KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

1.  MME HA JIEKAPCTBEHHS MPOJYKT Lo lo D

Kanuann 10 mg ¢punmupanu Tabnerku Al2 & U5 -03- 2026
Kapidin 10 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Enna puimupana tabnerka cbabpka 10 mg repkaHHIMNUHOB XUAPOXJIOPHA (lercanidipine
hydrochloride), exkBuBanenteH Ha 9,4 mg nepkanuaunuH (lercanidipine).

[loMOLIIHO BELIECTBO C U3BECTHO AE€HCTBHE:!
Kanuaun 10 mg: Beaka Tabnerka cpabpaxa 30 mg jakro3a MOHOXHIpPAT.

3a MbJIHUA CITUCHK HA MOMOIIHUTE BeleCTBa, BUXKTE To4uka 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana Tabnerka

Kanuaun 10 mg: ®bITH, KPBIJIK, IBOWHOM3NBKHAIIM ¢ AMaMeThp 6.5 mm puaMupanu TableTKH, ¢
JIeTUTEeNIHA YepTa OT e/lHaTa cTpaHa, ¢ Haanuc 'L' ot apyrara crpaHa.

HGHHTEHHEIT& yepra € CaMoO 3a YJIECHABAHE Ha CHYNBAHETO, 3a MO-JICCHO MNOITbUIAHE, @ HC, 34 /14
pa3acCJjiad Ha paBHH J103H.

4. KJIMUHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHA

KEII'IH,!],HH € MOKa3aH 3a JICYCHHUE Ha JICKa 10 YMEpPEHa €CCHLIHAJIHA XHIICPTOHHUA T1PH Bb3PACTHH.

4.2 Jlo3HpOBKA H HAYHH HA npﬂnoﬁeﬂne

Jo3upoBka
[TpenopwuBanara n03a e 10 mg nepopajHO BEAHBK AHEBHO HAN-MAJIKO 15 MHHYTH Npe/in XpaHeHe:;
n03aTa MoXke J1a ce yBeiudM 10 20 mg B 3aBUCUMOCT OT UHAMBHUAYAJIHUS OTIrOBOP Ha NalUeHTa.

Turpupanero Ha j03aTa TpsOBa Ja cTaBa NOCTENEHHO, 3alOTO MOXKe J1a ca HeOOX0AMMH 2 Ce/IMHLIK
JIOKATO Ce NMPOSBH MAaKCUMaJIHUS aHTUXHUIIEPTEH3UBEH €(DEKT Ha JIEKapCTBOTO.

Hskou nauMeHTH, NpU KOUTO HE C€ MOCTHIa JIOCTATHYEH KOHTPOJI ¢ MOHOTEparus ¢ €1HO
AHTHXETNEPTEH3UBHO CPEICTBO, MOTaT /1a ce NOBIUAAT 6J1aronpusATHO OT 100aBAHETO Ha
NIEPKaHWIMITHH KbM Tepanus ¢ Oera-aapeHopeuepTopeH 010Kkep (aTeHOJ1011), WY PETHK
(XHAPOXJIOPOTHA3H/I) HJIH HHXHOUTOP HAa AHMMOTEH3HH KOHBEPTHPALLHUSA €H3HM (KanTONMPHI WIH
eHaJ1arnpu).

~ ahlid *

o %\\f&h H3p )
Tbi KaTO KpUBaTa 103a-0TrOBOP € CTPBMHA, ¢ M1aTo npH 034 Mexay 20-30 mg, manko gﬁ) -
e(pMKaCHOCTTa Ja ce NoAo00pH OT NMPHJIOKEHHETO HA MO-BUCOKH JI03M, KaTO ChllleBpeMe
HEXKEJIAHUTE JICKAPCTBEHH peaKkLiMi MOraT J1a ce yBeJHyar.




Cmapuecka ev3pacm

Makap, ye papMaKOKHHETHMHHTE AaHHH H KTHHHYHHAT OIHT MOKA3BAT, Y€ HE C¢ Hanara KOpeKuus Ha
ao3aTa, HeoOXONHMO € CNeUMHaIHO BHMMAHME NPH 3a50uBaHe Ha JIEYEHHETO NMPH NalMeHTH B
cTap4yecKka Bh3pacT.

ITeouampuuna nonyaayun
BezonacHocTTa ¥ epHKaCHOCTTA Ha IEPKAHUAMIIHH NPH Aella Ha Bb3pacT noa ! 8 ronuHn He ca

yCcTaHOBEeHH. HaMa HaNHYHH JaHHH.

. Bvopeuno unu uepnodpobro yepedicoare

Heo6xoauMo e nosHilleHO BHHMaHHE NPH JICUCHUE HA MALMEHTH ¢ yBpeaeHa Ob0OpeuHa win
yepHOApoOHa GYyHKIHA B IeKa A0 yMepeHa crerieH. Makap, ye obuualinara npenopbYBaHa A03a MOXe
Aa ce MoHacA KOOpe OT Ta3M rpyna NauMeHTH, YBETHYEHHETO Ha Ao3aTa no 20 mg avesHo TpabBa na
CTaBa NPeAna3THBo. AHTHXHNEPTEH3UBHUAT ebeKT MOXKe 1A CE 3aCHIN NPH NALMEHTH ¢ YepHOAPOGHO
yBpeXXaaHe ¥ 3aToBa TpAOBa Na ce NOMMCIIH 38 KOPEKLHa Ha 103aTa.

JlepKaHHUAMITHH € NPOTHBOTIOKA3aH NPH NALMEHTH C TEKKO YEPHORPOOHO yBpeXKAaHe UM NPH
MatMEHTH ¢ TeXKO OGu0peuHo yBpexaane (ckopocT Ha rnoMepysnHaTa ¢purrpauus GFR < 30 ml/min),
BKITIOYMTE/THO MPH NAUMEHTH Ha Auanu3a (Bik ToukH 4.3 1 4.4).

HauuH HA MPHIIOKEHHE

3a npeAnouHTaHE € JIEYSHHETO Jia ce NPWiara CyTpHH, noHe 15 MHHYTH NMPEIH 3aKycKa.
To3u npoRyKT HE TpAGBa Aa ce mpueMa cbe COK OT rpeHndpyT (BK. T0ukH 4.3 11 4.5),

43 IlporRBONOKA3AHHSN

- CBpBbXUYYBCTBHTEJIHOCT KbM aKTHBHOTO BEUECTBO HJ/IH KbM HAKOE OT NOMOIIHHTE BEINECTBA,
H30poeHH B TOUKa 6.1.
- O6cTpykima Ha H3X0Ha Ha JisiBaTa kaMepa
- HenexkyBana 3acToiiHa ChbpAeuHa HEAOCTATHUHOCT
- HecTabuiHa aHrHHA NEKTOPHC WIHM HACKOPO npekapaH (a0 | mecewn) HH(apKT Ha MHOKapaa
- Texko yepHOAPOOHO yBRpekKaaHe
- Texko 6u0peuno yspexaaHe (GFR < 30 ml/min), BxiounTeHO U MALMEHTH Ha JHANH3A
. EoHoBpeMeHEH npHeEM C:
- motiHH HHXHOuTOpH Ha CYP3 A4 (BiX TO4Ka 4.5)
- LIMKJOCTIOPHH {BIDK TOUKA 4.5)
- rpefindpyT WIH COK OT rpeiindpyT (Brxk Touka 4.6)

44 Cuonenuanns npeaynpexieHnd H OpeANa3HE MEPKH OPH ynoTpeda

CunrapoM Ha HonHya CHHYCOB Bh3el
JlepkauuaunuH TpfOBa Aa ce Npwiara ¢ BHUMaHHE NMPH NALMEHTH CbC CHHAPOM Ha OOJIHHA CHHYCOB
pb3en (6e3 nelicMelikbp).

JIapokaMepHa aucyHkimg |
Burpexy ue XeMOAWHAMHYHH KOHTPOJTMPAHH M3ITHTBAHHUS HE NOKA3BAT YBPEXK/IaHE HA KAMEpPHATa

$YHKIHA, HeOOXOAUMO € BHUMaHHE H NMPH NALHEHTH ¢ AMCHYHKIIMA Ha NIABATA KAMEPA.

Hcexemuuda 6onecT Ha CHLPUETO
I[Ipeanonara ce, 4ye HAKOW KPaTKOAEHCTBALLM AHXHAPONHPHUIAMHH C& CBBP3BAT ¢ MOBHIIEH ChPACYHO-

CBHAOB PHCK NPU MALMEHTH ¢ HICXEMUUYHA OonecT Ha chpueTo. Makap ue NepKaHHTHITHH €
AWIroaedcTRall, HEOOX0AHMO € NOBHIICHO BHHMAHME TIPH TE3H MALMEHTH.

Hsxoy QuxXuapOnHpHANHHA MOTAT B PEAKH CTyuau Aa JOBEAAT A0 NpekopananHa donka un
nekropuc. MHOTo pAAKO NpH NMalMEHTHTE ¢ NPEILICCTRAllA AHTHHA NEKTOPHC ¢e Habmo
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YBEIMYEHA YECTOTA, MPOABIAKHTETHOCT WIH TEXKECT Ha Te3H NpucTenH. Morart aa ce HaGnioaasar o
' M30JIHPAHH CTydad Ha MHapKT Ha MHOKapaa (BIXK Touka 4.8).

brOpeuHo HaH YepHOAPOOHO YBpexKAaHe

Heobxoaumo € cnelyaiHo BHHMaHHE, KOraTo 3aMoyBa JCYCHHETO NPH NALMEHTH ¢ JIEKO 10 YMEPEHO
610peuHo yBpexaaHe. Bonpekn ue oOuyalinaTa npenopbyBaHa n03a ot 10 mg AHEBHO MOXKe Aa ce
moHacs nodpe, yBeTHYEeHHETO Ha Jo3ata Ao 20 mg AHEBHO TPAOBa 1a CTaBa BHUMATEJTHO.

AHTHXUNEPTEHIUBHHUAT €(PEKT MOXKE 1a Ce 3aCHIH NPH MALHEHTH C YEPHOAPOOHO YBPEKAAHE M
3aTOBa TPAOBA Ja Ce€ MOMMCHH 3a KOPEKLMA Ha 103aTa.

JlepkaHHAKMHH € NPOTHBONOKA3aH MPH NALHEHTH ¢ TEXKO YepHOAPOOHO yBpesKaaHe Wi ¢ 6L0peuHo
yepexaaHe (GFR < 30 ml/min), BKAIOYMTENHO MALUMEHTH HA XeMOAHATH3a (BXK. TOUKa 4.2 B TOUKa
4.3).

ITepuroHeanHa AHaNU3a
JiepkaHHIHMMNHH cE€ CBBP3BA C TOTHMHABAHE HA NEPHTOHEANIHHS AHAIM3AT NPH NMAalLMCHTH Ha

NEpUTOHEANHA qHanu3a. [IOTEMHABAHETO ce IBbJIXKK Ha NMOBULIIEHA KOHLIEHTPALIMA Ha TPUITIKLICPHIH B
NEPUTOHEANTHHA IHanu3aT. MexaHW3MbT He € H3BECTEH, HO MBTHOCTTA 3alo4Ba a HaMalsiBa CKOpo
cie]l CIIMPAHETO Ha JICPKAaHUWAUIMH, TOBa € BaXKeH IPH3HAK 38 pa3llo3HaBaHe, ThH KATO MbTHHAT
NepUTOHEANIEH AKaNMU3aT MOXKe Aa Obe NOrpeiiHO NPHET KATO HHPEKLMO3CH MEPUTOHHT ¢
NocaeNBAlNa HEHYXKHA XOCITHTATH3ALMA H eMITHPHYHO NPWIOKEHHE Ha aHTHOMOTHIIH.

Unaykropn Ha CYP3A4

Huayxropure Ha CYP3 A4 kaTo aHTHKOHBYJICAHTH (Hanpumep GeHHTOHH, KapbaMasenuH) U
pH(aMIHLMH MOTAT Aa MOHIDKAT IU1a3MEHHTE HHUBa HA JIEPKAHHINIIHH H 110 TO3H HAYMH
e(pHKAaCHOCTTa Ha JIPKaHHAMITHH Lle Obje Mo-Manka OT OYaKBAHATA (BHXK TOYKa 4.5).

[leauaTpyuyHa Momyaanns
be3onmacHocTTa M e(pHKACHOCTTA HA ICPKAHMAHITMH He €a AOKA3AHH MpH Aela.

AnKoxon
HeobxoauMo € 1a ce H30ArBa KOHCYMAIHATA Ha aJIKOXOJ, Thif KaTo TO MoXKe Aa MOTeHuMpa edexra
Ha Ba3OIATHPAIINTE AHTUXHUIIEPTEH3HBHH JIEKapCTRa (BXK. TOYKa 4.5).

JlakT03a MOHOXMAPAT

Bcsika Tabnerka ceabpaxa 30 mg nakroza MoHoXuapar. [1auneHTy ¢ peakH HacneaCTBEHH
3a60/19BaHHS, CBBP38HH C raf1aKTO3HA HEMOHOCHMOCT, 0011 JIAKTa3eH AePUUNT WiIH
rMIOKO3HO/ranakTo3Ha manabcopbuus He TpabBa aa NpHeMaT TOBA JIEKAPCTBO.

Hartpuii |
Tora nexapcTBO Chabpika no-Manko ot | mmol natpuii (23 mg) Ha Tabnerka, T.€. Ha NPAKTHKA He
CbABPAKA HATPHH.

4.5 BianmopelicTBae ¢ APYIH JEKADCTBEHH NPOAYKTH B APYrH POPMA HA B3aHMOAeHCTBHE

H3nuTBaHMA 3a B3auMOACHCTBUA ¢a NPOBEXKAAHH CAMO TIPH BL3IPACTHH.

Huxuburopu Ha CYP3A4
HssecTHo e, ue nepkanuanunuH ce Metabonuaupa or CYP3A4 eH3uM H 3aToBa HHXHOHTOpHTE Ha
CYP3A4 npunaraHi eTHOBPEMEHHO MOTaT Aa B3aUMOACHCTBAT ¢ MeTabO/MIHN3Ma H €TMMHHHPAHETO H
NICPKAHUJIMITHH. |

Eano npoyysaHe 3a B3aUMOACHCTBHA CBbC CHeH HHXHOHTOp Ha CY P3 A4 nokasBa 3HauUHTEN
MOBHUICHUE HA INJIa3MEHHUTE HHBA Ha JepKaHuaunuH (15-kpaTHo nosumenue Ha AUC (o
KpHBaTa) ¥ 8-KpPaTHO NOBHIIEHUE HA Cmax 38 €yTOMEpPA S- ICPKAHHAKIIHH).




Tpabpa 1a ce H30ATBa €THOBPEMEHHOTO NpPEANHCBaHe Ha JIEPKAHAHNIHH H HHXHOUTOpH Ha CYP3A4
(XeTOKOHA30J1, HTPAKOHA30J1, PHTOHABHUP, EPUTPOMHLIMH, TPONCAHAOMHLMH, KIAPHTPOMHLIHH) (BXK.
Touka 4.3).

LIMKNOCIOpHH

L{MKIOCNOPHH M IEPKAHUAMITHH He TPAOBa Aa ce MpHNaraT eAHOBPEMEHHO (BIDK TouKa 4.3).

Cnen eqHoBpeMEHHO MpWIOXKEHHE ce HAOMI0NaBaT NOBKILIEHH [UIA3MEHH HHBA KAKTO Ha
NepxaHHAMIHH, TAKa H Ha LMKIocnopHH. Eato npoyysane cpea mnaam 3fipasy 100pOBONLM MOKA3EA,
ye aKo LMIUIOCTIOPHH ce TpHiiara 3 Jaca cjiefl IpHeMa Ha JIpKaHHAHIHH, [U1a3MEHHTE HHBA Ha
NepKaHUAMNUH HE ce IpoMeHAT, aokato AUC Ha LIMKJIOCIOPHH e noBHIuasa ¢ 27%.
EAHOBpEMERHOTO NMPWIOXKEHHE Ha IePKaHWIWIIHH H LIHKIOCMOPHH, odave e A0BeJIO A0 3 KpPaTHO
NOBHLIEHHE Ha TUTa3MEHHTE HHBA Ha JIEPKAHUAMIKMHE W nosHIleHHe ¢ 21% Ha AUC Ha LMKIOCTIOPHH.

[peiingpyT wiu cok or rpeAn¢pyT

JlepkanuaunuH ne TpA6Ba na ce npueMa ¢ rpeiindpyT WiH cok ot rpeingpyT (BHXK Touka 4.3).
[Tono6HO HA APYrHTe AUXHAPONHPHAWHH, NEPKAHKIMNHMH € YyBCTBHTENIEH KbM HHXHOUpaHETO Ha
meTabonu3Ma OT COKa OT rpeindpyT, XKaTo HeroBara CHCTEMHa OHOHANKWYHOCT ¢¢ NOKAYBA U
XHMTIOTCH3HBHHAT €(EKT CE 3aCHIIBA.

Muaaszonam
Kéraro ce npunara B no3a ot 20 mg eAHOBPEMEHHO ¢ MHAA30J1aM NEpOPATHO Ha AOOPOROIILIM B

crapuecka BL3pacT, abcopbuuaTa Ha IepKAHHIUIIHH ce NosHIasa (¢ oxono 40%), a CkopocTTa Ha
abcopOuuaTa ce HaMaABa (tnax ce 3a6aBg o1 1.75 no 3 yaca). KoHLEeHTpauHuTe Ha MHIA30/18M HE CE
NMPOMEHAT.

Cy6ctpatn Ha CYP3A4 |
HeobxoauMo € moBHiieHO BHUMaHHE, KOTaTO JICPKAHUAMIIHH C€ NMPEANHCBA €MHOBPEMEHHO € APYTH

cyoctpaTi Ha CYP3 A4 kato Tepdenanus, acreMuson, knac 11 aHTHapUTMHLIM KATO aMHOAAPOH,
XHHHUAHH, COTANO.

Nuayxropu Ha CYP3A4

EnHoBpeMEeHHOTO NPHAOXKEHHE HA NepKAHHIHITHH ¢ HHAYKTOpH Ha CYP3 A4 KaTo aHTHKOHBYJICAHTH
(nanpumep deHuTOHH, PeHoOapOuTan, kapbamasennn) U pugaMNHLHH H3HCKBA MOBHIICHO
BHHMAHHE, Thil KATO- AHTHXHINEPTEH3HBHHAT ¢(PEeKT MOXKE Aa Ce HaMallH, H KPhBHOTO HaysiraHe Tpabea
na ce cJieaM NMo-4ecTo OT 0OMKHOBEHO (BiK TouKa 4.4).

MeTtonponoa

Korato nepkaHiaMnMH ce npuiara eJHOBpEMEHHO ¢ MeTonponod, bera-6nokep, KOHTO ce eTHMHHHKPA
raBHO Mpe3 YepHHUS Apo0, GHOHANHYHOCTTa Ha METOMPOJION HE C€ NMPOMEHA, IOKATO Ta3H Ha
JepKaHUIUNHH ce noHwkasa ¢ 50%. To3u edekT Moke ga ce Tb/DKM HAa HAMATABAHETO Ha
YepHOAPOOHHS KPBBOTOK, KOETO C€ ABDKH Ha HeTa-OoKkepHTE M 3aTOBa MOXKE J1a HACTBIH H C APYTH
JIeKapcTRa OT To3u kiac. CneoBaTeNHO AepKaHHANITHH MOXxe 0e30MnacHo Aa ce npuara ¢
OeTa-aapeHopenterTOpHH ONOKEpH, HO 103aTa 1e TpAOBa 1a ce KOpUrHpa.

DIYOKCETHH
EnHo npoyuBaHe 3a B3anMoeicTeHa ¢ GuryokceTHH (MHxubuTop Ha CYP2D6 1 CYP3A4),

NpoBeAEHO cpell A0OPOBOLIM Ha BB3pacT 65 + 7 ronvHH (CpeaHo * CTaHAAPTHO OTKJIOHEHHE)
NOKa3Ba, ue HAMAa KIHHHYHO 3HaYMMH NPOMEHH BbB (papMaKOKHHETHKATA HA JICPKAHHIHMITHH.

LinmeTnann

EnnoBpeMeHHOTO MpHIOKeHHe Ha uuMeTUAKH 800 mg AHEBHO HE BOAH A0 3HAYHTE/IHH IMPOM
IJ1a3MEHHTE HHBA HA JIEPKAHHUAUIIHH, HO NPH 110 BHCOKH J03H € HEOOXOAMMO NOBHIIECHO B
TBh# KATO MOX€E J1a Ce YBEJIHYH OHOHANHYHOCTTA ¥ XMITOTCH3HBHHA €(EKT Ha JIEpKaHHIH




JIMroKCHH

EnHoBpeMeHHOTO NpswioxeHHe Ha 20 mg TepKaHWAMIIHH NPH NAUMHEHTH, NEKYBAHH JBIMOCPOUHO C
B-methyldigoxin He aaBa noxazaTencrea 3a papMaKOKHHETHUHH B3aumoaeiicTeui. HabmonasaHo e
cpeaHo noeuieHHe ¢ 33% Ha AMrokcHH Cuax , JokaTo AUC 1 6L0peyHHAT KIHUPHHC He ca O1nn
3HauMTeNHO nNpoMeHeHH, [lauyeHTHTE, NEKyBaHH €IHOBPEMEHHO C AMTOKCHH, TpabBea na 6uaar
NpocAeAIBaAHH KIMHHYHO 38 NPU3HALM Ha AMTOKCHHOBA TOKCHYHOCT.

CUMBACTATHH

KoraTo a03a ot 20 mg NepKaHHIHMHH ce MPHIara MHOTOKpaTHo ¢ 40-mg cumsactatun, AUC Ha
JIePKaAHUIHIIHH HE C€ MPOMEHs 3HAUMTeNHO, A0Kato AUC Ha CHMBACTaTHH Cce NOBHIIABA C 56%, a
AUC Ha akTHBHHA MYy MeTabonuT fB-xuapokcunauui ¢ 28%. He ce oyakBa T€34 NMpOMEHH 1a ca
KJIMHUUHO 3HauuMH. He ce ouakBa B3auMoaeiicTeHe, KOTaTo JEPKAHHAMITHE CE NpUrara CyTpHH, a
CHMBACTATHH — Beuep, KaKTO € MOKa3aHO 3a TaKOBa JIEKapCTBO.

Bapdapus

Ipu eqHOBpeMEHHO NpM/iaraHe Ha BapgapHH ¢ 20 mg JiepkaHHANNHH Ba IMajHo,
NpH 34pasH NoOpoBOJILIH, OOMKHOBEHO HE MPOMEHs (PapMaKOKHHETHKATA HA BapdapHH.

Huypetnuy u ACE-HHXHOWTOPH
JlepkaHuaUHH ce npsnara 6esonacko ¢ quypeTud H ACE-nrxuburops.

ﬂE!I‘H JICKApCTBA, NOBJIWABAUIH KDBBHOTO HAJIATAHC

Kakro npy BCHUKH aHTHXHNCPTEH3IHBHH JICKApPCTBa, [PH €IHOBPEMEHHO NPUWIATaHe Ha TePKAHHIHITHH
C APYTH JICKAPCTBA, MOBTHABALIM KPBBHOTO HajAraHe, karo angda-6aokepH 3a JieyeHHe Ha CHMITTOMH
HA YPHHHUPAHUA TPaKT, TPHUMKIIMYHN aHTHACIPECAHTH, HEBPOJIENITHLIM, MOXe Na ce HaboaaBa
NOBHIIEH XUNOTEH3NBEH edekT. OT Apyra cTpaHa €JHOBPEMEHHOTO NMPHIOKEHHE C KOPTUKOCTEPOUIHM
MOJKE /13 IOBEAE A0 HAMANABAHE HA XHIOTEH3UBHHUSA €(EKT.

Ankoxon __ |
Heobxoanmo e ma ce H3bArsa KOHCYMalMATa Ha alkoXoj, ThH KaTo ToH Moke a NoTeHLupa edekTa
Ha Ba30JWIATHPAILKTE AHTHXHINIEPTEHIHBHH JICKApCTRA (BXK. Touka 4.4).

[NeauaTpuyHa nomyaauus
HMsnuTBaHHs 3a BIAHMOACHCTBHA Ca NIPOBEXJaHH caMO MPH BH3PACTHH.

4.6 DeprHanTeT, OpeMEHHOCT H KbpMeRe

bpeMenHocT
HaMa naHHu 3a ynoTpeOaTa Ha JiepKaHHAMITHH NpH OpeMeHHH eHH. IIpoyuBaHHsATa IpH )KHBOTHH He

MOKA3BAT TepaToreHeH edekT (Byok Touka 5.3), Ho ToBa ce Hablo1aBa NP ApyrH
AUXHAPONTHPHAXHOBH CheIMHEHMA. JIepKaHHAMNIIMH He Ce NPENnOpPbYBa O BpeMe Ha OpEMEHHOCT H
KbPMEHE, H MPH JKEHH B JETEPOIHA Bb3PaCT, KOMTO HE M3MON3BAT €PEKTHBHA KOHTPALCHLIHMS.

KbpMeHe
He e u3BecTHO nanm AepKaHUAMNMH Wik MeTabONUTHTE MY Ce EKCKpeTHUpaT B KbpMmaTta. He Moxe na

ce M3KJIIOYH PUCK NpH HOBOpoaeHH H Oebera. JlepkaHuaunyn He TpadBa Ja ce npueMa no BpeMe Ha
KbpMEHE,

DepTHAUTET
HsaMa HanHYHH KIHHUYHH JaHHH 38 JepKaHHIHMMHHE. [Ipn HIKOH MauyeHTH, NeKyBaHH ¢ ONOKepH Ha
HOHHHKTE KaHaNHTE ca choOLaBanl o6paTMy GHOXMMKWYHH IIPOMEHH B [/1aBaTa Ha CNEPMATO30
KOHMTO MOTAT Ja HapyllaT OIUIOKAaHeTo. B ciiyuauTe, KOraro nosTapHH ONMTH 3a in-vilro o

ca HEYCIELIHH M KOTaTO HE MOJXKe /1a ce HaMepH Apyro o0ACHEHHE, KaTo NpHYHHA TpabBa &

oOMHCAAT OJIOKepHTE Ha KAJILUHEBUTE KaHAMH.




4.7 EgexTn Bbpxy coocobnoctTa 33 modpupane H pabora ¢ MAIIKHA

JlepkaHHAMITKH NOBIMABA HE3HAYMTENHO CNocobHOCTTa 3a WwodHpaHe U paboTa ¢ MaltHHH. Bee nak e
HeoOXOMMO MOBHINEHO BHHMaHHKeE, Thi KaTO MOraT a HaCTBIIAT 3aMaliBaHe, aCTCHHSA, yMOpa H B

PE€AKH ClIYYaH CbHITHBOCT.

4.8 Hexenann jJeKapcTBeHH peaKIHy

Q6obuUIeHMe Ha mpodiula Ha He30nacHOCT

Be3onacHOCTTa Ha NIEpKAHUAMNHKE B A03a 0T 10-20 mg BeaAHLK AHEBHO € OLICHEHA B IBOMHO-CJIENH,
I1a1e00-KOHTPOMPAHH KIHHHYHY npoyyBanus (npu 1200 nauueHTa), npHeMalliyd N¢pKaHHIMIIHE H
603 naumeHTa, NnpHeMallH IL1aue6o) ¥ NPH AXTUBHO-KOHTPOJIMPAHH H HEKOHTPOTHPAHH KITOCPOYHH
K/IHHUYHY M3MUTBAHUA NpH 00110 3676 NaliMeHTH ¢ XHNEPTOHUA, NMPHEMALIH JIEPKAHWUIUITHH,

Ha#i-uecTo cbob1IaBAHHTE HEXKENAHN PEaKLMB B KTHHHYHUTE H3NUTBAHUA U B TTOCTMAPKETHHTOBHST
_OMHT ca: neprdepeH OTOK, rnaBodonue, 3a4uepBsBaHe, TAXHKaApAKA H NATNHTALHA.

TabnuveH BHJ Ha HEXENIaHH JJCKAPCTBEHHN PEaKlHH
HexenaHu JeKapcTBEHH peakiiuy chOOLIEHH MO BpeME Ha KTHHHYHH NMPOYYBAHHA H OT

NOCTMapKETHHTOBHA OTKWT B CBETOBEH Mallab, 3a KOUTO HMa Bh3MO:KHA MPHYHHHO-CIIEACTBCHA BPb3Ka
ca npeactaBeHH B TabaMuaTa cnopea cucreMo-oprannara knacvpukauus Ha MedDRA u noapeachu
O YecTOTa: MHOTO-uecTh (> 1/10), yect (> 1/100 go < 1/10), Hewectn (= 1/1 000 no < 1/100), peaxm
(= 1/10 000 no < 1/1 000), mHoro peaku (< 1/10 000) u ¢ HeusBeCcTHa YeCTOTA(OT HANKHYHHTE JaHHH
He MOoXe Ja 6b1e HanpaBeHa OLICHKA).

B paMKHTE Ha BCAKA rpyna 1o YecToTa, HabmoaaBaHHTE HEXEJIaHH JIEKAPCTBEHH PeaKLMH Ca
NpeACTABEHH B HU3XOAALL pel Ha CEPHO3HOCT.

Crcremo-opranen | Yectn Heuqectn Peaxn Hen3BecTHa
kiac mo MedDRA JeCTOTR
HapylieHus Ha CBpBXUYBCTBUTETHOCT
 HMYHHAaTa CHCTeMa
Hapyienus Ha [nasobonue 3aMaiiBaHe COMHOJIEHTHOCT
HEpBHATA CHCTEMA | Crnkon
CupacuHu | Taxukapaus | AHruna nekropuc
HAPYLLICHHA [TannuraumH _ |
CvaoBn 3auepBABaHE XHUnoToHHs
HapYLICHHS | | _
CTOMAMIHO-YPEBHH | Jlucnencus [ToBpbinane Xuneptpodus Ha

HApYHIEHHS [aneHe JAnapus peHumTe' MuTeH |
| bosika B ropHata MEPHTOHEAJICH

4acT Ha Kopema i AHanu3ar’
Xenaro-OunuapHu | [ToBuLlIcHHE Ha
HApYLICHHS CEpYMHHTE

. _ TpaHCaMHHAa3H'
Hapyuienus Ha O6pus VYprukapus AHrHoenem’
KOXATa U Copbex
MOAKOXKHATA THKAH |
HapyuieHus Ha Muanrus
MYCKYJHO-
CKeJleTHaTa
CHCTEMA H
CheAMHUTETHATA
TbKAH _
HapyuieHus Ha [Tonuypus [lonakuypus
6n0penrTe 1
MAKOYHHTE




MbTHIIA

—

OOum Hapyinenns | [lepudepen otok | AcreHus bonku B rupaure
H eeKTH Ha YmMopa
MACTOTO Ha

| TIPUIIOKEHHE

lcnoHTaHHM cHOOLIEHNA 38 HEXKEIaHH JIEKAPCTBEHH PEaKLHMH OT MOCTMAPKETHHIOBUSA OIMUT B CBETOBCH
Marad

OnucaHue Ha H30pAHH HEXENAHH peakuuy

B nnaie60 KOHTPONUPAHH KITHHHYHH NPOYYBAHHA YECTOTaTa Ha nepudepHus orok € 0,9% npu
nepkaHuaunuH 10-20 mg u 0,83% npu manebo. Tasu yectora nocTHra 2% B 001ATa MOy 1ALMA HA
MPOYUBAHETO, BKJIFOUHTENHO ABIFOCPOUHH KIHHHYHHE NPOYYBaHHS.

JlepK@HMAUNHAH He NOBJIHABA KPbBHATA 3aXap WIH CEpyYMHHTE JIHITHAHH HHBA.

Hsaxou qUXMApONMHPHAXMHA MOTAT B PEAKH CJIyuaH Ja JOBEIAT 40 NpeKopayaiHa O0/Ka WK aHTHHa
NEKTOpHC. B MHOFO pesiky clyuay nalMeHTHTE ¢ NPEALIECTBAIlR AHTHHA NEKTOPHUC MOTaT Aa MoNyyar
TE3H HEXEJTaHH PeaKlMH ¢ NOBULLECHA Y€CTOTA, NPOANDKHTEIHOCT WIH TexecT. Morar aa ce
HabmoNaBaT H3OMPAHH CITy4a8H Ha MHOKApPACH HHDApKT.

CnollljapaHe Ha NO03HPAHU HEeXeNaHH PEaKLUHH
CrobuiaBaHeTo Ha MOAO3UPAHN HEXKENIAHM peakiiMu ciie]l pa3pelaBaHe 3a ynotpeba Ha IeKapCTBEHUS

NPOAYKT € BaXXHO. TOBA MO3BOJIABA A4 NPOARDKH HaOMOACHHETO Ha CHOTHOLIEHHETO 110/138/PHCK 38
JIeKApCTBEHHA NPOAYKT. OT MEeULIMHCKHTE CNIELMANIUCTH C€ U3HCKBa Aa choOIAaBaT BCAKA
NOAO3UPaHa HexKeNaHa peakiua upe3 UanbiHuTenHa areHIMs N0 JekapeTsara yi. ,.JlamsaH ['pyes” Ne
8, 1303 Codus, Ten.: +35 928903417, yebcaiir: www.bda.bg.

4.9 Ilpeno3upane

B nocTMapKeTHHIOBHA OIMT € JISPKAHHANIIMH HMa ChOOLIEHH CIIy4an Ha NpeAo3HpaHe (B Axana3oHa
ot 30-40 mg no 800 mg, BKMOUHTENHO CHOOGIUEHNA 38 CYHIIMAHH OTTHTH).

CUMITTOMH

Kakxro npu Apyr¥ IHXMIPOITHPHANWHH, MPEAOIHPAHETO ¢ IepKaHHAHNMHE BOAH A0 NMPEKOMEPHA
neprdepHa BA30AWIATAIMA C H3pa3eHa XHIIOTOHHA U pedieKCHa TaxdKapa1a. Benpeku ToBa, npH
MHOT'0 BUCOKH JIO3H nepudepHaTa CeIeKTHBHOCT MOXKe 218 c¢ 3arybu, npuunHaBaiiky Opanukapans v
oTpHLaTeneH HHoTponeH edekT. Hali-uecTHTe HexenaHu peaklHH, CBLP3aHH ChC CITy4aH Ha
Npenao3npaHe, ca XMMOTOHHKS, 38aMadsHOCT, IMAaBodOIHe B NANMUTALIMM.

JleyeHHe
KJIHHMYMHO 3HAYMMATA XHIIOTOHHUS, H3HUCKBA AKTHBHA CHPACYHO-CHA0Ba NOAKpENa, BKIIOYBALIA YE€CTO

npoclie/iABaHe Ha CbPACYHATA U AHXaTeNHaTa (PyHKUMA, NOBAHIraHe Ha KpaHHHLMTE H POCIeaaBaHe
Ha obeMa Ha LIMPKYJIMpalliMTe TEYHOCTH U OTAE/sHETO Ha ypHHa. Karo ce uma npeaBHx
NPOABDKHTENTHHA (apMaxooriuyeH eekT Ha TepKaHHIHITUH BRXKHO € Hali-Mako 24 yacoBo
NPoC/ieAsABaHe HA ChPACYHO-CHAOBHSA CTATYC HA NAlHEHTHTE. TBH KaTO JIEKapCTBOTO C€ CBBP3BAa BEHB
BHCOKA CTEMEH ¢ NMPOTEMHHUTE, NHAJIW3aTa BEPOATHO HAMa na 6sac edexrusna. [laumenTure, npu
KOMTO Ce OYaKBa YMEPEHA 10 TeXKKa HHTOKCHKalua, TpaOBa na ce Habmonasar nNpH CneLManu3upaHy
YCNOBHA.

5. MAPMAKOJIOTHYHHU CBOHCTBA

5.1 PapmaxoaREAMHAYRA CBOHCTBA

KaHAIH ¢ NPpeIHMHO ChJOBO AEHCTBHE, AUXHAPOITHPHAHHOBH NepHBaTH
ATC xoa: CO8CA13 |




MexaHH3LM Ha JeHCTBHE

- JlepkaHUIVMITHH € KAILMEB AHTArOHKCT OT IPYNATa Ha JHXHAPONHPHAHHHTE H HHXHOHpa
TpaHCMEeMOpaHHHA HHPIIYKC HAa KLU B CHPACYHHA MYCKYJ1 H FIAJKHTE MYCKYIM. Mexauu3MbT Ha
HETOBOTO AHTHXHIIEPTEH3HBHO ACHCTBHE C€ WDKK HA AMPEKTeH penakcupatl edekT BbpXy ChAoBaTAa
rnaaKa MycKyiarypa, KaTo 110 TO3H Ha4yHH NOoHWKaBa ob1ara nepudepHa pe3sHCTEHTHOCT.

dapmakoaHHaAMHUYHH ePeKTH

Brerpeks kpaTkus cH (apMaKOKWHETHUYCH IUTa3MEH NOTYXKHBOT, IEPKAHHIKITHH HMa IIPOABJDKHTENIHO
AHTHXHUIIEPTEH3UBHO ACHCTBHE MOPaJIH BHCOKHS CH KOS(HLIMEHT Ha MeMOpaHHa Nperpajaa 1 € JMLIEH
OT OTPULIATENCH HHOTPONEH e(eKT NopaaH BUCOKATA CH CH0BA CEIEKTHBHOCT.

To# kaTo HHAYLMpaHaTa OT NEPKAHHAMNHKH Ba30IMNATALHA HACTHNBA NOCTENEHHO, PAIKO Ce
HabnoAaBa OCTpa XHNOTOHHA ¢ pedUIEKTOPHA TAXHKAPAMSA TIPH MallHEHTH C XHIIEPTOHHA.

[TonobHO Ha ApyrUTE ACUMETPHUHH |,4-AUXHAPOITMPHIAMHH, AHTHXHINEPTCH3HBHATA AKTHBHOCT Ha
JIEPKaHUAHIIKH C€ ABJDKH INIaBHO Ha HEroBus (S)-¢HaHTHOMED.

KnuHH4Ha edukacHOCT U 0€30MacHOCT

KnunuusaTa epUKacHOCT M 6€30MacHOCT Ha JIEPKAHWAMIMHE B 71033 oT 10-20 mg BeAHDK AHEBHO €
OlLICHEHA B ABOHHO-CIANO, Ialedo KOHTPOMHPAHO KIHHHYHO npoyysaHe (mpu 1200 naumeHTH,
npHeMalil¥ TepKaHHANNHH K 603 nauMeHTH, NpueMalny nauecbo) U NPH aKTHBHO-KOHTPOJIHPAHO U
HEKOHTPOJIMPAHO ALITOCPOHHO KIHHHYHO MTPOYyYBaHe Ha 060 3676 NALMEHTH C XMNEPTOHHA.
[ToBeyeTo KIMHUYHK POYYBAHHA Ca MIPOBEACHH MPH NMALMEHTH C JIeKa 10 YMEPEHa eCeHIHATHA
XHTICPTOHHUS (BKJIIOMHTE/IHO NALMEeHTH B CTAPUeCKa Bb3pacT H AMabeTHLIM), NOTyYaBallH
JIEPKAHUTHNTHH CAMOCTOATENHO UnH B komOuHauusa ¢ ACE-uHxubutopu aMypetHuH win beta-
OnokepHu.

B nonbiHeHne KbM KIHHHYHHTE MPOYYBaHUs, MPOBEACHH B NOAKPENa HA TCPANICBTHYHHTE
NoKa3aHHA, €AHC MAJIKO, HEKOHTPOJIMPAHO, HO PAaHAOMH3HPAHO MPOYYBAHE Ha TALMEHTH C TEXKKA
XHNEPTOHHS (CPEeAHO F CTRHAAPTHO OTKJIOHEHHE AMACTONHO KPbBHO Hangrade 114.5 + 3.7 mmHg)
NoKassa, 4e KPBbBHOTO HalaraHe ce HopManu3upa B 40% ot 25 nauueHTH ¢ 20 mg KaTo eAHOKpaTHa
OHeBHa A03a H B 56% ot 25 naumeHTH ¢ 10 mg nepkaHMAMNHKH ABa ITLTH JHEBHO. B eaHO ABOHHO-
CJIANO, PAHAOMH3IHPAHO, KOHTPOJHPAHO W3NWTBAHE CMPAMO IU1auedo NpH NaudeHTH ¢ H3OMHPaHH
CITy4aH Ha CHCTOJIHA XMTNEPTOHUA, IEPKAHHUITHH € G epHKaceH 3a MOHWKABAHE HA CHCTOJIHOTO
KPBLBHO HANATaHe OT CPeAHHTE HA4YaIHU CTOHHOCTH oT 172.6 £ 5.6 mmHg no 140.2 + 8.7 mmHg.

[TeauaTpuyHa NOMyNALHS
He ca npoBeaeHH KIHHUYHH NPOYUBAHHSA TNPH NEAHATPHYUHA AOMMYIALHS.

5.2 PapMaAKOKHHETHYHH CBOHCTBA

AGcopbuus

Jlepkanuaunux ce abcopbypa HAITLIIHO cite] nepopaiHo nNpunoxkeHue Ha 10-20 mg ¥ MakcUManHHTe
IutasMeHH HuBa, 3,30 ng/ml £ 2,09 ctangapTHO oTKIOHEHHE H 7,66 ng/ml £+ 5,90 cranzapTHO
OTKJIOHE€HHE CHLOTBETHO, HACTHIBAT OKOJIO 1,5-3 yaca ciell Ao3UpaHe.

JBaTa eHaHTHOMEPA Ha JIEPKAHHAHIIHH NMOKA3BAT CXOACH NMPOQH/I Ha NNa3MEHHTE HHBA: BPEMETO 0
JIOCTHIaRe Ha MaKCHMAaJTHa IUTA3MEHA KOHLICHTpaLHA € CXOAHO, MAKCHMATHHTE T1a3MEeHH
koHUeHTpauux U AUC ca cpeaHo ¢ 1.2 mbTH Mo-BHCOKH 3a (S) eHaHTHOMEPA H BPEMETO Ha
MOJIY>KHBOT Ha IBATA €HAHTHOMEPA e cxoaHO. He ce Habmiogasa In vVivo HHTEPKOHBEPCHA Ha
€HaHTHOMEPHTE.

[lopany BHCOKHS MeTaboMM3BM NpH ITHPBO NpeMuHaBaHe (first pass), abcomoTrnara Suopal
nepopaHo MPHIoKEHHA JIEPKAaHWIWNHH ciaej xpaHeHe ¢ okoio 10%, makap ue ce roH
KOTaTO Ce npunara Ha 3apasH A00poBOILM Ha rajHoO.
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[epopannaTa GHOHANHYHOCT Ha JICPKAHUMITHH C€ MOBHILABA 4-KPATHO, KOTaTO JIEPKAHHAMIHH Ce
npHeMa A0 2 Yaca e/l KOHCYMalMs Ha XpaHa ¢ BHCOKO ChABbp)KaHie Ha Ma3HHHH. ETo 3a1n0
NIepKAHUIMITHH TpAOBa 1a ce nMpHeMa Nnpeau XpaHeHe.

Pasnpeoenenue
PasnpeseHuero OT Iia3MaTa B ThKAHHATE H OPTaHHTe € ObpP30 H MBIIHO.

CreneHTa Ha CBbP3BaHE Ha JIEPKAHHOMIIHH ChC CEPYMHHTE NPOTEHHH HansHiasa 98%. ToH kaTo
HMBATA Ha IUIA3MEHHUTE NPOTEHHH Ce MOHIDKABAT NPH MALMEHTH C TEXKO HapylIeHHe Ha 6L0peuHaTa
WK YepHOoApoOHa dyHKuMsA, cBoOoAHAaTa (PpaKLMA Ha JIEKAPCTBOTO MOXE Ja Ce YBE/IHYH.

Bnmmcmpuaum
Jlepkanuaumud ce Metabonu3upa ocHoBHO oT CYP3A4; He ce oTKpHBA HENPOMEHCHO JIEKApCTBO B
yprrara Wwin dexanuute. Toii ce npeBpbila raBHO B HEAKTUBHH MeTabonHT # okono 50% ot no3ara

CE EKCKpeTHpa B YpPHHATA.,

OnuTuTe in vitro ¢ MUKPO3OMH HA YOBELIKH YepeH Apob AEMOHCTPHPAT, e JePKAHHIHIHH MOKa3Ba
u3BecTHa crencH Ha nHxubupane Ha CYP3A4 u CY.P2D6 npu crorBetHO 160- 1 40-mbTH NO-BHCOKH
KOHLIEHTPALHH OT TE€3H, KOHTO C€ JIOCTHIraT NPH MAKCHMAJTHA [UJIa3MeHa KOHLIEHTpallua ciien
npuicKeHHe Ha Jo3a ot 20 mg.

OcBeH ToBa NMPOYYBAHHUAT 38 B3AHMOACHCTBHA NPH XOpa MOKA3BAT, Y€ JICPKAHUUITHH HE TPOMEHA
MIa3MeHHTE HURA Ha MHUa305aM — THnueH cyocTpar Ha CYP3 A4 unu Ha MeTOIpoJIon — THNHYEH
cybcrpar Ha CYP2D6. To Ta3u npuunHa He ce ovakBa HHXHOMpaHe Ha 6MOTpaHchHOpMAalLMATA Ha
nexapcrea, meTabonnzupain or CYP3A4 u CYP2D6 oT epkaHMAUIIUH B TEPANeBTHYHH I03H.

EnyMHHHpaHe |
EnHMHHHMPaHETO HACTHIBA IMIaBHO NMpH 6uoTpaHchopMaLIkA.

CpeJHHAT TEpMHHANIEH eJIMMHHALIMOHEH NMOMYKHBOT ce H3uncnABa Ha 8-10 uaca, a TepaneBTHYHOTO
neficTBHe NMpoALKAaBa 24 4aca nopaax CALP3BAHETO BB BHCOKA CTETICH C JIMMKHaTa MeMbpana. [lpu
MHOT'OKPATHO NMPHIOKEHHUE He ce Habmoaasa KyMyJiHpaHe.

JlnHeHOCT/HENNTHHEHHOCT

[MepopanHoTo NMPUIOKEHHE Ha JICPKAHHAKITHH BOAH A0 [UIa3MEeHH HHBA HA ICPKAHHUAMIIMH, KOHTO HE
ca JUPEKTHO 3aBHCHMH OT A03aTa (HeHHelHa kuHetnka). Crea 10, 20 wiu 40 mg, HabmonaBaHuTe
MAKCHMATHH TUTA3MEHH KOHLIEHTPALMH ¢a B ChoTHOIIEeHHe 1:3:8 1 KpHBaTa oIl nox fU1a3MeHaTa
KOHLIEHTpaLHA—BpeMe B ChOTHOLICHHE 1:4:18, npeanonara nporpecuBHa caTypaiys npH edext Ha
MHPBO NMpeMHHaBsaHe B MeTabonuama. CrOoTBETHO, OHOHAJIMYHOCTTA Ce NOBHINABA C [TOBHIIABAHE HA
n03aTa.

CrnieunajHHi nonynauyy
IMpH NALMEHTH B CTAPYECKA BH3PACT M NPH MALKEHTH C Jieka 10 yMepeHa 6pbpeyna nHChYHKLMA HiIH

JIEKO IO YMEPEHO YepHOApPoOHO yBpekKaaHe, papMakOKHHETHKATA HA IEPKAHHAHNITHH € NoA00Ha Ha
Ta3H, KOATO ¢e Habmoaasa npu ofiaTa nomyjaauMs NalMeHTH; NaUMEHTHTE C TEXKKO HapyLICeHHE Ha
6Bb6peunaTa QyHKUMA WK NALMEHTH Ha HATH3a NMOKA3BaT No-BUCOKH HHBa (okono 70%) na
nekapcTeoro. IIpH NaLKHeHTH C YMEPEHO A0 TEXKO YepHOAPOOHO YBpeXKaaHe, CHCTEMHATa
GHOHATMMHOCT Ha JIEPKAHUIUMKH Ce NOBHILIABA, Thil KATO JIEKAPCTBOTO OOUKHOBEHO ce MeTabonu3upa
HABJIHO B YepHuUs Apobd.

5.3 [llpeaxnABHYHH AABHH 33 OelomacHOCT

HexnuuuuHM JaHHU He MOKAa3BaT 0co0eH pHCK 3a XOpa Bbh3 OCHOBA HA KOHBEHIHOHANTHHTE
npoyuBaHua 3a papmMakonoruyHa 6e30nmacHOCT, TOKCHYHOCT MPH MHOFOKPATHO TpuU/iaraH
FeHOTOKCHYHOCT, KAPLIHHOTEHEH MOTEHLMaN, peNpOAyKTHBHA TOKCHYHOCT




dapMaKoIOrH4HHTE HIMUTBAHKA NIPH KHBOTHH HE NMOKA3BAT ¢(DEKTH BHPXY ABTOHOMHATa HEPBHa
CHCTEMa, LICHTPANTHATA HEPBHA CUCTEMa WIH BEPXY CTOMALIHO-YPeBHATA (PyHKLIUA NpH
AHTUXMIEPTEH3HBHH JO3H.

KnsHuuno 3HauMMHTE edeKTH, HabmoaaBaHH NpH NPOALDKHTENIHH H3NHUTBAHHA BLPXY ILTHXOBE H
KydeTa, ca CBbP3aHH AHPEKTHO HIH HHIHPEKTHO ¢ NO3HATHTE e(PeKTH HA BUCOKH J103H KaJILIHEBH
aHTarOHHCTH, OTPA3ABALIN NPeAUMHO (hapMaKOAHHAMHYHA AKTHBHOCT.

JlepkaHUAMNHH HE € NEHOTOKCHYEH H HE MOKa3Ba JaHHH 38 KAPLMHONCHEH PHCK.

@depTIHOCTTA H 0OHIATA PENPOIYKTHBHOCT NMPH IUTHXOBE HE CE€ BIIHAAT OT JICHCHHETO C
NepKaHUIHIIHH.

HsaMa JaHHH 3a TepaToreHeH eexT NpH ILTbXOBE H 3aHLIH; BCE MAK NMPH ILTEXOBC [IPHI0KEHHETO HA
NepKAHHAMIIME BbB BUCOKH J03H BOAH J0 Npe- W NOCT-MMIUIAHTALHOHHH 3ary6u u 3abassHe Ha
pa3BMTHETO Ha ILNOAA.

Jlepkanuannuy XUAPOXIOPHI, NpUNAaraH BsB BHCOKH HO3H (12 mg/kg/aHeBHO) no BpeMe Ha paxaaHe,
MpeaN3BHKBA AHUCTOKHA. |

PasnpeneneHHeTo Ha IEPKAHUJMIHE W/ WIH HEroBHTE METabOANTH NpH OpeMeHHH XKHBOTHH H
eKCKpeLMATa HM B KXbPMATAa HE Ca H3CNE/IBAHH.

MeTaboIHTHTE He Ca H3CIeBaHH OTAE/IHO B H3NUTBAHHUA 32 TOKCHYHOCT.

6. ®APMALIEBTHYHM JIAHHH

6.1 Cuancohbk Ha IOMOIMHETE BemecTBa

TabaeTHo gapo:
Marnesnes creapar

[ToBunon
HaTtpHen HuillecTeH rUKONAT (THn A)
JlakTro3a MOHOXMApAT

Ilenynosa, MUKpOKpHCTANIHA

DuIMOBO TOKPHTHE:

Makporon

IToMMBHHKIOB ANIKOXOJ, MACTUYHO XHAPOJIH3IHPaH
Tank

Turasos auokcun (E 171)

Kenesex okcun, xwir (E 172)

6.2 HecnrBMeCTEMOCTH
Henpuioxumo.

6.3 . Cpox Ba roanocrt
2 roaUHH

6.4 Curnenuaius yeJI0BHS HA CHXPaAHEHHE

Al/PVC/PVDC 6aucrepu: Ma ce cuxpanasa noa 25°C. Jla ce cbxpaHABa B OPUTHHANHATA OR¢
3a 71a ¢€ TPeAna3H OT BJara.

10




HDPE 6yrunki: Jla ce chxpansea noa 25°C. [a ce cbXxpanasa B OpHIHHANHATA ONakoBka. Jipsxre
KOHTe#Hepa IUThTHO 3aTBOPEH, 34 1a C€ Npe/na3H OT Biara.

6.5 JlaHHEA 32 ONAKOBKATA

AlPVC/PVDC 6nucrep ¢ otaenso ce GoaHo.
HDPE 6yTinka, 3atBopena c¢be 3aneyataHa LDPE kanatika.

OnaxoBKH.
AUVPVC/PVDC 6nucrepu:

Kamnann 10 mg duwnimupann rabnerxkn: 14, 28, 30, 50, 56, 84, 100 puwimMupanm Tabnerkn

HDPE 6yrunku:
Kanuaun 10 mg dpunmupann tabaerkn: 100 dunmupanu tabnerkn

He Bcyuky BUOOBE ONAKOBKH MoraT jaa OsaT nycHaTH B npoaaxo0a.
6.6 CuennajHy npeINA3HH MEPKH NPH RIXBbLPJIgHE

HaMma cnenManHi H3HCKBaHUA

7. IMPATEXATEJ HA PASPENIEHMETO 3A YIIOTPEBA

Zentiva, k.s.,
U kabelovny 130

102 37 Prague 10
Yewka permrybnnka

8. HOMEP(A) HA PAJPELLIEHHETO 3A YIIOTPEBA
Kanugus 10 mg: 20100110

9. JIATA HA ITHPBO PABPEINNABAHE/MIOKHOBABAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

Ilata Ha mepBo paspeinasane: 23.02.2010r.,
IlaTta Ha nocaeaHo noaHossasane: 20.10.2014 r.

10. JATA HA AKTYAJIHIUPAHE HA TEKCTA
09.02.2026 .
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