MHNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHUS TPOAYKT

Betmiga 25 mg TabneTKu ¢ yABDKEHO OCBOOOKIaBaHe
Betmiga 50 mg TabneTku ¢ yABIDKEHO OCBOOOKIaBaHe

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Betmiga 25 mg TabneTku ¢ yapnKeHO 0CBOOOXK1aBaHe
Bcesika Tabnerka chabpika 25 mg Mmupaberpon (mirabegron).

Betmiga 50 mg TabieTku ¢ yapnKeHO 0CBOOOK1aBaHe
Bcesika Tabnerka cpabppika S0 mg mupaderpon (mirabegron).

3a IBIHUA CIIMCHK HA ITOMOIIHUATE BEIECTBA BIDKTE TOUYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

TabneTka ¢ yIBIDKEHO OCBOOOXK/IaBaHE

Betmiga 25 mg TabneTku
OBanan, kadsBu TabIETKH, ¢ BIUTEOHATO penie(hHO O3HAYEeHHE Ha JIOTOTO Ha KOMIaHuATa U “325” ot
ChIIIaTa CTpaHa.

Betmiga 50 mg TabneTku
OBanHH, )XBATH TAONETKH, ¢ BIIBOHATO pened)HO 03HAYeHHE Ha JIOTOTO Ha KOMITaHuATa u “355” oT
ChllaTa CTpaHa.

4. KJIMHUYHU JAHHHU
4.1 TepaneBTHYHYN OKA3AHUS

CHUMIITOMaTUYHO JIeYeHHE Ha HEOTIIOKHOCT, TIOBUIIIEHA Y€CTOTa HA YPHUHUPAHE W/WIA WHKOHTHHEHITUS
IIPH HEOTIIOKHOCT, KOUTO MOKE J]a HACTHIIAT PH BH3PACTHU MAIIMEHTH ChC CHHIIPOM Ha
CBpBbXaKkTUBEH nukodeH Mexyp (CIIM).

4.2 Jo3upoBKka 1 HAYMH HA NPWIOKEHUE

2 1031/1[ DOBKa

Bw3pacmuu (exnouumenno nayuenmu 6 cmapiecka 8b3pacm,)
[Ipenoppuntennara g03a € 50 mg BeAHBK JHEBHO.

Cneyuannu nonyrayuu

bvopeuno u uepnodpobno yepesicoare

Betmiga He e npoy4BaH Ipy NAI[MEHTH C TEPMUHATHO Ob0peuHo 3a0oisBane (GFR

<15 ml/min/1,73 m? uu npy NaLMEHTH, HYKIAEIIU CE€ OT XEMOAUAIN3a) UK TEKKO YEPHOIPOOHO
yBpexaane (Child-Pugh knac C) u 3aToBa Toii He ce npenopbyBa 3a ynorpeda npy Te3u HOomyIauuu
ManueHTH (Bx. Touku 4.4 u 5.2)

Crnennara Tabnuia AaBa NpeNOpbKU 3a THEBHO JO3UPaHE NPH JULA ¢ ObOPEYHO HIH YEPHOAPOOHO
yBpeXJIaHe IpU OTChCTBHE U Hann4ue Ha Moy MHXxuOuTOpr Ha CYP3A (BX. Touku 4.4, 4.5 1 5.2).



Ta6auna 1: [IpenopbKu 3a THEBHO 103MPaHe NMPH JHIA ¢ OHOPEYHO WU YePHOAPOOHO
YBpeK/iaHe NPH 0TCHCTBHE W HATMYHE HA MOITHU uHXuouTopn nHa CYP3A

Mornu uaxuduropu Ha CYP3A®
be3 naxubutop C uaxubutop
Bropeuno yspexaane!! Jleko 50 mg 25 mg
YMepeHo 50 mg 25 mg
Texko 25 mg He ce npenoppruBa
YepHopoOHO Jleko 50 mg 25 mg
yBpexaane 2 YMepeHo 25 mg He ce npenopbusa

1. Jlexo: GFR 60 no 89 ml/min/1,73 m?; ymepeno: GFR 30 no 59 ml/min/1,73 m?; texko: GFR
15 10 29 ml/min/1,73 m>.

2. Jleko: Child-Pugh xnac A; Ymepeno: Child-Pugh xnac B.

3. Momnn naxuoutopu Ha CYP3A, BmkTe Touka 4.5

Ilon
He ce nanara kopekuus Ha 1o3aTta B 3aBUCUMOCT OT T0JIa.

THeouampuuna nonynayust
BezonacHoctTa 1 epukacHOCTTa HAa MUpPAOETPOH NpH Jiela 1o 18-roauiHa Bb3pacT He ca

yCTaHOBEHHU. JIUMCBaT JaHHHU.

HauuH Ha npuioxxeHue

TabneTtkaTa TpsOBa Ja ce mpreMa BeHBX THEBHO, C TEYHOCT, J]a ce MOTIIBIINA 1151 U 1a He CE JbBUE,
pasnens win HaTpolaBa. Moxke Jia ce mpreMa chC Win 0e3 XpaHa.

4.3 IIporuBonokazanus

- CBpBXUYBCTBUTEITHOCT KbM aKTHUBHOTO BEIIECTBO UM KbM HSAKOE OT IIOMOIIHUTE BELIECTBA,
n30poeHu B Touka 6.1.

- Texka HEKOHTpOJIMpPaHA XUIIEPTOHHUSI, KOTATO CUCTOJIHOTO KpbBHO Haisirane € > 180 mm Hg
W/WJIH TUACTOJIHOTO KPBBHO Hajsirane € > 110 mm Hg

4.4 CrnenmnaJiHu npeaynpe:kIeHus U Npeana3Hi MepKHU NpH ynorpeda

BnOpeuno yBpexaane

Betmiga He e mpoy4BaH IpH NAaMEHTH ¢ TEPMUHAIHO OBOpedHo 3a0onsaBaHe

(GFR <15 ml/min/1,73 m? uiii HaluenTH, HyKIa€elM ce OT XEMOIMAIN3a) M 3aTOBa HE CE MPENOPbYUBA
3a MPWIOKEHHUE MPH Ta3! MoIynanys nanuenty. [Ipu manuenTu ¢ Texxko 6p0peuno ypexaane (GFR
15 10 29 ml/min/1,73 m?) naHHUTE Ca OrpaHUYEHH; IPU Ta3H TIOMYJIAlHUs CE NPENOPHYBA PELYKIUSA HA
J03aTa Ha 25 mg Bb3 OCHOBA Ha (papMaKOKMHETUYHO MIPOYyUBaHe (BXK. Touka 5.2). To3u nexkapcTBeH
MPOIYKT HE ce MpenopbyBa 3a yrnorpeda Mpu NalueHTH ¢ Texxko 0b0peuno yepexnane (GFR

15 10 29 ml/min/1,73 m?), mony4aBamu chobTCTBAIO MOIIHU MHXKUOUTOpH HA CYP3A (BXK. TOuKa
4.5).

YepHOoapoOHO YBpEXKIaHe

Betmiga He € nmpoy4BaH Ipu NAIMEHTH C TeXKO yepHOIpoOHO yBpexaane (Child-Pugh knac C) u,
3aTOBa, HE Ce MPENopbUBa 3a NPUIOKEHHUE MIPY Ta3H MOMYJIalys MallueHTH. T03H JIeKapcTBEH MPOAYKT
HE ce TPenophYBa 3a ynorpeda npu MalueHTy ¢ yMepeHo yepHoipooHo yepexaane (Child-Pugh B),
MOJTy4aBally ChIIbTCTBAIIO MOIIHN HHXHOUTOPH HAa CYP3A (BX. TOUKA 4.5).



XUNepTOHUS

MupaberpoH MoKe 1a IOBUIIM KPBBHOTO HalsiraHe. KpbBHOTO Haysirane TpsiOBa 1a ce u3MepBa B
HA4aJI0TO ¥ NEPUOJUYHO TI0 BpEME Ha JICUCHUETO C MUPAOETPOH, 0COOEHO MPU NALUEHTH C
XHUIIEPTOHUS.

JlanHMTE ca OrpaHMYEHH MPU MALUEHTH ChC CTAAUN 2 XUIEPTOHUS (CUCTOHO KPBBHO HaJIATaHE
> 160 mm Hg nnu auactonHo kpbBHO Hamsirane > 100 mm Hg).

ITanmenTu ¢ BpoaeH Wiy npuaoour yasmked QT

Betmiga, B TeparneBTHYHHN 103U, HE MTOKa3Ba KIMHIYHO 3HAYNMO yabkaBane Ha QT naTepBana mpu
KIIMHUYHY TIpoy4YBaHus (BXK. Touka 5.1). Beipexu ToBa, Thil KaTo B T€3W MMPOYYBAHMUS HE ca
BKJIIOYBAHU MAIIUCHTH C U3BECTHA aHaAMHeE3a 3a yabbkaBaHe Ha QT wiu manueHTH, KOUTO IpueMar
JIEKapCTBEHU NIPOAYKTH, 32 KOUTO B U3BECTHO, Ye yabmkaBar QT nHtepBana, edexture Ha
MHpaOerpoH MpH Te3W NMaIMeHTH He ca n3BecTHH. Korato ce mpuiara MupaberpoH Ha Te3W MalneHTH
Ce U3MCKBa MOBUIIICHO BHUMAaHUE.

[TammenTy ¢ OOCTPYKIMS Ha M3X0Ja HA MMKOYHMS MEXYD U MALMEHHU [IpUEMAIIA aHTUMYCKapUHOBH
JnekapcTBenn npoaykrtu 3a CIIM

[Ipu naumenTty, npueMaiiu MUpaderpoH, € ChOOIEHO 3a YpUHApHA 3aJpHKKa 32 MalUeHTH C
oOcTpyKIus Ha n3xona Ha mukovHus Mexyp (OUIIM) u 3a manueHTH MpueMaIiy aHTUMYCKapHHOBU
JIEKapCTBEHU NPOAYKTH 3a iedueHue Ha CIIM, o Bpeme Ha mocTMapKeTHHroBus onuT. KonTponupano
KIMHUYHO Mpoy4BaHe 3a 6ezomacHocT npu nanueHTn ¢ OUIIM He moka3Ba MOBHIIICHA YPHHAPHA
3aJIpbKKa TpY TAIMEHTH JIeKyBaHU ¢ Betmiga; BpIipexu ToBa Betmiga TpsiOBa 11a ce mpriara ¢
BHUMAaHUE MPH MalUeHTH ¢ KiuHuyHO 3HaunMa OUIIM. Betmiga TpsiOBa chIo a ce nmpuiiara ¢
MMOBUIICHO BHUMAHUC IPU MAIUCHTHU, ITpUCMAIlI aHTUMYCKAPUHOBHU JICKAPCTBCHU ITPOAYKTH 3a
nevenne Ha CIIM.

4.5 B3aumopneiicTBue ¢ APYru JieKAPCTBEHHU MPOAYKTHU U APYrd (popmMu HA B3anMojielicTBUE
In vitro manan

MupaberpoH ce TpaHCIIOPTUPA U MeTabOJIU3Kpa Ype3 pa3HooOpa3Hu mbTUIilia. MupaOerpoH e
cyOctpar 3a ruroxpom P450 (CYP) 3A4, CYP2D6, OytupuixonuHecTepasa, ypuauaaudocdar-
rimokoponmwiTpancdepasa (UGT), edaykcHus Tpancnoptep P-riukonporens (P-gp) u nndykcHure
oprannunu katuonHu Tpancrnoprepu (OCT) OCT1, OCT2, u OCT3. IIpoyuBanust Ha MUPaOETPOH,
KaTo ce M3I0JI3BaT YOBEIIKH YePHOAPOOHH MUKPO30MHU M pekoMOnHaHTHH YoBelku CYP eH3umu
MOKa3Bar, 4e MUpaderpoH € yMepeH U BpeMe3aBucuM HHxuouTop Ha CYP2D6 u cnab naxuburtop Ha
CYP3A. Mupaberpon naxubupa P-gp-menunpanus nekapcTBeH TPAaHCHIOPT IPH BUCOKH
KOHIICHTPAIHH.

In vivo naHaNn

B3zaumooeiicmsus i1ekapcmeo-1eKapcmeo

EdexThT Ha e1HOBpEMEHHO NPUIIOKEHH JIEKaPCTBEHH MIPOAYKTH BbPXY (apMaKOKWHETHKATa Ha
MUpaberpoH U eheKThT Ha MUPAOETPOH BhPXY (PapMaKOKWHETHKATA HA JIPYTH JIEKAPCTBEHU TPOTYKTH
€ M3MUTBAH B TIPOYYBaHUS C €IHOKPATHO U MHOTOKPATHO mpriiarade. [loBeueTo B3auMoaeHCTBYS
JIEKapCTBO-JIEKAPCTBO Ca U3MUTBAHU, KATO €€ U3M0JI3Ba 1032 Mupaderpod ot 100 mg, mpuioxeH nox
¢dopmara Ha TabseTKa KaTo nepopaiHa KoHTpoiupana abcopouuonHa cucrema (OCAS).
[IpoyuBaHusTa 32 B3aUMOJICUCTBHSI HA MUPAOETPOH C METOITPOJIOI M ¢ MET(OPMHUH, H3ITOJI3BAT
MupaberpoH ¢ HezabaBHO ocBoOoxkaaBane (IR) 160 mg.

KnuHUYHO 3HAYMMU JIEKaPCTBEHH B3aUMOCHCTBHS MEXKYy MEPAOETPOH H JIEKAPCTBEHH MPOIYKTH,
KOUTO MHXHOMpAT, MHIyIUpaT win ca cyocrpar Ha eauH oT CYP n30eH3uMuUTE WK TpaHCIIOPTEPHUTE
HE ca 04YaKBaT, OCBEH MHXMOUpal] edekT Ha MupaderpoH Bepxy Metaboiau3ma Ha CYP2D6
cyOcrparure.



Egexm na enzumnu unxubumopu

[Tpu 3apaBu nobGposonuyn excro3unusta Ha Mmupaderpon (AUC) ce yBennuasa 1,8-mbTu py Hamu4uue
Ha Momraus naxuouTop Ha CYP3A/P-gp keTokoHa3oin. He e HeoOxonrMa KOpeKIus Ha 103aTa, KOTaTo
Betmiga ce xomOunupa ¢ maxuburopn Ha CYP3A w/umm P-gp. O6aue, mpu manueHTH ¢ JIEKO 10
yMmepeno 066peuno yepexaane (GFR 30 1o 89 ml/min/1,73 m?) uinm neko 4epHOAPOOHO YBpEXKIaHE
(Child-Pugh knac A), xouto nony4aBaT cbrbTcTBaIno MoiHd CYP3A naxuburopu, Kato
UTPAKOHA30JI, KETOKOHA30JI, PUTOHABUD U KJIAPUTPOMHUITUH, TIPETIOPHUHUTENHATA 1032 € 25 mg BETHBK
JTHEBHO, ChC MK Oe3 XpaHa (Bxk. Touka 4.2). Betmiga He ce npenopbyuBa NpH NALUEHTH C TEXKO
6b0peuno yBpesxaane (GFR 15 10 29 ml/min/1,73 m?) uin npu MaiueHTH ¢ yMEPEHO YEPHOAPOGHO
yBpexaane (Child-Pugh kmac B), momydaBariu cepTeTBamo Momrau naxuoutopu Ha CYP3A (Bx.
Touku 4.2 1 4.4).

Egexm na enzumnu unoykmopu

BemecTBa, kouto ca nuaayktopu Ha CYP3A nnm Ha P-gp, HamangBar rra3MeHnTe KOHIIEHTPAuy Ha
Mupaberpos. He e HeoOxonuma KOpeKLus Ha 103aTa 32 MUPa0erpoH, KOraTo ce Ipuiiara c
TepaneBTHYHH 1031 pudamnuimH uiu apyru CYP3A unu P-gp nnaykropu.

Egexm na CYP2D6 nonumopguzom

I'ennusar noaumopdusbpm Ha CYP2D6 nMa MUHUMAITHO BIIMSHUE BBPXY CpEHATA TIa3MeHa
EKCITO3UIIH Ha MUpaderpoH (BXK. Touka 5.2). B3aumoneiictsust Ha mupaberpoH c mo3Hata CYP2D6
WHXUOUTOPH HE ce OYaKBaT U He ca npoyuBaHu. He e HeoOxoauMa KopeKIys Ha jo3aTa Ha
MupaberpoH, koraro ce npuiara ¢ CYP2D6 naxubutopy nin npu MaueHTH, KOUTOo ca ciadu
MeTabonm3aropu Ha CYP2D6.

Egexm na mupabeepon evpxy CYP2D6 cyocmpamu

[pu 3apaBu 10OPOBOIIIN, MHXUOUTOPHHUAT MOTEHIIMAT Ha MupaberpoH o otHomenne Ha CYP2D6 e
yMepeH, a CYP2D6 akTUBHOCTTa ce Bb3CTaHOBSIBA B pAMKUTE Ha 15 IHU cliell CIUpaHe Ha
Mupaberpor. MHOTOKpaTHOTO TIpUjIaraHe Ha MUPaOerpoH ¢ He3a0aBHO OCBOOOKAaBaHE BETHBK
nHeBHO Boau A0 90% yBennuenune Ha Chax 1 229% yBennyenne Ha AUC Ha eAMHUYHA 71032
MeTONpoJI0i. MHOTOKpaTHOTO NpHIaraHe Ha MUpaOerpoH BEHBX JHEBHO BOAU 10 79% yBenuyeHue
Ha Chax ¥ 241% yBenuuenue Ha AUC Ha eIMHUYHA 1032 JE3UNIPAMUH.

[IpenopbuBa ce MOBHILIEHO BHUMaHKE, aKO MUPaOErpoH ce Ipujlara eTHOBPEMEHHO C JIEKAPCTBEHH
MPOAYKTH C TECEH TepaleBTUUEH MHICKC U 3HaUMMo MeTabonuzupanu or CYP2D6, kaTo THopuaasuH,
tun 1C aHTHApUTMUYHU cpelicTBa (Harp. GiieKanHu I, mponadeHoH) U TPUIMKIUYHN aHTHIETIPECaHTH
(Hamp. UMHIIpaMuH, ae3unpamuH). [IpernopbuBa ce ChIo MOBUILIEHO BHUMAHHUE, aKO MUPAOETPOH ce
npuiara eqHoBpeMeHHO ¢ CYP2D6 cyOcTparu, KOUTO ca ¢ HHAUBUAYAIHO TUTPUPAHE HA J03aTa.

Edexm na mupabeepon vpxy mpancnopmepume

MupaberpoH e cnab naxubutop Ha P-gp. Mupaberpon ysennuaBa Cmax 1 AUC Ha P-gp cyOcTpara
JUTOKCUH, ChOTBETHO ¢ 29% 1 27%, ipu 31paBu 1o06poBoiiy. [Ipu manueHTr, KOUTO 3a110YBaT
JICUCHHE C KOMOMHAIIMS Ha MUPaOErpOH U JUTOKCHH, B HA4aj0To TPsIOBa Ja ce Ha3HAuW Hai-HUCKaTa
no3a aurokcuH. CepyMHHUTE KOHIICHTPAIIMU Ha TIUTOKCHH TPsIOBa Jia ce MPOCIEsIBaT U U3I0JI3BaT 32
TUTpHUpaHE Ha J03aTa JUTOKCHH, 3a JIa CE MMOJIyYH KeJlaHusl KIIMHUYeH edekT. [loTeHnuanbT 3a
nHxuOupane Ha P-gp ot MupaberpoH TpsOBa 1a ce uMa npeaBuI, korato Betmiga ce komMOuHUpa ¢
qyBCTBUTENHH P-gp cyOcTpaTu, Hamp. qaburatpan

Hpyeu e3aumooeticmsus

He ca HaGmroaBaHy KIIMHUYHO 3HAYMMHE B3aUMO/ICHCTBUS, KOTaTO MUpaberpoH ce mpuiara
€THOBPEMEHHO C TEPAINeBTHYHH 03U coM(eHAINH, TAMCYJIO3HH, BaphapuH, MeTHOPMHUH WIN
KOMOWHHMpaHH NEpOPaTHH JIEKAPCTBEHH MIPOAYKTH 32 KOHTPALEIIHS, ChABPKALIN ETHHUICCTPAANOI U
neBoHoprectpeil. He ce npenopbuBa KOpeKIys Ha 103ara.

VBennueHueTo Ha CKCIIO3HIIMATA Ha MI/Ipa6eI‘pOH nopagun B3aHMO,I[eI7[CTBHSI JICKApCTBO-JICKapCTBO
MOZKE 1a C€ CBBPIKE C YBCIIMYCHUC HA ITIYJICOBATA YC€CTOTA.



4.6 ®epTrianTeT, GpeMEHHOCT U KbpPMEHe

Kenu ¢ nereposieH HOTEHINAI

Betmiga e ce npenopbyBa MpH KEHHU C JETEPOJICH MOTEHIINAT, KOUTO HE M3MO0I3BAT KOHTPAIICTIITHSI.

bpemenHocT

Hanmanu ca orpannyenn qaHaM 3a puiiokeHne Ha Betmiga npu 6pemennun. [IpoyuBanus ¢ )KUBOTHH
MOKAa3BaT PENPOYKTHBHA TOKCHYHOCT (BK. TO4Ka 5.3). To3u JiekapCTBEH MPOYKT HE CE MPEnopbhyBa
1o BpeMe Ha OPEeMEHHOCT.

Kbpmene

MupaberpoH ce eKCKpeTHpa B MIISIKOTO [P TPU3aud ¥ 3aTOBA CE MPEJIoJiara, 4e ¢ HaJluueH B
KbpMara mpu xopa (Bx. Touka 5.3). He ca mpoBexxnaHu mpoyvIBaHus, 3a Ia C€ OLIEHH BIMSHUETO Ha
MUPaOETPOH BbPXY OTACISIHETO Ha KbpMa, HETOBOTO HAJIMUUE B KbpPMaTa WIIM HETOBUTE €EKTH BBPXY
KbpMaueTo.

Betmiga e Tpsi6Ba na ce mpuiiara mo BpemMe Ha KbpMEHe.

DepTunurer

Hsma cBbp3anu ¢ neueHneTo edekTn Ha MUpaOerpoH BbpXy (hepTHIUTETa IPH )KUBOTHH (BXK. TOUKa
5.3). EpexThT Ha MupaberpoH BEpXY GepTHUIIMTETA IIPH XOpa HE € YCTaHOBEH.

4.7 Edextn BbpXy cnioco0HOCTTA 32 mo(upaHe u padoTa ¢ MaIIUHA

Betmiga He NOBIUsABA WK MOBJIMSIBA MPEHEOPEIKUMO CITIOCOOHOCTTA 32 1o upaHe U padboTa ¢
MalInHHA.

4.8 Hexenanm nekapcTBeHH peaKnnu

Pesrome Ha npoduia Ha 6€30I1aCHOCT

BbezonacnocrTa Ha Betmiga e ouenena npu 8 433 manuentu cbe CIIM, ot xouto 5 648 nomyvasat
MOHE eJTHa 71032 MUpaberpoH B KIMHUYHA Tiporpama (aza 2/3, a 622 manueHTy nony4yasar Betmiga 3a
none 1 ronuna (365 muu). llpu tpute 12-ceqmuanu ¢asza 3 ABoHHOCIENH, TUTANIE00-KOHTPOIUPAHU
npoy4Banus, 88% OT MalMEHTUTE 3aBBbPIIBAT JICYEHHUETO C TO3H JIEKAPCTBEH NPOILYKT, a 4% oT
MaIMEeHTHUTE TO MPEyCTAaHOBSABAT MOPaaN HeXellaHu ChOUTHs. [loBeueTo HexeNnaH! peakiiu ca JeKH
JI0 YMEPEHH T10 TEXKECT.

Hati-uecTute HexXenaHu JICKApCTBEHU PEaKIMy ChOOIIaBaHM ITPH MAIMEHTH, JIeKyBaHu ¢ Betmiga

50 mg, o Bpeme Ha Tpute 12-cenmuunu (aza 3 ABOMHOCIENH, MIane00-KOHTPOIUPaHH POYIBaHUS,
ca Taxukapaus 1 MH()EKIUN Ha MMKOYHUTE IbTUIlA. YecToTaTa Ha Taxukapaus € 1,2% npu nanueHTH,
nony4asauu Betmiga 50 mg. Taxukapausara Boau 10 npeycraHoBsaHeto my mpu 0,1% ot
narueHTure, nonydamu Betmiga 50 mg. YectoTara Ha nH(EKIIMY HA MUKOYHUTE TBTUINA € 2,9% rpu
ManyueHTH, nory4daBaiy Betmiga 50 mg. MHekuunTe Ha TMKOYHUTE IBTUIIA HE BOJAT JI0
MPEeyCTaHOBSABAHETO MY NP HUTO €AMH OT MallMeHTHUTE, nosryyasamy Betmiga 50 mg. Ceprosnure
HEeXXeJlaH! PeaKIuy BKII0YBAT NpeAchpano mbxaeHe (0,2%).

Hexxenanute peakuuu, HaOJI0JaBaHy 10 BpeMe Ha 1 -TOAUITHOTO (IBITOCPOYHO) HPOYUBAHE C
aKTHWBHA KOHTPOJa (MyCKapuHOB aHTaroHKCT) ca MOJO00HH TI0 THII U TEKECT Ha Te3, Ha0II0JaBaHU
npe3 Tpute 12-cemmuynu ¢aza 3 TBOWHOCIEIH, TUTae00-KOHTPOIUPAHT TIPOYIBAHHUS.



CuchK Ha HEXKETAHUTE PEAKINK B TAOJTUYCH BHIT

Tabnunara mo-f01y oTpa3sBa HEXKEIAHUTE PEAKIIUU, HAOIIOIaBaH! ¢ MUPaOETrpoH mipu Tpu 12-
cenMuyHH (paza 3 mBOIHOCKTEH, TIAe00-KOHTPOIHPAHH MTPOYIBAHUSI.

UecToTara Ha HeXEIIaHU PEaKIIUU CE OMPeAess KaKTo ciienBa: MHOro yectu (> 1/10); uectu (> 1/100
1o < 1/10); meyectuu (> 1/1 000 no < 1/100); peaxu (> 1/10 000 mo < 1/1 000); MHOTO penku

(< 1/10 000) u ¢ HEM3BeCcTHA YecTOTa (OT HATMYIHATE JAHHHM HE MOXKe J1a OblIe HAIlpaBeHa OIICHKA).
[Ipu Besiko rpynupaHe 1Mo YecToTa, HeXKEIIAHUTE PEAKIMK Ca TPEACTABCHU B HU3XOISII Pe/l 110
OTHOIIICHUE HA TSIXHATA CEPUO3HOCT.



MedDRA YecTn Heuectn Penxn MHoro C
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KJIacoBe yecToTa (0T
HAJIMYHUTE
JaHHHU He
MO3Ke 1a
(38 (
HANIpaBeHA
OLIEHKA).
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HaTa cucTeMa H
rppAaTa
W3cnenBanus IToBuieno
apTepuaIHO
HaJsTaHe
IToBumiena
GGT
[ToBumena

AST




IToBumena
ALT

*Ha6ﬂIOI[aBaHI/I 10 BpEMC Ha MOCTMAPKCTUHI'OBUS OITUT

C1>06maBaHe Ha IMoaA031upaHd HCXCJIIaHU PCAKIIUU

Cro0I1aBaHeTo Ha MOI03UPAHU HEKEIIAHU PEaKIluu CIIe/ pa3peliaBaHe 3a ynorpeda Ha JIeKapCTBEHUS
MIPOJYKT € BaXXKHO. T'OBa 1MO3BOIISIBA J]a MPOIBIDKH HAOIIOIEHUETO Ha CHOTHOMIEHUETO TTOJI3a/PUCK 32
JIeKapcTBeHUS MPOAYKT. OT MEAMIIMHCKATE CIIEIUAINCTH CE M3KUCKBA J]a ChOOIIaBaT BCAKa
MO/I03MPaHa HeXEeIaHa PeaKIlus Ype3 HAIMOHAIHA CUCTeMa 3a ChOOIaBaHe, IOCOUYCHA B

[Ipunoxenue V.

4.9 IMpeno3upane

MupaberpoH e mpuiara Ha 3/paBu 100poBoiIM B enuHuYHM 103U 10 400 mg. Crolmenunrte
HeXXeJlaH! ChOUTHSA, TIPU Ta3| /1032, BKIIOYBAT chprieOueHe (1 oT 6 yJacTHHUIM U MTOBHIIIEHA ITYJICOBA
yectoTa, HaaBumasamia 100 yxapa B munyta (bpm) (3 ot 6 ygactHum). MHOTOKpaTHO MpHIIaraHe Ha
mupaberpon 10 300 mg aueBHO 3a 10 JHM MOKa3Ba yBEIMYCHUE HA MYJICOBATa YECTOTA U CUCTOJIIHOTO
apTepHaHO HAJATaHe, KOraTo ce Mpuiiara Ha 3paBH JOOPOBOJIIIH.

JleuenueTo npu npego3upaHe TPsAOBA Ja € CAMITOMATHYHO U MOJAbpIKaIio. B cinyuait Ha
MIpelo3upaHe ce MpernopbyBa MpocieisBaHe Ha ITyJicoBaTa YecToTa, apTepuanHoTo Hajsrane u EKT.

5. ®APMAKOJIOTUYHHA CBOMCTBA
5.1 dapMaKkoIMHAMUYHHU CBOCTBA

dapMakoTepaneBTHYHA Tpyma: Y POIOTUIHH CPECTBA, CIIA3MOIUTHIIN, AEUCTBAIIN BhPXY MHKOYHUTE
meruma, ATC xox: GO4BD12.

MexaHu3sM Ha JIEWCTBHE

MupaberpoH e MOIIEH U CelNeKTUBEH OeTa 3-aipeHopenenTOpeH aroHucT. MupaberpoH mokas3sa
penlakcupaHe Ha IJIaikaTa MyCKyJlaTypa Ha IIMKOYEH MeXyp B M30JMPaHH ThKaHHU Ha IUTBXOBE M X0Pa,
MOBHIIIaBa KOHLIEHTPAMUTE Ha LMKIMYEH afieHo3uH MoHOopochaT (CAMP) B ThKaH OT IMKOYEH MEXYP
Ha IJTBX U TIOKa3Ba OTIyCKAaIll e)eKT MO OTHOIICHUE Ha MUKOYHUS MEXyp TIPH MOJIENIN Ha GYHKIIUS Ha
MUKOYHHS MEXYp MPH IUTbX0Be. MupaOerpoH MoBHINaBa CPEAHMUS OT/AEICH 00eM Ha €IHO YpUHHpaHE
1 HaMaJIsBa 4eCTOTaTa Ha HENMPOAYKTUBHUTE KOHTPAKIMHK, O€3 1a NOBJIHIBA HAJSITAHETO Ha OTACIISIHE
WJIM OCTaThYHATA YPHHA MIPU MOJIEH HA CBPBXAaKTHUBHOCT HA MTUKOYHUS MEXYp MpH 1IbXoBe. [Ipu
MOJIETH TIpH MaliMyHH, MUpaOeTpoH TMOKa3Ba HaMajleHa 4ecToTa Ha ypuHupane. Te3u pe3ynraTu
MOKa3Bar, 4e MUpaderpoH mo1o0psaBa GyHKLUATA 332 CbXpaHEHUE Ha ypUHA Ype3 CTUMYJIMpaHe Ha
Oera 3-aapeHOpeLenTOpUTe B TUKOYHUS MEXYD.

ITo Bpeme Ha (a3ata Ha CbXpaHEHHE HA YPUHA, KOTAaTO YpPUHATA CE HATPYIBA B TUKOYHUS MEXYD,
npeoOiagaBa CTUMyJAMATA HA CHMIIATUKYCOBUTE HEpBU. OT HEPBHUTE OKOHYAHUS CE OTIEIS
HOPAJpEeHAINH, BOACII IPEIMMHO 10 aKTHBHpPaHe Ha OeTa-a[peHOPEIeNITOPUTE B MyCKyIaTypara Ha
IMUKOYHUA MEXYP U CJI€ABA OTIIYCKAHC Ha I'laiIkaTa MYCKYyJIaTypa Ha IMKOYHUA MEXYDP. Ilo BpEMC Ha
(azaTa Ha OTIEINsIHE HA YPUHA, TUKOYHHUAT MEXYp € MPEIUMHO 101 KOHTPOJIa Ha
nmapaCcuMIIaTUKyCOBaTa HEPBHA CUCTEMA. AHCTI/IHXOHI/IH’LT, OCBO60}I€H OT Ta30BUTC HEPBHU
OKOHYaHWs, CTUMYJIFpa XOIuHepruaHnTe M2 u M3 penentopy, BKIIOUUTEIHO KOHTPAKIIMATE HA
MUKOYHHS MEXyp. AKTUBHpaHeTo Ha M2 mbT4 chlI0 HHXHOMpa OeTa 3-aApeHopelenTOPHO
uayuupanoTo nosumenne Ha cCAMP. CrienoBarenno Oeta 3-aipeHOPEENITOPHOTO CTUMYJIUPAHE HE
TpsiOBa Jia MOBJIKSBA HA TIpolleca Ha OT/IesiHe. ToBa € MOTBBPCHO MPH TUIHXOBE C MapipaiHa
0OCTpYKLIHUS Ha ypeTpara, KbAETO MUpAOErpOH HaAMaNIABa YECTOTaTa Ha HEIPOAYKTHBHUTE
KOHTpakuu 0e3 Aa ce 3acsira oTAeJIeHUs: 00eM Ha eHO ypUHHUPaHe, HAIATAaHEeTO Ha OTAEIsTHE WIN
o0eMa Ha OcTaThbUHATA YPHHA.




dapmMakoAMHAMUIHN ed)eKTI/I

Ypoounamuxa

Betmiga npu mo3u ot 50 mg 1 100 mg BegHbX THEBHO 3a 12 CeIMUIN TPU MBIKE ChC CAMIITOMH OT
cTpana Ha gonHuTe mukodHu metuina (CUAIIIT) n ob6cTpykumsa Ha M3X0Aa HA THKOYHUS MEXYP
(OUIIM) He moka3Ba ed)eKT M0 OTHOIIEHUE Ha TTApaMETPUTE MPH [IUCTOMETPHUsI U € 0€301aceH, U ¢
no6pa monocuMoct. Edexture Ha MupaberpoH BbpXy MaKCUMaIHaTa CKOPOCT Ha IOTOKA U
JIETPy30pHOTO HAJSITaHe MPU MaKCHMalTHa CKOPOCT Ha TIOTOKA Ca OIICHEH! B TOBA YPOINHAMHYHO
npoyusane, BKIrouBaio 200 nanueHTn oT MBKkH ot cbe CIIIT u OUTIM. [IpunoxxenueTo Ha
MupabderpoH B 1034 oT 50 mg u 100 mg BeAHBK AHEBHO 32 12 cenMUIM He MOBIHSIBA HETATHBHO
MaKCHMaJHaTa CKOPOCT Ha MOTOKA WIJIH JeTPY30PHOTO HANATAaHE MMPU MaKCHMaHa CKOPOCT Ha MOTOKA.
B toBa npoyuBane ¢ manuenTa Mbxe cbe CUIIIT/OUIIM, anantupanara cpeana (SE) mpomsina ot
W3XOZHO HUBO JI0 Kpasi Ha JICYCHUETO 110 OTHOIIEHHETO Ha OCTaThYHUS 00eM ciie otaensHe (ml) e
0,55 (10,702), 17,89 (10,190), 30,77 (10,598) 3a rpymnure Ha Jiederne c miarnedo, mupaderpon 50 mg
u mupabderpon 100 mg.

Egexm svpxy QT unmepsana

Betmiga B 1o3u ot 50 mg wim 100 mg uHsama edexT mo oTHomenne Ha QT MHTEpBaANIa, HHIWBUIYAITHO
KOpHUTHpaH 3a cepaedna yecrtora (QTcl maTepBai), Korato ce oleHsBa 10 M0JI WJIM B IpyIiaTa KaTo
Ls10.

HsmoctHo mpoyuBane Ha QT maTepBana (Thorough QT, TQT) (n = 164 3apaBu MBXKE B N =

153 3npaBu sxeHu TOOPOBOJIIIM Ha Cpe/iHa Bh3pacT 33 roMHM) OlcHsBa e()eKTa OT MHOTOKPATHO
MepopaiHO MpUJIaraHe Ha MUPaOerpoH B oka3aHarta 703a (50 mg BeIHBK JHEBHO) U JIBE
cynparepaneBTrnaHH 103U (100 1 200 mg BeqHbK AHEBHO), BBpXy QTcl naTepBana.
CynpartepaneBTHYHUTE JI031 MPEACTABIABAT ChOTBETHO MPUOIU3UTEIHO 2,6- U 6,5-bTH
CKCITO3UIIMATA HA TeparieBTUYHaTa J03a. Enunuunara no3a ot 400 mg MoKCcH(IIOKCAIMH € U3I0JI13BaHa
KaTo TOJIOXKHUTETHA KOHTpoJa. Besko 1030B0 HIBO HAa MUPaOErpOH 1 MOKCH(IIOKCAIIMH € OLIEHSBAHO B
OTJISITHO paMo Ha JIeYeHHe, BKIFOUBAIIO M1ane00-KOHTpoIa (TapalieieH KpbeTocaH an3aitH). Kakro 3a
MBKETe, TaKa U 3a XKeHuTe, npuenu mupaderpod 50 mg u 100 mg, ropHara rpaHuiia Ha €JHOCTPAHHUS
95%-eH noBepuTeneH UHTEPBAJ HE HaABUIIaBa 10 msec BbB BCSIKA BpeMeEBa TOUKA 3a Hal-roismara,
OTHECeHa KbM BPEMETO CpEIHA Pa3NIuKa crpsiMo Tuianedo mo orHomenne Ha QTcl uarepsaina. [pu
JKEeHH, TIpuenu MupaberpoH B jgo3a 50 mg, cpeaHaTa pasinuka cpsaMo 1anebo mo otHomrenune Ha QTcl
WHTEpBaja Ha 5-us gac cien nmpuema e 3,67 msec (ropHa rpanuiia Ha eqHoctpanuus 95%-en Cl

5,72 msec). Ilpu Mbixe, pasnukata e 2,89 msec (ropHa rpanuna Ha exHocTpanausg 95%-en Cl

4,90 msec). [1pu no3a mupaberpon 200 mg, QTcl unreparsT He HaaBumaBa 10 msec BbB BCSKa
BpEMERBa TOYKa MPU MBbXKE, JOKATO MPH KEHUTE TOPHATA TpaHuIia Ha 95%-HuUs JTOBEPUTEIICH UHTEPBAI
HazBumasa 10 msec mexmy 0,5—6-51 yac, ¢ MaKCMMaTHa pa3liMKa OT TUIanedo Ha 5-Hus 9ac, Korato
cpeanust epext e 10,42 msec (ropHa rpanuua Ha eqHocTpanaus 95%-en CI 13,44 msec).
Pesynrarute 3a QTcF u QTclf ca B chorBercTBHE ¢ QTCl.

B roBa TQT npoyuBane, MupaberpoH OBHIIIaBa T0303aBUCUMO ChpaeyHara yectota Ha EKIT B
M3MUTBAHU J1030B auana3on oT 50 mg 10 200 mg. MakcuManHata cpeiHa pa3jifKa CIpsMo ianedo
B Chp/ICUYHATA YECTOTA € B paMKHUTe Ha 6,7 bpm ¢ Mmupaberpon 50 mg g0 17,3 bpm ¢ mupaberpox
200 mg rpu 31paBu JuULa.

Egexm evpxy nyncosama vecmoma u kpbeHomo nanaeane npu nayuenmu ¢ CIIM

[Ipu nauuentu ¢ CIIM (cpeana Bb3pacT 59 ronunu), B Xoaa Ha Tpu 12-cenmuunu dasa

3 naBoiHOCHENH, ane00-KOHTPOJIMPaHH IPOyYBaHus, noayyasamy Betmiga 50 mg BeTHbX THEBHO,
¢ Ha0JIF01aBaHO MOBHUIIICHUE B CPEAHATA Pa3JIMKa CIPsAMO Iane0o oT npudausuTenHo 1 bpm 3a
ITyJICOBa YecToTa 1 mpubmm3utenHo | mm Hg uinm mo-mMaiko 3a CHCTOITHO apTepHaIHO
Haysirane/aucTonHo aprepuanto Hasirane (SBP/DBP). [IpomenuTe B mysicoBara uecToTa U
apTEepHATHOTO HAJSITaHE ca OOpaTUMU Cllef] CIUPaHe Ha JIEYEHUETO.
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Egexm evpxy evmpeounomo nanseane (BOH)

Mupaberpon 100 mg Bemusx mHeBHO He nopumasa BOH npu 3npasu numa cieq 56 THA JeUeHIe.
[Ipu da3za 1 npoyuBane 3a oueHsiBane Ha eekra Ha Betmiga Bspxy BOH upes annananuonsa
toHOMeTpus o Goldmann mpu 310 3apaBu nuna, 1o3a mupaderpod 100 mg mokaspa He O-Mallka
e(pUKACHOCT CIPSMO TLIane0o0 1Mo OTHOIIEHHE Ha MbPBUYHATA KpaliHa TOYKA 32 Pa3liuKa MEXIy
JICYEHHATA 110 OTHOILIEHHE Ha CpeJHa IPOMSHA OT U3XOAHO HUBO JI0 ieH 56 B cpennoto BOH nHa
JMIaTa; roOpHaTa rpaHuna Ha apyctpanHus 95%-en Cl 3a pasnuka Mexay JeueHusTa, MUpaderpoH
100 mg u numare6o, € 0,3 mm Hg.

Kinnnnuna edukacHocT U 6€300aCHOCT

EdwukacHoctTa Ha Betmiga e onenena B Tpu (pasza 3 paHaoMu3npanu, JBOWHOCIENH, TU1anedo0-
KOHpOJUpaHH, 12-ceIMUYHU MPOYYBAHHUS 32 JICUEHHE HA CBPBbXAKTHBEH MUKOYEH MEXYP ChC
CHUMIITOMH Ha HEOTJIOKHOCT U YECTO YpUHHUpaHe, ChC Wi 0e3 NHKOHTHHEHIU. Bkitouenu ca
nanuenTH, kenn (72%) u mexe (28%), Ha cpemHa Bb3pacT 59 roguau (Mexmy 18 — 95 rogunm).
[omymnanusara B mpoy4YBaHETO C€ CHCTOM OT MPUOTU3NTENHO 48% ManueHTH 0e3 MPEAX0THO
AHTUMYCKapHHOBO JIYeHHUE, KAKTO U MPHOIN3UTENTHO 52% MallMeHTH, JIEKyBaHHU MPEIU TOBA C
AHTUMYCKapUHOBHU JIEKAPCTBECHU MPOAYKTU. B eaHo mpoyuBaHe 495 malMeHTH ca NOJy4YUId aKTUBHA
KOHTpoJIa (TOITEPOINH C YIBIDKEHO OCBOOOKIaBaHE).

ChcTaBHUTE IBPBUYHM KpaifHU TOUKHU 32 epukacHOCT ca (1) mpoMsiHa OT U3XOAHO HUBO J0 Kpas Ha
JICYEHUETO B CPeTHUS Opoi Ha eMU30AUTe Ha MHKOHTHHEHIH 32 24 yaca u (2) mpoMsHa OT U3XOTHO
HUBO /IO Kpasi Ha JICYEHUETO B CpeAHUs Opol ypuHHUpaHus 3a 24 4aca Bb3 OCHOBA Ha 3-THEBCH
JTHEBHUK 32 ypHHUpaHe. MUpaOerpoH Mmoka3Ba CTaTHCTHYECKH 3HAYUMO MO-TOJISIMO IOJI0OpEHHE B
CpaBHEHHE C 1anedo 3a ABeTe ChbCTaBHU IbPBUYHM KPalfHU TOUYKH, KAKTO U 110 OTHOILIEHHE Ha
BTOPUYHHTE Kpaitau Touku (Bk. Tabmmmm 2 u 3).
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Ta6auna 2: ChbcTaBHU MbPBUYHYU U N30pPaHU BTOPUYHH KPaiiHU TOYKH 32 e(pUKACHOCT B Kpasi
HA JIeYeHHETO OT COOPHU MPOYYBAHMS

CoopHu npoy4yBaHust
(046, 047, 074)

Ilnanedo Mupaberpon
IlapameTnp 50 mg
Cpenen 0poii Ha enu30AUTE HA MHKOHTHHeHI M 3a 24 yaca (FAS-I) (CbcTaBHa MbPBUYHA)
n 878 862
CpenHo 3X0QHO HUBO 2,73 2,71
CpemHa IpoMsiHa OT U3XOAHOTO HHBOT -1,10 -1,49
0
ngma pasznuka crpsmo tianedot (95% B 20,40 (0,58, -0.21)
p-CTOMHOCT -- <0,001#
Cpenen Opoii ypunupanus 3a 24 yaca (FAS) (ChcTaBHA NBPBUYHA)
n 1328 1324
CpenHo H3X0QHO HUBO 11,58 11,70
CpenHa IpoMsiHa OT U3XOAHOTO HHUBO T -1,20 -1,75
V)
Cgcla)lma pasznuka crpsmo tiane6o T (95% B 20,55 (0,75, -0,36)
P- CTOMHOCT - <0,001#
Cpenen 06em otaesnena ypuna (ml) Ha ypunupane (FAS) (BropuuHa)
n 1328 1322
CpenHo U3X0AHO HHUBO 159,2 159,0
CpenHa ipoMsiHa OT M3XOHOTO HUBO T 9,4 21,4
o
Cg%zma pasnuka crpsiMo mwianedo T (95% _ 11,9 (8.3, 15.5)
p- CTOWHOCT -- <0,001#
Cpeano HuB0o Ha HeoT10:KHOCT (FAS) (Bropuuna)
n 1325 1323
CpenHo u3X0aHO HUBO 2,39 2,42
Cpenna npoMsiHa OT U3XOAHOTO HHUBO T -0,15 -0,26
o
Cg%zma pasnuka crpsimo mwianedo  (95% B 20,11 (-0,16, -0,07)
p- CTOWHOCT -- <0,001#

Cpenen 0poii Ha enM30AU HA UHKOHTUHEHIIUSI PU HEOTIO0KHOCT 3a 24 yaca (FAS-I)

(Bropuuna)
n 858 834
CpenHo u3X0aHO HUBO 2,42 2,42
CpenHa nmpoMsiHa OT M3XOJHOTO HHUBO T -0,98 -1,38
o
Cg%zma pasnuka crpsimo mwianedo  (95% B 0,40 (0,57, -0,23)
p- CTOWHOCT -- <0,001#
CpeaeHn 0poii Ha enM30AU ¢ HEOTJIOKHOCT cTeneHu 3 win 4 3a 24 yaca (FAS) (Bropuuna)
n 1324 1320
CpenHo u3X0aHO HUBO 5,61 5,80
Cpemna mpoMsiHa OT U3XOAHOTO HHUBO T -1,29 -1,93
o
ngma paznuka crpsamo tuiane6o T (95% B 0,64 (-0.89, -0,39)
p- CTOWHOCT -- <0,001#
Y10BJE€TBOPEHOCT OT JIeUEeHHETO — BU3yaJHa aHajorosa ckaja (FAS) (BropuuHa)
n 1195 1189
CpenHo U3X0AHO HUBO 4,87 4,82
CpenHa mpoMsiHa OT U3XOAHOTO HHUBO T 1,25 2,01
0
C(péc;,)zma pasnuka crpsmo miarebo T (95% _ 0.76 (0,52, 1,01)
p- CTOMHOCT -- <0,001*
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COopHHUTE MPOYUBaHUsA Ce ChCTOAT OT IpoyBanus 046 (Eppoma/Asctpanus), 047 (CeBepHa AMepuka
[NA]) u 074 (EBpomia/NA).

1 CpenHo Ha Hail-MallKUTe KBaapaTH, KOPUTUPAHO 33 U3XOIHO HUBO, ITOJI ¥ TPOYUBAHE.

* CTaTUCTHYECKH 3HAYNMO MTPEBH3XOCTBO, CPABHEHO C 1ianedo, mpu HuBoO 0,05 6e3 MyITHILTHITUTHO
aJlanThpaHe.

# CTaTHCTUYECKH 3HAYMMO, IPEBB3XOACTBO, CPABHEHO C mianedo, mpu HuBo 0,05 ¢ MyNITUILTUIIUTHO
ajJlaniTHpaHe.

FAS (Full analysis set): rpymna 3a IrejieH aHaIN3, BCHYKHA PaHIOMHU3UPAHU IMAIMEHTH, KOUTO Ca B3eJn
noHe 1 103a OT JekapcTBaTa B JBOWHOCIANIOTO MIPOYYBaHE M KOUTO UMAaT U3MEPBaHe HA YPUHUPAHETO
B JJHEBHUKA Ha M3XOJHO HUBO M NIOHE | M3MepBaHe Ha YPUHUPAHETO B THEBHUKA 32 U3MEPBaHE Ha
YPUHHUPAHETO CIIE]] U3XOJHOTO HUBO.

FAS-I: Tloarpymna ot FAS, xosaTo cbiio e nmana mone | enn3oa Ha MHKOHTUHEHIWS B JHEBHHUKA Ha
W3XOJHO HUBO.

CI: noBepuTeneH HHTEpBAI

Tabéumua 3: ChbcTaBHE MBPBUYHU U H30PaHM BTOPMYHM KPaiiHU TOYKH 32 eHUKACHOCT B Kpasi
Ha JeyeHHeTo 32 mpoyuBanus 046, 047 u 074

IIpoyuBane 046 IIpoyuBane 047 IIpoyuBane 074
IMapamersp I11aned Mupaéerp Touarepon | Ilinaune Mupaberp Tlnaned Mupaberp
0 uH ER 00 0
oH 50 mg oH 50 mg oH 50 mg
4 mg
Cpenen 0poii Ha enu30AUTE HA MHKOHTHHeHIMA 32 24 yaca (FAS-I) (CbcTaBHa MbPBUYHA)
n 291 293 300 325 312 262 257
Cpenro 2,67 2,83 2,63 3,03 2,77 2,43 2,51
N3XO0AHO HUBO
Cpenna
UIpoNIa OF 1,17 | 157 127 | -L13 1,47 -0,96 1,38
U3XOJTHOTO
HUBO T
Cpenna
pasiira - 0,41 -0,10 - -0,34 - 0,42
CIIPSIMO
miane6o
0

z[sofe WUTEJIEH - (-07727 (_0,427 - (-0966: . (_0376,

P -0,09) 0.21) -0,03) -0,08)
HutepBan
p- CTOMHOCT - 0,003# 0,11 - 0,026# - 0,001#
Cpenen Opoii ypuHupanus 3a 24 yaca (FAS) (CbcTaBHa TBPBHYHA)
n 480 473 475 433 425 415 426
Cpenno 11,71 11,65 11,55 11,51 11,80 11,48 11,66
M3XOJTHO HUBO
Cpenna
Uponuita OF 134 | 1,93 1,59 | -1,05 -1,66 1,18 -1,60
U3XOJTHOTO
HUBO T
Cpenna
pasiia - -0,60 -0,25 - 0,61 - 0,42
CIIPSIMO
miane6o

0,

}9150§)e N B (-0,90, (-0,55, B (-0,98, _ (-0,76,

P -0,29) 0,06) -0,24) -0,08)
WnTepBan
p- CTOMHOCT - <0,001# 0,11 - 0,001# -- 0,015#
Cpenen o6em otaesieHa ypuHa (ml) Ha ypunupane (FAS) (Bropuuna)
n 480 472 475 433 424 415 426
CpenHo 156,7 161,1 158,6 157,5 156,3 164,0 159,3
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IIpoyuBane 046 IIpoyuBane 047 IIpoyuBane 074
IMapamersp ITnaueod MupaGerp Toarepon | Ilaane Mupa6erp I11ane6 Mupaberp
0 uH ER 00 0
oH 50 mg oH 50 mg oH 50 mg
4 mg
M3XOJTHO HUBO
Cpenna
TPOMIAHA OT 12,3 24,2 25,0 7,0 18,2 8,3 20,7
U3XOJTHOTO
HHBO T
Cpenna
pasiea - 11,9 12,6 - 11,1 - 12,4
CIIPSIMO
miane6o
95%
JloBeputeneH - (6,3,17,4) | (7,1, 18,2) - (4,4,17,9) -- (6,3, 18,6)
WNutepBan
p- CTOWHOCT - <0,001# | <0,001* - 0,001# - <0,001#
Cpenno HuBo Ha HeoTJI0:KHOCT (FAS) (Bropuuna)
n 480 472 473 432 425 413 426
Cpeaso 2,37 2,40 2,41 2,45 2,45 2,36 2,41
M3XOJTHO HUBO
Cpenna
HIPONBIHA O 0,22 0,31 029 | -0,08 0,19 0,15 0,29
H3XOJTHOTO
HHBO T
Cpenna
pasiia - -0,09 -0,07 - 0,11 - 0,14
CIIPSIMO
mianeoo
)
)9__[50 fe - B 0,17, | (0,15, B (0,18, B (0,22,
P -0,02) 0,01) -0,04) -0,00)
WutepBan
p- CTOWHOCT - 0,018* 0,085 - 0,004* - <0,001%

Cpenen Opoii Ha

€NN30/I1 HA UHKOHTUHCHIIUA IIPH HEOTJIOKH

ocT 3a 24 yaca (FAS-I) (Bropuuna)

n 283 286 289 319 297 256 251

Cpeno 2,43 2,52 2,37 2,56 2,42 2,24 2,33

HN3XOIHO HUBO

Cpenna

UIPONIIHA OF 1,11 -1,46 1,18 | 0,89 -1,32 0,95 -1,33

U3XOIHOTO

HUBO T

Cpenna

pasiea -- 0,35 0,07 -- -0,43 -- 0,39

CIIPAMO

miane6o

0

29150 fepmeneH ~ (0,65, | (-0,38, ~ (-0,72, ~ (-0,69,
-0,05) 0,23) -0,15) -0,08)

HutepBan

p- CTOMHOCT -- 0,003* 0,26 -- 0,005* - 0,002%

Cpenen 0poii Ha enM30U ¢ HEOTJIOKHOCT cTeneHu 3 wian 4 3a 24 yaca (FAS) (Bropuuna)

n 479 470 472 432 424 413 426

Cpemno 5,78 5,72 5,79 5,61 5,90 5,42 5,80

U3XOHO HUBO

Cpenna

MpOMSsHA OT -1,65 -2,25 -2,07 -0,82 -1,57 -1,35 -1,94

U3XOHOTO
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IIpoyuBane 046 IIpoyuBane 047 IIpoyuBane 074
IMapamersp ITnaueod MupaGerp Toarepon | Ilaane Mupa6erp I11ane6 MupaGerp
0 uH ER 00 0
oH 50 mg oH 50 mg oH 50 mg
4 mg
HUBO T
Cpenna
pasimka . 20,60 0,42 - -0,75 - -0,59
CIpsSIMO
miane6o
0
;Sogoe — B (-1,02, (-0,84, B (-1,20, _ (-1,01,
P -0,18) -0,00) -0,30) -0,16)
Hutepsan
p- CTOMHOCT -- 0,005* 0,050* - 0,001* -- 0,007%

YIIOB.HeTBopeHOCT OT JICYCHHUETO — BU3yaJIHA AHAJ0

ropa ckaJa (FAS) (Bropuuna)

n 428 414 425 390 387 377 388
Cpenro 411 3,95 3,87 55 54 5,13 5,13
NU3XOOIHO HUBO
Cpenna
NpONAHa OT 1,89 2,55 2,44 0,7 1,5 1,05 1,88
H3XOIHOTO
HHBO T
Cpenna
pasiira - 0,66 0,55 - 0,8 - 0,83
CIpsSMO
miane6o
95%

(0,25, (0,14, (0,41,
ﬁz‘;‘zgggﬂe‘{ - 1,07) 0,95) - (0.4, 1,3) - 1,25)
p- CTOfiHOCT ~ 0,001* | 0,008* ~ <0,001* — <0,001*

1 CpenHo Ha Hal-MaJIKUTE KBaJPaTH, KOPUTUPAHO 32 U3XOIHO HUBO, ITOJI U reorpad)CKu PeruoH.
* CTaTUCTHYECKU 3HAYUMO MTPEBH3XOICTBO, CPABHEHO C 1anedo, mpu HuBO 0,05 6€3 MyNTHILTUIIUITHO

aZlariTupane.

# CTaTUCTUYECKH 3HAYUMO MPEBB3XO0JICTBO, CPaBHEHO ¢ Tu1ane6o, npu HuBo 0,05 ¢ My ITUIITUIIUTHO

aJanTupaHe.

I CTaTHCTUYECKH HE3HAYMMO MMPEBB3XOACTBO, CPABHCHO C nnaue60, IIpu HUBO 0,05 C MYJITUILIMOUTHO

aZlariTupane.

FAS (Full analysis set): rpymna 3a mrbJieH aHaJIn3, BCHYKH PAaHJOMU3UPAHH MAIIMEHTH, KOUTO Ca B3eJIH
mmoHe 1 ;103a OT JIlekapcTBara B ABOWHO CISIIIOTO MPOYYBaHE M KOUTO UMAT U3MEpBaHe Ha YPUHUPAHETO
B JTHEBHHMKA HA W3XOJJHO HUBO U TIOHE | M3MepBaHe HAa YPUHHUPAHETO B JIHEBHUKA 32 U3MEPBaHE Ha
YPUHUPAHETO CJIE] U3XOIHOTO HUBO
FAS-I: [Toarpyma ot FAS, x0sT0 b0 € uMaja noxe 1 enu3o/ Ha MHKOHTHHEHITHS B THCBHUKA Ha

HN3XO0AHO HHUBO.

Betmiga 50 mg BeiHbXK JTHEBHO € e)eKTHBEH B ITbpBaTa U3MepeHa BpeMeBa TOUKa Ha cenMuIa 4 u
eUKacHOCTTA ce 3ama3Ba npe3 12-ceIMUYHUS epHos Ha jiedeHre. PaHnoMu3upano, ¢ akTHBHA
KOHTpOJIa, IBJITOCPOYHO IPOyUBaHe MMOKa3Ba, 4ye ePUKACHOCTTA CE 3ara3Ba B IPOJbIDKEHHE Ha
€HOTOJIUILEH NIEPUOJ] HA JICUCHHUE.

CybexmusHo nooobperue npu usmepeane Ha Kawecmso Ha HCUBOM, C8bP3AHO CbC 30PABemo

[pu tpu 12-cenmuunu daza 3 nBOHHOCIENH, T1alc00-KOHTPOIMPAHH IPOYYBAHHUS, JICICHHETO Ha
cumnromute Ha CIIM ¢ MupaOGerpoH BeJHBK JHEBHO BOJM JI0 CTATUCTUYECKH 3HAYUMO 10 I00pSHHE B
CPaBHEHHE C IIare0o Mo OTHOIICHHE Ha CISIHUTE IMOKA3aTeNH 32 KaYeCTBO Ha KUBOT, CBBP3aHO ChC
3[IpaBETO: YOBIETBOPEHOCT OT JICYCHUETO U MPUTECHUTETHA CHMITOMATHKA.
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Eguracrnocm npu nayuenmu cvc unu 6e3 npedxodcoauo anmumyckapunogo aeverue na CIIM
JlokazaHa e e)KacHOCT MPH NAIUEHTH ChC WU 0€3 MPeIXoK/Iano aHTUMYCKapUHOBO JIeUueHHEe Ha
CIIM. OcBen ToBa MUpa0OErpoH Mmoka3Ba e(hUKACHOCT MPH MANUEHTH, KOUTO TIPS ca CIPEIH

aHTHIMYyCKapuHOBOTO Jieuenne Ha CIIM nmopaam HegocTarhueH edekt (Bik Tabnmma 4).

Tab6amnua 4: CbcTaBHUE MbPBUYHU KPAHHA TOYKH 32 e(pMKACHOCT NPH NMANMEHTH € MPEAX0KIANI0
AHTHMYCKapuHOBO JeyeHue Ha CIIM

CoopHu noyyBaHust

(046, 047, 074) IIpoyuBane 046
IInanedo | Mupaéerpon | Ilnanedo | Mupaberpon | TonTreponun
ITapamersp 50 mg 50 mg ER 4 mg
IManueHTH ¢ MPeIX0:KAAII0 AHTUMYCKAPUHOBO JedeHue Ha CIIM
Cpenen 0poii Ha enn30AUTEe HA MHKOHTHHeHIUA 3a 24 yaca (FAS-I)
n 518 506 167 164 160
CpenHo U3X0QHO HUBO 2,93 2,98 2,97 3,31 2,86
Cpetiia MpoMSitia ot -0,92 -1,49 -1,00 -1,48 -1,10
HM3XOAHOTO HUBO T
Cpenna pasnuka crpsiMo _ 0,57 _ 0,48 0,10
mianeoo
0 -
95% JoBeputenex _ (-0.81,-0,33) _ (0,90, -0,06) (-0,52, 0,32)
WNutepBan
Cpenen 0poii ypunupanus 3a 24 yaca (FAS)
n 704 688 238 240 231
CpenHo U3X0AHO HHUBO 11,53 11,78 11,90 11,85 11,76
Cpenma mponia o1 0,93 1,67 -1,06 1,74 11,26
HM3XOOHOTO HUBO T
Cpenna pasznuka crpsmMo _ 0,74 _ 0,68 020
miane6o
0 -
95% [Hosepurenex _ (1,01, -0.47) _ (1,12, -0.25) (-0,64, 0,23)
HutepBan

ITanueHTH ¢ MpeaXxoKAAII0 AaHTUMYCKapHMHOBO JedeHue Ha CIIM, koeTo e cnpsiHo Mopaau

HeJ0CTATbYEH e(eKT

Cpenen 0poii Ha enu30AU HA HHKOHTHHeHIIUs 32 24 yaca (FAS-I)

n 336 335 112 105 102
CpenHo u3X0aHO HUBO 3,03 2,94 3,15 3,50 2,63
Cpetiia mpoMSitia ot -0,86 -1,56 -0,87 -1,63 -0,93
M3XOJHOTO HUBO T
CpenHa pa3nuka CrpsMo B 20,70 B 0,76 0,06
miane6o
0 -
95% [oBeputenex _ (1,01, -0,38) _ (-1,32,-0,19) (-0,63, 0,50)
WnTepBan
Cpenen 0poii ypuHupanus 3a 24 yaca (FAS)
n 466 464 159 160 155
CpenHo u3X0QHO HUBO 11,60 11,67 11,89 11,49 11,99
Cpenma mpowsia o1 0,86 1,54 -1,03 1,62 1,11
W3XOAHOTO HUBO T
Cpenna paznvka crpsMo _ 0,67 _ 0,59 0,08
mianeoo
0 -
95% [Hosepurenex _ (0,99, -0,36) _ (-1,15, -0,04) (-0,64, 0,47)
HutepBan

COopHuTe poyuBaHusi ce cbeToAT OT npoysanus 046 (Espomna/Ascrpanust), 047 (CeBepHa AMepuka

[NA]) u 074 (EBpomia/NA).
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T CpenHO Ha Hal-MaJKUTE KBaApaTH, KOPUTHPAHO 32 U3XOAHO HUBO, TI0JI, IPOyYBaHe, CyOrpymna u
cyOryra 1mo B3auMo/IeliCTBHE Ha JICUCHHUITA IPY COOPHHU IPOYBaHUS M CPEIHO HA Hall-MaJIKUTe
KBaJIpaTH, KOPUTHUPAHO 332 U3XOTHO HUBO, TOJI, reorpadcku peruoH, cyorpyma u cyoryma o
B3aMIMOZICMCTBYE Ha JIeUeHUsATa pH npoy4uBane 046.

FAS (Full analysis set): rpymna 3a IrejieH aHaJN3, BCUYKHA PAHIOMHU3UPAHU MTAllMEHTH, KOUTO Ca B3eln
moxHe 1 ;103a OT JiekapcTBaTa B JABOWHO CISIIIOTO MPOYYBAHE M KOUTO UMAT U3MEPBaHE Ha YPUHUPAHETO
B THCBHHMKA HA W3XOJ{HO HUBO U NIOHE | M3MepBaHe HAa YPUHHUPAHETO B JIHEBHUKA 33 U3MEPBAaHE Ha
YPHUHHPAHETO CJIe]l U3XOJHOTO HUBO.

FAS-I: [Toarpyna ot FAS, xosT0 b0 € uMaja noHe | enus3o]1 Ha UHKOHTUHEHIUS B JTHCBHUKA Ha
M3XO0JTHO HUBO.

IleguaTpuyHa OMYJIAIHS

EBpomneiickaTta areHnus o jgekapcTBaTa oTjiara 3albJDKEHHETO 32 IPEAOCTABSIHE HA Pe3yITaTUTE OT
mpoy4dBaHusATa ¢ Betmiga B efiHa Wiw MoBedYe MOATPYH Ha ITeAuaTpUIHATA MomyIanus npu “Jledenue
Ha UOMONATUYEH CBPbXaKTHBEH MUKO4YEH Mexyp” U “JledyeHne Ha HEBPOI'€HHA JIETPY30pHA
CBPBXaKTUBHOCT” (BK. Touka 4.2 3a mH(popMalms OTHOCHO yroTpeda B MeAUATPHUSITA).

5.2 DapMaKOKHHETHYHH CBOIiCTBA

AOGcopOuus

Crnen nepopaiHO IPUIOKEHHE Ha MEPaOeTpOH TPH 3/IpaBy T0OPOBOIIN MUpPaOETpoH ce abcopOupa u
JIOCTUTA MTUKOBY I1a3MeHU KOHIEHTPAUH (Cmax) MEXITY 3 ¥ 4 "aca. AOCOIIOTHATA OMOHAIMYHOCT CE
yBenu4dana oT 29% mpu m03a ot 25 mg 10 35% npu no3a ot 50 mg. B 1030BUs 1HUaIa30H CPETHUTE
Cmax 1 AUC ce yBenn4aBar 1moBede oT J030IMPONOPIIMOHAITHO. B msaTa mormymamnus MbKe U KeHH,
IIpH 2-KpaTHO yBenndeHne Ha no3ata oT S0 mg 10 100 mg mupaderpoH, Cpax 1 AUCa, Ce ToBHUIIIaBaT
CHOTBETHO C MPUOIUUTENHO 2,9- 1 2,6-1bTH, TOKATO NpHU 4-KpaTHO MOBHIIICHHUE IPpH 7032 oT 50 mg
1o 200 mg mupaberpoH, Cmax 1 AUC,, ce oBHUIIIaBat ¢ NpuOIu3uTeNHo 8,4 u 6,5 IhTH.
KonuenTpanuu B cTaliioHapHO CHCTOSHHUE CE€ JOCTUIaT B PAMKHUTE Ha 7 THU MIPU €IHOKPATHO JHEBHO
npuiokeHue Ha Mupaderpos. Ciie]] eTHOKPAaTHO AHEBHO NPUIIOKEHHE, TNIa3MEeHaTa eKCIIO3UITUS Ha
MUPaOETPOH B CTAIMOHAPHO ChCTOSHKE € MPUOIM3UTEITHO /IBa ITHTH [MO-BUCOKA OT Ta3H, HAOJI0JaBaHa
clie/] IpUiIaraHe Ha eIHUHUYHA 1034.

EdexT Ha XpaHara BppXy abcopOnusra

EnnoBpemenHoTO npuiioxkeHne Ha Tabnetka S0 mg ¢ 6orara Ha Ma3sHUHU XpaHa HaMalsiBa Cmax U
AUC na mupaberpon cboTBeTHO ¢ 45% 1 17%. XpaHna, 6eqHa Ha Ma3HUHH, HAMAISABA Crax 1 AUC Ha
MupaberpoH cboTBeTHO ¢ 75% 1 51%. Ilpu daza 3 npoyuBanusi, MUpabErpoH € MPUI0KEH ChC HIIH
0e3 XpaHa U € NoKa3aJl KaKTo 0e30MacHocCT, Taka U edukacHocT. CienoBaTeTHO, MUPAa0ETrpOH MOXKe Ja
ce IpreMa Chbe WK 0e3 XpaHa B IIPEeNopbUUTeNIHATA 1034.

Pasnpenenenue

MupaberpoH ce pasnpe/ienst ekcTeH3uBHO. O0eMbT Ha pa3npezielicHre B CTAIIMOHAPHO ChCTOSIHUE
(Vss) e mpubsmsutento 1 670 1. MupaberpoH ce cBbp3Ba (MpuOau3uTesiHo 71%) ¢ mia3MeHuTe
MPOTEHHH IIPH X0pa 1 MOKa3Ba yMEpeH aQUHUTET KbM aIOYMUH U alida-1 KHCel IITMKOIPOTEHH.
MupaberpoH ce pa3npesens B €pUTPOLUTHTE. 1 vitro KoHneHnTpamuure Ha *C-mupaberpon B
EPTUTPOLUTHTE Ca OKOJIO 2-ITbTH MO-BIUCOKH OTKOJIKOTO B IjIa3MaTa.

BI/IOTDaHCd)ODMaLII/IH

MupaberpoH ce MeTaboIn3upa upe3 pa3HOOOPa3HH BTHINA, BKIIOUUTEIHO ACATKHINPAHE,
OKHCIICHHE, (TMPEKTHO) TIIIOKYPOHHPAHE U aMUTHA XUAPOJin3a. MupaberpoH e riiaBHHs [UPKYJIUpAIL]
KOMIIOHEHT CJie]l eAMHIYHA 1032 '“C-Mupaberpon. B uoBenika mia3ma ce HaOMIOIABAT 1Ba TJIABHH
MeTa0oNnTa; 1 JBaTta ca ¢aza 2 roKypoHHIH, peacTaBisBamy 16% u 11% ot obmaTta ekcro3uIus.
Te3u metaboauTH He ca (hapMaKOJIOTHYHO aKTHBHHU.
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B®3 ocHOBa Ha in vifro mpoy4BaHUATa, MUPAOETPOH € MAJIKO BEPOSATHO Ja MHXHOMpa MeTaboIrn3Ma Ha
€THOBPEMCHHO MPUJIOKEHH JIEKAPCTBEHU MPOAYKTH, METa00IM3UPAHH OT CISTHUTE IUTOXpoM P450
ensumu: CYP1A2, CYP2B6, CYP2CS8, CYP2C9, CYP2C19 u CYP2E1, Thii KaTo MUpaberpoH He
WHXHOMPA aKTUBHOCTTA HA TE3W €H3UMHU NPH KIMHUYHO 3HAYMMHU KOHIIEHTpanuu. Mupaberpos He
naaynupa CYP1A2 nimu CYP3A. Mupaberpos ce mporHo3upa, 9e He IMPeIn3BUKBA KITMHUIHO
3HaunuMo nHxuOupane Ha OCT-Menuupanus JeKapCTBEH TPAHCIIOPT.

Brmpexu 4e in vitro nmpoyuBanusara npeanoiaraT poist Ha CYP2D6 u CYP3A4 B okcunaTUBHUS
MeTaboIM3bM Ha MUPAOETPOH, in ViVo PE3yJITaTUTE MOKA3BaT, Ue Te3U U30€H3UMU UIPAsT OrPaHUYCHA
POJIS B ISUTOCTHOTO SIIMMUHUPAHE. [n Vitro v ex vivo IpOydYBaHUs ca MOKa3adl BKIFOYBAHETO HA
oyrupunxonnnectepasata, UGT u BeposaTHo ankoxonaexuaporeHasata (ADH) B meTabonmsupaneTo
Ha Mupaberpos, B nombiaHeHne Ha CYP3A4 u CYP2D6.

CYP2D6 nonumopguszom

[Ipu 31paBu nuIa, KOUTO ca TeHOTUITHO Jomm MeTabonuzaropu Ha CYP2D6 cyberparu (M3non3Banu
karto cyporar 3a CYP2D6 unxubupane), cpeqaure Cpax 1 AUCinr Ha enuHIYHA 7032 0T 160 mg
MupaberpoH BsB hopMa ¢ He3abaBHO ocBoOoxknaBane (IR) ca 14% u 19% 1mo-BHCOKH OTKOJIKOTO MPH
€KCTEH3UBHUTE MeTabonm3aTopu, koeto nmokazea ue CYP2D6 rennusT momnmophuzsM umMa
MUHHMMAJIHO BJIMSIHUE BBPXY CpeHaTa IIa3MeHa eKCIIo3uLus Ha MupaberpoH. BzanmoneiicTBus Ha
mupaberpos ¢ m3sectHr CYP2D6 naxubutopu He ce 04akBar U He ca npoyuBanu. He e HeoOxoaumo
aJanTupaHe Ha J1o3aTa MUpaderpoH, korato ce npwitara ¢ CYP2D6 nHXHOUTOPH WM MIPH MAIlUEHTH,
KouTO ca cabu metabomuzaropu Ha CYP2D6.

EnuMunupane

OO6musT TeneceH KMUPBHHC (CLiot) oT razma e nmpubmmsurenao 57 1/h. TepmunamausST
CIIMMHUHAIIMOHEH MOy KHUBOT (t12) € mpuonm3uTenHo 50 yaca. BrOpEUHUAT KIHMPBHC € MPUOTUZUTETHO
13 1/h, xoeto croTBeTCcTBa HAa OKOJIO 25% 0T CLi(or. BEOpeunoTo enumuHupane Ha MUpadErpoH e
TJIABHO Ype3 aKTHBHA TyOyJIHA CEKpeIHs 3aeIHO C TIIoMepyIHaTa Gpuiarpanyst. bpOpeunara ekckperms
Ha HEMIPOMEHEH MUPA0ETPOH € J10303aBUCHMA U € B TPAHUIIUTE OT MpHOIM3nuTenHo 6,0% ciiex JHeBHA
no3a ot 25 mg 10 12,2% cnen auesHa go3a ot 100 mg. Cren npunoxkenne Ha 160 mg “C-mupaberpon
Ha 3/1paBH AOOPOBOJIIH, TPUOIU3UTEIHO 55% OT paiOaKTUBHUS MapKep ce€ OTKPUBAT B ypUHATA, a
3% B m3npaxueHuara. HenpoMeHeHUsT MUpaOerpoH mpeacTanisaBa 45% OT paJuoaKTHBHOCTTA B
ypUHaTa, KOSTO M0Ka3Ba HATMYUETO Ha MeTaboauTH. HenmpoMeHeHUAT MUpaOerpoH MPeICTaBIsiBa 0-
royisiMara 4acT OT PaJIMOaKTHBHOCTTA BBB (ereca.

Bn3pact

Crmax 1 AUC Ha MupaOerpoH u HeroBUTe MeTabOJIUTH CIIel MHOTOKPATHU IEPOPAITHU JI03U TIPH
JOOPOBOJIIIK B CTapuecKa Bh3pacT (> 65 roJuHu) ca MoJg00HU Ha T€3H MTPH MJIaJid TOOPOBOJIIH
(18-45 roaunn).

Ilon

Cmax 1 AUC ca npubamsurenno 40% no 50% 1o-BHCOKH MPH KEHU OTKOIKOTO Npu Mbxe. IlonoBure
pasnmuuus B Crax 1 AUC ce mpunucBaT Ha pa3jiivKy B TEIECHOTO TETJIO U OMOHAIMYHOCTTA.

Paca
dapMakoKMHETHKATa Ha MUPAOETPOH HE Ce MOBJIMsIBA OT pacara.

B’B6DG‘IHO YBPCXKAAHC

Cren npunoxenue Ha enuHIYHA 71032 oT 100 mg Betmiga rnpu go6poBoiu ¢ Jieko 0b0pevHo
yspexaane (eGFR-MDRD 60 1o 89 ml/min/1,73 m?), cpeauure Cmax 1 AUC Ha MUpaGerpoH ce
nosumasat ¢ 6% u 31% B cpaBHeHHE ¢ JOOPOBOIIH ¢ HOpManHa ObOpeuHa ¢pyHkuus. [Ipu
n06posoy ¢ ymepeHo 6u6peuno yspexnane (€GFR-MDRD 30 1o 59 ml/min/1,73 m?), Cpax 1 AUC
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ce yBeJm4uaBaT chOTBETHO ¢ 23% u 66%. [Ipu moOpoBommu ¢ Texko 060pedno yBpexnane (eGFR-
MDRD 15 1o 29 ml/min/1,73 m?), cpennute cToiHOCTH HAa Crnax 1 AUC ca 92% 1 118% mo-BHCOKH.
MupaberpoH He € Mpoy4YBaH MpY NALMEHTH ¢ TepMUHATHO 0BOpeyHo 3abomnsBane (GFR

< 15 ml/min/1,73 m? Win Opu NAalMEHTH, HyKJAEHIU CE OT XEMOIUAIH3a).

YepHoapoOHO yBpeKIaHE

Crnen mpuoxxeHue Ha enrnHUYHA 7032 0T 100 mg Betmiga npu 1o0poBOIIIHN C IEKO YepHOAPOOHO
yBpexxaane (Child-Pugh knac A), cpennute Cmax 1 AUC Ha MupaberpoH ce yBenuuasat ¢ 9% u 19%,
B CpaBHEHHE C JJOOPOBOJILIY ¢ HOpMaJIHa YepHoApoOHa QpyHKus. [Ipu noOpoBoum ¢ ymepeHo
yepHoapoOHo yBpexnane (Child-Pugh xiac B), cpegante croitHocTi Ha Cax 1 AUC ca 175% 1 65%
MO-BUCOKU. MupaberpoH He € MPOy4YBaH MPH MAIHEHTH C TeXKO YepHOApoOHO yBpexaane (Child-
Pugh knac C).

53 [peaxkaMHUYHU JaHHM 32 0€30I1ACHOCT

IIpenxnuHu4HNTE NPOYYBAHUS Ca ONPEACIINIIN TAPIETHU OPTaHU 3a TOKCUYHOCT, KOUTO €A B
CBHOTBETCTBHE C KIMHHYHHUTE HaOmoAeHus. [IpexoaHo moBuieHne Ha YepHOAPOOHUTE CH3UMHU U
IIPOMEHU B XEMAaTOLUUTHUTE (HEKPO3a U HaMaJeHUE Ha IIMKOTeHHUTE YaCTHULM) ca HabJIroAaBaHU IPpH
rexoBe. [ToBuiieHue B chpevyHaTa 4ecToTa ce HaOllojapa py ITbX0BE, 3aild, KydeTa U MaiMyHH.
IIpoyuBaHusATa 32 FEHOTOKCHYHOCT M KaHLIEPOI'€HHOCT HE MOKa3BaT FeHOTOKCUYEH WIN KAHIIEPOT€HEH
MOTEHIINAII N VIVO.

He ca nabmonaBanu eektu BopXy QepTHinTeTa pu cyOieTanHu 1034 (€KBUBaJICHTHATA J103a IPU
xopa € 19-mbTi 1o-BUCOKa 0T MaKCHMaTHATa IpenoppuuTenHa no3a npu xopa (MHRD)). OcHoBHuTe
HaXOJKH IPH NPOYYBaHMS Ha eMOPHOQETATHOTO Pa3BUTUETO NPH 3alIM BKIIOYBAT MajihOpMaLluH Ha
ChpLETO (IUnaTupaHa aopTa, KapAUOMETaIHs) PU CUCTEMHA eKCIO3UIHUA, 36-TbTH MO-BUCOKA OT
HaOmoaBanata npu MHRD. B nonbinaenue, mandopmaiiuu Ha 6enus apo0 (JUICBAI aKIIECOPEH J100
Ha Oenus 1po0) ¥ MOBHUIIIEHa TOCTUMILTAHTAIIMOHHA 3ary0a ca HaOJroIaBaH! TIPH 3aiIH [TPH
CUCTEeMHa eKcro3unus 14 mpTH mo-Brucoka oT HabmronaBanata mpu MHRD, nokaro npu mrbpxoBe ca
3abersi3aHu oOpaTrMu eeKTH BbpXY ocu(ukanusaTa (1uiaBamy peopa, 3a0aBeHa ocupuKaIus,
HamalieH Opoii Ha ocu(UIMPaHNUTE CTEPHATHU CETMEHTH, METaKapHalH! WIX METaTap3aJIHUd KOCTH)
MIPU CUCTEMHA EKCITO3UITHS 22 IBTH MTO-BHCOKA OT Habmrogasanara mpu MHRD. HaGmonaBanara
eMOpHodeTatHa TOKCHYHOCT HACTHITBA MPH J03H1, CBbP3BaHU ¢ TOKCUYHOCT 3a MaiikaTa. JlokazaHo e,
4e KapIMOBacKyJapHUTe MaapopMaliui, HaOIoJaBaHy Py 3aliId, ca MEAMMPAHU Upe3 aKTHBHPAHE
Ha OeTa l-agpeHOpenenTopure.

dapMaKOKHHETUYHUTE TIPOYUBAHUS, TPOBEICHH C paJANOMapKHUpaH MUPaOETrpoH, MTOKa3BaT, e
OCHOBHOTO CHEJMHEHHE W/WITH HETOBUTE METa0OIHTH Ce EKCKPETHPAT B MIIIKOTO TIPH TUTHXOBE MPH
HHBA, KOUTO ca NPUOIM3UTENHO 1,7 IBTH NO-BUCOKHU OT TUIa3MEHUTE HUBA 4 4aca Clie/l IPUI0KEeHHEe
(BX. TOuKa 4.6).

6. OAPMAIEBTUYHU JAHHA
6.1 CnuchbK HA IOMOIIHUTE BelllecTBA

Anpo Ha TabseTKaTa
Maxporomnu 8§ 000 u 2 000,000
XUIPOKCUIIPOIHILIENYI03a
Bytunxunpoxcuronyen
Marsuesues creapar
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PUIMOBO NOKPUTHE

Betmiga 25 mg mabnemxu ¢ yovidiceno oceobodicoasane
Xumnpomenosa 2910, 6 mPa.s

Makporon 8 000

Kuat xenesen oxeun (E172)

Uepsen xenesen oxcup (E172)

Betmiga 50 mg mabnemxu ¢ yowiceHo ocoboxcoasatre
Xumnpomenosa 2910, 6 mPa.s

Maxkporon 8 000

Keat xeneszen oxeun (E172)

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpoxk Ha roaHoCT

3 roguHU

6.4 CrnenmaJiHu yCJIOBUSI HA CbXpPaHeHHe

Toszu nexkapcTBeH MPOAYKT HE H3UCKBA HAKAKBU CIICIIMAIHN YCIOBUS HA ChXpaHEHHE.

6.5 Bun u chabpikaHue HA ONAKOBKATA

Alu-Alu 6auctepu B KapTOHEHHU KyTHH, chabpkanty 10, 20, 30, 50, 60, 90, 100 wiu 200 TabneTky.
He Bcuuku BUIOBE ONTAaKOBKU MOTAT Aa OBJAT ITyCHATH B IPOAAKOA.

6.6 CneuuaJjiHu npeana3Hl MepPKH NPH U3XBbPJIsiHE

HewsmomsBaHuAT TeKapCTBEH MPOIYKT WM OTHAIbYHATE MATEPHAITU OT HETO TPSIOBA /1a C€ U3XBBHPIISAT
B CHOTBETCTBUE C MECTHUTE M3UCKBAHUSI.

7. MNPUTEXKATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Astellas Pharma Europe B.V.

Sylviusweg 62

2333 BE Leiden

Hunepnannus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/12/809/001 — 006
EU/1/12/809/008 - 013
EU/1/12/809/015 - 018

9. JATA HA ITBbPBO PA3PEIIABAHE/IIOJTHOBSABAHE HA PAPELIEHUETO 3A
YIHOTPEBA

Jata Ha mepBo paspemanane: 20 gexemBpu 2012 T.
Jara na nocnenHo nogHoBsiBane: 18 cenremBpu 2017 .
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10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[Tonpo6Ha nH(pOpMaIHs 3a TO3M JIEKapCTBEH NPOAYKT € IpeaocTaBeHa Ha yebcaiita Ha EBponeiickara
areHIus 1o JieKapcTBaTa http://www.ema.europa.eu.
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MNPUJIOKEHUE 11
MNPOU3BOJUTEJI(M), OTTOBOPEH(HN) 3A
OCBOBOXKJIABAHE HA ITAPTUAN

YCJIOBUA NJIN OTPAHUYEHMUA 3A TOCTABKA U
YIIOTPEBA

APYI'N YCJIIOBUA N U3BUCKBAHUA HA
PASPEIHIEHUETO 3A YIIOTPEBA

YCJIOBUA NJIN OT'PAHNYEHUS 3A BE3OITACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUS
MHPOAYKT
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A. IMPOU3BOJUTEJI(), OTTOBOPEH(HHN) 3A OCBOBOXKJIABAHE
HA ITAPTU N

HWmMme u aapec Ha HDOI/I3BOHI/ITCHH(I/IT6), OTI‘OBODGH(HI/I) 3a OCBOGO)KI[aBaHC Ha MapTuauTe

Delpharm Meppel B.V.
Hogemaat 2

7942 JG Meppel
Hunepnannust

b. YCJIOBUA NJIN OT'PAHUYEHMUA 3A JOCTABKA U YIIOTPEBA

JlexkapcTBEHUSAT MPOIYKT C€ OTITyCKa IO JIEKAPCKO MPEITHCaHIE.

B. APYI'U YCJIIOBUSA U U3BNCKBAHUA HA PASPEIIEHUETO 3A YIIOTPEBA
. IlepuoguyHM aKTyaJIU3NPAHM JOKJIAAU 32 0€30MaCHOCT

N3uckBaHusITa 32 IOJIaBaHE HA TICPUOAUYHY aKTyaJIM3UPaHH JOKIIAIM 32 O€30IMacHOCT 3a TO3H
JICKapCTBEH MPOJIYKT ca MOCOYEHH B CIIHCHKA ¢ pedepeHTHUTE 1aTh Ha EBporneiickus chro3
(EURD cmucok), npensuzaer B wi. 1078, an. 7 ot Hupextusa 2001/83/EO, u BbB BCHUKH
CJIeIIBAIIIM aKTyaJIu3alluy, MyOJUKyBaHH Ha €BPOTICHCKHSI yeOImopTal 3a JeKapCcTBa.

I. YCJOBUA NJIN OTPAHUYEHMUSA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS NIPOAYKT

. Ilnan 3a ynpasJjenue Ha pucka (ITYP)

IIPVY tpsiOBa a M3BBPILIBA U3UCKBAHUTE ACHHOCTH U ICHCTBUS, CBBP3aHH C IPOCIIEIIBaHE Ha
JeKapcTBeHaTa 0e30MacHoCT, moco4eHu B onoopenus [1YP, npencrasen B Moayn 1.8.2 Ha
Pazpemenuero 3a ynotpeda, KakTo U IIPpH BCHYKH CIICABAIIM ChIVIACYBaHU akTyanm3auu Ha [IYP.

Axryammsupa [IYP tpsa6sa na ce nonasa:

e 110 ucKaHe Ha EBporneiickara areHuus 1o JeKkapcTBara,;

e BHHAIM, KOTaTo ce U3MEHS CHCTeMaTa 3a yIpaBJIeHUE Ha PUCKa, 0COOEHO B pe3yaTar Ha
MoJTy4aBaHe Ha HOBA MH(pOpMaus, KOATO MOXKE Aa JOBEJE 10 3HAYMMHU IIPOMEHH B
CHOTHOLLEHHUETO OJI3a/PUCK, WU CIIe]l JOCTUTAaHE Ha BayKeH eTarl (BbB BPB3Ka C
IIPOCIIE/IIBAaHE HA JIEKApCTBEHATa 0€30M1aCHOCT WK CBEXK/AaHE HA PUCKA JO MUHUMYM).
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MNNPUJIOKEHUE III

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHA 3A BJIMCTEPHU

1. HUME HA JIEKAPCTBEHUA TPOAYKT

Betmiga 25 mg TabneTKu ¢ yABDKEHO OCBOOOKIaBaHe
MHpaOeTPoH

2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka cpabppika 25 mg MupaderpoH

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

10 TabneTKu ¢ yabIKEHO OCBOOOKIaBaHE
20 TabNEeTKH C yIBIDKEHO 0CBOOOXK/TaBaHe
30 TabIeTKH C YABIKEHO OCBOOOXKIaBaHE
50 TabJIeTKH C YABIKEHO OCBOOOXKIABaHE
60 TabaeTKH ¢ yABIKEHO OCBOOOXKIaBaHE
90 TabaeTKu ¢ yIBIDKEHO OCBOOOK/IaBaHe
100 TabJIeTKH C YABDKEHO OCBOOOKIaBaHE
200 TabaeTky ¢ yABIKEHO 0CBOOOKIaBAHE

5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXX/IAHE

[Morapmiaiite TabneTkaTa 1siiia. He s pasrporasaiire.
[Ipenu ynoTpeba mpoyerere IMCTOBKATA.
[leopanro npunoxenue

6. CIHHEHUAJIHO NPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA TELIA

Jla ce cpxpaHsBa Ha MSCTO, HEAOCTHITHO 34 JICTIa.

‘ 7. APYI'U CHEHUAJIHU NPEAYIPEXKJIEHUSA, AKO E HEOBXOANUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:

9. CIIEHHUAJIHHU YCJIOBUSI HA CbXPAHEHUE
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CIENUAJHU NPEAITAZHU MEPKU ITPU N3XBBPJIAAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT

11. HMME U AJPEC HA ITIPUTEXATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

Astellas Pharma Europe B.V.
Sylviusweg 62

2333 BE Leiden
Hunepnannust

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/12/809/001 10 TabneTku ¢ yABIKEHO OCBOOOXKIaBaHE
EU/1/12/809/002 20 TabneTKu ¢ yABIDKEHO 0CBOOOXK/IaBaHE
EU/1/12/809/003 30 TabieTKu ¢ yABIDKEHO OCBOOOXKIaBaHE
EU/1/12/809/004 60 TabneTKu ¢ yABIDKEHO OCBOOOXKIaBaHE
EU/1/12/809/005 90 TabneTku ¢ yABIHKEHO 0CBOOOXKIaBaHEe
EU/1/12/809/006 200 TabneTku ¢ yIbJIKEHO 0CBOOOKIaBaHE
EU/1/12/809/015 50 TabieTKu ¢ yABIDKEHO OCBOOOXKIaBaHE
EU/1/12/809/016 100 TabneTku ¢ yabIKEHO 0CBOOOXKIABaHE

13. TNAPTHUIAEH HOMEP

[TapTuga:

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMAIIMS HA BPAIJIOBA A3BYKA

betmiga 25 mg

‘ 17. YHUKAJIEH WIEHTU®UKATOP — IBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoJ ¢ BKIIOYEH YHUKAJIEH HACHTU(PHUKATOP

‘ 18. YHUKAJIEH UIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC: {Homep}
SN: {Homep}
NN:
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHA 3A BJIMCTEPHU

1. HUME HA JIEKAPCTBEHUA TPOAYKT

Betmiga 50 mg TabneTku ¢ yABIDKEHO OCBOOOXKIaBaHe
MHpaOeTPoH

2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka cpabpika 50 mg MupaderpoH.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

10 TabneTKu ¢ yabIKEHO OCBOOOKIaBaHE
20 TabNEeTKH C yIBIDKEHO 0CBOOOXK/TaBaHe
30 TabIeTKH C YABIKEHO OCBOOOXKIaBaHE
50 TabJIeTKH C YABIKEHO OCBOOOXKIABaHE
60 TabaeTKH ¢ yABIKEHO OCBOOOXKIaBaHE
90 TabaeTKu ¢ yIBIDKEHO OCBOOOK/IaBaHe
100 TabJIeTKH C YABDKEHO OCBOOOKIaBaHE
200 TabaeTky ¢ yABIKEHO 0CBOOOKIaBAHE

5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXX/IAHE

[Morapmiaiite TabneTkaTa 1siiia. He s pasrporasaiire.
[Ipenu ynoTpeba mpoyerere IMCTOBKATA.
[leopanro npunoxenue

6. CIHHEHUAJIHO NPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA TELIA

Jla ce cpxpaHsBa Ha MSCTO, HEAOCTHITHO 34 JICTIa.

‘ 7. APYI'U CHEHUAJIHU NPEAYIPEXKJIEHUSA, AKO E HEOBXOANUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:

9. CIHELIUAJIHU YCJIOBUSI HA CbXPAHEHUE
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CIENUAJHU NPEAITAZHU MEPKU ITPU N3XBBPJIAAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT

11. HMME U AJPEC HA ITIPUTEXATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

Astellas Pharma Europe B.V.
Sylviusweg 62

2333 BE Leiden
Hunepnannust

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/12/809/008 10 TabneTku ¢ yABIKEHO OCBOOOXKIaBaHE
EU/1/12/809/009 20 TabneTKu ¢ yABIDKEHO 0CBOOOXK/TaBaHE
EU/1/12/809/010 30 TabaeTKy ¢ yABIDKEHO OCBOOOXKIaBaHE
EU/1/12/809/011 60 TabneTKu ¢ yABIDKEHO 0CBOOOXKIaBaHE
EU/1/12/809/012 90 TabneTku ¢ yABIDKEHO 0CBOOOXK/IaBaHEe
EU/1/12/809/013 200 TabneTku ¢ yIbJIKEHO 0CBOOOKIaBaHE
EU/1/12/809/017 50 TabieTKu ¢ yABIDKEHO OCBOOOXKIaBaHE
EU/1/12/809/018 100 TabneTku ¢ yabIKEHO 0CBOOOXKIaBaHEe

13. TNAPTHUIAEH HOMEP

[TapTuga:

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMAIIMS HA BPAIJIOBA A3BYKA

betmiga 50 mg

‘ 17. YHUKAJIEH WIEHTU®UKATOP — IBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoJ ¢ BKIIIOYEH YHUKAJICH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH UIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC: {Homep}
SN: {Homep}
NN:
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP

1. HNME HA JIEKAPCTBEHUS TPOAYKT

Betmiga 25 mg TabieTku ¢ yapDKeHO 0CBOOOKIaBaHe
MHUPaOETpOH

2. UME HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Astellas Pharma Europe B.V.

‘ 3. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:

‘ 4. IHAPTUJAEH HOMEP

[Taptuna:

5. JPYTO
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP

1. HNME HA JIEKAPCTBEHUS TPOAYKT

Betmiga 50 mg TabieTku ¢ yapnKeHO 0CBOOOK 1aBaHE
MHUPaOETpOH

2. UME HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Astellas Pharma Europe B.V.

‘ 3. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:

‘ 4. IHAPTUJAEH HOMEP

[Taptuna:

5. JPYTO
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b. JUCTOBKA
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JIncroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

Betmiga 25 mg Ta01eTKH ¢ yIbJIKeHO 0CBO0OXKAaBaHe
Betmiga 50 mg Ta0aeTKH ¢ yIbJI:KeHO 0CBOOOKAaBaHe
MupaderpoH (mirabegron)

IIpoueTeTe BHMMATEIHO LUSJIATA JIMCTOBKA, NPeIM 1A 3aMl0YHETe /1a IpUeMaTe TOBA JIEKAPCTBO,

Thil KaTo TS ChAbPrka BaxHa 3a Bac undopmanus.

- 3amazere Ta3u IUCTOBKA. MOJKe /1a ce HAJIOKH J1a 51 POYETeTe OTHOBO.

- AKO MMate HIKaKBH JOIBIHATEIHNA BBIPOCH, TTonhTaiiTe Bamms nekap wiu gpapmaresT.

- ToBa nekapcTBoO € npeanucano JnyHo Ha Bac. He ro mpeorcrrnBaiite Ha apyru xopa. To Moxe
Jla UM HaBPEIIY, HE3aBUCHMO Ue MPU3HAIUTE Ha TAXHOTO 3a00JIsIBaHE ca ChIUTE KaTo BamuTe.

- AKO MOTy4YuTe HIKAKBU HEXKEJIAHU JICKAPCTBEHH peakivu, yBeaomere Bammms nexap win
(apmarieBT. ToBa BKIIFOYBA U BCUYKH Bb3MOXHU HEXEJIaHU PEAKIUM, HEOTMCAHH B Ta3U
nmucToBKa. BmxTe Touka 4.

KakBo cbabp:ka Ta31 JIMCTOBKA:

KakBo npencrapnsBa Betmiga 1 3a kakBo ce H3MoI3Ba
Kakso Tps10Ba na 3Haere, npeau Aa npueMere Betmiga

Kak na nmpuemate Betmiga

BBb3MOXHU HEXKETaHU pPEAKIUU

Kak na cpxpansiBate Betmiga

ChabppxaHue Ha ONIAKOBKATa U AOIBIHUTENIHA HH(POPMALUS

AN o e

1. Kakso npencrasasipa Betmiga u 3a kakBo ce u310J13Ba

Betmiga cpabppxa akTUBHOTO BemecTBo Mupaderpos. Toil oTiycka MyckynaTypaTa Ha IMKOYHUS
Mexyp (Taka HapeudeH OeTa 3-a[peHOPELENITOPEH arOHUCT), KOWTO HaMalIsiBa aKTUBHOCTTA Ha
CBPBXaKTUBHUS MUKOYEH MEXYp U JIEKyBa CHITbTCTBAILIUTE CUMIITOMHU.

Betmiga ce u3non3Ba 3a jeueHre Ha CUMIITOMHUTE Ha CBPHXaKTHBEH ITUKOYEH MEXYp KaTo:

- BHE3aIHa HEOOXOMMOCT 33 U3INPa3BaHe Ha MMKOYHUS MeXyp (HapeueHO HEOTIOKHOCT)

- HEOO0XO0IMMOCT 3a M3MPa3BaHe HA MUKOYHUSI MEXYp IM0-Y4eCTO OT 0OMYaWHOTO (HAPEUEHO
MTOBUINIEHA YECTOTa HA YPUHUPAHE)

- HECIOCOOHOCT 32 KOHTPOJI KOTa Ja e M3MPa3Hu MUKOYHUS MeXyp (HapeueHO MHKOHTHHEHITUS
IIPY HEOTIIOKHOCT)

2. KakBo TpsdBa n1a 3HaeTe, npeau Aa npuemete Betmiga

He npuemaiite Betmiga:

- aKo CTe aJePrHYHM KbM MHUPAOErPOH WM KbM HSKOS OT OCTAaHAJIHUTE ChbCTABKM HA TOBA
JIeKapcTBO (M30pOEHH B TOUKa 6).

- aKO UMaTe MHOTO BUCOKO HEKOHTPOJIHMPAHO KPHBHO HAJATAHE

IIpenynpesxaeHust U NpeAna3sHu MEPKH

I'oBopere ¢ Bamus nexap wnu papManeBT, ipenu aa npuemere Betmiga:

- aKo MMare 3aTpyJHEHHUE IIPU U3NPA3BAHETO HA IMMKOYHUS MEXYp WM UMaTe ciada CTpys ypuHa,
WM aKO IpHUeMaTe JpyTH JIEKapCcTBa 3a CBPbXAaKTHBEH TMKOUEH MEXYp KaTO aHTUXOJUHEPTHUHU
JIEKapCTBa.

- aKo umare OBOpPEeYHH I YePHOIPOOHU MpoOiieMu. BammusT gekap Moxe J1a cMETHe 32
HeoOXxoamMo Ja Hamaym Bamrata fqo3a win Moke 1a Bu kaxke ga He nmpuemate Betmiga,
0c00eHO aKo IpueMare Jpyry JeKapcTBa KaTo UTPAKOHA30J1, KETOKOHA30 (IIpY IbONYHI
nHbpexun), puronasup (npu X1UB/ CITMH) nim knaputpoMunyH (pu 6akTepuanHu
nHdpeunn). Mudopmupaiite Bammus nexap 3a iekapcTBara, KOUTO IpHEMaTe.

- ako nmare Hapymenue B EKI (3amuc Ha chprieTo) mo3HaTo karo yabibkaBane Ha QT mHTEpBana
WJIH aKO TIpreMaTe HAKaKBO JIEKapCTBO, 32 KOETO € M3BECTHO Y€ IMPUINHABA TOBA, KaTo
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O JeKapcTBa, U3MOJ3BAHU TIPH HAPYIIIEH ChPACYCH PUTHM KaTO XUHHUIUH, COTAIIOIN,
TIpOKanHaMU, HOY TN, IIeKaunHUA, TOPETIIIH ¥ aMHOIaPOH;

O JIEKapCTBa, U3IMOJI3BAHU IIPH aJCPTHUCH PUHUT;

O aHTUIICUXOTHYHU JIEKapCcTBa (JIEKapCTBa 3a MCUXUYHO 3a00JIABaHE) KATO THOPUA3UH,
ME30PHJIa31H, XAIONEPUION U XJIOPIPOMA3HH;

O  aHTHUOWOTHIIM KAaTO TEHTAMUIIVH, MOKCU(IIOKCAIIUH, EPUTPOMUITIH U
KIQPUTPOMHIIVH.

Mirabegron Mosxe 1a MOBUIIM KPEBHOTO By Hansrane nim 1a ro BIOIIM, aKO UMaTe aHaMHE3a 3a
BHCOKO KpBbBHO HajsiraHe. [IpenopruBa ce Bamms nekap 1a mpoBepsiBa KpbBHOTO Bu Hansrane,
nokaro npuemare Mirabegron

Jlena v roHOIIM
He npunaraiite ToBa iekapcTBO HA Jella U IOHOIIH MO/ 1 8-roauiiHa Bb3pacT, Thil kKaTo 6€30MacHOCTTa
u eukacHocTTa Ha Betmiga mpu Ta3u Bh3pacToBa rpyna He ca yCTaHOBCHHU.

Jpyru nexapctBa u Betmiga
WNudopmupaiite Bamust nekap uiu ¢papMaleBT, ako nprueMaTe, HAaCKOpO CTe MPHEeMad WU €
BB3MOKHO J1a IPUEMETE IPYTHU JIEKapCTBa.

Betmiga mosxe 1a oBnusic Ha HAYMHA Ha ACWCTBHE HA APYTH JICKApCTBa, KAKTO U JPYTH JIEKapCTBa

MOKE J]a TIOBIUSIAT Ha JISMCTBUETO HA TOBA JICKAPCTBO.

- HNudopmupaiite Bamms nexap, ako U3MoI3BaTe THOPUAA3HH (JIEKAPCTBO 33 ICUXUIHO
3abomnsBane), mponadeHOH Win uieKarnHn/ (JeKapCcTBa 3a HapyIIeH ChPACYCH PUTHM),
WMUIPaMUH WM Je3UMHITPaMuH (JIEKapcTBa, M3MOI3BaHu Npu Aenpecust). Te3u cnenuduaan
JIeKapcTBa MOXKeE J1a M3UCKBAT KOPEKLUs Ha Jjo3aTa oT Bamus nexap.

- Nudopmupaiite Bamus nekap, ako n3noia3BaTe AUTOKCUH (JIEKAPCTBO 3a ChplEYHA
HEIO0CTaThYHOCT WJIM HapyILIEH ChpacueH puThbM). KpbBHUTE HUBA Ha TOBA JISKAPCTBO CE
n3Mepsat oT Bamms nekap. Ako KpbBHUTE HUBA €A U3BbH IPaHULMTE, Bamusar nexap Moxe aa
KOpUTHpa J03aTa Ha TUTOKCHH.

- Nudopmupaiite Bamus nekap, ako nsnon3paTe JadUraTpaH eTeKCHIAT (JIEKapCTBO, KOETO ce
W3I0JI3BA 32 MOHMKABaHE Ha PUCKA OT 3aIlylIBaHe Ha KPHBOHOCEH ChJl B MO3bKA WU TSIIOTO OT
KPBBEH ChCUPEK MPH BB3PACTHU C HAPYIIEHUS Ha ChbPACUHUS pUTHM (IIPEACHPAHO MBXKACHE) U
JOI'BJIHUTENHU PUCKOBHU (akTopu). ToBa eKapCcTBO MOXKE Aa U3UCKBA KOPEKLMS HA 103aTa OT
Bamwus nekap.

BpeMeHHOCT U KbpMeHe
Axo cTe OpeMeHHa, cMsATaTe, 4ye MOKe Jla cTe OpeMeHHa M IUIaHupaTe OpeMEeHHOCT, He TpsiOBa 1a
npuemare Betmiga.

AKO KbpMHTE, KOHCYJITHpaiiTe ce ¢ Bamms nekap nnu ¢papmaneBT npeau 1a NpueMeTe ToBa
JIeKapcTBO. BeposATHO e ToBa JiekapcTBO Ja MpeMUuHaBa B KbpMara. Bue u Bammst nexap TpsoBa aa
pemuTe ganu 1a npuemare Betmiga unu na kepmute. Bue He TpsiOBa 1a paBUTE U IBETE.

Hlodupane u padora ¢ MAIIUHU
Hsma napopmanus, KosTo Jia mpejonara, 4e ToBa JISKapcTBO MOBIHsABA Ha BamaTta ciocoOHOCT 3a
modupane win paboTa ¢ MaIuHU.

3. Kak na npuemarte Betmiga

Bunaru npuemaiite ToBa JIeKapcTBO TOUHO KakTO Bu e xazan BammaT nekap. Ako He CTe CUTYPHH B
Helo, nonuraite Bamms siexkap wim gpapmanesT.

[IpenoprunTenHara g03a € eqHa Tabnetka or 50 mg npe3 ycrata BeIHBXK JHEBHO. AKO UMaTe

OBOpedHH WK YepHOAPOOHM POOIEMH, MOXKeE J]a c€ HAIOXKU BamusT jgekap na Hamanu no3ara Bu no
exHa TabieTka OT 25 mg mpe3 ycTara BeJHbX JHEBHO. Tps0Ba ja mpreMare TOBa JIEKApCTBO C
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TEYHOCTH H Jia TIOTIIbIIaTe TabyeTkara 1suia. Heyelite na pasnpo0siBate nin apBUeTe TablIeTKAaTa.
Betmiga Moxe 11a ce mpreMa chC WIH 0e3 XpaHa.

AKO cTe IpHeJIM OBevYe 0T HeoOxoanMaTa 103a Betmiga
AKo cTe npueny nopede TabNeTKU OTKOIKOTO By e Ka3aHo na mpuemare Wid ako HAKOM CiIydaiiHo e
npuen Bammte TabneTku, He3a0aBHO ce KOHCYATHpalTe ¢ Bamus nekap, ¢papmaneBT ninn 60IHUIA.

CUMIITOMHTE Ha IIpEAO3UpPaHe MOXKE J1a BKIIFOUBAT C"pr_IC6I/ICHC, IOBUIIICHA Y€CTOTA Ha ITyJICa NI
IIOBUIIICHO KPBBHO HAJIATaHE.

AKO cTe PONyCHAJIM Ja npueMeTe Betmiga

Axo npomycHeTe 1a mpueMeTe Barero ekapcTBo, B3eMeTe NpOoITycHATaTa 103a Bb3MOKHO Hal-CKOPO
CJIeJ] KaTo CH CIIOMHHTE. AKO ca OCTaHaIM IO-MaJIKo OT 6 4aca npeau Bamara cinenBama no3a,
MpOIyCHETE 103aTa ¥ MPOAbJDKETE JIa mpreMaTe Barero ekapcTBo B 00MUaiiHOTO BpeMe.

He B3emaiiTe nBoitHa 1034, 3a 1a KOMIIEHCHpATe MPOITyCHATaTa /103a. AKO CT€ MPOIYCHAIH HAKOJIKO
1034, nHhopMuparite Bamus nekap u cienpaiite najaeHust Bu chBeT.

AKko cTe cnipesin npueMa Ha Betmiga

He cnimpaiite mo-pano neuennero ¢ Betmiga, ako He Biknate He3abaBeH edekT. BamusaT nukodeH
MeXyp MOXKe Ja UMa Hy»Jla OT MaJIKO BpeMe Ja ce agantupa. Bue TpsOBa na nmpoabipKuTe premMa Ha
Bammre Tabnetku. He cnimpaiite na ru npreMare, Koraro ChCTOSHHETO Ha MUKOYHUS Bu Mexyp ce
nono6pu. CiupaHeTo Ha JIEYEHUETO MOJKE J1a TOBEE [0 IIOBTOPHA M05Ba HA CUMITOMHTE Ha
CBPBXaKTUBEH MUKOYEH MEXYD.

He crnimpaiite mpuema Ha Betmiga 6e3 mbpBoHaYa Ha KOHCYATANWs ¢ Bamms jgekap, Thid KaTo MOXe /1a
ce Bb300HOBSAT CUMIITOMHUTE Ha CBPbXAaKTUBEH [TUKOYECH MEXYP.

AKO “MaTe HSIKaKBH JOMBJIHUTEIHN BBIIPOCH, CBBP3aHU C YHOTpebaTa Ha TOBa JIEKapCTBO, IONUTANTE
Bamms nekap nnu dapmanesT.

4. Bb3MOKHH HeKeJTaHH Pe€aKkuumn

Kakro Bcnuku JICKApCTBa, TOBA JICKAPCTBO MOXKE J1a IPECAU3BHUKA HCKCIIAHNU PCAKIHNH, BBIIPCKU Y€ HC
BCCKU I'1 TIOJIy4aBa.

Haii-cepro3HuTe HEeXEIaHU PEeaKIMi MOXKE J1a BKIIIOYBAT HEPAaBHOMEPEH Chp/ICUYEH PHUTHM
(npeacwpnHo MBxAeHE). ToBa e HeuecTa HeXxenaHa peakius (Moxe aa 3acerre 70 1 Ha 100 gymm), HO
aKO HACTBIIM Ta3U PeaKuus, He3a0aBHO CIIpeTe MpueMa Ha JIEKapCTBOTO M MOThPCETE CIICIIHA
MEJIUIIMHCKA KOHCYJITAaIHSL.

AKO TIOJTyuHTe TJ1IaB000JINE, 0COOEHO BHE3AITHO, MUTPEHOIOI00HO (IYJICHPAIIIO) TIIaBO00JIHE, KaXKeTe
Ha Bammst nekap. ToBa Moxke 1a ca pU3HAIM HA CHITHO MOBHUIICHO KPhBHO HAJIATAHE.

[Apyrure HexenaHu peaKkIuy BKIOYBAT:

YecTu HexkeI1aHU peakuuu (Moxe aa 3acernat 10 1 na 10 gymu)

- [loBumena cepaeyHa yecToTa (TaXUKapaAus)

- Wudekuns Ha mpTHUIATA, 0 KOUTO MPEMUHABA ypuHaTa (MHPEKIIUN Ha TUKOYHUTE ITHTHIIA)
- lanene

- 3anek

- I'maBoGonue

- Huapus

- 3amMastHOCT

HeuecTHn HexxkenaHu peakiuu (Moxe na 3acernat 10 1 na 100 gymm)
- Wndexnus Ha mukoyHus Mexyp (LUCTHUT)
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- Cropricouene (maamuTaIim)

- Barunanna uHQeKIus

- Jloto xpanocmuinane (AUCTIETICHST)

- Wndexnus Ha ctomaxa (racTpur)

- OToK Ha cTaBuUTe

- CwpOex Ha ByJIBaTa M BIATAMIIETO (BYJIBOBarMHAJICH MIPYPHUTYC)

- [loBueHo KPHBHO HANATAHE

- [ToBumenu yepnoapodun ensumu (GGT, AST u ALT)

- Cop0esx, 0OpHB WK KOTIPHBHA Tpecka (YpTUKapus, 0OpHB, MaKyJI03eH 0OpHB,aMyI03eH

00pUB, IPYPHUTYC)

Penxu Hexenann peakuuu (Moske 1a 3arerHat 10 1 Ha 1 000 qymim)

- OTok Ha KIenavnTe (€1eM Ha KIICTTaunTe)

- Otok Ha ycTHUTE (€M Ha yCTHUTE)

- OToK Ha MO-ABIOOKUTE CIOEBE HA KOXKATa, IPUYMHEH OT HATpYIaHa TEYHOCT, KOMTO MOXKeE Ja
3acerHe BCsIKa YacT Ha TsUIOTO, BKIIFOUUTEIHO JIMIETO, €3MKa WK T'BPIIOTO, K MOXKE Ja TPUIMHU
3aTpyTHEHUS B JUIIAHETO (AaHTHOEIEM )

- Manku nuitaBu TIeTHA 10 Koxkara (TypIrypa)

- Bp3nanenue Ha MankuTe KPbBOHOCHH ChI0BE, 3aCSralllo OCHOBHO KOXaTa
(JIEeBKOIIUTOKIIACTUYEH BACKYIIUT).

- Hecmoco6HoCT 1a ce n3npa3Hu HATBITHO MTMKOYHUS MEXYD (3aIpbKaHe Ha ypHHA)

MHoro peaku HexxelaHu peakuuu (Mozxxe aa 3acernat 10 1 na 10 000 qyumm)
- XUNepTOHUYHA KpU3a

HexesiaHM peakuyu ¢ HEM3BECTHA YeCTOTA (0T HAJTMYHHUTE JAHHHU He MOsKe 1a ObJe HAlpaBeHa
OLIEHKA)

- bescwaue

- OOBpKaHOCT

Betmiga Moske ja yBenn4n BEpOSITHOCTTA 32 HECIOCOOHOCT 3a U3MpPa3BaHe HA MUKOYHUS MEXYP, aKO
uMare 3alylIBaHe Ha U3X0/la Ha MMKOYHUS MEXYp WJIM aKo IpueMate IpyTy JIeKapcTBa 3a JISUeHUE Ha
CBPBXaKTUBEH NMUKO4YeH Mexyp. MHpopmupaiite Bamms nexkap BegHara, ako He MOXKeTe J1a
W3Mpa3HUTE MUKOYHUSA CH MEXYP.

Chol0maBaHe Ha HesKeJIAHU peaKIMU

AKO MoNTyunTe HIKaKBH HEXETaHU JICKApPCTBEHU Peakiuy, yBegoMere Bamust nekap uinu hapMarieBr.
ToBa BKJIFOUBa BCHYKH Bb3MOKHHM HEOMHCAHH B Ta3M JINCTOBKA HEXKENAaHU peakuru. Mo)keTe ChIIo Aa
ChOOLINTE HEeXETAaH! PEeaKMK AUPEKTHO Ype3 HallMOHAIHATA CUCTEMa 3a ChoOIIaBaHe, IOCOYCHA B
Ipunoxenue V. Karo cpobmiaBare HexenaHu peakLUuK, MOXKETE J1a aeTe CBOsI IPUHOC 3a
HOoJTy4aBaHe Ha 1oBede MH(POPMAIUs OTHOCHO 0€3011acHOCTTa Ha TOBA JIEKApCTBO.

5. Kak na coxpansBate Betmiga

Jla ce cbxpaHsiBa Ha MSCTO, HEJOCTBITHO 3a JIela.

He n3non3BaiitTe TOBa JIEKapCTBO CJIE] CPOKA HA TOJHOCT, OTOENsI3aH BEPXY KapTOHEHATA OMaKOBKa
nu 6nuctepa cnen ,,l onex 10:”. CpoKbsT Ha TOAHOCT OTTOBApS HA MOCIECTHUS JCH OT TOCOYCHUS
MecelL.

T03H J'IeKapCTBeH HpOZIYKT HC N3HNCKBA HAKAKBU CIICIIUAJIHU YCHOBI/IH Ha C’bXpaHeHI/Ie.

He u3xBbpisite ekapcTBaTa B KaHAIM3AIMITa WK B KOHTEWHEPA 3a JJOMaIIHK OTranpiu. [lomuraiite

Bamms (bapMaueBT KakK J1a U3XBbPJIATE JICKApCTBATa, KOUTO BEYC HC U3IIOJI3BATC. Te3n MCPKH LIC
CIIOMOIr'HaT 3a OIla3BaHC Ha OKOJIHaTa Cpca.
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6. Chabp:kaHHe Ha OIIAKOBKATA M JONBJIHUTEJIHA HH(POpMALHSA

Kakso cpabp:xa Betmiga
- AKTUBHOTO BEIIIECTBO € MUPAOETPOH.
Betmiga 25 mg TabJeTKM ¢ YIBJIKEHO 0CBOOOKIaBaHE
Bcesika Tabnerka cpabppika 25 mg MupaOerpoH.
Betmiga 50 mg TabiaeTKy ¢ YIBDKEHO 0CBOOOK/1aBaHe
Bcesika Tabnerka cpabppka S0 mg MupaberpoH
- [pyrure cbcraBku ca:
SAnpo Ha TabneTkara: MaKpOTOJIM, XHIPOKCUIIPOITUIILIETYI03a, Oy THIIXUIPOKCUTONYCH, MarHe3ueB
cTeapar
OUIMOBO TTOKPUTHE: XUIIPOMEITI03a, MAKPOTOJIL, KBIT jkene3eH okcun (E172), depBeH xene3eH
okcun (E172) (camo Tabnetka ot 25 mg).

Kak usrae:xna Betmiga u kakBo ¢bIbpKa ONAKOBKATAa
i WIMHPAHH TaOJETKU C yIBJIKEHO OCBOOOXKJaBaH BaJHU, Ka(siBU QUIMUpPaHH
Betmiga 25 m aHM TaOJIETKH C €HO 0CBOOOX/TaBaHE ca OBa a a
TabJIeTKH, C BIUTLOHATO pesiehHO O3HAYCHUE Ha JIOTOTO Ha KOMITaHUATa U “325” OT chlaTa CTpaHa.
i WIMHPAHH TaOJETKU C yIBJIKEHO 0CBOOOXKJaBaH BaJIHHU, XBITH (QUIMUPAHU
Betmiga 50 m aHM TaOJIETKU C €HO 0CBOOOX/TaBaHE ca OBa a
TaOIIeTKH, C BIUTHOHATO peneHO 03HAaYeHHE Ha JIOTOTO Ha KOMIaHuATa U “355” OT chlara cTpaHa.

Betmiga e HanM4eH B OJIMCTEPU OT AlyMUHHH-ATyMUHHIA B KyTHH, chabpxkaiu 10, 20, 30, 50, 60, 90,
100 mmu 200 TabHaeTKH.

He Bcuuku BHIOBE ONAKOBKU MOTaT Ja ObJAT MMyCHATH B Npojaak0a BbB Barara cTpana.

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

Sylviusweg 62

2333 BE Leiden

Hunepnannus

IIpousBoaures
Delpharm Meppel B.V.
Hogemaat 2

7942 JG Meppel
Hunepnannus

3a JOIIBJIHUTCIIHA I/IH(l)OpMaIII/IH OTHOCHO TOBaA JIEKApCTBO, MOJIA, CBBPKETE CC C JIOKAJTHUA
MNPpEACTAaBUTECII HA IPUTCIKATCIIA Ha pa3pCIICHUCTO 3a yrIOTpe6a:

Belgié/Belgique/Belgien Lietuva
Astellas Pharma B.V. Branch Biocodex UAB
Tél/Tel: +32 (0)2 5580710 Tel.: +370 37 408 681
bbarapus Luxembourg/Luxemburg
Actenac ®apma EOO/] Astellas Pharma B.V. Branch
Ten.: +359 2 862 53 72 Belgique/Belgien

Tél/Tel: +32 (0)2 5580710
Ceska republika Magyarorszag
Astellas Pharma s.r.0. Astellas Pharma Kft.
Tel: +420 221 401 500 Tel.: +36 1 577 8200
Danmark Malta
Astellas Pharma a/s Astellas Pharmaceuticals AEBE
TIf: +45 43 430355 Tel: +30 210 8189900
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Deutschland
Astellas Pharma GmbH
Tel.: +49 (0)89 454401

Eesti
Biocodex OU
Tel: +372 6 056 014

EALGoa
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: +385 1670 0102

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

Island
Vistor hf
Simi: +354 535 7000

Italia
Astellas Pharma S.p.A.
Tel: +39 02 921381

Kvbmpog
Astellas Pharmaceuticals AEBET
EXLGSa mA: +30 210 8189900

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 4401320

Romania
S.C.Astellas Pharma SRL
Tel: +40 (0)21 361 04 95/96/92

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

Latvija United Kingdom (Northern Ireland)

Biocodex SIA Astellas Pharma Co., Limited

Tel: +371 67 619365 Free call from Northern Ireland: 0800 783 5018
International number: +353 (0)1 4671555

JlaTa Ha nmocJieIHO npepa3riexaane Ha guctoBkata {MM/TTTT}.
[NoapoOHa nnpopManus 3a TOBa JIEKapCTBO € IpeIocTaBeHa Ha yeOcaiita Ha EBponeiickara areHIus
110 JIeKapcTBara: http://www.ema.europa.eu.
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