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TEQUIN® (gatifioxacin} Tablets
TEQUIN® (gatifioxacin) Injection

TEQUlN® {gatifioxacin in 5% dextrose) Injectlon
£ Tatient Information Included)

.UIN® is available as TEQUIN Tablets for oral administration and TEQUIN Injection and TEQUIN Injection for
ntravenous administration.

To reduce the devslopment of dru and maintain the effectiveness of TEQUIN and other antibac-
terial drugs, TEQUIN should be used only to treat or prevent infections that are proven or strongly suspected to be
caused by bacteria.

Rx only

DESCRIPTION

TEQUIN contains gatifioxacin, a synthetic broad-spectrum B-methoxyfluoroquinoione antibacterial agent for oral or
intravenous administration. Chemically, gatifloxacin is (3} -1-cyclopropy!-6-fiuoro-1, 4-dihydro-8-methoxy-7-(3-
methyl-1-piparazinyl}-4-oxo-3-quinohinecarboxylic acid sesquihydrate.

The chemical structure 1s:

CH3

Its emprrical formuta is C19HQ2FN30‘-1 5 H,0 and its molecular weight 15 402.42. Gatifloxacin is a sesquifydrate
crystalline powder and is white to pale yellow in color, It exists as a racemate, with no net optical rotation. The
solubility of the compound is pH dependenit. The maximum aqueous solubliity (40-80 mg/ml) occurs at a pH range
of 210 5.

TEQUIN Tablets

TEQUIN Tablets are available as 200 mg and 400 mg whits, film-coated tabists and contain the following inactive
ingredients: hypromellose, magnesium stearate, methyicellulose, microcrystaliine cellulose, polyathylene glycol,
polysorbate 80, simethicone, sodium starch glycolate, sorbic acld, and titanium dloxide,

TEQUIN Inj for i
TEQUIN Injection is available in 40 mi. (400 mg} single-use vials as a sterile, preservative-free aqueous solution of
gatifioxacin with pH ranging from 3.5 to 5.5, TEQUIN {gatifloxacin in 5% dextross} injéction is also available In ready-
to-use 100 mi. (200 mg} and 200 mL (400 mg) flexible bags as a sterile, preservative-frea aqueous solution of
gatifloxacin with pH ranging from 3.5 to 5.5, The appearance of the intravenous solution may range from light yeliow
to greenish-yellow in color. The color does not affect nor is it incicative of praduct stabliity.

The intravenous formulation contamns dextrose, anhydrous, USP or dexirose, monohydrate, USP and Water for
Injection, USP, and may contain hydrochlonc acid and/or sedium hydrexide for pH adjustment.

CLINICAL PHARMACOLOGY
Gatifioxacin is administered as a racemate, with the disposiion and antibacterial activity of the R- and S-
enantiomers virtually identical,

Absorption
Gatifloxacin 1s wall albsorbed from the gastrointestinal tract after oral administration and can be given without regard
d. The absolute bicavailability of gatifioxacin is 96%. Peak plasma concentrations of gatifloxacin usually occur
“ours after oral dosing.

.2 oral and intravenous routes of administration for TEQUIN can be considered interchangeable, since the pharma-
cokinatics of gatifloxacin after 1-hour intravenous administration are similar to those observed for orally adminis-
tered gatifloxacin when equal doses are administered (Figure 1) (see DOSAGE AND ADMINISTRATION).

Table 1: Gatifloxacin Pharmacokinetic Parameters — Oral Administration

FIGURE 1.
Mean Plasma Concentration-Time Profiles of Gatifloxacin Following Intravenous (IV) and Orat (PO}
Administration of a Single 400 mg Dose to Healthy Subjects.
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Pharmacokinetics

The mean {8D) pharmacokinetic paramatars of gatifioxacin loltawlng oral administration to healthy subjects with
bacterial infections and subjects with renal insufficiency are listed In Table 1. The mean (SD) pharmacokinetic para-
metars of gatifioxatin following intr ion to healthy subjects are listed in Tabile 2.

Gatifioxacin pham\acoklneﬂcs are linear and tima-independent at doses ranging from 200 to 800 mg administered
over a period of up to 14 days. Steady-state corcentrations are achieved by the third dany oral or intravenous dose
of gatifioxacin, The mean steady-state peak and trough plasma attalned followi a dosing regimen
of 400 mg once dally are appm:amately 42 pg/mL and 0.4 pg/ml., ion and 4.6 pg/ml.
and 0.4 pg/mi., ly, for i .

Distribution

Serum protein binding of gatifloxacin is approximately 20% in volunteers and is concenbration independent,
Consistant with the low protein binding, conceritrations of gatifioxacin in saliva were approximately equaf to those
In plasma (mean {rangs] saliva:piasma ratio was 0.88 [0.46-1.57]). The msan volume of distribution of gatifioxacin
at steady-state{vd,g rangsd from 1.6 to 2.0 Lkg. Gatifioxacin is widely distributed throughout the body into many
body tissues and fluids. Rapid distribution of gatifioxacin into tissues results in higher gatifloxasin concentrations in
most target tissues than in serum (Table 3).

Table 3: Gatifioxacin Tissue -~ Fluid/Serum Ratio (Range)?

ly, for oral

P

Tissue-Fluid/
Fluid or Tissue Serum Ratio (Range)®
Respiratory
Alveolar macrophages 26.5 (10.9-61.1)

Bronchial mucosa
Lung epithehal lining fluid

1.65 (1.12-2.22)
1.67 (0.81-4.46)

Lung parenchyma 4.09 (0.50-9.22)

Sinus mucosa 1.78 (1.17-2.49)

Sputum (Multiple dose) 1.28 (0.49-2.38)
Skin

8kin bhster fluld 1.00 (0.50-1.47)
Reproductive

Ejaculate 1.07 {0.86-1.32)

Seminal fhuid 1.0t {0.81-1.21)

Vagina 1.22 (0.57-1.63)

Cervix 1.45 (0.56-2.64)

# Mean of individua! ratios collectsd over 24 hours following single (100, 150, 200, 300, or 400 mg) or multiple
{150 or 200 mg BID) doses of gatifloxacin except for skin blister fluid, where mean AUC ratic is presented.

Cnax Tepax® AuCH Ti CIF Cly UR
(ug/mt) (h) {ugeh/mL} {h) {mL/min) (lemm) (%)
200 mg — Heatthy Volunteers
Single dose (n=12) 2004 1.00 (0,80, 2.50) 14.2 £ 0.4 - 241 x 40 - 73.8 2 10.9
400 mg — Healthy Volunteers
Single dose (n=202)° 3810 1.00 (0.50, 6.00) 33.0x 6.2 78+ 13 210+ 44 161 £ 46 72.4 % 18.1
Multiple dose (n=18) 4213 1.50 (0.50, 4.00) 34.4 £ 5.7 7.1 0.8 199 + 3% 159 + 34 80,2 x 12,1
400 mg - Patients with Infection
Multiple dose (n=140)® 42119 - 513+ 204 - 147 £ 48 - -
400 mg —~ Single Dose Subjects with Renal Insufficiency
Cl,, 50-89 mi/min {n=8) 41,1 1.13 {0.75, 2,00) 48.0 £ 127 11.2+2.8 148 + 41 124 + 38 83.7£78
Ci,, 30-49 ml/min (n=8) 51+18 0.75 (0.50, 6.00) 749126 17.2 £ 8.5 92 17 67 £24 1 %174
Cl,, <30 mi/min (n=8) 4512 1.50 {0.50, 6.00) 149.3 + 35.6 30.7 + 8.4 48 16 2313 44,7 x 13.0
Hemodialysis (n=8) 4.7 +1.0 1.50 {1.00, 3.00) 180.3 £ 34.4 357 7.0 38x8 - -
CAPD (n=8) 47 %13 1.75 (0.50, 3.00) 227.0 + 60.0 40.3£83 318 - -
a Median (Minimum, Maximumy}
b Single dose: AUC .., Multiple dose: AUCg 4
¢ n=184 for C/F, n=134 for Cl,, and n=132 for UR
d Based on the patient population pharmacokinetic modeling, n=103 for C .,
Cpraxt Maximum serum concentration; T,,.,,: Time to C,,,,; AUC: Area under concentration versus time curve; T, Serum haif-life; CI/F: Apparent total clearance;
Clg: Renal clearance; UR: Urinary recovery
Table 2; Gatifloxacin Pharmacokinetic Parameters — Intravenous Administration
Corax Tonax® AuCk T vd,, o] Clg UR
(ug/mlL) ) (ugeh/mL} (&) (LKD) {mL/min) {mL/min} (%)
200 mg — Healthy Volunteers
Single dose {n=12) 2203 1.00 (0.67, 1.50) 15.9x 26 11124 1.9x0.1 214 % 36 165 £ 32 717+ 6.8
Muttiple dose (n=8)° 24£04 1.00 {0.67, 1.00) 16.8 3.6 123+ 4.6 20203 207 + 44 155 + 58 72.4 £ 16.4
mg ~ Healthy Volunteers
hgle dose (n=30) 55+1.0 1.00 (0.50, 1.00) 35.1 £ 6.7 74186 1.5x0.2 196 + 38 124 £ 41 62.3 +18.7
Jltiple dose (n=5}) 4606 1.00 (1.00, 1.00) 354 4.6 13.9x39 186205 190 £ 24 161 £ 43 83.5+ 13.8

2 Median (Minimum, Maximum)
b Single dose: AUC ..., Multiple dose: AUC .,
¢ n=7 for Cly and UR

Cpae Maximum serum congcentration; T,,,,: Time to Cp,,,; AUC: Area under concentration versus i
Cly: Renal clearance; UR: Urinary recovery

ime curve; Tt Serum half-life; Vd,,: Volurne of distribution; CL Total clearance;



Metabolism
Gatifloxacin undergoes hmited biotransformation in humans with less than 1% of the dose excreted in the urine
as ethylenediamine and methylethylenediamine metabolites.
in vitro studies with hroma P450 isoenzymas (CYP) indicate that gatifloxacin does not infubit CYP3A4,
CYP2D6, CYP2C8, CYP2C19, or CYP1AZ, suggesting that gatifioxacin is unlikely to aiter the ph: okineti
of drugs metabolized by these enzymes {ag, midazolam, cyclosporine, warfarin, theophyfline).

Wvo studies in animals and humans indicate that gatifioxacin is not an enzyme inducer; therefore, gatifloxacin

Spiromet
No ¢f

]

significant changes in spi y were observed following single or multiple 200 mg, 400 mg,
600 mg, and BOO mg intravenous infusion dosgs of TEQUIN (gatifioxacin) in heaithy volunteers,

Drug-Drug interactions

y ic exposure to TEQUIN is increased following concomitant administration of TEQUIN and probenscid,
and is reduced by i dministration.of TEQUIN and farrous sulfate or antacids contalning aluminum
or magnesium salts. TEQUIN can be administered 4 hours before the administration of dietary suppiements

& “likely to alter the metabolic elimination of itself or other coadministered drugs. containing 2inc, magnasium, or iron {such as Multiyitamins).
_ .retion Probenacid: Ct i tin of TEQUIN (singie oral 200 mg dose) with probenacid (600 mg
Gatfloxacin is excreted as unchanged drug primarily by the kidney. More than 70% of an administered TEQUIN BID x 1 day) resulted in a 42% increase it AUC and a 44% longer half-lile of gatifloxacin.

{gatifloxacin) dose was recovered as unchanged dru%in the yrine within 48 hours following oral and intravenous

administration, and 5% was recovered in the feces. Less than 1% of the dose is recovered in the urine as two

metabolites. Crystals of gatifioxacin have not been observed in the urine of nommal, healthy hurnan subjects

following administration of intravenous or oral doses up to 800 mg.

The mean elimination half-life of gatifloxacin ranges from 7 to 14 hours and is independent of dose and route of

administration. Renal clearance is independent of dose with mean value ranging from 124 to 161 mL/min. The

magnitude of this value, coupled with the significant decrease in the elimination of gatifioxacin seen with

concomitant probenecid administration, indicates that gatifioxacin undergoes both glomerular fitration and

tubular secration. Gatifloxacin may also undergo minimal biliary and/or intestinal glimination, since 5% of dose

was recovered in the feces as unchanged drug. This finding is supported by the 5-fold higher concentration of

gatifioxacin in the bile compared to the plasma (mean bile:plasma ratio [range] 5.34 [0.33-14.0)).

Special Populations

Patients with Bactenal infections

The pharmacokinetics of gatifioxacin were similar between healthy volunteers and patients with infection, when

underlying renal function was taken into account (see Table 1).

Geriatnc

Foliowing a single oral 400 mg dose of gatifloxacin in young (18-40 years) and elderty (>65 years) male and

female subjects, there were only modest differences in the pharmacokinetics of gatifioxacin roted in female

subjects;_elderly females had a 21% increase in C,,, and a 32% increase in AUC,,,, compared 1o young

females, Thesa differences were mainly due to decreasing renal function with increasinia @ and are not thought

to be clinically important. No dosage adjustment based on age alone is necessary for elderly subjects when

administering TEQUIN.

Pediatric

The pharmacokinetics of gatifioxacin in pediatric populations (<18 years of age) have not baen established.

Gender

Foliowing a single oral 400 mg dose of gatifloxacin in male and female subjects, there were only madest diffar-

ences in the pharmacokinetics of gatifioxacin, mainly confined to eldertr subjects. Elderly famales had a 21%

increase in C,,, and a 33% increase in AUC,.., compared to elderly males. Both results were accounted for by

%ender-relate%ﬂferences in body weight and hre ot thought to be clinically impertant, Dosage adjustment of

EQUIN is not necessary based on gender.

Chronic Hepatic Dissase

Following a single oral 400 mg dose of gatifloxacin in healthy subjects and in subjects with moderate hepatic

impairment (Child-Pugh B classification of cirrhosis), C,,, and AUC, values for gatifloxacin were mode:

higher (32% and 23% respectively). Due to the concentral «on—depenger%t imicrobial activity iated wil

quinolones, the modestly higher C,,,,, values in the subjscts with moderate hepatic impairment are not expect-

od 1o negatively impact the outcome of TEQUIN therapy in this population. Dosage adjustment of TEQUIN Is not

necessary in patients with moderate hepatic impairment. The effect of severs hepatic impairment on the phar-

macokinetics of TEQUIN is unknown.

Renal insufficiency

Following administration of a single oral 400 mg dose of gatifloxacin to subjects with varying degrees of renal impair-
cod and systami (200) was i )

fron: When TEQUIN (single oral 400 mg dose) was administered concomitantly with ferrous sulfate (single
oral 325 mg dose), bioavailability of gatifloxacin was reduced (54% reduction in mean G, and 35%
reduction in mean AUC). Administration of TEQUIN (single oral 400 mg dose} 2 hours after or urs befora
farrous sulfate (single oral 325 mg dose) did not significantly alter the oral bioavailability of gatifloxacin {see
DOSAGE AND ADMINISTRATION).
Antacids: When TEQUIN (single oral 400- mg dose) was administered 2 hours before, cancomitantly, or
2 hours after an alumi gnesi| ing antacid (1800 mg of aluminum oxide and 1200 mg of
magnesiun: hydroxide single oral dosa), there was a 15%, 89%, and 47% reduction in G, and a 17%, 64%,
and 40% reduction in AUG of gatifloxacin, respactively. An aluminum/magnesium-containing antacid did not
have & clinically significant effect on the pharmacokinetics of %atiﬂoxacin when administered 4 hours after
gatifloxacin administration (single oral 400:mg dose} {see DOSAGE AND ADMINISTRATION].
Milk, Calcium, and Calcium-containing Antaclds: No significant pharmacokinetic intéractions occur
when milk or calcium carbonate is administered concomitantly with TEQUIN, Cencomitant administration
of 200 mi. of milk or 1000 mg of calcium carbonate with TEQUIN (200 mg gatifioxacin doss for the milk
study and 400 mg gatifioxacin dose for thp caloium carbonate study) had no significant effect on the phar-
macokinetics of gatifloxacin. TEQRJIN canbe administered 4 hours before the administration of distary sup-
plements containing zing, magnasium, or iron {such as muitivitamins).
Minor pharmacokinetic interactions occur Toliowing concomitant administration of gatifioxacin and digoxin;
a priori dosage adjustments of either drug are ot warranted.
Digoxin: Overall, only modest ingreases in C,,, and AUC of digoxin were noted (12% and 19% respec-
tively) in 8 of 11 healthy volunteers who regeivad concomitant administration of TEQUIN (400 mg oral tablet,
once daily-for 7 days) and digoxin (0.25 mg orally, onoe daily for 7 days). in 3 of 11 subjects, however, a
significant increase in digoxin concentrations was observed. In these 3 subjects, digoxin G, increased by
18%, 20%, and 58% while digoxin AUG increased by 66%, 104%, and 79%, and digoxin clearance
decreased by 40%, §1%, and 45%. Although dose adjustments for digoxin are not warranted with initia-
tion of gatifloxacin treatment, patients taking digoxin should be monitored for signs and/or symptoms of
toxicity. in patients who display signs and/or symptoms of digoxin intoxication, serum digoxin concentra-
tions should be determined, and d‘i’goxin dosage should be adjusted as appropriate. The pharmacokinetics
of gatifioxacin was not altered by digoxin,
No significant pharmacokinetic interactions occur when cimetidine, midazolam, theophyline, warfarin, or
glyburide is administersd concomitantly with TEQUIN. These results and the data from m witro studies suggest
that gatifloxacin is unlikely to significantly after the motabolic clearance of drugs metabolized by CYP3A,
CYP1A2, CYP208, CYP2C19, and CYP2D6 istenzymes.
Cimetidine: Administration of TECUIN (single oral dose of 200 mg} 1 hour after cimetidine (single oral dose
of 200 mg) had no significant effect on the pharmacokinatics of gatifioxacin, These results suggest that
absorption of gEatmoxacin is expected to be unaffected by Hy-receptor antagonists like cimetidine.
Midazol TEQUIN administration had:no significant effect on the systamic clearance of intravenous
midazolam, A single intri dose of midazolam (0.0145 mgfkg) had no effect on the steady-state phar-
macokinetics of gatifioxacin (once daily aral doses of 400 mg for 5 days). These results are consistent with
the lacik of effect of TEQUIN in in witro studies with the human CYP3A4 iscenzyma.
‘[heophymne: Congomitant administration of TEQUIN {once daily oral doses of 400 mg for 5 days) and

ment, apparent total clearance of gatifloxacin (C/Fy was reduced and sy XD

¢ rrate with the d n renal function {see Table 1). Total gatifioxacin clearance was reduced 57% in
moderate renal insufficiency (Cl, 30-48 mlL/min) and 77% in severe renal Insufficiency (Cl,, <30 mL/min). Systemic
exposure to gatifloxacin was approximately 2 times higher in moderate renal insufficiency and approximately 4 times
higher in severe renal insufficiency, compared to subjects with normal renal function: Mean G, values were mod-
estly increased. A reducad dosage of TEQUIN is recommanded in patients with creatinine clearance <40 mL/min,
including patients requiring hemodialysis or continuous ambulatory geritoneal dialysis (CAPD) {see PRECAUTIONS:
ﬁenera and DOSAGE AND ADMINISTRATION: Impaired Renal Function].

£ atos Mollitus

harmacokinetics of gatifioxacin in patients with type 2 diabetes {non-insulin-dependent diabetes melitus),
_awing TEQUIN 400 mg orally for 10 days, were comparable to those in heaithy subjects.

Glucose Homeostasis

Disturbances of blood glucoss, including symptomatic hyper- and l‘?/poglycemia, have been reported with

TEQUIN, usually in diabetic patients. Therefore, careful monitoring of blood giucose is recommended when

TEQUIN is administered to patientsdwith diabetes (see WARNINGS, PRECAUTIONS: information for
an

P and Drug Inter ANIMAL PHARMACOLOGY).

In a postmarketing study conducted in non-infected patients (n=70) with type 2 diabetes melitus controiled
primarily with either the combination of glyburide and metformin or metformin alone, daily istration of

phylline (300 mg BID oral dose for 10 days) had no significant effect on the pharmacokinetics of either

g%ing results are consistent with the lack of effect of TEQUIN in in vitro studies with the human
ispenzyme.

Warfarin: Congomitant administration of TEQUIN {once daily oral doses of 400 mg for 11 days) and warfarn
{single oral dose of 25 my) had no significant effect on the pharmacokinetics of either drug nor was the
prothrombin time significantly altered. These-results are consistent with the lack of effect of TEQUIN in
in vitro studies with the human CYP208, CYP1A2, CYP3A4 and CYP2C19 isoenzymes (see
PRECAUTIONS: Drug Interactions).
Glyburide: Pharmacodynamic changes in glucose homeostasis were seen with concomitant
administration of TEQUIN {once daily oral doses of 400 mg for 10 days) and ﬁbuﬁde {steady-state once
daily regimen) in patients with type 2 diabates meliitus. This was not associated with significant effects on
the pharmacokinetic disposition of either trug. These latter results are consistent with the lack of effect of
TEQUIN in in vitro studies with the human CYP3A4 isoenzyme (see CLINICAL PHARMACOLOGY:
Glucose Honteostasis and WARNINGS),

Microblalogy !
Gatifloxacin is an 8-methoxyfluoroquinclone with in vitro activity against a wide range of gram-negative and

gram-positive microorganisms. The antibacite‘dal action.of gatifloxacin results from inhibition of DNA gyrase and

gatifioxacin 400 mg orally for 14 days was associated with initial hypoglycemia followed by hyperglycemia. Upon
initiation of gatifloxacin dosing {i.e., first two days of treatment), there were increases in sarum insufin concentra-
tions and resulting decreases in serum glucoss, as compared to baseline glucoss values, despite ingestion of
dietary restricted meals. In some patients, the reductions in glucose produced signs and symptoms of
hypoglycemia (asthenia, sweating, dizziness) and necessitated administration of additional food. With continued
gatifloxacin dosing (i.e., from the third day of treatment and throughout the dosing period) fasting serum glucose
concentrations were increased compared to baseline. The serum ?Iucose concentrations retumned to basefine in
most of these uninfected patients by 28 days after the cessation of gatifioxacin treatment. Single doses of insulin
w:re administered to three patients in this study to correct the hyperglycemia during continued gatifloxacin
administration.

In two premarketing studies, no clinically significant changes in glucose tolerance (via measurement of oral
ghucose challenge) and glucose homeostasis (via measurement of fasting serum ?Iucose. sorum insulin and
c-peptide) were observed following single or multiple intravenous infusion doses of 200 to 800 mg TEQUIN in
heaithy volunteers {n=30}, or 400 mg oral doses of TEQUIN for 10 days in patients (n=16) with type 2
{non-insulin-dependent) diabstes mellitus controlled on diet and exercise. C d to placebo, tr
modest increases in serum insulin of approximately 20-40% and decreases in glucose concentrations of
approximately 30% were notad with the first dose of intravenous or oral gatifioxacin,

In another promarketing study, following admunistration of single oral 400 mg doses of TEQUIN for 10 days in
patients (n=16} with type 2 diabstes mefiitus controlied with glyburide, decreases in serum insulin concentra-
tions of approximately 30-40%, as compared to placebo, were noted following or: chalk ; however,
these d were not ied by ically significant changes in serum glucose levels. Inthis study,
modest increases in fasting glucose (average increases of 40 mg/dl) were also noted by day 4 of continued
gatifloxacin administration, although these changes did not reach statistical significance.

Photosensitivity Potential

topc V. DNA gyrase is an osse yme that is ived in the replication, transcripbon and repair
of bacterial DNA., Topot 1V is an enzyre known 1o play a key role in the partitioning of the chromaso-
ma! DNA during bacterial cell divi pped t tha C-8-methoxy moiaty contributes to enhanced activity
and lower selection of resistant mutants of gram-positive bacteria pared to the no hoxy C-8 moiety.
The mechanism of action of fuoroquinclones Including gatifloxacin s differant from that of penicillins,
cephalosporins, aminoglycosides, lides, and tetracycli Therefore, fluoroquinalones may bs active
against pathogens that are resistant to these antibiotics. There is no cross-resistance between gatifloxacin and
the mentioned classes of antibiotics.
From in vitro synergy tests, gatifloxacin, as with other fluoroguinolones, is antagonistic with nfampin against
enterococei. )
Resistance to gatifloxacin in vitro develops slowly via multiple-step mutations. Resistarice to gaiifioxacin in vitro
occurs at a general fraquency of batween 1 x 107 to 107, Although cross-resistance has been observed
between gatifioxacin and soma other fluoroquinolones, some microorganisms resistant to other fluoro-
quinolones may be susceptible to gatifloxacin.
Gatifloxacin has been shown to be active against most strains of the following microorganisms, both in vitro and
in chinical infections as described in the INDIGATIONS AND USAGE section:
Aerobic gram-positive microorganisms ,

Staphylococeus aureus {methicillin-susceptible strains ondy}

Strapiococcus pnetumoniae (including multidrug-resistant strains [MDRSP])*

Straptococcus pyogenes
*Multidrug-resi Strep p {MDRSP) includes isolatss praviously known as PRSP {peni-
cillin-resistant Strey; ige) ang are strains resistant to two or more of the following antibiotics:

pgnici[lin (MISZ 2 2 ;‘Jg/mL). :2'”"‘ generation cephalosporing {ag, cofuroxims), macrofides, tetracyclines, and
7 ) ie.

In a study of the skin response to ultraviolet and visible radiation conducted in 48 heaithy, male C lan
volunteers {12 per group), the minimum erythematous dose was measured for ciprofioxacin {500 mg BID),
tomefloxacin (400 mg QD), gatifloxacin (400 mg QD), and placebo before and after drug administration for 7
days. In this study, gatifioxacin was comparabls to placsbo at all wavelengths tested and had a lower potential
for producing delayed photosensitivity skin reactions than ciprofloxacin or lomeflpxacin,

Elgctrocardiogram .

in premarketing studies of volunteer subjects with pre- and post-dose ECGs ¢ J in 55 male
receiving oral or IV TEQUIN doses of 200 to 800 mg, ths mean change in the post-dose QT¢ interval was <10
msec and there were no subjscts with prolonged post-dose QTc intervals of >450 msec. In a arketing
study of 34 healthy male and female voluntesrs receiving sing_:_e oral doses of TEQUIN 400, 800, and 1200 mg and
placebo, an i bet i in post-doss QT¢ interval changes from baseling and increases in
gatifloxacin plasma concentrations were observed. At the therapeutic dose of 400 mg, the mean change in the
post-dose QTc interval from baseline was <10 msec. There were no subjects with prolonged post-dose QTe
intervals of >450 msec for males and >470 msec for females. .

ina Eosm\auketmg climical trial of 262 patients with respiratory tract infections receiving repeated 400 mg oral doses

of TEQUIN who were studied with pre- and post-dose ECGS, the mean change in the post-dose QTc interval was

Mmsec follawing the first 400 mg dose. In another postmarksting study of patients, with an acute coronary syn-

£ “38 occurring within 4 weeks prior to TEQUIN administration, pro- and post-dose ECGs were obtal in
snts who were administered TEQUIN 400 mg orally after single (n=372) and repeated (steady state; n=36)

. sing. The mean changes in the post-dose QT¢ interval in these patients were <10 msec after both single and

repeated dosing.

There 18 fimited information availabls on the potential for a pharmacodynamic ir i 2

gatifioxacin and drugs that prolong the QTc interval of an electrocardiogram. Therefore, gatifioxacin should not

ggt used )with Class A and Class Il antiarrhythmics (see WARNINGS and PRECAUTIONS: Information for
ients).

Aerobic gram: microorg Other microorganisms
Escherichia coli Chlarydia pneumoniae
Haemophilus mfiuenzae Legionelia pneumophila
Haemophilus parainfluenzae Mycoplasma pneumoniae
Kigbsiella pneumoniag
Moraxelia catarrhalis
Nessseria gonorrhoeae
Proteus mirabilis

The following i vitro data are available, hut their clinical sigoificance is unknown.

Gatifloxacin exhibits in vitro mini inhibitory concer {MICs) of <2 pg/mi. against most (z00%) strains
of the foliowing microorganisms; however, the safety and effectiveness of gatifloxacin in treating clinical
infections due to these microorganisms have not been established in adequate and well-controlied clinical trials.

Aerobic gram-positive microorganisms Aerobic gram-neg microorg
Staphylocogeus epidermidis Acinetobacter lwoffii
(méthicillin-susceptibie strains only) Citrobacter fraundii
Staphylococeus saprophyticus Citrobacter kaseri
Strepiccoccus (Group C/G/F) Enterobacter serogenes
Straptococcus agalactiae Enterobacter cloacas
Streptococeus (viridans group) Klebsiella oxytoca
Morganella morgani
Proteus vulgans
Anaerobic microorganisms

Paptostreptococcus species



NOTE: The actwity of gatfloxacin against Treponema pallidum has not been svaluated; however, ofher
quinolones are not active against Treponerma pallidum {see WARNINGS).
NOTE: Extendad-spectrum {3-| producing g gative microorganisms may have reduced suscep-
tibility to quinclones.
Susceptibility Tests

. giluﬁon techniques; Quantitative methods are used to determine antimicrobial minimum inhibitory concentra-

s (MICs), These MICs provide estimates of the susceptibility of bactena to antimicrobial compounds, The

s should be determined using a standardized procedure. Standardized procedures are on a dilution

.nod! (broth or agar) or equivalent with standardized inoculum concentrations-and standardized concentra-
uons of gatifloxacin powder. The MIC values should be interpreted according to the following criteria:

For testing Enterobacteriaceae and Staphyldcoccus species:

MIC (ug/mb) Interpretation
£2.0 Susceptible (S)
4.0 intermediate (|
>8.0 Resistant (R)
For testing Haemophilus influenzae and Haemophilus parainfiuenzae”:
MIC (ug/mi) Interpretation
<1.0 Susceptible (S}

*This Interpretive standard is applicable only to broth microdilution susceptibiiity tests with Haemophilus
influenzae and Haemophilus parainfi sing Hi phifus Test Medium {(HTH).'

The current absence of data on resistant strains praciudes defining any results other than “Susceptible®. Strains
¥|ek{iin M!tc r‘esults suggestive of a “nonsusceptible” category should be submitted to a reference faboratory
or further testing.

For testing Strepfococcus pneumoniae®:

MIC (ug/mb) Interpretation
<10 Susceptible (S)
2.0 Intermadiate {}
240 Resistant {R)
For testing Straptococcus species other than Streptococcus pneumoniae®
MIC (ug/mi} Interpretation
s2.0 Susceptible (S
4.0 intermadiate (i
280 Resistant (R)

*These nterpretive standards are applicable only to broth microdilution susceptibility tests using cation- adjust-
od Musller-Hinton broth with 2-5% lysed horse biood.

Far testing Neisseria gonorrhoeas':

MIC (ug/mL} Interpretation
<0.125 Susceptible (S)
025 Intermediate {f)

205 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 s fikely to be nhibited f the antimicrobial compound.in the
blood reaches the concentration usually achisvable. A raport of “Intermediate” indicates that the result should be
considered equivocal, and if the microorganism is not fully susceptible to altemative, clinically feasible drugs, the
test should be repeated. This category implies possible clinical applicabiiity in body sites where the drug is phys-
iologically concentrated or in situations where high dosa?e of drug can be used. This category also provides a
buffer zone, which prevents small uncontrolted technical factors from causing major discrepancies-in interpreta-
tion A report of “Resistant” indicates that the pathogen is not likely to be inhibited Hf the antimicrobial compound
in the blood reaches the concentration usually achievable; other therapy should be selected.

dardized suscs’ptibility test procedures require the use of laboratory control microorganisms to control the

& ical aspects of the laboratory procedures. Standard gatifloxacin powder shouid provide the following MIG
. EY

wilgroorganism

Enterococcus faacalis ATCC 28212 0.12-1.0

Escherichia coli ATCC 25922 0.008 - 0.03

Haemophilus influenzae ATCC 49247¢ 0.004 - 0.03

Neisseria gonorrhoeae ATGC 48226° 0.002 - 0.016

Pseudomonas aeruginosa ATCC 27853 05-20

Staphyloceccus aureus ATCC 29213 0.03-0.12

Strepiococcus pnaumoniae ATCC 48619 ¢ 0.12-08

4This quality control range is applicable to only H. influenzae ATCT 49247 tested by a broth microdilution pro-
cedure using HTM.!

*This quality control range is applicable to only N. gonoroeae ATCC 48226 tested by an agar dilution proce-
dure using GC agar base with 1% defined growth supplement.

“This quality control range 13 applicable to only S. pneumonias ATCC 4931 9 tested by a microdilution progedure *

using cation-adjusted Mueller-Hinton broth with 2-5% lysed horse blood.

Diffusion techniques: Quanttative methods that require t of zone di also provide repro~
ducible estimates of the susceptibility of bacteria to antimicrobial compounds, One such standardized proce-
dure? requiras the use of standardized inoculum concentrations, This procedure uses paper disks impregnated
with 5 ug gatifloxacin to test the susceptibility of microorganisms to gatifioxacin,

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

The following zone diameter interpretive criteria should be used for testing Entercbacteriacese and
Staphylococeus species:

Interpretation
218 Suscaptible (S)
15-17 Intermediate (1)
<14 Resistant (R}
For testing Hasmophilus influenzae and Hasmophilus parainfluenzae®;
Zone Diameter (mm) Interpretation
218 Susceptible (S)

2 This zone diameter standard s apphicable only to tests with Haemophilus influenzae and Haemophilus parain-
fluenzae using Haemophius Test Medium (HTM).?

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

For testing Streptococcus pneumoniae’:

Interpretation

221 Susceptibie (3)

18-20 Intermadiate {}}
17 Rosistant (R}

For testing Streptococcus spacies other than Streptococcus pneumonias':

j Interpretation

218 7 ;Suscepazbb ((SD]
P 15-1 ntermediate
£ } 514 Resistant (R)

ase zone diameter standards only apply to tests performed using Musller-Hinton agar supplemented with
avh sheep blood incubated in 5% CO,2

For testing Neissena gonormhoeae’:

Interpretation
38 Susceptible (S}
34-37 Intermediate (f}
<33 Resistant (R}

'These interpretive standards are applicable tu disk diffusion tests with GC agar base and 1% defined growth
supplement incubated in 5% GO,

Interpretation should be as stated above for regults using dilution techniques. Interpretation involves correlation
of the diameter obtained in the disk test with the MIC for gatifioxacin2

As with fardized dilution tech methods require the use of laboratory control microorganisms that are
used to control the technical aspects of the laboratory procedures. For the diffusion techrique, the 5 ug
gatiftoxacin disk should provide the foll Zona di in these laboratory quality control strans:
Microorganiom Zone Diameter Range {(mim)

Escherichia cali ATCC 25922 30-37

Haamophilus influenzae ATCC 492471 33-41

Neissena gonorrhogae ATCC 48226% 45-56

Pseydomonas aeruginosa ATCC 27853 20-28

Staphylococcus aureus ATCC 25623 27-33

Streptococcus pnaumoniae ATCC 49619 24-31

' This quafity control range applies to tests conducted with Haemophilus influenzae ATCC 48247 using
Haemophilus Test Madium (HTM).2

*This quality control range is only applicable to'tasts conducted with N. gonorrhosae ATCC 49226 performed by
disk diffusion using GC agar base and 1% defined growth supplement.

'This quality control range is applicable only to tests conducted with S. pneumoniae ATCC 49618 parformed by
disk diffusion using Mueller-Hinton agar supp d with 5% defibrinated sheep blood.

INDICATIONS AND USAGE
TEQUIN (gatifloxacin) is indicated for the t of infections due to susceptible strans of the designated
microorganisms in the conditions listed below){see DOSAGE AND ADMINISTRATION).

Acute bacterial exacerbation of chronic bronchitis due to Strep 18 p Haemaphilus influen-

286, H: philus p fit M i A halis, or Staphylococcus aureus,

Acute sinusitis due to Streptococcus p i or F philus infi

Community-acquired pn ia due to Simep P nige {including multidrug-resistant strains

[MDRSP])', Hasmophilus influenzas, Hasmophilus p ! , M fi halis, Staphylococcus aureus,
fycopt: P » Chiamydia pn iae, or Lagionelia pneumophifa. {See Clinical Studies.)

Uncomplicated skin and skin structure inféctions {i.e., simple abscesses, furuncies, folliculitis, wound
infections, and cellulitis} due to Staphylococtius aureus {methicitlin-susceptible strains only) or Streptococeus
pyogenes. '

NOTE: An insufficient number of patients with the diagnosss of impetiginous lesions were available for evaluation,

Uncomplicated urinary tract infections {cystitis} due to Escherichia coli, Klebsiella p or Proteus
mirabils,

Complicated urinary tract infections due to Escherichia coli, Klebsiella pneumonias, or Proteus mirabilis.
Pyelonephitis due to Escherichia coli,

U plicated | and ical gonorrhea due to Neisseria Ggonon'hoeae. Acute, uncomplicated rectal
infe in due to Nejsseria gonort {see WARNINGS).

To reduce the davelopmant of drug-resistant bactena and maintain the effectiveness of TEQUIN and other
antibacterial drugs, TEQUIN should be used anly to treat or prevent infections that are proven or strangly sus-
pected to be caused by susceptible bacteria, When culture and sy ibifity inf ion are.availabl oy
should be considered in selecting or modifying antibacterial therapy. In the absence of such data, local epi-
demiology and susceptibility patterns may contribute to the empiric Selection of therapy.

*Multidrug-resistant Streptococcus pneumoniae (MDRSP) includes isclates previously known as PRSP
(peniciflin-resistant Strep 5 o ¢}, and are strains resistant 1o two or more of the following antibi-
otics: peniciliin (MIC » 2 pg/ml), 2% g i phalasporins {8y, cafuroxime), macrolides, tetracyclines, and
trimethoprim/suifamethoxazole,

CONTRAINDICATIONS
TEQUIN is contraindicated in persons with a history of hypersensitivity to gatifioxacin or any member of the
quinolone class of antimicrobial agents.

WARNINGS
x A 1S5.QF G QAACIN IN RIATRIC PA N
RS _OF AGE) REGNANT WOMEN. AND LACTATIN WOME H
ESTABLISHED (ses PRECAUTIONS: Pediatric Use, Pregnancy, and Nursing Mothers).
QT Interval Profongation )

Gatifloxacin has the potential to prolang the GTc interval of the elech dicgram in soma patients. O7c pro-
tongation may lead to an increased risk for ventricular anhythmias including torsades de pointes, Rare cases of
torsades de pointes have been spontanecusly reported during postmarketing surveiliance in patients receiving
quinolones, including gatifloxacin. Nearly all of these rare cases were associated with one or more of the fol-
lowing factors: age over 60, female gender, underlying cardiac disease, and/or use of multiple medications. No
cardiovascular morbidity or mortality attributalle to QTc prolongation has occurred in over 44,000 patients treat-
od with gatifloxacin in clinical trials; these inchide 118 patients concurrently iving drugs keown to prolong
the QTc interval and 138 patients known 1o have uncorrectsd hypokalemia (ECG monitoring was not performed).
Gatifloxacin should be aveded in patients with- known prolongation of the QTc interval, patients with uncorracted
hypokalemia, and patients recaiving class 1A (quinidine, procainamids), or class lii (amiodarone, sotalol) antiar-
rhythmic agents, {See CLINICAL PHARMACOLOGY: Elecirocardiogram.)

Pharmacokinetic and pharmacodynamic sfudies batween gatifioxacin and drugs that prolong the QTc

interval such as cisapride, arythmcln, antipsychotios, and tricyclic antidepressants have not been per-

formed. Gatifioxacin should be with caution when given concurrently with these drugs, as well as in

glat]len'ls hev:nnb ongolng-proarrhythmic conditions, such as clinically significant bradycardia or acute myocar-
al ischemia.

The magnitude of QTc prolongation increases with increasing concentrations of the drug (see CLINICAL
PHARMACQLOGY: Electrocardisgram); therefore, the recommended dose and the recommended
intravenous infusion rate should not be excesded (sse DOSAGE AND ADMINISTRATION for dosing
recommendations for patients with or without renal impairment).

Disturbances in Blood Giucose

Disturpances of blood glucose, including symptomatic hyper- and hfypoglycemia, have been reported with
TEQUIN, usually in diabetic patients. Therefgrs, carsful monitonng of bicod glucose is recommended when
TEQUIN. is administered to patients with diabetes (308 CLINICAL PHARMACOLOGY, PRECAUTIONS:
Information for Patiants and Drug Interactions, and ANIMAL PHARMACOLOGY).

Stuches conducted in non-infected patientsiwith 2 diabetes melfitus controlied on oral hypoglycemic
agents have demonstrated that TEQUIN, (gatifioxacin) s associated with disturbances in glucose
homeostasis Including an increase i serum insulin and decrease In serum glucose usually following
administration of initial doses (i.e,, first 2 days of freatmant), and sometimes associated with symptomatic
hypoglycemia. increases in fasting serum.glucose ‘were also observed, usually after the third day of
TEQUIN administration, continuing throughout the duration of treatment, and retuming to baseline by 28
days after the cessation of gatifioxacin treatrrient In fnost patents.

During the ggishﬂaﬂneﬂng period, there have been reports of serious disturbances of glucose homeostasts
in patients treated with TEQUIN. Hypoglyeamlc episodes, in some cases savers, have been report-
ed in patients with diabates mellitus treated-with either suffonylurea or non-sulfonyturea orat ycemic
medications. These events frequantly occurred on the first day of therapy and usually within
3 days following the initiation of TEQUIN. H lycamic episodes, in some cases severe and associated
with hyperosmolar non-ketotic hypsrgulrce ©oma, were reported in diabetic patients, mostly between 4
and 10 days following the initiation of TEQUIN therapy. Some of the hyperglycemic and hypoglycamic
events were life-thraatening and many requiredd hospitalization, although these events were reversible
when appropriately managed. Many of these patients had other underlying medical problems and were
recaiving concomitant medications that may have contributed to the glucose abnormality. Episodes of
hyperglycemia, including hyperosmolar non-ketotic hypsrglycemic coma, alse occurred in patients not
previously diagnosed with diabetes meliitug. Elderly patiants who may have unrecognized diabetes, age-
related dacrease in renal funiction, underlying medical problems, and/or are taking concomitant medica-
tions associated with hyperglycemia may be-at particular risk for sericus hyperglycemia.

“The dose of TEQUIN should be adjusted based on underlying renal function (see DOSAGE AND ADMIN-
ISTRATION). When TEQUIN is used in diabetic patients, biood glucose sheuld be closely monitored, Signs
and symptoms of hypoglycemia should be monitored, especially during the first 3 days of therapy, and
signs and symptoms of nrpergvi}(cemia shotilt be monitored in diabetics and patients who may be at nsk
for hypegm)yomia, especially with continued treatment with, TEQUIN beyond 3 days. If signs and symp-
toms of elther hypoglycemia ar hyperglycemia occur in any patient being treated with TEQUIN, appropn-~
ate therapy must be initiated immediately ahd TEQUIN should be discontinued.




Tendon Effects
Ruptures of the shoulder, hand, and Achilles tendon or other tendons that required surgical repair or resulted
in prolonged disability have been reported in patients receiving quinolones, including gatifioxacin,
Postmarketing survsillance reports indicate that this risk may be increased in patients receiving concomi-
tant corticosteroids, especially the elderly. Gatifioxacin should be discontinued if the patient experiences
pain, inflammation, or rupture of a tendon. Patients should rest and refrain from exercise until the diagno-
##m6,0f tendonitis or tandon rpture has been excluded. Tendon rupture can occur during or after therapy
£ = quinolones, including gatifioxacin.
K pherat Neuropathy
~are cases of sensory ar sensonmotor axonal polyneonathy affecting small and/or large axons resulting
in paresthesias, hypoesthesias, dysesthesias and weakness have been reported in patients receiving
quinolones.
Other
As with other members of the quinoionse class, gatfloxacin has caused anhmpath{‘and/or chondrodysplasia in
immature dois. The relevance of these findings to the clinical use of gatifioxacin is unknown (see ANIMAL
PHARMACOLOGY).
Convulsions, increased intracranial pressure, and psychosis have been reported m p

* that phototoxicity has been reported in patients receiving certain quinolones. There was no phototoxicity seen
with gatifioxacin at the recommanded dose, In kesping with good medical practice, avoid excessive suniight
ar artificial ultraviolet tight (eg, tannin%beds;. i sunbum-like reaction or skin eruptions occur, contact their
physician {see CLINICAL PHARMACOLOGY: Photosensitivity Potential);

» that convulsions have bean reported in patignts receiving quinolones, and they shouid notify their physician
before taking this drug if there is a history of this ‘condition.

Dm?]mteractions
TEQUIN (gatifioxacin) can be taken 4 hours before ferrous sulfate, distary supplements containing zinc,
magnesium, o jran {such &s multivitamins), or afuminum/ ining ids without any significant

pharmacokinetic interactions (see CLINICAL PHARMACOLOGY).

Mitk, calei rhonate, cimetiding, t hyltine, , or midazolam: No significant interactions have
been observed when administered concomitantly with TEQUIN. Ne dosage adjugtments are necessary when
these drugs are administered concomitartly with TEQUIN {see CLINICAL PHARMACOLOGY).

Antidiabetic agents: Pharmacodynamic changes in giucose homeostasis have beert seen with concomi-
tant glyburide use. However, no significant pharmacokinstic intgractions have been observed when gly-
buride” was adatr?énﬁt:ﬂ Ncgg?omitanﬂy with TEQUIN (see CLINICAL PHARMACOLOGY: Glucose

p jents raceivi
quinolones. Quinolones may aiso cause cantral nervous system (ONS) stimulation, which may fead to tromors,
restlessness, lightheadedness, confusion, hallucinations, paranoia, dapression, nightmares and insomnia. These
reactions may accur following the first doss, if these reactions occur in patients receivirhg gatifloxacin, the drug
should be discontinued and appropriate measures insttuted {see ADVERSE REACTIONS).

As with other quinolones, TEQUIN should be used with caution in patients with known or suspected CNS
disordars, such as severa cerebral atherosclerosis, epilepsy, and other factors that predispose to seizures.
Serious and occasionally fatal hypersensitivity and/or anaphylactic reactions have been reported in patients
receiving therapy with quinolones. 2f'hese reactions may occur foliowing the first dose. Some reactions have been
accompanied by cardio lar collapse, hypc ion/shock, seizure, loss of i , tingling, angioad,

DI

Digoxin: Concomitant administration of TEQUIN and digoxin did not produce significant alteration of the
pharmacokinetics of gatifioxacin; however, an increase in digoxin concentrations was observed for 3 of 11
subjects. Patients taking digoxin should therefore ba monitored for signs and/or symptams of toxicity. in patients
who display signs and/or symptoms of digoxin intoxication, serum digoxin concentrations should be deter-
mined, and digoxin dosage should be adjusted as appropriate (see CLINICAL PHARMACCLOGY).
Probenecid: The systaric exposure of TEQUIN is sniffcanty incrossed folowing the concomitant ad

tion of TEQUIN ana probenecid {ses CLINICAL PRARMACTLOGY).
Warfarin; in subjects racsiving warfarin,-no significant changa in clotting time was observed when gatifloxacin
was i

ma (including tongue, laryngeal, throat or facial edema/swelling), airway obstruction (including br p
shortness of breath, and acute respiratory distress), dyspnea, urticaria, itching and other serious skin reactions.
TEQUIN {gatifioxacin) should be discontinued at the first appearance of a skin rash or ang other sign of
hypersensitivity. Serious acute hypersensitivity reactions may raquire treatmaent with epinephrine and other
resuscitative measures, including oxygen, intr: fluids, antihi ines, corticosteroids, pressor amines,
and airway management, as clinically indicated (see PRECAUTIONS),
Serious and sometimes fatal events, some due to hypersensitivity and some due to uncertain otiology, have
been reported in patients receiving antibacterial therapy. These events may be severe and generally acour fol-
lowing the administration of multiple doses. Clinical manifestations may include gne or more of the followin%:
fever, rash or severe dermatologic reactions {eg, toxic epidermal necrolysis, Stevens-dohnson syndrome);
vaseulitis, arthralgia, myaigia, serum sick ; allergic p itis, interstitial nephritis; acute renal insufficiency
or fallure; hepatitis, jaundice, acute hepatic necrosis or failure; anemia, including hemolytic and aplastic; throm-
bocytopenia, including thrombotic thrombocytopenic purpura; leukopenia; agranufocytosis; pancytopenia;
and/or other hematologic abnonmalities.

Pseudomembranous colitis has been reported with nearly all antibacterial agents, includinquEQUlN, and
may range in severity from mild to life-threatening. It is important, therefore, to Ider this diagnosis in
patients who present with diarrhea subsequent to the administration of any antibacterial agent.
Treatrment with antibacterial agents alters the fora 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 colitis has been established, therapeutic measures should be
inttiated. Mild cases of pseudomembranous colitis usually respond to drug di i ion alone. in

to sevare cases, consideration should be given to management with fluids and electrolytes, protein supplemen-
tation, and treatment with an antibacterial drug clinically effective against C. difficile colitis.

Gatifioxacin has not besn shown to be effective in the treatment of syphilis. Antimicrobial agents used in hi%h
doses for short periods of time fo treat gonorrhea may mask or defay the symptoms of incubating syphilis. All
patients with gonorrhea should have a serologic test for syphis at the time of diagnosis.

PRECAUTIONS

Generat
Prescribing TEQUIN n the absence of proven or strongly suspected bacteral infectian or a prophylactic
Matson is unlikely to provide benefit to the patient and increases the risk of the development of drug

ministered. However, because some guinolones have been reported to enhance the effacts of warfarin
or its derivatives, prothrombin time or other suitable anticorgulation test should be monitorad closely if a
quinoions antimicrobial is administered with warfari or its derivatives.

N, Bdat ot

on ant tory drugs (NSAIDs}: Aithough not observed with gatifioxacin in preciinical and
clinicat trials, the itant ad on of dat anti-infl tory drugs with a quinolone may
increase the risks of CNS stimulation and convulsions (see WARNINGS).

Lah v Test N
There are no reported labipratory test interactions.

Carcinogenesis, Mutagenasis, Impairment of Fortili
BBC3F1 mice given gatifioxacin in the dist for 18 months at doses with an averags intake up to 81 mg/kg/ca
in males and 80 mg/kg/day in howed no in neopl These doses are approximately 0.1
and 0.18 times the maximumn recommended human dose based upon daily systemic exposure (AUC).

in a 2-year dietary carcinogenicity study in Fischer 344 rats, no increases in neoplasms were seen in males given
doses up to 47 mg/kg/day and females given upito 139 mg/kg/day. These dosss are approximately 0.36 {males)
and 0.81 {females} times the maximum recommended human dose based upon daily systemic exposure. A sta-
tistically significant increase in the incldence &f large granular lymphooyte (LGL) leukemia was seen in males
treated with a high dose of 100 mg/kg/day {approximately G.74 times the maximum recommended human dose
based upon daily systemic exposiire) versus cantrols. Athough Fischer 344 rats have a high spontaneous back-
ground rate of LGL leukemia, the incidence i high-dose males slightly exceeded the historical control range
established for this strain. The findings in high-dose males are not considered a concem with regard to the safe
use of gatifioxacin in hurmans.

in genstic toxicity tests, gatifioxacin was not mutagenic in several strains of bactena used in the Ames test; how-
ever, it was mulagenic to Salmonefla strain TA102, Gatifloxacin was negatve in four in vivo assays that includ-
ed oral and intravenous micronucleus tasts in mice, an oral cytogenetics test in rats, and an oral DNA repair test
inrats, Gatifloxacin was positive in in vitro Lﬁenq'rmutaﬁon assn%'s in Chinese hamster V-79 cells and in wiro cyto-
genetics assays in Chinese hamster CHL/IU aslls. These findings were not unexpected; similar findings have
been seen with other quinclones and may be dus to the inhibitory effects of high concentrations on eukaryotic
type 1l DNA topoisomerase.

There were na adverse effects on fertility or reproduction in rats given gatifioxacin orally at doses up to
200 rag/kg/day {approximately equivatent o the maximum human dose based on systemic exposure [AUCH

o Tl om fed e

ria.

(olones may cause central nervous system (CNS) events including nervousness, agitation, insomnia, anxi-
aty, nightmares, or parancia {see WARNINGS and PRECAUTIONS: information for Patients).
Administer gatifioxacin with caution in the presence of renal insufficiency. Careful clinical observation and appro-
priate laboratory studies should be performed prior to and during therapy since elimination of gatifloxacin may
be reduced. In patients with impalred renal function (creatinine clearance <40 mi/miin), adjustment of the dpsaﬂz
ragimen is necessary to avoid the accumnulation of gatifloxacin due to decreased clearance {sse CLINIC.
PHARMACOLOGY and DOSAGE AND ADMINISTRATION).
Because a hypofonic solution resuits, Water for Injection should not be used as a dilusnt when préparing a 2 mg/mt.
solution from the cor d solution of gatil (10 mg/mL) {see DOSAGE AND ADMINISTRATION).

Disturbances of blood glucose homeostasis have been reported during tha postmarketing period
{see CLINICAL PHARMACOLOGY, WARNINGS, and ANIMAL PHARMAC! LOG\&

Information for Patients (See Patient information Section.)

To assure safe and effective use of TEQUIN, the foliowing information and instructions should be communicated
to the patient when appropriate.

Patients should be advised:

that antibacterial drugs including TEQUIN should only be used to treat bacterial infections. They do not treat

Preg Category C

There were no teratogenic effects obsarved in rats or rabbits at oral gatifloxacin doses up to 150 or 50 mgrkg,
respectively (approximately 0.7 and 1.9 times the maximum human dose based on systsmic exposure). However,
skelotal matfonmations were chserved in fetusgs from rats %ivan 200 mg/kg/day orally or 60 mg/kg/day intra-
venously during orgenogenesis, Developmental delays in skelatat ossification, including wavy ribs, were observed
in fatuses from rats given oral doges of-2150 miy/kg or intravenous doses of 230 mg/kg daily during organogene-
sis, suggesting that gatifioxacin is shghtly fatatoxic at these doses. Similar findings have been seen with other
quinolones, These changes were not seen in rats or rabbits given oral doses of gatifioxacin up to 50 mg/kg {approx-
imatety 0.2 and 1.9 times the maximum human dose, respectively, based on system ).

When rafs were given oral doses of 200 mg}'kg of gatifioxacin beginning in late pragnancy and continuing
throughout lactation, late postimpi ion loss increased, as did neonatal and perinatal mortalities. These
observations also suggest fatotoxicity. Similar findigs have been seen with other quindlones.

Because thers are no adequats and wall-controlied studias in pregnant women, TEQUIN should be used during
preg! only if the p ial benefit outweighs the potential risk to the fetus.

Nursing Mothers :
Gatifloxacin is excreted In the breast milk of rats. it 1s not known whether this drug is excreted in human milk,
Because many drugs are excrated in human milk, caution should be exercised when gatifioxacin is administersd
o a nursing woman. .

Pediatric Use

Y H

viral infactions {eq, the common cold). When TEQUIN is prescribed to treat a | cliony, p
should ba told that atthough it is common to feel better early in the coursa of therapy, the medication should
be taken exactly as directed. Skipping doses or not completing the full course of therapy may (1) decrease
the effectiveness of the immediate treatment and (2) increase the fikelihcod that bactena will deveiop resis-
tance and will not be treatabla by TEQUIN (gatifioxacin} or other antibacterial drugs in the future;
that TEQUIN may cause changes in the electrocardiogram (QTc interval pralongation);
that TEQUIN should be avoided in patients receiving class A (eg, quinidine, procainamide) or class i (eg,
amiodarone, sotalol) anbarhythmic agents;
that TEQUIN should be used with caution in subjects recening drugs that affect the GTc interval such as cis-
apride, erythromycin, antipsychotics, and tricyclic antidepressants;
1o inform their physicians of any personal or family history of QTc prolongation or proarrhythmic conditions
such as hypokaleria, bradycardia, or recent myocardial ischemia;
to discontinue treatment and contact their physician if symptoms of peripheral neuropathy including pain,
burning, tinghng, numbness and/or weakness develop; )
that disturbances of blood glucose, including symptomatic hypar- and hypoglycemia, have been reported
with TEQUIN, usually in diabetic patients or in patients at risk for hyperglycemia. if a hypoglycemic reaction
or symptoms of hyperilycemia occur, patients should initiate appropriate therapﬁ immediately, discontinue
TEQUIN, and contact their physician (see CLINICAL PHARMACOLOGY and WARNINGS);
to inform their physician of any other medications when taken concurrently with TEQUIN, including over-the-
counter medications;
to contact their physician if thay expenence palpitations or fainting spelis while taking TEQUIN;
that TEQUIN Tablets may be taken with or without meals;
that TEQUIN Tablets should be taken 4 hours before any aluminumi- or magnesium-based antacids (see
PRECAUTIONS: Drug Interactions);
that TEQUIN Tablets should be taken at least 4 hours before the administration of ferrous sulfate or distary
supplements containing zinc, magnesium, or iron {such as multivitaming) (see PRECAUTIONS: Drug
Interactions);
that TEQUIN should be taken 4 hours before VIDEX® (didanosine) buffered tablets or pediatric powder for oral
solution;
at TEQUIN may be associated with hypersensitivity reactions, even following the first dose, and to discontinue
¢ s drug at the first sign of a skin rash, hives or other skin reactions, difficulty in swallowing er breathing, any
jeling suggestinrq angioedema (eg, swelling of the lips, tongue, face, tightness of the throat, hoarseness), or
sther sympltoms of an allergic feaction (see WARNINGS and ADVERSE REACTIONS);
«» to discontinue treatment; rest and refrain from exercise; and inform their physician if they expenence pain,
inflammation, or rupture of a tendon;
 that TEQUIN may cause dizziness and lightheadedness; therefore, patients should know how thay react to
this drug before they operate an automobile or machinery or engage in activitres requiring mental alertness or
coordination;

-

L

“The safety and effectivenass of gatifioxacin in padiaﬁ'ic populations {<18 years of age) have not been established.
Quinolones, including gatifioxacin, causs arthropathy and osteochond icity in juvenile animais {rats and dogs).
Geriatric Use
During the postmarketing period, serious disturbances of giucose homeostasis have been reported in
elderly ents being treated with TEQUIN (gatifioxacin) {(see WARNINGS, PRECAUTIONS: Drug
Interactions and ANIMAL PHARMACOLOGY).
In multiple-dose clinical trials of gatifioxacin {n = 2891), 22% of patients were 65 years of age and 10% were
>75 years of age. No overall differences in safety or efficacy were observed in clinical trials between these sub-
jects and younger subjects, and other reported clinical experi a8 not identified differences in responses
between the siderly and younger patients, but'greater sensitivity of some older individuals cannot be ruled out.
This drug is known to be substantially excretad by the kidney, and the risk of toxic reactons to this drug may
be greater in patients with impaired renal function, Because elderly patients are more fikely to have decreased
renal function, care should be taken In dose selection, and it may be useful to monitor renal function (see
DOSAGE AND ADMINISTRATION).
ADVERSE REACTIONS .
Over 5000 patients have besn treated with gatifiexacin in single- and muttiple-dose clinical efficacy trals worldwide.
in gatifloxacin studies, the majority of ad tiong were ¢ bed as mild in nature. Gatifloxacin was dis-
continued for adverse events thought related to drug in 2.7% of patients.
Drug-related ad events classified as possibly, probably, or definitely related with a frequency of 23% n
patents r:&?ixing gat,i_ﬂo;ggin in s;ingka-3 g’zd multipte-dose clinical trials-are as follows: nausea 8%, vaginitis 6%,
in patients whe were treated with either intravenous gatifioxacin or with intravenous follawed by oral therapy, the
ncidence of adverse events was similar to those who received oral therapy alone. Local injection site reactions
{radnoss at injection site) were noted in 5% of patunts.
Additiona} drug-related ad evenis ibly, probably, or definitely related) considered clinically relevant that
occurred in 20.1% fo <3% of patients receving atifioxacin in single- and multiple-dose clinical trials are as follows:

Body as a Whole: allargic reaction, asthenia, back pain, chest pain, chills, face edema, fever

Cardiovascular System: hypertension, paipitation

Digestive Sysfem: abdominal pain, anorexia, ipation, dyspep latul

ulear, oral moniliasis, stdmatitis, vomiting

Metabolic/Nutritional System: hyperglycemia, peripheral edema, thirst

Musculoskedstal System: arthralgia, leg cramp

Nervous Systern: abnormal dream, n?gitation, anxiety. confusion, nsomnia, nervousness, paresthesia, som-

1 mor, Jilatation, vertigo

Respiratory System: dyspnea, pharyngitis

Skin/Appendages: dry skin, pruritus, rash, sweating

Special Senses: abnormal vision, taste perversion, tinnitus

Urogenital Systern: dysuria )

e, gastritis, glossitis, mouth




Addttional drug-related ad avents cor illy relevant that d in <0.1% (rare adverse events)

of patients receiving gatifloxacin in sngle- and mumple-dose clinical trials are as follows: abnormal thinking, alcohot

intolerance, arthntis, asthma (bronchospasm), ataxia, bone pain, bradycardia, -breast pain, cheilitis, colitis,

convulsion, cyanosis, depersonahzanon depresslon, mabetes melmus. dysphagia, ear pain, ecchymosis, sdema,

epistaxis, euphoria, _eye pain, eye p ity, inal hemor age, g ed edema, gingivitis,

halitosis, hall hematuria, hostility, hyp hypertonia, hyperventilation,
glycemia, lymphadenopathy, maculopapular rash, metrorrhagia, migraine, mouth edema, myalgia, myasthe-
neck pain, panic attack, paranoia, parosmia, photophobia, pseudomembranous colitis, psychosis, ptosis, rec-
emorrhage, stress, substemal chest pain, tachycardia, taste loss, tongus ederma, vesiculabullous rash.

_dboratory Changes

Clinically relevant changes in laboratory parameters, without regard to drug relationship, occurred in fewer than

1% of TEQUIN-treated patients. These included the following: neutropenia, increased ALT or AST levals, alkaline

phosphatase, bilirubin, serum  amylase, and electrolytes abnormalities. It is not known whether these

abnormalities were caused by the drug or the underlying condition baing treated.

Postmarketing Adverse Event Reports

The following events have been reported dunng postapproval use of TEQUIN. Because these events are reported

voluntarily from & population of uncertain size, it is not always possible to refiably estimate their frequency or

establish a causal relationship to drug exposure.

Abnormal renal function (including acute renal failure), acute allergic reaction including anaphylactio reaction and

angioneurotic edema, hepatitis, hypotension, increased International Normalized Ratio (;NR)Ipmthrombm time,

pancraatitis, severe hyperglycemia ding hypert lar nonketotic h vere hypoglycemia

(including hypogtycemic coma), Stevens-Johnson syndrome, syncope, tendon r rup‘lure. ihrombocytopama, and

torsades de pointss.,

OVERDOSAGE

Gatifloxacin exhibits a low potential for acute toxicity in animal studies. The minimum lethal oral doses i rats

Compatible intravenous solutions: Because a hypotonic solution resuits, Water for Injection should net be used
diluent when preparing a 2 mg/mL solution from the concentrated solution of gatifloxacin (10 mg/ml) (see
PRECAUTIONS). Any of the following intravenious solitions may be used fo prepare a 2 mg/ml. gatifloxacin solution:

5% Daxtrose injection, USP

0.2% Sodium Chioride Injection, USP

5% Dextrose and 0.9% Sodium Chioride Injsction, USP

Lactated Ringer's and §% Dexirose Injection, USP

5% Sodium Bicarbonate injsctior, USP

Plasma-Lyte® 56 and 5% Dextrose Injection (Mu!tlple Electrolytes and Dextrose Injection, Type 1, USP)

M/8 Sodium Lactate Injsction, USP
Gatifloxacin solutions at 2 mg/ml also have been shown to be compatibte with 20 mEq/L Potassium Chionde
in 5% Dextrose and 0,45% Sodium Chioride !njection, USP.
This intravenous drug product should be inspecte visually for particulate matter prior to dilution and admims-
tration. Samples containing visibie particles should be discarded. Since no preservatlve or bacteriostatic agent
is present in this product, aseptic technique must be used in p tion of the final int >us solution, Since
the vials are for single-use only, any unused portion remaining in the vial should be discarded.
Since only limited data are available on the compatibifity of gatifloxacin intravenous injection with other intra-
venous substances, additives or other medications should not be added o TEQUIN {gatifloxacin) Injection in
single-use vials or infused simultaneously throtigh the same intravencus fine.
If the same intravenous line is used for sequoential infusion of different drugs, the line should be flushed before
and after infusion of TEQUIN Injection with an infusion solution compatible with TEQUIN Injection and with any
other drug(s) admini via this line,

i TEQUIN Injeglg:\ is to be given concamrtamty with another drug, sach drug should be given separately mn
B

and dogs were greater than 2000 mg/kg and 1000 mg/kg, respectively. The minimum lethat intr ose
was 144 mg/kg in rats and greater than 45 mg/kg in dogs. Clinical signs observed included decreased activity
and respiratory rate, vomiting, tremors, and convulsions.

In the svent of acute oral overdose, the stomach should be emptied by inducing vomiting or by gastnc lavage.
The patient shouid be carefully observed (including ECG monitoring) and given symptaomatic and supportive
treatment. Adequate hydration should be maintained. Gatifioxacin is not efficiently removed fror the body by
hemodialysis (approximately 14% recovered over 4 hours) or by chronic ambulatoty peritoneal dialysis (CAPD)
(approximately 11% recovered over 8 days).

DOSAGE AND ADMINISTRATION

The recommended dosage for TEQUIN (gatifloxacin) Tablets or TEQUIN Injection is described in Table 4. Doses
of TEQUIN are administerad once every 24 hours. These recommendations apply to all patients with a creati-
nine clearance >40 ml/min. For patients with a creatinine clearance <40 mlL/min, see the Impaired Renal
Function subsection.

TEQUIN can be administered without regard to food, including milk and distary supp contaning
Oral doses of TEQUIN should be admiristered at least 4 hours before the administration of ferrous sulfate, distary
supplsments containing zinc, magnesium, or iron {such as multivitamins), aluminum/magnesium-~containing
antacids, or VIDEX® (didanasine) buffered tablats or pediatric powder for oral solutibn.

“TEQUIN can be administered without regard to gender or age (>18 years). Consideration should be given to the
possibility that the elderly may have impaired renat function (see PRECAUTIONS: Geriatric Use).

When switching from intravenous to oral dosage administration, no dosage adjustment is necessary. Patients
whose therapy is started with TEQUIN Injection may be switched to TEQUIN Tablets when ¢lirically indicated at
the discretion of the physician.

TEQUIN Injectron should be administered by INTRAVENOUS infusion only. it is not intended for intramuscular,
intrathecal, intraperitoneal, or subcutaneous administration.

1

ded dosage and route of administration for each drug.
7EQUIN Injaction prarmx in single-use flexiblé containers: TEQUIN {njection 1s algo available in ready-to-use
100 and 200 ml flexible bags containing a-dilute solution of 200 or 400 mg gatifloxacin in 5% dextrose.
NO FURTHER DILUTION OF THIS PREPARATION IS NECESSARY.
This intravenous drug product should be inspected visually for particulate matter pnor to administration.
Samples containing visible particles should be discarded.
Since the premix flexible bags are for single use only, any unused portlon should be discarded.
Since only limited data are available on thi compatibility of >in int jection with other
intravenous substances, additives or dther miedications should not be added to TEQUIN lnjsctmn in flexible
o or infused si ously through the same intravenous line: If the same intravenous line is used for
sequential infusion of differant drugs, the line should ba flushed before and after infusion of TEQUIN Injection
with an infusion solution comipatible with TEQUIN Injection and with any other drug(s) administersd via this
common fine.
Instructions for the use of TEQUIN (gatifioxacirt in 5% dextrose) Injection premix in flexible containers:
To open:
1. Tear outer wrap at the notch and remove solution container.
Check the container for minute feaks by squeezing the inner bag firmly. If leaks are found, or if the seal is
not intact, discard the solution, as the steriity-may be compromised.
Use only if solution is clear and fight yellow to gresnish-yeltow in color.
Use starile equipment.
WARNING: Do not use flexibl tail in series tons, Such use could result in air embolism
due to residual air being drawn from the primary container before administration of the flud from the
secondary container is compl
Preparation for administration:

@ W

Single-use vials require dilution prior to administration (See Preparation of Gatifloxacin for Intravenous Administration) 1. (Mose flow control clamp of administration sat,
TEQUIN Injsction should be administered by intravenaus infusion over a period of 60 minutes. CAUTION: RAPID 2. Remave cover from port at bottom of container.
OR BOLUS INTRAVENOUS INFUSION SHOULD BE AVOIDED. 3. Insert piercing pin of administration set info port with a twisting motion unti the pin is firmly seated.
NOTE: Soo full directions on administration set carton.
;able 4: Gatifloxacin — Dosage Guidelines 4, Suspend container from hanger.
ey 5. Sgueeze and relsase drip chamber to establish proper fiuid level in chamber during infusion of TEQUIN
*ECTION® DALY DOSE® DURATION injection premix in flexible containers.
<ute Bacterial Exacerbation of Chronic Bronchitis 400 mg 5 days 6. Open fiow control clamp to expel air from set. Close clamp.
Acuts Sinusitis 400 mg 10days 7. Regulate rate of with flow gontrol clamp. .
Community-acquired Pneumonia 400 mg 7-14 days Stability of TEQUIN Injection as Suppfied
Uncomplicated Skin and Skin Structure infections 400 mg 7-10 days When stored under recormended canditions, TEQUIN Injection, as suppled in 40 mL vials and in 100 ml. and
Uncomplicated Urinary Tract Infections {cystitis) 400 mg Single dose 200 mt. flexible containers, is stable through the expiration date printed on the label.
or200mg - 3 days Stabifity of TEQUIN Injection Following Dilution
Comphcated Unnary Tract infections 400 mg 7-10 days TEQUIN Injection, when diluted in a compatiblé i 15 fluid to a cor ion of 2 mg/mL, is stable for 14
Acute Pyelonephrits 200 mg 7-10 days days when stored between 20°C to'25°C or when stored under refrigeration between 2°C to 8°C.
Uncomplicated Urethal Gonnorrhea in Men; 200 mg Single dose TEQUIN injection, when diluted to a concentration of 2 mg/ml. in a compatible intravenous fiuid EXCEPT FOR
5% SODIUM BICARBONATE INJECTION, USP, may be stored for up to § months at -25°C 10 -10°C (-13°F to
Endocervical and Rectal Gororthea in Wamen 14°F). Frozen solutions may b thawed at controlied room temp that have been thawed are
2 Dug to the designated pathogens (seo INDICATIONS AND USAGE). stable for 14 days after removal from the freazer when stored betwaesn 20°C to 25°C or when stored under
b For either the oral or intravenous routes of administration for TEQUIN (seo OLINIGAL PHARMACOLOGY). refrigeration between 2°C to 8°C. Solutions should not be rafrozen.

Impaired Renal Function

Sirice gatifioxacin is eliminated primarily by renal excretion, a dosage modification of TEQUIN is recommended for
patients with creatinine clearance <40 mi/min, including patients on hemodialysis and on CAPD. The
racommended dosage of TEQUIN (gatifioxacin) 1s:

Table 5: Recommended Dosage of TEQUIN in Adult Patients with Renal Impaiment

Creatinine Clearance Initial Dose Subsequant Dose?
=40 ml/min 400 mg 400 mg svery day
<40 mL/min 400 mg 200 mg every day
Hemodialysis 400 mg 200 mg every day
Continuous pentoneal dialysis 400 mg . 200 mg every day
2 Start subsequent dose on Day 2 of dosing. i

Administer TEQUIN after a dialysis session for patients on hemodialysis,

Single 400 mg dose TEQUIN regimen (for the treatment of uncomplicated unnary tract infections and gonorrhea)
and 200 mg once daily for 3 days TEQUIN regimen (for the treatment of uncomplicated urinary tract infections)
require no dosage adjustment i patients with impaired renal function.

The following formula may be used to estimate creatinine clearance:
Moen: Creatinine Clearance (ml/min) = Waight (kg) X (140 ~ age}
72 X serum creatinine (mg/dt)

Women: 0.85 X the value calcufated for men,

Chronic Hepatic Disease

No adjustment in the dosage of TEQUIN is necassary in patients with moderate hepatic impairmant (Child-Pugh
Ciass B). There are no data in patients with severe hepatic impairment (Chilé-Pugh Class C) (see CLINICAL
PHARMAGOLOGY)

“aration of Gatifloxacin for Intravenous Administration

JUIN solution in single-use vials: TEQUIN Injection is supplied in single-use 40 mL vials {10 mg/mlL)
containing a concentrated solution of gatifloxacin in 5% dextrose (400 mg of gatifloxacin) [see HOW
SUPPLIED]. THESE TEQUIN INJECTION SINGLE-USE VIALS MUST BE FURTHER DILUTED WITH AN
APPROPRIATE SOLUTION PRIOR TO INTRAVENOUS ADMINISTRATION. The cor tion of the iti
diluted solution should ba 2 mg/mlL prior to adrnistration.

HOW SUPPLIED

TEQUIN" (gatifioxacin) Tablats are available as 200 mg and 400 mg white, film-coated tablets. The tablets
are ﬁlmond shaped and biconvex and cantain gat«ﬂoxacm sesquihydrate equivalent to either 200 mg or 400 mg
gatifloxacin.

TEQUIN Tablets are packaged in botlles, unit duse blister strips, and multidoss blister packs of 5 tablets
(TEQUIN Teq-Paq™) in the following configurations:

2:: mg tablets — color: white; shape: biconvex; debossing: “BMS” on one side and “TEQUIN” and “200” on
the other.

Botties of 30 (NDC 0015-1117-50)

Blister pack of 100 (NDC 0015-1117-80)
4;)0 mhgeriableks - color: white; shape: biconvgx; debossing: “BMS” on one side and “TEQUIN" and “400" on
the other.

Botttes of 50 (NDC 0015-1177-60)

Blister pack of 100 (NDC 0015-1177-80) -

Carton of 3 TEQUIN Teq-Pags™ {8 tablets each) (NDC 0015-1177-21)

Storage
Store at 25°C (77°F); excursions permitted to 15° to 30°C (58" to 86°F) {see USP Controlled Room Temparature].
Intravenous SQIuhon-Sing!e-Use Vials

TEQUIN® (gatifloxacin) inj for 15 admini n in the following configurati
Sln le-use vials contammg a clear, light yelléw to greenish-yellow solution at a concentrahon of 10 mg/mi.
ifloxacin,

10 mg/ml. (400 mg), 40 ml. vials (NDC 0015-1179-80)

Storage
Store at 25°C {77°F); excursions permitted to 15° to 30°C {59° to 86°F) [see USP Controlled Room Temperature],
Intravenoua Solution~Premix Bags
TEQUIN® (gatiffoxacin in 5% dextross) §mecﬁon is available in ready-to-use flexible bags containing a dilute
solution of 200 mg or 400 m? of gatifioxacin in 5% dextrose. Pramix bags are manufactured by Abbott
Laboratories in North Chicago, IL.
2 mg/ml. 200 mg), 100 ml. fiexible container (NDC 0015-1180-80)
Carton of 24 (NDC 0015-1180-79) -
2 mg/ml. (400 mg), 200 mL flexible container (NDC 0015-1181-80)
Carton of 24 (NDC 0015-1181-79)

Storage
- Stora at 25°C (77°F); excursions penmitted to 15" to 30°C (59° to 86°F) [see USP Controlled Foom Temperature].

Do not freeze.



Screening Susceptibili Clinical § Bacteriological S
" pubility n/N? n/Nb
Penucillin-resistant 10/10 (100%) 10/10 (100%)
2 generation cephalosporin-resistant* 13/13 (100%) 13/13 (100%)
Macrolide-resistant™ 24/24 (100%) 24/24 (100%)
Trimethopnim/sulfamethoxazole-resistant 12/12 (100%} 12/12 {100%)
mmlptracycline-resistant 14/14 (100%) 14/14 (100%)

Fu

s
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ANIMAL PHARMACOLOGY

In three animal species (rats, beagls dogs, and cynomolgus monkeys) given oral gatlﬂoxacm doses

approximately 1.0- to 19-times the approved human dose (based on body surface area) from one to six months,

glectron microscopy showed vesiculation of rough endoplasmic reticulum and decreased secretary granules in

pancreatic B-celis of all three species. These ultrastructural changes correlated with vacuolation of pancreatic

B-cells seen by light microscopy in dogs given a dose level for one or six months that was approximately aquiv-
t to the human dose {based upon body surface area and plasma AUC). Following a 4-week recovery period
‘out gatifioxacin, partial recovery from these pancreatic changss was seen in the rat, and complete recovery
» evident in beagle dogs and cynomologus monkays (see WARNINGS and CLINICAL PHARMACGLOGY).

In contrast to some other quinolone antibacterials, there was no evidence of phototoxicity when gatifioxacin was

You should contact your doctor if you think your condition is not improving while taking TEQUIN. TEQUIN
tablets are white and contain either 200 mg or 400 mg of active drug.

How and:when should | take TEQUIN?

TEQUIN should be taken once a day for ¥ to 14 days depending on your pragcription. #t should be
swallowed whole and may be taken with or without food. Try to take the tablet at the same time each day.

You may begin to feel better quickly; however, in order to make sure that all bactena are killed, you should
complete the full course of medication. Do npt take more than the prescribed dose of TEQUIN. Try not to
miss a dose, but if you do, take it as soon as possible, if it is almost tima for the next dose, skip the missed
dose and cantinue your reguiar dose.

Who should not take TEQUIN?

evaluated in the hairless mouse or guinea pig models using simulated sunlight or UVA radiation,

Unlike some other bars of the quinclone class, ogular toxicity, and testicular degeneratxan
were not observed in 6-month repeat dose studies wuth rats or dogs given gatifioxacin,

While some quinolone ials have prc isant activity that is exacerbated with concomitant use of
nonsteraidal anti-inflammatory drugs (NSAIDs). gatifloxacin did not produce an increase in seizure activity when
administerad intravenously to mice at dosas up to 100 mg/kg in combination with the NSAID fenbufen,
Quinolone antibacterials have been shown to cause arthropathy in immature animals, There is no evidence of
arthropathy in fully mature rats and dogs given gatiffoxacin for 6 months at doses of 240 or 24 mg/kg, respec-
tively (approximately 1.5 times the maximum human dose in both species based on systemic exposure).
Arthropathy and chondrodysplasia were observed in immature dogs given 10 mg/kg gatifioxacin orafly for
7 days (approximately equal to the maximum human dose based upon systemic exposure) [seo WARNINGS],
The relevance of these findings to the clinical use of gatifloxacin is unknown.

Some membars of the guinolone class have been shown to cause prolongation of the QT interval in dogs.
intravenous 10 mg/kg bolus doses of gatifioxacin had no effect on QT interval in anesthetized dogs.

CL[NIGAL STUDIES

al P ia and C ity-Acquired P

MDRSP)*

Chnucal efficacy y of gatxﬁoxacm in the treatment of community-acquired & | pnsumonia {CAP) was evacu-

ated in two non-comparative Phase II/lll studies and three Phase lil studiss comparing oral TEQUIN to oral clar-

thromyein, TEQUIN V/orat to levofloxacin IV/oral, and TEQUIN V/oral m oeftnaxone v (+/-arythromycin M with

step-down to oral clarithromycin. Success rates for clinically | with a

isolated at baseline (see INDICATIONS AND USAGE) ranged from 88% to 90% for TEQUIN-treated patients.

Success rates werg not statistically different from comparator therapy.

Gatifl 1N was also for the t of ¢ y-acquired pnsumoma caused by multldrug-
CCUS pnet (MORSP") isofates. Of 27 chmcaﬂy and micr

with MDHSP “isolates obtained primardy from post-marketing studies of patients with CAP, 100% achisved clin-

tcal and bactenological success post-therapy. The clinical cure rates and bactericlogical success rates are

shown in the table below.

Due to Multidrug=

*Multidrug: it Sty {MDRSP} includes isolates previously known as PRSP (penicillin-
raslstant Straptococcus pneumoniae) and are stmms msxs!am 1o two or more of the following ant«blahcs. penigiilin (MIC
2 2 pg/mly), 2 generation cep porins (89, Y arxf’

Table 6: Clinical and Bacteriological Success Rates for Gatiffoxacin-Treated MDRSP CAP
Patients (Population: Valid for Efficacy}

+ = number of patients successfully treated; N = number of chnically evaluable patients with MDRSP
(from a total of 27 patients).
b n = number of patients successfully treated (presumed eradication or erad(catmn), N = number of
microbiologically evaluable patients with MDRSP (from a total of 27 patients).

* 2 generation cephaiosporin tested with cefuroxime.

** Clarithromycin and erythromycin were the macrolide antimicrobials tested,

Not all isolates wers resistant to all antimicrobial classes tested, Success and eradication rates are

in the table below.

Table 7: Clinical Success and Bacteriological Eradication Rates for Gatifloxacin-Treated
MDRSP CAP Patients [Population: Valid for Efficacy}

Streptococcus pneumoniae Clinical Bacteriological
with MDRSP Success Rate Eradication Rate
Resistant to at least 2 antimicrobials 12/12 (100%} 12/12 (100%)
Resistant 1o at least 3 antimicroblals 12/12 (100%) 12/12 {100%)}
Resistant 1o at least 4 antimicrobials 2/2 (100%) 2/2 (100%)
Resistant to at least 5 antimicrobials 1/1 (100%) 171 (100%)}
Bacteremias with MORSP 3/3 (100%) 373 (100%)
REFERENCES

1. National Committee for Clinical Laboratory Standards. Methods for Dilution Antimicrobial Susceptibility
Tests for Bactena That Grow Aerobically - Sixth Edition; Approved Standard, NCCLS Document M7-A6,
Vol. 23, No. 2, NCCLS, Villanova, PA, January 2003.

2. National Committee for Chnical Laboratory Standards. Performance Standards for Antimicrobia) Disk
Susceptibikty Tests - Eighth Edition; Approved Standard, NCCLS Document M2-A8, Vol. 23, No. 1,
NCCLS, Villanova, PA, January 2003

Patient Informaﬂon About:
TEQUIN (gatifioxacin)
200 mg and 400 mg Tablets

This section contains important information about TEQUIN that you should read before you begin treat-
ment. This section doas not fist all the benefits and risks of TEQUIN and does not take the place of
discussions with your doctor or healthcare professional about your medical condition or your freatment.
if you have questions, talk with your healthcare professional. The medicine described here can oniy be
prascribed by a hicensed heaithcare professional. Only your healthcare professional can determine if
TEQUIN is nght for you.

What is TEQUIN?
TEQUIN {pronounced TEK win) is an antibiotic used to treat lung, sinus, skin, or urinary tract infections,
and also to treat certain sexually transmitted diseases caused by germs Galied bacteria. TEQUIN kills
y of the kinds of bacteria that can infect the fungs, sinus, skin, and urinary tract and that cause certain
1ally transmitted diseases. TEQUIN has been shown ina !arge number of clinical trials to be safe and
«ctive for the treatment of bacterial infections.

Sometlmes viruses, rather than bactena, may infect the fungs and sinuses (for example, the common
cold). TEQUIN, like ali other antibiotics, does not kill viruses,

The sexually transmitted disease called gonarrhea is treated by TEQUIN. Other diseases called syphllis
or non-gonococcal disease are not treated by TEQUIN.

You shouid avold TEQUIN (gatifioxacin) if you have ever had a severe allergic reaction to any medicine
in the group of antibiotics known as “quinolones” such as CIPRO® (ciprofioxacin} or LEVAQUIN®
(levofioxacin).

You should avoid TEQUIN if you have a rare condition known as congenital prolongation of the QTc interval.
If any of your family members have this cantition, you should inform your healthcare professionat.

You should avoid TEQUIN if you are baing treated for heart mythm disturbances with certain madicines
such as quinidine, procainamlda amiodarone, or sotatal. inform your healthcare professional if you are
taking a heart rhythm drug,

You shouid avold TEQUIN if you have a condition known as hypokatemia fow blood potassiumy).
Hypokalemia may be caused by medicines called diuretics such as furosemide and hydrochiorothiazide.
If you are taking a diuretic you should speak with your healthcare professional,

If you are pregnant or planning to bacoms gregnant while taking TEQUIN, ali to your doctor before tak-
ing this medication. TEQUIN is not recommended for use during pregnancy or nursing, as the effects on
the unborn child or nursing infant are unkngwn.

TEQUIN Is not racommended for children.

What about other medications | am taking?

It is important to let your healthcare provider know all of the medicines that you are using.

« It is important to let your healthcare provider know if you are taking certain medicines that can have an
effect on an electrocardiogram test, such as cisaprida, erythromycin, some antdepressants, and some
antipsychotic drugs.

* You shauld tell your healthcare professional if you are taking medicines called diuretics (also sometimes
called water pilis) such as furosemide and hydrachlorothiazide, because diuretics can sometimes cause
low potassium.

« If you have diabstes, it is important to let your healthcare provider know that you have this condition
and what medications you are taking for it.

+ Many antacids and muitivitamins may interfere with the absorption of TEQUIN and may prevent it from
working properly, You should take TEQUW 4 nours before taking these products.

What are the possible side effects of TEQUIN?

TECQRIN Is genarally weil tolerated. The most common side effects that can oocur while taking TEQUIN
are usually mild and include nausea, vomiting, stomach pain, diarhea, dizziness, and headache. You
should be carsful about driving or operating machinery until you are sure TEQUIN doss not cause
dizzingss. if you notice any side sffects not mentioned In this saction or if you have any quastions or con-
cems about the side effects you are experiencing, please discuss them with your healthcare professional.

In & few people, TEQUIN, like some other antibictics, may produce a small effect on the heart that is seen
onan electrocardloqram test, Although this did not cause any prablems in patients who took TEQUIN in
premarketing clinical trials, in theory, it could result In extremsly rare cases of abnormal heartbeat, which
may be dangerous. Contact your healthcars professional if you develop heart paipitations {fast beating)
or have fainting spelis.

Disturbances of blood sugar, including high blood sugar (hyperglycemia) and fow blood sugar (hypo-
glycemia), have been reported with TEQUIN in diabstic patients. Elderly patients with additional medical
problems or taking additional medications may alsa be at risk for high blood sugar. if you develop low
blood sugar while on TEQUIN, you should take immediate measures to increase your bicod sugar, stop
taking TEQUIN, and contact your healthcare professional at once. i you develop high blood sugar while
an TEQUIN, you should contact your healthcare profassional at once before taking additional TEQUIN. If
you have diabetes-or suspect that you mawhave diabetes, discuss how to dstact chariges in your blood
sugar with your healthcare professional at énce before taking additional TEQUIN.

Where can | get more information about TEQUIN?

This section is a summary of the most important information about TEQUIN. it does not include every-
thing there is.-to know about TEQLIN. if you Have any questions or problems, you should talk to your
doctor or healthcare provider, There is also a leaflet (Package insert) written for healthcare professionals
that your pharmacist can let you read. Yoy may want to read this information and discuss it with your
doctor or healthcare professional. Remember, no written information can replace careful discussion with
your doctof.

Remomber

Take your dose of TEQUIN once a day.

Complete the course of madication {take all of the pills) even if you are feeling better.

Do not use TEQUIN for another condition or give it to others.

Store TEQUIN tablets at room temperaturs in a tightly sealed contaner.

Throw away TEQUIN when it is outdated or no longer needed by flushing it down the toilet.
Keep this and all madications out of raach of chiidren.
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CIPRO® {ciprofioxacin} is a registered trademark of tha Bayer Corporation.
LEVAQUIN® fevoftoxacin is a registered trademark of Ortho-McNelt Pharmaceutical, inc.

%, Bristol-Myers Squibb Company
Princeton, NJ 08543 U.S.A.
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