KPATKA XAPAKTEPUCTHUKA HA ITPOJAYKTA

1. UME HA JIEKAPCTBEHMS IMTPOAYKT 7 ,
L9/9 9730

6544 12 05 2005

JleBokca 5 mg/ml undy3nonen pasreop
Levoxa 5 mg/ml solution for infusion

2. KAYECTBEH U KOJIMMECTBEH CbhCTAB
Eann ml uudysnonen pa3tBop cbabpika S mg nepoduiokcanut (levofloxacin) (karo xemuxuapar).

Bceku dnakon ot 50 ml undysnonen pa3rop cbabpka 250 mg nesodnokcaunt (levofloxacin) (karo
XEMMUXHU/IpaT).

Beceku daaxon ot 100 ml undysuonen pasrsop cbabpka 500 mg nesoduiokcaumt (levofloxacin)
(KaTo XeMuxXu/apar).

[loMOLIIHM BeLIECTBA C H3BECTHO JICHCTBHE:!

Beekn ml undy3uonen pazreop cbabpika 0,15 mmol (3,54 mg) HaTpuii (KaTo XJI0pH).
50 ml undysuonen pasreop cbabpkat 7,70 mmol (177,10 mg) HaTpuii (KaTo Xja0pun).
100 ml undysuonen pasreop crabvpkar 15,40 mmol (354,20 mg) HaTpuii (KaTo XJ10pu).

3a MbJIHUS CITUCHK Ha NMOMOIIIHUTE BELIEeCTBa BUXKTE TOoUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

UHdy3moHeH pa3TBop
bucThp 3en1eHUKaBOKBAT pa3TBOP, 0€3 UykK/AW YaCTHILH

pH: 4,5 — 5,1
OcmonapureTt: 290 mOsmol/Kg = 5 %

4. KIUMHHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3ZAHHHA

JleBokca MH(Y3HMOHEH Pa3TBOP € NOKa3aH NPy Bb3PACTHH 3a JICYUEHHE Ha CIIEJIHUTE HH(PEKLIUH (BXK.
TOuKU 4.4 u 5.1):

. OcTbp nUeNoHePUT, U YCIIOKHEHH HH(PEKLIMK HA THKOYHHUTE ITbTHIIA (BXK. TOYKA 4.4)

- XpoHuueH OaKkTepUasieH NpoCTaTHT
- UHxanaTopeH aHTpake: npoduiakTiKa cie/l eKCro3uilus U JieueHue (BxK. Touka 4.4)

3a neyeHue Ha u3bpoenute no-aony uHpekunu Jlepokca TpsadBa na ce ynorpedsBa camo Korato ce
CUMTA 3a HernoAxo/asua ynorpebara Ha Apyru aHTUOAKTEpHUAJIHU CPEACTBA, KOUTO OOMKHOBEHO CE..-
penopbL4YBaT 3a JIEYeHHE Ha Te3U UH(PEKLIUH. 2

E [Ipuaobura B 00LIECTBOTO MHEBMOHHUS
- YcnokHeHH HH(PEKUMK Ha KOKaTa U MEKMTE ThKaHH

Heobxoaumo e na ce B3emar npeiBua opuHaIHWTe PbKOBOACTBA 3a NMpaBHJIHA yrnoTpeda Ha
aHTHOAKTEepHAJIHUTE CPE/ICTBA.
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4.2 JI0o3UpOBKA H HAYMHE HA NPHJIOKEHHE

Jleroxca undy3HOHEH pa3TROp ce npuiara noa ¢opMara Ha GasHa HHTpaBeHO3HA HHY3IHA BEAHBK
HITH ABa ITBTH AHEBHO. JI03MPOBKATA 3aBHCH OT BHAA H TEKECTTa Ha HHQEKLMATE H YyBCTBHTETHOCTTA
Ha MpeANoNaraeMus NaToreHen npuauHUTEN. JIeyenuero ¢ 1eBOdIOKCALMH CleA MbPBOHAYAHO

NPWIOKEHHE HA HHTPABEHO3HHA MPOAYKT MOe Aa Ob/ie 3aBbpIICHO ¢ NOAXOAAIIA Nepopaiua ¢popma
B croTBeTcTBME ¢ KXIT Ha punMupanuTe TableTKH H aKO Ce CMETHE 3a MOXXOAAIIO 38 KOHKPETHHA
namuenT. [Topagn 6HOEKBHBATIEHTHOCTTA HA NAPEHTEPATHHTE U NNEPOPATHH (POPMH, MOXKE Aa Ce
npuWiara ChilaTa J03HPOBKA. |

Jlo3uposka
Morar aa 6baaT naneHu GJIE,[[HHTG-HPEHGPLKH 34 Jo3upaHe Ha JleBokca:

Hosupoexa npu nayuenmu c nopmanna 6ebpeyna Qynkyus (xpeamunuroe xaupvrc > 50 mi/min)

Tlokasanme T Hmenna nososa cxema " Ofma DPOTLTKETENHOCT Hal
(cnoped mexcecmma na JieieHHeTO" .
uHgexyusma) (cnoped meosicecmma na

_ | un@exypima)

[Tpuaobura B 061ECTBOTO 500 mg equH Wi zBa IbTH 7-14 mm

IMHEBMOHHUS AHEBHO

OcTbp muenonepur 500 mg BeRHBXK AHEBHO ) 7-10 num \

| Yenoxuenn undexumu Ha 500 mg BeAHRK HEBHO | 7 - 14 guu

OTZEIHTETHATA CHCTEMA |

| XPOHH_'-I?H OaxrepHaneH npoc'raTldtSOO mg?é-iﬂm JHEBHO 28 aHu

VenoxHeny pHdeKkuMH Ha koxkata | 500 mg enuH win nBa A 7 -14 nuu

MEKMTE ThKAHH JHEBHO

I’[EIK&JI&?OPBH AHTPAKC 500 m g?e.r_um JHEBHO | 8 cemmumm

TIpoanDKHTENHOCTTA Ha IEYEHHETO BKJIIOYBA MHTPABEHO3HO ILTIOC NEPOPANTHO JieueHHe. Bpemero,
HeoOX0aAMMO 32 MPEMHHABAHE OT MHTPABEHO3HO HA NEPOPAITHO JIEYCHHE 3aBMCH OT KAHHHYHATA
CHTYalHA, HO OOHKHOBEHO € 2 1o 4 aAHu.

Jlozupoexa npu nayuenmu c napywena bvbpeyna Qyrxyus (xpeamunuros xnupvuc < 50 ml/min)

Ho3oss cxemMa
250 mg/24 uaca 500 mg/24 qaca 500 mg/12 qaca
KpeaTRHEHOB KIH p':nfc | PbPEOHANANHAG 003Q. | NbPEONAYATHG 003Q:| NMbPEOHAYANNG oo3a:
| 250 mg 500 mg 500 mg |
- -
50 — 20 ml/min | nocieosaua. nocaeosawa: nocaeo8auya:
125 mg/24 yaca 250 mg/24 vaca 250 mg/12 yaca
19 - 10 ml/min nocaeoeawa: nocaeoeauya.: nocaeoeawa.
| 125 mg/48 qaca 125 mg/24 qaca 125 mg/12 yaca
<10 mV/min ‘ o | _ '
(BKJI. XEMOIHANM3A H nocreosaya. nocreosaua: NOCREOBALIGH
CAPD)'! . 125 mg/48 yaca 125 mg/24 qaca | 125 mgf’ 4 xeich

! He ce Hanara rnipueMaHe HA JOITBJHHTETHH JO3H CJIE] XeMOINATH3a WiIH IIPOXbIDKATEwA
amOynaropHa nepuroHeanHa auanusza (CAPD). | '
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Hapywena vepnodpobna gynxyus -
He ce Hanara KOpHTMpaHe Ha AO3ATa MpPH MALMEHTH ¢ YBpeAeHa YepHOApoOHA c])ymama Thii KaTo
~ nesodnoxkcaH ce MeTabomu3Npa B HESHAYMTEIHA CTEIEH B YepHIA APOD U ce eKCKPeTHpa OCHOBHO

upes OnOperpre.

ITonynayus 8 cmapuyecxa év3pacm
He ce Hanara XOpeKIyma Ha JO3MPOBKATA MPH MALMEHTH B CTApYECcKa BB3PAcT, OCBEH B CJI)"-laJﬂ‘e Ha

HapymeHa Op0pedHa QyHKuMA (BXK. Touka 4.4 ,,TEeHNMHUTH U PYTITYPa Ha CYXOXHINA™
» Y AnmkasaHe Ha QT uuTepBasa™).

[eouampuuna nonyrayus
[MpunoxenneTo Ha JleBoxca € MPOTHBOMOKA3AHO MPH A€l U IOHOMIH (BXK. To4Ka 4.3).

Hauun Ha npuigxeHHe
JleBokca 5 mg/m! uH}Y3IHOHEH PA3TBOP € NpeAHAZHAYEH CaMOo 3a 6aBHa HHTPABEHO3HA KHQY3H,

KOSATO ce IpHara BeAHLK WX ABa MHTH AHeBHO. Bpemero 3a MHYy3ma Tpabsa na 6bae Hal-MamKo
30 muHyTH 38 250 mg win 60 MunyTH 332 500 mg JleBoxca 5 mg/ml nHdy3HOHEH PasTBOP (BXK.
TouKa 4.4).

38 HECHBMECTHMOCTH BIDKTE TOUKA 6.2 , a 38 CBBMECTHMOCT ¢ APYTH HHQ)yammm‘pasTBopH BHOKTE
Touxa 6.6.

4.3 [IIporaBonoxasanag

Jlepokca HH$py3HOHEH pa3TBOp He TpabBa Aa ce mpHnara:

- NPH NALMEHTH CBhC CBPBXMYBCTBHTEIHOCT KbM AKTHBHOTO BELIECTBO, KBM APYTH XHHONOHH
HJIH KbM HAKOE OT IIOMOLIHHTE BellecTBa, H30poeHH B Touka 6.1.

- TNIPH NALMEHTH C eImuIencus

- TIPH NALMEHTH C AHAMHE3A 32 YBPEXKAAHHA HA CYXOKWIHATA, CBBP3AHH C NPHIOKEHHETO Ha
$ayOpOXHHONIOHH

- NpH J¢La WK IOHOIIH

- 1o BpeMe Ha OpeMeHHOCT

- O BpeMe Ha KbpMEHE

44 CrenuanHn OpeaynpexieHHs H NpeANa3HE MePKH NpH ynoTpeba

VnotpeGara Ha neBodnokcal Tpabea Aa ce H364rea npH nNAMEeHTH, KOHTO ¢a MMATH CEPHO3HH
HENCE/IAHH PEAKLIHH B MHHAJIOTO MpM YNoTpeOba Ha NPOAYKTH, ChABPIKAIIH XHHOOHH HITH
dITyOpOXHHOMOHH (BX. Touka 4.8). JledeHKHeTo Ha TE3M NALMEHTH C NeBoduioKcauMH Tpabea fa ce
3aM04YBa CAMO IIPH JIMIICA HA ATTEPHATHBHU BB3MOKHOCTH 32 JICYeHHEe H CJIe/l BHHMATEHA OLICHKA Ha

CHOTHOIEHHETO NMoa3a/prck (BXK. cbmo To4ka 4.3).

Pucx om pesucmenmnocm

I"onsaMa € BEepPOATHOCTTE METHLIWIMH-PEIHCTEHTHHTE . qureus ia NPHTEKABAT KPHCTOCAHA
PE3UCTEHTHOCT CIIPAMO (GITyOPOXHMHONOHH, BKTIOUHTETHO JieBoduiokcalmt. ITo Tasu nmpuunHa,
1eBOGIIOKCALIHH He ce MPENopLYBa 32 JICUCHHE Ha AOKA3aHH WK noaosupand MRSA uHdexumy,
“noxaTo nabopaTopHMTE Pe3yNITATH He MOTBBPAT YYBCTBHTENIHOCTTA HA MHKPOOPTaHH3MHTE KbM
nesodnokcaluH (4 B cirydali, ue oOHualiHWTe NpenoppbYBaHH aHTHOAKTEPHAIHH CPEACTBA 38 JICYCHHE
Ha HH(EKLHH, MPHYHHEHH OT MRSA ca HenmoaXOAALIH).

Pesucrenmroctra Ha E.coli (Hali-yecTHST NaToreH, NpHYHHABALL HHPEKLMM Ha nmco-?mm: :
KbM (ITyOpOXHHOJIOHH BapHpa B paMkuTe Ha EBponelickus cbro3. [1pH NpeaIHCBAHE N
Jla c¢ HMa IPeABH/] JIOKATHO MeCTOTaTa Ha Pe3SHCTEHTHOCT Ha E. coli kbM c]myﬂpoxmoﬂom A= &

'- ;.. 4
+
h |" e

Huxanamopen aswmpaxc { .'l“! f PR - . ;
Vnorpebara npH Xopa ce€ OCHOBABA HA in Vitro JAHHHTE 34 qymmenuoc'r Ha Bac:‘llw amkmds WHa, & )
eKCTIEpHMEHTATHH AaHHK BBPXY JKHBOTHH 3a€IHO ¢ OTPAHHYEHH AaHHM IIPH XOpa. prn :lrgfleunm o /},
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CHIA3BAT HAIHOHATHHTE W/HWIH MEXAYHAPOAHH KOHCCHCYCHH JOKYMEHTH N0 OTHOUICHHE Ha IEYCHHETO
Ha aHTPAKC. .

Ipoobascumenniu, UHBATUOUIUPAUU U NOMEHYUATHO HECODAMUMY CEPUOTHU HENCEAAHY NEKAPCMBEHY
peaxyuu |

CrobmaBa ce 3a MHOrO PeAKH CJIYYaH Ha MPOTHDKHTEIHH (ITPOAL/DKABAIIM MECELIH HITH TOIMHH),
HHBATHAM3IMPAIIH H NOTEHIHATHO HeOOPAaTHMH CEPHO3HH HEXKEJIaHH JICKApCTBEHH PeaKiMy, 3acaralH
PA3IHYHH, MOHAKOTa MHONO CHCTEMH B OpraHm3Ma (MYyCKYJITHO-CKe/IETHA, HEPBHA CHCTeMa, TICHXHKE U
CETHBHH OpTaHH) NPH NMALMEHTH, NOJY4aBaNH XHHOJIOHH ¥ (QITyOPOXMHONIOHM, HE3ABHCHMO OT .
THEXHATA BE3PACT M Beue CHINECTBYBAIMTE pHCKOBH (akTopH. JlesodnokcauuH Tpabea na ce cripe

- He3a0aBHO NPH ITHPBKHTE NPHIHALM WIH CHMIITOMH Ha BCAKA CEPHO3HA HEXE/IAHA peaKiiHa KaTo
natpeHTUTE TPAOBA Na C& NMOCHBETBAT A8 CE CBLPXKAT C TEXHMH JIEKap, MPeANuca JEKapCTBOTO, 38
ChBET., |

IIpoowvaxcumennocm Ha ungyusma
[peniopbyuBaHaTa NPOAL/DKHTEIHOCT Ha HHY3miTa, KOATO TpabRa Aa ce crbmonasa e noxe
30 mynyTH 38 250 mg 1w 60 muHyTH 3a 500 mg JleBokca HHQysHoHeH pasTsop . U3pecTHO €, ue 1o
BpeMe HA HHGY3Ha Ha NeBOQIOKCALIMH MOTAT AA HACTHIIAT TAXUKAPAHA H BPEMEHHO NMOHWKCHHE, HA
KPBBHOTO HAJIATAHE. B peaxu crydaH, KaTo MOCIEACTBHE OT PAIBK CNAJ| HA KPHBHOTO HAJIATAHE MOXE
& HACTBIM LHPKY/IATOPEH KoJarnc. AKO HACTBIH PA3KO CajaHe HA KPHBHOTO HANATAHE 10 BpeMe Ha
uHdy3uara Ha nepodoxcanmH (-u3omep Ha ofproxcaimH), HHdysusTa TpsOsa na Onae npexparena
He3abaBHoO. .

Tenounum u pasxvceane Ha Cyxoxncuaue

TeHAMHHT | pa3KbCBaHe HA CYXOKIWIHE (MO-CNeLMaHO aXHIICCOBO CYXOXHIHe, Ho 6e3 na ce
OrpaHHyaBa caMo A0 HEro), MOHAKOra ABYCTPaHHO, MOXe Jia e NOMyYH Olne B paAMKHTE Ha 48 4aca OT
3aNOMBAHE Ha JICUCHUETO ¢ XMHOMOHH M (ITYOPOXHHOMOHM KATO HMA CHOOIEHHA 38 TAKHBA, Pa3BIITH
ce HOpPH J10 HAKOJIKO MEcelLla CJIEA NPeKpaTABaHe Ha JIe4CHHETO. PHCKET OT TEHAWHHT H pasKbcBaHe Ha
CYXOXKITHE C€ NOBHINABA NPH TNIO-Bb3PACTHH NAUHEHTH, NAaLMEHTH ¢ 6L0pedHo yBpexkaaHe, NalHeHTH
C TPAHCIUIAHTHPAH COJIMACH OPraH, MPH NalMeHTH, NOTY9IABAIIH AHEBHA A03K 1o 1000 mg
nesodNOKCALIMH H TAKHBA, JICKYBAHM CHITHTCTBAIIO ¢ KOPTHKOCTepoHaH. 1o Ta3u nmpuamHa
CHITHTCTBAUIATA YNOTpeOa Ha KOPTHKOCTEpOHIY TPAGBA Aa ce H3baraa (mi. Totxa 4.5).

[IpH mepBUA TPH3HAK Ha TCHAHHMT (Hanp. 6o/e3HeHO NOXYBaHE, RH3NATEHHE) JIEUSHHETO ¢
nesodnoxcauyH TpaOra Aa ce MpexpaTH U Aa ce 0OMHCIM aNTepHaTHBHO JeYeHHe. 3aCErHaTHAT(Te)
kpadimux(is) Tpa6ea na 6uae(aT) nexysan(u) no noaAxoAsUl HaYMH (Hanp. oGeanswxeane). He rpabna
1A Ce M3MOJBBAT KOPTHKOCTEPOMAM, AKO Ce NOABAT NMPUIHAL HA TCHIHHOMATHL |

Muoxaonyc

Cro0ImaBany ca CiTy4an Ha MHOKJIOHYC MpH NALMEHTH, TPHEMallH JeBOdIOKCAIHH (BXK. Touka 4.8).
PHCKET OT MHOKJIOHYC C€ NOBHIIABA NPY NO-BBH3PACTHY NAIMEHTH U NIPH NauMeHTH ¢ Gubpeuno
YBpEeXAHE, aKO JO3a8Ta Ha JIEBOPIOKCALIMH HE C€ KOPHIHPa CIOpe/l KPeaTHHHHOBHS KITHPLHC.,
Jlesodnokcawps TpaGea na ce nmpekpaTv He3e6aBHO NPH ITLPBATA MOKBA HA MHOKJIOHYC H /A Ce
3ano4He NOAXOAAMIO JICUCHHE.

Clostridium difficile-cevpzano 3abonseane

" napus, ocobeHO aKko € Texka, YNOpHTa WK ¢ KbpBABH NPUMECH, IO BpEME HA HIIH CJIe]] IEHCHHE C
nepodnoxcaH (BRTOYHTENHO HAKOJIKO CEIMHIM Clel IeMeHHeTO), MoXke Za 6bie CHMITTOMATHYHA
3a Clostridium difficile-cebp3ano 3a6onssane (CDAD). Texxecrra Ha CDAD papHpa nmo creneH ot

JieKa X0 mmoaam'pammna, KaTO Hali-Texxara Gopma e ncepaoMeMOpaHo3eH KOMHT (B, +~

TaKapa KJ'IH]-IH‘IH& CHT}'&IJ}IE
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Iayuenmu npedpasnonodxcens KoM cvpyose

XHHOJOHHTE MOTAT A4 NOHWKAT IbPYOBHA APar ¥ TOBa Aa JA0Bele A0 MPATIATbLIH. Jleambnoxcamm e
IPOTHBOMOKA3AH NPH MIALIKEHTH C AHAMHE3A 33 CMHJIETICHA (BK. TOUKa 4.3) ¥ KaKTO APYTHTE
XHHOMOHH, TpA6Ba Za ce H3NO0MI3Ba C NOBHIICHO BHHMAHHC NPH NALMEHTH, NMPeapasIoNnokKeHH KBM
I'bPHOBE WIH NIPH CHITFTCTBAINO JICYCHHE C AKTMBHH BEINECTBA, KOHTO MOHIWKABAT epebpaiina
IbPUOB TIPAr, KaTo Teodwiun (Bx. Touka 4.5). B ciyyalt Ha KOHBYJICHBHH r'bpHOBe (BXK. TOuKa 4.8), -
feueHueTo ¢ Aepodaokcammu Tpadsa Aa ce NpeyCTaHOBH.

Iayuenmu c degpuyum ua 2moxo3o-6-pocham dexudpozenaza

IManmeHTHTE ¢ JIATEHTHH WM M3SBEHH Ae(eKTH B aKTHBHOCTTA Ha I'OK030-0-(ochar

. MEXMAPOreHa3aTa MOTAT 8 MPOABAT CKIOHHOCT KbM XEMOIHTHYHH PECAKIMM ITPH JICYCHHE C |
XHHOJIOHOBH aHTHOAKTepHATHM cpeacTa. [IpH mpunaraHe Ha NCeBOQOKCALHH TIPH TE3H TALeHTH
TpaGBa A ce H3PBPLIBA BHHMATEIHO MOHHTOpHpaHe, 0COOEHO 3a 10ABa HA XeMOJTH3A.

Hayuenmu c yspedena bobpeuna Qynxyus
JlerodioKcaLMH ce eIMMHHUPA OCHOBHO upe3 G16peLTe, NOpaan KoeTo € HeoOX0AUMO NPH
naureHTH ¢ OR6peann Hapymeﬂm no3ata Ha JleBokca jia ¢e mpm'npa (Bx. TOUKE 4.2).

Pearapt na cepuxyyécmsumentocm

Jlepo(NOKCAIIMH MOXE A8 NPUYMHU CEPHO3HH, NOTEHHATHO q)armmn peakiHH HA
CBPBXYYBCTBHTETHOCT (HAIND. AHTHOEAEM O aHAGWIAKTHYEH IO0K), KOHTO IOHSKOra HACTHIBAT Clel|
HavyaIHara n03a (BikTe Touka 4.8). [Taupenrure TpaGRa He3abaBHO fa NPEKPATAT IGUSHHETO U A ce
CBBPIKAT C JICKYBAIMS CH JIEKAP HIH C Jiekap oT 6bp3a NOMOIIl, KOHTO Lie MPUIOKAT CHOTBETHHTE
CTIeiIHY MEPKH.

Texcxu KONCHU HENCENARYU PEaKyul

TexxH KOXHE HeXxenaru peakiiiu (SCARS), BRIOYBAILIH TOKCHIHA CHHACPMAIIHA Hexponma (TEN:
M3BECTHA Omle KaTo CHHApoM Ha Lyell), cunapom Ha Stevens Johnson (SJS) u nexapcrseHa peakimis ¢
eo3HHOGWIHA M cucTeMHK cumnTomMu (DRESS), KoHTO MOXe A1a ca XHBOTO3aCTPamIaBamy HWiH ¢
NeTaneR U3XOox, ¢e cHobmanar BBB BpB3Ka ¢ ynorpebara Ha nepodnokcauyH (BX. Touka 4.8). I1pn
NPEAITMCBAHETO HA JIEKAPCTBEHHA MPOYKT NanneHTHTe TpaGea na 6vaaT HHPOpMUpaHH 32
MPUAHALIMTE H CHMITTOMHTE HA TEXKKH KOXKHH peaklMy M na 6paaT Hab/moaaBauy ¢ MOBHINEHO
BHMMaHHE. AKO C€ NOABAT NPH3HALIA M CHMIITOMH, NOKA3ATETHH 348 Te3H PeakilHH, MPHIOKEHHETO HA
nesodnokcauuH TpIOBa He3abaBHO fa ce MpeyCTAHOBH M ia ¢6 OOMHC/IM ANTEPHATHBHO JiedeHHe. AKO
NMalMeHTET € Pa3sBHI cepHO3Ha peakis, kaTo HanpuMep SJS, TEN wiu DRESS npu ynorpebata Ha
neBodIOKCALIHH, NIedeHHe ¢ JIEBOPIOKCalHH He Tp20Ba [a Ce 3an04Ba OTHOBO IPH TO3H MALHCHT.

Jucznuxemus
Kakro npy BCHYKH XMHOJOHH ce choOInasa 3a HapylneHHEe B HUBATA Ha KPHLHATA 38Xap, BKIIOYBANIH,
KAKTO XHIIOT/IMKEMHA, Taka H XMrepriankeMus (Bx. Touxa 4,8), oOukHOBEeHO NpH-AuabeTHIM, Ha
KOHTO Ce IPWIAra CHITHTCTBAINA TEPAIHS ¢ NePOPaHH XHIIOTTHKEMHYHH CPeACTBa (Hanp.
raseHKaaMHu) WK ¢ HHCYIHH. ChoOmasanu ca Cydal Ha XHIorTHkeMH4Ha koma. JIpenopruapa ce
BHHMATE/THO MPOCJIEAABEHE Ha IIOKO03aTa B KPLBTA NPM NMALMEHTH ¢ quaber.
Jleuennero ¢ nepodiokcaiH TpaGea Ja ce mpekpaTH HezabasHO, ako MAIMEHTHT CHOOIM 38
aucrnuxemMus B Tpabea aa ce 0OMHCIHM aTTEpHATHBEHA AHTHOAKTEPHATTHA TEpanug KOATO He BKTIOYBA

$IYOPOXHHONIOHH.

IIpeaenyun na ghomocencubunuzayus
ITpu neuenue ¢ nesoduiokcalMH ¢ HAG/moONABAHA NOABA HA q)moqync:mmennoc'r (Bx. TOuKa 4.8). C

Ue npeseHLHA Ha doTocercuOWIH3ALMA 1O BpeMe Ha JIEYEHHETO ¢ JIeBOGIoKcaLH H 48 uaca cien
NPEKPATABAHETO My C€ IIPENOpHUBa MALKEHTHTE A2 HE C¢ HAIAraT HeHYXHO HA CHITHA 4
CBETIHHA HIIH HA H3KYCTBCHH ¥YB npun (HanpuMep YITPABHONETORA JlaMna, conap

Ilayuenmu, nexysanu c anmazouucmu na eumaviun K

HalMEHTH, nexynmm ¢ IeBOGIOKCAH B KOMOMHALIMA C AHTATOHHKCT Ha B
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BapdapuH), NOKa3aTeJHTe 3a KoaryJaimsa TpaOBa aa ce npocneaaBar rnpy enHoneMeHHo npwlmcenne
Ha Te3H Jiekapcera (BXK. Touka 4.5).

Hcuxomuvunu peaxyuu

- HabmonapaHy ca NCHXOTHYHH PeaKL{MH NPH MALHEHTH, MPUEMALXH XHHONOHH, BKJI. JIeBOQIOKCALIMH,
MHOro pAIKO T€ NPOrPEeCHPAT 10 CYHLMAHH MHCIIK H NIOBEACHHE, MOHAKOra IOPH ClIeA NpHiarake Ha
eJTHOKpaTHA /1033 JeBodokcalmH (BXK. Touka 4.8). B ciyuaii, ue nauHeHTsT pasBHe NoaoOHH
peaKkiiH, MPHEMET Ha JiepodaokcaluH TpAGBa Na ¢e MpeyCcTaHOBH He3a0aBHO NPU IMEPBUTE NMPH3HALM
AN CHMITTOMH Ha T€3H peakuMH H NAIMEHTHTE Tp6Ba Na ce MOCHBETBAT Jia ce OOLPHAT KbM JIeKapd,
Ha3HayM/I TepanuaTa, 3a Hacoku. TpaGBa na ce OOMHCIH anTepHaTHBHA AHTHOAKTEpHAITHA TEPANHA,
KOSTO HE BKJIIOYBA (DTYOPOXMHOJIOHH M 1a c€ NIpeAnpueMaT noaxoasu MepkH. [Ipenopsusa ce
NOBHIIIEHO BHUMAHHE, AKO JIeBOMIOKCAIHH C€ NMpUara NPy NCHXOTHYHH NALHEHTH WK MpH
NAalHEHTH ¢ aHAMHEe3a 33 ICMXUIHH 3a00/19BaHHA.

Yovaxcasane na QT - unmepeana

HeobxoauMo € NOBHINEHO BHUMAaHHeE, KOraTo (GIyOpOXHHOIIOHH, BKJ. IEBOQUIOKCAIIMH C¢ MTpHAarar

[PH TALMEHTH ¢ H3BECTHH PHCKOBY (akTOpH 32 yabDkasaHe na QT uHreppana, Kato HampyuMep:

- CHHAPOM Ha BpoaeH yabiokeH QT nHTepBan.

- e AHOBPEMEHHO MPHIOKECHHE C JIEKAPCTBA, 38 KOMTO € H3BECTHO, Ye yawpkasaT QT uurepnana
(uanp. aHTHapuTMHUM Kiac la u 11, TPHIMKNHIHK aHTHACTPECAHTH, MABKPOIH]IK,
SHTHIICHXOTHLIH).

- HEKOPHMIHpaH eNeKTPOJIHTEH AHcOanaHc (Hamnp. XHNOKAIHEMHS, XHIIOMArHE3HeMHs)

- ChPAEHHO-CHAOBH 3a00/IABaHMA (HAND. ChPACUHA HEAOCTATHYHOCT, HHPAPKT HA MHOKAP/IA,
Gpanukapans).

[TaumeHTHTE B CTApUYECKA BBH3PACT U JKEHHTE Ca MO-HyBCTBUTEJIHH KbM CPEACTBa, KOMTO YABL/DKABAT

QTc unTeppana. [Topanu ToBa, € HIUCKBA MOBULLICHO BHHMAHHE KOTGTO CE H3NOM3BAT

(bIyOPOXHHOMOHH MPH TE3K NOIYy/IaLHH NaUHEeHTH, BKI. J€BOIOKCALlHH.,

(Bwox Touku 4.2 ,, [Tonynayus 8 cmapyecka év3pacm™, 4.5, 4.8, 1 4.9).

Ilepugpepra nesponamus

CrobmaBba ce 3a ClTy4aH Ha CEH30PHA WIH CEH30MOTOPHA NOJIMHEBPONAaTHs, BOJCIM A0 NApecTe3uHy,
XMITOECTe3NA, AM3ECTe3nA WK c1a00CT NMpH NALMEHTH, pHeMalll¥ XHHOJIOHH H ¢JIyOpPOXHHOJIOHM.

. TlaumeHTHTE, KOUTO MpHeMaT neBoduiokcauyt, Tpabea aa 6baaT nocbBeTBaHHU a2 HHPOPMHpAT CBOS
nexap, NpeAy 4a NMPOABDKAT JIEUEHHETO, aKO Ce NIOABAT CUMITTOMH Ha HeBponaTHd, KaTo Hoika,
ycelllaHe 34 napene, MpaByuKkaHe, M3TphIBaHe WiIH c1abocT, 3a Aa ce NPeJOTBPATH Pa3BHTHETO HA
NMOTEHIHATHO HeoOpaTumo 3abongnrane (Bxk. Touxa 4.8).

Xenamoburuapru RapywieHus | |
Cnyqau Ha YyepHoapoOHa Hekpo3a N0 ¢aTanHa YepHOAPOOHA HEIOCTATHUHOCT C& JOKIABAHM C
nesodIoKcalMH, MPeAHMHO MPH MalMEHTH C TeXKH CHITbTCTBALLH 3abonaBaHNs, HANP. cencuc (BxK.
Touka 4.8). [TamerTHTe Tpa6GBa Na 6BLAAT NOCHBETBAHM A4 MPEYCTAHOBAT JICYCHUETO H 1A CE CBBPXKAT
ChC CBOS JIEKap, 8KO Ce MOABAT NPH3HALIM H CUMITTOMH HA YepHOAPOoOHO 3a00/1ABaHe, KATO AHOPEKCHS,
MKTEp, ThMHA YPHHA, CBpOeK Win 60e3HeH KOpEM.

Obocmpsane Ha Muacmenus 2pasuc
DRyopOXHHONIOHHTE, BIITIOMHTEITHO JIEBOQUIOKCALIMH, MPHTEXKABAT Hepano-uycxynﬂn Onoxkupamo
nedicTBHE W MOTaT Jia 000CTPAT MYCKYJ/IHATA ¢/1a60CT MPH NauHeHTH ¢ MHacTeHHA rpapuc. Cnex
ynorpeba Ha GITyOpPOXHHONIOHH MIPH NAIMEHTH ¢ MUACTECHHSA IPABHC B MOCTMAPKETHHIOBHA MEPHON Ca
HaOoaBaHH CBLP3aHH ¢ MPWIOKEHHETO HM CEPHO3HH HEXKEJIAHH PEeaKLMH, BKIIIOYHTEIHO CMBLPTHH
c/IyuaH H HeoOXOAHMOCT OT MOATIOMAraHe Ha AMuaHeTo. Ynorpebara Ha nenocbnﬂxcamm He ce -
Npenopbysa MPH NAlHEHTH ¢ AHAMHE3a 38 MHACTEHHS IPaBHC (BXX. TOYKa 4.8).

Hapywenua na 3penuemo |
[Tpu yBpexxaaHe Ha 3PEHUETO WIH aKo ce Habmoaasar HAKAKBK e(PeKTH BbpXy OUMfre

Tpabea Aa OBAAT KOHCYITHPAHH He3aDABHO OT CNELIMAJIKCT N0 OYHH DOJIECTH (BiXK. W 4._7_ 13 4.8)._:‘ J .L /)
| o N e ,..f &,
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ll. h l

(7 O Ay
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Cynepungpexyun
Ynorpebara Ha nesoduIoKcalMH, 0cOBEHO AKO € MPOIB/DKHTETHA, MOXE 14 JOBEAE A0 CBPBXPAacTex
HA HEYYBCTBHTEIHH MHKPOOPTaHH3MH. AKO MO BpeMe Ha JICUCHHETO BbIHHKHE CYNEPHHPEKLIHA,

Tpa6Ba Aa OBAAT B3ETH NOAXOAALNM MEPKH.

Anespuama u ucexayus Ka aopmama, u pe2ypumayiisy/HedocmamuvyHOCM Ha CoPOEURUMe Kianu
EnuaeMHONOTHYHHMTE MPOYYBAHUA MOKA3BAT NOBHIICH PHCK OT AHEBPH3MA H IHCOKALIMA Ha a0pTaTa,
0c0oDEHO NPH NaLMEeHTH B CTAPYECKa BL3PAcT, KAKTO H OT PErypPruTalls Ha R0PTHATA H MHTPATHATA
knana cnen ynorpeta Ha dmyopoxuHonoHH. Cro0IMmeHH ca ClTy4aH Ha aHEBPH3Ma M IHCEKALINA Ha
40pTATA, MOHAKOra YCIMKHEHH TTOPAIH Pa3KbCBAHE (BKTIOYMTENIHO C JIETANeH H3XO/) U
perypruTals/HeJOCTATHYHOCT HA HAKOH OT CHPACYHHTE KIAIH NPH NALMEHTH, TPHEMALIH
(ITyOPOXHHONOHH (BXK. To4Ka 4.8).

CnenoBatenno GuIyopoXHHOJIOHHTE TpaOBa Na C& HINONIBAT CaMO Cliel BHUMATE/THA OLIEHKA Ha

CHOTHOLICHHETO MOJ38/PUCK M ¢l OOMHCIIRHE Ha APYTH TEPANECBTHYHH BL3MOXKHOCTH MPH NalHCHTH

¢ NonoxuTeNHa (aMIUTHA aHaMHesa 38 AHEBPH3IMA WIH BPoJeHO 3a0onsBaHe Ha ChpAe4HHTE KiamH,

WIH TIPH NALMEHTH JUATHOCTHLIMPAHH ¢ [IPEALISCTBAINA AHEBPH3IMA H/IWIH AMCEKALlMS HA A0pTaTa Wiy

saongpaHe Ha CHPACYHMTE KAIH, WIM IIPH HATMYHE HA APYTH PHCKOBH (axTopH Win 3abonspanus

ApeApa3noiaraiy

- KAKTO 32 aHEBPMU3Ma, TAKA H 38 AMCeKALA Ha aOPTATA H 38 PerypruTaluua/HeAOCTRTHYHOCT HA
CHPACYHUTE KJIANH (HANP. HApYIUeHHs Ha CheIMHHUTE/IHATA THKAH, Hanp. CHHAPOM Ha Marfan
wu cuaapoM Ha Ehlers-Danlos, cunnpom Ha Turner,Gonect Ha Behcet, xuniepronus,
PEBMATOMACH APTPHT) WIH JOIMBIIHUTEIHO

- NpH AHEBPH3MA K JHCEKALMSA Ha aopTaTa (Halp. ChAOBH HAPYILIEHHA, HAMp. APTEPHHT Ha
Takayasu, rHTaHTOKJICTBUCH APTEPHHT, WIH M3BECTHA ATEPOCKNEPO3a WIH CHHAPOM Ha
Sjgren), KM JOITLJIHMTETHO

- [pH PEeryprUTALHA/HEAOCTATHHHOCT HA ChPAEIHHTE KIAMM (HaNp. KHPEKUHO3EH eﬂnoxapm)

PHCKBT OT aHEBpH3Ma H AUCEKAIMA HA aOPTaTa H TAXHOTO Pa3sKbCBAHE MOXE CBINO A C¢ NOBUIIH NPH
NaiMEHTH, IEKYBAHH CAHOBPEMEHHO CbC CHCTEMHH KOPTHKOCTEPOHIH.

ITpu BHe3anHa 6ojka B KOpeMa, PbAHMA KOII HIIH I'bpda naiMeHTHTE TPAOBA Aa OBAAT NOCHBETBAHH
a ce KOHCYATUpaT He3abaBHO C eKap B CMEITHO OTAEEeHHE.

ITarpenTHTE TpA6Ba Aa ObAAT NOCHBETRAHM 1A NOTHPCAT He3a0a8BHO METHLIMHCKA nomom B ciryqati Ha
OCTpa OMCIIHES, NOSBA Ha ChpueOHeHe (naNnKTallii) WIH Pa3sBHTHE Ha OTOK Ha lcopena WM AOJTHUTE

KpaiHHLIH.

Hapyuienus na xpvema

KocTHOMO3BYHA HEAOCTATBYHOCT, BKITIOYHTETHO JIEBKOMNEHKA, HEYTPOTICHHS, NAHLIATONCHHM,
XeMOJTUTHYHA aHEMHY, TPOMOOLIMTONEHH S, ATUIaCTUYHA AaHEMUS WIH ArpaHyJIoLMTO38, MOXeE Ja ce
pa3BHE MO BpEeME Ha J1eueHHeTo c jieBoduiokcalldH (Bx. Touka 4.8). IIpy cbmHeHHe 38 HAKOE OT Te3H
HapylieHHA HAa KpbBTa Tps6Ba Aa ce cieH KpbBHATa KapTHHA. B cityuail Ha abnopMHM pesynraTs,
TpaGBa Aa ce OOMHCIM NPEKPaTABAHE HA JICHEHHETO ¢ JEBOPAOKCALMH.

Brusnue evpxy rabopamopnu u3caeo8anus

[Ipy naigueHTH, NEKYBaHH C JIEBOGUIOKCALIMH, ONPES/ISHETO Ha ONMMATH B YPHHATA MOXE A8 NOKaxe
$amnMBO-NONOKHUTEHHE PE3YNITATH U Ja C¢ HANOXKH NMOTBBPHKAABAHETO HA MNOJYYEHHTE MO3HTHBHH
PE3YATATH NPK TECTA C MO-CNELHPHIHH METOIH.

JlepodurokcargH MO%Xe 1 uHxubupa pacrexa Ha Mycobacterium tuberculosis H CIE/I0BATENHO MOXKE

IIlomoO U a

Hampuii
To3smn neKapcTBeH NPOoAYKT chabpka 177,10 mg (7,70 mmol) Ha'rpnﬁ B 50 ml wn 35
(15,40 mmol) Harpu#i B 100 ml HHQY3HOHCH pasTBOP, KOETO € EKBHBAJIEHTHO Ha 8, 85

BG/HAO143/4001/1B/011G
7




4.5 manuoneimné ¢ APYI'H JIeKAPCTBEHH HPOXYKTH H APYrH $OpME Ha B3aEmMoaciicTBHE

 EbexTy 1 IpYTH JIeKADCTREHH NDOIKTH BBEXY NEBOGNOKCALH

Teodpunun, ghenbygpen uru nodobru HeCMEePpOUSHU NPOMUBOSHINAAUMENHY CPpedCcmea

TIpy KIMHKUHO NPOYYBAHE He ca HabmonapaHH GapMAKOKHHETHYHH B3aHMOAEHCTBHA MEX/TY
nesodnoxcaius ¥ TeodmH. Bee nak e Bb3MOXKHO 44 HACTHITH H3Pa3eHO CHIDKABAHE HA MbPUYOBHS

npar Npy.eJHOBPEMEHHO NPHIIOKEHHE Ha XHHOJIOHH H TEO(HIIHH, HECTEPOHIHH

MPOTHBOBB3NANUTETHH JIEKAPCTBA HITH IPYTH CPEACTBA, KOUTO NOHIDKABAT I'bPYOBKA NIpar.

KoHueHTpaLuuTe Ha JeBoquIOKcaliH ca ¢ okoto 13 % no-BHCOKH Npu HarHaHe Ha Genlyden,

OTKOJIKOTO IIPH CAMOCTOATEIHO IMPUIIOKEHHE.

IIpobeneyuod u yumemuoun

[IpoGenensa ¥ UMMETHAMH HMAT CTATHCTHYCCKH 3HAYHM €(EKT BLPXY €JTHMHHHPAHETO HA
nepodokcauuH. BrOpeuHUsT KIHPBHC Ha J1eBOGNIOKCAlIMH Ce MTOHIKABA OT WMETHAMH (24 %) H
npoGeHemn (34 %). Tosa e Taka, 3aIMOTO H ABETE NekapcTsa MoraT fa Gnoknpar OpOpeunarta
TyGyHa ceKpels Ha JeBodaoxcaii. Berpeks ToBa, MOMyueHHTE B MPOYUBAHETO CTATHCTHYECKH
3HAYMMH HAPMAKOKMHETHIHH PA3/IHKH MPH H3C/IEJBAHHTE IO3H BEPOSTHO HAMA 1A HMAT KIIHHHYHA
IHAMHMOCT.

Heo6x0quMO € TIOBHIIEHO BHUMaHUe, KOraTo JEBO(IOKCALMH ce nMpuiiara eAHOBPEMEHHO ¢
JIeKAPCTBA, KOMTO HMAT edext BLPXy TyOyiHaTa 6upeuna cexpels, KaTo npodeHelMA U
LIMMETHIHMH, oco0eHo ITpH naumeHTH ¢ 6B0peuHo yBpexKaaHe.

Kopmuxocmepouou
PHCKBT OT TEHIMHHT H pa3KbCBEHE HA CYXOXWIHATA € TIOBHILIEH NPH NALMCHTH, ICKyBAHM
e/IHOBPEMEHHO ¢ KOPTHKOCTEpOHIH H ieBodiokcaumH. CrenosaresHo Tpabpa na ce u3barea

eZHOBPEMEHHATa YNoTpeba Ha KOPTHKOCTEPOHIH C jieBoduiokcalMH (BX. Touka 4.4).

pyea snavuma ungopmayus
Knunuunu GapMakoJIOrsyHy MPOYUYBAHUS NOKA3BAT, Ye (JapMaKOKHHETHKATA HA JIEBOGUIOKCAIHH He
ce MOBNMHABA B KIIWHHYHO 3HAYHMA CTENEH MPH ¢THOBPEMEHHO NMPIIOKEHHE HA JIEBOPIOKCALIMH ChC

CJIEJIHMTE JIEKAPCTBA: KAIIHEB KApOOHAT, AMTOKCHH, TIHOCHKIAMU, PAHMTHAMH.

Edekt na aesodioxcauny Bbpxy ApYrH NEKAPCTBEHH MPOIYKTH
Luxnocnopus

[Toay>XMBOTHT HAa MKNOCTIOPHH C€ YABDKaBa ¢ 33 %, KoraTo ce MpHiara €IHOBPEMEHHO ¢
11eBOGIOKCALMH. |

Aumazonucmu na Bumamun K

[Toprimenn noxasareny 3a koarynaums (PT/INR) w/unm KppBeHe, KOUTO MOTaT a OBAAT B TexXKa
dopma, ce HaOMIOAABAT NpH NALMEHTH, JIEKYBaHH C TeBOGIIOKCALIMH B KOMOHHALIHA ¢ AHTATOHHACTH HA
suTamuH K (Hanpumep papdapun). ITo Tasy mpuuMHa, TECTOBETE 3a KOary/naiis Tp2OBa Aa ce ClneasT
TIPH NAUMEHTH, JIEKYBAHH C AHTAMOHWCTH Ha BUTAMHH K (Bxk. Touka 4.4).

Jexapcmea,3a xoumo e uzsecmmno, we youaxcasam OT unmepeana
Jlesodnoxcaumn, nofobHO Ha APYTH (IIyOPOXHHONOHM, TpAbBa a ce npmlara C MOBHILIEHO BHUMAHHE
IIpH NALMECHTH Ha JieYeHHe C JIEKApCTBY, 38 KOHTO € H3BECTHO, Ye yaAumKasar QT uHrepsana
(nanpumep anrnapuTMuLiM Knac 1A H 111, TpHUMKIHIHY AHTHAECTIPECAHTH, MAKPOJIHAM,
AHTHIICUXOTHUIH) (BXK. Touka 4.4 ,,.Yowroacasane na QT-unmepeana™).

pyza saxcra ungopmayus
B nipoyuBaHe 3a $apMaKOKHHETHHHO B38HMOJICHCTEHE, NeBOGVIOKCALIMH He TIOR/IMABA

dapMakoKuHeTHKaTa Ha TeodutuHa (koHTo e cyberpar Ha CYP1A2), koeTo nokassa, ue
He ¢ HHxubuTop Ha CYP1A2.

BG/H/0145/001/IBAO11G




4.6 Deprnaurer, OpeMEeHHOCT H KbpPMeHe

bpemMeHHOCT

JlanuuTe 3a ynorpeba Ha JieBodoKcalMH npyu OpeMeHHH KeHH ca orpaHuyeHu. [IpoyuBanus BbpXy
)KMBOTHH HE TMOKAa3BaT NMPSK UJIM HENPAK YBPeK/all eeKT 1o OTHOLIEHHEe Ha Penpo/lyKTHBHATA
TOKCHMYHOCT(BXK. Touka 5.3). Bbnpeku ToBa, nopa/M JiMrcara Ha JJaHHH TIpH XOpa v rnopaau
eKCIMEPUMEHTATHO YCTAHOBEH PUCK OT YBPEXK/1aHHs Ha HOCELLMTE XPYLUSIH MPH PACTALLNWSA OPraHH3bM
ciie/l npuaarate Ha (JryopoXHHOJIOHH JieBO(IIOKCALMH He TpAOBa /1a ce M310J13Ba Npy OpeMeHHH
KeHU (BK. Touku 4.3 1 5.3).

KbpmeHe

JleodhsiokcaliMH € NPOTHBOMNOKA3aH 3a ynotpeda npu kbpMmelu xeHu. Hama nocrarbyHo
uHdopmalns 3a eKCKpeLuaTa Ha JIeBO(IOKCallMH B MAHYMHOTO MJISIKO, HO npyrure GJyopoXHHOJIOHH
ce eKcKkpeTupaT B MaMYMHOTO MJIsikO. [lopaan iMncaTa Ha JaHHU NPH xcipa U 1opau
eKCNEPUMEHTAIHO YCTAHOBEH PUCK OT YBPEK/IaHHS HA HOCELIMTE XPYLLSUIH MPH pacTsLLXsA OPraHH3bm
cae npuiaraie Ha (J1yopOXHHOIIOHH J1eBO(IOKCALIMH He TPsAOBa 1a ce U3I10JI13Ba NPH JKEHH, KOUTO

KbpMSIT (BXK. TOUKH 4.3 1 5.3).

DepTUaUTeT
JleBo(hsioKCcalLIMH HE MPeIM3BUKBA YBPEXk/1aHe Ha (EPTUINTETA MK PENPOIYKTHBHOCTTA MPH MJIbXOBE.

4.7 Edexrn BbpXy cnocodHoctTa 32 mopupane v padora ¢ MAIIHHH

JleBodiokcallMH MOBJIMABA B MaJIKa MM B yMEpEHa CTerneH cnocodHocTTa 3a wodupane u padora ¢
MalMHU. HAKOW HEXKeNaHH JIEKapCTBEHH peakLMu (Hanpumep 3amaiBaHe/CBETOBbPTEXK, ChbHIMBOCT,
3PUTESTHU CMYLLIEHHUS ) MOTaT Ja HapyluaT CrocoOHOCTTAa Ha MAalLMEHTHTE /1a Ce KOHLICHTPHUPAT U Ja
pearupar, Nnopaju KOeTo € Bb3MOXHO /1a Bb3HHKHE OMACHOCT OT CUTYalliH, B KOUTO Te3H
crocoOHOCTH ca 0T ocobeHa BaXKHOCT (HanpuMmep wogdupane 1 padora ¢ MallluHH).

4.8 Hexenann JIeKAPCTBEHH PeaKIHH

[IpescTaBeHaTa no-a0s1y HHGopmaLms ce OCHOBaBa Ha JJaHHHW OT KJIMHUYHH MPOYUBaHHS 1PH MOBEYE
ot 8 300 nauMeHTH, KaKTO U MPOAbIIKHUTEIEH IMOCTMAPKETHHIOB OTMT.

Hesxenanure peaklMHy ca MoJApeaeHH Mo 4ecToTa, Crnope/l cjie/lHaTa KOHBEHLMS: MHOTO YeCTH
(> 1/10), wectu (= 1/100 no < 1/10), Heuectn (= 1/1 000 no < 1/100), peaku (= 1/10 000 no < 1/1 000),
mHoro peaku (< 1/10 000), u ¢ Henw3BecTHa YecTOTa (OT HAJTMYHHUTE JIaHHK HE MOXKe 1a Obje

HarnpaBeHa OLIEHKA).

[Tpu BCAKO rpynUpaHe 1o 4ecToTa, HeXKEJIaHUTE JIEKAPCTBEHH PEaKLMK ce U30posBaT B HU3XOSLLL pel
MO OTHOILIIEHHWE HA TAXHATAa CEPUO3HOCT.

Hexenanu peakuuu B TaOJIMYEH BU/L

Cucremo- YeeTn HeuecTn Peaku C HeH3BeCTHA 4YeCcTOTA
OpraHeH KJjac 110000 |[(=1/1000 30 |(=1/10000 no (OT HAJIHYHHTE JAHHH

<1/10) <1/100) < 1/1 000) He MozKe J1a Ob/1e
HANPABEHA OUECHKA)

Undekuu 1 rbOMYHM
vUH(pecTauuu HH(EeKLIMH -
BKJIFOYHTEJTHO
KaH/H/103HH
UHDEKLIHK:
[MaToreHHa
PE3UCTEHTHOCT
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| Hapymenns na J NEBKOTICHHA | TPOMGOLMTOMEHHS | KOCTHOMO3HIHA
KPBBTAH €O3HHOPWIHE | HEYTPOTICHNS HeAOCTATBYHOCT,
THMOHATA CHCTEM BKITIOYHTEJIHO
| aTUTACTHUHA AaHSMHA,
| nasumMTONeHYU,
arpaHyJiouMTo34,
XEMOJIUTHYHA aHeMHS
Hapymenus Ha o 1 " [anrnoenem aHadmiaxTided mok®
HMYHHATA CHCTEMA CBPHXYYBCTBHTEJIHOCT | aHADUNAKTOKACH MoK
(BXx. Touka 4.4) (k. TOuKa 4.4)
- U E— — N
EHAOKpHHHH CHRPOM Ha j
HAPYIIEeHNA . HEAJIeKBATHA CeKpeLi|
H8 AHTHAMYPETHYCH
| xopMoH (SIADH)
Hapymennsa ] Aampemm XHMTIOTTHKEMHSA XHUTIepIriIMKeMHs (BX.
Ha ocofeHo mpH TO4KA 4.4)
MeTaGonn3ma TMAUMEHTH ¢ Auaber, |
H XPaHeHETO XMIIOT/IHKEMH4HA KoMAl
‘(K. TOuka 4.4) p
Neuxuann ‘ OesceHHe | TPEBOXKHOCT | ICHXOTHYHM PEaKLMH | ICHXOTHYHH
HapymeHHs"* | CBhCTOAHHE HA | (Hanp. ¢ HApYIISHHS CHC
| oOBbpKaHOCT XAMOLMHALIMH, CKJIOHHOCT 32
| 1 HEPBHOCT napaxosn) CaMOHApaHABAaHE,
Aenpecun BIUHOYHTENHO
| 'Tpenora . CYHLIUIHH MHCJIH WIH
| aOHOpMHH OITMTH 3a :
CHHHINR cauﬂyﬁﬂﬁcm (BJIC.
i | KOIIIMapH TOUKA 4.4), |
| nemmpHyM MaHHU
HAPYIICHHE HA
| faMerTa 1
| - 1 | | .
‘ HapymieHus Ha | FABOOOMHE | CHEUIMBOCT | xoHByCHH (BK. l nepuepHa ceH3OpHa
| HepBHATA jaMaiiBane TPEMOP ToukM 4.3 1 4.4) HEBpONATHA (BXK.
| ccTema® : OHUCTCY3Ua | napecresus | Touka 4.4),
| | | cersoMoTOpHa
' nepudepHa
| HeBponaTHs (BX.
L TotKa 4.4);
| HEPDCMH&, '
BKAIOYATE/THO
|
|
F
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HapymeHus Ha 3PUTENIHM HAPYILICHMH, | pexoaHa 3aryba Ha
| ounre® | KATO 3aMBI/IOHO speHHe (BK. TouKa 4.4),
IPCHUE YBCHT .
(Bx. TOUKa 4.4) |
HapyiieHns Ha | BEPTHIO THHUTYC 3ary6a Ha ciryxa,
YXOTO K | HApyINeHHA Ha CTyXa
nabupurra® _I - | |
- | Copaeann - TAXHKApIHA KaMEpHa TAXHKAPAHS, .
| HapymeHHa** | MAaNMUTALHA KOSTO MOJXKe Jia IOBE/ie
| | mo chpaeden apecr, .
| KAMEpDHR APHTMHUA U
torsade de pointes
(crobmasanu
IIpeIMMHO TIPH
NALMEHTH ¢ PUCKOBH
¢gaxropu 3a QT
YABDKABAHE),
yaeipxasane Ha QT-
uHTeppana Ha EXT
: | . | (mxk. Touxn 4.4 1 4.9)
Cnaoeu Hapyme- | Omuacs ce XHIIOTOHUA
HHA** camozaiv | |
| JeKapcmeenu | |
dneGuT . ‘
AHCITHES o OpoHxOCna3bM,
, aJICPTHYCH NHEBMOHHT
6onka B 1 | AMAapHA — KLpBaBa
nospeiiaHe | obnacrra Ha - ANAPHK, KOSTO B MHOIO
‘| TaZieHe KopeMa - | PeaKH cliyuaH MOXKe Jia
- | oacniencng 6bae nokaszaTes 3a
dnaryneHuMA CHTCPOKONIHT, BK).
3aneK | ' | nceBROMEMOpaHOSEH
| | KOMHT (BK. TOUKa 4.4), |
S N ]_ A |naHkpeaTwT
| XenarobunsapHy | NOBHIIEHH MOBHIIICHHA | _I KBITCHHLIR H TOKKH |
| HapymeHus CTOHHOCTH HA | CTOHHOCTH Ha YepHOAPOOHH
| yepHOApoOHU- | brmpybuH B | |
T CH3UMH | KPBBTa 1
(ALT/AST, | |
ATKATHA
| docperasa, | - r
GGT)
)
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Hapymenus Ha oOpuB JIEKAPCTBEHA peaklMs TOKCHMHA enuaepmMaiHa

KOXATa-H NPYPHTYC ¢ €03HHODWTHA U HEKPO/TH3a,
NOAKOKHATA YPTHUKapHUs CHCTEMHH CHMITTOMH | CHHAPOM Ha Stevens-
TBKaH ° | xumepxuaposa | (DRESS) (Bx. Johnson, ;

| Touxa 4.4), puxcupaHal epurema MynTIHGOpPMeE,
JIEKapCTBEHA ePYTITHA | peakuyy Ha

" GOTOTYBCTBHTEITHOCT
(BXK. TOuKa 4.4),
NIEBXOLIHTOK/IACTEN
BACKYJIHT,
CTOMATHT,
| XunepnurMeHTaLMs Ha
KOXKaTa
— — | ——

Hapymenust Ha apTpairug YBpE:KRaHHS Ha - | pabaomMuonuza,

. | MyckymHo- MHAITHA CYXOXKWIHATA (BX. | pymrypa Ha CyXOKWIHA
CKeNleTHAaTa TOUYKK 4.3 U 4.4), Bk, | (Hanp. Ha AXWIECOBOTO
CHCTEME K | TeHaMHUT (HaNp. cyxoxunne) (BXK.
ChCAUHHUTCTHATA TeHIMHHUT Ha TOUKH 4.3 U 4.4),
ThKaH™ | AXHIIECOBOTO PYNTYpPa Ha JIHTAMEHT,

' | | CYXOXHITHE), PYIITypa Ha MycKys,

MYCKYJHA cnabocT, |apTpwur.
KOSTO MOJXE /ia € OT
ocobeHO 3HaYeHHE
MPH NALMEHTH C
MHECTEHHUA I'PABHC
(BXK. TOUKA 4.4).

TE— P i— — SRR — r 8 e —

Hapymenus Ha MOBHIICHH ocTpa Op0Opeuna
6ubperre 4 CTOMHOCTH HA | HEAOCTATBYHOCT
NMHKOMHHUTE CepYMHHA (namp. BcneacTeue |
'| MbTHLOA KpeaTHHHH UHTEPCTHLIMAIICH
HedpHT)
r
[ 06w Hapywmenus | Umnacs ce acTeHus NMUPEKCHA l 6onka (Bkn. 60/1Ka B
H edeKTH Ha camo 3a iv obnacrra Ha repba,
MACTOTO HA exapcmeen I'bPAHTE H
MpHIOKEHHE™ dopmu KpalinMuure)
Peakiu Ha -
MACTOTO HA
HH)Y3HA
(Gonka,
384YepPBABAHE)
— | E— — . S
* AHaHIaKTHYHH ¥ aHAQHNAKTOMIHH peakiM¥ MOraT MOHAKOra /ia ce Habmoaasar AOpH cliel ITbpBaTa

1034, |
b KosHO-TMraBHaHH PEAKLMM TOHAKOra MOTAT A CE MOABST KOPH ClIeA ITbPBATAa J034.
*Crobiasa ce 3a MHOrO PEJIKH CTY4ad HR MPOTLHKHTEIHHE (A0 MECELIH HIH I'O/IHHH),

HHBTHIM3HPALIH H TOTEHUHANHO HEOOPATHMH CEPHO3HH JICKAPCTBCHH PEaKLIMH,

IIOHAKOTa MHOIO CHCTEMO-OPTraHHU KJIACOBE M CETHBA ( BKIIOYHTE/THO PEAKLIMH KATO/] R SN {a‘ 3
' g
pa3KLCBaHe Ha CYXOXKHIIME, apTpanrus, 60ka B KpaHHLMTE, HAPYLICHHE HA MOXON an{, Henpbna, B, | 5 )
r
) !

CBBP3AHH C NAPECTEIHA H HEBPANIHA, YMOPA, ICHXHYHHA CHMITTOMH (BITIOUHTENTHO HapyiieHis HA® . /
CBHHS, TPEBOXKHOCT, MPHCTHITH Ha NAHUKA, AETIpecHs U MHCIIH 3a caMoybulicTBO) Ha l:lreime Ha. - f- )
NaMeTTa H KOHLICHTPALMATA, ynpem.naue Ha CITyX4, 3PEHUETO, BKYCa H OGOHAHHETO) B'La npc'?am '''' iy
_ IPEI}‘r“G‘ ,/,/
BG/H/0145/001/IB/011G ' -
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yrorpebaTa Ha XHHOIOHHM K (PITyOPOXHHOJIOHH, B HAKOH C/Ty4aH, He3aBHCHMO OT BeUe

CHIIECTRYBALIMTE PHCKOBH daxTopu (Bx. Touka 4.4).

**[Ipu naLMeHTHTE, NpHeMamy GIyOPOXHHOIOHH, Ca ChOOIEHM CITyHan HA AHCBPH3MA M TMCEKALIMA
Ha 20PTaTa, MOHAKOTa YCJIOKHEHH NMOpaH paskbCBaHe (BKIOUHTENHO C JICTANEH H3X0X) H
perypruTalHa/HeIOCTATHYHOCT HA HAKOH OT ChPAeTHHTe KiamH (BXK. Touka 4.4).

Jpyry HexenaHH eeKTH, KOMTO Ce CBHP3BAT C MPHIOKEHHETO HA QUIYOPOXHHONOHH ct
- NPHMCTHIH Ha NOpQHPHA NP NALIMEHTH, CTpajallld oT NopdHpHA.

Cmﬁmanaum HA nanmnpana HEXKEJTaHH peamm}l clieq paspemaBaHe 3a ynorpeba Ha nexapc'menm
MPOAYKT ¢ BaxkHo. Tora no3eosaBa Aa MPOALDKH HabmoeHNeTo Ha CHOTHOIIEHHETO MON3a/PHCK 34
NEKApCTBEHHA MPOAYKT. OT MEAMLIMHCKHMTE CIICLIMa/INCTH C€ H3HCKBA A& ChOOIABaT BCAKa
NOAO3HPaHa HeXKENaHa peakipia pe3 HambiHuTesiHa arcHIiMa N0 JIEKAPCTBATA, yn »aMiaH ['pyes”

Ne 8, 1303 Coq)m Ten.: 02 8903417, yeGeaiit: www.bda.bg.

4.9 Ilpeno3npane

ITo naHHH HA MPOYYBAHKA 3a TOKCHMHOCT, TIPOBEACHH BHPXY XKHBOTHH HWIH HA (GapMaKoJIOrHYHH
IPOYYBAHHA CBC CYNPATEPANEBTUYHH NO3H, Hali-BAXHHTE NPH3HALH, KOHTO TpAOBA Na ¢e O4aKBaT
cIeA OcTpo npeAo3upane ¢ Jiepokca HHPY3HOHEH Pa3TBOP Ca CHMITTOMH OT CTPAHA Ha LICHTPATHATa
HEPBHA CHCTEMA, KATO OOBPKAHOCT, 3aMalBaHe, HAPYIIeHO Ch3HAHME, KOHBYJICHBHH I'bpUOBE,

yab/okaBase Ha QT-unrepBana.

B noctMmapkeruHropus nepuon ca Habmopapanu LIHC edexrn, kaTo: ChCTOSHHE Ha OOBPKAHOCT,
KOHBYJICHHM, MHOKROHYC, XQ/MIOHMHALIMH U TPEMOD.

ITpu mpenosupane TpaGBa Ja ce MPWIOKH CHMITTOMATHYHO JedeHue. Heobxoaumo ¢ EKI
MOHMTOpHpaHE, MOPaAH BB3MOKHOCT OT yawbkaBaHe Ha QT uHrepaana. XeMoAHANIH3ATA,
BKIIOYHTENHO NepHTOHeanHaTa guamisa u CAPD, He ca epeKTHBHH 3a OTCTpaHABAHE Ha

" neeoduiokcauuH ot opranusma. He chiecTeyBa cneumguyeH aHTHIOT.

5.  OAPMAKOJOIHYHU CBOUCTBA

5.1 ®@apMaxkoaHERMNY RN CBOKCTBA

dapMaKkoTepaneBTHYHA rpyna: XHHOIOHOBY aHTHOaKTepHAIHH cpeacTsa, OnyopoxnHonons, ATC
xkoa: JOIMAI12

JlesodnoxcauyH e CHHTETHUHO aHTHOAKTEPHAITHO CPEACTBO OT rpynara Ha q:nyﬂpoxnﬁouome meS
- (-) eHaHTHOMED Ha PalicMHYHOTO AKTHBHO BEIECTBO ODNOKCALIMH.

MeXxaHuynsM Ha JeHicTRHE
KaTo (IyopoXHHOIOHOBO AHTHOAKTEPHATHO CPEICTRO, 1IEBO(IOKCALMH AeHiCTBA BEPXY KOMIUIEKCE -

JHK-/THK-rupa3a u mnou:muepaaa V.

Crenenra Ha Gamp'ra AKTHBHOCT Ha NeBOPIIOKCALIHH 3aBHCH OT CHOTHOIICHHETO HA
MAKCHMAITHATA CepyMHA KOHUEHTPALKA (Cuax) WM IWIOIITA N0 KpuBaTa (AUC) H MEHMMATHETE
HHXHOHpaia koHueHrpaums (MIC). f Nl

Mexanu3bm HA PEIHCTEHTHOCT
Pe3ucTeHTHOCT KBbM JIeBOGUIOKCAIMH CE€ MPHAOOHBA NOETAMHO Ype3 MyTalMH B

| BGMMSMOIHB!UIIG
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Habmonasa ce KphcTocaHa peanmmnoc'r MeX Iy JIeBOQUIOKCAIIMH U APYTH ¢nynpoxnnonoﬁn.
- Iopanu MexaHH3Ma Ha JeliCTBUE, KaTO A0 HAMA KPBCTOCAHA PE3HCTEHTHOCT MEXKIY -
nepodIOKCAlIMH H APYTHTE KiIacoBe aHTHOAKTCpHAIHH CPeACTBa.

['pasn4HH CTONHOCTH 38 H3NHTBAHE 338 YYBCTBHTCAHOCT
TraxkysaTesiHHTe KpHTEpHH 38 MIC (MHHHManTHa HHXHOHpalla KOHLICHTpaLHA) 338 H3NHTBAHE HA

JYBCTBHTEIHOCTTA Ca YCTAHOBEHH OT EBponelicKHa KOMHTET 38 H3C/IE/IBAHE Ha aHTMMHKpoOHaTa
yyscrHTeHOCT (EUCAST) 3a neBoduiokcalH H ca H3GPOCHH TYK:

https://www.ema. et/ ents/other/minimum-inhibitory-concentration-mic-
breakpoints_en.xisx

YecTOTATa Ha PE3HCTEHTHOCT MOXKE Ja Bapupa reorpad)CKM M ¢ BPEMETO 3a ONPeieicHH BUAOBS,
NOPAaIH KOETO € XKEIATEIHO Aa HMa HHPOPMALIAA 33 JIOKAIHATA PE3HCTEHTHOCT, 0COOEHO KOraTo ce
nexyBat TeXku HHexunn. [Ipy HeoOxoauMOCT TPAOBA 118 Ce THPCH H MHEHHETO Ha CTICLMAIIMCT,
KOTATO PA3NPOCTPAHEHHETO HA PE3UCTEHTHOCT € TaKOBa, Ye M0JI38Ta OT JIEKAPCTBEHHA NPOAYKT NPH
HAKOH BHAOBE HH(GEKLHHN € 1ol BBITPOC.

Staphylococcus aureus methicillin-uyscmeumennu .
Staphylococcus saprophyticus

|  Streptococci, group Cu G

Streptococcus agalactiae

Streptococcus pneumoniae

Streptococcus pyogenes

| AcpolHR IDAM-QTDRIOATCANHH GAKTCDEH
Eikenella corrodens

Haemophilus influenzae
Haemophilus para-influenzae
Klebsiella oxytoca

Moraxella catarrhalis
Pasteurella multocida

| Proteus vulgaris

Providencia retigeri

Anacpobnn GaxTeRER

! Peptostreptococcus

dnyrn

Chlamydophila pneumoniae

|  Chlamydophila psittaci

Chlamydia trachomatis

Legionella pneumophila

Mycoplasma pneumoniae

Mycoplasma hominis o
Ureaplasma urealyticum | AT, T

BG/H/0145/001/1B/011G NS
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S PFIMNNINN I TLOLITEYEE B

Enterococcus faecalis

Staphylococcus aureus methicillin—p&aummm#

Koarynasa orpHuarensn Staphylococcus spp.

Aepofins IDAM-OTDRIATEIHN
faxTepHR

Acinetobacter baumannii
Citrobacter freundii
Enterobacter aerogenes
Enterobacter cloacae l
 Escherichia coli ~ | -
| Klebsiella pneumoniae
Morganella morganii
Proteus mirabilis
Providencia stuartii | |
Pseudomonas aeruginosa |
Serratia marcescens

Anacnofun GaKICDAN
Bacteroides fragilis

* MEeTHUHNHH-PE3HCTEHTHHUTE S. gureus € MHOTO BEPOATHO A4 MPHUTEKABAT KO-PE3HCTEHTHOCT KbM
GITYOPOXHHONOHH, BKTIOYHTETHO H KbM JICBO(IOKCALIMH.

5.2 OapMakoKHEEeTHIHH CBONCTBA

Abcopbums
[Tepopanso npunoxeHuaT JesoduiokcalHH ce abcopbupa 6bp30 H NOYTH HAITHIIHO, KATO MAKCHMAITHH
Ma3MEeHH KOHLICHTPALMH ce AocThuraT a0 1-2 yaca. AbcomorHata 6HoHamuHocT € 99 — 100 %.

XpaHaTa HMa He3HAYHTENIeH edeKT BLpXY abcopOumsara Ha JIeBOGIOKCALIHH.

PaBHOBECHO CHCTOSHHE ce JocTura a0 48 yaca cien nmpunarade na 500 mg peIHEXK WM ABA ITETH
JHEBHO.

PasnpegeneHue |
[Tputmrzuremio 3040 % or nepodnoKCALNMH Ce CBHPIBAT C IUVIA3MEHHTE NIPOTEHHH.

Cnen eAHOKPaTHO H MHOTOKPATHO npwiaraHe Ha S00 mg cpeaHusaT o6eM Ha pasnpenencHue e
npubmaurenHo 100 1, koero noxaipa IUPOKO pasnpeAesieHHE B TEICCHHTE ThKAHM. < >

1 eB H HUTE TEUHOCTH:
JlesodnokcaliH neHeTpHUpa B SpOHXHATHATA JIMTaBHLia ¥ OPOHXMATHUS CEKPET,
Makpodary, 6enopobHaTa ThKaH, KOXKATA (TEYHOCTTa Ha KOKHHTE MEXypH),
ypusaTa. [IpOHHKBa B He3HAUHTETHA CTENEH B LICpeOpOCIIHHAHATE TEUHOCT.

BG/H/0145/001/1B/011G
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buorpascopmaitia
Jlesodnoxcawus ce MetaGomasnpa B ChBceM ciaba creneH, ¢ MeTabonumy necmemn-neaoqynoxcaunu

u nesoduiokcauy N-okcua. Tesn MeraGonnTH CHCTaBAT < 5 % OT 103aTa H C€ €KCKPETHPAT B
ypunata. JleeodnokcalyH e CTepeOXHMHYHO CTACKIIEH H He MPETHPIABA XHPAIHA HHBEPCHL.

Ennmynmpasie _ |
Ciexn nepopaHO H HHTPaBEHO3HO MPWIOKEHHE Ha JIeBOQUIOKCALHH, TOH Ce e/IMMHHHMPA OTHOCHTETHO
6asHO oT rna3Marta (tx; 6 - 8 uaca). Exckpelmara ce ocbiecTeaBa rirasHo npes 6x6permre (> 85 % or

MPWIOKERATA J038).

Cpenﬂuxr PMBUIEH OB TesleceH KIHPBHC Ha NeBO(IOKCALIMH C/IEA OPWIATaHe HA eHOKPATHA 1038
or 500 mg e 175 29,2 ml/min.

Hsama ronemMu pa3indHs BbB (ApMAKOKHHETUKATA Ha JICBO(IOKCALMH CJIe]l HHTPABCHO3HO H
NEPOPATHO NPHICKEHHE, KOSTO NOKA3RE, U€ NEPOPATHUAT H HHTPABCHOIHHAT HAYMH HA NPHIOKCHHE
ca B3aMMHO 3aMCHACMH. |

JIHHCHHOCT
Jiesodnoxcaiy KMa nHHelHa GapMAKOKHHETHKA TpH JManasoH ot 50 xo 1 000 mg.

CrieumaaHy IOy TALIAN

Ilayuenmu c 6ubpeuna nedocmamvyiocm

(OapMakoKHHeTHKAaTa Ha jieBoduiokcaltus ce nopvaea ot Oubpeuno yepexnane. C HamanABaHe Ha
6%.6pennara GyHKINS, HAMANIBAT U CTHMUHApaHeTO Npe3 Ov6peunre 1 GEOpeYHHI KIHPHHC, &
eNMMHHAIHOHHHAT TIOJTYXMBOT C€ YXL/DKABA, KAKTO Ce BIKJA OT Tab/IHuATa Mo-A0Iy:

dapmakoxuHeTHKA IipH 6pOpeuHa HeAOCTATHYHOCT CJICA MpHiarage HA eHOKpaTHa NepopaiHa 1033
ot 500 mg |

Iayuenmu & cmapuecxa mﬁacm
HaMa cTaTMCTHYECKH 3HAYHMH Pa3IMKH B KHHETHKATA HA JICBOGUIOKCAIMH npu MJIa/H H NAIHEHTH B
CTApYECKa BL3PacT, OCBEH PAIHKHTE B KPEATHHHHOBHS KIIHPBHC.

Pazruvus, obycroeeru om noaa
OTae/ M aHANH3H ITPH MBKe H )KCHH NMOKA3BAT MAJIKH 10 TPAHHYHH NOJIOBH PA3IH4HA BB
dapmakokuHeTHKATa HA JeBoduIoKcaumH. HamMa noxa3aTesicTsa 38 KIIHHHYHATA 3HAYTHMOCT HA Te3H

pasHaIHs.
5.3 IpeaknNaREYHE ASHHNE 32 6€30NACHOCT

HexiMHMJYHMTE NAHHH HE NOKA3BaT 0coOeH pHCK 32 XOopaTa Ha 6a3a Ha KOHBEHLIMOHATHHTE
NpOYyuBAHUA HA SAHOKPATHA 1038 TOKCHYHOCT, XPOHHYHA TOKCHUHOCT, KAPIUMHONCHEH MOTeHLMAN 1
TOKCHYHOCT 38 PENPOJYKIIATA H PASBHTHETO.

JIeBOQNIOKCAITMH HE MPeAMIBHKBA YBpeXaaHe Ha hepTHIHTeTa Wi PEMPOLYKTHBHOCFTS pi |
M eIMHCTBEHMAT MYy e(deKT BLPXY IUIOfa ¢ 330aBeHO CH3PABAHE BCICNCTBHE TOKCHEAOG !

Hew@noxcammﬂénpemnmaremuymmnﬁmepmmm T
TIPCARIBHKBA i1 Vitro XpoMo3oMHH abepawp B GenoApoSHUTE KIETKH HA KHTH A
eheKTH MOTAT Ja c& JTL/DKAT Ha MHXHOHpaHe Ha Tornonsomepasa Il. In vivo TeCTIQBE (MNL

: | | ‘T'* s 'Q?é*:-' /
* B N vk ‘/
BG/HA145/001/IB/O1IG ~ N R
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o0MeH Ha CeCTPHHCKHM XpPOMATHAM, HenpeaBHaeH cuHTes Ha JIHK, OMHHAHTHM JACTATHH TECTOBE) HE
MOKA3BAT MNeHOTOKCUMEH TTOTeHIMAJ.

HscneBaHuaTa BLPXY MHLIKH OKA3BAT, 4e JIeBODIOKCAHH HMa (OTOTOKCHYHA AKTHBHOCT caMmo TpH
MHOro BHcoxH Jo3H. [IpH usccaBaHe 3a GOTOMYTANEHHOCT NCBOQIOKCALMH He MOKa3Ba
reHOTOKCHYEH noTeHuman. Ipu MpoyuBaKe 3a Qm'oxanueporemaoc'r ce naﬁmonaaa pelyLUpaHe Ha

TYMOPHOTO paamme

Kato apyrs ¢iyopoxHHONOHM, NeBOPIOKCALIHH NOKa3Ba ¢PeKTH BLPXY XPYINRIHTE (nménnane H
KyXHHM) NPH [LThXOBE H KytieTa. Te3H HAXOAKM Ca NO-HIPA3CHH ITPH MIAHHTE JKHBOTHM.

6. * PAPMAHEBTHYHH JAHHH

6.1 CHECHK HA HOMONIRHTE BEmIeCTBA

Hatpues XnopHA
Comua xucenusa SN (3a KOPHTHPAHE Ha pH)

Boxaa 3a HIDKeKILIHH
6.2 HecHBMECTRMOCTH

JleBokca nmbyanoneu pasTBOp He TpadRa 1a ce CMeCBa ¢ xenapm-: VJTH QJTKATHH PA3TBODH (HATIpHMED
HA&TPHEB XHAPOTeH xapﬁortar) .

To3u nexapcTeeH NPOAYKT He Tpibna ,ua Ce CMeCBa C ApYTH neltapcmenn NPOAYKTH, OCBEH
[IOCOYEHHTE B TOYKA 6.0.

6.3 Cpox na roguocr
Cpox na 20080CM 8 ONAK0EKA 3a Npodadcha: " 3 roguHu

Cpox na 200H0CM CRE0 NPEMAXE8ANe KA bHWNAMA onaxoeka: 3 HHU (IPK CTaltHO ocne'meuue)
Cpox na 200nocm caed nepopupane na 2ymenama anywanxa: (BX.Touka 6.6)

Creo mopeo émapﬂue: | -

Ot MBxpoOHONOrHYHA I1€IHA TOYKA, OCBEH B CyYaWTe, KOTATO HAYMHBT HA OFBApAHE HIKMIOYBA
PHCK 0T MUKPOOHO 3aMbpcaBaHe, MPOAYKTHT TpaOBa He3abaBHO fa ce M3MOT3BA. AKO HE C€ W3I0/I3Ba
He3a0ABHO, CPOKDBT H YC/IOBHATA HA ChXPAHEHHE C3 OTTOBOPHOCT Ha NOTPeOHTeIIA.

6.4 CopenHaJdnE YCIOBHSA HR CHXPDANEHHE

Crxpannasaiite QpakoOHMTE BLB BHHIIIHATA KAPTOHEHA ONAKOBKA, 38 A4 C€ NPEATa3sT OT CBET/IHHA.

6.5 BuapcuabpXaBRHe Ha OmAKOBKATA

50 ml jnaxoH ot mpo3pauno cTHKIC THN |, 3anedaTan ¢ SpomMobyTHNOBA ryMeHa 3aTTyIIANIKA H
QTYMHHHEBA KANAYKA, BcemdmaxoncmpanOmlpammp OnakoekH ot 1, 5 1 20 dnakoHa.

- 100 ml, ¢dnakoH ot npo3padHo cTEKNO THN I, 3aneuarad ¢ GpoMoOyTIHAIOBA I'YMEHA :umymma H

He BcHuxu BHAOBE onaxoBky MoraT aAa Obaar mycHaTH B mpoaaxkOa.
6.6 Chnenna/He OPpeANAIEE MEPKHE NPHE N3XBLpaAgHE B paboTa

Camo 32 easokparHa ynorpeba. HeH3noasaHOTO KOJIMYECTBO CE M3XBBHPJIA.

BG/HAN 45/001/1B/011G
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ITpoayxTsT TpsGBa Na ce NPOBEPH BH3YAHO 33 YACTHMLIM M POMSHA B LIBETA ITPE/IH PHIIOKEHHE.
Hanomsea ce caMo OMCTRD 3€/TIEHHKABOXEIT Pa3TROp €3 npumec Ha HaCTHLN.

JleBoxca uHdy3uoHeH pasteop TpaOBa Aa ce H3nonsea HezabaeHo (a0 3 uaca) cnen nepdopupane Ha
ryMEHATA 3aITylanka, 3a fa ce u3berne 6akrepuanHo sambpcasane. I1o speMe Ha uHy3uda He e

HeoOXOMMMO NPOIYKTET Ja CE MpEAnassa 0T CBETIHHA.

To3u nexapcTBeH NPOAYKT MOXKE [la CE MpIWIara CaMOCTOSTENTHO HIH € €IMH OT CIICAHUTE Pa3TBOPH:
0,9 % pa3TBOp Ha HATPHEB XJIOPHNI

5 % pexcrpo3a HIDKEKLIMOHHA

2,5 % nekcrposa B pasTBOp Ha PHHrep

KomOunmpany paszTBopH 3a NapeHTEepAIHO XpaHeHe (AMHHOKMCEIMHH, BhITICXHUIPATH, €IEKTPOIHTH)

XumMpunata ¥ GH3HUHA ChbBMECTHMOCT Ha JieBodnokcalmy HHGY3HOHEH pa3TBOp ¢ NOPHUTE PA3TBOPH
¢ IEMOHCTpHpaHa B MPOAWDKEHHE HAa 4 yaca NPH CTaiHH YCNOBHA.

Bx. Touxa 6.2 3a HECBBMECTHMOCTH.

Hensanon3pasHgT NPOAYKT HIH OTHATbYHMTE MATEPHAJIH OT Hero TpadBa fla & H3XBBPAAT B
ChOTBETCTBHE C MECTHMTE H3HCKBEHMA.

7. NMPATEXATEJI HA PASPEIIIEHHUETO 3A YIIOTPEBA
Teva B.V.

Swensweg 3
2031 GA Haarlem

Huxepnanaus
8. HOMEPHA PAJPEIIEHHETO 3A YIIOTPEBA

Per. Ne 20100230

9. JATA HA IIBPBO PASPEINIABAHETIOAHOBABAHE HA PASPEHIEHHUETO 3A
YIIOTPEBA

Jlata Ha mepBO paspewiasate: 01.04.2011 r.
Jlata Ha nocneano nogHoeasaHe: 03.01.2018 r.

10. JATA HA AKTYAJIM3APAHE HA TEKCTA
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