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CyOcTrron 120 mg Kancynu ¢ yapbkeHo ocBoGOKIaBaHe
Substitol 120 mg prolonged-release capsules

Cy6etrron 200 g Kancy)iM ¢ YIbIKeHO 0CBOOOKIaBaHe

Substite] 200 mg prolonged-release capsules

2. KAYECTBEH A KOJIMYECTBEH ChCTAB

Besika Kancyna ChabpiKa:

120 mg mopdunos cyngat (morphine sulphate), exsuanenrten Ha 90 mg mopoun Hasa

200 mg MopduHOB cyndar (morphine sulphate), ekpuBaneHTeH Ha 150 mg mopduH 6aza

3a MEAHHA CIOHCEK HA ITOMOINHHTE BelecTBa, BHIKTE TOuKa 6.1,

3. JJEKAPCTBEHA ©0PMA
Bean no Genesurkasy neners ¢ YOAWDKeHO 0CBOOOKIARAHE B TEHP/A KENATHHOBA KalCyna:

120 mg: MacieHO3eIeHH Kancyiu, pasmep 1, ¢ Hagmac MS OD 120
200 mg: prxauBoxadaBH Kancyn, pasMep 0, ¢ Hagmac MS OD 200

4. KIMHAYHHU JAHHH

4.1 TepanesTHYHH NOKAIAHAA

3a nepopanHa 3aMecTHTEIHa Tepalis (IIOAXBPKAINA TCPAHsA) TIPH NALMEHTH, ¢ HAPKOTHYHA 3aBHCHMOCT.
Ilpu onpesiensse Ha MOKa3aHMATA 3a yrioTpeba (M260p Ha 3aMeCTBALIMA JIEKAPCTBEH MPOYKT), Tpabea 1a
ce crnasat ycrorusTa Ha HapenGata 3a mapkotuysi eemecrsa H Hapesfara 3a npons/OKHTENHO
ofyuenue NpH NpoBexAane Ha nepopanHa cybcruryuys. [To tasy npuinna, Cy6oTaron Kancynu ¢
yIobKeHo ocBoGoskIaBaHe TpaOBa a ce H3MON3BAT CaMO [PH OTCHCTBHE Ha TOJIEPAHTHOCT KBM APYTH

JICKApPCTBCHH NPOOYKTH, H3MOJ3BAHH 34 3aMCCTHTEIHA TCPATTHA.

Hcpopaﬂﬂom 3aMECTHTCAHO JSYCHHE HPH MAUHEHTH C© HAPKOTHYHA 3aBHCHMOCT 'Ipaﬁna Aa ce ITPoBexKNa B
YCIIOBHA Ha aACKBAaTCH MEQHULIIKHCKH KOHTPOI M B pAMKHTS Ha BM'BHGO'{CHEI NCHXOCOILHAIHA NporpaMa.

4.2 103HpOBKA H HAYHH HA NPHICKEHAE

HOSHQOBK&

JlHeBHaTa fo3a ce onpesens HHAHBAMYAHO ¥ TpA0Ba 1a ce MpHeMa BEIHEK JHEBHO KATO €AHOKPATHA
nos3a.

Tpabsa aa ce criaspat ycaopHATa Ha Hapenfara 3a HAPKOTHYHHM BELIECTBA 110 OTHOIIEHHE yriotpebaTa Ha
MOP(HH ¢ YABIDKEHO 0CBOOOKIABaAHE.




Bvapacmnu

OGHKHOBEHO Ha4aIHaTa J03a € eana 120 mg kancyna ¢ yabikxeHo ocBoboxaasaHe equH BT JHEBHO, B
3aBHCHMMOCT OT HHAMBHIyATHATa aHaMHe3a Ha nalieHTa. TpsaGea na ce CrMa3par CrieLMaIHATE YC/IOBHA HA
Hapenbata 3a HapKOTHYHH BELIESCTRA [0 OTHOUICHHE Ha YNoTpebaTa Ha MOPHH C YAB/DKEHO
ocBoGOMIABAHE (HANp. 3a IeUeHHe Ha NnauHeHTH nod 20-roJiHliHa Ep3pacT). 3a noseye HHbOpMALHS
OTHOCHO [JO3MPOBKATA, BHXKTE NO-I0JTY pa3nel ,, 3anoveaHe Ha leueHHe™ .

Ilayuenmu ¢ nanpednana ev3pacm (Wa 635 u nogeve 200UHU}
Hama paHHE 3a ynoTpeda Ha JIeKapcTBEHHA MPOAYKT MPH MAlUHeHTH B HATIpeiHama Bb3pacT.

TIpH HEOOXOZHUMOCT OT H3MOI3BAHE HA JIEKAPCTBSHHUA IIPOIYKT TpAOBA A1a Ce MPEUCHH JI0KOJIKO
NAUMENTHTE B HalpeIHANA BB3PACT H TE3H ¢ BIOLISHO 060 CheTOSHNE, GHXa MOTIIH Na NpOsBAT
TO-TOJISMA YYBCTBHTETHOCT KBM MophuH. ITo Tazk NpHYMHa ce mpenopbyBa MOBHUIEHO BHHMAHHE [IPH
THTPUpPaHEe HA J103aTa.

Mayuenmu c yspedena Gu0peuna wwtu 4eprodpoina QyHKyuR
TMpenopbuBa ce npy IALHEHTH ¢ yBpeAcHa Gu0pedHa Wi depHoApoGHa GyHKIMA ia ce HaMaTH 103aTa.

Heya u onowu
He ce npenoprusa ynotpeGara Ha CyGcTHTOoN NpH Aetia H 10HOIH 1o 18-roAHIIHa BL3pacT.

3anousare Ha neverHUemo

B3 ocHOBA Ha JAHHHTE OT HENETANHOTO W3MO3BaHe Ha HAPKOTHIH, € ONPEASIcHa THEBHA 1033 OT

120 mg, ¢ ornexn u3bArBane Ha NOTEHLMANHNS PHCK OT npelosupane. Tpabpa fa ce MMa MpeBAa BCAKa
BB3MOIKHOCT 32 HAJIHYKE HA IPHMECH B HelleraTHHA HAPKOTHK (KaKTO CTelIeH Ha YHCTOTA HA XepOHHA
npugoGHUT Ha YAKLIATA).

Tpsﬁna Aa CC OTUETE H 3ary OaTa Ha HAPKOTH4YHA TOAEPAHTHOCT, KOATO MOXKe Ja Ce H3i1BH Ced HAKOJIKO
JHH.

JTneBHHTE 1031 TpAGBa 1a Ce TIOBHIIABAT TIOCTENEHHO, /10 JOCTHIaHe Ha KAMHHYHA 1032 HeoOXo/MMa 3a
M30STBAHE HA CHMITTOMHTE OTHEMaHE H/IIH NOTHUCKAHe Ha HAPKOTHYHMA rnajl. ObuKHOBEHO ca
HeoOxonuMu 1-2 ceqMUIH 3a OnpezieNisHe HA OIITHMAIHA JHEBHA [03a.

Tlooowvpocauo nevenue
JlHeBHaTa 0034 3aBHCH OT NMOCTABCHATAa HHAMBHIY&/THA TePAleBETAYHA LSl H TEXECTTa Ha 3aboJigBaHEeTO.

O6uuaiinaTta JHeBHA 034 APH NalUEHTH ChC CTAOKMNM3MPAHO YMCTBEHO U MCHXMYCCKO CHCTOAHHE €
obuKHOBEHO Mexcy 300 H 600 mg, KoaTo Moxe aa ce yBemuuH fo 600 — 800 mg, B ciyyali Ha
HEeOGXOHMOCT OT afeKBaTHA CyOCTHTYIMA HIH NPH HApKOTHYeH ral (,XepoHHoea 6iokaaa”).

B peKH cy4aH Moske [Ia ce HANOXH H3MON3BaKe Ha AHeRHa 1o3a ot 800 no 1 200 mg.
He Tpabea na ce mpeBHLIABAT AHEBHE n03H 0T 1 200 mg. TpaGea unary fa ce HMa NpeIBUA
BBEIMOIKHOCTTA 32 IENCHACOUMEHO OTKIOHABAHE HA JIEKAPCTBEHHsS NPOXYKT KbM JPYTH JIHLA.

Hpemuriasane om aevenue ¢ Memadon xvm mepanua cvc Cybemumon

O6H4alfHOTO HEBHO CHOTHOLIEHHE € 1:6 10 1:8, T.e. NHEBHA 1033 HA METAAOHOB XHAPOXIOpPHA oT 60 mg
CHOTBETCTBA Ha iHeBHa A03a oT 360-480 mg Cyberuron. [ipemMHHaBaHETO OT JIEYCHHETO C CAHHUA KbM
TepaluA ¢ APyrus NPOAYKT MOKE J1a C€ OCHINECTBH OT €/IMHMW 3a CleABaIys AcH. BBH3MOXKHO € Aa ce

HAMOXKH MMOCTENCHHO THTPHPaHEe Ha J103aTa, 34 Aa ce JOCTHIHE OITHMAlIHA LHEBHA 0034, Hall




OTYHTAHE Ha IOTEHIHATHATE HeXKENaHH peakiii, He TpadBa aa ce MPeBHINABa ChOTHOLIEHHE Ha NO3UTC
1:8.

Tpemunasarie om nevenue ¢ 6ynpenopun kom mepanus cec Cybemumon
Hsma HaTpyTiaH KTRHHYEH OTHT HOTBBPACH OT KIHHHYHH NpOYBaHHA.

Ipemunasane om aeverue ¢ Opyeu MOPPHUHOBY NEKAPCMEERY NPOOYKTNU KbM MEPANUA CbC Cybcmumon
He ¢ BE3MOXHO rapaHTHpane Ha GHOeKBHBAIEHTHOCTTA HA PA3IHYHATE MOPGHHOBH JIEKAPCTBCHA
NPOAYKTH C YIh/DKEHO 0cBofoX/asare. [10 Tasu IpHuHHa, TPAORA Aa C€ NOA4EPTAE, Y€ NPH NALHCHTHTE,
TiPH KOHTO € onpeaesieHa edekTHBHATA 1033, HE MOXKE /la Ce IPeMHHABA HA TEPanHA ¢ APyr HPOAYKT Be3
A ce MpoBeJie HOBO THTpUMpPaHe Ha 103aTa K KAHHHYHA MpeueHKa.

Hamanseane na 003ama u Rpexveeane 1a NEYeHuemo

JozaTa Tps6ra Ja ce HAMATBA IOCTETIEHHO, 8KO € HeOOXOAMMO, B IPOAB/DKEHHE Ha MECCeL, NTPH
obpbuake Ha 0coGeHO BHHMAHHE H NPOCNEAABAHE 1O OTHOLICHHE HA HOHL/AHUTEEH NPUeM (M3c/eABaHe
Ha npo0H Ha ypHHaTa).

P#3KOTO NpeyCTAHOBABAHE Ha pheMa Ha CyGCTHTON KanCyIiH ¢ YABIDKEHO 0cBOG0KaaBaHe BOAH IO
11082 HA CHMIITOMH HA OTHEMAHE ¥ HAMATISBAHE HA HAPKOTHYHHS TOJNEePaHC B Hali-KpaTky cpokose. [1pu
TIPHEM Ha TIPOYKTA [IPE3 ABJCH NEPHOAH OT BpeMe ¢ BE3MOKHO JJa HMa TOPENaHTHOCT CaMO KbM BHCOKH
HAPKOTHYHH f03H. [0 Ta3u NpUYKHA, NALHEHTHT TpsGBa Aa G5 ACHO H TOUHO MHDOPMHIPaH OTHOCHO
HapKOTHYHKA TONEPAHC M PUCKA OT PELH/IHB, BKMIOYMTENHO H 33 NIPHEM Ha JIETANTHA CBPRXI03A.

Hpexpamaeane na revenuemo

BHe3anHOTO NpeycTaHOBABAHE HA MPHJIOKCHUETO Ha ONHOMAY MOXe a NPCAW3BHKA 10482 Ha
aGcranenTen cunapoM. [0 Ta3K NpUuMHA e HeoOXOAHMO I03aTa fa Ce HaMaNABa MOCTENCHHO NPEH Na CC
MPeYCTAHOBH JIEUCHHETO.

Hauny Ha mpunoKeHie

Kancynure TpafBa Aa ce IpHEMaT npe3 yCTaTa BEAHBK AHEBHO KaTo € HOKPATHA 034 Ha HHTEPBAIIN OT
24 uaca. Kancynure Tpafsa 1a ce NOTTBIIAT LENH HIIKA APyra BE3MOKHOCT 34 IPUIIOKEHHE ¢ PASTBAPAHE
Ha CHABPKARHETO HA KAfICYJIaTa B yallla CTY/IeHa BOJA Ipel IpHeMa.

Cycnen3uara TpsbBa Aa ce IPHroTBA HETIOCPEACTBEHO NIpenH ynotpeda, Thil KaTO B IPOTHBEH clTyvai mwe
ce m3ryOM MEXaHM3MBT Ha YIRIDKEHO 0CBOOMK/IABAHE H e ce Ch3Jane prCK 3a naLeHTa.

Jlexapar Tpa6pa Aa yBeA0ME NANHCHTHTE, Ye NEPOPAIHHAT HPHEM € CAHACTBEHHA IPHI0KAM H
Ge30MACeH HAYHH HA RPUIOKEHUE HA TO3H JIEKAPCTBEH NPOAYKT, KAKTO H TOMHO H ACHO A3 '
NpeaynpeIn 33 eBeHTYAIHHTE PHCKOBE 0T HHTOKCAKAIHA (BXK. TOUKA 4.4)

KancynuTe H TAXHOTO ChABPXKAHAE He TPAOBa Ja Ce CABBKBAT KIH CMAYKBaT, KAKTO H /ia HE C6 pa3pexar
HJIH MEKEKTHPAT, Thil KATO B TAKEB Clly4aii fuxa MOTIIM 1a BE3HMKHAT TEKKH HEXKCIAHY PeAKIHH C
MOTEHIMANHO (haTaJIeH U3XOM1 WIIH JIOKATHH [OCTEACTBHA (BXK. Touka 4.4).

Tpabsa A2 ce OCHIypPH IpHEM Ha AHEBHATA /1032 NOJ pafaiogenne (Hanp. B ANTEKATa), B
¢poTeercTBEE ¢ [IpaBnaara 3a HAPKOTHYHH JEKAPCTBCHH NPOAYKTH. Hiknwvyennn ca BbIMOKHE
caMo IPH CHa3BaHe Ha nocaeauuTe BepeHn Ha IpasuaTa 33 HAPKOTHYHH JIEKAPCTECHH NNPOAYKTH
¢ onpeaeneHn 3abe1eXKH N0 OTHOLIEHHE HA CIIeRHPBUHHTE YCTOBHA NPH ynorpedara HA MOpQHE ¢
YIB/DKEHO 0CBOGOXKAABAHE,

HpoABDKATENHOCT HA JISYEHUETO
HpO)I'l:J'DKHT SITHOCTTA HA JISUCeHHETO €& onpenenﬂ B 3ABUCHMOCT OT JOCTHTaHE Ha NnoCTaBEH
TEpaneBTHIHY [1EJTH.




4.3 TIpoTHBONOKA3AHHS

»  CBPBXYYBCTBHTEHOCT KbM AKTHBHOTO BEIIECTBO WM KbM HAKOE OT OMOIIHHTE BOTIECTSA,
u3bpoeHd B Touka 6.1

TexKa XpoHHYHA 06CTpyKTHRHA GenonpoGHa Honecr;

TeKKa OpPOHXHAIIHA aCTMa;

Te)Ka PECTTPATOPHA JEIIPECHA C XUTIOKCHS W/HIH XHIICPKATHUSA,

MapanHTHYEH HIEYC

" & & &

4.4 Coenpajiny NpexynpexkAcHAS H NpeANA3HA MCPKH NPH yuorpeba

Mop¢un Tps6ea Aa ce Mpwiara ¢ NOBAEHO BHHMAHHE NIPH NALMEHTH ChC:
s Texko yspenena 6enoapotna QyHkups;
e  pECHHpATOPHA JCTIPECHS,
e xop nynmorane (6enonpoGHO chpue);
¢ CbHHa anHed,
eMHOBpeMeHHa YIIoTpeba ¢ AeKapCcTBa, KOHTO OBIHABAT 1IHC;
MAO urxuturops (Bxk. Touka 4.5);
DOHOCHAMOCT, GH3HUECKa 3aBHCHMOCT H CHHIPOM HA OTHEMAHE;
ICHXHYHA 3aBACHMOCT (AHKIHAA), aHaMHE32 32 310yNoTpeda ¢ aNKOXO0M | JICKapCTRa;
yeperHa TPaBMa, BETPEUEPETTHH JIE3UM WK NOBHIICHO BLTPEHEPEITHO HAIraHe, HAMANeHO HUBO Ha
Ch3HAHHE ¢ HEH3IACHEH NPOH3XOJ;
XHTIOTCHHA ¢ XHNOBOMAEMHA,
3a60naBaHHA HA KIBUHHTE DBTHIIA,
IIAHKPEATHT;
Texx0 yBpeliena 6u0peuna GyHKIHA,
TEXKO yBpeleHa YepHonpobHa ¢y HKIA,
KOHCTHIIANM.

TIpk enHOBpeMeHHaTa ynoTpeba Ha ankoxon H CyGcTHTON, HEXeNaHHTe edextr Ha CyGeTHTON MOMKE 1a
ce ysesinvar. Ennospemennara um ynorpeba Tpabsa na ce n3barsa.

Ocmup 2pvden cundpom (OI'C) npu nayuenmu coc CopnoSUONO-KAENbHHA borecm (CKE)

Topanu sB3MOsH BpL3ka Mexxay OI'C 1 ynoTpebara Ha MOPQHH IIPH NAUKMEHTH CBC CKBb, neKyBaHH ¢
MOpP(HH IO BpeMe Ha Ba30-OKITy3HBHA KPH34, BHAMATENHOTO HAG/II0ICHHE 32 CHMITTOMM Ha OICe
HAJIOXKHTEITHO.

Han60peuna HeAQCTaTHUHOCT
OHOUAHMTE aHATTETHIH MOTAT 2 Npen3BUKaT o0paTEMa HanbbopeuHa HEOCTATEYHOCT, KOATO

H3HCKBA HaGJIIO/IeHHE M MIPH/IAraHe Ha MMOKOKOPTHKOMIHA 33MeCTHTE iHa TCpailia. CHMIITOMHTE Ha
HanOEOpedHa HEOCTATEHHOCT MOrAT A3 BKIIFOUBAT Halp. raJieHe, NOBPBIIAHE, 3ary6a Ha arneTHT, YMOpa,
cnabocrt, 3amaiiBape WM HUCKO KPHBHO HATIMaHE.

TlowKeHHE HA HUBATA HA [10JIOBHTE XOPMOHY H NOBHINEHHE HA npoliaKkTHHa

)]wrocpoqna'ra ynorpeﬁa Ha ONHOWAHH aHANTEeTHIH MOXKE Ja 6nae CBBbp3aHa C NOHHKEHWE HAa HUBATa Ha
TIOJIOBMTE XOPMOHH H MOBUIIISHHE HA NIPOJIaKTHHA. CuMnToOMHTE BKIKOYBAT HAMAJIEHO HH6P[)10,
HMIOOTEHTHOCT HITH aMEeHOPEA.

OcoleRy PHCKORE NPH NALWEHTH Ha 3aMECTHTETHO JIeUEHHe
OCHOBHHAT PHCK NPH NMPEAO3HPAHE HA OTTHOKMAHKUTE AHANTETHIIH € PeClpaTOpHATA Jenpeg




Omonaure MOTAT [a DPHYMHAT HAPYLWIEHWA Ha AHLIAHETO IO BPEME HA ChbH, BKIIOYHTEAHO UCHTpATHA
coHHa amkes (1{CA) ¥ xunokcemus. ITpu HAKOM NAIHEHTH B 2aBUCHMOCT OT J034Td MOKC [a CO YBCIHIH
PHCKa OT CHHHA afHes KaKTO W Jia ce BJIOWM CHINECTByBalia Takasa (BX. Touka 4.8). Tpabsa na ce
oOMHCITH HAMAJIABAHE HA J03aTa NPH NAlHEHTH C aHAMHE3a 32 CHHHA alHesl.

Puck pu chITBTCIBAINE YI0TpeGa Ha ceaTHBHH 1eKapcTBa, Kato GeH30AMa3eTHEH WIH TI0N00BH Ha T9X
JleKapcTBa:

ChITeTcTRamara ynotpeba Ha CyOGCTHTON H CeAaTHBHH JieKapcTBa KaTo GeH30aMaseniHH Wik NoA00HH Ha
TAX JIEKAPCTBA MOKE /1a HOBEAS O CEOMPaHE, PECTIHPATOPHA JENpecHd, KOMa M CMbPT.

Ilopans Te3u pHCKORE NIPEANHACBAHETO HA TE3H CENATHBHH JICKapCTBA KATO CHITBTCTBAIIO NPUAOKCHHE
Tpabpa 12 6b7e 3ana3eHo 33 TAUMEHTH, 33 KOATO He € Bb3MOXHO ATTePHATHBHO JIEYCHHE. AKO €€ B3eMe
pemeniie CyGCTHTON Aa ce MPeAMCcBa KATO ChITETCTBALLO NIPUIIOKEHHE ChC CeIATHBHH JIEKapCTBa,
TpxGBa ia ce H3TI0N3BA Hali-BUcKaTa eeKTHBHA 11032 M MPOB/DKATENHOCTTA Ha JISUeHHeTo na Obae
BB3MOXHO Hal-kpaTtka. Mopdux Tpabsa na ce nprara ¢ [IOBHHICHO BHHMAHKHE NPH NALHESHTH NPHEMAlly
HHC nenpecanTty (Bux Touka 4.5).

[Mamyenture TpaGBa Aa GbAaT BHHMATENHO NIPOCACIABAHM 33 NPH3HALK H CHMIITOMH HA PECNHpaTopHa
Ienpecud | cendpane. B Tazn Bpb3Ka CHIHO & NPENophyBa NaleHTHTE H IPIKEINUTE Ce 3a TAX JIHua /1a
ObaaT HEGOPMHPAHH 33 TE3H CHMITTOMH (B3K. TOUKa 4.5).

[punaraifrTe B HAManeHH [O3¥ M ¢ Hal-rolAMO BHHMaHWe IIPH MAalMEHTH, KOHTO ce€ JIeKyBar
EIIHOBPEMEHHO C APYTH HAPKOTHYHH CPEACTBA, YCIIOKOMTETHH H TPHUHKIHYHE aHTHASNPECAHTH, KaKTo H
¢ MAO-uuxubHTopH (BX. ChUIO TaKa Touka 4.2)

MAO utxuburopu
Mop¢un Tpa6Ba fa ce nmpunara ¢ BHHMAHME [IPH TIALIMEHTH, KOUTO mpueMaT MAO HHXMOUTOPH wiH
KOHTO CA MPHEMAITH B PAMKHTE Ha TIPEXOMHHTE ABE CEAMHLM.

[epopanuxa Tepanus ¢ aHTHTPOMBOUKMTHE HHXMOMTOPH Ha P2Y 12
Tpe3 rbpBHS JiEH OT €/IHOBPEMEHHOTO eucHHe ¢ Mxuburopu Ha P2Y 12 u MopduH e HabmonaBaia
HamaneHa eQHKACHOCT Ha JIEUEHHETO ¢ MHXUOuTOp Ha P2Y 12 (Bx. TOuxa 4.5).

¢ IIpu ynorpeba Ha MopdHH CBHIECTBYBA IOTEHIMAN 3a 310ynoTpeba, nojobeH Ha APYTH CHIHH
OMMOHAHH aroHUCTH, M TOM TPAGBa [1a ce U3noJ/I3Ba ChC CNEUHANHO BHHMAHHE NPH HALMCHTH ¢
aHaMHe3a 3a INMoyNoTpeda ¢ AIKOX0Jl M JIEKapCTBa.
TpodumeT Ha 3moynoTpeda ¢ MophuE € nofoben Ha TO3M MpPH APYTHTE CEIIHH OMMOHIHM CPEACTBA.
MopduasT Moxe na 6b/1€ ThpceHo CPeACTBO OT X0Opa ¢ JIaATCHTHA HIIH H34BEHA CKIIOHHOCT KBM
anoynotpeda ¢ HapkoThuu. Hannue e noTenuan 3a pasRHTHE Ha MCHXHYECKA 3aBHCHMOCT
(IpHcTpacTaBate) KbM ONHOM/IHH AHATTETHIM, BKIIOUHTENHO MopduH. CyGcThTon Tpsbea aa Gbae
ApHIIaraH ¢ 0cOGEH0 BHAMAHHE [IPH [IALIMEHTH C HCTOPHS Ha 3710ynoTpeba ¢ alkoXol Wi JIEKapCTEa.
3noynotpebara c nepopanHi GopMH, NpUNaraHH napeHTepanHo, MOKe 1a JOBEE A0 CEPHOIHH
HEXeNaHH PeakivH, B TOBA YHCIIO ¥ (HATATHH MOC/ICICTBHA.

o IlarmenTsT TpaGBa na 6Be npeaynpeacH, e yorpedara Ha aNKOoX0/1, HeJeraTHIHPAHH
HAPKOTHYIHH BENIeCTBA, APYTH JCHPECANTH HA UCHTPANHATA HePBHA CHCTEMA (Hamp.
OeH30QHACNHEHHE WIH XHOHHOTHI{H) HJIH APYTH 33aMeCTBAIIM ATEHTH, MOXE 1a 10BEIE 10 CMBPT
NOPAJH CIHpPAHE HR AHIIAHETO, B PC3YIITAT HA MOTHCKAHE HA JHXATENHHA MPOLCC.

» Tlo BpeMe Ha 3aMECTHTENHATS Tepanua € HeoOXOOUMO MPOBEKAAHE PeAOBHH H3CTIEABAHKS HA
ypHHATa (BKJI. KAYECTBEHH TECTOBE), 38 HATHUHE Ha 6apOHTYpaTH, METAKBaJIOH H DEH30IHA3CTIHHY,
KAKTO M 33 KOKauH 4 ambeTaMHHH i TEXHHTE MeTa0O0/TMTH; BIIK CHILO Taka MPHIIOKHM BAPHAHT Ha
TIpapunara 3a HAPKOTHIHH OPONYKTH.

« Tlpu H3nON3RaHE HAa BHCOKH THEBHM A03H (Hanp. 800 mg) Tpabea, mpl Heobxo
MHOT'0 BHHMATEJHO 33 TIOABA HA COMAaTHYHH K TICHXHYHH TPOABY.




¢ [lpu neyeHue ¢ MO-BHCOKY 038 TPAOBa Aa ce M3KNIOYH F3MOXKHOCTTA 38 OTK/IOHABAHE HA HacT OT
no03aTta (Hanp. MocpeCTBOM CTPOT KOHTPOJ O OTHOLISHHE MPEATTHCBAHETO HA JICKAPCTBEHHA
APORYKT) — B Ta3H Hacoxa TpabBa aa ce cnaspar crienMainuTe u3uckpanus Ha Ilpaswiara sa
HapKOTHYHM MPOAYKTH [10 OTHOLIEHHE Ha MOP(HH ¢ YABLIDKEHO 0CBODONIaBaHE.

e MopduHBT MOKE a MOHMKH MPara Ha MPHNagbLMTE IPH NAIHEHTH ¢ eNHICTCHA.

» OcoGeHo NpH BHCOKH I03H, MOXE J1a Ce MOAEH XHIIepPaIre3ns, KOATO He Ce ITOBJHABA OT
JOITHTHHTENHO YBEITHYARAHE HA A03aTa MOpHHOR cyndar. Moxe na ce HaoKH HamMaliBaHe Ha
A03aTa HA MOPGhUHOBHA CYAT WIH CMAHA HA OMHOMAA.

¢ TlanueHTH, Ha KOHTO MM NPEACTOH OMEPaLlks AOKATO ca Ha NeyeHHe ke CyBeTHTON (B 3aBHCHMOCT
OT BHJIA HA [IPHIOMKEHATA XHPYPrHYHA H AHECTE3HONOTHYHA DIpoueaypa), Tpabsa na 6uar
BHHMATEITHO TIPOCHIEIeHH B MOCT-OnepaTHBHATA (pasa (Hanp, 3a Pa3sBHTHE Ha pecIMpaTOpHa
Jenpecks), NOpajH XapaKTepUCTHKATA HAa YABLIDKEHO ocBofoskmaBaHe Ha CyOCTHTOI.

¢ OnuoHAMTE MOTZT [a MOBAHAAT XHIIOTATAMO-XHITOGHIHO-HaAOBOpe HaTa HilH -FOHA/(HATA OCH.
Hsaxou BHRHMH APOMEHH BK/IOYBAT YBE/IMYEHHE HA CePYMHHA NPOJIAKTHH M HAMAIEHHC Ha
IUIa3MEHHMTE KOPTH301 H TECTOCTEPOH. Te3H XOpMOHANTHH NMpOMEHH MOTaT Jia C€ MaHH(eCTHpar ¢
KJIHHHYHH CHMITTOMM.

¢ Pudamnuus Moxe 1a HAMANH TUTA3MEHHTE KOHLEHTPALHM HA MOPQHH. AHAITETHIHUAT e(ekT ha
MopduHa Tps0Ba Na ce HabmoaaBa H A03UTe MOPGUH Ja ce KOPHIHpAT IIO BPEME H Clell JISUCHHE C
pUaMIHIEH. 3aBHCHMOCT H CHHAPOM Ha oTHeMaHe (abCTHHEHTEeH CHHAPOM).

W3n0/3BaHeTO HA OITHOMAHH AHANTETHUH MOXe Aa ObJe CBBP3aHO ¢ PA3BHTHETO Ha (H3HYECKa H/HWIH
MCHXHYECKA 3aBHCHMOCT IIH TOJIEPAaHTHOCT. PHCKBT Ce yBe/4aBa ¢ YBEIMUABAHETO HA
MpOIBILKHTETHOCTTA HA BPEMETO Ha YrioTpe(a u ¢ IPHIaraHeTo Ha NO~-BHCOKH MIO3H HA JIEKAPCTBOTO.
CHMIITOMHTE MOTAT A3 GBAAT CBEICHH /10 MHHUMYM Ype3 KOPEKLMA Ha 1034Ta KX NiekapeTBeHara popma
H MOCTENEHHO NPEYCTAHOBABAHE Ha NPHEMA HA MOP(PHH, 32 OTHEIHHTE CHMIITOMH BIDKTE TO9Ka 4.8.

TTpu xpounyHa ynorpeta NauHeHTHT MOXKE 4 pa3BHE TOJIEPAHC KbM IPOAYKTA K [1a HMa HeobxoauMOCT
OT NIPOrPECHBHO HOBHMUIABAHE Ha JI03aTa 33 OBNaasBaHe Ha Gonkata. IlpoasmkurenHara ynorpeba Ha
Cy6etrron Mosxke 1a AoBeAe 10 (hH3HYECKA 3ABHCHMOCT, KATO PA3KOTO CIIHpaHe HA JIEYEHHETO MOXe Ja
AOBENIE [0 CHHAPOM Ha OTHeMaHe. KoraTo MauMeHTET Beve He ce HY)XKJae OT TepanHa ¢ MOP(HH,
NperoppuBa ¢ JOZHPORKATA /1a C& HAMAITH NOCTENEHHO, ¢ LieN U30Arpane Ha CHHAPOMa Ha OTHEMAHE.

Puckoge oT 3nmoynorpeba

Tpabea na ce UMAT NpeABHA PHCKORETE 3a 3n0ynoTpeba ¢ NPIIIOKEHHETO Ha IEKApCTBCHHA NIPOAYKT
(Hamp. BEHOZHO HIDKSKTHPAHE Ha pa3TBOpEHA Kancyna OT CTPaHa HA MalHeHTa),

Kancy.um‘e HIH CBOBPXKAHHETO UM 'I'pﬁGBa Ja ¢e norTsulaT NeaH H He Tpaﬁna Ja C¢ YyrnAT, AbBYAT,
pasTBapsAT WIM pasTpolIABAT, Thil KATO CIEBKBAHETO KM PA3TPOINIABAHETO HA MOP(HHOBH TIENETH BONM
10 6bp30 oceoGokAaBane H afcopbuMs Ha HoTenIMamio Garanna nosa MopduH (BXK. Touka 4.9).
JlexapcTBEHHST MPOMYKT HE CE (PellopbUBa 3a NPeJONEPaTHEHO IPHIOKEHHE IWIH Npe3 mbpeuTe 24 Yaca
clieq onepanms.

EBeHTyanHy 10cneICTBHS NPK HHXKEKTHPAHE HA PA3TBOPEHO CHABDKAHHE HA KANCYIATA

*  CMBPT IOpaJH CIIMPaHe Ha AMIIAHETO NPH MHOro 6bp3a abeopbuus.

¢  peaKklUMH Ha CBPBbXYYBCTBHTENHOCT (MOHIDKaBaHe HA NepHGEPHOTO KPEBHO HAJLIaHE, KOSTO BOJH 0
THPKYNATOpeH 1OK)
JIOKATTHH peakiyH kato TpoMGodnebut, aberec Ha MACTOTO HA NPHIIOKEHHE
CHCTEMHM PeaKilHH Kato TpoMBoeMBolH3sM nporpecupauy no Genoapobua emGonus; SakrepreMus,
BKJI. CENCHC ¥ EHAOKapIHT

¢  OTNaraHHs Ha HEOPTAHMYHM [IOMOIUHHM BELISCTBA B PETHKYAO-€HAOTENHATA CHCTEMA, KOHTO BOJAT /10
BL3HHKBAHE Ha TPaHYIOMH OT HYKAH Tea

EpeHTyanuu moclieICTBHA NIPH MHOrOKpaTHO WHTPABRCHO3HO HIDKCKTHDAHE HA CHID
H . PasTBOPEHO Ch KAHHE HA KancyJjara




* GenoapoGHa TANKOBA rPaHYAOMATO3a C IPOTrpecHpaiya THCIHES, BK. GenoapobHa XHnepToHud H
neTancH U3Xoz

*  OTIAraHus Ha TANIK B OUHTE C OYHU YBPEKIAHHA BCIEACTRHE MUKPOeMOOIIH3BM, HEOBACKYIapH3ALIHA
M YaCTHYHO OTVIENBAHE Ha PETHHATA, OTOE/IM3aHM €A W Cllydad Ha MakysapHa ¢pubposa che 3aryba Ha
3peHHETO ,

* XPOHHWYHH BH3MNANKTENHH 3a00/BaHns Ha 4epHus apob H GEOpeLmTe

Bolky WuiH chbIIPTCTRANIH HADYINIEHHS [10 BPEME HA 3aMECTUTEIHATA Tepanus

®  AHANTETHYHHAT eeKT Ha MOpdHH MOXKE 1A 3aMBIITH CHMITOMHTE HA €BEHTYANHH CHIIBTCTBAIIH
3abonasanuA. IlpH HeobXonHMOCT, NaMenTHTe TPSOBa Aa GHAAT NPENYNPEACHH 33 noJ06Ha
BB3MOXKHOCT H aJeKBaTHO HaOMIONABaHH.

* B HAKOH CiTyuau ¢hC COMATHYHH 3a00/ABAHKA € HeoOX0IMMO NpHiIaraHe Ha JOIIKTHHTEIHH
aHaNTeTHYHH MPOAYKTH 2a OBNaiBaHe Ha GOKATa (BE3MOXHO ¢ [1a e HAJIOXKH JICHCHHT B
CHELHANH3HPaHO OTAENICHHE).

¢ TlpuemuT Ha CyGeTHTON, KAKTO M HA APYTHTE MOPOHHORH JIEKAPCTEEHH TIPOKYKTH, TpaOBa /a ce
npeycTaHoBH 24 qaca fipe i IPOBEXKAAHE HA XHPYPIrHIHATA HHTEPBCHIIHA NPH NALHEHTH, IPH KOHTO
TpabBa Ja ce poBelie XOPIOTOMHs WIH Apyra onepauus 3a obniexdarane Ha 6onkara. Cren
onepauusTa, 103ata Ba Cy6ctiron Tpadsa fa ce THTPHpA.

4.5 BzaumopelicTBHE ¢ APYTH JIGKAPCTBCHH NPOIYKTH B APYrd ¢popMu Ba B3auMoAeHcTBRE

CenaTHBHH JieKapCcTBa Karo OeH30HACIHHY HITH MOA00HH HA TAX ACKapCTBa:

ChITETCTRAIATE YIOTPe6a HA OMHOMAM ChC CEAATHBHH JIEKApCTBa KATO GeH30AMA3CTIUAN WK NON00HA Ha
TAX JIEKAPCTBA MOBULIABA PHCKA OT CEAMPaHE, pecnHpPaToOpHa ASTPEcHs, KOMa H CMBPT NMOPajik AIMTHEHHA
JenpecHpeH edekT Bupxy LIHC. Josara ¥ IpOXbIKUTENHOCTTA TPH CBITGTCTBAlIA yroTpea Tpatea aa
OBaaT orpaHHYeHH {RxK. Touka 4.4).

JlekapctBara, konrto notackaTt [IHC BkirouraT, HO He ©e OrpaHU4apat Jo: APYrH OIHOHAR,
rabaneHTHHOHAM, KaTo Nperabaiui, aHKCHOTWTHINA, XUITHOTHIH H CeATHBH (BKITIOYHTENIHO
GeH3ogua’eNuny), AHTHIICHXOTHLH, AHTHAHIPECAHTH, o6IIH aHeCTETHIH (BKounTenHe 6apGurypari),
(heHOTHA3WHM, H aITKOXOJ.

KomOuHaupara ¢ 6eH30MHA3ENARM CHINC Taka MOTEeHUHpa NOTHCKAHETO HAa ABXATEIHHA NCHTEP ¢ PHCK
OT crimpaHe Ha gqumaneTo. [To Tazu npuuMHa, GenzoauazenHHy Tpa6Ba ga 6v1aT AOMBIHHTETHO
HA3HAYABAHH CAMO 1IpY CTPOTH TMOKA3aHKA, a NopoGHa koMOHHaMs TPAGRa /1a ce W30ArBa IIpH TIAUHEHTH,
1IPH KOMTO € HAJIHLE pHcK OT 3noynoTpeba (Bx. Touka 4.4).

HeofxomuM e Ipoab/KHTEIEH KOHTPO OTHOCHO HeneranHa ynotpeba Ha OeH30AMA3CITHHH,

JlekapcTReHHTE MPOIYKTH ¢ AHTHXOJIMAEPrHIHO AeHcTBRE (Hanp. NCKxodapMaleBTHIlH,
AHTHXWCTAMHHOBH MpPETIAPaTH, JIEKAPCTBEHH NPOAYKTH 32 neuenue Ha [Napxunconopa Gonect), Guxa
MOTJIH /3 IOTSHUHPAT aHTUXONHHEPTHYHUTE CTPAHHYHY e)eKTH Ha HAPKOTHLMTE {HaIp. 3aIeK, CYX0Ta B
YCTaTa, MEKIHOHHH CMYIUSHUS).

MopdwH He TpatBa J1a ce TIPHEMa SAHOBPEMEHHO C MOHOAMHROKCHIA3NA HEXuGHTOpH (MAOH) v B
PAMKHTE Ha JIBe CSAMHLIA CIE/ MPEyCTaHOBIBAHETO Ha JICUEeHHe ¢ TakiBa. Br3MoxHa e NoAsa Ha XKHBOTO-
33CTpAIIABANTH JEKAPCTBCHUY BRaHMOOTHOIEHHS 10 OTHOMIEHHE Ha NEHTPAIHATAa HCPBHA CHCTEMA,
JAHXATeHATA H LMPKYI1aTOpHa (HYHKIHH.

KoMGHHHpPaHH ONHOMJIHH arOHHMCTH/aHTaroRkcTH (Hanp. Gynpexopdun, HanbyhHH, NEHTa30LHK) He
TpAGBA a4 Ce MPHIIATAT HA [AIMEHTH, JIEKYBaKH ¢ YHCTH OTIMOMAHH arOHHCTH.

Hamernann noTHcka MeTaboan3Ma Ha MopgvHa.




Padamnanun unaynupa CYP3A4 B uepHus Apo6, KaTo N0 TO3M HAYHH YBENHYaBa METafoIM3Va Ha
mop(uH, komerH W MeTanoH. I1o To3n Hauni eeKTHT Ha TE3H OMUOKH CE HAMANABA HITH CE
npoTHBoAeiicTBA.

Habnropasa ce 3abapeHa u HAManeHa EKCIO3HIMA Ha NEpPOpaTHa aHTHTPOMOOLMTHA Tepanus ¢
nHXEOUTOp HA P2Y 12 nipH naleHT! ¢ 0CTHP KOPOHApeH CHHIPOM, JIEKYBAaHH C mop¢HH. Tora
BraUMOEHCTBHE MOXe a OhIe CBLP3aHO ¢ HaMaleH CTOMAlIHO-YPEeBEH MOTHITHTET H [1a CC TPHJiara 3a
ApyYTH ormoHaH. KIMHEMHOTO 3Ha9eHHe € HEM3BECTHO, HO IAHHMTE NOKA3BaT MNOTEHLKANA 33 HaManeHa
eduxacHocT Ha HHXUOKHTOPa Ha P2Y 12 nIpn nanMenTH, KOHTO IPHEMAT SIHOBPEMEHHO MopduH K
uHxu6uTOp Ha P2Y 12 (B3K. TOuka 4.4). [IpH ManneHTH ¢ OCTEP KOPOHAPEH CHHAPOM, MPH KOUTO
MOpQHHBT HE MOXe Aa 61Ae 3aabpxkan U Gbp30To WHXKOUpane Ha P2Y 12 ce cuTa 32 PEIIABAIIO, MOXKE
JIa C& TIOMHBCIIH 3a M3MON3BAHETO HA MApeHTepaneH HuxubuTop Ha P2Y12.

EAHOBPEMEHHOTO TPWIOKEHHE HA MOPHH H AHTHXMNEPTEH3UBHK JIEKAPCTBA MOXKE 18 YBEJIHYH
XHIOTEH3UBHHUTE e)eKTH HA AHTHXHMIEPTEH3HBHH CPENCTRA MITH IPYTH JIEKapCTBa C XHITOTCH3HBHA

ethexTH.

Thil KaTO HIMa JAHHH OTHACHAIIM CE 32 ¢JIHOBPEMEHHO MPUIOKEHHE HA MOP(HH ¢ PHTOHABHP, & TO3H
OpONYKT HERYLHPA HepHOAPOGHHTE SH3HMM, KOMTO YUacTBAT B IIIOKYPOHH3ALIATA HA MOPHHA, NOpaaH
KOETO € BE3MOYKHO NOHWXKABAHE HA [UTa3MEHHTE KOHIEHTPaLHH Ha TIOCIIeTHH.

4.6 PepraanTer, GpeMEHAOCT H KbPMeHE

Depmunumem
[IpOyuBAHHATA IPH KHBOTHH TIOKA3BAT, 4e MOPHHH MOXeE Aa HAMATH GepTHAHTETA (BX. TOUK3 5.3
[ IPEAKMMHUYHE JAHHH 32 6¢30nacHocT").

bpemennocm

To npwHIwn, npu 6peMesHH MoXe Ja Ce NPOBEKAA 3IaAMECTHTEIIHA TEPANHA CaMO B CIICHHAJIHH CIIyHaH W
npu onpesieneld obctosrencrpa. Tpabea na Ce cma3BaT CNeLMAanHHTE YCIOBHA HA Hapenoara 3a
HApKOTHYHH BEIlIECTBA TIO OTHOLWIEHHE YNoTpedaTa HA MOPMH ¢ YIB/IKEHO 0cBOOOKIABAHE.

TMpHnaraHeTo Ha TO3H JIEKAPCTBEH NPOAYKT TPA6Ba MO BE3MOKHOCT A €& n30ArBa No BpeMe Ha
OpeMeHHOCT H KbPMEHE.

HOBOpOZNEHHTE, YMHTO MAliKH ca IOMyYaBalli ONMMOHAHH aHAITeTHITH IO BpeME Ha GPeMEHHOCTTa, TpsOBa
na ce Hab/MIOaBAaT 34 PH3HALIM Ha CHHAPOM Ha OTHeMaHe (20CTHHEHIMA) BPH HOBOPOAEHOTO. JleueHueTo
MOJKe /12 BITIOUBA ONMOMIHO H MOIALPKALIO JICHEHHE.

IIopaml ONACHOCTTA 0T NOTHCKANIE HA JHMAHETO HA HOBOPOAEHOTO, HE C€ HPLNOPLIBaA H3N0/JI3BAHE
HA NPOAYKTA N0 BpeMe Ha paxaane, Ilo BpeMe HA Gpemeﬂnocrra € BLIMOKHO NPeANHCBAHE HA
M()qulill, caMO0 B CJ'ly‘laﬁ, ¢ MOTEHUHANHHEYE NOJA3H KATEFOPHIHO IPEBHINABAT CREHTYA/INHTE
PHCKOBE N0 OTHOIMICHHE HA HEPOJAEHOTO ALTE.

Mop@HHBT MOXe Ja YABIDKHA WIH CBKpaTH paxaaHeto. JienaTta poaeHu oT Maiiky nDpHeMaTH HAPKOTHLH
10 BpeMe Ha BGpeMEHHOCTTA, TpAGRA N0 BpeMe Ha PAXKIAHeTo Aa 6BIAT BHUMATENHO CIEACHH 32 TIPOABH
HA NOTHCKAHE HA JMIJAHETO HIH HA CHMIITOMH Ha OTHEeMaHe H NIPA HeOGXOMMOCT a Ce MPHIIOKH
cnenp(EYeH aHTArOHUCT HA ONMATa.

Kupmene
MopduEbT npeMHHaBa B MalfurHOTO Miako. [lo BpeMe Ha KbpMEHE HE Ce npeliopbiBa ynorpebara Ha
Cy6Gcruron.




4.7 EjexTn pupXy cnocofHOCTTA 32 IopHPAHE B paboTa ¢ MALTAHH

Mop@uHBT MOXe [a IPOMEHH B 3HA4YHTENHA CTeneH cnocoGHocTHTe 3a modupane HH pabora ¢
MalIHHH. AKO ¢a 3aCeTHATH BB3NPUEMYHBOCTTA W PeakUHKTe Ha TIAIHEHTHTE, Te He Tpalea Aa modupar
HNH Aa paDOTAT ¢ MAMMHH,

4.8 HexelanH JIeKAPCTEEHH PEeaKIHE

B 3aBHCHMOCT OT W3NJI3BaHATA X038, MOPQUHLT OpeiH3BHKBA NOTHCKAHE HA QMINAHETO W Ceanpane,
H3pa3eHH B pa3jiIi4yHa CTENeH, OT JIeKa YMOpa A0 ChbHJIHBOCT.

Haii-uecTo orbens3BannTe HEXenaHH JeKapCTBeHH PeaKiMi Ha Mopdh#iHa BKMIOYBAT 3aleK H raJeHe.
3anexsT TpAGBA fa ce TpeTHpPa NPOQUIAKTHYHO ¢ H3MOI3BaHE Ha JIAKCATHBHH CPEJICTEA. I'aleHeTO U
[IOBPBUIAHETO MOXKE 1A C€ KOHTPOMHUPAT ¢ AaHTHEMETHIIH.

[NosaBaTa Ha HEXKETAHH NIEKAPCTBEHH PEAKIIHA 3aBHCH OT TOIEPAHTHOCTTA HA MPHCTPACTEHAA KbM
HapxoTHiw. OGHKHOBEHO, T€ C& H3ABSBAT MO-YECTO NPH NALUMEHTH, KOMTO HE Ca CBHKHANM ¢ ynotpebaTa
HA OMHATH.

Hexenanute nexapcTBeHH peakii H30POeHH Mo-10i1y ¢d KIACHQHUHMpPAHH 10 TeeCHa CHCTEMa
CBOTBETHO HA TAXHATA YecToTa, YecToTaTa HA HEXENAHATE JICKAPCTBEHH PEAKUHH CC ONpeneifd, KaTto.

MHuoro yectr (> 1/10 OT IeKYBaHHTE MALMSHTH)

Yectu ( >1/100 no <1/10 oT NeKyBaHHTE TALMEHTH)

Heuectn(=1/1 000 go < 1/100 ot NeKyBaHHTE NAITHEHTH)

Peaxu (>>1/10 000 no < 1/1 000 ot leKyBaHKHTE MALMEHTH)

MHoro peaxu (<1/10 000 ot nexyBaHHTe TalMEHTH)

C HeH3BeCTHA YeCTOTA (0T HATHYHHTE AaHHH He MOXKe aa §b1¢ HanpaBeHa CLEHKA).

HapymienHs Ha HMYHHATA CHCTEMa
Heuectu: CBPBXYYBCTBHTEIHOCT
C HeM3BecTHA YeCcTOTA: aHAMWITAKTHYHH peaKluy, aHa(IWIAKTOHIHH PeaKIHH

IcAxAvHY RApYIIeHAS

YecTH: 00BpKaHOCT, fe3CHHHE, HAPYLIEHHA Ha CHHA

HegecTii: B530YNa, XaMOUHHALHH, HADYHIEHHS Ha MHCIXOBHHS NIpoliec,
NpPOMeHH B HaCTPOEHHETO

C HeH3BECTHA YECTOTA: 3aBUCHMOCT

Hapymenus Ha HepBHATA CHCTEMA

YecTu: 3aMasHOCT, r1apo00IIHe, HEBOJICBH MYCKYJTHH KOHTDAKLIHH,
, COMHOJNEHTHOCT

Heuectu: I'BPUOBE, XHNEPTOHHUA, TAPECTE3HH, CHHKOIL.

MHEoro peaku: MHOK/OHYC,

C HEeH3BECTHA YECTOTA:  AJIOAMHHA, XMIIEpanTe3us (BXK. Touka 4.4), XHIICPXHIpPO3a, ChbHHA anHes

Hapymenss ga oynTe

Heuectu: HapyUIGHUA HA 3PEHHETO

MHuoro penxu: TpeliepeHe Ha O4HTE, 3aMBIJIeHO 3peHKe, IBOWHO BHKAAHE
C HeM3BeCTHA UecTOTa: MHO3a

Hapymenas Ha yxoro u aa0upraTa
Heuectn: CBETOBBPTEK




CopaeyHn HAPYNICHHN

Heuectn KITHHHYHO 3HAYHMO MOHIKABAHE HA KPbBHOTO HAJLTAHE M
ChpJeyHaTa YeCTOTA, IUITHTAIAH, obuia cnabocT nporpecuHpalla 1o
3ary0a Ha Ch3HaHME H ChPACYHA HEAOCTATEYHOCT.

C1aoBH HapyIIeEHS
Heuectn: XHIIOTOHHA, 3aUepBiBaHe Ha JTHIETO

PecuupaTOpHE, TPBAHH H MEIHACTHHATHH RApYMEHHS

Heuecrs: Benompoben 0TOK, PECNHPaTOpHA JETIPecHs, GPOHIIOCTa3 LM
MHnoro penks: OUCTIHES

C Hed3BeCTHA YeCTOTA: HaMajieHa KalluiMia

CToMamHo-4peBHH HAPYIICHHN

MHOTO YeCTH: rajieHe, 3anek
YecTH: KopeMHa GoJka, aHOPEKCHs, CYXOTA B yCTaTa, MOBPBIIAHEe
HeuecTn: HJIeyc, MPOMSHA Ha BKYCa, IUCTICTICHA

XenaTo-0HJHAPHH HAPYUICHUS
Heuectn: NOBHIIABAHE HA YePHOAPOOHUTE €H3HMH
C HeM3BeCTHA YecTOTA: Gonka B oOnacTra Ha SKIIBYHHA MEXYp

HapyrieHAS Ha KOKATA H NOAKOXKHATA THKAH
Yecru: H3110TABaHE, 0OpHB
HevuecT: YPTHKapHa

Hapylienusi HA MYCKYIHO-CKEIETHATA CHCTEMA H CheAHHATEIHATA ThKAH
MBHOTO pefKH: MYCKYJIHH CTIa3MH, MyCKY/IHa PHTHIHOCT

Hapymenns 5a 656pensTe A NHKOTHATE NLTHINA
Heuecth: 3afbp)KaHe Ha YPHHATA

HapymienHs Ha BH3NPOH3BONATEIHATA CHCTEMA H IbpAATa
C HeH3BECTHA YeCTOTA: aMeHopes, HamaneHo MMOHA0, ePeKTIIIHA ANCHYHKIMA

O6wn Hapymreaud H eQeKTH Ha MICTOTO Ha RpUIGKenHe
Yeetu: acTeHHd, yMOpa, HEPa3noIoKeHHe, chphexk
Heuectn: nepHpepHH OTOUH

C HEeH3RECTHA YECTOTA: TOHOCHMMOCT KBM JIEKapCTBOTO, CHHAPOM Ha OTHEMAHE Ha
AEKApPCTBOTO (@0CTHHEHLMA), CHHAPOM HA OTHEMAaHE MpH
HOBOPOJEHO

Onwcanne Ha W30paHH HEXKENIaHH PEeaKIMK

Jlexapcmeena 3asucimocm u cunOpom Ha omuemane (abcmunenyisl)
Ynorpefara Ha ONMOMIHH aHANFETHIH MoXe Aa (bl CBBP3aHO C Pa3sBHTHE Ha ¢u3nyecka BHIH
[CHXHYECKA 3aBHCHMOCT HTH TOIEPAHTHOCT. AGCTHHEHTEH CHHAPOM MOXKe Ia €6 NPEAN3BHIKA NipH
BHE3aMHO CMMpaHe Ha NPIIOKEHHETO HA OTIMOMIY KIIH aKO C¢ MPUIIoKAT ONMHOMIHH a
MIOHAKOTA MOXKeE J1a HACTBIIH MEKIY NpHeMHTe. OTHOCHO JIEUCHHETO, BHXKTEC TOUKA 4,




- DU3MONOrHYHEUTE CHMITTOMH Ha OTHEMaHe BKMIOUBaT: OOJIKH B TANOTO, TPEMOD, CHHIAPOM Ha
HECHOKOMHHTE KpaKa, AnapHs, aBNOMHUHAITHH KOJTMKH, rafieHe, MPUNonoJo6HH CHMIITOMH, TaXHKapaMs 1
MuapHaza. [ICHXHIHHTE CHMITOMH BIJTFOUBAT AHCHOPHYHO HACTPOCHHE, TPEBOXKHOCT H
pasapasauTenHocT. [Ipu slekapeTBeHa 3aBHCHMOCT HECTO € HATHUE H ,,CHITHO XKEeaHue 33 NeKapCTBOTO™ .

CnobuiapaHe Ha MOROIMPAHY HEXKENAHW peaKiuH

C1obIasaHeTo Ha MOAO3HPAHM HEXENAHN PEaKLMK CAEH paspeliaBaHe 3a ynoTpefa Ha JeKapCTBeHUA
IPOLYKT € BaxkHo. TOBa Mo3BoNsBa Ja NPOas/UKH HAGMOISHHETO Ha CHOTHOMIEHHETO MOJI3a/pHCK 33
NEKAPCTBEHHS MPOAYKT. OT MEIHIMHCKHTE CIIELHATHCTH CE H3UCKBA la ChoO1IaBaT BCAKA NO03HpaHa
HEMKEIAHA PEAKIHA YPe3 HALMOHATHA CHCTEMA 3a ChobllaBaHe:

HsnbnuurenHa areHIHs 0o fiekapcTBara

yi. ,,Jdamas I'pyep” Ne 8

1303 Codus

Ten.: +35 928903417

yeGcairr: www.bda.bg

4.9 Ilpepoznpane

Cumnmomu

TIpH3HALMTE Ha OCTPO IIPEAO3MPaHE ¢ MOP(YH ca PECIMPATOPHa AETPEcHs, CHHITHBOCT, 3ankibouasaia
e 10 CTYNOP WIH KOMa, aciMpaliioHHa THEBMOHKA, TOYKOBH/ITHH 3¢HHIM, pabauoMuonm3a,
nporpecupaita 10 6p0peyHo yBpexaaHe, CKeASHTO-MYCKYy/Ha c/1abocT, GpajMKapua, XHNOTCH3HS U
cMBpT. CMBPT MOXKE 3 HACTBITH NOPAIH AHXATE/IHA HEAO0CTaAThYHOCT.

OcoleHo BAXHO € A Ce NOMALPKA CTIOHTAHHO AHIIaHe. UHCTHTE ONHOH/{HH AHTArOHHCTH Ca
crietHEHA aHTHAOTH NPH CHMITTOME Ha oHOWAHO npenosupane. ITpu Heobxonumoct TpabBa aa ce
NpeANpHeMaT JPYTH MOAIBPKAILH MEPKH.

Pa3qynBaHeTo Ha KaNCy/NaTa i NpHeMa Ha HeHHOTO ChAbPAaHKE, KOETO € ¢ YABDKEHO 0CBOOOKaBaHE H
HEHHOTO HHKEKTHpaHe, pe/H3BUKBa He3abasHo ocroboNIaBaHe HA MOP(KHA, KOSTO MOXe J1a I0BEC A0
daramHo npeno3upaHe.

Jeuenue
Tpabea na ce ofbpHE NpenH BCHYKO BHAMAHHE HA AWXATEJHHTE MBTHILA HA NALHEHT ~ MOHHTOPHPAHE
Ha JUIIAHETO, WIH NPOBEXKAAHE HA KOMAHAHO JUuIaHe,

INokaszaHa e CTOMaWIHA IPOMHBKA, NPOBEACH 10 4 uaca clie/l [[pHEMa Ha IeKapcTBEHHA NPOAYKT ¢
YIBIGKEHO 0CBOOOKIaBaHe ¢ Orjies OTCTpaHARaHe HA HeaGcopbupaHOTO KONHYECTBO.

YHcTHTE ONMATHA AHTATOHHCTH ca ceunHIHUTE AHTH0TH cpellly ebexTHTe Ha HAPKOTHIHOTO
npenosupane. [Ipu HeoOGxonuMocT, TpaGBa Aa ce NPHIOKAT JPYIH NOATEPKALIK MEPONPHATHS.

B c/Tyyaii Ha TexKo Ipe03UpaNe Ce IPHIAraT HHTpaBerosHo 0,8 mg HanokcoH. Ilpu HeoGXomHMOCT
[03aTa e TIORTAPA TPE3 HHTEPBATK OT 2-3 MMHYTH WIH ce IPHIara HocpeicTBoM MHby3us Ha 2 mg B 500
ml duznonornuen cepyM wiH 5% pgexcrposa (0,004 mg/ml).

ITpH no-NeKH c/TyYad Ha TIPENO3MPaHE ¢e TIPHIAraT HHTpaBeHO3HO 0,2 mg HaJIOKCOH, CIEI KOETO ¢
amnumpar o 0,1 mg Ha Beekd 2 MMHYTH, JOKATO € HeoOXOMHMO.

JlosupoBKaTa Ha ONHATHUA AHTAOHHCT ja eguHuYHa jo3a e 0,01 mg/kg TenecHo Terno.

brp3uHara Ha WHQy3uaTa TpsaGra na Ohae crObpa3eHa ¢ NPHAMKEHHTE NPeAIecTBAIHTE
B CEOTBETCTBEE C MOBIHABAHETO HA TIALIHEHTA. ‘g'd‘\““ﬂ o,



Thuii KaTo NPOXL/EKHTEIHOCTTA HA eexTa HA HANOKCOH € CPABHHTENHO KPATKa, NANHECHTHT
TpaOBa Aa ObAe BHAMATeNHO HAGMIOTABAN 10 Bh3CTAHOBABAHE HA CIIOHTAHHOTO JHINAHE, Hpn
NO-HATATLIIHOTO JIeY€HAe HA NpPeAo3HpaneTo TpadBa 132 ce HMA NpeABH, e OT KANCYJIHTe
CyGeTaTon ¢ yIbaxeno ocsoboxgasane ce oTean Moppuua ao 24 aaca.

Hanoxcou He TpaGBa na ce Mpuiara NpH OTCHCTBHE HA KIIHMHHYHO 3HAYHMH ITPH3HALH HA MOTHCKAHE HA
AHILHAHETO H WHPKYJalHATa opaaH npegosupane ¢ Mopdut. Hanokcon tpabea na ce npuiara
BHHMATENHO MPH XOPa, 33 KOMTO € H3BECTHO HIH Ce MpeAnosara, 4e € Hamuie pu3HIecKa 3aBHCHMOCT OT
mop(uH. B Te3n cryuaH BHE3ANMHOTO HAM THIHO HEYTPATH3HPaHe Ha HAPKOTHYHHTE e(heKTH MOJKe Jia
YCKOpPH TIOABATa Ha OCTHP CHHAPOM Ha OTHEMAaHe.

5. ®APMAKOJIOT'HYHHM CBOMCTBA
5.1 PapmakogHHAMHAYHH CBOKCTBA
dapmakorepanesriuna rpyna: [Ipaponsu onvepn ankanonad, ATC kon: NO2AA 01

Mexanussm Ha JeiicTle
Mop¢unsT e onuoneH aroHucT He3 aHTaroHICTHYHO aeficteue. To# neHcTsa HA ONHATHHTE PELISITOPH

B ITHC, ocofeHo no OTHOMCHHS KA [L-PELETTOPHTE U B MTO-MAKA CTENCH 10 OTHOLISHHE K-PENCIITOPHTE.
Cunra ce, ue [I-pelISTTTOPHTE METHHPAT CYNPACTHHAIHATA AHAINE3HS, MOTHCKAHETO HA IHIIAHETO !
eyopusTa, a K-PELIENTOPHTE MPLOEHAYHO-MOIBYHATA AHANTE3HA, MHO34Ta H CeIaTHBHHA SpeKT.
MopdHuHbLT AeficTBa AHPEKTHO BHPXY HEPBHHA CIUIAT B UPEBHATA CTEHA H MPHYHHABA KOHCTHIALHA.

ITpu 3aMeCTHTENHA TEparnHA, T.€. IPH PeIOBHO MPWIAraHe Ha MOPOHH ¢ KOHTPONMPAHO OCBODMIIABAHE,
ce HAMAIABA HY’K/1aTa Ha HAPKO3ABUCHMHTE OT HEJIETASTHH ONUATH, KOSTO HMa TNONIOKHTENEH epeKT 1o
OTHOIEHHe Ha HAPYIICHUTE HEPBHO-EHAOKPHHHH QYHKHUHH.

He ca npoBexxaaHu KITHHMMHH H3CTIEABAHKHA BLPXY HAMALIBAHETO HA [103aTa M NOCTETICHHOTO
NpeycTaHOBARaHE Ha 3aMeCcTHTEnHaTa Tepamis cse CybeTuTon.

DapMakonTHHAMHYHE eHeKTH

Lenmpanna nepsna cicmema

[NpuHiMnHUAT edeKT ¢ TepaneRTHYHO 3HAYCHHE HA MOp(MHA Ca aHANITe3HATa H CEIMPAHETO (Hamp.
CBHJIHEOCT H aHKCHOMH3A}.

MopdHHET NOTHCKA AUUIAHETO TIOCPEACTBOM JUPEKTHO NeHCTBHE BBPXY AMXaTE/NIHKs EHTHP B MO3bKA.

MopdhHHBT MOTUCKA KAULTHYHHS pedieke MOCPEACTBOM JHPEKTEH eheKT BBpXY KALUINHYHHA LICHTEP B
mexynaTa, IporueokamarausT edekt Moxke Ia ce NPOABH [IPH 103U NO-HACKK OT TE3H, KOHTO
OBHKHOBEHO a2 HeODXOJHMH 33 JIOCTHraHe HA aHAITeTHYeH SheKT.

MopdunbT Moske na npeau3BHKa MHO3a, AOPH NPH ITRJIHA TbMHHHA. TOYKOBHIHHTE 3€HHIM Ca
CBHIETENICTBO 33 MPEIO3MPAHE, HO HE ¢a MATOTHOMOHWUHH (Hanp. rogobeH edekT Mosxe ia ce Habmopasa
TpH Jie3kn Ha BaponeBrs MOCT OT xeMoparHieH HIH HeXeMUdeH npousxon). Ipu cepps3aHa ¢
TIpeIo3HpaHe XHITOKCHA, MOXKE [0-4ECTO 12 ce OTOENEKH H3pazeHa MHpHa3a, OTKOJKOTO MHO3A.

TFacmpounmecmunanen mpaxm u 2radka Myckyiamypa
MopdHEsT NpenH3BUKBa HAMANABaHE HA MOTHITHTETA M TIOBHINABAHE HA TOHYCA Ha IJ1afkaTa

MYCKYIaTypa Ha CTOMAaXa H ABaHAACCETONPLCTHHEKA. XPaHOCMIJIAHETO B THHKHTE UepBa ¢ 3a0aBeHo 1
OposaT Ha MpOIMYJICMBHUTEe KOHTPAKLHN € HaMalieH. BpoaT Ha NpomyJICHBHKHTE NEPHCTANTHIHH BBIHE B
Ne6enoTo YEPEO € HaMasieH, & TOHYCET MTOBHILEH A0 CTENEH Ha CIIa3hM, KOSTO BOAH A0 34




Tlo NpyHIUHT, MOP(PUHBT NOBKIIABA TOHYCA HA [NaAKATa MYCKyIaTypa, ocobeHo Ha chuHKTepa Ha
FacTPOMHTECTHHAIHMA TPAKT M JUTEYHUTE MhTHINA. MOpQUHET MOKe Aa npeaAH3BHKA CNa3bM Ha
curkTepa Ha OH, KOETO fja A0OBe/e NOBUIIABaHe Ha KHTPaOWINAPHOTO HAJIATAHE.

Cupoeuno-cvoosa cucmema

MophuHBT MoXke Aa TPEAU3BHKA 0CBOGOIABAHE HA XMCTAMMH, ¢ Wi 6e3 nepuepHa BazouiaTaLHA.
EBeHTyanHHTe NPOABH HA XHCTAMUHORO OCBOOOKAARAHE, ¢ HIH Ge3 nepudepHa BA3ONHIATALMS, MOXKE
BKJTIOUBAT CHPOEX, 3auepBABaHe Ha KOXATA Ha JIMLETO, 3aU€PBABAHE HA O4HTE, HITOTABAHC W/HITM
OPTOCTATHYHA XMIIOTOHHA.

Enooxpunna cucmema
Bk Touka 4.4.

Hpyeu hapmaxonozunu eghexmu

TIpH NpoBENEHH 72 Vitro W DU OHTHH XKBOTHH [IPOYYBAHHA, C2 YCTZHOBEHH PaziiyHH epeKTH Ha
OIHOMIMTE OT €CTECTBEH IPOMIX0/, KATO MOPOHHE, IO OTHOLIEHHE HA HMYHHaTa CHcTeMa. KIMHIU1HOTO
3HaueHHe obade e HEH3RECTHO.

5.2. ®apMakoKHEHeTHYIAH cBoiicTBa

Abcopbyun

MopunsT ce abcopbupa 65p30 OT KallCy/IHTE U NpeTsprssa uzpase first-pass edexr. OTHocuTenHaTa
GMOHATHMUHOCT CJIEZ OpaneH IpHeM Ha MopduH & okono 32% (27-36%). AGcopbimaTa Ha MopduHa OT
CyGCTHTOIN o TIORJIHABA B 3HAYMTETHA CTEMNEH OT XpaHaTa. BrpX0BH I/la3MeHH HEBa OOMKHOBEHO ce
JIOCTHTAT 32 OKOO 2-6 Yaca CJie/ IEPOPATHO OPIIICKHHUE KATO Ce NOATEMKAT EQEeKTHBHH ILUTa3MCHH
KOHLIGHTPALIHH 32 Lenua 24 4acOB MHTePBaN Ha Ao3HpaHe, BHOHANHYHOCTTA € IThiTHA B CPABHCHHE C Ta31
TIpH SKBUBANCHTHA X032 NEPOPAeH Pa3Top ¢ He3abapHo ocBobmkaBane WM MophuH TabIeTky ¢
yIBIDKEHO OcBOOOMN/IaBaHe.

Pasnpeodenenue

MapMakOKHHETHKaTa Ha MopdHHa e IHHeapHa B IIMPOK JHAITA30H OT A03HPOBKH. CBBP3BAHETO HA
MOP(HHA C IUTA3MEHATE MPOTEHHH € 0Koi0 30%, pasnpesiesieHHETO B THKAHKTE € HHCKo (Vd e
npuGmasurenno 3 1/kg). MophbHHET npeMuHaBa Npe3 mialeHTapHaTa GapHepa M B MAHUHHOTO MIIAKO.

Buompanchopmayus T'nasnara Merabonuraa tpacdopmanus e rioKypoHHINpaHe 10 Mopduu-3-
IIOKYpORHZ (0K0TI0 60%) H B MO-MaJKa CTeneH 1o MopduH-6-rmoxyporuy (oxono 30%). Mopdun-6-
[OKYPOHH] IEMOHCTPHPA arOHHCTHYEH epeKT CPAMO OTROHAHHTE PEHENTOPH, OKATO MOP(HH-3-
TIIOKYPOHM] Ce CBBP3Ba 3paBo ¢ Tax. [InasMenure nupa (mpeuenenn ¢ AUC) Ha mopduu-3-
FIIOKYPOHHT €3 OKONO $ HacTH, a Ha MOPHH-6-TIIIOKYPOHK NPHOIH3ATENHO 1,5 4acTH 0T MopdnHa.
MopguusT chillo ce meTabonu3supa B G0peLMTE K YpEBHATA MyKO3a.

Enuwunupane

[TOMyXHBOTET Ha €TMMHHALMA HA BEHO3HO HHDKEKTHpaHus MopdHHOB cyndar ¢ 1,7-4,5 waca. KpbeHuTe
HHBA CJIe/l IEPOPAITHO HPHIoxKeHue Ha CyGCeTHTON HaMansBaT ¢ (BHpTYaieH) ONIYKHBOT OT Okono 16 + 5
yaca (mpH npreTa go3a ot 400 mg Cy6eTuTon, cnea 24 yaca KpEBHHTE HHBA Ha MOP(AHA JOCTHIaT HHBO
ot okxono 60 ng/ml).

Oxono 90% ot MopdHHa ce H3Tb4Ba TIO GopMa Ha MeTaGoNNTH (MOPHI-3-ITTOKYPOHH H MOPQHH-6-
CTIOKYPOHHIT), IPEAMMHO Tipe3 Gu0penre ¥ caMO MHHHMAITHO KOHYECTRBO C XUTLYKATA.

5.3 Ipenknunuany AaHEM 32 GezomacHoCT

I eHOTOKCHYHOCT




He ca npoBesaaHu pery/aTOpHH NPOyYBAHKA 3 OLIEHKR Ha MYTareHHHA NOTEHIMAN HA MOP(HH.

B nurepaTypHH My GaHKauHH, MOpGhHH € GHII OLIGHEH KaTo MyTareHHeH in vitro ysenuuasaiiks JJHK
¢parmenTammaTa B yorewuke T-kiaeTku. MopduH e 6vn AoKNanBaH KATO MyTareHeH B in Vivo
MMKPOHYKIIEapeH aHaiu3 P MULIKH M O3UTHREH 32 HHAYKUMATA HA XPOMO3OMHH abepaliH B
CNEPMATHMTE HA MUIIKH M B MUIOHTE THMOLHTH. MexaHHCTHYECKH NPOYYBaHHS NPEAONarar, ue
vivo KnacToreHHuTe edekTd Ha MopduH, chOOIABAHM TIPH MHUIIKH MOTaT Aa OBAAT CBBP3aHA C
YBENHYEHHTE HHBA HA TIIOKOKOPTHKOMH, IPUYHMHSBAHHA OT MOP(HH B TO3M GHoorwdeH Bujl. B
[IPOTHBOBEC HA TTONIOMHTENIHUTE HAXOAKH, in vitro MPOy4YBaBHs OMKUCAHH B JINTEPATYPATA ChILO MOKA3BAT,
ue MOp(HHa He NPHIHHARA XPOMO3OMHH abepaliiy B HOBEIIKH JICBKOLMTH HIH TPAHCIOKALHH HIIH
neTanHu MyTatuH npu Drosophila.

KanneporenHoct
He ca npoBeskaaHy perylaTOpHH NMPOYYBaHMA NPH MHMBOTHH 33 OLICHKA HA KAPUMHOICHHHA NOTCHIMAN Ha

MOpP(}HH.

PenpogyKTHEHA TOKCHYHOCT
B npoyuBane, ONMHCAHO B THTEPATYPATa, JKEHCKH MHIIKH, JICKYBaHH HHTPANepHTOHEARHO C 0 15

mg/kg/nen mopdun npeau uudTocsane, mo 30 mg/kg/nen no speMe Ha GpeMenHocTTa U A0 40 mg/kg/nen
Cllef POKIAHETO, Ca MOKA3AIH MOHKEH (EPTHIIATET Ha MaiikiTe W yBenuuen Opoi Ha MBPTBOPOACHHTE,
W HaMaJIeH pa3Tesk, CHMITTOMH Ha MOP(GHHOBO OTHEMaHE H [tOATHCKAHE Ha NPOM3BOACTBOTO HA CHEpMA B

HKHBOTO OTOMCTRO.

TTpn MBXKH NBX0BE ce CLOOIIARA 3a HAMaEH (QepTHIHTET H XPOMO30MHO YBPEKIaHe Ha raMeTHTe

6. PAPMANTEBTHYHH JAHHHA

6.1 CnBchK Ba NIOMOHIKHTE BEmECTBA

XuaporeHupaHo pacTHTENHO Macno, Makporox 6000, Tank, MarHezHee cTeapar.

Kancymu: sxenathi {ChIbLPIKAI HATPHER AOACIIAN Cym(paT) M OLBETHTEH:
e 3a 120 mg: unaurokapmun (E 132), menesen okcua yeper 1 xwat (E 172), Turanos quokcun (E 171)
o 32200 mg: xene3eH okcH yepeH U xwAT (E 172), THranos auokena (E 171).

[NeuaTapcko MaCTHIIO: INENIaK, Jkene3eH okeu depeH (E 172), nponuneH rHKoN.

6.2 HechLBMeCTHMOCTH

CycneHsHs oT NIeNeTHTe ¢ YIBJDKeHO 0cBo00XKapaHe TpAOBa 1a ce NPHIoTes caMo B CTyACHa BOAA.

6.3 Cpox Ba roqHOCT

18 mecena

6.4 Cnenuansi yc10BHS HA ChXpPAHEHHE

Jla ce cexpaHaBa nipu Temnepatypa noa 25°C.

6.5 {aBHH 32 ONaK0OBKATA

PVC/PVDC 6nucrepd B KapTOHeHa KYTHA.
Craoppxanne: 28 u 30 kancynu

Br3MmoxkHo e 13 He ce npegiarat BCHYKH MOJICMHHHA Ha OTIAKOBKaTa.




6.6 CnenHa IHH NpeANa3HE MePKH NPH H3XBLPJdHE H padora
Ha ce cpxpansBa Ha MACTO, HEJICCTBITHO 32 JCLA.
Heu3nonspaHMAT IpoMyKT WiIH OTOAABYHHTE MaTepHalk TpAORa Ma ce M3XBBPIAT B CHOTBETCTBHE C
MECTHHTE M3HCKBAHHS.

7. IPHTEXATEJ HA PASPEINIEHHUETO 3A YITIOTPEBA
Mundipharma Gesellschaft m.b.H.

Wiedner Giirtel 13 Turm 24, OG 15

1100 Wien

ABCTpHA

8. HOME?P HA PAIPEIIEHHETO 3A YIIOTPEBA

120 mg: 20030413

200 mg: 20030414

9. JATA BA TbPBO PAZPEHIABAHE MOJHOBSBAHE
Jara na epeo paspewtasane: 11 romu 2003 1,

Jlata na nocneano moaHoeseaHe: 16 deppyapu 2009 1.

10. MATA HA AKTYAJIMIHPAHE HA TEKCTA
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