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1. HUME HA JIEKAPCTBEHUA ITPOAYKT r

W‘Iﬂhjs NTENHA ATEHUNA NO J'IEI{APCTBATA
HopBaC]{ 5 mg Tab/1eTKHU Kpamm Aapmrngucmxa Ha npogyxma - [lpusoxeHue 1
Norvasc 5 mg tablets | Kum Pea. Ne ...... “2 OOQOYBS[36 .................
S —
Hopsack 10 mg TabieTku rp—_— & Lr O - 3’ 13 U? 2026
Norvasc 10 mg tablets BAMANMP ~ L. ccissssisansssd insmmanssosrmsmsmsseasass

L Qgo6peHUe Ne .......ccoveeievannnnes
2 KAYECTBEH U KOJIMMECTBEH CbCTAB

Bceska Tabnerka cbabpika amaoaunuHoB 06e3unar (amlodipine besilate), ekBuBasieHTeH Ha 5 mg
aMJIOJIMITHH.
Bceska Tabnerka chabpika amaoaunuHoB Oe3wnat (amlodipine besilate), ekBuBanenTed Ha 10 mg

AMJIOAHUITHH.

[ToMOILLIHU BELIIECTRA:
3a NbJIHUA CITUCHLK HA NMOMOLIHUTE BELLECTBA, BUXKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka

5 mg tabneTku: 6eau 10 NoYTH 0€/IM OCMOBIBJIHK TabJIETKH CbC CKOCEHH pBOOBE, ¢ rpaBupaHo ,,AML
5 u nenuTesiHa YepTa OT eaHaTa cTpaHa U ,,VLE™ ot apyrara cTpaHa.

10 mg Tabnerku: 6enu 10 nouTH 6eIM OCMOBI'BIIHU TaOJIETKH ChC CKOCEHH pbOOBE, C rpaBUpPaHO
~AML-10" ot ennara ctpana u ..VLE” ot apyrara crpaHa.

5 mg Tabnerku: 6esM 10 1oyTH 61K OCMOBI'BIIHH TA0JETKH ChC CKOCEHH PbOOBE, € rpaBUpaHo
LAML 57 u nenuTenHa yepra OT eHaTa cTpaHa U 0e3 0003HauYeHUs OT Apyrara cTpaHa.

10 mg Tabnerku: 6esnu 10 noyTH Oenu TabNeTKH OCMOBIbJIHHM TaOJETKH CbC CKOCEHH pbOOBE, C
rpasupano .,,AML-10" ot ennara ctpana u 6e3 0003HaueHMs OT Apyrara cTpaHa.

Tabnerkara oT 5 mg Moxe aa Objie pas3je/ieHa Ha 1B€ paBHHU MOJIOBUHH.

4. KJIUMHHUYHHU JAHHU
4.1 TepaneBTHYHH NOKAZAHHUA

XHUNEepTOHMS
XpoHU4Ha cTabUJIHA CTEHOKap/1U1s
Ba3zocnactuuna creHokapaus (aHruHa Ha Prinzmetal)

4.2 Jlo3MpOBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

Bv3pacmmuu
OGuyaliHaTa Ha4YaJHa 103a NMPH XUIIEPTOHUS U NPH CTeHOKapaus € 5 mg HopBack e1HOKpaTHO
JIHEBHO, KaTO MOJKE /1a Ce YBEJIMYH /10 MaKcuMaliHa ao3a ot 10 mg cnopea TepaneBTHUYHQ

NMOBJIMABAHC Ha INALIHCHTA.

[Tpu naumenTn ¢ xuneprouus Hopsack ce u3nosizBa B KOMOMHALIMA C THA3H/IEH ]I
0s10Kkep, OeTa-010kep MIM HHXHOUTOP HA AaHTHOTEH3WH-KOHBEpPTHpaLLUs eH3uMm. |1

2



Hopeack Moxe aa ce W3non3sa kaTo MOHOTEPAlUA WK B KOMOHMHALMA C IPYT'H aHTUCTEHOKAPAHH
JIEKAPCTBEHH NPOAYKTH NPH NaLHEHTH CbC CTEHOKAPAHA, KOATO HE CE MOBNWABRA OT HUTPATH W/UIH
ChOTBETHH 03K Oera-Gnokepu.

He ce nanara kopekuus Ha go3zarta Ha Hopeack, npy eTHOBPEMEHHO NPHIIOKEHHE C THAZUAHH
AUYpeTHUH, OeTa-0nokepu H HHXUOUTOPH HA aHMTHOTEH3IHH-KOHBEPTHPALLKUSA €H3UM.

CroeudanHy nonyjaauuu

layuenmu 6 cmapuecka ev3pacm

Hopsack, H3110/13BaH B CXOQHHM AO3H MPU NAUMEHTH B CTapUECKa Bb3PacT M [1PU M0-MIaH NALUEHTH,
ce noHacs eaHakso nobpe. [1pyu nauMeHTH B cTapyecka BL3pACT ce npenopbysa obnuaiH1g 10308
PEXHUM, HO MOBHILABAHETO Ha J03aTa TpsAOBa Aa cTaBa BHUMATENHO (BK.TOUKH 4.4 1 5.2).

HHayuenmu ¢ veprodpobro yapexcoane

JIO30BHAT PEXKM MPH NALMEHTH C JIEKO 10 YMEPEHO YEPHOIPOOHO YBpEXIaHE HE € YCTAHOBEH H
3aTOBa M300pbT Ha J03a Tpabea na 6bae HanpaBeH BHUMATENHO, KaTO TPAOBA Aa Ce 3aMoYHe OT Hail-
HUCKAaTa Bb3MOXHa 1032 (BXK.ToukU 4.4 1 5.2). PapMaKOKHMHETHYHUTE CBOHCTBA Ha aMJIOAMITUH NPH
TEAKKO YEPHOAPOOHO yBpeXKaaHe He ca NMpoy4BaHU. [1py nalMEHTH ¢ TEKKO YepHOAPOOHO YBpEKaAaHe
JeYEeHHUETO ¢ aMJTIOAUITMH TpaOBa 1a 3anoYyHe ¢ Hal-HUCKaTa 403a U Ja ce TUTpHpa GaBHO.

Hayuenmu c 6vbpeuno yspedcoane
[IpoMeHHnTE B NNA3MEHHUTE KOHLIEHTpPAUMY Ha aMIOAMIHH He Ca 3aBUCHUMH OT CTeneHTa Ha O1LOpeUHo
YBpeKAaHe U 3aToBa ce npenopsbyBa obruuaiHa 103UpoBKa. AMIOIMNHH HE MOXKE Na Ce AHATTU3HPA.

ITeouampuyuna nonyaayus

Jleua v IOHOLLH ¢ XUIIePTOHUS, Ha BB3pacT oT 6 A0 17 roauHu

[IpenopbyuMTENHaTa aHTUXUINIEPTEH3UBHA NEPOPAITHA 1034 NPH NCAUATPUHUHM NALUEHTH HA Bb3pacT
6-17 roguHu ¢ 2,5 mg €JHOKPATHO AHEBHO KaTO HavajHa 1034, TUTPpUpaHa BMNOCIEACTBHE A0 S mg
€IHOKPATHO AHEBHO, aKO cnell 4 CEAMUUM He C€ JOCTHUIHE )eNaHOTO KpbBHO HanaraHe. Jlo3u Han
3 mg AHEBHO HE Ca MPOY4YBaHH MNPH MEAUATPHUYHH NAUMEHTH (BXK. TOUkH 5.1 n 5.2).

Heya na sv3pacm noo 6 2oounu
Jlunceat AaHHHU.

Hauyun HA NpyaoKEHHE
TaGneTka 3a nepopanHO NPUNOKEHHUE,

4.3 IIporuBonokazanus
AMJIOQUNHKH € TPOTHBONOKA3AaH NPH MAUUEHTH CbC!

CBPBXYYBCTBUTEJIHOCT KbM JAUXHAPONHPUIMHOBH NPOU3BOAHH, AMNOAHUNHH HJIH KbM HAKOE OT
NOMOLLHMTE BelllecTBa, H30pOeHH B TOuKa 6.1.

TEXKKa XMNOTOHHA

LWOK (BKJIIOYHTETHO KApAKOreHEH WIOK)

ofcTpyKLHMA Ha MU3X04a Ha JifiBa KaMepa (Hanp. BUCOKOCTENEHHA a0pTHA CTeHO34a)
XeMOAUHAMWYHO HecTaOWIHA ChpAcUYHA HEAOCTATHLYHOCT Chel OCThLP MHOKapAeH HHapKT

44 Chneunalany npeAynpexIeHud H NPeANa3HH MEPKH npH ynoTtpebda

=
[lauueHTH CHC ChpAeYHA HEAOCTATBYHOCT =
[TaumeHTHTE CbC ChbpAevHAa HEAOCTAaTLUHOCT TpAGBa Aa ObAAT IeKyBaHU ¢ BHUMaHHeW If

3



(knac III u IV no NYHA) cvobuiapadara yectoTa Ha benoapobeH oTok € 6Miia no-BHWCOKA B rpynarta,
NeKyBaHa ¢ aMNOAUIIHH, OTKOMKOTO B futauebo rpynarta (8. Todka 5.1). bnokepu Ha kanuneBuTe
KaHaJ1K, BKAKOYHUTENHO aMNOAUNKH, TpAOBA Ja € U3NO03BAT C NOBHILIEHO BHUMAHHE NPH NalUEHTH
¢bC 3aCTOMHA ChplleYHA HEAOCTAaTbYHOCT, Thit KATO MOFaT 1a MOBHLIAT PUCKa OT ObAEILH ChPACYHO-
CbAOBH CbOUTHA U CMBPTHOCT.

[launeHTH ¢ YepHOAPOOHO yBpexaaHe

[ToayKHBOTHT Ha aMIOUNKH € YABLKEH, a CToifHOocTUTEe Ha AUC ca Nno-BUCOKH NpH MALUEHTH ¢
HapylleHa HepHOApOOHa QYHKUMSA; HE ¢4 YCTAHOBEHU NPENOPBKM 3a A03upaHe. CnenopatenHo,
aMI0QMNHH TpAOBa Aa ce 3anouyHe ¢ Hal-HUCKATa 103a W Aa c€ NPOABK BHUMaHKE, KaKTO B HAUAIOTO
Ha JICUEHHUETO, Taka W NpHy MoBMILABaHe HAa N03aTa. [1py nauneHTH ¢ TexKa YepHoapoOHa
HEAOCTAaTbHHOCT, MOJXKE J1a ce HaJlo)kH DaBHO TUTpHpaHe Ha A03aTa U BHUMATENHO MOHUTOpPHpAHE.

[lauMeHTH B cTapUyEcKa Bb3pacT

[lopHlIaBaHE Ha 03aTa NPH NALUWEHTH B CTapyecKa Bb3pacT Tpabra ja ¢ce M3BbpLUBA ¢ BHUMARUE (BXK.
Touku 4.2 1 5.2).

[MauueHTH ¢ HLOpeUuHo yBpexaaHe
[Ipy TakkBa NauyMeHTH aMIOAMITHH MOXKeE J1a ce npunara B odu4aiiHu 1034, IlpoMeHHTe B nnasMeHuTe

KOHUCHTpPAUHNH HA aMJIOIHIIHH HE Ca 3aBUCHMH OT CTCIICHTA Ha ﬁ'bﬁpe'-lHDTD YBpPCAAAHEC. AMJIOAHUTIHH
HE MOXKC a CC NJHaJIW3Hpa.

Hatpu#
Tosa nekapcTBo cbaAbprka no-Mauko ot 1 mmol Harpui (23 mg) Ha Tabnerka, T.€. MOXe 3 Ce KaXe,
Yye MpaKTHYECKHU HE ChAbpPKA HATPUH.

4.5 Bsaumoae#cTBHe ¢ APYTH JIEKAPCTBEHH MPOAYKTH H ApPYrd pOpPpMH HA B3IaHMOJEHCTBHE

EdexkTH Ha APYrH NEKAPCTBEHH NPOAYKTH BbPXY aMJIOAMIIHH

CYP3A4 unxubumopu

ENHOBPEMEHHOTO MPUJIOKEHUE HA aMJIOAMITHH CbC CHITHHY MK yMepeHH CYP3A4 nuxndutopu
(npoTea3zHu UHXUOUTOPH, A30JHH NPOTUBOrLOMUHH CPECTBA, MAKPONUAH, KATO EPUTPOMHULIMH UK
KIAPUTPOMHLIMH, BEpariaMiil MY AHJITHA3EM), MOXKE [1a JOBEAE N0 3HAYHMMO YBEAUUBAHE HA
EKCMO3HLIMATA HA aMJTOAMITMH, KOETO Aa MOBHILKM PHUCKA OT XUNOoToHUA. KIMHWYHATa 3Ha4MMOCT Ha
Te3n hapMaKOKMHETHUYHH BapHaLMK MOXKE Aa € No-U3pa3eHa Mpy NaLHEHTUTE B CTapyecKa Bb3pacT.
ToBa MOXe 1a HANOXKU KITHHUYHO NPOCieAsBaHe U KOPEKLIMA Ha N103aTa.

CYP3A4 undyxmopu
[Ipu eqHOBpEMEHHO NpUNOXKEHHUE HA U3BECTHU HHAYKTOpH Ha CYP3A4 nnazmedara

KOHLIEHTPaLUs HAa aMJIOJMIAH MOXKe na Bapupa. [lopaau ToBa KpbBHOTO HansraHe TpabBa na
ce MPocC/eassa H a ce oOMHCAY aJanTHPaHE Ha 403aTa KaKTO N0 BPpEMeE, TAKa U Clie]]
eqHOBpeMeHeH npueM, 0co0eHo cbC cHIHH CYP3 A4 unaykTopH (Hanp. pudaMIWUuMH, XbIT
KaHTapHOH).

He ce npenopnuBa ynorpeda Ha aMAOAHIHH ¢ rpedndpyT WK COK OT rpedndpyT, Thi KaTO MpH
HSIKOY MauyeHTH OHOHANTHYHOCTTA MOXKE 1a CE MOBHILM U Ja JOBEAE OO 3ACUJIBAHE HA
AHTHUXUNEPTEH3HBHUTE e(PEKTH.

Hanmponen (unghy3us)
[Tpu >kxMBOTHH ca Halb/IloAaBaHH JieTATHA KaMepHa QUOpUnalivg U ChpJAEUYHO-CBIOB KO /
C XHMepKaIHeMHa cliel NPHUIOKEHHE Ha BepanaM1i M HHTPaBeHo3eH AaHTponed. 1o
XHIepKATHEMHA, CE MPENnopbYBA Aa ce H3bArsa €AHOBPEMEHHOTO NPHACKEHHE C aH
KalUHEBUTE KAHAMH KaTO aMJIOAMITUH MPY NALUMEHTH, NPEAPA3NON0KEHH KbM MaJH

XHIOCPTEPMHUA U ITPH OBIAAABAHC Ha MAITUTrHEHE XHIICPTCPMHUAL.

L
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Ed]BKTH Ha aMICAUNHH BbDXY ADYTH JICKADCTBCHHU NPOAYVKTH

EdextiTe Ha NOHIDKABaHE Ha apTEPHANTHOTO HaNAraHe Ha aMIOAUINHH CE€ HAacnareaT KbM
NOHKABALIWUTE KPLBHOTO HANArAHE €(PEKTH Ha APYIH NIEKAPCTBEHH CPEACTBA ¢ AHTUXHNEPTEH3HBHH
CBOMCTRA.

Taxponumyc

CbiilecTByBa PUCK OT NOBHUIIEHH HUBA HA TAKPOJIUMYC B KPbBTa MPH €EAHOBPEMEHHO NPUNOMKEHHE C
aMNOAMITUH, HO (hapMAKOKWHETHYHUAT MEXAHU3IBbM HA TOBA BIAUMOACHCTBHUE HE € HAMBJIHO NPOYUEH.
3a na ce n3berHe TOKCHYHOCT C TAKPOIMMYC, MPHIIOKEHHETO HA aMIOAMITHH Ha NaLKeHT, NeKyBaH ¢
TAKPOJIUMYC, H3MCKBA NpOCAe/iiBaHe HA HUBATA Ha TAKPOJMMYC B KPbBTa U NpH HEOOXOAUMOCT,
KOPHIMpaHe Ha A034Ta Ha TAKPOJHMYC.

Huxubumopu na npomeun, mapemen 3a panamuyun (mTOR)

HMuxuburopure Ha mTOR kaTo cuponuMyc, TEMCHPONIMMYC U eBepoSiMMYC ca cydcTpaTy Ha CYP3A.
AmnoaunuH e cnad naxubutop Ha CYP3A. [lpu eaHoBpemeHHaTta ynorpeba Ha mTOR nuxuburopu
aMIOAMIIMH MOXKeE J1a NOBHULUK ekcro3nuunaTa Ha mTOR nHxubuTOpHUTE.

Luxnocnopun

He ca npoBexaaHu npoyyBaHUsA 3a €KapCTBEHH B3aNMOASHCTBHA ¢ LMKIOCMIOPHH H AMIOAKIIMH TIPH
3apaByu 100POBO/ILH, HITH TIPH APYTH NOMYNAUMWH, C U3KIOYEHHE HA NaLMEHTH ¢ ObOpeyHa
TPAHCMJIAHTAUMA, KBAETO C€ HabnroaasaT NpoMeHAUBY nosHuieHUs (cpeaHo ¢ ot 0% no 40%) Ha Hal-
HUCKHTE KOHLEHTpaLMHU Ha nHKocnopuH. Tpabea aa ce 0OMUCAIM MOHHTOPHpAaHE HA HUBATa Ha
LIMKJIOCNIOPHH pH NMauHUeHTH ¢ ObOpeyHa TpaHCIIAHTALIMA Ha JIEUEHHE ¢ AMTOJIMITKH, a 03aTa Ha
LMKTOCNOpUH TpabBa na ¢e namanu cnoped HeoOXOAWMOCTTA.

Cumsacmamu

EanoBpeMeHHOTO MHOTOKpaTRO npunokeHue Ha 10 mg amnoannuyd v 80 mg CUMBACTaTHH € AOBENO
00 77% nNoBHLIEHa EKCMO3MLIMA HA CHMBACTATHH B CPABHEHHE CHC CAMOCTOATENHO NPUICKEHHE Ha
cumBacTatuH. [Ipn nauneHTn, npreMaliy aMIOANNKMH, 103aTa Ha CUMBACTaTHH TpAOBa na ce
orpaHu4u 40 20 mg QHEBHO.

B KNHHUYHM NPOYUBAHUA 32 B3AMMOASHCTBUA aMJIOAUITUH He NOBNNUABA (apMaKOKHHETHKATA Ha
aTOPBACTATHH, AMFOKCUH WK BapdapHH.

4.6 DepTHAHTET, OpEeMEHHOCT H KbpMeHe

bpeMeHHOCT
be3onacHoOCTTa Ha aMNOAUIMH M0 BpeEMe Ha OPEMEHHOCT NPY XOpa HE € YCTaHOBEHA.

B npoy4uBaHHs NpH KMBOTHH, MPH BUCOKK A03M € Haba0aaBaHa penpoayKTHBHA TOKCHYHOCT
(Bxk.TOUKA 5.3).

[IpunoxxeHWe No BpeMe Ha OPEMEHHOCT ce NPeNnopLYBA CaMO KOraTo HaMa no-6ezonacHa antepHaTHBa
H KkoraTto 6onectra cama no cebe cH HOCH AO-TOJIAM PUCK 3a MaHKaTa W Naoa.

KbpMeHe
AMNOIHMNHUH c€ EKCKpeTHPa B KbpMaTa npu xopa. HacTtra ot n03aTa Ha Malkata, fojyueHa ot
KbpMaueTo, € H3UUCIIEHAa C UHTEPKBapTWIeH AManasoH 3-7%, ¢ makcumym 15%. EdexTeT Ha
aMJIOJIMNMHH BbPXY KbpMayeraTa € Heu3BecTeH. PelleHue, 1any aa ce NpoabKH/ IPEKbCHEA
WK [a ce NPOABb/IKH/NPEeKbCHE TepanuyaTa ¢ amiI0A1UNUH TpsAOBa fa ce B3eMe, KaTo ce U
NOJI3aTa OT KbPMEHETO 3a AETETO W M0J13aTa OT TepanuaTa ¢ aMIOANINHKH 3a MaiKara.

L

QepTUIUTET
[Tpy HAKOM NMALMEHTH, jieKyBaHH ¢ DJIOKEpH Ha KallIMEBUTE KAHAH, Ca CboOLeHH obpa N
NPOMEHH B r1aBH4KaATa HA cnepMaTo3ouanTe. KITMHHYHKTE JaHHH Ca HEAOCTATBYHH M0 O




noreHUnanHus edekT Ha aMAOAMIKH BbpXY depTuauTera. [lpu enHo npoyusaHe NpH nNIbXoBe ca
YCTAHOBEHHM HEXKENAHH e(PEKTH BLPXY MBKKHA PepTUNUTET (BxK.TOUKA 5.3).

4.7 EdexTu BLpXY cnocobHOCTTa 32 modupane 0 padora ¢ MALUHHU

AMAOAKMHH MOXe Ja NoBiuse B cnada 10 yMepeHa CTENEH CrocoOHOCTTa 3a WwodupaHe U padora ¢
MallIMHH. AKO NALMEHTHTE, MPHUEMALIY AMITOAHUITUH, NOAYYAT 3aMaiBaHe, riapobonue, yMopa unu
rajieHe, cnocoOHOCTTa UM Aa pearupar Moxe Ja 0bace HapyleHa. [Ipenopbuea ce NoOBULLIEHO
BHHMaHHe, 0cOOEHO B HAYANOTO Ha JISYEHHETO.

4.8 HexenaHHn JeKaAPCTBEHH PeaKIHH

O60611eHHe Ha npodruna Ha O€30NaCHOCT

Hait-uecTo chobilapaHMUTE HexeJlaHW PEaAKUKK 10 BPEME Ha JIEYEHHETO Ca COMHOJIEHTHOCT,
3aMasHOCT, FaBobosine, MannUTaLHH, 3a4EPBABAHE, KOpeMHa Bonka, raieHe, OTOLM Ha IVIE3EHHTE,
OTOK W yMoOpa.

TabnuueH CNHUCHK HA HeXENaHWTE PeaKLIny
CreAHHUTE HEXKENAHN JIEKAPCTBEHU peakUuH ca Ouny HabnionapaHu M ChoOLLaBaHK No BpeMe Ha
JIEYEHHUETO ¢ AMJIOAUNHH CbC CNEeJHHTE YECTOTH: MHOTO YecTH (>1/10); uectn (>1/100 no <1/10);

Heuect (= 1/1 000 po <1/100); peaku (= 1/10 000 po <1/1 000); muoro peaku (< 1/10 000); ¢
HEM3BECTHA UecToTa (0T HATMYHUTE JaHHHU He MOXKe na 6bjae HanpaBeHa OLUEHKa).

[TpH BCAKO MPYNUPAHE B 3aBKCUMOCT OT YECTOTATA, HEXENAHNTE NEKaPCTBEHM peakuuu ce nibposear
B HM3XOAALL peJl NO OTHOUIEHHE HA TAXHATA CEPHO3HOCT.

CHCTeMo-0praneH Kaac YecToTa Hexenauu peakunmn
HapymeHnns Ha KPpbBTA H MHoro peaku JleaxoneHus,

Hapymesnnsi Ha HMYHHATA
CHCTEMA

MHuoro peaku

ANEPruyHU peaKkUnH

Hapyuiennd HA
MeTa00/IH3Ma B XPpAHEHETO

MHoro peaku

XHANeprivkeMuns

IMenxuyuai HAPYHIEeHHS Heuectn Henpecus, NpoOMEHH B HACTPOEHHETO
(BIJTIOUMTETHO TPEBOKHOCT),
be3cbHUe

Peaxu ObbpkaHocT

HapymenHna Ha HepBHaTAa YectH COMHOJIEHTHOCT, 3aMasHOCT,

cucTreMa rnapobonve (0cobeHO B HAYaNOTO Ha
NeYEHHETO)

HeuecTH Tpemop, AUCreyausa, CHHKON,

XHII0CCTC3HUA, MNapCCTE3INA

MHoro peaku

XHUepPTOHMA,

nepudepHa HEBPOTNATHS

C HeH3BeCTHA

ExcTpanupaMuAHU HapyilleHUS

4eCcTOoTa

HapymeHust Ha 04HTe YectH 3pUTENHO HAPYLUEHHE (BK/
JUILIONKUA)

HapymeHHs Ha yXoTOo H HeuecTu Llym B yluuTe

JIabHpRHTA

CobpaeuHn HapylleHH YectH [Tannurayuu




HeuectH

ApuTMHUs (BKIHOYHTENHO
Opaavkapaua, KaMepHa TaXMKapaus H
NPeACHPAHO MBKIEHE)

MHOro peaku

MuokapiieH HHPapKT

CbA0BH HAPYLICHHS YecTH 3ayepaaBaHe
Heuectn XHIMOTOHUA
MHoro peaku BackynuT
PecnupaTopHR, rPLAHH H YectH AncrniHes
MEIHACTHHAJIHH HAPYILIEHHS HeuecTH Kauinua, puHmT
CToMalllHO-upEeBHH YecTu AbnomuHanHa Ooska, rajeHe,
HApYLUEeHHA aucnencus, poMsaHa B obrvyanHaTa
NEPUCTANITUKA HA YEpBaTa
( BKIIIOUUTENHO AUApHUA U 3alieK)
HeuecTu [ToBpblaHe, CyXOTa B ycTaTa
Muoro pesku [laHkpeaTHT, racTpUT, XMNEpPIIIa3nua
Ha BEHLHTE
XenaToOuaBapHu MHoro peaku XeNnaTuT, XbJATEHHULA, MOBUHLUEHHU
HAPYUIECHHS YyepHOApOOHH H3UMU*

HapyuieHHs HA KOXKATA H
NOAKOXXHATA ThKaH

HeyecTn

Anoneuus, nyprnypa, NpoMaHa B
LIBETA HA KOXKaTa, XUIMEPXHIpO3a,
IpypuTYC, OOpHB, EK3aHTEM,
YPTHKApUR

MHoro peaku

AHrioeneMm, EpHTeMa MyJTU(GOPME,
ekcdonaTHBEH AEPMATUT, CHHAPOM
Ha Stevens Johnson, otok Ha Quincke,
$hOTOHYBCTBUTETHOCT

C Heun3BecTHA

TokcnuHa enuaspmanHa HeKpoOIu3a

4YEeCTOTa
HapyleHna HA MYCKYJIHO- YectH OTOK Ha rne3eHa, MyCKyJ1HHA KpaMIipy
CKEJETHATA CHCTEMA H ” A p
CheAHHWTENHATA THKAH eyecTH pTpanrus, Muasrua, bonka B ropda
Hapyuienusa Ha 0b0peunre u HeuecTH HapyieHo ypuHHUpaHe, HOLHO
NMHKOYHHTE NHLTHIA YPUHHUpAHE, YBEMHYEHa YeCTOTa Ha

| YpPUHHpaHe
HapyuieHHs Ha Heuecty MUMNOTEHTHOCT, F’MHEKOMACTHA
Bb3NPOH3BOAHTE/IHATA
CHCTEMA MU I'bpAATA
O0wmn napyuieHusn H edeKTH MHoro Otox
HA MACTOTO H2 MPHJI0KEHHE YeCTH
YecTH YMopa, acTeHHA
Heuectn ['pbaHa 60aka, 60JiKa

HEPA3N0JOXKCHHE




H3cnenBanun HeuecTu Y BEAHUYEHO TENECHO TECIJN10, HAMaACHO
TCHNCCHO TEIrNno

*Hal-4yecTo CBBbP3aHO C X0necrasa

CoobluapaHe Ha MOAO3UPAHH HEXKETAHH PEAKLUM

Crof1aBaHeTo Ha NOJO3UPAHM HEXETaHU peakLMK cnejl pa3peulaBaHe 3a yrorpeda Ha JeKapCeTBEHNA
MPOAYKT € BaXXKHO. ToRa MO3BOJIABA Aa NPOABIKUA HAGMIONEHHETO HA ChOTHOWEHHETO NOM3a/PHCK 32
nekapeTBeHHa NpoaykT. OT MeAULMHCKUTE CIELHATUCTH CE H3MCKBA J1a ChOBIIaBaT BCAKA

NOAO3HpaHa HexeslaHa peakuus ype3 ManbnHuTenHa areHuus no nekapcreara, yi.“laman ['pyes™
Ne 8, 1303 Codus, Ten. +359 2 8903 417, yebeaidT: www.bda.bg.

4.9 Ilpenosupane

OMHUTBT NpH XOpa CbC Cb3HATENHO Nipe03UpaHe € OrpaHUudeH.

CBMITOMH

HanuWunure gaHHU NPEANONarar, 4e 3HaYUTENHOTO npeao3vpaHe 01 MOINO Aa A0BEAE A0 TEKKA

nepudbepHa BazoaunaTauua M BepoaTHo 10 pedaekTopHa Taxukapavsa. CoobulaBaHo € 3a H3pa3eHa U
BEpOATHO NMPOALIXKHTEIHA CUCTEMHA XHUITOTOHHS J0 UIOK, BKIIOUMTENHO WOK ¢ (haTaneH U3XO.

HexkapaunoreneH 6enonpobeH oTok ce ¢cbodlIlaBa pAaKO KaTo Nocneanua ot Apeao3HpaHe ¢ aMIOAHITHH,
KOWTO MOXKe [1a ¢e NpOoABH che 3abareHo Hayano Ha edekta (24-48 vaca cnea nornbUaHe) U 1a U3KUCKBA
M3KYCTBEHA BEHTUNAUKA. PAHHUTE peaHWMALIKOHHU MepKH (BKIFOYUTENHO HAaTOBapBaHe ¢ TEHHOCTH) 32
MnoJibpKaHe Ha nepdy3naTa U cbpaeuHus Aedut Morat Aa 6bAaT yckopsBaly GakTopH.

JleueHye

KauHuuHO 3Ha4yuMaTa XUMOTOHUA, AbJKALLA € HA Npeao3dpaHe C aMJIOJIMNHHK, U3UCKBA aKTUBHO
MOAABbPIKAHE Ha CHPAEUYHO-CBAOBUTE PYHKLIMHK, BKIFOUMTENHO YECTO MOHHTOPHPAHE Ha ChpAE4HATA H
AuxaTtenHara GyHKUMH, NOBAMraHe Ha KpatHUUNUTE W NOAAbpXKaHEe HA LIMPKYNATOpHUA 06eM U
ANYpE3aTa.

an YCNIOBHE, Y€ HAMA MNPOTHBOMNOKA3aHWA, 3a Bb3CTAHOBABAHC Ha TOHYCA HA CbA0BETC H KPBBHOTO
HaJAraHe, MOXKE /[d € 0T nonia rnpyUJIoKCHHCTO Ha Ba3OKOHCTPHKTOP. ”HTPEBGHO'SEH KaJ1LlIHCB
rMOKOHAT MOXKE a € OT N0N3a 3a NpCOoA0ABAHC Ha GEIJGKTH Ha 6710KaJa Ha KaNLMEBRHTE KaHANH.

B Hakou ciiy4ad MOXKe a € OT M0oJ3a CTOMauiHaTa NpoMuBKa. [IpunoXkeHHeTO Ha aKTHBEH BBIJICH NpH
3ApaBu Ao0posoauy 1o 2 yaca cned npueM Ha 10 mg aMn0aunuy € nokasano HamanisBaHe CTeNeHTa
Ha abcopbuHA HA AMNOAMIIUH.

THi KaTo aMNOAUMNMUH Ce CBBP3Ba BB BHCOK IMNPCUECHT € NAAIMCHHTE MNPOTCHHHU, 1HAJTIH3aTa BCPOATHO
HAMAa Aa UMa noJi3a.

5. GOAPMAKOJIOTHYHHU CBOHUCTBA

5.1 @apMaKoOAMHAMHYHH CBOHCTBA

(dapMakoTepaneBTHUHA rpyna:; KallUeBrd AHTATOHUCTH, CEIEKTHBHH KaNLIMEBATE aHTArOHHUCTH C
NMPeAUMHO CbA0BO AeicTRHE, AMXHAponupHAMHOBH npou3BoaHu. ATC xoa: COBCAOQ].

(6nokep Ha GaBHXTE Kanall WK @aHTarOHUCT Ha KANUMEBHS HOH) M NOTHCKA
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CTEHOKApPAHUATA, HC € HAITBJIHO H3ACHCH, HO aMJIOAWIIHH HaMaJldBa 00LLIOTO UCXEMHUYHO HAaTOBapBAaHE
no CJeAHUTE J1Ba HAYHUHA.

1) AMJIOAMNHH NpeAXH3IBHKBA AMNaTalnWa Ha nepudepHHTE apTEPHOIM H TaKa peayuupa ob1oTo
nepudepHO CHINPOTUBRACHHE (CNEIHATOBAPBAHETO), CpeLLy KOeTo ChpueTo paboTu. TvH KaTo chpaevHaTa
yecToTa OcTaBa ctabunHa, Topa oTOpeMeHABaHe HA ChPLIETO HaMalliBa eHEepPruiHaTa KOHCYMaLMs H
KHCIOPOAHUTE HY>KAH Ha MHOKapJa.

2} MexaHu3MbT Ha JeHCcTBYE Ha aMITOAKITHMH CHILO TaKa BEPOATHO BKIIKOUYBA AWIATALMA HA [JIABHUTE
KOPOHAPHH apTEPHHN M KOPOHAPHHTE apTepHOH, KAKTO B HOPMASIHMTE, TAKa U B MCXEMUYRHUTE
obnactu. Ta3m auatauuMd NOBULIABA AOCTABKATA HA KUCNOPOA HAa MHOKAp/1a NPH MAUMEHTH C
KOpOHApeH apTepuaseH cnasbM (aHruHa Ha Prinzmetal mnu sapnanTHa cTeHoKapans).

[Ipy NaUWEHTH C XUMEPTOHUA, TMPHITOKEHHETO €HOKPATHO AHEBHO, OCHIYPABA KIIMKUYHO 3HAYHMO
NOHH)XEHHUE HA KPBBHOTO HANAMAHE KAKTO B IETHANIO, TAKA M B H3NPABEHO NMOJOXKEHUE, 3a HHTepaal oT 24-
yaca. [Topagu 6aBHOTO Ha4aslo Ha AEHCTBHE, OCTPATA XHNOTOHHSA HE € XapaKTepHa 3a MPUIOKEHHETO Ha
aMJTOAUTIHH.

EIHOKpaTHOTO AHEBHO MPUIOXKEHHE HA AMAOAHNHH NPU NALMEHTH ChC CTEHOKAPAMA TOBULLABA
oOL0TO BpeMe Ha MU3UYecKo HATOBapBaHe, BPEMETO A0 HA4YaN0TO HA aHTMHO3EH NPUCTL U BPEMETO
3a aerpecusa Ha ST-cerMeHTa ¢ | mm ¥ HaMansBa, KAKTO YE€CTOTATA HA CTEHOKAPAHHWTE [PUCTBIN,
Taka ¥ npHema Ha TabneTKH HUTPOrIULIEPHH.

AMNOAHITHH HE Ce CBbp3Ba € HHKaKBH MeTaOOJIMTHU HEXETaHH E(bﬂ'[{TH HIX NPpOMEHH B IJ1IA3MCHHUTE
JIHIIUAH K € NNOAXOAALUL 34 JCYCHHUE HA NalMEHTH € aCTMa, auadet noiarpa.

[TpunoxceHye Npy nauueHTH ¢ ucxeMuyHa donect Ha chpueto (MBC)

EdekTHBHOCTTA Ha aMJTOAUNUH 3a NPOPHIAKTUKA HA KIMHHYHHA HHUMAECHTH NPU NaLKUEHTH ¢
HcxeMuuHa 6onect Ha cbhpueTo (MbC) ¢ oueHeHa B HE3aBUCHUMO, MHOTOLEHTPOBO, PaHI0OMHIHPAHO,
ABOMHO-CNATO, NNaLebo-KOHTPONIMPAHO KJTIHHHYHO npoy4BaHe npy 1997 naunenTn: CpaBHEHHe Ha
aMNOJHMNHH COPRAMO €HANlanpHi 3a orpaHli4aBaHe Ha noseaTa Ha TpoMbo3a (Comparison of
Amlodipine vs Enalapril to Limit Occurrences of Thrombosis) (CAMELOT). Ot te3u nauveHTH, 663
ca JeKyBaHu ¢ amnoaunuH 5-10 mg, 673 nauuenTH ca nekyeaHu ¢ eHananpun 10-20 mg, a

655 nauMeHTH ca nekyBaHH ¢ nnauebdo, B JOMbIIHEHWE KbM CTAHAAPTHA TEPATNIUA CbC CTAaTUHHU, OeTa-
OJioKkepH, AMYPETULIM H ACTTUPHH, B NPOABLI/DKEHKE Ha 2 roaAMHH. OCHOBHHUTE PE3YNTAaTH 3a
e(bHKaCHOCTTA OT JIeUeHHETO ca npeactaBedH B Tabnnua 1. Pesynrarure noka3sar, He JEYEHHETO C
aMNOJNMNHH € CBbP3aHO ¢ MO-MAJIKO XOCMUTANN3ALNM 3a CTEHOKApAYA U NPOUEaYPH 34

pepackynapuiaunsa npy nauuedt ¢ UbC.

Tadoanua 1. YecToTa Ha 3HAYHMHTE KIHMHHYHY cbOuTHA npn CAMELOT

YecToTa Ha CHPACYHO-CHAOBUTE CLOUTHS, AMIOAUNMH COPAMO
6poii (%) nnauedo
KoeduumeHT Ha P -
KAHHHYHU cBOUTHS AMIOAUNUH [Tnauebo Enrananpnn Guu

puck (95% JIM) croiHoCT

[IbpBHYHA KpariHa TOUYKA
Hexxenanu cbpaeqHo-
CBhAOBH ChOUTHSA

OT1j1e1HH KOMOOHEHTH

110 (16,6) 151 (23,1) 136 (20,2) 0,69 (0,54-0,88) 0,603

Kopoapha 78 (11,8) 103(15,7)  95(14,1)
peBacKynapu3auus

XocnurTain3anusg 3a 51 (7.7) 34 (12.8) 36 (12,8)
CTCHOKapAHA

Hedaranen MH 14 (2,1) 19 (2,9) 11 (1,6)
HUucynt unu THA 6 (0,9) 12 (1,8) 8(1,2)




Tabanua 1. UecTtoTa Ha 3HaunMHUTEe KIHHHYHH ¢hOuTHs npy CAMELOT

YecToTa Ha CHPISUHO-CHAOBUTE CHOUTHA, AMJIOONIKH CPAMO
Bpo# (%) mnauebo
KJIHHWUHHM cBEOHTUS AMJIOAUMHH [1nauedo EHananpun I;E:}?;({F;I;’ZH);ES CTO;;{)CT
ChpAeyHO-CHAOBA CMBPT 5(0,8) 2(0,3) 5(0,7) 2,46 (0,48-12,7) 0,27
Xocnyranu3auus 3a 3CH 3(0,%) 5(0,8) 4 (0,6) 0,59 (0,14-2,47) 0,46
[pexxuBsiH chbpacUeH 0 4(0.6) 1 (0.1) NA 0.04
apecT
HoBonossuna ce
nepudepHa cbaosa 5(0,8) 2 (0,3) 8 (1,2) 2,6 (0,50-13,4) 0,24
DostecT

Cokpawenus: 3CH, 3acroiiHa cupaeyHa HeaoctateyHocT; JAH, nosepurened uHrepsan; MU, muokapaex
uHpapkT; THA, TpaH3UTOPHU MCXEMHUYHU ATAKH,

[Ipuno)KeHne Npy NaUuMeHTH CbC ChpAECYHa HENOCTATBYHOCT

XeMOAHHAMHWYHHU H3C/IEABAHUA U KOHTPONUPAHH KIHHHUYHHU NMPOYyUBaHUA C PU3HUECKO HATOBAPBAHE
NPH NaLKEHTH CbC ChpAeHHa HeJocTaTbuHOCT Kiaac 1I-IV no NYHA noxassar, ye Hopsack He Boau
A0 KIMHUYHO BAOLLIABAHE, OLUEHEHO Upe3 ToNepaHca KM (PH3INHECKO HATOBapRaHe, (GpaKLHUATA Ha
M3TMIACKBAHE Ha JIABATA KaMepa M KIIMHMYHATA CHMITTOMATHKA.,

[TrnaueGo-koHTponupaHo kKnHK4HO npoyusaHe (PRAISE), npeaHazHaueHo 3a oUeHKa Ha MALIMEHTH
¢be cbpAeyHa HeaocTarbuHoCT Kiac III-IV no NYHA, nony4yasawu aMrokcHH, amypetdun u ACE-
MHXHOHUTOPH, € nokasano, yue Hopsack He BOAW A0 MOBULLABAHE HA PHCKA 32 CMBPTHOCT WK
KOMOHHKpaHA CMBPTHOCT M 3a00AEBAEMOCT NPH ChpAeHHA HEAOCTATBYHOCT.

B npocnensBaiio, ALIrocpovHo, Niaueto-KOHTPOIMpaHo KIHHHYHO npoyy4sate (PRAISE-2) ¢
Hopeack npu nauueHTH cbC cbpaedHa HeaoctarbuHocT kutac III-IV no NYHA 6e3 knvhnunu
CUMINTOMH MK OOEKTHBHH HAXOAKH 332 Bb3MOXKHA WK HAJIMUHA HCXEMHUYHA §oJlecT Ha ChPLETO, Ha
noctTosHHHA Tepanud ¢ ACE-HHXUOHTOPH, AUrHTaNKC K aMypetiur, Hopeack HAMa epeKT BbpXY
obluaTa ChpieHHO-CbA0BATA CMBPTHOCT. [IpHu cbluaTa nonyhauus, npuaoxkeHwero Ha Hopsack e
CBBP3aHO ¢ YBeIMUeHa YecToTa Ha cbobieHus 3a 6enoapobeH oTok.

ManuTBaHe Ha JieueHue 3a NpodUNakTUKTHKA Ha cbpacueH npucTbi (ALLHAT)

[TpoBeaeHo € paHAOMHU3IUPAHO, ABOHHO-CNANO, OUEHABALLO 3aD0NeBaeMoCTTa H CMbPTHOCTTA
KAMHHYHO NpoyuBaHe — U3nuTBaHe Ha aHTUXKNEPTEHIUBHO U JIKNUAONOHKKABALIO JIEYEHHE 34
npodrIaKTHKA HA cbpaeueH npucTbi (Antihypertensive and Lipid Lowering Treatment to Prevent
Heart Attack Trial) (ALLHAT), 3a cpaBHABaHe Ha MO-HOBUTE JIEKAPCTBEHH TEPANMMU: aMJIOAUNUH 2,5~
10 mg aHeBHo (Onokep Ha kanuueBruTe KaHaNK) UK ausnHonpun 10-40 mg nuesHo (ACE-
HHXUOUTOP), KATO TEPANKH OT NbPBA IMHUA, CIPAMO JIEHEHUE C THAINAHUA AUYPETHK XJIOPTATHAOH
12,5-25 mg AHEBHO, NPH NeKa 10 yMepeHa XUINEPTOHHUS.

O6uio 33 357 nauMeHTH ¢ XUNEPTOHHA, HA BB3PACT 35 rOAMHHU WIH NO-Bb3PACTHH, ca DMK
paHAOMH3UpPaHK U npocneaeHu cpeaHo 3a 4,9 roauuu. [lauvenTHre ca UManu HaW-MaJIKO OWLE €1HH
puckos ¢aktop 3a UBC, BrtounTennHO npeaxoneH MHokapaeH MHGapKT HIH HHCYNT (> 6 Mecena
MPEAH BKJIIOYBAHE B MPOYYBAHETO) WIIH AOKYMEHTHpAHA ApYra aTepoCKIepOTHYHA KOPOHd o "BREBA
Sonect (06wo 51,5%), nuaber tun 2 (36,1%), HDL-C< 35 mg/dl (11,6%), J'IEBOK .- ﬂfiat% \
XUNepTpodua, ANarHOCTHLUHMPAHA C EIEKTPOKAPAUHOrpaMa HiH eXOKapaAHOrpag ek i ; ﬁ oy %
TioTIoOHONyLeHe (21,9%). S éf:** AR
‘:"_- 2 1 @H Pl
[TepBHuHaTa KpaitHa TOUKa € cbhueTaHue ot ¢garanda MbC unn Hearanen MHOKE -
3HaYMMA PA3IMKA B MbPBUHHATA KpaiHa TOUKA MEXAY TepanusTa ¢ aMNoAUTTHH Y
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0,98 95% U [0,90-1,07] p=0,65. Cpen BTOpUHHUTE KpaiHHU TOMKH, YECTOTATA HA CbpaeHHA
HEAOCTATLYHOCT ( KOMMOHEHT Ha ChCTABHATA CHPAESYHO-CHI0BA KpaHa TOUKA) € 3HAUNUTENHO [10-
BHCOKA B rpynara Ha aMmnojJUrvHa, B cpaBHeHHeE ¢ rpynara Ha xnopraanaod (10,2% cpewy 7,7%,
RR 1,38, 95% JIU [1,25-1,52} p<0,001). Bee nak, Hama 3Ha4UMa pasnuka B o0WaTa CMbPTHOCT
MEXIY TepanuaTa ¢ aMnoaUNuH U TepanusaTa ¢ xnopranuaod: RR 0,96 95% U [0,89-1,02] p=0,20.

[praoxerue npu aeua (Ha Bb3pacT 6 TOAUHH H NOBEYE)

[Tpu npoyuraHe, BKIOYBaLIC 268 nela Ha Bb3pacT 6-17 roauHu, npeMMHO ¢ BTOPHUYHA XHIIEPTOHHSA,
CpaBHABAHETO Ha A03a oT 2,5 mg u 3,0 mg aMnoaunuH, ¢ naauedo rnokassa, 4e M ABETe J03M
MOHMXKABAT CUCTOAMUYHOTO KPBBHO HANIAMAHE 3HAUUTENHO noseye oT niauedo. Paznukara Mexay
ABETE 03U HE € CTAaTHCTUYECKH 3HAYUMa.

JIbarocpouHuTe edekTy Ha aMIOAUNKUH BbPXY pacTexa, nybdeprera v 0d110TO pazBUTHE HE Ca
npoyupaHH. JIbnrocpourara edukacHOCT Ha aMIOINUNKUH NPU TEpanua B AETCKA Bb3PacT U 3a
HaMaIABAHE Ha CbPEYHO-ChAOBATA 3a001€BAEMOCT ¥ CMBPTHOCT NPH Bb3PAaCTHH CHIUO HE €
YCTaHOBEHA.

5.2 DapMaKOKHHETHYHM CBOHCTBA

AOcopOuus, paznpeaeneHne, CBbpIBaHe C IIa3MEHUTE MPOTEUHH
Cnen nepopanHo NpUICKEHHE Ha TEpaneBTHYHKU 4034, aMNOAUMNHUH ce pe3opbupa nodbpe, kaTo

MaKCUMAITHHUTE MJ1a3MeHH KOHUECHTpaUKUH Ce A0CTHraT mexay 6-12 uaca cnen npuema. YCTaHOBEHO €,
ye abcotoTHaTa HuoHaMMUHOCT € Mexay 64 n 80%. Ob0embT Ha pasnpenenckue € npudAU3IUTENHO

21 I/’kg. JIJaHHHTE OT In VItro NpoyuBaHUA NMOKa3Bat, 4e Npudban3uTenHo 97,5% oT UUPpKYIUPALLHS
aMJIOJHMHH € CBBLP3aH C M1a3MEHUTE NPOTEUHH.

AbcopbunaTa Ha aMNOAUIIHH HE CE BNMAE OT MPHEMA Ha XpaHa.

Buompancgopmayun/erumunupane

KpaitHusaT nnaameH nonyxusot € okono 35-50 yaca u ce 1ocTira npH e AHOKpPaTHO AHEBHO
NPUIcKEHHE. AMNOAUNKH ce MeTaDONMU3MPA B 3HAUMTENHA CTENEH OT YEPHHUA APOO N0 HEAKTHUBHH
MeTabONINTH, KaTo B ypHHaTa ce ekckpetrupar 10% ot nexapcTroTo 8 HenpoMmeHeH BUA U 60% ot
meTabonurure.

Yeproopobro yspeoicoare

Hanuuuy ca MHOrO orpaHH4eHH JaHHHU 3a NPHIOKEHHMETO Ha aMIOMIHH MPHU MALHEHTH C
uepHOApoOHO HapyuieHue. [MauMeHTUTE ¢ YepHOAPOOHA HEAOCTATHLHHOCT UMAT MOHHKEH KITHPBHC Ha
AMJTOAMITHH, BOAELL A0 NO-ABABE MOAYKHUBOT W NMoBHLIaBaHe ¢cToMHOCTHTE HA AUC ¢ npubnnsurento

40-60%.

Cmapuecka 6b3pacm

BpemeTo 3a pocTUraHe H&a MAKCHMaTHH TUJIA3MEHH KOHLEHTPAUWM € CXOAHO NPH HHAHBUAH B
cTapyecka Bb3pacT M No-MilaAM HHAWBUAM. [Ipy nauueHTUTE B CTapyecKa Bbh3pacT, KIHPHHCHT Ha
aMJIOJUIIHH € C TEHACHLMA KbM HaMasaBaHe, KOATO BOAM A0 yBenuuaBaHe Ha AUC u Ha
eJIMMHHAUHOHHHUA nonyxuBoT. HapactsaHeTo Ha AUC M Ha eNHMHUHAUHOHHHA NONYXKHBOT NPH
MALMEHTH ChC 3aCTOMHA ChpAEYHA HEAOCTATBYHOCT € OWII0 CrIopel O4aKBaHOTO 3a ChOTBETHATA

Bb3pacToBa rpyna.

{leouampuuna nonyrayun
[IpoBeaeHO e MmonyaauuoHHO GapMaKOKMHETUHHO NpoyyYBaHe Npy 74 acua ¢ Xune 3pacT
or 1 a0 17 ronvuu (34 nauneHT™ Ha BB3PACT OT 6 A0 12 roauHu 1 28 nauHeHT
13 no 17 roanHK), Noayuasailyd aMAoAUNKH B 2031 Mexay 1,25 mgu 20 m
WK ABYKpATHO AHeBHO. [lpy geuata or 6 00 12 roauHU M NpH HOHOLWKTE OT,
TUNUUHUAT nepopatieH kKnupbHC (CL/F) e 6un cvoteeTHO 22,5 M 27,4 /uac
21,3 Vuac npn momnuera. Habnroparana e ronsma BapuabHIHOCT Ha €KCIIO
vuHausranTe. CrobuIeHUTE NaHHM NpH Aeua noa 6 roJAHHU ca OrpaHHYEHH!.
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5.3 Ilpeak/MHMYHH JaHHH 3a 0e30MaCHOCT

Penpooykmuena mokcuynocm

PenpoayKTUBHU NMPOYUBAHUS [IPH ITUIBXOBE U MHULIKH MMOKA3BaT 3aKbCHABAHE HA JlaTaTa Ha pakJaHe,
YAbJKEHA MPOAB/DKUTEIHOCT HAa pakJaHETO U HaMaJsleHa »KHU3HeCTTOCOOHOCT Ha MOTOMCTBOTO IPH
1034 NPUOANU3UTENHO S0 NMBTH NO-BUCOKK OT MAKCUMAJIHUTE MNPENOPBUYUTENIHH 103H TPH XOpa,
M34yUCaeHH Ha Oa3za mg/kg.

Hapywenus 6ve hepmunumema

Hama edekT BbpXY hepTUaMTETa HA MIBLXOBE, TPETUPAHHU C AMJIOAMIUH (MBIKKH - 64 IHU W KEHCKH -
14 nuu npeau orioxkaade) B 103M A0 10 mg/kg/nen (8 mbTH™ 110-BUCOKH OT MakcUMasiHaTa
npenopbUYMTEIHA 3a Xopa 103a oT 10 mg Ha 6a3a mg/m?). B apyro npoyusaHe npH nibXoBe, Npu
KOETO MbXKKH IIbXOBE ca TPETUPAHHU C aMioAMITUH Oe3unar 30 aHuM, ¢ 103a CpaBHUMA C jl03aTa Mpu
Xopa, uzumucieHa Ha 6a3za mg/kg, ca ycTaHOBEHH NMOHUIKEHH MJ1a3MEHH (DOJTUKYNOCTUMYIMpALLL
XOPMOH M T€CTOCTEPOH, KAKTO M MOHMKEHH MJIBTHOCT Ha criepmara 1 OpoH

Ha 3peJIM CIIEPMATHIN U CEPTOJIMEBUTE KJIETKH.

Kapyunocenesa, mymaeenesa

Hsama naHHM 3a KApUUHOM€HHOCT MPH MJIbXOBE U MULLIKH, TPETUPAHH ABE MOJIMHHU C aMJIOJIMITHH B
JIM€TATa B KOHLEHTPALIMH, U3UUCJIEHH [1a OCHTYPAT AHEBHH 1030BH HUBa oT (0,5, 1,25 n 2,5 mg/kg/nen.
Haii-Bucokara no3a (npu MMLLKH - 6J1M3Ka J10, a MPH TUIbXOBE — JIBa MbTH™ M0-BUCOKA OT
MaKCHMaslHaTa NMpernopbuMTe/Ha KIMHUYHa f103a oT 10 mg, u3uucieHa 3a mg/m?) e Guna 6au3ka /10
MaKCHMMaJTHO JIONyCTUMATa /103a 3a MULLKH, HO HE W 3a INJIBXOBE.

[TpoyuBaHHMs 3a MyTareHHOCT He MOKa3BaT JeKapcTBeHO-00yc0BeHH e)eKTH HUTO Ha FEHHO, HUTO Ha
XPOMO30MHO HHBO.

* u3umcieHa 3a nauueHTH ¢ terjo 50 kg

6. OPAPMAIHEBTHUYHHA IAHHHA
6.1 CrnuchbkK HA NOMOILIHHUTE BellleCcTBA

5 mg TabjeTKH

MUKpOKpUCTaTIHA LIeyJ103a,
kaaumeB xuaporevdocdar 6e3Bo/1eH,
HATpUEB HULLECTEH IIMKOJAT TUN A,
MarHe3ueB cTeapar.

10 mg TabneTku
MuKpOKpHUCTaIHa LieTyJ 1034,

kasnuueB xuaporeHgocdar 6e3BoaeH,
HATPHEB HUILECTEH MNIMKOJAT THIT A,
MarHe3ueB cTeapar.

6.2 HecbBMECTHMOCTH

Henpuioxumo.
6.3 Cpok Ha roaHocr

5 mg TabaeTKu

4 ronuHHU
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10 mg TabaeTku

4 roauHU
6.4 CneuHa/ilHH YCJIOBHS HA CbXpPaHEHHeE

5 mg TalJIeTKH

Jla ce cbxpansaBa noa 25°C

10 mg TabneTkH

Jla ce cpxpansBa noj 25°C
6.5 JlanHu 32 onakoBKAaTAa

5 mg TabJeTKH

baucrepu ot PVC-PVDC/anymunueso gonuo, cvaspkaiumd 4, 10, 14, 20, 28, 30, 50, 60, 98, 100, 300,
500 TabneTku

baucrepu ot PVC-PVDC/anymuuueBo hosiMo B KaJleHAapHH OMAaKOBKH, ChAbpKallum 28 U 98 tabnerku
Eanonozosu 6nucrepu ot PVC-PVDC/anymunueBo ¢onmo, coabpkaium S0x1 u S00x1 Ttabnerku

10 mg TabneTku
baucrepu or PVC-PVDC/anymunueBo ¢gonuo, ceabpkauu 4, 10, 14, 20, 28, 30, 50, 60, 90, 98, 100,

300, 500 TabneTku
baucrepu ot PVC-PVDC/anymunueBo oivo B KajleHAapHH ONAaKOBKH, ChAbpKally 28 1 98 Tabierku
Ennonoszosu 6aucrepu ot PVC-PVDC/anymunueso ¢onuo, cbabpakaium 50x1 u 500x1 Tabnerku

He BcHUKM BHAOBE OMAKOBKK MOrar jia ObJaT rnycHaTH Ha rnasapa.
6.6 CpnennajHH npeAnasHH MepPKH NPH H3XBbPJIsIHE

Heuns3non3saHUAT NPOAYKT MK OTNAAbYHUTE MaTEPHANU OT HEro TpsOBa /1a ce U3XBBPJIAT B
CbOTBETCTBHE C MECTHUTE U3UCKBAHUS.

T [MPUTEXATEJ HA PABPEIIEHHUETO 3A YIIOTPEBA

Buatpuc EOO/]

oduc crpaaa ..Cepauka opucu*
Oyn. CurHskoBo Ne 48, eT. 7
1505 Codus

bbirapus

8. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

20000435
20000436

9. JATA HA ITbPBO PA3PEIIABAHE/IIO/ITHOBSIBAHE HA PA3PE
YIIOTPEBA

JlaTa Ha nbpBO pa3pewaBane: 05 sHyapu 1993 r.
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IaTa Ha nocneaHo nogHoBsABaHe: 15 mapt 2013 .

10. JATA HA AKTYA/IM3UPAHE HA TEKCTA

14



