KPATKA XAPAKTEPUCTHKA HA HIPOYKTA 7 v cnosima

1. HME HA JIEKAPCTBEHUS ITPOJAYKT | | 65322 [

Jlunezonun Kabu 2 mg/ml undysuonen pasteop
[.inezolid Kabi 2 mg/ml solution for infusion

2. KAYECTBEH U KOJIMYECTBEH CHCTAB

| ml undy3uoHeH pa3TBop chabpxka 2 mg nuHe3onua (linezolid).
Bceku uHy3noneH cak uiam 0ytunka ot 300 ml cuabppxa 600 mg nuHe30nua.

[TomouHu BeiecTBa ¢ W3BecTHO aeicTBHe: Bcekr 300 ml ebabpxkar ebio 13,7 g rimoko3a m 114 mg
HaTPHH.
3a M'bJIHAA CIIMCHK HA MOMOIIHUTE BELIECTBA BMXKTE TOoUKka 6. 1.

3. JEKAPCTBEHA ®OPMA

HUudy3uoHeH pa3TBop
Freeflex cakoBe: U30TOHHMUYEH, OUCTBP, NPAKTHYECKH HE ChABPKALL YACTHLIM, O€3LUBETEH 10 HKBJIT

pa3TBOD.
KabiPac 6yTunku: M30ToHM4eH, OUCTBP, NPaKTHYECKH HE ChAbpPKalll YaCTHLIM, O€3LBETEH /10 XKBJT

WJIK JIEKO Ka)eHUKaB pa3TBOp.

pH: 4,6-5.0
Ocmonanuret: 270-330 mOsmol/kg

4. KIMHHUYHHU JTAHHHU
4.1 TepaneBTHYHH NOKA3ZAHHS

Ho3o0koMHaIHA MTHEBMOHHMA
[THeBMOHMSA, npu00OUTa B OOLIIECTBOTO

JIunezonua Kabu e nokaszaH npu Bb3pacTHHU 3a JIeYEHHE HA IMHEBMOHMS, NPpUA0OUTa B OO1IIECTBOTO M
HO30KOMHMAJIHA MHEBMOHHUSA, KOraTo € M3BECTHO MUJIM C€ MmpearoJiara, ye ca NpUUYUHEHU OT
4yyBCTBUTENHH ['pam-nonoxurenHu Oakrepuu. [Ipu onpenensse nanu Jinnesonua Kabu e noaxoasu
3a JIaZICHO JIeueHue, TpAOBa /1a ce B3emar npeABH/] pe3yaTaTUTe OT MUKPOOHOJIOTHYHUTE TECTOBE UJTH
uHopmalmsaTa 3a npeodiazaBpaiara pe3MCTEHTHOCT KbM aHTHOAKTEpHaJTHH cpeacTBa cpel | paMm-
[MOJIOKHUTEIHU DaKTepUH (BHKTE TOYKA 5.1 3a moaXoAALUTE MUKPOOPraHU3MH).

JIuHe30/11A He € aKTUBEH Cpelly HH(EKLIMH, TPUYUHEHH OT | paM-OTpHLIATEIHHU NATOT€HH.
AKO € JIOKYMEHTHPaHO MUJIH Ce NMOA03Mpa HAIHYKEeTO Ha [ paM-oTpuLaTesieH naToreH, TpsaOBa
e/THOBPEMEHHO J1a ce 3aroy4yHe cneurduryHa Tepanus cpeuly [ pam-oTpyLaTeTHHTE MUKPOOPIraHHU3MH.

YcnoxkHeHd HHPEKLMH Ha KOYKaTa U MEKUTE TbKaHHU (BHXTe Touka 4.4)

JInnezonua Kabu e nokasaH npu Bb3pacTHHU 3a JIEYEHHE HA YCIIOXKHEHH HH(EKLIMM Ha KoXKaTa

HH(EKLMATA € TPHYUHEHA OT YYBCTBUTENHH | paM-1oI0KHTETHH GaKTepHH. ol X >
APE e\ S

JIuHe301u/1 He € aKTUBEH cpelly HH(PEKUHH, MPUYUHEHH OT | paM-OTpHULIATEIHH NaTore




Jlureszonng TpaGBa Aa ce W3MOA3BA MPH MALMEHTH C YCAOKHEHH MH(PEKLIMH HA KOXKATa U MEKHTE
TBKAHH ¢ U3BECTHA WK BL3MO3KHA ChITBTCTBALLA HHPpeKLHA ¢ | paM-oTpHLIaTENHH MUKPOOPraHHU3Mu,
CaMO aKO HAMA HATWYHH AITEPHATHBHU BL3MOXKHOCTH 3a JieueHHe (BWKTe Touka 4.4). I1pH Te3u
obcrosaTencTea TpAORA /1a C€ 3aMOYHE €IHOBPEMEHHO JIeHEHHE cpelly | pam-0TpHLIRTEIHHTE
MUKPOOPraHH3MH.

JleuenueTo ¢ nuHe3onua TpabBa Aa ce 3ano4He caMo B OOJTHMYHA Cpella M Cllel KOHCYATaLl|s Cbe
CBHOTBETEH CIIELIHATHCT KATO MUKPOOHONOT HAH CEUHATUCT MO HH(EKUMO3HHU O0JIECTH.

Tpsabra ga ce uMa npeaBUI OPHLHATIHOTO PHKOBOACTBO OTHOCHO MoAXoAdllaTa ynoTpeba Ha
aHTHOaKTEepHaIHN CPEACTBA.

4.2 Ho3HpoBKa H HAYHH HA NPHJIOKEHHE

Ho31poBKa

JInnesonua Kabu 2 mg/ml HHy3HOHEH pa3TBOp MOXKE 1a C€ U3MNO0/3Ba KATO Ha4YanHa Tepanus.
[TauMeHTHTE, KOHUTO 3aroYBaT JIEUCHHE C NIAPCHTEpaHaTa NeKapcTeeHa opMa MoXKe ta IpeMUHAT
KbM Mepopaita (opMa, KOrato € KIMHAYHO MokKa3aHo. B Takuea cnyuyan He € HE0OX0aAUMO
KOpPMrHpaHe Ha l03aTa, Thil KATO TMHE30M UMa NiepopaiHa OMOHATTHYHOCT OT NPHOU3UTEITHO

100%.

IIpenopvuumenna 003Up0o6Ka U NPOSBIICUMEAHOCT HA IeHeHUe NP 8b3PACTIHU.
[IpoabL/DKHTENHOCTTA Ha IeYeHHe 3aBUCH OT MaToreHa, MACTOTO Ha HH(EKLMS Y HEMHATA TEXKECT U OT
KJAUHHYHUAA OTTOBOP HA NMAllHEHTA.

CnenHuTe MPpENopPHKH 3a NPOABJIDKHTCIIHOCTTA Ha TEpAlIuATa OTPA3ABAT MNPOABIDKHTCITHOCTTA,
H31oa3BaHa NpH KJIKHHYHHUTC U3INTHTBAHUAL. HU-I{pﬂTKH CXC€MH Ha JICHCHHEC MOXKC Ja Ca NOAXOAA1IH
MpH HAKOH BHAOBE HH(beKHHH, HO HE ¢a OUEHABaHH B KIHHHYHH H3ITHTBAHHA.

MaxkcHManHaTa NpoAbKHUTETHOCT Ha eucHue € 28 quu. besonacHocTTa M eeKTUBHOCTTA Ha
JIHHE3ON K] ITPH NMPHUACKEHHUE 33 NEPUOAH NMO-ABATK OT 28 THU HE ¢a YCTAHOBEHH (BIOKTE TOYKa 4.4).

He e HeobxoaMMO NMOBHLTABAHE HA MPENOPHYUTENHATA JO3UPOBKA HIH HAa NPOABDKHTEIIHOCTTA HA
fieueHre npH HHPEKIIHH, CBBP3aHH CbC CHITBTCTRALIA DaKkTepHeEMHA.

IIpenopbKuTe 3a JO3UpaHe HA HH(}PY3HOHHHS PAa3TBOP €a KaKTO ClieABa:

J03¥poBKa IIpoab/DKHATEIHOCT HA

JICYEHHE
10-14 nocnepoBaTenHH OHH

Hujpekuun

HozoxkomnanHa NHEBMOHHA 600 mg nBa mbTH JHEBHO

[IHeBMOHMA, MpUaOOHTA B
OOLIECTBOTO

YenoxHeHH HHPEKIUH Ha KOXaTa H
MEKHTE ThKaHH

600 mg nBa mbTU AHEBHO

Ileduampuuna nonyaayus:

Hsama nocraThyHO A@HHHM OTHOCHO He3onacHoCTTa H €(PMKACHOCTTA Ha JIMHE30IU NPU JeLd H OHOIIH
(< 18-roauinna BL3pacT), 3a A C€ HAMPABAT NPENOPBKY 33 A03UpaHe. HanuyHuTe 1Mo HacToALEM
NIAHHH Ca OMUCAHH B TOUYKH 4.8, 5.1 1 5.2, HO NMpenopBKU 3a AO3HPOBKA HE Morar Ja ObJar JaJeHH.

Cmapyecka 8b3pacm.
He e neoOXxoquMO KOpHTHpaHe HA A03aTa.

bvbpeyno yepecoane:
He ¢ HeoOxoauMo KOpHrupaHe Ha 103aTa (BHXKTE TOYKH 4.4 1 5.2).




Teoicxko bvOpeuno yepesicdane (m.e. Cleg < 30 mi/min).

He e HeoOXx0AMMO KOpUTHpaHe Ha A03aTa. ThH KaTO KIMHHWYHOTO 3HAYEHHE Ha NMO-BHCOKaTa
excriosuiMa (Ao 10 meTH) Ha ABaTa OCHOBHH MeTabonuTa Ha THHE30NU NMPU NALMEHTH € TEeKKA
OLOpeyHa HEIOCTATBYHOCT € HEU3BECTHO, JIWHE30NN/ TPAOBA 1a C& H3MOJI3Ba C 0OCOOEHO BHUMAHHE
MPH TE€3U MALMUEHTH H ¢aMO KOraTo Ce CUMTA, Y€ O4aKBaHATA NoJi3a HAAXBbP/s TEOPETHYHHUS PHCK.

Twit kaTo npubnuanTtesiHo 30% ot no3aTa Ha TMHE30NHUA ¢e OTCTPaHABA M0 BpeMe Ha 3-Te yaca Ha
XeMoJuanM3a, NMHe30IuA TpAOBa Aa ce mpuJiara ciel AManu3a MpH MalueHTH, oyYyaBally TaKOBA
neueHue. OCHOBHUTE MeTabONUTH Ha JIMHE30JIU] C€ OTCTPAHABAT B U3BECTHA CTEMEH MPH
XEMOAUANN3a, HO KOHLUEHTPALMHUTE Ha T€3U METabOJIMTH ca BCe OLLE 3HAYUTENIHO MHOTO MO-BUCOKH
ciel JHain3a OTKOJIKOTO Te3H, HabnoJgaBaHU NpU NaUMEHTH ¢ HopMasiHa Obp0peuHa QPyHKLMSA HIIH C
JeKa 10 ymepeHa 0n0pedHa HeJOCTATHUHOCT,

[Topaau ToBa, THHE30aUA TPAOBA Aa ce W3NMO0I3Ba ¢ 0COOEHO BHUMAHHE NPH NALIMEHTH C TEXKA
OpOpeuHa HeIOCTATEYHOCT, KOMTO Ce MOJIaraT Ha AHany3a U caMo KOraTo Ce CYMTa, Y€ O4aKBaHaTa

Nnoji3a HAAXBHEPIA TCOPETHHHUA PHUCK.

o aHec, HAMA OIHT C NPIICKEHHE Ha IMHE30JIM Ha MALUEHTH, NIOWI0KEHH Ha HEMPEKbCHAaTA
amOynaTopHa rnepuTOHeanHa nHanusa (continuous ambulatory peritoneal dialysis, CAPD) wnu ¢
AITEPHATHBHO JieyeHUe Ha ObOpevHa HeNOCTATBHHOCT (OCBEH XEMOAHATIH3A).

Yeprodpobro yepedcoane:
He e HeoOxoauMo KopHriupaHe Ha gosata. FiMa odade orpaHnyeHy KITHHHYHHY NAHHH H €
NpenopbYHTENHO JUHE30IHA Ja CE U3MON38a [IPK TAKMBA MNalHEHTH CaMO KOTaTo CE CUYHTA, Y€

O4aKBaHaTA M0J13a HAAXBBPJIA TEOPETHYHHA PHCK (BHATe TOUKH 4.4 U 5.2).

Hauud Ha [IpUAQKEHHE:
[TpenopwuMTEnHaTa A03a Ha JIMHE3OIHA TpabBa ga ce npunara UHTPaBR€HO3HO ABA NLTH JAHEBHO.

Haunn Ha npunoxenne: HHTpaBeHO3HO NPHIOKEHHE.
HMHdy3uoHHNAT pa3TBOp TpAOBa na ce npunara 3a nepuod ot 30 go 120 MuHyTH.

4.3 IIporusBomokazanuf

CBpPBXYYBCTBUTETHOCT KbM aKTHBHOTO BELIECTBO HIIM KbM HAKOE OT [IOMOLUHHTE BElLECTBA,
H306poeHH B Touka 6.1

JIuHezonuna He TpAGBa Ja € U3MOJI3BA NPH NALIUEHTH, IPHEMAaLIH HAKOU JIEKapCTBEH NPOLYKT, KOHTO
HHXHOMpa MOHOaMHHOOKcHIa3u A wnu B (Hanp. denenzuy, n3okapbokcasng, ceneruins,
MOKJII00EeMH ) UK 10 ABE CEAMMLM Clel NTpUeMa Ha HAKON TaKbB JIEKAPCTBEH MPOXYKT.

OcBeH aKko HAMA HATHYHY YCJAOBHA 3a CTPUKTRO HaboAeHHe H NpocieasBaHe Ha apTEPHATIHOTO
Hangrate, JIMHE30JUR He TpAOBa Aa ce MpuUiara Npy NalHeHTH CbC CIASIHUTE CHITBTCTBAMIH KIIMHNYHU
ChCTOSHMA WM JIEKYBaHH €HOBPEMEHHO CbC CNEAHUTE BHAOBE JIEKapCTBa:

- TMauueHTH ¢ HEKOHTPOJIMPAHA XUIMEPTOHUS, GEOXPOMOLIUTOM, KAPUHHOUI, THPEOTOKCHKO34,
SunoaspHa genpecus, LIN30aGeKTHBHO Pa3CTPOMCTBO, OCTPU CHCTOAHUS Ha OOBpPKBaHE.

- MMaumedTy, npyUeMallyd HAKOM OT CNeAHUTE JIEKapCTBa: HHXUOUTOPH Ha 0OpaTHOTO 3aXBallaHe Ha
CEpOTOHUHA (BIOKTE TOYKa 4.4), TPHLMKIHYHUA AHTHAETIPECAHTH, arOHUCTH HA CEPOTOHWHOBHTE 5-
HT): peuentopu (TpHnTaHd), CHMIIATOMMMETHYHHU CPEACTBA C NPAKO M HENPAKO JEHCTBUE
(BKJTIIOUMTENHO aJpeHEePrUYHUTE OPOHXOAMIATATOPH, NceBAoedeApHH U QeHIIPONaHOIaMUH),
BA30IMPECOPHH cpeacTpa (Hanp. endHe¢puH, HOpenuHedpUH), JONAMHUHEPrHYHU cpeacTBa (Hanp.
NonaMHH, 100yTaMuH), NETUAHH WK OYCIHUPOH. —~—

JIaHHUTE TIPH X)KUBOTHH TIOKA3BAT, Ye IMHE3OJIMA U HETOBUTE META0ONMTH MOFaT Aa
KbpMaTa U CbOTBETHO KbpPMEHETO TpsibBa 1a ce NpeyCTaHOBH MPEAH H MO BPEME Ha
(BHKTE TOUKa 4.6).




4.4 Chneunanauu npeaynpexieHus H peANna3HHd MepKH IIPH ynoTpeda

Muenocynpecus
Cpo611aBa ce 3a MUENoCcynpecHs (BKNIOUUTEMHO aHEMHA, JIEBKOINCHUS, NAHLUUTONEHUS U

TpoMOOLMTONEHHA) IPH NALMEHTH, NMOJTy4YaBallid THHE30IUA. B cnyyauTe ¢ M3BECTEH U3X0J, NpH
NpeyCcTaHOBABaHE HA TMHE30JIM] 3aCETHATHTE XeMaTOOTMYHH MOKa3aTE/MH C€ MOBULIABAT 10 HHBATA
npeau JieyeHueTo. PUCKBT OT TE3M ePeKTH M3MIeKAa € CBBbP3aH ¢ NPOAb/IKHTENHOCTTA Ha JISUEHHE.
[MaumenTyTe B cTapuecka Bb3pacT, JIEKYBaHU C JIMHE30NHU/, MOXKE J1a Ca U3JIOKEHH Ha NO-TOJIAM PHCK
OT MOJY4aBaHe Ha KPbLBHH JAUCKPA3MH OT NO-MJIAAUTE MALIMEHTH.

TpomGonuToneHys MoxKe 1a Bb3HUKHE MO-YECTO NP MALKMEHTH C TeXKa ObOpeuHa HeIOCTATBYHOCT,
HE3aBHCHUMO JAJTH €A Ha AMaNIM3a WIM He, KaKTO M MPHY NALMEHTHA ¢ YMEPEHO IO TEXKO YepHOOPOOHO
yBpexaaHe. [lopaay ToBa, CTPUKTHO NpoCeAsBaHE HA KPBBHA KapTUHA Ce NpEnopbysa NpH
NMaUUEHTH, KOUTO: HMAT NMpeALlecTBalla aHEMHUS, MPaHyIOLMTONCHHA WIH TPOMOOLIUTONEHMUS,
MoJIy4aBaT eqHOBPEMEHHO JIEKaPCTBA, KOUTO MOraT Aa NMOHWKAT HUBATa HA XeMOTJIOOUH, Ja MOHIKAT
KpbBHATa KaApTHHA WIH HeOIArONMPHATHO Ja 3acerHar 0pos Wi @YHKUMATA Ha TPOMOOLIKTHTE; HMAT
TexKa 6bOpeyHa HeIOCTATBUHOCT HITH YMEPEHO 0 TEKKO USpHOAPOOHO YBpexkaHe; nojyyaBar
tepanus nopede oT 10-14 axu. JInHezonua TpsadBa 1a ce npHaara npv TAKMBA NALMEHTH, CaMO KOraTo
€ BE3MOXKHO CTPUKTHO TIPOC/Ie/IiBaHe HAa HUBATa HAa XeMOrI00MHa, KpbBHATa KapTHHA ¥ Opos Ha
TPOMOOLIUTHTE.

AKO N0 BpeMe Ha TeparuaTa ¢ TMHEe30JIM] Bb3HUKHE 3HAYKTENHA MHEIOCYTIPECHs, IEYEHHETO TpsOBa
Ja ce CIpe, OCBeH aKOo MPOAb/DKABAHETO HA TEPANMATA HE CE€ CUMTA 3a a0COMIOTHO HEOOXOAUMO, KATO
B TAKBLB CITy4aki TpaOBa Ja ce MpUNoXaT HHTEH3UBHO NPOCIEAABAHE HA KPhBHATA KapTHHA U
MOAXOAAUIYA CTPATErMH HA JICUEHHE.

OcBgeH TOBAa, NPETIOPBHUBA C€ Aa Ce NMPOoCcneasBa CEAMHYHO ThIHATAa KPbBHA KapTHHA (BKIIOUHTETHO
HHBATA HAa XeMornobuHa, TpoMbouuTHTE M 00IIHMa Opoil NeBKOLMTH B audepeHLMATHO OpoeHe) npu
MaLUEHTHTE, KOUTO MOAYHABaT AHHE3ONK/, HE3ABUCUMO OT H3X0/HaTa KpbBHA KapTHHa.

B npoyuBaHHATa ChC ChCTpadaTenHa ynorpeda ce crobinara no-BHCOKA YECTOTA Ha CEPHO3HA aHEMHS
MpH NalMEeHTHTE, NOJYYaBally JIHHE30IUA 3a MOBeYe 0T MAKCHMaIHaTa NPENOphYUTENHA
NPOABDKHTENHOCT OT 28 AHM. TIpH Te3n nauMeHTH N0-4eCTO Ce€ Haara npejdBale Ha KpsB. Ciiyyau
Ha aHeMHA, Halaraiila rpejHBaHe Ha KPbB, ce Cho0UIaBaT ChILO W B TOCTMAPKETHHIOBHS ITEPHO/,
KaTO MOBeYE CYyYaH Bb3HHUKBAT MPY MalLUeHTH, KOWTO ca NOyYaBalH Teparnua ¢ TMHEI0NH] 3a
[moBeye oT 28 AHHU.

B nocTMapkeTHHrOBHSA NEepUOA ce choOLaBar cny4au Ha cuaepobiacTHa aHeMud. B ciayyaure ¢
M3BECTHO BpPEME Ha HA4aJloTo, MOBEUYETO NALMEHTH Ca MOJTYYABAIH TEPANH ¢ JTIHHE30IH/ No-
NPOABKHTENIHO oT 28 aHu. IToBeueTo naLMeHTH Ce BB3CTAHOBABAT HAITBLJIHO HJIM YaCTHYHO CIIEN
NpeyCTaHOBARAHE HAa NTUHE30AHA ChC MK Oe3 NeyeHHe Ha aHEMHUATA.

Hucbananc Ha cMbpmuocmma 8 e0HO KIUHUYHO UNUMEAHe NPU RAYUEHMU C KAMembP-ACOYUUDARY
I'pam-noroscumennu unhexyuu Ha Kpreoobpaweruemo

[TpekoMepHa cMBPTHOCT € HabA0AaBaHa [PH TALMEHTH, IEKYBAHH C JIMHe30111, B CPaBHEHHE C
BAHKOMHMLMH/ MUKJIOKCALWIHH/OKCALIWIHH B OTKPHUTO NPOY4YBaHE NMPH CEPHO3HO OONHHU NALMUEHTH C
MHTPaBacKyNapHU KareTbp-acolinupany uHdekumu [78/363 (21,5%) cnpsamo 58/363 (16,0%)].
OcHOBHHAT (aKTOp, NMOBNMABAL CMBPTHOCTTA, € CTATYCHT Ha | paM-NosioxUTEIHA UHGEKIUA Ha
H3XOHO HHRO. CMBPTHOCTTA € NoA0OHA NPH MaUUEHTHTE ¢ UH(EeKUUH, NPUYHHEHH caMOo OT [ pam-
NOJOXKHUTEIIHK MUKPOOPraHu3MH (koepuUMEHT Ha pHck 0,96, 95% nosepurened udrepsan: 0,58-1,59),
HO € 3Ha4YuMo no-Brcoka (p=0,0162) B rpynara ¢ nMHE3014 NPH MTALIMEHTUTE C JPYyr BUA NaTOreH
MK 6€3 naToreH Ha U3XOAHO HUBO (koedHUUEHT Ha puck 2,48; 95% nosepurened uHrepsan: 1,38-
4,46). Haii-ronemusr aucbanasc Bb3HHKBA 110 BPEME Ha JICHEHHE U 110 7 AHU CIIeNl Npeys
Ha NPOY4BaHOTO JiekapcTrO. [ToBeve nanyeHTH B rpynara ¢ JIMHE30IU ¢a NpHA0OHUNKy
OTPMLIATE/THH NATOT€HH MO BPEME HA MMPOYHYBAHETO M €A NOYHHAIH OT HHPEKUHS, I /2,
['paM-oTpHLATEIHM NATOT€HH H NOMUMUKPOOHU MHPekLuMH. [lopanu ToBa, nipu yc.n YHI
Ha KOXAaTa H MEKHTE TbKaHH JIMHE30aua TpAOBa Aa ce U3M0J13Ba MPH NMALUEHTH C U ‘ i
Bb3MOXKHA CHITBTCTBaIIA HHpeKUna ¢ I paM-0TpULATEITHH MUKPOOPraHU3MH, CaMO ¢




aITEPHATHBHH Bb3MOXKHOCTH 32 JieueHue (BvxkTe Touka 4.1). B Te3u cayqam tpabsa na ce sanouHe
eJHOBPEMEHHO JICUSHHE Cpelty | paM-OTpHLIATENHHTE MHKPOOPTraHU3MH.

Anmubuomux-acoyuupanu QUapus 1 Koaum

AHTHOHOTHK-aCOLIMUPAHH AHAPHA W KOJIMT, BKJIKOUHTENHO NCEBIOMEMOPAHO3€H KOJIMT M AHapHA,
ceep3ana ¢ Clostridioides difficile, ce cbob11aBaT BBB Bpb3Ka ¢ ynorpebara Ha NOYTH BCHYKH
aHTUOHOTHIIM, BKTIOYUTENHO JIMHE30JHUA M T€ MOTaT Aa BApKBPAT MO TEXKECT OT JIeka AHapus o
daranen xonut. ITopaau TOBa € BaXXHO Ta3W AHArHo3a Ja ce HMa NpeJBHA NPH NaUHEHTH, KOUTO
pa3BHBAT CEPHO3HA AUapus [0 BpeMe Ha WK ciiell ynotpedaTta Ha JIHHe30MH. AKO ce MToJ03Hpa WK
C€ NMOTBBLPAH AHTHOMOTHK-aCOLMMPAHU AUAPHS WM KONHT, TEKYLLIOTO JICHEHHE C AHTHOAKTEPHATHU
CpeACTBa, BKIKOUYUTENHO JIMHe301ua, TpaOBa fa ce npeycTaHoBY M TpabBa HezabaBHO 1a ce
npeanpueMar aJeKBaTHU TEpaneBTUUHU MepKU. JlekapcTsaTa, MOTHCKALLY NEPUCTAITUKATA, Ca
NMPOTUBONOKA3aHH B Ta3H CHTyaLUs.

Jlaxmamna ayudoza

CvobuiaBa ce 3a naKTaTHa auMa03a Npy ynorpedara Ha JIMHE30MHA. [lauMeHTuTe, KOMTO pa3BUAT
MPU3HALY ¥ CUMITTOMH Ha MeTabOoJIMTHA aLMA03a, BKIIOUHTETHO PELIMAWBHPALIC FAAECHE WIH
noBpbllaHe, KopeMHa 060/1Ka, HUCKH CTOMHOCTH Ha OMKapOOHATH WAH XHMEPBEHTHIALMA, 10KATO Ce
NeKyBaT JNTMHE3ONHK, TpabBa Na momy4aT He3abaRHa MeAHUHHCKA NMOMOII. AKO Bb3HUKHE /1aKTaTHA
aLHA03a, TIONI3HTE OT NPOAb/KaBaHe Ha yNoTpedaTa Ha NXHE30MUA TpAOBa 1a Ce NPELUEHAT CIPAMO
NOTEHUHUAJIHHTE PUCKOBE.

Mumoxoudpuansa oucyrryus

Jlunezonua MHXHOKMpA CUHTE3aTa HA MUTOXOHAPUHAITHUTE NPOTEHHU. B pesynraTt Ha ToBa HHXHOMpaHe
MOTaT A4 BH3HUKHAT HEeXeJIaHW ChOMTHA, KaTo NIaKTaTHA auua03a, aHEMHUA H HEBPOTIaTHA (3PUTE/IHA U
nepugepHa); Te3u CLOUTHA ca NO-YECTH, KOTaTo JIEKAPCTBOTO CE U3MON3BA MO-NPOIB/DKUTENIHO OT 28

AHH.

Cepomonuroe cuHopom

[TonyuyeHu ca CNOHTaHHH CHOOIIEHHKS 33 CEPOTOHUHOB CHHAPOM, CBBP3aH C €AHOBPEMEHHOTO
NPWIOXKEHUE HA IMHE30MHUI H CEPOTOHHHEPIUYHH CPEICTBA, BKAKYHTEIIHO AHTHAETIPECAHTH KAaTO
CEIEKTHBHH HHXHOHUTOPH Ha 0OpaTHOTO 3axBalaHe Ha cepoTOHHHA (SSRIs) U onuouam (BrxTE TOUKA
4.5). Ilopaau ToBa, €QHOBPEMEHHOTO MPUSIOKEHHUE HA JIMHE30JIH] H CEPOTOHHHEPIHYHH CPEACTBA €
NMPOTHBOIOKAa3aHO (BIOKTE TOYKA 4.3), OCBEH KOraTo TO € U3KJIIOYUTENHO HeoOxoauMo. B Te3n cnyuau
naledTHTE TpAOBA Aa ce HabnoJaBaT BHUMATEIHO 32 NPH3HAUY¥ U CUMIITOMH Ha CEPOTOHHHOB
CHHAPOM KaTO KOTHUTHBHA JHCYHKLHA, XUNIEPIIHPEKCHA, XHneppe(IeKCHs M HApYLIIEHA
KOOpAHHALIMA. AKO Bb3HHKHAT MPHU3HALH UIIH CUMIITOMH, JieKapuTe TpAOBa Aa MOMMUCIIAT 3a
NPEeyCTaHOBSABAHE HA €AHOTO WM JBETE CPEACTBA; aKO MNPHEMET HA CEPOTOHHHEPIHYHO CPENCTBO ¢
IIpeyCTaHOBH, MOTaT /ia Bb3HUKHAT CHMIITOMH Ha OTHEMAHE.

Paboomuonuza

[1pu ynotpebara Ha TuHe30Au] ce chobluapa 3a pabaomMuonusa. JInnesonus Tpabsa Aa ce U3noO3Ba €
MOBHLIEHO BHHMaHHE NpPH NALMEHTH C npeapasnoiarainy gakropu 3a pabaoMuonusa. Ako ce
Habnrogaeat npu3Haly Wik 6ene3n Ha pabaoMHONIN3a, TUHE30NU TpSOBa Na ce MpeKkpaTH U Aa ce

3AIIOYHC TCpallni.

XunoHatpueMmusa u SIADH
XHnoHaTpUEMHA W/HIM CHHAPOM Ha HeaJleKBaTHA CEKpELIUA HAa aHTHAMYPETHUYCH XOPMOH (Syndrome
of Inappropriate Antidiuretic Hormone Secretion, SIADH) ca nabnronaBaHu npyu HAKOH MaLMEHTH,

NEKyBaHHU ¢ JTUHe30mu. [IpenopbpuBa ce cepyMHHMTE HUBA HAa HATPHH Z1a C€ NPOC/IeadBaT pe
MAHEHTH ¢ PHCK OT XHIIOHATPUEMHS, KATO NMALHEHTH B CTapYECKa BB3PAcT KK Nnauue
NIEKApCTBa, KOWUTO MOTaT Ja MOHWKAT HUBATA HA HATPUH B KPBBTA (HaMp. THA3HIAHH [

XHAPOXNOPTHA3ZUA).

llepughepna u 3pumenna negponamus




[lepudepHa HeBponaTHs, KAKTO U 3pYMTEJIHA HEBPOMATHA M HEBPUT Ha 3pPUTENTHUA HEPB, MOHAKOra

nporpecHpaty J0 3aryba Ha 3peHue, ce cboOLaBaT NpH NALMERTH, IEKYBaHH C JIHHE30A1A; TE3H
cbOoOIEHHA ca NPeIMMHO NPU NALHEHTH, JEKYBAHH M10-ABJAT0 OT MAKCHMAITHATA MpenopbuHTEeIHA
NPOAbMMHTENHOCT OT 28 JHH.

Bcuuky naureHTH TpsOBa 1a c€ CHBETBAT 2 CLOOLLABAT 33 CHMNTOMHTE Ha 3PHTEJIHO YBPEXK/aHe,
KaTO NMPOMEHH B 3PHTEJIHATA OCTPOTA, NPOMEHH B LIBETHOTO 3PEHUE, 3aMBITIEHO 3pEHHE WIH Je(eKT B
3PUTEJTHOTO Noje. B Takuea cilyuad ce npenopbyBa He3abaBHa OLIEHKA ¢ H3MNpalllaHe 33 KOHCYJITalus
npu o TAIMONOT, aKO € HEOOXOAUMO. AKO HAKOY NaLMEHTH, IpHeMar Jindesonua no-
MPOIbLJDKHTEIHO OT NpenopbyanrTe 28 AHH, 3puTeiHata HM QyHKUKs TpabBa Ja ¢¢ npocieansa

pPEedOBHO.

AKo BB3HHKHE NnepudepHa WIH 3puTeHa HEBPOMNATHA, MPOABL/KABAHETO Ha ynoTpedara Ha
JInneszonua TpabBa Aa ce NMpeueHy CpAMO HOTEHUHAIIHHUTE PUCKOBE.

Moxke na HMa NOBUILIEH PHCK OT HECBpONAaTHA, KOraTo JIHHE3IONHW CC N3I10JI3BA M1PH NNallHCHTH,
npyuemMali B MOMEHTA WJIH NPHUEMAIIH HACKOPO aHTHMHl{GﬁﬂI{TBpHFﬂ!HH JICKApCTBa 34 NCHCHHC Ha

TyOepKynosa.

Koneyacuu

CboblilaBa ¢e 3a Bb3HHKBAHE Ha KOHBYJICKU NMpU NMAalLIUEHTH, JeKyBaHH ¢ JIuHezonua. B noseuero ot
Te3M CNIy4aH ce choOlilaBa 3a aHaMHe3a 3a I'bPYOBE HJIM PUCKOBH (PakTOpH 3a repuoee. [laumenTrre
TpsaOBa na 6baAT CHBETBAHHU Aa HHQOPMUPAT CBOA JIEKAP, AKO HMAT aHAMHE3a 3a I'bPUOBE.

Huxubumopu na mMoxoamMunooxcudazamad

JInnesonua e obpaTHM, HECENEKTHBEH HHXMOMTOP HAa MOROaMHHOoKeHnaaszaTta (MAOI),Ho B nosuTe,
H3NOJI3BaHM 3a aHTHOAKTEepHANHM Tepanus, Toi HAMa aHTuacnpecuBeH egekT. MMa MHOTO
OrpaHHYeHH JaHHH OT NMPOYyYBaHUA Ha JIEKaApCTBEHUTE B3aUMOACHCTBHA U 3a 6€30MacHOCTTa Ha
JIMHE30H, TIPH NPHIATAHETO MY MPH NAaIlHEHTH ChC CHIBTCTBALLM ChCTOSHUA W/WIH JIEKYBaHH

e IHOBPEMEHHO C JIEKapCTBAa, KOMTO OMXa MOIJIM Aa MM U3JI0XKAT Ha pHCK B pe3yarat oT MAO
uHxuOupane. [lopaau ToBa, IMHE30NKA HE C€ NMpenopbLYBa 3a ynoTpeda B T€3M cyuau, OCBEH aKko HE €
Bb3MOXHO CTPHKTHO HaOMOAEHHE H NpocieaaBaHe Ha 00MHHUA (BIKTE TOUKH 4.3 1 4.5),

Ynompeba ¢ xpanu, bocamu va mupamun
[TaumeHTUTE TpAOBa ga OBAAT CHBETBAHM [1a HE KOHCYMHPAT MOJIEMH KOJTHUECTBA XPaHH, 60raTH Ha

THpaMHH (BHXTE TO4ka 4.5).

Cynepungexyus
Edexrure Ha TepanuaTa ¢ JIMHE30NW BbpXY HopManiHaTa ¢nopa He ca OLIeHsABaHH B KIIMHHYHH
H3MUTBAHHA.

YnorpebaTta Ha aHTHOMOTULIH MOXKE MOHAKOra Aa AOBEJE A0 CBPBXPACTEX HA HEYYBCTBHTEIHH
MHKpooprauuimu. Hanpumep, npubnusurento 3% OT naLMEHTHTE, JIEKYBAHH C NPENOPbLUYHTETHHUTE
IO3M JIMHE30JIH/1, ¢a MOMYYWIH KaHAHI03a, CBbP3aHa C JIeKapCTBOTO, MO BpEME Ha KIIMHHYHY
M3MATBAHKA. AKO MO BpEME Ha TEPaIHATa Bb3HHKHE CynepHH(peKUHs, TpIOBa Aa ce npeanpuemMar

MOAXOOALIN MEPKH.

Cneyuannu nonyrayuu
JIuHe3onua TpSOBa aa ce H3non3aa 0co0eHO BHUMATENHO NTPH NALHEHTH ¢ Texkka OL0peuHa
HEJOCTATHYHOCT H CAMO KOraToO C€ CHUTA, Y€ OYaKBaHATA M10J13a HAXXBLPJIA TEOPETUUHUA PUCK (BHOKTE

Touku 4.2 1 5.2). =
WERLA 7
[IpenopbuBa ce MHHE3ONMA Aa CE€ NPUIIara Npy NauHeHTH ¢ TeXKa YEPHOApOoOHa HeAoCTa P ""“-{%}H

CaMO KOraTo o4akBaHaTa [10J13a HaAXBbpJA TCOPETHYHHA PUCK (BHKTE TOUKH 4.2 1 5.2).

Yepeowoane na pepmuiumema




Jluneszonua oOpaTHMO HaMaisBa depTuauTeTa U HHAYUHpa abHOpMHa Mopdonorus Ha
CMIEPMATO3IOMANTE NPU Bb3PACTHH MbXKKH IUTbXOBE [IPU HHBA HA €KCMO3HLMS NMPHOJTU3UTENHO PABHH
HA TE3W, OUAKBAHM NPH YOBEKA; Bb3MOXKHHTE eheKTH Ha AMHE30AU] BbpXY HOBELIKATA MbXKKa
pENnpPoOAYKTUBHA CUCTEMA HE Ca U3IBECTHHM ( BIDKTE TOUKa 5.3).

Knunuunu uznumearius
bezonacHocTTa ¥ €PEKTHBHOCTTA HA JIMHE3OAKA NPH NPUIOKEHHE 3a NIEPHOMH, NMO-NMPOABIDKHUTENHH

OT 28 IHH, HE Ca YCTAaHOBEHH.

KourponnpanuTe KIMHWIHY U3NMHTBAHUS HE BIJTIOUBAT MALMEHTH C NIE3UH OT AHaDETHO CTHIANO,
NeKyOHUTYC WIH HCXEMHYHH JIE3HH, TeXKKH U3rapAaHus WiM ranrpeda. [lopagy Tosa, onuTET OT
ynoTtpedara Ha JIMHE30JIM] 34 JIeYeHH e Ha Te3H CbCTOSHHUA € OTPaHHYEH.

Homownu eeuiecmea

I mroko3a
Bcexu ml ot paztBopa chabpka 45,7 mg (1.e. 13,7 g/300 ml) rmoxo3a. Tosa Tpsabsa na ce nma
NpeABH NPU NALMEHTH ChC 3aXapeH AuadeT Win ApYrH CbCTOSHHUSA, CBbP3aHH C HapYIIEH MIFOKO3€eH

TOJICPpAHC.

Harpu#

Bcexy ml ot pasteopa cbabpxa ¢bio 4 0,38 mg (114 mg/300 ml) Harpuil, eksusanenTHo Ha (,02%
OT MaKCHMaJTHUS NPENOPBHUTEICH JIHEBEH MPHEM OT 2 g HATPHii 3a Bb3pacTeH, onpeaeneH ot C30.
KonuuecTBoTO Ha HaTpuii TpadBa aa ce MMa NpeaBHA IPH (TALIMEHTH Ha JHETA ¢ KOHTPOJUPAH NPHEM
HAa HATPHH,

JInHe3onua MH(pY3HOHEH pa3TBOP MOXE AOABIHHATENHO Aa C& MTPHUrOTBY 32 NPUIIOXKEHHUE ¢ pa3TBOPH,
CbABPKALIM HATPHI (BokTe TOukH 4.2, 6.2 1 6.6) 1 ToBa TpAOBA Ra ce UMa MPEIBUA BHB BPH3Ka C
o01LMA HATPHIT OT BCHYKY M3TOYHKULIM, KOUTO 111 ObJ€ NPUAOKEH HA MALHEHTHUTE,

4.5 BiagmMogeHcTBHE € APYTH JEKAPCTBCHH NPOAYKTH H ApYTrH GOpMAE HA B3aHMOAEHCTBHE

Huxubumopu na MoHoamurnookcudazama

JIuHe3onug e obpaTHM, HECENIEKTHBEH HHXHOUTOp Ha MOHOaMHHOOKcHaa3aTa (MAOI).

Mma MHOTO OrpaHM4eHH JaHHH OT POYYBAHHUA HA JIEKAPCTBEHUTE B3AHMONEHCTBHSA H 3a
Oe30macHOCTTa Ha JIMHE3OIW/, MPU NPWIOKEHUE HA NAIIUEHTH, JIEKYBAHH €JHOBPEMEHHO C JIEKaApCTBAa,
KOUTO MOTAT /A I'd H3N0XKaT Ha pUCK OT uHxubupane Ha MAO. Ilopaau TOBa, THHE3OIHA HE CE
npenophyBa 3a ynorpeba npu re3u o0CTOATENCTBA, OCBEH aKO HE € Bb3MOXKHO CTPHKTHO HalIoAeHHe
H npocneasaBaHe Ha DONHUS (BHXKTE TOUYKH 4.3 n 4.4).

Iomenyuannu 3aumooeiicmeus, 600euiu 00 NOGUIEHUE HA APIMEPUARHOMO HANASAHE

[Ipy HOPMOTEH3UBHM 3paBH JOOPOBOJILIM JIMHE3OU 3aCHIIBa [TOBHLIEHHETO Ha apTEPHAJIHOTO
HaAsTaHe, MPHYHHEHO OT McepAoedeAprH B PEHWINPONAHOIAMUH XUapoxiopul. EqHOBpEeMEHHOTO
NPHIOKEHHAE Ha JIMHE30IM] C NIceBROoeQeAPHH HAH GEHUNTTPONIAHOIAMHH BOIH JI0 CPENHO
MOBHIIEHHE Ha CHCTOJIHYHOTO apTepHaNHO HanaraHe ot nopaabka Ha 30-40 mmHg B cpaBHenue ¢ 11-
15 mmHg nosuleHHe Npy caMoOCTOATENEH NMpHEM Ha auHe3onu, 14-18 mmHg npu camocTosTeneH
MpHeM Ha ncepaoedeapud win GeHunnponasonamMut M 8-11 mmHg rnipu mnanebo. Ilonobun
NpPOYYBaHHUA HE Ca MPOBEXKIAHU NPH JTHLA ¢ XHNepToHHa. [lpenopbyuBa ce no3uTe Ha AeKapCTBaTa C
Ba30MNPECOPHO ASHCTBHE, BKIIOYUTENHO JONaMHHEPrUiHH CPEICTBa, Ja c€ TUTPUPAT BHUMATEITHO 3a
MOCTHraHE Ha XeJIaHHA OTTOBOP, KOraTo e NPUIaraT eAHOBPEMEHHO € JIMHE30U.

Ilomenyuanru cepomoHuHEepZUNHU 83QUMOOEUCIEU
[ToTeHUMANHOTO B3aMMOAEHCTBHE IEKAPCTBO-NIEKAPCTBO € AEKCTPOMETOP(GhAH € H3CICABAHO IMPH_____
3apaBy qobporonid. Ha yyacTHHLIMTE € pWiIokKeH AeKcTpoMeTopdad (ase 1034 oT 20 m 7, ARuis
yaca) ¢b¢ MK 6e3 nuresonua. He ca vabnroaaBanu epeKTH Ha CEPOTOHHHOB CHHApOM (ofhpKEhHe; 0,%
IenHp, Oe3MOKOICTRBO, TPEMOP, 3aYEPBABAHE HA KOXKATa, AUadopesa, XHIIePNUpPeKCHs) 4 '
HOPMAJTHHATE JIMLIA, MONYYaBALIH JUHE3OIHA U AEKCTPOMETOPPaH.




ITOCTMapKETHHIOB ONKT: KMa €JHO ChOOLIEHHE 33 NAIMEHT, NOIYUYHA epEeKTH Ha CEPOTOHHH-NOA0OEH
CHMHIPOM NPH NIPUEM HA JTHHE30IH W IEKCTPOMETOp(daH, KOUTO Ca OT3BYHalIH NPH NMPEYCTAHOBABAHE
Ha MpHeMa Ha JIBETE JIEKapCTBa.

[To BpeMe Ha KIIMHHUYHATA YIOTpeba Ha JTHHE3ONU CbC CEPOTOHUHEPIrHYHH CPEACTBA, BKIIIOUHTETHO
AHTHAENPECAHTH KATO CEJIEKTHBHUTE HHXMOUTOPU Ha 0OpaTHOTO 3axBallaHe Ha cepoTOHHHA (SSRIS)
H ONUOUIH, ce CHODIIIABAT CAYYaW HA CEPOTOHUHOB CHHAPOM. [lopaau ToBa, Makap ue

e JHOBPEMEHHOTO TPUSIOKEHHUE € NMPOTHBONOKa3aHO (BHXKTE TOUKa 4.3), TOBEAEHHETO MPH MAlUHEHTH,
33 KOMUTO JIEUEHHETO C JIMHE30HA H CEPOTOHUHEPTHYHHU CPEACTBA € XKU3HEHO BAXKHO, € ONHCAHO B

TO4YKa 4.4.

Vnompeba ¢ xpanu, bozamu Ha mupamu

He e HabnronasaH 3Ha4UM NPECOPEH OTrOBOP MPH JIKLA, MOJYYABANH €AHOBPEMEHHO JIUHE30HI H
noa 100 mg Tupamuu. Tora noxassa, ye € HEOOX0AKUMO CaMO 112 ce U30Area nNpHemMa Ha NPEeKOMEpPHH
KOJIMUECTBA XPAaHa M HAMUTKH C BUCOKO ChAbPaKaAHWE HA THPAMMH (Hanp. 3pAJ10 CUPEHE, EKCTPAaKTH OT
Mas, HEJECTH/IMPAHH ATKOXOMHU HAMUTKUA U NPOAYKTH OT GEPMEHTHPANH COSBH 3bPHA KaTO COEB

coc).

Jlexapcmea, memaboauzupanu om yumoxpom P4350
JInHeszonun He ce MeTaboNU3UWpa 3HAYMMO OT €H3MMHATa cucTeMa Ha HUToXpoM P450 (CYP) u ne

MHXHMOUpa HUKOH OT KIIMHMYHO 3HaYMMHuUTe 3a YoBeka u3odopmu Ha CYP (1A2, 2C9, 2C19, 2D6, 2EI,
3A4). AnanoruyHo, TuHe3onua He uHayuupa P450 nzoeH3umu B rurexose. [lopanu ToBa, He ce
ouaksaT CYP450-uHayudpanm NekKapcTBEHU B3aUMOICHCTBUA ¢ JIMHE3OMHI.

Pugpamnuyun

EdekrbT Ha pudaMmUiIMH BbPXY (apMaKOKUHETHKATa Ha JIMHE30IHA € H3CJICABAH NPH LIECTHAAECET
3paBH Bb3PacTHH AOOPOBOJILH-MbIKe, HA KOUTO € Npwiarad suHesonua 600 mg nsa mpTH JHEBHO 32
2,5 nuu cue u 6e3 pudamnuimH 600 mg BegHBXK JHEBHO B MPOABIDKEHHUE Ha 8 1HH. PudaMmuumH
HaManaBa Cpax 1 AUC Ha THHe30H ¢HOTBETHO cpeano ¢ 21% [90% CI, 15, 27} u cpeano ¢ 32%
[90% CI, 27, 37]. MexaHu3MbT HA TORA B3aUMOJICHCTBHE M KINHHHYHOTO MY 3Hau€HHUE Ca HEU3BECTHH.

Bapghapun

Koraro Bapdapun ce n100aBH KbM T€panMs ¢ JIMHE30/WA B PABHOBECHO ChCTOAHME, Ce HabmoaaBa
10% HaManeHue Ha cpeaHoTo MakcuManHo INR npu eqHOBpeMeHHO NpHIOKEHHE U 5% HaManeHue
Ha AUC INR. Uma HeocTaTbUHO AaHHW OT NAUUEHTH, MOJyHaBaIH BapdapuH U JIMRE30ITU], 32

OLUCHKA HA KIIHHUYHOTO 3HAUEHHEC HAd TE3INU HAXOJKH, ako UMa TaKOBA.

4,6 QPepruanTeT, 6PpeMEHHOCT H KbPMEHe

bpeMeHHOoCT
Hsama anekpaTHH JaHHH OT ynorpebaTa Ha MTHHE30NU MpHU OpeMEHHHU XeHHU. [ IpoyuBaHHATA TIPH
KMBOTHH TOKAa3BaT penpOLyKTUBHA TOKCHYHOCT (BUXKTE TOYKaA 5.3). ChlllecTBYBA NOTEHIHUAIEH PUCK

33 XOpara.

JluHesonug He TpﬂﬁBa Aa CC€ H3IOJI3B4 IO BPpCME Ha 6PBMGHHOCT, OCBCH dKO HC € KATCIrOPpHYHO
HBGﬁXDﬂHMG, T.C. CaMO aKO NOTCHLIHAJIHATA NOJI34 HAOXBBbPJId TCOPECTHYHHA PHUCK.

KnpMmene
JIaHHHMTE OT XXHBOTHH NTOKA3BAaT, Y€ JIMHE30JIH] U HEFOBUTE META0OUTH MOraT Ja NpeMUHABAT B
KbPMAaTa H CHOTBETHO KbPMEHETO TPAOBa a ce NpeycTaHOBH MPEIH H MO BpeMe Ha MPUIIOKEHHUE.

QepTUAUTET
B npoyuyBaHHAATa MPH >KHBOTHH JTIHHE3ONKM/ NNPUHHHABA HAMAJICHUE Ha ¢epTunuTeTa (B
5.3).

4.7 EdbdexTH RBPXY cnocobHOCTTR 3a modupane U paboTa ¢ MAIIHHHU




[TaureHTHTE TpAOBA Ha ce NpeaynpeasT OTHOCHO NMOTEHUMAaNa 3a Bh3HUKBaHEe Ha 3aMaiiBaHe WK
CUMITTOMH Ha 3pUTENHO yBpexAaHe (onucanu B Touka 4.4 u 4.8), N0oKaTo noay4apart JIMHE30JHA, K
TpsaOBa Aa ce ChbBETBAT Aa He Wodupart U 1a He paboTAT ¢ MAlUHMHYU, aKO Bb3HUKHE HAKOH OT TE3H

CHUMITTOMH.
4.8 Hexenanu JIeKapCTBEHH peaKlHH

Tabnuuara no-gony MpeaocTaBs CNUCHK Ha HEXKENAHHUTE JIEKaPCTBEHH PEeaklHH ¢ YeCTOTa,
OCHOBAaBAllla C€ HA JAHHU C BCAKAKBA [IPHUYHHHO-CAEACTBEHA BPb3Ka OT KIIHHHYHHTE NMPOYYBaHH4,
KOMTO BKIKOUBAT MoBeue o1 6 $00 Bb3pacTHU NAUHEHTH, NOTYYABAH NPENOPHUYHATEIHHTE JO3H

JTMHE30JIUA A0 28 AHM.
Hait-uecTto ce chrobmana 3a auapus (8,9%), ragexe (6,9%), noppbluane (4,3%) v rnasobonue (4,2%).

Hait-uyecTo cpoOIIIaABAHHTE HEXENaHU ChOUTHS, CBBP3aHHU C JIEKAPCTBOTO U JIOBENH A0
peycTaHOBABAHE Ha JICYEHHETO, Ca IM1aBodore, quapus, raaeHe U nospoluane. Okono 3% ot
NAlHEHTHTE Ca NMPEeYCTAHOBWIH JISUEHHETO, 3aLLOTO ¢4 MOJYYHIH CBBP3aHO € JIEKAPCTBOTO HEKENAHO

ChOUTHE.

ToNbAHUTETHHTE HEXKETAaHH PeaKIMK, CHOOLLEHH B IOCTMAPKETHHIOBMSA MEPHO, Ca BKIIIOUEHH B
Tabnruarta.

Cneauure HexenaHH edekTH ¢a HabMOgaBaHM U ce ¢boOWIABAT MO BPEME Ha JICUEHHETO C JIMHE30/1MA
c¢he ciegHara yecrora: Muaoro uecty (>1/10); uectu (=1/100 no <1/10); veyectu (=1/1 000 oo
<1/100); peaxm (=1/10 000 go <1/1 000); mHoro peaku (<1/10 000); ¢ HensBecTHa yecTOTa (OT
HaJIMYHUTE JaHHH HEe MOXe Ja ObJe HanpaBeHa OLEHKa)

Cucremo- YecTH HeuecTH Peakn C HeuM3BecTHA
OpraHHa (=1/100 no (=1/1 000 a0 (=1/10 000 xo yecToTa (0T
kiaacupukann | <1/10) <1/100) <1/1 000) HAJHYHHTE JAHHK
1 He MoXe 1a Onae
HanpageHa
OleHKA)

Huadexnnu KaHIWI034, aHTHOHOTHUK-
HHpeCTANHH nepopaiHa CBBP3aH KOJIHT,

KaHAUJ1034, BKJIIOYHTENHO

BardHajHa riceBoMeMOpane

KaHIua034, H KonuT*,

MHKOTHYHH BArUHUT

HHGEKLUH
Hapymenus TpoMOOLIMTON | MaHUMTONEHHA*, | cuaepobnacTHa MUeEocyrnpecus®
HA KPLBTA H eHuna*, JIEBKOTICHUA™*, aHeMHA*
awmbHATA aHeMHua* ¥ HEYTPOTIEHHS,
CHCTEMA €03HHOHIHA
Hapymenns aHaUNaKCcus
HA HMYHHATA
CHCTEMA
HapymeHH" XUIMOHATPHEMHS naKraTHa
HA auunoza*
MeTab0onH3Ma
H XpaHEHETO
IlcuxusiHH Oe3cbHHUE
HAPYLICHHS
Hapymennn rnapobonue, | KOHBYJICHUY,
HAa HEPBHATA NpoMAHa Ha nepudepHa
cHCTEMA BKYycCa HeBpoHaThsa*,

(MeTaneH XHIIOECTE3US,

napecTe3us




BKYC),

3aManBaHe
HapymeHusn IPUTENHA HapylIEHHA B HEBPUT Ha
HA OYHTE HeBponaTha ™, 3PUTESTHOTO NoJie™ | 3pUTeTHHA HEpB¥,
3aMbIJICHO 3aryba Ha 3peHue*,
3penue™* [IPOMEHH B
3pUTEJIHA OCTpoTa¥,
MPOMEHHU B
LIBETHOTO 3peHUe*
Hapyuienus LIYM B YUIWTE
HA YXOTO H
JAOHPHHTA
Copaeunu ApUTMHA
HAPYUICHHS (Taxvkapaus)
Coaosu XUMEPTOHUSA | NIPEXOIHH
HApYLIEHHS HCXEMHWYHH
TIPHCTBIIN,
dnedbur,
TpoMbodnedbur
CroMamno- auapus, MAHKPEAaTHT, NOBBbPXHOCTHA
YpeBHH rajcHe, racTpHT, NpoOMsiHa Ha LiBeTa
HAPYWIEHHHA NOBpBUIAHE, | NOAYBAaHE Ha Ha 3b0uTE
JIOKaNH3WpaH | KopeMa, CyXoTa B
a v obma | ycrara, riocur,
KOpEMHA peakH $ekaiuu,
Oonka, 3anek, | CTOMaTHT,
AHCTIETICUA IPOMAHA WK
HapyLUEeHHe HA
LIBeTa Ha e3MKa
Xemarobuaua ( aDHOPMHHM MOBHLIEH 00111
pPHH yepHoApoOHU | OunupyOun
HAPYIIEHRHA dyHKIMOHAN
HH TECTOBE;
MOBUILICHA
ACAT,
AJIAT win
aNKaNHA
¢ocartasa
Hapymienun chpbex, aHTHOECM, TOKCHYHA asioneLms
HA KOXKATA M oOpHe YpPTHKapHA, enuaepMaiHa
NOAKOXHATA Oyn03eH HEKponH3a®,
ThKaH JepMaTHT, CHHAPOM Ha
JCPMaTHT, CTHBBHC-
avadopesa ThxoHCBH",
CBPBXUYYBCTBUTEI-
HOCT, BACKYJIHT
Hapymenns pabaomuonuza*
HA MYCKYJIHO-
CKeJIETHATA
CHCTEMA H
Che¢AHHHUTE/IHA
TA ThKAaH
HapywmeHus [OBHILEHA 61OpeyHa
HAa ObOpenuTe | ypes HEJOCTATBYHOCT,
H MAKOYHHTE NOJINYpHSA,
IbTHINA NOBULICH
KPCaTHHUH
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Hapymenus BYJIBO-BArHHAJIHO
Ha HapYLUE€HHE
BEL3NPOH3BOAH
TeJIHATA
CHCTEMA H
repaaTa
O6mn MOBHLIEHA CTYIJEHH TPBIIKH,
HApYIIEHHS W | TeMMNiepaTypa, | yMopa, OONKa Ha
eheKTH Ha NOKaJU3UpPaH | MACTOTO HA
MSCTOTO HA a bonka WHXXEKTHPAHE,
NPHJIOKEHHE 3aCHIeHA XKaKAa
H3cnenpanus | buoxumus bHoxuMus
[ToBuneHH [ToBUiIEH HATpHH
LDH, WIH KQTLHMH.
KpeaTuH Hamanena
KHHa3a, rJIFOKO3a CNen
nUTIasa, HaxpaHBaHe.
amMuiasa ik | [loBHilleHH unu
MIHOKO3a Ciied | HaMaJIeHH
HaxpaHBaHe. | XJIOpUIM.
Hamanenu
oLy
NPOTEHH,
anOyMuH,
HATPUH WIH
KaJILHH.
[ToBuinex
WK HamarneH
KaJIMK WK
bukapboHaTH.
XeMatoaorua | XeMaToAOrus
[ToBHineHN [ToBuwen Opoii
HEYTPOQHUIH | PETHKYJIOLIMTH.
HJIH Hamanenu
e03uHOQIIH. | HEYTPODWIH.
Hamaneu
XeMOr100HH,
XEMaTOKPHT
nnu Opo#t
YepBEHH
KpbBHU
KJIETKH.
[1oBHIllEeHH
WA
HaMaJeHH
TPOMOOLHTH
unu 6poi
fenu KpbBHH
KJIETKH.

" Buokcre Touka 4.4.

** Buokre Touku 4.3 u 4.5

" Yecrorata Ha HJIP e uzuucnena no ,,IIpasinoro Ha Tpoiikara“
T Brokre no-pony
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CﬂﬁﬂHHTﬁ HEXENAHH pCaKlIMH KbM JIMHE3OJIHI CC CHHUTAT CCPHO3HH B PCAKH CITYHaAH. JIOKAIHN3HWpaHa
KOpPpECMHa 6(}11](3, npexoiaHH HCXCMHYHH NPUCTBIH U XHIIEPTOHHAL.

"B KOHTPONMHpaHN KAYHWYHH H3MUTBAHUA, KbAETO JIMHE30NMA € npuiarad ao 28 auu, npu 2,0% ot
naLMeHTHTe ce chobara aHeMuda. B nporpaMa Ha cheTpagaTenHa ynorpeda npu nauMeHTu ¢
’KMBOTO3aCTpallaBalid HHPEKUH H ChITbTCTBAWM OCHOBHH 3a00N1ABaHUA, MPOUCHTHT HAa NALIKEHTHTE,
pa3sBH/IM aHeMHA MPU NOJy4aBaHe Ha NUHE30NIHA 3a < 28 oHM, € 2,5% (33/1 326) B cpaBHenue ¢ 12,3%
(53/430) npu neueHue B npoabkeHUe Ha > 28 quu. [IpoLeHTHT Ha CHOOLEHHS 33 CBBP3aHa C
JIEKAPCTBOTO CEpPHO3HA aHEMHA, Hanaraia npejidBaHe Ha Kpes, € 9% (3/33) npu nauuveHTure,
nexkyBaHH 3a < 28 auu, v 15% (8/53) npu bonHuTe, NnekyBaHH 3a > 28 qHM.

HeauarpuyuHa nomynauus

JanHKTe 332 6€30MacHOCT OT KNIMHHUYHUTE NPOYUYBAHHs, OCHOBaBaLH c€ Ha rnoseue o1 500
NneaHaTpUYHH NauUeHTH (0T paxkaaHeto A0 17 rooguHK), HE NOKa3BaT, Yye npo¢unsbT Ha BezonacHoCT
Ha JIMHE30/AUA NpM NeAHATPUYHM TALUEHTH Ce pa3iuyaBa OT TO3H MPH Bb3PACTHHTE MALUEHTH.

CnolulapaHe Ha NOJO3MPAHN HEXEIAHH peaKilvy

Cro0l1laBaHETO Ha MOAO3HPaHY HeXXeNaHH PeaKLidM cliell paspellaBaHe 3a ynortpeda Ha JIeKapCTBEHHUS
NPOAYKT € BAXKHO. TOBa MO3BOJISABA 14 MPOXB/DKK HabMIOAEHHUETO HA ChOTHOLIEHHETO 10/13a/PUCK 34
nexapcTBeHMs NpoayKT. OT MEAMIIMHCKHTE CIIELIHANIMCTH CE U3UCKBA [a ChobllaBar BCAKa
NoJ03UPaHa HekelaHa peakiia ype3 HallMOHAJIHA CHCTEMA 3a chodLIaBaHe:

HN3nbiaHKTENHA areHUMA 1O JIEKApCTBATA
yin. ,,Jlamsan I'pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcalT: www.bda.bg

4.9 [Ilpenosupane
He e u3BecTeH cneun@uyeH aHTHAOT.

He ca choOienu ciryuaun Ha npeaosupane. CneaHata uHpopmMalya obade Moxe a ce OKaKE NOJe3Ha:
[IpenopbuBAT ce MOAABPIKALLY FPHXKH 3a¢HO C MOAABPMKAHE HA INIOMepy/THATa QUITPALIMA.
[Ipubmusurenno 30% ot no3aTa Ha JMRE30JKU Ce OTCTPaHABa MO BpEME Ha 3-4acoBa XeMOAHAIN3A,

HO HSMA HAITMMHH NAHHH 33 OTCTPaHABaHE HA JIMHE3OMW] Ype3 NEPUTOHEANIHA AHANIH3a WIH
xemonepdyaua. JiBaTa oCHOBHH MeTaboMUTa Ha JIMHE30U]] ChIHO C€ OTCTPAHABAT B H3BECTHA CTENEH

Hpe3 XEMOAHNAIN34A.

[Tpu3HalMTe Ha TOKCHMUYHOCT TMPH IUTBXOBE ciiel 103K Ha uHe3onaua oT 3 000 mg/kg/aeH ca HamaneHa
AKTHBHOCT W aTaKCHs, HOKATO NpHu Kyuera, Tpethpanu ¢ 2 000 mg/kg/nen, ca Habmonasanu
NOBpbLlaHE U TPEMOP.

5. ®APMAKOJIOI'IYHU CBOHUCTBA

5.1 DapmakoinHAMHYHH CBOHCTBA

PapMakoTepaneBTH4Ha rpyna; AHTHOAKTepHaIHU CPEACTBa 3a CHCTEMHO NMpuUNokeHue, Jlpyru
aHTHOAKTEepHANHHU CpeACTBa.

ATC koa: JO1XX08

Obuwu ceoucmesa
JIMHE30AHA € CHHTETHYHO aHTHOAKTEPUATHO CPEACTBO, KOETO NPHHAINEKHU KbM HOB K1
AHTUMUKPOOHM CPEICTBA - OKCA3OIMAUMHOHH. TOH npHTeKaBa in vifro akTUBHOCT Cpe
['paM-11010°)KHTENTHH OaKTEPHH ¥ aHaepobHU MUKPOOPraHU3MHU. JIHHE30MA CENIEKTHBH
CHHTE3aTa Ha OaKTePHATHUATE NPOTEHHH MOCPEACTBOM YHHKAJIEH MEXAaHU3ZBM Ha ACHCT
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Cneundununo, To# ce CRbP3Ba ¢ €IHO MACTO Ha OakTtepuannara pubo3oMa (23S or 505 cybeanHnua) v
NnpeA0TBpaTABa 00pa3yBaHeTo Ha PpyHKUMoHaneH 70S HHYLIMMPAIL KOMILTEKC, KOHTO € BaXKEH
KOMIIOHEHT B MpoLeca Ha TpaHciauus.

In vitro noctantuOHoTHuHUAT edekT (ITAE) Ha nuHeszonua 3a Staphylococcus aureus e
npubausuTenHo 2 yaca. Koraro ce uzMepsa npH xuBoTUHCKH MoaeH in vivo ITAE e 3,6 u 3,9 yaca

CbOTBETHO 32 Staphylococcus aureus v Streptococcus pneumoniae. I1pH npoyusaHHsa BbpXY )KHBOTHH
KJTIOYOBHAT (hapMaKOJHHAMH4YEH MOKa3aTes 3a eQUKacHOCT € BPEMETO, 3a KOETO MUIa3MEHOTO HHBO Ha

JIMHE30JIMA HAJXBBLP MHHHManHaTa uHxubupawa koHueHTpauus (MHUK) 3a nudexrnpamus
MUKPOOPraHH3bM.

Ipanuunu cmouHocmu 3a mecmeane Ha YygCcmeumeHocm

"paHM4YHHTE CTOMHOCTH HA MHHHMATHaTa UHXHOMpawa koHueHTpauus (MHUK), ycraHosenu ot
Epponeiickua KOMHTET 32 H3ceBaHe HA aHTUMuKpoOHaTa YyBcTBUTENHOCT (European Committee on
Antimicrobial Susceptibility Testing, EUCAST) 3a nuHe301u ca npeaACTABEHH TYK:
https.//www.ema.europa.euw/documents/other/minimum-inhibitory-concentration-mic-
breakpoints_en.xlsx.

Yyecmeumennocm

YecroTaTa Ha NpHAOOUTA PE3UCTEHTHOCT MOXE a BapHpa reorpa)CKu H ¢ BpEMETO MPH OTACTHHTE
BUJOBE U € JKE/IaTEIHO HAJTHYHETO Ha MECTHA MH(POpMALIMA 38 PE3UCTEHTHOCTTA, OCOOEHO KOTaTO Ce
NIEKYBaT TEXKH MHpeKIHH. AKO € HeoOXxoanmo, TpaOBa 1a ¢€ THPCH CHBET OT CNELHAITHCT, KOraTo
MECTHATA YeCTOTa Ha PE3MCTEHTHOCT € TaKaBa, 4e Noj13aTa OT CPEACTBOTO MPU NMOHE HAKOH BUAOBE
HH(EKIHH € oA BBIpOC.

KaTteropus

UyBCTBUTEIHH MUKPOOPraHH3IMH
I'paM-nos10:KHTEJIHH aepodu:

Enterococcus faecalis

Enterococcus faecium*
Staphylococcus aureus™®
Koarynaza-oTpuuatenHs cTapuiokokH
Streptococcus agalactiae®
Streptococcus pneumoniae®
Streptococcus pyogenes*

I'pyna C CTPENTOKOKH

I'pyna G CTPENTOKOKH

I'paM-no0XHTEIHA anaepodn:
Clostridium perfringens
Peptostreptococcus anaerobius
Peptostreptococcus species

Pe3UCTEHTHY MUKPOOPraHH3IMH
Haemophilus influenzae
Moraxella catarrhalis
Neisseria species
Enterobacteriaceae
Pseudomonas species

*KndHuyHa ePUKACHOCT € 0Ka3aHa 3a YYBCTBHTENHH H30JIaTH NpH pa3peiliCHATE KIHHWYHU NoKasa

Makap 4e THHE30/IHA OKa3Ba W3BECTHA in vitro akTUBHOCT cpewty Legionella, Chla
pneumoniae i Mycoplasma pneumoniae, HaMa NOCTaTHYHO NaHHH, 32 12 C€ JOKaXKe
e(h)HKACHOCT.
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Pesucmenumnocm

Kpvcmocana pezucmenmuocm

MexaHu3MbT Ha JSHCTBHE HAa JIMHE30JIH C€ pa3IMyaBa OT TO3H Ha APYTUTE KI1acOBE aHTHOHOTHIIM,
[IpoyusaHusTa in vitro ¢ KIMHHYHU W301aTH (BIUTIOYUTENTHO METULIMITMH-PE3UCTEHTHHU CTAdUAOKOKH,
BAHKOMMIIMH-PE3UCTEHTHH EHTEPOKOKH, H NEHULMINH- U EPUTPOMHLUMH-PE3UCTEHTHH CTPEITTOKOKH)
[OKA3BAaT, 4€ JINHe30HA OOMKHOBEHO € aKTHBEH CPELlY MHKPOOPIraHU3MH, KOMTO Ca Pe3UCTEHTHH Ha
eIHH WIH TIOBeYe OT APYrUTe KJ1acose aHTUMHKPOOHH CPEACTRa.

Pe3uCTEHTHOCTTA KbM JIMHE3ONH] € CBhp3aHa ¢ TOuKoBH MyTaluu B 23S pPHK.

KakTo € JOKYMEHTHPAHO NpH APYTH aHTHOUOTHULIY, KOTATO C€ U3MON3BAT NPY NALUMEHTH C TPYIHH 34
neuyeHne HHGEKUKHH W WIH 3a NPOAB/DKUATEITHU NiepHoRy, HabmoJaBaHa € NosBa Ha HaMaJeHa
YYBCTBHTENHOCT KBbM JIMHE30AU. PE3UCTEHTHOCT KM JTIHHE30UA c€ ChOOIABA 32 EHTEPOKOKHTE,
Staphylococcus aureus 1 K0arynasa-orpyuare/tHuTe cTa@uiaokOKH. ToBa OOMKHOBEHO € CBBP3aHo ¢
NPOAL/DKUTEHHA KYPCOBE Ha TEpanusd H HATHYHETO Ha NMpoTe3rpalli MaTepHalli HIH HeJpEHUPaHH
abcuecy. Korato aHTHOMOTUK-PEe3HCTEHTHH MUKPOOPraHU3MHK ce CpellaT B O0THULIATa, BaXKHO € 1a ce
3aCHAT NOJIMTHKHUTE 34 KOHTPOJ Ha HHPEKLHUTE.

HHQ}DQM&LI,HH OT KIHHHYHH H3INMUTBAHHA

[TpoyuBaHHa Npy NeaHaTPUYHATA MOMYIaLMA:

B oTkpuTto npoyuBaHe epukacHocrTa Ha iMHe3oaua (10 mg/kg npes 8 yaca) e cpaBHeHa ¢
paHkOMHIMH (10-15 mg/kg npe3 6-24 yaca) npu neyeHue Ha HHPEKUHMH, AbJDKALLH CE€ Ha TOAO3UPAHO
WJIM AI0KA3aHO PEIUCTEHTHH | paM-noJIoKHTEIHY NAaTOreHH (BKIIOYMTENHO HO30KOMHKAITHA
MTHEBMOHHS, YCJIOKHEHH MHPEKLMH Ha KOAATa U KOXKHATa CTPYKTYpa, bakTepueMus, CBLp3aHa ¢
KaTeThbpH3aLus, OaKTepueMHs OT HEH3BECTEH MPOU3XOA ¥ APYFH HHQEKLIMH), MPH ASLA OT PAXKAAHETO
A0 11 ropuHy. YecToTaTa Ha KIIMHUYHO U3NEKYBAHE NPY NOMYNalMATa, MOOX0AALIA 332 KIHHHYHA
oLeHKa, € chboTrBeTHO 89,3% (134/150) u 84,5% (60/71) 3a nmHe30n1uA ¥ BaHKOMHULMH (93%Cl: -4,9,
14.6).

5.2 dPapMaKOKHHETHYHH CBOHCTBA

JInHe30mun CbABPXKA I'NIaBHO (S)-HHHGBOHH,[[, KOHTO € ODMONOrNYHO aKTHBEH H C€ MGTHﬁDHHSHp& FILS
HCAKTHUBHH NNPOHU3BOHH.

Abcopbyus

Jlunesonug 6bp30 U eKCTEH3UBHO Ce pe3opOHpa ciiel NnepopanHo npuioxeHue. Makcumaniure
IU1a3MEHH KOHUEHTpaUMy ce JOCTHraT 10 2 4aca ciej npuwioxeHue. ADCONIOTHATA NEpopasiHa
OMOHATHYHOCT Ha JIMHE30U] (NMEPOpaIHO ¥ HHTPABEHO3HO NPHUIIOKEHHE B KPBCTOCAHO MPOYYBaHe) €
rrbiiHa (npubausurenno 100%). AGcopOuuaTa He ce NOBIMABA 3HAYMMO OT XpaHa, a abcopOiunaTa oT
nepopajiHaTa CyClneH3us e NoJoOHa Ha Ta3d, JOCTUrHaTa ¢ PWIMHpaHWTE TabNETKH.

Hamepennte mnazMeHU Crax ¥ Crin H2 JTMHE30NHA (CcpeaHo U [SD]) B paBHOBECHO CHCTOSHHE ClEA
MHTPABEHO3HO MPUIOKEHHe JBa NbTH AHeBHO Ha 600 mg ca cvotBeTHO 15,1 [2,5] mg/l u 3,68

[2,68] mg/l.

B npyro npoyuBaune ciel nepopaiHo npunoxenue Ha 600 mg 1Ba MbTH AHEBHO 1O paBHOBECHO
CBCTOAHHE onpeAeNeHUTE Crax U Cnin ca cboTBeTHO 21,2 [5,8] mg/l u 6,15 [2,94] mg/l. PaBHOBeCHO
CBCTOHHE Ce NOCTHTa KbM BTOPHMSA JACH Ha IPWIOXKEHHE.

Pasnpedenernue
OO6eMBT Ha pasznipeacneHUe B pABHOBECHO CHCTOAHHUE € CpeaHO 0ko0 40-50 nurpa npu 31
BL3PACTHH H € NPHONU3UTENHO paBeH Ha O0LIOTO KOJHUECTBO BOJAA B OpranuiMa. Cebp3B
[1a3MEHHTE NPOTEHHH € 0KOJI0 31% U He 3aBUCH OT KOHLICHTPALMATA.

14



KoHueHTpauunTe Ha TYHE30NH/ €a ONPEAENAHH B PAUIM4HHU TEHHOCTH 1PH OrPaHUuYEH OpoH
NOOPpOBOILH C/IeA MHOTOKPAaTHO npHiiokeHHe. CHOTHOLIEHUETO Ha TWHE30/IK] B CJIKOHKATA U NMOTTa
KbM MniasMara € ¢ooTBeTHO 1,2:1.0 1 0,55:1,0. CroTHOLUEHHETO HA TEYHOCTTA B enHUTeHaTa OOBUBKaA
H ajiBeonapHuTe KneTky B denure npodbose e croTBeTHO 4,5:1,0 1 0,15:1,0, koraTo ce uaMepaa npu
Cmax B PaBHOBECHO CBHCTOSHHE. B e1HO Maako Npoy4YBaHe MPH 1MUa ¢ racTpo-NePHTOHEANIHH WUHLHTOBE
U HEBDL3IANIEHH MEHHHIH, CbOTHOLLEHUETO Ha JIKHE30JH B IPhOHAYHO-MO3BbYHATA TEYHOCT KbM
rasmata npH Crax € 0,7:1,0 cnen MHOroKpaTHO NpUNOKEHHE HAa NKHE3ONTHA.

buompancgopma

JIuHe3onua ce merabonusupa rjaBHo Yype3 okcuaupaHe Ha MOpGONIUHOBUA NIPBCTEH, KOETO BOAU 10
obpa3yBaHe NpeMMHO Ha JB€ HEAKTUBHU NPOHU3BOAHU Ha KapOOKCHI0BATA KUCENHHE C OTBOPEHH
nphCTeHM; MeTabonuT aMuHoeToKcuoneTHa kucenrHa (PNU-142300) u meTabOMUT XUAPOKCHETHIT
rnuuuH (PNU-142586). MetaboautsT xuapokcuetun rnuumd (PNU-142586) e npeobnanasaumar
MeTab0THT NPY YOBEKA U C€ CUHTA, Y€ TOH ce 0Opa3zyBa NMOCPEACTBOM HEEH3IUMEH TpOoLEC.
MeTtabonnThT aMuHOeTOKCHOLIETHA kKHucennHa (PNU-142300) e B no-mManko konuuecTro. OnUcaHu ca
APYTH BTOPOCTENEHHH HEAKTUBHU METabOIHUTH.

Eaumunupane

[Ipy1 nauveHTH ¢ HopManHa 6b6pedHa QyHKUHA WM C JIeKa 10 yMepeHa Ob0pedHa HeJOCTaTbYHOCT
NIMHE30IHJI Ce eKCKPETHPA NPEHMHO B PABHOBECHO ChCTOssHUE B ypuHaTa kato PNU-142586 (40%),
n3xoaHoTo aekapctso (30%) u PNU-142300 (10%). Bbe dpexanuure npakTHUYECKU HE c€ OTKPHBA
H3XOJHO JICKapCTRO, A0KATO NpUOAN3HTENHO 6% H 3% OT BCAKa 103a Ce MOABABAT CHOTBETHO KaTO
PNU-142586 u PNU-142300. ENTUMHHALIMOHHKAT MOTY>XHBOT Ha THHE3IOIHA € CPeaHO OKONO J-7

yaca.

Ha HeOnOpeunnsa xiupbHC ce naaa npubausmurento 65% or obuius KiMpbHC Ha TuHe3onua. Hucka
CTEMEH HA HETHHEMHOCT Ha KJIMPEHCA € Ha0MoJaBaHa NPpH NOBHLIABAHE HA JO3HTE HA JIMHE3OIHA.
ToBa H3rekaa ce Ib/DKH Ha No-Huckua 6b0peued U HeOBLOpeUYeH KIUPHHC IIPH NO-BHCOKHU
KOHLIEHTpALKM Ha IHHe3onu. Pazniukara B KiTHpBHCAa 00ade € MaNKa W He ce OTpasfBa Ha
OEACTBUTETHUA €NMMHHALMOHEH TMONY>KHBOT.

Cneyuannu nonyiayuu

En6peuno yBpexaane: Cnen enHokpaTtay 1o3u ot 600 mg ce Habmonasa 7-8 nbTH nosulleHUe B
eKCINO3WHHUATA HA BaTa OCHOBHM META0O0OMTA HA JIMHE30IM B [lNA3MAaTa Ha NALMEHTH ¢ TEXKKA
610peuHa HeOCTATBEYHOCT (T.€. KpeaTHHUHOB KIMpBHC < 30 ml/min). Brnpexu ToBa HAMA
nosrweHue Ha AUC Ha H3XONHOTO Ae€KapcTBO. BBIpeKH e nMa U3BECTHO OTCTPaHABaHE Ha IIABHUTE
MeTab0NUTH Ha JIMHE30JIH] Ype3 XEMOIHAJNIN3a, NIa3MEHHTE HUBA HA METADOJINTHTE cliel e AHOKPaTHH
go3u oT 600 mg ce 3ana3Bar Bce OLe 3HAUYUTETHO NMO-BUCOKH CNE IHaIN3a OT TE3u, HabnoaaBaHuy
NPH NMauKeHTH ¢ HopManHa 610peuna PyHKIHMA WIM C IeKa 10 yMepeHa ObbpedHa HeJoCTaThbYHOCT.

[ipn 24 mauueHTH ¢ Texka OLOpeUHa HEJOCTATHUYHOCT, 21 OT KOMTO €a Ha peIOBHA XEMOIHAIN3A,
MaKCHUMAaNHHTE U1a3MEHH KOHLCHTPALMH HA ABaTa IJlaBHY MeTabOIMTa Clie/] IIPWIOHKEHHE 3a HAKOJKO
AHH ca 0KoJ10 10 MBTH MO-BUCOKH OT Te€3H, HADMIOAaBaHH MpH MMaAUHEHTHTE ¢ HOpMaliHa 610peuHa
¢yHKUMS. MakCHMATHHUTE M1a3MEHK HUBA HA JIWHE30JIHA HE CE 3acArar.

KJIMHH4YHOTO 3Ha4YeHHe Ha Te3M HabmoaeHUs He € YCTAHOBEHO, Thil KaTO MOHACTOMIIEM Ce pa3noara
C OrpaHHMEHH AAHHH 32 6e30MmacHOCT (BHKTE TOYKK 4.2 U 4.4).

YepHoapoOHo yBpexxaaHe: OrpaHU4e€HH JaHHHU [IOKA3BAaT, Y€ (apMaKOKMHETHKATA HA JIMHE30MHU],
PNU-142300 u PNU-142586 He ce npoMeH4 IMpHU NAUHMEHTH C JISKa 10 YMEpeHa 4YepHoaApod
HepocTtaTeuHOCT (T.€. Child-Pugh knac A unu B). PapMakoKHHETHKATA Ha JTHHE3ON
¢ TeXKa yepHOoApoOHa HepocTtaThbyHOCT (T.€. Child-Pugh knac C) He e ouenspana. T
JTHHE3ONMA ce MeTabONIH3Mpa UpPe3 HECH3UMEH NPOLIEC, HE CE OUAKBA YBPEXKIAHETO
dYHKUHMA 3HAYUMO Ja NpoMeHH MeTabonnaMa My (BIDKTE TOYKH 4.2 1 4.4).
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[lenuaTpyuna nonynauus (< 18-roavinya su3pact): HaMa goctaThyHO JaHHH OTHOCHO
6e30nmacHOCTTa H e()HKACHOCTTA Ha IMHE3OIUN] 1IPH Jeua U IHOLHK (< 18-roaHILHa BB3pacT) U
Nnopajad ToBa ynorpebdara Ha JTMHE30NMA B Ta3HU Bb3pacTORA FPyrna He Ce MpenopbuBa (BHKTE TOUKA
4.2). HeobxonyMH ca AOMBAHUTENHH NPOYYBAHUA 3a JaBaHe Ha NpenopbkH 3a He3onacHa U
edekTHBHA A03UpOBKa. PAPMAKOKMHETHYHU NPOYUBaHUA NOKA3BAT, Y€ Cle]] €AHOKPATHO H
MHOTOKPATHO NMPUJIOXKEHUe npH fena (1 ceamuua a0 12 roAMHu) KITHPBHCHET Ha JIMHE30JIMA (Bb3
OCHOBA Ha Kg TeNeCHO TErno) € rno-BMCoK MpU NeJHaTPHUYHH MALHEHTH OTKOIKOTO NMpPH BbL3PACTHH, HO
HaMa/iaBa ¢ yBeJIH4aBaHE HA Bb3pacTra.

[1pu geua Ha BB3pacT ot | ceaMuua ao 12 roannu npunoxkenue Ha 10 mg/kg npes 8 waca aHesHo /aBa
eKCTO3MLMA, MoAo0HA Ha Ta3M, KoATO ce noctura ¢ 600 mg aAra NbTH AHEBHO MNPH BbL3PACTHH.

I[Tpu HOBOpOJeHHU N0 |1-ceAMUYHA Bb3PacT CHCTEMHMAT KIMPBHC HA JIMHE30MUA (Bb3 OCHOBA Ha kg
TEJIECHO TEIJ10) ce yBeMuara Obp30 nmpe3 mbpBaTa ceaAMKBLA Ha XKHBOTA. 1lopaau ToBa, HOBOpOAEHHUTE,
nexyBanu ¢ 10 mg/kg npes 8 yaca AHEBHO, LIIe UMAT HAH-TOJIAMA CUCTEMHA €KCIIO3ULIHA Ha TBPBUA
neH cnep paxaaHero. He ce ouaksa obaue NpeKoMEepHO KYMYJIHpaHe C Ta3d CXe€Ma Ha JO3HpaHe Mnpes3
THPBATA CeAMMLIA OT JKHBOTA, Thil KATO KIMPBHCHT CE€ YBEJIH4YaBa Obp30 Npe3 TO3H NEPHOL.

[Tpu wHomu (Ha Bb3pacT ot 12 0o 17 rogunu), GpapMaKOKHHETHKATA Ha JIYHE30I4] € 11o00Ha Ha
Ta3u MPH BB3pacTHUTE ciel Ao3a ot 600 mg. [lopaau TOBa, YOHOLIMTE, HA KOUTO Ca MPHIOKEHH

600 mg npes 12 yaca qHEBHO, L HMAT NOAOOHA EKCNIO3ULHA HA Ta3M, HabMOaaBaHA NPH BL3PACTHH,
noay4yasaily chllaTa JO3HMPOBKA.

[1py neaxaTpHyHHA NaUHEHTH ¢ BEHTPUKYAONEPUTOHEATHH LILHTOBE, HA KOWTO € NpUiarad JTHHE30IU
10 mg/kg npe3 12 unu 8 vaca, ca HabGA0JaBaHH pa3IMYHH KOHLEHTPALMH HA JTUHE30NHK B
rps0HauYHO-M03b4HATA TeyHOCT (I'MT) cnen eaHOKpaTHO WIIH MHOIOKPaTHO MPHIIOKEHHE Ha
IHHe30nMud. TepaneBTHYHH KOHLEHTPALIHK HE C€ JOCTUTaT WIH NOAABPKAT NOCTOSHHU B | MT.
[Tlopaau ToBa, yrioTpebaTta Ha JIMHE30IU 32 EMIIMPUYHO JISUEHHUE Ha NeAUaTPHUYHU NALHEHTH C
HH(pEKLIHH HA LEHTPAHATA HEPBHA CHCTEMA HE CE TPENOPbYUBA.

Crapuecka pb3pacT: DapMaKOKHHETHKATA HA IHHE30/IM] HE C€ NMPOMEHS 3HaUMMO TPH MALIUEHTH B
CTapuyecKa Bb3pacT Ha 65 roJIMHH H 10-BB3PacTHM.

Kenn: XKennre umar Manko No-MaTbk 00€M Ha pasnipeacieHHe OT MBKETE U CPEAHMAT KIKPBHC €
HaMaJieH ¢ npuoau3uTeHO 20% cnel KOpeKUHUA 3a TeNECHOTO Terno. IlnasMenrTe KOHLIEHTpaLUH ca
MO-BHCOKH MPH KEHUTE U TOBA MOXE YAaCTHYHO J1a ¢€ OOSICHYU C Pa3NUKHUTE B TEJIECHOTO Terno. TouH
kaTo obaye CpeAHHAT IOJYKHBOT Ha JIMHE30JIMA HE CE€ pa3nyuyaBa 3HAMMMO INPH MBXETE U JKEHHUTE, HE
¢e OYAKBa MNa3MEHUTE KOHLCHTPALKH NPH EHUTE Ja c€ MOBUILAT 3HAYUTEIHO HaJ TE3H, 3a KOMTO €
M3BECTHO, Y€ C€ NMOoHAcAT Aodpe, U Mopaau TOB2 He € HeOOXOAHMO KOPMIHpaHe Ha J03aTa.

5.3 IlpeakIHMHHYHM JaHHH 32 0€30MaCHOCT

JIune3zonua HaMansaBa QEPTUINTETA M PENPOAYKTHBHATA ASHHOCT HAa MBKKH [UTBXOBE ITPH HHUBA Ha
eKCIIO3HIIHA, TPHONMU3KTENTHO paBHHU Ha OYaKBaHUTE NMpU YoBeKa. [Ipu nonoBo 3penu KUBOTHHU TE3U
etekTH ca oOparuMu. Te3n edexru 0bave ca Onnn HEOOPATHMH NPH IOBEHHUITHH KUBOTHH, TPETHPAHH
C JIMHE30JIH/ TIPE3 MOUTH LIENHS NEPUO] Ha MOJ0BO cw3pasaHe. Habmonasanu ca abHopmia
MOPGOJIOTHA HA CIIEPMATO30HIUTE B TECTUCHTE HA Bb3PACTHU MBXKKH ILTHXOBE, XUNEepTpoPHa Ha
EMUTEITHUTE KNETKH U XUNEPIUTa3ua Ha enuanuaumMa. JIMHE30IMA H3rnexaa 3acara Cb3pABAHETO HA
CTIEpPMATO30HAMTE HA TUTbXOBETE.

JlobaBaHeTO Ha TECTOCTEPOH HE NOBJIMABA JIMHE30IUI-MEAHUPAHNUTE e(PEKTH BBPXY (QepTHIHN
XHnepruiasua Ha enuauavMa He € HabnroaaBaHa Mpy Ky4eTa, TPETHPAHH B NIPOABIDKCHUE
BBIIPEKH Y€ Ca YCTAHOBEHH [POMEHH B TETJIOTO Ha NPOCTATa, TECTHCHTE U ENHANAUMA.

[IpoyuyBaHHsTa 32 penpOAYKTHBHATA TOKCHMHOCT NPHU MULIIKH H ILTLXOBE HE MOKa3BaT ML
TepaToreHeH edeKT NpH HHBA HA €KCNO3HLUA CHOTBETHO 4 MBbTH NO-TOJIEMH HITH €KBH " 1. Hmua f*; ,:*'* j |
OYaKBaHHTE MpH YOBeKa. ChUIUTE KOHUEHTPALMH JIMHE30IUA MPHYHHABAT TOKCHUHOCT\ @{yﬂ‘ o ,-"'_,;;_‘ /:f
MaiKaTa NpH MUILKH K Ca CBBP3aHH C NOBHILIEHAa eMOPHOHANTHA CMBPTHOCT, BKIHOYHTE] | _‘__._n:.:f"“' g
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LieJIH KOTWIa, HamaneHo QeTajHO TeNIeCHO Teryio U ek3auepdalnd Ha HOPMAHATa reHeTHYHA
NpeapasnonokKeHOCT KbM BapHaUMM Ha CTEPHYMAa NpH 1amMa MUKH. [Ipu nabnxoeere ce otbenasea
cnaba TOKCHYHOCT BbPXY MaHKaTa MpH €KCMO3HLUS 110-HUCKA OT OYaKBaHaTa KITHHHUYHA €KCNO3HLIKA.
YcTaHOBABa ce feKa PeTaTHa TOKCHYHOCT, MPOABEHA ¢ HAMANICHO QETaNnHO TENECHO TErj10, HaMaleHa
ocH(HKaIlHA Ha CTEPHANTHUTE AApa, HaMalleHa TIPEKUBIEMOCT Ha MaNKHUTE IUTbXYETa U NIeko 3a0aBsHe
Ha cb3paBaHeto. [Ipu yudToCcBaHE ChUIUTE TE3W NUIBXYETA MTOKA3BAT JaHHHU 32 00OpaTHMO CBBP3aHO C
N103aTa MOBHUIEHHE HA NpeaUMILUIZHTALIMOHHUTE 3aryOu cbC ChOTBETHO HaMalleHHe Ha GepTHINTETA.,
Ilpu 3aiiuM HamaneHo (eTanHo TENECHO Terno ce Habnrogasa caMo MpH HaJIHYUE Ha TOKCHYHOCT NpH
MakkaTa (KAHHUYHHA IPU3HALM, HAMANIEHO HANJaBaHE Ha TEJIECHO TEIJIO U HAMAIEHA KOHCYMAallUa Ha
XpaHa) Npyd HUCKU HUBa Ha exkcrno3uuus 0,06 mbTH B cpaBHEHHE ¢ OYaKBaHaTa YOBEUIKA €KCMIO3HLIUA
B13 ocHoBa Ha AUC. M3BecTHO e, Yye TO3M BHA € UyBCTBHTENEH KbM €(EKTUTE Ha aHTHOHOTHLIUTE.

JIHHe3014 ] ¥ HETOBHUTE METAOONIMTH Ce eKCKPETUPAT B KbpPMAaTa HA KBPMELIH TUTEXOBE, KATO
HaOro1aBaHUTE KOHLIEHTPALMK ca MO-BUCOKH OT T€3W B MaliuMHaTa rnnasma.

JIuHe301H A NpeJU3BUKBa OOpaTHMa MHENOCYNIPECHA B IINBX0OBE U KydeTa.

[1pu nBX0Be NMpU NepopanHo NPUNOKEHHE Ha TMHE30NU B MPOAB/DKEHHE Ha 6 Mecela e
HabmonasaHa HeoOpaTHMa, MUHHMAJTHA /IO JIEKA aKCOHA/IHA JereHEpalnd Ha CeXATHILHUTE HEPBH IpH
80 mg/kg/neH; MMHUMAIHA JeTreHepalMA Ha CeJATMLIHATE HEPBH € HalMoAaBaHa CbILO MPH 1 MbXKH
npy TOBa JO3IOBO HUBO NMPHU MEXAMHHATA aAYTOICKA ciaen 3-ua Mecell. [Iposenena e ceHsopHa
MopdOaOrMYHa OLIEHKA Ha NEPY3HOHHO-QUKCHPAHH ThKAaHH 33 H3CIEABAaHE Ha JAHHHTE 34
AETCHepaLys Ha 3PUTENHHUA HEPB. Y CTAHOBEHH Ca IaHHH 3a MHHAMA/THA 10 YMEPEHA AcreHepalus Ha
3PUTEITHUA HEPB MPHU 2 OT 3 MBXKKH IUTbXa clie] 6-MECEUHO NPUImKEHUe, HO MPAKATa BPb3Ka C
NIEKaApPCTBOTO € HECUTYPHA MOpPaJH OCTPOTO €CTECTBO Ha HAXOAKATa ¥ AaCUMETPHUHOTO H
pasnpenencHue. HabniogaBaHarta geresepaliua Ha 3pUTENIHUA HEPB € MHKPOCKOIICKH CPaBHHUMA ChC
CMIOHTAHHATa YHHJIATEpaliHa AcTeHepalns Ha 3pDUTEJIHUA HEPB, CHOOLIIaBaHa NPYU 3aCTapsABaHETO Ha
IUTBXOBETE, H MOXE 11a Opae exzauepbanna Ha obyuaiina npoMsHa.

HPBHKJ]HHH'-IHHTE AaHHH, OCHOBaBallH €€ Ha KOHBEHLUHOHAJIHH TIPOYYBAHHA Ha TOKCHYHOCT IIpH
MHOIOKpPaTHO NPpHI0KCHHC H TCHOTOKCHYHOCT, HC T1I0KA3BaT ocobeH PHCK 34 XOp4aTd H3BBbH TO3H,
3aC€rHart B JIpYI'd TOUYKH Ha Kpa'rlca'ra X4paKTCpHCTHKA Ha NPOAYKTA. HPO}"-IB&HHH 34
K&HLIBPOF&HHDCT/GHK{JI‘EHHDCT HE Ca IMpoBEXKJaHH C OrJ1€A Ha KpaTKaTa NMpOABIDKHTCIIHOCT Ha
MPpHIACKCHHE H JIUIICAa HA T'€HOTOKCHYHOCT.

6. OAPMAINLEBTHYHH JAHHHA

6.1 Chnucnpk HA NOMOIIHATE BeliecTBa

[ nroko3a MOHOXHApPAT

HaTtpuer uuTpat

JlnmMoHeHa KUCcelTHHa

XJ10pOoBOOPOJHA KUCENHHA (3a Kopekuusa Ha pH)
Harpues xuapoxeun (3a kopexuus Ha pH)

Bona 3a vHOKeKLHMH

6.2 HecnBMeCTHMOCTH

He TpabBa ga ce peBexaaT A00aBKH KbM TO3H pa3TBOp. AKO JTHHE301UA TpaOBa Ja ce IMPUII0KH

€ JHOBPEMEHHO C APYTH JIEKAPCTBA, BCAKO JICKapCTBO TPAORA 1a ce nmpuiara OTAENHO B CLPEE GERY 3
HErOBHUTE YKa3aHHKs 3a ynoTpeba. AHaNOrH4yHo, ako €/1Ha U Chiia HHQY3HOHHA CHCTE / Fisnand e
33 MOC/IEAOBATENIHO BJIMBAHE Ha HAKOJIKO JIEKAPCTBa, CUCTEMATa TpAORa na ce npoM o
MH(]pY3HOHEH Pa3TBOP MPEOH U CIEA [IPUNOXKEHHE HA NHHE30MU (BIKTE TOUYKA 6.6). _%"-

H3BecTHO €, HC JIHHC30JIUA € QJHBH'-IECKH HECBBMCCTHM CBHC CIICAHHATC ChCOHHCHHUA . aMyx
et
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MaKTOOHOHAT, PEHHTOMH HAaTpUH U cyidaMeTokcason/TpuMeTonpum. OCBEH TOBa, TOH € XUMHYECKU
HECHhBMECTHM C LEPTPUAKCOH HATPHM.

6.3 Cpok Ha rogHocT
Ilpenn oTBapsaHe: 3 rOJAMHH
JIoka3aHa e XUMH4ecka U puzndecka cradbunHocT npu ynorpeda 3a 24 yaca npu 2-8°C u 25°C.

Ot MUKPOOHOIOrHYHA TNIEAHA TOYKA NMPOAYKTHT TPAOBA [1a ce U3MON3Ba He3abaBHO, OCBEH ako
METOIRT Ha OTBApAHE HEe U3KIIOYBA PUCKA OT MUKPOOHO 3aMbpcaBaHe. AKO HE CE€ M3MOI3BA
He3abaBHO, BpPEMETO H YCIIOBHATA HA ChbXPaHEHHE Ca OTTOBOPHOCT Ha noTpedbuTrend.

6.4 CpoenuajHH yCJI0BMSA HA CbXPAHEHHE

To3u nekapcTBeH NPOAYKT HE H3UCKBA CIELHaIHH TEMIICPATYPHH YCIOBHS HA ChbXpPaHEHMUE.
Freeflex cak: IIpeau ynorpeba aa ce cbxpaHsBa B OpUrMHAJIHATA OMaKoBka (BbHIIHA 0OBHBKA U
KapTOHEeHa KyTHA), 32 1a Ce Mpeanasy OT CBeT/IHHa.

KabiPac 6ythnka: CbxpaHsaBaiTe OyTiHnkaTa B KApTOHEHATa KYTH, 34 Ja C€ NMPEAnasH OT CBETIIHHA,
npenu ynorpeoba.

3a YCJIOBHATA Ha CBXPAHCHHE CJI€A ITbPBOHAYATHO OTBAPAHC Ha JICKADCTBCHUA IMPOAYKT BHIKTC TOYKA
6.3.

6.5 Bupau chbAbpAKAHKE HA ONIAKOBKATA
Jinnesonun Kabu 2 mg/m! uudy3uoHeH pasTBOp € ONakOBaH BRbE;

MHuorocnoiitnn nonvonePUHOBUH HHPY3HOHHH caKoBe Freeflex, cbe 3anevyarasa oTBLTpe BHHILHA
oOBHBKa OT NaMHHATHO GONHO (PHUIIM OT NMOJHECTEP/TIOIUNIPONHIIEH ATYMHUHHH), 32 €IHOKpAaTHA
ynorpeba, roroBH 3a ynorpeda, He CbbpPKAT JIaTEKC.

HJ/IH

bytunku (KabiPac) or nonHeTwieH ¢ HUCKA IIBTHOCT KaTO MbPBHYHA ONAKOBKA, 32aTBOPEHH C
Karnauka, ChIbp:Kallla 'yMeH JHCK, MO3BOJIABALL BEBEKAAHETO HA UIJIATA.

Bceku cak wnu OyTtuika cpeabpxa 300 ml pasteop.
OnakoBKH:

[Tonuoneduuop cak (Freeflex): 10, 30 wiu 50 uHPY3HOHHHU caka.
Byrunxa or nonuerwien (KabiPac): 10, 30 win 50 6yTunku (onakoBaHM B e AHHHYHA KYTHS).

He Bcuuky BHOBE OMAaKOBKM MOraT Aa Obaar MyCcHaTH Ha rna3sapa.
6.6 ChnenunajHH NpeANa3HA MEPKH NPH HIXBLPJIAHE H paboTa
CaMo 3a ¢JHOKPATHO MPUIIOKEHHE.

3a Freeflex cakosere:

OrcTpaHeTe BHHIIHATA OOBMBKA, CAMO KOraTO CT€ FOTOBH a o U3M0Ji3BaTe, cyell TOBa NPOBEPETE 3a
MHKPOCKOIIHYHO MPOIMyCKaHe KaTo CTUCHETE 34paBo caka. AKO CaKkbT MPOMyCcKa, HE IO H3lo

ynotpeba, kato TpaOBa a ce H3NON3BAT CaMO OUCTPH pa3TBOPH, KOUTO HE CBABPKAT
H3N0J3BaiiTe TE3H CaKOBE 32 CEpHItHH CBbp3RaHui. Hemznonszsanusar pazTeop TpabBa
Hsama cneuyaitHy H3UCKBAHUA 3a U3XBBPAAHE. HEU3NON3IBAHUAT IEKapCTBEH MPOOAY

He CBBPBBRHTG MMOBTOPHO YaCTHYHO H3I10JI3BaAHH CAKOBC.
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3a KabiPac Oyrunkure:

H3Bapere oT KapTOHEHATa KYTHS, CaAMO KOTaTo CTe FOTOBM J1a A u3non3eare. Pa3reopsT TpsadBa na ce
MPOBEPH BH3YAJHO Npeau ynorpeda, kaTo TpadBa aa ce U3nonN3BaT caMo OUCTPH pa3TBOPH, KOUTO HE
ChABPKAT yacTvLd. He u3non3savre Te3n OyTHIKH 3a CEPHHHM CBBP3BAHMA. Hen3non3BaHuaT
pa3TBOp TpAOBa a ce u3xBbpaH. Hama cnienyManiu U3HCKBaHUA 3a M3XBBbPAsSHE. Hen3noa3BaHuAT
NEeKapcTBEH MPOAYKT WM OTNaIbYHMTE MATEPHANH OT HEFO TPADBa Na ¢e U3XBBPIIT B CHOTBETCTBHE C
MECTHHTE M3HCKBAHHA.

He cabp3BaiiTe NOBTOPHO YaCTHUYHO U3NOJ3BAHY OYTUIKM.

JIudesonua Kabu 2 mg/ml undy3zuoneH pasTtBop € CbBMECTUM CBC CNEAHUTE PA3TBOPHU:
- rmoko3za 50 mg/ml (5%) uHTpaBeHO3Ha HHPY3H4,

- HaTpueB xnopua 9 mg/ml (0,9%) vunTpaBeHo3Ha HHY3HA,

- pa3TBOp Ha PyHrep-naKkTar 3a HHXeKTHpaHe (MHXKEKLIMOHEH pa3TBoOp Ha XapTMaH).

7. IIPHTEXATEJA HA PASPELHIEHHUETO 3A YIIOTPEBA

®pesenuyc Kabu bnarapua EOO/]]

yin. A XKenaos 1, et. 6, an. 37

1113 Codusa, brarapus

8. HOMEP(A) HA PASPEUNIEHUETO 3A YIIOTPEBA

Perncrpauuonen Ne 20170221

9. JATA HA ITHPBO PAZPEITABAHE/TIOAHOBSABAHE HA PAZPEINIEHUETO 3A
YIIOTPEBA

Jlata Ha nmbpBO paspewapaHe: 23 o 2017 .
JaTa Ha nocneaHo noaHossasaHe: 14 cenreMBpy 2023 r.

10. JIATA HA AKTYAJIMIUPAHE HA TEKCTA
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