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1. HMe Ha 1eKapCTBEHHN NPOAYKT

PenoBua® 10 mg
Ppuamupann TabiaeTKH

Renovia® 10 mg
film-coated tablets

2. KadecTBeH H KOJIHYSCTBEH ChCTAB

Exqna ta0nerka cpabpxka 10 mg nepxanununuaoB xuapoxnopun (lercanidipine hydrochloride),
KOETO e eKBHBaJICHTHO Ha 9.4 mg nepxanuaumu (lercanidipine).

3a NOMOIHHTE BELIECTBA BX. T. 6.1.

J. JlekapcTBena (opMa

dunmupana tabneTka.
ACpnTta, Kperiaa, 6MKOHBEKCHaA TabneTKa, ¢ ACIHTENHA YepTa OT €1HaTa CTpaHa.

4, KIuHHYHHE TaHHH

. 4.1 ITIoxkazanus

Lercanidipine hydrochloride e nokazan 3a ne€YeHHe Ha J1€Ka A0 YMEpEHa eceHLHalHa
XUIEePTOHHA.

4.2 J03HPOBKa H HAYHH HA OPAJIOKEHHE

IIpenoprunTenHaTa A03a € 10 mg nmepopanHo €IHH BT JHEBHO, MOHE 15 MHHYTH mpenw
XpaHeHe. B 3aBHCHMOCT OT HHOWBHYAIHMS OTTOBOP Ha MAlHEHTa, 103aTa MOXeE [a Ce yBeau4H 10 20
mg.

Jlozata TpsAbBa Aa Ce TUTPHpPa IOCTEHEHHO, 3aliOTO 3a A4 C€ MNPOSBY MaKCHMANHHAT
AHTHXHIICPTECH3NBEH €(EeKT MOXE 1a ca HEOOXOAMMH OKOMO0 2 CeAMHLIH.

Hskou MalMEHTH ¢ HE33A0BOJMTENCH XOHTPOJI OT €IHH AHTHXHICPTECH3HBEH NEKapCTBEH
MPOAYKT, MOKE 1A Ce IOBIHAAT GaaronpuarHo npH npudaBsHeTo Ha lercanidipine KBM JIEYEHHETO ¢
Oera-Onokep (atenolol), mwmypermk (hydrochlorothiazide) wim u#HXHOWTOp HA AaHTHOTEH3HH-
KOHBepTHpalliHa €¢H3UM (captopri]l umn enalapril).

Tei# KaTO XpHBaTa A033-OTrOBOP € CTPBMHA C IJIATO Npu 03U Mexny 20-30 mg, He ce oYakBa
no-no0pa ePeKTUBHOCT IIPH NO-BHCOKH JI03H, HO HEXENAaHHTE e)eKTH MOTrarT 1a C¢ YBENHYaT.

Ipunoocenue 6 nanpedHana sv3pacm

Brnpekn de cnoped (papMaKOKHHETHYHHTE JAHHH M KIHHHYHUSA ONTUT HE C€ HANara KOpHrupaHe
Ha J103aTa, NMpd 3allo4BaHe HAa JICUCHHETO IIpH MAaUWEHTH B HampeAHala BB3pacT € HeoOXOoOHMO
0C00cHO BHHMAHHE,

IIpunoocerue npu oeya

Tb# kaTO MHNCBa KNMMHHYEH ONHT IPH MALMEHTH NoA 18 rogumHa Bp3pacT, NPHIOKEHHETO IIPH
A€l 3a MOMEHTA He Ce MPENopbYBa.

ITpunoscenue npu napyuiena 6vbpeuna u yepnodpobna Qynryus
HeoOxonuMo e 0cOOCHO BHHMAaHHE NPH 3anovBaHE Ha JICYEHMETO IIpH MAlHEHTH ¢ JEKo A0




Lercanidipine hydrochloride He ce npenopbusa 3a ynorpeda Npd NanHEeHTH ¢ TEXKO HapylICHA
yepHoApoOHa (YHKIMA M NpH MAlMEeHTH C TEXKO HapymeHa On0pedna ¢yHKuEs (CKOPOCT HA
rnomepynHa punrtpauus, GFR<30 ml/min).

4.3 IIpoTuBonoKazanHA

. CBPBXUYYBCTBHTEIHOCT KbM aKTHBHOTO BemlecTBO lercanidipine, KbM HAKOH OT JPYTHTE
JAXUAPOMHPHANHH HJIH KBM HAKOE OT NOMOLHHTE BEMICCTBA HA AEKAPCTBCHHA MPOAYKT;
OpeMEeHHOCT H KbpMeHe (BXK. T. 4.0.);
’KEHH B IETEPONHA BE3PACT, OCBEH aKO He ce MpHiara €(eKTHBHA KOHTpaLeIIH;
OOCTpYKIIHA Ha U3X0JAa HA JIABATa KaMepa,
HEJNEKYBAaHA 3aCTONHA ChpACYHA HEeJOCTAThYHOCT,
HecTabHIIHA AHI'HHA [IEKTOPHC;
TEXKO ObOpeYHO HNH YepPHOAPOOHO YBPEXKAAHE;
A0 €UH Mecell clienl HHQapKT Ha MHOKapAa, |
€AHOBPEMEHHO MPHIIOKEHHAE HA!
- cnnHu uHxuOuTopu Ha CYP3A4 (Bx. 1. 4.5);
- LIMKIOCHOpPHH (BXK. T. 4.5);
. - COK OT rpedndpyT (BXK. T. 4.3).

4.4 Crnenuaanu npeaynpexaeHus ¥ npeAnasiH MEPKH NpH ynoTpeda

HeoGxomuMo e ocofeHo BHHMaHHe NpH npunokeHHeTo Ha lercanidipine hydrochloride mpu
NaHERTH CBC CHHAPOM Ha GonHus CHHYCOB Bb3eJ (aKO He € HamuLe in situ nedcMeiksp). Benpeky [e
XeMOAMHAMHYHATE KOHTPOJMpAaHH H3NUTBAaHHA HE JEeMOHCTPHpAT HapyllleHHEe Ha KamepHaTa
¢byHKIMS, HeoOXOANMO € BHUMAaHHE ITpY TALMEHTH ¢ JeBOoKamepHa aucgyskuui. Ilpeanonara ce, 4e
HSKOH KpaTKoJAeHCTBaIll AMXHAPOIHPHANHE MOTAT Aa ObAAaT CBBP3aHM ¢ OOBHIIEH ChPASYHO-CHAOB
DHCK IPH TAUMEHTH ¢ McXeMH4YHa Gonect Ha chpiero. Benpeky de lercanidipine hydrochloride €
OBJITOACHCTBAIL, NMPH TE3Y NAUHECHTH € HeOo0X0AUMO BHUMAaHHE,

HskoH NMXMAPOIIHPUAWHH PAAKO MOratr Aa JOBeAaT RO OpexopauanHa OOnka HIIH aHIrvHA
neKkTopuc. MHOro pAAKO HpH NaLMEHTH C NpeAilecTBalla aHTHHA MEKTOPHC MOXE Ja €€ IpOABAT
yBelIM4YEeHHe Ha YeCTOTaTa, NPOABIKUTEIHOCTTA H TEXKECTTAa HA CTEHOKapAHUTE MpUCThIH. Morar sa
ce HaONIOAABaT H30JIMPAHH CTy4al Ha HHPapKT Ha Muoxapaa (Bxk. 4.8).

Hpunoocenue npu napywena Gvbpeuna iy YepHoopobHa QGYyHKYUs

HeoOxoaumo € ocobeHO BHHMAHME NPH 3al0YBaHE HA JICHSHHETO IPH NAlHEeHTH C NCKO A0
yMepeHo HapyuieHa 6p0peyna H uepHoapoOHa dyHkiusa. Benpeku ye obnyaHHaTa IPENOPBUHTENHA
1032 MOJKE J1a ce IIOHACH OT Te3u MallHeHTH, YBeIUYeHUeTo Ha Ao3ara fo 20 mg naesHo TpsaOBa aa ce
OCBIIISCTBABA BHUMATENHO. AHTHXMAEPTESH3UBHHUAT e(eKT MOXe Ja c¢ YCHIH TPH NalUCHTH C
JepHOAPOOHO YBpexKAaHe U CICHOBATENHO € He0OX0AUMO KOPHTHPAaHEe Ha AO3aTa.

Lercanidipine hydrochloride ue ce npemopsuBa 32 ynorpeda pu MandeHTH ¢ TEXKKO HApYIICHa
yepHOAPOOHA (YHKIMSA H [pH MAlHEHTH ¢ TEXKO HapymeHa Ob6peuna ¢ynknus (GFR<30 ml/min)
(Bx. 4.2.)

AJNKOXOIBT TpAOGBa na ce M30ArBa, Thil KaTO MOXE Ja YCHIM e(eKTa Ha BA3OJHIATATHBHHUTE
aHTHXUIIePTeH3HBHU AckapcTBa (BiK. 4.5).

Wunykropute Ha CYP3A4, karo aHTHkoHBYncaHTH (Hamp. phenytoin, carbamazepine) u
rifampicin MoraT Aa HaMajsAT NUa3MEHHTE HHWBa Ha lercanidipine m ToBa jJa JoBeAC JO-
edexkTuBHOCT Ha lercanidipine, B cpaBHEHHE ¢ O4axkBaHaTa (BX. 4.5.). ;;ff |

Enna Tabnerka ceabpaka 30 mg lactose u mopagy ToBa He TPsOBa Ja ce Npul : )
¢ Lapp nakrasHa HEOOCTATBYHOCT, TCaNaKTO3EMHS HIIH MEUIBﬁCOpﬁHHOH?I;I?
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4.5 BiaumonelicTBHe ¢ [PYrH JeKapcTBeHH IPOAYKTH H JApPyYrH (opMH Ha
B3aHMOJAeHCTBHE

HagectHo ¢, d4e lercanidipine ce wmetaommsmpa o7 ensuma CYP3A4 n nopagm TOB2
eIHOBPEMEHHOTO TpHIOKEeHHe Ha HHxuOHTOpu W wmHAYKTOpY Ha CYP3A4 Morar jJa MOBAHAAT
meTtabomi3Ma M enuMruHApaHeTo Ha lercanidipine.

Tpabsa na ce u3barsa eqHOBPEMEHHOTO HasHayeHHe Ha lercanidipine hydrochloride ¢
uaxuburopn Ha CYP3A4 (manp. ketoconazole, itraconazole, ritonavir, erythromycin, troleandomycin
(Bx 4.3).

HanuTeane 3a B3ammozelcTBHe c¢he cHileH HHxuOuTOop Ha CYP3A4, ketokonazole, moka3ssa
3HAYHTEJHO IIOBHINICHHE HA IIa3MEHUTE HHBA Ha lercanidipine (15 meTH nosHiIcHHE HA MIOIITA MOA
kpuBata AUC U 8 TkTH NOBHINEHKE HAa MaKCHMAJTHATA IJIa3MeHa KoHueHTpanusd Cmax 3a eyToMepa S-
lercanidipine).

Cyclosporin u lercanidipine He Tpabsa jAa ce mpunarar enHoBpemeHno (BX. 4.3). Ilpn
eJHOBPEMEHHO MPHIOKEHHe ce HabMIAaBaT MOBHILEHH [UIa3MEHH HHMBA KakTo Ha lercanidipine, Taka
1 Ha cyclosporin. ITpoyusane npu MiIaad 3ApaBH JoOpOBOJIIH OKa3Ba, Y& aKo cyclosporin ce npHara
3 vaca cnen npueM Ha lercanidipine, nnasMeHuTe HHBa Ha lercanidipine He ce rpoMeHAT, Aokato AUC
- Ha cyclosporin ce moBumasa ¢ 27%. EjHospemenHoro mnpuiaoxkeHue obade Ha lercanidipine
hydrochloride ¢ cyclosporin Boau 10 3 IBTH yBelIMUeHHe HA IUIa3MeHHTe HUBA Ha lercanidipine n 21
% ypemuucHHE Ha AUC Ha cyclosporin,

Lercanidipine ne TpsOBa na ce nMpueMa cuC COK OT rpeindpyt (Bxk. 4.3).

ITopoGHO Ha ApyrH auxuapondpuamnr, lercanidipine € ¢ MeTa0ONIH3bM, YYBCTBHTC/ICH KbM
HHXHOMpaHe OT COK OT rpefindpyr ¢ mocnedBamio MOBMUIEHHE HA CHCTEMHaTa OHOHAIHYHOCT H
YCHJIBAHE HA XMINIOTCHIUBHHA e(deKT.

[Ipn enHoBpeMenHO nepopaido mpuwroxenue Ha 20 mg lercanidipine ¢ midazolam ot
noGpOBOMIH B HaNpeaHana Bb3pacT, pe3opbuuara Ha lercanidipine ce yBennuasa (¢ okono 40 %) u
CKOpOCTTa Ha pe3opOumaTa HamansgBa (Tmax namansea oT 1.75 no 3 yaca). KoHUETHpaUMKTE Ha
midazolam OCTaBaT HENPOMEHEHH.

Heo0X0mmMo € BHUMaHKE NpU ¢XHOBPEMEHHOTO HasHaueHue Ha lercanidipine hydrochloride ¢
npyru cybcrpatm Ha CYP3Ad4, karo terfenadine, astemizole, awrvaputMuid xnac I, Hamp.
amiodarone, quinidine.

EanoBpemeHHoTO nipuioxenne Ha lercanidipine hydrochloride ¢ uaayxropn Ha CYP3AA4, karo
aHTHKOHBYJIC2HTH (Hamp. phenytoin, carbamazepine) m rifampicin Tps0Ba na c€ OCBILECTBSABA
BHHMATEJTHO, ThH KATO AHTHUXHMIIEPTSH3UBHUAT eeKT Moxke fa ObJec HAMAJICH M KPBbBHOTO HallAraHe
TpsibBa fAa ¢€ H3MEPBa MO-4€CTO OT OOHYAIHHOTO.

[Ipn eaHoBpeMeHHO MpHiIoxkeHHe Ha lercanidipine hydrochloride ¢ metoprolol, 6era-6mokep,
KOHTO ce eIMMEHMpA TJaBHO 4pe3 YepHHA Apod, OMoHaNHMYHOCTT2 Ha metoprolol He ce npoMeHs,
AOKaTO OHOHaMM4YHOCTTa Ha lercanidipine HamamaBa ¢ 50 %. Tosu edekT MoXe Ja C€ ABIDKH Ha
HAMAJIEHHE Ha YepHOApOOHHS KpPHBOTOK, NpHYMHEH OT Oeta-OJIOKEpHTE H MOpanH TOBA MOXE Ja ce

MPOABH H MPH JPYr# nekapcrsa ot Tasd rpyna. CnenosarenHo lercanidipine Moxe Ge30nacHO na ce
npuaara 3aeqHo ¢ 6era-6a0kepH, KaTo € HeoOXONUMO KOPHTHPAHE Ha 11034Ta.

[MpoyuBaHe 3a B3aumozeiicTaie ¢ fluoxetine (nuxuburop Ha CYP2D6 u CYP3A4), npoeesieHo
npd AoGpOBOMIH HAa BB3pacT 65 & 7 roguHd (cpenHO + CTaHJAPTHO OTKIIOHEHME), HE MOKAa3Ba
KAMHHYHO 3HaYHMH ITPOMEHK BbB (JapMaKOKMHETHKATa Ha lercanidipine.

EnunoBpeMennoTo npuioxenue Ha 800 mg cimetidine AHEBHO HE BOAH 10 3HAYHTELE
B IJJa3MEHNTE KORNEHTpay Ha lercanidipine. TIpy mo-sucok# A03u obave € Heoﬁ:g/aﬂ#ﬁ'r@my
Thii KaTo MOXe Ja € yBenuyaT OHOHAamHYHOCTTa H Ja €€ YCHIH xnnman@ﬁ P
lercanidipine. ; 5 K{%

EnnoBpemenHoTO npuiaokenne Ha 20 mg lercamdipine npu naugef ; e
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3apaBu 10OpOBOIILIH, JeKyBaHH ¢ digoxin cnen npunoxkenue 20 mg lercanidipine Ha riaXHoO, MOKa3BaT
cpenHo yeBenmuende Ha Cmax Ha digoxin ¢ 33%, nokaro AUC m O61OpeYHHAT KIMPBHC HE Ce
npoMeHsT curdudukagTHo. ITallMeHTH ¢ TpHApyXasaifo nedeHue ¢ digoxin TpsAOGBa BHMMATENHO
KJIHHHYHO A4 C€ mpocnenasar 3a 0ene3r Ha JUIHTaIHCcOBA HHTOKCHKALTHA.

TIpH eIHOBPEMEHHO MHOTOKpATHO NpHioxkeHne Ha 20 mg lercanidipine ¢ 40 mg simvastatin,
AUC Ha lercanidipine He ce nmpoMeHs curamtukanTHo, goxaro AUC Ha simvastatin ce yBenu4aBa C
56%, a na axkTHBHMA My MeTabosut PB-hydroxyacid - ¢ 28%. He ce ouakBa Te3H NpOMCHHM Aa MMaT
KIMHMYHO 3HavyeHHe, He ce ouakBa B3amMofelicrBue Korato lercanidipine ce NpHeMa CYTpHH, a
simvastatin ce npunara Be4ep, KaKTo c€ MperopsyBa 3a ToBa JICKApCTBO.

EanospeMenHoro nprioxkenne Ha 20 mg lercanidipine va rnagHo npu 31paBH 100POBONILH HE
IpoMeRraT ¢gapMakoOKHHETHKaTa Ha warfarin.

Lercanidipine hydrochloride Moxe na 6vae OGezomacHo npunarad ¢ gwyperiud H ACE-
HHXHOHTODH. |

Ankoxon TpsaGBa Ja ce w304rBa, Thil KATO MOXE KA yCUIHM €(geKTa Ha BasoAHAaTATHBHHTE
AHTHXUIIEPTEH3UBHMY JiekapcTBa (BxK. 4.4).

. 4.6 bpeMeHROCT H KEpMEHe

Hanuute 3a lercanidipine He Mmoka3BaT ZOKa3aTeICTBA 3a TEPAaTONEHEH €QEKT IPH IUIEXOBE M
3aiLM M penpOAyKTHBHOCTTA IIPH IUTHXOBE HE C& HapymaBa. He3aBMCHMO OT TOBA, IIOpaJH JIMIICA Ha
KIHHUYeH onuT ¢ lercanidipine npu 6peMEHHOCT ¥ KbPMEHE H NIOP3AH TEPATOr¢HHHAT €QEKT Ha APYTrH
IHXMAPOMUPHIMHY NPH XHBOTHH, lercanidipine hydrochloride He TpsibBa aa ce npuara mo BpeMe Ha
OpeMEHHOCT HJIM TPH XKEHH B JETEpPofHa BB3PACT, OCBEH aKO He ce npuiara eQexTHBHA
koHTpauenuus. [lopangu BHcokara nunodunHoct Ha lercantdipine, MoXe J1a C€ 0YakBa H3TBYBAHE B
xbpMaTa. ETo 3a1110 He TpsaOBa fa ¢¢ npuiara Npu KbpMeEHE.

4.7 Edextn BBpXY cnocofROCTTA 332 modupane H padoTa ¢ MAIMHHA

KHHUUHUAT ONMAT NOKasBa, 4e € Malko BepodaTHo lercanidipine ga Hapylls CrioCOOHOCTTA Ha
nauHeHTa 3a modHupane H pabora ¢ MalliuHH. Benpeku ToBa € He0OXOOMMO BHUMAaHHE, 3alI0TO MOXE
Ia Bb3HHKHAT 3aMagHOCT, aCTeHHUS, YMOpa B PAAKO ChHIMBOCT.

4.8 HexenaHH JIeKaPCTBEHH PeaKIHH
Hexenanu peakuuy ce mogaBaBat npu oxono 1,8 % or nexysaHHTe MaNHEHTH.

Tabnuuara moxkasBa 4YECTOTATA HA HEXKENAHWTE JCKAPCTBCHW peakUHH, C MOHE BEpOATHA
NPHYHHHO-CNE/CTBEHA Bpb3ka, rpynupaHH cnopen WHO-ART knacHukanmsaTa No OpraHd u
CUCTEMHU K NOJPEJICHH MO YECTOTa ( HEYSCTH, PEAKH).

KakTo ¢ mokazaHo B Ta0OnmiaTa, Haii-uecTO CpellaHUTE HEXEJIaHH JIEKapCTBEHH DEaKLHH,
CHOOIIEHH OT KOHTPOJIMPaHH KIHHMYHH NpPOYYBaHHA ca riaBoboNHe, 3aMagHOCT, nepudepeH OToK,
TaXMKapIui, chpueOHeHe, 3auepBABaHe, KATO BCAKA OT TAX CE NMpOABABA B MO-MANKo OT 1% OT
MALMECHTUTE.

HapyineHue Ha KOXAaTa U KOXKHHTE

Pemicn (>1/10 000 <1/1000) | O6pus
MpHAaTLIH

HapyweHHs oT cTpana Ha MyCKyIHO- Peaxu (>1/10 000 <1/1000) | Muanrus
CKEJIETHATA CHCTEeMa

Hapyuwienud oT cTpaHa Ha LIEHTpaJIHaTa Heuecri (>1/1000 <1/100) o *‘\\ .
1 nepudepHaTa HepBHA CHCTEMA ‘»:g& '

[TcuxwiHU HApYIICHUA Penxwu (>1/10 000 <1/1000)
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HapyiueHus OT CTpaHa Ha ractpo- Penxu (>1/10 000 <1/1000) | Tanené) st :
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HHTECTHHAJHHA TPAKT KopeMHa O0JIKa, MOBpbIIaHe

O6mu cepaedHo-cpRoBH HapylieHus | Hewectn (>1/1000 <1/100) | llepudepen oTox

Hapyumienns oT cTpada Ha MHOKapAa,
€HJ0KapAa, nepuKapaa u cepaeuynure | Peaxu (>1/10 000 <1/1000) | AnrvHa nextopHc
KJIaIH

Hapyluenus Ha ¢bpaedyHaTa 4€CTOTa H

Heuectu (>1/1000 <1/100) | Taxukapaus, chpruedueHe
CBPACYHHA PHTHEM

CbaoBH (eKCTpakapIHaIHH)

Heuectu (>1/1000 <1/100} |3aueppsBaHe
HapyIIECHHS

HapymeHus Ha OTZEIHTEIHATA

cHCOTEMA Penxu (>1/10 000 <1/1000) . [Tomaypus

Opranusma kato Hsano — o0uu

HADYLICHHS Penxu (>1/10 000 <1/1000) | AcTenus; ymopa

[TocTMapkeTHHIOBH CIIOHTaHHM choOilienuss HWHopmuHpaT 3a MHOro peaxu (<1/10 000)
HeXenaHd ©(EKTH: TMHrHBajHa Xuieprpodus, obpaTHMO NOBUIICHHE Ha CEpYMHHTE HHBa HA
YepHOAPOOHHTE TPaHCAMHHA3H, XHIIOTOHHKS, YeCTO YPHHHPAHE U rpbJHa O0NKa.

Hakon IUXHIPONUPHAMHH MOraT pAIKo Ja JoBeAar A0 NpeKopAHanHa OoJika HIH AHTHHA
NeKTopuc. MHOro paako IpH MAlMEHTH ¢ NMPEeaLIECTBAlNa aHIMHa NMEKTOpPHC MOXE Ja €€ yBENMuH
YeCcTOTaTa, NPOABIDKHTENHOCTTA HIIM TEXKECTTa Ha CTEHOKapOHHTE NpuUCTBINH. Moxe pma ce
HaOOaBaT H3ONHPAHU CIIy4aH Ha MHOKapAeH HH(ApPKT.

Lercanidipine He noBnHABa KPbBHATA 3aXap MM CEPYMHUTE JIHMHAHH HHBA.

4.9 Hpeno3upane

B nocTMapKeTHHIOBH MPOy4YBaHUS MMa CHOOLIEHHA 3a JIBa Cly4as Ha MpeRo3Hupane (ChOTBETHO
150 mg u 280 mg lercanidipine, IpUIOKeHH C e ONHAT 3a camMoyOHMiiCTBO). 1Ipy NBEPBHA NalMeHT ce
HaOMoJaBa CHHIMBOCT H € HAaIpaBeHa cTOMalllHa npomuBka. IIpH BTOpHs DaLMeEHT ce pa3BHBa
KApAROIEHEH 10K ¢ TeKKa MHOKapiHa HcxemusA U Jjieka Obp0peyHa HEZOCTATBYHOCT H € JIEKYBAH C
BHCOKH N03H KaTeXONaMHHH, (DYpO3eMMJ, MHIMTAJIHC H MApEeHTEPANHU ILIasMeHH 3amecturenu. U
ABaMaTa NANWCHTa C& Bb3CTaHOBABAT O€3 NOCICICTBHUS.

Ilogo6HO Ha ApyruTe JUXUAPONUPHINHH, MOXE Ja C€ 04aKBa, Y€ NpPEA03HPAHETO L AOBEAE N0
NpexoMepHa neprdepHa Ba3oAUNaTALMA ChC 3HAYHTEIHA XHIMOTOHHA H peduIeKTOpHa Taxukapaus:. B
Cy4ad Ha TeXKa XHNOTOHHS, Opaauxkapiausa u 3aryba Ha Chb3HaHHE ce€ NpHJara MnoanbpXKailo
CHPAECYHO-CHAOBO JICYCHHE H HHTPaBEHO3HO ATPOMMH 3a OpaaHKapAHATA.

[lopanu npoabkHTENHUAT dapMakonoruveH edekt Ha lercanidipine, npH npe,umﬁpaﬂe e
MHOI0 BAXHO CHPACYHO-CHAOBATA CUCTEMA HA MALUEHTUTE Aa c& MOHHTODHpPA B NPOALIKEHUE MOHE
Ha 24 waca. Hima wundopManusa 3a nponsara oT Auwanu3ara. TbhH KaTo JI€KapcTBOTO €
BUCOKOIMIO(HUIHO, MHONO € BEPOATHO INIA3MEHUTE HUBA Jila He <¢a I[OKa3aTelHH 3a
MPOABJKHTENHOCTTA Ha PHCKOBHA [IEPHO/ H AHANIH33TA MOXKe Aa HE € €(PEKTHBHA.

3.  DapMaKoJOrHYHH JaHHH

5.1 DapMAKOIHHAMHAYHH CBOHCTBA

(dapmakoTepaleBTHUHA I'Pyla: CENIEKTUBHH OJIOKEpM HA KaJI[HEBUTE KaHAJH-—FAARHO ChC
- ?

ChAOBH e(deKTH N
ATC xox: COSCA13 _ - J’%
Lercanidipine € kxaJIIHEB AHTAarOHHCT OT IpynaTa Ha nﬂmﬂponup‘: Lanh

TpaHCMeMOpaHHHA MHQIYKC Ha KaJLui B CHpLETO H B IJagkaTa M}'GK}UI".& Sk |

AHTUXANEPTCH3UBHOTO My AEHCTBHE ¢€ NB/DKH Ha JHPEKTEH pPENaKCHpail! e@‘-elﬁf B
r7iafika MyCKyJiaTypa H IO TO3¥ Ha4YHH NOHHKaBa oOMIOTO nepu(pepHO ChIIP eiife. Heaas

S ):‘
OT KpaTKOTO My NJa3MEHO BpeMe Ha IONykMBOT, lercanidipine anTE}RaQE “BPQ pw 4ffio
i “I‘
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AHTHXHIIEPTEH3HBHO JefCTBHE NOpalH BUCOKUs MeMOpaHeH Pa3saenuTeNneH KOSPUUHEHT H € JIHIIEH OT
OTpuLiaTeNneH HHOTPOIEH €PEeKT, OnarolapeHHe Ha BUCOKaTa ChJ0Ba CEJIEKTHBHOCT.

T'pit kaTO BazoAMIaTanuaTa, Npeau3BHkana ot lercanidipine hydrochloride € ¢ niaasHo Havano,
pAaKO ce HabMoAaBaT OCTpa XHIIOTOHHA H pedAeKTOpHA TaXHKaApAHA NIPH XMIIepTOHHUIIH.

HonoOHO BHa ApyruTe acHMETPHYHH 1,4-MUXHAPONHUPHAMHY, AHTUXANEPTECH3HBHOTO NECACTBHE
Ha lercanidipine ce FBIKH IMaBHO HA S — eHAHTHOMEPA.

B ponmbiHEHNE KbM KIIMHHYHHTE NPOYYBAaHUS 3a MOJAKpPETa HAa TEpaleBTHYHHTE NMOKa3aHHA, Ca
MPOBREACHH H JOTBLAHHTEIIHA MAJIKH HEKOHTPOJIHpaHH, HO PAHIOMU3HMPAHM NPOYYBAHHA C HAIHCHTH C
TeXKa XHmepToHHA (cpeano + SD auacromHo aprepmaiHo HamsraHe 114,543,7 mmHg). Te3n
Npoy4BaHHA MOKA3BaT, Y€ KPHBHOTO HajfAraHe ce Hopmanuszupa B 40 % or 25-Te nammeHTa npu
npuiokeHne Ha 20 mg eHOKpaTHO AHEBHO H B 56 % or 25-T¢ nanueHTa pH npuioxkeHue Ha 10 mg
lercanidipine hydrochloride na mbTH aHEeBHO. B ABOIHO-CIANG, paHAOMH3HPAHO KOHTPOIHPaHO
Mpoy4yBaHe CHOPAMO Mianeb0 NpH NANUEHTH ¢ H30IMpaHa cHcToaHAa XumeproHus, lercanidipine

hydrochloride e edexTHBeH 3a NOHHXKABaHE Ha CHCTOJHOTO apTCpHaNHO HAJATaHe OT Ha4alHH
croifHOCTH 172,6+5,6 mmHg xo 140,2+8,7 mmHg.

3.2 PDapMaKOKHHETHYHH CBOHCTBa

Lercanidipine hydrochloride ce pe3opOnpa HambJIHO clea IepopaiHo npuiaoxenne #a 10-20 mg
¥ JOCTHra CHOTBETHH MAaKCHMAJIHM MuasMeHd HuBa 3,30 ng/ml + 2,09 s.d. n 7,66 ng/mi & 5,90 s.d,,
1,5-3 yaca cnen IpHIOKEHHETO.,

JIBaTa enanTuoMepa Ha lercanidipine uMatr nogobeH npodua MO OTHOIICHHE HA IUIA3MEHHTE
HHBAa. €JHAKBO BpEME 33 JOCTHMAHE HAa MAKCHMAJHH IUIA3MEHH KOHIEHTpUUH; MaKCHMAJIHUTE
nnasMeHd KoHneHTpauud U AUC ca cpeaHo 1,2 obTH noO-BHCOKH 33 S-€HAHTHOMEpA, BPEMETO Ha
TIONY)KHBOT Ha JBaTa €HaHTHOMepa ¢ OpuHIMMHO eaHakBo. He ce nadiozasa in vivo HHTEPKOHBEPCHS
Ha [IBaTa €HAHTHOMEDA.

[lopage Bucoxua first-pass MeraGonH3bM, abGcomoTHara OHoHanM9YHOCT Ha lercanidipine
hydrochloride cnex nmepopanHo mpmIOXKEHHE NPH MallMEHTH 1O BpeMe Ha XpaHeHe € okojio 10 %,
BBIPEKH 4Ye HaMaisBa A0 1/3 npH 3apasn 7oO0poBOIUH, NPMICKEH Ha TIagHo.

BHOHANTHYHOCTTA Ha lercanidipine mpH TepopajHO NMPHIOXKEHHE C& yBEenW4yaBa 4 OBTH, aKO
lercanidipine hydrochloride ce nmpueMe no 2 4daca cien KOHCyMaluusa Ha XpaHa, forata Ha Ma3HHHH.
CnenoBartento lercanidipine hydrochloride TpabBa ga ce mprHeMa npean xpaHeHe,

PaznpeacneHneTo oT M1a3MaTa KbM ThKaHUTE M OpraHute € Obp30 U IBIHO.

CrenenTa Ha CBhp3BaHe Ha lercanidipine ¢ nimasMenuTe nporeuHy HaasHmmasa 98%. Twit karo
MAlUECHTATE ¢ TexkKa ObOpedyHa M Tekka uyepHOoApoOGHA HENOCTATBYHOCT HMaT MOHWAKEHH HHBa Ha
NjIa3MEHHTE NPOTEMHH, MOXE Ja € HNOBHILH cBoOoaHAaTa (PpaKIiia Ha JIEKapCTBOTO.

Lercanidipine hydrochloride ce meTabonusupa B ronama crened or CYP3A4, kaTo B ypHHATA K

deleca He ce OTKpUBA HENPOMEHEHOTO BellecTno. IIpeBprina ce npeluMHO B HeaKTUBHH MeTabOIHTH
H npubnusuTenno 30% ot ao3arta ce H3IbYBa C YPHHATA.

Omury in vitro ¢ JoBeINKH HepHOAPOOHH MHKpPO30MH ITIOKa3Bart, 4e lercanidipine B H3BeCTHA
crened uuxubupa CYP3A4 u CYP2D6 8 koHueHTpauuH ¢H0TBETHO 160 M5TH H 40 MBTH NO-BHCOKH
OT Te3H, JOCTATHATH IIPH MaKCHMaHa MIa3MeHa KOHIEHTpallis chnea npuioxeHne Ha 20 mg.

OcBeH TOBa NpPOYYBAHMATA 34 B3aWMOACHCTBHA NPH XOpa nokaspar, 4e lercanidipine Re
NpOMeHs IUTa3MeHHTe HHBa Ha midazolam, tunnuen cyoctpar Ha CYP3A4 um Ha metorpolol

hydrochloride na uHxuHOHpa GHOTpaHCtbopMauMTa Ha JICKApPCTBA, METaﬁnnHmp ]
CYP2D6. 7
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CpenHoTo BpeMe Ha IONYXWBOT Bb3jHM3a Ha 8-10 waca, a Tepaneﬂaz

g

npogbkasa 24 daca NopaJH BHCOKAaTa CTENEH Ha CBBP3BaHE C JIHIIH,I[[—&&"E’Q
MHOTOKPATHO MIPUJIOKEHNE HE ce HabMOKaBa aKyMyJIauus. N\



[TepopanHoro npunoxenue Ha lercanidipine hydrochloride Bogm n0 miasMeHH HHBA HA
lercanidipine, KOHTO He ca NpaBONMPONOPIHOHAIHH HAa J03aTa (HeNnWHeapHA KWHeTHKa)., Cnex
npuioxkenue Ha 10, 20 umn 40 mg, CHOTHOLIEHHETO MEXY MAKCHMAIHUTE [L1a3MEHH KOHLCHTPAHH
e 1:3:8, a CHLOTHOLIEHHETO MEX]Y MIOIITA [IOA KpHBATa IUIa3MeHa KOHLCHTpanus -~ BpeMe ¢ 1:4:18,
KOETO MpeAnonara NporpecHBHO HacullaHe Ha first-pass Merabonusma. CiegoBaTelHO HATHYHOCTTa
HApacTBa C YBEJIWYaBaHETO Ha 03aTa.

[Ipy naoueHTH B HanpeaHana Bb3PACT, NAIHEHTH C JIeKO 10 yMepeHo HapyieHa OB0peyHa
QYHKIMS WJIH C JE€KO [0 YMEPEHO HapylieHa uepHOApoOHA ¢yHkuHA, (ApMAKOKMHETHYHOTO
noeeAcHAe Ha lercanidipine € 6uno ¢xoano ¢ HaGmMoAaBaHOTO NpH odLlara IOy alys OT MAHEHTH.
ITauneHnTH ¢ TexKku OBOpEeYHH HAPYIICHUS HN MAIMEHTH, 3aBUCHMH OT JWann3a, MoKa3BaT No-BHCOKH
HuBa (npubmusurenHo 70%) Ha nexapcreoro. IIpH nauMeHTH C YMEpeHO A0 TEXKO HapylieHa
yepHOpoOHa PYHKIIMA HMa BEPOSTHOCT CHCTEMHaTa OMOHANMYHOCT Ha lercanidipine na ce yBeNHYH,
THH KaTo N0 MPHHIMI NEKAPCTROTO C& MeTabonu3upa B ronsMa cTeneH B uepHus apod.

33 Ipegnuu9HA JaHAH 32 TOHOCHMOCT

DapMaxOlOrH4MHHTE W3CJICABAHHA 3a (€30MacHOCT NPH XHBOTHH HE ITOKA3BAT MOBJHABAHE HA
aBTOHOMHATA HEPBHA CHCTEMA, LICHTPAJHATA HEPBHA CHCTEMa MM CTOMAIIHO-YpEBHATa AEHHOCT MpH
AHTUXHUIICPTCH3UBHU AO3H.,

3HaynMH edexTH, HabmoaapaHyu NPH NPOXBJDKUTENHH NIPOYYBAHMS IIPH MIIBXOBE H KyyeTa, Ca
CBBP3aHU IIPAKO HIH KOCBEHO C M3BECTHHTE €(PEKTH Ha BHCOKH JO3M KAaJIHMEBH AHTATOHHCTH U C€
IBJDKAT NpeIuMHO Ha NPEKOMEPHO rojaMa ¢gapMakoJUHaMHYHA aKTHBHOCT.

Lercanidipine He € reHOTOKCHYEH H HE M0Ka3Ba JaHHH 3a KapLUHOTEHEH PHCK.

DepTUAATETHT H OOLIOTO PENPOAYKTHBHO MOBEACHME NPH IUIBXOBETE HE C€ TOBIMABAT OT
neyeHnero ¢ lercanidipine.

Hsma j1aHHH 3a TepaToreHed €(EKT NPH ILUTBXOBE M 3aHIHW; BBIPEKH TOBA NPH INTBXOBE,
lercanidipine BbB BHCOKKM A03H INpEAH3BMKBA Nipe- W MOCTUMIUIAHTALIMOHHYU 3ary0H M 3abaBsHe Ha
(eTanHoTO pa3BHUTHE.

Koraro lercanidipine hydrochloride ce npunara sss Bucoku mo3u (12 mg/kg/nieH) no speMe Ha
paxIaHe, BOAH AC AMCTOKHAL.

Pasnpesnencnnero Ha lercanidipine w/mnam Heropute Metabonutu B OpeMEHHH JKMBOTHH H
M3TBUBAHETO MY B KbPMaTa MM HE € U3CIIeBaHO.

MeTtabonuTuTe He ca H3CIeaBAHH MNOOTASAHO B TOKCHKOIIOrHYHHE H3CIIeBaHAS.

6. dapmaneBTHIHH JAHHH
6.1 CnHCBK HA TOMOIHATE BELIECTBA

Cwvpyesuna na mabaemxama:
JlakT032 MOHOXHApAT
MHKpOKPHCTAIIHA L[ETYJIo3a
HatphneB HULIECTEH IVIHKOMNAT
[Iosumon K30

MarHesueB creapar

Duamoeo noxpumue.
XunpoMmenosa

Tank

Turanos auokcun (E171)
Makporon 6000

Xenezen okcnp (E172)

6.2 HechLBMECTHMOCTH
He ca H3BecTHH.




6.3 Cpox Ha rogHoOCT
3 NOOHHH.

6.4 CoennajHH yCII0BHA H2 ChXPAHEHHE
Jla ce cpXpaHsBa B OpPUI'HHANTHATA OMaKoBKa!

6.5 JIaHHH 32 OIAKOBKATA
AnymuHHieB/Henpo3spadeH PVC bimcrep.
OnakoBku ot 7, 14, 28, 60 unu 90 punMupann tadbieTku.*

6.6 Crennajany npeanasHd MEPKH NPH HIXBbPJASHE
Hsama cnieriianuu n3UCKBaHHA.

7.  IIpurexaTen Ha pa3pelieHHETO 32 YoTpeda

BERLIN-CHEMIE AG (MENARINI GROUP)
Glienicker Weg 125
12489 Berlin, I'epmanns

8. Homep Ha paipemenneTo 3a ynorpeba
@ 20010727

9, HMarta Ha nbpBOTO paspelneHHe 3a ynoTpe(a Ha JeKAPCTBeHHS NPOAYKT
25.06.2001

10. [darTa Ha akTyaqiA3anns HA TEKCTa
Maprt, 2010 1.

* He BCHUYKH rOJIEMHMHH HAa OIIAKOBKATA MOXE 2 ¢a HAJIHYHHU




