KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

ANERCRSY:
Fo03” 17 -1

1. HME HA JIEKAPCTBEHMUSA ITPOAYKT

JIunezonun [Nondapma 2 mg/ml uHY3HOHEH pa3TBOP
Linezolid Polpharma 2 mg/ml solution for infusion

2. KAYECTBEH H KOJIHUECTBEH CBbCTAB

Bcexku ml ot HHY3HOHHUSA pa3TBOp ChABPXKA 2 mg nuHe3onua (linezolid).
300 ml or uHy3HOHHHMA pa3TBOp chabpkaT 600 mg nunezonua (linezolid).

[ToMOLLUHH BelecTBa C U3BECTHO ACHCTBUE: HATPHH, IITHOKO3a.

To3u nekapcTBeH npoaykT cbabpaka 0,38 mg/ml (0,113 g/no3a) Hatpui.
To3u nexkapcTBeH NMpoAYKT cbabpxa 45,67 mg/ml (13,702 g/no3a) rioko3sa.
3a mbJIHHA CIIMCBK Ha MOMOIIHUTE BELECTBA BHKTE TOYKa 6.1.

3. JJEKAPCTBEHA ®OPMA

MHdy3uoHeH pa3TBop.

H3oToHnYeH, OUCTBP, O€3LBETEH A0 X BJIT pa3TBOP.
pH: 4,3 -5,3

ocmonanuret: 280 — 340 mOsm/kg

4. KINMHHUYHU JAHHHA
4.1 TepaneBTHYHH NOKA3AHHA

- HozokoMHaiHa MHEBMOHMS.
- [THeBMOHMS, npuaoOUTa B 00LLIECTBOTO.

JIuneszomua ITondapma e nmokasaH npu BE3paCcTHH 3a JIeUEHUE HAa MHEBMOHMS, NMPUA00KTa B 001IECTBOTO U
HO30KOMHMAaIHa MHEBMOHHMS, KOraTO € H3BECTHO WJIH Ce Ipearoara, Y€ ca NpUHYMHEHH OT YYBCTBHTE/IHH
["pam-nionoxurenHu 6akrepuu. [Ipu onpenensHe, Aaad JIMHE30K € NOAXOAAL 32 JICYSHHUETO, €
HeoOX0AMMO 1a Ce B3eMaT IMpPeaBH/ pe3yJITaTUTE OT MUKPOOUOJIOrHYHHUTE TECTOBE WU JAHHMTE 3a
peBaJIMpallla Pe3UCTEHTHOCT KbM aHTHOAKTEpHAIHH areHTH u3Mexay ['pamM-rnosiokuTeHu OakTepuu.
(Buoxre Touka 5.1 3a moAXOASLIUTE OPraHU3MH ).

JIMHE30/IH/1 HE € aKTHBEH cpelry HHEeKUWH, MPUYHMHEHH OT [ paM-OTpULIaTE/IHH NMAaTOreHH. AKO € JI0Ka3aH
WM ce npeanosara I'paM-oTpuLiaTeaeH naToreH, TpsadBa aa ce 3arnoyHe €JHOBPEMEHHO CreLH(pHYHa

Tepanus cpely | pamM-oTpULATETHH NMATONeHH.

- YenoxHeHH HH(EKIIMH Ha KOXKaTa ¥ MEKUTE TbKaHH (BXK. TOUuka 4.4)
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JInnesonna [onadapma e MOKa3aH NpH BH3PACTHH 32 JICYEHHE HA YCIIOKHEHH HHQEKIMH Ha KOXKATA U
MEKHTE THKAHH CaMO KOTaTo MHKPOGHOIOTHUHHTE TECTOBE Ca YCTAHOBWIIH, Y€ HHOEKUHATA € IPUYMHEHA
OT YyBCTBHTENHA I'paM-noo)kHuTeNHa OaKTepus.

JIMHE30/M HE € AKTHBEH Cpely HHPEKUHH, NPHYMHEHH OT I'paM-OTpHLIATeNHH NATOreHH. JInHe301HA
Tps6Ba 1a Ce W3NON3BA NP NAUHEHTH € YCAOKHEHH HHPEKLMH Ha KOXKaTa U MEKWTE ThKaHH, NPHYHHEHH
OT U3BECTHHU WJIM BB3MOXKHH CBITETCTBAILM [ paM-OTpULATEAHH OPraHH3MH, CaMO aKo HAMAa HAJTHYHH
AITepHATHBHHU TEpPaNEBTHYHH BL3MOXKXHOCTH (BK. Touka 4.4). ITpu Te3u obcToATeNCTRA TpaAbBa aa 3ano4yHe
eTHOBPEMEHHO JieyeHue cpelly I paM-OTpHIUATETHATE OPTaHH3MH.

JleueHue ¢ TuHe30MM TPAOBA Aa ce 3arnoysa caMo B 60MHHYHE OOCTAHOBKA U ClleJl KOHCYIITALHA ChC
CHOTBETEH CIEUMATUCT NO MUKPOOHONOrusa Wix HHPeKuHo3HH OonecTH.

Tpa6Ba fa ce UMaT NpeaBu OQUUHATHATE NPENOPBKH 3a MOAXO0AALA YNOoTpeda Ha aHTHOakTepHasIHu
CpelcTaa.

4.2 JTo3npoBKA H HAYHH HA NPHIOKECHHE

Jlo3upoBka

JIuHesonua pa3Tsop 3a HHPY3us, GHIMHpaHH TabJleTKH WIH NepopaliHa CYCMNeH3Usd MOraT Jia ce
H3MOJ3BAT 3a [TBPBOHAYANHO JIeueHue. [[auMeHTH, KOHTO ca 3aroYHalH JICUCHHE C MapeHTepaiHaTa
dbopmMa, MOraT Aa IPEMHHAT Ha NIepopaiHa gopma, KOraTo ToBa € KIIMHHYHO IOKa3aHo. B Takuea cy4au
He ¢ HeoBX0AMMO afaNTTHPaHe HA 103aTa, ThH KATO JIMHE30JHA HMa Nepopanta OHOHAIHYHOCT
npubnnzurenHo 100%.

IIpenopvuumenra 003UpoEKa U NPOCLANCUMETHOCH HA AEUERUEMO NPU 6LIPACIHU.
[TpoAB/IDKHTENHOCTTA Ha JIEYEHHETO 3aBHCH OT MATOT€Ha, MACTOTO Ha HHPEKLHMA H TEXECTTA, KAKTO H OT
KIMHHUYHUS OTTOBOP Ha MalLlMEHTA.

CrieAHUTE NMPeNnoPbKH 3a NPOILKUTENHOCT Ha IEUCHHETO ce 0a3HpaT Ha Te3H, H3TIO/3BaHH NIPH
KJIMHHYHHA M3NUTBaHUA. BepoATHO NMpH HAKOU BUAOBE HHPEKUHH € MOAXOAAIL [TO-KPAThK PEXKHM HA
Nie4eHre, HO He € OMiT OLIeHsSBaH NPH KNIWHUYHH W3NIMTBAHHA.

MakcHMaHaTa NPOXB/DKHTENHOCT Ha jleyeHHeTo e 28 aHH. Be3onacHOCTTa 1 eQeKTHBHOCTTA Ha
NMHE30MM, TPHIIATaH 3a NepPHOAM, NO-ABIArH 0T 28 AHH, HE Ca YCTAHOBEHH (BX. ToUKa 4.4).

He ce npenopby4pa yBelHuaBaHe HAa 003aTa WIH NPOABKUTEIHOCTTA Ha JCHCHHUETO NPH HHpeKLUn,
CBBP3aHH ChC CHITBTCTBaLLA OaKTepHEMMHAL.

[TpenopsyuTeHATA 11038 € eHAKBA IpH HHOY3HOHHHSA Pa3TBOP M TabJIeTKUTE/TpaHy IATe 3a NIepopaHa
CYCIEH3HS U € KaKTO ClIe/Ba:

HHdexumn Jlo3npoBKka [IpoabKUTENHOCT Ha
JCYCHHETO
Ho3okomuanHa MHEBMOHHS 600 mg nBa NbTH 10-14 nocneaoBaTeaHH AHH
JTHEBHO
[TneBMOHHMSA, NpyaocOuUTa B 600 mg nBa NbTH 10-14 nocnenoBaTeIHY THH
OBLIECTBOTO HHEBHO




Venoxneny uHpeKkunH Ha koxara 1 | 600 mg /iBa IMbTH 10-14 nocnegoBaTeNHH AHU
MEKUTE ThKaHH IHEBHO

Heduampuuna nonyrayus

Hsma 10CTaThuHO JAHHH 33 6e30MacHoCTTa ¥ epMKACHOCTTa Ha IMHE30MN/ TIPH IC11a Y FOHOLIH (<18
FONMHH), 33 3 ce penopbya A03MPOBKa (BXK. TOYKH 5.1 U 5.2). CnenosatenHo, J0KaTO HAMA HaJIH4HH
TOITBJIHHMTENHH JaHHH, YIOTpe6aTa Ha IWHE30/IM B Ta3H BH3PACTOBA IPyMna HE Ce NpETOpRHBa.

Hayuenmu 8 cmapuecka ev3pacm.
He ce nanara ananmrypaHde Ha J03aTa.

Hayuenmu ¢ 6v6peuna HedoCMmansyHoCm.
He ce Hanara agantupaHe Ha A03ata (BX. Touku 4.4 1 5.2).

Iayuenmu ¢ medicka 6v6pexna nedocmamuvyrocm (m.e. Cler < 30 ml/miny.

He ce Hanara aganTupaHe Ha no3ara. [Topaqu HEM3BECTHOTO KIHHHYHO 3HAUCHHC Ha BHCOKATA
excriosuuua (1o 10 TeTH) Ha ABaTa OCHOBHH MeTa0OMUTa Ha JIMHE3OMNA NPH NALNCHTH C TEKKA Onbpeuna
HeJOCTATHYHOCT, JIMHE30,1Ma TpAGBa /ia ce MpHIara Cbe CreuHaIHO BHUMAHHE DK TE3U MAIUCHTH K caMo
TOrapa, KOTaTo OYaKBaHaTa Moji3a HaJBUIIAaBa TEOPCTHUIHHA PHCK.

Toii kato okono 30% OT IMPHIOKEHATA 1032 JIMHE30/IMA ¢ OTCTpaHABa 34 3 yaca npM XeMOaHATH3a, MPU
[TALMEHTH Ha THaNW3a THHEe30IM TpAOBa Aa ce npuiara cjie npouenypara. OcHoBHUTE MeTaDOJIMTH HA
JIMHE30JTH Ce OTCTPAHABAT O H3BECTHA CTEMNEH Ype3 XeMOANalH3a. BBilpeKH TOBa, KOHLIEHTPALMHMTE Ha
Te3M MeTabOIMTH Ce 3ana3BaT 3HaUYUTEJTHO MTO-BHCOKH Ciiell AHajIM3a, OTKOAKOTO TC3H, Ha0MOAaBaHU IPH
NALIMEHTH ¢ HopManHa 6p0peuHa GyHKUMA WK JIEKa, 10 YMEpeHa 616peuHa HeOCTATBYHOCT.

C e 1OBATENHO, TMHE30MHA TPAOBa Ja Ce U3MON3BA ChC CMIeLMATHO BHHMAHHE IIPH NALKEHTH C TEXKKA
6bOpeuHa HelOCTAThYHOCT HA IMATIM3a M CaMO TOrasa, KOraTo O4aKBaHATa fo/13d HaBHILABA
TEOPETHYHHS PHCK.

Jlocera HsMa OIHT C TpIaraHe Ha TMHE3OMUA Ha MALMEHTH, NOTOKEHH Ha POAB/DKHTCIIRA
amOynaTopHa nepuroHeanHa adanusa (I1AI1J1) wid arTepHaTABHO JICHCHHC 32 Op0peuHa HeIOCTaTbYHOCT
(pa3snUYHO OT X€MOJHAIIH3A).

ITayuenmu ¢ 4eproOpoOOHA HEOOCMAMBYHOC.
He ce Hanara ajarrtupade Ha fo3ara. Bee mak uMa orpaHuyeHH KIHHMYHU JaHHH | CE NIPETIopBiiBa
IHHE30/M [1a ¢€ M3MOJI3BA NPH TAKUBa NAaLMEHTH CaMO KOTraTo O4akBaHaTa noj3a Hajshiliaba

TeOpeTHYHHS PUCK (BX. TOUKH 4.4 1 5.2).

HauuH Ha rprIOKEeHUE
WHTpaBeHO3HO TIPWIOKEHHE. Pa3TBOPHT 32 vHpy3Ha TpA6Ba Aa ce BhBEXa 3a NepHoa oT 30 0o 120

MHHYTH.

4.3 IIporHBOnOKA3aHHA

CBpBLXUYBCTBHTENHOCT KbM aKTHBHOTO BELUECTBO WM KbM HAKOE OT IOMOMHHTE BeLlecTBa, U3OPOEHH B
Touka 6.1.




Jlune3onna He TPAOBA Aa ce U3MNOJI3BA MPYU NAUHCHTH, KOHTO BIHMAT NeKapCcTBO, HHXHOMpAINo
MOHOaMUHOOKCUasuTe A und B (Hanp. QeHesuy, n30KapOoKcasni, CeNnerwin, MOKJTOOEMH ) WU 10
IBe CEOMHLIM ¢JIel MpuiaraHe Ha TakoBa JIeKapCTBO.

AKO HsIMa Bb3MOYKHOCT 38 CTPHKTHO Hab/MoAeHHe HA KPHBHOTO HAJLATAHc, nuHe3onun He TpadBa na ce
fpuiara MpH MalMEHTH ChC CIEAHUTE MOAJIEKALIHN KJIMHWYHH ChCTOSHHMA WIH CBC CJIEAHHTS THIIOBE
CBITBTCTBALLO JICUCHHE!

- TlauHeHTH ¢ HEKOHTPONUPaHa XHNEePTOHHs, GeOXPOMOLHTOM, KApLIMHOWA, THPEOTOKCHKO3a, OUIIONIpHA
nenpecus, Wu30adeKTUBHO PA3CTPOMCTBO, OCTPH CHCTOAKNA Ha 0ObpKBaHE.

- TTauMeHTH, NPUEMALIM HAKOE OT CAEHHTE JICKapCTRa. nHXHUOUTOPH Ha oOpaTHUA 3aXBaT HA CCPOTOHHHA
(BX. Touka 4.4), TPHIHKIHYHH aHTUACTIPECAHTH, CEPOTOHHL 5-HT, peuenTopHy aroHHCTH (TpUnTaHH),
MPEKH W HEMPEKH CHMNATHKOMHMETHIIU (BKJI. afpeHeprUiHATE HPOHXOIUNATATOPH, ncespoedeaprH U
(GeHUIMpONaHOIaMHH), BA3OTIPECHBHH CPEACTEA (Harp. ertMHEPPUH, HopeTnHePPHH), AONAMHHEPTHIHH
cpeacTBa (Hamp. AOMaMHH, no6yTaMHH), NeTHIHH HIH OYCTIHPOH.

JIaHHUTE OT OTMTH C )KMBOTHH NPEANONArar, He THHEI0NHA 1 HeroBUTe MeTaboIUTH NMPEMHHABAT B
MalUMHOTO MIISKO H CNIGIOBATEHO KbpMeHETO TpAOBa fia ce NpeKpaTi PeH 3aro4YBaHe WM 10 BpeMe
Ha JIEUEHHEeTO ¢ uHe30nua (BK. Touka 4.6).

4.4 CuoennaJay npexynpexienRns 8 npelnasHE MEpKH OpH ynoTpeda

Muenocynpecus

[IpH NalMeHTH, NPHEMALIH JTMHE30MHA e chOOLIABA 38 MHEJIOCYITpECcHs ( BKIIOMHTETHO aHEMHA,
[IeBKONEHMUS, NAHLMTONEHHs H TpoMGouuToneHns). B ciryuavre, Ipi KOWTO pe3yATaThT € H3BECTEH, NPH
[peKPATsBaHe Ha PHEMA Ha THHE3ONH]L, 3aCCrHATHTE XeMaTOJOTHYHH MOKa3aTeNH ce BPBIIAT KbM
CTOMHOCTH OT NIPEIH IeUeHHETO. PUCKBT OT Te3H edeKTH, M3IIIEXKIA € CBBP3aH ¢ IPOAB/DKHTENHOCTTA Ha
neuerneTo. [IpH NALMEHTH B CTAPUECKA BB3PACT, JIeKYBaHH C JTMHE30JIHA, Moske Ja ce Habmonasa
NOBULIEH PUCK OT JMCKpa3Hsl, CIIPAMO MO-MJIafH MALACHTH. TpomMGOLUTOTIEHHS MOXKE 1a HACTBITH T10-
4ECTO MPH NALMEHTH C TeXka 6bOpevHa He0CTaTEHHOCT, HE3ZaBUCHMMO AU ca Ha Auanusa Wiy He. [lo
Ta3u MPHYHHA Ce NPenopbrYBa BHUMATENHO MOHHTOPHPAHE Ha 6pos Ha KPBBHHTE KJIETKH TPH NALKCHTH,
KOHUTO:!

ViMaT aHaMHe3a 3a aHEMUs, FPaHyJIOLMTONCHHA HIIH TpoMOOLIMTONEHH; IPHEMAT €JHOBPEMEHHO
leKapcTBa, KOWTO MOraT Ja NMOHIDKAT HUBATA Ha xeMorio6HMHa, Aa NoTHCHAT Opos Ha KPBBHHTE KICTKH
WK AR TIOBJIHAAT HeOnaronpuaTHo 6pos WK QyHKIHIATA Ha TpoMboLIMTHTE; HMAT TexKKa OBOpeyHa
HeOCTaTLYHOCT, eKyBaT ce noseue ot 10-14 amy. INpu Te3u NaluKWeHTH JIMHE30MHA TpsaOBa Aa ce npiiara
C4MO KOT4TO € Bb3MOXHO BHUMATEITHO MOHHTOPHPAHE HA cTOWHOCTHTE Ha XemornobmHa, 6poa Ha
KpPBBHHUTE KJ1€TKH U TPOMOOLIMTHTE.

AKO TIO BpeMe Ha JIeYEHHETO C JIHHE30/H]L CE NOABH CEpHO3HA MHeJIOCYNPECHs, JICUEHHETO TPAOBa J1a ce
NpeKpAaTH, OCBEH aKO MPOAB/KABAHETO My HE € aBCOMMOTHO HAOKHTEIHO, KATO B TO3H Cay4ail Tpadsa
AKTUBHO /13 C€ MPOCeAsBa GPOAT Ha KPbBHUTE KIIETKH 1 1a CE NPHIOKAT NOAXOAAIIY CTPATETHH 32
oB/iaAsBaHe Ha ChCTOAHHETO.

B 1OMBAHEHKE CE€ MPENophuBa eXeCeIMUIHO MOHHTOPUPARE Ha KPbBHHUTE MMOKa3aTeNIn (BKJI.
CTONHOCTHTE Ha XeMorino0uHa, TPOMOOLIMTHTE, obwwusa Opoit Ha JIEBKOLMUTHTE W AN EPESHLHATTHO OpoeHe)
NpH NALMEeHTH, NPHEMALIM IMHE30JIHA, HE3aBUCHMO OT MbpBOHa4anHusg Opoii KPbBHH KIIETKH.




[Ipu npoy4YBaHHATA, IPH KOHTO JIMHEIONK/ € H3NO3BAN 6;1arOTBOPUTEIHO, KaTO NMOCIEAHA
KUBOTOCTIACABALLA BB3MOXKHOCT, € HabNI0AaBaHA N0-BHCOKA YECTOTA HA CEPHO3HA aHeMHA MPH NaLHEHTH,
[ONy4aBAIH JIMHE30JIAA NI0-ABJro 0T MAKCHMAITHO PEeNnopbYBaHATA NPOABIKHTENHOCT OT 28 nuu. I1pu
Te3H MALMEHTH TO-4eCTO Ce HaNara Kpppomnpenusate. B nocTMapKeTHHIOBUA [IEPHON ce choOLIaBa 3a
cJTydaM Ha aHEMMs, Halaramy KpbBOMpeInBaHe, KaTo Nosete cnyuau ce Hab/1oJaBaT NpH NALKUEHTH,
MpUEMaITH JTMHE30NIUA NMOBEYE OT 28 nHu.

B nocTMapKeTHHIOBHA NIEPHOJ Ce ChoOiaBa 3a CiTydad Ha cupepobnacTHa aHeMus. B ciryvante, Iipy
KOMTO HAYANOTO HA PEaKUMATa € GWIO H3BECTHO, MOBEUETO NALMEHTH La pUEMaH JIHHE30JIH/ 32 MOBEHE
ot 28 nuu. TToBeyeTo MalMeHTH ca Ce BB3CTAHOBAIN HAMTBITHO MITH HACTAHHO CACA NpeKpaTABAHE HA
npuemMa Ha JIHHE30/1M, CbC WK Oe3 JieueHHe Ha aHEMHUATA.

Jlucnponopyus Ha CMbPMHOCMMA RO 8peme Ha KIUHUYHO wsnumeane npu nayuesmu ¢ I pam-
HOAONCUMENHY KPBEHY UHpEKYUY, C8bP3AHY C NOCTNAGAHE HA KAMENTED.

Ha6monasaHa € IOBHLIEHA CMBPTHOCT MPH NAUMEHTH, TEKYBaHH C JIHHC30/THA B koMOWHaALMS C
BAHKOMHLIMHE/ IHKIOKCALWINE/OKCALIWIMH B OTBOPEHO NPOY4BaHE MPH TEXKKO GOJHH NMALMEHTH C
BLTPECHAOBH, KaTEThP-CBbP3aHH nadexunu [78/363 (21,5%) cnpamo 58/363 (16,0%)]. OCHOBHHAT
haxTop, NOBJIHABALL CMBPTHOCTTA € H3XOAHOTO CBCTOAHUE Ha I'paM-TIOIOMKHTENHATA HHPEKLHA.
CMbpTHOCTTA € OHla CXOHA NIPH NALMEHTH C uH(eKUMH, TPUHHHERH H3LIA0 OT I paM-NoaoXKHTENHN
MHKPOOPraHU3MH (KOe(HLMEHT Ha PHUCK 0,96; 95% unrepsan Ha aosepue: 0,58-1,59) Ho e Ouna
JHAYMTETHO Mo-BHcoKa (p=0,0162) npu rpyrara, JieKyBana ¢ JIMHE30/1H]I, TP KOATO ¥Ma OpyT NaToreH
VITH He e HaGJIIo/1aBaH faToreH B HadasoTo (koe(UIHMEHT Ha PHCK 2.48; 95% uHTEpBa Ha JOBEPHE:
1,38-4,46). Haifl-ronmeMHAT nuchasaHe ce € MoTy4YHn Mo BPeMe Ha JICHCHHETO H B PAMKHTC Ha 7 OHH cnen
MpeKkpaTaBaHe pHeMa Ha MPOYy4BaHOTO JEKAPCTBO. [MogeueTo NaudeHTH OT rpynara, noayyaeana
IMHE30/MA, ca NpHAoGWH I'paM-0TpHLATEAHH IATOreHH N0 BPEMS Ha NPOYYBAHETO M C& MOYHHAIH OT
' pamM-OTpULIATEIHM MIATOTCHU H nonumuxkpotuantu uadexwun. CreqoBaTesHO NpHU pH(eKIMY Ha KOXKaTa
1 MeKUTe ThKaHH, JIMHE30MHA TpAGBa 2 ce TIpHIara camo NPH NaLMeHTH C M3BECTHA HITH BBH3MOMHA KO-
uHdekus ¢ [paM-0oTpULIaTeTHH MHKPOOPTaHH3MH, aKO HiMA AITTEPHATHBHU BB3MOXKHOCTH 32 JICUEHHE
(Bx. Touka 4.1). [1pu Te3u 0OCTOATENICTBA TpsGBa Aa ObAe 3aMOYHATO EAHOBPEMEHHO JICUCHHE CPOLILY

[ 'pam-oTpHULIATETHUTE MHKPOOPraHH3MH.

JTuapua u Konum, C8bP3aRU ¢ GHMUBUOMUYU.

TlMapus U KOJIUT, CBbP3aHH C NIPHEM Ha AHTUOUOTHLY, BIUIFOUMTENHO NCeBAOMEMOPAHO3EH KOUT U
nuapws, cebp3ana ¢ Clostridium difficile, ce cpoO1IaBaT BbB BPH3KA C yriorpefaTa Ha NMOYTH BCHYKH
AHTHOUOTHLM, BITIOYHTEITHO JTMHE30IK M MOraT Aa BapHpart OT JicKa AHapui Ao ¢araneH KOAHT.
CleHOBaTETHO € BAKHO Ja C& UMa NPEABH] Tas{ AHarHo3a MpH MalHeHTH, NposBABallH CEepHO3Ha AHapHi
110 BpeMe Ha WIIH CJIe/l H3MO/3BAHETO Ha JIMHE30/IHA. B ciiyyaii Ha TOAO3PEHHE WIH IOTBBPKACHHUE 34
ANTUGHOTHYHO-CBBP3aHH JHAPHS WK KOJMT, TpAOBa l1a ¢ NPeKpaTH JIEHEHHUETO C aHTHOAKTepHATHH
areHTH, BIUTIOYMTEITHO JIMHE30JIH] H BeaHara Aa 6b/1e NpeAnpHeTo NOAXOAAIO nedeHue. B To3u cirydan
ca POTHBOMOKa3aHH JICKapCTBa, MHXHOHpALIY NEepHCTAITHKATA.

JTaxmamua ayudo3a

[Tpn ynotpeOa Ha THHE3OJIU] CE cpobllasa 3a JJakTaTHa anuno3a. IlanveHTH, pasBHBalld MPHIHALA H
CHMITTOMH HA MeTa60IMTHA ALKMA03a, BKITIOUHTETHO MPeXOIHO rajieHe v NMOBPBIIaHe, abnoMUHATHA
Gonka, HICKa CTORHOCT Ha 6UKapOOHATH WM XHNEPBEHTHAALINA NPY TIPHEM HA NTHHE30/MK’1, TpAORA
BenHara fa ObAaT MperieaaHy OT Nekap. AKO HACTBIIM JIaKTaTHA alluA03a, NOMASHTE OT NPOABbJIKABAHE HA
eueHMEeTO C JMHE30MHA TPA6Ba Ja 6bIaT NpeleHeHH CpAMO NOTEHUHATHATE PHCKOBE.




Mumoxonopuanna ouc@yrkyus

JIuHesonua MHXHOGUpa GenThYHUA CHHTE3 B MUTOXOHIPHUTE. B pe3y/ITaT Ha TOBA naxubypaHe Morar aa
ce MoJTy4aT HeXKeNaHH peaKkLyH KaTo JIAKTaTHa alMao3a, aneMHA U HEBpOTIATHA (ouHa u nepu(pepHa); TE3H
cHOUTHSA Ca NO-4ECTH, KOraTo JIEKapCTBOTO Ce Npiara Nno-AbJro oT 28 muu.

Cepomonunog CuROpoM

KMa COHTaHHH CHOBIIEHMA 38 CEPOTOHHHOB CUHAPOM, CBBP3aH ¢ €XHOBPEMCHHO NPWIAraHe Ha
JIMHE30JIU € CEPOTOHMHEPTHMHH CPEICTBA, BKIIIOUMTENTHO AHTHAETIPECAHTH KaTO CCJICKTHBHY
HHXUGHTOPH Ha 06paTHMs 3ax8aT Ha cepoToHuHa (SSRI) n onHonAH (BioKTe pasaen 4.5). Ilopany Topa
elHOBPEMEHHOTO MpPWIaraHe Ha JIMHE30/MA M CePOTOHUHEPrHYHH CPENCTBA € MPOTHBOIIOKA3aHO (BXK.
Touka 4.3), OCBEH B C/Iy4auTe, KOraTo € eIHHCTBCHA BB3MOXKHOCT. B Te3u ciyuau nauneHTHTe TpsabBa na
ce HabMmOAaBaT BHUMATE/HO 34 MPU3HALM H CHMIITOMH Ha CEPOTOHUHOB CHH/POM KaTO KOrHMTHBHA
nuchYHKIMS, XHNeprpeKkcHs, Xuneppediekcus v 3aryda Ha KOOPANHALHA. AKO ce TMOABST TAKHBA
MPU3HALIKA ¥ CHMITTOMH, JIEKapHTe Tpabsa fa 06CHAAT NpEeKpaTABaHe NIPHEMa Ha CAHH OT 1BaTa WilH Hd
[1BaTa MPOJYKTA; aKO CE NPEKPaTH MPHEMBT HA CEPOTOHHHEPTHYHHA NMPOAYKT, MOXKE JIa CC OABAT
CHMITTOMH Ha OTHEMAHE.

ITepughepua u ouna Hegponamus

TTpu NaUKMEHTH, IEKyBaHH C IMHE30H ¢e ChobLuaBa 3a nepH¢epHa HEBPONATHsA, KAKTO U 33 OYHa
HEBPOMATHSA 1 OUeH HEBPHT, IOHAKOTA NPOTPECHpallii Aa 3aryba Ha 3peHHETO. Te3n naHHH ca MOTYUCHH
[JIaBHO TIPH MALKEHTH, KOMTO Ca MPHEMAITH JIHHE30JTHA 3a NNOBEUe OT MaKCHMATHO MPeTIopBHaHHTE 28

AHH.

Beuuky naunenTy Tpsabsa na 6b8aT ChBETBaHH 1a ChODOLIABAT 338 CHMIITOMH Ha 3pHTEIHO YBPEKARHE,
KATO MIPOMEHH B 3PHTENIHATA OCTPOTA, LIBETHOTO 3PEHHE WIH 3aMbI/ICHO 3peHHe HIM HapyLICHHA B
3pUTENHOTO Nonie. B Takupa ciy4an ¢ HeoOxoMMa Obp3a OUEHKA U TIPH Hy#1a — KOHCYTTAILAA C
odranmMonor. Ako HAKOH NalMeHTH mpHemaTt JInnesonva [Mondapma noseue OT MpenopbyaHUTe 28 AHH,
3pUTENTHUTE UM (YyHKLIHHM TPAOBA 1a ce MpoCcNeaBaT BHUMATETHO.

[Mpu nosea Ha nepudepHa HIH O4HA HEBPONATHA CEABA A€ CE MPELCHAT NOTEHLIMANHUTE PUCKOBE, MPENH
MponB/bkaBaHe Ha eveHHeTo ¢ JInnesonun [longapma.

TIpH MalMEHTH, KOUTO IPHEMAT WIH HACKOPO ca MPUEMAITH JIeKapcTBa Cpelly MHKODAKTEPHH 3a JIEYCHHE
Ha TyBepKy103a, MOXKE Ja CHUIECTBYBA MOBHULIECH PHUCK OT NOABa Ha HEBPOIATHH.

I'vpuose

C0o61aBa ce 3a MOsBa Ha IbPYOBE MPH NALIMEHTH, JIEKyBaHH ¢ JIHHe30u. [IpH noBeueTo OT Te3H CiTyvan
ce chOBIIABA 32 aHAMHeE34a 33 IBPUOBE WK HaJIMuye Ha PHCKOBH (pakTOpH 3a MoABa Ha rbpHOBC.
[MauyeHTUTE TPA6Ba Aa OBAAT MOCEBETBAHH 12 HHQOPMHDAT JIEKaps CH, ako HMaT aHAMHE3a 33 TBPHOBC.

Monoamurnooxcudasnu unxubumopu

JInnesonua e o6paTHM, HECeNeKTHBEH HHXHOUTOp Ha MOHOAMHHOOKCHAa3aTa (MAO-nuxuburop);
BBIPEKH TOBA NMPH JO3H, TIPWIaraHi 33 aHTHOAKTEPHATHO JIEUEHHE, TOH HE OKa3Ba aHTHACTPECHBEH
edext. JIaHHUTE MO OTHOLIEHHE Ha JIEKApCTBEHH B3aUMOZICHCTBHA U 0e30nacHOCT Ha JIMHE30JIHI,
NpWIaraH Ha NaLMEeHTH C NoIekKauo 3a60/sBaHe WHIH €AHOBPEMEHHA Tepanii, KOATO MOXE 1a '
noAI0XKH Ha puck oT MAO-nHxuGHpaHe ca MHOTO orpaHuyeHy. 110 Ta3u NpyUYrHa, MPUIAraHeTo Ha
NIMHE30NH ] [IPH TaKMBa OOCTOATENCTBA HE CE NPENopsUBa, OCBEH ako € BE3MOXKHO BHHMATC/THO
MOHHTOPHUPAHE Ha MaLMeHTHTe (BX. TOUKH 4.3 1 4.5).




Vnompeba c xpanu, bozamu Ha mupamuH
[MaupenTtuTe TpabBa Aa ObOAT CHBETBAHH 1@ HE KOHCYMHPAT rofieMH KOJN'eCTBA XPaHH, OoraTtu Ha

THpaMHuH (BX. TO4ka 4.5).

Cynepungexyuu

EdekTsT Ha JIEUEHHETO ¢ JIMHE30AM]] BhPXY HOpMAHaTa Giopa He € OLEHABAHO M0 BPEME HA KITHHHYHH
NpOoy4BaHHA.

VnorpetaTa Ha aHTHOMOTHLIM MOXE MOHAKOTa /1a IOBEAE A0 CBPBXPA3BUTHE Ha HEHYBCTBHTC/IHH
MuKpoopranysmu. Hanpumep, okono 3% OT NauueHTHTe, NPHEMALILH NPENOPBUHTEHHTE 03U
JIMHE30HK]L, Ca MPOABHIH JIEKAPCTBEHO-00YC/IOBEHA KaHAXMA03a MO BpEME HA KITHHHYHUTE U3NIHTBAHUA.
Heo6xoauMo € Ja ce peAnpuemMar IMoAXoaa1ld MEPKH NIpH MoABa Ha cynepyHQpeKiMs 10 BpeMe Ha
JIEYECHHUETO.

Crneyuannu nonyirayuu

JIunesonun TpatBa Aa ce NpWiara cbC CNEUMaaIHO BHHMaHHE MpPH MALIKCHTH C TEXKa OBOpeuHa
HEIOCTATHYHOCT M CaMO B CITy4auTe, KOFATO OYaKBaHaTa 10J13a NPEBb3X0XKAa TEOPETHHHHS PHCK (BXK.
TO4YKH 4.2 u 5.2).

[TpunaraHeTo HA JTMHE3O0INA NPH NALHEHTH C TEXKKA yepHOApoOHa HEAOCTATEYHOCT Ce NMpenopsyBa caMo,
KOTaTo OYaKBAHATA T10J13a MIPEBB3X0K/IA TEOPETHUHHS PHCK (BX. Touku 4.2 1 5.2).

Krunuunu usnumeanun
BezonacHocTTa H €eKTHBHOCTTA Ha JIMHE30JIUA, NpHIaraH 3a nepuoa, no-Auier oT 28 nHy, He ca
YCTAHOBEHH.

KouTponHpaHuTe KIMHUYHA WIMUTBAHHS HE Ca BKIIOYBATH NAUHCHTH C AHa0eTHH 1e3UH Ha CTHIIANIOTO,
neKyOHTYC, HCXEMHYHM JIE31H, TEXKKH M3rapsHHs WK raHrpeHa. [1o Ta3u npuduHa OMUTBT OT ynotpebara
Ha JIMHE30JIUJ TIPH T€3U CHCTOAHHSA € OrPaHHYCH.

IHomownu sewgecmea

To3H IeKapcTBEH NPOLYKT ChAbpxka 45,67 mg/ml (T.e. 13,702 g/300 ml) rmoko3a. Tosa Tpabpa aa ce uMa
MPEABU/L TIPH NMALIMEHTH ChC 3aXapeH nuaberT.

To3H AeKapcTBeH MpOAYKT chaAbpxka 113 mg natpuii B 300 ml oT npoxyKra, eKBUBANEHTHU Ha 5,65% ot
NpenopLYHTE/THUA MAKCHMANIEH JHEBEH PHEM OT 2 g HaTPHH 33 BB3PacTeH. KonuuecTBOTO HATpUH
TpsaGBa Ja ce UMa NIPEBH/ NPH NALMEHTH Ha KOHTPOJIHPaHa HATPHEeBa JNeTa.

BeAKO KOTHYECTBO HAaTpHi B pasTBopUTeNs TpAOBa a ¢c¢ UMa NpeABU/ NPH NPECMATAHE Ha obwoTo
CHABPXKAHME Ha HATPHMIi B rOTOBHA Pa3TBOP (BXK. TOUKa 6.6).

3a no-noapo6xa uHbopMalHd 32 ChAbDPKAHUETO HA HATPUH B PA3TBOPUTENA, OTHECETE CE IO
PoIyKTOBaTa HHGOPMALHsA, NPEJOCTaBeHa OT POH3BOAUTEIA MY .

4.5 BiaumonelcTBHE C APYrH JeKapCTBeHH NPOAYKTH ¥ Apyrn ¢OpMA Ha B3aHMO/IeHCTBHE

MoroaMUuHOOKCUOAZHU URXUOUMOPU

Jlune3omun ¢ o6paTHM, HeceNneKTHBEH MHXHOUTOP HAa MOHOAMHHOOKCHIa3aTa (MAO-unxuburop). ima
MHOTO OFPaHHYEHH JaHHM OT MPOYUBAHHSA 3a JIEKapCTBEHH B3aHMOAEHCTBHS U 33 6e30nacHOCTTa Ha
JIMHE30MA, KOTAaTO CE MPWIAra Ha NaUMeHTH CbC CBITHTCTBALLM JIOKAPCTBA, KOWUTO MOraT a 'Y H3JI0XKaT
Ha puck oT MAQO-uaxuGupane. 1o Ta3u NprUYMHA, NPUNATaHETO HA JIMHE30JIKA IPH TAKUBA




0GCTOATECTBA HE Ce NPENOpPBUBa, OCBEH aKO ¢ Bb3MOXKHO CTPUKTHO MOHHTOPHPAHE Ha nauHeHTHTE (BX.
TO4KH 4.3 U 4.4).

ITomenyuaniu 83aumodeiicmeus, 600ewu 00 NOBUWLABAHE HA KPBEHOMO HAIACARE.

[Ipu 3apaBK HOPMOTEH3UBHH AOOPOBOMILM TMHE30HA NOTCHIHPA NOBHUIIABAHETO HA KPHbBHOTO HAJATAHE,
IpeH3BHKAHO OT riceBioedeApHH H (eHUINPOTNaHONaMHH XHAPOXTIOPHA. TIpueMBbT Ha JTMHE30NU
1aeHO ¢ riceBaoedeprH ¥ HEHWINPONIaHONAMIH XHAPOXJIOPH], MIPEAW3BUKBA CPEIHO NOBHILIABAHE HA
CHCTOTHOTO KPBBHO Hanarase oT nopaaeka Ha 30-40 mmHg, B cpaBHeHHe ¢ | 1-15 mmHg nopuIIeHNE,
fIpH CAMOCTOATENIEH NPHEM Ha JIHHE3O0/TH], 14-18 mmHg npH caMOCTOATENECH IIPHEM HA ncepaoedeApuH U
dbeHmwnponasonaMuy 1 8-11 mmHg npu nnaue6o. [logo6Hu npoy4saHus He ca OWIH NPOBEXIAHH C
XMIEPTEH3UBHY NaleHTH. [IpenopbuUTeHO € AO3HTE Ha JICKApCTBa © Ba30NPECHBHO JCHCTBUE, BKIL.
NONAMHHEPrHYHU ATEHTH, [a C¢ TUTPUPAT BHUMATEIHO A0 NOCTHIaHEe Ha HeTaHHA pe3ynTaT, KOrarto ce
npuiarat eIHOBPEMEHHO ¢ TMHE30MHL,

ITomeHyuanHy CepomOHUHEPZUHHY 63AUMOOEUCTNEUSA

[ToTEeHUMANHOTO JIEKAPCTBEHO B3aUMOACHCTBUE C pexkcTpomMeropdaH € H3CaeABaHO NPH 3ApaBH
no6posouu. Tlpunaran e aekcTpoMetopdan (ABe A03H 110 20 mg Ha 4 yaca MHTepBaJT) ChC WK Oe3
aunesonna. He ca Ha6monabaHy edeKTH Ha CEPOTOHHHOB CHHAPOM (00BPKBAHE, AETHPHYM,
6e3MI0KOICTBO, TPEMOP, 3auepBsiBaHe, IHagopesa, XUMEPIHUPEKCHA ) TIPH H3CNeIBaHE Ha 3MPaBH JIH1IA,
NpUeMAIH TMHE30HA H JEKCTPOMETOpdaH.

[ToCTMApKETHHTOB OIUT: HMa €HO CHOOLICHHE 32 MALMEeHT C edexTy, MOAOOHH HA CEPOTOHHHOB
CHHAPOM, TI0 BpeMe Ha NpHeM Ha JIMHE30/IH U nexcTpoMeTopgaH, KOMTO ¢a H34YE3HaIH CJIC/ CIIMPAHe Ha
JBETE JICKapCTBa.

IMo speme Ha KIMHMYHATa ynoTpeba Ha IMHE30/IHA ChC CEPOTOHHHEPTHHHM CpEACTBa, BIUTIOUHTEIHO
AHTH/IETIPECAHTH KAaTO CeNeKTHBHH HHXHOHUTOPH Ha oGpaThus 3axBaT Ha cepoTtonuHa (SSRI) 1 onronau
ca cLOOILABAHM CITyYad Ha CepoTOHMHOB cuHApoM. [lopanu ToBa €AHOBPEMEHHOTO npuiarase Ha
AUHE3ONIMA ¥ CEpOTOHHHEPrHYHH CPEICTBA € NPOTHBOITOKA3aHO (Bk. TOUKa 4.3), OCBEH B CITy4aHTe,
KOLATO € eAUHCTBEHA Bh3MOXKHOCT H Ca ONMCaHH B Touka 4.4.

Vnompeba ¢ xpanu, 6ozamu HG MUpamuH

He e HabionaBaH ChLIECTBEH IPECOPeH OTrOBOP NpPH JHUA, NPHeMaLIH 3a¢AHO JHHE30NHA H [TO-MaJIKO OT
100 mg Tupamun. ToBa npeamnonara, 4e € Heo6X0AMMO €IMHCTBEHO J1a c€ W30Area NPHEMAaHEeTO Ha ro/ieMH
KOJIMYECTBA XPaHH H HAMHUTKH ¢ BUCOKO ChAbPIKaHHe HA THPaMHUH. (HaMp. 3pAN0O CHpeHe, €KCTPAaKTH OT
APOXKIH, HEAESCTHIHPAHH AJIKOXOJIHH HAlIUTKH H dbepMeHTHPAITH COEBH MPOAYKTH KATO COEB coc).

Jlexapcmea, memabonusupanu om yumoxpom P450

Junesonun He ce MeraGonuaupa 3HaunMo ot P450 (CYP) eH3uMHATA CHCTEMA H HE UHXHOHNpa HUKOA OT
kIMHHuHO3HauuMuTe Yosewkn CYP uzodopmu (1A2, 2C9, 2C19, 2D6, 2E1, 3A4). CxonHO, NTUHE30NIHA
He HHIyuMpa P450 n3oeH3HMUTE NPH [UTBXOBE. Cneposatento He ce ovakBarT CYP450-unayunpaHu
JICKAPCTBEHH B3aMMOJEHCTBHA C IHHE3O/IHA.

Pugpamnuyur

EdexTsT Ha pidaMITHLIKH BbpXY (papMaKOKHHETHKATA Ha JTHHESOIHI © [ipoy4YeHa npy 16 3ApaBH MBKE —
No6pOBOIIM, HA KOHTO € MpHiaraH JUHE30MHA 600 mg ABa MbTH AHEBHO 3a 2,5 THH CBHC HITH Oe3
putaMnuipH 600 mg BEAHEK JHEBHO, 32 8 JIHH. Pudamnuuus nounkaBa Cmax 1 AUC Ha JTHHE30MHL
cpeano ¢ 21% [90% CI, 15, 27] 1 CbOTBETHO C 32% [90% Cl, 27, 37]. MexaHn3MbT Ha TOBa

B3aUMOAeiCTBHE W KIIMHHYHOTO MY 3Ha4€HHUE HE Ca U3BECTHH.




Bapgapun

Ipu BrIOYBaHE Ha BaphapHH MO BpeMe Ha PAaBHOBECHO CHCTOSHHE MPH JICUECHHE C JIMHE30MHA ©
HabmonapaHo 10% HaMalgBaHe Ha CpeAHaTa MaKCHMATTHA INR npu eqHOBpEMEHHO NPUEMAHE C 5%
namanasane Ha AUC INR. iMa HeaocTaThb4HO JaHHH MIpH NALHeHTH, IpueMaii papdapHH H THHE30IH,

13 4 C€ OLIEHH KIWHHUYHAaTA JHAYUMOCT, aKO HMa TaKaba.

4.6 BpeMeHHOCT, KbpMeHe A PepTHIIATET

BpeMEHHOCT
HsMa JOCTATHYHO MOAXOAAILM JAHHH 32 U3I10/13BAHETO HA JIMHE3O0IHA IPH 6pemeHHH XeHH. [IpoyupaHus

NPY KMBOTHH Ca MOKa3aaH PenpoIyKTHBHE TOKCHIHOCT (Bk. Touka 5.3). CpuiecTByBa NOTCHUHATICH PHCK
IpH XOpa.

JIuuezonun He TpaOBa Aa ce npueMa no BpeME Ha 6peMEHHOCT, OCBEH aKO H3PHYHO HE Ce Hallara, T.€.
caMO KOraToO Bb3MOXKHATA MON3a HaJBHILABA TCOPCTUIHNA PHCK.

KnpMeHe
JaHHM NpU XKMBOTHY AABAT OCHOBAHHE fa ce CMATA, Ye JIMHE30JINIA H HETOBUTE MeTabonuTH MOrart aa

NpeMHHABaT B MaiuHHOTO MIISKO H CHOTBETHO KbPMEHETO criensa ga 6be CIpsAHO Npead K N0 BpEME Ha
mpueMa.

DepTUANTET
[Tpy NpOYUBAHHUS Y )KHBOTHH JIHHE30IMA PHHHABA pe/ly KIlHA Ha PeprHanTeTa (BXK. TOYKA 5.3).
He e M3BECTHO, AaJH TE3H JaHHH CE OTHACAT 32 (ePTIIHTETA NIPH XOPa,

4.7 Edexrn BLpXy COOCOOHOCTTA 32 modupane H pabora ¢ MAIIHEH

[ManmenTure TpAGBa [a ca NPEmyTpeneHH 3a MOTCHUHAIHHAA PUCK OT BHEHE Ha CBAT WIH NOABA Ha
CHMITTOMH Ha 3PUTENHO HapylleHue (BX. TOYKH 4.4 v 4.8), 1OKATO NMpUEMAT MTUHE30/THA 1 CJIENBA [1a
6BaT NOCHBETBAHM Ja HE LIOQUpAT U 1a HE paGoTAT ¢ MaUIMHH, aKO CE NOABH HAKOM OT ONTHCAHHTE
CHMIITOMH.

4.8 Hexenanu JeKapCTBeHH PEAKIHH

Ha Ta6nMnaTa mo-aoy ca H3GpoeHH HeXKeNaH!U JIEKapCTBCHH PeaKiuy, ¢ 9ecToTa BBH3 OCHOBA Ha BCHYKH
JaHHY OT KNWHHYHH NpOy4BaHHs, C BKIIIOUCHU NMOBEUE OT 2 000 BB3paCTHH MALMEHTH, KOHTO Ca
MOMY4YHIH NPEeNOPbUHTENHHTE JO3H RHE30K], 32 NEPHOL IO 28 AHU.

Haji-uecTuTe OOKJIAABAHU PeaKUUHK ca Ouny auapus (8,4%), rnasoGonue (6,5%), rancHe (6,3%)u
nosprsilane (4,0%).

Haii-yecTo cHoBIABAHMTE HEXKEJIAHH Peakliii, CBbpP3aHH C TIPEKBCBAHE Ha JIEHEHHCTO ca O
rnaBoGoIRe, AUapHs, rafieHe | nospeliane. OKosio 3% OT NALHEHTHTE Ca NPEKBHCHAIH JICUCHHETO NOpaiH
[TOSBA HA HEXEAaHH pPeaKLUH, CBbP3aHH ¢ JIEKapCTBOTO.

HexenaHu peakuuy OT MOCTMAPKETHHIOBHsA OITHT Ca BIUTIOUEHH NOMLIHHTEHO B TabIKIaTa B
kareropuara ,,C HEH3BECTHA yecTOTa®, Thil KaTO JAEHCTBUTEIHATA YECTOTA HE MOXKE 1A CC Onpeacu oT
HaJTMYHHUTE JaHHH.




CreqHuTe HexeNaHH peakUHy 110 BpeMe Ha JieueHUe ¢ TMHE30MHA ca HabmoaaBaHK ChC CEAHATA
yecToTa: MHOro 4yectu (>1/10); yectr (>1/100 po <1/10); Heuectn (=1/1 000 mo <1/100); penxu
(>1/10 000 mo <1/1 000); mHoTrO peaxu (<1/10 000); c HeM3BeCTHA YecTOTA (HECTOTATA HE MOXKE J1a C€
OTIpeIeIH OT HATHYHHTE JaHHHN).

Cucremo- YecTn HeuecT Peaxn MHuoro C Hen3BecTHA
oprases Kjaac |[(21/100 no |(=1/1,000 no (=1/10,000 oo pPeAKH 1ecToTa
<1/10) <1/100) <1/1,000) (<1/10,000) | (wecTOoTaTa HE
MOJKe Aa ce
Ompeae/H oT
HAJTHYIHHTE
AABAH)
Hadexun u Kannuaosa, | Baruuur AHTHOHOTHYHO-
nHpeCcTANHH OpaJjiHa MpeAM3BUKaH
KaHIHA03a, KOJHT, BKJL
BarkHa Ha ncespaoMeMOpaHo
KaHauao3a, 3eH KOJIHT *
rsOHYHH
HHpEKUMH
Hapymiennsi na | Avemus*! | neBkomeHus™, NAHLIMTONEHUS* Mueocynpecus*
KPbBOHOCHATA HEYTPOTICHHH, cuzepobnacTHa
CHCTEMA H TpoMbouuTONE- aHeMus™*
aaMpara HUA™,
ganﬂncbmuﬂ
Hapymenns Ha anadunaxkcHs
NMYHHATA
CHCTEMA
HapymeHns Ha XAANOHATpHEMUA JlaKTaTHa
mMeTab0IA3MA H auuao3a*
XpaHeHeTo
IlcuxHYHH Oe3ChHHE
HAPYUIEHHAS
Hapymenns Ha |riasobonue, | repuyose®, CEpPOTOHHHOB
HEepBHATA NPOMAHA HA | XMIOECTE3MA, CHHIApOM* ¥,
CHCTEMA BKyCa MapecTe3us nepudepHa
(MéTaNIeH HeBponarusa*
BKYC),
3aMaiiBaHe
Hapywmeans Ha 3aMBIJICHO HAPYLICHHUS B OYHAa
OUNTe 3peHue™ 3PUTEITHOTO HeBponaTus*,
nose* O4YeH HeBpHT?,
3aryba Ha
3peHUe*,




CHcTeMo- YecTn HeuecTH Peaku Muoro C Hen3BecTHA
opraHen wiac |(=1/100 no |(21/1,000 no (=1/10,000 no PeAKH JeCcTOTA
<1/10) <1/100) <1/1,000) (<1/10,000) |(aecToTaTa He
MOMKe 1A ce
onpesean OT
HAJRYHATE
JARHHA)

P st 4~ T - $ —— .
3pUTEHATA
ocTpoTa*,
[MPOMEHH B
LBETHOTO 3peHue*

HapymeHHAS HA TUHHUTYC
YXOTO H
nabupuHTAa
+ i
HapymeHnus HA apUTMMHI
ChpLUETO (TaXHKapaus)
CraoBn XMNEPTOHHUS | IPEXOAHH
HApYUIeHHSA MCXEMHYHHU
aTaxH, ¢pnedur,
TpoMOoneOUT
Cromamgso- OUapHi, [aHKpeaTuT, MOBBPXHOCTHO
YypeBHH rajcHe, raCTpuT, obe3useTaBaHe
HApYIIEHAS MMOBPBIIAHE, | TOAYBaHEe HA Ha 3B0HuTe
JIOKAJTH3Hpa | CTOMAaXxa, CyXoTa {
Ha WIH B yCTaTa, MIOCHT,
obLua pEeOKH
KOpeMHa M3NPaXKHECHHA,
foinka, CTOMATHT,
3amnek, o0e3LBeTIBaHE
NUCNENCHA | WM HapylleHHe
Ha €3HKA
XenaToGuaHap |[MPOMEHU B | NOBHLIEH O0LL
HH HApYIMEHHA |TecToBeTe | OWIHpYOHH
3a
yepHOOPOOH
a QYHKLMS,
MOBHILICHU
AJIAT,
ACAT unu
JTKaJTHA
docdaraza
! L -
Hapymenus Ha |NPYPHTYC, |yPTHKapHd, 6y103HH
KOXKATA U obpus JAEPMAaTHT, HapYIIECHHUS,
nuagopesa noaoOHH Ha




Cacremo- YectH Heuvectn Peaxn Mnuoro C Hen3BeCTHA
oprases kaac |(=1/100 po | (=1/1,000 no (=1/10,000 xo peaKH q€CTOTA
<1/10) <1/100) <1/1,000) (<1/10,000) | (wecToTaTa He
MOKeE Aa Ce
onpenesH oT
HATAIRHTE
AAHHH)
MOAKOKHATA CHHAPOM Ha
ThKaH Stevens-Johnson u
TOKCHYHA
enmacpManHa
| Hekposu3a,
aHTHOEIEM,
ayoneLms
Hapymenus Ha |nopuiieHn | ObOpeuHa
Ob0penure H CTOMHOCTH | HEOOCTATBYHOCT,
NHKOYHHTE Ha ypes B [IOBMIUEH
NbhTHIMA KpBBTA KpeaTHHHH,
MOJIAY PHS
Hapymenns HA By/BOBAarHHAJTHH
pPenpPOAYKTHBH HapyLICHHS
ATA CHCTEMA H
rbLPAHTE
Obmn Bucoka TPBIIKH, YMOPA,
HApYIICHHA B |TeMnepaTy- |0o/ka Ha MACTOTO
epexTH HA pa, Ha HH)KeKTHUpaHe,
MACTOTO HA JTOKANIH3KpPA | OBHILISHA XaXAa
npaiaoxkenne | Ha Oonka
Hicuegsanasa | XUMHYHU | XMMHYHU
MOKA3ATENH | NOKa3aTeNH
[Tosuinenu |IloBuiueHH
JAX, HATPUH UK
KpeaTHHHH- | KAJILHH.
KHHA34, [TonmwxkeHa
JIAIAa3a, raoxo3a (¢cien
aMmwiasa XpaHeHe).
HITH [1oBHILLIEHH HITH
roKo03a HaMaaeH!
(cnen XJIOPHAHU.
XpaHeHe);
MOHIKECHU
ob
OeNThHK,
anbOyMHH,
HaTpUH WIH




L 2

CucremMo-
OpraHeH Kjaac

YecTH
(=1/100 no
<1/10)

HeuecTH
(=1/1,000 ao
<1/100)

Peaxku
(=1/10,000 no
<1/1,000)

Mmnuoro
peakH
(<1/10,000)

C HeH3BecTHA
9eCTOTA
(yecToTaTa HE
MOXKe A ce
ONPERESTH OT
HATHIHATE
AAHHRA)

KaJILUH;
NOBHLICHHU
W
MOHUKEHHN
KaJqu# HIH
OukapboHa-
TH.

X.eMaToJor
UYHH
IOKa3aTenu
[ToBHIIEH
OpoH
HEYTpO(HI
H WIH
€03UHOPHIT
H. [ToHwKkeH
XeMOrnoOuH

b

XeMaTOKPUT
win Gpoi
Ha
YEPBEHUTE
KpBBHH
KJIETKH.
IloBH1lIEH

HJTH
ITOHHAMKCH

Opon
TpoMOOLHT
M WK Genu
KPBBHH
KJIETKH.

XeMaTOJIOrH4YHH

NIOKA3aTENnHU

[Toeuren 6poi
PETUKYJIOLIHTH,
MOHIKEH OpoH

HEYTPODHIIH.

* Buwxre Touka 4.4.
** Brokre Touku 4.3 U 4.5
T Bwxre no-gony

CrieqHUTE HEeXENaHH PeaKLMi KbM JIHHE3O0IU] ca 0TOe13aHH KaTO CEPHO3HH B CAMHHYHH CITydau:
nokanu3upaHa abaoMuHanHa 60iKa, MPeXOHH HCXEMHYHH aTaKH H XUITEPTORHA.




+B KOHTpOJUPAHU KIHHUYHH NPOY'4BaHHA, B KOUTO JIMHE30/MA € Npuaarad 10 28 aHH, 2,0% ot
[aiMeHTHTE ca ChoO LMK 3a anemus. T1pu ynoTpeba B 61aroTBOPUTEARH MPOrpaMH T1pH TIALIMEHTH C
JKHBOTO3aCTPAIlABALM HHPEKLMH U NOIeKALIH CHITBTCTBALLH 3a00/IBaHK, IPOLICHTHT NALMEHTH,
KOMTO Ca Pa3BIJIH aHEMHA, IOKATO ca ToTy4aBaiv MHe3oNKa 3a <28 KHH e 6un 2,5% (33/1326) B
CpPaBHEHHME ¢ 12,3% (53/430), xoraro ca jieKyBaHH >28 1HM. CHOTHOLIEHHETO HA CTy1anTe, ¢HOOIMABALIH
IeKapCTBEHO3aBUCHMA TEXKKA aHEMHA H HIUCKBALLH KpBBONpenneaHe, € 6o 9% (3/33) npH NatlMeHTH

nexysany <28 nHu M 15% (8/53) npH Te3H, JICKyBaHH >28 OHH.

[leqpaTpyyHa HOMyna

JanuuTe 3a 6€30NaCHOCT OT KIKHHYHATS Mpoy4BaHH, BKIIFOYBALIH NoBe4e OT 500 nequaTpU4IHH
nanMeHTy (0T HOBOPOASHH A0 | 7-rooviiiHH) HE MTOKa3BaT pa3jHKU B npoduna Ha 6€30NacHOCT Ha
TMHE30/MA NPH NEAUAaTPHYHH NMAHCHTH Y TIPH BBE3pACTHH.

Cuobmapade Ha Moao3Mpady HeKenaHd peaKiiiy

CboGLIABAHETO Ha MOJO3HPAHH HEXEAHHU Peaxiuy Clel pa3pellaBac 3a ynorpe6a Ha JIeKapCTBEHHA
NPONYKT € BakHO. TOBA MO3BOJIABA A4 NPOIIB/LKH HA6TI0IeHNETO Ha CHOTHOILIEHUETO MOJI38/PHCK 34
nekapcTBeHus NpoxyKT. OT MEHUMHCKHTE CICLIMATHCTH CC W3ACKBa Aa choOlIaBaT BCAKA MOA03HpaHa
HeKeaHa peakuns 4ypes

VameiHHTENHA areHiys no JekapcTsara yi. ,,JlamaH ['pyes” Ne 8

1303 Codus

Ten.: +35 928903417

yebcaitt: www.bda.bg

4.9 Ilpenosmpane
He e u3BecTeH cnenupuUeH aHTHAOT.

He ca oTOe/193BaHH CTyYaH Ha rpefo3npane. BuIpeku ToBa, uHGOPMALMATA TIO-J0Ty MOXKE J1a C& OKAKE
NOJIE3HA.

[penopbuBa ce MOAIbPIKAILO NICUeHHe, CNHOBPEMCHHO ¢ MOXbPIKAHE HA TIIOMepY/THAa QUITPaLHA.
Tpubnmsuresnno 30% OT J03aTa THHE30MHA Ce OTCTpaHABa 33 3 Haca XeMOJAHANHN3a, HO HAMA JaHHH 34
OTCTpaHABAaHE Ha JIMHE30/IM/ Ype3 NepHTOHealHa Auaiisa Wik xemonepdysus. [isara OCHOBHH
MeTaboNHTH Ha JIMHE3O0IHM ChLIO C& OTCTPAHABAT J0 M3BECTHA CTEMECH 4pes XeMOoaHanu3a.

CHMIITOMH Ha TOKCHYHOCT MPH [UTBXOBE CJIE/ NPUiaraHe Ha J03H1 IMHE30/MHA ot 3000 mg/kg/nHeBHO ca

HaMaTEHa AKTHBHOCT ¥IM aTaKCHd, JOKATO fpY Ky4eTa, TPETHPaHH C no3a 2000 mg/kg/nHeBHO ce
HaGnroaaBaT MOBpPbIlaHe U TPEMOD.

5. @®APMAKOJIOTHYHHM CBOMCTBA

5.1 ®apMaKoxHHAMHAYHEHA CBOHCTBA

dapmakoTepaneBTHYHA rpyna: Ipyry anTubaxTepuanam cpeacrsa. ATC xon: J 01 X X 08
Obwiu ceoucmsa

TTviHe30 1A € CHHTETHYEH AHTHOAKTEPHAIEH areHT, KOHTO NPHHALICKH KbM HOE KJ1aC aHTHMHKpPOOHH
cpeAcTBa — okcasonuauHoHM, Tol uMa in vitro akTMBHOCT cripaMo aepolxu 1'paM-TIOJIOKHTETHH




HakTepuH H aHaepoOHH MUKPOOPraHH3MH. TIMHe30MHA CeIEKTHBHO HHXMOUpa DaxTepuaiHUA POTEHHOB
CHHTE3 Ype3 YHUKAIEH MEXaHHU3BM Ha ICHCTBHE. Toii ce CBBP3Ba cneLUPHUHO ¢ MACTO B OaKTepHantara
pubosoMa (23S Ha 505 cyOeqMHMLATA) H BB3MPENATCTRA obpasysaHero Ha 70S HHHLMATOPEH KOMILICKC,
KOMTO € OCHOBEH KOMITOHEHT B Mpoileca Ha TPaHCJIALHA.

In vitro noctarTu6HOTHUHHAT edekT (ITAE) Ha TUHE30MIHA 32 Staphylococcus aureus € TPHONH3HTEIHO
2 yaca. [Ipy M3MepBaHe B JKHBOTUHCKH MOJIENH, in vivo [1IAE e 6un cvotBeTHO 3,6 11 3,9 uaca 3a
Staphylococcus aureus W Streptococcus pneumoniae. [Tpy Npoy4BaHHs ¢ XHBOTHH KIIOHOBUAT
(apMaKoAMHaAMHYEH NTapaMeThbp 3a eduKacHOCT e GWIT BpeMeTO, 33 KOETO ILUTa3MeHOTO HUBO Ha

TMHE30MIA HAaABHUILIABA MHHUMATHATa HHXHOUpalla KOHLEHTpallnA (MUK) 3a uHpeKUHO3IHHSA NATOrEH.

Tpanuunu cmounocmu

I"'paHVYHHTE CTOHHOCTH 38 MUHHMaIHAaTa unxubupama koHueHTpauus (MHK), yrsbpAeHH OT
EBponeiickis KOMHTET 3a TECTBAHE HA anTuMukxpobuansara (EUCAST) 32 craQuioKOKH H CHTEPOKOKH
ca yyBCTBMTENHH <4 mg/L 1 pe3HCTEHTHH >4 mg/L. 3a CTPENTOKOKY (BKIFOUHTEIHO S. pneumoniae)

rpaHH4HMTE CTOMHOCTH c2 <2 m g/L u pesrcteHTHH >4 mg/L.

He-BHIOBO CBHP3aHMTE MPaHUYHH CTOMHOCTH 34 (MHK) ca uyBcTBUTEIHH <2 mg/L. 1 pe3UCTCHTHH

> 4 mg/L. He-BnaoBO CBLP3aHHTE IPAHHUHH CTOIHOCTH Ca OfpeAe/iaHH IVIABHO Ha OCHOBATA HA JAHHUTC
PK/PD u ca HezaBHcHMMH OT pasnpeaenennero Ha MUK Ha cneuubHunnTe BUAOBE. Te ca 3a ynotpeba
caMo IPH OpraHU3MH, 33 KOUTO HE Ca NA[ICHH crieuududHYU rpaHHYHH CTOWHOCTH H HE Ca MOAXONALIH 34
BUIIOBETE, KBIETO HE C€ NMPenopbUBa TECTBAHE 38 HyBCTBHUTEIHOCT.

Hyscmeumennocm

YecToTaTa Ha PE3NCTEHTHOCT MOJKE /12 BapHpa B pa3JIHiHH reorpadcky pailoOHH H BB BPEMETO 32
OTIETHHTE LLaMOBE U € JKENATesHO Aa Ce B3eMaT NPEABUN TOKATHH NaHHH 34 PE3HCTEHTHOCT, OCOOEHO
[pH NieueHHe Ha TeXKKH HHGEKIHMH. AKO e Heo6XoaKUMO Tps0Ba 1a ce NOThPCH €KCNEPTEH CHBET, KOTAToO
foKaHaTa peobiaaBailia pe3UCTEHTHOCT € TaKaBa, ¢ nojsara o1 IEKAPCTBOTO TIOHE 32 HAKOW THIIOBE
WH(EKLU € 101 BBIIPOC.

Kareropuns

YyBCTBUTEIHH OPTaHU3MH
['pamM-NoA0KHTETHH aepodn:

Enterococcus faecalis
Enterococcus faecium™
Staphylococcus aureus™
Koarynasa-HeraTiBHH CTapHIOKOKH
Streptococcus agalactiae™
Streptococcus pneumoniae™
Streptococcus pyogenes*®

Group C CTpenTOKOKH

Group G cTpernroKOKH
['paM-NO0N0KHTEIHA AHAEPOOH:
Clostridium perfringens
Peptostreptococcus anaerobius
Peptostreptococcus species

Pe3uCTeHTHH OpraHu3MH




Haemophilus influenzae
Moraxella catarrhalis
Neisseria species
Enterobacteriaceae
Pseudomonas species

*KnuHuvHAaT2 eHKACHOCT € AEMOHCTPHPaHa 3a YYBCTBUTENTHM M30JIaTH NPH Of00peHH KIHHAYHH
H3ITHTBAHHA.

BbapekH 4e THHE30MH TOKa3Ba U3BECTHA in Vilro akTUBHOCT Cpelly Legionella, Chlamydia pneumoniae
u Mycoplasma pneumoniae, HaMa NOCTAaTBYHO JaHHH, 32 [ C€ IOKDKE KIMHUYHA e(PUKACHOCT.

Pezucmenmnocm

KpbcTocaHa pe3sHCTEHTHOCT

MexXaHH3MBT Ha JeHCTBUE Ha JIMHE30/U]] Ce pa3ivyaBa OT TO3M Ha JAPYTHTE KIacoBe aHTHOMOTHIM. In
Vitro NIPOYYBAHHATA C KIMHUYHH H30/1aTH (BKJI. METHLIUIIHH-PE3UCTEHTHH CTAQHIIOKOKH, BAHKOMHLIMH-
PE3UCTEHTHH EHTEPOKOKM H MEHHLUWIHH- H ePUTPOMHLIMH-PE3UCTCHTHH CTPENITOKOKH ) NOKA3BaT, e
NTMHE30AHA OOUMKHOBEHO € aKTHBEH Cpellly OPraHU3MH, KOUTO Ca PE3UCTEHTHH KbM €4MH HWIH MTOBEYE OT
ApyruTe KiacoBe aHTHMHKPOOHH cpencrsa.

Pe3sHCTEHTHOCTTA KBM JIMHE30/IHA € CBhp3aHa ¢ Toukoea MyTauus B 23S pPHK.

KaKTO € OMMCAHO M ¢ APYTHM AHTHOHOTHILIM, H3TIO/I3BaHH NIPH NMALMEHTH, IPH KOWTO TPYAHO WK 33
NPOAL/DKHTEITHO BPEME e JIEKyBaT, ce Hab/IioAaBa pA3KOo CnajaHe Ha UyBCTBUTEIHOCTTA KbM JIMHEIOMHA.
Pe3HCTEHTHOCT KbM JIMHE3ONIM € choOlLaBaHa NPU eHTePOKOKH, Staphylococcus aureus ¥ KoaryJiasa-
HeraTMBHK CTadWIOKOKH. TakuBa c€ CBEP3BaT OCHOBHO C NPOABSDKHTENECH KYpC Ha JIEUCHHE U
TIPHCHCTBUE Ha POTE3HH MMIUIAHTH WIH HeApeHHupaHu abcuecu. Koraro B 60yHMIA C¢ yCTAHOBAT
MHKPOOPraHH3MH, PE3HCTEHTHH Ha aHTUOHOTHIM, € BaXKHO A2 ce HabJIerHe Ha NOAMTHKA Ha KOHTPO!T Ha

HHpEKLHATA.

Hudhopmayusa om KIuHuUHU USRUMBAHUA
[Tpoy4Banus NpH neAHaTPHYHA NOMYJIALHA!

B oropeHo npoyuBaHe eduxacHocTra Ha TuHe3onua (10 mg/kg q8h) e cpaBHeHa ¢ BAHKOMHLUHH (10

- 15 mg/kg g6 - 24h) npu NeyeHne Ha HHPEKLMH, IBJDKALLHK CC Ha [TI0J03MPaHH WIH AOKa3aHH ['pam-
MOJIOKUTENHH NaTOreH! (BKJTIOUHTETHO HO30KOMHATHA MHEBMOHHS, YCII0XHCHH KOXXHH H KOXKHO-
CTPYKTYpPHH HHEKLMH, CBBbP3aHa ¢ KareThp GakTepreMus, bakTepuemus ¢ HEH3BECTEH IPOH3XON H
0pyrH MHOEKUMH), IIPH Jeua Ha Bb3pacT OT HOBOpoAeHH A0 ! 1 roanuu. CTENEHHTE Ha KIHHUYHO
W3jleKyBaHe npH HabmonasaHKTe nomysauyy ca 6unu 89,3% (134/150) n 84,5% (60/71) cHOTBETHO 32
NUHE3ONUA ¥ BaakoMHLIMH (95%Cl:; -4,9; 14,6).

5.2 PapMaAKOKHHETHYHH CBoHCTBA

Jlunesonua [Nondapma chABPAKA IMABHO (S)-THHE30IH], KOHTO € GHONOrHYHO aKTHBEH U MeTabou3Kpa
10 HEaKTHBHH JAEPHBATH.

Abcopbyus
JInneszonua ce pesopbupa 6bp30 M HAITBLIIHO Cej] epopaieH npueM. MakcuManHaTa rasmMeHa
KOHLUEHTPALHMA ce AOCTHra 0 2 4aca cnell npuema. AGCOMoTHaTa nepopata OHOHANMYHOCT Ha




THHE30MHA (CNIEM NEPOPATHO WIH HHTPABEHO3HO MPHII0KEHHE NMPH KPHCTOCAHO Iipoy4YBaHe) € IbJIHA
(npubimsuTenno 100%). AGcopbuuara He ce BIUAC UyBCTBUTEHO OT NPHEM Ha XpaHa H abcopOumsiTa Ha
MepopaTHATA CYCIEH3Hs € CXO/IHA HA Ta3n Ha (pUIMHpaHKTE TabneTxy.

TnasmeHuTe Coax B Cnin HA THHE30MUA (cpeaHa U [SD]) npH paBHOBECHO CHCTOAHKUE C/I€A HHTPABCHOIHO
npunarase Ha 600 mg ABa IBTH AHEBHO ca OTIPEAe/IEHH ChOTBETHO Ha 15,1 [2,5] mg/l u 3,68 [2,68] mg/l.

B apyro usciaexBaHe Ciiea NepopasieH NpHeM Ha 600 mg ABa MbTH AHEBHO OO PABHOBECHO CBCTOAHHE Crax
# Cuin Ca OTIpE/i€NEHH CHOTBETHO Ha 21,2 [5,8] mg/1 1 6,15 [2,94] mg/l. PaBHOBECHOTO CBHCTOAHHE €
NOCTMIHATO A0 BTOPHA JeH Ha JO3UPaHeTo.

Paznpedenenue

OGeMBT Ha pasmpe/ieIcHHe IPH PABHOBECHO ChCTOSHUE JOCTHI CPEAHO [0 OKOJIO 40-50 nurpa npH
3paBH BH3PACTHH MHAUBHIM ¥ ce ipubvkasa 10 obema Ha 0OIIOTO BOAHO ChABpXKaHHE HA OpraHu3Ma,
CBBP3BAHETO C MIA3MEHHTE NPOTEHHH € OKOJIO 31% 4 He 32BUCH OT KOHUCHTpALMATA.

Criex MHOFOKPAaTeH IIPHEM HA JIHHE30JTHJL, KOHLEHTPALMUTE Ca ONPEeENiHH B pa3InIHH TCHHOCTH, B3ETH
OT orpas{ueH 6poif ML, PH NMPOYYBAHHA C no6posoniy. CbOTHOLICHHETO Ha JIMHE30/IHA B C/IIOHKATA H
B MOTTa COPAMO IU1a3MaTa € CHOTBETHO 1,2:1,0 11 0,55:1,0. CrOTHOLUEHHETO 3a NOKPHBAILIATA ENIUTENA
TEYHOCT M aBeCNIapHHTE KIETKH B 6euTe ApodOBe € ChOTBETHO 4,5:1,0 u 0,15:1,0, uamepeHo npu Cmax
B PaBHOBECHO CHCTOAHME. B Manko npoyusaHe NpH NAUHEHTH C BEHTPHKYNO-NEPUTOHEATHH IIbHTOBE U
OCHOBHO HEBB3MATeHH MEHHHIH, CHOTHOLICHHETO HA JIMHE30JIM/1 B rPphOHaYHO-MO3bYHATA TEHHOCT
cnpamo nasmata npu Crax € 0,7:1,0 cnext MHOrOKpaTeH NpHEM Ha JIMHE3ONHA.

Buompancgopmayus

JIuHesonua ce MeTaboNH3Upa OCHOBHO Ype3 OKHCIABaHE Ha MOP(OJIMHOBHA NPBCTEH, KOCTO BOAH IIABHO
Ao ofpasyBaHe Ha ABA HEAKTHBHY NEpHBATa HA kapOOKCHIIOBATA KHCENHHA C OTBOPEH MPBCTEH -
aMHMHOETOKCHaLeTHw10B0 kucenuHeH meTaGout (PNU-142300) ¥ XMAPOKCHETHIITHLIHHOB meTabonur
(PNU-142586). XuapOKCHETHITIHLMHOBHAT meTtabonut (PNU-142586) e npeobnanasaiuvsaT MeTabOIHT
ITPH HOBEKA U ce MpHeMa, 4 ce 00pa3ysa Ype3 HECH3IMMEH NPOLIEC. AMHHOETOKCHALICTIIOBO
kicenuuuuaT Metaboaut (PNU-142300) € B o-Mako KOJHYECTBO. KiMa OnMCaHK ¥ APYTH MATIKH,
HEAKTHBHH METAOOIUTH.

Enumunupane

[Tpu nauxedTH ¢ HopmasHa 6p0peuHa QyHKUNA HIH JIeKa 10 YMEpeHa OLOpeuHa HEAOCTATBYHOCT,
NIMHE3OJIHMA C€ eKCKPEeTHpa CNaBHO MPH YCIOBHS HA PABHOBECHO CHCTOAHHE UpE3 ypUHATA KATO PNU-
142586 (40%), HenpomeHeHO nekapcTBo (30%) u PNU-142300 (10%). ®akTH4YECKHN HE C€ OTKpHBA
HEMPOMEHEH JIMHE30JTHI B H3MPKHEHHUATA, IOKATO OKONO 6% v 3% OT BCSIKA 103a c€ OTKpHUBaT
choTBeTHO KaTo PNU-142586 u PNU-142300. ETHMHHALKOHHUAT NOITY>XHBOT HA JIKHE3OTNA € OKOJIO 5-7
yaca.

He6E0pe HHST KIMPBHC Bb3/1M3a NPUOIU3HTEHO Ha 65% oT OOLLMS KIMPBHC Ha IHHe30nHA. Manka
cTENeH Ha HETMHEeHHOCT ce HabMionasa B KJIMPBHCA [MPH YBETHUEHHE Ha AO3WTE Ha NHHE30/MHA. Toga
M3LIIeKIA Ce ThDKH Ha MO-HUCHK ObOpeyueH H HeOBOpeyeH KIMPBHC MpH M0-BHCOKH KOHLICHTPAlHH Ha
nuHe30/M. BIpekH ToBa pa3inKaTa B KIMPbHCA € Malka M HE C¢ 0TpasiBa BbpXy BUAHMHA
eJIMMHHAIMOHEH TIOJTYXKHBOT.

Cneyuannu nonyaayuu




[laupeHTH ¢ 6p0peyHa HeAOCTATBYHOCT
Cnen eqHOKpaTHH 1034 OT 600 mg ¥ima 7-8 METH YBETHHEHHE B CKCTIOSHIIHATA Ha ABaTa Metabonnra

IHHE30MMA B IIa3Mara Npy namkeHTy ¢ 6x0petHa HEAOCTATEHHOCT (T.€. KPEATHHHHOB KIIHPBHC

< 30 ml/min). Bbopeku ToBa He ce HabuoaBa yBETHUCHHE Ha AUC Ha u3X0JHOTO IeKapcTBO. BBhIpexH
4e UMa M3BECTHO OTCTPaHABaHE Ha OCHOBHHTE METAOOIHMTH Ha IMHE30THA 1pes XeMOIHaNIN34,
a3MeHMTE HHBA Ha MeTaBonuTUTe Cnea eAHOKpaTHa 103a oT 600 mg 0CTaBaT 3HAYUTEAHO MO-BACOKH
crlell AManu3a, B CpaBHEHHe ¢ Te3H, Hab/oaBaHH NPy MALMEHTH C HOpMajika 6b0peuHa QYHKIHA HITHA
nexa 1o yMepeHa 6x0peuHa HeAOCTaTbYHOCT.

Ipu 24 nauneHTH ¢ TExKa ObOpeHa HENOCTATBYHOCT, 21 OT KOMTO Ha pelOBHA XEMOAHAIN3a, THKOBUTE
[UIa3MeHH KOHLIEHTPALMH Ha IBATA [aBHH METaboMHTa C/Ie/L HEKONKOAHEBEH PHEM Ca OKOJIO 10 meTH
[10-BHCOKM OT Te3M, HaOMoaaBaHH NMpH NaUMeHTH ¢ HOpMaiHa 616peuna GYHKUMA WIH JIeKa A0 YMEPCHa
OpOpevHa HEIOCTATHYHOCT.

K THHMYHATA 3HAYMMOCT Ha TE3H HAO/IOIeHHs HE € YCTAHOBEHA, Thif KaTO MOHACTORILEM Ca HATTHLS CaMO
OrpaHMueHH JaHHH 32 6€30MacCHOCT (BXK. TOUKH 4.214.4).

[TaupeHTH ¢ YepHOAPOOHA HENOCTATHLYHOCT
OrpaHHYeHH AaHHH COYaT, Ye (PapMAKOKHHETHKATA HA JTUHE3OMHI, PNU-142300 u PNU-142586 He ce

TMPOMEHAT MPH MalLMEHTH C JIeKa 10 yMepeHa yepHOApOGHA HEOCTATBYHOCT (T.€. Child-Pugh knac A uin
B). ®apMaKoKHHETHKATa Ha JIMHE30JTMA MpH MalHeHTH C TEXKKA yepHOAPOOHa HEAOCTATBYHOCT (T.€.
Child-Pugh knac C) He e olieHABaHa. BENpekH TOBA HE CC 0YAKBA HAPYIIICHHATA B yepHOApOoOHATA
(QYHKUHA Ja MOBIUAAT 3HAUHTE/THO MeTaboIH3Ma Ha JIMHE30MH], Thil kaTo Tol ce MeTabonH3npa upes
HeeH3uMeH nipotlec (BX. ToukH 4.2 1 4.4).

[leauaTpyuna nomynauus (< 18 ronHHu)
HsmMa JOCTaTh4HO JaHHHM 3a 6e30nacHoCTTa H e)eKTHBHOCTTA Ha JIMHE3O/IHA NpH Actia 1 IOHOIIM

(< 18 ronMHH) U c1eI0BATENHO NMPIWIOKEHHCTO HA JTMHEIONHA B Ta34 BB3pacToBa rpyna He €
NperopBYHTEIHO (BXK. TOUKA 4.2). HeoGxoaumu ca ZOITBIHHUTEHY MPOyYBaHUs, 3a 1a C& yCTaHOBAT
npenopbkH 3a Oe3oracHa U edexTHBHA JO3UPOBKA. [1poyUBaHHATA BEPXY (apMaKOKHHETHKATA [10Ka3BaT,
ye cie eJHOKpaTeH H MHOMOKpAaTeH NpHeM IpH AeLa (1 cenMuua 10 12-roguinHy), KIHPBHCBT Ha
nHe3onu (Ha 6a3aTa Ha KHJIOrpaM TeJIECHO Tersao) € no-BHCOK NPpU NEAHATPHUHHTE MALHEHTH,
OTKOJIKOTO TIPK Bh3PaCTHH, HO HaMaNIABa C yBe/InYaBaHe Ha Bb3pacTia.

Tpu neua ot 1 ceqmuua a0 12 roXHHH NPHIAraHeTo Ha 10 mg/kg Bceku 8 yaca JHEBHO NMOKA3Ba
eKCIo3nLMs, Moao0Ha Ha Ta3H, KOATO Ce NMOCTHra C 600 mg aBa MbTH JAHEBHO NPH BL3PACTHH.

[Tpi HOBOPOJEHH Ha BB3PACcT 10 1 ceAMHUA, CHCTEMHUAT KIHPBHE Ha nuresornn (6azupaHo Ha kg
TeNIecHO TerNo) ce MosuILaBa 6bP30 Npe3 MbpBaTa CeMHLA OT XKNBOTA. 3aToBa KbpMaUeTa, MOTyYaBallH
10 mg/kg Bceky 8 uaca AHEBHO, Lie MMAT HaH-BUCOKa CHCTEMHA €KCMO3HIIHMA HA [ThPBHA JCH OT
paxxAaHeTo. Bbpeky ToBa He ce 0MaKpa MpekoMepHa KyMyJalud npH Ta3W CXeMAa Ha JO3UPaHe Mo BpeMe
Ha [TbPBATA CEAMHMLA OT )KMBOTA , ThbH KATO KIMPBHCHT CC MOBHLIABA GbP30 Mpe3 TO3K NEPHUOL.

[Tpy ronomn (12 xo 17 roauny), GapMakOKHHETHKATa Ha IHHE3OMHA © CXOIHA C Ta3H MMPH BH3PaCTHH MpPH
no3a 600 mg. 3aToBa joHOLIH, MprHemaiuy 600 mg Ha BCEkH 12 yaca JHEBHO, I HMAT ¢hLIATA
eKCTIOZHIMA, KATO Ta3y, HabiionapaHa NMPH BE3PACcTHH, MpUeMallly ChIllaTa 1034.

[py feMaTpUUHU MALMEHTH C BEHTPHKYIONECPUTOHCAICH IILHT, Ha KOHUTO € MpHIaraH JIMHE30/HA

10 mg/kg Ha 12 win 8 yaca, ce HaG/OAaBaT Pa3NUHA KOHLCHTPALMK Ha JIMHE30JIH]L B
nepebpocnHaHaTa TEYHOCT (CSF) kakTo clieAl eAHOKpAaTHa, TaKa U C/1el MHOrOKpaTHH 03H JTAHE30JIH .
TepaneBTHYHHUTE KOHUEHTPALWH HE C€ MOCTHUraT H IOAABPHKAT tpaitso B CSF. [lopaam TOBA, ynorpebara




Ha THHE3ONH 32 eMITMPHUUHO JICUCHHE HA NEeAWaTPHYHH NaLHCHTH nHdeKUrs Ha LIEHTPATHATA HEPBHO
CHCTEMa He ¢ MpenopbiBa.

[TanpeHT! B cTapyecKa Bh3pacT
dapMaKOKMHETHKATA HA IMHE30J1 He ce MPOMEHs 3HAYUTEITHO IIPH falMeHTH B cTap4yecka Bb3pacT Ha

65 roJiKHU H MOBEYE.

[TaupeHTH OT KEHCKH N0

YKeHHTE UMAT MAJIKO MO-Malbk 06eM Ha pasnpec/ieHe OT MbXETS U CPEAHUAT KIMPBHC CE HAMaNABa C
0Kk0J10 20% NpH KOpUrdpaHe CNpAMO TenecHaTa Macd. [T1a3MeHHUTE KOHLIEHTpALHY Ca NO-BHCOKH IIPH
sceHyTe 1 TOBA MOKE YACTHUHO Ja Ce OTAa/le Ha Pa3/IKuTe B TEJIECHOTO terno. Bee nak CpeaHUAT
IONYKMBOT Ha JINHE30JIU] HE ce pa3jiiiaba AHAYMTENIHO TIPH JKEHU M MBXE U He € OUaKBa ILTA3MCHHTC
KOHIEHTPALIMH TIPH JKEHATE 14 C€ TIOBMILIAT 3HAUMMO Hall TE3H C NI0Ka3aHa ITOHOCHMOCT H, C/ICIOBATC/IHO
He € HeoOXoAMMOo aJalITHpaHe Ha [03aTa.

5.3 IlpenxJHANYHH JAHHA 33 6e300aCHOCT

JluHe3oNua HaMansea GepTIWIMTETa U PENPONYKTHBHATA cIOCOBHOCT MPH MBXKKH [U1BXOBE NPH HYBA HA
eKCIIO3MILHA, MPHOIN3UTEHO PABHH Ha TE3H, O4aKBaHH MPH XOPa. [Tpu NOMOBO 3pejiH KHBOTHH TC3H
edrexty ca o6paTMu. BrIpekn ToBa NpH MJTaiH JKHUBOTHH, TPETHPAHH C JIAHE30IUA NPE3 MOYTH LC/THA
IepHOA Ha MOJI0OBO CH3PABAHE, TE3H edeKTH He ca H3UE3HANIH. Or6ena3any ca abnopMHa Mopdonorus Ha
CriepMAaTa B TECTHCHTE HA 3peNH MBXKH ILTHXOBE 1 XUTIEPILIA3Hs Ha ENHUTENHN KIETKH B HaJICOCMEHHHKA.
JIMHE30/1MA BEPOATHO IMOBJIMABA CH3PABAHETO HA CIEPMATO30MAKTE MPH NIBXOBETE. JTTobaBsHeETO Ha
TECTOCTEPOH He MOB/MABA MEINHPAHUTE OT JIMHE3OTHA edexTn Bupxy deprunurera. Ilpu Ky4era,
TpeTHpaHH B POJB/DKCHHE Ha €/1MH MECELL, HE © HaGnroJapaka XxunepTpogusa Ha HaACEMEHHNKa, BBNPCKH
ye MPOMEHHUTE B TEIJIOTO Ha NPOCTATATA, TECTUCHTE H HajceMeHHHKA ca OWIH BUAVIMH.

W3ceIBAHMATA 32 PENPOAYKTHBHA TOKCHYHOCT NPH MULIKH H ITHXOBC He jaBaT JOKAa3aTelCTRa 3a
TepaToreHeH e)eKT NPH HUBA HA EKCIO3HUMA CLOTBETHO 4 IMBTH NMO-BHCOKY WM PABHH HA TE3H, OUaKBaHH
npH xopa. ChiIMTE KOHLCHTPALKK Ha TMHE30MIUA ¢4 MoKa3aii TOKCHYHOCT BBPXY MaiikaTta nmpH MUIIKH H
ca CBBP3aHM C MOBHIIEHA eMOpHOHATHA CMBPTHOCT, BKJIIOUMTEIHO 3aryda Ha LIAN0TO NTOKOJICHHE,
HavangBaHe Ha TEJIECHATa Maca Ha IUI0[a H M30CTPAHE Ha HOpMaJlHaTa reHeTH4Ha NPEIUCIIO3HLIHA KEM
CTEePHAIHM MPOMEHH B MOKOJEHHETO Ha MUIIKHTE. [Ipn urbXxoBe ce 0TOen138a cnaba TOKCUYHOCT MMpH
MaifKaTa [PH EKCIO3ULIMH, NO-HKCKY OT O4aKBAHHTE KIMHIIHH Takupa. 3abensspa ce neka ¢eTanHa
TOKCHYHOCT, M3pa3eHa KaTo HaMaJIeHO Terio Ha TU0/1a, OHKIKCHA ocH(HKaLMA Ha rpbAHATA KOCT,
HaMaJieHa BEPOSTHOCT 32 Olle/IABaHe Ha MATKHTE H JIEKO 3aKBCHEHEC B cr3papaneto. [Ipu undToceane
CHLUMTE TE3W MAIKH NOKa3BaT 06paTHMO J0303aBHCHMO yBEINICHHC Ha NPeHMILTAHTALIMOHHHATA 3ary0a,
ohC CHOTBETHO HaMansiBaHe Ha Gepriunurera. Ipu 3afLM penyUHMpaHo TeJIECHO TErNo Ha deryca ce
[IOJTyYaBa CAMO TPH HATKMYHE HA TOKCUYHOCT 3a MaiikaTa (KNHHHYHH CHMITTOMH, ey IHpaHO TEJICCHO
TErNo, W3pa3Xo[4BaHe Ha XpaHa) NPH HHCKH HNBA HA excnozvuds 0,06 NbTH B CpaHEeHHE C OHaKBaHATA
eKCITO3HLIMA NPy Xopa, 0a3upaHo Ha AUC. M3BecTHO €, He TO3H BHUI € HYBCTBUTEICH KbM AHTHOMOTHLIM.

TTHHE30/MA 1 HETOBHTE METABOJIHTH C& EKCKPETHPAT B MIIAKOTO Ha KEPMCLLHK MTbXOBE ¥ HaOMONAaBAHHUTE
KOHLEHTPALMH ¢a MO-BUCOKH OT TE3H B MaHYHUHAaTa IUIa3Ma.

JIMHE30AMA NpeaM3BYKBa 00paTIMa MIEOCY IPECHA MPH ITBXOBC H Ky4eTa.

[Ipy ILTEXOBE, HA KOMTO € [IPHIAraH NEpOpanHoO MHE30NHA B NpOXBIDKEHHE Ha 6 Mecelia, e Habmo1aBaHa
HeoGpaTHMa MHHHMaJTHA JIO JIeKa aKCOHAIIHA IereHepailii Ha CXHATYCOBUS HEPB MPH 1032




80 mg/kg/IHEBHO; CHIIATA AKCOHAIHA JIereHepaLis ¢ HaGMo1aBaHa MMpH MBXK, NipHeMalll Ta3n 103a 1o
BpeMe Ha MEKAWHHA HEBPOCKOMHA Ha 1_us Mecell. 3a 1a ce IoNyyar AoKa3aTeNICTBa 32 ISrenepalui Ha
3pHTE/IHUS HEPB, € HATPaBCHa OLICHKA Ha nepdy3HOHHO-PUKCHPAHH THKAHM. Cren 6 Mecena
NPHIIOKEHHE, IPH 1BA OT 3 MBXKKH ILI6XA € Giia BUIHA MUHMMAIHA 10 yMepeHa JereHepanus Ha
3pUTENHYS HEPB , HO JUPEKTHATA BPB3KA C fexapcTBOTO € Ouna HeyOeauTelHa, [Iopaln OCTPHA XapaxKrep
HA HAXOIKATA ¥ HECHMETPUYIHOTO U pasipe/ieNCHue. HabnoaaBaHaTa JereHepaliys Ha 3pUTE/HIA HEPB ¢
6112 MUKPOCKOTICKM CPaBHMMA CbC CIOHTaHHATA flereHepanys Ha 3pUTEITHIA HEPB, choOlIaBaHa TIpH
BBH3PACTHU TUTHXOBE X MOXE J1a TIPEICTAB/IABA W30CTPSIHE HA M3MEHEHHME OT O0LIL XapakTep.

[peAKIHHUYHITE JaHHH, OasupaHH Ha OBLIONPYETHTE METONM 38 U3C/IeIBAHE HA TOKCHHHOCT TIpH
MHOTOKDATEH MpHeM ¥ FeHOTOKCHYHOCT, HE MOKa3Bat ocoGeH PHCK 32 XOPa, 0CBeH 3a IPyuTe, NoKasaHh
B Ipyrd Touky Ha Tazi KXI1. Maciensanui 32 KAHLIEPOreHHOCT/OHKOTEHHOCT Ha €2 NPOBE/IAHH, MOpalil
KpaTKKA MEpPHO/ Ha NO3WpaHe 1 UIIcaTa Ha FeHOTOKCHYHOCT HPH CTaHAAPTHUTE CCPHH M3CICBAHHA.

6. @OAPMANEBTHIHHU JAHHH

6.1 CoHCHK HA MNOMOUIHHTE BelIeCTBA

I'moko3a MOHOXHAPAT,

Hatpues LyTpaT AUXHUApaT (E331)

JIumoHeHa kMcesnHa, 6e3soana (E330)

X 10pOBOAOPOIHA KHCENHMHA (32 aAalTHPAHe Ha PH)
HarpureB XuApOKCH (32 aKanTHPate Ha PH)

Bopa 3a MHDKEKLIMHA

6.2 HecLBMeCTHMOCTH

He tpalea na ce BBBEXKAAT 0GaBKH KbM TO3HM pa3TBop. I1py He0OXOAUMOCT OT €AHOBPEMEHHO NpHuiaraHe
¢ IMHE30MHA BCAKO OT ChIIBTCTBALIUTE JICKApCTBA Tps6Ba na Gb/ie IPHIAraHo OTACTHO, B CHOTBCTCTBIC
chc COBCTBEHHTE My yKa3aHHA 3a ynorpeda. 110 ¢hlilis HA9HH, aKo ¢C Hajara U3NoJ3BaHeTo Ha obula
MHTPaBEHO3Ha CHCTEMA 32 MOCICA0BATC/IHH uH(dy3¥H Ha pa3IHYHY JIEKapCTBa, CHCTEMaTa TpsabBa 113 C€
npoMue MPEAN U CIeA BEBEXAAHETO HA JIHHE3OMHA CBC ChbBMECTUM MHODY3HOHEH pa3TBOD.

V3BecTHO €, Ye pasTBOpbT Ha JIuHE30aHA Tlondapma € GU3MUECKA HECHBMECTHM CBC CIICAHNTC BEIIECTBA.
amdoTepHLKH B, X10pNpoOMasiH XHUAPOXITOPHN, NA3CTIAM, NEHTAMHUIMH W3€TAUOHAT, EPUTPOMHLIHH
naxTobuoHaT, GEHHTOUB HATPHH H cynhaMeTOKCa30/ TPHMETOTIPHM. ChIo Taka TOH € XUMHYHO
HECHBMECTHM ¢ e TPHAKCOH HATPHUH.

6.3 Cpok Ha roaHocr

IIpenu oTBapsne: 30 mecena.

Crien OTBApAHE, XMMHYHATA ¥ (PH3HIHA cTaGUITHOCT 10 BpeMe Ha yrorpeba e NEMOHCTpHpaHa 3a 2 yaca
npu 25°C. Ot MukpoOronornyHa raeaHa To4Ka nponyKTHT TpAOBa A2 Oblie U3NON3BaH He320aBHO. AKO HE
ce JRNO38a BEIHAra, MPOXBDKHTETHOCTTA U YCIOBHATA HA CHXPaHCHHC Ha OTBOPEHMA IMPOJYKT Ca Ha
OTrOBOPHOCTTA Ha NOTPeOUTEA.




6.4 CnennajHH ycjO0BHA HA CbXPAHCHHE

T34 IeKAPCTBEH MPOLYKT HE H3HCKBA CrELMaiHH yCI0BUA Ha cpxpaHeHde. CbpxpaHsaBaHTe
HOJIHETIIEHOBMS CAK B KAPTOHEHATa KyTH4, 3a Jia ro npeanasure ot CBET/IUHA.

6.5 Buau chHALPXKAHHE HA ONNAKOBKATA

Tos3u siekapcTBeH TPOAYKT € ONAKOBaH B CAKOBE OT nonueTnel ¢ Hucka nastHocT ((LDPE) 3a
eZIHOKpaTHa yrnorpeba, opopMeHH ¢ ananTop THIL Insocap, cpaspatii 300 ml pa3reop (600 mg
JIUHE3OMHN).

Besika KyTvs ¢habpka | Wi 10 nonkeTineHoBU caka.

He BCHUKH BH/IOBE OTIAKOBKH Morat aa ObjaT ITyCHaTH B nponaxoa.
6.6 CrelnaJHH NPEANa3HA MEPKH NPH H3XBBPIAHE

Camo 3a eHOKpaTHa yrnoTpeba. IIposepeTe 32 MUKPOTEHOBE 1pe3 IPUTHCKAHE HA MOJIMETHNCHOBHA CaK.
AKo OT HEr0o MMa M3THYaHe, HE IO U3Moj3BaiTe, ThH KaTo CTCPHIIHOCTTA mMoxxe aa 6bae HapyllucHa.
PazrBoptbT TpaGBa fa Gbe BU3YaTHO MPOBEPEH MPEH yrioTpeba 1 1a ce H3MON3Ba CaMo OMCTBD pa3TBOP,
0e3 YaCTHIIH.

CJieq MpoBepka Ha 3ApaBUHATA W OTCTPaHABAHE Ha 3a[UTHOTO (POTHO, NOJHETHIICHOBHAT CaK TpaOBa Aa
ce CBbpIKE KbM CHCTEMATA MOCPEICTBOM ABYKAaHAIHA HIIA. He m3no/mspaiiTe TE3H CaKOBE 3a CEPHHHH
CBBP3BaHHA.

Besko HEM3NOI3BaHO KOJHUECTBO TPAOBa 1a C& H3XBBPIIH. Ta He ce CBBP3BAT YaCTHUHO H3MOI3BAHH
CakoBe.

Tuuesonua ondapMa pa3TBOp € CBBMECTHM CHC CJIEAHUTC pa3TBopy: 5% riok03a 3a HHTPABCHO3HA
undysns, 0,9 % HaTpPHUEB XJIOPHA 33 HHTPABCHO3HA uHby3Hs, NaKTaTeH Ringer pasTBOp 338 WHDKEKLNH.

Hsima crieitMaiHi M3UCKBAHUA 38 H3XBBPJIAHE.

Hensno 3BauusT JeKapcTBEH MPOTYKT WiH OTnanbueH MaTephal ot Hero TpAOBa Aa ce H3XBEBPJLAT B
CBOTBETCTBUE C MECTHHTE H3UCKBAHHA.
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Pharmaceutical Works POLPHARMA SA

19 Pelplinska Street
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