KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA,
MAKET HA OITAKOBKA H JIMCTOBKA



KPATKA XAPAKTEPUCTHUKA HA IIPOAYKTA
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JIunesonun Kpka 600 mg puamupanu tadneTku By e |
Linezolid Krka 600 mg film-coated tablets N @95‘_(3 3 1. 07_ 2025 |
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2. KAYECTBEH U KOJIMUECTBEH ChCTAB
Beska punmupana tabnerka ceabpxka 600 mg aunesonua (linezolid).

3a NbJIHUA CMUCHK HA MOMOLLIHUTE BELLECTBA, BUXK TOo4ka 6. 1.

3. JIEKAPCTBEHA ®OPMA

®uamupaHa tabnerka

benu wnu noutu 6enu, €1UNCOBUIHH, JIEKO ABOHHOU3NbKHAMKU (pUAMUpaHH TabneTku. Pazmep Ha
tabnerkara: 18 x 9 mm.

4. K/IMHUYHU JAHHHA
4.1 TepaneBTHYHH NOKA3ZAHHA

Ho3okoMuasiHa MHEBMOHUS
[THeBMOHHUSA, NpuaOOUTa B OOLLIECTBOTO

JIuneszonua Kpka e nokasaH npu Bb3pacTHH 3a JIeYEHHWE Ha MHEBMOHMUS, MPHA00UTA B OOLLECTBOTO U
HO30KOMHUAIHA MHEBMOHHMSA, KOraTo € H3BECTHO WJIM C€ Mnpeanosara, 4e ca NpuYHHEHH OT
yyBCcTBUTENIHH ['pam-nonoxxurendu 6akrepuu. [1pu onpenensue nanu Jinwesonna Kpka e noaxoasiy
3a 1a/1€HO JleYeHHe € HeoOXOAUMO /1a Ce B3eMaT NpEeABH/l Pe3yJITaTUTE OT MUKPOOHOJIOTHYHHUTE
TECTOBE WJIK JAHHHUTE 3a pa3npoCTPAHEHHE HA PE3UCTEHTHOCT KbM aHTHOAKTEPHAIHHU areHTH Cpel
["'pam-nonoxurennure 6akrepuu. (B Touka 5.1 3a noaAXoasLIMTE MHKPOOPraHU3MH).

JInHe30/1M1 HEe € aKTUBEH cpelly HH(MEKLMH, MTPHYUHEHH OT [ pamM-OTpULIATE/IHH NAaTONeHH.
EnHnoBpemeHHo TpsaOBa na ce 3anoyHe cneudduryHa Tepanus cpeuly I’ paM-oTpULIaTeIHK NaTONeHH,
aKo € JI0Ka3aH WM ce npeanoJsara ['pam-oTpyuaresieH naToreH.

YcnoxHeHn HHPEKLMH Ha KOXKaTa U MEKUTE ThKaHU (BHXK Touka 4.4)

JIuHe30/1MA € NoKa3aH Npy Bb3PacTHH 3a JICYEHHUE HA YCII0KHEHH HH(PEKLIMU HA KOXKATA U MEKHUTE
TbKaHH, CAMO KOraTo MUKpOOHOJIOrMYHUTE TECTOBE J0KA3BaT, Y€ HH(PEKLMUATA € MPUYHHEHA OT
4yyBCTBUTE/HA [ pam-nonoxurenHa DaKkTepusi.

JInHE30/1M HE € AKTUBEH cpelly HHEKUUH, MNPUUUHEHH OT | paM-OTpULIATETHH NATOrE€HH.
JIunesonuna TpaOBa 1a ce U3oJ13Ba NPU NAUMEHTH C YCJIOKHEHH KOKHHU U MEKOTbKAHHH HH(EKLIMH C
W3BECTHA WJIM Bb3MOXHA CbMbTCTBaLLA HHPEKLUA C [ paM-OTpULATEIHU MUKPOOPraHU3MH, CaMO aKo
HAMa HaJIMYHU AITEPHATHBHHU TEPANEBTHYHHU Bb3MOXKHOCTH (BHXK TO4Ka 4.4). I1pu Te3u
oO0cTosiTesIcTBa TPAOBA /1a ce 3an04YHe €JHOBPEMEHHO JIeYeHHe cpelty | paM-OTpHLATETHHT
MUKPOOpPraHHu3MH.

JIunezonua TpsadBa aa ce 3ano4ysa camo B 00/IHHYHA 0OCTAHOBKA M CJIE/l KOHCY/ITALMUS C
CMELIMAITUCT MO MUKPOOHOJIOrvs MIIM CNIELMATUCT MO UHPEKLMO3HHU O0IeCTH.



Tpadea ga ce umaT npeaBya 0QHIIHATTHUTE NPENOPbKH 3a NoaxoaaLarTa yrnorpeda Ha
aHTHOaKTepHanHH CpeacTsa.

4.2 JIo3MpOBKA H HAYHH HA HPHICKeHHe

Ho3upoeka

Jlnnezonua Kpka ¢punmMupanu tabneTkn MoraT aa ce U3no/3sar 3a HayanHa tepanus. [launenry,
KOHMTO Ca 3aMnoYHa/M JIeYeHHe ¢ napeHrepanHara opma, MOraT a NPpEMUHAT Ha nepopaiHa ¢opmMa,
KOraTo TOBa € KJIHHHUYHO NoKa3aHo. B TakkBa cnyuyau He ce Hajlara KOpekuMs Ha 103aTa, ThH KaTo
nepopanHaTa OHOHATWYHOCT Ha IHHEe30a4A € npubnusurenno 100%.

[Ipenopvuyumena Qo3upoexa u NPOOLANCUMERHOCT HA ACHEHUEMO NPU 8b3PACHY

HPOHM}KHTEHHOCTTEI Ha JICHCHHUCTO 3aBHUCH OT NATOr€Ha, MACTOTO HaA PIH(IJBI{UHHTEI H TCXKCCTTA, KAKTO
H OT KIIHHHUYHHA OTIrOoBOP Ha MNALUHCHTA.

Cnennure NPENOPBKH 34 MPOABIKUTCIIHOCT Ha JICHEHHETO CE GasupaT Ha T€3HU, H3I[10Ji3BaHH IpH
KIHHHYHHTEC H3MNHTBAHHA. an HAKOH BUIOEBC HH(I)BKI.[HH MOXKC Ja Ca NOAXO0JALLH NO-KPATKH KYPCOBE

Ha JICYEHHE, HO TC HE Ca TMNpOYYBAHH MNpPH KJIHHHYHH W3INIUTBAHHA.

MakcuManHaTa NpoALDKMTENHOCT Ha nedeHuero e 28 nHU. besonacHoctTa U edekTUBHOCTTA Ha
JIMHE3OJIHI, MPUIOKEH 3a NMEPHOIH, NO-ABJATH OT 28 OHH, HE Ca YCTAHOBEHH. (BHX TOUKa 4.4).

He ce u3nckea YBEC/IHYCHHEC Ha NPCTNIOPBYHATEIHATA 1034 WH NPOADB/IAKHTCNIHOCT Ha JEHYCHHUCTO MIPH
HHdJﬁKI.lHH, CBDBpP3aHH CbC CHITbTCTBALLA Galﬂ‘eplfleMHH.

[TpenopbunTenHara Ao3a npH GUIMHpaHUTE TabNeTKHU € KaKTO ClIeaBa:

Huadeximuu J0o3HpoBKa IIpoas/KHTEIHOCTHA
| JeYeHHEeTO

Ho3oxoMunanHa nHeBMOHHA 600 mg aBa NMbTH 10-14 nmocaeaoBaTenHU AHH
AHEBHO

[1HeBMOHHA, NpyuAcOUTa B 0DLIECTBOTO

YcnoskHeHH HHQEKLMH Ha KOXKATA H MEKHTE l600 mg ABa NbTH
TbKaHU |AHEBHO

il - il

Heduampuuna nonysrauun

bBe3zonacHocTTa U eprKaCHOCTTAa Ha TMHE3OMHA NIPH Aella W toHoLH (<18 roaMLuHa Bb3pacT) He ca
ycraHoBeHH. [loHacToALIEM HATHYHHTE JaHHM Ca OnMcaHu B TOHMKH 4.8, 5.1 1 5.2, HO He moraT aa ce
JaBaT NPenoOpPLKH OTHOCHO AO3UPAHETO HA NPOAYKTA.

[lauMeHTH 8 CTapyEeCcKa BH3pacT
He ce Hanara xopeKLHA Ha KO3aTa.

[TanuenTy ¢ HBOpEUHO YBpEXKAAHE
He ce Hanara kopekuus Ha fo3aTa (BWXK TO4kH 4.4 U 5.2).

[MauuneHTH ¢ Texko 6b6peuto vepexaane (CLCR <30 mI/mm)
He ce Hanara kopekuua Ha ao3ara. [lopaau HEM3BECTHOTO KIHHHYHO 3HAYEHHUE Ha NO-B
ekcnosuuua (1o 10 nbTH) Ha ABaTa OCHOBHU METABONMUTA HA NUHEIONMUA MTPH NALUEHT
HEAOCTATBYHOCT, IMHE30AK] TpAOBa aa ce npunara ¢ 0cOOCHO BHUMAaHHE NPH TE3H 1N
KOraTo O4aKkBaHaTa MoJjiza NpeBHLIaBa TCOPETHYHHA PHUCK.

Toit kaTo npubnusurenno 30% OT n03aTa HA NTUHE30JIUA CE OTCTPAHABA 34 3 Yaca Xe



JIHHE30/TH O TPHGB& AJa C¢€ Aasa cnca Adallvia Ha NaurkuCHTHU, nojJy4vasalul TaKOBa NCHCHHAUC. OcHoBHHTE

MeTa0OTUTH HA JIHHE30JIKI C€ OTCTPaHABAT 0 U3BECTHA CTEMNEH YPe3 XeMOAUAIM3a, HO BLNPEekH
KOHUEHTPAaLUKUTE HA Te3W MeTabOIMTH ¢e 3ana3BaT 3HAYHTEIHO MO-BUCOKH ClieN NHaNH3a, B

cpaBHeHHe C Te3H, HabN0aBaHH NPH NaUHEHTH ¢ HOpMATHA ObOpeyuHa GyHKUHMA WK feKa A0
yMepeHa 6b0peyHa HEAOCTaTBYHOCT

Mo Ta3u npuuKWHa, JIMHE30AUA TPAOBA Aa C€ M3MO3BA C OCOOEHO BHUMAHHE IPH NALMEHTH ¢ TEXKKA
O6bOpeuHa HeROCTATBYHOCT, KOHTO Ca MOLIOKEHH Ha AHanu3a, U caMO KOTaTo odakBaHaTa nojsa

NnpEBHLLIABa TCOPCTHHHHA DHCK.

KbM MOMeHTa, HAMA ONHT ¢ IPWUIOKEHHE HA IMHEIONUA NPH MALUECHTH, NOJIOKEHH HA
NpoAbLIKHTENHa amOynaTopHa neputoHeanHa auanuia (CAPD) nan antepHaTuBHO JieyeHue Ha
O6bOpeuHa HeOCTATHHHOCT (Pa3/IHYHO OT XEMOAHAIN3A).

[TaumeHTH ¢ YepHOAPOOHA HEAOCTATLYHOCT:

He ce nanara xopekuus Ha no3ata. Brnpeku 10Ba, iMa orpaHHuYeHH KIHHUYHM JaHHH M yRoTpeDara
Ha JIMHE30/IM] NPH TAKKBA MALIMEHTH CE€ NPENOPbYBA, CAMO KOraTo OYaKBaHaTa 11o13a NpepHlIana
TEOPETUYHUA PUCK (BHIK TOYKH 4.4 1 5.2).

HauwnH Ha npuaomeHUe

[TpenopbunTenHaTa Ao3a JHHe3onua TpsOBa 1a ce npyunara nepopanHo Asa MbTH AHEBHO.
[TuT Ha BBBEXKAAHE: NEPOPATHO NPHIIOKEHHE.
dunmupaHuTe TabneTkH MOraT na ce npueMar ¢ WiH 0e3 XpaHa.

4.3 IlpormBonoxkazanus

CBpBbXUYBCTBHTEJHOCT KbM aKTHBHOTO BELLECTBO WIH KbM HAKOE OT NOMOLUHUTE BELUECTBA,
H30poeHu B Touka 6.1.

JInHezonua He TpAOBA Aa Ce M3NON3BA NPU NALKEHTH, TPHEMAIlK KAKBOTO U Aa Buno nekapcTso,
KOeTO MHXHOHpa MOHOAMHHOOKCHAa3uTe A unn B (Hanp., deHensnH, nsokapbokcasu, cenerwiu,
MOKJ1I00eMH ) MK 0 ABE CEAMHULIM cel NPHEMA Ha TaKOBa NEKapCTBO.

OCBEH, aK0O HAMAa Bb3MOXKHOCT 32 CTPUKTHO Haﬁmo,ueme H KOHTPOJI Ha KPBBHOTO HaIRIaHC,
JJHHE30THA HC Tpnﬁaa naa ce npunara npy NaurueHTH B CACJHHUTC KTHHHYHH CHCTOAHUA UK CHC
CNCAHHTE BHOOBC CHIBTCTBALLIO NCHCHHC!

- [TauxeHTH ¢ HEKOHTpPONMpaHA XMIEPTOHHA, (PEOXPOMOLIMTOM, KapLMHOMWI, THPEOTOKCHKO3a,
OunosigpHa aenpecus, LIKW30a(EKTHBHO Pa3CTPOHCTBO, OCTPH CbCTOAHUA Ha O0bPKBaHE.

- [TauxeHTH, TpHEMaLLHM HAKOE OT CJIeAHHUTE JIEKApCTBA: HHXKOUTOPK HA 0OPATHOTO 3aXBalllaHe Ha
cepoToHMHa (BHXK TOuYka 4.4), TPHUMKIWUYHK aHTUAENpecaHTH, cepoToHHH 3-HT 1 peuenropuu
arOHHCTH (TPHUNTAaHW), MPEKH H HENPEKH CHMMNATHKOMHUMETHUH (BKJI. aIpeHEpruuHHTE
OpOHX0AUNATATOPH, fcesaoedeaprH U GeHHANPONaHONaMHH), BA30NIPECUBHU NPOAYKTH (Hanp.,
enuHedpUH, HOpenuHHeppHH), OONAMHHEPrHYHU TPOAYKTH (Hanp. AonaMuH, A00yTaMum),
neTHAHWH HIH OyCnUpOH.

JaHHHTE OT ONUTH € dKHBOTHH NPEANO/AraT, 4€ JHHE30/UA U HEroBUTe MeTadOIHTH NIPEMUHABAT B
KbpPMaTa H ChOTBETHO KbpMEHETO TpadBa Ja ¢¢ NpeyCTaHOBU MPEJH H MO BpEME Ha MPHIAOKEHHETO
(BHK TOUKa 4.6).

4.4 CrneHaAIHH NpeXynpPekICHAS H NPeARAsHE MePKH OpH ynorpeba

Mueaocynpecus
Hma c1obinenns 3a Muenocynpecus (BKIIOYUTENHO aHEMHUS, IEBKOMEHUA, NMaHLUKUTONMEH




TPOMOOLIMTONEHHA) NPH NAUMEHTH, NOJY4aBally JIMHE30IHA. B ciyuanTe, korato pe3yararsT €
W3BECTEH, NpH MPEKpaTABAHE HA IPUEMA HA IHHE30NHA 3aCErHATHTE XEMATOJOMHUHH NOKA3aTeNH ce
MOoKa4BaT 0OpPaTHO KbM CTOWHOCTHTE OT npeau JieHEHHETO. PUCKBLT OT Te3H eekTH Hirnexna €
CBBbP3aH C MPOAbHKHTEHOCTTA HA JIEYeHUETO. IlauMeHTHTE B HanpeaHana Bb3pacT, 1EKYBaHH C
JTAHE30/IM I, MOraT a €a ¢ MOBHLUEH PHUCK OT KPEBHH AHCKHHE3HH, B CPABHEHHE C NMO-MJIanH
naLHeHTH. TpOMOOUHTONEHHA MOKE 1a HACTLITH MO-YECTO MPH MALHEHTH ¢ Texka ObOpeyHa
HEJOCTATBbYHHOCT, HE3aBMCHMO RanH €a Ha AHANY3A HIIM HE, KAKTO Y MPH NALUEHTH ¢ YMEPEHO 10
TEXKKO depHoaApoOHO yBpexaaHe. T1o Tazu npuuvHa ce npenopbyBa BHUMATENHO NPOCacAsBaAHE Ha
OpoA HAa KPbBHMTE KNETKH NPH NALUWEHTHTE, KOUTO €a: ¢ aHaMHe3a 3a aHEMMUA, IPaHYJIOLUTOIECHUS
WM TPOOMOUUTONEHUA, NpHEMAT €1HOBPEMEHHO 1eKapCTBAa, KOMTO MOTaT Ja NOHWXKAaT HUBATa Ha
XxeMorno0HHa, 1a NOHWKAT OPOA HA KPBBHHUTE KIETKH UIIH HEDOIArONPHATHO Aa MOBIUAAT Opoa UM
¢YHKUHATA HA TpOMOOLIMTHTE; UMAT TeXkKa OLOpeUuHa HEJOCTATLYHOCT HIH YMEPEHO A0 TEXKKO
yepHOAPOOHO YBpexkKJaHe, NOAI0XKEHH ca Ha ieucHue 3a noseue oT 10-14 auu. Ilpu Takusa nauueHTH
nuHe30aMA TpAOBa 1a ce npuaara caMo B CIy4auTe, KOraTo € Bhb3MOXHO BHHMATEHO NpOoCiaeaAIBaHe
Ha CTOKHOCTHTE Ha XeMOornobuHa, Opos Ha KPbBHUTE KIETKH U TPOMOOLUUTHTE.

AKO 1O BpeMe Ha JICYEHHETO C JIMHE30JIK/ Ce MOABH CEPHO3HA MHEJIOCYTIPECHA, JICUEHHETO TpAOBa na
Ob/le NpekpaTeHo, OCBEH aKo NPOAB/DKABAHETO HAa TepanuaTa He € abCoMOTHO HEOOX0AKUMO, KaTo B
TO3HW C/yuait TpsAOBa aKTHBHO 1a ce NMpocaeasBa OposT HA KPbBHUTE KIETKH H Ja Ce MPHIIoKAT
MOAXOASALUM CTPATErHH 3a OBAANABAHE HA ChCTOAHHETO.

B ponbiHeHHe ce MNpPENOpPBYBA €XKECCAMHUYEH KOHTPOJ Ha KPbBHUTE Nokazareld (BKIHOUUTETHO
CTOMHOCTHTE Ha XeMOrobuHa, TpoMOoLnTHTE U 00111 OpOH NEBKOLUMTH K aAHdEpeHUHanHO OpoeHe) npu
MALKEHTH, TTPHEMALLH JIHHE30MHU, HE3ABUCHMO OT MbPBOHAYANHUA OpOH KPbBHHU KNETKH

[1pu1 npoyusaHus 3a nandaTueHa ynotpeda npy NauMeHTHy, NOAYy4YaBaLlly JHHE3OMUI NO-ABJIrO OT
NpenopbyYBaHATA MAKCHMAJIHA MPOABKHTENHOCT OT 28 nHH, € HabNAaBaHA NO-BUCOKA YECTOTA HA
TexKKa aHeMms. [Ipy Te3n nauHeHTH No-4ecTo ce € Hanarano kpbeonpeausaxe. B nocr-
MapKeTHHIOBHA NEPHOA CHLIO e ChOoOLIaBa 33 CTy4YaHd Ha aHEMHS, HaJlaralH KpbBONPEIUBAHE, KaTO
NMOBEYE CAy4aH ca HadnoaaBaHu MPH NALUMEHTH, KOHTO Ca NPHEMATH JTHHE30IUA 32 NO-AbJIbI MEPHO
oT 28 AHH.

B nocr-mMapkeTuHroeua nepuoj ce cbo011aBa 3a ciyuan Ha cuaepobaactHa anemus. B cnyyaure, npu
KOHUTO Ha4aa0TO HA peakuHATa € OUNO U3BECTHO, NOBEYETO NAILIMEHTH ca NPHEMAH JIHHE30/K] 32
noseue ot 28 aHK. [loBedeTo nalMeHTH ca ce Bb3CTAHOBUIM HAMMLJIHO MK YACTHYHO clel
npekpaTaBaHe Ha NPHEMA HA NTWHE30JINI, CbC WK DE3 JICUEHHE HA TAXHATA AHEMHUS.

Hucnponopyua na cMbpmuocmma no peme Ha KIUHWYHO U3NUMEAre NPpYU NAUNUEHMY C Kamembpp-
cavp3arny I pam-nosodxcumeniu Kpoenu ungexuuu

[ToeuineHa CMBPTHOCT € Hal0nIOAaBaHa NPU NALMEHTH, MEKYBAHH C JIMHE30/IMA B KOMOUHaLMA C
BAHKOMHMLMWH/ JUKNIOKCALWIHH/ OKCAUMWIHH, MO BPEME HAa OTBOPEHO NMPOYYBAHE NPH TEXKKO OOMHH
MALUMEHTH ¢ BLTPECHAOBH KaTeTbp-CBbLP3aHH HHPekunu [78/363 (21,5%) cpemy 58/363 (16,0%)].
OCHOBHUAT (hakTOp, NMOBAKABALL CMbPTHOCTTa, € M3XOJAHOTO ChCTOAHHE Ha ['paM-nonoxkurenHara
HHpekuns. Hupata Ha CMBPTHOCT Ca CXOAHM NMPU NAUMEHTH C HHPEKUHH, NPUHHHEHH H3UAIO OT [ pam-
MOJIOXKUTETHH MUKpoOpraHu3MHu (koeduuueHTt Ha puck 0,96; 95% aoeeputenen unrepean: 0,58-1,59),
HO ¢a 3Ha4YuTeNHO no-BHUCOKK (p=0,0162) B paMOTO Ha JIMHE3IONHU/ MPH N(AUMEHTU C KOW Aa € Apyr
natoreH WiM 0e3 nmaToreH B H3XOOHO CBCTOAHHE (KoeuUMEHT Ha puck 2,48; 95% nosepureneH
uHTepBan: 1,38-4,46). OcHoBHHUAT AucOaiaHC € NPOABEH MO BPEME Ha ICYEHHETO U B PAMKHTE Ha 7 AHH
cjiell MpeKpaTABaHE Ha WU3NUTBAHOTO JiekapcTBo. [loseyero nmauueHTH OT rpynarta Ha JIMHE30NHA ca
npuaoOuny ['paM-oTpHLIATE/IHA NATOMEHH NO BPEME Ha NPOYYBAHETO M Ca MOYMHAIH OT HHpeKuMa,
npuukHeda ot ['paM-oTpuuatenHu naToreHn ¥ NOMUMMHKpoOHH mupekuuu. Ilo Tazm np

YCTAHOBEHA WK Bb3MOXKHA CBMIBLTCTRALLZ HHPeKkUuA ¢ [ paM-oTpyuLIaTEnHH MUKpOOpra
HAMA ANTTEPHATHBHH Bb3MOXKHOCTH 3a NeueHue (BHx Touka 4.1). [lpu Tte3n obcrost
O1ae 3anouHATO eAHOBPEMEHHO JieueHue cpewty ["paM-oTpUUaTeTHH MHKPOOPraHy3




Anmubuomuyno-cebp3aHa OUAPUA U KO.TUM

[1pu ynoTpebaTa nOUTH BCMUKH aHTUOAKTEPHAHU NPOAYKTH, BKIIOUHTENHO JIHHE3ONHA, C€ ChoOLLaBa
32 AHTHOMOTHUYHO-CBLP3aHa AHAPHA U AHTHOMOTHUYHO-CBBbP3aH KOMHT, BKIIOUHTEAHO
ncesaoMemOpaHo3eH Koaut Clostridium difficile-cabp3ana oHapHa, YHATO TEKECT MOXKE 1a BapHpa OT
neKa guapua 10 ¢garajieH KOJHT.

3aToBa € He0oOX0AMMO Ta3H AHArHO3a aa ce UMa NpeaABHA NPH NaLKHEeHTH, KOHTO MPOABABAT CHMMNTOMH
HA TEXKa Auapus Mo Bpeme Ha ynotpeba Ha nuHe3onua. AKO ce NOoJO3HPAT WK ObAAT YCTAHOBEHH
aAHTHOHOTHUYHO-CBBHP3AHA AHAPHA HJW AHTHOMOTUYHO-CBbP3aH KOJIMT, 1€4EHHETO ¢ aHTUOAKTEPUATHH
NPOAYKTH, BK/IIOYHTEIHO THHE30/U, TpabBa aa ce npekpatH U He3abaBHO aa 6baaTr npeanpueTw
MOOXOAALIH MEPKH 3a JedeHwe. B To3m cnyqai, nexapcTBa, WHXHOHMpalWlM NEpUCTAITHKATA ca
MPOTUBOINOKA3AHH.

Jlakmamuna ayuoosa

[Ipu ynorpebara Ha TUHE30AUA ¢ cHOOLLIABA 32 NaKkTaTHA aunao3a. IlauMeHT, KOMTO passuBar
NPU3HALK M CUMITTOMKM Ha METAOOIMTHA aUKA03a, BKIIOYHTETHO MPUCTBITH HA raicHe HiTH
noepbllaHe, abgoMrHanHa 6onka, HUCKH CTOHHOCTH Ha HHKAPOOHATHTE K XUNEPBEHTUNALINS,
AOKATO NpPHEMAT NTMHE30/HA, TpaOBa HezabaBHO aa ObaaT nperneaaHu ot nekap. AKO HaCTLIH
JIAKTATHA auMA03a, MOJ3UTE OT NPOAbL/DKABAHE HA IEYEHHETO C NMHE30onHa TpAOBa aa 6baaT OLEHEHH
CIIPAMO Bb3MOMXKHUTE PHCKOBE.

Mumoxonopuanna ouc@ynxuus
JIMHe301Ha HHXHOHUpa OenTbYHHA CHHTE3 B MHTOXOHApHuUTe. B pesynrar or ToBa HHxuOHpaHe Morar
1a ce HaOMoAaBaT HeXXeNaHU peakliMK, KaTo JlaKkTaTHa alMAa03a, aHEMHA H HEBponaTus (OYHa H

nepudepHa); Te3u CLOMTHA Ca NO-YECTH, KOraTo JICKAPCTBOTO CE€ MpHara no-abiaro ot 28 AxHM.

CepomoHuHo8 CuHOpoM

Mma cnodTaHuu ceobuieHns 3a CEPOTOHHHOB CHHAPOM, CBbLP3aH C €ERHOBPEMEHHO MpHIaraHe Ha
JTAHE30JTHA U CEPOTOHUHEPrHYHN NMPOAYKTH, BKITIOUHTENHO aHTHUACNPECAHTH, KaTO HAMNP. CENEKTHBHHU
HHXHOHTOPH Ha oOpaTHOTO 3axBalllaHe Ha cepoTOHHHA (SSRI) v onuouam (Bx. Touka 4.5). 1o Tasu
NPHYHHA €1HOBPEMEHHOTO MpHIaraHe Ha JIMHE30/IHA H CEPOTOHHHEPTHYHH areHTH €
MPOTHBONOKAa3aHO (BUXK TOUkKA 4.3), 0OCBEH B C/IyHYAUTE KOTaTo €JHOBPEMEHHOTO NPHJIaraHe Ha
AHHE30IN] H CEPOTOHUHEPTHHHHU MPOAYKTH € dH3HEHO BAXKHO,

B Te3n cnyuyau nauveHTUTe TpAOB2Z BHUMATENHO Aa ce HA0MIOAABAT 32 NPH3HALIM H CHMITTOMH Ha
CEPOTOHHHOB CUHAPOM, KATO KOMHUTHBHA AHCPYHKLIHA, XHNIEPNUDPEKCHS, XHNEPPEePACKCHA U TUNca
Ha KOpAWHALKA. AKO CE MOABAT TAKHBA NPH3HALKA H CHMIITOMH, JiIEKapHUTe TpAOBa Aa OOMMCIAT
NPeKpaTABAHE HA NPHEMA HA eQMH WM Ha ABaTa NPOAYKTa. AKO ce NPEeKpaTu eAHOBPEMEHHHAT NMPHEM
Ha CEPOTOHMHEPTHYHMA MPOAYKT, MOraT Aa ce HabJoaaBaT CHMITOMH H3 OTHEMAHE.

Paboomuoauza
Uma cbobiueHus 3a pabooMuonusa npu ynorpedarta Ha THHe30a4A. JInnesonua tpadea aa ce

H3NOJI13BA ¢ MOBHLIEHO BHUMAHHWE MPH MAaLMEHTH ¢ npeapa3nonaraiy GakTopu 3a pabaoMHonusa. Ako
ce HabnroaaBaT NpU3HaLK WIH CHMIITOMH Ha pabaoMHONH34, JIMHE30nHA TpS0Ba Aa ce NPEYyCTaHOBH U
Na ce 3aMoYHe MOAXOIfLO JIeUEeHHE.

Xunovampuemus u SIADH

[Tpn HAKOU NaLKEHTH, JEKYBAHHM € TUHE30aM, ¢4 HAOAKOAABAHH XHITOHATPHEMHS W/ HIIK CHHAPOM Ha
HEaJEKBATHA CeKpeLMs Ha aHTuanyperHueH xopMoH (SIADH). Ipenopbusa ce cepyMHUTE HUBA Ha
HaTPUH Aa ce NpocaeAaABaT peAOBHO NPU NALHEHTH C PUCK OT XHIIOHATPHEMHA, KAaTO NALUMEHTH B
CTApYECKa Bb3PacT WM MALMEHTH, NpUeMalliy JIEKapCcTBa, KOWTO MOraT Ja NOHUKAT HHBATA HA
HATPHil B KpbBTa (Hanp. THa3WIHU OHYPETHLM KATO XHAPOXIOpOTHAZHA).

Ilepughepua u ouna neeponamust 2
[Ipu naumentu, nexysauu cve Jiunesonua Kpka, ce cxofiiara 3a nepugepHa Hespona ;|§3 P

OYHA HEBPOMNATHSA U OYEH HEBPMT, MOHAKOra Mporpecupauy oo 3aryba Ha 3peduero. T
[MosSIy4eHH OCHOBHO OT MALMEHTH, IEKYBAHU 3a [10-AbIbI NEPHOL OT MAKCUMANHO Mpe
OHH.



Bcuuxy nauyeHTH TpaOBa aa 6bAaT ChBETBaHM Aa CHOOLABRAT 38 CHMITTOMH HA 3PHTEHO YBpEXAaHe,
KaTo Hamnp. MPOMEHH B OCTPOTATa HA 3PEHHUETO, NPOMEHU B LUBETHOTO 3PEHHE, 3aMbIIEHO 3PEHHE HIIH
HapylUleHHs B 3pHTENHOTO Nnofe. B Te3u cayuaun ce npenopbuBa Obp3a OLIEHKA M NPH HYXK/Ja -
KOHCYNTALMA ¢ 0dTATIMOOT. AKO HAKOW nauMeHTy npueMat JluHezonua Kpka no-asiaro ot 28 AHH,
3IpUTENHAaTa UM PyHKUHA TpAOBa BHHMATENHO Aa CE NpOC/eAaBa.

[Ipy nosaBa Ha nepudepHa WK OMHA HEBPOMNATHA CIEABA Aa CE NPELEHAT Bb3MOXKHHTE PUCKOBE
CPSAMO MOJI3aTa OT NMPOAb/KABAHE HA NedeHueTo ¢ Jlnnezonua Kpka.

[Ipy nauuMeHTH, KOMTO MPUEMAT WIH HACKOPO ca NpHEeMAalH JieKapcTBa cpewty Mukobakrepuu 3a
neueHne Ha TYOEPKy.103a, MOXKE /12 ChUIECTBYBA MOBHLIEH PUCK OT NOABA HA HEBPONATHHM NPH ynoTpeda
HA JTMHE30JIUA.

I'vpuose

Cuo0uiaBa ce 3a nosiBa Ha FbPYOBE NPH NALMEHTH, JieKyBaHHU cbC Jinnesonua Kpka. B MHO3MHCTBOTO
OT Te3U CAyyaH ce cbodLIaBa 32 aHAMHE3a 33 MbPYOBE WK HATHYHE HA PUCKOBH (PAKTOPH 3a NosBa
[Tauuenrure Tpadea na Ovaar chbBeTBaHK Na HHQOPMKUPAT fIEKYBaLUMa CH JJeKap, aKo UMAT aHaMHe3a

34 NpPHOBE.

Mounoamunoorcudazsu unxubumopu

Jlunezonun e oOpaTUM HeceneKTHBEH MHXHOUTOP Ha MoHoaMuHookcHaa3aTa (MAQOH); obaue,
BAO3WTE, PUAArady Npy aHTUOaKTepUanHa Tepanua, TOH He OKa3Ba aHTHaenpecuBeH edekr. ima
MHOIO OrPOHHUYEHH AaHHH OT NPOYYBAHMATA MO OTHOLLUEHHE Ha NEeKapCTBEHUTE B3AUMOIECHCTBHA U
6e30NacCHOCTTA HA JIMHE30/IHA KOraTo ce Mpujiara Ha NauueHTH ¢ MOATEKALLW ChCTOSHHUS W/ HH
CBHITBTCTBAILUM TEPANKHH, KOUTO MOTAT Aa M H3I0KAT W3noxar Ha puck ot MAQO uHxubupate, ca
orpaHnuend. [lopanu ToBa ynorpebarta Ha nnHE30AUA NPH TE3H OOCTOATENCTBA HE CE NPENopbUBa,
OCBE€H KOTaTO € Bb3MOXXHO BHUMATEIHO MPpOCAe/siBaHE Ha NAUUEHTHTE (BYDK TO4UKH 4.3 H 4.5).

Ynompeba ¢ xpanu boeamu Ha mupamun
[MauueHTure Tpabea na 6bOAT ChBETBAHW A& HE KOHCYMHKpAT roneMU KOJHYECTBA XpaHa, boraTta Ha

THpaMHH (BHX TOYKa 4.5).

Cynepunghexuun

EQeKkTbT Ha IeYeHHETO ¢ JIMHE30NH BbPXY HOpManHaTa ¢iopa He € OLeHABAH B KIIHHHYHH
M3MNHTBAHUA.

Ynorpebata Ha aHTHOMOTHLUM MOXe MNOHAKOra Ja OOBEAC A0 CBPBXPACTEXK HAa HEUYYBCTBHUTEIHH
MuxpoopraHuimMu. Hanpumep, npubanzutenno 3% ot mauMeHTUTE, NMPHEMALUH MPENOPBLUHTENHHUTE
AO3H JHHE301WA, Ca TMpOoABMIKX KaHAMAO034a, CBBP3aHA € JICHCHHCTO, NO BpPpCMC Hd KIIHHHYHHTC
u3nuTeanusa. Heo6xoaumo € na ce npeanpyeMar noaxoasiliy MEpKHU npy NosaBsa Ha cynepuHgpeKHu no
BPEME Ha JIEUEHHETO.

Cneyuaniu nonynayuu

Jlunesonua TpaGra ga ¢ce npunara ¢ NOBMLLIEHO BHUMAHUE MPH NALKMEHTH C TEXKa O0bOpeyHa
HEJOCTATBYHOCT H CAMO KOI'aTo Ce NMpeLeHH, He OHaKBaHaTa 1oJ13a NpeBHaBa TEOPHTHUHHA PUCK
(BrK TOUKH 4.2 1 5.2).

[TpunaraHeTo Ha IMHE30IMA NPU NALUNUEHTH C TEKKA YEPHOAPOOHA HEAOCTATBYHOCT CE NPENOPbUBA,
CaMO KOraTo Q4YaKBaHaTa ro/13a NpeBHLLIaBa TCOPUTHUHHMA PUCK (BUXK TOUkH 4.2 K 5.2).

Hapywenua na pepmunumema
Jlunesonua oOpaTHMO MOHKAKaBa PepTUIMTETA U HHAYUMpa abHOpMHaA Mopdonorus Ha criepmara npu
Bb3PACTHH MBKKH UTbXOBE NMPH HUBA HA CKCMO3ULIMA, NPUOAH3HUTEIHO PABHM HA TE3H, O4YAKBAHHU NPH
XOpa; Bb3MOKHHUTE €(EKTH HA JIKMHE3OJIN] BbPXY PENPOAYKTHBHATA CUCTEMA HA MBXKETE HE Ca

H3BECTHHM {BHX TOuKa 5.3).

Kaunuunu npoyuseanus >
beszonacHocTTa M €eKTHBHOCTTA Ha JIMHE30NHA, NpHAAraH 3a NEpUoay, No-AbLark ot 2 HE kit
YCTAHOBCHH. 3, -
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KOHTPOHHP&HHTE KIHHHYHH U3NUTBAHHSA HC Ca BKITIOYBAJIH MNAUHCHTH C JIC3HH OT ﬂHﬁﬁC’THO CTbI1aN0,
LI,EK}’GHTYCH HJIH HCXCMHYHH JIC3HH, TCXKKH H3rapaHHuia HIIH raHIpeHaA. l'lopauu TOBA ONHTLT OT
npuiaraHeTo Ha NHHE30JHUA NPH NHCHCHHETO Ha TE3IHU CHCTOAHHUA € OrPpaHHYMCH.

JTuneszonua Kpka cbhbAbpXKa HATPHHA
Tosa nekapcTBO chabPXaA No-manko oT 1 mmol warpuii (23 mg) Ha Tabnerka, T.e. MOXKe A Ce Kaxe,

Y€ MPAKTUHECKH HE CHABPIKA HATPHH.

4.5 BsanmoaeiicTBus ¢ APYId JIeKAPCTBEHH NPOAYKTH H APYrH GOpMH HA B3aUMOJeHCTBHS

Monoamunooxcudasuu unxubumopu
Jluxe3onua e oOpaTHM, HECeNeKTHBEH MOHOAMHHOOKcHAA3eH HHXubrTop (MAQO uuxndutop).

HanuuHy ca MHOrO OrpaHH4e€HH JaHHH OT NPOYHBaHHA 3a JIEKapCTBEHH B3aHMOAEHCTBHA H 3a
0e30MacHOCTTa Ha JIMHE30JIHA, KOraTo ce npuiara npH rnauHeHTH Ha ChITbTCTBALLH JIEKAPCTBA, KOHTO
MOraT Aa ru nocrasar B puck or MAQ nuxubupase. [lopaaun Toea He ce npenopbusa ynorpebara Ha
NTUHE30MH] NPH Te3H OOCTOATENCTBA, OCBEH aKO HE € Bb3MOXKHO CTPHKTHO HAOMIOACHHE H
KOHTpOJMpaHe Ha NauKeHTa (BHXK TOYKH 4.3 1 4.4).

Homenyuarnu gzaumoodeicmeus, so0eufu 00 NOGUUIASAHE HA KPbEHOMO HATAZAHE

[Tpn HOpMOTEH3MBHH 3apaBH A0OPOBOJILM JIMHE3OMH NOTEHLMPA NNOBHLIABAHETO HA APTEPHAITHOTO
HANAraHe, NpeaU3BHKAHO OT NcepaoePeaApHH U GEeHHNNPONaHOMAMHHOB XHIPOXJIOPHA.
EaHOBpeMEeHHOTO NPUAGKEHHUE HA THHE30NUA ¢ NceBaoedeaprH H PEHUANPONAHOIAMHH
npean3BHKBa CPeIHO NMOBHIUABAHE HA KPLBHOTO HaIAraHe oT nopsaska Ha 30-40 mmHg, cpaBkeno ¢
Hapacteade ot 11-15 mmHg npu camocroareneH npuem Ha ndHesonuna, 14-18 mmHg nipu
CaMOCTOATEHO MPUEM HIH Ha ncesaoedeapHH WK Ha penunnponadonamMul v 8-11 mmHg npu
naauebo. [foaobHU nNpoyusaHuA Npu XMEPTEH3IUBHU AMUA He ¢a npoBexxaadu. [lpenopbusa ce
J03UTE HA NEKApCTBATA ¢ BA30MPECHBHO ACHCTBHE, BKIIOUYHTENHO AONAMHHEPrHYHH NPOLYKTH, Ra ce
THTPHPAT BHMUMATENHO A0 MOCTUTAHE Ha JKCJIaHUS Pe3yJITaT, KOraTo ce NMpuarar 3aeHo ¢ JUHE30JIHUA.

Ilomenyuainu cepomonurepeuinU 83GUMO0CUCINEUR

[TOTEHUHAJIHOTO JIEKAPCTBEHO B3aWMOAEHCTBHE C IEKCTPOMETOP(AH € H3CICABAHO NMPH 3ApPaBH
nooporonuy. Ha yyacTHuuMTE € npunaraH aexcrpoMeropdan (ape 103u no 20 mg, naBaHu ¢
HWHTEpBan oT 4 yaca) ¢ wiu 6e3 nuHesonuna. He ca HabionasaHu €eKTH Ha CEPOTOHHHOB CHHAPOM
(o0bpkBaHe, neaupHyM, OE3NOKORCTRO, TPEMOP, 3aUepBaABaHe, AHAdOpe3a, XUNEPNMUPEKCHA) MPH
M3CneABaHe Ha 3/1paBH JIMLA, NPUEMALLH THHE3ONHA U AEKCTpOoMeTopdaH.

[TlocTMapKeTHHrOB ONMT: UMa €AHO CLOOLIEHHUE 3a NALUMEHT C ePEKTH, NOAOOHH HA CEPOTOHNHOB
CHHIPOM, MO BpeMe Ha NIPHEM Ha JIMHE30/IUI U JeKCTPOMETOPPaH, KOUTO ca H3YE3HAJW clleq CHUpPaHe
Ha ABETe JIEKapCTBa.

[To BpeMe Ha KnUHUUYHATA YNOTPEOa HA THHE3ONKHA CBC CEPOTOHHHEPrHYHH JIEKAPCTBA, BKIAIOYHTENHO
AHTHACNPECAHTH, KATO CENEKTHBHH HHXHOMTOPH Ha 0OpaTHOTO 3axBainaHe Ha cepoToHuHAa (SSRI) v
ONHOKAM, MHOTO ¢a chOoOLIaBaHH CTy4au Ha CEPOTOHHHOB CHHAPOM. [10 Tasu npuuyKHA, BBOPEKY Ue
€AHOBPEMEHHOTO UM MPWIOXKEHHE € POTHBOMNOKa3aHO (BUXK Touka 4.3), B ToOuka 4.4 ca OnucaHH
MEPKHTE MPH NALHEHTH, 38 KOUTO NIeHEHHE C IUHE30AU U CEPOTOHHHEPTrHYHH JIEKapCTBa € KpaHHO
HEOOX0RHMO.

Ynompeba ¢ xpanu, 6ocamu Ha MUPamMuH
He ¢ nabnionaBaH cuUIECTBEH NpecopeH eekT BLPXY KPLBHOTO HAIATaHE NPH THLA, TPHEMALRH
3aeqHO NMUHE30AMA H no-Manko oT 100 mg TupaMuH. ToBa npeanonara, 4e € HeoOXOAUMO €AUHCTBEHO
Ia ce U3bAarea NpHEeMaHETO Ha MPEKANEHO roJieMH KOJIHYECTBA XpaHa U HANTUTKH C BUCOKO
ChAbLPXKAHHE HA THPAMHH (HaNPHUMEP 3PAI0 CHPEHE, EKCTPAKTH OT APOXIH, HEAECTHIIHPAHH
ANKOXONHU HANWTKH U EPMEHTUPANTH COECBHU MPOAYKTH KaTO COEB COC).

Hexapcmea, memabonuzuparnu 4pez yuumoxpom P430
Jinnezonua He ce metabonuszupa 3HauKMMO oT LUTOoXpoM P450 (CYP) ensumuara cucre
MHXHOUpA HUKOS OT KIIMHHUYHO 3HauuMHKTe yoBewlkn CYP uzodopmu (1A2, 2C9, 2C19,




2E1.3A4). AnanornyHo, 1HHe30nKA He nHayunpa P450 nzoensumute npu nabxose. [lo Tasu npruumnna
He ce ovakBaT CYP450-unayuupanu 1ekapCcTBEHH B3aUMOACHCTBHA C JIMHE30NHA.

Pudavnuyun

EdexrsT Ha pudamMnULMH BbPXY GapMaKOKMHETHKATA HA IHHE30MN] € NMPoYyUEeHa NpH MecTHaaeceT
Bb3PACTHU 3ApaBH A0OPOBONLM OT MBXKKH NOJ, HA KOUTO € NpHiarad auHe3oaua 600 mg aBa nbTu
AHEBHO 3a 2,5 aAHHU ¢be unu He3 pupamnuund 600 mg BeaHBbxK AHERHO 3a 8 AHU. Pudamnuumn
noHuxkasa Cmax u AUC nHa nuHeszonua cpearo ¢ 21% [90% U, 15,27] u cvoTeeTHO 32% [90% [IH,

27,37]. MexaHW3MbT HA TOBA B3aMMOACHCTBHE M KJIMHUYHATA MY 3HAYMMOCT Ca HEHW3BECTHH.

Bapgapun

[Ipu BkArouBaHe Ha Bapgapyt B TEPANHA C IHHE30/IH B CTAHHOHAPHO ChCTOSHHE € Ha0n0AaBaHO
10% peaykuus Ha cpeaHus MakcumaneHd INR npu eaqHoBpeMeHHO npunoxeHHue ¢ 3% HaManeHue Ha
AUC INR. Hama aocTaTh4HO JAHHH OT NALIMEHTH, KOMTO Ca NPUEMAanu BapdapHH ¥ THHE30MU], 32 Aa
C€ OUEHH KIIHHHYHATA 3HAYMMOCT Ha TE3H HAXOAKHU, aKO HMa TaKapa.

4.6 Depruanrer, OpeMEHHOCT B KbpMEHe

bpeMeHHOCT
Mma orpaHvueHH AaHHH 3a H3MON3BAHETO Ha NHHE30AMU NpH OpeMeHHM xeHK. [lpoyuBaHua npu

XXHBOTHH Ca MOKa3aau penpoayKTHBHA TOKCHYHOCT (BHXK Touka 5.3). CblIECTBYBA MNOTEHLHAEH PUCK

33 XOpara.
JInuezonua He TpsbBa Aa ce u3noniea nNo BpeMe Ha OpEMEHHOCT, OCBEH NPH ACHA HEOOXO0IHUMOCT T.€.
CaMO KOraTo Bb3MOXKHATa MON3a HAABHULIABA TEOPETHUHUSA PHUCK.

Kbpmene

JIaHHUTEe 3a )KMBOTHH 2aBaT OCHOBAHKE 1a C€ CMATA, Y€ JIMHE30/IMA U HEroBUTE MeTabOAWTH MOrar Ja
MpeMUHABAT B KbpMaTa U CHOTBETHO, KbpMeHeTO Tpabea aa Obae cnpsaHO npeaM u No BpeMe Ha
MPHIOKEHHETO.

depruarrer
B npoy4BaHHA NpH )KHBOTHH AWHE30NN] NPEH3BHKBA NOHUKEHHE HA pepTHInTETa (BHXK TOUKa 5.3).

4.7 EdexTn Bnpxy cnocobnoctTa 3a modpupane n pabora c MAIIHHR

[lauuenTuTe TpAOBA Na ca npeAynpeacHH 32 Bb3IMOXXHHA PUCK OT BUEHE Ha CBAT UK CHMITTOMH HA
3PUTENHO YBPEXKAAHE (KAKTO € ONMMCaHO B TOUKH 4.4 1 4.8), 1OKATO NpHEMAT JIMHE30IHA K TpabBa na
ObaT NOCHBETBAHY AA HE IMOMPHUPAT K Aa HE pabOTAT C MALWIKHH, AKO C€ MOABH HAKOM OT ONMMCAHHTE
CUMITTOMH.

4.8 HexenaHn JeKaApCcTBEHH PEAKIHH

TabnuuaTa no-ao0ay NpeacTass CIHCHK Ha HEXENaHUTE IEKAPCTBEHH PEaKLIMK ¢ YeCTOTa, OCHOBaBalla
CE€ Ha JAHHH C BCRKAKBA NPUYHHHO-CIIEACTBEHA BPb3KA OT KINIHHHHYHM NIPOYYBaHHUA, B KOHUTO ca
BKJIIOUEHH noseye ot 6 000 Bb3pacTHU NaUMEHTH, KOMTO MOJY4YaBaT MPENOPHYHTENHHUTE J03H
NHUHE30MKU] B MPOOB/HKEHHE HA MAKCUMYM 28 IHH.

Haii-uecTo croblnapaHuTe HEXENAHU peakuMu ca avapud (8,9%), rageHe (6,9%), noppbuiaHe (4,3%)
u rnasobonue (4,2%).

Haii-yecTo cb0o0inaBaHuTe HEXKENAHH ChOUTHA, CBBP3aHH C JIEKAPCTBOTO, KOHTO ¢a A0BENH [
peKpaTdBaHe Ha JeYEeHUEeTOo ca riasobonue, avapus, raaeHe M noBpbilade. [Ipubnusuren
MALMEHTUTE Ca NPEKPATHIIH ICHEHHETO, Thil KaTO ca NMPOABHIA CUMITOMH HA CBBLP3aHO C
HexXxeaHo ¢cnbuTue.




JIONBJIHHUTENHO HEXeNaHHW peaKunH, CboOLWABAHHK OT NNOCT-MAPKETUHIOBUA OIIMT, Ca BKJIKOYEHH B
Tabauuara B KaTeropMaTa ,,C HEH3BeCTHa YECTOTA™, Thd KATO OT HATHYHHUTE A3HHH HE MOXE Aa Obae
HanpaseHa OLEHKA 3a peanHa UM 4YeCToTa,

CneaHHTE HEXENaHy peakuuH ca HabnoaaBaHH H ChOOLIECHH NO BpEME Ha JIEUEHHUETO C JIHHE30/IUA
CBHC CHOTBETHUTE YECTOTH:
- Muoro yectu (>1/10)
- Yectu (>1/100 no <i/10);
- Heuectun (>=1/1 000 no <1/100);
- Peaku(>1/10 000 go <1/1 000);
- Mpmuoro peaku (<1/10 000);
- C Heun3BecTHa yecToTa (OT HATMYHUTE JAHHU HE MOXE Aa Obae HanpaBeHa OUEHKa).

Cucremo- YecTH HeuecTH Peakn C HeH3BecTHA
opraien Kiaac  ((=1/100 oo 1/1 000 a0 <1/100) |(=1/10 000 o |uyecTOTa (OT

<1/10) <1/1 000) HAJTHYHHTE IAHHH

He MOXe 1a Obae

| _ 0 __|HanpaBeHa oneHKa)
Hajpexnun n KaHOU034, AHTUOMOTHYHO-
AHecTARHAHA OpaTHH NpeaM3BAKaH KONUT,

KaHOAUI03H, BKJ1. NCEBAO-

BaruHalHu MeMOpaHO3eH KoauT*, |

KaHIWI03H, BarHHHUT

reOUUHY H

HH(pEKLUH | 1
Hapywenns sa |[TpoMOOLMTO- NaHUUTONCHUA™, jcuaepo-6nacTHa |Muenocynpecus®
KpLBTA B neHus”*, AeBKkoneHua ™, |jaHeMus™*
numbuara aHemus*’ HEYTPONEHHH,
cHCTeMa !eozumdm.nm* o ,
lHapymennn HA aHaHUNAKCHSA
AMYHRATA 1
cHCTEMA | i ] |
Hapywenns HA XHAOHATPHEMHSA JIAKTATHA
MeTaboJH3Ma H anoza®
XpaHEHETO )
[IcHxHYHH HHCOMHMUA
[HApYIIeHHS _ - J |
Hapywenns ga |r;1aso0onue, repuoBe®, nepudepHa CEPOTOHHHOR
HEPBHATA NpoMaHa Ha HeBponaTus ™, CHHIpOM** |
cHCTEMA BKyca (MeTaneH |XUIMOeCTE3HH,

|BKYC), 3aMadHOCT |TapecTe3na
Hapymeans na | O4YHa HapylieHua B [oveH HeBpuUT®,
O HTE \ HeBponaTHa®, 3PUTENHOTO 3aryfba Ha 3peHue*,

| 3aMbrIeHO 3peHHe *  [none* MPOMEHU B

3pUTE/IHATA

OCTpOTa*, NPOMEHH *

B LLBETHOTO SPEHHE*
; |

HapymeHHs ua

e - s e Y -

THHHUTYC

YXOTO H

Na0HpHHTA

Copaeunn apuTMHA

HApYIIEHUS (Taxukapaus)

ConaoBa XUNEPTOHHUSA NpexoaHH chemuqﬂu—[




il L

JIHATA CHCTEMA H
repiaTta

HApPYIICHAN aTaku, ¢pnebur,
_ | TpombodeduT | |
IacTpo- aUapkA, MAHKPEATUT, FACTPUT, |MOBBPXHOCTHO
HHTECTHHAJNHH [raacHe, oayBaHe Ha Kopema, |o0e3uBeTaBaHe
HAPYICHHS NOBPLLIAHE, CyxoTa B yCTara, Ha 3bOuUTE
NOKanMH3upaHa  |raocwur,
HITH peaKH U3MPaXKHEHHS,
o0La KOpEMHA  |[CTOMATHT,
Obonka, o0e3lBeTABAHE WIH
3anek, HapyleHHE Ha €3UKa
AUCTICNCHA |
Xenaro- NPOMEHH B noBHilleH o0
Ouauapuu yepHOApOO-HUTE |OMAMpyOHH
HApPYIICHHSR PYHKLHO-HANAHH
TeCTORBE,
MOBHLUCHHM
ACAT,
AJIATunan
anKanHa
¢docdaraza
Hapymenna Ha |[nNpypHTYC, OOpPHB [aHrHoeaeM, ypTukapHs, [TOKCHYHa anoneuus
KOXKATA H aepmatut, OynoseH enuaepManta
NOAKOXKHHTE NEPMATHT, HeKkpoauaa’,
ThbKAHH nvagopesa CHHAPOM Ha
Stevens-
Johnson®,
h CBPbX1YB-
CTBHTENHOCT,
h BaCKYJIUT
Hapymenns na | pabaomuonuza*
MYCKY.THO-
CKEJICTHATA
CHCTEMA H
Che¢IHHHTE/IHATA
ThKaH
= | S
HapywieHHs HA [NOBHILUEHH O0bbpeuna
OnOpenuTe H CTOMHOCTH HA  |HEAOCTATBYHOCT,
NHKOYHATE BUN NOBULICH
NLTHINA KpeaTHHUH,
MOJHYpPHUSA |
Hapymenns sa BYJ1BOBATMHAJTHO
Bb3NPOH3IBOAHTE HapyLIEHHE

lmpucaﬂe, yMOpAa,

O6mn TpecKa,

HApDYIIIeHHN H NoKanMW3upaHa |0oJika HA MACTOTO Ha

edpexrn Ha 6onka HHXKEKTHpaHe,

MACTOTO HA MOBHULLIEHA *KaxKJa

[IpRJIOKeHHE | -

H3caensannsn XHUMHYHH XHMHYHH MOKA3aTEIH
nokKasarenu IOBULIEH HATPHIA
nosuiled LDH, |nau kanuui,
KpeaTHHKH [TOHHIKEHA IIOKO03a
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KMHAa3a, 11Mna3a, |cjiel HaXpaHBAaHeE,

aMMnasa MOBULLEHH HIIH
WIH [NIIOKO3a C/IER |NOHMXKEHH XNOPHUIH,
XpaHeHe, XeMaToN0rMyHu
NOHMXKEH ol |moKazaTenu

Oentobk, nosyucH Opo#
aNOyMHH, PETUKYJIOLIHTH,
HATPHH HNH NOHUAkKEH Opoit
KaJtiKiz, HEYTPODHAH

MOBHLLIEHHU HITH
NOHHXECHU KAJIUH
HJIH
OukapboHaTH,
XeMaToaorus
noBHLIEH OpOH
Ha HEYTPOhUIH |'
WU
€03uHOGHIH, |
MOHHKEH |
XeMOTr1ODOMH,
XEMATOKPHT WIH |
Opoii Ha uepBeHH
KPbBHH KIETKH, |
MOBULICH HIH |
MOHHKeH Opofi
Ha q
TPOOMOUHTHUTE
uau Genure | ‘
KPbBHHU KJIETKH

* BK. Touka 4.4.

** mk. Touka 4.3 u 4.5

# Yecrora Ha HJIP, oueHena ¢ momowra Ha ,JlpaBunoro Ha 3™
t Bxk. no-nony

CraenHuTe HexXeTaHH PEaKLMM KbM JIMHE30/IM] €A OLEHEHH KATO CEPHO3HH B PEIKH CNYHaH:
nokanusznpaHa abpomMuHanHa 6onka, NpexoaHH HCXEMHYHH aTaKH H XHIIEPTOHHA.

+B KOHTPONHpPaHH KIMHUYHH H3NUTBAHHA, B KOUTO JIHHE30JH € Npuiarax 4o 28 OHH, Mo-Majiko OT
2,0% oT nauMeHTHTE ca CHOOLMAM 32 aHeMHus. B eaHa nporpamMa 3a nannatyueHa ynotpeda 3a
MalMEHTH C XHBOTO3acTpallaBalliy MHGEKUHH W NOANEMKALH CBNBTCTBALLH 3a00NABaHUS NMPOUEHTHLT
Ha NAUHEHTHTE, KOMTO Ca pa3sBWIH aHeMHS, JOKATO ¢a NONy4yaBaiH JIHHE30NHA 32 <28 OHM, ¢ 2,5%
(33/1326) B cpaBHeHue ¢ 12,3% (53/430) npu nevenune >28 nHu. ChOTHOLICHHUETO HA CTyYaHTe,
cbhobLuaBally JeKkap< CepHo3Ha aHeMHA M M3UCKBALLIH KpbBonpenusaue, € 9% (3/33) npu nauueHTy,
nekyBaHH (8/53) npn nekysaHuTe >28 AHM.

[lennaTpu4Ha nonynauus
JlaHHUTE 3a 0€30MacHOCT OT KIIMHHYHHTE NpOoy4YBaHKs, BKIOouBamu noseye ot 500 neaunarpruHu
nanMeHTH (0T HOBOPOAEHH A0 | 7-roauuinn) He Noka3BaT pa3iMky B npoduna Ha 6e30NacHOCT Ha

JIHHE30JIUA NPH NeJHaTPHYHH MTALHCHTH H [IPpH Bb3PACTHH.

Cpo6Liarane Ha NOJO3UPAHN HEXKEIAHW NEKADCTBEHU PEAaKLIHH
CrobulaBaHeTo Ha NOAO3UPAHH HEXEaHU peakUnH ¢Cliea paspelllaBaHe 3a yrnorpeda Ha n

MPOAYKT € BaKHO. TOBa No3B0AABA A NPOABKK HAOMOAEHHETO HA ChOTHOLUEHHETO I
nexapcTBeHus npoaykT. OT MEIHLIMHCKHTE CHELIMANMCTH C€ H3UCKBA [a CboOllasaT B
MOoAO3MPAHA HEXKEJIAHA PEaKLMA Ypes

HanbaHuTenHa areHuus No NeKapcTBara,
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4.9 Ilpexosupane
He e u3BecTeH cneundHUYEH aHTUAOT.

He ca otOenasanu cny4aud Ha npeaosupaHe. Bunpeky Topa uHopMauunaTa no-a0ny Moxe aa ce
OK&KE MoJIE3Ha.

[Tpenopbusa ce MOATBPIKALIO NE€YEHUE €IHOBPEMEHHO C NOAIbPKAHE HA rIIOMEpyJiHa puaTpaLms.
[TpubnuautenHo 30% ot a03aTa Ha TMHE3ONM Ce OTCTPAHABA 3a 3 4acOBa XeMOAHANTH3A, HO HAMA
JAaHHH 33 OTCTPAHABAHE HA JTIMHE30/IHMA Ype3 NepUTOHeATHa JHanu3a uiy xemonepgysus. Jlsata
OCHOBHH METabOJHTAa HA NHHE30K] CHLUIC CE€ OTCTPAHABAT A0 H3IBECTHA CTENEH Ype3 XeMoaHanu3a.

CUMIITOMHUTE Ha TOKCHYHOCT NPH (UIbXOBE cnea npuaarade Ha no34 ot 3 000 mg/kg nHesHO
JHHE30H ¢a ¢ HaMalleHa AKTHBHOCT W aTaKCHs, A0KATO NpH Ky4erta, Tpetupanu ¢ 2 000 mg/kg
JHEBHO, ce HabmoAaBaT NOBPBLLAHE U TPEMOP.

5. ®GOAPMAKOJOTHYHHU CBOMCTBA

5.1 PapmaxkoiHHAMHYHH CBOHCTBA

MdapmakorepanesTHuHa rpyna: pyru antubakrepuanuu cpeactea, ATC xoa: JO1XXO08.

MexaHH2bM Ha AEHCTBUE
JIvHe30nHua € CHHTeTHYEH aHTHOaKTEpHaIeH NPOAYKT, KOHTO NPHHAANEXH KbM HOB Knac

aHTHMHKPOOHH CPEACTBA - OKCa30JHAHHOHHU. To# UMa in VItro aKkTHBHOCT cnpamo aepobunu I'pam-
MONOXKHTEIHH OaKTEPHM M aHaepoOHM MHKPOOPraHH3MH. JIWHE30MMa CENEKTUBHO HHXHOHpa
OaxTepUanHUA NPOTEHHOB CUHTE3 Ype3 YHHKANIEH MEXaHH3bM Ha aeicTeue. [lo-cneunanno, To# ce
CBBLP3BA ¢ MACTO B OakTepuanHaTa puboizoma (23S na 50S cybennnnuara) 4 Bp3npenarcrsa
obOpa3yBaHeTo Ha yHKUHOHANEH 70S uHULMATOPEH KOMILIEKC, KOHTO € OCHOBEH KOMITOHEHT B

MpoLeca Ha TpaHcauus
In vitro nocTanTHOHOTHURMAT edexT (ITAE) Ha nuHe3onua 3a Staphylococcus aureus ¢

npubnu3nTenHo 2 yaca. [Npu xkuBoTuHCKH MoaenH e onpeaenet in vivo IAE ot 3,6 u 3,9 yaca
chOTBETHO 3a Staphylococcus aureus u Streptococcus pneumontae. [1pH H3cneaBaHUs € >XKMBOTHY
KJIUOBHUAT (hapMakOAMHAMHUYEH NAPAaMETHP 3a €PHKACHOCT € OUNI BPEMETO, 3a KOETO IU1a3MEHOTO
HMBO Ha JIHHE30HA HAABMIlIIaBa MUHMMalIHaTa UHXHOupawa koHueHTpauus (MHUK) 3a nHpekuuno3Hus
aToreH.

["paHWYHHN CTOHHOCTH
['paHHuYHKTE CTOHHOCTH HA MMHKUManNHaTa uHXUOupawa koHueHTpaums (MHUK), ycranosexu ot
Eeponeiickus koMMTET 3a U3C/IeABAHE HA AaHTUMHUKpOOHaTa vyBcTBUTENHOCT { European Committee on
Antimicrobial Susceptibility Testing, EUCAST) 3a cTaduiokokH U eHTepokoku ca YyBcTBUTENEH

<4 mg/l u Pe3uctenren >4 mg/l. 3a cTpenTokoku (BIIOUUTEHO S, pneumoniae ) rPaHUUHHUTE
cToMHCTH ca YyscTeurened <2 mg/l u Pesucrenred >4 mg/l.

HecBbp3anuTe ¢ maMoseTe rpaHiuHd cTtoiiHocT Ha MUK ca Yyscreurenen <2 mg/l u Pes
>4 mg/l. Hecabp3aHHTE C 1HIAMOBETE MPAHUUYHHA CTOHHOCTH Ca ONpeleNeHU OCHOBHO Ha O
oannume na @K/D/] v ca HE3ABUCHMHU OT pa3npeaeNeHHATA HA CeUMPUUHUTE LWAMOB
CE M3MON3BAT CaMO 32 MMKPOOPTraHW3MH, 3a KOUTO HAMA Cneuu¢pHYHA rpaHHYHa CTOM
Ja C€ U3INOJI3BAT 3a OHE3H MUKPOOPraHM3HUIN NPH KOUTO HE CE NPENOPbUBA UINUTBAH
Yy BCTBHTETHOCT.




UyBCTBHTENHOCT

PasnpocTpaHeHHETO HA PE3UCTEHTHOCT MOXKE a BAPHpa B Pa3/IH4HH reorpadCku paioOHH M BbB
BPEMETO 3a OTAEIHHM LWAMOBE U € XXENATEJIHO Aa Ce B3eMaT NPCABHA NOKATHH NaHHH 33
PE3UCTEHTHOCT, 0COOEHO NpPH NeveHHe Ha TeXKH uHpekuuH. I1pn HeobxoanmocT, Tpabea aa ce
NOTHPCH €KCNEPTHO MHECHHKE, KOTaTO YECTOTaTa Ha PE3UCTEHTHOCT € TaKaBa, Y€ noj3ara OT NpoAyKTa

MPH HAKOW BHAOBE HH(EKLUHU € NoJ BbIPOC.

ke

|Kareropun )

UyBCTBHTEIHH MUKPOOPraHHU3MH
I'pamM-noJIoKHTENHA aepodu:
Enterococcus faecalis
Enterococcus faecium*
Staphylococcus aureus™
Koarynasa HeraTHBHH CTa(PHIOKOKH
Streptococcus agalactiae™
Streptococcus pneumoniae*
Streptococcus pyogenes*

['pyna C cTpenTOKOKH

['pyna G cTpanToOKOKH
'paM-n010KHTE/1HA ARAepOodH:
Clostridium perfringens
Peptostreptococcus anaerobius
Peptostreptococcus species

iy

rPaLf.HCTEHTHH MHKPOOPraHH3MH
Haemophilus influenzae
Moraxella catarrhalis
Neisseria wamoBe
Enterobacteriaceae
Pseudomonas mamoBe

* KnuHHUHATa e(MKACHOCT € A0KA3aHA 3a YYBCTBWUTEIHH H30JATH NpH OA0DpeHHTe KIIMHHUYHM

NOKa3aHus.
Bunpeku, 4e NHHE30NMI MNOKa3Ba M3BeCTHa in vitro akTuBHocT cpewy Legionella, Chlamydia
pneumoniae u Mycoplasma pneumonige, HAMa [OCTaTbYHO NaHHM 3a [a CE€ AOKAKE KIMHHYHA

e(PUKACHOCT.

Pe3nCcTeHTHOCT

Kpvemocana pezucmenmuocm
MexaHu3MbT Ha AeCTBHE HA IMHE30/IU] C€ pa3nrHuaBa OT TO3H Ha APYrHTE KNacoBe aHTHOHOTHUM. In
Vitro Npoy4BaHHATA C K/IKHUYHU U30/1aTH (BKJ1, METHLIMIHMH- PE3UCTEHTHU CTaQUIOKOKH,
BAHKOMHUUHH-PE3UCTEHTHU EHTEPOKOKHU H NEHHULHINH- U ePUTPOMHLIMH—PEIUCTEHTHH CTPEMTOKOKH)
MoKa3BaT, Y€ JIHHE3O0NH ] OOUKHOBEHO € aKTUBEH CpeLly OpraHu3MH, KOUTO ¢a PE3UCTEHTHU KbM €HH
WJIH MOBeYe OT JPYruTe K1acoBe aHTHMHKPOOHH NpOoayKTH.

Pe3HCTEeHTHOCTTA KbM AHHE3ONHUA € CBLP3aHa ¢ TOMKOBK MyTatMd Ha 23S rRNA.

Kakro e ycTaHoBeHO ¢ Apyrd aHTUOMOTHLIM, KOraTo €a Npyiaaraiy NpHy NauHeHTH ¢ TPYIHH 33
nevyeHue HHPEKUHH WK 33 NPOIB/DKUTE/IHM NEPHOAN OT BPEME, € JIMHE3O0NUA ca HabmoaaBa
HOBOBb3HUKBALUH TMMOHKWKEHHSA B YYBCTBUTENHOCTTA. IMa cHOOLIEHUS 32 PE3UCTEHTHOCT KbM
NTMHE30JIMI KbM €HTepOKOKH, Staphylococcus aureus v koarynaza-oTpyuaTenHu ctaguaoxoku. Tosa
0OHKHOBEHO € OUNO CBBP3aHO C NMPOABIIKUTEIHH KYPCOBE Ha JIEYEHHUE U C HAITHUHUETO Ha I
WUMILIAHTH WK HEApPEHUpaHu abLecwu.

Koraro pe3aucTeHTHH KbM aHTHOMOTHK MHUKPOOPraHM3aMH €2 YCTAHOBEHH B OONTHUYH
0coOeHa BAXKHOCT € 1a c€ NPEANPHEMAT MEPKH 33 KOHTPOJ Ha HHPEKLUHSATA.

Hudopmauua oT KIHHHUYHU UINHTBAHUS
[lpoyuBaHua NpH NEAUATPHYHATA MOMY/IALMA:




EduxacHoctra Ha nnHe3onna (10 mg/kg q8h) e cpaBHeHa B OTBOpPEHO NPOYUYBAHE C Ta3H Ha
paHkoMHLMH (10-15 g/kg q6-24h) npu neueHHe HA HHPEKLHY, ABKALLY C€ HA NOAO3UPAHH HITH
YCTAHOBEHH PE3UCTEHTHH [ paM-NonoxkUTENHH NAaTOreHH (BIJTIIOYHTENHO HO30KOMHAIHA MHEBMOHHA,
YCIOKHEHH HH(EKLIMM Ha KOXKATa H KOXHATa CTPYKTYpa, CBbp3aHa ¢ KaTeTbp Dakrepemus,
DaKTepeMHA OT HEU3BECTEH H3TOUHHK W APYTHY HHPEKLHH) NPH Jeua Ha Bb3pacT OT HOBOPOAEHH a0 11

roaMHu. KITHHHYHHTE YeCTOTH Ha H3JIEKYBaHe B MOMyJauMaTa, MOAX0As11a 3a KIMHHYHA OLEHKa, ca
89,3% (134/150) u 84,5% (60/71) cvoTBeTHO 32 NUHEe30nNUA M BaHKOMHMUMH (95% [IH: -4,9 ; 14,6).

5.2 @apMaKOKHHETHYHH CBOHCTBA

JIMHe30nMA ChABPXKA FNIaBHO (S)-THHE30/MHI, KOHTO € OMONOrH4HO akTHMBEH U ce MeTabosiM3upa 1o
HeaKTHBHH NPOU3BO/IHM.

Abcopbuus
JIunesonua ce abcopOurpa 6bp30 U A0 roasaMa CTeneH cnel nepopasneH npueMm. Makcumanuure

MN1a3MeHH KOHLEHTPALIMK ¢e JocTurat Ao 2 uaca cne npyvema. AbcomoTHata nepopanHa
ODHOHAIUYHOCT Ha AHHE30NHA (Chea NEPOPATHO UIIH HHTPABEHO3HO MPUIOKEHUE MPH KPBCTOCAHO
npoyueaHe) e mbaHa (npubnusuteano 100%). AbcopdumaTa He ce BIHAE 3HAUUMO OT NPHEM HA XpaHa
kaTo abcopOLMg Ha EPOPANHATA CYCNEeH3HA € NoAoOHa Ha Ta3H, NOCTUrHaTa ¢ PHUIMHUPAHHTE
TabnetkM. [Tnazmennte Cmax u Cmin Ha auHe3onna (cpeaHa u [SD]) B ctaunmoHapHo cbeTosiHME cnen
HHTPaBEHO3HO npuaoxeHue Ha 600 mg npa MbTH AHEBHO €A ONPEAESeHH CbOTBETHO Ha 15,1

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

B apyro npoyusate cnen nepopaneH npydeM Ha 600 mg 1Ba nbTH AHEBHO 10 AOCTHIAHE HA CTALIHOHAPHO
ceerogne Cmax W Cmin ca onpenenend cborBetHo Ha 21,2 [5,8] mg/l u 6,15 [2,94] mg/l.
CTaLMOHAPHO CLCTOSHUE €€ JOCTUra 10 BTOPHA JAEH HA NpUEMA.

PasnpeaeneHue
O0eMDbT Ha pa3npeaeneHHe B CTALIMOHAPHO ChCTOAHHE A0CTHIa cpeaHo oxono 40-30 nutpa npu

3[jpaBH BL3PACTHH HHOHBHAM U ce npubnmkasa no obeMa Ha OOLOTO BOAHO ChABPXKAHHE B
opraHu3Ma. CBLP3BAHETO C NMAa3MEHUTE NPOTEHHH € 0KONo 31 % M He 3aBUCH OT KOHLEHTpALMATA.
KoHueHTpauMuTe cnea MHOTOKPAaTeH MPHEM Ha JIMHE3ONH] Ca ONPEIC/IAHH B PA3IHYHH TEHHOCTH,
B3€TH OT OrpaHuyeH OpoH HHAMBHIH NpPU NPOYYBaHHA C JOOPOBOIUNH. CHOTHOLIEHHETO HA NHHE3OHA
B C/IIOHKaTa W B MOTTa cOpAMO IuiasMara € cboreeTHo 1,2:1,0 1 0,55:1,0. CroTHOowEHKeTO 32
MOKPHUBALLATa €NUTENIa TEYHOCT H aJIBEOJIAPHHUTE KNEeTKH B Oenute Apodose € choTBeTHO 4,5:1,0 1
0,15:1,0, namepeHo npn Cmax B CTaLHOHAPHO ChCTOAHHE. B Maiko npoyuBaHe 1npu JIMua ¢
BEHTPHUKY/THO-NEPHUTOHEATTHH LUBHTOBE H HEBB3NAJIEHH MEHHHIH CLOTHOLLIEHHETO Ha JIMHE30HA B
rpbOHAYHO-MO3BYHATA TEHHOCT cipsaMo niasmara npy Cmax e 0.7:1.0 cneq mHorokpaTeH npyem Ha

JHHC30JIUA.

buoTrpancdopmauus

JIvnezonua ce MeTabonusupa OCHOBHO 4Ype3 OKHCIeHHE HA MOPQOIHHOBUS NPBLCTEH, KOETO BOAM
rnagHo A0 oOpa3yBaHe Ha ABE HEAKTHBHH MPOM3BOAHH Ha KapOOKCHIOBATA KHCENHHA ¢ OTBOPEH
NPLCTEH: aMHHO-ETOKCHALIETHAOBO-KUcenuHeH MeTabonuT (PNU-142300) u xuapoKcHeTUI-TMHUHMHOB
(PNU-142586). XuapokcueTun-ramuuHoBHAT MeTabonut (PNU-142586) ¢ npeobnanasaimsa
MeTaCoHT NpH YOBEKA W CE CMATA, Ye ce 0fpa3yBsa upe3 HeeH3HMeH npouec. MerabonursT Ha
aMHHoeTokcnaueTHaTa kucennHa (PNU-142300) e B no-manko konnyecTso. OnucaHu ca v Apyr, no-
HE3HAYHTENHH, HEAKTUBHU METADOMHTH.

EnuMHHHpaHe
[Tpu naurenTd ¢ HopManHa 6uOpeuna QyHkuus win neka a0 ymepeHa 6vbpeuna Hen
JUHEZ0NMUA C€ €KCKPeTHpa MPEAMMHO B CTALMOHAPHO CHCTOAHHE HPE3 YpHHATA KaTo / Lﬁlﬂmt})‘\
(40%), HenpoMeHeno nexkapcTBo (30%) n PNU-142300 (10%). llpakTtHuecku Vs S L ..%\
HEMPOMEHEHO NIEKAPCTBO B M3MPAKHECHUATA, AOKaTo npubnuszurenHo 6% u 3% K TN

oTKpuBaT ¢choTBeTHO KaTto PNU-142586 n PNU-142300, pecnektusHo. Enumunaunogy
Ha JIKHE30/MA € CPEAHO OKOJIO 3-7 4aca.

OCTAERMHOLT,




HebbOpeunust KinpeHC Bb3NH3a HA MpUOIH3INTENHO 65% OT O0IWKMA KIHPBHC Ha JIMHE30AU.

Habmonasa ce Maika CTENEH HA HENWHEIRHOCT B KJIIMPbHCA NPH YBEJIHYaBaHEe HA JO3HUTE HA
NUHe3onua. ToBa H3MMEXKIa ¢¢ AbJKH HA NO-HUCHK ObOpeueH U HeOLOpeUeH KIHPBHC NPH NO-BUCOKH

KOHLEHTpaUHH Ha THHEe30KA. Bbnpeky ToBa pa3iMKaTa B KUIMPBHCA € MAIKA H HE PEPAEKTUPA BBPXY
NEACTBHTENHHUA NMONYKUBOT HA eIMMHHHUPAHE.

CneunanHu nonynaunu

[MauuenTtu ¢ 6u0peuHa HeaocTaTbyHOCT: Cnen eaHokpaTHHU A03u ot 600 mg nma 7-8-kpatHo
YBENHYECHHE B EKCMIO3MLIMATA HA 1BATA OCHOBHH METa0OIUTa HA MMHE30AUA B MN1a3MaTa NPY NALHCHTY
C TexKa 6bOpeyHa HeJOCTaTLUYHOCT (T.€. KpeaTHHHHOB KIHBPBLHC <30 ml/min). Benpeku ToBa He ce
HabGmonasa yeenuueHue Ha AUC Ha HENPOMEHEHOTO NEKAPCTBO. BuNpeky, Ye uMa U3BECTHO
OTCTPAHABAHE HA OCHOBHHUTE METAOONIMTH Ha THHE30IHA, YPE3 XEMOAHANIN3A, M1a3MEHUTE HUBA Ha
MeTabONHTHTE Ciel eAHOKPATHH 103H 0T 600 mg ce 3anas3Bar 3HaYMTEHO MO-BHCOKH Clle AHAIW3a B
CpaBHEHHE ¢ Te3d, HaOM0aBaHH MNPH NAUHEHTH ¢ HOpMaHa OBOpeuHa QYyHKLUMSA MIIM C JIeKa 8O
yMepeHa ObOpeuHa HeqOCTATbYHOCT.

[1pu 24 nanuneHTH ¢ Texkka 6bOpeuHa HeaOCTATHUHOCT, 21 OT KOMTO Ha PeIOBHA XEMOAUANN3A,
MHUKOBHTE NMJIa3MEHY KOHLIEHTPALIMK Ha ABATa OCHOBHK MeTabonuTa ciiell HAKOJIIKOAHEBEH NpHEM ca
0k0J10 10 NbTH NO-BHCOKH OT TE€3H, HAONIOAABAHM [TPH NALIMEHTH C HopMallHa 0bOpeuHa DyHKLMA.
[T1koBUTE NNa3MEHH HUBA HA JIMHE30/K] HE Ca 3aCETHATH.

KnyHnyHaTa 3Ha4yMMOCT HA Te3M HAOMIOAEHHA HE € YCTAHOBEHA, Thil KaTO NOHACTOALLEM €3 HATHLEC
CaMO OrpaHHuY€HH AaHHH 32 Oe3onacHocTTa (BXK. TOUKH 4.2 U 4.4).

[NauneHTH ¢ YepHOAPOOHA HEAOCTATLYHOCT: OrpaHKUYeHU AAHHU COYAT, Ye PapMaKOKHHETHKATA Ha
nunrezoaun, PNU-142300 u PNU-142586 He ce npoMeHA MpH NaUHEHTH ¢ JieKa 10 yMepeHa
yepHoapoOHa HegocTaTh4HOCT (T.€. Child-Pugh knac A wan B). He e npasena oueHka Ha
dhapMakOKHHETHKATA HA JIMHE30/IM] NPH NMaLKHeHTH ¢ TeXKa yepHoApoOHa HeaOCTATBYHOCT (T.€.
Child-Pugh knac C). Bbnpeku ToBa He ce 0Makpa HApyLUEHHATA B 4epHoApoOHaTa dyHKLHA Aa
IOBNHUAAT 3HAYHMO METADOMH3Ma Ha JIHHE30MUA, Thi KATO TOH ce METabONIH3NPa YPE3 HEEH3UMEH
npouec (Bxk. TOUKH 4.2 u 4.4).

[leanatpuuna nonynauus (<18 rognnsn). Hama gocratsuHo nanHu 3a 6e3onacHocTTa M epUMKacHOCTTa
Ha JIMHE30JMA NPHU Aela U IOHOWH (<18 roauHH) H 3aTOBa NPHICKEHHETO HA JIMHE30NH B TA3H
BL3PACTOBRA IPYNa HE € NMPenopbuHTENHO (BHX TouKa 4.2). Heo0x0aHMH ca NOMbAHHTEHH
Npoy4BaHKA, 3a /12 CE€ YCTAHOBAT NMPENOpPLKH 3a Oe3onacHa u edekTHBHA 103UpoBKa. [IpoyuBanusaTa
BbPXY papMaKOKHHETHKATA NOKA3BAT, Y€ C/1e] €AHOKPATEH M MHOIOKpaTeH NpYeM nNpH aeua (|
ceAMHLA 10 12 roaHK) KIKPBHCHLT Ha nuHe30nH] (Ha 0a3zara Ha kg TEREeCHO Terno) € No-BUCOK NpH
neAHaTPUUYHHTE MALUEHTH, OTKOIKOTO MPH Bb3PacTHH, HO HAMAJIABA C YBEJIMYABAHE HA BbL3PACTTA.

[lpn aeua Ha BB3pacT oT 1 ceamuua no 12 roausn npunoxeHnero Ha 10 mg/kg Ha Bceku 8 uaca
AHEBHO MOKa3Ba eKCMo3KWumsg, NnoaodHa Ha Ta3u, KOATO ¢e noctura ¢ 600 mg ABa NbTH JHEBHO NPHU
Bb3pPaCTHH.

[1py HOBOpOAEHU HA BB3PACT A0 | ceAMULIA CHCTEMHHAT KNUPBHC Ha TMHE30auA (Ha Oa3aTa Ha kg
TEAECHO TErN0) ¢e NOBHILUABA OBbP30 Npe3 MbpeatTa CeaMHLA OT XKHBOTA. 3aTOBA HOBOPOACHMTE,
nonyyasauu 10 mg/kg Ha BCekn 8 waca AHEBHO, LLIE UMAT HAM-BUCOKA CUCTEMHA €KCNO3MUMA HA
NbPBUA ACH_OT paxaaHeTo. Bbrnpeku TOBa HE ¢ O4aKBA MPEKOMEPHA KyMYAAaLUUA APH Ta3H CXEMa Ha
NMbpBAaTa CEAMMULA OT XKHBOTA, Thi KATO KIMPBHCHT C€ NOBULLABA OBP30 Npe3 TO3H NEpHOA.

Bb3pacTHHCNEA NpyemM Ha ao3a oT 600 mg. 3aTosa roHowKTE, Npyemauy 600 mg Ha B
AHEBHO, 1€ UMAT ChILATA €KCMNO3ULIMA KaTo Ta3M, HabmoaaBaHa MPH Bb3PACTHH, MPpHE

N03HPOBKA.




[Ipy neamaTpuuHK NAUWEHTH C BEHTPUKYJIONICPUTOHEANEH LUBHT, HA KOHTO OfiXxa fPUNOKEHH
avHesonua 10mg/kg Ha 12 yaca uav Ha 8 yaca, NPOMEH/IMBM KOHUECHTPALMM Ha JIMHE30n4] B
uepebpocnuHanHara teyHoct (CSF) ca HaOnmogasaHu OMNO ciaen €JHOKPATHO WM MHOMOKPAaTHO
NpUIoKEHHE Ha JIMHE30AKMA. He ¢ca OWIM NOCTHIHATH MOCTOAHHH TEPANEBTHUHH KOHLUEHTPALHH WU
nogaopxanu B CSF. ETo 3a1m0, He ce npenopbyBa ynotpedara Ha JIHHE30KA 38 EMITHPHUYHO JIEYEHHE
Ha NeJIHATPUYHH NALUEHTH C HHPEKUKMHU HA UEHTPASIHATA HEPBHA CHCTEMA.

[lauvieHTH B cTapyecka Bb3pacT: DapMaKOKHHETHKATa Ha JIMHE30AW HE CE MPOMEHA 3HAUUTETHO MPH
NalMEHTH B CTapuyecka Bb3pacT Ha 65 Y NO-Bb3PACTHH.

JKenu: XeHute UMaT MaNKo NO-MaitbK 00eM Ha Pa3snNp€aACACHHE OT MBIXXCTE H CPCAHHAT KIIHPBHC CC
HamasaBea ¢ okono 20% NMPH KOpHUIrHpaHEe ClIpAMO TENCCHATA MacCa. [lnasmenunTe KOHLUCHTpPalHH Ca Mo-
BHCOKH IPH KEHUTEC H TOBG MOXE YaCTHYHO [1a CC OTAAAC HA PAIHKUTE B TENCCHOTO TCIO. ToiA KaTo,
063'—13, CPCOAHHUAT NONYXKHUBOT Ha JIMHE30/1MA HE CE Pa3/iIH4aBa 3HAYHTCIHO NPH XKCHA H MBAKCE, HE CC
O4YaKBa NJ1asME€HHUTEC KOHUCHTPALLHH MMPH XKEHHUTE 1d CC NOBHULIAT 3HAYHMO HAl TC3HU C JOKA3aHa
NMOHOCUMOCT H, CNI€JCBATE/THO, HEC € HeoOXoauMa KOPCKLINA Ha A03aTa.

53 IIpeak/IMHHYHA AaHHA 332 §e30NacHOCT

JInHe3onua HamanaBa GepTHINTETA H PENPOAYKTHRHATA CMOCOOHOCT NPH MEBXKKH IUTHXOBE NPH HUBA
Ha eKCNO3ULIHg, NPHONU3UTENHO paBHH HA Te3H NpH Xopa. [1py NonoBo 3penn KUBOTHH TE3H epeKTH
ca obpaTUMH. Bbiipeku TOBa NPH MAaaH XKHBOTHYU, TPETUPAHHU C JIMHE30NH NP3 NOUYTH LUCTHAT
Nnepyo Ha NONOBO Ch3psABaHe, Te3u edexTu He ca u3veananu. Orbenszanu ca abHopMua mopdonorus
HA CMIEPMATO30MANTE B TECTHCHTE Ha 3peJid MBXKH IITBXOBE U XHNEPTPodHa U xunepniasus Ha
eNUTEHA KNETKH B HAICEMECHHHUKA. JIMHE3014A BEPOATHO NOBAUABRA CHIPABAHETO Ha
CMEPMATO30MAHTE NMPH NNbXOBETE. [JoOaBAHETO HA TECTOCTEPOH HE NOBNHABA MEAHUPAHUTE OT
nuHe30ua edekTH BbpXy deprunurera. Xuneprpodua Ha HAACEMEHHUKA He € HaDnoaBaKa npu
Ky4eTa, TPETHPAHH B NPOILIKEHHE HA €AHH MECELL, BBIIPEKH H€ NPOMEHUTE B TEITIOTO HA APOCTATAaTA,
TECTHCUTE H HAACEMECHHHKKA Ca OWNH BHAUMH.

[Ipoy4BaHHATA 3a pENPOAYKTHBHA TOKCHYHOCT NIPH MHULLIKH U TUTLXOBE HE AaBaT NOKA3aTEJICTBA 3a
TepaTOreHeH eeKT MPH HHBA HA €KCNO3HLIHA CHOTBETHO 4 MbTH NMO-BHUCOKH WIH PABHH Ha TE3H MpH
xopa. CbliuMTE KOHLUEHTPALUMK HA JIHHE30AKM Ca NOKA3alH TOKCHYHOCT BLbpPXY MaHKara MpH MHIIKH U
ca CBbP3aHH C MOBHLIEHAa EMOPHOHATHA CMBPTHOCT, BKIIOYHUTENHO 3aryba Ha LANOTO MOKOJEHHE,
HaMaJIsBaHE Ha TeJIeCHATa MAaca Ha I104a H U30CTPAHE HA HOPMAJIHATA MeHETHYHA NPEeAHCNO3HLIMA
KbM CTEPHAIHH NPOMEHU B NOKONEHUETO Ha MHuikuTe. [IpH nubxoBe ce oTbenaspa ciabdba TOKCHYHOCT
NpH MaifkaTa NpH NO-HUCKH KITMHHUYHY EKCIO3ULIMH. 3a0ena3Ba ce neka (peraiHa TOKCHUYHOCT,
H3pa3cHa KaToO HaMaJIeHO Terjl0 Ha oaa, NoHkeHa ocuHKaLra Ha rpbaHAaTa KOCT, HaMalleHa
BEPOATHOCT 33 OLENABAHE HA MAJIKMTE H JIEKO 3aKbCHEHHE B Ch3pABaHETO. [IpH YudTOCBaHE ChIUMTE
TE€31 MAJIKY NOKa3BaT 0OpaTHMO A030-3aBHCHMO YBEJMYEHHE Ha Npe-UMIUTaHTaUMOHHAaTa 3aryba ¢bue
ChOTBETHO HaManseaHe HAa depTunnTeTa. [1pK 3aliuK HAMAEHO TENECHO TEIIO Ha TUIOAA €
YCTAHOBEHO CaMO IMPH HATHYUE HA TOKCHYHOCT MpPH Makkara (KIMHHHYHH CHMOTOMH, HAMAJICHO
MOKauBaHE Ha TENECHO TErNO H KOHCYMaUMs Ha XpaHa) Npy HUCKU HUBRA Ha ekcno3uuug (0,06 nbTH B
CpaBHEHUWE ¢ NPEABHACHATA €KCMO3ULUA NIPH YoBeKa, Ha 6a3a Ha AUC. U3aeecTHO e, Ye BHABT €
YYBCTBHTE/ICH KbM €(PEKTHTE HA AHTUOMOTHLIM.

JIMHe301Ha ¥ HEroBUTE METAOONUTH CE EKCKPETHPAT B MJIAKOTO Ha KbPMELLH TUTbXOBE U
HaOnOJaBaHUTE KOHLEHTPALIMY €a NO-BUCOKK OT TE3W B MaliUMHATa Iasma.
JIuHe3onua npeau3BUKBA 0OpaTUMa MHENOCYNpeCHs NPU TUTbXOBE K KYYeTa.

[Ipy n1BbXOBE, HA KOMTO € NPHIOKEH NEPOPATTHO JTHHEZ0AUA 3a 6 Mecela, ce HabmonaBa HE
MWHHMAJTHA 10 YMEPEHA aKCOHHA AereHepaumnsa Ha cenanuiuHnte Hepeu npu 80 mg/ke
MMHHUMATHA AereHepaLua Ha CeaTMIHHA HepB € HabnoAaBaH CbLUO NPH | MBKKH €
TOB2 HUBO Ha J03UpaHe NpH 3-meceuHa MeXXauHHa Hekporicua. [lposeaeHa e uyscT
MopdoNorHiHa oleHKa Ha nepPy3uaTa Ha PUKCUPAHUTE ThKAHH 33 U3CNEABAHE 3a ﬁa _

AereHepauma Ha OMTHYHUA HEpPB. YCTaHOBEHA € MUHMMAa/HA 10 YMEpPEHa aereHepatl g& mﬁhﬁﬁm o




HepB NpH 2 0T 3 MBIKKK eK3eMpadpH ciel 6 MeceuHa 1O3MPOBKA, HO MPAKATA BPb3Ka C JIEKAPCTBOTO €
HECHIYPHA NOpaJH OCTPATa HA HAXOAKATA W HEHHOTO acCHMETPUYHO pasnpeacncHue. Habnionasanara
JETeHEpaLHa MUKPOCKONCKH € 6una cpaBHHMa CbC CTIOHTAHHATA €AHOCTPAaHHA ACT€HEPaLIMA HAa OUHUA
Heps chOOIIABaHA MPH CTAPEELIH LTHXOBE H MOXKE Aa € ODOCTpAHE Ha OOHYAITHO U3MEHEHHE.

[peaknMHUUHKTE JaHHM, Ba3MpaHH HA OOWONPUETUTE METOAH 3a H3CIEABAHE HA TOKCHHYHOCT NPH
MHOTOKPaTHO NPHIOKEHHE H NFEHOTOKCUYHOCT, HE MOKa3BaT 0cOOEH PHCK 3a XOpa, OCBEH TE3H,
MOCOUYEHH B APYTd TOYKM HA Ta3H KpaTKa XapaKTEpuUcTUKa Ha npoaykTa. [IpoyuBaHua 3a

I{apl],HHDFEHHOCT/DHI{DFEHHOCT HC Cad NIPOBEXKIAHH MNOopaadH KPAaTKHA MNCPpHOI HA MpHAaraHc d JIMNncarta
Ha FEHOTOKCHYHOCT.

6. PAPMAINEBTHYHHU JAHHH
6.1 ChnHchbK HA NOMOIMIHATE BEMECTRA
Siapo va rabnerxara:

Mukpokpucranna uenynosa

[{apeBUUYHO HULECTE

HuwecteHn vatpues ravkonar (tun A)
Xuapoxkcunponun uenynosa (tun EF)
Marue3ues creapat

OUAMOBO NMOKPUTHE:

Xunpomenosa 3 mPas
Turanos anokcHa (E171)

Makporon 6 000

Tank

6.2 HechLBMeCTHMOCTH
Henpunoxkumo

6.3 Cpox ma rogaocr

5 roauHHU

6.4 Coennajanu ycloBHA 32 CbXpaHeHHe

To3H IeKapCTBEH MPOAYKT HE M3UCKBA CNEeLHaNHH YCIOBHUS HA ChXPAHEHHE.
6.5 Buaa R chbabLpKaAHAE HA ONAKOBKATA

Baucrep (PVC/PVDC//Anymunuit): 10, 20, 30 punimupanu TabneTky, B KyTus.
He BcHuKkKW BUIOBE OMAKOBKM MOrat sa O6baaT nycHaTH Ha nasapa.

6.6 CpnenHanuu npeNa3Hd MEPKH NPH H3XBLPJIARE

Heu3non3BaHMAT eKapCTBEH NPOAYKT WK OTNaABYHHTE MATEPWIIH OT Hero TpsdBa na
B CbOTBETCTBHE C MECTHUTE U3UCKABAHMAL.

7. NMPUTEXATEJ HA PAZPEIIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, gmarjeska cesta 6, 8501 Novo mesto, CnoBeHus




8. HOMEP(A) HA PASPEUIEHHUETO 3A YIIOTPEBA

Per. Ne: 20150383

9 JATA HA ITbPBO PASPEIIABAHE/IIOJJHOBABAHE HA PAZPELIEHHUETO 3A
YITIOTPEDBA

Jlata Ha nbpBO pa3pelwuaBaHe Ha ynorpeba: 13.11.2015
JlaTa Ha nocneaHo noaHossBaHe: 13.05.2020

10. JATA HA AKTYAJILBUPAHE HA TEKCTA

30 Maii 2025

[Moapo6Gxa uHpopmaLMs 3a TO3M IeKapCTBEH NPOAYKT € NpeAocTaBeHa Ha yebcaitra Ha M3mbinurenna
Arenuus nio Jlekapcreara (MAJI) http://www.bda.bg.




