KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

. HME HA JIEKAPCTBEHUSI [IPOXYKT N3MbAKNTENHA AI'EHU,MEI il I'IEKAPGTMT.Q
Kpamuxa xapaxmepucmuxa Ha npog yKma - ﬂpu,«m.m enye |
Jlunezonna Kabu 2 mg/ml undy3uoHeH pa3TBop Kom Poz. Ne . ‘?*_20‘('—'(-03-2 L
Linezolid Kabi 2 mg/ml solution for infusion s . e
poLusHUe 03-10- 205
BG/MA/MP - 7‘9 967 A
2. KAYECTBEH H KOJIUMECTBEH CBCTAB Jgobpenue Ne .............ccoovuveveiii S

1 ml uHdy3uoHeH pa3TBOp cbabpka 2 mg nvHesonua (linezolid).
Bceku uHgy3znones cak win 0yruiaka ot 300 ml ceaspxka 600 mg nuHezonua.

[ToMownHK BellecTRa ¢ M3BECTHO AeircTBHE: Becekd 300 ml cuabpskar cbwo 13,7 g rmoko3a u 114 mg
HaTpHM.
3a MBJIHHA CMHCBK HA MOMOLUHUTE BelllecTBa BHXKTE To4Ka 6.1.

J. JIEKAPCTBEHA ®OPMA

UHdy3noHeH pa3TBOp

Freeflex cakose: M30TOHHYEH, OHCTHP, NPAaKTHYECKH HE ChOBPKALL HaCTHLIHM, O€3LBETEH 10 XKbAT
pa3TBOP.

KabiPac 6yTunku: M3oToHMYeH, GUCTBP, MPAKTHYECKH HE ChIBPIKALL YaCTHLH, 6€31[BETECH 0 KXBAT
MK 1Ko KateHHKAB pa3TBOpP.

pH: 4,6-5,0
Ocmonanurtet: 270-330 mOsmol/kg

4. KJ/IMHUYHU JAHHU
4.1 TepaneBTHYIHH NOKAZAHAA

HozokoMuanHa mHEBMOHHA
[THeBMOHUS, NpraoOHUTa B 0OLLIECTROTO

Jlnvezonua Kabu € nokasaH npu Bb3pACTHH 32 JieYeHUe Ha ITHEBMOHHKA, npuaobuTa B 061ecTBOTO U
HO30KOMHAaJTHA NMTHEBMOHMS, KOTAaTO € M3BECTHO WIH ce MpeAronara, 4e ca NPUuUUHEHH OT
4yyBCTBHUTENHH | paM-nonoxurenyu daktepun. Ilpu onpenensine ganu Jluneszonnn Kabu e noaxomau
33 JaJICHO JleyeHHe, TpaOBa Aa ce B3eMat NpeaBull pe3yjiTaTuTe 0T MUKPOOUONIOrHYHHTE TECTOBE WK
nHdopMmaumaTa 3a npeobianapailarta pe3sUCTEHTHOCT KBM aHTHOAKTEpPHATHHU CpeACTBa cpea [ pam-
MOJOXKUTENHU DakTepHu (BIOKTE TOYKa 5.1 3a NOAXOAALIUTE MUKPOOPFaHU3MH ).

JIuHe30onuA He € aKTUBEH cpellly WHQeKIUHd, IPUYHHEHH OT I paM-OTpHLATENHH NAaTOreHH.
AKO € IOKYMEHTHPaHO WM Ce MOA03KHpa HATHYHUETO Ha I paM-OTpHLUATENEH NaTorcH, TpabBa

eJHOBPEMEHHO Aa ce 3anoyHe crneluduyHa repanus cpelly [ paM-oTpruaTeIHUTe MUKPOOPraHM3MH.

YCNoXHEHU HHQPEKIIUK HA KOXKATA U MEKMTE ThbKaHHU (BUXKTE TOUKA 4.4)




JIunesonup TpabBa Aa ce U3MOJI3Ba NPU NALMEHTH C YCIOXKHEHW HHPEKLU UM Ha KOXKaTa U MEKHUTE
THKAHH C U3BECTHA WJIH Bb3MOXHA CHITLTCTBALA HHDEKLNA ¢ [ paM-OTpULaTETHH MUKPOOPTraHU3MH,
CaMO aKO HAMa HATHYHH aNTEPHaTHBHH Bb3MOXCHOCTH 3a JieueHue (BUKTE Touka 4.4). Ilpy tezu
obcTosaTencTaa TpaOpa Ja ce 3anoyHe €AHOBPEMEHHO JIeYeHHe cpewty | paM-oTpuuaTenHure
MUKPOOPTraHU3MH.

JleueHueTO ¢ TMHEe30MKa TpAOBa Aa ce 3ano4yHe caMo B SOTHHUYHA Cpella U clied KOHCYJITaUMA CbC
CLOTBETEH CMCLUHATACT KATO MUKPOOHONOT WK CIIeLHAIINCT MO HHPEKUHO3HU BoNeCTH.

TpaGea na ce uma npeABU] OPULAANHOTO PHKOBOJACTBO OTHOCHO NMOJAXOAA1UATa yrioTpeda Ha
aHTUOAKTepHAaNHU CPEACTBA.

4.2 [1o3HpoOBKA H HAYMHH HA APHJIOKEHHE

Ho3upoBka

JIunesonun Kabu 2 mg/ml uHgpy3voHeH pa3TBop MOXe 1a & U3M0JI3Ba KATO HavaiHa TeparHs.
[TalueHTHTE, KOUTO 3aNOYBAT JICUEHHUE C NAPEHTEPATTHATA fleKapCTBeHa GopMa MOXeE 13 NPEMUHAT
KBbM nepopanHa ¢opMa, KOraTo e KIMHUYHO Noka3aHo. B TakkBa ciydau He € HeoOXoauMo

KOPDHUTHPAHE Ha A03aTa, TbH KATO JIMHE30JIMA UMA nepopalidHa OHOHAIHYHOCT OT HpHﬁJ]HBHTEJIHD
100%.

IIpenopvuumenna 003Upoaxa u NPOOBAICUMENHOCI HA NEYEHUE NPU 8bIPACIIHU:
[TpoAbHKATENHOCTTA HA JIEHeHWe 3aBUCH OT NAaToreHa, MACTOTO Ha HHGEKLMS U HellHATa TEXKEeCT U OT
KIIMHUYHHUA OTTOBOP Ha MALMEHTA.

CnenHHWTE NPENOPHKH 3a NPOABIDKHTENHOCTTA HA TEPANUATA OTPA3ABAT MPOABIKATENHOCTTA,
M3MOJI3BaHA NPH KIMHWYHKATE U3MHTBaHHWA. [10-KpaTKH CXEMH Ha JIEUEHHE MOXKE Ja ca MOAXOAALLH
NPH HAKOW BHAOBE HHQEKLUMUH, HO HE CA OLICHABRAHH B KIIHHUYHH H3MHTBAaHKA.

MakcuMaHaTa NPOaB/KUTEHOCT Ha JiedeHHe € 28 nHu. bezonacHocTTa U edeKTHBHOCTTA Ha
NTUHE30UA TIPU MPUIIOKEHHE 32 TIEPUOAH MO-ABJIrMA OT 28 AHMU HE Ca YCTAHOBEHH (BHKTE TOUKA 4.4).

He e HeoOxoauMMO NOBUILIABAHE HA NpenopbUYMTEeNHATa AO3UPOBKA WIK Ha NPOAB/DKUTENIHOCTTA Ha
NeYyeHHe NMpH HHPEKLHH, CBbp3aHH CbC CBITBTCTBALLA bakTepueMus.

[TpenopbkuTe 3a JO3UPAHE HA UH(PY3UOHHHUA pa3TBOP Ca KAKTO CJIedBa:

HAudexnun Hdo3upoBka IlpoAbL/KMTENHOCT HA |
_ _ JJeUEeHHE _

Ho3zoxkoMuanHa NHEeBMOHUS 600 mg nBa mTH AHEBHO 10-14 nocienoBaTeHU AHH

[IneBMoOHuUs, npuacOUTa B

001LECTBOTO

YcenoxneHd vHGpeKUMY Ha Koxata 4 | 600 mg nBa nbTH AHEBHO l

MEKHATE ThKAHH i _

[leduampuuna nonyaayus:

Hsama gocTaTb4HO JaHHU OTHOCHO 0€30MacHOCTTa M €(PUKACHOCTTA Ha TMHE30IUA NMPH ACLA U IOHOLLH
(< 18-roauinnHa BL3pacT), 3a Aa C€ HAMpaBAT NPENOpPHKY 3a Jo3upaHe. HanuyHUTE MO HAaCTOSLIEM
IDaHHHU ca onucaHu B Touku 4.8, 5.1 U 5.2, HO NpenopbKH 3a ZO3UPOBKA HE MOTaT Ja 6b4aT NaacHM.

Cmapuecka 8b3pacm:
He ¢ HeobxoauMo kKopHUrHpaHe Ha A03aTa.

bvbpeuno yapeoscoane:
He ¢ HeoOxoaumo KopurvpaHe Ha Ao3ata (BHKTE TOYkH 4.4 u 5.2).




Teowcko 6vbpeuno yepexcoane (m.e. Cler < 30 mli/min):

He e HeoOX0AMMO KOPHUIrMpaHe Ha J03aTa. Thbi KaTo KNMHHYHOTO 3Ha4YE€HHUE Ha MO-BMCOKATA
excrno3uius (10 10 MbTH) Ha ABaTa OCHOBHU MeTaboNHMTA HA IMHE3ONHI NPH NMALHEHTH € TEXKA
61LOpeyYHa HEMOCTATLYHOCT € HEW3BECTHO, JIMHE30NA TPAOBA Aa ce U3Mmon3sa ¢ 0COOEHO BHUMaHUE
[IpY TE3H MALKUEHTHU M CAMO KOTaTo Ce CUMTA, Y€ OHAKBAHATA MC/13a HAAXBbPJISl TEOPETHYHUSA PHUCK.

Twit kaTo npubnuaurenHo 30% oT go3aTa Ha IMHEZ0MA Ce OTCTPAHABa 110 BpEME Ha 3-Te 4aca Ha
XeMOaMaln3a, JIMHe301uA TpAOBa Aa ce Mpuiara cieq AUann3a Mpy NauueHTy, NonyyaBaly TakoBa
neyeHue. OCHOBHHTE MeTabONUTH Ha NHHE30/IHA CE OTCTPAHABAT B U3BECTHA CTENEH MPH
XeMOAHaTH3a, HO KOHLEHTPaLlMHUTE Ha T3 MeTabONNUTH cd BCe OLE 3HAYMTETHO MHOIO MO-BHCOKH
c/iell JHanu3a OTKOJIKOTO Te3H, HabMoaaBaHH! Npy NALUEHTH ¢ HOpManHa ObOpeyHa QyHKUMS WK ¢
neka 10 ymepeHa 6b6peyHa HeI0CTATBYHOCT.

[Topanu TOBa, MMHE30JUI TPAOBA Aa C€ U3MO3Ba C 0OCOOEHO BHUMAHHE MPH NMALHEHTH C TEKKA
Ob0peyHa HeAOCTATHLHHOCT, KOMTO ce MOANAraT Ha AHanu3a ¥ CaMoO KOraTo Ce CuMTa, Y€ OYaKkBaHara

MoJa3a HAAXBDBPIIA TCOPETHYHAA PHCK.

Jlo AHec, HAMA OMNHUT ¢ NPWIOKEHHE Ha JIMHE30K Ha NALMUEHTH, MOJIOKEHH Ha HenpekbCcHaTa
amMbynatopHa nepuroHeanHa auanusa (continuous ambulatory peritoneal dialysis, CAPD) unu ¢
aJITEPHATHBHO JIeueHUE Ha OBbOpeyHa HeNOCTaThbYHOCT (OCBEH XEMOAHAIIN3a).

Yeprodpobro vepeoicoane:

He e HeoOxoauMo kopurupaHe Ha go3ara. MMa obaye orpaHUYeHH KIUHWYHU JAHHH U €
NPENOPBHYUTENHO JIMHE30IU AA €€ U3NOI3BA NPH TAKHBA NALMEHTH CaMO KOraTo Ce CYHUTa, Ye
OYaKBaHaTa MoJi3a HAAXBBP/SA TEOPETHYHHSA PUCK (BHIKTE TOUKHK 4.4 1 5.2).

HauyuH Ha NpHAOKEHHE:
[IpentopbyuTenHaTa X034 HA JIHHE30IN] TpabBa 1a ce npunara MHTPaBeHO3HO ABA MTbTH JAHEBHO.

HauuH Ha npunoxkenune: MHTpaBeHO3HO NPUITOXEHUE.
Mudy3uoHHUAT pa3TBOp TpAbBa na ce npunara 3a nepuon ot 30 go 120 MUHyTH.

4.3 [IlIpornBomoxazanusd

CBpPBXYYRCTBUTENHOCT KEM AKTUBHOTO BELIECTBO MIH KBM HAKOE OT IOMOLIHHTE BELUECTBA,
n36poeHH B TOYKa 6.1

Jinnezonua He TpAdBa Ja ce U3NON3Ba NPH NALMEHTH, MPUEMAILH HAKOH JEKAPCTBEH NMPOAYKT, KOWTO
MHXUOKpa MOHOAMHHOOKCHIa3H A WK B (Hanp. deHen3uH, uzokapdbokcazuy, Ceeruiius,
MOKI00EMHA) KM 10 ABE CEAMULIM CNE/ NTPUEMa Ha HAKOH TaKbB JIEKAPCTBEH NMPOIYKT.

OcBeH aKo HAMAa HAJIMUHH YCJIOBHMA 3a CTPUKTHO HabNIOOCHHE M TIPOCNEAABAHE HA apTEPHANTHOTO
HaJIATaHe, THHe30IuA He TpaOBa Ja ce rpunara rnpyu NnalleHTH CbC CIEAHNUTE ChITBTCTRAIM KITHHWYHU
CBCTOAHHA WM IEKYBAHH €JHOBPEMEHHO ChC CNEeIHUTE BUJOBE JIeKapCTBa:

- [lalueHTH ¢ HEKOHTPOJIMpaHa XHNEPTOHUA, PEOXPOMOLIMTOM, KAPLIUHOKA, THPEOTOKCHKO3A,
OMnoNApHA AENpPecHs, IIN30adeKTHRHO pa3CTPOMCTBO, OCTPU ChCTOSHUA Ha 0OBPKBaHe.

- [NanueHTH, NpUeMalIHM HAKOH OT CIECAHHUTE JieKapcTBa: HHXMOKUTOpH Ha 0OpaTHOTO 3aXBallaHe HA
cepOTOHHHA (BUXTE TO4YKA 4.4), TPHUUKIHYHU aHTKIACTIPECAHTH, ArOHUCTH Ha CEPOTOHUHOBHTE
S-HT) peuenropu (TpHNTaHK), CHMNATOMHUMETHYHHU CPEACTBRA C NIPAKO U HENPAKO NEHCTBHUE
( BKIIIOUHMTENHO aAipeHEPrHYHUTE OpOHXOAUITATATOPH, TIcEBIOEPEAPHUH H PEHHUINPONAHOIAMHH),
Ba3OMPECOPHH CPeCTBa (HANP. eNHHEPPHH, HOPENHHEPPHH), NONAMHHEPrHYHH CPelCTBa (Hanp.
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4.4 CnenxmManHH npeayIpexIeHHs H NpeaAna3Hi MePKH NpH ynorpeda

Muenocynpecun

Cpobniasa ce 3a MUeRoCynpecus (BKMIOYUTEIIHO aHEMUA, TEBKOTICHUA, MAaHUMTONEHHA H
TpoMBOLIMTONEHHA ) NPH NALIMEHTH, NOJyHaBaliy JUHe3onua. B cayyanuTte ¢ H3BECTEH U3X0M, MPH
[peycTaHOBSABaHE Ha MTMHE30MU] 33CETHATHTE XEMAaTOJIOTHYHH [10Ka3aTeNny ce NOBUILIaBaT 10 HUBATa
npenu nedcHUueTo. PUCKBT OT TE3H €PEKTH U3rNexaa € CBbp3aH C NPOAB/DKHTEIHOCTTA HA JISYEHHE.
[TaueHTUTE B cTApyecKa Bb3pacT, JIEKYBaHH C JIHHE3O0/IU, MOXKE [1a Ca W3JIOXKEHH Ha MO-TOJIIM PUCK
OT MONYy4aBaHe Ha KPbBHU JHCKPAa3HH OT [0-MJIAATE NALHEHTH.

TpoMOOLMTONEHHS MOXE a Bb3HUKHE I10-4ECTO MPH MNALKUEHTH ¢ TEXKa 0b0peyYHa HELOCTATHEYHOCT,
HEe3aBHCHUMO JIalld Ca Ha AWasik3a WM HE, KAKTO U TPH NaLMEHTH ¢ YMEPEHO 10 TEXKO YEPHOAPOOHO
yBpexcnaHe. [Topaau ToBa, CTPMKTHO NpoCieasBaHe Ha KPbBHA KapTHHA CE MPENOpPbYBa MPH
NaLUHEHTH, KOUTO: UMAT MPEeLIECTBALLA AHEMHS, TPAHYJIOLUUTONEHUA WIH TPOMOOLHUTONEHHUA;
[1077y4aBaT € JHOBPEMEHHO JIEKapCTBa, KOUTO MOFaT Aa MOHWXAT HHBATa Ha XeMOINTOOUH, Aa MOHWXKAT
KPbBHATa KAPTHHA WJIH HEOJIaronpHATHO Aa 3acerHat Opos WM GyHKUMATA HA TPOMOOUMTHTE; UMAT
Texcka OLOpedHa HEAOCTATEYHOCT HITH YMEPEHO JI0 TEXKO YEPHOAPOOHO yBpPEeXAAHE; 110J1y4asar
Tepanus noaeue oT 10-14 guu. JluHezonua Tpadra na ce npunara npy TaKKMBa NALMUEHTH, CAMO KOraTo
€ Bb3MOXHO CTPUKTHO TMPOC/IeJABaHE HA HABAaTa Ha XeMornobuHa, KpbBHATA KapTHHA M Opos Ha
TPOMOOLIUTHTE.

AKO No BpeMe Ha TEPanMATa C JIMHE30JIMI Bb3HHKHE 3HAYHTEIHa MHEIOCYTIPECHs, JiedeHHeTo TpabBa
1a CE Cnpe, OCBEH aKO NMPOABILKABAHETO HA TEPaNMATa HE ce CHMTA 3a abcoNKTHO HEOOXOAUMO, KaTO
B TaKbB CJIy4ai TpabBa Aa ce NPUIOKAT KHTCH3HBHO TMPOCAEASBaHE HAa KPbBHATa KapTHHA H
NOAXOASIIH CTPATErHH Ha JICYCHHE.

OcBeH TOBa, MPENOpPbYBA CE Aa Ce NpocnesBa CeMHYHO NbJIHATA KPbBHA KapTHHA (BKITIOYHTEHO
HUBaTa Ha XemorjobuHa, TpoMbouuTHTe W 061K Opoi NeBKOLUTH U AudepeHUHaIHO DpoeHe) npu
NalUEHTHTE, KOUTO NONTYYaBaT THHEIONKA, HE3ABUCHMO OT H3XOAHATa KPbBHA KapTHHA.

B npoyuBaHusATa ¢be CheTpajaTenna yrnorpeda ce chobliasa no-BUCOKA YECTOTA Ha CEPRO3IHA AHEMUSA
MpH NaLHeHTHTE, NOYYaBally JTUHE30IU 32 [TOBEYE OT MAKCUMAJIHATA TIpenopbYHTENHA
NPOABIKUTETHOCT OT 28 AHM. I1pH Te3u nauMeHTH no-4ecTo ce Hajlara npejivBaHe Ha KpbB. Cyvyan
Ha aHEMH#, HaNaraila npejiniBaHe Ha KpbB, ¢€ ChOOILABAT CHILO M B NMOCTMAPKETHHIOBHA MEPHO/,
KaTO MOBeYe CIyYaHd Bb3HUKBAT MPH MalMEeHTH, KOUTO ca MONYYaBAIM TepanHs ¢ IMHe30NH1 ] 3a
noeeuye ot 28 OHM.

B nocTMapkeTHHIOBUA NEPHOA Ce choDINaBaT cifyvyad Ha cnaepobnacTHa anemus. B cnyyaure ¢
M3BECTHO BPEME Ha HAYasi0ToO, MIOBEYETO NALMEHTH Ca MOJYUYaBAITH TEpanus ¢ JIMHE30JH] Mo-
npoab/KUTENHO OT 28 nHU. [ToBeueTo NaUMEeHTH ce Bb3CTAHOBABAT HAITBIIHO MK YaCTHYHO Clell
NpeyCTaHOBABAHE HA JJUHE30/IU] ChC WK De3 IeueHHE Ha aHEMUATA.

ucbanranc Ha cMbpmHOCMMA 6 eOHO KIUHUYHO UIRUMEAHe NPU NAYUEHMU C KAMembp-aCoYyuUuUpany

[ pam-noroxcumennu unexyuu Ha KpbL800OpAUIEHUEMO

[TpekoMepHa CMBPTHOCT € HabnroaBaHa NpH NMaUMEeHTH, JIEKYBaHHU © JIMHE30NH], B CPABHEHHE C
BaHKOMHLIMH/ JHKIOKCALIMTMH/OKCALMJIKH B OTKPUTO NPOYyYBaHE NPH CEpHO3HO DONHHU MNALKEHTH C
MHTPABACKYJApHH KaTeThbp-acouunpanu uHbekuuu [78/363 (21,5%) cnpamo 58/363 (16,0%)].
OCHOBHMAT (paKkTOp, NOBNMUABALL CMBPTHOCTTA, € CTATYChT HA | paM-nonoxurenHa HHekua Ha
M3XOJHO HUBO. CMBPTHOCTTA € NMoao0Ha NP NalUeHTHTE ¢ UHPEKLUH, NMpUIHHEHH caMo OoT I'pam-
NOMIOKHATENHH MUKPOOPTraHU3MH (koeduuveHT Ha puck 0,96; 95% nosepurenen uurepsan: 0,58-1,59),
HO € 3HauuMo no-pucoka (p=0,0162) B rpynarta ¢ MTHHE3OJIUA NMPH NAIMEHTUTE € APYT BHA NATOreH
WiIH 6€3 NaToreH Ha M3xXO0AHO HUBO (koeduiuMeHT Ha puck 2,48; 95% nosepurtenen unrepran: 1,38~
4,46). Hali-ronemusar gucOanaHc Bb3HMKBA 110 BpeMe Ha JieUeHHe U 0 7 JAHM Clie/l Ipeye AdHE
Ha NpoYy4BaHOTO NekapcTBo. [loBeye maleHTH B rpymnara ¢ JTMHE30/IUA ca npmoﬁmpy

Ha KOXKATa H MEKHTE ThKaHH JIHHE30/IUA TPAOBa J1a ¢e H3MON3Ba NpH nauuemu C H?,Eecﬁiq b .
e £ oo F
Bb3MOXHA CHITETCTBAlIA HHGpeKLMA ¢ [ pamM-OTpHIIaTETHH MUKPOOPraHH3MH, CaAMO aKo HAaMA HMHH Sl
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ANITEPHATHBHK Bb3MOXHOCTH 32 JieueHHe (BHaKTe Touka 4.1). B Te3n cnyuau Tpadbea na ce zanoyne
eHOBPEMEHHO JieueHHe cpelly | paM-OTpHUATESTHHTE MUKPOOPraHH3MH.

Anmubuomux-acoyuupany Quapus u Koaum

AHTHOMOTHK-aCOLHUpPAHHU AHUAPUS YU KOJINAT, BKIFOYUTENHO NCEBAOMEMOPAHO3EH KOIUT U JHapH4,
cebp3ana ¢ Clostridioides difficile, ce cvo0luaBaT BBB Bpb3Ka ¢ yrnoTpedarta Ha MOYTH BCHYKH
AHTHOMOTHLIM, BKJTHOYHTEJIHO JHHE30NKUA K TE MOraT [ia BApUpaT 10 TEKECT OT JIEKa AUapHs 10
dataneH KoJauT. [lopaay ToBa € BaXXHO Ta3u JWarHo34a Ja ce uMa MpeBUA NpH MaLKEHTH, KOUTO
pa3BUBaT CEpHO3HA JAUapHA 110 BpeMe Ha WK cnel ynotpebara Ha nMHE30mMA. AKO ce Nnoao3upa HIilH
CE NMOTBbPAW AHTHOUOTHK-aCOLLMMPAHH RUAPHA WM KOJIMT, TEKYLUOTO IEYEHHE C aHTUOAKTEpHAITHH
Cpe/ICTBA, BKIOYHTENHO NTUHE30IU, TpAOBa 1a ce NpeyCTaHOBH U TpAOBA He3abaBHO Aa ce
npeanpyeMaT adeKBaTHH TEpaneBTUYHH MepKu. JlekapcTBara, MOTHCKALK NIEPUCTANTHKATA, ca
NPOTHBOMOKA3aHU B Ta3K CHTYALIUSA.

Jlaxmamua ayuoosa

Crobiiasa ce 3a JlakTaTHa auMao3a npu ynorpebara Ha nuHe3onud. [lauMeHTUTe, KOUTO pa3BUAT
NPM3HALIM H CHMIITOMHU Ha MeTab0NUTHA aUMa03a, BKIOYWTENHO PEUMAUBHPALLO rajieHe UK
NOBPBINAHE, KOpeMHa 00JiKa, HUCKH CTOHHOCTH Ha OukapOOHATH UM XUIIEPBEHTUIALIMSA, NOKATO Ce
JIEKYBAT JIMHE3014A, TpAORa 1a nonydaT He3abaBHa MeAHLIMHCKA MOMOIL. AKO Bb3HUKHE AAKTATHA
alM103a, 1I0J13HTE OT NMPOAbLKABaHe Ha yrioTpebara Ha THHE3ONUA TPAOBA A c€ NPELCHAT CPAMO
MOTEHLUKAIIHUTE PUCKOBE.

Mumoxondpuanna ducynxyus

JIunesonua HHXUOHpPa CUHTE3aTa HA MUTOXOHAPHAJTHITE MPOTeHHH. B pe3yaTaT Ha ToBa HHXHOUpaHe
MOTAT [a Bb3HUKHAT HEXENaHH CHbOUTHA, KATO JIAKTATHA ai[M1034, AHEMHS M HEBpONATHUR (IPUTENTHA U
nepudepHa); Te3H CLOMTUSA Ca MO-YECTH, KOTaTo JIEKAPCTBOTO C€ U3MONI3BA MO-NPOIALDKHTEHO OT

28 OHH.

CepomoHUR08 CuHopoM

[TonyueHu ca CMOHTAHHHU CHOOIICHUS 33 CEPOTOHHHOB CHHAPOM, CBBP3aH C €AHOBPEMEHHOTO
MPHJIOKEHHE HA IMHE30NU] U CEPOTOHHHEPrUYHY CPECTBA, BKIIIOYMTETHO AHTHAENPECAHTH KaTo
CeNeKTUBHH HHXHOUTOPHU Ha 0OpaTHOTO 3axBaujaHe HA CepoTOHHUHA (SSRIS) U oMUOKIU (BHXKTE TOUYKA
4.5). Ilopanu ToBa, €AHOBPEMEHHOTO NPHJIOXKEHHE Ha THHE30/IUA H CEPOTOHHHEPTHYHH CPEACTBA €
MPOTHBONOKA3aHO (BHXKTE TOYKa 4.3), OCBEH KOraTo TO € H3KIIIUMTENHO HeoOxoaumo. B Te3u cmyuau
MauMeHTHTE TPAOBA f1a ce HabnroaaBaT BHUMATEIHO 3a MPH3HALM MU CHMITTOMM Ha CEPOTOHHHOB
CHHAPOM KATO KOTHWTHBHA IMCPYHKLINA, XHUIIEPITUPEKCHA, XUIIEPppeEKCHA W HapyLUEHA
KOOPpIHHALUA., AKO BL3HHKHAT NPHU3HALM MJIH CUMITTOMY, JIeKapuTe TpAOBa Ja NMOMHCIIAT 32
MpeyCTaHOBABAHE Ha €HOTO HJIM IBETE CPEACTBA; aKO IPHEMBT Ha CEPOTORHUHEPTHYHO CPEICTBO Ce
MPEYCTAHOBH, MOTaT Aa Bb3HUKHAT CUMITTOMH H3 OTHEMaHE.

Paboomuonuza

[Tpu ynorpebata Ha nUHE30/IMA ce chodlaBa 3a pabaomuonusa. JInHezonng Tpadbra Aa ce U3N0a3Ba C
MIOBHILIEHO BHHMAHUE MPU NALMEHTH ¢ Npeapa3nonaraii pakropu 3a pabaomuonusza. Ako ce
HabnroaaBaT npyusHauy win Oene3u Ha pabooMuonusa, MTHHE30NK ] TpaOBa Ja ce NpeKpaTH U Aa ce
3ANMOYHE TEpanus.

XunoHatpuemus U SIADH
XHWNOHATPHUEMHA W/ WIH CUHAPOM Ha HeaIeKBaTHA CEKpeUHsA Ha aHTHAWYPETHYEH XOpMOH (Syndrome

of Inappropriate Antidiuretic Hormone Secretion, SIADH) ca HabnogapaHH NpH HAKOM TMaLUEHTH,

NleKyBaHH ¢ NTMHe3onuA. [IpenopsyBa ce cepyMHHTE HMBa Ha HATPHUI Ja Ce NPOCEAABAT PEOBHO NpH

MALKEHTH ¢ PUCK OT XMIMOHATPUEMHA, KaTO MAaLMEHTH B CTapHeCcKa Bb3pacT HIH nauue @1\4\
é'ﬁ

XHAPOXJIOPTHA3K).

Ilepughepra u 3pumenna negponamus




[NepuepHa HEBPOMNATHA, KAKTO U 3PUTE/IHA HERPONATHA M HEBPUT HA 3PUTEITHUS HEPB, MOHAKOra

nporpecHpailiy Ao 3aryfa Ha 3peHue, ce cbobL1aBat fpH NaLMEHTH, JIeKyBaHH ¢ JInHe3onua; Te3u
cbOOUIEHHS Ca MPEAMMHO TIPH NAaLHEHTH, JIEKYBaHHU NMO-ABJIT0 OT MAaKCHMANTHATA NPENopbYHUTENHA
MPOAB/KHUTENHOCT OT 28 AHM.

Bcuuku nauuneHTH TpaOBa 1a ce CbBETBAT Aa ¢bOOLIABAT 3a CUMITTOMUTE Ha 3IPUTENHO YBPEKIaHE,
KaTO NMPOMEHH B 3pUTENHATA OCTPOTA, MPOMEHH B LIBETHOTO 3PEHHUE, 3AMBIJIEHO 3PECHHUE WU JIEKT B
3pHTENHOTO NnoJie. B TakuBa ciiyyau ce npenopbysa He3abaBHa OLECHKA ¢ U3MTpalllaHe 32 KOHCYJITauus
npu oTAIMOJIOT, aKO € Heo0X0ANMO. AKO HAKOUW MaUKEHTH, MpHeMar Jlnaesonna no-
NPOABJKHTENIHO OT NpenoprsyanuTe 28 AHU, 3puTenHaTa UM PyHKUus TpsOBa 1a ce nmpocyieassa
PEAOBHO.

AKO BB3HHKHE nepHdepHa WK 3pUTENIHA HEBPONaTHA, NPOABLIDKABAHETO Ha ynoTpedara Ha
JInnesonua TpAORa Jja ce NpeUeHH CIIpAMO NIOTEHLIHANHUTE PUCKOBE,

Morke J1a UMa NMOBHILEH PHCK OT HEBPOINATHA, KOTaTO JIMHC3O0JIH A CC U3NOJI3BA TIPH ITAIIUCHTH,
[MpHeMalild B MOMCHTA UJTH MPUEMAJIH HACKOPO aHTHMHKOGQKTepHﬂJ'IHH JICKapCTBa 34 JCHYCHHEC Ha

TybGepKyno3a.

Koneyacuu

CrobujaBa ce 3a Bb3HUKBAHE HA KOHBYJICHM MPU MaLMEHTH, JIEKYBaHH ¢ JIuHe3sonna. B noBeyeTo ot
TE3HW CIy4Yau ce cboOllIara 3a aHaMHe3a 3a I'bPYOBE WK PUCKOBH dakTopH 3a repuose. [laumeHTuTe
TpsOBa Aa 6baaT CbBeTBaHM A3 HHGOPMHUPAT CBOA JIEKap, aKO UMAT aHAMHE3A 3a bPUYOBE.

Huxubumopu na mMonoamunookcugazama

JIuHe3onua € obpaTuM, HECENEKTHREH HHXUOMTOP Ha MOHOaMuHooxeuaasaTta (MAOI),Ho B nosuTe,
M3MOJM3BAHM 33 aHTUDAKTEpHANHM Tepallia, TOH HAMa aHTHaeNpecHBeH edekT. MMa MHoro
OrpaHHUYeHH NAHHH OT MPOYYBaHHSA Ha JIEKapCTBEHUTE B3aUMOACHCTBHSA U 3a B€30MaCHOCTTA Ha
JIMHE30MHU, FIPH [IPUJIAraHETO MY NMPH NALUMEHTH CbC CHITBTCTBAIUM ChCTOAHUSA W/WIH JIEKYBaHH
€IHOBPEMEHHO C NEeKapCTRa, KOMTO OMXa MOIJIH Aa M'd M3JI02KAT Ha pUCK B pesynTtat oT MAO
nHxubupare. [lopaau ToBa, NTHHE30NIKI HE CE MPEMOPBLYRA 3a yoTpeda B TE3H ClIy4au, OCBEH aKo HE €
Bb3MOXXHO CTPUKTHO HabIIOICHHE M NpOcaesBaHe Ha DONHMA (BHKTE TOUKH 4.3 U 4.5).

Ynompeba ¢ xpanu, bozamu Ha mupamuH
[TauvenTrTe TpaOBa Aa OBOAT CbBETBAHM [ HE KOHCYMHPAT IOJIEMHU KOJIHYECTBA XpaHH, boraty Ha

THpPaMHH (BUKTE TO4YKa 4.5).

Cynepunghexyun

ECIJBKTHTE Ha TE€parniaTa C JIHHC30JHA BbpXy HOpMAJliHATa Ebﬂ(}pﬂ HC C4 OLICHAB4AHHKW B KJIMHHYHH
H3ITUTBAHHA.

VYnorpeGaTa Ha aHTHOMOTHIIM MOXKE TIOHAKOra Ja NOBEAE J0 CBPbXPACTEX Ha HEYYBCTBUTEIHH
MukpoopraHusMu. Hanpumep, npubausurenno 3% oT NnauHEeHTUTE, IEKYBaHH C NPEMOPBUYHTETHUTE
O34 JIMHE30JIMA, €a NMOJYHIWIH KaHAH03a, CRLP3aHa ¢ JIEKApCTBOTO, [10 BpeMe Ha KIIMHHYHH
H3MATBAHMA. AKO 10 BpeMe Ha TepanuaTa Bb3HHKHE cynepuHdekuus, TpsOBa Ja ce npeanpremMar
MOAXOAALIY MEPKH.

Creyuannu nonyaayuu
Juuezonun TpadBa ga ce W3anon3pa ocobOeHO BHUMATENHO MNPH NMAUHEHTH C TexXKa OnOpeuHa
HEAOCTATBYHOCT M CAMO KOraTo C€ CUMTA, Y€ OYaKBaHAaTa I10J13a HAAXBBPJIA TEOPETHUHUSR PHCK (BHIKTE

TOYKH 4.2 n 5.2).

Vepexcoane na ghepmunumema




JInHe3onun 0bparuMo Hamansaea hepTHINTETa H UHAYLMpa abDHOpMHa MOPJOJIOrHs Ha
CNEPMaTO30UANTE NMPH Bb3PACTHU MBKKH [UThXOBE NPU HHUBA HA €KCITO3ULINA TPUONU3UTENHO PABHH
HA Te3W, OYaKBAHU MPH YOBEKA; Bb3MOXXHUTE e)eKTH HA JIMHE3OANHA BhPXY YOBELIKATa MbXKa
pPENpPOJYKTHBHA CUCTEMA HE ca U3BECTHHU (BHXKTE TOUYKa 5.3).

Knunuunu uznumeanus
bezonacHocTTa M €PEKTUBHOCTTA HA IMHE3ONUA MTPH NPHUAOKEHUE 33 NIEPUOH, NO-NMPOABILKHTEIHH

OT 28 OHH, HE ca YCTAHOBEHH.

KOHTpONMHpaHUTE KITWHHYHY HU3MUTBAHUS HE BKJIKOYBAT NALKEHTH € I€3MU OT AHADETHO CTHIAO,
NeKyOUTYC WM UCXEMHYHH JIE3UH, TEKKH M3rapsaHua unu rairpenHa. [lopaau Tosa, onuTsT OT
yrnotpebaTa Ha THHE30JIH/ 32 JICYEHUE Ha Te3u ChCTOSHUA € OrPaHHUEH.

Iomownu sewecmea
[ nmoko3a

Bcekn ml ot pasTBopa ceabpxka 45,7 mg (t1.e. 13,7 g/300 ml) rmoko3a. Tosa TpsabBa na ce uma
NpeaBHA NPH NaUMEHTH CBC 3axXapeH AHabeT WU ApYrH CbCTOAHHA, CBbP3aHH C HApPYIUEH ITHOKO3€EH
TOJIEPAHC,

HaTpuis

Bcexu ml ot pastBopa chabpka cbiue ¥ 0,38 mg (114 mg/300 ml) narpui, eksusaneHTHO Ha (,02%
OT MaKCHMAHHA TIPEMOPBYMTENICH THEBEH MPHEM OT 2 g HATPHHU 3a Bb3pacTeH, onpeaenaeH or C30,
KonuuecTrOTO Ha HATPHH TPAOBA Ja ce UMa NPEABUI NTPH NMALUUESHTH Ha AUETA C KOHTPOJIUPAH MPHUEM
Ha HATPHUH.

JIlunesonua WH¢pY3HOHEH Pa3TBOP MOXKE AOMTBIHHTENIHO a CE MPUIOTBH 3a NMPHIIOKEHHE C PA3TBOPH,
ChABbPXKAIM HATPHUHA (BHOKTE TOYKH 4.2, 6.2 U 6.6) u TOBa TpsaOBa ga ce UMa NMPEABUA BbB BPb3Ka C
ob11ua HaTPHH OT BCUYKH W3TOUHHUILIM, KOHTO Lie Obie MPUNOKEH Ha NALIHEHTHTE.

4.5 Bianmoagei#icTBHE ¢ APYIH JIEKAPCTBEHH RPOAYKTH H APYrH GOpPMH HA B3IAHMOAEHCTBHE

Huxubumopu na monoamunookcuoazama

JIudezonua € oOpaTHM, HECENIGKTHBEH HHXUOUTOP Ha MOHOaMHHOOKcHaa3zaTa (MAOI]).

HMa MHOTO orpaHMY€HH AAHHM OT NPOYYBAHUS Ha JIEKAPCTBEHUTE B3aUMOASHCTBUA M 3a
6€30nMacHOCTTa Ha JIMHE3OJU NPY NMPUIIOKEHHE Ha NAalMEHTH, NEKYBaHH €AHOBPEMEHHO C JIEKapCTBa,
KOMTO MOTAT Ja I'M H310KaT Ha pUCK OT HHXHOUpaHe Ha MAOQ. [Topaau ToBa, 1MHE3ONMHA HE ce
npenopbL4Ba 3a yrnorpeda npu rezu o6CcTOATENCTBA, OCBEH aKO HE € Bh3MOXKHO CTPHKTHO HabmoacHHe
M NpocieasBaHe Ha O0NHUA (BokTe TOUKM 4.3 1 4.4).

Homenyuannu ezaumodeicmeus, 800eiyu 00 NOGUUIEHUE HA ADMEPUARHOINO HANAZAHE

[Tpy HOpMOTEH3UBHH 3aApaBH JOOPOBOILM THHE30NK 3aCHIIBA TOBUILIEHHETO HA apTEPUAITHOTO
Ha/fAraHe, NPHYHHEHO OT NcepRoedeapHH U GeHWINPONAaHOAaMUH XHUAPOXIopui. EnHoBpeMeHHOTO
MPUICKEHHUE Ha IMHE30/IU] ¢ ncepacedenprH Wwiv GeHUINpoNnaHofaMuy BOAH 10 CPEIHO
NOBHILIEHHE Ha CHCTOJIMYHOTO apTEPHAIIHO HanaraHe ot nopaabska Ha 30-40 mmHg B cpaBHeHHe ¢
11-15 mmHg nosueHue nNpy caMocToATE/IeH NPpUEM Ha THHe3onua, 14-18 mmHg npy
CaMOCTOATENEH NMpUEM Ha nicesacedenpuH unu peHwmponasonaMus 4 8-11 mmHg npu nnauebo.
[TopoOHK NpoyuBaHHs HE Ca MPOBEKAAHU NPH JIHLA ¢ XUNnepToHus. [IpenopruBa ce fO3UTE Ha
AEKapCTBaTa C Ba30MNpPECOPHO ACHCTBHE, BXIIIOUMTETHO JONMAMHHEPrUYHH CPEICTBa, Aa C€ THTPUPAT
BHUMATEJTHO 3a MOCTUraHE Ha JKEeNaHUsd OTrOBOP, KOraTo Ce MPUarat €eJHOBPEMEHHO C JIMHE30IU.

Iomenyuannu cepomoHuRePIULHY 63aUMOOCUCNBUA

[ToTeHMATHOTO B3aUMOAECHCTBHE JICKAPCTBO-IEKAPCTRO ¢ AEKCTPOMETOpdAaH € U3CIIeaB
3apaBy podpoeonauy. Ha yuacTHunuTe € npunoxeH aekcrpomeropdat (Ase 034 OT 2
4 yaca) cbe wnu 6e3 nuHe3onua. He ca Habmonaganu eQekTH Ha CEpOTOHHHOB CHHIPOM: KBNS
nenup, 6e3MOKOIRCTBO, TPEMOP, 3a4€PBABAHE HAa KoxkaTa, Auadopesa, XUNepnupeKcHs ) npq s rf R
HOPMAJTHHTE JIMLIA, TIONYYABAINM JHHEIONHA U JeKcTpoMeTopdaH. 3\ R
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[TocTMapKeTHHIOB OMMUT: HMa €1HO CHOOLUEHHE 34 NALMEHT, NOAYYHI €PEKTH HA CEPOTOHMH-NO100€eH
CHHAPOM TIpH NIPHEM Ha THHE3ONUA U ASKCTpOMETOpdaH, KOMTO ca OT3BYHANH IIPH NPEYCTAHOBABAHE
HA MPHEMa Ha JBETE JEKapCTBa.

[To Bpeme Ha KnMHHUHATA ynoTpeba Ha MTHHE30IUA CBC CEPOTOHUHEPTHYHU CPEACTRA, BKIIOUYHTEIIHO
AHTH/ICNIPECAHTH KAaTO CEIEKTUBHUTE HHXWOMTOPH Ha 0OpaTHOTO 3axBalllaHe Ha cepoTOHHHA (SSRIs)
# ONHONAH, Ce ChODIIABAT CNyYau Ha CEPOTOHUHOB CUHAPOM. Ilopanu ToBa, Makap 4e
eTHOBPEMEHHOTO MPUICKEHHE € MPOTHUBOINOKA3aHO (BYXTE TOUKA 4.3), MOBEACHHUETO NPY NaUUEHTH,
32 KOMUTO JICUEHHETO C JIMHE30IUA H CEPOTOHHHEPIrHUHH CPEACTBA € XKH3IHEHO BAXKHO, € ONUCAHO B
TOUKa 4.4.

Ynompeba ¢ xparu, bozamy Ha MUpamun
He e HabmoaasaH 3Ha4MM NpecopeH OTTOBOP MPH THLA, IQTYYaBalu €IHOBPEMEHHO NHHE30IH] U

nmox 100 mg tupamuH. Tosa nokassa, ue € HeoOxoauMO caMo Aa ce u3dArea npyuemMa Ha NPeKOMEpPHH
KOMX4YeCTBa XpaHa v HalUTKK ¢ BUCOKO ChABbP’KAHHE HA THPAMHH (HanNp. 3psio CHPEHE, EKCTPAKTH OT
Masl, HeAECTUIIHPAHH AJIKOXOJHU HANIMTKH H NPOAYKTH OT (PEPMEHTHPANTH COEBH 3BbPHA KATO COEB
cOC).

Jlexapcmea, memaboauzupanu om yumoxpom P450

JIWHe30H1A He ce MeTaDOMU3KMpa 3HAYUMO OT €H3HMHaTa cucteMa Ha LUTOXpoM P450 (CYP) u He
MHXUOKMPA HUKOH OT KJIMHMYHO 3HaYMMHTE 3a uoBeka usopopmu Ha CYP (1A2, 2C9, 2C19, 2D6, 2El,
3A4). AHanoruyHo, NTMHE30MUa He MHAyLuupa P450 uszoensumu B nabxose. [lopagy Toea, He ce
ouakBat CYP450-uHayuupaHy JICKapCTBEHHN B3aUMOAEHCTBUA C IHHE3ONIU.

Pudhamnuyun

EdexTsT Ha pridaMIHUYH BopXY GapMaKOKMHETHKATA HA JIMHE3OJU]] € U3CNICABAH TPH LIECTHAAECET
3[IpABH Bb3PaCcTHH AOOPOBOJILU-MBIKE, HA KOUTO € npuiarad auHesonug 600 mg apa mbTH JHEBHO 34
2,5 mHK cbe 1 6e3 pudamnuuuH 600 mg BeNHBK JHERHO B NIPOABL/KEHHE Ha 8 qHH. PrdaMNHUKH
HaManABa Cmax 1 AUC Ha nuHe3onua cboTBeTHO cpeaHo ¢ 21% {90% (1, 15, 27] u cpeano ¢ 32%
[90% CI1, 27, 37]. MeXxaHK3MBT Ha TOBA B3aWMOACHCTBHE U KIIMHWYHOTO MY 3HA4Y€HHUE €A HEHU3BECTHH.

Bappapun

Korato BapdrapuH ce A00aBH KbM TepanMs ¢ JIHHE30/IH B pABHOBECHO ChCTOAHHME, ce Habnwnasa
10% namanenme Ha cpeaHoTo MakcHManHo INR mpH eqHOBpEeMEHHO NpUoKEHUE M 5% HaMalleHUE
Ha AUC INR. Uma HepocTaThb4HO AAHHU OT MALMECHTH, Noay4yapany pap@apyH H AUHE30HI, 32
OLEHKA HA KAHMHHYHOTO 3HAYEHHME Ha T€3W HAXOJKH, aKO HMa TaKkOBa.

4.6 PepTHIAHTET, OPEMEHHOCT H KbpPMEHEe

bBpeMeHHoOCT
HsaMma apexBaTHH AaHHH OT ynotpebara Ha THHe30nua py OpeMeHHH keHd. [IpoyuBanusaTa npu
*KUBOTHH NMOKA3BaT PerpoAdyKTHBHA TOKCUUYHOCT (BHXKTE TOUKA 5.3). ChlUIECTBYBA NOTEHLHAIEH PHCK

3a XOpara.

Jlu"e3zonua He Tpﬂﬁﬂa Ada CC H3I10J13Ba 10 BpEMC Ha 6PEMEHHDCT, OCBCH dK0O HC € KaTCI'OpH4iHaoO
HEDﬁXOHHMD, T.C. CAMO AKO IMOTCHHHAJIHATA IM0J13a HAAXBDBPJIA TCOPCTHYHHA PHCK.

KhpMeHe
JaHHHWTE OT XKHBOTHH TOKa3BaT, Y€ JIMHE3OJIH H HErOBHTE METabONMHTH MOraT Aa NpeMUHaBaT B

KbpPMAaTa U CBLOTBETHO KbPMEHETO TPAOBA fia ce NMpeyCTaHOBH NPEIH H MO BPEME Ha NMPUITIOXKEHHE.

depTunureT
B npoyuBaHHATa NpH KUBOTHH JTHHE3ONUI NPUHYKHABA HAMANECHHUE Ha PepTUIHTETA (B 3
5.3). /
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4.7 Edekrn BBpXY cHoco0HOCTTA 32 IoPpupade H pabora ¢ MALIHHH



[TaLmenTHTe TPAOBa Na ce NpeaynpeasT OTHOCHO [MOTEHLMAIa 32 Bb3HUKBAHE Ha 3aMaiBaHe UIH
CUMIITOMH Ha 3pUTENTHO YBpexaaHe (onucaHu B TOUKa 4.4 1 4.8), 1OKaTO NMojly4aBarT JIMHE30JIUA, H
Tpa0OBa na ce ChBETBAT Aa He WOoPHpaT U Na He paboTAT ¢ MALUMHH, KO Bb3HUKHE HAKOMW OT TE3H
CHUMITTOMM.

4.8 Hexenanu j1eKapCTBEeHH peakKInu

Tabnuuara no-gony npeaocTaBs CHUCHK HA HEXENAHUTE JIEKAPCTBEHH peaKLIWU C YECTOTa,
OCHOBABAllla C€ Ha JaHHHU C BCAKAKRa NPUYHMHHO-CNEACTBEHA BPb3Ka OT KIIMHHUYHHUTE [TPOYYBAaHHUA,
KOUTO BKIOYBRAT noBeve oT 6 000 Bb3pacTHH MALMEHTH, NOJ1y4aBalIM NIPENOPBUHTEIHHUTE A03H
JIMHE30JIUA A0 28 IHH.

Hait-uecTo ce crobuiaBa 3a guapus (8,9%), ragene (6,9%), nospbiane (4,3%) v rnasobonne (4,2%).

Hait-yecTo cnoblUaBaHuTe HexenaHu ChOUTHA, CBBP3aHH € NEKAPCTBOTO U AOBEIIH 10
NpeyCcTaHOBSABAHE Ha JIEYEHHUETO, ca rnapobonue, nuapus, rageHe ¥ nospbate. Okono 3% or
MaUKEHTHTE Ca MPEYCTAHOBWIN NEe4YeHHETO, 3a110TO Ca NMOJYUYHAHK CBBP3aHO € IEKAPCTBOTO HEXENAHO
CHOUTHE.

HOMBAHUTETHHTE HEXENAHH PEaKUMH, ChbOOLLEHH B MOCTMAPKETHHIOBHS EPUO, ¢d BKJTIOYEHHU B
tabauuara.

Cnepuvre HexeslaHH epeKTH ca HabonaBaHM U ¢ce ChOOLIABAT 110 BPEME HA JICYEHUETO C JIMHE3OIUA
ChC clieaHara yecrota: MHoro dect (>1/10); yuectn (=1/100 no <1/10); neuectu (=1/1 000 no
<1/100); peaxu (=1/10 000 ao <1/1 000); muoro peaku (<1/10 000); c HenzBecTHA yecTOTa (OT
HaJTHYHUTE JaHHH HE MOXe a Obae HampaBeHa OLICHKA)

Cucremo- YecruH HeuecrTn Peaku C HeM3BecTHA
OpraHHa (=1/100 no (=1/1 000 no (=1/10 000 po yecrora (OT
knacapukanu | <1/10) <1/100) <1/1 000) HAJTMMHHTE JaHHH
f He MOKe 1a Obae
HANpaBeHA
OLleHKA)

Hndexnuu 1 | KaHaMa03a, aHTUOHOTHK-
HudecTannH nepopasiHa CBBp3aH KOJIMT,

KaHAK 034, BKJIFOYHUTEIIHO

BarMHaHa ricesgomMeMOpaHe

KaHAHUO03a, H KoJauT*,

MHUKOTHYHH BarMHUT

MH(pEKLIHH
HapymeHusa TpoMOoLMTON | MaHuuToneHus®, | cuaepobnacTHa MHUenocyrnpecua®
HA KPbLBTA H eHUA*, NEBKONEeHUA*, anemus*
aumMepHATA aHeMusa™* T HEYyTPONEeHHNS,
CHCTEMA €O3MHOPHIIUS
HapymeHns aHa(uUIaKCHs
HA HMYHHATA
CHCTEMA
Hapymenun XUIMIOHATPHEMMUS JTAKTaTHa
HA aupaosa*
MeTabou3IMa
H XpaHEeHeTO
IIcHXHYHH be3CLHHE
HAPYILICHHA
Hapymenus rnapobonune, | KOHBYJICUUT,
HA HEPBHATA NpoMsHa Ha | nepudepHa
cHCTEMA BKYyCa HeBponaTHa®,

(meTaneH XUTOECTE3UA,

napecTe3us




BKYC),
3aManBaHe
Hapymenusn 3pHTEIIHA HapylUE€HHUS B HEBPUT Ha
HA OYHTE HEBpONaTHA*, 3PHTENHOTO MOJIe* | 3pUTEITHUA HEpPR*,
3aAMBTJIEHO 3ary0a Ha 3peHue™,
3peHne™® NPOMEHH B
3PUTENTHA OCTpOTA™,
[IPOMEHH B
LBETHOTO 3peHue™
Hapyumienus IUYM B YIIUTE
Ha YXOTO H
JabupnuTa
Cobpnednu apUTMHA
HAPYII€HHS] (Taxukapan)
CvaoBn XHUINEPTOHHSA NPeXoaHH
HAPYILEHHSA HCXEMHYHH
MPUCTBIIHY,
dbeduT,
TpoMbodnedbuT
CromamHo- OUApHA, MaHKpEeaTuT, [MOBBbPXHOCTHA
YpeBRA rajcHe, racTpPHT, MpoMsAHa Ha LBETa
HAPYILCHHSA [TOBpPbLUAHE, | MOAYBAHE Ha Ha 3L0HTE
JOKANU3UpaH | KOpeMa, CyXoTa B
a WM obila ycTara, rI0CHT,
KOpeMHa peaKY (peKaTuu,
Ooiika, 3aneKk, | CTOMATHT,
AUCTIeNCcHs NPOMAHA WIK
HapyllueHHe Ha
LIBETA Ha €3HKa
XenaTobnaua | aDHOpMHH MOBHULICH 0010
pPHH yepHOApoOHH | GunupybuH
HADYIICHHS ¢ yHKLHMOHAN
HH TECTOBE;
MOBUIIICHA
ACAT,
AJIAT unu
afKaliHa
docdarasa
Hapymenus cHpOEK, aHrHoenem, TOKCHYHA ajioneums
HA KOXKATA K oOpHB YpPTHKapH3, enuaepMaiHa
HOAKOXKHATA Oyno3eH HEKpOaK3a®,
TbKAH ACPMAaTHT, CHHAPOM Ha
NEPMAaTHT, CTHBLHC-
nuadopesa JHKOHCBH®,
CBPBLXYYBCTBHUTE -
HOCT, BACKYJIHT
Hapymenns pabaoMuonuza*
HA MYCKYJIHO-
CKeJICTHATA
CHCTEMA H
CheHHHUTEIHA
TA ThKAaH
Hapymenus [MOBHUUICHA 61L6peuHa
Ha OLOpeunTe | ypes HEIOCTATHYHOCT,
H MHKOYHHTE MOJTHYPUA,
NbTHINA MOBMIICH
KpeaTHHHH

10




Hapymenus

BYJ1BO-BarHHa/lHO

HA HapylUEeHUE
BbL3IPOH3IBOH
TEeaIHATAa
CHCTEMA H
r'bpaarTa
Oomn MOoBHIIEHA CTYJAEHHU TPBIIKH,
HAPYIWIEHHA H | TeMnepaTypa, | yMopa, bonka Ha
epeKTH HA JIOKAIU3UpAH | MACTOTO Ha
MACTOTO HA a 6osKa UHKEKTHDaHE,
NpHJIOKEHHE 3aCHJIeHA KOKAA
H3cneasanua | buoxmmus buoxumus
[TorHilEHM [loBulilicH HaTpHi
LDH, WIH KanLMH.
KpeaTHH Hamanena
KWHAa3a, rMIOKOo3a Claen
MInasa, HaxpaHBaHe.
aMuiasa uin | IloBumeHu wiu
rJII0KO3a cjiel] | HaMAaIeHH
HaxXpaHBaHE. | XJIOPUIH.
Hamanenu
i
NPOTEUH,
anOyMHMH,
HaTpHH Uy
KaJILIUH,
[lopuineH
WK HaMalieH
KaJIuN Unu
OukapOoHaTH.
Xematonorus | XeMaTonorus
[ToruwweHH [TopuweH 6poii
HEYTPODUIH | PETHKYJIOLMTH.
HITH Hamanenu
€O3HHO(DWIH. | HEYTPOUIH.
Hamanen
XeMOrJ100HH,
X€MATOKPHT
1 Opois
YepBEeHH
KPBBHH
KJIETKH,
[loBnmenu
WM
HaMalCHH
TpOMOOLIUTH
Wiy Spoit
OeNnH KpbBHH
KJIETKM.

* BukTe Touka 4.4.

" Biuokre Touku 4.3 U 4.5

* Yecrorata Ha HJIP e u3uucnena no ,,JIpasunoro Ha TpoiikaTa“

T Brmxre no-pomy
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CneaHHTE HEXKENMAHH peakLUUK KbM JIMRE30JH/L CE CUUTAT CEPHO3HHU B PEAKH ClyHau: NOKATH3HpaHa
KOpEMHa 00JIKa, NPEeXOJIHN UCXEMHUUHH MPUCTBIN H XUIIEPTOHHA.

"B KOHTpOAMpaHW KITMHUYHHU W3NUTBAHUS, KBIETO NHHE30MUA € npunarad no 28 nxu, npu 2,0% ot
MaLHEHTHTE Ce ChOO1IaBa aHeMus. B nporpamMa Ha cbCcTpanaTeHa ynorpeba npu NnauMeHTy ¢

YKHBOTO3aCTPALIABALLY HHPEKLWH W CHITBTCTBAIM OCHOBHH 3a00/sBaHMA, MPOLUEHTBLT Ha MaLHECHTHTE,

pPa3BUIM aHEMMA NPH TOTYYaBaHe Ha MHHEe30IH 3a < 28 nHM, e 2,5% (33/] 326) B cpaBHeHMe ¢ 12,3%
(53/430) npu neuenne B npoabkeHue Ha > 28 qHu. IlpoueHTHT Ha cbOOLIEHHUS 3a CBBP3aHa C
JIEKApCTBOTO CEPHO3HA aHEMHMS, Hanaralla ripeJiusaHe Ha KpbB, € 9% (3/33) npu nauveHTHTe,
neKkyBaHM 3a < 28 nuu, u 15% (8/53) npu bonnute, nekysaHH 3a > 28 auu.

[TeguaTpyuyHa NomyJalHA

JlaHnuTe 3a 6€30NaCHOCT OT KIMHHYHUTE NPOYYBAHUA, OCHOBaBally ¢e Ha noseye ot 500
neAMaTPUYHHU NatueHTy (0T paxkgaHeto A0 17 rodMHu), HE MOKa3BarT, ue NPo@HILT Ha 0e30MacHOCT
Ha AHHE30JIK MPH NEAUATPHYHM MALUKMEHTH Ce pa3iuyaBa OT TO3H NPH Bb3PACTHHTE NMALUUEHTH,

CnobniagaHe Ha NOAO3IMPAHH HEXKENAHH PEaKLIMU
Cno0111aBaHETO HA NMOA03HMPAHH HEXKENAHHU PEAKLIMH cliel pa3pellaBaHe 3a yroTpeba Ha NeKapCTREeHUS

NMPOAYKT € BAaXKHO. ToBa no3posaBa na NpoAbJDKH HaOAIOAEHHUETO Ha ChOTHOLLEHHETO HDHS&/FHCK 34
JICKAPCTBCHHWUA NPOAYKT. Ot MeAHMLIMHCKHUTE CNELHATTHCTH Ce H3KMCKBA Aa CHoO1LaBaT BCAKa
Noao3rpaHa HEXE/1aHa pCakKLUA HPE3 HallHOHallHa CHCTCMaA 34 C'I:DSL[IB.B&HGZ

M3nbaHuTeHA areHuud 110 1EKapcTBaTa
ya. ,,Jdaman ['pyes” Ne 8
1303 Codus

Ten.: +359 2 8903417
yebcaift: www.bda.bg

4.9 Ilpeaozupane
He € uaBecTeH cneunduyeH aHTUAOT.

He ca crobuenn cmyyan Ha npegosupaHe. CrneaHara uHbopMmauusa obade MOXKe Aa ¢e OKaKE M0JIe3Ha:
[IpenopbuBaT ¢€ NOAALPAKALLM FPHKH 3a€4HO ¢ NOAbPKAHE Ha rIIoMepysiHaTa puirTpanus.
[MpubauzutenHo 30% oT n03aTa HA TUHE3ONHA C€ OTCTPAHABA IO BpeMe HA 3-4acOBa XeMOAHAN3a,
HO HAMA HATMYHH JIaHHH 32 OTCTPaHABAHE Ha JTHHE30NIUA Ype3 NepUTOHeaTHa AHaIH3a HITH
xemoriepdysus. JIsata oCHOBHH MeTaboNMTa Ha JIMHE30JIM] ChLUO C€ OTCTPAHABAT B M3BECTHA CTEMEH
ype3 XeMOAHAIN3A.

[TpuzHauuTe HAa TOKCHYHOCT 11PH IUTBXOBE cnel Ao3M Ha auHesonun ot 3 000 mg/kg/neH ca namanena
aKTHBHOCT M aTaKCHg, 1OKATO NpPH KydeTa, TpeTtupanu ¢ 2 000 mg/kg/nen, ca HabmonapaHm
MOBPBLUAHE W TPEMOP.

5. ®APMAKOJIOIT'HYHH CBOUCTBA

5.1 PapMakoAMHAMHYHH CBOMCTBA

dapmMakoTepaneBTHYHA rpyna: AHTHOAKTEpHaIHK CpeCcTBa 3a CUCTEMHO NMpuoxkeHue, Jpyru
aHTHOAKTEepUATHU CpeACTRA.

ATC konm; JO1 X X038

Obwu ceoticmea

AHTUMMKPOOHH CpeACTRa - OKCa30AUAHHOHM. Tol npuTexaga in vitro akTUBHOCT cpémy epoEHH
[ pam-nionoxkurenHu 6aKkTepyH W aHaepoOHH MUKPOOpraHu3MH. JIuHesonua ceneKTHBHn uﬂxﬂﬁnpaﬁf
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CneunduyHo, Toii ce CBbLP3Ba ¢ €AHO MACTO Ha DakTepuanHarta pubosoma (235 ot 508 cybeanHnua) n
npeaoTBpaTaBa oOpazyBaHeTo Ha pyHKunMoHaneH 70S HHUUMHpaIll KOMIUIEKC, KOWTO € BaXKeH
KOMIIOHEHT B NPpOLIeca Ha TpaHCIaluus.

In vitro nocrantTubuoTuunkaT eekt (IIAE) Ha nuuesonun 3a Staphylococcus aureus e
npubnu3uTenHo 2 4aca. Korato ce uaMepBa npu )KHBOTHHCKHU Modesnu in vivo I1AE e 3,6 v 3,9 yaca
CBLOTBETHO 3a Staphylococcus aureus n Strepiococcus preumoniae. I1pu npoyuBaHHs BbpXY HUBOTHH
KNIOYOBHAT apMakoMHAMWYEH H0Ka3aTen 3a €(pHKACHOCT € BPEMETO, 3a KOETO MIa3MEHOTO HUBO Ha
JIHHE30JIMA HAAXBBLP/JAS MUHUMATHATAa MHXKHOUpala koHueHTpauusd (MUK) 3a nadexTupaiuus
MUKPOOPTAHU3IBM.

[ panuunu cmotinocmu 3g¢ mecmeane Ha YyeCmeumeanocm

['paHHuHMTE CTOMHOCTH HA MUHUMANHaTa MHXHOMpalla koHueHTpaums (MUK), ycrtaHoBenu or
EBponeiickus KOMHTET 3a U3C/ieIRaHE Ha aHTUMUKpoOHaTa yyBcTBUTENHOCT (European Committee on
Antimicrobial Susceptibility Testing, EUCAST) 3a 1uHe30nHA ca NPEACTABEHH TYK!
https://www.ema.europa.eu/documents/other/minimum-inhibitory-concentration-mic-

breakpoints en.xlsx.

Yyecmeumenrnocm

YectoraTa Ha npuaoOUTa pe3UCTEHTHOCT MOXKE Ad Bapupa reorpa)cki M ¢ BPEMETO TIPH OTAEITHUTE
BHJIOBE U € JXKENATeNHO HAJIMYMETO Ha MECTHA MH(OPMALIMA 32 PE3UCTEHTHOCTTA, OCOOEHO KOraTo ce
NEKYBAT TEXKKH HHPEKUKH. AKO € Heobxoaumo, TpsaOBa 1a ce TEPCH CBBET OT CNELMAIUCT, KOraTo
MECTHATA YECTOTA HA PE3UCTECHTHOCT € TaKapa, 4e I0J13aTa OT CPEACTBOTO NPH MOHE HAKOW BUOBE
HHGEKLMH € IIOL BBLITPOC.

Kateropus

S, S
YyBCTBUTEIHH MHKPOOPTaHHU3MH

I'paM-noJI0XKATEHH aepolH:
Enterococcus faecalis

Enterococcus faecium*
Staphylococcus aureus®
Koarynasa-oTpvuUaTeIHU CTaQHIIOKOKH
Streptococcus agalactiae*
Streptococcus pneumoniae*
Streptococcus pyogenes™®

['pyna C cTpenTokoky

I'pyna G cTpenToOKOKH

| 'paM-noNI0KHTE/IHH aHaepoOu:
Clostridium perfringens
Peptostreptococcus anaerobius
Peptostreptococcus species

PE3UCTEHTHH MHKPOOPraHu3iMy
Haemophilus influenzae
Moraxella catarrhalis
Neisseria species
Enterobacteriaceae
Pseudomonas species

¥*KnuHHYHA e(PHKacHOCT € ROKA3aHa 33 YYBCTBUTEJIHH N30J1aTH NPH PA3PEIISHNTE KIMHUYHU MOK

Makap ue NTMHe30JM] NOKa3Ba U3BECTHA in Vifro akTUBHOCT cpewy Legionella, Chla
pneumoniae u Mycoplasma pneumoniae, HaiMa JOCTAaTHYHO JIaHHM, 33 a CE JOKAXKE |
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Pezucmenmuocm

Kpvcmocana pe3ucmenmuocm

MexaHu3MBT Ha ACHCTBHE Ha IHHE30JIK/ CE pa3NiuaBa OT TO3M HA APYTHTE KJIACOBE aHTHOMOTHLM.,
[IpoyuBaHKATA in Vilro ¢ KIIMHUYHHA M30J1aTH (BKNHOYUTETHO METHLMIIHH-PE3UCTEHTHH CTadUIIOKOKH,
BAHKOMMIUH-PE3UCTCHTHHU €HTEPOKOKH, U NEHULUKIHH- H EPUTPOMHULIMH-PE3HCTEHTHH CTPENTOKOKH)
NOKa3BaT, Y¢ JIHHE30AUA OOUKHOBEHO € aKTUBEH CPELy MUKPOOPraHU3MH, KOHTO Ca Pe3UCTEHTHHU Ha
€MH WM NOBEUE OT APYrUTe KIacoBe aHTUMUKPOOHU CPENCTBaA.

Pe3ucTeHTHOCTTA KBM JIMHE30IHA € CBbp3aHa ¢ TOUKOBHU MyTaumu B 235 pPHK.

KakTo e JOKYMEHTHPaHO NIPH JPYrH AaHTUOMOTHLM, KOTATO CE U3MOJIZBAT NMPH TIALMEHTH C TPYAHH 32
nedyeHue HHGEKLUWY W/IWIH 33 MPOABLIDKUTENHH NMEpHOAM, Hab/10aaBaHa € NosABa Ha HAMAJIeHA
4YBCTBHTENHOCT KbM JIHHE30NWA. PE3UCTEHTHOCT KbM JIMHE30MH C€ ChOOLIaRa 32 CHTEPOKOKUTE,
Staphylococcus aureus v Koarynasa-oTpUHAaTeHHTE CTaQWIOKOKU. ToBa OOHKHOBEHO € CBLP3aHO C
MPOAB/DKUTEIHAE KYPCOBE HA TEPAIUA M HATHYMETO HA NPOTE3UpaLllY MATEPHANU WU HEAPEHHUPaHH
abcuecy. Korato aHTHOHOTHK-PE3UCTEHTHH MUKPOOPTaHU3MHU ce cpelat B OONHHLIATA, BAXKHO € /1a CE
3aCHUNAT MOAUTHKHTE 32 KOHTPON Ha HHPEKUHUHTE.

HMudopmanus OT KIWHUYHHA U3NMUTBAHUA

[TpoyuBaHus Npu neAHATPUYHATA MOMYJIALHA:

B otkpHTO npoyuBaHe epukacHocTTa Ha muHesonua (10 mg/kg npes 8 yaca) e cpaBHeHa ¢
paHkoMulMH (10-15 mg/kg npes 6-24 yaca) npu nedyeHHe Ha HHPEKIHMH, OBJDKALUH C€ Ha NTOA03HPAHO
WJIM JOKa3aHO PEe3UCTCHTHH [ paM-nonoKUTENHH NMAaTOreHH (BKIIOYUTETHO HO30KOMHAIHA
[THEBMOHHSA, YCIIOXKHEHHM HHPEKLUHMM HA KOXKAaTa U KOXKHATa CTPYKTYpa, OaKTepUEMHSA, CRBp3aHa C
KaTeTbpU3auus, DAKTEpUEMHA OT HEU3BECTEH MPOU3XOA U IPYrH UHQEKLKH), [TPU Aela OT PaKJAHETO
no 11 roguan. YectoTaTta Ha KIIHHUYHO M3JIEKYBaHE NPH NMOIMMyNAUMATA, IOAXOAAIA 33 KIWHUYHA

OlIcHKa, € ¢hOoTBETHO 89,3% (134/150) v 84,5% (60/71) 3a n1HHEe30aUA 1 BAHKOMHALMH (95%Cl: -4,9,
14,6).

5.2 QPapMAKOKHHCTHYHH CBOHCTBa

JIMHE30MKUA CHABPX A [IABHO (S)-TMHE30JHMI, KOHTO € OUONOrHYHO aKTHBEH H ce MeTabonu3upa ao
HEaKTUBHM NPOU3BOIHM.

Abcopbyun
JIunezonna Obp30 U EKCTEH3UBHO ce pe3opOUpa cnel nepopaliHo NMPUIOKEHHe. MaKCHMaTHUTE

[UIa3MEHH KOHLIEHTPALIMHU C€ JOCTHFAT A0 2 Yaca ciel MpuioxkeHue. AOCONOTHATA NEpOopATHA
OMOHANTHYHOCT Ha AHHE30U (IEPOPATHO U HHTPABEHO3HO MPUIOKEHHE B KPBCTOCAHO NPOYYBAHE) €
nbyiHa (npubnuzurento 100%). Abcopbuusara He ce NOBNHABA 3HAYMMO OT XpaHa, a abcopbuuara or
repopaiHaTa CycneH3ud € noo0Ha Ha TazM, IOCTUrHaTa ¢ puaMUpaHUuTe TaONEeTKH.

Hamepenunte nnasMeHd Crax U Chin Ha THHE30M (cpeaHo U [SD]) B paBHOBECHO ChCTOSHHE CNEN
MHTPABEHO3HO NPHIOKEHHE ABa MTH AHEBHO Ha 600 mg ca cvorBeTHO 15,1 [2,5] mg/l n 3,68
[2,68] mg/l.

B apyro npoyuyBase ciea nepopainHo ripuioxenue Ha 600 mg asa mbTH AHEBHO 0 PaBHOBECHO
cheTogHHE onpeaeneHnuTe Cmax U Chpin ca cwoTBeTHO 21,2 [5,8] mg/l n 6,15 [2,94] mg/l. PaBHOBecHO
CBCTOAHHE C€ AOCTHUTA KbM BTOPHSA AEH Ha MPHIIOKEHHE.

Pasnpedenenue

O6eMbT Ha pasnpee/icHHe B pABHOBECHO CbCTOAHHUE € cpeaHo okoJjio 40-50 nuTpa @aﬁ%_ﬂo SN\

Bb3PpAaCTHH H € HPHGHHSHTCJ'IHO PaBCH HA 001I0TO KOJIMYECTBO BOJA B OpraHH3Ma

;e s i\
[UTa3MEHHUTE NPOTEUHH € OKOMO 31% M He 3aBHCH OT KOHLIEHTPALIMATA. R, Fw": et "ax :%'_’E;
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KoHlLeHTpauuuTe Ha TUHE30NU/ €a OTIPEAENIAHH B PA3/IMYHK TEYHOCTH NPY OrpaHHYEH OpoH
noOpOBOIM C/1€[ MHOTOKPATHO npuioxkeHue. CbOTHOWEHHUETO Ha JIMHE30IH/ B CIIOHKATA U NTOTTa
KbM miaazMata € ¢coTBeTHO 1,2:1,0 1 0,55:1,0. CroTHOWIEHHETO Ha TEYHOCTTA B €MMUTETHATa OOBHBKA
W aIBEOJIApHUTE KJIETKH B OenuTe apodoBe e croTeeTHO 4,5:1,0 M 0,15:1,0, koraTo ce u3Mepsa npu
Cmax B PABHOBECHO CbCTOSIHHE. B eqHC Manko NpoyYBaHE MPH JIMLA € racTpo-MePUTOHEAHH LHBHTOBE
W HERB3MAIEHH MEHUHTH, ChOTHOILIEHHUETO HA JIMHE30/MA B rPbOHAUHO-MO3bYHATA TEYHOCT KbM
nnaszmara NpH Cmax € 0,7:1,0 cel MHOMOKpaTHO NPUIOKEHHE HA TMHE30IUA.

buompancgopmayus

JIuneszonua ce MeTabonH3Upa rnaBHO upe3 OKCHAHpaHe Ha MOP(dOIHHOBHUA NMPBCTEH, KOETO BOAK A0
obpa3yBaHe NPeAUMHO Ha ABE HEAKTUBHHU NPOU3BOIHU HA KapOOKCHIOBATA KMCEIIMHA C OTBOPEHH
NpBCTEHH; MeTabonuT aMHHoeToKcHoLeTHa kucenrHa (PNU-142300) u Merabonut XuapoKkcHeTHI
rnuvi (PNU-142586). MetabonuteT xuapokcueTun riduuH (PNU-142586) e npeobnanapalumar
MeTabOJTUT NpH YOBEKA U CE€ CHYHUTA, Y€ TOH ce 00pa3yBa MOCPEACTBOM HEEH3MMEH TIPOLIEC.
MeTabonuTeT aMHHOeTOKcHoLleTHa kuceauHa (PNU-142300) e B mo-manko konnyecTso. Onucadu ca
APYrH BTOPOCTENEHHH HEAKTUBHU METaDONIHUTH.

Eaumunupare

[Tpu mauuenTu ¢ HopManHa 60peyHa GYHKUHMA WK C NeKa A0 yMepeHa ObOpeyHa HEAOCTATLYHOCT
NTUHE30/IH], C€ EKCKPETHpa NpeAUMHO B paBHOBECHO CHCTOSHUE B ypHHaTa kaTto PNU-142586 (40%),
u3xoaHoTo nexkapcTso (30%) u PNU-142300 (10%). Bue dekanuuTe npakTH4ECKH HE C& OTKPUBA
M3XOJIHO JIEKAPCTBO, A0KATO NpUOIU3UTENHO 6% 1 3% OT BCsika 71032 e NOABABAT CHOTBETHO KATO
PNU-142586 u PNU-142300. EnAMMMHalHOHHHUAT NOJTYXMBOT Ha JIWHE30IU]] € CPEAHO OKOJIO 5-7
yaca.

Ha HeO6BOpeunnsa KNUPBLHC ¢e Naga npudnu3utenHo 65% ot obliKs KIHPBHC Ha nuHe30nua. Hucka
CTeNeH Ha HEMHHEHHOCT Ha KMpbHCa € HabioaaBaHa MpU MOBKMLIABAHE Ha AO3UTE HA JIMHE30JIM.
ToBa Harnexaa ce AbMKH Ha NO-HUCKHUA OBOpeYeH U HEOBOPEYEH KIMPBHC NPH 110-BUHCOKH
KOHLISHTPALMM Ha JIMHE30/IHA. Paznukara B KIMpbHca obaue e Malika M HE Ce OTpa3siga Ha
JNEHCTBUTETHHA €IMMUHAUNOHEH TOTYKHBOT.

Crneyuannu nonyaayuu

bn6peuno yepexpaue: Cnea eaHokpatHu ao3u ot 600 mg ce Habnronaea 7-8 nbTH MOBULICHHE B
€KCIMO3UIUATA Ha JBaTa OCHOBHH MeTabonuTa Ha JIMHE30/IH] B IU1a3MAaTa Ha MaLHeHTH ¢ TeXKa
61b0peyHa HemOCTATBUHOCT (T.€. KpeaTHHHHOB KIHPBHC < 30 ml/min). Benpeku ToBa HAMA
nosuuieHue Ha AUC Ha H3XOOHOTO JIEeKapcTBO. BLNpeky 4e MMa N3BECTHO OTCTPaHABAHE HA TJIaBHUTE
MeTabOMMTH Ha JIMHE3OJIU Ype3 XEMOAHANN3a, NJIA3MEHUTE HHBa HA MeTaDOIMTUTE Cliell €THOKPATHH
n0o3u ot 600 mg ce 3ana3BaTt Bce OIS 3HAYHUTEIHO NO-BUCOKHU ClIE] AUatM3a OT Te3H, HabiogasaHH
MPH MalLKHeHTH ¢ HopMaHa O0BOpeuHa PyHKLUMA UITH C J1eKka 10 yMepeHa 610 peuHa HENOCTaTBYHOCT.

[Ipn 24 nauneHTH ¢ TexxKa 6BrOpeyHa HENOCTATBYHOCT, 21 OT KOUTO Ca Ha pEIOBHA XEMOAHAIN34,
MaKCHMAJTHHTE TU1a3MeHH KOHLEHTPALMM Ha ABATa TJIaBHUA MeTabouTa cief PUAOKEHHE 3a HAKOJIKO
IHH ca 0k00 10 mbTH NO-BUCOKM OT Te3H, HabMoJaRaHH MPK NAaLMEHTHUTE ¢ HOpMaiHa 6L0peyHa
$yHKLIUA. MakcUMATHHTE IUTIa3MEHH HHBA Ha JIMHE30JIW]1 HE CE 3acArar.

KnHHHYHOTO 3HaYEHHME HA Te3W HAOMIOAEHHA He € YCTAHOBEHO, Thil KATO NMOHACTOALLEM CE pasrionara
¢ OrpaHMYeHH AaHHH 3a 6e30nacHOCT (BUKTE TOUKHK 4.2 1 4.4).

YeproapoOuo yBpexaaHe: OrpaHH4eHH AaHHH NOKa3BaT, ye (papMaKOKUHETHKATa Ha JIMHE30/IM,
PNU-142300 u PNU-142586 He ce npoMens Npu NMaUMEHTH C JIeKa 10 yMepeHa YepHoapoOHa )
HeaocTaThyHOCT (T.€. Child-Pugh knac A wnu B). ®apMakokuHeTHKAaTa Ha ANHE30JIK TP “‘H“%

: - 2790
¢ Texka yepHoapobHa HeaocTtarbuyHOCT (T.€. Child-Pugh knac C) He e oueHsasana. Toii St \;.
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[leanarpuuHa nomynaums (< 18-roauuina Bp3pact): Hima nocTaThyHO JaHHH OTHOCHO
De30nacHOCTTa ¥ epUKACHOCTTA Ha JIMHE3OIH/ NPH AeLA H HOHOIIY (< | 8-roaniiHa 8b3pacT) u
nopajau ToBa ynorpebara Ha JIMHE30KA B Ta3y1 BL3PacToBa IPyna HE CE MPENophUYBa { BUXKTE TOUYKA
4.2). HeobxoaMMH ca AOITBJIHUTEHH NTPOYHBAHKA 33 IaBaHE Ha INpenopbkH 3a HezonacHa u
edpekTHBHA JO3MpOBKa. DapMaKOKHHETHYHHK NPOYyYBaHKs MOKA3BAT, Y€ Cliel €eAHOKPATHO H
MHOT'OKPAaTHO MpUNoxeHue npu geua (1 ceamuua 1o 12 ronuH#) KIMPBHCHT HA NMHHE301U (Bb3
OCHOBA Ha kg TenecHo Terno) € no-BUCOK MpH NEIHATPUYHH NALUCHTH OTKONKOTO ITPY Bb3PACTHU, HO
HaMaNsBa ¢ YBE/IHYaBaHE Ha BB3pacTra.

[Ipn aeua Ha Bb3pacT oT | ceamuua Ao 12 roavuu npunoxkenue Ha 10 mg/kg npes 8 yaca aAHeBHO NaBa
eKCITO3HLMA, NoJoOHa Ha Ta3H, KoATo ce noctura ¢ 600 mg nepa NbTH AHEBHO NPH Bb3PACTHH.

[Ipu HoBOpOAEHH 10 |-CeIMHUYHA BB3PaCT CUCTEMHHAT KIHPBHC Ha NUHE30MU (Bb3 OCHOBA Ha kg
TeNecHO TErjo) ce ypenndara 6bp30 npes mopBaTa ceaAMUUA Ha xxuBoTa. [lopaay ToBa, HOBOpPOAEHHUTE,
nexyBaHu ¢ 10 mg/kg npe3 8 yaca JHEBHO, 11le UMAT HaN-roMAMa CHCTEMHA €KCNIO3ULIMA HA TbPBUS
neH cnen paxaaHeto. He ce ouaksa 00aye npekoMepHO KyMy/IMpaHe ¢ Ta3¥ cXema Ha J03UpaHe Npes
MbPBATA CEAMMLA OT )KHBOTA, ThH KAaTO KIMPBHCHT CE YBE/IMUaBa Obp30 nNpe3 TO3U NepHoA.

ITpu roHowM (Ha BB3pacT oT 12 ao 17 roguHu), papMakOKHHETHKATa Ha JUHE30NU] € oAcOHa Ha
Tazu Npy Bb3pacTHUTE ciel ao3a ot 600 mg. [lopaau TOBa, FOHOILUHMTE, HA KOUTO Ca NPUIIOMKEHH

600 mg npe3 12 yaca AHEBHO, L€ UMAT NOAOOHA EKCMO3HLMA Ha Ta3H, HabMoaaBaHa ApH Bb3PACTHH,
Nnony4apailld CbilllaTa N03HPOBKA.

[pu neguaTpuuHH NALUEHTH C BEHTPUKYJIONEPUTOHEATHH IULHTOBE, Ha KOUTO € NpHUilaraH JUHE30NUA
10 mg/kg npe3 12 nnu 8 yaca, ca HabnoNaBaHH Pa3IHUHH KOHUEHTPALIMHM Ha JIMHE30JIU B
rpprOHaUHO-MO3BUHATA TEUHOCT (I MT) cnen e IHOKpaTHO WM MHOTOKPATHO NPUIOKEHHE HA
nrAHe30mMd. TepaneBTHUHHY KOHUEHTPALKH HE C€ JOCTHIAT HITH NMOAAbP)KAT NOCTOAHHHU B ' MT.
[Topagu ToBa, ynoTpebara Ha NTUHE3OIMA 32 EMITMPHYHO JIEYEHHUE HA NEAHATPHUYHH [TALIMEHTH
HMH}EKLMH Ha LICHTPalHATa HEPBHA CUCTEMA HE CE MpeNnopbYBa.

Crapuyecka Bn3pacT: PapMaKOKHHETHKATA HA IMHE30JIH] HE CE MPOMEHS 3HAYMMO NPU NALHUEHTH B
cTapyecka Bb3pacT Ha 65 rOAMHU H NMO-BB3PACTHM.

Kenu: XKennute uMat Manko Mo-Maabk 06€M Ha pa3npeAeieHHE OT MBbXKETE H CPEAHHUAT KIIHPBHC €
HaManeH ¢ npubnusuTenHo 20% cien kopekuus 3a TenecHOTO Terno. [lnazMeHuTe KORLIEHTpailuH ca
NO-BUCOKH MPH XKEHUTE H TOBA MOXKE YACTHYHO A3 C€ ODACHU C PaIMKUTE B TEJIECHOTO Terio. Toii
kaTto obaue cpeaHHAT MONYKHBOT Ha THHE30JIMI HE CE pa3nvyaBa 3HAYHMO NIPH MBXKETE U XKEHHTE, HE
ce OYaKBa IUIa3MEHHUTE KOHLEHTPALMM MPH KEHUTE J1a CE MMOBUILIAT 3HAMUTEIHO HAZ TE3H, 32 KOMUTO €
H3BECTHO, Ye ce MOHACAT J00pe, U NOpaJu TOBa He € HEODXOAUMO KOpHIrHpaHe Ha A03aTa.

5.3 IIpeAKJIMHHYHH JaHHH 32 0€30MaACHOCT

JIuHezonua Hamanaea GepTHAMTETA U PENPONYKTHBHATA AEHHOCT HA MBKKH IUTbXOBE NPH HUBA HA
€KCMOo3ULUA, MTPUOAN3IUTENIHO PABHH HA OYAKBAHUTE MpH YOBeKa. [IpH NoaoOBO 3penu )KHBOTHH TE€3H

edextn ca odparhmu. Te3u epexT obaue ca OUAK HEOCOPATHMH NP IOBEHHWITHH XKHUBOTHH, TPETHPAaHH

C JJMHE30JIMI Npe3 MOYTH LIENIMA NepPHOoA Ha MoN0BO ch3paBaHe. Habnrogasanu ca abHopMHa

MOP(OJIOTHS Ha CIIEPMATO30HAMTE B TECTUCHTE HA Bb3PACTHH MBXKKH TUTbXOBE, XHIIepTpodus Ha

eNHUTETHHTE KIETKH Y XHNEepIUla3zud Ha enuanadmMa. JINHe30IU u3rnexa 3aciara Cb3paBaHETO Ha
CIIepMaTO30HAUTE HA TUTHXOBETE.

Jo6aBAHETO HAa TECTOCTEPOH HE MOBIHABA JIKHE3OHA-MEAUUPAHUTE €PEKTH BEPXY QEPTHIHTETA.
Xuneprtazus Ha eNUANAKMA He e HabmoaasaHa MpH Ky4YeTa, TPETHPAHH B NMPOAb/DKEHUE Hg, /]4;{”' 1 ?
BBIPEKH Y€ €4 YCTAHOBEHH MPOMEHH B TEITIOTO HA MPOCTATa, TECTHCHTE U €NUINIUMA. /// | ?g?{i__._....._‘___‘_ Q’f‘:\“\
[IpoyuBanuaTa 32 penpOAYKTHBHATA TOKCHYHOCT MPH MUILKK U IUTLXOBE HE NOKA3BAT nalﬁi?{;ﬁ%’ﬁ AR NS
TepaTorcHeH eEKT NPH HHBA HA EKCMIO3UILMA CLOTBETHO 4 ITBTH 110-TONEMH WITH EKBUBATCHTHY Ha, ;}‘;} >
O4aKBaHMTE NpH YoBexa. ChIHTE KOHLIEHTPALIMH JHHE3OAN IPUHHHABAT TOKCHHHOCT '-BLE;(}{ ¢*L,’;’ Do

- -.E'l:-"{ Iul"'. r"'-\:."“.: '..'
MaHUKaTa NpH MHULIIKH H Ca4 CBBP3aHH C NMTOBHILICHA GMGPHGHMHE CMBPTHOCT, BKJII-OHHTEHH\Q 3@1’2;6\3 Ha -"q\':}'-‘ A
S T — amt
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Llel1 KOTHNa, HaMalieHO (MEeTalHO TENeCHO Terno v exzauepdauua Ha HOpMAllHATa FeHeTUYHA
IpeApa3nofioXKEHOCT KbM BapHalLlMKA HA CTEpHYMa npH wama muliku. [1pu nnbvxosere ce orbensssa
cnaba TOKCHYHOCT BbPXY MaliKara npH €eKCIO3MLUSA MO-HUCKA OT O4aKBAHATA KIIMHHU4YHA €KCMO3HLIMA.
YcTadoBsiBa ce Jieka geTanHa TOKCHYHOCT, NPoSBEHa ¢ HaMalleHo (heTanHo TeNECHO TErjIo, HaMmalleHa
ocu(pUKalUMA Ha CTEPHANHNTE Aapa, HAMaNeHa NMPEXUBAEMOCT Ha MAJIKMTE TUTBXUYETA H JIEKO 3abaBaHe
Ha Cb3pABaHeTo. [1py undTOoCcBaHe CHILIMTE TE€3M TIBXUYETA NOKA3BAT JAHHKH 32 00paTHMO CBbP3aHO C
A03AaT4 NOBHILICHHE HA NPeAUMMNNAHTALHOHHNWTE 3aryOH CbC ChOTBETHO HaMalleHUE Ha depTHanTEeTA.
[1pu 3aiiur HaManeHo JETATHO TEJIECHO TEerNo ce HabmoaaBa caMo NpH HaAJIHYHE Ha TOKCHYHOCT IpH
MaHlKaTa (KJIHHAYHY DPU3HALM, HaMajlcHO HaJNaBaHe Ha TENECHO TEMO H HAMAJIEHA KOHCYMalUs Ha
XpaHa) NNpyd HUCKH HHUBA Ha excnozvuug (0,06 mbTH B CpaBHEHHE C OYaKBAHATaA YOBELLIKA €KCNO3HLIUS
Bb3 ocHOBa Ha AUC. M3BecTHO €, ue TO3H BUJ € YyBCTBUTENIEH KbM €(DeKTUTE Ha aHTUOUOTHLIUTE.

JIMHE30N1U U HEMOBHUTE MeTaDONHTH ce CKCKPCTHPAT B KbPMATA HA KBPMCLIH IITBXOBC, KATO
Hﬂﬁ.l'll{}ﬂaBaHHTE KOHLCHTPpALHH Ca [MO-BUCOKH OT TC3H B MAaMUHHaTa njasma.

JIMHE30H NpCAH3BHKBA GﬁpﬂTHMﬂ MUCIOCYTIPECHA B INTEXOBC H KYHCTA.

[Ipu rrsxoBe NpU NEPOPATTHO NPHIIOKEHUE HA JTMHE30NKI B TIPOABIDKEHHE HA 6 Mecena €
HabmonaBana HeoOpaTHMa, MHHUMAJTHA 0 N€Ka aKCOHATHA JereHepaums Ha CeIaNVILHUTE HEPBH NpH
80 mg/kg/neH; MHHMMAaHA AereHepalMs Ha CEJaTHIIHUTE HEPBU € HabmoaaBaHa Chio NpH | MbKKH
pyH TOBA I030BO HUBO NMPH MEXAUHHATA ayToncus cnell 3-us Mecell. [lposeaeHa e cenzopHa
MOP(ONIOrHyHA OLEHKA Ha NMepdy3HOHHO-PUKCHPAHH ThKAHU 34 U3CeABaHE Ha NaHHUTE 3a
JereHepauua Ha 3pUTEHUA HEPB. Y CTAHOBCHHU ca JaHHU 3a MUHHMA/IHA IO YMEPEHA ACreHepalMa Ha
3PUTEITHUA HEPB NPU 2 0T 3 MBXKHU IUThXa crel 6-MeceHHO NIPUIOKEHHE, HO NpIKaTa BPpB3Ka ¢
NIEKapCTBOTO € HECUIYPHA NOpadH OCTPOTO €CTECTBO HA HAXOAKATa H aCHMETPHUYHOTO H
pa3npenencHue. HabnironapaHata gereHepanus Ha 3pUTENHMA HEPB € MUKPOCKOIICKH CPaBHHUMA CbC
CTIOHTAHHATA YHUNATEpA/IHA AereHepalus Ha 3pUTEIHUA HEPB, ChoOLIaBaHa MpH 3aCTapABaAHETO Ha
IUTBXOBETE, ¥ MOXe Aa Obae exzauepbauus Ha obuyaiiia npoMsHa.

HPE,IIKJIHHH'-IHHTG AaHHH, OCHOBABAalllKl C€ HA KOHBECHLUHOHAJ/IHH NPDOYHBAHHA Ha TOKCHYHOCT IPpH
MHOT'OKPATHO MNPHUITOXKCHHC H TCHOTOKCHYHOCT, HC INOK43B4T 0CO0EH PHCK 3a xOpaTa H3BBH TO3H,
3aCCruaT B Apyru TO4YKH Ha Kp&TI{ﬂTﬂ XApPpaKTCPpHCTHKA Ha MPOAdYKTA. Hpﬂ}"—IBaHIflﬂ 3a
KHHHBPGFEHHDCT/ OHKOI¢HHOCT HE€ Ca NMpPOBCKAAHH C OIJICl Ha KPATKAaTa NMpOUBJ/DKHTCITHOCT Ha
NMPUWIOKCHHEC H JTHIICA Ha TCHOTOKCHYHOCT.

6. OAPMALEBTHYHM JAHHU
6.1 CnucskK HA NOMOIOHHTE BCIHICCTRA

[ nroko3a MOHOXHAPAT

Harpues uurpar

JInMOHEHa KHCcenHHa

XTTOPOBOZOPOAHA KHCENMHH2 (3a KopekuMs Ha pH)
Harpuep xuapokcua (3a Kopekuus Ha pH)

Bopaa 3a HHXKEKUHH

6.2 HechLBMECTHMOCTH

He Tpsabea na ce BbBeXKAAT 100aBKH KBM TO3M pasTBOp. AKO JIMHE30JHA TPAOBA Aa ce NPUI0XKH
e JHOBPEMEHHO C APYIrH NeKapcTBa, BCAKO JIEKapcTBO TpAOBA Na ce nNpHaara OTACIHO B CBO
HETOBHTE YKa3aHHA 32 YNnoTpeba. AHANOrHMYHO, AKO €aHA ¥ Chllla HHPY3UOHHA CHCTE
3a NMOCJIeA0BATEHO BIMBAHE HA HAKOJIKO JIEKapcTBa, CHCTeMaTa TpsadBa 1a ce nNpomy
MH(Y3HOHEH Pa3TBOP NPEAH H CNell TPUIOKEHHE Ha JIHHE30IHA (BHXKTE TO4KA 6. 6)"
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nakTo0OHoHaT, GeHUTOMH HaTpuit u cyndameTokcason/TpumeronpyuM. OCBEH TOBA, TON € XMMHYECKH
HECDHBMECTHUM C LIEPTPHAKCOH HATPHA.

6.3 Cpok na roguocrt
[Ipeau orBapsHe: 3 rooMHU
Joka3aHa € xuMHuecka U ¢pusnydecka crabunuoct npu ynorpeda 3a 24 yaca npu 2-8°C u 25°C.

OT MHUKpOOHOAOrHYHA IJIeAHA TOUKa NPOAYKTHT TpAOBa Aa ce U3Nou3Ba He3a0aBHO, OCBEH aKo
METOADLT HA OTBApAHE HE W3KIMOUYBA PUCKA OT MUKPOOHO 3aMbpCsiBaHe. AKO HE C€ U3N0JI13Ba
He3a0aBHO, BPEMETO M YCJIOBHATA Ha ChbXPAHEHUE €A OTrOBOPHOCT HAa NOTpeOUTENA.

6.4 CpetlHAJIHH YC/IOBHA HA ChLXPaHEeHHe

To3u nekapcTBeH MPOAYKT HE HIUCKBA CIIEUHATTHY TEMIIEPATYPHH YCIIOBUSA HA CbXPAaHEHHUE.
Freeflex cak: [Ipeay ynorpe6a aa ce chbXxpaHsABa B OPUr4HAIHATA ONaKOBKa {BbHIUHA OOBHBKA H
KapTOHEeHa KyTHA), 3a Jia e Npelna3d OT CBETJIMHA.

KabiPac 6ytunka: CbxpaHspaiTe OyTHUakaTa B KAPTOHEHATA KYTHA, 3a Ja CE€ MpeAna3y OT CBET/IHHA,
rnpeay ynorpebda.

3a yCNOBUATA HA CbXPAHEHHE Clie] THPBOHAYATHO OTBApsIHE Ha JEKAPCTBEHU NMPOAYKT BHXKTE TOUYKA
6.3.

6.5 Buau cpaALPXKAHHE HA ONNAKOBKATA
JInnesonna Kabu 2 mg/ml nHdy3uoOHEH pa3TBop € ONakOBaH BbB:

MHorocaoiHK nonnosieQpHHoBH HHPY3HOHHH cakose Freeflex, ¢be 3aneqyaTaHa OTRBTPE BbHILHA
oOBHBKA OT JaMHUHATHO $oaHO (PHAM OT NONUECTEP/TIONUIIPOTIHACH alTlyMHUHHIN), 32 €AHOKpaTHA
ynorpeba, roToBy 3a ynorpeda, He CbhALPAKAT JIaTEKC.

HITH

Bytunku (KabiPac) or noniveriwieH ¢ HUCKa IUTBTHOCT KaTO MbPBHMHA ONAKOBKA, 3aTBOPEHH C
Kanauka, CbAbpiKallla T'YMEH QUCK, MO3BONARAIN BhBEKIAHETO Ha HIJIATa.

Beeku cak uau OyTtunka ceabpxka 300 ml pasteop.

OnakoBKHU:

[Monuonedunon cak (Freeflex): 10, 30 unu 50 nndysuonnu caxa.

byrunka ot nonketnned (KabiPac): 10, 30 uaun 50 6yTinku (onakoBaHH B eAMHUYHA KYTHA ).

He BCHYKH BHAOBE OMTAKOBKY MOraT Aa ObJaT MyCHATH Ha na3sapa.
6.6 CHoensaA/JIHH NPEeANAZHH MEPKH NPH H3XBLPIAaHE H paldoTa
CaMo 3a eqHOKpaTHO NMPUIIOKEHHE.

3a Freeflex cakogsere:

OTtcTpaHeTe BBHLUHATA OOBHUBKA, CAMO KOraTo CTe rOTOBH Jia 'O W3NON3BaTe, CleA TOBa NPOBEpeTe 32
MUKPOCKOIMMYHO TMPOITYCKAHE KaTO CTHCHETE 3ApaBo caka. AKO CakbT MPOITYCKa, HE I'O U310
ThH KaTO CTEPUNHOCTTa MOXe Aa Obae HapylueHa. PasTtBopeT TpssOBa na ce npoBepH B
ynotpeba, karo TpsAOBa Oa ce U3noa3eaT caMo OUCTPH pa3TBOPHU, KOUTO HE ChAbPXKA /(1
M3MON3BaiTe Te3U CAKOBE 33 CEpUiHY CBbp3BaHuA. Heusnonzsauuat pasreop TpAOBa g %3
HsaMa crieliManHy H3MCKBAHHUA 3a U3XBbpPIIAHE. Hen3nonipaHUAT JIeKapCTBEH npo,z[yic'r. ga by s ot L
OTIAAbYHHTE MaTEpHUAIH OT Hero TpsaOBa 1a ce U3XBLPJIAT B ChbOTBETCTBUE C Mecmm ?.Eclcﬂaﬂim“'é [ w i

Tt :
He cBbp3BalTE MOBTOPHO YACTHYHO H3MOA3BAHH CAKOBE. PG S Py
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3a KabiPac 6yTmnkure:

Hspanere OT KAPTOHEHATA KyTHs, CAMO KOT'aTO CTe TOTOBH JIa s H3rlon3BaTe. Pa3TBopsT Tpatea fa ce
MpOBEPH BU3YaTHO NpeaH ynoTpeda, Kato TpAOea Aa ce H3MOI3BAT CaMO GHCTPH PA3TBOPH, KOHTO He
ChaBpKAT 4acTHUH. He n3nonspalire Te3n OyTHIKH 38 CepuiiHH CBBP3BaHUA. HeusnonspauusT
pa3TBop TpAOBa /ia ce M3XBbP/IM. Hama cnennansy usncksanus 3a u3xsupiane. Henznonssauusr

JICKAPCTBEH NPOAYKT WIM OTNAABYHHTE MATEPHAIIH OT Hero TpAGEBa /1 ce H3XBBLPJIAT B CHOTBETCTBHE C
MECTHHMTE HU3HCKBRHMAL.

He ¢Bbp3BaiiTe MOBTOPHO YaCTHYHO M3MOA3BaHH BYTHIIKH.

JIunesonna Kabu 2 mg/ml undysnoneH pasTBop € ChbBMECTHM ChC CIIENHHTE pasTBOPH:
- rmoko3a 50 mg/ml (5%) waTpaBeHO3HA MHY3IHA,

- HaTpueB xaopua 9 mg/ml (0,9%) uuTpaBeHO3Ha UHDY3HS,

- pa3TBOp Ha PHHrep-nakrar 3a MHKeKTHpaHe (MIDKEKLIMOHEH pasTeop Ha XapTMmaH).

7.  IIPHMTEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEEBA

Fresenius Kabi d.o.o.

Radnicka Cesta 37a, 10 000 Zagreb
XBpBaTHA

8. HOMEP(A) HA PABPEIIEHHETO 3A YIIOTPEFA

Peructpaunonen Ne 20170221

9. JTATA HA ITBPBO PA3PEIIABAHE/MIOJHOBSAABAHE HA PA3PEIIEHHMETO 3A
YIIOTPEBA

JaTta Ha mepBO paspewasane: 23 1ouu 2017 1.
Hara Ha nocaendo nogHoesBaHe: 14 cenreMpu 2023 r.

10. JATA HA AKTYAJIM3NPAHE HA TEKCTA
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