KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

[snunes e -
1.  WME HA JEKAPCTBEHHS IPOAYKT = Sl el -
ITTER L Wyl ARERIEIH T ik g il HL JLIIH”Id 'rj'j.?ia..'f,_.'a'i'. SV
NorfloHEXAL 400 mg film-coated tablets kom py A0 E © _2,2 Y O,"Z c:? 3 O é

HopdnoXEKCAJI 400 mg dunMupanu Tabnerku

7S/ oL A/ o'?j

e L L L L T

2. KAYECTBEH U KOJIMYMECTBEH CBCTAB | ; 3 / /
13 11 2009
Beska dunmupana tabnetka ¢saspxka 400 mg nopduokcatiut (norfloxacin).

3a IIBJAHUA CIIHCHK Ha ITIOMOIITHHUTE BELIECTBA BHXKTE TOYKa 6.1.

3. JIEKAPCTBEHA tI'OPMA

OuiMupanu TabreTkH

4. KJIHMHHYHH JAHHHA

4.1 TepaneBTHYHHA NOKA3ZAHUSA

HopdnokcauuH e OakTepuLiMAeH aHTHOHOTHK/ XUMHOTEPATICBTHK C IIHPOK CIIEKTHP Ha JeHCTBHE 34
JIEYEHHUE HA CIIEOHHUTE HHPEKLHH, aKO ca IMPUYHHEHHU OT HOpPIOKCAITMH—IyBCTBUTEIHM [ pam (+) wiH
['pam (-) aepobnu DakTepuu:

- YCJIOXKHEHH U HEYCI0XKHEHH OCTPH WU XpDHH'—IHH MHPEKIIHH HA TOPEH M AOJICH MHKOYEH TPAKT
(BKJTIOUMTEHO HEYCIIOKHEH MMUETOHEQPUT, C UIKITIQUEHUE HA OCTHP H XPOHHYIEH YCI0XKHEH
ImHeIoHepUT)

-  HH$pEKIYH HA THKOMHUA TPAKT, CBbP3aHH ¢ XHPYPTUYHH WIHM YPOJIOTHYHH MaHUITYIAllHH WIH
HedPpOJIHTHA3A

TpﬂﬁBa Ada CC UHMAT TIPpCABH] HALJTHOHAJIHHUTC PbKOBOACTBA HAIIP.HAIITHOHAJNHHTC IIPCIIOPBKH OTHOCHO
INpABHIIHATA YHDTPGGEI H IIpEAIIHCBAHC Hd aHTHﬁaKTepHaJIHH IIPOOAYKTH.

UyBCTBUTEIHOCTTA Ha [IPHYHHHTE/II KBM JICUEHHETO TpAOBa Aa ce TeCTBa (3KO € BE3MOXKHO), BRIIPEKH
ye TEpANHATa MOXE 14 Ce 3aMOYHe NPEH [a €2 HAJTHYHH Pe3yJITATHTE.

4.2 JO3HpOBKA H HAMHH HA NPHJIOKEHHE

HO3HpOBKﬂTﬂ 3aBHUCH OT YYBCTBHATCTHOCTTA HA MATOICHHUTEC H TCKCCTTA Ha 3a00J1IBAHETO.

" Obmvaiia. ,uoanposxa an 400 mg 2 mBTH ,[[HeBHU 3 auu
HEYCJIOXKHEH OCTBP LIUCTUT

Obuuaiina J03UPOBKa NpPU 400 mg 2 '6TH JHEBHO 7 — 20 quw’
UHPEKUHH Ha

IMUKOYHMS TPAKT

YcenoxxueHu HHPEKIUN Ha 400 mg 2 1pTH JHEBHO 2-3 ceaMHLIA

ITHKOYHHA TPAKT

' [Ipoas/KATENHATa Tepammis TpA6Ba Ja ce PhKOBO/M OT OLIEHKA Ha OTTOBOpA Ha I1a
MMAT NpeABU/] HALMOHAIHHATE TePANeBTHYHH PEKOBOCTBA U OLIEHKA HA PHUCKA OT pa3B
PE3UCTEHTHOCT. S
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Hsixou cHMITTOMH NpH HHGEKIWK Ha MUKOYHKS TPAKT KAaTO MapeHe 110 BpeMe Ha yPHHUPAHE,
TIOBUIUEHA TEMIIEpaTypa H 0omnka ce nmoaoOpasar ome B paMKkuTe Ha 1-2 auu. HezaBucuMo ot ToRa €
HeoOXOaHUMO Aa ce Ca3BRa MpenopbYHTENHATA TPOIB/LKUTETHOCT HA JEYEHHETO.

TabnetkuTe He TpaOBa Oa ce pa3aenar.

Hayuenmu ¢ napywena 6vbpeuna gyurxyus.

IIp¥ naLMeHTH ¢ KPeATHHHHOB KIHpBHC < 30 ml/min x 1.73 m® npenopbunTennara noza e 1
¢punmupana tabnerka HOpIOKCALMH BEIHEK JHEBHO.

[Ipu Ta3u 0Oo3UpOBKa THKAHHUTE M TCYHOCTHHTE KOHIEHTpaumy HagsuiapatT MIC Ha nmoBeueto
HOp(}IOKCALMH-YYBCTBUTEIHH IATOr€HH, OTTOBOPHH 32 HHMEKUHHTE HA ITMKOYHUA TPAKT.

llayuenmu ¢ nanpeonana ev3pacm.
bu0OpeunaTta QyHKIIMA Ce NOHWKABA C Bmpacm 1 TOBa TpsAOBA J]a C€ UMa NPeRBH NPH ONpPECIsiHE
Ha JO3UpPOBKAaTa MpU NALMWEHTH B HAIIpEHa/Ia BH3pacT.

Ha4yuy Ha npUIOKEHHE:

Ounmupanute TabneTky TpadBa ga 6baaT MpUEMaHH ¢ AOCTATHYHO KOJHYECTBO TEYHOCT (HAIIp.Yala
BOJa) NoHe | Jac npeau wid 2 yaca cneq XpaHeHE WIH MPHeM Ha MIIIKO (BK.CBIO TOUKa 4.5
B3auMoaeHcTBHE ¢ OpYTH JICKApPCTBEHH MMPORYKTH H APYrH (OpMH Ha B3aHMOAeHCTBHE).

GunmupanuTe TabieTku ce npueMar CyTpuH H Beuep. Ilpu eqHoxpaTeH AHEBEH NpHeM Jo3ara TpadBa
Ja c€ Mpy¥eMa I0 eIHO M ChILO BpeMe Ha JIeHA.

4.3 IIpoTHBODOKA3AHUSA

CBpBXUYBCTBHTEIHOCT KbM HAKOA OT cheTaBkuTe HAa HopdnoXEKCAJI uwin KbM Opyru XHHOJIOHOBU
MPOU3BOAHH.

TeHVHUT W/WIH PYDITYPA HA CYXOXKHUJIHE

HopdnokcauuH e mpoTHBONOKA3aH MPH NAaLMEHTH ¢ aHAMHECTHYHH JaHHH 332 TCHAWHUT W/IWIH
PYIITYpa Ha CYXOKUIHE NpU Tepanus ¢ GIyOpOXUHOIOHH (BIK Touka 4.4 CrienMaiiiu
NpeaYIPEeKACHUA M IIPEaANa3Hu MEPKU NPH yrioTpeda U 4.8 Hexenanu nexapcTBEHH peaKiiuH).

BbpeMEHHOCT ¥ KbpMEHE, A€LIA U NOAPACTBANIH

Hop¢nokcauyn He TpsabBa na Obae npuiarad npy Jena U NoapacTBallyd WIH 10 BpeMe Ha OpeMeHHOCT
H KbPMEHE, Thi KaTO HAMA JOCTATHYHO JaHHH 332 €(UKACHOCTTA M O€30MacHOCTTa PH Ta3u rpyna
MalHeHTH.

B®3 0CHOBA Ha pe3y/iTaTUTE OT OIMTH C )KABOTHH HE MOTaT HAITLIHO Ja ObAaT H3KIIOYEHH
HapPYLIEHHA B CTABHUTE XPYIUAIU. ONUTUTE ¢ JKHBOTHH He MpeACTaBAT JOKAa3aTelICTBa 3a
TEpAaTOreHHOCT (BIK 4.6 bpeMEHHOCT H KbpMEHe).

4.4 Croeunajnd npeaynpexieHns H NpeJNa3HA MEPKH NPH yOnoTpeda

DOTOUYBCTBHTEAHOCT

[Ipunoxennero Ha HOPQIIOKCALMH WM IPYTH J€KapCTBEHH MPOAYKTH, PHHAIEIKAIIN KbM IPyIaTa
Ha XMHOJIOHUTE, MOXKE 14 JOBEIE A0 MosABa Ha (oTouyBCTBUTENHOCT. |10 BpeMe Ha neveHueTo TpsaGBa
Ia c€ H30Area NMPOAB/LKUTENTHO H3JIaraHe Ha CIBHLE U conapuyM. JleueHueTo TpﬂﬁBa aa Onae
TIIPEKPATEHO NIPH MOABa Ha (POTOMYBCTBUTEITHOCT.

TenpvnuT WK pynTypa Ha CYXO0XKWIKE
B peaxu cimyvau cnen npuioKeHHe Ha HOPQIIOKCalMH, KAKTO M Ha APYTH XHHOJIOH
ca HabMOAaBaHU CITy4al Ha TEHAWHUT W/IWIH PYNTYPa Ha CyXoxuiaue (ocobeHo
CyXo:kuine). OCHOBHO €a 3aCerHaTH NAlMEHTH B HaMpeAHAJIA BB3PacT U HallHe
KOPTHKOCTEPOUIHO JeueHue. [Ipu mbpBUTE CUMITTOMH Ha 00NKA MK BH3NAJICHHE
HOp¢okcauuH TpaOBa Aa Obae npekpaTeHo He3abaBHO U a ¢€ Ha3HAYM [MOAXOIA
(hapMaKOJIOTrHYHO JICUCHHE.




Ynorpeba [IPH NALHEHTH C eMWIencya ¥ Apyry Hapywenus Ha [THC
B cirydaif Ha emwiencus M chIIbTCTRamM HapymeHus Ha LTHC (Harp. HMCBK bPHOB IIPar, aHAMHE3A 32

rEPUOBE, HAMaJIEH LiepeOpaneH KPpBOTOK, IIPOMEHH B MO3bYHATA CTPYKTYPa HIH HHCYT),
HopQIOKCalMH TpAOBa Aa ce mpujiara camo cjieJl BHUMATeIHA OLEHKA Ha CbOTHOLIEHHETO IOJI3a/PUCK,
nopajay BepOATHOCT OT HEXKENAHH peaki(d oT cTpaHa Ha IIHC npw Te3u namueHTH.

B penxu ciydau ca choOIlIaBaHW TEPUOBE MPH MAIHEHTH, NIpreMalny Hopdutokcalys. Hopdmokcaiwn
MOXKE [1a JoBefe J0 ek3auepOali ¥ yTeXKHIBaHe HA CHMIITOMUTE MPU NALMEHTH CbC CHITETCTBAIIH
WJIH TIOJO3MPAHU NICHXWYHH HAPYIICHHA, XATIOLMHALMK W/ WIH 00 BPKAHOCT.

HapyineHa 6s0peuna ¢pyHKIUA

[Ipu nanmeHTH ¢ TEXXKO HapymeHa 660pedHa ¢pyHKUMA TpsAOBA BHUMATEIHO [a CE MPELCHAT
NpeJyMCTBATA M HEIOCTATHLIMTE Ha TEPAIMHUATA 33 BCEKH OTAEEH Ciryyail (BK.Touka 4.2 Jlosupoeka H
HAYMH Ha npwioxeHue). Thit kato ObOpeyHaTa PYHKIUA ce peayuHupa ¢ HanpeaBaHe Ha BB3pacTTa,
NAlMEHTUTE B HalIPpeAHAIa BB3PAacT MIPHHAMLIEKAT KbM Ta3u rpyna. KoHueHTpaumara Ha
HOPQJIOKCALIMH B YPHHATa MOXe 1a ObJie MOHIDKEHA IIPH TEXKKO HapylleHa Ob0peuHa QyHKUKS, Thid
KaTO €NMMHHMPAHETO Ha HOPGIIOKCALIMHA Ce U3BBPIUBA NpeAUMHO Ipe3 OnOpermre.

Myasthenia gravis

Hopdnokcauus Moe a BIOUWIK CHMITTOMUTE Ha Myasthenia gravis, KOSTO MOXE A4 MPHYHHY
>KMBOTO3aCcTpallaBalila HeAOCTaTHYHOCT Ha pecnupaTopHaTa MycKynarypa. IIpu npusHanu Ha
pecnupaTopeH gucTpec TpsaOBa He3abaBHO fia 6BAAT MIPEANPHETH CHOTBETHH MEPKH.

G6PD (rimoko030-6-hocdaT-1eXUaporeHa3Ha ) HEAOCTATEYHOCT
KaxTo npu Apyrd XHHOJIOHH, MOTaT Ja Bb3HUKHAT XEMOMIUTHYHH PEaKi[UM IPH MAlUeHTH C JIaTeHTHA

Wik MaHngectupana G6PD HenocTaTEUHOCT.

MepkH, KOUTO c€ NPEANpUEMAT B CIy4al Ha HEXXEIAHHM PEAKIHY
CriefHUTE peaKy HeXKeJJaHW peakini (Bxk.chIo Touka 4.8 Hexkenanu peakiyi) MOrar B HAKOH CiTydau
fa ObJaT XKUBOTO3ACTPALLIABALIH:

Icesoomembparozen xonum

[TcesmoMeMOpano3eH KOJHT MOXKE 12 YCJIOXKHM JIEYEHHETO ¢ HOPGIOKCAMH U TOBa TPAOBa Ja ce UMa
npeaBy/l IPH MALKXEHTH, KOHUTO Pa3BHAT AHApUA N0 BPEME WIHM MAJIKO Clie nedeHueTo. I1pH nosea Ha
nceBoMeMOpaHO3eH KOJIMT TepanusTa ¢ HoprokcaluH TpA0Ba [a ¢e IpekpaTH ChoOpasHo
HHIAKALMATA K Ja C€ Ha3HauM He3a0aBHO MOIXOAAIIO JleYeHHe (Halp.IPUEM Ha CTIELH(PUIHH
AaHTHOMOTULIM/ XMMHOTEPATIEBTHIM C JOKa3aHa KIIMHUYHA €(PUKACHOCT).

JlekapcTBa, MOTHCKAIIK YPEBHATA NIEPUCTANITHKA HE TPsAOBa [1a C€ MPHEMAT.

Tesicku peakyuu Ha CEPLXYYBCMEUMENHOCH (HAND. AHAPUNAKCUA)

Tepanuara ¢ HOpIOKCALMH TpAOBa a ce MpeKpaTH He3adaBHO H J1a Ce MpeAnpHeMaT NOAXO ALK
CIEIIHH MePKH (HAIp.aHTHXHCTAMHHH, KOPTUKOCTEPOUIH, CHMIIATOMUMETHLIN H BEHTHIIALMA IPH
HeO0O0XO0AMMOCT).

Enunenmugpopmenu 2vpuoee
[Tokazanu ca oOHualiiHUTe CHEIIHY MEPKH (HAarp.NoAXbp)KaHe Ha JUXATETHUTE MBTHILA CBOOOIHH,
MPUIOKEHHE HA AHTHKOHBYJICAHTH KaTO AMa3eraM 1 0apOUTypaTH).

4.5 BiaumoneiicTBHe ¢ APYIrH IeKAPCTBEHH NPOAYKTH H APYIrH opMH HA B3aHMOJACHCTBHE

Hopdnoxcarms notucka eHn3uM CYP 1A2, koeTo Moxke [a TOBEAS 10 B3aHMOICHCTR
NeKapCTBEHH NPOAYKTH, KOUTO ce MeTaboIM3UpaT upe3 TO3H EH3HUM, Hanp.Teod

Hurpodypantons |
ColUecTBYBa ix Vitro aHTarOHU3BbM MEXIy HOp(QIIOKCaliH H HHI'pOd)ypaHTO

MpHIOKEHHE Ha HOP(IOKCALMH H HUTpodypaHTOHH TpAOBa na ce H30ATBa.

[IpoGeHenyn



[TpoGenewya noHMKaBa €KCKPELMATA Ha HOPpQIOKCAIMH B YPHHATA, HO HE MOBJIMABA CepyMHATa My
KOHLIEHTpALIMA.

Teoduiun

HoknaaeaHu ca ITOBUIIEHHA HMBA HA TEO(MWIMH B IUIa3MaTa NMpH €IHOBPEMEHHO MPWIOKEeHHe Ha
Teo(UTMH U XHHONOHH. B OToenHu ciyyad ca IOKIIaJBaHM M HEXKEJIaHH JIEKAPCTBEHH PEAKIIHH,
MPUYUHEHH OT TeO(IIINH, PY €THOBPEMEHHOTO MY TPHIOXKEHHE ¢ Hopdokcanut. Ilopaau Tosa
KOHUEHTPALMATA Ha TEOQWIMH B ru1a3mMara TpadBa ga Ob/ie MOHUTOPHpPaHA M 103aTa A4 C€ KOPUrHpa,
aKoO € HEOOXOIMMO.

Kodeun |

HpunoxeHUeTo Ha XMHOIOHH, BK/IIOYMTETHO HOP(PIOKCALMH, BOAH 0 NMOHIDKEHO pasrpakIaHe Ha
koenn. Tosa MOXKe f1a 1OBEAE A0 MOHMKECHA EKCKPELMA Ha KOQEHH U YABDKABAHE HA TIIA3MEHUS My
MOy XHBOT. IIpHeMBT Ha KOQEHH CHABPIKALIM JTEKAPCTBEHU IPOAYKTH (HANIP.HAKOH aHAJITETHLIH)
TpAOBa 1a ce U30ArBa, KOrato € Bhb3MOKHO.

Iuxnocriopuy

JIoK/1aJBaHH ca MOBUIIEHH CEpYMHH HHBA Ha L{UKJIOCIIOPHH I10 BpEMe HA € THOBPEMEHHO NPIIIOKEHHE
¢ HOp¢dnokcanuH. ETo 3amo cepyMHHATE KOHIEHTPALMK HA UHKIOCIOPHH TpAOBa Ja ce MOHUTOPHPAT
H 7103aTa Jla C€ KOpPHTHpa, akKo € HE0OXO0IMMO.

MHKO@GHOHGB& KHCCJ/IHHA

HamaneHa OHOHaJIMYHOCT Ha MHKO¢JEHDHOB& KHCCJIHHA € YCTAHOBCHA 1IPDH 34paBH Il'DﬁpOBDIIHH,
IIOJIYHaBalllHn KDMSHHHP&HO JICHCHHC C HDp(bJIDI{CﬂLIHH 1 MCTPOHHAA30II.

Bapdapuu

XHUHOJIOHUTE, BKIIOYUTENHO HOpQUIOKCAlMH, MOTAT Ja 3acCWIAT eeKTa Ha [lepopaHus
AHTUKOAT'YNAHT BapdapuH WIH HETOBUTE IIPOH3BOAHH ((DEHIIPOKYMOH, alleHOKyMapo). AKO Te3H
NEKApCTBEHH MPOIYKTH C€ MpHIaraT €IHOBPEMERHO, ITPOTPOMOHHOBOTO BpeMe WIKM APYTH [TapaMeTpU
Ha xeMocTa3ara Tpa6Ba na 6bJaT BHUMATETHO MOHUTOPUPAHH.

Dendyden

Criopea npoy4uBaHUA MPH XKUBOTHH €AHOBPEMEHHOTO NPUIIOKEHHE HA AyOPOXHUHOJIOHH U (heHOydeH
MOXKE Aa AoBeae no npunagsld. [lopagu ToBa, TpadBa na ce H30Arsa eAHOBPEMEHHOTO UM
IPWIOKEHHE.

XOpPMOHAITHU KOHTPALICHTHBH
Haxkou aHTHOUOTHIIM KAaTO XUHOJIOHUTE HaManaBaT €eKTa Ha nepOpaJIHHTe KOHTPALENTUBH.
[IpenoptuBa c€ AOMBIHUTENHO NPUITOKEHHUE HA HEXOPMOHAIHHA KOHTPALIEITUBHU METOH.

M IIPOIVKTH (IPOIYKTH, ChIbPXKAIIH JKEIA30, aHTHALIMAH WU NPOIYKTH, ChABPAKAIIN MarHe3ui,
ATYMHHMH, KATUIHM KW LHHK)
Kanuuerr npoayKTH, My;JITHBUTAMHHM, POAYKTH, ChIbPXKALIM JKEJIA30 WIH IHHK, aHTHALIM/IH WIH
cykpandart, He TpaOBa Aa ObaT npunaraHy eHOBPeMeHHO ¢ HOpgJUIOKCAllWH, Thil KaTo abcopbiusara
Ha HOp(¢IOKCcaliH MOKe a Ob/ie MOHMKEHA, B PE3YJITAT HA KOETO Ce TIOHWKABa KOHLIEHTPAIHI MY B
cepyMa M YpHHATa. ToBa ce OTHacA U 3a NIEPOPATTHUTE XPAHUTEIHU Pa3TBOPH M FOIEMH KOJIUYECTBA
MJIEYHU IPOAYKTH (MIAKO WIH MJIEYHH MPOIYKTH KATO KHUCEIO MIIAKO).
Hopdnokcanus He TpabBa na Osae npunarad Ao 2 yaca rnpead UM Hak-Malnko 4 gaca e mpueM Ha
TaKuBa NpoayKTH. OrpaHHYEHHUATA HE CE€ OTHACAT 3a H,-peuentopHuTe aHTaroHHCTH.

J{nnano3ux

4.6 BpeMeHHOCT H KhpMeEHE




Hopduoxcauuu He TpaOsa ga Opae npuwiarad ApH OpeMEeHHH, Thi KaTo JIMIICBAT AOCTATHYHO AaHHH 32
0e30MacHOCTTA NPU NPHUICKEHUETO MY MPH Ta3H rpymna nanueHTH. Bn3 ocHOBa Ha pe3yJITaTUTE OT
OIIKTH ¢ )KMBOTHH HE MOXKE 1a C€ M3KIIFOUAT HAPYIICHUS HA CTABHHA XPYLLLLT NPH MJIaJH OpraHH3MH.
OnurHTe ¢ )KUBOTHU HE MOKA3BaT TEPaTOreHeH eekT (BkK.Touka 5.3 [Ipe AKTHHHYHHA JaHHH 32
be3onacHocTt). Hopdiokcaliud npeMuHaBa BbB (peTyca 1 aMHHOTHYHATA TEYHOCT.

Hopdnokcauux He TpsaOBa aa ce npuiara 1o BpeMe Ha KbpPMEHE, Thid KaTo HAMA JaHHH JaJH,
NoA00HO Ha APYTH XWHOJIOHH, IPEMUHABA B MAHYWHOTO MJIAKO.

4.7 Ed¢exrd BbpXY cnoco0HOCTTA 32 modHpane H paboTa ¢ MAIIHHH

Brnpeks npaBiiiHaTa yrnoTpeda NpoayKThHT MOKE Aa HAPYINH KOHLICHTPALMATA JO CTEIIEH, KOATO Ja
MOBJIMAe CIOCOOHOCTTA 3a 1odHpane U padoTa ¢ MamuHK. ToBa ce OTHacA 0COOEHO 3a HAYAJIOTO Ha
NICYCHUETO, MPU TOBHIIABAHE HA J03aTa, CMAHA HAa MPOAYKTa ¥ B KOMOHMHALIMA C AJIKOXOJI.

4.8 HexeslaHH JAeKAPCTBEHH PeaKHH

CrobutaBanu ca cieJHUTE HEXKEIaHH peakUuu: HeuecTH (¢ YyectoTta no-rojiaMa ot 1/1 000 1 mo-mManka
ot 1/100) u peaxu (¢ yectota no-romsama ot 1/10 000 1 mo-masnka ot 1/1 000).

lHcuxuunu Hapywuuenua/Hapyuwerus Ha HepeHama cucmema

Heuectn: ['naBobonue, 3aMasocT, BEPTHIO U CHHIUBOCT.

Peaku: HaromieHue, IpoOMeHH B HACTPOSHHETO, NapecTe3usd, 6e3cCsrHUe, HAPYIIESHHS Ha ChHA,
nernpecus, 6e3n0KOHCTBO, HEPBHOCT, pa3ZIpasHUTEIHOCT, €YQOpHUA, Je30pUEHTALNA, XATIOLHHALIWH,
CMYIUEHHE, [TOJTHHEBPOTIATHA, BKIIOUYUTEIHO CHHAPOM Ha Guillian-Barré, npunagbiy, ICHXIIHHA
HApYIIEeHHA, TICHXOTHYHH PEaKIINH H BEPOATHOCT 3a €K3allepOalia Ha MHACTEHHS MPaBUC (BXK.TOYKA
4 4 CneuyaiHy IPeAYNPEeKACHUS ¥ MPEATIa3HU MEePKHY NpH ynoTpeda).

Cmomawrno-ypesnu Hapyuenus
Heuectu: AGmoMuHanHa 60IKa ¥ Cria3Mu, raieHe, KUCETUHU U JUAPHA. |
Penxu: IlosphluaHe, aHOpeKCHA, IICEBIOMEMOPaHO3€H KOJIMT, [IAHKPEATHUT, XEIIATHT.

Hapywenua na xoocama u nooxoscnama movKaH

Heuectu: O6puB |

Penxu: Texxxu KOXXHH peakLMH KaTo eKCOIUATHBEH OEPMATHT, CHHApOoM Ha Lyell u myatudopMena
eputeMa (CMHAPOM Ha Stevens-Johnson), GOTOMYBCTBUTEIHOCT, IIPYPHTYC.

Hzcneosanus

Heuectu: Eosunodunud, neBkoneHus, Heyrponenud, nopumasade Ha SGOT, SGPT u ankanHa
docdaTaza, TPOMOOLUTONEHNS, MOHIKEH XEMATOKPUT, KPUCTATYPHA H YABIAKECHO HPOTPOMOHHOBO
BpEME.

Penxu: [Topninapane Ha OWnHpyOHHA, ypeATa H KPEaTUHHHA B CEpyMa.

Hugpexyuu u unpecmayuu
Penxku: BaruHajiHa kaHauaos3a

Hapywenus na kpveonochama u aumxa cucmemu
Penxu: XeMOTUTHYHA aHeMMA, AaCOLMUPAHA TTOHAKOra ¢ IIok030-6-pocdaraexuaporeHasHa

HCIOCTATBHMHOCT.

Hapywenua na umynnama cucmema
Penxu: Peakuywu Ha CBPBXYYBCTBUTEIHOCT KaTO aHaQHIAKCHA, aHTHOEOEM, YPTH
HHTEpCTHIHANIeH HepUT, NeTeXHH, BaCKYJIUT ¢ 00pa3yBaHe Ha XeMOparudHu

Hapywenun na ouume
Penxu: HapyuieHo 3peHMe, IOBUILLICHA JTAKPUMALIHA.

Hapywenua na yxomo u nabupunma



Penoxu: TuHHTYC.

Copoeunu/cv0o8u HapyuteHun
Peakwu: [anmvrauu

Hapyuenus na MyckyaHo-creaemuama CUCmema U CbeOuHUmeaHama muvKau
Penku: ApTpuT, MUAIITYA, apTPaIrusil, TECHAUHUT, TEHIOBATHHHAT

I1pu reueHue ¢ QIIyOpPOXHUHONOHH, BKIIIOUYHMTEIIHO HOPQJUIOKCAIlMH, ca Ha0moJaBaHy CJTy4aH Ha
BB3NAICHUE Ha AXHUIIECOBOTO CYXOKMIME. ToBa MOXKe [1a AOBej€e A0 pyNnTypa Ha AXHIECOBOTO
cyxoxunve (BiK 4.4 Cnenyanny npeaynpexiaeHud U NpeAnasHi MEPKH IpH ynoTpeba).

Mepk. KOUTO TpsAOBa 14 ce IpeanpUEMAT B CIIyYal HAa HEXEJIaHH peaKIiu
CrneqHuTe peOKH HEXEJIAaHH JIEKAPCTBEHH peaKIIMi MOTAT B HAKOH CIy4aH Ja Ohaar

MKHBOTO3aCTpallaBalllf K 1a U3UCKBAT CIICLIHY MepKH (BX.TouKa 4.4 Crenyaniy npeaynpexicHns 0
MpeAra3Hu MepKH Ipu yroTpeba):

[IcespomembpaHo3eH KOMHUT

Texxu 1 OCTpU peakliM Ha CBPBXYYBCTBHTEIHOCT (Halp. aHaprunakcus )

(EnmunenrrudopMeHn) ropuoBe

4.9 IIpeno3upane

Hsama HaTMYHH JaHHH 3a IpeA03HpaHe ¢ HOPQUIOKCALIHUH.

AKO CKOpO € NIpHeTa rojiiiMa Jo3a OT NPOyKTa, TpaOBa Aa ce MPIIOKAT KaJILHH-ChABPKAIIH
pa3TBOpH, 3a Ja ce ofpa3yBa KajILMeB KOMIUIEKC ¢ HOp(JIOKCALMH, KOUTO ¢€ pe3opOHpa B MHOIO
MaJIKa CTEIIEH OT FaCTPOUHTECTHHAIHUA TpakT. [laimeHTeT TpabBa 1a ObIe MOHUTOPHUPAH
BHUMATEITHO W IIPH HEOOX0oAUMOCT Aa ObIe NOAIOKEH Ha CHMITTOMATHYHO W NMOITBPKAlI0 JIeUeHHE.
Tpabra na 0b1€ OCUTYPEH JOCTATHYEH NMPHEM Ha TEHHOCTH.

5. GAPMAKOJOI'NMYHHA CBOUCTBA

5.1 PapMaAKOIAHAMUIHH CBOUCTBA

['vpazes uaxubuTop, GIyOpOXHHOJIOH, aHTHOHOTHK/ XMMHOTEpPAINEBTHK.
ATC: JOIMA 06

Hopdnokcaiiua uma O6p3 bakrepulaeH edekT H MOTHCKA CHHTe3aTa Ha OakTtepHanHara JJHK.
Exmzumet JJHK-rupasa urpae pemapaina pois B TO3H IPOIEC.

HopdnokcaliH HMa IIMPOK CHEKTHP Ha aHTHOAKTEpHATHA AKTUBHOCT ¢peily | paM-TI0JI0XKHTENHH H
['paM-oTpuLIaATETHH aepobHU OaKTEPHH.

QDITyOpHHUAT aTOM Ha [I03KUHKA 6 3acH/IBa aKTUBHOCTTA cpelly I paM-oTpuuaTenHUTE OaKTEPHH, J10KATO
IMUIIEPAa3HHOBUA MPBHCTEH Ha MO3HIUA 7 € OTTOBOPEH 32 AHTHIICEBIOMOHACHATA AKTUBHOCT.

Ha MoneKynsapHO paBHUILE TPH CNELUPUIHH NpoLieca ¢€ TIOBJIUABAT OT HOP(DIIOKCAIIMH, H3C/IeIBaHH B
Escherichia coli:
1. HMuxubupase Ha ATd-—3apucuMoTo 0Opa3zyRaHe Ha YETBbPTHUYHA CTPYKTYpa Ha JJHK
(cBpbXCHMpanu3aliig), koeTo ce Katamsupa ot JJHK-rupasza
2. Huaxubupane penakcauusara Ha cepexcnupanuszupanara JJHK
3. VckopeHo ¢pakionupane Ha JBoiiHO BepivkHaTa JJHK

[ 'paHUiI¥ HA YYBCTBUTETHOCT
3a pasrpaHH4yaBaHe Ha UYBCTBUTEIHH NATOreHU (S), UHTepMeauepHu (I) u

ca npeAIoxkeHH clieauure MIC cToHHOCTH KaTo rpaHiia Ha TOJEPAHTHOC
YyBcTBUTENHH (S) <1 mg/l
Hutepmenuepnu (I) =2 mg/l



PesncrenThu (R) > 4 mg/l

YyYBCTBUTEITHOCT

Tvit kaTO MO-rO/IAMAaTa 4acT OT NpUAOOUTATA PE3UCTEHTHOCT MIPH HAKOH NMAaTOreHH MOXe Aa Bapupa
reorpa)ck ¥ BbB BpEMETO, BHHAIH TPAOBa J1a Ce MpOBEPABAT MECTHUATE JaHHH 32 Pe3HCTEHTHOCTTA,
0coOEHO IpH JIeYCHHUE HA TeXKKH HH(PEeKUMH. JlaHHHTe, H3NIOKEHHW B Ta3H KpaTKa XapaKTepHCTHKA,
[TOKA3BaT BEPOATHATA UYYBCTBUTEIHOCT HA HAKOM MATOTC¢HH KbM HOP(MIOKCAIIHH.

EBponeiickn JaRHH 32 NPAXOOATATA
YYBCTBHTEIHOCT, KBIETO € H3BECTHO, Y€ BApHpa

YyBCTBATEC/ITHH MEKPOOPraHAZMH
I'paM-oTpHEOATEIHH

Escherichia coli Ho 15% pe3ucteHTHOCT™
Klebsiella pneumoniae
Enterobacter cloacae
Enterobacter spp.
Serratia marcescens
Serratia spp. Ho 35% pesuctenTHOCT
Proteus mirabilis
Proteus vulgaris
Proteus rettgeri
Citrobacter freundii Ho 15% pesucrenrnoct*
Citrobacter diversus
Citrobacter spp.
Morganella morganii
Pseudomonas aeruginosa J1o 26% pesucrentHocT*

HuTepMeInepEH MAKPOOPraHA3MH
Enterococcus faecalis Ho 40% pesucteHTHOCT™
Staphylococcus saprophyticus

Pe3incTeHTHH MEKPOOPraHH3MH
I'paM-noJIoKHATE/THH
BCUYKH [ pamM-110105KUTETHH aHaepoOu, OCBEH

HAKOU Clostridium perfringens mjamoBe
Staphylococcus haemolyticus
Enterococcus faecium

I'pamM-oTpHOATE/IHH
BCHYKH [ paM-oTpHULIaTETHH aHAepOoOH
Acinetobacter baumannii

* NaHHHWTE 32 Pe3UCTCHTHOCTTA, MPEACTABEHH TYK Ca HAJIMYHH OT in Vitro JIMTEPAaTyYPHH JaHHH, KOKUTO
MpeACTOAT Ja OBJAT HOTBLEPACHH

ﬂ pyra HHQD PMaliiA

[Topamu ocobeHaTa CH CTPYKTYpa, HOP(MIOKCALHH € KaTO LAJIO AKTHBEH CPeIlly MUKPOOPraHU3MH,
KOUTO Ca PE3UCTCHTHH KbM MO-CTAPHUTE XMHOJIOHHU KAaTO HAJTMAMKCOBA KMCETIMHA, OKCOJIHHOBA
KHCeJIMHA, TUNEMHIMHOBA KMCeIHHA, LIMHOKCAlMH ¥ pIyMeKBHH. BelipekH TORa Te3H
MHKpPOOPraHW3MH MOTAT Ja nokaxar no-sucoku MUK Ha HOpdIIOKCalMH OTKONIKOTO YYBCTBHTETHHTE
KbM HATMAMKCOBA KMCEJIHHA IaMOBe.

In vitro pesucTeHTHHTE KbM HOPQUIOKCALMH OAKTEPHH Ca CHINO PE3NCTEHTHH KbM H30OPOSHMTE T10-
rope XHHOMOHH.

Haxonko fnpoyyBaHHA MOKa3BaT, Y€ PE3UCTEHTHUTE KM HOp¢JIOKCallUH OaKTEPHUH C
PE3UCTEHTHH CHLIO KBM TTe(IIOKCALMH, OJUIOKCALMH, UHITPOGPAOKCALIMH U €HOKCA

HsamMa kpbcTOcaHa PE3UCTEHTHOCT K'BbM CTPYKTYPHO pa3/IMMHHM CYOCTAHIIMU KaT
LeaJIOCIIOPUHM, TETPALMKIMHUA, MAKPOAHAHH aHTHOMOTHUIIH, aMUHOTTHKO3U
THAMUHOTTUPUMHUAHNHN WIH KOMOMHALIMA OT TIX (HaIp.KOTPHMOKCA301).



Hudexkimy, NpUMUHEHH OT MUKPOOPTraHHU3MH ¢ MHOXKECTBEHa Pe3UCTEHTHOCT Ca YCIEIHO JeKYyBaHH C
oO0H4aliHHU 03K HOPPIOKCALIHH.

5.2 PapMaKOKHHEeTHYHH CBOHCTBA

Pe3opbuus |

Cnen nepopajiHO npuiiokeHne HopduiokcaluH ce pezopoupa 6bp30. [Ipu 3apaBu JoOPOBOIIIM Hal-
MaJiKo 30—40% ot nepopajHO NMPHUIIOKEHATA 11032 € pe3opOupana. [IpUCHECTBHETO HA XpaHa WM
MJICYHH NMPOJIYKTH MOXKe J1a HaMaJIi pe3opbuudra.

PasnipegeneHue

1 - 1% h cnen nepopanHo npurnoxeHue Ha 400 mg HopokcauH ca H3MEPEHU CEPYMHH HUBA MEXTY
0.84 u 1.64 mg/l. BpemeTo 3a JOCTHraHe Ha MaKCHUMaJTHA IUIa3MEHA KOHUEHTPAUHUS (tyay) € MEKIY
0.75 u 2.0 h. HezaBrcuMo OT A03aTa, IMA3MEHHAT NOMYAKUBOT € cpelHo 3 - 4 h npu 3gpasu
A0OPOBOIILIH.

O0eMbT Ha paznpeaencHue (VdS) € npubnmsurenno 223 + 97 1.

CBBbp3BaHe ¢ IUIa3MEHUTE IPOTEHHHU
[Ipu koHueHTpauws oT 2.5 mg/]l B yoBemmkua cepyM HOpGIOKCALIMH CE€ CBHP3BA € IVIA3MEHUTE

NpoTEUHU B NpHOIU3uTEMHO 13,8%.

EnvMuHupate

Pe3opOHpaHHaT OT raCTPOMHTECTHHAITHHA TPAKT HOP(IIOKCALUH CEe EIMMHHHPA UYpe3
MeTabonusnpane, 6B0peyuHa U XKIb4YHA EKCKPELHS.

brOpeunara ekckpelis ce pealM3upa 4pe3 rJIoMEpy.THA GriTpanus 1 upe3 TYOy/IHa cekpenus, OT
KOETO cJieJBa BUCOKHA OBOpeueH KIHPBHC - IPUOIH3UTENHO 236156 ml/min 1 HHXHOUPaHETO HA
eKCKperusatTa oT npodeHenna. ToTanHus TeneceH KIMpBHC € 5061211 ml/min.,

[Tpu nanuenTd ¢ HopManHa 60peuHa ¢pyrkuus npudnusuTento 25-40% or no3aTa c€ OTKpHBA B
ypHHATA ¢JIe] €IHOKPATHO WIM MHOTOKPATHO NepopaiHe npusioxeHue Ha 400 mg.

[Ipn 3apaBu qoOpoBoaLM B HarIpegHANa Bb3pactT (65-75 roauHy 1 HOpMasiHa 3a Bb3pacTTa Ob0peyHa
GYHKIMA) eKCKPEeLHATa HA HOPQIIOKCALIMH € MOHWKEHA B 3aBUCHMOCT OT (PU3HOIOTHYHO MOHWKEHATA
6B6peuna GyHKLMA IIPH Ta34 Bb3pacToOBa rpyna. AGCopOLHATa Ha MPOXYKTA HE € HAPYIICHA.
Bpemero Ha MOyeTUMMHHpPaHe TIPH MAaLMEHTH B HalpeaHasa Be3pacT € 2.7-3.5 h npu aHeBHa A03a oT
400 mg u 5.3-5.4 h npu go3a or 400 mg 2 MBTH THEBHO.

HopdnokcauuH ce OTKpHBa B YpUHATa B HENpOMeHeHa (popMa U 1o gopMarta Ha 6 aKTHBHHU
MeTab0JIUTa, Ha KOWTO aHTHOaKTepHalHaTa eJMKaCHOCT € IO HACKA OT Ta3U Ha aKTUBHATA
cyocraHums. IToseue ot 70% oT exckpeTHpaHaTa CyOCTaHIMA c€ OTKPUBA B HEMeTabOIM3UpaHa
dopma. |

AuTnbakTepHaHaTa €PUKaCHOCT Ha HOPQIIOKCALIMH He C€ MOBJIMABA OT NpoMsiHata Ha pH Ha
ypHMHATA.

[lareHTH ¢ HapywreHa 666peuHa dyHKUMA
Cnen enHokpaTHO npuiaokenue Ha 400 mg, NMpy NalMEHTH ¢ KPeaTUHUHOB KIMpbHC Haa 30 ml/min x
1.73 m®, HOpIOKCALIMH € HANMYEH B KOIMYECTBO, MoA06HO Ha TOBa IpH 3ApaBH A06poBoiH. [Tpu
KpEeaTHHHHOB KIMPBHC Tof 30 ml/min x 1.73 m’ 6n6peuHaTa eKCKpelMs Ha HOpPQIOKCAIHH €
NOHIKEeHa 3HaYUTEIHO. BpeMeTo Ha noJTyeTHMUHIpaHe Ha Hopguokcaul cpeano € 4.4, 6.6 unu 7.6
h npu nanmeHTH ¢ XpeaTHHUHOB KIUpBHC 30-80, 10-29 wnu nox 10 mi/min. Makcumanuure cepyMHu
KOHIIEHTPALIMKM Ha HOPDIOKCALIMH He C€ TTOBIUABAT NPU CHIIECTRYBRAINA OBLOpeyH

5.3 [IpeakIRHEAYHA JAHHA 32 0e30NacHOCT

KakTo npu apyra XHHOJIOHH, MPU MJIaJIH AHUBOTHH C€ MPOABIBAT apTPOIl
"Hopdokcauud. Hopdrnokcauun npuuvHABA JIE3HMHU M, B HAKOM CITydaH, ep
HoceluTe cTasy. He e HaOmogapaHa apTponaTis IpH MaMyHH, ITpUeMait



o 500 mg/kg TesrecHo terno Ha aeH (Cpax 15,6 mg/l). He ca naGnroaapany TakvBa NpOMEHH H [IPH
)KMBOTHH, 3aBBPIIWIH (pa3ara Ha pacTeK. BBIIPEKH Ye MAKCUMATHUTE CEPYMHH HHMBA, IIPHYHHABAIIH
apTponaTHs NMpH NMPOYYBaHHA IIPH JKMBOTHH Ca MHOI'O IO-BUCOKH OT KOHLICHTPALIUUTE, JOCTUrAHH IIPH.
Aela, neanaTpuyHaTa yrnorpeda Ha HOp(IOKCAalWH HE CE MPENOPHYBA MOPAAH OIrPaHHYEHHUTE
KIIMHHYHA JaHHH O MOMEHTA.

[Ipn MuIKH ¥ 1BX0Be € HabmonaBaHa eMOPHOTOKCHYHOCT, HO MPH 3ail[ 1 MalMyHH BUCOKH AO3U
BOJAT [10 ITOBHIICH eMOpHosnieranuret. [IpoyyranusaTa Bppxy GepTHINTETA, IEPHHATAIIHA H
IOCTHATA/IHa TOKCHYHOCT HE ¢a MOKa3ajIi HEXKEIAHU ieKapcTBenn peakiun. HopdokcaiuH ce
OTKpHUBA B BMHHUOTHYHATA TCYHOCT M ITBITHATA BPBB.

1 JoTeHUMAIHH KaTapaKTOreHHU edeKTH

Hsama nposeneHu npoyyuBaHus 3a KATAPaKTOrC¢HEH MOTEHIHAaN Ha HopduiokcanuH. Jlocera He ca
NOKIAJABAHH TaKHBA HEXKEJIAHH JIEKAPCTBEHH peakLMM NPH TepaneBTHYHATa My yIroTpeda u
[IPOBEXIAHETO HA TAKUBa MPOYYBAHUA HE CE€ CUMTA 334 HEOOXOIUMO KbM MOMEHTA.

KaHLEepOreHHOCT
IIpoyuBaHusTa 33 KAHLIEPOreHHOCT NPH MTHXOBE U MMIIIKU HE MMOKA3BAT HAJIMMHE HA KAHIIEPOTEHEH

MOTEHIUAT HA HOP(QIOKCALINH,

[ eHOTOKCHYHOCT

Hopgnokcauys Moxe 1a npUTexKaBa reHOTOKCHUYEH e(eKT, mopagd HHXHOHpaHe Ha TOIOM30Mepa3aTa
B KJIETKHM Ha rppaHaTa #1e3a. [IparsT Ha TO3H edeKT He ce HAABUINABA IIPH TEPANEBTHYHO
IPUWIOKEHME. [JBIrocpoyHH NpOYYBAHUA [IPH [UTHXOBE U MUIIIKHM HE AOKA3BAT TYMOPOTrEHHOCT.

Hsama Hanu4HH JaHHHU 33 GOTOMYTAreHHOCT/(POTOKAHEPOr€HHOCT Ha HOpdIokcalH. Hannunu
JaHHU 32 IPYTH (PIIyOPOXHHOJIOHH MOKa3BaT c1abu doToMyTareHHH Uiu (POTOKAHUEPOTEHHH e(PEKTH
Ha HOp(IOKCALIHH {7 Vitro WIH IIPH OIIUTH C KHUBOTHH.

6. PAPMAINIEBTHYHHA JTAHHHA

6.1 CnBchK HA IOMOIMHATE BEIEeCTBA

MUKpPOKpPHCTAITHA LIENYN03a, KPOCKAPMEI03a HATPHH, JIAKTO3a MOHOXHIPAT, CHITHLIHER JHOKCH]I,
MAarbHesueB cTeapar, xunpomenosa, Makporoa 4000, nponUIEHITHKON, TaJIK, THTAHOB JHOKCH]L
(oLIBETHTEN).

6.2 HechbBMeCTHMOCTH

He ca u3BecTHM.

6.3 Cpok Ha rogHOCT

CpOKBT Ha TOAHOCT € 4 rOJMHHM OT JaraTta Ha POH3BOJCTBO.
IIpoaykTsT He TpsiOBa Aa ce npuiiara clen U3THMaHe Ha CPOKa Ha FTOAHOCT, OTOENS3aH BhpPXY
OIIAKOBKATA.

6.4 Cnenpannay ycji0BHSA HA CbXpAHEeHHE
HsaMa cnenuaiHy yCIIoBYUS HA CHXPAHCHHUE.

6.5 JanHn 32 OIAKOBKATA

OpHruHanHa ornakoBka, ceaspxama 6, 10, 20 u 50 punmMupanu TadeTks.

6.6 CnenHalHu npeila3sHd MEPKH NPH H3XBBLPJIAHE H padoTa




Hsama crielMaiiay H3UCKBaHuUS.

7.  IPATEXATEJ HA PAPEINEHHUETO 3A YIIOTPEEA

Hexal AG

Industriestrasse 25

D-83607 Holzkirchen, I'epmanus

S. HOMEP HA PASPEIIIEHHUETO 3A YIIOTPEBA

20060328

9, HAATA HA ITbPBO PAZPEIIIABAHE/TIOTHOBSABAHE HA PASPEINIEHHUETO 3A

YIIOPEBA

07/07/2006

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

03/2009

10



