KPATKA XAPAKTEPUCTHUKA HA ITIPOJAYKTA

1. HME HA JJEKAPCTBEHUSA ITPOAYKT
AMIJIOJJUITUH EKO®APM 5 mg Tabnetku
AMLODIPINE ECOPHARM 5 mg tablets

2. KAYECTBEH U KOJIHMYECTBEH CBHCTAB

Besika tabnetka cbabpxa 6,935 mg amnoaunuuos 6esunat (amlodipine besilate), exBuBaneHTex Ha 5
mg amnoaunyH (amlodipine).

3a MBAHKUA CMUCHK Ha MOMOILHUTE BELUECTBA BHIKTE TO4Ka 6.1.

3. JEKAPCTBEHA ®OPMA
Tabnerka

Benn 110 noutu 6env Kpbrin IROWHOH3MIBKHAIN HEOOBUTH TabneTky ¢ penedHo U3obpasxkeHue ,,E 21
OT e/IHaTa CTPaHa M JeIMTEIHA YepTa OT Jpyrara.

TabneTtkara mMosxxe na GbAe pasieneHa Ha ABE PABHH MOJOBUHH.

4. KIMHWYHU JTAHHA

RINLAHATENHA ATEHLIMA NO NREKAPCTBATA
4.1 TepaneBTHYHH NOKAIAHHS Kpaimica Xapasmepucmna rna npogywrg -

XHnepToHus Kom Pog. Ne .00
XponHyHa cTabuiTHa CTeHOKapaus e
BazocnactuyuHa creHokapaus (aHrvda Ha Prinzmetal v}

pai ( ) |oamame-.. 67007

4.2 Jlo3MpOBKA H HAYHH HA NPHJIOKEHHE Ogobperive M .... /.

EO?»PIQOBK&

Bwzpacmnu

Obuyaiinata Hayanna 103a 1Y XHIEPTOHHUS H [IPU CTEHOKAPAKS € 5 Mg aMIOUIKH €JHOKPATHO
AHEBHO, KaToO MOXeE /1a Ce yBeJIMYH 10 MaKCUMaliHa 103a oT 10 mg cnopen TepaneBTH4HOTO
NOBJIMSIBAHE HA MALMEeHTa.

IIpu nauuenTH ¢ XMNEpTOHKUS, aMJIOUIIAH Ce U3MOI3Ba B KOMOGHHALIMS C THA3UIEH JHYPETHK, anba-
6s10Kep, GeTa-Ookep UM HHXUGUTOP Ha AHTHOTEH3UH-KOHBEPTUpAIUs eH3uM. [Tpu cTeHoKapaus,
aMJIOJIMITHH MOXe [1a C€ M3II0JI3Ba KATO MOHOTEPANUs WK B KOMOHHALKUS C PYrd aHTHCTEHOKAPIHH
JIeKapCTBEHU NMPOAYKTH NPH MALUEHTH ChC CTEHOKAPAHs, KOSTO HE Ce MOBJIMSBA OT HUTPATH M/HUIIH
CBOTBETHHU 03H OeTa-00KkepH.

He ce Hanara kopekuus Ha 103aTa Ha aMJIOJUIINH [IPU €JHOBPEMEHHO NPHIOKEH
AUypETHLH, HeTa-610kepy H HHXHOUTOPU HA AHTHOTEH3MH-KOHBEPTHPALIHUS €H3




Crieliganydy nooyaaluyu

Iayuenmu ¢ cmapuecxa ev3pacm

AMITOMNKH, U3M0I3BaH B CXO/AHH I03M NPH MALMEHTH B CTAPYECKA BB3PACT U NPH [0-MIAH
NalLKeHTH, ce NnoHacs eqHakeo nodpe. [1pu nanueHTH B cTapyecka BB3pacT ce MpenopbYBa 0OuyaiiHus
A030B PeXHM, HO MOBHUILABAHETO HA 103aTa TPSAOBA Ja CTaBa BHUMATENHO (BXK.TOUKH 4.4 1 5.2).

Hayuenmu ¢ vepnoOpobHo ygpescoane

Jl030BHAT pexuM NpH NALMEHTH C JIEKO [0 YMEPEHO YEPHOAPOOHO YBPEXK/IaHE HE € YCTAHOBEH H
3aToBa U30OPBT Ha M03a TPs1OBa Na Ob/e HallpaBeH BHUMATENHO, KaTO TPAOBA 1A CE 3aroyHe OT Haii-
HHUCKATa Bb3MOXKHA 032 (BXK.TOUKH 4.4 1 5.2). DapMaKOKHHETHYHHTE CBOMCTBA HA aMJIOIMITKMH TIPH
TEKKO 4ePHOAPOOHO yBpekIaHe He ca NPOoy4BaHH. [Ipy MaLMEHTH ¢ TEXKO YepHOAPOGHO YBpEXIaHe
JICYEHHETO C aMIIOAMNKUH TpAGBa N1a 3aMovHe ¢ Hall-HUCKaTa 1032 W a4 Ce TUTPHpPa H6aBHoO.

Hayuenmu c 6v6peuno yspescoane
IIpomeHuTe B M1a3sMeHUTE KOHLUEHTPALIMH HA aMIIOAUIUH HE Ca 3aBUCHMH OT CTETeHTa Ha 6B6peyHO
YBPEKIaHe U 3aTOBa Ce NPenopbuea obMuaiiHa N03MPOBKa. AMIOAHIUH HE MOXKE [1a Ce MaIn3upa.

Ieouampuuna nonynayus

Jeua v IoHOWM ¢ XUMePTOHHS Ha BL3pAcT OT 6 10 17 roauiu

lIpenopbuuTcnHaTa aHTHXMNIEPTEH3MBHA NEPOPAITHA 1032 [P MEAMATPHYHH [1ALMEHTH HA Bb3PACT 6-
17 ronunv e 2,5 mg eTHOKPATHO OHEBHO KATO HAYAIHA 1034, THATPUPAHA BIOCIEACTBHE J0 5 mg
€JHOKPATHO AHEBHO, aKO CJlel 4 CENMHIIM HE ce INCTHTHE XKENAHOTO KPBRHO Hajisrade. Jo3u Han

5 mg NHEBHO HE Ca NPOYYBAHM NPH MEIUATPUYHH NALMEHTH (BXK. ToukH 5.1 1 5.2).

Heya na ev3pacm nod 6 200unu
JIuncBar gaHHu.

[aymH Ha 1IPpHIUKEHHE
TabneTka 3a nepopaiHO NPUAOKEHHE.

4.3 IIpornBomokazaHusn
AMJIOZWIIKH € TIPOTHBOMNOKA3aH TPH MAIMEHTH ChC:

- CBPBXYYBCTBUTEJIHOCT KbM JHXUAPOITMPHUIWHOBH IMPOU3BOAHH, AMAOIUITHE MJTH KBM HIKOE
OT MOMOLHHUTE BELIECTBA, H30POEHH B TOUKA 6.1;

- TeXKa XHUIOTOHHS,

- LIOK (BKJIIOYHTETHO KAPHOTE€HEH LIOK);

- OOCTpyKUMS Ha H3XO[a Ha JIsiBa Kamepa (Harp. BUCOKOCTENEHHA a0PTHA CTEHO3a);

- XeMOIVHaMH4HO HecTabMIIHA ChpJEYHA HEIOCTATHYHOCT CJIE OCThP MHOKAPAEH HH(APKT.

4.4 CpoenuanHn NpexynpexIeHHs U NPeANa3HH MEPKH NPH ynoTpeda

BesonacHocTTa M eHKacHOCTTa Ha aMJIOAHIKH IIPH XUMIEPTOHUYHA KPH3a HE €4 YCTAHOBEHH.
[lanuenTy che chpacUHA HEAOCTATLYHOCT

Ilaupnenture cue chbpaeyHa HEAOCTATHYHOCT TPSOBA a GbAAT ieKyBaHH ¢ BHUMaHKe. [Tpu

ABATOCPOYHO IUIaLIe60-KOHTPOHPAHO MPOYHBAHE P MALMEHTH C TEXKA ChPAEUHA HENOCTATHYHOCT
(xknac [II u IV no NYHA) chobiuaBanara yectora Ha 6enoapobeH oTok e 6una ro-s

KaHaJIi, BKJIIIOYUTECIIHO aMJIOOMIINH, Tpﬂ6Ba Oa c€ U3I10JI13BaT C [MOBUILICHO BHH
ChC 3aCTOiiHa CbpACYHa HEAOCTATHhYHOCT, ThH KaTO MOraT [a [OBUINAT pUCKa
CBIIOBH CHOHUTHS U CMBPTHOCT.

ITauuenTy ¢ yepHOAPODOHO YBDENKIAHE




[ToyHBOTHT Ha aMAOAMNKUH € yAbDKeH, a cToliHocTuTe Ha AUC ca Mo-BUCOKH NP [ALMEHTH C
HapylleHa YepHOAPOGHa GYHKIMS; HE ca YCTAHOBEHH MPENOpbKH 3a fo3HpaHe. Cllef0BaTENHO
amJIOMIKH TpAGBA Na ce 3aM0YHe C Hali-HUCKATA 1032 MPH NOBHILEHO BHUMAHHE, KAKTO B HAYAJIOTO
Ha JIEYCHUETO, Taka M MpH NoBULLaBaHe Ha fo3aTa. IIpy nauueHTH ¢ Texka yepHOApOOHa
HEIOCTATHYHOCT MOXKE 1a C¢ HAJIOXKH GABHO TUTPUPaHE Ha J03aTa M BHUMATETHO MOHUTOPHpAHE.

[launeHTH B cCTApYECKa Bh3pacT
IloBuinaBaHe Ha 103aTa NpH MALMEHTH B CTap4ecKa Bb3pacT TPAOBA 4 Ce M3BBPLIBA C BHUIMAHHE (Bk.
Touku 4.2 11 5.2).

[TauuenTn ¢ HuOpeuHO yBpEkKIaHe

Ipu TakuBa naLMeHTH aMIOAMITHH MOXKE Ja Ce npuiara B obnuaitiu n103u. [IpomMeHUTE B I1a3MEHHTE
KOHLCHTPANlMK HA aMJIOJHITHH HE Ca 3aBUCMMH OT CTENEHTa Ha 6BOPEUHOTO yBpexaaHe. AMIOIHITHH
HE MOJKE Jia Ce qUanu3upa.

Amnoaunud Exodapm chabpska HaTpuii
Tosa nexapcTBo chabpka mo-manko ot 1 mmol Hatpuii (23 mg) Ha Tabrnerka, T.e. NPaKTUYECKU He
ChObpika HATPUI.

4.5 BsanmopeiicTBHe ¢ APYTH JIEKAPCTBEHH MPOAYKTH H APYrH GOPMH HAa B3AMMOAEHCTBHE

ECIJEKTH Ha JPYTH TEKApCTBEHW MNPOAVKTH BLDXY AMJIOAHITHH

CYP3A44 unxubumopu

EZIHOBpeMEHHOTO NpUIIOMKEHHE HA AMITOUIMH ChC CHIHH Wit yMepern CYP3A4 HHXUOHTOPHU
(MpoTea3sHH MHXUOHMTOPH, 230THU MPOTHBOTEGHYHH CPEACTBA, MAKPOJIHIH KATO ePHTPOMHULIMH UITH
KJIAPUTPOMHULIMH, BEPANIAMMIT HIIH JWITHA3EM) MOXKE /a JOBEIE O 3HAYMMO yBETMYaBaHe Ha
CKCMO3MLIMATA HA aMJIOAMIIMH, KOETO a NIOBHIIH PUCKA OT XUMOTOHMS. KIIMHHYHATA 3HAYMMOCT Ha
Te3u (papMaKOKHHETHYHU BAPHALIMH MOJKE /1A € N0-M3pa3eHa NPy MaUKEHTHTE B CTApYecKa BB3pACT.
ToBa moxe Nia HAOXKH KAMHUYHO NPOCIIEAABaHE H KOPEKLWMS Ha J03aTa.

CYP3A4 unoyxmopu

lIpu eaHoBpeMeHHO NpunOXeHHe Ha U3BecTHH UHAYKTOpH Ha CYP3A4 masmenara KOHUEHTpaLUsl Ha
aMJIONIMNKH MOXe N1a Bapupa. Ilopaau ToBa, KpbBHOTO HassraHe TpsAOBa [ Ce MPOCIeAABa U Aa Ce
0OMHC/IH afanTHpaHe Ha /I03aTa KaKTo 10 BpeMe, Taka U cliell eIHOBPEMEHEH NIPHEM, OCOBEHO ChC
cuniu CYP3 A4 unpykropu (Hanp. pudaMiuuuH, >KbiT KAHTAPHOH).

He ce npenopbusa ynotpeba na amnogunut ¢ rpedndpyT wi cok oT rpedndpyT, Thil KaTo npu
HKOU NMalKMeHTH GHOHATMYHOCTTA MOJXKe 12 C€ MOBHULIH M [a AOBE/E A0 3aCHU/IBaHe HA
AHTHUXMNEPTEH3UBHUTE e(hEeKTH.

Hanmponen (ungyzus)

Ipu xuBOTHH ca HabmonaBaHuU NeTaHa kaMepHa GpUOpHUNALMA U ChPIEYHO-CHIOB KOAIC, CBBP3aHU
C XUMEepKaTMEeMHUs Clel MPUJIOKEHUE HA BEpAllaMuil U MHHTPaBEHO3eH NaHTposteH. [lopaau puck oT
XUMEPKATHEMHS, C€ NPENOPBHBA N3 Ce W30ArBa €IHOBPEMEHHOTO MPUJIOKEHHE C AHTATOHUCTH HA
KaJIUHCBUTE KaHAIM KATO aMJIOJTHITMH MPH MALHUEHTH, PEAPA3NOIOKEHA KbM MaTUIHEHA
XUMEPTEPMHS U [IPU OBNA/IABAHE HA MAIUTHEHA XUIIEPTEPMHS.

Edbexty Ha aMnOAMIIHH BLPXY ADPYTH 1€KAPCTBEHH MPOAYKTH

EdekTuTe Ha noHW>kaBaHe Ha apTEepHaAHOTO HAJISITAHE Ha AMJIOJUIIMH CE Hac
MIOHMKABALIMTE KPBBHOTO HalAraHe eeKTH Ha APYTH JIEKApPCTBEHH CPECT
CBOMCTBA.

Taxponumyc N /o

ChluecTByBa pUCK OT MOBHIIEHH HABA HA TAKPOTUMYC B KpbBTa NpH €AHOBPEMEWHD IIPHIIOMKERTE €
¢ W

aMJIOJMITHH, HO (apMaKOKHHETHYHUAT MEXaHM3bM Ha TOBA B3aUMOACHCTBHE H @Fmpi@queﬁ.
~ ez
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3a fa ce u3berHe TOKCHYHOCT ¢ TaKPOTUMYC, HPHUIOKEHHETO HA AMIIOAMMHH NIPH MALHEHTH, 1EKyBaHH
C TAKPOJIMMYC, M3UCKBA MPOC/IC/ISBAHE Ha HUBATA HA TAKPOJIMMYC B KPBBTA H TIPH HEOOXOAUMOCT
KOPHIHpaHe Ha 7103aTa My.

Huxudbumopu na npomeun, mapeemen 3a panamuyur (mTOR)

Huxuburopure na mTOR kaTo cuponmumyc, TEMCHPOIMMYC U eBeponuMyc ca cyberparu Ha CYP3A.
Amiiopunu e cnab uuxuburop sa CYP3A. INpu enHospemeHnata ynotpe6a Ha mTOR HHXHOUTOPH,
aMJIOJIMTIHH MOXE Jla IOBUILM ekcro3uumnaTa Ha mTOR uHxuGuropure.

Luxnocnopun

He ca npoBesxianu npoyyuBanus 3a IEKAPCTBEHH B3aUMOAEHCTBHS C LIMKIOCIIOPHH U aMJIOMMITHH npHy
30paBH J0OPOBOIILM WK MPH APYTH MOMYIALMH, C U3KIIOYEHHE HA MAlMeHTH ¢ GE0peuHa
TPaHCIJIaHTaLusl, KbAETO ce Halb/1i01aBaT MPOMEHIHBH MOBHLIEHHS (CpeaHo ¢ oT 0% a0 40%) Ha Haii-
HUCKHMTE KOHUEHTPALMK Ha LMKIIOCNOpUH. TpsabBa fa ce 06OMHUCIM MOHUTOPYpAHE HA HMBATA HA
LIMKJIOCTIOPHH MPH NMAUMEHTH ¢ Ob0peyHa TPaHCIUIAHTALIMS HA JIEYEHHE C aMJIOAHUITHH, a 1034Ta Ha
LMKAOCIIOPHH TPS6Da Aa ce HaMATH CIOpC HCOGXO0AUMOCTTA.

Cumsacmamun

E/iHoBpemMenHOTO MHOroKpaTHO npusioKeHHe Ha 10 mg amsoaunuH 1 80 Mg CHMBACTATHH € TOBEJIO
no 77% MoBuLIEHa EKCIO3ULMA Ha CHMBACTATHH B CPABHEHHE CHC CAMOCTOATENIHO NPHIIOKEHHE Ha
CHUMBACTaTHH. [Ipy nalmeHTH, NpreMaIy aMjIONUIIMH, [03aTa HA CUMBACTATHH TpAOBa 1a ce
orpanuvu no 20 mg JHEBHO.

B kMHUYHK npOyUBaHKsA 32 B3aHMOEHCTEHS aMIIOMITMH HE NOB/INABA (hapMaKOKHHETHKATA Ha
aTOpBACTAaTHH, IMTOKCHH MY BaphapuH.

4.6 @epTHaHTET, GPEMEHHOCT H KbPMEHE

BpemenHocr
bezonacHoCTTa Ha aMJIOUIMH 1O BpeMe Ha OpeMEeHHOCT NP XOpa HE € YCTaHOBEHa.

B npoyuBanus npu >xMBOTHH TIpY BUCOKH [J03M € HabMI0AaBaHa penpoayKTHBHA TOKCHYHOCT
(Bx.TOUKA 5.3).

Hpunomeﬂue IO BpeME Ha 6peMeHHOCT Ce [IpenopwYBa caMO KOorato HsaMa no-6e3onacHa AITCpHATUBA
¥ Koraro oJiecTra cama 110 cebe cH HOCH [TO-roJisIM pHUCK 3a Maiikara u mioja.

Kobpmene
AMJIoIMNIAH Ce eKCKPeTHpa B KhpMaTa [pu xopa. YacTTa oT Jo3aTa Ha Maiikara, NoJiy4eHa oT

KbpMa4eTo, € H34MCIICHA C HHTEPKBAPTUIEH Ananas3ol 3 — 7%, ¢ MakcumyM 15%. EdektsT Ha
aMJIONIUITMH BbpXY KbpMayeTaTa € Heu3BecTeH. Peluenne qanu fa ce npoabxu/mpekbeHe KbPMEHETO
MITH [1a Ce NIPOB/DKH/IPEKbCHE TEPANMATA C aMIIOAUIINH TPAOBa 112 ce B3eMe KATO Ce MMa MPEIBH/L
non3ara OT KbpMEHETO 3a JETETO U M10J13aTa OT TEPaIHsiTa C aMJIOAUIIHH 34 MaiKaTa.

DepTUNHTET
I1py HAKOM MAaLHUEHTH, JIEKYBAHH C OJ0KepH Ha KAJIHEBUTE KAHAIH, Ca ChOOLIEHH obparumu

6HOXHMHYHH NPOMEHH B [NIABHHYKATA HA CIEPMATO30MAMTe. KIIMHUYHKTE JaHHH Ca HEAOCTATHYHHM 110
OTHOLICHHE HA MOTEHUMATHIS eEeKT Ha aMIIOIUNKH BBPXY depTHnuTeTa. [Ipu eaHo npoydsane npu
ITbXOBE Ca YCTAHOBEHH HEXENaHU €PEKTH BbPXY MBXKHs hepTHdTeT (BXK.Touka 5.3).

4.7 EdexTtn BBpXy cnocofHOCTTA 32 mIOpHpaHe H paboTa ¢ MANIMHE
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ragcHe, CMOCOOHOCTTA UM [a pearupart MOXKe na 6'5,&6 Hapyu€Ha. Hpel‘lOp’b‘{B PCH0
BHHMAHHUE, 0cobeHOo B HAYANOTO HA JICYCHUCTO.



4.8 HexenaHH JIeKAPCTBEHH pPeaKIHA

O060obuienne Ha npodina Ha 6ez0nacHOCT

Hafi-yecTo C"I>06I_lIaBaHI’ITe HEXKCIAIIH peaKLiMH MO BpCMC Ha JICUCHHETO Ca COMHOJIEHTHOCT,
3aMasHOCT, rnaBo60n14e, TaTNUTalKH, 3a4€PBABAaHE, KOpEMHA 6OIIKa, raacHe, OTOLUM Ha IJIE3€HHTE,

OTOK U yMopa.

TabnuyeH CNUCHK HA HEXKENAHUTE pPeaxkitiH

CrnefHiTe HEXENaHH JIEKAPCTBEHH PEaKLMH ¢a GHITH HAOIIONABAHA U CHOBLIABAHM 110 BpeMe Ha
JICYCHUETO C aMJIONIUMUH ChC CJIEJIHUTE YECTOTH: MHOTO YecTH (>1/10); uectr (>1/100 no <1/10);
Heyectu (> 1/1000 go <1/100); pexxu (> 1/10 000 ao <1/1000); MHOroO penku (< 1/10 000); ¢
HEH3BECTHA 4€CTOTa (OT HAJIMYHUTE JJaHHH HE MOXe Jja Objie HaNpaBeHa OLIEHKA).

HpPl BCAKO IpyNHUpaHe B 3aBUCHMOCT OT UECTOTaTa, HEXXEIaHUTE JICKApCTBCHU pCaAKIIUH CC l/l36p0$[BaT
B HHU3XOJ4I pel MO OTHOLUEHHE (1a TAXHATA CEPUOIHOCT,

CucreMo-opranes Kiac

Yecrora

Hesxenanu peakuun

Hapymenus va kpnBTa H
Jumdnara cucrema

MHoro penku

JleBkonenus, TpoMboIHTONEH S

Hapymenns ua nmyunara
cHCTeMa

MHoro penku

AJIepru4HH peakuHn

Hapymenns na meraéosnsma
H XPAaHEHETO

MHoro pcaku

XunepriavkeMmus

Ilcuxnunu HAPYIIEHHS Heuectn Hlenpecus, MPOMeHH B HACTPOSHUETO
(BKJIIOYHTENTHO TPEBOXKHOCT), Oe3CHHUE
Penku ObsBpkaHoCcT
Hapymenns na HepsHara Yectn COMHOJIEHTHOCT, 3aMasiHOCT, r1aBoboine
CHCTEMA (ocobeHo B HAYAIOTO HA TEYEHUETO)
Hevectu Tpemop, Tucreysus, CHHKOI, XUIOECTE3HH,

[IapecTe3us

MHOro peaxku

XuneproHus, nepudepHa HEBPONATUA

C veussectHa

ExcTpanupamMuauy HapyliueHus

4eCcToTa
Hapymenus ua ounrte Yectu 3pHTENHO HapyLieHHe (BKIOYUTEIHO
JUIUIONHS)
Hapymenns ua yxoro u HeuecTu Ilym B yuure
Ja0upHHATA
CopaeyHn HapyuieHHst Yectu INannuranuu
Heuectu ApuTMuA (BKITIOYHTENTHO Opamrkapaus,

KaMepHa TaXMKapAHs U MpeAChPAHO
MBXK/IEHE)

MHoro peuku

MuokapneH uHapkT

CbJ0BH HAapyUieHHR Yectu 3adyepBsiBaHe
Heuectu XHnoToHus
MHoro penku Backyaut

Pecnuparopuu, rppauu u Yectu Hucnaes

MeIHACTHHAJIHM Hapymienus:t | HeuecTu Kaunuua, puHut
CroMamHo-upeBHH Yectu AbpomuHanHa 60iKka, rageHe, TUCTIENCHS,
HAPYHIEHHSA npoMsiHa B oOHyYaiiHarTa e a
4yepBara (BKIOYHTETHO m
Heuectr Iloepsinane, cyxorta 13/?' a4 N
MHoro penxu [ankpeatur, racTput/x
BEHIIHNTE 1
XenaroOunapHH Mmuoro penxu Xenarur, }icbnTeHnueL
HAPYIUIEHHA YepHOAPOOHHU CH3UMM 8

Hapyumienns Ha KoKaTa u

Heuectu

Anoneuus, mypnypa, ”MWRB?T&*@
/




MOAKOKHATA ThKAH

KOXaTa, XUIEePXHAPO3a, IPYPUTYC, OOPHB,
€K3aHTEM, YPTHKapHs

Mmuoro penku

AnrunoeseM, epurema Myatupopme,
ekchOHaTUBEH NePMaTHT, CHHAPOM Ha
Stevens Johnson, orox Ha Quincke,
(orouyBCTBHTENHOCT

C Heu3BecTHa

TokcryHa envaepmanHa HeKpoU3a

BB3IPOH3BOIHTE/IHATA
CHCTEMA H I'bpaaTa

4ecToTa
Hapymienns Ha MyckyJiHo- Yectu OTOK Ha rneseHa, MyCKyJIHH KpaMIu
CKeJIETHATA CHCTEMA B Heuectu Aptpanrus, Muanrus, 6onka B rop6a
CHEAHHHTEHATAR THKAH
Hapymenus na 6u6peunte u | Heuectn HapyiieHo ypuHupaHe, HOLIHO ypHHHpaHE,
NHKOYHHTE MHTHIIA YBEJIMYEHA 4EeCTOTa Ha YPHHHpPaHe
Hapywenuns na Heuectu HMnotenTHOCT, rHHEKOMACTHS

O0mn papymenns u epexTn

MHoro yectu

Otok

HA MACTOTO HA NPHJIOKEHHE YectH VYMopa, actenns
Heuectn I'pbana 6onka, Hoska, HEPA3MONOKEHHE
Hsciaenanns Heuecrtu VBenuueHo TesecHo Terno, HamaaeHo

TEJJCCHO TENNO

*Hali-ueeto CBBP3aHO ¢ XonecTasa

C'bDﬁLLI,ElBaHe Hda MOA03HPAHH HEXKENAHH peaKlHK

Crob1uaBaHeTo Ha MOO3MPAHH HEKENAHH PEaKLIMK Clle/l pa3peluaBaHe 3a ynotpeba Ha JIEKapCTBEHHUS
MPOJKT € BaxkHO. ToBa Mo3BoNsABA Ia NPOABIDKM HAGIONCHHETO HA CHOTHOLIEHMETO NMOM3a/PUCK 3a
JeKapcTBEeHUS NPOAYKT. OT MEANIIUMHCKHUTE CEMATMCTH Ce M3HUCKBA Ja ChOOLIABAT BCSKA
TNI003Mpata HexelNlaHa peaKiys Ypes M3mbiaHUTeNHa areHius 1o jekapcTBara yi. ,,Jlamsau ['pyes” Ne
8, 1303 Codus, Ten.: 1359 2 8903417, yeGeaitr: www.bda.bg.

4.9 Ilpenosupane

OnuThbT NpH XOpa CBC CB3HATEIHO MIPpeAO3HpaHE € OrpaHUuycCH.

CumMmmrroMu

Hanuunute nauuu npennonarar, 4e 3HaUMTENHOTO Mpefo3MpaHe 61 MOTIIO /1a HOBE/E A0 TeKKA
nepudepHa BasoAMNIATALIS U BEPOATHO 10 pedhieKTopHa Taxkkapaus. ChOOIIABAHO € 3a H3paseHa 1
BEPOATHO NPOAB/KHTEHA CHCTEMHA XMIOTOHHMS IO IIOK, BIJIIOYMTETHO LIOK C (aTaleH H3XO,.

Hekapauorenen Genonpoben otok ce chobuiara psaKo KaTo NOCHeUIa OT IPeIO3UpPaHe ¢
aMJIOJIMIIHH, KOWUTO MOXeE /Ia Ce MPOsBH ChC 3abaBeHO Hauao Ha edekTa (24-48 uaca cren
MOTTBIIAHE) ¥ [1a H3MCKBA U3KYCTBEIIA BEUTHIALMA. PaHHNTE peaHHMAHOHHU MEPKH ( BIIIOYUTENHO
HaTOBAapBaHe C TEYHOCTH) 3a MOJAbPXKAHE Ha epdy3uarTa U ChbpaeuHUs NeOuT Morar a Gbaar

yCKopsBaiuu (akTopH.

JleueHue

Knunnyho 3naummara XHIIOTOHHA, Ab/DKalla Ce Ha NMPEeAO3HpaHe C aMJIOAUIIAH, H3MCKBA AKTHBHO
NOAABPKAHE HA ChPACYHO-CBJOBUTE CI)yHKL[IfII/I, BKJIFOYHUTE/IHO HECTO MOHUTOPUPAHE HA CbpAcYHATA U

AuxarejaHara (byHKI_lPII/I, MOBAWUrraHe Ha Kpai;lHI/II_II/ITe H NOOABbPXKAHEC Ha LIHPKYIIAaTO

AHypes3ara.

HpPI YCJIOBHE, Y€ HAMA NPOTUBOIIOKA3aHMs, 34 B3CTAHOBSIBAHE HA TOHYyCa
HajisiraHe MOXKeE [a € OT M0JI3a NPHJIOKEHUETO Ha BAa30KOHCTPHUKTOD. HHTpa
TJIDKOHAT MO3Ke [1a € OT MOJI3a 3a MPEONOJISIBAHE Ha e(beKTa Ha 6ﬂ0KaIla Ha




B Hakou cydan MojKe a e OT M0/13a CTOMAIIHATA TPOMMBKA. ITpunoxeHneTo Ha aKTUBEH BBIJIEH MPH
3apaBH 106poBOJILM A0 2 yaca ciie npueM Ha 10 mg aMJIOJUNHH € IOKAa3aJ10 HaMaJIABaHE CTEleHTa
Ha abcopOUMs HA aMJIOAMITHH.

Twii kaTo AMJTOJIMITHH C€ CBBP3BA BbB BUCOK MPOLIEHT € MJIa3MEHUTE MPOTCHHNU, AHAJIM3aTa BEPOSITHO
HAMa Ja uMa nonsa.

5. ®APMAKOJIOTWYHHU CBOMCTBA
5.1 dapmakoaHHAMHYHH CBOWCTBa

dapmaxoTepaneBTHYHA IpyMa: KaJLHEeBH aHTATOHUCTH, CENIEKTHBHH KAJILIEBH AHTATOHUCTH C
TPEAMMHO CHAOBO ACHUCTBHE, AMXHAPONUPHAUHOBH Tipou3BoaHn. ATC kox; CO8CAO].

Amtoaunui e MHXHOUTOP Ha HHGITyKCa Ha KaJILHeBUTe HOHHM OT AMXUIPOTIHPUIMHOBATA IPyNa
(6nokep Ha GaBHUTE KAHANIK WJTH AHTATOHKCT HA KAILMEBHs HOH) M OTHCKA TPAHCMEMGPaHHOTO
HaBJIM32HE HA KAJILIMEBH HOHH B KIIETKMTE HA ChPACYHATA U Ch0BATA [JIA[IKa MYCKYIaTypa.

MeXaHH3MBT Ha aHTHXMIIEPTEH3MBIIOTO AHCTDHE 110 AMIIO/HITHH CC TbJKH HA JHPEKTEH PeTaKcHpaL
ebexT BbpXy ChAOBaTA INIafKa MyCKynaTypa. TOMHHAT MEXaHUIBM, T10 KOWTO aMIIOAMIMH O6IeKyaBa
CTEHOKApJMATA, HE € HAITBJIHO U3SCHEH, HO aMJIO[IMIMH HAMANSBA OOLIOTO HCXEMHUYHO HATOBapBaHE
10 CIEHUTE Ba HAYHHA:

1) AmoaunuH Npeny3BUKBa NWIATALMS Ha MepUEPHATE apTepHOH U Taka pelyLHpa OGLIOTO
nepudepHO ChIPOTUBEHHUE (CIEIHATOBAPBAHETO), CPELLy KOETO ChpLeTo paboTH. Thil kaTo
Chp/IEHHATA YECTOTa OCTaBa CTabMIIHA, TOBa OTOpEMEHsBaHE Ha ChPUETO HAMANISIBA EHEPrUiHATA
KOHCYMAaUHs ¥ KHCIIOPOAHHTE Hy>KAH Ha MHOKap/a.

2) Mexanu3MBbT Ha JeHCTBYE HA aMITONUIIMH CHILIO TaKa BEPOSTHO BKJTIOUBA JHIATALMS HA FIABHUTE
KOPOHApHH apTeprH W KOPOHAPHHUTE aPTEPHOJIH, KAKTO B HOPMA/IHUTE, TAKA M B HCXCMUYHHUTE
obnacty. Tasu aunaralys NoBHILIABA JOCTABKATA HA KMCIIOPOA HA MHOKAP/IA [TPH TTALMEHTH C
KOPOHapeH apTepHalieH cra3bm (aHruHa Ha Prinzmetal winn BapuaHTHa cTeHOKapaus).

IIpu nauueHTH ¢ XMNEPTOHMS, NPHIIOKEHHETO EAHOKPATHO HEBHO OCUIYPSBA KIIMHHUYHO 3HAYUMO
NIOHWKEHHE Ha KPBBHOTO HAJIAraHe KakTo B JIETHANIO, TaKa H B M3MIPaBEHO MOJI0KEHHE, 3 HHTEPBAJ OT
24-yaca. Ilopanu 62BHOTO Hauano Ha feliCTBHE, OCTPaTa XUIIOTOHUS HE € XapaKTepHa 3a
NPUIIOKEHHUETO Ha aMITOJMITHH.

ENHOKpaTHOTO HEBHO NPHIOKEHHE Ha AMIIOJMIUH [IPH NALMEHTH ChC CTEHOKAPAHS [IOBHINABA
061I0TO Bpeme Ha GU3UUECKO HATOBAPBAHE, BPEMETO [0 HAYANOTO HA AHPMHO3EH HPUCTHI H BPEMETO
3a aenpecus Ha ST-cerMmenTa ¢ 1 mm u HamMansABa KaKTO YECTOTATA HA CTEHOKAPAHMTE MPUCTHIIH, TaKa
¥ np¥eMa Ha TableTKH HUTPOITIHIIEPHH.

AMIIO}II/II'IPIH HE C€ CBLp3Ba ¢ HUKAKBU MEeTa0OIUTHH HEXEIaHU e(beKTI/I WJIH [IPOMEHH B MJIA3MEHUTE
JIMNKHH H € IOAXOAALL, 3a JICUCHHUE Ha IMalUEeHTH ¢ acTMa, nuaber u noaarpa.

[Mpunoxenue npu nauuenTy ¢ nexemudna Goaect Ha cwvpuero (UBC)
EdexTrBHOCTTA Ha aMITOAMIHH 32 MPO(UIAKTHKA HA KITMHMYHHE HHIMICHTH IPU MALMEHTH C
ucxemuyHa Gonect Ha chpueto (MBC) e oLieHeHa B HE3aBUCHMO, MHOTOLIEHTPOBO
ABOHHO-CIIAIO, MNaue60-KOHTPONHPAHO KIHHHYHO NpOyYBaHe Npu 1997 natu
AMJIOIMIIMH CTIPAMO €HAIIANpHII 32 OrPaHHuYaBaHe Ha NOsIBATa HA TpomM6o3a (€
Amlodipine vs Enalapril to Limit Occurrences of Thrombosis) (CAMELOTY. @1/t
Cca JIEKyBaHU C aMJIOAMITHH 5-10 mg, 673 nauueHTH ca IeKyBaHu ¢ eHananp bl rn__

=
IMMalfHECHTHU Ca JICKYBAHH C rmaue60, B JOMMBJIHCHHUE KBM CTaHOApTHA Tepam{ﬁ HE

L=

Gn0KepH, AMYPETHLIM U aCHIHPHUH, B IPOABIKEHHE Ha 2 roAuHH. OCHOBHHTE pesniaTi

€(hUKACHOCTTA OT JIeYEHHUETO ca NpeAcTaBeHy B Tabnuua 1. Pesynrature noxat:ggh*g;}%neqe’w
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aMJIOAMITHH € CBBP3aHO C MO-MAIKO XOCMHUTATH3ALUH 32 CTEHOKAPIUS U MPOLICAYPH 32
peBaCKyJlapyusauds Lpy llauueHTu ¢ MbC.

Tab6anna 1. YecToTa Ha 3HAYHMHTE KIMHHYHH cbOHTHA ipn CAMELOT

YecToTa HA CHP/EYHO-CHAOBHTE AMNOIHNAH cpamo maaunedo
cnOuTHA. Opoii (%)
Knunuunu cuburus Amnopunun | Ilnanebo | Enananpun | KoeduuweHnt na P-
puck (95% ) | crobiHocT
[IbpBHYHA KpaiHa TO4KA
He>xenanu cwpaeuHo- 110 (16,6) | 151 (23,1) | 136(20,2) | 0,69 (0,54-0,88) 0,003
CBbIOBH CHOUTHS
OTnenHn KOMIIOHEHTH
Koponapna 78 (11,8) 103 (15,7) | 95(14,1) 0,73 (0,54-0,98) 0,03
pCBacKynapH3aLs
XocnuTaau3alus 3a 51(7,7) 84 (12,8) 86 (12,8) 0,58 (0,41-0,82) 0,002
CTEHOKapaus
Hedaranen MU 14,1 19 (2,9) 11(1,6) 0,73 (0,37-1,46) 0,37
Hucynr unu THA 6 (0,9) 12 (1,8) 8(1,2) 0,50 (0,19-1,32) 0,15
CppaeyHo-cb0Ba CMBPT 5(0,8) 2(0,3) 5(0,7) 2,46 (0,48-12,7) 0,27
Xocnuranuzauus 3a 3CH 3(0.,5) 5(0.8) 1 (0.6) 0,59 (0,14-2.47) 0,46
Ipexcursiv chpaeuex 0 4 (0,6) 1(0,1) NA 0,04
apect
Hosomnossuna ce 5(0,8) 2(0,3) 8(1,2) 2,6 (0,50-13,4) 0,24
nepucdepHa chaoBa
6onect

Cexpawenus: 3CH, 3acToiina cbpaeuHa HepocrarbyHocT; U, noseputeneH HuTepsan; MU,
muokapaeH nHdapkt: THA, TpaH3nTOpHH HCXEMUYHU aTaky.

[IpHiioyKeHHe NpH MALHEHTH CbC ChPAEYHA HEOCTATBYHOCT

XeMoanHaMU4HH M3CNEBaHUS U KOHTPOJIHPAHH KITMHUYHY IPOYYBAHHS ¢ GPM3MUECKO HATOBAPBAHE
[IpY MAaLMEHTH ChC ChpaeyHa HenocTaTbyHOCT Kiac II-IV no NYHA nokassart, ye aMIoqMNHMH He
BOJIM 10 KJIMHUYHO BJIOLIIABAHE, OLIEHEHO Ype3 TOJEepaHca KbM QU3HYECKO HATOBapBaHe, PppakumsaTa
Ha M3T/IaCKBAHE Ha J1ABaTa kaMepa U KIHMHHYHATA CUMIITOMATHKA.

[TInaue6o-konTponupaHo KinHK4HO npoyusaHe (PRAISE), npenHa3HaueHO 3a OLGHKA Ha MALIUEeHTH
ChC ChpaeyHa HetocTaThuHOCT Kiac III-IV no NYHA, nonyuasaum aurokcus, quypetuuyd u ACE-
UHXUOUTOPH, € NOKA3aNI0, Ye AMJIONHITHH He BOAH [0 MOBHULUABAHE HA PHCKA OT CMBPTHOCT HITH
KOMOMHHPaHa CMBPTHOCT U 3a00J1EBAEMOCT NMPH ChPACYHA HEAOCTATBYHOCT.

B npocaeassauio, 1p1rocpouso, niaue6o-KOHTPOAUPaHO KiIMHU4YHO npoyusaHe (PRAISE-2) ¢
dMJIOJIMIIUH [1pY NaUUEHTH ChC ChpAeyHa HeAocTaThYHOCT Kiiac III-IV no NYHA 0e3 knunuunu
CHMITOMH WM OOEKTHBHH HAXOJIKH 33 Bb3MOXKHA HIIM HAUTHYHA HCXEMUYHA 60JIECT HA ChPLIETO, HA
nocrosiHHHa Tepanus ¢ ACE-uHXU6UTOpH, TUTHTAMC B JUYPETHLIH, AMJIOUIIUH HiAMa eDEKT BEPXY
ob1mara Cbpe4HO-ChI0BA CMBPTHOCT. [IpH chlyaTa Nomyauus NPHIOKEHHETO HA AMIOJHIINH €
CBBP3aHO C YBEJIMUYEHA YECTOTA HA ChOOLIEHHA 3a 6eToapoOeH OTOK.

Hanureane 3a npodunakrtuka Ha cepaedeH npuctsn (ALLHAT)

[IpoBeieno € paHIOMH3HPaHO, ABOWHO-CJIANO, OLEHSABALIO 3a00IEBAEMOCTTA H CM
KJIMHUYHO Mpoy4BaHe - M3MuTBaHe Ha aHTHXUIIEPTEH3MBHO M JIMIIMAOTIOHHKAB
npodunakTrka Ha cepaedeH npuctbi (Antihypertensive and Lipid Lowering
Heart Attack Trial) (ALLHAT), 3a cpaBHsBaHe Ha N0-HOBHUTE JIEKAPCTBEHHU T
10 mg aHeBHO (610Kep Ha KaTLMEBHTE KaHAIM) MM Ju3uHonpun 10-40 mg
MHXHOHUTOP) KAaTO TepaUH OT TbPBa JIMHUS CIIPAMO JIEYEHHE C THASHIHUS 11
12,5-25 mg n1HeBHO MpH Jieka 0 yMepeHa XUIIEPTOHMS.




O61wo 33 357 naumeHTH ¢ XMNEepTOHUs Ha BH3PACT 55 rOJAMHY HJIH MO-BH3PAcTHH, ca GHiH
paHIOMHU3HpaHu U nipociiefieHu cpenHo 3a 4,9 roaunu. [lauueHtuTe ca MManu Hall-MaJIko olue eqUH
puckos dakrop 3a UBC, BIOIIOUHTENTHO NMpeaxoaeH MUOKapaeH MHGAPKT MK MHCYNT (> 6 MeceLa
NpeK BKIIOYBAHE B [IPOYYBAHETO) WM IOKyMEHTHPAHA JIpyra aTepoCKIepOTHYHA KOPOHAPHA ChA0BA
Gonect (0610 51,5%), quaber tun 2 (36,1%), HDL-C < 35 mg/dl (11,6%), JieBOKaMepHa
XHIIEPTPODHS, AHArHOCTULIMPAHA C eEKTPOKAPAMOrpamMa UK exokapauorpadeku (20,9%),
TIOTIOHONYLIeHe (21,9%).

ITspBuyHara kpaiita Touka e chueTanue ot darana MBC unu Hedatanen MuokapieH HH(apKT.
Hsima 3HaunMa pasnvka B MbpBHYHATA KpaifHa TOYKA MEX/y TEPAHATa C AMIOMHMIUH H XJTOPTATHAOH:
RR 0,98 95% JTN [0,90-1,07] p=0,65. Cpen BTOpu4HHUTE KPAHHH TOYKH, YECTOTATA HA ChPAEHHA
HEJOCTATBYHOCT (KOMIIOHEHT HA ChCTABHATA ChPAEYHO-CHI0BA KPaiHA TOUKA) € 3HAYHTENHO M0~
BHUCOKA B rpyrarTa Ha aMJIOAUIINHA, B CPaBHEHHE ¢ rpynara Ha xjnopranunoH (10,2% cpewy 7,7%, RR
1,38, 95% 1N [1,25-1,52] p<0,001). Bce nak, Hima 3Hauuma pasiauka B obiata CMBPTHOCT MEXIY
TepanyATa ¢ aMJIIOJHINH ¥ TepanusTa ¢ xyopranuaos: RR 0,96 95% AU [0,89-1,02] p=0,20.

[Ipunoxkenue mpu nena (Ha Bb3pacT 6 roAMHU H MoBeye)

IIpn npoyusane, BrmouBaimo 268 neua Ha Bb3pacT 6-17 roauHH, IPeIMMHO C BTOPHYHA XHIIEPTOHHS,
CpaBHSIBAHETO Ha 1032 OT 2,5 mg U 5,0 mg aMIOJUMKH ¢ Tiauebo NoKa3Ba, 4e M ABETe J03H
MOHIKABAT CHCTOJIMYHOTO KPBBHO HAIATaHe 3HAYMTE/IHO NoBeye oT Mmianebo. Pasnukarta mexay
MBETE JIO3H HE € CTATHCTHYECKH 3HAYNMA,

Hbarocpoutute eekTH Ha aMIIOJMITHH BBPXY pacTeka, MyGepTeTa U o6IIOTO pa3BUTHE HE ca
npoy4Basy. [[bIrocpoyHaTa epuKaCHOCT HA AMIIOMITHH MPY TEPAINHUS B JETCKA BH3PAcT U 3a
HamalifiBaHe Ha ChpAEYHO-CH0BATA 3a001€BAEMOCT H CMBPTHOCT IIPU Bb3PACTHH CBLIO HE €
yCTaHOBEHa.

5.2 ®apmakoKHHETHYHH CBOHCTBa

Abcopdums, pasnpeiesenne, CBbP3BaHE ¢ MIa3MEHHTE NPOTEHHH

Crien mepopasiHo MpUIoKeH|e Ha TepPANeBTHYHH 103K, AMIIOIUNUH ce pe3opOupa 105pe KaTo
MaKCHMAJTHUTE TUIa3MEHH KOHUECHTPALMK Ce JOCTUraT Mexay 6-12 yaca cien npreMa. YCTaHOBEHO €,
4e abCcoMoTHATa GHOHATMYHOCT € Mexkay 64 1 80%. O6eMBT Ha pasnpeneneHUe € MPUOTH3UTENHO

21 Vkg. lanture oT in vitro mpoy4BaHHs N0Ka3Bar, ye NPUGIM3HTENHO 97,5% OT LUMPKYIHPAIHS
aMJIOJHIIMH € CBbP3aH C [U1a3MEHUTE MPOTEHHH.

AGcopbuusaTa Ha aMNIOHMIIHH He Ce BIIMsAE OT NPHeMa Ha XpaHa.

Buorpancthopmauus/enumunnpane

Kpa#tHusaT ninasmen nomysxHsot e okosio 35-50 yaca U ce 1OCTUra MpH €JHOKPATHO JHEBHO
NPHIIOKEHHE. AMIIOAMIHH C€ MeTabOTH3Hpa B 3HAYMTESHA CTENEH OT YEPHHS Apo6 10 HEAKTHUBHU
MeTabOoNIUTH, KATO B ypHHATa ce eKCKpeTHpat 10% OT JIekapcTBOTO B HempoMeHeH BHA U 60% ot
metabonurure.

Yepnoopobro yspesicoane

Hanuynu ca MHOTO OrpaHMU€HH NaHHM 3a MPUIIOKEHHETO HA AMJIOAHMITHH MPH NALMEHTH C
4epHOPOOHO HapylueHue. [TauueHTHTe ¢ YepHOAPOGHA HEAOCTATEYHOCT HMAT MOHIDKEH KITUPBHC HA
aMJIOIUIMH, BOAELI| A0 MO-ABJIBT MOJIY>)KHUBOT U NoBHIIaBaHe cToiHocTHTe Ha AUC ¢ npubnamsuTtenHo
40-60%.

Cmapuecka ev3pacm
Bpemero 3a mocTrrane Ha MaKCHMAJTHY TUIa3MEHH KOHLIEHTPALHK € CXOIHO



Ileouampuuna nonynayus

ITpoeaeHo e nomynauuoHHO GapMaKOKHHETHYHO MPOy4BaHe NpK 74 elia ¢ XMIIEPTOHUS Ha Bh3PacT
ot 1 no 17 ronuuu (34 naumeHTH Ha BB3PacT oT 6 10 12 rogunu n 28 NauueHTH Ha Bb3pacT oT 13 1o
17 roannm), nonyyasaiuy aMmIOMMIKH B 103K Mexay 1,25 mg u 20 mg, MpHeMaHy eAHOKPATHO MK
ABYKpAaTHO 1HeBHO. Ilpu neuara ot 6 no 12 roauuu U npu HowuTe oT 13 10 17 roAMHM THIHYHUST
nepopaneH kiupbHC (CL/F) e 6un cvoteeTHo 22,5 u 27,4 1/uac npu momuera u 16,4 u 21.3 1/uac npu
MomuueTta. Habmonasana e rosMa BapHabHIHOCT Ha eKCMNO3ULIMATA MY HHIHBHIHTE.
Cbo0uieHnTe NaHHK NMPU fieua NojA 6 rOAMHK Ca OrpaHHUEHH.

5.3 Ilpeaxknmmuu4Hu naHHHU 32 Ge30macHOCT

Penpooyxmuena moxcuunocm

PenponykTvBHM NpoyuBaHKs MPH MILXOBE M MUIUKH I0KA3BAT 3aKbCHABAHE HA JATATA HA PAXKIAHE,
YABIDKEHA NMPOABIKUTETHOCT HA PAKAAHETO M HAMAJICHA XKH3HECTIOCOGHOCT HA OTOMCTBOTO [PH
1034 NMPUOTU3HTENHO 50 MHTH MO-BUCOKH OT MAKCHMAJIIUTE NPENOPHUUTENHH O3 MPH XOpa,
U34YHCIeHH Ha 6a3a mg/kg.

Hupywenw svs hepmurumema

Hsma eext BbpXy GepTunnTeTa Ha MIBXOBE, TPETMPAHH C AMAOIMITHIT (MIIKKH 64 JIITH H HKCHCKH
14 nuv npenw onnoxaane) B 103w oo 10 mg/kg/nen (8 mbTu* MoO-BUCOKH OT MaKcHMManHATa
MpenopruMTeNH 3a Xopa 1032 oT 10 mg na 6a3a mg/m?). B npyro npoyusaHe npu misxoBe, npu
KO€TO MBIKKH LTbXO0BE Ca TPETUPaHH ¢ amyoannuH 6esunar 30 iHu, ¢ 103a, CpaBHUMA C JO34Ta MIPH
Xopa, u34HciicHa Ha 6asa mg/kg, ca ycTaHoBeHH MOHWKEH MIa3MeH (JOJIMKYAO0CTHMYITHPALL XOPMOH 1
TECTOCTEPOH, KAKTO Y MOHIDKEHH IITBTHOCT Ha crnepmaTa v 6poii Ha 3penu CepMaTHAK W CEPTOIMERH
KJIETKH.

Kapyunozceneza, mymazenesa

Hsma fnaHHM 3a KapUHHOr€HHOCT MPH [UTBXOBE W MHLIKM, TPETHPAHH ABE FOIWHH C aMJIOAHUIIHH B
AueTaTa B KOHUCHTPALUKWH, H3YHCIICHH [1a OCUTYPAT THEBHHU [030BU HuBa o1 0,5, 1,25 1 2,5 mg/kg/nen.
Haii-Bucokara 103a (Ipy MULIKH - GNU3Ka 10, & TP ILTbXOBE - [BA MBTH* MO-BHCOKA OT
MaKCHMallHaTa NpenopbYMTEIHA KIHHHYHA 1032 OT 10 mg, u3uucnena 3a mg/m?) e 6una 61M3Ka oo
MaKCHMATHO IOIyCTHMATa 034 32 MULIKH, HO HE U 34 ILTbXOBE.

HpquBal-mﬂ 3a MYTar€eHHOCT He€ IOKa3BaT HeKapCTBeHO-OGyCHOBeHH e(beKTI/I HUTO Ha '’CHHO, HUTO HAa
XPOMO3OMHO HHBO.

* u34KcneHa 3a nalueHTy ¢ terno 50 kg

6. PAPMAHEBTUYHHA JAHHA
6.1 CnHCbK HA IOMOUIHHTE BeleCTBA
Kanuues xuaporendocdar auxuapar
Llenynosa, MUKpOKpHCTaIHA

CHIHIMER TUOKCH], KONOUAEH Ge3BOACH
Hatpues Huecten riukonar (Turn A)
Marue3ues creapar

6.2 HecbBMeCTHMOCTH

Henpunoxumo

6.3. Cpok Ha rogHocT

3 roguan
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6.4 CpoenHa/iHH YCJIOBHS HA CbXpaHEHHe

Ha ce cbxpansBa npu Temmnepatypa nog 25° C. Jla ce chbxpaHsBa B OPUTHHAIHATA OlIAKOBKA, 3d /13 Ce
Tpenrasy OT CBETIHHA.

6.5 Bua H chABbpiKaHHE HA ONAKOBKATA

Amnopunun Exkodapm 5 mg Tabnetky ce npeyiara B Henpospaunu 6nuctepu ot PVC/PVDC/AL
¢onro, onakosaHy B KapTOHeHa KyTHs, chabpkatia 10, 14, 20, 28, 30, 40, 42, 50, 56, 60, 70, 80, 84,
90, 98 unu 100 TabneTky TabNETKH.

He Bcuuku BumoBe onakoBku Morar na 6baar MyCHaTH Ha Masapa.

6.6 CneumajHH NpeANa3HH MEPKH NPH H3XBbPJsiHe H paGoTa

IlaMa cneuuanyy U3MCKBaHU.

7.  IIPUTEXATEJI HA PABPEINEHHUETO 3A YIIOTPEBA
Exodapm I'pyn Al

ya. Atanac dykon Ne29, er. 3,

1407 Codus, bunrapus

ten.: (02) 906 90 70

daxc: (02) 906 90 71

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEFA

Per. Ne 20180145

9. JIATA HA ITbPBO PA3PEIMIABAHE/MIOJHOBSIBAHE HA PA3SPEIIIEHUETO
3A YIIOTPEBA

Jara Ha mppBO pasperuaBade: 21 onu 2018 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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