KPATKA XAPAKTEPHCTHKA HA IIPOAYKTA

1. HME HA JJEKAPCTBEHHSA ITPOJAYKT
AMJOJHITHH EKODPAPM 5 mg TabneTku
AMLODIPINE ECOPHARM 5 mg tablets

2, KAYECTBEH H KOJIMYECTBEH CECTAB

Beaka tabnetka chabpika 6,935 mg amnoaunuuos 6esunar (amlodipine besilate), ckuBaneHTes Ha 5
mg amaoauniH (amlodipine).

3a MbAHHA CHMCHK HA MOMOLHHTE BEIECTBa BHXKTE TOUKA 6.1.

3. JEKAPCTBEHA ®OPMA
Tabnetka

benn o nowy Henu KpBrau NBOHHOM3TBEKHANM HeoBBHTH TabneTkH ¢ penedro H3obpaxeHue ,E 21
OT eAHAaTa CTPaHa M JC/IMTEHA YePTa OT APYrara.

Tabnetkara Mosxe na 6bae pasnenena Ha ABe PaBHH MOJNOBHHM.

4. KJHHHWYHH JAHHH

W3MBIHWTENHA ATEHLUMA 10 NEKAPCTBATA

4.1 TepanesTHYUHH TOKA3AHAA

MWMW-MI

XHMepToHHA Kom Pos. Ne ... 2‘7/ f ﬁ /'%5

..........

XpoHu4Ha cTaGHIIHA CTEHOKApIHA

BazocnacraiHa creHokapaus (aHruea Ha Prinzmetal) Paspewsiie e £208Y 30-03- 023

BOMAMP - ... vvrsrcsvnas AT

4.2 [Io3APOBKA H HAYHH HA NPH/IOKEHNE OgoGponue Ne " A [
O3HPOBKA
Bvapacmuu

ObnualinaTa sauanHa 1034 NPH XMIEPTOHHS H MPH CTEHOKAPAKA € 5 Mg AMIOIHITMH EAHOKPATHO
AHEBHO, KATO MOXKE 112 C€ YBEJIHYH 10 MaKCHManHa A03a oT 10 mg criopes TepaneBTHYHOTO
[OBJIHABAHE HA NaLHEHTA.

IlpH maumeHTH ¢ XMIEPTOHHSA, AMIIOAHIHH CE H3MO/I38a B KOMOHHALA ¢ THA3HAEH JUYPETHK, anda-
G1okep, Gera-6nokep WM MHXHOUTOP HA aHTHOTEH3HH-KOHBEPTHpaLUMs exsum. [Tpu cTeHoKapaus,
AMJICTHNHH MOjKe N1 C€ M3TI0N3Ba KATO MOHOTEPAIHA HIH B KOMOHHALMA ¢ APYTH AHTHCTEHOKAPIHH
JICKAPCTBEHH NPOIYKTH NMPH NAHEHTH CBC CTEHOKAPAHA, KOATO HE CE MOB/HABA OT HUTPATH M/HAH
CHOTBETHH 034 GeTa-OnokepH.

He ce Hanara kopexurs Ha 103aTa Ha AMJIOJMIIMH MPH €JHOBPEMEHHO MPHIION
AuypeTHLH, BeTa-0n0KepH 1 HHXHOHTOPKH Ha AHIHOTEH3HH-KOHBEPTHPALUMA €]




Crie IHATTHH TTONYAaLMH

Hlayuenmu 6 cmapuecka ev3pacm

AMJIOAHITHH, H3NONI38aH B CXOAHM 03K IPH NAUKEHTH B CTAPUECKA BH3PACT H MPH T0-MITagH
MaiHeHTH, Ce NOHACH eHaKBo A00pe. TIpu naLkeHTH B cTapuecka BB3PAcT ce Mpenopbusa odnyaiusg
0308 PEXKHM, HO [IOBHILIABAHETO HA 03aTa TpA0Ba /1a CTARa BHUMATENHO {BX.TOUKH 4.4 1 5.2).

layuenmu c yeproopobro yepexncoane

JO30BHAT pexHM NpH NALMEHTH ¢ IEKO A0 YMEPEHO YEPHOAPOSHO YBPEK/IAHE HE & YCTAHOBEH H
3aT0Ba H30OPBT Ha 1032 TpAbRa fa Gb/ie HAPaBEeH BHUMATENHO, KATO TPAGRA 13 Ce 3aTouHe OT Haii-
HHCKaTa BE3MOXKHA 11034 (BK.TOUKH 4.4 1 5.2). PapMakOKHHETHIHHTE CBOHCTBA Ha aMIIOAMIIAH TIPH
TEHKKO YEPHOAPOOHO YRpeKaaHe He Ca NPoyuBaHH. [IpH NALUMEHTH C TEKKO 4epHOAPOGHO yBpexKaane
NEYEHHETO € aMA0AUNUuH TPAOBA N2 3anoune ¢ Hali-HucKaTa 103a ¥ Aa ce THTPHpa DaBHO,

Iayuenmu ¢ bv6peyno yepexcoane
[IpoMeHHTe B MIa3MEHATS KOHLUEHTPAUMK HA AMJTOIMIHH He ¢4 3aBHCHMH OT CTENeHTA Ha GBLOpeUHO
YBPEXKIAHE H 338TOBA CE MpenoppyuBa 00H4YaiHA NOIUPOBKA. AMITOAMITMHE HE MOXKE [1a CE JTUATH3HPA.

Ileouampuna nonyrayus

Jletta ¥ IOHOUIK ¢ XMTIEPTOHHSA Ha BB3pacT oT 6 10 17 roaunu

IpenopbunTentara aHTHXHINIEPTEH3HBHA NEPOPATHA /1034 TIPY NEAHATPHYHH IALKMEHTH Ha BL3pacT 6-
17 ronnHu € 2,5 mg eHOKPATHO AHEBHO KATO HAyaHa J03a, THTPHPAaHa BIOCIIEACTBHE 10 5 mg
€THOKPATHO JHEBHO, aKO CNe] 4 CEIMHLIM He Ce JOCTHTHE XKeJIAHOTO KPERHO Hanarade. J{o3u van

5 Mg AHEBHO HE Ca NPOYYBAHH MPH NMEIHATPHYHH NALMEHTH (B, TOHKH 5.1 11 5.2).

Heya na sv3pacm nod 6 20dunu
Jluncear naHHM.

Hauun Ha npunokenue
TabneTka 3a nepopallHo npHoKeHHE.

4.3 IIporHBOmOKa3amAd
AMSOAMIINH € NPOTHBONOKA3AH TIPH MALMEHTH ChC:

- CBPLXYYBCTBHTEJHOCT KbM AHXMAPONHPHAHHOBH MPOU3BO/IHH, AMIOIHIIHH HIH KbM HAKOS
OT MOMOILIHKUTE BellECTBa, H30POeHH B TOUKa 6.1;

- TeXKa XHIOTOHHA,

- LIOK (BKIIOYHTENTHO KAPAHMOI€HEH LIOK);

- OOCTPYXUHMS Ha M3X0[1a Ha JIABA KAMepa (HaNp. BUCOKOCTENCHHA a0pTHA CTEHO3);

- XCMOJIMHAMHYHO HECTabHITHA ChPAEYHA HEAOCTATEHHOCT Clle] OCThP MHOKapaeH HH(apKT.

4.4 CroenHannH NpeIyNpeIeHAs H HPeANA3HE MePKH NPH YHOTpeda

Be3omacHOCTTa B ePHKACHOCTTA HA AMJIOAMIIHMH NPH XMIIEPTOHHYHA KPH3a HE €4 YCTAHOBEHH.

HaryeHTH Che ChPAEYHA HEAOCTATHUHOCT

[TauueHTHTe e ChpaEYHA HeAOCTATLYHOCT TPAGBA Na GbaaT NekyBauu ¢ BHAManue. [Ipu
ABJITOCPOYHO [L1211€00-KOHTPOIHPAHO MPOYYBAHE TPH NALKEHTH ¢ TEXKA ChPAEHHA HE0CTATEYHOCT
(xnac I n IV no NYHA) chobmasanara decTora Ha Genonpoden oTok e GHila MO-BUCOKA B IPyIaTa,
JIeKyBaHa ¢ aMJIOAMIKH, OTKOJIKOTO B M1auefo rpymara (8. Touka 5.1). BrokgpsT Rames
KaHaJTH, BKITFOYMTEHO aMIOZHUIHH, TpAOBA a ce M3MON3BAT ¢ MOBHLISHO B i
ChC 33CTOHHA CHPASYHA HEOCTATEYHOCT, THI KaTO MOFaT J1a (OBKIUAT P
CBIOBH CHOHTHS H CMBPTHOCT.

[ManyenTy ¢ yepHOAPOSHO YBpeXaaHe



HonyKMBOTET Ha aMIOANIIHH € Y/biKeH, a cToitHocTHTe Ha AUC ca nmo-BUCOKH NPH NALMEHTH ¢
HapyIleHa YepHoaApoOHa GYHKIUA; HE ca YCTAHOBEHH NPENOpbKH 3a Aosupane. CleA0BaTENHO
AMTOOHINHH TpﬂﬁBa Ja C¢ 3an04He ¢ Hal-HHCKATA A03a NpH MNOBHUWECHO BHUMAHHE, KAKTO B HAYAJIOTO
Ha ICYCHHETO, TaKA ¥ NIPH NOBHINABaHe Ha no3aTa. [IpH naumeHTH ¢ Texka yepHOApoOHa
HEIOCTATBYHOCT MOJKE 1a C& HAJIOXKH OABHO THTPUpAHE HA A03aTAa H BHUMATETHO MOHHTOPHpAHE.

IlanpenTy B cTapyecka Bb3pact
llouurapane ua fo3aTa pH NALMEHTH B CTAPYECKa Bb3PacT Tpa0Ba A3 ce u3BBPLLBA C BHUMaHHE (BK.
ToukH 4.2 1 5.2).

HMaupenT ¢ 6B6pedHO yBpeKIaHE

TIpu TakuBa nauueHTH aMIIOHIHH MOXKeE [a Ce Tpusara B obuuaiiny nosu. [IpoMeHHTe B Mna3MeHuTe
KOHIICHTpAllHH Ha aMJIOJMI{IHH HE ca 3aBHCHMH OT CTENCHTAa HA 6’56pellHOTD YBpCKOaHT. AMNOIHIIHH
HE MOXKE 1a ce qHalu3npa.

Amaonunuy ExodapM cbabpxa HaTpuii
Tora niekaperBo chaBLpXKa No-Mako ot 1 mmol vatpwii (23 mg) na TabneTka, T.€. MPAKTHUECKH HE
CHABLPKA HATPHE.

4.5 BsaumopeHcTBHe C IPYIrH NeKAPCTBEHH NPOAYKTH U APYTH (POPMA HA BIauMOJeicTBHE

Edexth Ha ApYIH JEKAPCTBEHH NPOAYKTH BHPXY AMIOIHITHH

CYP3A44 wnxubumopu

EAHOBpEMEHHOTO NIPHITOMKEHHE HA AMITOHIKMH ChC CHIHK 1K yMepeHd CYP3 A4 unxuburopu
(mpoTeasHn MEXMOUTOPH, A30/IHH NPOTHUBOTEGHYHH CPEICTRA, MAKPOIMAM KATO EPHTPOMMIIHH HiH
KJIAPHTPOMHLIHH, BEPANAMHI KM AMIITHA3EM) MOXKE Nid JOBE/E 0 3HAYHMO YBE/THIaBaHe Ha
€KCMO3HLHATA HA AMJIOHIIHH, KOETO [1a [IOBKLIM PHCKA OT XMNOTOHHA. KIIMHMYHATA 3HAYMMOCT Ha
TE3IH CbapMaKOKHHeTH‘{HH BapHaLlHH MOKe [a € NO-H3pa3zeHa MNpH MAHCHTHTE B CTAPYCCKA BB3PACT.
Toea MOke na HANOXW KNMHHYHO NPOCIICASBAHE M KOPEKLMA HA A03aTa.

CYP3A4 wnovemopu

IpH efHOBpeMEHHO MPHIOKEHHE Ha H3BECTHH HHAYKTOpH Ha CYP3A4 nna3sMeHata KOHLEHTPALUA Ha
aMIIOJIHITHE MOXe ia Bapupa. [fopanu ToBa, KpEBHOTO Hansrane TpaOBa a ce NPOCeABa H Aa Ce
0GMHCIM afanTHpaHe Ha 103aTa KAKTO 110 BpEME, Taka H CI¢/ eIHOBPEMEHEH IPHEM, 0CODEHO Che
cwiHd CYP3A4 uupykropu (Hanp. pHaMIHLUMH, ¥bIT KAHTAPHOH),

He ce npenopbusa ynotpeba Ha aMiofHnuy ¢ rpeiindpyT M COK OT rpeindpyT, Thil KaTo npu
HIKOH MauHeHTH OHOHANMYHOCTTA MOYKE Ja C& TIOBMLIM M 1a J0BE/E A0 3ACHIBAHE Ha
AHTUXHMMEPTCH3HBHHUTE EEKTH.

Haumponen (unghyzun)

Ilpu sxnBOTHY ca HaGMoNABaHY NeTanHa KaMepHa (GUBPHIALINS ¥ CHP/IETHO-CHIOB KOJAIC, CRLP3aHH
C XHMEPKATHEMHA Ciie]l NPUIOKEHHE HA BEPANaMIJT X HHTPABEHO3eH AaHTponex, [lopaau puck ot
XHIMEPKATHEMHA, Ce NPENOPBYBA J1a ce U30ATRa SAHOBPEMEHHOTO NMPITOKEHHE ¢ RHTATOHMCTH Ha
KATLHCBHTE KAHATIM KATO aMJIOMIMH [IPH MalHeHTH, NPeApazNoNoKeHH KbM MaJTHIHEHA
XHIEPTEPMHA M NMPH OBJIAJIBAHE HA MATTHTHEHA XMTIEPTEPMHA.

EdekTd Ha aMN0AHIKHH BEPX 'd JNIEKapCTBCHH Ml H

Edexrure Ha noHwxasaHe Ha aApTePHAITHOTO HAJIATaHE HA aMIIOAHITHH e HACT
MOHHKABALLMTE KPBBHOTO HANATaHE e(heKTH Ha APYTH JICKAPCTBEHH CPEACTB
CBOHCTEA.

Taxponumyc -G k z
ChbluecTByBa pick OT IIOBHLUIEHH HHBA HA TAKPOJMMYC B KPbBTA NPH enHonpeﬁeHﬁf) Hﬁmomeﬂuzc €

aMJIOJHIIHH, HO ll)apMaKOKPIHeTHqHHﬂT MECXAaHH3bM HA TOBA B3aHMOﬂeHC'I‘BHe HE €/ Fan’hﬂ“o\}\ﬁg@yj{eﬂ
\\ ”ELFMN‘

e



3a 1a ce H30erHe TOKCHYHOCT ¢ TaAKpOJINMYC, HPUTTONEIHETO Ha AMAOIHIMHE NPH NMAUHCHTH, JIEKYBaHH
C TaKpONTHMYC, M3HCKBA MPOC/IEIABAHE HA HHBATa HA TAKPOIMMYC B KPBETE H MPH HEOOXOAUMOCT
KOPHIUpaHe Ha A03aTa MY,

Hyxubumopu na npomeun, mapzemen 3a panavuyun (mTOR)

Huxuburopure nHa mTOR Kato cupoinMyc, TeMCHPOIHMYC H eBeporuMyc ca cybetpati va CYP3A.
Amnoaunun e cna® unxuGutop Ha CYP3A. Tlpu enHospemennarta ynotpe6a Ha mTOR uuxuGUTOpHY,
AMJIOZIUMKH MOKE 1A MOBHLIH excno3uumaTa Ha mTOR unxuGHTOpHTE.

Luxrocnopun

He ca nposeiaann npoy4sanus 3a ekapcTBEHH B3aUMMOEHCTBUA ¢ LMKTOCTIOPHH H aMNOAMIHH npH
3/1paBH 100POBO/ILM HIIH IPH APYTH NOMyNALKMK, ¢ M3KIIOYEHHE HA MALHEHTH C GBOpedHa
TPaHCTUTaHTaLM, KbAETO ce HaGmoaBaT NPOMEHTHBH NOBHIIEHKUA (cpeaHo ¢ oT 0% 1o 40%) Ha uaii-
HUCKHTC KOHLICHTpallMH Ha LHKIocnopuH. Tpsbsa a ce 0OMHCIM MOHMTOpHpPAHE HAa HUBATA Ha
LMKITOCMOPHH NPH NAIHEHTH ¢ OBOpeUHa TPAHCIIAHTALMA HA JICYEHHE C AMITOIMIHH, & N02aTa Ha
UMKAOCMIOPHH TPAOB2 Ja Ce HaManH CNopea HeoOXOMHMOCTTA.

Cumeacmamun

EnHoBpemMeHHOTO MisorokpatHo npunoxkenye Ha 10 mg awroaunn u 80 mg CHMBACTATHH € TOBETIO
20 77% NoBHLIeHa eKCIO3NIIHA HAa CUMBACTATHH B CPABHEHHE ChC CAMOCTOATENHO MPHITOKEHHE Ha
cnmBacTaThH. [IpH nauveHTH, NpHeMalLy aMIIOMIKH, 10334Ta Ha CHMBACTATHH TPAGBA Ja ce
orpaHs4u a0 20 mg AHeBHoO.

B KIMHHYHH NPOYUBAHNA 33 B3aHMONCHCTBHS AMIOIHIIMH HE NOBNHABA (PapMAKOKMHETHKATA HA
aTOpBacTaTHH, THFOKCHH HITH BaphapiH.

4.6 DepTRIuTeT, GPeMEHHOCT B KhpPMene

BpemeHHoCT
besonacHocTTa Ha aMITOAMNKH MO BpeMe Ha OPEMEHHOCT [IPH XOpPAa HE € YCTAHOBEHa.

B npoyusatna npu xHBOTHH TIPH BHCOKM 103H € HaBTIOAABAHA PerPOLYKTHBHA TOKCHYHOCT
(Bk.TOUKA 5.3).

Tpunoxerue no speme Ha GPEMEHHOCT Ce IPENOPLYBA CAMO KOTATO HAMA N0-5E30TIaCHa AITEPHATHEA
H koraro GonecTra cama Mo ceGe Ci HOCH MO-TONAM PHCK 32 MalKATa U ruiofa.

Kppmene

AMIIOTHAKH Ce eKCKPETHPA B KbpMaTa (pu xopa. YacTTa or fo3aTa Ha MaiikaTa, IONyHEHa 0T
KbpPMA4€eTO, € H3YHUCTIEHA C HHTEPKBAPTHIIEH AUANa3oH 3 — 7%, ¢ MakcHmyM 15%. EdekTiT Ha
aMIIOIHITMH BBPXY KbPMAu€TaTa € HenssecTed. Pellenye nanu aa ce npoabinku/MPeKheHE KEPMEHETO
M A3 C€ MPOBIDKI/NPEKBCHE TEPAMHATA ¢ AMIOAMITHE TPSOBA 12 CE BIEME KATO C€ UMa NPe/BHA
non3ara OT KbPMEHETO 34 AETETO W NoJI3aTa OT TEpanH4aTa ¢ aMJI0AMIIHH 3a MaHKara.

Deprunurer
Iipn HKOH MauMEHTH, TeKyBaHH ¢ GIOKEPH Ha KallHeBHTe KaHaH, ¢a crobileHH oOpaTHMH

GHOXMMMUHHM NPOMEHH B TTIABHMKATA HA CIEPMATO0MINTE. KMHMYHHTE NaHHH Ca HEAOCTATHYHH 110
OTHOWICHHE HA MOTEHLMATHKA epeKT Ha aMIIOAUIHE BLpxy depTHanTeTa. [IpH eaHO npoydsaHe npu
ILTBXOBE Ca YCTAaHOBCHH HEeXeNnaHH €eKTH BbpXy MBKKHA (epTHnTeT (BK . TOUKa 5.3).

4.7 Edextn Bbpxy cniocoSHocTTa 32 mMogHpane n paGora ¢ MATIHHKA

AMIOLHNHHE MOYXE N2 NORJIHsAE B cnaba 40 yMepeHa CTemeH CrocoGHO
MAUIHHA. AKO MAUHEHTHTE, IPHEMALIH AMIIOTHITHH, TIONYYAT 3aMaiiBaHe
rafeHe, cnocoOHOCTTa MM Ja pearupar Moxe Aa Obje HapyuieHa. Iper
BHHMaHHe, OCOOEHO B HAHATIOTO HA JIEYEHHETO.



4.8 HexenaHu nNeKapcTBeHH peakiHu

Ob6061enre Ha npoduna Ha GesonacHoCT

Haki-uecTo chofluaraHHTe HEXKENAaHH PEaKUMH 110 BPEME Ha JISYEHHETO ca COMHOAESHTHOCT,
3aMasHOCT, MaBoOOIHE, NANMUTALME, 3a4EePBsBaHe, KOpeMHa 5OJIKa, rajieHe, OTOLM Ha TIIE3EHHTE,

OTOK H ymoOpa.

TabnuueH CNMCBK HA HEXKESIAHHTE pCaKkHnHH

CiieqHuTe HeXenaHu JIeKapCTBEHH peakuuy ca Gnin Habmogapany v ChODIIARAHH TIO BPEME HA
JICHEHHETO € AMIIOAMITHH CBC CIIETHHTE YECTOTH: MHOro Yectd (>1/10); uectu (>1/100 10 <1/10);
HewectH (= 1/1000 no <1/100); peaxn (> 1/10 000 no <1/1000); muoro peaxu (< 1/10 000); ¢
HOH3RECTHA YECTOTA (OT HATMYHHATE JAHHH He MOXe /1a ObIe HAMpaBeHa OLEHKA).

IlpH BesAKo rpynupade B 3aBUCHMOCT OT HECTOTATA, HEXKENAHUTE NEKAPCTBSHH PEAKLIMH CE H30poaBaT
B HH3XO/ALY PEAl O OTHOIIEHHE HA TAXHATA CEPHOZHOCT.

CHeTeMo-gpranen KJac

YecToTa

HewxenanH peaknnn

Hapymeunn Ha KpLBTA H
JHM{pHATA CHCTEMA

MHoro penku

JleBkonenus, TpoMOOLMTONEHHA

Hapymenna Ha HMYHHATA
CHCTeMa

Mhoro penxu

ANlepruyHu peakiuu

Hapymwenun Ha merabosmsma | Muoro penxu Xunepruukemus

H XpAHEHETO

Icnxuunu HApYIeHHS Heuectn Jenpecus, MpOMEHH B HACTPOEHHETO

(BIJTIOHHTETHO TPEBOKHOCT), He3ChHHE

Penkn O6BpKAHOCT

Hapymennsa na HepBHATA YectH COMHOIEHTHOCT, 3aMAAHOCT, TTIAB0DOTHE

CHCTEMA (0cobeHO B HAYATIOTO HA JICUEHHETO)
Heuectn Tpemop, Aucrey3ua, CHHKON, XHIIOECTE3Ms,

napecTe3nA

Muoro penxu

Xunepronus, nepudepHa HERpOIATHA

C "en3BecTHA

ExcrpanvpaMuaHe HapyLIEHUA

4eCTOTa
Hapywenns ua ounre Yectu 3pHTeAHO HapYyLUeHHE (BK/IIOUHTETHO
JTHTITIONHA )
Hapymenns ua yxoto u Heuectn UIym B yware
JabupuETA
Crupaeunn napymenns Yectn [Mannuraumn
Hesectn AputMmus {(BKmouHTenHo GpagHkapins,
KAMepHa TAXUKapAUA H NPEeICHPIHO
MBXSHE)
MHoro peaku MHuokapaeH HHpAapKT
Coa0BR HapymIeHHus Yectn 3aueppsaBaHe
Heuectu XunoroHns
MHoro penku Backynut
Pecunpatopun, rpbans u Yectr Jucnues
MeJHACTHHAJNHH Hapymeans | Heuectu Kamnuna, pHHHT
CromamHo-4ypeBHH Yectn AOnomHHanHa Ooska, ragede, JHCTICIICH,
HAPYIDEHHS MpoMsHa B 00KuaiiHaTa NepUCTAITAKA Ha
uyepBaTa (BKAKUUTEIHO K.
Heuectn Tlospwinane, cyxoTa B ygFikeWA /1o
MHuoro peakn TMankpeatHT, racTpuT,Xucp
BEHLMTE , LS ;
Xenatobuanapnn MHoro peaku Xenarwur, )KhJ'[TEHH[Ia fsrﬁ’h}.‘
HapymieHH#A 4epHOAPOOHH EH3HM *3 ,

Hapymienns ga Koxxata H

Heuectu

AJtonens, myprypa, \’}pﬁmiua B BeTa H@‘ /i

\ F‘r’? }w J.‘\:‘i;



NOAKOKHATA THKAH

KOXAaTa, XHNEPXHAPO3a, NPYPUTYC, 0OpHUE,
€K3aHTEM, YPTHKapHs

Meuoro peaku

AHruoeaeM, epureMa MyaTH(opME,
eKcpOTHATHBEH IEPMATHT, CHHIPOM Ha
Stevens Johnson, otok Ha Quincke,
OTOUYBCTBHTETHOCT

C HewnsBecTHa

TokcryHa ennepMania HeKpoJTH3a

4eCTOTA
Hapyuwenns ua Mycky.amo- Yectu OT0OK Ha TC3EHA, MYCKYJIHA KpaMmIu
CKeJICTHATA CHCTEMA H Heuectu Aprpairua, muanrus, 6onka B repoa
CheAHHHTE/IHATA ThKAH
Hapyweuns na 6n6peunte n | Heuectu HapyweHo ypuHHpaHe, HOLIHO YPHHHPAHE,
NMHKOYHHTE MbTHIA ¥BEJIH4EHA YSCTOTa HAa YPHHHPaHe
Hapymenss Ha Heuectn HMIMNOTEHTHOCT, THHEKOMACTHSA

BBINPOH3IBOAHTENHATA
CHCTEMA R I'bpaaTa

O6mn napymenns a edexrn

Muoro yecTi

OTok

HA MACTOTO HA NPHIOKEHHE Yectn YMopa, actenus
Heuyectu I'pbana 6oska, Gonka, HEpa3MONOKEHHE
Hacaeapanun Heuectu VBE/IHYEHO TEJTECHO TErn0, HAMAJIEHO

TECJECHO TETTIO

*Haii-uecTo cBBP3aHO ¢ XonecTasza

Crobutarate Ha N0J03MPaHH HEKENAHHA peakiuH

C1001WwaBaHeTo Ha NOKO3MPAHH HEKENAHH PEAKIIHH e paspeliaBaHe 3a yrnorpeda Ha NeKapcTBEHHA
NpoaykT e BaxkHO. Tosa no3BonsBa 12 NPOABIDKY H2G/I0AEHHETO HA CHOTHOLIEHHETO MON3a/PHCK 34
JICKAPCTBEHMA MPOIYKT. OT MEAMLIMHCKHTE CNELHATHCTH CE H3HMCKBA J1a CHOOLIARAT BCAKA
noao3HpaHa HexeAaHa peakuus Ypes HanwnnuTenna areHums no nekapersara ya. ,Jamsan [pyes” Ne
8, 1303 Codus, Ten.: +359 2 8903417, yeGeaiit: www.bda.bg.

4.9 Ipenoznpane
OMNUTHT NpH XOpa ChC CH3HATENHO NPEJO3HPAHE € OrpaHHYEH.

CumnromMy

Hanu4nure nannu npennonarar, ye 3HauMTENHOTO NMpeno3upane OH MOIIIO Aa AOBENE A0 TEKKA
nepHepHa Ba3OAMNATALIA H BEPOATHO A0 pediiexTopHa TaxnkapIus. CHOGIABAHO € 33 H3pa3eHa K
BEPOATHO NPOXL/DKHTENHA CHCTEMHA XMIIOTOHKA A0 LIOK, BKIIOYHTEIHO WOK ¢ (arajied W3xon.

Hexapmorenen 6enompofen oTok ce chobiaBa paaKko KaTO NOCIEAMLA OT Mpeao3HpaHe ¢
aMJIOMIIHH, KOHTO MOXe Aa Ce NPOosBH Che 3a0aBeHo Hauaio Ha edexTa (24-48 vaca cien
MOrIbLIAHE) H 1a H3HCKBA H3KYCTBEHA BeHTHNALKA. PAHHHTe peaHHMalMOHHH MEePKH (BKITIOYHTENHO
HaTOBapBaHe ¢ TEYHOCTH) 3a NOJ/IbpIKaHE HA Nepy3HATa ¥ ChpAeuHHs aebuT MoraT Aa 6baat
YCKOPABALUH HaKTOpPH.

Jleuenne

KiimHHYHO 3HaYMMaTa XMNOTOHMA, ABDKALLA CE Ha MPeA03UPAHE C AMIIOJMIMH, U3HCKBA 8KTHEHO
NOABPHKAHE HA CHPACYHO-CHAOBHTE GYHKLMH, BKIIOYHTEIHO YECTO MOHMTOPHpPAHE Ha ChDEYHATA H
nuxarenHata QyHKUHH, IOBAHMIAHE HA KPAMHHULMTE H NOLIbPIKAHE HA LMPKYJIATOPHHA 00eM H
adypesarTa.

Ilpu ycnosue, de HAMa NpoTHBOMOKA3aHKs, 32 BH3CTAHOBABAHE HA TOHYCA HA
HAMATaHE MOKE 13 € OT N0J13a NPHNCKEHHETO HA Ba3OKOHCTpHKTOD. MHTpasy
CIOKOHAT MOXKE [a € OT N0J13a 3a NpeoAoNaBaHe Ha eekTa Ha Gokaga Ha /




B HAKOH CiTy4au MOXE /12 € OT 110/133 CTOMALLHATA IIPOMHBKA. [IpIioKeHHETO Ha aKTHBEH BBIIICH ITpY
3/1paBu 106POBOIUH 0 2 Haca cied npHeM Ha 10 mg aMIoTUIHH € NOK23a710 HAMANABAHE CTENEHTa
Ha abCOpPOLHA HA AMIIOAHAHH.

Toi kKaTo AMJIONHIIHE C€ CBBP3BA BB BUCOK MPOLIEHT € TIA3MEHUTE MPpOTCHHH, AHA/IH3aTa BEPOATHO
HAMA Ja HMa nomi3a.

5.  ®APMAKOJIOTHYHH CBOMCTBA
5.1 dapmaxkoAMHAMHYHHE cBOliCTBa

dapmakoTepaneBTHYHA IPYNa: KAILHWEEH aHTArOHKHCTH, CEIEKTHBHH KAIIHEBH AHTATOHUCTH ¢
NpeauMHO CbAOBO ACHCTBHE, AuxHAponupuaHHOBH npowseogan. ATC xox: CO8CAOL.

AMIOIANUH € HHXHOHTOP Ha MIGIYKCA HA KASIUKHEBHTE HOHY OT JUXHAPOMHPHIHHORATA IPYTIa
(Gnoxkep Ha GaBHHTE KAHATH MIIH AHTArOHMCT HA KA/ILMEBHA HOH) H [TOTHCKA TPAHCMEMBPAHHOTO
HaBJIM3aHE Ha KajlHeBH HOHH B KJIETKATE HA CbpacuHaTa U CbA0BaTA FIadKa MYCKYJaTypa.

MexaHu3MbT Ha AaHTHXHNIEPTEH3HBHOTO NeiiCTBHE HA AMITOTMITMH CE AbJDKK HA JHPEKTEH PeakcHpalil
edeKT BBPXY CHOBATA [1a[IKa MYCKYI2Typa. TOURMAT MEXAHH3EM, 110 KOITO aMJIOHIHH obeKuasa
CTEHOKap/AHATA, He € HAIILJIHO M3ACHEH, HO aMJIOHITHH HamMaisBa oOMOTO HCXEMHYHO HATOBAapBaHe
M0 CNEAHUTE 1Ba HAUMHA:

1) AMonunyn Npeu3BMKBA JUNATAUHS HA NepUdEPHHTE APTEPHOM K Taka peayLupa obmoTo
nepudepHO CHAPOTHRIIEHHE (CEAHATORAPBAHETO), CPELTY KOeTo chpueTo paborH. Thit kaTo
ChpACYHATA YECTOTa OCTaBA CTabHIHA, TOBAa OTOpEMEHIBAHE HA CHPIIETO HAMANIBA CHEpPTHITHATA
KOHCYMaLHA | KHCAOPOOHMTE HYXIH Ha MHOKapaa.

2) MexaHu3aMBT Ha AcHCTBHE Ha AMITOIUITHH CbLIO TaKa BEPOATHO BKIIOYBA JWIATALIMA HA FIaBHUTE
KOPOHAPHH apTePHH W KOPOHaPHHTE apTEPHONH, KAKTO B HOPMATHHTE, TAKA H B HCXEMHYHUTE
obnacTu. Tasn gunataums nopraBa NOCTABKATA HA KHACJAOPO, HA MHOKAapAa NPH NALIMEHTH ©
KOpPOHAPeH apTepHalieH cnasbM (aHruHa Ha Prinzmetal win BapHanTHa CTEHOKapIuA).

[Ip# nauMeHTH ¢ XUNIEPTORMUS, MPHIIOKEHHETO €AHOKPATHO JHEBHO OCHIYPSABA KIMHHYHO 3HAYHMO
MOHHXXEHHE HA KPBBHOTO HANATaHE KAKTO B JISTHANO0, TAKA W B HINPABEHO NOJOXKEHHE, 32 HHTEPBAJ OT
24-qaca. Ilopann 6aBHOTO Hawano Ha AeHCTBHE, OCTPATA XMIIOTOHHS HE € XapaKrepHa 3a
TIPHIOKEHHETO HA AMJIOMITIHH,

EnHokpaTHOTO aHEBHO NPHUToKeHHE HA AMTOIUITHH TIPH TIAIMEHTH ChC CTEHOKAP/HA MOBHINARA
06WOTO BpeMe Ha (hH3UHECKO HATOBAPBAHE, BPEMETO JI0 HAYAIOTO HA AHTHHO3EH NPUCTBI M BPEMETO
3a Aenpecus Ha ST-cerMeHTa ¢ | mm H HAMANTABA KAKTO Y4€CTOTATA HA CTEHOKADAHMTE [IPHCTBIH, Taka
H OPHEMA Ha TaDICTKH HUTPOrHLEPHH,

AMIIONHITHH HE ¢ CEBpP3Ba ¢ HHKAKEH MeTabOHTHH HeXeNnaHH B(IICKTH HITH {IPOMCHH B ILTA3MCHHTE
JIHITHAH H € NOAX0OAILL 34 IeYSHHE HA NMAUHEHTH ¢ aCTMa, JHabeT u nomarpa.

[IprioxeHne npy NaLKMEHTH ¢ HexeMryHa Gostect Ha cwpuero (MBC)

EdexruBHOCTTa Ha aMOAMNKHE 32 NPOGUNAKTHKAE HA KTHHUYHM HHLAASHTH MPH NALHEHTH C

ucxemuyHa 6omect Ha cupuero (MBC) € olleHeHa B HE3aBHCHMO, MHOTOLIEHTPOBO HPAHO,
ABOHHO-C/1A110, NNane60-KOHTPONMPaHO KIMHIYHO Npoy4BaHe npy 1997 nau \ang. Ha
aMJIOAMIMHH CIPAMO €HAJIATIPHI 3a OrpaHH4aBaHe HAa NofBaTa Ha TpomGo3a on

Amlodipine vs Enalapril to Limit Occurrences of Thrombosis) (CAMELOY, By e 14
ca IeKyBaHH ¢ amnoaunuu 5-10 mg, 673 nauueHTH ca leKyBaHH ¢ eHanan niE F2lame. 2 3‘.“5 ?‘g
MALHCHTH Ca JIeKYBaHH C 1aue5o, B JOMBIHEHHE KbM CTAHAAPTHA Tepalkyl §g ¢ T OeTa) | I
ONOKepH, IHYPETHUM H aCTIMPHH, B MPOIB/DKCHHE HA 2 roauHE. OCHOBHHTE Y. s g N
€(HKaCHOCTTA OT JIeYCHHETO ¢a npeacTaseHH B Tabnuua 1. PeayaTtaTure noky Ba%, ug neqq%yc’r"‘ 0'C
¥ "p g UL

N




aMIOJUNHH € CBBP3AHO ¢ NO-MANKO XOCMHTATH3ALHH 33 CTeHOKapHs M MPOLIETyPH 3a
peBackynapH3aiua npy nauuenTH ¢ MIbC.

Tabanna 1. YecroTa na 3HAYHMEATE KAHHHYHH chOuTHA npn CAMELOT

YecroTa Ha ChpAEYHO-CBAOBHTE AMnogunux cnpamo miaugto
cuOuTHA, Opoii (%)

Kinnuunu cOuTHA Amnoaunuy | Ilnanebo | Enananpun | Koeduument na P-
puck (95% M) | croiinoct

[IbpBHYHA KpaiiHa TOUKa
Hexenanu copaeyno- 110(16,6) | 151(23,1) | 136(20,2) | 0,69 (0,54-0,88) 0,003
CBJOBH CHOHTHA
OT/IeNHH KOMIOHEHTH
KoporapHa 78 (11,8) 103 (15,7 | 95(14.1) 0,73 (0,54-0,98) 0,03
peBacKynapuzanns
XocnHuTanH3auun 3a 517, 84 (12,8) 86 (12,8) 0,58 (0,41-0,82) 0,002
CTEHOKapaus
Hedarages MH 14 (2,1) 1% (2,9) 11 (1,6) 0,73 (0,37-1,46) 0,37
Hucynt wu THA 6 (0,9 12 (1,8) 8 (1,2) 0,50 (0,19-1,32) 0,15
ChpIeuHo-cba0Ba CMBPT 5(0,8) 2(0,3) 500.7) 2,46 (0,48-12.7) 0,27
Xocnuramusanus 3a 3CH 3(0,5) 5(0,8) 4 (0,6) 0,59 (0,14-2.47) 0,46
Ipeskuesan copaeuen 0 4(0,6) 1(0,1) NA 0,04
apect
Hogsonosswuna ce 5(0,8) 2(0,3) 8(1,2) 2,6 (0,50-13,4) 0,24
nepudepua cnaoea
Bonect

Cexpamenus: 3CH, 2actoiina ceprieuna Henocrarsunoct; JIH, nosepuTeneH WHTepsai; MH,
mHokapaeH HHbapkT; THA, TpaH3HTOpHH HCXEMHYHH aTaKH.

HQHJIO)KCHHC HPH NANHEHTH ChC ChPACYHA HEAOCTATHYHOCT

XeMOAHHAMHYHH H3CTICABAHHA H KOHTPOJIHPaHH KITHHHYHU TIPOY4BaHHs ¢ PUIHUECKO HATOBapBaHe
NpH NaUKEHTH CB¢ ChpAedHa HeaocTarbuHoCT iwiac II-1V no NYHA nokasear, ye aMI0QHIIMH He
BOJIA 10 KIMHHYHO BOLIABAHE, OLEHEHO Ype3 TOAEPaHca KbM (PHU3HYECKO HATORAPBaHE, (hpaKkLHATa
Ha H3T/IaCKBAHE HA JIABaTa KAMEPA U KIMHWYHATA CUMITTOMATHKA.

[Inauedo-kouTporpano wiuHHYHO npoyusane (PRAISE), npeqnasHayeHo 3a OLCHKA Ha NMALMEHTH
CBC ChpAeUHA HeaocTaTeMHOCT Knac III-1V mo NYHA, nonyvasawy garokcHs, AuypetHia H ACE-
MHXHOHTOPH, € MoKa3aso, 4e aMIOOUIIMH He BOAM A0 MOBHILABAHE HA PUCKA OT CMBPTHOCT HIH
KOMOHMHHpaHa CMBPTHOCT H 3a00/1€BAEMOCT NPH CHPAEUHA HEAOCTATEYHOCT.

B npocnensapao, xenrocpodnoe, miaueGo-KkoHTpoidpaHo KiuHHYHO nipoyusate (PRAISE-2) ¢
aMJIOZMITHH [PH DALKMEHTH ChC ChpAevHa HenocTaTbynoct knac ITT-TV no NYHA 6e3 xnuHuYHE
CHMIITOMH MW O0EKTHBHH HAXOKH 33 BB3IMOXKHA HIH HATHYHA HCXEMHYHA GONECT Ha CHPLETO, Ha
nocTosHHHA Tepanus ¢ ACE-HHXHOUTOPH, AHTHTANTHC H AHYPETHUH, aMIOAMITHH HSIMa €EKT BBPXY
obwara cbpASYHO-CBHAOBA CMBPTHOCT. [1py ChINATA HOMYNALKMA TIPHIIOKEHHETO HA AMJIOMIIHH €
CBBP32HO ¢ YBEIIHYEHA YECTOTA Ha chobLeHns 3a GenoapobeH OTok.

HznureaHe 3a npodmaaktrka Ha cepaeved npueTbi (ALLHAT)

Heart Attack Trial) (ALLHAT), 2a cpaBHABaHe Ha 10-HOBHTE JIEKapCTBEH
10 mg anerHO (ON10Kep Ha KaNLMEBHTE KaHAIK) WK TH3nHOMpu 10-40 ;‘
HHXHOHTOP) KaTo TEpanuu OT MHPBA JIAHKA CAPAMO JIEYCHHE ¢ THAZHIHAS |
12,5-25 mg nHEBHO NPH NIEKA 10 YMEPEHA XMIIEPTOHHS.




O6wo 33 357 nauMenTH ¢ XHMEPTOHUS Ha BB3PACT 55 FOAHHH KM MO-BE3PACTHH, ca Guin
PaHAOMM3HPAHH H MPOCIEAEHH cpeaHo 3a 4,9 rounu. [TlanveHTHTE Ca HMAIH HAH-MANIKO Ol €QHH
puckor daxrop 3a UBC, BknioyHTe 1O NpeaxoaeH MHOKapacH uudapkr HiH HHCYIT (> 6 Mecela
NpeJ# BKIOUBAHE B [IPOYYBAHETO) HiH NOKYMEHTHPAHA IPYTa 2TEPOCKIEPOTHYHA KOPOHAPHA CHIOBA
Bonect (060 51,5%), anaber un 2 (36,1%), HDL-C < 35 mg/dl (11,6%), nesokamepHa
Xui1epTpodHs, IMArHOCTHIMPAHA C eeKTPOKapHOIpaMa Uil exokapauorpadek (20,9%),
TIOTIOHOTYILeHE (21,9%).

[Ibpeuunara kpaiHa Touka e cruerarue ot dartansa HBC unu HedaTanen MHOKapAEH HH(APKT.
Hsma 3HawiMa pasiHKa B MbPBHYHATA KpaiiHa TOYKa MEXLY TEPAaNiATa C AMIOAHNHH K XJIOPTAIHIOH:
RR 0,98 95% JIH [0,90-1,07] p=0,65. Cpea BTopruHHTE KpaiiHH TOUMKH, YECTOTATA HA Chp/AEHHA
HE0CTaTHUHOCT (KOMIIOHEHT HAa ChCTABHATA ChPAEYHO-CBAOBA KPAHHA TOYKA) € 3HAYMTEIHO NO-
BHCOKA B IpyniaTa Ha amJIOAMNHHA, B CPaBHEHKE ¢ rpynara Ha xnopranupon (10,2% cpewy 7,7%, RR
1,38, 95% JIH [1,25-1,52] p<0,001). Bce mak, HAMa 3Ha4YMMa PaIHKa B OGLIATA CMBPTHOCT MEKIY
TepanuATa ¢ aMNOAUNKH M TepanuaTa ¢ xnopranuaon: RR 0,96 95% JIU [0,89-1,02] p=0,20.

HQHJ'IO)KEHHG ApH Aelta (Ha BB3pacT 6 TOAHHH H MOBEYE)

Ilpw npoyusane, Bkmo4Baio 268 newa Ha Bb3pacT 6-17 roOWHH, NIPEAMMHO ¢ BTOPHYHA XUTIEPTOHUA,
CPaBHABAHETO HA 1034 OT 2,5 mg u 5,0 mg amnoaunun ¢ auebo nokassa, ue U ABETE A03M
MOHHKARAT CHCTOJMYHOTO KPBHO Ha/lAraHe 3HAYHTENHO MoBeYe OT muaueto. Paziukara Mexay
IBETE JO3H HE € CTATHCTHYECKH 3HAYHMA,

HMbirocpounnte edeKTH Ha AMIOMIHH BBPXY PacTexa, myGepreTa H oBIIOTO pasBUTHE HE ca
Npoy4YBaHH. H‘BJII‘OCPO‘[H&T& eq)HKaCHOCT Ha aMNOOHIIHH NPH Tepanks B ICTCKa Bb3pacT H 3a
HaManABaHe Ha CbPACYHO-CBIOBATA 3a0011EBAEMOCT H CMEPTHOCT [TPH BB3PacTHH CHLIO HE €
YCTaHOBEHa.

5.2 dPapMaxkoKHHETHUYHH CBOHCTBA

A6copbuys, pasnpenencHue, CBbp3BaHE ¢ [1a3MEHHTE IPOTEHHH

Cnen NEpOPaIHO [IPHIOXKCHHE Ha TEPANCBTHYHH J03H, AMJIOJHIIHH Ce pezopﬁnpa J.'lOﬁpe Karo
MAKCHMAHHTE IUIa3MEHH KOHUEHTPALUMH C¢ JOCTUraT Mexay 6-12 yaca cien npuema. YCTaHOBEHO €,
ue abcontoTHara GHOHANKUHOCT € MexIy 64 U 80%. O6eMBT Ha pasnpeaencHne ¢ NPHOIHIUTENHO

21 Vkg. llannure oT in vitro npoy4BaHns OKa3Bart, 4e NPHOIM3HTENHO 97,5% OT LMpPKy/IMpaILHs
aMIIOAMIHH € CBBP3AH C [U1a3MEHUTE MPOTEHHH.

AGcopbuuaTa Ha AaMIIOJHITHH HE Ce BIHSE OT MPHEMa HA XPaHa.

brotpancdopmaums/enHMiUHupade

KpaRsnat miasmeH H0MyXHBOT € 0komo 35-50 yaca W ce IOCTHTa MIPH eHOKPATHO JHEBHO
NpIWICKeHUE. AMAOAHITHH Ce METaDOAH3MPA B 3HAYHTENHA CTENEH OT YEPHHA ApPo6 A0 HEAKTHBHH
MeTaboNnTH, KaTO B yPHHATa ce eKckpeTHpat 10% oT fiekapcTBoTo B HeMpoMeHeH BHA H 60% ot
meTabonurure.

Uepnoopobro yepexcoarie

Hann4Hu ca MHOTO OrpaHHYeHH JAHHH 3a NPIIOKEHHETO Ha AMIOIHIIHH TPH MALHEHTH ©
4epHoApobHO HapyweHue. [TauneHTHTE ¢ YepHOIPOGHA HENOCTATHYHOCT HMAT TIOHIDKEH KIHPBHC Ha
aMJIOTHITHH, BOJELL O MO-IbiIbI NOMYKHBOT H TIOBHILABaHe cToinocTuTe a AUC ¢ npubnusurenno
40-60%. :

Cmapuecka eb3pacm

BpemeTo 3a focTHrane Ha MaKCHMAIIHH ILU1A3MEHH KOHLIGHTPAIIHH € CXOHO 11

CTap4ecka Bb3pacT H No-maan uHausuan. [Ipu nauueHTHTe B CTApUECKa Bb Tia) ©

AMIIOTHMIHH € ¢ TeHACHLIMA KbM HAMANABAHE, KOATO BOAM /10 yBeNuuaBaHe Ha Ag v/ *

nonyenumutnpane. Hapacteaneto Ha AUC 1 Ha BpeMeTo Ha [OJTyETHMAHHAD &;ﬂpﬁ’%ﬁﬁﬁém cxg

3aCTOMHA CHPEYHA HEAOCTATBYHOCT € OMIIO CIOpe] OMAKBAHOTO 33 ChOTBETHA I"aCTOBa af.'
’-*BHWJN“’

.-..-'




Heduampuuna nonyrayun

IIposeneno e nomynauMonHo dapMaxOKMHETHYHO Npoy4BaHe NpH 74 felia ¢ XHEPTOHHS Ha Bb3pacT
oT | Ao 17 ronuuu (34 nauyenty Ha Bb3pacT oT 6 10 12 roguHH ¥ 28 nauMenTH Ha 8b3pact ot 13 o
17 ronnHuU), NoAyYaBalli aMIONHIHH B 103K MexTy 1,25 mg u 20 mg, npyeMaHy eJHOKPATHO WK
aBykpatHO AHeBHO. [Ipu aenata ot 6 no 12 roguuu U npw wHoimHTe oT 13 fo 17 rOAHHH THNHYHHAT
tiepopanet winpbHe (CL/F) € 6un cvoteetHo 22,5 n 27,4 1/4ac npu momueTa u 16,4 u 21.3 1/uac npu
moMuyeTa. Habnionasana e ronsama BapuaGuiHOCT Ha @KCIIOIHIMATA MEXKIY HHAHBH/MTE.
CpobLieHuTe AaHHM NPH Jeua NoA 6 roAHHM ca OrpaHHYEHH.,

5.3 IlpeaknunAnuHH qannn 32 Ge3onacHocT

Penpooyxmuena moxcuunocm

Penpoaykrusay npoyusanus NpH MUILXOBE Y MHLIKW MOKA38aT 3aKbCHABAHE HA IATATA HA PAKIAHE,
YABIKEHA NPOFXBILKHTENHOCT HA POKAAHETO M HAMANEHA XKM3HECMIOCOOHOCT HA MOTOMCTBOTO TPH
2031 NIPAGIH3KTENHO 50 IIETH NO-BUCOKH OT MAKCHMAJTHUTE MPENOPEYHTETHH T03H NPH X0pa,
H34Hc/ieHH Ha 6aza mg/kg.

Hapywenun eve hepmunumema

Hsama edext BbpXy depTraHTeTa HA UTBXOBE, TPETUPAHH ¢ AMIOMMIHH (MBXKH - 64 JHH H KEHCKH
14 auv npeaun onnoxnane) B nozu 1o 10 mg/kg/aen (8 meTu* Mo-BMCOKH OT MAKCHMANTHATA
MpenophHATENA 32 X0pa A03a ot 10 mg sa 6asza mg/m?). B apyro npoy4sane npH IIbxose, 0pu
KOETO MBKKH TUTbXOBE €2 TPETHPAHH C aMIOAUIHH Oe3unat 30 aHu, ¢ 4034, CPABHMMA C 1033Ta NIPH
xo0pa, H3uucneHa Ha 6asa mg/kg, ca ycTaHOBEHH MOHIDKEH TLTa3MeH (POTMKYIOCTHMYTHPAL XOPMOH H
TECTOCTEPOH, KAKTO H MOHWXKEHH ILTBTHOCT Ha CriepMata ¥ Gpoii Ha 3peny cnepMaTHON W cepTONHEBH
KJTETKH.

Kapuuuoaeues'a, Mymdcenesa

Hsima nanHu 3a KapLUHMHOTEHHOCT NPH ITBXOBE H MUIIKH, TPETHPAHH JBC IOIHHH ¢ aMIOIHITHH B
AUETATa B KOHUCHTPALUHH, H3UMCIIEHH 1a OCUTYPAT THEBHH JI030BH HUBa oT 0,5, 1,25 n 2,5 mg/kg/nex.
Haii-sucokara no3a (npu MUIIKH - GM3ka 10, a NPH TUTHXOBE - 1BA IIHTH* NO-BHCOKA OT
MaKCHMATHATA NPEnoOphYHTENHA KIHHUYHA 032 oT 10 mg, u3yuciena 3a mg/m’) ¢ Guna Gnuska 10
MaKCHMAJIHO JOITYCTHMATA 1033 33 MHIUIKH, HO HE H 33 [UTbXOBE.

IlpoyyBaHHA 32 MyTAreHHOCT He NOKA3BAT JIEKAPCTBEHO-00YCIOBEHH €(EKTH HHTO HA TEHHO, HHTO Ha
XPOMO30OMHO HHEO.

* W3qucneHa 3a nauypeHTH ¢ terno 50 kg

6. PAPMAIIEBTHYHH JAHHH

6.1 CHECbLK HA NOMOIMMHTE BellleCTBA
Kanuues xuaporendocdar quxuapar
Uemyno3za, MHKPOKpHCTAIHA

CHIHUMER THOKCHA, KONOHAEH Oe3B00cH
Hatpuer HHlecTeH raukonat (Tun A)
Marse3ues creapar

6.2 HeCcHBMECTHMOCTH

Henpunoxumo

6.3. Cpok Ha TOAROCT

3 roguau
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6.4 Crhenmansu ycnoBHs HA chXpaHeHue

Ha ce crxpansipa npu Temneparypa noa 25° C. Jla ce chXpaHABsa B OPUIHHAIHATA ONIAKOBKA, 33 1A Ce
Npeanasy OT CBETIHHA.

6.5 B#ugn chILPKanBE HA OUAKOBKATA

Amnoaunun Exodapm 5 mg Tabnerkw ce npeanara B nenpospaunu 6nucrepu ot PVC/PVDC/AL
(omwo, onakoBaHN B KapTOHEHa KyTws, chabpxaina 10, 14, 20, 28, 30, 40, 42, 50, 56, 60, 70, 80, 84,
90, 98 unu 100 rabnerku Tabnerk.

He BcuukH BHAOBE OMakoskH Morar na Gbaar MycHaTH Ha nasapa.

6.6 Coenmannm IpeqnA3HE MePKH HPH MIXBLPAsNE H paboTa

Hama cnenqa ey H3ucKBaHKA.

7. TIPHTEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA

Exodgapm ['pyn AJT

yii. Atanac Jlykoe Ne29, er. 3,

1407 Codun, bunrapusa

Te.: (02) 906 90 70

taxc: (02) 906 90 71

8. HOMEP(A) HA PA3PEIIEHHUETO 3A YIIOTPEBA
Per. Ne 20180145

9. JATA HA IIBPBO PA3PEINABAHE/TIOJAHOBSBAHE HA PASPEHIEHUETO
3A YIIOTPEBA

Jlata Ha TepBo paspewasane: 21 roun 2018 r.

10. JATA HA AKTYAJIH3HPAHE HA TEKCTA




