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KPATKA XAPAKTEPUCTHKA HA IIPOAYKTA




1. HUME HA JEKAPCTBEHUA NPOJAYKT -

a W3lksikiTz HA ATEHLIASR NO NEKAPCTBATA
Aperal() mg puamupann Tadaexn Kpamka xapakmepucmuka Ha npogysmé - [Tpuaoxenue 1

e
Areta 10 mg film-coated tablets Ko Pez e AL A1
Apera20 mg uamupanu Taéaexu 07 AR Z 75 03 2010
Areta 20 mg film-coated tablets Paspewetius Me et —— 5
i CrioBpentis ie /.

2. KAYECTBEH U KOJTMYECTBEH CHCTAB

Apera 10 mg dpnavupann Tabaexun

Besika rabnetka chabpka 10 mg nepkaHMANIMHOB XUAPOXJIOPUA 1o hopMara Ha JIEPKaHUIAITUHOB
XUIPOXJIOpU] XeMHXHpaT. Tosa e eKBUBaIEHTHO Ha 9,4 mg JlepKaHUMIIHH.

Besika QpuMupana tabnetka cpabpika 36,55 mg akTo3a MOHOXMIpAT.

Apera 20 mg duavupann Tabaexn

Besika Tabnetka cbabpka 20 mg nepkaHuIMIMHOB XHAPOX/IOPUA NoA GOPMaTa Ha JIepKAHUIUITHHOB
XUpOXNopua xemuxuapar. Tosa e ekpuBaieHTHO Ha 18,8 mg nepKaHUAUITHH.

Besika punmupana abieTka cbabpxka 73,1 mg 1akTo3a MOHOXMAPpAT.

3a NBJIHKSA CTIMCHK HA IOMOUIHUTE BEMIECTBA, BUKTE TOYKA 6.1.

3. JEKAPCTBEHA ®OPMA
OuniMupaHy TablIeTKH.

Apema 10 mg ¢uwimupanu mabnemxu

XKbiTd, KpbriTH,6MKOHBEKCHH, GUIMHPAHU TabJIETKH ¢ IETUTETHA YepTa.

Henurennara yepra e camo 3a ynecHsABaHe Ha CYYNIBAHETO, 32 IIO-JIECHO MIOTITBILAHE, a HE 3a 1a pasaens
Ha PaBHM JI03H.

Apema 20 mg ¢purmupanu mabremxu
PozoBn, kpbriam, OUKOHBEKCHH GUIMHPAHH TabJIETKHM C JETUTENTHA YEPTA.
Tabnetkure Moxe na OpAAT pa3neneH: HA JBE PaBHU NOJOBHHH.

4. KJIMHWUYHU JAHHU
4.1 TepaneBTHYHH NOKA3AHHUA

Apera e MoKa3aH 3a JICYEHHE Ha JIeKa JI0 yMEPeHa eCeHUMATTHA XUIIEPTOHHSL.

4.2 Jlo3npoBKA H HAYHH HA HPHJIOKEHHE
Hauun Ha npunoxenue:
TlepopanHo npuiioxeHue.




Tabnetkure TpsabBa Na ce NOMIBUIAT C AOCTATHYHO KOJIMYECTBO TEUHOCT (nanpumep yawa Boja).
Hpenopbuntennara no3a ¢ 10 mg nepopaiHo €auH MBT AHEBHO, MOHE 15 MHHYTH MpeAH XpaHeHe (3a
NPEeANOYUTAHE NPE/IM 3aKyCKa). B 3aBMCHMOCT OT MHAMBHIYaTHUS OTIFOBOP HA MALUEHTA, J103aTa MOYKE
na ce ysenuuu a0 20 mg.

Jlepxanyaunua CTAJIA 20 mg dpunmupanu TablieTku

Tabnetkure Morat fa 6s1aT pas/iesieHH Ha [Be PaBHHM NnoNoBUHA. OCTaHaaTa TIONOBHHA Ha TabJeTkaTa

TpsibBa 1a ce ChXpaHsBA Ha 3ALMTEHO OT CBETIMHA MACTO. Ta3u OCTaBalla TONOBHHA TpsiOBa na 6bae

TIpYeTa ChC cliesBalla 7103a.

Hosarta Tps6Ba fa ce THTPHPa MOCTENEHHO, 3aIOTO 32 /1A CE MPOSBH MAKCUMATHUST aHTHXMIIEPTEH3UBEH

eekT Moxke 1a ca HEOGXOMMH OKOJIO 2 CeMHLH.

Hsikon maLiMeHTH ¢ He3a10BOHUTeNEH KOHTPOI OT €/IH aHTHXHIIEPTEeH3MBEH ICKAPCTBEH NPOIYKT, MOXE

Ja Ce MOBJMAST 6;1aronpUsTHO NpU NPHOABAHETO Ha ApeTa KbM JIeYeHHeTO ¢ GeTa-6i1okep (aTeHonon),

MY PETHK (XMAPOXTOPOTHASUA) WM HHXUOHTOD HA AHTHOTEH3NHH-KOHBEPTUPALIMA €H3UM (KANTOMpUJI

WIIM eHaNTarIpwI). |
Tif kaTo KpUBaTa 103a-0TTOBOP € CTPBMHA ¢ [UI1aTO MpH J03U Mesxay 20-30 mg, He ce oyakBa no-go6pa |
e(EKTUBHOCT NPH NO-BHCOKH JI03H, HO HeXeJlaHUTe e(eKTH MOTaT 1a CE YBCJIHYaT.

IpunoxeHue B CTap4YcCKa Bb3pacT

B’prCKI/I qe cnopen q)apMaKOKI/IHCTI/I‘-IHHTe JAaHHH M KJIMHHUYHHS OIIUT HE C€ Hajlara KOpHUI'UpaHe Ha
103aTa, NpH 3ar1o4YBaHe Ha JICUCHUCTO IIPH MAlUEHTH B Harip€Hana Bb3pacT € H606XOI[I/IMO ocobeHo
BHHMAaHHC.

[Npunoxenue npu Aeua
ApeTa He ce TIpenopryBa 3a MPHIOKEHHE NpH Jela noa 18 roaniuHa ew3pact, opagy HEAOCTATHYHU
JIaHHH 3a 6€30MacHOCT H e(PUKACHOCT.

IpunoxeHne nNpy NauUeHTH ¢ HapylieHa 6b0pevHa uaK YepHoapoOHa DYHKIHS

Heo6x01uMO0 € 0co6eHO BHUMAHKE NP 3aMOYBAHE HA JIEYEHHETO TIPH TIALMEHTH C JIEKO JI0 YMEPEeHO
HapyieHa 6s0peyna 1 yepHoapoGHa GyHKLHs. Berpeku ue o6uuaiinata npenopbumMTeHA 1033 MOXKE 1
Ce MOHACA OT Te3W MALIHEHTH, YBENTUIEHHETO Ha lo3aTa 10 20 mg qHeBHO TpaOBa 1a ce OChLIECTBIABA
BHMMAaTe/HO. AHTHXMNEPTEH3UBHUAT eEKT MOJKe [a Ce YCUIIH NPHU MALKMEHTH ¢ Y4EPHOAPOGHO
YBPEXKJIaHE M CIEI0BATEIHO € HEOOXOAMMO KOPUTHPAHe Ha 1034Ta.

Aperta He ce npenopbYBa 3a ynorpeda IpH MaUUEHTH C TEXKO HAPYIIEeHa YePHOAPOOHA (yHKLHMS WK
NPH NaLMEHTH ¢ TeXKO 6BOpeUHO yBpexkaaHe (CKOpOCT Ha rioMepysiHa puarpaums < 30 ml/min).

4.3 I[IporuBonokazaHus

- CBpBXYYBCTBMTENIHOCT KbM aKTHBHOTO BELIECTBO, KbM HAKOHM JUXHIAPONMMPHINHH, HIIH KbM HSKOE
OT [IOMOIIHUTE BellleCTBa
- bpemeHHoOCT M KbpMeHe (BrXk TOUKa 4.6)
- JKeHu B meTepoIHa BB3PACT, OCBEH aKO HE CE U3MOJI3Ba e(DeKTUBHA KOHTpaLICNLIs
- OOcTpykiMs Ha U3XO/a Ha J1sABaTa Kamepa
- Henekypana 3acToiiHa chpAeyHa HEIOCTATLYHOCT
- HecrabunHa anruHa nekropuc
- Texxo 666pevHO UK YePHOAPOOHO YBpEKAaHE
- Jlo enuH Mecell ciell MHOKapIeH HHbapKT
- Ilpu enHOBpEeMEHHO MPUIIOKEHHE Ha:
e  Cunu naxuburopu Ha CYP 3A4 (Brxk Touka 4.5)
e JluxnocnopuH (BWX Touka 4.5)




¢ Cok ot rpeiindpyT (BrX Touka 4.5).

4.4 CrenuajiHn npexynpexaeHus: H NPeXNA3ZHH MEPKH NpH ynoTpe6a

Heo6x01umo € ocobeno BHIMaHHE NPU IPUIIOKEHHETO HA APeTa NP MALMEHTH Che CHHIPOM Ha OO0JTHHA
CHHYCOB BB3€J1 (aKO He e HalMLe in situ neficMelikbp). BeIpeku ye XeMOIMHAMHYHHITE KOHTPOIHPAHH
MBIIUTBAaHHUS HE IEMOHCTPHPAT HApYIICHUE HA KaMepHaTa QyHKIHS, HEOOXOAMMO € BHUMAHHUE NIPU
TAaLKMEHTH ¢ sieBokaMepHa auchyHkuus. [Ipennonara ce, ye HIKOM KPAaTKOAEHCTBAIIN HXHAPOTTUPHIHHH
morar /ia 6b1aT CBbp3aHH C TIOBHLIEH CHPAEYHO-CHIOB PHCK MPU MALUEHTH C HCXeMHYHA GolecT Ha
chpueTo. Benpeku ue Aperta e abaropeiicTeanl, py Te3H NaLUEHTH e HeOGXOIMMO BHUMAHHE.

HAKOM IMXHAPOIHPHANHH PAKO MOTaT Ja IOBEJAT A0 IPeKopaMaiHa G0IKa WTH aHTHHA EKTOPHC.
MHoro psnko Npu NauxeHTH ¢ IpeiecTBalla aHTMHa NEKTOPUC MOYKe 1A Ce MPOSBST yBE/IUIeHHe Ha
YE€CTOTATA, NPOAB/LKUTEIHOCTTA H TEXKECTTA HA CTEHOKAPAUMTE NPHUCThIM. Morar aa ce Habmoapar
U30JMPaHy Clly4au Ha HHGApKT Ha MHokapaa (Bx. 4.8).

LIpunodicenue npu napywena 6vopeyna unu uepnodpobua Gyuxyus

HeoGxonuMo e ocobeHo BHUMaHue NpH 3a104BaHe Ha JIEYEHUETO NP MALMEHTH C JIEKO 10 YMEPEHO
HapyuieHa 6b0peyuna u yepHOApPoGHa QyHKUHA. Bnpexu e oGuuaiinata npenopbunTeIHa N03a MOXKE /a
CE MOHACS OT Te3U NAaLMEHTH, yBEJIMYEHUETO Ha 1o3aTa 10 20 mg AHEBHO TPsAOBA 14 Ce OCBLIECTBIBA
BHHUMATEITHO. AHTUXUTIEPTEH3UBHHUAT €()EKT MOXKE 1a Ce YCHIIM NPU MAILUEHTH ¢ YEPHOAPOOHO
YBPEXKAAHE W CIEN0BATETHO € HEOOXOMMO KOPUIMpaHe Ha J103aTa.

ApeTa He ce npenopbuBa 3a ynorpeba NpH NALHEHTH C TEXKO HapylueHa 4epHOApo6Ha QYHKIHMA M NpH
NaLMeHTH C TeXKO HapylueHa 6s0peuna dyrkuus (GFR<30 ml/min) (8x. 4.2.)

AnKoXosT TpsAOBa fa ce U30TBa, THIf KaTO MOXKe Jia YCHIIH e(DeKTa Ha Ba3OJAMIATATUBHHUTE
aHTUXHMIIEPTEH3MBHH JlekapcTBa (Bxk. 4.5).

Hunykropure na CYP3A4, kaTo aHTHKOHBYNCAHTH (Harp. GeHUTOUH, KapGamMasenuH) 1 pudaMImIHUH .
Morar Jia HaMaJIAT IUIa3MEHUTE HABA HA JIEPKAHHIMITNH U TOBA Jia JOBeJIe 10 MO-HUCKa e(heKTUBHOCT Ha
JIEPKaHUIUIIMH, B CPaBHEHHE ¢ ouakBaHara (BxK. 4.5.).

Enna rabnerka cbabpxka 36,55 mg nakro3a MoHoxuapat (Apeta 10 mg dunmupanu tabnetku) u 73,1 mg
nakro3a MoHOXuApaT (Apeta 20 mg punmupanu Tabnetku). ITopanu Toa He TpsOBa Aa ce npuiara npu
NalyeHTH ¢ Lapp lakTasHa He0CTaTbYHOCT, TaJIAKTO3EMMS HIIH ManaGcopOLMOHEH CHHIPOM Ha
IJIOK03a/TanaKTo3a.

4.5 BsaumojelicTBHe ¢ APYIH JieKAPCTBEHH NPOIYKTH U APYrd GopMH Ha B3auMoAelcTBHe

HsBecTHO €, ue nepxaHuaunuH ce Metabomusupa ot ensuma CYP3A4 u nopanu Tosa €JHOBPEMEHHOTO
HPHIIOKEHUE Ha UHXHOHTOPYU U MHAYKTOpU Ha CYP3A4 Morar 1a NoBIHAAT METaboIN3Ma 1
€JIMMUHUPAHETO Ha JIEPKAHUTUITHH,

Tpsbea na ce u3bsrEa €NHOBPEMEHHOTO HA3HAYEHHE HA JIEPKAHUIAMIIMHOB XHAPOXJIOPHI ¢ HHXMOHUTOPH
Ha CYP3A4 (nanp. keTOKOHa30J1, UTPaKOHA30J1, PUTOHABUD, EPUTPOMHULIMH, TPOJIEAHAOMHUIIMH (BHK
Touka 4.3).

Hznursane 3a B3aumoelcTBHe cbe cuileH HHXUOHTOP Ha CYP3 A4, KeTOKOHA30I1, NOKAa3Ba 3HAYUTEITHO
MOBULICHKE Ha [UIa3MEHUTE HHUBA Ha JIEPKaHUAMIUH (15 mbTH noBHiIeHHe Ha miowTa noa kpusara AUC
1 8 ITbTH TIOBULIIEHME HA MaKCUMAJIHATA TTa3MeHa KOHLeHTpalus Cmax 3a eyToMepa S-epKaHUAHITHH).
HMkiocnopuH 1 nepkaHuMH He TpsIOBa Aa ce mpuiiaraT eHOBPEMEHHO (BUXK Touka 4.3).

[Ipu eanOBpEMEHHO NpUIIOKEHHE Ce HAOMIOAABAT MOBHILICHH I1a3MEHM HUBA KAKTO Ha JIEPKAHUAHUIINH,
Taka M Ha LMKJIOCOpHH. [IpoyuBaHe npy MilaaM 34paBH 10OPOBOJILIM MOKa3Ba, Y€ aKo LIMKIIOCTIOPHH Ce
npuiara 3 yaca cjie/l IPUEM Ha JIEPKaHWIMIINH, TJIa3MEHUTE HHBA Ha JIEPKAHW/NIIUH HE Ce TIPOMEHST,
nokaro AUC na uvknocnopus ce nosuinaeat ¢ 27%. EqnospeMeHHOTO npuioxkenue obade Ha




JCPKaHUUITHHOB XHUAPOXJIOPH] € LIMKJIOCTIOPHH BOAH 10 3 MBTH yBEIMYEHHE Ha IJIa3MEHHUTe HUBA HA
JepkaHuaunuH U 21 % ysenudenne Ha AUC Ha LHMKJIOCTIOpHH.

Jlepkanuaunun He TpAGBa A ce IPHUeMa Che COK OT IpelnppyT (BHK TOUKA 4.3).

Hono6Ho Ha npyru AMXHAPONHPHAMHY, IEPKAHUINIIHH € ¢ MeTaboNHU3bM, YYBCTBHUTENICH KbM
MHXHOHPaHe OT COK OT rpeHndpyT ¢ MOCIEABALIO NOBUIIEHHE HA CHCTEMHATA GHOHATHYHOCT 1 YCHJIBaHe
Ha XHIIOTEH3UBHUSA eEeKT.

IIpyn enHoBpeMeHHO NepopaTHO NprIoKeHue Ha 20 Mg TePKAHUIUITHH C MHA30/1aM OT A06poBoILH B
CTap4ecKa BB3pacT, pe3opOLmaTa Ha JIEpKaHUAHINH ce yBennuana (¢ okono 40 %) u CKOpOCTTa Ha
pezopbuusra Hamanasa (Tmax Hamanssa ot 1.75 10 3 uaca). KoHLeHTpaumuTe Ha MUIa30aM OCTaBaT
HETPOMEHEHH.

Heo6x0numo e BHUMaHHe NpH € THOBPEMEHHOTO Ha3HAYEHHE Ha JIePKAHHIHITHHOB XMIAPOXJIOPUA C
apyru cyberparty Ha CYP3A4, kato tepdenanns, acremuson, antuaput™uiy kiac 111, Halp. aMMOAapoH,
XUHUIMH.

EnHoBpeMeHHOTO MpHoXKeHHe Ha JIepKaHUAUNUH ¢ uHaykTopu Ha CYP3A4, kato AHTHKOHBYJICAHTH
(Hanp. penutounn, kapbamasenuu) 1 pudamMIULMH TPSGBa Ja ce OChIIECTBABA BHUMATEIHO, Thil KATO
AHTUXMTICPTEH3UBHUAT eheKT MOKe a Ob/ie HaMaNeH i KPBBHOTO HaAraHe TPA6Ba 1a ce H3MepBa [o-
94eCTO OT OOMYAMHOTO.

Tpu enHOBpeMeHHO NPUIOXKEHHE Ha JIEPKAHHAMIIHH C METOTIPOIOI, GeTa-610Kep, KOHTO ce eJIMMHUHHPA
TJIaBHO 4pe3 YepHHs Apo6, GMOHATMUHOCTTa Ha METOIIPOJIOIN HE Ce POMEHS, A0KaTO GHOHATHYHOCTTA Ha
JlepkaHUaUITHH HaMasiBa ¢ 50 %. Tosu edekT Moke f1a ce Ab/LKH Ha HAMAJIEHHE HAa YEPHOAPOOHHUSI
KpPBBOTOK, NPUYHHEH OT GeTa-610KepuTe U Mopaay ToBa MOXe a Ce [POSIBM U TIPK APYTH JIEKApCTBa OT
Ta3u rpyna. Ci1e10BaTesHo JIEPKaHHIMIHH MoYke Ge30I1acHo J1a ce MpIiara 3aeHo ¢ 6eta-GrnokepH, Kato
€ HeoOX0AMMO KOPHTHpaHe Ha J103aTa.

IIpoyusane 3a B3aumozelicteune ¢ diryokceTnn (mhxuGurop Ha CYP2D6 u CYP3A4), nposeneHo npu
A0OPOBONLM Ha BB3pacT 65 + 7 roguHu (CPeIHO + CTaHIAPTHO OTKJIOHEHHE), He [TOKA3Ba KIMHHYHO
3HAYMMH TIPOMEHH BB (PapMaKOKHHETHKATa Ha JIEPKaHWIUITHH.

EnHoBpeMeHHOTO npusoxenue Ha 800 mg LIMMETHINH IHEBHO He BOJIM 10 3HAYMTENHH POMEHH B
IIA3MEHUTE KOHLIEHTPALMHM Ha JISPKAHUAUIIMH, HO TIPH O-BUCOKH J03H 00aue e HeoOOX0AHMO BHUMAHHE,
Thi1 KaTO MOXe J1a Ce yBenuyaT OHOHATMYHOCTTA H [1a C€ YCHIIH XMIIOTEH3UBHHAT epeKT Ha
JIepPKaHWIUITHH.

EnHospemenHoTo npuioxenne Ha 20 mg AepKaHUANIIMH IPY NALHEHTH, JTEKYBAHH NPOABIDKUTETHO
BpEME C P-METHJIJIHTOKCHH, HE ICMOHCTPHPa (pPapMaKOKHHETHYHH B3aUMOASHCTBYSL. 34paBu 1o6pOBOILIH,
JIeKYBaHH C IMTOKCHH CJle/l priiokeHue 20 mg JepKaHUAUIMH Ha TAJHO, MOKA3BaT CPeIHO yBeIUYeHHE
Ha Cmax Ha gurokcus ¢ 33%, nokato AUC u OBOpeUHHAT KIMPBHC HE Ce IPOMEHSAT CHTHH(MHKAHTHO.
TanpeHTH ¢ NpUApPY)aBalIo JieueHHe C AMTOKCHH TPSOBa BHUMATENHO KIIMHUYHO 1a Ce NpOociIeBaT 3a
6ene3n Ha IUrUTATCOBA HHTOKCHKALIMS.

[Ip1 eAHOBpEMEHHO MHOTOKPATHO NpHIIoXkeHHe Ha 20 mg nepkanuaunuH ¢ 40 mg cumBactatun, AUC Ha
JE€PKaHUIMIIMH HE Ce IPOMEHS CMrHM(HKaHTHO, 1okato AUC Ha CHMBacTaTHH ce yBenn4ana ¢ 56%, a Ha
aKTUBHHUS My MeTabOMHT B-XHIPOKCH KHcesnHa - ¢ 28%. He ce ouakBa Te3H MPOMEHH a HMAT KJIMHHYHO
3HaueHue. He ce o4yakea B3anmoaeHcTBIE KOraTO IGPKAHMIUIIUH Ce IPUEMaA CYTPUH, a CHMBACTAaTHH Ce
NipuJiara Be4ep, KakTo ce NpernopbyBa 3a TOBa JeKapcTBO.

EnnoepemMeHHOTO npHnoskenne Ha 20 mg JiepKaHUAMIHH Ha TJ1JHO NPH 3IpaBH J0OPOBOJILIH He
NPOMEHAT (papMakOKHHETHKATa Ha BaphapuH.

Jlepkanuaunun moxe na 6bae 6e3omnacHo npunara ¢ quypetiun 1 ACE-uaxuGuTopu.

Ankoxon TpsbBa na ce U30ATBa, Thil KATO MOJXKe J1a yCUIH e(PeKTa Ha Ba30AMIaTATUBHUTE
AHTUXHIIEPTEH3UBHH JieKapcTea (BIK TOUKa 4.4).

4.6 bBpeMeHHOCT H KLpMeHe
,HaHHI/ITe 3a JICpKaHUIUTIMH HE MMOKa3BaT JOKa3aTeJICTBA 3a TEPaATOrCHECH ec’peKT NpH TNIBXO0BC H 3alOU U
PENPOAYKTHBHOCTTA MPH ILUIbXOBE He Ce Hapylasa. He3aBUCUMO OT TOBa, NOpAaH JIMIICA HA KIIMHUYEH




OIUT C JIEPKAHHUIUNHUH IPH OPEMEHHOCT M KbPMEHE M 10PN TePATOTEHHUAT e)eKT Ha APYru
AVXHIPOTIMPUIIMHH TIPH XKUBOTHH, ApeTa He TpsaOBa 1a ce Mpuiara 1o BpeMe Ha GPEMEHHOCT MITH TIpH
KEHH B JICTEPOJIHA Bb3PACT, OCBEH aKO He Ce Nnpuiiara eekTHBHA KOHTpauenius. [lopaay BucokaTa
JHMIO(HUIHOCT Ha JIEDKaHHUIIAH, MOXKE [1a Ce OYaKBa H3IbuBaHe B KbpMmara. ETo 3awmo He TpsaGBa na ce
NpuIara Npyu KbpMeLH XeHH.

4.7 Edexrtu BbpXy cniocofHocTTa 32 odHpane 1 padoTa ¢ MAMIHHA

Kiuauuauar onur TIOKa3Ba, 4€ € MaJIKO BEPOATHO JCPKaHUAUNNH Ja HapyuHr CITOCOOHOCTTA Ha nanycHra
3a HIO(bI/IpaHC u pa60Ta C MalIuHH. B'prCKI/I TOBa € H606XOHI/IMO BHHMAHHE, 3al0TO IIOHSKOTa MOXKE J1a
BB3HMKHAT 3aMasHOCT, aCTEHUS, yMOpa U PIJIKO CHhHIUBOCT.

4.8 HexenaHH JIeKapCTBEHH PeaKIHH

YecToTaTa Ha HexeNaHUTE JIEKAPCTBEHH PEaKLMH € OIpeeNieHa KakTo cile/IBa;

Mtuoro yectn (=1/10), wectn (>1/100 no <1/10), weyectn (>1/1 000 no <1/100), peaxu (>1/10 000 g0
<1/1 000), maoro penxu (<1/10 000), ¢ Heu3BecTHa YecTOTa (OT HAIMYHHUTE JaHHH HE MOXKE /1a 6ble
HallpaBeHa OLICHKa).

Hexenanu peakumn ce nosssaBat npu okosio 1,8 % oT JiekyBaHHTE TaLMEHTH.

Tabnuuarta nokasea 4ecTOTaTa Ha HEXKEJIAHUTE JICKAPCTBEHH PEAKLIMM, C [IOHE BEPOATHA MPHYHHHO-
CJIEICTBEHA BPB3Ka, rpynupanu criopel MeDRA koHBeHLMATa IO OpPraHd U CHCTEMH M NOAPEAEHH 1O
4eCTOTa (HEYECTH, PEIIKH).

Hai-uecTo cpemanuTe HexxenaHH J1eKapCTBEHH PeakiMK, ChOOLUEHH OT KOHTPOJIMPaHH KITMHHYHU
MpOYy4BaHUA Ca I11aBoboNHe, 3aMasHOCT, nepudepeH eneM, Taxukapaus, ChplebreHe, 3a4epBsIBaHe, KaTo
BCAKA OT TAX €€ N0ABABA IIPH no-Maiiko ot 1 % ot manueHTHTE.

Uscnenpanus:
JlepkaHuIUNHH He NOBNUABA KPBBHATA 3aXap HIH CEPYMHUTE JIMIHIHN HUBA.

CbpieyHHd HapyIUEHUS:

Heuectu: Taxukapams, chplieOuene.

Penxu: AHruna nexropuc

Hskou TMXUIpONMPUAMHN MOTaT 1a IOBEAT A0 IIPeKOpAHaiHa G0JIKa UiIM aHTHHA NEKTOPHC.

Mmuoro penku: IIpy naupeHTy ¢ npeamecTBalla aHrMHA MEKTOPUC MOXKE 14 C€ MOBUIIHN YECTOTATA,
NPOABL/KHUTETHOCTTA MK TEXECTTA Ha TE3H NIPUCTBIK. Moxe Jla ce HabIoaaBaT U30JIMPaHM CIy4an Ha
MHOKap/IeH uHbapkKT.

HapyineHnue Ha HepBHATa CUCTEMA
Heuectn: I'naBoGonue, 3aMasgHOCT.
Penku: CoMHOJIEHTHOCT

CroMaluHO-YpEBHU HAPYLICHUS:
Penku: I'anene, nucnencus, anapus, kopeMHa 60JiKa, MOBPbIIAHE.

Hapyiuenus Ha OpOpenTe U MUKOYHUTE ITHTULLA.
Peaxu: INommypns

HapylieHus Ha KOXaTa U NOJKOXHATA ThKaH
Penxu: O6pus
Hapyuienus Ha MycKyJIHO-CKeJIeTHATa CUCTEMA U ChEMHUTETHATA THKAH:

Peaxu: Muanrus




Cb10BH HapyIIEHUS:
Heuectu: 3aueprasane
Muoro peaxu: Cunkon

OO61y Hapymenus u edekTy Ha MACTOTO HA PHIIOKEHME:
Heuectu: Ilepudepen egem
Penxn: Acrenus, ymopa

OT crioHTaHHU C’I>O6III€HI/IH NIPH NOCT-MapKETUHIOBH U3CJIEABAHUA, Ca C’I)O6H.I€HI/I CJICAHUTE HEXKEJIaHU
pPe€aKLu:

Hzcnenpanus:
MHoro peaxu: O6paTUMO NIOBUUIEHHE Ha CEepYMHHTE HHUBA Ha YepHOAPOOHUTE TPaHCAMUHASH.

CTOMAaIIHO-YPEBHH HAPYIIIEHHS:
Mhnoro penxu: I'narusainna xuneprpodus

Hapymenus Ha 60penyTe ¥ IMKOYHUTE MBETHINA:
Muoro penku: Yecto ypunupane

Cp0BM HapyIlIeHHS:
MHoro penxu: Xunoronus

OO61m HapymieHus ¥ e)eKTH Ha MICTOTO Ha MPWIONKEHUE:
Muoro penxu: bonka B repaute

4.9 Ilpexosupane

B moct MapkeTMHroBM NpOy4YBaHUs TPHU Cllydast Ha Mpefo3UpaHe ca choGueHH (MpH 103K ot 150 mg,
280 mg u 800 mg nepkanuIMITHH, TIPHIIOKEHH € L€l caMOyOuiicTso). Ilpu mbpBHA NalKeHT ce
HalJlofaBa CHHITMBOCT H € HalpaBeHa CTOMAILHA poMuBKa. [IpH BTOpHS MaliMEHT ce pa3BHBa
KapIHOTEHEH IIOK € TEKKa MHOKap/AHa HCXeMHUs U JieKa ObOpedHa HeJIOCTATEYHOCT U € JIEKYBAH ¢ BUCOKH
103U KaTeXOJIaMUHH, (ypo3eMu, TMIHTAIMC U IAPEHTePATHH [U1a3MeHH 3aMmecTuTend. [lpu Tpetust
NALMEHT ce HabJllo/aBa MOBPbLIAHE U XUIIOTOHHMS U € JIEKYBaH ¢ aKTUBEH BBIJIEH, IAKCATUBH H HHY 315
¢ nonaMuH. M TpHMara nalmeHTH ce Bb3CTAHOBSBAT €3 MOCIIEICTBHS.

Moske na ce ouakea, ye peIO3UPAHETO e JOBee A0 MPEKOMEPHA NepHdepHa Ba30AUIATALUS ChC
3HAYUTEIIHA XUITOTOHHUS U pe(IEKTOpHA TaXMKapaus. B ciydaii Ha Texka XUNOTOHMS, GpaTuKapaus 1
3aryba Ha Chb3HaHHE Ce MpUIIara NoANbPIKAIIO ChPAEYHO-CHAOBO JIEUEHHE H HHTPABEHO3HO aTpOMNUH 3a
Opaaukapaura.

Hopanu Npoab/KATENHUAT BapMaKONOrHyeH eeKT Ha JIEPKAHUMIIMH, TIPY NPEJO3UPaHEe € MHOTO
BXHO CHPAEYHO-CBHIOBATAa CHCTEMA Ha TALIMEHTHTE [1a C€ MOHHTOPUpA B MPOIBIDKEHHE NOHE Ha 24 yaca.
Hsima nndopmaums 3a nonzara ot auanmsara. Thif KaTo JIEKAPCTBOTO € BUCOKOMHIO(PHIHO, MHOTO €

BEPOATHO MIIA3MEHHUTE HHBA Jia HE ca MOKA3aTe/IHHM 3a NpOABJ/DKHUTCIIHOCTTA HA PUCKOBHUA IIEPHOS U
JyaiM3ara MOXKE Ja He € C(i)eKTI/IBHa.




5. PAPMAKOJIOTAYHA CBOICTBA

5.1 PapmaxkoguHaMHYHY CBOHCTBa

Hono6uo Ha APYTHTe acuMeTpuuHK 1,4-z[p1xmxponnppmnnn, aHTHXUIEPTEH3UBHOTO NelCTBHe Ha
JICPKAHNIUIIMH Ce IBJLKHM IMaBHO Ha S - €HaHTHOMepa.

B nonbanenue xpm KIMHHYHATE NPOyYBaHHUs 3a NOAKpena Ha TepaneBTHYHYTE NoKa3aunus, ca
NPOBEACHH H NOMBIHMTENHN Manky HEKOHTpONIHpany, Ho PaHIOMHU3HpaHu NpoyuBaHuy ¢ NALHEeHTH ¢
TEXKKa XUNEPTOHHUs (cpeano + SD ANACTONHO apTepHaTHO Hansrane | 14.5+3.7 mmHg). Tezu
TIpOYIBaHHA 0KA3BAT, Ye KPBBHOTO HajlAraxe ce Hopmanuzupa B 40 % o 25-te manuenTa MpH
Hpusoxenve Ha 20 mg CIHOKPATHO HEBHO H B 56 % oT 25-Te manmenTta [P NprnoxeHne Ha 20 mg
ApeTa IBa mbTH nHeBHO. B ABOHHO-CIIsMO, PaHIOMH3MpPaHO KOHTpOTUpaHo Hpoy4BaHe cnpsiMo nnane6o
TIPH NALMEHTH ¢ U301MpaHa cucToNHa XHIEPTOHHS, Apeta e edekTuBeH 3a IIOHWXKaBaHe Ha CUCTOJIHOTO
apTCPHAIHO HaNAraHe OT HaYaIHy CTokHOCTH 172.6+5.6 mmHg no 140.2+8.7 mmHg,

5.2 PapmakokHHeTHYHK CBOJicTBA

AGcop6unsa

IMopanu Bucokus first-pass MeTabousbM, abeomoThara OHOHATMYHOCT Ha Apera cnen repopanso
NIPUIIOXKEHWE NpH NaLMeHTH No BPEME Ha XpaHeHe e okosio 10 %, BBIIPEKH Ye HamaisiBa no 1/3 NpH
3ApaBH NOOPOBOIILH, NPHIIOKEH Ha IJIaJHoO.




Buotpancpopmanns

Apera ce MeTabonusupa B ronsama crenen ot CYP3A4, kato B ypunara u teneca He ce OTKpHBa
HENPOMEHEHOTO BemecTeo. [IpeBpbina ce npeIMMHO B HEAKTUBHM METAGONMTH M NPUGTH3HTENHO 50%
OT [103aTa C€ W3JIbYBA C YPHHATA.

Onurty in vitro ¢ HoBEMIKH 4ePHOAPOOHH MUKPO3OMH MOKA3BAT, Ue JIEPKAHWIAMIIMH B 3BECTHA CTEMCH
nHxubrpa CYP3A4 n CYP2D6 B KOHLEHTpaluK choTBeTHO 160 mbTH 1 40 MbTH MO-BUCOKH OT TE3H,
AOCTHTHATH MPU MaKCHMaJIHA MJ1a3MeHa KOHUEHTpalus cie/l npuioxenue Ha 20 mg.

Oceen ToBa NpoOyYBaHKATA 32 B3aMMOZIEHCTBHS TIPH XOPA NIOKA3BAT, Ye JePKAHHANIMH He IPOMEHs!
TUIA3MEHUTE HUBA Ha MUIa30/1aM, THIHYeH CyOcTpaT Ha CYP3 A4 unu Ha MeTONpos101, TUITHYEH
cyberpar Ha CYP2D6. CnenoBaTelHO B TeparieBTHYHH 034 He ce o4akBa Apera qa MHXHOHUpa
GuoTpanchopmanyiTa Ha JekapceTea, Metabonusupanu or CYP3A4 u CYP2D6.

Ennmuuupane

EnvMUHUpaneTo ce ochliecTBsABa IIIaBHO upe3 GuoTpaHcdopMalius.

CpenHoTo BpeMe Ha MOy MBOT Bb3/M3a Ha 8-10 yaca, a TepaneBTHYHATA AKTUBHOCT NPObIDKABA 24

Haca ropajin BUCOKara CTEeNeH Ha CBbp3BaHe C JIMNuaHaTa MemOpaHa. [Ipy MHOrOKpaTHO npunoxeHue He |
ce HabmonaBa akyMyJauus. |

JInneiinoct / Hennueiinocr

ITepopantoTto npunoxenue Ha Apera BOAH [0 IUIa3MEHM HUBA Ha IEPKAHUIUITHH, KOUTO HE ca
NpaBONpPOTIOPLHOHATHH Ha 103aTa (HeNMHeapHa KuHeTHKa). Crien npunoxxerue Ha 10, 20 uim 40 mg,
CBHOTHOLIEHHETO MEXK/Y MAaKCHMAITHUTE IU1a3MEHH KOHLIEHTpauuH e 1:3:8, a CbOTHOIIEHHETO MEKITY
TUIOIITA MO/ KPHBATa IUla3MeHa KOHLEHTpauus - Bpeme € 1:4:18, koeTo npeanonara nporpecHBHO
Hachane Ha first-pass MeTabonmsma. Cie10BAaTEHO HAIMYHOCTTA HAPACTBA C YBEJIMYABAHETO Ha
Jo3ara.

XapakTepHCTHKH NPH NAUHEHTHTE

IIpu naimenTr B cTapuecka BB3pacT, MALMEHTH C JIEKO 0 yMEPEHO HapylIeHa 6LOpeyuna hyHKLHS MK ¢
JIEKO 10 YMEPEHO HapyllleHa YepHOApoOHa GYHKLMS, (hapMaKOKHHETUYHOTO MOBEICHHE HAa
JepPKaHUIMINKH € OUI0 CXOHO ¢ HabMI0IaBaHOTO Mpu 061iaTa NomyJiauus OT naumeHTuy. [lauuenTs ¢
TeXKH OBOPEYHHU HapyIIeHHs WM MAllHeHTH, 3aBUCHMH OT IUAIN34a, TOKA3BaT [10-BUCOKH HHBA
(npubnusutento 70%) Ha nekapcTBoTO. IIpH MALMEHTH ¢ yMEPEHO A0 TEKKO HapyllleHa YepHONpobHa
(yHKUMA MMa BEPOATHOCT CHCTEMHATa GHOHAJIMYHOCT Ha JIEPKAHHMIMINH Ja Ce YBEJHYH, Thi KaTo 110
NPHHLIMI JIEKAPCTBOTO C€ METaOOIM3Mpa B TOJIIMA CTENEH B YEPHHS Apol.

5.3 IlpenkJMHMYHH JaHHH 32 6e30MaCHOCT

DapMaKOIOrHYHHTE H3C/IeIBaHUA 32 6€30MACHOCT MPM KMBOTHH He MOKA3BAT MOBJIUIBAHE HA
ABTOHOMHATa HEPBHA CHCTEMa, LICHTPAJIHATA HEPBHA CHCTEMA HJIM CTOMAIIHO-YPEBHATA ASHHOCT NpH
AHTUXHIMEPTEH3UBHH J103H.

3Haunmu edekTH, HabnroIaBaHy NPU NPOLIDKUTETHH NPOYYBAHUS MPH IUILXOBE H KyYeTa, ca CBbp3aHH
APSIKO WM KOCBEHO € M3BECTHUTE €(DEKTU HAa BUCOKM 103H KAJIUMEBU aHTATOHUCTHU U CE AbJDKAT
MPEeAMMHO Ha NMPEKOMEPHO rojisiMa ¢papMakoIMHAMUYHA AKTUBHOCT.

JlepkaHHMIMIIUH HE € TEHOTOKCHYEH H He MOKa3Ba JaHHH 3a KApLIMHOTEHEH PHCK.

DepTUnuTeTHT M 06LIOTO PENPOTYKTHBHO MOBEACHHE MPH IUILXOBETE HE Ce MOBJIUABAT OT JICYSHHETO C
JIEPKaHUIUTIVH.

HsMa nanHu 3a TepaToreneH eeKT Npu ITHXOBE U 3ailiy; BhIIPEKM TOBA NIPH MUTBXOBE, JIEPKAHMIUIHH
BBLB BUCOKH JI03H TPE/IM3BUKBA Mpe- H NOCTHMIUIAHTALIMOHHH 3aryOu m 3abaBsHe Ha (eTanHoTO
pasBuTHE.




Koraro nepkaHuannuuoB xunpoxiopus ce npuiara BbB Bucoku 1034 (12 mg/kg/nen) no Bpeme Ha
paskaaHe, BOAH IO TUCTOKHS.

PasnpenenenneTo Ha nepKaHUIUITHH H/WITH HETOBUTE METAOOHTH B GPEMEHHM KMBOTHH M M3 HbYBAHETO
MYy B KbpMaTa UM He € H3CJISIBAHO.

MertaboauTuTe He ca H3CJI€ABaHH NIOOTACIHO B TOKCUKOJIOTHYHHU HU3CIICABAHUS.

6. ®APMAIEBTHYHH JAHHU

6.1 CuoHcek HA NOMOIIHATE BeLECTBA
JlakTo3a MoHOXHApAT
IIpexenaTHHU3MPAHO LIAPEBUYHO HUILECTE
Kpockapamenosa Hatpuit

Xumpomerosa

Cununuues JUOKCHA, KOJIOMICH, Ge3B0AEH
Marne3sues creapat

Apeta 10 mg ¢punmupanu TabneTku

Gunmupaiuo nokpure (Onaapaii ®biaTo)

Xumnpomenosa

Makxkporon 8000 i

Turanor nuokcun (E171) |
\

Tank, xenesen okcun xbiat (E172)

Apeta 20 mg ¢unmupanu TabneTku
Ounmupamio nokpute (Omnanapait po3os)
Xumnpomenosa

Maxporon 8000

Turanor muokcun (E171)

Tank, xenesen okcun yepsen (E172).

6.2 HecnBMecTHMOCTH

Henpusoxumo.

6.3 Cpok Ha roguoct

3 roauHHu.

6.4 CnennajHH yCJIOBHA Ha CbXpaHeHHe

I[a C€ CbXpaHsiBa B OpruHajiHaTa ONAKOBKA, 3a Ja C€ MpeAna3y OT CBETIHNHA.
TMonoeuHuTe Ha TabaeTKUTE Tpﬂ6Ba Ja CC CbXPaHsBAT Ha 3allIMUTCHO OT CBCTJIMHA MACTO.

6.5 JlaHHH 32 OMMAaKOBKATA

Bbenu nenpospaunu Anymuunit/PVC/PVDC GnuctepHn OIMaKOBKH.
Pasmepu Ha onakorkuTe: 10,14, 28, 30, 35, 50, 56, 84, 98, 100, 126 wiu 154 tabnetku.




He Bcuuku BHIOBE OMAakoBKH MOTaT 1a GbJaT MycHaTH B IPOax6a.
6.6 CnenuasHu npeJNasHH MEPKH NPH H3XBLPJIsiHE

Hewusnonssauusr NPOAYKT WJIH OTHAABYHUTE MaTepHAJIM OT HETO TpH6Ba [a C€ U3XBBPJIAT B
CBOTBCTCTBHEC C MCCTHUTE U3UCKBAHUS.

7. HNPUTEXXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA

STADA Arzneimittel AG
Stadastrafie 2—18

D-61118 Bad Vilbel, I'epmanus
Tenedon: ++49 6101 603-0
®akc: ++49 6101 603-259

8. HOMEP(A) HA PABPEIIEHHUETO 3A YIIOTPEBA

9. AATA HA ITbPBO PA3SPEIITABAHE/IIOJHOBSIBAHE HA PA3SPEINEHHUETO 3A
YINOTPEBA

10. JATA HA AKTYAJIM3BUPAHE HA TEKCTA

Hexemspu 2009




