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KPATKA XAPAKTEPHCTHKA HA TIPOXYKTA Lp2 L0 095 / /8

1. HME HA JEKAPCTBEHUS NPOAYKT

AmnorepoH 5 mg TabneTke
Amloteron 5 mg tablets

Amrnorepon 10 mg tabreTku
Amloteron 10 mg tablets
2. KAYECTBEH H KOIHYECTBER ChCTAB

Amnomepon 5 mg mabnemxu
Bcegka tabnerka ceappxa 5 mg amnomgunud {amlodipine), karo Geswnar (besilate).

Amanomepon 10 mg mabremxu
Besxka rabnerka cuappxka 10 mg amnoaunus (emlodipine), karo Gesunar (besilate).

3a ITEIHNA CTIHCEK Ha HOMOIHUTE BEINECTBA BIDKTE TOuKa 6.1,

3. JEKAPCTBEHA ®OPMA

Tabnetxa

Amnomepon 5 mg mabremxu

Benu, kpbrim Tabnerku ¢ quamMersp 8 mm. Equara ctpaua e nexo prursGHATa ¢ feHTeNHa YepTa U
penedno osHaueHre “A5”. Jpyrara cTpaHa € JeKO W3ITbKHaNa W rnajka.

Amnomepon 10 mg mabnemuu

benu, Kpernu TabnerTku ¢ anaMersp 11 mm. Exnata cTpana e nexo BanbGHaTa © eNHTENHA YepTa U

BANBEOHATO penedro o3Havenue “A10”. ipyrata cTpaHa e IOKO H3MBKHAIA W THaIKa.

Tabnerrara Moxe na 6b1€ pasaeneHa Ha ABe PaBHH AO3H.

4. KINHWAYHM JAHHH

4.1 TepanesTHuHA HOKAIARHA
XuneproHuaHa Gonecr

XpoHH4Ha cTabHITHA AHTHHA TIEKTOPHC
Bazocnactiyna (na Prinzmetal) auruna

4.2 [lo3MpoBKa H HAYHH HA NPHICKCHEE

EOSHQOB](&

Bwapacmuu
Havannara no3a 3a neyeHHe HA XMNEPTOHHA N CTEHOKAPIMA € 5 Mg aMIIOAKITHH BEXHBIX SHIES
KOSTO MO3Ke Ja Obie OBHIIEHA 0 MAaKCHMAaIHA 1032 0T 10 mg NHEBHO B 3aBHCHMOCT ] =

MHIMBHIYANHHA OTrOBOP Ha NManueHTa. [IpH nauMeHTH ¢ XMNePTOHHA aAMIOTHUITHH C¢ H AP
KOMOMHALHS ¢ THA3MHH AHYDETHIIM, anda Gnokep, Geta Gnokep WM UHXHGHTOp Ha ay
KOHBEPTHPALUIHA €H3HM. 34 aHTHHA AMIOAUTIHH MOXE A3 C€ H3MOI3Ba KATO MOHOTEPAIN
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KOMOHHAIMA C APYTH AHTHAHTHHO3HA JIEKAPCTBEHH NPOAYKTH IPH NALHEHTH ChC CTEHOXApANS,
pedpaxTepHa Ha iedeHHe ¢ HUTPaTH WK 8/IeKBATHH 103U Geta-Gnoxkepy.

Tipn eanOBpeMEHHOTO NPHIIOKEHNE C THAZHIHK AMypeTHIH, OeTa-Onokepy win ACE-HEXBGHTOPH He
CE HANAra afanTHpaHe Ha JO34Ta.

Cneyuannu nonynayuu

Hayuenmu 6 cmapuecka av3pacm

H3non3BaH B CXOAHHU AO3H ITPH NMALHEHTH B CTAPYECKA BL3PACcT WK NO-MJIANM NAUMEHTH, aMIOHIHHA
€ HMaJI CXO/IeH NPOHI Ha MOHOCHMOCT. 3a MALMEHTH B CTAPYECKa Bh3PAcT ce Mpenophusa
HOPMAJIHATa 034, BCe Mak NpH NOBHIIABAHE HA A03aTa € HeoOXoaHMo BHEMaHue (Bxk. ToukH 4.4 U
5.2).

Iayuenmu c yeprodpobno yepexcoane

[Ipy naumeHTH ¢ Jexo 0 YMEPEHO TeKKO UEPHOAPOGHO YBpekKAaHe, HE ¢4 ONPEIEACHH NPETIOPHKH 3a
aoaupane. [lopann Tora onpeaendHeTo Ha Ao3aTa TpAOBa Na CTaBa MpeANasTHBo H TpaGBa aa ce
3armoYBa ¢ J03a B AOJHUS Kpai Ha 1030BHA HHTepBal (Bik. ToukH 4.4 1 5.2). ITpu Texko wepHOApoGHO
YBpexjaHe, (papMakOKHHETHKATA Ha aMJIOJIMIIHH He ¢ Mpoy4BaHa. JleueHHeTo ¢ aMmiIoHNuH TpsbBa
A2 3anousa ¢ Hal-HHCKATa 4032 H A4 Ce THTPHpa NOCTeIIEHHO NPH NALMEHTH C TEXKO YePHOAPOoGHO
YBpexiaHe.

Hayuenmu c 6v6peuno yepescoane
IIpomMeHHTE B IIAIMEHHTE KOHLUCHTPALHH Ha aMITOJUITHH He KOPETHPAT ¢be cTeneHTa Ha GubpeyHo
YBpEXaHe, HOpajH KOETO C€ MpenophiBa HOPMATHA NOZHPORKA. AMIOJMIIHE He Ce AHAIH3HpAa.

Ileduampuvna nonynayus

Heya u wrowuy ¢ xunepmonus na evspacm om 6 0o 17 200unu

[IpenoprunTeHaTa AHTHXHIEPTEH3HEHA NEPOPATTHA 034 MPH NEAHATPUYHA NALHEHTH MEXAY

6-17 ropuuH e 2,5 mg BeHBK AHEBHO KATO HAYANIHA 1034, C TIOCTENEHHO TUTPHPaHe 0 5 mg BeTHbkK
IHEBHO, [IPH YCIIOBHE Ye TMPHLICTHOTO apTEPHAIHO HAJIAraHe HE Ce NIOCTHIHE B PAMKHTE HA YeTUPH
ceaMHLH. JI03H [O-BHCOKH OT 5 Mg AHEBHO He ca NPOY4YEHH NPH NeIHaTPHYHH NAHEHTH (BXK.

Touku 5.1 1 5.2).

Heya noo 6-200uwna evapacm
Hama Hansvay JaHBH.

HauuH Ha NpHaoKeHHe
Tabnerxa 3a nepopanHO NPHIOKEHHE.

4.3 IIpotusomoxka3anus

AMIIOIHITHH e IPOTHBONOKA3aH [PH NAUKMEHTH C:

- CBPBXYYBCTBHTENIHOCT KbM aKTHRHOTO BELUECTRO, APYTH AHXHAPOIHPUIHHOBH MPOH3BOAHU
KK KBM HAKOE OT NOMOIIHUTE BellecTBa, H3GpoeHu B Touxa 6.1

- TeXKKa XHTIOTOHHA

- WOK (BKIMIOYUTENHO KAPIHOT€HEH LIOK)

- OOCTPYKIMA HA M3XOMHHA TPAKT Ha JIABaTa Kamepa (Harp. BHCOKOCTENEeHHA a0pTHA CTEHO3a)

- XeMOJHHAMHYHO HeCTAOWIHA CHpACYHA HELOCTATEYHOCT CNIER OCThP HH(ApKT Ha MHOKapJa

4.4 CoenuaiHn npeaynpexAeHHs ¥ NPeANa3HH MePKH NpH ynorpeda

Be3onacHOCTTa H e(hHMKACHOCTTA Ha AMIOIVIMH [PY XHIEPTOHAYHA KPH3a He ¢a G
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IIanHenTH che ChPIEYHA HENOCTATEMHOCT

[NaipienTH CBC CHPAEYHA HEJOCTATHUHOCT TPAGBa Na GbAaT NeKysanu npeanaznueo. B exHo
ITBLATOCPOHHO, IIANEH0 KOHTPOIHPAHO NPOYHBAHE HPH NALMEHTH C TEXKA ChPAeUHa HEAOCTATHYHOCT
(NYHA xnac I u IV), noxnansanara yectora Ha GenoapoGeH 0Tok € 61ia Mo-BHCOKA B CPYTIATA HA
NeyeHHe ¢ aMIIOAMIIHH, B CPaBHEHHE C IPYIIaTa Ha JieueHHe ¢ mnanebo, Ho ToBa Be ¢ OII0 BCIEACTBHE
Ha BJIOINaBaHe HA ChPAEYHATA HEJOCTATEUHOCT (BXK. To4Ka 3.1). KanuseBuTe aRTaronucTs,
BKJTIOMHTEITHO aMJIOHITHH TPAGRA J1a ce MpHIIaraT npeanasinec NpH NalMENTH ¢ KOHTeCTHRHA
CBpPASTHA HEAOCTATHSHOCT, Thif KATO MOXM<e /1a [TOBHIIAT PHCKA OT GBACIGH CHPRETHO-CHAOBH
HHUMJESHTH H CMBPTHOCT.

NanpenTH ¢ YepHOAPOOHO YBpEKAaHE

TTpu naumenTH ¢ yBpeneHa yepRoapoOHa (yHKIHA, MOTYKHBOTET HA aMJTOZMIMH € YAbbkeH, a AUC
€ MOBUINCHA: HAMA YCTAHOBEHH NPEMOpHKH 3a Ao3hpaHe. 3aToBa amnoaunuH TpaGea a ce 3amousa B
HHCKHA Kpall Ha NO30BHA MHTEPRAT M JJA CE H3MOR3BA MPEANAa3TMBO, KAKTO B HAYATOTO Ha JIEUeHHETO,
TaKa M NPH NOBHILABAHE Ha fo3aTa. [Ipu malueHTH ¢ Texkko YepHOAPOGHO YBpEKAAHE MOXKe I3 €
HeoOXoauMOo GaBHO THTPHPAHE HA A03aTa H BHUMATEIHO MOHHTOPHpAHE.

[TanwenTy B CTapUecKa Bh3PacT
ITpu xopa B crapyecka BB3pacT, NOBHINABAHETO HA JO3aTa TPAOBA A4 C¢ H3BLPIIBA MPEANasHBO (BXK.
Touku 4.2 1 5.2).

ITarpenTu ¢ 6u0peuHo yepexaane
ITpu Te3y naupeHTH AMITOTHIME MOXKE 13 CC M3MO0N3Ba B o0u4aiiHuTe 1031, [[pOMEHHTE B IUIA3MEHHTE

KOHLIEHTPAaLHK Ha AMJIOJIMITMH He ¢a CBBP3aHK CBC CTENEHTa Ha GROpeuna HeNOCTATBYHOCT.
AMIIONUTIHH HE C& AHAITH3HpA.

Harpuit
Tosa nekapcTeo chABpPKa Mo-Manko oT 1 mmol Hatpuii (23 mg) Ha TabneTka, T.¢. MOXKe [ ce KaKe,
Y€ MpakTHICCKH HE ChABPKA HATpH.

4.5 BsammopeiicTBEE ¢ JPYTH JeKapcTBeHH NPOAYKTH H APYTH $OPME HA B3aEMoaeicTBHE
eKTH Ha H_TeKAPCTBEHH 1T BLPXY aMJIOJUIINH

Huxubumopu na CYP3A44

EnnorpeMerna ynotpeba Ha aMIOMIHH ¢ MOLIHH HIIH YMEPEHO CHIHH HHxubutopn Ha CYP3A4
(npoTeasHn HEXHOHTOPH, A30JI0BH aHTH(YHTATHH BELIECTBA, MAKPOIHAM KATO €PHTPOMHUITHH HITH
KITAPUTPOMMITHH, BEpaNlaMHII HAH JHITHA3EM) MOKe Aa AOBEE A0 BHAYMMO MOBUINABAHE HA
€KCTIO3HIHATA Ha AMJIOJMIIHH, KOETO BOJH JO MOBHINEH PUCK OT XHNOTOHUA. KJTHHWYHMTE M3ABH HA
Te3u Bapualli Ha PK Moxe Aa ca Mo-AcHO H3pa3eHH NPH MAOHEHTH B CTapyYecka BL3pacT. 3aTosa ce
HaJara KIMHHMHO MOHHTOpPHpaHe H aJalTHpaHe Ha Jo3ara.

Knapurpomuims e naxuburop Ha CYP3A4. ChiuecTByBa MOBHIIEH PHCK OT XHIIOTOHHA 1P
HALKEHTH, KOUTO NOTy4apaT KIapMTPOMHIMH M amnoauiuH. [Ipenoppusa ce sagsnboueno
HabmozneHHe Ha NaUHEHTHTE NPH eIHOBPEMeHHA YIIOTpeba Ha aMAOIHIHH ¥ KNapHTPOMHLMH.

Huoyxmopu na CYP3A44
IMpu enHOBpeMEHHO NIPHNOKEHHE HA H3BECTHH HHAYKTOpH Ha CYP3A4 nnasMeHaTa KOHIEHTPALMS Ha
aMIIOAMNHE MOKe 1a papupa. Ilopagu ToBa kpeBHOTO HaNATaHe TpAOBa A4 Ce NpocneaBa H ia ce
0oOMMCITH ajanTHPAHe Ha §03aTa KaKTO TI0 BpeMe, Taka | clie] €IHOBPEMEHEH MPHEM, 0co6eHO CBhe
cHiHl CYP3 A4 vHIyKTOPH (Hanp. pupaMIIHIHH, XBIT KAHTAPHOH).

[TpunoxenueTo Ha AMJIOAKITHH ¢ TPEHNPYT WIH COK OT rpelindpyT ue ce npenopbrysa
HAKOH ITAUMEHTH MOsKe Ja JIOBEAE A0 NOBHINABAHE Ha GHOHATHYHOCTTA H YCH/IEH XHIT
edexr.
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Aanmponen (unghy3us)

ITpu XXHBOTHM clien APHUIICIKERNETO Ha BEPAIAMHII M MHTPaBEHO3eH JaHTpoNeH, ¢a Guan
HabmoapaHK KAMEPHO MBKIEHE H CHPAEYHO-CHIOB KOJIANC B KOMOHHAUHS ¢ XHIIEPKATHEMHSL.
Topanu prcka oT xunepkaTHEeMHA C€ NPENOPHYBA SAHOBPEMEHHOTO NPHIOKEHHE Ha GI0KepH Ha
KaJILHEBUTE KAHATH KaTO aMIOAHITHH 1a c¢ H30ATBA MPH MaUHeH ™ MOAATIHBH Ha MATHTHEHA
XHNEPTepMHA H NPH feueHHe Ha MaJIMrHeHa XHIIePTepMHS.

MGKTH Ha aMITONHITHH BBPXY APYTH NEKAPCTBCHH NPOAYKTH

AMITOHITHH MOXKE Jd MOTEHLMPA AHTHXHICPTEHINBHAA S(IeKT Ha APYTH JISKAPCTBEHH MPOXYKTH,
KOHTO MIOHIDKABAT apTEPHATIHOTO HAMTaHe,

Taxporumyc

ChllecTBYBa PHCK OT NIOBHIIEHH HABA HAa TAKPONHMYC B KPBBTA ITPH €AHOBPEMEHHA ynioTpeba ¢
AMIIO/IHITHH, HO (HapMaKOKHHETHIHHAT MEXAHH3BM HA TOBR B3aUMOEHCTBHE HE € HAITBIHO H3ACHEH.
3a 1a ce H3GErHe TOKCHYHOCTTA Ha TAKPONHMYC, IPHIOKEHHETO HA AMIOIUITHH TPH TIALMEHTH,
NeKyBaHU ¢ TAKPOJIMMYC H3MCKBA MPOCCAABaHE Ha HHBATa Ha TAKPOIHMYC B KPBBTA M KOPHTHpAaHe Ha
J103aTa, KOTaTo € HeoOXoaHMO.

Huxubumopu na mapzema 3a panavuyur (imTOR)

Hmxuburopure Ha mTOR kato cHpomIMyc, TEMCRPOTHMYcC U eBeponuMyc ca cyBerpatu Ha CYP3A.
Amnonunud e ciab CYP3A uaxuGurop. IIpu cemerersatno npunoxenne va mTOR paxubuTopy,
aMJIOAMIMH MOXE Ja yBeTu4H ekcnosuunaTa Ha mTOR uaxuGnropure.

Huxnocnopun

He ca nposexnany Npoy4BaHKs 33 B3aUMONEHCTBUA ¢ LIMKIOCTIOPHH H AMJIOAMNMH NIPH 31PaBu
A05POBOALIA MITH APYTH TIOMYNALMH, ¢ H3KIOUCHHE Ha Mal{eHTH ¢ 6u0peyna TpaHCILIaHTALM,
KBJIETO ca HaGmoJaBaH) MPOMEHIHBY MOBHILIEHHA Ha HAli-HUCKHTE KOHLOHTPALWH HA IMKIOCTIOPHH.
Tpabtea xa ce 0o6MUCIH NPoCIeATBaHe HA HUBATA Ha IMKJIOCTIOPHH NPH nauueHTH ¢ 6u6pedna
TPaHCIUIAHTALHA, JICKYBAHH C aMTOIUITHH H JO34Ta Ha WHKTOCTIOPHH Tpa6Ba Aa ce HAMAJTH, KOraTo &
HeoOXOoaHMO.

Cumsacmamun

EnHOBpEMEHHOTO NPHIOKSHHE HA MHOTOKPATHH AO3H aMiIofunuH oT 10 mg U cumBacTaTuH ot 80 mg
BOJH 0 77% NOBHIiICHHE HA eKCTIOIULIHATA Ha CHMBACTATHH B CPABHEHHE CBC CAMOCTOATENHO
NIPHIOKEHHE Ha cuMBacTaThs. [IpH nanuenTH, npreMaliy aMJIOAHIMH, J03aTa HA CHMBACTATHH
TpabBa Aa ce orpanuyH 1o 20 mg AHEBHO.

B xAuMHHYHMA NPOYHYBAHHEA 34 B3aHMOJCHCTBIA, AMIOIMITHH HE € NOBTHAN (apPMAKOKHHETHUHHUTE
cBOiCTBA Ha ATOPBACTATHH, JHIOKCHH HIH Bap(apHH.

4.6 @epTHIHTET, GPEMEHHOCT H KbpMeHe

BpeMenHoOCT

besomacHocTTa Ha AMJTOHITHH 110 BpEME Ha OPEMEHHOCT TIpH XOpa He @ YCTAHOBeHa.

B npoy4BaHHATa ITPH >KHBOTHH, TIPH BHCOKH 1034 ¢ Ouna Habnonaga penpoayKTHBHA TOKCHYHOCT
(mk. TOuka 5.3).

VYnorpebara no BpeMe Ha 6peMEHHOCT ce NpenopryBa, CAMO aKo HAMA IpyTa no-H6esonacHa
anTepHaTHBa M KoraTo 3a00/IABaHeTo NPEACTARIARA NO-BUCOK PUCK 3a MailKaTa M TUTOZA.

Knpmene
AMIIOQMIEH Ce eKCKPETHPA B KbpPMaTa MpH Xopa. YacTTa oT n03ata Ha malikaTa, nomys
KBbPMayeTo, € H3YHC/IEHA ¢ HHTEPKBAPTHICH JHanasoH 3 — 7%, ¢ MaxcuMyM 15%. Effiaxs
AMJIOJTHITHH BEPXY KLPMaueTaTa € HeH3BeCTeH. PenleHHeTo 3a NMpoaw/DkaBase/c i
HJIH NPOIKDKaBAHE/CITHPAHE HA TEPAITHATA ¢ aMIOTHITHH TPSOBa Aa ce B3eMe

NpencHKa Ha noa3aTta 0T KBPMEHETO 34 JETETO H 110513aTa OT TCparvaTa 3a MaiiK
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Oeprinrer

11ps HAKOH MALMEHTH JEKYBAHH C KAJIIHEBH AHTATOHMCTH ¢ OHIO JOKNAABAHO 38 06paTHMM
OMOXHMMHYHM NPOMEHH B I71aBATa HA CTIEPMATO30MAKTE. KNMHHYHHTE [aHHH ca HEJOCTATEYHH

OTHOCHO NOTEHIKANHAA edekT Ha aMIoIMNKH BEPXY deprrnureTa. B easo npoyysane npu mIsXoBe

ca OnIH ycTaHOBEHH HexKeNaHH ediekTH BBPXY MBxkkHa bepTrnmTeT (BK. TouKa 5.3).

4.7 EdexTn BLpXy cnocofHOocTTa 33 modHpane H pafora ¢ MAmuRER

AMIIOIHIHH HMa CNabo WM YMEPEHO RIuAHHE BRPXY cniocoOHOCTTa 32 modupaHe u pabota ¢
MAIIMHH. AKO NaIMeHTHTE, IPHeMalll AaMJIOAHIHH NOMY4aBaT CBETOBbPTEXK, r1aBofomue,
OTHANHAJIOCT WIIH Fa/IeHE, TAXHATA CIIocobHOCT 3a paboTa C MAIIHHM MOXE i € HapyIIeHa.
ITpenoptusa ¢e npeAnasIHBOCT, 0COOEHO B HAYANOTO HA JIEUECHHETO.

4.8 HexenaHn JeKAPCTBEHH peaKUAR

OGobmenne Ha mpoduna Ha Ge3OMACHOCT

Haii-gecTo A0KIaABAHHTE HEXENAHH PEAKIHM 110 BPEME Ha JIEYEHHETO ¢ aMIIOIMIHH Ca
COMHOJICHTHOCT, 3aMasHoCT, IaBoGomue, HANNHTALMH, 3a4ePBABAHE, KOPeMHH GomkH, rajeHe,
foAyBaHe Ha TIIe3¢HUTE, OTOK M OTHANHATIOCT.

Cnucek Ha HexenaHuTe JEKAPCTRCHH DeaKIH B TabaudeH BH]I

o BpeMe Ha TepanHATa ¢ aMJIOAHIIHH ca 6Ny HabmIoAaBany cliefHHTE HEXeaHH JICKAPCTBEHH
peaxume, ChC CHOTBETHATA YecToTa: MHOrO ectn (>1/10), wectn (>1/100 no <1/10); HeuecTn
(=1/1 000 ao <1/100); peaxsu (=>1/10 000 mo <1/1 000); Muoro peaxu (<1/10 000); ¢ Hem3pecTHa
4ecTOTa (OT HANHYHUTE JAaHHH He MOXe a O'b/le HAMpaBeHa OLIGHKA).

B1E BeAka rpyna rno 4eCToTa, HEXKENAHUTE PEAKIINYH ca NpeJCTaBeHH B 3aBHCHMOCT OT TAXHATA CTENCH

Ha TCIKECT B HHIXOAAI PpCl.

JadupuATA

CHeTeMO-OPraBHR KIACOBE YecToTa Hexenann peaknnn
Hapymenns Ha KpLBTA H MHOro peakn JleBkOMIEHHA
JHEM(HATA CHCTEMA TpomBouuronenus
Hapymeuns na BEMyHHATS Muoro peaku AJleprauty peakivu
CHCTEMA
Hapymenns ua MeraGonnsma n MHoro peaxu XnneprifKkeMus
XpaHeHETO
Icpxaunn RapymicHAR Hevectn Jenpecus, NpoMeHH B
HAaCTPOCHHETO
(BKIIOMHTETHO
TPEBOKHOCT), Beschne
Penxu O6BpPKAHOCT
Hapymenna Ha RepBHATA YecTH CBHIMBOCT, 3aMasiHOCT,
CHETEMA rnasoSonue (ocobeHo B
HagaloTo Ha JISYEHNETO)
Heuectu Tpemop, nucresns, CHHKOM,
XUnecTe3us, napecresus
Msuoro peku Xunepronus, neprgepHa
HeBpOMaTHS
C Heu3BeCTHA 4eCTOTa ExcrpanupamusanaHu
HapylleHus
Hapymenna aa oyure Yectn 3puTesHH HapyLeHuA
Hapymenna na yxoro n Heuvectn
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CepaevHn HApPYIeHAN

Yectn

Tannurawgn

Heuectn

ApuTMHA (BRIHOYHTENHO
Opamuxapaus, KaMepHa
TAXMKAPAHA M IIPEACHPAHO
MBKIEHE)

MHoro peaxu

Hudapkr Ha Muokapaa

C120BR RapylleHun

Yeern

3auepearane

Heuectn

XHIIOTOHHA

MHoro penku

Backynwur

Pecunparopas, rpuaun g
MEAHACTEHEAJINA HAPYIICHAS

Yectn

Hucnnes

Heuectn

Kapymua, pusar

CroMamno-upesHE Hapymenus

Yectn

Kopemna Gonka, rageue,
THCIencHs, IpOMeHH B
YPEBHATA NEPHCTATTHKA
(BXMIOUMTENHO AHAPHE H
KOHCTHIIALHA)

Heuectnn

ITospemane, cyxora B
ycTaTa

MHoro peakn

ITaHKpeaTHT, TACTPHT,
THHETMBANIHA XHNEPILIa3KA

XenaTofu1napRe Hapymenns

MHoro peska

XenaTwT, KbITeHHLIA,
MOBHIICHHE HA
JepHOAPOOHHTE eH3UMI*

Hapymennsa Ha koxkara B
DOAKOMKHHTE ThKAHH

Heuectn

Anoneuys, nmypmypa,
MIPOMSAHA B OLBETABAHETO Ha
KOXaTa, XHIIEPXHAPO3a,
NPYpUTYC, 00PUB, EKIGHTEM,
YPTHKApUA

MHoro penku

AnrvoeneM, epuTeMa
myntudopme,
exctonHaTHBEH IEPMATHT,
CHHIAPOM Ha Stevens-
Johnson, otok Ha Quincke,
DOTOYYBCTBHTEIHOCT

C HeH3BECTHA YECTOTA

Tokcudna envnepmanya
HEKPOIH3A

Hapymenns Ha MycKyaHo-
CKEeJeTHATA CHCTEMA M
CHEAHRATETHATA THKAH

Yectn

TMepumaneonapus oTonm,
MYCKYJTHH KpaMITH

Heuectt

Aptpanrus, Muanrus, 60JKka
B repba

Hapymenus Ha 6n6pennTe 0
NHKOYHATE NBTHIEA

Heuectn

MEKUMOHHAN HapyIOeHHA,
HHKTYpHS, NONIaKHypUs

Hapymenas na
Bb3IPOH3IBOTATE/IHATA CHCTEMA H
I'bpAATA

Heuwectu

HMnoreurnoer,
THHEKOMACTHS

O6mu vapymenns u edexTH HA

MHoro 4ecTH

Orok

MHCTOTO H2 HPRIOKEHAE Yectn OrnansaiocT, acTelHs
Heyect Bonka B repaute, 6onka,
H3ITOLIEHHWE
Haciaenpanns Heyectn IMopvinasane KK

TMOHIDKABAHE HA TE,
TErNO

* npeguMHO ObIKALIM C€ HA XONeCcTasa
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CroblapaHe Ha MIOJQ3HPAHN HEXXENAHH PEaKIIHA

CrobmaBaHeTo Ha ONO3HPAHH HEMXKENAHH PeakuMH ciiell paspeiuasaHe 3a ynorpeba Ha JIeKapCTBEHHUsA
APOAYKT € BakHO. TOBa N03BONABA Ja NPOABLIDKH HaGMOAEHHETO HA CHOTHOIEHHETO MOT3a/PHCK 32
JIEKapCTBEHHUS NMPOAYKT. OT MEANIIMHCKHTE CTISLHATTHCTH ¢ M3WCKBA Ia ¢HO0IABAT BCAKA
NONRO3MPaHa HEsKENaHa peakiMa 4pe3 M3meIHUTeNHa areHuMA 1o IeKapeTBaTa, yi. ,,J{amsau [pyes”
Ne 8, 1303 Codus, Ten. +359 2 8903417, yebeaiir: www.bda.bg,

4.9 Ilpenosupane
[Tpu xopa onUTET ¢ IPEAYMHIILICHO TIPEI03HPAHE € OTPAHIYEH,

CumnromMn

Hamurauite JaHHH DOJACKA3BAT, He TEXKOTO NPEROIMPaHE MOXKE A2 JIOBEAE A0 NPEKOMEPHA
nepHdepHa BasoAKNATALHA H BEPOATHO pedniekTopHa Taxukapaud. IlomyveHs ca ceolmeknsn 3a
NOX4EpTaHa H BEPOATHO NMPOXB/DKATENHA CHCTEMHa XHIIOTOHMS, JOCTHIALlla B BK/IIOYBAINA LIOK C
darasneH H3Xox.

Jleuenne

KnuHMYHO 3HAYMMAaTa XHTIOTOHHS, NHDKAINA Ce Ha TPeao3upaHe ¢ aMIOAHIIME M3HCKBa AKTHBHO
noAxLpKaHe Ha CHPACYHO-CBAORATA CHCTEMA, BKIFOUBALILO YECTO MOHHTOPHMPAHE Ha ChpAeuHaTa H
JiMxare/HaTa ¢GyHKIHA, OBAMraHe Ha KpalHKIMTE ¥ HENOCPEACTBEH KOHTPOJ HA LIAPKYTHPAIIHS
ofeM KpEB 1 AUYPE3aTa.

TIpunaranero Ha Ba30KOHCTPHKTOP 61 Morio Oa Ohze edeKTHRHO MPH BH3CTAHOBABAHE HA CLIOBHA
TOHYC M APTEPHANHOTO HANATAHE [IPH YCIIOBKE, Y€ YIOTpedaTa My HE € IPOTHBONIOKA34HA.
HETpaBeHO3HOTO MPHICHKEHHE HA KAMLMEB MIIOKOHAT MOXe A € ITONe3HO 34 NpeMaxBane Ha
edexTiTe OT ONIOKANATA HA KANIMEBUTE KAHAIIH.

B saxou cryuan Moxe OH Ie € none3sed cToMmalneH nabax. [1pu 3apasu A0GPOBONILM € YCTAHOBEHO,
Ye MPUJIATAHETO HA AKTHBEH BHITIEH JI0 JBa Yaca Cliell MpuemMaHeTo Ha 10 mg amnonunus, HaMassea
CKOpocTTa Ha abcopbumara My.

Tt kaTo AMIONKITHH ce CEBP3BA B rofsiMa CTENCH ¢ [1a3MEeHNTE IPOTEHHH, THANN3ATA BEPOSTHO LIE
HMMa MATBK €(eKT.

5. ®APMAKOJIOI'HYHH CBOUCTBA

51 @®apmMakoIHHAMBYHE CBOMCTRA

(dapmMaKoTepaneBTHYHA Ipyna: brokepn Ha kanLMeBHTe KaHAH, CENEKTHEHH KA/IIHEBH AHTATOHHCTH
¢ IpeIMMHO CHIOBH e(eKTH,

ATC xon: CO8CAO1

QapmMakoAHHAMMYHEY eQeKTH 1 MEXAHH3BM Ha NelicTRHe

AMNOJMNHH € HHXHOHTOP HAa HABJIH3AHETO Ha KAJAUHEB M IOHH OT NUXHAPOMHPHAMHOBATA [PYTIa
(6n0xep Ha GaBHMTE KANLMEBH KAHAMH MITH KATIIMEB HOHEH aHTAMOHKCT) H HHXAOMpa
TpaHCMeMOPaHHOTO MPEMHHABAHE HA KAJILMEBHTE HOHH B KIETKHMTE HAa ChpAEYHATA M CHLAOBATA

riajKa MycKynarypa.

MexaHM3MBT Ha aHTHXHIIEPTERIUBHOTO ACHCTBHE Ha aMJIOJIMITHH C€ JbJDKM HA JHPEKTH
penakcupatl edekT BbPXY ChA0BATA [NaKa MyCKynarypa.

TouHHMAT MEXAHUIBM, TIO KOHTO aMIOAHITHH O6/IeK4YaBa CUMITTOMHTE HA CTEHOKApA
pectoris) Bce OlIE He © HAITRJIHO OTIPe/IeNICH, HO aMIOAHTIHH HAMAIABA TOTAIHUS HC
4ypes ClIeQHUTe OBS JeCTBHA:
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1. Amnomunus AunaTHpa nepugepHHTE apTEPHONM H MO TO3M HAYHH penyLiupa ofmoTo nepudepHo
CBAORO CHIPOTHBICHHE (CNel HATOBAPBAHETO) Cpelty KoeTo paGori crpueTo. Thif Karo
Chp/eYHaTa 9eCTOTa OCTaBa cTabHIHA TOBa pa3ToBapRa CHPACTHOTO 0OpeMeHsBaHe, HaMaIIBa
KOHCYMALMATA Ha CHEPTHA OT MHOKapZa i Ha KMCIIOPOIHHUTE HYKIH.

2. MexaHH3MBT Ha fieHiCTBHE Ha aMJIOAMNHH OCBEH TOBA BEPOATHO BKIIIOYBA JWATALMA HA TNIaBHHTE
KOPOHAPHY apPTEPHH H KOPOHAPHHTE apTEPHO/IH KAKTO B HOPMAJIHHTE, TAKa H B HCXEMHHHTE
y4acTsld. Tas qunaTauya NOBUMINARA JOCTABKATA HA KHCITOPOA 0 MHOKApAA NPK NALHEHTH ChC
CIIA3MH Ha KOPOHRPHHTE apTepHH (CTpaZamiy OT aHTHHa Ha Prinzmetal Wiin BAPHAHTHA AHTHHA).

Kinnuuna edukacHocT B Ge30MacHOCT

Ilpy nanmeHTH ¢ XHNEPTOHHS, EXHOKPATHOTO AHEBHO NPUITATaHe BOIM A0 KIIHHHYHO 3HAYHMO
NOHIKEHHKE Ha apTEPHATHOTO HANATAHE KAKTO B JIEFHANO, TAKa H B H3MPABEHO MO0KSHYE B
npoabIDKeHHe Ha 24-vyacos HHTepBan. Bnarogapenue Ha 6aBHOTO HAYANO HA AEHCTBHE, BHEZAMHOTO
Pa3BUTHE Ha XHMIIOTOHHS HE € XAPAKTEPHA 38 MPHIOKEHHETO HAa AMJIOAHITHH.

IMpx mManMeHTH ChC CTEHOKApAKA, €HOKPATHOTO JHeBHO IPHJIAraHe Ha aMNOJHIHH MOBKINABA OGLIHA
du3HUecKu KanalHTeT, yARDKaBa BPEMETO 10 MOABA HA CTEHOKAPAKATA H BPEMETO JI0 CHIDKABAHE Ha
ST-cermenTa ¢ 1 mm K HaMa/ngBa K4KTO YECTOTATA Ha SHTHHO3HHTE MPUCTBITH, Taka H yroTpebara Ha
TalONEeTKA IMUIEPHIOE TPHHATPAT.

AMIIOTHITHH He BOJH 10 HEXENaHH MeTab0IMTHH €(heKTH WIH NPOMEHH B TUTASMEHHTE JTHIHIH K €
NI0AXO0AAII 33 YIIOTpeba OT NallheHTH ¢ acTMa, AHaleT M moJarpa.

Yoorpeba npy nalmenTtH ¢ HexemudHa Gonect Ha ¢rpuero (MBC)

EdukacHocTTa Ha aMIOIHITHH 3a MPOGUNAKTHKA Ha KIMHHYHE CHOHTHS IIPH NALMEHTH ¢ HCXEMHYHA
Gonect Ha cupuero (MBC) e olieHeHa B e1HO HE38BHCHMO, MHOTOIIEHTPOBO, PAHIOMH3UPAHO, NBOHHO
CIIANO, IIaLebo KOHTPOIHPaHO nMpoydsake, Bmousamo 1997 nanpenrn; Comparison of Amiodipine
vs. Enalapril to Limit Occurrences of Thrombosis (CAMELOT). 663 ot Te3u nalmeHT! ca JeKyBaHH ¢
amytonuniH 3-10 mg, 673 nauueHTH ca NeKyBanM ¢ eHananpui 10-20 mg, a 655 naumerTH ca
nexyBaHu ¢ alebo B ZOTTEIHEHHE KbM CTAHJAaPTHATA Tepanus BKJIOYBalla CTATHHM, Geta-Gnokepn,
JAHYPETHIIH H aCITHPUH B MPOABIKEHHE Ha 2 roguHH. KniodoBaTe pezynTarty 3a eHKAaCHOCT ca
npeacraseHd B Tabmuiia 1. PesynraTite noka3ear, ye JIEYUSHHETO ¢ AMJIOAHITHH € CHITETCTBAHO OT
TIO-MANKO XOCTTHTAIM3ALHH N0 TI0BOJ aHTHHA H IpoLieypH 33 peBacKy/lapu3anss cpel TAlHEeHTHTE ¢
HBC.

Ta6anna 1 YecTora Ha 3HAYAMA KNAHHHYHA peyarats 3a CAMELOT

YeeroTa Ha chPACIHO-CHIOBH AMJIOIHIIRR CIIPAMO
ceOnTus No, (%) naaneto
Haxon Amnoaunud | Inane6o | Enananpun | ChotHomedune | P cToliHOCT
Ha pHcxa (95%
Ch

ITepeyuHa KpadiHa TOYKA

Hexenaau CC { 110 (16,6) 151 (23,1) [ 136 (20,2} | 0,69 (0,54-0,88) | 0,003
cBOMTHA
OtnenHu noKasaTent
KopoHapHa 78 {11,8) 103 (15,7) | 95 (14,1) 0,73 (0,54-0,98) | 0,03
peBacKynapu3a
LIHA
Xocneramuza | 51 (7,7) 84 (12,8) | 86 (12,8) 0,58 (0,41-0,82) | 0,002
[IHA [0 MTOBOJ
aHrpHa
Hedaranen 14 (2,1) 19 (2,9) 11 (1,6) 0,73 (0,37-1,46)
M
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Hxeynt wiH 6 (0,9) 12 (1,8) 8(1,2) 0,50 (0,19-1,32) | 0,15
TIPEXOJ{HO
HMK
Crpaeuno- 5(0,8) 2(0,3) 5,7 2,46 (0,48-12,7) | 0,27
CBIOBAa CMBPT
Xocruranwsa | 3 (0,5) 5({0,8) 4 (0,6) 0,59 (0,14-2,47) | 0,46
LA 1O TIOBOJA
3CH
Pecycrrratma | 0 4 (0,6) 1(0,1) NA 0,04
IO NOBOJ
CBpICHEH
apecr
Hoeomoseuno | 5(0,8) 2.(0,3) 8(1,2) 2,6(0,50-13,4) 10,24
ce nepudepHo
CBHAOBO
3abonaBaHe
AGpesuatypu: 3CH - 3acToiina cepaeuna HemoctarsyHoceT, CI — HHTepBan ua aoeputenHoct; UM -
nH(apkT Ha MuoKapaa; HMK — Hapyllerue Ha MO3BHHOTO KpBBOOGpalnente

Ynorpeba NMpH nalseHTH cbe ChPASYHA HEAOCTATEYHOCT

IlpoyuBaHHATA HAa XeMOTHHAMHKATa H KOHTPOIHPAHH KITHHHYHH NIPOYYBAHHA, OazupaHy Ha
GbH3MMecKHa KANALMTET HA NALHeHTH ¢bC ChpAcYHa HeaocraThuHocT kiac [I-IV mo NYHA ca
MOKA3ATH, Y aMIOJMITHH He BOAM O KIHHHYHO BJIOLIABAHE HIMEPEHO KAaTO (PH3HUECKH KAIlALIMTET,
(paxig Ha H3TIACKBaHE Ha fBa KaMepa H KITHHHYHA CHMITTOMATHKA.

ITnaneGo koHTpoMHpaHO KIHHHYHO npoyusaHe (PRAISE), npe/iHa3HaueHO 13 OLEHH MALMEHTH ChC
ChpACYHA HEROCTATRYHOCT, dryHKuHOHATEH Knac III-IV no NYHA, noiy4asaimM JUroxcus,
auypeTHIE H ACE HHXHOHTOPH € nokasano, 4e aMJIOAMWIMH He BOAH A0 MOBHLUECH PHCK OT CMBPTHOCT
WM koMGHHHpPaH pHcK oT 3a601eBaeMOCT M CMBPTHOCT TIPH MALMEHTHTE ChC CHPACYHA
HeAOCTATHHHOCT.

B enHO ABATOCcpouHo IWialefo KOHTPOIHpaHo KIHHHYHO NPOY4BAHE 33 MPOCASAIBaHE HA
pesymrarure (PRAISE-2) ¢ aMmnogHnuy fipH NALHEHTH Cb¢ CHPACYHA HEAOCTATEYHOCT Kiac 11T u IV
o NYHA 0e3 xTHHHYHHA CHMATOMH WM 00eKTHBHA HAXOKa, MPeNoNarania 3a no/iexalia
HcXeMH4Ha Gonect, Ha crabunin no3u ACE-HHXHOHTOPH, IHTHTANHC M JHYPETHLH, AMIOOHIHH €
npoABHA eexT BppXy 06IIaTa ChpAeTHO-CHA0BA CMBPTHOCT. B chuiaTa nonynaums, aMmnounsH e
6111 CRLp3aH ¢ NOBMILEHA YECTOTA Ha ChOOMEHUATA 32 6enoapober OToK.

Jleuenue 3a OTBpaTABate Ha chpaedny npucrend (ALLHAT

Enno paHAOMH3HpaHO, ABOHHO CNAMO, OLEHARAIIo 3a60/1eBagMOCTTa U CMBPTHOCTTA KITHHUYHO
npoy4sare HapeueHo ALLHAT (Antihypertensive and Lipid-Lowering Treatment to Prevent Heart
Attack Trial) e G110 MpoBeeHC ¢ LUeN Aa ce CPAaBHAT HOBH JIEKAPCTBEHH TEPAITHH; AMAOIUINH 2,5-
10 mg aueBHO (6M0Kep Ha KAJILMEBHTS KaHAIH) WM JH3HHonpun 10-40 mg nuesno (ACE-
HMHXMOHTOP) KATO MTbpPBa IWHKA JIEYE€HHE CIIPAMO THAZHIHUTE THYPETHLM, XIOPTATHACH 12,5-25 mg
JAHEBHO MPH JIEKa A0 YMEPEHO Te:KKa XMNEPTOHHA,

0610 ca paHIOMH3MPAHH M MIPOCIIEZIEHH B MPOXBLIDKEHHE CPeAHO Ha 4,9 ronuHn 33 357 mauueHTH ¢
XHIEPTOHUA Ha BB3PACT HA H HaA 55 roauny. IlanuenTuTe ca HMANTK TOHE €UH JONBIHHTENEH
CBPAEMHO-CBAOB PHCKOB (paKTOp BKIIOYBAIL: NPeJIISCTRAIL HHPAPKT HA MHOKADAA WIH MHCYJIT
(> 6 Mecelia npeay BKIFOYBAHETO) MITH IMArHOCTHLIHPAHH JPYTH IPOSBH Ha aTepockneporHina HBC
(obmoe 51,5%), auaber Tan 2 (36,1%), HDL-C < 35 mg/d] (11,6%), xuneprpodus Ha

ITepeuunHaTa Kpakina Touka e OWna crcTaBeHa oT daTaiHy cryqan Ha 3CH win
Ha MHOKap/a. He ca ycTaHOBEHM CHINECTBEHH PA3NIMYMA B MBPBHYHATA KpaiiHa
JIeKyBaHU © aMIIOLUIMH 1 TA3H © XIIOPTATHOH: RR 0,98 95% CI (0,90-1,07) p=¢
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KOMOHMHHPaHa ChPACHYHO-CHIOBA KpaliHa Touxa) € 61a 3HaUWTEHO N0-BUCOKA B TPYIIATA IAUMEHTH
Ha ICYeHHe C aMIOAMITHH B CPABHEHHE ¢ PYIATa NalMeHTy Ha JedenHe ¢ xnopranuaod (10,2%
cnpamo 7,7%, RR 1,38, 95% CI [1,25-1,52] p<0,001). Bce nak He ca 61IH yCTAHOBEHH ChINECTBEHH
pa3nHIuA B 06lnaTa CMEPTHOCT MEXKIY rpynaTa NALHEHTH Ha JISYeHHe ¢ aMIOJHIIMH ¥ Ta3d Ha
Jiedenme ¢ xopramigoH. RR 0,96 95% CI [0,89-1,02] p=0,20.

Ynorpeba npu aeua (Ha BE3PacT 6 NOAWHM HTH MOBEYE

B enHo KIHHHYHO NMpoyyBaHe, BKIIOYBAMO 268 fena Ha Bh3pacT Mexay 6-17 romuHn ¢
npeofazasaino BTOPHYHA XHITEPTOHHA, CPABHEHHETO HA AMIOIMITHH B JO3H OT 2,5 mg H 5,0 mg ¢
nnaugbo e nokazano, ue ABETE JI03H NOHWKABAT CUCTOHOTO apTePHAiHO HANATAHE B 3HAUHTEITHO
No-roNsAMA CTENeH oT Mmnanedo. PazmikaTa Mexay JBeTe NO3H He € O1ila CTATHCTHUSCKH 3HAYMMA.

JbirocpounuTe eeKTH Ha aMITOJHITHH NO OTHOIEHHE Ha pacTexa, myGepTeTHOTO H 0bmoTo
paspHTHE HE Ca OmnM Mpoy4saHK, J{nArocpouHarTa ehpHKaCHOCT Ha NIeYeHHETO C AMJIOAMITMH B IETCKa
BB3PACT 338 HAMAIABAHE Ha ChPACYHO-CHAOBATa 3200eBAEMOCT H CMEPTHOCT NIPH BBIPACTHH CBHILO HE
€ YCTaHOBEHA.

5.2 @apMAKOKHAECTHYHH CBONCTER

Ab6copbums, pasnpeneneHne, CEPIBAHE ¢ MIAZMEHHTE POTEHHA
Crexn nepopanto NpHIOKEHHE Ha TEPANIEBTHYHH JO3M, AMNOAMIHH ce abcopbupa Kobpe ¢ MIKOBH

HHBA B KPBBTa MexAy 6-12 gaca cen Ao3upaneTo. AGcomorHara GHOHATHIHOCT € OnpeaeneHa Ye e
mexkay 64 un 80%. OGembT Ha pasnpenenenue e npubGmmaurento 21 Ikg. pKa ua amnopunuH e 8,6.

In vitro npoyunane e nokasano, ye npudANsHTETHO 97,5% OT NMPKYIHPALIMA AMIOIMITHH € CEBD3aH C
TIIa3MEHHTE NPOTEHHH.

BHOHaTHYHOCTTA Ha aMJIOTUITHH He C¢ BiMge OT NPHEMA Ha XpaHa.

buotpanchopm eIuM aHe

TepMHHATHHAT NA3MEH ETHMMHALMOHEH MOMYKMBOT € OkoNO 35-50 yaca u ce NOCTHra MpH

€ THOKPaTHO JTHEBHO MPUIIOKEHHE,

AMonunuH ce MeTaGoTHzHpa B rofiMa cTeNeH B yepHus qpob 10 HeakTHBHM MeTabomuTH, kKato 10%
OT M3XOHOTO CheuHenue 4 60% oT MeTaGonuTHTe Ce eKCKpEeTHpa ¢ YPHHATA.

Yepnodpobro yapedsicoane

[Io oTHOMEHKE MPIIOKEHHETO Ha AMJIOTHITHH TPH MALMEHTH ¢ YePHOAPOOHO yBpeXkaane ca HATHIHK
MHOTO OrpaHHYeHH Aanus. [TaneHTHTe ¢ YepHOAPOGHA HENOCTATEYHOCT €A ¢ HAMAEH KIHPBLHC HA
AMJTOHITHH, KOETO BOIH A0 YAB/DKEH NOMY>KHBOT H NoBHIneHa AUC ¢ npubmmuzurento 40-60%.

Cmapuecka éb3pacm

Bpemero HeobxoquMO 3a NocTHraHe Ha NMHKOBH TUIa3MEHHM KOHIEHTPAUHMHK Ha aMNOAUNKH MPH Xopa B
cTap4yecka BE3pacT € CXOJHO ¢ TOBA MPH Mo-miiaJuTe Xopa. Hamine e TeHOeHIHa 38 HaMaTiBaHe Ha
KIHMphHCA, KOETO BOJM JI0 MOBMIIapaHe Ha obmactta o kpusata (AUC) H enumuHAMOHHMs
NOJIYXKHBOT [IPH MALMEHTH B CTApYECKa BE3pacT. Y penuuasaneto Ha AUC n eTHMHHALMOHHMA
TIOTY?KHBOT NPH ITALHEHTH ChC 3acTofiHa CHPASUHA HEAOCTATBUHOCT, ¢a OUIH OUAKBaHH 32
ManMeHTHTE B POYYBAHATA BL3PACTORA IPYTIa.

Ileouampuuna nonyrayus
IlporeaeHo € nomynalMoHHO GapMaKOKHHETHYHO TIPOYHBaHE NpH 74 Nelia ¢ XMIEPTOHKA HA BH3PACT
Mexay 12 mecena H 17 roguus (BKIIOYBAmO 34 nauyeHTH MexIy 6-12 roguus i 28 nauMeHTaMe
13-17 roauHu), noayyapalny aMIOHIEH B 2034 MexXOy 1,25 ¥ 20 mg BeIHBK WITH [Ba
Ilpu nena Ha BB3pacT MeXAy 6 u 12 roauHK ¥ Npu roHowuTe Ha 13-17 roguHu THIAYS
mupsHe (CL/F) e 6un 22,5 u 27,4 1'h 3a Momuera v 16,4 u 21,3 IVh 2a moMugera. HA
roNnAMa HHTCPUHAHBHIyaTHa BapuabuiHocT B eKcnozHumaTa. JlaHHHTe 33 Jena no
BB3PACT C& OrPAaHHYEHH.
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5.3 MpeaxnAaavaY" JAHHE 332 (eI0NACHOCT

PenpoayKTHBHA TOKCHYHOCT

IlpoyusanusaTa 3a peNpPOAYKIHBHA TOKCHUHOCT MPOBEEHH NPH [UTHX0BE H MHIIKH ¢ YCTAHOBWIH
MO-KBCHO paKIaHe, MPOABL/LKUTENHO HA pAKIaHe H MOBHUIICHA NMPEKHUBACMOCT Ha NOKOJiEHHETO NIpH
o34 mpAOK3UTenHO SO MHTH NO-BHCOKH OT MAKCHMAHATA MPETIOPEIMTENHA 1034 3a X0opa Ha 6aza

mg/kg.

Hapyinenus Ha HIETA

IIpH ILX0BE TPETUPAHH ¢ AMNOAMNYH (MBXKHE, B IPOAbIDKEHHE HA 64 HH H HEHCKH B
npoabDKeHue Ha 14 THu npeau onnokaaxe) B 4034 Ao 10 mg/kg TenecHo Terno aHeBHO (8 meTu*
N0-BUCOKA OT MAKCHMAITHATA NPEenopBYHTe HA 032 33 Xopa ot 10 mg na 6a3a mg/m?) He ca
YCTaHOBEHH eeKTH BrpXy (epriimTeTa. B npyro npoyqsaHe NpH ITBEXOBE, NIPH KOETO HA MEXKHTE
TUTHXOBE € NMPHIATaH aM10/MITHH Ge3unar B Npoab/pKeHHe Ha 30 THH, B 1032 CPABHHMA C TAa3H 32 XOpa
(mg/kg) ca ycTaHOBEHH MOHMKEHH IUTA3MEHH HHBA HA (POMHKY/I0-CTHMYIIRPALIHS XOPMOH H
TeCTOCTEPOH, KAKTO M HAMANABAHE BUCKO3HTETA HA CEMEHHATA TEHHOCT M (pos Ha 3penuTe
CIIEPMATO30HH H CEPTOJIHEBHTE KIIETKH.

Kanneporenesa, Myraresesa
IpH mbXoBe M MMILIKH, HA KOHTO B MPOAL/LKEHHE HA IBE TOJIHHH € JaBaH aMJIOAHITHH ¢ XpaHaTa B

KOHLIEHTPaLHH, KOHTO ¢a H3UHC/ICHH Ja OCHTYpABAT JHEBHH 1030BH HuBa ot 0,5, 1,25 u 2,5 mg/kg
TENECHO TerNI0 JHEBHO, HE ¢a HAMEPeHH A0KAa3aTeNicTBa 3a kaHleporennocT, Hak-ucokara nosa (3a
MHIKH 6113Ka JIO TA3M 32 [UTEXOBE — 1BA METH* M0-BHCOKA OT MAKCHMAJTHO MPENOPhYMTEIHATA
KIHHMYHA 033 or 10 mg Ha 6a3a mg/m?) e Guna GiM3Ka 10 MAKCHMANHO MOHOCHMATA 1033 38
MHIIKH, HO He H 323 [UTBXOBE,

TIpoyuBaHuATa 33 MyTAr¢HHOCT He Ca NOKA3aNH CBHP3aHH € NEKAPCTBOTO &PeKTH HUTO Ha TEHHO,
HHTO Ha XPOMO3OMHO HHEO.

* Karo ce HMa NpeaBHA MALMEHT ¢ TENecHo Termo 50 kg.

6. GAPMAIEBTHYHHA JAHHHA

6.1 Coucbk H2 NOMOIHHATE BEMIECTBA
MHKpoKpHCTATHA DeNynosa

Kammes xuaporendocdar

Hartpues HuecTeH rMkonat (Tam A)
Marnesues creapar

6.2 HecnBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

Bnucrep — 5 ronunn

HDPE 6ytinka — 2 roquHH

HDPE 6yrnnkn — Cpok Ha rofHOCT Clieji ITbPBO OTBapate — 4 Mecelia
6.4 ChnennaiHE YCIOBUA HA ChHXPAHEHHE

Ja ce crxpanssa nox 25°C.

Ja ce cpxpasfBa B OPUrHHAIHATA OMIAKOBKA, 3 Ja CE MPEANAasH OT CBETIIMHA H
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6.5 BuajHcHALPXKAHAE HA OMAKOBRATA

1. beny nenpoapagny PVC/PVJC-anmymunnerr GIHCTEPH B KAPTOHEHH KYTHI

Amnorepon S mg Tabnerkn
Bunoere onakopku: 15, 20, 28, 30, 30 (3 x 10), 50, 56, 84, 90, 98, 100, 112, 120, 200, 250 u 300

(10x30) TabneTkn
Kanenpapuu onakoexu: 28 TaGnerxu
BonHuyHa onakoeka: 50 Tabnetkn

Amiorepon 10 mg Tabnerky

Bunoee onakosku: 14, 15, 20, 28, 30, 30 (3 x 10), 50, 56, 84, 90,98, 100 1 112, 120, 200 u
250 TabmerxH

Kanenpapuu onakobku: 28 TaGnerku

Bonnuuna onakoska: 50 Tabnerku

2. HDPE Gyrunxa c 6a1a Henpo3payHa NOJHNPOIMICHORA 3alIHTEHA Kariauka THN twist-off
Ban HempospayeH MONHETHICHOB KOHTEHHED:

Amnorepon S mg TaGnerku
35ml: 30, 98 u 100 TabneTku/OyTHka

75ml: 200 u 250 TabneTkn/GyTHnka

Amnotepon 10 mg Tanerkn
35ml; 30 TabneTkn

75ml: 98 1 100 rabneTkn/OyTinka
150ml: 200 u 250 TabneTkn/GyTHIKA
He BcuuKH BUOBE ONMAKOBKH MOraT Aa 6BbIaT MycHaTH Ha masapa.

6.6 CnemEajHH HPeANA3IHH MEPKH NPH M3XBLp/IgHe H pabora

HsaMa crienHaIHg H3NCKBAHUA.

7. HNPHATEXATEJ HA PA3PENIEHHETO 3A YIIOTPEBA

TevaB.V.
Swensweg 5, 2031 GA Haarlem
Huznepnanaus

8. HOMEP(A) HA PASPEINIEHHETO 3A YIIOTPEBA

AmnotepoH 5 mg tabnerku - Per. Ne 20080099

AmnotepoH 10 mg Tabnetku - Per. Ne 20080100

9. JATA HA IHPBO PA3PEIIABAHETIOTHOBABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Hara Ha nepBo pazpeasaue: 18 omn 2008 r,

Jata Ha noaHoesBane: 27 aexeMepu 2012 r. (AMIoTepoH S5 mg TabneTkn)
04 anyapwm 2013 r. (AMnotepoH 10 mg Tabnerxu)

10. JATA HA AKTYAJIBMPAHE HA TEKCTA
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