KPATKA XAPAKTEPUCTUKA HA MPOJYKTA



MIMBAHUTENTHA ATEHIIUR 110 NEKAPCTBATA

 Kpamka xapakmepucmuKka Ha npogykma flpusowerue |

1. HMME HA JJEKAPCTBEHMSI TPOAYKT ko Pz, te, 280 0 12727/ 0 050|550
Paspeiusrue N

Penorua 10 mg dnnamMupasy TabneTku 00 - 05 -03-

Renovia 10 mg film-coated tablets ' BG/MA/MP - 6-(1‘?//3202‘

PenoBna 20 mg dunamupalu 1abnetky
Renovia 20 mg film-coated tablets

2. KAYECTBEH H KOJIMHECTBEH CBCTAB

Beska dunmupana Tabnetka chabpxa 10 mg NepKaHMANIMHOB XHApOxnopui (lercanidipine

hydrochloride), exBuBanenTHO Ha 9,4 mg nepkasnaunuH (lercanidipine).
Beska ¢unMupana TabneTka cbhabpka 20 mg NepKaHMAMNMHOB xuapoxnopua (lercanidipine
hydrochloride), exsusaneHTHo Ha 18,8 mg nepkanuannuH (lercanidipine).

TToMouHo(H1) BeutecTBo(a) C M3BECTHQ AEHCTHE:
Enna dunmupana tabnetka ot 10 mg cepabppxa 30 mg naKkro3a MOHOXHAPAT.
Enna dunmupana tabnerka ot 20 Mg ceanprka 60 mg akTo3a MOHOXHIpaT.

3a MBIHHA CIUCHK HA NOMOILHHUTE BEUECTBA, BHXTE TOuKa 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana tabnerxa ot 10 mg
X baTa, kpbraa, OukoHBeKcHa TabneTka ¢ AbJKKHA 6,5 mim ¢ IeNHTeNHa YepTa OT €AHaTa CTpaHa.
JenuTesiHATa YEPTA € CAMO 32 YJICCHABAHE Ha CYUYNBAHETO C LeJ N0-JICCHO T'BATAHE, a HE 32 pasieNaHe Ha

pPaBHH NO3H.
OunmypaHa Tabnerka or 20 mg.
Po3oBa, Kpbria, OukoHBekcHa Tabnerka ¢ AbMxHMHA 8,5 mm ¢ ACIUTENHA 4YepTa OT €/HaTa CTpaHa.

TabnetkaTa Moxe na 6bae pasfiencHa Ha paBHH A034.

4. KJHHWYHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHUSA

Penoena e nokazaH NpH Bb3PaCTHH 3a NTE€YECHHE Ha JIEKA 10 YMEpPCHa €CEHIIMaNHa XUNepTOHHUA.
4.2 Jlo3npoBKA H HAYHH HA NPHJIOKEHHE

ITo3anpoBka
[IpenopbuMTennara fo3a € 10 mg nepopanHo €RUH NBT AHEBHO, MOHE 15 MMHYTH npein XpaneHe. B

3aBUCHMOCT OT HHAMBHAYANHHNA OTTOBOP Ha NatlMeHTa, 103aTa MOXE Ja c€ yBeJHuH a0 20 mg.
Jlo3aTta Tpa®Ba fa ce THTpUpa NOCTEIEHHO, 3a1Ll0TO 3a /1a Ce NPOABH MAKCHMAIHMAT aHTUXUITEPTEH3WBEH

eeKT MOXKe 1a ca HeOOXOAHMH OKOJIO 2 CEIMHLA.

Hakou nauMeHTH ¢ He3aA0BONKTEIICH KOHTpPOJH OT €4HH AaHTUXHIIEPTEH3IUBCH JICKApPCTBCH NMPOAYKT

AUYPETHK (XHAPOXIOPOTHA3HA) WIH MHXHOWTOp Ha aHrMOTEH3MH-KOHBEPTHpALMA €H
HAN €Hananpui).



Toit kaTo kpuBaTa J03a-0TTOBOP € CTPBMHA C NMNato py Ao3u Mexay 20-30 mg, He ce o4aksa no-aobpa
e()eKTHBHOCT IIPH NO-BUCOKH J103H, HO HEXENAHNTE €(DEKTH MOraT 4a Ce yBeIH4ar.

Hayuenmu ¢ cmapuecka 6v3pacm: BbIPEKU 4Ye cnopel PapMakOKUHETHYHUTE NAHHN ¥ KNTHHUYHUA ONUT
He ce Hajara KOpeKLHsA Ha JHEBHaTa A03a, NpU 3anouBaHE Ha JIEYEHHETO NPH NALHEHTH B CTapyecka
BBH3pacT € HeoOXoNNMO 0COOEHO BHHMAHNE.

ITeduampuuna nonynayua: 6e3onacHoctra 4 ep¥KacHOCTTa Ha PeHOBHA IIpu A€ua Ha BB3pact A0 18

roJIMHA He Ca YCTAHOBERH.
HsaMa HaIHUHH TaHHH.

ITayuenmu ¢ 6vOpeunu uiu veprodpobru Hapyuwenua: HeodxoauMo e ocobeno BHUMaHKe NpH 3aNoyBaHe
Ha JIGYEHHETO TIPH NMAaUMEHTH ¢ JIEKO N0 YMEPEHO HapylueHa GbOpeyHa WK yepHoOApoOHa (GYHKUMS.
Bbnpekn ue obnvaiiHaTa MpenopepYNTEIHA 1034 MOXE 1a ce NTOHACH OT TE€3H TalMEHTH, YBENHYEHHETO Ha
ao3ata 1o 20 mg nHeBHO TpaOBa Aa ce OCHLIECTBABA BHUMATENIHO. ARTHXUNEPTCHIUBHHUAT €EKT MOXE
Ia C€ YCHIIH NpH NalMeHTH C YepHOApOoOHO YBpeEXnaHe M CNeAoBaTeNIHO € HeODXOMMMO KOpUrHpaHe Ha

A03arta.
PenoBua e [MPpOTHBONOKAa3aH NpH NALUCHTH C TCXKH ‘-IEpHD,[lpOﬁHH HApPYIICHHUA HJH NpH NIALHCHTH C

texkn 610peunH Hapymenus (GFR<30 mi/min), BKIIOYHTENHO MPpH [TAUHEHTH Ha AHaAK3a (BHX TOYKA
4.3 u TouKka 4.4).

Haunh Ha DPHNOXKEHHE
Tpabpa na ce npeRlpueMaT NpeaAna3Hd MEpKH Npeay H3NON3BaHe WIH NpHNaraHe Ha JIeKapCTBEHUSA

MPORYKT:
- JlekapcTBOTO 32 MPEANOYUTAHE CE€ TpUAara CYrpeH, node 15 MUHYTH Npeay 3aKycka.
- Toau npoaykT He TpsAOBa J1a ce MpHeMa cbC COK OT IrpedndpyT (BHKTe TOUKH 4.3 ¥ 4.5).

4.3 IIpoTHBONOKA3ZAHUSA

. CBpBXUYYBCTBUTENTHOCT KbM aKTHBHOTO BELUECTBO HJIH KbM HAKOE OT MOMOILUHMWTE BELIECTBA,
N30pOEHN B TOUKa 6.1

. O6cTpykuua Ha B3X0/a Ha JiaBaTa KaMepa

. HenekyBaHa 3acToiiHa ChbpAeYHA HEJOCTATBYHOCT

. HecTtabunxa aHrnna nekTopHc UM Hackopo npekapad ( o | Meceil) HH(papKT Ha MUOKapaa

Texxo yepHoaApOOHO YBpeKaaHe
Texxo 6bbpevno yepexaane (GFR<30 ml/min), BKNIOUHTENHO ¥ NALIMEHTH Ha AWANU3A.
ERHOBPEMEHHO NPUIIOKEHHUE HA!

- cunHY nHXrOUTOPH Ha CYP3 A4 (BuxTe TouKa 4.5);

- HHKJIOCNIOPHH (BHXTE ToukKa 4.5);

- rpelndpyT Nan cok oT rpeindpyt (BUXTe TOUKa 4.5).

4.4 CpneunanHu npeaynpexieHnss ¥ NPEANa3IHH MepKH NPpH yNoTpeda

CubaiapoM Ha OOJHUS CHHYCOB BL3El
JlepkaHiaunuH TpabBa Aa C€ nNpWjara ¢ BHHMaHHE NPH MAUUEHTH CbC CHHAPOM Ha OONHUA CHHYCOB

BBL3en (De3 NeHCMENKBP).

JleBokamepHa aucyHKuMs
Bnnpeku yue XeMOJAHHAMHUUHHUTE KOHTPOIHPAHY U3NUTBAHUSA HE NEMOHCTPHPAT Hapyll

byHKLKS, HeOOXONNMO € BHUMAHHKE NPU NALUKEHTH ¢ NEBOKaMepHa AMCHYHKUNA.




HcxemMnyHa Gonect Ha ChpPLUETO

[Ipepnonara ce, ye HAKOM KpaTKOAEHCTBALM AWXHAPONHPHAKHKM MOTAT Ja ObAAT CBbP3aHH C NOBUIIEH
CbPAEYHOCHAOB PHCK NMPH NMALUMEHTH C MCXEMHuYHa OONECT Ha ChpUeTo. BenpekH ue AepKaHUINnHH €
ALATOAEHCTBALL, NPH TE3H NMALNEHTH € HeoOXoAUMO BHUMaHHE., Haxou AMXHAPONMPHAHHH PALKO MOraT
J1a JoBeAarT N0 NpexopAnanHa Gonka MWIM aHrMHa MEKTopuc. MHOro psaxo nNpH TNauHEHTH C
npenlIecTBallla aHrHHA MEKTOPUC MOXKE d Ce MPOABAT yBENHYEHHE HA YECTOTaTa, IPOABIDKHTENHNOCTTA H
TeXeCTTa Ha CTCHOKApAHHMTE NpPHCTHLAH. Morar aa ce HabnloAaBaT W30NKMpPaHKW Cly4yaH Ha HHPApKT Ha

MHOKapja (BUKTE TOUKa 4.8).

Ynorpeba npu 6x0peynn UM YepHoApOOHH YBPEKAAHUS
[Tpu 3amouBaHe Ha JIEYEHHETO MPH DALMEHTH C NEKO 0 yMepeHo OBOpeuno yBpexnane e HeoOXoauMoO

ocobeHo BHHMaHKE. Bhnpeku ue Te3M nallueHTH MOXeE 212 NoHacAT oDHYanHaTa Npenops4YnTeiia 103a OT
10 mg, yeenmueHueTo Ha Jjo3ata Ao 20 mg nOHeBHO TpAGBa na c€ OCBUIECTBABA BHHMATENHO.
AHTHXHIIEPTEH3UBHHAT €PEKT MOKE Jla C€ YCHIIH TIPH MALHEHTH ¢ YMEPEHO YEPHOAPOOHO yBpexAaHe N

cleJoBaTeHO TpAOBa f1a ce HMa NpeABU KOpPUTHpaHe Ha lo3aTa.
JlepKaHHAMNMH € NPOTHBONOKa3aH NpHU TMAUHEHTH ¢ TEXKO 4YE€PHOAPOOHO yBpexkJaHe HINH TEXKO

6b6peuno yspexaaHe (GFR<30 mg/min), BKIIOUNTENHO NAUMEHTH HA XeMOAMANH3a (BHXTE TOUKA 4.2 n
Touka 4.3)

[lepuTOoHEaIHa AHANN3a
JlepkaHHAMNHH ¢€ CBRP3Ba C IOMBTHABAHE Ha NEPUTOHEANHKMA NHANNA3aT [PU NalUCHTH HA

nepHTOHeanHa Jranu3a. [IoMbTHABAHETO ce ABJKH Ha NOBHILIEHA KOHLEHTPALUA Ha TPHTAKLEPHAN B
NepRTOHEANHNA ANaNN3aT. MeXaHH3MbT He € U3BECTEH, HO MBTHOCTTA 3aNo4Ba 12 HaMAJIABa CKOPO CNell
CIIHpAHETO Ha NepKaHUAUNNH. ToBa € BaKeH NPH3HAK 34 pa3sno3HaBaHe, ThiH KaTO MBbTHUSAT
NEPUTOHEAJIEH AMANM3AT MoXe Aa ObJie NOTPEILHO NPHET KaTO HHGEKIHO3EH MEPHTOHKT, € NMOCHeBalLla
HEHY)KHA XOCHHTANIH3a1lMA 1 eMIIMPHYHO NPHIIOXKEHHE Ha aHTHONOTULIN.

Muaykropy ha CYP3A4
Unayxropute na CYP3A4, xato aHTHKOHBYJIcaHTH (Hanp. QeHnTonH, KapbamaseniH) ¥ pugaMnuuny

MOTAT J1a HAMAaJIAT MIA3MEHUTE HUBa Ha JIEPKAHUINTIAA U NOpaAH TOBA €PEKTHBHOCTTA HA NEPKAHHWAHNKH
114 e NO-HUCKAa OT ouakBaHaTa (BHXTe Touka 4.5.).

ANKOXOn
AnKoxonbT TpsAbBa na ce u30GArBa, ThH KaTo MOXE JAa YCHAN e@eKTa Ha Ba30AWNaTaTHBHUTE

AHTHXMINEPTER3UBHHU JiekapcTBa (BHXKTe TOUKa 4.5).

JlakTO3a
ToBa fexapcTBO CbAbPXKA NAKTO3a. [TaneHTy# ¢ pAdKa HACTEACTBEHA HENOHOCUMOCT KbM ranakTo3a, o) |

neuIAT Ha NaKTa3a MaN MIIoK030-1alaKTo3Ha Manadbcopbus e TpAadBa 1a NpUeEMar TOBA JIEKAPCTRO.

tHaTpui
ToBa nekapcTBo ChAbPXka no-manko oT 1 mmol Harpuii (23 mg) Ha dunmupana Tabnerka, T.€. Ha
NPaKTUKA HE ChABPKA HATPHA.

TlenpaTpyHyHa nonynaius
BeszonacHocTTa B €(HKAacCHOCTTA Ha NEPKAHKAUNUH TPH Aella HE Ca YCTAaHOBEHH.

4.5 BiaumopeiicTBHe € APYTH JeKAPCTBEHH NPOAYKTH H ApYry GopMH Ha B3aHMoae

IIpomueonokaszanus 3a eOHoEpeMenna yrompeoa




Muaxuburopn Ha CYP3A4
M3secTHO €, ye nepkaHWAWNUH ce MeTtabonusupa ot en3znma CYP3A4 1 nopaayu TOBa €IHOBPEMEHHOTO

npunoxenne Ha WHuxubntopn Ha CYP3A4 Moxe la NoOBhWge Merabonnima v €NHMHHWPAHETO Ha
nepkaHuunuH. [lpoyuBaHe 3a B3aWMofeicTBHE CbC CHNeH WHXuOuTOop Ha CYP3Ad4, keToKOoHa3zol,
MOKa3Ba 3HAUUTENRHO NMOBHUILEHNE Ha NIa3MEeHHTE HUBA Ha nepkaBMAUNNH (15 nbTH noBuwenne na AUC

1 8 MbTH NOBHILEHHE HA Ciax 33 €YTOMEpa S-NepKaHUIUTINH).
Tpsbsa pa ce n36area eqHOBPEMEHHOTO NPEANNMCBAHE Ha JIEpKaHHIMNMH ¢ HHXWOMTOpH Ha CYP3A4

(Hanp. KETOKOHa3Qll, HTPAKOHA30l, PUTOHABHP, €PHTPOMHUMKH, TPONEAHAOMHIIMH, KNAPHTPOMHIIHH
(BHXTe TOuxa 4.3).

Linknocnopuy
HaOnopasar ce MOBMIIEHH NNa3MEHM HUBZ KaKTO HA JNEPKAHHUJIUNKWH, Taka M Ha LUKIOCIIOPHH IIpH

eTHOBpEeMEHHO npunoxeHue. [lpoyusaHe npy Mnaayu 3gpasu A00OpOBOJIIH NOKA3Ba, Y€ aKO LIMKNOCIIOPHH
ce npHiara 3 yaca caejl NpHEM Ha NepKaHUUNHH, IUVIa3MEHHTE HHBa Ha NEPKaHUAHUIIHH HE Ce NPOMEHST,
gokato AUC Ha nukiaocnopHH ce nosuumasa ¢ 27%. EXHOBpEMEHHOTO NpuioxkeHue obauye Ha
JePKaHUAHINIHH ¢ BUKJIOCMIOPHH BOAM A0 3 NbTH YBEAIHYEHHE HA MAA3MECHMTE HMBA HA A€PKaHWAWNHUH H
21% ysennuenue Ha AUC Ha nuknocnopuH. Liuknocnopui v nepkanvMABnNH HE TpgaOBa na ce npuiaaraTt

eTHOBpeMeHHO (BWXX TOUKa 4.3).

['pefinpyT UaK cOK OT rpedndpyT

[Tono6HO Ha JApYrH JWXMAPONMPHJAMHHW, JIEPKAHUAMIIMH € YYBCTBUTENEH KBbM MHXMOMpaHe Ha
MeTabonmn3ma Ha rpeiindpyT uwnn cox ot rpeindpyr, ¢ nocaenBaunio NOBHUIEHHE HAa CHCTEMHATa MY
OMOHAJIMYHOCT M YCUNIBaHE Ha XUMOTeH3UBHHA edexT. JlepxaHpaunuH He TpsaOBa Ja ce npHeMma ¢

rpeindpyT Wik Cok oT rpeindpyT (BHXKTE TOUKa 4.3).

Eonospemennama ynompe6a He ce npenopvyed

Huaykropyn Ha CYP3 A4
EAHOBpEMEHHOTO TIPHJIOKEHUE HA NIEPKaAHHWJUMKH ¢ MHAYKTOpPH Ha CYP3A4, KaToO aHTMKOHBYJICAHTH

(Hartp. ¢deHnTOMH, deHobapbutan, kapbamazenuH) M pHPaMOHIMH TpsAOBa Za ce OCHLIECTBABA
BHHUMATENHO, Thil KaTO aHTUXHUIIEPTEH3WBHUAT €(PEeKT MOE Aa Obje HaMalneH M KPBBHOTO HaArase

TpsOBa Nna ce u3MepBa No-4ecTo OT 0ONYanHoOTO (BHX T. 4.4).

ANKOXon
Anxoxon Tpsabsa pa ce u30aArea, TbBH Karo MOXe JRa YCHIH edekTa Ha Ba30ANIIATATHUBHUTE

AHTHXHNEPTEH3NBHU JIeKapcTBa (BUXTe TOYKa 4.4).

Ilpeonaznu Mepku, 8KI1048AUIH KOPEeKUA HaA 003ama

Cy6ctpaty Ha CYP3A4
HeoGxonuMo € BHUMaHHe TNpyd eHOBRPEMEHHOTO NMPEANNCBAHE HA JIEPKAHUAUMNMKHE € ApYrd cybCcTpaTH Ha
CYP3 A4, kato TepdeHairH, aCTEMU30, aHTHAPUTMULAH Knac 111, kaTo aMHoaapoH, XHHUAHUH, COTANOI.

Muaazonam
{Ipy efHOBPEMEHHO NepopanBo npuioxeHne Ha 20 mg nepkaHUAMNUH ¢ MUAA30JaM OT AOOPOBOJILM B

cTapyecka Bb3pacT, abcopbumsaTa Ha nepkaHUAMNHH ce yseau4asa (¢ okosno 40%), a ckopocrra Ha
abcopbums HamansBa (tmax Hamanasa ot 1,75 po 3 waca). KoHueHTpauuute Ha MMAasonam ocCTaBar

HETIDOMEHCHH.

MeTtonponon
[Ipy enHOBpEMEHHO MPHNOXKEHHE HA NEPKaHUAKNMH ¢ MeTonpono, Hera-baokep,

FJ1aBHO Ype3 YepHus apob, BHOHANMYHOCTTA HAa METONPOJION HE CE NPOMEHA, NOKaT




nepkaHMaMnUH Hamanasa ¢ 50%. To3n edexT MOxe Aa ce Ab/IKM Ha HamaneHnhe Ha 4epHOAPOOHHA
KPBLBOTOK, MPUUYHHER OT DeTa-bnokepuTe ¥ NOpaAu TOBA MOXE Ja ce NPOsSBY ¥ NPK NPYTH NeKapcTsa OT
Tasu rpyna. CAefoBaTeNHO JepKaHUUNUH MoXke De30n1acHO la ce Npuara 3aefiHo ¢ bera-0nokepH, HO

MOXe J1a € He0OX0AHWMO KOpPHIHpaHe Ha 103aTa.

JINTrOKCHH
EnHoBpeMEHHOTO npuioxeHue Ha 20 mg NEpKaHHAKRNMH NPA NAlMEHTH HA NPOABIKUTENHA TEpAnus ¢

B-METHALUIOKCHH, He JeMOHCTpHpa GapMakOKMHETHYHY B3auMoaeicTens. Habnionasa ce obave cpento
yBennyeHHe Ha Cpax Ha gurokcud ¢ 33%, noxaro AUC n On0peyHusaT KIAHPBHC HE €€ NPOMERAT
curungukanTHO. T1alMeRTH, NneKyBann €AHOBPEMEHHO C INTOKCHH, TpAOBa BHUMATENHO KIHHHYHO Jla Ce
[POCJCAABAT 32 NPH3HALM Ha AUTHTANTNACOBA HHTOKCHKALIMA.

Eonospemenna ynompeba ¢ opyzu aexapcmea

M NYOKCETHH
[Tpoyusane 3a B3anmoseicteue ¢ ¢nyokcerun (uHxuburop Ha CYP2D6 u CYP3A4), nposeneHo npu

no6posonuM Ha BB3pacT 65+7 rofiMHM (CPEeRHOLCTAHAAPTHO OTKIOHEHHE), HE TIOKA3Ba KIWHHYHO
3HAYMMH NPOMEHH BbB (apMaKOKHHETHKATA HAa NCPKAHKANIHH.

LlnmMeTnauH

EnHOBpeMeHHOTO npuioxeHne Ha 800 mg LUMMeTHAMH OHEBHO HE BOAW 1O 3HAYHTCIHH NPOMEHH B
NNasMeHUTE KOHLEHTpAlMN Ha nepkaHuaunuH. [Ipu no-sucoku 1o3u obaue, € HEOOXOANMO BHHMAHHE,
TBii KaToO MoOXe Ja c€ yBeAuvaT OHOHANHYHOCTTa W Ja C€ YCHIR XUNOTEH3UBHUAT €(PEeKT Ha

NEPKAHKIUIIHH,

CuMBaCcTATHH
ITpu eaHOBpEMEHHO MHOTOKPATHO nMpunoxenue Ha 20 mg nepkanuanut ¢ 40 mg cumBactatud, AUC Ha

JIepKaHUIMIIMH He ce poMens curHudukanTHo, nokato AUC Ha cuMBacTaThH ce ysenudana ¢ 56%, a Ha
aKTUBHHMS MY MeTaboJNT B-xuapokcuaumna - ¢ 28%. He ce oyakBa Te3u mMpoMeHH Aa MMAT KIHWHHYHO
3Hayenue. He ce ouaksa B3auMOJIeiCTBHE KOraTo JIEPKAHUANIINH CE€ NpUueMa CYTPHMH, a CHMBACTaTHH Ce
fpUJiara Be4ep, KakTo ce [penopbhyBa 3a TOBA JCKapCTBO.

Huypernun ¥ ACE-uHXuOUTOPH
Jlepkanuannuu Moxe aa Obae 6ezonacHo npunaran ¢ AuypeTHIM 1 ACE-unxubnropu.

JIpyry nekapcTsa, NOBAMABAIUM KPBBHOTO Handrase

KakTo np¥ BCHUKH aHTUXHUNEPTEH3UBHY NEKAPCTBAa, NPH €IHOBPEMEHHO NpUIaraHe Ha JIEPKaHHANIHR C
ApPYTH NIEKapCTBa, NOBINABALLM KPBBHOTO HandraHe, Kato anda-0iaokepd 3a neyeHue Ha CHMITOMHK Ha
YPUHAPHHUS TPAKT, TPHIUKIHYHH aHTHENPECAHTH, HEBPONENTHIIM, MOXE Jia ce HabNonaBa noBKLICH
xunorenznsed edekt. OT aApyra cTpaHa eAHOBPEMEHHOTO APHIIOKEHHE ¢ KOPTHKOCTEPOHIM MOXE 1A
0BeAe 10 HaMansBaHe Ha XHITOTEH3UBHHA E(EKT.

4.6 DeprnauTter, 6peMEHHOCT H KbpMene
bpeMeHHOCT

HaMa nasHun 3a ynortpebarta Ha JepKaHHAWNHH NpH DpeMeHHu KeHH. TlpoyuBannsaTa NpH XHBOTHH HE
NoKa3BaT TepaToreHeH edekT ( BUX Tovka 5.3), HO ToBa ce HabN01aBa [py APYrH QUXHAPO WHOBH

C AeTepOJieH NOTEHIHaNR, KOWTO HE NOJ3BAaT KOHTpAaLCML i,

KbpMmene




He e u3BecTHO Aany NepKaHWAMOMH WIN MeTaboaMTHTE MY ce M3nbuBaT B KbpMara. He moxe na ce
M3KNIOUK PUCK 33 HOBOPOAEHWTE M Kbpmauerara. PeHoBHMa He Tpa0Ba la €€ NpHEMA MO BpeME Ha

KbPMEHE.

QepTunnrer
Hsama KNMHMYHM JaHHU 3a ynoTpebaTta Ha jepkanuaunup. CooblasaHu ca obpaTiMH OMOXMMMYHH

NPOMEHRH B rjlaBaTa Ha CIIEPMATO30UAHTE, KOHTO MOraT 1a HapyluaT ONNOXAaHETO IPH HAKOHU NaLMEHTH,
nekyBaHM ¢ 010KepH Ha KAJLMEBUTE KaHald. B cnyyay Ha HeycnelmHO NOBTOPHO in vitro OIUIOXKAAHE H
aKo HsaMa Jipyro o0sfcHeHHe 3a ToBa, TpsOBa ja ce ¥MMa NpeJBHA, 4e NpHUYMHATa 33 TOBA MOXE Ja ca

Os1OKepUTE Ha KanlMeBUuTe KaHalH.

4.7 EdexTH BLPXY cnocoGHoCcTTAa 32 wodHpane H padboTa ¢ MAIMAHH

PeHoBHa NMOBAMABA B MaJika CTeNeH cnocoOHOCTTa Ha NalMeHTa 3a wogHpaHe U paboTa ¢ MAallMHH.
Benpekn Tosa e HeOGXOAHMO BHMMAHHUE, 3al0TO MOXE 1a Bh3HWKHAT 3aMasHOCT, acTEHHs, ymMopa H

PAAKO CBHIIHBOCT.

4.8 Hexenanu JeKapCcTBEHH peaKUHH

Ob6obuieHue Ha npoduna Ha 6€30MaCHOCT

Be3onacHocTTa Ha nepKaHUAMNNH B 4032 0T 10-20 mg BEIHBX AHEBHO € OLlCHENA B IBOHHO-CJIENIH,
m1aLe60-KOHTPOAMPAHH KJIMHHYHYE poydBannsg (npr 1200 nammeHTa, npueMally 1€pKaHuaUnHH 1 603
natpeHTa, npueMaly nnainedo) u npu akTHBHO-KOHTPOJIHPAHH H HEKOHTPONXPAHU ABATOCPOYHN
KJAHMHHYHH H3NUTBaHUA nipH o610 3676 nalMeHTH ¢ XHNEPTOHUA, NPUEMALLIH IEPKaHWAUTIHH.

Haii-gyecTo ¢choOLAaBaHMTE HEXENAaHH PEaKilK B KIIMHUYHUTE N3MHTBAHKA W B TOCTMapKETHHIOBHA ONUT

ca: nepudepeH oToK, rapodone, 3a4epBiBaHe, TAXUKaApAMA H MATNHTALNA.

Hexenanu nexapCTBEHH peakuyH B TabJINYEH BUJ

HexenauuTe NeKAapCTBEHW peakuud, ChLOOUIEHH 110 BpeMe Ha KIMHWYHH TIpOYYBaHHA M OT
NMOCTMAPKETHHIOBHA ONIHT B CBETOBEH Maial, 3a KOUTO HMa Bb3MOXXHA NPUYHHHO-CNIEACTBCHA BPB3Ka, Ca
npencraseHy B Tabnuuata, cnopes MedDRA knachnduxalusita Mo OpraHi ¥ CHCTEMNA K NMOJAPENEHH TO
yecToTa: MHoOro uectn (=1/10); vectn (21/100 no <1/10); neuectu (=1/1 000 no <1/100); penxu
(=1/10 000 no <1/1 000); muOro peakn (<1/10 000); HEN3BECTHH (HECTOTATA HE MOXKE [a CE ONPERENN OT
HanMuKUTe AaHHNW). TIpH BCAKO rpynHpake HEXENAHUTE JIEKAPCTBEHH peaklink ce N30poaBaT B HA3XOARLLL

pea 0O OTHOWECHHUE Ha TAXHaTa CCPHO3HOCT.

MedDRA Hectn HeuecTn Penku C HeH3BeCTHA
KaacHpHKaAnHA no 4eCcTOTA
OpPraHn H CUCTEMH

Hapymenus Ha CBpPbX4YBCTBHTENIHOCT
MMYHHaTa cucTeMa
Hapyluenus na ['naBoboime 3aMaAHoCT CBhHINBOCT
HepBHaTa CUCTEMA Cunkon

Taxukapaus AHFHHa NEKTOPUC
Cwpaeuny Hapywenus |llannuraunm

3ayepBIBAHE XHUNOTOHUS
CbaoBY HapyLIEHHA




Hucnencus [loBpbliaHe Xuneprpodus
IaneHe Huapns HAa  BeHluTe '
CToMalIHO-YpPEBHU
bonku B MbTeH
HapYILIEeHUs
ropHarTa 4acT Ha NIEpPUTOHEANIEH
KOpeMa nManu3ar’
[TosMimeHne na
Xenaro-OunnapHu
CEPYMHHTE
HapylleHHs 1
TPAHCAMHHA3H
1
Hapymenns Ha Koxara O6puB YpTukapus AHruoeaem
M NOJKOXKHATA ThKaH Coupbex
HapylueHus Ha Muanrng
MYCKYJIHO-CKEeJIeTHATa
CUCTEMA U
ChEJAMHUTENHATA ThKaH
Hapylienus Ha Ilonuypus Iomakuypus
O0B6penuTe N
NMHKOYHHUTE MbTHLIA
O611H HapyleHns u Ilepudepen AcTeHns bonku B repaute
e)eKTH Ha MACTOTO Ha | OTOK Ymopa
IPUIIOKEHHUE

| cIOHTaHHH cHODLIIEHHS 32 HEXKENAHHY JIEKapCTBEHH PeaKLHH OT ITOCTMApPKETHHIOBHS ONHT B CBETOBEH
Mauad

Onucanye Ha N30paHy HeXeNaHH peaKlun
[Tpy naauebo-KOHTPONMPAHH KIHHHYHH NPOYYBaHHA YeCTOTaTa Ha nepudepHus otox e 0,9% npy

nepkanuaunuH 10-20 mg 1 0,83% npu nnane6o. Tazn vecToTa nocTura 2% B obiulaTa nomynamnus Ha
IIPOYYBAHETO, BKIIOYHTEIHO JbArOCPOUHH KIWHHYHH TPOYYBaHMA.

JlepkaHWIMIIMH He OBAKABA HEONAronpUATHO HUBATa Ha KPBBHATA 3aXap WX CEPYMHHUTE JINNIAAH.
Hsxou IHXMAPONUPHUIANHA MoraT psSAKO Aa AOBEiaT A0 NpeKopAHanHa Oolka HIIH aHIHHA NEKTOPHC.

Muoro psaako rnipe MallMEHTH € NpedllecTBailla aBTHHa NEKTOPUC MOXe Ja Ce YBEeNM4YH 4ecToTaTa,
NPOABIKHTEIHOCTTA NN TEXECTTa Ha CTEHOKAPAHUTE NPUCTLIH. MoXe Aa ce rabnoaasaT H30NHpaHU

ciay4yad Ha MHOKapjeH HHGAapKT.

CpoblluaBaHe Ha NORO3UPAHN HEXEIAHU peaKliH
CHoOlaBaHETO Ha MOAO3HPAHM HEXEeNaHH peaKkuun Clel paspelliaBaHe 3a ynorpeda Ha nexapcTBeHMA

MPOAYKT € BakHOo. ToBa No3BONsABA a NMPORBLJXH HAOMIOAEHHETO HA CHLOTHOLIEHHETO TMON33/pPHCK 3a
nexkapcTBenus nNpoaykT. OT MEAMLMHCKUTE CNEUMAaNMCTH CE H3HCKBA Aa ChOOINABAT BCsika [10A03Mpana
HeXxefaHa peakllus upe3 HallMOHANHA CHCTEMA 3a ChoOHlaBaHe:

HManbaHWUTENHA areHuus 110 JeKapcTBaTa

yi. ,,Jlaman I'pyeB” Ne 8

1303 Codus

Ten.: +35 928903417
yebcaiiT: www.bda.bg

4.9 Ilpeposnpane

B nocTMapkeTHHIOBHA ONUT C JIEPKAHUAUIINH HMa CLOOLIEHN Cy4ar Ha Npeo3npane B ot 30-
40 mg no 800 mg, BKIIOYNTENHO CHOOLIEHHA 3a ONHT 3a CaMOYOHHCTBO.

CUuMNTOMH




KakTo npy ApyruTe AMXUAPONHPUAKHH, NPEAO3NPaAHETO C IEPKAHNANTINH BOAH RO NPEKOMEpHa
nepudepHa BazoaunaTallig ¢ U3pazeHa XUNOTOHUS M pedNeKTopHa Taxukapana. Beipeku ToBa, NpH
MHOT'O BUCOKH 1031 nepudepHaTa CeNEKTHBHOCT MOXE Aa ce 3aryOu, npHuHHaBaiky Opagukapans u
oTpuluaresneH nHotponeH edexT. Hal-uecTHTE HexXeNaHy peaklH, CBbp3aHu CbC Cly4au Ha
npeao3upaHe, ca XUNOTOHUA, 3aMassHOCT, IaBob0oJIME K NaNTTUTalnA,

JleyeHue
KJIMHHYHO 3HaYUMAaTAa XHITOTOHHA H3HCKBA aKTUBHa ChLPACYHO-CHAOBA NOJAKpena, BKIIOYBALA YeCcTo

NMpocheABaHe HAa ChbpAEYHATa U AUXaTenHaTa QyHKilM, NOBIraHe Ha KPaHHUUMTE U NPOCe/ABaHE Ha
obeMa Ha LMPKYNINPALINTE TEYHOCTH U OTACNSAHETO HA ypHHA.

Kato ce uMa npeaBHA NpoabJKMTENHNS (papMakonoruieH edeKT Ha IEPKaHUARMHHE, OT ChHIECTBCHO
3HAYEHHE € ChPACUHO-ChAOBHAT CTATYC Ha NalLHMeHTa 1a 0bae Habmonasan Hail-manko 3a 24 yaca. Toi
KaTo NPOAYKTBT CE CBBP3Ba BB BUCOKA CTENEH C NIPOTEUHHTE, RHANK3aTa BEPOATHO HAMa Nla Obie
edextnBHa. [lanneHTHTE, TPH KOMTO Ce 04YaKBa yMepeHa 10 TeXKa HHTOKCHKalus, TpabBa na ce
HaOnroAaBaT Npy cnelranu3vpaly ycloBHs.

5. GAPMAKOJOIHMYHN CBOVICTBA

5.1 dDapmakoaHHaMHYHH CBONiCTBA

dapmakoTepaneBTHYHA TPyna: CeJIEKTHBHH ONOKEPH Ha KaNlMEeBMTE KaHaM INAaBHO CbhC ChAOBH €(DEKTH!

IUXHAPONHPHIAHHOBH NPON3BOAHU
ATC xon: CO8CA13

MexanuzbM Ha AelCTBHE
JlepkaHWAVIINH € KajlueB AaHTaroHWCT OT TIpynara Ha JUXMAPONHPHAWHWTE W UHXubUpa

TpakcMeMOpaHHua HHGIYKC Ha KaAUuWi B CbPLETO U B ri1ajlkata MycKyiatypa. MexanusMbT Ha HETOBOTO
AHTHXUIIEPTEH3WBHO JEHCTBHE C€ ABKH HAa JIUPEKTEH penakcupall ePekT BbpXy CbAoBaTa INajka
MYCKYyJiaTypa H MO TO3M HauMH NOHWXXaBa 001110To NeEpUdEpHO CbIPOTHBIIECHHUE.

dapMakoANHAMHUYHH €EKTH
HezaBucHMo OT KpaTKOTO MY (PApMaKOKMHETHYHO BpeEME Ha FMOAYXHBOT B [L1a3Marta, JIEpKaHWIMIMWH

MPHUTEXKABA NPOABIKNTENHO aHTHXMNEPTEH3NBHO AEHCTBHE NOpaay BUCOKHS MeMOpaHeH pa3feNnHTeNeH

KOe(ULUEHT W € THILEH OT OTPULIATENIEH HHOTPOTIEH eEKT NOpaly BHCOKATa CbAOBA CENEKTHBHOCT.
T1it kaTo PeHoBHa BoAM A0 Ba3OAWNAATALIMA C [LUIABHO HAvYal0, PAAKO ce HaDnoAaBaT OCTpa XHUIIOTOHHUA N

pedieKTOpHA TaXMKapAna NMPH NALMEHTH ¢ XMNEPTOHULIA.
[TonobHo Ha JapyruTe acuMeTpHuHH |,4-AMXHUAPONHPHAHHH, AHTHXUMEPTCH3NBHOTO RACHCTBHE HA

JEPKABRKIANTIMH Ce AbJIXKK IVIaBHO HA S-€HaHTHOMeEpa.

KnuHuyHa edrkacHOCT H He3onacHocT
Knnnnunata epnkacHOCT 4 0€30NACHOCT Ha NepKaHuaHniH B 103a 0T [10-20 mg BeaAHbX AHEBHO €

OLEHEHA B JABOIHO-CHHNO, Nhauedo KOHTPOAHPAHO KIHHHYHO npovagane (npi 1200 naunenry,
npuemMarui JepKaniinnuy 1 603 nauHeHTH, TPHEMAULH MA1auedo) B NPH aKTHBHO-KOHTPOIHPAHO 1

HEKOHTPOIMPAH0 ALAFOCPOYHO KAMHHYHO NPOy4YBanice Ha 001110 3676 nalluenTH ¢ XUNEpToHHs,
[ToreueTo KANHUUNH NPOYYBAHHS C4A NPOBEACHH NMPY NAUHEHTH € JEKA J0 YMEPEHA CCeH LM Ll




B ponbaHeRHe KbM KJIMHUYHHTE IPOYYBAHMA, TPOBEASHH B NMOAKPENa HAa TEPANEBTHYHUTE NTOKa3aHn, ca
MPOBEJEHH H JONBJHUTENHH MAJKH HEKOHTPOJIHpatd, HO PpaHAOMH3NPAHH MPOYYBAHHS C MAUHEHTH C
TEKKa XHNEPTOHHA (cpeanoxSD nHacTonxo aptepHando nansrasde 114,5+3,7 mmHg). Tesn npoy4ysanns
10Ka3BaT, Y€ KPbBHOTO Hansrane ce Hopmanusupa B 40% ot 25-Te nauMeHTa npy npunoxexue Ha 20 mg
e/IHOKpaTHO AHEBHO U B 56% oT 25-Te nauyenTa npu npunoxenre Ha 10 mg Penosua aBa nbTH AHEBHO.
B nBoiiHO-C/SNO, pPaHAOMM3MPAHO KOHTPOJMPAHO NpOy4YBaHe CNpsaMo MNuauedo NpH TalUHEHTH <
H30JIMpaHa CUCTOJIHA XMNEepTOHMs, PeHOBHaA € eeKTHBEH 3a MOHHXKaBaHE Ha CHCTONHOTO apTEPHAJIHO

HansraHe oT HayanHu croiinocTtu 172,6%5,6 mmHg no 140,2+8,7 mmHg.

[TenvaTpuyHa nonyjaauns
He ca npoBeieHH KIHHHYHH IPOYUBaHUS NpH NeAHaTpHYHa Nonynalus.

5.2 PapMakoKHHETHYHH CBOHCTBA

Abcopbuusg

PeHoBHna ce pesopbHpa HanmbIHO CJIEh NEpOopanHO npunoxeHue Ha 10-20 mg W OocTHra MakCHMMalTHH
niaasMeHH HHBa, ChoTBeTHO 3,30 ng/ml+2,09 s.d. n 7,66ng/ml+5,90 s.d., 1,5-3 yaca cnes npunoxeHnero.
IIBaTa eHaHTHOMEpa Ha NEPKAHMAMNKH MMaT noaobeH npodHi No OTHOIISHHE Ha IIa3MEHHTE HYBA:
elHAKBO BpeMe 3a JOCTUraHe Ha MAaKCHMaJHW NJa3MEeHH KOHUEHTPalLUH; MaKCHMAaJHHTE NJIa3MEeHH
xoHLleHTpaunH ¥ AUC ca cpenHo 1,2 nbTH 10-BUCOKH 3a S-€HaHTHOMEPA, BPEMETO Ha NMOJYXHBOT Ha
IBaTa €HAaHTHOMEpa € NMPUHUMNHO eaHakBo. He ce nabnopaBa in vivo MHTEPKOHBEpPCHA Ha JBaTa

€HAHTHOMEpA.
Hopanw Brcokus first-pass metabonnsbm, abcomoTHata OHOHAIMYHOCT Ha PeHoBHa ciell nepopanHo

IPHJIOXKEHHUE NPH NalyeHTH clienq xpaHeHe e okono 10%, Bepnpeku 4de Hamangsa A0 1/3 npw 3ApaBH
p P

O0OpOBOIH, IPHIIOXKEH Ha IAJHO.
BHOHANIHYHOCTTA Ha JIEPKAHHWIUIIMH NTPH NIEPOPANHO TIPUSIOKEHNE ce yBenuvaea 4 ITbTH, ako PeHoBHa ce

pueme A0 2 yaca ciejl KOHCyManus Ha XpaHa, Oorata Ha Ma3HuHH. Cnenosarenno PeHosua TpsbBa Aa
ce npHueMa NpeiH XpaHeHe.

Pasnpenenenue
PaznpenenenueTo OT na3Mara KbM THKAHUTE W OPFaHUTE € OBP30 U MBJIHO.

CreneHTa Ha CBbp3BaHe Ha JNEPKAHHWAHNMUH C TJIa3MEHUTE NpOTEeUHW HazaBuiaBa 98%. TwH karo
MALMEHTHTE ¢ Texka ObOpeuHa M Texka yepHoapobHa HEAOCTATBYHOCT MMAT IOHWXKEHM HHBA Ha
NnaasMeHHTe TPOTENHHU, MOXE J1a ¢€ NOBUIUH cBoDORHaTa ppakuKMs Ha JIeKapCTBOTO.

buorpanchopMalyis

PenoBua ce mertabosinznkpa B ronsma creneH or CYP3A4, kato B ypHHaTa M ¢elueca He ce OTKpUBa
HENPOMEHEHOTO BellecTBO. [Ipepphina ce npeiuMHO B HEAKTHBHH MeTaDONUTH U npudnnautento 50% ot

A03aTa ¢€ U3ab4Ba C YPHHATA.

OnuTH in vitro ¢ 4OBELIKY 4epHROAPOOHH MUKPO30OMH NMOKA3BaT, Y€ JEPKAHWIHNWH B W3BECTHA CTEMNEH
puxubupa CYP3A4 u CYP2D6 B xOHREHTpauun ¢boTBETHO 160 nbTH ¥ 40 MBTH NO-BUCOKH OT TE3H,
AOCTMIHATH NPH MaKCUMalHa MjasMeHa KOHUEHTpaLuns cnel npuaokeHe Ha 20 mg.

OcBeH TOBa NPOYUBAHUATA 3a B3aMMOJCHCTBHS TIPU XOpa NOKa3BaT, ye JEPKaHMAUNHWH HE NpPOMEHS
nja3sMeHHTe HUBa Ha MUJazonaM, ThHdeH cybctpar Ha CYP3A4 unn Ha MEeTONpONOJ, THNHYEH CyOCTpart
Ha CYP2D6. CneposarenHo B TepaneBTHYHM Jo3H He ce ouakBa PEHOBHMA pna wvuxunbupa
buorpatchopManmnaTa Ha nekapcTea, Metabonuiupany ot CYP3A4 n CYP2D6.

EnuMuHupaHe
EnumuunpaHeto ce ocbluecTBABa riaaBHo ypes OuoTpancgopmauns.




CpeaHoTo BpeMe Ha TONYXHMBOT Bb3nnza Ha 8-10 vaca, a TepaneBTHYHATa aKTUBHOCT Npoabinkasa 24
yaca Mopajay BUCOKaTa CTeNeH Ha CBbp3BaHE € JIMNHIAHATa MeMOpaHa. [1pu MEOrokpaTHO npUNOXKeEHHE He

ce Habnonapa akyMynaums.

JInHeHHOCT/HENTUHEHHOCT
[lepopannoTo npuiaoxenue Ha PeHoBMa BOAM A0 MNa3MEHM HUBA Ha NEPKaAHUOMNHH, KOWTO HE ca

MpaBonponopUHOHANIHH Ha jJo3ara (HennHelna xuHeTHka). Cnex npunoxkenue Ha 10, 20 wnn 40 mg,
CBOTHOILIEHHETO MEXKRY MAKCUMAJNIHWUTE IMJa3MEeHN KOHHEHTpauuu € 1:3:8, a CLOTHOLIEHHETO MEXAY
MIOLITA IO/, KpHBaTa MiasMeHa KOHLEHTpauus - BpeMe € 1:4:18, xoeto npeanonara nporpecMBHO
HacuillaHe Ha first-pass Merabonu3ma. CrnenoBaTE€NHO HANMYHOCTTA HapacTBa C yBENMYaBaHETO Ha
no3ara.

CrneuganaHy nonyinanmu
[Ipx nauMesTH B CTapdecka Bb3PacT, MAlUEHTH C N€KO 10 YMEpPEHO HapylleHa 6b0peuna GyHxuUs HIH C

KO 10 YMEpPEHO HapylieHa uepHoapobHa OJyHKUWSA, ¢apMaKOKHHETHYHOTO MNOBEAEHHE Ha
JlepKanuAdNKEH € 6uno cxoaHo ¢ HabnogasaHoTo NpH odwara nonynauus oT nauuenTH. IlauueHTy ¢
TeXXKH ObOpeyHU HapylueHMs HJIH MalUMEHTH, 3aBUCHMH OT AHANH3a, NOKa3BaT NO-BHCOKH HHBA
(npubmnzurendo 70%) Ha nekapcTBOTO. IIpH NMallMEHTH C YMEPEHO A0 TEXKO HapyulieHa dyepHoapoOHa
$YHKIMA HMa BEPOSTHOCT CUCTEMHATa OMOHANMUHOCT Ha JIEPKAHMAMIIMH Ja Ce YBEJIWYH, Thif Karo no
NPUHIIMN NEKAPCTBOTO c€ MeTaboNU3Hpa B rofisMa CTeneH B YepHUs apob.

5.3 IlpeaxkauHHYHH JAHHH 32 Oe3zonacHOCT

HexnnHu4YHATE JAaHHM He noka3BaT OcoOeH pHCK 3a Xopa Ha 0asara Ha KOHBEHLUHOHANHWTE
(apMakoJAOTNYHK NpoyyBaHUA 3a ©6e30nacHOCT, TOKCHYHOCT [pPH MHOPOKpPATHO [pujiaraHe,
reHOTOKCHYHOCT, KaHLIEPOreHeH NMOoTeHHal, penpoayYKTHBHA TOKCHYHBOCT H TOKCHYHOCT 3a pa3BUTHETO.
DapMaKONOTUYHKTE H3CNeABaHHA 3a 0e30rmacHOCT IpH JKWBOTHM HE IOKa3BaT IMOBAMABAHE Ha
ABTOHOMHATa HEPBHA CUCTEMA, HEHTpajdHAaTA HEpPBHA CHCTEMa& MM CTOMALUHO-YpEBHATA ACHKHOCT ITPH
AHTHXHUIIEPTCH3UBHU N034.

CboTBReTHHTE edeKkTd, HabmoJasaHu NpH NPOABIKUTEIHU NPOYUBAHUA IIPH TIITLXOBE M KYueTa, ca
CBbP3aHK NMPAKO HIH KOCBEHO € U3BECTHUTE €(PEKTH Ha BUCOKH N03H KaJILHEBU aHTArOHUCTH W €€ AbJKAT

NPeAUMHO Ha MPEKOMEPHO rosisMa papMaxoquHaMU9YHa aKTHBHOCT.
JlepkaHUANTIMH HE € FreHOTOKCHYEH Y HE MMOKA3Ba JaHHU 3a KAHLEPOTEHEH PHCK.
DeprunuTeTbT W 06ILOTO PENPOAYKTHBHO NOBEACHWE NPH NABXOBETE HE C€ MOBANABAT OT JIEYEHHUETO C

NepKaHUANIIHH,
HsiMa naHHM 33 KaKbBTO M J1a € TEPATOrcHEH €(EKT HpPU NABXORE U 3ailllU; BbNPEkU TOBA NpH NNBLXOBE,

JEPKAHHABUNUH BbLB BUCOKM 103U [PEAM3BUKBA Mpe- W NOCTUMIINAHTAUHOHHM 3arybn u 3abasgHe Ha

hEeTaNnHOTO PasBHTHE.
Korato nepkaHHAMNWHOB XMAPOXJIOpUR ce npunara BbB BUCOKM A03M (12 mg/kg/new) mo BpeMe Ha

pax<iaHe, BOOH 10 AUCTOKM3I.
PaznpeaenenneTo Ha NEPKAHWANNHMH W/ WK HETOBHTE META0OONUTH B OPEMEHHK KUBOTHH H U3NBUBAHETO

MY B KbPMaTa HM He € M3CNCABAHO.
MeTabonuTuTe HE Ca U3CNEeARaHH NNOOTAEJIHO B TOKCHKONOrHYHY H3cJelBaHus.

0. PAPMAILEBTUYHHU JAHHH
6.1 Cnuchk HA NOMOUIHHTE BEUIECTBA

Cepyesuna Ha mabremxkama:
JlaxkTo3a MoHOXHApAT




MHuKpOKpHCTanHa Luenynosa
HaTtpues HULIECTEH TIKWKONAT

[ToBuaon K30
MarHesues creapart

Cmec 3a hunmoso nokpumue:
XUNpoMenosa

Tank

Turanor auoxcun (E171)
Makporon 6000

KeneseHn okena (E172)
6.2 HecbBMeCTHMOCTH
He ca N3BeCTHH.

6.3 Cpok Ha roasoct
3 rOAMHHU.

6.4 CnenuanHH yCIOBHS Ha ChbXpaHEHHE

Jla ce chbXpaHsBa B OpUTrHHAaNIHaTa ONakKoBKa, 3a 1a € 3allMTEHO OT CBET/IHHA.

6.5 Bua ¥ chAbpKaAHHE HA ONTAKOBKATA

Anymunues/HenpoapaueH PVC baucrep.

OunMupana tabnetka ot 10mgOnaxkoBkn ot 7, 14, 28, 60 u 90 d¢unMupann
TabneTku.dunmMupana tabnerka ot 20 mg

OnakoBkH oT 7, 14, 28, 35, 42, 50, 56, 60, 20, 98 u 100 ¢punMHpaBy TaONCTKH.

He Bcuuxy BuOBE ONAaKOBKH MOraT Aa ObAaT NyCcHaTH B npojaxoda

6.6 Chnennajuy npeanainy MepKH NPH U3XBBLPJIsiHE

Hensnon3saHuaT JIekapcTBEH NPOAYKT HIIH OTHANbYHUTE MATEPHANN OT Hero TpsbBa pa ce
H3XBLPIAT B CbOTBETCTBUE C MECTHUTE H3HCKBAHHA

7. NPUTEXATEJ HA PABPEILEHHUETO 3A YIIOTPEBA

BERLIN-CHEMIE AG

Ghenicker Weg 125

12489 Berlin, I epmanus

[To nnuens Ha RECORDATI

8. HOMEP(A) HA PAZPEIIEHHUETO 3A YIIOTPEBA

Penorua 10 mg duamupanun tabnerxu.
20010727




Penosua 20 mg dunMupaHd TabnerTkH:
20050450

9. JATA HA IIBPBO PA3ZPEHIABAHE/IIOJHOBABAHE HA PA3ZPEIIEHHETO 3A
YIIOTPEDBA

Penopua 10 mg ¢puamMnpady TabneTkH:
JlaTa Ha nbpBO paspellaBaHe: 25.06.2001
Ilata Ha mocnenno noaHoBsapane: 10.08.2011

PenoBua 20 mg ¢punmMypaHy TabaeTku:
ItaTa Ha nMbpBO paspeltapaHe: 29.09.2005
Iata Ha mocnegHo nogHoBsBaHe: 24.03.2011

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA

12/2023




