Patient Information About:

TEQUIN®
(gatifloxacin)
200 mg and 400 mg Tablets

This section contains important information about TEQUIN (gatifloxacin) that you
should read before you begin treatment. This section does not list 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 treatment. If you have
questions, talk with your healthcare professional. The medicine described here can only
be prescribed by a licensed healthcare professional. Only your healthcare professional
can determine if TEQUIN is right for you.
What is TEQUIN?
TEQUIN (pronounced TEK win) is an antibiotic used to treat lung, sinus, or urinary tract
infections, and also to treat certain sexually transmitted diseases caused by germs called
bacteria. TEQUIN kills many of the kinds of bacteria that can infect the lungs, sinus, and
urinary tract and that cause certain sexually transmitted diseases. TEQUIN has been
shown in a large number of clinical trials to be safe and effective for the treatment of
bacterial infections.

Sometimes viruses, rather than bacteria, may infect the lungs and sinuses (for example,
the common cold). TEQUIN, like all other antibiotics, does not kill viruses.

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

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 1 to 14 days depending on your prescription. It
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 bacteria
are killed, you should complete the full course of medication. Do not 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 time for the next dose, skip the missed dose and continue your
regular dose.

Who should not take TEQUIN?
You should avoid TEQUIN if you have ever had a severe allergic reaction to any
medicine in the group of antibiotics known as “quinolones” such as CIPRO®
(ciprofloxacin) or LEVAQUIN® (levofloxacin).

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 condition, you
should inform your healthcare professional.
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You should avoid TEQUIN if you are being treated for heart rhythm disturbances with
certain medicines such as quinidine, procainamide, amiodarone, or sotalol. Inform your
healthcare professional if you are taking a heart rhythm drug.

TEQUIN should be avoided in patients with a condition known as hypokalemia (low
blood potassium). Hypokalemia may be caused by medicines called diuretics such as
furosemide and hydrochlorothiazide. If you are taking a diuretic you should speak with
your healthcare professional.

If you are pregnant or planning to become pregnant while taking TEQUIN, talk to
your doctor before taking this medication. TEQUIN is not recommended for use during
pregnancy or nursing, as the effects on the unborn child or nursing infant are unknown.

TEQUIN is not recommended 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.

e 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 cisapride,
erythromycin, some antidepressants, and some antipsychotic drugs.

e You should tell your healthcare professional if you are taking medicines called
diuretics (also sometimes called water pills) such as furosemide and
hydrochlorothiazide, because diuretics can sometimes cause low potassium.

e If you have diabetes, it is important to let your healthcare provider know if you are on
oral hypoglycemic agents with or without insulin.

e Many antacids and multivitamins may interfere with the absorption of TEQUIN and
may prevent it from working properly. You should take TEQUIN 4 hours before
taking these products.

What are the possible side effects of TEQUIN?

TEQUIN is generally well tolerated. The most common side effects that can occur when
taking TEQUIN are usually mild and include nausea, vomiting, stomach pain, diarrhea,
dizziness, and headache. You should be careful about driving or operating machinery
until you are sure TEQUIN does not cause dizziness. If you notice any side effects not
mentioned in this section or if you have any questions or concerns about the side effects
you are experiencing, please discuss them with your healthcare professional.

In a few people, TEQUIN, like some other antibiotics, may produce a small effect on
the heart that is seen on an electrocardiogram test. Although this has not caused any
problems in more than 4000 patients who have taken TEQUIN in premarketing clinical
trials, in theory, it could result in extremely rare cases of abnormal heartbeat, which may
be dangerous. Contact your healthcare professional if you develop heart palpitations (fast
beating) or have fainting spells.

If you have diabetes, you should know that disturbances of blood sugar, including
symptoms of hyperglycemia (high blood sugar) and hypoglycemia (low blood sugar),
have been reported in patients treated concomitantly with TEQUIN (as with other
quinolone antibiotics) and oral antidiabetic drugs with or without insulin. If you develop
symptoms of low blood sugar while on TEQUIN, you should take immediate measures to
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increase your blood sugar, stop taking TEQUIN, and contact your healthcare professional
at once.

Where can | get more information about TEQUIN?

This section is a summary of the most important information about TEQUIN. It does not
include everything there is to know about TEQUIN. 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. You may want to read this information and discuss it with your doctor or other
healthcare professional. Remember, no written information can replace careful
discussion with your doctor.

Remember
e Take your dose of TEQUIN once a day.
o Complete the course of medication (take all of the pills) even if you are feeling
better.
e Do not use TEQUIN for another condition or give it to others.
Store TEQUIN tablets at room temperature in a tightly sealed container.

Throw away TEQUIN when it is outdated or no longer needed by flushing it down
the toilet.
e Keep this and all medications out of reach of children.

CIPRO®(ciprofloxacin) is a registered trademark of the Bayer Corporation.
LEVAQUING (levofloxacin) is a registered trademark of Ortho-McNeil
Pharmaceutical, Inc.

Bristol-Myers Squibb Company
Princeton, NJ 08543 USA
Also marketed by:
Schering Corporation
Kenilworth, NJ 07033

Licensed from Kyorin Pharmaceutical Company, Limited, Tokyo, Japan

XXXXXXXXXXX Revised: xxxxxx
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TEQUIN® (gatifloxacin)
Tablets

TEQUIN® (gatifloxacin)
Injection

(Patient Information Included)

No Revisions

TEQUIN® is available as TEQUIN (gatifloxacin) Tablets for oral administration and as TEQUIN (gatifioxacin) Injection for intra-
venous administration.

DESCRIPTION
TEQUIN contains gatifloxacin, 8 synthetic broad-specuum 8-methoxyfluoroquinolone antibacterial agent for oral of intra-
venous administration. Chemically, gatifloxacin 1s (z) -1-cyclopropyl-6-fluoro-1, 4-dihydro-8-methoxy-7-(3-methyl-1-
piperazinyi)-4-oxo-3-quinolinecarboxylic acid sesquiydrate.

he chemical stucture is:
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Its empirical formula is C,gH,,FN30,=1.5 H,0 and its molecular weight is 402.42. Gaufloxacin is a sesquihydrate crys-
Lalline powder and is white lo pale yellow in color. i exists as a racemate, with no net optical rotation. The solubility ol the
compound is pH dependent. The maximum aqueous solubility (40-60 mg/mL) occurs at a pH range of 2 to 5.

TEQUIN Tablets

TEQUIN Tablets are available as 200-mg and 400-mg white, film-coated tablets and contain the lollowing inactive ingredi-
ents: Iy ox‘;gopyt melhyicellulose, magnesium stearate, methylceliulose, microcrystalline cellulose, polyethylene glycol,
polysorg&e , simethicone, sodium starch glycolate, sorbic acid, and tilanium dioxide.

TEQUIN Injection
TEQUIN injection is available in 20-mL (200-mg) and 40-mL (400-mg) single-use vials as a sterile, preservative-free aque-
ous solution of gatifloxacin with pH ranging from 3.5 1o 5.5. TEQUIN injection is also available in ready-to-use 100-mlL
(200-mg) and 200-m¢. (400-mg) flexible bags as a stesile, preservative-free s solution of gatifloxacin with pH ranging
from 3.5 10 5.5. The appearance of the intravenous solution may fange from light yeliow 10 greenish-yeliow in color. The color
does not affect nor is it indicative of product stability.

The intravenous formulation contains dextrose, anhydrous, USP or dextrose, monohydrate, USP and Water for injection,
USP, and may contain hydrochloric acid and/or sodium hydroxide for pH adjustment.

CLINICAL PHARMACOLOGY
Gatifloxacin is administered as a racemate, with the disposition and antibacterial activity of the R- and S-enantiomers virtual-
ly identical,

Absorplion

Gatifioxacin is well absorbed from the gastrointestinal Uract after oral administration and can be given without regard to

l‘?od. T: absolute bicavailability of gati in is 96%. Peak plasma concentrations of gatifioxacin usually occur 1-2 howr's
ter ofal dosing.

The oral and intravenous routes of administration or TEQUIN can be considered interchangeable, since the pharmacokinet-
ics of gatifloxacin after 1-howr. inlravenous adminisiralion are similar Lo those observed fof orally administered gatifloxacin
when equal doses are administered (Figure 1) {see DOSAGE AND ADMINISTRATION).

Figure 1. Mean Plasma Concentration-Time Profiles of Galifloxacin Following Intravenous (IV) and Oral (PO)
ation of a Single 400-mg Dosa to Healthy Subjects.

'
[

-Q-

Pharmacokinelics ‘

The mean (SD) pharmacokinetic parameters of gatifloxacin following oral adminisiration 10 healthy subjects with bacterial
infections and subjects with renal nsufficiency are listed in Table 1. The mean (SD) pharmacokinetic parameters of gatlloxacin
(ollowing intravenous administration Lo healthy subjects are listed in Table 2.

May 23, 2001 Page 2 of 22

No Revisions

teq5dbron3.qxd



0000022

Current Insert

Table 1
Catfloxacin Pharmacokinetic Parameters ~ Oral Administration
Cones | A Auct Ty CUF Cly UR
py/mi) [ L] {pg-hvml) (4] imi/min) _ (mUnwa) %)
mg - Healthy Volunteers
Wo dose n=12) 20304 1.00 142204 - 241240 - 1383109
(0.50, 2.50)
400 mg - Voluntsers
Single dose (n=202) 38210 1.00 3302 6.2 18213 N0z 44 151246 24218
ﬂSO 6000
Mulliple dose {n=18) 4221 A5 11206 199231 159234 8022121
050. 4.00)
400 mg - Pationts with infectien
Multiple dose (n=140) 42519 $1.32 204 - 4248 - -
3-smnmsupm-ummnauq
89 mUman (n=8) 44310 113 48.02127 1NM2228 148 41 1240238 817218
10.75-2.000
Ci,, 30 - 49 mUUmin (h=8) 512140 0.75 M9 126 172285 9217 61224 NIz
ﬂw.ioﬁ
€l <30 mUmin (r=8) 45212 14932356 3073284 481216 23213 4472130
0-50. 6.00)
Hemodialysis (a=8) 47210 1803244 357210 B2 - -
(ma 300
CAPD =8} [RERE] 2102600 403283 FIEY ) - -
o‘so J.
'mmw
® Singie dose: AUC {0- ). Multipie dose: AUC {0-24)
€ ne184 for CUF, ne134 (or Cly. and n=132 for UR:
¢ Based on the patient population pharmacokinetc modeling. n=103 for C,. .,
Canas: Mazimum sesum concentration: T,,,,: Time to Cc AUC: Area undar Concentsation versus ime curve:; Tyq: Serum hail-Wle; CUF:
Amwmdwmn.urmmuua.m.u recovery.

Table 2
gouf : patic . W
Cone Tou®  AC* T va,, [ Cly ur

(pg/ml) N (g-tvml) M GNQ  (mUmin)  (mUmin) (%)
200 mg - Healthy Velunteers
Single dose (e 12) 22103 5! oosu 159526 101s4) 19500 24336 155232 N7468

Mulliple dase (ne8) 24204 0.5' aow 160236 123246 20203 20744 1552557242164
L
400 mg - Healihy Volunteers
Single dose in=30) 55210 sz.oom IS1267 74216 15302 196333 1243416232167
.90, 1.
Multiple dose (n=S$) 46206 100 354246 139239 16205 190224 1612430352138
{1.00. 1.004
'Meﬁmtum‘fmm Maximum)
® Single dose: AUC (0- ). Muliple dose: AUC (0-24)
¢ »-1 for €1 and UR
: Massmum serum cmmum.l :Tine to C, c AUC: Area undes concentration versus ime curve; Ty,. Serum hail-ie; vd,
vmmd ibution; C): Total c Clriund ance; UR: Uninary recovery.

Gaufloxacin pharmacokinetics are linear and time-independent at doses ranging from 200 (o 80O mg administered over 3
riod of up to 14 days. Steady-Siate concentrations are achieved by the third dauy oral of inzavenous dose of gaufloxaci.
?’ he mean sleady-state peak and trough plasma concentrations attained foliowing a dosing regimen of 400 mg once daily are
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approximalely 4.2 pg/mi and 0.4 pug/mL. respectively, for oral adminisiration and 4.6 pg/mlL and 0.4 pg/mL, respectively.
for inlravenaus adminisisation.

Distribution
Sesum protein binding of gatifloxacin is approximately 20% in volunteers and is concentration independent. Consistent with
the low protein binding, concenrations ifloxacin in saliva were approximalely equal Lo hose in plasma (mean [range]

saliva:plasma ratio was 0.88 [0.46-1.57)). The mean volume of diswribution of gatifioxacin at slead,-;lale (Vd) ranged lrom
1.5 10 2.0 Lkg. Gatifloxacin is widely distributed Uvoughoul the body inio many body issues and {lids. Rapid disuiibution of
galifioxacin into lissues results in higher gatifioxacin concenrations in most target tissues than in serum (Table 3).

Table 3
Gatifloxacia Tissue-£iuid/Serum Ratie (Range)®

—WT&TM' Tig: _Visswe-Fluid/Serum Ratio (Range)”
Eeow 26.5
&nuuwm } g.;»
Lung parenchyma 4.09
mucosa 1.18
Sputum (Muiiple dase) 120

Reproductive
Gaculate 1.07 (0.86-1.3
i i
oy 1.45 {0.56-2.64

Mdean of Indrvidual satios collectad over 24 howrs lollows 100, 150. 200, 300, of 400 mg) or 150 or 200 mg BID)
romslo et oot over ollowing singie ( mg) or muliple { my

Metabolism
Gatifloxacin undergoes limited biotransformation in humans with less than 1% of the dose excreted in the urine as ethyl-
enediamine and methylethylenediamine metabolites.

in vitro studies with czwcmme P450 isoenzymes (CYP) indicate that gatifioxacin does not inhibit CYP3A4, Cyp206,
CYP2C9, CYP2C19, or CYP1AZ, suggesting that gatifioxacin is uniikely Lo aker the pharmacokinelics of drugs metabolized by
these enzymes {e.g.. midazolam, Cyclosparine, warfarin, theophylline).

I vivo studies in animals and humans indicate that galifioxacin is not an enzyme inducer; Uherefore, gatifloxacin is
unlikely 10 alter the metabolic slimination of itsel or other co-adnunistered drugs.

Excretion
Galifloxacin is excreled as unchanged drug primarily b, the kidney. More than 70% of an admirusiered TEQUIN dose was recov-
ered as drug in the urine within 48 hours lollowsng oral and inravenous administration, and 5% was recovered in
the feces. Less 1% of the dose is recovered in the urine as two metabolites. Crystals of gatifloxacin have nol been obsesved
In the urine of normal, healthy human subjects following administration of intravenous of oral doses up to 800 mg.

The mean elimination half-life of gatifloxacin ranges (rom 7 10 14 how's and is independent of dose and route of admin-
istration. Renal clearance is independent of dose with mean value ruﬁ\g from 124 10 161 mL/min. The magnitude of UNs

value, with the significant decrease in the elimination of gatifioxacin seen with concomitant probenecid adminis-
tration, indicates that in undergoes both glomerular fikration and wbular secretion. Gaufloxacn may also undergo
minimal biliary and/or intestinal ekminaion, since 5% of dose was recovered in the feces as d drug. This finding is
supported by the 5-fold higher concentration of gatifioxacin in the bile compared lo the plasma {mean bile:plasma ratio
(range] 5.34 [0.33-14.0).

Special Populations

Patients with Bacterial infections

The pharmacokinetics of galifloxacin were similar Detween healthy volunteers and patients with infection, when underlying
renal funclion was taken into account (see Table 1).
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Geriatric

Following a single oral 400-mg dose of gatiloxacin in young (18-40 years) and elderly (265 years) male and female subjects,

there were only modest differences in the pharmacokinetics of gatilioxacin noted in female subjects; elderly females had a

21% increase in C,, and a 32% increase in AUC,, ) compared Lo young (emales. These differences wete mainly due to

decreasing renal function with increasing age and are fot thought to be dinically important. No dosage adjustment based on

age alone ts necessary for elderly subjects when administering TEQUIN.

Pediatric

The pharmacokinetics of gatifloxacin in pedialric populations (<18 years of age) have not been established.

Gender

Following a single oral 400-mg dose of gatifloxacin in male and female subjects, there were only modest diflerences in the
macokineucs of gatifloxacin, mainly confined Lo eiderly subjects. Elderty females had a 21% increase in C,, and a 33%

increase in AUC,, , compared L0 eiderly males. Both results wefe accounted for by gender-related differences i body weight

and are not 1o be dinically important. Dosage adjustment of TEQUIN (gati in} is not necessary based on gender.

Chronic Hepatic Disease

Following 3 single oral 400-mg dose of gatifloxacin in healthy subjects and in subjects with moderate hepalic impairment

{Child-Pugh 8 dlassification of cirrhosis), C,,,, and AUC,, , values for gatifioxacin were modestly higher (32% and 23%

respectively). Due 10 the concentraion-deperdent antmic dblal activity associaled with quinolones, the modestly higher C..

values in the subjects with moderale hepalic impawment are not expected to negatively impact the outcome of TEQUIN ther-

:W in this population. Dosage adjusiment of TEQUIN is not necessary in patients with moderate hepatic impavment. The

elfect of sevese hepalic impairment on the pharmacokinetics of TEQUIN (gatifloxacin) is unknown.

Renal insufficiency

Following adminisiration of a single oral 400-mg dose of gatifioxacin 1o subjects with varying degrees of renal impairment,

apparent lotal clearance of gatifioxacin (CUF) was reduced and systemic exposure (AUC) was increased commenswrate wilh the

decrease in renal function (see Table 1). Tolal gatifioxacin clearance was reduced 57% in moderate renal sufficiency (Cl; 30-

49 mU/min) and 77% in severe renal insulficiency (Cl,, <30 mL/min). S ic exposure to gatifloxacin was approximalely 2

tmes ma in moderate renal insufficiency and approximately 4 times higher in severe renal insulficiency, compared (o sub-

jects with normal renal function. Mean C, . values were modesly increased. A reduced dosage of TEQUIN is recommended in

patients with creatinine cearance <40 mL/min, including patients requiring hemodialysis of continuous ambulatory peritoneal

dialysis (CAPD). (See PRECAUTIONS: General and DOSAGE AND ADMINISTRATION: impaired Renal runcu‘onx

Diabetes Mellitus

The pharmacokinetics of galifloxacin in patients with type 2 diabetes (non-insulin-dependent diabetes mellitus), following

TEQUIN 400 mg osally for 10 days, were comparable 10 those in healthy subjects.

Glucose Homeostasis

As with other quinolones, clinical experience has shown that disturbances of blood se, including symplomatic hylﬁer-

and hypoglycemia, have been reported in patients ealed concomitantly with TEQUIN and aral hypoglycemic agents with of

without insutin. Therefore, careful monitoring of blood glucose is recommended when TEQUIN 1s administered to diabetic
tients receiving Uealment with oial hypoglycemic agents with or without insulin. (See PRECAUTIONS: Genesal,
ormation for Patients, and Drug interactions.)

No clinically significant changes In glucose tolefance (via measurement of oral glucose challenge) and glucose home-
ostasis (via measurement of fasting serum glucose, serum insulin and c-peplide) were observed following single or multiple
inravenous infusion doses of 200 1o 800 mg TEQUIN in healthy volunieers, or 400-mg oral doses of TEQUIN for 10 days in
patients with type 2 diabetes (non-insulin- 't diabetes mellitus). Transient modest increases in serum insulin and
decreases in glucose concentzations were noted with the first dose of inravenous or oral gatifloxacin. Following mulliple oral
doses of TEQUIN in patients with type 2 non-insulin-dependent diabetes mellitus controlied with giyburide, decreases in
sefum insulin concenlrations were noted following oral glucose challenge; however, these decreases were Not accompanved
by changes in serum glucose levels, (See PRECAUTIONS: General )

Photosensitivity Potential
In a study of the skin response 10 ultraviolet and visible radiation conducted in 48 heaithy. male Caucasian volunteers (12
per group), the minimum erythematous dose was measured for ciprofioxacin (500 mg BID), lomefloxacin (400 mg QD).
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gatifloxacin (400 mg QD), and placeba before and after drug adminisuation for 7 days. In this study, gaufioxacin was com-

parable to placebo al all wavelengths Lested and had a lowes polential for producing delayed photosensilivity skin reactions

than cipr in o lomefloxacin.

Elecrocardiogram

In volunteer studies assessing oral and IV doses ranging from 200 to 800 mg, S5 subjects had 76 paired vaiid ECGs. There

were no subjects with abnormal QTc intervals (>450 msec); the mean 2 SD change in QT¢ interval was 2.9 £ 16.5 msec.
There is imited information availabie on the potential for a pharmacodynamic intesaction in humans between gatifloxacin

and drugs m‘gmworc interval of an electrocardiogram. Therefore, gatifloaxacin should not be used with Class 1A and

Class W antiarthythmics. (See WARNINGS and PRECAUTIONS )

Spirometry
Nop“dinuly significant changes in spir were observed following single or multiple 200-mg. 400-mg. 600-mg, and
800-mg inravenous infusion doses of TEQUIN in healthy volunteers.

Drug-Drug Interactions
Systemic exposure to TEQUIN is increased following concomitant administration of TEQUIN and probenecid, and is reduced
by concomitant administration of TEQUIN and ferrous sulfate or antacids containing aluminum of magnesium saits. TEQUIN
can be adminism)ed 4 hours before the administration of dietary supplements containing Zinc, magnesium, or Won (such
as multivitamins).
Probenecid: Concomitant adminisiration of TEQUIN {single oral 200-mq dose) with probenecid (500 mg BID x 1 day)
resulted in @ 42% increase in AUC and a 44% longer hall-life of galifloxacin.
Iron: When TEQUIN (single oral 400-mg dose) was administered concomitantly wath ferrous sulfate (single oral 325-mg
dose), bioavailability of gatifloxacin was reduced (54% reduction in mean C,, and 35% reduction in mean AUC).
Administation of TEQUIN (single oral 400-mg dose) 2 howrs aftes or 2 howrs belore ferrous subate (single oral 325-mg
dose) did not significantly alter the oral bicavasability of gatifioxacin. (See DOSAGE AND ADMINISTRATION )
Antacids: When TEQUIN (single oral 400-mq dose) was administered 2 hours before, concomitantly, or 2 hours after an
aluminum/magnesium-containing antacid (1800 mg of aluminum axide and 1200 mg of magnesium hydroxide single
oral dose), there was a 15%, 69%, and 47% reduction in C,.. and a 17%, 64%, and 40% reduction in AUC of

gatifioxacin, rmwmmwmw? anlacid did not have a chnically significant effect on the
inetics of gati in when administered 4 hours afler gatifloxacin administration {single oral 400-mg dose).
See DOSAGE AND INISTRATION )
Milk, Calcium, and Calcium-containing Antacids: No significant pharmacokinetic inderactions occur when milk o cal-
cium carbonate is administered concomrantly with TEQUIN. Concomitant adminisisation of 200 mL of milk or 1000 mg
of calcium carbonate with TEQUIN (200-mg %'alilloucin dose for the milk study and 400-mg gatifloxacin dose lor the
caicium carbonate study) had no significant effect on the pharmacokinetics of gatifloxacin. TEQUIN can be administered
4 howrs before the admunistration of dietary suppiements containing zinc, magnesium, of ikon (such as mukivilamins).

Minor pharmacokinetic interactions occur following concomitant adminiszation of galifloxacin and digoxin; a priofi dosage
adjustments of either drug are not warranted.

Digoxin: Overail, modest increases in C_,,, and AUC of digoxin were noted (12% and 19% tespectively) in 8 of 11
healthy volunteers received concomitant sdministation of TEQUIN (400-mg oral tablet, once daily for 7 days) and
digoxin (0.25 mg orally, once daily for 7 days). In 3 of 11 subjects, however, 3 Significant increase in digoxin concen-
tralions was observed. n these 3 subjects, digoxin C,,,,, increased by 18%, 29%, and 58% while digoxin AUC increased by
66%. 104%, and 79%, and digoxin clearance decreased by 40%, 51%, and 45%. dose adjustments (or digoxiny
are not warranted with indiation of gatifioxacin Ueatment, patients taking digoxin be monutored for signs and/or
symptoms of toxicity. in palients who display signs and/or symptoms of digoxin inloxication, serum digoxin concentsations

be determined, and digoxin dosage should be adjusted as appropriate. The pharmacokinetics of gatifioxacin was
not akered by digoxin,

No significant phasmacokinetic interactions occur when cimetidine, midazolam, theophylline, warfarin, or glyburide is
administered concomitantly with TEQUIN. These results and the data from i vitro studies st that gaufloxacin is unlike-
Iy 10 significantly aker the melabolc Clearance of drugs metabokzed by CYP3A, CYPIA2, LYP2C9, CYP2C19, and CYP206
isoenzymes.
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Cimetidine: Adminisration of TEQUIN (single oral dose of 200 mg) 1 hour after cimetidine {single oral dose of 200 mg)

had no significant effect on the pharmacokinetics of gatifloxacin. These results suggest that absorption of gatifloxacin

is expected to be unalfected by Nz-uceplov antagonists like cimetidine.

Midazolam: TEQUIN adnunistration had no significant effect on the systemic clearance of intravenous midazolam. A sin-
nsavenous dose of midazolam (0.0145 g) had no effect on the sleady-state pharmacokinelics of galifloxacin

once daily oral doses of 400 mg for 5 days). These results are consistent the lack of effect of TEQUIN in in vitro

studies with the human CYPIA4 isoenzyme.

: Concomitant administration of TEQUIN (once daily oral doses of 400 mg for 5 days) and theophylline (300
mg BID oral dose for 10 days) had no significant effect on the pnarmacokinetics of either drug. These results are consis-
tent with the lack of effect of TEQUIN in in vitro studies with the human CYPIAZ isoenzyme.

Wartarin: Concomaant admunistration of TEQUIN {once daily oral doses of 400 mg for 11 days) and warfarin (singie oral
dose of 25 mg) had no significant effect on the pharmacokinetics of either drug nor was the prothyombin lime significantly
altered. These results are consistent with the lack of effect of TEQUIN in in vitro studies with the human CYP2C3,
CYP1A2, CYP3A4, and CYP2CY9 i |soem‘ es. (See PRECAUTIONS: Drug interactions.)

Glyburide: Concomitank adtmnsualm of TEQUIN (once daily oral doses of 400 mg for 10 days) and giyburide {steady-

smemcedan regimen} in with type 2 diabetes mellitus had no significant effects on the drsposition of either
nor were me fasting levels icantly changed. These results are consistent with the lack of effect of
TE in 0 niro sdies with the human CYPIA4 iscenzyme. (See PRECAUTIONS: General and Drug Interactions.)
Microbiology

Gatiflaxacin 1s an B-melhoxy!moqumlone with in vitro activity against a wide 1ange ol gram mauve and gram-positive
microorganisms. The anubacierial action of gatiflaxacin results from inhibition of ONA topoisomerase 1V. DNA
9yuse is an essential that is invoived in the replication, transcription, and repair bactenal DNA. Topoisomerase IV
m?me m:ﬂ y a key role in the partitioning of the chvomasomal ONA during bactesial cell division. i appears
-8 maiety contributes to enhanced acuvity and lower selection of resistant mutants of gram-positive bac-
leua compared 10 lhc non-methoxy C-8 moiety.
The mechanism of action of fuoroquinolones including ﬁ:ﬂoﬂm is different from that of penicillins, cephalosporins,
ycosides, macrolides, and levacyclines. Therefore, may be active against pathogens that are resist-
ant Lo these antibiotics. There is no cross-resistance between gatifioxacin and the mentioned classes of antibiotics.
From in wiro synergy tests, gaulbumaswuhoﬂwﬂwoqwnla\es sm%nsucwuhrl 2Gainst enterococci.
Resistance Lo galifloxacin in viro develops slowly via multiple-siep mutations. Resistance Lo gaifloxacin # vito occurs at
a general !quuenq of between 1 x 107 1o 10°*. Although cross-resistance has been abserved between gatifioxacin and
some other fluoroquinolanes, some Mic/oorganisms resistant Lo othes fluoroquinolones may be susceplible 1o gatifioxacin.
Gatifloxacin has been shown Lo be active against most strains of the lollowing microorganisms, both in viro and in clinical
wmsumwnumrmmusmum
AesobiC gram-posiive microor 1]
Staphylococcus aureus (methicillin-susceptible strains only)
Streplococcus pneumoniae (pemulun susceplible srains)
Aerobic gram-neqgative mic1oorganisms
Escherichia col

Moraxella catarrhalis

Neisseria gonorrhoeae

Proteus muabilis
Other microorganisms

Chiamydia pneumoniae

Legionella pneumophuia

Mycoplasma pneumoniae

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

Gatifloxacin exhibits # vitro minimum inhibitory concentrations (MICs) of <2 pg/mt. (St pg/ml for Streptococcus pneu-
moiuae) against most (290%) strains of the lollowing microorganisms; however, the salety and effecuiveness of gatitioxacin
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in treating clinical infections due 10 these microorganisms have not been eslablished in adequate and well-controlied clin-
ical uials,
Aerobic gram-positive micfoorganisms
Staphylococcus sapiophyticus
Strepiococcus pneumaniae (penicilin-resistant suains)
Sueptococcus pyogenes
Aerabic gram-negalive mic100rganisms
Acinetobacter wollii
Citrobacter kosefi
Citrobacter freundii
Enlerobacter aerogenes
Enterobacter cloacae
Klebsiella oxytoca
Morganeila morganii
Proteus vulgaris
Anaerobic microolganisms
Peplosueplococcus species
NOTE: The activity of gatifioxacin against Irepanema pallidum has not been evaluated; however, other quinolones are nol
active against Ireponema pallidum (see WARNINGS).
NOTE: Extended-specirum [i-lactamase producing gram-negative microoiganisms may have reduced suscepubihity to
quinolones.

Susceptibility Tests

Dilution techniques: Quantitative methads are used to determine antimicrobial minimum iphibitory concentrations (MICS).
These MICs provide estimates of the susceptibility of bacteria to antimicrobial compounds. The MICs should be determined
using a standardized procedure. Standardized procedues are based on a dikution method' {broth of agar} of equivalent with
standardized inoculum concentrations and standardized concenurations of gatifloxacin powder. The MIC values should be
intespreted according Lo the lollowing criteria:

For testing Enterabacteriaceae and Staphylococcus species:

\nterpretation
<20 Susceplible (S)
4.0 Intermediate (l)
28.0 Resistant (R)
For testing Haemophilus invluenzae and Haemophilus parainfuentae®:
Interpretation
<0.5 Susceplible (S)

'lusmwmmasmwwwummmmwymmnmwsmwm
Haemopiulus parasinfuenzae using Haemophius Test Medium HTM)'.
The current absence of dala on resistant strains preciudes defining any results other than “Susceplible”. Strains yielding
MIC results suggestive of a “nonsusceptible” category should be submitted 10 a reference laboratory for fuither testing.
For lesting Sreplococcus pneumoniae®:

Interpretation
S0 Susceptible (S)
20 Intermediate (1)
24.0 Resistant (R)

® These interpretive standards are applicable only 1o broth microdsution Susceplibility tests using cation-adjusied Mueller-
Hinton broth with 2-5% lysed horse blood.
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For testing Neisseria gonorrhoeae®:
lntecpretation
<0.125 Susceptible (S)
0.25 Intermediate (f)
205 Resistant (R)

¢ These interpretive standards are appiicable 10 agar dilution tests with GC agat base and 1% defined growth supplement.
Afwd‘mmbk”mﬁmwnmnqenismymumimm&awia!coawudhmebloodream-
es the concentration usually achievable. A report of “intesmediate” indicates that the result shoukl be considesed equivocal, and
if the microorganism is not fully suscepuble to aliemative, clinically feasible drugs, the lest should be repeated. This category
implies possile clinical applicability in body sites where the diug is physiologicalty concentrated of in situations where high
of drug can be used. This category also provides a bulfer 20ne, which prevents small uncontrolled technical factors from
Causing major discrepancies in mmm A report of “Resistant” indicates that the pathogen is not likely 10 be inhibiled if
the antimicrobial compound in the reaches the concentration usually achievable; othes therapy should be selected.
Standardized susceptibility test procedures require the use of laboralory Control Microorganisms to control the technical
aspects of the laboratory procedufes. Standard gatifloxacin powder should provide the foliowing MIC values:

Enterococcus faecalis ATCC 29212 0.12 - 1
Escherichia coli ATCC 25922 0.008 - 0.03
Haemophilus influenzae ATCC 492474 0.004 - 0.03
Neisseria gonorrhoeae ATCC 49226* 0.002 - 0.016
Pseudomanas aeruginosa ATCC 27853 05-20
Staphylococcus aureus ATCC 29213 0.03-0.12
Strepiococcus peumoniae ATCC 49619! 032-0.5
4 This trndiy contol range is applicable (o only H. influpnzae ATCC 49247 tested by a broth microdilulion procedure using

HIM.
* This quality control range is applicable 10 only N. gonarhoeae ATCC 49226 tested by an agar dilution procedure using GC
agar base with 1% defined growth supplement.!
1 Tnis quaiity conuol range is apphicable 1o only S. pneumoniae ATCC 49619 tesied by 8 microddution procedure using
cation-adjusted Musiier-Hinton broth with 2-5% lysed horse biood."
Diflusion techniques: Quantitative methods that require measurement of zone diameters also provide reproducible esumates
of the susceptibility of bacteria to antimicrobial compounds. One such standardized procedure? requwes the use of stan-
dardized inoculum concentrations. This procedure uses paper disks impregnaled with 5-ug gatifloxacin to test the suscep-
Libility of microorganisms to gatifioxacin.
Reﬁns fiom the laboratory providing results of the standard single-disk suscepubility lest with a 5-pg gatifloxacin disk
should be interpreted according 1o the lollowing criteria:
The lollowing zone diameter interpretive criteria should be used lor testing Enterabacteriaceae and Staphylococcus species:

Iterpretation
218 Susceptible (S)
15-17 Intesmediate (1)
S14 Resistant (R)
For testing Haemaphilus influenzae and Haemophilus parainfiuenzae %:
218 Susceplible (S)

9 This zone diameter standard is apglicabh only 10 Lests with Haemopiwlus influenzae and Haemophilus parainfluenzae using
Haemophilus Test Medium (HTM).
The current absence of data on resistant strains preciudes defining any results other than “Suscepuible”. Strains yielding
MIC results suggestive of a “nonsusceplible” category should be submilted o a reference laboratory for further testing.
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For testing Steplococcus pneumoniae™
Interpretation
218 Susceptible (S)
15-17 Intermediate ()
si4 Resistant (R)
A These zone diameter standards only apply 10 tests performed using Mueller-Hinlon agar supplemented with 5% sheep
blood incubated in 5% 0,2
For testing Neisseria gonorrhoeae’:
Inietpretation
238 Susceplible (S)
U- Intermediate (/)
<33 Resistant (R)
) These intespreiive standards are applicable Lo disk dlfusion Lests with GC agar base and 1% defined growth supplement incu-
bated in 5% CO,.
Interpretation should be as stated above for results usn%daum techniques. nterpretation involves carrelation of the diam-
eter obtained in the disk test with the MIC lor gati i
As with standardized dilution i methods require the use of laboratory control microorganisms that are used to
control the lechnical aspects of the atory procedures. For the diffusion |:3nque the 5-pg gatifioxacin disk should
provide the following zone diameters in these laboratory quality contsol strains:
Escherichia coli ATCC 25922 30-37
Haemophilus influenzae ATCC 49247 33-41
Neisseria gonorrhoeae ATCC 49226* 45-56
Pseudomonas aeruginosa ATCC 27853 20-28
Staphylococcus aureus ATCC 25923 27-33
Strepiococcus pneumaniae ATCC 49619! 4.7
} This wycu;nurumwwmmmmmmsmwmc 49247 using Haemophilus Test
Medium HIM)2.

AThis quality control range is applicable only 10 tests conducted with N. gonorrhoese ATCC 49226 perfosmed by disk
diffusion using GC agar base and 1% defined growth supplement?.

| This quality control range s apphcable only 10 tests conducted with S. pneumoniae ATCC 49619 performed by disk
diffusion using Muslier-Hinton agar supplemented with 5% defibrinated sheep blood.

INDICATIONS AND USAGE
TEQUIN (gatifioxacin) is indicated for the treatment of infections due to susceptible strains of the designated microorganisms
in the conditions listed below. (See DOSAGE AND ADMINISTRATION.)
Acute bacterial exacerbation of chronic bronchitis due 0 Streptococcus pneumoniae, Haemophilus influenzae,
Haemophilus parainfluenzae, Moraxella catarrhalis, of Staphylococcus awreus.
Acute sinusitis due 10 Streptococcus preumoniae of Haemophilus influenzae.
Community-acquired pneumonia due 10 Seplococcus pneumaniae, Haemophius inflvenzae. Haemopiuius parainfluenzae,
Moraxella catarrhalis, Staphylococcus awreus, Myc pneumoniae, allamldu poeumoniae, of Legionella pneumophila.
Uncomplicated urinary tract infections (cystitis) due to Escherichia coli, KlebsieMla pneumoniae, o Proteus mirabilis.
Complicated urinary tract infections due L0 Escherichva coki Kiebsiella pnewmarniae, of Proteus mirabis.
Pyelonephritis due Lo Escherichia col.
b wrethval and cervical gonorrhea due 10 Neisseria gonorrhoeae. Acute, uncomplicated rectal infections

in women due (0 Neisseria gonorrhoeae. (See WARNINGS.)

Appropriate culture and susceptidility tests should be performed before beatment in order 1o isolate and identify organ-
isms causing infection and o determine thew suscepubihl&gauﬂoxaci\. Therapy with TEQUIN may be initiated before
results of these lests are known; once results become available, appropriate therapy should be continued.
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CONTRAINDICATIONS

TEQUIN is contraindicaled in persons with a history of hypersensitivity lo gatifloxacin or any member of the quinolone class
of antimicrobial agents.

WARNINGS

THE SAFETY AND EFFECTIVENESS OF GATIFLOXACIN IN PEDIATRIC PATIENTS, ADOLESCENTS (LESS THAN 18 YEARS

, (See PRECAUTIONS: Pediatric
Use, Pregnancy, and Msm‘mdms subsections.)

GATIFLOXACIN MAY HAVE THE POTENTIAL TO PROLONG THE QTc INTERVAL OF THE ELECTROCARDIOGRAM IN SOME
PATIENTS. DUE TO THE LACK OF CUNICAL EXPERIENCE, GATIFLOXACIN SHOULD BE AVOIDED IN PATIENTS WITH
KNOWN PROLONGATION OF THE QTc INTERVAL, PATIENTS WITH UNCORRECTED HYPOKALEMIA, AND PATIENTS
RECEIVING CLASS IA (E.G., QUINIDINE, PROCAINAMIOE) OR CLASS Wl (E.G., AMIODARONE, SOTALOL) ANTIARRHYTH-
MIC AGENTS.

Pharmacokinetic studies between gatifloxacin and drugs that prolong the QTc interval such as cisapride, erytivomycin.
antipsycholics, and Uricyclic antidepressants have not been performed. Gatifloxacin should be used with caution when ?iven
concurrently with these drugs, 3s well as in patients with ongoing proarthythmic conditions, such as clinically significant
bradycardia or acule myocardial ischemia. idiy or martality attributable to QTc prolongation occuired
wilh gatifioxacin Ueatment in over 4000 pauents, including 118 concuirently receiving drugs known o prolong the
QUc interval and 139 patients with uncorrected hypokalemia (ECG monitoring was not performed).

The likelihood of QTc pr tion may increase with increasing concentrabions of the drug: therefore, the recommended
dose should not be exceeded. QTc prolongation may lead to an increased risk for ventricular arrhythmias including torsades
de pointes.

Amm other members of the quinolone dass, gatifloxacin has caused artivopathy and/or chondrodysplasia in immature

. The relevance of these findings 1o the clinical use of gatifloxacin is unknown. (See ANIMAL MACOLOGY )
onvulsions, increased insacranial pressure, and ps' is have been reporied in patients receiving Quinolones.
Quinolones may aiso cause ceniral nervous system (CNS) stimulation, which may lead to Lremars, restiessness, kghthead-
edness, confusion, haliucinations, paranoia, depression, nighimares, and insomuia. These reactions may occul following the
first dose. If these reactions occur in patients receiving gatifloxacin, the drug should be discontinued and appropriaie meas-
wes instied. {See ADVERSE REACTIONS )

As with other quinolones, TEQUIN should be used with caution in patients with known or suspected CNS disorders, such
as severe cerebral atherosclerosis, epilepsy. and other factors that predispose 10 seizures.

Serious and occasionally fatal h itivity and/or anaphylactic reactions have been reported in patients receiving ther-
apy with quinolones. These reactions may occw following the first dose. Some reactions have been accompanied by car-
diovascular wmm seizwre, loss of consciousness, ingling, angioedema (including tongue. laryngeal,
throat, or facial weliing), arway obstruction (including bronchospasm, shortness of breath, and acute respwatory dis-
Wress), d urticaria, itching. and other serious skin reactions. .

TEQUIN should be discontinued al the first appearance of a skin rash or any other sign of hypersensitivity. Serious acute
hypersensitivity reactions may fequire treatment with epineplvine and other resuscitative measures, including oxygen.
:gggm‘um:‘sm ﬂtsai;is. antihistamines, corticosteroids, pressor amines, and airway management, as clinically indicated. (See

Serious and sometimes fatat events, some due to hypersensitivily and some due 1o uncertain eliology. have been repon-
ed in patients receiving antibacterial therapy. These events may be severe and generally occur following the administration
of multiple doses. Clinical manifestations may include one or more of the followsnq: fever, rash of severe dermatologic reac-
tions (.g.. toxic epidermal neciolysis. Stevens- Johason syndrome); vasculilis, arihvalgia, myalgia, serum sickness; allergic
poeumoniis, interstitial nephritis: acute renal insulficiency or failre; hepatilis, jaundice, acute hepatic necrosis of failure;
anemia, including hemolytic and aplastic; Uw openia, including thrombotic thromboacytopenic purpusa; leukopenia;
agranulocylosis; pancytopenia; of other hemat abnormalities.

Pseudomembranous colitis has been reporied with nearly all antibactesial agents, including TEQUIN, and may
fange in severity from mild to life-threatening. It is important, therelore, Lo consider this diagnosis in patients who
present with diarrhea subsequent to the adminisiration of any antibacterial agent.

Treatment with antibactesial agents aiters the flora of the colon and may permit overgrowth of clostridia. Studies indicate
that a toxin produced by Clostridum difficile is the primary cause of “antibiotic-associated colitis.”
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After the diagnosis of pseudomembranous colitis has been established, therapeutic measures should be inutiaied. Mild cases
of rrzoms colitis usually respond to drug discontinuation alone. In moderate 10 severe cases, consideration should
be given to management with fluids and eleclrolytes, protein supplementation. and Ueatment with an antibacterial drug
clinically effecuve against C. duficile colitis.

Although not seen in clinical trials of TEQUIN, ruptures of the shoulder, hand. and Achilles tendons that required sugical
fepair of (esulled in prolonged disability have been reported in patients receiving quinoiones. TEQUIN should be discontin-
ved if the patient experiences pain, inflammation, of rupture of a tendon. Patients should rest and refrain from exescise untl
the u&a&nosis of tendonitis or tendon ruplure has been confidently excluded. Tendon ruplure can occur dusing of after Lher-
apy with quinolones.

tifloxacin has not been shown to be effective in the treatment of syphilis. Amtimicrobial agents used inm doses for
short periods of time (o treat rhea may mask or delay the symptoms of incubating Syphalis. All patients with gonorrhea
should have a serologic test for syphilis at the time of diagnosis.

PRECAUTIONS

General

Quinolones may cause central nervous system (CNS) events including nervousiess, agilation, insomnia, anuety, nightmares, of
parancia. (See WARNINGS and PRECAUTIONS: information for Patients )

Administer gaufloxacin with caution in the presence of renal insufficiency. Careful clinical observation and appropriate lab-
oratory studies should be performed prior to and during therapy since elimination of gatfloxacin may be reduced. in patients with
impared fenal function (creatinine clearance <40 mL/min). adjustment of the dosige regimen is necessary 10 avoid the accu-
mulauon of gatifloxacin due to decreased clearance. {See CLINICAL PHARMACOLOGY and DOSAGE AND ADMINISTRATION )

As with other quinolones, disturbances of biood glucose, including symptomalic hyper- and hypoglycemia, have been
reported with TEQUIN, usually in diabetic patients receiving concomitant treatment with oral hypogltycemic agents (e g.. gly-
buride)} with or without insulin. in these patients, the careful monitoring of blood ylucose is recommended. if a hypoglycemic
reaction occurs in a patient being Ueated with TEQUIN, appropriate therapy should be initiated immediately and TEQUIN
should be discontinued. (See CLINICAL PHARMACOLOGY, PRECAUTIONS: Drug Interactions, and ADVERSE REACTIONS )

Information for Patients (See Patient Information section.)
To assure sale and effective use of TEQUIN, the {oliowing information and instructions should be communicated 1o the patient
when appropriate.

Patients Id be advised:

* that TEQUIN may produce mn in the electrocardiogram (QTc interval prolongation);

» that TEQUIN should be avoided in patients receving Class WA (¢.g., quiudine, procainamide) or Class Il (e.g., amio-
darone, solalol) antiarchythmic agents;

+ that TEQUIN should be used with caution in patients receiving diugs that may effect the QTc interval such as cisapride.
erylvomycin, antipsycholics, and Uicyclic antidepressants;

« to inform thew physician of any personal or family hustory of QTc prolongation of proarrhythmic conditions such as recent
hypokalemia, significant bradycardia, or recemt myocardial ischemia;

*t0 i;\gm their physician of any other medications when taken concurrently with TEQUIN, including over-the-counter
medications;

* 10 comtact their physician if they experience palpitations of fainting spelis while taking TEQUIN;

« that TEQUIN Tablets may be taken with or without meals;

* that IEOUIN Tablet§ should be taken 4 hours before any aluminum- o magnesium-based antacids (see PRECAUTIONS:

nteractions);

* that TEQUIN Tablets shouid be taken at least 4 hours before the adminisiration of ferrous sulfate or dietary supplements
conlaining zinc, magnesium, of iron (such as muitivitamins) (see PRECAUTIONS: Drug interactions);

+ that TEQUIN should be taken 4 hours before VIDEX® (didanasine) bulfered tablets, buffered solution, of bulfered powder
for oral suspension;

« that TEQUIN may be associated with hypersensitivity reactions, even followir,g the first dose, and Lo discontinue the drug
at the first sign of a skin rash, hives or other skin reactions. difficulty in swallowing or breathing, any swelling sug-
gesting angioedema {e.g.. swethng of the lips. tongue. face, tightness of the thvoat, hoarseness), of other symptoms of an
allergic reaction (see WARNINGS and ADVERSE REACTIONS);

« that if they are diabetic, disturbances of blood glucose, including symplornatic hyper- and hypogiycemia, have been
reported in patients treated concomitantly with TEQUIN (as with other quinolones) and oral hypoglycemic agents with of
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without insulin. if a hypoglycemic reaction occu's, Lhey should initiate appropriate Wherapy immediately, discontinue
TEQUIN, and contact a physician (see PRECAUTIONS: General and Drug Interactions).

« 10 discontinue treatment; fest and refrain Irom exercise; and inform thewr physician if they experience pain, inflamma-
tion, o fupture of a tendon;

+ that TEQUIN may cause dizziness and lightheadedness: \herefore, patients should know how they react to this diug
before they operate an automobile of machinery or engage in activities requiring mental alerness or coordination;

* that oxicily has been reported in patients receiving Certain quinolones. There was no ofoxicily seen with
TEQUIN at the recommended dose. In keeping with good medical practice, avoid excessive suntight or artificial ultravi-
olet light {e.g., tanning beds). ¥ sunburn-like reaction of skin eruplions 0CC, CONLACt their physician. (See CLINICAL
PHARMACOLOGY: Photosensitivity Potential.)

« that convulsions have been reported in patients receiving quinolones, and they should natify their physician before tak-
ing this drug if these is a history of this condition.

Interactions

TEQUIN (gatifloxacin) can be taken 4 hours before ferrous sulfate, dietary supplements Containing 2inc, magnesium, of ¥on
(such as multivitamins), o aluminum/magnesium-containing antacids without any significant pharmacokinelic intefactions.
(See CLINICAL PHARMACOLOGY.)
Milk, calcium carbonate, cimetidine, theophylline, warfarin, or midazolam: No significant interactions have been
observed when administered concwiwms,uwim TEQUIN. No dosage adjustments are necessary when these drugs are
administered concomitantly with TEQUIN. {See CLINICAL PHARMACOLOGY.)
Antidiabetic Agents: No significant ptiarmacokinetic interactions have been observed when glybwiide was administered
concomitantly with TEQUIN. ver, disturbances of blood , including symptomalic hyper- and hypoglycemia, have
been reporied in patients treated concomitantly with TEQUIN (as with other quinolones) and oral hypoglycemic agents with
of without insutin. Therefore, careful monitoring of blood ghucose is recommended when TEQUIN is administered Lo diabetic

tients receiving Ureatment with oral hypoglycemic agents with or without insulin. (See CLINICAL PHARMACOLOGY and

RECAUTIONS: al and Information for Patients.)

Digoxin: Concomitant administration of TEQUIN and digoxin did not produce significant alteration of the pharmacokinetics
of gatifloxacin; however, an increase in digoxn concenrations was observed for 3 of 11 subjects. Palients taking digoxin
should therefore be monilored for signs and/or symptoms of toxicity. In patients who display signs and/or symploms of digox-
in intoxication, serum digoxin concentrations should be determined, and digoxin dosage should be adjusted as appropriale.
(See CLINICAL PHARMACOLOGY )
Probenecid: The systemic exposure of TEQUIN is signilicantly increased lollowing the concomitant administration of TEQUIN
and probenecid. (See CLINICAL PHARMACOLOGY .
Wartasin: in subjects receiving warfarin, no significant change in clotting lime was obsefved when galifioxacin was coad-
ministered. However, because some quinolones have been reporied to enhance the effects of warfarin or ks derivatives, pro-
thrombin Lime or other suitable anticoagulation lest should be monitored closely if a quinolone antimicrobial is administered
with warfarin or its derivatives.
Nonsteroidal mu-nﬂamﬂog drugs (NSAIDS): Although not observed with gatifloxacin in preclinical and clinical trials,
the concomitant adminisration of nonsteroidal anti-inflammalory drugs with a quinolone may increase the risks of CNS sum-
ulation and convulsions (seec WARNINGS).

Laboratory Test interactions

These are no reported laboratory test interactions.

Carcinogenesis, Mutagenesis, impairment of Fertility

B6C3F1 mice given gatifioxacin in the diet for 18 months at doses with an average intake of up to 81 mg/kg/day in males
and 90 day in females showed no increases in neoplasms. These doses are approximately 0.13 and 0.18 times the
maximum recommended human dose based upon daily systemic exposure (AUC).

In a 2-year dietary carcinogenicity study in Fischer 344 rals, no increases in neoplasms were seen in males given doses
up 1o 47 mg/kg/day and females given up to 133 mg/kg/day. These doses are approximalely 0.36 (males) and 0.81 (females)
times the maximum recommended human dose based upon daily systemic exposure. A statistically significant increase in
the incidence of large granular lymphocyte (LGL) leukemia was Seen in males reated with a high dose of 100 mg/kg/day
(appeoximately 0.74 times the maximum recommended human dose based upon daily syslemic exposure) versus contsols.
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Although Fischer 344 rats have a high spontaneous background rate of LGL leukemia, the incidence in high-dose males
slightly exceeded the historical control fange established for this strain. The (indings in high-dose males are not considered
 concern with regard to the safe use of gatifloxacin in humans.

In genetic loxicity tests, gatifioxacin was not mutagenic in several strains of bacteria used in the Ames test however, i was

ic 10 Salmonella strain TA102. Gatifloxacin was negative in fowr i vivo assays thal included oral and intravenous

micronucleus tests in mice, an oral Cytogenelics lesl in rats, and an oral DNA repair test in rats. Gatifloxacin was positive in
i viro gene-mutalion assays in Chinese hamster V-79 cells and i vitro lics assays in Chinese hamster CHLAU cells.
These findings were not unexpected; similar findings have been seen with olhes quinoiones and may be due (o the inhibitory
effects of high concentrations on eukaryotic type i DNA topoisomerase.

There were no adverse effects on fertility o reproduction in rats given gatifioxacin orally at doses up to 200 mg/kg/day
(approximately equivalent 1o the maximum human dose based on systemic exposuie [AUC).

Pregnancy: Category C

There were no tesatogenic effects obsesved in rats or rabbits at oral gatifioxacin doses up 10 150 or S0 mg/kg. respectively
{approximalely 0.7 and 1.9 times the maximum human dose based on systemic exposure). However, skelelal malformations
were observed in fetuses from rats given 200 mg/kg/day orally or 60 mg/kg/day intravenously dwiing olgamgoe:sis‘
Developmental delays in skeletal ossilication, including wavy ribs, were observed in fetuses from rats given oral s of
2150 mg/kg or inravenous doses of 230 mg/kg daily during organogenesis, suggesting that gatifloxacin is slightly feto-
toxic at doses. Similar findings have been seen with other quinolones. These changes were not seen in (ats of 1abbits
gi‘ven oral doses of gatifloxacin up 1o 50 mg/kg (appronimately 0.2 and 1.9 mes the maximum human dose, respecuively,

sed on Syslemic exposure).

When rats were given oral doses of 200 mg/kg of gatifioxacin beginning hhlepte%'mcywmm&raww -
tation, late postimplantation loss increased, as did neonalal and pefinatal mortalities. These obsesvations aiso suggest felo
toxicity. Similar findings have been seen with other qui S.

Because there are no adequate and weli-conts sludies in pregnant women, TEQUIN should be used during pregnan-
cy only if the potential it outweighs the potential sisk to the fews.

Nursing Mothers
Gatifloxacin 1s excreted in the breast milk of rats. R is not known whether this drug is excreted in human milk. Because many
drugs are excreied in human milk, caution should be exercised when gatifioxacin is administered 10 3 nursing woman.

Pediatric Use
The salety and effectiveness of gatifioxacin in pediatric populalions (<18 years of age) have not been established.
Quinolones, including gatifioxacin, cause arthropathy and osteochondrotoxicily in juvenile animals (rats and dogs).
Geriatric Use
In multiple-dose clinical Uials of gatifloxacin (N=2891), 22% of patients were 265 years of age and 10% were 275 years of
age. No overall differences in salety or effi were observed between these subjects and younger subjects, and other
reparted dinical experience has not identified dilferences in responses between the elderly and younger patients, but greater
sensitivity of some older individuals cannot be ruled out.

This drug is known Lo be substantially excreted by the kidney, and the fisk of toxic reactions to this drug may be greater
in patients with impaired renal funclion. Because eiderly patients are more likely to have decreased renal function, care
should be taken in dose selection, and { may be useful 10 monitor renal function. {See DOSAGE AND ADMINISTRATION.)

ADVERSE REACTIONS
OVeT+066-palieqls have been teated with gatifloxacin in single- and mulliple-dose clinical efficacy trials worldide
In gatifioxacin studie3; Y octy of adverse reactions were described as mild in natuce -GatHoxaClT was discontinued
for adverse events thought related to drug Wi 2-9%o £Q

Deug-related adverse events classifigd as-pove ¥ably. of Oetw
receiving gatifloxacio.is : multiple-dose | ials are as
heodaci® J%, dizziness 3%.

In patients who were reated with either intravenous gatifloxacin or with intravenous followed by oral therapy. the incidence
of adverse events was simila/ Lo those who received oral therapy alone. Local ingection site reactions {redness at injection site)
were noted in 5% of patents.

elatled with a frequency of 23% in patients
lows: nauseT BMvegialls §%. diarthea 4%,

- 4
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Over 5000 patients have been treated with galifioxacin in single- and multiple-
dose clinical eflicacy trials worldwide.
In gatifloxacin studies, the majority of adverse reactions were described as mild

i nature. Galifloxacin was discontinued for adverse events thought related to

drug in 2.7% of patients.

Drug-related adverse events classified as possibly, probably, o definitely relat-
ed with a frequency of 23% in patients receiving gatifloxacin in single- and mul-
tiple-dose clinical trials are as follows: nausea 8%, vaginitis £%, diarrhea 4%,
headache 3%. dizziness 3%.
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Additiona! dmg:elaled adverse events (possibly, probably, or definitely relaled) considered chnically relevant that
occurred in 20.1% 10 <3% of patients feceivin%ag:liﬂondn in single- and muitiple-dose clinical Uials are as follows:
Body as a Whole: aklergic reaction, asthenia, back pain, chest pain, chills, face edema, fever,-habiosis
Cardiovascular System: hypeniension, paipitation
Digestive System: abdominal pain, anorexia, constipation, dyspepsia, flatulence, gasusitis, glossitis. mouth uicer, oral

moniliasis, stomatitis, vomw .
Me| lritional System: hyp tchemia. peripheral edema, thirst
cramp

Musculoskeletal System: anlv.

“€—1Delete selocted events, moved to <0.1% section, below.

Nervous System: abnormal dream, agilation, anxiety, confusion, helwsinatien, insomnia, nervousness, paresthesia, som-

nolence, Uemor, vasodilalation, venigo

Respiratory System: dyspnea, pharyngitis

SkivAppendages: dry skin, pruritus, rash, swealing

jal Senses: abnormal vision, eye-pain, Laste perversion, tinnitus

ogenital System: dysuria, Nemolasia

[3tonek-dug-related adverse events considered clinically relevant that occurred in <0.1% (rare adver : o

patients receiving galfoxea-ia.single- and mulliple-dose clinical trials are as follows: abno(mald wrextrs), alcohol intoler -

ance, anhvitis, asthma (bronchospa vo-boag_pain, bradycardia, breast.p Es. colilis, convulsion, Cyanosis,
J pexEdema, epistaxis, euphoria, gastrointestinal hemor- ~———

ENUISTON; RQ0

Laboratory Changes

Clinicalty relevant in laboratory parameters, without regad to drug relationship, occurred in fewer than 1% of TEQUIN-
wrealed patients. These included the foflowing: neutropenia, increased ALT or AST levels, alkaline Lase, bilrubin, serum
amylase, and electrolytes abnormalities. & is not known whether these abnormalities were caused by the drug or the under-
tying condition being rested.

OVERDOSAGE
Gatifioxacin exhibits a low potential for acute toxicily in animal studies. The minimum lethal oral doses in rais and dogs
were grealer than 2000 mg/kg and 1000 mg/kg, respectively. The minimum lethal intravenous dose was 144 mg/kg in rats

and greater than 45 mg/kg in dogs. Clinical signs observed included decreased aclivity and respiralory rate, vomiting,
wremars, and convuisions.

in the event of acute oral overdose, the stomach shouid be empued by inducing vomiling or by gastric lavage. The pauent
should be carefully observed (including ECG monitoring) and given syu:momalic and supportive treatment. Adequate hydra-
tion should be maintained. Gatifioxacin is not efficiently removed from the body by hemodialysis (approximately 14% recov-
ered over 4 hows) or by chronic ambulatory peritoneal dialysis (CAPD) (approximately 11% recovered over 8 days).

DOSAGE AND ADMINISTRATION
The recommended dosage for TEQUIN Tablets or TEQUIN injection is described in Table 4. Doses of TEQUIN are administered
once every 24 howrs. These recommendations apply to all patients with a creatinine clearance 240 mUmin. For pauents
with a creatinine clearance <40 mL/min, see the Impaired Renal Function subsection.
TEQUIN can be administered without regard to food, i ing milk and dietary supplements containing calcium.
Oral doses of TEQUIN should be administered at least 4 hours before the adminisiration of ferrous sulfate, dietary sup-
ements containing zinC, magnesium, of ifon (such as multivitamins), aluminum/magnesium-containing antacids, of
DEX® (didanosine) bulfered tablets. buffered solution, or buffered powder for oral suspension.
TEQUIN can be administered without regard 1o age (218 years) or gender.
When switching from intravenous 1o oral dosage administration, no dosage adjustment is necessary. Patients whose
therapy is started with TEQUIN injection may be swiched to TEQUIN Tabiets when clinically indicaied al the discretion of the
ician.
mﬁoum Injection should be administered by INTRAVENQUS infusion only. i is not intended for intramuscular, intrathecal,
iniraperiloneal, or subcutaneous administration.
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Additional drug-related adverse events considered clinically relevant that
occurred in <0.1% (rare adverse events) of patients receiving gatifloxacin in sin-
gle- and multiple-dose clinical Wrials are as follows: abnormal thinking, alcohol
intolerance, arthritis, asthma (bronchospasm), ataxia, bone pain, bradycardia,
breast pain, cheilitis, colitis, convulsion, cyanosis, depersonalization, depression,
diabetes melilus, dysphagia, ear pain, ecchymosis, edema, epistaxis, euphoria,
eye pan. eye pholosensiivity, gastrointestinal hemorrhage, generaized
edema, gingivitis, hatosis, hallucination. hematemesis, hematuria, hostility,
hyperesthesia, hypertonia, hyperventilation, hypoglycemia, lymphadenopathy.
maculopapular rash, mevorrhagia, migraine, mouth edema, myalgia, myasthe-
nia, neck pain, panic atlack, paranoia, parosmia, photophobia, pseudomem-
branous colitis, psychosis, ptosis, rectal hemorrhage, suress, substernal chest
pain, lachycardia, taste loss, tongue edema, vesiculobullous rash.

teq5dbron3.qxd



0000035

Current Insert

Single-use vials require dilution prior to adminisuration. (See Preparation of Gaufloxacin for intravenous Administration.)
TEQUIN Injection should be administered by inzavenous infusion over a period of 60 munules. CAUTION: RAPID OR BOLUS
INTRAVENQUS INFUSION SHOULD BE AVOIDED.

Table 4
Gatifloxacin - Dosage Guidelines
Infection® Daily Dose® Duration
Acute Bacterial Exacerbation 400 mg +idoys &
of Chwonic Bronchitis
Acute Sinusitis 400 mg 10 days
Community-acquired Pneumonia 400 mg 1-14 days
Uncompiicated Urinary Tract 400 mg Singie dose
Infections cystitis) or 200 mg 3 days
Complicated Urinary Tract infections 400 mg 7-10 days
Actae Pyeloneplvitis 400 mg 1-10 days
Uncomplicaied Wrethwal Gonorrhes 400 mg Singie dose
in Men; Endocervical and
Rectal Gonorrhea in Women
% due 10 the designated pathogens (see INDICATIONS AND USAGE).
® or either the oral or intsavenous roules of adminisiration for TEQUIN (see CLIMICAL PRARMACOLOGY).

Impaired Renal Function

Since gatifioxacin is efiminated primaily by renal excretion, a dosage modification of TEQUIN is recommended for patients
with creatinine ciearance <40 mL/min, including patients on hemodialysis and on CAPD. The recommended dosage of
TEQUIN (gatifloxacin) is:

Table §
Recommended Dosage of TEQUIN in Adult Patiants with Renal impairment
Creatinine Clearance Initial Dose Subsequent Dose®

240 aium,.. 400 mg 400 mg every day
<40 mi/min 400 mg 200 mg every day
Hemodialysis " 400 mg 200 mg every day
Continuous pentoneal dialysis 400 mq 200 mq every day
¥ Stant subsequent dose on Day 2 of dosing.

Administer TEQUIN alter a dialysis session for patients on hemodialysis.

Single 400-mg dose TEQUIN u%'men {lor the treatment of uncomplicaled urinary ract infections and gonorrhea) and
200 mg once daily for 3 days TEQUIN regimen (for the weatment of uncomplicated winary ract infections) requwe no
dosage adjustment in patients with impaired renal funclion.

The following formula may be used 10 estimate crealinine Clearance:

Men: Creatining Clearance (mL/min) = Weight (kg) x (140 - age)

12 x sefum creatinine (mg/dl)

Women: 0.85 x the value caiculated for men.

Chronic Hepatic Disease
No adjustment in the dosage of TEQUIN is necessary in patients with moderate hepatic impairment (Child-Pugh Class B).
There are no data in palients with severe hepatic impairment (Child- Pugh Class C). (See CLINICAL PHARMACOLOGY )

Intravenous Adminisisation

Preparation of Gatifloxacin for Intravenous Adminisiration

TEQUIN solution in single-use vials: TEQUIN Injection is supplied in single-use 20 or 40 mL vials (10 mg/mL) containing a con-
cenuated solution of gatifioxacin in 5% dextrose (200 or 400 mg of gaufloxacin, respectively). (See HOW SUPPLIED ) THESE
TEQUIN INJECTION SINGLE-USE VIALS MUST BE FURTHER DILUTED WITH AN APPROPRIATE SOLUTION PRIOR TO INTRA-
VENOUS ADMINISTRATION. The concentration of the resulting diuted solubion should be 2 mg/mL prior to administration.
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Compatible inravenous solutians: Any of the following intravenous solulions may be used to prepare a 2 mg/mL gatilloxacin
solution;

5% Dextrose Injection, USP
0.9% Sodium ide Injection, USP
5% Dextrose and 0.9% Sodium Chioride Injection, USP
Lactated Ringer's and 5% Dextrose Injection, USP
5% Sodium B te Injection, U o
Plasma-Lyle® 56 and 5% Dexlrose injection (Multiple Electrolytes and Dextrose Injection, Type 1. USP)
M6 Sodium Lactate Injection, USP
Water for injection, USP
Catifloxacin solutions at 2 mg/mL also have been shown lo be compatible with 20 mEq/L Potassium Chloride in 5%

Dextrose and 0.45% Sodium mmm USP.

This inravenous drug product be inspected visually for particulate matter prior 1o dilution and adminisuration.
Samples containing vi particles should be discarded. Since no preservalive of bacteriostatic agent is present in this
product, aseplic Lechnique 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 be discarded.

Since only limiled data are available on the compatibility of gatifioxacin intravenous injection with other intravenous sub-
stances, additives o other medications should not be added to TEQUIN injection in single-use vials of infused simultane-
ously through the same intravenous line.

¥ the same inuzavenous kine is used for sequential infusion of different drugs, the line should be flushed before and alter
infusion of TEQUIN Injection with an infusion solulion compatible with TEQUIN Injection and with any other drug(s) admin-
istered via this common line.

i TEQUIN Injection is to be given concomitantly with another drug, each drug should be Given separately in accordance
with the recommended dosage and route of administration fos each drug.

TEQUIN Injection premix in single-use flexible containers: TEQUIN l::iec(ion is also available in ready-to-use 100- and
200-mL flexible bags containing a dikute solution of 200 o 400 mg gaulloxacin in 5% dextrase. NO FURTHER DILUTION Of
THIS PREPARATION IS NECESSARY.

This intravenous drug product should be ic:?ecled visually for particulate matter prios 10 sdministration. Samples
containing visible particies should be discarded.

Since the premix flexible bags are for single use only, any unused portion should be discarded.

Since only imited data are available on the compatibiity of gatifloxacin intravenous injection with olher intravenous sub-
stances, additives or other medications should not be added to TEQUIN injection in flexible containers of infused simulta-
neously Uvough the same inravenous hne. i the same inravenous hne is used for sequential inlusion of different drugs, the
tine should be fushed before and aftes infusion of TEQUIN Injection with an infusion soltion compatibie with TEQUIN Injection
and with any other drug(s) administered wia Uis common line.

{;suuclims for the use of TEQUIN Injection premix in flexible containers:

0 open:

1. Year outer wrap at the noich and remove solulion container.

2. Check the container for minute leaks by squeezing the inner bag fumiy.  leaks are found, ar if the seal is not intact, discard
the solution, as the sterility m be oonmmased

3. Use only if solution is clear and light yeliow Lo greenish-yeliow in color.

4. Use Sterile equipment.

5. WARNING: Do not use flexible containers in series connections. Such use could resukt in ax embolism due 10 residual air
being drawn from the primary conlaines before administration of the fuid rom the secondary conlainer is complele.

Plasma-Ly\e' is a registered trademark of Baxter International Inc.
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Preparation for administration:

1. Close flow control clamp of administration set.

2. Remove cover from at bottom of container.

3. Insert piescing pin of administration set into port with a twisting motion until the pin is fkmly seated.
NOTE: See full directions on administration set carton.

4. Suspend coniainer {rom hange. ) o . )

5. Squeeze and release drip chamber 10 establish proper fuid level in chamber during infusion of TEQUIN injection premix in
flexible containers.

6. Open flow conurol clamp 10 expel air from set. Close clamp.

7. Regulate rate of administration with flow control clamp.

Stability of TEQUIN injection as Supplied

When stored under recommended conditions, TEQUIN Injection, as supplied in 20-mL and 40-mL vials and in 100-mL and
200-mL flexible containers, is stable twough the expiration date printed on the label.

Stability of TEQUIN injection Following Dikution

TEQUIN Injection, when diluted in a compalible intravenous fluid 10 a concentration of 2 mg/m, is stable for 14 days when
stored between 20° C 10 25° C or when stored under refrigeration between 2° C 10 8° C.

TEQUIN Injection, when diluted 10 a concentration of 2 mg/mL in a compatible intravenaus fluid EXCEPT FOR 5% SODIUM
BICARBONATE INJECTION, USP. may be stored for up to 6 months at -25° L 10 -10° C (-13° F to 14° F). Frozen solutions may
be thawed at controlied room temperature. Solutions that have been thawed are siable for 14 days after removal from the
lteez? when stored between 20° C to 25° C or when stored under relrigeration between 2° C to 8° C. Solutions should not
be refrozen.

HOW SUPPLIED
Tablets
TEQUIN® (gatifloxacin) Tablets are available as 200-mg and 400-mq white, fiim-coated tablets. The tablets are aimond
shaj biconvex and contain muun sesquihydrale equivalent 10 either 200 mg of 400 Mq gatifloxacin.
TEQUIN Tablets are packaged in s, Uit dose blister strips, and blister packs of 7 tablets (TEQUIN Teq-Paq™} in the

following configurations:
200 mg tablets—color: white; shape: biconvex; debossing: “BMS” on one side and “TEQUIN™ and “2007 on the other.
ties of 30 (NDC 0015-1117-50)
Blister pack of 100 (NDC 0015-1117-80)
400 mg lablets—color: white; shape: biconvex; debossing: “BMS” on one side and "TEQUIN™ and "400" on the other.
Ues of 50 (NDC 0015-1177-60)
Blister pack of 100 (NDC 0015-1177-80)
Carton of 2 TEQUIN Teq-Paqs (7 Lablets each) (NDC 0015-1177-19)

Storage
Store at 25° C (77° F); excursions permitted to 15° 10 30° C (59° to 86° F) [see USP Controlied Room Temperature].

Intravenous Sokution—Single-uss Vials

TEQUIN® (gatifloxacin) Injection is available for intravenous administration in the following configuations:

Single-use vials containing a clear, light yellow 1o greenish-yellow solution at 3 concentration of 10 mg/mt gatifioxacin.
10 mg/mi. (200 mg), 20-m. vials (NDC 0015-1178-80)
10 mg/mi. (400 mg), 40-mL vials {NOC 0015-1179-80)

Storage
Store al 25° C (77° F); excursions permitted to 15° to 30° C (59" to 86° F) [see USP Controlied Room Temperature}.

Intravenous Solution—Premix Bags
TEQUIN Injection is alsa available in ready-lo-use flexible bags containing a dilute solution of 200 mg or 400 mg of
gatifloxacin in 5% dextrose. Premix bags are manufactured by Abbott Laboratories in North Chicago. IL.

2 mg/mL (200 mg). 100-ml flexible container (NDC 0015-1180-80)

2 mg/mL (400 mg), 200-mL flexible container (NOC 0015-1181-80)

May 23, 2001 Page 18 of 22

P | Revisi

No Revisions

teq5dbron3.qxd



0000038

Current Insert

Storage
?uxe a0 25° € (77° F); excursions permitted 10 15° 10 30° C (59° to 86° F) [see USP Controlled Room Temperature]. Do not
reeze.

ANIMAL PHARMACOLOGY
In contrast to some other quinolone antibacterials, there was no evidence of phototoxicity when galifloxacin was evaluated
in the hairless mouse or Quinea pig models using simulated sunlight or UVA radiation, respeclively.

Uniike some other members of the quinolone dass, crystaliuria, ocular toxicily, and testicular degeneration were nol
observed in 6-month repeat dose studies with rats or dogs given gatifloxacin.

While some quinolone antibacterials have proconvulsant acuvity thal is exacerbaled with concomitant use of nonsteroidal
antiflammatory drugs (NSAID), gatifioxacin did not produce an increase in seizure activity when administered inlravenously
tomiceadosesupm100mglkghcombu\alimwimmeusuolenbuten.

’ antibacterials have been shown (o cause arthropatly in immatwre animals. There is no evidence of arttwopathy
in fully mature rals and dogs given gatifloxacin for 6 months at doses of 240 or 24 mg/kg. respectively (approximalely
1.5 times the maximum human dose i both species based on systemic exposure). Anhropathy and chondrodysplasia were
obsesved in immalure dogs given 10 mag/kg gatifioxacin orally fof 7 d:,s (approximately equal o the maximum human dose
based upon sysiemic exposure) [see WARNINGS]. The relevance of Lhese (indings to clinical use of gatifloxacwn is
unknown.

Some members of the quinolone class have been shown 10 cause prolongation of the QT interval in dogs. inlravenous
10-mg/kg bolus doses of gafloxacin had no effect on QT interval, in anesthetized dogs.

REFERENCES

1. National Committee for Clinical Laboratory Standards. Methods lor Diution Antimicrobial Susceplibility Tests for Bacteria
That Gmwgs g,gluomcally - Fourth Edition; Approved Standard, NCCLS Document M7-A4, Vol. 17, No. 2, NCCLS, Wayne, PA,
January 1997,

2. National Commiutee for Clinical Labaalotg Standards. Performance Standards for Antimicrobial Disk Susceptibility Tests
- Sixth Edition; Approved Standard, NCCLS Document M2-A6, Vol. 17, No. 1, NCCLS, Wayne, PA, January 1997.
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Patient Information About:

TEQUIN®

(gatifloxacin)
200 mg and 400 mg Tablets

This section contains important information about TEQUIN (gatifloxacin) that you should read before you

begin treatment. This section does not list 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 treatment.

If you have questions, talk with your healthcare professional. The medicine described here can only be

?lesc:ibed by a licensed healthcare professional. Only your healthcare professional can determine if
EQUIN is right for you.

What is TEQUIN?
TEQUIN (pronounced TEK win)is an antibiotic used to treat lung, sinus, or urinary tract infections, and also
1o treat certain sexually transmitted diseases caused by germs called bacteria. TEQUIN kiils many of the
kinds of bacteria that can infect the lungs, sinus, and winmr;q and that cause centain sexually transmit-
ted diseases. TEQUIN has been shown in a large number of clinical trials 1o be safe and effective for the treat-
ment of bacterial infections.

Sometimes viruses, rather than bacteria, may infect the lungs and sinuses (for example, the common
cold). TEQUIN, like all other antibiotics, does not kil viruses.

The sexually ransmitted disease called gonorrhea is reated by TEQUIN. Other diseases called syphilis
or non-gonococcal disease are not treated by TEQUIN.

You should comat: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 daz for 1 to 14 days depending on your prescription. It should be swal-

lowed whole and may be taken with or without food. Try to take the lablet at the same lime each day.
You may begin to feel better quickly; however, in order lo make sure that all bacteria are killed, yTou

should complete the full course of medication. Do not take more than the prescribed dose of TEQUIN. Try

nol (o miss a dose, bt if you do, take it as soon as possibie. If it is almost lime for the next dose, skip the

missed dose and continue youwr regular dose.

Who should not take TEQUIN?
You should avoid TEQUIN if you have ever had a severe allergic reaction lo any medicine in the group of
antibiotics known as "quinolones” such as CIPRO® (ciprofloxacin) or LEVAQUIN® (levofioxacin).

You should avoid TEQUIN if you have a rare condition known as congenital prolongation of the QTc inter-
val. If any of your lamill' members have this condition, K‘em should inlorm your healthcare professional.

You should avoid TEQUIN if you are being treated for heart rhythm disturbances with certain medicines
such as quinidine, procainamide, amiodarone, or sotalol. inform your healthcare professional if you are
1aking a heart rhythm drug.

TEI?UIN should be avoided in patients with a condition known as hypokalemia {low blood potassium).
Hypokalemia may be caused by medicines called diuretics such as furosemide and hydrochlorothiazide.
] {ou are taking a diuretic you should speak with your healthcare professional.

I you are pregnant of planning to become pregnant while taking TEQUIN, talk to your doctor before tak-
ing this medication. TEQUIN is not recommended for use during pregnancy of nursing, as the effects on
the unborn child or nursing infant are unknown.

TEQUIN is not recommended for children.
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What about other medications | am taking? .

Itis important 1o let your healthcare provider know all of the medicines thal 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 cisapride, erythromycin, some antidepressants, and some
antipsychotic drugs. _ o ,

* You should tell lour healthcare professional if l’ou are taking medicines called diuretics (also sometimes
called water pifls) such as furosemide and hydrochlorothiazide, because diuretics can somelimes cause
low potassium.

« If you have diabetes, it is important o let your healthcare provider know if you are on oral hypoglycemic
agents with or without insulin. )

» Many antacids and multivitamins mwlerlere with the absorption of TEQUIN and may prevent it from
working properly. You should take TEQUIN 4 hours before taking these products.

What are the possible side effects of TEQUIN?

TEQUIN is %eneraliy well tolerated. The most common side effects that can occur when taking TEQUIN are
usually mild and include nausea, vomilisg. stomach pain, diarthea, dizziness, and headache. You should
be careful about driving or operaling inery until you are sure TEQUIN does not cause dizziness. If you
notice any side effects not mentioned in this section of if you have any question or concerns aboul the
side effects you are experiencing, please discuss them with your healthcare prolessional.

In a few people, TEQUIN, like some other antibiotics, may produce a small effect on the heart that is
seen on an electrocardiogram test. Although this has not caused any problems in more than 4000 Ealiems
who have taken TEQUIN'in ehmical-trials, in theory, it could resull in extremely rare cases of abnormal
heartbeat, which may be dangerous. Contact your healthcare professional if you develop heart palpitations
(fast beating) or have fainting spelis.

If you have diabetes, you d know that disturbances of blood sugar, including symptoms of hyper-
glycemia (hi?h blood mu) and hypoglycemia (low blood sugar), have been reported in patients lreated
concomitantly with TEQUIN (as with other quinolane antibiotics) and oral antidiabetic drugs with or without
insulin. If you develop symptoms of low blood while on TEQUIN, you should take immediate meas-
ures Lo increase your sugar, stop taking TEQUIN, and contact your healthcare professional at once.

Where can | get more information about TEQUIN?

This section is a summarz of the most important information about TEQUIN. it does not include everything

there is to know about TEQUIN. If you have any questions or problems, you should talk to your doctor of

healthcare provider. There is also a leaflet (Package Insert) written for healthcare professionals that your
macist can let you read. You may wanl to read this information and discuss it with your doctor or other
thcare professional. Remember, no written information can replace careful discussion with your doctor.

Remember

« Take your dose of TEQUIN once a day.

« Complete the course of medication gake all of the pills) even if you are feeling better.

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

« Store TEQUIN tablets at room lemperature in a lightly sealed container.

« Throw away TEQUIN when it is outdated or no longer needed by flushing it down the toilet.

= Keep this and all medications out of reach of children.

CIPRO® (ciprofioxacin) is a registered rademark of the Bayer Corporation.
LEVAQUIN® (levofloxacin) is a registered trademark of Ortho-McNeil Pharmaceutical, Inc.

May 23, 2001 Page 21 of 22

4__| premarketing clinical trials,

teq5dbron3.qxd



Current Insert
Bristol-Myers Squibb Company
Princeton, NJ 08543 USA
Also marketed by:
Schering Corporation
Kenilworth, NJ 07033
Licensed from Kyorin Pharmaceutical Company, Limiled, Tokyo, Japan
J4-677€ 51-008961-05  1113952A5
1178800IM-09  51-008627-08  1099993A8 58-6441 Revised: March 2001
May 23, 2001 Page 22 of 22
! N

No Revisions

teq5dbron3.qxd



