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KPATKA XAPAKTEPUCTUKA HA NMPOOYKTA
ZYVOXILY 600 mg tablels

1. TbPIOBCKO HANMMEHOBAHHE HA JIEKAPCTBEHHUA ITPOAYKT

W3MLAHUTENHA ATEHLUS N0 NEKAPCTBATA |
Kpamxe xapaxmepucmua ne npodysma - lpunoxenus 1

ZYVOXID® 600 mg film-coated tablets
3UBOKCHJI® 600 mg dunmupanu TabneTn
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2. KOJIMYECTBEH U KAYECTBEHR CHCTAB
Bcaka tabnetka cwavpxa 600 mg linezolid.

3a NOMOLLHHUTE BellecTBa BXK. 6.1.

3. JEKAPCTBEHA ®OPMA

dunmvpara Tabnerxa

Benu, oBanuyn tabnerkut, Mapkupann cbe “ZY VOXID 600 mg” ot eanara cTpana

4. KINHHHYHHA TAHHH

4.1 Nokaszauna

Ho30xkOMHanHa rnHeBMoHus
ITnesmonus, npuaodbuTta B 0011eCTBOTO

Zyvoxid e nokazaH 3a NedeHde Ha nHesMOHUA OpuanOuTa B OOWECTBOTO K HOBZOKOMHANHA NHEBMOHWA,
KOTaTo € H3BECTHO KN Ce NIPEAnonara, 4 ca NpUYNHEHH! OT YyBCTBUTEAHN [ pam-nonoxuTenHy Oakrepun. [pu
onpepensHe Aanu Zyvoxid € NOAXOAALY 33 JANCHO JieYeHHe ¢ HeoDXOAMMO Ja ce B3eMar NPEABN] pe3yNTaTHre
OT MHKPOOHMOJIOrHYHUTE TECTOBE UM JIAHHHUTE 3a MpeBaiupalla Pe3HCTEHTHOCT KbM anTHOAKTEpHANHA - AreHTH
cpen IN'pam-nonoxcutentHu 6akrepun (Bx ChiNO TOMKA 5.1 3a NOAXOARLUHUTE MHKPOOPIaHH3MH)

Linezolid He e aktupen cpewy undexunn, opudnHens or ['paM-orpuuaTennn natoreHu. Tpabpa aa ce
3aN04YHE €AHOBpPEMEHHO cneuupuuHa Tepanusa cpeuty I'paM-oTpHUATENHH NATOMEHH, ak0 € A0Ka3aH WM ce

npeanonara I pam-oTpuuaTeneH naTore .
YenoxHeHd HHPEKIHN Ha KOXKaTa H MEKHTE TEKAaHH (BX. Touka 4.4)

Zyvoxid € nokasaH 3a JIe4eHHE Ha YCIHOXHEHH HMHGEKHUHH Ha KOoKaTa K MEKHTe ThbKaHH, CAMO KOraTo
MHKpOOHONIOrHYHHTE TECTOBE AOKA3BaT, 4e¢ HHPEKUHATA € NPHYHHEHA OT YYyBCTBHTENHA [ paM-NonoxkurenHa
Oaxrepus.

Linezolid ne e axrusen cpemy wndexumu, npuunsenn ot Dpam-oTpuiiatentn natorenn. Linezolid TpAOBA
JAa ce H3NON3Ba NPH NAHWEHTH C YCAOXKHEHH MHGEKIIHH Ba KOXKATA H MEKHTE ThbKAKH, TIPHYHHEHH OT H3BECTHH
MM BB3IMOMKHH CBI'BPTCTBALUM ["paM-OTPHLATEHH OPraHH3MH, C€aMO aKe HAMA HAJNHYHYU - ATTEPHATHBHH
TepanesTAYHH Bb3MOKHOCTH (BXK. Touka 4.4). Ilpu Te3u obcroarTencTrsa Tpabsa za 3aN109HE_EAHOBPEMEHHO

nevyeHne cpeiy I'paM-OTPHUATENHHTE OPraHH3MH.




KPATKA XAPAKTEPUCTUVKA HA NMPOAYKTA
ZYVOXID™ 600 mg tablets

Linezolid TpsbBa na ce 3anousa camo B GonHWuHa oOCTAHOBKA W CNEJ KOHCYNTALMA CHC CbOTBETEH
CNELHATIHCT N0 MHKPOOHOAOTHA NAN CNELHANHCT N0 HHPEKUHO3HN BonecTH.,

Tpnadsa na ce HMAT NpeABH] OPHUHAAHNTE NPENOPEKH 32 MOAX0AAIN naﬁnp HAa aHTHOAKTEpPHANBN
cpeacTea.

4.2 Jo3Hpane U HAMMHH Ha NPRJIOKEHHE
Tepanusata cbhe Zyvoxid moxe Aa 6bae 3anoyHaTa ¢ NapeHTEpanHaTa UM NepopanHara Gopma.

[TaurenTH, KOMTO ca 3aNOYHANH JIEYCHHE C NMapeHTepanHara (JOpMa, MOTAT Aa NPEMHHAT Ha NepopanHa
¢opma, koraro e KNAWHUYHO nokasaHo. [Ipy Takmea cayuyan He ce Hanara ajanTupaHe HAa A03aTa, ThH KATO
linezohd uma nepopanta 6uoHannunocT npubnuantento 100%.

IIpenopesumenna 003uposxa & RpodBLAICUMENHOCH HA NEYCHUEMO NPU SLIPACIIHY:
HpOABJBKHTERHOCTTa HA JICYEHUETO 3aBHCH OT NATOreHa, MACTOTO Ha HHQEKUHA ¥ TEXKECTTa; KaKTO U OT
KNHHUYHHA OTTOROP HA MALUMHEHTA.

Chensauidre npenopbkH 3a NPOABL/KHUTENRHOCT Ha JIEUEHHETO c€ 0asHpaT Ha Te3sW, H3NON3BAaHH NpH
KIRHHYHHTE npoy4BaHui. [lo-KpaThk pexxuM Ha neueHne BEPOATHO € NOAXOAAL NPH HAKOM BHAOBE HH(EKLIHM,

1O He e Oun OUCHCH NTPH KIIHHHYHH NpOoYy4YBaHNA.

MakcHManHaTta NpoALDKNTENHOCT Ha NeveHHeTo € 28 aHu. besonacHoCTTa n edekTHBHOCTTA Ha linezolid,
NPHNOXKEH 32 NEPHOIH, MO-ABLATK OT 28 IHH, HE Ca YCTAHOBEHH (BXK. Touka 4.4),

He ce npenopbura ysenHuaBaHe Ha [A03aTAa WIM NpPOALHKHTENHOCTTA HA NEYEHHETO NPH HHMEKIHN,
CBBbP3aHN CHC CHITBTCTBAINA DakTepHeMHus.

IlpenopbunTenHara n03a € €AHaKBa H NpU UHGYIHOHHIS PA3TBOP, H NpH TadNeTKUTE U € KAKTO CeABa:

. |

Hpﬂnmmm;m nh

Hudexnun
pexn 1 B Aosnponka JEeSCHHETO
HosoxomMuanHa naeBMOHHS
TTneBMOHHMS, NPHAOOHTA B 600 mg nBa MLTH AHEBHO
o6wecTBoTO 10 — 14 nocnenoBaTenHK AHK

bl - -

YcnoxHenn uHdexunn Ha
KOXKara ¥ MeKATe ThKaHH

v . e . il ki i ol

600 mg a8a N'bTH AHEBHO

Aexa: Hama nocTaTbyHO JaHRM 3a Oe3onacHocTTa M edexTuBnoctta Ha linezolid npu aeua » noapacTsauy
(< 18 ronunu), 3a aAa ce npenopbya Jo3upoeKa (BK. Touka 5.2). [Topaau ToBa ke ce npenopbusa ynotpebara Ha
linezolid npH Ta3u BBL3pacToBa rpyna, JOKATO HE Ca HANMYHH JONBIHHTENHNA JaHHH. |

Hayuenmu ¢ nanpeonana e¢v3pacm: He ce nanara azanTHpaHe Ha J03aTa.

Hayuenmu ¢ 6vbpeuna nedocmamvunocm: He ce Hanara ananTupane Ha z103ara (BX. Touku 4.4 1 5.2).




KPATKA XAPAKTEPUCTVKA HA NMPOOYKTA
ZYVOXID™ 600 myg tablets

metaboaura Ha linezolid npu naunenTy ¢ Texka 6LOpeuHa HepoctaTbuHoCT, linezolid Tpabea pa ce npunara
BHHMATEIIHO NPY TE3H NALMEHTH M CAMO KOraTo O4YaKBAHATa NOJI3a NPCBULLABA TCOPSTUYHUA PUCK.

Ilpy nmaumentH Ha avannsa linezolid Tpsbea aa ce npunara cnea npouenypara, Twvil kato okojio 30% ot
npunoXxxenara no3za linezolid ce orctpanaBa 3a 3 uaca xemoauanusa. OcHoBHuTe MeTabonuTi Ha linezolid ce
OTCTPAaHKBAT A0 ONPEAeneHa cTeneH ypes xemoananusa. Benpexn TOBa KOHUSHTPAUMHUTE Ha Te3W MeTabonuTH
C€ 3ana3BaT 3HaUHUTENHO NO-BHCOKH CNEJl AHaNN3a, OTKOAKOTO TE3W, HAONONaBAHW NPH MALWHEHTH C HOPMAIHA
6b0peuna dyukina Unn Neka Ao ymepeHa 6pbpedna HEAOCTATHLYHOCT.

flopaan ToBa linezolid Tpabea na ce M3NOA3Ba ¢ OCOGEHO BHMMAHME NPH NALHEHTH ¢ TexKa ObOpeuHa
HEAOCTATHYHOCT HA AUANH3a U CAMO KOraTO O4YaKBaHaTa NoJi3a MPeBHLLIABA TEOPETHYHHA PHCK.

Jo MOMeHTa HAMA ONHMT C NpWIOXKEHHeTo Ha linezolid npyn nauneHTH HA NpoAbJUKHTENHA amOynaTopHa
neputoHeanna auanuza (CAPD) nnu anrepHarnBHo nedeHue Ha OnOpeuHa HEZOCTATHLYHOCT. (PANIHYHO OT
XEeMOJAHANH3a).

ITayuenmu ¢ uepnodpobna nedocmamvurocm: He ce Hanara aantupade Ha n03ata. Bonpeks Tosa nma
OrpaHiyYeH KNHHHYHH JaHHH K ce npenoprypa linezolid aa ce H3NOA3BA NPH TaKHBA NMALHEHTH CAMO KOrarto
O0YaKBaHaTa I1oJ3a NpesyilaBa TEOPETUHHNS PACK (BXK. TOUKH 4.4 n 5.2).

Hayun ﬂ @ NPpUROHCEHUE.

IMpenopsunrentara no3a linezolid ce pbBexa HHTPABSHO3HO HIH NEPOPanHo ABa NbTH AHEBHO.

ITsT Ha BBBEXJAHE: NEPOPANHO NPHACKEHHE
Dunmupaunte Tabnerxku MoraT aa ce npueMar ¢ uau 6e3 xpasa.

4.3 IIpoTHBONOKA3AHMSA

CBpBLXYYBCTBUTEINHOCT KbM linezolid mnu xbM HAKOE OT ROMOLHNTE BetlecTBa {BHXK Touka 6.1).

Linezolid ne TpabBa aa ce u3NOA3BA NpM MNAUMEHTH, KOHTO B3EMAT JEKApCTBO, nnxliﬁupamn
MOHOaAMHHOOKCHIAa3NTe A wiu B (Hanp., phenelzine, isocarboxazid, selegiline, moclobemide) uan mo ase
CEAMHIIA CJie] npuiarale Ha TaKOBa NEKapCTBRO.

AKO HAMa BB3MOXHOCT 33 CTPHKTHO HaGMOACHHE H KOHTPON HA XPbBHOTO Hansraue, linezolid He 1pabsa na
Ce NpHnara ApK NALMEHTH B CACKHHUTE KNIHHHYHK CHCTOSHHA KIH CbC CACHHHTE THNIOBE CHITHTCTBALO JIEUCHHKE:

- [lanuenTH c HEKOHTpONHpaHa XUNSPTOHNA, (LOXPOMOLIHTOM, KaPLMHOK, THPEOTOKCHKO3a, OunonapHa
Renpecua, mH3oadeKTHBHH Pa3cTpoHCTRa, OCTPH CLCTOSHMA Ha 0OBpKBaHE, |

— TlanmenTH, AIpHeMalll KOSTO M Aia € OT CASAHATE NeKapcTBa: HHXUOUTOpH Ha 06paTHHS 3aXBaT HA
CEPOTOHMHA, TPHLUHKINYHH aHTUACNPECAHTH, cepoTOHHH S-HT, peuenTopHu aroHHCTH (TPUIITaNH), NMPEKH U
HENpeKH CUMNAaTHKOMHMETHLM (BKN. aapeHepruyHuTe SponxoannartaropH, pseudoephedrine u
phenylpropanolamine), pasonpecusun arents (Hanp., epinephrine, norepinephrine), AoNaMBEHEPryYHNY areHTH
(Hanp., dopamine, dobutamine), pethidine unn buspirone.

JIaHHHTE OT ONKTH C XHBOTHH Npeanonarar, 4e linezolid H HeroBuTe MeTaGONHTH NPEMUHABAT B KbpMATa H

CHOTBETHO KbPMEHETO CJIeABa J1a Ce CNpe NpeaM Aa ce 3ano4HE H No BpeMe Ha neueruero ¢ linezolid (sk. Touka
4.6).

4.4 Cnennanvn NPOTHRONOKAZAAAN H CNCHNANHY HpeAynpeXRAeHHs 3 ynorpeba
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KPATKA XAPAKTEPUCTUKA HA MPOOYKTA
ZYVOXID™ 600 mg tablets

Linezolid e obparumM, HecenekTuBeH MoHoamuHookcuaaseH (MAQO) uuxuburop (MAOIL). Ho npn ao3u,
H3NON3BaHH 3a aHTHOAKTEPHANHA Tepanua, He NPeAN3BUKBa aHTU-AeNIpecuBeH edekT. Mma orpanvyeHn annu
OT NPOYYBAHHATa 32 NEeKapCTBEHH B3anmoneicTus 1 besonacuocrra Ha linezolid npn npunarade npu nauHesTH
B NOJOOHH CbCTOAHHA W/UNNM HA CBHITBETCTBALLG REYEeHUE, KOUTO MoraT Ja ObAaTrT K3N0XEHY HA PHUCK B PE3YNTaT
Ha MAO nuxnbupane. I'lopaau ToBa He ce npenopbuea ynorpebara Ha linezolid B Te3n cayyan ocBeH ako He e
BL3MOXXHO HENMPEKLCHATO HaOMOASHVE H KOHTPONIHPAHE HA NeKyBaHAd NaUHEHT (BX. Touka 4.3 » 4.5).

- Mauunenture Tpabsa A3 H6BJaT NOCHBETBAHH JIa HE KOHCYMWPpAaT FOJIEMH KOJMYMECTBAa XpaHa, forara Ha
THpaMHH (BXK. ToukKa 4.5).

HabGnionaBsann ca ciydan Ha wMuenocynpecHs (BKJA. AaHEMHs, NEBKONEHYA, MNAHUHTONCHHUA H
TpoMoOOouUTONERHA) MIpH nauuenTH, npnemawmy linezolid. B npocnenenure cnyuan caeli CAMpPAaHETO Ha
linezolid 3acerdarnre XeMaTONOTHUNY TApaMeTPy £€ BL3CTAHOBABAT /0 HMBATA OT NPEAHN NEYSHHETO. PHCKDT OT
Te3H €(PeKTH € CRbp3aH ¢ NPOABLIKHTENHOCTTA Ha JieueHHe. TpoMOoIHTONEHNA MOXKe Aa Ce NMPOABH T10-4ECTO
ApH NalHeHTH ¢ Texxka ObOpeuna HeaocTaTLMHOCT, O€3 3HaYeHHE JANW ce npunara Avanusa unu He. [lopaam
TOBa Ce NpPENnOphYBa NOCTOSHEH KOHTPON HA XPBHBHATA KAPTHHA NPH NALHCHTH, KOKHTO:

-MMaT Be4e CbLISCTRYBALlA AHEMHA, MPaHYNOLUMTONEHNA HAK TPOMOOUNTONECHHS,;

-CA Ha CHIIBTCTBALRA TEpalyA C AEKapCTBa, KOHTO MOrAT ja HaMangT CTOHHOCTUTE Ha XemornobuHa, Aa
HaManAT Opos Ha KPBBHHUTE KJETKH HIIK [a 3acerHar Opod Ha TPOMOOLIMTHTE UK TAXHATA QyHKIMA,

-AMAT Texka 6bOpetHa HeAOCTATBYHOCT;

-ca Ha Tepanua noseue oT 10-14 auu.
~ Linezolid Tpabpa na cc nmpunara yipM TAaKMBa NALHEHTH CaMO TpH Bb3MOXKHOCT 3a Henpemum CRejAeHe Ha
xemMoriobHHA, KpbBHATA KapTHHa 1 Opos Ha TPOMOOLHTHTE.

" Tlpw nosiBa Ha 3HAYMMA MHENOCYNpecus N0 BpeMme Ha Tepaiua ¢ linezolid, nevennero Tps6sa za Gwae
GMpPAHO OCBEH B Cy4aH, KOTaTO NMPOALIKABAHETO Cé CMETHe 3a aGCoMoTHO Heobxoaumo. B Toan cuywaili e
HeoGX0AMMO MHTEH3HBHO MNpOC/iCAsBaHe Ha KPbBHATA KAPTHHA M BKJIIOYBAHETO Ha MOAXOMAUIM TOAXOAH 33
NPOBESXKAAHE HA JSYESHHETO. | o

B onbAHEHUS, [PEenophvBa C€ IIbIAHATA KPbBHA KapTHHa (BKHOYUTENHO HHBO Ha XemornoOmH,
TpOoMOOUHTH, 001 Gpof NeBkounTH ¢ ZndepeHUHANTHO OpOEHE) Aa ce NPOCACAABA eKECENMUYHO TIPH nauuelml
xouTO npuemar linezolid, HesaBMCHMO OT H3X0AHATA KPBBHA KapTHHA.

ConobmasaHo e 3a JaxTaTHa auWac3a npH npuiaoxedHero Ha linezolid. [lanweHTH, koHTO pa3sBHBAT
NpU3HAUH W CHMIITOMY Ha MeTabORMTHA auMAO3a, BKIMOYHTENHO PELUMAUBHPAUIC rafcHe MIH NOBPLINARE,
abaoMunanna 6onka, Hucko GuxapboHATHO HMBO WK XMNEPBEHTHNALHKA, AOKATO noayqasar linezolid, Tpabea
J@a noayyat He3aDaBHO JIEKAPCKO BHHMAHHE.

Tpu npoyusaxus ¢ OnaroTeopuTenny UenH e chobiIaBaHo 3a (0-BHCOKA HECTOTAa Ha TEXKKA aHEMMA TIpH
naiueHTH, npuemainn linezolid 3a noseye or npenopbuNTenHaTa NpPOALIKHTENHOCT oT 28 AHW. [lpu Tesu
MALHEHTH NO-4ECTO C& M3WCKBA KpbBonpenusaHe. Cnydyay Ha aHemMud, HIUCKBAK KPHLBOMpENHBaHe, CbLUO ca
chOOLIABAHH NPH TNOCT-MAPKETHHIA, KATo NOBEYE Cy4yau ca HaDJIofaBaH# NPH NalHEeHTH, NONY4Yasain
linezolid 3a noeeve oT 28 AnMK.

VBennueHa cMBPTHOCT € Ouna wabnronasaHa NMpH nawHeHTH, ieKyBaHy ¢ linezolid, B cpaBHeHHE C
vancomycin/dicloxacillin/oxacillin 8 orBopeso npoy4sase npH cepHo3HO GONHK NalUEHTH ¢ HHpeKLNK,
CBbLP3aHH ¢ BLTPECHAOR KateThp [78/363(21.5%) cnpamo 58/363(16.0%)]. Ocrosuunt daxrop, nosnussaus
CMBPTHOCTTA € OHiT BUABT Ha NPHUMHHTENA Ha HHDeKILNATA HA H3X0AHO HUBO. HecToTaTa Ha CMLPTHOCTTa €

95% xondunenten narepsan: 0.58-1 59) HO e CHrHHdHKaHTHO no-pHcoka (p=0.0162) B pamg
JIPH MALUEHTH C BCAKAKLE APYT NaTOreH HIH 6€3 MaToreH Ha uaxoaHo HHBo (odds-ratio 2.46



KPATKA XAPAKTEPUCTUKA HA NPOLOYKTA
ZYVOXID™ 600 mgq tablels

xOHPUAeHTeH naTepan: 1.38-4.46), Haii-ronamara QU CriponopLuoHasIHOCT € HACTHNKHIA N0 BPEME Ha
ACUYEHKETO UM 7 AHHW CAEA CNHpaHe Ha H3CNeXBAHOTO NekapcTeo. [ToBeye nauueHTH B paMoTo Ha linezolid ca
npuaodunu I'paM-0TpHLATENHN NATOreHH NO BPEME Ha MPOYUBAHETO H Ca YMPENH OT HHPEKLUHH, APHYHHEHH OT
I'pam-oTpHLATENHN NATONEHK ¥ NOoAMMHAKPOOHH HHDekunn. CneaoBaTeNHO NPH YCAOXKHEHH HRAEKUNH HA
KOXKaTa M Mekute Thkanu {inezolid Tps6sa aa ce H3n0A38a CaMO fIpK TALUHMEHTH C H3BECTHA HAH BBIMOXKHA
CLN'BTCTRALA HHPEKUNE C | paM-NONOKHTENHY OPraHi3Mi, aKO HAMA HANMYHY &NTEPHATHBHY TEPANEBTHYHY
Bb3MOXKHOCTH. [Ipu Te3u obcroaTencTna Tpsabsa Aa Obae 3anouHare elHOBPEMEHHO Neuenue cpenty I'pam-
OTpHLIATENHH OPraHU3MMU.

KoHTponupanute KIHHHYHH MpOYYBaHHd HE €2 BKAOYBAAH NALIMEHTM C Ne3uH npH auaberHo crhnano,
NexyOHTaNnHE HIH HCXEMHYHH JIE3HH, TEXKKH N3rapAHua Wi rairpeHa. Ero 3anle, 00dTHT MpH A€YSHHE Ha TE3M
CerCTOAHMS ¢ linezolid e orparnyen.

Ocobeno BHHManMe e HeoOxoaumo npu ynortpebara Ha linezolid npn maunenTn c Texka 6Bv6peuna
HENOCTATbYHOCT, KbAETO CIe/1Ba Aa ce NpHIara CamMo KOraTo O4aKBaHaTa TioN3a HaAXBhLpAs TECOPETHYHHA PHCK

(Bx. ToukH 4.2 1 5.2).

Ynorpebara ‘Ha linezolid npu naumedTH ¢ TexKa uepHOApoOHA HEROCTATLYHOCT Ce MPEnOPbLYBA CAMO
KOraTo O4akBaHaTa Nnoi3a HaAXBbPNA TEOPEeTHYHHA pHCK (BXK. TOo4kH 4.2 ¥ 5.2).

[IceBnomMemMbpaHo03€eH KONHT € HabmionasaH MPH NPHEMaHETO HA NOYTH BCHUKH aHTHOAKTEpHaRHH CPEACTBA,
BKTIOYNATEeNHO W npH linezolid. [lopann ToBa © BaXKHO Ta3¥ AWArHO3A JA C€ B3EMa NPEABHA NpPH NAUHEHTH C
Anapus, NOABHJIA Ce cfie]] NpUeMaHe Ha anTHOakTepuaneH areHT. B cnyyan Ha NORO3IKpaH WM AOKA3aH KONHT
BCACACTBHE NPHIOXKEHHE Ha aHTHOMOTHLY, € APENOPBLYHTEAHO CIHPAHETO Ha Imezohd Heoﬁxo,nmo ¢ Aa
Onaat npeanpueTH NOAXOASUIM TEPATIEBTHYHE MEPKH. : L

EdexTute Ha Tepanuara ¢ linezolid snpxy HopMannarta ¢nopa He Ca ONEHABAHM B KNMHHYHH NPOYYBAHHA.

Ynotpebarta na aHTHOHOTHUM NONAKOra MOXE Aa JOBEAE N0 CBPHXPACTEX Ha HEYYBCTBMTENHK OPraHH3MH.
Hanpumep, no BpeMeé Ha KIMHHYHHTE NPOYYBAHHA CpeAHO NpH 3% OT NAaUHEHTHTE, NPHEMANTH
npenopb4HTENHNTE 703H linezolid, ¢ wabmopasawa cebpzafa ¢ TepanusTa kauangosa. lipy nossa wa
cynepHHdekunsa no BpeMe Ha TepanuaTa € HeoOXoAHMO Aa ce npelnprBeMaT CbOTBETHHTE MEPKH, :

BesonacHocTTa H edexkrBrOCTTa Ha linezolid mpy npunoxeune nobede 0T 28 AHK HE € YCTAHOBEHA.

[Ipu naunenTH, neKkysauu c Zyvoxid, ca cpo0mansann nepudepHa HEBPONATHA H 3pUTENHA HEBpONaTHA,
NOHAKOTA nporpecupaina o saryba Ha sperue. Te3u chobieHns ca riaBHO MPH HAUNCHTH, NEKYBaHH na-mro
OT MaKCHMANHATA APEITOPbYHTENHA NPOALILKHTENHOCT OT 28 AHMU.

Bcmiki nauneRTH Tpsbea ja 6b1aT nochBeTBaHH Ja chobulaBaT 33 CHMITOMH HA 3PUTENHO HapyUIEHHE
KATO MPOMEHH B 3pUTENHATA OCTPOTA, NIPOMEHH B LIBETHOTO 3PEHHE, 3aMBIJIEHO 3peHHE KN Ac]eKT Ha
3pHTeNnHoTO none. Flpn Takupa ciayyan e NPenOPLYHTENHO He3abaEHa OLUCHKA C KOHCYATALHA ¢ OTanMONoT,
aKko e HeoOX0/ MO, AKO HAKOH NaUNEHTH npueMat Zyvoxid no-aniro oT npenops4HTenHuTe 28 NHH, TAXHATA
3putenHa ¢dyHkuua TpadBa penoBHo Aa ce MOHHTOpPHpa.

AKO ce noaBH nepudepHa HNN 3PHTENHA HEBPONATHE, NMPOABIKHTSIHATA YROoTpeba Ha Zyvoxid rpabsa aa
Ob2e npenerena cnpAMO NOTEHHHANHHTE PHCKORE,

CrobluaBaHo e 3a MosABa Ha KOHBYJICHH NPY NAKMEHTH, NeKysann ¢ Zyvoxid. B noseyeTo 0T Te3H Cly4aH e
HMaNo aHaMHesa 32 NPHNAABUM HAH PHCkOBH (axTopH 3a npunagbud. IlaunenTHre TRAORA, na Obpar
NOCHBETBAHM A3 MHPOPMHPAT TEXHHAS NleKap, ako HMaT aHaAMHE34a 34 NPANATLLIH. <




KPATKA XAPAKTEPUCTUKA HA MNMPOAYKTA
LYVOXID™ 600 mg lablets

Linezolid o@patuMo namanssa dieprunuTera U npeaniBrkaa abHopMua Mophonorua Ha CnepMaTo3IonAuTE
NpY 3peaH MBXKKA NUILXOBE NPY HUBA HAa EKCOO3HMIIHA IOYTH PABHH HA TE3H, KOHTO C€ OYAKBAT NpH X0parta;
Bb3MOXHHTE edexTH Ha linezolid BepXy MBbKKaTa NONOBA CHCTEMA MPH XOPa HE Ca U3BECTHH (BIK. TOMKa J.3).

4.5 BzaumoneiicTBua ¢ ApYru NexkapcTBEHH NPOAYKTH H APYTR GpOpMH HA B3auMOACHCTBHA

Linezolid e oOpaTtuM, HecenekTHBEeH MOHOAMUHOOKCHA3eH nHxubutop (MAOI). Hannwunuu ca mHoro
OrpaHHYEHN JaHHM OT NPOYUBaHUS 33 NEKAPCTBEHN B3aumoaeiicTBus v 32 BGezonacHocTra Ha linezolid, koraTo
ce Npujara Mpy NalMeHTH Ha ChITbTCTBAIIK NEKApCTBa, KOUTO MOTaT Ja MM NocTaBAT Ha puck oT MAQ
uaxubupane. [Nopaan ToBa He ce npenopbusa ynotrpebdara Ha linezolid npy Te3H 0OCTOATENCTRA OCBEH aKO HE €
BH3MONHO CTPUKTHO HaORIOACHNUE ¥ KOHTPONAHPAHE Ha NanKenTa (BX. Touka 4.3).

[1pn 3apasr HOpMOTEH3HBHE A0OpoBonun linezolid noreruypa nogHBIaBaAHETO HA KPBBHOTO HaNATaHe,
npeaussHkano ot pseudoephedrine u phenylpropanolamine hydrochloride. Ipuemanero na linezolid 3aeaHo ¢

pseudoephedrine # phenylpropanolamine npeAN3BHKBa CpeAHO NOBHINABAHE HA CHCTOJNIHOTO KPbLBHO HajIAraHe
OT nopaxbka na 30-40 mm Hg, cpasrero ¢ 11-15 mm Hg napacTBane npu CaMOCTOATENIHO NPHEMAHE HA
linezolid, 14-18 mm Hg npu camocrosarenno npuemane Ha pseudoephedrine u phenylpropanolamine 1 8-11 mm
He npu nnanebo. ITonoGHu npoyusanus He €a NPOBEKAAHH C XUNEPTEH3UBHH nauuesTH. [IpenoppunTenHo e
JO3MTE Ha NIeKapCcTBa € BA3OTIPECHBHO AelcTBHE, BKA. JONAMMHEPIHYHH 8reHTH, Ba Ce TUTPHPAT BHHMATENIHO 10
MOCTHIaHEe HA JKeJlaHUA pe3yNITaT, KOraTo ce npunarar 3aeaHo ¢ linezolid. | -

[MToTeHUHANHOTO NEKApPCTBEHO B3auMoelicTere ¢ dextromethorphan e n3cneasano npy 3apask 106pOBONIIH.
flpunaras e dextromethorphan (ase 1031 ot no 20 mg ¢ unrepsan 4 yaca) ¢ unu 6es linezolid. Heca
sabmonapann eeKTH Ha CepoTOHMHOB CHHAPOM (0ObpKBane, AelipuyM, 6€3NOKOHCTBO, TPEMOP, 3a4¢PBABAHE,
nuadopesa, XxAnepNApeKCHs) NPH W3cNeABaHe Ha 3npasu nuua, npuemami linezolid u dextromethorpban.

FocTMapkeTHHIOB ONKT: HMA eJHO CLOOLISHNE 32 NALHEeHT ¢ efekTh, NOACOHH Ha CEPOTOHHHOB CHHAPOM,
no BpeMe Ha npuem Ha linezolid u dextromethorphan, kouTo ca n3ue3Hanyu cnex CNHpaHe Ha ABETe NEKAPCTBa.

INo Bpeme va KMHKYHATa ynoTpeba Ha linezolid n nexnbuTopn Ha 0bpaTHHS 3aXBaT Ha CEpOTOHNHA CRy4aH
Ha CEPOTORMHOB CHHAPOM ca ChobiaBaHk MHOro paako (BX. ToukH 4.3 n 4.8). -

He e wabnroaaBaH ChlIeCTBEH npecopeH e)eKT BbpXy KPbBHOTO HaNAraHe IPH JIHLA, NPHEMALH 3aCaHO
linezolid u no-manxo ot 100 mg Tupamun. ToBa npeanonara, 4e e HEOOXOAHMO eAHHCTBEHO Aa ce H3barpa
NMPHEMaHETO Ha NPEKANCHO rojleMy KONHYECTBA XPaHa H HATIHTKH C BHCOKC ChAbLPKAHHE HA THPaAMHH

(HanpuMmep 3pANO CHPEHE, eKCTPAKTH OT APOXKIH, HEASCTHAHPAHU ANKOXONHH HANMHTKH H ¢epmenmpanu coeBu
NPOAYKTH KaTO COEB COC),

Linezolid He ce MeTabonH3Hpa 3HAMUMO OT LHTOXPoM P450 (CYP) en3nMHaTa CHCTEMA H He HEXHOUpa
HHKOR OT KJIHHHYHO 3Ha4YuMHTe yoBewku CYP usodopmu (1A2, 2C9, 2C19, 2D6, 2E1,3A4). Ananorn4so,

linezolid ue nnayunpa P450 n3oensumute npH nabvxose. Ilopaan Tazmn npuynna He ce ovaksar CYP450-
MHAYUHPAHW NeKapcTBeny B3aumogeiicreug c linezolid.

[pn BxmouBaHe Ha warfarin Mo BpeMe Ha PpaBHOBECHO ChCTOAHKE npy Tepanus ¢ linezolid e HabmoaasaHo
10% namanspane Ha cpeaHaTa Makcumania INR npn enHoBpeMeHHO nipHeMane, ¢ 5% namanasaHe 8 INR AUC,

HMa HexocTaTh4HO JAHHH NPH NalHeHTH, npueMand warfarin u linezolid, 3a 1a ce oueHN KNHHHYHATA
3Ha4YHMOCT, aKO UMA TaKaBa.

4.6 bpeMeRROCT H KhpMENHeE




KPATKA XAPAKTEPUCTIAKA HA NMPOAOYKTA
LYVOXID™ 600 mg tablets

Hama paoctathuHo AaHAM 32 usnon3saneTo Ha linezolid npu Gpemennn xeuu. [lpoyuBauus npu KUBOTHU ca
NOKa3aNu penpoayKTUBHA TOKCHYHOCT (Bx. Touka 3.3). ChliecTByBa NOTEHUHANIEH PHCK NIPH XOpa.

Linezolid ve TpsOBa na ce npuemMa 1o BpeMe Ha OPEeMEHHOCT OCBEH aKO M3PHYHO HE CE€ Hajara, T.e. CaMo
KOTaTO Bb3MOXHATA NON32 HAABULIABA TEOPETUYHUA PHCK.

HacneapaHus NPH XKUBOTHH JaBaT OCHOBAHHE Aa ce cMATa, ye linezolid u Heroeute MeTabonyuTi Morar na
NPEMUHBABAT B MaHXHHOTO MIAKO H CHOTBETHO KbPMEHETO CNeiBA ia ObAE COPSHO NPEAH K NO BpeMe Ha
NPUEMEHETO.

4.7 EdexTu 8upxy cnocobuoctra 3a modupane n pabora ¢ Maninnu

[TayuenTare TPAdBa Aa ca npegynpeAcHH 3a NOTEHUHAIHHA PHCK OT BUSHE HA CBAT, AOKATO NpHEMAT
linezolid, ¥ cnenpa na 6vhaT nocvBerBaHH Aa He odHpaT H Ja He paboTAT ¢ MallMHA, aKO CE NOABH
3aMagHOCT.

4.8 Hexxenand IEKapCTBERH peaKlHy

HpeaoctarenaTta vrpopMaiiug ce 6a3Hpa Ha JAaHHUTE OT KITMHENYHH POYYBAHHA, POBEAEHH C NOBEYE OT
2000 BBb3pacTHH NALKEHTH, KOUTO ca NpHEMaNH npenopbyHTenHuTe A03H linezolid 3a nepHoa no 28 AHH.

IMpubnuzurenno 22% or naumeHTUTE Ca HMANHN HEXENAHH peakuyu; Hall-4ecTo HaboaagaHUTE ca OHiH
rnasobonue (2.1%), anapusa (4.2%), ragene (3.3%) u xananauasa (8 yactHocT opanHa [0.8%)] n sarnHanHa
[1.1%] xanauauasa, Bx. Tabaunara no-nony). | .

Hati-uecTo chobaBaHn CBBP3aHH ¢ NEKAPCTBOTO HEXENAHH JIEKAPCTBEHH PEaKluK, AOBEAH A0 CNHPaHE Ha
TepanuaTa, ca rnasobonne, Anapus, rajgene ¥ noepbiiane. Okono 3% OT NALMEHTHTE Ca NPEKPATHIH NCHEHHETO
nopaaM NoABa Ha CBbP3aHHU C JIEKAPCTBOTO HEXENAHH JICKAPCTBEHY PEaKLIHH.

- b

Hexenann Jlelcapc'rneﬁu_ peaxiuH, DPOSBABAMME ce ¢ YyecToTa > 0.1%
HUudexnnn 1 nudecragnmn |

Yecru: Kasauanasa (ocobeHo opanHa ¥ BaruHanHa KauauaHuasa) HaK roOHYHn
NHPEKLHY
Heuvects: BaruHHT

Hapymenunsa B KpbBTA H .nnuq:;ara CHCTEMA
Hevectu (YecToTa cnopel crobuieHHATa HA KTHHHRLIACTA):
EosnHodwing, 1€BKONEHHA, HEYTPOIICHHA, TPOMOOLHMTONCHUS

Nlcaxpuan napymenns
Heuectu  bBescpHHe

Hapyuienna na HEPBHATA CHCTEMA
YecTu: I'nasobonne, npoMaHa BLB BKYCa (METANEH BKYC)
Heuectu: 3aMasHOCT, XHIIOECTE3Hs, NapecTe3na
Hapymwienns Ha o“HTe
‘HeuecTH: 3aMBbrNCHO BHXAAHE

Hapymenua Ha yxoTO H aabupanra
_Heuecrn:  TunHTYC
Cuaosn gapymesHs

HeuecTn: Xuneprouus, ¢aecbut/tpombodnedbur _

Cromamno-qpeBHd HAPYIICHAN




KPATKA XAPAKTEPUCTUKA HA MPOLYKTA
LYVOXID™ 600 mg tablets

YecTH: JHnapus, rajgene, nospbllaHe

Heuectn: Jloxkanuaupana unu audysHa abaomunania 0oska, 3anek; CyxoTa B yCTaTa,
JAUCMEICHA; TACTPHT; INIOCHT; PEIKH U3NPAXKHEHUS; NAHKPEATHT; CTOMATHT,
POMSAHA B 11BETA HA €31MKa WK HapylIaBaHe Ha BKyCa

Xenaro-OuNHaApHHN HADYHICHHSH

YecTH: OTrnoHedna B 4epHoapobHHTE NOKas3aTenu

HapyuieHHa Ha KOXKATA H NOAKOKHATA ThKaK

HevecTu: HepMaTHT, NOBHILEHO NOTEHE, NPYPUTYC, OOPHB, YPTHKApHS

Hapywen#usa na On0pennre R NHKOYHATE ThHTHULA

Heuecti: ITonnypus

HapyiieHaa B2 BL3NPOH3IBOAHTEJIHATE CHCTEMA H I'LPAATA

Heuecrn: ByBABOBarnHanHo HapyuleHHe

O0miy Hapymenna H €PeKTH HA MACTOTO HA NPHAOKEARE

HevecTn: TpenkH; ymopa; Tpecka; 60Jika Ha MACTOTO Ha HHXKEKTHpaHe; NOBUHILEHA
XKaXJa; nokann3upana bonka R

H3cheaBanus

XHMHYHH

Yectn: Yeennuenn ASAT, ALAT, LDH, anxanua ¢ocdarasa, ypes, KpeaTHH KHHa32,
JIHNAa3a, aMUNa3a UK raokosa (He Ha ragHo)
[oHnxeH Ha oOuy npoTeUH, andyMHH, HATpHH UK KanuMi

YBenuueH uan NoHH:KeH kanuii uan dukapboHatv

HeuecTu: Yaenuued obuy 6nmipyOnH, KpeaTHHHH, HATPHH WIH KaaLHHA
[ToHHXkeHa rnioKo3a (He Ha raafHo)
YBeJIHYEHH HIIH HaManeHH XNOpHAH

X EeMATONOrNYHH
Yect: YBenUYeHH Ha HeYTpoHAN HiH €03HHOPHAK

[ToHMXKeHH XeMorao0WH, XeMATOKPUT HhH Opoi#t Ha epHTPOLMTHTE Y BEJIHMEH
; AJTH NOHKKEH Opoii Ha TPOMOOLIUTHTE HTH NEBKOLIMTUTE

‘$#HeuecrTn: YEeenuueH Opoil Ha peTUKYIOUNTHTE

_ TTonmKkeHHe Ha HEYTPOGHIHTE

Heuectn:
> 171000 n < 1/100 ann > 0.1% u < 1%

> 1/100 1 < 1/10 nan > 1% u < 10%

Cnennute Hexenany peakunn xeM linezolid ca otGenasann xaTo CEpHO3HH B EAHHAYHE CRYHAN:
nokanuupana abnomuHanna 6onka, NPexoAHH HCXEMHYHH aTaku, XHITEPTOHHA, NaHKpeaTHT U H10peuta-
HeAOCTATHYHOCT. . | .

Mo BpeMe Ha KAHHHYHHTE NPOYYBaNHA SAHHHYEH Cay4ail Ha apHTMHs (Taxukapaus) e cbolIneH xaro -
CPBLP3aH C NeKAPCTBOTO. :

B KoHTponupaHy KNHHHUYHH NPOYyYBaHHA, B KOHTO linezolid e npunaran a0 28 auu, no-manko or 0.1% or
NAUHEHTHTE ca CHOOLLKAN 3a aHemud. ITpn ynotpeba 8 6aroTBOPHUTE/IHH MPOrpaMy NPH NALMEHTH ¢
MHUBOTO3ACTpalaBatiy MideKunE H NoANEXKAalH CbITbTCTBALNH 3abonAsaHus NPOLUEHTHT NMALMEHTH, KOUTO ca
Pa3BUIH AHEMHA, JOKATO ca monyyasand linezolid 3a <28 nnu, ¢ 6un 2.5% (33/1326) B cpaBHennec 12.3%
(53/430), koraTo ca nexyBany 3a >28 nun. ChbOTHOWIEHHETO HA CNYyMaHTe, ChoOLIaBallH IEKapCTBEHO-3aBHCHMA
TeXKKA aHeMHUR K MIHCKBAWM Kpbaonpennsane, ¢ 6un 9% (3/33) npu naunentn, nexysanu 3a <28 auu u 15%

(8/53) npu Te3n, nexysaHu 3a >28 AHH.




KPATKA XAPAKTEPUCTUKA HA TIPOLYKTA
ZYVOXID™ 600 mg tablets

Karo CBbp3aH ¢ NeKapcTBOTO € 0TOenA3aH eAnH CAyvail Ha apuTMUS (TaXHKap/IMa) NO BPEME HA KNHHHYHM
npoyusatus. CrobuieHn ca npunadbiy npy 10 naynenTa, Kato HUTO €AMH OT TAX HE € Knacu(muupaH kaTo
CRBP3AH C NEKARCTBOTO.

IlocTMapKEeTHHIOB ONNUT:

Hapywenus Ha KpbETa 1 AnM(HATA CHCTEMa: AHEMHA, NEBKONEHUA, HeyTponesus, TpoMOoUNTONEeHNS,
MAHLHTONEHUA U MUenocynpecns (ex. Touka 4.4), Ot ciay4anTe, cbx00imaBalny 3a aHeMHiA, Npn noseve
NalHeHTH Ce € U3UCKBANO KPbBOMPenHBaHe, korato ca 6unu aekyeany ¢ linezolid 3a no-anwer nepuoa or
MaKCHMaNHaTa NPenopbYynuTeiHA NPOABLNKUTENHOCT OT 28 AnK (Bx. TOuKa 4.4).

Hapywenns Ha HMyHHAaTa CUCTeMa: AHadnaKcHs
Hapymenua Ha merabonnima M xpaneHero: JlakraTha aunaosa.

Hapywenus Ha HepsHara cuctema: l[lepudepnHa HeBponarHs, KOHBYACHH, CEPOTOHHHOB CUHJAPOM.
[lepudepna HeBporaTha e cbobillasaHa NPH MALMEHTH, NeKyBaHH ¢ Zyvoxid; Te3n chobluenuns ca raaBHo fnpu

NayHeHTH, NEKYBAHH NO-ABAMO OT MAKCUMANHATA NPEnophUATENHA OPOALUKHTENHOCT OT 28 AHM (BXK. TOYKA
4.4).

Cro61asano € 3a NosBa Ha KOHBYACHH NPH NMALMEHTH, JeKyBaHH cbC Zyvoxid. B nosedero oT Te3n cay4au
€ UMaN0 aHaMHe3a 34 APHNAALIH UIH PUCKOBH JaKkTOpH 3a npunaabun (XK. Touxa 4.4).

Coo0wnaBanu ca cnyvyay Ha CEPOTOCHHHOB CHEAPOM (BXK. To4kH 4.3 ¥ 4.5).

Hapymenus Ha ounte: ONTHYKA HEBpONIATHSA | |

OnTHYHa HEBPONAaTHA, NOBAKOra NIPorpecHpama Ao 3aryba Ha spenne, e chodillapaHa NPH NaLHEeHTH,
NexyBaHHu ¢he Zyvoxid; Tesu cbo0meHus ¢a rNaBHO NpH NAMeHTH, NeKYBaHHU NO-ABJAr0 OT MAKCUMaNHAaTa
DNPEMOPBYUTENHA MPOIBDKHTEAHOCT OT 28 AHH (BXK. Touka 4.4).

HapywieHsia Ha KOXara H NOAKOKHATA ThKaH: AHrHOENEM, OYI03HH KOXHM HAPYIUSHHA, NOROOHA Ha Te3H,
OMKUCAHU KaTo CHHAPOM Ha Stevens-Johnson,

4.9 llpenozupane
He e u3BecTeH cneuHdpIuen aHTtHaoT.

He ca oT6ens3asn chyyvan Ha npegosnpase. BeupekH ToBa HHGPOPMALHATA NO-ZOTY MOXE JIa Ce OKAKE
nofesxa. |

lNpenopruba ce NOAABPKALLO JICHEHHE CAHOBPEMERHO C NOAXbPKAHE HA TIIOMEPYIHA PuaTpanHs.
[pubanzurenno 30% ot po3ara linezolid ce orcTpadnsa 3a 3 yaca XeMOAHANNH3a, HO HAMA AAHHM 32
oTcTpaHnBaHe Ha linezolid upes nepuroncanya AHaNN3a KK Xemonepdyzus. JisaTa ocHOBHY MeTafonuTa Ha
linezolid chbu10 c& OTCTPARABAT N0 H3BECTHA CTENEH Ype3 XeMOAUAIH3A.

CHMITOMHTE Ha TOKCHYHOCT NPpH IUTHXOBE cnea npunarade Ha ao3x ot 3000 mg/keg/nn. linezolid ca
HAManeHa aKkTHBHOCT B aTakCHA, AOKATO NPH Ky4eTa, TpeTupaHH ¢ no3a 2000 mg/kg/nn., ce nabnioaasa
NOBPBLUAHE H TPEMOP.

5. ®APMAKOJIOTHYHM JAHHHU



KPATKA XAPAKTEPUCTUKA HA NPOLYKTA
ZYVOXID™ 600 mg tablels

5.1 PapMakoIHRAMHYHH CBoOiiCcTBA

DapmakoTepaneBTYNA rpyna: Xpyru antnbakrepuanun cpeicTaa.
ATC koa: 101 XX O8

O0uIn CBOHCTEA

Linezolid € cunTeri4yeH anTHOaKTEpHaieH areHT, KOHTO NPUHALAEKH KbM HOB KJIAC aHTHMHKpPOGHU
CpPencTBa — OKCa30JWAHHOHHY. Tol WMa tn vitro akTHBHOCT cnpsamo aepodbHu I'pam-nonoxkurennn SakTephy u
aHaepoOHHU Muxpoopranusmu. Linezolid cenektusHo nuxubupa bakrepHanHug NpoTEeHHOB CHHTES Ypes
YHUKaJIeH MEXAHW3BM Ha AelicTene. Cneuuguuno, Tok ce csbp3Ba ¢ MACTO B bakrepnanHara pubozoma (23S Ha
S0S cybeannunarta) v Bb3npensarcTea odpasyBaHeTo Ha dyBKuMORaieH 70S nHHULMATOPEH KOMINEKC, KoliTo ¢
OCHOBEH KOMMOHEHT B NNPOLIECa Ha TPaHCNALHA.

In vitro nocranTHOMoTHUYHUAT edexT (ITAE) Ha linezolid 3a Staphylococcus aureus e npubnusurenso 2
yaca. [1pH XXHBOTHHCKH MOZENH € ONPeAeNeH In vivo NocTaHTHOHOTHYeR edexT 3.6 n 3.9 yaca pecrieKTHMBHO 3a
Staphylococcus aureus W Streplococcus pneumoniae. [1pu n3cienBanus € X)KUBOTHH KAIOYOBHAT
PapMakoHHaMHYEH NIapaMETDp 3a ePHKACHOCT € OUII0 BpeMeTo, 3a KOETO IIa3MeHOoTO HUBO Ha linezolid
HaABHMIIABA MUHHMAaNHaTa HHXHOnpama koutenTpaumns (MHUK) 3a nadexLnozHna narore.

I'panaaan crofinocru
® O6wara rpannyna crofinoct Ha MHK 3a onpeaensne Ha yyBcTBHTENHNTE KbM linezolid opranusmu e <

2 mg/l.

® Hama gocTtaThbuHO AaHHH, 33 Aa CE TRBPAH, Y& CTAPHIOKOKOBHUTE H EHTEPOKOKOBHTE 1IAMOBE, 38 KOUTO
MMHK Hna linezolid € <4 mg/], morar ycnewrHo aa 6baar eKyBaHH.

¢ BcHuku oprainsmy, 3a kouto MHK Ha linezolid e > 8 mg/l (1.e. > 4 mg/l), cnensa aa 6baar
PA3rNeK Al KATO PE3NCTEHTH.

YyBCTBATEIHOCT

YecToTaTa Ha PE3HCTEHTHOCT MOXKE [1a BapHpa B pa3iiu4Hy reorpadcku paiioHM M BLB BPEMETO 34 OTACNIHH
IIAMOBE M € JKENIATEJIHO Na C& B3eMaT nPeJBHI NOKANIHM JaHHH 33 PE3HCTEHTHOCT, 0CO0EHO NPH NeveHue na
TexKH HHpekuun. Tyk ca MpeacTaseHd caM0 MHUKPOOPraHH3MHUTE, CBRP3aHH C NOCOUYCHUTE KIIHHHYHH
noKa3aHMA.

Kateropus
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'-Ix leenHH opraﬂmun

I'pam-noN0KHTENHH acpoln:
Enterococcus faecalis

Enterococcus faecium®
Staphylococcus aureus *
Koarynaza-Heratusuu staphylococci
Streptococcus agalactiae*
Streptococcus pneumoniae®
Streptococcus pyogenes*

Group C streptococci

Group G streptococci

_ I'pamM~-NONGKHTEIHE anaepobn:




KPATKA XAPAKTEPNCTUKA HA TIPOLIYKTA
ZYVOXID™ 600 mg tablets

L Kareroppn
Clostridium perfringens
Peptostreprococcus anaerobius
Peptostreptococcus species |
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PE3MCTEHTHN OPraHU3MH

Haemophilus influenzae
Moraxella catarrhalis
Neisseria species
Enterobacteriaceae
Pseudomonas species o
*[ ninuuuHaTa eGHKACHOCT € AeMOHCTPHPAHA 33 YyBCTBUTENHH H3ONATH NPH OACOPEHUTE KIHHUYHN
NOKa3aHuA.

Bwnpeku 4e linezolid nokazea n3secTHa in vitro akTHBHOCT cpelny Legionella, Chlamydia pnewmoniae n
Mycoplasma pneumoniae, HAMa NOCTATBYHO JaHHH, 33 1A € AOKaMXE KIMHUYHA ePHKACHOCT.

Pezucmenmuocm

KpbeTOCAHA PE3UCTEHTHOCT
MexauusmbT Ha JeficTtere Ha linezolid ce paznuuaBa or TO3W Ha APYTHTE KNAcoBe AHTHOHOTULM. In vitro

NPOYYBAHHATA ¢ KNKHHYHH H30NaTH (BK1. METHUMIHH - PE3HCTEHTHH CTA(PHNOKOKH, BAHKOMHLIHH -
PE3UCTEHTHH EHTEPOKOKH H NEHHLMINH— ¥ EPHTPOMHLHH- PE3HCTEHTHH CTPENTOKOKH ) noka3ear, ve linezolid
OOMKHOBEHO € aKTHBEH Cpellly OpraHu3MH, KOUTO Ca Pe3HCTEHTHH KbM €4HH HITH NMOBeYe OT APYrHTE KNacose
AHTUMHKPOOHU areHTH.

Uecmoma na Mymanmia pe3ucmesmuocm

YecTorara Ha MyTaHTHa pe3UcTeHTHOCT KbM linezolid ce mpossaBa in vifro c yectota ot 1 X 1{}'5II nolx10"
H e CBbp3aHa ¢ To4ukosH MyTauun Ha pPHK B 238. Linezolid —pe3scTeHTHH OprannaMi ¢a HIONMPAKH TIPH LLECT
nauyuenTa, HadexkTupany ¢ E. faecium (4eTHPH naumenta ca npuemanu no 200 mg va 12 yaca W ABaMa ca
apuemanu no 600 mg Ha 12 yaca) B KIMHUYHA TPOYUYBAHMA H NPH OCEM NalMenTa ¢ £, faecium ¥ npn eMy
nauueHT ¢ E. faecalis, nekyBaHy no nporpaMa C pastiipeH A0CTbN. BCHykH nauKeHT! ca HMaln NPOTesHH
HMIUJIAHTH, KOMTO He ca Gunn oTcTpaHenn niax abuecn, xonTo He ca GKUIIH ApeHupanH.

5.2. DapMaKOKHHETHYHH CBOHCTRA

Zyvoxid ceaspxa rnaeHo (s)-linezolid, xoiito e GHONOTHYHO aKTHEEH H ce MeTabonusupa Ao HEAKTHBHH
JACPHUBATH. )

Abcopbyun
Linezolid ce pe3zopbupa 66p30 v HaNBLIHO Cnej nepopaneH npueM. MakCHMANHATA NMa3MEHa KOHLICHTPALHs

ce nocTHra 2o 2 yaca caea npuemMaHero. AGcomoTrara nepopanHa OHonannuHocT Ha linezolid (caex nepopanno
MM HHTPABEHO3HO MPHIOKEHUE NP KPLCTOCAHO NpoyusaHe) € mbiHa (npubansurento 100%). Pesopbunsara
HE CE BJiHAe YYBCTBHTEAHO OT NpHeM Ha XpaHa. [Inazmenute Cmax u Cmin xa linezolid (cpeana u {SD]) npn
PaBHOBECHO CbCTOAHHE CeJ HHTPaBeHO3HO Npunarane Ha 600 mg ABa MbTH AHEBHO €& ONpEACNeHN

pecniexTHBHO Ha 15.1 {2.5] mg/l u 3.68 {2.68] mg/l.
B apyro nicneapasue cnej nepopanio npHemane Ha 600 mg Asa rbTH AHEBHO 10 PABHOBECHO CLCTOAHKE

Cmax # Cmin ca onipeneneHu cboTeeTHo Ha 21.2 [5.8] mg/l u 6.15 {2.94]) mg/l. PasHOBECHO ChCTOAHHE €

HOCTHIHATO A0 BTOPHN A€H Ha NO3HPAHETO.

Paznpeoenernue




KPATKA XAPAKTEPNCTUKA HATIPORYKTA
ZYVOXID™ 600 mg tablets

O6eMbT Ha pasnpenencHue Npy paBHOBECHO ChCTOAHNE NOCTHTA CpeaHo A0 okono 40-50 nurpa npu 3apasu
Bb3pacTHH MHAWBUAN U ce npubanxkaga 10 0b6eMa Ha 00WOTO BOAHO CHAbPXKAHAKE B opranusMa. CBbp3BaHETO ¢
11a3MEHHUTE NPOTERHH € OKONO 31% 1 HE 3aBUCH OT KOHUEHTPALIHATA.

KoHUeHTpauuHTE chea MHOPOKpaTeH Npuem Ha linezohd ca onpenenssy B pasanyHl TEHHOCTH, B38TH OT
orpaHuyeH Opoii yHAUBHAY NPH npoy4uBaH#s ¢ Aobposonun. CbOTHOLWEHWETO Ha linezolid B ctoHKaTa U B
noTTa cnpsMo nnasmara e chorBeTHo 1.2:1.0 1 0.55:1.0. ChoTHOWIEHNETO 33 NOKPHBALLATA ENTUTENA TEYHOCT H
anBeoOnapHUTE KNeTKN B denure Apobose € croTeeTHO 4.5:1.0 1 0.15:1, namepeno npy Cmax B paBHOBECHO
checToAHKE. B Manko npoyyBaHe NpU NauHEHTH C BEHTPHKYAHO — NEPUTOHEANHH WIHLHTOBE H HEBL3MNANCHH
MEHHHTH ChOTHOIEHHNETO Ha linezolid B rppOHaYHO-MO3BLYHATA TEHHOCT cNpaMo nrasmata npy Cmax € 0.7:1.0
chea MHOTOKpaTeH npuem Ha linezolid.

Memabonuzom

Linezolid ce meTabonu3npa OCHOBHO 4YPe3 OKCHANPaHE Ha MOPQOIHHOBHA NPLCTEH, KOSTO BOAH MMABHO A0
obpa3yBaHe Ha JiBa HEAKTHBHH JePHBaTa HA KapOOKCHI0BaTa KUCENIMHA C OTBOPEH NPBLCTEH: AMHHO-
eToxcnateTHnoBo-KuceNnnen Metabonut (PNU-142300) u xnapokcuetna-rnmmnos Metabomur (PNU-
142586), Xuapokcuerna-raiuuiHoBuIT Metabonut (PNU-142586) e npeobnanaBainaT MeTabonuT NpH YoBeKa
M Ce CMATa, Ye ce oOpa3yBa upe3 HeeH3NMEH npolec. AMHHO-ETOKCHALISTHAOBO-KHCEIHHHHAT MeTabonuT
{PNU-142300) e 8 no-Manko Konuyectso. OnucaHy ¢a U Apyru Manku, HeAKTHBHB MeTa0ONHTH.

Enumunupane

IMpu nauueHTH ¢ HopManHa 6b0peyna PyHKuHs UK neka 10 ymepeHa 6b6peuna HeaocraTsutoct linezolid
CE EKCKpeTHPA IMaBHo MPH yCAOBHA Ha PABHOBECHO ChCTOAHME 4pe3 ypuHata kato PNU-142 586 (40%),
HenpoMeHeHo nexkapctio (30%) u PNU-142 300 (10%). INpakTivecks He ce oTxpHBa HenpomeneH linezolid B
H3NpaXKHEHHATa, AOKATO 0KOA0 6% 1 3% OT BesAka A03a ce oTKpuBaT cboTBeTHO kato PNU-142 586 n PNU-142
300. BHONOrHYHHAT SMTMMHHALLMOHEH NOAYXHBOT Ha linezolid e cpeano okono 5-7 vaca.

He-0b0peyRHAT KNHPBHC Bb3NKH3a Ha npubausnTenHo 65% ot obiuns KNHpHHC Ha linezolid. Habmopaasa ce
MaJiKa CTENEeH Ha He-NHHEAHOCT B KNUPBbHCA NPH yBEJHYaBaHe Ha Ao3ure Ha linezolid. Toea u3rnexna ce apmxn
Ha No-HHChK O1nOpeueH 1 HeOBLOpeuen KIMPHLHC NPH NO-BHCOKH KOHUEeHTpaunH Ha linezolid. Bunpeku Toea
pPa3zNHKaTa B KNHPLHCA € Manka H He pedulekTHpa BhpXY AcACTBHTENHUA OHONOTHYEH NONYXKHUBOT Ha
ENMMHHHPAHE,

Cneyuguunu 2pynu nayuenmu

IaupenTu ¢ 6bOpeYHa HEAOCTATHHHOCT |
Cnen eAHOKPATHY A03H 0T 600 mg nma 7-8 KpaTHO yBeAHYABAHE B CKCTIO3HLMATA Ha BaTa ncuoaﬂﬂ

meTaGonuTa Ha linezolid B nnasmaTa npH nauueHTyH ¢ Texka 6b0pedHa HENOCTATBHHOCT (T.€. KPEATHHHHOB
KnuepbHC Noa 30 ml/min). Bunpeku ToBa He ce Habmonasa ysennveHne Ha AUC Ha HENPOMEHEHOTO
nexapcTpo. Bbhnpek# ve uma W3BECTHO OTCTPaHABAaHE HA OCHOBHNTE MeTROONHUTH ha linezolid upes

XeMOAHANH 34, NN1a3MEHUTE HHBA Ha MeTaboONUTHTE cJiea eaHokpaTHa f03a oT 600 mg ce 3ana3part 3HAUNTENHO
NO-BHCOKH CNIE AMANH3A B CPaBHEHHE ¢ Te3H, HabmoJaBany NpH MaLMEeHTH ¢ HopmanHa O66peuna dyHkuHS
WK C ieKa 1o ymepeHa 6bOpedHa HeloCTaThHHOCT,

Jlpn 24 nauyenTa ¢ Texka 6s0peyHa HEAOCTATEHHOCT, 2] OT KOMTO Ha PEAOBHA XEMOAKANH3A, NHKOBHTE
Nna3sMeHH KOHLEHTPALHN Ha ABaTa raBru MeTaboNuTa caell HAKOAKO JHEBHO npHemMaHe ca okono 10 mbTH no-
BUCOKH OT Te3H, HaGnionaBaHH NpH NaUMEHTH ¢ HopManka 6p6peuHa dynxuna. ITukosuTe NNa3MeEHH HHBA Ha
linezolid we ca 3acernamu.

KnuHrunaTa 3HaYHMOCT HA Te3H HaAONIOEHHA HE € YCTAHOBEHA, Thil KATO NOHACTOALLENLY
OFpaHHuY€HN ZaHHH 33 6esonacHOCT (Bxk. Touka 4.2 H 4.4).
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[NauneHTH ¢ yepHOAPOOHA HENOCTATHHHOCT

OrpaHu4eHH AaHHu couar, ye ¢papmakoknydeTHkarta Ha linezolid, PNU-142 300 u PNU-142 586 ne ce
NPOMEHs NPH NAUMEHTR ¢ 1eKa N0 YMepena uyephoapodna neaocratbunoct (T.e. Child-Pugh knac A nim B).
(bapmakokuHeTHkaTa Ha linezolid npu nanueHTH ¢ Texka yepHoapobua HegocratbuHocT (T.e. Child-Pugh knac
C) He e ouensaBana. Brnpeku Tosa He ce o4aKpa HapylueHusaTa B yepHoaApoOHaTa GyHKuUHA A4 NOBIHAAT

3Ha4YUTENHO MeTabonusma Ha linezolid, Teit kaTo TOM ce MmeTabonusupa ypes HeeHsnMeH npouec (Bx. T. 4.2 K
4.4).

Heua v oxown (< 18 roauHm)

Hswma poctaTr4HO AaHHM 32 O6ezonacHocTTa ¥ eexTuBHOCTTA Ha linezolid npu aeua v 1oHowWH (< [ 8
TOAMHH) M 3aTOBA NPUIOKEHHETO Ha linezolid B Tasn BB3pacTOBA IFpyna He € NPENnoOpPbYUTEaHO (BK. Touka 4.2).
HeobxoxuMu ca JOMBIHUTENHH NPOYYBaHHA, 3a Ad C€ YCTAHOBAT APENOPLKH 3a He3onacHa U edeKTHBHA
aosuposka. [IpoyuBaHusTa BbpXy JapMAKOKHHETHKATA MOKA3BAT, ¥€ CAE/ SAHOKPATEH B MHOTOKPATEH NPHEM
npu aena (1 ceamuua no 12 roauan) knHpeHCHT Ha linezolid (na Gaszata Ha Kg TenecHo Terno) e no-BUCOK NpH
NEAUMATPHYHUTE MALMEHTH, OTKOAKOTO NP Bb3PACTHH, HO HAMaNABa C yBeJIHYaBaHE Ha Bb3PACTTA.

[Tpu neua or eana ceamuua Ao 12 roansu npuaaradero Ha 10 mg/kg na Bcekn 8 waca AHeBHO nokaszpa
eKCrO3HLuA, MogodHa Ha Ta3u, KOATO ce nocTHra ¢ 600 mg ABa NbTH AHEBHO APH BL3PACTHH.

fIpu xbpMayeTa Ha Bb3PACT A0 €HA CeAMULIA CHCTEMHMAT KnupbHC Ha linezolid (Ha Gasara na kg TenecHo
TErno) ce nosuiasa 6Lp30 npes LPBaTa CEAMHUYA OT XKHBOTA. 3aT0Ba KbpMaieTa, nonyvasamin 10 mg/kg na
-BCeKH 8 yaca AHEeBHO, e HMAT Hail-BHCOKA CHCTEMHA EKCIIO3HLINA Ha ITBPBHUSA ACH OT paxAanero. Buipexkn Toea
He ce OuaKBa NpeKOMEpHa KyMyJallis NMPH Ta3H CXeMa Ha Jo3HpaHe N0 BpeMe Ha MbpBaTa CEAMHNA OT KUBOT2,
T»H KaTo KNMPBLHCHT CE MOBULUABA Obp30 MMPe3 TO3H NEPHOA, -

' pn wnows (12 ao 17 ropunu) dapmakoknueTnkara va linezolid € cxoasa ¢ T43u Npy BH3PACTHH NIPH AO3a
ot 600 mg. 3aToBa 0HOWH, npueMalyd 600 mg Ha Bcekd 12 yaca AHEBHO, LIS HMAT CHULATA EKCRO3NUMA KATO
Talu, HAaONOAaBaAHA NPH Bb3PACTHH, MPHEMAIM ChUlaTa J03a.

[lauHeHTH B HANPEAHATIA BB3PACT |
(hapmakokuHeTHkaTa Ha linezolid e ce npoMens 3HaMHTENHO NpH NAUKWCHTH B HanpexHaa mpac'r Ha 65

rogMHH H nNoBeye,

Keun

JXKenuTe UMAT MANIKO NTO-MaTbK 00eM Ha pasnpenesieHHe 0T MBXKETE U CPEAHHAT KIHPBHC Ce HaMansea ¢
okono 20% npH KOpUrApaHe CNpAMO TejleCHaTa Maca. [InasMeHHTe KOHUEHTPAILHH Ca MO-BHCOKH 1IPH XEHHTE H
TOBA MOXKE YaCTHLHHO A3 C2 OTAAJIe Ha Pa3iHKHTE B TENIECROTO Terfo. Tbit Karo obaue CPEeAHHAT NONYKHBOT HA
linezolid e ce pa3iM4aBa 3HAYUTEAHO TPH XKEHH M MBKE, HE Ce 04YaKBa NIa3MEHHTE KOHUCHTPALMH NPH
KEHHTE Ja ce NOBHIIAT 3HaYMMO HaZ TE3u ¢ A0Ka3aHa MOHOCHMOCT U, CASIOBATENHO, He € Heolxoammo
axanTHpaHe Ha n03aTa.

5.3 MipeaknuawIHn Zannn 3a GezonacnocT

Linezolid namanaea ¢eprunvrera # penpoRYKTHBHATA CIOCOOHOCT NPH MEXKKH IUTBXOBE NPH HUBA HA
eKCIO3ULHA, NPHOANIUTEIHO paBHK HA TE3H, 0YAKBaHK NpH xopa. ITpn NonoBo 3penH KUBOTHH TEN edeXTH ca
ob6paTuMu. Bunipexu ToBa NpH MNaan XXHBOTHH, Tperupanu ¢ linezolid npes nowrn uenHAT nepuoa Ha nosoBo
chipABaMe, TesH edektu Ke ca muesnanu. Orbenssaun ca abuopmna Mophonorys Ha cnepuamm
TECTHCA HA 3PENH MBXKH IUTBXOBE H XHUNEPTPOPHA H XMNESpriIasus Ha ENUTENHH KICTKH B He 04
Linezolid BepoaTHO NOBNHABA CH3PABAHSTO Ha CNEPMATO30HAHTE NPH MIbXOBETE. lloﬁaaﬂ
He NoBIKsABa MeAHHpaHuTe ot linezolid edexTi BbpXY QeprIiiuTeTa. XHNEpTPOodhHs Ha He
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HabnopasaHa NpH Kyvera, TPETHPAHU B MPORbAMXKEHHUE HA €UH MECELl, BLNIPEKH Y€ NPOMEHHUTE B TEMIOTO HA
npocTaTarta, TECTHCHTE W HalICEMeHHNKa Ca DUNH BUIHMH.

H3cnenpaHuATA 3a penpOAYKTHBHAE TOKCHUYHOCT NPH MULLKH M IITbXOBE HE AaBaT J0KA3ATENCTBA 34
TEepaToreHeu eQexT Npr HHBA Ha EKCNO3ULKA CLOTBETHO 4 LTI [TO-BHCOKK WM PABHU HA TE3H, OYAKBAHN NPH
xopa. Couure KOHUEHTpauuH Ha linezolid ca noxka3any TOKCHYHOCT BbpXy Maiikara npy MHUWKH M Ca CBbLP3aHH
¢ NOBHIIeHa eMOPHOHANHA CMBPTHOCT, BKAKOYHTERHO 3aryba Ha UAJIOTO NOKONEHHE, HAMANABaHE HA TeJIECHATA
MAaca Ha MIoAa H N30CTPAHE Ha HOPMAJHATA N'CHETHYHA NPeAUCNO3ULIUA KbM CTEPHATHH TIPOMERH B
nokoneHneTo Ha MutukHTe. [TpH nbxose ce orGenasBa cnaba TOKCHYHOCT NPy MafikaTa NpH €KCNO3HLHH, TO0-
HUCKHM 0T OMAKBAZHHUTE KJIHHUYHH KCNOo3WLMH. 3abensas3sa ce Jexa PeTanina TOKCHYHOCT, H3pa3eHa KaTo
HaMafNeHO Terjio Ha MoJa, NOHHXKeHa OCHHKAUMA HA rPLAHATA KOCT, HAMANCHA BEPOATHOCT 3a OLENIABaHe Ha
MaJIKKTE H JICKO 3aKbCHEHHE B Ch3psaBaHeTo. [1pn undTocBaHe chuiuTe TE3W MaikH Moka3BaT obpataMo 5o30-
‘3ABMCHMO YBEeTHYEHHE Ha Npe-UMIIAHTalHOHHaTa 3aryba cbC CbOTBETHO HaManaBaHe Ha pepTHaAnTeTA.

Linezolid H HeroBuTe METaBONUTH CE EKCKPETHPAT B MAAKOTO Ha KbPMEILH MTbX0Be ¥ HabnozaBaHnTe
KOHUEHTpauyu ca OHJIH NO-BUCOKH OT T€3H B MaiiylHaTa mnasma.

Linezolid npeaussukpa 06paTHMa MHETOCYTIPECHS IPH NABXOBE H Ky4era.

[TpemxnuHNUHMTE JaHHK, DazupaHH Ha OOWONPHETHTE METOIH 32 W3CNIeABAHE HA TOKCHYHOCT NpH
MROI'OKPATHO NpHeMaHe H FeHOTOKCHYHOCT, He NOKa3BaT 0cofeH PHCK 3a X0pa OCBEH IPYNHTE, NOCOYEHH B
APYrH TOYKH Ha Ta3M KpaTka XapaKTepHCTHKa Ha npoaykra. Hacnenpasna 3a KaHEepOreHHOCT/OBKOrEHHOCT He
ca NPOoBEeXAaHH MOPAJAH KPATKHA NEPHOA Ha JO3UPAHE H NHNCATA HA NTEROTOKCHYHOCT NPH CTAHAAPTHHTE CEPHH
M3CAEABAHHA.
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6. PAPMAIIEBTHYHH NAHHH

6.1 CnechLK HA NOMOHIHUTE BEHISCTBA ¥ TEXHATE KOXHYTECTBA

Corn starch
Microcrystalline cellulose
hydroxypropylceliulose
Sodium starch glycolate
Magnesium stearate

Opadry white YS-1-18202-A

(Camauba wax

Opacode red FGE-15040 imprinting ink
6.2 HecrBMECTHMOCTH

Hawma.

6.3 Cpox Ha roaaocT

3 ronuHH

6.4 CnenrajiHH YCI0OBHA HA CLXPARCHAE

Jla ce cxxpaHABa npu TeMmnepatypa noa 25°C,
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6.5 Bua na onNakoBKaTa M CLALPKAHNE

bana, HDPE 6yrtunka ¢ nonnnponuncHoBa Kanauka Ha BUMHT, cpabpxawa 10, 20 nnw 30 rabnerxs,

NOCTaBEHa B KAPTOHEHA KYTHA.
bmucrepu o1 nosausuHrMopua(PVC)/ ponuo ¢ 10, 20 unn 30 Tabnetkn, nocrapeny B KapToHEeHa KYTHS.

6.6 IIpenoprKn npu ynovpeba

Hama cnelnasHH W3IHCKBAHMA.

7. IPUTEXATEJJ HA PAZPEILIEHHUETO 3A YHOTPEBA

Pfizer Enterprises SARL
Rond-point du Kirchberg
51, Avenue J.F. Kennedy
L-1855 Luxembourg

G. D. of Luxembourg

8. PETUCTPAIRHOHEH HOMEP

20020809

9. AATA HA H'BPBO PAJPEILIABAHE 3A YIIOTPEBA

11.10.2002

10. JATA HA (MACTHYHA) AKTY AJTH3AIIMA HA TEKCTA




