KPATKA XAPAKTEPUCTHKA HA ITPOJAYKTA,
MAKET HA OITAKOBKA H JIUCTOBKA



KPATKA XAPAKTEPUCTHKA HA TPOAYKTA



1. MME HA JIEKAPCTBEHUSI TPOYKT | U3MbJIATENHA ATEHUARA 1O NEKAPCTBATA

Kpamka xapaxkmepucmuka wa npogykma - lpusoxerue 1

Jlnnesonna Kpka 600 mg puavmpann Tabaeku Kom Pez. Ne ﬂoib'\%%} ..................
Linezolid Krka 600 mg film-coated tablets

PaspewsHue Ne

semamp-.. 12056 106 2026

2. KAYECTBEH U KOJIMYECTBEH CbCTAB OGOOREHUD N :.issivvsvssvsvunasin Ficsapissisnisviainveiiaias

Besika duamupana tabnetka ceabpika 600 mg nuuesonun (linezolid).

3a MbJHKA CITUCHK HA MOMOLIHUTE BELLECTBA, BUXK TOo4YKa 6.1,

3. JIEKAPCTBEHA ®OPMA

®dunmupana Tabnerka

benan nan noutu Genu, eTUNCOBUIHM, JIEKO ABOHHOW3MbKHATH UIMHpaHH TabneTku. Pasmep Ha
tabaerkara: 18 x 9 mm.

4, KIMHUWYHHU JJAHHH

4.1 TepaneBTHYHH NOKAZAHHSA

Ho3okoMunanHa nHeBMOHHMS

[THeBMOHMS, Npu10OHTa B OO1LIECTBOTO

Jlunezonua Kpka e nokasaH npy Bb3pacTHH 3a JIeYEHHE HA MHEBMOHMA, NPHI00MTA B OOLLECTBOTO H
HO30KOMHAJIHA THEBMOHMS, KOraTO € U3BeCTHO WJIK ce MpeArnoara, 4e ca IpHYHHEHH OT
yyBcTBUTENHH ['pam-nonoxkurentu 6akrepun. [pu onpenensue nanu Jluvesonua Kpka e noaxoasuu
3a a/IeHO JleYeHre e HeoOXO0AMMO J1a ce B3eMaT NpeiBH/l pe3yaTaTUTE OT MHKPOOHOIOrHYHHTE
TECTOBE MJIM JaHHHTE 3a Pa3pOCTPAHEHHE HA PE3HCTEHTHOCT KbM aHTHOAKTEPHAIHK areHTH cpell
['pam-nonoxutenuure 6aktepuu. (Bux Touka 5.1 3a noAX0ASLUMTE MUKPOOPIraHH3MH).

JIMHE30/1M/1 HE € aKTHBEH cpelly WH(EKUMH, NPHYHHEHH OT [ paM-oTpULIaTe/IHN MATOreHH.
EnnospemenHo TpsabBa na ce 3anovHe cneurdHyHa Tepanus cpeuty ['paM-OTpHLIATEHH NATOrEeHH,
aKo € JI0Ka3aH WM ce npeanosiara ['pam-oTpuuaTeeH NnaTorex.

YcenoxHeHH MHeKLHMK Ha KoXKaTa U MEKHTe ThbKaHH (BHXK Touka 4.4)

JIune3onuA € nokas3aH NpH Bb3pacTHH 3a JIEYEHHE HA YCIIOKHEHH HHPEKLIMM HAa KOXKATA U MEKHUTE
TbKaHH, CAMO KOraTO MUKPOOHONIOrMYHHTE TECTOBE JOKA3BaT, Ye MHPEKLMATA € MPUYHHEHA OT

4yyBCTBHTENHA [ paM-nonoxuTenHa Gakrepus.

JIune3onua He e akTuBeH cpely MHGEKLWH, NpHUMHeHH OT [ paM-OTpHLIATeIHH NAaTOreH .
JIuneszonua TpabBa Ja ce U3M0JI3Ba MPH MALIUEHTH C YCI0KHEHU KOKHH U MEKOTbKAHHH H

HAMA HAJIMYHH AJITEPHATHBHH TEPANEBTHYHH Bb3MOKHOCTH (BHXK Touka 4.4). [1pu
obcrosTencTea TpabBa aa ce 3anovHe eTHOBPEMEHHO JeueHue cpelty ['pam-orpu
MHKPOOPraHH3MHU.

Jlunesonua Tpadpa na ce 3anousa camo B 00HHYHA 00CTAHOBKA M CJIe/l KOHCY/ITa
CMNELMAIUCT MO MUKPOOHOIOrHS HIIH CNELHMATUCT M0 MHEKUMO3HH GoNlecTH.
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Tpabsa na ce umat npeasua opHUHATHUTE NPENOPBKH 33 NOAXOAAILATA YnioTpe6a Ha
aHTHOaKTepHaIHK CpedcTaa.

4,2 /lo3upoBKa B HAYIHH HA NPHIKEHHE

,ﬂo:m POBKA

Jlunezonun Kpka gpunmupanu TabneTkn Morar ja ce H3noa3Bar 3a HayanHa tepanus. [laumenTs,
KOHTO Ca 3aMo4Hany ieYeHHe ¢ napeHTepansara Gopma, Morar a NpeMUHAT Ha nepopanta gopma,
KOTaTO TOBa € KAMHMYHO N0Ka3aHO. B TakMea ciiyuan He ce Hamara KOpeKLKs Ha 103aTa, Thil kaTo
nepopanHaTa OMOHAIMYHOCT Ha MHe30NK1A e npubausutento 100%.

lIpenopvuumenna 003Upo6Ka U NPOOBANCUMETHOCHT HA JCHEHUENO NPY 8b3PACTIHY

npO}.'l'bJ'l}KHTEIIHOCTTa Ha ACYECHHETO 3aBHCH OT NATOr¢Ha, MACTOTO Ha HH(beKl.lHﬂTa H TEXKECTTa, KaKTO
H OT KIIHHHYHHA OTIrOBOD HA NAUHCHTA,

Creanure npenopbky 3a NPOABDKHTENHOCT Ha JIEYEHHETO ce 6a3HpaT Ha Te3W, H3NO3BAHH MPH
KIMHHYHHTE U3NUTBaHUA. TIpH HAKOM BHIOBE HHPEKLUHH MOXKE Ja Ca NMOAXOAALLM NO-KPATKH KYPCOBE

Ha JIEYCHHE, HO TE€ HC ca NTPOYYRAHH MPH KJIHHHYHH H3NHTBAHHA.

MakcumanHata NpoabDKMTENHOCT Ha NeueHHeTo € 28 aHM. BesomacHoctra M edekTHBHOCTTA Ha
JIHHE30/IH], [IPHUAOHKEH 32 IEPHO/IH, NO-ABATH OT 28 AHK, HE Ca YCTAHOBEHH. (BHx TOuka 4.4).

He ce n3uckpa ysenHueHHE HA MPENOPLYHTENHATA 1032 HITH NPOIB/KUTETTHOCT Ha IEYEHHETO IPH
MH(EKLHH, CBLP3aHH CbC ChITBTCTBALIA OaKTEpUEMHA.

[TpenopbunTenHara no3a npy GpUIMHPaHHTe TAGNETKH € KaKTO ¢llelBa:

Andexunn JlosupoBka IlpoabKHTEIHOCTHA
JIedeHHeTo

HozokoMuanua nHeBMOHHS 600 mg n8a meTH 10-14 nocnenoBaTeHH AHH

[TueBMoHHS, NnpuaoGHTa B 061IECTBOTO AHCBHO

YcnoxHeHH HHPEKLMH Ha kokaTta u mekute (600 mg aBa meTi

TbKaHH AHCBHO

Ileduampuuna nonyrauun

bezonacHocTTa M eUKacCHOCTTa Ha JTHHE30/KA NPH Aeua H IoHOLWH (<18 roaMLuHa BL3pacT) He ca
ycTaHoBeHH. [loHacTosAleM HATHYHKTE JaHHH ca OTHcaHu B Touku 4.8, 5.1 W 5.2, HO He morart 1a ce
JlaBaT NpenopbkH OTHOCHO JO3HPAHETO Ha MPOIYKTA.

[laumeHTH B CTapUECKa BH3pACT
He ce Hanara KOpCKLHA Ha O03aTa.

ITauneHTH ¢ 6u6peuHo yBpexkaaHe
He ce Hanara kopekuua Ha Ao3ara (Brok Touku 4.4 u 5.2).

IMannenTy ¢ Texkko 6pbpeuto yepexnane (CLCR <30 ml/mm)
He ce nanara kopekuuna Ha nosara. [Topaar HEM3BECTHOTO KIHHHYHO 3HAUSHHE HA M
excno3nura (1o 10 npTH) Ha ABaTa OCHOBHH METa0O/IHTA HA TMHE30NKI NPH NaLHe
HEI0CTATLYHOCT, JIHHE30/IMA TpabBa na ce nmpunara ¢ ocobeHO BHUMaHHE TIPH Te3u
KOraTo OYaKBaHaTa NoA3a NPeBHILABA TEOPETHHHHSA PHCK.
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Twit karo npubansnrento 30% or no3aTa Ha TMHE30IMA CE OTCTPaHABA 3a 3 Yaca Xe



nuHe30nUa TpAGBa Aa ce aBa CNea AManW3a Ha MALMEHTH, AONY4YaBall{ Takopa nevyeHne. OCHOBHHTE
MeTabOJIMTH Ha JIMHE30AH/ CE OTCTPAHABAT [0 H3BECTHA CTENEH UYPe3 XEMOAHAN3A, HO BhIIPEKH
KOHUEHTPALIMHTE HA Te3H METabONKUTH ce 3ana3BaT 3HAUMTENHO NO-BUCOKH ClIE] AHAINH3A, B
CpaBHEHHE C Te3H, HabNIoJaBaHH MPH MALMEHTH ¢ HOpMaliHa ObOpeuHa GyHKLMA HAK Neka 10
ymepeHa 6b0peyHa HenoCTaTbYHOCT

Ilo Ta3u IpHYHHa, JTUHE30JIHA Tps|63a Ja ce W2non3ea ¢ ocobeHO BHHMaHHE [IPH NAUHEHTH C TCXKKa
636peqHa HEJOCTATHHHOCT, KOHTO €a NOAJIOKEHH HA AHaNIH3a, H €aMO Korato OudakBaHaTa noJjisa
NpeeEHWAaRa TCOPETHYHHA PHCK.

KbM MOMeHTa, HAMA OMUT C NPHIOKEHHE HA JTHHE30IH/ NPH NaLMEHTH, MOLI0KEHH Ha
NpoawbKHTENHA amMGynaTopHa nepuroneanta auanusa (CAPD) unu antepHatHBHO JleyeHHe Ha
6BOpeyuHa HEZOCTATHYHOCT (PA3THUYHO OT XEMOAHANM3A).

[TaupeHTH ¢ YepHOAPOOHA HEAOCTATEYHOCT:

He ce Hanara kopekuHa Ha fo3ara. Benpeku ToBa, HMa OrpaHHuYeHH KIHHHYHH NaHHH W ynoTpebaTa
Ha JIHHE30/M] [PH TAKHBA NIALMEHTH CE NPENOPbUBA, CAMO KOTaTo OYaKBaHaTa Mo13a NpeBrilaBa
TEOPeTHYHHS PHCK (BHHK Touku 4.4 1 5.2).

HauuH Ha npunoxkeHne

[NpenopbrunTenHara no3a nMHHE30AHA TPA6BA Na ce IpHNara NEPOPAHO ABa TBTH AHEBHO.
[TeT Ha BLBEKIAHE: NEPOPANHO TIPUIOKEHHE.
®unmupanuTe TabneTkn Morar aa ce npHemar ¢ Wi Ges xpana.

4.3 IlporaBonmokasanHs

CBpBbXUyBCTBHTENHOCT KbM aKTHBHOTO BELLECTBO WIH KbM HAKOE OT NMOMOLLHHTE BELUIECTEA,
H30poeHH B TouKa 6.1.

Jlunesonun He TpaAbBa Aa ce M3Mon3Ba NpH NAUHEHTH, MPHEMaLlM KakBoTo M 1a OHIJI0 1eKapeTBo,
KOeTO HHXHOHpa MOHOaMHHOOKCHAA3HTE A WiH B (Hanp., deHensun, u3okapOokcasna, ceneruiu,
MOKNIOGEMHA) WIH A0 BE CEAMHLIM C/Iel NPHEMA Ha TAKOBA JIEKAPCTRO.

OCBeH, 4KO HAMa BB3MOKHOCT 3a CTPHUKTHO HabnoaeHHe U KOHTPOJI HA KPBRBHOTO HaAAraHe,
JTHHE3ZOJIHA HE Tpnﬁna Aa c€ npuiara rnpH NauueHTH B CACOHHUTE KITHHHUYHH CHCTOAHHA HWIIH CbC
CIIEOIHHTEC BUAOBE CHITBTCTRALLO JICYEHHE!

- [MauneHTH ¢ HEKOHTPOAMpaHa XHNEPTOHHA, (PEOXPOMOLHTOM, KAPUMHOHIA, THPEOTOKCHKO3a,
OHnonApHa Aenpecus, H30aPEeKTHRHO pa3cTPOHCTRO, OCTPH ChCTOSHUSA HA 0OBLPKBAHE.

- [NaiHeHTH, NpHEMaIH HAKOE OT CAeHUTE NleKapcTBa: HHXHOMTOPH Ha OOPaTHOTO 3aXBalllaHe Ha
CEPOTOHHHA (BHXK To4Ka 4.4), TPHUMKIMYHH aHTUAenpecaHTH, cepoToHuH 5-HT1 peuentopHu
arOHHCTH (TPHNTAHH), NPEKHM M HENpPEKH CHMMATHKOMHMETHUW (BK1. aIpeHeprHYHHTE
6ponxoaunararopu, ncesaoedeApHH H GEHUINPONAHONAMHH), BA30NPECUBHH NPOAYKTH (Hanp.,
enuHedpHH, HOpenHHepPHH), NOMAMMHEPrHYHH MPOAYKTH (Hanp. KOnaMHH, A0OYTaMHH),
NETUANH HWIH OyCnHpoH.

ﬂaHHHTe OT OMHTYH C JKHBOTHH Mpearnonarar, 4¢ THHC30MHA H HETOBHTE MeTabonuTu npeMHHaBaT B

KbpMaTa M CLOTBETHO KbPMEHETO TPADGBA Aa ¢& NPeyCTaHOBH MPEH H MO BPEME Ha I
{Bux TouKa 4.6).

4.4 Cnenuannn npexynpexIeHHA H NPeINAHA MEPKH IPH yNoTpeba

Muenocynpecus
Hma cvobiueHns 3a Muenocynpecus (BKIIOYUTENHO aHEMHS, JIEBKOMEHHA, MAHLHT




TPpOMOOLIMTONEHHUS) NPY NALKEHTH, NONyHasatlM THHe301uA. B ciyyanTe, korato pe3ynTarsT e
M3BECTEH, NPY [IpEKpaTABAHE HA NPUEMA HA THHE30/MA 3aCErHaTUTE XEMATOJIOMMYHH NIOKA3ATENH Ce
foka4par o0paTHO KbM CTOHHOCTHTE OT NPEAH JIEHEHHETO. PHCKLT OT Te€3H e(hEKTH HIrNExaa ¢
CBBbp3aH € NPOABJXKHTEIHOCTTA HA JISUCHHETO. nal.lHeHTl'lTe B HarnpeaHana BB3pacT, JJEKYBaHH C
JHHE301MA, MOTaT [1a €a ¢ MOBHIEH PHCK OT KPBBHH JMCKHHE3HH, B CPaBHEHHE C N0O-MAaH
nauxeHTH. TpoMGoLUHTONEHUA MOKE N2 HACTBITH MO-4ECTO NPH NAUWEHTH ¢ Texka ObOpeuna
HELOCTATBYHOCT, HE3aBUCHMO AAJTH €2 HAa AHATM3A WIH HE, KAKTO M NPH NALMEHTH C YMEPEHO 110
TEXKO uepHoapoOHO yepexxaare. [To Ta3u npuuxHa ce NpenopryBa BHUMATENHO NpocieasBaHe Ha
Bpos Ha KPLBHHTE KACTKH MPHU NALKEHTHTE, KOUTO €a: ¢ AHAMHE?A 33 aHEMHA, MPaHYIOUMTONEHHS
WK TPOOMOLIMTOMEHHS; IPHEMAT €AHOBPEMEHHO JIEKAPCTBA, KOMTO MOFAT J1a TIOHIXKAT HHBATA Ha
xemorioduHa, 1a NoHKKaT Hpos Ha KPbBHUTE KJIETKH HITH HeOIaronpuaTHO Aa NOBJIMAAT Oposd WK
byHKUHATA Ha TPOMOOUHMTHTE; HMAT TexkKa GbOpeUHa HENOCTATBHHOCT WIH YMEPEHO A0 TEXKKO
uepHOAPOOHO YBpEKAAHE; MOAJIOKEHH Ca HA teueHHe 3a noseye oT 10-14 anu. [Tpu TaKkHBa NauHeHTH
NHHe30nMA TPAOBA Aa ce NPHJIara caMo B CIIYHaHTE, KOTaTO € Bb3MOXKHO BHHMATENHO MPOCieIaBaHe
Ha cTOHHOCTHTE Ha xeMor1o6uHa, 6pos Ha KPbBHHTE KIETKH H TPOMOOLIMTHTE.

AKO IO BpEME Ha JIEYEHHETO C JIMHE30NHA Ce NOABH CEPHO3HA MHENOCYIIPECHS, NeueHHeTo TpabBa na
Obae npekpaTeHo, OCBEH aKO NPOALDKABAHETO HA TepanuAaTa He € abcomoTHo HeoGXoauMo, KaTo B
TO3H ciy4aii TpaOBa aKTHBHO Ja ce npocnendsa OpPOAT Ha KPbBHHTE KJIETKH H a Ce NPUIIoKAT
[OAXOAALLH CTPATETHH 32 OBAAABaHE HA ChCTOSHHETO.

B nonwbnHenne ce npenopbuBa €XKECEOMHYEH KOHTPOA Ha KPBBHHTE [OKAaszarend (BKIIOYMTENHO
CTOHHOCTHTE Ha XeMmornobuya, TpomGouHTHTE H 001 Gpoii NeBkoLMTH H AndepeHuuanHo Gpoete) npH
NaLUHEHTH, NpHEMaLIH TMHE30MuA, He3aBUCHMO OT MBPBOHAYANHHA OpOH KPBBHH KJIETKH

INpu npoyyBanus 3a NaATHATHBHA YNOTpeba NpH NALMEHTH, MOMYYABALLH THHE30MH NMO-ABITo OT
Npenopb4BaHaATA MAKCMMAIHA NPOIB/IKHTENHOCT OT 28 1HH, € HaDnionapaHa Mo-BUCOKA YecTOTa Ha
Texka aHemus. [1pn Te3u nauHeHTH no-yecTo ce € Hanarano KpbBonpenusaxe. B noct-
MApKETHHIOBHA NEPHOL CBLIO ce cbOOLIABa 32 Cydad Ha aHeMHUA, HANAralH KPbBOMpeJHBaHe, KaTo
noeeye Ciy4an ca HabmonaBaHH NpH NaUHEHTH, KOHTO Ca NMPHEMAIH JTHHE30MUA 34 N0-ABJIbI NEPHON
ot 28 AHH.

B nocT-MapkeTHHroBMA TNiepHOA ce cboO1aBa 3a Cly4au Ha cHaepobnacTHa avemus. B cnyyaure, npu
KOHTO HAYIOTO HA PEAKLUATA € OUIIO M3BECTHO, IOBEYETO NALMEHTH Ca NIPHEMANTH THHE3OI:A 32
noseye oT 28 aAnu. [loBeyeTo nauneHTH ca ce Bh3CTAHOBIIH HAMTLJAHO HIH YaCTHYHO CIEA
MMpeKpaTiBaHe Ha NpHeMa Ha JTHHE3ZO0NHA, CbC HITH 0Oe3 NeyeHHe HA TAXHATA AHEMHA.

Lucnponopyus na cMbpmrocmma no epeme Ha KAUHUYKHO U3HUMeane npu NauueHnu ¢ kamemvp-
cevp3anu I pam-noaoxcumennu kpveuu ungexuuu

INoBHwena cMbpTHOCT € HabilogaBaHa NpW NAaLKEHTH, NEKYBAHH ¢ JIMHE30NMHA B KOMOHHALMA ¢
BaHKOMMLMH/ JAWKNOKCALMWIHH/ OKCALMWIHH, N0 BPEME Ha OTBOPEHO MpPOYYBaHe NPH TEXKO GoHHM
NaLUMeHTH C BbTPECHAOBH KATeTHP-CBbp3aHH HHekuun [78/363 (21,5%) cpewy 58/363 (16,0%)].
OcHOBHHAT GaKTOp, NMOBNWABALL CMBPTHOCTTA, € M3XOAHOTO ChCTOAHHE Ha [paM-MoNOoXKHTENHAaTa
uH@exuHs. HuBaTa Ha CMBPTHOCT ca CXOIHH NPH NALMEHTH ¢ HHPEKLMH, NPUYHHEHH H3LWIO OT ['pam-
NONOXKHTEIHH MHKPOOPTaHH3MH (koeHLUMeHT Ha puck 0,96; 95% nosepurened uutepean: 0,58-1,59),
HO Cca 3HauuTeNHO no-eucokn (p=0,0162) B pamoTo Ha NHHE3ONHA NMPH NALKMEHTH ¢ KOH 1a e apyr
natoreH unu Oe3 naToreH B W3XOJHO CbCTOAHHE (KoedHLMEHT Ha puck 2,48; 95% nmoeepurenen
uHTeppan: 1,38-4,46). OcHoBHUAT AUCOANAHC € MPOABEH MO BPEME Ha JIEUEHHETO U B PAMKHTE Ha 7 AHH
c/iell peKpaTABaHe Ha M3NHMTBAHOTO JekapcTeo. [loBeyeTo nauMeHTH OT rpynara Ha JIMHE3OJMH] Ca
npuaobuny I'paM-0TpULATENHH NAaTOreHH MO BPEME HAa NPOYYBAHETO M CA MOYMHATH OT MH(EKLMS,
npH4yHHeHa oT I'paM-OTpHUATENHW MAaTOreHH W NONMMHKPOOHHM HHbexkumu. [To Tazu it
YCNIOXKHEHH KOXKHH H MEKOTbKAHHH MHexkuMH nuHezomua Tpabea Ja ce npunara
YCTaHOBEHA WIH Bb3MOXKHA ChIIBTCTBAILA HHeKUHS ¢ ' paM-OTpHUATEIHH MHKPOOD
HAMa aTEPHATHBHH BBLIMOXKHOCTH 3a neueHHe (BHK Touka 4.1). [Ipu Teau obero
6bae 3ano4HATO €JHOBPEMEHHO JIe4eHHe cpely [ paM-OTpHLATENHH MHKPOOpraH




Anmubuomuuno-cebp3ana OUGPUA U KOAUm

[Tpu ynorpebata nout BCHYKH aHTHOAKTEPHANHE NPOAYKTH, BIKYUHTENHO THHE30MHI, ce chobllaga
34 aHTHOHOTHYHO-CBbP3aHa IHapHA H AaHTHOHOTHYHO-CBbP3aH KOJIHT, BKIIKOMHTENHO
ncesfomembpanosen konut Clostridium difficile-cebp3aHa auapua, YHATO TeXXeCT MOXKe [ja BapHpa OT
neka AMapHs Ao (aTaneH KOAHT.

3aToBa ¢ HEOGXOAMMO Ta3K AMATHO3a 14 CE& UMA NPEABH NMPH NAUHEHTH, KOUTO NPOABABAT CUMITTOMH
Ha TeKKa JHapys No Bpeme Ha ynorpeda Ha TUHe3onMa. AKO ce Noa03HpaT WnM ObaT ycTaHOBEHH
AHTMOMOTHYHO-CBBP3aHA AHAPHA WIH aHTHOHOTHYHO-CBBP3AH KOJIHT, JICYEHHETO ¢ aHTHOAKTEpHATHH
NpPOoYyKTH, BIJTIOHHTENHO JIHHe30nua, Tpabea na ce npexpaTh W HezabaBHO aa GbAaT MpeanpHETH
MOAXONALIM MepkH 33 JeyeHue. B To3n cayvaid, nekapctBa, HMHXHOHpawlH nepucTanTHKaTta ca
MPOTHBOMOKA3aHH.,

Jlaxmamna ayudoza

IMpu ynotpebara Ha nuHesonua ce cbobluaea 3a nakTaTHa aunao3a. [laleHTH, KOHTO pa3BHBAT
MPU3HALIKH H CHMNTOMH Ha MeTabONHTHA aLMA03], BKIIOYHTENHO MPUCTBIH HA rajleHe KK
noBpbLUIaHe, abgoMuHaNHa 60Ka, HUCKH CTOHHOCTH Ha GukxapboHaTHTe WK XHNEPBEHTHIALNA,
JOKaTO NMpHeMaT JIMHEe301u, TpA6Ba HezabaBHO Aa ObAAT npernegaHy OT Jiekap. AKO HaCTBH
naKTaTHa auKao3a, Nea3uTe OT NPOAL/HKasaHe Ha JIEYEHHETO ¢ JTHHe30MuA Tpabea na GbAaT oleHeHH
CNpPAMO Bb3MOMKHHTE PHCKOBE.

Mumoxoudpuarna ouchyuxuus

JInnesonua uHxuOWpa 6eThYHHA CHHTE3 B MHTOXOHIAPHHTE. B pesynTar o ToBa HHXHOHpaHe mMorat
na ce HabnoJaBatT HeXXeNlaHH peakLiH, KaTo TaKTATHa alKA03a, AHEMHS H HEBPOMATHA (O4HA H
neprdepHa); Te3H cLOMTHA ca N0-4eCTH, KOraTo JEKApCTBOTO CE NIPHAAra no-Abiro ot 28 JHH.

Ceponionunos cunopom
Hma cnoHTaHHH cHOOLIEHHS 33 CEPOTOHHHOB CHHAPOM, CBLP3aH ¢ 1HOBPEMEHHO MpWlaraHe Ha

JIHHE30/IH] H CEPOTOHHHEPrHYHH NMPOSYKTH, BIUTIOYHTENHO aHTHAENPECAHTH, KATO HANP. CENEKTHBHH
HMHXHOHTOPH Ha o0paTHOTO 3axBattaHe Ha cepotoHuHa (SSRI) u onvounu (Bx. Touka 4.5). ITo Tasu
NPHYKHA €AHOBPEMEHHOTO NPHIAraHe Ha THHE3OIH U CEPOTOHHHEPTHUHH AreHTH €
NPOTHBONOKA3aHO (BHXK TO4Ka 4.3), OCBEH B CNY4aHTe KOraTo eJHOBPEMEHHOTO NPHWIAraHe Ha
JIMHE30/H] ¥ CEPOTOHMHEPrHYHH MPOIYKTH € JKH3HEHO BaXKHO.

B Te3u cayuan nauueHTHTEe TpAOBA BHMMATENTHO Aa ce HabNioaaBaT 3a NPU3HALM H CHMITTOMH Ha
CEpPOTOHHHOB CHHIPOM, KATO KOTHHTHBHA AUChYHKLHA, XHNICPIHPEKCHA, XHTICppedIeKCHs H IMNCa
HA KOpPAMHAUKA. AKO C€ MOABAT TAKHBA NPHIHALM H CUMITOMM, IeKapuTe Tpadea aa oomucnar
NMPEKPATABAHC HA NPHEMA HA €IHH WIH HA ABaTa NpOoAYyKTa. Ako ce NpEeKpaTH €AHOBPEMEHHHAT MIPHEM
Ha CEPOTOHHHEPrHYHMA MPOAYKT, MOTaT 1a ce HabmoAaBaT CHMITOMH HAa OTHEMaHE.

Paboomuoruza

Hma cpobiuenns 3a pabaomuonusa npu ynorpebata Ha JMHe3oaua. JInHe3onua Tpabea aa ce
H3MOM3Ba C TIOBHIIEHO BHUMaHHeE NPH NALMEHTH ¢ NpeApasnonarally GakTopu 3a pabzoMHonusa. Ako
ce HabnJaBaT NPH3HALK HIH CUMITTOMH Ha pabaomuonusa, THHezonua TpAGBa fa ce NpeyCTaHOBH U
Jia ce 3aroyHe NOAXOAALIC JIeYeHHE.

Xunonampuemua u SIADH
[Ipn HAKOW NaLMEHTH, NeKyBaHH ¢ IHHE30NHA, ca HabMIOAaBAHH XHITOHATPHEMHA H/KNH CHHAPOM Ha

HEAIEKBATHA CEKPELIMA Ha aHTHAHYpeTH4eH xopMoH (SIADH). [Ipenopbuea ce cepyMHHTE HHMBA HA
HaTpui 1a ce NpocneasraT PeAOBHO MPH NALMEHTH ¢ PUCK OT XHNOHATPHEMMSA, KATO NaLHEHTH B
CTap4eCKa BB3PAcT WM NAUWHEHTH, MPHEMALLH JICKapCTBA, KOHTO MOTAT [a MOHHXKAT HHBATa Ha
HATPHii B KpBLBTA (HaNp. THA3HAHH AHYPETHLH KaTO XHAPOXIOPOTHA3UA).

Hepudbepna u ouna nesponamusn

JAHH.




Beuuku naunenTH Tpabea aa 6baaT chBETBAHM Aa COOLIABAT 32 CHMITOMH Ha 3PHTENTHO YBpEXaaHe,
KaTO Halp. MPOMEHK B OCTPOTATA HA 3PEHHUETO, MPOMEHH B LIBETHOTO 3PEHHE, 3aMbINIEHO 3pEHHE HITH
HapyLUEHHA B 3PUTENTHOTO None. B Te3u ciyvau ce npenopbusa Obp3a OUEHKA H NPH HYXKAA -
KoHCyTauma ¢ odranMosor. AKo HAKOH MaureHTH npuemart JiuHezonua Kpka no-abaro ot 28 axm,
3puTenHaTa UM GyHKUMA TpAOBa BHUMATETHO [1a Ce Npoc/ieasBa.

pu nosBa Ha nepudiepHa WK OYHA HEBPOMATHSA CJICABA AA CE NMPELEHAT BE3MOXKHUTE PHCKOBE
CNpAMO NoJI3aTa OT Npoab/KaBaHe Ha neveHueTo ¢ Jlunesonua Kpka.

[Ipd nauMeHTH, KOMTO NpHEMaT WM HACKOPO ca MpUeMalu NekapcTsa cpewy mukobakTepuu 3a
neveHue Ha TyOepKyN03a, MOXE Aa ChULECTBYBA MOBHLUIEH PHCK OT NOABA Ha HEBPONATHH npH ynotpeba
Ha JTHHE30MA.

I'vpuoge
Crobuwagea ce 3a NodAea Ha rbpYOBE NPH NALMEHTH, NeKyBaHH ¢bC JInnesonun Kpka. B MHO3MHCTBOTO

OT Te3M cayyau ce chobiuasa 3a aHaMHe3a 3a I'bPYOBE MJIH HAJTHYHE HA PUCKOBH (aKTOPH 3a NMoABa
[NanuenTure Tpabea na 6bAAT CbBETBAHH 12 HHGPOPMHPAT NEKYBAIIMA CH JEKap, aKo MMaT aHaMHe3a
34 FbPUYOBE.

Monoamunooxcuoasnu unxubumopu

JTunezonun e oOpaTuM HecenekTHBEH HHXUOUTOP Ha MonoamuHookcHaaszata (MAOHMY; oGaue,
BIO3MTE, NpHJIAraHu NpH aHTHbaKTepHaTHa Tepanus, TOH HE OKa3Ba aHTHAETIpecHBeH edekT. MMa
MHOTO OrPOHHYEHH JaHHH OT NPOYYBaHHUATA MO OTHOLLEHHE HA NEKAPCTBEHUTE B3AHMOACHCTBHA U
6e30NacHOCTTa HA THHE3ONH KOTATO Ce NPH/Ara Ha NauHeHTH ¢ NOMAEKALIH ChCTOAHHS H/HTH
CBLILTCTBAUIH TEPANHH, KOHTO MOTaT Ja MM M3N0)XaT M3103KaT Ha puck ot MAQO unxubupaHe, ca
orpaHxyeHH. ITopaay Tosa ynotpebaTa Ha TMHE30NHA NPH TE3H 0OCTOATENCTRA He Ce MpenopbBa,
OCBEH KOTaTo € Bb3MOXHO BHHMATEHO NPOCAEASBaHE HA NTALIHEHTHTE (BHXK TOUKH 4.3 H 4.5).

Ynompeba ¢ xpanu 6o2amu na mupamun
INaunenture TpaGBa na ObOAT CHLBETBAHH A2 He KOHCYMHPAT rolneMH KOJHYeCTBa XpaHa, Gorata Ha
THpaMHH {BWXK TO4Ka 4.5).

Cynepungeruusn

EdexTbT Ha neueHHeTO ¢ THHE30NHA BEPXY HOPMaTHaTa Gopa He e OLeHABaH B KITHHHYHH
H3NUTBAHKA.

YnorpeGara Ha aHTHOHOTMLIM MOXE NOHAKOra Aa AOBEAE AQ CBPBLXPACTEX HA HEYYBCTBHTE/HH
mukpoopranusmi. Hanpumep, nprbausutento 3% or nmauueHTHTE, NpHEMALIH NPENOPbYUTENHHTE
J031 JIHHEZO0/MHA, €A MPOSBWIM KaHAMAO33, CBBP3aHA C JEYEHHETO, MO BPEME HA KIMHUYHHTE
uanuTeanui. Heobxoanmo e na ce npeanpuemMar noaxoAsly MEPKH NpPH NosBa Ha cynepurdexkuus no
BpEME Ha JIEYEHHETO.

Creyuannuy nonyaayuu

Jlunesonuz Tpabea Aa ce nNpunara ¢ NOBMIIEHO BHUMAHHE TIPH MAUHEHTH ¢ Texka 61n6peuna
HEJOCTATBYHOCT M CAMO KOTaTo CE MPELEHH, Y€ OYAKBaHATA MO/13a NPEBHLLIABA TEOPHTHYHHA PHCK
(eix TOukK 4.2 W 5.2).

Ilprnaranero Ha NHHE30MWA NPH NALHEHTH C TEXKA YEPHOAPOOHA HEAOCTATEYHOCT CE MPENOpbYBa,
€aMO KOraTo O4aKBaHAaTa NoJi3a NpesyllaBa TCOPUTHYHHR PUCK (BIDK TOUKH 4.2 1 5.2).

Hapywenun na epmurumema
Jlunesonua o6paTHMO NoHkapa depruinTeTa H HHAYUMpa abHopMHa MopONOrus Ha cnepMara rpu
EB3PacTHH MBXKKH ILUTHXOBE [PH HABA HA EKCNO3ULIKA, NPHOIH3HTENHO PaBHH HA TEe3H, OYAKBAHH IIPH

X0pa; Bb3MOXKHHTE e(heKTH Ha AUHE30NH] BbPXy PENPOAYKTHBHATA CHCTEMA HA MBIKET
H3BECTHH (BHK TOYKA 5.3).

Knunwunu npoyusanusn

YCTaHOBEHH.




KoHTponupaHuTe KNIHHMYMHK H3MUTBAHHA HE Ca BKJIIOYBANIH NAaLMEHTH C IE3WH OT AHabeTHO cThNao,
OeKyOHTYCH MAW HCXEMHYHH NE3HH, TEXKKH U3rapaHua unu raurpexa. [opaan ToBa onuTeT OT
NPUNATaHETO HA THHE30AHI NPH JIEUCHHETO HA TE3M CBCTOAHMSA € OrPaHUYEH,

JIunesonua Kpka cbabpxa HATpHi
Tosa nekapcTso Chabpka Mo-Manko ot | mmol HaTpuit (23 mg) Ha TabneTka, T.e. MOXKe Ja e Kake,
4e MPAKTHYECKH He ChAbPXKa HATPHA.

4.5 BianmMoaeHCTBHA ¢ APYIH JIEKAPCTBEHH MPOAYKTH H ApYrH GOPMH Ha BIARMOACHCTBHR

Monoamurnooxcuoazru unxubumopu

JInnesonua e oOparuM, HECENIEKTHBEH MOHOAMHHOOKCHAa3eH HHXHONTOP (MAO uuxnburtop).
HanuyHy ca MHOTO OrpaHHYEHH JaHHH OT NPOYYBaHHA 32 NeKapCcTBEHH B3aMMOACHCTBHA H 3a
0€30MacHOCTTA Ha JIWHE30/IM, KOTaTO Ce NPU/ara Npu NalMeHTH Ha ChITLTCTBALUH JIEKAPCTBa, KOMTO
MOTAT Ja 'd NocTaeAT B puck oT MAQ unxuOHpane. [Topazu ToBa He ce npenopbyea ynotpebara Ha
AUHE30NHA NPH Te3u o0CTOATENCTBA, OCBEH AKO HE € BB3MOXKHO CTPHKTHO HabnioaeHue u
KOHTPONUpAaHE Ha nauneHTa (BHXK Toukd 4.3 u 4.4).

Homenyuarnu ezaumodeiicmsud, 800l 00 ROGUWIABANE HA KPLEHOMO HAIA>aKe

[1pyH HOPMOTEH3UBHH 3ApaBH A0GPOBOALM TIHHE3ONH] MOTEHUMPA MOBHIIABAHETO HA APTEPUHATHOTO
HansAraHe, Npean3BUKaHO OT ncepqoedepHH H GeHUINPONaHONAMHHOB XHAPOXIOPHA.
EnHoBpeMeHHOTO nNpunokeHHe HA IHHE30NH] ¢ ncesaoedeapHt U GeHUINPONaHOIaMHH
npenu3BHKBa CpeHO MOBHLIABAHE HA KPLBHOTO HAnAraHe oT nopsabka Ha 30-40 mmHg, cpaeneHo ¢
Hapactsase ot 11-15 mmHg npu camocToaTenen npuem Ha nuHesonua, 14-18 mmHg npu
CAMOCTOATENTHO MPHEM WITH Ha nicesaoedeapuH nau Ha deHunmponaHonamuH H 8-11 mmHg npu
nnauebo. [lonobHH npoyuBaHHA NPH XHNEPTEH3HBHH JTHLA He ca nposexknadH. [Ipenopbuea ce
JAO3MTE HA IEKAPCTBaTa ¢ Ba30NPECHBHO ACHCTBHE, BIUTIOUHTEIHO ONaMHHEPrU4HH NPOAYKTH, Aa ce
THTPHPAT BHHMATEJIHO IO MOCTHraHe Ha JKeJaHHA pe3yJITaT, KOraTo ce fipHiarar 3aeiHO C TMHE30IHA.

Homenyuannu cepomonunep2unHYy 83aUModeticmaun

[loTeHLMaNnHOTO IeKapCTBEHO B3aUMOEHCTBHE C AeKCTPOoMeTOpdaH € H3CNeABaHO NPH 3APABH
AaoGpoeonur. Ha yyacTHHUMTE € npunarad aekcTpomeropdan (ase go3u mo 20 mg, KapaHH ¢
HHTepBan oT 4 yaca) ¢ UM Oe3 nuHesonua. He ca nabaronaganu edexTi Ha cepOTOHHHOB CHHAPOM
(o0npkeaHe, nenupuyM, 6e3nokolicTBo, TpeMop, 3auepBaBaHe, QHadopesa, XHMEpnUpeKcHs) npu
M3CJIEABAaHE Ha 3paBH NULA, MPUEMALLH THHE3ONHA ¥ AeKcTpoMeTopdaH.

[MocTMapKETHHIOR OMUT: MMA €AHO ChOOLLEHHE 32 NaUHEHT ¢ €eKTH, NOAOOHH HA CEPOTOHHHOR
CHHAPOM, MO BPEME Ha [IPHEM Ha JTHHE30/NH[ H AeKcTpoMeTopdaH, KOHTO Ca H34Ye3HaNH clel ClHpaHe
Ha [IBeTe JIeKapCTea.

INo Bpeme Ha KIMHKHYHATA YNOTpeba Ha MHHE30MHUA CBC CEPOTOHHHEPTHYHH NIEKApCTBA, BKIIOYHTENHO
aHTHIENPECAHTH, KATO CENEeKTHBHH HHXHOUTOPH Ha 06paTHOTO 3axBalaHe Ha cepoToHuHa (SSRI) u
OMHOUIH, MHOTO Cca ChOOLIaBAHH C1yYaH Ha CEPOTOHUHOB CHHAPOM. 1o Ta3u npuuKHa, BBIIPEKH He
€HOBPEMEHHOTO UM NPUIOKEHHE € NPOTHBONOKA3aHO (BHXK TouKa 4.3), B Touka 4.4 ca onucaHH
MEPKMTE MPH MAUKEHTH, 332 KOUTO JEYECHHE C THHE30NHA H CEPOTOHMHEPIHYHH NIEKapCTBa € KpaiHo
HeOOXOAHMO.

Ynompeba ¢ xpanu, 6ozamu na mupamun
He e nabniogaBaH cbliecTBeH npecopeH eeKT BbPXY KPbBHOTO HANATAHE NPH JIMUA, PHEMALLH

3a€IHO JIHHE30MUA U no-Manko ot 100 mg THpamuH. Tora npeanonara, ye € HeoGX0AWMO €MHCTBEHO
Ja ce H3bArsa MpUeMaHeTo Ha MPeKAIeHO roJieMH KOJTHYECTBa XpaHa H HAIMMTKH C BHCOK:
CbAbpKaHHE HA THPAMHH (HANPHMEP 3pAN0 CHPEHE, EKCTPAKTH OT APOKIH, HeaecT
aNKOXO/MHH HAMHUTKH H GepPMEHTHPANTH COEBH MPOLYKTH KaTO COEB COC).

Jerapcmea, memaboruzupanu upes yuumoxpom P450
Jlunesonua He ce MeTaGonusxpa 3Ha4uMo oT untoxpom P450 (CYP) enzumHaTa
HHXHOHPA HHKOA OT KIMHH4HO 3HauuMHTe HoBelkd CYP usodopmu (1A2, 2C9,




2E1.3A4). AnanoruuHo, nHHe30aM He HHAYUHUpa P450 n3oensumute npu navxose. [lo Ta3u npuumHa
He ce ovakBaT CYP450-unayLupany nekapeTBEHH B3aUMOACHCTBHA C JIHHE3OAHA.

Pudpamnuyun

EdextsT Ha prdaMmHiH BBpXY (apMakOKHHETHKATA HA IWHE30/THA € NPOy4YeHa NPH LIECTHAAeCceT
BB3PACTHH 3APaBH A00POBOIILIH OT MBXKKH MOJI, Ha KOMTO € Npuiarad aHHe30aua 600 mg asa mbpTH
AHEBHO 32 2,5 AHM cbC MK Oe3 pudamnuumny 600 mg BeaHbxk AHeBHO 3a 8 AHU. PudaMnuuuu
noHukasa Cmax U AUC Ha nuHe3onua cpeano ¢ 21% [90% JIH, 15,27] u cvorBeTHO 32% [90% JIU,
27,37]. MexaHu2MBbT Ha TOBA B3aHMOJCHCTBHE M KIIMHUYHATA MY 3HAYHMOCT Ca HEH3BECTHH.

Bapdapun

Ilpu BTIOYBaHe Ha Bap@apyH B TEPANHA C JTHHE30/HA B CTALMOHAPHO CLCTOAHKE € HabnoaaBaHo
10% penykumua Ha cpeaHHa MakcuManeH INR npu eqHOBpeMEHHO NpHIMKeHHE ¢ 5% HaMaleHHe Ha
AUC INR. Hama 10cTaTh4HO 1aHHH OT NALMEHTH, KOMTO ca pHeMany BapdapuH H JIHHE301K], 3a 1A
C€ OLIEHH KIHHMYHATA 3HAYHMMOCT Ha TE3H HAXOAKH, aKO HMa TaKapa.

4.6 @PeprHaHTET, GpEeMEHHOCT H KbpMeHe

BpemeHHocT
Hma orpanHueHH AaHHH 32 H3NON3BAHETO HA IHHE3ONK NpH GpeMeHHH KeHU. [TpoyuBanua npu

MHBOTHH €2 MOKA3ANH PENpPOLYKTHBHA TOKCHUHOCT (BHK TouKa 5.3). ChiecTBYBa NOTEHUHANEH PHCK
3a Xopara.

Jlunesonna He Tpabea na ce u3non3ea no BpeMe Ha GpeMEHHOCT, OCBEH NPH ACHA HEOGXOAUMOCT T.€.
€aMO KOraTO Bb3MO)KHATA 1I0/13a HAABHLLIABA TEOPETHYHHA PHCK.

Knpmene
JlaHHHTe 32 XKUBOTHH JABAT OCHOBAHHE [1a €€ CMSTA, Ye JIHHE3ONHI K HErOBUTE MeTabOMHWTH MOraT na

NpEMHHABAT B KbPMaTa M ChOTBETHO, KbPMeHeTO TPAOBa na Obe cnpsaHO npeay ¥ No BpeMe Ha
TPHIOXKEHHETO.

Oepruanrer
B npoyuBaHHA MpH KHBOTHH JIMHEZ0MH] MPEAH3BHKBA MOHKKEHHE HA (epTHaMTeTa (BIXK TOYKA 5.3).

4.7 EdekTH BbpXYy cnocoGHOCTTa 32 modupane u pabora ¢ MamnHu

[NauueHTHTe TpAGBa Na ca MpeaynpeaeHH 3a Bb3IMOXKHHA PHCK OT BHEHE HA CBAT HIIM CHMITTOMHM Ha
3PUTENIHO YBPEkKAaHE (KAaKTO € ONMHCAHO B TOYKH 4.4 W 4.8), nokato npuemar nuHe3omua ¥ Tpaba na
6b1aT noceBEeTBaHM Aa He WOodHpaT U Aa He paboTAT C MALLIMHE, KO CE MOABH HAKOH OT ONMCaHHuTe
CHMIITOMHM,

4.8 HexenaHn 1exkapcTBeHH PeaKUHH

Tabauuata no-nony NpeacTaes CMMCHK HA HEXKENAHMTE JIEKAPCTBEHH peaklUMK ¢ YeCTOTa, OCHOBABALLA
Ce Ha JaHHH C BCAKAKBA NPHYHHHO-CNEACTBEHA BPB3KA OT KIMHHYHH NPOYYBAHMS, B KOHTO Ca
BKN1OUYECHH noseye oT 6 000 BLIpacTHH NALHEHTH, KOUTO NOTY4aBaT NPenopbYUTENHHTE J03H
JHHE30/IHA B NPOALLKEHHE HA MAKCHMYM 28 JHH.

Haii-uecTo crobimaBanuTe HexenaHu peakuuH ca gdapuA (8,9%), rageHe (6,9%), nospuiuase (4,3%)
u rnasofonue (4,2%).

Hali-yecTo crobmasanuTe Hexenany cbOUTHA, CBBP3aHH ¢ IEKAPCTBOTO, KOMTO Ca i
ApPEKPATABAHE Ha JICUCHHETO ca rasobonue, Auapus, rageHe v nospbiuaHe. [pub.
NaLUHMEHTHTE €a MPEKPATHIH JIEHEHHETO, Thif KATO Ca NPOABUIK CHMIITOMH Ha CBY
HeKenaHo cuouTue.




I[Oﬂ'bIIHHTEIIHO HEKENAaHH PEAKLIHH, cboOLLUaBaHH OT NoCT-MAapKETHHIOBHA OITHT, Ca BKJIKOYCHH B
Tabnuuara B KaTEropuATa ,.C HEU3IBECTHA ‘-ICCTOTa“, Tbil KATO OT HATMYHHUTE JAHHH HE MOKeE 13 Obae
Halnpape€Ha OLEHKa 3a peanHa WM HYECTOoTa.

CneaHuTe HexkenaHH peakUH ca HabnoJapaHH H cho0LteHH MO BpeMe HA IEYEHHETO C JIMHE30AU
CBbC CHLOTBETHHUTE HECTOTH:
- Muoro yecth (>1/10)
- Yectu >1/100 go <1/10);
- Heuectu (>1/1 000 o <1/100);
- Peaku(>1/10 000 no <1/1 000,
- Mpuoro peaxu (<1/10 000),
- C HeM3BECTHA YecToTa (0T HATMUHHUTE JaHHH He MOXe Ja ObJe HanpaBeHa OLEeHKa).

Cuctemo- YecT HeuecTn Peaxn C neH3BecTHA
opraden k1ac  |(>1/100 no (=1/1 000 po <1/100) |(=1/10 000 no  |uecTOTA (OT
<1/10) <1/1 000) HATKYHHTE JAHHH
He Moxe Ja 6bae
HanpaBeHA OleHKA)
Hudexkuun KaHJHAO3H, aHTHOHOTHYHO-
HH{ecTAlHH OpanHM NpeaAn3BHKAH KOJHT,
KaHOMO03H, BKJ1. MICEBAO-
BarHHaJHH MeMOpaHO3eH KonuT*,
KaHOWOO3H, BarHHUT
reOHUHH
HHpeKIHH
Hapymwenna Ha |TpoMOoLHTO- NaHUMKTONEeHUA™®, cunepo-GnactHa [Muenocynpecus*
KpPLBTa B neHHa*, NieBKONeHun™, aHeMHs*
JumpHaTa aHemusn*! HEYTpONEHH,
CHCTEMA eo3HHopHIHA®
Hapymennsa na aHaunakcHa
HMYHHATA
CHCTEMA
HapyweHns Ha XMIMOHATPUEMHA, NMaKTaTHA
MeTaboJIH3MA H XHIMOTITHKEMHSA aipnoza*
XpaneHeTo
Hcaxuunn HHCOMHHA
HAPYLUEHUHA
Hapyuienns na |rnasoGonue, repuoee*, nepudepHa CEPOTOHHHORB
HepBHATA MIPOMAHA Ha HeBponaTHa®*, CHHApoOM**
cHCcTEMA BKyca (METalleH |XHMoecTe3us,
BKYC), 3aMasgHOCT |mapecte3us
Hapywmenns ra OuYHa HAPYWIEHHA B |O4EH HEBPHTY,
OuHTE HeBponarus*, 3PUTENHOTO zaryGa Ha 3peHue*,
3aMbriieHo 3peHde *  [none* OpOMEHH B
3pHTeNHaTa

ocTpoTa®, NPOMEHH *
B L{BETHOTO 3peHHe™*

Hapymenna HA THHHTYC

YXOTO H

aabupHHTA

Copaeunn APUTMHA

HApYIMEHHA (Taxukapaus)
CobaoBn XUIIEPTOHHA MPEXO0AHH HCXEMHUYHH




HapymeHHs aTakH, duiedur,
TpomMbodnebur
Cromamno- avapms, NaHKpPeaTHT, FraCTPHT, |MOBBLPXHOCTHO
MHTECTHHAJIHH  |raaewe, nogyBaHe Ha Kopema, |oDe3lUBeTaBaHe
HApPYLIEHHS NOBPLLUAHE, CYXOTa B yCTara, Ha 310uTE,
JOKANW3NpaHa  |FJOCHT, YepeH KOoCMaT
MK PEAKH H3NPLKHEHHA, [e3HK
ofa KopeMHa  |CTOMATHT,
Gonka, o0e31LBETARAHE HITH
3arnex, HapylUeHHe Ha e3HKa
JUCNEncHs
Xenarto- NPOMEHH B noByLLEeH of1
GHAHADHH uepHOAPOD-HHUTE |GHIHPYOHH
HApPYIIEHHSA ¢byHKUHO-HaNHK
TECTOBE,
MOBHLIEHH
ACAT,
AJIATunn
anKkanHa
¢ocarasa
Hapymenns na |npypuryc, oGpUB |aHTHOEaEeM, YPTHKAPH, [TOKCHYHA anoneums
KOXKATA H AepMaTuT, GynoseH enMaepManHa
NOAKOKHHATE AEpMaTHT, HEKpoau3a®,
THKAHH auadgopesa CHHIpPOM Ha
Stevens-
Johnson*,
CBPBXYYB-
CTBMUTEITHOCT,
BACKyJIUT
Hapymenns na pabnomuonuza*
MYCKYJIHO-
CKeJIeTHATA
CHCTEMA H
CheIHHHTEHATA
ThKaH
Hapywienns Ha |OBHIUEHU 616peuHa
0uOpennTe n CTORHOCTH Ha HEIOCTATEYHOCT,
NHKOYHHTE BUN NMOBHILIEH
OBTHINA KpeaTHHHH,
HOJUYpHA
Hapywenun na BY/IBOBarHHaJIHO
BB3NPOH3IBOIHTE HapylueHHe

JIHATA CHCTEMA H
respaatTa

Ob6mn Tpecka, BTPHCAHE, YMOpa,

HApYLIEHHS H fokanusdpaHa  |6osika Ha MACTOTO Ha

eexTn HA Gonka HHXEKTHpaHe,

MSACTOTO HA [OBHILLICHA KK/IA

NPHIGKEHHE

Hicrenpanusn XuMU9IHH XHMHYHH NOKa3aTENH
noKa3aTenu NOBHUILEH HATPHH
noeiwed LDH,  |wnu kanumii,
KpeaTHHHWH MOHHIKEHA III0KO3a

KWHa3a, JIHnasa,

CHCI HaxXpaHBaHe,




aMHJiasa NOBHLLUCHH HITH
W/TH ITHKO34a ClIE |MOHHKEHH XNOpHIH,

XpaHeHe, XemMaToa0rH4HH
noHWKeH o6l |nmokazarenu
6eNThK, noBuIlEH Opoit
anbyMmHH, PETHKY/IOLHTH,
HaTpui uau noHwxeH 6po#
Kanuui, HeYTpodHIAH

TIOBUILEHU WITH
NOHWXEHH KaTHH
G 1%
oukapboHaTH,
Xemartosorus
nosuiueH 6poi
Ha HeYTpO(uny
HIM
€03HHOHIH,
TNIOHWKEH
XeMorio0uH,
XEeMaTOKPHT WIH
6poii Ha yepBeHH
KPBBHH KJIETKH,
NOBHIUEH HIH
NOHHAKEH Opoii
Ha
TpoOMOLMTHTE
wid beure
KPBBHH KJIETKH

* g, Touka 4.4.

** k. Touka 4.3 n 4.5

# YecroTta Ha HJIP, oueHeHa ¢ nomourra Ha ,,JIpapunoro Ha 3%
+ Bx. no-aony

CrneqHuTe HeXeENaHH PCAKUHH KbM JIHHE3OIHI Ca OLICHCHH KATO CEPHO3HH B PEIKH ClTYYaH:
JIOKaJIH3HpaHa abaoMHHanHa 60111(3, NMpEXOAHH UCXEMHYHH aTaAKH H XHITECPTOHHA.

+B KOHTpOAMpaHH KJIHHHYHH W3NTHTBAHWUA, B KOHTO JIHHE3ONKA € NpHiarad ao 28 aHy, no-Maiko oT
2,0% ot nauMeHTHTE ca cboOWMIK 3a aHemus. B egHa nporpaMa 3a nmajHaTHeHa yioTpeba 3a
MAaLUHEHTH C XKHBOTO3ACTPALIABAIITH WHEKLIMK H MOLTEKAILH CHITbTCTBALIM 3a00NABaHHA MPOLUEHTBT
Ha NaUMEHTHTE, KOHTO Ca pa3BHIH AHEMHA, IOKATO ca [oay4aBany TuHe30nu, 3a <28 nHu, € 2,5%
(33/1326) B cpaBHenue ¢ 12,3% (53/430) npu neuenue >28 aHu. CLOTHOLIEHHETO HA CAYYAUTE,
cbobiiaBainy iekap< CepHO3HA AHEMMA H W3HCKBAIUY KpbBONpenuBaHe, € 9% (3/33) npu nauxeHTH,
nekyBanu (8/53) npu nexkysanute >28 nHu.

IeauaTpuuya nomyaaLua

HaHHuTte 3a 6e30NacHOCT OT KIHHMYHHTE MPOYUYBAHHA, BIUIHOUBALLHN noBeve oT SO0 neguaTpyyiHu
MALHEHTH (OT HOBOPOAEHH A0 17-roaMIIHK) HE NOKa3BaT pa3iMKH B Npodiia Ha 6e3onacHocT Ha
JMHE3OMH TIPH NeNHATPHYHH NAUMEHTH H NIPH BbL3PacTHH.

CrobuiaBaHe Ha M0A03WPAHH HEKENAHH NEKAPCTBEHH PEAKLIHU
CrobiiasaHero Ha NOAO3MPAHH HEXENIAHH PEAKLMH Cle] pa3peluaBaHe 3a ynorpeba
NpoaykKT € BaxkHo. Tosa Mo380/14Ba Na MPONB/KH HAONIOJEHHETO HA CbOTHOLIEHH
NeKapcTBeHUA NpoayKT. OT MEAMUMHCKHTE CIELHATHCTH ¢ H3MCKBa Aa cbhoblua
NOJI03HpaHa HEeXelaHa peakLiHs vpes
H3nbanuTeNna areuHs no nexapersara,
yn. ,,Jdamad I'pyer” Ne §,




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

4.9 Ilpenosupane
He e u3BecTeH cneuuduyeH aHTHAOT.

He ca orbenazanmn cnyuan Ha npenosvpane. Brrpekn ToBa HHpOpMaumaTa no-aomy Moxe aa ce
OKaXe MoJe3Ha.

[Ipenopruea ce NoAABPXKALLO NEUEHUE EAHOBPEMEHHO C MOAABPKAHE HA FOMePYJIHA GUNTPaUKS.
[Tpubnuzutendo 30% ot no3ara Ha NTHHEZ0NUA Ce OTCTPaHABA 32 3 4AaCOBA XEMOAHATH3A, HO HAMA
AAHHH 33 OTCTPAHABAHE HA IMHE30/IHA Ype3 NEPHTOHEANHA AHANN3a HIH XeMonepdy3ua. /Ipata
OCHOBHH MeTabo/IMTA HA TMHE30M CBLIO C& OTCTPAHABAT IO W3BECTHA CTEMEH YPe3 XEMOHANIK3A.

CHMMNTOMMTE H2 TOKCHYHOCT NPH IUTbXOBE Ce NpuiaraHe Ha Ao3u ot 3 000 mg/kg aHesHo
TMHE30N1MA Ca ¢ HaMalleHa AKTHBHOCT H ATAKCHA, AOKATO NPH KyueTa, TpeTHpaHu ¢ 2 000 mg/kg
AHEBHO, ce HabMoAaBaT NOBPbLILAHE U TPEMOP.

5. ®APMAKOJIOIrHYHH CBOHCTBA
5.1 <dapmakoaHHAMHYHE CBOHCTBA
QapmakoTepaneBTHUHa rpyna: Jlpyrn antubakrepuannu cpeacrea, ATC koa: JO1XX08.

MexaHu3bM Ha neiicTBHe

JInHe3onnn € CHHTETHYEH aHTHOAKTEpHANeH NPOLYKT, KOWTO NPHHALIEKH KbM HOB KIAC
aHTHMHKpOOHH cpencTBa - okcasonuanHoHH. Todi Ma in vitro akTHBHOCT cnipsaMo aepoGuu Mpam-
MONOKHTENHH BaKTEPHH H aHaepoOHU MHUKpoOpraHusMH. JIHHe301HA CeNeKTHBHO MHXKBUpa
HaKTEpHATHUA NPOTEHHOB CHHTES HPe3 YHUKATEH MEXAHH3BM Ha AeiicTeue. [To-cneumanto, Toil ce
CBBp3Ba ¢ MACTO B GakTepHanHaTa puboloma (23S Ha 508 cybeanHnuara) v BB3NpenaTcTea
obpasysaneTo Ha pyHKUHOHANEH 70S MHULHMATOPEH KOMILIEKC, KOHTO € OCHOBEH KOMIOHEHT B
npoeca Ha TpaHcnauus

In vitro nocraHTHOHOTHUHHAT edekT (TTAE) Ha nunesonun 3a Staphylococcus aureus e
npubau3uTento 2 yaca. [pu xuBoTHHCKU MOAenu e onpeaeneH in vivo ITAE ot 3,6 1 3,9 yaca
CBOTBETHO 3a Staphylococcus aureus u Streptococcus pneumoniae. Ipu u3cnesBasus ¢ JKMBOTHH
KJIOHOBHAT (papMaKOAHHAMMYEH NapaMeTsp 3a eUKACHOCT € GH BPEMETO, 32 KOETO IUIA3MEHOTO
HHBO Ha JIKHE30/H/ HAIBHLIIABA MUHUMANHATa HHXHOHpata koHueHTpaurd (MHUK) 3a urdexunoznung
NaToreH.

I'paHHYHH CTOHHOCTH
I'paHH4HKTE CTOHHOCTH Ha MHHHMaHaTa HHxHOHpala koHuenTpauns (MHUK), yeranosenu ot
EBponefickua KOMHMTET 3a U3CNe/IBaHE Ha AHTHMHKPOOHaTa dyscreuTenHoct (European Committee on
Antimicrobial Susceptibility Testing, EUCAST) 3a cTadunoKoKH ¥ eHTepokokH ca UyBcTBHTENEH

<4 mg/l n Peauctenren >4 mg/l. 3a crpenTokoku (BKIIOUHTENHO S. preumoniae ) rpaHHYHUTE
croiHeT ca Hyscteurenen < 2 mg/l u Pesuctente >4 mg/l.

Hecpnpaanue ¢ wamosere rpannunu croiinoctd Ha MUK ca Uyscteutenen <2 mg/l u Pesuctenten
>4 mg/l. Hecabp3anuTe ¢ MaMOBETE rPaHHYHH CTOMHOCTH Ca ONPECNIEHH OCHOBHO H
Oannume na PK/@/ v ca He3aBHCHMH OT pasnpeNeieHnaTa Ha cneungUUHHTE
CE M3MONI3BAT CaMO 33 MHKPOOPraHU3MH, 33 KOHTO HAMA cneuupHYHa MPaHKYH
Ja ce U3MON3BaT 33 OHE3IH MUKPOOPraHH3HHII NPH KOWTO HE Ce NPENopLYBA H
4YBCTBHTENIHOCT.

YUyBCTBHUTENHOCT



PasnpocTpaHEHHETO Ha PE3HCTEHTHOCT MOKE [1a BApHpa B PalIHYHH reorpaf)cky paioHH H BLB
BPEMETO 32 OTAE/HH LIAMOBE H € XENaTe/IHO J1a Ce B3€MAaT NPEeaBH[I JIOKANTHH JaHHH 3a
PE3UCTEHTHOCT, OCOOEHO MpPH NeYeHHe Ha TEKKH HHpekunH. [1pn HeoOxoaumocT, TpadRa na ce
MOTbPCH EKCMEPTHO MHEHHE, KOraTO YECTOTATA HA PE3HCTEHTHOCT € TaKaBa, Ye [10/13aTa OT NPoayKTa
MpH HAKOH BUAOBE HH(PEKLUHMH € NOA BBIPOC.

Kareropns

YyBCTBUTENHH MUKPOOPIAHH3IMH
I'pamM-no10xkHTEIHR aepobn:
Enterococcus faecalis
Enterococcus faecium*
Staphylococcus aureus*
Koarynaza HeraTHBHH cTaHAOKOKH
Streptococcus agalactiae*
Streptococcus pneumoniae*
Streptococcus pyogenes*

I'pyna C cTpenTokoku

I'pyna G crpanTokoku
I'pamM-nonoxuTe s anaepodu:
Clostridium perfringens
Peptostreptococcus anaerobius
Peptostreptococcus species

Pa3sucTEHTHH MHKDPOODPraHH3IMH
Haemophilus influenzae
Moraxella catarrhalis
Neisseria uiamoe
Enterobacteriaceae
Pseudomonas \namose

* Knunuunata edukacHocT € goka3zaHa 3a MYBCTBMTENHH M30MaTH NpH OOOOPEHHTE KIMHHYHH
NIOKA3aHHA.
Bunpekn, 4e nMHe3onMa NOKa3Ba H3BECTHA in vitro akTueBHocT cpewmy Legionella, Chiamydia
pneumoniae u Mycoplasma preumonice, HAMa AOCTaTBYHO [JAHHH 3a Ja ce AOKAKE KIHHHYHA
e(HKACHOCT.

PeaucrenTHoct

Kpvemocana pezucmenmuocm
MexaHH3IMBT Ha AeHiCTBHE HA AMHE3ONH/ CE Pa3MMaBa OT TO3H HA JPYTHTE KacoBe aHTHOHOTHLM. In
Vitro Npoy4BaHUATA C KTHHHYHH H301aTH (BKJI. METHUMNHH- PE3UCTEHTHH CTAQHUNOKOKH,
BAHKOMHLIHH-PE3HCTEHTHH €HTEPOKOKH H MEHHLWIHH- H €PUTPOMHLIMH—PE3HCTEHTHH CTPEMTOKOKH)
NOKA3BaT, Y€ JIHHE3OTH OOUKHOBEHO € AKTHBEH CPELLy OPraHH3MH, KOHTO Ca PE3MCTEHTHH KbM €IMH
HJIH [I0BEYE OT APYTHTE KNACOBE aHTHMHKPOOHH NMPOLYKTH.

Pe3ncTeHTHOCTTA KBM JIMHE30AKM € CBLP3aHa C TOUKOBH MyTalHK Ha 23S rRNA,

Kaxro € yCTaHOBEHO ¢ APYrH aHTHOHOTHLH, KOTATO Ca MPHIAraHH NpPH NaLHEHTH C TPYIHH 3a
JeyeHHe HHEKLIWH WK 32 NPOAKIKKTENHH NEPHOIHN OT BPEME, C TMHE3ONH] ca HabnoJasa
HOBOBB3HHKBALIY MOHIDKEHHA B 4yBCTBUTENHOCTTA. MMa cboblueHHs 32 pe3HCTEHTHOCT KbM
JIMHE30TH/ KbM EHTEPOKOKH, Staphylococcus aureus H koarynasa-oTpuuarensu cradiiokok. Tosa
OOHKHOBEHO € GHJIO CBBP3aHO € NPOABLDKHTENHHA KYPCOBE Ha JICYEHHE H ¢ HATHUMETO HA MPOTE3HU
HMIUIAHTH MM HeapeHupaHy abuecu.

Korato pesucTeHTHH KBM AHTHOHOTHK MHKPOOPFaHH3MH Ca YCTAHOBEHH B GONHHYH
ocobeHa BaXHOCT € Aa Ce NpeANpHEMAaT MEPKH 3& KOHTPON Ha HHeKkuATa.

HHQOQM&HHS‘ OT KTHHHWYHH U3INHTBAHHA

[poy4BaHus NpH NeAHATPHYHATA NOMyNALMS:




YCTAHOBEHH PE3HCTEHTHU [ paM-NoJIOKHTETHH NAaTOreHH (BKIIOYHTENHO HO3OKOMHATHA MHEBMOHHA,
YCIOKHEHH HHODEKLHH HA KOXKATa U KOJKHATA CTPYKTYpa, CBbpP3aHa ¢ KaTeTbp bakTepemus,
6akTepeMHs OT HEM3BECTEH M3TOUHHK M APYTH HHGEKLIMH) MpH JCLA Ha BL3PACcT OT HoBopoaeHy ao 11
roaxHy. KiMHHYHHMTE YECTOTH Ha M3/IEKYBaHe B MOMY1alUMATa, MOAXOAALLA 33 KIIMHHYHA OLEHKA, ¢a
89,3% (134/150) u 84,5% (60/71) CbOTBETHO 3a NTHHE3ONHA 1 BaHKOMHLIMH {95% JTU: -4,9 ; 14,6).

5.2 ®apmakoKHHETHYHH CBOHCTBA

JIuHe3onua cbAbpXkKA rNaBHO (S)-HHE30H], KOHTO € OHONOrHYHO aKTHBEH W ce MeTaboJH3Mpa 1o
HEaAKTHBHH NPOU3BOAHH.

Abcopbuua
Jlunesonua ce abcopGupa 6bp30 ¥ 10 roasma cTeneH cneq nepopaneH npueM. MakcHMamuuTe

1a3MeHH KOHLUEHTPALMH e ROCTHIAT 00 2 Yaca cnen npiema. AGconoTHaTa nepopaiHa
GMOHANMYHOCT Ha IMHE30/KA (CNie/l MEPOPATHO HIIH HHTPABEHO3HO NMPUIOKEHHE NPH KPLCTOCAHO
npoyusate) € nbiHa {npubavsurento 100%). Abcopbumnara He ce BIHAE 3HAYHMO OT NPHEM HA XpaHa
KkaTo abcopOuMA HA MepOPATHATA CYCNEH3HA € NoaodHa Ha Ta3W, NOCTUrHaTa ¢ unmHpaHuTe
tabnerxu. [Tnasmennre Cmax v Cmin Ha nuHe30mHA (cpeaHa U [SD]) B cTaUHOHAPHO CLCTOAHKME cnen
HHTpaBeHO3HO NMpHoxKeHHe Ha 600 mg aBa MBTH AHEBHO ca OMPEAEIeHH ChOTBETHO Ha 15,1

[2,5] mg/1 u 3,68 [2,68] mg/L

B npyro npoyu4saHe cnen nepopaneH npuem Ha 600 mg nBa MbTH QHEBHO A0 AOCTHIaHE HA CTALIHOHAPHO
cbeToAaHe Cmax v Cmin ca onpeaeneHd cworBetdo nHa 21,2 [5,8] mg/l u 6,15 [2,94] mg/l.
CrauMoHapHO CbCTOSIHHE ce AOCTHIa 0 BTOPHS NeH Ha MpHeMa.

Pasnpenenecune
O6eMBT Ha pasnpeaencHHe B CTALIMOHADHO ChCTOAHHE AOCTHIA CpeaHo okono 40-50 nurpa npu

30paBH Bb3PACTHH HHAMBHAH H ce npubnnikara 1o obeMa Ha OOWOTO BOAHO ChAbPIKAHHE B
opraHHima. CBBP3BAHETO C MIIA3MEHHTE NPOTEHHH € 0kono 31 % M He 3aBHCH OT KOHLIEHTPALHATA,
KoHueHTpalnHTe cnen MHOTOKPATEH MPHEM Ha JIHHE3O0MHI Ca ONPEdeAHH B PA3IHYHH TEHHOCTH,
B3€TH OT OrpaHH4eH OPOH MHIOMBHAH NPH NPOYYBaHHA ¢ J00poroALY. CHOTHOILIEHHETO HA JIMHE30MH
B CJIFOHKATA W B NOTTA CMPAMO TIa3MaTa € ¢soTBeTHO 1,2:1,0 1 0,55:1,0. CroTHOWIEHHETO 34
MOKPHBALLATA EMUTENA TEYHOCT M AJIBEONAPHHTE KIETKH B Genute apobose e choTBeTHO 4,5:1,0
0,15:1,0, usmepeno npu Cmax B cTaLIMOHAPHO ChCTOAHME. B Manko npoyuBaHe npH Juila ¢
BEHTPHUKYJTHO-NIEPHUTOHEANTHH IBHTOBE H HEBbL3INANEHH MEHHHIH ChOTHOLIEHHMETO HA JIMHE3OH] B
rpbOHaYHO-MO3BYHATA TEHHOCT CNpAMO L1a3Mata npu Cmax e 0.7:1.0 cnen MHOTOKPaTEH NpHEM Ha
JIHHE301HA,

buotpanchopmauus

JIuHe3onua ce MeTabonn3Upa OCHOBHO Ype3 OKUCIeHHe Ha MOP(ONHHOBHA NPBCTEH, KOETO BOAW
rnasHo a0 o6pa3yBaHe Ha JABE HEAKTHBHH NMPOH3BOIHH Ha KapOOKCHIIOBATa KHCEIHHA C OTBOPEH
MPBCTEH: AMHHO-ETOKCHALETHNOBO-KHCeNHHEH MeTabonuT (PNU-142300) u XHOpOKCHETHA-TNTHUHHOB
{PNU-142586). XuapoKCHETHI-TTHUHHOBUAT MeTabonut (PNU-142586) e npeobnanasawius
MeTabonuT NMpH YOBEKa H ce CMATA, ue ce obpasyBa upe3 HeeH3UMeEH npouec. MeTaGoNHTLT Ha
aMHHOETOKCHaLleTHaT2 KHeenHHa (PNU-142300) e 8 no-manko konudecteo. OnucaHH ca U ApyrH, no-
He3HAYHTENHH, HEAKTUBHH METa0OIHTH.

EnuMuHBpate
IIpy naumpenTH ¢ HopManHa 6BOpevHa QYHKUMS WIH Jeka A0 ymepeHa ObGpeuHa Heag
JIHHE30/MA, ¢ eKCKPETHpa NMPEAUMHO B CTALMOHAPHO CHCTOSHHE YPE3 YPHHATA KaF
(40%), HenpomeHeHo Jsekapctso (30%) u PNU-142300 (10%). [lpakTtnuecy
HEMPOMEHEHO NEKAPCTBC B M3NPAKHEHHATA, AOKATO NpHONM3HTENHO 6% H 3
OTKPHBAT cboTBeTHO KaTo PNU-142586 u PNU-142300, pecnektueHo. Enumuna
Ha JIMHE3O0AN] € CpeaHo okono 5-7 vaca.




nunesonua. Tosa n3rnexna ce AbAH Ha NO-HUCHK ObOpeven v HeOBOpeUeH KIHPBLHC NPH NO-BHCOKH
KOHLEHTPALHM HA IMHE30MHA. BEnpeky ToBa paiikaTa B KIMPLHCa € MaKa H He pedieKTHpa BbpXy
ACHCTBUTENHMS NMONYXHBOT HA ETMMHHHPAHE.

CneuManHy nonyaawUuu

[TauneHTH ¢ 6B6peuna HesocTaThuHOCT: Cnea eAHOKpaTHH A03H OT 600 mg uma 7-8-kpatHo
yBeNH4eHHEe B €KCMO3HLMATA HA ABATA OCHOBHM MeTaboNMTa Ha JIMHE30TH B IU1a3MATA NMPH NalMeHTH
¢ Texxka 6BOpeyHa HeAOCTaTLYHOCT (T.€. KpeaTHHHHOB KIMbpbHC <30 ml/min). Brnpeku ToBa He ce
Habmoaaea yeennueHre Ha AUC Ha HenpoMeHeHOTO JiekapeTBo. Bunpeku, e HMa H3BECTHO
OTCTPaHABAHE HA OCHOBHHUTE METAOOIUTH HA JIHHE3OMHI YPE3 XEMOIHAH3a, [U1a3MEHHTE HHBA Ha
meTabonuTuTe cea eqHOKpaTHH Ao3u OT 600 mg ce 3ana3eaT 3HAUMTETHO MO-BHCOKH ClEl THANM3A B
cpaBHeHMe ¢ Te3d, HabnivaaBauyu NpH NaUHEHTH ¢ HopMasTHa 6e0pedHa dhyHKLKA WK C Neka A0
yMepeHa 6p0peuHa HeloCTaTBYHOCT.

IMpu 24 nauueHTy ¢ Texka 6OpeyUHa HEAOCTATBYHOCT, 21 OT KOHTO HAa PEIOBHA XEMOIHAIH3A,
MHUKOBUTE MJIA3MEHH KOHLIEHTPALIHH HA 1BATA OCHOBHH MeTaboNHTa CJle] HAKOIKOAHEBEH MpHEM ca
okono 10 MbTH NO-BHCOXH OT Te3H, HabNl01aBaHH TIPH TTALtMEHTH ¢ HopManHa 6uOpeyuHa Gy Hkums.
[MukoBHTE IIa3MEHH HUBA HA TMHEZ0JIMA He Ca 3aCerHaTH.

KnunnunaTa 3Ha4MMOCT Ha Te3H HabNIONEHHA HE € YCTaHOBeHa, Thil KATO NOHACTOALLEM €A HaNHLE
€aMO OrpaHHYEHH JaHHH 3a GesonacHocTTa (BXK. TouxH 4.2 M 4.4).

IManuenTty ¢ yepHoApOOHA HenocTATEYHOCT: OrpaHHYEHH HaHHH COYAT, Ye (hapMaKOKHHETHKATA Ha
nuHe3onua, PNU-142300 u PNU-142586 He ce npoMeHA npH MaLMEHTH ¢ Nieka 10 yMepeHa
uepHoapobHa HeaoctaTbuHOCT (T.¢. Child-Pugh knac A win B). He e npasena oueHka na
thapMaKOKHHETHKATa Ha NIMHE30MK MPH NALMEHTH C TEXKA YepHOAPOOHa HENOCTATLYHOCT (T.€.
Child-Pugh knac C). BenpekH ToBa He ce 0uakBa HAPYIIEHHATA B YepHOApoOHaTa QyHKLHA 1a
NOB/HAAT 3HAYHMO MeTabONH3MA Ha JTHHEZ0MHK], Thil KAaTO TOH c¢ MeTadONH3HPA Ype3 HeeH3HMEH
npouec (Bx. Touku 4.2 1 4.4).

Ileanatpyuna nomyaanms (<18 ronunn): Hama nocrarbyHo aaHHH 3a Ge2onacHocTTa H €(PHKACHOCTTA
HA TMHE30U/ [IpH AeLa H IOHOIH (<18 roaMHH)} | 3aTOBa NPUWIOXKEHHETO HA TMHEIOIHA B Ta3H
BbIPACTORA IPYNA HE € NMPenopbYUTENHO {BIDK Touka 4.2). HeoOxoauMu ca TOMBJIHKTENHH
Npoy4BaHH1, 32 /2 Ce YCTAHOBAT MPENOPLKH 3a belonacHa v edekTHBHA no3upoBka. [IpoyuBaHuaTa
BLPXY (PapMakOKMHETHKAaTa MOKA3BaT, 4Ye¢ /e €AHOKpaTeH H MHOroKpaTeH npHem npH aeua (1
ceaMHua 10 12 roaMHH) KIMPBLHCET Ha JTHHE30MMA (Ha 6a3aTa Ha Kg TenecHo Terno) e no-BHCOK NpH
neJHaTPHYHHTE NAUHEHTH, OTKOIKOTO NPK Bb3PACTHH, HO HAMANABA C YBENWYABAHE HA BH3PACTTA.

I[Tpu peua Ha pr3pacT ot 1 ceamuua fo 12 roaunu npunokenneTo Ha 10 mg/kg Ha Beceky 8 yaca
JHEBHO MOKA3Ba €KCNO3ULMA, oA00Ha Ha Ta3u, KoATo ce noctura ¢ 600 mg Aa MBETH AHEBHO NpU
Bb3PACTHH.

[Tpu HoBOpOIEHH Ha BBL3PacT A0 | ceaMHULIA CHCTEMHMAT KIIHPBLHC Ha AMHE30nH (Ha Da3aTa Ha kg
TENECHO TErNO) Ce NOoBHIIaBa 6130 Npe3 MbpBaTa CeAMHLA OT )KHBOTA. 3aTOBa HOBOPOEHHUTE,
noay4asatu 10 mg/kg Ha Bcexn 8 yaca aHeBHO, Lie UMAT Hali-BUCOKA CHCTEMHA €KCITO3ULMA Ha
N'bPBHSA JEH_OT paXcJaHeTo. Bernpeku ToBa He ce oYakBa NpekoMepHa KyMy/lauMs NpH Ta3H CXeMa Ha
MbpBaTa CEAMMULA OT XKUBOTA, Thif KATO KIHPBHCHT CE MOBHIIABA (P30 Mpe3 TO3M NepHOa.

[Tpu ronoww (12 go 17 roauxn) GapMakOKHHETHKATA HA THHE30/H] € CXOQHA C Ta3H
Bb3pacTHHMCHE[, NpHeM Ha 1o3a ot 600 mg. 3aToea roHoWHKTE, NpHeMaum 600 mg
JAHEBHO, L1E UMAT CbILLATa eKCIO3MLIMA KaTO Tasu, HabmogasaHa MpH Bb3pacTHH,
JI03HPOBKA.

[lpy nNEAMaTPH4HM NALMEHTH C BEHTPHKY/JOMEPHUTOHEaNeH WBHHT, HA KOH
auHesoaua 10mg/kg na |2 yaca wan Ha 8 vaca, NMpoMEHIHBM KOHUEHTpaL|



uepebpocnyHanHata TeyHocT {CSF) ca naGniogagaHu OMNO ciel €AHOKPATHO WAM MHOrOKpaTHO
MPUWIOKEHHE HAa NHHe30aHA. He ca 6MnM nOCTHrHATH NOCTOAHHH TEPANEBTHYHH KOHLUEHTPALMH MK
noaxopxanu B CSF. Eto 3awo, He ce npenopbuBa ynotpebaTa Ha NHHE30NMA 38 eMITHPHYHO JTe4YeHHe
Ha [IEIHATPHUHH NAUHEHTH ¢ HHPEKLHH HA LCHTPAIHATa HEPBHA CHCTEMA.

ITauneHTH B cTapyecka BL3pacT: (DapMaKOKHHeTHKaTa Ha JIHHE30/IHA HE C€ NPOMEHS 3HAYHTENHO NPH
MauHEHTH B CTAPUCCKA Bb3pacT Ha 65u MO-BL3PACcTHH.

Henn: XeHnTe HMaT MaKo NO-MaNbK 00€M Ha pasnpeleNieHHE OT MBXKETE H CPEAHHUAT KITHPBHC Ce
Hamansaea ¢ okono 20% npu kopHUrupaHe cnpaMo TenecHara maca. [LiasmenuTe KoHUEHTpaUHHK ca No-
BHCOKH MpH XEHUTE H TOBA MOXE YaCTHYHO /A Ce OTAale Ha Pa3IHKHUTE B TelecHoTo Terno. Thif kato,
obaue, CpeIHUAT NOTYKHBOT HA JIHHE3ONK HE CE PA3THYABA 3HAUMTEITHO MPH XKEHH H MBkKe, He ce
OYaKBa NJIa3MEHHTE KOHLEHTPALIMH 11PH KEHHTE 1A Ce MOBHLUAT 3HAYMMMO Haj Te3H C J0KalaHa
NOHOCHMOCT H, CNIEJOBATENHO, HEe € HeoOX0AMMa KOPEKLHA Ha 103aTa.

5.3 IlpeaxHHEYHH JaHHH 32 He3onacHOCT

JInnezonun HamansBa GepTUNHTETA H PENPOAYKTHBHATA CNIOCOBGHOCT MPH MBIKKH MIBXOBE MPH HHBA
Ha CKCNO3ULIHA, NPUOIH3NTENHO PaBHH HA Te3u npH xopa. [IpH nooBo 3penH KUBOTHH Te3H edekTH
ca oOpaTtumu. Benpeku ToBa NpH MIIaH XKHBOTHH, TPETHPAHH C JIKHE30NH NPE3 MOYTH LEIUAT
1IEpPHO/L Ha NOJ10BO Ch3pABaHeE, Te3H edeKTH He ca u3desHand. Orbenszaun ca abHopMHa Mopdonorus
HA CHEPMATO30HANTE B TECTHCHTE HA 3pe/IM MbKKH TLIbXOBE W XMNepTpodHa M Xunepniasus Ha
€NHTENHH KIETKH B HaaceMeHHHKa. JIHHe30nK BEPOSTHO NOBNHABA CH3PABAHETO Ha
CMepMAaTO30UANTE NPH MIbXoBeTe. JJoGaBaHETO Ha TECTOCTEPOH He MOBIMABA MEAHHPAHUTE OT
NHHe30nHA eeKTH BLpXY pepTrnTeTa. XuneprpodHa Ha HagceMeHHHKA He e Rabnoaasana npu
Ky4eTa, TPETHPaHH B MPOAL/DKEHHE HA EIHMH MECELL, BbIIPEKH Y€ NMPOMEHHTE B TETJIOTO Ha NpoCTarara,
TECTHCHTE H HA/JICEMEHHHKA ca OHNH BHIHMH.

[Tpoy4BaHusATa 32 penpoAyYKTHBHA TOKCHYHOCT NTPH MUUIKK M IUTBXOBE HE NABAT N0KA3aTENCTBA 32
TepaToreHeH edeKT NpH HUBA HA €KCMO3MLMA COTBETHO 4 MHTH NMO-BHCOKH MM PABHH HA TE3H TIPH
xopa. CblUHTE KOHUEHTPALHH Ha JIMHE3O/H/ Ca NOKA3ATH TOKCHYHOCT BbPXY MaHKaTa MpH MHLIKA U
¢a CBbLP3daHH C NOBHLIEHA eMOPHOHAIHA CMBPTHOCT, BIJTIOYHTENHO 32ryfa Ha UAJIOTO MOKO/NeHHe,
HAMAJISBAHE HA TEJECHATa Maca Ha IUT0Ja H H3OCTPAHE HA HOPMAJTHATA FEHETHYHA NPEeAUCTIO3HLINA
KbM CTEpHAJTHH POMEHH B NOKONEHHeTo Ha MuLukuTe. [IpH nbxose ce oT6Genasra cnaba TOKCHYHOCT
TIpH MaiikaTa npu NO-HUCKH KJHHHYHH eKcno3uuuM, 3abena3sa ce jeka geTanHa TOKCHYHOCT,
M3pa3eHa KaTo HAMAJNIEHO TErIO Ha MUIofa, NOHWKEHa OCH(HUKALMA Ha IPbAHATA KOCT, HAMANEHA
BEPOATHOCT 32 OLEASBAHE HA MAJTKHUTE H JIEKO 3aKbCHEHHe B Cb3psraHeTo. [IpH uudToCcBaHE ChLUHTE
TE€3H MAJIKH NOKa3BaT 00paTHMO [1030-3aBUCHMO YBEIHYECHHE Ha Mpe-HMIUIAHTALHOHHATa 3aryfa chbe
CBOTBETHO HamanaBaHe Ha deprunurera. [py 3afiuM HaManeHo TeNlECHO TErJI0 Ha MUIoJa €
YCTAHOBEHO CaMO NMPH HaJIMMHE Ha TOKCHYHOCT NpU MaikaTa (KTHHHYHY CHMNTOMH, HAMANEHO
MOKayBaHEe Ha TEJIECHO TEMIO H KOHCYMALHA Ha XpaHa) MpU HUCKH HUBaA Ha excrioauuns 0,06 nbTH B
CpaBHeHHe C NPEeARHACHATA €KCTIOIHIUA MPK YOBEKa, Ha 6aza Ha AUC. MaeectHo e, ye BUALT €
YYBCTBHTENEH KbM e(eKTHTE Ha AHTHOHOTHLH.

JInHe30aMA W HEroBHUTE METABOIHTH C& EKCKPETHPAT B MIAKOTO HA KbPMELUH MTLXOBE H
HabNoJaBaHNTE KOHLIEHTPALHH Ca [10-BUCOKH OT Te3M B MaiiuWHAaTA Ia3ma,
JluHe3onua npeIu3BUKBaA OGPATHMA MHEIOCYTIPECHS NMPH TUTBXOBE H Ky4eTa.

IpH nabXOBeE, HAa KOMTO € NPHIIOKEH NEPOPATHO THHE30MHA 3a 6 Mecela, ce Habmoaasa HeobpaTuMa,
MHHHMAJIHA A0 YMEPEHA aKCOHHA JIETeHepaLna Ha cepanumuure HepBH npu 80 mg/kg nnesHo;
MHHHMMAJTHa AereHepaLHA Ha CeanHIIHHS HEPB € HAONIOJaBaH ChLIO NpH | MbKKK eK3e

MopgonorHuHa oLUeHKa Ha nepdy3HATa Ha GPUKCHPaHHTE THKAHH 33 M3CNEABAHE 3
JereHepaLys Ha OMTHYHHA HEPB, YCTaHOBEHA € MHHUMANHA A0 YMEpeHa ereHe
HEPB MPH 2 OT 3 MBLIKKH eK3EMPIAPH criell 6 MeceuHa JO3IWPOBKA, HO NPAKATA B o
HECHIYPHa NOpaJH OCTPaTa Ha HAXOAKATa M HEHHOTO aCHMETPUYHO pasnpenee He.



JereHepaLus MAKPOCKONCKH € Ou/la cpaBHHUMA ChC CMOHTAHHATA eJHOCTPaHHA AereHepaus Ha OUHHA
HEpB chOOIIIARAHA TIPH CTApEEITH MNBX0BE H MOXKe Aa € 060CTpAHE Ha 00MHAHHO H3MEHEHME,

[IpeaKNHHHYHHTE AAHHH, §a3HpaHK Ha OGLLONPUETHTE METOAH 3a H3CNEABaHe HA TOKCHUHOCT Npu
MHOTOKPaTHO NMPHIOKEHHE K TEHOTOKCHHHOCT, HE NOKa3BaT ocobeH pPUCK 3a XOpa, OCBEH Te3H,
NOCOYeHH B JPYrH TOYKH Ha Ta3H KpaTKa XapaKTepHCTHKa Ha npoaykra. [Ipoyusanus 3a
KapUHMHOMEHHOCT/OHKOrEHHOCT He Ca NPOBEXIaHM MOPaAH KPATKHA NEPHOR HA NPHIAraHe H iMncata
Ha reHOTOKCHYHOCT.

6. ®APMAIEBTHYHH JAHHH

6.1 CnucbK Ha NOMOLIHHTE BellecTBA

Anpo Ha rabnerkara:

MHKpPOKpPHCTANHA LENTy1034

LlapeBuuso HALLECTE

Harpues HuiecTeH rndkonar (Tun A)

Xuapokcunponun uenynosa (Tun EF)

Marunezuer cTeapar

DHWIMOBO MOKPHTHE:

Xunpomenosa 3 mPas

Turanos nuoxkcun (E171)

Makporon 6 000

Tank

6.2 HecbBMECTHMOCTH

Henpunoxumo

6.3 Cpox na roanoct

5 ronuHH

6.4 CroenuantHH yCJIOBHS 32 ChXpaHeHHE

To3u nekapcTBeH NPOIYKT HE H3IHCKBA CMELIHATHH YC/IOBHA HA ChXPaHEHHE.

6.5 BHA A CHLALPXAHAE HA OODAKOBKATA

Bmucrep (PVC/PVDC/ Anymunuid): 10, 20, 30 ¢punmupanu rabnerku, B KyTHs.

He BcHYkH BHaOBE ONAKOBKHM Morat aa GbA4T MycHaTH Ha nasapa.

6.6 CoennajHH DIpeINalHA MEPKH NPH HIXBLpJAdHE

Hen3non3raHuAT IEKapCTBEH NMPOAYKT WIH OTNIaAb4YHHTE MATEpHIH OT Hero TpabBa fa ce U3XBbPIAT
B CbOTBETCTBHE C MECTHHTE HIHCKABAHHA.

7. IIPHTEXKATEJ HA PASPEIIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeéka cesta 6, 8501 Novo mesto, Cnopenus




8. HOMEF(A) HA PASPELHIEHHETO 3A YIIOTPEBA

Per. Ne: 20150383

9 JATA HA ITBbPBO PAZPELHLIABAHE/ANOJAHOBABAHE HA PA3PEINEHHUETO 3A
YIIOTPEBA

Jara Ha nbpeo paspewaBane Ha ynotpeba: 13.11.2015
Jlara Ha nocneado noavosasaxe: 13.05.2020

10. JATA HA AKTYAJIH3HPAHE HA TEKCTA

15 Maii 2026

Hoapobua midopmainig 3a T34 AEKAPCTEEH NPOAYKT € IPEAOCTABCHA HA g Vst L
Aresga no Jlexapereara (HAJT) http:/fwww.bda bg, yeboalira na Hsmuneresna




