KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA
1. HME HA JEKAPCTBEHUA NIPOAYKT
HMOJIUYM Hncrant 2 mg tabaeTkH, AMCTIEprHpalM ¢ B yCTaTa
IMODIUM Instant 2 mg orodispersible tablets
2. KAUYECTBEH M KOJMMECTBEH CLCTAB
Beska Tabnerka chabpska 2 mg nonepamusios xuapoxmopus (loperamide hydrochloride).

Ilomownm peinecta: Besaka TtaGnerka chiaspka 750 mg acmapram (E951) M meHTOBHAT apomar
CHOBPME CReMU OT cyndmTi.

3a DbIHHA CHHCHK Ha MOMOILHHTE BELIECTEA, BHMCTE ToUKa 6.1,

3. JIERAPCTBEHA DOPMA . W3NBARUTEAHA ATEHLWS N0 NEKAPCTBATA

THpamue xapaxmBepuCTLIa #a RpOgYKma - Fpusoxenus 1

Tabnerka, nucneprupalla ce B yCTaTa. | D0
Benu, kpwriu nHoGUTE3NPAHH TAGTETKH. Kum Pea. e ... /QO/y‘j .................................

3
i

4. KJHMHWYHH JAHHH :

4.1 TepanesTH4HHE NOKA3AHHA
HMOJHYM HecraHT ce npeanycea 3a CUMITOMAYHYEH KOHTPON HA OCTpa W XPOHHYHA AWapHs.
IIpu maumenTH ¢ naeocromus UMOJIMYM HHcranT mMoxe Ja ce nmpwiara 3a HamanssaHe Opos Ha
RIXOKAAHUATA H KOJIHYECTBOTO HA H3IPAKHEHHUATA H 32 BIBbP/AABAHE HA KOHCHCTEHNHATA MM.

4.2 losHpoBKa H HAMHA HA NPHJIOKEHHE

ﬂoauponua

Bvapacmuu u deya #ao 6-200mund ev3pacm.

Ocrpa nwapus:
Havanuara nosa e 2 tabnetkn, aucneprupamnd ce B ycrata (4 mg) mpH Bb3pacTHH H 1 Tabnerka,

AucHeprupailia ce B yctara (2 mg) nopH feia; ledeHHeTO NPOAB/DKABa ¢ NpHeMaHeTo Ha 1 Tabnertka,
JMCNIEPrHpalla ce B ycTata (2 mg) cliell BCIKO pasBOSHEHO H3IIPaXKHEHHE.

XPpOHHYHA THAPHA:
Hauanuara no3a € 2 TaGneTku, JucnmeprHpauid ce B ycrarta (4 mg) AHEBHO NMpH Bb3pacTHH H |

tabnerka, SUCHieprHpaila ce B yoTara (2 mg) JHEeBHO NpH Jelia; Ta3M HayaTHa qo3a Moxe Ja Obae
TIpOMEHREHa ¢ UeJT NocTHraHe Ha 1-2 oOpMEeHH H3NpasKHEHHA Ha JeH, KOeTo ODHKHOBEHO C& MOCTHIA C
noaabLpskaia go3a 1-6 (2—12 mg) rabnetky, AHCIIEPrupamiy c€ B ycTaTa JHEBHO.

Makcumansara 1032 Npy 0CTPa U XPOHHYHA JUapHa € § TabneTku, nMcneprapaiiy ce 8 ycrara (16 mg)
AHEBHO [1IpB BEL3PACTHW; DPW Aeua xposata TpaGea a2 Obae cOpAMO  TEAECHOTO  TErO
(3 Tabnerkw/ 20 kg), Ho He TpaOBa aa npepuinaBa fo3aTa OT 8 TaONETKH Ha JeH.

é\@“
Heua nod 6 200unu; &

Ny
Jucneprupaimre ce TabreTkH He TpAOBA 1a ce W3NOMZBAT [IPH AeNa Noj 6 rOOMHH. X /'«
o =




3a neveHHe ¢ oNepamMUIOB XUAPOXIOPHA MPH Jeua nog 6 roguiu, Tps2bea qa ce M3NoA3RA MOaXoadma
tapmauesTHaHa dopma.

Hlayuenmu ¢ cmapyecka 8pIpacm:
He e Heobxo1HMO KOPHIHpaHe Ha [03aT4 32 IAHEMTH B CTAPYECKA BBIPACT.

Ebvbpeyno yepexcoane:
He ¢ neobxoanmMo Kopurupane Ha 7103ata 3a nauueHTH ¢ H50peyHo yBpexaane,

Yepnodpotno yepesicoane:

Bonpeku ye HAMa (apMaKOKHHETHYHH AaHHM 33 MALHEHTH ¢ uYepHORpoOHO yepesxkmane, Hmoauym
HHctanr Tpabea na ce M3MonsBa ¢ BHHM3HME TNPH TAKHBA [ALUKMEHTH, TOpajH peAyLHpaHMs
meTaboTH3EM Ha MHPBO NpeMHHaBaHe (Bxk. Todka 4.4. “CneuvanHn npeaynpexacHus H TpeAnasHu
MEPKH NpH yroTpeba™).

Hauuy Ha opunoxkeHue

IlepopanHo npunoxeHwHe.

Tabnerkute, Aucneprupalin ce B ycrara TpabBa Ja ce mocTaBAT BBPXY e3uka. Tabnerkure ce
pasTBapAT H ce NOrabLIAT Che CMoHKa. Hama HyXkna oT AONbITHUTENEH NPHEM HA TEUHOCT.

4.3 IlporuBonmoxazauus

HMOJIHYM HucTanT € npoTHBONOKAa3aH NPH TALMEHTH ¢ H3BECTHA CBPBXMYBCTBHTENHOCT KbM
JI0TIEpaMKIOB XHAPOXTOPHI HITH HAKOE OT NMOMOIUHHTE BEILECCTRA.
HUMOJIHYM HucranT se Tpabra Aa ce H3M0/13BA NMPH Aeua Noa 6-rofniuHa BB3pact.

HMOJUYM HucraHT He TpabBa fa ce H3NOI3BA KATO MbPBOHAYATHA TEPANHA TIPH:
* MAUHEHTH ¢ 0CTPa AMZCHTEPH, C KPHE B UINPAKHECHNATA U BHCOKA TEMNepaTypa,
®  [TAI[HEHTH ¢ OCTEP YJILIEPO3EH KOIHT;
s  nanyeHTH ¢ OaxkTepuanen EHTEPOKONUT, TIPHYMHEH OT MHKPOOPTaHHM3MH BKIHOUHTENHO
canMOHENa, LIHrena u KamnAanoGakrep;
*  TROWCHTA ¢ NceBJomeMOpaHo3eH KOMMT, acouWHpaH ¢ ynorpebara Ha IUMPOKOCHEKTHPHH
AHTHOHOTHUIIH.

JlonmepamMH/IOB XHAPOXNOPHA He TpAdBa Na ce M3MON3Ba, Korato e Heo0xomumo jga ce uzberae
NOTHCKAHE HAa MEPHCTANITHKATA, [OPAM CEPHO3EH PHCK OT 3HAYMMH MOCJICHHUH, BKIIOYBAIUH YPEBHA
HEMPOXOAHMOCT, MEMaKOJIOH H TOKCH4eH MerakooH. TIpHEMET Ha JoNepaMHIOB XHAPOXNOPHA TPACEA
Nla Ce NpeyCTaHOBH He3abaBHO, B CiTyHaii Ye ce pasBHe KOHCTHITALASA, NOLYRAHE HA KOPeMa HIIH YPEBHA
HENPOXOJHMOCT.

4.4 Cnpennpaisn Npegynpexienus A NpeANazHd MEPKH npH ynoTpeba

JleueHneTo Ha nMapuf ¢ JlonepaMHIOB XHAPOXJIOPH], € CaMC CHMITTOMATHYHO. BuHaru, kxorato e
BBIMOMKHO 14 C€ YCTAHOBH OCHOBHATa €THONOTAs, Tpa0Ba Aa ce npeantcBa crieHdHYHa U NoAX0AA1a
(o noka3zanus) 3a Hes TepanHs.

Ilpu maomenTd ¢ guapusa, ocobeHo NMpW Aeua, MOKe Ja HACTBIH BOJHO-ENEKTPONHTEH AedwumT.
B Takupa cnyvaum npumaraHero Ha MOAXOAALIA BOZHO-€JICKTPOIMTHA 3aMECTHTENHA TEpAlMA € Haii-
Ba)XKHATa MApka. Jlonepammuaos xuapoxnopua He Tpabaa na Obje faBaH Ha ASUA HA BH3PACcT 2-6 rofHHK
Oe3 nekapcko MpeAMHcaHHe U HAOMOTEHHE.

[Tpu ocTpa quaphs, ako He ce HabmoJapa KIMHHYHO noaobpeHue B paMkHTe Ha 48 q@&
Ha JIONEpaMHIOB XHApPoXJIopHZ Tpabea na ObAe mNpekpaTeHo M Ha nauueumg
KOHCYJITALIMA ¢ MeKYBallikA ieKap,



[pu nauuentn cbe CITHH, nexyeanu ot nMapua ¢ HMMomuym Hucrant, Tepanmara Tpabea na ce
peyCTAHOBH MPH HAli-paHHH CHMITOMM Ha ToZyBaHe Ha kopema. CrofuiaBar ce H30MHpaHH CITy4aH
HAa 3aIeK ¢ TMOBHINEH PHUCK OT TOKCHYEH Merakonow rpw nauuent, Goman ot CITHH ¢ vmdexkuuosen
KONHT, NpPeaU3BMKAaH OT BHPYCHH HIM OakTepHaiHH NaTOICHH, JIEKyBaHH C JIOMEpaMHIOR

XHAPOXTIOPHI.

Bripeku e naMa GapMakOKHHETHIHH JaHHW 32 MAIIHEHTH ¢ YepHONPOOHO YBpPEKAAHE, NIONEPaMHIIOB
XUAPOXJIOPHI TpA0Ba Ma ce H3MOM3BA C BHHMAHME NPH TaKHBA NALMEHTH, NOPagH penyLlHpaHHA
MeTabonM3BEM Ha NMhpBO MpempHaBade. ToBa JekapcTBO TpabBa ga ce TIpWiara BHHMATeNHO IIPH
TIAIHSHTH C YepPHORPOCHO YBpeXKNaHe, ThH KATO TO MOXE Aa NPCOVBRKHKA OTHOCHTENHO NPEAOINpANS,
BOEIO 0 TokcHaHocT Ha [THC.

3noynotpeGa H HempaBH/IHA YIoTpeba, KaTo ONHAT-3aMECTHTEN, Ca ONMCAHH IIPH XOpa C HAPKOTHYHO
npucTpacTaBane (BivkTe Touxa 4.9 [Ipenosupane).

CynduraTe MOraT Ia TMPUYMHAT AN€PrUYHM PEAKIHH, HaH-4ecTO CHMITOMM Ha acTMa. PeakiMH Ha
ANepPruteH PUHHT KaTO ypTHUKapHa K anadunakcna MoraT Ja GpaaT HabmonaBsaHu.

Tosa JlekapcTBO CHABPXKA No-Manko oT | mmol (23 mg) xa Tabnerka, T.e. 10 CHIMECTBO € ,,06€3
HaTpuid®“.

4.5 BsammogeiicTeHe ¢ IpYTH JieKApCTBEHH NPOIYKTH H APYTH GOopMH HA BIaHMOLEHCTBHE

HekIMHWYHH [AaHHM NOKA3BaT, Ye JIOMEPaMMI MPEACTABIABA P-riMKonpoTeHMHOB cyOCTpar.
EAHOBPEMEHHOTO NPHICKEHHE Ha JIoTiepaMuyl (€IMHHYHA Io3a 0T 16 mg) ¢ KBHHHIHH MIIH PUTOHABHD,
KOMTO ¢a P-TJIMKOTIPOTEHHORH MHXMOUTOpH BOM O 2 0 3-KpaTHO MOBMIABAHE HA IJIA3MEHHUTC HHBA
Ha nonepaMui. KnMHMMHOTO 3Haudewme Ha Te3H  (APMAKOKWHETHYHH B3aHMOZEHCTRHA ¢
P-rAMKONpPOTEHHOBUTE HHXHOHTOPH, KOTATO JIONEpaMH/l € MPHIOKEH B NPEIIOPBIUTENIHHTE J03H, HE €
H3BECTHO.

EnHOBPEMEHHOTO TPUIIOKEHHE Ha Jionepamud (4 mg eIMHAYHA 032} M HTPAKOHA30l, HHXHOHTOP Ha
CYP3A4 u P-rimukonpotedna, BOAH JO OT 3 40 4-KpaTHO YBEJIHYEHHE HA IUIASMEHHTE KOHIUCHTPALMH
Ha JNonepaMun. B cHmOTO KAMHMMHO H3nuTBaHe reMuOposmn, CYP2C8 muxuburop, moBuinaea
nonepamMup MpudnmzuTenno 2-kparHo. KomOwnaumsra Ha WTpakomason W rembubposan somu no
4-KpaTHO YBEMHUCHHE HA MAKCHMATHHTE IUIA3MEHU HHBA HA JIONEPaMkA | A0 13-KpaTHO yBe/lHYeHHe
Ha o6wWara IUTasMeHAa eKCMO3WIMA. Te3n yBenuuenns He ca CBEpP3aHM ¢ e(eKTH OT cTpaHa Ha
nenTpanHata HepeHa cucrema (L[HC), usmepeHu upe3 NCHXOMOTODHH TecToBe (T.e. CyOEKTHBHA
chHAMBOCT M Digit Symbol Substitution Test).

EXHOBpEMEHHOTO TIPWIOKEHHE Ha Jonepamuy, (16 mg eMHIYHA /103a) M KETOKOHA301, HHXHOHTOP Ha
CYP3A4 1 P-rneKONpOTEHHA, BOAH A0 S5-KpaTHO YBEAHMMEHHE Ha TJIA3MEHHTE KOHLECHTPAIMM Ha
nonepamun. ToBa yBENHUeHHe He ¢ CBBP3aHO C HOBHIICHH (QapMaKOAMHAMHYHM eheKTH, H3MEpeHn

Yypes MyTTHIIOMETPHA,

E,IIHOBpeMCHHOTO JIeueHHe C NepopaneH AC3MOIPECHH BOAH IO 3-KpaTHO YBCIIMYCHHE Ha [UIa3MCHHTE
KOHUEHTPAIHH HA Ae3MONPECHH, AbJDKALIO C& BEPOATHO HA 3abapeHUAA CTOMAINHO-YpPEeBEH MOTHIIHTET.

Ouaxsa ce, Ye¢ eKapcTBa C MOJOGHH (apMaKONOrH9HE CBOMCTBA MOMeE Aa TOTEHLMPAT efexra Ha
NOTIepaMUZ M Y€ JIEKapcTBa, KOHTO YCKOPABAT CTOMAIIHO-YPEBHOTO NpeMEHABaHe, MOXe /la HaMalAT

edexTa My.

4.6 @eprHAATET, GpeMenBOCT H KhPMEHe

He ce npenophusa NpHIOKEHHETO Ha TOBA JIEKAaPCTBO O BpeMe Ha OpeMeHH

GpeMeHHHTE HIIH KBPMEIIH *eHH TpAOBa fa ce KOHCYITHPAT CbC CBOS NIEKap OTHOSH
s

NeYeHHE. -



4.7 EdexTH BLPXY cnocobHOCTTA 32 mopHpane 0 paboTa ¢ MALIHHH

Ilo BpeMe Ha neyeHHETO C NONEPAMHIOB XHAPOXJIOPUA MOXKE Ja ce HabmoJaeaT YMOpa, BHEHE HA CBAT
WJIH CBHIIHBOCT, HApel ¢ APYTHTE Auapuiitu cuHapom. [lopaau TORA € NpenopbYMTENHC NOBUILCHO
BHHMAaHHE NMpH mohupade HAKH paboTa ¢ MalllHHH.

4.8 Hexenann JexkapcTBeHn peakuun

B 1034 pa3nen ca mpencraBeHH HexeNMaHuTe peakiwd. Heskenawute peakumu ca HexenaHd cnOuTHs,
KOMTO C€ CMATAT 34 CBBP3aHH ¢ H3MO3BAHETO Ha JIONEPAMHIIOB XHAPOXJIOPHA, Oa3sHpaHH Ha LAIOCTHA
OLEHKA Ha HaquuHata HHpOpPMaLMA 3a HexelaHuTe CcbOMTHA. B oTaenHH cayyan NpHYMHHO-
CAEACTBEHA BPh3Ka C JIOTIEPAMMIOB XMAPOXIOpHI He Moxke na ObAe HaaexnHO ycranoseHa. OceeH
TOBa, KJIHHHYHHTE NpOYUBaHKAd CC MMPORCKIAT NPH pa3/IHiHH YCIOBHA, YCCTOTHTE Ha Haﬁnlonanaﬂme
HEKEIAHH PeaKkLMH B KIHHHYHATE NPOYHRAHHA Ha €NHO JIEKapCTRO He MOraT Ja 6BAaT Npsko cpaBHEHH
¢ YECTOTHTE NMpH KAMHWYHA TPOYYBAHHA HA JIPYTO JIEKAPCTBO M MOXKE Ja He OTpasfBaTr YeCTOTHTE,
HaOMmo/1aBaHH B KIWHHYHATA NMPaKTHKA.

JlauHH OT KIHHHYHH APOYYBAHHA

Buw3pacmnu u deya na 12 u nogeve 200unu

Ocmpa ouapus

bezonacHOCTTa Ha JICTIEpaMHIOB XHAPOXIOPHA € OneHABaHa npH 2755 pb3pacTHH H mena Ha 12 u
noBe4e rOAHHH, Y4acTBamH B 26 KOHTPOJMpaHA W HEKOHTPONHPAHH KIMHHYHH W3NMTBAHHA Ha
JIONIEPaMHIOB XHAPOXJIOPH], IPHIaraH 3a Ne4eHHe Ha OCTpa AHApHA.

HexenanuTe peakiu, crobmeHH oT >1% OT NalHEHTHTE, IEKYBaHH € ONSPaMBIOB XHAPOXTOPHA, ca
nokasaHH B Tabmuna 1.

Tabauna 1: HexeJanu peakiud, cho0meHn or >1% OT namHenTH, JIEKYBaHH ¢ [JONCPAMHAOB

XRAPOXJIOpHA, B 26 KIHHHYHE H3INHTBAHASA HA 0CTPA AHAPHA

JlonepaMuA0B XHAPOXJIOPHN
0

CracremMo-opranna Kiacapukanns %

Heskenana peakias (N=2755)

Hapymenns na HepBHATA CHCTEMa

Cnarofonue 1,2

CToMamno-4upeBHA HAPYIIEHHA

3anek 2.7
€TEOPHIEM L7

ajcHe 1,1




Hesxenanure peakunu choOmeHH oT <1% OT NalHEHTHTe, NEKYBAHH ¢ JIOTNEPaMHOOR XHAPOXIOPHA
{(N=27535), ca nokasanu B TabnuLa 2.

Ta6snna 2: Hexenaun peakuns, cnodmenn or <1% 0T nanmmeHTH, JEKYBAHH ¢ JIONEPAMAIOB
XHAPOXJIOPHA, B 26 KJIHHHYHE H3INHTBAHAA HA OCTPA AUAPHS

Cucremo-opranna knacupHKauHsg

Hesxenana peakups

ApyHIeHHS HA HEPBHATA CHCTEMA

BamasHocT

CToMamBo-1peBHH HADYLIEHEA

Cyxota B ycraTta

Bonka B KopeMa

INopphulane

Kopemen nuckompopt

bonka B ropHaTa 4acT Ha KOpeMa

[lonyeane Ha Kopema

Hapymiennsi Ha KOXATA U NOAKOKHATA THKAH
O6pue

Xponusna ouapus

besonacHocTTa Ha JOMEpaMHOOB XMAPOXMOPHA € OlieHABaHa NpH 321 BLIPACTHH, YYacTBAIH B
5 KOHTPONHPAaAH H HEKOHTPOJIMPAHH KIIHHHYHH M3MTBAHNS HA JONECPaMHI0B XHAPOXIIOPHA, NPHIAraH
3a JIeYeHHe Ha XpoHH4HA auapud. IlepuoasT Ha nevyenne BapHpa MeXay | ceAMHLa H 52 Mecela.

Ta6anna 3: Hexenann peaxkums, ¢bobmeHd ot >1% 0T NauHeHTH, JIEKYBaHH ¢ JONCPaMUNOB
XHAPOXJIOPHJ, B 5 KNHHHIHH H3INHTBAHUA HA XPOHH'IHA AHADHA

ICHCTeMO-0pranna Kiacupuanun .Jlonepammo:';/xmlpomoplm
Hesxenana peakums (N=?:21)
{Hapyurensn Ha HEPBHATA CHCTEMA

BamasHocT 1,2
CToMawIHO-IPeBHY HAPYIIEHHS

Banek 2.8
MeTeoprzem 2,2

TageHe 1,2

Tabnena 4: Hexenann peakuuwn, chobmenn ot <1% oT nauHeHTH, NeKYBAHH ¢ JONEPAMHAOB
XHAPOXJAOPH], B S KIRHAYHE H3NHMTEAHASA HA XPOHAYHA AHADHA

|Cnc*remo~opranna KIacH(pHKaNHA
He:xemana peakipus

apyIieHHsl HA HEPBHATA CHCTEMA
I"nasoboaue

CToMamHo-4peBHA HAPYIWIEHAR
bosnka B kopema

CyxoTa B ycTarta

KopeMeH quckoMaopT

HCIIETNICHS




Hleduampuuna nonyrayun (noo 12 zoounu)

Ocmpa duapun

BezonacHocTTa Ha TonepaMuIOB XHAPOXJIOPHN € olereHa npH 607 nanueHTH Ha BB3pact ot 10 AHK A0
13 roguHy, KOMTO ca y4acTBaaH B 13 KOHTPONMpaHH M HEKOHTPOIHMPAaHH KIMHUYHM M3MWTBAHHA HA
NONEPaMHACE XHAPOXIOPHA, H3MOA3BAH 3a JeueHHe Ha ocTpa Juapua. Hexenmanure peaxumu,
CBOOIIEHH 3a >1% OT MaliMEHTHTE, JIEKYBAHK C JIONEPaMUIOB XHAPOXIOPHA, ca nokasanu B Tabnuua 5.

Tabnuna 5: Hexenassn peaknun, cpodmenn 3a >1% nanmenT# Ha Bb3pacT <12 roaunwm,
JIEKYBAHH ¢ JIONEPAMHAOB XHAPOXIOpH, B 13 KINHHIHH HINHTBAHAA [IPH 0CTPA AHAPAA

CHcTeMo-opranna KnacHpuranna JIonepamnno:;xn.up oxopHA
He)xenana peakiums (N= ;(m
CTOMAHIHO-YPEBHH HAPYIIEHHS

[lospblIaHe 1,2

Tabanna 6: Hexenamu peakumm, c¢nhofmenn nprn <1% npm ymorpebaTta Ha JonepamMHAOB

XHAPOXJIOpHA 0T 13 KIHHHYHH NPOYIBAHHE NPA NANHEHTH HA Bh3pacT = 12 rogaun (N=607)
HCTEMO-0PranHa KiacHpHKanns
esKeJlaHa peaKuus
ApYHMEHHS] HA HEPBHATA CHCTEMA

bezcrane

Bamaiibane

Cnasobonue

CTOMAIIHO-YPEBHH HAPYIIEHNH -

TaneHe

ﬂSomca B KOpeMa

Banek

[Hapymenus Ha KOXKaTA H HOAK0KHATA THKAH

pHB




HexeaHn nexkapcTBeHH peaKUHH NPH NOCTMAPKETHHIOBH NpoyYBanHA 33 JIONEPaAMHAOB
XHAPOXJIOPHA

Hexenanwte peakumn, HACHTHPUUMPAHH NMBPBOHAYAIHO MO BPEME HAa NMOCTMAPKETHHIOBHSA OINUT C
JIONEPaMHCE XHAPOXJIOPHI, ca BKIKYeHH B Tabnuua 7. YectoTaTa € npeAcTaBeHa Cropei CACOHATE
KOHBEHLMA: MHOrO decTH (= 1/10); uectn (21/100 mo <1/10); Heuectn (=1/1000 no <1/100); penxu
(=1/10 000 go <1/1000); v muOro peaxu {<1/10 000).

Tabanna 7: Hemegand peaknun, HaGuoJaBaHH N0 BpeMe HA MOCTMADKeTHHTOBHS ONHT C
JIONEPaMUIOB XHAPOXJIOPHA HO YECTOTA HA ChOOINABAHE NPH BLIPACTHE M NEAHATPHYHH
NANHECHTH

apyuweHHs HA HMYHHATA CHCTEMA

Muozo pedru eaKuii Ha CBPbX4YBCTEHTE/IHOCT, aHadunakTH4HA
eaklid {BITFOUATENTHO aHaQHAAKTHIEH IIOK) H
HaHIIAKTOMAHA peakiius

APYUIEHHS HA HEPBHATA CHCTEMA

HapyiieHHe Ha KOOPAHHALKATA, [IOTHCHATO HHBO Ha
Muozo peoxu pY pA %

CH3HAHUE, XHIIEPTOHHA, 3ary0a Ha chb3HaHuUe,
CBHIHBOCT, CTYIOP

il-lapymenm: HA OMHTE
Mrozo pedxu Muoza

CToMANINO-YPEeBHH HADYIHEHHA

. Mneyc (BRIMOYHTENHO MAPATHTHYEH HIEYC
Muozo peoxu ye ( ye),

IMEraKkoNoH® (BKJIIOYHTENHO TOKCHUESH METaKoJIoH),
rNOCOAHHMA®

h—lapymennﬂ HA KOXKATA H NOAKOKHATA
LKA ﬁﬁrﬂo&)jﬂh‘l, Oynosen oSpHB (BRINIDYHTENHO cmmpo::*

a  Stevens-Johnson, TOKCHMYHA  enHAEpMATH
HEKpOJiM3a H EpHTEMa MYITH(QOpMe), CbpOex,
YPTHKapHs

Mnozo pedru

bTHILA

’l—lapymermn Ha OBLOpenHTe H NHKOYHHTE
n
Mroz0 peoxu Panpmmca Ha ypHHa

O6mn HapyIeHHa H eeKTH HA MACTOTO H
pHIOKeHHE
Muozo pedxu YMopa

*Buxcre 1. 4.4 CrienHaniy npeynpexIeHys U IIpeana3iHi MEPKH IPH ynotpefa
PCpoumenn camo 3a TaGneTxure, JHCNEPTHPALIH €€ B YCTATA

Cro0IuasaHe HA NONOIUPAHA HENETAHH PEaKIHK
Cro011aBaHeTo Ha NMONO3HPAHH HEKENaHH PEeaKLIHM ¢JIed pPa3pellaBaHe 3a YIoTpeba Ha nekapcTBeHus
ApoayKT e BakHo. ToBa NMO3BONSBA Ja MPOIBLLKM HAOMIOAEHHETO HA CHOTHOLICHHETO MON3a/PHCK 3a
JieKapcTBeHHA Npoaykr. OT MeAHIIHHCKUTE CNIELHANIHCTH Ce M3UCKBa Ja C'boﬁmanawog?supaﬂa
HesKeJIaHa peaklus upes:

Hantnnutenna Areunns o Jlekapersata
ya. Hamay U'pyen 8

Codua 1303

Ten.: +359 2 8903417

e-mail:bdai@bda.bg.




4.9 TIpeno3upane

Cumnmonu

B cirydaii Ha npenosupane (BIIIOYATENHO M OTHOCHTENHO NPEIO3UPAHE B PE3YNITAT HA 4epPHOAPOOHa
MUChHYHKIHA) € Bb3MOKHO 12 HACTBNH NOTHCKaHe ¢yHkmuara Ha I{HC (crymop, cMywenua B
KOOPIHHALMSATE, COMHOJIEHTHOCT, MHO03a, MYCKYITHA XHIIEDPTOHAA, PECIHPATOPHA NETIPECHA), 3alphikKa
Ha ypuHa W uneyc. Jlenara B CpaBHEHHe ¢ BB3PACTHHMTE ca MO-YyBCTBHTENHH KbM €(eKTHTE BLPXY

TTHC.

[Ipu Xopa, KOMTO TpeZHAMEPEHO ca HATBHMLIMIH PHeMa Ha JIOTICPAMHIOB XHAPOXJIOpHT (ZOKIa/BaHH
Aosn of 40mg no 792 mg nHesHO) ca HaGmonaeanM yobbkasade Ha QT-unrepsana w
QRS-KoMIUIeKea, H/HWIH IpyTH CEPHO3HH BEHTPHKYIapHH apHTMHH, BiuTioudTenHo Torsades de Pointes,
(B2k. TouKa 4.4). CrobImeHn ca ¥ cJIy4an ¢ AeTaleH u3Xoj. 3n0ynorpeda, HenpapwIHA yToTpeba H/HIH
TpEZO3HPaHe ¢ PEKOMEPHO TOeMU 03K NOMNEPAMI MOTAT A MOBEAT 4O CHHApoma Ha Brugada.

Jevenue
B ciryuait Ha npenosupane, Tpabsa na ce sanoure EKT” MoHMTOpHHT 32 yaBRbkapaHe Ha QT uHTepsana.

TIpu nosea Ha Npy3HaIHE Ha npenosupade Ha LIHC, kaTo aHTHAOT MOXE 3 C& NPHJIOKH HaJIOKCOH. Toi
KaTO MPOBIDKMTENHOCTTa Ha NeiiCTBHE Ha NONepaMHI € Mo-rojiiMa OT TasH Ha HAJIOKCOH (1-3 uaca),
MO2Ke J1a & IPUIIOXKH MOBTOPHO JieYeHHe ¢ HATOKCoH. ETo 3alllo malueHThT caeapa aa 6bae mog crpor
KOHTpPOJ Hait-MaJKo 48 yaca 3a ycTaHOBABaHe Ha eBeHTyaiHa aenpecHsa Ha [IHC.

Toli KaTo HAUMHKTE 33 COpaBiHe ¢ MPSAOIMPAHCTO HENPEKbCHATO CE PasBHBAT, NPENOPHUMICIHO €
cBBp3BaHe ¢ brp3a oMo,

5.  ®APMAKOJIOI'HMYHH CBOHCTBA
5.1 dapmaxkoaHHAMHYHH CBOlicTBa

MapmakoTepanerTHuHa rpyna: AHTHIIponyncHeH, ATC koa: A07 DAO3.

MexaHW3sM Ha JEHCTBHE
Jlomepamuy ce cebp3Ba © ONMMATHHTE PELISITOPH B UpeBHATA CTeHa. B pe3ynTar Ha ToBa Toii MHXHOHpa

OTHENAHETO HA AUSTHIXOMMH W OpPOCTArNAHAMHE KaTo IO TO3M HA4YMH HaMaidBRa NpPONMyNCHBHATA
MepHCTAITHKA H YOBJDKaBa TPAH3MTHOTO BpeMe mnpes uepsara. JlomepaMua moBUINaBa TOHYca Ha
aHajHua CHHHKTEpP KAaTO TaKa HAMANABA HeCTIOCOOHOCTTA 33 3a0BPXKAHE H HATIPEXKEHHETO.

5.2 dapMakoKHHETHYHH CBO#CTBA

Abcopbims
Mo-ronsMa wacT OT HorwlHaTHs JonepamMup ce abcopbupa OT depBara KaTto B pe3yiaTar Ha

MeTaGonM3Ma NPy TTHPBO [PEMHMHABAHE, CHCTEMHaTa GHOHANHYHOCT € camo okofo 0,3%. PasmHyHHTE
apMalLieBTHUHR (OPME HA JIONEPAMHIOB XHAPOXTOPHA (TELPAH H MEKH Karcyld, oOBHTH i
HeoGBUTH TaGNeTKM, NBBUAIM WA AMCTIEpTHpall ce B yeTaTa TabneTkw, nepopajen pasTBop) ca
6HOSKBHBATIEHTHH IO OTHOILUEHHE Ha CKOPOCTTA M CTENeHTa Ha afcopOus Ha nonepaMud.

PaznpenencHue
IpoyupaHHsa 3a pasOpeneNi€eHHETO TIPH ILTBXOBE NMOKA3BAT BHCOK aHMHHTET KBM

[PEeAnoYATAHNE KbM CBBP3BAaHE C PEHENTOPH Ha HAMTEKHHA MYCKY/IeH CIIOH,
NoTIepaMMA © NTa3MEHHTe MpoTeHHH € 95%, mpeaumuo ¢ anbymuH. Ipeakim
ye onepamup e cyGeTpaT Ha P-rnuKonpoTenH.




buotpancdopmains

Jlonepamuy NoYTH HATBIIHO Ce M3BIIHYA OT YepHHs Ap00, KbAETO IMIABHO c& MeTaboNH3Mpa, KOHIOrHpa
M OTAEHA v“pe3 xabvkara. OKCHAATHBHOTO N-IeMETHIHpaHE € I7IaBHHAT MeTaboNHTeH DBT 3a
nonepaMuil H ¢¢ ocrinecTeaea ocHosHO upe3 CYP3A4 u CYP2CR. Ilopagu MHoro Bucokus edekt Ha
ObPBO  MOPEMHHABAHE, IUIA3MEHHTE KOHLEHTPaUMH Ha HEMpPOMEHEHOTO JIEKApCTBO  OCTaBAT
H3KNKOYHTEJIHO HHCKH.

Ennmunupane
BpemMeTo Ha MONYKHBOT Ha JTONEPaMH]] IIPH YoBeKa € oKkojo 11 waca, ¢ obxsar 9-14 yaca. OtaenaHero

Ha HCIPOMEHEHHA JIoNIEpaMH H HEMOBHTE MeTabOIHTH CTaRa rMaBHO Mpe3 tbexannm‘e.

Cnenyaniu NonynauHya
Ileduampuuna nonyrayus

HsiMa nposenenM (apMakOKHHETHYHH [pOYYBaHMd NpPW neAHMaTpHyHa mnomynauud. Ouakea ce
¢apMaKOKHHETHYHOTO NIOBENCHHE HA JIONEPAMHU] M JICKApPCTBEHUTE B3aUMOACHCTBHA ¢ JONEpaMui Aa
OBAaT MOI00HH Ha Te3d TPH BE3PACTHH.
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TokcukonorduHuTE H3ICNEABAHHS HA JIONIEPAMHJ ¢ NPOABLKHTENHOCT A0 12 Mecela mpH Kydera H
18 Mecenia MpH IUIBXOBE HE MOKA3BaT APYr TOKCHYEH e(eKT, OCBEH HM3BECTHO INOHMKAB3HE Ha
TEJIECHOTO TETJIO HITH HaManeHHe Ha HaJJiaBaHe Ha TersIo H KOHCYMalMATA Ha XpaHa NpH AHEBHH A03H
a0 5 mg/kg/nen (8 meTH MakcumanhoTo HKBO Ha ynoTtpeba npn xopa — MHUL, 16 mg/50 kg/nen) u
40 mg/kg/nen (20 metH MHUL) crOTBETHO, BB3 OCHOBA Ha TEIECHATA MNOBBPXHOCT, CPaBHABAHA C
nozara (mg/m?).

Hugsara Ha perokcuueH edekr (NOAEL) npu Tesu uscnensanua ca 0,3 mg/kg/nen (npubnusurenso
0,5 mbty MHUL) 1 2,5 mg/kg/nen (npubmuzuremno 1,3 meta MHUL) croTseTHO NpH Kyyera H
IUTBXOBE,

JlonepamMua HaAMa 3HaYHMH  eNeKTPOGH3MONOrHYHK e(eKTH BBpXY CBPUETO B TEpaneBTHYHO
NPHICKHMEA 0OXBaT HAa KOHIICHTPAlHH M MPH 3HAYMTEITHH, KPATHHA Ha TO3H 00XBaT, croitHocTy (A0 47-
kpaTHH). Obade Npu CBPHLXBMCOKH KOMUEHTpaUMH, CBBP3aHH C npeno3Hpane (BX. Touka 4.4),
jonepaMHA MMa eneKTpobH3HONOTHYHO [ieHiCTBHE BBPXY CBPLETO, CHCTOAINO ¢ B HHXHOMpaHe Ha
kanuesute (hERG) 1 HATPHESRHTE [OTOLM H APUTMUM IPH ik Vitro W in vivo MOACTM TIPH KUBOTHH.

KaQI_J,P]HOI‘CHHOCT H MYTarcHHoOCT

He ¢ ycTaHOBEH KapuuHOT€HeH noTeHunan. Pesynratute ot in vivo H in vifro w3cneaBaHHsA TOKA3BAT,
4¢ JIOTICpaMH HE € FeHOTOKCHUECH.

PenponykTHBHA TOKCHYHOCT

B penpoaykTHBHHTE M3CAECABAHHA, IPH KOMTO TUTHXOBE Ca TPETUPAHH 110 BpeMe Ha OpeMeHHOCT W/WIK
KbpMEHE, MHOTO BUCOKH Nosu Jonepamun (40 mg/kg aveeno - 20 metdH nag MHUL) Boasar no
TOKCHYHOCT Ha MalKuTe, yBpelleH QepTHIMTET H HaMaieHa MPEXKHBAGMOCT Ha TIONOBETE/MAJIKHTE
nrbxueta. ITo-nnexn mosu NOAEL (=10 mg/kg — 5 mptt MHUL) He nokaspat eiekT BLpXY 31paBeTo
Ha MalKWTe U IIONIOBETE U HE €A NOB/MAAHN NEPH- H NOCTHATATHOTO PA3BHTHE.

6. PAPMAIIEBTHYHU JAHHH
6.1 CnHcnK Ha NOMOIHHTE BeleCTBA

HeNaTHH
MAaHHTON

acnapram

MEHTOB apoMar

HaTPHEB XHAPOTeHKapboHaT




6.2 HecLBMeCTUMOCTH

Henpunoxumo.
6.3 Cpok Ha ToaHOCT

3 roauumn,
6.4 Cpemmannu yCJI0BHA HA CHXpaHEHHe

Jla ce chXpaHsARa B OPUTHHANHATA ONIAKOBKA, 32 Ja ¢e NPE/ANa3H OT Biara.
I[a C€ CbXpaHdaBa Ha MACTO, HEJOCTRIIHO 3a Aela.

6.5 Bnau ceabpxanAe B2 ODAKOBKATA

UMOJMUYM Mucrasr ¢ onakopan B PVC/OPA/AIW/OPA/PVC ¢onuo 3a rHesnara Ha
6nucrepute ¥ Paper/PET/Aluminium sanensamo ¢onno (PVC/Al). Biucreprre chabpxar 6, 12,
18 win 24 TabneTku, AMCIeprHpalin ce B ycrara, He BCHUKH BHIOBE ONMAKOBKHM MOTAT Ja OuAaT ma
nasapa.

6.6 Crnenuaann npejnasHAd MepKH NPH A3XBHLpAAHE H paboTa

TabxeTkure, TUCOEPIHEpalIM C€ B YCTATA, ¢a KPEXKH W He TpaGBa Ja ce HaTHcKar npes 6incTepa, Thi
KaTo MOTAT Ja ce MOBPenAT. 3a fa masaaure tabnerka or OaucTepa:

e m3gBphaitte pria Ha GoaHoTo
e paskbcaiTe W3LAAO POTHOTO
s HarHcHere TalleTKaTa

* B3eMeTe TabaeTKaTa

HeusnonssanvsT NPOOYKT WM OTMANBYHWTE MAaTepHand oOT Hero Tpa(Ba Aa ce H3XBLPAAT B
CHOTBETCTBHE C MECTHUTE H3HCKBAHHI.

7. TNPATEXATEJ HA PA3SPEIIEHHUETO 3A YIIOTPEBA

McNeil Healthcare (Ireland) Limited

Airton Road, Tallaght, Dublin 24

Hpaannus

8. HOMEP HA PASPEIIEHHETO 3A YIIOTPEBA

20140030

9. JATA HA IOBHPBO PA3PEHNIABAHETIONHOBSABAHE HA PA3PENIEHHETO 3A
YIOTPEBA

03.02.2014 r.

10. JATA HA AKTYAJ/IM3BUPAHE HA TEKCTA

01/2019




