KPATKA XAPAKTEPUCTHK
L UME HA JIEKAPCTBEHHA ITPOAYKT
Kanuzanna 20 mg dunMupans tabnerkn

Kapidin 20 mg film-coated tablets

2, KAYECTBEH H KOMUYECTBEH ChCTAB

W3TLARWTEAHA ATEHLWA NO NEKAPCYRATA

KpamKa XapaxmepuctiuKa e npogyxma - Mpunoxemia 1

Losoo/tf
KM POZ. N8 «.vovseresecriaemssrsrsemssssssensssmarastusessssrss R .

HATIPOIYKTAS o/ frf 74 d - 6764

PASPELIOHUE Ne .o oune Loveriscrsst sl Llovnnemmaiscrrenes
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B et

Enua ¢puamupana tabnerxa ceabpika 20 mg nepraHHanmaHoB Xunpoxnopun (Jercanidipine
hydrochloride), exanpanenTen na 18,8 mg nepkanuxammn (lercanidipine).

TToMomIHO BEINECTBO ¢ H3BECTHO ACHCTBHE:

Kanunnan 20 mg: Besaxa Tabnetka ceaspxka 60 mg nakTo3a MOHOXHAPAT.

3a OBJIHHAA CIHCHK HA MOMOIITHMTE BEMECTRA, BIDKTE Touka 6.1,

3. JEKAPCTBEHA ®OPMA

dwMApaHa TabneTka

Kanuman 20 mg: po3oBH, KpBIiH, ABOHHOH3IBKHANH ¢ AnamMeTsp 8.5 mm ¢unmupann TabieTky, ¢
IeNATE/Ha Y¢PTa OT €AHaTa cTpaHa, ¢ Haamuc 'L’ oT apyrarta CTpana.

I[enmenna’ra qepTa € CaMo 33 YIICCHABAHE HAa CYYIIBAHCTO, 33 M0-NECHO NMOrTLIIAHE, 4 HE, 3a fa

pasaend Ha paBHHA JO3H.

4. KJHHMYHH NAHHH

4.1 TepanepTHYHH DOKAIAHHA

Karmaun e moxa3aH 3a JIEYSHHE Ha JISKa 10 YMEpeHaA eCCHIHANHA XHNIEPTORHAA NIPH BB3PacTHH.

42 HolapoBKA H HAYHH HA RPHIMGKEHHE

EOBEQOBKE

INpenoprisanaTa 103a e 10 mg nepopanHo EeOHEK JHEBHO Hal-Malko 15 MuHyTH OpEIH XpaHeHe;
ZI03aTa MOXKe Aa ce yBenHu# Ao 20 mg B 3aBHCKMOCT OT HHIARMAYAITHUA OTrOBOP Ha NAlHEHTA.

Tm‘pﬂpane'm Ha Jo3ata Tpuﬁna Ja €TaBa MOCTENCHHO, 3alI0TO MOXKE A ca seodxognMu 2 ceIMHUH
JO0KATO CE€ NPOABH MAKCHMAITHHA aHTHXHNEPTCH3IHBCH e(l)CRT Ha JICKApCTBOTO.

Hsaxon nauHeHTH, NPH KOUTO HE CE MIOCTUra AOCTAThYEH KOHTPON ¢ MOHOTEPANHA C e1HO
AHTHXENEPTEHIUBHO CPEACTBO, MOTAT XA C& NOBIHAAT GNArONpPHATHO OT A0DABAHETC HA
TepKAHHAHIHH KbM Tepannd ¢ GeTa-agpeHopenepTopen Sokep (aTEHONOM), Iy PETHK
(XHAPOXTOPOTHAIHA) HNH HHXHGHTOD HA AHTHOTEH3HH KOHBEPTHPAIMA eH3HM (KanTonpHT HIH

eHAIlaNIpPH).

Tsif KaTo KpHUBaTa J03a-OTTGBOP € CTPBMHA, C IUIaTo NpH A03H Mexay 20-30 mg, Manko B
eduKacHOCTTA Jia ce MOXOOpH OT NPHIOKEHHETO HA MO-BHCOKH J03H, KATO ChIIERpEME

HEXKEIIAHHTE JICKAPCTBEHH PEaKLIHH MOIaT Ja Cc YBEJIHHAT.




Cmapuecka svapacm

Makap, 1e papMakoKHHETHIHUTE AAHHH H KITMAXTHHAT OIUT MOKA3BaT, 96 HE CC HANara KOPEKLHMA Ha
Jo3aTta, HeoOXOOHMO € CHelMANHO BHAMAHHE TIPH 3a04BaHe HA NeYeHeTo NpH NANMEHTH B
cTapIecka BB3pacT.

Heduampuuna nonyaayus
bezonacHocTTa H euKacROCTTA Ha AepKaHHANNMH [IpH AeOa Ha BB3pacT noA 18 roogunn He ca
ycraHoBeHH. HaMa HanuvHHA JaHHH.

Bvbpeuno uru ueprodpobro yepedicoare

Heo6xommo e mosumreno BHHMaHHAE [pH JIETEHIE HAa NALUEHTH ¢ YEpeaeHa Gp0pedHa wid
qepHoApobHa GYHKOHA B JIcKa X0 YMepeHa cTeneH. Makap, e o0uuaiinaTa NpenopbuBaHa f103a MOXe
Ha Ce ToHacA JoGpe OT Ta3M IPyNa DAMEHTH, YBEIHUEHUETo Ha Jo3aTta o 20 mg aAneBHo TpAOBa ma
©TaBa NPeNna3niB0, AHTHXHOSPTSHIUBAMAT e()eKT MOXKE Ia CE 3aCHJIH NpH HAHEHTH ¢ YepHOApoGHO
YBpeXAaHe H 3aTORA TPAOERA Ja ce MOMHCIH 33 KOPEKIMA Ha JI03aTa.

JlepxanuaAnNHH € MPOTHBONOKA3aH NPH NANHESHTH C TEXKO TepHOLPOOHO YBPEKAAHE WK IIPH
NALKHEHTH ¢ Texxo GuGpeuno yepekgane (CKopoct Ha rnoMepyaHara gmrrparma GFR < 30 ml/min),
BKIIOYHTENHO NIPH NAlIREHTR HA Axanmsa (BIK ToukH 4.3 u 4.4).

HauwH Ha mpanoxerne

3a npeRnoYNTaHE € IEYeHHETO A O NPHIATA CYTPHH, HoHe 15 MUY TH npeiH 3aKycKa.
To31 MpoIyKT He TPABBEa AA CE MPHEMA ChC COK OT rpelndpyT (ex. ToukH 4.3

u4.35). :

4.3 IporuBonoxazanng

- CBPBXTYBCTBUTENHOCT KBM aKTHEHOTO BELIECTBO WIH KbM HAKOE OT IOMOINHKTE BEINECTRA,
H30poeHH B Touka 6.1.
- OOcTpyKInia Ha H3X0Ia Ha JIABATA KaMepa
- Henexypana 3acToiina CBpAeUHA HEAOCTATHIHOCT
- HectabunHa anTHAa NEKTOPHC HIIM HACKOPO MpekapaH (no | mecel) HHGApPKT Ha MUOKApOA
- Texxo uepHOApOGHO YBpEKIaHE
- Texxo Gedpeuno yspexaane (GFR < 30 ml/min), BTIOYHTETHO 1 NAUHEHTH HA JHATHIA
- EnnonpeMeHeH npueM c:
- MouuH HHXKOHTOpH Ha CYP3 A4 (BHX TouKa 4.5)
- HKJIOCHOPHH (BIK TO9Ka 4.5)
- rpeAndpyT Wik cok or rpeindgpyT (Bmk Touka 4.6)

44 CpoensajHA NpeJynpexIcHHA H NpeanazHH MepKH NPR ynoTpeba

CHuapoM Ha GonHMSA CHHYCOE BB3€l
JlepraHHOHNIHH TpAOBa ga ce MpHIAra ¢ BHUMAHKE HPH MALHEHTH CHC CHHIPOM Ha GOJIHHA CHHYCOB

Bo3en (0e3 neficMeHKEp).

JlspoxaMepHa THCHYHAKOMS

Borpern ue xeMOIHHAMHEYHH KOHTPOIHPAHH U3MTHTBAHHA He MOKAYBAT YBPeKAaHe HAa KaMEPHATA
dynkuus, Heobxoaumo e BHEIMaHKE ¥ IPH NaUAEHTH ¢ AMcYHKIOHA HA NTABATA KaMepa.

Hcexemuuna Bonect Ha ChpIETO
Ipennonara ce, 4e¢ HAKOH KpaTKoAeHCTBALK AHXHAPONHPUANHH C& CBEP3RAT C IIOBHILCH CHPASIHO-

CBIOB PHCK NPH MALMEHTH ¢ HCXEMHYHA BOJNIECT Ha ChpUeTo. Makap 4e NepkaHHHITHH €
SbarofeHcTRaL, HEOOXOMHMO € NOBHIICHO BHHMAHKE NPH TE3H NALMEHTH.
Haxon aaxuaponupuavak MOTAT B PENKH CITyuad Aa JOBeIaT A0 OpeKopauanHaa Golka
nekToprc. MHOIo pafiko mpH MAIMEHTHTE ¢ MpeMiecTBallla aHrHHA HEKTopHC C¢ Hab.




YBEHIEHA TECTOTA, MIPOTBDKATEHOCT HITH TEXXECT Ha Te3H NpHeThIM. Morar na ce Habmonasar A
M30TIHPAHH CITy9aH Ha HHGapKT Ha MHOKApAa (Bwk Touka 4.8).

BrOpeano wmm yepHonpoGHO YRpeKnane

HeobxonuMo e crienianno BHMMAHHE, KOTATO 3aIi04Ba TeUeHHETO IPH TAIHEHTH ¢ JISKO J0 YMEPEHO
610peqno yepexaaHe. Makap ue o0ugalinata npenopraeana 2o3a ot 10 mg KHeBHO MOKE Ja ce
noHacs gobpe, yBenmieHHeTo Ha Ao3ata ao 20 mg AHeEHo TpAGRA Ad CTaBa BHMMATENHO.

AHTHXHANIEPTEH3UBHAAT edeKT MoXe Aa Ce 3aCH/IH IPH TAUHEHTH ¢ YepHOapoGHO yBpeKIane i
3aToBa TpAGBA [la ce IOMACHH 33 KOPEKUMA HA A03aTa.

JlepkanuANHH € NPOTHROIIOKAIAH NIPH MALHEHTH ¢ TEXKO YepHOIpoOHO yRpexaaHe HiH ¢ 6s6peuHo
yepexnane (GFR < 30 ml/min), BK/roYnTEHO NAHEATH Ha XeMOAHANH3A (BX. TOUKa 4.2 ¥ ToUKa
4.3).

Tlepuroneanna guanu3a
JlepkaBHIMIIHH ce CEBP3Ba C MOTBMHABAHE HA MEPRTOHEATHHA JTHAH3AT IIPH NallHeHTH Ha

NepHTOREeaNnHa AHansa. [ToTEMHABAHETO ce NBDKH HA IOBHIIEHA KOHUEHTPALHA HA TPHITHLEPHIH B
NEPHTOHEANHEA AHATH3aT. MeXaHH3MBT He ¢ H3BecTeH, HO MBTHOCTTA 3aN09Ba 1a HAMAaNdBa CKopo
e CTAPAHETO Ha NiepRanuAHIAH. ToBa € BakeH NPH3HAK 33 Pa3mo3HABAHE, THH KATO MBTHHAT
NEPHTOREANEH AHANH3AT MoXe Na ObIe MOrpelmAc NPHET KaTO HH(EKIIO3EH IEPHTOHHT C
focIeABala HeHYKHa XOCHHTAIH3AUHA # eMITHPHYHO NPHIMKEHHe Ha aHTHOHOTHLIH,

HuaykropH Ha CYP3A4
Hunykropute Ha CYP3A4 ka10 aHTHKOHBYJICAaHTH (HanpuMep (eHHTOHH, Kaphamaiemin) 1

PHbAMITHIHH MOTAT Ja NOHIKAT IWIA3MEHATE HHBA HA JCPKaHHAMITHH U [IC TO3H HAYHH
epHKacHOCTTA Ha JIepKAHKAMITHE e Obe No-Malika OT oYaKBaHara (Bux Touka 4.5).

IMeanarpruna nomynanpa
bezomacHOCTTA M ePUKACHOCTTA HA JIEPKAHKMIHIIMH HE CA NOKA3AHHE TIPH AELA.

Q!KOXOJ’I

Heo6xoaumo e fa ce H30ATBa KOHCYMALMATA Ha ATKOXOJL, Thil KATO TOH MOXE Ja IFOTeHIHpa edexTa
Ha Ba30JANATHPAIIMTE AHTAXMIIEPTER3UBHH IeKapcTBa (BXkK. ToUKa 4.5).

Jlakro3a MOBOXKADAT
Tora nexapcTBO CHIBPKA JIAKTO3a MOHOXHAPAT. [TameHTH ¢ pefKy HacneACTBEHH 3a00NARANMS,

CBEP3aHH C ranaTo3Ha HeNOHOCHMOCT, 000 JaKTaseH JeQMIMT HITH NIKKO3HO/TaNakTo3HA
Manabcopbumms He TpaGBa Ja npHeMaT TOBA JIEKAPCTBO.

4.5 BaanmopeiicTRHE ¢ APYI'H NEKAPCTBERH POAYKTR 0 ApYrH dopMH Ha B3aHMOACHCTBHE

l'lpo’mnnnnxasamm 33 ERROBPEMEHHA !mrrne_ﬁa

HuxuGutopn Ha CYP3A4
H3pecTHO e, e IepKaHUEHAMH ce MeTaboanznpa or CYP3A4 eH3MM 1 3aToBA FHXHOUTOPHTE Ha

CYP3A4 npunarani eTHOBpeMeHHO MOTAT Ja B3anMofelicTeaT ¢ MeraforuiMa M eIIMHHHPAHETO Ha
NePKaHRIHIAH.

Emzo npoyqeane 3a BlanMozelicTBHA che cunen UHXHOGHTOp Ha CYP3 A4 noka3pa 3HAYHTETHO
TIOBHINEHHE HA MNAIMEHHTE HUBA HA NEPKaHHAHNKH (15-KkpaTtaoe nosritene na AUC {nowra nox
KpHBaTa) H 8-KpaTHO MOBHIICHHE HA Cinax 32 €YTOMEpPA S- NepKaHHIHIMH).

Tpabea oa ce H30ATBA EAHOBPEMEHHOTO NPEANKCBAHE HA NEPKAHATHITHH H HHXHOHTODH

(KeTOKOHAIOM, HTPAKOHA3OI, PHTOHABHP, EPHTPOMHEIHH, TPONEAHIOMHIIAH, KIAPHTPO
Touka 4.3). '



HHKHDCHOQHH

Cren eaHOBpPeMEHHO NPHIOKEHHe ce HaGMIoaaBaT NOBHILEHH IUTA3MEHH HUBA KAaKTO HA
NepKaHUTHITAHE, TaKa H Ha IKnocnopaH. Equo npoywsare cpen Miany 3apaen noGCpOBOIIIH ITOKA38a,
4e aKO UMKJIOCIIOPHH Ce MprAnara 3 gaca cJiel pHeMa Ha NePKaRHANITHH, NIa3MeHnTe HHBA Ha
NepraHUAHTIAH HE ce MpoMeHAT, Aokato AUC Ha IMKNOCTIOPHH C¢ MOBMINABA ¢ 27%.
EnzoBpeMeHHOTO NPANOKEHAE Ha MEPKaHHIHIIHE H IHKIOCIIOPHH, 06ade e NoBeio [0 3 xpaTHo
NMOBAIICHHE HA IIA3MEHKTe HABA Ha IEPKAHMIMIHH H opumenne ¢ 21% aa AUC Ha UHKNoCHopHH.

L{EKT0CTIOpHH M NEPKAHHIHIIAH He TPAOBA 4 ce MpKNaraT eTHOBPEMEHHO (BIDK ToKa 4.3).
Ipeiin WITH COK OT rpeitm

HozoOHO Ha ApyTUTe JUXKAPOMHPHINHY, ITEPKAHATHITHH € YyBCTBHTENEeH KbM HHXHOMpPaHeTo Ha
MmeTabosIH3Ma OT coKa oT rpelindpyT, KaTo HeroBara CHCTEMHa OHOHATHIHOCT ce NOKaYBa H
XHIOTEH3HBHUAT eeKT Ce 3aciBa.

JlepxanaaWIEH He TPAGBA Aa ce mprHeMa ¢ TpendpyT ¥k CoK oT rpedndpyT (Biok ToUKa 4.3).

Eanospemenna ynoT a He Ce NMPenophLIsa

Hunykropr na CYP3A4
EnMHoBpeMeHHOTO NPUIOKEHHE HA NEPKaHUANNHHE ¢ HHAYKTOpH Ha CYP3A4 KaTo aHTHKOHBYJICAHTH

(nanpamep $peunrouy, peHoGapOuTan, kapGaMazenns) u pudaMIHIHH HIACKBA NOBHINEHO
BHHMaHHE, ThH KATO AHTHXHIEPTSH3ABHUAT €eKT MOKE [1a Ce HaMAH, H KPbBHOTO HAILATaHE TpAORa
IIa ce CeNH [M0-9eCTO 0T OOHKHOBEHO {BiK Toyka 4.4).

Ankoxon
Heo6xomuMo e 1a ¢e H30Arpa KOHCYMALIHATA Ha ATIKOXOJL, Thi KaTo TOH MOXKe Aa OTeHLHpa edexra
Ha Ba30AMNATHPALEHTE aHTHXHNEPTEHIHBHH JIGKApCTBa (B, Touka 4.4).

ﬂ@gna:ﬂm MEPKH, BKTHIBAIH KOPEKIHA HA 103aTA

CyOctparu na CYP3A4
HeofxomuMo ¢ NoBHIDEHO BHHMAHHE, KOTaTO JIEPKAHAOHTIHH Ce NPSaTHCBa eIHOBPEMEHHO C IPYTH

cyOerpath Ha CYP3 A4 karo tepdenamus, acreMuson, Kiac Il anTnapuTMmnm xato aMHOAAapoH,
XHHAAMH, COTATOIN.

Munazonam

Korato ce mpunara B Ao3a ot 20 mg eNHOEPeMEHHO ¢ MHAA30/IAM [IEPOPATHO Ha J00pOBO/ILHE B
cTapuecka B3pacT, abcopOuHaTa Ha NEpKAHUAHONH ce noBuiiana (¢ oxono 40%), a ckopocTTa Ha
abcopbmmATa ce RaManaBa (imax ce 3abaBa ot 1.75 no 3 yaca). KoHueHTpauukTe Ha MBIA307IaM HE ce
TIPOMEHAT.

Mertonponon
KoraTo JIEPKAHRAATIHH ce TIPHNAara eAHOBPEMeHHO ¢ METOMpoNon, Gera-Olokep, koiTo ce eNMMAHUpPA

IJIABHO Ipe3 9epHAA Apo0, GHOHANHTHOCTTA HA METONIPOJION He Ce IIPOMEHsA, JOKATO Ta3H Ha
JepKaHWIUIHH ce NOHIKaRra ¢ 50%. To3n edexT MoXKe Oa ce THDKH HAa HAMANSBAHETO HA
qepHOAPOOHUA KPHBOTOK, KOETO C€ AB/DKY Ha DeTa-GloKepHTE B 3aTOBA MOJKE [1a HACTBITH M C IPYTH
JieKapcTBa OT TO3H Kirac. CrenoBaTenHo TepKaHHIHIHH Moxe 0e30UacHo Ja ce MpUiara ¢
GeTa-aapeHopetienTopHA OIOKEPH, HO H03aTa e TpAGEa a ce KOpUTHpA.

Hvrokcun
EnxoBpeMeHHOTO NpAIOXKeHHe Ha 20 mg NepKaHHAUNNH NPH NANHEHTH, JeKyBaHH TBI %gpﬂ
B-methyldigoxin ne ZaBa Aokazarencysa 3a dapMakoKHHETHIHH BlaAMoaeicTeaL. H
cpenno nopuuenue ¢ 33% Ha GUIOKCHH Cray , JoKaTo AUC # OR0peuHUAT KITHPBHC,
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3HAYATEARO MpoMeHenH. [[aMenTHTe, TEKyBaHH eIHOBPEMEHHO C QMTOKCHH, Tpa6pa na 6naar
TPOC/TEAABAHH KITHHITHO 33 TIPA3HALHA Ha AHTOKCHAOBA TOKCHIHOCT.

EarospeMeHHna ynoTpefa ¢ APYIR JeKaperBa
DryoxceTnn

EmHo npoydBane 3a B3auMopeiicteus ¢ gpuyokcerut (suxuburop Ha CYP2D6 u CYP3A4),
npoBeieAo cpef AoGPOBONIK Ha BB3PacT 65 + 7 rofuHu (CPeAHO + CTAHJAPTHO OTKIOHEHHE)
M0Ka382, Y€ HAMA KJIMHHYHO 3HAYHMH IPOMEHH BEEB (apMakOKHRETHKATA HA TEPKaHHARITHH,

HMETHINH

EnnHoBpeMeHHOTO NpHIoKenHe Ha MuMeTHARH $00 mg THeBHO He BOOH 10 3HAYHTENHH NPOMEHH B
[A4a3MEHHTE HHBA Ha IEPKAHHANIIKH, HO ITPH N0 BRCOKH J03H € Heo6xoguMo TIOBHIIEHO BHUMAHHE,
THH KATO MOXKE I3 ¢ yBenHIH OHOHATMTHOCTTA H XHIIOTEH3HBEAA edeKT HA ICPKaHuAHNMH.

CHMBACTATHH

Koraro f03a or 20 mg JiepkaHHIHNME ce IpHara MHorokpato ¢ 40-mg cavpactatui, AUC Ha
JIEPKAHIIHINH He ce MPOMeHs 3HaYHTenHo, nokato AUC Ha CHMBAacTaTHH C€ NOBHINABRA C 56%,a
AUC na aktHBHMA My MeTabomT B-xnapoxcuanun ¢ 28%. He ce ouaksa Te3H NPOMEHH 1a ca
xnuHM4He 3Hagumu. He ce o9akBa B3auMoaeHcTBHE, KOTAaTO JEpKaHHIHIAH Ce NpHIara CyTpUH, a
CHMBACTATHH — BEUESP, KAKTO € MOKAZAHO 32 TAKOBa JCKapCTBO.

Huypernun 0 ACE-urxnOATOpH
JlepxaHuAMIHEH ¢& npiiara Hesonacno ¢ auypetHud U ACE-maxuaGuropn.

T'H JIEKAPCTEA. MOBNHABAIA KPEBHOTO HANATaHE

KakTo npe BCHYKH aHTHXHIEPTEH3HBEHA IeKapcTBa, IPH €HOBPEMEHHO NPUIAraHe HA JePKAHKIHITHH
¢ [PYTH JIEKAPCTRA, NOBIMABAINY KPBEHOTO RALATaHe, KaTo aida-Onokepn 3a IeIeHHE Ha CHMITTOMK
Ha YPHHAPAHHA TPAKT, TPAIMKIMYHE AaHTHIETIPECAHTH, HEBPONENTHIH, MOXe Ja ce HabmoRasa
NOBHITEH XUNIOTEH3HEeH edekT. OT Apyra CTpaHa eHOBPEMEHHOTO NPUIOKEHHE ¢ KOPTHKOCTEPOHIH
MOe€ 13 J0Bee A0 HAMANABAHE HA XHIOTCH3UEHUA eeKT.

4.6 ®@eprundrer, GpeMEHHOCT H KbPMEHE

GpemMenHoct
Hsama garna# 3a ynotpebata Ha JepKaHHIMIMH IpH OpeMeHHH xkeHd. [Ipoy4BaHuATa NPH AKHUBOTHH HE

MOKa3gat TeparoreHeH edext (B Todka 5.3), HO ToBa e Habnmonaea npH APYrd
IMXHIPOTMPHIMHOBH CheOMHEHAA. JIepKAHUIUIHH He CE MPENOpPhUBa N0 BpeMe Ha GpeMEeHHOCT H
KBPMEHE, M [IPH XEHH B IETEPOAHA BB3PACT, KOHTO He H3NONBAT eeKTHBHA KOHTPALIETIIA.

Kepmene
He € M3BECTHO AATH NEpKaHAMAINH HITH MeTabONHTHTE My C¢ eKCKpeTHpAT B kbpMata. He Moxke 11a

Ce M3KIIOUH PHCK NPy HOBOpoReHH H GeGera. JlepkaHHIHNIHH He TPAGBa Aa ce MpueMa Mo BpeMe Ha
KBPMEHE.

GeprHnATeT
HsMa HAIVYHY KTHEHINY TaHHM 32 JepKaHuaunu. [Ipy HAKOH MauMentH, JJeKyBaHH ¢ GllokepH Ha

HOHHHTE KAHATHTE ca choOIaraHn 00paTuMA GHOXHMHYIHH POMERH B [TIABATA HA CIICPMATO30UIHTE,
KOMTO MOTAT fia HAPYINAT OIOXAaHeTo. B cirywanTe, korato IOBTAPHH ONUTH 32 in-vilro OIVIOKAZHE
ca HEyCElTHH H KOraTo He MOXKE JIa CE HaMepH APYro obACHeHHe, KaTo MpHiuHa TpsGea fa ce
oGMHCIAT OI0KEePHTE HA KAIIHEBUTE KaHATH.

4.7 Edextsr supxy cnocodnocTTa 32 modHpane i pabora ¢ MAIIHAH




JlepkaHHaUNYH TIORTHABA HE3HAYATENHO cnocobHOCTTa 3 Wwodupane H paboTa ¢ MamuKy. Bee nak e
HeoOXOAHMO [OBHIICHO BHUMAHHE, Thil KATO MOTAT /la HACTEIAT 3aMaiBaHe, aCTEHHA, YMOPa H B
PEeIKH CIyTaH CHEIHBOCT.

4.8 Hexenann JexapcTBeHH PeaKIHH

O6obitenne Ha mpodina Ha GelonacHoCT
Be30nacHOCTTA HA NIEpKAHANAMEH B 1032 oT 10-20 mg BeHBK JHEBHO € OLEHEHA B IBOHHO-CIICNH,
nnanefo-KOHTPOMMpPaKK KIHHHYHA npoyyBaHud {npu 1200 naupenTa), NpHeManH epKaBHARINH H
603 naumenTa, npHeMallii nNaneto) K IPA AKTHBHO-KOHTPONUPAHH H HEKOHTPOIHPaHH ABITOCPOYHH
KIIHHUYHH H3MHTBAHUA TIpHA 0610 3676 nailenTd ¢ XHNEPTOHHA, MPHEMallH JICPKAHKTHITHH.

Haii-gecTo cho0INaBaHKTE HeskeNAHH PEAKIHH B KMTHHAYHHTE H3NMHTBAHKA H B IOCTMAPKETHHIOBHAT
ONHT ca: NepHdeper 0TOK, rMaBoGonKe, 3a4epBABAHE, TAXHKAPAHA H NaIATALHY.

TaGmiueH BAN HA HEXENAHH JIEKAPCTBEHH DEakIHH
HekenaH® JeKapcTBEHH Peakiiy choOLICHN No BpeME Ha KIHHATHH OpOYIBaHUA W OT
NOCTMAPKETHHTOBHS OHHT B CEETOBEH Maial, 33 KOKTO € BEIMOXHA IPHIHHHO-CIEACTBSHA BPB3Ka Ca
npeAcTaBeHH B TaOIHIATA CIIOPEA CHCTEMO-OpraHHaTa Kiackgukauda Ha MedDRA 1 noapenens no
yecToTa: MHOTO-4ecTH (> 1/10), wectu (> 1/100 go < 1/10), nevectn (> 1/1 000 no < 1/100), peaxn (=
1/10 000 mo < 1/1 000), Muoro peaxu {< 1/10 000) 1 ¢ HeH3BECTHA HeCTOTA(OT HATHIHHATE AaHHA HE

Moze aa ObJe HanpaBeHa ONECHKA).

B paMmxuTe Ha BCAKA FPyNa N0 YECTOTa, HAG/HOAaBAHNUTE HeskeTaHH NEKAPCTBEHH PEaKLHH Ca
MPeNCTABEHHN B HM3XOIAWI Pefl HA CEPHD3HOCT.

CHcTemo-
Opra{es Kaac mo
MedDRA

YecTH

Heuectn

Penxn

Hen3pecTHa
HeCTOTA

Hapymwerns Ha
HMYHHATA
CHCTEMA

CBpELXTyBCTBHTEITHOCT

Hapymenna Ha
HEPBHATa CHCTEMA

I'naro6onue

3amaiisane

COMHOJIEHTHOCT
CHHKOIT

CepoeyHH
HapyIIeHHA

Taxuxapays
TTamuranyuu

AHTHHA MIEKTOPHC

CrroBa
HapyIOeHHAs

SauepriBane

Xunororua

CtomalnHo-
qpesHy
HApYIlIeHHS

Jrcnencua
I'anene

Bonka B ropHara
YacT HA KopeMa

Tosppmane
HMuapus

Xuneprpodus
Ha BeHuuTe'

MzsTeH
[NlepuTtoHeaneH
AHAAH3AT

Xemnato-

GHIMApHH
HapyLeHHs

Topuuenue Ha
CepyMHHTE
TpaHcaMHUHa3H'

Hapymienus Ha
Ko)kaTa H
TIONKOMHATA
THKaH

Obpne
Copbex

Ypruxapus

Anrnoeaem'

Hapyuntenna na
MYCKYJIHO-
CKENeTHATa
CHCTEMA H
CheHHHATENIHATA
TEKaH

Muanres

HapyuieHua Ha

TMonnypus

Tonakuypus




6s0peunte 0
[IMKOYHHTE
IThTHIIA

O6mu TNepudepen otox | AcreHns BonkH B rbpaHTe
HApyeHud H Ymopa
edeKTH Ba
MACTOTC Ha
TPWIOKEHHE

lenoRTaHHH cLOOMEHAA 32 HEXKEIaHH JIEKapCTBEHH PEAKIMH 0T HOCTMAPKETHHTOBUA OTIHT B CBETOBEH
Malao

Onvcanpe Aa H30paHH HeKENAHH peakmiu

B nnane6o KOHTPOHPAHH KITAHHYHH OPOYYBaHHA 1€CTOTATa Ha nepudephus otok € 0,9% npu
nepkamgunuy 10-20 mg u 0,83% npu miane6o. Tasu gectota Aoctara 2% B 061aTa NoRynanMa Ha
NpOYYBAHETO, BKIFOYHTENHO ARITOCPOUHR KIKHHZHK MPOYYBAHHA.

JlepradHTUNHH He TOBIHABA KPLEHATA 3aXap WIM CEpYMHATE NTHIHAHH HHBA.

Haxou muxuaporMpHIRHA MOTAT B peKH cydau Aa I0BeIaT A0 NpeKopAnIHa GoJka WK aHrHHa
nekTopuc. B MHOTO PeIkH CTyYaH MaUMEHTHTE C MPEANECTBAIA AHIHHA NEKTOPHC MOTaT 2 Noy9atT
'Te3H HEKENAHH PEeaKLHH C MOBHIICHA YECTOTA, MPOABDKHTEIHOCT HIH TEXKECT. Morar na ce
HAOMOAABAT H30MHPaHH CAy9an Ha MHOKapAeH HH(APKT.

Crofmarane Ha MOAQ3UPARH HEKEIAHN PEAKIAH

CroOIaBaHeTo Ha OJO3MPAHH HEKEMAHU PeakuHH cJIel pa3peliasane 3a ynorpeta Ha JICKapCTBEHHA
TMpoIyKT € Baao. ToBa No3BoNAEa Aa MPOABIKA HAGMIONEHACTO HA CHOTHOMEHHETO NOM32/PHCK 33
NeKapCTBEHMs NPOAYKT. OT MEIHUMHCKHTE CHELAAMCTH Ce H3HCKBA /1a ChoOInaBar BCAKa
TOR03HpaHa HexXeNlaHa peakuEs upe3 MsnbHUTeNHA areHIHA [0 JIeKapeTBaTa yiL. ,Jlamax [pyes” Ne
8, 1303 Codus, Ten.: +35 928903417, yebeaiit: www.bda bg.

4.9 Ilpenosmpane

B NocTMapKeTHHTOBHA OIHT ¢ IEpPKaHHIMIMH HMa ChoOIUEeHH Clly4an Ha Npego3upane (B AHana3oHa
ot 30-40 mg fo 800 mg, BKMOYHTENHO CHOGINEHAA 33 CYHIMHH OIIHTH).

CumMnTomMu

Kakro npu apyrs IHXHIPONNPHANHH, IPESIOIHPAHETO C NEPKAHHAHIMH BOAH A0 IPeKOPMEHA
nepudiepHa Bas0AHIATAIA C M3pa3eHa XHIOTOHHA H peduiekcHa TaxAkapnua. Buupexn T0Ba, IpH
MHOTO BHCOKH JI03H TIEpH()epHATa CENEKTHBHOCT MOXE Na ce 3aryGH, NpHYMHABAHKY GpanuKapaus H
OTpHUATENEH HHoTponeH edekT. Hall-uecTHTe HesxenaHH peaklUMH, CRBP3AHN CBC CIYYaH Ha
Opeo3npaHe, ca XHIOTOHUA, 3aMafHoCT, TiapoGonNe M NATHTalAH.

Jleuenne

OHEHYHO 3Ha9HMATA XATOTOHAS HIHCKEA aKTHBHA CHPACYHO-CHI0BA NONKPENa, BKIHYBALIA YECTO
npocieaspade Ha CHPAEYHATA K AHXaTelHaTa (yHKUMA, MOBJHTaHe Ha KpallHNIMTE M NPOCIEABAHE
Ha 00eMa Ha MPKYIHPAIRATE TETHOCTH H OTACNAHETO Ha ypHHa. KaTo ce mMa mpensns
TPONBILKHTETHNS (papMaKoIoriyeH ed)ekT Ha NEPKaHHAHIAH BAKHO € Hali-Manko 24 4acoBo
npocneassaHe Ha ChPAEYHO-CHAOBHA CTATYC Ha NalHeHTHTE. Thil KaTo JIeKapCTBOTO C¢ CBLP3Ba BHB
BYCOKA CTENEH C MPOTEHHATE, THATHIATA BEPOATHO HAMA Na Obae edektpHa. [laumenTtite, MpH
KOMTO CE 09aKBa YMEpPeHa 0 TeXKa HHTOKCHKAUHA, TpAGBa Ja ce HabMoAaBaT PH CrelHanH3HpAHH
VCIIOBHAL

5.  ®APMAKOJIOrAYHH CBOMCTBA

5.1 dapMakoTEHAMHYHH CBOificTBa




dapmakoTepaneBTHIHA rPyna; OI0KEPH HA KallHEBATE KAHAIM, CEteKTHBHH OJIOKEpH HA KalllHeBHTE
KaHaJH ¢ MPeIHMHO CBAOBO AelicTENE, AMXMIPOMHMPHIHHOBH JEPHBATH
ATC xon: CO8CAL3

MexaHu3sM HA IHCTBHE

JlepKkaHHIHTIMY € KANHER AHTATOHKCT OT TPYyNaTa HA AMXHIPONHPHIKHHTE H HHXHOHpa
TpaHcMeMOpanHEsa ARQIYKC HA KAILMA B ChPOSYHAA MYCKYJ H TaakHTe MycKyIK. MexanmaMeT Ha
HETOBOTO AHTHXHIIEPTEH3HUBHO NefiCTBYE CE ALDKH Ha INPEKTEH peslakchpall eekT BEPXY ChIOBaTa
rAafka MycKynaTypa, KaTo o TO3H HATHH IIOHIKaBa o0mara nepudepHa pe3HCTEHTHOCT.

PapMakogHHAMHIEH ederxrn

Brnpek kpatkud ¢ (papMaKOKAHETHYEH TUTA3MEH MOy KHBOT, IEPKAHHIHIIHY HMa MPOXBIDKHTENHO
AHTHXHTNEPTEHIHBHO ACHCTEHE MOpATH BHCOKHA cH KoeduuyeHT Aa MeMOparHa NPErpana H e THIIeH
OT OTPHIATENEH HHOTPONEH edexT nopaay BUCOKATA CH CHIOBA CETIEKTHBHOCT.

THH KaTo HROyLHpaHaTa OT NePKaHHAKITHA Ba30/(IIATALNA HACTBIBA MOCTENEHHO, PANKO C&
HaOmoJara oCTpa XHIOTOHAS ¢ pedIeKTOpHA TAXHKApAHA IPH MALHEHTH C XHIEPTORKA.

[MoyoGHO HA ApyrUTe ACAMETPIMEY 1,4-NIXUIPOTIAPHAMHM, AaHTHXHIIEPTeH3HBHATA AKTHBHOCT HA
NePKAHWIHNKE c¢ IB/UKA NI2BEO HA HETOBHA (S)-eHaHTHOMED.

Knunnina edukacroct B fezonacrocT

KinnirHaTa edikacHocT 1 6e30MaCHOCT HA JIEpKaHWIHIAH B A03a oT 10-20 mg BeAHB:K OHEBHO €
OL{EHEeHa B JROJAO-CIMIO, IIaleho KOHTPOIHpaHo KIHHUYHO Apoy4eane (mpH 1200 nanmenTy,
TpHeMAItH NepKaHRAMIMHE H 603 NalAeHTH, NpAeMainy waneto) 1 IpH AKTHBHO-KORTPONHPAHO H
HEKORTPONHpaHO ALITCCPOTHO KNHHMYHO NpoydIBaHe Ha 06100 3676 nauMeHTH ¢ XMIOEPTORHA.
ToeeyeTo KNUAMMHMA TPOYYBAHMA €A MPOBSACHH IPH IANHEHTH ¢ NIeka 10 YMepeHa eceHIHanAa
XHMIIEPTOHHA (PKTIOUMTENHO NAUHEHTH B CTAPIECKA BB3PACT H JHAOETHIIN), MOy JaBalnH
JIepKAHHIUITHH CAMOCTOATENHO HNH B koMGuHaumna ¢ ACE-MHXHOHTOPH AuypeTHUHd WiH Gera-
bnoxepu,

B nomeiHeHAS KBM KITMHHWYHATE NPOYYBAHHA, NPOBEAEHY B TIOAKPENA Ha TepaneBTHIHHTE
NOKa3aHHA, €AHO MANKO, HEKOHTPOAMPAHO, HO pAHIOMH3HPAHO NIPOYYBAHE HA MALMEHTH C TEXKa
XHNEPTOHMA (Cpenso + CTRHNAPTHO OTKIOHEHHE AHACTONHO KphBHO Hasrane 114.5 3.7 mmHg)
MOKa3Ba, e KPLBHOTO HALTaHe ce HopManm3upa B 40% ot 25 naumeHTH ¢ 20 mg KaTo eqHOKpaTHA
OHEBHA 1034 H B 56% oT 25 nanpenty ¢ 10 mg nepkaHUAWNKH 182 ETH RHeBHo. B exH0 qBOfHiHO-
CITAIG, PAHIOMH3HPAHO, KOHTPOJIHPAHO HANUTBAHE COPAMO NNaueto NpH NALMEHTH ¢ H30JIMPAHH
ClydYaH Ha CHCTOJNHA XHNEPTOHHA, NEPKAHAANNHH € Ol eHKACEH 32 TIOHIDKARAHE HA CHCTONHOTO
KPBEHO HANArAHE OT CPeAHHTE HAYANKH cToiiHocTH 0T 172.6 + 5.6 mmHg mo 140.2 + 8.7 mmHg.

He ca npoBeeHH KIHHAYHKE TPOYYBAHUA NP NEAHATPHYHA NOTTYIALHEA,
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AbGcopOums
JepxannaumiH ce aGcopOupa HATBIHO clief HepopanHo npwioxeHue #a 10-20 mg 4 MaKCHMATHHTE

nnasMeHd Huea, 3,30 ng/ml £ 2,09 cranpapTHO oTKIOHEHHAE M 7,06 ng/ml + 5,90 cTaHAApTHO
OTKMOHEHHWE ChOTBETHO, HACTHIIBAT 0Kono 1,5-3 vaca cnex no3Hpase.

JiBara eHanTHOMEpa HA ISPKAHHAKIINH N0KA3BAT CX04H NMPodHI Ha NNA3MEHHTE HUBA, BPEMETO 0
AOCTHTAHE HA MAKCHMAJIHA [UIA3MEHA KOHISHTPAIHA € CXOAHO, MAKCHMAITHHTE IJIa3MEHH

koHueHTpauny u AUC ca cpeno © 1.2 ITETH N0-BHCOKH 3a (S) eHAHTHOMEPA M BPEMETO Ha
TOJTyCWBOT HA ABATA eHAHTHOMepa ¢ cxoaHo. He ce Habmoaasa in vivo mATEpKOHBEPC
eHAHTHOMEPHT®.




TMopaan BHCOKHA MeTaGoMM3BM NpHU bPBO npemuHaBane (first pass), abcomoTHaTa GHOHANMYHOCT HA
NEpopanHe NPWIOKEHHS AEPKAHHIATAE CIIEA XpaHeHe e okomo 10%, Makap ¥e ce IoRmkaga 1o 1/3,
KOTaTo ce IPHIara Ha 3ApaBy A00POBOJIUHE Ha TIIAIHO.

[Nepopantata 6HOHANHYHOCT HA JIEPKAHAINNKE CE TOBHIIABA 4-KpaTHO, KOTATO NEPKaHHAMIIHH C&
npHema g0 2 aca criel KOHCYMAallHa Ha Xpara ¢ BHCOKO ChIbLpKaHHe Ha MasHuHH. ETo 3atio
JlepKaHHIUNMH TPAOEa A3 C¢ MPHEMA NPEJH XPaHeHe.

Pasnpedenenue
PasnpeaeHHETo OT IU1A3MATA B THKaHUTE H OPragHTe € GBP30 K MBIHO.

CreneHTa HA CELP3BAHE HA NEPKAHHAMIMH ChC CEPYMHMTE NPOTEHHK Hanpumasa 98%. Tni kato
HHMBATA Ha MJIa3MEHATE NPOTEMHH Ce TIOHIKABAT NPH MALMEHTR C TEXKO HapymieHHe Ha 6n0peunaTa
HIH 9epHoapobHa dynkmis, cBoboaHara (paKiiia Ha IEKAPCTEOTO MOXKE 14 C€ YBENYH.

buotpanchopm:

Jepkanvaumun ce Metabominpa ocHoBHC 0T CYP3A4; He ce OTKpHBA HENMPOMEHEHO IEKapCTBO B
ypuHaTa unr Gekamure. Toli ce MpesphiUla TTABHO B HEAKTHBHA MeTabonuTH H ckono 50% ot aozara
€€ EKCKpEeTHPA B YPHHATA.

OnutyrTe in vitro ¢ MAKPO3OMH H& YOBEUIKH YePeH ApoD ASMOHCTPHpAT, Ye JIEPKAHHANIIHH I0KA3BA
H3BECTHA cTeneHd Ha waxAGupade Ha CYP3A4 u CYP2D6 npu croreeTHO 160- 1t 40-15TH M0-BHCOKH
KOHLEHTPAUHH OT TE3H, KOHTO C€ JOCTHTAT [TPH MAKCHMAITHA I1a3MEHA KOHUSHTPAHA cliel
TIpUIoXKeHHe Ha fo3a o1 20 mg.

OcBeH TOBA NPOYIBaHHATE 33 B3aHMoeHCTBHA MPH XOpa [OKA3RAT, He NePKAHUANITHH He IPOMEHA
TUTa3MEHHTE HHEBA HA MHAOA30MaM — THnageH cyberpar Ha CYP3A4 wiH Ha METONPONON — TRIHICH
cybcerpar Ha CYP2D6. Io Ta3s npavMHa HE ce 049aKea HRXHOupane Ha GuoTpancopmaliHiTa Ha
nekapcTa, MetaGonusnpadd oT CYP3A4 n CYP2D6 oT nepxansamiuH B TEPANCBTHYHH J103H.

EnuMunvipane
EnMMHHMPAHETO HACTHLNBA [JIaBHO NPH OHoTpaHChOpMAaLHs.

CpenHHAT TEpMEHANEH eIMMAHALMOHEH TIONYHBOT ce H3THCIABa Ha 8-10 vaca, a TepaneBTHYHOTO
nelicTREE HPOIBIUKABA 24 4aca NOPAAM CRLP3BAHETO BB BHCOKA CTENEH ¢ NMHNHAHaTa MeMmOpana. Iipu
MHOTOKDAaTHO NPHJIOKEHAE He ce HabMoAapa KyMyJIHpaHe.

JlnHeiROCT/HemuHeiHOCT

INepopanHoTe OpAIOKEHHE HA JIEPKAHUANNHH BOIH A0 MUIa3MEHH HHBA HA N¢PKAHHIHIHE, KOHTO HE
Ca JUPEKTHO 3aBUCHMH 0T 702aTa (HenmHelina kuneTika). Cren 10, 20 min 40 mg, nabmonasanure
MaKCHMAIHH [UTa3MEHH KOHUEHTPALHK ca B choTHOIeHHe 1:3:8 1 kpuBaTa naowy 1oj mIasMeHaTa
KOHIEHTpallAA—BpeMe B croTHOmEHKe 1:4:18, npexnonara nporpecHBHa caTypalis NpH ehexT Ha
TBHPBO NpeMuHaBaHe B MeTabonusma. ChOTBETHO, OMOHAIMYHOCTTA CE NOBHILABA C MOBHINABAHE Ha
A03aTa.

Honbnuyrenna uHopMaLMA OPH CIENHATHA NOMYIALHH
IlpH nalMenTH B cTapuecka BB3PACT H PH MAUMEHTH C JieKa A0 yMepeHa Gb0peuHa TUCHyHKIMA HIH
JIEKO J10 YMEPEHO YepHoApoOHO YBpekaaHe, GapMaKoKMHETHKATA HA JISPKaHHIMITHH € oaobHa Ha
TA3W, KOATO ce Aabmonasa MpH obmiaTa MOMy ALk MAUHEHTH; NANUeHTHTE ¢ TEXKKO HapyIIeHHe Ha
610peunaTa GyHKIHA HITH HAUMEHTH HA JHAMN3A NOKA3BAT TO-BACOKH HHBA (0Kono 70%) Ha
nexapcreoro. [Ipn nauMerTd ¢ YMEpEHO J0 TEKKO YepHORPoCHO yBpexkaaHe, CHCTEMHATA
GHOHATHYHOCT Ha JIEPKRHMAMIIHH C€ [OBHIIABA, THil KATO JIEKAPCTBOTO 0GHKHOBEHO ce MeTabonuanpa
HANBIAHC B YepHUs Opoo.
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Hexmai4HYE faHHA He NOKA3BAT 0COOEH PHCK 32 X0Pa Bb3 OCHOBA HA KOHBEHUHOHAIIHHTE
[poy4BaHAA 33 (papMaKomorndHa Ge30NacHOCT, TOKCHIHOCT IPH MHOTOKPATHO TIpU/araHe,
CEHOTOKCHYHOCT, KAPIHHOTEHEH NOTEHLHAN, PenpofyKTHBHA TOKCHYHOCT

dapMakOAOTHIHKTE H3NHTBAHKA MPH XHBOTHHK HE [10K23BaT e0eKTA BEPXY aBTOHOMHATA HEPBHA
CHCTEMA, IIEHTPAIHATA HEPBHA CHCTEMA AITH BBPXY CTOMALIHO-4pEBHATa (GYHKIMA NPH
AHTHXHIIEPTEH3IHBHH JI03H.

Knuunauo 3pagaMite edekty, HablnonasaHy NpH OpOABDKHTEIHA HANMHTBAHHA BbPXY IUTBXOBE H
KYUueTa, 4 CRBP3aHH JUPEKTHO WM WHIHPEKTHO C Mo3HaTHTe e)eKTH Ha BHCOKH JIO3H KA/ILIHEBH
AHTATOHHCTH, OTPA3ABAINH OPeAUMHO hapMaKoIHHAMHYIHA AKTHBHOCT.

Jlepxaﬂn,nnnnﬂ HE € TeHOTOKCHYCH H He [M0KA3Ba NaHHH 33 KAPLUHHOTEHCH PHCK.

(I)ep'mm{ocnra H oﬁma'ra PETPOXYKTHEHOCT NPH ILUTBXORE HE C€ BIHAAT OT JICHCHHETO C
JIePKAHHOANIINH.

HsiMa aaHHM 33 TepaTOreHeH eieKT NPH NALX0OBE H 3aif}; BCe [TaK NPH MLTbX0BE MPHAOKEHHETO HA
NEpKARUIANAH BB BHCOKHA Z03K BOIH 10 Mpe- H MOCT-AMIVIAHTALHOHHH 3ary6H B 3a6assHe Ha
PasBATHETO HA MNCAA.

JlepxaHUAMIMH XHAPOXIOPHA, NPHNIAraH BB BHCOKH A03H (12 mg/kg/nHesHo) no BpemMe Ha paX/iaHe,
NpeaH3BHKBA JHCTOKHA.

PasnpeaeneHueTo Ha MepKAHMARITHA W/HJIH HETOBHTE META00ANTH NpH GpeMeHHH KUBOTHA X
eKCKpPELIAATA MM B KbPMaTa He Ca H3CIIeBAHR.

MeTtaGonurdre He ca H3CNEABAHH OTIENIHO B H3MHUTBAHMA 32 TOKCHIHOCT.

6. ©DAPMAHNEBTHYHH JAHHH

6.1 ChnECHK HA NIOMOIIAATE BEIIECTBA

TaGnerro snpo:
Marnesnes creapar

IMoepunou
Hatpues HHIecTeH TIHKoaT (THI A)
JlakTo3a MOROXMApAT

Iemynosa, MEKpOKPHCTATHA
DuIMOBO TOKPHIHE:
Makporon

HoAMBHHMIIOB ANKOXO0J, 4ACTHYHO XHAPOIHIHPaH
Tank

Turanor puoxcua (E 171)
Xenezen oxcua, ket (E 172)
XKenezer oxcun, yepseH (E 172)
6.2 HechBMECTHMOCTH
Hempunoxamo.

6.3 Cpok na roanect

2 roaHHHA
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6.4 Chnenuajnd YCI0OBRS A3 CHXPAHCHHE

Al/PVC/PVDC Gnncrepr: fla ce chxpanspa noa 25°C. Jla ce cnxpaHsiea B OPHTHHATIHATA ONAKOBKA,
3a Aa ce MpeAnasd OT BJara.

HDPE 6yanxu: [a ce chxpanasa nox 25°C. Jla ce cbXpaHABa B OPHTHHAMHATA ONakoBka. Jlpexre
KOHTeHHEpa WIETHO 3aTBOPEH, 33 JA ce MPEANasy OT Blara.

6.5 JlannH 32 0NAXOBKATA

AVPVC/PVDC Gractep ¢ oTaenanio ce $osmo.
HDPE 6yT1unika, 3aTBopeHa cbe 3anedatada LDPE kanadxa.

QHBKDBKHZ

AVPVC/PVDC Gmacrepu:
Kanupua 20 mg danmupanu tabnerkn: 28, 30, 50, 56, 84, 100 drwmuapany Tabnerkn

HDPE Gy tumku:
Kanuzax 20 mg punmupany tabrerku: 100 ¢pumvupany TabieTki

He BCHUKH BHAOBE ONAKOBKH MOTAT Ja GRAAT MYCHATH B Apogaxha.
6.6 CrnenHanEmn DpeANaIHE MEPKH NPH H3IXBELPJIAAHE

Hama crieuManin HIMCKBaHAs

7. TIPUTEXATEJ HA PAIPEUIEHHETO 3A YIIOTPEBA

Zentiva, k.s.,

U kabelovny 130
102 37 Prague 10
Yemxa pemyOnuka

8. HOMEP(A)HA PAIPEIIEHUETO 3A YHHOTPEBA
Kannnuu 20 mg: 20100111

9. JIATA HA ITbPBO PA3PEIIABAHE/MIOJHOBSIBAHE HA PA3PEIIEHHETO 3A
YIIOTPEBA

Jara Ha mepno paspemasane: 23.02.2010 r.
Jlata Ha mocnexHo noaHosARane: 20.10.2014 r.

10 JATA HA AKTYAJIM3UPAHE HA TEKCTA
31.01.2023 r.
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