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1. HME HA JEKAPCTBEHRIA ITPOAYKT oBREHIR M st S

Onpancerpon Kanueke 2 mg/m! nskexunoHen/nudysvoten pazrsop
Ondansetron Kalceks 2 mg/ml solution for injection/infusion

2. KAYECTBEH A KOTMYECTBEH ChCTAB

Beewn ml ot pasreopa ceanprxa 2 mg OHIOaHCETPOH (ondansetron) KATo OHJAHCETPOHOB XUIPOXIOPUIL
arxdapar (ondansetron hydrochioride dihydrate).
Beaka amniyna or 2 ml ceinpika 4 mg ongaxcerpon (ondansetron) KaTo OHZAHCETPOHOB XHAPOXI0PU]
auxuapar (ondansetron hydrochloride dihydrate).
Beska amnyaa or 4 m! craepxka § mg onpanceTpoH (ondansetron) KaTo OHAZHCETPOHOB XUAPOXIOPHA
nuxuapar (ondansetron hydrochioride dihydrate).

ToMouwHE BEIUSCTRO ¢ HIBECTHO NelicTene
Bcexu ml pasteopa chaepxa 3,52 mg HaTpuii.

3a IBHMA CNIUCHK HA TIOMONIHMTE BELIECTBE BHXTE TOUKA 6.1,

3.  JIEKAPCTBEHA ®0OPMA

Hixekuuonen/utidysnoneH pazrsop (Mixexuua/Mudysus),
BricThp, 6e3iiBeTeH pasTBOp, CBOGOASH OT BUAMMH YACTHLIM.
Ocmonamurer 270-310 mOsmol/kg

pH Ha pa3reopa e 3,0-4,0

4. KIMHUYHHA JAHHH
4.1 TepaneBTHUHA NOKAIAHAS

Buwapacmuu

OHnanceTpOH € NOKA3aH 3a JIEYEHHE Ha FajieHe ¥ NOBPBILAHE, NPSIU3BUKAHO OT UMTOTOKCHUYHA
XHMHOTEpanus ¥ TbYETeparis, KaKTo H 32 NpohHNAKTHKA M IEUEHHE HA CIENONEPATHBHO rajeHe
W NIOBpBILAHE,

Heouampuuna nonyaayus

Ilpa gena Haa 6 Mecena ¥ YWHOMIN OHNAHCETPOH € NOKA3aH 33 ICYEHHE Ha FaZieHe | NIOBPLIIAHE,
[IPEIH3BHKRHO OT XHMHOTEpanus.

IIpn aena nax 1 mMecen B IONODIH OHIAHCETPOH € NOKA3aH 32 (IPOPUIAKTHKA H IEUEHNE HA
CACONEPATHBHO rafeHe | NOBPBILAHE.

4.2 Jo3ApoBKA H HAYMHH HA APUIOKERHE

L[osupomca

EMETOreHHUAT MoTeHUHAN HA LUTOCTaTHYHATA WM TbUETEPANMATA BAPUPA B 3ABUCHM
Ha J03aTa U TEPANeBTHUHHA perkuM. HabopbT Ha 10308 pexxum Tpabea na ce nipagu
TEXECTTa HA EMETOINCHHHA OTCHIIHAN HA TEPaNysTA.
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Bun3pacran

lagene u NOBPELIANE NPHUMHCHW OT XUMHOTEPAUa U ApHeTepanug

Mpenopruurennara nosa ¢ 8 mg OHIAHCETPOH HHTPABEHOZHO (1.v.) WIH MHTPaMyCKYIHO (i.m.)
HENOCPEACTBEHO NPeNM XMMHOTEPAINS KK THHETEPania,

ITpM CHNHO EMETOTCHHA XHMHOTEPAITHA MOME Ja ¢¢ NPHJIara MaKCUMAIHA HaYaHa 4o3a ot 16 mg
KaTO BHTPaBEHO3HA UHQYIHA B MPOIBL/DKEHHE HA HE NO-MAIKO OT [5 MIHYTH.

EnvoxpatHa o3a, no-rosisma ot 16 mg, He Tpabea 4a ce Nasa NOPaIM N10303aBHCHMO HAPACTBAHE Ha
pMCKa oT yabkaBave Ha QT-HHTeprana (Bx. Touka 4.4).

EdrikacRoctTa Ha OHIAHCETPOH HPH CIIHO EMETONCHHA XUMHOTEPANHUA MOke A8 §bae noBHIEeHa
upes nobaegHe HA eqHHAYHA 032 oT 20 Mg NeKcaMeTa3oHOB HaTpHeB docdar, NPHAoKEHa NPeAN
XUMUOTEPANUATA,

HuTpaseHosHHTe A03H, NO-roAeMy OT 8 mg M 10 MakCHUManHa 103a or 16 mg, Tpabea aa ce paspexnar
B 50-100 mi or 9 mg/ml (0,9%) undysnonen pa3TBop Ha HaTpHes Xn0pHa Has 50 mg/ml (5%)
Pa3TBOP Ha ITIK0K03a HIH APYr CHBMECTHM HH(Y3HOHEH pasTROp (BiK. TOUKa 6.6), KaTo UHY3HITA
Tpa0B4a Aa € B NpOAL/LKEHHE HA He NO-MAAKO OT 15 MEHYTH,

Hosut oHjanceTpoH or 8 mg Wik no-Manku ve Tpalea Aa ce paspesaaT H MOTAT 1a ce NPUIIATaT KaTo
GaBHa HHTPaMYCKY/THA MHXKEKLIWS WM HRTPaseHo2Ha uHAY3Ms 38 HE N0-Manko OT 30 cexyHu,

HawannaTa nosa onnarceTpoH Moske 1a 6b/1€ MOCAeABAHA OT ABE AOMBIHNTEIHH 8 Mg WHTPABEeHO3HK
HJIH HHTPAMYCKYIIHE 1031 ¢ MHTEPRAN OT 2 10 4 yaca HIH HenpekscHata MHby3us ot 1 mg/uac
B NIpONL/IKEeHUe Ha 24 yaca.

3a npennaseade OT 3a0aBEHO WIH MPOABMHKUTETHO NOBPHILAHE CIIE] MLPBUTE 24 Yaca ce npenopbusa
NepPoPANHO JIEUeHUE ¢ OHIAHCETPOH.

Obiitata MakCHMAaNHa JHERHA 034 32 Bb3pacTHH e 32 mg,

HOCTOHEQ;&;THBHO FafaCHC U NOBDBUIAHE

3a na ce ApENOTBPATH MOCTONEPATHRRO rajcHe H NOBPEBLUARE, MPENIOPBUHTENHATA HO3d € 4 mg
OHIAHCETPOH KaTO €JHOKPATHA J034, IPWIOKEH2 YPpe3 MHTPAMYCKYITHO WiH GasHo HHTPABCHOZHO
HIDKEKTHPAHE TIpH BBbBCIKAAHS B HECTCIHA.

3a neueHne Ha ChUIECTRYRALIO CACOONECPATHRHO raZicHe M NOBPbIMAHE CE MPemopbhYBa €AHOKPaTHA
nosaord mg, NMpHIoXKeHa Ype3 HHTPAMYCKYJIHO HITH GaBHO HHTPABCHO3HO HHAKCKTHPAHE.

HeanaTpuuna nonyauus

TafeHe ¥ NOBPHINAHE NPHYHHERH OT XHMUOTEPANM M bYeTEepants GPH Jela H 1I0HOWH OT 6 Meceila
a0 17 rogunu

Hosarta Moke na HB1e H3UKCIEHA BB3 OCHOBA HA TEJIECHATA NMOBLPXHOCT WK TeNecHOTo Terno. [pu
NCAHATPRYHH KTHHUYHY NPOYYBAHYA OHAAHCETPOH € [IPH/IaraH Ype3 HHTPaBeHo3Ha HHpYy2ua,
paspenena B 25 no 50 ml HaTpHeB XJ0pUA WK APYT CHEMECTHM HH(YIHOHEH PazTBOP (BK,




8 mg. TlepopanuoTto npuacKeHne MOXe fa 3anouke 12 yaca NO-KbCHO U MOXKE Aa NPOXBIKK A0 5 AU
(Bx¢. Tabunia 1). [la He ce HanpuIIABRA O3ATA 33 BB3PACTHH.

Tabnana 1 Jo3mpane na 6a3ara 4a TeReCRATa HOBbPXHOCT 32 KN4 B IOHOLIA 0T 6 Mecena 1o
17 roquan

Tenecua mosbpxHOCT, Hen 1 Aun 2-6

5 mg/m? i.v. 1

2
<0,6m 2 mg nepopanno® cien 12 vaca

2 mg nepopanHo™ Ha Bcekd 12 daca

5mg/m?iv.n

2 2
206 mito<l,2 m 4 mg nepopanto* cnex 12 vaca

4 mg nepopanHo* Ha Bcekd 12 vaca

5mg/m?iv. um § mgiv. n
8 mg nepopanno* cnex 12 yaca

* Tpabea na ce 1304382 MOAXOAAIIA IEPOPaNHA fekapeTaeHa Gopma (Hanp. cHpon, nepopasicH
pasTeop, TabneTkH).

>1,2 m? 8 mg nepopanno* Ha Bcexy 12 yaca

ﬂaaupaﬁe Ha HAAMA HA MERECHD Me230

OxnanceTpoH TpabBa Ja ce NpHIAra HENOCPEACTBEHO NPei XMMHOTEPANHSTA KaTo eJMHHUHA
MHTpaBeHo3Ma f03a ot 0,15 mg/kg rerno. MinTpaseHo3Hata 103a He Tpadsa fa vaneuiuasa 8 mg. Ha
AcH | Morat Aa ¢e Aajat ouie B¢ HHTPAREHO3HH R0 Npe3 MHTepBatk oT 4 yaca. [lepopantoro
MpHIOKEHHE MOXKE a 3anoute 12 uaca Mo-KhCHO M MOXKE a8 NpOoab/ky X0 5 arm (px. Tabauna 2).
Ja He ce HaaBULIABRA 03ATA 38 BBIPACTHH.

Tabnuna2 [lozapane Ha 6a3aTa HA TENECHOTO TEIVIO 32 AeUA W IOMOMKA oT 6 Meceus 10

17 roqunu
Teaecao Teryio Hen 1 JAnu 2-6
<10kg Ao 3 no3n 0,15 mg/kg i.v, Ha Beexy 4 yaca 2 mg nepopanHo® Ha Bcekn 12 vaca
>10kg Ao 3 nozu 0,15 mg/kg i.v. Ha Beeki 4 daca 4 mg nepopanno* Ha pcexy 12 yaca

* Tpabsa aa ce M3MO3Pa NOAXONAIA NEpopatHa fiexapeTeesa GopMa (Halp. CHpoT, NepopaneH
pa3TBOp, TAbNETKM).

[ocToneparypHo rafene H NOBpPLINAHE NP Neua W IHOWH OT | Mecew A0 17 roiHHK

3a npouiakTHKa Ha NOCTONIEPATHBHO FA/IEHE U [OBPBUIAHE NPH NEAHATPHYHH THIALIAEHTY,
NOTIOKEHM Ha 00ula aHecTe3Ua, MOXKe 1a Ce NPUIAra eJMHHYHA 033 OHAAHCETPOH upe3 GasHa
UHTpaBeHO3Ha HIoKeKinA {He no-manxo ot 30 cexynnH) B nosa ot 0,1 mg/kg (1o makcumanna 303a ot
4 mg) npeau, N BpeMe Ha WM CNell BhBESKAAHE B aHECTe3UA WITH ClER OfepaluaTa.

3a neyeHne Ha ChIIECTBYBANNO CNENONEPATHBHO I'aACHE H NOBPBILAHE NPY NEANATPHUHM NALMEHTH ce
npenopwusa a03a 0,1 mg'kg (1o mMakcumanHa 103a oT 4 mg) oHNAHCETPOH, NipUnaraHa upes GasHa
HHTPABEHOIHA HHIKEKLIHA.

YlausenTn B cTapyecka BL3pacT 2 65 rogaun

Fanene u NOBPLUIAHE NDHMHHEHH OT XHMHOTEPATius H ThueTepanusa

Tlpy naumenTH Ha BL3PacT 65 roJUHM MM IOBEHE BCHMKH MHTPABEHO3HM J03Y Tpabna na ce
paspexaT v fa CE BIIHBAT B NPOAB/LKEHHE HA 15 MUHYTH. AKO € HeoGXoaHMo MHOTOKpar
Ro3upaHe, T¢ TpOBa Aa ce AaBaT © HHTEPBAN Hali-MaTko 4 kaca.

Ipy naikeHTH Ha BL3pacT 65 Ko 74 roAWHH HauainaTa xo3a oT § mg wiu 16 mg Mo
KaTo WHGY3HUA B IPOIbKEHHS Ha 15 MuHyTH. T Moxe na ObJe nocnenpada ot ase



A034 0T 8 mg, npunaraHy Kato uHQY3Us B NPOTLILKEHHE Ha 15 MAHYTH i JafieHH Ha HUTEpBaN He
Mo-Manko oT 4 4aca.

Tlpu naumeHTH Ka BL3pacT 75 rOIMHM WK NOBeYe HAYANHATA 1032 OHJAHCETPOH, NPH/IaraHa noa
dopmata Ha HHGY3MS B IpoakDKeHHe Ha 15 MuHyTH, He TpaOea Aa Haneunasa 8 mg. Ta moxe aa
01 e nocacABaKa OT B¢ AOTLAHHTEIHE HHTPABEHO3HH IO3M OT 8 mg, NPUAATaHH MHTPABEHO3HO
B NIPOABMKCHUE Ha |5 MUHYTH K AafeHH ¢ HHTEpBaN He No-Manko oT 4 uaca (8. Touka 5.2),

TocTONEpATHBHO rajeHe M NOBPhINANE

OnuThT ¢ ynorpebara Ha OHAAHCETPOH 3a MPOQHIAKTHKE H IEYeHHe Ha CNeAONEPaTUBHO raneHe
H NOBPBIIAHE MPH XOpa B CTApYecKa BB3PACT € OrpaHHyYeH. Brapekd ToBa, OHZAHCETPOH €€ NOHACHK
nobpe oT NalUMeHTH Haa 65 roauHH.

IManuenry ¢ yepnoapoldHo yBpexcaane

KnHphHCHT Ha OHIAHCETPOH € 3HAYMTEIHO HAMANCH, 4 CEPYMHHSAT MONYKHROT 3HAUHTE/THO YAB/HKER
TIPH MAUMEHTH ¢ YMEPEHO WM TEKKO HepHOAPoOHO yrpexknane. [Ipy Tesu nauueHTH He TpaGea aa ce
HaaBHwasa obinara AnesHa Jo3a oT 8 mg.

YlanuenTn ¢ 6L6peano yepexaane
He ce u3KcKBa MpoMAHA HA 103aT4, YECTOTATA Ha JO3HPAHE MITH HAYMH HA NPUIOKEHKE,

baenn meTabok3aTopd Ha cnapTeAn/2e6pAIOKBUN

ENMMHHaUHOHHUAT NONYKHBOT Ha OHIAHCETPOH HE C& MPOMEHA NPH NALHEHTH, KIaCHPMIHPaHH
Karo "nomy merabonmzaTopu” Ha cnapTeHH K AeOpr30KBRUH. CIIeA0BATEHO, PY TE3H NALIMEHTH
MHOTOKPaTHOTO NPHIOKEHHE 1ie JOBEAE 1O HUBA HA eKCIIO3HLIMA Ha JeKapeTBa, He NO-pa3idiyHy OT
Te3H Ha obiara nomynawud. He € Heobxoauma npoMaHa HA JHEBHATA 1034 WM YECTOTaTa Ha
Jo3Mpane.

CBBMECTHMOCT € APYTH JIEKAPCTBA

OHAaHCETPOH MOXKeE N1a ce PUAAra upes HHTpaBeHo3Ha Hugysns (1 mg/h). Benpexn ye onaauceTpoH
He Tps6Ba Ja ce cMecra eIHOBPEMEHHO ¢ APYTM NEKapCTBEHM NPOAYKTH 10 BpeME Ha HHY3IHATA,
ClIeAHMTE NEKAPCTBEHH NMPOMYKTH MOTAT Jia Ce TIpAiarat npes Y-nopra Ha UH(Y3MOHHATA CHCTEMS,
AOCTaBAINA OHJAHCETPOM NIpH KoHLUeHTpaumy ot 16 no 160 mukporpama/m! (wanp. 8 mg/500 ml

u 8 mg/50 mi, cvoTBETHO).

—~ acoaaTan: Konuenrpaunu o makcumym 0,48 mg/ml (wanp. 240 mg B 500 ml) morar aa ce
npuaarat B NpoAwTKeHHe Ha 1 1o 8 vaca.

~  S-payopoypanun: Konuenrpatu 1o MakcuMym 0,8 mg/ml (vanp. 2,4 g B 3 nurpa unu 400 mg
B 500 ml), npunarans cue ckopoct Haii-manko 20 mi/uac (500 ml/24 gaca). IMo-srcokuTe
KOHUEHTPalKH Ha 5-Quiyopoypailun MOTaT [ia NPHYMHAT NPEUMITUTAIIMA HA OHAGHCETPOH.
Hudysuara ¢ 5-Ggnyopoypaunn Moxe Aa chabpka 10 0,045% MarHesnes XA0pua B AOMbIAHEHHE
KbM JIpyTH TOMOLLHH BEIUECTBE, 38 KOHTO € A0KA32HO, Ye Ca CHBMECTHMM,

~ Kap6onaarun: Konnenrpawyu B quanazouna ot 0,18 mg/ml 10 9,9 mg/ml (naap. 90 mg s 500 ml
1o 990 mg 8 100 mi), npunaraiu B npoab/ukenue Ha 10 MUHYTH JO €WK yac.

~ Ertono3na: Konuewrpanuy B nuanasona ot 0,144 mg/ml a0 0,25 mg/ml (nanp. 72 mg B 500 mi
Jo 250 mg 8 1000 ml), npunaranu B npoAw/nkeHne Ha 30 MUHYTH 10 €JHH Yac.

— Iedraznamm: [lo3u B Ananazona ot 250 mg ao 2000 mg, pazTBOpeHH ¢ BOAA 32 HHXKEKLIMH,
KaKTO € Mperops4aHo oT npoussoauTens (vanp. 2,5 ml 3a 250 mg v 10 mi 3a 2 g uedrazngum)
H TIPHWIOXEHH KaTO HHTPaBeHO3Ha GONyCcHa HHIKEKIHS 33 OKONO 5 MHHYTH,

— IHuxaodocdamag: Josu 8 aHanazoxa or 100 mg 1o | g, pa3TsopeHy ¢ Boaa 3
Ha 100 mg wiknodocdamua), KaxTo € NpenopbLUAHO OT IPOU3BOAHTENA H NP
WHTPABEHO3HA 6onycHa MHDKEKLIMA 32 OKOJIO 5 MHUHYTH.

HonycHa HH)KGKHHS[ 32 NPUGTHIUTENHO 5 MHHYTH.




~ JHexcamerazonos naTpues Qocpar: JekcamerazoHos Harpres docdar 20 mg moxe aa ce
npunara kato 6aBHa HHTPABEHO3HA HHIKEKUMA B FPOBIDKEHHE Ha 2-5 MHHYTH mipe3 Y-nopTa Ha
HH(Y3MOHHATA CHCTeMa, TocTaBA 8 mg win 16 mg oraaHceTpoH, paspeseH B 50-100 ml
CBBMECTHM MH(Y3HOHEH pa3TBOp 3a NprONWIuTenHo 15 MuuyT. J{0KkazaHa € ChBMECTUMOCT
MEKIY JEKCAMETa30HOR HatpHer GocdaT H OHRAHCETPOH B NOJKPENa HA NIPHIAraHeTo Ha Te3u
NexapcTBa Ypes €AHH K ChUH HAbOp3a NpUIOKeHHe, BOMEIN A0 KOHUSHTPALHN OT
32 Muxporpama/m} 10 2,5 mg/ml 3a gexkcamerazoHOB HATpHeB docdat u 8 muxkporpama/mi ao
1 mg/mi 3a oHpanceTpos.

Hauuh Ha npunoxeHue

HMHTpaBeHO3HO WK HHTPAMYCKYJTHO NPUIOKEHHE.

Ounancerpon Kanuexe Moxe fa ce npunara karo GaBHa MHTPABEHO3HA WHXKEKLMS Win BaBHa
MHTPABEHO3HA HHAYIUA HIM UHTPAMYCKYIHO HHIKEKTHPEHE.

3a MHCTPYKLHHM 32 pa3pexane Ha IeKapcTBeHus NPOAYKT NPeaAH NPHITOKEHHE H CHBMECTHMH
PasTBOPH, BIDKTE TouKa 6.6.

4.3 Iporueonoxkazanug

[1pH CBPBLXYYBCTBHTEHOCT KbM AKTHBHOTO BEILECTBO HAH KBM HAKOE OT TOMOLIHHTE BEUIECTRA,
n3bpoern B TouKa 6.1.

Crobuaea ce 3a TeKKa XHIOTOHHA H 3aryba Ha Ch3HaHHE, KOFATO OHJAHCETPOH cé TIpHiara
€IHOBPEMEHHO C anoMOpPUH XHAPOXAOPHA,

EnnoBpeMEHHOTO NPHIOKEHKE ¢ anOMOphHH € NPOTHBONOKA3AHO (BK. TouKa 4.5).

4.4 Coenvansu npeaynpeIcHAS K NpelNasHh MEPKH NPH yHoTpeda

Peakuu¥ Ha CBPBXUYBCTBHTENHOCT ¢4 ZOKAaXBAHH NPH NAUMEHTH ¢ JOKA3aHA CBPhXUYBCTBUTEIHOCT
KBM ApYrH cenexTuBHM 5-HT; peuenropHu autaronucTh.

Pecnuparoprute cbOKTHA TpaGBa fa ce MeKyRaT CHMITOMATHYHO M JIeKapHTe TpA6Ba na um obpbiuar
CRelHANHO BHHMAHHE, ThiH KaTo Te MOTaT Aa C¢ NPU3HAK HA PEaKUMH Ha CBPBXYyBCTBHUTETHOCT.

OnpanceTpoH NpeaH3BHKRa YABDKasaHe Ha QT-UHTEpBana 110 3aBUCHM OT JO3aTa HAUKH (BK.

Toyka 3.1). OcseH TOBa, B CTieJ-PErHCTPALIMOHHMA NEPUOL ca CHOOILEHH Cliydau Ha forsade de pointes
npH yrioTpebaTa Ha oHAanceTpoH. OnanceTpoH Tpabsa fa ce WibSTBa NpU NAaUKEeHTH ¢ BPOaeH
CHMIPOM Ha yAwKeH QT-nuHrepean. OugaHceTpoH TpabBa A8 ce Npwiara ¢ NOBHUIEHO BHUMAHUE NPH
TIAUMEHTH, KOMTO HMAT WIH MOTAT Ja Pa3BuaT yab/okasaHe Ha QT-uHTepBana, BKIKOMHTENTHO
DALMEHTH C €EKTPOJIHTHH HapyLIEHHS, 3aCTOHHA ChpAieYHa HENOCTATEYHOCT, GpaMapHTMUK Ky
TIALHEHTH, NPUEMALA IPYTH NeKapCTBEHH IPOAYKTH, KOUTO BOAAT 10 yAb/nkaBake Ha QT-unreprana
HIIH €/ICKTPOJINTHH HAPYIIEHNKA.

Crobuiana ce 3a caydam Ha MHOKapAHa HCXEMUs NPH MAUKHEHTH, IKyBaNH ¢ oMaaHceTpon. [Ipu
HAKOH MALMEHTH, 0cO0EHO B Chyyail Ha HHTPABEHOZHO NPUIIOKEHUE, CHMIITOMMTE C€ MOABABAT
HETIOCPEJICTBEHO Clle/] TPHJIOKERHE Ha OHRaHceTpoH. TlaumenTyTe Tpabea aa Obaar npeaynpecHH 3a
TIPU3HALIITE ¥ CHMITTOMHTE HA MHOKapIHA HCXeMMS,

XUNOKAIHEMHATA H XHIIOMArHE3HEMHATA TpAbBa Ja GbaaT KOpHrupaHy Apely NPUNOKEHUETO Ha
OHJIAHCETPOH.
Crenosatenno Tpabpa a2 ce BHMMABA NPY NPUAAFAHETO HA OHJAHCETPOH Ha MTAUMEHTH C APHTMHK WM

Cien eIHOBPEMEHHOTO MPUIOKEHHE HA OHAAHCETPOH H APYTH CEPOTOHMHEPTHYHH
CEPOTOHWHOB CHHIPOM {BaK. TOUKa 4.3). AKO €AHOBPEMEHHOTO JIEUeHHE ¢ OHJAHCE
CePOTOHHHEPTHYHK CPEICTBa & KIHHHYHO 0O0CHOBAHO, C& NPENOPLYEa NOAXOAALL
MalHeHTa.



Toii KaTo OHAAHCETPOHLT MOKE 2 YBEIHYH BPEMETO 33 NPEMHUHABAHE Ha Nacaka npes aebenoro
YEPBO, C& NPENOPBYBa NOBHUICHO BHHMaHHE NTPH NALMEHTH C HAPYILEHa TOABHKHOCT Ha YePBaTa
{vnu upesna obcTpykuua). Tesu nampentH TpaOpa na GuaaT BHUMATENHO HaboAaBaHH 32 UpeBHaTA
hyHKIHA,

lefl NAMEHTH ¢ XMPYPru4HO OTCTPAHRBAHE HA CJIHBUUHMTE W ANeHOMANTE, IPSAOTBPATABAHETO HA
raacHe H NOBPLIUAHE ¢ OHAGHCETPOH MOXKE 1A MAaCKHPa OKYJITHO KLpPBEHE. CnejoBaTento Takusa
NauHeHTH Tpﬂ6B& Aa ObaaT BHUMATEHO HAbmopasasy cen NPHIOKEHUETO Ha OHJAHCETPOH.

Heouampuuna nonynayus
[lenuaTtpyunuTe NaUMenTH, NONy4aBalM OHAAHCETPOH C XENATOTOKCHYHY XUMHOTEPAIEBTHHHK
cpezcTsa, TpabBa Na GbiaT BHAMATENHO HabMIORABAHH 33 HapYIHeHa YepHOAPOOHa (hyHKHS.

Homougnu getyecmen
To3u nexapcTaen npoaykT chabpka 3,52 mg HaTpuii Ha ml, xouTo ca exsuBancHTHY Ha 0,18 % oT
NPENOpBUHTENHHA MAKCHMAJIEH JTHEBEH NIPHEM OT 2 g HATPHIL 33 BB3PACTEH.

4.5 BsaumogelicTRRE ¢ APYTH NeKAPCTBERH POAYKTA U APYry GopMA Ha B3auMonelcTeIE

Hama nasing, Ye OHZAHCETPOH HHAYLMPA WM MHXHOUPA MeTaGo/H3MA Ha APYTH IEKAPCTRA, KOWTO ce
NIPUIIAraT eJHOBPEMEHHO ¢ HeTo. CnelndpHuYHa NPOyYBRAHNS NOKA3RAT, Y€ HAMA B3AMMOEHCTENS,
KOraTo OHTAHCeTPOH Ce Mpuara ¢ ankoxon, TemMasenaM, Qyposemua, andeHTaHun, TpamMaon,
MOpdUH, THAOKAHH, THOTIEHTa) HaH nponodon.

OnjanceTpoH ce MeTaboNH3Hpa upe3 HAKOIKD YepHOApobHY 1uToxpoM P450 ensuma (CYP3A4,
CYP2D6 u CYP1A2). Toi#t karo ronam Gpoii yepHoapoGHy eHIUMK YUacTBAT B pasrpaiaaHeTo Ha
OHJAHCETPOH, PHCKET OT KOHKYPEHTHY METa00AHTHY B3aUMOLEHCTBHS € HUCBK H EH3UMHOTO
uHxubupaHe WM HAMANEHATA AKTHBHOCT HA €H3HMAa CHCTEMH (Hanp, reHeTHYeH aeduLUT Ha
CYP2D6) ce KOMNEHCHpA OT APYIUTE €H3HMHEH CHCTEMM; KaTO PE3yNTaT, NOPH B TE3H CAYYaH,
ODILMAT KNHPHAC Ha OHAAHCETPOH € NIOUTH HEMPOMEHEH.,

Tpabsa na ce BHMMABA, KOTATO OHAAHCETPOH CE MPHAAra eHOBPEMEHHO ¢ AKTUBHM BelleCTBa, KOHTO
yabmkasar QT-uxTepsana, 3all0TO TOBA MOMKE Jia OBEle 10 ROMLIHATENHO YibikapaHe Ha QT-
HHTEPBANA #/HIH 10 eNeKTPONuTHY Mucbanatck, YioTpeGara Ha OHAAHCETPOH ¢ yahmkapawu QT
HHTEpBANA JEKAPCTRCHN NPOXYKTH MOXKE NONBIHATENRHO Aa yiakkH QT-pHreppana,
Eaxospemerratra ynoTpefa Ha OHNAHCETPOH C KAPAHOTOKCHUHH ASKAPCTBA (HAND. AHTPALIMKITHHM
(kato BOKCOPYOHLIMH, nayHOPYOHINHE) WK TPacTy3yMal), aHTHOHOTHUH (KaTo epUTPOMHLIUK),
AHTHMHKOTHUM (KATO KETOKONA30:), AHTHAPHTMUIM (KaTO aMHORapoH) K Geta-Griokepu (xato
aTeHOION HITH THMOJI0I) MOTAT /12 YREAMYAT PHCKA OT ApHTMKH (8. Touka 4.4).

Anomoppun

Crobulasa ce 3a TexKKa XUIIOTOHHA ¥ 3ary0a Ha Cb3HaHUE, KOTATO OHAAHCETPOH Ce NpHaara

¢ anoMophHH XuApoxI0pHA. Exnorpemennarta ynorpeta ¢ anioMophuH € npoTHEONOKa3aHa (B,
Touka 4.3).

Denumoun, KapbaMazenin # pudamnuyus

Tpy naumenTH, NeKyBany ¢ MOWHKY KHAYKTOpH Ha CYP3A4 (T.e. dennTouH, kapbamazenuH win
pHdamMnuuMY), NEPOPANHHAT KSTMPEHC Ha OHAAHCETPOH € NOBUILEH W KOHUGHTPALUATE Ha
OHJAHCETPOH B KPHBETA Ca HAMANCHH.

Cepomonepzuynu axmuenu sewyecmea (vanp. SSRIs u SNRIs)
Crobinasa ce 32 CEPOTOHMHOB CHHAPOM (BKTIOUUTENHO IPOMEHEH NICHXKHYEH CTaTy
HECTAaOHIHOCT H HEBPOMYCKYHY HapYLICHHA) Cliel AHOBPEMEHHa ynoTpeGa Ha
H APYTH CEPOTOHEPrHYHN JTEKAPCTBEHH NPOAYKTH, BKIHOUHTENHO CENEKTHBHH WM
obpaTHoTO 3axBamase Ha ceporonnna (Selective Serotonin Reuptake Inhibitors,



¥ HHXHOGUTOPH Ha OOPATHOTO 3axBallaHeHa CEPOTONUH M HopaapeHanuH (Serotonin Noradrenalin
Reuptake Inhibitors, SNRis) (Bk. Touka 4.4).

Tpamaoon
Hpe Mankd Npoy4BaHus 33 B3aHMOAEHCTRIATA IOKA3IBAT, e OHAAHCETPOH MOXKE /12 HAMATH
aHaAreTHYHNA eexT Ha Tpamason.

4.6 PepraadTer, GpeMEHHOCT H KEPMeHe

Bpemensoct
B®3 0CHOBa Ha onMTa NPy XOpa OT eNHAEMHOIOTHYHH NPOYUBAHHS CE NOAOSHPA, Y€ OHIEHCETPOH

NpUYHHABA OpOPaUHATEA MAKDOPMALHH, KOTAaTO Ce IPHIIAra Hpe3 MEPBUA TPHMECTLD Ha
GpemeHHOCTTA.

B enno koxopTHO npoyusane, BKmouBamo 1,8 MunHona Gpemennn xeny, ynotpebarta Ha
OHJIRHCETPOH Npes NbpBUA TPHMECTBD € CBBP3aHa ¢ NOBMINEH PHCK OT LISMKa HA YCTHATA, YEMOCTTa H
Hebueto (3 nonbanuTeNHY chyyas Ha 10 000 siekyBaHM KEHH; KOPHrUpaH OTHOCHTENEH PHcK, 1,24,
(95% C1 1,03-1.48)).

Hanuunume ennaeMHOIOIHYHH MPOYUBAHUA 38 CHPACHHH MANPOPMALIMH NTOKA3BAT IIPOTHROPEUHBH
pesyntatd. MacneapannaTa Npy xMBOTHH HE NOKA3BaT NPEKH WIK HENPEKH Bpeiu edeKTH Mo
OTHOIUEHHE HA PENPONYKTHBHATA TOKCHYHOCT.

OnpnanceTpoHd He TpaGBa na ce U3MON3RA NIPE3 MEPBKS TPHMECTHP HA GpeMEHHOCTTA.

Knpmene

He e H3ReCTHO NaMH OHOAHCETPOH C€ eKCKpeTHPa B kbpMaTa. HaMma HANHYHY NaHHH 3a BIKAHHETO HA
OHJAHCETPOH BHPXY KEPMAUuETO MY BLPXY NPOU3BOACTROTO Ha KbpMa. JokasaHo e ofaue, ue
OHJARHCETPOH C& eKCKPETHPA B MAHYHHOTO MILIKO HA NaKTHPAIWH XMBOTHH (Tisxoge). [Mopann Tosa
Ce NpenopbYBa KLPMEHETO a Ce NMPEKPaTH NPEiH ISUEHHETO ¢ OHIAHCETPOH.

Deprunyrer
OHpaHCETPOH HAMA eekT BHPXY depTHaRTETA.

Kenu c AeTepogeH MOTEHLAAN
XKennre ¢ AereponeH NoTeHIMan TPKOBa fa OGMUCAAT U3NON3BAHETO HA KORTPALENLHA.

4.7 EdexTn pppxy cnocodnocrra 3a mohnpane 8 pabora ¢ Manrnns

Onnancerpon Kanuekc He nosnuaBa WM NOBIHABA NpeHeOpeknmo criocofHOCTTa 3a modupane
H pabota ¢ MaliHHH.

Tlpu NCHXOMOTOPHY TECTOBE OHJGHCETPOH He BOIIABA NPOUIBOAUTEIHOCTTA H He MTPUMHHIBA
cefauu. GapMakooTHATa Ha OHNAHCETPOH He NMPEABIKAA BPeJHO Bb3AeHCTBHE BLPXY Takusa
AeHHOCTH.

4.8 Hexenann JeKapeTBeHH PeaXuHn

HesxenanuTte peakuin ca u30poeHH No-10y [0 CHCTeMO-OpraHHi Kiacose {(cnopes 0a3ara JaHHW
MedDRA) 4 qectoTa (BeHukH cpobmenM cb6uTha). YectoTHTe ca AehUHMPAHN KAaKTO CeABa: MHOFO
vecTd (>1/10), gdectn (=1/100 ao <1/10), Heuecty (=1/1 000 o <1/100), peaxu (=1/10 000 no

<1/1 000), mHoro peaxs (<1/10 000), ¢ HeusbecTHa YecTOTa (OT HATHYHHTE JAHHH HEe MOXe a Obae
HAIPaBEHA OLEHKA).

MHOro 4ecTy, YeCTH U HEUECTN HEKENAHY PeaKIlMH OOUKHOBEHO CE ONPERENIAT OT JAHHH
KIMHHYHHTE H3MRTBaHKA, Oele B3eTa NPENBU YECTOTATA HA HEXENAHHUTE PEakLn n
Penxure M MHOTO peaKH HeXKENIaHN peakumu OGHKHOBEHO Ca ONPEAENIEHH Bh3 OCHOB
chOOLUEHHA OT HOCTMAPKETHHTOBUS TIEPUOR.

CrobpasHo cTaHapTHHTE NPENOPBYMTENHM 1031 38 OHIAHCETPOH Ca HIUMCIIEHH C



HapyiueHus Ha HMyHHATa cHcTeMa
Peoxu: PEaKIMH HA CBPBXYYBCTBHTEIHOCT OBP3 THIN, KOMTO NOHAKOTA MOTAT 1a Ownaar

CEPHO3HH, BKHOMHTEIHO aHADWIAKCHA,

Hapyviuenus Ha HepRHATA cHcTEMA
Mruozo vecmu: rnasobonue.

Hevecmu: NpUNafbul, HaOMONABANY Ca ABHIATENHU HAPYIHEHHS (BRIIOUMTEHO
EKCTpaNHpaMULHH PEAKLHY, ZHCTOHHYHH PEAKIMH, OKYNOTUPHHHA KPU3a
H JHCKHHE3ng) Ge3 XaTeropHYHM JOKaraTENCTRA 3a TPAiHH KIHHHUHE 10CHEICTEHA.
Peoxu: CBETORLPTEK, TIARHO NMPK TREPAE GBP30 HHTPABEHO3HO MPHIOKEHHE.

Hapyiuenus Ha ounre

Pedxu: APeX0AHH 3PUTETHK HAPYIICHHA (HAlP. 3aMBINEHO 3peHHe) ITABHO NPH TELPAS
6Bpao0 i.v. npHACKEHHE.

Mhuozo pedxu:  NPexOAHA CAENOTA, TNABHO NPK i.V. TPHIOKEHHE.

B nioseueto ciiyuaun Ha cnenora NHIHOTO BE3CTaHOBARaHE € HabmoaasaHo

B paMkHTe Ha 20 MuHyTH. [ToBeveTo MauuWeHTH ca NONY4HaBald XHMHOTEPANEeBTHYHH
CPeNCTBa, KOKWTO BIUIFOUYBAT LHCHAATHH. Hakon cnyyan Ha NpexoqHa cnenora ca or
KOPTHKA/ICH NPOH3XO0L.

Copaeuny HapymeHns

Heuecmu: Bonka B repaute cbe win Ge3 Aenpecus Ha ST cerment Ha EKT, Gpagdkapana
M apHTMUH.
Peoxu: yanKapaHe Ha QT-uurepsana (BNOUMTENHO torsade de pointes).

Hewzasecmuu:  Muoxapana ncxemus (Bx. Touka 4.4).

CBI0OBH HAPYIIEHHA
Yecmu: yceljase 3a TONAMHA UAH TOPELH BhiiHH.

Hevecmu: XHIOTOHHA,

PecnupatopHy, IpLAHK B MEJHACTHHANHY HAPYINEHHA
Heuecmu: XBJILAHE.

CTOMAUIHO-MPEBHU HADYIIIEHHUA
Yecmu: KOHCTHITALIHS.
Heuszeecmunu:  cyxora B ycTara,

XenaToOUnuapHu HAPYINEHAHA

Heuecmu: ACHMITOMATHYHO TIOBHINABAHE HA YepHOOPOOHHTE GyHKUHOHARHH TecToBe. Tesn
CbOUTHA ce HAOMIONABAT YECTO (PH MAUHEHTH, NOAYABaIN XHMHOTEPATns
€ UHCILTATHH,

Hapywenus Ha koara W NOAKOXKHATA THKAH
Yecmu: 3a4epBARAHE.
Muo2o pedxy;  TOKCHUEH KOXKEH OOPUB, BIUTKOUMTENHO TOKCHYHA ¢MMASPMAtHa HEKPOIH3a.

001Uy HapyiueHHA H eheKTH Ha MICTOTO HA IPHIOKEHHE

Yecmu: JIOKANHH PEaKLH clen L. NPpUInKeHHE.

Heduampuuna nonyrayus
Tpodnrer Ha HEXeNaHUTe eeKTH IPH AeUa W FOHOWH € CPaBHIM ¢ TO3H, HabnoJaBa
BBL3PACTHY.

CrpobuaBaHe Ha NONO3MPAHH HEXKENAHH PEaKIiH
CrpofmaBaneTo Ha MoN03HPaHH HEXENaHN peaKLiiy CJIEA paspelilapaHe 3a ynoTped
[pOAYKT € BaxHo. ToBa no3Bonssa 1a Npoab/KY HADMIOASHNETO Ha CHOTHOIHEHN




JEKAPCTBEHHA MPOAYKT. OT MeAMIHHCKNTE CISUMANUCTH C¢ H3KCKBA Ja crobuiaraT BCAKa
MoJ03UPAHA HEKEJIaHa PeaKiua pes

HzrbnugrenHa areHius No Jekapersara

yi. ,,Jdamsan I'pyes™ Ne §

1303 Codpus
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49 Ilpenosupane

Crumnmomu u npuznayu

OrnmreT ¢ Ipeo3HpaHe ¢ OHAAHCETPO e orpaHu4eH. Bee nak, npy ciyyalino npeaosypaHe Morar a
€€ OYaKBaT CCHHNTE CHMOTOMH Ha MHTOKCHKaLHS: 3PHTETHY HAPYIIEHHS, TEXbK 3aneK, XUlIOTOHHS
¥ Ba3OBarasieH enu3oj ¢ npexonex AV Gaok oT Bropa cTenen. BB BCHUKM ClTyuau CHMITOMHTE
H3YE3BAT HAMBJIHO.

Onpauncerpon yapmxasa QT unTeprana no 10303aBHCHM HayuH. B caydail Ha npeaosupane ce
npenopbysa EKI™ MonuTopHHT.

Heduampuuna nonyrayus

TTeauarpHunn cryday, CHLOTBETCTRAILM HA CEPOTOHKHOB CHHAPOM, Ca JOKIAABaHH CJIeA HEBOIHO
npeAo3HpaHe ¢ OHAAHCETPOH Mpes yoTara (MpesHLISHO HIYHCIeHHe Ha Nepopaliuarta ao3a ot 4 mg/kg)
TIPH KEPMAYeTa U ASLia Ha Be3pact oT 12 Mecela a0 2 ToAHHA.

Hevenue

Hsama cneumduyen aHTUIOT 32 OHAaHCeTPOH. B cayuait Ha nogo3penne 3a npenozupane, TpaGea aa ce
TPKUACKY CUMITTOMATHYHA H MORABPIKALLA TEPanis Copea Cly4asn.

[o-HaTaTBUHOTO NeucHue TPAGBA Ja ObJe NO KAMHUYHY HOKA3aHUS WK CIOPEL MPENOPLKATE HA
HAIHOHAAHNA HEHTLP 110 HHTOKCHUKALMH, KOTATO HMA TAKKBA.

YnorpeOaTa HA HIICKAKYAHa 38 ICYCHHE HA NPELO3MPAHe C OHAAHCETPOH HE CE NPENophYBa, Thil KaTo
€ MaNko BEPOATHO MALHEHTHTE N2 PEarMpaT NOPajK AHTHEMETHYHOTO ALYICTBHE HA CAMHA
OHRAHCETPOH.

5. ®APMAKOJIOrHUHH CBOWCTBA
5.1 ®apmakoaMBAMHYHM CBOHCTBA

DapmakoTeparnesTH A PyNa: aHTHEMETHLH, aHTATOHWUCTH Ha cepoTonuHOBHTe 5-HT: peuentopn.
ATC xon: AO4AAAD]

MexanuinMm Ha aeficTRHE
Ou1aHCeTPOH € MOIIER, BHCOKOCENEKTHREH S-XuapokcutpuntaMus 3 (5-HT:) peuentopex
aHTArOHHCT. TOYHHAT My MEXAHHIBM HA JCHCTBUE NIPH KOHTPOJ HA TAACHETO W ITOBPBUIAHETO He e
H3BECTEH.

XAMHOTEPANEBTUHRUTE ar€HTH ¢ HHTOTOKCHYEH eeKT H NBULTEPANUATA MOTAT A NPeaU3BUKAT
oceobomknaparie Ha SHT (ceporonut) B THHKHTE YepPBa, KATO 110 TO3H HAUMH OTKNIOUBAT pedirexc Ha
MOBpBUIAHE Ype3 aKTHBMpaHe Ha ajepeHTHH BarycHH Bnakua upes 5-HT3 peuenropu. Onaancerpon
610KMpa MHELMMPAHETO Ha TO3W pedekc,

AKTHBUpaHeTO Ha adepeHTHUTE BAIYCHH BNAKHA MOXE CHUIO 13 IPHMHHM ocBobokaasake Ha 5-HT
{cepoToHWH) B 001aCTTa Ha areq postrema, KoeTo JOIBIHUTEIHO CTUMYNMPA MOBPBLLUAKET]
LeHTpaasn MexanH3MH. 1o To3n HaYMH eeKTET HA OHIAHCETPOH NPH TCUEHHETO Ha I’
NIOBPELIAHE, NPEIN3BHKAHO OT UHTOTOKCHYHA XUMHOTEPaITHA 1 ALUETEPanis, BEPOST
KOHKYPEHTHHS aHTaroHusoM Ha 3-HT; peuentopute 8bpXy HEBPOHHTE, PA3IIONOKeH
B NepUdEpHATa, TAKA U B UCHTPAIHATA REPBHA CHCTEMA.




MexaunaMsT Ha feifcTane IpH CACACNEPATHBHO rAACHE H NOBPLIAHE HE € HIBECTEH, HO ¢
rpeanonara, 4¢ ca NOROOHH HA Te3H TIpH HHOYHHPaHO OT XUMHUOTEpAnHd rafcHe d rNOBpLIaHe,

DapMakonuHAMUYHK edexTH

OHJ.'I&HOETPOH HE IPOMCHA [UIA3IMEHWUTE KOHUCHTPALHH Ha NPOiIakTHH.

Yawrmxapane na QT-udrepeana

EdextbT Ha onpancerpos sbpxy QT-uHTepBana e OlieHeH B IBOIHO CAANO, PAHAOMHUIHPAHO, nauebo
U TIOJIOKHTENIHO (MOKCHQIIOKCALIMH) KOHTPONKPAHO, KPHCTOCAHO NPoyHBaHe mpH 58 sppasH
BB3PACTHH MBIKE U FKEHH.

Hozurte va oHpanceTpoy ca 6unu 8 mg u 32 mg, npiwioxkeHn KaTo BeHO3Ha HHDY3HS B NPOALILKEHHE
Ha 15 munyTH, Tipn Baii-BHcOKaTa M3NMTRaHA J03a OT 32 mg, MaKCHMaNHaTa cpefHa (rOpHa rpaHnLa
or 90% CI) pasnuxa 8 QT¢F ot nnaueGo cnen npoMaHa Ha U3XoNHOTO HUEO € 19,6 (21,5) msec. TTpu
JIOIHATA W3MHTBAKA 1033 OT 8 mg, MakcuMatHaTa cpeana (ropsa rpabuua ot 90% Ci) pasnuka

B QTcF ot nnaue6o cnen npomMsna Ha H3xoaHoTO HEBO € 5,8 (7,8) msec. B ToBa npoyusane HaMa
vamepsanus Ha QTcF no-ronemu or 480 msec n yawkasane Ha QTcF ke e no-ronsamo ot 60 msec.
He ca HaGaroaaBalH 3HAYHTENTHH NPOMEHH B H3MepeHnTe enekTpokapauorpadicki PR unm QRS
HHTEPBAJH.

Knvunysa eukacHocT

ITeouampudna nonynayus

[anene ¥ NOBpbUIAHE NPEAHIBHKAHN OT XHMHOTEPANMA

EdukacHOCTTa Ha OHAAHCETPOH NPH KOHTPOJA HA NMOBPHINAHE U rajieHe, NPeAH3BHKAHO OT
XHMHOTEPAIHA, € OLCHEHA B JABOHHO-CIIN0 PAHJOMH3NPAHO KNYHWUYHO NpoyuRaHe ipy 415 nauneHtn
Ha Bb3pacT o1 1 o 18 romnny (S3AB3006). B nuute Ha xMMEOTEPANHA RAUHEHTHTE Ca TIONYYaBAIWU
HJTH OHARHCETPOH 5 mg/m® UHTPABEHO3HO W OHIaHCeTPOH 4 mg nepopano cien 8 no 12 waca, uaw
onjancerpod 0,45 mg/kg TenecHo Terno uHTpaBeHo3HO H Manebo nepopaino cnen 8 1o 12 vaca.
Caen xuMuoTEpanKaATa ¥ ABETE MPYIIH NMOAYYaBaT 4 Mg pa3Top HA OHNAHCETPOH JBa ITBTH JHEBHO B
NpoiLikeHHe Ha 3 AuM. [TeHUAT KOHTPON Ha MOBPBUIAHETO B Hali-NOWKA NEH OT XHMHOTEPAIHATA €
49% (5 mg/m* HHTPABEHO3HO IUTOC 4 M OHIAHCETPOH nepopanHa) cupamo 41% (0,45 me/kg
HHTPABEHO3HO TIIOC TWIauelo opaHo).

Asofino ciano pasaoMu3Mpano nnauebo kouTponupano npoydsate (S3AB4003) npu 438 nanuedy
Ha Bp3pacT o1 | no 17 roguHu IeMOHCTPHPA ITHISH KOHTPOA Ha NOBPLLIAHETO B HAM-NOWKS AEH OT
XMMHOTEpanuaTa Npi: 73% OT NaHEHTHTE, KOraTo OHZAHCETPOH Ce NPIIAra HHTPABEHOSHO B 1034

5 mg/m? UHTpaBeHO3HO 3aeaHO ¢ 2 20 4 Mg AEKCAMETa30H Nepopanto; 71% OT MAlHeHTHTE, KOTATO
OHAAHCETPOH € TIpHAarad KaTo pa3Teop B Jo3a oT 8 mg 3aenHo ¢ 2 1o 4 mg neKcaMeTas’oH [epopanto
B [IHUTE Ha xumMuoTepanns. Clies XMMHOTEpanuaTa K IBeTe TPYNH NOMy4aBat 4 mg paiTBop Ha
OHJAHCCTPOH ABa ITLTH JHEBHO B NpoAbKeHHe Ha 2 qHu. Hama pasmuika B 061aTa YeCTOTa Wi No
OTHOMIEHHE Ha BHJa HEXENAHW Peaklin, HaONOAaBaHH MEXY ABETE MPYNH HA IEYEHHE.

EduxacHocTTa Ha OHAaHCETPOH npH 75 Jeua Ha Bh3pact ot 6 1o 48 Mecelia ¢ M3CNE[ABAHA B OTBOPEHO,
HECPaBHWTENHO MPOYUBAHE ¢ e4HO pamo (S3A40320). Benuky aenia ca nonyuvnu TpH A03H
HHTPaBeHO3HO onganceTpoH (0,15 mg/kg TenecHo Terno Beska), npunoxkend 30 MunyTH pean
HAYANOTO Ha XHMHOTEpanusTa 1 clie]l ToBa Ha 4 u § 4Haca cnen meperara n03a. [Tener koaTpON Ha
MOBPBIUARETO € NOCTHIHAT NPH 56% OT naLMeHTHTe.

Apyro oTBOPeHO, HECPABHHTENHO NPOY4BAHE C €AHO paMo (S3A239) ¢ 28 neua viscneasa
euKacHOCTTa Ha eJHA WHTpaBeHO3Ha 4o3a 0,15 mg/kg TenecHo Terno OHIAHCETPOH, NOCNEABAHO OT

HoctonepatuBro rageHe ¥ Noppuiake
EdmrkacnoctTa Ha eAMHUYHA 1032 OHAAHCETPOH 3a NPOQHAaKTHKA HA CIEAONEPATHRH
¥ [OBPBIIAHE € N3CAENBAHA B NBOHHO CAAII0, PAHAOMH3HPAHO, I1aue6o KOHTponHpa
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(53A40323). BkmoueHnTe naupenty Tpabsanio aa 61aT NOANOKEHH Ha NIAHOBA ONepaLmd Noj
ofima anectTeans 1 uMany ASA crarye < III. Eannuuna ao3a onaancerpon 0,1 mg/kg Tenecuo rerno e
NIPHIIOKEHA B PAMKHTE Ha [eT MHHYTH CNefl BRBEKAAHETO B aHecTesHA. JeNbT Ha NauHeHTHTE, KOHTO
ca UMaJTH MMOHE €JHH EMETHHEH eNH30/ npes 24-YacOBKHA NEPHOA HAa OLEHKA, € NO-TOJISM TipH
NAUKEHTHTE Ha nhanebo, OTKONKOTO FIPH Te3H, Nofdyyasaluy oupatcerpon (28% cpeury 11%,

p <0,0001).

IlpoBeneHm ca yeTHpH JKBOKHO CNENH, ITaNeGO KORTPOIHPakH NPOy4BaHns pH 1469 NAUMEHTH OT
MBKKH W KEHCKH MO (Ha BL3pacT oT 2 10 12 rognyu), noyioxkeHH Ha ofula anecresus. [Maumentire
€2 PaHIOMM3MPaHY WK 38 eAHMHHYHH HHTPaBeHO3HY 1031 oxnanceTpon (0,1 meg/kg 3a neanaTpHuHy
nauueHTH ¢ terio 40 kg win no-manxo, 4 mg 3a NeABaTPUYHA NALMEHTH ¢ Ternio Haa 40 kg; 6poi
nauMesTH = 735) an naanebo (Opoit naunenTu = 734). Hacneasauuat fekapcTBEH NPOIYKT Ce
npHAara B NpoAwWNKeHHe Ha noHe 30 ceKyHAM, HEMOCPEACTBEHO NMPEAH HIH CNEJ BhBEKIAHETO

B aHecTe3ud. OHIAHCETPOH € 3HAUMTENHO No-edieKTHREH OT 1auefo 3a NPeJOTRPATABAHE HA [aneHe
H noBphilare. PesynraTurte ot Tean npoyusanui ca oGobuenn 8 Tabavuara no-gony.

Ipoyupanse | Kpaiina Touka Oupancerpor % IL1anebo % P-CTORHOCT

S3A380 CR 68 39 <0,001

S3GTG9 CR 61 35 <0,001

S3A381 CR 53 17 <0,001

83GT11 Jlunca Ha rageue 64 5} 0,004

S3GT! Jurica na 60 47 0,004
NOBPLIIAHE

CR = nynica Ha eMETHYHA eTH30AM, NPEOTBPATABAHE WIH CITHPaHe
5.2 PapmaxoknHeTHIHH CBOCTBA

(Dapmammnermﬁm’e CROHCTEA Ha OHAARHCETPOH OCTABAT HEIIPOMEHCHH e MHOTOKPATHO
MPUNTOKCHHS.

Abcopbuus

MaxkcHmanay nasMeHH KonuerTpauvn ot 30 ng/ml ce nossasar npubansurenso 1,5 yaca cren
NIePOPAJIHO NPUNOKEHKE Ha 1034 oT 8 mg. Chea eAHOKPATHO HHTPAMYCKYJIHO KK MHTPABEHO3HO
NpUNoKeHue Ha 4 mg OHIAHCETPOH, EKBHBAICHTHH HHBA B KPBBTA CE MOCTHIAT B DPAMKHTE Ha

10 MUHYTH.

Pasnpegenenne
ObemzuT Ha pasnpeneieHne B CTALMOHAPHO CLCTOAHUE € NpubanzuTento 140 nutpa. 70-76% ot
OHJAHCETPOH Ce CBBLP3BA ¢ TUIAAMEHHUTE NPOTEHHH

buotpancthopmaums u endMuBnpane

OnpaHceTpoH c€ OTCTPaHABA OT CHCTEMHOTO KpbBOOOpalieHue upes yeproapobed MetabonussM 1o
MHOKECTBO MbTHINa. Jlufnicata na ensuma CYP2D6 (nonumopdusMbT Ha AeOpH3OKBHHA) HAMa eeKT
BBPXY GapMakoKHneTHKaTa Ha oHAaHceTpoH. [To-Manko ot 5% ot abcopGupanara nosa ce
E€KCKPETHPa HENMPOMEHEHA C YPHHATA. ENMMUHALMOHHUAT ROMYKHROT € OKOJIO 3 10 5 uaca.

Creunanty Monynauny NadeHTH
YCTaHOBEHH Ca MO0BO O0YCAOBEHR PALTHYHA B pasnpeaenieHMeTo Ha onaanceTpod. [Ipu xeunre ce
YCTaHOBSBA [10-FOJIAMa CKOPOCT M CTENEH Ha abcoplius cnet MepopaiHa 1032 H HAMAIEH CHCTE
KTHPBHC H 06eM Ha pasapenenenne (KOPUrupaHo ClpsiMo TErIoTo),

Heya u ionowu (wa evspacm om [ mecey 0o 17 zodunu)

Tlpu neauaTpMuHA NALMEHTH Ha BB3pAcT ot 1 A0 4 Mecena (n = 19), nonnoxkeHu Ha
HOPMATHIHPAHUAT CITPAMO TErIOTO KIHPBHC € nprdausuTenHo 30% no-GaBeH, OTKO!
MALUWEeHTH Ha Bh3pacT oT 5 a0 24 mecena (n = 22), HO CPaBHKM C NMALNEHTHUTE HA BbH3
12 roauntin. EAMHHaLHOHHHAT NOAYKMBOT B TONYNAUMATA TAUHEHTH HA BB3PacT OT
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6,7 uaca B cpagaenHe ¢ 2,9 vaca 3a NAUNEHTH HA BBIPACT OT 5 10 24 Meceua 1 3 A0 12 ronunm,
CBOTBETHO. Pasnukure BB PapMakoxnHETHUHUTE NapaMeTPH B MONYTauHsTa ot 1 20 4 Mecela
NAUMEHTH MOTaT Ja 6b2aT 0BACHEHH OTHACTH © TIO-BHCOKMS MIPOLIGHT HA 0OLLOTO BOAHO ChIBPKAHNE
B OpPraHH3Ma fpit HOBOPOICHH M KbPMaYeTa H no-rojleMus 00eM Ha pasipeciente Ha
BOOPAITBOPHMH AKTHBHH BELIECTBA KATO OHIAHCETPOH.

Ipy neanaTpHHK NAUMEHTH Ha BB3PACT OT 3 10 12 roguuu, MOAI0KEHH HA TUISHOBA ONEPALIMA

¢ o0uug aHecTeann, aGeoMmOTHHTE CTOMHOCTH KaKTO 3a KITMPLHCA, TAKa H 32 obeMa Ha pasnpencicHue
H& OHAAHCETPOH ¢ HAMATEHH B CPABHEHUE ChC CTOHHOCTHTE NPH Bb3pacTHY namenTu. Y npara
[apaMeTLPa Ce YBEIHYABaT JIHHEHHO CNpAMO TENECHOTO TErIo i 40 12-roanniaa sy3pacr
CTORHOCTHTE e AOOIHKABAT 10 TE3W Ha MIIaJINTE BB3PACTHH. KOraTo CTOMHOCTHTE Ha KiMphHCa

1 o0eMa Ha pasnpeencHie 69xa HOPMATHIUPAHH CNOPE TENECHOTO TEMIO, CTOHHOCTHTE 38 TE3N
napameTpH 65Xa CXOAHM MEXKIY PAsNHYAUTE BB3PACTOBH rpynu. U3No13saHeTo Ha N03UpaHe Ha
GasaTa na TEAECHO TETIO NO3BONABA NPOMAHA B 3ABUCHMOCT OT BH3PACTTA H BOJH JO HOPMANHWIUPAHE
Ha CHCTEMHATA SKCHIO3HLNA NPH TIEAVATPHYHH NMALHCHTH.

Hanpasen e nonynauponen gpapMakokHHETHUCH aHaMH3 Mpu 428 nauyeHTa (NALMEHTY ¢ pak,
XHMPYPFHYHO JIEKYBaHH NALMEHTH W 31pagy JoOpoROALH) Ha Bb3pacT or 1 Meceu 1o 44 ronuum cnen
HHTPABEHO3HO NPHIOKEHUE HA OHNARCETPOH. Bb3 OCHORA Ha TO3M aHANH3 CHCTEMMATA EKCIIO3ULIMA
(AUC) Ha onnaHCeTpoH cNef NEPOPATHO WITH HHTPABEHOZHO NPUIOKEHHE TP NELA H IOHOIIN €
CPaBHHMA C Ta3W NPH BBb3PACTHHTE, ¢ M3KIFOUCHHE Ha KbPMa4eTa Ha BE3pacT oT 1 10 4 Meceua.
OGembT na pasnpeeeRUE € CBBPIAH C BH3PACTTR H € TO-HHCHK [IPH BL3PACTHH, OTKONKOTO TpH
KbpMaueTa H aeua. KiupbHCET € CBBP3aH ¢ TernoTo, HO He M ¢ BB3PacTTa, ¢ W3KMoueHye Ha Gebera
Ha BB3PacT oT | 10 4 mecena. Tpyaro e Ja ce 32KM0UH Ja/Ti € HMANO JONBIHUTENIHO HAMAIIBAHE HA
KAHPBHCE, CBBP3aHO C BB3PACTTa MPH KbpMaueTa OT | A0 4 Meceua |l NPOCTO NPUCHLIa
BaphabuiHOCT OpaaK KUCKUA GPOH Ha H3CReABaHHTE IHUA B Ta3H Bb3PAcToBa rpyna. Thit kato
NaLMeHTHTe Ha BB3PACT 1o 6 Mecela Lie Noy4aBaT camo eiHa J03a 3a NPodNNaKTHKA Ha
CIIEZIONEPATHRHO TAJEHE W TIOBPBIIAHE, HAMANCHHAT KIHPHHC BEPOSTHO HAMA 12 MMA KITHHHYHO
3HayeHHMe,

Cmapuecka ev3pacm

IMpoyusauusTa B pansa dasa | npu 30paBs 106pOBOILM B CTAPUSCKA BBL3PACT NOKA3IBAT JIEKO
BB3PacTOBO-3BUCHMO HAMAIABAHE HA KIBPBHCA U YABDKABAHE HA NONYXHBOTA HA OHAAHCETPOH.
HlInpokara HTEpUHAHRKIYTHA BAPRAGWIHOCT 00ave BOOM JO 3HAUNTENHO NPHNOKPHBAHE HA
¢papMaKOKMHETHUHHTE TAPAMETPH MEKTY MAaaH (<65 rofMH#) ¥ NAUMEHTH B CTAPYECKE Bb3PacT
{265 ronunn). He ca Habmiostagaty pasnuin B 5e30NacHOCTTa H eUKACHOCTTA MEXAY MAATH

M BBL3PACTHH NIAUMEHTH C PaK, BKIOYEHH B KIMHHUIHMTS NPOYUBAHNS 38 H3CTeJBAHe Ha NOBPLILAHE
¥ rajiene, HpeiH3BUKAHO OT XHMHOTEPANHS, B ITOJKPENa Ha NPENOPLKMTE 33 PARTHUHY JO3H 1pH
TIALKEHTH B HAMPEAHAA BB3PacT.

B®3 0cHOBA Ha 1O-CKOPOLIHHE AaHHH 32 FIIA3MEHHTE KOHLEHTPALIMY HA OHAAHCETPOH ¥ MOAETUPAHETO
Ha peaKLHs Ha ¢KCTIO3MIMA C& MPOTrHO3xpa no-roasM edext Bbpxy QTcF npu naumeHTH Ha sB3pacT
275 rON¥HH B CPaBHEHHE C NO-MAAHTE BB3PAcTHY. IIpenocTass ce KOHKpeTHa HRPOPMALHA 3a
Do3Upate 3a MauyenTs Kax 65 roauHy » Han 75 TONMHM 32 MHTPABEHOIHO A03upane (RK. Touka 4.2,
[laumeHTH B cTapdecka BLIPacT 265 roguHy).

Hayuenmu ¢ 6vépeuno yepexcoane
[Tpu maimerTH ¢ yMepeHo Hb0pedHo yBpexaaHe (KpeaTHHUHOB KIHPRHC 15-60 ml/min), kakTo
CHCTEMHUAT KIMPBHC, Taka H OOEMBT Ha pasnpeleNeHue Ce HaMANABAT Clied HHTPABEHO3HO
TPHIOKEHUE HA OHAAHCETPOH, KOETO BOIM 10 NIEKO, HO KIHHHYHO HE3HAYHTETHO YAL/DKeHHE HA
SNUMHHAUHOHHHUS TIONYARBOT (5,4 yaca). ITIpoyyBaHe Npu NaUMenTH ¢ TexXKo G16peuno y,
KOUTO C€ HYKRAAT OT PEAOBHA XeMOAHANN3a (M3CTIeABaHa MEXAY AHATH2H), TIOKA3BA,
(PapMaKOKUHETHKATA Ha OHJAHCETPOH € IO ChIIECTBO HENPOMEHEHA CIER HHTPABEHO:
nNpuioxKEHHE,

{layuenmu ¢ vepnodpobno yepescoane
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ITpu nawwenTH ¢ T€KKO YepHOAPOOHO YBpEKAaHe CHCTEMHHAT KIHPBHC Ha OHIAHCETPOH €
3HAYUTETHO HAMANEH, NONTYXXMBOTET Ha eTMMUHMpaHE € YABLKeH (15 10 32 waca) ¥ nepopanHarta
GuonamrHocT e 6an30 100% riopany HaMaNEHHS MPeICHCTEMEH METABOMMTEM,

§$.3 TpeaxrAnsdsn 1anAN 32 GesomacHocT

HexnHHHYHNTE NaHHN HE PA3KPHBAT 0COOEH PHCK 32 XOPAaTa B3 OCHOBA Ha KOHBSHUMOHANHY
npoyuBasus 3a papmaxonoruyHa 6e30nacHOCT, TOKCHYHOCT NPH MHOTOKPATHH 03U W KaHUEPOreHeH
NOTEHLHWANL.

Hscnedganun Ra penpooyKmMuGHama moxkcuniocm

fIpoyusahuaTa 32 penpoRyKTHBHR TOKCHHHOCT NPH NNBXOBE ¥ 3aHUM He NMOKA3BAT JOKA3ATENCTBA 38
HAKAKLE BpefeH eieKT BbPXY IUI043, KOraTo OHAAHCETPOH € NPWIAraH 10 BpeMe Ha reproja Ha
OpraHoreHesa CbOTBETHO NPHOIN3HTETHO 6 H 24 TBTH, MAKCKMASIHATA NPENOPBUKTEHE NEpOpasHa
J103a TIpH Xopa ot 24 mg/aeH, BL3 OCHOBA Ha IJTOL Ha TANOTO.

pu nipoy4sanius 32 eMOpHOHaNHO pa3BHTHE Ha M0 NPH LTEXOBE M 3aiiu, GPEMEHHHTE HKUBOTHH
ca noyyaBany CpajiHH J03H OHJaHCETPOH ChoTBETHO B0 |5 mg/kg/nen # 30 mg/kg/aen, no speme Ha
fiepuosa Ha opradoreHesara, C H3KkioueBde Ha JICKO HAMATABAHE Ha HAAAABAHETO HA TENIECHO TEMI0
TIPK MEAKKTE NpH 3aHLMTe, HAMA THAYMTENIHN eeKTH Ha ONIAAHCETPOH BLPXY MalikuTe Win
pasBHTHETO Ha noToMeTsoTO, [IpH no3w ot 15 mg/Kg/nes npu ansxoee # 30 mg/kg/nen npu 3aiium,
MaHyHHaTa 2032 € npUbIV3NTeNnHO 6 W 24 TETH HAJ MAKCHMARHATa IPENOPLYMTEIHA NEPOPAIHA 4034
oT 24 mg/nen, crOTBETHO, Ha 6a3aTa Ha TeNeCHaTa NOBLPXHOCT.

B npoyyusanms 3a TOKCHUHOCT NPEIM ¥ CliET paXXI2HETO, GPeMEeHHH TLTBXO0BE Ca NoMyHasany OpaiHy
2034 oHpaHceTpoH ot 15 mg/kg/nen or 17-ug Aer Ha GpeMeHHOCTTA 10 PAKIAHETO Ha 21-UA ien.

C H3KIOYEHKE Ha JIEKO HaMaNsARaHe Ha HALJaBAHETO Ha TeJIECHO Tero Ha Malikara, He ca
HaGMoNABARYTOKCUYHY eEeKTH Ha OHAGHCETPOH NPH GPEMEHHH TLTPXOBE MM BBPXY Npe-

Y NOCTHATANHOTO PA3BUTHE Ha IOTOMCTBOTO, BKAIOHHTEIHO PENTPOAYKTHEHO NMOBEASHWE B CRBP3AHOTO
noxonenue F1, TTpu go3a ot 15 mg/kg/nex npu nieXope, majfumkara 103a ¢ npudiusvreano 24 mptH
Hal MAKCHMAJTHATA MPENOPLYNTEIHA ITEPOPAIHA 1033 NIPY X0pa oT 24 mg/IeH B JaBHCHMOCT OT
TeNecHaTa MOBBPXHOCT,

OupaHceTPOH ¥ HETOBHTE METAOONMTH CE HATPYNBAT B MAAKOTO Ha MTBX0BE, CHOTHOWIEHHETO
mMAsKo/finasma € 5,2:1. Mscneasane BLpXy KIOHUPAHH HOBELIKM ChPASYHH HOHHH KaHaNH nokala, 4e
OHAAHCETPONRBT HMA NOTEHLMAJ 14 NOBTIHAE Ha ChbPASYHATA Penospu3atus upes GrokupaHe Ha
KamuesnTe Kanand #a hERG npm kiiHuuHO 3HauuMil xoHuesrpauui. [pexonnu npomenn B EXT ca
JOKTaABAHY KTHHHYHO (BXK. TOUKA 4.4).

6. OAPMAIEBTHYHU TAHHHA

6.1 Cnuesk ¥a NOMOIEBETE BeleCTRa

Harpues xnopun

JiumoneHa KucennHa MOHOXUAPAT
Harpues untpar nuxuapar

Bona 3a yaKexk1mH

6.2 HechBmecTHMOCTH

Omnpancerpor Kanueke akexunoner/nHpy3noneH pazTBop He Tps6Ba Aa Ce npHnara g
CTIPHHUOBRKA ¥iH HRPYIHOHHA KOMIUIEKTH KATO BCAKO JPYro JIEKapCTBO.

COMeHaTHTe B Touka 6.6.

6.3 Cpox na roanocr

13



3 roannn

Cnen oreapsHe Ha aMnynara

Cnen orpapsase tpsabea na ce u3nonssa sesabasHo,

Cpox Ha rogHOCT ¢rien paspeXnaHe

Jloxazana e xumuyecka ¥ Gr3HvecKa CTabUIHOCT MPH yrioTpeba 8 npoasmKeHye Ha 7 AHK ipu 25 ° C
2 108°C.

Ot MukpOOHONOrHYAA IIeHA TOUKA PA3PEASHUAT MPORYKT Tpabra fa ce H3noA3Ba He3a6aBHO. AKO
He Ce Hanon3ea He3alaBHO, BPEMETO M yCIIOBHATA 3a ChXPAHEHHE MpeH YoTpeba Ca OTrOBOPHOCT Ha
roTpebuTens u obuKHOBSHO He TPAGRa Na ca No-FBArH OT 24 uaca npu 2 10 8 ° C, ocses ako
Pa3pexAAHETO HE € CTAHATIO B KOHTPOJIMPAHH H BATHAKPAHH ACERTHHHY YCNOBHA.

6.4 Crpeunanuu yc10BMS Ha CbXpaneHne

Tosu nexapeTBen nponyKT He MIUCKBA CTICLMATHE TEMIIEPATYPHY YCHOBHA A ChXpaHEHHe.
Coxpausgsaiite aMnynwre B KapTOHEHaTa ONAKOBKA, 3a Ja C¢ MPEANasH OT CBET/IHHS.

3a ycoBuATa Ha CHXPAHEHHE CJie]l PA3PEAANE HA JIEKAPCTBEHHS IPORYKT BIDKTE TOYKA 6.3.
6.5 Baa H chabpkaHde HA ONAKOBKATA

2 ml uau 4 m} pa3TBOP HAMLINEH B AMITYIU OT NPO3PAYHO CTBHKIO € TOYKA 3@ CUYNBAHE.
AMIYRHTE ¢a ONaKOBaNH BLB BIIOXKKA, OCTABEHA B KAPTOHEHA KYTHI.

Onaxopky:
3, 10 vwu 25 amnaynu

He BcrvkH BuaoBe onakoBkH MoraT Ja GbaT NycHaTH Ha ma3apa.
6.6 Creunaann HpeINa3HA MEPKH NPH M3XBLPAsHE U pabora
Camo 3a eqrokpaTHa ynorpe6a.

[ipenn ynotpeba nexapersenudar nponyKr TpsGBa fa Obile HHCIEKTUPAH BH3YANHO. JlekapeTBeHHST
NPOAYKT He TPAGBA Ra Ce H3NON3Ba, AK0 MMa BUIMMMK PU3HALM HA BNOIGAaBaHE (HANP. HaCcTHLH HIH
obesuaeTaBane).

Cren orsapane Ha aMIynara npoaykTsT Tpabsa na ce nanomsea Hezabardo. Heusnonspanust
NEKAPCTBEH MPOAYKT HITH OTNAIBYHUTE MATEPUAIH OT Hero TpAGsa fa ce HIXBLPJAT B CHOTBETCTRHE
¢ MECTHHTE H3UCKBAHMUS.

Onparicerpon Kanuekc He Tpsbea 1a ce cTEpUNMIUpa B ABTOKNAB,

Moske 18 ce paspexaa cbe cIeAHHTE UHDYINOHHN PA3TBOPH 33 HHTPABCHO3HO PHIOKEHHE:

—  PasTBOp Ha HaTpHes xnopua 9 mg/ml (0,9%);

~  Ppa3TBOp Ha rmoko3a 50 mg/ml (5%);

—  pasteop Ha maratosq 100 mg/ml (10%);

—  pasteop Ha Punrep;

-  pasTBOp Ha Kanues xaopua 3 mg/ml (0,3%) 1 pasTBOp Ha HaTpHes xstopua 9 mg/ml (0,9%),
—  pasTeop Ha xanueB xiopun 3 mg/ml (0,3%) n rnrokosa 50 mg/mi (5%);

—  pasTBOP Ha MAKTATeH PHHrep,

Hokazano e, 4e OnpaticeTpoR Kaniekc e ChbBMeCTHM Che CAPUHIOBKY OT NOAHNPONKIIE
cTeknend Syt tun I, nonuerinen (PE), nonneunwixiopua (PVC) u etunos Bl
(EVA) nudysvionsu Topbuuxa # PVC 1 PE 1puby, Korato ce paspexsa ¢ ropeciioMe,
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ungy3nonHy pasteopu. Joka3aHo e, ue vepaipeaennsat Onaancerpor Kameke
HIKEKLIMOHeH/ MH(y3HoHen pasTeop e cheMecTM ¢ PP cnpuriiosim.

CBBMECTHMOCT ¢ APYTH JeKapCTBa

CuzanceTpor MoXe Ia C€ NPUIIAra Ypes WHTPABeHO3HA uHdY3Ha (NpH | mg/uac). Crenunre
JEKapCTBEHH NPOAYKTH MOrAT Ja ¢¢ npuiarat npe3 Y-MACTOTO Ha OHAGHCETPOH, Aasalll HaGop 3a
KOHLCHTP2LMH Ha OHJAHCETPOH OT 16 Ao 160 Muxporpama/m] (anp. ¢roTseTHo 8 mg/500 mi

v 8 mg/S0 ml) (e. Touka 4.2).

—  Uucennaman

—  S-Gnyopoypauui
—~ Kapbomnarusu

— Eronosux

- Hedrasnaum

~  Huknodochamun
- JlokcopyGuris

- [HexcaMeTa3oH

7. NPHTEKATEJ HA PASPEIIEHHETO 3A YHOTPEBA

AS KALCEKS

Krustpils iela 71E, Riga, LV-1057, Jlateua

Ten: +371 67083320

E-maiin: kalceks@kalceks.lv

8. HOMEP(A) HA PAIPEIIEHUETO 3A VIIOTPEERA

Per. Ne: 20220139

9. IATA HA ITBPBO PASPEIIABAHE/MTIOHOBSIBAHE HA PAZPEMIEHUETO 3A
YIIOTPERA

Hara na nepBo paspewasane: 09. 05. 2022

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA
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