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Jlepodnokcaumn 250 mr TabneTku WHOPAR uactuna 4 Keitens 2014
(Mikpo Jla6e Jlta), TB237 Pozain 7 onosneno: Joruii 2020

1. HA3BA JIIKAPCBKOI'O 3ACOBY
JleBodnokcanun 250 mr TabneTku*
2. SIKICHHMH I KIIbKICHHI CKJIAJ

Koxna Tabnerka, BKpHTa TUIBKOBOIO 000JIOHKOK MicTuTh 250 mr Jlerodnokcanuny (y
BULJIsIL remiripaty). IIoBHHIT CIMCOK HOMOMIKHHX pe4OBHH HaBEIEHO B po3aimi 6.1.

3. JIIKAPCBKA ®OPMA

TabneTku, BKPUTI IITIBKOBOIO 0O0IOHKOIO.

CBITIO-pOXKEBOI0 KOJIBOPY, ¥ (opMi Karcymu, TBOOIYKII TabJIETKH 3 IMTiBKOBOIO 000JIOHKOIO,
3 THCHEHHAM “250” Ha ogHOMY G0l Ta PiIBHOIO MOBEPXHECIO Ha iHIIOMY OOII.

4. KJIIHIYHI XAPAKTEPUCTHUKH

4.1 TepaneBTHYHI NOKAZAHHS

JleBopnokcanun 250 mr  Tabnerkum  mokasaHWii Y HOEAHAHHI 3 IHIIMMH
OPOTHTYOEpPKYJIBO3HMMHU — Ipenaparamu Juis  JiKyBaHHs Bcix Qopm  TyGepKysibo3y,
CIIPHYHUHEHOT0 MiKOOAKTEPIIMH TyOepKyIbO3Y.

Jleodmokcanua 250 mr Tabnetkm 3acTOCOBYIOTH JHINE SK aHTHMIKOOaKTepianbHHMH
npenapaT Apyroi JiHil Tepamii, KoMu aHTHMiKoOaKTepialpHI Nperapard IHepriol JiHil He
MiIXOIATE Yepe3 Pe3uCTEeHTHICTh a00 HEIePEeHOCHMICTD.

Cnin BpaxoByBatH o¢imiiiHi pekoMeHJalii IMIOJO IKYBaHHS Ta PeKOMEHJAIil o0
TyOepkynbo3y, na npuxian BO3.

4.2 Cnoci0 3acTocyBaHHS Ta 103U

Jlopocni ma nionimku:

PexomennoBana mobosa mo3a ctaHoBUTE 750 Mr s mamienTis Baroro Bijg 30 kr go 45,9 kr, -
1000 Mr ana manienTis Baroro 46 kr i Ginbire.

Jimu sikom 6i0 5 pokie ma cmapuue:

Pexomennosana nodosa 1o3a cranoButsh 10 — 15 mr/kr/mo0y, ogun pas Ha 100y

Bara Tina B kr [Ilonenna kinbkicth JleBodnokcaruny
250 mr TabneTkn

16-23 1 Tabnerka 1 pa3 na 100y

24-30 1 Ta 2 TabneTku 1 pa3s Ha 100y

Jlepodnokcanun 250 mr TaOneTku He miAXOIATH A AiTEH Y Bili J0 5 POKIB.
JleBodmokcannn He peKOMeHIyeThes iTsaM o0 10 kr.

* Toprosi Hazeu He npekpanidikorani BOO3. Ile HauiOHaJIBHHIT OpraH 3 perymioBaHHA TiKapChKHX
3aco6iB (NMRA). V nanomy WHOPAR BracHa Ha3Ba HaBe/ICHA JIMLIE AK MPUKJIAL.




Jlepodnoxkcaunn 250 mr Tabnetku WHOPAR uactHna 4 Ksitens 2014
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THopyutenns pynryii nupox:

Jns nmamienTiB 3 po3paxyHKOBHM KiipeHcoMm kpearuHiny < 30 MiI/XB, IO 3HAXOAATHCS HA
remozianisi abo 6e3 Hporo K03y ciix 3MeHIHTH 10 750-1000 Mr, mo npuiiMacThes TPH pasu
Ha THKJICHb.

lopyuienns ¢hynxyii neuinku:

He notpiGHe KOpHTyBaTH 103yBaHHS.

Himui noou

He mnotpibHO KopuryBaTH [03yBaHHS JIFOASM IIOXMJIOTO BiKY, OKpIM, BCTaHOBJIEHOTO
BpaxyBaHHs (YHKIIT HAPOK.

Chocio e6edeHHA
JleBodokcauun 250 mr TabneTku ci1ijt KOBTaTH LUTMMH 3 JOCTATHLOO KUTBKICTIO PiTHHH.
Tabnerkn MoXxHa MpUEMATH HE3AIEIKHO B DKi. (IMB. Takok po3in 4.5).

4.3 IIporunnoxkazauus

JIesodnoxcanun 250 mr TabneTku npoTumokasanmii:

- ¥ NAL€HTIB 3 TNCPYyTIHBICTIO 10 JeBoGIOKCANMHY, IHIIMX XiHOMOHIB a60 10 6YIb-sIKHX
JOTIOMIKHWX PEYORWH, TIO TiepesTiyeHo B 6.1

- Y XBOPHX Ha eIUIENCIIo

- y TalieHTIB i3 3aXBOPIOBaHHAMH CYXOXKHIIL B aHaMHe3l, MOB'SI3aHAMH 3 BBCICHHSIM
(hTOpPXIHOIOHY

- Y JKIHOK, 1110 T'OJYIOTh MPYIIO.

4.4 Cneuianbui 3acTepekeHHs Ta cHeMiaJbHi 32100 KHI 32aX0/1H 17151 BUKOPHCTAHHSI

Tenounim ma po3pusu cyxoxciio
Piko MOXyTh TpamIsSTHCS BHIOAIKH TEHIHHITY, IO MOXE NPHU3BECTH JIO PO3PUBY
cyxoxuuid. HalfuacTime 1ie cTocyeThes axiJIIOBOro CyX0oKMIUIA. TeHIHHIT MOKe BUHHKATH B
Oynp-sikuil 9ac Tepamii, a TakoX 4epe3 KiTbKa MICSIIB MPUIMHEHHA IPHIIOMY JTiKyBaHHS.
Pusuk TeHIMHITY Ta pPO3pHBY CYXOKHIUIS 30INBIIYETHCS Yy NAUIEHTIB JHTHBOTO BiKy, Yy
NANIEHTIB, sIKi OTPHMYIOTh mpemapar y mo3zax 1000 mr ma noOy, Ta y NamieHTiB, fKi
IPHAMAIOTH KOPTHKOCTEPOinn. JIiis mamieHTiB JITHBOTO BIKY CIiJl KOPHI'YBaTH J000BY 7103y
Ipernapary 3aIeKHO Bill KIIpeHCYy KpeaTHHiHy (muB. posain 4.2). Heobximme peTenbHe
CIIOCTEPEIKCHHS 38 TAKHMH Malli€HTaMu, 1110 npuitmarots JleBoduokcanmun 250 mr TadbneTkH.
[MTamieaTaM ciifi MPOKOHCYNBTYBATHCSA 3 JIKApeM, SAKIIO Y HHX 3 SBHJIHCA CHMIITOMH
TeHAuHITY. [Ipy migo3pi na Tenpunit Tepamito JleBodmokcanun 250 mr Tabnerku noTpiGHO
HeraiHO TMPHIAHHTH Ta pO3MOYaTH HAIEKHE JIKYBaHHA (Hampukia] 3a0e3neunTH
IMMOOLTI3aIiI0 CYXOKHUILIA) IS YPAKEHOTO CYXOKUIUIA (IUB. po3aimy 4.3 1a 4.8).

3axeoprosanns, euxnuxani Clostridium difficile
Hiapes, 0co6mMBO y TSKKHX BHIIAJIKax, MEPCHCTYIOYA Ta/4M reMoparidHa, Mij 9ac 4 Iicis
JiKyBaHHS  mpenapatoM  JlepoduiokcammuH,  Moxe  OyTH  CHMITOMOM  XBOpPOOH,
Bukukanoi Clostridium difficile, HalibinbIm TsHKKOI (GOPMOIO SIKOT € MeeBIOMeMOPaHO3HHIT
KOJIT. SIKIO BUHMKAIOTh TiI03PH Ha NCEBIOMEMOPAHO3HHIT KOJIIT, CIil HeraifHO TPHITHHUTH
3acTocyBaHHs npernapary Jlesouiokcauh, a mamieHram ciij 6e3 3aTPUMKH 3aCTOCOBYBATH
IIATPUMYBAIBHI 3ac00H i, KO MOTPibHO, crienudidny Tepamnito (HANPHKIAM, TepOpPaIbHHii
IPUHAOM BaHKOMIlMHY). 3ac00H, IO IPHTHIYyIOTh MOTOPHKY KHIIEYHHKY, TPOTHIIOKA3aHi y
LiH KTIHIYHIH cHTyauii.

Hayienmu, cxunvri 00 cyoom
Jlerodnokcanun NpOTHIIOKA3aHMI TTAIIEHTAM 3 eNUIENCicl0 B aHaMHe31 (IHB. po3aiLA4-3) Tk
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1 iHLI XIHOJIOHH, IPENapaT CJIill 3aCTOCOBYBATH 3 HA3BHYANHOIO 06EPEKHICTIO NalieHTaM,
CXMJIBHUM JIO CYJIOM, TAKHM SIK ITALI€HTH 3 YPOKEHHAMH IEHTPAILHOT HEPBOBOT CHCTEMH, TP
oJiHoYacHIii Tepanii penbydenom ta mogiGHEME 10 HBOIO HECTEPOITHIMH MPOTH3ANATEHUMH
JIKapCBKMMU 3ac00aMM 4YM JTKaMHM, IO NiABUILYIOTH CYIOMHY TOTOBHICTH (3HMIKYIOTB
CYNOMHHUI1 10PIT), TaKuMH K Teodimin (auB. posain 4.5). Y pasi moseu cymom MKyBaHHs
JleBodmoxcatnHOM CI1ijl IPHITHHHUTH.

Hayienmu 3 nedocmamuicmio znioxo3o-6-gpocamoeziopozenasu

[lanieHT™M 3 JIATEHTHUMH YH  HASBHUMH nedekTaMH  aKTHBHOCTI  TUIIOK030-6-
docdarnerinporenazi MOKyTb OYTH CXHIBHHMH 10 TeMOJITHUHHX peakiiii mpu JiKyBaHHI
aHTHOAKTEepialbHUMH  3aC00aMH DY XiHOIOHIB, TOMY nesodokcanuH  iM ¢t
3aCTOCOBYBAaTH 3 00EPEIKHICTIO.

Hayienmu 3 nupxogor nedocmamuicmro

Ockinbku  1eBOGIIOKCAHH BUBOMTHCS MEPEBAXKHO HHPKAMH, noTpidHa KOpekiis 03U
JleBoiioxcanun 250 mr Tabneku it XBopuX i3 MOCHabIeHOK (yHKIiE HHPOK (ZIUB.
po3ain 4.2).

Pearyii cinepuymaueocmi

JleBoioKcaME MOXC 4ac BiJ 4acy BHKIMKATH CEpHO3HI NOTEHLIHHO JeTaibHi peaxiii
MIZABHINEHOT TYTITHBOCTI (HANMPWKNIA/T, aHTIOHERPOTHYHHMIL HaOpAK ax 20 aHadiTakTHYHOTO
IOKY) MIC/Is 3aCTOCYBAHHA NOYATKOBOI 103K (JB. po3ain 4.8). V mpomy BHITQJIKY IAIliCHTaM
CJIiJ IPHITHHUTH JIIKYBaHHs HEraiHo.

Baoicki 6ynvosni peaxyii

IIpu 3actocypanni JIeBoioKcaiHy MOBIMOMIATOCH NPO BHHUKHEHHS BAXKKHX Oynbo3Hux
peakuiif, TakuX sK cuHApoM CTiBeHca-J[)KOHCOHA ab0 TOKCHYHMIL emiiepMansHuii
HEKponi3 (mB. po3fin 4.8). IIpu BUHHMKHEHHI OyAb-SKMX peaxuiii 3 Ooky mKipu Ta/abo
CIH30BHX 000JIOHOK CJIiJI HEraifHO 3BEPHYTHCS JIO JTiKaps.

Hucenikemis

Ak 1 npu 3acTocyBamHi ycix XiHOJNOHIB, MOBIIOMIATIOCHS NMPO BHNAZKH 3MiH 3 00Ky piBHs
TTIFOKO3W B KPOBI, cepel SKUX OYyJIH BHIAIKH TiMOITiKeMil, TaK i BUMNAIKH rinepriikemii, mo
CIIOCTEPIraucs, K NPaBUIIO, Y TMAI€HTIB 3 IYKPOBHM aiaGeToM, sKi OTPHMYBAIH CYIIYTHIO
TEpaIilo NEPOPATLHHM IYKPO3HHKYBAJIBHEM IPENapaToM (Hanpukaaz, raibeHKIaMizom)
abo ixcymiHoM. [loBimOMIATOCS MPO BHMAAKH Timoriikemiunoi komu.Y mHamieHTiB 3
IYKPOBHM JIia0ETOM PEKOMEHIYEThCA PETENbHO KOHTPOJIOBATH PIiBEHb I[JIIOKO3H B KpPOBI
(muB. posnin 4.8).

IIpoginaxmuxa gpomocencubinizayii

Xoua QoroceHcubinizanis BUHHKAE Ty)Ke PiIKO MPH IPUHOMI 1eBO(IIOKCAMHY, 3 METOO il
YHHKHEHHS [IAIICHTaM He PEKOMEHIYEThCst 63 0co0IMBOI OTPeOH MiaBaTues il CHIBHIEX
COHSYHHX IPOMEHIB YM IITYYHOIO YJIbTPadioneToBoro BUIPOMIHIOBAHHS (HAIIDHKIA, JTAMITH
WITYYHOTO  yNbTPaioNETOBOTO  BHIPOMIHIOBAHHS,  CONApii), mo6  3amobirTu
(oTocencubimizariii. '

[layicumu, sxi ompumyroms anmazonicmu eimaminy K

Ockinbkn MoXIHMBE 30LIBIICHHS IIOKA3HMKIB KOATY/IAIIHHHX TECTIB (ITY/mixuaponne
HOpMallizaliiiHe CHiBBiHOINEHHs) 1/a60 KpoBOTeYa Yy TAIU€HTIB, sKi IpUHMAIOTh
JleBodokcaumn y moemmanni 3 aHTaromicrom BiTaminy K (mampukian BapdapunoM),
MOKa3HHKH KOAryJIAmifHUX TECTiB CJiJ KOHTPONIOBATH, SKIIO Iii TMKapehki  3acobn
3aCTOCOBYIOTh OJHOYACHO (IUB. po3ia 4.5).

Hcuxomuuni peaxyii

[oBinomusinocs mpo meuXoTHYHI peakuii y naumieHTis, ski IpHitMaroTs XiHoTiH, BKJIIOYAKOYH
neBoduokcauut. ¥ ayske piIKiCHHX BHIAJKaX BOHH POTPECyBAIH 10 cyiuu,uanbﬂgagﬁijfﬁd 3
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Ta CaMOAECTPYKTHBHOL [MOBEeIIHKH, 1HO1 JINIIE Tics IpUHOMY €JTHHOT
no3u nepodoxcanuny (muB. posain 4.8). ¥V Bumanky, Km0 y Dalli€HTa BHHUKAIOTH IIi
peakuii, npuiioMm jeBoqUIOKCAIIMHY CIiJI NPUMHHUTH Ta BIATHCA IO BiIAMOBITHHUX 3axOJIiB.
Pexomenjyerbess 3 ODEpPEXHICTIO  3aCTOCOBYBAaTH  JIeBO(UIOKCALMH IALlEHTaM i3
TICHXOTHYHHUMH pO3iajiaMu ab0 marieHTaMm 13 TICHXIYHEMHU 3aXBOPIOBAHHAMH B aHaMHes1.
Hooosoucenns inmepeany QT

Cmipg 3 0OEpekHICTIO CTaBUTHCA JIO 3aCTOCYBaHHsS  (PTOPXIHOJIOHIB, BKIIOYAKYH
neBodIOKCAIMH, MaieHTaM 3 (akTopaMu pU3HKY 1O10BKeHHs iHTepBaty QT, Takumu sk:

— BPOJUKEHHI CHHAPOM NoI0BKeHHs iHTepBany QT;

— CYIIyTHE 3aCTOCYBaHHs JIIKAPCHKHX 3ac00iB, BIIOMHX CBOEIO 3/ATHICTIO IOIOBXKYBATH
igtepan QT (mampukmang npormapuTMivHMX 3acobiB kiacy IA Tta I, TpuuukmigHHx
aHTHJICTIPECAHTIB, MAKPOJTI/IIB);

— HECKOPHUTOBaHMH eNEeKTPOMITHHH quchanane (HarpUKIIa)l rinokamreMis, rimroMarsiemMis);

— JITHIM BIK HAIl€HTA;

— XBopoOa ceplid (HalpHKIIaz cepleBa HeOCTaTHICTE, IHQapKT MioKapaa, Opaxukapiis).
[TamicnTH MITHLOTO BIKY Ta JKIIKH MOXKYTH OYTH OiNBII YyTIHBHMH IO JIKAPCHKHUX 3ac00iB,
o0 MoAoBXKYIOTE iHTepBat QT. V 3B’S3Ky 3 UM HE0OXiJHO 3 00EPEeKHICTIO 3aCTOCORYBATH
()TOpX1HOJIOHH, BKIIIOUAIOYH JIEBO(IIOKCAMH, NALIEHTaM [HX IPYIL.

IHepughepuuna netiponamis

[ToBinoMIIsuIOCS IPO BUIIAJIKH CEHCOPHOI a0 ceHcoMoTopHOI nepudepruHoi Helpomarii, ska
MOX€E IIBHJKO HACTaBaTH,y MAII€HTIB, AKI NnpuiMamu (TOPXIHONOHH, SKI MOXYTH OyTH
IIBHJKUMH B cBoeMy mnouatky. [Ipuiiom JleBodmokcanmuny 250 mr Tabnerkwm, moxxHa
NPOJOBXKYBAaTH TOMi, KOJHM KOPHCTh MEPEBAXAE PH3UKH IM0J0 HE3BOPOTHHX 3MiH B
HEBpOIIATIi.

Iayienmu 3 myasthenia gravis

JleBodmokcanMi Ciil 3aCTOCOBYBATH 3 OOCpEIKHICTIO MAllieHTaM 3 myasthenia gravis 4depes
CHMIITOMH, IIIO MOXYTh IOCHIIOBATHCEH. PTOPXIHONOHH, BKJIIOYAOYH JIEBOIOKCALHH, MAIOTh
e(eKT HepBOBO-M s30BOI OJIOKaaH Ta MOXYTh IOCHIIOBATH M’A30BY CIAOKICTH Y MAI[i€HTIB
3 myasthenia gravis. ¥ micnspeectpauiiiHoMy mepiofi cepiio3Hi mobiuHi peakiil, BKIFOYAI0YH
JeTanbHI BUMAIKH Ta CTaHH, 110 MOTpeOyBamH 3aX0iB 3 MIATPHUMKH JUXaHHA OYJIH NOB’sA3aHi
13 3acTocyBaHHAM (TOPXIHOJIOHIB y MaIli€HTIB 3 myasthenia gravis.

I'enamobiniapui nopyuieus

[Ipu 3actocyBanui neBoduoKcanuHy (TEPeBaXKHO Y MAIEHTIB 3 THKKHMH OCHOBHHUMH
3aXBOPIOBaHHAMH, HAIPHUKJIAM, CEIICHCOM) ITOBIIOMJIAIIOCA TIPO BHIAAKH HEKPO3Y MEUiHKH kK
JI0 Ie9iHKOBOI HENOCTaTHOCTI 3 JIeTaJIbHUM HaciiakoM (muB. posmin 4.8). ITaniedram cotin
PEKOMEHIyBaTU HPUIHMHUTH JTIKYBaHHS Ta 3BEPHYTHCS JIO JIIKaps, SKINO BHHHKAIOTL TaKi
IIPOSBH Ta CHMIITOMH XBOPOOHM IEYIHKH SIK aHOPEKCis, JKOBTAHHILSL, TEMHA ceda, cBepOik abo
0ol y AUISIHII XKHBOTA.

Iopyutenns 3opy

SIkio BUHMKaKOTh Oy/1b-K1 OPYIIEHHA 30py abo moOivHi peakii 3 00Ky oprasiB 30py, CIIiI
HEraiHo 3BepHyTHCS 10 odTansMonora (quB.po3aimm 4.7 Ta 4.8).

Cynepinghexyis

3acTocyBaHHs J1eBOQUIOKCALIMHY, OCOOIMBO TpHBajle, MOXKE IPHU3BOJUTH 10 HAIMIpPHOTO
pPOCTY HEUyTIHBHX (PE3HCTEHTHHX) IO Iperapary MiKpoopraHi3miB. SIkmio Ha Tii Tepamii
PO3BUBAETECH cynepiHdeKiis, HeoOXiTHO 3aCTOCYBATH HANCKHI 3aX0/IH.

Bnnue na pesynemamu nabopamopnux 0ocaiodxcens

Y nauieHTiB, SKi OTPUMYBaJIX JIeBO(IOKCAIIMH, BU3HAYCHHS OMIaTiB y ceui Mox«:eﬂaTH XHGHO—
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NO3UTHBHKEA pe3y/bTaT. Moyke BUHHKHYTH HEOOXIZHICTE MiATBEPANTH MMO3UTHBHI PE3YIILTATH
Ha OIiaTH, OTPUMaHi IIPH CKPHHIHTOBOMY TECTI, 3a JONOMOTOI0 OIbII crerudiyHuX METOIIB.
JleBodmokcanun Moxe NpHrHidyBaTH pict Mycobacterium tuberculosisi y 3B’S3Ky 3 1M
NPU3BOMUTH 10 XHOHO-HETaTUBHHMX pe3ylbTaTiB npu OakrTepionoriumiii jgiarHocTHIi
TyOepKyIIb03Yy.

Ilediampuyuna nonynsayis

Yepe3 HeCHpUATIMBHI BIUIMB Ha XPSINi y HENOBHONITHIX TBApMH (OMB. po3min 5.3) Ta
0OMeKeHy NOKyMEHTALi0 100 Ge3meKH Ta BiANOBiAHI KOPUIYBaHHS 103H, JIEBO(IOKCAIHH
CIJI 3aCTOCOBYBATH JiMlle B JiTeil Ta miwnTkiB 3 imdexmicro M. Tuberculosis, sixmo
BBXKAETHCH, 110 KOPHCTH NIEPEBUINYE PH3HK 1 ATbTCPHATUB JUIS JIIKYBaHHS HEMaE.

4.5 Bsaemogis 3 iHIIMMH JIKapCLKHUMH 32c00aMH Ta iHINI BHAM B3acMOTii.

Coui 3ami3a, cosi OHHKY, aHTAIH/IH, 0 MICTATH Mardii abo amoMiHill, THaHO3HH.
BemokTyBanHs  neBo¢IOKcamMHy 3HAYHO 3HIKYCTHCH IPH 3aCTOCYBAHHI CoJlell 3auisa,
MarHii- abo amoMiHieBMX aHTanMOIB abo AMAAHO3HMHY (i€ CTOCYEThCS IIHINE JIKAPCHKUX
Gopm munamosuny 3 amoMiHiii- abo MarHifiBMicHHME GydepHIME 3ac06aMH) OHOYACHO i3
npenapatoM Jlesopuokcanun 250 mr Tabnetku. OxHovyacHe 3acTocyBaHus (TOPXiHOIOHIB Ta
MyJLTHBITAMIHHHX ~IpemapariB, IO MICTATh LHHK, 3HHKYe iXx abcopbuito micis
IIepOpanbHOro IpuiioMy. PexoMenayeThes He 3acTOCOBYBATH IIpemaparH, sKi MiCTATh
JIBOBANICHTHI YM TPHBAIEHTHi KaTiOHH, Taki sK coNi 3amiza, conmi IMHKY, MarHiii- a6o
aToMiHifBMICHI aHTamuaM a0 MIAHO3MH (L€ CTOCYEThCS IIMINE JHKAPCHKHX (opM
NMIaHO3MHY 3 aMOMiHii- a60 MarHiliBMicHEMH Gydepuumu 3acobaMu), IPOTAroM 2 TOIHH 10
abo micas npuiiomy npenapaty Jlesopnokcamun 250 mr TabneTku.

Cyxpansgham

biogoctynnicts JleBookcanusy 3HaYHO 3MEHIIYETHCSA NPH OJHOYACHOMY 3aCTOCYBAHHI 3
cykpanbparom. fkmo namieHTOBi HeoOXigHO oTpEMyBaTH K cykpambdar, Tak i
Jleodokcanmn, kpame npuitMaTH cykpanbgar depe3 2 TOMMHHM ICHs NPHAOMY TabIeTOK
Jlepodnokcamun 250 mr TabreTky.

Teoghinin

Y KIIHIYHOMY JoCITiKeHH] (apMaKOKIHETHYHOI B3aeMojii JieBodaokcamuny 3 TeodiiHOM
He Oyno BussieHo. I[IpoTe MOXIHMBE CYTTEBe 3HIDKEHHS CYyJOMHOTO TOPOTY IIpH
OTHOYACHOMY 3aCTOCYBaHHI XiHOJOHIB 3 T€O(iiHOM.

HIT3IT

OxmoyacHe 3aCTOCYBaHHS 3 HECTEPOITHMMH IPOTH3ANATLHAME npenaparamu (HIT3IT) Moxe
[IJIBUIIMTH PU3HK BHHHKHEHHS TOKCHYHOCTI JUISL IEHTPAILHOI HEPBOBOI CHCTEMH, 1HOII
OB'SI38HOI 3 BUKOPUCTaHHAM (ropxiHonony. HaifqacTiine nosizoMsiocs mpo B3aeMoIio 3
eHoKcauHOM. lle MoXe BUHHMKATH 1 3 IHIDHMH (TOPXIHONIOHAMH, alle € MaJo IiJATBEPIKECHb.
llanienTn 3 cyoMaMu B aHaMHeE31 MOXYTh MaTH OUTbIIMI PH3HUK. (IUB. TAKOXK po3xin 4.4.)
Konuenrpauii neBodokcanuny Oymu npubmiasso Ha 13% 6inbimi y npucytHocTi dpendydeny,
HIK KOJIM BBOJSTECS OO IHHIII.

IIpobeneyuo i yumemuoun

ITpoGenennn Ta UHUMETHAMH CTATUCTHYHO [JOCTOBIPHO BIUIMBAIOTH HA BUBEIEHHS
neso(iokcanudy. Hupkosuit  KmipeHc — 1eBOIOKCALMHY —3HIXKYETBCS y  HPHCYTHOCTI
IUMEeTHIUHY Ha 24 % Ta mpobGeneunay Ha 34 %. Lle Tomy, mo oOuaBa mpenapaTu 3aaTHi
OnokyBaTn KaHATbLEBY cereuifo neBOthOKcauHHy Opnak npu j1o3ax, ki BHHpOﬁOBYBaJIHCSI
Y XOJi JIOCNI/UKECHHS, HE € BipOTiIHUM, 100 CTATHCTHYHO 3HAYyIli KiHeTHYH] Bl,L[MlHH()CTl
MaJlH KJiHiYHY 3Ha9uMicTh. Chijl 3 00epekHICTIO CTABUTHCS JI0 OJHOYACHOTO anngMy y
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1eBOQIIOKCAIMHY 3 JIKAPCBKHMH 3ac00aMH, IO BIUIMBAIOTh HA KaHANBLEBY CEKPELIo,
TAKUMH AK TPOOEHEIH/T Ta IMMETHINH, 0COOIHBO Y MALIEHTIB 3 HUPKOBOIO HEJIOCTATHICTIO.
Luxnocnopun

INepioy HaniBBHBEICHHS THUKIOCIOPUHY 30UIbIIy€eThCs Ha 33 % npH ogHOYacHOMY HpHioMi 3
JIeBOIIOKCALIMHOM.

Anumazonicmu eimaminy K

Ilpu oxmouacHOMy 3actocyBaHHi 3 aHraromicramu Bitaminy K (manpuknana, Bapdapunom)
TIOBIIOMJIAIIOCS TIPO I ABHINEHHS Koarysaiiaux TectiB (ITY/MikxHapoHe HOpMaTi3amiiine
CIBBIHOIIEHHS) Ta/abo KpoBoTedi, sKi MOXKYTE OyTH BHPOKEHHMH. 3Ba)XKalO4H Ha Le, ¥
NAIIEHTIB, SKI OTPHUMYIOTh MapatebHo anTaronictu Bitaminy K, HeoOxinHo 3naiiicHIOBaTH
KOHTPOJIb IIOKA3HUKIB KoaryJsiii (IuB. po3uit 4.4).

Jixapcweki 3acobu, wo nodoeacyiome inmepean QT

JleBonokcanus, sk 1 inm GTOPXiHOMOHHM, CIiJ 3aCTOCOBYBATH 3 00EPEKHICTIO Nalli€HTaM,
AKi OTPHMYIOTH JIKapchKi 3aco0H BiIOMI CBOEK 3JATHICTIO MOJOBXKyBaTH iHTepBan QT
(HanpuKiIam, OpoTHapuTMiuHi 3acobm ximacy I[A Tta III, TpHUHKIIYHI aHTHENPECAHTH,
MAKpOJITH Ta aHTUIICHXOTHYHI JiKapchki 3aco0m) (uB. po3ain 4.4 («IlomoxeHHs iHTEpBaIY
QT»)).

Jixapceki 3acobu, o nepebyéaromo y HUPKOBO-KAHATbYEEIU ceKkpeyil

Ilpu npuiiMadHi BHCOKHX JI03 XIHOIIOHIB TPH OJHOYACHOMY 3aCTOCYBaHHI 3 IHIIMMH
NiKapChKUMHU 3acobaMu, sKi MiITarOThCs HUPKOBIN KaHanblEBill cexpemii (HampHKIa,
npobeHenu I, TUMETHINH, QPy3eMiJl Ta METOTpeKcaT), MOKIIMBE HOPYNIEHHs BUBEIEHHS Ta
ITiJIBHINEHHS PIBHS B CHPOBATII KPOBI.

4.6 @epTHILHICTH, BATITHICTH Ta FOAYBAHHA I'PYANIO.

Kinku 0imopoonozo 6iky

Heo6xiHO YHHKATH BariTHOCTI y JKiHOK, SIKI OTPHMYBAJIH JIIKYyBaHHs JI€BO(IOKCALHHOM.
Coip mpuiiMaTH aieKBaTHI MPOTU3AILTIAHI 3aX0/IH.

Bazimuicmo

Jlani 1moa0 3acTocyBaHHS JEBO(IOKCAIMHY Yy BariTHHX € oOMexxeHHMMH. J[OCiiKeHHs Ha
TBApMHAX HE BKa3ylOTh Ha MPAMI YH HENpsMi IIKITHBI e(eKTH IIOJ0 PENpoxyKTHBHOI
TOKCHYHOCTI (IUB. po3zin 5.3).

Yepe3 BIACYTHICTH JOCHIKeHb Ha JHOAAX Ta MOXIMBE YIIKO/DKEHHS XIHOJOHAMH
cyrnoboBoro xpsma B oprasizmi, skuii pocte, JleBoduokcanmu ciiji 3acTOCOBYBaTH y
BariTHHUX, SKIIO TOTEHIIHHA KOPHCTh MepeBakac PH3UKH, a0 BIJACYTHS ajlbTEPHATHBA
JKYBaHHSL.

I'pyone euzooosysanns

JleBodiokcany NpPOTHIIOKA3aHMi JKiHKaM, SKi romyioTh rpyamo. Hemocrarapo iHdopmanii
PO BHBEJEHHS JIEBOQUIOKCAIIMHY B MOJIOKO JIIOAMHH; OAHAK iHMI (TOPXiHOJIOHH
BUIUISIOTECS 3 TPYAHAM MOJIOKOM.

3a BiACYTHOCTI HaHHUX Yy IIOJHHH Ta EKCIHEPHMEHTAIBHHX JaHHX, IO JO3BOJIAIOTH
CTBEP/UKYBATH PO PHU3UK  YIIKOMKEHHA CyrmoboBoro xpsma  (TopxiHOJIOHAMH,
Jlepogokcarmu 250 mr TaOmeTku He CIil 3aCTOCOBYBATH JKIHKaM, sIKI TOAYIOTH IDYIULO
(muB. po3zin 5.3).

DepmunbHicmb

JleBoGIoKCcaMH HE CIPHYHHAB MOTipIIeHHs (epTHIBHOCTI Ta PENPOAYKTHBHHUX IOKAa3HUKIB

y ILIypiB.
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4.7 3parTHicTh BILIMBATH HA HIBH/AKICTEH peakuil NPH KepyBaHHI AaBTOTPAHCIOPTOM a0
IHINHMH MeXaHi3MaMH.

He Oyno nposejieHO JOCHKEHb OO BIUMBY JleBoduiokcallMHy Ha 31aTHICTH KepyBaTH
ABTOTPAHCIIOPTOM ab0 1HIIHMH MeXaHi3MaMHu.

Jesaxi mobiuni peaxuil (HanpuKIam, 3a1aMoOpOUEHH/BEPTHIO, COHIHBICTD, MOPYLIEHHS 30DPY)
MOJKYTh IIOPYLIYBATH 31aTHICTD MALIEHTA A0 KOHLUEHTpALl yBard 1 MBHIKICTh HOro peakuii 1,
TAKMM YHHOM, 3YMOBJIIOBATH HiJIBUINEHUH PH3UK y THX CHTYyalifiX, KOJIH Ii SIKOCTI MalOTh
0coONMUBO BelWKe 3HAYeHHS (HANpPHKIAL, [pPH YIpaBliHHI aBToMoOieM abo poboTi 3
MeXaHi3MaMH).

4.8 TloGiuHi peakuii
IToGiuni peakiii, sk MIHIMYM [10B’s13aHi 3 JliKyBaHHSM JIeBoQUIOKCAIMHOM, OIIMCAHO HIKYE 38
CHCTEMaMH TiJla, KJacoM OprasiB Ta 4acToTor. OIIHKHM 4YacTOTH 4YacTo He 0a3yloThes Ha
PaHIOMI30BaHUX MOCIIDKCHHSX BIAMOBIZHOTO po3Mipy, a Ha OMYOJIIKOBaHHX IaHHX,
OTPUMAaHMX II1JI YaC BUKOPHCTAHHS ITiCIIA 3aTBEP/UKCHHS. IHOAI JaHi Mpo 4acToTy HE MOKHA
HaBoJUTH. YacToTy MOKHa HajatH sAk: ayxe gacto (=1/10), sacto (>1/100, <1/10), HewacTo
(>1/1000, <1/100), piako (=1/10000, <1/1000), ayxe piako (<1/10000), neigomo (He Moxe
OyTH OI[HEHO 3a HASBHUMH [AHUMH). 3BEpHITH YBary, LI0 YacTOTH CTOCYIOTHCS
KOPOTKO4acHHUX Tepaniit (<1 micsis).

Ingpexyii ma insaszii

Hewacro: miko3u (ta mnpomidepaiis IHIIMX PE3UCTCHTHUX MIKPOOPraHi3MiB HOPMaIbHOL
dutopn).

3 boky cucmemu kpogi ma nimMpamuyroi cucmemu

HeyacTo: nefikoneHist, €03uHODITIS.

Pinxo: TpombonuTonenis, HeliTponeHis.

HegigoMo: mannuToneHisA, TeMOMITHYHA aHEMIs, arpaHyJIOIHTO3.

3 boky imynHOI cucmemu

Jyxe piako: peakuii rinep4yTIMBOCTI, BKIIOYAKOYU aHTIOHEBPOTHYHHUHA HAOPSK (IHUB. pO3JiT
4.4) AnadinakTHyHi Ta aHaUIAKTOIAHI peakuii, sSKI MOXKYTh iHOAI BHHHUKATH HAaBITH ITICIIA
TIEepIIol T03H.

3 boxy memabonizmy ma xap4yeanns

HeBinomo: aHOpeKcis.

Pinko: rinormikemisi, 0coOJIMBO Yy MaIli€HTIB, XBOpHX Ha Aiader (auB. po3mait 4.4).

Hesinomo: rinepriiikeMis, rinorjiikeMiyda koma (quB. po3jiii 4.4).

3 boky ncuxiku

Yacro: 6e3coHHs.

Hewacro: TpuBOra, CIIyTaHICTL CB1JIOMOCTI, HEPBO3HICT.

Piiko: NCHUXOTHYHI po3iaaM (HanmpuKiIajd, TaJloUdHalll, IapaHos), AETpecis, CIUIYTaHiCTh
CBiJOMOCTI, TPHBOXKHICTh, 2XKUTAIlisd, 3aHETIOKOEHHS.

HeBimomo: mNCHXOTHYHI peakmii i3 CcaMOJCCTPYKTHBHOIO TIOBEIIHKOIO, BKJIIOYAIOYH
cyllMIaNIBHy CIPSIMOBAHICTh MUCICHHS YM Jiif (AUB. po3ain 4.4).

3 60Ky Hepeoeoi cucmemu

YacTo: 3amaMopoYeHHsl, TOJIOBHHIT OLIIb.

HeuacTto: connuBicTs, TpEMOp, IHCIEB3is.

Pinko: cynomu, napecresii.

Hesigomo: mnepudepuyna ceHcopHa abo CEHCOMOTOpHA Heiponaris, JIMCKiHe3isd,
eKCTpamipaMmiJiHl  po3jlaau, JUCreB3is, BKIIIOYAIOYH areMys3iio, MNapocMik, BKIIOYAIOUH
aHOCMIIO, CHHKOIIE, TOOPOSKICHY BHYTPIIIHBOYEPEIHY TIIePTEeH3110.
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3 boxy opzanis 30py

Pizko: 30poBi IOPYIIEHHS.

Hesimomo: THMYacoBa BTpaTa 30py.

IHopywenns 3 60Ky opeanie cayxy ma 6eCmubyIapHi ROPYULeHs

Heuacro: BepTHro.

Pigko: my™m y Byxax.

HeBioMO: NOpYLIEHHS CIyXY, 3HHKEHHS CITyXY.

3 boky cepyeso-cyounHoi cucmemu

Pinko: Taxikapmist, BIIUYTTs cepreOuTTs.

HesizoMo: mIyHOYKOBA TaxiKapis, sika MOKe IPU3BECTH 0 3YIHHKH CEepls, UUTYHYYKOBa
apuTMid Ta noJiMopdHa NIIYHOYKOBA Taxikapais THILY torsade de pointes (mepeBaxHo y
HaIieHTiB 3 GakTopoM pu3HKy nojosxenns intepsamy QT), mogorxenns intepsany QT nHa
enekTpokapaiorpami (uB. po3aum 4.4 ta 4.9).

Cyounni pozraou

PiaKo: rinoToHis.

3 boky ouxanvHoi cucmemu

Pigxo: 3aaumka, OpOHXOCIA3M.

Iyxe pinko: ajJepriyaui MHEBMOHIT.

3 boky mpaenozo mpaxmy

Yacro: miapes, Hy10Ta, OJIIOBaHHS.

HeuacTo: Gib y )KHUBOTI, JHUCIIENCisl, METCOPH3M, 3aTIOPH.

Hepimomo: remopariysa jiapes, IO MOXKE CBIJUHTH TIPO €HTEPOKOJIT, BKIKOYaK4H
nceBIoMeMOpaHo3HMil KOMIT (MB. po3/in 4.4), MaHKPeaTHT.

3 6oky 2enamobiniapnoi cucmemu

Yacro: mimBHINEHHSA MoKasHHKIB mneuinkoBux eH3uMiB (AJIT/ACT, nyxnoi docdarasn,
I'TTIT).

Heuacro: minBuinenss 6inipyOiny.

HeBizioMO: JKOBTAHHIIS, TSHKKE YPaXKeHHS MEYiHKH, BKIIFOYAIOYH BHIIAKH FOCTPOI IMEYiHKOBOL
HepocratHOCTI  (IHOMI JleTanbHi), IEPEBaXKHO Yy TMAIUEHTIB 3 TOHKKUMH OCHOBHHMH
3aXBOPIOBaHHAMU (IUB. po3ain 4.4), renarturt.

3 boky kicmro60-m 'A30601 cucmemu ma CHOLYYHOT MKAHUHU!

HewuacTo: apTpanris, Miaibris.

Pigko: ypaxkeHHS CyXoXuiab (amB. po3ain 4.4), y TOMY 4HCil IX TEHIUHIT (HalpHKIaL,
axiJIJIOBOTO CYXO0JXKHJUIA), M’ A30Ba CIa0KICTh (siKa MOXkKe MaTH 0coOIMBE 3HAYCHHS JUIS XBOPHX
Ha TSOKKY myasthenia gravis).

Heginomo: pabaomionis, po3puB cyXOXmmwis (auB. posfin 4.4), (Moxe BHHHKHYTH Lei
HeOaxkanuii edexkt mnpoTsroM 48 roaMH Ticns [ovyaTKy JIKyBaHHS 1 Moxe OyrTu
JIBOCTOPOHHIM) PO3PHB 3B’ 430K, PO3PUB M’S31B, apTPHUT.

3 boky Hupox ma cevo8ugioHoi cucmemu

HeuacTo: miaBuUIIEH] MOKa3HHKH KPeaTHHIHY B CHPOBATLI KPOBI.

Jly’Ke PiZKO: TOCTPa HUPKOBA HEAOCTATHICTD (BHACTIIOK iHTEPCTHIIIAMBHOTO HePUTY).
3azanvni poznadu:

Heuacmo: actenis.

Jlyxe pijko: mipexcis.

Heginomo: 611k (BK/IFOYA0YH OLTE Y CIIHHI, TPYASX Ta KiHIlIBKaX).

Inmi noGivyni peakiii, noB’s3aHi i3 3aCTOCYBaHHI IHIIMX (TOPXIHOJOHIB, MOXKIMBI Hamaau
nopdipil y namieHTiB 3 HasiBHICTIO opdipii.

£

C;’cra’ﬁm\ 19313



JleBonokcarmu 250 Mr Tabnerku WHOPAR wuactuna 4 Keitens 2014
(Mixkpo Ja6c JItx), TB237 Pozain 7 onosneno: Jirotuit 2020

4.9 IlepenosyBanusn

3riIHO 3 JOCHIUKCHHSIMH TOKCHYHOCTI Ha TBapuHax abo KIiHIYHHMH (apMakoIoridHuMu
JIOCIIJKEHHSIMH, IIPOBEICHUMH 13 HAJTEPANECBTHYHUMH JI0O3aMH, HAHOUIBII BaXKIIUBI O3HAKH
CIILA OYIKYBaTH Hicisl roctporo nepexosyBanus ansg Jlesodnokcarmu 250 mr Tabnerkn - ne
CHMIITOMH IIEHTPAILHOI HEPBOBOI CUCTEMH, TaKl K CIUIYTaHICTh CBIIOMOCTI, 3aIlaMOpPOYEHHS,
NOPYIIEHHS CBIZIOMOCTI Ta CyZOMHI Hamaay, 30inbimyeThes inTepBan QT, a TakoXK MITYHKOBO-
KHIIKOBI peakIii, Taki K Hy10Ta Ta epo3il CIIM30BHX 000JIOHOK.

Edextu na ITHC, BkmodYaroud CIUTyTaHICTB CTaHy, CYJOMH, TalIOIMHAINIO Ta TPEeMop,
CIIOCTEpiraiucs B MICIAMapKeTHHTOBHX AOCHipKeHHAX. CrenndidHoro aHTHAOTY Hemae. Y
pasi mepeo3yBaHHS CIiJ IPOBOAMTH CHMITOMAaTHYHE JTiKyBaHHsA. HeoOXigHO mpoBOIMTH
Mmonitopuar EKI' uepe3 MosumBicts mnpojposxenHs intepsary QT.Antauumni 3acobu
MOXKYTB 3aCTOCOBYBATHCH JUIS 3aXHCTy NUIYHKOBOI ciH30BOI. ['eMoiarmi3, BKIIOYAO4u
neputoHeansHuil miamiz ta XAIUJI, He edexTuBHI M1 BUBEACHHS JTeBOGIOKCALUHY 3
Oprasismy.

5.  ®APMAKOJIOI'TYHI BJIACTHBOCTI

5.1 dapmakoMHAMIYHI BJIAaCTHBOCTI

QdapmakoTepaneBTHUHA rpyna: AHTHOAKTepiaibHi 3acCO0M NI CHCTEMHOI0 3acTOCYBAHHIL
O TOPXiHOJIOHH.

Kox ATC JOIM Al12

JleBoduiokcanMu — ne CHHTETHYHHH aHTHOaKTepianbHMiT 3aci0 i3 rpymu dropxiHononis, S-
eHaHTIOMEp paleMiyHol cyMmii JiiKkapchKoro 3aco0y odIoKcauHy.

Mexanism mil

Jlesodnokcanun Mae in vitro akTuBHicTh nipoTH M. Tuberculosis, a TakoX NPOTH HIKPOKOTO
CHEKTPY TIpaMIIO3UTHBHHX Ta TIpaMHeraTHBHUX 30yaHukiB. bakrepuimaona  mis
neBodiokcauuny mnpotd M. Tuberculosis € pesyiasratom inribysanns JIHK-ripasu,
KOJIOBaHOI reHaMH gyrA Ta gyrB.

MexoBi 3HaueHHs MiHIManbHOI iHTiIOyrouoi koHumentpamii (MIK) nesodmokcanuny s
KJITIHIYHEX 13074TIiB M . tuberculosis, 3a JaHUMH TOCITIKEHB, 3HAXO0IAThCA B Jianasoni 0,125-
0,5 mr/n. OcHOBHHH MeXaHi3M PpE3HCTEHTHOCTI € HaclHiIKOM MyTamii y remax gyr-A.
Ilepexpecna pe3HUCTEHTHICTh MK (TOPXIHOJIOHAMH BHHHKAE€ NOCHTH YacTo, ajle He €
YHIBEPCAIBLHOIO.

Kniniuna eghexmuenicmeo

Jocsig niKyBaHHA MYJIBTHPE3UCTEHTHOTO TyOepKynpo3y IeBO(IIOKCAIMHOM B paMKax
KJIIHIYHHEX BUIPOOYBaHb OOMEIKCHHIA.

5.2  ®apmakoKiHeTHYHI BJIACTHBOCTI
Abcopbyia ma 6iooocmynnicmy.
JleBodiokcanuH MpH MEPOPATLHOMY MPUIOMI MIBHJKO Ta MakiKe IMOBHICTIO BCMOKTYETBCH,
IpH IIbOMY MIKOBI KOHIIHTpalii y Ija3Mi KpOBi JOCATalOTBCS NPOTAroM | TOIMHH.
AGcomoTHa 6Gi0ZOCTYNHICTS cTaHOBUTH mpubmmsHo 100 %. Ixa wmaiike He BIHBac Ha
BCMOKTYBaHHs JieBo(okcanuny. Hemae dapmakokiHeTHUHHX naHuX 1momao JleBodokcarmn
250 mr TabneTku.

Po3znooin

IMpubnusno 30-40 % neBodokcauny 3B’ I3y€THCS 3 IPOTETHOM CHPOBATKH KPOBI.
Memabonizm

JleBodokcanus MeTaboi3y€eThCsl HE3HAYHOO MipOoI0, MeTabOJIiTaMH € JIHCMETHII-
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nepodnokcanuH 1 neBodumoxcaruH-N-okcua. Lli Merabomitét craHomisTe MeHime 5 %
KIJIBKOCTI IIpenapary, IO BHIIIAEThCS 3 cedero. JleBodrokcanuH € crepeoXiMiuno
cTaOlTPHUM Ta HE MiANArae iHBepcii XOpaibHOI CTPYKTYPH.

Buseoenns

ITicns mepopanbHOTO Ta BHYTPIIIHBOBEHHOIO BBEIACHHS JICBO(IOKCAIIMH BHBOJMTHCA 3
IIa3MH  KpOBi BiTHOCHO TOBIMBHO (TEpiof HaMiBBUBEJEHHS CTaHOBUTH 6-8 TOMH).
Bupenenns BinOyBaeThes 3a3Buyail HUpKaMH (TIoHazn 85 % BBeaeHOI 103H).

Hupxoea neoocmamuicme

Ha dapmakokineTHKy neBo(IOKCallHHY BIUIMBAE HHPKOBA HEAOCTATHICTh. IIpH 3HMKEHHI
GyHKINI HHPOK 3HHXKYEThCS HHPKOBE BHBEICHHS Ta KIIPEHC KpEaTHHIHy, a Iepioju
HaITIBBHBE/ICHHS 301IBIIYETHCS, SK TOKA3aHO B TAOJHI HHUKYE:

dapMaKOKiHETHKA IIPH HUPKOBiH HETOCTATHOCTI MICIIsA pa3oBoi nepopanbhoi 1031 500 Mr

Knipenc xpeaTtuiny <20 20-40 50-80
(MI1/XB)

HupkoBuif  KiipeHc 13 26 57
(MII/XB)

Ilepion 35 27 9
HaNiBBABEACHHA
(rojuHn)

He cnocrepiranocs BiaMiHHOCTe# Yy (apMakoKiHETHI JIEBO(IOKCALMHY y MOJIOIHMX
NalI€HTIB Ta NAI[EHTIB JITHHOTO BIKY, @ TAKOX MIX IMAIliEHTAMH YOJI0BIYOl Ta KIHOYO]I CTaTi.

5.3 Jloxkaimiumi qani 3 0e3mexu

JlokniHiuHi maHi He mokasand ocoOnuBY Hebesmexky Juis Jioiell HA OCHOBI TpaaMIiiiHHX
JOCTIUKEHh TOKCHYHOCTI  OJIHOPA30BOI  JI03M, TOKCHYHOCTI IpH TOBTOpHil  103i,
KaHIEPOreHHOI0 MOTEHIIATy Ta TOKCHYHOCTI JUII DO3MHOMKCHHS Ta  PO3BHTKY.
JleBo(roKcalH He CIPHYHHSB MOTipIIeHHS (EePTUILHOCTI Ta PEMPOAYKTHBHUX TOKA3HUKIB
y LIypiB, a €IMHHH ioro edexT pempoJyKTHBHOI TOKCHYHOCTI Ha IUij Oyjia 3aTpUMKa
JI03piBaHHSA BHACIIIOK TOKCHYHOCTI /IS Marepi.

JleBo(oKcanH He BUKIMKAB IeHHHUX MyTaliil y OakTepiadbHii 4M KITHHI CcaBLiB, aie
1H/lyKyBaB XpOMOCOMHi aOepamii B KIITHHAX JIEreHIB KHTaHCHKOro Xom'ska in vitro. Lli
edexTH MOXKHA BifHecTH J0 iHribyaHHs Tomoizomepasu II. Tectw in vivo (MikpoHykieyc,
CCCTPUHCHKHMH XpoMaTHAHHH 00MiH, mozamraHoBuii cunte3 JHK, mominanThi neransHi
TECTH) HE BUABJLUIM I€HOTOKCHYHOrO MOTeHuiamy. JIoCmi/UkeHHs Ha MHIIAX OKA3ald, IO
neBodUIoOKcaMH Mac (OTOTOKCHYHY AaKTHBHICTH JIMINE Yy JyKE€ BHCOKHX J103aX.
JleBodnokcanMH He BUSBIISE M€ HOTOKCHYHOTO NOTEHINATY B aHali3i Ha (OTOMYTareHHICTh, i
BIH 3HMJKYBAaB PO3BHTOK ITYXJIHHH Y JIOCIIKEHH] Ha (OTOKapIHHOTEHHICTb.

Sk 1 inmi GropXiHONOHH, NeBOGIIOKCAIMH BUSBIISIB BIUTHB HA XPSIIi (TIyXHpi Ta HOPOKHUHH)
y IypiB i codak. L1i pe3ynpraTu Oymu OLibIn HOMITHI Y MOJIOJNX TBAPHH.

6. DAPMAIEBTUYHI XAPAKTEPUCTHUKH
6.1 Cnucok J0OMIKHHX Pe4OBHH

Aopo mabnemxu: Hatpilo KpockapMmeno3a, KPOCIOBIJOH, IiIPOKCHIIPOIIMETHILEIIOI03a,
MarHiro cTeapar, IelF0JI03a MiKpOKpHCTaIivHa.

Iniexose noxpumms: (Opadry Pink 03B84851): I'inpomenosa, 3aniza Okcu1 4epBOHHIM, 3aJi
OKCH/I YKOBTHIA, ITOJIIETHJIEHIJIIKOJIb (MaKporon), Taiubk, Tutany giokcun (E 172), (E 172
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6.2 HecymicHicrs.
He omnwucano.

6.3  Tepmin npuaarnocri.
36 micsmiB (Juist GJiCTEpHOT YITAKOBKH).
24 micsmi (uist HDPE ynakoBkn).

6.4  ¥Ymosu 30epiranus.
306epiraTu npu Temmepatypi e sume 30° C.
30epiraTi B CyXoMy MicCIli Ta 3aXMIIATH Bijl CBIT/IA.

6.5  VYnakoBka

Ynakoeka i3 6rictepamu: mo 10 Tabietok B mpo3opoMy PV C-amominieBomy 6ricrepy. mo 10
OmicTepiB B KAPTOHHIN KOPOOL.

HDPE ynakopka: Oimmit, kpyrmmit ¢makon 3 HDPE, 3axumenmii 3aXHCHOIO
HOJIMPONUIEHOBOIO KPHINKOKO Bift miTe. Mictuts 100 TabieTok.

6.6 Oco0auBi BHMOrH MO0 yTHTI3ALIT

Hemae ocobnuBrX BUMOT 10 yTHITI3AMIT.

Bynp-sikuii HeBHKOpHCTaHHMIT JNiKapchkuit 3aci6 abo Bimxoam MaroTh GyTH YTHITII30BaH1
B1JIITOBIJTHO JI0 MICIIEBUX BUMOT.

7. HOCTAYAJIbBHUK
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1. NAME OF THE MEDICINAL PRODUCT

Levofloxacin 250 mg Tablets”

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each film-coated tablet contains 250 mg of levofloxacin (as hemihydrate).
For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablets.

Peach coloured, capsule shaped, biconvex, film coated tablets, debossed with “250” on one side and
plain on other side.

4. CLINICAL PARTICULARS

4.1 Therapeutic indication

Levofloxacin 250 mg Tablets is indicated in combination with other antituberculosis agents for the
treatment of tuberculosis caused by Mycobacterium tuberculosis.

Levofloxacin 250 mg Tablets is only indicated as a second-line antimycobacterial drug when use of
first line drugs is not appropriate due to resistance or intolerance.

Consideration should be given to official treatment guidelines and recommendations for tuberculosis,
e.g those of WHO

4.2 Posology and method of administration

Adults and adolescents:

The recommended daily dose is 750 mg for patients weighing 30 kg up to 45.9 kg, -1000 mg for
patients weighing 46 kg or more.

Children of age 5 years of age or older

The recommended daily dose is 10- 15 mg/kg/day, once daily

Body weight kg Number of daily Levofloxacin 250 mg Tablets
16-23 1 tablet once daily
24-30 land %% tablet once daily

Levofloxacin 250 mg Tablets is not suitable for children under 5 years of age.
Levofloxacin is not recommended for children under 10 kg.

* Trade names are not prequalified by WHO. This is the national medicines regulatory authority’s (NMRA)
responsibility. Throughout this WHOPAR the proprietary name is given as an example only.
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Renal impairment:

For patients with an estimated creatinine clearance < 30 ml/min, with or without haemodialysis, the
dose should be reduced to 750-1000 mg given three times per week.

Hepatic impairment.
No adjustment of dosage is required.

Elderly
No adjustment of dosage is required in the elderly, other than that imposed by consideration of renal
function.

Method of administration

Levofloxacin 250 mg Tablets should be swallowed whole with a sufficient amount of liquid. The
tablets may be taken without regard to food. (see also section 4.5).

4.3 Contraindications
Levofloxacin 250 mg Tablets is contraindicated:
— in patients with hypersensitivity to levofloxacin, other quinolones or to any of the excipients
listed in 6.1
— in patients with epilepsy
— in patients with history of tendon disorders related to fluoroquinolone administration
— in breast-feeding women

4.4 Special warnings and precautions for use

Tendinitis and tendon rupture

Tendinitis may rarely occur. It most frequently involves the Achilles tendon and may lead to tendon
rupture. It may occur at any time during therapy and also several months after discontinuation of
treatment. The risk of tendinitis and tendon rupture is increased in the elderly, and in patients
receiving daily dose of 1000 mg and in patients using corticosteroids. The daily dose should be
adjusted in elderly patients based on creatinine clearance (see section 4.2). Close monitoring of these
patients is therefore necessary if they are prescribed Levofloxacin 250 mg Tablets. All patients should
consult their physician if they experience symptoms of tendinitis. If tendinitis is suspected, treatment
with Levofloxacin 250 mg Tablets must be halted immediately and appropriate treatment (e.g.
immobilisation) must be initiated for the affected tendon (see sections 4.3 and 4.8).

Clostridium difficile-associated disease

Diarrhoea, particularly if severe, persistent and/or bloody, during or after treatment with levofloxacin,
may be symptomatic of Clostridium difficile-associated disease, the most severe form of which is
pseudomembranous colitis. If Clostridium difficile- associated disease is suspected, levofloxacin must
be stopped immediately, and appropriate treatment initiated without delay (e.g. oral vancomycin).
Products inhibiting peristalsis are contraindicated in this clinical situation.

Patients predisposed to seizures

Levofloxacin is contraindicated in patients with a history of epilepsy (see section 4.3) and, as with
other quinolones, should be used with caution in patients predisposed to seizures, such as patients
with pre-existing central nervous system lesions, concomitant treatment with fenbufen and similar
non-steroidal anti-inflammatory drugs, or with drugs which lower the cerebral seizure threshold, such
as theophylline (see section 4.5). In case of convulsive seizures, treatment with levofloxacin should be
discontinued.
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Patients with G-6- phosphate dehydrogenase deficiency

Patients with latent or manifest defects in glucose-6-phosphate dehydrogenase activity may be prone
to haemolytic reactions when treated with quinolone antibacterial agents, and so levofloxacin should
be used with caution.

Patients with renal impairment
Since levofloxacin is excreted mainly by the kidneys, the dose of Levofloxacin 250 mg Tablets should
be adjusted in patients with renal impairment (see section 4.2).

Hypersensitivity reactions

Levofloxacin can cause serious, potentially fatal hypersensitivity reactions (e.g. angioedema up to
anaphylactic shock), occasionally following the initial dose (see section 4.8). Patients should
discontinue treatment immediately.

Severe bullous reactions

Cases of severe bullous skin reactions such as Stevens-Johnson syndrome or toxic epidermal
necrolysis have been reported with levofloxacin (see section 4.8). Patients should be advised to
contact their health care provider immediately prior to continuing treatment if skin and/or mucosal
reactions occur.

Dysglycaemia

As with all quinolones, disturbances in blood glucose, including both hypoglycaemia and
hyperglycaemia have been reported, usually in diabetic patients receiving concomitant treatment with
an oral hypoglycaemic agent (e.g., glibenclamide) or with insulin. Cases of hypoglycaemic coma have
been reported. In diabetic patients, careful monitoring of blood glucose is recommended (see section
4.8)

Prevention of photosensitisation

Although photosensitisation is very rare with levofloxacin, it is recommended that patients should not
expose themselves unnecessarily to strong sunlight or to artificial UV light (e.g. sunray lamp,
solarium), in order to prevent photosensitisation.

Patients treated with Vitamin K antagonists

Due to possible increase in coagulation tests (PT/INR) and/or bleeding in patients treated with
levofloxacin in combination with a vitamin K antagonist (e.g. warfarin), coagulation tests should be
monitored when these drugs are given concomitantly (see section 4.5).

Psychotic reactions

Psychotic reactions have been reported in patients receiving quinolones, including levofloxacin. In
very rare cases these have progressed to suicidal thoughts and self-endangering behaviour- sometimes
after only a single dose of levofloxacin (see section 4.8). In the event that the patient develops these
reactions, levofloxacin should be discontinued and appropriate measures instituted. Caution is
recommended if levofloxacin is to be used in psychotic patients or in patients with history of
psychiatric disease.

OT interval prolongation
Caution should be taken when using fluoroquinolones, including levofloxacin, in patients with known
risk factors for prolongation of the QT interval such as:

— congenital long QT syndrome

— concomitant use of drugs that are known to prolong the QT interval (e.g. Class IA and III

antiarrhythmics, tricyclic antidepressants, macrolides, antipsychotics, methadone).
— uncorrected electrolyte imbalance (e.g. hypokalaemia, hypomagnesaemia)
— pre existing cardiac disease (e.g. heart failure, myocardial infarction, bradycardia).
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Elderly patients and women may be more sensitive to QTc-prolonging medications. Therefore,
caution should be taken when using fluoroquinolones, including levofloxacin, in these populations.

Peripheral neuropathy

Peripheral sensory ncuropathy and peripheral sensory motor neuropathy have been reported in
patients receiving fluoroquinolones, which can be rapid in its onset. If the patient experiences
symptoms of neuropathy, Levofloxacin 250 mg Tablets may be continued only when the benefits are
considered to outweigh the risk of irreversible neuropathy.

Patients with myasthenia gravis

Levofloxacin should be used with caution in patients with myasthenia gravis because the symptoms
can be exacerbated. Fluoroquinolones, including levofloxacin, have neuromuscular blocking activity
and may exacerbate muscle weakness in patients with myasthenia gravis. Post marketing serious
adverse reactions, including deaths and the requirement for respiratory support, have been associated
with fluoroquinolone use in patients with myasthenia gravis.

Hepatobiliary disorders

Cases of hepatic necrosis, including life threatening hepatic failure, have been reported with
levofloxacin, primarily in patients with severe underlying diseases, e.g. sepsis (see section 4.8).
Patients should be advised to stop treatment and contact their health care provider if signs and
symptoms of hepatic disease develop such as anorexia, jaundice, dark urine, pruritus or tender
abdomen.

Vision disorders
If vision becomes impaired or any effects on the eyes are experienced, an eye specialist should be
consulted immediately (see sections 4.7 and 4.8).

Superinfection
The use of levofloxacin, especially if prolonged, may result in overgrowth of non-susceptible
organisms. If superinfection occurs during therapy, appropriate measures should be taken.

Interference with laboratory tests

In patients treated with levofloxacin, determination of opiates in urine may give false-positive results.
It may be necessary to confirm positive opiate screens by more specific method.

Levofloxacin may inhibit the growth of Mycobacterium tuberculosis and, therefore, may give false-
negative results in the bacteriological diagnosis of tuberculosis.

Paediatric population

Due to adverse effects on the cartilage in juvenile animals (see section 5.3), and to limited
documentation of the safety and appropriate dose adjustments, levofloxacin should only be used in
children and adolescents with M. Tuberculosis infection if the benefit is considered to exceed the risk
and there are no treatment alternatives.

4.5 Interaction with other medicinal products and other forms of interaction

Iron salts, magnesium- or aluminium-containing antacids

Levofloxacin absorption is significantly reduced when iron salts, or magnesium- or aluminium-
containing antacids or didanosine (only didanosine formulations with aluminium or magnesium
containing buffering agents) are administered concomitantly with Levofloxacin 250 mg Tablets.
Concurrent administration of fluoroquinolones with multi-vitamins containing zinc appears to reduce
their oral absorption. It is recommended that preparations containing divalent or trivalent cations such
as iron salts, zinc salts or magnesium- or aluminium-containing antacids, or didanosine (only
didanosine formulations with aluminium or magnesium containing buffering agents) should not be
taken within 2 hours before or after administration of Levofloxacin 250 mg Tablets.
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Sucralfate

The bioavailability of levofloxacin is significantly reduced when administered together with
sucralfate. If the patient is to receive both sucralfate and Levofloxacin 250 mg Tablets, it is best to
administer sucralfate at least 2 hours after the administration of Levofloxacin 250 mg Tablets.

Theophylline

No pharmacokinetic interactions of levofloxacin were found with theophylline in a clinical study.
However a pronounced lowering of the cerebral seizure threshold may occur when quinolones are
given concurrently with theophylline.

NSAIDs

Coadministration with nonsteroidal anti-inflammatory drugs (NSATDs) may potentiate the risk of
central nervous system toxicity sometimes associated with fluoroquinolone use. The interaction has
been reported most often with enoxacin. It may occur with other fluoroquinolones as well, but is
poorly documented. Patients with a history of seizures may be at greater risk. (see also section 4.4.)
Levofloxacin concentrations were about 13% higher in the presence of fenbufen than when
administered alone.

Probenecid and cimetidine

Probenecid and cimetidine had a statistically significant effect on the elimination of levofloxacin. The
renal clearance of levofloxacin was reduced by cimetidine (24%) and probenecid (34%). This is
because both drugs are capable of blocking the renal tubular secretion of levofloxacin. However, at
the tested doses in the study, the statistically significant kinetic differences arc unlikely to be of
clinical relevance. Still, caution should be exercised when levofloxacin is coadministered with drugs
that affect the tubular renal secretion such as probenecid and cimetidine, especially in renally
impaired patients.

Cyclosporin
The half-life of cyclosporin was increased by 33% when coadministered with levofloxacin.

Vitamin K antagonists

Increases in coagulation parameters (as measured e.g. by PT/INR) and/or bleeding, which may be
severe, have been reported in patients treated with levofloxacin in combination with a vitamin K
antagonist (e.g. warfarin). Therefore, coagulation parameters should be monitored in patients treated
with vitamin K antagonists (see section 4.4).

Drugs known to prolong QT interval

Levofloxacin, like other fluoroquinolones, should be used with caution in patients receiving drugs
known to prolong the QT interval (e.g. Class IA and III antiarrhythmics, tricyclic antidepressants,
macrolides, antipsychotics, methadone). (See section 4.4 “QT interval prolongation™).

Drugs undergoing renal tubular secretion

With high doses of quinolones, impairment of excretion and an increase in serum levels may occur
when co-administered with other drugs that undergo renal tubular secretion (e.g. probenecid,
cimetidine, frusemide and methotrexate).

4.6 Fertility, pregnancy and breast-feeding
Women of childbearing potential

Pregnancy should be avoided in women treated with levofloxacin. Adequate contraceptive measures
should be taken.

Page 6 of 13



Levofloxacin 250 mg Tablets WHOPAR part 4 April 2014
(Micro Labs Ltd), TB237 Section 7 updated: February 2020

Pregnancy

There are limited data from the use of levofloxacin in pregnant women. Animal studies do not
indicate direct or indirect harmful effects with respect to reproductive toxicity (see section 5.3).
However in the absence of human data and due to experimental data suggesting a risk of damage to
the weight-bearing cartilage of the growing organism by fluoroquinolones, levofloxacin should only
be used in pregnancy if the benefit is considered to outweigh the risks, and there are no available
treatment alternatives.

Breast-feeding

Levofloxacin is contraindicated in breast-feeding women. There is insufficient information on the
excretion of levofloxacin in human milk; however other fluoroquinolones are excreted in breast milk.
In the absence of human data and due to experimental data suggesting a risk of damage to the
weight-bearing cartilage of the growing organism by fluoroquinolones, Levofloxacin 250 mg Tablets
must not be used in breast-feeding women (section 5.3).

Fertility

Levofloxacin caused no impairment of fertility or reproductive performance in rats.
4.7 Effects on ability to drive and use machines

No studies on the effects of levofloxacin on the ability to drive and use machines have been
performed. Some undesirable effects (e.g. dizziness/vertigo, drowsiness, visual disturbances) may
impair the patient's ability to concentrate and react, and therefore may constitute a risk in situations
where these abilities are of special importance (e.g. driving a car or operating machinery).

4.8 Undesirable effects

Adverse events considered at least possibly related to levofloxacin treatment are listed below by body
system, organ class and frequency. Frequency estimates are in many cases not based on adequately
sized randomised trials, but on published data generated during post-approval use. Sometimes, no
frequency data can be given. Frequencies are defined as very common (> 1/10), common (> 1/100 to
<1/10), uncommon (= 1/1000 to <1/100), rare (= 1/10000 to <1/1000), very rare (<1/10000), ‘not
known’ (frequency cannot be estimated from the available data). Note that the frequencies relate to
short-term therapy (<1 month).

Infections and infestations
Uncommon: fungal infection (and proliferation of other resistant microorganisms of the normal flora)

Blood and lymphatic system disorders

Uncommon: leukopenia, eosinophilia

Rare: thrombocytopenia, neutropenia

Not known: pancytopenia, haemolytic anaemia, agranulocytosis

Immune system disorders

Rare: angioedema hypersensitivity (see section 4.4)

Not known: anaphylactic shock (see section 4.4) Anaphylactic and anaphylactoid reactions , which
may sometimes occur even after the first dose.

Metabolism and nutrition disorders

Uncommon: anorexia

Rare: hypoglycaemia, particularly in diabetic patients (see section 4.4)
Not known: hyperglycaemia, hypoglycaemic coma (see section 4.4)
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Psychiatric disorders

Common: insomnia

Uncommon: anxiety, confusional state, nervousness

Rare: psychotic disorder (with e.g. hallucination, paranoia), depression, agitation abnormal dreams,
nightmares

Not known: psychotic reactions with self-endangering behaviour including suicidal ideation or acts
(see section 4.4)

Nervous system disorders

Common: dizziness, headache

Uncommon: somnolence, tremor, dysgeusia

Rare: convulsion, paraesthesia

Not known: peripheral sensory neuropathy or peripheral sensory motor neuropathy,
dyskinesia,extrapyramidal disorders, dysgeusia including ageusia, parosmia including anosmia,
syncope, benign intracranial hypertension.

Eye disorders
Rare: visual disturbance
Not known: transient vision loss (see section 4.4)

Ear and Labyrinth disorders

Uncommon: vertigo

Rare: tinnitus

Not known: hearing impaired, hearing loss

Cardiac disorders

Rare: tachycardia, palpitations

Not known: ventricular tachycardia, which may result in cardiac arrest, ventricular arrhythmia and
torsade de pointes (reported predominantly in patients with risk factors of QT prolongation),
electrocardiogram QT prolonged (see sections 4.4 and 4.9).

Vascular disorders
Rare: hypotension

Respiratory, thoracic and mediastinal disorders
Rare: bronchospasm, dyspnoea
Very rare: allergic pneumonitis

Gastrointestinal disorders

Common: diarrhoea, nausea, vomiting

Uncommon: abdominal pain, dyspepsia, flatulence, constipation

Not known: haemorrhagic diarrthoea —which in very rare cases may be indicative of enterocolitis,
including pseudomembranous colitis (see section 4.4) , pancreatitis

Hepatobiliary disorders

Common: hepatic enzyme increased (ALT/AST, alkaline phosphatase, GGT)

Uncommon: blood bilirubin increased

Not known: jaundice and severe liver injury, including cases with acute liver failure, primarily in
patients with severe underlying diseases (see section 4.4), hepatitis
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Skin and subcutaneous tissue disorders

Uncommon: rash, pruritus, urticarial, hyperhidrosis

Very rare: angioneurotic oedema

Not known: toxic epidermal necrolysis, Stevens-Johnson syndrome, erythema multiforme,
photosensitivity reaction, leukocytoclastic vasculitis . Mucocutaneous reactions may sometimes occur
even after the first dose.

Musculoskeletal and Connective tissue disorders

Uncommon: arthralgia, myalgia

Rare: tendon disorder (see section 4.4) including tendinitis (e.g. Achilles tendon), Muscular weakness
(which may be of special importance in patients with myasthenia gravis).

Not known:rhabdomyolysis, tendon rupture (see section 4.4). (this undesirable effect may occur
within 48 hours of starting treatment and may be bilateral), ligament rupture, muscle rupture , arthritis

Renal and urinary disorders
Uncommon: blood creatinine increased
Very rare: acute renal failure (e.g. due to interstitial nephritis)

General disorders and administration site conditions

Uncommon: asthenia

Very rare: pyrexia

Not known: pain (including pain in back, chest, and extremities)

Other undesirable effects which have been associated with fluoroquinolone administration include:
attacks of porphyria in patients with porphyria

4.9 Overdose

According to toxicity studies in animals or clinical pharmacology studies performed with supra-
therapeutic doses, the most important signs to be expected following acute overdosage of
Levofloxacin 250 mg Tablets are central nervous system symptoms such as confusion, dizziness,
impairment of consciousness, and convulsive seizures, increases in QT interval as well as gastro-
intestinal reactions such as nausea and mucosal erosions.

CNS effects including confusional state, convulsion, hallucination, and tremor have been observed in
post marketing experience.

There is no specific antidote. In the event of overdose, symptomatic treatment should be implemented.
ECG monitoring should be undertaken, because of the possibility of QT interval prolongation.
Antacids may be used for protection of gastric mucosa. Haemodialysis, including peritoneal dialysis
and CAPD, are not effective in removing levofloxacin from the body.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antibacterial for systemic use, fluoroquinolone
ATC code: JOIMA12

Levofloxacin is a synthetic antibacterial agent of the fluoroquinolone class and is the S (-) enantiomer
of the racemic drug substance ofloxacin.
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Mechanism of action

Levofloxacin has in vitro activity against M. Tuberculosis, as well as against a wide range of Gram-
positive and Gram-negative pathogens. The bactericidal action of levofloxacin against M.
Tuberculosis results from the inhibition of the DNA gyrase, encoded by the gyr4 and gyrB genes.

The wild-type levofloxacin MIC distribution for clinical isolates of M. Tuberculosis has been reported
by different investigators to range between 0.125-0.5 mg/l. When resistance to fluoroquinolones
arises, it is generally caused by mutations in gyrA. Cross-resistance within the fluoroquinolone drug
class is extensive, though not universal.

Clinical efficacy
Experience of MDR-TB treatment with levofloxacin within clinical trials is limited.

5.2 Pharmacokinetic properties

Absorption and Bioavailability

Orally administered levofloxacin is rapidly and almost completely absorbed with peak plasma
concentrations being obtained within 1 hour. The absolute bioavailability is approximately 100 %.
Food has little effect on the absorption of levofloxacin.

No pharmacokinetic data are available for Levofloxacin 250 mg Tablets.
Distribution

Approximately 30 - 40 % of levofloxacin is bound to serum protein.
Metabolism

Levofloxacin is metabolised to a very small extent, the metabolites being desmethyl-levofloxacin and
levofloxacin N-oxide. These metabolites account for < 5 % of the dose excreted in urine.
Levofloxacin is stereochemically stable and does not undergo chiral inversion.

Elimination

Following oral and intravenous administration of levofloxacin, it is eliminated from the plasma with a
half-life of 6 - 8 h. Excretion is primarily by the renal route (> 85 % of the administered dose).

Renal insufficiency

The pharmacokinetics of levofloxacin are affected by renal impairment. With decreasing renal
function renal elimination and clearance are decreased, and elimination half-lives increased as shown
in the table below:

Pharmacokinetics in renal insufficiency following single oral 500 mg dose

Cl_[m/min] <20 20 - 49 50 - 80
CI, [ml/min] 13 26 57
t [h] 35 27 9

No differences in levofloxacin pharmacokinetics have been reported between young and elderly
subjects, and between male and female subjects.

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of single dose
toxicity, repeated dose toxicity, carcinogenic potential and toxicity to reproduction and development.
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Levofloxacin caused no impairment of fertility or reproductive performance in rats and its only effect
on fetuses was delayed maturation as a result of maternal toxicity.

Levofloxacin did not induce gene mutations in bacterial or mammalian cells but did induce
chromosome aberrations in Chinese hamster lung cells in vitro. These effects can be attributed to
inhibition of topoisomerase II. /n vivo tests (micronucleus, sister chromatid exchange, unscheduled
DNA synthesis, dominant lethal tests) did not show any genotoxic potential.

Studies in the mouse showed levofloxacin to have phototoxic activity only at very high doses.
Levofloxacin did not show any genotoxic potential in a photomutagenicity assay, and it reduced
tumour development in a photocarcinogenity study.

As other fluoroquinolones, levofloxacin showed effects on cartilage (blistering and cavities) in rats
and dogs. These findings were more marked in young animals.

6. PHARMACEUTICAL PARTICULARS

6.1 List of Excipients

Core tablet: Croscarmellose sodium, crospovidone, hydroxypropyl methylcellulose, magnesium
stearate and microcrystalline cellulose.

Film coat (Opadry Pink 03B84851): Hypromellose, iron oxide red, iron oxide yellow, macrogol, talc
and titanium dioxide.

6.2 Incompatibilitics

Not applicable

6.3 Shelf life

36 months ( Blister pack)
24 months ( HDPE pack)

6.4 Special precautions for storage
Do not store above 30°C. Store in a dry place and protect from light.

6.5 Nature and contents of container

Blister pack: Clear PVC-aluminium blister cards of 10 tablets. Each carton contains 10 such blister
cards.

HDPE bottle pack: White round HDPE bottle secured with child resistant polypropylene cap. Pack
size 100 tablets.

6.6 Special precautions for disposal

No special requirements.
Any unused product or waste material should be disposed off in accordance with local requirements.
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