READ INSTRUCTION CAREFULLY BEFORE USE . ASK YOUR DOCTOR FOR
FURTHER -NFORMATJDN USE AS DIRECTED BY DOCTOR ONLY.

"LOXOF

(Levolloxacin Tablels 300 mg)

Specitlcalion : (n-housg
COMPOSTION
LOXOF 250 mg LOXOF 560 mg
Ezcn fim-coaled fablet contains

Each fim-coated labret Lml:ms
Levaflaacin b L‘u;-mmu: = Levofioxacin
equivalent o Levaaxacin 250 mg
INACTIVE INGREDIENTS gty lmm:h ki
g'“;'f("‘““" Cellyiose, Polysordate 80, Hypomellase, Opadry, Craspovidane, Magresiom

3

DESCRIPTION
Levoflaxacin is a synhetic broad spectrum antbacterial agem. 1 18 a chiral fuodnated
catocymuingiong and e pure (-)-{Sj-enantiomer of Me racemic substance oflaxacine, it
s :mm:c.xibt designated 33 (-)-(5)-9-fuoro-2,3-ibydro-3-metyt- 10- (4 memrH -piperazinyf}-
7-0u0-TH-pyrido} 1.2,3-de]-1.4- benzuxacine -6-carbaxiic scid hemihyeral
The emoncal formuia for Lmﬂwcmvsc JHLFN,0, 172H,0 and its mmtarwtvmsam 3
PHARMACOLOGY"
Mechanism of action
Levafioxacing is ottan bactencial at concentrations £qual to or slightly greatee han inhibitory
concentratons 1 action of ievefiaxac
invelves intibiian of DNA gyrase (bactenial lopaisamerase Il), an enzyma required for ONA
replication, transceiplion, repait and recombination
Pharmacokinetics
Levefioxacin is rapicly and essentaly completely absorded after ol adminisraton. Peak plasma
concentratans are usually atained one to two hours nﬂzfmt uoan The absolute nwamhty

rl:L;.mwmaﬂm.'m B tonige acprment regueed

| Clea tom 2010 ¢8 mimn Sgmg 250 mg a2n

| CLex from 1010 19 mYmA 500 ™ 253 mg qdbn
ia” 500 mg 250 mg q4dn

CAPD* 500 ™ 750 mg gédn

Complicated UTVACUtE Pysloreptyity

Clew 2 20 mijmin o dasage apsstment mquired

CLow from 10 10 19 mi/man 2omy 250 mg gan

um N dosge sdsimant required

permioneal dalyses
* = addonsi doees a't TeqUiE after hemadlalysn or CAPD
PﬂECAUTlDNS"
General
A.mgh levofioxaci is mare soiubie than othes quinglones. adequate hydration of patients
Teceiving levoflaxacm should be maintained ta prevent T formation of a higly concentrated
unne
Athough photosenstisason is very rare with fevofigxacin, 1| 5 recommended that patents
should nol expose emsetes unrecessanly 16 strong ;uniu;hl of tp arifficial UV rays fe g
sunray lamp, soldrium), in order o prévent photasensits:
Samz quinolones have been associated with prnlwngauun of te QT interval on the
eieclocardiogram and tmquam cases of amhythmia. Ex rare casas of torsades de
pointes. have been reporied in patients taking levoficxacin. These reparts generafly imvolve
panents who had bihir conculrent medical conditions and the relationship 1 levofioxacin has
nol been established. Among drugs known Ip cauge prolangation of the QT inferval, tha risk of
may be reduced by avoiding use in the presence of hypokalemia, significant

of 3500 mg aral f ievafioxacin is i phar

lineas and prediciable aiter single and multipte oral duslnq rt-wmms

Levofiaxacin can be administered withcut regard to

Levaflaxacin is widefy distriboted into body tssues, Pmbmol levofoxacia intg blisier fuid
Is rapid and extensive. Levoflaxacin also penetrates well into lung tissues. Lung Dssue
concentrations are generaly 2 ta S Told highar tan piasma rm:enmnm In vito, over 3
chrscaty resevant range (1 1o 10 ug/mi) of serum plasma in concentrations, levofloxacin

mwtamu or concurTent realment with class i or class Wl antiuthyihmic agents

Warninge
Convulsions. auinglones, g

levofiacacin, Quinolones may also Cuse increased intracranial pressure and certtral ner

systemn symudation. These reacdons may occur following e first dose. If hese l!mns

occur in patients recening levofiaxacin, e drug should be discontinued and appropriate

maasures nstiuted. As wih ather quinoiisnes, fevofioxacin should be used with Gauan in

s approximatety 24 1o 38% bound fa serum profeins across il species studied. Lavefioxacin “with 3 known of suspected CNS disorer at may predispose 10 seirures of lowes ihe
uncerioes imfad meabois i humans in s pnaary exceed 3 unchanged g T e R C A T R P s e o) o
urine. Following aral ddministration, spproximately B7% of agministered dose is recovered as sk factors predispase 1 SEZUTES or lower e Seizure Iheshaid (e.g. Certain drug
LnEhaged crug i uring within 48 hours, whereas less than 4% of he dose is recovered In feces Wm,ﬁm) (Sumlulmdlm :
m?zhours Less than 5% of an administered gose is recovered in the unine as the desmatny!

N-Oride metaDoltes, e only mefaboltes identfled in humans. These metadolites have receiving UWW floxacin. i
Imle refevant pharmacafogical activity The mean terminal plasma etimination hatf-ite of agﬂo&m the first m":m Mdm e e m:uol ‘fﬂ
levofioxacin ranges from approximately 6 1o B hours following single of muftipie doses of mm;mmummwd Sertous acute
evafiacacin Feactions may tequire epinephring and other fususciiative moasures, Including
The plasma ffie in after IV Is similar ang axygen, . PressOr Amings, and airwiy
n extint of axposure (ALIC) ta that cbsareed for oral levofiaxacin when aqu.al :Soses (mg/mg) man:qm as ¢
arg administered. Therelore, the oral and IV routss of i %m hean reportad with nealy all ansbacienal agents, includiog
Interchangeatie. mmn and may range in severity fram mid 1 !{e-m;tmm Them#oru 18 important.
$Special Poputations 10 consider pe
Renal Insutticiency

Charm of levofigxacin is reduced and plasma elimination hafl-ite I prolonged in patients
wailh impaired renal funchion l:mmm :!nrmcc <80 mv'mh) Bquinng B03age adjusiment in

e patients 12 avod perttonaal

dialysis (CAPD) Is effective in vms{o* levofloxacin fram mc body, Mcannnm wppmncnm

dosas of levoflaxacin are not requiced Tollowing hemodialysis or CAPD

Hepatic insufficiency

Due to he imied exent of levofiexacin

nol mxpecied (o be affectsd by hepalz impairmant.

Antimicroplal spectrum

Levoliaxacin has @ vitro ACDvly against 1 wide range of gram-negalive and gram-posdive

miciporpanisms. Levofioxacin is often Sactencidal at concantrabons aqual 1o or slightty greater

Man inhibilory concentrations

Although cross-resistance has bean pbserved h:rwcen levafloxacin ang some ather

. S0ma resistant miy ba susceptitle
ta levoliexacin

Levafiaxacin has been shown to be active against most straias of the following microoiganisms
Doth i wrirp and i chinical infections

Aefabic gram-poitive microorganiams

Enfprococtus Pdecilis (many straing yre anly moderately .\uscmlibk! Staphylococcus streus

, the phar ot ae

swans),
(inciucing pencilin-resistant strains), Sirepfocacens pyogenes.
robic gram-negativa microorganisms

Enterobacter closcse, Legioneils preumophia, €scherichia cob, Moraxelia catarrhalis.
Haemophilus influenzse, Proleus mirabils, J i

Diher microorganiime

POSUTIONIG, MyCOUISTA BAeUMOniae,
I’numq»mnmnnmu but their ¢inical SIgNAlcance is urknown,
Levofonen exhidds i-vilro menlmum inhdtory Concentrabond (MIG values) DG 2 pgiml or
less agamst most (90%) mm of ha hliwmq MICroorganisms, howsver e salety and
Hm‘n:’ns e 10 (o3& MCTOOMANSTS have nal

ished mm-
Acrobic gram-| mm- microorganizmz

Smpfococm:qmu Strepltococcut |Gmuo !.‘.n Wrm.ru group streptococd,
Asrobic gram-negative micraarganisms
N, 10, Acinglobacior CACGICiicus, Movganedy momand,
Mwalffi, Panioey . Bordeleia m:m. Proteus
mns. Cirodactet umavx; Kasart, Providenchr retgert, Ctrobactor freund, Providancia
5, Puoudomonas fluorascons, Enterobactes Hkumi Saeratg

s1raing).

Stu, Enterobiter

marcescens.

Aaaerobic pram-poaitive microorganismy

Clostnidum

CLINICAL STUDIES'

Adult inpatients and with a dlagnosis of community-acquired bactertal

autpagents
have been evaluatad in two pivotal chnical Mes In the first study, mmmmwm

of any mmm
n Is suspected, Wvalioxicin must b slopped immaediately and
mmmmaﬂwsupn«mmw“ specific Maragy without defay (e.g. oral
varcomytin), Producls mhibdting [he periStalsis are contraindicsted in s clinical situation
Ruptures of M shoulder, hand, of Achiles 1endons hat required surgical 1epair of resultad
protanged disabilty have been regorted in patients receiving mm incluting levollaxacin
Levofigxacin should be or ruphure of
A tencon. Patiants Mrutmdmmhmmmmmmammnlmmmm
180C0N TLptury has been confidently exciuded. Tendon rupture £an pEEur dunng of afar Merapy
vzm wr\odoms Inchuding levofiaxacin,

oniraindications
LGmF s cmm‘namuhmms with a history of ypersensitiity 10 levaftoxacin, Quinolane
lmmu:r\mal m‘nu‘ of any other components of this peoduct.

lmf‘m.acm :nnulu be usad during pegnancy only it the potentisl beneldt jusifias te potential
n:k 10 4 felus

Lactation
menmnammmmﬂmmmhmmnmmuﬂamm Acande
peesumed that levofioxacin will be excreted in human milk. Because of thé patential far serius.
dverse reactions from levofiexacin in nursing infants, 3 decision should be made whether 1o
@5CONTNLY Pursing of to discantinue ha érug, taking Info account the importanta of the arg
10 e Mother

. Padlatrics
Sately and stfectiveness in children and acolescents below e aps of 13 years have not been

Gerlatric:
. o
Nnmlummmhmmunﬂmmmobwﬂdbemm:ubh:rbss
mwywwm and othet mported clinical expenanca has sl Kenttfiod dfforonces
* in rponses befwaen e eidedy and younger pITENts, but Qreater Sensivity of Soma okder
mmusu—m
hlm / mpal unmm
3 longtenm Wmongenk:
ot koo sy ey a&mm«ammr-ummuwm:am
doslbuenmm‘hclmwaocy mspectively .
leaﬂmchmnm In e tolowing Assay1: Ames bactenal mutafion 3ssay (S
typhimunium and E.col), CI forward mataton 2553y, MOUSE MicronUCious 1ost, mouse
dormirant lethal test, rat unschaduled ONA synihesls 2333y, and the mouse sister chiomatd

absrration (CHL call line) and

y of
nmumwﬂﬂamnmm wsponding 1o 3.0 o¢ 18 limes e
on surface ares o weight, respeciively. and intravenous
mummoomm(m gl 100r 5 bmeathe
maximum mmulmubwfwm. ly.
. Bnm um

Anfacids, sucralits, mefal cations, mult-vitaming . concurrent administration of levofiaxacin
wmmm contamng magnesium, of Auminium, 23 well 33 sucraliate, motal u:)ns such

puspective, mui-certer, unblinded

oraily of mmmvswu?mllmmmmlta!mmmmuh
equally dividad doses twico dally follownd by cafurcxdme axatil 500 mg acally twice dally for &

total of 7 1o 14 days

Patierts assigred [0 reatment with the control regimen win allowed 10 receive erythromycin

{or doxycychine If intglerant ot erythvomycin) If an lafection dun to alypical pathogens was

suspected o proven, Clinical and microbislogic svaluations wers performed during freatmant,

4 ¥ pss

superior (95%) 10 the control group (83%). mummmmmnmm
mupmn mul-ceniter. fon-comparative sl of 500 mg levofloxacin administered orally ar

avenousty once daily for 7 1o 14 days. Clmﬂmclmloﬂdhmmmwuonku
93% For both studies, e climcal success rate in patients with alypical preumnonia due fo
preumoniae, and Legioneiia

poeumoniae, Mycoplisma pratmopiia wete 96%,

Chiarmyoiy .
6% ad 10 mspeeey_

LP ihagen |
[H intwenzae |
| 8. prevmonias | 83 I a5

5. awrous | 17 84

M. catarrhaits 18 1 94

H. paraiafluenzae 19 i 95

K. pneumoniae 10 | 100
Addtional studies were mnnmmmwmmnhcnmm;m
pneumonia due 1o §. ., with interest in penicillin-resistant strains (MIC
ﬂmfﬂp&nﬁlln’z?;ﬂfﬂ) iﬂﬂdﬁoﬂhms{udﬂm Umm
dln»:alsti\ﬁes.wdown-hlndm wi:mmaorm:mmu ammewsn
label non-compartve studies. The clinical success rate (cured o improved) among
levofiaxacin-treated pabents with S. was 08%. Acruss thase § mdhn llr! e
evalusble treated patients with jred preumonia due 1o penicillin-
resistant S. pneumoniae achieved cinical success (Cura of mwemum)
INDICATIONS'

LOXOF is indicated for e treament of adults (> !a)mxsohoe)wmmd moderate and
severe infections caused by levofloxachn-susceptibk microorganism:
Acute madiary snusivs
Acute bactenal exacarbation of chronic bronchits
Community - acquired pneumonia
Uncomplicated skin and sian structure infections (S85() (mid 10 maderate)
Cunoncamt urnary tract infections (mid to maderate)
Aculs pyeionephrits (mild to moderate)
Uncomplicsted urinary wract infections (mild to moderatn)
DDSAGE AND ADMINISTRATION' *

The usual dosa of levoiaxicin i 500 mg orally every 24 hours as describad in tha tabla Delow.
These recommendanons 3pply to patients with narrnal renai function fie , CL, > 80 mbmin)
for patients with afered renal funciian (e, < B) mimin) tee Pafients with Impaired
Renal Function. LOXDF tablets may be taken fmeals of between meais. Oral doses
should be sdministered 3% least ™wo hours before of two hours after antacids containing
magngsm, of sluminum, 35 well 33 succafate, Metal cations Such a3 iron, and mul -vitamin
preparatons with 2ine

Patients with Noemal Renal Function i
Unit Doss

Fuqu-n:r

500 mg Q24

250 mg a24n
Acuie pyeionechrts 250 mg Q240
Unwﬂplnm un 250 mg a2h

Prepar wilh Bine may
wmmmmam msuu:mxmuld
mmnuanmmmummmmﬂm
o smilac nov-Sleroidal anti “"
nmh\sammmmmmmhmwmssm Hawevee, a
pronounced wvrmnlmwood Mrshold may umwmmmwwn
non-steroidal snt o olwr agents which
Jower e seirure Mreshold mhﬂn:nmmxuml]%mhmm:
mmwmmmnmmm
aniidine, warfann : Tha pharmacakineDes of Tevaflaxicin e nol
m:mdtowchc rekeeant extent when levefloxacin s togethar with aay of

mem No significant effect of probenecid of cimatiding on the rate and
mmumm:mmmmmwmmmmmmm
Antidiabenc agents biood glucose, including i
bm:q:rmd and an agent
Theratare, mmﬂmqmmmmuummmmmmm
t:mns

meaach fs mwwetum Commonly reported side effects may include nausea,
dlarrhoex and incroases nlmwyrm (e.5. ALI/AST)
Less commonly, B anorena, 3 pain, dyspepsia, hudacnu
inessivertigo, drowsiness, msomnia, ncrease increase in serumn croatinine,
easinophilia, umm munll tungal overgrowth and proiferation of ather ros!smm
Rarely msﬁh;w ﬁ;"f'. inciude -arka, bronchospasmy bloody ditrahoez
o effects may urticara, b dyspnoes,

mtnmmmcmnw Mwmww of
remor, arcety, onfusion, convulsion, nﬂmw

disorgers inchuding fendinils (8.0 s tendon). neut
thrombocytagania. n veey fare situations, mwo-uedrm anaphylactic-ike shock,

particuraly in diabetic pavents, hypeaesthesia, visual
disturbances, dishabances of tasta and smell, hallacinations, MUSCULY weakness,
fiver reactions, such as Mrumis acute kidney lalture (e.g. due 10 Inferstitial nepheilis),
osis, s, firiec have been observed.

mmmolmmmmmzﬂmmnm' wsﬂM
haemolytic anaemia, pancylopenia have been reporiod.
INFORM DOCTOR ALL UNDESIRABLE EFFECTS

OVERDOSAGE

In the event of an acule overdosage, uwnmwmmm Tha patent should be
observed and appropriate hydraton maintained. Levofaxacin is nat efficlenty removed by
hemadialysis or pesttoneal datysis

STORAGE
Siore hetow 25°C, profected from light ang maistura.

SHELF LIFE : 24 MONTHS.
D0 NOT USE OVER EXPIRY DATE.

SurPLY

LOXQF 250 myg * blister sirip of § tablets

LOXOF $00 mg ~ biisier strip of § tablets.

KEEP MEDICINES OUT OF REACH OF CHILDREN,
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