MHNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Peyona 20 mg/ml uady3mnoHeH pa3TBoOp u IepopajicH pa3TBop

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcexu ml ceappika 20 mg kodennoB nutpar (caffeine citrate) (eksuBaienTHH Ha 10 mg Kodenn).
Bcesika ammyna ot 1 ml cpappika 20 mg xodenHoB nuTpat (ekBuBaneHTHH Ha 10 mg kodenH).
Bcesika ammyna ot 3 ml ceabspixka 60 mg kodernHOB nuTpaT (ekBuBasieHTHU Ha 30 mg Kodeunn).

3a IIBJIHMS CIIMCHK Ha ITOMOIIHHUTE BCIICCTBA BHXKTEC TOYKaA 6.1.

3. JEKAPCTBEHA ®OPMA

Wudy3nonen pa3rBop
ITepopanen pasTtsop.
buctsp, 6e31BereH, BosieH pa3tBop ¢ pH=4,7 u ocmonamuter ot 144 mo 166 mOsm/kg.

4. KJIMHUYHU JAHHHU

4.1 TepaneBTHYHHN MOKAZAHUSA

JleueHre Ha IbPBUYHA AIIHES IPU HEJOHOCEHH HOBOPOJICHH.
4.2 Jlo3UpOBKa M HAYMH HA MPUJIOKEHHE

Jleuenneto ¢ KoheHHOB ITUTPAT TPsIOBA J1a Ce 3aITOYHE 10 HAOIIOCHUE Ha JIEKap C OIUT B
WHTCH3UBHYU HEOHATAIHM Iprxku. JIeueHHeTo TpsiOBa Jja ce mpujiara camo B OTJCIICHUE 32 UHTCH3UBHU
HEOHATAIHH TPUKH, B KOETO MMa aJeKBaTHA anaparypa 3a HaOJIIOICHUE U MTPOCIIeIIBaHe Ha
MAIUCHTHTE.

EO3I/I[20BK3

[penoppuBanara cxeMa Ha pUIIaraHe MPH KbpMadeTra, KOUTO He ca TPE/IBAPUTEITHO JICKYBaHH, €
HaToBapBalna 103a or 20 mg KoernHOB IUTpAT Ha kg TeJaecHo Tero, MpuiiokeHa ype3 6aBHa
MHTPaBEHO3HA HH(Y3Us B IPOJbDKeHNE Ha 30 MUHYTH, KaTO ce M3M0J13Ba HH(Y3HOHHA TOMIIA ChC
CIIPHHIIOBKA MM JIPYTO YCTPOHCTBO 3a no3upana uHpy3usa. Cinen naTEepBat oT 24 yaca, MoIbp KaIn
71034 OT 5 mg Ha kg TenecHo Terno Morar Aa ce npujarar upe3 0aBHa HHTpaBEeHO3HA HH(Y3US B
npoabnkenue Ha 10 MuHyTH Ha Bceku 24 yaca. [To u30op, nmoaabpikanm 1031 ot 5 mg Ha kg TenecHo
TETJIO MOTaT J]a Ce MpUJIaraT NepopaiHo, HaIpHMeEp Tpe3 Ha30racTpaiHa COHJa Ha BCeKH 24 Jaca.
HpenoquBaHaTa HaToBapBallia J03a U NOAABbPKAIIUTE 103U KO(beI/IHOB ouTpar ca NpeaACTaBCHU B
clienBaiara TadamIa, KOSTO H3SACHIBA Bpb3KaTa MEXK/y HHKEKIIHOHHUTE 00EMH U MTPUIIOKCHUTE
7103, U3PA3eHN KaTo KOPEHHOB IUTPAT.

Jo3ara, n3paszeHa kato kopenH 6a3a ImpencTaBisBa MOJOBHHATA 103a, KOTAaTO € U3pa3eHa KaTo
kodennoB rutpar (20 mg kodenHoB HUTpat ce paBHsABAT Ha 10 mg kodeunn O6aza).



Ho3a koennor | Jloza koenHOB [TbT Ha BBBEXKIaHE YecroTa
murpar (0oem) murtpar (mg/kg
TEJICCHO TETJIO)
Harosapsamia | 1,0 ml/kg Tenecno | 20 mg/kg tenecHo | MutpaBeno3na undysus Ennoxpatno
J103a TETJ0 TEIJ0 (3a 30 MuHYTH)
Hoxmppxama |0,25 ml/kg 5 mg/kg TenmecHo | UaTpaBeHO3HA MH(Y3USA Ha Bceku 24
mo3a* TEJIECHO TETJIO TETJI0 (3a 10 MunyTH) HIH gaca*
MepopaHO NPUIIOKEHHE

* 3anouBa 24 yaca ciiea HaToBapBallaTa 1032

[Ipu HeOHOCEHN HOBOPOAECHU KbpPMayeTa ¢ HelOCTaThueH KIMHUYEH OTTOBOpP Ha MpernopbhyBaHaTa
HAaTOBapBalla J103a, MOXKe Jia Ce JIajic BTOpa HaToBapaaila /103a ot MakcumyM 10 — 20 mg/kg cnen 24
yaca.

B cnyyaii Ha HemocTaThbuUeH OTTOBOP MOJKE /1a C€ OOMMCIH MPUJIATAHETO Ha TI0-BUCOKH MOAbPIKAIIN
no3u ot 10mg/kg TenecHo Terno, KaTo ce uMa MpeJBH]l OTeHIMala 3a KyMyJlIupaHe Ha KodenHa,
NOpaay IBITUS MY TOJTY>KHBOT PH HETOHOCEHH HOBOPOAEHHU KbpMayeTa 1 MPOTPEeCUBHO
HapacTBALIMs KallallUTET 32 MeTaboIn3KpaHe Ha KO(enH BbB BPb3Ka C IOCT-MEHCTPYyaIHaTa Bb3pacT
(Bk. Touka 5.2). Kpaero e KIMHMYHO TIOKa3aHo, MJIa3MEHUTE HUBA HA KO(euH TpsaOBa Ja ce
npociensaBar. JluarnosaTa amHest Ipy HEJOHOCEHH MOXKE 1a MMa HYKJ1a OT IpepasriexaaHe, ako
MAIMEHTUTE HE OTTOBOPST aI€KBaTHO Ha BTOpa HATOBapBallla 103a WK Ha [TOJAbprKallla 103a OT

10 mg/kg/nen (Bx. Touka 4.4).

Kopueupane na dozume u npocieoseane

Moxe 1a e HeoOX0AMMO TUTa3MEHUTE KOHIEHTPALUH Ha KOeruHa Aa ce MPOCIeAsiT IEPHOANTHO I10

BpEeMe Ha JICUCHUETO B CyYau Ha HEMbJICH KIIMHUYCH OTTOBOP WMJIM MPU3HAIM HA TOKCHYHOCT.

OcBeH TOBa MOXKE JIa Ce HAJIOXKH KOPUTHPAHE HA J03UTE, B ChOTBETCTBUE C MEIUIIMHCKATA MPEICHKA

clie]] pyTHHHO MPOCJIeIsIBaHe Ha IJIa3MEHUTE KOHIICHTPAIMK Ha KOEHH, PU PUCKOBU CUTYaIlUU

Karo:

- CWJIHO HEJIOHOCCHH KbpMadeTa (TeCTallMoHHA BB3PacT < 28 CeMUIIM W/UIIH TEIECHO TETII0
<1000 g), ocobeHO TakrBa Ha MAPEHTEPATHO XpaHEHe

- KbpMadeTa ¢ Y4epHOApOOHO 1 ObOpedHO yBpexaaHe (BX. Touku 4.4 u 5.2)

- KbpMayeTa ¢ TbpYoBe

- KbpMayveTa ¢ YCTAHOBEHO U KIIMHUYHO 3HAYAMO CHPJICYHO 3a00JIsIBaHE

- KbpMayeTa, IPH KOUTO CE MPUIaraT eJIHOBPEMEHHO JICKAPCTBEHH MPOIYKTH, 32 KOUTO C€ 3Hae,
ye B3aUMOJICHCTBAT ¢ MeTaboIM3Ma Ha KoderHa (Bxk. Touka 4.5)

- KbpMayveTa, YUUTO Mallkil KOHCYMHUPAT KO(DEHH, JOKATO TH KBPMSIT.

[IpenopbuBa ce ga ce U3MEPAT U3XOTHUTE HUBA HA KO(EUH MPU:

- KbpMaueTa, YAUTO MalKH MOJKE JIa Ca MPUEITH TOJIEMU KOJIMYeCcTBa KOGEHH MPEIn PaXJTaHETO
(Bx. TOUKa 4.4)

- KbpMayeTa, KOUTO ca OWITH JISKYBaHU ¢ TCODHITUH, KOWTO ce MeTabomu3upa 1o KoenH.

KodennbT nMa yIbIKeH MONYKUBOT IIPH HEAOHOCEHN HOBOPOJICHHU U CHILECTBYBA BH3MOXKHOCT 32
KyMyJIIpaHe, Mopaay KOETO MOXKeE Ja € He0OX0IUMO TPOCiesIiBaHe Ha KbpMaveTa, KOUTO ca JICKyBaH!
MIPOIBIKATEITHO (BXK. TOUKa 5.2).

KpbBHHUTE ITpoOU 32 mpocieasiBane TpsAOBa 1a ce B3eMaT TOYHO MPEIH MPUaraHeTo Ha cieBalaTa
J103a, B CJIy4ail Ha TepareBTUYCH HeycneX u 2 1o 4 yaca ciell Ipeaxo/aliara 103a, pu ChMHEHHE 32
TOKCHYHOCT.

Brrpeku, ue B muTepaTypara HiMa YCTAaHOBEH JIMAINa30H HA TEPANICBTUYHA TJIA3MEHA KOHIICHTPALIUS
Ha Ko(eHH, MPpH MPOYYBAHUS HUBATA HA KO(EUH, CBBP3aHH C KIMHUYHO MOJ00pEHHE, ca B JUAaNa3oH
ot 8 10 30 mg/l, kato OOMKHOBEHO HSAMA MPOOJIEMH TI0 OTHOIIICHUE Ha 0€30MTaCHOCTTA MIPH TUIa3MEHHU
HuBa oy 50 mg/1.



HpOa'bJZOfCMmEJZHOC'm HA jleyerHuemo

OnrTrManHaTa MPOABDKUTEITHOCT Ha JICYCHHUE HE € yCTaHOBeHA. [Ipu HeoTHaBHAIITHO TOISIMO
MHOTOIICHTPOBO MMPOYYBaHE Ha HEJJOHOCCHU HOBOPOJICHHU € ChOOIIeHa ME/IaHa Ha MePHO/] Ha JICUCHUE
37 mHW.

B ximHMYHATA TPaKTHKA, JICYCHHETO OOMKHOBEHO IPOABIIKaBa, JOKaTO HOBOPOJICHOTO cTaHe Ha 37
MMOCTMECHCTPYAJTHH CEJIMUITH, KOTATO alTHEsITa Ha HEJJOHOCEHUTE OOMKHOBEHO M34Ye€3Ba CIIOHTAHHO.
Ta3u rpanuna, obaue, MOXxe Ja ObJic IPOMEHEHA B CHOTBETCTBHE C KIIMHUYHATA TIPEIICHKA B
WHIVBUIYIHATE CIy4al B 3aBUCHMOCT OT OTTOBOpA Ha JICYEHUETO, MPOIBIHKABAIIOTO HATMINE Ha
AITHEWIHY €TH30,11, BBIIPEKH JICUSHHUETO, WJIH 110 APYTH KIMHUIHU ChoOpakeHus. [IpenopruBa ce na
Ce MPEKbCHE MPUIIOKESHUETO Ha KOYEHHOB LIUTPAT, KOTATO NMAIIMEHTHT UMa 5-7 THU 0e3 3HAYUTEIICH
MIPUCTBHII HA aITHes..

AKO MTaMeHTHT MMa PEeIUIUBUpAIIIa alTHes, TPIIOKEHUETO Ha KOQENHOB ITUTPAT MOXKE J1a Ce
3armoYHe OTHOBO WJIW C TOABPIKAIIA 1032 WIIH C TTOJIOBUH HATOBapBaIla J103a, B 3aBUCUMOCT OT
HWHTEPBaJia OT BpeMe MEX/Iy CITUPAaHETO Ha KOPEHHOBHS IIUTPAT U PEIUINBA HA aITHEs.

[Topanan 6aBHOTO eMTUMUHUpaHE HA KOPEHHA MTPH Ta3u TPYIa NAMeHTH, HAMa IIPEMOPBKH 32
MporpecupaIio HaMajsiBaHe Ha J03aTa MPU MPEeKbhCBAHE Ha JICICHUETO.

TBil KaTO CHIIECTBYBA PUCK 32 PELIUIUBUPAHE HA AIHESITa CIIEH MPEyCTAHOBSIBAHE HA JIEYCHUETO C
KO()EeMHOB ITUTPAT, MPOCIIEIIBaHETO HA JICYCHUETO Ha MalHeHTa TPSAOBa Ja MPOIBINKH MTPUOITHUIUTEITHO
eJlHa CeAMMIIA.

Yeprodpobro u 6v06peuno yspexcoane

Wma orpaHnveH ONUT NpH MaUeHTH ¢ OBOPEYHO U YepHOAPOOHO YBpeKaaHe. B mocTMapKeTHHTOBO
Mpoy4BaHe 3a 0€30MacHOCT, YeCTOTaTa Ha HeXKeJaHU PeaKLUUK [IPU MallbK OpOi CHITHO HEJOHOCEHH
KbpMadeTa ¢ 0b0pedH0/9epHOAPOOHO yBpEXKIaHe, ce € OKa3alla II0-BUCOKA B CPABHEHHUE C Ta3H MPH
HEJIOHOCEHU KhpMadeTa 0e3 opraHHo yBpeknaHe (Bxk. TOUuku 4.4 u 4.8).

[Ipu Hanmuuero Ha OBOpPEYHO HapylIeHHE, IMa TIOBUIIIEHA BE3MOKHOCT 3a KyMmyiupane. Heooxoanma
€ penyurpaHa JHeBHA HOAAbPKaLIA 1032 KOYEenHOB IUTPAT, KaTo 03aTa TpsiOBa J1a ce ONpeaessl Bb3
OCHOBAa Ha M3MEpPBaHE HA IJIAa3MEHUTE HUBA HA KO(EeHHa.

[pu cumHO HEJOHOCEHH KbpMaveTa, KIMPBHHCHT Ha KOerHa He 3aBUCH OT YEePHOIpoOHATa QYHKIIHUSI.
YepHompoOHUAT MeTabOIM3bM Ha KOernHa ce pa3BUBa MIPOIPECUBHO B IBPBUTE CEAMHUIIHN CIIE
Pa’KAAHETO U IPU IO-TOJIEMHU KbpMaueTa, 4epHOAPOOHO 3a00IsABaHe MOKeE J1a Ob/le MHAUKALUS 32
HEOOXOJMMOCTTA OT MpOoCiie/isiBaHe Ha MIa3MEHUTE HUBA Ha KO()EeHMHA M MOKE Jla Hajara KOpurupane
Ha jio3ata (BK. Touku 4.4 u 5.2).

Hauunx Ha npuioxxeHue

Kodenn nurpar tpsdBa aa ce npuinara KaTo HHTpaBeHO3Ha HH(Y3us nin nepopanHo. ToBa 1ekapcTBO
He Tps10Ba J1a ce mpwiara KaTo HHTPaMyCKyJIHa, IOJKOKHA, MHTPAaTeKaJIHa UM HHTPalepUTOHeaTHa
WH)KEKITHSL.

[Ipu MHTPaBEHO3HO MPHUIIOKECHUE, KOPSHHOBHAT IIUTPAT TPSIOBA J1a ce TpUiiara camo upe3
KOHTPOJUpPAaHa HHTPaBEHO3HA NH(Y3UA, KaTO CE M3IM0JI3Ba MHPY3NOHHA IIOMITAa ChC CIIPUHIIOBKA HITH
JIPYTO YCTPOMCTBO 3a jo3upana nHdy3us. KohenHOBHAT UTpaT MOXKE J1a Ce U3I0JI3Ba HEPa3pe/IcH
WIIH pa3pelieH ChC CTePIITHU HH(Y3MOHHN Pa3TBOPH Kato riaroko3a S0 mg/ml (5%), HaTpueB xiopuy
9 mg/ml (0,9%) nmu xammues rarokonat 100 mg/ml (10%) HenmocpeACTBEHO Ciex U3TETISHE OT
amirynara (Bx. Touka 6.6).

4.3 IIporuBomnoxkasaHus

CBpBXUyBCTBUTETHOCT KbM aKTHBHOTO(MTE) BELIECTBO(A) WK KbM HSIKOE OT IOMOLIHUTE BEIIECTBa,
n30poeHu B Touka 6.1.



4.4 CrhenuajaHu npeaynpesxaeHus U NpeANa3HA MePKH NIPH ynoTpeda
Anses

Jlnarno3ara amHes Py HEJJOHOCEHHU CE ITOCTaBs Upe3 U3KI0UBaHe. J[pyru MpuuuHM 3a arHes (KaTto
HapyIIeHUs Ha IICHTpaJHaTa HEpBHA CHCTEMa, ITbpBHYHA OeJI0ApoOHa 00JIeCT, aHEMHUSI, CETICHC,
MeTaOOJIMTHHU Pa3CTPOICTBA, KapAMOBACKYJAapHU OTKJIOHCHHUS WIIM OOCTPYKTHBHA aIlHes) TPsiOBa Ja ce
M3KJIFOYAT WU JIEKYBAT ChOTBETHO IPEJIU JIa CE 3aI0YHE JICUSHUETO C KODEHHOB IUTPAT.
HenosnusBaneTo OT JeueHUETo ¢ KoderH (MMOTBHPIACHO, aKO € HEOOXOIMMO Upe3 H3MEpBaHe Ha
IJIa3MCHUTEC HI/IBa) MOXE aa 6’]3)16 HWHIOWKATOP 3a HAJIMYUC Ha JApyra NpruirHa 3a artHes.

Koncymanus nHa KOd)CI/IH

[Ipu HOBOpOJEHN KbpMaUueTa, YMUTO MAHKH ca IPUETH FOJIeMHU KoJrmuecTBa KoenH mpeau Ja poasr,
TpsOBa 1a ce U3MEPST U3XOAHUTE TUIa3MEHH KOHIIEHTpAlMK Ha KOEHH Npeau J1a ce 3all0YHe
JIEYCHUETO ¢ KOEHHOB LIUTPAT, Thii KaTO KOEHUHBT IPEeMUHaBa CBOOOJHO Mpe3 IJIalleHTaTa BbB
(deranHOTO KpBBOOOpaIeHue (BXK. TOUKH 4.2 1 5.2).

Maiiku, KOUTO KbPMSAT HOBOPOAEHH KbpMadeTa, JIeKyBaHH ¢ KO)EHHOB IIUTPAT, He TpsiOBa 1a
MOTITBIIAT XPaHH, HAITUTKH WJTH JIEKAPCTBA, ChIBpPKAIIK KopernH (BxK. Touka 4.6), Tbi KaTo KOQEHHBT
ce OTAeNs B KbpMaTa (BXK. TOUKa 5.2).

Teodwmmn

[Ipu HOBOpOJECHH, IPEIBAPUTEITHO JIEKYBaHU C TEOQMINH, TPAOBA a c€ U3MEPST U3XOIHUTE
TUIA3MEHU KOHIEHTPAIMX Ha KO(QEHH MPEe/IH /1a ce 3al0YHe JICYUCHUETO ¢ KOYEHHOB IIUTPAT, Thil KaTo
HEJOHOCEHUTE KbpMaueTa MeTaboIu3upaT TeopuInHa 10 KOPEenH.

I'bpuoBe
KodennbT € cTUMYIJIaHT Ha [IEHTpaIHATA HEPBHA CHCTEMA M B CIyYad Ha MPeJA03UpaHe Ha KOPEeHH ca
CchOOIIEeHU rbpuoBe. He00X0aMMO € M3KITFOUUTENTHO TOBUIIIEHO BHUMaHUE MPpH yrnorpeda Ha KohenHOB

[UTPAT PU HOBOPOJICHH C T'bPUYOBE.

ChbpAcYHO-CHIOBH PEaKIIUH

[My6nukyBana uadopMaIys OT IPOYyIBaHUs COUYH, Ye KOPEHHBT MOBUINIABA ChPJECUHATA YECTOTA,
neOuTa Ha JsiBaTa Kamepa u yaapaus ooem. [lopaau ToBa, KOQEHMHOBUST HUTPAT TPsiOBa 1a ce
M3I0J13Ba C IOBUIICHO BHUMaHHUE NP HOBOPOJECHHU C YCTAHOBEHO ChPIEUYHO-CHI0BO 3a0omsBane. Mma
JaHHU, 4ye KoEeUHbT IPUUIMHABA TAXUAPUTMHHU y oAaTiauBu juna. [Ilpu HoBopoaeHu ToBa
OOMKHOBEHO Ce MPOsIBSIBA KATO OOMKHOBEHA CHHYCOBa TaXHKapAWs. AKO IMa HEOOMYalHH PUTHMHU
HapymeHus Ha kapauotokorpadeku 3anuc (KTI) npenn paxxnanero Ha 6e0eT0, KOYESHHOBHAT LUTPAT
Tpsi0Ba [1a ce mpujiara ¢ NOBUIIEHO BHUMAaHHUE.

B’B6DC‘{HO u ‘IGDHOI[DO6HO YBPCXKAAHC

Kodennosust nutpat TpsiOBa /1a ce Mmpuiiara ¢ IOBUIIEHO BHIMAaHKE TPY HETOHOCEHH HOBOPOIEHU
KbpMayeTa ¢ HapylieHa yepHogpoOHa nin 6b0peuHa QyHKuus. B mocTMapkeTHHIOBO MpoyYBaHe 3a
0e30macHOCT, YecToTaTa Ha HeXKeJIaH! peakluy Py MaTbK OpOl CHIIHO HEAOHOCEHU KbpMaueTa ¢
OBOpETHO/IePHOPOOHO YBPEKIaHE Ce € OKa3aa IMO-BUCOKA B CPABHEHUE C Ta3H MPU HEJOHOCEHHU
KbpMaueTa 0e3 OpraHHo yBpexxaane (BxK. Touku 4.2, 4.8 u 5.2). Jlosure TpsiOBa 1a ce KOpUrupaT upe3
MpociieisBaHe Ha IJIa3MEHUTE KOHLEHTpAlluK Ha KOerH, 3a Aa ce n30erHe TOKCHYHOCT IpH Ta3u
hJNAENES



HekpoTtusupalll eHTepOKOJIUT

HexkpoTr3upamusT eHTEpOKOIUT € YecTa IPUIrHA 33 3200JIEBAEMOCT U CMBPTHOCT IIPH
HEJIOHOCEHUTE HOBOPO/JICHH KbpMaueTa. MiMa choOIIeHHS 32 Bb3MOXHA BPh3Ka MEXK/y yIoTpeOdaTa Ha
METHJIKCAHTUHU M Pa3BUTHETO Ha HEKPOTU3UPAIL eHTEPOKOIHT. He3aBUCHMO OT TOBa, IPUYHHHO-
CJIC/ICTBEHA BPB3Ka MEX/y yroTpedara Ha KOQEeHH Wi JPyT METUIIKCAHTHH M HEKPOTH3HUPAII]
SHTEPOKOJIUT HE ¢ yCcTaHOBeHa. KaTto BCMUKM HEIOHOCEHU KbpMayieTa, Te3H JICKYBaHU ¢ KOPEHHOB
LUTpAT TPsIOBa J1a ce HaOJII0/IaBaT BHUMATETHO 34 Pa3BUTHE HA HEKPOTU3UPAILl CHTEPOKOJIUT (BXK.
Touka 4.8).

KodennoBusar nurpat TpsadBa 1a ce U3M0I3Ba ¢ MOBUILIEHO BHUMAaHUE IPU KbpMadeTa, CTpajalii OT
ractpo-e3odareanet pediayke, Thil KaTo JEYSHUETO MOXKE 1a 00OCTPH TOBa 3a00JIsIBaHE.

KodenHnoBusar nutpat npuuuHsBa o010 3acHIBaHEe Ha META00JIM3Ma, KOETO MOKE J1a IOBEJIE JI0
MMOBHULICHN CHEPTHUIHU U XPaHUTEIHN HYKAX IO BpEeMe Ha JICUSHHUETO.

JluypesaTa u 3ary0ara Ha €JICKTPOJIUTH, IPUUYUHEHH OT KOPEHHOBHUSAT LIUTPAT, MOXKE Jla HAJIOkKAT
KOPEKI[Hs Ha HapyIlleHus 0anaHc Ha TEYHOCTH U EICKTPOIUTH.

CeabppkaHue Ha HATPUH

To3u ekapcTBEH MPOAYKT ChIbpXKa Mo-Maiko oT 1| mmol Hatpuii (23 mg) Ha 103a, T.€. MOXKe Ja ce
KaXke, 4e IPaKTHYECKH HE ChABbpPXKA HATPHH.

4.5 BsamMmopeiicTBHe ¢ IPYTH JeKAPCTBEHH NMPOAYKTH M APYTrH (JOPMH Ha B3aNMoOJAeiicTBHe

[Ipu HenOHOCEHN HOBOPOAECHU KbpPMadyeTa HACThIIBA BHTPEIIHO IIpeoOpa3yBaHe MeX Ty KOGEenH u
TeounuH. Te3n akTUBHY BelIecTBa He TPsiOBa J1a ce U3MOJI3BaT €AHOBPEMEHHO.

Hutoxpom P450 1A2 (CYP1A2) e OCHOBHMST €H3MM, Y9acTBaIll B MeTa0oIM3Ma Ha KOPEHH pH
xopara. [Topanu ToBa, KopenHBT MMa TOTSHIIUAT 32 B3aHMOJICHCTBUE C aKTHBHHU BEIIECTBA, KOUTO Ca
cyoctparu 3a CYP1A2, uaxubupar CYP1A2 wim ungynupar CYP1A2. HezaBucumo ot ToBa,
METab0IM3MbT Ha KO(herHa IIPU HEJOHOCCHH HOBOPOJCHH KbpMaueTa € OrpaHudeH, IOpaau TSIXHATa
He3psiIa YepHOIPOOHA eH3UMHA CUCTEMA.

Brnpeku ue chlIecTBYBaT MAJIKO JaHHH OTHOCHO B3aUMOZCHCTBHATA HA KOPEUH C APYTH aKTUBHU
BEIIECTBA MPU HEJJOHOCEHN HOBOPOJICHH KbpMaveTa, MOXe Jla ca HeOOXOIUMHU MO-HUCKH J031
KO(QEHHOB UTPAT NPH €THOBPEMEHHOTO MPHIIOKEHNE Ha aKTHBHHU BEILIECTBA, 32 KOUTO CE€ 3Hae, ue
MOHIKABAT EIMMUHHUPAHETO Ha KOQEeHH NP Bb3pacTHH (HalpuMep UUMETHINH U KETOKOHA3011), a 10-
BUCOKH /1034 KO(EMHOB LIUTPAT MOJKE J1a ca HEOOXOAUMU NPHU €AHOBPEMEHHOTO IIPUIIOKEHUE Ha
AKTHBHHU BEIIECTBA, KOUTO TIOBUIIIABAT SITMMUHHUPAHETO Ha KoderH (HanpuMmep GenobapOouTan u
¢ennroun). [Ipu ceMHEHNE 38 BB3MOXKHH B3aUMOACHUCTBHS TPAOBa a c€ U3MEPSIT IIa3MEHHUTE
KOHIICHTpaIlu! Ha KoenHa.

TBii KaTO MPEKOMEPHOTO Pa3MHOKaBaHE Ha OaKTEpPHHU B UepBaTa € CBHP3aHO C Pa3BUTHETO HA
HEKPOTH3HPAIL €HTEPOKOJINT, CAHOBPEMEHHOTO NMPHUIIOKEHUE HA KOYEHHOB IIUTPAT C JIeKapCTBa,
KOMTO ITOTUCKAT CEKPELsTa Ha CTOMAIIHA KHcesnHa (aHTUXucTaMuHoBU H2-penentopuu Onokepu
WJIM MTHXHOUTOPH Ha TIPOTOHHATA TIOMIIA) MOXKE TEOPETHYHO Jia TIOBUIIN PUCKA OT HEKPOTHU3HPAIIL
€HTEpOKOJUT (BX. TOuku 4.4 u 4.8).

EnnoBpemenHata ynorpeba Ha KOhEeHH U TOKcarpaM MOXe Ja 3aCHIIM CTUMYJIMPALIOTO UM JeHCTBHE
BBPXY ChpJEUYHATa, pECIMPATOPHATA U LIEHTPaJIHaTa HepBHA cucTeMa. ChpAeYHUAT PUTHM U
KPBBHOTO HaJsITaHe TPsiOBa BHUMATEIHO JIa CE CIISAAT, aKO MMa II0Ka3aHKe 3a €THOBPEMEHHA
ynotpeoa.



4.6 @epTUanTeT, OPEMEHHOCT U KbPMeHe

Bpemennoct

[Ipoy4BaHus pu )KUBOTHH MOKAa3BaT, Y€ KOGEUHBT BHB BUCOKH JIO3H € EMOPHOTOKCHYEH U
TepaToreHeH. Te3u edekT He ca 3HAYUMHU IPU KPATKOTPAHHO TPUIIOKEHHE TIPH MOITYJIAIHS OT
HEJIOHOCEHU HOBOPOJICHU (BXK. TOUKa 5.3).

Kspmene

KodennsT ce oTnens B kbpMaTa 1 MIpeMHUHaBa CBOOOAHO Ipe3 MUIAleHTaTa BbB (PETAITHOTO
KpbBOOOpaieHue (BxkK. ToUka 5.2).

Maiiku, KOUTO KbPMAT HOBOPOAEHHU KbpMadeTa, JeKyBaHH ¢ KO()EHHOB IIUTPAT, He TpsiOBa 1a
HOTIIBIIAT XPaHH, HATUTKH WK JIEKAPCTBA, ChIbpPIKAIIN KOPEHH.

[Ipu HOBOpOJEHM KbpMaUueTa, YNUTO MAHKHU ca IPUENTH FOJIeMHU KoJruyecTBa KoenH mpeau
pa’kaaHeTo, TpAOBa 1a ce U3MEPST U3XOAHUTE IUIA3MEHH KOHLIEHTpAllMy Ha KOQEeHH npenu 1a ce
3aIloYHe JICYCHUETO C KOPEHHOB IUTPAT, Thil KaTo KOGEUHBT MPEeMUHaBa CBOOOTHO TIpe3 MJIaeHTaTa
BBB (ETATHOTO KpbBOOOpalieHue (Bx. Touka 4.4).

DepTunuTer

EdexTture BEpXy penpoayKTUBHUTE (DYHKIMHU, HAOII0AaBaHH [IPU )KUBOTHH, HE Ca TIOKA3aTEIHH 32
HMHAMKAIUATA HAa IPOLYKTa IIPY HEAOHOCCHH HOBOPOJACHU KbpMaueTa (BX. Touka 5.3).

4.7 EdexTn BbpXy crnioco0HOCTTA 3a o upaHe H padoTa ¢ MAIIUHA
Henpunoxumo
4.8 HexenaHnu JeKapcTBeHH peakuuu

O06001menue Ha npoduiia Ha 6€30IaCHOCT

[To3naTuTe (hapMaKoIOTHYHU ¥ TOKCUKOJIOTHYHH CBOMCTBA HA KO(PEHHA U IPYTUTE METHIKCAHTHHH
NPOTHO3HUPAT BEPOSITHUTE HEXKEIIAHHU Peaklu Ha KohenHoBus nutpat. Onucanure eeKkTy BKIIOYBAT
CTHUMyJpaHe Ha LeHTpanHata HepBHa cuctema (LIHC) xato repuoBe, pa3apa3sHUTETHOCT,
HECTIOKOHCTBHE, TpENepeHe, ChpAeYHH e(heKTH KaTO TaXUKAPAHS, apUTMUS, XUTIEPTOHUS U YBEIHUEH
yaapeH obeM, HapymieH!s Ha MeTaboIM3Ma U XpaHEeHEeTo, KaTo XUMeprankemMusi. Te3n edexTu 3aBUcCAT
OT /103aTa U MOJKE J1a € He0OXO0JMMO U3MEpBaHe Ha INIa3MEHHUTE HUBA M peIylUpaHe Ha 103aTa.

CnuchK Ha HEXKEJTaHW PEaKIMK B TAOIMYCH BHT

Hexxenanute peakuuu mpy KpaTKOCPOYHO U ABJITOCPOYHO MpUIIaraHe, ONUCaH! B ITyOJHKyBaHaTa
JWUTEpaTypa U MOJTyYEHH OT MOCTMAPKETHHIOBO NPOYyYBaHe 3a 0€30MacHOCT, KOUTO MOXKeE J1a ca
CBBbp3aHM ¢ KOPEHHOBUS IUTPAT, ca U30POCHH IO-JI0JTY CIIOPE]] CUCTEMO-OpraHHaTa Kiacu(pukaus u
npeanodntanata repMuHonorus (MedDRA).

YecToTara e onpeneneHa kato: MHOTo yectu (= 1/10), wectu (= 1/100 mo < 1/10), Heuectu (= 1/1 000
1o < 1/100), peaxu (= 1/10 000 no < 1/1 000), mHOTO peaxu (< 1/10 000) u ¢ Hen3BecTHa YecTOTa (OT
HAJIMYHUTE JaHHU HE MOXKe 1a Ob/ie HampaBeHa OLCHKA).

Cucremo-opranna
He:xenana peakuus YecToTa
KJIacupuxkanus
WNnudexnnu n nadecTarmm Cerncuc C "HeusBecTHA
4ecToTa
Hapymenus Ha umyHHata | Peakuust Ha CBpbX4yBCTBUTEIHOCT Penku
cucremMa




CucremMo-oprania
KjIacupurKanua

Hexesana peakuus

YecToTa

Hapymenus Ha
MeTaboNIM3Ma 1 XpaHEHETO

XHUINEPrinKeMust

Yectn

XI/IHOFJ'II/IKCMI/ISI, Hn30CTaBaHC BLB

C HensBecTHA

CHUCTEMaA

(hm3uUeCcKOTO pazBUTHE, YecToTa
HEMOHOCUMOCT KbM XpaH!
Hapyuienus na HepBHaTa I'bpuose Heuectu

Pazgpasnutennoct, Tpenepexe,
HECTIOKOHCTBHUE, MO3BUHO YBPEKIAHE

C HensBecTHA
yecToTa

Hapyuenus Ha yxoTo u I'myxora C HemsBecTHa

JaOUpHUHTA 4ecToTa

CbpaeuHy HapyLIEHUs Taxukapaus Yectu
Apurmus Heuectu

C HeusBecTHA
yecToTa

[ToBwuIeH 1eOUT Ha JsIBaTa KaMepa
MOBHUIIICH YAapeH 00eM

C HensBecTHA
yecToTa

CromanHo-4peBHU
HapyLIeHNs

PCprI‘I/ITaHI/I}l, YBCJINYECH CTOMAIIICH
aclIpaT, HEKPOTHU3HUPAIL] CHTCPOKOJIUT

®neduT Ha MICTOTO HA HHQY3HS, Yectu

BB3IIAJICHUEC HA MSACTOTO Ha I/IH(I)yBI/Iﬂ

OO0y HapyIIeHUs 1
e(eKTH Ha MACTOTO Ha
HPUIIOKEHHUE

C HensBecTHA
yecToTa

Wzcnenpanus [ToBuIeHo oTHENSIHE HA YPHHA,
MIOBUILIEH HATPHUI U KaJluii B ypUHATa,
MTOHMKEH XEMOTTIOOMH, TIOHMKECH

TUPOKCUH

Omnncanne Ha M30paHU HEXEIAHN PEAKIINT

HexkpoTuzupamust eHTepOKOIUT € YecTa IpUUrHa 3a 3200J1eBaeMOCT U CMBPTHOCT IIPH
HEI0HOCEHUTE HOBOPOeHH KbpMaueTa. Mima cpoO1ieHns 3a Bb3MOKHA Bpb3Ka MEXIy yrorpedara Ha
MCTUJIKCAHTHUHHU 1 Pa3BUTUECTO Ha HEKPOTU3HPAIL] CHTCPOKOJIUT. He3aBucumo ot TOBA, IPUYUHHO-
CIIeZICTBEHA BPB3Ka MEXY ynorpedara Ha KOQEHH UK APYT METHIIKCAHTHH M HEKPOTH3HUPAL]
EHTEPOKOJIUT HE € YCTAaHOBEHA.

[Ipu nBo¥HO-CIIATIO TTane00 KOHTPOJIMPAHO MPOyIBaHE ¢ KOPEHHOB UTPAT MPH 85 HETOHOCEHU
KbpMaueTa (BK. Touka 5.1), HEKpOTH3UpAILl eHTEPOKOJIHT € TUarHOCTHLIMPaH Mpe3 3acieneHara gasa
Ha MPOYYBAHETO MPU JIBE€ KbpMaueTa ¢ aKTUBHO JICYCHUE U €IHO C 1anedo, U IpH TpU KbpMaueTa ¢
kodenH npe3 oTkpuraTa ($asza Ha IPOyUBAHETO. TpHu OT KbpMadeTaTa, KOUTO Ca PA3BUIH
HEKPOTHU3UPAILL eHTEPOKOJIUT IO BpeMe Ha MPOYYIBAHETO, ca MOYMHAIH. [ 0I5IMO MHOTOLIEHTPOBO
npoyuBane (n=2 006), koeTo u3cneaBa IbITOCPOUHUTE PE3YITATH IPU HEJOHOCEHH KbpMadeTa,
JIeKyBaHH ¢ KO)EeHHOB IUTPAT (BXK. To4Ka 5.1), He MOKa3Ba MOBUIIEHA YECTOTA HA HEKPOTU3UPALI
SHTEPOKOJIUT B Tpymara ¢ KodhenH, B cpaBHEHUE C muiane6o. Kato BCHIKK HEJOHOCEHU KhpMadeTa,
TE3H JIEKYBaHU ¢ KOPEWHOB UTPAT, TpsiOBa 1a ObIAT BHUMATEIHO MOHUTOPHPAHU 32 Pa3BUTHE Ha
HEKPOTH3HPAL] EHTEPOKOJIUT (BXK. ToUKa 4.4).

Mo3b4HO yBpexIaHe, TbPUYOBE U ITIyX0Ta ca HabJII0AaBaHH, HO ca II0-4ECTH B Ipynara c miamneoo.
KO(i)CI/IH’I)T MOIKE 1a TOTUCHE CUHTE3a HAa CPUTPOIIOCTHUH U IMOPaAr TOBA INOHWKAaBa KOHIICHTPpAIUATA
Ha XEMOTJIO0MH NP MPOABDKUTETHO JICUCHHE.



[Ipexonuu nonmxenus Ha TupokcuH (T4) ca orOens3aHu Npu KbpMayeTa Ciie]] 3all0YBaHe Ha
TEpanusATa, HO He Ce 3aIbPKaT MPH MOIbPIKAIIA TepaIusl.

Hanngaawnte manHy He TIOKa3BaT HUKAKBU HEXEIAHHW PEAKIIUU CJIS IBJITOCPOYHO IpHUiIaraHe mpu
JiedeHue ¢ Ko)euH NMPU HOBOPOJICHH, OTHACSIIHU C€ J0 PE3YJITATUTE 32 PA3BUTUETO HA HEPBHATA
CUCTEMa, N30CTaBaHe Ha (PU3MUYECKOTO PA3BUTHE WM CHPACYHO-CHI0BATA, TACTPOMHTECTHHAITHATA
WM CHIOKpUHHATa cucTeMa. Hama manHau KoenHbT 1a BIIOIIaBa mepedpaaHaTa XUIMOKCHS W J1a
000CTpsI TOCIIEABAIIO YBPEXKIaHE, BHIIPEKH Y€ BH3MOKHOCTTA HE MOKE J]a C€ U3KITIOYH.

Jpyru crienaiay TOmyIallimi

B nmoctmapkeTHHroBO IpoyuBaHe 3a Oe3omacHocT npu 506 HEAOHOCEHH KbpMaueTa, JIEKYBaHH C
Peyona, ca chOpanu gaHHM 332 6€30MaCHOCT MpH 31 CHIIHO HEJOHOCCHU KbpMaueTa ¢
0B0peTHO/9epHOAPOOHO YBpekIaHe. HexxemaHnTe peakIiny ca ce 0Ka3aJld MTO-UYeCTH B Ta3H MOATPYIIa
C OpraHHO yBpEXKJaHe, B CpaBHEHHE C JPYTd HAaOMI0AaBaHU KbpMadeTa 0e3 OpraHHo yBpEXKIaHe.
Wmano e cro01ieHust Hail-Beue 3a ChpAeUHHN HApyIIeHHs (TaXUKapaAusl, BKIIOYUTEIHO €IUH €JMHCTBEH
CITy4ail Ha apUTMUIS).

C’LO6H_[aBaHC Ha I1oaA03MpaHu HCXCIaHU PCAKIINN

CphoOI11aBaHeTO Ha MMOI03UPAHH HEXKETAaHU PEAKIMU CJIe]] pa3peliaBaHe 3a yrnoTpeda Ha JIeKapCTBEHHsI
HPOJIYKT € BaxkHO. ToBa M03BOJIsIBA /1a IPOIBIKU HAOIOJCHUETO Ha ChOTHOIICHHETO MOJI3a/pHCK 32
JeKapCTBEHUS MPOAYKT. OT MEAMIIMHCKHUTE CIICIHATMCTH CE H3UCKBA J]a ChOOIIABAT BCSIKA
MOJI03MPaHa HeXxellaHa peakius ype3 HAlMOHAIHA CUCTEMa 3a ChOOIaBaHe, MOCOYCHA B

Ilpunoxenue V.

4.9 Ilpeno3upane

Crnen npeno3upane, ChOOIICHUTE UIA3MEHU HUBA HA KOPEHH ca B TUATIA30H MPUOIU3UTEITHO OT
50 mg/1 mo 350 mg/1.

CuMoTomMu

[Ipu3HanmTe U cuMITOMHUTE, CHOOIIIEHH B JIUTEpATypaTa, ciel mpeao3nupaHe Ha KoheruH mpu
HEJIOHOCEHU KhpMadueTa, BKIIIOUBAT XUTICPTIINKEMUS, XUIIOKAIUEMHUS, CHTEH TPEMOpP Ha KPaWHUIIUTE,
HECIOKONCTBUE, XUIIEPTOHHUSI, OMUCTOTOHYC, TOHUYHO-KJIOHUYHU ABUKECHUS, TbPUOBE, TAXUITHES,
TaxHWKaps, MOBPBIIaHEe, CTOMAIIHO Jpa3HeHe, TACTPONHTECTHHAIIHA XEMOparus, MUPEKCHs,
TpEenepene, MOBUIICHA KPBBHA Ypesl U MIOBUIIIEH Opoil Ha OenuTe KPBBHH KIICTKH, HEBOJICBU ABHKCHUS
Ha 4yenocTTa 1 yctHUTe. ChoOIIeH € enH ciyvail Ha mpeo3upane Ha KoenH, yCcIoKHEH ¢
Pa3BUTHETO HAa HHTPABEHTPHUKYITHA XEMOPArus U ILITOCPOYHH HEBPOJIOTHYHU mociencTus. Hama
CHOOIIIEHUS 32 CMBPT, CBBpP3aHa C IPeA03UpaHe Ha KOPEeHH MPH HEAOHOCEH! KbpMaveTa.

Jleuenue

Jleuennero Ha npeno3upaHe Ha KOPEHH € TIIaBHO CUMIITOMATHYHO M TOAbpxKaIio. Inazmenure
KOHIICHTPAIMK Ha KaJIHii U TII0K03a TPAOBA J1a Ce CICIAT U JIa CE KOPUTUPa XUITOKATHEMUSTA H
xunepriaukemusTa. JlokasaHo e, 4e mia3MeHnTe KOHIICHTpaluy Ha KO(pernH ce MMOHIKaBaT CIe]T
obmenHa TpaHchy3us. ['spuoBeTe MoTaT Aa OBIaT JIEKYBaHHU ¢ HHTPABEH3HO MPOJIOKEHUE HA
AHTUKOHBYJICAHTH (JMa3ernaM Wi 0apOUTypar KaTo MeHToO0apOouTan Hatpuii nin GenodapOuTa).
5. ®APMAKOJIOTTYHU CBOMCTBA

5.1 ®apmakoaMHAMUYHHU CBOKCTBA

®dapmakoTepaneBTHuHa rpymna: Ilcuxoananentuiu, kcantuHoBH npousBogau ATC koa: NO6BCO1



MexaHu3bM Ha JEUCTBUE

KodenHspT e CTpyKTYpHO CXOJIeH C METHIIKCAHTHHHUTE TCODUINH H TCOOPOMUH.

IToBeueTo OT melicTBUSITa My CE€ OTJaBaT HA AHTArOHU3BM Ha aJICHO3MHOBUTE PEIENTOPH, KakTo Al
Taka U A2A TIOATHITOBE, TOKa3aHU MPHU KOJUYECTBEHO OTMpPEIesTHEe Ha PEENTOPHOTO CBhP3BaHE U
HAOJIFOITaBaHH TIPU KOHIICHTPAIUH, TPUOIU3UTEITHO PABHU HA TE3H, IOCTHTHATH TEPANICBTHYHO MPH
Ta3u HHAWKAIUsA.

dapmMakoIMHAMUIHN Cd)eKTI/I

Kodeunnst neiicta rmaBHo kato ctumynanT Ha [ITHC. Ha ToBa ce ocHOBa eeKThT Ha KohenHa mpu
arHes IpU HEAOHOCEHH, 3a KOMTO ca MpenjiokKeH! HAKOJIKO MeXaHu3Ma Ha JeiicTBue, BkiatouBany: (1)
CTUMYJIIpaHe Ha PECITUPATOPHUS IICHTHP, (2) MOBHIIIEHA MUHYTHA BEHTHIAIMA, (3) OHIKEH Ipar Ha
XHUIEpKaIHus, (4) NOBUILIEH OTTOBOP Ha XUIEpKaNHUs, (5) NOBUIIIEH TOHYC Ha CKEJIeTHaTa
MyCKynaTypa, (6) noHmwkeHa quadparmanta ymopa, (7) yckopena oOMsiHa 1 (8) moBHILIeHA
KOHCyMauus Ha KUCJIOPOI.

Knnununa edukacHocT U 6€300aCHOCT

Knnangnaara ehukacHOCT Ha KOGEHHOBHS ITUTPAT € OIICHEHA MTPU MHOTOIIEHTPOBO, PAHJJOMU3UPAHO,
JBOWHO-CIISITIO TIPOYYBaHe, KOETO CpaBHABA KOYEHHOB LIUTPAT ¢ Tiane0o npu 85 HETOHOCEHU
KbpMaueTa (recTaliioHHa Bb3pacT 28 1o < 33 ceaMHIM) ¢ amHes pU HeJoHOceHn. KbpMaderara ca
ToTy9rIH HaTtoBapraria mo3a 20 mg/kg kopenHoB muTpaT HHTpaBeHO3HO. Ciiea ToBa MOIThpIKaIia
IHEeBHa 103a 5 mg/kg kopenHOB UTpPAT € MpriIarana HHTPaBEHO3HO WM NIepopatHo (IIpe3 COHa 3a
xpaHeHe) B ipoabiokeHue Ha 10-12 nuau. [IpoTokonbT € mo3BoIsSBANI KbpMaueTaTa Jga ObaaT
“crlaceHn’”’c OTKPHUTO JIeUeHHEe ¢ KOPEHHOB IIUTPAT, aKO alHEesATa UM He Ce € TIOBIHsUIa. B TO3M cirydaid,
KbpMaueTara ca MoJy4riIn BTopa HaroBapBaia jno3a 20 mg/kg kopenHoB murpar ciies 1-Bus ieH Ha
JICYeHNE U IPEAH 8-Sl ICH Ha JICUCHHE.

Nmarno e moBeve qum Oe3 armHes mpu jedeHneTo ¢ kodenHoB nutpar (3,0 aau cpenty 1,2 mHu ¢
miane6o; p=0,005) n e UMano MO-BUCOK MPOLIEHT MalMeHTH 0e3 amHes > 8 nau (kodeuH 22% cpemnry
rtane6o 0%).

HeotnasHa nmpoBeeHO roiasMo Iuianedo KOHTPOIUPaHO MHOTOIIEHTPOBO npoyuBane (n=2 000) e
H3CIIeBAI0 KPAaTKOCPOUHHU M IBATOCpodHH (18-21 Mecema) pe3yaTaTd IpHu HEJOHOCEHH KbpMavdeTa,
JeKyBaHM ¢ koenHoB nuTpar. KepMmaderaTa, paHIOMU3UpaHu Ha KOPEHHOB IIUTPAT, Ca IOTydaBald
WHTPaBEHO3HA HaTOBapBaia jno3a 20 mg/kg, mociensana ot JHEBHA o yIbpakaiia nqo3a 5 mg/kg. Ako
amHesITa € MpOoIbJDKaBaia, JHEBHATA TOAIbPIKAIA 033 € MOXKEIIO JIa Ce YBEJIWYH IO MAKCUMYM

10 mg/kg xodennoB mutpart. [lomappKammre 1031 ca KOPUTHPAHH BCSIKA CEAMUIIA TIPU TPOMEHH B
TEJIECHOTO TETJIO M € MOYKEJIO J1a Ce MpHJIaraT NepopaiHo clie]] KaTo HOBOPOJAECHOTO € MOXKETIO Aa
MIpeMUHE Ha ITBJIHO HTEpaTHO XpaHeHe. TepanusaTa ¢ KoderH e Hamalliiia 4ecToTaTa Ha
OpOHXOITyIMOHAITHATA JUCTIA3nsA [choTHOMEHHe Ha mancoBeTe (95%CI) 0,63 (0,52 no 0,76)|nu e
1oJI00pHIIa YeCTOTaTa Ha MPEKUBSIEMOCT 0e3 3acsraHe Ha pa3BUTHETO HA HEPBHATA CUCTEMa
[croTHOmEHME Ha maHcoBeTe (95%CI) 0,77 (0,64 mo 0,93)].

l'onemuHata u mocokara Ha eekTa Ha Ko(perHa Mo OTHOIIEHNE Ha CMBPTHOCT M MHBAIHIU3NPAHE CE
pasnryaBaT B 3aBUCHMOCT OT HUBOTO Ha PECHUPATOpPHA MOAIPHKKA, OT KOSITO KbpMadeTaTa ca ce
HY’KJIaelld TIPY PaHIOMHU3UPAHETO, KaTo € MOKa3aHa Mo-rojiiMa 110J13a 3a KbpMaveTaTa Ha OIPhKKa
[croTHOmEHME Ha mIaHCcOoBeTe (95%CI) 32 cMBPTHOCT M MHBaTMAU3UPAHE, BXK. TAOIUIATA MTO-J0TTY .

CMBPTHOCT WY MHBATUAU3UPAHE, B 3aBUCUMOCT OT MOArpynaTa Ha pecIupaTopHa
MOAAPBHIKKA P BIM3AHE B IPOYUYBAHETO

Hoarpynu CpoTHOLIEHHE HA IIAHCOBETE
95% CI)

be3 nopapekka 1,32 (0,81 no 2,14)

HennBasuBHA NOAPBKKA 0,73 (0,52 no 1,03)

EnnorpaxeanHa Tprba 0,73 (0,57 no 0,94)
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5.2 ®dapmMakoKMHETHYHM CBOMiCTBA

KohenHOBHAT LUTpAT ce TUCOLMKPA HAITBIHO BBB BOJICH pa3TBop. LIMTpaTHOTO ChequHEHNE Ce
MeTabonu3upa Obp30 Npu HHY3HS WIK TOTITBIIAHE.

AOcopOrtns

Havanoro Ha neiicTBreTo Ha KoerHa 0T KOOEUHOBHS ITUTPAT HACTHIIBA MUHYTH CJIE]] 3aII0YBaHE HA
uHdysusara. Cnen nepopaino npuinoxenue Ha 10 mg kodenn 6a3a/kg TenecHO TEro Mpu HEAOHOCCHH
HOBOPOJICHHM KbpMaueTa, MMKOBaTa Ijla3MeHa KoHleHTpalus Ha KopernH (C,,.,) € B IUamna3oH ot 6 10
10 mg/l, a cpeHaTa CTOMHOCT HA BPEMETO 32 JOCTUTAHE Ha MUKOBA KOHIICHTPALUS (ty,) € B IMANIA30H
ot 30 min o 2 gaca. CterneHTa Ha aOcOpOIUs HE Ce TOBIHABA OT U3KyCTBEHOTO XPaHEHE, HO oy
MOXe J1a ObJIe YIBIKECHO.

Pasnpenencuue

KodeunsT ce paznpenens 6bp30 B MO3bKa Clie]l IPUIOKEHNE HA KodenHOB nuTpar. KoHueHrpamuure
Ha Ko(enH B 1lepeOpoCIMHAIHATA TEYHOCT MIPHU HEJOHOCEHH HOBOPOJAEHH KbpMayeTa e
npuOIM3UTEIHO paBHA Ha IUIa3MeHuTe UM HuBa. CpeqHusaT ooeM Ha pasnpenenenue (Vy) Ha kodenHa
npu kppmadeTta (0,8-0,9 1/kg) e nexo 3aBuieH B cpaBHEHHE ¢ To3u npHu B3pacTHH (0,6 /kg). Hama
JTaHHM 32 CBBP3BAHETO C MJIa3MEHUTE IPOTEUHU P HOBOPOAECHU KbpMaUeTa Wi KbpMaueta. [Ipu
BB3PACTHH, CPETHOTO CBBP3BAHE C IJIA3MEHUTE [IPOTEHUHH i Vitro € NpuOIu3UTeIHo 36%.

KodeunsT npemrHaBa cBOOOHO Ipe3 IIALEHTaTa BB (PETATHOTO KPHBOOOpAIIEHHE U Ce OTAENS B
KbpMarTa.

Buorpanchopmanms

MeTtabonn3MbT Ha Ko(heMHa IpU HEAOHOCEHH HOBOPOJECHH KbpMaueTa € MHOTO OTPaHHUEH Mopatu
HE3penTe YePHOAPOOHU €H3UMHH CUCTEMH U IO-TOJISIMA 4acT OT aKTUBHOTO BEILIECTBO CE OTAENS B
ypunara. Yepaonpoouust uutoxpom P450 1A2 (CYP1A2) yuactBa B 6notpancopmanusra Ha
Ko(erHa NpH [0-BB3PACTHHU JINLIA.

[Ipu HEeOHOCEHN HOBOPOAEHH KbpMadeTa UMa ChOOILEHHS 332 BBTPELIHO IPeoOpa3yBaHe MEX Iy
kodenH u TeopmmH. Kopennopure HUBa ca mpuoOIM3UTENHO 25% OT TeoQMIMHOBHTE HUBA CIIE]
MpUIoKeHUe Ha TeoGUInH 1 NpUOIU3UTEIHO 3-8% OT MPHUIIOKEHUS KO)EHH ce 0UaKBa Ja ce
HpeBbpPHE B TCO(DUINH.

Enumunupane

[Ipn mManku KppMadeTa, eTUMHUHIPAHETO Ha KO(henHa € MHOTO M0-0aBHO, OTKOJIKOTO ITPH BB3PACTHH,
ropajiv He3psiata uepHoApoOHa u/miu ObOpeuna ¢yHkiws. [Ipu HOBOpoeHH KbpMaydeTa, KINPBHCHT
Ha KO(EHH ce OCHIIECTBABA MIOYTH HAITBIIHO Ype3 PeHaTHa eKcKperusa. CpeHUAT NOTYKUBOT (t1,) U
(dpaxmusaTa (Ae) Ha KodenHa, OTAENIeHa HEMTPOMEHEeHa B ypHUHATA ITPH KbpMadeTa ca CBbP3aHU
00paTHO MPOIMOPILHUOHATIHO C reCTallMOHHATA/IOCTMEHCTpyaliHa Bb3pacT. [Ipu HOBOpOIEHH KbpMadeTa
ty, € IpuOIU3NTENHO 3-4 1HU, a A, € TpudIu3uTeHo 86% (B pamkute Ha 6 aHK). OKOI0 9-MeceuHa
BB3pacT MeTaboIM3MbT Ha Ko(hernHa € MPHOIM3UTETHO PABeH Ha TO3W NPU BB3PACTHHU (t, = 5 yaca u
A.=1%).

He ca npoBeneHu npoy4BaHus, KOUTO J1a U3y4aBaT (papMaKOKWHETHKATa HA KOPEHHA IPU
HOBOPOJIEHH KbpMaydeTa ¢ YepHOAPOOHa Wik ObOpedHa HeIOCTAThYHOCT.

[Ipu Hanwume Ha 3HAYNTETHO OBOPEYHO HApyIIEHHE, KATO C€ MMa MPEIBH/] TIOBUIIICHHS MTOTESHITHAI 32
KyMyJIUpaHe, ce Hajlara mpujiaraie Ha HamaJieHa JIHEBHA MOJIbpiKalia 032 KOQEHH U JO3UTe TpsOBa
Jla ce OIpeIeNsT Bb3 OCHOBA Ha M3MEpBaHEe Ha HUBaTa Ha KoenuHa B KpbBTa. [Ipu HeoHOCEHN
KbpMaueTa ¢ X0JeCTaTUICH XEIaTHT, € YCTAHOBEH YIbJDKCH SIMMHUHAIIMOHEH MOy XUBOT Ha KoenHa
Y TIOBUIIICHHM TUTa3MEHH HUBA HaJl HOPMaJiHATa IPaHUIla HAa BapUpaHe, KOeTO MpeAroiara 0Co0eHO
MOBUILIEHO BHUMAaHHE MIPH JO3UPOBKATA MPHU TE€3U MAUEHTH (BX.TOUkU 4.2 1 4.4).
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5.3 IIpeakJMHUYHU JAHHHU 32 0€30MACHOCT

HexnuanaHauTe TaHHM HE TIOKa3BaT OCOOEH PUCK 3a XOpa Ha 0a3zaTa Ha KOHBEHIIMOHATHUTE
NPOYYBaHUS 32 TOKCHYHOCT P MHOTOKPATHO IMpHJjlarane Ha KogenH. Beipeku ToBa, pu BUCOKH
JI03U Ca UHAYLUUPAHU I'bpUOBE Npu rpuzaun. [Ipu TepaneBTUYHU 103U ca HHAYLIUPAHU HIKOU
IIPOMEHHU B NTOBEJEHUETO IIPH HOBOPOJICHHU IUTbXOBE, HAW-BEPOSITHO KATO PE3YJITAT OT NOBUIICHA
eKCIIpecHs Ha aJICHO3MHOBHUTE PEIENITOPH, KOSITO MEPCUCTHPA U B 3psijia Bb3pact. [lokazaHo e, ue npu
KO(EUHBT HAMA MyTareHEH U OHKOTEHEH PUCK. TepaTOreHHUST MOTCHIUAT U Bh3CHCTBUETO BHPXY
BB3IIPON3BOJIUTEIHUTE CIOCOOHOCTH, HAOIIOJaBaHN TIPH )KMUBOTHH, HE Ca OT 3HaYEHHE 3a HEroBaTta
WHAWKAIWA IIPpYU NOoIyJIaluAaATa Ha HEAOHOCECHUTE KbpMayd€Ta.

6. DAPMAIIEBTUYHHN JTAHHUAN

6.1 ChnucbK HAa IOMOLIHUTE BeleCTBA

JInmoHeHa KHuceJmHa MOHOXUApAT

Harpues nurpar

Bona 3a nnxexkuuu

6.2 HecbBMECTHMOCTH

To3u nekapcTBEeH MPOAYKT He TPsIOBA 1a ce CMeCBa WM NPHJIara eTHOBPEMEHHO B ChIIaTa
MHTPaBEHO3HA CHCTEMa C APYTH JIEKAPCTBEHU MPOAYKTH, C U3KJIIOUEHHE Ha IOCOUYEHUTE B TOUKa 6.6.

6.3 Cpoxk Ha rogHoct

3 roguHU

Cren oTBapsiHE Ha aMITyJiaTa, JICKApCTBEHUAT MTPOIYKT TpsiOBa 11a ce yrmoTpeOn He3a0aBHO.
Xumuueckara 1 (puznveckaTa CbBMECTUMOCT Ha pa3peeHusl pa3TBop € Jloka3aHa 3a 24 vaca npu 25°C
u ipu 2-8°C.

OT MUKpOOHOJIOTHYHA TJIE/IHA TOYKa, KOTaTo ce Mpujara ¢ MH(QpY3uOHHH Pa3TBOpPH, JICKAPCTBCHUST
MIPOAYKT TpsiOBa Jia ce ynorpeOu He3abaBHO Clie pa3pekaaHe P U3IMO0I3BaHe HA aCeNTHYHA
TEXHHKA.

6.4 CrhenuanaHu ycJI10BHA Ha CbXpaHeHHUe

To3u nexapcTBEH NPOAYKT HE N3UCKBA CIIEIUATHN YCIOBUS Ha ChXpaHEHHE.

3a yCcIOBHATA HA ChbXpaHEHHE CJell PEKOHCTUTYUPaHE Ha JEKapCTBEHUS MPOAYKT BIXKTE ToUKa 6.3.
6.5 Buau chabp:KaHUe HA ONMAKOBKATA

Awmmyau 1 ml ot mpo3payso cteki0 Twrrr I

Awmmynu 3 ml oT mpo3pauno cTekiao Tum [

Bun onakoska mo 10 ammynu.

6.6 CrnenuajHu NpeaNnasHu MePKH MPH U3XBBPJIsIHE

TpH6Ba CTPUKTHO Aa CC CIlla3Ba aCCIITUYHA TCXHUKA 110 BPEMC Ha paGOTa C JICKApCTBCHHUA NPOAYKT,
TBH KaTo HAMA ,I[OGaBCH KOHCCpPBAHT.

Peyona Tpsi0Ba BHUMATEITHO J1a C€ OrJie/ia 33 HAJIMYKME Ha BUJIMMU YaCTHUIIM U TIPOMSIHA B 1[BETA MPEIH

IIPUIIOKCHUC. AMHy.TII/ITe, ChAbpPIKaIlH pa3TBOP € MPOMCHCH LBAT WJIM BUAUMU YaCTULIH, TpSI6Ba Ja Cce
HU3XBBPJIAT.
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Peyona mMoxe n1a ce ynmotpebu 6e3 paszpekIaHe Win pa3pe/ieH B CTepHITHE HH(Y3HOHHHU Pa3TBOPH KaTo
rmoko3a 50 mg/ml (5%), natpues xmopua 9 mg/ml (0,9%) wnmu xanmmues raokoHaT 100 mg/ml (10%)
He3a0aBHO Clie/l U3TETIISIHE OT aMITyJiaTa.

Pazpenenusar pazrBop TpsiOBa na Obze OUCTBp U Oe31BeTeH. PazpeneHnurte u Hepa3zpeaeHUTe
HapeHTEePATHU Pa3TBOPH TPsAOBa BHUMATEIHO Jla C€ OTJIEaT 32 BUMMH YaCTHIU U IIPOMSIHA B [[BETa
npeau npuiiokeHune. Pa3TBopbT He TpsiOBa 1a ce U3M0I3Ba, aKOo UMa IMPOMEHEH LBAT WM HAIWYHE Ha
YY1 BUIUMH YaCTHILIH.

Camo 3a eqHOKpaTHa ynorpeba. Besika Hen3mon3BaHaTa 9acT, OCTaHajla B aMITyJiaTta, TpsioBa Ja ce
u3xBbpau. HemsmnonsBanata yacT He TpsiOBa 1a ce ChbXpaHsBa 3a MO-KbCHO MPHUIIOKEHHE.

Hsma crienmanau n3UCKBaHUS IIpU U3XBBPJIIHE.

7. MNPUTEXATEJ HA PASPEIIEHUETO 3A YIIOTPEBA

CHIESI FARMACEUTICI SpA

Via Palermo 26/A

43122 Parma

UTAJIUA

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/09/528/002 3a ammmymm 1 ml

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

9. JATA HA TIbPBO PA3SPEHIABAHE/IMMIOJHOBSBAHE HA PASPEHIEHUETO 3A
YIHOTPEBA

Jata Ha mepBo paszpemanane: 02/07/2009

Jata Ha mocienno noguossBane: 03/03/2014

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[Monpo6Ha nHOpMAaIUs 32 TO3M JIEKAPCTBEH MPOIYKT € MpeocTaBeHa Ha yeOcaiita Ha EBporelickara
areHITHs 110 JeKapcTBaTa http://www.ema.europa.eu
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NNPUJIOKEHUE 11

HHPOU3BOAMTEJI(M), OTTOBOPEH(HHN) 3A
OCBOBOXJIABAHETO HA ITAPTHU N

YCJIOBUA NN OTPAHUYEHUS 3A TOCTABKA U
YIHOTPEBA

APYI'U YCJIOBUS N UBUCKBAHUS HA
PASPELHIEHUETO 3A YIIOTPEBA

YCJIOBUA NI OTPAHUYEHUS 3A BE3OITACHA "

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHMUSI
MPOAYKT
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A. TIPOU3BOJAUTEJI(H), OTTOBOPEH(HH) 3A OCBOBOXJIABAHETO HA
IHAPTUIN

wMme v agpec Ha npousBoauTensa(ure), OTTOBOPEH(HU) 32 OCBOOOXKIaBaHe HA HAPTUIUTE

Alfasigma S.p.A.

Via Enrico Fermi
IT-65020 Alanno (PE)
Urams

Chiesi Pharmaceuticals GmbH
Gonzagagasse 16/16

1010 Wien

ABcTpus

[TeyarHaTa MTUCTOBKA 3a MAIlMEHTa HA JIEKAPCTBEHUS MPOAYKT TPSAOBa /1a ChIbPKa IMETO U aJpeca Ha
MIPOU3BOIUTENIS, OTTOBOPEH 33 OCBOOOK/IABAHETO HA CHOTBETHATA MApTU/IA.

b. YCJI0OBUSA NWJIN OI'PAHUYEHUSA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHUSAT MPOIYKT C€ OTITyCKa IO OTPAaHUYCHO JieKapcko npeanucanue (Bxk. [Ipunoxenue [:
Kpartka xapakrepucTrka Ha IpOayKTa, Touka 4.2).

B. JPYI' YCJOBHUS U N3BUCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJau3UPaHM T0KIaau 3a 0e3onacHoct (IIA/IB)

W3uckBanmsra 3a noxaBane Ha [IAJIb 3a To3n eKkapcTBEH NPOIYKT ca MOCOYECHH B CIIUCHKA C
pedepentauTe natu Ha EBpormetickus cpio3 (EURD crmewk), npensues B wi. 1078, air. 7 oT
HupextuBa 2001/83/EO, 1 BB BCHUKH CIIeIBAIIN aKTyaJIU3allH, yOJIMKYBaHH Ha €BPONEHCKIUS
yeOnopTain 3a JiekapcTBa.

r. YCJI0BUsA NWJIN OIT'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUSA ITPOAYKT

. Ilnan 3a ynpasienue Ha pucka (ITYP)

[Ipurexarensat Ha pa3peniernero 3a ynorpeda (IIYP) TpsoBa na u3BbpIBa H3UCKBAHUTE JEHHOCTH U
NIEHCTBHUSA, CBBP3aHU C TIPOCIIeasIBaHe Ha JIeKapcTBEeHATa O€30MMacHOCT, TOCOYCHH B ofo0peHus [1VP,
npezacraBed B Moayn 1.8.2 Ha pa3penieHreTo 3a yrnorpeda, KakTo U BbB BCHUKH CIIe/IBAIIN 0JJOOpEHH
aktyanu3auuu Ha [TYP.

Axrtyanuzupan [1YP Tpa6Ba na ce nmoxasa:

e 110 uckaHe Ha EBpomeiickaTa areHIus 1o JieKapcTBara;

e BHHArMW, KOraTo c€ M3MEHS CHCTEMaTa 3a YIpaBJeHHe Ha prUcKa, 0COOEHO B pe3yiTar Ha
MoJly4aBaHe Ha HOBa HH(pOpMaIHs, KOSTO MOXKe J1a JI0OBeJe 10 3HAUUMHU MPOMEHH B
CHOTHOILEHHUETO TOJI3a/PUCK, WK CIIell IOCTUTaHe Ha BasKeH eTarl (BbB Bpb3Ka C
MpOCIIesBaHe Ha JeKapCTBEHaTa 0e301MacHOCT WIIN CBEX/IaHE Ha PUCKA O MUHUMYM).

o JlombJIHUTETHA MEPKH 32 CBeKAaHe Ha PUCKA 10 MUHUMYM

[IPY TpsibBa na chriiacyBa ¢ HallMOHAJTHUTE KOMIICTEHTHU BJIACTH OKOHYATEIHMs TEKCT 3a Kapra,
MMOAXOMASIIA 3a TIOKa3BaHE B OTHCIICHHWS 3a WMHTCH3WBHHM HEOHATaNHHW Tproku. Kaprara TpsiOBa ma
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ChAbpiKa CICAHUTC KIHOYOBU CJIEMCHTH M Ja CC OCUTYpU Ha BCHUYKHU OTACJICHHA 3a MHTCH3MBHU
HEOHATAJIHU T'PUKU, KbACTO € BEPOATHO JICKAPDCTBCHUAT MPOAYKT Oa CC M3IOJI3Ba IIPU IIYCKAHCTO MY
Ha 1masapa:

- Peyona € IIOKa3aHa 3a JICUCHHC Ha [TbPBUYHA AITHECA.

- Jleuenmero ¢ Peyona TpsOBa ma ce OCBHINECTBSIBA B OTHACICHHUE 3a WHTCH3WBHU HEOHATATHH
TPIDKM M Ja c€ 3amouBa W HAOMIOMaBa OT JIeKap, KOWTO KMMa OMUT MpH HHTCH3WBHH
HEOHATAJIHU TPHXKU.

- HOHpOGHOCTH 3a HATOBAPBAIIUTE U NOAABPIKAMIUTEC JO3U U UC KO(l)eI/IH’BT MOXKE Ia KymMyJinpa
Py HEJOHOCCHU HOBOPOACHU KbpMauC€Ta Imopaau AbJITHUd MYy ITOJTY>KUBOT.

- Jlo3ara Ha kodeuHa, u3paszeHa kato kodeuH 0a3a, € MOJIOBHHATA OT J03aTa Ha KodeuHa,
u3paseH kato kodewHoB mutpar (20 mg KopeHHOB IUTpPAT ca CKBUBAJECHTHH Ha 10 mg
koenH 0a3a) W de perenTuTe TPsAOBa SICHO Ja IMOCOYBAT, Y€ IMe ce mpuiara KohenHOB
[UTpaT.

- .HeKapCTBCHI/IHT MNpOAYKT TpSI6Ba Ja C€ HM3II0JI3Ba He3a0aBHO CJIC OTBApsAHC HaA aMIryJjarta, a
HCEU3IIOJI3BaHa 4acT, OCTaHalla B aMIlyJiaTa, Tpr6Ba J1a C€ U3XBBPJIIN.

- Moxe Jla UMa HyXJ1a OT U3MCPBaHC HAa U3XOJHHUTEC IJIa3MCHHU HHBA MOpaJn IMMOBUILICH PUCK OT
TOKCHUYHOCT, aKO:

O HOBOPOZEHOTO IPEAX TOBA € JIEKYBaHO C TEO(DHINH
O MaifKkara e mpueMala roJieMy KOJn4ecTBa KOGEeHH Mpenn paxaaHe Wik KbpMeHe.
- Kodenn u reodunun He TpssOBa Ja ce nmpuiaratr eAHOBPEMEHHO.

- Axo KO(l)CI/IH " JOKCaIrpaM CC npujarat ¢AIHOBPEMCHHO, IMTAIUCHTBT TpH6Ba Ja ce mpocicadgBa
BHHUMATCIIHO.

- Moxe 1a uMa Hy»a OT JOIBIHUTEIHO MPOCIEABaHE Ha IJIa3MEHUsI KOPEHH M KOPEKIUS Ha
Jlo3ara Npyu PUCKOBHU CUTYallMHd KaTO HEJOHOCEHHU KbpMayeTa:

O € XOJIECTATUYCH XCeTaTUT

O  ChC 3HAYUTEIHO OBOPEUHO YBpEKIaHE
O CTBpUYOBE

O CBC Chp/EYHO 3a00sIBaHe

O Ha BB3PACT, ITO-MaJIKa OT 28 TeCTAlMOHHN CEIMUIIN, W/HITH ¢ TelecHo Terio < 1 000g
0co0eHO, KOraTo ca Ha IMapeHTepaIHO XpaHeHe

O C ©IHOBPEMEHHO IpHIAraHe Ha JEKapCTBEHU NPOAYKTH, 32 KOUTO € HM3BECTHO, 4e
BIIUSIAT Ha MeTaboIM3Ma Ha KOG EerH.

- Morar na ce MOABAT ChbpACYHH HapyIIEHUS (BKIIOYUTETHO apUTMHM) NPH HOBOPOJCHH
KbpMaueTa ChC ChIIECTBYBAILO CHPACYHO 3200 sIBaHE.

- Bcenukn MOA03UPaHN HEKCJIAHU JICKAPCTBCHU PCAKIIUH TpHGBa Ja cC C’LO6H.I3.B3.T CbI'ZTAaCHO
HAITMOHAJTHUTC U3HUCKBAHHUA 3a C’I)O6HIaBaHe.

- B wactHOCT, ako MMa ChbMHEHHE 3a KOHBYJICHH, I'bpPUOBE, HEKPOTH3Mpal] EHTEPOKOIHT,
CHMIOTOMHU W TIPH3HAIlM HAa OTHEMaHe Ha KO(pEeWH M HEOOWYalHO, OT MEAWIMHCKA TIIeJHa
TOYKa, HAMAJISIBAaHE HA HAJJIaBAaHETO HA TETJIO Ha KbPMAueTO WM B3aUMOJCHCTBHSA C APYTH
JeKapcTBa, CBBP3aHU ¢ ymnorpebara Ha KO(EHMHOB LUTPAT, Te TpsOBa Ja ce ChOILIaBaT Ha
<BmuIIeTe MECTHOTO HauMeHoBaHue U axpec Ha Chiesi Farmaceutici S.p.A.>

ITPY TpsbBa nma ceriracyBa TEKCTa Ha MACMOTO A0 MeaumuHCKUTE crienuanuctu ¢ CHMP (u ako nma
HyX/a C HaIlMOHAJTHUTE KOMIIETEHTHU BIACTH) NpEId IMyCKaHETO Ha JICKAPCTBEHUS MPOIYKT Ha
naszapa u TpsiOBa Ja rapaHTupa, 4e TO € MPEIOCTaBeHO Ha BCUYKH JIEKapH, C OMUT B WHTECH3UBHUTE
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HCOHATAJIHU TPHXU IMPEAN WM MPU IMYCKAHCTO Ha JICKAPCTBCHHUA MNPOAYKT Ha Ila3apa BHBB BCAKa
ABbpPiKaBa YWICHKA.
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INPUJIOKEHHE III

JAHHU BBPXY OITAKOBKATA U JIMCTOBKATA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUSA

| 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Peyona 20 mg/ml uH(py3u0HEH pa3TBOp U HEPOpaJICH Pa3TBOP
Kodennos nutpar
(exBuBanenTHH Ha 10 mg/ml kodenn 6aza)

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

Besika ammyna ot 1 ml cpappika 20 mg kodgenHoB murpat (ekBuBajieHTHH Ha 10 mg kodeun 6aza).
Besika ammyiia ot 3 ml ceabpixa 60 mg kogernHOB 1UTpaT (ekBHBajieHTHH Ha 30 mg kKodeuH 0aza).
Bcexu ml paztBop chawspka 20 mg kodenHOB UTpat (ekBUBaNeHTHH Ha 10 mg kodenH 6aza).

3. CIIUCBK HA ITIOMOIIIHUTE BELLIECTBA

JIlumoHeHa KucenuHa MOHOXHMAPAT, HATPHUECB UTPAT, BOJA 3a MHIKCKIITUN

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Undysnonen pa3rsop
Ilepopanen pa3TBop
10 ammynu

5. HAYMH HA ITPUJIATAHE U ITbT(MIIIA) HA BBBEKJTAHE

[penu ynorpeba nmpovereTe IUCTOBKATA.
WHTpaBEeHO3HO MPUIIOKEHUE

[epopaiHo npunoxeHue

Cawmo 3a emHOKpaTHA yrioTpeoa.

6. CIHEHUAJIHO MPEAYHNPEXJIEHUE, YE JTEKAPCTBEHUAT NIPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSACTO JAJIEYE OT IIOTJVIEJA U IOCEI'A HA JELA

I[a CC CbXpaHsiBa Ha MACTO, HCAOCTBIIHO 3a ACIa.

| 7. JAPYT'U CIHIENUAJIHM ITPEAYIPEXKAEHUA, AKO E HEOBXO/IUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:
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9. CHELHUAJIHU YCJIOBUS HA CbXPAHEHUE

Cren oTBapsiHe Ha aMIyJaTa, JEKapCTBEHUAT NPOLYKT TPsIOBa Je ce ynoTpedbu He3abaBHO.
JlexapcTBEHUST NPOLYKT TPAOBa [ie ce ynoTpeOu He3abaBHO Cliesl pa3TBapsiHE NPH U3II0I3BaHE Ha
acenTHYHa TEXHHKA.

10. CHENOUWAJHHU NPEAITA3ZHA MEPKU ITPU U3XBBHPJISAHE HA HEN3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

I[a CC U3XBBPJIN HCU3IOJI3BaHATaA YacCT.

11. HME U AJPEC HA ITIPUTEKATEJISA HA PASPEIHIEHUETO 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 ammysiu ot 1 ml
EU/1/09/528/001 3a ammymu ot 3 ml

13. HNAPTUIAEH HOMEP

[Taptuna Ne

14. HAYMUH HA OTIITYCKAHE

.HeKapCTBCHI/ISIT OPOAYKT C€ OTILYCKa IO JICKAPCKO NpCANCaHuC.

| 15. YKA3AHWUJ 3A YIIOTPEBA

| 16. MH®OPMAIIUSI HA BPAILJIOBA A3BYKA

Peyona

| 17. YHUKAJIEH UAEHTUOUKATOP — IBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoa ¢ BKIIOYEH YHUKAJIEH HACHTU(DHUKATOD

| 18. YHUKAJIEH UWAEHTUO®UKATOP — JAHHU 3A YETEHE OT XOPA

PC: {nomep}
SN: {HOMEp}
NN: {HOMep}
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MHUHUMMYM JAHHH, KOUTO TPABBA JA CbABPXKAT MAJIKUTE EJUHNYHHU
II'bPBUYHU OITAKOBKH

ETHUKET HA AMIIVJIA

| 1. NME HA JIEKAPCTBEHUSA IMPOAYKT U IbT(MIIA) HA BBBEXK/IAHE

Peyona 20 mg/ml pa3tBop 3a uHGy3HUs 1 Pa3TBOP 3a MEPOPATHO MPUIOKEHUE
Kodennos uutpat

(exBuBanenrteH Ha 10 mg/ml kodenn 6aza)

1.v./ IepopasHoO MPHIOKEHUE

| 2. HAYUH HA ITPNJIAT'AHE

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

T'onen no:

4. IMAPTUJAEH HOMEP

[Taptuma Ne

| 5. CBbABPKAHUE KATO MACA, OBEM WIN EJJUHUIIN

20 mg/1 ml
60 mg/3 ml

| 6. JIPYTO
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b. JUCTOBKA
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JIncroBka: nHpopManusa 3a NOTpeOUTEI

Peyona 20 mg/ml nn¢y3uoneH pa3TBop u nepopajieH pa3TBop
kogpenHoB uutpat (caffeine citrate)

IIpoyeTeTe BHUMATEHO LSUIATA JIMCTOBKA, MPeIN A 3all0YHeTe Aa U3MO0J3BaTe TOBA
JIEKAPCTBO, Thil KaTO THA ChAbLP:KAa BaxkHa 32 Bac u 3a Bamero HoBoponeno ungopmanus.

- 3anaszere Ta3u JUCTOBKA. MoXke J1a ce HAJIOXKH J1a 51 IPOYETETe OTHOBO.

- AKO UMare HSKaKBH JOIBIHUTETHA BBIIPOCH, TTOIUTalTe Jekaps Ha Bamrero 6ebe.

- Axo BarreTo HOBOPOIEHO MOTYYH HAKAKBU HEXKEIIAHU JICKAPCTBEHU PEAKITHH, YBEIOMETE
nekapst Ha Barrero 6e6e. ToBa BKITIIOYBA M BCUYKU BH3MOXKHU HEXKEIIAHU PEaKIUU, HEOMCAHU B
Ta3u JUCTOBKA. BukTe Touka 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKA

Kaxkso npencrasisiBa Peyona u 3a kakBo ce U310J13Ba

Kaxso Tpsi0Ba na 3Haere, npeau Ha 6ebeto Bu na ce nage Peyona
Kak na nznonssate Peyona

BB3MOXHHN HEXEIaHU peaKun

Kak na cexpansare Peyona

ChabppikaHue Ha ONIAKOBKATA U AOMBJIHUTEIHA HH(pOpMaLUs

SR PN

1. Kakso npeacraBjasiBa Peyona H 34 KaKBO C€ U3110/13Ba

Peyona chabpprka akTHBHOTO BEIIECTBO KO(PENHOB LIUTPAT U € CTUMYJIAHT Ha LICHTpalHaTa HepBHA
CHCTEMa, ¥ IPUHAJUIEKH KbM Ipyla JIEKapcTBa, HApEUCHN METHIIKCAaHTHHH.

Peyona ce u3nossea 3a JeyeHUe HA CIIUPAHE HA JIUIIAHETO MPHU HETOHOCeHU OebeTa (ITbpBUYHA arHes
MIPU HEJTOHOCCHH HOBOPOJICHH ).

Te3u kpaTku MEPUOH, TIPE3 KOUTO HEJTOHOCEHUTE OedeTa criupar Ja IUIIAT Ce IbJIXKAT Ha TOBa, ue
LIEHTPOBETE Ha JAWIIaHe Ha 0e0eTO He ca HAITBIHO Pa3BUTH.

JlokasaHo e, 4e TOBa JIEKapCTBO HaMaisiBa OpOsi Ha SMU30/IUTE HA TIPEKhCBAHE HA JIUIIAHETO MPH
HEJIOHOCEHU HOBOPOJICHH.

2. KakBo TpsioBa 1a 3HaeTe, npeau Ha 0edeTo Bu 1a ce nage Peyona
He uznonssaiite Peyona

e  Axo Bamero HOBOpO/EHO € aneprudHo KbM KOGEHH IUTPAT MIIH HAKOS OT ChbCTABKUTE HA TOBA
JIEKapcTBO (M30pOCHU B TOUKA 6).

Ipeaynpe:xaeHns u npeanasHu MepKU

T'oBoperte ¢ nekaps Ha Bameto 6e6e npean Ha Bamero HoBoponeHo na ce gaae Peyona.
[Ipenu 3amouBaHe Ha JEUEHUETO 3a alHEs IIPH HEAOHOCEHU ¢ Peyona, Ipyry NpUYMHM 32 arHest
TpsiOBa 1a OBAAT M3KITIOYCHH WM CHOTBETHO JICKYBaHU OT JieKaps Ha Bamrero 6ebe.

Peyona TpH6Ba Ja C€ U3I0J3Ba C IIOBUIIICHO BHUMAaHHUEC. MOJ'ISI, YBCOAOMCTC JICKAps Ha Bamero 0e0e:

Axo Bamieto HOBOpoJIeHO cTpajia OT I'bPUOBE

Axo Bamieto HOBOpOJICHO CTpajia OT HAKAKBa CHPJICYHO 3a00IsIBaHE

Axo Bamrero HOBOpoieHO iMa OBOpEYHH WITH YEPHOAPOOHH MPOOIEeMHU

Axo Bamieto HOBOpOJIEHO MIMa YeCTO YpUTBaHE

Axo Bamreto HOBOpOIEHO OTAEINS ITOBEYE YpHUHA OT 0OMKHOBEHO

Axo Bamieto HOBOpoJIeHO MIMa HaMaJIeHO HaJIZIaBaHe Ha TETJIOo WK MPUEM Ha XpaHa
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e  Axko Bue (Maiikara) cte KOHCYyMHUpaIH KOGQEUH MPEan PAKIAHETO
HApyru nexkapcrea u Peyona

Wudopmupaiite nexaps Ha Bameto 6e6e, ako BameTo HOBopoJeHO mpremMa, HaCKOpo € prueMano Hiu
€ Bb3MOXKHO JIa IpUeMa JPYTHU JIEKapCcTBa.

HNudopmupaiite nexapst Ha BameTo 6e6e, ako BammeTo HOBOpoeHO ¢ OMIT0 Bede JIEKYyBaHO C
Teo(UITHH.

Jla He ce mpuemar ciIeJHUTE JIeKapCcTBa 0 BpeMe Ha JieueHueTo ¢ Peyona 6e3 f1a € HanpaBeHa
KOHCYJITaIMS ¢ Jiekaps Ha Bairero 0e6e. Mojxe J1a ce HalloXH JIeKapsIT Ja KOPUTHpa J03aTa WK J1a
3aMEHH €IHO OT JIeKapCcTBaTa C JIPyro:

- Teo(MIKH (M3MOI3BaH 3a JICYCHNE Ha TPYJHOCTH IPH ITUIIAHETO)

- JoKcanpam (M3MoJ3BaH 3a JICUYCHUE Ha TPYIHOCTHU TP JTUIIAHETO)

- IIAMETHUINH (M3T0JI3BaH 3a JICUSHHE Ha CTOMAITHO 3a00JIsIBaHE)

- KETOKOHA30J1 (M3M0JI3BaH 32 JieueHHe Ha ’bOMYHI WH(EKIIUN)

- (henoOapOuTal (M3MOI3BaH 32 JICUCHHUE Ha CTIMJICTICHS)

- (heHUTOWH (M3IOJI3BaH 3a JICUCHHE Ha CTIHIICTICHS )

ToBa nexkapcTBO MOXKeE Ja OBUIIIM PUCKA OT CEPUO3HO 3a00JsIBaHe Ha YepBaTa C KbPBaBH M3X0XKIAHUS
(HEKpOTHU3UPALL CHTEPOKOJIHT), KOTAaTO CE MPUIIOXKHU C JIEKapCTBa, U3MI0JI3BAHU 3a JCUCHUE Ha
CTOMAINIHO 3a00siBaHe (KaTo aHTUXMCTaMUHOBU H2 perienTopam 6i1o0KepH niin HHXUOUTOPH Ha
IIPOTOHHATa MOMIIa, KOUTO TIOHMKaBaT CEKpelHaTa Ha CTOMAIllHa KUCEITNHA).

bpemeHHOCT U KbpMeHe

Axo Bue (MaiikaTa) kbpMHTE, JOKaTO Bamiero kbpMmaue ce nekyBa ¢ Peyona, He TpsOBa na muerte kade
WK 2 IpUeMare IpyT NPOOYKT C BUCOKO ChAbp)KaHUE Ha KOPEHH, Thii KaTo KOPEHHBT IPEMHUHABA B
KbpMara.

Peyona cbabp:xa HaTpuii

Tosu ekapcTBEH MPOAYKT ChIbpKa MO-Maiko oT 1 mmol Hatpuii (23 mg) 3a 103a, T.e. MPaKTHICCKH
HE ChIbprKa HaTPHH.

3. Kak na nznossBare Peyona

Peyona TpﬂﬁBa aa ce nmpuJjara camMmo B OTA€JICHUEC 324 UHTCH3UBHU HCOHATAJIHM I'PUKH, B KOECTO
HMa mnoaxoasila amnapartypa 3a HA0JII0leHHe H npocjeasiBaHe HAa NMAIHCHTUTE. Jleuenuero
TpﬂﬁBa Ja ce 3amovHe Mo HAOJIIoIeHne Ha JIEKap € ONMUT B MHTCH3MBHUTEC HEOHATAJIHH I'PUKH.

2033

Jlexapsar Ha Bamero 6ebe 11e mpeanuiie TOYHOTO KOn4ecTBO Peyona Bb3 OCHOBa Ha TEIECHOTO
Terio Ha 6ebeTo.

Havanmnara no3a e 20 mg na kg TenecHo Terno (paBHa Ha 1 ml Ha kg TenmecHo Terso).
IMoxmppxamara mo3a € 5 mg Ha kg TenecHo teruo (paBHa Ha 0,25 ml Ha kg TenecHo Teriio) Ha BCeKu
24 gaca.

IIbT Ha BbBEXKIAHE M HAUMH HA TPUI0KCHHE

Peyona ce BirBa upe3 KOHTpOJIMPaHa HHTPaBeHO3HAa MH(DY3Hs, KaTO Ce U3MOI3Ba MH(PY3MOHHA [TOMIIa
ChC CIIPHHIIOBKA WM JAPYTO YCTPOMCTBO 3a Jlo3upaHa nHPy3us. To3u MeTo]| € U3BECTEH, ChIIO TaKa,
KaTo “KaIllkoBO BIIMBaHE™ .

Hsixon oT mo3ute (moaabpsKamiy T031) MOXKE J1a ce TajaT mpe3 ycraTa.

Mosxe na e HeoOx0 MO JekapsT Ha Baiero 6e0e 1a mpoBepsiBa HUBaTa Ha KO(heWHA C MEPUOAUIHO
u3cjenBaHe Ha KPBhBTA 110 BpeMe Ha JISUEHUETO, 32 JIa ce N30erHe TOKCHYHOCT.
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IIpoabIDKUTEIHOCT HA JICYCHHUETO

Jlexapsr Ha Baiero 6e0e 111e onpenesy TOUHO KOJIKO JBJITO TPAOBA J1a MPOIBIDKH JICYCHUETO Ha
HOBOpOJIeHOTO ¢ Peyona. Ako Bameto 6e0e HsIMa MPUCTHIM Ha armHes OT 5 10 7 THH, JIeKapsIT I1Ie Crpe
JICYCHHUETO.

Axo BameTo HOBOpo/€eHO e IpHeIo MoBe4ye 0T HeoGxoauMmara 103a Peyona

Bamrero HOBOpOIEHO MOXKE 1a IMa BHCOKA TeMIIepaTypa, YCKOPEHO MUIaHe (TaxuIHes ), TpenepeHe,
MYCKYJIEH TPeMOp, MOBPBIaHe, BUCOKH HUBA HA KPbBHA 3axap (XHMIIEPIIIMKEMIs), HUCKU HUBA Ha
KaJNii B KPhBTA (XUITOKAIHEMUs), BHCOKM HUBA HA HIKOW XUMHYECKU ChbeTuHEeHHS (ypesi) B KPbBTa,
MTOBHUIIIEH OpO¥ HAa HAKOW KPBBHH KJIETKH (JIEBKOIIUTH) M T'HPUYOBE, AKO MOIYYH IOoBede KOHEHHOB
UTPAT, OTKOJIKOTO TPsIOBa.

AKo TOBa ce cimyuH, nedeHueTo ¢ Peyona TpsiOBa He3a0aBHO Ja ce MPEKbCHE U JeKapaT Ha Bareto
0eOe TpsIOBa 11a JIeKyBa Ipeo3upaHEeTo.

AKO UMaTe HSIKaKBH JIOMBJIHUTEIHH BBIIPOCH OTHOCHO yIOTpedaTa Ha TO3H JIEKapCTBEH MPOIYKT,
nonuTaiiTe Jexaps Ha Bamero Gebe.

4. Bb3MOKHM HeKeTaHW peakiuu

Kakro Bcuuku JICKapCTBa, TOBA JIEKAPCTBO MOXKE Jia NIPECAU3BHUKA HEKECIIaHNU PCAKINU, BBIIPEKU Y€ HE
BCCKMU I'M I10JTy4aBa. pr,J_IHO c, 063‘{6, TC J1a CC pa3rpaHuvart OT YCCTUTC YCIIOXKHCHUSA, KOUTO
HaCTBIIBAT IPU HEAOHOCCHUTE 0cOeTa u oT YCJIOXHEHUATA, KOUTO CE OAbJIKAT Ha Oouectra.

IIo BpEMC Ha JICUCHUCTO C Peyona, Bamero HOBOPOJCHO MOXKE J1a MOJYYN HAKOU OT CICIHUTC
pCakounu:

CepuHo3HM HeKeTaH! peaKkuu

Hesxesiann peakuuu, Ipy KOUTO 4ECTOTaTa HE MOXKE Ja C€ ONPENeNy OT HATMYHUTE TaHHU
- CEpHO3HO 3a00JIsIBaHE HA YepBaTa ¢ KbPBaBU MU3XOXKAaHUS (HEKPOTH3HUPAI] EHTEPOKOJIUT)

CremHuTte Ipyry HeXelaHW PEaKIUK MOTaT ChIIO J1a ObJAT CUSTEHH 32 CEPUO3HH OT JieKaps Ha
Bairero 0e0e B KOHTEKCTA Ha ri1o0anHaTa KIMHAYHA OIlEHKA.

JApyru HexeJIaHU peaKIUU

YecTo cho01IaBaHN HEXEJIAHU peakluy (MoraT aa 3acersar a0 1 Ha 10 gymrm)
- JIOKaJHU BB3MAJIUTEHU PEaKIMi Ha MSCTOTO HA HHY3HS

- CBhpJIeYHN HAPYIIEHHS KaTo YCKOPEHO ChpieOneHe (TaXxuKapans)

- MIPOMEHH Ha 3aXapTa B KPbBTa WU cepyMa (XUIIEPTIINKEMHUS)

HeuecTo cro0I11aBany HeXXeIaHH peakiun (Morat fqa 3acerHat 1o 1 va 100 xymrm)
- CTUMYJIIpaHe Ha IEHTpaTHaTa HEpPBHA CHCTEMA KaTo T'bPUYOBE
- ChPJICUHU HAPYIICHUS KaTO HEMPABUIIHO ChpIieOUeHE (apuTMusi)

Psako cbo0mmaBany HexkeIaHu peakiuu (Morat fa 3acertar mo 1 Ha 1 000 gymm)
- AJICPIUYHU PCaAKIIUU

Hesxesnanm peakumuu, Ipy KOMTO YECTOTATa HE MOXKE JIa C€ ONPEETH OT HATMYHHUTE JaHHH

- WHQEKIMs Ha KPBBTA (CETICUC)

- NPOMEHH Ha 3aXapTa B KPbBTa MU cepyMa (XUIIOTJIMKEMHUs1), N30CTaBaHEe B pacTexa,
HETTOHOCUMOCT KbM XpaHH
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- CTUMYJIMpAHE Ha LICHTPAJIHATa HEPBHA CUCTEMA KAaTO Pa3Apa3HUTEIHOCT, HEPBHOCT U
HECTIOKOMCTBHE, MO3BUHO YBPEKAAHE

- IIIyXoTa

- YPUIBaHE, YBEIMYECHO CTOMAIIHO ChIBPKUMO

- MOBHUIIIEHO OTJACISIHE Ha ypUHA, TIOBUILIEHUE Ha HIKOU ChbCTaBKHU B ypHUHATa (HATPHHA U KaJILUi)

- IPOMEHH B KPBBHUTE U3CIIEABaHUS (IOHWKEHU HBA Ha XEMOIJIOOUH CIIE]] IIPOABIKUTEIHO
JIeYeHUE U MOHWKEH THPOUICH XOPMOH B HAYAJIOTO Ha JIEYEHUETO)

Cpo011aBaHe HA HesKeJIAaHU peaKluu

Axo BailileTo HOBOPOJIEHO MOJIy4Yd HIKAKBU HEXKEJIaHU JIEKAPCTBEHU PEAKIUHU, YBEJOMETE JIEKaps Ha
Bamero 6666. ToBa Bx/IIOUBa BCUYKH Bb3MOKHHU HEOIIMCAHU B Ta3U JIMCTOBKA HEXKEJIaHU PCaKIu.
MoskeTe ChIIO Ja ChOOIINTE HeXKEIAH! PEaKIIMU JUPEKTHO Ype3 HAIIMOHAIHATA CHCTEMA 33
choOINaBane, mocoyena B Ilpuiokenue V. Kato cho0IaBaTe HE)KEIaHN PEaKIUU, MOXKETE Ja JaIeTe
CBOSI PUHOC 3a T0JIyYaBaHe Ha MoBeYe HH(GOPMAIUSI OTHOCHO 0€30MMacHOCTTa Ha TOBA JISKAPCTBO.

5. Kak na cexpansBare Peyona

Ja ce cpxpaHsBa Ha MsICTO, HEJIOCTHITHO 32 JIela.

He n3nomn3Baiite ToBa JIEKapCTBO CJIea CPOKa HA TOHOCT, OTOCISA3aH BhpXY eTukeTa. CpOKBT Ha

TOTHOCT OTrOBaps Ha MOCIEIHUS ACH OT OCOUYCHUS MECEII.

ToBa JekapcTBO HE U3UCKBA CHELMAIHU YCIOBUS HA ChbXPaHEHUE.

[Ipenn npuoxenne, aMITyIUTE Ha BCHYKH TTApEHTEPAITHA Pa3TBOPH TPsIOBa fa ObAT OTJIEAaHN 3a HAINYHE
Ha BUAUMU dacTuiy. Cie OTBapsHE Ha aMITyJIUTE, JICKAPCTBEHUST MPOAYKT TpOBa Ja ce yrnoTpeou
He3a0aBHO.

6. Cbabp:kaHue HA ONMAKOBKATA M JOMbJIHUTEIHA HHpopManus
Kaxkso cbabp:ka Peyona

AKTHUBHO BEILECTBO: KOYEHHOB LIUTPAT.

Bceexn ml ceappxa 20 mg kodenHoB ruTpat (ekpuBasieHTHH Ha 10 mg/ ml xodenn O6aza).

Bcesika ammyna ot 1 ml ceabpixa 20 mg kopenHoB nuTpaT (eKkBUBasieHTHH Ha 10 mg xodeuH O6aza).
Bcesika ammyna ot 3 ml ceabpixa 60 mg kodenHoB nuuTpat (ekBUBaseHTHH Ha 30 mg kodeun Oaza).
JlpyruTe ChCTaBKHU ca JTMMOHEHA KUCEINHA MOHOXHU/IPAT, HATPUEB LIUTPAT M BOJA 32 MHXKEKIIHH.

Kak H3IJICKIAa Peyona 1 KaKBO CbABbP7KaAa OIIAaKOBKaTa

Peyona e nndy3noHeH pa3TBOp U IEepopajieH pa3TBOP.
Peyona e 6uctsp, 6€31BETEH pa3TBOP, JOCTABAH B CTHKIEHHU aMITysid. Besika kapToHeHa KyTHs
cbpabpka 10 ammynn.

IIpuTexaTes1 Ha pa3pelIeHUETO 3a yNoTpeda
Chiesi Farmaceutici S.p.A,

Via Palermo 26/A,

43122 Parma,

Uranus

IIpousBoauTen (ocBOOOKIaABaAHE HA MAPTU/IM)
Alfasigma S.p.A.,

Via Enrico Fermi 1,

Alanno (PE)

Hranus

Chiesi Pharmaceuticals GmbH,
Gonzagagasse 16/16,
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A-1010 Wien
ABctpus

3a JOITBJIHUTCIIHA I/IH(i)OpMaHI/ISI OTHOCHO TOBaA JIEKApCTBO, MOJI CBBPIKETE CC€ C JIOKAJTHUA
OpEACTABUTCII HAa IPUTCIKATCIIA HA pa3pCIICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien
Chiesi sa/nv
Tél/Tel: + 32 (0)2 788 42 00

bbarapus
Chiesi Bulgaria EOOD
Ten.: +359 29201205

Ceska republika
Chiesi CZ s.r.0.
Tel: +420 261221745

Danmark
Chiesi Pharma AB
TIf: +46 8 753 35 20

Deutschland
Chiesit GmbH
Tel: +49 40 89724-0

Eesti
Chiesi Pharmaceuticals GmbH
Tel: +43 14073919

EALGoa
Chiesi Hellas AEBE
Tnk: +30210 6179763

Espaiia
Chiesi Espafa, S.A.U.
Tel: + 34 93 494 8000

France
Chiesi S.A.S
Tél: +33 1 47688899

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

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

sland
Chiesi Pharma AB
Simi: +46 8 753 35 20

Lietuva
Chiesi Pharmaceuticals GmbH
Tel: +43 1 4073919

Luxembourg/Luxemburg
Chiesi sa/nv
Tél/Tel: + 32 (0)2 788 42 00

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

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

Nederland
Chiesi Pharmaceuticals B.V.
Tel: +31 88 501 64 00

Norge
Chiesi Pharma AB
TIf: + 46 8 753 35 20

Osterreich
Chiesi Pharmaceuticals GmbH
Tel: +43 14073919

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

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

Romania
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



Italia Suomi/Finland

Chiesi Italia S.p.A. Chiesi Pharma AB

Tel: + 39 0521 2791 Puh/Tel: +46 8 753 35 20

Kvnpog Sverige

Chiesi Farmaceutici S.p.A. Chiesi Pharma AB

TnA: +39 0521 2791 Tel: +46 8 753 35 20

Latvija United Kingdom (Northern Ireland)
Chiesi Pharmaceuticals GmbH Chiesi Farmaceutici S.p.A.

Tel: +43 14073919 Tel: +39 0521 2791

I[aTa Ha MOCJICAHO NMpepasrijec:;kaane Ha JIMCTOBKaTa.

[TonpoGHa nH(OpMAaIKs 3a TO3M JIEKApCTBEH MPOIYKT € peocTaBeHa Ha yeOcaiita Ha EBporelickara
areHIus 1o JeKapcTBaTa http:// www.ema.europa.eu.

IlocouenaTa no-goJ1y MHGpoOpManys e NpeJHA3HAYEHA CaMO 32 MEAMIUHCKH CIIENHATUCTH:
3a nmoapoOHa nHPoOpManyst BUXkTe npuioxkenata Kpartka xapakrepuctika Ha npoaykra PEYONA.
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