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1. HME HAJEKAPCTBEHUSA ITPOAYKT

Jiunesonun Kpka 600 mg dunmupans TabieTku
Linezolid Krka 600 mg film-coated tablets

2.  KAYECTBEH H KOJIMYECTBEH ChCTAB

Beska dprnMupana Tabnerka euaspika 600 mg aunesonun (finezolid).
3a OBJIHHA CHHECHK HR BOMOINHHTE BEILECTRA, BIOK TOuka 6.1,

3.  JEKAPCTBEHA ®OPMA

dunmupana tabnerka.

Benu nnu nodutn Genw, enuncoBRIHY, NeKO ABOHHOH3ITBKHANH DHIMHpaHH TabneTku. Pasmep Ha
Tabnerxara: 18 x 9 mm.

4. KIHHAYHH JAHHH

41 TepaneBrauyH NOKa3AHAs
Ho3okoMuanHa mHeBMOHHs
[MHermoung, npuaobHTa B OGINECTBOTO

JInunezonua Kpka e mokasaH nipH Bp3pacTHH 3a JIeYeHHE HA NHEBMOHMA, MPHA00KUTA B 00LUECTBOTO H
HO30KOMMATIHA TIHEBMOHHS, KOTATO € H3BECTHO HIIH ¢ NPEeAnoara, 4e ¢a MPpHYUHHEHH OT
JdyBCTBHTETHE ['pam-nionioxkeTennn 6axtepun. [pu onpeaenste aanu Jlunesonua Kpka e nogxoadii
34 AaJIeHO JIeYCHHE € HeoOXOUMO A Ce B3eMAT NPEeSBUA PE3YITATHTE OT MHKPOSHONOTHYHUTE
TECTOBE HJIH 2HHHUTE 33 PasnpoCTPAHEHHE HA PE3UCTEHTHOCT KbM aHTHOAKTEpHANHH areHTH cpell
['pam-nionoxurennnTe 6akrepun. (Brk Touka 5.1 3a NOAXOAsSIIATE MUKPOOPTaHH3MH).

JluHe30nuA HE ¢ AKTUBEH CPely HH(EKLUHH, MPHYHHEHH 0T ['paM-0TpHUATEIHA NIATOreHA.
EaHospemenHo Tpabpa fia ce 3anoune cneupduyHa Tepanua cpetty I'paM-oTpHUATeIHH DATOrEH!,
aKko e I0Ka3aH WM ce npearnonara ['paM-oTpyuaTeneH narorex.

VenoxHeHH HHQEKUHMH Ha KOXKATa M MEKHTE ThKaHH (BHxkK Touka 4.4)

Jluneaonu € NOKA3AH NPH BE3PACTHH 34 JICHEHHE HA YCIOKHEHH HH(EKLMH Ha KOXKATA H MEKHTE
THKaHH, CaMO KOTATO MUKPOOHONIOTHYHHTE TeCTOBE NOKA3BaT, Y& HHOEKLMATA € NPUYKHEHa OT
qyBCTBHTEIHA ['pam-nonoxkurenua Gakrepus.

JlunezomH A HE € aKTHREH cpelly MHBeKLEH, NPHYHHSHM 0T [ paM-OTpULIATEIHH NATOMEHH.
Jlunesonup Tpabea na ce H3MOI3BA IIPH MAUHEHTH C YCIOXKHEHH KOKHH H MEKOTEKAHHH HH(l)eKl.lPHd c
H3BECTHA WITH BB3IMOXHA CBIIBTCTBAINA HH(EKUNA ¢ [ pamM-oTpHIaTeTH MHKpOOpFaH M,

HAMA HATHYHH ATTCPHATHEHM TCPANEBTHYHH BbIMOXHOCTH (BHX Touka 4.4). [Ip / b
ofcTosTencTa TpAGBa Aa ce 3aMovuHe eAHOBPEMEHHO JieueHHe cpewy ['pam-oTp ‘6‘(
MHKpPOOpPraHH3MH

Jiunesomun Tpabea na ce 3anouBa camMo B GOMHHYHA 0OCTAHOBKA W CliEH KOHCYY
CIIELMATICT MO MEKPOBHOTIOrHA HITH CTICIMANHCT MO HHpEKLMOo3HK BonecTy.



Tpabtea na ce nmar npeasun oduUMANHHTE NPENOPEKH 33 MOAXOAALIATA YIOTpeba Ha
aHTHOAKTEPHAIHH CPEIICTRA.

4.2 /lo3sMpoBKA H HAMAH HA OPUICKeRHE

EOSHQOBKH

Jlenesonna Kpka punmupann TabneTky MOraT 1a ce m3nonsear 3a HadasHa Tepanua. [lauvenTy,
KOHTO €a 3anoYHANH JieYeHHe ¢ napeHTepanHara Gopma, MOrar Ja NpeMHHAT HA nepopanta Gopma,
KOraTo TOBa € KNHHWYHO NOKA3aHo. B TaKHBa CITyvaH He ce Hanara KOpeKuus Ha J034Ta, ThH KaTo
nepopaiHaTa CHOHAIHYHOCT Ha JTMHE301HA € npubnnznTento 100%.

{lpenopvuumenna 003upo6Ka u NPOOLANCUMETHOCT! HA REUEHUENIO NPY ELIDACIIHY

l"[poz[wmcm'eﬂﬂocna Ha JICHEHHETO 3aBHCH OT [1aTOreHa, MACTOTO Ha nmbe[cu,ml'ra H TCHKESCTTa, KaKTO
H OT KTHHHYHHA OTrOBOD HA MalHEHTA.

Cneanure NIPEMOPBKH 34 NPOABDKHTENHOCT HA TEYEHHETO CE 6a3upa'r Ha TC3H, H3MONA3BAHH NMPH
KINHHAYHWTS H3MIHTBaAHHA. Hp[d HAKOH BHOOBE HHC]JGK].[HH MOKE J1a ca MNOAXOIALTH [TO-KpaTkKH KprOBe

Ha JICHCHHUE, HO TC HE Ca MPOYYBAHH IIPH KIHHHYHYH H3MUTBaHHA.

MakcuManHata npoab/DKUTENHOCT Ha JiedeHHeTo ¢ 28 auu. BezomacHocTra M eleKTHBHOCTTA Ha
JIMHE30/IH A, TIPWIGKEH 34 MEPHOIH, NO-ABITH 0T 2§ THU, HE Ca YCTAHOBEHH. (BIK TOUKa 4.4).

He ce uznckea ypennueHne Ha NpeNOpLYHTENHATA 1038 WK MPOIBDKHTENHOCT Ha JIEUSHHETO NPH
MHGEKIMH, CBBP3aHH CbC CHIBTCTBANA GaKTepHEMHs.

IlpenoprurTentara nosa npy hATMHpaHHTE TabIETKH € KAKTO CleBa:

Undexnnn Ho3uposka IIpoat DKHTEIHOCTHA
JCUEHACTO

HoszokomHanHa mTHeBMOHRA 600 mg nea neTH 10-14 nocnegoBaTendH FHH

ITHeBMoOHHS, MPUAOGHTA B OOIECTROTO AHEBHO

Yenoxdend MHQEKINM Ha KOXKATA M MeKHTe (600 mg nBa npTH
TBKAHH JHEBHO

Heouampuuna nonyrauus

bezonacHoCTTa M eMKaCHOCTTa Ha JIMHE30JIM [P [elia M FOHOLIH (<18 roauinna sp3pacr) ue ca
ycTaHoBeHH. [ToHacTosmeM HATHYHUTE JAHHY ca omHcaHi B Touku 4.8, 5.1 ¥ 5.2, HO He MOTAaT Ja ce
AaBaT MPEeNoOPBKH OTHOCHO JO3HPAHETO Ha NMPOAYKTA.

INarpieHTH B CTapuecka BB3pacT
He ce Hanara kopexiws Ha f03ara.

Hauuenmu ¢ 6'-'36QQ'{H€! Hedocmamsynocm

He ce namara kopekums Ha o3aTa (Biox Touk 4.4 1 5.2),

Hayuenmy ¢ meocka 6vopeuna nedocmamvynocm (CLCR <30 mi/mm)
He ce Hanara kopekuma Ha no3arta. [opagy HEU3BECTHOTO KIHHHYHO 3HAYECHHE Ha M0
ekcrnosuups (a0 10 MbTH) Ha nBaTa OCHOBHM METAGONMTA HA JTHHE3ONH PH NaLKe ;




AMHE30MMA TPAGBA J1a ce AaBa CJIE] THATH3a Ha NALMEHTH, NOTyYaBally Takopa eyeHHe. OCHOBHHTE
MeTaDOJIMTH Ha THHE30/HA C€ OTCTPAHABAT A0 H3BECTHA CTEICH YPe3 XEMOHAIN3A, HO BhIIPEKH
KOHUEHTPALHUTE HA Te3H MeTabOTHTH ce 3ama3BaT 3HAYHTETHO TO-BHCOKH CHIEJ JHATH3A, B
CpPaBHEHHE ¢ Te3H, Hab/oJaBaHH NPH NAUMEHTH ¢ HopMafHa 61p0peuna QyHKLUMA UAH JIeKa 10
yMepeHa OBs0pedHa HeIOCTATEYHOCT

Mo Ta3u npuuvHa, nuHesonua Tpadea aa ce H3M0A3Ba C 0cOOEHO BHHMaHHE MPH MALHEHTH ¢ TEHKA
OpOpedna HEOOCTATBLYHOCT, KOMTO €A MOMUIOKEHH Ha JIHAJIM33, W CAMO KOraTto O4akBaHaTa rnosisa
MPEBUINARA TEOPETHUHHS PHCK.

KbM MOMEHTa, HEMA ONUT C MPWIOXKEHHE Ha JIMHE30/ K] NPK NalHeHTH, NOIOXKEeHH Ha
MpOXb/DKHTENHA amMOynaTopua nepuroHeana auanmsa (CAPD) win anrepraTvBHO NieUeHWe Ha
610peuna HETOCTATBYHOCT (PA3THUHO OT XeMOIHATH3A).

HaumeHTH ¢ yepHoapobHa HEIOCTATBYHOCT
He ce wanara xopekuus Ha no3ata. Buapeku ToBa, FMa OrpaHWUCHH KITHHHYHH AaHHU M yroTpebara

HA JIWHE30/TU, [IPH TAKHBA MALKMEHTH CE NPenopbhyBa, CAMO KOMATO OUAKBAHATA NOJI3A NPEBHINARA
TEOPETHYHHS PHUCK (BHX TOUKM 4.4 1 5.2).

HauunH Ha npunoxenye

[IpenopbuHTe/iHaTa A03a IHHE30NAA TPSORaA a ce MPHIIara NEPOPATHO IBa ITTH THEBHO.
ITeT Ha BBBEIKAAHE: TIEPOPATHO MPHJIOKEHHE.
DunmrpannTe TabneTkH MOraT Aa ce npHeMar ¢ HiH 6es xpana.

4.3 TIIpornBomoxazanng

CBpPBXYYBCTBHTENHOCT KbM AKTHBHOTO BEIHECTRO HITH KbM HIKOE OT MOMOILHHATE BeleCTBa,
n30poeHn B Touka 6.1.

JInuezonuA He TpAOBa 12 ce H2NOJ3BA IIPH NALMEHTH, IPHEMALIH KAKBOTO H 12 GHIIO JeKapcTRo,
KOETO HHXHOMpa MoHOaMKHOOKCHIa3uTe A wnu B (Hanp., denensun, u3okapboxcasu, CENIETIUIHH,
MOKTODEMHIT) WM 10 JBE CEAMHULH CIIET MPHEMA HA TAKOBA JIEKZPCTRO.

OCBCH, aK0 HAMA BE3MOKHOCT 34 CTPHKTHO HaDIONeHHE H KOHTPOJ Ha KPBBHOTO HAJIATaHE,
JAKWHC30JINA HE TpﬂﬁBa Ja ce npunara npH NauHeHTH B CJICOHHUTEC KIHHHYHH CHCTOAHHA HIIH ChC
CIICAHHUTE BHAOBEC CBITBTCTBALIO JICUYCHHE:

- [NaumeHTH C HEKOHTPONHpaHA XUNCPTOHHA, (EOXPOMOLIMTOM, KapLMHOMI, THPEOTOKCHKO3A,
OunonapHa Aenpecus, WH30a(heKTHBHO pascTPOHCTBO, OCTPH CHCTOAHHA HA OOBPKBAHE.

- NawpenTn, NpueMalni HAKOE OT ClieJHUTE JeKapcTBa: HHXHOMTOPH HA OOPATHOTO 3aXBalllaHe
Ha ceporoHMHa (B Touka 4.4), TPHUHKIMYHH aHTHACMPECAHTH, ceporoHHH 5-HT1
PeUCNITOPHY  aroHHcTd  (TPUNTaHH), 0OpPeKM H HENPeKH CHMIATHKOMHMETHUM  (BKI.
aZipeHeprHYHMTE OPOHXOAMIATATOPH, TiceBJoehenpHH H GEHUIITPONAHONAMHH), Ba30MNPECHBHH
NPORYKTH (Hanp., enuHedpHH, HopeniHehpHH), JOMAMMHEPTHYHH MPOAYKTH (Hanmp. JOIIAMHH,
NoOGYTaMHH), NETHAHH HAH GYCIUPOH.

JlaHHHTE OT ONMTH ¢ XKMBOTHH NMPEATNIONIAraT, 4e JIMHC30NU B HerOBUTE META0ONUTH ﬂpeMHHaB&T B
KbPMara B CBOTBETHO KbpMeHeTo TpAORa Ja ce PEYCTaHOBH MPeRH U NC BPEME Ha NP <O
(B3 TOUKA 4.6).

44 CrenHamny npeIynpesacHns H NPSTIASHE MEPKH HpPH yuoTpeda

Muenocynpecus
HmMa cBobLueHHA 3a MASTOCYNpecHs {BKIIOYHTETHO aHEMHES, TEBKOMECHHS, TIAHLHA



TPOMOOUMTONEHHS ) IPH NMALIHEHTH, NOTYYaBallH JTHHe30 i, B ciyuanTe, Koraro PesyJITaTeT €
H3BECTCH, MPH NTPEKPATABAHE HA MPHEMa HA THHEZOJH]] 3aCErHATHTE XEMaTOJIOTHYHH [I0KA3ATENH ¢
MOKA4BAT OGPATHO KbM CTOHHOCTHTE OT IPeH JIeYeHHETO. PHCKET OT Te3H edexTs marnexma ¢
CBBp3aH ¢ NPOAL/LKHTEIHOCTTA Ha NieuenneTo. 1lanmenTTe B HanpeHana Bb3pacT, IEKYBaHH ©
JIHHE30JIWA, MOraT 14 €4 ¢ MOBHILEH PHCK OT KPbBHH JHCKHHEZHH, B CPABHEHHE C MO-MJIaAH
naipeHTH. TpoMboIHTONeHHS MOME Na HACTBIH NO-YECTO NPH MALMEHTH ¢ TEXKa GBOpeuHa
HEAOCTaTBEYHOCT, HE3aBHCHMO Jajli Ca Ha AMaiH3a Hin He. ITo Ta3u npHuMHa ce mpenophLyBa
BHHMATEJIHO NPOCNeAsBane Ha 6pos Ha KPBHBHHTE KIETKH MPH MALMEHTHUTE, KOWTO ca: ¢ aHAMHE3a 3a
aHEMHS, MPaHY/IOUHTONICHHS WIH TPOOMOLIHTOIICHHS; NIPHEMAT ETHOBPEMEHHO JIEKApCTBA,KOMTO
MOraT 3 OHIKAT HHBATA Ha XeMorno0uHa, Ja MOHIKAT Opos HAa KPhBHWTE KIETKH M
HebmaronpuATHO A2 NoruAAT Gpos Wiy GyHKuMATa HA TPOMGOIIMTHTE; HMAT TexKa GrGpetHa
HENOCTATBYHOCT; NOANIOKEHH 2 Ha NeucHHe 3a nosede oT 10-14 guu. flpH TakHBa nalHeHTH
JTHHE30/1HA TPAOB2 Ja Ce NPUITATa CaMO B CITyUaHTe, KOTATO € BEIMOXHO BHHMATETHO NPOCIICAABAHE
Ha CTOHHOCTHTE Ha XeMOroOHHa, Gposi Ha KPBBHHTE KIETKH B TPOMGOLIHTHTE.

AKO 110 BpeMe Ha NeYEeHHETO C JTHHE3OUIH/, Ce MOSBH CEPHO3HA MHEIOCYNIPECHS, JIeYeHHETo TpabBa aa
Oblie npekpaTeHo, OCBEH aKO MPOIHDKABAHETO HA TEPAMHATA He € AGCOMIOTHO HEOBXOHMO, KATO B
TO3d Ciy4ai Tp#OBa aKTUBHO Aa e npociessisa GPOST Ha KPbBHUTE KJIETKH H a Ce TIPEIOKAT
MOOXOJAIH CTPATETHH 32 OBNANABAHE HA CHCTOIHHETO.

B nombaHeHHe cc npenophuBa eKeceAMHHEH KOHTPON HA KPbBHHTE [OKA3aTENH {BKIFOUHTENHO
cTofiHOCTHTE Ha XemornoGuHa, TpoMGounTiTe B 06w Gpoii NeBkoLMTH ¥ AHbepeHLHAIHO GpoeHe)
NpH MAUHCHTH, MPHEMALLH THHE30H]T, HE3ABHCHMO OT [ThPBOHAYATHHA OPOoki KPLBHH KIIETKH

Ilpu npoyusanus 3a nannatueHa ynotpeba [IPH MALMHEHTH, TOAYYaBallH JIHHE30MAS 0-IbJre OT
NPenopBLYBaHATA MAKCHMAIHA NPOAB/LKHTENHOCT OT 28 nHH, e HalnioaaraHa no-BHCOKA 4eCTOTa Ha
TexKKa aHemna. [Ipya Teaun malHeHTH No-YecTo ce e HATIarano KpLBOTIpenHBaHe. B noct-
MapKETHHIOBAS [IEPHOJ, CHIIO Ce ¢HOOLIABA 3a CITYYan HA AHEMMS, HANIATALTH KPBBOMPEIHBAHE, KATO
TOBEYE CIIy9an ca HaGMOoNaBaHH NPH BALMEHTH, KOHTO ¢4 PHEMAIH JTHHE30H, 33 TTO-IbJIBI TICPHON
or 28 nuu.

B nocr-mMapketHHrosus nepron ce ¢cLofmasa 3a crydad Ha cugepobnacTHa anemus. B criyvaure, ripu
KOHTO Ha4a/i0TO Ha peakuMATa € OHIo H3BECTHO, MOBEYETO NALMEHTH CA MPHEMATTH JIHHE30IH/T 32
noeeye ot 28 nuu. [ToBevYeTo NaUMEHTH ca ce Bh3CTAHOBHIH HAITBJIHO HITH YaCTHYHO e
NMpeKpaTABaHe HAa NPHEMA HA JIMHE3OIH, ChC HIH 063 JIeUeHHE HA TAXHATA AHEMHA.

Qucnmnogy@ HA CMBPMHOCIING HO 6PEME HA KAUHUYHO HIRUMGARE R NAUNCHNU C Kamembp-
CEBLPIANU FQCLM-HOJIODIC“ME]IHH KPbhE8HU zm@emuu

HosuimeHa cmbprHOCT € HabnionaBala NpH NMALUMEHTH, NCKYBAHH C JIHHEI0MHA B KOMGHHAMA c
BAHKOMHUIIHH/ AMIJIOKCAUMIHH/ OKCAlIMH, N0 BPEME Ha OTBOPEHO MPOYYBAHS (IPH TEKKO GONHH
NAlMCHTH C BBTPECHIAOBH KaTeThP-CBLP3aHH Hubeknuu [78/363 (21,5%) cpewy 58/363 (16,0%)].
OCHOBHHAT (akrop, MOBTHABALI CMBPTHOCTTA, € H3XOIHOTO CHCTOSHHE Ha | paM-HonoxuTenHaTa
Hu¢exipa. HuBara Ha CMBPTHOCT Ca CXOIHK NPH NALMEHTH ¢ WHQEKIMH, PUIHHEHH M3UATO OT
I'pam-nonoxutenHu MHKpoopranusMu (xoeduumeHT na prck 0,96, 95% JOBEpHTENIEH HWHTEPBAI:
0,58-1,59), Ho ca 3nauHTenHO NO-BHcOoKH (p=0,0162) B paMOTO Ha JIHHE3OIHA MpH NalMeHTH ¢ Kokl Ja
€ ApYT MATOTEH WM 0e3 NaTOTeH B HIXOAHO ChCTOAHME (KoehHUMEHT Ha pHCK 2,48; 95% noBeputenen
urreppan: 1,38-4,46). OcuoBHUAT AHCGAIAHC € POSBEH MO BpeMe Ha JICUEHHETO W B PAMKHTE Ha 7
AHH CNICL NPEKPATABAHE HA M3MUTBAHOTO JeKapeTeo. [ToBeUeTO MALMEHTH OT rpyllaTa Ha JTMHE3OIU
ca npunoSwiH I'paM-OTPHIATENIHH MATOTEHU MO BpeMe HA MPOYYBAHETO H CA HOYMHAMH OT HH(eKIuA,

4KO HAMA ANTCPHATHBHH BBH3MOMHOCTH 33 NeyeHHe (Biok Touka 4.1). [IpH Tesn offf s
Aa Gblie 3aM04HATO €IHOBPEMEHHO JICUeHHMe cpelry | paM-OTpHLaTeHH MHKPOOPIRE

Aumubuomuuno-cevp3ana Ouartn 4 KoM




ITps ymoTpebaTa n04TH BCHYKH aHTHOAKTEPHATTHH TIPOIYKTH, BKJIOUHTETHO JTHHE30KA, ce chodiuasa
32 aHTHOMOTHYHO-CBBP3AHA JHAPHA ¥ AHTHOHOTHYHO-CBBP3aH KOJTHT, BKTIIOUUTENHO
ncesaomemOpanosed konH Clostridium difficile-cepp3ana nuapus, YMsaTO TEKECT MOKE Ja BapHpa OT
JIEKA Hapuad 10 GaTtancy KOMHT.

3arosa ¢ HEOOXOIMMO Ta3u AHMArHO34 [a CE UM2 NPCABHA MPH MALUMEHTH, KOHTO NPOABSBAT CHMITTOMH
Ha TEKKa AHApHA NO BpeMe Ha ynoTpeba Ha MHHE30JHI. AKO ce MOXO3MPaT WIH OBAAT YCTaHOBEHH
aHTHOHOTHYHO-CRLP3aHa JHAPHA Wi AHTHOHOTHYHO-CEBP3aH KOIMT, JIEYEHHETO ¢ aHTHOAKTEpHAIHH
NPOAYKTH, BIJIIOUHTENHO THHE30AM, TpabBa Aa ce mpeKpatH W HesabaBHO na Obaar NpeallpHETH
noAxoAsmM MepKH 3a jeucHHe. B to3m ciyua, nexapcrea, uHxuOupaild MepHCTaNTHKaTa ca
[IPOTHBOMOKA3AHH.

Jlaxmamua ayudosa

IIpu ynorpebara Ha IHHe30MUE ce chob1aRa 3a JIaKTaTHA auuo3a, [auuenTy, kouTo pazBHBaT
MpH3HaUH B CHMITTOM#H Ha MeTabonHTHA allino3a, BKIYHATCIHO [IPDUCTBITA Ha IrafcHe HilH
NOBPBillaHe, a80KoMHHANHA GOJIKA, HICKH CTOMHOCTH Ha OHKapOOHATHTE WIH XHIEPBEHTHIALMA,
AOKATO TPUEMAT JIMHE3O0/MHA, TPAOBa He3abaBHO 12 GBAAT NpeTiefaHy OT iekap. AKO HACTENH
JIAKTATHA alHA03a, MON3HTE OT [IPOAB/DKABAHEC HAa JICYCHHETO C JIHHE3OIH, Tpi[ﬁBa Aa 61>,ua'r OLCHEHH
COpAMO BE3MOKHHTE PUCKORE,

Mumoxondpuanna ducduruun

JiMunesonua HHxHOHpa GeNTHbUHMA CHHTES B MHTOXOHAPHUTE. B pezynTat oT ToBa uHxuOUpaHe Morat
Ja ce HabMOJaBaT HEeXKENAHN PEaKIMH, KATO JIAKTATHA ALHA032, AHEMHS ¥ HEBPONaThA (OYHA U
nepudepHa); Te3H CHOMTHA Ca NO-YECTH, KOTATO JTEKAPCTBOTO Ce TPHIATa Mo-BJIro oT 28 Axu.

Cepononunos cunopom

Hma crioHTaHHH ChOOLIEHHA 38 CEPOTOHHHOB CHHAPOM, CBBP3aH ¢ eIHOBPEMEHHO NpHIaraHe Ha
JIHHE30JIHA H CEPOTOHHHEPTHYHH MMPOAYKTH, BEJIKOYHTEIIHO aHTHASNPECAHTH, KATO HAMNp. CCICKTHBHH
HHXHOUTOpH Ha 0DpaTHOTO 3axBamane Ha cepororiHa {SSRT). [Mo Tazu npHYMHA €JHOBPEMEHHOTO
HPUIIAraHE HA JIHHE30/IM]| H CEPOTOHHHEPIHYHH ArSHTH € NMPOTHBOMOKA3AHO (BHXK TOYKa 4.3), OCBEH B
CIy4aHuTe KOTaTO €IHOBPEMEHHOTO NIPAJTArale Ha JIHHE30MH H CEPOTOHHHEPTHUHH NPOIYKTH €
KH3HEHO BAXKHO. B Te3H ciryvan naumeHTHTe TpAOBa BHHMATEITHO /14 C€ HAOMOAABAT 32 MPH3HALMA H
CHMITOMU Ha CEPOTOHHHOB CHHAPOM, KATO KOTHHTHEHA JUChYHKLMA, XHIIEPIHPEKCHA,
XUneppehaeKCHA H JIMICA Ha KOPAHHAIHA. AKO Ce MOSBAT TAKHBA MIPH3HALH K CHMIITOMH, JIEKapHTe
TpAOBA Na OOMHCIAT NpeKpaTABAHC HA MPHEMA HA €HH WIH Ha [1BaTa MPOAYKTa. AKO Ce IIpeKpaTH
€IHOBPEMEHHHAT [IPHEM HA CEPOTOHHHEPTrHYHHA MPOMYKT, MOTAT Ja ¢e HaDIIoAABAT CHMIITOMH Ha
OTHEMaHe.

Hepughepra u guna neeponamus
Ilpa naimenTy, nexysauu cbc JIuaezonua Kpka, ce cpo0waga 3a nepudepHa HEBPOrAaTHA, a CBHUIO
OYHa HEBPOIATHA W OYEH HEBPHT, NMOHAKOra OporpecHpalli 10 3aryda Ha 3peHHeTo. Te3H AaHHH ca
NOTYYEHH OCHOBHO OT MalMeHTH, IEKYBaHH 3a NI0-0BJILT TEPHOA OT MAKCHMATHO NpenopeusanuTe 28
HHH.

Bevuxe nauuenTy Tpabea ga 6b1aT ChBETBAHM Ja CHOOINABAT 32 CHMIITOMH Ha 3PHTEHO YBPEXKAaHE,
KATO HANP. IPOMEHH B OCTPOTATA HA 3PEHHETO, IIPOMEHH B LIBSTHOTO 3PEHHE, 3AMBITICHO 3pEHHE HIH
HapyImeHHs B 3PATENHOTO noJsie. B Te3u cayuan ce npenopbuBa OLp3a OLEHKA M IIPH HYXKIA -
KOHCYATatHA ¢ odranMonor. Ako HAKOH NauMeHTH npuemat Jlunesonna Kpka no-genro ot 28 ann,
3pHTCNHaTa UM (YHKLHA TpsOBA BHUMATEIHO A4 Ce NPOC/e/sBa.

Mpu noasa Ha nepudepHa HITH 0YHA HEBPOTATHS ClIEABA 14 CE IPELECHAT Bb3MOKHHTE PHCKOBE
COPAMO NOJI34aTA OT IpOAb/GKARAHE Ha Aeuenuerto ¢ Jlunezomua Kpka.

Ilpy DaLMEHTH, KOHTO [IPHEMAT HIH HACKOPO Ca MpHEMATH JIeKapCTBa Cpelly MHKOQMerepyy
nmeueHHe Ha TyOepKyJo3a, MOXe []a ChHLIECTBYBA MOBULICH PHCK OT MOABA Ha LEH
ynorpeda Ha JIHHE30IMA. )

I'vpuose
Crob1iaBa ce 3a NoABa Ha MbPYOBE TIPU MALMEHTH, JIEKYBAHH ¢be JlnHesonun Kpxd

OT TE3H CJTYYaH cc choOIIaBa 3a aHaMHE34 3a FEpY0BC HAH HAJTHYHC Ha PHCKOBH ll)



[TaupenTare Tpabea aAa GbAaT CHBETBAHH Aa HH(MOPMHPAT JICKYRALIIMA CH JIeKap, aKO MMaT aHaMHe32
3a FbpYOBE.

Monoamunooxcudasnu unxubumopu

JlHHezonma e o6paTHM HeceNEKTHBCH HHXUOUTOP Ha MOHOaMMHOOKcHaa3aTa (MAOH); obaue,
B/IO3HTE, IPHIAraHH NpH aHTHOAKTEPHAJIHA Tepanud, ToH He oka3sa aHTHAenpecHBeH edekT. Hima
MHOFO OrPOHHYEHH JaHHH OT MPOYUYBAHHATA [10 OTHOLIEHHE HA IEKAPCTBEHUTE B3aUMOoAeHiCcTBHA H
6e30macHOCTTA Ha JIMHE30JIA/ KOTaTo Ce MPHIAra Ha NalHeHTH ¢ MOLTeKAIIH ChCTOAHAA H/WIH
CBI'LTCTBALIM TEPANTHH, KOMTO MOTAT Ja FH H3OXAT M3NOXKAT Ha prck oT MAQ uHxHbupane, ca
orpaHn4cHH. [Topanu ToBa ynotpebaTa Ha TMHE30/IMA NPH Te3H OOCTOATENCTBA HE CE TIPEMOPLYBa,
OCBEH KOraTo € Bb3MOXKHO BHUMATENHO TPOCENABaHe Ha MALHeHTHTE (BIDK TOukK 4.3 u 4.5).

Ynompeba ¢ xpanu 602amu na mupamuy

[ManuenTnre TpAGBa Na OBLAAT CLBETBAHM A3 He KOHCYMHpAT FOJIEMM KOJIHYeCTBA Xpana, GoraTa Ha
THpaMuH (BIK TOYKA 4.5).

Cynepunghexuus

EdekTsT Ha Te4eHHeTo C THHEZ0/MA BEPXY HOpMaTHaTa (iopa He € OLEHABaH B KIIAHHYHH
HIMHTBAHHA.

Vnorpebara Ha aHTHOHOTHLUM MOKe MOHAKOra a3 JIOBEAC A0 CBPBXPACTEX HAa HEUYBCTEHTEIHH
mHKpoopraausMd. Hanpumep, npubnuzutenHo 3% oT naliMeHTHTE, IPHEMALIH MPENOPLYMTENHHTE
M03U JTHHE3QJIH/, Ca NPOABHNM KaHAW/033, CBBLP3aHa C JICUCHHETO, MO BPEME HA KJIMHHYHHTE
nznuTBaHHs. HeobXomuMo e na ce npeanpueMar MoAXoAALUM MEPKHM TIPH [0ABa Ha cynepeHQeKHHA
Nno BPEMe HA JICUEHHETO.

Cneyuannu nonyiayuu

Jluneszomun TpaGBa j1a ce Npwiiara ¢ NOBHINEHO BHEMAHHME MPH NAUHEHTH C Texka 6p0peuna
HEOCTATHYHOCT H CaMO KOTaTo C€ NPELIeHH, Y€ OYaKBaHAaTa M0J13a NPeBHIlIAaBa TEOPHTHYHHA PHCK
(BEK TOuKH 4.2 1 5.2).

[IpunaraseTo Ha IMHEIONH, (IPH MALHEHTH ¢ TEXKKA HePHOIPOGHA HEAOCTATHYHOCT Ce MPENophYBa,
CaMO KOraTo O4aKBAHATA MOJT34 [[PEBHINARA TEOPUTHYHMA PHCK (BIK Touky 4.2 1 5.2).

Hapywenun wa gepmunumema

Jlunesonna obpaTHMO NOHMKABA (PEPTHIIMTETA H HHAYLMPa abHOpMHA MOPONOrHs Ha cliepMaTa npH
BB3PACTHH MBKKH TUTBXOBE NIPH HHBA HA €KCNO3MLMA, MPHOIU3HTETHO PABHH Ha TE3H, OUAKBAHH N1PH
XOpa; BbIMOKHHTE e(peKTH HA JIHHE30IHMA BHEPXY penpoAyKTHBHATA CHCTEMA HA MEKETE He ca
H3BeCTHM (BHK TOYKa 5.3).

Krunuunu npoyusanin
bezonacHOCTTa B epeKTHBHOCTTA HA JIMHE3ONHL, TIPKIATaH 34 EPHOAH, TIO-TBArH OT 28 AHH, He ca

YCTaHOBCHH.
KOHTPOMMPAaHHTE KIHHHYHH H3MNUTBAHHA HE Ca BIJTIOUBAITH MAIIMCHTH € JIC3HH OT qHAGETHO CTHIAMO,
,II,CKYGPIT}’CH HJIH HCXEMHYHH JIC3HH, TCKKH H3rapaHnig HiIH raHrpeHa. ﬂopa,a,n TOBA OIIMTHT OT
MNPHIATAHETO HA JIHHE30/H/, TIPH JICUEHHETO HA TE3H CHCTOAHMA € OrpaHu4eH.

Junezonua Kpka crabpska HaTpuid
Toga nexkapcTeo ceabpika no-Manko or 1 mmol natpuii (23 mg) Ha Tabnetka, T.e. MOXKE 1A Ce KaKe,

4 MPaKTHYICCKH HE CHLABPKA Hanl'[ﬁ.




JIHHE30JIMA PH TE3H 0OCTOATENCTBA, OCBEH AKO HE € BE3MOXKHO CTPUKTHO HabmoaeHue 1
KOHTpO/IHpaHe Ha nauueHTa (BikK Touku 4.3 u 4.4).

Homenyuannu ezaumodeiicmeus, gooewy 00 NOSUABARE HA KPLEHOMO HATAZANE

IIp HOPMOTEH3HBHH 3ApaBH A0OPOBOMLM JHHE30IHA MOTCHUMPA NOBHIHABAHETO HA APTCPHATIHOTO
HanAraHe, MPeAU3BHKAHO oT nceBaoedenpuH W PEHUAMPOTAHONAMHHOR XHAPOXJIOPHL.
EAHOBPEMEHHOTO NPHACKEHNHE HA MHHE30H ¢ NCeBAoeheNPHH U HEeHIIMPONAHONAMHH
NpeaH3BHKBA CPeTHO MOBHIlIABAHE Ha KPLBHOTO HanArawe or nopageka Ha 30-40 mmHg, cpaenero ¢
Hapacteate ot 11-15 mmHg nipH camocroaTened npueM Ha uHesonua, 14-18 mmHg apu
CaMOCTOATEITHO NPHEM WY Ha ncesaoedeapuH HWIH Ha dedunnponanonaMud H 8-11 mmHg npu
nnaue6o. [ogobHu NpoyuBaHus Mpu XHNEPTEH3HBHH JHLIA HE ca nposexaanu. Ilpenoprysa ce
JO3UTE Ha JIEKApCTBaTa ¢ BA30NPECHBHO AelcTBHE, BRTIOYHTENHO JOMAMHHEPrHYHA NPOAYKTH, 4 ce
THTPHPAT BHHMATENHOC 0 TIOCTHIAHE HA KEIAHHA Pe3YJITAT, KOTaTo C& NPMJIAraT 3ae1HO ¢ IMHE3ONAI,

Homenyuannu cepomonunepuunu e3aumodeiicmeus

[ToTeH1MANHOTO 1EKAPCTBEHO B3AUMOIEHCTBHE C REKCTPOMETOPHAH € H3CIIEABAHO [P 3/IPaBH
aobposonun. Ha yuacTHaLMTe € nipunaran gekctpometopdaH (nge ao3u no 20 mg, faBaHH ©
HHTEpBAN OT 4 yaca) ¢ wiun Sez Hae3onn. He ca HaGmonasativ edekTH Ha CEPOTOHHHOR CHHAPOM
(obnpkBane, nenupuym, Ge3nokoHcTBO, TPEMOP, 3a4epBsiBaHe, AHahOPe3a, XHIIEPMUPEKCHA) TP
W3CJIC/IBAHE HA 3/1paBH JIHLIA, TIPHEMALIH JTHHE3ONHA U AeKcTpoMeTopdat.

IlocTMapKeTHHI OB ONUT: BMa eAHO CHOOINEHHE 3a MANHEHT ¢ €DEKTH, NONOOHH HA CEPOTOHHHOB
CHHAPOM, 110 BPEME HA TIPHEM HA JIHHE30MHA H IeKCTPOMETOP(AH, KOUTO Ca U3ME3HAIIH Clie/ CTIHpaHe
Ha JBETE JICKApCTBa.

o BpEMC HA KIHHHYHATA }T{O’[‘peﬁa Ha JIHHEZOJIH ChC CCPOTOHHHEPrHYHE CKAPCTRA, BKIMOYHTENHO
AHTHAETIPECAHTH, KATO CENEKTHUBHH HHXHOMTOPH Ha 0fpaTHOTO 3aXBalllaHe Ha cepoToHnHa (SSRI),
MHOTO ¢a ChobLIaRaHy ClTyYan Ha CEPOTOHMHOB CHHAPOM. I10 Ta3u npHYHHA, BLIIPEKH He
€AHOBPEMCHHOTO MM MPHIIOXEHHE € MPOTUBOIIOKA3aHO (B TOuKa 4.3), B Touka 4.4 ca ondcanx
MEPKHTE NpH MIANHCHTH, 33 KOHTO JICUSeHHE ¢ JHHE30IHO H CEPOTOHHHEPTHYHH IIE€KApCTRAa € lcpaifmo
HeoOXonHUMO.,

Ynompeba ¢ xparnu, bocamu na mupamun
He e nabmonaBan chuecteeH npecoper eekT BbPXY KPLBHOTO HANSraHe MIPH JHLA, TIPHEMALIH

3ae[{HO JIHHE30MuA | no-manko ot 100 mg tupamun. Toa npennosnara, 4e € HEOOXONHMO EHHCTBEHO
Aa ce u3bATBA MPHEMAHETO HA [IPEKAICHO FONEMH KOJIMMECTBA XPAHA H HAIIMTKH C BUCOKO
ChABPKAHHUE HA THPAMUH (HAaNpUMEp 3pA/I0 CHPEHE, EKCTPAKTH OT APOXKIH, HEAECTHIHPaHH
ANKOXO/THA HAIMTKK M ()ePMEHTHPATH COSBH TIPOAYKTH KATO COEB COC).

Hexapcmea, memabonuzupanu upes yuumoxpom P450

Jlutesonun ne ce MeTabonu3Hpa 3Ha4MMO OT LUTOXpoM P450 (CYP) eH3MMHATA CHCTEMA U HE
HHXHOHMPa HHKOA OT KNIHHEMHO HaYHMuTe yosemku CY P uzodopmu (1A2, 2C9, 2C19, 2D6,
2E1.3A4). AuanoruuHo, nHHe30Mua He HHAyUMpa P450 uzoeH3umuTe npu misxoee. 1o Tasu npuunHa
He ¢¢ ovaksar CYP450-unnypaHu IeKapcTBEHH B3aMMONEHCTBUA C JIMHE30NU,

Pu HIUYLH

EdexTsT Ha pudaMnnuMH BBPXy GapMaKOKMHETHKATA HA JMHE30/M/ € TIPOyYEHa MPH LIECTHAECET

BL3PACTHH 3ApaBH ACOPOBOJILM OT MEKKH M0JI, HA KOHTO € mpHnaraH fuee3onuy 600 mg apa meTH

JIHEBHO 33 2,5 aHH cbc WAH Oe3 pudammuipn 600 mg Beaubk AHeBHO 3a 8 anW. Pudammuumn

nonuwkasa Cmax v AUC Ha nusesomun cpeano ¢ 21% [90% JIH, 15,27] n cvoreetno 32% [90% JIH,

27,37]. MexaHH3MbT Ha TOBA B3aHMOJEHCTBME M KIHHMYHATA MY 3HAYMMOCT €A HEI/]SBecT? ........ .
T

Bapgapun

ITpu BrnNrO4BaHe Ha Bap(hapuH B Tepanus ¢ TMHE30MH/ B CTAIHOHAPHO CHCTOAHHE €
10% peaykuus na cpeanus Mmakcumanen INR npn ensoBpemMerHo npuioxeHue ¢ 5%
AUC INR. HaMa 10CTaTBLYHO JAHHH OT NALUHEHTH, KOUTO Ca MpHemany papdapHH u .
CC OUEHHM KNHHHYHATA 3HAYMMOCT HA TE3H HAXOJKH, aKO HMa TaKapa. e §§ /



4.6 @epraanTeT, GpeMEHHOCT M KEPMeHE

Bpemenuoct

HMa orpaHuyeHH NaHHH 3a U3MOM3BAHETO HA JIHHE3OMUA Npu GpeMennu xkenu. [Ipoyusanns npu
#KHABOTHH €2 MOKa3aJii penpodyKTHBHE TOKCHYHOCT (BHK To4Ka 5.3). ChinecTBYRa NOTEHLHANEH PHCK
3a xopara.

Jluuesomun He Tpabsa Ja ce H3MON3Ba NO BpeMe Ha GPEMEHHOCT, OCBEH TIPH ACHA HEOOGXOHMOCT T.€.
CaMO KOTaTO BE3MOXKHATA M0J133 HAABHLIABA TEOPETHIHHS PHCK.

KnpMmeHe
JlaHHHTE 33 KHBOTHM AaBaT OCHOBAHME Jid CE CMATA, Y€ TMHE3OJIHA H HEMOBHTE METAOOIHTH MOraT fa

MPEMHHABAT B KBPMATa ¥ ChOTBETHO, KbPMCHETO TpaAOEa fa Ob/ie CNpAHO NPEH H 10 BpeMe Ha
MPHIIOKEHUETO.,

DepTHIHTET
B npoyuyBaHHs npH KMBOTHHM JIMHE30IMA NPSIH3BHKBA [IOHIDKEHHE Ha (GepTHunuTeTa (BIDK TOYKa 5.3).

4.7 FEsexTd BLPXY cnocoGHOCTTA 32 modupane H paboTa ¢ MAIIAHA

Ilaumenrure TpsbBa Aa ca npeaynpeaeH: 3a Bb3MOXKHHS PUCK OT BHEHE HA CBAT HIIH CUMIOTOMH Ha
3PHTE/THO YBpEXK/IaHe (KaKTo € onucaHo B ToukH 4.4 u 4.8), nokaro npuemMar uHe3onuy i Tpadsa na
OBaar NOCHBeTBaHH Aa He MohUpaT 1 1a He paboTAT ¢ MAINHHH, aKO CE M0ABH HAKOH OT OMHCAHHTE
CHMIITOMH.

4.8 Hexenann JieKapcTBeHH PeaKi(HE

Tabaunata no-gony npencTaBs CHUCHK HA HEXEAAHHTE JIEKAPCTBEHH PEaKLMK ¢ HECTOTa, OCHOBABAIA
CE HA JAHHH C BCAKAKBA NPHUMHHO-CIECTBCHA BPb3Ka OT KIMHWYHH NPOYYBaHEA, B KOUTO ca
BKJIIO4EHH noBeue oT 2 000 BB3pacTHH NaLMEHTH, KOWTO TIOMYYABAT NPENOPBUHTENHUTE 103H
JTHHE30NM] B IPOJb/DKEHHE HA MAKCHMYM 28 nHHu.

Haii-uecro chobinaBaniTe HexkeslaHd peakuuu ca auaphs (8,4%), rnasobonue (6,5%), ragene (6,3%)
H nospeane (4,0%).

Haii-uecTo cLOGIIaBaHNTE HEKeNaHH CEOHTHA, CBBP3aHHM C JIEKAPCTBOTO, KOHTO ¢4 JOBEH 10
MpeKpaTABaHe Ha JICYeHueTo ca rnasoboiie, quapus, rajeHe i nospuinade, [pubauzurento 3% ot
NAUHEHTHTE Ca NPEKPATHIH JIEUCHHUETO, Thil KATO Ca TPOSBHITA CHMITTOMH Ha CBBP3aHO C JIEKAPCTBOTO
HEXKENAHO CHOHTHE.

JOMBIHHTETHO HEKENAHH PEaKLMH, ChOOLIABAHM OT MOCT-MAPKETHHTOBHA OIHT, ¢4 BKJIFOYESHH B
TabInLara B KATErOpHATA ,,¢ HEM3BECTHA YECTOTA™, Thil KATO OT HAJIMUHWTE JAHHU HE MOXKe 1a Obje
HalpageHa OLEHKa 33 pealiHa UM 4eCTOoTa.

CnenHute HexenaHy peakiiun ca HabNIOAABAHH H CHOGIIEHH 110 BPEME HA JIEUESHHETO € JMHE30NHA
CBC CHOTRETHHTE YECTOTH

- Muoro uectu (>1/10)

- Yectu (>1/100 po <1/10);

- Heuectu (>1/1 600 no <1/100);

-~ Pean(>1/10 000 a0 <1/1 000);

- Munoro peaxu (<1/10 000);

- C Heu3BEeCTHa 4eCToTa (OT HAIMYHKTE JAHHY HE MOXKE Ja OBJc HATIPAREHA OIL

opramen xiaac |(=1/100 go (=1/1 000 o <1/100) [(=>1/10 000 go |peaxn
<1/10) <1/1 000) <1/10

Cucremo- Yectn Heuectn Peaxcn Mpuoro § IEe
E'ﬁi
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obla kopeMHa

PEAKH HATPAKHCHHA,

TloHmxkeH o6y
OeaThK,
andyMHuH,
HaTprii Wk
KaNLHH.
Hoenienu Hnu
NOHHXKEHH

XeMaToNOrHMHA
moka3arenu
TToeumen Gpoit
PETHKYJIOLMTH.
[onwken Opoit

HEYTPOhHIH.

Oonka, CTOMATHT,
3aIex, obeslBeTABAHE HITH
JHCTICTICHA HapyllleHHe Ha e3HKa
Xenaro- NpoMeHH B [oBUILeH 001
OnBapHu 4epHOApOG- OHpyGun
HAPYIICHHS HHTE DYHKLIHO-
HATHH TECTOBE,
MIOBHLIEHH
ACAT,
AJIATunu
amKamHa
tdocdaraza
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Kpeatnnuu HIIH Kanuuii.
KMHa3a, unasa, |l lonmxkena rrokosa
aMHiasa CJIE] HaXpaHBaHe.
WIH DIHOKO3a Tfosmmenwn nnu
CJIE XPAHEHE.  |MTOHWXKEHH XJIOPUAH-.




Kanud unu
bukapGonatu.
Xemaronorua
Tosuwen Gpoit
HA HeyTpohwu
MM
eo3uHOGWIH,
INonnxen
XEMOTJIODMH,
XeMaTOKpUT
WK Opoii Ha
YepBEeHH
KPBBHH KJIETKH.
IMoermuteH wiu
noHHKeH Opoi
HA
TPOOMOLIHTHTE
WM Genure
KPBBHH KJIETKH.

* Bk Touka 4.4.

** giok Touka 4.3 u 4.5

t Buxk mo-gomy

CrieTHHTE HEXKEIAHH PEaKLMH KBM JTMHC30JIM/ ¢4 OLIEHEHH KATO CEPHO3HH B PCAKH CITydaH:
noxanuzHpaHa abnoMHHaNHa GoJKa, NPEXOHH HCXEMHYHH ATAKH H XHIIEPTOHHS.

¥B KOHTPONHpaHH KIHHHYHH M3HTBAHHS, B KOMTO JIMHE30MM € npiarad 10 28 aHH, Mo-Manko ot
2,0% ot naudeHTHTE ca CLOOWMIH 3a aHeMHA. B eiHa nporpama 3a manuatuBHa ynotpeGa 3a
DAUUEHTH C XHBOTO3aCTPALIABAIINA HHEKIHA H MOANEKAINH CHITRTCTRAINH 3a00MIBaHHA NIPOLIEHTHT
Ha TALHCHTHTE, KOHTO Ca PasBHIH aHEMHUS, JOKATO ca NOIMy4aBalH JuHe3onda 3a <28 auu, e 2,5%
(33/1326) B cpaenenue ¢ 12,3% (53/430) npu neucHme >28 nuH. CHOTHOIEEHHETO HA CAyYaHTE,
cpobIIaBammy nexap< CepHO3HA AHEMHMA B WIUCKBAIK KPhBONpEnuBane, € 9% (3/33) npu nauments,
nexyBaHH (8/53) npn nexysanure >28 quu.

leanarpuyuna nonmynauus
HanuuTe 3a 6e30MACHOCT OT KIIHHAYHHTE [IPOYUBAHMSA, BKIKOYBAILH NoBede 0T 500 neanarpuyhu

NauMeHTH (OT HOBOPOAEHH 10 1 7-rOAMIIHN) HE MOKA3RaT pasinky B npoduia Ha Ge30MacHOCT Ha
JMHE30NM IPH NEIHATPHYHU NAUMEHTH U ITPH Bb3PACTHH.

CrobuiapaHe Ha NOIO3MPAHH HEKENAHH JIEKAPCTBEHH PEAKLHH

CrobiiapaHeTo Ha MOA03MPaHH HEXENAHU PEAKIIHHE CIIE paspeluapane 3a ynotpeda Ha JICKapCTBEHHS
OPOAYKT € BaxKHO. ToBa 1103BOJIABA A2 NPOIBIKA HAOMOACHHETO Ha CHOTHOMEHHETO TION3a/PHCK 3a
JICKAPCTBEHHA MPOAYKT. OT MeAHIIMHCKHTE CTIELHATHCTH C€ H3HCKBA N1a ChoOM{aBaT BCAKa
HO/I03HPaHa HeXKeNlaHa peaKkLus Ypes

H30eHUTENHA areHLMA 10 JIeKapCTRaTa

yn. ,Jlaman I'pyee"” Ne 8

1303 Codua

Ten. +359 2 8903 417

yebceaitt: www.bda.bg

4.9 Ilpeaosupaune
He e u3BecTeH cricuudyueH aHTHIOT.

He ca orbenasanu ciryuan Ha npegosnpane. Bonpeku Toa uadopManuaTa no-aomy
OKaxKe Mone3Ha.




[1penopsyea ce NOAXBPKALIO ICYEHHE €AHOBPEMEHHO C MOATBPIKAHS HA TIOMEPYJIHA QUNTPALIHA.
[Mpudnusmurenno 30% ot no3ata Ha NHHE3OAK C€ OTCTPAHABA 3a 3 4aCOBA XCMOMHANTH34A, HO HAMA
A8HHM 3a OTCTPAHABAHE HA JIMHE30NMA Ypes MePHTOHEATHA JHANH3A HITH Xemonepdysua. Jsata
OCHOBHH MeTADONHTA Ha IMHE30JH, ChLUO Ce OTCTPAHABAT O H3BECTHA CTENEH YPE3 XeMOIHaNH3a.

CHMIITOMHTE Ha TOKCHYHOCT IPH TUTBXOBE ciien npunarave Ha Ao3n ot 3 000 mg/kg aneBHO
JIHHE30NH/, Ca ¢ HAMATIEHA aKTHEHOCT H aTaKCcH4, JOKATO NpE KyyeTa, TperHpani ¢ 2 000 mg/kg
AHEeBHO, ce HabmoaaBaT MOBPHUIAHE H TPEMOP.

5. ®APMAKOJOTIHYHH CBOMUCTBA
5.1 <@PapmaxkoanHAMHYHH CBOHCTEA
MapmakorepaneeTHYHA rpyna: JIpyru anrabakrepuanau cpeacrsa, ATC kox: JO1XXO08.

Mexaan3smM Ha nelictBne

Jlunezonua € cHHTETHYEH aHTHOAaKTEpUATIEH NPOAYKT, KOHTO NIPHHAAIEKH KbM HOB Knac
aHTHMUKPOGHH CpeACTRa - OKCa30MHAMHOHK. Toli BMa in vitro akTusHoCT cnipsAMo acpobHH ['pam-
MONIOKUTENHHA GakTepHH W aHaepoGHH MEKpOOPraHH3MH. JIHHE30JIH/T CeNeKTHBHO HHXHOHpa
GaxTepHuanHUA NPOTCHHOB CHHTE3 YpE3 YHAKANIEH MEXaHUZbM Ha geiicTeue. [lo-cneuuanto, ToH ce
CBBP3Ba ¢ MACTO B GakTepranHarta puGosomMa (23S Ha 50S cyGenuHHLATA) B RB3MPENATCTEA
obpasyBaHeTO Ha dyHKUHOHANEH 70S MHALMATOPEH KOMIUIEKC, KOHTO € OCHOBEH KOMITOHEHT B
NpoLeca Ha TPaHCIALHA

In vitro nocranTuOHoTHUHKEAT edekr (TTAE) Ha aunesonup 3a Staphylococcus aureus ¢
npubnu3nrento 2 yaca. I[pn xuBoTHHCKH Moaenn e onpeaened in vivo TTAE ot 3,6 1 3,9 vaca
cboTBeTHO 3a Staphylococcus aureus u Streptococcus pneumoniae. [pH H3cneaBaHHA ¢ KHBOTHH
KMouoBHaT PapMakoAHHAMHYEH MapaMeTh 3a ePUKACHOCT & Gunt BpeMETO, 33 KOETO MIa3MEHOTO
HHBO Ha JIHHE30/TH]I Ha/IBHILIABA MUHHMaNHaTa HHXHOKupawa koHueHTpauus {MHK) 3a nudexinosnna
narorem.

I'paHlYHK CTOHHOCTH
I'paHnaHATE CTOHHOCTH Ha MHHEMaNHaTa naxnOupama konuentpauns (MHK), yecraHoBeRH oT

EBponeckus KOMHTET 3a H3Cle/\BAHE Ha aHTHMHUKpOOHaTa gyecTBuTenHocT (European Committee on
Antimicrobial Susceptibility Testing, EUCAST) 2a craduiiokOku M eHTepOKOKH ¢a UyBCTBHTENCH

<4 mg/ L v Pesrcrenres >4 mg/ L. 3a cTpenTokoku (BKIIIOYHTENHO S. preumoniae ) TpaHUuHATE
CTOWHCTH ca YyecTeuTencH < 2 mg/ L u Pezucrented >4 mg/ L.

Hecsbpsanute ¢ mamosete rpaanuny croiinocru na MUK ca Uyectsurenen <2 mg/ L.u PesucrenTen
>4 mg/ L.. HecBBp3aHHTE ¢ luaMOBETE rpaHH4HH CTOMHOCTH Ca ONIPeLeeHH OCHOBRO Ha bazama Ha
Oaunime na OK/D/] v ca HE3aRHCHMA OT paspele/cHUATA Ha crieudHIHHTe amoBe. Te Tpabea na
€€ H3MTON3BAT CaMO 32 MHKPOOPTaHH3MH, 32 KOHTO HAMA cnieudHYHA rPaHHYHA CTOHHOCT H He TpAbBa
Jia ce H3MOM3BAT 33 OHE3H MHUKPOOPTaHH3HUN NMPH KOMTO HE CE€ NPEnopb4YBa H3NUTBAHE 3a
YyBCTBHTEITHOCT.

YyBCcTBHTEMHOCT
PasnpocTpaHeHHETO Ha PE3UCTEHTHOCT MOXKE JIa BapHpa B pa3iTHYHH reorpad)cku palioHU H BbB
BPEMETO 34 OTACITHH LIAMOBE H € JKEJIaTeNHO Aa Ce B3EMAT MpPeJBH/] TOKATHH AaHHH 3a
PE3UCTEHTHOCT, 0cO0EHO MK Nevuetve Ha Texkn HHdekwun. [Tpu HeoOxogumocT, Tpabsa aa ce
MOTHPCH CKCHIEPTHO MHEHHE, KOTATO YECTOTATA HA PE3MCTEHTHOCT € TaKaBa, ue ToN3aTa OT NpoayKTa
NPH HAKOH BHIOBE HHPCKUMH € N0/ BhIpOC. '

Kareropus

YyBCTBHTETHH MHKPOODPCAHUIMH
I'pam-nonexnTenan acpodu:




Enterococcus faecalis
Enterococcus faecium*
Staphylococcus aureus*
Koarynaza veratusnu craduiokokn
Streptococcus agalactiae*
Streptococcus pneumoniae*
Streptococcus pyogenes*

I'pyna C cTpenTokoku

I'pyna G cTparrokoku
I'pam-monoxaTE1HN AHACPOOH:
Clostridium perfringens
Peptostreptococcus anaerobius
Peptostreptococcus species

PaskcTeHTHH MHKDOODPraHH3MH
Haemophilus influenzae

Moraxella catarrhalis

Neisseria mamose

Enterobacteriaceae

Pseudomonas 1mamose

* KnunuuHarta edMKacHOCT € [OKazaHa 3a UYBCTBHTENHH M30HATH (IPH ONOGPCHHTE KIMHHYHH
[OKa3aHHA.

Buopek, ye BUHE30MH/ MOKa3ska H3BECTHA in vitro akTueHocT cpemty Legionella, Chlamydia
pneumoniae u Mycoplasma preumoniae, HAMa JOCTATBUHO IAHHHM 32 Ja C& AOKAXKE KIHHHYHA
epHKACHOCT.

PesncrenTHoCT

Kpvemocana pesucmenmnocm

MexaHu3MBbT Ha JeHCTBHE Ha IMHE30U] & PANIMYABA OT TO3W Ha APYCHTE Kiacose aHTHOHOTHIM. In
Vitro npoy4BaHHATA C KIIMHHYHH H301aTH (BKJT. METHUMIIAH- PE3HCTEHTHH CTA(GHIOKOKH,
BaHKOMHLIHH-PE3HCTEHTHH €HTEPOKOKE H NEHHLMIIHH- H SPHTPOMHUHH—PE3HCTEHTHH CTPENTOKOKH)
TIOKA3BAT, H& JTHHE30MHT ODKKHOBEHO € AKTHBEH CPellly OPraHU3MH, KOHTO C2 PE3HCTEHTHH KbM €RHH
HIH TI0BEYE OT PYIHTE KAACOBE AHTHMHKPOGHH NPOIYKTH.

PesmcTeHTHOCTTA KBM JIHHE30JIM] € CBbP3aHa ¢ TOUKOBH MyTalHH Ha 23S rRNA.

Kaxkro e ycTaHoBeHO ¢ Apyr aHTHOMOTHLM, KOTAaTO ¢a NIPHIAraHH NPH NaLMEHTH ¢ TPYOHH 3a
Aeyetne HEGEKIMH W/ITH 32 NPONWDKHUTENHNA TIEPHOJIH OT BPEMe, ¢ JIMHE30IM/ ca Habmonasa
HOBOBB3HHKBALIH NOHWKEHHA B YyBcTBHTEAHOCTTA. HMa cho0IIEHHs 3a pe3HCTEHTHOCT KbM
JIHHE30IIHA KBM €HTEPOKOKH, Staphylococcus aurcus u koarynasa-otpuuarentu cradinokokn. Tosa
OOMKHOBEHO € OMI0 CBBP3aHO ¢ NPOLBDKHTENHH KYPCOBE HA JICUEHHE H ¢ HATMYMETO HA MPOTE3HH
HMILIAHTH HIH HeapeHUpaHu abliecH.

Koraro pesucteHTHH KbM aHTHOHOTHK MUKPOOPTaHH3MHM C4 YCTaHOBEHH B GOJIMHYHOTO 3aBEICHHE, OT
ocofeHa BaXkHOCT € Ja ce NPEeANPHEMAT MEPKH 3a KOHTPO Ha UH(EKI[HATA.

HHQOEM&QES OT KJIHHHYHH H3TTUTBAHM:®

[poyupanus NpH NEAUATPHYHATA OMYAALHL:

Edukacnoctra na manesonua (10 mg/kg q8h) e cpaBHeHa B OTBOpeHO NPOYYBAHE C TA3H HA
BaHKOMHLUMH (10-15 g/kg q6-24h) npu neueHure Ha HAQEKLAK, TBKALLH CE HA MOJO3HPAHH HWIH
YCTaHOBEHH PE3HCTEHTHH [ pam-nonokHUTeNHH naTOreHH (BKITIOUMTEIHO HOZOKOMHAIHA THEBMOHHS,
YCAOKHEHY HHAEKLNN HA KOXKATA H KOXKHATA CTPYKTYPa, CBEP3aHa ¢ KaTeThp bakrepemus,

roauHu. KJIMHHYHHTE YECTOTH Ha M3JICKYBAHEe B NOMYNalMATa, MOAX0AS11a 32 KTHHAY
89,3% (134/150) u 84,5% (60/71} choTBeTHO 3a NMMHE30THA H BaHKOMHLME (95% JTH,
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Jlinesonua chabpika IIaBHO (S)-THHE30MMA, KOHTO € GMONIOrHYHO aKTHBEH M ce MeTabonm3upa 1o
HEaKTHBHH NIPOH3BO/THH.

Abcopbuns
Jlnnesonnn ce abeopbupa 6Lp30 ¥ 10 roaMa cTeneH cie nepopaieH mpHeM. MakcHManuure

MAa3MCHH KOHLUCHTPALIMH Ce AOCTHIaT 10 2 Yaca il npHeMa. AGCoNoTHaTa nepopaiHa
GMOHANMYHOCT Ha JIMHE3OIHA (el MEPOPANHO KWIK UHTPABEHOZHO MPHIIOKEHHE IPH KPBETOCAHO
TpOY4BaHe) e bJHa (npubmusurenno 100%). AGcopSumara He ce BAMAE 3HAYHMO OT MPHEM HA XpaHa
KaTo abcopOuUms Ha NEpPOPANHATA CYCTIEH3HS € IOAO0HA Ha Ta3H, NOCTHIHATA ¢ (QHIMHPaHHTE
Tabnerxy. [nasmenure Cmax 1 Cmin Ha niunesonna (cpeasa i [SD]) B CTAHOHAPHO CHCTOSHHE Clief
WHTPaBEHO3HO HpUNOKeHHe Ha 600 mg Ba MBTH AHEBHO CA OMPEAENIeHH ChOTBETHO Ha 15,1

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

B apyro mpoyusane cnex mepopanen npuem na 600 mg JABa MBTH [AHCBHO JI0 JIOCTHraHe Ha
CTauHOHAapHO chcTosinMe Cmax W Cmin ca onpejenedd choTBeTHO Ha 21,2 [5,8]mg/l u 6,15
[2,94] mg/1. CraunonapHo cheTOAHME Ce OCTHra 0 BTOPHA JIEH Ha NPHEMA.

Pasnpenenenue
O6eMET Ha pasnpesieNeH e B CTALMOHAPHO CHCTOSHHE NOCTHIA CpeaHO okoao 40-50 nuTpa npu

3ApaBH B3PACTHH HHAMBUAH H ce MpHOJMIKaBa A0 ofeMa Ha o0IOTO BOIHO CHABPKAHHE B
opraHu3mMa. CBbP3BAHETO ¢ ITA3MEHHTE MIPOTEHHH € 0koo 31 % M He 3aBHCH OT KOHLIEHTPALHATA.
KonuentpauuuTe cnea MHOrOKpaTeH npHeM Ha JIMHE30MIHA CA ONPEEAHN B PA3THIHH TEUHOCTH,
B3€TH OT OrpaHu4en Opol HHIWBHIH IPH MPOYYBAHHKA ¢ 0OPOBONLH. CHOTHOIIEHHETO HA JTHHE3OMH
B C/TIIOHKATA ¥ B [OTTa CpAMO IU1a3Mara € ¢hOTReTHO 1,2:1,0 1 0,55:1,0. CroTHomenHero 2a
[OKPHBALLATa €MATENA TEYHOCT B AMBCOJIAPHHTE KIEeTKH B Oenure Apobore e choTBeTHO 4,5:1,0 u
0,15:1,0, m3sMepeno npr Cmax B CTALMOHAPHO CHCTOSHAE. B Mako IIPOYYBAHE NPH JTHLA ¢
BCHTPHKYJIHO-[IEPHTOHEAMIH ITEHTOBE B HEEB3NANEHH MEHHHIH ChOTHOIICHHETO HA THHEZOIHT B
rps6HAa4HO-MO3BbYHATA TEYHOCT CPAMO TIa3Mata npu Cmax e 0.7:1.0 ciex MHOTOKPATEH NIPHEM Ha
JIAHE30/K,

Buotpancdopmaims

J]HHG(&OHH,II ce MeTaﬁonmnpa OCHOBHO 4YpPE3 OKHCJICHHC HA MOpCI)OJllleOBPIﬂ [IPECTCH, KOCTO BOOH
TAaBHO 0 00pasyBaHe Ha 1Be HEAKTHBHH IIPOM3BOHH HA KAPGOKCHIIOBATA KHCE/IMHA ¢ OTBOPEH
NPECTCH. AMHHO-CTOKCHAUETHIOBO-KHCETHHEH MeTabonuT (PNU-142300) n XHApOKCHETHI-TIHIMHOB
(PNU-142586). XunpokcueTni-rmnuunosusT metabonur (PNU-142586) e npeobnanasamus
MeTalOIHT MIPH HOBEKA U C¢ CMATA, 4e ce 00pasysa Upe3 HeeH3HMeH npouec. MeTaBonuTsT Ha
aMHAHOCTOKCHALiCTHATa KucermuHa (PNU-142300) e B no-mManko konuvecto. OnucaHu ¢a v IPYrH, 10o-
HE3HAYHMTEITHH, HEAKTHBHN MeTabOoIUTH,

EnuMuHupane
lpyn nauxeHTH ¢ HopManHa OvOpeuHa QyHKUMA WM Neka J0 yMepeHa OBOpedHa HEIOCTATBUHOCT,

JHHE30JIM C€ €KCKPETHpa NPEeIHMHO B CTALMOHAPHO CBhCTOSHHE upe3 ypuuata Kato PNU-142586
(40%), Henpomeneno nexapcteo (30%) u PNU-142300 (10%). ITpakTHueckH He c€ OTKpHBa
HEMPOMEHEHO JICKAPCTBO B H3NPAXKHEHHATA, nokaro npubnmsurenHo 6% u 3% or Beska go3a ce
OTKpuBaT ChLOTBerHO kKato PNU-142586 u PNU-142300, pecnexrneHo. EnHMHHaUMOHHMST
NIOTYKMBOT Ha JIHHE30JIA] € CPEIHO OKoNo 5-7 vaca.

HebGn6peunnar iMpsHC BE3NH3a Ha DpUONM3UTENHO 65% OT OGLIMA KIHPHHC HA JIHHE3O0MH,
Habntonasa ce Manka cTeneH Ha HENMHEHHOCT B KIMPBHCa NIPH YBETMYABAHE Ha JIO3HTC HA
JuHe30nHA. Tora M3rnesxna ce ABIKH Ha NIO-HACHK GBOpeueH 1 HeGLOpeUuen KINPBHC NPH HO-BHCOKH
KOHUCHTPALWY Ha MHE30TMA. BRpekn ToBa paslikara B KIIMPbHCA € Maika H He pednekTupa Bbpxy
ACHCTBHTETHUA NONYIKHBOT HA CIMMUHUPAHE.

CreuHalHu NomyNalnK

Manuein ¢ Gubpeuna Henocrarpunoct: Crie eAHOKpaTHH A03H oT 600 mg HMa
YBENHYCHHE B €KCHO3HLIMATA HA 1BATA OCHOBHH MeTabO/IHTA HA JMHE3OIH B 14
¢ TCHKKa GBOpevHa HEAOCTATEYHOCT (T.¢. KPEaTHHHHOB KIMbPBHC <30 mi/min). BY




Habmosasa yeenndenne Ha AUC Ha HeIpOMeHeHOTO lekapcTBo. BLIpekH, ue HMa H3BECTHO
OTCTPaHABAaHE Ha OCHOBHHTE MeTaDONHTH Ha THHE3OMH Upe3 XeMOAHAIN3A, U1a3MEHUTE HHBA Ha
MeTabONUTHTe Crie/t €AHOKPATHH A03M 0T 600 mg ce 3ana3BaT 3HAYMTETHO NO-BUCOKH CJIEM HANIH3A B
CpaBHEHHe ¢ Te3H, HabONABAHM NPH MALHCHTH ¢ HOpMmanHa Gu6pedHa GyHKLMA HIIH € ek 10
ymepeHa 6p0pedHa HeIoCTaTbYHOCT.

IIpu 24 naupenTy ¢ Texxa GGpeuna HeTOCTaTHUHOCT, 21 OT KOHTO Ha PEOBHE XEMOTHATH3A,
MHKOBHTE TIA3MECHH KOHICHTPALMK Ha JBaTa OCHOBHH METADOJIHT2 Clle/l HAKOJIKOIHEBEH NMpHEM ca
okono 1) ETH 10-BUCOKH OT Te3H, HaOmoaBanu NIPH NAIWEHTH ¢ HOpMaHa 6bx0peuna GpyHKImA.
IInkoBHTE IIa3MEHH HHEBA Ha JIHHE3OJIM/L HE CA 3aCErHaTH.

KinHuYHaTa 3Ha9MMOCT Ha Te3n HaG/IONeHHS HE € YCTAHOBEHA, Thil KATO MOHACTOAIIEM Ca HATHIE
CaMo OrpaHHYeHH JaHHM 3a Oe3onacHoCTTa (BHK To4KM 4.2 U 4.4).

IlaunenTy ¢ YepHoapoGHa HenoCTaTEHOCT: OrpaHRUEHH JAHHH COYAT, Ue (papMAKOKMHETHKATA HA
nuaezonua, PNU-142300 n PNU-142586 ue ce npomeHs MPH MallMEHTH ¢ J1eKa 1o yMepeHa

uepHoapobHa HeaocTaThYHOCT (T.¢. Child-Pugh knac A nnn B). He e npasena oueHka Ha
(papMaKOKHHETHKATA HA IHHE30/K PH MALMEHTH C TEKA YepHOAPoGHa HEJOCTATEYHOCT (T.€.
Child-Pugh knac C). Benipexu ToRa He ce o4akBa HapyIIeHUATa B yepHOApoGHaTa PyHKIMA aa
TOBJIHAAT 3HAYHMO MeTaboNH3Ma Ha THHE30/11A, Thid KaTo TOl ce MeTabo/IH3Hpa Ype3 HeCH3NMEH
npouec (Brx ToukH 4.2 u 4.4).

Ienuarpuuna nomynaims (<18 roguan): Hama gocraTsyno aaHHu 3a 6e300aCHOCTTA B eHKAcHOCTTa

Ha JIHHE30/1H]1 TIPH Ae1a H IOHOIIM (<18 rogHHH) U 38TORA MIPHJIOKEHHETO HA IMHE3ONH/L B TA3H
BB3pAacTOBa Ipyna He ¢ NMpernepbuyHTenHo (B Touka 4.2). HeobxoauMH ca JombIHHTENHH
MpPOYYBAHKUA, 32 1A CE YCTAHORAT [IPENopEKH 3a Oe3omacHa H eexTusHa no3HpoBKa. [IpoyuBanusTa
BBPXy (apMakOKHHETHKATA MOKA3BAT, Ye CJIE/l €AHOKPATEH W MHOTOKPATEH TIpHeM TpH aena (1
ceaMHLA IO 12 ronuHK) KIHPBHCHT Ha NHHe30nK (Ha GazaTa Ha kg TeNecHO Terno) e no-BUCOK NpH
NCOHATPHYHATE NALMEHTH, OTKOIKOTO NMPH BE3PacTHH, HO HAMANABA C YBENHYABAHE HA BH3PacTTa.

IIpn nenia na BB3pact or 1 ceamuua 1o 12 roanuu npuwioxenuero va 10 mg/kg Ha Bceky 8 4aca
JHEBHO NOKa3Ba €KCHNO3HUMA, TIOA06HA HA Ta3H, KOATO ce nocTHTa ¢ 600 mg Ba THTH JHEBHO NPH
Bb3PACTHH.

Ilpu HoBOpOAEHY Ha BB3pacT 10 | cenMuLAa CHCTEMHHAT KITHPBHC HA JHHe30M (Ha Gasata Ha kg
TENIECHO TETJIO) Ce MOBHIIABRA GBP30 NMpe3 MbPBATA CEMHLA OT JKHMBOTA. 3aTOBA HOBOPOJEHHTE,
nonyyaeamu 10 mg/kg Ha Bcexu 8 uaca JHEBHO, 1IE MMAT Hali-BUCOKA CHCTEMHA SKCHIO3HLHA Ha
IbPBHA JCH_OT paXkaaHeTo. BhOpekH ToBa He ce 0uakBa NpeKOMEPHA KyMYJALHs IPH Ta3d CXeMa Ha
BpBaTa CEAMHLIA OT JKHBOTA, Thil KATO KIHPBHCET Ce TIOBHLIABA OBP30 NMPeE3 TO3M MEPHOI.

Hpu toHown (12 ao 17 ronuen) hapMakOKHHETHKATA Ha TMHE3OMU & CXO/HA C Ta3H TIPH
Bb3PACTHHCEA NpHeM Ha Jjo3a or 600 mg. 3aToBa 1oHOMIMTe, npHeMalni 600 mg Ha Bcexu 12 yaca
HHEBHO, LIE HMAT Chl[aTa SKCIIO3HIHA KAaTO Ta3H, HabmoaBaHa MPH BE3PAacTHH, IPHEMALIH ChHIATa
JO3HPOBKA.

Ilpn neauaTpUYHH NAIMEHTH C BEHTPUKYJIONEPHTOHEANEH WIBHT, HAa KOMTO 68Xa DPHIOKEHH
maHe30omin 10mg / kg Ha 12 waca wim Ha 8 uaca, HPOMEHNMBM KOHLEHTPALHH HA JTHHE3ONHA B
uepebpocnHHanHara TeunocT (CSF) ca Habmionasadd OHIIO cliel €AHOKDATHO WITH MHOTOKPATHO
TIPHIIOXKEHHE HA THHe3onuA. He ca GMIIH OCTHrHATH MOCTOSHHM TEPaNeRTHYHH KOHUCHTPALHH WK
nopnopxatu B CSE. Eto 3amio, He ce npenopbusa ynotpe6ata Ha NHHE30MH/ 32 EMITHPHIHO NCYeHHE
Ha NeHATPHYHH NALMEHTH C HH(EKLHMHA Ha LIEHTPANHATA HEPBHA CHCTEMA. s

IauprenTn B crapuecka B3pact: DapMakOKHHETHKATA Ha JIHHE3ONHA HE CE POMe
ALKMEHTH B CTAPYCCKa BL3PACT HA 65 H NO-BB3pacTHH.




Kenn: KeHHTe HMAT MAIKO MO-MATEK 06eM Ha pasnpeneeHHe OT MBKETE H CPEAHUAT KIHPBHC Ce
HaMaBa ¢ oxono 20% npH kopurapase cnpaMo TejiecHata maca. [U1asMeHMTe KOHUEHTPALMH ¢a No-
BHCOKH NIPH JKEHHTE U TOBa MOMXE YACTHYMO 3 Ce OTAaNe Ha pazIHKHATE B TenecHoTo Terno. Thii karo,
ofaue, CPEIHHAT [IOTYKHBOT Ha JIHHE30AMA HE C€ PaIHYaBa 3HAMHTENHO MPH 5KEHH H MbKE, He Ce
OUYaKBa MIA3MEHHTE KOHLCHTPALHH MPH JXEHUTE 14 C€ NOBHIIAT 3HAYHMO HaJ TE3H ¢ A0Ka3aHa
MOHOCHMOCT M, CIISIOBATENHO, HE € HGOSXOJIHMZ} KOpEKIIHA Ha Jo3aTa.
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JlHesonuz Hamansea (EPTHIMTETA M PENPOJIYKTHEHATA CIOCOBHOCT MPH MBKKH ILTBXOBE MPH HURA
Ha CKCIO3HLIHA, HPH6HH3WPGJIHO PaBHH Ha TE¢3H, OYAKBaHH IpH Xopa. le’l [NIOJIOBO 3PEIIH KHUBOTHH
Te3H ehexTr ca 0OpaTHMHA. Bripeku ToBa MpH MNajH XUBOTHA, TPETHPAHH ¢ JIHHE3OMK TTpe3 [OYTH
LEIHAT NEPHOA HA NONOBO Chb3psBaHe, Te3H ceKTH He ca m3vesHamH. OrtOendasanu ca abHopMHa
MOpdONOris Ha CHepPMAaTO30MAMTE B TECTHCHTE HA 3peld MBXKH IUTHXOBE M XMNEpTpodus H
XHIEPIUIA3MA HA €AHTETHH KIETKH B HaZICeMEHHHKA. JIMHe30H BepoATHO NOBHABA CH3PABAHETO HA
CIEPMATO30HANTE NpH TIbXoBeTe. JloGaBaHETO HA TECTOCTEPOH HE MOBJIHABA MEAHHPAHHTE OT
nuHe30nMA, eeKTH BBPXY QepriwuTeTa. Xuneptpodus na HajceMeHHHKA HE € HabMIOA2BaHA TpH
Ky'era, TPETHPaHH B NPOIb/GKEHHE Ha €[HH MeCell, BRAPESKH U¢ MPOMCHHUTE B TEIJIOTO Ha MPOCTATATA,
TECTHCHTE H HAZICEMEHHKKA ca OHIH BUOHMH.

IlpoyuBanusTa 32 penpogyKTHBHA TOKCHYHOCT TPH MHIUKM M IUILXOBE HE JaBaTr JOKA3aTe/CTBa 3a
TEPATOTEHEH eJeKT TIPH HHWBA Ha EKCMO3HLMA CHOTBETHO 4 MBTH MO-BMCOKH WM PAaBHH HA TE3H,
npeAeHAeHH NpH xopa. CeIUMTe KOHLUEGHTPALHM HA JHHE3ONH]] ¢a MOKA3alH TOKCHYHOCT BbPXY
MaHKaTa npu MHIIKE 4 Ca CBBbP3aHH C NOBHLIEHa eMOPHOHAIHA CMBPTHOCT, BKJIOYHTENHO 3aryba Ha
L;UIOTO MOKOJIEHHE, HAMAJIABAHE HA TEJICCHATA MACA HA TUTONA B H30CTPSIHE HA HOPMAJIHATA FeHETHYHA
MPEHCNIO3HNIHA KbM CTEPHAIIHH [IPOMEHH B NIOKONEHHETO Ha MHLIKHTe. [IpH mrexose ce orbendspa
c1aba TOKCHUHOCT TIPH MaHKaTa IPH TIO-HHCKKM OT NPEABUACHHTE KITHHUYHH excriosHiuu. 3abensssa
ce Jieka deTanHa TOKCHYHOCT, H3Pa3eHa KaTO HAMANIEHO TENO Ha MJI0/A, MOHIKEHa OCH(pUKALIMA Ha
TPbJHATA KOCT, HAMAJIEHA BEPOATHOCT 32 OLENABAHE HA MAIKHTE M JIeKO 3aKbCHEHHE B Cb3PABAHETO.
IIpu undTocRane chluuTe Te3H MaNKH NOKA3BaT OOPATHMO AO30-33BHCHMO YBEIHYEHHE HA Mpe-
HMILIAHTALMOHHATA 3aryba ChC CHOTBETHO HamanaBaHe Ha deprwimrera. Ilpu 3akium wHamaneHo
TEJIECHO TETJIO HA IJIO/Ia € YCTAHOBEHO CaMO IIPH HANHYHE HA TOKCHUYHOCT NPH MaiiKkaTa (KIMHHYHH
CHMIITOMH, HaMaJleHO TOKa4yBaHe Ha TeJIECHO TErjao H KOHCYMauMs Ha XpaHa) pH HHCKH HHBA Ha
excnozuuua 0,06 0bTH B cpaBHEHWE ¢ MpeaBHAECHATA €KCNO3ALMA NMpHM uoeeka, HA Gaza na AUC.
H3BeCTHO €, Y€ BUTBT € UyBCTBHTENEH KbM e()eKTHTC HA AHTHOHOTHLIH.

Jlune3onua M HETOBUTE METABONIMTH Ce EKCKPETHPAT B MISKOTO HA KbPMELIH IUTEXOBE K
Ha0JHOABAHHTE KOHLIEHTPALMHE €4 TTO-BUCOKH OT T€3H B MauMHATA TLUIA3MA.
Jlunezonun npeaussukea 0dpaTHMa MHENOCYIIPECHS NPH TUILXOBE H KYYeTa.

Tipu TBX0BE, Ba KOWTO € NPHI0KEH NEPOPAIHO NHHE30N] 33 6 Mecelia, ce HabMoaaBa HeobpaTuma,
MHHHMAaJTHA 10 YMepeHa akCOHHa Aer¢Hepalus Ha cefanuinuute Hepew npu 80 mg/kg nHerwo;
MHHHMAITHA ISTCHEPALis Ha CEAATHLIHKA HePB € HaOMoAaBaH ChLIO NPH | MBIKKH eK3EMILIAD NPH
TOBa HHBO HA JO3MPAHE TNIPH 3-MeceyHa MexAHHHAA HekporcHa. [IpoBeieHa € 4yBCTBHTENHA
MOpP(OIOrHYHa OUCHKA Ha Nepdy3msTa Ha PHKCHPAaHKTE THKAHHK 33 H3C/IEJBAHE 32 JOKa3aTelICTBa 33
ACTEHCPALHA Ha ONTHYHKA HepB. YCTaHOBEHA € MHHUMAJTHA /IO YMEPEHA ICTCHCPALIHA HA ONTHYHHA
HEPB MpH 2 OT 3 MBLKKH €K3EMPIIAPH ciiell 6 MecedHa J03MPOBKA, HO NPAKATA BPB3KA C JIEKAPCTBOTO €
HECHI'YPHa NOPajIH OCTpaTa Ha HaxoJKaTa ¥ HelHOTO acHMeTpHiHO pasnpegenenune. HabmopnaBanara
Aerexepauys MEKPOCKONCKH € 61Na cpaBHHMA ChC CNOHTAHHATA €HOCTPAHHA ACTEHEPALMS HA OYHHA
Hepe ¢holulaBaia PN CTAPEELIH IUTLXOBE H MOXKeE 1a e 0BocTpane Ha obWualiHO H3MEHEHHE.

MHOTOKPATHO IIPHIONKEHHE H FEHOTOKCHYHOCT, He NOKa3BaT 0coOCH PHCK 3a XOpa,
NNOCOMCEHH B JIpYTd TOUYKH HA Ta3d KPAaTKa XapaKTepHCTHKA Ha TIPOOYKTA. l'[pquBa f
KapIHHOTCHHOCT/OHKOTEHHOCT HE Ca [IPOBEXK/IaHH 0P KPaTKUs NEPHO Ha NP
Ha FEHOTOKCHYHOCT NpH CTAHAAPTHATE CCPUH NPOYYBAHHS,



6. PAPMAINIEBTHYHHA JAHHHA

6.1 Cpoachbk Ra TOMOMHETE BEMECTBA

HAnpo Ha Tabnerkara:

MHukpokpucTanHa Henyno3a

IlapeenuyHO HuecTe

Huiecren HaTpHer raMkonat (THn A)

XuapokcHnponun nemysoza (tan EF)

MarHesues creapat

DHUIMOBO HOKPHTHE:

Xenpomenosa 3 mPas

Turanos quokcun (E171)

Maxporon 6 000

Tanx

6.2 HecsBMecTamocTR

Henpunoxumo

6.3 Cpox Ha rogHoCT

3 roguHuK

6.4 Croensa/iHH yCJIOBHA 32 ChbXPAHEHHE

To3# nexapcTBeH MPONYKT He H3KCKBA CHIELHATHH YC/IOBHS HA ChXPaHEHHE.
6.5 BaIuchabpKAHME HA ONAKOBKATA

bructep (PVC/PVDC//Anymunuii): 10, 20, 30 punmipadu TabneTKH, B KyTHs.
He BCHUKM BHIOBE ONIAKOBKM MOraT Aa ObJAT MMyCHATH HA nasapa.

6.6 Cnennajisn npeana3HH MEPKH LPH H3XBLDIRHE

Hewn3noa3paHuaT nexaperBeH NPOAYKT HIHM OTIIAABYHUTE MATEPHIM OT HEro TpAbBa J1a Ce H3XBBPAAT
B CHOTBETCTBHE C MECTHHUTE U3HUCKABAHM.

7. IMPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, smarjeéka cesta 6, 8501 Novo mesto, Cnoeenus

8. HOMEP(A) HA PAZPEIIEHUETO 3A YIIOTPEBA

Per. No: 20150383

9. AATA HA ITbPBO PASPEINIABAHE/TIOTHOBABAHE HA PA3P
YIIOTPEGA




Hara na mepBo paspewagane Ha ynorpe6a: 13.11.2015
JlaTa Ha nocneaHo NOJHOBIBAHE:

10. JATA HA AKTYAJIM3HPAHE HA TECTA

18 @espyapu 2020




