KPATKA XAPAKTEPHCTHKA HA IIPOJIYKTA |
PLVYARVE S ]

{.  HWME HA JEKAPCTBEHMSI IIPOAYKT b I NS L 05 -08- 2028

TIunesomuna [Mondapma 2 mg/ml nHpy3HOHEH pasTBOP
Linezolid Polpharma 2 mg/ml solution for infusion

3. KAYECTBEH 4 KOJIMYECTBEH CBHCTAB

Bceku ml oT HHGY3HOHHMSA pa3TBOP ChABPHKA 2 mg nunesonuz (linezolid).
300 ml oT UH(}Y3HOHHHUA Pa3TBOP CHABPIKAT 600 mg nuue3onun (linezolid).

[ToMOLLHH BELEeCTBA ¢ W3BECTHO NEHCTBUE! HATPHUH, IJIFOKO3a.

To3u nekapcTBeH MPOAYKT ChAbpiKa 0,38 mg/ml (0,113 g/n03a) HATPHUH.
To3H NeKapcTBEH NPOAYKT ChABbPXKA 45,67 mg/ml (13,702 g/no3a) rimokosa.
3a bJIHMSA CIHUCHK Ha MOMOLIHUTE BELIECTBA BHXKTE TOHKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Undpy3uoHEH pasTBOP.

W30TOHHYEH, OUCTBP, O€3LBETEH A0 XKDBJIT pasTBOP.
pH: 4,3 -5,3

ocmonanuteT: 280 — 340 mOsm/kg

4. KJIAHUYHU JAHHU
4.1 TepaneBTHYHH NOKA3ZAHHA

- HozoxoMuaHa MHEBMOHHMAL.
- TTHeBMOHHS, NpUAOOUTa B 00LLECTBOTO.

TIunesonun [Tondapma e nokas3aH Npy BB3PACTHH 3a JIEHCHHUC Hd MHeBMOHHMS, MpUAOOHTa B 00LIECTBOTO H
HO30KOMMAIHA MHEBMOHMS, KOTaTO € U3BECTHO WJIH Ce Nnpeanonara, ye ca MPUYMHEHH OT YyBCTBUTEIHH
["paM-TIOJIOKMTETHN OaKTEPHH. [Tpu onpezesHe, Aajii JIMHE30HA € MOAXOAALL 3a JIEYEHHETO, €
HeoBXOIMMO [1a ce B3eMaT MPEeABU/ pe3yNTaTHTE OT MUKPOGHOJIOTHYHHMTE TECTOBE HIIH JaHHUTE 32
npeBajMpalla pe3uCTeHTHOCT KbM aHTHOAKTEpUAIIHY areHTH U3MEXIY ['paM-MoNoXKUTEIHA OaKTEPUH.
(Bwkre TouKa 5.1 3a MOAXOAALINTE OpraHu3MH).

TIMHE30IUA HE € aKTHBEH cpelly HHOEeKIHH, MPHIHHCHH OT ['pam-OTpHLIATE/THH MATOreHH. AKO € J0Ka3aH
unu ce npeanonara ['paM-oTpHLIATEIEH MATOTCH, TpaOBa Jia ce 3anoyHe eTHOBPEMEHHO crieqdpuIHa
Tepanus cpelty I'pamM-oTpULIaTENHH NATOTCHHU.

- YeaoHeHH HHGEKLMH Ha KO)KaTa U MEKUTE ThKaHH (k. Touka 4.4)

TIunesonua Iondapma e nokasaH Npu Bb3pacTHH 3a JICHCHNE HA yCJI0’KHEHH MH(EKLUH Ha KOXKaTa U
MEeKHTE ThbKaHH CaMO KOraTro MUKpOOHOJIOTHYHHTE TECTOBE C4 YCTaHOBHJIH, Y€ HH(EKLHUATA € NPUIHHEHA

OT YyBCTBHUTE/IHA [ paM-ToJI0KHTE/THA OakTepHs. 5 ————
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TTMHE30MKA HE € AKTUBEH cpelly HHQeKIHH, IPUIAHEHH 0T I'paM-OTpHLIATETHH MATOTCHA. Hune3onua,
Tpa6Ba na ce U3MONI3Ba MPH [TAHEHTH € yC/I0KHEHH HH(MEKLWH Ha KOXATa B MCKHTC TbKaHH, MPUIHHEHH
OT U3BECTHM HITH EB3MOXHH CBHITBTCTBALIH ] paM-OTPHLIATETHH OPraHW3MH, CaMO aKO HAMa HATH4HH
ANTePHATMBHH TEPANIeBTUYHH BB3MOKHOCTH (Bxk. Touxa 4.4). llpx T€3n o6crosrencTaa TpaOBa Ja 3anovuHe
e JHOBPEMEHHO JIeUeHHE CPEIITY I'pam-OTpHLIATEIHUTE OPraHH3MH.

TleueHue ¢ NUHE30MHA TpAOBA Aa ce 3anoysa caMo B GonEMYHa 0OCTaHOBKA M CJIel KOHCYNTalHs Cho
CLOTBETEH CELMATIACT MO MUKPOOHONIOTHA WY MHPEKLHO3HH OONECTH.

TpsaGea na ce UMaT NpeaBHI o(hHLMATHHTE NPETIOPBKH 38 NOAXONAA ynorpeba Ha aHTHOaKTepHAIHY
cpeacTsa.

4.2 Jo3upoBKa H HAYHH HA NPHIACKCHHE

EDSHEOBKB.

JInHe30/HA Pa3TBOp 32 UHQy3Hs, GHIMHPAHH TaGIeTKH WIH fIepopalIHa CYCIIeH3HA MOraT Jia ¢
H3TONI3BAT 34 ITHPBOHAYANHO JieueHHe. []alMeHTH, KOUTO ¢4 3aMIOYHANIH JICUECHHE C NapeHTepantaTa
dbopma, Morar Jia IPEMHUHAT Ha MEpopalTHa dhopMa, KOTaTO TOBA € KIMHUIHO NOKA3AHO. B TakuBa ciIyqau
He e HeoGXOIMMO aaNTTHpaHe Ha JI03aTa, ThH KaTO JHHE3OMH HMA nepopajiHa OHOHATHYHOCT
npubmuzurenHo 100%.

Ipenopvuumenta 003UpoBKa U NPOOBANCUMENHOCT HA EUEHUemo npu Eb3pacmuy.
[poB/DKUTETHOCTTA Ha IEYEHHETO 3aBHCH OT naToreHa, MACTOTO Ha MHGEKLHS U TEKECTTA, KAKTO H OT
KJIMHMYHKA OTTOBOP Ha NallHEHTA.

Crie AHUTE NPETIOPEKH 32 MPOABLKHUTENTHOCT Ha JICHCHHETO CO Ga3upaT Ha TE3H, H3MOM3BAHH NMPU
KTHHWYHM H3NUTBaHHs. BepoATHO NpH HAKOM BHAOBC HHGEKIMH € MOXXOAAIL NO-KPaTBK PEXHM Ha
JleueHHe, HO He ¢ OK OLEHABAH MPH KINHUIHY UINHTBAHHA,

MakcHMATHATA NPOABDKHTEIHOCT Ha J€YEHHETO © 28 nuu. bezonacHOCTTa H e()eKTHBHOCTTA Ha
NIMHE30MHA, IPWIAraH 3a NepHOIH, O-ABJIIM OT 28 mHM, HE €A YCTAHOBEHH (BXK. TOUKA 4.4).

He ce npenophyBa yBeIHYaBaHe HA 03aTa WK MPOIB/DKMTETHOCTTA Ha JIEHEHHETO TIpH HHEKITHH,
CBBP3aHM CBC CHITHTCTBALLA OaxkrepHeMusL.

IpenopryWTEIHATA 2034 € CAHAKBA PH uHY3HOHHHA Pa3TBOD H TabneTkure/rpaHyIMTe 3a rnepopanna
CYCMEH3KA H € KAKTO CJICABA:

Uudexunn J{o3upOBKa [TpOAB/DKHTETHOCT Ha
1e4E€HHETO
HoszokoMuaHa IHEBMOHHA 600 mg apa MbTH 10-14 nocneaoBaTeHH JHH
IHEBHO _

[THeBMOHMSA, TPHAOOHTA B 600 mg aBa ITETH 10-14 nocnenoBaTEIHA THH
0O1ECTBOTO JTHEBHO

VenokHEHH HHPEKIHHA Ha KOXKaTa H 600 mg nBa MbTH 10-14 nocneAOBATENHHA XHH
MEKHTE ThKaHH JTHEBHO

IHeouampuyna nonyaayuA




Hsma DOCTATHYHO JaHHH 32 6e30macHOoCTTa 1 e(pUKACHOCTTa Ha JIHHC3OIRI npH Aela H IOHOLIH (<18
FONHMHH), 32 Aa ce Mpenopbua N03UpoBKa (Bok. TOYKH 5.1 §.2). Criei0BaTE/IHO, AOKATO HAMA HATHYHH
NOMBIHUTEHH AaHHH, yriorpebara Ha JIHHE30NMA B Ta3H BB3PAcTOBA Fpyna He Ce npenopb4ba.

Jlayuermu 6 cmapyecka 6b3pacim.
He ce Hanara ajantupaHe Ha [o3ata.

IHayuenmu ¢ medxcKa HpOpeuHa HeOOCMambYHOC (m.e. Clcr < 30 ml/min).

He ce Hanara afalrHpaHe Ha A03ata. TTopaay HEH3BECTHOTO KIHHUIHO jHaueHHEe Ha BHCOKATa
excriozuums (mo 10 IbTH) Ha JBaTa OCHOBHH MeTaGOIUTA Ha IMHE30/M/ NPH MAHeHTH ¢ Texxa OpOpedHa
HEJOCTATBYHOCT, JIMHE30IHA TpsGBa Aa ce mpriara Cbe crielMaTHO BHUMaHHe NpH Te3H NALUCHTH 1 caMo
TOrapa, KOraTo OUaKBaHATA NoJsa HaJBHIIABa TEOPECTHUHHA PHUCK.

Toii kaTo 0Kkon10 30% OT NpHIOKEHATA 1034 MHE30JH/A Ce OTCTpaHsBa 32 3 yaca npH XeMOAHAIN3a, MPH
naljMeHTH Ha JHann3a JTHHE30JIHA TpabBa Aa ce npunara Clea npouieaypara. OCHOBHWTE mMeTabONIMTH Ha
IHHE30/HJL C& OTCTpaHsBaT 0 H3BECTHA cTerneH upe3 XeMOAHIM3a. Borpeky TOBA, KOHLEHTPALMHITS Ha
Te3u MeTabOIIUTH CC 3ana3sar 3HAYWTENHO TTO-BUCOKH ClIE[ JHATH34, OTKOJIKOTO Te3H, HabmoaaBaH! INpH
naiMeHTH ¢ HopMaiHa 6s0peyHa hyHKLMS WITH JIEKa, 10 yMEpeHa GpOpeyuHa HEAOCTaTBUHOCT,

CieJOBATEITHO, JIMHE30IHU TpA6Ba Aa ce H3MON3Ba CBC cTIELHAHO BHAMAHUE TIPH NAlMEHTH C TexXKa
6B6peuHa HeIOCTATBYHOCT Ha AMalIH3a 1 caMO TOrapa, KOraTto oOYakpaHaTta nojsa HaABUILABA
TeopeTUHHHA PUCK.

Jlocera HfMa OMHT € MPAIAraHe Ha IMHE30NH/ Ha TALMEHTH, NOJIOKEHH Ha NPOABDKHTEHA
aMOynaTopHa NepuToHCaNHa nuanusa (TIATLY) win anTepHaTHBHO eucHye 3a 6EOpeuHa HEROCTaTHIHOCT
(pa3IUuHO OT XeMOHANH3a).

He ce Haara ajanThpaHe Ha 1o3ata. Bce iak MMa OrPaHHUCHH KIHHIYHIA JTaHHU H ce npenophisa
MHE30IMJ Ja Ce U3M0JI3Ba NPH TaKhBa NALAEHTH CaAMO KOraTo OYaKBaHaTa rnoj3a HaJBUIIABA
TEOpETHUHHA PHCK (BXK. TOUKH 4.4 u 5.2).

HauyH Ha_TPUITKCHHUE
HMiHTpaBeHO3HO MPHIOKEHHUC. PasTBOpBT 33 HH}Y3HA tpabea fa ce BbBEXKA 34 nepuog ot 30 10 120

MHHYTH.

4.3 IIpoTHBONOKAZAHHA

CBpbXYYBCTBHTEJIHOCT KLM aKTHBHOTO BELECTBO MUIH KbM HSIKOE OT MOMOIIHHTE BELIECTBA, W3OpOCHH B
Touka 6.1.

TIuHe3onua He TpAOBa aa ce H3NoA3Ba IpH [IAIIMEHTH, KOUTO B3UMAT JIeKapCTBO, MHXHOHUpaLIo
MOHOaMHUHOOKCHAA3NTE A HIH B (uanp. ¢eHEN3UH, usokapbokca3ui, CCNCriinH, Moxyio6emu) WM A0
Be CeIMHMLIH CJIEA Npularaie Ha TaKOBA JIEKapCTBO.

AKO HAMa BE3MOXKHOCT 38 CTPUKTHO HaGmoAeHHE HA KPBBHOTO HANATAHE, IHHEIONHA He TpaOBa Aa ce
npuara NPH NaUHEHTH CbC CTICIHHTC [OUIEKALIH KTHHEYHH ChCTOAHHA HWiTH CBC CIIeAHUTE THITOBE
CBITHTCTBAILO JIEUCHHE!




- TlaLeHTH ¢ HEKOHTPOJIMPAaHa XHIEePTOHHA, GeOXPOMOLIMTOM, KAPLIHHONI, THPEOTOKCUKO3a, OUNONApHa
nenpecyi, mu30adeKTHBHO Pa3CTPOMCTBO, OCTPH CHCTOAHUA Ha oOBpKBaHe,

- TIaumeHTH, NPHEMALLH HAKOE OT CICAHHTE JICKapCTBa. HHXMOHTOpY Ha OOpAaTHHA 3aXBaT HA CEPOTOHHHA
(BX. TOUKA 4.4), TPHIMK/IMYHA AHTHAENPECaHTH, CCpOTOHHH 5-HT) peuenTropHH arOHUCTH (TpHrnTaHM),
PEKH M HEMPEKH CHMITaTHKOMHMETHLH (BKJ1. aipeHEPrHYHUTe OPOHXONHNIATATOPH, nceBgoedepHH H
(eHIUTPOIIAHOIAMHH), BA3ONPECHBHH CPEICTBA (Hanp. enuredpyH, HOpeNUHePPHH), AOTTAMHHEPTHTHH
cpeacTea (Hamp. AOTaMHH, 106y TaMKH), NETHANH HIH OyCMUpOH.

JlaHHUTE OT OTHTH C XKHUBOTHH TIPSANOIAraT, 4 JIMHEI0NUA H HeroBurTe MeTaboNuTy NPEeMHHABAT B
MAUHHOTO MIISKO H CACAOBATENHO KbpMEHeTO Tpa0Ba 1a ce NPEKPaTH Npe/id 3ar04Bate KK 1o BpEME
HA JIeYEHHETO ¢ uHe3onua (BX. Touka 4.6).

4.4 CpenaajHH NpeAyNpexAeHHs B IpeANa3nd MEPKH NpH ynorpeda

Muenocynpecus

[Tpu NaLKEeHTH, NPUEMaLIH JIHHE30MHA CC cHOBILABA 33 MUEIOCYTIPECHS ( BKIIOUHTEIHO aHCMMKA,
eBKOMEHHUS, MAHIMTONEeH!s U TpoMGouuTonenus). B cryuanTe, OpH KOUTO pE3y/ITaTet © H3BECTEH, MpU
[peKpaTrsBaHe Ha MPHEMa Ha JIHHE30/M/, 3aCerHATHTE XEMATOJIOrHYHH NMOKA3ATE/H C€ BPBLIAT KBM
CTOMHOCTH OT MPefi JICYEHUETO. PHCKBT OT Te3H EKTH, U3TIIes A € CBBP3IaH C NPOAB/KHTETHOCTTA Ha
jeyenuero. [IpH NALMEHTH B CTAPUECKa BB3PAcT, JIEKYBaHH C JIRHE30/IMA, MOKC Ad ce Habmonasa
[TOBHIIEH PHCK OT AMCKpAa3Hi, CIPAMO MO-MiafH NANMCHTH. TpoMGOLIMTONMEHHA MOXKeE J1a HACTBIH T10-
YeCTO NPK MALMEHTH ¢ Texka 610peyHa HeNOCTATBHHOCT, HE3ABHCHMO [aJTH ca Ha Jdanu3a wid He. Ilo
Ta3M NIPUYHHA CE MPenopbyBa BHUMATEIHO MOHHTOPHPAHE Ha 6pos Ha KPbBHHTE KJIETKHU NPH MaLHEeHTH,
KOHWTO:

UmaT aHaMHe3a 3a aHeMHsl, TPaHYNOLMTONEHAS Wik TPOMOOLIMTONCHUA; PHEMAT EAHOBPEMEHHO
JIeKapcTBa, KOWTO MOTaT a MOHHXKAT HHBATA Ha XeMOrIOoOHHA, Aa MOTHCHAT Opod Ha KPBBHHUTE KIETKH
WIK 13 TIOBJUAST HeGnaronpusaTHO 6poA WiK QYHKUHATA Ha TpOMOOLIHTHTE; HMAaT TEXKKA On0Opeuna
HeOCTaTHUHOCT; JleKyBaT ce noseye ot 10-14 axu. Ilpy Te3u NaMEHTH THHEIOTHA TpAOBa a ce mpwiara
cAMO KOT4TO € BE3MOKHO BHUMATEIHO MOHHTOPHPaHe Ha CTOHHOCTHTE Ha xemornoOuHa, Opos Ha
KPBBHHTE KJICTKH H TPOMOOLIHTHTE.

AKO 110 BPEME Ha JIEYCHHETO C JIMHE30IHA CE NOABK CEPHO3HA MUETIOCYIPECHA, neyexuero TpadBa aa ce
PEeKPaTH, OCBEH aKO NPOAB/DKABAHETO MY HE € aBCOMIOTHO HATIOKHTENHO, KATO B TO3H CiTydait Tpabsa
AKTMBHO JIa CE NPOC/eABa GPOST Ha KPRBHHTE KIETKH H /12 C& MPAJIOKAT NOXOAALIH CTPATErHH 3a
OBJIAIABAHE HA CHCTOSHHETO.

B normbiiHeHHe ce MPENnophyBa eXKeceAMUYHO MOHHTOPHPAHe Ha KPBBHUTE nokasaTeH (BKI.
CTORHOCTHUTE Ha XeMOrnoGuHa, TpomGouuTHTe, 061musa Opoi Ha ICBKOLUTHTE H nudepeHImanHo GpoeHe)
[IpH TIALMEHTH, NIPUEMall| JIHHE30/IUA, HE3aBHCHMO OT ITbPBOHAYTHMA OpOil KPPBHH KIIETKH.

[Ipu npoy4YBaHUATA, NPH KOHTO JIMHE3OMH] € H3II0I3BaH GnaroTBOPHTENHO, KATO MOCNE/IHA
KHBOTOCTIACABAILA BE3MOXKHOCT, € HabMoaBasa Nno-BUCOKa YeCcTOTa Ha CepHO3HA aHEMHA TIPH NalMeHTH,
NOMY4aBATH AMHE3OIH] MO-ABJIr0 OT MAKCHMANTHO NpenophyBaHaTa npoabDKUTENHOCT OT 28 aHu. Ilpu
TesH MaLHeHTH No-4ecTo ce Halara KppeonpeausaHe. B nocTMapkeTHHIOBHA NEPHOL ¢C ¢poOLIaBa 3a
CTyd4aH Ha aHeMHs, Halaralld KPpBOMpPE/INBaHE, KAaTO NOBEUE ClTyHaH ce HabJroaBaT NMpH NalMeHTH,
pHeMasiK JIMHE3ONH] NoBeye OT 28 JIHH.

B nocTMapKETHHIOBHS NMEpHOZ ce CboOLIaBa 3a Clyau Ha cupepobnacTHa anemusd. B ciyyauTe, npH
KOWTO HAUANIOTO Ha peakiusTa e G0 U3BeCTHO, IIOBEYETO MALHCHTH Ca NPHEMATTH NMHE30JIH] 33 MOBeYe
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oT 28 nuu. [ToBeueTo NauMeHTH ca ¢e Ph3CTAHOBHIH HAITB/THO WIIH HYaCTH4HO CJICA MpeKpaTABaHC Ha
MprUeMa Ha JTHHE30JIHI, Ch¢ HIH Oe3 ieueHHe Ha AHEMMIATA.

JTucnponopyus Ha CMsPMHOCMMA RO 8peMe Ha KRUKUWYKO Usnumeae npu nayuenmu ¢ I'pam-
ROAONCUMENHYU KDbEHU UHDeKYUY, CEbPIAHYU C NOCMABAHE HA KAMembvp.

Ha6/ronaBasa € NOBHIIEHa CMBPTHOCT NMPH MALMEHTH, JICKYBaHH C JIMHE30IH B KOMOHHALHA C
BAHKOMHLIMH/ AMICTOKCALIWIHH/OKCALMWIMH B OTBOPEHO NPOYYBAHE NPH TEXKKO GOTHH NAUHCHTH ¢
BBTPECHAOBH, KaTeTbp-CBbp3aHK uHbekuuu [78/363 (21,5%) cnpamo 58/363 (16,0%)]. OCHOBHHAT
dbakTop, MOBIMABALY CMBPTHOCTTA € H3XOJHOTO CBCTOSHHE Ha I paM-NONIOKHTE/HATA HHEKLHA.
CMBPTHOCTTA € GHi1a CXOAHA NMPH MALHEHTH C MH(EKLMH, MPHIMHEHH H3LIUIO OT I'paM-TIONIOKKUTENHH
MHKpoopranHaMu (koeduimeHT Ha prck 0,96; 95% uxTepBan Ha 10BEpHE: 0,58-1,59) Ho e 6una
3HaYMTENIHO no-Bucoka (p=0,0162) npu rpynara, NeKyBaHa C JIHHE3OMHA, IPH KOATO KMa ApYT NATOreH
WIN He e HabGMIONaBaH MaToreH B HayanoTo (KoeHuMeHT Ha puck 2,48; 95% nHTepBan Ha AOBEpHE:
1,38-4,46). Hali-ronemuar qucbanane ce e MoTyywl O BpEME Ha JICUCHHETO U B pPAMKHMTE Ha 7 AHK cnexn
npeKpaTABaHe NPHEMa Ha NPOY4BaHOTO JiekapcTeo. IloBeueTo nalMeHTH OT rpynara, nojy4asana
IMHE30MHA, ca NpuaoSuK I'paM-0TpHLATETHH MATOMeHH MO BPEME Ha MPOY4BAHETO H Ca MOYHHAIH OT
'pam-OTPHLIATENHH NATOreHK U NOMMMHKPOOHAITHN HHGeKLHH. CleA0BATEITHO IIPH HH(}EKIHH Ha KOXaTa
M MEKHTE ThKaHH, TMHE30/1 TpAOBa Aa ce MprIara caMo IpH NalMEeHTH ¢ M3BECTHA HWIH BE3MOXHA KO-
uHbekuua ¢ [paM-0TpHLIATENHN MHKPOOPIaHM3MH, aKO HAMA alTePHATHBHH BB3MOXKHOCTH 32 JICUCHHC
(Bx. Touka 4.1). TIpu Te3u oGeToATencTea TpabBa Aa ObAe 3aN0THATO SAHOBPEMEHHO JICHEHHE CPEILIy
["paM-OTPHUATETHHTE MUKPOOPTraHH3IMH.

JTuapust u KOoaum, CvP3aHU C AHMubuoOmuyuy.

IIuapus U KOJIUT, CBBP3aHH ¢ NIPHEM Ha AHTHOHOTHLM, BKIIOUHTETHO ncepaoMeMOpaHO3€H KOJIHT H
muapus, cebpaana ¢ Clostridium difficile, ce cboO1aBarT BbB BPB3Ka C yrniorpebaTta Ha NOYTH BCHUKH
AHTMGHOTHLY, BKIIOYHTE/IHO IMHE30 T B MOTaT ia BAPHPAT OT JieKa Auapus 10 paTaieH KOMHT.
CreJ0BaTENHO € BaXKHO Aa Ce MMa MpeABHA Ta3H JHArHo3a Npy NalueHTy, NpOABABALIM CEpHO3HA AHapki
110 BpeMe Ha MITH CJie[ U3MOM3BaHETO Ha TMHE30MKA. B ciTyyali Ha IOAO3pEHHE WITH NOTBLPXACHUE 33
AHTHGHOTHYHO-CBbP3aHH IMAPHS HIIH KOJIHT, TpA0Ba Ja ce MPeKpaTH JIeYEHHeTO ¢ AHTHOAKTEpPHAIHY
areHTH, BKTIOYHTEIHO TMHE30/M ¥ BeaHara Ja Obpae npeaAnpHeTo NoAXOAALO JIEHECHHE. B To3u crnyya#
ca MPOTHBOMOKA3aHH NEKapcTBa, HHXHOHpaIy NEpHCTANTHKATA.

JJaxmamrna ayuoosa

[Tpu ynorpe6a Ha IMHE30/MA ce ChoOllaBa 3a NakTaTHa alHo3a. [laukeHTyH, pa3sBHUBALIN MPH3HALK W
CHMITTOMHK Ha MeTabOIMTHA alMA03a, BITIOYHTEIHO MPEXOAHO rajieHe U NoBpbillaHe, abJOMHHANHA
60/1Ka, HECKA CTONHOCT Ha GMKApGOHATH HITH XHMINEPBEHTHALMA ITPH MPHEM Ha JIHHE30THA, TpsOBa
BeHAra aa 6bAaT Nperseaaly OT Jiekap. AKO HACTBIH JIAKTAaTHA altHA034, NIO/I3UTe OT NPOAB/DKABAHC HA
JIEYCHHETO C JIMHE3O0MHA TPAOBa 1a 6baaT NpeLeHEHH CNPAMO NOTCHIIHATHATS PHCKOBE.

Mumoxondpuanna Quc@ynryus

JIuHe30MMA HHXKOHpa 6eNTbYHHA CHHTE3 B MUTOXOHIpHHTE. B pe3ysITaT Ha TOBa HHXHOHpaHe Morar Ja
ce MoMyuYaT HEXKENaHW peakUH KaTo JIaKTaTHA alMa03a, aHEMHA H HCBPOTIATHA (ouHa ¥ nepudepHa); TE3H
CBOHTHSA Ca NO-YECTH, KOraTo IEKAPCTBOTO Ce MpWiara no-xuiro oT 28 mam.

CepomoHuno8 CunoOpom

HMa CIOHTaHHM cLOGLIEHHUS 38 CEPOTOHHHOB CHHIPOM, CBBP3aH C €JHOBPEMEHHO NMPH/IaraHe Ha
JIMHE30MK € CEPOTOHHMHEPTHYHH CPeACTBa, BKIKOUYHTEHO aHTHACTIDECAHTH KATO CE/ICKTHBHH
WHXUOMTOPH Ha o6paTHHA 3axBaT Ha cepoToHnHa (SSRI) U onnonay (BUKTE pasel 4.5). Ilopaagu TOBa

e IHOBPEMEHHOTO TpUarase Ha JJMHE30IHA ¥ CePOTOHHHEPIHHH CPEACTBA € MPOTHBOIIOKA3AHO (BXK.
TouKa 4.3), OCBEH B CTydauTe, KOTaTo € eHHCTBEHa BE3MOXHOCT. B Te3H CiTyyaH NalHeHTHTS TpaOBa na
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IUChYHKIMA, XHNIepITHpeKcHs, Xuneppediekcua u 3aryba Ha KoopAHHaUHa. AKO ce NMOABAT TAKHBA
MPH3HALM ¥ CHMIITOMH, JIEKapHUTe TpaOBa Aa o0CHAAT npeKpaTABaHE NIpHEMa Ha €MH OT JBATa WIH Ha
ABAaTa MPOAYKTA; aKO C€ IMpeKpaTH NPUEMBT Ha CEPOTOHUHEPTHYHMA MPOAYKT, MOKE JIa C€ MOSBAT
CHMNTOMH HAa OTHEMAaHe.

Ilepupepra u ouna nesponamus

[1pu naupeHTH, JIEKYyBaHH C JIMHE30JU] ce cho0laBa 3a nepudepHa HEBPOTATHUS, KAKTO U 3a O4HA
HEBpOMNAaTHA U OYEeH HEBPHT, IIOHAKOra Mporpecupally Ja 3aryba Ha 3peHuero. Te3sH DaHHH ca Nony4YeHH
rMaBHO IPH NMaLUEHTH, KOUTO C¢a MPHEMAITH JIHHE30/IM 3a NTOBEYE OT MAaKCUMATHO NpenopeyuaHnTe 28
IHH.

Beuvku naieHTH TpabBa na 6bAAT ChBETBAHH Ja ChOOIIABAT 33 CHMITTOMH Ha 3PHTEIHO YBPEXKIaHe,
KaTo NMPOMEHH B 3pHTEJIHATA OCTPOTA, LIBETHOTO 3PEHHUE WIH 3aMEBITIEHO 3pEHHE WIH HApYILLICHHS B
3PUTENIHOTO Nose. B TakHBa ciy4an € HeoGxoauMa 6bp3a OLIEHKa H NP HyKAa — KOHCYJITALIUA C
odranmornor. AKo HIKOM nauyeHTH npuemat JInnezomun [ondapma noseye ot npenopbsyaHHTe 28 qHY,
3PUTEITHUTE UM (PYHKLIMH TpAORA Aa ce NMPOCNEAiBAT BHHMATETHO.

IIpu mosiBa Ha nepu)epHa HIIH OYHA HEBPOMATHA CE/IBA J€ C€ NMPELIEHST MOTEHUHAHHTE PHCKOBE, NPEIH
NpoaB/DKaBaHe Ha JedeHueTo ¢ Jlunezonun [Tondapma.

[Ipu naLMeHTH, KOHTO MPHEMAT HJIH HACKOPO Ca IIPHEMAITH JIeKapCTBa CpeLy MHKOOAKTEpHH 3a JIeUeHHe
Ha TyOepKynosa, MoXe Jia ChLUIECTBYBa MOBHILIEH PHCK OT MOABA Ha HEBPONATHH.

I'vpuose

CroOiasa ce 3a MosABa Ha rbPUOBE NP NALMEHTH, JIEKYBaHH C JIMHe30MHA. [Tpu nNoBeYeTo OT Te3u ciyyau
ce ChoDIIaBa 32 aHaMHe3a 3a MbPYOBe WIH HAIM4Me Ha PUCKOBH (DaKTOPH 3a NOsABA Ha MbPYOBE.
[Taipenrure TpsadBa na 6bAaT NOCHBETBAHM Aa HHOPMHPAT JIEKapA CH, AKO HMAT AHAMHE3A 33 I'BPUOBE.

Monoamunooxcudaznu unxubumopu

JInHe30MH € 00paTHM, HeCeNeKTHBEH HHXHOHTOP Ha MOHOaMHHOOKcHaa3aTta (MAO-uHxubuTOp);
BBIIPEKH TOBA NPH NO3H, NPHIAraHy 3a aHTHOAKTEPHANTHO JIeYeHHe, TOM He 0Ka3Ba AHTHENPECHBEH
edekT. JITaHHHTE 1O OTHOLICHHME HA JICKAPCTBEHH B3aHMOaeHCTBHA M 6€30NacHOCT Ha JIMHE30MK],
NMpUnaraH Ha NaUHeHTH ¢ NMoIeKaIno 3ad0omABaHe W/ WIH €IHOBPEMEHHA Teparui, KOSTO MOXE Aa I'
MOAN0XKHU Ha pUCK 0T MAQO-HHXHOHpaKe ca MHOro orpasuveH#. [To TasH NpUUKHA, NPHIAraHETO Ha
JIMHE30JIHA NPH TaKHBa OOCTOATENCTBA HE C€ MPENnOpPbYBa, OCBEH 3KO € Bh3MOXHO BHUMATEHO
MOHUTOpPHpaHE Ha NallHeHTHTE (BK. ToukH 4.3 1 4.5).

Ynompeba c xpanu, 6ozamu na mupamun
[layuenTuTe TpAOBa fAa OBAAT CHBETBAHH Aa HE KOHCYMHPAT IOJIEMH KOJTHYECTBa XpaHH, 6oratu Ha
THPaMHH (BX. TOUKa 4.5).

Cynepunghexyuu

E¢dexThT Ha ieueHMeTO ¢ IMHEe30/IMA BbpXY HOpMaliHaTa ¢Jiopa He e OLIEHABaHO N0 BpeMe Ha KITHHHUYHH
Npoy4YBaHUA.

Ynorpebara Ha aHTHOMOTHIIM MOXe MOHAKOTra Aa JOBEJE A0 CBPLXPA3BHTHE HA HEYYBCTBHTETHH
MUKpOOpraHu3MHi. Hanpumep, okoso 3% ot naumeHTUTE, NpHeMalIH NPenophYHTEIHUTE NO3H
JIUHE3O/IHL, Ca NMPOABHIIH JIEKapCTBEHO-00YCIOBEHA KAHAHI034 110 BpeME Ha KTHHHYHHTE W3ITUTBAHMA.
HeobxoaumMo € aa ce nmpeanpHeMaT NOAXOAALIN MEPKH NPH NOABa HA CynepHHGEKIHMA 1O BpeMe Ha
JICYEHHETO.

Cneyuannu nonynayuu




JIunezonua TpsadBa fa ce mpunara CsC CrieLIMATHO BHUMaHUe MPH MALMEHTH ¢ TeXKKa ObOpeuHa
HEZOCTATBYHOCT H CaMo B CITYYaHTe, KOraTo OMaKBaHaTa M0J3a MPepb3X0kKAa TCOPETHIHHA PHCK (BXK.
TOYKH 4.2 1 5.2).

IIpunaranero Ha JIHHE3OMH] [IPH MALHEHTH ¢ TeXKa YepHOApoOHa HEAOCTATHYHOCT C€ MPENOPLYBa CaMo,
KOraTo O4YaKBaHATA MOJI3a MPEBb3IX0XKAa TeOpeTUYHUA PHCK (BX. TOUKH 4.2 1 5.2).

Knunuunu usnumeanus
BezonmacHOCTTa H €)EKTHBHOCTTa Ha JIHHE3O/M, TIPWIATaH 3a NEPHO, MO-ABIBI OT 28 1HH, He ca

YCTa@HOBCHH.

KourponupaHuTe KIIMHUYHH H3MUTBAHHUA HE Ca BIUTIOUBAIH MALMEHTH ¢ AMa0EeTHH Ne3MH Ha CTHIAIOTO,
ACKyOUTYC, MCXEMHYHH JIE3HH, TeKKHU H3rapAHUA WK raurpeHa. [To Ta3u npUYWHA ONHTET OT ynoTpedara
Ha JIHHE3OIH MPH TE3H ChCTOSHUA € OTPaHHYEH.

Iomownu sewyecmsa

To3u nexapcreeH npoayKT cuabpka 45,67 mg/ml (r.e. 13,702 g/300 ml) rmroko3a. Tora Tpabsa na ce uMa
NpeBy/ MPH NALMEHTH CBC 3axapeH auader.

To3u nexkapcTBeH mpoyKT cvabpka 113 mg Harpuii B 300 ml ot npomykra, eKBUBUIEHTHH Ha 5,65% oT
NpernopbYHTEIHHA MaKCHMAJICH THEBEH NMPHEM OT 2 g HATpH| 3a BB3pacTeH. KonuuecTBOTO HATpHiA
Tpa0Ba na ce MMa IpeJBH/ MPH NMALMEHTH Ha KOHTPOJIMpaHa HaTPHeBa JIHETa.

Bcako konuuecTBO HaTpHi B pa3TBOpHTENa TpaOBa Aa ce uMa NpeaBui Npd NpecMATaHe Ha oS1oTo
ChAbP)KAHHE HAa HATPUi B rOTOBHA pa3TBOp {BXK. TOUKA 6.6).

3a no-noApobHa HHGOpMaLKA 3a CHABP)KAHHETO HA HATPHIT B pa3TBOPHTEIA, OTHECETE CE 0
NPOXYKTOBaTa HH(POPMAUMA, MPEAOCTABEHA OT NPOU3BOINTENA MY.

4.5 BiaaMopneilcTBHE ¢ APYIH JieKapcTBeHH NPOAYKTH H ApYrH $opMH HA BI3aEMoJelicTBHE

Monoamunooxcuoaznu unxubumopu

JIunezonuz e o6paTHM, HeCeNeKTHBEH HHXHOHTOP Ha MOHOaMHHookcuaasata (MAO-uuxuburop). MMma
MHOTO OTPaHHYEHH JaHHH OT NPOYYBAHUA 34 JICKAPCTBCHH B3auMoAelcTBHA U 3a 6e30macHOCTTa Ha
JIHHE30JIHA, KOraTo Ce MPWIara Ha MalHeHTH CbC ChITBTCTBALLK JICKAPCTBA, KOMTO MOTAT Aa I'd H3JI0XKAaT
Ha pHCcK oT MAO-uHxubupaue. [1o Ta3u npuumHa, MpHiaraHeTo Ha JIMHE3OIHA NPH TAKHBA
oOcToATENCTBA HE CE MPENOPBYBA, OCBEH aK0 € BE3MOXXHO CTPHKTHO MOHHTOPHPaHE Ha MallHEHTHTE (BX.
TOUkH 4.3 1 4.4).

llomenyuannu e3aumodeiicmaus, 6ooewyu 00 NOBUILABAHE HA KPBbEHOMO HARAZAHe.

IIpy 3apaBn HOPMOTECH3IMBHHE JOOPOBONLM THHE3OIHA MOTCHIMPA MOBUILABAHETO H2 KPEBHOTO HANATaHe,
peAH3BUKAHO OT McepaoedepUH H GEeHHNMPONaHONAMHH XHAPOXIOpHA. IIpHEMBT Ha JTHHE30IH
3a€HO C NcesAoePeApHH H PeHWINPONaHONAMHKH XHAPOXJIOPH NMPEAH3BHKBA CPEAHO MOBUIIABAHE HA
CHCTOTHOTO KPBBHO HansraHe ot nopaabka Ha 30-40 mmHg, B cpaBHenue ¢ 11-15 mmHg nosumenwue,
MpH CAMOCTOATENIEH TIPHEM Ha auHe3onua, 14-18 mmHg npu camocTosTeneH npueM Ha ncepaoepepHH H
dennnnponanonamuH H 8-11 mmHg npu nnauebo. [Togo6Hu npoyuBaHKA He ca GHIIH IPOBEXAAHH C
XHIEPTEH3HBHH NalMeHTH. IIpenoprurTenHO € A03UTE HA IEKAPCTBaA C Ba3OMPECHBHO ACHCTBHE, BKIL.
HOTIAMHHEPTHYHH ar¢HTH, /1a C€ THTPUPAT BHHMATEIHO JI0 MTOCTUraHe Ha XCJIaHHUA pe3ysITaT, KOorato ce
PHWIAraT €eAHOBPEMEHHO ¢ JIHHE30HI.

Ilomenyuannu cepomonunep2uNHU 83AUMO0EUCMBUS
[ToTeHUHATHOTO JIEKAPCTBEHO B3aMMOICHCTBHE C IEKCTPOMETOp(daH € U3CAeABaHO NPH 3paBH
nobposonty. [Ipunaran e nekcrpomeropdan (aBe mo3u 1o 20 mg Ha 4 Yaca HHTEPBA) CBC




nuHesonun. He ca HabmoaaBaHud €(peKTH HA CEPOTOHHHOB CHHAPOM (OOBPKBaHE, ACNTHPHYM,
6e3MoKoHCTBO, TPEMOP, 3auepBsABaHe, MHadope3a, XHNEPNHPEKCHA) NPH H3C/ICABAHE Ha 3APABH JIHLA,
pHEMALLY JTHHE30MMA H NeKCTPOMETOPdAaH.,

[ToCTMAPKETHHIOB OMT: HMa €AHO ChOOIIEeHHE 32 MALMEHT ¢ eeKTH, NoAOOHH Ha CePOTOHHHOB
CHHAPOM, 110 BPEME Ha [TPUEM Ha JIHHE30MMA H AEKCTPOMETOpdaH, KOWTO Ca H3UE3HAIH CJIell CITHPAaHe Ha
JBETE JIEKApCTBa.

[To BpeMe Ha KIHHHYHATa ynoTpeba Ha JIMHE30/IH ChC CEPOTOHHHEPTUYHH CPE/ICTBA, BRIIOUHTENHO
aHTHIENIPECAHTH KATO CENEKTMBHM MHXMGHTOPH Ha o6paTHHa 3axBat Ha cepoToHHHa (SSRI) 1 onnouaH
ca cro01AaBaHH C/TyYaH Ha CepOTOHHHOB cHHAPOM. Tlopanu ToBa €AHOBPEMEHHOTO MPHIAraHe Ha
JIMHE30/IM M CEPOTOHHHEPrHYHU CPEACTBa € IPOTHBOMOKA3aHO (BX. TOYKA 4.3), OCBEH B CITyHaHTe,
KOTaTo € eMHCTBEHA BE3MOXKHOCT H ca ONMHCaHH B TOYKa 4.4,

Ynompeba c xpanu, bozamu a mupamun

He e HabmoaaBaH ChIIECTBEH MPECOPEH OTrOBOP MPH JIHLA, TPHEMALLH 3a¢THO JIMHC3OH H NO-MAIKO OT
100 mg TrpamuH. Tosa npeanonara, 4e € HEOGXOMMO EIMHCTBEHO Aa ce H30Arsa NPHEMAHETO Ha FOJIEMH
KONHYECTBa XPAHH H HANHTKHA ¢ BUCOKO ChIbPXKAHHE HA THPAMHH. (Hamp. 3pAJIO CHPEHE, EKCTPAKTH OT
[POX/IH, HEASCTWIHPAHH ANTKOXOJIHH HAMMTKK H pepMEHTHpalIH COEBH NPONYKTH KATO COCB coc).

Jexapcmea, memabonuzupanu om yumoxpom P450
JIuHesonuy e ce MeTaGomizupa 3HaunMo ot P450 (CYP) eH3nMHaTa cHCTEMa H HE MHXUOHMPA HUKOS OT

KNUHUYHOo3HaunMuTe voeemku CYP uzodopmu (1A2, 2C9, 2C19, 2D6, 2E1, 3A4). CxoaHO, NHHE30IHA
He uHAyLmpa P450 usoensuMuTe npH wrsxose. Cnenosarento He ce oyaksat CYP450-HHAyMpaHH
JIEKAPCTBEHHU B3aUMOICHCTBHA C JIMHE3ONUA.

Pugpamnuyun

EdexTsT Ha pudaMIHUMH BLPXY (papMakOKHHETHKATA Ha JIMHE30/TH] € TIpOyYi€Ha NpH 16 3apaBy MBXKE —
NoGPOBOIM, Ha KOMTO € TIpHaraH JuHe3onHa 600 mg Apa MeTH AHEBHO 32 2,5 AHA CBC WITH Oe3
pudamnuiua 600 mg BeAHbK AHEBHO, 33 8 AHH. PudamMnuuuH noHwkasa Cmax 1 AUC Ha THHE30/THA
cpeano ¢ 21% [90% CI, 15, 27] u crotBeTHO ¢ 32% [90% C1, 27, 37]. MexaHU3MBT Ha TOBA

B3aUMOICHCTBHE U KITHHHYHOTO MY 3HA4YCHHUE HE Ca H3BECTHH.

Bapgapun

[Ipu BTIOYBaHe Ha BapdapHH MO BpeMe Ha PABHOBECHO CBCTOAHME ITPH JIEYCHHE C THHE30/IHN ©
na6monasano 10% HaMansBaHe Ha cpefHaTa MakcHManHa INR npu eIHOBPEMEHHO NpHemMaHe ¢ 5%
namanssane Ha AUC INR. UMa HeaocTaTb4YHO JaHHH NPH NALMEHTH, npdeMany BaphapiH U THHE30NU],

3a 14 ¢€ OLICHH KJIMHUYHAaTAa 3HAYMMOCT, aKO HMa TdKAaBa.

4.6 BpeMeHHOCT, KbpMEHE B PEePTHIHTET

bpeMeHHOCT
HsiMa J0CTATHYHO NMOAXOAAIYM JAHHH 33 H3TIOI3BAHETO Ha JIMHe30mM pH OpeMeHHH xeHH. [IpoyyBaHus

MpH MHUBOTHH €4 TIOKA3AJIH peNpOAYKTHBHA TOKCHYHOCT (BK. TOUKa 5.3). ChILECTBYBA IIOTCHLUMANICH PHCK
IIpH XOpa.

JIudezonua He TpsOBa aa ce MpHeMa ro BpeMe Ha OpEMEHHOCT, OCBEH aKO M3PHYHO HE CE HaJara, T.C.
CaMO KOraTo Bh3MOXKHATA I0/13a HAABHILABA TEOPCTHYHHA PHCK.

KbpMeHe




JTaHHH NPH XHUBOTHH JABAT OCHOBAHME Ja Ce CMATA, Y€ JIMHEe30IHA H HErOBHTE MeTabOoIMTH MOTAT Ja
MPEMHHABAT B MAHYWHOTO MJIAKO U CHOTBETHO KBPMEHETO crieiBa Aa Obie CNPSHO NPl K MO BPEME Ha

[puema.

QepTunuTer

IIpu npoy4BaHMs y )XMBOTHH JIMHE30NIHA MPHYHHABA PeAyKILMA Ha depTHnMTeTa (BX. TOYKA 5.3).

He € u3BecTHO, AAJIH TE€3H AAHHH C€ OTHACAT 3a QEPTUIHTETA NPH XOpa.

4.7 EdexTr BbpXy cnoco6HOCTTA 32 OopHPaHE H padoTa ¢ MALIHHH

[MawpenTuTe TpaOBa Aa ca NpeaynpencHH 38 MOTCHIHATHHA PHCK OT BHEHE Ha CBAT WM NOABa HA
CHMITTOMH Ha 3PHTENIRO HapylieHue (BX. Touk4 4.4 1 4.8), 10KaTO NpUeMAaT JTNHE30/IHA H CJICABA Ja
6bAAT NOCHBETBAHM [a He WOGHPAT H Aa He paboTST ¢ MAIIMHH, aKO Ce MOSABH HAKOHN OT OTMUCAHUTE

CHAMITTOMM.

4.8 Hexelann JeKAPCTBEHHA PEAKRIHH

Ha Tabnuuarta no-gonay ca H3OpoeHU HeKeNaHH JEKaApCTBEHH PEaKIMH, C Y€CTOTa Bb3 OCHOBA HA BCHYKH
JAaHHK OT KJIMHUYHH NPOYYBaHHA, ¢ BKIIOYeHH nosede ot 2 (00 Bp3pacTHH NallMeHTH, KOKTO ca
MOMYYHIH NPENOPBYHTETHHTE A03U THHE30MHA 3a IEPHOA A0 28 JHH.

Hait-uyecTHTe AOKIAABAHM peakiiu ca Ormmu auapus (8,4%), rnasobonue (6,5%), ragene (6,3%) u
nospbliane (4,0%).

Haii-yecto choblaBaHHTe HEKETAHH PEakUMK, CBBP3aHH C MPEKbCBAHE Ha JIEYCHHUETO ¢a OHiIH
rnaBoBonue, quapus, rajeHe U noppoiane. Okono 3% oT NauueHTHTE ¢a NPeKbCHAIH JISYEHHETO NMOpanH
NOABa HA HeXXeJIAaHH PeaKLHH, CBBP3aHH C JIEKapCTBOTO.

HexelaH! peaKLMH OT MOCTMAPKETHHIOBUA OITHT Ca BIJTIOMECHH AOMTWIHHUTENIHO B TA0HIATA B
KaTeropusra ,,C HEM3BECTHA UecTOTa™, ThH KaTO ASHCTBHTE/IHATA Y€CTOTA HE MOJXKE J1a Ce ONpeaein oT
HAJTHYHHTE NaHHH.

CneaHHTe HeXEJIAHHW PEAKIMM 110 BpeMe Ha JieueHHe C JIMHE30NH ¢a HabmoJaBaHH C1C CleHaTa
yecToTa: MHOTO Yectd (=>1/10); uecti (31/100 mo <1/10), sHeuectu (>1/1 000 xo <1/100); peaxn
(>1/10 000 mo <1/1 000); MHoro peaku (<1/10 000); c HeH3BECTHA YECTOTA (MECTOTaTa He MOXKe Jia ce
onpeaesii OT HATUYIHUATE JaHHU).

Cacremo- Yecrn Heuectn Peaxn Muoro C nen3BecTHA
opraen knac | (21/100 xo | (21/1,000 xo (=1/10,000 no PeAXH 9ecTOoTA
<1/10) <1/100) <1/1,000) (<1/10,000) | (uecroTaTa HE
| MOXKE pa ce
onpejaesia Ot
HAJTHYHATE
JAHHH)
Hagexnu Kangunosza, | BaruHur AHTHOHOTHYHO- 1
HadecTanHA OpajiHa Npeau3BHKaH {
KaHAUAO03a, KOJTMT, BKJI.
BarWHaJIHa ncesaoMeMOpaHo
KaHaAua03a, 3eH KOJHT *




Cucremo- YectH HeuyecTn Peaxku Muoro C HeHn3BecTHA
opraHed kiaac | (>1/100 no |(21/1,000 oo (=1/10,000 go PEeAKH 4ecTOoTa
| <1/10) <1/100) <1/1,000) (<1/10,000) |(4ecroTaTa He
MO2¢e 1A ce
onpenenn or
HAJTHYHHTE
AAHHHK)
reOHYHH
| HHpEKUHH
| Hapyusenus Ha | AHemus*’ | neBkoneHus”, naHuuroneHus™* MUenocynpecus®
KpbLBOHOCHATA HEYTPOIECHHUS, cHlepobnacTHa
CHCTEMA H TpoMOoLHUTOmNE- aHeMug*
auMdara HUA*,
€O3HHOPUNHS
Hapymenus Ha aHapUNaKCUA
HMYHHATA
 CHCTEM2
HapyureHHs Ha XUNOHATPUEMHSA flaKTaTHa
MeTafoH3aMa H XUNOTMHKEMUA aluao3a®
XpaHEeHEeTo
IIcHXHYHH bescpHHNe
HADYLIeHHS
Hapymenus Ha |riaaBobonue, | rspuose?, CEPOTOHUHOB
| HepBHATA [IPOMSAHA HA | XHITOECTE3HH, CHHApOM* ¥,
CHCTEMA BKYCa napecre’3us nepudepHa
(MeTaneH HeBponaTusg®
BKYC),
3aMaiiBaHe
HapymeHnns Ha 3aMbIJIEHO HapylUeHH!s B OuYHa
OYHTE 3peHue* 3PUTENHOTO HeBponaTus®,
none* O4YEH HEBPHUTY,
jaryfa Ha
| 3peHne*,
[IPOMEHM B
3PHTEIHATA
ocTpoTa*,
MPOMEHH B
LBETHOTO 3peHue™*
HapyuieHus Ha THHHTYC
yXOTO H
Ja6HpHHTA
Hapyuienus Ha apuTMHA
ChPHLETO (Taxukapaua)




Crcremo- YecTn HegecTn Peakn Mmuoro C men3BecTHA
opraHen kiaac | (21/100 no | (21/1,000 no (21/10,000 no | peAKH JE€CTOTA
<1/10) <1/100) <1/1,000) (<1/10,000) |(wecroTara He
| MOXKe aa ce
onpeae oT
HAJTHIHATE
AAHHH)
CopaoBH XHIIEPTOHHUA ] IIpEXOAHH
HAPYIDEeHUS MCXEMHYIHH H
aTakH, Qpnedur,
Tpombopnebur |
CromMammuo- Anapus, MaHKPEaTHuT, NMOBBLPXHOCTHO I
dpeBHH | ranene, racTpHT, obe3lBeTaABaHe
HApYIICHHSE rnoBpeLUaHe, | MOAYBaHE Ha Ha 3b0OHTE, YepeH
JOKaM3Mpa |cTOMaxa, CyxoTa |KOCMaT €3dK
Ha WIH { B ycTaTa, IJIOCHT,
obwa peAKH {
KOpeMHa M3MPAXKHCHMA,
00JIKa, CTOMATHT,
3areK, obesLBeTaBaHe
OUCTENCHA | UM HapylIeHHe
Ha €3HKa
XenaroOuanap |[MpOMeHH B | MOBHIIIEH 0OII] |
HH HApYNIeHHs |TecToBeTe | OMIMpYOUH
33
yepHOApOoOH I
a QyHKUMA; %
[IOBMILICHH
AJIAT,
ACAT nnu
aJIKaJIHa
docgaraza
.. - - T
| Hapymenus Ha | IpYpPHTYC, | ypTHKapus, [ GynosHu
KOXXATA H oOpuB ICPMATHT, HapyLUEeHHA,
NOXKOKHATA | nuagopesa noAoOHHU Ha
ThKAaH | | CHHAPOM Ha
Stevens-Johnson u
TOKCHYHA
enuaepManta
HEKpOJIn3a,
| anrnoenem,
JIOTIe M
Hapymenns Ba |nosyiieHn | 6p6pedna
OnOpennTe H CTOMHOCTH | HEAOCTATBHYHOCT,
NAKOYHHTE Ha ypes B NOBHILIEH
NbTHINA KPBBTA KpeaTUHHH,
NOHY PUS
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Crcremo- Yectn HedecTH Peaxn Mpuoro
oprases xjac | (z1/100 ao |(=1/1,000 po (=1/10,000 no peaKH
<1/10) <1/100) <1/1,000) (<1/10,000)
Hapymenns B8 BYJ/IBOBArHHAMTHH
PeNpOAYKTHBH | HapYLICHHA
ATA CHCTEMA H
I'EPABETE
O0me Bucoka TPBITIKH, YMOpA,
HADYIICHHS H |TeMmmnepary- |0oJKa Ha MACTOTO
edexTn HA pa, Ha HHEDKEKTHpaHE,
MACTOTO HA JOKATH3HUpa | MOBHILCHA XKAXIA
mpHIOKeHHe |Ha Oonka
Hacnegsaans | XuMUYHH | XHMHYHH
MOKA3aTeJH | [IOKA3ATEAM
[lossuiuenn |IloBullieHH
JIHX: HanHﬁ HIIHA
KpeaTHHHH- | KaTUHi.
KHHAa3a, [IoHnxeHa
JHTIa3a, rjKOKo3a (Cnea
amMusasa XpaHEeHe).
WK IloBuiIneHK unu
rI0KO3a HaMAalleHH
(cnen | XJIOPHAH.
XpaHEeHe);
[MOHWXXEHH
o611
OeNTEK,
aJi0yMHH, {
HaTPHH WIH
KaJILIu#;
MOBHILUEHH
WITH
MOHIWKEHH
KAJTUA WIH
6uxkapboHa-
TH.
| XeMaTOJIOTHYHH
XeMaToJIor | MOKa3aTeslH
HYHH [loBuiex Opoi
[IOKA34TEIH | PETHKYJIOLMTH,
IfoBuilieH |moOHMXKeH Gpoi
Opoii HEYTPOHIH.
HEyTpOdH

C HeH3BecTHA
JeCTOoTa
(1ecToTaTA HE
MO2Ke Ja ce
onpeaead or
HAJTHYHHATE
RAHHH)




CracreMo- YecTH HegecTH lPemcn IMnoro C Hen3zBecTHA

oprames Kiac |(1/100 po | (=1/1,000 no (=1/10,000 go peaKH 4eCcTOTa
<1/10) 1 <1/100) <1/1,000) (<1/10,000) | (uecroTara He
| moxce na ce
oopeaesid oT
HAJHYBRHTE

Lﬂﬂﬂ H)

- = o i 14. ki

€03HHOPHUN
H. IIoHwKeH |
XeMOrnoOHH

XeMaTOKPHT
unu Spoii i i
Ha |

YEPBCHHUTE
| KPBBHH
KJIETKH. |
IloBHIIEH
WIH
MOHIXKEH I
Opoit
TpoMOOLMT
W WIH Oenun | |
KPBbBHH
KJIETKH.

* Buxre TouKa 4.4.
** Bnire ToukKH 4.3 1 4.5
1 Bukre no-pomy

CneHHUTE HEXXENAHH PEAKLIMH KBM JIMHE30/HA ca 0TOeNA3aHu KaTO CEPHO3HH B €IHHHYHH ClTydaH:
nokaM3upaHa abaoMyHanHa 60JKa, NPeXOAHH HCXEMHUYHH ATaKH H XHIIEPTOHHAL.

B KOHTPOMMPaHH KIMHHYHH ITPOYYBAHHUA, B KOUTO JIMHE3O0/IHA € Npuiarad 1o 28 num, 2,0% ot
NauMeHTHTE ca CHoOIIH 3a aHemms. I1pu ynorpeba B 61arorBOpHTENIHH NPOrpaMH NpPH NAHEHTH C
KHBOTO3aCTPALIABAIIY HH(EKLMH M MOLIEXKAIIH CHITBTCTBALIH 3a60/4BAHUA, IPOLCHTHT MALHEHTH,
KOUTO ca Pa3BWIH aHeMHS, AOKATO Ca MOTy4aBanH JTHHE30/IH 32 <28 nuu e 6w 2,5% (33/1326) B
cpaBHeHue ¢ 12,3% (53/430), xorarto ca nekysaHy >28 nHH. CbOTHOWICHHETO Ha CITyHaHTe, cHOOInaBallu
IeKapCTBEHO3ABUCHMA TEXKKA aHEMHA M H3HUCKBAIlM KPbBOMPEAHBAHE, © 6o 9% (3/33) npu naLMeHTH
nekysaHu <28 aHM K 15% (8/53) npw Te3u, nexyBanu >28 .

[TlegHaTpy4Ha NOMYIALNSA

IaHHuTe 38 6€30MacCHOCT OT KIMHHYHHTE NPOY4BaHHsA, BK/IOYBALLH OBEUE OT 500 neguaTpuMHH
nauMenTH (OT HOBOPOACHH 10 17-TOMIIHK) He MOKa3BaT PasNuKH B Npoduna Ha 6e30MacHOCT Ha
JIMHE30JIUZ, NPY NTEAUATPUYHHM MALIMEHTH U NPH BB3PACTHA.

CpobiilasaHe Ha MOJO3HPAHK HEKETAHH PEaKUHU
C0GLIABAHETO Ha MOJ03MPAHH HeXeaHH peaklliy cIe]l paspelnaBaHe 3a ynorpeba Ha JIeKapCTBEHHUS
NPORYKT € BakHo. ToBa MO3BONABA JIa NPOAB/DKK HAOMIOACHHETO Ha CHOTHOEHHETO MoJi3a/pUcK 3a




JieKapcTBeHUA MPOAYKT. OT MeIMLIMHCKUTE CTICLIMATTHCTH C€ H3MCKBA Ja ChOOLUAaBaT BCsAKa MOAO3HpaHa
HEeXeJlaHa peakilys upes

HM3nbnHuTenHa areHiHa no nAekapcreara yiu. . Jlamad ['pyep” Ne 8

1303 Codus

Ten.: +35 928903417

yebcaiiT: www.bda.bg
4.9 IIpenosupane
He e uzBecTeH cneuudHye aHTHIOT.

He ca or0ena3panu ciryyau Ha npeno3vpaHe. Bernpeku ToBa, HHPOpMaLMATa 10-J0JIY MOJXKE [1a Ce OKKE
MOJNE3H4A.

[Tpenopbusa ce MOAABPIKALLQ JIeHEHHE, 6JHOBPEMEHHO C MOANBP)KAHE Ha rIIOMepyJTHA rITpanus.
[TIpubauszurentno 30% Ot A03aTa JHHE3ONHU Ce OTCTPaHARA 3a 3 Yaca XeMOHANIH3a, HO HAMA JaHHH 33
OTCTPaHABAaHE Ha TMHE30/IM]] Ype3 NepUTOHeATHa JHanu3a Wik xemonepdysus. Jlpara OCHOBHH
MeTaOO0NMHUTH HA JIMHE30AMI CHUIO C€ OTCTPAaHABAT OO H3BECTHA CTEINCH Ype3 XEMOHAIH3A.

CHMOTOMH Ha TOKCHYHOCT NPH IUThXOBE CEA Mpuiaarane Ha go3u JuHe3onua ot 3000 mg/kg/nHerHo ca
HaMaJleHa aKTHBHOCT HJIH aTakCHs, JOKATO NpH Ky4deTa, TpeThpany ¢ no3a 2000 mg/kg/nHesHo ce
HabmoaaBaT NOBpHILAHE H TPEMOP.

5. ®APMAKOJOI'MYHH CBOVCTBA
5.1 PapMaAKOJHHAMH4YHH CBOHCTBA
dapmakoTepaneBTHYHA rpyna: Apyru aHtHOakTepuanHu cpexcrea. ATC xoa: J 01 X X 08

Obugu ceoticmea

JInHe30/IM ] € CHHTETHYEH aHTHOAKTepHAJIEH are¢HT, KOWTO NMPHHAANEKH KbM HOB KJIaC aHTHMHKPOOKH
CpeAcCTBa — OKCa3oMHAHHOHH. Tol uMa in vitro akTUBHOCT cripAMoO aepobHH [ 'paM-TIoNOoKHTENHY
OakTeprH H aHaepoOHH MHKpoopraHu3MH, JInHe3014] celeKTUBHO MHXKHOKpa OaKTepUanH1s NPOTEHHOB
CHHTE3 4Ype3 YHHKaIEH MeXaHW3bM Ha AelicTBue. Tol ce cprp3Ba cieliMpHYHO ¢ MACTO B OaKTepHanHara
pubo3oma (23S Ha 50S cyOeaunuiiaTa) ¥ pp3npensaTcTsa 0OpasyBaHeTo Ha 708 HHHLIHATOpEH KOMILIEKC,
KOUTO € OCHOBEH KOMIIOHEHT B TIpolieca Ha TPaHCIaLHA.

In vitro nocranruOnoTHuHuAT epekt (ITAE) Ha nunesonua 3a Staphylococcus aureus e NpUOIH3HTENHO
2 yaca. [Ipu u3mMepBaHe B XHUBOTHHCKH MOZENH, in vivo [IAE e 6un cvorBeTHO 3,6 1 3,9 yaca 3a
Staphylococcus aureus v Streptococcus pneumoniae. 1Ipy npoy4yBaHHA C JKHBOTHH KITIIOYOBHAT
¢apMakoAHHAMHYEH NTapaMeThP 3a €(PHKACHOCT € OWI BpeMeTo, 3a KOETO IUIa3MEHOTO HHBO Ha
JIMHE30JIHI HAaJBHUIABa MUHHMAaNHaTa HHXHOupama koHueHTpauna (MUK) 3a uHdek1Mo3HHA naToreH.

I'panuunu cmoiinocmu
['paHUvHYTE CTOMHOCTH 33 MHHHUManHaTa uHxHOuUpaua koHuenrpauua (MHUK), yrsrpacHH oT
EBponeiickus koMuTeT 3a TecTBaHe Ha aHTHMHKpoOuanHata (EUCAST) 3a cTagiIOKOKH H EHTEPOKOKH

ca yyBcTBHTENHH <4 mg/L. u pesucreHTHH >4 mg/L. 3a CTPENTOKOKH (BKIIIOUHTENHO S. pneumoniae)
rpaHH4YHKTe CTOHHOCTH ca <2 mg/L u pesncTeHTHH >4 mg/L.




He-BunoBo cebp3anuTe rpanuyHu croitHocty 3a (MUK) ca uyscteuTenuy <2 mg/L ¥ pe3sucTeHTHH

> 4 mg/L. He-BMa0B0O CBBP3aHHTE MPaHHYHH CTOMHOCTH ¢a ONPENEIAHH INIABHO HA OCHOBAaTa Ha NAHHHTE
PK/PD u ca He3aBHcHMH OT pasnpeneneruero Ha MUK Ha crienduunure suzose. Te ca 3a ynorpeba
CaMo NMpH OPTaHH3MH, 38 KOHTO HE Ca JaJeHH CrienPHIHH rPaHHYHH CTORHOCTH M He ca MOAXOAALLIH 32
BHIIOBETE, KBAETO HE C€ NPENOpPhYBa TECTBAHE 338 YYBCTBHTEITHOCT.

HUyecmeumennocm

HecroTaTa Ha PE3UCTEHTHOCT MOXKE [1a BApHpa B Pa3IMYHHU reorpadicK palioOHH H BBB BPEMETO 3a
OTOCJIHUTE LaMOBE M © JKE/TAaTCJIHO J1a C€ B3eMaT NPEeaBHA JIOKANIHH JaHHH 38 PE3HCTEHTHOCT, 0cobeHo
MpH NeYeHHe Ha TEXKKH HHOEKIIHH. AKo € HeobxoauMo TpabBa Aa ce MOThPCH EKCNEPTEH ChBET, KOTaTO
NOKaJIHaTa npecOsiaaBallia pe3UCTEHTHOCT € TaKaBa, ue NMOJI3aTa OT JIEKAPCTBOTO MOHE 38 HAKOH THIOBE
MH(GEKIUH € oA BBITPOC.

KaTteropus

- - — —_— . — S ]

YyBCTBHTENTHH OpraHu3MH
I'pam-nosioxaTennn aepobu:

Enterococcus faecalis
Enterococcus faecium*
Staphylococcus aureus*
Koarynasa-HeraTMBHH CTapMIOKOKH
Streptococcus agalactiae*
Streptococcus pneumoniae*
Streptococcus pyogenes™

Group C cTperrrokokH

Group G cTpenTokoku
I'pamM-110/I0KHTEJIHH aRaepoln:
Clostridium perfringens
Peptostreptococcus anaerobius
Peptostreptococcus species

Pe3ucTeHTHH OPraHHu3MH

Haemophilus influenzae
Moraxella catarrhalis
Neisseria species
Enterobacteriaceae
Pseudomonas species

*KiuHnyHaTa epHUKAaCHOCT € JEMOHCTPHPAHA 38 UYBCTBUTEIHH H30/1aTH ITPH ONOOPEHH KIIHHHYHHU
M3ITUTBAHHA.

Brnpeku ye mMHE30NMA NOKA3Ba M3BECTHA in Vitro akKTHBHOCT cpewty Legionella, Chlamydia pneumoniae
U Mycoplasma pneumoniae, HAmMa 0OCTATBYHO JAHHM, 38 Ja C€ NOKAKE KIMHUYHA e(pHUKACHOCT.

Pesucmenmnuocm
KpbCcTocaHa pe3MCTeHTHOCT
MexaHH3MBT Ha NEHCTBHE HA JIWHE3OJH] C€ pa3fiHYaBa OT TO3M Ha JPYTHTE KJIaCOBe aHTHOHOTHLM. In
Vilro Npoy4YBaHHATA ¢ KITHHHYHM H30JIaTH (BK/1. METHULIWIHH-PE3UCTEHTHY CTAaGIOKOKH, BAHKOMHIIMH-
PE3HCTCHTHU CHTCPOKOKH H NEHHLUM/IMH- H €PHTPOMHLMH-PE3UCTEHTHH CTPEIITOKOKH) MOKA3BAT, Y€
JINHE30MHA OOMKHOBEHO € AKTHBEH CpelLly OpraHM3MH, KOHTO ¢a PE3HCTEHTHH KbM €IMH HIH NTOBEYE OT
JApYTHTE KJIACOBE aHTHMHKpPOOHH CpeICTBa.




Pe3ucTeHTHOCTTA KBM JIMHE30MIU € CBBp3aHa ¢ TOYKoBa MyTaums B 23S pPHK.

Kakro e onucaHo ¥ ¢ Apyrd aHTHOMOTHLIM, H3NOJI3BaHH NPH NAIHEHTH, MPH KOKTO TPYAHO W/ WK 3a
NPOABJDKHTEITHO BpEME C€ JIEKYBAT, Ce HaOII0aBa pA3KO CragaHe Ha YYBCTBHTENHOCTTA KbM JIMHE30MM,
Pe3ancTeHTHOCT KbM JIMHE30MIMA € ChoOLIaBaHa NPU EHTEPOKOKH, Staphylococcus aureus u xoarynasa-
HeraTHBHH CTaQHIOKOKH. TakHBa ce CBBP3BAT OCHOBHO C MPOAB/DKHTENICH KYPC Ha JIEYEHHE H
NPUCHCTBHE HA NMPOTE3HH UMIUTAHTH HIH HeaApeHHpaHH abcuecn. Korato B 60IHHIIA ce YCTAaHOBSAT
MHKPOOPTraHH3MH, PE3HCTCHTHH Ha AaHTUOHOTHLIY, € BAXKHO Aa ce HabNnerHe Ha MOMHTHKA HA KOHTPOJ Ha
HHPEKLHATA.

Hugopmayus om K1uRuSHU U3NUMEAHUR
IIpoyyBaHusa npH negHaTpHYHA NOMYJIALIHA:

B oTBOpeHO nmpoyuBaHe eduxacHocTTa Ha JuHesonuy (10 mg/kg q8h) e cpasnena ¢ pankomunmy (10

- 15 mg/kg q6 - 24h) npu neyeHrne Ha HHPEKUHH, ABDKALLH Ce Ha NOJO3UPAHU HIH A0Ka3aHH [ pam-
[TOJIOXKHTEHH NATOreHH (BKNIOYUTENHO HO30KOMHATHA MTHEBMOHHS, YCJIOKHEHH KOXKHH M KOXKHO-
CTPYKTYPHH HH(EKLHH, CBEP3aHa ¢ KaTeThp fakTepueMus, GakTepHeMHS ¢ HEM3BECTEH NPOU3XOA H
Apyru uH$pexkumuH), NpH Aelia Ha BB3PacT OT HOBopoAeHH 10 11 roaunu. CreneHHTe Ha KITMHHAYHO
H3JIEKyBaHe MpH HabmoaasanuTe nomynauuH ca 6umn 89,3% (134/150) u 84,5% (60/71) croTeeTHO 3a
NHHE30MUa H BaHKOMULMH (95%CI: -4,9; 14,6).

5.2 @PapMaKOKHHETHYHH CBONCTBA

Jlunezonup Ilondapma chabpika rinaBrO (S)-THHE30IM, KOKTO € 6HONOrHYHO aKTHBEH H MeTaboMH3Hpa
O HEAKTHBHH JEPHBATH.

Abcopbyus

JIunesonua ce pesopbipa OLP30 M HAIMBIHO Cllel NMEpopalieH MpHeM. MakcuManHaTa Ia3sMeHa
KOHILIEHTPalMst Ce JOCTHTa 10 2 yaca ciel npueMa. AGCosmoTHaTa nepopaiHa OHOHAIHYHOCT Ha
JINHE30/TM ] (Cl1el IIEPOPaTHO WM MHTPABEHO3HO MPWIOKEHHE NPH KPhCTOCAHO MPOYUYBAHE) € ITBJIHA
(npubnusurento 100%). AbcopSumsara He ce BIMAe YYBCTBHTEIHO OT NpHEM Ha XpaHa H abcopbLuaTa Ha
[epopajiHaTa CYCNEH3KA € CXO/IHA Ha Ta3u Ha GUIMHpAHHTE TaOJIETKH,

[InasmeHUTe Cmax B Crin Ha THE305M (cpeaHa U [SD]) npyu paBHOBECHO CHCTOSHHE C/EA HHTPABEHO3HO
npunarade Ha 600 mg aBa MBTH JHEBHO Ca ONpele/ieHH ChOTBETHO Ha 15,1 [2,5] mg/l u 3,68 [2,68] mg/l.

B opyro n3cnensaHe cien nepopaseH npueM Ha 600 mg 1Ba MbTH AHEBHO HO PABHOBECHO CHCTOSHHE Crax
H Cumin €2 ONIpeaeaeHd ChOTBETHO Ha 21,2 [5,8) mg/l u 6,15 [2,94] mg/l. PaBHOBECHOTO CHCTOIHHE €
NOCTUIHATO AO BTOPHA ICH Ha J03HPAHETO.

Pasnpedenenue

O0eMBT Ha pa3snpeacneHHe NPH PaBHOBECHO CHCTOAHHME AOCTHra CpeaHO A0 okoto 40-50 nutpa npu
3ApaBH BB3PACTHH HHAWBHAM H ce npubmokasa ao obeMa Ha O6IIOTO BOAHO CHOBPKAHHE HA OPraHU3Ma.
CBBpP3BaHETO C MTA3MEHHUTE MPOTEUHH € 0KOJIO 31% | He 3aBHCH OT KOHLIEHTPALIUATA.

Cnex MHOTOKDATEH MPHEM Ha JIHHE30JU/, KOHLEHTPALMHTE Ca ONpeAeasHH B PA3THYHH TEYHOCTH, B3ETH
OT orpaHH4eH OpoH MUa, npu npoy4saHus ¢ 4o6popoauy. ChOTHOIIEHHETO Ha JIMHEIOHA B CTIOHKATA H
B MIOTTA CNpAMO MnasMara € ceoTBeTHO 1,2:1,0 u 0,55:1,0. CroTHOLUEHKETO 32 MOKpHBAlIATa EMHTENA
TCYHOCT M ajIB€OJIApHUTE KIETKH B Oeaute apodose ¢ cvoTBeTHO 4,5:1,0 1 0,15:1,0, usmepeno npu Cmax




ah

OCHOBHO HEBB3NAJICHH MEHHHTH, ChOTHOLIEHHUETO HA JIHHE30/IUA B rPpbOHAYHO-MO3BYHATA TEYHOCT
CpAMO 1u1asMaTa NpH Cmax € 0,7:1,0 ciex MHOTOKpaTeH NpHeM Ha TUHE3OMHA.

buompancgopmayun

JInnezomua ce MeTaboau3upa OCHOBHO Ype3 OKUC/IABAHE Ha MOP(OJIHMHOBUA NPBCTEH, KOETO BOAU [JIABHO
no obpa3yBaHe Ha JIBa HEAKTHBHM AcpuBaTa Ha KAPOOKCHIOBATA KHCEIHHA ¢ OTBOPEH NMPBCTEH -
aMHHOETOKCHaUeTWIOBO kMcenuHeH metabonut (PNU-142300) 1 XxuaApOKCHETUATTTMIIMHOB MeTabonuT
(PNU-142586). XuapoxkcuerunrmHLUUHOBUAT MeTabouT (PNU-142586) e nipeobnanapainuar Merabonur
NpH YOBEKA U Ce MpHEMA, Ye ce 00pasyBa uype3 HeEH3UMEH NMpoLec. AMHMHOSTOKCHALIETHIOBO
KuceTUHRUAT MeTabonuT (PNU-142300) e B no-manko konudecTso. MMa onMcaHd U JpYTrH MAJIKH,
HeaKTUBHH MeTaboNHTH.

Enumunupane

Ipu naumeHTH ¢ HOpMaitHa 6b0peuHa GyHKIMA WU JieKa A0 yMepeHa Op0peuHa HeAOCTaTHYHOCT,
JIHHE30/TH] C€ EKCKpEeTHpa rAaBHO NMPH YCIOBHA Ha paBHOBECHO CBHCTOAHME Ype3 ypHHaTa karto PNU-
142586 (40%), nenpoMeHeHo nekapcTBo (30%) u PNU-142300 (10%). ®akTH49eCKH He ¢€ OTKpHBA
HEeTIPOMEHEH JTIUHE30MU ] B H3MPaXKHEHUATA, 10KATO 0KOJI0 6% U 3% OT BCAka 103a C€ OTKPHBAT
¢bOoTBeTHO KaTo PNU-142586 1 PNU-142300. EnMHHAITHOHHMAT MOJIYXHMBOT Ha JIMHE30/UA € OKOJIO S5-7
Jaca.

HeO0BpOpeHHAT KTHpBHC BB3NIH3a NPUONIH3HTENHO Ha 65% OT 00mMA KIMPBHC Ha JTMHEe30aua. Manka
CTeIeH Ha HemuHeHHOCT ce HaOmioaaea B KIMpBHCA [IPH YBEJIMUEeHHE Ha A03WTe Ha JIMHE30MHA. ToRa
H3INIEKAA Ce IBJDKH Ha NMNO-HUCBK ObOpeueH U HeOBOpeueH KIUPBHC NpH no-BUCOKH KOHLIGHTPALIUM HA
nrHe30nK. BerpekH ToBa pa3nHKaTa B KJIHPBHCA € MaIKa H HE Ce 0Tpa3faBa BbpXY BUAHMHSA
€JIMMHHALIAOHEH ITOJTYKMBOT.

Cneyuannu nonyaayuu

[TaupenT ¢ 6E0peyHa HeTOCTATHEYHOCT

Cnen eqHokpatHH A03H oT 600 mg uMa 7-8 mbTH yBeIHYEHHE B €KCMO3HLMATA Ha ABaTa MeTabonuTa
JIMHE30MH] B IU1a3MAaTa MpH naideHTH ¢ 666peyHa HeIOCTATEYHOCT (T.€. KPEATUHHHOB KIIHPBHC

< 30 ml/min). Benpexu Topa He ce Habmopnasa yeennueHne Ha AUC Ha H3X0gHOTO NeKkapcTBO. Bripeku
ye HMa M3BECTHO OTCTPAHABAHE HA OCHOBHHTE MeTaOOIMTH HA JIMHE3ONHMA Ype3 XeMOAHATH32,
IUIa3MEHUTE HHUBA Ha MeTabonuTUTE cnel eaHoKpaTHa n03a oT 600 mg ocTaBaT 3HAYHTENHO [O-BHCOKH
clie] AManu3a, B CPABHEHHUE ¢ Te3H, HabmogaBaHu NpH NaMeHTH ¢ HopManHa 6b0pevyHa QYHKLIHA WK
NieKa 1o ymepeHa 0p0peyHa HeAOCTATHYHOCT.

[Ipu 24 nanueHTH ¢ TeXKKA HBOpeyHa HEAOCTATHYHOCT, 2] OT KOUTO Ha peaOBHA XEeMOAHANH3A, THKOBHTE
IU1a3MEHM KOHLICHTpaLMM Ha J1BaTa riiaBHM MeTabonnTa C/iel HEKOJIKOAHEBEH MpHeM ¢a okono 10 meTH
IIO-BUCOKH OT Te3H, Hab/monaBaHu nNpyu nanueHTy ¢ HopManHa 6s6peuna pyHKLIMA WM 1eKa A0 YMEpeHa
61.6peyHa HEAOCTATHYHOCT.

KiMHHYHATa 3HAYHMOCT Ha Te3H HaOMOAEeHH He € YCTAHOBEHA, Thi KATO MOHACTOAIIEM ¢a HAJTHIIE CaMO
OrpaHUYMeHH JaHHU 3a 6e3onacHoCT (BXK. TOYkH 4.2 1 4.4).

[TaieHTH € YepHOAPOOHA HEAOCTATHYHOCT

OrpaHH4yeHy AaHHH COYAT, 4e (papMakoKuHeTHKaTa Ha juHe3onua, PNU-142300 u PNU-142586 e ce
MPOMEHAT IPH MALHEHTH C Jieka A0 YMepeHa uyepHoapobHa HeaocrarbyHocT (T.€. Child-Pugh iac A wiu
B). ®apMakOKHHETHKATA Ha JIMHE3OJM IPH MALHEHTH € TeXKKa HepHOAPoOHA HEAOCTATLYHOCT (T.€.
Child-Pugh xnac C) He e oueHaBaHa. Benpeku TOBa He ce 04yakBa HapyIIEHMATA B YepHOApOoOHaTA
QYHKLMSA Aa MOBIHSAT 3HAYHTENHO MeTaboTH3Ma Ha JTHHE30/H ], Thil KaTo Toli ce Mmﬁmmupa )pes
HeeH3HUMEH npotec (BX. TOYKH 4.2 1 4.4). LA




[leaAuWaTpHU4HAa NMOMY.I < 18 roauHu

Hama nocTaTh4HO JaHHU 32 6€30MacHOCTTa H €(PeKTHBHOCTTA HA JINHE30JIM ITPH Aelia H KOHOUIH

(< 18 roanH#) H cieA0BaTEHO NMPUICKEHUETO HA JIMHE30/IUA B Ta3H Bb3PACTOBA IrpyIia He €
Npenopb4UTENHO (BXK. Touka 4.2), HeobxoauMu ca AOITHIHATETHH ITPOYYBAHHA, 33 Aa CE YCTAHOBAT
NpenopbKH 3a He3onacHa U edekTUBHA No3upoBKa. [IpoyyBaHuaATa BEPXY dapMaKOKHMHETHKATA IMOKA3BAT,
ye cjiea eAHOKpATEH H MHOTOKPATEH NTpHEM TIpH eua (1 ceaMuua 1o 12-roaviiiHM), KNUPBHHCHT Ha
nuHe30a4n (Ha fazara Ha KMJIOrpaM TEJIECHO TEerJIo) € I0~-BHCOK MPH NEAWATPUYHHTE NALHEHTH,
OTKOJIKOTO NMpPH BB3PaCTHH, HO HAMAJIABA C YBEJIHYABAHE HA BBL3pACTTa.

I1pn neua or 1 ceamuuia no 12 roausm npuwiaranero Ha 10 mg/kg Bcexku 8 yaca qHeBHO NoxasBa
eKCNo3uLus, noJo0Ha HA Ta3H, KOATO ce nocTura ¢ 600 mg ABa MbTH AHEBHO MPH BB3PACTHH.

I1px HOBOpOEHH Ha BB3pacT A0 | ceamMuua, CHCTEMHHAT KTHPBHC Ha IMHe30nu (6azupaHo Ha kg
TEJIECHO TErJI0) Ce MOBHINaBa 630 Mpe3 mepBaTa CeAMHILIA OT KUBOTA. 3aTOBA KbpMadeTa, MOTyJYaBallH
10 mg/kg Bcexu 8 yaca qHEBHO, LUE UMAT Hakl-BUCOKA CHCTEMHA €KCIO3WIIHA HAa IMbPBUA AEH OT
paxaaneTro. Brnpekn ToBa He ce O4aKkBa NpeKoMepHa KyMyJalius NpH Ta3H CXEeMa Ha JO3UpaHe Mo BpeMe
HA ThpBaTa CEAMMLIA OT XKUBOTA , THH KATO KMHPBHCHT c€ MOBUILIaBa §bP30 Npes TO3U NMEPHOA.

Ilpu 1onomm (12 a0 17 roauun), papMaKokMHETHKATa Ha TIHHE30JIM € CXOAHA C Ta3H IPH BBE3PACTHHU [IPH
no3a 600 mg. 3aToBa roHOWIH, npuemaly 600 mg Ha Bcexu 12 yaca JHEBHO, 1€ HMAT ChLIATA
€KCIO3ULINA, KaTO Ta3H, HabMogaraHa nNpu RB3PACTHH, MPHUEMALLH ChILATA J03A.

[Ipn neaHaTpHYHH NAUHEHTH ¢ BEHTPUKYJIONSPHUTOHEANEH LIILHT, HA KOUTO € NMPUIAraH JHHE30MU

10 mg/kg Ha 12 wnn 8 yaca, ce HabmozapaTt pa3nHUYHH KOHUEHTPALMH HA THHE30THA B
uepedpocnuHanHara TedHocT (CSF) kakTo cnen eAHOKpaTHA, TaKka M c/ie] MHOTOKPaTHU JO3H JTHHE30MM]L.
TepaneBTHYHHUTE KOHLICHTPAUHHX HE C€ MOCTUraT M noaabpkat TpaiiHo 8 CSF. [lopaau ToBa, ynotpebara
Ha JIUHE30/IH] 32 EeMITUPHYHO JICYCHHE HA NeAHAaTPHYHH NALMEHTH ¢ HH(pEKIIHA Ha LIEHTPAIHATA HEPBHO
CHCTEMA He C¢ Mpenophuea.

IlaneHTH B CTAPYECKA BH3DACT
(DapMakOKHHETHKATa HA THHE3OJMI HE CE MPOMEHS 3HAYHUTENHO MPH NaLMEHTH B CTapYecKa Bh3pacT Ha
65 rogMHu 4 noBeue,

IlallMeHTH OT JKEHCKHU MO

JKeHure yMaT MaNKo Nno-mMarek 00eM Ha pa3npeAesieHHe OT MBXKETE H CPEITHUAT KIIHPBHC Ce HaMansdea ¢
okoJi0 20% npu xopurupaHe CrpaMo TenecHara maca. [nasMeHHTe KOHUIEHTPALIMH ¢a ITO-BHCOKH TIPH
AKEHHUTE H TOBA MOXKE YaCTHYHO Ja Ce OTAAJIC Ha PadTHKUTE B TEJICCHOTO TEr10. Bee nak cpeaHHAT
MOMY)KHBOT Ha JIMHE30JIH HE Ce pa3/InuaBa 3HAYHTEIIHO MPH XKEHH U MBXE H HE C€ OYaKBAa IIa3MEHHUTE
KOHUEHTPALHMH IPH XKCHHUTE Aa ¢ MOBUILUAT 3HAYMMO HaJ Te3HU ¢ JOKa3aHa MOHOCHMOCT M, CIIeIOBATEeTHO
H¢ ¢ HeoOXOAUMO aJarrTHpaHe Ha J034aTa.

5.3 IlpeaxnuHMYHH AAaHHH 32 0e30MaACHOCT

JIuHezonua HamansaBa GepTWINTETA U PeNpOAYKTHBHATA CIIOCOOHOCT MPH MBXKKH TLTHXOBE NPH HUBA HA
€KCIIO3HLUA, MPHOIU3NTENHO PABHHM Ha Te3U, OYaKBaHU NpH Xopa. IIpH NMonoBo 3pesi }KUBOTHH TE3U
edexTu ca oOpaTumMu. BupekH TOBa NpH MIIAAH )XKHBOTHH, TPETHPAHH C IHHE30MHA TNpe3 NMOYTH LieIns
NepHOA Ha MOJIOBO Ch3pABaHe, Te3U edekTH He ca u3uesHanu. Ordensasanu ca abHopMHa Mopdonorus Ha
CIEpMAaTa B TECTHCHTE HA 3PEJTH MBXKKH TUTEXOBE H XHIIEPIUIaszHsa Ha eNHUTETHH KJICTKH B HaZACEMEHHHKA.
JInne30nua BEpOSTHO MORJIMABA Ch3PABAHETO Ha CIIEPMATO30MAMTE NpH ruIbXosere. JlobaBiHeTo Ha
TECTOCTEPOH HE NOBJIMIBA MEAUMPAHUTE OT IMHE30NHA edekTH BLPXY (epTriHTeTa. [IpH KyueTa,




TPETHPAHHK B NMPOIbIDKEHHE Ha ¢IMH MeceLl, He e HabmoaBaHa XHNEpTpodus Ha HANCEMEHHNKA, BBEITPEKH
Ye MPOMEHMTE B TErNIOTO Ha MPOCTATATA, TCCTHCHTE H HAaJICEMCHHHKA Ca OWTH BUAHMH.

H3sciieABaHMaTA 32 PeNpOMYKTHBHA TOKCHYHOCT NP MMINKH W IUTHXOBE HE JaBaT 0KA3aTC/ICTBA 34
TepaToreHeH epeKT IPH HMBA Ha eKCNO3ULHA CHOTBETHO 4 ITHTH MO-BUCOKH WIH PABHH Ha TE3H, OYAKBaHH
npu xopa. CHIIMTE KOHIIEHTPAUMH Ha JIMHE30/K] €2 NIOKa3a/lH TOKCHIHOCT BBPXY MaiikaTta npy MUIIKH U
ca CBBLP3aHH ¢ MOBHILIEeHa eMOPHOHAIHA CMBPTHOCT, BKITIOYHTEHO 3ary0a Ha LyUIOTO NOKOJEHHKE,
HAMaIABaHe Ha TEJASCHATa Maca Ha IU10Aa H M30CTPAHE Ha HOpMA/THaTa FeHCTHYHA NPCAUCTIOZHLIMA KbM
CTEpHAIHH NPOMEHH B MOKOJICHUETO Ha MHUUIKHTE. [IpH murbxose ce otbenn3Ba cnadba TOKCHYHOCT NpH
MailikaTa npy eKCMO3KLMH, NO-HUCKH OT OYaKBAHWUTE KIMHHYHH TAKHBA. 3abenq3Ba ce jieka deranHa
TOKCHYHOCT, H3Pa3e¢Ha KaTO HaMajIeHO Terio Ha IL10Aa, MOHKWKEHa ocupHuKalMg Ha rPbAHATA KOCT,
HAMAJIEHA BEPOATHOCT 3a OLIE/IABAHE HA MATKHMTE H JIEKO 3aKbCHEHHE B CB3PABAHCTO. ITpu undpToceane
CBHILUTE TE€3H MAJIKH TIOKa3BaT 00paTiMo J0303aBUCHMO YBEIHUEHHE Ha MPEHMILTAHTALIHOHHHATA 3aryba,
ChC CHOTBETHO HaManapaxe Ha eprunurera. [Ipy 3afii peyLiHpaHO TEIECHO TEIIO Ha deryca ce
NoJy4YaBa CaMo NpH HAJIHYKE Ha TOKCHYHOCT 3a MafikaTa (KNHHUYHY CUMITTOMH, PERXYLIMPaHO TEJIECHO
Terno, U3pa3xoOBaHe Ha XpaHa) NMPH HUCKH HHBA HA CKCTIO3HLIMA 0,06 ITbTH B CPaBHEHHE C OYAKBAHATA
eKCIIo3MLMs U Xopa, GasupaHo Ha AUC. M3BecTHO €, Y€ TO3H BHA € TyBCTBHTEIICH KbM aHTUOHOTHLIM.

JInHez0/IH0 W HErOBUTE META0OJIUTH C€ EKCKPETHPAT B MJIAKOTO HA KbPMEIIH IUTBXOBC H HabmoNaBaHUTE
KOHLIEHTPALIMH Ca MO-BUCOKH OT TE3H B MAHYTHHATA MIa3mMa.

JIuHezoNMA NMpeAU3BIKBA 00paTHMa MHENTOCYTIPECHA TIPH ILTBXOBE H Ky€Ta.

ITpu IUIBXOBE, HA KOWTO € MPHJIarad NepopaHO JIHHE30HMA B NPOAB/DKEHNE Ha 6 Mecelia, € HabmogaBaHa
HeoGpaTHMa MHHMMANTHA JI0 JIEKA aKCOHANHA JiereHepaliis Ha CXHaTyCOBHA HEPB NIPH 21034

80 mg/kg/aHeBHO; ChIIATA aKCOHATTHA NereHepalus ¢ HabmogaBaHa Npy MBXK, MpYMeMall Ta3y 1034 Mo
BpeMe Ha MeXIWHHA HEBPOCKOIMHA Ha 3-HA MECELl. 3a na ce Moay4aT JOKa3aTesICTRA 3a AereHepalya Ha
3PUTEIHUA HEPB, € HalMpaBeHa OLIEHKA Ha nepdy3HoHHO-(HKCHpaHH ThkaHH. Ciiex 6 Mecela
NPWIOKEHHE, MPH ABa OT 3 MBXKKH 1UTbXa € OWla BUIHA MHHHMANTHA 10 yMepeHa JereHepalya Ha
3PUTEIHUA HEPB , HO AHPEKTHATA BPB3Ka C JIEKapCTBOTO © 61na HeyOeauTeNnHa, NOpaJaH OCTPHS XapakTep
HA HAXOAKATAa H HeCMMETPHYHOTO ii pasnpenencHue. HabnronasaHaTta AereHepalya Ha 3pHTCIHIs HEPB ©
6112 MUKPOCKOTICKH CPABHHMA ChC CIIOHTAHHATA JSreHEpaliud Ha 3pHTCIHHA HEDB, choOInaBaHa MpH
BE3PACTHH IUTHXOBE H MOXKE J1a PEACTAB/IABA H30CTPAHE HA HIMCHEHHE OT obuy xapaxrep.

IMpeakNMHAYHKWTE AaHHH, 6a3MpaHy Ha OOIIOMPHETHTE METOAM 38 H3C/IEABAHE Ha TOKCHYHOCT IMPH
MHOTOKpATEH NTpHEM W FeHOTOKCHYHOCT, HE MIOKa3BaT ocobeH pPHCK 3a XOpa, OCBEH 34 IPpYIHTe, NTOKAa3aHH
B Apyru Touky Ha Tasu KXI1. Macneapauud 3a KaHLEPOreHHOCT/OHKOTCHHOCT Ha ca NMPOBEKAAHH, NOpanH
KpATKHA NEPHOA HA JO3MPaHe H JIMINCATa HA TeHOTOKCHYHOCT TNPH CTAHIAPTHHTE COPHH H3CNeaBaHKA.

6. GAPMAINEBTHYHU JAHHH

6.1 COoechK HA NOMOINHATE BEMECTBA

[ noko3a MOHOXHAPAT,

Harpues uurpar auxuapar (E331)

JIumMoHeHa Kucenuua, 6espoaHa (E330)

X TopoBOAOpOAHa KHcennHa (3a ananmupase Ha PH)
Hatpues xuapokcus (3a ananrupane Ha PH)

Bopa 3a MHDKEKITHH




L

6.2 HecLBMECTHMOCTH

He tpabea na ce ppBexzaT 1o6aBkd KbM TO3H pasTBOp. lIpH HeoOXOAUMOCT OT € JHOBPEMEHHO MPHWIAraHe
C JIMHE30JIH BCAKO OT ChbIIBTCTBAUIXTE NleKapeTBa TpAdBa ga Obae NpUaaraHo OTHEIHO, B CbOTBETCTBHE
cbC COOCTBEHHTE MY YKa3aHHi 3a ynorpe6a. ITo chiuua Ha4MH, aKo ce Hajiara M3MoJI3BaHeTO Ha 00Ina
MHTpaBeHO3HA CHCTEMa 3a MOCEIOBAaTeNNHH HHY3HH Ha Pa3IHIHH JIEKapCTBa, CHCTEMaTa TpabBa fa ce
IIPOMHE MPEAH H CNIEJ BbBEXIAHETO Ha JIMHE30H/ ChC CHBMECTHM HH(Y3HOHEH Pa3TBOp.

H3BecTHO ¢, ye pa3TBopbT Ha JInHe3zonmna [ondapma ¢ PH3UYESCKH HECBBMECTHM CBHC CIICAHHTE BELIECTBA:
amboTepuLdH B, X10pnpoMasyHH XHOPOXAOpHI, ZHA3eNnaM, NEHTaMHAHH M3€THOHAT, EPHTPOMMLIHH
naxToOHOHAT, (PEHUTOHH HATPHH H cyndaMeToKCca3oN/TpUMeToNpuM. ChLIO Taka TOH € XUMHYHO
HECHBMECTHM € He(TPUAKCOH HATPHIA.

6.3 Cpok Ha rogsocrt

[Ipenu orBapaHe: 3 rOAHHH,

Cnen oTBapsAHe: XMMHUYHAT2 U (HU3MYHA cTAOHITHOCT 110 BpeMe Ha ynoTpeda e nokaiaHa 3a 24 yaca npH
temneparypa noj 30°C, 6e3 HeoOx0AMMOCT Aa ce Na3H OT CBETJIHHA.

Cnen cMecBaHe (¢ pa3TBOpHTE H30pOeHH B Touka 6.6): XHMHYHATA H GU3NYHA CTAOHTHOCT € JOKa3aHa 3a
2 yaca npu 25°C, 6e3 HeoOXOAMMOCT Za C€ Na3H OT CBETIIHHA.

Ot MHKpOOHONOTMYHA INIeTHa TOYKA MPOAYKTHT TpAOBa fia 661¢ U3Nnoa3Bad He3abaBHO. AKO He ce
M3M0/3Ba BeAHAra, NPOABDKHTETHOCTTA W YC/IOBUATa HA CHXPAHEeHHE Ha OTBOPEHUA NPOAYKT Ca Ha
OTTOBOPHOCTTA Ha noTpebuTens.

6.4 Chnenna/JJHH YCJI0BHSA HA CHXPaHCHHE

To3u nexapcTBeH NPOLYKT He M3UCKBA CIIELMATHH YCIIOBHA Ha CbXxpaHeHue. ChXpaHsapaiTe
NOJTHETHICHOBHS CAK B KAPTOHEHATA KYTHA, 3a [1a I'o NPEeAIIa3sHTe OT CBETIHHA.

6.5 Brau chabpKaHHE HA ONAKOBKATA

To3u nexkapcTBeH NPOOYKT € OMAaKOBaH B CaKOBE OT NoueTHNeH ¢ HUcKa TbTHOCT ((LDPE) 3a
eaHoKpaTHa ynorpeba, odopMenu ¢ agamrop Tin Insocap, ceaspskamuu 300 ml pasteop (600 mg
JTAHE30JTH]).

Beaka xkyTis ¢pabppaKka 1 win 10 nonMeTwieHOBY caka.

He BcHukH BHIOBE ONMAKOBKH MOrart aa ObaaT ImyCHaTH B npoaaxoa.
6.6 Chnenmajnnn DpeiNa3HH MEpPKH NPH H3XBbP/ASHE

Camo 3a egHokpaTHa yrnotpeba. [Ipopepere 3a MHKpOTEYOBE Upe3 NMPHTHCKAHE HA NOJIUCTHIICHOBHS CaK.
AKO OT Hero HMa H3TH4YaHe, He o U3No3saliTe, Thit KATO CTEPIITHOCTTA MOXKeE Jia Obie HapylleHa.
PasTBOpsT TpsiOBa A2 OpAe BU3YANTHO NMPOBEPEH Mpeau ynotpeba U aa ce n3nossa caMo OMCTBp pasTBop,

0e3 YaCTUIIH.

Crnen npoBepka Ha 3ApaBHHATA H OTCTPAHABAHE Ha 3aIIHTHOTO (POIHO, NONUETHIEHOBUAT cak TpAOBa aa
ce CBBPIKE KbM CHCTEMaTa [oCpeICTBOM AByKaHauHa uria. He uanonspafite Te3H cakoBe 3a CEpHHAHHU

CEBP3BAHHA.




Besxo Hen3nonssaHo xonHuecTBO TpabBa Ja ce U3XBBPIH. JIa He ce CBBP3BAT YACTHYHO H3TION3BAHM
CaKoBe.

JInnesonun Ilongapma pasTeop € CBBMECTHM CHC CIIEJHHTE pa3TBOPH: 5% rmoKo3a 32 HHTPAaBEHO3HA
HHy3nd, 0,9 % HaTpHeB xyopua 3a HHTpaBeHO3Ha MHGY3HA, TakTaTeH Ringer PasTBOP 34 HIDKEKLHH.

Hsama crieiManiy H3HCKBaHMA 34 W3XBBPILAHE.

Hen3non3paHUAT JIEKAPCTBEH NPOAYKT WM OTIIaNbYeH MATEPHAN OT HEro TPAGBa a Ce U3XBBDIAT B
ChOTBETCTBHE C MCCTHHTE W3HCKBAHMA.
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