KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA

1. HMME HA JEKAPCTBEHWS ITPOAYKT i N3TL\HITENHA AT EHﬁMﬂ TV T
Kpamua xapaxmepucimuie Ha npogyxma - fip. -

JO001lto LG

300PAH 2 mg/m] mmkexLMOHEH Pa3TROP
ZOFRAN 2 mg/ml solution for injection Kbu Foe. he

4
]

2. KAYECTBEH N KOJMYECTBEH ChCTAB 24-11- 002
Ogobpenue Ne S

Beexs | ml 0T pasTBopa ceabpka 2 mg OHAAHCETPOH (ondansetron), noa GopMara Ha XHAPOXIOPHA

vixunpar (as hydrochloride dihydrate). e

3a IBJIHUA CIKCEK HE NOMOLIHHTE BEIIECTRA BHXKTE TOUKA 6,1,

3. JEKAPCTBEHA ®0OPMA

Hmxekmones pasTsop.
BucThp, Ge3liBeTEH pa3TBOp, MPAKTHYECKH CBOOOIEH OT BHIMMH YaCTHIIH.

4. KJHHAYHH JAHHH
4.1, TepaneBTa4YHH NOKAZAMHL

BripacrHB:

3odpan e noxasaH 3a OBJaASBAHE HA raJieHe H NOBPEINAHE, MPUYHHEHA OT LIMTOCTATHYHA
XHMHOTEPAITHA H JIbUeTepaIus.

3odpau ce mpunara CHINO 3a IPEAOTBPATIABANE H ICUEHHE HA MOCTONEPATHBHO TaJCHe M NOBPBINAHE.

TlequaTpu4ana nomyJJanas:

3odpan € NoKxasaH 3a OBJIa/IBaHe HA TAJCHE M NIOBPBIIAHE, IPHYHHEHH OT XMMHOTEPAIHs Py JeLa
Ha BB3pAcT = 6 Mecelia.

3o¢paH e noka3aH 3a MPEAOTBPATABAHE H JIEYEHHS Ha TIOCTONEPATHBHO TaJICHE H MOBPHILAHE [IPH
Iena Ha BBIpacT = 1 mecel.

He ca nposekpaHH NPoy9BaHs 32 yoTpefaTa Ha MEPOPAIHO MPIIOKEH OHIAHCETPOH 3a
TIPEA0OTBPATABAHE H/IHM JICYCHHE HA [OCTONEPATHRHO raJieHe | IIOBPHINAHE. 3a Ta’H LieN e
NPeNophHYBa HHTPABEHO3HA HEDKEKLIHS.

4.2. [M03APORKA H HAYHH HA UPHI0KEHHE

Jeuenne Ha TafgeHe H NOBPLIIAHE, RDHYHHEHN 0T XHMHOTEPAIIMA HIAH JbYETEPANTHA

EMeTOreHHMAT [OTEHIIHAT Ha IPOAYKTHTE, H3OI3BAHH 32 IeYeHIe Ha TYMODH, 3aBHCM OT
MO3UPOBKHTE H M3MON3BAHKMTE XHMHO- M IbUETEpaneBTHIHH pexkiMu. M36opsT Ha 10308 pexnM Ha
OHIAHCETPOH Ce [1paBH CHOOPA3HO C eMETOIeHHHA MOTEHLMAN Ha TOPANUATA,

Byspacmuu

layerie ¥ moBpEINANE, NPHYHHEHH OT XMMHOTEPANNS # TBUSTEPATTHA:
Mpenopryanara HHTPaBeHO3HA (i.v.) WIH HHTpaMycKyiHa (i.m.) 103a Ha OHOAHCETPHF
TIPHIIOKEHA HEMOCPECTBEHO NPe/IH 3aTIOUBAHE Ha TEeparuaTa.

3a CHIIHO eMEeTOTeHHA Tepanusi MoXKe [a Ce TPIIOKH MAKCHMAITHA [ThPBOHAYAIHA
oHJIaHCEeTpoH oT 16 mg, uHpYy3HpaHa 32 He NO-Manko OT 15 min. EnnoxpaTHa no3a,
16 mg, He Tpabba Na ce npuIara NopaiH MOBHILIABAHE HA PHCKA OT yIbDKaBaHe HA Q
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J030-3aBHCHM HAYHH (8. Toukd 4.4, 4.8 1 5.1).

EduxacnocTra Ha OHAaHCETPOH NPH CHITHO €METOTEHHA XHMHOTEPANHA MOXKE 114 Gblie VBeNHUeHa ¢
SAHOKpaTHAa HHTpaBeHO3Ha o3a oT 20 mg nekcaMeTa3oHOB Hatpues docdar, DPHIOKEHA TIPS
XHMHOTEpANUITA,

Hurpasenossu go3u nan 8 mg ¥ o makcuMymM 16 mg TpsGea 1a ce paipesT NPeas NPUAOKEHHE B
50 ml no 100 m] du3monoryes KM ApyT NOIXOOAIN KHPY3HOHEH PA3TBOP U /Ia ¢ HH(MYIUPAT 3a He
no-MaIko OT 15 min (Bk. Touka 6.6). [fo3H Ha oHpaHCeTpPoH OT 8 mg Wik NO-HHCKH, He € HeoGXoAMMO
Jia ce paspexJIaT U MOTaT la 6pAaT NPHACKEHH KaTo OaBHa HHTPaMyCKyJTHA FIM HHTPaBEHOIHA
HEDKEKUMA 33 He no-Manko or 30 cexyuau.

ITbpBoHaYanHaTa 1032 OHAAHCETPOH MOXKE /1a Obje MOCNeABAHA OT [BE JOMBIHKTEIHHE HHTPABEHOIHH
A03H (3a He 1Mo-Maiko ot 30 cexyHan) WIH WHTPaMyCKy/IHH J03H ot no 8 mg, npes 4-4acosn
MHTEPBAIH WIH OT HenpeKkkeraTa HHdy3ua no 1 mg/h no 24 vaca.

3a npezioTBpaTaBaHe HA NPOABL/DKHTENHO HIH M0-KBCHO [IPOABCHO MOBPBLUAHE el MLPBUTE 24 yaca
Ce NperopbrYBa NePOpaIHO JEYCHHE,

Ileouampuuna noryrayun

[agene ¥ NoBpLiIaKe, NPHYMHEHH OT XMMHOTEPATIHS DK AELA HA BH3DACT > 6 MECena 1 FOHOUIN

Iipn ragene ¥ NOBpEINaHe, IPHUMHEHA OT XHUMUOTEDAIIHS, I034TA MOXKe /14 C& M34MCIY Ha 6a3aTa Ha
TeJIECHATA IIOBBPXHOCT WIIH TErI0TO, KAKTO e MPeACTaBeHo No-101y. B neauaTpuyHy KITHHHYHH
[pOY4YBAHMS, OHNAHCETPOH € pazpexaad 8 25 ml a0 50 ml dmusHonormuer pa3TROp HiIH APYT
NOAXOAAIN, HEGY3HOHEH PasTBOp (BXK. TOUKA 6.6) U € IPIIIATaH Ype3 HHTPaBeHO3HA HHY3Us 3a He
NO-MAaNKo oT 15 MHHYTH.

Alosupanero Ha 6azata Ha TErIOTO BOAH O T10-BHCOKH OGINM JHEBHH J03H B CPABHEHHE C JIO3UPAHETO
Ha 6a3aTa Ha TellecHAaTa NOBBPXHOCT (BXK. Touku 4.4 1 5.1).

OnnanceTpoH HIKeKIHA TPAGBA [a ce pa3pe/id B 5 % riokosa Wik 0,9 % HaTpHes XJIOPHL WIH ApYT
nopxonsur #Hgy3HoHeH pasTBOp {BXK. TOWka 6.6) M 1a ce NPHIOKM Ype3 WHTPABeHO3Ha HHpYIHS 3a He
O-MAIKO OT 15 MHHYTH.

Hama naHH¥ OT KOHTPONHPAHH KITMBHMYHH [IPOYBAHYS 38 PUNOKEHAETO Ha 30dpan 3a
TIpeJOTBPATSBAHE HA NO-KBCHO NPOSBEHO WIH NMPONL/DKMTENHO FaJieHe W NOBpPhINAHe, TPAYMHEHH OT
XumHoTepanus. Hima 1aHHA OT KOHTPOMMPAKH KITMHIMHHA NPOYIBaHAS 38 NPUAOKEHHETo HA 3odpan
TIpH rafiekie ¥ NOBPEIAaHE, IPHIMHEHH OT TbYETePAnuA NPy Jend.

JosupaHe Ha Ga3aTa Ha TelecHATA NOBLPXHOCT:

3o¢pan Tpa6sa Aa ce NPHWIONKH HEMOCPEACTBEHO NPEAM XUMHOTEPANMATA KATO ETHOKPATHA
MHTpaBEHO3Ha 1032 OT 5 mg/m’, EfHOKpaTHATA KHTPABEHO3HA 11032 He TPAGBA Jla ipeBHuIaBa § mg.
[MepopannoTo NpHIOKEHHE MOXKe a 3amouHe |2 Yaca no-KbCHO M MOXE JIa POABIDKM A0 5 AHM (BK.
Tabmuua 1).

O6mwara o34 3a 24 gaca (Mpunarasa Ha OTACTHH NpreMH) He TpabBa fa peBHIIaBa 103aTa 32
BB3PACTHH OT 32 mg.




Tabmuna 1. Jo3upane npu xuMHOTepanya Ha 6a3ara Ha TelecHaTa MOBLPXHOCT — Jleia Ha
BB3PACT 2 6 Mecela W I0HOMH

Tenecua Hen | &9 Jun 2-6 ©
TTOBEPXHOCT v
< 0,6 m? Smgm?iv. + 2 mg cHpom Ha
2 Mg CHpor Cliek Beeku 12 waca
12 yaca
>206m?noo0 | Smg/m?iv.+ 4 mg ra6sieTka Ha
<12 m? 4 mg Talnetka BoekH 12 vaca
cneq 12 vaca
>1,2m? 5 mg/m? i.v. wim 8 mg TabneTka Ha
§mgiv.+ BcekH 12 vaca
8 mg Tabnerka
cneq 12 yaca

? HaTpaBeHOo3HATa J02a He TpA(Ba fa NpeBHmana 8 mg.
8 O6maTa no3a 3a 24 vaca He TpaGba 1a NpeBHILIARA 103aTa 33 BEIPACTHH OT 32 mg.

,ﬂoaupaﬂe Ha 0a3aTa Ha TeNeCHOTO Tero:

Hozuparero na 6a3aTa Ha TErIOTO BOAH JO TIO-BACOKH OGLIM JHEBHY HO3H B CPABHEHH® ¢ JO3UPAHETO
Ha 6a3aTa Ha TeJlecHaTa NORBPXHOCT (BXK. TOUKH 4.4 1 5.1).

3odpan TpsGra fa ce NPHIOKH HEMOCPEICTBEHO MPeay XUMHOTEPANUATA KATO eIHOKPATHA
yHTpapeHo3Ha no3a o1 0,15 mg/kg. EanokparHaTa HHTpaBeHO3HA 1032 He TpAOBa Ja MpeBHILaBa

8 mg,

JlBe nocseIBAMIA HHTPABEHO3HH 103M MOraT fa ObaT NPHIOKEHH Ha 4-4aCcOBH MHTEPRAITH,
TlepopanHOTO NPHIOKEHHE MOXKE Ia 2anovuse 12 4aca mo-KbCHO M MOXKE Ja TIPOIBIDKE K0 5 AHH (BX.
TalGnuma 2).

OO6wara noza 3a 24 9aca (nmpuiaraHa Ha OTIENHU IPUEMu) He TPAGBA Ja NpeBUIIaBa 1034Ta 33
BE3pacTHH OT 32 mg.

Tabauua 2. Nosupane npu xAMHOTEpanAs Ha 6a3aTa Ha TeJIECHOTO TeNTo - J[elia Ha Br3pacT
= 6 Mecera M IOHOIITH

Terno Jlen 1 &8 Juu 2-6©
<10 kg Ho 3 n03m ot 2 mg cHpon Ha
0,15 mg/kgiv. Ha Beekd 12 gaca
4-4acOoBH HHTEPBATTH
>10kg Jo 3 moau ot 4 mg Tabnetka Ha
0,15 mg/kg i.v. ua Beekd 12 uaca
4-YaCOBH HHTEPBAIU

? MnrpaBexo3sata Jo3a He TpaOBa Nia npeBHiuasa § mg.
% O6mara qo3a 3a 24 yaca He Tpa6Ba fa NpeBUINARa 03aT4 34 BL3PACTHH OT 32 mg.

Hayuenmu e cmapuecka ev3pacm

I'ageHe ¥ NOBpEINaHe, NMPHYHHEHH OT XAMUOTepallkg U JbUCTepariisl
ITpu nanmeHTH Ha | Haj 65 roOAUHH, BCHYKU HHTPaBeHO3HH 03K TPAORA 11a Ce paIpexIar u J1a ce
HHQY3HpAT 38 He HO-MaKo OT 15 min, ¥ ako ce npMIaraT OTHOBO, TPSOBa A2 ce MPUIOKAT ¢

UHTEPBAN €Ha OT Jpyra Hal-maiko 4 yaca.

TTpu maunenTH Ha BB3pacT 65 10 74 rofHRE NHPBOHAYAIHATA MHTPABEHO3HA 1034 O
8 mg wm 16 mg, nady3upana 3a He no-Manko ot 15 min, Moxke na Gnae mocneas
no 8 mg, karo Te TpaGea Aa ce MHGYIUPAT 32 He TIO-MANKO OT 15 min ¥ ma ce np
€71Ha OT Apyra Hali-manko 4 waca.

[lpy narMenTy Ha ¥ HaZl 75 roAMHH THpBOHAYATHATA HHTPAEEHO3HA 1032 OHJAHC
3



HaaeHiNaea 8 mg, kato TpAbea Aa ce WHGY3Mpa 3a He No-MalKo oT 15 min. ITepBoHayanHaTa 7032 OT
8 mg moxe na 6116 nocseABanA OT ABE 403K OT o 8 mg, karo Te Tpabsa Aa ce MHpYIUpaT 3a He
mo-Maiko oT 15 miti K A& ce IPWIONKAT ¢ HHTEPBAJT €Ha OT Opyra Hai-Matko 4 yaca (Bx. To4ka 5.2),

ITayuenmu c Gubpevuno yspencoane
He e HeoOxoaHMa ipoMsHa B NHEBHATA O3HPOBKA, YCTOTATA Ha NPHEM HITH HAYMHA HA TIPIIOKEHHE.

Hayuenmu ¢ veproopobuo yepescdarie

KHpBHCET Ha OHIAHCETPOH € 3HAYMWTENHO HAMANEH, 4 CePYMHHAT NONYKHBOT € 3HAYHTE/THO
YABDKEH NPH JAUHEHTH ¢ YMEPEHO WIH TEXKO YBpekKIaHe Ha yepHoapobGHara dynkiwsa. ITpy Tix
ofiiaTa INeBHA 1034 HA OHIAHCETPOH (MRTPaBEHO3HO H NEpPOPaHO) He TpiabBa Na HansMuiasa § mg.

EBasnu memaboauzamopu na cnapmeun/0e6pu3okeun

EnvMHHaUHOBHHAT NOTYXKHEOT Ha OHOAHCETPOH He ¢e NPOMEHS TIPH Te3H NalpeHTH. CleloBaTendo
PeAOBHUAT NPHEM Ha NIPOAYKTA TPH TAX LI OBEAE HO HHBA HA EKCMOINNHA, KOUTO He Ce& pa3nvJaBaT
OT Te3H npH obmata momynamud. He e HeoGxoanMa npoMaHa B AHEBHATA JO3HPOBKA HIIH YECTOTATA.

IIOCTOIICERTEBHO rajede H nORpbInane

Bwapacmuu

38 MpeRoTBpaTARAHE HA NOCTONEPATHBHO TaICHE H NOBPLILAHE CE MPENOPEUBA NPHIOKEHHE HA
€AHOKPAaTHA 1034 0T 4 Mg CHAAHCETPOH KaTO HATPAMYCKY/IHA HiM GaBHa MHTPABEHO3HA HAKEKIIMA
TPU BHBEXKIAHE B AHOCTESHS.

3a JI€9CHHS Ha TIPOABEHO CENONEPaTHRHO I'aieHe W TIOBPBINAHE CE NPernopLYBa €IHOKPATHA KO3a OT
4 mg KaTO MHTPAMYCKY/THA HNH GABHA HHTPABEHOIHA HIDKEKIHS.

Heduampruna nonyaauun

[locToneparKWBHO rajeHe ¥ NOBPBIIAHE PH Jeld Ha BB3PAcT =1 Mecer H IQHOIH

3a npenoTBpaTABAHE Ha NOCTONEPATHBHO rajieHe U NMOBPBIIAHE [PV NEHATPHUHH NALMCHTH,
TO/I0XKEHH Ha XHPYPTHYHO JleueHne Nox o0Ina aHecTes s, OHIAHCETPOH MOXKe Aa Ghae IpusoKeH
KATO eHOKpAaTHa 6aBHa UHTPABEHO3HA HEXKEKIHA (He no-maiko oT 30 cexyHan) B noza ot 0,1 mg/kg
O MAKCHMaJiHa 71032 OT 4 mg, Npe/iy, 0 BpeMe HIH Clie/] BbBEK/IAHE B AHCCTE3HA.

3a nedeHue Ha MIOCTOTIEPATHBHO raZieHe M IOBPBIAHE CSH ONEpaLus PK NMEIMATPAUHH NANKSHTH,
NOMIOKESHH Ha XUPYPrUHHO feYeHue MoJ o01a aHecTes A, OHRAHCETPOH MOXKe A3 Obae npuioKeH
KaTO e[IHOKpaTHa 6apHa HHTPABEHO3HA HEDKEKIMSA (He Mo-Mamko ot 30 cekyrau) B no3a ot 0,1 mgkg
J0 MaKCHMAJIHA 1033 OT 4 mg,

Hsama nasnu 3a ynorpefara Ha 3odpat 32 j¢uedie Ha NOCTONEPATHBHO MOBPEILAHE NPH N€Na 1o 2-
FOIUINHA BBH3PacT.

Ilauuenmu ¢ cmapuecka évipacm

ChiliecTByBaT OrpaHUYEHN JaHHK 33 edekTa oT ynorpeba Ha 3odpad 3a IpexOTBpaTABAHE U HEYEHME
Ha NIOCTONIEPATHBHO I'afileHe W NOBpLilade NPH TE3H NatyeHTH. BeipekH ToBa, OHIAHCETPOH Ce
IfoHacq [o0pe OT nanHenTH HaJ 65 roIMHM HA XHMHOTEpAITHA.

ITayuenmu c 6vbpeyunc yspexcoane
He ¢ reoOxon1Ma NPoMAHA B JHEBHATA JO3MPOBKA, YECTOTATA Ha MPHEM WIH HAYHHA

Hayuenmu c yepnodpobro yepexcoare
KipbHCET Ha HPORYKTA € SHAYHTENHO HAMAIECH, 4 CEPYMHUAT MOMYXKABOT € 3H{
[IpH HALMEHTH ¢ YMEPEHO WIH TEXKKO YBpeKaaHe Ha YepHoApoOHATa GyHKLIA.
AHEBHA [103a Ha OH/IAHCETPOH (HHTPABEHO3RO H IepOpaliHO) He TpabBa Ja Hans



baenu memabonusamopu na cnapmeun/de6pusokeun

ENvMHHAIMOHHHST IONYKHBOT Ha OHRAHCETPOH HE CE MIPOMEHS MIPH Te3k NauuesTH. CIe10BaTeNHO
PEIOBHHAT MpHEM Ha TPOAYKTA OPH TAX WIE AOBEE N0 HUBA Ha SKCIIO3ULIMA, KOWTO HE C¢ pa3THYaBaT
OT Te3W NpH 0Owara nonyxauua. He e HeoGxoaHMa NpoMaHa B AHEBHATA HO3HPOBKA HITH HECTOTATA.

Haunn Ha NpAIOKEHHE
[Tpunoenne: HATPaBEHOIHO (i.V.) WM HHTPAMYCKYNHO (i.Mm.)

Ocsen 1oz hopmaTa Ha MHAKEKIHOHEH pa3TBOp, 30dpaH ce npeanara u kaTo TabIeTKH 3a MepopaiHo
npuioxeHue. Tosa ynecHsIpa NPWIOKEHKETO ¥ TOYHOTO ONpeaeNiHe Ha J103aTa,

4.3. TIpoTHBONOKA3AHAH

EAHOBpPEMEHHOTO NPHIOKEHHE © aTOMOPHH € NPOTHBONIOKAZAHO, BE3 OCHOBA HA CHLOOIIEHH: 32
TEKKA XMIIOTOHKUA U 3aryba Ha Ch3HAHHMe, KOTATO OHAAHCETPOH € Ol IpHIarad ¢ anoMopgHH
XHAPOXIOpUA (BiK. TOUKa 4.5).

CBPBXIYBCTBUTENHOCT KBM HAKOR OT CHCTaBKHTE Ha NPOXYKTa {BK, Touka 4.4 1 4.8).
4.4. CuenuajnE nNpenynpexNeHHs ¥ NPeANAa3Mi MePKH NPH yRoTpeba

Hownansanu ca peaxiiy Ha CBPSXUYBCTBHTENHOCT IIPH IALMEHTH ¢ IOKA3AHE CBPLXYYBCTEHTEIHOCT
KBM Ipyre ceiekTHBHH SHT; peuentoptu aHTaroHKCTH.

Pecnmparophy ce6utia Tpabea na ce TeKyBaT CHMITTOMATHYHO H IeKapuTe TpaGea na um obpwmar
0c00eHO BHHMAHKE, Thii KATO T€ MOTAT Ja NPEeNIIECTBAT PEAKLMM Ha CBPHXIYBCTRHTEIHOCT.

Oupancerpor yasmkasa QT-unTepaa 0o 10303aBMCHM Haum (B, Touka 5.1). OcBeH ToBa, B
CIIeAPeruCTPAMOHHAS IEPHON Ca IOKNANBAHK ci1y4aH Ra Torsade de Pointes npy ynorpeba Ha
OHRaHceTPoH. [IpHnoXeHNeTO HA OHJAHCETPOH TPAGBA Aa ce W3GATBA NPH MALMEHTH ¢ BPOACH
cunapom Ha ynpmken QT-nHrepsan. OxnauceTpod TpaGea Aa ce Ipiara ¢ NOBHIIEHO BHEMAHKE NPH
NAI{HeHTH, KOHTO HMAT HiH MIpH KOHTO MOXKe Aa C¢ NOSABH yab/bkasare Ha QT-uHTepRana,
BEJUOYHTENIHO MALMEHTH ¢ €NCKTPOMTEH AucOanane, 3a¢TolHa ChpAeYHa HEROCTATHYHOCT,
SpammapuTMHN WY TAKKBA, TIPREMAILH APYTH JEKAPCTBEHU HPORAYKTH, KOMTO BOAAT O YABIDKABAHE
Ha QT-uHrepsana win a0 enexTponuTeH aucbanauc,

Crobmasa ce 3a ciryyan Ha MHOKApIHa HCXEMHS NPH NAMEHTH, eKyBaHu ¢ OHlaBceTpoH. pu
HAKOH NALMEHTH, 0coDEHO B CTy4al Ha HHTPABEHOZHO TPHIOKSHUE, CUHMITTOMHTE CE MOARSBAT
HeNOCPEACTBEHO CNER MPHIOKEHHE HR OHAaHCeTpoH. [lanmenTuTe TpabBa na GblaT npenynpenenu 3a
TIPU3HALIHTE ¥ CHMIITOMHATE Ha MHOKAPIHA HCXEMMUA.

XHUMOKATHEeMHATA H XHIIOMArHE3HEMMATa TPIOBa 1a ce KOPUIMPAT NPEau NPHIOKEHHS HA
OHJAHCETPOH.

B cileaperncTpalHOHHMA NEPHOX HMa OTIMCAHH CITy4aH HA TALUHEHTH Ch¢ CEPOTOHMHOB CHHIPOM
(BRIIFOYHTETHO IPOMEHH B MEHTAIHHA CTATYC, BEF€TATHBHA HECTAOWNHOCT Y HEBPOMYCKYJIHH
HApPYIIEHHA) CTIE] COHOBPEMEHHO NIPHIIOKEHHE HA OHJAHCETPOH H APYTH CEPOTOHHHEPTHIHM
AeKapceTRA (BKIOUMTENHO CENEKTHBHH HHXMOHTOPH Ha o0paTHOTO 3axBaliaHe Ha cepoToHHH (SSRIs)
¥ MHXHOHTOPH Ha OGPaTHOTO 32XBaINAHE HA CEPOTOHHH M Hopanpenannu (SNRIs)). Axo
eJHOBPEMEHHOTO JIEYEHHE C OHJAHCETPOH M APYTH CePOTOHHHEPTHHHH JIEKAPCTBA € KJURararD
000CHOBAHO, C& MPETIOPHYBa MOAXOAAILO HAGIOACHUE HA ITAIUCHTA.

Onpancetpon 3abaBs nacaxa B neGenoro uepso. HeoBX0AHMO € NOBUINEHO B
Che CyORIEYC O BpeMe Ha MPHIIOKECHHE HA MPOAYKTA.

Hpu TAIMUCHTH ¢ XHPYPrU4HO OTCTPAHABAHS Ha CTHBHITUTE ¥ aICHOMIUTE, IPEsN
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TaACHETO H NIGBPBINAHETO ¢ OHIAHCCTPOH MOMKe 4 MACKHAPa OKYIITHO KbpPBEHE. Criexoparenne Takuba
NalHeHTH Tpsﬁna Aa Ce NPOCTICAABAT BHMMATENHO CIICL NPHI0KEHAES HA OHAAHCETPOH.

MennaTpuuda Hony.Tamus
Henuarperdu nauseHTH, IPHEMAINY OHIAHCETPOH ¢ XENATOTOKCHIHM XUMHOTEPANIEBTHUHY CPEACTRA,
TpalBa Ja Ce MpoCeIBAT BHUMATEITHO 32 YBPEXIAHe Ha YepHOAPOOHATE QyHKIHA.

¥ ACHE H HNOBPBINAHS, NPHIHHEHH 0T XHMHOTSPAIIHE

Tpu w3uncnsBare Ha fo3ata Ha 6asa mg/kg ¥ npyIaraHe HA TPH JO3H Ha 4-4ACOBH WHTEPBAH,
ob1iata AHEBHA /1032 TIE € 110-BHCOKA B CPABHEHME ¢ MPUIIOXKEHHE HA eHA eAHOKDATHA 1034 OT

5 mg/m?, mocnensasa oT nepopaisa 4o3a. CpaBHHTEHAT SPHKACHOCT HA TE3H ABE PAIMIHH CXEMH
Ha JO3BpaHe He e W3CNCARAHA B KIMHHYHM w3nHTBaHMuA, CpaBHeHMe MeXY KIHHHYHHTE M3IVTBAHUS
NIOKA3BA CXOIHA ePHKaCHOCT HA ABETE CXEMH Ha JIO3HpaHe (BX, Touxa 3.1).

3othpan ceIbPKA HATPHA

Toawy nekapeTsen NpoaykT chaspka 0,30 mmol ratpuit Ha ammyna (2 ml) 1 0,62 mmol waTpuii Ha
ammysia (4 ml), T.e. MOKe fa Ce KaKe, 46 OPaKTHYECKY HE CHOLPKA HATPHH. AKO 3a pa3peinane Ha
3odhpau npezu IpRNIOKEHHE Ce HITOTIBA Pa3TBOP Ha oBuKHOBEHA coJl (0,9% W/V pa3TBOp Ha HATDHER
XJIOPHA), NOIYyYEHaTa 1033 RATPHii e Gbie Io-BHCOKA.

4.5. BaaumoneficTREe c APYrR JeKAPCTBEHH NPOAYKTH H APYTH GOPMH HA B3auMoJeiicTBHe

Hama aadtin 32 npuatHeno ot npoIykTa HHAYLIMpaHe Wik HHXUGHpaHe Ha MeTabonu3Ma Ha ApYTH
NIEKapCTBa, IPHEMAHH €HOBPEMERHO C OHZAHCETPOH. JaHHHM OT chielu(HYHH N0 OTHODICHHE Ha
B3aHMOCHCTBHATAE M3NUTBAHVA ITOKA3BAT, 4e HaMa GapMakOKMHETHUHM B3aUMOIEHCTBIA NPH
eTHOBPEMEHHO MPUIOKEHHE HA ORAAHCETPOH C ANKOXOJ, TeMasenam, Gyposemus, andeHTaHm,
TPaMaznos, MOpdHH, AMI0KAHH, THOTICHTAN WIH nponodo,

OsnanceTpon ce MeTabonuinpa ¢ yUacTHETO Ha HAKOIKG YepHOApoGHN uaToxpoM P-450 eHzuma:
CYP3A4, CYP2D6 n CYP1AZ. B pesyartaT Ha MHOTOTO €H34MHH ITHTHINA 33 eTWMHENPAHE HA
OHJAHCETPOH, HHXHUOHPAHETO WiIH HAMAIIBAHETO HA AKTHBHOCTTA HA €XUH OT SH3HMMTE (HATID.
CYP2D6 renernuno obycnoses AedumT) 0GHKHOBEHO ce KOMIEHCHPA OT APYTHTE CHIHMH M BOAM
[0 MaJKa WM He3HAYKTETHA NPOMAHA B OO KNHPBHS Wi HeoDX0oaHMaTa 1o3a.

Ownpancetpos TpaGea fa ce Npiiara ¢ NOBHINEHO BHEMAHUE NIPH €HOBPEMEHHO IPUITOKEHHUE C
NeKapCTBEHH IPORYKTH, KOHTO ybvbKasar QT-uHTepBana H/WIR BOAST O eJeKTPOIHTEH AHcOanatc
{8k, Touka 4.4).

TpunoacenueTo Ha OHJAHCETPOH C JiekapeTea, yasokasamy QT-uHTepBaia, MOKe a NORENE N0
JOUBAHHTENHO yaboKasaHe Ha QT-#rTepsana. ENHOBPeMEHHOTO NPRIOKEHWE HA OHIAHCETPOH C
Kap/THOTOKCHAHH JIeKapCTBa (Hanp. aHTPAIMKIMEK KaTo AOKCOPYOHLME, NayHOPY OULIHH WK
TpacTyaymal), ¢ aHTHOHOTHLH (KaTO ePUTPOMUIMHE HITH KETOKOHA30M), ¢ SHTHAPUTMHYHY JIEKAPCTEA
(xato amyonapor) u ¢ Gera-Gnokepn (KATO ATEHONOMN HAH THMOION), MOXE 12 OBHIIIH PHCKa OT
apywrviy (BaK. Touka 4.4).

B crenperncTpaunonHis nepHoa MMa ONBCaHK CLyYad HA MIAUMEHTH CbC CEPOTOHUHOB CHHPOM
(BK/OYHMTENHO NPOMEHH B MEHTAIIHWS CTATYC, BETCTATMBHA HECTAGHIIMOCT H HEBPOMY CKYITHH
HapYWIEHAA), CIIEJl EIHOBPEMEHHO MPHIIOKESHHE HA OHAAHCETPOH M APYTH CEPOTOHHHEPTHYHH
nexapcTsa (srarogwrenso SSRIs u SNRIs) (mx. Touka 4.4).

Anomopénn
EnnoBpeMEHROTO NpUNOKeHHE ¢ ANOMOPOHE € NPOTHBOMOKA33HO, Bb3 OCHOBA HA ChO
TEXKA XUNOTOBAA 4 3ary6a Ha Ch3HAHME, KOTAaTO OHAAHCETPOH ¢ Ol NPHIIAraH C a
XHAPOXTOPH,.

PeaurTond, KapbaMazenun u padavMnaREn
Tpw naypenTH, NpueManu MOIHA HHAYKTOpH Ha CYP3A4 (hanp. dhenutonn, K
pudaMImKH) KTHPBHCHT [IPH MEPOPAIIHO NIPHIOKEHHE HA OHAAHCETPOH CE € 1O
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KOHICHTpaIlAK B OHOAHCCTPOH ¢a C¢ NOHMKHIIH,

Tpamanon
JlaBaH OT POYYBAHIA, IPORETCHH ¢ MATBK HPO NAMEHTH IOKA3BAT, Y€ OHNAHCETPOH MOXKE kA
HaManH asaNreTH4HNs eexT Ha TPAMaJoN.

4.6. DPepruaurer, GpeMeHHOCT U KEPMeHe
KeHn ¢ perepoien NOTEROHAA
HKenm ¢ geTepoaeH norenanyan TpaGsa a2 OGMHUCIAT H3NONIBAHETO HA KOHTPALISTIIIMA.

bpemennocT

0606wenue na pucka
Bb3 OCHOBA HA ONHT NPYH X0Opa OT eNHACMHONOTHYHH IPOYYBAHHA C€ NONO3HPA, Y€ OHJAHCETPOH

MpUYAHABA OpodatMaIHy MalhOpMAIH, KOTATO CE MPITAra Npes MLPBKA TPEMECTED Ha
6pemennocTTa,

B en10 koXopTHO NpoyyYBaHe, BKoUBAMO 1,8 MiIHOHA GpeMeHHOCTH, yoTpebara Ha OHJIAHCETPOH
[Ipe3 OLPBHA TPHMECTHP € CELP3asa ¢ NOBHINEH PHCK OT Pa3BUTHE HA LETIKA HA YCTHATA H/WaK
nebuero (3 pormenumrenau cyvas Ha 10 000 nekyBsaHu KeHH; KOpUrEpas OTHOCHTENEH PHCK, 1,24
(95 % JH 1,03-1,48).

PerpoayKTHBHUTE POYYBAHHA IIPH ILTEXOBE H 38}y He OKA3BAT NAHHM 32 YBPEXIAHE Ha (eTyca,
KOTaT0 OHJAHCETPOH € NPUITAraH 1o BpeMe Ha OPTAHOTeHe3aTa PH HpHOAH3HTENHO 6 # 24 ThTH
MaKCHUMAJTHATA MIPENophyBaHa 1032 oT 24 mg/HeBHo Npy Xopa, GasMpaHa ChOTBETHO HA TEIECHATa
TOBBPXHOCT (BaK. JIaBHU IPH )KUBOTHH).

HamiusnTe endieMuonorigHu MpoyuBaHns 3a ChP/eUHH MaIGOPMALWH TOKAa3RAT NPOTHBOPEIHBH
pesy.rrary.

TIpoyuBaHUNTa NPH KWBOTHA He I10Ka3BAT IPEKH WIH KOCBEHH BPEAHH e(peKTH 10 OTHOIIEHHE Ha
PEenpOAYKTHBHATA TOKCHYHOCT.

OnnanceTpon se TpaGea fla ce M3NOM3BA NPe3 MEPBUA TPUMECTBD Ha OpeMEHHOCTTE,

Harnu npu xcusomuy
[Tpu npoyunanus 3a eMOpHO~(eTATHOTO PA3BHTHE IIPH ITEXOBE M 3aiin, OPEMEHHHTE MWBOTHH
nojy4aBaT NepoOPaTHH J03H OHNaHCETPOH CHOTRETHO A0 15 me/ke/nen u 30 mg/kg/neH o speme Ha
nepuoja Ha opraHoreHeaata. C M3KNIOYSHHE HA JIEKO HAMAIABAHE HAANABAHETO HA TENEeCHOTO TErNo
Ha MaHKara NpH 32HIH, HAMA JHAYMMH e(DEKTH HA OHJAHCETPOH NPU MANKHTE WM B PA3BMTHETO Ha
noToMcTBOTO. [1pH K03k oT 15 mg/ke/nex npu masxose # 30 mg/kg/nen npH sadiim, nosara npu
Maiikara ¢ Gia CeoTBeTHO NpUOIN3HTENHO 6 1 24 IETH [O-BHCOKA OT MAKCHMAIIHATA PENOPhUBAHa
1032 OT 24 mg THEBHO TPH X0pa, Ga3upaHa Ha TeNnecHaTa NOBLPXHOCT. IIpu nipe- H NOCTHATATHOTO
NpOyBaHe 33 TOKCHYROCT IpH pasBuTHETO, HPEMEHHHTE NITEX0BE MOJLYHABAT NEPOPAIHY JO3H
onfasceTpon fo 15 mg/kg/nen ot 17-us neH Ha GpemeHHOCTTa [0 pakaaneTo Ha 21 nen. C
H3KITIOHCHKE Ha JICKO HAMAABAHE HaJJaBaHETO HA TeJIECHOTO Ter/Io Ha Malikara, He ce HaGmonasar
apyry edexTr npu GpeMEeHHITE MIHXOBE MO BpeMe Ha 1ipe- M NOCTHATAIHOTO PAIBHTHE HA TAXHOTO
NOTOMCTBO, BIIIIOUHTEIHO pelipoayKTHBHATa criocoBHoCT, cpbprana ¢ F1 nokonenwe. [Ipn 1gaz

Kbpmene

Obobwyenue na pucka
He e m3BecTHO Nany OHNAHCETPOH ce eKCKpeTHpa B KbpMaTa. Hama nansu 3a ede
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OHIAHCETPOH BBPXY KbPMEHOTO JETE HIH FBPXY NPOM3BOACTBOTO Ha MNsKO. Bhrpexn Topa ¢
YCTAaHOBEHO, e OHIAHCETPOH Ce OTHENA B MIAKOTO NpH GosafiHuiy (Turbxose). 3aToBa ce npenoprusa
NAHEHTKH, IPHEMaIH OHNAHCETPOH, 112 He KBPMAT.

Kenn u MbBXKe ¢ PEMPOAYKTHRCH DOTCHITHAL

Tecm 3a bpemennocm
Ilpeau zanousane Ha Jeuenne che 30¢paH, KEHHTE ¢ PENPOTYKTHBEH NMOTeHIMAN TpaGBa fa cH
HAIIPABAT TeCT 3a OPEeMEHHOCT.

Konmpayenyyn

Kenure ¢ penponykTHBeH noTeHMan Tpabsa qa Op4aT yEEOOMEHH, Ye € BBrIMOxHO 3obpan 1a
YBpeln pa3ss¥THETO Ha Myofa. Ha ceKcyando akTHBHUTE XKEHU C PeNpPONYKTHREH TOTEHIHAN Ce
TIPETIOPEUBA, IO BpEMe Ha ICHCHHETO ChC 30(paH ¥ 10 1Ba JHH CIIS HETOBOTO CNHpane, 1a
H3M0S13BaT €)EKTHBHA METOIN HA KOHTPALETIIMA (METONM, IPK KOHTO BEPOSTHOCTTA OT
3abpemensBane e < 1%).

Besnnooue
Sodpan He OKa3Ba RIMAHKHE BLPXY bepruaurera.

4.7. Efexrn ppxy cnocobHOCTTA 32 NIoPUPAHE B padoTa ¢ MAHHK
Henpunoxumo.
4.8. Hexenann NekapcTBeHA peakul

Hexenanute nekapcTBEHH PEakLHHU ¢& OHCANH I10-QOY, KIACH(PHIMPAHA 1O OPTaHH H CHCTEMH H 110
necroTa. HexenatwTe peakiniu ce KNacHQUIMpPaT No YecToTa 0 C/IAHHS Ha49HH: MHOTO HECTH

(= 1/10), wectat (= 1/100 1o < 1/10), mewects (> 1/1 000 mo < 1/100), peaxwm (= 1/10 000 o < 1/1 000)
H MHOTo peakH (< 1/10 000). MHOro yecTuTe, 9eCTHTS H HERSCTHTE HEXKEIAHH JIEKAPCTBEHH Peakiiuy
OBHKHOBEHO Ce ONPENEIAT OT JaHHWTE OT KITMHWYHHA M3NUTRAHMUA. PesyTraTure or rpynara, npHeMaa
mnanedo, ChUlo ca B3eTH OpeABHA. PeaiiTe H MHOTO PEAKHTE HEXKeNAHH JIeKapCTBEHU peaKiluy B
MIOBEYETO CITyHaK Ca ONMpPEeIeNIeHH 0T NOCTMAPKETHHIOBUTE CHIOHTAHHH CLOGUICHNA,

[IpH cTaHAapTHO NPENOPRUBAHKTE NO3H HA OHIAHCETPOH, B CHOTBETCTBHE C NIOKA3AHHATA M
nexaperseHara hopMa, ca ONpe/IeNieHH CIEAHUTE YeCTOTH Ha HOWEAHM ICKAPCTBEHH PeakliHi.
TpognursT Ha HeKETAHUTE ICKaPCTBEHH PEAKIHMY [IPH Jela ¥ FOHOIH € CPABHHM ¢ TO3H, HaGmonaean
TIPH BE3PACTHH.

Hapynienus Ha MMYHHATA CHCYEMA
Penxu: bBpay peakimn Ha CBPHXHYBCTBUTENIHOCT, NOHAKOTA TEKKM, BEIFOYHTETHO aBadHNakCUs.

HapyumeHny Ha HepBHATA CHCTEMA
Muoro yecrn: TnasoBonne.

Heuecryt: TTpRiagbuy, ABHraTeIHH HApYLIEHNS (BKTOYMTETHO eKCTPANMpPAMHIHH PEAKIHH KATO
BHMCTOHHYHH PEaKUHH, HHCTAbM H JHCKMHeIns). (1

Peaxn: CreTOBBPTENK, NPEAHMHO TI0 BpeMe Ha OBP30 MHTPABEHO3ZHO PHIIOKEHHE,

Hapymeuns 5a 04ATe
Penxu: [lpexoaus 3pHTENnHM CMYILEHHS (HaTIp. 3aMBIESHO BIOKIAHE), TIpEIMMHO
TIPHJIOKEHHE.

Muoro penky: IIpexonna crenora, NpeIHMHO IP# HHTPABEHO3ZHO NPUITOKEHHE,

Copaeunn HAPYUICHAS



Heuectn: ApHTmun, 60iiKka B IepuTe, che win Ge3 noHmkapane Ha ST cermenTa, Gpagukapausa.
Penxy: Yarmkasane Ha QT-unrepsana (swnousrenno Torsade de Pointes)

ChnoBn HapymeHus
Yectu: UyBCTBO HA 32TOIULIHE WM 3a4epBABAHE.

Hegecti: Xunorounn.

Pecnmparopuu, rphAHE H MeJRACTHHANEHR HADYIICHEA
Heuectu: Xuiiage.

CToMamHO-4peBAA HAPYIICHES
Yecrn: KoneTunamws.

Xenarto-fRIHapHE HADYTIEHMSA
Heuecti: AcHMITTOMATH4HO MOBUIIABAHE Ha CTOHHOCTATE, MOJIYUEHH OT YepHOIPOSHUTES
dyHKUHOHATHH TecToRe.

Hapymemm HA KOKATA H NOAKMKHATA THKAHK
Mmuoro PEAKH: TOKCHYCH KOMKCH oﬁpm;, BRIIOYHTETHO TOKCHYHA EHASpMaTHa HEKpOnH3a.

Obmp papymenna n edeKTR HA MACTOTO HA NPAIOKEHHE
Yecru: Jlokansm peakivy Ha MACTOTO Ha HHTPABEHOSHOTO BIDKEKTHPAHE.

1. HaGmonasaBu ca Ge3 OKOHYETETHH NOKAIATEICTBA 3 TPAHHH KIHHHIHM NOC/ISICTEHS,

2. Tlpu GONUMHCTROTO OT JOKIIAABAHHTE CIyHaH CIENoTaTa € OTIIyMABAsia B DAMKATE Ha
20 MauyTH. TloBeveTo oT nanMeHTHTE ca OHUITH NOAIOKEHH Ha XHMHOTEPAITHA, BKIOYBaLla
yucTUaTUsa, [Ipy HAKOM OT ciry4HanTe ¢ AOKIaABAH KOPTHKAICH NPOH3XON HA TPEX0IHaTa
cJIetoTa.

3. Tesu pesyirats ca HabmogaBany OGUKHOBEHO TIPH NANKEHTH, HOMIONKCHH Ha XHMHOTEpANH ¢
IMCILTaTHBA.

Hexenand peaknnn NOJYHCHE OT COOHTAHMHA ChOGIICHES ¥ THTEPATYPRH Ciydau (¢
HEeA3BeCTHA T€CTOTA)

Cnenpamure HexeNaHH peakiyy NPOU3XOKIAT OT CIIOHTAHHH ChOOIHEHNsA 110 BpeMe Ha
NOCTMAPKETHHTOBHA ONHT ¢b¢ Zofran u ureparyphy caydad. Thii KATO TE3U PEAKLIMH ¢a JOKNAJBAHK
Ao6poBONHO OT NOMyalMs ¢ HeODPee/eHa TONeMHHa, HE € BE3MOKHO JOCTOBEPHO Aa C& OLeHH
TAXHATA YECTOTA, TIOPA/IH KOETO TS C€ KATETOpH3HPa KaTo Heu3BecTHa. HexxenaHuTe peakuuu ca
#30poeHu cpraacHo MedDRA 1o cHeTeMo-0pradtiu Kiacose.

Crpaesnn Rapymienus
C Heu3BeCTHA YECTOTA: MMOKApIHA HCXeMUS (BX. TOUka 4.4)

eamarpAYna NOKY/IANBY
[TpodursT BHa HEMENAHNTE JTEKAPCTBEHH PEAKIHM TIPH Jelia B OHOWH € CPABHUM C TO3H, HabnosaBau
[TPH BB3PACcTHY.

Cro0uiasase Ha NOXO3HPAHK HEKENAHH DEAKIIEH
CrobmapaneTo Ha NONO3MpPaRU HENKENAHW PEaKIMK Clle] paspeluasaune 3a yrnorpeba
IPOJYKT € BavkHo. ToBA MO3BOJIABA X4 NPOALEKH HADMIOACHHETO HA CHOTHOILECHH
AeKapcTBeRHA NPOoAYKT. O MEIMIIMHCKHATE CHICLMAUIHCTH C& M3IHCKRA a ChoOIiars
NOAO3UPaHa HeXKENaHa Peaklius Upes HALHOHATTHHA PeTYJIaToOpen Opray Ha aape:

Brarapss
M3ITBITHWTEITHA ATSHIMA [0 JICKApCTBATa
yn. ,,Jaman Ipyes™ Ne 8
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4.9. TIipepozmpame

CamMmnromMu B UpHIRATM

OnHTsT ¢ MpefiosHpane Ha OHZAHCETPOH € OrPaHHYeH. B MOBEYETO CITyYaH CUMITTOMHETE TIPH
fIpeNo3npane ca NoaoGHH Ha Te3H, AOKNANBAHA NPH NAIMEHTH, MPHEMATH UPOXYKTA B PAMKHTE Ha
NiperioprYBanaTa o3a {Bxk. Touka 4.8). Ilpogsure, kouTo ca cLOOINARAHY, BKAIOUBAT 3PHTEIHH
CMYIIERAA, TEHKA KORCTHNALMA, XHIIOTOHHA M Ba30OBAralleH em3o ¢ npexoaeH AV 6ok sropa
CTEeIeH.

Onnancerpon yasnkasa QT-uwrepsana no 1o303aBHCcHM HaduH. B cirydaii Ha npeaozupane ce
npenopweysa EKI” MorurTOpHHT.

Iepuarpuvua NOMY. I8 MHA

lenatpyuns ciryya, ChOTBETCTBAITM HA CEPOTOHHHOB CHHIPOM, €A CHOOILEHH CIeN
HEIpeIHAMEPEHO NEPOPATHO MPEIO3HPAHE HA OHJAHCETPOH (HANBAINABAILO fIpHeMa, H3YHCneH npH 4
mg/kg) npH KepMayeTa ¥ Jielia Ha BE3pacT OT 12 Mecena 4o 2 FOAMHA.

Jeuenne
Hama crienpdguyed aHTHIOT 32 OHAaHCeTpoH. [IpH ciydan, 3a KOMTO ce ogo3upa NpeAo3IHpase, ce
NPEnoPHYBA NOAXONAINO CHMITOMATHHHO H NOATBPKANIO JIEUSHHE,

IIpunoxenueto Ha UNEKAKyaHa 3a IEYEHHE Ha MPEAOSHPAHE ¢ OHRIHCETPOH He & TIPETIOPLYBA, Thil
K4TO € MAIKO BEPOATHO NAUHEHTHTES A2 Ce NOBINAAT, NOpafl aHTHEMETHUHOTO AciicTBHe Ha
OHNIAHCETPOM.

5. ©®APMAKOJOTHYHH CBOMCTBA
5.1. ®apMakoNMHAMMYHM CBORCTEA
(rapMakoTepaneBTHYHa rpyna: cepoTonnH (SHT3) anraronsct, ATC koa: AMAAD]

Mexanu3sm Ba RelicTBHe
OnnanceTpon € MOINEH, BUCOKOceTexTrBeH 5-HTs peuenropen antaronuct. He € siceH TounuaT
MEXAHHIBM HA ROHCTBHE Ha OHJARCETPOH NPH NOTHCKAHE HA I'AJEHETO W NOBPBLIAHETO,

XHMHOTEPaneBTHYHHTE TeKapCTBa H TLYETEPanHITa MOXKE Ja A0BeaaT 1o oceobmkaasane Ha SHT
TBHKOTO Y€PBO, KATO N0 TO3M HAYMH OTKIIOUBAT pediieke Ha NOBPhILAHE Ype3 AKTHBHPAHE HA
BaryCHHTe OKOH4aHHA ¢ yuacTHero Ha SHT: penerrropure. OnpanceTpon 610KMpa OTKIOYBAHETO Ha
TO3H pedaekc.

AKTHBHPAHETO HA BATYCHHTE OKOHYaHHMA MOXe CBII0 Ja NPHUHHU ocBoGoxaasare wa SHT 8 area
POstrema, TOKATA3UPaHa Ha JTBHOTO HA YETBBPTUS BEHTPHKYI. ToBa Moxke Aa foBese no peuiekc Ha
TIOBPBINAHE 110 eHTpaleH mbT. EQeKThT Ha OHZAHCETPOH NPH OBIANABAHE HA TAAECHETO U
[OBPBINAHETO, NPEAM3BHKAHY OT LINTOCTATHLM M JIBYETEPANHA, C& ABDKH BEPOATHO Ha ONOKHpaHe Ha
5-HT; penenTopuTe Ha HEBPORH, IOKATHINPAHH KakTo B NephdepHaTa, TAKA M B LEHTPATHATA HEPBHA
CHCTCMA.

Mexand3mure Ha AeHCTBHE NP MOCTONEPATHBHO I'AZIeHe H NOBPHINAHE HE Ca W3BE
ca n1ogo6HM Ha Te3H IPH UMTOCTATHYHA XHMHOTEPALIHS.

PapMakoAHHAMUYAN edexTH
OHOAHCETPOH HE MIPOMEHA NNAIMEHHUTe KOHUSHTPALHH HA [TPOJIAKTHH.
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Yaviexagane aa QT-aurepnana

EdexTsT Ha oHgaHCeTPOR BPXY QTc-HHTepBaNa € OLIEHEH B NBOWHO-CIATIO, PAHIOMU3HPaHO,
m1aneo ¥ MO3MTHBHO (MOKCeHGIOKCAIMH) KOHTPOIHPAHO, KPBCTOCAHO NPOYHBaHe MpH 58 3apany
BB3PACTHH MBKE M KeHH. [losuTe organrcerpoH ca bmwm 8 mg u 32 mg, uhdysupaHd HETPABEHO3HO
33 15 munyTs. Ilpn nali-gHcokaTa MAMUTBAHA 71038 OT 32 mg, MAKCHMAJIHATA CpenHa (TOpHA rpaHHlia
ot 90 % CI) pasnuka B QTcF B cpasuenue ¢ nianebo caea KopUrapate clipamMo HIXOGHOTO HHBO, €
6s1a 19,6 (21,5) msec. T1pn Haii~HUCKaTa H3NMTBAHA 1032 OT § Mg, MAKCHMANHATA Cpeia (ropHa
rpannua ot 90 % CI) pazauxa B QTcF B cpasuenue ¢ miatebo chea KOpUrupaHe CpsMo HIXOAHOTO
HHBQ, ¢ bra 5,8 (7,8) msec. B ToBa npoyusane Hama uameppanus Ha QTcF no-pucoky or 480 msec
HaMa yawnkasane Ha QTcF noseye ot 60 msec. He ca HabmonaBaiu CHINECTBEHH MPOMEHH B
H3MEPEHHTE elleKTpokaparorpabexy unrepsanu PR u QRS.

HequaTpuana aonysanus

Tapene u nospvuane, NPUNUHEHY OM XUMHOMEPANTA.

EdmukacHoCTTa Ha OHASHCETPOH B KOHTPOJIMPAHETO HA raficHe M NOBPHUIAHE, IPHUMHEHH OT
XMMHOTEPANHS, TI0 NIOBOJ] HA 3TOKAYECTREHO 2a00/ABaHe, e OLieHeHa B JBOHHO-CAANO PaHIOMHM3HPAHO
namureade npu 415 naimenty Ba Bu3pact ot 1 a0 18 rogsmu (S3IAB3006). B pguure Ha
XMMHOTEPAIMATA HA IALWEHTHTE € IPUAraH OHJaHceTpor § mg/m? L.v, + oHganceTpoH 4 mg p.o.
cren 8-12 yaca win ofnadcerpon 0,45 mg/kg i.v. + nnaueGo p.o. cnex 8-12 gaca, Caen
XHMHOTEPAINATA HA IBETE rPYIIH € MPHIaral 4 mg OHNAHCETPOH CHPOIT ABA IHTH KHEBHO 32 3 OHH.
TTbyen KOHTPON Ha NOBPBINAHETO B Hali-HEGIATONPHUATHHA Z€H OT XMMHOTEPANMATA € IOCTUIHAT TIPH
49 % (5 mg/m? i.v. + onnancerpon 4 mg p.o.) u 41 % (0,45 mg/kg i.v. + mnane6o p.o.}. Crex
XUMHOTEPANHATA JBETE TPYIH Ca MPHEMATH 4 mg OHAAHCETPOH CHPOI ABA ITBTH JHEBHO 3a 3 mwn. He
¢ HaOmoaBaHa pasnka B o01ATA YSCTOTA M BHIY HA HEXKETAHKUTE JIEKAPCTBEHY pPeaKLMH MEXKIY IBETe
TPYIH.

JBoiHO-C/N0 paHIoMA3MPaHO wianelo-KoHTpoHpaHo npoyusane (S3AB4003) npu 438 nanmeHTH
Ha BB3pacT oT 1 g0 17 roguEn nokaspa IThJIEH KOBTPOI Ha NOBPBINAHETO B Hali-HEGNArONpUATHYS JEH
OT XMMHOTepanuiTa npu 73 % oT NaupeHTHTe, KOTATO OHJAHCETPOH € MPHIaraH HHTPaBeHO3HO B
no3a oT 5 mg/m? i.v. 8 xoMGHHALHA ¢ 2-4 Mg NEKCAMETA30H P.O. H npu 71 % OT mauMeHTHTE, KOraTo
OHASHCETPOH & NpuNarad noj GopMaTa Ha CUpON B 1032 oT 8 mg + 2-4 mg AeKCAMETa30H P.O. B JHUTE
Ha XUMuoTepanudTa. Cnell XHMHOTepanHATa ABETE IPYIH Ca TPHEMany 4 mg OHITAHCETPOH CHPOI JBa
ITBTH aHEBHO 3a 2 18K, He e nabnofaBana pasjiuka B YECTOTATA M BHIA HA HEXKCIAHUTE AEKAPCTBEHH

PCAKIIHH MCKITY ABETC I'DYIIH,

Eduxacnocrra Ha oHgaHCceTPOH ITpy 75 neiia HA BB3pacT or 6 1o 48 Mecela € npoydena B OTBOPEHO,
HECPaBHUTENRO H3MHTBaKe ¢ enho pamo (S3A40320), Boywaky nena ca npueMany HHTPARSHO3HO TPU
no3u ot 0,15 mg/kg onpasceTpoH, npraras 30 MUEYTH peH 3aN0YBAHETO HA XUMMOTEPANHATA H
Ha 4-us u 8-aa gac crex irppBara xo3a. ITujen KOHTPON Ha NOBPHINAHETO & NOCTHTHAT NpH 56 % oT
TIALHEHTHTE,

Hpyro orBOpEeHo, HECPaBHUTENIHO HANMUTEABE ¢ eqHo paMo (83A239) npoyuea edixacHOCTTa Ha enHa
uHTpaBeHO3Ha K033 oT 0,15 mg/kg onnaHceTpon, MocneNBaHa OT [BE NEPOPATIHHE S03¥ OHAAHCETPOH
0T 4 mg npH felia Ha BE3PacT < 12 ronuyu v 8 mg rpu Kena Ha Bb3pacT 2 12 roguau (061 Hpoit aeua
n = 28). [IeneH KOHTPON Ha MOBPBINAHETO € OCTHIHAT pH 42 % 0T nanvenTHTE.

Hocmonepamusho zadene u nospvujare:
EdmuxacHoctra Ha eapokparsa 103a OHNAHCETPOH PU NIPEOTBPATABAHETO HA OCTONEPATHBHO
rafieHe ¥ NIOBPHULAHE € TPOYYESHO B PAHAOMHU3HPAHO, ABOHHO-CIIANO, Manebo-KORTPOAHPAHO
u3nuTBaxe npd 670 zeua Ha BB3pact ot 1 1o 24 Mecena (BE3PACT CHEN 3AUATHETO > 44 287
Ter0 = 3 kg). BrroyeHHTe TALMEHTH ¢a YMany XUPYPrUYHO AedeHne noJ obia aj &
umanu ASA craryc <IIl. B paMkure Ha et MHHYTH C/I¢ BEBEKIAHETO B aHECTE: &
eAHokparHa fo3a onganceTpoH or 0,1 me/kg. IpoueHTLT Ha TIALMEHTHTE, KOUTO faN
©A¥H eMETHYEH eNH30/ N0 BpeMe Ha 24-vwacoB nepuos 3a oteHka (1TT), e Grn no
MalHeHTHTe Ha wiauebo B cpaBHEHHE C T, NpUeMaTi OHJaHceTpoH (28 % cipsy
p <0,0001).
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Iposeaeny ca weTyps nBokiHO-cieny, Iwianeto-KOHTPONIMPAHN M3TUTRAHHS Mpk 1 469 rauHeHTH OT
MEXKH H XKEHCKH 11071 (Ha BB3pacT ot 2 A0 12 roaun) ¢ npexcronia ofma asecresus. Tlaymenrure
¢a paHROMH3INPAHA KbM eJHOKpATHY MHTPaBeHO3HH [03u oHganceTpoH (0,1 mg/kg 3a neaunarpuysn
naupesty ¢ Terto 40 kg unu mo-Manko, 4 mg 3a NeAHATPHYHM NALHEHTH ¢ Tersio noeeve ot 40 kg;
Gpoit nauwgrentd = 735) nnw nnauebo (Gpol nammerTH = 734). M3mrBanoTo AekapCTBO € MpUuIarako
3a HaW-Manko 30 ceKyHIH, HEMOCPeACTBEHO MPEIH HIK Clell BHBENKIAHETO B AHECTE3Ms.
OHpaHCceTpoH € 3HauuTeNHo no-edHKacer OT mwianeto 3a NPeJOTBPATABAHE Ha rajcHe U NMOBPBIHAHE.
Peaynrarure oT Tean wanurBakuA ca o6o0uieny B Tabnuua 3.

Tabmmua 3. Tlpenorsparasane U NeueHne Ha TOCTONEPATHRHO TAAEHE H HOBPBINAHE NPH
NeHATPHIHH [TalICHTH — OTTOBOP OT JeYeHueTo A0 24 vaca

IIpoyueane KpaiiHa Touka Oupaucetpon % Il1auebo % p-CTOMHOCT
S3A380 CR 68 39 <0,001
S3GTQ9 CR 61 35 <0,001
S3A381 CR 53 17 <0,001
S3GTil JInica Ha rajiede 64 51 0,004
S3GTit Jhinca Ha HOBpHIAHE 60 47 0,004

CR = enu30AxTE Ha NOBPHINAHE HE HACTHIBAT WIM C€ NPEKPATABAT
5.2. ®apMakoKHHETHYHM CEOHCTBA
@apMaKOKHHETHYHHUTE CBOHCTBA Ha OHIAHCETPOH HE C MPOMEHAT NPH PEAOBEH MPHEM.

Pesopbuun

B racTpo-uHTECTHHANHIA TPAKT OHJAHCETPOH ce pe3opbipa MACHBHO B H3UATIO CTIS] NEPOPANHO
MpUIokeHue, Kato nperspnasa first pass MerabonuybM. BEpXoBH NiaiMeHy KOHLEHTPAUWH ce
Jocturar 1,5 waca cnen npuem. [1pu npunoxenne Ha 103 Hag 8 mg, ce AOCTRAraT nO-BUCOKH
CTOMHOCTH Ha [U1a3MEeHA KOHLUEHTPANMA Ha OHIAHCETPOH, CIpAMO TipueTarta ao3a. [epopasxoro
OpHIGKetine Ha MO-BHCOKH JI03M MOXKE [1a NoBeAe No peayiupad first pass MeTabonuIsM Ha

TIPORYKTA.

Caen npunoxenue Ha eHa Tabaerka or 8 mg, cpeanara GHOHATTMYHOCT IPH 3APABK JULA OT MBIKKH
o1 e npubamzuTendo 55 no 60 %.

IpremET Ha Xpana Boau o ¢1alo noBHIIABAHE B CTOMHOCTUHTE Ha GHOHATHYHOCTTA. IpHNo)eHHeTO
Ha aHTHALMIHN HE OKa3Ba BIIHAHKE.

ExsuBaieHTHa CHCTEMHA EKCITO3HLMA C€ MOCTHI'A CJIEA i.M. H 1.V. NPIIOKEHNE Ha OHAHCETPOH.

Pasnpeoenenue
OHpaHceTpoH e CBBP3Ba B MAJIKa CTEIEH C IUTa3sMeHuTe npotendH (70-76 %).

PasnpeaeaeHMETO Ha OHRAHCETPOH Clel TIEPOPATHO, HHTPAMYCKYTHO I WHTPABEHO3HO
NPANOKEHKE MTPH BE3PACTHHA € CXOTHO. PaBHORECHHAT 00eM Ha pasiipeneeHue e NpHOIM3HTENHO
140 1.

Memabonuzem
OHnaHCeTpOH ce eNMMMHHHIPA OT CUCTEMHOTO KPhBOOOPBIIEHNHE OCHOBHO TIPe3 YEPHRUA
YYAaCTHETO Ha HAKOIKO eH3HMHH MBTA. JincaTa Ha ensaMa CYP2D6 (neGpusokeun
nonuMOpdH3EM) HE NOBIHABA GAPMAKOKUHETHKATA HA NPOMYKTA,

Enumunupane
OHpaHceTPOH ce eNHMMHKPA 0T CHCTEMHOTO KpbBOOOPBIEHHE OCHOBHO TIPE3 uep
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Tlo-manxo ot 5 % ot peaopOupanara Jo3a ce eKCKpeTHpa HellpOMeHeHa ¢ ypuHaTa. Panpenenesrero
HA OHJAHCETPOH ClE. MMEPOPATHO, HHTPAMYCKYITHO HiIH HHTPABEHO3HO NPUIIOKEHHE € CXONHO,
EnuMuHAIMOHHIST DOTYKHBOT € OKONo 3 Yaca.

Creyuainu 2pynu nayuenmu

IMostoBo 0GycroBenn pasiHIna

YcTaHoBeHH ca MoJoBo ofyCIOBeHH Pa3NubHA B pasnpeaeleHHeTo Ha onanceTpo. Ilpy xennre ce
yCTaHOBsBa 10-65p3a B no-gobpa peaopOims cien nepopaneH npHeM, 3a0aseH CUCTEMEH KIMPBHC U
no-MaTek offeM Ha pasnpenenenye (CIPAMO TENECHOTO TErI0), B CPaRHSHHE © T€3H CTONHOCTH NPy
MBIKe.

Jena u onomn (Ha BR3pact ot 1 Mecen Ao 17 ropunn)

Ilpu negHaTpuHU NANMEHTH HA BB3pacT oT 1 1o 4 Meceria (n = 19), Ha KOWTO OPEACTOH XHPYprudHa
ofiepauys, KITMPBHCET Cle/l HOpMaTH3HpaHe Ha TeroTo e Swr npubnmautenso 30 Y% No-HUCHK OT
TO3H NPH HaLMEHTHTE Ha BE3pacT oT 5 10 24 Meceta (n = 22), HO CPABHKM C TO3H NPH MALMCHTHTE Ha
EB3pacT OT 3 10 12 roausn. ENsMyHAIMOHHUAT O KUBOT [IPH HALMEHTHTS Ha BB3PacT or 1 1o

4 meceua e 6un cpeano 6,7 yaca B cpapHenye ¢ 2,9 yaca 3a NAMEHTH BB BB3PACTOBMTE TPYIH OT 5
10 24 Mecena ¥ 0T 3 10 12 ropums. Pasimukvire BB GapMAKOKUHETHUHHTE NApaMETPH NIpH
NaUHCHTHTE HA BBE3PacT OT 1 20 4 Mecena 70 H3BECTHA CTENSH MOTAT 1a ¢€ OBSCHAT ¢ TO-TONEMHA
APOLEHT HA 00INOTO BOAHO ChABP/KAHWE B OPraHU3Ma MPH HOBOPONEHH H KBPMaUETa H FIO-TOIeMHAS
ofem Ha pa3npe/eieHHe 36 BOXOPa3TROPHME JIEKAPCTEA KATO OHAHCETPOH.

[Tpu neaMaTpryHy NAMERNTH Ha BB3PACT OT 3 40 12 TORHHA, Ha KOWTO MPEACTOM XUPYPruaHO
nederde noa o0ma anecTe3ns, abCOMOTHITE CTOMHOCTH Ha KIMPBHC U 00eM Ha pasnpeaeIcHHe Ha
OHIAHCETPOH Ca GHIY NO-HHCKY B CPABHEHWE ChC CTOHHOCTHTE IPH BHIPacTHH nanuenTy, J(pata
MApAMETHPA C€ YBETHYABAT THHEHHO ¢ TernoTo W npH 12-roguimsa B3pacT CTORHOCTHTE KOCTHIAT
TE3M NPy Maazu Xopa. Koraro cTtoRHOCTHTe Ha KTHPBHCa i ofeMa Ha pasnpeneneHue ce
HOPMATH3IHPAT C TE/ICCHOTO TerlIo, CTOHHOCTHTE Ha Te3M NAPAMETPH ¢a MIONO0HH NPH MAIMCHTHTE OT
Pa3mYHATE BH3PACTOBU IpyIH. M3noizeaHeTo Ha Jo3HpaHe CIpsAMO TENECHOTO TENIO KOMIIEHCHPA
NPOMEHWTE, CBBP3aHM ¢ Bb3PECTTa H € eGEKTHBHO B HOPMATH3HAPAHE HA CUCTEMHATA EKCTIO3HLMA NpPH
NeIHATPHYHH TALMCHTH.

Hanpaged ¢ nonyJiausoner GapMaKOKUHETHYEH aHaAI3 Opu 428 mmua (TaUUeHTY ¢ PaK, XBpYPraIHO
NEKYBaHH NAUKHEHTH M 3paBa JOOPOBOMLH) Ha BR3pacT ot | Meceu 20 44 rOOMHN Clg WHTPABEHO3HO
MpHTOXEHHE Ha OHOaHCeTpoH. basupaliky ce Ha TO3H aHANK3, cneTeMHara ekcnosuuut (AUC) ua
OHAAHCETPOH ClICA HHTPABEHO3HO WIH [IEPOPATHO NPWIOKe e NPy JeLa ¥ HHOWH € CPABHAMA ¢
Ta3W MPH BBIPacTHA, ¢ HIKmovense Ha Gebera Ha BE3pacT or 1 1o 4 Mecena. O6embT Ha
pasnpesienenme ¢ CBEP3aH ¢ BH3pacTTa H € 61N HO-HHCHK NMPH BL3PACTHH OTKONKOTO NMpH bebera H
mena. KITHPEHCET € CBBP24H € TETIIOTO, HO HE € CBBP3aH ¢ BH3pacTTa, Karo Oeberata Ha Bb3pacT oT |
Ao 4 Mecenla ca wsKkmovenve. [Topany Mankug 6poii Ha MsCneBAHKTE ML HA BB3pact oT 1 Jo

4 Mecella € TPYIHO Na Ce HanpaBH 3aKTIOHEHHS JaH € HMATO JONBIHATENHO HaMaisBaHe Ha
KIHPBHCA, CBRP3aHO ¢ BB3PACTTa WK TOBA CE IBJDKY TIPOCTO Ha BpoacHA BapHabHiHOCT. Thil KaTo Ha
TIAHEHTHTE Ha BB3PACT NO-Manka 0T 6 Meécewa e M Oh/e NPHIoKEHA CaMO eIHOKpaTHA 034 MM
NOCTONIEPATHREHO FAAEHE M NOBPLIAHE, HE € BEPOATHO HAMAJICHUAT KIUPBHC 18 HMA KITMHRYHO
3HaUCHNE.

TlauseaTy B cTapuecka BB3IpacT
Pannu npoy4usanua dasa I nipu 3apask no6poBOALM B CTAPUECKA BB3PACT MOKA3BAT HATUYHE HA
BE3PACTORO 3ABHCHMO cado HaMareHHe Ha KIMPBHCA U YOLDKaBaHe Ha eTUMUHAHOHHNA

NOTY)KHROT Ha OHAaHceTpoH. [llupokute HHAWBHAYANHM pasnuku 00aue BOAAT 1O 3HA ;

CTApUecKa BB3PacT (> 65 roJHHIM) H KATO SN0 HE € HMANO pasnnyis B 0e30NacHOA TS ¥
eHKacHOCTTa, HaOMIONABARY TIPH MIIALH NALMEHTH C PaK W NPH NALMEHTH B CTa il @ % B
pax, yMacTBaM B KATWHHYHH Npoy4usanud 3a CINV, kodTo Aa RoBeaar a0 paziiws
HO3MpaHe MPH NALHEHTHTE B CTAPYCCKA BB3PAcT.
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B13 0cHOBA Ha 1O-CKOPOIIHY JaHHK OT MOAENH Ha IUTa3MEHHTe KOHUCHTPAIIMH Ha OHJAHCETPOH U
SKCIIO3HUMA-OTTOBOP, [IPH NAUMEHTH > 75 ToaHHHM ce npe/icKasBa No-roysm efext sepxy QTcF B
CPaBHEHHE C MIIATIM BE3PACTHH. 3a ManueHTH Hal 65 roJuHY # HaX 75 TOAHHH € HPeAOCTaBeHA
cenmd A MHGOPMALIHA 38 JO3APOBKATA HPH MHTPABEHO3HO NpWoxeHue (BxK. Toyka 4.2),

[MamnenTn ¢ 6L0peuno yspexaane

TIpn namuenTn ¢ ymepero 6x0pedno yepexate (KpeaTHHUHOB KNUPEHC 15-60 mY/min), o6emsT Ha
pasipeieNieHne ¥ CHCTEMHHAT KNIMPHHC HA OHASHCCTPOH CIER i.V. NPHIOKEHHE ca HaMmaneHu. Tosa
BOJAH AQ MHOTO ¢1260 yARDKaRaHe HA CTHMHHALIAOHHWA MOMYXKUBOT (5,4 Uaca), KoeTo HAMa
KIKHUYHO 3Hauenue, [Tpn namsenTy ¢ Texxo 6rlpeudo yepexkIaHe Ha JeUeHME ¢ XeMOAHAINA3a
(M3cnenBaHH MEXIY NHATH3HTE), HE C€ YCTAHOBABAT NMPOMEHH BHB (JapMaKOKMHETUKATA Ha
OHIAHCETPOH, TIPHIOKEH HHTPABEHO3HO.

IlauMenTH ¢ YepHOIPOOHO YRpeKNAHE

[pH naiueHTH ¢ TEXKO YepROAPoSHO yBPERIaHe, CHCTEMHMAT KIIMPHHC Ha ORJAHCETPOH € CRUIHO
HaMaJIeH ¢ YABUKEH THMHHALAOHEH nomyKusoT (15-32 yaca) W GHOHATHYHOCT ClIER EPOpateH
npuem npubnusurenno 100 %, xoeto ce ABDKH Ha 3a6aseHHs NpeXernaraieH MeTabonHIbM.

5.3. IlpeaknnAHYHH NaHHH 3a GelonacHocT

Hscnenpade ¢ HOHAM KaHATH OT KIOHHPAHA HOBEIIKA ThKaH OT CHPIIE FOKA3BA NOTEHIMAIIHA
BBE3MOMKHOCT Ha OHFAHCETPOH PH KIIHHHYHO 3HAYHMH KOHLGHTPAL¥H 14 TOBIHABA ChPAEYHATA
periosspH3anus 9pes 6noxupane na hERG kannesy kanamm,

Hab6sonasado ¢ yapokasade va QT-uHTepBana no 0303aBMCHM HaYHH B €JHO OCHOBHO {TpOyYBAaHE
Ha QT npu 3npaen noGpoBonid (Bx. Todka 5.1 - Vanipkasane na QT-uHTeprana),

PeppoaykTABHA TOKCHYHOCT

Bix. Touxa 4.6. Qeprumiter, HpeMeHHOCT H KEPMEHE.
6. SAPMANEBTUUYHRY JAHHU

6.1. Colchk H2 NOMOIBMTE BEXECTBA

Harpues xmopun

JIuMOHeHa KUCETHHA MOHOXHIPAT

Harprer marpar

Bona sa vikekan

6.2, HechbMecTaMOCTH

KakTo BCAKO IEKapeTso, OHAAHCETPOH He TpAOBra la ce cMecBa B ¢/IHa CIPUHIIOBKA WA CHCTEMa 34
KHH(Y3IHA ¢ APYTO NEKAPCTBO (BaK. TOUYKA 6.0.).

JlekapcTBOTO MOXKE f1a CE CMECBA CAMO ChC CHBBMECTHMH Pa3sTROPH, KAKTO & NPENOPhYaHo (BXK.
TO4Ka 6.6.}.

6.3. Cpox ra rogmoer
3 roawHu,
6.4. Chnenuajny ycI0BAS HA ChLXpaHeHde

Ha ce cexpanssa nog 30°C.,
Ha ce nasu ot cBeTaAMHA.

14




6.5. BnaH cBIbpKARME HA ONAKOBKATA

3o¢pan 2 mg/m! ce npexnara B GesnperHu crexnedu ammnynd Tun I ot 2 ml (cogepxainu
oxfiancerpod 4 mg/2 mi) wnn ot 5 mi (ceaBpAKatuy oHxaHceTpoH 8 mg/4 ml).

3odpan 2 mg/m! ce mpemnara B KapTOHEHH ONMAKOBKM, ChIBpXamy | win 10 amaymu ot 2 ml, wan 1
M 8 ammynm oT 5 ml.

He BcH4YKH BHAOBE ONAKOBKY MOTAT Aa 6B4AT MyCHATH Ha [1a3apa.
6.6. Crenuaawu NpeIa3yH MEPKH OpPH HIXBLPiIAHRe A paboTa

Amnysure 3odipad He CBABLPKAT KOHCEPBAHTH U TPFOBA A2 CE HIMON3BAT OHOKPATHO, HEKEKTHPAHK
WY PA3TROPEHH BEAHArA CIe/l OTBAPAHE, KATO OCTAHAJIATA YACT OT PasTBOpa TPAOBA /14 Ce HaXBBPITHA.
Amnynure 3odpan ve Tpabpa Na ce aBTOKNIABHpAT.

H3cnienBaHMATA 34 CHBMECTHMOCT €& HPOBELEHH NIPH HAMNOA3BAHETO HA ITHKOBE 38 MH(Y3HA H
CHCTeMH OT HoueHHHIXIOpHA. TIpyuema ce, Ye PA3TBOPET Ce 3aNa3ea eAHAKBO CTAGHIEH HpH
A3M1013BAHETO Ha TUIMKORE 38 HHQY3UA OT MOAHETHACH HAH GyTHiakH (6anKkH) OT CTHKIO THn 1,

VeTanoBEHO €, M€ B CIIPHHLOBKH OT TIOJMIPOIHIEH, OHIAHCETPOH 6e3 KOHCEPBAHTH CE 3212382
cTabunen npu pasreapsne B NaCl 0,9 % w/v win B rmokosa 5 % w/v. Cunrra ce, ue onpaunceTpon Ges
KOHCEPBAHTH, Pa3TBOPEH B NPEiOPBHAHUTE CHBMECTHMH PasTBOPH, LIE 3ana3i CTAa0WIHOCTTA CH B
TOAHTIPONIMIEHOBH CTIPHHIIOBKH.

Crriacso npasunaTa Ha gobpata (apmaleBTHHA NPAKTHMKA, HHTPABEHO3HHUTE PazTBOpH TpaAGBa Aa ce
HPHTOTBAT HEMIOCPEACTBEHO NPERy KHPYIUATA KATO Ce CIIA3BAT aCeITHIHH YCTOBHA.

CHBMECTHMOCT ¢ HHTPABEHOIHE PAITBOPA:

IIpu H3cenpanmns 3a CHBMECTHMOCT € YCTAHOBEHO, Ue HROKEKLHOHEH OHNAHCETPOH 663 KOHCEPBaHTH
OCTaBa crabuiieH 3a 7 QMM NpH craiHa Temueparypa (oA 25°C) noa drayopeciieHTHa CBETHMHA UK B
XJIAAWTHHK B CEAHNTE PA3TBOPH 32 HHTpaBeHo3Ha Mudy3us:

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

KCl10,3 % w/v u NaCl 0,9 % w/v i.v. Infusion BP

KC10,3 % w/v u Glucose 5 % w/v i.v, Infusion BP

CBBMeCTHMOCT ¢ IPYTH JEKAPCTRA:

OnpaHceTPOH MOXKE Aa ce NPHIara Ype3 HHTPaBeHO3Ha uH(y3ua B no3a 1 mg/h, karto ce wznonssa

KK 32 BHPY3HT win nephysop. CnegHute JekapeTea MOXKE Aa ce npurarat npes Y-obpazHaTa wact

Ha CHCTEMATA HA OHZIAHCSTPOH, TIPH KOHUEHTPALHA Ha OHOaHceTpoH oT 16 1o 160 pg/ml

(8 mg/500 ml 1 8 mg/50 ml):

. Hucninarusxa, 8 koguenrpaimn a0 0,48 mg/ml (240 mg/500 mi), niputoxen 3a nepios ot | go
8 uaca.

] 5-dmyopoypailwi, B KoHuenTpawnu no 0,8 mg/ml (2,4 g/3 i 400 mg/500 m)), npumokes B
nosa unati-manko 20 mlh (500 mi/24 h). Ilo-Bucokn xoBlieHTpaku Ha S-Gyopoypamws Moxe
Ha OpHHUHAT [PelHnATAHA Ha OHIAHCETPOH. MHdy3HoHHUAT pasTBop Ha 5-Qumyopoypaut
MOKe ga chabpaa 10 0,045 % w/v marnesvies xitopux. ToBa e MPORYKT, KOHTO € CHBMECTHM.

990 mg/100 ml), nprnoxed 3a nepuon ot 10 MuuyTH Ao 1 uac,

. Eronosus, B koHuentpauny Mexay 0,144 mg/ml 1 0,25 mg/ml (T.e. Mexnay /
250 mg/l), npuiaoxen 3a nepuon o 30 MuuyTH 0 1 yac.

U Hedrrazuamm, B no3n mexry 250 mg ¥ 2 g, pasTBOPEH, KakTo € NPetopLys
TIPOM3BOAMTENA BB BOAA 33 MEDKEKIKH (T.€. Mendy 2,5 ml3a 250 mg u 10
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ue(TaIHINM), PUNOKEH KATO MHTPaBeHO3Ha GOITYC HEOKEKITHSA 32 OKOMO 5 MUHYTH,

. Huxsiodocdamus, 3 nosu Mexay 100 mg n 1 g pa3TopeH, KaKTO € NPenopbLY2HO 0T
ApPOU3BOIMTENS BEB BOAA 38 MHuKeKIMH (5 ml/100 mg muxwrodocdaMu), MPAIOKEH KaTo
MHTPaBEHO3HA BOTYC MEDKEKLUA 38 OKOIO 5 MHHYTH.

d HoxcopyOuumH, B 1031 Mexkay 10 v 100 mg pazrsopen, KakTo € NpernopeYaHo OT
MPOH3BOAUTENS BbB BOJA 34 HIDKekLnH {5 ml/ 10 mg nokcopyOuLig), NpUIoxKeH Kato
WHTpaBeHO3HA §OAyC HIDKEKIA 32 OKOJIO 5 MMHYTH.

. JexcamerasoHoB Harpues ¢ocdar B jo3za 20 mg Moxe ga ce NPUIoKK GaBHO UHTPaBEHO3HO 34
Z po 5 muHyTH npe3 Y-06pasHaTta 4acT Ha CMCTEMATA, TIPH KOHLEHTPALUMA Ha OHAAHCETPOH OT §
no 16 mg, pasreopenn B 50-100 ml chBMecTHM Pa3TEOp, NMPHIOKEH 38 OKONO 15 MUHYTH,
CpBMECTHMOCTTA HA IEKCAMETA30HOR HaTpueR docdar H OHAAHCETPOH € JI0Ka3aHa ¥ 1BATA
NPOAYKTa MOTAT J]a ce NPWIAraT B €iHa CHeTeMa. B cHcreMara ce onpeaensT KOHUEHTPALMH Ha
JexcaMeTaszoHos Hatprer gocdar or 32 ug ro 2,5 mg/ml u or 8 ug 1o 1 mg/miaa
OHIAHCETPOH.

7. HOPHTEXATEJI HA PABPEIUEHHMETO 3A YIIOTPEBA

Sandoz d.d.

Verovikova 57,

1000 Ljubljana

CnopeHRs

8. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

20011016

9. JXATA HA IThPBO PAIPEHIABAHE/MTOAHOBABAHE HA PASPEHIEHMIETO 3A
YHNOTPEBA

Jlara na mepBO padpelnasane: 16 okromspu 1991 r.

Hara Ha nocnenso noasosasane: 09 ¢erpyapu 2012 r.

10. JATA HA AKTYAJIW3UPAHE HA TEKCTA

09/2022
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