KPATKA XAPAKTEPUCTHUMKA HA ITPOAYKTA

1. THPTOBCKO HME HA JEKAPCYBEHMA MPOAYKT
Diltiazem — Tchaikapharma / JuirraazeM - Yatixadapma

2. KOMMUYECTBEH ¥ KAYECTBEH CHCTAB
Besixa Tabneta ¢ yABIDKEHO ocBoboxaaBane chabpxa 90 mg Diltiazem hydrochloride.

3. TEKAPCTBEHA ®OPMA MURWCTEPCTBO HA 30PABEONASBAHETO
Tabners ¢ yIBIDKEHO OCBODOXIABAHE.
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4.2, Jo3poBKa B HaYHH HA NPATIOKCHAE

Cmenoxapdus — cpelHaTa ONTAMAIHE HEpopaiHa Jo3a 3a muituaseM € 180-360 mg ruesHo,
pasneNicHR Ha 2 10 3 mpueMa.

Xunepmonus — obugaiinaTa ONTHMaNHa Hepopanmia no3a 3a AunTHaseM e 240-360 mg nsesHo,
pasmelieEd Ha 2 Jo 3 npreMa.

Tabnemu om 90 mg: obugaiiHaTa JHEBHA X032 32 BE3PacTHM € eFHa Tabnera oT 90 mg nBa
OETE DHEBHO ¢ BE3MOJKHOCT 33 yBelHdapape Ha josara A0 2 TabnerH or 90 mg 7Ba meTH
AHEBHO.

MaxcuMangaTa JTHeBHA o3a ¢ 360 mg.

Jlosupane npu ueprodpobua HedocmamwyHocm — TPH TANEEHTH ¢ depHOJpobHA
HEITOCTATHIHOCT MOKE JIa C& HANOXH HaMajliBage Ha Ji03ara, 32 Aa He Dpepumasa 90 mg
AHERHO.

Josupane npu nayuenmy 6 HANPeOHANA 6b3pacim — NPENoprdea ce HaMaJBaHE Ha No3aTa
WITH yOb/OKeH HHTEPBAT Ha IpHEM.

Jlosupane ¢ demckama 6b3pacm — BMa THATEPATYPHM JAHHM 33 ynoTpeba Ha AMATHA3eM IpH
mema B no3za 1.5-2 mg/kg mHEeBHO, pasmenésa Ha 3 xo 4 Iprema; MaKCEMANHA JHEBHA j03a:
3.5 mg/kg mEEBHO.

4.3. IIpoTHBONOKA3AHH

o CBpHXIYBCTBRTEAHOCT KBM TO3H HIIH KBM JPYTH KajllHCRY aHTATOHMCTH;

» XumoToHu (cucTommyHo Hansrarge 90 mm Hg mim mo-EEcko);

o Crpricuna JeKOMIIEH AL,

» OcTep HEQAPKT Ha MAOKapAa ¢ 6e1oapodHa KOHTECTIU;

o Kaparorenen ok,

o Bpammxap/us 0K 55 yAapa/MARYTa;

o Cymapom Ha OONHWA CHHYCOB BE3CT,

o [IpososEr cspreary Hapymenua - II m Il crenem Ha AV-6J‘IOK (Oes tbymcn:aompam
H3KYCTBEH IelcMeHKED);

s bpeMeRHOCT H KbPMEHE;

» CBpEXIYBCTBHIEIHOCT KBM HAKOS OT CHCTABKATE Ha MPOIYKTA.



4.4. CoenmHaidHn NpOTHBONOKAZAHES H CHeNHANIHH npeXynpexIeHns 3a yaoTpeda
JipnTHaszeM MOKe [a HONTHCHE NPOBOAEMOCTTA B TpaOBa Aa ce ynoTpeOapa BHEMATEIHO IPH
nappeRTE ¢ AV-6nox I crenern wid Opajpkapias.

Ilpy maleETHE ¢ HapymieHa JepoxaMepHa (QYHKIES, NEUITHA3EM TpaOBa ja ce ynorpebasa
BHHMATEIHO, BEIPEKH de TOH HsiMa ONpefieNicE HeraTaBeH eQeKT BEPXY KOBTPAKTHITATETA.
TlomkxaBaHeTO0 HA KPHBHOTO Haldrade, CBBP3aHO C AHATHA3E6MOBATA TCPANHsS MOXE B
SMMHEYHE CIy9aH 12 JOBEIE O CHMITOMAaTHdHAa XWIOTOHHA. 34TOBA CE Haliara CiehcHe Ha
KpPBBHOTO Halarase, 0COOSHO B HAYANOTO HA JEICHHETO C MEITHA3EM.

Ilpy manmenTH ¢ HapymeHa JepHOApobHA QYHKIHA ce Halara HPHIOKEHWe Ha HO-HHECKH
039 (He mpepmmapamu 90 mg). HamaleEwe Ha RO3HTE C€ Hauara M IpY HNalHeHETH B
HaupexBEaia BB3PacT.

JlexapcTBOTO TpsBGBA Ja ce ymoTpeGsira BHEMATENIHO HpH NANHEHTH ¢ Hapymena 050pedna
(ysKIHs, BEIPEKHA 3¢ HIMa JaHHH 3a YALIDKEHO eIMMAHNPAHE B TaKHBA CIIy9aW.

ViopuTE NlepMaToNOTHIHE Deakudd MOorar Ja IpepacTHaT B epHTeMa MynTédopMe miw
eKcONEATUBeH AepMaTHT. AKO ACPMATONOTEYHHTE DEAKIMM C€ IIOBTapAT, JICICHHETO C
MHITAA3eM TpA0Ba Ae ce IpeKpaTH.

EdexrrprocTTa ¥ Oe300acHOCTTa Ha ARITHA3EM IIPH JIENA He € NO0CTaTHTHO H3CIeABaHA.

4.5, JlexapcTBeRH H IPYTH B3aMMOJeHCTBHA

OTb6ena3agd ca KIUHMYHO 3HAYMMHE B3aAMOICHCTIBHA Ha JUITHA3EM CbC CICHHATE
MeIHKaMEHTH:

e BeTa-a/ipeHepragEy OI0KepH — XHUUIOTOHHA, IEBOKaMEPHA JEKOMIICHCAIMA ¥ pa3scTPOHCIBO
ga AV nposogmmoctta. M30poennte CUMOTOMHE CE OpOSBABAT C MO-TONMA BEPOSTHOCT IPH
DAIlEeHTH B HAaOpeZHata Bb3pacy M IIPH TAaKWBa ¢ JEBOKaMepH2 NUCHYHKIHA HIHE a0pTHA
CTEH032, KaKTO H Ip¥ NaNHEHTH, TPHeMali BECOKH HO3H 0T METHKAMEHTA;

o AHTHADHTMEMBH CpefCTBA — CHHYCOB apecT, AV OJOK, Hamaineda KOHTPAKTHIHA
cnocobHOCT Ha MHOKap/a;

» AUTEXWIEPTEH3MBHE CPEACTBA, BA30[HNATATODH, JHYPETHOH — HOTCHOHWpaHe Ha
XUMOTCH3ABANA €(eKT;

» Kapbamazenws — HOBHINEHH HABA Ha Kapbamasern 1o 40-72%, KOeTo BOXM O IPOsSBa HA
TOKCHYHOCT OT CTpada Ha KapOaMa3lenmmHa (aTaxchs, HHCTArEkM, NRIUIONES, NOBPHINAHE,
ampes, THPI0BE, KOMA);

o [luknocoopyy — HOBHEICHH CEPyMHH HMBA Ha IMMKIOCHOPHH H DOBMIUEH pPHCK 32
TOKCHYHOCT OT CTpaHa Ha HHEKIOCTOPHHA (X0NecTasa, TapecTe3hh);

o CEMETHIMH — IOBHIIEHA CEpYMHA KOEIIEHTpalHsd Ha JRITHaseM H BH3MOXKHA OposBa Ha
Kap/IEOBacKy/apHa TOKCHIHOCT (IPOMSIHA B 4EPHOAPOOHHS MeTaboNH3bM Ha JHIITHAZEM).

CrmecrByBar IaEHE ¥ 32 BH3MOXKHHE JIGKAPCTBEHHM B3aMMOICHCTBHA MHpE IIO-AOIY
CHOMEHATHTE MEHMKAMEHTH:

e AciMpuH — aguTHBeH WHXUOHETOpeH edekT cupsmo AJ(D-HEmymHpanaTa arperafgd Ha
TpoMOOLIMTHTE;

e JIUTHTOKCHE, DUIOKCHH — ToBHIIeHH Jo 50% cepyMHH KOHIEHTpAitid Ha AATHTOKCHH H
IOWTOKCHH H BEpOATHOCT 32 IposfBa Ha TOKCHYHOCT (rafgcEe, IOBPRINABE, CHPIETHA
APHTMUH);

» ViMuanpaMuE —~ TOKCHYHOCT 0T CTpAHa Ha HMHATpaMHEE (CYXOTa B YCTala, CENupane);

o JIuTHi — RIONMIaBaHe Ha MAHAAKAITHHAA OPUCTRII HiAH PAasBHTHE HA HEBPOTOKCHIHOCT;

o [Jepopanen anTHAHabeTHH CpeAcTBa — YCHICH XHUOTTMKeMHICH e(beKT aKo- KHJII(HBBHTB
AHTATOHHCTH CE IIPHIATaT B HO-BHCOKH JO3K OT 0bUUaliumTe;

o OIyOKCETHH, (IIYBOKCAMEH — YBEIHICHH CePYMHH KOHNEHTPAIMH Ha NHIITHA3EM.



Xpaga — KOraro MAITHa3eM ce HpHEMa ¢ XpaHa Moxe Ja ce HabmornaBa NOBHIICHA
abcopbia # mopmmieHa OHOHamEIHOCT ¢ 20-30%, Koero Bomd KO IOBHMCHH NIIa3MEHH

KOEIEHTpalHH.
4.6, BpeMeHHOCT B KbpMeHe

e Kateropus C cnopen FDA.

o Kateropus C cnoper ABcTpanuiicKkara KOMHCHS 32 OIICHKA Ha ACKapCTBEeHHUTE CPEACTBA.
ITpoBeXxHaHy ca H3CHe[BAHAS Ha DPEHpPOXNYKTHBHOCTTA IPH MUINKH, OIBX0Be H 3aiil.
Crobmasa ce 3a embpmomansa u deramya CMBPTHOCT. B IepuHaranHHd H DOCTHATANHH
H3CIICABANKS € 3a0eilIHa MO-BHCOKa JeCTOTa Ha MBPTBO POACHH. JIMXICBAT KOHTPOIHpPAHH
W3CICABARMS IpH OpeMEHHH XenH. JINTHaseM He ce IperophaBa B epHoja Ha BpeMerHoCT
¥ nakTaups. IIpefyr FasHavaBade Ha JAITHaseM [IPY JKeHH B PENPOAYKIHBHA BE3DAcT, TpA0dBa
Iia ce H3KIIFOYH BE3MOKHOCTTA OT OPeMEHHOCT.

JimnrHazemM mpeMEHaBa cBOOOTHO B MAiIMHOTO MISKO W KOHIEHTpAISTa My B HETO MOXE
Ja HOCTHTHE cepyMEATE HuBa. He Tpabza Xa ce opeamuicsa Ha MAHKH-KEPMaTKH.

4.7. EdexTn BopXy cnocofHOCTTA 32 MIogHApaHe H padoTa ¢ MAINAAN
Heva magsn 3a DOBTHSBAHE CHOCOOHOCTTA 32 MIo(Hpane B paboTa ¢ MallHHA.

4.8. Hexxenanm JexapCerBeHl PeaKknum

Ecpexm 6vpxy cvpOeuHo-Cb006amMa CUCMeMa

KaTo MOIMEE apTepHONapHH IMUIATATOPE KallHEBHTe aHTarOHKWCTH MOFAT Aa HpeRWsBHKAT
npemmmEo nepudeprr edextr (mepubepen orok mpH 4.9% npu efHO OT KIMHEYHHATE
H3CHEIBAHES, 3aTOIUIAHE U 324epBiBale Ha KoxkaTa, pedieKCHa Tax®EKapiEd MWK
[ANTATANEY, CHMITOMATHIHA XHIOTONKS), KOHTO €4 J030-33BHCEMH H OOHKHOBEHO ca
nipexoyEHE. JunTaaseM B HO-MalKa CTeficH HPEIH3BHKBA H3PaseHH Ba30XAIaTaTOPHY ePeKTH
B CpABHEHEE C OCTAHANUTE KANNAEBH aHTANOHUCTH.

CHHOATpHANHATE ¥ ATPUOBEHTPHKYNADHHTS NPOBOXHE (yHKIWH OOHKHOBEHO HE C€
HapymaBaT, HesaBucEMO He ¢ CcpofmasaHo 3a OpamWkaprms, CHHOATPHANCH H
aTpHOBEHTPHAKYIapeH GiI0K.

JlpyTH OIUIaKBaHWS OT CIpaHa HAa CHPAEYHO-CHAOBATA CHCTEMa Cd DEAKH M BKINOUBAT
neprdepaa mexeMust, KaMEpHE eKCTPaCHCTONH, YCHIBAHe Ha CTeHOKapAHata 0OMKa, CHHKOI
¥ KOHTECTHBHAZ CHPAETHA HEKOMICHCAUWS OPH IAUEeHTH B ClefuH()apKIHO CHCTOSHHE C.
paHHO HaMaldBaHe Ha QpaknusTa Ha H3TNACKBAHE.

Ecpexm evpxy yenmpannama Hepena CUcmema

Haili-geCcTOTO OINNAKBAHE OT CTpAaHA HA HeHTpangaTa HepBHA CHCTaMa € IJ1aBobonmeTo,
cpemano 1pd 4.5% o 12% ot manuenrTATe. I'1aso6bonEeTo Hali-9ecTo ¢ IPeXONHO ABICHAS H
OT3ByJaBA HE3aBHCHMO OT NPOILDKaBaHeTo Ha fewermero. Ilpu 3.5% oT manmeHTHTE CE
crobmaBa 3a 3aMasfHocT, a opu 2.7% - 32 oTnagsanoct. Jpyry mo-pAaaxo cpemaHd ebexra
BKIEOYBAT CHHIMBOCT, Oe3ChHEe, EIPECABHOCT, 0e3M0KOHCTBO, TPEMOP ¥ eKCTPAuEPaMHTHH
peaxn@n.

Ecpexm ewpxy xpanocmunamenrnama cucmema — O3allCTHTHE, TajeHe, JHUCKOMGODPT B
obIracTTa Ha eNHrACTPEYMa H 3af€K Ca CPeX Ha¥-9ecTo CPElaHHTe CTPAHHYIHE e(eKTH (1o~
Maixo oT 2%). ITo-Manko oT 1% ot namuenTHYe CHOOINABAT 3a JHAPHS, JACIEIICAE, CyX0Ta B
ycTara, HOBpHINaHEe B Hal/iaBaHe Ha Terno. | MHTHMBanHa XHIEPHnas@d ce Cpeina Ho-9eCTo
IpH mandesTE Hajx S0-rozmmsa B3pacy (mpE 21% coopex emHO H3cnefpane Ha 115
BE3pacTHY MBke). lIpeKbcRaHeTO HAa NEUeHHETO € JOBeNO [0 IEBNHO H3Ye3BaHe Ha
CHMIITOMHETE TIPE BCEKH OT CHOOIMEHUTE CIlydan. :
Jepmamonozuyny eexmu — IPAEMAHETo Ha JUITHA3eM € OHIO CB’BPSEIHO ¢ ImosBara Ha
obpusH (upe mo-Manko oT 1.5%), (OTOCEH3HTHBHM peaxmwH, TPYPHTYC. 3a epmTeMa
MyITH(OPME U eKchoNHATHBEH FEPMATHT Ce CHOOMABA PATKO. »



Xenamomoxcuynocm — NPEXONHO H KIMHIYHO He3HAYHTEIHO NOBHIABHE Ha CTOUHOCTHTE HA
Crotr, Crur, yI'T, JJAX m cepymums OwmpyOmH. IIpm nanwents c depHOApoOHa
HEJOCTATHIHOCT TpA0Ba Xa ce mpociegBa depaopoOHaTa QyHKIIL.

Edpexmu evpxy nuxoyo-norogama CUCmMema — 3a MEOTO KaunBeBH aNTarOBHCTH ce cho0masa,
Ye Ipemm3BHKBar MONHYPYS, 9ecTO ypHHWpaHe W HEKTYpA. CpobilaBa ce 3a CeKCyarHH
IMCHYHEKITEY B MM ABaTa Ioja.

Egexmu gwpxy ouume — psamko ce cho0mMaBa 3a HAPYIIEHO 3peHEE, JMHIUIONHSA, CYX0Ta B
09HTe AIH IpodieMy ¢ aKOMOIAAITa IIPH YIIoTpeba Ha KANHEBH AHTATOHHCTH.

Egexmu svpxy rocmmo-mycryiwama cucmema — MyCKyEy OOIKE HIH KpaMI¥ ¢ pasiHIHE
JOxaA3anuy (PBKA, KOIIHO, KpaK, cThIano, 6eapo).

4.9. [pegozmpane

He e m3pecTHa TOKcHYHAaTa Ho3a 3a xopa. [lopaxm OBp3ms MeTabONM3BEM CEpYMHHTE HHB2
clieZl CTaHXAPTHA JI03a NWITTHA3EM MOTAT Ja BapHpar JO IMOBEYe OT JECETOKPATHH Pa3jIHK,
OTPEHHYABAMKA II0 TO3H HaYWH 3HA9eHACTO HA CEPYMHOTO HHBO KaTo KpHTCpHE 32
ompereiNdHE Ha HpenosHpawero. IIpH DTpemosmpaEe ¢ [JHITHAa3eM ce HaOmMoOmasar
OpaimKapZHs, XWIIOTOHWA, ChprcueH ONOK H CBpAeYHa JeKomileHcauus. B ciaydad ma
OTpaBsHE CE IIPEIOPHIBa CTOMAINda MPOMUBKA C AKTHBEH BBITICH, KAKTO H cHemEpiriHa
Tepamist. B cuywaii ma Opamwmkapaus mwmm AV-6mox HO-TI crenmen ce masmagasa 0.6-1.0 mg
atpomay cyndar Bemospo. IIpy Jmmca Ha ajekBaTeH OTTOBOP NpPH HalEEHT4, MHOFO
BHHMATENIHO TPAOBa a2 ce IPHIOXKH H30IPOTEpeHON XAMPOXJIOPHH. B ciygali Ha XMIOTOHES
Ce NpenopHUBAT BIMBAYMS Ha TEJHOCTH M Basompecopd. B ciywaii Ha cupiaedHa
HeKOMIEHCANUS C€ NpeNophbIBaT CHMOATHKOMEAMCETHIH, NUYDETHIH HAH HHOTPOIHH
METUKAMEHTH.

5. DAPMAKOJOTAYHI JAHHIA

5.1. dapmaxogaEAMUIHH cBOiicTBa

JlariEaseM € KamiEeB aHTarOHMCT, OEH30THa3eImHHOBO IIPOM3BONHO. 10H MHOTHCKA
OpPOHEKBAHETO HA eKCTpalely/iapEy Kaniuesn HoHw npes “OaBHHTE” KaHAMH, Pa3lIOIOKEHU
B KI€THYHAaTa MeMOpaHa Ha TIIGZKOMYCKYTHHTe KICTKH (MHEOKAapZ, KPBBOHOCHH CHJOBE).
JEnTHa3eM YCKOPSABa H M3JIMBAHETO Ha KANNHeRH HOHM OT KIIETKaTa, KaTo cTuMynupa ATO-
3aBACAMHATE KATIMAECRBH H KaIHCBO-HATPHEBH IOMITH.

Bazoymnatupammuar edexT Ha AMITAA3EM Ce NpPOABABA NPETUMHO B KODOHAPHHTE CHAOBE.
XemormupaMugHuTe e(exTH Ha pUITHA3eM BKIEOYBAT J030-32BHCHMA DPERYKIHS Ha
KHCIOpOAEATA KOHCYMAanysa HAa MEOKap/a, Ha chpAedHaTa paboTa, Ha KPEBHOTO HAIAIEHe H
Ha ChpAedHHs PHTHGM. JEITEA3eM BOEH H HO NepadepHa BasONHIATAisd, IOHEKABA
KpPBBHOTO Hajsrase A HaMansBa IPeIHaTOBaPBAHETO.

Tol BomE po 3a0aBsiHe HA ATPHOBEHTPHKYIADHOTO NPOBEXKIAaHE E HMa cIab mExXHOHpan]
edeKT BEPXY KOHTPAKTHIHATa CIOCOOHOCT Ha MHAOKAPA.

IunTAaseM HaManssa 0O JO30-3aBHCHM HAT@H arperalisira Ha TpoMOOIMTHTE.
VirxubEnasra Ha TpoMOONETHATA ATPETallHd ¥ CIEHBAMOTO OT TOBa IonmoOpsaBase Ha
PEONOTHIHYUTE CBOMCTBA Ha KpPHBTa HONPHHACST 3a KapIHONPOTEKTHBHHS e(eKT Ha
JENTHAZEM.

5.2. @®apMakoKHHETHIHE CBOHCTBA
Abcopbyua

Cnen mepopaien npueM Ha murTHaseM, abcopbuuara e moure meaHa (95%). MakcaMaiHuTe
IIIA3MEHH KOHICHTPAlEH 33 Pa3NuIHHTe NEPOPaHE GopMu ce mocTurar 3-11 =aca crien
TIpEEMa. ‘
TepaneBTHYERTE KOHIGHTpAIHE Ha MeIUKaMerTa ca Hag 50 ng/ml. CruecteyBar 10-xparey
BapHAIMH B JI23MEHNTE HIBA B CHCTOSHAS Ha PABHOBECHE IIPU PA3IAIAHATE HH THBHTH.

:



TarrEaseM ce MeTaboNHE3Epa OmE IPH THPBOTO IPEeMHEHaBaHe Npe3 deprust npod (first pass
effect) n 6moraimgAOCTT2 My € okx0iI0 40% ¢ ronemMu BapHaTHH Ha IUIa3MEHATE HHBE IIPH
pazmpyHuTe TaNACHTH.

Paznpedenenue

ViscnenpaHus in Vvilro IOKa3BaT, 4e ARNTHAzeM ce CBBp3Ba 77% 1o 93% c mnasMeHHTE
6enTeny. BelTEYHO0TO CBEP3BAHe € HE3aBACHMO OT CepyMHATa KOBIECHTPalHs Ha JEIITHA3EM.
Hiscnenpape Ha KOHKYPEHTHOTO JHTAgiHO CBBP3BaHE CBHIJO HOKA3Ba, Y€ CBHP3BAHETO HA
MEITEAZEM HE Ce Bi¥ise OT TepaleBTHYHMTE KOHNeRTpanry. O0eMBT Ha pasnpe/iencHEe € 5.3
L/kg.

Memabonuzem

ImrreazeM ce Hommara Ha Obp3 depHozpoOed MeTabOMH3BM —HpPEFHMHO  9peE3
nesaneranzEpane. OCHOBHEST MeTaboIHT € Ae3aleTHNAMATAa3eM, HPHCHCTBAI B IUIa3MaTa Ha
pEBa 10% mo 45% OT H3XOFHOTO CHEMHHCHME M NPUTEXKaBall aKTHBHOCT KaTo Ba3odHIaATaTop
25% no 50% chpsMo meiaTHazeM. B doBemikara ypHHA ce OTKpPHBAT IET MeTaboimIa Ha
ZMITHA3eM. 35% oT MeTaboNHTHTE ce EKCKPETHpAT upe3 yprHaTa B 65% dpes (exanwaTe.
Enumunupane

Oxono 35% ce emamummpar npe3 6sbpemmre xaro camo 1% mo 3% ce oTmemar xato
HENPOMEHEH IANTAA3eM, OCTAHANOTO ca MeTabomuTH.

TToNy;XHBOTET Ha IJIA3MeH0 eNFMIHAPARE Cle] 6THOKPATEH FITH MHOIOKDATEH IPHEM BapHpa OT
2 o 11 gaca, KaKTo UpH 3Apasy AOOPOBOJIIE, Taka ¥ IPH pasikaEy rpyma oomHn. Ilomyx@soTsT
Ha JEITHA3eM MOKE )@ ce YIBDKE IpH IPOREIDKUTEHA Tepanys, a Ome H0BeYe Ce YARIKABA
TIPH NAMMEHTH B HaupeHala Bb3pacT ¥ MAHEHTH ¢ YepHOAPoSHM 3a00sBatm.

Esmnvrrawpaneto gpes deneca e 60% no 65%.

NanTHaseM ce H3Tb9Ba B MAWYUHOTO MIIKO B HEBA, OJM3KH N0 Te3M B cepyMa. 3aToBa
JHIITEA3EM HE Ce MPENophuRa B HEpHOKa HA JaKTallHITa.

5.3. IIpenxIHABYHA JAHHH 32 6e30macHOCT

dapMakomHEAMAIHATE ¢(HEKTH Ha JUNTHA3EM Ca H3CIEABAHE B MHOTOOpOHHY €KCIICPAMEHTH
in vitro W in vivo BBRPXY W30IMpaHy OpTaHHM, UBOTHH H XOpa. BCHYKH eKCIIEpHMEHTH ca
HpOBEHEHHE CIOpE] CHBPEMEHHATA METONONOTHS. TOKCHKONOTHYHUTE H3CICHBAHWSI Ca
OpOBEHEHH BLPXY Pa3HYEy J>KMBOTHHCKH MONENH H BKIIOYBAT M3CHE/[BaHE HA OCTIpa,
TOJ0CTPA ¥ XPOHHTHA TOKCHIHOCT, KaKTo H B3CHe/BAHE 34 TepaTOTeHeH M eMOPHOTOKCHYEH,
KAHIEPOTeHEH H MyTareHeH e(eKTH.

Tlepopamaara LDsg 32 MEINKH M IDTEXOBe € choTBeTHO 415-740 mg/kg u 560-810 mg/ke.
Benosnara LDsy e ceorerno 60 mg/kg u 38 mg/kg. Cumta ce, ge nmepopammara LDsg 3a
xydera e man 50 mg/kg, a 3a MaiiMyrn — 360 mg/kg.

TIpE H3ciieBaHAITA 34 JONOCTPa B XPOEHIHA TOKCHIHOCT [TPH KydJeTa ¥ IITEXO0BE BHECOKHTE
NO3W HA MEITHAA3EM CE CBHP3BAT C YBpeXkIaHe Ha depHHA Apo6. lIpd CHenHalEE HONOCTPH
XeaTOTOKCHKOJIOTHIHHA H3CIEBAHAS HA LTHX0BE MepopanHd Ao3n oT 125 mg/kg mwm mo-
PHCOKH BOIAT A0 XHCTOJOrMYHE NPOMEHH B UepHHA Apo0, KOHTO ca oOpaTEMH CIEH
npexscBane Ha mpremute, J{osmre oT 20 mg/kg mpE Kydera CHII0 BOAAT 10 oOpatmmu
GepEOAPOOHE HIMEECHUA.

6. DPAPMANEBTHYHNA JAHHEM

6.1 Concrk H3 HOMOITHETE BEHIECTEA H TEXHATE KOJINIECTRA

Amaraazem - 90 mg
Yatikadapma

Magnesium steartate 4.0 mg
Lactose monohydrate 66.0 mg



Macrogol, 6000 20.0 mg
Castor oil, hydrogenated 70.0 mg

6.2. ©Or3EK0 - XAMHAYHA HECHLBMECTHMOCTH
Hama nawos.

6.3. Cpoxk Ha rogHOCT
3 (TpH) rofHHHA.
Ma ne ce ynompebasa cied usmuuane Ha Cpoxa Ha 200HOCHT O3HAYEH HA ONAKOGKAMA.

6.4. CoenuajHn yKazaHad 3a chbXpaHeHHe
Ha ce cpxpaHsBsa 007 25°C.
Ma ce coxpanssa na mecma, Hedocmuniu 3a Oeyal

6.5. J{agHM 332 ONAKOBKATA
50 tabners ot 90 mg B 6imucTep OIaKOBKa, IOCTABEHHE B KapTOHEHa KYTHA.

6.6. Mmcrpyxias 3a ynorpeba
Camo 3a IepOpaHo HPHIOKECHHEE,

7. HPOM3BOJUTE U IPHATEXATEN HA PASPEINEHIETO 3A YIIOTPEBA:
“Uaifka papMa — BECOKOKATECTBEHHUTE JeKapcTBa” AJl

Gyor. “H.Y1. Bammapor” Ne 1,

rp. Bapra 9000

Brimrapusa

8. PETHMCTPANNOHEH HOMEP

9. JATA HA IOEPBO PASPELUEHME 3A VIIOTPEBA HA JEKAPCTBEHUA
PORVKT

10. J{ara pa akTyanM3anus HA TeKeTa
Maii, 2005r.



