KPATKA XAPAKTEPUCTHUKA HA TIPOJIYKTA

W3NBAHUTENHA Af EHUNA N0 IEKAPCTBATA

1. HME HA JIEKAPCTBEHMSA TIPO llYR‘T i KDAIMXE XapaKmapucinuxa Ha npogykma - [lpusoxenue 1

HUMOJTHYM 2 mg tBBPIH KANCYIH { —
- .t
IMODIUM 2 mg capsules, hard PaapewsHue Ne ’!é/h//},/(7&f ...........

2.  KAYECTBEH Y KOJIMUECTBEH CHCTAB

Besika kancyna ceaspika 2 mg nonepamuos xuapoxnopus (loperamide hydrochloride}.
3a opAHAM CIMCHK HA NOMOLHKTE BeilieCTBa, BIDKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®0PMA

Tewspaa kancyna
Kancyaure ceabpsar GAlt npax U NpeACTaBAABAT TBMHOCHEO TANIO ChC 3€/eHa Karaska.

4. KJ/MHHYHMU JAHHH

4.1 TepaneBTHUNH HOKAZAHAN

HMOIHUVYM ce npeanmycea 3a CHMIITOMATHYEH KOHTPON Ha OCTPa W XpOHH4YHa AHapHs. I1pH nauneHTH
c wnneoctomus UMOJUYM moke fAa’ ce npunara 3a HaManapade Opad Ha H3XOXKAAHHATE H
KOJTHUYECTBOTO Ha U3MPAXKHEHHATA H 33 BTBBpPAABaHE HA KOHCHCTEHUHATA HM. ~

4.2 Jlo3HpoBKa H HAMHH HA NPAJOKEHHE

Hosuporka S

Buwapacmuu u Oeya Had 6-2001URA 6b3PACM.

Octpa gnapesa: HavanHaTa a03a e 2 xancynd (4 mg) NpH BE3pacTHH H 1 xancyna (2 mg) npH Reua;
JISYEHHETO NMPOABIDKaBA C NPHEMaHeTo Ha 1 xancyna (2 mg) ciel BCAKO pasBOgHEHO U3NpaxKHeHHe.

XpoHHYHA aMapus: HavYanHaTa Jo3a € 2 (4 mg) Kancynu AHeBHO NpwH B3pacThHH H 1 (2 mg) kancyna
JIHEBHO MPH J€La; Ta3H HaualHa [103a Moxke Ja ObJe IPOMEHEHa ¢ LEN MocTHraHe Ha 1-2 odopMenn
VINPAKHEHNA Ha NEH, KoeTo OOMKHOBEHO ce TIOCTHIR C ToAAbpkawa nosza 1-6 (2-12 mg) kancyma
JHEBHO.

MakcHManHaTa JI03a fpH OCTPa M XpoHHYHA JHapud € 8 {16 mg) Kancyau JHEBHO MPH BL3PACTHH; NpPH
nena posara TpaGea aa 6uae cnpamo TenecHoTo Terno (3 kancynu/20 kg), Ho He TpaGpa Ja npeBHIIapa
703aTa oT § Kancyna Ha JeH.

Hayuenmu a CMAPRecKa eb3Ipacm,
Hee HCOGXOJ],HMO KOpHIripaHe HA J034Ta 34 NAUHEHTH B CTapHYECKa BH3PACT.

Bulipeuno yepexcoane.
He e HeoOxonHMo KopHIHpaHe Ha [03aTa 3a natMeHTH ¢ 6B0peuHo yBpexaaHe.

Yepuoopobuo yspedicoane:
B'LHPEKH e HIMa cbapmaxoxuﬂemqﬂﬂ JAaHHH 3a [IanHeHTH ¢ ‘iepHDﬂpOﬁHO YBI
XHAPOXNOpHA TpaOBa fa ce H3NON3BA C BHMMAHHE MPH TAKHBA NalUMCHTH, €
MeTabo/M3BEM Ha MHPBO NpeMHHaBane (Bxk. pazden 4.4. “Creuyanny npeayn
MEpPKH [IpH yriotpeda™).




A3

Heya nod 6 200unuy:
3a nedyeHde ¢ onepaMuIOB XHAPOXIIOPHA NPH Aeua Nol 6 roaHHH, Tp1OBa Aa ce H3NOo/3Ba MOAX0JAIA
(hapManeBTHYHa (opMma.

Haunu Ha nprioKeHHe
[Tepopanuo mpunoxkeHHe.
Kancynure Tpabga n1a 6baaT NpHEMatH ¢ TEYHOCT.

43 IIpoTHBOomOKAZAHHS

UMOJ/IHYM e npoTHBOmoKas3aH NpH NAIHEHTH ¢ M3BECTHAa CBPBXUYYBCTBHTEIHOCT KbM JIONEPaMALOB
XHAPOXJIOPU, HITH HAKOE OT MOMOILHHTE BEILECTBA.
HMOJHYM He TpaOra na ce H3MON3Ba MPH Jelia MojA 6-roaninHa B3pact.

HMOJUYM ne TpaOBa na ce n3non3ba Karo MPBOHAYAIHA TEPAMHS [IPH:
*  [ALMEHTH C OCTpa AH3EHTEPHA, C KPBB B U3NPAKHEHHATa H BHCOKA TEMIIEpATypa;
® [ALHEHTH C OCTHP Y/LEPO3EH KOJIHT;
® TAUHEHTH ¢ OaKkTepHalieH EHTEPOKOJIHT, TNPHYHHEH OT MHKPOOPraHH3MH BKIIOYHTETHO
calIMOHENa, [iMrenta U kamnuwiobakrep;
* [alMeHTH ¢ nceBAOMeMOpaHO3eH KOJNHT, acONHMHpaH C ynoTpebara Ha NIHPOKOCTICKTBPHH
aHTHOHOTHIIH.

JlonepaMuos XuApoXiopudl He TpaGBa na ce W3Non3Ba, KOraro e Heobxoaumo ga ce usberue
NOTHCKAKE HA MEPHUCTANTUKATA, TIOPAZH CEPHO3EH PUCK OT 3HAMHMH NOCTIEAKIM, BKIIOYBALLM YPEEHA
HENPOXOAMMOCT, METAKONOH H TOKCHUEH MerakoiioH. [IpHeMET Ha JlonepaMiIOB XHAPOXAOPAA Tpabsa
Aia ce MpeyCcTaHOBH He3abaBHO, B clyvaii ue ce pa3BHe KOHCTHNALHA, MOAYBAHE Ha KOPEMA WIH YpeBHa
HEPOXOJHMOCT.

aued™

4.4 Cuennainu NpeIynpexIcHHsA H IPeJNAIHA MEPKH OPH ynorpeda

JleueHHeTo HA AMAPHA ¢ MOTIEPaMHIOB XHAPOXIOPHA € caMO CHMNTOMATHYHO. Bumaru, koraro ¢
BBL3MOKHO 1a C€ YCTAHOBH OCHOBHATA €THOJIOTHA, TpaOBa /ia ce NPeANHCcBa crienH$HYHA X NOAXOAALIA
(1o noKa3anusA) 3a Hes Teparua.

[Ip# maudedTH ¢ AUapHs, ocobeHO NpH Jeua, MOXe Ja HACTHITH BOAHO-ENEKTponMTeH Aeduumr. B
TAKHBA CAyYaH TPWIATAHETO Ha MOAXOMALIA BOAHO-EJEKTPOIHTHA 3AMECTHTENHA Tepanus e Haki-
BakHaTa MApKa. JlonepaMuIOE XHAPOXIOPH] He TpsabBa fa Obae JaBaH Ha Jeila Ha BB3pacT 2-6 ToRHHH
fez nexkapcko npennucaHue W HabmoaeHHe.

Tlpu ocTpa AHapHa, aKO He ce HaDMIOAABa KIHHHYMHO NOA0OPEHHE B pAMKHMTE Ha 48 yaca, npunaraHeTo
Ha JIOMEPAMHIOB XHAPOXJIOpHA TpaAbBa na ObAc MpeKpaTeHO H Ha MALMEHTHTE ce MPEnopbUBa
KOHCYJITALHA ¢ NIeKyBallika JieKap.,

ITpr nauventd che CITMH, NekyBaHM OT QHAPHA C JOIEPAMUAOB XHAPOXNOPHI, TepanusTa Tpabea aa
e [IPEYCTAHOBH NPH Hali-paHHH CUMIITOMH Ha [olyBaHe Ha kopeMa. ChoblnaBaT ce H30NMPaHH Cly4aH
H2 3aNeK ¢ MOBMIIEH PUCK OT TOKCHYEH METaKOJNOH npy mauueHTH, Sonau o1 CIIMH ¢ wndeximosen
KOJIIMT, NPEAH3BHKAH OT BHPYCHH WM OakTepualHH NATOTEHH, JCKYBaHH ¢ JO0EpaMHAOCB
XHAPOXTIOpHA.

Burpeky 4e HAMa GapMakoKHHETHYHH AaHHH 32 MALMHEHTH ¢ 4epHoApoOHO yBpeXaaHe
XMAPOXNOPH TpabBa Ja ce M3MOJA3Ba C BHHMaHHE IIPH TAaKHBA MallHEHTH, MOpaj
meTaboNnu3eM Ha WHPBO npemuuaeade. ToBa NexkapeTBo Tpadea fa ce npunara &k
MALMEHTH ¢ YepHOApoOHO yBpesIaHe, ThH KATO TO MOXKE [1a MPEAH3BHKA omocm‘e@
ponemo Ao TokcHyHocr Ha ITHC.




3noynotpeba M HelpaBHIIHA yTIoTpeda, KaTo ONHAT-3aMECTHTE, ¢4 OMHCAHH IIpH XOpa ¢ HAPKOTHYHO
npuctpacTasane (Bmxre T. 4.9 Ipexo3upane).

Tora NexapcTEO CHAbPAA no-Manko of 1 mmol (23 mg) Ha Tabnerka, T.e. O CHIIECTBO € ,0e3
HaTpHid™,

4.5 BzarmopeiicTBHe ¢ PYTH IeKApCTBEHA NPOIYKTH B APYTH GopME Ha B3anMoAeHCTBHE

HeknuMHMYHM JaHHM TIOKA3BaT, Y€ JONEPAMHA [IPelCTABNABA P-IIHKONMpPOTEMHOR CyOcTpar.
EauoBpeMeHHOTO MPIVIOKEHHE Ha JIOTIepaMMA (€AMHKYHA 1032 0T 16 mg) ¢ KBHHHAMH HIA PHTOHABHD,
KOUTO ¢a P-r/IHKONPOTEHHOBH HHXHOMTOPH BOIM 1O 2 10 3 KpaTHO NOBHINABAHE HA [UIa3MEHHTE HHBA
Ha JonepamMua. KIHHHYHOTO 3HAYeHME Ha Te3H (DapPMAKOKMHETHYHH B3aHMOMACHCTBHA C
P-rnukonporerHoBuTe MHXWOWTOPH, KOTATO JIONICPAMM] © MPWIIOACH B NPENOPBUMTCIAHNTE JO3M, HE €
H3BECTHO.

EIHOBPEMEHHOTO MPIIOXKEHHE Ha NomepaMuy (4 mg eIHHHYHA [[032) H HTPAKOHA3O0M, HHXHOHTOP Ha
CYP3A4 u P-rnukornporensa, Boau 40 3 110 4-KpaTHO YBeJIMUYCHHE HA IUIASMEHWUTE KOHHEHTPAalWH Ha
nonepaMen. B chuoro kiuHwaHo m3nuTBane reMdubposmn, CYP2C8 wunxHOHTOp, MNOBHIIABA
nonepamup npHOTH3UTENHO 2-kparHO, KoMOHMHAUMATA HA HTpaKoHason M TeM¢ubposwn sogH X0
4-KpaTHO yBe/IHYEHHE HA MAKCUMAJHHTE IUIa3MEHH HHMBa Ha JIoNepaMua H A0 13-KPaTtHO YBEIHYEHHE
Ha ofuiaTa muasMeHa ekcrosMims. Teln YBeNwdeHMA He ca CceuLpland ¢ edekrd or crpasa Ha
IeHTpanHata HepsHa cucTema (I[HC), u3sMmepeHd upe3 fICHXOMOTOPHH TecTOBE (T.e. CYOEKTHBHA
crHnaeoct B Digit Symbol Substitution Test).

ENHOBPEMEHHOTO MPHIOMKEHHE Ha nonepaMHA (16 mg eOHHHYHA 1032) M KETOKOHA30J, HHXUOHTOP Ha
CYP3A4 v P-DiIMKoIpOTEMHA, BOOH A0 5-KpATHC YBEIHUYEHHE HA IUIA3MEHHTE KOHLICHTpAallHH Ha
nonepamun. ToBa YBENHYEHHE HE € CBBP3aHO C NOBHIIECHH (APMAKOAMHAMHYHH SEKTH, H3MEPSHH
upes MyTHIOMETPHA.

ERQHOBPEMEHHOTO NIeYeHHe ¢ MEPOPaIeH Ae3MONPecHH BOMM A0 3-KpaTHO YBeJHYeHHE Ha MNasMeHHTe
KOHICHTPAUHH Ha AE3MOMPECHH, IB/LKALIM C& BEPOSTHO Ha 3a0aBeHHA CTOMAIUHO-YPEBEH MOTIUTHTET.

Ouaksa ce, ye NexapcTBa ¢ MOAOGHM (apMaKONOrMUHM CBOMCTEA MOXE Na TMOTeHUHpaT edekra Ha
NIoTIepaME U Y€ JIEKAPCTBA, KOHTO YCKOPABAT CTOMAIIHO-UPEBHOTO MPEMHHABAHS, MOXE 13 HAMAJIAT

edexra My.

46 @eprunuTeT, GpEeMEHNOCT H KbpMeHe

He ce npenophuBa fIPHIOKEHHETO HA TOBa JIEKapcTBO NO Bpeme Ha GpemenHoct. [lopazu ToBa,
GpeMeHHHMTE WIH KBPMEIIH KeHH TpA0Ba Ja Ce KOHCYJNTHPAT ChC CBOA JIeKap OTHOCHO MOAXOIAIOTO
JIeYeHHE.

4.7 Edekra Bppxy cnocobHocTTa 32 modupane n paboTa ¢ MalIHuK

Tlo BpeMe Ha NIEYCHHETO ¢ JIONEPAMKIOB XHIPOXJIOPHI MOsKe N1a ce HabmogasaT yMOpa, BUCHE Ha CBAT
WM CHHIIHBOCT, HApEH C JPYTHTE QHAPHItHA CHHApOMH. ITopanu TOBa ¢ MPENMOPBYMTENHO NOBHIIEHO
BHMMaHHE [Ipy WOodHpaHe HIH paboTa ¢ MaLIHHH.

48 Hewxelann NeKAPCTBEHH PeakIuHu

OLleHKa Ha HanuyHaTa uuopManus 3a Hexenanute csbuTHA. B OTACNHH &
ClIEACTBEHA BPE3Ka C JIONEPAMUAOR XMAPOXJIOPHI He MOXe Ja Gbie HAmSKAHGSYLT
TOBa, KIHHHYHUTE TMPOYUBAHHA CE MPOBEXIAT [IPH PAsMTHYHH YCIOBHS, YeCTOTHTB
HeXeJIaHH peakllHH B KIMHHYHHTE MPOY4BaHHA HA eHO JIEKAPCTBO HEe MOraT xa f)jfsg s
C YECTOTHTE IpH KJIMHHYHH MPOY4BAHHA HA APYTO JIEKApCTBO H MOXKe 12 I-! 135

HabmoAapaHH B KIIMHHYHATA NMPAKTHKA.



,uﬂHHll OT KJIHHHYHH NIPGYYIBaHHA

Buapacmnu u oeya ua 12 u noseve co0unu

Ocmpa ouapus

Be3ornacHocTTa Ha JOMepaMMAOB XHMAPOXIIOPHI € OLEHABaHa Npu 2755 BH3pacTHM W Acua Ha 12 m
nose4ye TOAMHH, YYaCTBAIH B 26 KOHTPOMHMPAHH H HEKOHTPOIHPAHH KIHHHYHH H3MHTEAHHA HA
NONEepPaMHOOR XWAPOXAOPHA, NPUNATaH 3a ACYEHHE Ha OCTPa AHAPHA.

HexenaHuTe peakuuu cpobineHu ot =>1% oT NanyeHTH, NEeKYBAHW ¢ ONEPAMUIOB XHAPOXJIOPHI ca
npeacTaeeHH g Tabmuua 1.

Tabnuua 1: Hexenauu peakumd, ceobmieHH oT >1% OT nNandeHTH JEKYBAHH C JONSPaAMMIOB
XHAPOXIOPHA, B 26 KITHHHYHH U3NUTBAHMA NIPH OCTpa AHapHs

(CrcTeMO-0pragHa KiacHQHKANNA onepamnno:;,xmlp oxnopua
Hexenana peakums (N=2(‘.f 55)

ApYIIeHHAS HA HEPBHATA CHCTEMA
ﬁ:lnaaoﬁo.ime 1,2
CToMallHO-UpeBHH HApYUIECHHH

anex 2,7

eTeOPH3IBM 1,7 ~
ajeHe o . 1,1

Hesxenanute peakumy, choOieHH oT <1% OT NALHEHTHTE NEKYBAHH C JIONEPAMHAOB XHIPOXNOPHA
(N=2755), ca npeacrasesu B Tabnnna 2.

Tabnmiia 2: Hexenanu peaxumn, coobmiend or <1% o1 mauMeHTH, NEKyBaHH C JIONEPamMwIOB
XHAPOXJIOPH], B 26 KIHHHYHH H3NMUTBAHKA NIPH OCTPa AHApHS

CHcTeMo-OpranHa KiaacHpHKanun
e)XenaHa peaxins

aApyuicHHA HA HCPBHATA CHCTEMA
3amagHOCT

CTOMAIIHO-4PEBHY HADYIICHHR
CyxoTa B ycrara

Bonka B kOpema

ToBprinane

[KopeMeH auckoMgopr

bonka B ropHaTa HacT Ha Kopema

[ lonyBaHe Ha KopeMa

apYIeHNs HA KOMKATa H ROIKOXHATA THKAH
6pHe




XpoHHYHA AHapHA

BesonacHoCTTa Ha flOTIEpaMHIOB XMAPOXNOPHA € oleHiBaHa Npu 321 BB3PacTHH, YYacTBAIH B 5
KOHTPOJIHPAaHH M HEKOHTPONHPAHH KIMHHYHH H3NMHTBAHHA Ha JONEPaMHAOB XHAPOXIIOPHI, [IPHIaraH
3a NeyeHHe Ha XPOHHUHa AHapus. [lepHoxsT HA Neuende € BapHpan Mexay | cenMuua u 52 Mecena.

Tabmuua 3: Hewenand peaknud, cvoOmesHyn ot >1% OT nAUMEHTH JIEKYBaHH © NONEPaMHMAOB
XHAPOXJIOPH]A, B 5 KIHHMYHH H3MHTBaHHAS IpH XpOHHYHA JHApUs

CHeTeMo-0pragna Knacaduxanun Jlonepamn.um:fxnnpomopun
He>xerana peaxkin (N=2?7 55)

apymeHHs HA HEPBHATA CHCTEMA

aMasHoCT : 1,2

TOMAITHO-MPE¢BHH HAPYIIEHHAS

anex 2,8

€TEOPUIBM 22

ajeHe 1,2

Tabmuua 4: Hexenauw peakiym, cpoOiieHH oT <1% oOT maumeHTH, NEKyBaHH ¢ JONEPaMHIOB
XHAPOXJIOPHA, B 5 KIMHHYHH M3NMHATBAHHUA NPH XPOHHYHA THAPHA

CrcreMo-opragaa KiacHpHKANHA
exxenaHa peakiuHs

APYHICHHA HA HCPBHATA CHCTEMA
CnaroGonue

CToMAIIHO-MPEeBHH HAPYMICHHA
Bonka B kopeMa

Cyxora B ycrata

IKopemeH mHuckoMpopT

Henencus

Teouampuuna nonyrayua (nod 12 zoounu)

Ocmpa ouapus

Be30MacHOCTTa Ha JIONepaMHIOR XHAPOXIOpKA, € oleHeHa ripH 607 nanueHTH Ha Bb3pact ot 10 aun fo
13 roguHH, KOHTO ca yuacTBAIH B 13 KOHTpOIHpaHH H HEKOHTPOTHPARHH KIHHHYHH H3MHTBAHHA Ha
NOMEPAMHAIOR  XHAPOXJIOPHI, H3MOMBAH 33 JICYcHHE Ha ocTpa aAuapuia. Hexenanure peakimm,
chOGIIEHH 22 naurenTH > 1% JIeKyBAHH C JIONEpaMIAOR XHAPOXJIOPHA ca NokasaHy B Tabnwuma 5.

TaGnuna 5: HexenaHu peakund, cboOLeHH 3a >1% naudeHTH Ha Bb3pacT <12 rOAMHH JIEKYBaHH C
JIOTIEpAMHAOB XBAPOXJIOPHA B 13 KIHHHYHH M3MHTBAHHA MPH OCTPA AHApHA

Cucremo-opranua knacHpuranus .]Ionepamnnoon/;,xn_upomopn,u
iHexxenaHa peakuns (N=607)

ICToMaIlIHO-MPEeBHH HAPYLICHHA
[loppruiane 1,2




Ta6nuua 6: HexxenaHu peakuus, crodiend npi <1% npu ynorpedara Ha JIonepaMHAOB XHIPOXIODHN,
OT 13 KIMHHYHH TIPOYYBAHHA NPH NALUMEHTH Ha Bb3pacT > 12 roguau (N=607)

ICrcTemo-opranna kiacapukanns

HexxenaHa nexapeTBeHa peakiua

[Hapymienns Ha HeDPBHATA CACTEMA

Bezcnuue
?amasmom
napobonue

CToManmno-4peBHH HAPYIIEHHA

Il enene

Bofika B KopeMa

RBanek

apYlleHHd HA KOXKATAa H NOAKOKHATA THKAH

OopHE




Hexenann JekapcTBeHH PpeaKIHH NpPH NOCTMAPKETHHIOBH NPOYYBAHHA 33 JIONEPaMHAOB
XHAPOXJIOpHA

Hexenauure peakuau, 0(BpBO, MACHTMGHUMpaHH 0[O0 BpeMe HA NOCTMAPKETHHIOBHA ONMT C
TIOTIEPAMHIOB XHAPOXJIOPHA ca BKMO4YeHH B Tabnuua 7. YecToTaTa e npeAcTaBeHa cnopeA CleaHaTa
KOHBEHLMA: MHOro uectd (= 1/10); wectu (21/100 no <1/10); meuectu (=1/1000 mo <1/100); peaxu
{=1/10 000 po <1/1000); u mHoro peakn (<1/10 000).

Tabnuua 7: Hexenanu peakipid, Ha0AOAaBaHN NO BpeMe HA TIOCTMAPKETHHIOBHSA OIUT C JIONECPaMHUIOB
XHIPOXJIOPUA [0 YECTOTa Ha CHOOILIaBaHe MPH Bb3PACTHH U NEIUATPHYHH [TALHHTH

APYWIECHHA HA HMYHHATA CHCTEMA
HO20 pedKu Peakiia Ha CEPBXYYRCTBHTENHOCT, aHAQHIAKTHYHA
peakiua (BKJIIOUMTENHO aHAQUIAKTHYEH WOK) H
aHadMIAKTOHIHA peaKLug

ApYuleHHs HA HCPBHATA CHCTEMA

Hapyiteine Ha KOOpAHHALMATA, TOTHCHATO HXBO HA
HoZO peoxu

cE3HaHKe, XHNEePTOHHA, 3aTy0a Ha Ch3HAHME,
CHHITHBOCT, CTYNOP

apyllenust Ha OYHTE
MHozo pedki Muoza

CToMalino-4peBHH HAPYIIEHHA

eyC (BK/IIOYHMTENHO NapalHTHYSH HICYC
Mnozo pedrxu E:; ye ( p ye):

rakofon® (BIUTIOYHTETHO TOKCHYEH MEraKoJIoH),
AOCONMHMUSAY

Mapymenns Ha koxaTa M NOAKOKHATAAHrMomeM, GynoseH OOpHB (BKIIOYHTENHO CHHADO

ThKaH Ha  Stevens-Johnson, TokcHuHAa —enmMaepManH
Mrozo peoru eKponM3a W epuTeMa MyNTHOpME), CchLpOes,
VPTHKAPUS

apymeHns Ha ObOpenHTe H IMKROYHHTE
NLTHING

Banpeikka HA YpHHA
Mrozo pedxu

D HapymieHnd H eeKTH HA MACTOTO H
NpHIOKEHHE

[Vmopa
Mrozo peoxu

®BukTe T. 4.4 Clieunaniu npeaynpekaeHAA H MPCANA3HK MCPKH MPH yrioTpeba
SCrobmetn camo 3a TabnerkuTe, AMCIEprHpawy ¢e B yerara




Crobyapare Ha NOAO3MPAHH HEKENIAHH PEAKITHH

CpobIIaBaHeTo Ha MONO3MPAHU HEXEIaHH Peakilud cfie]] paspeliapaHe 3a yrorpeba Ha JeKapcTBEHHA
npoaykT e BaxHo. Topa Mo3BoONABa Ja MPOABIKH HAGMIONEHHETO HA CHOTHOLIGHHETO TI0NI3a/PHCK 32
JIeKapCTBEHHA MPOAYKT. OT MEAHUMHCKHTE CIIELHAMCTH C€ HIUCKBA JIa Cho0IIaBaT BCAKA NOAO3MpPaHa
HEXeNaHa peaKuma 4pes:

HMznenuuTenHa areHIks Mo 1eKapeTeaTa

vi. ,,Jamsn I'pyer” Ne 8

1303 Codnusa

Ten.: +359 2 8903417

yeOcaiiT: www.bda.bg

4.9 Tlpemo3upane

Cumnmonmu

B cryvail Ha IpeoaupaHe {BKIIOUATENHO ¥ OTHOCHTEIHO MPEeAOSHpaHe B PeayiTar Ha uepHonpobHa
achyHKIMA) € BB3MOXKHO Ja HACTBNE NoTuckane ¢yHkumara Ha IHC (crynop, Hapymena
KOODIOHHALHA, COMHOJIEHTHOCT, MHO33, MYCKYJHA XMIEPTOHHS, PECTHPATOpHA JEMpecHs), 3aiAphiKa
Ha YpHHa H uneyc. JleriaTa B CpaBHEHHE ¢ BB3PAacTHHTE Ca [O-UYBCTBHTENHH KbM e(eKTHTe BBPXY

LHC.

IlpH xopa, KOMTO MpeAHAMEpPEHO ca HANBHINKIK IpHeMa Ha JIONEPAMHIOB XHAPOXJIOPHA (AOKNIaABAHH
nosn or 40 mg nmo 792 mg nHesHo) ca HabGmoJaBaHM yowDkasane Ha QT-uHTepBama
QRS-KOMIUTEKCa, H CEPU30HH BEHTPHKY/IAPHH apHTMuH, BmoupTenno Torsades de Pointes(ex. Touka
4.4). CrofleHH ca M CAy4aH ¢ JIeTajeH M3xoi. 3MOynoTpeba, HEMpasMIHA YNoTpeba WAMH
TIPEO3HPAHE C MPEKOMEPHO FONIEMH JI03H JONIEPaMKJL MOTAT /A OBENAT A0 cHHAapoma Ha Brugada.

Hevuenue

B cryuaii Ha mosjea Ha NpH3HaUM Ha npeaosHpane Ha ITHC, karo aHTHAOT Moxke Aa €& MPHIOXH
HaloKCOH. Thil KaTo MpPOABKHTENTHOCTTA HAa JACHCTBHE Ha FOMEpaMHIl € NO-TO/IAMa OT Tasd Ha
HamokcoH (1-3 waca), MoXke Ja e MPHIIOXH IOBTOPHO NleyeHHe ¢ HalokcoH. ETo 3aII0 MAUHEHTHT
cnenpa na 6pae Mon CTpor KOHTPOJ Haii-Manko 48 uaca 3a YCTAHOBABAHE HA eBEHTYAJIHA NETPECHA Ha

1HC.

Twif KaTo HAMMHHMTE 3a CIpaBsiHe C NPEJO3HPAHETO HEMPEKHCHATO CE€ Pa3BHBAT, NMPEMNOPBYHTENHO €
cBEp3BaHe ¢ bep3a nomot,

5. ®APMAKOJIOI'HWYHH CBOMCTBA
5.1 ®apMaxkoaHHaAMHYHH CBOHCTBA

dapMakoTepanesTHaHa rpyna; Anrunponyicesi, ATC kon: A07 DAO3.

MexaHH3bM Ha_geHoTERHE
JlomepaMHy ce CBEP3Ba ¢ ONHATHHTE PELIENTOPH B YPEBHATA CTEHA. B pesynrat Ha ToBa ToH MEXHOHpa

OTACNIAHETC Ha alSTHIXOIHH H npoc*rarnaﬂ,unﬂn KaTO TIO TO3H HavMH HaMalfaBa II])OI])?JICHBHETB
NIEpPHCTANTHKZ M YAB/DKaBa TPAH3UTHOTO BpeMe npe3 4epparta. JlomepaMHI MOBHIIAB

aHanHMs cHHKTEp KaTo Taka HAMANABa HECTIOCOOHOCTTA 32 3aQbPKaHE H HATIPEXKEHHETO Q&NEH A

D YN

T

51 QapMAKOKHHETHYAU CBOiCTRA

Abcopbums
IMo-rojsMa 4acT OT NOrbIHATHA Jomepamupy ce abcopbupa oT uepBara Karo

MeTafo/IN3Ma TIPH IThPBO NPEMUHABaHE, CHCTEMHATA GHOHANHYHOCT € ¢amo okoino 0,3%. %
dapmatesTauHy GOPMU Ha JIONEPAMUIOB XWAPOXTOPHA (TRBPAH M MEKH KancymH, o0BHTH WM



HeoOBHTH TabneTkw, IbBUANIM MIH JAMCNEPTHpawm ce B ycrata TabieTkw, nepopajieH pasTsop) ca
GroeKBHBAIEHTHH [10 OTHOIIEHHE Ha CKOPOCTTa H cTeneHTa Ha aGcopOuus Ha lonepamug.
PasnpeneneHne

Tlpoyupanua 3a pasnpeneneHHeTo NpH IUIBXOBE NMOKA3BAT BHCOK aMHHTET KbM 4YPEBHATA CTEHA C
TIPSANOYHTAHUE KBM CREBP3BAHE C PELICMTOPH Ha HAMIBKHHA MYycKyneH cnoil. Cebp3BaHeTo Ha
JIONIepaMu)l, ¢ Ia3MEHNTE MNPOTeHHH € 95%, npenamuo ¢ anbymud. [IpeaknHHUYHE ZaHHK TMOKA3BAT,
ye JjonepaMHi € cybetpart Ha P-riMkonpoTerH.

MeTaGonuseM

JlonepamMua NOYTH HAMBIHO C€ W3BJIHYA OT YEPHHA Apo0, KBAETO MMABHO ¢¢ MeTaboNMIMpa, KOHIOrHupa
H OTZeNa 4pe3 xutbvkata. OkCHAATHBHOTO N-ZeMeTHNIHpaHe € IMaBHHAT MeTalonuTeH OBT 3a
JionepaMHjl B ¢ ocblecTaABa ocHOBHO upe3 CYP3A4 u CYP2CS. lMopaau MHoro Bucokna edext Ha
OBPBC  [PEMHHABAHE, TUIA3MEHHTE KOHUEHTPAIHH HAa HENPOMEHEHOTO JIEKapCTBO  OCTABAT
H3KTIOUHTENHO HHCKH,

Enumunnpane
Bpemero na Nomy:HBOT Ha NoTiepaMHA TIPH YoBeka € okono 11 yaca, ¢ obxsar 9-14 yaca. Otpensaero

Ha HEMPOMEHEHHs NIOTIEPAMK]L H HETOBHTE MeTAabOMHTH CTAaBa FIABHO upes (heKanuuTe.

Cneyuanuu nonyaayuu

[NeanaTpuyna nomynauxa

Hama mnposefeHH ¢GapMakOKHHETHYHH TMNpOYYBaHH# NpH TeaHaTpHyHa nomynauud. Ouaksa ce
($apMaKOKHHETHYHOTO MOBEIEHHE HA JIOTISPAMAA W JIEKAPCTBEHUTE B3aMMOAEHCTBHA ¢ NeTiepaMHl JIa
ObaaT NogoOHW Ha Te3H TIPH BE3PACTHH.

5.3 TIlpeaxknuHEHYHYA AaHHH 32 GezomacHocT

TOKCHKONOTHYHHTE H3CAEABAHHA Ha JlomepaMHI ¢ NPONL/DKHTENHOCT 12 Mecema npM Kydera W
18 meceua NpH TUTHXOBE HEe NOKa3BaT Jpyr TOKCHMYEH €(eKT, OCBEH HM3BECTHO NMOHHIKABAHE HA
TEJECHOTO TEIC MM HaMalIeHHe Ha HAJZIABAHETO HA TETNO H KOHCYMAalMATa HA XpaHa [PH OHEBHH
oM, 1o 5 mg/kg/nen (8 meTH MakCHMATHOTO HUBO Ha yrorpefa npn xopa — MHUL, 16 mg/50 kg/aeH)
i 40 mg/kg/nen (20 mptu MHUL) cboTBeTHO, BE3 OCHOBA HAa TE/I€CHATa MOBBPXHOCT CPABHABAHA C
nosata (mg/m?). Husara Gearokcuuen edext (NOAEL) npu Tesn uscneasanns ca 61 0,3 me/kg/men
(npu6ausurenuo 0,5 meta MHUL) 1 2,5 mg/kg/nen (mpuGnuzurento 1,3 mett MHUL) chotBeTHO NpH
Ky'UeTa H IUTbXOBE.

JlonepamMup, HaMa 3HauMMH  eneKTpodH3MONOrMYHU edeKTH BLPXY CBPUETO B TEPaneBTHYHO
NPHNCKUMHKA 00XBaT HA KOHLEHTPALMK U [IPH 3HAYKUTEITHH, KPAaTHH Ha TO3H o0XRaT, croitHocTH (1o 47-
kparhn).” Obaue Mpu CBPBXBHCOKM KOHLEHTPaLHH, CBBP3aHH C MNpeAo3HpaHe (Bk. Touka 4.4),
JOTIEPAMHA HMa eneKTPOPHIHONOTHYHO JeiiCTBHE BBPXY ChPLETO, CBLCTOAIO ce B WHXHOHpaHe Ha
xanuesute (hERG) 1 HaTpresmTe NOTOLM M aPWTMHH NIPH iR Vilro W in vivo MOJENH TIPH MHUBOTHH.

KapiunoreHHoCT H MyTareHHoOCT
He e yctaHOBeH KapuHHOreHeH HOTEHLMaN. PeayaTaTire OT in vivo M in vifro WicieaBaHUsA, TIOKA3BarT,
4e NOTNepaMil He € NeHOTOKCHYEH,

PenpoaykTHBHA TOKCHYHOCT

KbpPMEHE, MHOTO BHCOKH A03d sonepamun (40 mg/kg awertio -20 meTH Hap,
TOKCHYHOCT Ha Maikure, yBpeaeH (GepTHIHTET H HaMalleHa TPEKUBAEMOCT Ha
wreXyera. [To-nuckn ao3n NOAEL (>10 mg/kg — 5 meti MHUL) He nokazear &

HA MAHKHTE H IUI0/IOBETE H HE Ca MOBJIHAIH NEPH- H OCTHATAIHOTO PA3BHTHE. &
L

r




6. ®APMALEBTHYHH JAHHH

6.1 CHoHCEK HA NOMOHIHHTE BellecTBA

Jakro3a MOHOXHAPAT

LApeBHYHO HUINECTe

TAK

MarHe3ues cTeapat

CheTas Ha Dpa3HaTa KeNaTHHOBA Karcy/a:

SKBAT wenesed okcug (E172)

HHIHroTHH (E132)

tHTanoB quokcHy (E171)

;emaTHH

yepeH xenesel okcHy (E 172)

eputposuH (E 127)

6.2 HecbhbBMecTEMOCTH

Henpunoxamo.

6.3 Cpox na rogaoct

5 TOZUHH.

6.4 Chnenuainm ycjioBHS HA ChXpanenne

Ha ce cpxpaHsaBa Ha MACTO, HEAOCTBITHO 32 JENA.

6.5. BHA H cHABEKAHNE HA ONAKOBRATA

Kancymure UMOJIUYM ca CHBO/3€7IeHH Ha LIBAT, ChIBPHKAM 641 npax.
Beska KapTOHEHA ONAKOBKA CHIbpKA 6 Kancymd, OnakopaHu B Omacrep OT IPO3pavHO
PVC/amymunueso thonno.

7. HTPHTEXATEJ HA PASPENIEHHETO 3A YIIOTPEBA

McNeil Healthcare (Ireland) Limited

Airton Road, Tallaght, Dublin 24

Hpnangus

8. HOMEP HA PAPEIIEHUETO 3A YIIOTPEBA

20010160

9. JATA HA ITbPBO PA3PEIIABAHE 3A YIIOTPEBA

Jata na mbpea perucrpauud: 19.01.2001 r.
Mata Ha mopHoBasane; 07.06.2011 r.

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

01/2019
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