90 ml/min/1,73 m?) wim ymepeno 666peuno yspexaane (€GFR ot 30 10 mo-manko ot
60 ml/min/1,73 m?) (Bxk. Touka 5.2).

Veoza He ce mpenopbyBa 3a ynorpeba npu Jmia ¢ Texko 060pedno yBpexaane (eGFR mo-manko ot
30 ml/min/1,73 m?). ®e301MHETAHT HE € NPOYYEH TIPH JIMIA ¢ TEPMHUHANIEH CTa Ml Ha OBOpeuHa
6onect (€GFR mo-manko ot 15 ml/min/1,73 m?) u He ce npenopbuBa 3a ynorpeba npu Tasu
nomynanug (BxK. Touka 5.2).

THeouampuuna nonynayus
Hsma cpoTBeTHA ynoTpeba Ha Veoza B ienuaTpuIHAaTa TOITyIAIUS 32 IIOKa3aHHETO YMEPEHH 10

Texku VMS, cBbp3aHH ¢ MEHOTIAY3a.

HauuH Ha npuioxxeHue

Veoza Tpsi0Ba 1a ce mpuiiara IepopaiHo BeIHbK JHEBHO MPUOIU3UTEIIHO MO €IHO U ChILO BpeMe
BCEKH JIEH ChC WM 0e3 XpaHa U J1a ce pueMa ¢ TeyHocTu. TabneTkuTe TpsOBa 1a ce MOTTbIIAT LEeJU U
Jla He ce YyIIIT, pa3TpolaBaT Wil IbBYAT NOpaaH JIUIICA Ha KIIMHUYHU JaHHU MPU TO3W HAa4YWH Ha
MIPUIIOKEHUE.

4.3 IIpoTUBONOKA3AHUSA

—  CBpBXUYBCTBUTETHOCT KbM aKTUBHOTO BEIIECTBO MM KbM HSKOE OT TOMOIIIHUTE BEIECTRA,
n30poeHu B Touka 6.1.

— ComoererBama ynorpebda Ha ymMmepeHu win ciitad naxuoutopu Ha CYP1A2 (Bxk. Touka 4.5).

— MU3BecTHa win nogo3upana OpeMeHHOCT (BXK. Touka 4.6).

4.4 CrnenuajaHu npexynpexaeHus U MpeANa3Hil MEPKH NPH ynoTpeda

MeMIIMHECKA Iperie)y/KOHCYITAUs

[Ipenu nbpBOHAYATHO MPUIIOKECHUE WM BH30OHOBSBAHE Ha JieueHue ¢ Veoza TpsaOBa J1a ce OCTaBH
TOYHA AMArHo3a 1 1a ce CHEMeE ITbJIHa MEIUIIMHCKA aHaMHe3a (BKJIIOYUTENHO (pamMuiIHa Takasa). [1o
BpeMe Ha JICUEHUETO TPsiOBa 1a ce U3BBPIIBAT IEPHOANYHH MPETIIEIH ChIIACHO CTaHAapTHATA
KJIIMHUYHA PaKTHKA.

YepHoapoOHo 3ab0isBaHe

Veoza He ce mpenopbkyBa 3a yrnorpeda MpH JIMIa ¢ XpOHUYHO YEPHOIPOOHO yBpexaaHe Kiac B
(ymepeno) niu C (texxko) o Child-Pugh. XXenu ¢ aktuBHO uepHOIpOOHO 3200 1sIBaHE MM XPOHUYHO
4yepHOAPoOHO yBpexaane kinac B (ymepeno) uiu C (texxko) mo Child-Pugh He ca BkiroueHu B
KIIMHUYHNATE MTPOYYBaHMUS 32 e(pUKacHOCT U 0€30MacHOCT ¢ (e30JMHETAHT (BXK. Touka 4.2) U OT Ta3n
nHOpMaLU HE MOXKE /1a Ce HalpaBH JOCTOBEPHO 3akiroueHne. DapMakoKMHETUKATa Ha
(he30MHETAHT € MPOyYBaHa MPH KEHH C XPOHUYHO YepHOAPOOHO yBpekaane kiac A (Jexo) u B
(ymepeno) mo Child-Pugh (Bx. Touka 5.2).

JlekapcTBOo-nHAYIIMPaHo YepHOoipoOHO yBpexaaHe (Drug-induced liver injury DILI)

HabnronaBa ce moBuIIaBaHe Ha HUBaTa Ha CepyMHaTa allaHuH aMmuHOTpanchepasa (AJIAT) u
cepyMHaTa acraptat amuHoTpaHcdepasza (ACAT) Haii-manko 3 mbTH HaJl TOpHATa TPaHKLA HA
Hopmara (ULN) npu xeHu, JeKyBaHU ¢ (e30JIMHETAHT, BKIIOYUTEIIHO CEPUO3HU CIy4au C
yBeIMYaBaHe Ha oOIIHs OMIMPYOHH U CUMIITOMH, ITPE/IIIoJIaraiiy Y4epHOAPOOHO YBpEXKIaHE.
[loBumenute 4epHOAPOOHN (HYHKLIMOHAIHY [TOKA3aTENN M CUMITOMUTE, IPENoiaramu



YEPHOAPOOHO YBpEKIaHe, ca OUITN KaTo ISUT0 OOpaTHMH CJIe ] MPEyCTAaHOBSIBaHE HA TePaIUsITA.
UepHoapoOHUTE PYHKITMOHAHN TECTOBE TPSOBA Ja CE MPOBEAAT MIPEIAH 3all0UYBaHEe Ha JICUCHUE C
(ezonuuerant. He TpsiOBa na ce 3amousa neuenue, ako AJIAT niu ACAT e > 2 x ULN wunu ako
oOmusT 6mnupyouH e 3aBuiieH (Hamp. > 2 x ULN). UepHoapoOuuTe (PyHKIIMOHAIIHU TECTOBE TPsiOBa
Jla ce MPOBEXKIAT eKEMECEUHO MIpe3 MbPBUTE TPH Mecella OT JISYSHHETO, CIIE]] TOBA 110 KIMHUYIHA
npereHka. YepHoapoOHuTe (QyHKIIMOHATHH TECTOBE TPSOBA J1a CE MPOBEKIAAT U KOTATO CE Pa3BHSIT
CUMIITOMH, MPEAIOJIATally YSPHOAPOOHO YBPEKAAHE.

JleyenueTo TpsiOBa Aa ce MPEYCTAaHOBH B CICAHUTE CUTYAIUU:

— IloBumasane Ha TparncamuHazute > 3 x ULN c: 06m 6mmupy6oun > 2 x ULN UJIU cumnromu Ha
4epHOAPOOHO YBpEXAaHe.

— lloBumasane Ha TpaHcamuHazute > 5 X ULN.

[IpocnensBanero Ha uepHOAPOOHATA (PYHKIINS TPAOBA 1a MPOABIDKU 10 HEWHOTO HOPMAaJTU3HUPaHe.
[TanmentrTe TpsiOBa na ObIaT MHGOPMHPAHH 32 IPHUHAIIUTE W CUMIITOMHUTE Ha YEPHOIPOOHO
yBpexkIaHe u TpsiOBa a ObIAT MOCHBETBAHU JIa CE& CBBPIKAT ChC CBOS JICKap He3a0aBHO MU MOsABATA

M.

H3BecTeH MM IpenxoieH pak Ha I'bPAATa WM €CTPOr€H-3aBUCUMH 3JIOKAYECTBEHH 3a00IISIBAHUS

Kenu, monnoxeH! Ha OHKOJIOTMYHO JieueHHe (Hamp. XUMHOTEpaIys, JIbYeTepanus, aHTHXOPMOHAIHA
Tepanwsi) 3a pak Ha rbpJaTta WIH JAPYTH €CTPOreH-3aBUCHMH 37I0KaYeCTBEHHU 3a00IsIBaHUS HE ca
BKJIIOYCHH B KIIMHUYHHTE Tpoy4BaHus. [lopaau ToBa Veoza He ce mpenopbysa 3a ynorpeda mpu tasu
MOMy Ay, ThH KaTo He ca HaJIMYHH JaHHU 3a 0e30MacHOCT U e(hUKACHOCT.

JKenu, KOUTO ca IMaJIM paK Ha I'bpAAaTa WIN JPYTH €CTPOTCH-3aBHCUMH 3JI0KaYeCTBEHH 3a00JIIBaHUS
1 KOUTO BCUC HE Ca Ha OHKOJIOT'MYHO JICUCHUEC, HC Ca BKIIIOYCHU B KIIMHUYHUTC MTIPOYyIBAHUS.
Pemennero 3a ieueHue Ha TE3H XKeHH ¢ Veoza, TpsiOBa Jja ce OCHOBaBa Ha MHUBUAYAIHOTO
CHOTHOIIEHHE 033/ PHUCK.

CoIrbTcTBaIIa yHOTPEOA Ha XOPMOHO3aMECTUTEIHA TEPAIIHS C ECTPOreHH (C M3KIIOYEHNE Ha JIOKATHU
BarvMHaJIHU [IpENapaT)

CwropreTBamiara ynotpeda Ha he30JIMHeTaHT U XOPMOHO3aMeCTUTENHA Teparus C eCTPOTCHH He €
MpOyYeHa U CIIEJ0BATEITHO CHITBTCTBAIIATA YIOTPpeOa He ce MPernophyBa.

I'bpuoBe MIIN IPYTH KOHBYJICUBHU Pa3CTPOMCTBA

@De30IMHETaHT HE € MPOYUEH MPH KEHH C aHaMHEe3a 3a I'bPYOBE WIN APYT'H KOHBYJICUBHH
pascrpoticTsa. Ilo Bpeme Ha KIMHUYHHUTE POYYBAHUS HE € UMAaJIO ClIyyad Ha I'bpPUOBE WK
KOHBYJICUBHU pa3CTPONCTBA. PelieHueTo 3a jieueHue Ha Te3U KeHU ¢ Veoza TpsiOBa /1a ce OCHOBaBa Ha
WHIMBUAYATHOTO ChbOTHOILIECHHUE 110J13a/PHCK.

4.5 B3auMmoaeiicTBHe ¢ APYTH JeKapcTBEHH MPOAYKTH U APYTrH (OpMH Ha B3auMojeiicTBHe

Ed)eKT Ha APYTH JICKAPCTBCHU MPOAYKTH BHPXY d)eSOJH/IHCTaHT

Huxubumopu na CYPIA2

®de3onmuHETaHT ce MeTabom3upa npeaumMuo oT CYP1A2 u B mo-manka crened ot CYP2C9 u
CYP2C19. CpnpreTBamara ynotpeda Ha (e30JUHETAHT C JIEKapCTBEHHU MPOAYKTH, KOUTO Ca YMEPEHH
nunu cuitHu nHxuouTopu Ha CYP1A2 (Hanp. KOHTpauenTHBH, ChAbPKAILM €TUHII €CTPaaHOI,
MEKCHJICTHH, CHOKCaIlMH, (DJIyBOKCaMUH ), MOBHIIABa Tia3MeHaTa Cmax 1 AUC Ha ()e30JIMHETaHT.

CoropreTBamia ynorpeda Ha ymepeHu win cuiiay naxuouropu Ha CYP1A2 ¢ Veoza e
MIPOTHUBOIIOKA3aHa (BXK. Touka 4.3).



EnnoBpeMeHHOTO mpuiIoKeHHe ¢ (ITyBOKCAaMIH, KOWTO ¢ criieH naxuouTop Ha CYP1A2, Bonu 1o
06110 1,8 meTH yBenmuuenue Ha Cmax Ha (e30muHeTanT u 9,4 bTH yBenudenue Ha AUC; He e
HabJromaBaHa MPOMsIHA Ha tmax. [IpeBUI 3HAUNTETHOTO MOBNKSBAHE OT CHJIEH HHXUOUTOP Ha
CYP1A2 u naraurte ot @K mMomenupane B MOAKpeNa Ha TOBA, CE OYaKBa ITOBHUINIABAHETO HA
KOHIIEHTpAIMHUTE Ha (Ee30JTMHETaHT /1a ObJe OT KIIMHUYHO 3HaUYEHHNE U CJIe]] ChIThTCTBRAINA yrnoTpeda ¢
ymepenu naxuoutopu Ha CYP1A2 (Bx. Touka 4.3). Benpeku ToBa He ce MpeABHK/Aa TIOBUIIABAHETO
Ha eKCTIO3ULUATa Ha (e30IMHeTaHT Ja ObJe KITMHUYHO 3HaYMMa CJIe/l ChITbTCTBAILA YIOTpeda Che
cnabu naxuouropu Ha CYP1A2.

Unoyxmopu na CYPI1A2

In vivo dannu

Trotrononymenero (ymepen nHayktop Ha CYP1A2) HamansBa Cuax Ha (D€30IMHETAHT 10 CPETHO
reoMeTpuyHo choTHoueHue Ha LS 71,74%, nokato AUC HamansBa 10 CpeAHO T€OMETPUYHO
cpoTHOmenue Ha LS 48,29%. JlanuuTte 3a ehrkacHOCTTa HE IMOKA3BAT 3HAYMMH PA3IUKH MEKIY
Mymayu 1 Hemymrayu. He ce mpenoppsyBa mpoMsiHa Ha J103aTa MPH MTyIIadH.

Tpancnopmepu

In vitro dannu

®e3onmuHETAaHT He € cyOcTpaT Ha P-rmukonporenH (P-gp). OcHoBHusT MeTabomut ES259564 ¢
cybcrpart Ha P-gp.

EdexT Ha de30IMHETaHT BEPXY APYIH JIEKAPCTBEHH IIPOIYKTH

Enzumu yumoxpom P450 (CYP)

In vitro dannu

®dezonmuueranT U ES259564 ne ca naxudouropu Ha CYP1A2, CYP2B6, CYP2CS8, CYP2C9, CYP2C19,
CYP2D6 u CYP3A4. dezonunerant u ES259564 ne ca unnykropu Ha CYP1A2, CYP2B6 u
CYP3A4.

Tpancnopmepu

In vitro dannu

®ezonmuueTanT 1 ES259564 He ca naxubutopu Ha P-gp, BCRP, OATP1B1, OATP1B3, OCT2,
MATE1 u MATE2-K (ICso > 70 umol/l). ®e3onunerant naxubupa OAT1 u OAT3 cbe cToifHOCTH Ha
ICso cpoTBeTHO 18,9 umol/l (30 X Cmax,u) ¥ 27,5 umol/l (44 X Cmax,u). ES259564 ne unxudupa OAT1 u
OATS3 (ICso > 70 pmol/l).

4.6 @epTuauTeT, )PEMEHHOCT U KbpMeHe

bpemenHoct

Veoza e mpoTUBOINOKa3aH 1Mo BpeMe Ha OpeMeHHOCT (Bk. Touka 4.3). AKo 1o BpeMe Ha ynorpeda Ha
Veoza HacThIIM OPEMEHHOCT, JICYEHHETO TPsIOBaA J1a ce MPeKpaTH He3a0aBHO.

Jlurceat WM MMa OrpaHWYeHH JaHHH OT yrnoTpedaTa Ha (he30IMHeTaHT IpH OpeMEHHH JKEHHU.
[IpoyuBaHusTa IPH )KUBOTHH MTOKA3BaT PEMPOAYKTHBHA TOKCHYHOCT (BX. Touka 5.3). )Kenu B
MepUMeHoIay3a ¢ AeTepoicH MOTEHIMal TPIOBa Ja U30N3BaT e()eKTUBHA KOHTpaLenuus. 3a Ta3u
HIOITyJIalKA C€ IIPENOPbUBAT HEXOPMOHAIHY KOHTPALEIITUBH.

Kopmene

Veoza He € moKa3aH 10 BpPEMC Ha KbpMCHE.

He e u3BecTHO nanu e301MHETaHT U HETOBUTE META0OJIUTH C€ eKCKpETHpaT B KbpMmara. Hanmunurte
(hapMaKOKMHETHYHH JaHHU IIPH KMUBOTHHU TIOKA3BaT €KCKpelHs Ha (e30JIMHETAHT U/UITH HETOBUTE
MeTa0OJUTH B MIISIKOTO TIPH JKUBOTHH (BK. TouKa 5.3). He Moxke fa ce U3KIT04H PUCK 33 KbPMaveTo.
Tps0Ba n1a ce B3eMe pelIeHne Jaliu Jja ce IPeyCTaHOBU KbPMEHETO MIIN JIa Cce IIPEyCTaHOBU/1a HE ce
MIPWIOKHU TepanusTa ¢ Veoza, KaTo ce B3eMaT IPeBUJ [10J13aTa OT KbPMEHETO 3a AETETO U MoJ3aTa OT
TepamnysTa 3a JKeHara.



PepTunurer

Hsma nannu 3a edexra Ha (e30MMHETAHT BHPXY (pepTruTeTa mpu Xopa. B mpoyuBaneTo 3a
(hepTUIUTETA TIPU )KEHCKH TUThXO0BE ()E30JIMHETAHT HE MOBIHsBA hepTriuTeTa (BXK. Touka 5.3).

4.7 EdexTu BbpXy criocodHOCTTa 32 modupaHe U padoTa ¢ MAIIUHA

De30IMHETAHT HE TTOBIHBA WUTH ITOBJIMABA TIPEHEOPEKMMO CITOCOOHOCTTA 3a modupaHe u padoTa ¢
MaIlHH.

4.8 HexenaHu JieKAPpCTBEHH PeaKIHU

Pesrome Ha mpoduiia Ha 0€30MaCcHOCT

Hati-uecture Hexxenanu peakiuu npu ¢esonunerant 45 mg ca auapus (3,2%) u 6e3cbaue (3,0%).
He ca cpoo611aBanu cepro3Hy HEXKETaHW PeakIiy ¢ 4eCToTa, Mo-TosisAMa oT 1% B Lsiara, mpoyyBaHa
nonynanus. [lpu de3onuuerant 45 mg ca choOIaBaHU YETUPU CEPUO3HU HEXeENIaHu peakuuu. Haii-

CepuO3HAaTa HeXKeNNaHa peakuus e cbOuTHe Ha eHroMeTpuaneH agenokapuuaom (0,1%).

Hati-uecTute HeXXenaHu peakIuy, BOJACIIH JI0 IPEYCTaHOBsABaHe Ha (he30auHeTanT 45 mg, ca
noBuIIeHa anaHnH amuHoTpancdepasza (AJIAT) (0,3%) u 6ezcrauE (0,2%).

CHuchbK Ha HEXKEJIAHUTE PCaKI B TabJIMYEH BUJL

BbezomacHocTTa Ha (he3onmmHeTaHT € poyueHa mpu 2 203 sxern ¢ VMS, cBbp3aHU C MEHOTIAY3a,
nmoJry4daBaiiy (e30IMHETaHT BEIHBK JHCBHO B KIIMHUYHU NIPOYy4YBaHUs (asa 3.

Hexenanute peakiuu, HaOIIOJaBaHU 110 BpeMe Ha KITMHUYHU POYYBaHUS U OT CIIOHTAHHH
CHOOIICHNUS, ca M30POSHH MO-JI0JTy M0 KATErOPHH O YeCTOTa BbB BCEKH CHCTEMO-OPraHeH Kiiac.
Kareropuure 1o 4ectoTa ce OnpeesiarT, KakTo cieaBa: MHoro yectu (> 1/10); wectu (> 1/100 mo

< 1/10); meuectu (> 1/1 000 mo < 1/100); peaxu (> 1/10 000 xo < 1/1 000); muoro pexnku (< 1/10 000);
Y C HEM3BECTHA YeCcTOTa (OT HATMYHUTE JaHHHU HE MOXKE J1a ObJic HAlTpaBeHa OIICHKA).

Tadanna 1. Hexenanu peakuuu npu gesonHeTanT 45 mg

Cucremo-opraneH Kjiac

Kareropus Ha yectoTa Hexenana peakuust
(SOC) no MedDRA P peaki
Ilcuxu4HM HapylIEeHUs Yectu bescbHue
CromarnrHo-4peBHU

Yectun Huapwus, 6onka B kKopema
HapylLIeHHS

[loBumieHa ananux
amuHoTpanchepasa (AJIAT),
MOBHIIICHA acrapTar
amuHotpancgepasa (ACAT)

Yectn
XemnaToOWIMapHA HAPYIIEHUS

JlekapcTBO-MHAYLIUPAHO

C HeusBecTHa yecToTa 4epHOPOOHO yBpexane (DILT)*

*BrokTe ,,Onrcanue Ha H30paHUTe HEeXXEJIaHN PeaKIuu

Onucanue Ha I/I36DaHI/ITe HCXKCIaHU PCaKIINH

THosuwasane na AJIAT/nosuwaeane na ACAT/DILI

Cepuosnu cirydau ¢ noummaade Ha AJIAT w/mnu ACAT (> 10 x ULN) cbe chIrbTCTBAIIO
MOBHIIaBaHe HAa OMnKMpyOuHa n/nnu ankanHata pocdaraza (AD) ca cpol11aBaHM ciel MycKaHe Ha
nazapa. B Hsikou ciydau noBuieHUTe YepHOAPOOHH (PYHKLIMOHAIHHU ITOKA3aTeH ca OUIIM CBBP3aHu C
MPU3HAIM U CHMIITOMH, TIPETOJIAraliyd YepHOIPOOHO yBpEKIaHe, KATO yMOpa, IIPYPHTYC,



XKBITCHUIIA, TOTHMHSIBAHE HA ypUHATA, OJIC]T BT HA M3NPAKHEHUATA, TaJIeHE, TOBPBIAHE, IOHMKCH
aneTHUT W/uin OoJiKa B Kopema (BrkTe Touka 4.4).

C1>06maBaHe Ha IMoaA031upaHd HCXCJIIaHU PCAKIIUN

Cro0I1aBaHeTo Ha MOIO3UPAHU HEeKEIIAHU PEaKIlMy CIIe/ pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBSHUS
MPOJYKT € BaXXHO. TOBa MO3BOJISIBA J]a MPOIBJIKKM HAOIIOICHUETO Ha ChOTHOIICHUETO I0JI3a/PUCK 32
JIeKapcTBeHUS MPOAYKT. OT MEAMIIMHCKATE CTIEIMAINCTH CE M3KCKBA J]a ChOOIaBaT BCAKA
ITOA03MpaHa HEeXEIaHa peakys Ype3 HaIlMOHAJTHATA CHCTEMa 3a ChOOIIaBaHe, OCOYCHA B

[Ipunoxenue V.

4.9 Ilpeno3upane

Hozu pezonmuuetant 10 900 mg ca TecTBaHM B KIMHUYHH MPOYUYBaHUs IpH 31paBu sxeHH. [Ipu 900 mg
ca Ha0JII01aBaHHU I71aBOOOIINE, TaIeHE U apecTe3usl.

B cnyuaii Ha npeno3upane nuieto TpsOBa 1a Obe HaOM0JaBaHO BHUMATEHO U TpsiOBa J1a ce
OOMHCITH MOIBPIKAILIO JICYUCHHUE CIIOPE MPU3HALUTE U CUMITTOMUTE.

5. ®APMAKOJIOTUYHHA CBOMCTBA
5.1 dapmakoaMHAMMYHH CBOICTBA

dapmakoTepaneBTUUHa rpyna: Jpyru THHEKOJIOTHYHH CPEACTBa, APYTH THHEKOJIOTHYHHU CPEICTBA,
ATC kox: G02CXO06.

MexaHU3bM Ha JIEHCTBUE

De30MHETaHT € HEXOpMOHaJIeH ceslekTuBeH HeBpokuHHH 3 (NK3) peuentopen antaronuct. Toi
Onokupa cBbp3BaHeTO Ha HeBpoKHHUH B (neurokinin B, NKB) xbM kucnentnH/HeBpOKHHUH
B/nunopdun (kisspeptin/neurokinin B/dynorphin, KNDy) HeBpoHa, KoiiTO ce cunTa, 4e Bb3CTaHOBSIBA
OanaHca B HeBpoHasTHaTa akTHBHOCT Ha KNDy B TepMoperynaTopHus HEHTHP Ha XUIIOTaJaMyca.

dapmakoauHaMu4HU eHEKTH

ITpu >xeHu B IOCTMEHOMAY3a MpH JIedeHHe ¢ (e30IMHETaHT ce HabJII01aBa IPEXOJHO MOHIKEHNE Ha
HUBarta Ha JyTenHusupamus xopmoH (JIX). [Ipu skeHn B mocTMeHoMNay3a He ca HaOItoJaBaHu SICHU
TEHACHLINN WX KIMHUYHO 3HAYMMHU IIPOMEHH B CTOWHOCTUTE HA N3MEPEHNUTE TIOJIOBU XOPMOHHU
(pomukynoctumynupant xopmoH (PCX), TecTocTepoH, ECTPOreH U ASXHIPOCTTHAHIPOCTEPOHOB

cyadar).

Kinnnnuna ednkacHocT U 6€300aCHOCT

Eduxacnocm: E¢pexmu evpxy VMS

Edexrure Ha Qe30aMHETaHT ca IPOYYEHH IIPH )KEHU B IOCTMEHOIAy3a ¢ YMEpEeHH A0 TexXKH VMS B
nBe 12-ceqMUYHH, paHIOMU3HUPAHH, IU1ale00-KOHTPOIMPaHH, IBOMHOCIIENN NpoyyBaHus ¢aza 3 ¢
WICHTUYEH TU3aifH, mocieaBanu oT 40-ceiMUYeH epro Ha IPOABIDKEHUE Ha JIEYEHHETO
(SKYLIGHT 1 —2693-CL-0301 u SKYLIGHT 2 —2693-CL-0302). B mpoy4BanusTa ca BKIIOUCHH
YKEHH, KOUTO Ca UMaJIM MUHUMYM CPEJHO 7 yMEpPEHH JI0 TeXKH VMS Ha fieH.

[Monynanusra Mo NPOyYBAaHETO BKJIKOYBA KEHHU B IOCTMEHOIAY3a, 1e(h)UHUPAHN KATO UMAIIH
ameHopes 3a > 12 nocnenoBarensu mecena (70,1%) nm ameHopes 3a > 6 mecena ¢ FSH > 40 1U/1
(4,1%) nnm KOUTO ca MPEeTHPIIETH IByCTpaHHa 00()OPEKTOMUS > 6 CEIMUIH NPT BU3UTATA 32
ckpunHuHT (16,1%).

[omynanusara no npoy4yBaHETO BKJIFOUBA )KEHHU B MOCTMEHOIIAY3a C €THO WJIM IOBEYE OT CICTHUTE:
MpeauIHa ynoTpeda Ha XopMoHo3aMmectutenHa Tepanus (X3T) (19,9%), npeauiiHa 00popeKTOMUs
(21,6%) wnm mpeanmHa xuctepextomus (32,1%).



B mpoyuBanusita ca paamommsupanu oomo 1022 xenu B moctMeHomnaysa (81% ot eBponengHara
paca, 17% yepHokoxwu, 1% OT azuarcku npousxo, 24% OT UCIIaHCKW/TATUHOAMEPUKAHCKU

€THUYECCKH TIPOU3XO0I U Ha BB3pacT > 40 roauau u < 65 TOAWHHM TIPU CpeIHa BB3pacT 54 TOAWHM) U ca
cTpaTuUIMpPaHu CTIOpe]] cTaTyTa Ha mymieHe (17% mymayun).

4-Te ChCTaBHU MIbPBUYHU KpalHHU TOUYKH 33 €(PUKACHOCT U 3a JABETE MPOYUYBAHHA Ca IPOMSHATA OT
M3XOJTHOTO HUBO HA YECTOTA U TEXKECT Ha yMEepeHH 110 TeXKH VMS 1o cenmuii 4 u 12, kakTo
OTIpeieNIeHO B HACOKHUTE Ha AIMUHUCTpalMATa 1Mo xpaHute u jgekapcrBata (FDA) u EBpomneiickaTa
areHnus no nekapcrsata (EMA). Besiko npoyuBaHe JeMOHCTpHUpPa CTATUCTUYECKH 3HAYUMO U
KIIMHUYHO 3HAYNMO (> 2 TOpemd BBITHH 3a 24 yaca) HaMaJleHHe CIPSIMO H3XOAHOTO HUBO Ha

YecToTaTra Ha yMepeHu 10 Texkun VMS mo cenmumm 4 u 12 3a ¢pezonuHeTant 45 mg B cpaBHEHHE C
miane6o. J[aHHUTE OT MPOYYBAHUATA TIOKA3BAT CTATUCTUYCCKU 3HAUMMO HAMAJICHUE OT U3XOJAHOTO

HUBO Ha TEXXECTTa Ha yMepeHH 10 TexXku VMS no cenmutn 4 u 12 3a dezonmuaeTanT 45 mg B

CpaBHEHHE C TUIanedo.

Pe3yHTaTI/ITe 3a CbCTaBHATa IIbPBUYHA Kpaf/iHa TOYKa 110 OTHOIICHHUEC Ha IIpoMAHATa CIIpsAMO
HU3XOAHOTO HUBO 110 ceaMulur 4 u 12 B cpegHaTa 4ecToTa Ha yMEpeHU 10 TexXKd VMS 3a 24 daca oT
SKYLIGHT 1 u 2 u oT cOopHU ITpoy4YBaHus ca mokazanu B Tabnmma 2.

Tabauua 2. CpegHa cTOHHOCT HA H3X0JHOTO HUBO U MPOMSIHA CIIPSMO U3XOJAHOTO HUBO 10
ceamuum 4 u 12 Ha cpegHaTa 4YecTOTAa HA YMepeHH 10 Texkku VMS 3a 24 yaca

COopHU npoy4YBaHUs
SKYLIGHT 1 SKYLIGHT 2 (SKYLIGHT 11 2)
MMapamersp De30/IMHETAHT Ilnaueoo (I)esoﬁ;mem Ilnanedo <I>e3olJ:1TmeTa Ilnauedo
45 mg 45 mg 45 mg
(n=174) (n=175) (n=167) (n=167) (n =341) (n=342)
HM3X01HO HUBO
Cpexto (SD) | 1044(3,92) | 1051 (3,79 | 11,79(826) | 11,59(502) | 11,10(645) | 11,04 (4,46)
IIpomMsiHa OT M3XOHOTO HHUBO /0 cenMuIa 4
LS cpenno (SE) -5,39 (0,30) -3,32 (0,29) -6,26 (0,33) -3,72 (0,33) -5,79 (0,23) -3,51(0,22)
Cpenno % HamaneHue’ 50,63% 30,46% 55,16% 33,60% 52,84% 31,96%
Paznuka cripsimo -2,07 (0,42) -- -2,55(0,46) -- -2,28 (0,32) --
mane6o (SE)
P-croiiHoct <0,001/ -- <0,001/ -- < 0,001 --
IIpoMsiHa OT U3X0AHOTO HUBO 10 cexmMuna 12
LS cpenno (SE) -6,44 (0,31) -3,90 (0,31) -7,50 (0,39) -4,97 (0,39) -6,94 (0,25) -4,43 (0,25)
Cpenno % HamaneHue’ 61,35% 34,97% 64,27% 45.35% 62,80% 40,18%
Paznuka cripsimo -2,55(0,43) -- -2,53 (0,55) -- -2,51(0,35) --
mane6o (SE)
P-croiiHoct <0,001/ -- <0,001/ -- <0,001 --

CTaTUCTHYECKU 3HAYUMO MPEBH3XOACTBO, CPABHEHO ¢ Tuianedo, npu HUBo 0,05 ¢ KOpeKIHs 32 MHOKECTBEHOCT.

LS cpenno: CpenHa cTOMHOCT O METO/Ia HA Hal-MaJIKUTE KBaAPATH, U3UUCIICHA 10 CMECEH MOJIEI C ITOBTAPSIIH Ce
W3MepBaHUA 3a aHaIN3 Ha koBapuanusta; SD: CrannaptHo oTkinoneHne; SE: CtaHmapTHa rpenika.

CpenHoTo % HamalleHHe € IECKPHUIITHBHA CTATUCTHKA, a HE OT CMECEHHUS MOJEI.

PesynratuTe 3a chcTaBHaTa MBPBUYHA KpaifHa TOYKA MO OTHOIIEHUE HA MTPOMSHATA CIIPSIMO
M3XO0JIHOTO HMBO /10 ceaAMUIM 4 1 12 B cpeHaTa TEXKECT Ha yMEPEHH 10 TeXKH VMS 3a 24 gaca ot
SKYLIGHT 1 u 2 u oT cOopHH npoy4dBaHus ca nmokazanu B Tabnmma 3.

Tadoauua 3. CpeaHa cTOHHOCT HA H3X0HOTO HUBO U MPOMSIHA CIIPSMO U3XOAHOTO HUBO 10
cenmvund 4 n 12 Ha cpegHaTa Te:KeCT HA YyMepeHH 10 Te:kkn VMS 3a 24 yaca

CoopHHU npoyYBaHUs
SKYLIGHT 1 SKYLIGHT 2 (SKYLIGHT 1 u 2)
IlapameTsp De30THHETAHT Iliiane6o ®e30THHETAHT Ilnanedo De30/IHHETAHT Ilnanedo
45 mg 45 mg 45 mg
(n=174) (n=175) (n=167) (n=167) (n=341) (n=342)
MN3x01HO HUBO
Cpemmo (SD) | 2,40 (0,35) | 2,43 (0,35) | 2,41 (0,34) [ 2410032 | 2400035 | 2.42(034)

IIpoMsiHa OT U3X0HOTO HUBO /10 ceaMuua 4




CoOopHu npoy4BaHus

SKYLIGHT 1 SKYLIGHT 2 (SKYLIGHT 1 1 2)
IMapamersp De30/IMHETAHT Ilnauedo De30/IMHETAHT nauedo De30/IMHETAHT [nanedo
45 mg 45 mg 45 mg
(n=174) (n=175) (n=167) (n=167) (n=341) (n=342)
LS cpenno (SE) -0,46 (0,04) -0,27 -0,61 (0,05) -0,32 -0,53 (0,03) -0,30
Paznuka cripsimo -0,19 (0,06) (0,04) -0,29 (0,06) (0,05) -0,24 (0,04) (0,03)
mrare6o (SE) -- -- --
P-croitroct 0,002/ <0,001/ <0,001

HpOMﬂHa OT U3X0AHOTO HUBO /10 cenmMuua 12

LS cpemro (SE) 20,57 (0,05) 037 20,77 (0,06) 20,48 20,67 (0,04) 0,42
Pasiika crpsMo -0,20 (0,08) (0,05) -0,29 (0,08) (0,06) -0,24 (0,06) (0,04)
mwrare6o (SE) -- -- --
P-croitHOCT 0,007/ <0,001/ < 0,001

1
CTaTUCTHYECKH 3HAYHMO IpPEeBH3XOACTBO, CPABHEHO C rmaue6o, IIpu HUBO 0,05 C KOPEKIUA 3a MHOKECTBEHOCT.

LS cpenno: Cpenna cTOMHOCT 110 MeTO/1a Ha Hal-MaJIKUTE KBaApaTH, U3YHCICHA [0 CMECeH MOJIEN C IOBTapSILIHU ce
H“3MepBaHUs 3a aHainu3 Ha KoBapuanusta; SD: Cranaaptao otkiaonenue; SE: CrannapTHa rpemka.

besonacnocm: besonacnocm no omuowenue na eHoomempuyma

BbezonacHocTTa 10 OTHOLIEHHE HA CHAOMETpUYyMa Ha (pe3onrHeTaHT 45 mg e oLeHeHa Ha 6a3zaTta Ha
nanHuTe 3a aparocpouna 6e3onacHoct (SKYLIGHT 1, 2 u 4) upe3 TpaHcBarnHalieH yITPa3ByK U
ennomerpuanta ouoncus (304 >xeHu ca UMallu eHIOMETPHAIHa OUOIICHS Ha U3XOIHOTO HUBO U CIIE]
TOBA 110 BpeMe Ha 52-ceMUYHO JIeUYeHHE).

Pesynrarute oT ennoMerpranHa OHOTICHS HE WACHTU(QUIUPAT MOBHUIIECH PUCK OT XUIEPIUIa3us Ha
CHIOMETPHUYMa WJIH 3JI0KaYeCTBEHO 3a00JIsIBaHE CIIOPE]T MIPEIBAPUTEIIHO OMPEICTCHUTE KPUTEPUH 32
0€30IacHOCT 110 OTHOIIIECHHE Ha eHIOMeTpruyMa. TpaHCBATHHATHHAT YITPa3BYK HE MMOKa3Ba yBEIHUEHA
neOenHa Ha CHIIOMETPUYyMa.

IlemaTpuuHa momynanus

EBpomneiickaTa areHiys 1o jJekapcTBaTa 0CBOO0K1aBa OT 3aIbJDKEHHETO 3a IPEIOCTaBIHE Ha
pe3yaTaTUTE OT NPOYUYBAHUATA C (E30JMHETAHT BbB BCUUKH MOATPYNH Ha MEeAUaTpUYHATA MOITyJIaus
3a JIeYCHUE Ha yMEpEeHH J0 TexXKH VMS, cBbp3aHu ¢ MeHomnay3ara (Bxk. Touka 4.2 3a nHpopManus
OTHOCHO YIIOTpe0a B NeANaTPHUATA).

5.2 @®apMakoKUHETHYHU CBOIiCTBa

[pu 3nparu xeHU Cmax 1 AUC Ha (e30JIMHETaHT Ce YBEIMYaBaT MPOIOPIIMOHAIHO TIPU J03H MEXKTY
20 u 60 mg BeIHBX THEBHO.

Crnen nmpuiarane BeIHbXK Ha JICH TUIA3MEHUTE KOHIIEHTPAIIMH Ha ()e30JIMHETAHT MOCTUTAT
CTAIlMOHAPHO ChCTOSHUE OOMKHOBEHO JI0 JICH 2 ¢ MUHUMAJIHO KYMYJIMpaHe Ha (Pe30IMHETaHT.
dapMakoKWHETHKATA HA (E30JMHETAHT HE CE IPOMEHS C BPEMETO.

AOcopbuus

Crmax Ha (e30MHETAaHT OOMKHOBEHO ce goctura | 1o 4 yaca cieq mpuiokeHue Ha Jo3ara. He ca
Ha0JI01aBaHN KIMHAYHO 3HAYMMU Pa3jIMKH BbB (papMaKOKWHETHKATa Ha (Ee30IMHETaHT CiIe]
MPWIOKEHUE C BUCOKOKAJIOPUYHA XpaHa C BUCOKO ChIbpKaHNE HAa Ma3HUHH. Ve0za MOXe Ja ce
npuema cbe uir 0e3 xpana (Bxk. Touka 4.2).

PasnpeneneHue

Cpennust npuBuaeH ooeM Ha pasmnpenenenue (V,/F) Ha pesonunerant e 189 1. Cppp3BaneTo Ha
(he30oNMHETAHT C TUIa3MEHUTE MPOTEeNHU € HUCKO (51%). Pasznpenenenuero Ha he30MMHETAHT B
YEPBEHUTE KPbBHU KJIETKH € TIOYTH PAaBHO Ha TOBA B Ila3MaTa.



Buorpanchopmarnus

®de3zonmuueTanT ce Mmetabonusupa ocHoBHO oT CYP1A2, 3a a ce momy4u OKUCIIEH OCHOBEH METa0OIHUT
ES259564. ES259564 e npubnusutento 20 mbTH MO-MalKO aKTUBEH cIpsiMo YoBemku NK3
penentop. ChOTHOIIEHHETO META0OIUT KbM M3XOJEeH MPOoAYyKT Bapupa ot 0,7 mo 1,8.

Enumunupane

[IpuBHIHUAT KIUPBHC B CTAIMOHAPHO ChCTOsTHKE Ha de3omuueTadT ¢ 10,8 1/h. Cren mepopaitHo
MPIWIOKEHUE (PE30JUHETAHT CE SINMMHUHNPA OCHOBHO ¢ ypuHara (76,9%) u B o-MaJjika CTeIeH ¢
nznpaxuenusta (14,7%). B ypunara cpenno 1,1% ot npunoskeHara 1o3a Gpe30IUHETaHT Ce
eKCKpeTHpa HermpoMeHeHa u 61,7% oT mpumokeHaTa 103a ce ekckperupa kato ES259564.
EdextuBHUAT MOMY)RHBOT (t12) Ha Qe3omuHeTanT e 9,6 gyaca npu xenu ¢ VMS.

Crenmaisy monyJialun

Egexmu na 6v3pacmma, pacama, menechomo meaio u MEHONAY3ANHUS CIAMYC

Hsma knuanyHO 3HauMMK e(heKTH Ha Bb3pacTTa (18 1o 65 rogunu), pacarta (U€pHOKOXKH, OT a3UATCKU
MIPOM3XO/I, IPYTH), TeTIeCHOTO Terio (42 mo 126 kg) mnm meHomnay3amHus cratyc (Tpe-,
MOCTMEHOTIay3a) BbPXY (PpapMakoKMHETHKaTa Ha (De30JIMHETAHT.

Yeprodpobro y8pesicoane

Crnen mpuoxxeHue Ha enuHUYHA 1032 30 mg (e30IMHETaHT PH JKEHU C XPOHUYHO YePHOIPOOHO
yBpexnane kiac A (siexo) o Child-Pugh cpeanara croiiHocT Ha Crax Ha (PE30JIMHETAHT CE YBEIUYaBa
1,2 meti 1 AUCinr Ha Qe30TMHETaHT ce yBenndaBa 1,6 IbTH CIpSIMO JKEHUTE ¢ HOpMallHa
yepHOpoOHa (pyHKIuMs. [IpH sxeHH ¢ XpOHIUYHO YepHOIPOOHO yBpexknaHe kinac B (ymepeno) mo
Child-Pugh cpennara croitHocT Ha Cmax Ha (e30omuaeTanT HamansBa ¢ 15% u AUCiy Ha
¢de3onuneTanT ce yBenuuana 2 MbTH. Crax Ha ES259564 HamansiBa KakTo B TpyIaTa c JIEKO, TaKa U B
rpynara ¢ yMepeHo uepaoapooHo yBpexaane, 1okaTo AUCir 1 AUC.s ce yBeanuaBaT ciado ¢ 1mo-
MaJiko ot 1,2 mpTH.

@de30IMHETaHT HEe € MPOYYEH MPH JIHLA C XPOHUYHO YePHOAPOOHO yBpexaaHe kiac C (TeXKo) 1o
Child-Pugh.

Bvopeuno yepexcoane

Cren npunoxeHnre Ha enuHUYHA 1032 30 mg Ge30IMHETaHT HAMa KIMHUYHO 3HAUYUM €(EeKT BhPXY
excrio3uiuiaTa Ha Ge30auHeTaHT (Cmax 1 AUC) nipu xxenu ¢ sieko (eGFR 60 no nmo-mainko ot

90 ml/min/1,73 m?) go texko (eGFR nmo-manko ot 30 ml/min/1,73 m?) 6s6peuno yspexgane. AUC Ha
ES259564 He ce npoMeHs IpH JKEHH C JIEKO ObOpedHO yBpeXJaHe, HO Ce € yBeIryaBa NpUOIU3UTEITHO
1,7 no 4,8 mbtu npu ymepero (eGFR 30 1o mo-manko ot 60 ml/min/1,73 m?) u Texxko 6bOpeuHO
yBpexJIaHe. Veoza He ce MMpernopbyuBa 3a ynoTpeda MpH )KeHU C TEKKO ObOPEUHO YBpEeXKIaHe UIIH C
TEpMHUHAJIEH CTaguil Ha ObOpeuHa 0oseCT NOpaay JHIICa HA IBJITOCPOYHH JaHHU 3a O€30MacCHOCT NPU
Ta3M MOy JIALHSL.

De30MMHETAHT HE € TIPOYYBaH IMPH JINIAa C TEPMHUHAJICH cTaanii Ha 0p0pednHa 6onect (eGFR mo-manka
ot 15 ml/min/1,73 m?).

5.3 IlpeaxkIUMHUYHM JAHHU 32 0€30IACHOCT
[Ipyu HEKITMHUYHUTE MPOYYBAHUS CE HAOIIOIaBaT €PEKTH CaMO MPH €KCIIO3UIIMHU, CYUTAHU 32 3HAYHMO
MIO-TOJIEMH OT MaKCHMaJTHaTa €KCIIO3UITUS TIPH X0pa, KOETO MOKa3Ba MAJIKO 3HAYCHUE 332 KIIMHUYHATA

ynotpeba.

ToxkcHudHOCT IIpH MHOT'OKpPaTHO IIpHUJIaraHe

HpI/I MHOT'OKPATHO MPUJIIOKCHUC Ha (I)GSOJ'II/IHCTaHT IIpu IUITbXOBC U MaﬁMYHH CC IIPOsABABAT e(l)eKTI/ITe,
KOHUTO CbOTBETCTBAT HA ITbPBUYHOTO Q)apMaKOJ'IOFI/I‘lHO ,Z[eﬁCTBHe (HapyH_IGHI/ISI Ha CCTpaJTHUA HUKDBJI,
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JIUIICA HAa OBapHAaHA aKTHBHOCT, HAMAJICHO TETJIO Ha MaTKaTa W/WIU SHIHAIUTE, aTpousl Ha
Matkara). Te3u edekTu ca HaOIr0aBaHK IPH BUCOKHU HUBA Ha ekcro3uius (> 10 mbTH Haj
OUYaKBaHATa KIIMHUYHA €KCIIO3UIIMSI IIPU TePaIeBTUYHA J103a 32 xopa oT 45 mg). OCBeH ToBa MpH
TUTHXOBE Ca HAOII0aBaH! BTOPUYHU e(DEeKTH BHPXY YEPHHUS IPO0 U IIUTOBUIHATA KIe3a, KOUTO Ce
CUHMTAT 32 aJIAalITUBEH OTTOBOP KbM €H3UMHATA HHAYKIHS U MPH JIUICA Ha (YHKITUOHAITHO YBPEKIaHE
Y IPUPY>KaBaId HEKPOTHYHH ITPOMEHU M HE CE CUMTAT 3a HexkenaHu. OTKPUBaHETO Ha XUTICPILIA3Hs
Ha TUPEOUHU (DOIHMKYIAPHU KIETKH CE CUUTA 32 BTOPUYHO MO OTHOIICHUE Ha WHAYKIUATA HA
YepHOAPOOHHUTE CH3UMU MOPAJIN TIOBUIIICHHS META00IN3bM HAa THPEOUTHUS XOPMOH, KOETO BOJIU JIO
MOJIOXKUTEITHATA 00paTHA BPh3Ka KbM XUIO(U3aTa 32 CTUMYJIMPAHE HA IPOU3BOJICTBOTO HA
TUPOUCTHMYJIMPAIL XOPMOH U MOBHIIIEHA aKTHBHOCT Ha IIUTOBHUIHATA KJie3a. OOMIONPHUETO €, ue
TPU3AYUTE Ca MO-YYBCTBUTEIHN KbM TO3U THIT YEPHOIPOOHO-MEINUPAHA THPEOUTHA TOKCHIHOCT OT
Xopara, mopajy KOeTo He Ce 0YaKBa TE€3W HAXOJKH Jja ObJaT KIMHUYHO 3HAYUMHU.

[Tpu maiimynu e HaOIrOAaBaHa TPOMOOIIMTOICHHS, TOHAKOTa CBhP3aHa C XeMOParudH! eMH301 ’
pereHepaTrBHA aHEMUsI, CJIe]] MHOTOKPATHO MPUIIOKEHNE Ha BUCOKH 103U (> 60 MbTH €KCIIO3UIHATA

MIpU XOpa MpH TepaneBTUYHATA 1032 TIPU X0Pa).

I'eHOoTOKCHYHOCT

®de30MMHETaHT U HETOBUST OCHOBEH MeTabouT ES259564 He neMoHCTpHpaT FreHOTOKCHYECH
MIOTEHIINA B in vitro GakTepualieH TeCT 3a 00paTHa MyTAIHs, in Vitro TECT 32 XpPOMO3OMHHU a0epartuu
U in vivo MUKPOHYKJIEAPEH TECT.

KanneporeHHoct

[Ipu 2-rouIIHO MPOyYBaHE 32 KAHIICPOTCHHOCT MPH IUTHXOBE € OTOCIA3aH0 YBEIMYaBaHe Ha
YecToTaTa Ha aJICHOM Ha (OJIMKYJIApHUTE KJICTKH Ha IUTOBUIHATA kJie3a (186 MbTH eKCIIO3UIHSITA
TIpH XOpa, TIPUETH TepPareBTUYHA 1032 MPH X0pa). Y BEMMYSHUETO Ce CUNTA 3a Cenn(uIeH 3a
TLTBXOBETE eeKT, BTOPHUEH CJIel MHAYIIUPAHETO Ha XETaTOIIUTHA METa0OINTHH EH3UMH U HEe
npeacTaBjisiBa KIMHUYCH KaHICPOTCHCH PHUCK.

B nonrenaeHune, v pu qBaTa BHJA ce HAOIOJaBa MOBUIIIEHA Y€CTOTa HA THMOMHUTE, KOSITO JIEKO
HaJIXBBPJIS UCTOPUIESCKUS KOHTPOJICH IHUana3oH. Te3n Haxoaku obade ca HabIIto1aBaHu caMo TIPH
HHBA Ha €KCTIO3UIINS, 3HAUUTEITHO HaIBHUIIABANH (> 50 IbTH) KIMHUIHATA €KCIIO3UITUS TIPU
TepaneBTUYHATA J103a 32 X0pa, U CIEAOBATEIHO HE CE OUYaKBa Ja ca 3HAaUMMH 3a XOparta.

PenponykTHBHA TOKCHYHOCT M TOKCHYHOCT 34 PA3BUTHETO

de30mMHEeTaHT HAMA e(eKT BbPXY KEHCKUS (PePTHINTET WIM PAHHOTO eMOPHOHAIHO Pa3BUTHE B
MIPOYYBAHETO MPH IUTHXOBE IPU HUBA HA €KCIIO3UIMS 143 IbTH MO-BUCOKH OT €KCIIO3UIUATA MIPH X0pa
IIpY TEPANEBTUYHATA /1032 32 XO0pa.

[Ipu npoy4BaHus 32 TOKCHYHOCT BBPXY eMOPHO(ETATHOTO pa3BUTHE € 0TOeNs3aHa eMOpHOHaTHA
CMBPTHOCT IPU HUBA Ha €KCHO3UIINA ChOTBETHO 128 1 174 mbTH MO-BUCOKA OT TepaneBTUYHATA 034
3a X0opa MpH IUTBXOBE U 3aiiy. 3aiiuuTe ChIIO Taka ca JIEMOHCTPUPATH MOBHUILIEHA KbCHA PE30pOLus 1
HaMaJIEHO TErJIO Ha IUI0/1a IIPY HUBA Ha €KCIO3UIMS OT 28 IBTH MTO-BUCOKHU OT TepalleBTUYHATA 1034
3a xopa. Pe30IMHETAHT HE € AEMOHCTPUPAJ TePATOTeHEH MMOTEHIIMA HATO MPH ITbX0BE, HUTO TPH
3aiii. B mpoyuBaHeTo 3a mpe- ¥ NOCTHATAIHO Pa3BUTHE MIPU IUIBXOBE ce HAOJI01aBa MOBHUILIECHA 103a-
3aBUCHMa 001112 3ary0a Ha m1o1a/abopTy Py HUBA HA eKCIO3UIHS 36- IBTH T0-BUCOKA OT
OYaKBaHAaTa KIIMHUYHA €KCITO3UIIHS TPH MaKCHMaJTHAaTa PEMOPBHUMTENHA /1032 33 X0Pa, JOKATO
HaMaJIeHO MOJIOBOTO Ch3PsSBaHE MPU MBKKOTO MTOTOMCTBO ce HaboaBa mpu 204-1rTH T0-BHCOKA
€KCITO3UIMS OT MaKCHMaJHaTa IPEeNopbUYUTENHA 1032 33 X0Pa.

Crnen mpuiarane Ha paanoMapkrpas (Pe30IMHETaHT Ha TUIBXOBE B MIEPUO] HA JTAKTAIIHS

KOHIOCHTpaluATa Ha paJUOAKTUBHOCT B MJIAKOTO € IIO-BUCOKA OT Ta3H B IJIa3MaTa BbB BCUYKH
BPEMCBH TOYKH, KOCTO IMOKa3Ba CKCKPCILUA HA (1)63OJ'II/IHGT8,HT W/WIIM HETOBUTE META0OIUTH B KbpMarta.
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OlLieHKA Ha pHCKa 332 OKOJIHATA cpefia

[IpoyuBanusiTa 3a OLIeHKa HA PUCKA 3a OKOJIHATA Cpeia AEMOHCTPUPAT, Ye (De30JIMHETAaHT MOXKE Ja
TIpEACTaBISIBA PUCK 3a BOIHATA cpena (BXK. ToUKa 6.6).

6. DAPMAIEBTUYHU JAHHHA
6.1 ChnucnbkK HAa IOMOIIHUTE BeIeCTBA

Slnpo Ha Tabnerkara

Manuroin (E421)

Xuapoxcunponmieryno3a (E463)

YactuyHo 3aMecTeHa XuIpoKcumponmienynosa (E463a)
Muxkpokpucranta renyiosa (E460)

Maruesues creapat (E470b)

DuiIMoOBO NOKPUTHE

Xumnpomenosza (E464)

Tank (E553b)

Maxporon (E1521)

Turanos muokcun (E171)
UepseH xene3eH okcup (E172)

6.2 HecbBmMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHocT

5 roguHN

6.4 CroennaJHu ycJIOBHSI HA CbXpPaHEeHHe

To3u nexapcTBeH MPOAYKT HE U3MCKBA CIIEIMANHN yCIOBUA Ha ChbXpaHEHHE.

6.5 Buau chabpikaHue HA ONIAKOBKATA

bmucrepu ¢ equanunm 1o3u ot PA/anymunnii/PVC/anymunuii B KapTOHEHH KyTHH.
Bunore onakoBku: 10 x 1,28 x 1,30 x 1 1 100 x 1 ¢punmMupanu TabneTky.

He Bcuuku BUI0BE ONaKOBKHM MOTrar Ja ObJaT MyCHATH Ha ra3apa.

6.6 CrennaJHu NpeANa3sHA MEPKH NPU U3XBbPJIsIHEe H padoTa

To3u nexapcTBeH MPOAYKT MOKE Ja IPEACTaBIIsIBa PUCK 32 BOAHATA cpea (BK. Touka 5.3).

Heusnon3panust JICKAPCTBCH NMPOAYKT WJIN OTHAABYHUTC MATCPpUATIN OT HET'O TpSI6Ba Ja CC U3XBBPJIAT
B CHbOTBCTCTBUC C MCCTHUTC U3UMCKBAHMA.
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7. MHNPUTEXATEJI HA PABPEIIEHUETO 3A YIIOTPEBA

Astellas Pharma Europe B.V.
Sylviusweg 62

2333 BE Leiden
Hunepnannus

8. HOMEP HA PABPEHIEHHUETO 3A YIIOTPEBA

EU/1/23/1771/001
EU/1/23/1771/002
EU/1/23/1771/003
EU/1/23/1771/004

9. JATA HA I'BbPBO PASPEINABAHE/IIOJJHOBABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Jata Ha mepBo paspemaBane: 07 gexkemBpu 2023

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

[Nonpo6Ha mH(OpMans 3a TO3M JIEKAPCTBEH MPOIYKT € MpeaocTaBeHa Ha yeOcaiita Ha EBpomneiickara
arcHIMs 110 JIeKapcTBaTa https://www.ema.europa.eu.

13



MNPUJIOKEHUE 11

MNPOU3BOJAUTEJIL, OTTOBOPEH 3A OCBOBOXKIABAHE HA
IHAPTU N

YCJIOBUA NJIN OTPAHUYEHMUSA 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUA U UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJOBUSA NI OTPAHUYEHMUSA 3A BE3OITACHA U EOEKTUBHA
YIOTPEBA HA JIEKAPCTBEHMSA ITPOAYKT
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A. TIPOM3BOIUTEJI, OTTOBOPEH 3A OCBOBOKJIABAHE HA ITAPTUIU

Hme m aapec HA MPOW3BOAUTENSA, OTTOBOPEH 3a OCBO60)I(,Z{aBaHe Ha NapTHAUTC

Delpharm Meppel B.V.
Hogemaat 2

7942 JG Meppel
Hunepnannus

b. YCJIOBHUs NN OT'PAHUYEHUSA 3A TIOCTABKA U YIIOTPEBA

JlexkapCTBEHUSAT MPOIYKT C€ OTITyCKa IO JIEKAPCKO MPEIIICaHNE.

B. JPYI'U YCJIOBUSA U UBUCKBAHUSI HA PASPELHLIEHUETO 3A YIIOTPEBA
. IMepuoguynm akTyaau3upanu aokaanu 3a 6ezonacuoct (ITAB)

W3uckBanusTa 3a nogasane Ha ITAJIb 3a To3u J1eKapCTBEH NPOAYKT Ca MOCOYEHU B CIIUCHKA C
pedepentaute natu Ha Epponetickus cbio3 (EURD cruchk), npensuzaeH B wi. 1078, at. 7 ot
Hupextuea 2001/83/EO 1 BbB BCHUKH CIEABAIIM aKTyalH3aluy, MTyOJMKyBaH! Ha €BPOTICHCKUSI
yeOrmopTai 3a JIeKapcTBa.

[purexatensaT Ha pa3penienuero 3a ynorpeda (IIPY) tpsosa na nogane nvpsus [TAJIB 3a To3u
MIPOAYKT B CPOK OT 6 Mecela Clie pa3peliaBaHeTo 3a ynorpeoa.

. YCJI0OBUA NJIN O'PAHUYEHUSA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TIPOAYKT

. IInan 3a ynpaBaenue Ha pucka (ITYP)

[MpurexarensaT Ha pa3penieHuero 3a ynorpeda ([IPY) TpsdBa na u3BbpIIBa U3NCKBAHUTE JICHHOCTH H
JIeWCTBUS, CBBP3aHH C MPOCIE/sIBaHEe Ha JIeKapcTBeHaTa 0€30MacHOCT, ocoYeH! B 0100penus [1YP,
npencrased B Mozyn 1.8.2 Ha pa3penieHuneTo 3a ynorpeda, KakTo ¥ BbB BCUUKH CJICABALIN 0J00PEHH
aktyanusanuu Ha ITYP.

Axryammsupad [1YP Tpa6sa na ce nonasa:
® 110 cKaHe Ha EBporneiickara areHuus 1o JIEKapCcTBara;
® BHHATW, KOTaTO C€ M3MEHS CUCTEMaTa 3a yIpaBJieHUe Ha pUCKa, 0COOEHO B pe3ynTar Ha
MoJTy4aBaHe Ha HOBA MH(popMauus, KOATO MOXKE Aa JOBEJE 10 3HAYMMHU IIPOMEHH B
CHOTHOILICHHETO TOJI3a/PUCK, WK CIIEe]l IOCTUTaHe Ha Ba)KEH eTarl (BbB BPB3Ka C
IpociieisBaHe Ha JIEKapCTBeHAaTa 0€3011aCHOCT I CBEX/IAHE HA PUCKA 0 MUHUMYM).
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MNNPUJIOKEHUE III

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHH, KOUTO TPABBA JIA ChbABPKA BTOPUYHATA OITIAKOBKA

KAPTOHEHA OITAKOBKA 3A BJINCTEPHU

‘ 1. HWME HA JIEKAPCTBEHUA ITPOAYKT

Veoza 45 mg ¢punmupanu TabIeTKu
(he3ommHETAHT

| 2. OBSIBSBAHE HA AKTUBHOTO(UTE) BEILECTBO(A)

Bcesika punmupana tabnetka chabpika 45 mg ge3onnHeTaHT

|3. CHOHUCBHK HA TOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Ounmmupann TabneTku (TabIeTKH)

28 x 1 TabneTku
30 x 1 TabmeTkn
100 x 1 TabneTKu
10 x 1 TabmeTkn

5.  HAYMH HA ITPUJIOKXEHUE U TbT(MIIA) HA BBBEXKJIAHE

He gynere, He pa3TporaBaiiTe 1 He AbBYETE TAOJETKHUTE.
[Ipenu ynorpeba npoyereTe NMCTOBKATA.
ITepopanHo npuioxeHue

6. CIHEHOUAJIHO NPEAYNPEXIEHUE, YE JJEKAPCTBEHUAT NIPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA IELIA

Jla ce cpxpaHsBa Ha MSCTO, HEAOCTHITHO 34 JICTIA.

‘ 7. JAPYI'M CHEHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJANUMO

‘ 8. [ATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onmen mo:

9. CIHHEHUAJIHHU YCJIOBUSI HA CbXPAHEHUE

10. CHELMWAJIHU NPEAIIA3HU MEPKWU ITPU U3XBBPJISAHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTU WJIN OTHHAABYHU MATEPUAJIU OT
TAX, AKO CE U3BUCKBAT TAKHBA
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11. HUME U AJPEC HA ITIPUTEKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Astellas Pharma Europe B.V.
Sylviusweg 62

2333 BE Leiden
Hunepnannus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/23/1771/001 28 ¢punmupanu TaOIeTKU
EU/1/23/1771/002 30 ¢unmMupaHu TaOIETKH
EU/1/23/1771/003 100 puamupanu TabIeTKH
EU/1/23/1771/004 10 punmupanu TabIeTKH

13. MNAPTHUJAEH HOMEP

[Tapt.Ne:

| 14. HAYMH HA OTIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

Veoza 45 mg

‘ 17. YHUKAJIEH HJEHTU®UKATOP - JIBYUSMEPEH BAPKO/{

JIByn3MepeH 0apKoJi C BKIIIOUEH YHUKAJICH UIACHTU(UKATOP.

‘ 18. YHUMKAJIEH HJEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP

| 1. HWME HA JIEKAPCTBEHUA ITPOAYKT

Veoza 45 mg TabneTkn
(he3onuHETAHT

| 2. HUME HA TPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Astellas

‘ 3. JATA HA U3THNYAHE HA CPOKA HA T'OJHOCT

EXP

4. TIAPTUJIEH HOMEP

Lot

5.  JPYIo
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b. IUCTOBKA
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JlucroBka: Undopmanus 3a norpedouTeis

Veoza 45 mg puamupanu TadjieTKu
®e3ommHeTanT (fezolinetant)

W Tosu JIEKapCTBEH MPOAYKT TOJUICKH Ha JOMBIIHUTENTHO HabMoaeHre. ToBa 1m1e mo3Boau 0bp30TO
YCTaHOBSIBaHE HAa HOBa MH(OpMAIUsl OTHOCHO Oe30macHOCTTa. MOoXKeTe Aa JajieTe CBOsI IPUHOC KaTo
ChOOINNTE BCSIKA HEXKEJIaHA PEAKIIUs, KOSITO CTE TOJMYYHIIM. 3a HauMHA Ha ChOOIIaBaHE HA HEXETIaH!
peaKIiy BIKTE Kpas Ha Touka 4.

IIpoueTeTe BHMMATEIHO USJIATA JIMCTOBKA, NPeIM 1A 3all0YHETe /1a IpUeMaTe TOBA JIEKAPCTBO,

Thil KaTo TS ChAbPrka BaxHa 3a Bac undopmanus.

- 3amazere Ta3u IUCTOBKA. MOJKe /1a Ce HAJIOXKH J1a 51 POYEeTeTe OTHOBO.

- AKO UMate HIKaKBH JIOMBIHUTEIIHYA BBIPOCH, TTonuTaiiTe Bamus nexap uinun papmaresr.

- ToBa nekapcTBoO € npeanucano TuyHo Ha Bac. He ro mpeotcThnBaiite Ha npyru xopa. To Mmoxe
Jla IM HaBpe.y, He3aBICHMO Ue TIPU3HAIIUTE Ha TSIXHOTO 3a00sIBaHe ca ChIIUTe KaTto BamuTe.

- Axo MOJIY4YHTEC HAKAKBU HCXKCJIIAHU JICKAPCTBECHU PCAKIINHU, YBCIOMETC Bamus JICKap Win
(bapMaueBT. ToBa BkII0YBa M BCUYKH BB3MOKHU HEXKEJIaHU PCaKkuun, HECONMMCaHU B Ta3n
nuctoBka. BuwkTe Touka 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKA

Kakso nmpencrasnsBa Veoza 1 3a KakBO Ce€ H3MO0JI3Ba

Kakso Tps0Ba na 3Haete, mpean qa npuemere Veoza

Kak na npuemate Veoza

BB3M0XHU HEXKEIaHU PEAKIIUU

Kak na cexpansBate Veoza

ChbabpxaHye Ha OTIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

AN ol S e

1. KakBo npencraBiasiBa Veoza 1 3a KaKBO ce U3M0J13Ba

Veoza CbAbpiKa aKTUBHOTO BEIIECTBO q)e?;OJ'H/IHeTaHT. Veoza e HEXOPMOHAJIHO JIEKApCTBO, KOCTO CC
HM3M0JI3BA IIPU JKCHU B MCHOIIay3a 3a HaMAJIsIBAHE Ha YMEPCHU 0 TCKKH Ba3OMOTOPHU CUMIITOMH,
CBBbpP3aHU C MCHOIIAy3aTa. BaSOMOTOpHI/ITe CHUMIITOMH Ca U3BECTHHU CHIIO KAaTO TOIIJIM BBJIHU UJIN
HOIITHU HU3IIOTABaHUA.

[Ipenu meHonay3aTa nma OajlaHC MEKAY €CTPOT€HHUTE, )KEHCKHU IT0JIOBH XOPMOHH, U IPOTEUHA,
MIPOM3BEXKIAH OT MO3bKa, U3BECTEH KaTO HEBPOKUHUH B, KOWTO perynupa neHTbpa 3a KOHTPOJI Ha
TeMIieparypata Ha Mo3bka Bu. Koraro tamoro Bu npemunaBa npe3 MeHomnay3a, HUBaTa Ha €CTPOTEH
HaMallsiBaT ¥ TO3M OallaHC ce HapyllaBa, KOeTO MOKe Jia TOBEJIE JI0 BA30OMOTOPHH CUMITTOMHU.
bnokupaiiku cBbp3BaHETO HA HEBPOKUHHUH B B IIEHTHpa 3a KOHTPOJI Ha TeMIeparypara, Veoza
HamalsiBa Oposi U MHTEH3UBHOCTTA Ha TOIUIUTE BBJIHU U HOIIHUTE U3IOTSIBAHMUSI.

2. KakBo TpsioBa 1a 3HaeTe, mpeau Aa npuemMeTte Veoza

He npuemaiite Veoza

- aKo CT€ AIEPTUYHH KbM (PE30JIMHETAHT WIIH KbM HIKOSI OT OCTaHAJIUTE ChCTAaBKH HA TOBA
JIEKapcTBO (M30pOCHHU B TOUKA 0).

- C JIEKapCTBa, M3BECTHU KaTO YMepeHH in cvutHi nHxuoutopr Ha CYP1A2 (mHamp.
KOHTPAIICTITHBH, ChABPIKAIY €THHHI €CTPAJNOI, MEKCHIIETHH, €HOKCAITUH, ()JTyBOKCAMUH).
Te3u nexkapcTBa MoraT 1a HaMaJIAT pa3rpa)/JIaHeTo Ha Veoza B OpraHu3ma, KoeTo BOAH 10
[oBeYEe HEXKEIaHM peaknuu. Buxre ,,Jlpyru nexkapcrsa u Veoza* no-noiny.

- aKo cTe OpeMEeHHa WJIM CMSTaTe, 4e MOXKe Ja CTe OpeMEeHHa.

22



IIpenynpesxkaeHust U npeana3sHu MepKu

[Ipenan ma 3anouyHeTe mpruemMa Ha Veoza, e Bu 0b1e B3eTa KpbBHA 1Mpo0a, 3a Ja ce MPOBEPH
¢dyHkuaTa Ha YepHuIT Bu apo6. Ta3u npoBepka TpsOBa J1a ce MoBTapsi BCEKU MECEIl IIPe3 MbPBUTE
TPH Mecella OT JICYCHHETO W Ha PEIOBHU HHTEPBAIN CIIe/ TOBA, aKo Bammsar jekap ro H3nCKBa.

I'oBopere ¢ Bamus siekap wiu gapMarneBT, peau 1a npueMeTre Veoza

- Bammsat nexkap Moxe Ja morucka mbiaHaTa Bu MeauIIMHCKa aHAMHE3a, BKIIIOUUTETHO CeMEHa
aHamMHesa.

- aKo MMaTe HacTOALIO YePHOAPOOHO 3a00IsIBaHe WM YePHOAPOOHH POOIEMHU.

- ako uMmare ObOpeuyHH mpodseMu. BamusaT nexkap Moxke Aa He Bu npeanuiie ToBa JIeKapcTBo.

- aKo B MOMEHTA UMaTe Wi CTe MMAaJH PEIN PaK Ha I'bp/aTa WIH IPYT €CTPOTeH-3aBHCHUM PaK.
ITo Bpeme Ha siedenuneTo Bammusar nekap Moxe 1a He Bu npeanuiie ToBa JiekapcTBoO.

- aKo IpreMaTe XOPMOHO3aMECTUTENIHA TEPaMus C €CTPOreHu (JIeKapCTBa, U3MOI3BAHU 32
JieYeHre Ha CHMIITOMH Ha eCTPOT€HHA HEeJIOCTaThuHOCT). BamusT nekap Moxe aa He Bu
MIPEITUIIIE TOBA JIEKapCTBO.

- aKo MMaTe aHaMHe3a Ha IbpuoBe. Bamuar nexap moxe na He Bu npeanuiiie ToBa iekapcTBO.

TpsoBa 1a ka:kere Ha Bamus jiekap He3a0aBHO, AKO U3NIMTATE HAKOM OT CJIeAHUTE IPU3HALM U
CUMITOMHU 110 BpeMe Ha JieyeHHeTo ¢ Veoza:
- aKo 3a0esIesKMTe NPU3HAK WM CUMIITOM Ha NPodJieM ¢ YepHHus Apo0.

CHOHUCBHKBT ChC CBBP3aHUTE CUMIITOMH € IIPEAOCTABEH B TOUKA 4 ,,Bb3MOKHU HEXXENaHU peaKuu .

Jlena v roHOIIMN
He naBaiite ToBa JIeKapCcTBO HA JI€Lla U IOHOIIM 1O 18 roauHu, Thil KATO TOBA JEKAPCTBO €
MPEeJHAa3HaYCHO CaMO 3a KCHH B MEHOIIAy3a.

Apyru gexapcrBa u Veoza
TpsiOBa na kaxkete Ha Bamms nexap wim (apMmareBT, ako MprHeMaTe, HACKOPO CTE IPUEMAITH WITH €
BB3MOXKHO JIa IpUeMaTe IPYyTH JeKapCTBa, BKIFOYATEITHO JIEKapCTBa Oe3 perenTa.

Hsikon nekapcTBa Morar Jia yBeJIM4aT pUcKa OT HEXENIaHU PeaKliu, CBbp3aHu ¢ Veoza, KaTo TOBUIIAT

KOJIMYECTBOTO Ha Veoza B KpbBTa. Te3u jekapcTBa He TpsiOBa Jja ce mpueMar, J0KaTo ImpruemMare

Veoza, 1 BKIIOUBAT:

- ¢iryBOKCaMUH (JIEKQpCTBO, H3MOJI3BAHO 32 JIEYEHUE Ha JIETIPECHS U TPEBOKHOCT)

- SHOKCAIMH (JIEKapCTBO, M3IOI3BAHO 32 JICUCHNE Ha NH(EKIINH)

- MEKCHJICTHH (JIEKapCTBO, U3IIOJI3BAHO 3a JICYEHHE Ha CHMIITOMH Ha MYCKYJIHa CKOBaHOCT)

- KOHTPAIENTHBHY, ChABPKAIIM STHHWUI €CTPaJNON (JIeKapcTBa, U3MOJI3BaHU 3a MPEANa3BaHe OT
OpeMeHHOCT)

BpeMeHHOCT 1 KbpMeHe
He npuemaiite ToBa nexapcTBo, ako cTe OpeMeHHa UM KbPMUTE, WIX aKO CYUTATe, Y€ MOXKeE J1a CTe
OpemeHHa. ToBa JIeKapCTBO € MIpeJHa3HaYeHO caMo 3a KeHH B MEHOMay3a. AKo 3a0peMeHeeTe, 10KaTo

MpreMare ToBa JIEKapCTBO, He3a0aBHO CIIpeTe MpreMa My U ToBopete ¢ Bamms nekap. XKenure ¢
JETEPOJICH MOTSHIIMA TPsOBa U3MOJI3BAT e(DEeKTHBHA HEXOPMOHAIHA KOHTPALICIIIHS.

Hlodupane u padoTa ¢ MAIIIUHU
Veoza HsiMa eeKT BbpXY CIIOCOOHOCTTA 3a modupaHe win padboTa ¢ MallluHU.
3. Kak na npuemare Veoza

Bunaru npuemaiite TOBa JeKapcTBO TOYHO KakTo Bu e kazan Bammsat mekap wim papmaieBt. Ako He
CTe CUTYPHH B HEIo, monuTainTe Bamms nexap wim ¢apmanesT.

[Ipenoppuntennara f03a e enHa TadneTka otT 45 mg, mpuemMana mpe3 ycrara BEAHBX THEBHO.
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Yka3anus 3a npaBHJIHA yNoTpeda

- [Mpuemaiite ToBa IeKapCTBO MPUOIM3UTEIIHO IO €IHO U CHIIO BpeMe BCEKH JICH.

- [ornpmaiiTe TabneTkaTa 1sj1a ¢ TeuHOCTH. He uyrnere, He pa3TpoimaBaiiTe U He TbBUCTE
TabyeTkara.

- [Ipuemaiite chc miIn 0€3 XpaHa.

AKO cTe IpHeJIN OBevYe 0T HeoOxoanMaTa 103a Veoza
AKO cTe TIpuenH moBeve TabIeTKH, OTKOIKOTO By e Ka3aHo, MM aKko HAKOH JAPYT cIy4daitHO ipremMe
Bammre TabiieTku, He3ab6aBHO ce CBBprkeTe ¢ Bamms nekap win dhapMariesnT.

CuMIITOMHTE Ha MTPEIO3UPaHE MOTAT Jia BKIIFOYBAT TJIaB00OJIHE, Ta/ICHE MIIM YCEIIaHe 3a U3TPhIIBaHE
WJIM MpaBy4KaHe (I1apecTesus).

AKO cTe mponycHa/u 1a npueMere Veoza

AKO cTe TIpoITyCHAJIH Ja ipreMeTe Barero nekapcTBo, mprueMeTe IpoIycHaTara 103a Bb3MOXKHO Hal-
CKOpO, CJeJl KaTo Ce CEeTUTE, B ChIMA JCH 1 Hail-Maiko 12 Jaca mpesn cienBaiiara IulaHipaHa 103a.
AKo ocTaBaT no-Majiko oT 12 yaca npenu creBaiiaTa IjaHHpaHa J103a, He IpueMaiiTe mporycHaraTa
no3a. BepHete ce kbM oOMYaiiHus cu rpaduk Ha ciensaiims aeH. He B3emaliTe qBoiiHa 103a, 3a 1a
KOMIIEHCHpaTe MPOITyCHaTaTa HHANBUIYaIlHA 103a.

AKO cTe MpOIyCHAaN HIKOJIKO 03H, nH(popMupaiiTe Bamms nekap u cienpaiite nanenus Bu cbBeT.

AKo cTe cpeJiu npueMa Ha Veoza

He cninpaiite npreMa Ha TOBa JIEKAPCTBO, OCBEH ako BamusAr nekap He Bu kaxe 1a ro HarpaBuTe.
AKoO peuTe Aa CIpere npruemMa Ha TOBa JeKapCTBO, MIPEIH /1a 3aBbPIIUTE MpeUCcCaHus Kypc Ha
JiedeHue, IbpBo TpsiOBa 1a ropopute ¢ Bamus nekap.

AKO MMaTe HSIKaKBH JIOMBIIHUTEIHN BBIIPOCH, CBBP3aHH C YIOTpebaTa Ha TOBa JIEKapCTBO, MOMUTANTE
Bamms nexap nnu dapmanesT.

4. Bb3MOXKHU HeKeJaHU peaKl U

Kakro Bcnuku JICKApCTBa, TOBA JICKAPCTBO MOXKE J1a TPECAN3BHUKA HCIKCIIaHU PCAKIIUH, BBIIPEKU Y€ HC
BCCKU I'1 TOJIy4aBa.

Hskou Hexxenanu peakuuu (Harp. 4epHOIAPOOHO yBpEXKIaHE) MOTaT J1a ca CEPHO3HHU.

AXO M3MUTATE HAKOS OT CICTHUTE HEXEIIAH! PEaKI[|K, KakeTe Ha Bamivs jgekap He3a0aBHO:

- yMopa, ChbpOeK Mo KOXKAaTa, MOXKbITIBAHE HA KOXKATa M OUUTE, MOThbMHSABAHE Ha ypUHATA,
W3IMPaXHEHUS ChC CBETHI LIBAT, IpUiIolIaBaHe (TaJeHe Uil MOBPbINaHe), 3ary0a Ha aleTuT
u/vim 00JKK B croMaxa. Te3n CHMITOMH MOTaT Jia ca MPU3HAIM Ha YepHOApOOHO YBpeKaaHe (¢
HEN3BECTHA YE€CTOTA, MOpaar TOBA, Y€ OT HAJIMYHUTEC JaHHU HEC MOXKEC a 6’[))16 HalpaBC€Ha
OTICHKA).

Yectu (Moxe aa 3acernar a0 1 Ha 10 xymm)

- Japust

- 3aTpyAHEHO 3acnuBaHe (Oe3chHHE)

- 3aBHIICHU HUBA Ha ornpenencHn yepHoapoonu en3umu (AJIAT nnn ACAT), kakTo ce BUXAa OT
KPBBHUTE U3CIICIBAHUS

- cromanraa (kopemMHa) 6oska

Cpho011aBaHe HA HeKeJIaHU peakluu

AKXO ToNTyunTe HIKaKBH HEXETaHU JICKApPCTBCHU PEakiluy, yBejoMere Bamst nekap uinu hapMarieBr.
ToBa BKIIOYUBAa BCUYKH BH3MOKHH HEONTMCAHU B Ta3H JIMCTOBKA HEKETAHU pCaKkuru. Moxete ChIIIO aa
CHOOINNTE HEXKEIIAHU PEAKIIUU IUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMA 3a ChOOIIaBaHe, II0COYEHA B
[punoxxenue V. Kato cho0IaBare He)KEIaHU PEaKIMU, MOXKETE Ja JaIeTe CBOS IPUHOC 3a
noJTy4aBaHe Ha ToBede HH(OpMAaIHs OTHOCHO 6€3011acHOCTTa Ha TOBa JIEKAPCTBO.
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5. Kak na cexpansiBate Veoza
Ja ce chxpaHsiBa Ha MsICTO, HEAOCTBITHO 32 JIela.

He u3non3BaiiTe ToBa JIEKapCcTBO CIE]] CPOKA HA TOJHOCT, OTOEINA3aH BLPXY KAPTOHEHATA ONAaKOBKA U
ommcrepa, cien ,,l onen 70:/EXP*“ CpokbT Ha TOIHOCT OTIOBaps Ha MOCIEAHUS ICH OT IIOCOYCHUS
Mecell.

Toga JICKapCTBO HE M3UCKBA CIICTIUAIIHU YyCJIOBHA Ha CbXpPaHCHUEC.

He u3xBbpisiiTe nekapcTBaTa B KaHATU3AIMATa WK B KOHTEHHEPA 32 TOMAIIHU OTHAAbIIN.
[TommuraiiTe Bamms dapMareBT Kak 1a U3XBLPIATE JeKapcTBaTa, KOWUTO BeUe HE M3Moa3Bare. Te3n
MEpKH IIle CTIOMOTHAT 3a OTa3BaHe Ha OKOJHATA Cpefa.

6. Copabp:kaHue HA ONAKOBKATA M AONbJIHUTE]HA HHpOpMaLus

KakBo cbabpxa Veoza

- AKTHUBHOTO BEIIECTBO € (e30IMHETaHT. Besika hunMupana tabnetka cbabppka 45 mg
(hezonmHETAHT.

- Hdpyrute cbCcTaBKy ca:
Anpo Ha Tabnerkara: manurou (E421), xunpokcunponuienyiosa (E463), yacTuyHo 3aMecTeHa
xuapokcumnponuienyinosa (E463a), MukpokpucranHa nemynosa (E460), maraesues creapar
(E470b).
dumMoBo nokputue: xunpomenosa (E464), rank (E553b), makporois (E1521), THTAaHOB JHUOKCHT
(E171), uepBeHn xene3eH oxcun (E172).

Kak u3raexna Veoza U KakBo CbhIbp:Ka 0IAKOBKATA
Tabnetkute Veoza 45 mg ca KpbIiiK, CBETIIOUCPBEHH, (DUIIMHPAHH TaOJIETKH (TaOJIETKU) ¢ BIUTLOHATO
penedHO 03HaYCHHE Ha JIOTOTO Ha KOMIIAHUATA U ,,0645” OT chlIaTra cTpaHa.

Veoza ce npejsara B OMCTepH ¢ eMHAYHU 1031 0T PA/amymunnit/PVC/anymunnii B KapTOHEHN
OTIAKOBKH.

Bunose onakoBku: 10 x 1,28 x 1,30 x 1 u 100 x 1 ¢punmupanu TabneTky.

He Bcnuku BHUIOBC OITAKOBKK MOr'aT Ja 6”b,I[aT ITyCHATH Ha ma3apa.

IIpureskaTesn Ha pa3pelIeHUETO 32 ynoTpeda
Astellas Pharma Europe B.V.

Sylviusweg 62

2333 BE Leiden

Hunepnannus

IIpousBoauren
Delpharm Meppel B.V.
Hogemaat 2

7942 JG Meppel
Hunepnannus

3a gombaHUTENHA HHPOPMAIIKS OTHOCHO TOBA JICKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
MPE/ICTABUTEN HA MPUTEKATEISI HA Pa3pelieHreTo 3a ynorpeda:

Belgié/Belgique/Belgien Lietuva
Astellas Pharma B.V. Branch Astellas Pharma d.o.o.
Tél/Tel: + 32 (0)2 5580710 Tel: +370 37 408 681
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bbarapus
Acrenac ®apma EOO/]
Ten.: +3592 862 5372

Ceska republika
Astellas Pharma s.r.o.
Tel: +420 221 401 500

Danmark
Astellas Pharma a/s
TIf.: + 45 43 430355

Deutschland
Astellas Pharma GmbH
Tel: + 49 (0)89 454401

Eesti
Astellas Pharma d.o.o.
Tel: +372 6 056 014

E\M\Gda
Astellas Pharmaceuticals AEBE
TnA: +30 210 8189900

Espaiia
Astellas Pharma S.A.
Tel: +34 91 4952700

France
Astellas Pharma S.A.S.
Tél: + 33 (0)1 55917500

Hrvatska
Astellas d.o.o.
Tel: + 3851670 0102

Ireland
Astellas Pharma Co. Ltd.
Tel: + 353 (0)1 4671555

Island
Vistor ehf
Simi: + 354 535 7000

Italia
Astellas Pharma S.p.A.
Tel: + 39 (0)2 921381

Kvbmpog
Novagem Ltd
TnA: +357 22 483858

Latvija
Astellas Pharma d.o.o.
Tel: + 371 67 619365
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Luxembourg/Luxemburg
Astellas Pharma B.V. Branch
Belgique/Belgien

Tél/Tel: + 32 (0)2 5580710

Magyarorszag
Astellas Pharma Kft.
Tel.: +36 1 577 8200

Malta
Vivian Corporation Ltd.
Tel: +356 22588600

Nederland
Astellas Pharma B.V.
Tel: + 31 (0)71 5455745

Norge
Astellas Pharma
TIf: +47 66 76 46 00

Osterreich
Astellas Pharma Ges.m.b.H.
Tel: +43 (0)1 8772668

Polska
Astellas Pharma Sp.z.0.0.
Tel.: +48 225451 111

Portugal
Astellas Farma, Lda.
Tel: + 351 21 4401300

Romania
S.C. Astellas Pharma SRL
Tel: + 40 (0)21 361 04 95

Slovenija
Astellas Pharma d.o.o.
Tel: + 386 14011400

Slovenska republika
Astellas Pharma s.r.o.
Tel: +421 2 4444 2157

Suomi/Finland
Astellas Pharma
Puh/Tel: + 358 (0)9 85606000

Sverige
Astellas Pharma AB
Tel: + 46 (0)40-650 15 00



I[aTa Ha MOCJICAHO MpepasrjacikaaHe Ha JIUCTOBKaTa

[NoapoOna nHpopManus 3a TOBa JIEKapCTBO € MpeAocTaBeHa Ha yeOcaiita Ha EBpornieiickata areHuus
IO JIeKapcTBara: https:// www.ema.europa.eu.
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