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Active Ingredient Search Results from "Rx" table for query on "levofloxacin."

I Appl TE Active Dosage Form; Proprietary .
{ No [Code RLD Ingredient Route [ Strength Name ufpp licant
020635 Yes [[LEVOFLOXACIN|Injectable; 25MG/ML LEVAQUIN ORTHO
1 Injection MCNEIL
' PHARM
020635 Yes ||LEVOFLOXACIN|(Injectable; ISOOMGHOOML LEVAQUIN IN [|ORTHO
Injection DEXTROSE 5% |IMCNEIL
IN PLASTIC PHARM
CONTAINER
020635 Yes||LEVOFLOXACIN|liInjectable; S5MG/ML LEVAQUININ JJORTHO
Injection DEXTROSE 5% {{MCNEIL
IN PLASTIC PHARM
{ CONTAINER i
021199 Yes]lLEVOFLOXAC!N EolutionIDmps; [o.s% rowxm "SANTEN }
l {{Ophthalmic |
[020634 No [[LEVOFLOXACIN|Tablet; Oral  |[250MG |LEvAQuUIN ORTHO
MCNEIL
| I PHARM
020634 No [[LEVOFLOXACIN|iTablet; Oral  |[500MG ?_EVAQUIN ORTHO
MCNEIL
fl l | PHARM |
020634 Yes [[LEVOFLOXACIN|[Tablet; Oral 750MG LEVAQUIN |lorTHO
MCNEIL
n PHARM |
Thank you for searching the Electronic Orange Book
Return to Electronic Orange Book Home Page
http://www.accessdata.fda.gov/scripts/cder/ob/docs/tempai.cfm 9/18/2003



Active Ingredient Search Results from "Rx" table for query on "trovafloxacin.”

. Dosage | .
Appl TE Active A Proprietary .
No Code RLD Ingredient Form; Strength Name Apphcant
i Route i
020759! No [[TROVAFLOXACIN Tablet; Oral {{fEQ 100MG  |ITROVAN PFIZER
MESYLATE BASE
l020759 Yes |[TROVAFLOXACIN Tablet; Oral [|[EQ 200MG TROVAN PFIZER
] MESYLATE |BASE

Thank you for searching the Electronic Orange Book

Return to Electronic Orange Book Home Page

http://www.accessdata.fda.gov/scripts/cder/ob/docs/tempai.cfm 9/18/2003



CIPRO® ,

{ciprofioxacin hydrechloride)
TABLETS

CIPRO®

{ciprotioxacin®}

Concomatant adrmsnstration of corofkoacn wih theophyfine decreases e tsarance of theoplyBing resulting in elevatnd
mmmmwmm:mmmummm also
decreases caffeme clearaice and nbibes the forrabon of wwmwumraﬂummm(% H
m&mmm du:ow(smmm ddury i compared
o su &8
wmmmmcmsmm)%ﬂwmnm M() ?x.s)g

ORAL SUSPENSION In Studbes 1 paDents withs stable chron iiver o, n0 sgrvicant dunges 1 Gorfaacn pharmacokinetcs
- W:em 1ved. The knetics of aprofimacst n pabents with acuts hepatic msufficency, however, have not been
DESCRIPTION wabbw@mmmh&nmmwmxmmdum gran-pasitive microonganisims.
CIPROOS mnwmm)rmwummwmdsgmmmmbmm Yhemaenad%mg:, L it DM W‘M lt(DNT:'qyrm)m
frydrate saft of $-Cyclopropyt-6-Auoro-1, 4-ditydro-4-axo-7-{-piperanmyl}-3 --mﬂra:xif(sammy of acton of # s difterent from that ot xS, Cephalosporin, aminoglycosxdes.
lowish 10 Soht substance with 2 molecuar wegt of 38SE Mty empncad formuia i mmmmmcﬁm;w Mmmmﬁt\mmumn
Ha oF Ny and i chermucal sTucture s as follows: 0 l" o “‘m'sm cmss-'?;swm e ol Ciprofipacy and other classes of
v lops siowly by mishole
Ciprofioaon &5 shohtly less achve when tested 3t aodic pH. mmmmmmmwnmm
E ) COOH %Wmm(mmmmmmmmmmmwmwm
/ \ O . 1'“(:"“10 Ciprofioacn has been shown 1o be active oSt strams of the followsng mIcroorganesms, both #1 viro and in clircal
HN wrfechons 3s described in the IRDICATIONS AND USABE section of the package isert for CIPRD {oprofioacin
./ A hytrochionde) Tabies and GIPRD (cprofizaon”) 5% and 10% Oral Suspension,
Corofioatin is 1-Cydopropy-6-uoro-1, 4-Ghydm-4-axo- formula Erterococcus faccaks (Many
74 iyih-3-quinok vic aod. fts mmmuqmmdysmpubl&)
15 Gy HigfNg0y 20d its molenudar weight s 331 4. nszmmmmmmmmuwm Staphylococcus awews (methiclin-susceptidle strains anly)
structure 15 2s follows: Staphylococcus strams only)
Stre P {pemcitt plible strans only)
Asrobic granm-neqative microonganisios
Campylobactes jepun Proteus muabds
Ciarodacter oversus Proteus visgaris
Cirotactes freundi Prowgenca rettperr
Enterobacter doacae Providenca ¥
Eschencha cok Pseudomongs aerugnosa
mpaommumsmmmmoomzsamo.swmwmm, fioxacn equivalert) Haemoptuius Sabmoneda typhs
Ciprofioxacin tablets are white to shghtly y:lowlsn macthe rch, staliine calulose, Haernophehus paramfiuenzae Serrata marescens
silicon dioode, mmmmwmmmm preumonae Shigeta boydi'
ﬁpruﬂmamOtdSmpumumlaNenS%{SowmﬂmniwmumIo%(wqcrpmﬂuxammm()n&) Mowbczn?rmds mmw
wlowmoe % itis s 1’”50'“” mammmmmm ot ta Nexsena gonannoe: Stageba sonnei
dmm(mlmmwoum;m of the susp have the f g 5 0 has beers shown 1 be active against Bacifus anthracis both # vitro and by use of serum levels as a surrogate
m P methacryic acid copolymer, hyp stearate, and wrtmmmmmmmmmm—mmm TION).
Pohsoibate ollowtng o7 are avasable. but their dfinkeat signific:
Dituent - medumr-chain riglycesides, sucrose, lecrihun, water, and strawberty fiavor. Ciprofioxacin exdubuts 1 wtro a (MiCsyol t L or fess against most (2 90%) strans
* Does nat comply with USP with regards to "loss on drying™ and “resxdue on ignition”. mmwmmmmmmmmmam ntmmvmmecw\sdmm
CLINICAL PHARMACOLOGY Aerobic gram-positive microorganisar
WWMmqmasmwmsmu&ymmmmm tract after oral Staptylococous rasmolyticus
The ahsolute 70% with no substantal loss by first metabolism. Staphytococrus homsus
Cp n serum arda:eaundetmecumanshovmmn\edmfmm mg to 1000 mg Streptocoecus preumonse {pemcllin-ressstant strams only)
duseranqc. i
Mazimum Area mm:mmwmm:m
Dose Serum Concentration Under Curve (AUC) Mkimmﬂwawmh m&uaﬂa A0
{mg) (p/mi) (pgrtemly Edwardsiefa tata Vo cholerae
250 12 48 aerogenes Vilno paafaemolytous
500 24 1.6 I&e;s:elaaxym :iﬁnonhﬁ:xs .
750 43 22 oneda preymoptds ‘ersiea enterocotica
1000 54 3038 mmmsmmmwwmmdmmmmmmmx
Maximum serum mana.meutmzrmrsaﬂerm(m Mean concenttrations 12 hours after dosing e most bactera, difice.

concentratons
vith 250, 500, of 750 mg ars 0.1, Oz,asd04polmi..resoacwdy The serum elimsmation haif-§fe w subjects with normal

renat tunction s approximately 4 hours. Serum inCrease prop: ly with doses up to 1000 mg. T Is? ]
Asoonmomaoseqmnemy12hourshasbmsrmnmpmdueama:uummnsemmoonmnonnme (M!Cs» mwunammmwwﬁwammmwmmmm&mum
curve (AUC) eqt to that by an intusion of 400 mg ciprofioxacin given aver 50 mautes usng 3 [ b&dm:c&mmm‘(hmmm)w
every12tmtsl?50morddoseg~enmry!Zhourshzshemshownmpmdmmwcas(wym with con rd I - The MIC
mmmncedbymmmmslmsvmoimmowmmﬁﬂmnmmmeAanwm:esum values should be uiterp % 10 the followang critena:
i3 G Sitilaf 10 that bserved with 2 400 mg L V. dose. A 250 mg oraf dase given every 12 hours produces an For testng aerobic mICToorganIsms cther than # Ha it and
AUC equnvalent 10 that produced by an infusion of 200 mg ciprofimacin given every 12 hours. gonorrhoeae®
Stum_ 1éy-s! Phanmacokinetic Pacameturs mumusl Susceptble
F g Multiple Oral and LV. Doves 2 Imermediata (1)
Paameters 500 mg 400 mg 750 mg 400 mg 24 fessat (R}
g2 PO. q12h, LV, i PO, qéh, LV, *These to broth mmdiunon susceptibdity tests with streptococos using
AUC {agehr/mt) 1370 1272 3t6% 329¢ cation-adyusted Muellervam (mm wm 26‘/. !vsed
Come (30/ML} 297 456 359 407 For festing Haemop and-Hasmophius p ‘.
AUC 51 MIC (uamil Iterpretation
SAUC 24h-AtICq1p x 2 <y Susceptitle {5}
AUC 24h-AUCo.m X3 'msmmmmswmmmmmmmmwmmmmm
Distributior: The binding of ciprofiwacin th serum proteins s 20 19 40% which 15 not Skely to be high enough 10 cause memmmm onmsstzm' mmm ble”. Stains yieking
sipificar proten b eracions. with ther drugs. wcmwfmwfmmdmw oy o e oG
After oral administration, Oy smasuibmmm mnﬂnboamimmanmsoltu\emwd Fortestng Nerssena gonoroeaes.
serum concentrabons m both men and wornen, partcularly w1 genital ssue the prostate. Ci 15 preserst
nmhmnmmwmhmwmm numofmmmspumuslmmmﬂuﬂ fymph, mm
Ciprofixacin has also been detected i kng, skan, tt, muscle, cartiage, and 35006 Susceptible (S
mmmmmmmmnm (CSF); howevet, CSF concentratons are generatly less than 10% of 012'05 Intermedvate

peasmmwmmﬁunwumdsdmammmmednmmwmmmmmm
Metabollem: Four fites have been ik n human urine which together account for apprasmately 15% of an
Wmmmmm Dut are tess active tan unchanged ciprofioxacin.

=msxnwrwmsnmardsappbwmwmmwwmmb&mmdefmedwmwt

Excretion: The serum elmmation half-ife in subjects with normat renal function is approximately 4 hours ‘
mmSO%MmuaﬂymmmansesmmmmemasmmemﬂSquommume
mmmm i durng the first two hours and are 30 pg/mi at

concentrations of
8m12hoursammosnu urinary B witually
reral o wheeh & d

of ciprofiox  3pp Tmomummz.mdsmemnm! merular
INanmammwmmmmphyanhmm o
of probenecid with ciprofioxacin results in about 3 50% red mthe oy anda
in ds concentration i the Systeanc croutation. Afthough bile concent! of ci are several foid than
serum concentrations ol only a small amount of the dose admirsstered 15 recovered from the biie as

. Approximatedy
mmw%amwmsmmmmmsmmzmmmmmmmm
transintesting} efmnation.

or
w‘nhora!admuistmm.aSIX)quose as 10 ml of the 5% CIPRO Suspension (ct 250 mg
}is

given ontainkng
to the 500 mg tablet. A 10 mL volume of the 5% CIPRO Suspernsion {comaming

250 mg cp ack/SmL) is. b lent o 2 5 mt volume of the 10% CIPRG Suspension (cmizmnoSﬂDm
dprofioxacn/Smi). )
WmmWMDTMsmwmmmmm.MSau&ynmmmalm
Tug, resutng 0 peak that occur doser 10 2 hours atter dosing rather than 1 hour whereas there 15 no
elay observed when CIPRO'S sgmmmmmmmmcxmorwmmosw
nowever, & gt ed. The of ap as SUSpensIon are also nat affected
by tood. C " of antacxds rdrowde ydroxde may reduce the
hmhn-ﬂyoiupmfnmnbyasmudnas%(&emwn@tS)

The serum of Cip wt and metronidazok wzmm(aﬂeredwhmﬂnsehmdmgswmqwen

concomitantly.

A report of "5 ptibie” to be intebited if the antimicrobea! compound 0 the blood
teammewmmommmlymmbtuepmmm ndicates thakthe result should be considered
. and, € the ganesm  fiot fully susceptible to Atemative, clwcally feasibie drugs, e test shouid de
Wmsmqmamwmmmmmnmmmmumswm
or in stuations where hight dosage of drug can be ysed. This category also prowdes a buffer zone, _g'wﬁssmu
factors from CaLsvag maor A report of “Ri " indicates that
gen & ot Skely 1o be mhibited ¢ the pound In the biood reaches the concentrations usualy
wmuaomumaawmommmt
require the use of y control 1o control the techrscal
asomofhhbomMprmns mmmmmmamommummcm
Drgapkst MIC fuginl)
£ Beclis ATCC 29212 025 -20
E col ATCC 25922 0004 - 0015
H. afverzae® . :%49247 9004 -g%
N. ponorrhoeae’ 49226 - Q.
P. aerugnosa ATCC 27853 025 -10
S. aureus ATCC 29213 012 -0S

‘Thlsuuafkayse?mu
Haemophshus Test Medum {
* Thrs quality control range ts appficabie 1o only A. gonormhoeas ATCC 49226 tested by an agar ddution procedurs using GC
aoalbaeam1%0eﬁnedqrowm$cppletm

mm&mmvnnmmuccmﬂmwammmo@mwcedmm

Diffusion Techaly; ds that requine of zone ¢ axsogmvdempmdmbh

&nmesoimasxmmbmydmmmmmm ds One such d p e requires the use

ot Thes procedure uses paper dsks 0 with 5320 ciprofs o test the
y of e to ¢ip '




Reports from the kb of the single-disk Susceptiblity test with a - ciprofh disk
mldbcrmpmwawonﬂmmmm««mgunem
For testing aerobi mic other than H. fl 3 i and M
genomhoeae
Zape Diameter (mm} Internentation

2 Susceptible }

16-20 Intermnadiats (1)

<15 Reswstasst )

* These zone thameter standards are applicadle only to tests performed for streptococs using Mueller-Hvton agar
supplemented with 5% sheep bload ncubated i 5% €0,
For testng i and ¢ o

Lore Digmeter (mm)

22 Susceptble

* The zone diameter standard & appbcable only 1o tests with Haemopluhs infuenzae and Haemophius paranfivercze
wsing Haemopivius Test Megium (HTM}2
The cument wsemx of data os resstam’strmns preciudes defming X ults othet mm Suscepubtc' Strans

ietdng zone d results SugQ " category y
f esting.
For testng Nassena gonorthoeas<”
i Indernetation
241 Suscepbdle  (S)
8-40 intermedare (!
<27 Ressstan

}
 Thes zone diameter standard 15 appacable only to drsk diffusion tests with GC agar base and 1% defined growth supplement.
interpretation should be as stated above for resudts using ddution techmques IMerpreation nvolves correation of the
diameter obtamed v the disk test with e MIC tor cprofioxacm.

¥ with antibactenal agents alters the nonmal flora of the colont and may permat overgrowth of dostridls. Studies
ndmmammwwmu&mﬁmmﬁbksmmmmafw -

Alter the diagr has been Eshed, B be ndtiated. Mt
mseso(psanmun ibranous. colts isually respond to drug descomimebion 30ne. 1 Moderats t severs Gases, considerzhon
shoyid te grven to with fhads and electrolytes, proten suppd

drug chrucally eﬂu;vnwm aganst £, difice cobbs.

Achdlles and other tendon nuptures hat requised surpcal repair or resulted have boen reportad with
apolmacn and gther qunolones. Post-marketing Mmmmmmmqumn
padems fy m the eidedy. Cipr should be i the
pavent experiences pan, sniamamanon, o rughure of 2 tendon.

Ciproficoacn has not been shown 1 be effectve n e d?{m wsad i high dase for

short penods of e 10 eal gonofThea iy frask of delay the symptoms of mmzmgswhisﬂm
shouid have 2 serologic test for syphiis 3t the dme of Sagnoses. mmmap’mmm:mw
serotogic test for syphdss after thiee mornths.,

PRECAUTIONS
Genenat: Crystals of oproficacn have been observed rarely n the unne of human subyects but more nte
unne of laboratory anemals, whech 5 uSually alkaline. [See ANBRAL PHARMACOLOGY § Crystaiuna retamd to
hzsmwwmmwnhummmmsmn&mafﬁemwumh
mrmmnmmumwmummmmmdmw
Mvmmme

o] mxmo_, 0, Ty As0 Cause central nesvous system (CNS) events,

o p (See WARKINGS., information for Patients, and Drog
Aﬂennmutmedoszaeraoxmsm tor patients with impairment of renal function DOSAGE
ADMINISTRATION } " (e Axo
A 10 severe phy ammmmmmmmmmnmmm
exposed 1o direct sunfigit while of the qunolone dass of drugs. Bressive suniight should be
mmnuawmnuammmnmmm
As with any poterit dug, penodi; assessment of orpan System tuncons, including reral, hepatc, and hematopoietic

As with ddsbon tech it equure the use of y control gansms that ars functon, is adwisable dunng proionged theragy.

Mmmﬂmmmummm«ymmm Fonr-cdittusm'-“ que, the S-ug oprofiaxacn disk ! for Patients:

shouid pravade the tolioweg zone i these y test qualty control strams: Pavents should be adwesedt:
Granism Zone Didmet imm} -Map:mmmmmammmmmumw As with other quinoianes, concurrent
£ cof ATCC 25922 30-40 with antacds, o Videx®
H mfuenzac? ATCE 49247 3442 tabmso:pedmmpmmmvmoﬂ\upmmmnmmmmumm be zvarded. Ciprofiaxacin ray
N gonarhoeae ATCC 49226 48-58 mwmmnmwmwwmmumwomwmﬂmmmummmymm
P. aenupnosa ATCC 27853 2%5-33 {like mik or yogurt} or calcium-foctified jces zlone since of may be sigr
& awreus ATCC 25823 2Z-% Mr.uwmmmmMMamammmmpmdm

*These quality control Emsts are appiicable t only H siffuerzae ATCC 49247 testing using Hasmophius Test Medium (HTM)2.
* These quakity controd Smits are applicadie only to tests conducted with ¥ pononioeae ATCC 43226 performed by disk
drifusion usmg GC agar base and 1% defined growth supplement,

IH)IGWDNSWUSAGE
CIPRG s for the of ¥ caused of the desiy MICTOONY: wnthe
conditions listed belaw. Please see DOSAGE AND ADI nultorsoenfx:mnmwudzﬂx\s
Yrinary Tract i caused by £sc oolllaebs:eda ter choacae, Serratia marcescens,
Proteus mirabiks, Pro 23 refigen, Morg. B di . Carobacter freundl, Pseudomonas
Stapiy " i or Enterococcus

w mymsmm faecaks.

Acute Uncompiicated Cystitis in fermates caused by Eschencha coii or Stapiylococcys saprophyteus. (See DOSASE
AND ADMINISTRATION. )

mmummwmamnm Proteus mirabiiks.

Lowsr Respiratoey Tract Infactons caused by Eschena‘mmﬁ laebsxdapnewnm emmmhm

f

=that ¢ may be wih even fol
ﬂrwameﬁmsmwammshumaimmm

W 2 single dose, and to discontrrie the

~10 avord excessive sunhght or artrficial fight while 0 ciprofioxaan and to theragy #
phototoxcrly occuss.

* to drscontinue teatment. rest and refram from exerase: and adorm ther physican f they pan,

of rupture of 3 tendon.

~ that cprof may taurse and mmmmmmmmm

betore they operate an automalxle of machinery o engage m actvites

~maupmﬂommaymzasemeeﬂmmmw¢mmm7tzmsa ,dmﬂma

when products cafteme are whde talang

~ that convulsions have been reported i pabents i huding cop an, and 1o notify ther physaclan
ne!oretahnomsdwqdﬁnmsahsnryofmwmom

Drug Interactions: As with some othes = with Seopiryline may kad

& o
loeleva!edserwncorwmmsdnmonylﬁm prolonganon of its lmunation half-ife. This may result n increased
moimwhwmmmdmmmmms (Seewmnussmmmmaammmm serum leveis of

Alsa, Mo s fof the of acute 10 of chronc Bronchits.
NOTE: AMmuoheﬁectmmcMamws. ciprofloxacin is not 2 drug of first chorce in the of p or should be
p P Some g g ciprofk mmmmnmnmmmmmsmdmmm
Acute Stausitis caused by / i h St of M ¢ Vs leadtorem:ceddwmofcatfmmammwmussammmu-m
Skin and Sidn Structure caused coll, Kiebsiela p Enterobacter cloacae, Proteus ofa including cip n, with multivalent caon ung products such as
mirabviss, Proteus wukgans, Provi sma%z gar gani, Citrobacter treundi, Ps 0 ataods, Videx® tablets of padkatric powder, of prodUCtS
Staphyiococous avreus (methucin-s ible), Stapiytocoorus epclermudss, of pyop contanng calium. sron. o o may substantaly decrease s 2bSOrphon, (ESIALNG 1 Serum and unne levels
Bone and Joit Infect! Sty P of Ps towes than desired. {See DOSAGE AND ADMINSTRATION for concurrent administranon of thess agents with ciprolkpace
Compicated intra-Abdominal Infections (used in " c 1ty Esc " mv, " H Ho-receptor antag Wbmmmmmmmmydm
3engnosa, Proteus murabis, fragets. (See DOSAGE AMD ADMINSTRATION ) Aftered serum Jevets of phenytoin (increased and decreased) have been reported ot patient a
tnfections Ofarrhea caused by & @ coh ( strams), & s, Shyella boydit, Shigells The ot with the sulftonylurea glybunde has, mmowom.mmn
mmmmhmnorsmoebsomeﬁmmmbmnsmmwsmm sevese hypoglycema .
Typhold Fever (Enteric Fever) caused by Saimonefta fypht. Same ncluding floxacn, have been 2ssocated with transiont elevabons ;m serum crsatnme 6 patients.
NOTE: The efficacy of crprafioxacin m the eradication of i id came: ot been fecening cydaspamne concomantly.
Umn?i“l;hdw:(falzrdummr:‘l i meomunmvmsctymmd . st has Qurr . including ciprofios mbmmnmmmmmmumodmmmmans
anthrax (post- ): Ta reduce the incidence ar progression of disease folowng 10 2erosolized wmmwm& e bme or other Sutable COAQUENN tests
mmsmm
Cip sequm h @ serve 2s 3 sum m lﬁwwpmﬁd srical Prubenecd imterferes with renal tubutar secretion of cprofioxacn and produces an micrease in the leved of cprofiosacn 0
benefit and provide the basis for s mdicaion.t (See also, IRHALATIONAL WFORMATION) g’;ﬁ’;m"”ﬁ:m‘wl"%ﬁmw;,m,mmm yon o1 Corofioxacn potentady keading
’mmmdmmemmmmmmmmdennmedadnm!vsuomfamomma. 10 creased plasma levels may . This mught increase the risk of o raact
efficacy was studied i fewer than 10 patents. 3 ¢ X
i . " e of 1 the i theragy bo admntered, Therefore, mamumrmmmmmuam d when cip therapy ts
A siture and Wiy st shouid be perofmed before eatment n arter to s and organsms - "
causig ifecton and o deterune B suscepbity tn oprotac Emm'&mmb'"mmﬁms m;\geuommu;mmmbmwdumwmsnonuumetumd\mnmwnphsm
mmama&wmmaymm' ﬁmﬂmwwmﬂmw oy mmmmmmmmmwmmmammmmmm
Cutture and ity testing d peri during therapy will provide informaton not only on the M(MW‘W €an provoke CONVUSIONS.
effect of the andimicrobial agent bul alsa on the possidle emergence of bactenal resistance. of Fertilty: Eighl m witro mutagenicily tests have been conducted with
CONTRAINGICATIONS cvpruﬂuxzm and me test sesults are ksted below

CIPRO (aiprofiaxacin d in persons with a hestory of hypersensitrty to cprofionacn or any

mwdmmﬂmeﬂsdmwm

0] it P i
ommmmmgvmﬂmmhmmmmmmm
examinanon of the wegit-bearing joints of these dogs revealed permanent lestons of the cariiage. Retated quinolone-class
drugs also produce erosions of cartitage of weight-beanng joints and other signs of arthvopatity st immature aamals of
vanous speces. (See ANIMAL PHARMACOLOGY )
> i tal p and toxic psychasts have been re, rtednpanemmemrgqumlones.
induding oprofioxacn. Ci wmmmmsysmm(cn ) events ncluding: dizoness, contusi
tremors, haltucinations, 0n, and, sarely, suicxdal thoughits or acts Theserummsmzywcw!ouawmmehm
dose. If these reachons occur in patients receiving aprofioxacin. the drug should be disconinued and appropnate
measures instihted. As with alf quinoiones, ciproftoxacin should be used with caution in patients with known of

NS ders that may pi to or fower the seizure threshold (¢ g. severe ceredral
artenosclerosss, epdepsy), ot in the pfumce of othes risk factors that may 10 sewures of lowe( the seure
mmw(eawm&w'mw dysfuncbon) {See General, information ke Patients, Deag
interactions and ADVERSE R )

SERIOUS ANRD FATAL REACTIONS HAVE BEEN REPORTED 1N mmans RECEIVING CONCURRENT ADMINISTRATION
OF CIPROFLOXACIN AND THEDPHYLUINE. These have included cardiac amest, sequre, status epifeptcys, and

possibility that these reactons may be potents cannot be use cannot be

mcded.semmievdsd“ ," shouldbe anddosaoe made as approprate.

Serious and occasi Y (anaphytact e} some" mefus!mhmbwrwoncd
ioss of

SaimonelaNucrosome Test {Negative)

Ewbﬂmﬂmrm(ﬂem

Mouse Lympi Ced Forward M HAssay (Postive)

Chunese Hamster Vg Cel HGPAT Test (Negative)

Synan Hamrster Embryo Cell Transtormation Assay (Negative)}

Sacct , i Poltt Mutat {Negative) i

Saccharomyces cerevisiae Mitote Crossover and Gene Conversion Assay (Negathe)

Rat Hepatocyte DNA Repair Assay (Positive}

This, 2 of the 8 tests were posve, but resalts of the foliowng 3 i7 ive test systems gave negative results

Rat Hepatocyte ONA Repatr Assay

Moonucleus Test {Mice)

Domenant Lethal Test {Mice)
Lmo—lermwunouemmysmdocsnmmmmmmm%mo@mdmm(m)m
250 mg/kg {rats) were admuistered for up 1o 2 years, there was na evdence that cp 0
tumongeruc effects m these species,

Results from photo co-carcinogenicity testing ndicate that ciprofiaxacin does not reduce the tme to appearance of

quwcdshnmnmuwmtmmmwnw Mnns(%l)mmmagosedeAm'w35m

five imes two weeks T0r up 10 78 weeks witle besng o development

of the first shun tumors was 50 weeks m nuce trested concomitantly with UVA and cmmﬁomn {mouse dosa
equal o husnan dose based upon MY/}, as 10 34 weeks when animals

weuemamnmuuammmumtooem«m«smmmm

concomitantly with UVA ankg ather qusnolones ?

In this modet, mice treated with ciprofloxacm alone ¢id not develop skin or systemic tumors. There ase no data

from s«mﬂav models using pigmented mice and/ar fully harred muce. The clirical sspnificance of these findings to

———

i patients recenarg g umlqummwSome colapse,
mwﬁnophazynqealoﬂaoaiedmmmm.mmm Mammwamwwm
feachons. Sengus anaphylachc reac require .

&WmﬁﬁmﬂmmmsaomumoluomﬂomnwmXoom(ﬁsum&mhmmwﬂed
human dose of 1200 mg based upon body surface area} revealed no evidence of impanent.

“teroids, and areay Manag should be 2 das o . o e

devere hy b by rash, fever, easinophifia, pundice, and hepatic necrosss with tatal Preg genic Effects. Pregrancy Categury

have aiso been rasely reported mmwmwmmmmammwmmmm There are no and well studres i pregs WMwnmdywmmW

were rekted to ciprofioxacin cannot be exciuded. Co should pe d 21 the first appearance of 3 skn wath ¢ anuse dunng pregrancy by TERIS ~ ~the T System thal Serapeutic doses
umm DWMmemawmmﬂmmx(qwmymmmyo(mmybmmedanm

£2sh or any other sign of hypersensitrvty,

Pseudomembranous colitis has been reporind with nes agents, & in, and may
mnmnmmummm nncmn [} nmhmuudhumnmmm
with diacrhe ta the fitactertai 3ge

cient 10 state that Shere is no nsk.”

Amwﬂedwmpemmmmﬁuwmnwedzwmmmmm
oprofioxacn and 68% first ) durng gestaticn® i utero exp

525% d o
= ;




mwmsmnammmmmmdmkammmmmmmmmmmmm

€ 2.2% for the fl okone group and 2.6% for e control group ( nodence of mapr ma-
bmmssl—s%)ﬁatsd mmmmdmummwormw
MMMMWWmemmdmnmmwm

Ancther prospecive folow-up study rmported on 549 pregrancies with fi g C {93% first

m}’mmmmmwnmmmmmuﬁmmm The maifoamation rates among kve-bom
babies oxposed 1o and to overal wers both withen background ncadence ranges. No specfic
mmdmaoemalahnommumloum The study aid not ceveal any clear adversd reachons due 10 i utero

Nom:mmnmcmof of bath weght
mmm\dmmwmlqﬁhm these small postmarketiry) epidermology studies, of wich most expenence s
trom short term, first unester exposure, mnsm&:aumemmmemkmtssmmmddmsumommrehue
and defitive conClusIons regaréng the safety of cpmfioacon ot pregnant women and e developrg fefuses.
Cipmfkoaon should not be used dusing pregnancy uniess the poterrbal benefit justifies the patential sk 1o doth fetus and
mother {see WARMINGS).
Hzorodmstwtsmomwmnmnmsam“musmoomdmuplu1WmM‘0(05w03hmcsm
anea, andl\avem\miedmcmermofnmlom

OVERDOSAGE
mmmdacunowmmaqgmmwmmmmmmmsommsesnusmmamgmub,
memuwmmmmmmm d and gren
m:dm&:mmw sm Of Calosm

of .m“ 1t hyd mmm ;
(<1ux)smwmmmmummummmrym
Singie doses of Cprofaxacin were rekatively non-omc via the oral routs of adminestration m mice, fats, and dogs. No deaths
mwmammwmmmmmmnm
mﬁhmwmmmm 2 Cranasss o both rodent
spenes. Severe W“‘"” wﬂu‘ mﬂd doses Wﬁw‘) "W
Mortakly was delsyed 1 these anunals, occurnng 10-14 days after dosing. =0

Inmicz, rats, rabbets and dogs, sigrvficant toacrty includeng toncAsonc was ol a doses of
ciprofipacn betweers 125 and 300 mghQ

DOSAGE AND ADMINISTRATION
CIPRO Tabilets and Or2l S shouid be oralty as descrided w1 the Dosage Gudeines table.

mmumemmmmmm&mmmwmdum
ity of ! the integrity of the patent’s hast-defense mecharisms, and the stans of rerl

or bserved. (See Wi 1

&mmmmﬁmscmnmmmkhemmdomoﬂumansmdbymnmaﬂuﬂn

lmcummrewmm .
maumdummmmmmmmmwm mmdmmnslmumy:hmm Ior
shouid be

severe and more d therapy may be required. Cip
wznwvswommshomsafm antods, of “VM(M)

. Bacause of the potantal for senous adverse reachons M mdants nursing from mathers taking co d tablets or pediatnc powder fur oral solubon, Wmmmmﬂmmmmam
mwﬁummwmnumuwwmmmmmmmmmmd
the drug to the mother. Infecti Severity vency
mmkua:Sa!ztyandemmmpedmpammmdaddmmmanmywsuimhwenmuem kol Type ot Unkt Do freq Uszal Derattonst
established, except for use in phalational anthrax (post-exposure). causes arthiopatity in uverdle aremais. Urnary Tract Acute Uncomphcated 100 mg o 250 mg qizh 3 0ays
(Sea WARMINGS.) MidModerats 250 mg G12h 710 14 Days
For the mdicabon of snfalabonal anthcax {post-oposure), the nsk-beneft " icates that adminstration of Severed 500 mg aizk 710 M Days
aproficaan ¥ pedriic padents s approprae For wformaton ing pediatac dosing 1t nhalabonal anthrax Chione Bacteral Mild/Moderate 500 mg qi2h 28 Days
{post-exposure, see DOSAGE AND TIOM and INHALATIONAL ANTHRAX - mmnommfomum« Prostauts

mmmmzmmmmqsmﬁuossmmmmmm Lower Respratory Tract WY 500 mg 128 ol
e b n cystic fibrosss mqmwmnm i Severeomplicated 750 mg q1zn 7mam
wmﬂmlv 10mwcostqﬂhfo¢memktdbwedby_, n tables 20 mgkgy qi2h -

10‘21%0&&‘,#« towd of 10-2 MI&MS ‘ O'LVSD dewaeg Ss - Bmw 312 1 sy
Tobramycm LV. 2 ! “ﬁv& years of age were ot Sian and Miid/Moderata 500 12h o4
montorng i the study included e of mabon by esimertDinded S Saucture Severe/Complicaied 7509 3izh T 14 oo

examiners. Pabents were fokowed mwm&mmmm(wwmlmmm -
mmmnmmmmm satety of oop Bane and Joint MidModecae 500 mg qi2h 24106 woeks
n the study, mection ste were more n the ¢ Group (24%) than in the ison group SeaereComphcatd 0 my 912t 24006 weds
{3%] Other adverse events were similar n nature and frequency between arms. Musauloskeletal adverse events intrzr il Comp 500 mg qi2h 7 to 14 Days
mm«hﬂnmdmmnmwoﬁmmgmwwzmnmmwmDcumedxanoeof oy Dharhea Nl Py 500 2 Sm7

motion was reported i1 12% of the subects i the cprofiaxacn group and 16% in the og wzs m q to 7 Oays
Mmmm mg;y?m &N day mo't‘umm mﬂmam%dsyﬂvlm\sm Typhckd Fevee e 500 mg g1zh 10025

e a course cp - -
mmummmmmmmmmmmmmmr However, the Urethral and Cenvical Uncomphczted 250mg sngle dose singis doss
thes event 1 the patient’s course of oy In can oo szupmunsmmqmc
Mmsmymmmmwsmdmmmdse&pm \(:to:gmna!m?m Adutt 500 mg q12h 60 Days
mwnnammmmmummmwmmmmm Ciprofloxacn encompassing over -exposure
3500 cprofionacet treated pabents, 25% of patents were greater than of equal to 65 years of age and 10% were greater Pedatne lsmulkooe!dos& qizh 60 Days
mwmwmmd&’mmrﬂmﬂaﬁmnwmmmmmmmmwm not 1o exceed
and younger subects, and has not in between the 500 g per dosa
'Mmmwmw@mmudzmk

mmwmmwmwmdmommmmsmwammmmboMom
Cip s known 1o excreted by the logney, and the nsk of adverse reactions may be greater 1
mmmmmmmmmswwmmmssmmmm
normal renal function. However, smoe some older individuats expenence reduced renal function by virtue of thewr advanced
2ge, care should be taken i dose selection for elderty panents, and renal funchon monttonng may te usehu o these

15 should be fot at least 2 days atter the signs and symptoms of infection have
p except for mhalational anttirax (post-expesure).
”Dmmmmmubeonrmmsmbbmmmamﬁmeﬂm

PHARMACOLI DOSAGE AND ADMINISTRATION. Thes indicabon s based on a chiaved in humans,
paterts. (See CLINICAL 06Y and ) fkety 1o predict climeal beneft* For a discussion of o mmnmhmm
During chrecal ons with oral and AD L 43,038 panents recerved courses of the drug. Most of the b - i
mummvemysmwmclmow be switched 1 CIPRO Tablets or Oral Suspension when clinically
mmmmmmswmmwmnm abated soon after the drug was p i i :
and required o of 10 adh rent 1 0% of orally treated patents. xeunmens)ﬂme of the p {See CLIN PHRARMACOLOGY and table below for the equivalent dosing
Themnst mpomdmngmlmamts from chinical tnals of all tosmulahons, 3l dosages, all drug-theragy AUC Dosing Regie
3 therapy were fausea {2.5%}, duarthea (1.6%), iver functon tests abnormat -
“3 )VOMN(‘G‘/-). mng,('a-/,) Clpro (r2i Dasage Eantvalent Clore 1Y, Dasage
ddit events that in less than 1% of aprofloxace patents are Gsted below gm;‘mﬂg: %Wt:@:g:
BOOY AS A WHOLE: foot . pain in edrem(ies, inection site /eachon mg fabetq moLv.q
{Ciprofioxann intravenous, pasn. pan. pan echon 750 mg Tablet g 12h W0mglVv.q Bh
CARBIGVASCULAR: atnal flutter, ectopy, syncope. hypertension, angina pectons, myocardial Impaired Renal Fonction: Ciprofioacin & y e dng is metabolized
mfarction, arrest, cerebral L ycard [ hyp mmmmmmmwmumwmwmmmmmmam
CENTRAL NERVOUS SYSTEM. It g ot haflucnahons, manic for Tesal excretion i patientts with cenaf impainment.
reaction, initability, tremor, ataxia, i i fethatgy, d X matarse, mwﬁmmdwsmnmmmulmmm severe renal dysh The foowing table provade:
: hization, dep i gar, grand mal convuision dosoeumdehnesfmmempmmﬂrmnlmpmmcmr mm«oqusumndtuokvusmmm
GASTROINTESTINAL: pamtid ora) mwonsa, oral i, 3 i 9 bleeding, refiable basis for dosage af
hepatibs RB:O'A STARTING AMD MAINTENANCE DOSES
HEMIC/L YMPHATIC: ymphadenopathy, FOR mutsmmﬂymmnmmou
METABOLICANUTRITIONAL: amvykase increase, fipase merease Creatinine Claarance (miAnin} Dose
MUSCULOSKELETAL® artfirakgia or back pat, jount stiffness, actuness, neck o chest gam, flare up of gout >80 Sae Usual Dosage.
BEWJUROGEMYAL nephattis, nephyibs, renal tadure, polyuna, unnary refention, urethra bieeding, vagidrs, 3050 250-500 mg g 12
dosis. b - N 5~ 250-500mgq18h
m"’“m"‘”“ faryngeal o pumanary edema, ) Y Patients on hemedalyss 250 - 500 mg § 24 h (after i)
SKINHYPERSENSITIVITY: pruntus, uricans, photosensinaty, lushng, fever, chuls, angoedema, ederra of the face, O Pentonedt dayss)
ivae of hands, diasss, e When ondy the serum ¢ & known, the g fermuka may be used to esbmate creatinine Clearance.

of bghs), decreased

feck, YPerpy b
SPECIAL SENSES: blurred wsion, disturbed vision (change in color i 5
wisysal acudty, fﬂmmmmmmmm chromatopsa

Weight (g} x {140 - age)
72 % serum creatirune (mg/dL)
Womert 0.85 x the value calculated for men.
The seruin creatinine should represent & steady state of renal tunction.

1 pabents with severe infectons and severs renal impairmend, 2 unit dosa of 750 mg may be admunistered af the intervals
natedabmhww panemssﬁoddbs and the serum aprofioxacn concentration shauld be

Men: Creatinme clearance (mi./miq) =

{- stmdm)sﬁwugmemwmmmZmlmL

in several Tnstances nausea, vornting, tremor, initabéity, or paiptabon were judged by investigators 1o be miated 1o elevated
serum levels of Wwpmvsamdmwmmmm ficoacin
in ized, double-bind L tablets (soo mg 810) 10 cefuroxime axeﬂ
250 mg - 500m8!0|mmdamm(5mmam)nmm
gemonstrated 2 CNS adverse evert profile comparabie to the control drugs.
mnzmmmmmmmMmmwampmmm i Q EXperi
with Bocauss these events are seported voh iy from 2 p of
musmmmmmwmmmar or 3 causal lod
me:smmwemmmﬂsmhbdmmtypmltybmdonmeormomnmemmmm(v)semm
of the event, (2} frequency of the teporting, ot(a)strurqmotmcmmcuon
Agdaton, aganulocyloss, dhur I rRACHOS, A0S, ““‘ festerol {serum},
glucose elevaty (Nooa).‘ i ammunepmfam&maﬂc : i, hyp YD
h hy 4 L P g). methemag i
tod.oasuoimwwﬂ' Tyakea, my yasthena gravs (p . ystag
i r ormal hemytor {serum), p X

{serum), prathrombrm ime prob i colits {The onset of d

mmmmmm«mm and hepatic Y. of
mmmmdamnwwmmmmwmmm
HOW SUPPLIED

CIPRG (cwprofioxacin hydsochlonde) Tablets are available as round, sightly yellowish fim-coatad tablets containing
100 mg of 250 mg cprafioxasin. The 100 mq tablet is coded with the word “CIPRO” on ane side and “100” on the
reverse sude. The 250 mg tablet s coded with the word “CIPRO” on one side and “250" on the reverse side. CIPROs
aso as capsule shaped, yellowash film-coated tabtets containng 500 g or 750 Mg Ciprof

The 500 my tablet 1s coded with the word "CIPRO” on one side and ~500° on the reverse side. The 7.

coded with the word “CIPAQ"™ on one side and 750" on the reverse side. CIPRO 250 mg. 500 mg. and mom

colits symptoms may occus dunng o '3 ) .
fike reaction, Stevens-Johnson syndmme 1aste loss, tendinitis, tmdonmwure wxic epedermal necrolyss, trighycends
el (serum), ing. vaging! and iys. {See PRECAUTIONS )
Adverse Laboratory cmnqes‘ Changes in laboratory parameters fisted as adverse events without regard to drug
zefationship are hsted delow
Hepanc ~ Bevations of ALT {SGPT) (1.9%). AST {SGOT) {1.7%), alkaline phosphatase {0 8%),

LOH (0 4%). serum bilirgben {03%).

gr ~ Eost 2 (0.6%). i (0.4%)., d blood platelets (0 1%),

elevated biood platelets {8.1%), pancytopen (0.1%).
Rena ~ Elevanons of serum cregtinme (1.1%), BUN (OQ%LOCRYSMLLUR&
CYLINDRURIA, ANO HEMATURIA HAVE BEEN REI
Other changes occuring in less than 0.1% of courses were: of serun L of
serum amylase, mmnmmmmummmmmmqumm
crease in blood monocytes, leukocytosts.

ilable in botties of S0. 100, and Unit Dosa packages of 100. The 100 mg strength is avaitaie only as CIPRO Cysties
pack cortaining 6 tablets for use only in female patients with acute uncompircated cystits. -

Strangth NOC Code Tablet identification
Battes of SO 750 mg HOC 0(26-8514-50 CIPRO 750
Batties of 100: 250 mg NOC 0026-8512-51 CiPRO 250
500 mg NOC 0026-8513-51 CIPRO 500
Unit Oose
Paocsage of 100 2% mg NOC 0026-8512-48 CiPRO 250
500 mg NOC O(R6-8513-48 CIPRO 500
750™g NOC 0(26-8514-48 CIPRO 750
Cysttis
Package ot 6: 100 mg NOC 00R6-8511-06 CIPRO 100

Stors betow 307G (B6°F).



umomSmmsmpiednS%mdamessuwmm mmsmwmmmmma}m
& dityent) which must be muxed by the phanmaost. See Instuctoas To
}Mmmmﬂhtuwﬂnum } i

Total voluroe Clpsoftaxact foxacin
Strengths e reconsitution Concentration toatnrts per botlle NODC Code
% 100 el 250 my/S mb 5.000 mg 0026-8551-36
10% 100 i 500 mg/S mt. 10.000 mg 0026-8553-36

Microcapsules and dllvent thoald be stored below 257C (77°F) and proteciad trom freezing.
Reconstituted prodact may be stored below 3077 (B67F) for 14 drys. Protect trom freezing A teaspoon is provided for
the patent.

ANIMAL PHARMACOLOGY
Ciprofiaxacn mmmmmmmmnmmmmmmwm
(Seewm) ol wewght bearing ounts was observed o gvende dogs and sats. In young beagles. 100 mg/Ag
cprofioxace, Qiven daldy for 4 weeis. caused degeneratve asboular changes of the knee oint. Al 30 mg/kg. the eifect on
mmmmmmammmnmmmmwmmmmmmmmmm

&d nat totally prevent them.

Crystaburna, sometimes assocated with secondary y animals dosed with aprofioxacin.
m:mmwwmmma mdermalummmovs.vdndtwedmmnm
unne of test angmals; i man, aysulmsmmnunmmstwmwm rhesus monkeys, crystatuna
Wmmmmmmmam:ﬁm Amsnmmmnwmmn
10 , 0 nephropathoiogeal dranges were noted; however, nephropatty

d after dosing at 20 mg/gAday
for the same dusation.
mmmaammmwmw wyection (15 sac.) p hyp eﬂu:!&l?ae
effects are considered 10 be relted to estamune release, since they ae

partally
In rhesus monkeys, fapid LV ingction alse produces Wmmmwa:mmwsmmmm
pronounced.
in wce, o y drugs such as phesy and &
mqmmmmmmmmmmcymndm

Ocutar toxdcty sean with some refated drugs has not been ohserved n cprofiaacn-treated arsatls.

CUNICAL STUDEES
Uncomplicated Cystitls
Tmmnﬁu controfled cinical studies of acute Unco n women were performed in the U.S_ Al the
day post-thesapy tollow-up visxt_ the chincal resolston raes: ﬁtslsnnf aprofimace 100 mg BIO for
adaysmc:oloﬂonmzsmngaloiormzys wenra?% (32/94)&1694% {81786}, rusoemmy For £ colt, the
bacteriologcal eradicabon rates for e first study weee 31% GWO)m 00 mg requmen and §7%
Emnmwmmm regimen. The second mmnmeﬂ.mmm
peofiacin icanon rates for the

lmmmmwssv.(mnmmmmummpwm
ciprofioxacin 100 myg treatment asms were 100% (16/16) tor S. sapropftytous:

umnom. ANTHRAX - ADINTIONAL INFORMATION

The mean serum d with 2 ically sigreficant iy ot i survival I the
mmuymolmmd are reached of d in adult and pediatri g ordl and
mmmm(s@nmsmmmmm)r floxacin pharmacok have been n

furman popukations. The mean peak serum concesiirahon aciveved at stiady-state in human adults recening 500 mg’
MWIZMSSZSJMLNGSGWLM«BWMMMthwrsThememt:mqh
serum concertration 3f steady-state for both of thess regimens ts 0.2 pg/mt. In a stisdy of 10 pediing panents between

6m16mfsofaoa.memnpe&phsmammznmanﬁmeds”uo’mlamuwuﬂwmm&wﬁum
ousmuzsmemm 30-mumte of 10 mg/g 12 hours apart. After the
second imravengus idusion patients switched to 15 mg/kg orally every 12 hours actveve 3 mean peak concertiration of
Bﬁuclml.mmemmoosemwnnsa! data, induding effects on cardlage, following the adminstranon of
cprofioxacn to peﬁmcpmuxs are Snwted. addrbonal informabon, see PRECAUTIONS, Pedlatric Uss)
Ciprofioxac J mmmhummasasmmgaemdpommmuym prediet clrucal

mmmmmtmmmm
i mwmmmammmnmmm(-ssxlmm
(MIC) of for the

conducted.
mmsﬂmusedmmssnnymsooswuu_lnmammmmedmn concentrabons of
actweved at expected Toy, (1 hous post-dose) following oral dosing to steady-state ranged from (.98 10 1.69 pg/mi. Mean
steady-state mmmni!hourswﬂmangedmmzmowmt’Mmamydwmamnxmt
animals that recenved 3 30-day regmen of oral aprofioacn beginning 24 hours post-exposure was sigraficantly iower
(149}, compared o the placebo proup (9/10) [p= 0.001]. The one ciprofioxacn-treated amumal that died of anthrax dwd so
followng the drug admwstrabon perod ¢

To The Ph ist For UseMandhng Of CIPRO Orai
CIPAG Oral Suspension s supplied in 5% (5 '] upmﬂaxaan n 100 mi) and 10% (10 g ciprofoxacm in 100 mi)

strengths. The drug product s P { ap and difuent) which must be combmed
pnor to dispensing.
One teaspoontul (5 mL) of $% cip oral Susp =250 mg of
One teaspoonful {5 mt} of 10% ciprofioxacn oral suspension = 500 mg of aprofkoarn.
\pproprats Dosing Volumes of the Oral Sasp
Dosn 4 v
20 mg §mt 25 mL
500 mg 10 mt 5mb
7S8mg Bsmt 75 mb
Preparation of the sespension:
1 1. The smak bottle contains the zg’mbomwm-s
- the Large bottie Qp:
Press down 3ccomding fo
astrachons on the cap whie
Tumng to the left

= [ g
= ;

3. 3. Pour the rucrocapsides 4 4. Remove the top Layer of the
completety inta the Lger battle * Tabed {to reveal the
of diluent. Do aot add water 1o CIPRO Oraf Suspension labef).
the saspension Close the kirge bottle completely

according to the direchions on
the cap and shake woorously for
- about 15 seconds. The
-mSggpensIon 1S ready for use.
CIPRO Orat Sesp should nol be inds d theough feeding tubes dve o fis physical charactaristics.

Instruct the patient to shaks CIPRG Orat Suspension vigorously sach ime before ote for approximately 15 seconds
20d notto chew the microcapsules.
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Patient Information About:

CIPRO®

(ciprofloxacin hydrochloride) TABLETS

CIPRO®

(ciprofloxacin®) ORAL SUSPENSION

This secbon contams important patient svlormabon about CIPRO (cprofioxacin hydrochionde) Tablets and CIPRO
{corfiacan *) Orl Suspension and showd be read completely before you begin treatment. This section does not take the
Dhuoidmmwmwwoocmvmhummwomommwmma

sechon does ot irst all benefits and risks of CIPRO 1t you have any concems about your condron o your medicne, ask
your doctos. Only your doctor can determune if CIPRO s nght for you.

What ts CIPRO?

CIPRO 15 an antitwotc used 1o treat bladder, iodney, prostats. cervex, stomach, miesbne,
mwmmmmmmommdeanmmmmamm TipPRO
has been shown 1 2 targe nuinber of clirucal trals to be safe and etfective for the treatment of bactenal infechons.
Wmmmmmmmmwwmmmmmmum S o
mmmmmumeanwmrdmdmwmmsmmmﬁmam
CIPRO Tablets are white to hghtly yellow st cofor and are avalabis i 100 mg, BOWSWWN
CImWSWsmnemsﬁmwmmmmsMnm 8 %}

and 500 mg per taspoan {10%)

mmmmammm

CIPRO Tabletx

Undess directed otherwase by physician, CIPRO should be taken twice 2 day al appramately the same lime, i the

momcnomdmmcamnu PRO can be taken with food of o an amply stomach. CIPRO shoukd not be taken weth dasry
oéhm&amun)mabunvmﬁsdmamnm CIPRO may be taken with 2 mea) that contains

Vousmddm_C!PROio!asla\uasyourdocimptesummmafbrywsnmohdm 2 antibuotic too
mmmmmmwmmmmmmammmotCIPﬂOmi!yuumsa by mestake.
CPRO Oral Suspensdon:

Taks CIPRU Oral Suspension in mmmsmmaﬂdmmmwnmumwmm
betwre use for approximately 15 seconds th make sure the suspension & mixed wed. Be sure fo swallow the required

mmwmmmmmmmmmmmmm Theptomumbemdbr
Mﬂ:ysvms:mdnarerrwmaam After

IQ Sissper

Wha should not ks CIPRO?

YoushoddnonakeClPﬂOﬂyounzvewmnasevenmmontomyowtmmpolambmcskmzs “quinciones”.

CIPRO 1s not y 0f nursing. as the effects of CIPRO on the unborm chid or nursing

guwmgmw aryoummmmpwmmmmmmmcxmommmwmmm
s mi

In general. CIPRO is not recommended for persons less than 18 years of age.

What are the possible side eftects of CIPRO?

CIPRO 1s generally wedl tolerated. The most common side effects, whech are usually méld, sciude nausea, danhea, vomiting,
and abdomnal pan/discormtort. if diarhea persists, call your health care professional.

Rare cases of aflergic reactions have been reporied m pahents recening quinoiones, including CIPRO, even alter just one
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LEVAQUIN® (levofloxacin) Tablets

LEVAQUIN® (levofloxacin) Injection

LEVAQUIN® (levofloxacin in 5% dextrose) Injection
DESCRIPTION

LEVAQUIN® (levofloxacin) is a synthetic broad spectrum antibacterial agent for oral and
intravenous administration. Chemically, levofloxacin, a chiral fluorinated carboxyquinolone, is
the pure (-)-(S)-enantiomer of the racemic drug substance ofloxacin. The chemical name is
(-)-(5)-9-fluoro-2,3-dihydro-3-methyl-10-(4-methyl-1-piperazinyl)-7-oxo-7H-pyrido[1,2,3-de]-
1,4-benzoxazine-6-carboxylic acid hemihydrate.
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The chemical structure is:

Its empirical formula is C1gH20FN304 @ %2 H;O and its molecular weight is 370.38. Levofloxacin
is a light yellowish-white to yellow-white crystal or crystalline powder. The molecule exists as a
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zwitterion at the pH conditions in the small intestine.

The data demonstrate that from pH 0.6 to 5.8, the solubility of levofloxacin is essentially
constant (approximately 100 mg/mL). Levofloxacin is considered soluble to freely soluble in this
pH range, as defined by USP nomenclature. Above pH 5.8, the solubility increases rapidly to its
maximum at pH 6.7 (272 mg/mL) and 1s considered freely soluble in this range. Above pH 6.7,
the solubility decreases and reaches a mmimum value (about 50 mg/ml) at a pH of
approximately 6.9.

Levofloxacin has the potential to form stable coordination compounds with many metal ions.
This in vitro chelation potential has the following formation order: Al**>Cu**>Zn*>Mg'>Ca*.

LEVAQUIN Tablets are available as film-coated tablets and contain the following inactive
ingredients:

250 mg (as expressed in the anhydrous form): hydroxypropyl methylcellulose, crospovidone,
microcrystalline cellulose, magnesium stearate, polyethylene glycol, titanium dioxide,
polysorbate 80 and synthetic red iron oxide.

vt

500 mg (as expressed in the anhydrous form): hydroxypropyl methylcellulose, crospovidone,
microcrystalline cellulose, magnesium stearate, polyethylene glycol, titanpium dioxide,
polysorbate 80 and synthetic red and yellow iron oxides.

750 mg (as expressed in the anhydrous form): hydroxypropyl methylcellulose, crospovidone,
microcrystalline cellulose, magnesium stearate, polyethylene glycol, titanium dioxide,



polysorbate 80.

LEVAQUIN Injection in Single-Use Vials is a sterile, preservative-free aqueous solution of
levofloxacin with pH ranging from 3.8 to 5.8. LEVAQUIN Injection in Premix Flexible
Containers is a sterile, preservative-free aqueous solution of levofloxacin with pH ranging from
3.8 to 5.8. The appearance of LEVAQUIN Injection may range from a clear yellow to a
greenish-yellow solution. This does not adversely affect product potea:.xcy.

LEVAQUIN Injection in Single-Use Vials contains levofloxacin in Water for Injection.
LEVAQUIN Injection in Premix Flexible Containers is a dilute, non-pyrogenic, nearly isotonic
premixed solution that contains levofloxacin in 5% Dextrose (DsW). Solutions of hydrochloric
acid and sodium hydroxide may have been added to adjust the pH.

The flexible container is fabricated from a specially formulated non-plasticized, thermoplastic
copolyester (CR3). The amount of water that can permeate from the container into the overwrap
is insufficient to affect the solution significantly. Solutions in contact with the flexible container
can leach out certain of the container's chemical components in very small amounts within the
expiration period. The suitability of the container material has been confirmed by tests in
animals according to USP biological tests for plastic containers.

CLINICAL PHARMACOLOGY

The mean £SD pharmacokinetic parameters of levofloxacin determined under single and steady
state conditions following oral (p.o.) or intravenous (i.v.) doses of levofloxacin are summarized
in Table 1.

Absorption

Levofloxacin is rapidly and essentially completely absorbed after oral administration. Peak
plasma concentrations are usually attained one to two hours after oral dosing. The absolute
bioavailability of a 500 mg tablet and a 750 mg tablet of levofloxacin are both approximately
99%, demounstrating complete oral absorption of levofloxacin. Following a single intravenous
dose of levofloxacin to healthy volunteers, the mean +SD peak plasma concentration attained
was 6.2 +1.0 pg/mL after a 500 mg dose infused over 60 minutes and 11.5 +4.0 pg/mL after a
750 mg dose infused over 90 minutes.

Levofloxacin pharmacokinetics are linear and predictable after single and multiple oral /or iv.
dosing regimens. Steady-state conditions are reached within 48 hours following a 500 mg or
750 mg once-daily dosage regimen. The mean +SD peak and trough plasma concentrations
attained following multiple once-daily oral dosage regimens were approximately 5.7 +1.4 and
0.5 £0.2 pg/ml after the 500 mg doses, and 8.6 £1.9 and 1.1 £0.4 pg/mL after the 750 mg doses,
respectively. The mean +SD peak and trough plasma concentrations attained following multiple



once-daily i.v. regimens were approximately 6.4 +0.8 and 0.6 +0.2 pg/mlL after the 500 mg
doses, and 12.1 4.1 and 1.3 +0.71 pg/mL after the 750 mg doses, respectively.

Oral administration of a 500-mg LEVAQUIN tablet with food slightly prolongs the time to peak
concentration by approximately 1hour and slightly decreases the peak concentration by
approximately 14%. Therefore, levofloxacin tablets can be administered without regard to food.

The plasma concentration profile of levofloxacin after i.v. administration is similar and
comparable in extent of exposure (AUC) to that observed for levofloxacin tablets when equal
doses (mg/mg) are administered. Therefore, the oral and i.v. routes of administration can be
considered interchangeable. (See following chart.)
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Distribution

The mean volume of distribution of levofloxacin generally ranges from 74 to 112 L after single

and multiple 500 mg or 750 mg doses, indicating widespread distribution into body tissues.

Levofloxacin reaches its peak levels in skin tissues and in blister fluid of healthy subjects at’
approximately 3 hours after dosing. The skin tissue biopsy to plasma AUC ratio is approximately

2 and the blister fluid to plasma AUC ratio is approximately 1 following multiple once-daily oral

administration of 750 mg and 500 mg levofloxacin, respectively, to healthy subjects.

Levofloxacin also penetrates well into lung tissues. Lung tissue concentrations were generally 2-
to 5- fold higher than plasma concentrations and ranged from approximately 2.4 to 11.3 pg/g



over a 24-hour period after a single S00 mg oral dose.

In vitro, over a clinically relevant range (1 to 10 pug/ml) of serum/plasma levofloxacin
concentrations, levofloxacin is approximately 24 to 38% bound to serum proteins across all
species studied, as determined by the equilibrium dialysis method. Levofloxacin is mainly bound
to serum albumin in humans. Levofloxacin binding to serum proteins is independent of the drug

concentration.

Metabolism

Levofloxacin is stereochemically stable in plasma and urine and does not invert metabolically to
its enantiomer, D-ofloxacin. Levofloxacin undergoes limited metabolism in humans and is
primarily excreted as unchanged drug in the urine. Following oral administration, approximately
87% of an administered dose was recovered as unchanged drug in urine within 48 hours,
whereas less than 4% of the dose was recovered in feces in 72 hours. Less than 5% of an
administered dose was recovered in the urine as the desmethyl and N-oxide metabolites, the only
metabolites identified in humans. These metabolites have little relevant pharmacological

activity.

Excretion

Levofloxacin is excreted largely as unchanged drug in the urine.” The mean terminal plasma
elimination half-life of levofloxacin ranges from approximately 6 to 8 hours following single or
multiple doses of levofloxacin given orally or intravenously. The mean apparent total body
clearance and renal clearance range from approximately 144 to 226 mL/min and 96 to
142 mL/min, respectively. Renal clearance in excess of the glomerular filtration rate suggests
that tubular secretion of levofloxacin occurs in addition to its glomerular filtration. Concomitant
administration of either cimetidine or probenecid results in approximately 24% and 35%
reduction in the levofloxacin renal clearance, respectively, indicating that secretion of
levofloxacin occurs in the renal proximal tubule. No levofloxacin crystals were found in any of
the urine samples freshly collected from subjects receiving levofloxacin.

Special Populations

Geriatric: There are no significant differences in levofloxacin pharmacokinetics between young
and elderly subjects when the subjects’ differences in creatinine clearance are taken into
consideration. Following a 500 mg oral dose of levofloxacin to healthy elderly subjects (66 - 80
years of age), the mean terminal plasma elimination half-life of levofloxacin was about 7.6
hours, as compared to approximately 6 hours in younger adults. The difference was attributable
to the variation in renal function status of the subjects and was not believed to be clinically
significant. Drug absorption appears to be unaffected by age. Levofloxacin dose adjustment

based on age alone is not necessary.



Pediatric: The pharmacokinetics of levofloxacin in pediatric subjects have not been studied.

Gender: There are no significant differences in levofloxacin pharmacokinetics between male
and female subjects when subjects” differences in creatinine clearance are taken into
consideration. Following a 500 mg oral dose of levofloxacin to healthy male subjects, the mean
terminal plasma elimination half-life of levofloxacin was about 7.5 hours, as compared to
approximately 6.1 hours in female subjects. This difference was attributable to the variation in
renal function status of the male and female subjects and was not believed to be clinically
significant. Drug absorption appears to be unaffected by the gender of the subjects. Dose

adjustment based on gender alone is not necessary.

Race: The effect of race on levofloxacin pharmacokinetics was examined through a covariate
analysis performed on data from 72 subjects: 48 white and 24 nonwhite. The apparent total body
clearance and apparent volume of distribution were not affected by the race of the subjects.

Renal insufficiency: Clearance of levofloxacin is substantially reduced and plasma elimination
half-life is substantially prolonged in patients with impaired renal function (creatinine clearance
<S0mlL/min), requiring dosage adjustment in such patients to avoid accumulation. Neither
hemodialysis nor continuous ambulatory peritoneal dialysis (CAPD) is effective in removal of
levofloxacin from the body, indicating that supplemental doses of levofloxacin are not required
following hemodialysis or CAPD. (See PRECAUTIONS: General and DOSAGE AND
ADMINISTRATION.)

Hepatic insufficiency: Pharmacokinetic studies in hepatically impaired patients have not been
conducted. Due to the limited extent of levofloxacin metabolism, the pharmacokinetics of
levofloxacin are not expected to be affected by hepatic impairment.

Bacterial infection: The pharmacokinetics of levofloxacin in patients with serious community-
acquired bacteral infections are comparable to those observed in healthy subjects.

Drug-drug interactions: The potential for pharmacokinetic drug interactions between
levofloxacin and theophylline, warfarin, cyclosporine, digoxin, probenecid, cimetidine,
sucralfate, and antacids has been evaluated. (See PRECAUTIONS: Drug Interactions.)



Table 1, Mean £SD Levofloxacin PK Parameters

Cuu Towt AUC CL/F! Vd/F? tin Cle
Regimen (ug/mL) M) (ugeh/mL) (mL/min) L) (h) {mL/min)
Single dose
250 mg po.’ 28204 L6+ 10 272439 156+ 20 ND 7309 142421
500 mg p.o." 51208 13206 479+6.8 178 + 28 ND 63406 103430
500 mg iv.’ 62 1.0 1.020.1 48354 175 £20 904 11 64%07 112425
750 mgp.o.*’ 93x1.6 1608 101 £20 12924 8317 7.5%09 ND
750 mgiv.} % 11.544.0 ND 110 140 126 39 75413 75%1.6 ND
Muitiple dose
500 mg q24h p.o.’ 57+ 14 1,1 %04 415%67 17525 102422 76416 6% 31
500 mg q24h Lv.? 6408 ND 546111 15829 9112 70£08 99 £ 28
500 mg o 250 mg q24h i.v., patients 8.7¢4.0 ND 7255127 154£72 111+ 58 ND ND
with bacterial infection®
750 mg q24h p.o.! 8619 14405 907+ 17.6 143£29 100+ 16 8815 116£28
750 mg q24h i.v.} 12,1 £ 4.1° ND 108 434 126 £ 37 80 %27 19419 ND
500 mg p.o, single dose, effects of gender and age:
Male* 55%1.1 1.2+04 5444189 166 £44 89413 7521 126 £ 38
Female’ . 7016 1.7+0.5 67.7+£24.2 136 £ 44 6216 6.1£08 106 £40
Young" 55%10 1.5£06 47598 182435 83x {8 60£09 140£33
Elderty" 10£1.6 14£05 74.7£23.3 121 £33 67%19 76£20 9129
S00 mg p.o. single dose, patients with renal insufficiency:
ClLex 50-80 mL/min 75+1.8 1.5£05 95.6+11.8 88+ 10 ND 9109 57+8
CL02049 mL/min T1£3.1 2113 182.1 %626 5119 ND 2710 26+ 13
CLcr <20 ml/min ' 8226 Lix10 2635725 33x8 ND 5x$ 133
Hemodialysis 57410 28422 ND ND ND 76 £42 ND
CAPD 69+23 1.441.1 ND ND ND 51224 ND




! clearance/bioavailability

? volume of distribution/bicavailability

¥ healthy males 18-53 years of age

* 60 min infusion for 250 mg and 500 mg doses, 90 min infusion for 750 mg dose

* healthy male and female subjects 18-54 years of age

¢ 500 mg q48h for patients with moderate renal impairment (CLcr 20-50 mL/min) and infections of the respiratory tract or skin
7 dose-normalized values (to 500 mg dose), estimated by population pharmacokinetic modeling
* healthy males 22-75 yoars of age:

? healthy females 18-80 years of age

% young healthy male and female subjects 18-36 years of age

' healthy elderly male and female subjects 66-80 years of age

* Absolute bioavailability; F = 0.99 £ 0,08 from a 500-mg tablet and F = 0.99 + 0,06 from a 750-mg tablet ; ND = not determined.



MICROBIOLOGY

Levofloxacin is the L-isomer of the racemate, ofloxacin, a quinolone antimicrobial agent. The
antibacterial activity of ofloxacin resides primarily in the L-isomer. The mechanism of action of
levofloxacin and other fluoroquinolone antimicrobials involves inhibition of bacterial
topoisomerase I'V and DNA gyrase (both of which are type II topoisomerases), enzymes required
for DNA replication, transcription, repair and recombination.

Levofloxacin has in vitro activity against a wide range of gram-negative and gram-positive
microorganisms. Levofloxacin is often bactericidal at concentrations equal to or slightly greater
than inhibitory concentrations.

Fluoroquinolones, including levofloxacin, differ in chemical structure and mode of action from
aminoglycosides, macrolides and B-lactam antibiotics, including penicillins. Fluoroquinolones
may, therefore, be active against bacteria resistant to these antimicrobials.

Resistance to levofloxacin due to spontaneous mutation in vitro is a rare occurrence (range: 10”
to 10"%). Although cross-resistance has been observed between levofloxacin and some other
fluoroquinolones, some microorganisms resistant to other fluoroquinolones may be susceptible

to levofloxacin.

Levofloxacin has been shown to be active against most strains of the following microorganisms
both in vitro and in clinical infections as described in the INDICATIONS AND USAGE

section:

Aerobic gram-positive microorganisms

Enterococcus faecalis (many strains are only moderately susceptible)

Staphylococcus aureus (methicillin-susceptible strains)

Staphylococcus saprophyticus

Streptococcus pneumoniae (including penicillin-resistant strains*)

Streptococcus pyogenes

*Note: penicillin-resistant S. pneumoniae are those strains with a penicillin MIC value of —
2 pg/mL



Aerobic gram-negative microorganisms
Enterobacter cloacae

Escherichia coli

Haemophilus influenzae

Haemophilus parainfluenzae

Klebsiella pneumoniae

Legionella pneumophila

Moraxella catarrhalis

Proteus mirabilis

Pseudomonas aeruginosa

Serratia marcescens

As with other drugs in this class, some strains of Pseudomonas aeruginosa may develop

resistance fairly rapidly during treatment with levofloxacin.

Other microorganisms
Chlamydia pneumoniae

Mycoplasma pneumoniae

The following in vitro data are available, but their clinical significance is unknown.

Levofloxacin exhibits in vitro minimum inhibitory concentrations (MIC values) of 2 pg/mL or
less against most (290%) strains of the following microorganisms; however, the safety and

effectiveness of levofloxacin in treating clinical infections due to these microorganisms have not

been established in adequate and well-controlled trials.

Aerobic gram-positive microorganisms



taphyl, molyti
Streptococcus (Group C/F)
Streptococcus (Group G)
Streptococcus agalactiae
Streptococcus milleri

Vindans group streptococci

Aerobic gram-negative microorganisms
Acinetobacter baumannii )
Acinetobacter twoffii

Bordetella pertussis

Citrobacter (diversus) koseri

Citrobacter freundii

Enterobacter aerogenes

Enterobacter sakazakii

Klebsiella oxytoca

Morganella morganii

Pantoea (Enterobacter) agglomerans
Proteus vulgaris

Providencia rettgeri

Providencia stuartii

Pseudomonas fluorescens

Anaerobic gram-positive microorganisms
Clostridium perfringens
Susceptibility Tests

Susceptibility testing for levofloxacin should be performed, as it is the optimal predictor of
activity.

Dilution techmiques: Quantitative methods are used to determine antimicrobial minimal
inhibitory concentrations (MIC values). These MIC values provide estimates of the susceptibility
of bacteria to antimicrobial compounds. The MIC values should be determined using a



standardized procedure. Standardized procedures are based on a dilution method' (broth or agar)
or equivalent with standardized inoculum concentrations and standardized concentrations of
levofloxacin powder. The MIC values should be interpreted according to the following criteria:

For testing Enterobacteriaceae, Enterococci, Staphylococcus species, and Pseudomonas

aeruginosa:

MIC (pg/mL) Interpretation

2 Susceptible (S)
4 Intermediate (I)
>8 Resistant (R)

For testing Haemophilus influenzae and Haemophilus parainfluenzae.®

- MIC {(ug/mlL) Interpretation

<2 Susceptible (S)

® These interpretive standards are applicable only to broth microdilution susceptibility testing with
Haemophilus influenzae and Haemophilus parainfluenzae using Haemophilus Test Medium.!

The current absence of data on resistant strains precludes defining any categories other than
"Susceptible.” Strains yielding MIC results suggestive of a "nonsusceptible” category should be
submitted to a reference laboratory for further testing.

For testing Streptococcus spp. including S. pneumoniae:®

MIC (pg/ml) Interpretation

<2 Susceptible (S)
4 Intermediate (I)
>8 Resistant (R)

® These interpretive standards are applicable only to broth microdilution susceptibility tests using
cation-adjusted Mueller-Hinton broth with 2-5% lysed horse blood.

A report of "Susceptible” indicates that the pathogen is likely to be inhibited if the antimicrobial
compound in the blood reaches the concentrations usually achievable. A report of "Intermediate”
indicates that the result should be considered equivocal, and, if the microorganism is not fully
susceptible to alternative, clinically feasible drugs, the test should be repeated. This category
Aimplies possible clinical applicability in body sites where the drug is physiologically concentrated
or in situations where a high dosage of drug can be used. This category also provides a buffer zone
which prevents small uncontrolled technical factors from causing major discrepancies in

interpretation. A report of "Resistant” indicates that the pathogen is not likely to be inhibited if the



antimicrobial compound in the blood reaches the concentrations usually achievable; other therapy
should be selected.

Standardized susceptibility test procedures require the use of laboratory control microorganisms to
control the technical aspects of the laboratory procedures. Standard levofloxacin powder should
give the following MIC values:

Microorganism MIC 'ml.
Enterococcus faecalis ATCC29212 025-2
Escherichia coli ATCC25922 0.008-0.06
Escherichia coli ATCC 35218 0.015-0.06

Haemophilus influenzae ATCC49247° 0.008 - 0.03

Pseudomonas aeruginosa ATCC27853 05-4

Staphylococcus aureus ATCC29213 0.06-05

Streptococcus pneumoniae  ATCC 49619° 0.5-2

¢ This quality control range is applicable to only H. influenzae ATCC 49247 tested by a broth microdilution
procedure using Haemophilus Test Medium (HTM).}

4 This quality control range is applicable to only S. preumoniae ATCC 49619 tested by a broth microdilution
procedure using cation-adjusted Mueller-Hinton broth with 2-5% lysed horse blood.

Diffusion techniques: Quantitative methods that require measurement of zone diameters also
provide reproducible estimates of the susceptibility of bacteria to antimicrobial compounds.
One such standardized procedure’ requires the use of standardized inoculum concentrations.
This procedure uses paper disks impregnated with 5-ug levofloxacin to test the susceptibility of
microorganisms to levofloxacin.

Reports from the laboratory providing results of the standard single-disk susceptibility test with
a 5-pg levofloxacin disk should be interpreted according to the following criteria:

For testing Enterobacteriaceae, Enterococci, Staphylococcus species, and Pseudomonas

aeruginosa:

Zone diameter (mm)  Interpretation
217 Susceptible (S)
14-16 Intermediate (1)
<13 Resistant (R)

For Haemophilus influenzae and Haemophilus parainfluenzae:*

. Zone diameter (mm)  Interpretation

217 Susceptible (S)

¢ These interpretive standards are applicable ounly to disk diffusion susceptibility testing with Haemophilus
influenzae and Haemophilus parainfluenzae using Haemophilus Test Medium.

The current absence of data on resistant strains precludes defining any categories other than
"Susceptible." Strains yielding zone diameter results suggestive of a "nonsusceptible” category



should be submitted to a reference laboratory for further testing.

For Streptococcus spp. including S. pneumoniae:*

Zone diameter {(mm) Interpretation

>17 Susceptible (S)
14-16 Intermediate (1)
<13 Reststant (R)

*These zone diameter standards for Streptococcus spp. including . pneumoniae apply only to tests performed
using Mueller-Hinton agar supplemented with 5% sheep blood and incubated in 5% CO,.

Interpretation should be as stated above for results using dilution techniques. Interpretation
involves correlation of the diameter obtained in the disk test with the MIC for levofloxacin.

As with standardized dilution techniques, diffusion methods require the use of laboratory
control microorganisms to control the technical aspects of the laboratory procedures. For the
diffusion technique, the 5-ug levofloxacin disk should provide the following zone diameters in
these laboratory test quality control strains:

Microorganism Zone Diameter
(xnm)
Escherichia coli ATCC 25922 29-37

Haemophilus influenzae ATCC 49247% 32 -40

Pseudomonas aeruginosa ATCC 27853 19-26

Staphylococeus aureus  ATCC 25923 25 -30

Streptococcus pneumoniae ATCC 49619" 20 - 25

£ This quality control range is applicable to only H. influenzae ATCC 49247 tested by a disk diffusion procedure
using Haemophilus Test Medium (HTM).2

® This quality control range is applicable to only S. pneumoniae ATCC 49619 tested by a disk diffusion procedure
using Mueller-Hinton agar supplemented with 5% sheep blood and incubated in 5% CO,.

INDICATIONS AND USAGE

LEVAQUIN Tablets/Injection are indicated for the treatment of adults (218 years of age) with
mild, moderate, and severe infections caused by susceptible strains of the designated
microorganisms in the conditions listed below. LEVAQUIN Injection is indicated when
intravenous administration offers a route of administration advantageous to the patient (e.g.,
patient cannot tolerate an oral dosage form). Please see DOSAGE AND ADMINISTRATION

for specific recommendations.

Acute maxillary sinusitis due to Streprococcus pneumoniae, Haemophilus influenzae, or
Moraxella catarrhalis.
Acute bacterial exacerbation of chronic bronchitis due to Staphylococcus aureus,

Streptococcus pneumoniae, Haemophilus influenzae, Haemophilus parainfluenzae, or Moraxella



catarrhalis.

Nosocomial pneumonia due to methicillin-susceptible Staphylococcus aureus, Pseudomonas
aeruginosa, Serratia marcescens, Escherichia coli, Klebsiella pneumoniae, Haemopixilus
influenzae, or Streptococcus pneumoniae. Adjunctive therapy should be used as clinically
indicated. Where Pseudomonas aeruginosa is a documented or presumptive pathogen,
combination therapy with an anti-pseudomonal 3-lactam is recommended. (See CLINICAL
STUDIES))

Community-acquired pneumonia due to Staphylococcus aureus, Streptococcus pneumoniae
(including penicillin-resistant strains, MIC value for penicillin —2 pg/mL), Haemophilus
influenzae, Haemophilus parainfluenzae, Klebsiella pneumoniae, Moraxella catarrhalis,
Chlamydia pneumoniae, Legionella pneumophila, or Mycoplasma pneumoniae. (See CLINICAL
STUDIES.)

Complicated skin and skin structure infections due to methicillin-susceptible Staphylococcus

aureus, Enterococcus faecalis, Streptococcus pyogenes, or Proteus mirabilis.

Uncomplicated skin and skin structure infections (mild to moderate) including abscesses,

cellulitis, furuncles, impetigo, pyoderma, wound infections, due to Staphylococcus aureus, or

Streptococcus pyogenes.
acteria tatiti
epidermidis

Complicated urinary tract infections (mild to moderate) due to Enterococcus faecalis,
Enterobacter cloacae, Escherichia coli, Klebsiella pneumoniae, Proteus mirabilis, ot
Pseudomonas aeruginosa.

Acute pyelonephritis (mild to moderate) caused by Escherichia coli.

Uncomplicated urinary tract infections (mild to moderate) due to Escherichia coli, Klebsiella
pneumoniae, or Staphylococcus saprophyticus.

Appropriate culture and susceptibility tests should be performed before treatment in order to
isolate and identify organisms causing the infection and to determine their susceptibility to
levoftoxacin. Therapy with levofloxacin may be initiated before results of these tests are
known; once results become available, appropriate therapy should be selected.

As with other drugs in this class, some strains of Pseudomonas aeruginosa may develop
resistance fairly rapidly during treatment with levofloxacin. Culture and susceptibility testing



performed periodically during therapy will provide information about the continued
susceptibility of the pathogens to the antimicrobial agent and also the possible emergence of
bacterial resistance.

CONTRAINDICATIONS

Levofloxacin is contraindicated in persons with a history of hypersensitivity to levofloxacin,

quinolone antimicrobial agents, or any other components of this product.

WARNINGS

THE SAFETY AND EFFICACY OF LEVOFLOXACIN IN PEDIATRIC PATIENTS,
ADOLESCENTS (UNDER THE AGE OF 18 YEARS), PREGNANT WOMEN, AND
NURSING WOMEN HAVE NOT BEEN ESTABLISHED. (Sec PRECAUTIONS: Pediatric

Use, Pregnancy, and N ursing Mothers subsections.)

In immature rats and dogs, the oral and intravenous administration of levofloxacin increased the
incidence and severity of osteochondrosis. Other fluoroquinolones also produce similar erosions
in the weight bearing joints and other signs of arthropathy in immature animals of various
species. (See ANIMAL PHARMACOLOGY )

Convulsions and toxic psychoses have been reported in patients receiving quinolones, including
levofloxacin. Quinolones may also cause increased intracranial pressure and central nervous
system stimulation which may lead to tremors, restlessness, anxiety, lightheadedness,
confusion, hallucinations, paranoia, depression, nightmares, insommnia, and, rarely, suicidal
thoughts or acts. These reactions may occur following the first dose. If these reactions occur in
patients receiving levofloxacin, the drug should be discontinued and appropriate measures
instituted. As with other quinolones, levofloxacin should be used with caution in patients with a
known or suspected CNS disorder that may predispose to seizures or lower the seizure threshold
(e.g., severe cerebral arteriosclerosis, epilepsy) or in the presence of other risk factors that may
predispose to seizures or lower the seizure threshold (e.g., certain drug therapy, renal
dysfunction.) (See PRECAUTIONS: General, Information for Patients, Drug Interactions
and ADVERSE REACTIONS.)

Serious and occasionally fatal hypersensitivity and/or anaphylactic reactions have been reported
in patients receiving therapy with quinolones, including levofloxacin. These reactions often
occur following the first dose. Some reactions have been accompanied by cardiovascular
collapse, hypotension/shock, seizure, loss of consciousness, tingling, angioedema (including
tongue, laryngeal, throat, or facial edema/swelling), airway obstruction (including
bronchospasm, shortness of breath, and acute respiratory distress), dyspnea, urticaria, itching,



and other serious skin reactions. Levofloxacin should be discontinued immediately at the first
appearance of a skin rash or any other sign of hypersensitivity. Serious acute hypersensitivity
reactions may require treatment with epinephrine and other resuscitative measures, including
oxygen, intravenous fluids, antihistamines, corticosteroids, pressor amines, and airway
management, as clinically indicated. (See PRECAUTIONS and ADVERSE REACTIONS.)

Serious and sometimes fatal events, some due to hypersensitivity, and some due to uncertain
etiology, have been reported rarely in patients receiving therapy with quinolones, including
levofloxacin. These events may be severe and generally occur following the administration of
multiple doses. Clinical manifestations may include one or more of the following: fever, rash or
severe dermatologic reactions (e.g., toxic epidermal necrolysis, Stevens-Johnson Syndrome);
vasculitis; arthralgia; myalgia; serum sickness; allergic pneumonitis; interstitial nebhn'tis; acute
renal insufficiency or failure; hepatitis; jaundice; acute hepatic necrosis or failure; anemia,
including hemolytic and aplastic; thrombocytopenia, including thrombotic thrombocytopenic
purpura; leukopenia; agranulocytosis; pancytopenia; and/or other hematologic abnormalities.
The drug should be discontinued immediately at the first appearance of a skin rash or any other
sign of hypersensitivity and supportive measures instituted. (See PRECAUTIONS:
Information for Patients and ADVERSE REACTIONS.)

Pseudomembranous colitis has been reported with nearly all antibacterial agents,
including levofloxacin, and may range in severity from mild to life-threatening. Therefore,
it is important to consider this diagnosis in patients who present with diarrhea subsequent
to the administration of any antibacterial agent. .

Treatment with antibacterial agents alters the normal flora of the colon and may permit
overgrowth of clostridia. Studies indicate that a toxin produced by Clostridium difficile is one
primary cause of "antibiotic-associated colitis.”

After the diagnosis of pseudomembranous colitis has been established, therapeutic measures
should be initiated. Mild cases of pseudomembranous colitis usually respond to drug
discontinuation alone. In moderate to severe cases, consideration should be given to
management with fluids and electrolytes, protein supplementation, and treatment with an
antibacterial drug clinically effective against C. difficile colitis. (See ADVERSE
REACTIONS.) '

Ruptures of the shoulder, hand, or Achilles tendons that required surgical repair or resulted in
prolonged disability have been reportéd in patients receiving quinolones, including
levofloxacin. Post-marketing surveillance reports indicate that this risk may be increased in
patients receiving concomitant corticosteroids, especially in the elderly. Levofloxacin should



be discontinued if the patient experiences pain, inflammation, or rupture of a tendon. Patients
should rest and refrain from exercise until the diagnosis of tendinitis or tendon rupture has been
confidently excluded. Tendon rupture can occur during or after therapy with quinolones,
ink:luding levofloxacin.

Because a rapid or bolus intravenous injection may result in hypotension, LEVOFLOXACIN
INJECTION SHOULD ONLY BE ADMINISTERED BY SLOW INTRAVENOUS
INFUSION OVER A PERIOD OF 60 OR 90 MINUTES DEPENDING ON THE DOSAGE.
(See DOSAGE AND ADMINISTRATION.)

Although levofloxacin is more soluble than other quinolones, adequate hydration of patients
receiving levofloxacin should be maintained to prevent the formation of a highly concentrated
urine.

Administer levofloxacin with caution in the presence of renal insufficiency. Careful clinical
observation and appropriate laboratory studies should be performed prior to and during therapy
since elimination of levofloxacin may be reduced. In patients with impaired renal function
(creatinine clearance <50 mL/min), adjustment of the dosage regimen is necessary to avoid the

accumulation of levofloxacin due to decreased clearance. (See CLINICAL
PHARMACOLOGY and DOSAGE AND ADMINISTRATION))

Moderate to severe phototoxicity reactions have been observed in patients exposed to direct
sunlight while receiving drugs in this class. Excessive exposure to sunlight should be avoided.
However, in clinical trials with levofloxacin, phototoxicity has been observed in less than 0.1%
of patients. Therapy should be discontinued if phototoxicity (e.g., a skin eruption) occurs.

As with other quinolones, levofloxacin should be used with caution in any patient with a known
or suspected CNS disorder that may predispose to seizures or lower the seizure threshold (e.g.,
severe cerebral arteriosclerosis, epilepsy) or in the presence of other risk factors that may
predispose to seizures or lower the seizure threshold (e.g., certain drug therapy, renal
dysfunction). (See WARNINGS and Drug Interactions.)

As with other quinolones, disturbances of blood glucose, including symptomatic hyper- and
hypoglycemia, have been reported, usually in diabetic patients receiving concomitant treatment
with an oral hypoglycemic agent (e.g., glyburide/glibenclamide) or with insulin. In these
patients, careful monitoring of blood glucose is recommended. If a hypoglycemic reaction
occurs in a patient being treated with levofloxacin, levofloxacin should be discontinued



immediately and appropriate therapy should be initiated immediately. (See Drug Interactions
and ADVERSE REACTIONS.)

Some quinolones, including levofloxacin, have been associated with prolongation of the QT
interval on the electrocardiogram and infrequent cases of arrhythmia. During post-marketing
surveillance, rare cases of torsades de pointes have been reported in patients taking
levofloxacin. These reports generally involved patients with concurrent medical conditions or
concomitant medications that may have been contributory. The risk of arrhythmias may be
reduced by avoiding concurrent use with other drugs that prolong the QT interval including
class Ia or class Il antiarrhythmic agents; in addition, use of levofloxacin in the presence of risk
factors for torsades de pointes such as hypokalemia, significant bradycardia, and |
cardiomyopathy should be avoided.

As with any potent antimicrobial drug, periodic assessment of organ system functions,
including renal, hepatic, and hematopoietic, is advisable during therapy. (See WARNINGS and
ADVERSE REACTIONS.)

Information for Patients

Patients should be advised:
¢ to drink fluids liberally;

e that antacids containing magnesium, or aluminum, as well as sucralfate, metal cations such
as iron, and multivitamin preparations with zinc or Videx® (didanosine), chewable/buffered
tablets or the pediatric powder for oral solution should be taken at least two hours before or two
hours after oral levofloxacin administration. (See Drug Interactions);

) that oral levofloxacin can be taken without regard to meals;

. that levofloxacin may cause neurologic adverse effects (e.g., dizziness,
lightheadedness) and that patients should know how they react to levofloxacin before
they operate an automobile or machinery or engagé in other activities requiring mental
alertness and coordination. (See WARNINGS and ADVERSE REACTIONS);

. to discontinue treatment and inform their physician if they experience pain,
inflammation, or rupture of a tendon, and to rest and refrain from exercise until the
diagnosis of tendinitis or tendon rupture has been confidently excluded;

. that levofloxacin may be associated with hypersensitivity reactions, éven following the
first dose, and to discontinue the drug at the first sign of a skin rash, hives or other skin
reactions, a rapid heartbeat, difficulty in swallowing or breathing, any swelling



suggesting angioedema (e.g., swelling of the lips, tongue, face, tightness of the throat,
hoarseness), or other symptoms of an allergic reaction. (See WARNINGS and
ADVERSE REACTIONS);

. to avoid excessive sunlight or artificial ultraviolet light while receiving levofloxacin and
to discontinue therapy if phototoxicity (i.e., skin eruption) occurs;

. that if they are diabetic and are being treated with insulin or an oral hypoglycemic agent
and a hypoglycemic reaction occurs, they should discontinue levofloxacin and consult a
physician. (See PRECAUTIONS: General and Drug Interactions.);

. that concurrent administration of warfarin and levofloxacin has been associated with
increases of the International Normalized Ratio (INR) or prothrombin time and clinical
episodes of bleeding. Patients should notify their physician if they are taking warfarin.

. that convulsions have been reported in patients taking quinolones, including levofloxacin,
and to notify their physician before taking this drug if there is a history of this condition.

Drug Interactions

Antacids, Sucralfate, Metal Cations, Multivitamins

LEVAQUIN Tablets: While the chelation by divalent cations is less marked than with other
quinolones, concurrent administration of LEVAQUIN Tablets with antacids containing
magnesium, or aluminum, as well as sucralfate, metal cations such as iron, and multivitamin
preparations with zinc may interfere with the gastrointestinal absorption of levofloxacin,
resulting in systemic levels considerably lower than desired. Tablets with antacids containing
magnesium, aluminum, as well as sucralfate, metal cations such as iron, and multivitamins
preparations with zinc or Videx® (didanosine), chewable/buffered tablets or the pediatric
powder for oral solution may substantially interfere with the gastrointestinal absorption of
levofloxacin, resulting in systemic levels considerably lower than desired. These agents should
be taken at least two hours before or two hours after levofloxacin administration.

LEVAQUIN Injection: There are no data concerning an interaction of intravenous quinolones
with oral antacids, sucralfate, multivitamins, Videx® (didanosine), or metal cations. However,
no quinolone should be co-administered with any solution containing multivalent cations, e.g.,
magnesium, through the same intravenous line. (See DOSAGE AND ADMINISTRATION.)

Theophylline: No significant effect of levofloxacin on the plasma concentrations, AUC, and
other disposition parameters for theophylline was detected in a clinical study involving 14
healthy volunteers. Similarly, no apparent effect of theophylline on levofloxacin absorption and



disposition was observed. However, concomitant administration of other quinolones with
theophylline has resulted in prolonged elimination half-life, elevated serum theophylline levels,
and a subsequent increase in the risk of theophylline-related adverse reactions in the patient
population. Therefore, theophylline levels should be closely monitored and appropriate dosage
adjustments made when levofloxacin is co-administered. Adverse reactions, including seizures,
may occur with or without an elevation in serum theophylline levels. (See WARNINGS and
PRECAUTIONS: General.)

Warfarin: No significant effect of levofloxacin on the peak plasma concentrations, AUC, and
other disposition parameters for R- and S- warfarin was detected in a clinical study involving
healthy volunteers. Stmilarly, no apparent effect of warfarin on levofloxacin absorption and
disposition was observed. There have been reports during the post-marketing experience in
patients that levofloxacin enhances the effects of warfarin. Elevations of the prothrombin time
in the setting of concurrent warfarin and levofloxacin use have been associated with episodes of
bleeding. Prothrombin time, International Normalized Ratio (INR), or other suitable
anticoagulation tests should be closely monitored if levofloxacin is administered concomitantly
with warfarin. Patients should also be monitored for evidence of bleeding.

Cyclosporine: No significant effect of levofloxacin on the peak plasma concentrations, AUC,
and other disposition parameters for cyclosporine was detected in a clinical study involving
healthy volunteers. However, elevated serum levels of cyclosporine have been reported in the
patient population when co-administered with some other quinolones. Levofloxacin Cpax and ke
were slightly lower while Ty, and ty, were slightly longer in the presence of cyclosporine than
those observed in other studies without concomitant medication. The differences, however, are
not considered to be clinically significant. Therefore, no dosage adjustment is required for
levofloxacin or cyclosporine when administered concomitantly.

Digoxin: No significant effect of levofloxacin on the peak plasma concentrations, AUC, and
other disposition parameters for digoxin was detected in a clinical study involving healthy
volunteers. Levofloxacin absorption and disposition kinetics were similar in the presence or
absence of digoxin. Therefore, no dosage adjustment for levofloxacin or digoxin is required
when administered concomitantly.

Probenecid and Cimetidine: No significant effect of probenecid or cimetidine on the rate and
extent of levofloxacin absorption was observed in a clinical study involving healthy volunteers.
‘The AUC and ty, of levofloxacin were 27-38% and 30% higher, respectively, while CL/F and
CLg were 21-35% lower during concomitant treatment with probenecid or cimetidine compared
to levofloxacin alone. Although these differences were statistically significant, the changes
were not high enough to warrant dosage adjustment for levofloxacin when probenecid or



cunetidine is co-administered.

Non-steroidal anti-inflammatory drugs: The concomitant administration of a non-steroidal
anti-inflammatory drug with a quinolone, including levofloxacin, may increase the risk of CNS
stimulation and convulsive seizures. (See WARNINGS and PRECAUTIONS: General)

Anptidiabetic agents: Disturbances of blood glucose, including hyperglycemia and
hypoglycemia, have been reported in patients treated concomitantly with quinolones and an
antidiabetic agent. Therefore, careful monitoring of biood giucose is recommended when these
agents are co-administered.

Carcinogenesis, Mutagenesis, Impairment of Fertility

In a lifetime bioassay in rats, levofloxacin exhibited no carcinogenic potential following daily
dietary administration for 2 years; the highest dose (100 mg/kg/day) was 1.4 times the highest
recommended human dose (750 mg) based upon relative body surface area. Levofloxacin did
not shorten the time to tumor development of UV-induced skin tumors in hairless albino (Skh-1)
mice at any levofloxacin dose level and was therefore not photo-carcinogenic under conditions of
this study. Dermal levofloxacin concentrations in the hairless mice ranged from 25 to 42 pg/g at
the highest levofloxacin dose level (300 mg/kg/day) used in the photo-carcinogenicity study. By
comparison, dermal levofloxacin concentrations in human subjects receiving 750 mg of

levofloxacin averaged approximately 11.8 pg/g at Cmax.

Levofloxacin was not mutagenic in the following assays; Ames bacterial mutation assay (5.
typhimurium and E. coli), CHO/HGPRT forward mutation assay, mouse micronucleus test,
mouse dominant lethal test, rat unscheduled DNA synthesis assay, and the mouse sister
chromatid exchange assay. It was positive in the in vitro chromosomal aberration (CHL cell
line) and sister chromatid exchange (CHL/IU cell line) assays.

Levofloxacin caused no impairment of fertility or reproductive performance in rats at oral doses
as high as 360 mg/kg/day, corresponding to 4.2 times the highest recommended human dose
based upon relative body surface area and intravenous doses as high as 100 mg/kg/day,
corresponding to 1.2 times the highest recommended human dose based upon relative body

surface area.

Pregnancy: Teratogenic Effects. Pregnancy Category C.

Levofloxacin was not teratogenic in rats at oral doses as high as 810 mg/kg/day which
corresponds to 9.4 times the highest recommended human dose based upon relative body
surface area, or at intravenous doses as high as 160 mg/kg/day corresponding to 1.9 times the
highest recommended human dose based upon relative body surface area. The oral dose of



810 mg/kg/day to rats caused decreased fetal body weight and increased fetal mortality. No
teratogenicity was observed when rabbits were dosed orally as high as 50 mg/kg/day which
corresponds to 1.1 times the highest recommended human dose based upon relative body
surface area, or when dosed intravenously as high as 25 mg/kg/day, corresponding to 0.5 times
the highest recommended human dose based upon relative body surface area.

There are, however, no adequate and well-controlled studies in pregnant women. Levofloxacin
should be used during pregnancy only if the potential benefit justifies the potential risk to the
fetus. (See WARNINGS.)

Nursing Mothers

Levofloxacin has not been measured in human milk. Based upon data from ofloxacin, it can be
presumed that levofloxacin will be excreted in human milk. Because of the potential for serious
adverse reactions from levofloxacin in nursing infants, a decision should be made whether to
discontinue nursing or to discontinue the drug, taking into account the importance of the drug to
the mother.

Pediatric Use

Safety and effectiveness in pediatric patients and adolescents below the age of 18 years have
not been established. Quinolones, including levofloxacin, cause arthropathy and
osteochondrosis in juvenile animals of several species. (See WARNINGS.)

Geriatric Use
In phase 3 clinical trials, 1,190 levofloxacin-treated patients (25%) were >65 years of age. Of
these, 675 patients (14%) were between the ages of 65 and 74 and 515 patients (11%) were 75
years or older. No overall differences in safety or effectiveness were observed between these
subjects and younger subjects, and other reported clinical experience has not identified
differences in responses between the elderly and younger patients, but greater sensitivity of
some older individuals cannot be ruled out.

The pharmacokinetic properties of levofloxacin in younger adults and elderly adults do not
differ significantly when creatinine clearance is taken into consideration. However since the
drug is known to be substantially excreted by the kidney, the risk of toxic reactions to this drug
may be greater in patients with impaired renal function. Because elderly patients are more likely
to have decreased renal function, care should be taken in dose selection, and it may be useful to

monitor renal function.

ADVERSE REACTIONS

The incidence of drug-related adverse reactions in patients during Phase 3 clinical trials




conducted in North America was 6:2% 6.3%. Among patients receiving levofloxacin therapy,
4-1% 4.0% discontinued levofloxacin therapy due to adverse experiences. The overall
incidence, type and distribution of adverse events was similar in patients receiving levofloxacin
doses of 750 mg once daily compared to patients receiving doses from 250 mg once daily to
500 mg twice daily.

In clinical trials, the following events were considered likely to be drug-related in patients
receiving levofloxacin:

nausea 1.3%, diarrhea 1.0%, vaginitis 0-7% 0.8% insomnia 0.4%, abdominal pain 8:4% 0.5%,
flatulence 0.3%, pruritus 0.3%, dizziness 0.3%, dyspepsia 0.3%, rash 0.3%, genital
moniliasis 0.2%, taste perversion 0.2%, vomiting 0.2%, injection site pain 0.2%, injection site
reaction 0.2%, injection site inflammation 0.1%, constipation 0.1%, fungal infection 0.1%,

genital pruritis 0.1%, headache 0.1%, moniliasis 0.1%, nervousness 0.1%, rash erythematous

0.1%, urticaria 0.1%, maculopapular rash 0.1%.

In clinical trials, the following events occurred in >3% of patients, regardless of drug
relationship:

nausea 7.0%, headache 6.1%, diarrhea 5.7%, insomnia 4-5% 4.3%, injection—site-reaction
3-5%; constipation 3.3%.

In clinical trials, the following events occurred ‘in 1 to 3% of patients, regardless of drug
relationship:

dizziness 2-6% 2.5%, abdominal pain 2:5% 2.6% dyspepsia 2.3%, vomiting Z4% 2.3%,
vaginitis 1.8%, injeetion—site-pain—1-7%; flatulence 1.4%, pain 1.4%, pruritus 1.3%, sinusitis
1.3%, chest pain +2% 1.1%, fatigue 1.3%, rash 1.4%, back pain 1.1%, injection—site
inflammation—1-1%; rhinitis +:6% 1.1%, taste—perversion—1}-0%-—dyspnea 1.1%, pharyngitis
1.0%.

In clinical trials, the following events, of potential medical importance, occurred at a rate of

0.1% to 1.0%, regardless of drug relationship:

Autenomie Nervous  Posturallrypetensien

System-Disorders:
Body as a Whole — Asthenia, fever, malaise, rigors, substernal chest pain, syncope, enlarged abdomen,
General Disorders: allergic reaction, heedache; hot flashes, edema, influenza-like symptoms, leg pain,

multiple organ failure, condition ageravated, peripheral edema

Cardiovascular Disorders, ~Cardiac failure, circulatory failure, hypertension, hypotension, postural hypotension
General:



Central and Peripheral
Nervous System
Dhsorders:

Gastro-Intestinal System
Disorders:

Hearing and Vestibular
Disorders:
Heart Rate and Rhythm
Disorders:

Liver and Biliary System
Disorders:

Metabolic and Nutritional
Disorders:
Musculo-Skeletal System
Disorders:

Myo, Endo, Pericardial
and Valve Disorders:

Neoplasms:

Other Special Senses
Disorders:

Platelet, Bleeding and
Clotting Disorders:

Psychiatric Disorders:

Red Blood Cell
Disorders:

Reproductive Disorders:

Resistance Mechanism
Disorders:

Respiratory System
Disorders:

Skin and Appendages
Disorders:

Abnormal coordination, coma, convulsions (seizures), hyperkinesia, hypertonia,
hypoesthesia, involuntary muscle contractions, paresthesia, paralysis, speech disorder,
stupor, tremor, vertigo, encephalopathy, abnormal gait, leg cramps, intracranial

hypertension, ataxia, migraine

Dry mouth, dysphagia, gastroenteritis, G.I. hemorrhage, pancreatitis, pseudomembranous
colitis, tongue edema, gastritis, gastroesophageal reflux, melena, esophagitis, stomatitis,
Earache, tinnitus

Arrhythmia, atrial fibrillation, bradycardia, cardiac arrest, palpitation, supraventricular

tachycardia, ventricular tachycardia, tachycardia, beart block, ventricular fibrillation

Elevated-bilirubin; Abnormal hepatic function, cholelithiasis, jaundice, hepatic failure,
hepati bilirubinemi

Hypomagneserma, thirst, aggravated dlabetes melhtus dehydxatnon, hyperglycemla,

Arthralgia, arthritis, arthrosis, pathological fracture, myalgia, osteomyelitis, synovms

tendonitis, muscle weakness, rhabdomyolysis, skeletal pain
Angina pectoris, myocardial infarction, coronary thrombosis

Carcinoma

Parosmia, taste perversion

Pulmonary embolism, hematoma, epistaxis, purpura, thrombocytopenia, abnormal
platelets, embolism (blood clot)

Abnormal dreaming, agitation, anorexia, anxiety, confusion, depression, hallucination,

nervousness, pamnoxa, sleep dxsorder somolenceéw&w

Dysmenorrhea, leukorrhea, ejaculation failure

Abscess, herpes simplex, bacterial infection, viral infection, moniliasis, otitis media,

sepsis, fungal infection, genital moniliasis

Broaochitis, epistaxis pharyngitisyshinitis; upper respiratory tract infection, asthma, -
coughmg, dyspnea, hemoptysns hypoxja, pleural effuszon respuatory msuﬁ' cnency,

€czema



Urinary System Unnary tract mfecbon, abuorma] rena! ﬁmcuon, acute renal faxlurc hematuria, face
Disorders: , guria, 2 a

Vascular (Extracardiac) Cerebrovascular disorder, phlebitis, purpura, thrombophlebitis (deep), flushing, gangrene
Disorders:

Vision Disorders: Abnormal vision, conjunctivitis, diplopia, eve paig
White Cell and RES Granulocytopenia, leukocytosis, lymphadenopathy, WBC abnormal (not otherwise
Disorders: specified), leukopenia

In clinical tnials using multiple-dose therapy, ophthalmelogic abnormalities, including cataracts
and multiple punctate lenticular opacities, have been noted in patients undergoing treatment
with other quinolones. The relationship of the drugs to these events is not presently established.

Crystalluria and cylindruria have been reported with other quinolones.
The following markedly abnormal laboratory values appeared in >2% of patients receiving
levofloxacin. It 1s not known whether these abnormalities were caused by the drug or the

underlying condition being treated.

Blood Chemistry: decreased glucose (2.2%)
Hematology: decreased lymphocytes (24;4 3%)

being treated.

Post-Marketing Adverse Reactions

Additional adverse events reported from worldwide post-marketing experience with
levofloxacin include: allergic pneumonitis, anaphylactic shock, anaphylactoid reaction,
dysphonia, abnormal EEG, encephalopathy, eosinophilia, erythema multiforme, hemolytic
anemia, multi-system organ failure, increased International Normalized Ratio
(INR)/prothrombin time, Stevens-Johnson Syndrome, tendon rupture, torsades de pointes,

vasodilation.

OVERDOSAGE

Levofloxacin exhibits a low potential for acute toxicity. Mice, rats, dogs and monkeys exhibited
the following clinical signs after receiving a single high dose of levofloxacin: ataxia, ptosis,
decreased locomotor activity, dyspnea, prostration, tremors, and convulsions. Doses in excess
of 1500 mg/kg orally and 250 mg/kg i.v. produced signiﬁcant mortality in rodents. In the event
of an acute overdosage, the stomach should be emptied. The patient should be observed and




appropriate hydration maintained. Levofloxacin is not efficiently removed by hemodialysis or
peritoneal dialysis.

DOSAGE AND ADMINISTRATION

LEVAQUIN Injection should only be administered by intravenous infusion. It is not for
intramuscular, intrathecal, intraperitoneal, or subcutaneous administration.

CAUTION: RAPID OR BOLUS INTRAVENQUS INFUSION MUST BE AVOIDED.
Levofloxacin Injection should be infused intravenously slowly over a period of not less than 60
or 90 minutes, depending on the dosage. (See PRECAUTIONS.)

Single-use vials require dilution prior to administration. (See PREPARATION FOR
ADMINISTRATION.)

The usual dose of LEVAQUIN Tablets or Injection is 250 mg or 500 mg administered orally or
by slow infusion over 60 minutes every 24 hours or 750 mg administered orally or by slow
infusion over 90 minutes every 24 hours, as indicated by infection and described in the
following dosing chart. These recommendations apply to patients with normal renal function
(i.e., creatinine clearance > 80 mL/min). For patients with altered renal function see the
Patients with Impaired Renal Function subsection. Oral doses should be administered at least
two hours before or two hours after antacids containing magnesium, aluminum, as well as
sucralfate, metal cations such as iron, and multivitamin preparations with zinc or Videx®
(didanosine), chewable/buffered tablets or the pediatric powder for oral solution.

Patients with Normal Renal Function

Infection* Unit Freq. Duration**  Daily Dose
Dose

Acute Bacterial 500 mg q24h 7 days 500 mg

Exacerbation of

Chronic Bronchitis

Nosocomzal 750mg  q24b 7-14 days 750 mg

Pneumonia

Comm. Acquired 500mg  q24h 7-14 days 500 mg

Pneumonia

Acute Maxillary 500 mg q24h 10-14 days 500 mg

Sinusitis

Complicated SSSI 750 mg q24h 7-14 days 750 mg
Uncomplicated SSSI' 500 mg q24h 7-10 days 500 mg
Chronic Bacterial 00meg gdb  28days 200 mg

P ==
Complicated UTI 250 mg q24h 10 days 250 mg
Acute pyelonephritis 250 mg q24b 10 days 250 mg
Uncomplicated UTI 250 mg q24h 3 days 250 mg

* DUE TO THE DESIGNATED PATHOGENS (See INDICATIONS AND USAGE))



** Sequential therapy (intravenous to oral) may be instituted at the discretion of the physician.

Patients with Impaired Renal Function
Renal Status Initial Dose Subsequent Dose

Acute Bacterial Exacerbation of Chronic Bronchitis / Comm. Acquired
Pneumonia/ Acute Maxillary Sinusitis / Uncomplicated SSSI/Chronic

Bacterial Prostatitis

CLcg from 5010 80 mL/min ~ No dosage adjustment required
Clg from20t049 mi/min SO0 mg 250 mg q24h
CLeg from 10to 19 ml/min 500 mg 250 mg q48h
Hemodialysis 500 mg 250 mg q48h
CAPD 500 mg 250 mg q48h

Complicated SSSI/Nosocomial Pneumonia
CLeg from 50 to 80 mL/min ~ No dosage adjustment required

Cleg from20t049 ml/min 750 mg 750 mg q48h
Clg rom 10to 19 ml/min 750 mg 500 mg q48h
Hemodialysis 750 mg 500 mg q48h
CAPD 750 mg 500 mg q48h
Complicated UTI / Acute Pyelonephritis

CLcg >20 ml/min No dosage adjustment required
CLeg from 10 to 19 mi/min 250 mg 250 mg q48h
Uncomplicated UTI No dosage adjustment required

CLr=creatinine clearances
CAPD=chronic ambulatory peritoneal dialysis

When only the serum creatinine is known, the following formula may be used to estimate

creatinine clearance.

Men: Creatinine Clearance (mL/min) =
Weight (kg) x (140 - age)
72 x serum creatinine (mg/dL)

Women: 0.85 x the value calculated for men.
The serum creatinine should represent a steady state of renal function.

Preparation of I evofloxacin Injection for Administration

LEVAQUIN Injection in Single-Use Vials: LEVAQUIN Injection is supplied in single-use
vials containing a concentrated levofloxacin solution with the equivalent of 500 mg (20 mL
vial) and 750 mg (30 mL vial) of levofloxacin in Water for Injection, USP. The 20 mL and
30 mL vials each contain 25 mg of levofloxacin/mL. THESE LEVAQUIN INJECTION
SINGLE-USE VIALS MUST BE FURTHER DILUTED WITH AN APPROPRIATE
SOLUTION PRIOR TO INTRAVENQUS ADMINISTRATION. (See COMPATIBLE
INTRAVENOUS SOLUTIONS.) The concentration of the resulting diluted 'solution should be




5 mg/mlL prior to administration.

This intravenous drug product should be inspected visually for particulate matter prior to
administration. Samples containing visible particles should be discarded.

Since no preservative or bacteriostatic agent is present in this product, aseptic technique must
be used in preparation of the final intravenous solution. Since the vials are for single-use only,
any unused portion remaining in the vial should be discarded. When used to prepare two
250 mg doses from the 20 mL vial containing 500 mg of levofloxacin, the full content of the
vial should be withdrawn at once using a single-entry procedure, and a second dose should
be prepared and stored for subsequent use. (See Stability of LEVAQUIN Injection
Following Dilution.)

Since only limited data are available on the compatibility of levofloxacin intravenous injection
with other intravenous substances, additives or other medications should not be added to
LEVAQUIN Injection in single-use vials or infused simultaneously through the same
intravenous line. If the same intravenous line is used for sequential infusion of several
different drugs, the line should be flushed before and after infusion of LEVAQUIN Injection
with an infusion solution compatible with LEVAQUIN Injection and with any other drug(s)
administered via this common line.

Prepare the desired dosage of levofloxacin according to the following chart:

Desired From Appropriate Vial, Volumeof  Infusion
Dosage Strength  Withdraw Volume Diluent Time
250 mg 10 mL (20 mL Vial) 40 mL 60 min
500 mg 20 mL (20 mL Vial) 80 mL 60 min
750 mg 30 mL (30 mL Vial) 120 mL 90 min

For example, to prepare a 500 mg dose using the 20 mL vial (25 mg/mL), withdraw 20 mL. and
dilute with a compatible intravenous solution to a total volume of 100 mL.

Compatible Intravenous Solutions: Any of the following intravenous solutions may be used to
prepare a 5 mg/mL levofloxacin solution with the approximate pH values:

- Final pH of
Intravenous Fluids LEVAQUIN Solution




0.9% Sodium Chloride Injection, USP 4.71

5% Dextrose Injection, USP 4.58

5% Dextrose/0.9% NaCl Injection 4.62

5% Dextrose in Lactated Ringers 4.92

Plasma-Lyte® 56/5% Dextrose Injection 5.03

5% Dextrose, 0.45% Sodium Chloride, 4.61
and 0.15% Potassium Chloride Injection

Sodium Lactate Injection (M/6) 5.54

LEVAQUIN Injection Premix in Single-Use Flexible Containers: LEVAQUIN Injection is
also supplied in flexible containers containing a premixed, ready-to-use levofloxacin solution in
DsW for single-use. The fill volume is either 50 or 100 mL for the 100 mL flexible container or
150 mL for the 150mL containerr NO FURTHER DILUTION OF THESE
PREPARATIONS ARE NECESSARY. Consequently each 50 mL, 100 mL, and 150 mL
premix flexible container already contains a dilute solution with the equivalent of 250 mg,
500 mg, and 750 mg of levofloxacin, respectively (5 mg/mL) in 5% Dextrose (DsW).

This parenteral drug product should be mnspected visually for particulate matter prior to
administration. Samples containing visible particles should be discarded.

Since the premix flexible containers are for single-use only, any unused portion should be

discarded.

Since only limited data are available on the compatibility of levofloxacin intravenous injection
with other intravenous substances, additives or other medications should not be added to
LEVAQUIN Injection in flexible containers or infused simultaneously through the same
intravenous line. If the same intravenous line is used for sequential infusion of several
different drugs, the line should be flushed before and after infusion of LEVAQUIN Injection
with an infusion solution compatible with LEVAQUIN Injection and with any other drug(s)
administered via this common line.

Instructions for the Use of LEVAQUIN Injection Premix in Flexible Containers

To open:
1. Tear outer wrap at the notch and remove solution container.
2. Check the container for minute leaks by squeezing the inner bag firmly. If leaks are

found, or if the seal is not intact, discard the solution, as the sterility may be compromised.
3. Do not use if the solution is cloudy or a precipitate is present.

4. Use sterile equipment.



5. WARNING: Do not use flexible containers in series connections. Such use could
result in air embolism due to residual air being drawn from the primary container before
administration of the fluid from the secondary container is complete.

Preparation for administration:

I Close flow control clamp of administration set.
2 Remove cover from port at bottom of container.
3. Insert piercing pin of administration set into port with a twisting motion until the pin is

firmly seated. NOTE: See full directions on administration set carton.
4. Suspend container from hanger.

5. Squeeze and release drip chamber to establish proper fluid level in chamber during
infusion of LEVAQUIN Injection in Premix Flexible Containers.

6. Open flow control clamp to expel air from set. Close clamp.
7. Regulate rate of administration with flow control clamp.

Stability of LEVAQUIN Injection as Supplied

When stored under recommended conditions, LEVAQUIN Injection, as supplied in 20 mL and
30 mL vials, or 100 mL. and 150 mL flexible containers, is stable through the expiration date
printed on the label.

Stability of LEVAQUIN Injection Following Dilution

LEVAQUIN Injection, when diluted in a compatible intravenous fluid to a concentration of
5 mg/mL, is stable for 72 hours when stored at or below 25°C (77°F) and for 14 days when
stored under refrigeration at 5°C (41°F) in plastic intravenous containers. Solutions that are
diluted in a compatible intravenous solution and frozen in glass bottles or plastic intravenous
containers are stable for 6 months when stored at -20°C (-4°F). THAW FROZEN
SOLUTIONS AT ROOM TEMPERATURE 25°C (77°F) OR IN A REFRIGERATOR
8°C (46°F). DO NOT FORCE THAW BY MICROWAVE IRRADIATION OR WATER
BATH IMMERSION. DO NOT REFREEZE AFTER INITIAL THAWING.

HOW SUPPLIED
LEVAQUIN Tablets

LEVAQUIN (levofioxacin) Tablets are supplied as 250, 500, and 750 mg modified rectangular,
film-coated tablets. LEVAQUIN Tablets are packaged in bottles and in unit-dose blister strips




in the following configurations:

250 mg tablets: color: terra cotta pink
debossing: "LEVAQUIN" on side 1 and "250" on side 2
bottles of 50 (NDC 0045-1520-50)

unit-dose/100 tablets (NDC 0045-1520-10)
500 mg tablets: color: peach
debossing: "LEVAQUIN" on side 1 and "500” on side 2
bottles of 50 (NDC 0045-1525-50)
unit-dose/100 tablets (NDC 0045-1525-10)
750 mg tablets: color: white
debossing: “LEVAQUIN” on side 1 and "750" on side 2
bottles of 50 (NDC 0045-1530-50)
unit-dose/100 tablets (NDC 0045-1530-10)

LEVAQUIN Tablets should be stored at 15° to 30°C (59° to 86°F) in well-closed containers.

LEVAQUIN Tablets are manufactured for OMP DIVISION, ORTHO-McNEIL
PHARMACEUTICAL, INC. by Janssen Ortho LLC, Gurabo, Puerto Rico 00778. ‘

LEVAQUIN Injection

Single-Use Vials: LEVAQUIN (levofloxacin) Injection is supplied in single-use vials. Each
vial contains a concentrated solution with the equivalent of 500 mg of levofloxacin in 20 mL
vials and 750 mg of levofloxacin in 30 L vials.

25 mg/mL, 20 mL vials (NDC 0045-0069-51)
25 mg/mL, 30 mL vials (NDC 0045-0065-55)

LEVAQUIN Injection in Single-Use Vials should be stored at controlled room temperature and
protected from light.

LEVAQUIN Injection in Single-Use Vials is manufactured for OMP DIVISION, ORTHO-
McNEIL PHARMACEUTICAL, INC. by OMJ Pharmaceuticals, Inc., San German, Puerto



Rico, 00683.

Premix in Flexible Containers: LEVAQUIN (levofloxacin in 5% dextrose) Injection is
supplied as a single-use, premixed solution in flexible containers. Each bag contains a dilute
solution with the equivalent of 250, 500, or 750 mg of levofloxacin, respectively, in 5%

Dextrose (DsW).
5 mg/mL (250 mg), 50 mL flexible container (NDC 0045-0067-01)

5 mg/mL (500 mg), 100 mL flexible container (NDC 0045-0068-01)
5 mg/mL (750 mg), 150 mL flexible container (NDC 0045-0066-01)

LEVAQUIN Injection Premix in Flexible Containers should be stored at or below 25°C (77°F);
however, brief exposure up to 40°C (104°F) does not adversely affect the product. Avoid
excessive heat and protect from freezing and light.

LEVAQUIN Injection Premix in Flexible Containers is manufactured for OMP DIVISION,
ORTHO-McNEIL PHARMACEUTICAL, INC. by ABBOTT Laboratories, North Chicago, IL
60064.



CLINICAL STUDIES

Neosocomial Pneumonia

Adult patients with clinically and radiologically documented nosocomial pneumonia were
enrolled in a multicenter, randomized, open~la';)cl study comparing intravenous levofloxacin (750
mg once daily) followed by oral levofloxacin (750 mg once daily) for a total of 7-15 days to
inuavenous_ imipenem/cilastatin (500-1000mg q6-8 hours daily) followed by oral ciprofloxacin
(750 mg ql2 hours daily) for a total of 7-15 days. Levofloxacin-treated patients received an
average of 7 days of intravenous therapy (range: 1-16 days); comparator-treated patients received
an average of 8 days intravenous therapy (range 1-19 days).

Overall, in the clinically and microbiologically evaluable population, adjunéﬁve therapy was
empirically initiated at study entry in 56 of 93 (60.2%) patients in the levofloxacin arm and 53 of
94 (56.4%) patients in the comparator arm. The average duration of adjunctive therapy was 7
days in the levofloxacin arm and 7 days in the comparator.  In clinically and microbiologically
evaluable patients with documented Pseudomonas aeruginosa infection, 15 of 17 (88.2%)
received ceftazidime (N=11) or piperacillin/tazobactam (N=4) in the levofloxacin arm and 16 of
17 (94.1%) received an aminoglycoside in the comparator am. Overall, in clinically and
microbiologically evaluable patients, vancomycin was added to the treatment regimen of 37 of 93
(39.8%) patients in the levofloxacin arm and 28 of 94 (29.8%) patients in the comparator arm for

suspected methicillin-resistant §. aureus infection.

Clinical success rates in clinically and microbiologically evaluable patients at the posttherapy visit
(primary study endpoint assessed on day 3-15 after completing therapy) were 58.1% for
levofloxacin and 60.6% for comparator. The 95% CI for the difference of response rates
(levofloxacin minus comparator) was [-17.2, 12.0]. The microbiological eradication rates at the
posttherapy visit were 66.7% for levofloxacin and 60.6% for comparator. The 95% CI for the
difference of eradication rates (levofloxacin minus comparator) was {-8.3, 20.3]. Clinical success

and microbiological eradication rates by pathogen were as follows:



Levofloxacin
No. (%) of Patients

Imipenem/Cilastatin
No. (%) of Patients

Pathogen N Microbiologic / Clinical N Microbiologic / Clinical
QOutcomes Outcomes
MSSA® 21 14(66.7)/ 13 (61.9) 19 13(68.4)/15(78.9)

P. aeruginosa® 17
S. marcescens 11
E. coli 12
K pneumoniae® 11
H. influenzae 16
§. pneumoniae 4

10(58.8)/11 (64.7) 17
9(81.8)/ 7(63.6) 7
10(833)/7(583) 11
9(81.8)/5(45.5) 7
13(81.3)/10(62.5) 15

* Methicillin-susceptible S. aureus.
® See above text for use of combination therapy.

© The observed differences in rates for the clinical and microbiological outcomes may reflect other

factors that were not accounted for in the study.

3(75.0)/3 (75.0) 7

5(29.4)/ 7(41.2)
2(28.6)/ 3(42.9)
7(63.6)/ 8 (12.7)
6(85.7)/ 3 (42.9)

14(93.3)/ 11 (73.3)

5(71.4)/ 4(57.1)



Community-Acquired Bacterial Pneumonia

Adult inpatients and outpatients with a diagnosis of community-acquired bacterial pneumonia
were evaluated in two pivotal clinical studies. In the first study, 590 patients were enrolled in a
prospective, multicenter, unblinded randomized trial comparing levofloxacin 500 mg once daily
orally or intravenously for 7 to 14 days to ceftriaxone 1 to 2 grams intravenously once or in
equally divided doses twice daily followed by cefuroxime axetil 500 mg orally twice daily for a
total of 7 to 14 days. Patients assigned to treatment with the control regimen were allowed to
receive erythromycin (or doxycycline if intolerant of erythromycin) if an infection due to
atypical pathogens was suspected or proven. Clinical and microbiologic evaluations were
performed during treatment, 5 to 7 days posttherapy, and 3 to 4 weeks posttherapy. Clinical
success (cure plus improvement) with levofloxacin at 5 to 7 days posttherapy, the primary
efficacy variable in this study, was superior (95%) to the control group (83%). The 95% CI for
the difference of response rates (levofloxacin minus comparator) was [-6, 19]. In the second
study, 264 patients were enrolled in a prospective, multi-center, non-comparative trial of
500 mg levofloxacin administered orally or intravenously once daily for 7 to 14 days. Clinical
success for clinically evaluable patients was 93%. For both studies, the clinical success rate in
patients with atypical pneumonia due to Chlamydia pneumoniae, Mycoplasma pneumoniae, and
Legionelfa pneumophila were 96%, 96%, and 70%, respectively. Microbiologic eradication
rates across both studies were as follows:

Pathogen No. Microbiologic
Pathogens  Eradication Rate (%)
H. influenzae S5 98
S. pneumoniae 83 95
S. aureus 17 88
M catarrhalis 18 94
H. parainfluenzae 19 95
K preumoniae 10 100.0

Additional studies were initiated to evaluate the utility of LEVAQUIN in community-acquired
pneumonia due to S. pneumoniae, with particular interest in penicillin-resistant strains (MIC
value for penicillin —2 pg/mL). In addition to the studies previously discussed, inpatients and
outpatients with mild to severe community-acquired pneumonia were evaluated in six
“additional clinical studies; one double-blind study, two open label randomized studies, and three
open label non-comparative studies. The total number of clinically evaluable patients with
S.pneumoniae across all 8 studies was 250 for levofloxacin and 41 for comparators. The clinical
success rate (cured or improved) among the 250 levofloxacin-treated patients with S.
pneumoniae was 245/250 (98%). The clinical success rate among the 41 comparator-treated



patients with S. pneumoniae was 39/41 (95%).

Across these 8 studies, 18 levofloxacin-treated and 4 non-quinolone comparator-treated patients
with community-acquired pneumonia due to penicillin-resistant S. pneumoniae (MIC value for
penicillin —2 pg/ml) were identified. Of the 18 levofloxacin-treated patients, 15 were
evaluable following the completion of therapy. Fifteen out of the 15 evaluable levofloxacin-
treated patients with community-acquired pneumonia due to penicillin-resistant S. preumoniae
achieved clinical success (cure or improvement). Of these 15 patients, 6 were bacteremic and 5
were classified as having severe disease. Of the 4 comparator-treated patients with community-
acquired pneumonia due to penicillin-resistant S. pneumoniae, 3 were evaluable for clinical
efficacy. Three out of the 3 evaluable comparator-treated patients achieved clinical success. All
three of the comparator-treated patients were bacteremic and had disease classified as severe.

Complicated Skin and Skin Structure Infections

Three hundred ninety-nine patients were enrolled in an open-label, randomized, comparative
study for complicated skin and skin structure infections. The patients were randomized to
receive either levofloxacin 750mg QD (IV followed by oral), or an approved comparator for a
median of 10 £ 4.7 days. As is expected in complicated skin and skin structure infections,
surgical procedures were perforrned in the levofloxacin and comparator groups. Surgery
(incision and drainage or debridement) was performed on 45% of the levofloxacin treated
patients and 44% of the comparator treated patients, either shortly before or during antibiotic
treatment and formed an integral part of therapy for this indication.

Among those who could be evaluated clinically 2-5 days after completion of study drug, overall
success rates (improved or cured) were 116/138 (84.1%) for patients treated with levofloxacin
and 106/132 (80.3%) for patients treated with the comparator.

Success rates varied with the type of diagnosis ranging from 68% in patients with infected
ulcers to 90% in patients with infected wounds and abscesses. These rates were equivalent to

those seen with comparator drugs.
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Levofloxacin (N=136) Ciprofloxacin (=125)

Pathogen N Eradication N Eradication
E coli 15 14 (93.3%) 11 9 (81.8%)

E. faecalis 54 39 (72.2%) 44 33 (75.0%)
*S. epidermidis 11 9 (81.8%) 14 11 _(78.6%)

ANIMAL PHARMACOLOGY

Levofloxacin and other quinolones have been shown to cause arthropathy in immature animals
of most species tested. (See WARNINGS.) In immature dogs (4 - 5 months old), oral doses of
10 mg/kg/day for 7 days and intravenous doses of 4 mg/kg/day for 14 days of levofloxacin
resulted in arthropathic lesions. Administration at oral doses of 300 mg/kg/day for 7 days and
intravenous doses of 60 mg/kg/day for 4 weeks produced arthropathy in juvenile rats.

When tested in a mouse ear swelling bioassay, levofloxacin exhibited phototoxicity similar in



magnitude to ofloxacin, but less phototoxicity than other quinolones.

While crystalluria has been observed in some intravenous rat studies, urinary crystals are not
formed in the bladder, being present only after micturition and are not associated with
nephrotoxicity.

In mice, the CNS stimulatory effect of quinolones is enhanced by concomitant administration of
non-steroidal anti-inflammatory drugs.

In dogs, levofloxacin administered at 6 mg/kg or higher by rapid intravenous injection produced
hypotensive effects. These effects were considered to be related to histamine release.

In vitro and in vivo studies in animals indicate that levofloxacin is neither an enzyme inducer or
inhibitor in the human therapeutic plasma concentration range; therefore, no drug metabolizing
enzyme-related interactions with other drugs or agents are anticipated.

REFERENCES

1. National Committee for Chnical Laboratory Standards. Methods for Dilution Antimicrobial
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Document M2-A7 A8, Vol. 20 23, No. 1, NCCLS, Wayne, PA, January, 2000 2003.
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TROVAN™ Tablets
(trovafioxacin mesylate)
TROVAN™LV. H
(alatrofloxacin mesylate injection)
For Intravenous Infusion

TROVAN is available as TROVAN Tablets (trovafloxacin mesylate) for oral administration
and as TROVAN LV. (alatrofloxacin mesylate injection), a prodrug of trovafloxacin, for
intravenous administration.

DESCRIPTION

TROVAN Tablets

TROVAN Tablets contain trovafloxacin mesylate, a synthetic broad-spectrum antibacterial
agent for oral administration. Chemically, trovafloxacin mesylate, a fluoronaphthyridone
related to the fluoroquinolone antibacterials, is (1a, 5a, 6a)-7-(6-amino-3-
azabicyclof3.1.0lhex-3-yl)- 1-(2,4-difluorophenyl}-6-fluoro-1,4-dihydro-4-oxo-1,8-

- naphthyridine-3-carboxylic acid, monomethanesulfonate. Trovafloxacin mesylate differs

from other quinolone derivatives by having a 1,8-naphthyridine nucleus.
The chemical structure is:
a 0
HN _H ;
=~ oH
H N N N - CH3803H
F

3

its empirical formula is CyHysF;N,O3 « CH3SO3H and its molecular weight is 512.46.

Trovafloxacin mesylate is a white to off-white powder.

Trovafloxacin mesylate is available in 100 mg and 200 mg (trovafloxacin equivalent) blue,
film-coated tablets. TROVAN Tablets contain microcrystalline celiulose, crosslinked sodium
carboxymethyicellulose and magnesium stearate. The tablet coating is a mixture of
hydroxypropyicellulose, hydroxypropylmethylcelluiose, titanium dioxide, polyethylene glycol
and FD&C blue #2 aluminum lake.

TROVAN LV. _
TROVAN LV. contains alatrofloxacin mesylate, the L-alanyl-L-alanyl prodrug of trovafloxacin
mesylate. Chemically, alatrofloxacin mesylate is (1a, 5a, 6a}-L-alanyl-N-[3-[6-carboxy-8-
(2,4-diftuorophenyl)-3-fluoro-5,8-dihydro-5-oxo-1,8-naphthyridin-2-yl}-3-azabicyclo[3.1.0]hex-
6-yl]-L-alaninamide, monomethanesulfonate. It is intended for administration by intravenous
infusion.

Following intravenous administration, the alanine substituents in alatrofloxacin are rapidly
hydrolyzed in vivo to yield trovafloxacin. (See CLINICAL PHARMACOLOGY)

The chemical structure is:




47

Page 2

........................

CH; o /
H N
~\/\L ; H o 8]
HaN Y~ TRH e
0 Ciy’ I S ] OH
H- P
. b H N N N - CHgSOgH

Its empirical formula is CyeH,sF3NsOs ¢ CH3SO3H and its molecular weight is 654.62.
Alatrofloxacin mesylate is a white to light yellow powder.

TROVAN LV. is available in 40 mL and 60 mL single use vials as a sterile, preservative-free
aqueous concentrate of § mg trovafloxacin/mL as alatrofloxacin mesylate intended for
dilution prior to intravenous administration of doses of 200 mg or 300 mg of trovafloxacin,
respectively. (See HOW SUPPLIED.)

The formulation contains Water for Injection, and may contain sodium hydroxide or
hydrochloric acid for pH adjustment.
The pH range for the 5 mg/mbL aqueous concentrate is 3.5 to 4.3.

CLINICAL PHARMACOLOGY

After intravenous administration, alatrofloxacin is rapidly converted to trovafloxacin. Plasma
concentrations of alatrofloxacin are below quantifiable levels within 5 to 10 minutes of
completion of a one hour infusion.

Absorption

Trovafloxacin is well-absorbed from the gastrointestinal tract after oral administration. The
absolute bioavailability is approximately 88%. For comparable dosages, no dosage
adjustment is necessary when switching from parenteral to oral administration (Figure 1).
(See DOSAGE AND ADMINISTRATION.)
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Figure 1. Mean trovafloxacin serum concentrations determined following 1 hour intravenous infusions of
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alatrofloxacin at daily doses of 200 mg (trovafloxacin equivalents) to healthy male volunteers and following daily
oral administration of 200 mg trovafloxacin for seven days to six male and six female heaithy young volunteers. -

Phamacokinetics

The mean pharmacokinetic parameters (+SD) of trovafloxacin after single and multiple
100 mg and 200 mg oral doses and one hour intravenous infusions of alatrofloxacin in
doses of 200 and 300 mg (trovafloxacin equivalents) appear in the chart below.

TROVAFLOXACIN PHARMACOKINETIC PARAMETERS

Crrax Trvax AUC™* Tiz  Vass CL CL,
(ug/mb) {hrs) {ugeh/mil) (hrs) (L/Kq) {mi/hr/Kg) (mLhr/Kg)
Trovafloxacin 100 mqg
Single dose 1.0:0.3 09404 112422 9.1 — — —
Multiple dose 1.1102 1.0105 11.8+1.8 105 — — —
Trovafloxacin 200 mg
Single dose 213105 1.8409 26.7t7.5 9.6 —_— — —
Muitiple dose 3.1110 1.2405 344457 122 — — —
Alatrofloxacin 200 mq*
Single dose 27104 1.040.0 28.115.1 94 12402 93.0+17.4 6.5%35
Multiple dose 3.1106 1.040.0 32.2¢7.3 11.7  1.3#0.1 81.7+17.8 8612.4
Alatrofloxacin 300 mg*
Single dose 3.6106 1.3+0.4 46.1152 112 1.2401 84.616.0 6.910.5
Muttiple dose 44106 1.240.2 46.3+3.9 127  14+0.% 84.5+11.1 B8.4+1.8

*trovafloxacin equivalents
2 Single dose: AUC(0-=), multiple dose: AUC(0-24)

Crmax= Maximum serum concentration; Tmax=Time to Cmax.. AUC=Area under concentration vs. time curve;

Tiz=serum half-life; V,s=Volume of distribution; Ci=Total clearance; C=Renal clearance

Serum concentrations of trovafloxacin are dose-proportional after oral administration of
travafloxacin in the dose range of 30 to 1000 mg or after intravenous administration of
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alatrofloxacin in the dose range of 30 to 400 mg (trovafloxacin equivalents). Steady state
concentrations are achieved by the third daily oral or intravenous dose of trovafloxacin with
an accumulation factor of approximately 1.3 times the single dose concentrations.

Oral absorption of trovafloxacin is not altered by concomitant food intake; therefore, it can -
be administered without regard to food.

The systemic exposure to trovafloxacin (AUC ;..) administered as crushed tablets via
nasogastric tube into the stomach was identical to that of orally administered intact tablets.
Administration of concurrent enteral feeding solutions had no effect on the absorption of
trovafloxacin given via nasogastric tube into the stomach. When trovafloxacin was
administered as crushed tablets into the duodenum via nasogastric tube, the AUC 4, and
peak serum concentration (Cmax) were reduced by 30% relative to the orally administered
intact tablets. Time to peak serum level (Tmax) was also decreased from 1.7 hrs to 1.1
hrs.. -
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Distribution

The mean plasma protein bound fraction is approximately 76%, and is concentration-
independent. Trovafloxacin is widely distributed throughout the body. Rapid distribution of
trovafloxacin into tissues results in significantly higher trovafloxacin concentrations in most
target tissues than in plasma or serum.

Fluid or Tissue Tissue-Fluid/-
Serum Ratio* (Range)

Respiratory
bronchial macrophages
(multiple dose) 24.1(9.6-41.8)
lung mucosa 1.1(0.7-1.5)
tung epithelial lining fluid

(multiple dose) 58(1.1-17.5)
whole lung 2.1(0.42-5.03)
Skin, Musculoskeletal
skin 1.0 (0.20-1.88)
subcutaneous tissue 0.4 (0.15-0.68)
skin blister fluid 0.7-0.9 (blister/plasma)
skeletal muscle 1.5 (0.50-2.90}
bone 1.0(0.55-1.67)
Gastrointestinal
colonic tissue 0.7 (0.0-147)
peritoneal fluid 0.4 (0.0-1.25)
bile 15.4(11.9-21.0)

Central Nervous System
cerebrospinal fluid (CSF), aduits 0.25 (0.03-0.33)
cerebrospinal fluid (CSF), children 0.28*

Reproductive

prostatic tissue 1.0 (0.5-1.6)
cervix {multiple dose) 0.6 (0.5-0.7)
ovary 1.6 (0.3-2.2)
fallopian tube 0.7 (0.2-1.1)
myometrium {multiple dose) 0.6 (0.4-0.8)
uterus 0.6 (0.3-0.8)
vaginal fluid (muitiple dose) 4.7 (0.8-20.8)

* Mean values in adults over 2-29 hours following drug administration, except individual lung fissues, which were
single time points of 6 hours following drug administration

** Ratio of composite AUC(0-24) in CSF/composite AUC(0-24) in serum in 22 pediatric patients aged 1 to 12
years after 1 hour i.v. infusion of single dose alatrofloxacin (equivalent trovaflioxacin dose range: 4.5-9.9 mg/kg)
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Presence in Breast Milk

Trovafloxacin was found in measurable concentrations in the breast milk of three lactating
subjects. The average measurable breast milk concentration was 0.8 pg/mL (range: 0.3-2.1
ng/mL) after single i.v. alatrofloxacin (300 mg trovafloxacin equivalents) and repeated oral -
trovafloxacin (200 mg) doses.

Metabolism

Trovafloxacin is metabolized by conjugation (the role of cytochrome P,s oxidative
metabolism of trovafloxacin is minimal). Thirteen percent of the administered dose appears
in the urine in the form of the ester glucuronide and 9% appears in the feces as the N-acetyl
metabolite (2.5% of the dose is found in the serum as the active N-acetyl metabolite). Other
minor metabolites (diacid, sulfamate, hydroxycarboxylic acid) have been identified in both
urine and feces in small amounts (<4% of the administered dose)..

Excretion
Approximately 50% of an oral dose is excreted unchanged (43 % in the feces and 6% in the
urine).

After multiple 200 mg doses, to healthy subjects, mean (+ SB) cumulative urinary
trovafloxacin concentrations were 12.1 £3.4 ug/mL. With these levels of trovafloxacin in
urine, crystais of trovafloxacin have not been observed in the urine of human subjects.

Special Populations

Geriatric
In adult subjects, the pharmacokinetics of trovafloxacin are not affected by age (range 19-78
years).

Pediatric

Limited information is available in the pediatric population (See Distribution). The
pharmacokinetics of trovafloxacin have not been fully characterized in pediatric populations
less than 18 years of age.

Gender

There are no significant differences in trovafloxacin pharmacokinetics between males and
females when differences in body weight are taken into account. After single 200 mg doses,
trovafloxacin Cmax and AUC(0-) were 60% and 32% higher, respectively, in healthy
females compared to healthy males. Following repeated daily administration of 200 mg for
7 days, the Cmax for trovafloxacin was 38% higher and AUC(0-24) was 16% higher in
healthy females compared to healthy males. The clinical importance of the increases in
serum levels of trovafloxacin in females has not been established. (See PRECAUTIONS:

Information for Patients).

Chronic Hepatic Disease

Following repeated administration of 100 mg for 7 days to patients with mild cirrhosis (Child-
Pugh Class A), the AUC(0-24) for trovafloxacin was increased ~45% compared to matched
controls. Repeated administration of 200 mg for 7 days to patients with moderate cirrhosis
(Child-Pugh Class B) resulted in an increase of ~50% in AUC(0-24) compared to matched
controls. There appeared to be no significant effect on trovafloxacin Cmax for either group.
The oral clearance of trovafloxacin was reduced ~30% in both cirrhosis groups, which
corresponded to prolongation of half-life by 2-2.5 hours (25-30% increase) compared to
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controls. There are no data in patients with severe cirthosis (Child-Pugh Class C). Dosage
adjustment is recommended in patients with mild to moderate cirrhosis. (See DOSAGE
AND ADMINISTRATION)

Renal Insufficiency

The pharmacokinetics of trovafloxacin are not affected by renal impairment. Trovafloxacin
serum concentrations are not significantly altered in subjects with severe renal insufficiency
(creatinine clearance < 20 ml/min), including patients on hemodialysis.

Photosensitivity Potential

In a study of the skin response to ultraviolet and visible radiation conducted in 48 healthy
volunteers (12 per group), the minimum erythematous dose (MED) was measured for
ciprofloxacin, lomefloxacin, trovafloxacin and placebo before and after drug administration
for 5 days. In this study, trovafloxacin (200 mg q.d.) was shown to have a lower potential
for producing delayed photosensitivity skin reactions than ciprofloxacin (500 mg b.i.d.) or
lomefloxacin (400 mg q.d.), although greater than placebo. (See PRECAUTIONS:
Information for Patients)

Drug-drug Interactions

The systemic availability of trovafloxacin following oral tablet administration is significantly
reduced by the concomitant adminisiration of antacids containing aluminum and magnesium
salts, sucralfate, vitamins or minerals containing iron, and concomitant intravenous
morphine administration.

Administration of trovafloxacin (300 mg p.o.) 30 minutes after administration of an
antacid containing magnesium hydroxide and aluminum hydroxide resulted in reductions
in systemic exposure to trovafloxacin (AUC) of 66% and peak serum concentration
{Cmax) of 60%. (See PRECAUTIONS: Drug Interactions, DOSAGE AND
ADMINISTRATION)

Concomitant sucralfate administration (1g) with trovafloxacin 200 mg p.o. resulted in a
70% decrease in trovafloxacin systemic exposure (AUC) and a 77% reduction in peak
serum concentration (Cmax). (See PRECAUTIONS: Drug Interactions, DOSAGE AND
ADMINISTRATION)

Concomitant administration of ferrous sulfate (120 mg elemental iron) with trovafloxacin
200 mg p.o. resulted in a 40% reduction in trovafioxacin systemic exposure (AUC) and a
48% decrease in trovafloxacin Cmax. (See PRECAUTIONS: Drug Interactions,
DOSAGE AND ADMINISTRATION)

Concomitant administration of intravenous morphine (0.15 mg/kg) with oral trovafloxacin
(200 mg) resulted in a 36% reduction in trovafloxacin AUC and a 46% decrease in
trovafloxacin Cmax. Trovafloxacin administration had no effect on the

pharmacokinetics of morphine or its pharmacologically active metabolite, morphine-6--
glucuronide. (See PRECAUTIONS: Drug interactions, DOSAGE AND
ADMINISTRATION)

Minor pharmacokinetic interactions that are most likely without clinical significance include
calcium carbonate, omeprazole and caffeine.

Concomitant administration of calcium carbonate (1000 mg) with trovafioxacin 200 mg
p.o. resulted in a 20% reduction in trovafloxacin AUC and a 17% reduction in peak

serum trovafloxacin concentration (Cmax).
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A 40 mg dose of omeprazole given 2 hours prior to trovafloxacin (300 mg p.o.) resulted
in a 17% reduction in trovafloxacin AUC and a 17% reduction in trovafloxacin peak
serum concentration (Cmax).

Administration of trovafloxacin (200 mg) concomitantly with caffeine (200 mg) resulted in
a 17% increase in caffeine AUC and a 15% increase in caffeine Cmax. These changes
in caffeine exposure are not considered clinically significant.

No significant pharmacokinetic interactions include cimetidine, theophylline, digoxin, warfarin
and cyclosporine.

Cimetidine co-administration {400 mg twice daily for 5 days) with trovafloxacin (200 mg
p.o. daily for 3 days) resulted in changes in trovafloxacin AUC and Cmax of less than
5%.

Trovafloxacin (200 mg p.o. daily for 7 days) co-administration with theophylline (300 mg
twice daily for 14 days) resulted in no change in theophylline AUC and Cmax.

Trovafloxacin (200 mg p.o. daily for 10 days) co-administration with digoxin (0.25 mg
daily for 20 days) did not significantly alter systemic exposure (AUC) to digoxin or the
renal clearance of digoxin.

Trovafloxacin (200 mg p.o. daily for 7 days) does not interfere with the pharmacokinetics
nor the pharmacodynamics of warfarin (daily for 21 days). Concomitant oral
administration of trovafloxacin did not affect the systemic exposure (AUC) or peak
plasma concentrations (Cmax) of the S or R isomers of warfarin, nor did it influence
prothrombin times.

Trovafloxacin (200 mg p.o. daily for 7 days) co-administration with cyclosporine (daily
doses from 150-450 mg for 7 days) resuited in decreases of 10% or less in systemic
exposure to cyclosporine (AUC) and in the peak blood concentrations of cyclosporine.

Microbiology

Trovafloxacin is a fluoronaphthyridone related to the fluoroquinolones with in vitro activity
against a wide range of gram-negative and gram-positive aerobic, and anaerobic
microorganisms. The bactericidal action of trovafloxacin results from inhibition of DNA
gyrase and topoisomerase IV. DNA gyrase is an essential enzyme that is involved in the
replication, transcription and repair of bacterial DNA. Topoisomerase IV is an enzyme
known to play a key role in the partitioning of the chromosomal DNA during bacterial cell
division. Mechanism of action of fluoroquinolones including trovafloxacin is different from
that of penicillins, cephalosporins, aminoglycosides, macrolides, and tetracyclines.
Therefore, fluoroquinolones may be active against pathogens that are resistant to these
antibiotics. There is no cross-resistance between trovafloxacin and the mentioned classes
of antibiotics. The overall results obtained from in vitro synergy.studies, testing
combinations of trovafloxacin with beta-lactams and aminoglycosides, indicate that synergy
is strain specific and not commonly encountered. This agrees with results obtained
previously with other fluoroquinolones. Resistance to trovafloxacin in vitro develops slowly
via multiple-step mutation in a manner similar to other ﬂuoroqumolones Resxstance to
trovafloxacin in vitro occurs at a general frequency of between 1x107 to 10™"°. Although
cross-resistance has been observed between trovafloxacin and some other
fluoroquinolones, some microorganisms resistant to other fluoroquinolones may be
susceptible to trovafloxacin.
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Trovafloxacin has been shown to be active against most strains of the following
microorganisms, both in vitro and in clinical infections as described in the INDICATIONS
AND USAGE section:

Aercbic gram-positive microorganisms

Enterococcus faecalis (many strains are only moderately susceptible)
Staphylococcus aureus {methicillin-susceptible strains)
Staphylococcus epidermidis (methicillin-susceptible strains)
Streptococcus agalactiae

Streptococcus pneumoniae (penicillin-susceptible strains)
Streptococcus pyogenes

Viridans group streptococci

Aerobic gram-negative microorganisms
Escherichia coli

Gardnerella vaginalis

Haemophilus influenzae

Haemophilus parainfluenzae

Klebsiella pneumoniae

Moraxella catarrhalis

Neisseria gonorthoeae

Proteus mirabilis

Pseudomonas aeruginosa

Anaerobic microorganisms
Bacteroides fragilis
Peptostreptococcus species
Prevotella species

Other microorganisms
Chlamydia pneumoniae
Chlamydia trachomatis
Legionella pneumophila
Mycoplasma pneumoniae -

The following in vitro data are available, but their clinical significance is unknown.

Trovafloxacin exhibits in vitro minimal inhibitory concentrations (MICs) of <2 ug/ml against
most (90%) strains of the following microorganisms; however, the safety and effectiveness
of trovafloxacin in treating clinical infections due to these microorganisms have not been
established in adequate and well-controlled clinical trials.

Aerobic Gram-positive microorganisms
Streptococcus pneumoniae (penicillin-resistant strains})

Aerobic Gram-negative microorganisms
Citrobacter freundii

Enterobacter aerogenes

Morganella morganii

Proteus vulgaris

Anaerobic microorganisms
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Bacteroides distasonis
Bacteroides ovatus
Clostridium perfringens

Other microorganisms
Mycoplasma hominis
Ureaplasma urealyticum

NOTE: Mycobacterium tuberculosis and Mycobacterium avium-intracellulare complex
organisms are commonly resistant to trovafloxacin.

NOTE: The activity of trovafloxacin against Treponema paifidum has not been evaluated;
however, other quinolones are not active against Treponema palfidum. (See
WARNINGS.)

Susceptibility Tests:

Dilution techniques: Quantitative methods are used to determine antimicrobial minimum
inhibitory concentrations (MICs). These MICs provide estimates of the susceptlbnhty of
bacteria to antimicrobial compounds. The MICs should be determmed using a standardized
procedure. Standardized procedures are based on dilution methods’ (broth or agar) or
equivalent with standardized inoculum concentrations and standardized concentrations of
trovafloxacin mesylate powder. The MIC values should be interpreted according to the
following criteria:

For testing non-fastidious aerobic organisms

MIC (na/mL Interpretation’
<20 Susceptible (5)
4.0 Intermediate (1)

=80 Resistant (R)

For testing Haemophilus spp.®:

MIC (ug/mL Interpretation®
<10 Susceptible (S)

?  These interpretive standards are applicable only to broth mzcroduubon susceptibility
tests with Haemophilus spp. using Haemophilus Test Medium HT™M)

®  The current absence of data on resistant strains precludes defining any results other
than “Susceptible”. Strains yielding MIC results suggestive of a “nonsusceptibie”
category should be submitted to a reference laboratory for further testing.

For testing Streptococcus spp. including Streptococcus pneumoniae®:

MIC (pg/mL interpretation
<10 Susceptible (8)
2.0 Intermediate (1)

>40 Resistant (R)

€ These interpretive standards are applicable only to broth microdilution susceptibility
tests using cation-adjusted Mueller-Hinton broth with 2 - 5 % lysed horse blood.

For testing Neisseria gononhoeae :
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MIC (ua/mL) Interpretation
<0.125 Susceptible (S)
0.25 Intermediate (1)

>05 Resistant (R)

These interpretive standards are applicable to agar dilution tests with GC agar base and
1% defined growth supplement".

A report of "Susceptible” indicates that the pathogen is likely to be inhibited if the
antimicrobial compound in the blood reaches the concentration usually achievable. A report
of "Intermediate” indicates that the result should be considered equivocal, and, if the
microorganism is not fully susceptible to alternative, clinically feasible drugs, the test should
be repeated. This category implies possible clinical applicability in body sites where the
drug is physiologically concentrated or in situations where high dosage of drug can be used.
This category also provides a buffer zone which prevents small uncontrolied technical
factors from causing major discrepancies in interpretation. A report of "Resistant” indicates
that the pathogen is not likely to be inhibited if the antimicrobial compound in the blood
reaches the concentration usually achievable; other therapy should be selected.
Standardized susceptibility test procedures require the use of laboratory control
microorganisms to control the technicatl aspects of the laboratory procedures. Standard
trovafloxacin mesylate powder should provide the following MIC values:

Microorganism MIC Range {ug/ml)
Escherichiz coli ATCC 25922 0.004-0.016
Staphylococcus aureus ATCC 29213 0.008-0.03
Pseudomonas aeruginosa ATCC 27853 0.25-2.0
Enterococcus faecalis ATCC 29212 0.66-0.25
Haemophilus influenzae® ATCC 49247 0.004-0.016
Streptococcus pneumomae ATCC 49619 0.06-0.25

Neisseria gonorrhoeae® ATCC 49226 0.004-0.016

®  This quality control range is apphcable to only H. influenzae ATCC 49247 tested by a
microdilution procedure using HTM".

' This quality control range is applicable to only S. pneumoniae ATCC 49619 tested by a
microdilution procedure using cation-adjusted Mueller-Hinton broth with 2-5% lysed

horse blood.
% This quality control range is applicable to only N. gonorrhoeae ATCC 49226 tested by an

agar dilution procedure using GC agar base with 1% defined growth supplement’

Diffusion Techniques: Quantitative methods that require measurement of zone diameters
also provide reproducible estimates of the susoeptnblhty of bacteria to antimicrobial
compounds. One such standardized procedure requires the use of standardized inoculum
concentrations. This procedure uses paper disks impregnated with trovafloxacin mesylate
equivalent to 10 pg trovafloxacin to test the susceptibility of microorganisms to trovafloxacin.

Reports from the laboratory providing resuits of the standard single-disk susceptibility test
with a trovafioxacin mesylate disk (equivalent to 10 ug trovafloxacin) should be interpreted
according to the foilowing criteria:

The following zone diameter interpretive criteria should be used for testing non-fastidious
aerobic organisms:

Zone Diameter (mm) interpretation
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>17 Susceptible (S)
14-16 Intermediate (l)
< 13 Resistant (R)
For testing Haemophilus spp ™
Zone Diameter (mm) Interpretation’
>22 Susceptible (S)

These zone diameter standards are applicable only to tests with Haemophilus spp.
using HTM?.

The current absence of data on resistant strains preciudes defining any results other
than "Susceptible”. Strains yielding MIC results suggestive of a “nonsusceptible”
category should be submitted to a reference laboratory for further testing.

For testing Streptococcus spp. including Streptococcus pneumoniae’

Zone Diameter (mm) Interpretation
>19 Susceptible (S)
18-16 Intermediate {1)
<15 Resistant (R)

b These zone diameter standards only apply to tests performed using Mueller-Hinton agar
supplemented with 5% sheep blood incubated in 5% CO,

For testing Neisseria gonorrhoeae™:

Zone Diameter (mm) Interpretation
> 37 Susceptible (S)
34-36 intermediate (1)
<33 Resistant (R)

“  These interpretive standards are applicable to disk diffusion tests with GC agar base
and 1% defined growth supplement” incubated in 5% CO,.

Interpretation should be as stated above for results using dilution techniques. Interpretation
involves correlation of the diameter obtained in the disk test with the MIC for trovafloxacin.

As with standardized dilution techniques, diffusion methods require the use of laboratory
controf microorganisms that are used to control the technical aspects of the laboratory
procedures. For the diffusion technique, the trovafloxacin mesylate equivalent to 10-ug
trovafloxacin disk should provide the foliowing zone diameters in these laboratory quality
control strains: .

Microorganism Zone Diameter Range (mm)
Escherichia coli ATCC 25922 29-36
Staphylococcus aureus ATCC 25923 29-35
Pseudomonas aeruginosa ATCC 27853 21-27
Haemophilus influenzae' ATCC 49247 32-39
Streptococcus pneumoniae™ ATCC 49619 25-32
Neisseria gonorrhoeae”™ ATCC 49226 42-55

Y This quality control limit applies to tests conducted with Haemophilus influenzae ATCC
49247 using HTM?.
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This quality control range is applicable only to tests performed by disk diffusion using
Mueller-Hinton agar supplemented with §% defibrinated sheep blood.

This quality control range is only applicable to tests performed by disk diffusion using
GC agar base and 1% defined growth supplement®.

Anaerobic techniques: For anaerobic bacteria, the susceptibility to trovafloxacin as MICs
can be determined by standardized test methods®. The MIC values obtained should be
interpreted according to the following criteria:

MIC {ug/ml) interpretation
<20 Susceptible (S)
4.0 Intermediate (I)

>80 Resistant (R)

Interpretation is identical to that stated above for results using dilution techniques.

As with other susceptibility techniques, the use of laboratory control microorganisms is
required to control the technical aspects of the laboratory standardized procedures.
Standardized trovafloxacin mesylate powder should provide the following MIC values:

Microorganism MICP (ng/ml)
Bacteroides fragilis ATCC 25285 0.125-0.5
Bacteroides thetaiotaomicron ATCC 29741 0.25-1.0
Eubacterium lentum ATCC 43055 0.25-1.0

® These quality control ranges were derived from tests performed in the broth formulation
of Wilkins-Chalgren agar.

INDICATIONS AND USAGE

TROVAN is indicated for the treatment of infections caused by susceptible strains of the
designated microorganisms in the conditions listed below. (See DOSAGE AND
ADMINISTRATION)

Nosocomial pneumonia caused by Escherichia coli, Pseudomonas aeruginosa,
Haemophilus influenzae, or Staphylococcus aureus. As with other antimicrobials, where
Pseudomonas aeruginosa is a documented or presumptive pathogen, combination therapy
with either an aminoglycoside or aztreonam may be clinically indicated.

Community acquired pneumonia caused by Streptococcus pneumoniae, Haemophilus
influenzae, Klebsiella pneumoniae, Staphylococcus aureus, Mycoplasma pneumoniae,
Moraxella catarrhalis, Legionefla pneumophila or Chlamydia pneumoniae.

Acute bacterial exacerbation of chronic bronchitis caused by Haemophilus influenzae,
Moraxella catarrhalis, Streptococcus pneumoniae, Staphylococcus aureus, or Haemophilus
parainfluenzae.

Acute sinusitis caused by Haemophilus influenzae, Moraxella catarrhalis, or Streptococcus
pneumoniae.
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Complicated intra-abdominal infections, including post-surgical infections caused by
Escherichia coli, Bacteroides fragilis, viridans group streptococci, Pseudomonas aeruginosa,
Klebsiella pneumoniae, Peptostreptococcus species or Prevotelia species.

Gynecologic and pelvic infections including endomyometritis, parametritis, septic
abortion and post-partum infections caused by Escherichia coli, Bacteroides fragilis,
viridans group streptococci, Enferococcus faecalis, Streptococcus agalactiae,
Peptostreptococcus species, Prevotelfa species or Gardnerella vaginalis.

Prophylaxis of infection associated with elective colorectal surgery, vaginal and
abdominal hysterectomy.

Uncomplicated skin and skin structure infections caused by Staphylococcus aureus,
Streptococcus pyogenes or Streptococcus agalactiae.

Complicated skin and skin structure infections, including diabetic foot infections,
caused by Staphylococcus aureus, Streptococcus agalactiae, Pseudomonas aeruginosa,
Enterococcus faecalis, Escherichia coli, or Proteus mirabilis. NOTE: TROVAN has not been
studied in the treatment of osteomyelitis. The safety and efficacy of TROVAN given for >4
weeks have not been studied. (See PRECAUTIONS: General)

Uncomplicated urinary tract infections (cystitis) caused by Escherichia coli.

Chronic bacterial prostatitis caused by Escherichia coli, Enterococcus faecalis or
Staphylococcus epidermidis.

Uncomplicated urethral gonorrhea in males and endocervical and rectal gonorrhea in
females caused by Neisseria gonorrhoeae. (See WARNINGS.)

Cervicitis due to Chlamydia frachomatis. NOTE: in males with nongonococcal urethritis
TROVAN was somewhat less effective than doxycycline.

Peivic inflammatory disease (mild to moderate) caused by Neisseria gonorrhoeae or
Chlamydia trachomatlis.

CONTRAINDICATIONS

TROVAN s contraindicated in persons with a history of hypersensitivity to trovafloxacin,
alatrofloxacin, quinolone antimicrobial agents or any other components of these products.

WARNINGS

THE SAFETY AND EFFECTIVENESS OF TROVAFLOXACIN IN PEDIATRIC
POPULATIONS LESS THAN 18 YEARS OF AGE, PREGNANT WOMEN, AND NURSING
WOMEN HAVE NOT BEEN ESTABLISHED. (See PRECAUTIONS: Pediatric Use,
Pregnancy, and Nursing Mothers subsections.)

As with other members of the quinolone class, trovafloxacin has caused arthropathy and/or
chondrodysplasia in immature rats and dogs. The significance of these findings to humans
is unknown. (See ANIMAL PHARMACOLOGY.)

Convulsions, increased intracranial pressure and psychosis have been reported in patients
receiving quinolones. Quinolones may also cause central nervous system stimulation which
may lead to tremors, restlessness, lightheadedness, confusion, hallucinations, paranoia,
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depression, nightmares and insomnia. These reactions may occur following the first dose.
If these reactions occur in patients receiving trovafloxacin or alatrofloxacin, the drug shouid
be discontinued and appropriate measures instituted. (See PRECAUTIONS: General,
Information for Patients, Drug Interactions and ADVERSE REACTIONS.)

As with other quinolones, TROVAN should be used with caution in patients with known or
suspected CNS disorders, such as severe cerebral atherosclerosis, epilepsy, and other
factors that predispose to seizures. (See ADVERSE REACTIONS.)

Serious and occasionally fatal hypersensitivity and/or anaphylactic reactions have been
reported in patients receiving therapy with quinolones. These reactions may occur following
the first dose. Some reactions have been accompanied by cardiovascular collapse,
hypotension/shock, seizure, loss of consciousness, tingling, angioedema (including tongue,
laryngeal, throat or facial edema/swelling), airway obstruction (including bronchospasm,
shortness of breath and acute respiratory distress), dyspnea, urticaria, itching and other
serious skin reactions.

TROVAN should be discontinued at the first appearance of a skin rash or any other sign of
hypersensitivity. Serious acute hypersensitivity reactions may require treatment with
epinephrine and other resuscitative measures, including oxygen, intravenous fluids,
antihistamines, corticosteroids, pressor amines and airway management, as chinically
indicated. (See PRECAUTIONS and ADVERSE REACTIONS.)

Serious and sometimes fatal events, some due to hypersensitivity, and some due to
uncertain etiology have been reported in patients receiving therapy with all antibiotics.
These events may be severe and generally occur following the administration of multiple
doses. Clinical manifestations may include one or more of the following: fever, rash or
severe dermatologic reactions (e.g., toxic epidermal necrolysis, Stevens-Johnson
Syndrome); vasculitis, arthralgia, myalgia, serum sickness; allergic pneumonitis, interstitial
nephritis; acute renal insufficiency or failure; hepatitis, jaundice, acute hepatic necrosis or
failure; anemia, including hemolytic and aplastic; thrombocytopenia, including thrombotic
thrombocytopenic purpura; leukopenia; agranulocytosis; pancytopenia; and/or other
hematologic abnormalities.

Pseudomembranous colitis has been reported with nearly ail antibacterial agents, including
TROVAN, and may range in severity from mild to life-threatening. Therefore, it is important
to consider this diagnosis in patients who present with diarrhea subsequent to the
administration of any antibacterial agent.

Treatment with antibacterial agents alters the flora of the colon and may permit overgrowth
of clostridia. Studies indicate that a toxin produced by Clostridium difficile is the primary
cause of “antibiotic-associated colitis.”

After the diagnosis of pseudomembranous cofitis has been established, therapeutic
measures should be initiated. Mild cases of pseudomembranous colitis usually respond to
drug discontinuation alone. In moderate to severe cases, consideration should be given to
management with fluids and electrolytes, protein supplementation, and treatment with an
antibacterial drug clinically effective against C. difficile colitis. (See ADVERSE
REACTIONS) .

Although not seen in TROVAN clinical trials, ruptures of the shoulder, hand, and Achilles
tendons that required surgical repair or resulted in prolonged disability have been reported in
patients receiving quinolones. TROVAN should be discontinued if the patient experiences
pain, inflammation or rupture of a tendon. Patients should rest and refrain from exercise




679
680
681
682
683
684
685
686
687
688
689
690
691
692
693
694
695
696

698
699
700

Page 16

until the diagnosis of tendinitis or tendon rupture has been confidently excluded. Tendon
rupture can occur during or after therapy with quinolones.

Trovafloxacin has not been shown {o be effective in the treatment of syphilis. Antimicrobial
agents used in high doses for short periods of time to treat gonorthea may mask or delay
the symptoms of incubating syphilis. All patients with gonorrhea should have a serologic test
for syphilis at the time of diagnosis.

PRECAUTIONS

General:

Because TROVAN can cause elevations of liver function tests during or soon after
prolonged therapy (i.e., 221 days), periodic assessment of hepatic function is advisable. The
safety and efficacy of TROVAN given for >4 weeks have not been studied. (See ADVERSE
REACTIONS) .

Moderate to severe phototoxicity reactions have been observed in patients who are exposed
to direct sunlight while receiving some drugs in this class. Therapy should be discontinued if
phototoxicity (e.g., a skin eruption, etc.) occurs. ’

The safety and efficacy of TROVAN in patients with severe cirrhosis (Child-Pugh Class C)
have not been studied.
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Information for Patients:
Patients should be advised:
« that TROVAN Tablets may be taken without regard to meals;

« that vitamins or minerals containing iron, aluminum-, or magnesium- base antacids,
antacids containing citric acid buffered with sodium citrate, or sucralfate should be taken
at least two hours before or two hours after taking TROVAN Tablets. (See Drug
interactions.);

+ that TROVAN may cause lightheadedness and/or dizziness. Dizziness and/or
lightheadedness was the most common adverse reaction reported, and for females
under 45 years, it was reported significantly more frequently than in other groups. The
incidence of dizziness may be substantiaily reduced if TROVAN Tablets are taken at
bedtime or with food. Patients should know how they react to trovafloxacin before they
operate an automobile or machinery or engage in activities requiring mental alertness
and coordination. (See WARNINGS and ADVERSE REACTIONS);

e to discontinue treatment and inform their physician if they experience pain, inflammation
or rupture of a tendon, and to rest and refrain from exercise until the diagnosis of
tendinitis or tendon rupture has been confidently exciuded;

» that TROVAN may be associated with hypersensitivity reactions, even following the first
dose, and to discontinue the drug at the first sign of a skin rash, hives or other skin
reactions, difficulty in swallowing or breathing, any swelling suggesting angioedema,
(e.g., swelling of the lips, tongue, face, tightness of the throat, hoarseness), or other
symptoms of an allergic reaction. (See WARNINGS and ADVERSE REACTIONS);

+ to avoid excessive sunlight or artificial uitraviolet light (e.g., tanning beds) while taking
TROVAN and to discontinue therapy if phototoxicity (e.g., sunburn-like reaction or skin
eruption) occurs.

Drug Interactions:

No significant interactions with theophylline, cimetidine, digoxin, warfarin or cyclosporine
have been observed with TROVAN Tablets (see CLINICAL PHARMACOLOGY).

Minor pharmacokinetic interactions without clinical significance have been observed with co-
administration of TROVAN Tablets with caffeine, omeprazole and calcium carbonate (see
CLINICAL PHARMACOLOGY).

Antacids, Sucralfate, and Iron: The absorption of oral trovafloxacin is significantly reduced
by the concomitant administration of some antacids containing magnesium or aluminum,
citric acid/sodium citrate (Bicitra®), as well as sucralfate and iron (as ferrous ions). The
above oral agents should be taken at least two hours before or two hours after oral
trovafloxacin administration (see CLINICAL PHARMACOLOGY).

Morphine: Co-administration of intravenous morphine significantly reduces the absorption of
oral trovafloxacin. Intravenous morphine should be administered at least 2 hours after oral
TROVAN dosing in the fasted state and at least 4 hours after oral TROVAN is taken with
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753  food. Trovafloxacin administration had no effect on the pharmacokinetics of morphine or its
754  metabolite, morphine-6-B-glucuronide. (See CLINICAL PHARMACOLOGY).

756  Alatrofloxacin should not be co-administered with any solution containing multivalent
757  cations, e.g., magnesium, through the same intravenous fine. (See DOSAGE AND
758  ADMINISTRATION)

760  Laboratory Test Interactions: There are no reported faboratory test interactions.
762  Carcinogenesis, Mutagenesis, Impairment of Fertility:

764  Long term studies in animals to determine the carcinogenic potential of trovafloxacin or
765  alatrofloxacin have not been conducted.

767  Trovafloxacin was not mutagenic in the Ames Salmonella reversion assay

768  or CHO/HGPRT mammalian cell gene mutation assay and it was not clastogenic in

769  mitogen-stimulated human lymphocytes or mouse bone marrow cells. A mouse

770  micronucleus test conducted with alatrofloxacin was also negative. The positive response
771 observed in the E. coli bacterial mutagenicity assay may be due to the inhibition of DNA
772  gyrase by trovafloxacin.

774  Trovafloxacin and alatrofioxacin did not affect the fertility of male or female rats at oral and
775 IV doses of 75 mg/kg/day and 50 mg/kg/day, respectively. These doses are 15 and 10
776  times the recommended maximum human dose based on mg/kg or approximately 2 times
777  based on mg/m’. However, oral doses of trovafloxacin at 200 mg/kg/day (40 times the
778  recommended maximum human dose based on mg/kg or about 6 times based on mg/m?)
779  were associated with increased preimplantation loss in rats.

781 Pregnancy: Teratogenic Effects. Pregnancy Category C:

783  Anincrease in skeletal variations was observed in rat fetuses after daily oral 75 mg/kg

784  maternal doses of trovafloxacin (approximately 15 times the highest recommended human
785  dose based on mg/kg or twice the based upon body surface area) were administered during
786  organogenesis. However, fetal skeletal variations were not observed in rats dosed orally with
787 15 mg/kg trovafloxacin. Evidence of fetotoxicity (increased perinatal morality and decreased
788  body weights) was also observed in rats at 75 mg/kg. Daily oral doses of trovafloxacin at 45
789  mg/kg (approximately 9 times the highest recommended human dose based on mg/kg or
790 2.7 times based upon body surface area) in the rabbit were not associated with an increased
791  incidence of fetal skeletal variations or malformations.

793  Anincrease in skeletal variations and malformations was observed in rat fetuses after daily
794  intravenous doses of alatrofloxacin at 220 mg/kg/day (approximately 4 times the highest
795 recommended human dose based on mg/kg or 0.6 times based upon body surface area)
796  were administered to dams during organogenesis. In the rabbit, an increase in fetal skeletal
797 malformations was also observed when 20 mg/kg/day (approximately equal to the highest
798 recommended human dose based upon body surface area) of alatrofloxacin was given

799 intravenously during the period of organogenesis. intravenous dosing of alatrofloxacin at
800 6.5 mg/kg in the rat or rabbit was not associated with an increased incidence of skeletal

801 variations or malformations. Fetotoxicity and fetal skeletal malformations have been

802  associated with other quinolones.

803 :
804  Oral doses of trovafloxacin >5mg/kg were associated with an increased

805  gestation time in rats and several dams at 75 mg/kg experienced uterine dystocia.
806
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There are no adequate and well-controlled studies in pregnant women. TROVAN should be
used during pregnancy only if the potential benefit justifies the potential risk to the fetus.
{See WARNINGS)

Nursing Mothers:
Trovafloxacin is excreted in human mitk and was found in measurable concentrations in the
breast milk of lactating subjects (See CLINICAL PHARMACOLOGY, Distribution).

Because of the potential for unknown effects from trovafloxacin in nursing infants from
mothers taking trovafloxacin, a decision should be made either to discontinue nursing or to
discontinue the drug, taking into account the importance of the drug to the mother.

Pediatric Use: :

The safety and effectiveness of trovafloxacin in pediatric populations Jess than 18 years of
age have not been established. Quinolones, including trovafloxacin, cause arthropathy and
osteochondrosis in juvenile animals of several species. (See WARNINGS)

Geriatric Use:

In multiple-dose clinical trials of trovafloxacin, 27% of patients were > 65 years of age and
12% of patients were > 75 years of age. The overali incidence of drug-related adverse
reactions, including central nervous system and gastrointestinal side effects, was less in the
>65 year group than the other age groups.

ADVERSE REACTIONS
Over 6000 patients have been treated with TROVAN in muitidose clinical efficacy trials
worldwide.

In TROVAN studies the majority of adverse reactions were described as mild in nature (over
90% were described as mild or moderate). TROVAN was discontinued for adverse events
thought related to drug in 5% of patients (dizziness 2.4%, nausea 1.9%, headache 1.1%,
and vomiting 1.0%).

Trovan® Drug-Related Adverse Reactions (frequency >1%)
in Multiple-Dose Clinical Trials
100 mg oral 200 mgoral | 200 mgiV— | 300 mg iV~
qd qd 200 mgoral | 200 mg oral
(N=1536) {(N=3259) qd qd
{N=634) {N=623)
Dizziness 3% 1% 2% 2%
Lightheadedness 2% 4% 2% <1%
Nausea 4% 8% 5% 4%
Headache 4% 5% 5% 1%
Vomiting <1% 3% 1% 3%
Diarrhea 2% 2% 2% 2%
Abdominal pain <1% 1% 1% 0%
Application/ n/a nfa 5% 2%
injection/
insertion site
reaction :
Vaginitis 1% 1% <1% <1%
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Pruritus <1% <1% 2% 2%

Rash <1% <1% 2% 2%

Dizzinessflightheadedness on TROVAN is generally mild, lasts for a few hours following a
dose, and in most cases, resolves with continued dosing. The incidence of dizziness and

lightheadedness in TROVAN patients over 65 years is 3.1% and 0.6%, respectively. (See
PRECAUTIONS: Information for Patients)

TROVAN appears to have a low potential for phototoxicity. In clinical trials with TROVAN,
only mild, treatment-related phototoxicity was observed in less than 0.03% (2/7096) of
patients.

Additional reported drug-related events in clinical trials (remotely, possibly, probably or
unknown) that occurred in <1% of TROVAN-{reated patients are:

APPLICATION/INJECTION/INCISION/INSERTION SITE:
Application/fincision/injection/insertion site device complications, inflammation, pain, edema

AUTONOMIC NERVOUS: flushing, increased sweating, dry mouth, cold clammy skin,
increased saliva

CARDIOVASCULAR: peripheral edema, chest pain, thrombophiebitis, hypotension,
palpitation, periorbital edema, hypertension, syncope, tachycardia, angina pectoris,
bradycardia, peripheral ischemia, edema, dizziness postural

CENTRAL & PERIPHERAL NERVOUS SYSTEM: confusion, paresthesia, vertigo,
hypoesthesia, ataxia, convulsions, dysphonia, hypertonia, migraine, involuntary muscle
contractions, speech disorder, encephalopathy, abnormal gait, hyperkinesia, hypokinesia,
tongue paralysis, abnormal coordination, tremor, dyskinesia

GASTROINTESTINAL: abdominal pain, altered bowel habit, constipation, diarthea-
Clostridium difficile, dyspepsia, flatulence, loose stools, gastritis, dysphagia, increased
appetite, gastroenteritis, rectal disorder, colitis, pseudomembranous colitis, enteritis,
eructation, gastrointestinal disorder, melena, hiccup

ORAL CAVITY: gingivitis, stomatitis, altered saliva, tongue disorder, tongue edema, tooth
disorder, chelitis, halitosis

GENERALJOTHER: fever, fatigue, pain, asthenia, moniliasis, hot flushes, back pain, chills,
infection(bacterial, fungal), malaise, sepsis, alcohol intolerance, allergic reaction,
anaphylactoid reaction, drug(other) toxicity/reaction, weight increase, weight decrease

HEMATOPOIETIC: anemia, granulocytopenia, hemorrhage unspecified, leukopenia,
prothrombin decreased, thrombocythemia, thrombocytopenia

LIVER/BILIARY: increased hepatic enzymeé, hepatic function abnormai, bilirubinemia,
discolored feces, jaundice

METABOLIC/NUTRITIONAL: hyperglycemia, thirst

MUSCULOSKELETAL: arthralgia, muscle cramps, myalgia, muscle weakness, skeletal
pain, tendinitis, arthropathy
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PSYCHIATRIC: anxiety, anorexia, agitation, nervousness, somnolence, insomnia,
depression, amnesia, concentration impaired, depersonalization, dreaming abnormal,
emotional lability, eupharia, hallucination, impotence, libido decreased-male, paroninia,
thinking abnormal

REPRODUCTIVE: Female: leukorrhea, menstrual disorder;
Male: balanoposthitis

RESPIRATORY: dyspnea, rhinitis, sinusitis, bronchospasm, coughing, epistaxis, respiratory
insufficiency, upper respiratory tract infection, respiratory disorder, asthma, hemoptysis,
hypoxia, stridor

SKIN/APPENDAGES: pruritus, pruritus ani, skin disorder, skin ulceration, angioedema,
dermatitis, dermatitis fungal, photosensitivity skin reaction, seborthea, skm exfoliation,
urticaria .

SPECIAL SENSES: taste perversion, eye pain, abnormal vision, conjunctivitis, photophobia,
conjuctival hemorrhage, hyperacusis, scotoma tinnitus, visual field defect, diplopia,
xerophthalmia

URINARY SYSTEM: dysuria, face edema, micturition frequency, nephritis interstitial, renal
failure acute, renal function abnormal, urinary incontinence

LABORATORY CHANGES: Changes in laboratory parameters, without regard to drug
relationship, occurring in >1% of TROVAN treated patients were: Decreased hemoglobin
and hematocrit; increased platelets; decreased and increased WBC; eosinophilia; increased
ALT (SGPT), AST (SGOT), and alkaline phosphatase; decreased protein and albumin;
increased BUN and creatinine; decreased sodium; and bicarbonate. it is not known whether
these abnormalities were caused by the drug or the underlying condition being treated.

The incidence and magnitude of liver function abnormalities with TROVAN were the same
as comparator agents except in the only study in which oral TROVAN was administered for
28 days. In this study (chronic bacterial prostatitis) nine percent (13/140) of TROVAN-reated
patients experienced elevations of serum transaminases (AST and/or ALT) of 23 times the upper
fimit of normal. These liver function test abnormaiities generally developed at the end of, or following
completion of, the planned 28-day course of therapy, but were not associated with concurrent
elevations of refated laboratory measures of hepatic function (such as serum bilirubin, alkaline
phosphatase, or lactate dehydrogenase). Patients were asymptomatic with these abnormaiities,
which generally retumed to normal within 1-2 months after discontinuation of therapy. (See
PRECAUTIONS - General.)

OVERDOSAGE

Trovafloxacin has a low order of acute toxicity. The minimum lethal oral dose in mice and
rats was 2000 mg/kg or greater. The minimum lethal i.v. dose for the prodrug, alatrofloxacin,
was 50-125 mg/kg for mice and greater than 75 mg/kg for rats. Clinical signs observed
included decreased activity and respiration, ataxia, ptosis, tremors and convulsions.

In the event of acute oral overdosage, the stomach should be emptied by inducing vomiting
or by gastric lavage. The patient should be carefully observed and given symptomaﬂc and
supportive treatment. Adequate hydration should be maintained. Trovafloxacin is not
efficiently removed from the body by hemodialysis.
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DOSAGE GUIDELINES
INFECTION*ULOCATION AND DAILY UNIT DOSE AND TOTAL
TYPE ROUTE OF ADMINISTRATION | DURATION

Nosocomial Pneumonia (See NOTE | 300 mgL.V. followed by 200 mg | 10-14 days
1 below.) oral
Community Acquired Pneumonia 200 mg oral or 7-14 days

200 mg L.V. followed by 200 mg

oral
Acute Bacterial Exacerbation of 100 mg oral 7-10 days
Chronic Bronchitis
Acute Sinusitis 200 mg oral 10 days
Complicated Intra-Abdominal 300 mg LV. followed by 200 mg | 7-14 days
Infections, including post-surgical oral
infections
Gynecologic and Pelvic Infections 300 mg L.V. followed by 200 mg | 7-14 days

oral
Surgical Prophylaxis - Elective 200 mg {.V. or oral Single intravenous
Colorectal Surgery (See NOTE 2 or oral dose within
below.) 30 min. to 4 hours

before surgery
Surgical Prophylaxis - Elective 200 mg 1.V. or oral Single intravenous
Abdominal and Vaginal or oral dose within
Hysterectomy (See NOTE 2 below.} 30 min. to 4 hours
before surgery

Skin and Skin Structure Infections, 100 mg Oral 7-10 days
Uncomplicated
Skin and Skin Structure Infections, 200 mg oral or 10-14 days
Compilicated, including diabetic foot 200 mg LV. followed by 200 mg
infections oral
Uncomplicated Urinary Tract 100 mg oral 3 days
Infections (cystitis)
Chronic_Bacterial Prostatitis 200 mg oral 28 days
Uncomplicated Urethrai Gonorrhea 100 mg oral Single Dose
Males; Endocervical and Rectal
Gonorrhea in Females
Cervicitis due to Chiamydia 200 mg oral 5 days
trachomatis
Pelvic Inflammatory Disease {mild to | 200 mg oral 14 days
moderate)

* due to the designated pathogens (See INDICATIONS AND USAGE)

NOTE 1: As with other antimicrobials, where Pseudomonas aeruginosa is a documented or
presumptive pathogen, combination therapy with either an aminoglycoside or aztreonam
may be clinically indicated.

NOTE 2: In patients where surgical prophylaxis with oral TROVAN is indicated, Bicitra®
should not be given within 2 hours. (See PRECAUTIONS: Drug Interactions)

The safety and efficacy of TROVAN use for >4 weeks have not been studied. (See
PRECAUTIONS.)

IMPAIRED RENAL FUNCTION: No adjustment in the dosage of TROVAN is necessary in
patients with impaired renal function. Trovafloxacin is eliminated primarily by biliary
excretion. Trovafloxacin is not efficiently removed from the body by hemodialysis.
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CHRONIC HEPATIC DISEASE (cirrhosis): The following table provides dosing guidelines
for patients with mild or moderate cirrhosis (Child-Pugh Ciass A and B). There are no data in
patients with severe cirrhosis (Child-Pugh Class C).

INDICATED DOSE (Normal hepatic function) | CHRONIC HEPATIC DISEASE DOSE
300 mg i.v. 200 mg iv.

200 mg i.v. or oral 100 mg i.v. or oral.

100 mg oral 100 mg oral

INTRAVENOUS ADMINISTRATION

AFTER DILUTION WITH AN APPROPRIATE DILUENT TROVAN LV. SHOULD BE
ADMINISTERED BY INTRAVENOUS INFUSION OVER A PERIOD OF 60 MINUTES.
CAUTION: RAPID OR BOLUS INTRAVENOUS INFUSION SHOULD BE AVOIDED.
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TROVAN LV. is supplied in single-use vials containing a concentrated solution of
alatrofloxacin mesylate in Water for Injection (equivalent of 200 mg or 300 mg as
trovafloxacin). Each mL contains alatrofloxacin mesylate equivalent to 5 mg trovafioxacin.
(See HOW SUPPLIED for container sizes.) THESE TROVAN LV. SINGLE-USE VIALS
MUST BE FURTHER DILUTED WITH AN APPROPRIATE SOLUTION PRIOR TO
INTRAVENOUS ADMINISTRATION. This parenteral drug product should be inspected
visually for discoloration and particulate matter prior to dilution and administration. Since no
preservative or bacteriostatic agent is present in this product, aseptic technique must be
used in preparation of the final parenteral solution.

PREPARATION OF ALATROFLOXACIN MESYLATE INJECTION FOR ADMINISTRATION
The intravenous dose should be prepared by aseptically withdrawing the appropriate
volume of concentrate from the vials of TROVAN LV. This should be diluted with a suitable
intravenous solution to a final concentration of 1-2 mg/mL. (See Compatible Intravenous
Solutions.) The resuilting solution should be infused over a period of

60 minutes by direct infusion or through a Y-type intravenous infusion set which may already
be in piace.

Since the vials are for single-use only, any unused portion should be discarded.

Since only limited data are available on the compatibility of alatrofloxacin intravenous
injection with other intravenous substances, additives or other medications should not be
added to TROVAN LV. in single-use vials or infused simultaneously through the same
intravenous line.

If the same intravenous line is used for sequential infusion of several different drugs, the line
should be flushed before and after infusion of TROVAN LV. with an infusion solution
compatibie with TROVAN LV. and with any other drug(s) administered via this common line.

if TROVAN LV. is to be given concomitantly with another drug, each drug should be given
separately in accordance with the recommended dosage and route of administration for
each drug.

The desired dosage of TROVAN LV. may be prepared according to the following chart:

DOSAGE STRENGTH (mg) | VOLUME TO DILUENT TOTAL INFUSION
{trovafloxacin equivalent) WITHDRAW (mL) | VOLUME (mL) | VOLUME CONC {mg/mlL)
{(mi)
100 mg 20 30 50 2
100 mg 20 80 100 1
200 mg 40 60 100 2
200 mg 40 160 200 1
300 mg 680 90 150 2
300 mg 60 240 300 1

For example, to prepare a 200 mg dose at an infusion concentration of 2 mg/mL (as
trovafloxacin), 40 mL of TROVAN LV. is withdrawn from a vial and diluted with 60 mL of a
compatible intravenous fluid to produce a total infusion solution volume of 100 mL.

Compatible Intravenous Solutions:

5% Dextrose Injection, USP

0.45% Sodium Chloride Injection, USP

5% Dextrose and 0.45% Sodium Chloride Injection, USP
5% Dextrose and 0.2% Sodium Chioride Injection, USP
Lactated Ringer's and 5% Dextrose Injection, USP
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Stability of TROVAN L.V. as supplied:
When stored under recommended conditions, TROVAN LV., as supplied in (20-mL) 40 mL
or 60 mL vials, is stable through the expiration date printed on the label.

Stability of TROVAN LV. Following Dilution:

TROVAN LV, when diluted with the followmg intravenous solutions fo concentrahons of
051020 mglmL (as trovafloxacin), is physically and chemically stable for up to 7 days
when refrigerated or up to 3 days at room temperature stored in glass bottles or plastic
{PVC type) intravenous containers.

HOW SUPPLIED

Tablets

TROVAN (trovafloxacin mesylate) Tablets are available as blue, film-coated tablets. The
100 mg tablets are round and contain trovafloxacin mesylate equivalent to 100 mg
trovafloxacin. The 200 mg tablets-are modified oval-shaped and contain trovafloxacin
mesylate equivalent to 200 mg trovafloxacin.

TROVAN Tablets are packaged and in unit dose blister strips in the following configurations:

100-mg tablets: color: blue; shape: round
debossing: “PFIZER” on side 1 and “378" on side 2
Bottles of 30 (NDC 0049-3780-30)
Unit Dose/ 40 tablets (NDC 0049-3780-43)

200-mg tablets: color: blue; shape: modified oval
debossing: “PFIZER” on side 1 and “379" on side 2
Bottles of 30 (NDC 0049-3790-30)
Unit Dosef 40 tablets (NDC 0049-3790-43)

Storage
TROVAN Tablets should be stored at 15 °C to 30 °C (59 °F to 86 °F) in well-closed

containers.

Injection

TROVAN is also available for intravenous administration as the prodrug, TROVAN LV.
(alatrofloxacin mesylate injection), in the following configurations:

Single-use vials containing a clear, colorless to pale-yellow concentrated solution of
alatrofloxacin mesylate equivalent to 5 mg trovafloxacin/mt.

5 mg/ml, 40 mi, 200 mg
Unit dose package (NDC 0049-3890-28)

5 mg/mL, 60 mL, 300 mg
Unit dose package (NDC 0048-3900-28)

Storage

TROVAN 1.V. should be stored at 15 °C to 30 °C (59 °F to 86 °F). Protect From Light. Do
Not Freeze.

ANIMAL PHARMACOLOGY:

Quinolones have been shown fo cause arthropathy in immature animals.
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Arthropathy and chondrodysplasia were observed in immature animals given trovafloxacin
(See WARNINGS).

At doses from 10 to 15 tlmes the human dose base on a mg/kg or approximately 3 to

5 times based on mg/m?, trovafloxacin has been shown to cause arthropathy in immature
rats and dogs. In addition, these drugs are associated with an increased incidence of
chondrodysplasia in rats compared to controls. There is no evidence of arthropathies in fully

mature rats and dogs at doses from 40 or 10 times the human dose based on mgfkg or
approximately 5 times based on mnlm2 for a 8 month exnosure neriod

T aSlAVNENA S twrg At \n‘\y\ldul@ 'J‘Gl LAV LS
Unlike some_other members of the quinolone class, crystalluria and ocular toxicity were not
observed in chronic safety studies with rats or dogs with either trovafloxacin or its prodrug,
alatrofloxacin.

Quinolones have been reported to have proconvulsant activity that is exacerbated with
concomitant use of non-steroidal antiinflammatory drugs (NSAIDS). Neither trovafloxacin
administered orally at 500 mg/kg. nor alatrofloxacin administered intravenously at 75 mg/kg,
showed an increase in measures of seizure activity in mice at doses when used in
combination with the active metabolite of the NSAID, fenbufen.

As with other members of the quinolone class, trovafloxacin at doses 5 to 10 times the
human dose based on mg/kg or 1 to 5 times the human dose based on mg/m? produces
testicular degeneration in rats and dogs dosed for 6 months.

At a dose of trovafloxacin 10 times the hlghest human dose based on mg/kg or
approximately 5 times based on mg/m elevated liver enzyme levels which correlated with
centrilobar hepatocellular vacuolar degeneration and necrosis were observed in dogs ina
6 month study. A subsequent study demonstrated reversibility of these effects when
trovafloxacin was discontinued.

CLINICAL STUDIES

Acute Bacterial Exacerbation of Chronic Bronchitis

Patients with clinically documented acute bacterial exacerbation of chronic bronchitis
participated in a randomized, double blind, multicenter trial comparing oral trovafloxacin
{100mg once daily} with oral clarithromycin (500mg twice daily) for 7 days. The clinical
success rate (cure + improvement, with no need for further antibiotic therapy) at the End of
Treatment was 89% (181/203) and 85% (160/188) for trovafloxacin and clarithromycin
respectively. The clinical success rate at the End of Study (Day 28) was 80% (158/197) and
74% (134/178) for trovafloxacin and clarithromycin respectively.

The following are the clinical success rates for the clinically evaluable groups by pathogen:

End of Treatment , End of Study

Pathogen Trovafloxacin | Clarithromycin | Trovafloxacin Clarithromycin
100 mg 500 mg BID 100 mg 500 mg BID
H. influenzae | 92% (24/26) 89% (16/18) 92% (24/26) 44% (7/16)"
M. catarrhalis | 78% (14/18) 80% (16/20) 71% (12/17) 74% (14/19)
S. pneumoniae |  100% (7/7) 91% (10/11) 86% (6/7) 91% (10/11)

H. 100% {676) 86% (6/7) 100% (6/6) 86% (6/7)
parainfluenzae

S.aureus 93% (13/14) 83% (10/12) 85% (11/13) 75% (9/12)
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*p= 0.001

Ot the above patients with clinical failure at end of treatment or study, no trovafloxacin and 2
clarithromycin patients (both H.influenzae) had positive post treatment cultures for the
baseline pathogen. There was no emergence of resistance in either treatment group.
Fewer patients required hospitalization during study (Day 1-35) in the trovafloxacin group
(3/210) than in the clarithromycin group (10/200), p=0.039.

Hospitalized Community Acquired Pneumonia

Adult patients with clinically and radiologically documented community acquired pneumonia,
requiring hospitalization and initial intravenous therapy, participated in two randomized,
multicenter, double-blind, double-dummy trials. The first trial compared intravenous
alatrofloxacin (200mg once daily for 2 to 7 days) followed by oral trovafloxacin (200mg once
daily) for a total of 7 to 14 days of therapy to intravenous ciprofioxacin (400mg BID) plus
ampicillin (500mg QID) for 2 to 7 days followed by oral ciprofloxacin (500mg BID) plus
amoxicillin (500mg TID) for a total of 7 to 14 days of therapy. The second study compared
intravenous alatrofloxacin (200mg once daily for 2 to 7 days) followed by oral trovafloxacin
{200mg once daily) for a total of 7 to 14 days of therapy to intravenous ceftriaxone (1000mg
once daily for 2 to 7 days) followed by oral cefpodoxime (400mg BID) for 7 to 14 days of
total therapy with optional blinded erythromycin added to the ceftriaxone/cefpodoxime arm if
an atypical pneumonia was suspected.

The clinical success rate (cure + improvement with no need for further antibiotic therapy) at
the End of Treatment was 90% (311/346) and 90% (325/363) for TROVAN and the -
comparator agents respectively. The clinical success rate at the End of Study (Day 30) was
86% (256/299) and 85% (283/334) for TROVAN and the comparator agents respectively.

- All cause mortality (Day 1-35) was 2.45% (10/408) on TROVAN and 5.45% (23/422) on the

comparator agents.

The following outcomes are the clinical success rates for the clinically evaluable patient
groups by pathogen in these two studies:

End of Treatment End of Study

Pathogen TROVAN | Comparators | TROVAN | Comparators
S. pneumoniae | 89% (63/71) | 95% (62/65) | 87% (55/63) | 91% (50/55)
H. influenzae 97% (35/36) | 94% (46/49) | 90% (28/31) | 94% (44/47)
M. catarrhalis 100% (8/8) 100% {4/4) | 100% (6/6) | 100% (4/4)
S. aureus 100% (8/8) | 93% (13/14) | 100% (6/6) | 91% (10/11)
K. pneumoniae | 100% {(3/3) 89% (8/9) | 100% (3/3) 86% (6/7)
L. pneumophila | 77% (10/13) | 86% (12/14) | 75% (9/12) | 86% (12/14)
M. pneumoniae | 100% {20/20) | 87% (13/15) | 94% (17/18) | 79% (11/14)
C. pneumoniae 75% (6/8) | 100% (18/18) | 67% (4/6) | 94% (16/17)

Of the above patients with clinical failure at end of treatment or study, only one alatrofloxacin
patient (H. influenzae + S .pneurmnoniae) and one ceftriaxone + erythromycin patient
(Legionella) had a microbiologically confirmed persistent pathogen at the time of failure with
no emergence of resistance in either study.

Nosocomial Pneumonia
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Adult patients with clinically and radiologically documented nosocomial pneumonia,
participated in a randomized, multicenter, double-blind, double-dummy trial comparing
intravenous alatrofloxacin (300mg once daily for 2 to 7 days) followed by oral trovafioxacin
(200mg once daily) for a total of 7 to 14 days of therapy to intravenous ciprofloxacin (400mg
BID) for 2 to 7 days followed by oral ciprofloxacin (750mg BID) for a total of 7 to 14 days of
therapy with optional blinded clindamycin or metronidazole added to the ciprofloxacin arm if
an anaerobic pneumonia was suspected. In subjects with documented Pseudomonas
infection or methicillin-resistant S. aureus, aztreonam or vancomycin, respectively, could
have been added to either treatment regimen.

The clinical success rate (cure + improvement with no need for further antibiotic therapy) at
the End of Treatment was 77% (68/88) and 78% (79/101) for TROVAN and ciprofioxacin
respectively. The clinical success rate at the End of Study (Day 30) was 69% (50/72) and
68% (54/79) for TROVAN and ciprofloxacin respectively.

The following outcomes are the clinical success rates for the clinically evaluable patient
groups by pathogen:

End of Treatment End of Study
Pathogen TROVAN | Ciprofloxacin ] TROVAN | Ciprofloxacin
P. aeruginosa 67% (10/15) | 55% (6/11) | 62% (8/13) 25% (2/8)
H. influenzae 88% (7/8) 89% (8/9) 83% (5/6) 86% (6/7)
E. coli 71% (5/7) 80% (4/5) 50% (3/6) 80% (4/5)
S. aureus 64% (7/11) 80% (8/10) 50% (4/8) 67% {4/6)

Ot the above patients with clinical failure at end of treatment or study, two alatrofloxacin
patients (S.aureus, P.aeruginosa) and 4 ciprofloxacin patients (all P.aeruginosa) had a
microbiologically confirmed persistent pathogen at the time of failure. Three of the 4
ciprofloxacin patients with clinical failure and persistence had emergence of resistance with
none on alatrofloxacin.

Complicated Intra-Abdominal Infections

Patients hospitalized with clinically-documented, complicated intra-abdominal infections,
including post-surgical infections participated in a randomized, double-blind, multicenter trial
comparing intravenous alatrofloxacin (300 mg once daily) followed by oral trovafloxacin {200
mg once daily) to intravenous imipenem/cilastatin (1g q8h) followed by oral
amoxicillin/clavulanic acid (500 mg TID) for a maximum of 14 days of therapy. The clinical
success rate (cure + improvement] at the End of Treatment was 88% (136/155) and 86%
(122/142) for alatrofloxacin-strovafloxacin and imipenemvcilastatin—»amoxicillin/clavulanic
acid, respectively. The clinical success rate at the End of Study (Day 30) was 83%
(129/156) and 84% (127/152) for alatrofloxacin—trovafloxacin and
imipenem/cilastatins>amoxicillin/clavulanic acid respectively.

The following are the clinical success rates for the clinically-evaluable patient groups by
pathogen:

End of Treatment End of Study
Pathogen TROVAN Imipenem/Cita}] TROVAN | Imipenem/Cila
Amox/Clav Amox/Clav
E. coli 94% (72/77) 90% (52/58) | B6% (66/77) | 86% {51/59)
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Bacteroides fragilis 97% (30/31) 82% (28/34) | 84% (26/31) | 75% (27/36)
viridans group 90% (18/20) 83% (19/23) | 90% (18/20) | 78% (18/23)
streptococci

Pseudomonas 94% (15/16) B2% (14/17) | 88% (14/16) | 83% (15/18)
aeruginosa

Klebsiella pneumoniae 80% (12/15}) 71% (10/14) | 67% (10/15) | 71% (10/14)
Peptostreptococcus spp. | 86% (12/14) 88% (7/8) 79% (11/14) 75% (6/8)
Prevotella spp. 77% (10/13) 50% (2/4) 77% (10/13) 60% (3/5)

Of patients with a baseline pathogen and a clinical response of failure at the End of Study, 9
of 26 on TROVAN and 10 of 21 on imipenem/ciastatin had microbiologically-confirmed
persistence of the baseline pathogen with no emergence of resistance in either group.

CAUTION: FEDERAL (USA) LAW PROHIBITS DISPENSING WITHOUT A

PRESCRIPTION.

REFERENCES:

1. National Committee for Clinical Laboratory Standards, Methods for Dilution Antimicrobial
Susceptibility Tests for Bacteria That Grow Aerobically - Fourth Edition; Approved
Standard, NCCLS Document M7-A4, Voli. 17, No. 2, NCCLS, Villanova, PA,

January, 1997.

2. National Committee for Clinical Laboratory Standards. Performance Standards
for Antimicrobial Disk Susceptibility Tests--Sixth Edition; Approved Standard,
NCCLS Document M2-A6, Vol. 17, No. 1, NCCLS, Villanova, PA, January

1997.

3. National Committee for Clinical Laboratory Standards. Methods for

Antimicrobial Susceptibility Testing of Anaerobic Bacteria--Third Edition;
Approved Standard, NCCLS Document M11-A3, Vol. 13, No. 26, NCCLS,
Villanova, PA, December, 1993.

Roerig

U.S. Patent No. 5,164,402
©1997 Pfizer Inc.

TROVAN is manufactured and distributed by:

Division of Pfizer Inc., NY, NY 10017

Issued December 1997 [Package Insert 1.D. Code]




