KPATKA XAPAKTEPHCTHKA HA HPOAYKTA

1. HME HA JEKAPCTBEHMS INIPOAYKT

30®PAH 4 mg drnrvupanu TabneTku
ZOFRAN 4 mg film-coated tablets

30®FPAH 8 mg punMHpaHH TabaeTrH
ZOFRAN 8 mg film-coated tablets

2. KAYECTBEH H KOJHYECTBEH CHCTAB

W3NbAHUTENHA ATEHLMA 10 it

KpAMIR XAPOKTBPUCTTAXE HE NPOGYKTIA - TDUAGKEN 6 -
Kont P, Mt ... 200AL0LE L LR

Paspewenue M Je 1AL é’f 678

241

| Ogodperiue e

Beska Tabnetka chabpKa 4 mg wiH § mg ovmanceTpoH (ondansetron) KaTO XHIPOXJIOPHA JUXHIPAT

(as hydrochloride dihydrate).

3a IrBITHHA CNKCHK HA TIOMOIIHATE BEMIECTRA BUKTE TOUKA 6.1,

3. JIEKAPCTBEHA ®0OPMA

DOunmupaHa TabreTka.

TabneTkuTe, ChABEpKAIK 4 Mg OHJAHCETPOH (KATO XHAPOXNIOPH AHXMAPAT), Ca XK BJITH HA BT,
ENUICOBKAHH, NBOHHOM3MBKHANH, ¢ Haamhe ,,GXET3” ot eanata cTpaHa M IMaaKH OT ApyraTa.

TabneTkute, chappxalny 8 mg OHAAHCETPOH (KATO XHAPOXIOPH AUXHAPAT), ¢4 HBJITH Ha LIBAT,
CITHTICOBHIHH, NBOHHOM3ITEKHANY, ¢ HaamHC ,,GXETS5” oT eaHaTa cTpaHa M riaaKu OT Apyrara.

4. KJIHHHYHU JAHHH
4.1. TepaneBrAYHH NOKAZAHHRA

Br3pacTan:

3odpas TabneTku ca MoKa3aHH 3a ORNAIABAHE HA aieHe U MOBpbLaHe, PHUYMHEHH OT LMTOCTATHYHA

XHMHOTCPAIIHA M NBYCTCPAITHA,

3o¢pas TabneTkH ce NpHAATaT CHILO 33 MPEIOTBPATABAHE HAa MOCTONEPATHBHO raeHe U NOBPBINAHE.
3a eyeHHe HA NMPOABEHO NOCTONEPATHBHO AACHE M MOBPHILIAHE CE MPENOPEYBA NPHIOKEHHE HA

Jodpas HIKEKLHOHEH pasTBoOp.

Heanarpuuna nonyJaauns:

3odpaH € noKa3aH 3a OBNaJABaHe HA rajeHe M MOBPBUIAHE, [IPHYHHEHH OT XMMHOTEpaNHs 1py Jela

Ha BB3PACT = 6 Meceua.

He ca mpopexcnaHH npoy4saHHs 3a ynorpebaTa Ha NEpOPaTHO MPHICKEH OHNAHCCTPOH 38
NpeaOTBPATABAHE MIIH JICUEHHE Ha TIOCTOHEPATHBHO raficHe U NOBphIIaHe. 3a npefoTBpaTABaHe H
JICUCHHE Ha [TOCTOMEPATHBHO [a/iCHe | MOBPBINAHE NIPH ACLA Ha BB3pacT = | Mecell ce npenopsuea

npHIoKeHHe Ha 3odpad HIDKEKIIHOHEH pa3TBop.

4.2. JMo3HpoBKa H HAYHH HR NPHJAOKEHHE

JleueHne Ha ragene H NOBPLUIAHE, HIPAYHHEHA OT XMMHOTEPANKA HIH JbYeTEPATH
EMeTOreHHHAT [OTEHIHAT Ha NPOAYKTHTE, HAMONIBAHH 34 JIeYeHHE HA TYMODH, 3aBHCH
JAO3HPORKHTE W M3MOM3BAHHTE XMMHO- H .ThYeTepaneBTH4HH pexxumu. H36opsT Ha 1030
OHAZHCETPOH Ce MPaBK ChOOPasHO ¢ eMETOTEHHMA MOTEHIHAN HA TOPATIHATA.




Buipacmnu

I'anere W MOBpENIAHE, IPHYMHEHH 0T XHMHOTEDANNA H THYETEPAIH:
INpenopruanara nepopajHa nosa e § mg, npuera 1-2 yaca NpeIn XHMHOTEPANUATA WK
IbYETEPaITAATA, OC/ICABAaHA OT 8 mg nepopamHo Ha BeekH 12 yaca 3a MAKCHMYM S THH.

3a CHJIHO eMETOreHHa XMMHOTEPAITHA MOXE J1a Ce MPHIOKH eAHOKpaTHA NepopaliHa 103a
OHAAHCETPOH A0 24 mg, eNHOBPEeMEHHO ¢ 12 mg nepopaieH fekcamerazoHoB Hatpues ocdar, 1 1o
2 Yaca npeay XUMHoTeparuaTa. CAen MepBUTe 24 vaca, IEPOPANHO OPWIOKEHHE HA OHJAHCETPOH
MOXke A4 NPOAB/IDKK 34 NEPHOA A0 5 AHM CEN Kypca Ha JiedeHue. [IpenopruaHaTa nepopanua no3a €
8§ mg, nBa 'STH AHEBHO.

Heouampuuna nonyaayun

Tagene ¥ [OBpbINaHe, NPHYMHEHH OT XHMHOTepanHd NPy Jelia Ha BB3IPACT = 6 Mecelia ¥ KOHOINY

IIpu ranene u nosphINaHe, NPUUMHEHH OT XMMHOTEpAMHA, O34T MOXE /A Ce W3YHMCIH Ha 6a3aTta Ha
TEMeCHATA IOBLPXHOCT HIIH TEITIOTO, KAKTO € MPEACTABSHO HO-I0MY. B IMeqHaTpHIHl KIMHHYHH
HPOyYBaHHA, CHAZHCETPOH € paszpexknad B 25 ml no 50 ml dusmonormien pasreop unu apyr
nomxoaam Hady3HoHeH pa3TBOp (BXK. TOUKA 6.6) 9 e MPHIIaraH upe3 HHTPABEHO3HA HHY3HS 32 He
NO-M&IKO OT 15 MUHYTH.

HosupaneTo Ha 6a3aTa Ha TETNOTO BOAH HO IO-BHCOKH OOLIM JHEBHH JO3H B CPABHEHHE ¢ JOIHPAHETO
Ha GazaTa Ha TelecHaTa MOBBPXHOCT (BkK. TOUKH 4.4 1 5.1).

Hama naHHH OT KOHTPOTHPAHH KIHEHYHM TIpOYUBAaHHA 32 MPHIGKEHHETO Ha 3otpaH 3a
NPEAOTBPaTABAHE HA MO-KECHO MPOABEHO HITH TIPOXBIDKHTENHO raficHe ¥ NIOBPHILAHE, NPBUHHEHH OT
xumuoTepanus. Hava faHHH OT KOHTPOIHpasH KIMHHYHY NIPOYYBAHKA 33 MPHIOKEHKETO Ha 3odpan
IIPH raacHe H MOBPBINAHE, IPHYHHCHH OT JIHLUYCTepanHKA IPH OJCLA.

20314[23116 Ha §a3aTa Ha TenecHaTa NoBh PXHOCT,

3odpan TpabBa na ce NPUIIOAKH HETMOCPEICTBEHO MPEIH XUMHOTEpPATHSITA KATO €AHOKPATHA
HHTpaBeHO3H2 [103a 0T 5 mg/m?, EAHOKpaTHATa HHTPABEHO3HA /l03a He TPAGBa Aa NpeBMana 8 mg.
[NepopanHoTo NpUICKEHHE MOXKe 12 3aMo4ke 12 yaca NO-KBCHO M MOXE 3 MPOABIKH 0 5 AHH (BK.
TaGauma 1).

O6wara fo3a 32 24 yaca (IpunaraHa Ha OTAENHM NIPUEeMH) He TpabBa 1a npeBHINaBa 003aTa 3a
BE3pacTHH OT 32 mg,

Tabnuua 1. losupase npu xumuoTeparnya Ha 6a3ara Ha TeIeCHATa OBBPXHOCT — Jlela Ha BB3pacT
= 6 MeceLla H IOHOIIN

Tenecua Hen 1 @5 Huu 2-6 ©
NOBEPXHOCT
< 0,6 m? 5mg/m?iv. + 2 mg cupon Ha
2 mg cupon cies | Beeku 12 vaca
12 qaca
>0,6m’no | Smg/miiv.+ 4 mg TabneTka
<1,2m? 4 mg rabnerka HAa BCEKH
cinen 12 gaca 12 vaca
> 1,2 m? 5mg/m?iv.wm | 8 mgrabnetka
8mgiv. + HA BCEKH
8 mg Tabnerka 12 yaca
cien 12 vaca

? UeTpaBeHo3HaTa fo3a He TpAOBa a mpeBuinasa 8 mg.
8 Ofwara fo3a 3a 24 yaca He TpaGBa Aa MpEBMINABA 03ATA 3@ BB3PACTHH 0T 32 mg.

Hoaupane Ha §a3aTa Ha TeJeCHOTO TEIVIO:
Hosupanero Ha 6a3aTa Ha TETJIOTO BOAH O 11O-BHCOKH OGIIH JHEBHU AO3H B CPABHE
Ha Ga3ara Ha TelleCHATa MOBBPXHOCT (BK. ToukH 4.4 1 5.1).
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3odpas Tpabea na ce TPUIOKHE HEMOCPEACTBEHO NPENH XMMHOTEPANIMATA KATO €AHOKPATHA
uHTpaBeHo3Ha no3a ot {,15 mg/kg. EnsokpaTHaTa HHTpaBeHO3HA 4032 He TpsOBa Ja NpeBUIIARa

8§ mg.

JlBe mocneaABaly MATPaBEHO3HY A03# MoraT Ja GBOaT NPHIOKeHH Ha 4-4acOBU HHTEpBAITH.
IepopamHoTO MpHIOKEHHE MOXe Aa 3amoyHe 12 Haca mo-KECHO H MOXKE Aa MPOABDKH JO 5 THH (BXK.
Tabnuua 2). '

O6mara n03a 3a 24 yaca (MpHaraHa Ha OTIEJIHM [IpHeMH) He TpsOBa na TpeBHIaBa JO34Ta 32
BB3PACTHH OT 32 mg.

TabGnuua 2. Mosupade npu XUMHOTEpanks Ha 0a3aTa Ha TeecHOTO Terno — Jena Ha Bb3pacT
2 6 Mecella M I0HOLIH

Terno Jlen 1 0 Jium 2-6©
<10kg Jo 3 no3u ot 2 mg cHpoI Ha
0,15 mg/kg i.v. Ha BcekH 12 yaca
4-1aCOBM HHTEDBATK
> 10 kg Ho 3 nosu ot 4 mg TabneTxa Ha
0,15 mg/kg i.v. Ha BcekH 12 vaca
4-yacoB# HHTEPBAIH

* HHTpaBeHO3HAaTa 1032 He TpalBa Ja npepnmasa 8 mg.
§ O6wmara noza 3a 24 yaca He TpAOBA Ja IPEBHINABA t03aTa 32 Bb3pacTHH ot 32 mg.

Ilayuenmu ¢ cmapuecka ev3pacm

TajieHe M NOBpLIIAHE, NIPHIAHEHW OT XUMHOTEPANNS W TbYETEpallHs
He e Heobxomuma npoMsHa B IEpOpPATHATA 1032 HIIH YECTOTATa HA NPHIOKEHHE.

ITayuenmu c 6vOpeuno yepescoane
He ¢ HeoOxoauMa npoMAHA B AHEBHATA NO3HPOBKA, YECTOTATA HA TIPHEM H/IH HAYHHA HA [IPWIOKEHHE.

Hayuenmu c ueprnodpobno yepexcoane

K/THPBHCHT Ha OHAAHCETPOH € 3HAUHTEIHO HAMAJIEH, 4 CEPYMHHAT MONYKHBOT € 3HAUHTEITHO
YIOBIDKEH IPH MALHMeHTH ¢ YMEPEHO HITH TEXKO YBPEKIaHe Ha uepHonpobHara dynxuua. [Ipyn tax
o0Iara JHeBHA 038 HA OHAAHCETPOH (MHTPaBEHO3HO H NEpOpanHo) He Tp46Ba 1a HaaBHIuasa 8 mg.

Baenu memabonuzamopu Ha cnapmeun/debpusoxeun

EnMMHHALMOHHEAT MOTYKHBOT HA OHASHCETPOH HE C¢ TIPOMEHA IIPH Te3H nanueHTH. CliefoBaTeTHo
PeMOBHHAT MPHEM Ha TIPOAYKTA IPH TAX Ilie AOBEAE 10 HHBA Ha eKCTIO3HIMA, KOMTO He Ce pasiHuapaT
oT Te3u npu obmara nomynaiHd. He e reo0XoanMa MpoMAHA B THEBHATA IOZMPOBKA WITH YECTOTATA.

IlocTomepaTHBHO rageHe H NOBPLIIAHE

Beipacmuu
3a nmpeqoTBpaTABaHE HA OCTONEPATHBHO raJCHe U MOBPBLIAHE, IPETOPEUHTEIHATA NEPOPATHA 1038 ©
16 mg, 1 4yac npeu BLBEKIAHE B aHECTe3Hs.

3a JieueHHE KA OPOABEHO MOCTONEPATUBHO raieHe | TIOBPBIIAHE 6 MPENOPEYBA MPHITOKEHHE Ha
3othpaH MEKEKILMOHEH Pa3TROP.

ITeduampuuna nonynayin

[MocTonepaTHBHO rageHe W HOBPbHILAHE [IPH JIella Ha BR3PAcT = | Mecell W IOHOMIH
He ca nporexJaHu poyvBaHAS 33 MEPOPATHO NPHIOKeHHe Ha 3ohpan 3a NpenoTBpaTIB
NeueHMe HA TIOCTONEPATHBHO rafeHe i NoBphilane. [Ipenophisa ce GaBHA HHTPABEHO3HS
(ne no-manko ot 30 ceKyHIH).

=

Hama nasnH 3a ynotpebara Ha 3odpat 3a AedeHHE HA NOCTONEPATHBHO FAEHe H IOBPBIIAHE DU 'f '
P %
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Jelia noj 2-ToMIIHA BB3pacT.

Ilayuenmu 6 cmapuecka ev3pacm

CHInecTRYBAT OrpaHM¥eHH JaHHH 32 eexTa oT ynorpeba Ha 3odpaH 3a mpesOTBPATABAHE H JIEHCHHS
Ha NIOCTOTIEPATHRHO rafieHe U NOBPBLIAHE IPH Te3H [TalMeHTH. BBIIpexu ToBa, OHRAHCETPOH Ce
NIOHACA 106pe oT malyenTH Hall 65 rOAMHE Ha XUMHOTEPAaNHA.

Iayunenmu c fvbpeuno yepexcoane
Hee HCOGXO,IIHMR OpOMAHA B JHCBHATA JO3WMPOBKA, HECTOTATA HA TIPHEM HITH HAYHHA Ha NPWIOXKEHHe.

Ilayuenmu c uepnodpotbno yepesicoane

KIHpBHCET Ha OHAAHCETPOH € 3HAYHTENTHO HaMaJleH, 4 CEPYMHHAT NOTY>KHBOT € 3HAYHTE/THO
YABIKEH TIPH NALMEHTH ¢ YMEPEHO HITH TEXKKO YBpeXKIaHe Ha YepHonpoGHaTa ¢pyHkima. [Ipy Tax
ofmara JHEBHA 032 HA OHAAHCETPOH (MHTPaBEHO3HO M NIEPOPAIHO) He TpabBa a HaasHIIaBa 8 mg,

Basnu memabonuzamopu na cnapmeun/0ebpusoxeun

EauMuHalMOHHHAT NOTYKHBOT HA ORTAHCETPOH HE ce MPOMeHd NPH Te3d MalueHTH. ClienoBaTenHo
PeIOBHHAT NIpHEM Ha NMPOAYKTA NPH TAX lle AOBEE IO BHBA Ha €KCIIO3HLYA, KOHTO HE CE pa3IHYaBar
OT Te3u npH obiara nooyaauwi. He e HeobxoanmMa npoMsaHa B AHEBHATA JO3MPOBKA WIIH YECTOTATA.

Haunn Ba npuioxkenne

Tlepopaino npuwioxeHue.

OceeH nox dopmata Ha TabnerkH, 3odpaH ce Npeiara B KATO HIKEKITHOHEH Pa3TBOP 33
TIAPeHTEPATHO TIPUNIOKeHKE. ToBa YNeCHIBA MPUIOKEHHETO H TOUHOTO ONPEZENAHE Ha J03ATA.

Tabnerkure Tpabea aa ce MOTMBINAT LIENH, ¢ MATIKO BOJA.
4.3. TIpoTuBomoxazanus

EnHOBpeMEeHHOTO TIPHIIOKEHHE ¢ aIFOMOPGhHH € NPOTHBOIIOKA3AaHO, Bb3 OCHOBA Ha ChOOIIEGHHS 3a
TEKKa XHIIOTOHHA H 3aryba Ha ch3HAHHE, KOTaTO OHAAHCETPOH € 61 npuiarad ¢ anoMopdHH
XHAPOXNOpHA, (BXK. ToUKa 4.5).

CBpBEXYYBCTBUTENTHOCT KbM HAKOS OT CBCTABKMTE HA MPOAYKTa (BXK. Touky 4.4 1 4.8).
4.4, CuoenuanHu npeaynpexIeBHs A Hpeina3HE MEPKH OpH yunorpeba

JloKafBaHu ca peakUHMHK HA CBPBXUYBCTBHTEHOCT [IPH ITAI[MEHTH ¢ [0KA3aHa CBPBXUYBCTBHTEIHOCT
KBM ApyTH cenekTHBHH SHT; pelienTophu aHTArOHHCTH.

Pecniuparopuu ¢uGuTis TpsOBa A4 ce JIeKyBaT CHMIITOMATHIHO H JIeKapHTe TpabBa A2 uM 00psiiaT
ocofeHO BHUMAaHHe, Thil KATO Teé MOTAT Jia MPe/IIIECTBAT PEAKIIHH Ha CBPbXYyBCTBHTETHOCT.

OnpasceTpoH yabmkaBa QT-uHTepBana no 10303aBHCHM HavHH (BX, Touka 5.1). OcBeH TOBA, B
CNeperncTpauMOHHHA TIEPHO ca IOKITanBaHu cinyvau Ha Torsade de Pointes npn ynotpeba Ha
oupaHceTpoH. [IpuoKeHyeTO Ha OHlaHCeTPOH TPIOBA Jia ce HR0ATBA NPH NALKMEHTH ¢ BPOIECH
CHHIpOM Ha yawoken QT-urtepBan. OngaHceTpoH TpabRa na ce npriara ¢ NOBHIICHO BHUMAHHE NPH
TIAUMEHTH, KOHTO HMAT WIH TIPH KOHTO MOXE J1a ce NOABH yAbbkaBane Ha QT-uHTepeania,
BKJIIOUMTEITHO IALMEHTH © eNIeKTPOIIHTEH AucharnaHe, 3acToiHa chpledHa HEIOCTATBYHOCT,
GpanuapuTMHH WIH TAKHBA, IPHEMAIIH APYTH IEKAPCTBEHH MPOIXYKTH, KOWTO BOJAT 0 Y47
Ha QT-unTepBana HK A0 ENEKTPONKTEH nUCOaIakC. /

C'BOGH.laBa €€ 3a CJIYYaH Ha MHOKAapAHA MCXEMHA NP NAHHCHTH, JICKYBAHH ¢ OHAAHCE
HAKOH MALMEHTH, OcOOEHO B CJTyUail Ha HHTPABEHO3HO NPUIOKEHHE, CUMIITOMHTE Ce
HENOCPeICTBEHO CIe]l MPHITOKEHHE Ha OHJaHCeTpoH. TlarmenTyre Tpabea na 6b1aT I

|
\.
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TIpU3HALMTE K CHMITTOMHMTE HA MHOKApAHa HCXEMHA.
XunoxkamMeMHATa W XHIIOMarHe3HeMHATa TpiabBa Aa ce KOPUTHPAT MpeRH NPAIOKEHHE Ha
OHIAHCETPOH.

B ciaeaperscTpalMOHHMAA NEPHON HMA OITHCAHH CITy4YaH Ha MAUEHTH ChC CEPOTOHUHOB CHHPOM
(BKJTFOYMTE/IHO IPOMEHH B MEHTAJIHHIA CTATYC, BETETATHBHA HeCTACHIHOCT H HEBPOMYCKYJTHH
HapyWEHHA), CeH eAHOBPEMEHHO MPHIOKEHHE Ha OHJAHCETPOH H PYTH CEPOTOHWHEPTHYHH
JIEKapCTRa (BIITFOYHTENHO CEMeKTHBHE HHXHOHTOPH Ha 00paTHOTO 3axBalllaHe Ha ceporosHH (SSRIs)
H HHXHOMTOPH Ha oBpaTHOTO 3aXBalllaHEe HAa CEPOTOHHH H HopajapeHanHH (SNRIs)). Ako

€ AHOBPEMEHHOTO JIEYEeHHE ¢ OHRAHCETPOH H APYTH CEPOTOHHHEPI HYHH JIEKapCTRa € KIHHHYHO
060CHOBAHO, ce IpenophyBa NOAXOAMII0 HabmoeHue Ha nauueHTa.

OnjaHceTpon 3abaesa nacaxka B mebenoTo yepBo. Heobxonumo e MOBHIIEHO BHUMAHKE IIPH ITAIHEHTH
CBC CYOHNEYC MO BpeMe Ha MPHIIOKEHHE Ha MPOIYKTA.

[py MaHeHTH ¢ XMPYPru4HO OTCTPaHSBaHe Ha CTHBHULIMTE H aeHOMAUTE, TPeAOTBPATABAHETO Ha
rajeHeTo U NIOBPHILAHETO ¢ OHIAHCETPOH MOKE 1a MacKupa OKY/ITHO KbpBeHe. Cnel0BaTeNHO TAKUBA
MALHEeHTH TpAGBa Aa ce NPOCTeIABAT BHUMATETHO Clie]] IIPUIMKEHHE Ha OHIAHCETPOH.

IleanaTpHYHa NOMY. IANEA
TlequaTpy4HH NallHEHTH, IPHeMAIl OHIAHCETPOH C XEMATOTOKCHYHK XHMHOTepanesTHYHH CPENICTRA,
TpsibBa Ja ce mpocnensBaT BHHMATEITHO 32 YBpexJaHe Ha 4epHOAPoOHAaTa QYHKIHA.

I"gggeﬂe H NOBPLIIAHE, TPHYHHEHH OT XUMHOTEPANHi

ITpu u3umcnaBane Ha no3aTa Ha Oa3a mg/kg ¥ npHIarane Ha TpH A03H Ha 4-4acOBH HHTEPBAIIH,
ofmiaTa THEBHA 1034 LiE € MO-BUCOKA B CPABHEHHE C MPWIOKEHHE Ha eJHa eJJHOKPATHA 71034 OT

5 mg/m?, nocnenrana oT NMepopanHa 103a. CpaBHUTEIHATA EPHKACHOCT HA TE3H JBE PAITHYHH CXEMH
Ha JO3HpaHe He € H3C/IeABaHA B KIIMHMYHHM M3THTEAHHA. CpaBHEHHE MEXKAY KIIMHUYHHTE H3MHTBAHHA
MOKA3BA CXO/HA e(hUKACHOCT Ha JBETE CX€MH Ha Jo3upaHe (Bx. Touka 5.1).

Hﬂ.ﬂ,ﬁeﬂTﬂ ¢ PCAKH HacICOCTBCHHA npoﬁnervm Ha HETMTOHOCHMOCT KbM ajJaKTO3a, ITRJIEH JaKTaleH
NeGhHUHT WIH IIIOKO030-ranaxTosHa MaaabcopOims He TpAGBa 1a IpHEMaT TOBA NEKapCTBO.

4.5. B3anMojaelicTBHE ¢ JPYTH JE€KAPCTBEHN NPOAYKTHE H ApYrH dopme Ha B3auMoaelicTBHE

Hsama JaHHH 3a MPHYMHEHO OT TPO;TYKTa HHAYIMPaHe HIH HHXMOHpaHe Ha MeTa0oTH3MAa Ha APYTH
JIEKAPCTBA, APHEMAHH ¢IHOBPEMEHHO C OHAaHCEeTPOH. JlaHHK OT CITeHHYHH 110 OTHOLIEHHE Ha
B3aUMoelicTBUATA UBIWTRAHIA TIOKA3BAT, Ye HAMA papMakoKuHeTHYHM B3aWMOLelicTRHA NIPH
€JHOBPEMEHHO TIPHIMKCHHE HAa OHTAHCETPOH € AJIKOX0J, TeMasenaM, Qyposemun, andeHranu,
TpaMa1oi, MOpduH, TMIOKaHH, THONEHTANI HIH Iponodoir.

OnpaHceTpoH ce MeTabOTH3KPa ¢ Y4ACTHETO Ha HAKOAKO 4epHoAPOOHH txToxpoM P-450 eHsuma:
CYP3A4, CYP2D6 u CYP1A2. B pesynrar Ha MHOTOTO €H3HMHH MTBTHIIA 34 eTMMUHHPAHE Ha
OHAAHCETPOH, HHXUGHPAHETO HTM HAMAIMBAHETO HA aKTHBHOCTTA Ha €WH OT ¢H3UMMTE (Hanp.
CYP2D6 renerusuno ofycnorer aeduunT) 0OMKHOBSHO Ce KOMIISHCHPA OT APYIHTE SHIUMK ¥ BOIH
[0 MaJka HITH He3HAYHTEIHA IPOMAHA B o0IMA KITMPBHC WIH HeoOXoamuMara 103a.

OunpaHceTpoH TpadBa Jia ce pUiara ¢ NOBHUIEHO BHHMAaHHUe TIpH €HOBPEMEHHO IIPHIOKEHHE ©
JIEKAPCTREHK MPOAYKTH, KOWTO yab/pkasaT QT-#HTepBama W/HITH BOIAT 10 eNEKTPONIHTEH ucbaianc
{Bxk. Touka 4.4).

ITpunokeHHETO HA OHAAHCETPOH ¢ JIEKApCTRA, yAsDKasany QT-uHTepBana, MoXe Ja JOBEAS
JOITBIHHTENHO YABDKaBaHe Ha QT-uHTeprana. ETHOBPEMEHHOTO MPHIOKESHHE HA O
KapIHOTOKCHYHH JIeKapCTBa (HAMp. aHTPALMKITMHA KaTO JOKcOpyOHIMH, TayHOpy6H 1t
TpacTy3yMab), ¢ aHTHOHOTHLIH (KaTo ¢pHTPOMHLHH HIH KETOKOHA301), C AaHTHAPHTMH
(xaTo aMHOAAPOH) H ¢ GeTa-61oKkepH (KaTo aTeHOON HIH THMONO), MOXE 113 NOBHIY
apuTMHH (BX. TouKa 4.4).




B cneaperucTpallMOHHUA NEPHOS MM ONHCAHH CITyYal HA MALMEHTH ChC CEPOTOHHHOB CHHAPOM
(BK/IFOYHMTENTHO POMEHH B MEHTATHHA CTaTyC, BereTaTBHa HECTAGHIHOCT M HEBPOMYCKYJTHH
HApYyLICHHU), CICA €JHOBPEMEHHO TIPHIIOKEHHE HA OHJAHCETPOH H IPYTH CEPOTOHMHEPIHUHM
JexapeTea (BrmounTenHo SSRIs g SNRIs) (Bx. Touka 4.4).

Anomopdan

EHOBPEMEHHOTO NPHIIOKEHHE ¢ ATIOMOPGUH € TPOTHBOIMIOKA3aHO, B3 OCHOBA HA CLOBIIEHH 32
TEKKA XMIOTOHMA H 3aryba Ha Cb3HAHWE, KOTATO OHAAHCETPOH € OMN MPHIAraH ¢ anoMopdHH
XHAPOXJIOPHI.

DennToRN, KapéaMalennd 1 pupaMOHIHE

IIpn naumenTn, npreMany MomHU HHAYKTOpH Ha CYP3 A4 (Hanp. ¢eHurons, KapbaMasenys U
pHGaMITHIMH) KITHPBHCBT IIPH MEPOPATHO IIPHIOKEHHE HA QHAAHCETPOH C& € TIOBHIIII H CEpPYMHHTE
KOHIEHTPAIMH HA OHJAHCETPOH ¢4 C& TOHMKHITH.

Tpamagon
JlaHHH OT NpoydBaHKA, NPOBEAEHH ¢ MATEK OpOif MAUMEHTH MOKA3BAT, Y& OHOAHCETPOH MOXKE A4
HAMAaITH aHaNTeTHYHHA edeKT Ha TpaMao.

4.6. PeprHnHTET, OPEMEHHOCT H KLPMeHE
Kenn ¢ aeTepoien NOTeHNHAJ
XKenu ¢ aeTeponeH noTeHIMAN TPAOBa Ja 0OMHCIIAT H3ION3BAHETO HA KOHTPALIETIIMA.

BpemMenHOCT

Obobuenue na pucka

B13 ocHOBA Ha OIMT IIPH XOpa OT €NMAEMHOIOTHYHH TIPOYYBAHMA C€ [TOJ03Hpa, Y€ OHAAHCETPOH
TIPMYHHABA OpodalMaaHi MaIOpMaLIiH, KOTaTo Ce NPHIIAara [pe3 ThPBHA TPHMECTBP Ha
6pemenHoCTTA.

B efHO KOXOPTHO DpoyuBaRe, BKHOURAO 1,8 MunHona Gpemennocty, ynorpebaTa Ha OH@HCETPOH
fpes ITEPBHA TPHMECTHP € CBbP3aHa ¢ MOBHILEH PHCK OT PA3BHTHE HA [ETKA Ha YCTHATA H/HIIH

Hebnero (3 nomenaMTeHY crydas Ha 10 000 eKyBaHy jKeHH; KOPHIHMPaH OTHOCHTENEH PHCK, 1,24
(95 % M 1,03-1,48).

PenponyxTHBHHMTE NPOYHBaHHA NPH ITEX0BE H 3aiLM He TOKA3EAT JAHHH 33 YBpEXKAaHe Ha deTyca,
KOTaTO OHI@HCETPOH € MIPHJIaraH 1o BpeMe Ha OpraHoreHe3ara Impu NpHOIH3RTENHO 6 U 24 MTETH
MaKCHMAITHATAa NPEenophyBaHa 03a OT 24 mg/IHEBHO TIPH Xopa, GasHpaHa CHOTBETHO HA TEleCHATa
TIOBBPXHOCT {BXK. JIaHAH MPH KHBOTHH).

Hanvuswre envaeMHOJAOTHYHH MPOYYBaHHKA 33 ChpAeHHH MahopMalu# MOKa3BaT IPOTHROPEUHEH
PE3yNTATH.

ITpoy4sanuaTa NpH XUBOTHH HE IOKA3BAT NPEKH MK KOCBEHH BpeHH e)eKTH 10 OTHOLICHHE HA
PENPOSYKTUBHATA TOKCHYHOCT.

OnpanceTpoH He TpAORa a Ce M2MOI3BA Mpe3 ITBPBUA TPHMECTHP Ha GpeMeHHOCTTA.

Zlarnnu npu scugomnu
Ilpu npoyuBasns 3a eMOPHO-QETATHOTO PazBUTHE IIPH IUTEXOBE H 3aiily, GpeMEHHI
IIOTy4asaT MepOPaTHHU N03H OHJAHCETPOH choTBeTHO A0 15 mg/kg/nen u 30 mg/kg/
TIEpHOZa Ha OpraHoreHes3ara. C H3K/IIOYeHHe Ha JIEKO HaMalsBaHe HaJAaBaHeTo Ha
HAa MaiiKaTa IpH 3aiLH, HAMA 3HAYAMH ¢(eKTH Ha OHJAHCETPOH IPH MalKuTe WM H
notromersoto. [Ipu nosu ot 15 mg/kg/nen npu risxoee u 30 mg/kg/nex npu zaifi,
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MaiikaTa e 6u1a CHOTBETHO NpUGNH3INTENHO 6 u 24 MBETH NMO-BUCOKA OT MaKCHMAJTHATA NpenophLYBaHa
J03a OT 24 mg JHEBHO NpM Xopa, 6a3MpaHa Ha TenecHaTa NOBLpPXHOCT. [Ipu npe- ¥ nocTHaTANHOTO
MPOYHBaHe 332 TOKCHYHOCT TIPH Pa3BHTHETO, GpeMeHHNTE IUTEXORE TOMyYaBaT NEPOPATHH LO3H
oHjlaHCeTpoH A0 15 mg/kg/nen ot 17-1x 1eH Ha OpeMeHHOCTTa A0 paxcaaHeTo Ha 21 men. C
H3KIIOUEHHE Ha JIeKO HaMalsdBaHe Ha/[aBaHEeTO Ha TeNeCHOTO TErJo Ha Madikara, He ce HabmogaBar
IpyTH edexTH NIpH OpeMEHHNTE ILTBXO0BE 1O BpeMe Ha Npe- ¥ MOCTHATATHOTO Pa3BHTHE HA TAXHOTO
MOTOMCTBO, BIIIOUHTEITHO PeNPOyKTHBHATA cniocobHocT, cBbp3aHa ¢ F1 mokonenwe. IIpu nosa or
15 mg/kg/nen npu mrsXxoBe, AozaTa e Giia NPHOITHIHTENHO 6 TBTH N0-BUCOKA OT MAKCHMATHATE
MPernopEIBaHa A03a OT 24 mg AHEBHO MPH XOpa, 0asupana Ha TenecHaTa MORBpXHOCT (BSA).

KbnpMenre

Qb6obwenue Ha pucka
He ¢ uzpecTHO nasin OH/TAHCETPOH Ce EKCKpeTnpa B kbpMaTa. Hiama nannn 3a edekrure Ha

OHJAHCETPOH BEPXY KEPMEHOTO ACTE WIH BBPXY MPOH3BOACTBOTO HA MJIAKO. BhnpekH ToBa ¢
YCTAaHOBEHO, Y€ OHJAHCETPOH ¢ OTHENS B MISKOTO NpH SozaliHmm (msxoee). 3aTosa ce mpenopsyea
MAIMEHTKH, IPUEMALIH OHAAHCETPOH, 4 He KHPMAT.

ZKeHu u MBIKe ¢ PEHPOAYKTHBEH NOTEHIHAN

Tecm za 6pemennocm
I[Ipenn zanousaHe Ha ledenue ¢be 3odpan, xeHuTe ¢ peNpoIyKTHBEH NMOTEHUMAN TpabBa Ja CH

HamnpaBAT TeCT 3a OPEMEHHOCT.

Koumpayeniyun

JXenute ¢ penponyKTHBEeH noTeHUMAN TpAOBa 1a ObAAT yBEOMEHH, Y€ € BB3MOKHO 3odpan Aa
YBpeIH pasBUTHETO Ha Ioga. Ha cekcyanHo akKTHRHHTE JKE€HH C PETIPOAYKTHBEH MOTEHUHAT ¢
NIPeNopLYBa, 10 BPEME HA NNedeHHETo ¢bC 30(paH K 10 Ba JHHM cliefl HErOBOTO CITHpaHe, fa
H300N3BaT e(PeKTHBHH METOAM HA KOHTpaLieNiua (METOIH, ITPH KOHTO BePOSTHOCTTA OT
sabpeMenseane e < 1%).

besniooue
3odpan He oKa3Ba BIMAHHE BBPXY deprHiMTeTa.

4.7. Edexrtn Bbpxy cnocobHocTTa 32 mogapane u padora ¢ Mamane
Henpunmoxumo.
4.8. Hexenanu neKapcTBEHH Peaknul

Hexenanure nekapcTBeHH peaKlWH ¢a OIIHCAHH NO-A0Ny, Kiack$HIHpaHH MO OPFraHH i CHCTEMH M 110
yecToTa. HexeNnaHute peakuuu ce KiacHQUIMpaT Mo 9ecToTa Mo ClefHNs HA9MH: MHOTO YECTH

(= 1/10), wectr (> 1/100 no < 1/10), revectr (> 1/1 000 o < 1/100), peaxu (= 1/10 000 mo < 1/1 000)
H MHoro penki (< 1/10 000). MHoro 9ecTHTe, 4eCTHTE M HEYECTHTE HEXENaHH JIEKapCTBEHH PEaKIHH
OCHKHOBEHO Ce OTIPSAEIAT OT JAHHUTE 0T KJIMHHYHH W3NHTBaHHA. Pe3ynTaThre OT rpynara, MpHEMaia
TTanedo, CbLIO ¢a B3STH NPeBH. PEAKATE H MHOTO PEIKMTE HEHKEIIAHH JIEKAPCTBEHH PEaKUHH B
MOBEYETO CITyuaH ca OIPeeNieHH OT NOCTMAPKETHHIOBHTE CIIOHTAHHU CHOOIIEHHA.

TlpH cTaHAAPTHO MPETOPHYBAHMTE NO3M HA OHIAHCETPOH, B CHOTBETCTBHE C OKA3AHHATA H
JIEKapCTBeHAaTa (JOpMa, Ca OIpeEeneHH CICAHHTE YECTOTH Ha HEXKeNIaHH JICKapPCTREHH PEeaKiHy.
IMpodmureT Ha HEKENAHUTE JEKAPCTBEHH PEaKIHH FIPH LA H KOHOIIH ¢ CPABHHM ¢ TO3H, HpbA
IIPH BH3PACTHH.

Hapymiengs Ha HMYHHATA CHCTEMA
Penky: Bepsu peakilii Ha CBPBXYYBCTBHTENHOCT, NIOHAKOTA TEHKH, BRITIOYHTEIHO fHE

Hapyuienns Ha HepBHATA CHCTEMA



Muoro gyectH: I'tapoSonme.

Hevecu: [Ipunaasiy, IBMraTensyd HapyIISHAS (BIGTIONMHTENEC eKCTPaTMpPAMIIHY PeaKiHHA KaTo
JIMCTOHHYHH PEaKLMK, HUCTABM M uckuHesua). ()

Peaku: CBETOBBPTEXK, MpeMMHO MO BpeMe Ha 6bp30 HHTPABEHO3HO NPHIOXKEHHE.

Hapymennsa 5a o9nTe

Pemxit: [TpexomHy 3pHTETHA CMYLIeHHS {HAI. 3aMBITICHO BIDKAAHE), IPEIMMHO TIpH HHTPABEHOZHO
MIPHIIOKEHHE.

Msoro penxH: TIpexoana ¢nenora, npeaMMHO MpH HHTPABEHO3HO NpHIcKeHue. &

CrpaevHs HAPYIHEeAHS
HegecTr: ApuTMEH, GoJika B TBEpAHTE, CbC iH Oe3 noHmwkasane Ha ST cerMenTa, Gpaapkapnmsi.

Penxu: Vapmxaeane Ha QT-uHTeppana (BkmouuTeHo Torsade de Pointes)

CoioBu HApYmIeRHs
YecTy; UyBcTBO HA 3aTOIULAHE KK 3a4epBABaHe.

Heuecti: XunotoHns.

PecnApaTopHH, TPLAHH H MeHACTHHAJIRA AapYHIeHHS
Heuecrn: Xbauauxe,

CroMaliHO-9peBHH HAPYIICHHSA
Yectn: Konctunaums.

Xenaro-onauapHH RApYUICHHA
Heuectn: ACHMITTOMATHYHO MOBHUIIaBaHE HA CTOMHOCTHTE, NOMYYEHH OT HEPHOAPOOHHTE
dynxumonansu Tectope. &

HapymenAs HA KOXKATA H NOAKOKAATA THKAH
MHoro peaku: TOKCH4eH K0xeH 06pHB, BKTIOUHTENHO TOKCHYHA eTTHAEPMAIHA HEKPOITH3A.

1. HaGmonmapanu ca 6e3 OKOHYATETHH AOKA3ATEACTRA 32 TPAMHH KIHHHYHH MOCIEICTBHS.

2. Tlpw 6omUHMHCTBOTO OT NOKNAABAHMTE CIYUYaH CJIECMOTATA € OTILYMABAIA B PAMKMTE Ha
20 muyTH. [loBeueTo OT MAMEHTHTE ca WM NOI0KEHH Ha XHMHOTEpanu4, BIIFOYBAIIA
HHCTLIATHHA. HpH HAKOH OT Ciryvanre € DOKIANBAH KOPTHKAICH NIPOH3X0 Ha NIPEXONHATA
clienoTa.

3. Teau pesynrath ca nabmogapadi OGHKHOBEHO (IPH MALKEHTH, TOATOKEHH Ha XHMHOTEPAITHA C
IHCTLIATHHA.

Hexenann peaknsn mosy4eHH oT CIOHTAHHE ch00IMEeAHA H THTEPATYPHA CIYHaR (c
HeH3BECTHA YECTOTA)

CrenBamuTe HEXEIAHH PEAKLIMM MPOU3IXOXKAAT OT CIICHTAHHH CHOOLICHHA IO BPEME Ha
TIOCTMapKeTHHIOBHs ONKT ke Zofran H ureparyprm cnyvan. ToH kaTto Te3w peakiMu ca JOKIaIBAHH
JToOpOBOITHO OT MOMYJIALIMA ¢ HEONPEeIeHa FONIeMHHA, HE € BE3MOXKHO JOCTOBEPHO JIa Ce OLEHH
TAXHATA YECTOTA, MIOpaJH KOETO TA ce KaTeropH3xpa KaTo HenssecTHa. HekenanuTe peakuus ca
m3bpoenn chrnacHo MedDRA 110 cucTeMo-0opraniy Kiacose,

Copaeunn HapyNieHnA
C HeH3BeCTHA YeCTOTa: MHOKApHA HeXxeMus (Bk. Touka 4.4)

IMeanarpudHa nonyaanus
TIpodMIET Ha HEXKETAHHTE IEKAPCTBEHH PEaKLMH MIPH Jelid K IOHOIIH € CPAaBHHM
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IMPH Bb3PACTHH.

CrobiaBane Ha MOAO3WPAHY HEKENAHH PEAKIIHA
Cro6iaBaHeTo HAa NOAO3MPAHH HeXKEAHH PeaKI(HH CJIEA pajpeLiasane 3a yNnoTpeba Ha leKapcTBeHus

MTPOOYKT € BaXHO. Tosa no3posARa 1A pOABIDKH HaGIIOOCHWETO Ha CHOTHOLUIEHHETO ﬂOJ'ISaprCK 3a
JICKapCTBEHHA NMPOAYKT. OT MeHIIMHCKHTE CTIELMATIHCTH CE H3KCKBA JIa CHODIIARAT BCAKA
noae3vpaHa HEeKEJlaHa pCaKi[ig Ype? HAlTMOHATHa CHCTeMa 3a cro01maBaHe:;

HsreHuTe iHa AreHIHA 10 AeKapeTBaTa
yi. ,,Jdamsn ['pyes” Ne 8

1303 Codmsn

Ten.: +359 2 890 34 17

yebcaift: www.bda.bg

4.9. Ipenozmpane

CHMNTOMY H NpPHIHAIH

OnuTET ¢ Npeac3HpaHe HA OHJAHCETPOH € OrpaHH4eH. B moBeyeTo ciy4au CHMITOMHTE [IpU
MPeIO3HPaHe ca MOKOOHH Ha Te3H, JOKTAABAHH [IPH MAHCHTH, IPHEMATH TPOIYKTa B PAMKHTE Ha
npenopr4BaHara 103a (Bx. Touka 4.8). IIpogsute, KOHTO ca CROOIABAHY, BKIIOUBAT 3PHTEITHR
CMYIUEHHA, TEKKA KOHCTUIALNA, XHUIIOTOHHS H BA30BATAJICH eNH30] ¢ npexofeH AV Gnok Bropa
CTETIEH.

Onpancerpol yobmkasa QT-sHTepBana no N0303aBHCHM HAUMH. B cmywaii Ha npeposupaHe ce
npenopbuea EKT” MonuTOpMHT.

Heguarpuuna nonyIanHa

[NeanaTpuuny ¢cnyyaH, ChOTBETCTBAINE HA CEPOTOHKHOB CHHIPOM, ¢a CROCIICHH cnen
HenpeIHaMepeHo NIEPOPATIHO NpeJo3upaHe Ha OHIAHCETPOH (HANBHULIABAILO IPHEMa, H3HCIICH HpH 4
mg/kg) npu kbpMaueTa H Jela Ha BE3pacT oT 12 Mecena 50 2 TOIHHH.

Jleuenne

Hama crienduver aHTHIOT 33 oHAaHceTpoH. TIpH cmydaH, 38 KOoUTO ce IOI03Kpa NpeSo3Hpane, ce
TIPETIOPEHRA MOAXOAAILO CHMITOMATHYHO H MOASHPIKALIO JACHEHHAS.

TIpunoKeHAETO Ha MNEeKaKyaHa 3a JIeYeHHEe Ha PeIo3upaHe C OHIAHCETPOH HE €€ MPenophYBa, Thil
KATO € MaJIKO BEPOATHO NAIMEHTHTE Ja ¢ TIOBIHSAT, opaaH AHTHEMETHUHOTO AeicTBHE HA
OHJAHCETPOH.

s. ®APMAKOJIOTHYHH CBOMCTBA

5.1. ®apmaxoIHHAMAYHH CBoOiicTBa

dapmakorepanerTiyHa rpyna: ceporoHH (SHT3) anraronmer, ATC koa: A04AAQ0]

MexaHM3EM HA AeHCTBHE

OHOaHCEeTPOH e MOLIEH, BHeokocenekTHeeH SHT: penerrropen anraronscT. He e aced TounuAT
MeXaHH3bM Ha JeliCTBHE Ha OHJAHCETPOH MPH NMOTHUCKAHE HA MaJIeHETO H TIOBPHIIAHETO.

XHMPIOTCI)&IIGBTH‘IHHTE JIEKApPCTBA H THYUCTepaArIiATa MOXKE Aa NoBedaT a0 OCBDGOJKJI B
TBHKOTO YepBO, KAaTO IO TO3H HAYMH OTKIOYEAT pedieKe Ha MOBPHIIAHE Ype3 AKTHEHY
BaTyCHHTE OKOHYaHH ¢ yuacTreto Ha SHT; perenrropute. OHpnancetpoH 6nokupa. #1x
TO31 pedekc. ]

AKTHBHPAHETO H& BaTYCHHTE OKOHYAHHA MOe CRIKC A2 IPHIMHM OCBODOXN
postrema, TOKATM3UPAHA HA TBHOTO HA HeTBBPTUA BEHTPHKYJ. Tora Moxe Jia 0B
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MOBpPBINaHe N0 LeHTpaieH IbT. EQGexThT Ha ORAAHCETPOH NMPH OBJIAABAHE HA FANCHETO H
NOBPBIAHETO, MPEAU3BHKAHM OT ITOCTATHIIM H JTBUETepanHi, ce JHKH BEPOATHO Ha OnokHpaHe Ha
SHT3; peuerrropure Ha HEBPOHH, IOKATM3HPAHH KaKTo B NepH(epHATA, TAKA M B LIEHTPAIHATA HEPBHA
CHCTEMA.

MexanusMHTe Ha JeiiCTBHE ITPH NOCTONEPATHBHO rajieHe H NOBPBLLAHE He €4 H3IBECTHH, HO MOXKe O
ca HO}.‘[OGHH Ha T€3IH NPH UHTOCTATHYHA XHMHOTECPATHA.

dapMaxoIHHAMHYHE edexTH
OHJaHCeTPOH HE TIPOMEHA TIa3MeHHTE KOHLEHTPALWH Ha NPONTaKTHH.

VYanaxapane na QT-aRTepBaia

EdexreT Ha oHnanceTpoH BEpXY QTc-uHTepBaia e oueHeH B ABOHHO-CIIAHO, PAHIOMUZHPAHO,
mwianebo 1 MO3UTHBHO (MOKCH(IIOKCAIIHH) KOHTPOIHPAHO, KPBCTOCAHO NPOyYBaHe npH 58 3apaBH
BB3pacTHH MEXKe M xesn. Jlosure oHnaHceTpoH ca 6mnn 8 mg u 32 mg, uHyY3HpaHH HHTPABEHO3HO
38 15 muuyty. ITpH Hali-BUCOKATa H3MUTBAHA 1034 OT 32 mg, MAKCHMaTHaTa CpenHa (ropHa FpaHUIa
ot 90 % CI) pazmuka B QTcF B cpaprenne ¢ nnanebo crien KOPHTHpaHe CIPAMO H3XOAHOTO HUBO, €
ouna 19,6 (21,5) msec. [Ipn HaH-HicKaTa m3NMTBaHA 1032 OT 8 mg, MakCHMAalTHaTa cpeaHa (TOpHa
rpanmia ot 90 % CI) paznuka B QTcF B cpaHeHHe ¢ ianebo cie KOpHIrHpaHe CIIpAMO H3XOIHOTO
HHBEO, € 6una 5,8 (7,8) msec. B ToBa npoyusaHe HaMa usMepeaHud Ha QTcF mo-sucoku ot 480 msec u
HaMa yabixasane Ha QTcF noreue ot 60 msec. He ca nabmonaeaHu chinecTBeHH NPOMEHH B
H3MEpeHHTe eneKkTpokapaHorpadceku uarepsany PR 1 QRS.

HeanaTpAuHa BOOYIARAN

Tadene u nospwyane, npuyuHery Om XUMUOMEPAnUS.

EdukacHOCTTa Ha OHJJAHCETPOH B KOHTPOJIHPAHETO Ha rajieHe H AOBpBIIAaHE, PHIHHEHH OT
XMMHOTEPANH, 10 TOBOJI HA 3/10KaUecTBeHO 3ab0ABane, € OLIeHeHa B ABOHHO-CIIAN0 PAaHIOMH3HPaHO
HM3NATEaHe NIpH 415 mareHTH Ha pE3pact ot 1 a0 18 ronnnu (S3AB3006). B nauTe Ha
XHMHOTEPANHATA HA NMALMEHTHTE ¢ IPIIAraH OHAAHCETPOH S mg/m? i.v. + ounaHceTpoH 4 mg p.o.
cnen 8-12 vaca wu onpancerpon 0,45 mg/kg i.v. + mnaneGo p.o. cnexn 8-12 waca. Cnen
XHMHOTEpAINUATa Ha JBeTe MPYIH € NMPUIarad 4 mg OHAAHCETPOH CHPOI JBA ITHTH THEBHO 32 3 JHH.
TIBrieH KOHTPON HA TIORPHUIAHETO B Hali-HeONAroNPUATHHS leH OT XAMHOTEPANHATA € TIOCTHTHAT TPy
49 % (5 mg/m? i.v. + oHnaHceTpoH 4 mg p.o.) 1 41 % (0,45 mg/kg i.v. + mnauebo p.o.). Cinen
XHAMMOTEPAIMATA ABETE IPYNH Ca MpHEMATH 4 mg OHAAHCETPOH CHPOI ABA ITETH JHEBHO 3a 3 auu, He
e HaOmoaaBaHa pa3iKa B o0llaTa 4ecToTa H BHJ Ha HEKEJIAHHTE ICKApCTREHH PEaKiiii MexXIy IBeTe

FPYIH.

JIBOMHO-CIATIO PaHAOMH3HPAHO Mmanedo-KOHTponEpaHo mpoy4sase (S3AB4003) npu 438 naumentn
Ha BB3pacT oT 1 a0 17 ronMHH noka3Ba nbjieH KOHTPOJ Ha MOBPBINAHETO B Hali-HeOnaronpHaTHus JeH
OT XHMHOTEPAmMATa NpH 73 % OT NaLHEHTHTE, KOraT0 OHIAHCETPOH € IPUIAraH HHTPABEHO3HO B
1033 OT 5 mg/m? i.v. B koMOuHAIHSA ¢ 2-4 Mg AeKCaMeTA30H P.O. ¥ fpH 71 % OT MAIMEHTHTe, KOraTo
OH/IAHCETPOH € npyniarad o gopMara Ha cHpoN B 1033 0T § mg + 2-4 mg NeKcaMeTa3oH p.O. B AHATE
Ha XuMHoTepanuaTa. Cne XMMHOTEpanMaTa ABeTe IpyIH ca NpUeMATH 4 mg OHIAHCETPOH CHPOTI JBa
TBTH JHEBHO 32 2 HH. He e HaGmonapana pa3iuka B HECTOTATA M BH/a HA HEXENAaHUTE IeKapCTBEHH
PEAKLHEK MEX]Y JBETE MPYITH.

EdukacHocTTa Ha OHIAHCETPOH NpH 75 Aeua Ha Bb3pact ot 6 Ao 48 Mecela e npoydeHa B OTBOPEHO,
HeCpaBHUTETHC H3MMTBAHE ¢ ¢HO pamo (S3A40320). Berukn neta ca IpHEMalny METPAaBEHO3HO TPH
nozu ot 0,15 mg/kg onpancerpoH, npinarad 30 MUHYTH IPEAH 3aMIOYBAHETO Ha XUMHOTEPANTUATA M
Ha 4-14 ¥ 8-H41 Yac ciel mepeara 4o03a. [TbneH KoHTpo)t Ha OBPBIIAHETO € NOCTHTHAT IIpH 56 % oT
TaLHEHTHTE.

Jpyro OTBOPEHO, HECPaBHHTENHO H3NHTBAHe ¢ eIHO pamo (S3A239) npoysra edrkg
HHTpaBeHo3HA fo3a oT 0,15 mg/kg onmaHceTpoH, nocneABaHa OT IBe NEPOPATHH A
ot 4 mg nNpH Aeua Ha Be3pacT < 12 rogukn H 8 mg npH felia Ha BB3pacT 2 12 rox)
n = 28). ITbaeH KOHTPOI Ha IOBPBLIAHETO € MMOCTHTHAT IpH 42 % OT nanueHTUTe.
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Iocmonepamuero 2adene u nospvuyane:
EduxacHOCTTa Ha €HOKPATHA 033 OHAAHCETPOH NPH NPEACTBPATABAHETO HA NIOCTONEPATHEHO

rajieHe ¥ MOBPBIIAHE € MPOYYSHO B paHIOMH3HPAHO, NBOHHO-CIAIIO, ILTANE60-KROHTPOIHPAHO
u3nuTBane npu 670 neta Ha Be3pact ot 1 1o 24 Mecena (BB3pacT cliell 3a4aTHETO = 44 CeIMHIIH,
Terio 2 3 kg). BnodeHHTe NalMeHTH ca HMaIH XMPYPrEvHO JieueHue noj ob1ua aHeCTe3Hs | ca
HMam ASA cratyc < III. B pamMkuTe Ha IleT MHHYTH Clie]l BbBEXKIAHETO B AHECTE3UA € MPHIOKEHA
€IHOKpaTHa J03a OHmaHceTpoH oT 0,1 mg/kg, ITponeHTHT Ha ITALHHEHTHTE, KOMTO ¢a HMAJIH Haki-Malko
€IWH EMETHYEH EMHI0A 10 BpeMe Ha 24-yacos niepuoy 3a ouenka (ITT), e 6\ no-ronam 3a

NalHeHTHTe Ha 1aLebo B cpaBHeHME C Te3H, NIpHeMaH oHnaHceTpoH (28 % cnpamo 11 %,
p < 0,0001).

IIporeneny ca ueTHpH ABOHHO-CIIEIH, TUIaLe60-KOHTPOIHAPAHH H3NHTBAHHA 1y 1 469 nanmenTu or
MBKKH H >KE€HCKH IT0J1 (Ha BBE3pacT o1 2 a0 12 rogunn) ¢ npeacroaina obma aHecTesnd., TTalHeHTHTE
¢a PaHIOMH3HPaHH KbM €IHOKPaTHH MHTPAaBCHO3HH 103H oHaaHceTpoH (0,1 mg/kg 3a meguaTpriHu
nanueHTH ¢ Terno 40 kg Wi no-manko, 4 mg 3a NeAUATPHYHH NALMEHTH ¢ TE10 TIokede oT 40 kg;
Opotii nanmenTH = 735) win mnane6o (6poii manmeHTH = 734). M3NMTBAHOTO JIEKAPCTRO € NPWIATAHO
23a Haii-Manko 30 cexyHaM, HetlocpeICTBEHO NPENH WIH clie]] BBBEXXIAHETO B AHECTE3HA.
OHIaHCETPOH € 3HAYHTEITHO NO-¢(pHKACCH OT Mianc6o 3a NPeIoTBPATABAHE HA rafeHe W MOBPEILAHE.
Peazynrature oT Te3u mindTBaHKg ca o6obmmeny B Tabmima 3.

Tabnuna 3. [IpenoTeparsaBane U ieyeHHe Ha IOCTONEPATHBHO TajieHe M MOBPBLIAHE HPH
eaHATPHYHH MALHEHTH — OTTOBOP OT JIEUEHHETO A0 24 yaca

ITpoyuraHe Kpaiina Touka Ouaancerpon % Tnane6o % P-CTOMHOCT
S3A380 CR 68 39 <0,001
S3GT09 CR 61 35 <0,001
S3A381 CR 53 17 <0,001
S3GT11 JIMmica Ha rajicHe 64 51 0,004
S3GTI1 Jlunca Ha noBprINAHE 60 47 0,004

CR = enu3oqMTe HA NOBPBILAHE HE HACTHIIBAT MITH CE MIPEKPaTABAT
5.2. ®apMaKkoKHHECTHYHH CBOHCTBa
OapMaKOKHMRETHYHHTE CBONCTBA HA OHJAHCETPOH He Ce MPOMEHAT IIPH PelOBEH MPHEM.

Pezopbyun

B racTpo-HHTECTHHAIHHUS TPAKT OHJAHCETPOH ce pe30pOHpa MAaCHBHO H H3LIANO ClIE MEPOPaHO
TPUIIOKEHHE, KATO NpeThprsAea first pass MeTabonH3eM, BEPXOBH 11a3MeHH KOHUEHTpPALHE Ce
nocturat 1,5 gaca cneg npuem. Ipu npuinoxeHHe Ha 1034 Hajx 8 mg, ce JOCTHraT Mmo-BHCOKH
CTOWHOCTH Ha TLTA3MEHA KOHLIEHTPAIMA Ha OHJIAHCETPOH, CIIPAMO MpueTaTta Jo3a. IlepopanHoTo
NPUIMKEHHE HA TI0-BHCOKH 103U MOXE Ja JoBele 00 peayuupan first pass MeTabonu3sM Ha

NPOIYKTA.

Cnexn npuioxxesine Ha eiHa Tabnerka oT 8 mg, cpeAHaTa GHOHANHYHOCT NPH 3APARH JTHIA OT MBXKH
non ¢ npubnmsurenHo 55 a0 60 %.

IMpHeMBT Ha XpaHa BOAM [0 ¢A1af0 NOBHINABAHE B CTOHHOCTHTE Ha OuoHanMYHOCTTa. [TpinoxeHneTo
HA aHTHALIMAM HEe OKa2Ba BIHAHUE.

Pasznpedenenue
OHpaHCceTpOH Ce CBBP3Ba B MAJIKa CTENEH ¢ nnazMeHuTe mporersu (70-76 %),

Pasnpeneneﬂne'm Ha OHOAHCETPOH Clied ISPOpanng, HHTPaAMYCKYITHO HITH HHTP
ITPHJTOJKCHHE TIPH BBE3PACTHH € CXQIHO. PasuoBecuuaT obeM Ha pasnpeaeicHpe e
140 1.

11



Memabonuzom

OHJaHCEeTPOH ¢e eJIMMHHHPA OT CUCTEMHOTO KPpBhBOOOPBIIEHUE OCHOBHO TIpe3 YepHAA Apod c
YYACTHETO HA HAKOJIKO €H3MMHHM mbT4. Jinncara Ha emzuma CYP2D6 (neGpuzoksunoB
nonuMopdH3IBM) He MOBIHABA (PapMaKOKHHETHKATA Ha MPONYKTa.

Enumurcupane

OHJaHCETPOH C€ CTMMHHEHPA OT CHCTEMHOTO KPEROOOPBIIEHHE OCHOBHO TIpe3 YepHHA Apob.
ITo-manxo ot 5 % ot pesopOHpaHaTa A03a ce eKCKpeTHpa HellpOMeHeHa ¢ ypHHaTa. Pastipenenennero
Ha OHZIZHCETPOH CJICH NEPOPATHO, HHTPAMYCKY/THO HIIM MHTPABEHO3IHO MIPHIOKEHHE € CXOHO.
EnuMHHAUMOHHMAT MONYKHBOT @ OKONo 3 Haca.

Crequannu 2pynu RAyuenmu

IoaoBo o06ycsioBeHH PasIHIHA

VeTaHoBeHH ca MoJIoBO O0YCITOBEHH PA3IMYHMA B PazMpeAcIeHHETO Ha OHJAHCETPpoH. [Tpu xeHuTe ce
ycTaHOBABA 10-Gbp3a 1 no-nobpa pesopOlmMA cren nepopalieH npueM, 3a0aBeH CHCTEMEH KIHPBHC H
MO-MATBK 00eM Ha pasHpenelieHie (CIpAMO TeIIeCHOTO Terio), B CpaBHEHHE C TE3H CTOHHOCTH NPH
MbiKe.

Hena ¥ 0B0MA (HA BR3pacT or 1 Mecent A0 17 roaunm)

ITpu negnaTpuyHU DAIMEHTH Ha BB3pacT ot 1 fo 4 Mecena (n = 19), Ha KOHTO NIPEACTON XHPYPIu:Ha
onepausd, KTHPEHCHT CIIEH HOPMATH3HPAHe Ha TernioTo € 6wt npubansntenHo 30 % no-HHCEK OT
TO3W IIPH MaLMEeHTUTe Ha Bb3PpacT oT 5 1o 24 mecena (n = 22), HO CpaBHHM C TO3H NPH NALHEHTHTE HA
BB3pacT oT 3 1o 12 roauHy. En1AMHHAUMOHHHEAT TTONY>KHBOT NPH NALMEHTHTE Ha Bh3ipacT ot 1 10 4
Mecena e 6un ¢penyo 6,7 4aca B cpaBHEHHE ¢ 2,9 yaca 3a NAUHEHTH BPEB BE3PACTOBUTE IPYIH OT 3 10
24 mecena u ot 3 o 12 roaunu. Paanmykure BEB GapMakOKHHETHYHHTE NaPaMETPH MPH TAlMEHTHTE
Ha BB3pacT oT | A0 4 Mecella 10 H3BECTHA CTENEH MOTaT 1A ¢€ OBACHAT ¢ NO-TOJEMHA NPONEHT Ha
o0MWOTO BONHO CHIBPYKAHHE B OPradMiMa [IPH HOBOPOREHM M KEpMayeTa H No-TojieMus obeM Ha
pasnpefielicHAe 3a BOJOPAa3TBOPHMH JIEKAPCTEA KATO OHAAHCETPOH.

ITpu nenuaTpHYHE NAaUEHTH HA BB3PacT OT 3 ao 12 roaMHK, Ha KOMTO NPEACTON XUPYPrduHO
Tieyerre noj obla aHecTe3ns, abCOMOTHHTE CTOMHOCTH Ha KJIMPBHC H 06¢M Ha pasrpeeneHye Ha
OHIAHCETPOH ca O1TH NO-HUCKK B CPABHEHHUE CBC CTOHHOCTHTE IPH BB3PACTHH NalMeHTH. JIBara
MapaMeTEPa ce YBEIHYaBaT MHHEHHO ¢ TErNIOTO U NMpH 12-roauiHa BE3pacT CTORHOCTHTE AOCTHIAT
Te3u mpH Mitaad xopa. Korato croiiHocTHTe Ha KiMpeHCa H 00eMa Ha pasnpeaeneHue ce
HOPMAJIM3MpAT ¢ TeJCHOTO TETI0, CTOMHOCTHTE HA TE3H TapaMeTpH ca Nofo0HH IPH NalMeHTHTE OT
PA3TMYHUTE BH3PACTORH rpynH. MznonspaHeTo Ha Ao3HpaHe CNPAMO TEIECHOTO Terlio KOMIICHCHpa
HPOMEHHTE, CBLP3aHH ¢ BB3PACTTa H ¢ €HeKTHBHO B HOPMATH3HPaHE Ha CHCTEMHATa EKCIIO3ULMA IIPH
TIeANATPHYHH TTALMEHTH.

HarpageH ¢ nornynauxoHeH GapMakoKHHETHYeH aHaaus npH 428 nuua (NalMedTH ¢ paK, XHPYpPrauHo
JleKYBaHH TIALHEHTH U 3ApaBH NoGPORONITH) Ha Bb3pacT 0T 1 Mecell Ko 44 TOAMHH Clie HHTPABEHO3HO
TIpHOXKEHHe Ha OHJAHCETPOH. Basupaliky ce Ha TO3H aHanu3, cucTeMHaTa excriosmis (AUC) na
OHZIAHCETPOH CJiell HHTPABEHO3HO HIH TIEPOPaTHO NPHIOKEHHE TIPH AELIa W FOHOLIH € CPABHMMA ¢
Ta3M TIPH BB3PACTHY, ¢ M3KNioueHHe Ha GeGera Ha Bb3pacT oT 1 no 4 mecena. O6eMET Ha
paznpeeNcHHe € CRBP3aH ¢ BE3PacTTa M € GHT Mo-HHCHK NPH BE3PACTHH OTKONKOTO npH OebeTa u
Jeta. KITHPBHCET € CBBP3aH ¢ TETNIOTO, HO HE € CBBP3aH ¢ Bh3pacTTa, karto GebeTara Ha Bp3pacT or |
J0 4 mecenia ca mskmiouenne. Tlopann Mankusa Gpoii Ha M3ceIBaHATE JTHIlA Ha BE3pacT oT 1 1o 4
Mecella € TPYIHC Ja e HANpPaBH 3aKTIOYEHHE JanH € HMAIO JOTBIHHTEIHO HAMAIABAHE HA KITMPBHCA,
CEBBP2aHO € BE3pAcTTa WIH TOBA ce ABJDKH MPOCTO Ha BposieHa sapHabraHocT. Twit xaTo
fallMeHTHTE HA BB3PAcT N0-MaJIKa OT 6 Mecella me UM Obie MPIIoKEHA CAMO STHOKRSH

3HAMCHHE.

HanmeHTH B CTApYECKa BL3pacT
Paunu npoyusanus dasza I npu 3apasy Ao6pOBOIIM B CTAPYECKA BBIPACT NOKA3BY
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BB3PACTORO 3aBHCHMO ¢1abo HaMaleHHe Ha KITHPBHC2Z H YIBIDKABAHE HA THMHHALMOHHHS
LIONIYXHBOT Ha OHiaHCeTpOH. HHIMpoKuiTe HHAMBHAYaTHH PazIHKH obaue BOAST 0 3HAUHTEITHO
TIPHIIOKPHBAHE Ha (hapMAKOKHHETHHHHTE NIApaMeTPH MEXKIY No-MIagu MHua (< 65 roawAM) 1 THNa B
cTap4ecka BB3pacT (> 65 ToAHHHU) H KATO LULIO HE € MMAi0 pa3indua B 6630MacHOCTTa H
edHKaCHOCTTA, HaOMIONABAHH TIPH MJIATH [TALMEHTH ¢ PaK U TIPH NAIMEHTH B CTApUeCcKa BB3pacT ¢
PaK, y4acTRand B KTHHWYIHHE NpoydBarns 3a CINV, koHTO fa moBeaaT N0 pa3HYHE NMPENOpPHKH 34
IO3HpaHe TPH NAHHEHTHTE B CTAPUSCKa BB3PAacT.

B®3 ocHOBa Ha M0-CKOPOLUHY AAHHH OT MOJEMH HAa LA23MEHHTe KOHLUEHTPAIHH Ha OHJIAHCETPOH M
€KCIIO3HIHA-OTTOBOP, NIPH MALMEHTH > 75 rofMHH ce NpeAcKaiBa 1no-rojisM edexr supxy QTcF B
cpaBHEHHE ¢ MJIAIW BE3PAcTHH. 3a ITauHeHTd HaJ 65 rofIHHA W Haj 75 FOAKHH € MpeJoCTaBeHA
cnerduyaa HHGOPMAIKA 32 JO3HPOBKATA NTpH HHTPABEHO3HO MPHAOKEHHKE (BXK. TOYKa 4.2).

IaareuarH ¢ 6n0peno yBpexaane

pu nanueHTH ¢ yMepeHo 0B0peuHo yBpexaaHe (KpeaTHHHHOB KiHpBHC 15-60 ml/min), o6eMET Ha
pasnpeneneH|e H CHCTEMHHAT KIIMDBHC HA OHJAHCETPOH CNeA i.v. mpuioxeHue ca HaManeHnu. Tosa
BOAK X0 MHOTO cnalo yab/bkaBaHe Ha STMMHHALMOHHHA MOMYKHEOT (3,4 Jaca), KOeTo HaMa
KIHHHYHO 3Ha4eHue. TIpy MauueHTH ¢ TexXKo Ob0pedHo YBpexKIaHe Ha JIeUSHHE C XeMOJHANH3a
(MacnenBaHy MexAy DHANM3NTE), He e YCTAHOBARAT IPOMEHH BBB (DapMakOKWHETHKATA Ha
OHJAHCETPOH, IPHIIOXKEH HHTPABEHOZHO.

INauMeHTH ¢ WepHOAPOOHO YBpekaane

TpH nanyeHTH ¢ TEXKKO YepHOOPOOHO YBpekAaHe, CHCTEMHHAT KITHPHHC HA OHJAHCETPOH € CHITHO
HaMAJIeH ¢ YALDKeH €IMMHHAIIHOHEH nOMYHBOT (15-32 yaca) ¥ GHOHANHYHOCT cnel nepopaiex
npueM npubnmsurenHo 100 %, koeTo ce ALMKH Ha 3a0aBeHUA NpeXenaTanes MeTaboIHIbM.

5.3. IpexxkamenvHH JanHM 3a GesomacHocT

HacnensaHe ¢ iOHHM KaHATH OT KJIOHHPAHA YOBELIKA THKAH OT CHpIIe MOKa2Ba NOTCHLUHATHA
BBIMOXKHOCT Ha OHJ2HCETPOH NPH KIMHAYHO 3HAUMMH KOHUCHTpPAIMH Ja TOBJIWABA ChpIeYHATA
penonapusalEa 4pe3 6rnokupane Ha hERG kaavesn kananu.

HabmonaBano e yaemxasase Ha QT-usreprana 110 Jo303aBHCHMM Ha4YHMH B €IHO OCHOBHO NIPOYYBAHE
Ha QT npu 3apasu 1o6poBomUH (8K, TouKa 5.1 - ¥ rnmkasane Ha QT-uHTEpBaNa).

PenpoayKTHBHA TOKRCHIHOCT
Bx. T04Ka 4.6, @eprHinTeT, GpeMEHHOCT H KEPMEHE.

6. ©DAPMANEBTUYHU JAHHH

6.1. CoHebk Ha NOMOUIHHTE BElIECTBa

Cupyesuna na mabremxama:

JlakTo33, Oe3BoaHa

MHuEKpOKpHCTaIHA HETyio3a
IpexxenaTHHANPAHO IAPEBUHHO HULIECTE
Marneznes creapat

Dunmosgo noxpumue.
MeTHIXHIpOKCHIIPONILITLETY 1032

QOmnacnpeii scunro M-1-8429 (ceabpxa E171 & 172)
ITpeuncrena Bopa

6.2. HechbBMeCTHMOCTHE

Hama ormicanu.
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6.3. Cpox maa rogsoct

3 ropguHH.

6.4. Crnennalnak YCT0BHA HA ChXpadende

Ha ce cxxpanssa rox 30°C.

6.5. BHA ¥ chABLPAAHEE HA ONAKOBKATA

BropHyHa ONaKOBKA: KAPTOHEHA KyTus.

INupBHuHza OnaKoBKa: GIHCTEp OT ABOHHO alyMuHHEBC domno.
KonuuectBo B exua orakoska: 5 wid 10 GunMmpanu Tabnetkn.

6.6, Coendanuu NpeANA3HH MEPKH NPH HIXBLP/AAHE 4 patoTa

Hama crienyaniy M3HCKBaHM.

7. IIPATEXATEJ HA PASPEIIEHUETO 3A YIIOTPEBA
Sandoz d.d.
Verovikova 57,

1000 Ljubljana
Cropenusd

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

3odpan 4 mg punmHpans Tabnerky - Ne 20011017

3odpan 8 mg Punmupany Tabnerku - Ne 20011018

9. JATA HA THPBO PASPENIABAHE/MIOJHOBABAHE HA PAPEIIEHUETO 3A
YIIOTPEBA

JlaTa ua meEpBeo paspemarane: 16 okromepn 1991 r.
Jlata Ha nocnenHo noaxHoBsABaHe: 12 auyapu 2012 1.

10. JATA HA AKTYAJIM3APAHE HA TEKCTA

09/2022
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