I T
iy a) “13.5 FIEM PN R L F

e

.! 0 // > /
KPATKA XAPAKTEPHCTHKA'HA TPOAYKTA..7 e

N Y 17/7/ .rzmzﬂ

o SR TV e

1. WMMEHAJIEKAPCTBEHMA IPOAVKT . TR

30QPAH 2 mg/m] unxexnuonen pa3reop
ZOFRAN 2 mg/ml solution for injection

2. KAYECTBEH H KOJIHUECTBEH CHhCTAB

Bceexut 1 ml or pa3Teopa chabpKa 2 Mg OHJAHCETPOH (ondansetron), oA OPMATA HE XHAPOXIOPHA
pvxunpar (as hvdrochloride dihydrate).

3a ITBIHMA CBCHK Ha NOMOLIHHTE BEIIECTRA BUKTE TouKa 6.1.

3. JIEKAPCTBEHA ®0OPMA

HHKxeKLMOHEH pa3TBOp.
Buctip, 6e3UBeTeH pastBOp, NPAKTHYECKH CROGOAEH OT BUAMMH YacTHIH.

4, KJINHUYHHU JAHHHU
4.1. TepaneBTHYHY NOKA3AHHA

BrapacTHu:

3o¢pad e NoKa3aH 33 OBNANABANE HA (4AEHE M TOBPBILAHE, IPHIHHENH OT LHTOCTATHYHA
XHMHOTEpANUA H ThYeTEPANNA.

3o(pad ce Npuara ChIO 33 NPEIOTBPATABAHE ¥ NIEYEHHE HA IOCTONEPATHBHO FARCHE H NOBPhIIAHE.

MexnaTpuyna nomyaaumnsa:

3odpan e noka3aH 3a OBANABAHE HA FAZIEHE W NOBPBIUAHE, MPHMHEHH OT XMMUOTEPANUS IIPH Jela
Ha BBIPACT = H MeceLa.

3o¢pan e NokasaH 32 NPEXOTBPATABANE H JIEYEHHE Ha ITOCTONEPATHBHO FaieHe ¥ TOBPBIaHe Py
Jielia Ha BB3pact 2 1 mecen,

He ca nposesxaann npoyuBaHus 3a yroTpedara Ha MepopaIHO NPHIOKEH OHIAHCETPOH 32
NPENOTBPATABAHE WM NEYSHHUE HA TIOCTONEPATHRHO raeHe H NOBpbLlaHE. 3a TasH uel ce
MPenopLusa UHTPABEHO3HA MHKEKHMA.

4.2. Jlo3aHpoBKa H HAYNMH HA MPHIOKEHHE

Jlegenne na rajacse H NOBPLIMANE, NPHUHHEHH OT XAMHOTePANNSA HAH TEYETEDANHA

EMETOreHHHAT NOTEHLMAT Ha NPOLYKTUTe, H3NOI3BAHY 33 NIeUEHHE HA TYMOPH, 3aBKCH OT
RO3UPOBKUTE H H3MONIBAHATE XHMHO- M YBUETEPaNleRTHYHN peskyMu, VR60pBT Ha 10308 pekuM Ha
OHAAHCETPOH Ce [IPABH ChOOPA3IHO ¢ EMETOrEHHUS NOTEHUHAT HA TEPanusTa.

Bu3pacmnu

FQACHG Y NOBPBINAHE, HPHUHHEHW OT XUMUOTEpanud 1 JbUETCpANYA.

Ilpeniopbuanara nuTpapeHosHa (i.v.} WM MHTpaMycky THa (i.m.) 103a Ha ORJaHCeTpOH € § mg,
NPUIOKEHa HEMTOCPECTBEHO NPEIH 3aNoyBaHe Ha TePanusTa.

32 CHAHO EMETOTEHHA TEPanHA MOXKe 1A Ce NPUIoKI MAKCHMATHA IThPBOHAYAIHA KHTP
OHJAHCETPOH OT 16 mg, Huy3npana 3a He no-Majko oT 15 min. Enuokparsa 103a, 1
16 mg, He Tps0Ba Ja ce nprnara NOpagH NOBHINABAHE HA PHCKA OT YABDKABAHE Ha Q
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J030-3aBHCHM HayHH (8. TodkH 4.4, 4.8 n 5.1).

EKacHOCTTa Ha OHZAHCETPOH NPH CHIHO EMETOTEHHA XHMUOTEPANNA MOXe 1a Gble yReNHUueRa ¢
CIHOKPATHa HHTPABEHO3HA 1032 OT 20 mg nexcaMerazonoB HarpueR docar, NPWIcKeHa Npeay
XUMHOTEPAIHATA,

HMTpapeHO3nH 1031 Haz 8 mg ¥ o MakckMyM 16 mg TpaGBa Na ce paspesaT Npeay NPUIIoKEHHE B
50 ml go 100 m] dusnosornyen Wiy Apyr NOAXONAIM HH(YIHOHEH PasTBOP H a ¢ MHPYIUPAT 3a He
fl0-Manko oT 15 min (B:k. Touka 6.6). Josu Ha OHIAHCETPOH OT 8 Mg WM NO-HHCKH, HE € HEOBXOIMMO
Aa Ce paspeXaaT H MOraT Ja Ob1aT NPHIOKeHH KaTo faBHA HHTPAMYCKYIIHA WM MHTpaBeHO3HA
HHAKEKIHA 32 HE NT0-MaMK0 o1 30 cexyHnn,

TTepaoHayannara 1032 OHOAHCETPOR MOXeE 42 Oble NOC/EIBANA OT ABE NOMLIHUTEIHA MHTPABEHOIHH
AO3H (3a He Mo-Manko oT 30 cexyHIM) HITH HHTPaMYCKYIHH 1030 OT 110 8 mg, npe3 4-3acosu
HHTEPBAJIH WIH OT HENpeKbeHaTa nudy3ng no 1 mg/h no 24 yaca.

3a npeaoTBparABane Ha NPOABDKHTENHO HIH [O-KBCHO TIPOSBEHO TIORPBILANE Cliea TbpBUTE 24 yaca
C€ IpernoppaRa MEpopatHo JEeHHE.

fTeduampusia nonyrauun

[anene u MOBRPHINAHE, IPUHHHEHH OT XHMEOTEDANHA NDH J€Ua H2 BL3IPACT > 6 Mecela U IOHOIN

[Tpu raneHe n NoBpBUIAHE, NPHIHHEHH OT XHMHOTEPAITHA, £03aTa MOXE Ja ce M3YHCTH Ha 6a3ara Ha
TeJeCHATa NOBBPXHOCT HIIH Ter0To, KaKTO € IPSACTABEHO MOo-A0My. B NeAnaTpuul KIHHUYHA
TIPOY4BaHUsA, OHNAHCETPOH € paspexiaH B 25 ml ao 50 ml ¢HIHONOTHMEH Pa3TBOP WM APYT
NOOXOAAL HHQY3IHOHEH PaITBOP (BXK. TOUKa 6.6) H € PUAAraH upes HHTPaBeHo3Ha HHDY3us 3a He
TI0-MaNke oT 15 MUHYTH.

Josnpanero Ha 6a3aTa Ha TErNIOTO BOAK A0 10-BUCOKH OGIUH JHEBHH O3H B CPABHEHNE C JO3NPAHETO
Ha (6a3aTa Ha TENECHATA MOBBPXHOCT (B, TOuku 4.4 W 5.1).

OHNaHCETpOH MHKeKIMs TPAGBA 1a ce paspedn B 5 % rmokosa win 0,9 % HaTpHeB XJI0DUA MM IPyT
noaxoasi HHdY3HOHeH pazTBOP (BXK. TOYKA 6.6) U 12 Ce IPHAOKH Ipe? HHTPaseHO3Ha HidY3Na 33 He
MO-MAIKO OT 15 MUHYTH.

Hama NaHHU OT KOHTPONIMPAHN KIMHUYHE IPOYUBAHHA 38 IPHAOKEHNETO Ha 3odpaH 3a
NpeNOTBPATABANE Ha NO-KBCHO MPOABEHO HIIH NPOABRIKHTENHO raaeHe H NOBpPBINane, NPMYHHEHHN OT
XHUMHOTepanyd. HiMa JaHHK 0T KOHTPOIMpPaHH KITHHIYHK TTpoYdBaHHA 38 NPHIOKEHHETO Ha 30(pan
NpH rafieHe i NOBPbINAHE, TPUIHHEHH OT ThUYETEPAIH IPH AeLa.

,Llosnpaue Ha fazara Ha TEJeCHATa TOBBPXHOCT:

3odpan Tpabra Aa ce NPHIOKKM HENOCPEICTBEHO NPEIH XMMHOTEPANHATE KATO EQHOKPATHA
MHTpaBeHO3Ha 103a 0T 5 mg/m’. EAHOKpaTHATA MHTPAaReHO3HA 5033 He TpAGBa 4a npebuuasa 8 mg.
TlepopanHoTo NpUioKeHHe MOXKe Aa 3amode 12 daca o-KBCHO H MOKE Aa NPOABIKY 20 5 KHH (B,
Tabmuua 1).

OGuwara 1032 3a 24 yaca (mpunaraxa Ha OTAENHH MPHEMH) He TpadBa Aa MpeByiliaBa 103aTa 33
BB3pacTHu oT 32 mg.




Tabmaua 1. Nosupane Apu XHMHOTEpanus Ha §a3ara Ha TeECHATA MOBBPXHOCT — Jeua Ha
BB3pAcT = 6 Mecela U HHOUIK

TenecHa Hen 1 8 Juu 2-6 ©
TIOBBPXHOCT
<0,6 m? 5 mg/m’® i.v. + 2 mg cupon Ha
2 mg cupon cnen BeexH 12 qaca
12 vaca
>0,6m’ao | Smgm’iv.+ 4 mg Ta6neTKa Ha
<1,2m? 4 mg Tabnetka Beeku 12 vaca
cnen 12 gaca
>1,2m? 5 mg/m? i.v. nn 8 mg rabnerka Ha
8 mgiv, + Bceku 12 waca
8 mg Tabnerka
cnen 12 yaca

? MurpaBesosHara 103a Ke Tpa6ea aa mpeBrinasa 8 mg,
® O6wara no3a 3a 24 yaca He TpxGBa 14 NpeBUIliaBa J03aTa 32 BRIpacTHA ot 32 mg.

o3Hpate Ha 6a3ata Ha TENECHOTO TErno:
Joauparero Ha 6a3aTa Ha TEMOTO BOAM 1O TIO-BACOKY OOLIM AHEBHR I03Y B CPABHERHE C I03UPAHETO
Ha §a3aTa Ha TEJIECHATA NOBBPXHOCT (BK. TOUkN 4.4 1 5.1).

3odpas Tpabea 12 ce IPUNOKY HENOCPEICTBEHO NPEIH XMMUOTEPAIUATA KATO eTHOKPATHA
HHTpapenosHa a03a ot 0,15 mg/kg. EnHokparnara MHTpaReHo3Ha 4032 He TPAOBA 1a NpeBHLlIaBa

8 mg.

ABe nocaensamy HHTPRREHO3HH AO3H MOTAT A3 GBAAT NPMIOKEHH Ha 4-4acOBH MHTEPBATH.
[TepopanuoTo npunokenye Moxe na 3a09He 12 Yaca no-KBCHO M MOXe 03 TIPOXBIXH 10 5 THYU (BK.
Tabmuua 2).

Obwara n03a 3a 24 vaca (npHnarasa Ha OTHENTHU NpHeMH) He Tpa6Ba fa NpeBMilaBa 103aTa 32
BB3PACTHH OT 32 mg.

Tabnuua 2. Jlosaupane npu xuMuoTepanus Ha 6a3ata Ha TENECHOTO Terto — Jlelia Ha BB3pacT
= 6 Mecena X KOHOIIK

Terno Jen 1 &9 Jun 2-6®
<10kg Ho 3 mosu ot 2 mg cHpon Ha
0,15 mg/kg i.v. Ha Beeku 12 vaca
4-9acOBH MHTEPBAIH '
>10kg | Mo 3 no3um ot 4 mg Tabnerka Ha
0,15 mg/kg i.v. Ha Becekd 12 yaca
4-4acOBM MHTEPBAIH

* UnTpapenosnaTa 1032 He TpsaGsa fa npesuinasa 8 mg.
% Obwara 032 32 24 uaca He TPAGBA 1a NPEBHINABA [O3ATA 33 BB3PACTHH oT 32 Mg,

Hayuenmu 6 cmap4ecka ev3pacm

l"ggeﬂe W OOBDLIIAHE, NPHHWHEHH OT XUMHOTEDETIHA H AbYeTepantsa

[Ipy nauuedTH Ha 1 Han 65 TOAMHM, BCHYKY WHTPABEHO3HH JO3H TpAOBA 43 C€ paspesaar H ja ce
MHQY3MpaT 32 He NO-MaNko OT 15 min, H ako ce NpUIaraT OTHOBO, TPAGEA A2 Ce MPHIIOKAT C
HHTEpBAN 1A OT IpyTa Hali-manko 4 yaca.

I1py nauyedTH Ha Bb3pact 65 10 74 TOAMHY MEPBOHAYANHATA MHTPABEHO3HA 1032 OHJIAHCETPOH OT

8 mg v 16 mg, nudy3upana 3a He 10-Manko ot 15 min, mMoxe 12 6be NocaenBana OT JBE J03H OT
1o 8 mg, xaro Te Tpabya A2 ce uRPy3Bpar 3a He NO-Manko oF 15 min U Ja ce nPUIIOKaT ¢
€lHa OT ApyTa Hali-Manxo 4 4aca.

[Tpy MauneHTH HA M Hax 75 rOIUHH MTBPBOHAYATHATA HHTPABEHO3HA 1033 OHJAHCET,
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Haneuasa 8 mg, kato Tpadea na ce MEGy3upa 3a He no-Manko ot 15 min. [TepBonasanuara 1o3a or
8 mg moxe 1a 6Bae NocIenBana OT ABe 5031 OT 10 8 mg, Kato Te Tpabea fa ce Hudyiupar 3a He
10-MaNKO OT 15 min i na ce NPHIIOKAT ¢ UHTEPBAT elHa OT Apyra Hali-Manko 4 yaca (BX. Touka 5.2),

HMayuenmu c Gvbpeuno yepesxcoane
He e Heo0xoaMMa NpoMAHA B AHEBHATA JO3HPOBKA, YECTOTATA HA TIPHEM MM HANHHA HE IPIIOKEHHE.

ITayuenmu ¢ wepnodpobno yepencoane

KAHPBHCST Ha OHIZHCETPOH € 3HAYMTEIHO HAMANEH, 4 CEPYMHUAT MIONYKUBOT € 3HAYUTENHO
YIBEEH MpH NAUHSHTH C YMEPEHO WM TeXKO YBPexnaHe Ha yepHoApoOHaTa GynKuua. TTpH Tax
of1iaTa SHEBHA 1103 Ha OHJIAHCETPOH (HHTPABEHO3HO H NEPOPATHO) He TpAOBa Ja HAnBPKINARA § mg.

Basenu memabonusamopu Ha cnapmeun/debpusorsunt

EMMMUHALMOMHUAT NOMY)KMBOT HA OHJAHCETPOH HE C& IPOMEHS [pH Te3y NalueHTH. Clenosarenso
PeIOBHHAT NPHEM HA TIPONYKTA NPH TAX LIe JOBEJE J0 HMBA HA €KCNOIKLMA, KOMTO He Ce pasnH4uaBar
Ot Te3H fipH obmara nonynanua. He e HeofxoauMa NPOMSHA B IHEBHATA JO3HPOBKA WIH YECTOTATA.

Ilo ATHBHO HE K NOBpLINAHE

Bwipacmuu

3a npeaoTBpaTABAHE HA NOCTONEPATHBHO FAfIeHe | MOBPBIIAHE C¢ NPENOphYRa NPILNOKEHHE Ha
€IHOKpaTHa 2032 OT 4 Mg OHAAHCETPOH KATO MHTPAMYCKYIHA WK GABHA MHTPABEHOIHA MHKEKIHSA
TIpH BbBEXKIAHE B AHSCTE3HA.

3a ne4enHte Ha NPOSBREHO CNeIONEPATHRHO rAIeHe U NIOBPBILAHE CE NMPenopbYBa SAHOKPATHA 1033 OT
4 mg xaTo MHTPAMYCKYIHA Wi GaBHA HHTPABEHOIHA MHMKEKITHS.

Heouampuuna nonyrayus

HOCTOIIGQ&THBHO rajene ¥ NOBPRINAHE NPW [eUa Ha Bh3PacT =1 Mecel i IOHOIH

3a nipeoTBpATABAHE HA TIOCTOTIEPATHRHO rafeHe ¥ NOBPhIlaHe NPK MeAMATPUYHH TalHEHTH,
NOJSI0MEHH Ha XUPYPTrUHO JISHeHUE 1101 0011a AHECTE3MA, OHIAHCETPOH MOXKe A3 Oble NPUITmKeH
KaTo eIHOKparha 0aBHA HHTPABREHO3HA HHIKEKLMA (He no-Manko ot 30 cexyHas) B nosa ot 0,1 mg/kg
AC MAKCHMANHa 1034 ot 4 mg, Apeny, 1o BpeMe MU Cliel BhBEKIAHE B aHeCTE31d.

3a Jieueyre Ha TIOCTOTIEPATHBHO FaICHE ¥ TOBPBIIAKE CAET ONEPaluA IpH NEAHATPUYHH NANHEHTH,
NONNOKEHH HA XHPYPTHYHO JigdeHHE 1o, o61a aHECTE3MA, OHAAHCETPOH MOXe Aa ObAe IPWIOKeH
KaTo e/HOKparHa HaBHa MHTPABEHO3HA HIKEKUMA (He mo-Manko ot 30 cexyHau) B fo3a o1 0,1 mg/kg
00 MaKCHMaTHa 1033 oT 4 mg.

Hsma nauuu 3a ynorpebara Ha 3ogpan 32 nedeHne Ha NOCTONEPATHBHO NMORPHUIAHE NIPH JENA 110 2-
FOIMIING BEIPACT.

Tlayuenmu e cmapuecka 6v3pacm

CriiecTByBaT OrpaHMeHH JaHHH 3a edekra oT yroTpeGa Ha 30(paH 3a IpenOTBpATIBAHE H JIEUSHHE
Ha NOCTONEPaTHBHO ralleHe M NMOBpBllaKe TIPU TE3H MTaUKHEBTU. Beupekyu TORa, OHAAaHCETPOH ce
[OoHAcA 700pe OT HaUHERTH Han 65 roquny Ha XMMMOTEpanys,

Hayuenmu ¢ Gvopeuno yepencoane
He e HeoGx011Ma NpOMsIHa B AHEBHATA 103MPORKA, YECTOTATA HA NPHEM HITH HAYHHA Ha IPHAOKEHHE.

Hayuenmu c yeprodpobno yepencoane
KOTpBHCBT Ha NpoayKTa € 3HAUMTETHO HAMANEH, & CEPYMHMAT MONYKUBOT € 3HAYUTENHO YABIKEH




Bagnu memabonusamopu na cnapmeun/0e0pusokenn

ENHMUHALMONHAAT MONYKMBOT Ha OHIAHCETPOH HE Ce IPOMEHs TIPH Te3u naurenTH. CeA0BaTenHo
PEROBHHAT NPHEM Ha NIPOAYKTA MPH TAX LIE J0BeIE A0 HHBA Ha eKCIIO3ALMA, KOUTO He ce pain4aBar
OT Te3u npu obwara nonynaupd. He e heobxon¥Ma NpoMsaHa B JHEBHATA JO3UPOBKA WIH YECTOTAT,

AYHH HA NPHIMKEHHE
Tpunosxenve: HHTPAREHO3HO (i.v.) UM HHTpaMycKyNHO (i.m.)

Ocsen noj dopmara Ha HHKEKUHOHEH Pa3TEOp, 30(pan ce npennara ¥ xaro TabneTku 3a NepopatHo
npuaokende. Tosa ynecHABa MPHIMKEHNETO U TOYHOTO ONPEAESHE Ha £03aTa,

4.3, Tiporusonokazanus

EnHOBpeMEHHOTO NPRIOKEHRE C anoMOpdHH € MPOTHBONOKA3aHO, B3 OCHOBA Ha CHOBILEHNA 33
TeMKa XMIIOTOHHMA W 3ary0a Ha Cb3HAHHE, KOTATO OHAAHCETPOH € 61 NPHaraH ¢ anoMopduH
XMIPOXIOpHA (BX. TOuKa 4.5).

CBpbXMYBCTBHTENTHOCT KbM HAKOS OT CBHCTABKHTE HA NpoaykTa (BK. Touka 4.4 u 4.8).
4.4. Crnenuannu npeiynpexieHus U NPeIMasHH Mepku Apa ynarpela

Joxnansanu ca peakLiH Ha CBPBXUYBCTBUTEITHOCT IPH MAUMSHTH C OKA3aHA CBPEXYYBCTRHTRIHOCT
KBM jpyTu cenexrusan SHT; pelleNTOPHH aHTATOHUCTH.

Pecnipatopru cxOurtus Tpaea a ce NEKyBaT CHMITTOMATHYHO H lekapHTe Tpabsa 1a HM obpulaT
0co0eHo BHUMAaHKUE, Thii KATO Te MOraT Aa NPeAIECTBAT PEAKLHH Ha CBPBXUYBCTBRTEIHOCT.

OuaanceTpon yabpmkasa QT-MHTepBANA 110 10303aBHCHM Ha4MH (B%. Touka 5.1). OcBeH ToBa, B
CNeAPeTHCTPaUHOHERA IEpHoa Ca foKaansanu cayyan Ha Torsade de Pointes npn ynotpeGa na
OHJlaHCeTpOH. [IpUoKenHeTo Ha OHJaHceTpoH TpaGea Aa ce H3GATBA PH NAUMEHTH ¢ BPOIEH
cUHIpOM Ha yabmkeH QT-uHTepBan. QupasceTpoH Tpa0Ba Aa c¢ MpHIAra ¢ TOBHINCHO BHHMAHUE PH
NAUKEHTH, KOUTO HMAT WITH NP KOHTO MOKE [1a CE NOABY YAbIKaBaHe Ha QT-wHTeprana,
BRJIOYHTENHO NALHMEHTH C JIEKTPONATER AKcOananc, 3acToiiHa ChpAeUHa HEAOCTATHYHOCT,
GpanuapHTMUN HIH TAKHBA, NPHEMALIEM APYTH JEKAPCTBEHM IIPONYKTH, KOUTO BOIAT N0 YARMKABAHE
Ha QT-unTeprana win 1o eNEKTPORUTEH QuchanaHC.

Cwobilasa ce 3a ciy4al Ha MUOKAPAHA HCXEMUs [IPH TAMEHTH, JIEKYBAHH ¢ OHIaHceTpoH. TTpu
HAKOM [ALMEHTH, 0COOEHO B CTyyall Ha HHTPABEHO3HO MPHIOKEHHE, CHMITOMUTE C& MOSBABAT
HeMOCPEACTREHO Crel MPHIOKEHNE Ha OHuaHceTpor. TlanuenTure Tpabea na Gea2T NpenynpeneHu 3a
MPUIHALMTE ¥ CHMITTOMKTE HA MUOKAPIHA HCXEMUA.

XHAnoKanveMuaTa H XunoMarHesneMusTa Tpialea 1a ce KOPUTHpaT MpelH NPUIOKEHHE Ha
OHJZHCETPOH.

B crieaperncTpatunmoHHus NEPHO/ MM OMTACAHH CITy4aH Ha TaUHEHTH ChC CEPOTOHUHOB CHHAPOM
(BKIIOYMTENHO IPOMEHHU B MEHTAITHYA CTATYC, BET€TATURHA HECTAGHIIHOCT H HEBPOMYCKYTHH
HapyLIEeHUs ) Clie]l ¢JHOBPEMEHHO NPHICKEHHE HA OHIAHCETPOH H APYTH CEPOTOHMHEPrHIHK
TexapeTha (BIIIOUMTENHO CelIeKTHBHH MHXUOHTOPH Ha 0GDPATHOTO 3axpallade Ha cepoTonuy (SSRIs)
1 UHXUOHTOPH Ha 00paTHOTO 3aXBalllaHe HA CEPOTOHNH ¥ HopaiapeHamul (SNRIs)). Axo
€AHOBPEMEHHOTO JIEeH1E ¢ OCHOAHCETPOH # APYTH CEPOTOHHHEPTHYHY JIEKAPCTBA € KIHHUIHO
ofocHOBaHO, ¢€ TIpenopbYBa NOAXOAAILO HAGMIOAEHHE Ha TALMEHTA.

Onzancerpon 32621 nacaxka B 1e6enoTo uepBo. HeoBXoAuMo € NOBKINEHO BHUMAHME NIPY
Che CyOHEyC 1O BpeMe Ha PHROKEHHE Ha NPOIYKTa,

Tipy NAUMEHTH ¢ XUPYPTUHHO OTCTPAHABAHE Ha CAHBMLWTE M AXEHOMIHTE, MPEAOTBPA
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rafeHeTO | TOBPBHIAHETO ¢ OHNAHCETPOH MOXeE 118 MAaCKHpPa OKYITHO KbpBeHe. CeOBaTeHO TAKHE
TAUKEHTH TPA6Ba a & NPOCIEOABAT BHUMATENTHO C/led NPUACKEHHE HA OHAAHCETPOH,

HeaunaTpuuna nomysauns
TenuaTpuuny NaUMEHTH, IPHEMALIH OHIAHCETPOH C XENATOTOKCHUNY XHMUOTEPANIEBTHIHY CPENCTRE,
Tpa0ka 1a ce NpocnensBaT BHAMATENHO 32 YBpekAaHe HA YepHOAPOOHATa PyHKIHA.

[Cagewe W 5IOBpBIIaHE, IPUYHHEHE OT XHMHOTEPANHS

TMpu M3uKcnABaHE Ha N03aTa HA Gasa mg/kg W npuarase Ha TP 103W HA 4-24COBH HHTEPBAIH,
obmara AHEBHA 1034 I]e € TO-BHCOKA B CPABHEHUE C NPII0KEHHE Ha eaHa SIHOKpAaTHA 8034 OT

5 mg/m?, nocenBaua oT nepopatHa 103a. CpapHHUTENHATA eDHKACHOCT HA TE3H B PA3TAUHY CXEMH
Ha [O3UPaHe HE ¢ MICTICABAHA B KIIHHUYHH W3INKUTBAHM, CpaBHeHue MEXAY KIHHHYHHTE H3NHTBAHUS
NOK23Ba CX0HA ePUKACHOCT Ha JBETE CXEMH Ha 03KpaHe (BXK. TouKa 5.1).

ot pal ChIbpPKA uti
To3u fexapcTBer MponyKT cuabpka 0,30 mmol Harpuit Ha amnyna (2 mi) u 0,62 mmol HaTpuit Ha
ammyna (4 ml), T.e. MOXe A2 ce Kaxe, e IPaKTHYECKH He ChARPKA HATPUM. AKO 3a paspexiaue Ha
3odpan nipean IPHNOKEHNE Ce H3NON3BA Pa3TBOP Ha 06HKHOBEHA o1 (0,9% W/V PasTBOp Ha HATPUER
XJIOPHL), TIOJTY4EHATa 1034 HATPHIT e ThAe TO-BRCOKA,

4.5. BaammonelcTBHE C APYTH JekapCTBeHH APOIYKTH H APYri HOPME H2 B3aHMONeHCTBHE

Hsama naHHH 32 IPHIRHEHO OT IPOYKTA MHAYLHMpaHe Wi MHXubupase Ha MeTaGoNnImMa Ha ApyrH
NeKapCTRA, NPHEMaHH EAHOBPEMSHHO C OHAAHCETPOH. JIaHHRM OT crielln(pHYAN N0 OTHOILEHHE Ha
B3aWMONeHCTBHATA M3NUTBAHNS IOKA3RAT, Ue HAMA (PAPMAKOKHHETHIHH B3AHMOREHCTBHA NIpH
SAHOBPEMEHHO IPUNIOKEHHE HA OHNAHCETPOH C ANKOXOI, TeMa3enaM, gyposeMui, andeHTanul,
Tpamanon, MOpdbHH, THIOKAHH, THONEHTAN WM Iponodo.

OxjaHceTpor ce MeTalonA3Npa C YYaCTHETO HA HAKOJIKO YepHOIpobHK uutoxpoM P-450 exsuma:
CYP3A4, CYP2D6 u CYPLA2. B pesynrar Ha MHOTOTO €H3UMHM ITETHILA 32 eJTMMUHHpAHE HA
OHJIAHCETPOH, MHXMOHPaHeTO UNH HAMAMABAHETO HA aKTUBHOCTTA HR SHH OT EHIUMHTE (Hanp.
CYP2D6 renetnyHo 06ycnoseH feduikt) o6MKHOBEHO ¢ KOMIEHCUPA OT APYTUTE eH3UMH ¥ BOIH
N0 MATKE Y He3HaYHTENHA IIPOMAHA B OBIIMA KIHPLHC WM HeoOXONHMATA 1034,

OnnancerpoH Tps6Ba Ja ce npuliara C NOBHILEHO BHUMAHKE NIPH EJHOBPEMEHHO MIPUTIOKEHHE &
JICKapCTBEHH TIPONYKTH, KOHTO YAuNXKaBaT QT-sHTepBana W/HIN BOLAT IO eneKTposuTen nncbanasc
(. TouKa 4.4).

Tpynoxesnero Ha OHIAHCETPOH € NeKapeTBa, YIbsMKasaum QT-uuTepbara, MOKe Aa AOBEAE 10
HBOMBAHUTENHO YARIKaBaHe Ha QT-unuTeprana. ETHOBPEMEHHOTO IPUNOKEHNE HA OHJTAHCETPOH ©
KapIHOTOKCHYHY NEKapCTEA (HAMp. aHTPAlHKIHEYE Karo JOKCOPYOHLMH, JayHOPYDHIMH WK
TpacTy3yMal), ¢ aHTHOMOTHLM (KATO EPUTPOMULIMH KIIN KETOKOHA3ON), C AHTHADHTMMYHH IEKapCTha
(xaTo amMHoaapon) M ¢ Oera-bnokepy (KaTo aTEHOROM WK TUMOJON), MOXE A2 MOBHIIM PUCKA OT
apuTMUH (BXK. TOuKa 4.4},

B CACAPErnCTPAlNOHBHA TepUOA UMA ONHCAHH CITY4ad Ha MALMEHTH CbhC CEPOTOHUHOB CHHAPOM
(BK/IOYUTENHO NPOMEHH B MEHTATHHA CTATYC, BEreTATHEHA HECTAGHIHOCT H HEBPOMYCKYIHU
HapylleHuA), c/led €NHOBPEMEHHO NPHIoKeHWe HA OHMAHCETPOH H APYTH CEPOTOHHHEPT HYHH
Jekapersa (prmountento SSRIs u SNRIs) (exk. Touka 4.4).

AnoMopdun

EnnospemMeHHOTO NPUNOKEHHE ¢ ANOMOP(IH € NPOTHBOTIOKA3aH0, Bb3 OCHOBA HA CHOOLIEHNHS 34
TEXKA XHITOTOHHA H 3ary0a Ha Cb3HaHHE, KOT4TO OHAAHCETPOH ¢ M IpuaraH ¢ anoMopdhux
XMAPOXIOPUA.

DeHuTOHH, kKapiamasennH o pudamnnnyy
[lpy narnuesT, NpUeMand MolHl HHAYKTopH Ha CYP3A4 (nanp. denuroun, kapb
PHHAMIMIMH) KITHPBHCHT NPH NEPOPATHO IPUNIOKEHUE HA OHAAHCETPOH Ce € NOBH
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KOHUSHTPAUHK Ha OHOAHCETPOH Ca C& TOHMKHIH,

Tpamanon
JlaHHu OT HpoyUBaHMsL, NPOBEASHH C MATEK GPOH NaRHEHTH NOKA3RAT, Y& OHAHCETPOH MOKeE Ja
HaMaly aHANTreTHUHAA edexT Ha TpaMaion.

4.6. Depraanter, GpeMEHHOCT M KbpMeHe

Aenu ¢ feTepoacn NOTEHIHA

HKenu ¢ aeTepoieH MOTeHUHAN TpAGBa 1a OOMMCIAT H3NON3BAHETO HA KOHTPALETLIMA,
BpeMenHoCcT

OboGuertue ra puck

B®3 0CHOBa Ha ONMT NPH XOpa OT ENHASMHOIOTHYHH TIPOYYBAHHA C€ NOJO3HPa, Y€ OHJAHCETPOH
TIPHYMHABA opodaliHaHy Man(OPMaLH, KOTATo Ce NPUara npes MspsHd TPUMECTHD Ha
GpemerHocTTA.

B €710 KOXOPTHO NpoyuBaHe, BKIOYBALIO 1,8 MILTHOHA GpeMeHHOCTH, YuoTpebaTa Ha OHJIAHCETPOH
Tipe3 MbPRUS TPHMECTED € CBEP3aHa C NOBHLIEH PHCK OT pa3BMTHE Ha LenKa Ha YCTHATA H/UTH
nebuero (3 zonsnuurensn caydas Ha 10 000 nekyBaHHM *KeHH; KOPUTHPaH OTHOCHTENEH pHCK, [,24
(95 % [{H1 1,03-1,48).

PenpomyKTHBHMTE NPOYBAHUA TIPY TIIBXO0BE 1 3aliLlu HE NOKA3BAT NaHHU 32 yBpexAaHe Ha deryca,
KOTAT0 OHAGHCETPOH & NPUNaraH 1o BpeMe Ha OprasoreHezara nipy npuGRn3uTenso 6 v 24 msTH
MakcHMaTHaTa NPenopLYBaHa 1034 OT 24 mg/AHEBHO Npu xopa, Dazupana CHOTBETHO HA TENecHATa
MOBBPXHOCT (BK. J[aHHY 1PH HKUBOTHH).

Hani4uuTe enuzeMHONOTHYHY POYUBaHNS 32 CHPAEYHH MaNPOPMAUKH NIOKA3BAT IPOTHKROPEUKEH
pe3yrrTaTh.

HPO)"JB&HHHT& NpY JKHBOTHH HE ITOKAIBAT IIPEKH WK KOCBCHH BpelHI e(bﬁI(TH o OTHOWESHWE Ha
PEOPOAYKTHBHATA TOKCHYHOCT,

OunaHceTpoH He TpiadBa Aa ce H3NON3Ba Npe3 MBPBHS TPUMECTbD Ha GpeMeHHOCTTA.

Jannu npy pcugominy

Tlpy npoy4sanus 3a eMOPHO-(ETATHOTO Pa3sBUTHE IIPH [LTHXOBE M 3aliilH, SPeMEHHHTE XMBOTHH
NOJIYYaBaT NEPOPATHHA N03U OHIAHCETPOH CbOTBeTHO 40 15 mg/kg/nen u 30 mg/kg/aeu o speme Ha
flepHoJa Ha opranoreHesata. C HIKMIOYEHHE HA IeKo HAMAJABAHe HANKABAHETO HA TENECHOTO Terio
Ha Mafikara rpn 3afinn, HaMa 3uauuMy ediekTy Ha OHAZHCETPOH NIpH MaHKUTe WIH B PA3BUTHETO HA
noromctpoTo, Ipu no3n or 15 mg/kg/neH npu mbxose U 30 mg/kg/mes Mpu 3aifui, K03aTa Hpu
maiixara e 6uaa crOTBeTHO NPRONH3NTENHO 6 U 24 MBTH [0-BHCOKA OT MAKCUMANTHATA, TIpenophuBaHa
1034 0T 24 g ABEBHO (IPH Xopa, 6a3upaHa Ha TejecHaTa TORbPXHOCT. [1py 1ipe- ¥ nocTHaTaAnHOTO
NPOYYBAHE 33 TOKCUYHOCT NPK PA3BUTUETO, GPEMEHHUTE TLTbXOBE N0TYHABAT NePOPATHH JO3K
oHfavncerpor A0 15 mg/kg/nen ot 17-us feH Ha GpeMeHHOCTTA 110 paxnanero ua 21 aed. C
H3KOUSHHE HA JIEKO HAMAJISIBAHE HAJLIABAHETO Ha TENECHOTO TErno Ha Malikara, He ce HaGmonapart
Apyrd edexTH Npy GpeMeHHUTE [TBXOBE 10 BPeME Ha Tipe- M NIOCTHATAIHOTO PA3BHTHE HA TAXHOTO
MOTOMCTEO, BIUTIOUMTETHO PENpOAYKTHBHATA CriocoGHOCT, cpbp3ana ¢ F1 nokonenue, Tpu ao3a or
15 mg/kg/neH npu nrbxose, 103aTa € Gina NPUOTUIATENHO 6 ITHTH NO-BHCOKA OT MAKCHMATHATA
ApenopLuBata 103a oT 24 mg JHeBHO NpH Xopa, 6a3MpaHa Ha TeNnecHaTa MOBBPXHOCT (BSA).

Kupmene

Oobujerng na pucka

He e u3secTHO fanyi OHAAHCETPOH Ce eKCKpeTHpa B KepMmara. Hama aaunH 3a edekrs
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OHZAHCETPOH BEDXY KBPMENROTO ACTE MM BRPXY MPOHIBOACTROTC HAa MIKO. BBrApeku Tosa e
YCTAHOBEHO, Y€ OHNAHCETPOH CE OTAENA B MIAKOTO Npr 6osaliHium (TUTbXose). 3aT0B8 Ce NpenophyBa
NaMEeHTKH, IPHEMalH OHIAHCETPOH, 14 He KbDMAT.

Keny M MBKe C PelPOIyKTHBEH NOTEHUNAN

Tecm 3a 6pemennocm
Ipenw 3ancusane Ha nedeHue Cue 30(PaH, IKEHUTE ¢ PENPOLYKTUBEH NOTEHUUAN TpAOEA 1a CH
HAMpAaBAT TeCT 3a GpeMeHHOCT.

Koumpayenyus

Keunre ¢ penponyKTHBEH nOTEHUHAN TPAOBA Na GbIAT YBENIOMEHH, Ue € Bh3MoxHo 3odpan na
YBpeOd pasBUTHETO Ha IU101a. Ha cexcyanHo akTHBHHUTE XeHN C penpOLYKTHEEH NOTEHLIHAN Ce
NpenopbYBa, [0 BPeMe Ha JIEYEHHEeTo Che 304paH U 10 [Ba OHH CS] HETOBOTO CITUpaHE, 4
H3M0A3BAT ePeKTHBRE METOIH HA KOHTPALIENIMS {METONN, [IPU KOUTO BEPOATHOCTTA OT
3abpemensBaHe e < 1%).

BSesrmnogue
3odpan He okazea BiHsAHUE BEPXY (epTUIMTETE,

4.7. Edextu BbpXy criocoGROCTT2 32 miodupane B pabora ¢ MalIMHK

Henpunoxumo,
4.8. Hexeaanu JekapcTBeHH peakunu

Hexenanure nexapcTBEHH peakiith Ca ONMCaHK 0-L0NY, KNaciHULIMPaHU O OPraHy K CUCTEMH M 10
4ecToTa. HekenanuTte peakiimy ce KNacuUUUpaT 10 YeCTOTa (10 CeAHHA HaYMH: MHOTO YECTH

(= 1/10), wectu (= 1/100 go < 1/10), Hewectn (= 1/1 000 no < 1/100), peaxn (= 1/10 000 mo < 1/1 000)
¥ MHOTO penku (< 1/10 000). MHoro uecTHTe, YeCTHTE H HeYECTHTE HeNENAHK JIEKAPCTBEHH PeaKiuu
OGUKHOBEHO Ce OTpeNieNiAT OT JaHHWTE OT KIHHMYHYE H3UTBaHUA. PesytaTHTe oT rpynara, npyeMana
ntalebo, CHILO €A B3ETH NpenRin. PeIKHTE H MHOTO PEAKUTE HEKENARY JIEKAPCTRERY PeaKiyy B
TIOBEYETO CIIydaH Ca OfpeeNeHNt OT HOCTMAPKETHHIOBITE CITORTANHY ChOGIIEHNS,

TlpH crannapTHO NpenopbYRAHNTE NO3M HA OHAAHCETPOH, B ChOTBETCTBHE C NOKARAHUATA M
NeKapcTBeHata PopMa, ca OTIpeaEneHH CEAHATE YECTOTH Ha HEXENAHM JICKAPCTBEHH PEakiIvH,
TpodurbT Ha HEXKeNaHHTE NIekapCTBEHH PEAKLNH TIPH ASLa H KOHOLIM € CPRBHUM C TO3M, Habmonasay
HpPH BB3PACTHY.

Hapymenus Ha IMYHHATA CHCTEMa
Pepxn: Bpp3y peakuuy Ha CBPBX4YBCTBUTETHOCT, NOHAKOTA TEXKH, BKIFOYHTENHO aHadMIaKCHA.

Hapyluenus Ha HEPBHATA CHCTEMA
Mpuoro uectn: I'napoSonue.

Heuecrn: [Tpunagbuy, ABUraTeliHi HapyLieHus (BRIIOYHTENHO eKCTPaNKPaMIIRI PEAKLHH KaTo
IRHCTOHHMHH PeaKliui, HUCTarbM 1 Jyuckunesns).

Penku: CBeTOBBPTEXK, PeNUMHO IO BpeMe Ha (P30 HHTPABEHO3HO HPHIOKEHHE.
Hapywmenun aa oyure

Perxn: [Ipexonsu 3putenty cMyLeHUs (Hanp. 3aMbITiCHO BUXKIAKE), TPEIUMHEO [IPH HHTPABE
OPHIOKEHHE,

Mtuoro penkw: [lpexonHa cienoTa, npeasMHO IIPX HHTPABEHO3HO MpHUIOKeHUe,

CobpaeuHu HApYLIEeHHs



Hewecty: Apurmus, Gonka B repawTe, cee Unu Oe3 nonmxkaraye Ha ST cermena, Gpagrkapaus.,
Penxu: Yawmxasane Ha QT-unrepsana (srirounrento Torsade de Pointes)

Cuon napymeHns
YecTu: UyBCTBO Hat 3aTOMLIAHE HIH 3a4epBABAHE.

Heuectn: XunoToHus.

PECIIH[JSTOPHH, rPBAHH H MEOIHACTHHAJIHN uapymeami
Heuectr: Xennane.

CToMAUINO-YpPEBHN HADYILEHNS
Yecrn: KoHcTHnangs.

XenaTo-GHInAPHH HAPYMEHHS
HeyecTu: ACHMIITOMATHYHO NOBUILABAHE HA CTOMHOCTHTE, NOMYYEHY OT HEPHOAPOGHHTE
dyHxumMonanau Tecroge,

Hapymiednsa Ha KOXATA H MOAKOMKHATA THKAH
Meuoro peaxu: TOKCHYEH KOxXeH oGpuB, BKIFOYHTENHO TOKCUIHA SNHIEPMANHA HEKPOJTH3A.

O6mu napymesns u eeKTH HA MECTOTO HA IPUIOKEHHE
YecTn: JIoKanHu peakUmy Ha MACTOTO HA HHTPABEHO3HOTO MEKEKTHDAHE,

1. HaGnonaBaru ca Ge3 OkOHYATENHH AOKA3ATENCTBA 32 TPAHHM KIHHIYHY TOCTENCTBHS.

2. Tlpu GONUMHCTROTO OT JOKIANBAHKTE CIY4au CHENIOTaTd € OTUIYMABANA B PAMKHTE Ha
20 MuHyTH. [ToBeseTo OT NalMeHTUTe Ca GHITH NOANOKEHH Ha XMMHOTEPAIHS, BKIIOYBALIA
uucTUiaTHHa. [py HAKOH OT CTyyaHTe € JOK/IANBAH KOPTUKANEH NPOM3X0] Ha NPeXOAHAT
cllenora.

3. Tesu pesyaraty ca HabnrofaBaky OOHKHOBEHO NPH NALMEHTH, MIOMI0KEHH HA XHMHOTEPAIIHA ¢
HHCILIATHHA

Hexenanu peakiiui MOTYYeHH OT CHOHTAHNY CHOGMCHUS H JHTEPRATYPHH clIyvan (¢
HEH3BECTHA YeCTOTa)

Creppalpure HeXXeNTaHH PEAKLIMYE NPOM3XOMAAT OT CIOHTAHHHA CHOGIIEHMA MO BpeMe Ha
MOCTMAPKETHHIOBHA ONHT ¢b¢ Zofran u aureparypuu ciyvan. Thit KaTo Te2H peakiuy ca AOKNaTRaHY
HOOPOBONIHO OT MOMYNALMS ¢ HEONPEALSIECHA [ONEMHHA, HE € Bb3MOXHO J0CTOBEPHO 12 C& OHEHU
THXHATA YECTOTA, MIOPAAM KOSTO TA Ce KATerOpM3Npa KaTo HensBecTHa. HekenaHure peakiiyy ca
m3bpoenn crraacko MedDRA 1o cucTeMo-OpraHy Kiacose.

Crupaevny RapymeHus
C HeH3BeCTHaA YECTOTA: MUOKApAHA HeXeMus (BK. Touka 4.4)

HeapaTpuyHa DoRyJIaUHR
T[lpodumsT Ha HEWeENAHUTE NeKAPCTBEHN PeAKLIMK OPH ACLA H IOHOILH & CPABHMM C TO3H, Habmonaran
TIPH BB3PACTHH.

Crofiapane Ha HOA0IMPAHY HEXEAAHN PeaKLIUl
ChoGLIABAHETO HA IOAO3MPaHH HEKETAHN PEaKUdy CIC Pa3peliasane 32 ynoTpeda Ha JiexapcTseHns

NIpOAYKT € BakHO, ToBa 1103BOMSIEA N3 NPOALIKYU HAGMIOASHHETO HA CHOTHOWIEHHETO O3a/PHCK 33
NekapcTBenys NpoaykT, OT MENHUHCKUTE CIIEUNATHCTH C& H3HCKBA Ja ChOOLIABAT BCAKA
NION03MPAHA HEKENaHE PeakiHa Upe3 HALMOHATHNS PETYIAaTOPEH OpTaH Ha alpec:

Brarapus
Vispban¥Tenda areALus 110 JIeKapeTBaTa
Yo ,Jdamad I'pyer” Ne 8




1303 Codus
Ten.: +359 2 8903417
yeGcaitr: www.bda.bg

4.9, Nlpeaosnpane

CuMITTOMH H RPH3HALM

OnsTeT ¢ Npenosupase Ha OHAAHCETPOH € OTPaHMYeH. B noBedeTo Ciiyyau CHMITTOMHTE PH
fpenosupare ca nonobHH Ha Te3H, JOKIANBAHY IIPY NALUMEHTH, IPUEMAITH TIPOLYKTA B PAMKYTE HA
IpenopbYBaHaTa 0032 (BxK. Touka 4.8). [IpossuTe, KOHTO ¢a chOBABANH, BKJIOYBAT 3PUTEITHH
CMYLIEHUS, TEXKKA KOHCTUTIAINSA, XHITOTOHHS K BasoBarafieH eNM30k ¢ mpexofeH AV 610k BTopa
CTelNex.

Ounpancerpon ynbmkasa QT-HuTepsana no 1o303aBuckyM HadkH. B ciydali Ha npenosupane ce
mpenopbyea EKI Monirropunr.

HeagaTpydna nonyaauus

TlenuaTpudHU Clydau, ChOTBETCTBAUIN HA CEPOTOHMHOB CHHIPOM, Ca ChOGIIEHH Ciel
HenpeaHaMePEHO IIEPOPATHO NPENO3NPAHE HA OHAAHCETPOH (HAABKIIABAILIO NPUeMa, M3UMCHEH 1Tpu 4
mg/kg) Npu kKepMayeTa u Jelia Ha Bb3pact oT 12 mMecena Ao 2 ronsHu.

Jeyenne
Hsama cnewudiyien aHTHAOT 32 OHJaHCeTpoH. TIpy ciiyyay, 38 KOWUTO €& NI0J03Mpa [Peo3upane, ce
NPenophYBa MoAXOAAUIO CHMOTOMATHYHO W NOAABPIKAILO NEUEHHE.

prnokenneTo Ha BNekaKyata 3a JeUeHHE HA NPEO3HPAHE ¢ OHAAHCETPOH He C& NPENOphUBa, Thil
KaTo € MATKO BEPOATHO MALUEHTHTE A2 CE NOBIHANT, NOPaAH AHTUEMETHYHOTO NeiCTRAE Ha
OHJAHCETPOH,

5. ®APMAKOJOIr#YHH CBOMCTBA
5.1. ®apmaxoanRampyHn CROHCTBA
dapMakoTepanesTHaHA rpyna: ceporolud (SHT;) antaronuer, ATC koa: AMAAD]

Mexanu3bM Ha aelicrene
OugaHCceTPOH e MOILeH, BHCOKOCENeKTHREH S-HTs peuenropen aNTaroHUCT. He e AceH TOUHNST
MEXaHW3EM Ha AeCTBHE HA OHJAAHCETPOH IPH NOTHCKAHE Ha rafieHeTo i NOBPbIIAHETO.

XUMHOTEPANEBTHYHUTE JIEKAPCTBA H AbHETEPAITHAT2 MOXE Ja JOBenar 1o ocsoGoxaasane ua SHT B
TBEHKOTO YEPBO, KATO N0 TO3M HAUHH OTKNIIOUSAT peduieke Ha NoBphiliaHe Ype3 aKTHBHPRHE HA
BaryCHUTE OKOHYaHHA ¢ yuacTHero Ha SHT; penenropure. OxnatcerpoH 610Kkupa OTKAIOYEAHETO Ha
T034 pediiexc.

AXTHBUPAHETO Ha BATYCHHUTE OKOHYAHHA MOKE ChILO Ja NPUUKHK ocRobOKIasane Ha SHT B area
postrema, ROKIH3UPAHA HAa APHOTO HA YETBLPTHA BEHTPHKYJ. ToBa MOXe Nia foBene Ao peduiexc Ha
MOBpBiLAHE [0 UeHTPaneH mbT. EGexTsT Ha OHZAHCETPOH TIPH OBIAAABAHE HA TAICHETO U
NOBPBUAHETO, NPEAUBMKAHM OT UNTOCTATULH M ILUSTEPanig, ¢ IbAKH BEPOATHO Ha OloKMupane Ha
5-HT; penenTopiTe Ha HERPOHH, NOKATU3UPAHM KAKTO B NepudepHara, Taka ¥ B LEHTPARHATA HepBHA
CHCTEMA.

MexaHuaMuTe Ha AefCTBHE NpW NOCTONEPATHBHO TAAEHE W NIOBPBUIAHE HE Ca HIBECTHH, 8y
ca ToR00HH HA TE3U NPH LMTOCTATHYHA XUMHOTEPANHA.

DapMaroaHHAMUURY edeKTH
OuzanceTpoH He TPOMeHs TLNa3MEHUTE KOHUERTPAUMM HA TPONAKTUH,
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Yabkapade Ha QT-uuTepsana

EdexTsT Ha OHRnaHceTpoH BbpXy QTc-HHTEPBANA € OUEHEH B ABORHO-CIIATIO, PAHIOMA3HPAHC,
nnauelo 1 Mo3HTHBHO (MOKCH(IOKCALMHA) KOHTPONMPAHO, KPBCTOCAHO NPOY4BaHE Npu 58 31pasu
BB3PACTHU MBXKE M KeHH. JlosnTe oHnaHceTpoH ca 61 8 mg ¥ 32 mg, MHDY3MPAHH UHTPABEHO3HO
3a 15 muayTH. IIpH Hali-BHCOKATA M3MHTBAHA i03a OT 32 Mg, MakCHMATHaTA cpeata (ropHa IPaHMLa
o1 90 % CI) pasnuka B QTcF B cpaBHeHue ¢ ruranebo clie KOPUIHPAHE CIPAMO H3XOAHOTO HHBO, €
Guna 19,6 (21,5) msec. py Hali-HuCKaTa H3NKRTBAHA 1034 OT & Mg, MAKCHMANHATA cpeaHa (ropHa
rpanua ot 90 % CI) pasnuka g QTcF B cpasierHe ¢ mnaue6o ¢1ea KOPHTHPAHE CIPAMO H3XONHOTO
HUBO, & 6una 5,8 (7,8) msec. B ToBa npoyuBane waMa usMepsannd ua QTcF mo-sucoku or 480 msec
Hima yoemxasade Ha QTcF noseue or 60 msec. He ca HaO/01aBal} CHIUECTREHH POMEHH B
H3MEPEHHTE eNeKTpoxapaHorpadickn unrepsaan PR u QRS,

IeanaTpuyHa nonyaauns

Tadene y nospruane, npuiipedy om HOMEDANUa.:

E¢uKacHocTTa Ha OHIEHCETPOH B KOHTPOTHPAHETO Ha rafeHe | OBPHIAHE, TPIUMHEHH OT
XHMHOTEpaIys, 0 IOBOM HA 3NOKA4ECTBEHO 3a00NsRaHe, € OLCHeHS B ABOHHO-CHANIO PAHAOMHINPAHO
H3nMTBaHE TIpH 4135 MaunenTH Ha Bb3pacT or 1 5o 18 rogunu (S3IAB3006). B nhute Ha
XHMHOTEPaITHATA Ha NAUMEHTHTE € APWIAraH OHAAHCETPOH 5 mg/m? i.v. + oHaauceTpon 4 mg p.o.
cnen 8-12 gaca wny oupakcerpou 0,45 mg/kg i.v. + nranebo p.o. cnen 8-12 vyaca. Cnen
XHMHAOTEPaNKATA Ha NBETS MPYIH & NPHIarad 4 mg OHNAHCETPOH CHPOI JBa (TETH AHEBHO 32 3 JHH.
IIb71eH KOHTPON Ha MOBPBILAHETO B Hali-HeGMAroNpUATHHA ZeH OT XMMUOTEPANWITS € IOCTHIHAT TIPH
49 % (5 mg/m’® i.v. + ogaHceTpol 4 mg p.o.) n 41 % (0,45 mg/kg i.v. + nnane6o p.o.). Cren
XHMHOTepanusTa ABETE IPYNH Ca NIpHEMATTH 4 M OHGAHCETPOH CHPOI ABA ITHTH QHEBHO 34 3 nHH. He
e Habmonasana pa3ivKa B 06MATA YECTOTA 11 BUJI HA HEWENAHNTE IEKAPCTREHH Peakiii MKy ABETe

TPYTH.

HsofiHo-caano panaoMu3npato nnane§o-KOHTponupano npoy4sane (S3IAB4003) npu 438 nauuentu
Ha BB3pacT oT 1 10 17 rofMHK NoKa3sa mbJieH KOHTPO! HA NOBPBILAHETO B HAl-HeGnaronpusTHH JeH
OT XHMHOTEpANHATa NP 73 % OT NaUMeNTHTe, KOraTo OHIAHRCETPOH € NPHUIAraH HMHTPABEHO3HO B
1033 T 5 mg/m’ i.v. B xOMOHHAUKS ¢ 2-4 Mg AEKCAMETa30H P.0. ¥ pK 71 % OT NAUKEHTHTE, KOraTo
OHJIAHCETPOH € npwiiaraH noj ¢opmara Ha cUpon B 103a OT 8 mg + 2-4 mg AeKCAMETa30H P.O. B AHHTE
Ha xumuoTtepanusTa. Cnen XMMHOTepanusTa J8ete IPyIK ca NMPUeMand 4 mg OHAAHCETPOH CHPOIT JBa
ITBTH AHeRHO 3a 2 fHu. He ¢ Habmronapana paznyka g YECTOTATA H 8KIA HA HEXENAHUTE IEKAPCTREHH
PEAKIMH MEXTY ABETE MPYTIH.

EdukacHoCTTa Ha OHIGHCETPOH NPH 75 elia Ha Bb3pacT ot 6 10 48 Mecela & IIpoyyYeHa B 0TBOPEHO,
HECPaBHHUTENHO M3MUTBAHE ¢ €AHO pamo (S3A40320). Beuuku Jeua ca npHeMani WHTPABEHO3HO TPH
nozu ot 0,15 mg/kg onpanceTpoH, npunarad 30 MEHYTH Ped 3a04BaHETO HA XUMHOTEPAINIATA H
Ha 4-ysi B 8-Hg 9ac cnen wbpsara 203a. TibieH KOHTPON HA TIOBPBIIAHETO € OCTUIHAT NpH 56 % oT
[aLHeHTHTE.

Jpyro oTBOpeHO, HECPABHMTEIIHO M3NMTBAHE ¢ eAHO pamo (S3A239) npoyyra edukacHOCTTa Ha efiHa
unTpaseHosHa no3a ot 0,15 mg/kg onnaHceTpoH, NOCNeABaHa OT [Be NepopajiHi L0 OHJAHCETPOH
OT 4 mg UpH Jeua Ha BB3pAcT < 12 roJuHl ¥ 8 mg npu geua Ha Bbipact = 12 roguau (o6 6poti neua
n = 28). [ThaeH KOHTPON HA NOBPBLLIAHETO € MOCTHIHAT PH 42 % OT MAUHEHTHTE.

Llocmaonepamusng 2adene u nospviyaus:

EuxacHocTTa Ha eHOKPATHA 1032 OHAGHCETPOH NPH NPEIOTBPATABAHETO HA NOCTONEPATUBHO
rajeHe ¥ NOBPLIIANE ¢ TIPOYIEHO B PAHIOMH3HPAHO, ABOHHO-CIIAO, M1aLedo-KOHTPOIHPaHo
HartMTBage npy 670 aena Ha BB3pacT or 1 10 24 Mecena (BB3IPACT Chesl 3a4aTHeTo = 44 ceMULHM,
TerNo = 3 kg). BR/IIOYeHHTe MALMEHTH Ca HMATH XHPYPriyHO deqeHne non o011a aHeCTe3Hs 1 ca
UM ASA cratyc <111 B paMKuTe Ha NeT MUHYTH Clell BbBEXIAHETO B aHECTE3WA € P
SRHOKpaTha 2032 oHnancerpon ot 0,1 mg/kg. TpolenTsT Ha NalMeHTHTE, KOWTO Ca U
SAMH ¢METHYEH eMH304 N0 BpeMe Ha 24-wacoB nepuon 32 oueHka (ITT), e 6un no-ro.
NALMEHTHTE Ha M1a1e60 B cpaBHeHNE C Te3H, IPUEMANTH OHAAHCETPOH {28 % cpam
p < 0,0001).

1



TIposeneny ca ueTHpH N80WHO-ClIENH, MIALEGO-KOHTPONUPAHH HANMTEAHUS NpH 1 469 NauMenTs oT
MBIKKI H WCHCKH 1107 (Ha BB3pacT oT 2 a0 12 roauHn) ¢ npexcrodina ofia asectesns. [Taunenture
€2 PAHAOMH3MPAHY KbM eJHOKPATHH HHTPaBeHO3HH A031 oHAaHceTpoH (0,1 mg/kg 3a NenuaTpAIHA
nauneHTH ¢ Terno 40 kg unu no-Manko, 4 mg 3a nequaTpHUHH NAUMEHTH © Terno noseye ot 40 kg;
Gpolt nansenTH = 735) nan wane6o (6podt manmenty = 734), H3nuTeavOTO JEKAPCTBO € NPHIATAHO
33 Hali-Maiko 30 CexyHIH, HEMOCPENCTRBEHO PERH HITH Cliel] FLBEKAAKETO B AHECTE3M .
OnpaHceTpoH € 3HauMTeNHO To-etiKaceH oT wiauebo 3a MPeIOTBpAaTABAHE Ha raJieHe M NOBPbIIAHE,
PesymraTure OT Te3u M3NUTRAHKAA ca 06o0meny B Tabmuua 3.

Tabnuua 3. [penoTeparaBaHe ¥ Je4eHHUe HA NOCTONEPATHRHO TAACHE H TIOBPLIIAHE ITPY
NEANATPUYHHM MALMEHTH — OTTOBOP OT JIEUSHHETO G0 24 yaca

IIpovysane Kpaifna Touka Onjaucerpox %o [Trauebo % p-crolinoet
S3A380 CR 68 39 < 0,001
$3GT09 CR 61 33 <0,001
S3A381 CR 53 17 < 0,001
S3GT11 JIdnca Ha rageHe 64 51 0,004
S3GTI1 JInnca Ha NOBpEIIAHE 60 47 0,004

CR = em3oiHTe Ha NOBPBUIAHE HE HACTHIIRAT HIIH CE NPEKpaTSBAT
5.2. @OapMakokHHETHIHY CBONICTBA
©apMaKOKHHETHYHITE CBOACTBA Ha OHOAHCETPOH HE CE MPOMEHAT NIPH PELOBEH TIPHEM.

Pezopbuns

B racTpo-MHTECTHHANHUA TPAKT OHAAHCETPOH Ce PE30opiupa NaCHBHO M U3LLIO CleT NEPOPATHO
NPHNOXKEHKe, KAaTO MPeThprARa first pass MeTaGonu3bM. BLpxoBr MiasMeHH KOHUEHTPALHA C&
Aocturar 1,5 uaca cien npueM. IIpu npuioxenye Ha 403y Han § mg, ce A0CTHTaT No-BHCOKH
CTOHHOCTH Ka I11a3MeHa KOHUEHTPAUMS Ha OHJAHCETPOH, CNpAMO NpueTata jo3a. [lepopannoro
NpUIOXEAME Ha MO-BUCOKY 03K MOXKE Ja NOBEIE A0 peayuupaH first pass MeTabomuybM Ha
NPORYKTA.

Cren npunoxenye Ha eHa Tabnetxa oT 8 mg, cpeaHaTa GHOHANMYHOCT [IPH 3APABM NUUA OF MbKKH
non € npubausurenso 55 no 60 %,

[TpuemsT Ha XpaHa BoAH A0 C1alo MOBHLIABAHE B CTOHHOCTHTE HA OHOHANMYHOCTTA, TIPUIOKEHHETO
Ha aHTHALMIM He OKA3BA BNISHUE,

ExBHBaneHTHA CHCTEMHA EKCIIOMLMA C& IOCTHIA CIIeJ| LM, ¥ 1.V. IPHIOKEHHE Ha OHIAHCETPOH.

Paznpedenenue
OnzaHceTpoH ce CBEP3BA B MalKa CTeNeH ¢ niiasmenuTe nporeuud (70-76 %).

PasnipenenesHeTo Ha OHRAHCETPOH Cllefl IEPOPATHO, UHTPAMYCKY/IHO Ml HHTPABEHO3HO
NIPHIOKEHHE P BE3PACTHH € CXOAHO. PaBHORecHHAT 00eM Ha paznpenenenue e npubInanTenHo
140 1.

Memabonusem
OHpaHceTpoH Ce eTMMHHHPaA OT CHCTEMHOTO KPBBOOGPbILIEHHE OCHOBHO Ipe3 uepHus apot ¢
YYaCTHETO Ha HAKOKO SH3HMHHK TRTA. JIHTIcaTa Ha eH3uma CYP2D6 (nebpuzokBusios
TOJHMOP(UIBM) HE MOBIMABA HaPMAKOKHHETUKATA Ha NPOAYKTA.

Enumunupane
OHOaHCETPOH Ce eMMMHUMHMPA OT CUCTEMHOTO KPBBOOGPBLICHUE OCHOBHO IIPe3 YEPH
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IMo-manko o7 5 % or pesopbupanara 103a C& EKCKPeTUPa HENPOMeHeHa ¢ ypuHara. Pasnpenenexuero
Ha GHOAHCETPOH CJieX NEPOPATTHO, MHTPAMYCKYIHO WIM UHTPABEHOZHO NPUNIOKEHHE € CXOIHO.
EnnMHHAUWOHHRAT HOMYKHBOT € OKONO 3 Yaca.

Cneyuannu zpyny nayuenmu

Ioaosa ofycnoBens pazanyns

VeranoBeny ca nosoeo o6yCHoREHH PaznumHA B PA3NPeaeIeHueTo Ha ouanceTpoH, TIpu wenuTe ce
ycTaHoBABa N0-01p3a U 110-n06pa pe3opOUns Cliel IepopaneH npueM, 3a6aBeH CHCTEMEH KIHPBHC ¥
TIo-MaTEK 00eM Ha pasnpenencHne (COpAMO TENECHOTO TEMI0), B CPABHEHHE C TE3H CTOMHOCTH pH
MBKE,

HAeua u ronomu (na BBipact ot 1 Mecen Jo 17 roanHu)

TIpu neauaTpiyHy NalMeHTH Ha BB3pAcT oT | 10 4 Meceua (n = 19), Ha KOUTO NPEACTOH XKPYPTHYHA
Qnepanyi, KIUPBHCET Cel HOPMAITH3UpAHe Ha Ter1oto ¢ 611 npubmisutento 30 %6 no-HUCHK OT
TO3H NPU NAUMEHTHTE HA BB3PACT oT 5 10 24 Mecena {n = 22), HO CPaBAMM € TO3H NPH NALKEHTHTE Ha
EB3pACT 0T 3 A¢ 12 ronusn. EMHMHHANMOHHUST NOMYXXHROT [IPH NAlMEHTHTE Ha 853pacT ot 1 a0

4 Mecena e 6un cpenHo 6,7 4aca B CpaBHEHUE ¢ 2,9 4aca 3a HAUMEHTH BLB BE3PACTOBHTE FPYNH OT 5
A0 24 mMecena 1 ot 3 1o 12 ronuHy, Pa3nukuTe BbB HapMAKOKWHETHYHHTE MAPAMETPH [IpH
NAUMEHTHTE HA BB3PACT oT | 10 4 MeceLa 10 U3BECTHA CTETEH MOTAT Ja ¢& OOACHAT ¢ mo-rogeMus
IPOLEHT Ha 00IOTO BOJHO CHABPKAKME B OPraHu3Ma TIPH HOBOPOEHY 1 KbPMayeTa 1 [o~roJIeMHst
ofeM Ha pasnpefeneHue 38 BOOPA3TROPHMH JIEKapCTBa KaTO OHOAHCETPOH.

[Tpu neauaTpyyHn NaUMeHTH Ha BB3pacT or 3 40 12 rooMHM, Ha KOWTO PEACTOH XAPYPIHHO
Jeyenye nox ob1a aHecTesuns, abCOMOTHATE CTOMHOCTH Ha KTHPBHC K 00eM Ha pasnpeAeicHue Ha
OHOAHCETPOH €& OH/H NO-HUCKH B CPaBHeHHE CbC CTOMHOCTHUTE NIPH RBIPACTHH NAlHEHTH. JlpaTa
[1apaMeTbpa ¢€ YBEIHIABAT NHHEHHO ¢ TETIOTO U HpH | 2-rogHInna Bp3pacT CTOHMHOCTHTE JOCTHTAT
Te3u Npu Mnanu xopa. Korato ¢cTofiHoCTUTe Ha KMpBHCa 4 ofeMa Ha pastpeleneHue ce
HOPMATH3KPAT C TENECHOTO TEN0, CTOMHOCTHTE Ha TE3W NAapaMeTpH ¢a NoAOCHH NPH MALHEHTHTE OT
PAVTHYHHTE BL3PACTOBY IPynH. M3noN38aHETO Ha JO3HPaHE CIPAMO TENECHOTO TELIO KOMIIEHCHpPA
NPOMEHHTE, CRBN3AHU C BHIPACTTA H € 6(QEKTHBHO B HOPMAIH3HPAHE HA CUCTEMHATA EKCIIOZHIMA MIPH
NENHATPUYH MAlMeHTH.

Hanpasen € nornynauuoneH GapMakoKMHeTHueH asanms npu 428 nuia (NauKeHTy ¢ pak, XHPYPruYHO
JIEKYB2HH N2IMEHTH U 310pagy KoOpOBONIN) HA BR3PACT OT 1 Mecel A0 44 roaMAY ClIeN HHTPABREHO3HO
NPUNOKEHHE HA OHAANCETPoH, baskpallkH ce Ha To3M aHanus, cucTeMHaTa excrnosuima (AUC) Ha
OHJIAHCETPOH CNICR HHTPABEHO3HO WIIH NEPOPATHO NPHICKEHHE NPH AeUa U IOHOUIM ¢ CDABHEMA C
Ta3W IPU BE3PACTHH, ¢ H3KMOUeHHe Ha Gebera Ha Bb3pact oT | 10 4 mecena, OGeMsT Ha
pasnpeneneHne € CBLP3aH ¢ BE3PACTTa H € OHI I0-HUCHK [IPH Bb3PacTHH OTKOJIKOTC Npu Gefera
neua. K/IHPBHCBT € CBBbP3aH ¢ TErN0TO, HO He € CBBP3aH ¢ Rb3pacTTa, Kato Geferata Ha BL3pact oT 1
Ho 4 mecena ca u3kmodenne, [opanu Mankas Gpolt Ha HacIenBaHuTe IMUA HA BB3PACT oT 1 10

4 Mecela & TPYAHO Jia C& HANpaBy 3aKIIOYEHHE AATH € HMAA0 JOMBAHHTENHO HAMANABaHe Ha
KIMPBHCE, CBLP3AHO C BBh3PACTTA MITH TOBA C¢ IBJIKH NPOCTO Ha BponeHa BapuabunHoct. Thil karo Ha
TALHEHTHTE HA BB3PACT NMO-MAIKa OT 6 Mecena e M Oblie NPHIMKEHA ¢aMO SRHOKPATHA 032 TIpH
MOCTONIEPATHBHO rafieHe H NOBPBINAHE, He € BEPOATHO HAMATEHMAT KIMPBHC Na HMa KNHHHYHO
3HAYEHKE.

MNManyenTn B cTapuyecka BLIPACT

Pannu npoyypanns (asa | npy 30pasu J06POBONILM B CTAPYECKA Bb3PACT MIOKA3BAT HANMYHME R
BB3PACTOBO 3a8BHCHMO €160 HaMATEHHE HAa KJIMPBHCA U YABDKARAHE HA eNUMHHALIMOHHHNA
TOMYKUBOT Ha OHOAHCETPOH. [HUpokHTe WHAHBHAYANHY PAzAHKH 06a4e BOAAT 10 3HAYKTEIHO
NPHIOKPUBAHE HA HaPMAKOKWHETHHHUTE NapaMeTpH Mexay Mo-MTadu Juia (< 65 ronuun) u JHUA B

CTapyecka BB3pAcT (> 65 FOAWAY) M KaTo LIANO He € MMANO pasnuuus B 6e30MacHocTTa H
eHKacHOCTTa, HablonaBaHK NPY MIAAN NALMEHTH ¢ PaK | NP NAUUEHTH B CTApyec
PaK, y4acTBaK B KIHHHYHH npoyyeaHus 32 CINV, koHTO 22 JoBenar 10 pasnnvHK
HO3UpaHe NPH NAUKEHTHTE B CTAPUYECKA BB3PACT.
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B%3 0CHOBa Ha NO-CKOPONTHH JAHHH OT MOZE!N HA IUTA3MEHHTE KOHLIEHTPALMH Ha OHIAHCETPOH H
€KCTIO3HIMA-OTIOBOD, IPU MAUHEHTH 2> 75 TOAHHH ce IPeAcKa3Ba no-roisM edext Bupxy QTcF B
CpaBHEHME C MJIaAM Bb3pacTHH. 3a MallMeHTH Hal 65 TOAMHY U Haf 75 rORHHH € MPeroCcTaBeHa
cnerppnasa madopmanns 3a NOIMPOBKATA TIPH HHTPABEHO3HO MpHNOKeHHe (BK. Touka 4.2).

IManuenTH ¢ G66peyno yRpexnane

Tlpy nauvenTH ¢ ymepeHo Gp6pedHo yspexaane (KpeaTnHHHOB knypbue [5-60 ml/min), ofeMbr ua
pasnpeAcneHye H CHCTEMHHAT KIMPBHC Ha OHIZHCETPOH Cnef i.v, IpulokeHye ca Hamanesu, Tora
BOJIH 10 MHOTO ¢nalo YARMKARAHE HA NBMHHALMOHHHAS TOAYKHMBOT (5,4 Uaca), KOeTo HAMA
KIMHAYHO 3HaYeHue. [1pn nauventu ¢ Texko Gp0peuno yBpexaaHe Ha NeUeHye ¢ XeMOAHA/TH3a
(u3cneaBaHH MEXKIY THANUIHTE), HE CE YCTAHOBABAT NPOMEHH BLB GapMAKOKHHETHKATA HA
OHIAHCETPOH, IPILIONEH HHTPABESHO3HO,

Haunent ¢ yepHoapobuo yepexiane

[pH NaLMEHTH C TEKKO YEPHOAPOGHO YBPEKAIHE, CHCTEMHUAT KIUPBHC HA OHNAHCETPOH € CHITHO
HamaJIeH C YIbJUKEH eNTMMUHALMOHEH NONYKHBOT ([5-32 vaca) 1 GHOHATHYHOCT CAEH Mepopaner
nprem npubausurenso 100 %, xoeTo ce ABDKH Ha 3a6aBeHHA TIPEXENATANeH METAGOIHILM.

5.3. NpenxkiMuuYSHE JAHHA 32 Ge30MacHOCT

Hscnensane ¢ HOHHR KaHAH OT KJIOHHPAHA YOBCIIKA THKAH OT ChPLE NOKA3BA NIOTCHUHATHA
BBLIMOKHOCT Ha OHJAHCETPOH NPH KITHHUYHO 3HAYMM¥A KOHLUCHTpauMH 4a [TOB/IHARA CHPICYHATA
penosapr3anig ypes 6noxupane Ha hERG kanueBn kananm.

Halmosasano e yromikasane na QT-vHTepRana o 10303aBUCHM HAYHH B EIHO OCHOBHO NPOYYBaHe
Ha QT apu 3apasu 106poromUK (B3, TouKa 5.1 - Vabmxasase Ha QT-uurepeala).

PenponyxTHBHA TOKCHYHOCT

Bx. Touka 4.6. QeprunuTeT, GPEMEHHOCT M KbPMEHE.
6. OAPMAHNEBTHYHH TAHHH

6.i. CnWchbk Ha MOMOILLHHTE BelleCcTRR

Harpues xnopun

JlamoHeHa KHCEMIHA MOHOXUIPAT

Harpues uurpar

Boza 33 MHKEKI{NK

6.2. HecuLBMeCTHMOCTH

Kakto BeaKo n€kapcTBO, OHAAHCETPOH He TpAOBaA 4a ce CMECRA B €1HA CIIPUHIIOBKA MK CUCTEMA 32
MH(Y3HA ¢ KPYTO NEKAPCTBO (BXK. TouKa 6.6.).

JlexapcTBOTO MOXKE 23 Ce CMECBA CAMO ChC ChBMECTUMH PA3TROPH, KAKTO € fIPEenopbyato (BxK.
TOUKa 6.6.).

6.3. Cpox na roanoct
3 roguHu,
6.4. Cmenuaianu ycJloBHA Ha ChXpaneHne

Ja ce cxxpaussa noa 30°C.
Ja ce nazu ot cBeTAHHA.

i4




6.5. Bua u chALpAKAHKE HA ONAKOBKATA

3odpas 2 mg/ml ce npeanara g GesuperHy cThKiIehn amnyan Tun I ot 2 ml (Ceappxainu
OHAaHceTpoH 4 mg/2 mi) K ot 5 ml (chABPKAIIH OHAAHCETPOH 8 mg/4 ml).

3odpan 2 mg/ml ce npeanara B XKaPTOHEHH OTIAKOBKH, ChAbpxamiy 1 wiu 10 amnynu ot 2 mi, wis |
Wi 8 aMiyns ot 5 mi.

He Bcd4Kku BHIOBE OMAKOBKM MOTAT Ra OBAaT MYCHATH HA Nazapa.
6.6, CneunajiHH NpeANasHA MEPKH NIPH N3XBLPIAHE K padoTa

Amnyaute 3odpaH He ChABLPKAT KOHCEPBAHTH 1 TPAGEA [1a C& HANONIBAT AHOKPATHO, HHKESKTHPIHH
WY Pa3TBOPEHH BEAHAra CNEA OTBAPAME, XaTO OCTAHANATA YACT OT PA3TBOpa TPAGRA [d €8 M3XEBBPIH.
Ammnynure 3odpan ge TpsaOBa Na ce SBTOKIABMPAT.

HscrnienpaHHaTa 38 CHBMECTHMOCT €& [IPOBEREHH TIPH H3MON3BAHETO HA NINHKOBE 3a HHDY3HA U
CHCTeMY OT NONMMBHHILNXIOpHA. [Tpuema ce, ue pasTROPBT ce 3aMa3Ba SAHAKBO CTA0HIIEH NpH
H3MON3BRHETO HA TUINKOBE 33 MH(Y3U OT NONUETHNEH WK OyTHNKH (GaHKK) OT CTHKNO THI 1.

YCTaHOBEHO €, Ue B CIIPHHLOBKY OT NOJHNPONUIEH, OHAAHCETPOH 6€3 KOHCEPBAKTH Ce 3ala3pa
crabunex tipu pasreapane B NaCl 0,9 % w/v unu B mtokosa 5 % w/v. Cuura ce, 4e oxgaHceTpon Ges
KOHCEPBAHTH, Pa3TBOPEH B NIPENOPBUYAHHTE ChBMECTHMH Pa3TBODH, LI 3a1a3H CTabHITHOCTTa CH B
HONMAPONANEHOBH CLIPHHLOBKH.

CoriacHo npasuyiara Ha 100para QapMalleBTH S Ha MPAKTHKAE, KATPABEHOIHUTE pasTBOpH TpAbsa 1a ce
HPHPOTBAT HENOCPEACTBENO NPeld HHPYIUATA KATO C& Cr1a3par aceNTHUHU YCIOBHA.

CHLBMECTHMOCT ¢ HHTPABEHOIHM PA3TBOPH:

Ilpu H3CTeaBAHUA 38 CHBMECTHMOCT € YCTAHOBEHO, Y€ WHXXEKLMOHEH OHIAHCETPOH 663 KOHCEpPBaHTH
0CTaBa crabwieH 3a 7 NHH NpH cTaliHa TemMneparypa (noa 25°C) noa $.1yopecLieHTHA CBETIVHA Wik B
XIATHIHUK B CIEIHUTE Pa3TROPH 33 HHTPABEHO3HA MHAYIUA:

NaCl i.v. Infusion BP 0,9 % w/v

Glucose i.v. Infusion BP 5 % w/v

Mannitol i.v. Infusion BP 10 % w/v

Ringers i.v. Infusion

KC10,3 % wiv 1 NaCl 0,9 % w/v i.v. Infusion BP

KC1 0,3 % w/v 1 Glucose 5 % w/v i.v. Infusion BP

CLBMECTHMOCT ¢ APYTH JeKapCTBa:

OupanceTpon Moxe J1a ce NPHIAra Upes HHTpaBeHo3Ha uHby2us B 5033 1mg/h, KaTo ce H3MON3Ea

UMK 33 MHQY3AA WA nepdysop. CreanuTe nekapcTBa MOXe a Ce IPUNarar npes Y-o6painara 4acT

Ha CHCTeM2Ta Ha OHIAHCETPOH, [PH KOHLEHTPALMA Ha GHAaHCeTpoH oT 16 mo 160 ug/ml

(8 mg/560 ml u 8 mg/50 ml):

. Llucnnaruna, B koHnentpauuu 1o 0,48 mg/mi (240 mg/500 mi), npunoxken 3a nepuoa ot | zo
8 uaca.

. S-hnyopoypaumn, B xonuentpauuu 0o 0,8 mg/ml (2,4 g/3 1 unu 400 mg/500 ml), npwioxen B
ho3a Hali-Manko 20 mih (500 mY24 h). Mo-Bicoku KOHUESHTpaiMy Ha 5-Gryopoypaiun Moxke
Ja IPUYUHAT NPEUMNUTALHA Ha OHAaHCeTPOH. MHQY3HOHHNAT pasTBop Ha S-guayopoypaiusi
MOXe Ja chabpka 5o 0,045 % w/v Marsesuer xnopua. ToRa e MPOAYKT, KOATO € ChBMECTHM.

. KapGomnnaruna, B koHUEHTpaLuu Mexzy 0,18 mg/ml ¢ 9,9 mg/m! (T.e. Mexay 90 mg/500 ml u
990 mg/100 ml), nprnoskes 3a nepuoa ot 10 MuHyTH 10 | uac.

. Etonoswa, B konutentpauny mexkay 0,144 mg/ml 1 0,25 mg/ml (1.e. mexny 72
250 mg/l), npunoxer 3a nepuon ot 30 MuuyTH 10 | Yac.

. Uedrasuaum, B 1031 MEXKAY 250 mg H 2 g, pasTBOpeH, KaKTo € Npenopby
NPOU3BOANTENA BbB BOIA 33 HIDKEKUMH (T.e. Mexny 2,5 ml 3a 250 mg u 10
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e TasauM), IPHIOKEH KATO MHTPABEHO3HA 60Ny HHKEKIHA 33 OKONO 5 MUHYTH,

] HMuknodocdamaa, 8 zo3u mexay 100 mg 1 1 g pa3TBOpeH, KAKTO e MPENopHUaHo OT
HPOM3BONUTENA BBB BOIA 34 MikekimK (5 ml/100 mg uaxnodochamun), npHackKes kato
HHTPABCHO3HE 60JIYC HHAEKLIHA 32 OKOJIO 5 MBHYTH,

. Hoxcopybunuy, B noiu Mexdy 10 1 100 mg pasTeopeH, KakTo e MPenopsdaHo oT
NPOUSROANTENA BHB BOAA 38 HHKeKuuH (5 ml/10 mg nokcopybULMKE), NPUNOXKEH KaTo
HHTpaBeHo3Aa 00MyCc MHKEKLUA 3a OKOJIO 5 MUHYTH.

. HexcameTasoHor HaTpuer docdar B 403a 20 mg MoXke 22 Ce NPHICoKH GABHO MHTPABEHO3HO 32
2 1o 5 muuyTH npe3 Y-o6pasHaTa vacT Ha CHCTEMATa, TIPH KOHLEHTPALKs Ha OHAHCETPOH OT §
10 16 mg, pasreopenu 8 50-100 ml chBMeCTHM pazTBOD, IPHIIOXKEH 32 OKONO 15 MUKYTH.
CHBMECTHMOCTTA Ha JIEKCAMETA30HOR HaTpueB docdar u OHIAHCETPOK € Z0Ka3aHa H ABaTa
NPOOYKTA MOTAT IIa ¢€ IPUNIAraT B &1Ha CHCTeMa. B clcTeMara ¢ onpeNenaT KOHLUEHTpalluy Ha
JeKCaMeTa30HOoB Hatpuer docdar ot 32 pug 1o 2,5 mg/ml w ot 8 ug 10 1 mg/ml 3a
OHIIAHCETPOH.

7. TNPUTEXKATEJ HA PAZPEIMEHUETO 3A YIIOTPEBA

Novartis Pharma GmbH

Roonstrasse 25

90429 Nuernberg

TFepmanua

8. HOMEP(A) HA PAPEHIEHUETO 3A YIIOTPEBA

20011016

9.  JATA HA IIbPBO PASPEHIABAHEMIOZHOBABAHE HA PA3PEIUEHMETO 3A
YIIOTPEBA

Hara na mopno pazpemasane: 16 oxromepH 1991 r.

Hara Ha nocnenuo nonHosaBaue: 09 deapyapu 2012 .

10. JATA HA AKTYAIN3IHUPAHE HA TEKCTA
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