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Aperal( mg puaIMHpaHn TAGIETKH
Areta 10 mg film-coated tablets

Apera2 mg puamnpann Tabaerku

Areta 20 mg film-coated tablets

2. KAYECTBEH H KOJTHYECTBEH ChCTAB

Apera 10 mg bunamupann Tabnexn

Bceska tabnetka coapprka 10 mg NepkaHugMITHHOB Xuapoxnopu noj ¢opMara Ha NepKaHHAHNHHOB
XHpoxmopu. Xemuxujpar. Tosa e exBuBaNeHTHO Ha 9,4 mg NepKaHUAHITHH.

Besaka guamupana tabnetka coappka 36,55 mg naktosa MOHOXHApAT.

Apera 20 mg duamMupann Tabaexn

Beaka Tabnetka ceanpika 20 mg neprkaHHAHITHHOR XHApOXTOopH noA GopMaTa HA NepKaHH JUITHHOB
XH/IPOXTOPHUA XeMuXuapat. ToBa ¢ exBHBaneHTHO Ha 18,8 mg NepkaHHAUNUH.

Besika dmnmupana tabietka chaepxa 73,1 mg nakrosa MOHOXHApPAT.

3a TBJTHHA CIHCHK Ha MOMOLIHATE BEUIECTRA, BHXTE TOUKA 6. 1.

3. JEKAPCTBEHA ®OPMA
dunmupany TabneTku.

Apema 10 mg dusmupany mabnemxu

JKBATH, KPBIAH,OGHKOHBEKCHH, (JMIMHPAHH TaOAETKH ¢ JeIUTeNHa yepra.

Renutennara yepta ¢ caMo 3a ynecHABaHe Ha CHYIIBAHETO, 3a M0-N€CHO NOMTLIIANE, 2 HE 32 14 pasaens
HA PaBHU J03H.

Apema 20 mg dunmupary matremxu

Po30BH, KpBrH, OHKOHBEKCHH (GUAMUpPaHH TabNeTKy ¢ AeNHTENHA YepTa.
Tabnetkute Moxe Aa GBJaT pasfeNeHH Ha ABE PaBHH MOMOBHHH.

4.  KJHHHYHH JAHHH

4.1 TepaneBTHYHH NOKAIAHHA

Apera ¢ OKa3aH 3a NeveHHe Ha J1eKa JI0 YMepeHa eCeHHaia XUITEpTOHNA.
4.2 Mo3npoBka H HAMHH HA OPANOKEHHE

Hauwd Ha npunoxenue;
[MepopanHo npunoxeHue.




Tabnetkute TpaOBa Aa ce NOTIBINAT C JOCTATHUHO KOMHYECTBO TEUHOCT (rampuMep Haura Boaa).
Ipenoptuntentara ao3a e 10 mg nepopanto eAMH NbT AHEBHO, NoHe |5 MHHYTH NpeH XpaHeHe (3a
NpEeANoYHTAHE MPEH 3aKycKa). B 3aBHCHMOCT OT MHAHBHAYANHUS OTrOBOP HA MALMEHTa, [03aTa MOXke
Jla ce yBenHuH A0 20 mg,

Jlepxanuunun CTAITA 20 mg dhUAMUpaNH TabIeTKH

Tabnerkure Morar aa OBAaT pasfeneHH Ha ABe pasHH nonopuiH. OCTaHANATA MONCBMHA Ha TaGneTkata
TpibBa Aa ce CbXpaHsBa Ha 3aIIMTEHO OT CBeTIMHA MACTo, Tasu octapaima nonoenHa TpaGea na 6bae
fipHeTa Che CEABAIIA /1034,

Hosara Tpa6sa aa ce THTPHpPa NOCTENEHHO, 3aWIOTO 3a d CE TPOABH MAKCHMATHUAT AHTUXHIIEPTEHIHBECH
e(eKT Moke Aa ca HeoBXOAUMH OKONO 2 CeaMHIIH.

Hsikou MaUHEHTH ¢ HE3A0BONHTENEH KOHTPON OT €/IMH AHTHXUNEPTEHIHBEH NEKAPCTREH TIPOAYKT, MOXE
A2 ce MOBMUAAT ONAronpHATHO NpH NpHGABAHETO Ha ApeTa KbM JedYeHHeTo ¢ 6eTa-Glokep (aTeHonomn),
AUYPETHK (XMAPOXTOPOTUAIHA) HIAH HHXHOHTOP HA AHTHOTEH3HH-KORBEPTHPALIHA €H3HM (KamTOmpHn
HJiH eHaanpHi).

Twit kaTo kpHBAaTa 103a-0TrOROP € CTPLMHA ¢ MJIATO NPH J03H smexay 20-30 mg, He ce ouakpa no-Ao0pa
eQeKTHBHOCT IPH 110-BHCOKH JO3H, HO HEKENAHNTE edeKTH MOraT Ja ce yBenuuar.

HEHJ’IO}KCHHB B CTApHECKd BE3pacT

B'I:l'lpeKH ye cnopen (l]apMaKOKP[HeTH'-[HHTe AaHHH W KNTHHHYHHWA OMHUT HE C¢ HaNMara KopuripaHe Ha
A034aTa, NpH 3aNI04YBAHE HA NCYCHHUETO NMPH MALHSHTH B Hanpeadaia Bb3pacT ¢ HeoOxoaMMo ocofeHo
BHHMaHHE.

HNpunoxkeniie OpH gena
ApeTa He ce penopbyBa 3a MPHAMKEHHE NPH Aela oA 18 roauuina BB3pPACT, MOpan HEJOCTATEYHH
JaHHH 32 0e30MaCHOCT H e MKACHOCT.

[Ipuniokenne NpH NANMEHTH ¢ HAPYINEHa OB6peuna WK YepHoOpoGHA QyHKIHS

Heobxonumo € ocobeHo BHIMAHNE NIPH 3aN04BAHE HA TEMEHHETO NPH NALKERTH C NEKO 10 YMEPEHO
HapywieHa 6n0peuna U YepHoapobHa GyHKUMs. Benpexn ue oSHualiHaTa NpenopBUHTENHA 4033 MOMKe Ja
€€ MoHacH OT TE3H NAaLHEHTH, YBENHYEHHETO Ha Jo3aTa o 20 mg nuerHo Tpabea A3 ¢ OCBINECTBARA
BHHMATE/IHO. AHTHXHNEPTEH3HBHUAT eeKT MOKe [ ¢€ YCHITH NMpH NALHSHTH ¢ 4ePHOIPOGHO
YBpEKAaHE H CleTOBATENHO € HeoOX0AHMO KOPHIMpaHe Ha 103aTa.

ApeTa He ce nPefiopbUBa 3a yNoTpeba NpH MAMMEHTH © TEXKO HAPYLIEHA YepHonpoGHa GYHKIMA win
TpY NALHEHTH ¢ TekKo 660peuno yepexaaHe (CKOPOCT Ha rioMepyiHa ¢uiaTpanua < 30 ml/min).

4.3 Iporupomoxazanus
- CBpbX4YBCTBUTENHOCT KbM aKTHBHOTO BEIUECTBO, KbM HAKOW AUXHIPOMHPHAHHH, HIH KbM HAKOE
OT HOMOLIHHTE BEIUECTRA;
- BpemMeHHOCT H kbpMeHe (BUX Touka 4.6);
- JKeHu B AeTepofiHA BB3PACT, OCBEH aKO HE C¢ U3MON3B2 EPEKTHBHA KOHTPALIETILIAL,
- OObcTpykums Ha H3X0/a Ha N9BaTa KaMepa;
- HenexypaHa 3acToiina chpie4UHa HEOCTATBUHOCT:
- HecTabu/Ha aHTHHA MEKTOPHC;
- Texko 6bOpeuno win yepHOAPoGHO YBpexaaHe;
- Mo exun Mecer cnesl MHOKapaeH HHGApKT;
- Ilpu enHOBpEMEHHO NPHIOKEHHE HA:
¢  Cunuu unxubutop Ha CYP 3A4 (BHx Touka 4.5); TR
e [luknocnopun (BHX Touka 4.5);
*  Cox ot rpefindpyT (BiXK TOuKa 4.5).

7]
v/

Wb

¥




4.4 CnennanRM NpeAyNpeXACHHA H MPeXNAIHA MEPKH HPH ynotpeba

HeoGxoaumo e ocobeno BHIMANNE NPH NPUNOKEHHETO HA APETa IPH NALHEHTH Che CHHApPOM Ha Gonuus
CHHYCOB Bb3el (aKo He & HAIMUE in situ NelicMelikbp). BAPeKH Ye XeMOTHHAMUYHHTE KOHTPOIHPAHH
H3MHTBAHHS He ICMOHCTPHPAT HapylleHHE Ha KaMepHaTa GyHKUHA, HEOOXOANMO € BHHMaHKE pH
NaLHEeNTH ¢ NesokamepHa auchyHkuns. [peanonara ce, He HAKOM KPATKOAEHCTRAINN JHXMAPONHPHAMHHU
MOTaT fia ObAaT CEbpP3aHH C IOBHIICH ChPASYHO-CBAOB PHCK NPH NALMEHTH ¢ HCXeMHYHA 6OJIECT HA
chpueto. BenpekH ue Apera e AB/IroeficTeaN, NPU TE31 NAMMEHTH € HEOGXOAMMO BHUMANME.

HAKou QuXHAPONHPHAMHHE PAAKO MOraT fa AoBedat 10 Npexopauanya Goka WM aHTHHA NEKTOPHC.
MHOro psaKko IpH MAaUMEHTH ¢ MPeAUIecTBAlIA AHIHHA IEKTOPHC MOXKE Ja Ce NpoABAT YBEIHYESHHE HA
HECTOTaTa, NPOABMKUTENNOCTTA H TEKESCTTa HA CTeHOKapaAuHTe npHeThud. Morar ga ce Habnromasar
H30JTHPaHU CNy4al Ha HH(apKT Ha MHOKapaa (Bx. 4.8).

Hpunooicenue npu napywena 6vbpeyna uru vepnodpobna dynkyus

Heobxonumo e ocobeno BHHMAHHE Npy 3aMOYBaHE Ha CUEHHETO NPH MALMEHTH C IEKO A0 yYMEPEHO
HapyiieHa 6b6peta u yepHonpoGua pynkuus. Bonpexy ve obuuaiinaTa IpenophyHTENHA 1032 MOKE Aa
CC MOHACA OT TE3H NAUUEHTH, YBEMHUEHHETO Ha Ao3aTta Ao 20 mg nnesHo TpaGBa na ce ocbluecTBARa
BHHMATENHO. AHTHXHIICPTCHIHBHUAT €PEKT MOSKE Jla C¢ YCHITH [PY NALMENTH ¢ YepHOAPOGHO
YBPEXKJANE M CNIeAOBATENHO € HEODXOAMMO KOPHIHpaHe Ha 103aTa.

ApeTa He ce npenopeysa 3a ynotpeba NpH NALHEHTH ¢ TeXKO HAPYUIEHA YepHOIpoGHa GyHKIHA | TIpH
MAUKEHTH € TEXKKO HapyitleHa 6b0peuna dynkuna (GFR<30 ml/min) (gx. 4.2.)

AJIKOXONBT TpAOBa Aa c¢ M3GATBa, THil KaTO MOXKe Aa YCHITH eheKTa HA Ba30JHIATATHBHHTE
AHTHXHNEPTEH3HBHH NekapcTea {Bxk. 4.5).

Hupykropute na CYP3A4, ato anTHKOHBYCaHTH (Hanp. GeHNTONH, KapbamMasenun) pHpaAMIHIHH
MOraT Ja HAMAJIAT MIa3MEHNTE HHBA HA JEPKAHHIUIIMH H TOBA Ja JOBEAE A0 MO-HHCKA eeKTHBHOCT Ha
NepkaHWAHIHH, B CPaBHEHHE ¢ oYakBaHaTa (Bx. 4.5.).

[MoMouiny BetecTra
[launenTH ¢ pexy HacHeACTBEHH MPOGAEMH HA HETIOHOCHMOCT KbM TANAKTO3a, TbLieH NAKTalen

AeHLHT HIIH MTI0KO30-ranakTo3Ha ManabeopGuus ne TpabBa 1a IPHEMAT TO3H NeKapCTBEH POAYKT.

Tosu nexapceTsen NPOAYKT CHABPKA No-Manko ot | mmol Hatpuit (23 mg) Ha TableTka, T.e. MOXKeE [ia Ce
Kaxe, 4e MPAKTHUECKH HE ChAbpyKa HaTpHI.

4.5 BsaHMogelicTBHe ¢ IPYIH TeKAPCTBEHH OPOAYKTH H APYTH ¢opmu na B3auMoneiicTeae
H3BectHo e, Ye nepxaHuaumuH ce MeTaGonusnpa o ensiuma CYP3A4 i nopau ToBa €HOBPEMEHHOTO
TIPRNOKEHHE HA HHXHOUTOPH H HEAYKTOPH Ha CYP3A4 morat fa nosausst metabonusma u
CHMHHHMPAHETO HA TCPKAHUAHITHH.

TpabBa na ce u364rBa €AHOBPEMEHHOTO HA3HAYEHHE HA IEPKAHMAHIIHHOB XHIPOXNOPHA ¢ HHXHOWTOPH
#a CYP3A4 (nanp. keTOKONA30N, HTPAKOHA3ON, PUTOHABHD, EPHTPOMHLHH, TPONEAHIOMULIHH (BIHX
TOouKa 4.3).

HsmnTeaHe 3a B3aHMOACHCTBHE CBC CHIIEH uuxubutop Ha CYP3 A4, KeTOKOHA301, TOKA3IBA IHAMHTENHO
MOBHLIEHHE HA MNA3MEHUTE HHBA Ha JICPKAHHAHNKH (15 NbTH NOBHILEHHE Ha IUIowTa oA kpusara AUC
H 8 MbTH NOBHILEHHE Ha MAKCHMATHATA NJTA3MeHa KOHUEHTpauns Cmax 3a eyroMepa S-nepxkaHHaunm).
Li#kTOCHOPHH M NEPKaHU/IMH He TPAGRA Aa & NPHAAraT SAHOBPEMEHHO (BIDK TOUKa 4.3).

[1pu enHOBPEMEHHO NPUNOKEHHE CC HAGIIOAABAT TOBUILCHY /1a3MEHH HHBA KAKTO HA NepKaHHIHITHH,
TAKA ¥ HA LMKAOCTIOPHH. TipoyyBaHe mpy MiagH 34pasu 100pOBOILM IOKA3EA, He aKO WHKIOCTIOPHH Ce
npudnara 3 yaca CJIeA TIPHEM Ha NEePKAHHAHITHH, [TNA3MeHHTE HHBA Ha NEPKAHUIHIIHH HE CC')] T, .
Aokato AUC Ha UMKIOCNOPHH ce OBHILABAT ¢ 27%. EfHOBPEMEHHOTO NPHIOKEHHE og egaia o,
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NEPKAHUAHNUHOB XUAPOXNOPHN C UHKIOCTIOPHH BOJAH A0 3 MBTH YBENHUSHHE HA NNa3sMEHHTE HHBA HA
JiepKkaHUAUNKUH 4 21 % yBeautiende Ha AUC Ha HKIOCTIOPHH.

Jlepkanuaunuu ne Tpabpa fa ce mpHeMa cbC oK OT rpelindpyT (BHsk Todka 4.3).

Tono6HO Ha APYTH AMXMAPOIIMPUAMHY, ASPKAHMAMNNE € C MeTabONMIBM, HYBCTBHTENEH KM
HHXHOHpaHe OT COK OT NpelndpPyT ¢ NOCEABALIO NOBHIICHHE Ha CHCTEMHATA GHOHAIMYHOCT H YCHBAHE
Ha XMIIOTEH3HBHHA edieKT.

[Mpn enHoBpemeHHO NepopanHo npuaoxeHne Ha 20 Mg NepKAHUANMHH C MHIA30MaM OT JO6POBONILM B
CTapUeCcKa BB3pacT, pe3opOLUuATA Ha TepKaHHAHINKH ce YBenuyasa (¢ okoio 40 %) ¥ ckopocTTa Ha
pesopbuuara namManasa (Tmax Hamanssa ot 1.75 ao 3 waca). KoHueHTpalunTe Ha MHAA30aM OCTABAT
HEelpPOMEHEHM.,

Heo6xoanMo e BHUMaHuE NPH €AHOBPEMEHHOTO HA3HAYEHHE Ha JCPKAHHAHTHHOB XHAPOXIOPHA ©
ApyrH cyoctpatd Ha CYP3A4, kato Tepderanu, acremuson, antuapurmuuy kiac 11, Hanp. aMuomapon,
XHHHIHH.

EnHOBpeMEeHHOTO NpHIToXeRKEe Ha NePKaHUFHITHH ¢ nHaykTopH Ha CYP3A4, kaTo aHTHKOHBY/ICAHTH
(Hanp. ¢penuToNH, kapbamasenHH) n pudamMIALKH TpaOBA 12 ce OCHIIECTRABA BHHMATENHO, Thil KATO
AHTHXMNEPTEHIHBHHAT edrekT MOke Aa ObAe HamalleH 1 KPBBHOTO HanAraHe Tps6ea fa ce H3Mepea no-
4yecTo OT ofHYalfHOTO,

ITpu eanoBpeMeEHHO NPUIOKEHHE Ha IEPKAHHAHIHH ¢ METONPOIOJ, GeTa-Onokep, KOHTO ce eNMMHHKpa
TIaBHO Ypes YepHus Apod, GHOHAIMUHOCTTA HA METONPOJION HE Ce MPOMEHS, 0KaTo GHOHAIMYHOCTTA Ha
NepkaHuaMnHH HaManasa ¢ SO %. To3n edexT Moxke Aa ce AbMKH HA HAMATIEHHE Ha YEPHOIPOGHHS
KpBBOTOK, IPHUIHEH OT GeTa-010kepHTe H IOPAJIH TOBA MOKE Ja Ce IPOABH 4 NpH APYTH JEKAPCTBa OT
Ta3u rpyna. CnefioBaTenHo NepPKaHHAUIHE MOske Be30nacHo aa ce npuiara saeHo ¢ OeTa~-GnokepH, kaTo
€ HEOOXOIMMO KOPHTHpAHE Ha 103aTa.

IIpoyugate 3a pzaumogeiicteue ¢ dnyokcerns (unxuburop na CYP2D6 u CYP3A4), nposeaeso npu
2OGPOBO/IUM HA BB3PACT 65 £ 7 FOAMHHM (CPeAHO + CTAHAAPTHO OTKMOHEHHE), He NIOKA3BA KIHHHYHO
3Ha4YHMHE MPOMEHH BB (PapMAKOKHHETHKATA HA JIEPKAHHAHITHH.

EnnoepeMenHoTo npunoskenne Ha 800 mg uMMETHANH HEBHO He BOIA 110 3HAYMTENHH IPOMEHH B
n1a3sMeHHTe KOHUOCHTPAUHH Ha NEPKAHUIUITHH, HO IPH NMO-BHCOKH J0O3H obaue e HCOﬁXOﬂHMO BHHMAaHHE,
TBH KaTO MO /1a ce yBenuyaT OHOHATHYHOCTTA M [ Ce YCHITH XMNOTEHIHBHUAT eJeKT Ha
JepKAHUTUITHH,

EnHOBpeMeHHOTO Npumoxkenne Ha 20 mg NepKAHHIUNHH NPH NALHEHTH, JIEKYBAHU NPOTBILKUTENHO
BPEME C p-METHNHTOKCHH, He AEMOHCTPHPA (hapMaKOKHHETHYHH B3aUMOZEHCTBIA. 3apaBH Ao6poBonLy,
MEKYBAHU C THFOKCHH Clel IpanokenHue 20 mg nepkaHHAMNHH HA [NMIAAHO, NOKA3BaT CPEaHO YBENHUYCHHE
Ha Cmax Ha aurokcHH ¢ 33%, aokato AUC 1 616pedHusT KIHPBHE He CE TIPOMEHST CHIHUBHKAHTHO,
[auuentu ¢ npuapy*apaio feyeHHe ¢ AMrOKCHH TpRGBa BHUMATENTHO KAHHHYHO A2 O NPOCHesBaT 3a
Dene3u Ha TUTHTANHCOBA WHTOKCUKALIUA,

Ipy egHOBpeMEHHO MHOPOKpATHO NpHNOkeHKe Ha 20 mg Nepkanuaunmy ¢ 40 mg cumpactatil, AUC Ha
NEePKaHWINIHH He Ce IPOMeHs CHIHU(HKaHTHO, aokaTo AUC Ha cuMBacTaTuH ce yaentHuana ¢ 56%, a Ha
AKTHBHUA My MeTabONHT B-xuapokeH KucenuHa - ¢ 28%, He ce oyaksa Te3u NpoMeHy 1a HMAT KIHHHYHO
3HaueHHe. He ce ogakea B3aUMOAEHCTBHE KOraTo JICPKaHHHHITHH C€ npHeMa CYTPHH, 4 CHMBACTATHH CC
npwiara BeUep, KAKTO €& NPENOPLYBA 34 TOBA IEKAPCTBRO,

EnnoBpemennoto npunokenne Ha 20 mg NepKaHHINIMH Ha TNAAHO TIPH 3ApaBy A0GPOBONIH He
MPOMEHSAT (papMaKOKHHETHKATA HA BapdapuH.

JlepraruAHNHH MOXeE Aa Opae OesonacHo npunaran ¢ AnypeTHuH 0 ACE-HHXHGHTODH.

Ausikoxon TpaGea Aa ce u3barea, ThH KaTo MOXKE J1a yCuIH edekTa Ha Ba3OAHTATATHRHATE
AHTHXHNEPTEH3UBHY NekapeTia (Bik Touka 4.4).

4.6 BpeMCHHOCT H KLpMeHe
JIa.HHHTe 34 JCPKaHHAHITHAH HE MOKA3BAT AOKA3ATEICTBA 34 TEPATOrEHEH C('l)el(T IIpH l'lJ"l
PENPOAYKTHBHOCTTA MPH NINMbXOBE HE C& HapyLlasa. HesasucuMo ot TOBQ, Nopagu ﬂg{
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ONUT C JIEPKAHUJAHOVH NpH SPEMEHHOCT M KbpMEHE 1 TIOpafid TEPATOTEHHUAT eQeKT Ha APYTH
AUXHIPOTHPUAHHH TIPH JKHBOTHH, ApeTa He TpAGBa [1a Ce NpuIara no Bpeme Ha GPEMEHHOCT HAH NIpH
KEHM B IETEPOAHA BB3PACT, OCBEH aKo He ce npHnara eeKTHBHa koHTpauenuus, [opaay Bucokara
NHNOMUIIHOCT HA NEPKAHHAMNNY, MOXKE [ia Ce O4aKBa WiNTbuBaKe B KbpMaTa. ETo samo ne TpaGea Aa ce
NpHAAra OpH KbPMELLH XKEHH,

4.7 EdexTn BHPXY cnoco6HOCTTA 32 odupane U pabora ¢ MalIHAN

K/IHHEYHEAT ONUT I0Ka3Ba, Ye € MAIKO BEPOSTHO IEPKAHUMIIHH Ja HAPYLIM cnocoGHOCTTA HA MALHEHTa
3a wodupate u padota ¢ Mamuny. Bunpeku Toba e HeoGXOAAMO BHHMANHE, 3a10TO MOHAKOTa MOXE A2
Bb3HHKHAT 3aMasHoCcT, aCTEHHA, YMopa H pagko ChbHITHBOCT,

4.8 HexenaHn JekapeTBeHH peaKiHy

HecToTara Ha HexenaHUTE ICKAPCTBEHH PEAKLMH ¢ ONPe/IeNeHa KAKTO ClieABa:

MHoro yectu (=1/10), uectu (21/100 go <1/10), veuectn (>1/1 000 ao <1/100), peaxu (>1/10 000 x0
<1/1 000), muoro penku (<1/10 000), ¢ HeH3BecTHA yecToTa (OT HANHYHHTE JAHHU He MOXe 12 Gbae
HaNpapeHa OLIEHKa),

Hexenatin peaxuui ce noseasar npu oxono 1,8 % oT IeKyBaHHTE NALHEHTH.

Tabauuara nokasea uectoTara Ha HexeNaHHTe AEKAPCTBEHH PEAKLIHH, C TOHE BEPOATHA NPHYHHHO-
CleACTBEHA BPL3KA, rpynupany cniopen MeDRA xonsennuaTa No oprasHy  CHCTEMH H TOAPEREHH TIO
YEeCTOTa (HeUECTH, pelKH).

Haif-4ecTo cpewanuTe Hexkenaky NeKapCTBEHH PeakiHH, ChOGIEHH OT KOHTPONHPAHH KNHHHIHH
MpOYYBaHHA Ca raBoGONHE, 3aMATHOCT, epudepen efeM, TaxuKapaus, chplebHere, 3a4epBaBaHe, KaTo
BCAKA OT TAX €€ HOABABA NPH [0-MaAke o1 1 % oT mauueHTHTE.

Hacnenasanus:
JlepxaHHOMITHH He MOBNHABA KpbBHATA 3aXap WIH CepYMHUTE MUOMOHU HHURA.

ChpieuHH HapyLICHUS:
Heuectn: raxukapnus, chpuebuene.

Peaku: AHruHa nektopuc

Hsakou AMXHAPONUPHAKHK MOTAT A2 NOBEIAT A0 HpeKopAuanHa 6onka Wik aHMMHa NEKTOPHC.

Mmoro peakn: [Ipn nauHesTH ¢ mpeaLecTBAIA aHTHHA IEKTOPHC MOYKE Ja Ce TIOBHILM YeCTOTATA,
MPONBIKHUTENTHOCTTA HITH TEKECTTA Ha TE3H NMPHCTHIH. Modke Aa ce HabNONABAT HIONHPAHH CIY4aH HA
MHOKAPAEH HHPAPKT.

HapyieHne Ha HepBHATA CHCTEMA:

Heuectu: Mnagobonue, samasHocT.
Peagi: CoMHONEHTHOCT

CTOMAIHO-YPERHH HADYINEHHUS;

Penxu: Canene, aucnencus, Anapus, kopemna 60Nka, TOBpBIIaHe.

Hapyrienug Ha 616pelinTe H MMKOYHATE TBTHILA:

Peaxi: [Tonuyprn

Hapyiienna na koxara ¥ HOJKOXKHATA ThKAH
Peaku: O6pus

Hagymeﬂm HA MYCKYNHO-CKENETHATA CHCTEMA U CREANHHTENHATA THKaH:

Penxy: Muanrus




CrJI0BH HADPYIUSHHS:

Heuectn: 3auepssraie
Mnoro peaxu: CuHkon

Oobuy Hapywenus U edekTH Ha MACTOTO Ha NpUHAIOKeHHE:

Hevecrn: [Neputepen enem
Penxu: Acrenus, yMopa

OT cnoHTaHHA CHhoBINEHHA NPH TOCT-MAPKETHHIOBH H3CNIEABAHHS, ¢4 ChOGLIEHH CSAHHTE HEKETAHH
peakunu:

Hacneapanus:
Muoro peakn: OGpaTHMo NOBHINEHHE HA CepyMHHTE HHBA HA YePHOAPOOHHUTE TPAHCAMHHA3H.

CToMallHO-YPEeBHH HADYILEHHS:
Muoro peni: Tunrusanua XHNEPTPOPhHA

Hapyuienus na 6b6peuure u nukouHnTe MhTHINA:

Mpuoro penki: Yecro ypuHHpane

ChI0BY HAPYIICHUS:
Mhuoro peaku: Xunotouns

Q6iny Hapylienns U e)eKTH Ha MACTOTO HA NPHAOKEHHE:
Mmuoro peaxu: Bonka B repaure

Crobmanane Ha MOXO3RPAHH HEKETAHH PEAKIHH

Cpo0IaBaHeTo Ha MOO3HPAHH HEXKENAHH PEAKLUMU CREN, paspeluaBaHe 3a ynoTpela Ha JeKapcTens
OpoOoYKT € BAXHO, Togea mozsonzaga Aad OPOObITKH HaGHlO,[leHHe’I‘O Ha CBOTHOUICHHETO H0ﬂ3ﬂ/pHCK 3a
JNIeKapCTBEHHS NPoAYKT. OT MEHUHHCKHTE CIIEUMHANTHCTH Ce U3HCKBA Aa ¢vobluasaT Beaka MOJ03HPpaHa
Hexelana péakuua 4pes:

HM3nbanuTenHa areHUMs 1o ekapcTeaTa

yi. Jlamau [pyes” Ne 8

1303 Cogus

Ten.: +359 2 8903417

yebeaiit: www.bda.bg

4.9 Ilpenosupaue

B noct mapkeTHHroBH npoy4BaHHA TpU Cllydas Ha IpeAo3HpaHe ca cbobienH (npr nosu ot 150 mg,
280 mg n 800 mg nepraHuIUOHH, IPHIOKEHH ¢ Len camoyGuiicTso). [Tpu NBpBHA NaLHenT ce
HAbJI0AaBa CHHIHBOCT # € HANPABEHA CTOMAIIHA TPOMHBKA. TIPH BTOPHA NAMENT ce pa3BHBa
KapAHOreHEeH oK ¢ TeXKa MHOKapaHa HCXEMHUA H TIeKa 61:6peqHa HENOCTATPYHOCT H € JICKYBAH ¢ BHCOKH
A03H KaTeXOMaMHHH, GYpo3eMus, IMCHTANNG W NapeHTepantn nnasMeny 3aMectureni. [ipy TpeTusT
NALHEHT ce HabTI01aBa NOBPBIIAHE H XHIIOTOHUA | € IeKYBaH C AKTHBEH BLTJIEH, TAKCATHBH H HHbY3HA
¢ nonamMuH. H TpuMaTa mauueHTH ce BE3CTAHOBABAT 6e3 NOCHEACTBUS.

Moxe 1a ce o4akBa, Y€ NPEJO3MPAHETO LI AOBEAES 0 MPEKOMEPHA epudepHa BasOAHIATAIHS ChC
3HAUMTENHA XUIOTOHHA W pediekTopHA TaxHKapaus. B cnyuail Ha TexwKa XWnoTonus, 6
3aryda Ha Ch3HaHME C€ MPUIAra MOANBMKAILO ChPAEYHO-CLAOBO JIeYeHHE U UHTPABEH
OpagsKxapamaTa.




Hopaau npopbmxkuTesHUAT dapMakonoriyer edekt Ha MEPKAHHAMITHH, TPH MPeAo3HPAHE € MHOTO
BAX¥HO CbPASYHO-CHAOBATA CHCTEMA HA MALHEHTHTE 3 C& MOHUTOPHPA B NPOALIKEHUE NOHE ka 24 vaca.
Hsama undopManis 3a nonsara ot gnanuzara. Teil kato JeKapCTBOTO € BHCOKOIHNOGHIIHO, MHOTO €
BEPOATHO TWIA3MEHATE HHBA A3 He Ca MOKa32TENHH 32 NPOABIAKHTENHOCTTA HA PHCKOBHA TIEPHON H
AWanH3aTa MOXE 13 He ¢ edekTHBHA,

5.  ©®APMAKOJOTHYHH CBOHCTBA
51 dapmakoaHHAMHYHH CBOHCTBA

DapMakoTepaneBTHYHA FPYNa; CEIeKTHBHH OIOKEPH Ha KATLHMEBHTE KAHAH TAABHO ChC ChAOBH eeKTH
ATC woa: COBCAILL

JlepkaHugunuH € kanunes aHTarOHMCT OT rPYNAaTa HA AHXHAPONUPHAHHATE U HHXuGUpa
TpascmeMOpatitins HBAYKC Ha Kajlmii B CHPLETO H B IIAAKATA MYCKY/IaTypa. MexaHH3MbT Ha
AHTHXHNEPTCH3HBHOTO MY NeHCTBUE Ce Nb/IKH HA IUPEKTEH penakcupaut ehekt BbpXy ChioBaTa riajika
MYCKYNaTypa H Mo TO3H HaYHH NOHIkaBa ofIoTo nepudepHo cenpoTieacHue. Hezapucumo ot
KPaTKOTO My NAA3MEHO BPEME Ha MOMYMHBOT, NTePKaHHIMITHH TPHTEXABA NPOABIKHTENHO
AHTHXHIIEPTEH3HBHO JeHCTBHE MNOPaAH BUCOKHA MeMOpateH pasaenuTenc KoedUUUEHT | € IHIIeH oT
OTpHLATE/IeH HHOTPOTIEH ediekT, 61aroaapeHte Ha BHCOKATA Ch0BA CEeleKTHBHOCT,

Thil kaTO BA0AUNATANMATA, TIPEAM3BHKAHA OT TEPKAHHIHIIHH € ¢ TINABHO HAYaIo, pAako ce HabmOAaBar
OCTpa XHIIOTOHHA H peduieKTOpHA TaXHKAPIHA NPH XUIEPTOHHLUH.

MNogobro Ha Apyrute acumeTpuaHK 1,4-TUXHAPOMMPHIMKH, AHTHXUNEPTEHZHBHOTO JeHCTBHE HA
NEPRAHUAUNME € ABIKY FABHO Ha S - eHanTHOMEPA.

B nomennetne KbM KITMHHYHHTE TIPOYUBAHHS 38 TIOAKPEIIA HA TEPAICBTHYHHTE MOKA3AHUA, ¢a
NpoBeAcHH H NOMMBEAHUTENHH MAaNKH HEKOHTPONHpPaHH, HO PaHAOMH3HPDAHH NPOYYBAHHA ¢ MAUHEHTH C
TEXKa XHIepToHud (cpeauo + SD guacronso aprepuanto Handarane 114.5+3.7 mmHg). Teau
NpOY4BaHHA JOKA3BAT, Ye KPBBHOTO HaliATane ce Hopmamusupa B 40 % oT 25-Te nauuenTa npu
npuiToxenne Ha 20 mg eAHOKPATHO AIHEBHO H B 56 % 0T 25-Te nauueHTa MpH MpHNoKeHHe Ha 20 mg
ApeTa ABa MbTH AHEBHO. B ABOHHO-CAANO, PAHAOMUIUPAHO KOHTPONHPAHO NIPOYUBAHE CIIPIMO MNanebo
[IpH NALUHEHTH C H30JHPaHa CHCTOTHA XHNEPTOHNA, ApETa ¢ eeKTHBEH 3a MOHMKABAHE HA CHCTOMHOTO
apTEPHANHO HaNaraie oT Ha4anHH cTOAHOCTH 172.6+5.6 mmHg no 140.2+8.7 mmHg.

5.2 ®apMAKOKHHETHYRH cBOlicTBA

Abcopbuns
Apera ce abcopbupa Hae/IHO ClIe MEpopaNHo NpHokenHe Ha 10-20 mg H JOCTHra ChOTBETHH
MaKCHMaHH nuiasMenH Husa 3.30 ng/ml = 2.09 s.d. u 7.66 ng/ml * 5.90 s.d., 1.5-3 yaca cnex
MPHIOKEHHETO.

Jpata eHaHTHOMEDA Ha JIEPKAHHAHITHH UMAT N0A06eH NpoduA MO OTHOLIEHHE HA NA3MEHHTE HHBA:
€AHAKBO BPEME 34 JOCTHIAHE HA MAKCHMA/IHH MTA3MEHH KOHLEHTPUHH; MAKCHMAIHHTE TIAa3MEeHH
koHUeHTpaunn H AUC ca ¢cpeano 1.2 meTH mo-BUCOKH 33 S-eHAHTHOMED?, BPEMETO H2 NIOYKHBOT Ha
ABATa CHAHTHOMEPa € NPHHLUHITHO ¢AHakeo. He ce Habnronasa in vivo HHTEPKOHBEPCHS HA BaTa
eHAHTHOMEpA.

Tlopanu BHcOkHs first-pass METaGOIHIBbM, aGCOMOTHATA GUHOHAIUYHOCT HA APETa Cied IepPOpPanHo
NPHIIOKEHHE MPH TTALHCHTH MO BpeMe Ha XpaHeHe € oxono 10 %, penpeki Yye HaMaJisABa 110 1/3 npn
3apasy AoOPOBONLM, TPHNOMEH HA TNAAHO. -




BrHOHATMUHOCTTA Ha NePKAHNANTINH TIPH TIEPOPATHO NIPHIIOKEHNE CE YBe/MYaBa 4 TBTH, aKo Apera ce
npHeMe Ao 2 yaca cie/l KOHCYMAaLHs Ha Xpada, GoraTa Ha MasHHHK. CneaosaTenHo Aperta TpaOBa na ce
UpHEMa Npeal XpaneHe.

Painpenenenue
Paznpenenennero ot nnasMata kbM TBKAHUTE H OPraHATE € GB30 W MLAHO.

CrenenTa Ha CBbP3BaHE Ha JIEPKAHUTHITHH C NIA3MEHHTE NpoTeniu HaaeHliaea 98%. Twil kato
NALUHEHTHTE ¢ TexKa ObOpedHa 1 Texka YepHOAPOOHA HETOCTATEUHOCT HMAT NOHIHKEHH HHBA Ha
MIA3MEHUTE NPOTEHHM, MOXE Aa Ce NoBMIIH cBoOOAHATA PPakLiA Ha IEKAPCTBOTO.

Buorpanchopmanun

Apera ce MeTaGonnsupa B ronsMa cretien oT CYP3A4, kato B ypHHaTa U deleca He ce OTKpPHBa
HENPOMEHEHOTO BellecTBO. IIpeBphiia ce MpeAMMHO B HEaKTHBHH MeTaboNHTH H npubnusuTenHo 50%
OT JI032Ta CE H3TBYBA C YPHHATA,

OnuTH in Vitro ¢ HOBEIIKN YEPHOAPOSHU MUKPOZOMH TIOKASRAT, Y€ SEPKAHAAMNINH B H3BECTHA CTENEH
uuxu6upa CYP3A4 u CYP2D6 B KoHUEHTPAUHK cboTBETHO 160 MbTH 1 40 BTH MO-BHCOKH OT TE3H,
AOCTHTHATH OPU MAKCHMAAHA NNa3MeNa KOHIEHTPaLla clell NpunoxeHue Ha 20 mg,

Ocsen ToBa MPOYBAHHATA 32 B3aHMOISHCTBIA NPH XOPA IOKA3BAT, Y€ JEPKAHHAHIHH He TIPOMEHA
NAasMeHATe HUBA Ha MMAA30NaM, THIHYCH CyOcTpar Ha CYP3A4 uny na metonposon, THIHYEH
cyberpar na CYP2D6. CriefloBaTeTHo B TEpaneBTHYHH J03H HE C& 04aKBa Apeta fa zaxubupa
SuoTpancdopmauuaTa Ha nekapetsa, meraGonnsupani ot CYP3A4 u CYP2DS.

EnumManapaHe

EnuMHHHpaHeTO ce ochllecTBaBa MaBHO upe3 GHoTpancdopManus.

CpenHoTo Bpeme Ha NONYKHBOT Bb3/IH3a Ha 8-10 uaca, a TepaneBTHYHATE AKTHBHOCT npoabmkasa 24
4aca nopaji BUCOKATA CTENECH HA CEbP3BaNe ¢ aunuanarta memGpana. TpH MHOrOKpaTHO NpHTOXKEHUE He
ce Habmopgasa akyMyJalus,

Jduneiinocr / Heauneiiaoer

[lepopannoTo npunoxenue Ha Apeta BOAM 0 WIa3MEHH HUBA HA TEPKAHHIUIIHE, KOHTO HE ca
NpaBONPOMOPUHOHATTHY Ha K03aTa (He/lHHeapHa kuHeTHKa). Crell mpuioxketue Ha 10, 20 umu 40 mg,
CROTHOMICHHETO MEX Iy MAKCHMATHHTE Ia3MEHH KOHUEHTPauHH e 1:3:8, a chboTHOWEHHETO MeXkay
MoL|Ta N0 KPHBATA NIa3MEHa KOHUEHTpauus - BpeMe e [:4:18, koeto npeanonara NPOrpecHBHO
HacHliate Ha first-pass MetaGonmnsma. CiieoBaTeNlHO HANHYHOCTTA HAPACTBA C YBENHYABAHETO Ha
no3aTa.

XapakTepHCTHKY NPHE RAGKEHTHTE

Ipy mauHeHTH B CTapuecka BB3PACT, DAUHEHTH ¢ IEKO A0 YMepeHo HapyleHa GbOpedHa GYHRUMA HITH C
fIeKO A0 YMEPEHO HapyuleHa YeproapodHa GyHKUNL, PapMAKOKMHETHYHOTO NOBEACHHE Ha
AepKaHUAUTHH € GHT0 CXOnHO ¢ HabTAaBaHOTO IpH 06LIATA MONYIALUMA OT NauHeHTH. [IaAUHEHTH ¢
TeKKH ObOpeuHU HapyIEH S HITH MALMEHTH, 3aBUCHMH OT JMATH34, TOKA3BAT NO-BHCOKH HHBA
{npubnuzutenno 70%) Ha nexapersoto. TpH NAUKEHTH ¢ YMEPEHO [0 TEXKO HapylueHa yeproapobHa
(YHKLHSA UM BEPOSTHOCT CHCTEMHATA GHOHANHYHOCT Ha AEPKAHAAMIIHH A2 CE YBEUYH, Thif KaTo no
NPUHLHN eKapCTBOTO ¢ MeTaloNH3HPa B FONAMA CTENEH B YepHus Apob.

5.3 [IpeakAusnunu sanuy 3a Oe3onacHoCT




GapMaKonOTHUHNTE U3CIEeBaHuS 32 GE30MACHOCT MPH KHBOTHH He [I0KA3BAT MOBIMABAHE HA
aBTOHOMHATA HEPBHA CHCTEMA, UEHTPAIHATA HEPBHA CHCTEMA MITH CTOMALIHO-4pEBHATa ACHHOCT IIpH
AHTHXHIICPTEH3HBHH JO3H.

3Haunmy edexTH, HaOMIOaRAHH IPH NPOALIKMTENHH IPOYIBAHKA [IPH MTBXOBE U KYYETa, ¢4 CRBP3AHH
MPAKO HilH KOCBEHO ¢ W3BECTHHTE eeKTH Ha BHCOKH J03H KANUHEBH aHTArOHHCTH H C& TBJIKAT
NPEUMHO Ha TIPEKOMEPHO roaMa GapMakoAHHAMHYHA AKTHBHOCT.

JlepkanuAvNUN HE & PEHOTOKCHYEH H He TI0KA3Ba JAHHH 33 KapUHHOTEHEH PHCK,

DepTUnuTeTET 1 05INOTO PENPOAYKTUBHO NOBEAEHHE IPH MTLXOBETE HE CE TIOBIHABAT OT IEHEHHETO ¢
NEPKAHATHTTHH.

HsaMa nannu 3a TepatoreteH eeT MPH MIbX0Be U 3alili; BLIPEKH TORA TIPH MIBXOBE, NEPKAHUAMIUN
BbB BHCOKH JIO3H NPEJH3BHKBA Npe- H MOCTHMITAAHTALHOKHN 3arybu 1 3abassne Ha (eTanHoto
pazBHTHE.

Korato AepkanuaumsHOR XUIPOXNOPUA & RpuNara BbB BHCOKH 103k (12 mg/kg/aeH) no BpeMe Ha
paxaaHe, BOAH MO JHCTOKHA.

PasnpenesneHueTo Ha NepKaHUUITHH #/UH HETOBHTE METaG0IHTH B OPEMEHHU KUBOTHU ¥ H3MBYBAHETO
MY B KLPMATA HM HE € H3CIeBAHO,

MeraGonutHTe He ca H3CAEABAHNW NOOTACHO B TOKCHKOJIOTHYHH H3CISABAHHS,

6. PAPMALTEBTHYHH JAHHH

6.1 CnHcbKk HA NOMOWAKTE BELIECTRA
Jakroza Motoxuapar
[TpexenaTHHHIUPAHO LAPEBHYHO HUILIECTS
Kpockapamenosa Hatpii

Xunpomenoza

CHIHiiHeB AMOKCH, KONOHIeH, Oe3BoneH
Maruesues creapar

Apeta 10 mg dunvupauy tabaeTky
dunMupawo nokputre (Omagpaii xbaro)
Xunpomenosa

Maxkporon 8000

Turanor auokcan (E171)

Tank, xeneaen oxend xuat (E172)

Apera 20 mg GUIMHPAHH TAONETKH

Ounmupaito nokputre (Onaapait pozos)
Xunpomenosa

Maxporon 3000

Turanor auokeug (E171)

Tank, xenezeH oxcua yepeen (E172).

6.2 HecnsMecTHMocTH
Henpunoxumo.

6.3 Cpok Ha roaract
Apeta 10 mg punmupanu Tablercn
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3 ropuau

Apera 20 mg durmapann TaGneTKH
5 roaMHH.

6.4 CheunaiHn ycJIOBHA Ha CbXpaHeHHE
Ha ce chxpaHapa B OprdHalHaTa ONaKkoBKa, 3a Aa ¢€ NMPeANa3d OT CBETIHHA.
INonoeuuuTte Ha TabneTkUTE TPAOBa Aa Ce ChXPAHABAT HA 3ALMTEHO OT CBETIHHA MACTO.

6.5 [anawu 3a onakopkata

benn HenpospaiHn AnyMAHHI/PVC/PVDC GMHoTepHH OMAKOBKH.
Paxmepw ha omakopkute: 10,14, 28, 30, 35, 50, 56, 84, 9%, 100, 126 unu 154 Tabnetku,

He Beutkn BrgoBe onakoBky MOraT Aa 6bAaT MycHaTH B poaax6a.
6.6 CnenuaJnn MpeINasAH MEPKH OPH HIXBBPAAHE
Heusnon3patust apoaykT WAy OTHASLYHWTE MATEpUAH OT Hero TpiOBa Aa ce HIXBLPAAT B
CHOTBETCTBHE C MECTHHTE H3HCKBAHHS.
7.  TIPUTEXKATET HA PASPEIIEHHETO 3A YIIOTPEBA
STADA Arzneimittel AG
Stadastrafie 2-18
D-61118 Bad Vilbel, Fepmanus

Tenedoun: ++49 6101 603-0
Qakc: ++49 6101 603-259

8. HOMEP(A) HA PABPEHIEHHWETO 3A YIIOTPEBA
Apera 10 mg - Per. Ne: 20100211
Apera 20 mg - Per, Ne: 20100212

9. JIATA HA ITBPBO PASPEINABAHE/TIOJHOBABAHE HA PAZPEIIIEHUETO 3A
YHNOTPEBA

Jlata Ha nbpBo paspeinagane: 25.03.2010
Hara Ha nocnegsHo nogHosaeane: 29.05.2015

10. JATA HA AKTYAIH3UPAHE HA TEKCTA

03/2020
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