MNPUJIOKEHHE |

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Peyona 20 mg/ml uudy3roHeH pa3TBOp U EpOpaICH Pa3TBoOp

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceexu ml ceappxa 20 mg kodennor nutpar (caffeine citrate) (exBuBanentnu Ha 10 mg kodeun).
Besika ammyna ot 1 ml ecsaspika 20 mg kopennoB nuutpat (ekBuBanieHTHH Ha 10 Mg kodeuH).
Beska ammyna ot 3 ml cpaspixa 60 mg kopenHoB nuTpaT (eKBHBaIeHTHH HA 30 MY KodeunH).

3a MBJIHMS CHUCHK Ha MIOMOIIHHUTE BEIISCTBA BIKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

HNudy3nonen pas3rsop
ITepopanen pa3rBop.
Buctsp, 6e3uBeren, BojeH pa3rBop ¢ pH=4,7.

4. KJIMHUYHU JAHHU

4.1 TepaneBTHYHM MOKA3aAHUA

JleueHre Ha TBPBUYHA AITHES MIPU HEJOHOCEHH HOBOPOICHH.
4.2 Jlo3upoBKka 1 HAYMH HA MPUJIOKEHH e

JleuenneTo ¢ KoheHHOB ITUTPAT TPsIOBA 11a Ce 3aIllOYHE MO HAOIIOACHIE Ha JIEKap C OIUT B
WHTCH3UBHU HCOHATAJIHU I'PUXKU. Jleuennero TpSI6Ba Ja C€ 1npujiara camo B OTACJIICHUC 3a UHTCH3UBHU
HEOHATAIHU T'PUKH, B KOSTO MMa aJICKBaTHA anapaTtypa 3a HaOJI0ICHUE U MTPOCIICIIBaHE Ha
MalMeHTHTE.

2 !OSI/I[ZOBKa

[IpenopbuBaHaTa cxeMa Ha MPHUIIaraHe IIPHU KbpMaueTa, KOUTO HE ca IPEABAPUTEIIHO JICKYBaHH, €
HaToBapBaina 103a ot 20 mg kopenHoB IUTPaT Ha KJ TesaecHo Terno, mpuiiokeHa upe3 OaBHa
HHTpaBeHO3HA WH(OY3Us B poabukeHre Ha 30 MUHYTH, KaTo Ce M3MO0JI3Ba HH(Y3HOHHA ITOMITA ChC
CTIPUHIIOBKA WJIH JPYTO YCTPOWCTRO 32 jgo3upaHa uHQy3usa. Cren uHTEpBai oT 24 yaca, MOAIbPIKAIIN
o031 oT 5 Mg Ha KQg TereCHO TErsIo MOraT Jia ce IpHuiIarat upe3 0aBHa MHTpaBEHO3HA MH(DY3HUS B
npoaskenne Ha 10 MuHyTH Ha Bceku 24 yaca. ITo uzbop, moyrspxaniy 1034 oT 5 Mg Ha Kg TenecHo
TErJI0 MOTAT Jia ce MPHIIAraT MepOpaTHO, HAMPUMEP MPe3 Ha30racTpalHa COH/Ia Ha BCEKH 24 Jaca.
[IpenoppyuBaHaTa HaTOBapBaIlla 71034 U MOAIbPIKAIINTE 103U KOPEHHOB LIUTPAT Ca MPEACTaBEHU B
cleaBaliara Tadmiia, KOsITO U3sACHIBA Bpb3KaTa MEXKIy HHKCKIIMOHHUTE 00CMHU U TIPUIIOKCHUTE
JI03H, N3pa3eHu KaTo KOPEHHOB ITUTPAT.

Jlo3ara, u3paseHa kato koerH 0asza MpeICTaBIsIBa [TOJIOBHHATA J103a, KOTaTO € U3pa3eHa KaTo
koennos murpat (20 Mg kodenHoB nuTpar ce paBussat Ha 10 mg kodenn 6aza).

Jo3a xkoenHoOB Jo3a kothenHoB IIbT Ha BBBEXKAAHE Yecrora
urpar (06em) murpar (mg/kg
TEJIECHO TETJIO)
Harogapgama | 1,0 ml/kg tenecuo | 20 mg/kg tenecuo WnTpaBeno3na Ennoxpatno
J03a TETJIo TETrJI0 uHdy3us (3a 30
MUHYTH)




IHommspxama | 0,25 ml/kg 5 mg/kg TemecHo WuTpaBeHo3Ha Ha Bceku 24
no3a* TEJIECHO TETJIO TErJI0 uHdys3us (3a 10 gaca®
MUHYTH) WA
HIepOPAITHO
HPUIOKEHHE

* 3anoyBa 24 yaca ciie] HaToBapBaiaTa 103a

[Ipu HemOHOCEHU HOBOPOICHH KbpMadeTa ¢ HeJIOCTAaTh4eH KIMHIYEH OTTOBOP Ha MPErnophYBaHaTa
HaToBapBallla 103a, MOXe Jia ce JlaJie Bropa HaTtoBapBaiia qo03a oT MmakcumyMm 10 - 20 mg/kg ciexn 24
Jaca.

B cny4aii Ha HeJOCTaThUEH OTTOBOP MOXKE J1a C€ OOMUCIH MPUIATAaHETO Ha MO-BUCOKU TOAIbPIKAIIIN
no3u ot 10 mg/kg TesecHo Terio, KaTo ce uMa MpeIBUI MMOTEHIIHAIA 32 KyMyJIupaHe Ha KodeunHa,
nopaauv ABJITrus My HOJYKUBOT IIPU HEAOHOCCHHU HOBOPOACHU KbpMau€Ta U IPOTPECUBHO
HapacTBAlIMS KaNaluTeT 32 MeTaboNu3upaHe Ha KOQEHUH BbB BPB3Ka C MOCT-MEHCTPYAIHATA Bh3PACT
(Bx. Touka 5.2). KbieTo € KIIMHAYHO MTOKa3aHo, MIa3MEeHUTE HUBA Ha KodenH TpsiOBa 1a ce
npocrnensBar. Jluarnosara amHes Ipy HEJIOHOCCHU MOJKE JIa IMa HYKJIa OT MpepasriiexiaHe, ako
MaUCHTUTE HE OTTOBOPAT aACKBATHO HAa BTOPA HAaTOBApBallla 103a WIX Ha NOAAbpIKalla 103a OT 10
mg/kg/nen (Bx. Touka 4.4).

Kopueupane na oozume u npocieoasame

Mosxe 11a € He0OXOJMMO TIIa3MEHHUTE KOHIIEHTPAIMK Ha KO(eHHa J1a Ce MPOCIEAIT IEPUOIUIHO 1O

BpeMe Ha JICYCHUETO B CITy4au Ha HEI'bJICH KIIMHWYCH OTTOBOP HMJIM MPU3HAIM HA TOKCHYHOCT.

OcBeH TOBa MOJKE Ja Ce HaJIO)KU KOPUTUPAHE Ha JI03HUTE, B ChOTBETCTBUE C MEAMIIMHCKATA MPELICHKA

clie]l pyTHHHO TIPOCIIe/IBaHe Ha IIa3MEHNUTE KOHIICHTPAIMU Ha KOQEenH, IPH PUCKOBU CUTYalluH

KaTo:

—  CWJIHO HEJIOHOCEHH KbpMadera (TecTallMOHHA Bbh3pacT < 28 ceJIMUIIN H/WITK TEIECHO TETJIO
< 1000 g), ocobeHO TakHBa Ha MAapEHTEPATHO XPaHEHE

— KbpMaueTa ¢ 4epHOAPOOHO U ObOpeuHo yBpexaaHe (Bk. Touku 4.4 u 5.2)

— KbpMaueTa ¢ TbpUYoBe

— KbpMaueTa ¢ YCTAHOBEHO U KIMHUYHO 3HAYMMO CHPIIEYHO 3a00IsIBaHe

— KbpMaueTa, Ipu KOUTO Ce MpUIaraT eTHOBPEMEHHO JIEKAPCTBEHH POIYKTH, 32 KOUTO c€ 3Hae, ue
B3aUMOJIeHcTBAT ¢ MeTabomu3Ma Ha Koerna (BK. Touka 4.5)

— KBbpMaueTa, YUUTO MaHKH KOHCYMHpAT KO(EHH, TOKATO T'H KbPMSIT.

IIpenopwuBa ce 1a ce U3MEPAT U3XOTHUTE HUBA HA KOMEHH TIpH:

— KbpMaueTa, YAUTO MaKU MOXKE JIa ca MPUENU TOJIEMH KOJIMYECTBa KOPEHH TPEIN PaXKJaHETO
(Bx. Touka 4.4)

— KbpMaueTa, KOUTO ca OMIIH JIEKYBaHH C TEOQHIINH, KOUTO ce MeTa0oIM3upa 10 KodenH.

KodenHsbT nMa yIbDKEH MOIYKUBOT MPH HEIOHOCEHH HOBOPOJIEHH U ChIIIECTBYBA B3MOKHOCT 32
KyMyJIHpaHe, opajind KOETO MOXKe J1a € He0OOX0IMMO MpOoCesBaHe HA KbpMayeTa, KOUTO ca JICKYBaH!
OPOIBIKUTENHO (BXK. TOUKa 5.2).

KpbBHHTE TpOOH 3a MpociiesBane TpsOBa 1a ce B3eMaT TOYHO MPEIN MPUIaraHeTo Ha Clie/iBaliara
7103a, B CIy4ail Ha TeparneBTHYEH HeycreX U 2 10 4 yaca cie/] mpeaxok/Ianara 103a, TPy CbMHEHUE 32
TOKCHYHOCT.

Brrpeky, ye B IuTepaTypara HiMa YCTAaHOBEH JHAIa30H Ha TepaleBTHYHA IJIa3MEHa KOHIICHTPAITUS
Ha Ko(euH, TIpU MPOyYBaHHUs HUBaTa HA KO(EHH, CBbP3aHH C KIMHHUYHO MMOJA00pEHHE, ca B JHaa3oH
ot 8 10 30 mg/l, kato OOGMKHOBEHO HIMa MPOOJIEMHU O OTHOIICHHE Ha 0€30MACHOCTTA TIPH MIa3MEHU
uusa mox 50 mg/l.



HpO()'b]lDfCMmeJlHOCm Ha nevyernuemo

OnTuMamHaTa MpoAbIKATEITHOCT Ha JICUCHHE HE € yCTaHOBeHA. [Ipy HEOTAaBHAIITHO TOISIMO
MHOTOIICHTPOBO MPOY4YBaHe HA HEJJOHOCEHH HOBOPOJICHH € ChOOIIEHa MeIMaHa Ha MePUo/| Ha JICUCHHE
37 nuu.

B ximHu4HATA MPaKTHKA, JICICHUETO OOMKHOBEHO MPOIBIDKABA, JIOKATO HOBOPOJICHOTO cTaHe Ha 37
MOCTMEHCTPYAJIHU CEIMHIIM, KOTaTO alHesATa Ha HEJIOHOCCHUTE OOMKHOBEHO W34e3Ba CIIOHTAHHO.
Tasu rpanwnma, odade, Moxke Aa ObJe MpoMeHeHa B ChOTBETCTBHE ¢ KIIMHUIHATA MPEIeHKA B
WHIMBU/YJIHUTE CIIy4Yau B 3aBUCUMOCT OT OTTOBOpPA Ha JICYCHUETO, TPOB/DKABAIIIOTO HATMYUE Ha
AMHEeWYHH eMHU30]I1, BBIPEKH JICUCHHETO, UITH MO JPYTH KIMHUYHK ChoOpakenus. [Ipenopbusa ce aa
ce IPEeKbCHE MPUIIOKEHUETO Ha KOPEHHOB IUTPAT, KOTaTO MAIMEHTHT UMa 5-7 U 6e3 3HaUNTeIIeH
IIPUCTBHII HA alTHE.

Axo NaMCeHTBT KMMa pCUHUAUBHUpAIlla allHesA, MPUITIOKCHHUETO Ha KO(bCHHOB ouTpar MOXKE Oa Cce
3aMoYyHe OTHOBO WJIM C MOATBPIKAINA 032 WM C MOJIOBUH HATOBAapBalla 7033, B 3aBHCUMOCT OT
WHTEpBaja OT BpeMe MEXAy CIIHpPaHeTo Ha KOQEHHOBHS UTPAT U PEIINBA Ha arHes!.

[Mopanm OaBHOTO eNMMHUHMpPaHE Ha KOeWHa MPH Ta3d rpyla MAlUeHTH, HjIMa OpPENnopbKUA 3a
MpOrpecupaIio HamalsBaHe Ha J03aTa MpU NPEeKbCBaHe Ha JICUESHUETO.

Toi KaTo CHIIECTBYBAa PUCK 3a PElMMBHPAHE HA alHesdTa Ccie]] MPEyCTAaHOBSBAHE HA JICYEHHETO C
KO(i)eI/IHOB auTpar, mpocCI€AABaHETO HA JICHCHUCTO HAa MallUCHTA Tp$[6Ba Ja IpOaABJIKA HpI/I6J'II/ISI/ITeHHO
e/IHa CeIMUIIA.

Yeprnodpobno u 6bpeuno yepesxcoane

BezonacHocTTa Ha KOEHMHOBUS LUTPAT NIPU MALMEHTH ¢ ObOpEeUHO HapyllIeHne He € ycTaHoBeHa. [pu
HaJIMYMETO Ha ObOpeyHO HapylIeHUe, UMa OBUIIEHA Bb3MOXKHOCT 3a KyMynupane. Heo6xonuma e
penylupaHa JTHEBHA MO IbprKalla 103a KopEenHOB IUTPAT, KaTo J03aTa TpsOBa Ja ce ompeess Bb3
OCHOBa Ha M3MEpBaHe Ha IJIa3MEHUTE HUBA Ha KO(EeHHa.

ITpu cunHO HEAOHOCEHH KbpMadeTa, KIMPBHCHT Ha KOQerHa He 3aBUCH OT YepHOIpoOHaTa HyHKUUS.
YepHOapoOHUAT MeTa0OTU3BM Ha Ko(ernHa ce pa3BUBa MPOTPECUBHO B IIBPBHUTE CEIMUITH CIIE]
pakIaHeTo U IPH MO-TOJIEMHU KbpMaueTa, Y4epHOIPOOHO 3a00IsBaHe MOXKE Ja Obe HHANKALMS 3a
HEOO0XOIUMOCTTA OT NPOCJICASIBaHE HA TIa3MEHNUTE HUBA HAa KO(EHHA U MOJXKE J1a Hajlara KOpUrupaHe
Ha o3aTa (BX. Touku 4.4 u 5.2).

Hauwun Ha OPUITOKCHHEC

Kodewnn nurpar TpsdBa 1a ce npuiara KaTo HHTPaBeHO3Ha HH(Y3US WM TIepopaiHo. ToBa JIeKapCcTBO
He TpsOBa Jia ce mpuiiara KaTo HHTpaMyCKyJHa, OAKOXHA, MHTpaTeKallHa WM HHTPalepUTOHEea IHa
WHKEKIIH.

[Tpu uHTpaBEHO3HO MPHIIOKEHHE, KOPEHHOBHAT LIUTPAT TPsIOBa Ja ce mpuiiara camo 4pe3
KOHTPOJIMPaHa HHTPaBEHO3HA UH(DY3HSI, KATO Ce M3I0JI3Ba HH(Y3HOHHA TIOMITA ChC CIIPUHIIOBKA HITH
JPYTO YCTPOMCTBO 3a Ao3upana uHpy3us. KopenHoBHAT IUTpaT MOKE J1a Ce U3M0JI3Ba Hepa3peaeH
WM Pa3peIcH ChC CTEPHIIHM MH(PY3MOHHHU pa3TBopH Kato rimoko3a 50 mg/ml (5%), narpues xmopus
9 mg/ml (0,9%) nnu xanues rmoxkoHat 100 mg/ml (10%) HenocpecTBEHO Clie/T U3TETIITHE OT
ammynaTa (BK. Touka 6.6).

4.3 IIpoTuBoNoOKa3aHuA

CBpBX4YYBCTBUTEIHOCT KbM aKTUBHOTO(HUTE) BEIIECTBO(a) MIIM KbM HIKOE OT TIOMOIIHHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

4.4 CrnenunaJiHu npeaynpeXIeHns U Npeana3Hu MepKHU MpH ynorpeda
Annes

Junarno3ara amHes! Ipy HEJJOHOCEHHU C€ MOCTaBs Ype3 U3KII0UBaHe. J[pyru mpuuuHM 3a amHes (KaTto
HapyIIeHUs Ha [ICHTpalHaTa HepBHA CUCTEMa, IbpBUYHA OenoapoOHa OoecT, aHEMHUsI, CETICHUC,



METa0OJUTHHU Pa3CTPONCTBA, KapAMOBACKYJIAPHH OTKIOHCHHSI HITH 0OCTPYKTHUBHA alHes) TpsIOBa Ja ce
W3KJTF0YAT WM JIEKYBAaT ChOTBETHO MPEH Ja CE 3all0YHE JICYCHUETO ¢ KOQPEHHOB ITUTPAT.
HenopnusBaneTo 0T jeueHUETO ¢ KOo(henH (MOTBBPACHO, aKO € He00X0JMMO Ype3 U3MEPBaHe Ha
TUIa3MEHHUTE HUBA) MOJXKe Jia ObJIc MHAMKATOP 32 HAIMYHE Ha JIpyTra MPUYHHA 32 arHes.

Koncymarms Ha kobeur

[Ipu HOBOpOJICHN KbpMaUueTa, YMUTO MAHKHU ca TIPUEITH TOJIEMHU KOJI4YecTBa Ko(ernH mpeau Ja pojsr,
TpsIOBA /1a c€ UBMEPAT U3XOTHUTE TIa3MEHU KOHIIEHTPAINH Ha KO(DEHH Mpean 1a ce 3al0vHe
JICYCHHUETO C KODEHHOB IIUTPAT, Thi KaTO KOQEHHBT NMPEeMUHABA CBOOOHO Mpe3 MIAlCHTATA BbB
(heramHOTO KpHBOOOpameHue (Bx. TOUKH 4.2 u 5.2).

Maiiku, KOUTO KbPMST HOBOPOACHHU KbpMadeTa, JIeKyBaHH ¢ KOEHHOB IIUTPAT, He TpsiOBa 1a
HOTIBIIAT XPaHH, HATUTKY WK JIEKApCTBa, ChIBbPIKAIIN KOPerH (BXK. Touka 4.6), Tl KaTo KOQEHHBT
ce OTAens B KbpMaTa (BX. TOUKa 5.2).

Teodunun

[Ipu HOBOpOICHH, TIPEIBAPUTEITHO JIEKYBaHU ¢ TEOQUIINH, TPSOBA J]a C€ U3MEPST U3XOIHUTE
TUIa3MEHH KOHIICHTPAIMK Ha KOQEHH MpeIu Jia ce 3arovHe JICUCHUETO ¢ KOYEHHOB IIUTPAT, ThI KaTO
HEJOHOCEHUTE KbpMadeTa MeTaboau3nupaT TeoduinHa 10 Ko erH.

I'spuose
KodennsT e cTuMyIIaHT Ha IIEHTpaTHaTa HEpPBHA CHCTEMa U B CIIy4aH Ha Mpeao3upane Ha KodhenH ca
CchOOIIEeHU rbpuoBe. Heo0X0AMMO € M3KITFOUUTEITHO MTOBUIIIEHO BHUMAaHUE MPH ynorpeda Ha Ko(henHOB

OUTpaT Npu HOBOPOJACHU C I'bPUIOBC.

CbpaeUYHO-ChI0BU PEAKIINH

[IybnmukyBana nHbOpMAIHS OT MPOYIBAHUSA COYH, Y€ KOPEHHBT IMOBUIIaBA ChpAeUHATa YECTOTa,
JeOuTa Ha JsBaTa KaMmepa u yaapaus ooem. [lopaau ToBa, KOQEUHOBHUAT UTPAT TPsAOBa J1a ce
W3II0JI3Ba C TIOBHUIIICHO BHUMAHKE IIPU HOBOPOJICHH C YCTAHOBEHO ChPJICYHO-CHI0BO 3abosaBane. Mma
JAaHHH, Y€ KOQEeUHbT IPUINHSIBA TAXHAPUTMHHU y TTOAATIINBH Juna. [Ipn HoBoposeHn ToBa
OOMKHOBEHO C€ MPOSBsIBa KAaTO OOMKHOBEHA CHHYCOBA TaXHKapus. AKO IMa HEOONIaliHH PUTHMHH
HapyIieHus Ha kapauoTokorpadeku 3amuc (KTI) npeau paxknaneTo Ha 6e0eTo, KOOEHHOBUAT IIUTPAT
TpsiOBa Ja ce mpuiara ¢ MOBUIIEHO BHUMAaHHE.

BB6D€‘IHO n tICDHOI[DOGHO YBPEKIAAHE

Kodennosusar nurpar TpsidBa 1a ce npuiiara ¢ MOBUILIEHO BHUMaHKUE IPH HEAOHOCEHN HOBOPOJCHU
KbpMaueTa ¢ HapylleHa yepHoaApoOHa uiu 0b0peuna ¢pyHkus (Bx. Touku 4.2 u 5.2). Jlo3ure TpsiOBa
Jla ce KOpUTHpaT Ype3 Mpocie/sIBaHe Ha TIa3MEHUTE KOHICHTPAaluN Ha KO(EeuH, 3a 1a ce u30erse
TOKCHYHOCT IIPHU Ta3M HOIyJIanusl.

Hekpotusupalll eHTEpOKOJIUT

HexkpoTu3upamust eHTepOKOIUT € YecTa PUIHHA 3a 3200JIEBAEMOCT U CMBPTHOCT MPH
HEJIOHOCEHUTE HOBOPO/ICHH KbpMaueTa. MiMa choOIIeHHs 32 Bb3MOXKHA BPh3Ka MEXK/Y yroTpedara Ha
METWJIKCAHTUHU M Pa3BUTHETO HA HEKPOTU3UPAI CHTSPOKOIHUT. He3aBUCHMO OT TOBa, MPUYHHHO-
CJICZICTBEHA BPB3Ka MEX/y yrmoTpebara Ha KOQEeHUH UK JAPYT METHIKCAHTUH W HEKPOTU3UPAIIL
EHTEPOKOIUT He € ycTaHOBeHa. KaTto BCHYKH HETOHOCEHU KbpMayeTa, Te3H JIEKyBaH! ¢ KOPEHHOB
IUTpAT TPsIOBaA J1a ce HAOJI0JaBaT BHUMATEITHO 32 PAa3BUTHE HA HEKPOTH3UPAII] CHTECPOKOIUT (BK.
TouKa 4.8).

KodennopusaT mutpat TpssOBa Ja ce U3MOJI3Ba C MOBUIIIEHO BHUMAHUE MPU KbpMadeTa, CTPaJalii OT
ractpo-e3zodareancH pedykc, Thil KaTo JICYCHUETO MOXKeE Jia 000CTpHU TOBa 3a00JIsIBaHE.



KodennoBusar nutpar npuduHIBa 000 3acHIBaHEe HA MeTa0OIM3Ma, KOETO MOXKE J1a JOBEE 10
MOBUILIEHN €HEPTUIHU U XpPAaHUTEITHU HY>KIH 110 BpeMe Ha JICYEHUETO.

Juypesata u 3ary0baTa Ha eIeKTPOJIUTH, IPUINHEHN OT KOQEHHOBUSAT IIUTPAT, MOXKE JIa HaJOXKAaT
KOPEKIHs Ha HapyLIeHHsI OajlaHC Ha TEUHOCTH U €JICKTPOJIUTH.

4.5 B3aumopeiicTBue ¢ APYIru JieKapcTBEHU NPOAYKTH U APYru (popmMu HA B3anMojeiicTBUE

IIpu HEeTOHOCEHH HOBOPOICHH KbpMadeTa HACTBIIBA BHTPEIIHO MPeodpasyBaHe MexAy KodenH u
TeonINH. TEe31 aKTHUBHU BEIeCTBA HE TPSAOBA Ja c€ M3MOI3BAT SIHOBPEMECHHO.

Luroxpom P450 1A2 (CYP1A2) e OCHOBHUST €H3MM, yyacTBall B MeTaboIM3Ma Ha KOGEHH MpH
xoparta. [Topagu ToBa, KOQEHHBT MMa MOTEHIIMAN 33 B3aUMOJICHCTBHE C aKTUBHH BELIECTBA, KOUTO ca
cyocrparu 3a CYP1A2, naxubupar CYPLAZ2 wim uanymupar CYP1A2. HezaBucumo ot TOBa,
MeTa00IM3MBT Ha KohenHa Mpy HEJOHOCEHH HOBOPOJIEHH KbpMadeTa € OrpaHHYeH, IOpaH TsAXHATa
He3psula YepHOAPOOHA SH3UMHA CHCTEMA.

BbIpexu de ChIIeCTBYBAT MAJIKO JaHHH OTHOCHO B3aUMOJICHUCTBHSTA HA KOQEHH C IPYTU aKTHBHU
BEIIECTBA [TPU HEOHOCCHU HOBOPOJCHH KbpMaueTa, MOXKe J1a ca HeOOXOJMMH MO-HUCKH JI031
KO(EHHOB ITUTPAT NMPU STHOBPEMEHHOTO MPUIIOKEHUE HA aKTUBHH BEIIIECTBA, 3a KOMTO CE 3HAe, ue
MOHM)KABAT CIIMMHHUAPAHETO Ha KOGEHH NPH Bb3PACTHH (HAPUMED IIMMETHINH U KETOKOHA30J1), a Mo~
BHCOKH J103U KODEHHOB UTPAT MOXKE a4 ca HEOOXOJMMH IPH ¢THOBPEMEHHOTO MPHIIOKECHHE Ha
AKTHBHH BEIIECTBA, KOUTO MMOBUINABAT SIMMHUHAPAHETO Ha KoeuH (Hanmpumep GpeHoOoapOuTa u
¢denutonn). [Ipu cbMHEHHE 3a Bb3MOKHHU B3aUMO/ICHCTBHS TPSOBA [1a Ce U3MEPSIT IIa3MEHHUTE
KOHIIEHTpAIMU Ha KOenHa.

Tbi KaTO MPEKOMEPHOTO Pa3MHOKaBaHE HA OAKTEPUH B YepBaTa € CBbP3aHO C Pa3BUTHETO Ha
HEKPOTH3HPAI EHTEPOKOJIUT, €JHOBPEMEHHOTO MPUIIOKEHHE Ha KODEHHOB IIUTPAT C JICKapCTBa,
KOUTO MOTHCKAT CEKPEIMsTa Ha CTOMAIIHA KUCETNHA (AHTHXUCTaMUHOBH H2-penientopau Giokepu
WM HHXHOUTOPH HA MPOTOHHATA MOMITa) MOYKE TEOPETHYHO J1a MOBHUIIH PUCKA OT HEKPOTH3HPAIILL
eHTepokomut (BxK. Toukn 4.4 u 4.8).

EnnoBpeMeHHaTa yrorpeba Ha KOherH 1 JOKCarpaM MOKe JIa 3aCHIIA CTHMYJIMPAIIOTO UM JICHCTBHE
BBPXY ChpJICUHATA, PECIIUPATOPHATA U [ICHTPATHATA HepBHA cucTeMa. ChpPACYHHAT PUTHM U
KPBBHOTO HaIISITaHe TPsIOBa BHUMATEIHO J1a Ce CIIEAT, aKO MMa MOKa3aHKe 33 ¢THOBPEMCHHA
ymoTpeoa.

4.6 @epTUHINTET, GPEMEHHOCT U KbpPMeEHe

BpemenHocT

[poy4BaHus MPHU KUBOTHHU MOKA3BAT, Y€ KOPEHHBT BB BUCOKH JI03U € EMOPHOTOKCHYCH
TepaToreHeH. Te3u eeKTH He ca 3HAUMMU NPU KPATKOTPaHHO MPHUIIOKEHHE MIPH MOMyIalys OT
HEJJOHOCCHU HOBOPOJICHU (BK. TOUKa 5.3).

Kbpmene

KodennsT ce oTnens B kbpMaTa 1 IpeMHUHaBa CBOOOAHO Ipe3 MUIaleHTaTa BbB (PETAITHOTO
KpBbBOOOpamieHne (BXkK. Touka 5.2).

Maiiku, KOUTO KbPMST HOBOPOJCHU KbpMadeTa, JIeKyBaHH ¢ KO(QEHHOB IIUTpPAT, He TpsiOBa a
HOTIIBIIAT XPaHH, HATUTKH WK JIEKApCTBa, ChBbPIKAIIN KOPEHH.

[Tpn HOBOpPOJEHU KbpMaUueTa, YUUTO MAMKH Ca IPUEITH TOJIEMHU KOJINYECTBA KOGEHH MPean
paxIaHeTo, TPSAOBa J1a ce N3MEPST U3XOJHNUTE IUIa3MEHH KOHIICHTPAIIMY Ha KO(EeHH MPean 1a ce
3aIl0YHe JCYCHUETO C KOPEHHOB LUTPAT, Thil KaTO KOPEHHBT ITPeMUHaBa CBOOOHO Mpe3 IUIaleHTaTa
BBB (PETATHOTO KpbBOOOpalieHue (Bxk. Touka 4.4).



DepTuauTer

EdexTture BEpXy pernpoayKTHBHUTE QYHKINH, HAOII0AaBaHH NIPU )KUBOTHH, HE ca MOKa3aTeIHHU 32
MHIUKAIMATa Ha IPOyKTa IIPH HEAOHOCEH! HOBOPOJEHU KbpMaueTa (BX. Touka 5.3).

4.7 EdexTn BbpXy cnoco0HOCTTA 32 mo(pupaHe u padoTa ¢ MAIIUHA
Henpunoxumo
4.8 Hesxenanm n1ekapcTBeHH peaKnun

O06001menue Ha npoduiia Ha O6€30IMaCHOCT

[lo3narute hapMakoIOrMYHHU U TOKCHUKOJIOTHYHHU CBOICTBA Ha KO(EernHa U APYTHTE METHIKCAHTUHH
MIPOTHO3UPAT BEPOSATHUTE HEXXETIAaHHU PeakIy Ha KopernHOoBuS uTpar. Onucanute eQpekTH BKIIOYBAT
cTUMyNMpaHe Ha neHTpainHata HepBHa cuctema (LJHC) kaTo pa3npa3HUTEIHOCT, HECTIOKOHCTBHE,
TpernepeHe U ChpAeuHH e(eKTH KaTo TaXUKapAus, XUIEPTOHHUS U YBEIWYeH yaapeH o0em. Te3n
e(eKTH 3aBUCST OT 103aTa U MOJKE J1a € HeOOXOJMMO M3MEPBaHe Ha INIa3MEHUTE HUBA U PeAyLpaHe
Ha Jl03aTa.

Cruuchk Ha He)KETaHW PEaKIMK B TAOIMYCH BU

HesxenanuTe peakiuu Mpu KPAaTKOCPOUHO M IBJITOCPOYHO MPUIIAraHe, OMMCaHU B MyOIMKyBaHATa
JUTEpaTypa, KOUTO MOYXKeE J1a ca CBbp3aHH ¢ KOPEHHOBHSI IIUTPAT, ca H3OPOCHH MO-I0JIy CIIOpe.T
CHCTEMO-OpraHHaTa Kiacu(uKamus u npeamnountadara repmunoiaorus (MedDRA).

Yecrorara e omnpeenena karo: Maoro uectu (> 1/10), gwectn (>1/100 o <1/10), meuectn (=1/1 000 m0
<1/100), penku (>1/10 000 10 <1/1 000), muoro peaxu (<1/10 000) u ¢ Hens3BecTHA yecToTa (OT
HAJTMYHUTE JaHHA HE MOKe Ja Objie HalpaBeHa OIICHKA).

Cucremo-opransa

He:xenana peaxkuus YecToTa
KJIacu(puKanus
WNudexmun un uadectarmuu | Cericuc C HensBecTHa
YecToTa
Hapymenus Ha umyHHara | Peaknus Ha CBpBXYyBCTBUTEITHOCT Penxu

cucremMa

C Hen3BeCTHaA

Hapymienus Ha
MeTaboJIM3Ma U XPaHEHETO

XUMOTTTUKEMUSI, XUTIEPTITUKEMHUS,
HM30CTaBaHE BbB PU3NIECKOTO
pa3BUTHE, HEMTOHOCUMOCT KbM XPaHU

gecToTa

Hapymenus Ha HepBHaTa
cucremMa

Pazgpasznurennoct, Tpenepeue,
HECTIOKOHCTBHUE, MO3BUHO YBPEKIaHE,
I'BpUOBE

C HensBeCcTHaA
yecToTa

Hapyienus Ha yxoTo u
naOupuHTa

I'myxora

C HensBecTHaA
YecToTa

CobpaedHn HapyIISHUS

Taxukapausi, CBbp3aHa CHIIO C
IIOBUIIICH IICGI/IT Ha JiiBaTa KaM€pa u
MOBHLICH yaapeH o0emM

C HeusBecTHA
yecTrora

CromairHo-4peBHU
HapyIICHUS

Perypruraius, yBeJIu4YeH CTOMAIICH
acrupar, HEKPOTH3UPAIIl CHTEPOKOIHT

C Hen3BeCTHaA
4eCcToTa

OOum HapymeHus 1
edexTr Ha MSICTOTO Ha

®nedut Ha MACTOTO Ha HHQY3HSA,
BB3MaJICHHE Ha MACTOTO HA HH(Y3USI

Yectn




MIPUIIOKEHHE

WscnenBanus [ToBuieHoO OTHENSIHE HA YPHHA, C HeunsBecTHA
MOBUIIIEH HATPUH U Kalllui B ypUHATA, |4ecToTa
IIOHU>XKCH XeMOFHO6I/IH, IIOHMXKCH
TUPOKCHH

Onucanue Ha I/136DaHI/I HCXCJIaHW pCaKIINH

HexpoTuzupamust eHTepOKOIUT € YecTa IpUUnHa 3a 3200JIeBa€MOCT U CMBPTHOCT IIPH
HEJIOHOCEHUTE HOBOPOJICHU KbpMaueTa. MiMa choOIIeHus 32 Bh3MOXKHA BPb3Ka MEXAy yrnoTpedbara Ha
METHWIKCAHTHHU M Pa3BUTUETO Ha HEKPOTU3UPAIL EHTepOKOIUT. HezaBucumo oT ToBa, NpUUMHHO-
CJIEZICTBEHA BPb3Ka MEXKAY ynorpedara Ha KohenH WM APYr METHIKCAHTUH U HEKPOTU3UPAILl
EHTEPOKOJIUT HE € YCTaHOBEHA.

[pu aBoitHO-CIsMIO MTa1Ie60 KOHTPOJMPAHO MPOyYBaHe ¢ KOYEHHOB LHUTPAT MpH 85 HEAOHOCEHH
KbpMadeTa (BK. To4ka 5.1), HEeKpOTH3HpAIll eHTEPOKOIHUT € AMATHOCTUIIMPAH TIpe3 3aciieneHara daza
Ha [IPOYYBAHETO IIPH JIBE KbpMaueTa C aKTUBHO JICYEHHUE U €IHO C I1aneo0, U Ipu TPU KbpMaueTa ¢
KoeHH mpe3 OTKpuTara ¢aza Ha MPOyUBAHETO. | pH OT KbpMadeTaTa, KOUTO ca Pa3BHIH
HEKPOTH3UPAL] EHTEPOKOJIUT 10 BPEME Ha MPOYYBaHETO, Ca MOYMHAIH. [ 0JIIMO MHOTOLIEHTPOBO
npoyuBane (N=2 006), KoeTo U3ciieIBa ABITOCPOIHUTE PEIYIITATH IIPH HEJJOHOCEHN KbPMAUETa,
JeKyBaHu ¢ KodenHoB mutpat (BK. Touka 5.1), He MoKa3Ba MOBHUIIICHA YECTOTA HA HEKPOTH3HUPALIL
EHTEPOKOJIHUT B Tpymnara ¢ KoerH, B cpaBHeHHe ¢ miianedo. Kato BcHuky HeJOHOCEHH KbpMayverTa,
TE€3H JIEKYBaHH ¢ KOQENHOB IUTPAT, TpsiOBa J1a ObIaT BHUMATEIHO MOHUTOPUPAHU 3a Pa3BUTHE Ha
HEKPOTHU3MpAIll eHTEPOKOINT (BXK. ToUKa 4.4).

Mo3b4HO yBpeKIaHe, IbPUYOBE U TIyX0Ta ca HabJIoAaBaHH, HO ca MO-4eCTH B rpymnara ¢ rianeoo.
KodennbT Moke fa MOTUCHE CHHTE3a HA €PUTPOIIOCTHH U OPAAX TOBA MIOHMKAaBa KOHLIEHTPaLUATa
Ha XEeMOIJIOOMH IPH NPOABIKUTEIHO JICUCHHE.

IMpexonuu monmxeHus Ha TupokcuH (T4) ca orOens3aHu NP KbpMayeTa Ciiell 3all04BaHe Ha
TepamnusATa, HO He CE 3aAbPKaT NPpH MOANbpIKaIla Tepausl.

HannuHuTe naHHU He MOKa3BaT HUKAKBU HEXEJaHW PEAKLUH CIIe] IbITOCPOYHO MpHiIaraHe npu
JiedeHue ¢ Ko(euH Mpu HOBOPOJIEHH, OTHACAIIM C€ A0 PE3yJITaTUTE 32 Pa3BUTHUETO HA HEPBHATA
crcTeMa, U30CTaBaHe Ha (PU3NUECKOTO Pa3BUTHE HIIH ChPACYHO-CHA0BATA, TACTPOMHTECTHHAIHATA
WIM €HIOKPHHHATA cucTteMa. Hsima nanHM KoenHbT a BioIIaBa epedpaiHaTa XUIMOKCHS WK 1a
000CTps TOCIIEBAIIO YBPEXKIaHE, BRIIPEKH Y€ Bb3MOKHOCTTA HE MOXKE J1a C€ N3KIIIOUH.

Cro0I1aBaHe Ha MOJIO3UPAHU HEWKEIIAHH PEAKIIUH

Cro0IaBaHeTo Ha MOJIO3MPAHN HEeXKEIIAaHHW PEaKIHH CIIC/ pa3pellaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
MPOAYKT € BakHO. ToBa M03B0JIsABA 2 MPOIBIKHA HAOIIOICHUETO Ha ChOTHOIIICHUETO TMOJI3a/PUCK 3a
JIeKapCTBEHUs MPOAYKT. OT MEMIIMHCKHUTE CIICIIHATMCTH CE M3MCKBA J1a ChOOIIABAT BCSIKA
0I03MpaHa He)KelaHa peakiys Ype3 Hal[MOHAIHA CHCTEMa 3a ChoOIaBaHe, mocoueHa B [IpuioxeHue
V.

4.9 Ilpepo3upane

CHCI[ nmpeao3upaHe, C’bO6HIeHI/ITe I1IJJa3MC€HH HHMBA Ha KO(l)CI/IH Cca B JUaria3oH HpI/I6J‘II/I3I/ITeJ'IHO oT
50 mg/l no 350 mg/I.

CuMoromMn

[Ipu3HanmTe U cCUMIITOMHTE, CHOOIIEHH B JIUTEpATypara, ciel mpeao3npane Ha KodhenuH mpu
HEJI0HOCEHHU KbpMaveTa, BKIIOUBAT XUIIEPIIIMKEMHUSI, XUITOKaTUEMHUs, CHTEH TPEMOp Ha KpaltHULINTE,
HECIIOKONCTBUE, XUIIEPTOHUSI, OMUCTOTOHYC, TOHUYHO-KJIOHUYHU ABUKCHUS, I'bPUOBE, TAXUITHES,
TaxWKapusl, MOBPBIIaHEe, CTOMAIITHO JApa3HeHe, TaCTPOMHTECTHHATTHA XeMOParusl, MUPEKCHs,
TperiepeHe, NOBHIIeHa KphBHA Ypesl ¥ TIOBHIIIEH Opoii Ha OenuTe KPbBHU KIETKH, HEBOJIEBH JIBHKCHHUS
Ha 4emocTTa 1 yctHUTe. ChOOIIeH € eIMH clly4ail Ha mpefo3upane Ha KoenH, yCcIoKHEH ¢


http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc�
http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc�

Pa3BUTHETO Ha HHTPABEHTPHUKYJIHA XEMOPArus ¥ IbJITOCPOYHHA HEBPOJIOTHYHH mocieAcTBus. Hsma
CHOOIICHUS 32 CMBPT, CBbpP3aHa C Mpeo3upane Ha KOQEHH MpU HEJOHOCEHH KbpMayeTa.

Jleuenue

JleyenneTo Ha mpeAo3upaHe Ha KO(EHH € TIIaBHO CUMIITOMAaTHYHO U moaabpsKaio. [lnazmennre
KOHLICHTPAllUU Ha KAIWH U TIII0K03a TPpAOBa [1a ce CIeIIT U Aa Ce KOPUTHPa XUIIOKAJIMEMUsITa U
xunepriukemMusTa. /lokasaHo e, ye I1a3MEeHUTE KOHICHTPALUHU Ha KO(EUH ce IOHUKABAT CIIe]
obmenHa Tpanchys3us. ['bpuoBeTe MoraT Aa OBJaT JIEKYBaHHU ¢ HHTPABEH3HO MPOJIOKEHUE HA
AHTUKOHBYJICAHTH (TMa3enam Wik 6apOUTypar KaTo meHToOapOuTan HaTpuil uinu heHobapouTan).
5. ®APMAKOJIOTUYHU CBOMCTBA

51 dapMakoIMHAMUYHHU CBOHCTBA

dapmakoTepaneBTryHa rpymna: [lcuxoananentuiy, kcantuHoBu npousBoaan ATC xox: NO6BCO1

MexaHus3bsM Ha IEUCTBUE

KodenHsbT e CTpyKTYpHO CXOJIeH C METHIIKCAHTHHHUTE TCOMHINH H TCOOPOMUH.

IToBeueTo oT )Z[eI\/'ICTBI/ISITa MYy C€ OTAaBaT Ha aHTAaroHM3bM Ha aACHO3UHOBUTC PCUCIITOPH, KAKTO Al
Taka U A2A TIOATHITOBE, TOKa3aHU MPH KOJHUYECTBEHO OMpPEICsIHE Ha PEENTOPHOTO CBhP3BaHE U
HAOIOTaBaHH NIPU KOHICHTPAIUH, TPUOIM3UTEIHO PABHU HA T€3H, TOCTHTHATH TEPANICBTUYHO MPH
Ta3u MHIAUKALUS.

dapmakoguHaMuuHy ehEKTH

KodennsT neiicta rnaBHo kato ctumyianT Ha [IHC. Ha ToBa ce ocHOBa eeKThT Ha KodernHa Mpu
arHesl PU HeJIOHOCEHH, 3a KOWTO ca MPEeyIOKEHH HAKOJIKO MeXaHu3Ma Ha JielicTBue, BKioyBanm: (1)
CTUMYJIIpaHe Ha pECITUPATOPHUS IICHTHP, (2) MOBHIIIEHA MUHYTHA BEHTHJIAITHA, (3) OHIKEH TIpar Ha
XUMepKaIHus, (4) NOBUILIEH OTTOBOP Ha XUIEpKaINHUs, (5) NOBUIIEH TOHYC Ha CKeJIeTHaTa
MYCKyJaTypa, (6) moHIKeHa auadparmMaina ymopa, (7) yckopena ooMsHa 1 (8) moBuieHa
KOHCYyMalus Ha KUCIIOPOZ.

Kimmanuna edpuxacHOCT ¥ 0€30I1aCHOCT

Knnananara epuxacHOCT Ha KOEHHOBUS IIUTPAT € OIIEHEeHa MPH MHOTOIIEHTPOBO, PAaHAOMHU3NPAHO,
JBOWHO-CIISITIO TIPOY4YBaHe, KOETO CPaBHABA KOYEHHOB IIUTPAT ¢ Tuianebo npu 85 HeToHOCeHH
KbpMadera (recralioHHa Bb3pact 28 10 < 33 cenMuIy) C arHes Ipy HeJloHoceHn. KbpMauerara ca
nofy4uian HatoBapBaina no3a 20 mg/kg kodenHoB uTpat uHTpaBeHo3Ho. Criell TOBa MOAIbPIKAIIA
JHeBHa 1032 5 MQ/Kg Ko(herHOB IUTPAT € MpUilaraHa HHTPABEHO3HO MK TEPOpaTHO (Tpe3 COHIa 3a
XpaHeHe) B npoabibkenue Ha 10-12 mau. IIpoToKOIBT € o3BoIIsIBaN KbpMaueTaTa aa ObaaT
“criaceHn”’c OTKPUTO JICYeHHE ¢ KOPEHHOB IIUTPAT, aKO allHesiTa UM He ce € MOBMusIa. B To3u ciryyai,
KbpMaueTara ca IMoJIyIrn BTopa HaroBapsaina mo3a 20 mg/kg kodenHoB murpar cies 1-Bus IeH Ha
JIeUeHUe U Mpenu 8-us IeH Ha JIeueHue.

Nmarno e moBeue quu Oe3 amHes mpu jJeueHueTo ¢ kodenHnos nutpar (3,0 qau cpenry 1,2 aHU C
miane6o; p=0,005) u e UMano Mo-BUCOK MPOLIEHT MarueHTn 0e3 amHes > 8 aau (kodewnn 22% cpeury
rtane6o 0%).

HeotnaBHa npoBeaeHo romsaMo mianedo KOHTPOIUPAHO MHOTOLIEHTPOBO MpoyuBane (N=2 0006) e
n3cieBaIo KpaTKOCPOUYHH U Abiarocpounu (18-21 mecena) pe3ynraTu Mpu HEAOHOCEHN KbpMadeTa,
JeKyBaHH ¢ KopernHoB IuTpaT. Kepmaderara, paHgoMu3npany Ha KOQEHHOB IUTPAT, Ca IOIyIaBal
WHTpaBeHO3HA HaToBapBamia 103a 20 mg/kg, mocnensana oT AHEBHA moaabpxkama 1o3a 5 mg/kg. Axo
amHesITa e MPoAbJDKaBaia, JHEBHATA TOIbPIKAIa 032 € MOXKEIIO JIa CE€ YBEIWYH 10 MakcuMyMm 10
mg/kg kodenHoB nuTpar. [logabpikaInuTe 1031 Ca KOPUTHPAHH BCSIKA CEIMHUIIA ITPU TIPOMEHH B
TEJIECHOTO TETJIO M € MOJKEJIO J1a Ce MpHJIaraT NepopaHo clie] KaTo HOBOPOAEHOTO € MOXKETIO Ja
NpeMHUHE Ha ITBJIHO eHTepanHo XpaHeHe. TepanusTa ¢ KoerH e Hamaliiia yecToTaTa Ha



OpoHXOIyIMOHAITHATA JUCTIIA3nsA [choTHOMIeHNE Ha mancoBeTe (95%Cl) 0,63 (0,52 1o 0-76)| u e
noJJ00puIIa YecToTaTa Ha IIPEKUBAEMOCT 0Oe3 3acsAraHe Ha Pa3BUTUETO HA HEPBHATA CUCTEMaA
[cboTHOMIEHKE Ha maHcoBete (95%Cl) 0,77 (0,64 no 0,93)].

lonemunara 1 mocokara Ha epekra Ha KodernHa Mo OTHONICHNE Ha CMBPTHOCT M MHBAJMIU3UPAHE CE
pa3nnu4aBat B 3aBHCUMOCT OT HUBOTO Ha PECIUpPATOPHA IMOAIPHKKA, OT KOSATO KbpMayueTara ca ce
HYX/Iaelli IPH PaHJOMHU3UPAHETO, KAaTO € MMoKa3aHa Mo-rojisiMa NoJj3a 3a KbpMadeTara Ha IOJAPBKKa
[croTHOmEHME Ha MIaHCcOBeTe (95%CI) 32 cMBPTHOCT M HHBaMUAN3UPaHE, BXK. TAOIUIATA MO0y .

CMBPTHOCT WIW MHBATHIU3UPAHE, B 3aBUCUMOCT OT IMOATPYyTaTa Ha pecupaTopHa
NOAAPBHKKA NPU BIM3aHE B IPOYYBAHETO

Moarpynu CHOTHOLIEHHE HA IAHCOBETE
(95% CI)
be3 mompexka 1,32 (0,81 no 2,14)
HewnnBasnBHA MOIIPHIKKA 0,73 (0,52 o 1,03)
Ennorpaxeanna Tproa 0,73 (0,57 10 0,94)
52 dapMaKOKHHETHYHHU CBOICTBA

KodennoBuar nutpat ce Aucounnpa HaI'bJIHO BBB BOJIEH pa3TBop. LlUTpaTHOTO chennHeHue ce
MeTabonn3upa 0bp30 MpH UHQPY3HSI WK MOTThIIAHE.

AOGcopOuus

Hauganoro Ha neficTBHeTO Ha KoenHa 0T KO()EHHOBHS IUTPAT HACTBIIBA MUHYTH CIIe]T 3aII0YBaHE HA
unpysusra. Cren nepopaiiHo npuioxerne Ha 10 mg kodenn 6aza/kg TenecHo Terno mpu HeJTIOHOCECHH
HOBOPOJICHH KbpMayeTa, IIMKOBaTa ria3MeHa KoHueHTpamus Ha KodenH (Crax) € B Iuana3oH ot 6 10
10 mg/l, a cpenHaTa CTOMHOCT Ha BPEMETO 3a IOCTHT'aHEe Ha MUKOBA KOHIEHTPAHA (fnax) € B AHATIa30H
ot 30 min 10 2 gaca. Ctemenra Ha aGCOpOLUS HE CE MOBIHIBA OT U3KYCTBEHOTO XPAHEHE, HO tmax
MoOXe Jia ObJie yIBIIKEHO.

Pasnpenenenue

Kodennst ce pasznpenens 0bp30 B MO3bKa cie]l MpHIoKeHne Ha kopenHoB nuTpat. KoHnentpanuure
Ha Ko(erH B 1iepeOpoCnuHATHATA TEYHOCT MPU HEJIOHOCEHH HOBOPOJICHH KbpMayeTa €
pUOJU3UTETHO paBHA Ha TuIa3MeHuTe UM HuBa. Cpeanusat obem Ha pasmpenencaue (V) Ha KohenHa
npu kepmauera (0,8-0,9 I/kg) e nexo 3aBuiieH B cpaBaeHue ¢ To3u mpu Be3pacthu (0,6 1/kg). Hama
JIAHHU 32 CBBP3BAHETO C TUIA3MEHUTE MPOTEHHU TIPU HOBOPOACHHU KbpMadeTa Wik Kbpmadera. [Tpu
BB3PACTHH, CPEIHOTO CBBP3BAHE C IUIA3MEHUTE IIPOTEUHH iN Vitro e mpubamsurenno 36%.

Kodennpt mpemMrHaBa cBOOOIHO Tpe3 IIIAIICHTaTa BBB (PETATHOTO KPHBOOOpAIIEHUE U CE OTAEIS B
KbpMara.

Buorpanchopmars

MeTtabomm3MbT Ha Ko(hernHa IPH HEJOHOCEHN HOBOPOACHH KbpMadeTa € MHOTO OTPaHWYeH MOPaH
HE3PENNUTE YepHOAPOOHH EH3UMHU CHCTEMH U MO-TOJISIMA YacT OT aKTHBHOTO BELIECTBO CE OT/EIS B
ypuHarta. YepHoapoouust iuroxpom P450 1A2 (CYP1A2) yuactBa B GMOTpaHcopMaIusTa Ha
Ko(hernHa MpH MO-BH3PACTHH JUIIA.

[Ipu HEemOHOCEHN HOBOPOICHH KbpMadeTa Ma ChOOIIEHHS 3a BBTPEIIHO MPeoOpa3zyBaHe MEXIY
ko¢eun u Teopunun. KodenHosure HuBa ca npudIu3uTeHo 25% OT TeoUIMHOBUTE HUBA CIIE]
MIPIIOKCHIE Ha TEODMITHH U TPUOIN3uTETHO 3-8% OT prutoskeHust KOPEHH ce 09aKBa Ja ce
MIPEeBbPHE B TEOPHITHH.

Envmunupane

[pu manku KppMadeTa, eTMMUHIPAHETO Ha KOEHHA € MHOT'O TT0-0aBHO, OTKOJIKOTO NPH Bb3pacTHH,
Hopaay He3pslaTa YepHoApoOHa u/uin 0b0peuna GpyHkums. [Ipun HoBOpoaeHH KbpMadeTa, KIUPBHHCHT
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Ha KO(EHH ce OCBHIIECTBABA ITOYTH HAITHIHO Upe3 peHaTHa eKCKpelust. CpeaHusIT MOIyKUBOT (1) U
¢bpakuusTa (Ae) Ha KoenHa, OTJeNIeHa HeMPOMEHEHA B ypUHATa IPH KbpMadeTa ca CBbP3aHH
00paTHO MPOTOPIIMOHATHO C reCTallMOHHATA/TIOCTMEHCTpyaliHa Bb3pacT. [Ipu HOBOpOIeHU KbpMaveTa
ty, € mpubnusuTenHo 3-4 nuu, a A, e npubnusurenHo 86% (B pamkure Ha 6 quK). Okomo 9-Meceuna
BB3pACT METa0OIM3MBT Ha KOGerHa € MPUOIM3UTEIHO PaBeH HA TO3U MpH Bb3pacTHH (i1, = 5 yaca u
As = 1%).

He ca nmpoBeneHu npoy4BaHusi, KOUTO JIa H3ydaBaT (papMaKOKHHETHKATa Ha KopenHa npu
HOBOPOJCHH KbpMaUeTa ¢ YepHOIpoOHa i OhOpeTHa HETOCTATHYHOCT.

[Ipu HanmMuue Ha 3HAYUTETHO OBOPEYHO HAPYIICHHUE, KATO C€ MMa MPEIBU/I OBUIICHUS TOTEHIIHAT 32
KyMyJIUpaHe, ce Hallara rmpujiaraHe Ha HamaJieHa JTHEBHA MOJIbprKalia 103a KoeuH u JO3HuTe TPsIOBa
Jla ce OTIpe/IeTIsIT Bb3 OCHOBA Ha M3MEpBaHe Ha HUBaTa Ha KodenHa B KpbBTa. [Ipn HegoHOCEHN
KbpMauc€Ta € X0JIECTaTUUYCH XCIIATUT, € YCTAHOBCH YABJ/DKCH CIMMHUHAIITMOHCH ITOJIYKUBOT Ha KO(I)GI/IHa
Y TIOBUIIICHHU TUTA3MECHU HUBA HAJl HOPMAJTHATA TPaHUIla Ha BapUpaHe, KOSTO Iperonara 0co0eHO
MOBUIIIEHO BHUMAHUE MTPH JO3UPOBKATA MPH TE3H MAIUeHTHU (BXK.Toukd 4.2 u 4.4).

5.3 IIpenkIMHUYHM JaHHM 32 0€30MaCHOCT

HexnuHuuHUTE aHHY HE NTOKa3BaT 0COOEH PHCK 3a X0pa Ha 0a3aTa Ha KOHBEHIIMOHAIHUTE
NPOYYBaHUS 32 TOKCHYHOCT NP MHOTOKPATHO INpHJIarane Ha KogenH. Berpeku ToBa, Mpu BUCOKH
JI031 Ca MHIYLMPaHU I'bpUOBe MpH rpu3aun. [Ipu TepaneBTHYHY 1031 Ca MHIYLUPAHU HAKOH
IPOMEHH B [IOBEJICHUETO NIPH HOBOPOJEHH IUIbXOBE, Hali-BEPOSATHO KAaTO PE3yJITaT OT IIOBUILEHA
eKcIIpecrs Ha aJIEHO3MHOBUTE PEIeTITOPH, KOATO MEPCUCTUPA U B 3psiia Bh3pacT. [lokazano e, ye mpu
KOQEeHHBT HIMa MyTarcHeH U OHKOT'€HEH pUCK. TepaToreHHUsT MOTEHIMA U Bb3ACHCTBUETO BBPXY
BB3NPOU3BOAUTEIIHUTE CIIOCOOHOCTH, HAOJII01aBaHH MIPY )KUBOTHH, HE €A OT 3HAYCHHUE 3a HEroBaTa
MHIUKAIMA IPU TOIyIalusITa Ha HEIOHOCEHUTE KbpMaUeTa.

6. DOAPMAIEBTUYHHU JAHHHU

6.1 CnucnhK HA MOMOIIHUTE BellecTBa

JlmMoHeHa KuceTnHa MOHOXHIpaT

Hartpues nurpar

Bopa 3a nmxexunn

6.2 HecbBMecTHMOCTH

To3u nexapcTBeH MIPOAYKT HE TPsIOBa Jla ce CMeCBa WM IIpujlara €AHOBPEMEHHO B ChIIATa
MHTPaBEHO3HA CHCTEMa C JIPYTH JICKAPCTBEHH NPOIYKTH, C U3KIIFOUEHHE Ha MOCOYEHHUTE B TOUKa 6.6.

6.3 Cpok Ha roHOCT

3 roauHu

Cren oTBapsiHE Ha aMITyJIaTa, JIGKapCTBEHUAT MTPOIYKT TPsiOBa 11a ce yrmoTpeOn He3abaBHO.
XuMmudeckara U pu3ndecKkaTta CbBMECTUMOCT Ha pa3pelieHus pa3TBOp € JokazaHa 3a 24 yaca mpu 25°C
u mipu 2-8°C.

OT MUKpOOHONIOTYHA TJIe/IHA TOYKa, KOTaTo ce Mmpujara ¢ MH(QpY3uOHHHN Pa3TBOPH, JICKAPCTBCHUST
MIPOJYKT TpsiOBa J1a ce yrnoTpeOu He3a0aBHO Clie/] pa3pekaaHe NPy U3IOJI3BaHe Ha aCENTHYHA
TEXHHUKA.

6.4 CrnenuaJiHu yCJIOBHSI HA ChbXpaHeHHe

To3u nexapcTBEH MPOIYKT HE U3NCKBA CIIEIATHN YCIOBHUS Ha ChXpaHEeHHE.

3a ycloBHTa HA ChbXpaHEHHE ciel pa3pexkiaHe Ha JeKapCTBEHUs MPOIYKT BIKTE Touka 6.3.
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6.5 Bua u chabp:kaHue HA OMAKOBKATA

Awmmyiu 1 ml ot ipospauno crekio Tum |
Awmnynu 3 ml ot ipo3pauno cTekI0 T [
Bug onakoska no 10 ammynu.

6.6 CrnennaJiHu npeAna3Hu MEPKH MPH U3XBbPJsHE

TpsiOBa CTPUKTHO Ja ce Cra3Ba aceNTUYHA TEXHUKA 110 BpeMe Ha paboTa C JIeKapCTBEHUS MPOIYKT,
TBHH KaTo HiAMa T00aBeH KOHCEPBAHT.

Peyona TpSI6Ba BHHUMATECJIHO Jia C€ OIJIC/a 3a HAJIMYMEC HAa BUAVMMU YaCTUIIU U IIPOMsHA B IBETA IIPEIN
IIPUIIOKCHUC. AMHyJ’II/ITe, ChAbpIKaIU pa3TBOP C MPOMCHCH LBAT UM BUAUMHU YaCTULIH, Tpﬂ6Ba Ja ce
N3XBBPJIAT.

Peyona moske j1a ce ynotpebu 0e3 paspexkaaHe WM paspelieH B CTEPUIHNA HH(Y3MOHHH Pa3TBOPU KaTo
rimoko3a 50 mg/ml (5%), marpues xiopun 9 mg/ml (0,9%) wnu kannues rmokonar 100 mg/ml (10%)
He3a0aBHO Clie] U3TETJISIHE OT aMITyJIaTa.

PaspenenusT pa3TBop TpsOBa J1a Objie OUCThp U Oe3lBeTeH. Paspe/ieHUTe U HEpaspeIeHuTE
HapeHTepaHy Pa3TBOPH TPAOBA BHUMATEIHO JIa C€ OTJIeIaT 38 BUAMMH YaCTHIIM U IPOMSIHA B IIBETA
npeau NpuIoXKCHHUE. Pa3TBOp’bT HC TpH6Ba Ja CC U3I0JI3Ba, aKO MMa NPOMCHEH LBAT WJIN HAJIMYUC Ha
Yy KIU BUJUMHU YaCTHULIH.

Camo 3a eHOKpaTHa ynoTpeba. Besika Hensmnon3BanaTa yact, ocTaHala B aMIyJiara, TpsaOBa Ja ce
u3XBbpiK. Heusmon3BaHaTa 4acT He TPsAOBA a Cce ChXpaHsIBa 3a MO-KBCHO MPHUI0KEHHE.

Hsama cnenmanay n3nCKBaHMS IIpU U3XBBPJIAHE.

7. HNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA
CHIESI FARMACEUTICI SpA

Via Palermo 26/A

43122 Parma

UTAJIUA

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA
EU/1/09/528/002 3a ammysm 1 ml

EU/1/09/528/001 3a ammyau 3 ml

9. JATA HA ITBPBO PA3PEINABAHE/IIOJJHOBSIBAHE HA PAZPEIIEHUETO 3A
YIIOTPEBA

Iara Ha mepBoO paspemasane: 02/07/2009

Hata Ha nocnenHo noxHoBsiBane: {IJ] mecert ITTT r.}

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

{MM/TTTT}
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ITonpoOHa wHGOPMAITHS 32 TO3W JCKAPCTBEH MPOAYKT € IIpeocTaBeHa Ha yeOcaiita Ha EBponeiickara
areHIus mo Jiekapcraata http://www.ema.europa.eu
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MNPUJIOKEHHUE I1

MPOU3BOAUTEJI(1), OTTOBOPEH(HH) 3A
OCBOBOXIABAHETO HA TAPTHU N

YCJIOBUA NJIX OTPAHUYEHMUSA 3A TOCTABKA U
YIIOTPEBA

APYI'U YCJIOBUA N UBUCKBAHUSA HA PASPEIIIEHUETO 3A
YIIOTPEBA

YCJIOBUSA NJINX OT'PAHUYEHMUSA 3A BE3OITACHA U
EOEKTHBHA YIIOTPEBA HA JIEKAPCTBEHUA TPOAYKT
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A.  TNPOU3BOAMUTEJI(U), OTTOBOPEH(HU) 3A OCBOBOKJIABAHETO HA
HAPTUIN

Wwme u aapec Ha HDOI/I3BOI[I/ITC.H$I(I/ITC), OTFOBODeH(HI/I) 3a 003060>1<z[aBaHe Ha MapTUuaAuTe

Alfa Wasserman SpA
Via Enrico Fermi
IT-65020 Alanno (PE)
Hramus

Chiesi Pharmaceuticals GmbH
Gonzagagasse 16/16

1010 Wien

ABcTpus

IleuaTHaTa TMCTOBKA 3a MallMCHTA Ha JICKapCTBCHUSA MPOAYKT Tp}16Ba Ja CbAbpiKa UMCTO U aJpeCa Ha
IIPOU3BOJUTEIIA, OTTOBOPEH 3a OCBO60}K,I[aBaHeT0 Ha CbOTBE€THATA MapTruaa.

b. YCJIOBUS NN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHUAT MPOIYKT C€ OTITyCKa IO OTPAaHMYEHO JieKapcKo npeanucanue (Bx. [Ipunoxenue [:
Kpartka xapakTepucTika Ha MpOAyKTa, Touka 4.2).

B. JPYI' YCJIOBUSA U N3NUCKBAHMUS HA PASPEIIEHUETO 3A YIHOTPEBA
. I[epuoguyHu aKTyaJIU3MPAHH JOKJIAAU 32 0€30MACHOCT

[Iputexarensat Ha pa3pelIeHUETo 3a yrnoTpeda TpsOBa Ja 1MoaaBa MePHOANYHH aAKTyTU3HUPaAHU
JIOKJIa[TU 3a 6E30MaCHOCT 32 TO3HU MPOAYKT ChITIACHO M3UCKBAHUATA, TOCOUCHH B CIIUCHKA C
pedepentauTe naty Ha EBponetickus cpio3 (EURD cnmcek), mpeasuaeH B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO u ny0MKyBaH Ha €BpoOIelcKkus yeOrmopTal 3a JIeKapCcTBa.

. YCJI0BUS WJIN OI'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA ITPOAYKT

o Ilaan 3a ynpaBaenue Ha pucka (ITYP)

ITIPY 1ps6Ba ga M3BBHPIIBA U3UCKBAHUTE JCHHOCTH W ACHCTBUS, CBBP3aHU C IIPOCIIEAIBaHe Ha
JieKapcTBeHaTa 0e301acHOCT, mocoueHu B onoopenus [IYP, npencrasen B Moayn 1.8.2 Ha
Pa3pemennero 3a ynotpeba, KakTo ¥ MPH BCUYKHU CIISIBAINN ChIIIACYBaHH akTyanu3anuu Ha [TYP.

Axrtyanuzupan [1YP Tps0Ba na ce mogana:

e 110 MCKaHe Ha EBponeiickara areHuuys 1o JeKapcrBara,

e BHUHArW, KOraTo c€ U3MCHS CHCTEMara 3a yIpaBJIeHHe Ha PHCKa, 0COOCHO B pe3yiTaT Ha
noJly4aBaHe Ha HOBA HH(pOpMaLHs, KOSTO MOXKeE J1a J0BeIe 10 3HAUUMHU MPOMEHH B
CHOTHOILCHHUETO T0JI3a/PHUCK, WK CJIe]l IOCTUTaHe Ha BayKeH eTarl (BbB BPb3Ka C
npocie/siBaHe Ha JIeKapCTBeHaTa 0€30IIaCHOCT WITH CBEXK/IaHE Ha PHCKA JI0 MUHUMYM).

Axo momaBaneto Ha [IAJIb u akrtyammsupanero nHa IIYP cweBmamar, Te Moxe ma ce mopanatr
€HOBPEMEHHO.
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o JlombJIHNTETHH MEPKH 32 CBeKAaHe Ha PUCKA 10 MUHUMYM

IIPY TtpsbBa nma cwriiacyBa ¢ HAallUOHAIHUTE KOMIICTCHTHH BJIACTH OKOHYATEIHUS TEKCT 3a KapTa,
MOJXOJAINa 32 TOKa3BaHE B OTJCICHHS 32 WHTCH3UBHU HeOHaTamHu rpwku. Kaprara TpsOBa ma
ChIBpKA CIEIHUTE KIIIOUOBH €JIEMEHTH M Ja C€ OCUTYPH Ha BCHUYKH OTAEICHHS 32 WHTCH3UBHH
HEOHATAIHU TPIIKH, KBJIETO € BEPOSITHO JIEKAPCTBEHUSAT MPOTYKT Ja C€ M3MOI3Ba NMPH IIyCKAaHETO MY
Ha rasapa:

- Peyona e nokazana 3a jeueHne Ha TbPBUYHA aITHEs..

- Jleuenmero c¢ Peyona TpsOBa ma ce OCHIIECTBSIBA B OTACICHUE 32 WHTECH3WBHU HEOHATATHH
TPWXKU M Jla Ce 3amoyBa W HaONro/JaBa OT JieKap, KOWTO KMMa OMWUT TPH WHTCH3UBHU
HEOHATATHU TPHXKU.

- IlogpoGHOCTH 32 HATOBAPBAIIKTE W MOJIBPKAIINATE TO3U U Y€ KOPEHHBT MOXKE Jla KyMyJHpa
MIPU HETOHOCEHU HOBOPOJEHHU KbpMaueTa Mopaau AbIATUS MY TOTY>KUBOT.

- Jlozara Ha ko(euHa, u3pazeHa kato KodeuH 0a3a, ¢ MOJIOBHHATA OT J03aTa Ha Ko(deuHa,
m3pazeH kato kodewmnoB mutpar (20 mg kodenHOB IUTpAT ca eKBUBAJICHTHH Ha 10 mg
koenH 0a3a) W ye perentute TPsOBa SICHO Ja MOCOYBAT, Y€ e Cce Ipuiara KohenHoB
UTPAT.

- .HeKapCTBeHI/ISIT MNpOAYKT TpSIGBa Ja C€ HM3II0JI3Ba He3a0aBHO CJIC OTBApsAHC Ha aMlIlyJjiaTa, a
HCU3IIOJI3BaHA 4aCT, OCTaHaJIa B aMITyJiaTa, TpSI6Ba Ja CC U3XBbPJIN.

- Moxe Ja UMa Hy»XXJa OT U3MCPBAHC HA U3XOJHHUTC IJIa3MCHHU HUBA IMOpaJau MOBUIICH PUCK OT
TOKCHUYHOCT, aKO:

O HOBOPOAEHOTO MPEIH TOBA € JEKYBaHO C TEO(PHUINH
O MaiikaTa e mpreMaa rojieMH KOJIM4ecTBa KOQEeHH NpeIn paxkJaHe Ui KbPMEHE.
- Kodenn u reodunun He TpAOBa na ce nmpuiarar eAHOBPEMEHHO.

- Axo xodeuH u ToKcamnpaM ce ImpujaraT eJHOBPEMEHHO, MalMeHThT TPsIOBa J1a ce TMpocCieasBa
BHUMATEIHO.

- Moxe ga nma HYX/Ja OT JOMBJIHUTCIIHO IIPOCJIICAABAHC HA IMJIAa3MCHUA KO(I)CI/IH 1 KOPCKIHA Ha
J03ara IIpu pUCKOBU CUTyalluU KaTO HEJJOHOCEHU KbpMaydeTa:

O C XOJIECTaTHYECH XCIaTUT
ChC 3HAYUTEIHO 6L6peqH0 YBpEXKIaHE
C TBPYOBE

CBC CBPJCYHO 3a00JIIBaHE

© ©0 O O

Ha BB3PACT, [I0-MaJIKa OT 28 recTallMOHHU CEAMUIIM, W/UiH ¢ TeaecHo Terao < 1 000g
0c00EHO, KOTraTo ca Ha MapeHTEPAITHO XpaHEHE

O C CJAHOBPEMEHHO TpHWJIaraHe Ha JICKAPCTBEHU IPOJYKTH, 33 KOUTO € H3BECTHO, Y€
BIUSST HAa MeTaboMu3Ma Ha Ko(herH.

- Morar ga ce TOSABAT CHpACYHH HapyIIEHUS (BKIOYUTETHO AapUTMHH) MPH HOBOPOJCHH
KbpMadeTa ChC CHIIECTBYBAIIO CHPACYHO 3a00JIIBaHE.

- Bcuukm momo3upaHu HEXEJIaHW JIEKAPCTBEHHM peaknuu TPsOBa Ja ce ChOOIIaBaT CHIIIACHO
HAIlMOHAJIHUTE U3UCKBaHUs 33 CHOOIABaHE.

- B wuactHOCT, akO0 WMa ChMHEHHE 3a KOHBYJICHH, T'bpPUOBE, HEKPOTH3HpAI] EHTEPOKOIUT,
CHMIITOMH U TIpHU3HAIIM Ha OTHEMaHe Ha KOodeWH W HeoOWdyailHO, OT MEAMIIMHCKA TJIeHA
TOYKA, HAMAJISIBAHE Ha HAJJIaBaHETO HAa TErJI0 Ha KbPMAueTO WMJIM B3aUMOJCHCTBHS C JAPYTH
JIeKapCcTBa, CBBbP3aHU ¢ yHoTpedaTa Ha KO(GEHHOB IMTPAT, T€ TPAOBA Ja Ce CHOIIABAT HA
<BIUIIIETE MECTHOTO HanMeHoBaHue U aapec Ha Chiesi Farmaceutici S.p.A.>
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ITPY Tps6Ba fa ceriracyBa TEKCTa Ha MACMOTO A0 MeaunmHckuTe crenuanuctu ¢ CHMP (u ako uma
HY)X/Ia C HallMOHAJTHUTE KOMIICTEHTHH BJACTH) MpEOH IIyCKAHETO Ha JICKAPCTBEHHs NPOIYKT Ha
maszapa W TpsOBa J1a rapaHTHpa, Y€ TO € MPEAOCTABEHO Ha BCHYKH JICKAPH, C ONMUT B MHTCH3UBHUTE
HEOHATAIHU TPUXKHU TPEAN WU MPU IIyCKAHETO Ha JIEKApCTBEHMs MPOMYKT Ha Ma3apa BHB BCAKA
J'bpKaBa WICHKA.
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MIMPUJIOXEHUE 111

JAHHU BBPXY OITAKOBKATA U JIMCTOBKATA
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A. TAHHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CbJABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs

‘ 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Peyona 20 mg/ml uuby3roHeH pa3TBOp U IEpOpaICH Pa3TBoOp
Kodennos nurpar
(exBuBanentHu Ha 10 mg/ml xodenn 6a3a)

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A)

Besika ammyna ot 1 ml ecsaspixa 20 mg kodennoB nutpat (ekBrBasieHTHH Ha 10 Mg kodeun 6aza).
Bceska ammyna ot 3 ml csabpika 60 mg kodennos murpat (ekBuBanieHTHH Ha 30 My kodenH 6a3a).
Bcexu ml pasztBop chaspxa 20 Mg kodpenHoB nutpar (EkBuBajieHTHH Ha 10 Mg kodeunn 6aza).

3. CIIMCBK HA IOMOIIIHUTE BEHIECTBA

JImMoOHEHa KucenmHa MOHOXUApAT, HATPUCB HUTPAT, BOJA 3a MHKCKINN

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Wudysunonen paztBop
IIepopanen pastBop
10 amrrynm

5. HAYHMH HA TIPUIATAHE U IbT(UILA) HA BbBEKJIAHE

[Ipenn ynoTpeba mpoverere TMCTOBKATA.
MHTpaBEeHO3HO NPUIIOKEHUE

IIepopanHo npunoxenue

Camo 3a eqHOKpaTHa ynorpeoa.

6. CIIEHUAJIHO IPEAYIIPEXKJIEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPSIEBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOI'VIEJA 1 JOCEI'A HA JEIIA

I[a C€ CbXpaHsiBa Ha MACTO, HEAOCTBIIHO 3a JCIIa.

‘ 7. APYI'U CHEIMAJIHU ITPEAYIIPEXKJIEHUSA, AKO E HEOBXOJUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
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9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHMUE

Crenr oTBapsiHE Ha aMITyJiaTa, JISKApCTBEHHAT MTPOIYKT TPsiOBa 1ie ce yrmoTpeOn He3abaBHO.
JlexapcTBEHUSAT MPOIYKT TPSAOBA e ce YIOTpeOu He3a0aBHO Clie]] pa3TBapsHE MPU U3IOJI3BAaHE Ha
acenTHUYHa TEXHUKA.

10. CHEIWUAJIHU ITPEAIIASHU MEPKHU IIPU U3XBBPJIAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

Jla CC M3XBBHPJIM HEUIIIOJI3BaHAaTa 4acCT.

11. HWME U AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

CHIESI Farmaceutici SpA
Via Palermo 26/A
43122 PARMA- UTAJINA

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/09/528/002 3a ammyu ot 1 ml
EU/1/09/528/001 3a ammrymu ot 3 ml

13. TAPTUIAEH HOMEP

ITaptuma Ne

14. HAYMUH HA OTIITYCKAHE

JlexapcTBEHUSAT MPOIYKT C€ OTITyCKa IO JIEKAPCKO MPEITHCaHNe.

‘ 15. YKA3AHWUJ 3A YIIOTPEBA

| 16. MH®OPMAILIMSI HA BPAIJIOBA A3BYKA

Peyona
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MUHUMYM JAHHHU, KOUTO TPABBA JA CBABPKAT MAJIKUTE EJUHUYHU
ITbPBUYHU OITAKOBKH

ETUKET HA AMITYJIA

‘ 1. NME HA JIEKAPCTBEHUS TPOAYKT U ITBbT(MIIA) HA BBBEK/IAHE

Peyona 20 mg/ml pa3tBop 3a uH}y3ust ¥ pa3TBOP 32 MEPOPATHO MPHIOKESHHUE
Kodennos nurpar

(exBuBanented Ha 10 mg/ml xodenn 6aza)

I.v./ mepopaitHO MpUIIOKEHUE

‘ 2. HAYUH HA ITPUJIATAHE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:

4. ITAPTUJAEH HOMEP

ITapTuna Ne

5. CBbABPKAHUE KATO MACA, OBEM WJIN EIMHULIN

20 mg/1 ml
60 mg/3 ml

| 6. JPYTO
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b. JUCTOBKA
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JlucroBka: uH(popmManus 3a norpeduTesst

Peyona 20 mg/ml nn¢y3uoHen pa3TBop u nepopaJjieH pa3TBop
kodennos utpar (caffeine citrate)

IIpoyeTeTe BHUMATEIHO HAJIATA JUCTOBKA, NPEAN 14 3aNl04YHeTe /1a N3M0JI3BaTe TOBa
JIEKAPCTBO, Thil KATO TH ChAbpP:Ka Ba:KHA 32 Bac u 3a Bamero HoBopoaeHo nHGopManus.

- 3amazere Ta3u MMCTOBKAa. MOJKe 1a ce HaJOXH Ja sl MPOYETETe OTHOBO.

- AKO UMaTe HAKaKBH JOIBIHUTEITHA BBIIPOCH, TIONTUTAlTe JIekaps Ha Bamero 6ebe.

- Axo Baiieto HOBOPOIEHO MOMYYU HAKAKBU HEXKEJIAHU JICKAPCTBEHU PEAKIUH, YBEIOMETE
nekapsi Ha Bameto 6e6e. ToBa BKITIIOUBa M BCHYKH BB3MOYKHH HEKEJIAHH PEaKLUH, HEONMCAaHH B
Ta3M JIMCTOBKA. Bikre TouKa 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKaA

Kakso npencrasisaBa Peyona u 3a KakBo ce U3M0JI3Ba

Kakso Tps6Ba na 3Haere, npeau Ha 6ebeto Bu na ce nage Peyona
Kax na n3nonssare Peyona

BB3MOXHH HEKEeTTaHN PeaKIuy

Kak na cexpansBare Peyona

ChbabpaHue Ha ONAKOBKATa M AOMBIHUTENHA HHPOPMALU

ocouprwNE

1. Kakgpo npeacrasiassa Peyona u 3a KakBo ce U3I0JI3Ba

Peyona cbabppxka akTHBHOTO BEIIECTBO KO(PENHOB UTPAT U € CTUMYJIAHT Ha IIEHTpajTHaTa HEPBHA
CUCTEMa, ¥ MPUHAJJICKU KbM Ipyna JICKapCcTBa, HAPESYCHU METHIKCAHTHHHU.

Peyona ce n3moi3Ba 3a JeueHne Ha CIMpaHe Ha IUIIaHEeTO TIpH HeAOHOCeHN OebeTa (ITbpBUYHA aITHEs!
IPU HETOHOCEHU HOBOPO/ICHH).

Tes3u KkpaTKu EepUOIH, Ipe3 KOUTO HeTOHOCEHUTe OedeTa cupar Aa IUIIaT ce IbJDKAT Ha TOBA, Ye
[EHTPOBETE Ha JHIaHe Ha 6e0eTO He Ca HAMBJIHO Pa3BHUTH.

JlokazaHo e, 4e TOBa JIeKapCTBO HaMasiBa Opost Ha EMM30/IMTE Ha IPEKbCBAHE HA JIUIIAHETO MPH
HEJIOHOCEHH HOBOPOJCHH.

2. KaxBo TpsioBa 1a 3HaeTe, mpeau Ha 0edeto Bu na ce nage Peyona
He n3noa3Baiite Peyona

e  Ako BameTo HOBOpPOJICHO € aepruyHo KbM KOQErH HMUTPAT WIH HIKOS OT ChCTABKHUTE HA TOBA
JIeKapcTBO (M30pOCHU B TOUKA 6).

[penynpesxkaenns u npeAnasHu MepKU

T'oBoperte ¢ nekaps Ha Baieto 0e6e npeau Ha Barreto HoBopoieHo na ce najae Peyona.
[penu 3amouBane Ha JEYCHUETO 32 alHesl PU HeJJOHOCEHH ¢ Peyona, Apyru NpuvrHY 3a arHest
TpsiOBa 1a OBAAT M3KITIOYCHH WM CHhOTBETHO JICKYBaHH OT Jiekaps Ha Bamreto 6e6e.

Peyona Ttps6Ba 1a ce n3moi3Ba ¢ MOBUIIICHO BHUMaHue. Mouis, yBeZoMeTe Jekaps Ha Bamero 6ebe:

Axko Barreto HOBOpOIeHO CTpaja OT I'bPUOBe

Axko Barrero HOBOpoIeHO CTpajia OT HIKaKBa ChbpACYHO 3a00JIIBaHE

Axko Barirero HOBOpoieHO MMa OBOPEUHN WIIM YePHOAPOOHHN POOIeMH

Axko Bariiero HOBOPOJIEHO MMa YECTO ypUTBaHE

Axo Barrero HOBOpOJIEHO OT/EINS MTOBEYE YpUHA OT 0OMKHOBEHO

Axko Barrero HOBOpo/IeHO MMa HaMaJIeHO HaJiJaBaHe Ha TETJIO WJIM MPUEM Ha XpaHa
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e  Ako Bue (Mmaiikarta) cTe KOHCYyMHPaIH KOGEHH TPean paXkIaHETO
JApyru nexapcrBa u Peyona

HNudopmupaiite nexaps Ha BameTo 6e6e, ako BameTo HOBOpoeHO ITpreMa, HACKOPO € IprUeMaio WiIu
€ Bb3MOJKHO Jia TIpHeMa JAPYTH JIeKapCcTBa.
Undopmupaiite nexkapst Ha Bameto 6ebe, ako BameTo HOBopoZeHO € Ouio Beye JeKyBaHO C
TEO(UITNH.
[la He ce mpuemar cieJHHUTE JeKapcTBa M0 BpeMe Ha JiedeHneTo ¢ Peyona 6e3 ma e HampaBeHa
KOHCYyJITalus ¢ jekaps Ha Bamero 6ebe. Moske Nla ce HaJ0XKH JIEKapsT Aa KOPUTupa 103ata Wi 1a
3aMEHH €IHO OT JIeKapcTBaTa ¢ Jpyro:

- TeouiIrH (M3MOJI3BAH 32 JICUCHHUE HA TPYIHOCTHU MPH JUIIAHETO)

- Iokcarpam (M3I0JI3BaH 3a JICUCHNUE Ha TPYIHOCTH MPU JUILIAHETO)

- HUMETHAMH (M3II0JI3BaH 32 JICUCHHE Ha CTOMAIIHO 3a00JIsIBaHe)

- KETOKOHA30J1 (M3MOI3BaH 32 JICYCHUE HA IbOUYHU UHPEKIIHN)

- (henoGapOuTai (M3MOI3BAH 34 JIEUCHUE HA CTIHUIIETICHS)

- (heHUTOMH (M3MOJI3BAH 32 JICUCHHUE HA CTTUJICTICHS)

ToBa nekapcTBO MOXe Jia TIOBUIIIM PUCKA OT CEPUO3HO 3a00JIsIBaHE Ha YepBara ¢ KbpPBaBH
U3XOXKIaHUs (HEKPOTH3HUPAIL EHTEPOKOJIUT), KOTaTO Ce MPUIIOKH C JICKapCTBa, H3MOI3BaHHU 32
JICUCHHE HA CTOMAIITHO 3a00sBaHe (KaTo aHTUXUCTAMHUHOBH H2 perienTopHu GloKepH HiTH
WHXHOMTOPH Ha MPOTOHHATA TIOMIIA, KOUTO MIOHWKABAT CEKPEIUAITA Ha CTOMAIITHA KUCEINHA).

BpemeHHOCT U KbpMeHe

Axo Bue (MaiikaTa) KbpMHuTE, JOKaTO BamreTo kbpMmaue ce iekyBa ¢ Peyona, He TpssOBa ma muere Kade
WIW J1a IpreMaTe APYT MPOAYKT C BUCOKO ChABpPXKaHUE Ha KodenH, Thii KaTo KOQEenHbT MpeMrHaBa B
KbpMarTa.

Peyona cbpabpska HAaTpHid

To3u ekapcTBEH MPOAYKT ChIBbpika Mo-Maiako or 1 mmol marpumii (23 mg) 3a mo3a, T.6. MIPaKTHYECKH
HE ChAbpKa HATPUI.

3. Kak na n3noa3Barte Peyona

Peyona tpsioBa na ce mpuwjiara caMo B OTJeJieHUE 32 MHTEH3MBHH HEOHATAJHU I'PUKH, B KOETO
HMa TOAXOASAIA amapatrypa 3a HaOJJeHHe W TpocieasiBaHe Ha ManueHTurte. JleuyeHmero
Tpsi0Ba Ja ce 3aMo4YHe MO HAOJII0leHHe Ha JIeKap ¢ ONMMT B HHTEH3MBHUTE HEOHATAIHH I'PUKH.

ﬂ03a

Jlekapsit Ha Baiero 6e6e e mpeanuiie TOYHOTO KOJIUIecTBO Peyona Bb3 OCHOBA Ha TEJIECHOTO
Terso Ha 6e6eTo.

Hauannara no3a e 20 mg ua kg temecro terso (pasua Ha 1 ml ma kg TemecHo terio).
IMoxmbprkamara qo3a € 5 mg Ha kg tenecHo Terno (paBua Ha 0,25 ml Ha Kg TenecHo Terno) Ha BCeKH
24 qaca.

IIsT Ha BBHBCKAAHC M HAYWH HA MMPUITOKCHHUEC

Peyona ce BiuBa 4pe3 KOHTPOIUPAHA HHTPABCHO3HA HH(Y3HS, KATO CE M3MOJI3Ba HH(Y3HOHHA TOMITA
ChC CIPUHIIOBKA WJIH JAPYTO YCTPOWCTBO 32 JTo3upaHa UHQPy3us. T03H METOJI € U3BECTEH, ChIIO TaKa,
KaTo “KarkoBO BIUBaHE .

Hskou ot no3ute (MOAIBpIKaIU T03H) MOXKeE Ja Ce JaaT Mmpe3 ycraTa.

Moxe na € HeoOX0IuMO JIekapsAT Ha BameTo 6e6e ma mpoBepsiBa HUBaTa Ha KohenHa ¢ IEPHOTUTHO
U3CcJIeIBaHEe Ha KPBhBTA [0 BpeMe Ha JICUESHHUETO, 3a JIa Ce U30erHe TOKCHYHOCT.
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IpoAbIKUTEIHOCT HA JIEYEHUETO

JlexapsT Ha Bamero 6e6e 1ie onpeaen TO9HO KOJIKO JBJTO TPSOBA 1a MPOIBIDKH JICUCHUETO Ha
HOBOPOACHOTO ¢ Peyona. Ako BareTo 6e6e HaMa MPUCTHIIN HA allHes OT 5 70 7 IHU, JICKapAT IIE CIpe
JICUCHUETO.

Axo BanieTo HOBOpo1€eHO € mpueso moBeve 0T HeoOxoauMara x03a Peyona

Barieto HOBOPO/IEHO MOXeE J1a UMa BUCOKA TeMIIepaTypa, YCKOPEHO Juiiane (TaXxuiHes), TpernepeHe,
MYCKYJICH TPEMOp, TIOBPbII[aHe, BHCOKH HHBA HA KPhBHA 3aXap (XUIEPrIMKEMHs ), HOICKH HUBA Ha
KaJnii B KPBBTA (XUIIOKAINEMHS), BUCOKHM HMBA HAa HAKOM XMMHUYECKH ChenHEeHUs (ypes) B KPbBTa,
MOBUIIIEH OpOil HA HAKOW KPBBHH KJIETKH (JICBKOIIUTH) ¥ IbPUOBE, KO TOIYYH MOBeue KOHEHHOB
[UTPAT, OTKOJIKOTO TPsOBA.

AKo TOBa ce cItyuH, JedeHneTo ¢ Peyona tpsioBa He3abaBHO /1a ce MPEKBhCHE U JIEKapsT Ha BarmeTo
0ebe TpaOBa 1a JeKyBa NpeI03UPaHETO.

AKO MaTe HSIKAKBH JIOMBJIIHUTEIHN BBIIPOCH OTHOCHO yrmoTpedaTa Ha TO3M JIEKAPCTBEH MPOYKT,
ronuTaiiTe Iekaps Ha Bameto 6e6e.

4, Bb3MoKHHN HeKeJTaHU PeaKIuu

KakTo BCHYKH JiekapCcTBa, TOBA JICKAPCTBO MOXKE JIa MPEIU3BUKA HEXKEIIAaHU PEaKI[UH, BHIIPEKH Ye HE
BCEKH 'l oiy4asa. Tpy/Ho e, ob6aye, Te Ja ce pa3rpaHnyaT OT YSCTUTE YCIOKHEHHS, KOUTO
HACTBITBAT IIPH HEIOHOCEHUTE OeOeTa U OT YCIIOKHEHUATA, KOWTO CE TBDKAT Ha OOJIeCTTa.

[To Bpeme Ha neuenuero ¢ Peyona, BameTo HOBOPOACHO MOXKe Ja MOYYH HAKOU OT CIETHUTE
peakInu.

CepHO3HM HeKeJTaHN PeaKuu

He:xenanu peakunuu, Ipu KOUTO Y€CTOTATa HE MOJKE JIa CE ONPEENI OT HATMYHNUTE TaHHU
- CepHO3HO 3a00JIsBaHe HA YepBaTa C KbPBaBH U3XO0KAaHHs (HEKPOTU3UPAILL] EHTEPOKOJIUT)

CrenHUTE OPYTH HEXEaHH PEaKIUU MOI'aT ChINO Aa ObJaT CUSTCHH 3a CEPHO3HHU OT JIeKaps Ha
Bairtero 0ebe B KOHTEKCTA Ha Ti100aHaTa KIIMHHYHA OIlEHKA.

Jpyru HexelaH! peaKIHH

YecTo cho0IIaBaHU HEXETAHU peakiuu (MoraT aa 3acersat 10 1 Ha 10 mgymm)
- JIOKaJIHU BB3MAIUTEIHN PEaKIUU Ha MICTOTO HA HHQY3HS

Psaako cho0iaBaHy HeXxellaHU peakiuu (Morart ja 3acerHat jo 1 Ha 1 000 mgyrmm)
- aJIeprUYHU PeaKIun

HexeslaHu peakiuu, Ipy KOMTO YE€CTOTATa HE MOXKE [1a CC OMPEACIH OT HATMYHHUTE JaHHU

- uH(EeKIus Ha KPbBTA (CETICHC)

- NMPOMEHH Ha 3axapTa B KPbBTA WK CepyMa (XUIOTIIMKEMHS M XUIIEPIIINKEMHUsT), H30CTaBaHE B
pacTexa, HeITOHOCUMOCT KbM XPaHH

- CTUMYyJIMpaHE Ha IIEHTPaJHATa HEPBHA CUCTEMa KaTo Pa3Ipa3HUTEIHOCT, HEPBHOCT U
HECIOKOWCTBHE, MO3bUHO YBPEKAAHE U I'bPUOBE

- riyxora

- CBHPJCYHHU HApPYIICHUs KaToO chplieOreHe (Taxukapans)

- YpHUrBaHe, YBEIMUCHO CTOMAIIHO ChIbPKHMO

- MOBHILCHO OT/EJISHE Ha YPUHA, OBHIICHHE HA HAKOU ChCTABKU B YpUHATA (HATPHIA M KaJIIUi)

- TMPOMEHH B KPBBHUTE U3CIIeIBaHUs (IOHIKCHH HUBA Ha XEMOTJIOOUH CJIe/T IPOABIKATEITHO
Jie4eHHEe ¥ MOHIKECH THPOHICH XOPMOH B HA4aJIOTO Ha JICYCHHETO)
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Cbol0maBaHe Ha HeKeJIAHHU PeaKINu

Axo Bameto HOBOPOIEHO IMOTyYH HAKAKBU HEXKEJIAHW JICKAPCTBEHH PEaKIny, yBEJIOMETE JIeKaps Ha
Barrero 6666. ToBa Bk/II0UBa BCUMYKH BH3MOKHH HEOITMCAHU B Ta3M JINCTOBKA HEKEJIaHU pPCaKIuu.
MoxeTe ChIIOo J1a ChOOIIUTE HEKENIaHU PeakMi JUPEKTHO Ype3 HAllMOHAJHATa CUCTEMA 3a
cbobmiaBane, mocouena B [pmwioxkenue V. Kato cho0ImaBaTe HeXKeNaHN PEaKLiU, MOKETE /1a TafeTe
CBOSI MPUHOC 32 TIOJTyYaBaHe Ha MOBeYe HH(POPMANUI OTHOCHO 0€30MacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBate Peyona

Jla ce cbxpaHsBa Ha MSCTO, HEJIOCTHITHO 3a JICIa.

He u3non3Baiite TOBa JIEKapCTBO CIIE] CPOKA HA TOJHOCT, OTOeNsI3aH BEpXY eTukera. CpoKbT Ha

TOJTHOCT OTrOBaps Ha MOCJCIAHMUS JICH OT TOCOYCHHUS MECEIL.

ToBa jekapCcTBO HE U3UCKBA CICIIMATHY YCIIOBUS HAa ChXPaHCHUE.

Ipenu npunokeHne, aMITyJTUTe Ha BCHUKH NTAPSHTEPATHU Pa3TBOPH TPAOBa a ObJaT OTJICAaHH 32 HATHYIHE
Ha BUAUMU dacTuiy. Cjie OTBapsHE Ha aMIIyJIUTE, JIEKApCTBEHUST MIPOAYKT TPIOBa j1a ce yrnoTpeou
He3a0aBHO.

6. CbabpxaHe HA OMIAKOBKATA M IONbJIHUTEIHA HHpopMaIus
Kaxkso cbpabp:xa Peyona

AxkTuBHOTO(UTE) BeniecTBo(a) e(ca) KohEenHOB IUTPAT.

Beexu ml cpabpika 20 mg kodenroB nutpat (ekBuBanenTHd Ha 10 mg/ ml kodenn 6a3a).

Beska ammyna ot 1 ml csaspixa 20 mg kodennos nurpar (ekBuBaientan Ha 10 mg kodeun 6aza).
Besika ammyna ot 3 ml csaspixa 60 mg kodennos mutpar (ekBuBadeHTHH Ha 30 My Kodenn 6aza).
Jpyrurte CbCTaBKH ca JMMOHEHA KHCEIMHA MOHOXUIPAT, HATPHEB LIUTPAT M BOJA 32 MHKEKLIUH.

Kaxk u3riexxaa Peyona u KakBo cbIbp:Ka 0NAKOBKATA

Peyona e nH(]y3r0oHEH pa3TBOP U MEpOpalieH pa3TBop.
Peyona e OucTbp, Oe311BETEH pa3TBOP, NOCTABSH B CTHKIICHU aMITyJId. Besika kapToHeHa KyTus
cpabpxka 10 ammymm.

IIpuTekaTes Ha pa3pelIeHHETO 32 yoTpeda
Chiesi Farmaceutici S.p.A

Via Palermo 26/A

43122 Parma

Wranus

IMpousBoaures (0cBOOOKIaBaHE HA MAPTHIH)
Alfa Wasserman S.p.A

Via Enrico Fermi 1

Alanno (PE)

Uranus

Chiesi Pharmaceuticals GmbH
Gonzagagasse 16/16

A-1010 Wien

AscTpus

3a noIrBIHMTENHA HHPOPMAIHSI OTHOCHO TOBA JIEKApCTBO, MOJISI CBBPIKETE CE C JTOKATHHS
NpeACTaBUTEN Ha IPUTEKATEIS Ha pa3pelIeHueTo 3a yrnoTpeoa:
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Belgié/Belgique/Belgien
Chiesi Farmaceutici S.p.A.
TIf: + 39 0521 2791

Bbbarapus
Chiesi Bulgaria EOOD
Ten.: +359 29201205

Ceska republika
Chiesi CZ s.r.o.
Tel: + 420 261221745

Danmark
Chiesi Farmaceutici S.p.A.
TIf: + 39 0521 2791

Deutschland
Chiesi GmbH
Tel: + 49 40 89724-0

Eesti
Chiesi Pharmaceuticals GmbH
Tel: + 4314073919

E)\\aoa
Chiesi Hellas AEBE
TnA: + 30 210 6179763

Espafia
Chiesi Espafia, S.A.
Tel: + 34 93 494 8000

France
Chiesi S.A.
Tél: + 33147688899

Hrvatska
Providens d.o.0.
Tel.: +385 (1) 48 74 500

Ireland
Chiesi Ltd
Tel: + 44 0161 4885555

island
Chiesi Farmaceutici S.p.A.
Simi: + 39 0521 2791

Italia
Chiesi Farmaceutici S.p.A.
Tel: + 39 0521 2791

Kvnpog
Chiesi Farmaceutici S.p.A.
TnA: +39 0521 2791

Latvija

Lietuva
Chiesi Pharmaceuticals GmbH
Tel: +431 4073919

Luxembourg/Luxemburg
Chiesi Farmaceutici S.p.A.
TIf: + 39 0521 2791

Magyarorszag
Chiesi Hungary Kift.
Tel.:+36-1-429 1060

Malta
Chiesi Farmaceutici S.p.A
Tel: + 39 0521 2791

Nederland
Chiesi Pharmaceuticals B.V.
Tel: +31 070 413 20 80

Norge
Chiesi Farmaceutici S.p.A.
TIf: + 39 0521 2791

Osterreich
Chiesi Pharmaceuticals GmbH
Tel: +431 4073919

Polska
Chiesi Poland Sp. z.0.0.
Tel.: +48 22 620 1421

Portugal
Angelini Farmacéutica, Lda
Tel: + 351 214 148 300

Roméania
Chiesi Romania S.R.L.
Tel: + 40 212023642

Slovenija
Chiesi Slovenija d.o.o.
Tel: +386-1-43 00 901

Slovenska republika
Chiesi Slovakia s.r.o.
Tel: +421 259300060

Suomi/Finland
Chiesi Farmaceutici S.p.A.
Puh/Tel: + 39 0521 2791

Sverige
Chiesi Farmaceutici S.p.A.
Tel: + 39 0521 2791

United Kingdom



Chiesi Pharmaceuticals GmbH Chiesi Ltd
Tel: +431 4073919 Tel: + 44 0161 4885555

I[aTa Ha IOCJIEAHO nmpepa3rJiexxjaaHe Ha JIUCTOBKATA !

ITonpo6Ha wHGOPMAITHS 32 TO3W JICKAPCTBEH MPOAYKT € IIpeIocTaBeHa Ha yeOcaiita Ha EBponeiickara
areHuus mo Jiekapcraata http://www.ema.europa.eu.

ITocouenara mo-mony nHGOpManus € MpeaHa3HaAYEHa caMo 32 MEJUIIMHCKH CIIeHATHCTH:
3a moapoOHa nHpOpMaIHs BIXKTE puiloskeHaTa KpaTka xapaktepuctuka Ha npoaykra PEYONA.
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