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1. UME HA JIJEKAPCTBEHUS MPOJAYKT | ,,Z D l30 )y

JleBasioke 5 mg/ml uH@Y3HOHEH pa3TBOp

Levalox 5 mg/ml solution for infusion 6' 7 7 257 15-02- 05 |

2. KAYECTBEH U KOJIMYECTBEH CHCTAB

Bcekn ml oT vHpY3HOHHUSA pa3TBOp cbabpxka 5 mg neBoduokcauuH (levofloxacin) kaTo
neBoduiokcauuH xemuxuapar(levofloxacin hemihydrate).

100 ml ot uHdy3noHHus pazTop cbabpxkat 500 mg neBoduiokcauunt (levofloxacin) karo
neBoduiokcaumnH xemuxuapart(levofloxacin hemihydrate).

[ToMOIL1IHM BELLIEeCTBA C U3BECTHO AEUCTBHE:
Bceku ml ot uHdy3uonHus pazreop cbabpxka 0,15 mmol (3,54 mg) HaTpuii.
100 ml ot undy3uonuus pazreop cbabpxkart 15,40 mmol (354,20 mg) HaTpui.

3a NM'bJIHUSA CMUCHK HA MOMOLIHUTE BELLECTBA BHIKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA
Hudy3uoHeHn pa3TBop.

bUCTBp 3€1€HUKaBO-XXbJIT pa3TBOp, 0€3 HA/TMUHE HA YYIK/H YACTHLIH.

pH: 4,5 - 5,1
Ocmonanuret: 282 mOsmol/kg — 322 mOsmol/kg

4. KJIUHUYHUA JAHHHA

4.1 TepaneBTHYHH NOKA3AHHS

JleBanokc nHdy3HOHEH pa3TBOp € NoKa3aH NpU Bb3PACTHH 3a JIeYEHHE HA ClieAHUTE HH(PEKUMHU (BHXK
TOYkH 4.4 u 5.1):

- OcTbp NHENOHEDPUT U YCI0MKHEHH HHPEKLIMK HA YPUHAPHUS TPAKT (BXK. Touka 4.4)

- XpoHHYeH DaKkTepuasieH NpoCTaTUT

- UHxanauuMoHeH aHTpakc: npoduiakTUka ciell eKCno3uuus v JieueHue (BxK. Touka 4.4).

3a no-ponycnomeHaTure HHGekunu Jlesanoke TpsaOBa 1a ce U3noJi3Ba camo, Korato ce CYuTa 3a
HErnoaXo/is11a ynorpedara Ha Apyrd aHTUOAKTEPUATHU CPEACTBA, KOUTO OOMYAHHO CE€ NPEnopbYBaT
3a JICYEHHUE HA T€3H HH(PEKLIHH.

- [IpupoGura B 00LLIECTBOTO NMHEBMOHHUS

- VcnoxHeHn HHEKLIMK HAa KOXKAaTa U MEKMTE TbKaHH

Tpabsa na ce uma npeasua opULIMATIHOTO PbKOBOACTBO 3a MOAXOAALLO H3IOJI3BAHE HA
aHTHOAKTEpPHAJIHH CPE/CTBA.

4.2 Jlo3HpOBKA H HAYHH HA NPHJIOKEHHE

JleBanokc nH(y3HOHEH pa3TBOp ce npuara ype3 baBHa UHTpPaBEHO3HA HH(Y3H
MbTH AHEBHO. JI03MpOBKaTa 3aBMCH OT BH/1a M TEXECTTAa HA HH(DEKLMATA U OT
NpearoaraeMus NaToreHeH NPUIMHHTE. Jleuenuneto ¢ JleBanokc ciea nbps




KXII Ha dunMupanuTe TabNeTkH H aKo Ce CMETHE 32 NOAXOALNO 3a KOHKpeTHHA nauueHT. [lopaan
OHOEKBHBANCHTHOCTTA HA NMapeHTEpaHATA U NepopanHaTa popMa, MOXKE Aa C€ fnpunara cbiuaTa ao3a.

Ho3upoeka
Morar aa 0bjar JajeHH CAeIHUTE NPENopbKH 3a A03upaHe Ha Jlesalokc:

[osupoexa npu nayuenmu ¢ nopmaria 6vopeuna Qyrxyus (kpeamunurnog kaupvuc > 50 ml/min)

- m— .

Iokazarue '/IHEeBHA 1030BAa CXEME  IIpoALIKHTEIHOCT HA
(cnoped mexcecmma) JIe4eHmeTo’ (cnopeo
| memcecmma)
[punobura 8 061WEcTBOTO NHEBMOHKA | 500 mg BeAHBX WU [Ba 714 aun
} NbTH AHEBHO | I
Ochp nuemﬂedjpu'r 500 Mg BEAHBHK AHEBHO 7 - 10 num
: e e —— . “ —_—— . T —— 1
YcnoxkHeHn nHpEeKLHH Ha YPHHAPHHSA 500 Mg BEAHBK AHEBHO 7— 14 oK
: TPf'lKT i
Xpouuqen Gampnaneu npoCTaTHT 500 Mg BEAHBK AHEBHO 28 AHH
YcnokHeHH HHPEKLMH Ha KOXKATa M | 500 Mg BEAHBXK HIH IBa | 7 — 14 aHu
MEKHTE ThKaHH l BT IHEBHO |
, O A
MuxanauMoHeH aHTpake 500 mg BeAHBXK AHEBHO {8 CeIMHUH

—— ——— ———— — - .. - —— i m m e b e ———

TpoABDKHTETHOCTTA Ha JIEHEHHETO BKIIHOUBA WHTPABEHO3HO IUIOC NEPOpaTHO ederue. Bpemero 3a
npeMHHaBaHE OT HHTPABEHO3HO HA NEPOPANTHO JICYEHUE 3aBHCH OT KITMHHYHATA CHTYaLHA, HO

OOUKHOBEHO € 2 10 4 RHH.

CrneuyanHy nonynaudH

[MauueHTH ¢ HapyuieHa Op0peyHa dyHkina_ (KpeaTHHHHOB KAUPBHE < 50 ml/min)

B [Pescum na AO3HpaHe i - |
|250 mg/24 h 500 mg/24 h 500 mg/12 h

KpearunnnoB kanphHe ([Thpea n03a: 250 mg [Tbpea noza: 500 mg [TbpBa no3a: 500 mg
150 - 20 ml/min i Cnen toa: 125 mg/24 h [Cnen ToBa: 250 mg/24 h |Cnen tosa: 250 mg/12 h |
19-10 ml/min ‘Cnen toga: 125 mg/48 h |Cnen roea: 125 mg/24 h |Cnen tosa: 125 mg/12 h
< 10 mi/min Cnenrosa: 125 mg/48 h [Cnenrosa: 125 mg/24 h |Cnea Toea: 125 mg/24 h |
( BKNKOUYHUTETHO
xemoauanusa 1 HATIJ) ‘ |

. sl — __ el—

' He ce Hanarar AONBIHUTENHH nom cnen XEMU,EI’.H&J‘IHBH WKW HENPEKbCHATA amﬁyna'ropua
nepdroHeanHa nyanusa (HAI1).

YBpeacHa yepHoapobHa GpyHkuuns
He ce Hanara KopekuHs Ha f03aTa, Thil KaTo NeBodnokcauuH He ¢e metabonn3npa B 3HauMMma CTeneH

OT YepHHA ApOO U ce eKCKpeTHpa OCHOBHO upe3 On0peunre.

[lauiHeHTH B cTapyecka Bh3pacT
He ce Hanara kopekuHsa Ha N03aTa NPH NAaLMEHTH B CTap4Yecka Bb3pacT, OCBEH akK
NaHHK 3a HapylueHa 6n0peuna dynkuma (Buwx Touka 4.4 ,, TeHAUHUT W pynTypH
.Y annxkaBaHe Ha QT nHrepsana’).

[leanarpyuyna nonynaiug




JleBanoKc € NpOTUBONOKA3aH NPH Aeua U IOHOW M (BXK. TO4Ka 4.3).

HauukH Ha npyaoKeHHe

JleBanoKc HH(Y3HOHEH pa3TBOP € NpeAHa3HAYEH €AUHCTBEHO 3a DaBHA HHTpPaBEeHO3HA HH(PY3HA,
[puiara ce BeAHbX MM ABa IMbTH AHEeBHO. BpemeTo 3a uHdy3us TpsabBa na 6bae noxe 30 muHyTH 32
250 mg nnu 60 muHyTH 32 500 mg JleBanokc HHPY3HOHEH pa3TBOp (BK. TOUKA 4.4).

3a HECLBMECTHMOCTH BWKTE TOYKaA 6.2 U 33 CHBMECTHUMOCT C APYrH HH)Y3HOHHHU Pa3TBOPH BHXKTE
To4Ka 6.6.

4.3 [IIporuBonakalanHs

JlesodnokcaunH UH(Y3HOHEH pa3TBOp He TpAOBa Oa ce npunara:

- NP NaLHEHTH, CBPbXYYBCTBHTENHH KbM NeBOGIOKCALIMH WIH APYTH XHHOJIOHH H KbM HAKOE
OT NMOMOLHUTE BeLlecTBa, H30pOEHH B TouKa 6. |

- NPH NALKHEHTH C ENUNEINICHUR

- NPH NARMEHTH C aHAMHE3a 33 HAPYIUCHHUA Ha CYXOXHUIHATA, CBLP3aHH C MPUIOKEHHE Ha
(yOpPOXHHONOHH

- MpH1 eua WK IOHOLWH,

- no BpeMe Ha OPEMEHHOCT,

- NpH KbPMauKH.

4.4 Chnennaasun npeaynpexacHHA H NpeANa3HH MEPKH NPH ynorpeba

Ynorpebara Ha aeBodioxcaurH TpadBa Aa ce U30Area NpH NaLHEHTH, KOUTO Ca UMAJIH CEPHO3HH
HEXENaHU peakLid B MHHANoTo npu ynorpeba Ha NPOAYKTU, ChAbPKallld XHHOJIOHH HITH
¢GyopoxuHoSoHH (BXK. Touka 4.8). JleueHHeTO Ha Te3W NaUMEHTH ¢ neBonoKcalHH TpsAOBa 1a ce
3arI04Ra CAMO TPH JIMICA HA aNTEPHATHBHU BL3MOXXHOCTH 32 JlIeYeHUE H cle]l BHHMATE/IHA OLIEHKA Ha
CHOTHOLIEHHETO NON3A/pHUCK (BIK. CBLUO TOUKA 4.3).

MHOro BEPOSTHO € METHLIWIMH-PE3UCTEHTHH S. aureus Ja UMaAT KOPE3UCTEHTHOCT KbM

¢ 1yopOXUHONOHM, BKIKOUYHTENHO NeBoduiokcauuH. [lopaau ToBa nerodaokcalyH He ¢e npenopbhYBa
3a JICYCHHETO HA M3BECTHH MK NoJo3HpaHH HHPeKkunH ¢ MRSA, ocBen ako nabopaTtopHu pesynrati
MOTEBbPAAT YYBCTBUTETHOCT HA MUKPOOPraHu3mMa CrpamMo JEBOQUIOKCAUHH (U MPENnoOpbLYBAHHUTE
obvKkHOBeHO aHTHOAKTEpHATHM CpeacTBa 3a JieueHUe Ha UHPpekuuu ¢ MRSA ca cueTeHH 3a
HEMOAXOAALLN).

PesucteHTHOCTTA CnpsaMO (PJiyOpOXUHONOHH Ha E. coli - Hall-uecTha naToreH, CBbp3aH C HHDEKLIHH
Ha ypUHApHUA TpakT - BapHpa B Esponeiickus cuiro3. [Ipeanuceammre Tpabsa aa s3emar npeasua
JOKaHO nNpeobnanapallata pe3sucTeHTHOCT cnpaMo GuyopoxXHHONIoHH npH E. Coli.

MuxanalnoHeH aHTPAKC: NPUIOKEHHETO NPH XOpa ¢€ OCHOBaBa HA AJAHHH 33 HYBCTBUTEIHOCTTA In
vitro Ha Bacillus anthracis W Ha ekcnepUMeHTaNHHU AaHHU NPH KHBOTHH, 3a€RHO C OrPpaHUYEHH JaHHH
npy xopa. Jlekypalure nekapu Tpabpa na ce peepHpaT KbM HALMOHATHUTE W/ UM ME KOHCEHCYCHU
NOKYMEHTH OTHOCHO fleYEHHETO Ha aHTPAKC.

[IponbLkyTeNnHOCT HA HHdY3HATA

[lpenopbuyBarara NpPOALIHKMTENHOCT HAa HHQY3UATA, KOATO TpAOBa na ce cvOnonasa, € noxe 30
MHUHYTH 3a 250 mg nnu 60 muuyTH 3a 500 mg nesoduiokcaunH HHPY3HNOHEH pa3TBOP. 3a odaOKcaLUH
ce 3Hae, 4e no BpeMe Ha HHY3IHA, MOKe [1a Ce pa3BUE TAXHKAPAHA B BPEMEHHO NMOHHXXaBaHe Ha

KPBbBHOTO Ha/IAraHe. B PEAKH CayyaH KaTO NOCNCACTBHE OT PA3KOTO CriafaHC Ha KPbBHOTOAL Wﬁo

MOXe€ /12 HaCTBLNK UMpKyaTtopeH Konanc. [1pu HacTbnBaHe Ha pA3KO cnNajiaHe Ha KPLBHOIQ it e
o BpeMe Ha HHPY3HATA Ha NeBodnokcauHs (1- uzomep Ha oduiokcauuH), HHPy3uaTa A iy
npekpaTtera HezabaBHo.

Hpoﬂmmenﬂu. HHBATHAHW3HPALIH H NTOTEHLUHANHO HEGGP&THMH CCPHO3HH HCXKC]Ia

-




peakuuH

CrobLiasa ce 3a MHOTO PEAKH CJIYUYaH HA NPOAbHKHTENHH (MPOAL/HKABALLM MECELIM WK FOAUHH),
MHBAJIMAH3IHPALIH W MOTEHLHAIHO HEOOPATHUMH CEPHO3HHU HEXKENAHH NICKAPCTBEHH PEAKLIMH,
3acAraillH pazNnyHH, MNOHAKOra MHOTO CHCTEMH B OPraHH3Ma (MYCKY/IHO-CKE/IETHA, HEPBHA CHCTEMA,
[ICHXHKA W CETHBHHM OPraHu) MpH MaLMEHTH, MOJyHaBallU XHHONOHH H (DNyOPOXHHO/OHH,
HE3aBHCHMMO OT TAXHATA BL3PACT H Beue ChLUECTBYBAWIUTE PUCKOBH dakTopu. JleBodnokcauun Tpadea
Ia ce cnpe He3abaBHO NPH MbPBUTE NPH3HALM WM CHMNITOMH Ha BCAKA CEPHO3HA HEXeENaHa peakLMs
KaTo nauueHture TpaOBa Aa ce NOCHBETBAT Aa CE CBbPKAT C TEXHUA JIeKap, peAAHcal JIeKapCTBOTO,

3a ChBCT.

TeHAUHHWT K pa3KbLCBAHE HA CYXOKUIIUE
TeHIWHUT K pa3KbCBAHE HA CYXOXKHAKE (MO-CNIELMATHO aXHIIECOBO CYXOXKHIIHE, HO Oe3 na ce

orpaHH4aBsa caMo A0 Hero), MOHsAKora AByCTpaHHO, MOXE /1a Ce NOJIY4H Ollle B paMKHTE Ha 48 yaca oT
3aMOYBaHE HA JICYEHHETO ¢ XHHOJNIOHHK ¥ GIYOPOXHHONMOHH KaTO “Ma CbOOLIEHHNS 3a TAKHBA, Pa3BHIH
ce IOpH A0 HAKOJKO MECeLla cliell MPEKPATABAHE Ha NCHEHHETO. PHCKBLT OT TEHAHHHT H pa3sKbCBAHE Ha
CYXOXH/IKE Ce NOBHLLABA NpY N0-Bb3PACTHH MMALMEHTH, NaUMeHTH ¢ 6BOpeuHo yBpexknaHe, NauyeHTH
C TPAHCIMJAHTHPAH CONIWAEH OpraH, NpY MauWeHTH, NOnyvaBay AHe8HHU 103u rno 1 000 mg
neBo(PNOKCALMH ¥ TAKMBA, NEKYBAHH CBITBTCTBALLO ¢ KOPTUKOCTEPOUAH. 10 Tasu npHuHHa
ChNBTCTBALIATA yroTpeba Ha KopTHKOCTeponay TpadBa na ce u3bsarea.

[py NbpBHA NpU3HAK HA TeHAWHUT (Hanp. 60ne3HEHO NOLYBAHE, BL3NANCHHE) JICUEHHETO C
nesodnokcaliyH TpAOBa aa ce NpeKpaTH H Ja ce OOMMUCIH ANTEPHATHBHO JIEYEHHE. 3aCerHaTHAT(Te)
kpaiiHuk(um) Tpabea aa 6bae(ar) nekyBaH(M) No NOAXOAALL HA4YMH (Hanp. obesnBmwkBaHe). He Tpabea
fa ce M3MOA3BAT KOPTUKOCTEPOHIN, aKO CE€ MOABAT MPU3HALM HA TEHAHHONATHS,

MuoknoHyc

CroblaBanH ca cy4ay Ha MHOKIOHYC MPH NaUMEHTH, Npyuemauy AesogiokcaurH (BxK. Touka 4.8).
PuckbT OT MHOKJIOHYC ¢€ NOBHLIABA NMPH NO-Bb3PACTHH MNALKMEHTH W MPH NALUEHTH ¢ OBOpeuHo
yBpeXIaHe, aKo J03aTa Ha NeBOMIOKCALWH HE CE KOPUTHpa Criope] KpEaTHHHHOBHSA KIIMPBHC.
JlerodiokcauuH TpabBa 1a ce npekpaTty He3abdaBHO NpH MbpBaTa NOABA HA MUOKJIOHYC H Ja ce
3aro4vHe NOAXOASIO NCUCHHE.

Adespu3Ma H JWCEKaUHA HA a0pTaTa ¥ perypruTauna/HeN0CTATEYHOCT HA ChPASYHUTE KIanu
EnnaemMHonornuHuTe NpoyyBaHHUa NoKa3BaT MOBUILEH PUCK OT aHEBPHM3Ma M AUCEKALMA HA a0pTaTa,
0coOEHO MpU MALMEHTH B CTApUE€CKa Bb3PACT, KAKTO U OT perypruTauysa Ha aOpTHaTa U MMUTpaJiHaTa
KJ1ana cje npueM Ha GIyopoXruHONOHH.
ChoblieHH ca cryHqan Ha aHEBpU3Ma U IMCEKALIMA Ha a0PTaTa, MOHAKOra YCIOKHEHH MopaaH
Pa3KbCBaHe (BK/IHOUMTENHO C JIeTa/IEH H3X0) W perypruTanus/HEA0CTATbYHOCT HAa HAKOH OT
CbPACYHHTE K1aNM NpH NaLUEHTH, NpHeMallH GayOpPOXHHONOHH (BXK. TOUKa 4.8).
CnenosatesiHO (pIyOPOXHMHONIOHUTE TPAOBA Aa e U3NOA3BAT CaMO Clejl BHUMATENHA OLEHKA Ha
CBHOTHOLIEHUETO NON3a/pUCK ¥ cnef OOMUCITAHE HA OPYrH TEPANEBTHUHH Bb3MOXXHOCTH IMPH NALKHEHTH
C MOJIOKUTENHA (PaMHIIHA aHAMHE3a 32 AHEBPU3MA WIIH BPOAEHO 3aD0NsBaHe Ha ChpACUYHHTE KJIAlMH,
WK MPH NAUMEHTH, JHArHOCTHUMPAHHU ¢ NPERILECTBALIA aHEBPH3IMa WWIH AHCEKALMA HA a0pTaTa MK
3a00NABaHe HA CHPACHHHUTE KJIAMH, HIIH NPH HAJIHYKE HA APYTH PHCKOBH (PaKTOpH WK 3ab0onsaBaHu,
npeapasnonaraiu
® KAKTO 32 aHEBPHU3MA, TAKa U 33 JUCEKALIMA HAa aOpTaTa M 3a peryprurauus/HeAoCTaTbHHOCT Ha
ChpIOESUHHMTE KJ1anu (Hamnp. HapyLUEeHHA Ha CheAMHHUTEIHATA ThKAT KaTo CHHAPOM Ha Marfan
uwnu cuiapoM Ha Ehlers-Danlos, cuiapom Ha Tumer, 6onect na Behcet, xuneproHus,
PEBMATOW/EH aAPTPUT) UNH AONBIAHHTEIIHO
® NpH aHEBpH3Ma H JHCEKaluHa Ha aopTara (Hanp. CbAOBHA HAPYLIEHHA, HATIP. APTEPHHT HA
Takayasu, ruraHTOKJIETbYEH APTEPHHUT, HJIH H3BECTHA ATEPOCKIIEPO3a WX CUHAPOM HA
Sjbogren), WiH AOMBIAHUATENHO
® [IpPH PerypruTauusa/HeAOCTaTbYHOCT HA ChpAEYHHUTE KlanH (Hanp. HHPEKUHO3
CHAOKAPANT).
PHCKBT OT aHEeBpH3IMA H IMCEKALIMA HA a0pTaTa H TAXHOTO Pa3sKbCBAHE MOXE CbLUO
NaLHEHTH, IEKYBaHW €AHOBPEMEHHO CbC CHCTEMHH KOPTHKOCTEPOUIH.
B cnyuaii Ha BHe3anHa 6o/Kka B KOpeMa, rPbAHUSA KO HIH I'bpda nauHeHTHTE Tpad




MOChBETBAHH J1a C€ KOHCYNTHpAT He3abaBHO ¢ ieKap B CNELHO OTAEICHHE.

[TaunenTuTe TpsaOBa Aa ObAAT NOCHBETBAHKU 1a NOTHLPCAT He3abaBHO MEHULIMHCKA MOMOLL B Clly4ai Ha
OCTpa AUCNHEdA, NOABa Ha chplLebueHe (NaInNUTauyHu) WK pa3BUTHE HA OTOK Ha KOPEMA WIH JONHUTE
KpaHHHLM.

3abonsasauus. cebp3anu ¢ Clostridium difficile

Jlnapus, oco0eHO ako € Texka, NPOAbIKHTENHA W/HWAH KbPBaBa, 1O BPEME HA WM CleA JICUEHHUE C
neBOMAOKCAUMH (BIITIOUHTENTHO HAKOJKO CEAMULM ciie] JIEYEHHUETO), MOKe J1a Obile CHMNTOMaTHYHA
3a 3a0o/1aBaHe, cebp3aHo ¢ Clostridium difficile (CDAD). CDAD moxe ga Bapupa no T€XeCT OT JICKO
N0 »KHBOTO3acTpallaBalllo, Hali-TexkKaTa opMa Ha KOETO € NCEBAOMEMOPaHO3EH KOJHT (BMK TOUKa
4.8). ETo 3aL10 € BXKHO 1a ce B3eMe MpeABH Ta3H AWarHo3a Npv NnauMeHTH, KOUTO pa3BHBAT TEXKKa
ANAPHA MO BPEME HA UM CleA NeyeHHe € NeBOgUIOKCaUMH. AKO HMa CbMHEHHE HIIH C€ NOTBbPAM
CDAD, nesognokcaumH TpaOBa Aa ce crpe He3abaBHO W BeAHAra Ja ce 3anovHe NOAXOAALWO JIEHEHHE.
JlexapcTBEHH NPOAYKTH, NOTMCKALLHK NEPUCTANTUKATA Ca MPOTHBONOKA3aHH NPH Ta3H KJIHHHYHA
CHTyaLHs

[1aLiMeHTH, NpeaApa3NOI0KEHH KbM NPHNAAbLUH

XHHOJIOHHTE MOTAT /1a CHHXKAT rpara Ha npurnagbUd U MOrarT ja NMpeIu3BUKaT NpUnanbk.
JleBodhnokcalH € NPOTHROMOKA3aH NpH NALKUEHTH C AHAMHE3a 3a enunencud (BHK Touka 4.3) u,
KaKTO NPy APYTUTE XHHOJNIOHHU, TpAOBa Aa ce MpUiara ¢ NOBHILEHO BHHMAHHE NPH MALUEHTH,
npeapasnoiokKeHH KbM NPHNaAbUA WK Ha CbITHTCTBALLO JIEYEHHUE C AKTHBHH BELUECTBA, KOWTO
CHHWXKaBaT uepeOpanHus npar Ha NpUNaaAbLH, KaTo TeOPHIHH (BHXK Touka 4.5). B cayuait Ha
KOHBYJICHBHH npunaabuu (BUX Touka 4.8), neueHuero ¢ neeopiokcaurH TpaOBa Ja ce NpeKpaTH.

[fauneHTH ¢ JeHuUHT HA tNioK030-6- docdart aexuaporeHasa

[TauneHTH ¢ naTeHTEH WK H3sBEH Ae(eKT Ha IroK030-6-ocdaT nAexuaporeHasHaTa aKkTHBHOCT,
MOTaT Aa NpOsABAT CKJIIOHHOCT KbM XEMOJIHTHYHH pPEaKUMH, KOTAaTO Ca JIEKYBaHH C XHHOJIOHOBH
aHTHOakTepuanuy cpeactea. [lopaau Toea, ako JeBOGUIOKCALIMH CE W3NO3BA NPH TAKHBA NALMEHTH,
TpaOBa Aa ¢e CNeAM 3a EBEeHTYANIHA NOABA Ha XeMOJH3a.

[IalnMeHTH ¢ OBpEUHH YBpPEHCIAHUS
Tovi kaTo neBodOKCaUMH Ce eKCKpeTUpa OCHOBHO Upe3 ObOpeuunTe, fo3ara Ha JeroduiokcauudH TpadBa
Aa 6bae kopuryipaHa mpu naumeHTy ¢ 60peyuHo yBpexxaaHe (BHK Touka 4.2).

Peakiiyi Ha CBPbXYYBCTBUTEAHOCT

JlesodnokcalMH MOXKe Aa NPHYHHH CEPHO3HH, NOTEHUHAIHO (PaTa/THU PEAKUHH Ha
CBPBbXUYYBCTBHTEJIHOCT (T.€. aHrHoeaeM A0 aHapWIaKTHUEH WOK), MOHAKOra nocaeaBaiid HauyanHara
no3a (Brx Touka 4.8). [aumenrure TpadBa na npekpartaT NeveHHeTo He3abaBHO M 1a Ce CBBLPXAT ¢
TEXHHS JIEKAP WIH C JIEKAP OT CrielliHa MOMOill, KOHTO Ja HHHUMHPA NOOXOOALUM CIICIIHH ACHCTRHA.

Texkn KOXKHHU HEXKeNaHH peakilluu
Texku koxHH HeXxkenanu peakuuu (SCARS), BKIIOYBaLUK TOKCHYHA enyaepMaia Hekponusa (TEN:

M3BECTHA OLIe KaTo cMHApOoM Ha Lyell), cuHapom Ha Stevens Johnson (SJS) u nexkapcrsena peakuus ¢
eo3nHOG UM u cuctemuu cumMnTomu (DRESS), kouto Moxke na ca >kMBOTO3acTpallaBaliy KiH C
NIETaleH U3X04, ¢€ ChbOoOLLABAT BLR Bpb3Ka ¢ ynoTtpedara Ha nesoduiokcauunH (Bx. Todka 4.8). [1pu
MpeANUCBaHETO HA JIEKAPCTBEHWA NPOAYKT nauueHTHTe TpabBa aa 6baar nHdopmupaHu 3a
MPH3HALMTE H CAMNTOMHUTE Ha TEXKKH KOXKHH peakuuH U 1a 6baat Haba10JaBaHH ¢ NMOBHILEHO
BHHMaHHE, AKO C€ MTOABAT MPU3HALM U CUMITTOMH, NOKA3ATEAHH 38 TE3H PEAKLHHU, NTPUTOKEHHETO HA
nesopyiokcaLMH TpAOBa He3a0aBHO Aa C€ NPEYCTAHOBH H Aa C€ OOMHCIH ANTEPHATUBHO NIeYeHKe. AKO
NaUHEHTDHT € pa3BUll CEPHO3HA peakuus, kato Hanpumep SIS, TEN unu DRESS npu ynorpebar:

Aucrnukemus
KakTo npH BCHUKH XHHOJIOHM, ¢a ¢cboOLaBaHHW HapYUICHUA B KPBLBHATA 3aXap, BK
XHNOTrTTHKEMHS, TaKa U XUTIEPriiHKeMHa, HabnioJaBaHHu ca NO-4€CTO NPH XOpa B CTE
O0OMKHOBEHO MpH MaUHEHTH ¢ AnadeT, npHeMallH CbBTCTBALLO IEHEHHE C Nepopa




XUNOTTTHKEMHUHO CpeACTBO (Hanp. raubeHknaMua) Wik ¢ HHCyanH. CboduaBaHu ca ciy4yau Ha
XUnoriiukemuyHa koma. [Ipu nauueHTn ¢ auaber ce npenopbHea BHUMATENHO NPOCICAABAHE HA
KpbBHaTa 3axap (BHX Touka 4.8).

JleueHuero ¢ neBodaokcaumH TpAOBa He3abaBHO f[a ce NPEKPaTH, aKo NALHEHTBLT CHOOLIM 32
HapylUeHWE Ha HUBATA HA KPbBHA 3axap ¥ TpaAbsa na ce odmucay anTepHaTHBHA aHTHOAKTEpHATHA
Tepanus 6e3 GAyopOXHHONIOHM.,

[lpeBeHins Ha GOTOUYBCTBUTENHOCT

[Tpu neBodaokcauuH € chobiaBaHa poToUyBCTBHTENHOCT (BA. Touka 4.8). IIpenopbusa ce
MauueHTHTE 1A He Ce H3naraT M3NULIHO Ha CHIHA CTbHYEBA CBET/IKHA UJIKM HA U3KYCTBEHH UV by
(Hanp. KBapUOBa NaMMna, CONapuym) Mo BpEME Ha IEHEHHETO U 48 Jaca crell NPEeKpaTaBaHETO MY, C
LLeJT TIpEAna3BaHe OT POTOUYBCTBHTETHOCT.

[NauneHTH, NeKyBaHH C aHTATOHHUCTH HA BHTaMMH K

[Topagyu B1L3MOXKHOTO NoBHLLaBaHe Ha koarynaunoHute Tectose (PT/INR) n/nau kepsene npu
MaLHeHTH, JEKYBAHH C JIeBO(IOKCaUHH B KOMOMHALMSA C aHTAarOHMCTH Ha BuTaMUH K (Hanp.
BapdapHH), € HeobOX0aAKUMO NpOCieAsBaHEe HA KOArylalMOHHHTE TECTOBE, KOMaTo TE3MW JIEKApCTBa ca
NpHIaraHy eQHOBPEMEHHO (BUXK TOUKA 4.5)

[IcuXOTHYHM peakLUH

Cpo0LaBaHy ca NICHXOTUYHH PeaKUUM NTPU NALHEHTH, TTPUEMALUH XHHOIOHH, BKHOUYUTENHO
nesonokcauMH. B MHOro peaky ciy4au ca NporpecHpany 10 CYHUHAHH MHCIH U
caMO03acTpallaBaLlo NOBEASHHUE, NOHAKOra caMo el €AMHHYHA 1033 N€BOQUIOKCALUH (BHXK TOYKA
4.8). B cnyuaii, 4e NnalMEHTHT pa3sBHE TE3M PEaKUUH, NPHEMBT Ha NeBOGUIOKCaLHH TpabBa aa ce
MPEKpaTH BeHara npu MbpBUTE NPU3HALIM HJIM CUMITTOMH Ha Te3H peakuuu. [lauvedture Tpabsa na
ObJaT NOCHLBETBAHU Aa CE CBBbPXKAT C TEXHHUA NPEANACBalll JieKap 3a CbBeT. 1psabera na ce odMucnu
anTepHaTHRHA aHTubaKkTepuanHa Tepanys 6e3 pAyOpOXHHONIOHH H 1a C€ MPEeANPUEMAT NOAXOAALLUH
mMepkH. [IpenopsuBa ce NoBHILIEHO BHUMaKRHE, aKO ICBOMIOKCALMH CE NPHIAra NpH NCUXOTHYHH
NaUHEeHTH WIH NIPH NALHEHTH ¢ aHAMHE3a 3a NCHXOTHYHO 3ab0aBaHe.

Yabmxkasade Ha QT uHrepsana

Heobxoaumo € noBULleHO BHUMAaHHUE, KOrato (QyopOXHHOJIOHH, BKIIOYHUTENHO IEBOGUIOKCALIUH, ce
MpUjiaraT NpH NaUHEeHTH C H3BECTHH PUCKOBH (aKTOpH 3a yawKaBaHe Ha QT HuTepsana, Karo
HaMmpHMep;

- CHHAPOM Ha BpOAEH yabibkeH QT

- €HOBPEMEHHO NIPUIOKEHHE HA IEKAPCTBA, 338 KOUTO € U3BECTHO, ue yabakaeaT QT uHTepaana
(Hanp. Knac 1A u [Il aHTHApUTMHLIM, TPULIKKIHYHH AHTUACNPECAHTH, MAKPOJIHIH,
AHTHICUXOTHLMH)

- HEKOPHTHPaH €NEKTPONHTEH AKcOanaHC (Hanp. XMINOKANIHEMHS, XUIIOMArHE3UEMHsI )

- cbpaeuHo 3abosBaHe (Hanp. CbpleyHa HEAOCTAaTHYHOCT, HHAPKT HA MHOKapa,
Opaauxkapaua)

[TauueHTHTE B CTApUYECKa BL3PAacT M XKEHUTE MOrat Aa 6baaT no-4yyBCTBHTENHH CNPAMO NIEKAPCTRAa,
yasspkasaiut QTc. ITopaau ToBa € HeoOx0AKMMO NOBHUIIEHO BHUMAHHE, KOTaTO NPU TE€3H NMOMyAaLUH
ce npunarat GayopoXxrHONIOHH, BKIKUUATENHO JeBOPIOKCAUMH. (BXK. ToukHd 4.2 [TauneH™ B cTapuecka

Bb3pacT 4.5,4.8 1 4.9).

[lepudepHa HeBponaTHA
Cpobuasa ce 3a Cy4var Ha CEH30pHA HAM CEH30MOTOPHA NONKHEBPONATHA, BOACLIUM [
XHIOECTE3HA, AU3ECTEIHA HAM CNabOCT NPH NaLKEHTH, IPHEMAaLLH XHHOIOHH H (Yo
[TauMeHTHTE, KOHTO NpHEMaT NeBoduokcaluH, TpAORa Aa ObAAT NOCHLBETBAHHU Ja MH
nekap, npeaH aa NpoaAIKaT JIEYEHHETO, aKO CE NOABAT CUMITTOMH Ha HEBPONATHA, K
yCellaHe 3a napeHe, MpaByukaHe, H3TPbNBaHe WK cilabocCT, 3a 1a ce NPeAoTBpaTH p




MOTEHUHATHO HeoOpaTHMo 3abonasaHe. (Bx. Touka 4.8).

XenatobUIHapHU HAPYLUEHUS

CbhobuaBaHu ca ciyyad Ha YepHoapoOHa Hekpo3a A0 ¢garanHa YyepHoapoOHa HEJOCTATHYHOCT MPH
neBo(hNOKCALMH, NPEAHMHO NMPH NAUMEHTH C TEKKY Noanexaly 3a0onaBaHH, Hamnp. CENCUC (BX.
Touyka 4.8). [launenTuTe TpabBa 1a 6bAAT CHLBETBAHM AA CIPAT JIEHEHHETO H J]a CE CBBPXKAT C Nexaps
CH, aKO Pa3BHAT NPU3HALM H CHMNTOMH Ha YEPHOAPOOHO 3aD0NABAHE KATO AHOPEKCHA, KbJITCHHLA,
ThMHA YPHHA, CbpOek MM BONE3IHEH KOPEM.

O0oCTpsaHE HA MHACTEHHS IPaBUC

O ayopOLIHONOHHTE, BKIIOUHTENHO N€BO(IOKCALIMH, HMAT HEBPOMYCKY.THO ONTOKHPALLO NEeHCTBUE U
Morat 1aocbocTpAT MyCKynHaTa ¢nabocT npy NaLUeHTH ¢ MHacTeHua rpaeuc. [locTMapkeTHHroBH
CEPHO3HM HEXENAHH TIEKAPCTBEHH PEaKLIMH, BKIIKOUBALIK CMBPT H HEOOXOANMOCT OT MOAAbpkKAHE Ha
QULIAHETO, ca ¢hobLapaHu NpH PAyOpOXUHONOHH, H3MON3BAHH NMPH NALMEHTH ¢ MHACTCHHUA MPaBUC.
JleBohsiOKCALIMH HE CE MPENOpbYBa NPH MAUMEHTH C U3BECTHA aHAMHe3a 3a MHACTEHHA IPaBHC.

3PHTEIHH HAPYLIEHHA
Ako 3peHHeTo Obae YBpeaeHO WM Bb3HHKHAT HAKAKBY e(EKTH BbPXy O4HMTE, He3abaBHO TpabBa aa ce

NPOBEE KOHCYNTALHA C OY€H CNeUHaIHCT (BX. Touku 4.7 u 4.8).

CynepuHdeKLHns

Ynotpebata Ha neBodnokcalHH, 0cOOEHO MPOALKUTEIHATA, MOXKE a A0BEAE 10 CBPBXPACTEXK HA
HeYYBCTBUTE/HH MUKpPOOpraHu3sMH. Tpabea aa ce npeanpuemMar noaxoaslid MEPKH, aKO HaCTBITH
cynepHH(EKLHA N0 BpEMe Ha TepanHATa.

[Ipomenu B naboparopHuTe TECTOBE

[Mpu naumneHTH, JeKyBaHH ¢ NeBO(NOKCALMH, YCTAHOBABAHETO HA ONMMWATH B YPHHATaA MOXE Aa Aane
danMBO NONOXKUTETHU pe3ynTaTH. Moxe Oa € HeoOXoauMo aa ce NOTBBLPAH MOMOKHTENHUA TECT
pE3Y/ITAT 32 ONHATH C NO-CneUndHUYEH METOA.

JleBohnokcauMH MOXKE Ja NOTHCHE pactexa Ha Mycobacterium tuberculosis v nopany ToBa, MOXeE Aa
naae GanuKMBO OTPULIATE/IHY PE3yATaTH npu HakTrepyonoryyHara AHarHo3a Ha Tyoepkonosa.

Ocmvp nankpeamum

[Tpu nauMeHTH, NpUeMally NeBO(NOKCALUH, MOXE Aa C€ HaOnoAaBa ocThp naHkpeatut. [launeHTuTe
Tpa6Ba Aa ObaaT UHGOPMHPAHH 332 XapaKTEPHHUTE CHMITTOMH HA OCTbLP nakpearuT. ITauneHTure,
KOMTO MMAT rajcHe, Hepa3nojoXKeHHE, KopeMeH AUCkoMdopT, ocTpa kopeMHa 60J1Ka MK NOBPBLLIAHE,
TpsadOBa 13 ObAAT NoANOXKEHHU HA He3aDaBHA MEAHLMHCKA OUCHKA. AKO C€ NOAO3HPa OCTLP
naHkpeaTuT, ynorpebara Ha neBoduiokcaluHH TpsOBa 4a CE€ NPEYCTAHOBH; aKO C€ MNOTBLPIH,
ynorpebara Ha neBodiokcallMH He TPAOBA Aa ce 3ano4Ba OTHOBO. TpabBa Aa ce BHUMABA NpH
MaluxdeHTH ¢ aHaMHe3a 3a nakpeatut (BxK. Touka 4.8).

HapylileHHa Ha KPpbLBTA

KocTHOMO3Bb4HHA HEAOCTATBYHOCT, BKIIIOUHTEIHO NEBKONEHUA, HEYTPONEHUS, NAHLIMTONEHHS,
X€MOJIUTUYHA aHEMHA, TPOMOOLMTONEHUS, ATJIACTHYHA AHEMHUS WIH arpaHyJ/IoOLMTO3a, MOXE Aa Ce
pa3BHe MO BPEME Ha NeveHHeTo ¢ nepoduokcauuH (BxX. Touka 4.8). [Ipn cbMHeHHe 3a HAKoe OT Te3u
HapyuIeHUA Ha KpbBTa TPAOBA 1A ¢e Clien KpbBHATA KapTHHA. B ciyuaid Ha aDHOpMHH pe3ynTarty,
TpadBa Aa ce OOMMCIIM NpEKpaTABAHE HA ICYEHUETO ¢ NEBOGDIOKCAUYH.

Hatpni
To3u nexkapcTBeH NPOAYKT chabPxka 354,20 mg narpui Ha 100 ml or pasTBopa, xouT
eKBHBaJICHTHHU Ha 17,7% oT npenopbunutenHua ot C30 MakCHManeH AHEeBEH NpUeM
BbL3pacTEH.

4.5 B3anMoaeHCTBHE ¢ APYTH JI€eKAPCTBEHH NPOAYKTH H APYTrH dopMna HA



EdekTy Ha Apyrute NekapcTBEHH NPOAYKTH BbPXY 1€BODIOKCALIHH

Teoghurun, henbychen wru noCoOHU HeCcMepOUOHU NPOMUBOEBINATUMEARU REKAPCMEA

He ca HaOmopasaHn rapMakOKHHETHYHH B2aUMONECHACTBHSA HA NEBOPJIOKCALUH C TEOPHIHH B
KJIMHHYHO NIpoy4BaHe. Bunpeku TOBa MOke 1a HACTBINH U3PA3E€HO NMOHMWKABAHE HA LepeOpanHua npar
Ha NPURAAbLHK NPH €1HOBPEMEHHO MPHIOKEHHE HA XHHOJIOHH C TEOPHIIMH, HECTEPOHIHH
MPOTHBOBB3NATHUTEIIHH NEKAPCTBA WK APYrd CPEACTBA, KOHTO CHHXKABAT Mpara Ha MpUNaabUMTE.
KoHLieHTpauuaTa Ha JeBo(ioKcalnH e okono 13% no-sucoka B MpUcbCTBUETO HA GeHbydeH
OTKOJNKOTO NPH CAMOCTOATENIHOTO MY MPHAOKEHHE.

IIpobeneyuod u yumemuOun

[IpoGeHeumna M LUMMETHAWH UMAT CTATUCTHHECKH 3HAYUM EPEKT BbPXY CAUMHHHPAHETO HA
nepodnoxcauHH. brOpeYHHAT KIHPBHC HA IEBOGIOKCALIMH C€ HaMalABa OT UMMETHIHH (24%) 1
npobeHeuun (34%). Tosa ce cityuBa, Thit KaTO JBETE JIEKAPCTBA Ca B CbCTOAHUE Aa ONOKHpar
O0bnOpeuHaTa TyOyiiHa cekpelrs Ha neBodIOKCaUHH. Benpeky ToBa NpH H3NUTBAHKUTE A03H B
AIPOYYBAaHETO, MAJIKO BEPOATHO € CTATHCTHYECKH 3HAYUMUTE KUHETUUHHU PAVIHKH 1a ca OT KIIMHHU4YHA
3HAUYUMOCT.

HeoGX0aHMO € NMOBHILEHO BHUMAHHE NPH €AHOBPEMEHHO MPHNOKEHHE HA NE€BOGUIOKCALIUH C
neKapcTBa, 3acaraly ObpeyHara TyOynHa cekpeums kato npobeHeuna W UMMETUAKH, 0cobeHOo npH
MauueHTH ¢ ObOpeUHH YBpeXx1aHKA.

Hpyea ceugecmeena ungopmayus

KnuHuunu ¢papMakoaortyHi Npoy4uBaHUs MOKA3Bar, 4ye GapMaKOKHHETHKATA Ha NeBO(IOKCALIMH HE €
3acerHaTa B KJIMHHYHO 3HAYHMa CTEMNEH, KOraTo ieBOgUIOKCAUMH €€ NPHNAra eAHOBPEMEHHO CbC
clie/lHWTe aKTHBHM BELIECTBA: KAJILHEB KapOOHAT, AUIOKCHH, MHUOEHKIaMUA, PAHHTHAHH.

Edexru Ha nepodioKcauMH BbPXY APYTH NEKAPCTBEHH NPOAYKTH
Hurxnrocnopun
[Mony>xuBOTHLT HA LHKJIOCNIOPKHH c€ noBuLiaea ¢ 33%, KOraro ce npuiara €AHOBpPEMEHHO C

NeBO(AOKCALIMH,

Bumamun K anmazonucmu

CpobiuaBaHu ca NOBULIEHH CTOHHOCTH NpH koaryinaudonHu tecrose (PT/INR) w/unu kbpsene, koero
MOXKe aa ObJe TEXKO, NPH NMALMUEHTH JIEKYyBaHHU C NesodiokcauH B KOMOHHAUHUA ¢ BUTaMuH K
aHTaroHucT (Hanp. sapdapun). Ilopaau ToBa KoaryJlauMOHHUTE TecTOBe TpaOBa na Obaar
APOCAEARBAHH NPU NAUKMEHTH, JIeKyBaHH ¢ BUTAMHH K aHTaroHHCTH (BK. Touka 4.4).

Hexapcmea, 3a xkoumo e uzgecmno, ye yovaxcaeam QT unmepeana

JleBodiOKCaUWH, KAKTO APYTHTE XMHOIOHH, TpAOBa Aa ObJe npuiiarad ¢ MOBHIIEHO BHHMAHHE NPH
NaLMEHTH, NPHEMALLH JIEKApCTBa, 32 KOUTO € W3BECTHO, Y¢ yaunkaeaTt QT uureprana (Hanp. kiac 1A
1 111 aHTHAPUTMHULK, TPHLMKIHYHH AHTHAENPECAHTH, MAKPOJIHAHN, RHTHINCUXOTHLH) (BHX TouKa 4.4
Y awmkasaHe Ha QT unTepBana).

Lpyea cvwyecmeena ungopmayus

B npoyuBane 3a papMaKOKHHETHYHH B3aHMOACHCTBUA, JIeBOGUIOKCALMH HE 3acsra
papMakokHHeTHKaTa Ha TeodrnnH (KoHTO € TecToB cybeTpar 3a CYP1A2), koeTo noka3ea ue
nesodnokcauu He € CYP1A2 uuxuburop.

4.6 @DepraanTeT, OPEMEHHOCT H KbPMEHE

bpeMeHHOCT

HMma orpaHM4eHn AaHHH OT ynotpedara Ha NEBOQIIOKCALMH NPH OPEMEHHH KEHM.
’KHBOTHH He NMOKa3BaT AWPEKTHH HAH HHAHUPEKTHH YBPEXKAALIH €(PEKTH C Ornea Ha
TOKCHYHOCT {BHXK TOYKa 3.3).




Bbnpekun TOBa NOpaaM JIMICaTa Ha JaHHH MPH XOpa W NMOpaay TOBa, Y€ €KCICPHMEHTATTHUTE JJaHHH
NPEANOIaraT PUCK OT YBPEXKAAHE H& HOCELIUTE TEXKECTTA XPYLUAIH Ha PACTALLHS OpPrasH3bLM OT
¢1yOpOXHHONOHHTE, JleBo(aokcauuH He TpaOBa f1a ce npunara npH 6peMeHHH KeHH (8. Touka 4.3 H

5.3).

KbpMeHe

JleBo(piOKCaLMH € MPOTHBONOKA3aH NMpH XKEeHH, KOUTO KbpMAT. HaMa noctatbuHo nHppomauus 3a
eKCKPELIHATA Ha NeBO(dIOKCALHH B KbPMATa, BLIPEKH He OCTaHANUTE (yOPOXHHOJIOHH CE
eKkcKkpeThpaTt B KbpmMara. [lopagu nuncara Ha JaHHH MPH XOopa Y Nopaau TOBA, Y€ €KCMNEPHUMEHTATHUTE
JaHHU TIPEANOJAaraT pUCK OT YBPEKAAaHE Ha HOCELLMTE TEXKECTTa XPYLUILTH HAa PACTALLHNA OpPraHH3bM
OT (PAYOPOXMHONOHUTE, JieBodIiokcaliuH He TpabBa aa ce npunara Npyd KbpMauku (BxK. TOUKH 4.3 1

5.3).

DepTUIMTET
JlepodaoKCaLIMH HE NpeAH3BUKBA YBPEXKAAHE H2 PEePTUIHTETA WIH PENPOAYKTHBHHTE CMOCOOHOCTH

NPy MIbXOBE.

4.7 EdextH BBpXY cnocoOHOCTTA 32 Wodupane 4 padoTa ¢ MALIHHH

JlerodnoKkcalHH NOB/HABA B MaNKa A0 YMEPEHA CTENEH cnocobHocTTa 3a modHpaHe u pabora ¢
MatIWHH.

HskoH HexenaHM NeKapCcTBEHH peakLUMH (Hanp. 3aMaiBaHe/BEPTHUIO, CBHIIMBOCT, 3PUTENHH
CMYLLIEHHMA) MOraT Aa HapywaT cnocoOHOCTTAa Ha MAUMEHTUTE Aa C€ KOHUEHTPUPAT U 1a pearupar,
NOpaay KOETO € Bb3MOXKHO 1a Bb3HUKHE OMACHOCT B CHTYALIHH, MPU KOUTO TE€3H CIIOCOOHOCTH ca OT
ocobeHa BaXXHOCT (Hanp. wodupaHe uau paborta ¢ MaLLIMHH).

4.8 Hexenann 1eKapcTBeHH PeaAKIHH

[lpeacrasenara no-nony HHGPOPMAUHA CE OCHOBABAa Ha JAHHHU OT KJIMHHYHH NPOYUYBAHMA NPH NOBEUE
ot 8 300 nauMeHTH, KAKTO U NPOABIDKHTENEH NOCTMAPKETUHIOB OfMT.

- Mmnoro vectn (= 1/10)

- Yectu (>1/100 no <10)

- Heuectu (= 1/1 000 no <1/100)
- Penxu (>1/10 000 po <1/1 000)

- Muoro peaku (<1/10 000)
- C HeHn3BecTHA uyecToTa {OT HANHYHMTE JaHHH HE MOXe Aa ObAe HanpaBeHA OLECHKa).

B PAMKHTC Ha BCIKO FPYNMHUPAHEC NO 4YE€CTOTa, HEXKCNTAHHUTE p€aklMh C4d NIpCACTaBCHHU B HH3XO0AAlll pea
Mo OTHOWCHHAC HA TAXHATa CEPHO3HOCT.

Yectn HeuecTH Penxu C HeusBecTHa
4yeCcToTa
HUndexuun un ['0HuYHH
napasuTo3y HHpEKLMH,
BKJIKOUMTETHO
HHPEKLIMH C
KaHauIa
[laTorexnna
pe3UCTEH-
THOCT
HapywieHus Ha JleskoneHus Tpombouuntonenus KOCTHOMO3 LUk
KpPbBTa H | EozuHopunna | Heyrponenus HEOOCTY .-./’:
numpHaTa //_;-.‘ 1€
cucTeMa annayTiapma
MaHhus ek
Al
XeMy




dHEMHA

Hapyiiexsus Ha AHTHOEAEM Anadunaktuuen
HMYHHaTa Cepbx- loK?
cucrema 4YBCTBUTENHOCT (BXK. | AHa(MNAKTOMACH
TOYKa 4.4) oK (BxkK. Touka 4.4)
EHAOKPHHHH CuHapoMm Ha
HapylleHUs HEAJICKBaTHA
CEeKpeLMA Ha
AHTHAWYPETHUYEH
xopMoH (SIADH)
HapyLuenusa Ha AHOpeEKCcHA XHMNOrTHKEMHA, XUNEePrivkeMus (Bx.
MeTabonnima U oco0eHO npH TouKa 4.4)
XpaHEHETO MaLHeHTH ¢ JHabeT,
XUIMOrMUKEMHUHA
KOMa (BX. TOuKa 4.4)
[lcnxuuxM bescbHuUe TpesoxHOCT [IcnxoTHYHH [lcuxoTHuHH
HapyleHus™ CbCTOSHHE HA | PEAKLHH HapYLUCHHA CbC
o0bpKaHoCT (Hanp. c CaMo3acTpallaBaLlio
HepsHoct XaNIOLUMHALKH, NOBEACHHE,
napaHos) BKIFOYBALLH
Henpecus CYMLINAHA HACaALIUA
Bb30yana WK OTIMT 3a
ApKH CbHHULLA caMmoyOHicTBO (BXK.
Kowmapu To4Ka 4.4)
Henvpuym Manmus
HapyuieHus ua [naBobonue, | CbHAHBOCT KousyJicug (8. [lepudepna
HEepBHAaTa 3amMasgHOCT Tpemop ToukM 4.3 n 4.4) CEH30pHa
cuctema* Hucreysus [lapecTe3us HeBponaTHa (BX.
Hapylietue Ha TO4YKa 4.4)
[ameTTa [lepudepna
CEeH30pHa MOTOPHA
HeBponatua (BxK.
Touka 4.4)
[Tlapocmus,
BKAOUHTENHO
AHOCMHA
JncKuHe3nn
ExcTpanupaMuaHHK
HapyLUEHHA
Areysus
CHHKon
JlobpokayecTBeHa
BbTpEUEpenHa
XUMEPTOHUS
MuoxiioHyc
Hapyuwenus Ha 3puTenHn cMyuleHus | [lpexoana 3aryba Ha
ounTe* KATO 3aMbIEHO 3peHHe (BxK. TOUKa
3peHHe (BXK. TOUKA 4.4), yBeHT
4.4)
HapyuieHusa Ha CeetoBbpTek | THHUTYC
YXOTO H
nabupunTa*
CupacuHu Taxukapaus
HapylieHus** [Mannutaumu




BeHTpHKynapHa
apuTMud K torsade de
pointes (cbobLaBaHu
NpeaAUMHO NpPH
NaLHEHTH C PHCKOBH
¢daKTopH 3a
yabaxkasaHe Ha QT),
Y abiaxkeH QT Ha
CNEKTpPOKapaMorpama
(B#. TOouKH 4.4 1 4.9)

CbaoBn OtHacsa ce XHITOTOHHUSA
HapyuieHus** CaMo 10 1V
dhopMH:
Qnebur
PecnupatopHy, Hucnues bpoHxocnasbm
rpbIHH H ANEPruycH
MEAHACTEHANHH MTHEBMOHHT
HapYyWEHHS
CromaluHo- Huapus, . AOaoMHHaANHA Huapus-
YpeBHH [MospbluaHe | Honka XeMoparv4yHa, KOaTo
HapyLIECHHUS I'aseHe Hucnencus B MHOIO PEAKH
dnartyneHumA CIy4au MOXe Ja
KOHCTUNAaLMA OBbae nokasarenHa 3a
CHTEPOKOJIHT,
BKJIKOUMTENTHO
riceaoMeMOpaHo3eH
KOJIMT { BXK. TOMKA
4.4)
[TankpeaTut (Bx.
TOuYKa 4.4)
Xenaro- [loputienu [Toeuinex KbaTeHnua v TEXKKO
OununapHu yepHoApoOHHU | OUNUpyOHH B 4yepHOapOOHO
HapyuleHUS EH3UMH KPLBTA yBpexkaaHe,
(ALT/AST, BKJTHOYHTEAHO
ankanHa cllyyau Ha (paranHa
docdarasa, ocTpa YepHOApoOHa
GGT) HEeAOCTATBYHOCT,
NpeaIUMHO NpPH
MaLKEHTH C TEIKKH
NOAJIEKAILH
3abonasanng (BXK.
TOuKa 4.4)
Xenatur
HapyweHus Ha Ob6pns JlekapcTBeHa Tokcuuna
KOXaTa Cupbex peaKuua ¢ €nuIepManHa
NOAKOXHATA Y pTukapua €O3HHOPWIHA H HEKpPOJH3a
TbKaH" Xunepxuaposa | cucteMHd cuMnromu | CuHapoM Ha

(DRESS) (Bxk. TOUKA
4.4)

PukcupaHa
JleKapCTBEHA

CPYNLNA

Stevens-Johnson




CroMaTur
XHUNEePrnUrMeHTanus
Ha KOXKaTa
Hapyluenus Ha Aptpanrus HapyweHunsa Ha PabaomMHonusa
MYCKYHO- Muasrus CYXOXHIIHATA (BX. Pyntypa Ha
CKENeTHaTa TOukH 4.3 1 4.4), CYXOXKHJIHE
CHCTEMA H BKAKOUYHTETHO (Hanp.Ha
CbEAMHUTEHATA TeHAUHUT (Hamnp. Ha | axXMJIECOBOTO
TbKaH* axXHJIEeCOBOTO CYXOXKHJIHE) (BK.
CYXOXKHIIHE) TO4kH 4.3 1 4.4)
MyckynHa cnaboct, | PynTtypa Ha
KOATO MOXE Ja € OT | IUTAMEHT
OCOOEHO 3HaUEeHHE MyckynHa pyntypa
[IPY NALUEHTH C ApTpuT
MHACTCHHA rpaB1cC
(Bx. Touka 4.4 )
HapyuweHus Ha [MosHLEH Octpa 6B6peuna
6nbpeunTe H KpeaTHHHH B HEAOCTATbYHOCT
NMUKOYHHUTE KpbBTa (Hanp. nopaaM
MbLTULLA MHTEPCTULHAIEH
HEPPHT) _
OrHacy ce AcTeHus [Tnpekcus bonka (BKAOUHTENHO
Obum caMo 10 L.v. Oosika B rup0a,
HapyLICHHUA H gopma: CPBHAHUA KOLU H
eeKTH Ha KpaHHULHTE)
MACTOTO HAa Peakuun Ha
NMpUIOKEeHHE™ MACTOTO Ha
HHODY3HA
(6onka,
3a4€pBABAHE)

* AHapHMNaKTHYHH U aHAQUNAKTOUIHH peaKUHK MOHAKOra MOraT a Bb3HHKHAT AOPH Cliel MbpRaTa
no3a.

bKOXKHO-TUTABUYHH peaKuuy NOHAKOrAa MOraT Ja Bb3HHKHAT JOPH CJIC NMbPBATA A034.

Jpyru HexeNaHn PeakiiMi, CBbp3aHH C NPHIOKEHHETO Ha (PIIYPOXMHOJOHH BKIIOYBAT:
- [TpycTbnu HA nopdUpHA NPH NALKMEHTH € NOpGHPHA

* CpobluaBa ce 3a MHOTO PeKH CNyUYaHn Ha NMPOABLIAKUTENHH (10 MeCELH WIH FOAHHH),
HHBAIHAHU3HPALLH H MOTEHLHATHO HEOOpaTHMH CEPHO3HH NEKAPCTBEHH PEeakLHH, 3acArali HAKONKO,
MOHAKOra MHOrO CHCTEMO-OPraHHH K1acOBE H CETHBA { BKINIIOUUTENHO peakuMKi KaTo TEHAUHHT,
Pa3KbCBAHE HA CYXOXKHWIUE, apTpairus, Honka 8 KpalHULIMTE, HAPYIIEHHE Ha MOXOAKATA, HEBPOIATHH,
CBBP3aHH C MAPECTE3UH H HEBPAIrUs, YMOPA, NCHXHATPHYHH CHMITOMH ( BKITFOUHTEHO HapyLICHHS
Ha ChHA, TPEBOXKHOCT, MPUCTLNH HA NAHHUKA, ACNPECHA U MHCIIH 3a CaMOYOMHCTBO), HapyLIEHHE Ha
MaMeTTa H KOHLEHTPALHATA U YBPEXKIAHE HA C1yXa, 3pEHHETO, BKYCa U ODOHRHHETO) BbB BPb3Ka C
ynorpebara Ha XHHOAOHHK U (PIYOPOXHHOJIOHH, B HAKOH ClydaM, HE3aBUCHUMO OT Beye
ChLIECTBYBALUUTE PHCKOBH akTopH (8XK. Touka 4.4).

** [Ipu naipeHTUTE, NnpyeMaiuy GbayopoXHHONOHH, ca ChbOOLIIEHH Clly4aH HAa aHEBPH3MA H AUCEKaUHS

HA a0PTaTa, MNOHAKOra YCA0XKHEHH Nopaay pa3kbCeBaHe (BKMOYHTENHO € NETANIEH H3X0A) H
pErypruTanna/HeA0CTaTbUHOCT HA HAKOH OT ChPASUYHUTE Knaru (Bxk. Touka 4.4).

CoobulaBaHe Ha NOAO3UPAHH HEKENAHN peaKUHH




nekapcTBeHua npoaykr. OT MeIMLIMHCKUTE CNICLHANKCTH C€ H3MCKBA Ja ChboOLLIAaBaT BCAKa
NoAO3HpaHa HeXeNnaHa peakuUs Ypes

HanbiHUTENHA areHLuWs no nekapcTeaTa

yia. ,,Jlaman ['pyes” Ne 8,

1303 Codmus,

Ten.: +359 2 890 3417,

yebcalT: wwvv.bda.bg.

4.9 Ilpexo3npaHe

CuMnToOMH

Cnopea TOKCHKONOMHYHHUTE NPOYUBAHKSA NPYU KHUBOTHH WIH KIHHHYHO-(apMaKOJIOrHYHHTE
MpOy4YBaHHUA, NPOBEACHU ChC CyOTEPANeBTHYHH J03H, HaH-BAXKHHUTE MPU3HaALIM, KOUTO TpaOBa aa ce
OYaKBaT CJIe] OCTPO Npeao3HpaHe Ha NeBOdIOKCALMH TaDNeTKH ca CHMITOMMU OT CTpaHa Ha
LleHTpaA/HATA HEPBHA CUCTEMA, KATO OOBPKAHOCT, 3aMaSHOCT, HAPYLIEHO Chb3HaHHE H KOHBYJICHBHH
npunaabuM, yobnkasaHe Ha QT uaTepsana.

Edextu Bopxy LIHC, BinouBalun CLCTOAHHUE HA OOBPKAHOCT, KOHBYJICHH, MHOKJIOHYC, XaTIOLIMHALWH
U TpPEMOP ca HabNAaBaHH NPH MOCTMAPKETHHIOBUSA OFIMT.

[loseneHke Npu npeao3upaHe

B cnyuaii Ha npeao3upaHe, TpabBa /1a ce NPHUN0KH CHMNTOMATUYHO neueHue. Tpabaa na ce
npeanpueMe EKI" MmoHuTOpHpaHe, nopagn BH3MOKHOCTTA 3a yabmxasake Ha QT unrepsana.
XeMoauanusa, BKIIOYUTENHO nepuToHeanHa awanusa v HAIL/] He ca edekTnBHM 32 OTCTpaHsBaHE Ha
nesonokcauuH ot opranu3Ma. He cbiuecTBysa cnuu@HyieH aHTHAOT.

S. ®APMAKOJIOTHYHH CBOHCTBA
5.1 PapmakoiHHAMHYHH CBOHCTBA
dapmakoTepaneBTHYHA rpyna: aHTHOAKTEPHATHUA XHHONOHH, (payopoxruHonoHn ATCkoa: JOIMA12

JleeodTIOKCAUHWH € CHHTETUYHO aHTHBAKTEPHATHO CPEACTBO OT K1ac (yOpOXHHONIOHHN H TOH €
S (-) eHaHTHOMEP HA PALIEMHYHOTO AKTUBHO BELLECTBO OQNOKCALMH.

MexaHH3BbM Ha NEUCTBHUE
Kato ¢nyopoXMHONOHOBO aHTHOAKTEPHANHO CPEACTBO, JEBOGUIOKCAUMH ACHCTBA BBPXY KOMIUIEKCA
JHK-JTHK-rupaza u Tonousomepasa IV.

Bpb3ka papmMakokHHeTHKa/PpapMakOoIMHAMUKA

CrenenTa Ha 6aKTepHanHa aKTUBHOCT Ha NEBOQIIOKCALIMH 3aBHUCH OT ChOTHOLLEHUETO MEWKAY
MaKCHMAJTHATAa KOHUeHTpaLua B cepyma (C max) mnu nnowra noa kpusara (AUC) n MmuHMManHara
HHXHOHpaula koHuenTpauus (MIC).

MexaHH3bM Ha PEIUCTEHTHOCT
Pe3UcTeHTHOCT KbM JIeBOQIOKCALIMH CE NPHAOOHUBA upe3 NOeTaneH nNpoLec Ha MyTalMH B TAPIreTHUTE
MeCTa K Ha aABete Tonouzomepaszu tun 11, JIHK rupaza u rononsomepasa IV. Jlpyru Mexaiuszmu Ha
PE3UCTEHTHOCT KaTto Dapuepy Ha nponyckausocTTa (yecto npH Pseudomonas aeruginosa) v
MEXAHH3IMH 3a e(diyKC, MOraT CbIIO Aa NOBIMAAT HA YYBCTBHTEIHOCTTA CNPAMO JIEBOD

Habnionasa ce KpbCcToCcaHa PE3NCTEHTHOCT MEXAY NeBO(MNOKCaAUMH U APYTH (Iyopoy
[Mopann MexaHH3Ma Ha AEHCTBHE, KATO LANO HAMA KPbCTOCAHA PE3UCTEHTHOCT Me
neBognoKcaLMH U APYTUTe KNacoBe aHTHOAKTEepHaNiHH CpeACTBRa.

['paHXW4YHHU CTORHOCTH




[Tpenopbkute Ha EUCAST 3a rpanuunure croitHocTH Ha MIC 3a nesognokcanuH,
pasaenAaliy YyBCTBUTENHHTE OT HYBCTBUTETHUTE KbM NOBHLIEHA EKCMO3HLIHA
MHKPOOPraHH3MH H MYBCTBUTEIHHUTE KbM MOBHUIEHA EKCMO3HUMS OT PE3UCTEHTHHTE
MHKPOOPIraHHW3MH, Ca NPeACTABEHH NO-A0NY B Tadanuara 3a tectsade Ha MIC (mg/1).
MIC rpanuunu crofinocT Ha EUCAST 3a nesogaoxkcauus (Bepcua 10.0, 2020-01-01):

HaTdfen " ;‘ny;ﬁﬁﬁTé;linocT " Peznﬂéﬁrﬂﬁcr
-Enterobacterales_m S ;*flO S mg/l | 3-1 mg/l - E
”Pseudommas spp- S ;-*‘SO 001 mgfl - '2‘:-1 rﬁg/l ) d
d.ficmerobacter Spp. . ?EO,S mg/l . }lmg/lm - L
_S;aphyzocaccm aw‘;‘s. e {0 66 l_ _m g/l SR T}]r;qg/l____
Koaryna:sa-mpu UaTenHH Staphylomcc: i

_énm;}mccm g A irg;ng/f _}}_4 mg/m_l, e e
S!re’ptococcm pneu:;:;)ﬁ;&;_” - *‘-'10 001 méﬁ - |}2 mg/ I -
Sweptococcus groups ABC.G 1«-:0 00lmgl  >2mgd
Haemophilus influenzae ~ 1<006mgl  |>0,06mg

Moraxella catarrhalis ‘-=-:0 25mgl  [>0125mgl
};1-1;—5;!&:@40”%--*-~--——-------~----~---~---~~—--- <-'~l mg/l - ‘-‘-*1 mg/l : |
Aerococcus sanguinicola and urinae® <mgl  2mgl
Aemmﬂ;ﬁs ., _ __120 : mgﬂ e e ;lm g/| e e E‘
TPK-PD‘(BHHOB-(:I-_I-;C_I;L]JBaHH) FpaHH;I_PlH J ;EO,S mé,/r - I>1 mg/l T
 CTOUHOCTH 1
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1. Camo HEYCIOKHEHHA HHPEKUWH HA MUKOUYHKTE MBTHLIA.
2. YyBCTBHUTEIHOCTTA MOXKE Ja C€ 3aKITIOUYH OT YYBCTBHTENHOCTTA KbM LIHNPOGIIOKCALKH
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[IpeobnanaBaiiata pe3uCTEeHTHOCT MOXKE Aa Bapupa reorpadcki U BbB BPEMETO 3a OIpeaeieH!
BUIOBE, MOPAAK KOETO € XKENATEHO A Ce ThPCH HHPOPMALMA 33 JIOKATHATA PE3UCTEHTHOCT, ocobeno
MpH NieueHne Ha TexKkH HHpekuun. ITpu HeobxoanMocT, TpabBa Aa ce TbPCH €KCNEPTHA KOHCY/ITALMA,
KOraTo MEeCTHaTa npeobnanaBallla pe3MCTEHTHOCT € TaAKaBa, Ye NMPHIIOKEHHETO HAa CPEACTBOTO MOHE
MPH HAKOU BHAOBE HHPEKLHH, € MO BBIPOC.
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Oﬁnqanno YYBCTBHTEJIHH BHIOBE
Aegoﬁnu I gm—nmamumnu 6axmeguu
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Bacillus anthracis

Staphylococcus aureus memuyunun uyscmeumenHu
‘Staphylococcus saprophyticus |
Streptococci, group C and G
 Streptococcus agalactiae
Streptococcus pneumoniae
Streptococcus pyogenes

i____. - - -

- Aepobuu I'pam-ompuuamennu bakmepuu
Eikenella corrodens

- Haemophilus influenzae
Haemophr! Us para-:nﬂ uenzae

————E . LT —— - —— —




Klebsiella oxytoca
Moraxella catarrhalis
Pasteurella multocida
Proteus vulgaris
Providencia retigeri

Anaepobru baxmepuu
Peptostreptococcus

Apyzu

Chlamydophila pneumoniae
Chlamydophila psittaci
Chlamydia trachomatis
Legionella pneumophila
Mycoplasma pneumoniae
Mycoplasma hominis
Ureaplasma urealyticum

Bugose, npW KOHTO NPAAOOHTATA PE3HCTEHTHOCT MOKE A ce oKaxe npodiem
Aepobnu I pam-noaodcumennu baxmepuu

Enterococcus faecalis

Staphylococcus aureus METHLIWIHH-PE3UCTEHTHH ¥ |
Koaryna3za orpHuatenHu Staphylococcus spp .
- Aepobruu I pam-ompunamennu bakmepuu
. Acinetobacter baumannii |
Citrobacter freundii |
Enterobacter aerogenes
Enterobacter cloacae
Escherichia coli
Klebsiella pneumoniae
Morganella morganii
 Proteus mirabilis
' Providencia stuartii |
Pseudomonas aeruginosa

Serratia marcescens

Anaepobnu bakmepuu
Bacteroides fragilis
'HacaexcTBEHO Pe3HCTEeHTHH ILAMOBE

| |
Aepobnu I pam-nonodcumennu bakmepuu |
Enterococcus faecium ;
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* MHOro BE€pOATHO € METHLITHH-PEIUCTEHTHH S, qureus Na NIMaT KOPE3HCTEHTHOCT KbM
GbyOPOXHHONOHH, BKIIOYHTEHO IEBO(IOKCALIHH.

52 PapMaAKOKHHETHHYHH CBOiHcTBA

AbBcopbums
[Tepopanto npunoxenus nesodiokcalrH ce abcopbupa 6BP30 U NOYTH HANBIHO U ZOCTHra NMUKOBA

IU1a3MeHa KOHLeHTpauusa ao 1-2 yaca. A6contotHara GnoHanuuHocT € 99 - 100%.

Xpanata uMma cs1ab edekt Bbpxy abcopbunaTa Ha n1eBOIOKCALMH.

YcnoBrus Ha CTaUHOHApPHO CbCTOAHHKE ce aocTurar Ao 48 vaca cnen cxema Ha npwiarade 500 mg
BEAHDbK WIH IBa MbTH JHEBHO.

PasnpeneneHue
Ipubnusurento 30 - 40% ot nepodnokcalliH ce CBbP3BAT ChC CEPYMHUTE NPOTEHHM.

Cpeanuat obem Ha paznpeaeneHue Ha nesodnokcauuH € npudauvzutenHo 100 L cne
MHOroKpaTHH 4034 0T 500 mg ¥ noka3sa LWHPOKO pasnpeicNcHHE B TENECHHTE ThK

HPDHHKBEIHE B ThKAHHTC M TCJICCHHUTC TCHHOCTH




JleBodhnokcallMH NPOHMKBA B OpOHXHAIHATA JTHraBHLA, ENUTENHATA NIOKPUBHA TEYHOCT,
anseonapHute Makpodaru, 6enogpobHara ThkaH, Ko)KaTa (TEYHOCTTa B MEXYPHTE), TbKaHTa Ha
npocTararta v ypHHata. Obaue, neBodioKcalMH UMa HE3HAYMTENHA NIEHATPALIMA B IPbOHO-MO3bYHATA
TE€YHOCT.

BuorpaHchopmauus

JlepodiokcauuH ce MeTaboanW3KMpa B MHOIO MalKa CTeNneH KaTo MeTaboNHTUTE ca Ae3METHII-
nesodnokcauuH 1 nepoduokcauvd N-okcua. Tesu metabonutu npeacrasnaBat <5% oT qo3ara U ce
eKCKpeTHUpaT B YpHHaTa. JleodnokcauuH e CTepeoXHMHUHO CTAbHIEH W HE NPEThPNABA XHpaiHa
HHBEPCHAL.

EnvwMuHupaHe

Cnen nepopaHO U HHTPaBEHO3HO NMPHIOKEHUE HA NEBOGUIOKCALMH, TOH ce eTHMHHHPA OTHOCHTEITHO
6asHO oT nna3mara (t 6 - 8 h). ExckpeuusTa e npeaumMuo upes 6u0peunte (>85% o1 npunokeHara
103a).

Cpenxuar npyuBHAEH 00111 TesleCeH KIUPBHC Ha neBoduiokcaluH ciel eAdHH4YHa fo3a ot S00 mg e
1754/29,2 ml/MuH.

Hama ronemu pa3nvku BbB JapMaKOKMHETHKATA HA JIEBOPNOKCALMH CNeA HHTPaBEHO3HO H
NepopPaHO NPHUAOKEHHE, KOETO NPEANonara B3anMo3aMEHIEMOCT Ha NEPOPAIHHA H HHTPABEHO3HHA
nbT.

JIMHEHHOCT
JlesodioKcauMH NpUTEXaBa NHHeliHAa PapMakokHHeTHKa B Auana3oH ot 30 no 1 000 mg.

CneunanHy NomynaluMu
ITayuenmu c 6v6pevna nedocmamoeyrnocm

(dapMakokHHETHKATa Ha eBOQUIOKCALMH Ce 3acara npH 610peuHo yspexxaane. [1pu HamansBaHe Ha
ObOpeuHaTa pyHKUMA, OBOPEYHOTO €TMMUHHpaHE U KTHPBHC HAMAABAT H ETUMHUHAUHOHHUAT
MONYXKHMBOT C€ YABLDKABA, KAKTO € Noka3aHo B Tabnuuara no-gony:

dapMakoKHHETHKA nNpu 6b0petHa HEJOCTAaTBYHOCT Cnea €AHHHYHA nepopanHa ao3a ot 500 mg.

o e S o
Cle; [m1/min] <20 20 - 49 50 - 80 .
Clg [mI/min] 13 26 57 |
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Ilayuenmu 6 cmapuecxka gv3pacm
Hsama 3Ha4YHTENHH pa3NMKH BbB (PApMAKOKMHETUKATA Ha JIEBOQUIOKCAUMH NPH MJIAAH H NALKHEHTH B
CTap4eckKa Bb3pacT, OCBEH T€3H CBBP3aHHU C PaVIHKH B KPEATHHHHOBHSA KJIUPBHC.

Iloroeu pazruxu

OTaeaHH aHaNH3H NPU MBKE W XKEHH NOKA3BAT MAJIKH A0 NPaHHYHH MOJOBH Pa3iHKH BbB
dapMaKOKHHETUKATA HA NEBOGUIOKCcalUMH. HamMa navHM Te31d NnONOBH pa3fivuKM Aa ¢a OT KIIMHHUYHO
3HAYCHHME,

5.3 IlpeaxkaanH4HH JanHH 32 6e30MacHOCT

HekninHnuuHKHTE 1aHHU HE NOKa3BaT 0co0EH pHCK 33 XxOpa Ha Ha3aTra Ha KOHBEHLIMOHANHHU NMPOY4BAHUA
332 TOKCUHYHOCT Ha €JHHHYHA 1033 H NMPH MHOTOKPAaTHO A03HPaHe, KAPLUHOTEHEH NOTEH —
pPENPOAYKTHUBHA TOKCHYHOCT H TOKCHYHOCT 3a pa3BHUTHETO.

JlepodiokcaunH He NPEAH3BHKBA HApyLUieHHE HA PEePTHIIMTETA HITH PENPOLAYKTHB
NPY MTbXOBE U HETOBUAT €AWHCTBEH €(eKT BbpXY U104a € 3aDaBeHO Ch3pABAHE B
TOKCHYHOCT NpHU Makkara.




JlesohnokcauHH He HHAYLUPA FTEHHW MyTauWHu B DakTepHalHU KIeTKU WIH KIeTKH Ha D03aiiHULM, HO
HHAYLKpa XpOMO3OMHH abepauuu B 6enoapobHH KIETKH OT KMTaHCKHW XamcTep in vitro. Tesun edexTy
MOJKe Ja ce AbJKAT Ha MHXHOupaHeTo Ha Tonmou3omepasa Il. In vivo TecToBe (MUKpPOHYKIIEAPHHU,
pa3MsiHA Ha CECTPHHCKH XPOMAaTUAM, HenpeaBUaeH cuHTes Ha JIHK, noMHHaHTHH 1eTanHyu TecToBe)
HE NMOKA3BaT HUKAKBB MEHOTOKCUYEH NMOTCHUHA

[IpoyuBaHus Npy MULLKH NOKA3BaT, Y€ NEBOPIOKCALUH HMa $OTOTOKCHMYHA AKTHBHOCT CaMo MpH
MHOIO BHCOKH 03H. JleBodnioKkcaLMH He NOKa3Ba HUKAKbB M€HOTOKCHYEH MOTEHLHAN NIPU TECTa 34

(OTOMYTAreHHOCT U HAMaJIsiBa TYMOPHOTO Pa3BUTHE MK Npoy4BaHe 3a GOTOKAHLUEPOrEHHOCT.

KakTo npu apyrure gbayopoxXMHONOHH, NeBodIOKCAUMH NOKa3Ba eeKTH BbPXY XPYLISTHTE
(oTnenBaHe U 0Opa3yBaHe HA KYXHHH) MPH MILXOBE H Ky4yeTa. Te3n HaXoaKH ca No-u3pa3eHu npu

MJIaH XKUBOTHH,

6. G®APMAIIEBTHYHHN TAHHH

6.1 CnucbK HA NOMOLIHHTE BelllECTBA

Hatpues xsiopua

ConHa kuce/IMHa, KOHUEHTPHpaHa (3a peryjupane Ha pH)

Bona 3a MHXEKLHH

6.2 HechBMeCTHMOCTH

To3u nekapcTBEH NPORYKT He TpaOBa Aa ObAe cMECBAH C XENapHH WIH alKajidHH pa3TBOPH
(Hanp. HaTpueB bukapOOHar).

To3u nekapcTeeH NPOAYKT He TpsaOBa na 6bac CMECBaH C APYrH NEKAPCTBEHH MPOLYKTH OCBEH C Te3H,
oT1OeNa3aHH B TOUYKA 6.6.

6.3 Cpok Ha rogmocr

3 rOAMHHU

Cpok na 2o00nocm cred nepopayun Ha 2ymernama 3anywaika- HezabasHa ynortpeda (sux 6.6)

Ot MukpoOWonorMyHa rieiHa Touka, HHQY3HOHHHUAT pa3TBop TpAOBa na 6bae u3non3eaH HezabaBHO.
AKO HE€ ce H3rnon3ea He3abaBHO, NEPHUOLBT HA H3MOI3BAHE HA YCJI0BHUATA HA ChXPaHaHUE NpeaH
ynotpeda ca OTFOBOPHOCT Ha notpeburens.

6.4 Chnenmannn ycJ10BHE HR ChXPRHeHHE

Jla ce cbxpaH4aBa B OpMrHHA/HaTa ONaKkoBKa, 3a /1a ce Npeanasu OT CBET/INHA.
To3wn nekapcTBEH NPOAYKT HE H3UCKBA CMELHATHH TEMAECPATYPHH YCJIOBUS HA CbXPaHEHHE,

6.5 Bua B chabpKAHHE HA ONAKOBKATA
100 ml, Tun | npo3paueH cTbkicH (aakoH, 3anevaTaH ¢ OpomodyTHNOBa ryMeHa 3amywiajika
anyMyHUeBa kanaika. Becekn dnakon cpabpxa 100 ml uHdysuoHen pasreop. HanvuHu ca onakoBkH
or 1, 5 unu 10 pnakoHa B kapTOHEHA KYTHA.

He BcHukH BHAOBe ONAaKOBKY Morar aa obaar NNyCHaTH B I'IPO,EI,B.}KGH.

6.6 Cuensanun npeanazaH MepKH nNpH paboTa H HIXBbpJanHE




JleBanokc nH(pyY3HOHEH pa3TBOp TpsAOBa Aa ObAe U3M0JI3BaH HE3a0aBHO (B paMKHTE Ha 3 4yaca) ciell
nepdopauus Ha rymeHara 3anyiuajika ¢ ues npeinassaHe ot OakrepHaiiHo 3ambpcsiBaHe. He e
HeOOX0MMO Mpeana3BaHe OT CBETIMHA M0 BpeME Ha HHPY3HS.

To3u nekapcTBeH NPOAYKT € camo 3a eJHOKpaTHa ynorpeoa.

PasrBopbT TpsiOBa 1a Objie BU3yalHO NMPOBEPEH MNpeau npuioxenue. TpsadBa aa ce u3non3sa caMo ako
pa3TBOPBT € OMCTBP, 3€JIEHUKABO-)KBJIT Pa3TBOP, MPAKTHYECKH 0€3 HAJIMYHE HA YaCTHLH.

KakTo npu BCHUYKH JI€KApCTBa, HEM3IMOI3BAHUAT JIEKAPCTBEH MPOAYKT TPsAOBa /1a C€ H3XBBbpJIA B
CbOTBETCTBHE C MECTHHTE U3MCKBAHMS 3a OMa3BaHe Ha OKOJIHATa cpeja.

CmecBaHe ¢ Ipyru HHQY3MOHHH pa3TBOPH:
JleBanokc MH(Y3HOHEH Pa3TBOP € CbBMECTUM CbC C€AHUTE HH(PY3UOHHH Pa3TBOPH:

- 0,9% pa3TBOp Ha HATPHUEB XJIOPH/L

- 5% rnoKo3a 3a MHKEKLUHWH

- 2,5% pa3TBOp Ha rjitoKo3a B PUHrep

- KomOuHHpaHHU pa3TBOPH 3a NapeHTEepaHO XpaHEHE (AMUHOKHCEIUHH, TTKHOKO03a, EJIEKTPOIUTH).

Bax. Touka 6.2 3a HECHBMECTUMOCTH.

T [MIPUTEXATEJ HA PASPEIIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CroBeHus

8. HOMEPA HA PAZPELIEHUETO 3A YIIOTPEBA

Per.Ne: 20150117

9. JATA HA ITBbPBO PA3PEIHLIABAHE 3A YIIOTPEBA/IIOJITHOBABAHE HA
PASPEHIEHHUETO 3A YIIOTPEBA

Jlata Ha nbpBO paspelueHue Ha ynortpeoda: 09.04.2015
JlaTta Ha nocaeaHo noaHossaBaHe: 10.10.2019

10. JIATA HA AKTYAJIMUBUPAHE HA TEKCTA
25 Anyapu 2025

[TonpoOHa nHpopMaLMa 3a TO3M JIEKAPCTBEH NPOAYKT € NMpeAocTaBeHa Ha yeOcaita Ha M3nbiHuTenHa
Arenums no JlekapcTeara (MAJI) http://www.bda.bg.




