KPATKA XAPAKTEPHCTUKA HA TIPOAYKTA
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1. MME HA JIEKAPCTBEHHS OPOTYKT ﬁ A0 6279%/ 2

Tresarcaasais

Tenoxke 5 mg Tabnerku | X //'7)(7/7/ J"'BJ ?i J-

200 Lo
TeHOKC ]0 mg TaGJ'IeTKH G izt N T e e e

Tenox 5 mg tablets
Tenox 10 mg tablets

2. KAYHECTBEH H KOJIMUECTBEH CbCTAB

Bcaka Tabnetxa cvavpxa 5 mg nau 10 mg amnoanniuu (amlodipine) karo 6,42 mg vinn 12,84 mg
aMI0AMIIHHOB Maneat (amlodipine maleate).

3a ABIHUS CNUCHK HA NOMOLIHUTE BEINECTBA, BHIKTE Touka 6.].

3. JEKAPCTBEHA ®OPMA

Tabnetxa.

Tabaetkure OT ABETE A030BY eAMHKLA ca OENH, KPLI/M, NeKO JBOHHOW3TLKHANH TabneTky ¢
AenvTenHa 4epTa OT EAHATA CTPAHA.
Tabnetxara Mosxe Aa c¢ 26IM HA PABHU [O3H.

4.  KJHMHUYHHA JAHHH
4.1 TepaneBTHYHH HOKAIAHAA

Xunepronus.
XpoHuuHa cTabuana aHrHHa NEKTOPHC.
Bazocnactiuna (Prinzmetal) anrMHa nekTOpHC.

42 [do3upoBka ¥ HAYHH HA NPUICKEHHE

ﬂO'.}H POBKa

Hpwn BB3pacTHn
Tlpu xunepToHus u cTeHOKapIus obnuaifHata Havaina 503a e 5 mg TeHoKe BequbK JHEBHO, KORTO

Moske fa Onje yBesMueHa 00 MAKCHMA1Ha 1032 OT 10 mg, B 3aBUCHMMOCT OT HHAXBHAYANHHA OTIOBOD
HA MALKEHTA,

[Tpu nauneHTH ¢ xunepronus, TeHoKke ¢ GUN U3NOM3RAH B KOMOKHAUMS ¢ THA3WIHN AHYpETHLY, anpa-
Gnoxepu, Oera-610KepH HAM BHXMONTOPY HA AHTHOTEHIUH-KOHBEPTUPALUMA eN3uM. TeHOKC MOXKe na
C€ H3M0M3Ba KATO MOHOTEPANNS WIH B KOMOUHAUNWS C PYTYH SHTHAHTHHO3HK JIEKAPCTBEHY NPOAYKTH
fPH NMaUHEHTH C aHTKHA, pepakTEpHa Ha HUTPATU K / MK agekRarhu no3u Dera-Onokepy.

He ce nanara npomsasia Ha n03ata Ha TeHOKC NPy €JHOBPEMEHHOTO NPHIOKEHHE HA THAZUTHH
AuypeTHuy, OeTa-0110KepH ¥ HHXMOUTOPK HA AHMMOTEH3IHH-KOHBEDTHPALINS EH3NUM.

CrieuraIHy NOmyNauny

Cmapuecka evzpacm

TeHoke, M3M0N3BAH B CXOAHM JO3H IPH NAUMEHTY B CTAPHECKA BB3PACT MITH (TO-MIIAA,
noxacs earakeo go6pe. Ilpu naumnenTH B crapyecka Bb3PACT ce NPENOPbYBAT CTAHAR
Ha J03HipaHe, HO fIOBHILABAHETO Ha NO3aTa TPAORa Na ce U3BHPLIBA € IOBHINEHO BHHM




Toukd 4.4 1 5.2).

Heproopobno yspesicoane

Hsama cnetigaun npenopbKH 3a A03Mpate NPH NALKEHTH C IEKO 0 YMEPEHO YepHOAPOGHO
yBpexkaaHe; ceaoBaTenHo M30opbT HA no3aTa TPAOBa 1a cTasa BHUMATENHO, KAaTO TO# Tpabsa Aa
33N0YHE OT Hal-HHCKUA NMAna3oHa Ha J03upaHe (BiK. ToUkd 4.4 1 5.2). PapMakoKHHeTHKATA Ha
aMJIOJMIIHH HE € NPOYYEHa MPH TeXKKO YepHOAPoOHO yspesxxaare. AMaoAUNUH Tpabsa na ce
Ha3HAYaRA OT HAW~HUCKATA 1034 K Ja CC THTPHPa HaBAO NPH NALMEHTH C TEIKKO YepPHOAPOOHO
YBpEKIAHE.

Bvopeuno yepeacoare
[pomenuTe B MnasMenMTE KOHLCHTPALIMYK HA AMIIOIHIIMH HE ca 0BBBP3aHH ChC CTENEHTA HA
610peuno yppexaane, 3aTOBa Ce NPENOPHUBA CTAHAAPTHA 1038. AMACAHNKH He Ce AMANM3UDA.

Heouampuuna nonyaayun

Heua u wwowiu ¢ xunepmaonug #a v3pacm om 6 200y 00 17 200unu

[TpenopbynTenHaTa aHTHXHNIEPTEH3UBHA NEPOPAHA 1032 NPU [ela HA BBIPACT OT 6-17 roaMhu e
2,5 mg BeAH®X QHEBHO KAaTO HAUaHATA 1032 Ce MOBALIABA A0 J034Ta OT 5 mg BeAHbK AHEBHO, AKO
APRUICIHOTO KPLBHO HATATAHE HE Ce NoCTHrHe cnef 4 ceaMuuu. Jo3d no-rofeMH oT 5 mg qHEBHO He
¢a NIPOYYBAHH NPU NEANATPUYHY NAUMEHTH (BXK. ToUkd 5.1 u 5.2).

Hewa nod 6-200utung exspacm
HaMa HanHYHY JakHH,

Hauuu ya npunoxkenne
Tabnerka 2a nepopanHO GPUIOKEHKE.

4.3 IporuBonokasanus

AMJIOAUIIHK € NPOTHBONIOKA3aH NIPH NMALINEHTH ¢

- Tesxka XUnoToHuUA,

- Hloxk (BKAOYMTENHO KAPAHOTEHEH WIOK),

- CapbX4yBCTBUTENHOCT KBM SKTHBHOTO BELIECTBO, KbM NPOU3BOSHU HA AHXHAPONHUPHIHHHTE,
WK KbM HAKOE OT MOMOILHHTE BeluecTsa, M30poeHy B Touka 6.1,

- XemoauHaMHUIHO HeCTabMNHA CBPIEYHA HENOCTATHUHOCT CIEA OCTHP HHGAPKT HA MHOKapAa,

- OGcTpykita Ha OTTHY2HETO HA KPLBTa OT Ni%BaTa kaMepa (Hamp. BHCOKa CTeneH Ha aopTHa
CTEHO03a).

4.4 Coennajnn npenynpexieHds M OpeinasHRyd MepKH Opn ynotTpeba
BesoniacHocTTa H ehHKaCHOCTTa Ha AMIOAHIIMH NIPY XUNEPTOHNYHA KPH3a HE € YCTAHOBEHA.

HaieHTH CHe CHPAEHHA HEAOCTATLYHOCT
TaunenTute cbe CHpACHHA HEAOCTATLYHOCT TPAOBA 4a ce NeKysaT Buumare.iHo. 1o Bpeme Ha eaHO
NPONBIDKHTENHO, Minauebo KOHTPOMUPAHO KITHKHYHO HIAHTBAHE NPH FIALIMENTH C TEXKKA ChpAcuHa
HegoctarbudocT (NYHA crenes Ml i IV), ce crobwiasa 3a no-eucoxa uectoTa Ha GenoapobeH oTok B
rpYNaTa, NeKyBaHa C AMJICAHTIHH, B CpaBHEHHE ¢ rpynaTa ¢ nauebo (k. Touka 5.1). Baokepute Ha
KaJILMEBHTE KAHATH, BIUHOUHTENHO aMNIOAUNKH, TPAORA Ja ¢ M3NON3BAT ¢ NOBUILEHO BHAMAHHE TIDH
(AUMEHTH CbC 32CTONHA CHPIAEHHA HENOCTATBUHOCT, Thid KATO T MOTAT Ja YBEIHUAT PHCKA OT
ObaeHiH CHPACYHO-CLAOBH HHLMAEHTH H CMBPT.

YepHoapoOHO VRPEXKIAHE
[Mony®HBOTBLT HA AMAOAHMHH € yabked H AUC cTORHOCTHTE ca No-BUCOKH Npu 11ail




BaBHO THTPHpaHe HA J034Ta M BHHMaTenho HabmogeHre MOXKe A3 Ce HAJIOKH TIPU NALMEHTY C TEXKKO
uepHOAPoDHO YBpeKaHe.

Crapuecka Bp3pacT
[Ipu nauHeHTHTE B CTapYeCcKa BB3PACT NOBHIIABIHETO HA 103aTa TPAOBa Ja Ce M3BLPLIBA BHUMATEITHO

{BiK. TOUKa 5.2).

br6peuno yepexaane
AMNOANNKH MOXKE 2 C& U3MOJI3BA [PH TAKUBA NALlMEHTH B CTRHAAPTHY No3d. [IpomeHuTe B

(7I@3MEHHTE KOHLIEHTPALMH Ha aMa0JUMHH HE CA CBBP3aHY Che ¢TeneHTa Ha Ob0peuno yepexaane.
AMNOOUNMH He Ce AUANIHPA.

Harpuii:
To3n nekapcTeeH NPOAYKT ChAbpKa No-Manko o1 1 mmol Hatpui (23 mg) B enHa Tabaerka, T.c.
[PAKTHYECKH HE ChIbPIKA HATPHE.

4.5 BaauMmopeficTBHe ¢ JPYTH NEeKAPCTBEHH NPOAYKTH H APYTH GOopMH HA B3auMoeiicTEHe

EdekTy Ha npyruTe NekapcTReHn NPOAYKTH BLPXY aMIOAHITHH

Huxubumopu ua CYP3A44: EnnospemenHara ynotpeba Ha aMaoJuIHH ¢ MOLIHH WIH YMEPEHH
CYP3A4 urxubutop (mpoTeasHy MHXHOUTOPH, A30/10BH AHTUMMKOTHLIM, MaKPOJIHAN KaTO
EPHTPOMHLIMH KW KIAPHTPOMULINH, BepanaMui KW AMITHA3ZEM ), MOXKE A3 JIOBEAE 10 3HAYMTENTHO
YBENUUYCHUE HA SKCIOZHLHATA Ha AMJIOAKITHH, HMAIO 33 PE3YTAT MOBHLIEH PHCK OT XHIEPTOHMI.
KnuHnunyte nposey Ha Te31 HapMaKOKUHETHUHH IPOMEHM MOraT 1a GbAatT No-H3Pa3eHn NpH
NauMeHTH B CTapHecka BbIpacT. Moxe aa ce HanoXu KIMHHYHO HaDMoAeHHe U KOpUrHpaHe Ha
Jo3ara.

Huoyxmopu na CYP3A4: Tlpu eAHOBpeMEHHO APWIOKEHUE HA W3BECTHH HHaykropu Ha CYP3A4
TNa3MeHaTa KOHLUSHTPALIMA HAa aMIORHMITHE MO>ke N1a sapupa. [lopany Toea KpbBHOTO Handraue tpaGea
Aa ce Npochesisea W Na ce o0MuCk aJjanTupade Ha 103aTa KakTo No BpeMe, TaKa W Cnes
€IHOBPEMEHEH NIpHEM, 0cobeHo che cHnHH CYP3A4 unayktopn (Hamp. puhaMniuuH, XAt
KaHTapHOH).

IMprnoxenyeTo Ha aMNOAUNHH ¢ TPeHndPYT WK COK OT TpeindpyT He Ce NPenopBLUBA, Thil KaTo NpH
HAKOY [TALHEHTH OHOHANHYHOCTTA MOJKe 12 C€ YBEJTHYH, KOETO Ja AoBeAe N0 3acu/iBaHe Ha edexTa 3a
MOHIDKABAHE HA KPLBHOTO HANAraHe,

Hanmponen (unghyzus): Tlpy XMBOTHU ca Ha0lOAABAHM CMBPTOHOCHO KAMEPHO MBIKISHE H
CBPCUHO-CHAOB KOMNANC BbB BPB3KA C XHIEPKATHEMHA ITPH TPIIOKEHHE HA BEPANaMui 1
UHTPaBEHO3EH AanTposIeH. Tlopaas pHEK OT Pa3BUTHE HA XMNICPKANIMEMUA, Ce NPENopbYBa Aa Ce
n3barea €NHOBPEMEHROTO NPHIOKSHHUE HA KATLHHEBH aHTRNOHHUCTH, KATO aMNOOATIUH IpH NAUHCHTH,
ApeApasiioiOKEHH KbM 3NOKAYCCTRCHA XUNICPTCPMHKS H NPH NpUANPHUEMAHE Ha MEPKH Cpeiily
310KaYECTREHATA XUNICPTCPMUA.

EdexTi Ha aMI0oaMnuH BLPXY APYTUTE JCKAPCTRCHH IPOAYKTH

EdexTrte Ha aMNOAMIIMH BBPXY NOHUMKABAHE HA KPLBHOTO HAJIATEHE 3aCHNBAT e(eKTa HA JPYrute
nexapcTBeHH MPOAYKTH C BHTUXMIIEPTEH3NBHO NeliCTRHE.

Tarpoaumyc: ColuecTsyBa PHCK OT NOBHINABAHE HA KPBBHHTE HUBA Ha TAKPOAUMYC, KOT
APHJIAra eJJHOBPEMEHHO ¢ aAMIOAHTIHH, HO GaPMAKOKHHETHYHHA MEXAHU3HM Ha TOBA B
HE € HAabITHO H3ACHEH. 3a & ce H3GerHe TOKCHYHOCT HA TAKPOIHMYC, NPUIIOIKEHHET
NPY NALKEHT, JEKYBaH C TAKPONUMYC, H3NCKBA KOHTPON HA KPbBHUTE HHBA HA Tak
KOPEKUHA Ha [03aTa Ha TAKpONUMYycC, KOrato € HeobXoaumo.




Krapumpomuyun: Knaparpomdunt € uaxuburop na CYP3A4. CrinecTeysa noBMIIEH PHCK OT
XHOOTOHHA MPH NALMEHTH, IPHEMALIH KIAPHTPOMHLKH ¢ amiogunut. [Ipeniopbusa ce BHHMATENHO
HabnioaeHHe Ha NALMEHTHTE, KOTaTO AMIOAHNHH CE IPUIAra eZHOBPEMEHHOTO C KIaPHTPOMHIIMH.

Hpuyennu 3a panamuyun (mTOR) unxubumopu: mTOR uHXKOMTOPY KaTO CUPONUMYC,
TEMCHPOJTHMYC H eBeponuMyc ca cybetpatu Ha CYP3A. Amnoaunun e cnal uuxubutop Ha CYP3A.
Ilpu easiospemennaTa ynorpeta Ha mTOR MHXMOUTOPH, AMAOIUTIIHH MOKE A2 YBEIHYH
ekcno3nuyata Ha mTOR unxubutopure.

Hurrocnopurn: Hama npoyusanys 3a JIEKapCTREHW B3aUMOJEHCTBHS, MPOBEACHH ¢ WHUKAOCIOPHH H
aMJIOANTIHH NIPH 31paBy N0GPOBONIM WK APYTH (ONYIauHy, ¢ HIKIIONEHHE HA nauueHTH ¢ OBOpeyHa
TPAHCTINAHTALMS, KbACTO ce HabMoJaBaT NPOMERIHBH NOBHILEHUA (cpearo ¢ 0% a0 40%) ua Haid-
HUCKHMTE KOHLIEHTPALMH Ha LHKIocnopuH. Tpabea na ce 0OMHMCIH 32 MOHHTOPMHT HA HHBATA Ha
UMKTOCTIOPHH NPpH NMaHeHTH ¢ OE0peyYHa TPaHCIITAHTALIMA HA NIeYeHNe ¢ AMIOAKITHH, & 403aTa Ha
HHKJIOCTIOpHH TPADBa 1A ce HAMANK CIOPe HEOOXOIUMOCTTA.

Cumsacmamun: EQHOBPEMEHHOTO TIPHICKEHHE HA MHOrOKpaTHY 1031 [0 mg Ha amnoaunyH ¢ 80 mg
CHMBACTATHH BOAH R0 77% YBEIHYEHHE HA EKCIOZHLMATA KbM CHMBACTATHH B CPABHEHHE CBC
CaAMOCTOATENHOTO TIPUIOKEHHE HA CHMBACTaTHH. Jlo3aTa Ha cCHMBACTATHH TIPH MALIHEHTH ¢
aMIIONUNKuH TPAOBA Aa ce orpanuui no 20 mg AHeBHO.

Tfo speMe Ha KNHMHUYHHTE U3NUTBAHHMA 33 OLCHKA HA B3AUMOJEHCTBUATA AMROAHITHH HE € NOBNHAN
(hapMaKOKMHETMKATA HA ATOPBACTATHH, JHIOKCHH, BAPOAPHH HiTH LHKIOCTIOPUH.

4.6 ®epruimrer, GpeMeHHOCT B KLpMERe

Bpemennoct
bezonacHocTTa Ha aMNoaMNUH NO BpeMe Ha GPEMEHHOCTTA NIPY YOBEKA He € YCTAaHOBEHa.,

Hpu uscnenpanyaTa BHPXy XKHBOTHY € HaOMoAaBaHA PENPONYKTHBHA TOKCHYHOCT HPY BHCOKM JO3H
(Bxk. TOuKa 5.3).

Hinonseade 1o spemMe Ha OpeMEHHOCT ce NPENopPbYRa CAMO KOFaTO HAMA NO-Ge30MacHa anTepHaTHBa
H KOraTo camoTo 3a00ABaHe HOCH NMO-TOMSM PUCK 3a MalikaTa  [U1oaa.

Knpmene
AMTOXRITHH C¢ EKCKPETHPa B KbpMATa NpH xopa. HacTra oT f03ara 3a Malikara, Mofy4eHa or

KBPMAUETO, € W3UHCICHA ¢ MHTEPKBAPTUIIEH AuanasoH 3-7%, makcuMyM 15%. Edextst na
AMJI0AMNHH BLPXY KbpPMaueTaTa € HeussecTeH. Pettennero nanu ja ce npoaoky / npeycTaHoBy
KbPMEHETO WK 8 C& fIPOIBIKY / Cape JIEHEHHETO ¢ aMNOJHITHH TPAOBA 1A Ce B3eMe CNel KaTo
BHUMATEIHO C€ TIPELIeHH N0/13aTa OT KbPMEHETO 3a [JETETO Y TIOA3a OT JIEYSHHETO ¢ AMITORKIUH 33
Mmaiixara.

Depruantet
O6parumi GHoXKMUYHH BpoMeny B o01aCTTa HA FIABHYKATA HA CNEPMATO30MAHTE ¢4 Gt

JOKNanBAHK NPH HAKOMW NALUKEHTH, JIEKyBaHN ¢ 61oKepu Ha KaiUHesrTe KaHan. KnMHHUHHTE NaHHR
€2 HEAOCTATLYHM NO OTHOWEHME HA MOTEHUHATHHA SPeKT Ha aMI0AHNHH BLPXY deprHnurera. [Ipu
€0HO W3CNEABAHE BBPXY ILBXORE Ca Ha0/MoAaBaHy HeXkenaHn eeKTH BbpXY MbKKHA QepTHauTeT
(Bx. To4ka 5.3).

4.7 EdextH sbpxy cnocobHocTTa 33 modpHpane H pafora ¢ MAlIHHA

AMITOJHMTHH MOXE [id M2 HEIHAYHTENTHO WK YMEDPEHO BHAHUWE BBPXY CNOCOGHOC
paboTa ¢ MaMIMHY. AKO NALMEHTH, NPUEMALLY AMIOAKNHH, CTPAAAT OT CBETOBLPTE
YMOpa ¥y rajieHe, cnocoGHOCTTa MM Ja pearupar moxe aa Osae Hapywena, Tipeno
NOBHUIEHO BHUMAHHE, 0CO0SHO B HAUAIOTO HA JIEYSHHUETO.




48 Hexenans fekapcTBEHH PeAKUNR

Q60bmenne Ha npoduna Ha 6e300acHOCT

Haii-uecTo AokiaaBannTe HeMxeNaHU PeakiMy IO BpEME Ha JIEYSHHETO Ca CHHIIMBOCT, BHEHE HA CBAT,
rinapobonue, cbpuebunene, sadepesbane, DONKH B KOPeMa, rafeHe, NOJYBAHE HA TJICICHHTE, OTOUH H

yMopa.

TabauueH cnHchbi HA HEXEAaHUHTE PeaKilHi

Cnenunre Hexenanu peakunu ca OuiTh HaOioaasati 4 A0KNABaHKU N0 EPEME HA JIEYEHHE C
aAM/IOAMITMH CBC CEAHUTE HECTOTH: MHOTO yecTH (= 1/10), uectn (= 1/100 o <1/10), devecru
(= 1/1 000 no <1/ 100), peaxu (> 1/10 000 o < 1/1 000), mHoro peaku (< 1/10 000).

Hpn BCAKO rpynidpaHe B 3@BHCHMOCT OT UECTOTATA, HEXKENAHNTE PEAKLUHH Ca NIPeACTABEHH B
HH3XO0AL pea 1TO OTHOWEHWUE Ha TAXHATA CEPHO3HOCT.

Cucremo-opranga KnacudRRauHA YecroTa Hexenann peaknau
Hapymedns 52 KphBTa H THMPHATA Muoro penku JlepkoudroneHus,
CHCTEMA TpoMBOLMTONEHHA
Hapymenss na HMYRHATA CHCTEMA Muoro peaxn ANepruvHH peakuim
Hapymwennn Ha MeTaGon3Ma d XpaHeHeTo Msoro peaxn Xunepriukemus
Tlcuxndnn HApymenun Hewecrw bezcnHHe, mpoMetH B
HACTPOEHHETO,
BIJTIOUMTEITHO
TPEBOKHOCT), Refipecus
Peasu Ob1pKBaHe
Hapymienns Ha HepBHATA CHCTEMa YHecrn CBhaMsocT, BUeHe Ha
CRAT, rnapobomue
(ocobeHo B HaYanoTO Ha
TIEYEHUETO)
Heuectn Tpemop, NpoMaHa BEbS
BKYCa, CHHKOTI,
XMIIOECTE3U,
napecre3us
Muoro penxu XHreprouus,
nephdepHa HeBponaTHa
C neuipectHa wectota | ExcTpandpamuaum
HAPYLUEHHS
Hapymennsn Ha oMHTe Yeeru Hapywenne ua spenuero
(BKTIOYMTEITHO
AUMIONNA)
Hapymiesnna na yxoro n 1abupunra Heuectn Iym B yiuTe
Crhpaequu Hapymenun YecTu Ctpuebuene
Heuecru ApPUTMHS (BKITIOUHTENHO

OpanukapaMs, KamepHa
TaXxHKapaHa H
npenchLPAHO MBXKAEHE)

MHoro penkn

Wndapxr Ha MHOKapaa,
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CroMaImHo-YpeBHHE HapYiteHus

Yecrty

Kopemna Gonka, ranene,
AUCTIETICHA, MPOMEHEHH
B MOTHJIUTETA Ha
yepsara (BKTIOYHTETHO
JUapua M 3anek)

Heuectn

[Morpbiuane , cyxoTa 8
yCTaTa

Mmnoro peaku

[TankpeaTuT, racTpur,
XHIIEpIIa3HA Ha
BEHLIHTE

XenaTobnanapuR Hapymenns

MHuoro peaku

XeMaruT, KbITeHHLIa,
NOBKINABAHE Ha
YePHOAPOOHUTE ER3HMEU

Hapymenua Ha KOXKATA H NOAKOKHATA
ThKAH

Heuectu

Anoneuws, Nypaypa,
obesuseTaARaHE HA
KOXaTa, XHIIepXuaposa,
cupben, o6pus,
€K3aHTeMa, YPTHKApUs

Muoro penkn

AHruoenem, epureMa
MynTugopMe,
ekcoNnaTHBEH
ACPMATHT, CHHAPOM Ha
Stevens-Johnson, oTox
da Kenxke,
$OTOUYBCTBUTENHOCT

C Hew3BeCTHA uecToTa

Tokcuyna envaepMaina
Hekponyia

Hapymennsa Ha MycKy IHO-CKeICTHATA Yecrn TNogyeale Ha rie3eHuTe,
CHCTEMA H ChelNBHTE/IHATA ThKAH MYCKYITHH KPaMilH,
Heuectu ApTpanrus, MUUTTHA,
Gonka B repba
Hapymenna xa On0penuTe H NUKOUHUTE Heuectut Hapywenns B
nLTHUA YPHHMpaHeTo,
HHKTYpHA, NOBUUICHA
YECTOTA HA YpUHHpaHe
Hapymenns na Be3npoH3BE0ARTEHATA Heuectr HUmnoredTHOCT,
CHCTEMA H IbpIATA rMHEKOMACTHA
O0Gmu Hapymenss 4 epexTH HA MACTOTO HA Muoro yectu Orok

MPUIIOMKEHHETO YecTw YMopa, acTeHus,
HeuecTn Bbonka B repaure, Gonka,

HEPANOTIOKEHUE

Hacneapaunn Heuectu VYeenvuasade Ha

TErNOTO, HaMaIdBaHE HA
TEMOTO

* Hali-seue B CHOTBETCTBHE C XOJIECTa3a

Hwma aoxnansann cayHay, KaTo HIKNKUYEHHe, Ha CKCTpanupaMyiaHu CHHAPOM.

Crobulasate Ha NONO3KPAHY HEKENAHN peakLiiu

CrobwmasaneTo Ha NONO3WPaHK HEWKETaHH Peakitny Clied pasperasate 3a ynorpeba
NPOAYKT € BaskHo. ToBa no3BoAgBA Na NPONBIKH HADNIONEHUETO HA CHOTHOWEHHET)
NEKAPCTBEHUA NPOAYKT. OT MEANIMHCKHTE CMELHATUCTH C& H3UCKBA N2 ¢hoBInaBa

mogo3vpaHa nexenana peaknis apes

M3ambauurenna arenuna no nekapersara vir. Jlamsu Ipyes” Ne §




1303 Codusn
Ten.: +359 2 8903417
yebeairr: www.bda.bg.

4.9 Ilpexozupane
OnuTsT ¢ YMHILIEHO NIPSAO3UPAHE NIPH X0pa € OrpaHyUeH.

CHMOTOMH

Hanpuuute nanuy NOKasgar, e 3HAYMTENHOTO NPERO3IUPAHE MOXKE A KOBEAE A0 MPEKOMEPHA
neputhepHa Ba3OUNATALIMA H BB3MOXKHA peduiexcHa Taxnkapans. Hma cuoblenus 3a u3pasena H
BEPOATHO NPOXBINKMTEIHA CHCTEMHA XHIIOTOHUA AOCTHrALIA /10 WOK ¢ (aTaneH “3Xo.

Hekapamorenen 6enoapoben oTok ce cLobluasa paaKo KATO M0CAEAMLA OT NPeS03UpPaHe ¢
AMAOAMINHH, KOHTO MOKE Ja ce NMPoABH Che 3abaBeHo Hauano Ha edexta (24-48 yaca crien
NOF/TbUIAHE) W A3 HIHCKBA H3KYCTBEHA BEHTHRALUMA. PaHHUTe peaHNMAUMOHHK MEPKH (BKIIHOUUTENHO
HaTOBapBaHE ¢ TEYHOCTH) 32 NMOJABKAHE Ha NepdysusaTa u copaeuHns ebut Morat aa 6naatr
yckopaBsay haxTopu.

Hoeenenne

KnuanuHO 3HaqMMaTa XHIOTEH3HA, Ib/DKALIA ¢6 HA NPEA03UpaHe HA AMIOJHITHH, HA/ara AKTHEHO
NOJALPXKAHE HA ChPICHHO-CHAOBATA JEHHOCT, BICIIOYBAILO Y€CTO MOHHTOPHPAHE HA CHPAEYHATA H
auxaTenHata hyHKUHA, MOBAWUraHe Ha kpaliiuunTe ¥ oOpbUIaHE HA BHIMAHKE HA UMPKYJIATOPHUA

obeM M OTAeAAHETO HA YPHHATA.

HpunaraHeTo Ha BA3OKOHCTPHKETOD MOXKE 1A MOMOTHE 33 BL3CTAHOBABAHC HA CHAOBUA TOHYC H
apTepUATHOTO HALIFAaHE, AKO HAMA NPOTUBONOKAlaHKeE 3a ynorpebara my.

HutpasenosnoTo nipunoxeHHe Ha KaTUMes NIIOKOHAT MOXKe Ja B¢ nojlesHo 3a oSpbllaHe Ha
eexTHTe Ha ONOKHpaHe HA KAJIIMEBUTE KAHANH.

CromauHara npoMuBKa MOXE J1a MOMOTHE B HAKOM cityuau. [Ipu 3apaBu Jo8pOBOALM € OKA3aHO, 4e
ynorpefara Ha AKTUBEH BBIIICH [0 2 4aca ClIeR NPHIoKeHHeTo Ha amnogunuy 10 mg e fosena 1o
HaMalABaHe Ha cTelleHTa Ha abcopOUMA Ha aMTIOLHNUH,

Toit KaTO aMFOAUNKH CE CBBP3B2 BB BUCOKA CTENEH ¢ NPOTEHHUTE, MANIKO € BEPOATHO AMAIH3aTa [a
HBae oT nonsa.

5. ©APMAKOJOIHMYHH CBOUCTBA

51 ®apmakoaHHaMHYHH CBoliCTBA

GapmakoTepanesTHHHA rpyna; GlIOKEPH Ha KaNLMeBUTE KaHATH; CEAEKTHBHU GI10KePY HA KaNUMEBYTE
KaHany ¢ npeaumMHo cbaosu eqexti. ATC koa: CO8CAOQ!]

MexanuabsM Ha aeHcTEUE

AMIOLNNHMH e HOHSH Kanuxes MEXHOUTOp OT rpynara Ha Juxuaponapuanunte (Gnokep Ha GasHTe
KaHaM M/TH aHTANOHWCT Ha KIUREBKS HOH) KOHTO NOTHCKA TPaHCMEMOPAaHHOTO HABNM3aHe Ha
KahuHerH HOHM B KIETKMTE HA CHPAEHMHATA 1 CbAOBATA I1AAKa MYCKy/iaTypa.

PapMakoanHaMHIHH ebexTH

MexauusmsT Ha AHTHXHICPTEH3HBHO ,HEI‘;ICTBHB CE bW HA NMPEKTHHA penarcup
CHAOBATA IN1aNKA MYCKYNATYpa. TOUMHUAT MEXaHH3BM, Ype3 KORTO aMioaHiiuH o6
CTEHOKAPAHATA, HE € RAMbJIHO H3ACHEH, HO aMIIORAHNNH HaManasa o0LIOTO HCXEMH




ne cAeaHwTe 18a MEXaHH3Ma.

1. AMIOAMIIHH NPEAH3BRKBA AMNATALMA HA NEPUPEPHIHTE APTEPHONH 1 MO TOIH HAYHH HAMANABA
obwoTo nepudepHo CLNPOTHRASHHE (CNe, HATOBAPBANETO), Cpeliy KOSTO Chpuero paboru. Toit kaTo
CbpIEHMHATA YECTOTA OCTaBa CTabHIIHA, TOBA OOPEMEHIBAHE Ha CHPLIETO HAMAJINBA EHEPrUiHHAaTA
KOHCYMaUHA # RYXCIHTE OT KHCJIOPO HA MHOKApaa.

2. MexanusMbT Ha AeHCTBHE HA aMIOAHITHH BEPOATHO BKIIOYBA NMIATALIMA HA OCHOBHHTE KOPOHAPHU
apTEPHU H KOPOHAPHHTE apTEPHONH, KAKTO B HOPMAIHHTE Taka W B HexemHuuHTe o6aactd. Tazn
OMNATALMA YBENMYABa MPHTOKA HA KMCIIOPOL KbM MHOKApA fIPK fIALHEHTH ¢ KOPOHAPEH apTepHaneH
cnazbM (aHrvsa Ha Prinzmetal HRH BapHAMTHa CTEHOKpaAIWa).

Tlpn paumenTy ¢ XHNEPTeH3UA DO3UPAHETO BEAHBK JHEBHO OCHIYPABA KIIMHUYHO 3HAYHMO
HAMAaNeHUe HA APTEPHAIHOTO HaNArane (B JIETHANO N H3NPABEHO NONOKEHUE) B NPOaLIKeHKE HA 24
uaca. Ilopaay SapHOTO Hauano Ha AeHCTBHE OCTPATA XHIOTOHUA HE CE Cpellla IpH HETOBOTO
OPHIICKEHYE.

[pu naupeHTH che cTEHOKAPAHA NPUIOKEHHETO HA AMITOAHITHH BEAHBIK AHEBHO YRE/MYABA BPEMETO
Ha (PU3MUECKO HATOBAPRANE, BPEMETO 0 NPOBOKHPAHE HA AHMMO3HHS IPUCTHI M BPEMETO 3a
ACnpecHd Ha ST cermenTa ¢ | mm ¥ HaMAN4Ba KaKTO YECTOTATa Ha TIPHCTBITHTE HA CTEHOKAPAHA TaKa
# nipMemMa Ha TabNEeTKH TTIHLEPUN TPHHHTpAT,

AMIIOAHNUH He BOAH A0 HUKAKBH MeTaBONMTHH HeXKENaRH Peakuyi Wi IIPOMEHHK B [IA3MEHUTE
TMINKA Y € NOAXONALL 33 YnoTpeOa NpH NALMeHTH ¢ acTMa, AHaleT ¥ nogarpa.

KauuuyHa ehHKacHoCT B DelonakcHocT

Ynompebda npu nayuenmu ¢ ucxemuura bogecm ne copyemo (HEC)

EdexrvsHocTTa Ha aMNOIMITHH NPY NPSAOTBPATABAHE HA WIMHUYHH NPOSBH NIPH NAUHEHTH ¢
kopoHapHa Sosect Ha eupuero (MBC) e oneHeHa B HE3aBUCHMO, MYITH-LIEHTPOBO, PAHIOMHIUPAHO,
ABOHHO-CNANO, N1ANE0O-KOHTPONKPAHO MpoyuBaue npu 1997 nauuenrd. Comparison of Amlodipine
vs. Enalapril to Limit Occurrences of Thrombosis (CAMELOT). Ot Te3y nanpeHT™, 663 ca Giin
NeKyBaHH ¢ aMaAORHITHH 5-10 mg, 673 nauvenTy ca Gunn nexyeauu ¢ edananpun 10-20 mg u 655
fIALMEHTH €2 NeKYBaHH ¢ nnaueto, B JOMbINEHYE KbM CTAHAAPTHATA TEpanud Ha CTaTUHM, DeTa-~
6510Kepy, ANYPETHLM U ACTIHPUH, B TPOAL/LKeHue Ha 2 rogunn. Koouosute pezynrtartu 3a
eQHKACHOCT ca peacTareHn B Tabaula 1. Pesynrature nokaspart, ue JIEYEHHETO ¢ aMIOIUITHH €
CBBP3aHO ¢ NO-MATKO XOCTIMTANM3a1MY HOpaAy CTEHOKAPAUSA H TPOLEIYPH 32 PEBACKY apH3alLud nipH
nauventn ¢ UBC.

Tabnunpa 1. Yectora Ha 3navumMuTe KAMHWIHH cultitir npu CAMELOT

ChpaeyHo-Cba0BH ChONTHS,

AMAGAHAHY &Y 1313UE0D0

No. (%) Amngauann ¢/y Tnauebo
ChoTHOLIEHHE HA P

Pesyntatu Amnoannud  [laanebo  Exananpun pucxa wugd

{95% CI)

[TearHyHa Kpaiua Touka

Hexenany cepaedso-cva081 151

cubirhs 110 (16,6) @3.1) 136 (20,2) 0,69 (0,54-0,88) .003

OTnenHuTe KOMIOHEHTH

Koponanna pesackynapuiauna 78 (11,8) (11237 ) 95 (14.1)

XOoenATAN#3aUHA nopanK S1(7,7)  84(128)  $6(12.8)

CTEHOKAPAHS

Hedaranen MY 14 (2,1 19 (2,9} 11 (1,6}

Hueynt win [THA 6(0,9) 12(1,8) 8(1,2)

Cupaeunocs108a CMBPT 5(0,8) 20,3} 5{0,7)




Xocauranmsauus nopany 3CH 3(0.5) 5(0,8) 4(0,6) 0,59 (0,14-2.47) 46
{losTopeH chpacueH apect 0 4 (0.6) t (0,13 NA .04

Hosonoaeuno ce nepudepHo " .
1080 326015 BAHE 5(0,8) 2{0,3) 3(1,2) 2,6 (0,50-13,4) 24

Cuxpawenns: 3CH 3actoiina crpaeyHa Hegocrarpunoct; Cl- nosepurened uarepsan; MU- nsdapkr
na muoxapna; I[THA npexonva ucxeMuuHa araka.

Ynompeba npu nayuennu cbC ChPOeUna HeOOCMAamMBYHOCH!

Xemonnﬂamuqume napoyuBanvd ¥ KOHTPONHDAHNTE KIWHHYHA U3NUTBAHHA C HATOBAPBAaHE MPH
NAaHeHTH Che ChpagyHa Henocrarburoct wiac {[-IV no NYHA ca mokazanu, ye aM104HNIHE He BOAY
A0 KJIHHHYHO BIOLIABAHE, H3IMEPEHO UYPe3 MOHOCHMOCTTA Ha HaTOBApPBAaHE, ICBOKAMEPHATA (DpaKums
HA U3TNACKBAHE U KINHHUYHATA CHMIITOMATHKA.

Enxo mrauebo-kouTponupano KikHuuno nanureane (PRAISE), npenuasiadexo aa oueHnasa
HAUHEHTH CBC ChPAEYHA HenocTaTbuHocT knac II-IV no NYHA, noqyuasatus JHIOKCHH, AMYPETUHLIM
H ACE nHxubutopu, € rokasaio, Ye MpuIoXEHUEeTO Ha aMIOIHITHH He BOAX A0 NIOBHLIEH PHCK OT
CMBPTHOCT UK KOMOHHKPaHH CMBLPTHOCT H 33a007€BaeMOCT NP NAUHEHTH CBE ChPASUHA
HEOOCTATHYHOCT.

Ilpu npocnensBaneTo Ha NALMENTHTE NPH NPOIBLKHTENHO, N12UeB0 KOHTPOIHPAHO NPOYYBAHE
(PRAISE 2) na amnoaunus npu nausedTa ¢ NYHA I v IV crpaeuna venocrarbutoct Ges
KWIHHUYHA CHMIITOME HIH 00eKTHBHH HaXOAKHM, NIPEATIONAraNia ce, e € Ha OCHOBATA HA HCXEMHUHA
Gonect u apueMaiiy cradwiny 1031 ACE-WHXUOUTOPY, JUrUTAIKNC H JHYPETHUH aMIOHITHH HAMA
edext pppxy. IlpH chilaTa nonynauus aMIOAUNHE € OW CRBP3aH ¢ NOBHLIARAHE HA CHOGEHUATA 28
Henonpoben oToK.

llpoyueane 3a Iexenue 3@ npedomspamasaie va ocmup cwpoeven npucmen (ALLHAT)
Panaomusupano, 1BoiHO-CAANO NpoyHBaHE 32 3a0AEBAEMOCT H CMBPTHOCT, HAPEYEHO
Antihypertensive and Lipid-Lowering Treatment to Prevent Heart Attack Trial (ALLHAT) e
TPOBSACHO 33 Ja C¢ CPABHABAT HOBUTE NEKApCTBEHH Tepanun: aMnonunun 2,5-10 mg/ned (Gnokep Ha
KalLHEBHTE KaHatW) man asinonpun 10-40 mg/nen (ACE-uHXMGMTOp) KATO THPBO CPEACTRO 32
Tepannsi KbM THA3HAEH IHYPETHK, XNopTanunoH 12,5-25 mg/aex npd feka 0 yMepeHa XUnepToHus. "

O6wo 33 357 XxUNepTeH3HBHK NALHEHTY Ha Bb3PAcT 55 ik noseue rognHu ca OUITK PaHAOMU3MpPAHH
W npocieaasasd cpeano 4,9 roaunn. HNauventrre ca WManu Hali-Manko €Mt JOMbIHATENCH PHCKOB
thakrop 3a UBC, Brnouurento: npexapad HHGapKT Ha MAOKApAA WiH HHCYAT (> 6 Mecela npesiu
Ha4anoTo) WK NOKYMEHTHPaHO Apyro atepockieporuuno CC3 (karo wano 51,5%), nuaber tun 2
(36,1%), HDL-C <35 mg/dL (11,6%), nesoxamepHa XunepTpodud, IHATHOCTHUMPAHA OT
eneKTpoxapaWorpamMa uiH exokapauorpadus (20,9%), riomononywene (21,9%).

[Topauumara Kpaiina TouKa ¢ 6una xomOunauuna ot paransa HBC nnu wedaranen nHdapkr Ha
muokapna. He e ycTanoreHa 3HauMMa pasiuka B MbPBHYHATA KPailHa TOYKA MEXKIY aMIOIHNMUH-
TEPanUATA ¥ XJOPTANKACH TepanuaTa Ha Oaszata na: RR 0,98 95% CI (0,90-1,07) p = 0,65. Cpea
BTOPHUHHTE KPaiHi TOUKH, HECTOTATA HA CHPACUHATA HEAOCTATHUHOCT (KOMITOHEHT HA CHCTaBHO
KOMOMHUPAHH CHPACUHO-CHAOBH KPAHHH TOUKH) € 3HAMMTENHO [O-BHCOKA B AMIOANNHH IPYNATa B
CpaBHenye ¢ rpynara Ha xaopramuaod (10,2% cpewy 7,7%, RR 1,38, 95% C1 [1,25-1,52] p <0,001}.
Bohnpeku ToBa, HAMa 3HAUMMA paliiHKa B 001aTa CMBPTHOCT MEX Y JISUEHHETO ¢ aMNOAMNKH ¢
xnopranuioH tepanuara. RR 0,96 95% CI [0,89-1,02] p = 0,20.

HeauaTpuuna nonynayns (6 roayiiHa BH3pacT W 0-roJeMu)
Tlpoyurane, sxmousalio 268 netia Ha sbv3pact o1 6 -17 roguns ¢ npeobaagarama BTOpH

ABETE AO3H MOHMKABAT CHCTONMHOTO KPHEBHO HANANAHE 3HAYHTE/IHO NOBRCYE B CPABHE
Pazankara MENAY ABeTe 03N HE € CTATHCTHUCCKH 3HaYrMa.

JbnrocpovnuTte eexTH Ha aMAOAHITHA BbPXY pacTexa, nybepreTa w o01moTo pa3

=



npoydern. Jearocpounara ehMKACHOCT Ha AMIIOANNKH MPH IEYEHHE B A€TCKA Bb3PAcT 32
HAMAIABAHE Ha CBPIEYHO-CHAOBATA 3a00/IEBAEMOCT H CMBPTHOCT B 3PS/Ia BL3PACT CHILO HE Ca
YCTaHOBEHM.

52 (@apmaxkoKHHEeTHYHH CBOIHCTBA

AbcopOumsa, pasnpeaencHuye, cBLpIBaHe ¢ IIAMEHUTE NpoTenHK: Crien NEPOPAITHO TPUTOKEHHE Ha
TepanesTHIHM A03H, aMNoaunkH ce abcopbupa gobpe ¢ MUKOBM MTa3MeHH HHBA MEKIY 6-12 vaca
caiell npuema Ha Ao03aTta. AGCONOTHATa OHOHATHIHOCT Ce odaKsa aa 6oae Mexay 64 u 80%. OGemsT
Ha pasnpenenenue ¢ oxono 21 Vkg. Hu BuTpo H3cneapanus ca nokasanu, ue npubnuzutento 97,5%
OT UMPKYMHPALIHE 8MACTHIINH € CBBP3aH C JUTA3MEHHTE NPOTEHHH.

BuohanuynoCTTa HA aMNOAKNINN HE CE BJIHAE OT npHeMa Ha xpaua.

Buorpancdopmaums/Enumunnpane

Kpaiinuat nnasven e1MMUHALIMOHEH NOMYKHBOT € 0Kojio 35-50 uaca n ce 40cTHra npH egHOKpaTHO
[HEBHO NpUIMKEHHE, AMJIOIHMITHH Ce METalO0HIHPA EKCTEH3MBHO B YEPHUA IPO0 10 HEAKTHBHH
MeTaCOnuTH, KaTo B ypHHaTa ce eKekpeTHpaT 10% OT nekapcTsoTo B HenpoMeHeH BiI ¥ 60% ot
metrabonuTHTe,

YepHoapobHo yspesxkaaHe
Ha pasrionoxenne ca MHOTO OFpaHWYEHY KIIMHEWYHN TaHHH 33 NPWIOKEHHE Ha AMIAOAHITHH [IPH

NAUKEHTH ¢ YepHoApoOHO yRpexaane. [TauyenTuTe ¢ 4epHOApOOHA HEAOCTATEYHOCT HMAT HAMAIICH
KNHAPBHC HA AMACMNNY, B PEIYIITAT Ha NO-AbABI MOAYKHBOT H yYBeNiMuasaHe Ha AUC ¢
npubnnamTeTHo 40-60%.

Crapyecka Bh3pacT
BpemeTo 3a focTurane Ha MakcHManHH N1a3MeHH KOHUEHTPALUNH HA AMIIOOUIHMH € NOAOCHO PH

MALKEHTH B CTAPHECKA Bb3PACT ¥ No-miany cybextn. Mma TeHAeHUHA KIMPRHCHT HA AMIOARAHH A2
HaMaJigBa, KOeTo BOAM A0 YBENHYEHHe Ha “nnowuta mog kpusara” (AUC) v enmunaimoden
NONYKHBOT [PH NALMEHTH B CTapyecka Bp3pacT. Y semiieHueTo Ha AUC n enMMUHALMOHHWA
NOJYXUBOT MPH (IALHEHTH ¢BC 32CTOHHA CHPAEYHA HEAOCTATEYHOCT, ca GHIK Copel O4aKBAKMATA 34
BB3PACTOBATE IPYNA.

[MTeanaTpryHa nonyianMs

HlomynantoHHo GapMaKOKMHETHYHO NPOYYRAHE & IPOBSACHO NPK 74 Teua ¢ XKIEPTOHHA HA Bb3PacT
ot 12 mecena a0 17 roaudu (¢ 34 nanueHTy Ha BL3pact oT 6 a0 12 roguiu # 28 naumenTy Ha BL3pacT
ot 13 10 17 roavuu), NOMyyasaitM aMmioaunHH Mexcay 1,25 1 20 mg BeIdbX My [IBa HTH JIHEBHO.,
{Tpu neua ot 6 5o 12 roauuHy # APH OHOWY 13 -17-rogMuIHa BB3PACT TUMMYHUAT NEPOPANEH KIHPBHC
(CL / F) & cvorerno 22,5 n 27,4 L/ h ¢choTBeTHO Npu Miake H 16,4 v cvoteetro 21,3 L/ h npu
xenure. Habnonasana € rofiamMa sBapuabuiaHOCT B EKCOZMUHATE MENULY OTNETHHMTE HHIHBHALH,
JanHwre, 10KnaaBaHyd npy Aela O 6 rOAMHHE Ca OTpakKHYen.

5.3 Ilpeax/mHAYNH 1aMHR 33 Ge300acHOCT

PenponyKTHBHE TOKCHYHOCT
[Ipoyusatua 32 penpoAyKTHBHA TOKCHHHOCT NPH IUTbXOBE M MULIKY Ca [10Ka3a1u 3a6aBaHe Ha
TEPMHHA, YABIKEHA NPONBIKUTENHOCT Ha OPEMEHHOCTTA H HAMAIABAHE KHIHEHOCTTA HA
HOBOPOASHHUTE NPH 1031 NPHONMIMTENHO 50 (T8 TH IPEBUILABALIN MAKCHMANHATA npenophyMTeIa
103a 3a xOopata Ha Gazarta Ha mg/kg.

YBpexaane Ha depTHARTETA

Hama edexr sbpxy depTUIHTETA HA NABLXOBE, TPETHPAHH C amnonunuu (MBXKH 6
AHY npeay wudTocBaHeTo) npu nosk 10 10 mg/ke/aen (8 nvy * MakcuManHaTa 1
ot 10 mg noza na Gazara Ha mg/m2). [Ipk apyro npoyugaHe ¢ MIBXOBE, MLKKHTE




xopa, na O6a3aTa Ha mg/kg, ca OTUETeHN NOHIKEHHE Ha IL1a3MEeHMST (HOINKYAOCTHMYIHPAILL XOPMOH W
TECTOCTEPOH, KAKTO H HAMAIABAHE Ha IUTbTHOCTTA Ha CAEPMATA ¥ OPOAT Ha 3peNuTe CepMAaTO30HIH H
CepronyiesH KIeTKH.

Kaptiuyoretesa, myraresesa

Hsama nansn 32 KapUMHOreHHOCT NPH IBXOBE W MULUIKH, TPETHPAHK C AMJIONMIYH B JMETATa 34 [ABE
rOAMHH B KORUCHTPAUMH, U3YMC/ICHH 1@ OCHIYPAT QHEBHH J030BH HuBa ot 0,5, 1,25 1 2,5 mg/kg/aen.
Haii-BucokaTa 103a (fipH MuluKH, OaH3Ka 10, a IPH TWILXOBE- 1BA TBTHY M0-BUCOKA OT MaKCHMAAHATA
NPeNOpPLUYATEHA KIHHH4HA 1033 oT 10 mg, n3uncnena Ha mg/m2) e Suna Onu3ka Jo0 MaKCHMaTHaTa
TONEPUPAaHA X032 [IPY MULIKH, HO HE 33 MTbXOBE.

IpoyuBanus 3a MyTAreHHOCT He MOKA3RAT NEKaPCTBEHO-O0YCI0BEHY ehEKTH HUTO HA FeHHO, HHTO HA
XPOMO3OMHO HHBO.

* w3uncnesa 3a naudeHTy ¢ rerno 50 kg,
6. SPAPMANEBTUIHA JAHHH
6.1 CoHcBK 2 FOMOIIHATE BeIeCTHA
MHKPOKPHCTANHA Lenyno3a

HUIIECTE, NPEKENaTHHH3IHPAHO

HATpHEB HULIECTEH TNHKONAT (THi A)
CUNHLINEB AMOKCHJ, KOJOHIEH Ge3BoueH
MArHE3HCE cTeapar

6.2 HecbBMeCTHMOCTH

Henpunoxumo.

6.3 Cpox ma roanocy

5 roaHHN.

6.4 CnennaHu nNpeanasHn MEPKB NPH ChXpaBeHye

Ja ce cpxpanasa nos 30° C.
Jla ce chxpaHaBa B OPUrMHANHATA OMAKOBKA, 32 /12 Ce npennasy OT CBETIIHHA M Bliara.

6.5 [Jdannu 3a onaxosxara

baucrepna onakoka (Al donvo, OPA/AYPVC donuo) 30, 60 1 90 TabneTkn o1 5 mg, B KyTHA.
Bancrepna onakoeka (Al doauo, OPA/AVPVC donuo) 30, 60 n 90 tabnerkn ot 10 mg, B KyTHs.

He Bcuuky Bi10BE OMAKOBKHM MOFAT 12 ObAAT NYCHATH HA NA3Apa.
6.6 Cpeunaann NpeanasHn MEPKH NPH WIXBbPIAHE

Hama cnetidaniyu nanckeauva 3a H3XBLPAAHE.

HewznonssanuaT nexapeTeeH NPOAYKT WM OTNANBYHUTE MATEPUATH OT Hero Tpadea
B ChOTBETCTBHE C MECTHUTE H3UCKBAHHA.

7.  MPATEKKATEJ HA PAJPEIIEHHETO 3A YIIOTPEBA



KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CoBeHus

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

Tenoke 5 mg - Per. Ne 20060494

Tenoke 10 mg - Per. Ne20060495

9. JIATA HA ITbPBO PA3ZPEIIABAHE/TIOJHOBSIBAHE HA PA3ZPEILIEHHUETO 3A
YINIOTPEBA

Jlata Ha nmbpeo paspewaBase: 27.09.2006
Jlata Ha nocneanHo nogHoBseane: 02.02.2012

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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