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Meloxicam Tablets
7.5 mgxaggl;S mg

ATTENTION DISPENSEH Accompanying Medication Guide must be dispensed with this product.
Pluxnllhlﬁng Informatios
WARNI!

Candouzsaular isk
. cause an increased risk of serious cardiovascular thrombotic events,
myacamlll infarction, and stroke, which can be fatal. This risk may increase with
duration of use. Patients with cardiovascular disease or risk factors for cardiovascular
disease may be at greater risk (see WARNINGS and CLINICAL TRIALS).
« Meloxicam is contraindicated for the treatment of peri-oerative pain in the setting of
coronary artery bypass graft (CABG) surgery (see WARNINGS).
Gastraitestinal Risk
IDs cause an increased risk of serious gastrointestinal adverse events including
bleeding, ulceration, and perforation of the stomach or intestines, which can be fatal.
These events can occur at any time during use and without warning symptoms. Elderly
patients are at greater risk for serious events (see WARNINGS).

DESCRIPTIO!
Meloxicam, an oxicam derivative, is a cH
member of the enolic acid group of ° 5
nonsteroidal _anti-inflammatory _ drugs OH N b {

N H
dioxide. The molecular weight is 351.4. Its 57N
empral formita i Cfyals0sSp and fs &N O
structural formula appears to the rig
Aol T pact vl st ctcallyInoluble in wate, withHigher soluity observed

(NSAIDS). Each tablet contains 7.5 mg o

in strong acids and bases. It is very slightly soluble in methariol. Meloxicam has an apparent

partton coffient (0g Plagp = 0.1 i octanolutfer p 7.4, Meloxcam as i values f 1.1
42

oz s avallabe s  tziet fo oal adminstration containing 7.5 mg or 5 mg meloxicam

The inacive ingredients in Melowcam tablts include: coloida silcon dioxde, cospovidone,
magnesium stearate, cellulose, povidone and sodium

iy
CLIMIEAL PMAHMAEOLGGV

ction

Mel xmam s a nanstqmmal antinflammatory drug (NSAID) that exibits ant-nflammatory,

analgesic, and antipyretic activities in animal models. The mw\amsm of action of meloxicam, like

gxhal of ulhir NSAIDS, may be related to prostaglandin synthetase (cyclo-oxygenase) inhibition.
armacn inelics

The absolute bicavalabilty of meloicam capules was 83% follouinga singl ol duss of 30 mg
compared with 30 mg IV blus netion. Following single ravencus doses, dose-roporto:l
pharmacokineics wefe Shown in the range of 5 After multiple oral doses the
pharmacakmeucs of melodcam capsules vere st Soporion cus e rangs of 150t 15

max Was achieved within four to five hours after a meloxicam tablet was taken
under fasted Sonations, indicating a proonged drug absorpton. With mutiple dosing steady
state concentrations were reached second meloxicam concentration peak occurs
around 12 1o 14 hours post-dose suggesting biliary recycling.

Table 1 Singl Doso an tad Sl Phamacainlc Paramates o
mg and 15 mg Meloxicam (Miean and % CV)
Steady State Single Dose
Pharmacokinetic Heallny  Elderly Elderly Hepa
Paramelers  male adulls  males females insuffciency
(% V) (Fedf (Fed) mnr (Fast -nj
75mg tmg 15 m 15 mg T m
I:hllls npsmes capsles | _capsies___capoes
] 5 § 12 12
Cox [uq/mL] 105?20) e 32 & o omiey
1] 49 5 (7 6 (1) 465 )
e ] arey e n 6 180 16 by
ol |mumin) 88_(29) 99 (1§) 51 (2 19048 1 (a
Z0) 113 15 42 10 @30 % (4) 14 (%)
™ The parameter values e T s o arossses
* notunder high fat condi
© Meloxicam tablels
Vi =Dosel(AUCKe)
Food and Antacid Eftects

Adminisiration of meloxicam capsules following a high fa breakfast (75 g of fa) resulted in mean
peak drug levels (ie., Cryq) being increased by approximately 22% while the extent of absorption
(AUC) was unchangad. The time to maximum concentration (Tray) Was achieved between 5 and
6 hours. No pharmacokinetic interaction was detected with concomitant administration of
antacids. Based on these results, meloxicam can be administered without regard to timing of
meals of concomitant administration of antacids.

Distribution

The mean volume of istribution (Vss) of meloxicam i approximately 10 L. Meloxicam is - 99.4%
bound to human plasma proteins (primarily albumin) within the therapeutic dose range. The
fraction of protein binding is independent of drug concentration, over the clinically relevant
concentration range, but decreases to ~ 99% in patients with renal disease. Meloxicam
penetration into human red blood cells, after oral dosing, is less than 10%. Following a
radilabola dose,ovr 0% of h ety defctod i th plasma s rsent s nchanged
meloxicam,

Meloxicam concentrations in synovial fuid, after a singl oral dose, range from 40% to 50% of
those in plasma. The free fraction in synovial fluid is 2.5 times higher than in plasma, due to the
lower albumin content in synovial fluid as compared to plasma. The significance of this
penetration is unknown,

Meloxicam s aimost completely metablizedto four prarmacogieal ngcive metaboles. The
major metabolite, 5 -carboxy meloxicam (60% of dose), from P-450 mediated metabolism was
formed by oxidaion of an ntstmedate metabolte 5-fydrowymelhyl melosicam vinih Is alsa
excreted to a lesser extent (9% of dose). /n vitro studies indicate that cytochrome P-450 2C9
plays an important role in this el pattiay wih 3 minor conebution of the CYP 54
isozyme. Patients' peroxidase activity is probably responsible for the other two metabolites which
account for 16% and 4% of the administered dose, respectively.

WMeloxicam excretion is predominantly in the form of metabolites, and occurs to equal extents in
the urine and feces. Only traces of the unchanged parent compound are excreted in the urine
{0:2%)and fogs (1%, The extntof he urnary excrtion was confimed fo uabeed multple
755 mg doses: 0.5%, 6% and 13% of the dose were found in urine in the form of meloxicam, and
i 5 hvarowymetiyland -carbaxy metaboles respectvly Thae s sgnifcant oilry adlor
enteral secretion of the drug. This was demonstrated when oral administration of cholesfyramine
following a single IV dose of meloxicam decreased the AUC of meloxicam by 50%. The m
elimination halt-ife (ty) ranges from 15 hours to 20 hours. The elimination half-ife s constant
across dose levels indicating linear metabolism within the therapeutic dose range. Plasma
clearance ranges from 7 to 9 mL/min

Special Populations

eriatric
Elderly males (= 65 years of age) exhibited meloxicam plasma concentrations and steady state
armacoldnecs smia o young male, Edry femals (= 65 years of age) had a 476 igher
AUCs and 32% higher Conay,ss as compared to younger females (< 55 years of age) after body
vielgh normaizalon. Daspis: he ncteased tofl concentations n the eldrly females,
adverse event profile was comparable for both elderly patient populations. A smalle free fraction
was found in elderly female patients in comparison to elderly male patients.

nder
Young females exhibited slightly lower plasma concentrations relative to young males. After
eloxicam, the mean elimination half-lfe was 19.5 hours for the female

). This pharmacokinetic difference due to gender i likely to be of ltte cinical
importance. There was linearity of pharmacokinetics and no appreciable difference in the Gy o

5 mg dose of meloxicam there was no marked difference in plasma
concentrations in sumects with mild (Child-Pugh Class I) and moderate (Child-Pugh Class )
hepatic impairment compared to healthy volunteers. Protein binding of meloxicam was not
affctat by hepati insutfiency. No-dose adlustment is necessary n i to modarate hepati
insuficiency. Patients with severe hepatic impairment (Child-Pugh Class Il have not been
adequately studied
Renal Insufficiency
Meloxicam pharmacokinetics have been investigated in subjects with different degrees of renal
insuffciency. Total drug plasma concentrations decreased with the degree of renal impairment
while free AUC values were similar. Total clearance of meloxicam increased in these patients
probably due to the increase in ree fraction leading to an increased metabolic clearance. There is
0 need for dose adjustment in patients with mild to moderate renal failure (GrCL >15 mL/min).
Patients with severe renal insuffciency have not been adequately studied. The use of meloxicam
in subjects with severe renal impairment is not recommended (see WARNINGS, Advanced Renal

iseast

Hemadialysis

Following a single dose of meloxicam, the free Cay plasma concentrations were higher in

patients with renal failure on chronic hemodialysis (11 free fraciion) in comparison to healthy

volunteers (0.3% free fraction). Hemodialysis did not lower the total drug concentration in

plasma; therefore, additional doses are not necessary aiter hemodialysis. Meloxicam is not

dialyzabe.

CONCAL TRIALS

Osteoarthritis

The use of melodeam for th reatmert of th signs nd symptoms of osteoarris of the e
and hip was evaluated in a 12-week double-blind controlled trial. Meloxi 75 mg, 7.6 m

nd 15 m0 dally) wascumraredm lacebo. Th fourprimary endpoints were muestoato’s globa

assessment, patient global assessment, patient pain assessment, and total WOMA score (a self-

administered questionnaire addressing pain, function and stifness). Patients on meloxicam

mg dally and meloxicam 15 mg dai showed signfant improvement ineachof tess endpoinis

compared with placel

The e of melosicam fr the management f signs and symptoms o osteoarthis was valuated

in i double-ind, ative-contrlled tril outside the U angig from 4 wees to 6 manths

duration. In these trial, the efficacy of meloxicam, in doses of 7.5 mg/day and 15 mo/day, was

comparabl 10 piroxican 20 mg " i SR T0b /sy o Constry i the

v

Garofully considr th potentil benfils and risks of melaxcam and atter reament opions
before deciding to use meloxica e lowest effective dose for the shortest duration
onsistent with ndiidial patent treament gols (see WARNINGS)

eloxicam is indicated for relef of the signs and symptoms of osteoarthrits.
CoNTRANDICKTIONS
Meloxicam is contraindicated in patients with known hypersensitivity to meloxicam.
Meloxicam should not be given to patients who have experienced asthma, urtcaria, or allergic-
type feationsatr takingaspitinor oter NSADs. Sever arl el anaphylactic-lice reactions

s NSADS haebeen reportc i such patnts (ss2 WARNINGS, Andphylaiad Reactions,and
PRECALTIONS Pre-exigung Astm
Velowicam is conrandicate fo th ireatment of eri-cperatve pain n the seting of caranary
artery bypass graft (CABG) surgery (see WARNINGS),
WARNINGS

Cardiovascular Effects
Cardiovascular Thrombotic Events

Ciinical trials of several COX-2 selective and nonselective NSAIDS of up to three years duration
fave shon an increaed sl o serous cardiovascular (CV) thrombotc events, myocardal
infarction, and stroke, which can be fatal. All NSAI selective and nonselective, may
T Ao ok oo o khowi C heone of sk o 1or O cseaes may be al
greater risk. To minimize the potential risk for an adverse CV event in patients treated with an
WSAID, the lowest effective dose should be used for the shortest duration possible. Physicians
and patients should remain alert for the development of Such events, even in the absence of
frevous OV ymptoms.Peants told be nformed about he signs and/o ymptams ofseious
GV events and the steps 1o take if they oc

There is no consistent evidence that cuncuuenl use of aspirin mitigates the increased risk of
serious GV thrombotic events associated with NSAID use. The concurrent use of aspirin and an
NSAID dogs increas he sk of srous G aents (sec WARNINGS, Gastroimestinal (1) Efcts
- Risk of GI Ulceration, Bleeding, and Perforatio

Two large. controed. lnica rigs of a COX-2 seectve NSAID for th treatment o pai in the
first 10-14 days following CABG surgery found an increased incidence of myocardial nfarction
and st (sc2 CONTRAINDICATION

Hypertens

EAIDs inclucing meloxicam,can e to onset of new hypertnsion or worsening of pre-isting
hypertension, either of which may contribute to the increased incidence of CV events. Patients

taking thizide or oop dureics may have mpae responss o these therapies when tking
NSAIDs. NSAIDs, including meloxicam, should be used with caution in patients with
hypertension. Blood pressure (BP) should be monitored closely during the initation of NSAID
treatment and throughout the course of therapy.
Congestive Heart Failure and
Fluid retention and edema_have been observed in some patients taking NSAIDs. Meloxicam
houd be used i cautionn patens wh id rtenton, hypertsion o heart e,
Gastrointestinal (GI) Effects - Risk of GI Ulceration, nd Perfors
RAIDs, Including metoxicam, can cause seious gastrontestral (G S vss wents inclding
inflammation, bleeding, uiceration, and perforation of the stomach, small intestine, or large
inestine, Whch can b fata. Tnese sarous adverse vents can occur at any time, wilhor withowt
varming symptoms, in paiets ieate, it NSAIDs. Ony one in fie ptints, wiho devlop a
serious upper Gl adverse event on NSAID therapy, is symptomatic. ulcers, gross
Dleding, o perforaton cased by NSAID, occur anproxmatly 1% of Datints troate {r 3
i, and in about 2-4% of patients treated for one year. These trends continue with longer
duratonof e, nrezing e elfood of deeloing a Sefous Gl event al some ime during the
course of tt However, even short-term therapy is not without risk
NSAID should b prescrea with extreme cauto n those with a prior istory of ulcr disase
or gastrniestinal biesding, Patents il 3 prio hstary of pepic uoer diseaso andor
gastrointestinal bleeding who use NSAIDs have a greater than 10-old increased risk for
developing a G beed compared fo patients with neiher of mese Tisk actors. Othr factors that
increase the risk for Gl bieeding in patients treated with NSAIDS include concomitant use of ora
Gorigoseraids or anticoaguins, onger duraton of NSAID therapy. smoKING. uSe of lconal
older age, and poor general heaith status. Most spontaneous reports of fatal Gl events are in
elderty ot dbitated patiens and tereore, Special care should be talen i tratng this
population.
‘o minimize the potential isk for an adverse Gl event n patients treated vith an NSAID, the lowest
effective dose should be used for the shortest possible duration. Patients and physicians should
remain alert for signs and symptoms of GI ulceration and bleeding during NSAID therapy and
romtly itte addionalsvaliaton an eament 3 seriou G adverss sient is suspaced.
his should include discontinuation of the NSAID untila serious Gl adverse event is ruled out. For
high-risk patients, aternate therapies that do not involve NSAIDS should be considered.
Renal Effects
Long-term administration of NSAIDS has resulted in renal papillary necrosis and other renal
injury. Renal toxicity has also been seen in patients in whom renal prostaglandins have a
compensatory role in the maintenance of renal perfusion. In these patients, administration of a
nonsteroidal anti-inflammatory drug may cause a dose-dependent reduction in prostaglandin
formalion ‘and, secondariy, in-tenal blood flov Which may precipiate” overt rena
decompensation. Patients at greatest risk of this reaction are those with impaired renal function,
heart failure, liver dgslunblmn those taking diuretics and ACE inhibitors, and the elderly.
Discontinuation of NSAID therapy is usually followed by recovery to the prefreatment state.
Advanced Renal Diss
o' nformaton s avafabe from contrale clnical stutis regarding the use of meloxican n
patients with advanced renal disease. Therefore, treatment with meloxicam is not recommended
I these patont wih aduanced,renal Gisease: i meloxicam therapy must be iniata, close
onioring of s patent eral fancion s aisble
Anaphylactoid Rea
S Wit oiner NSAIDS. anaphylactoid reactions Fave occurted in ptints without known prior
exposure to meloxicam. Meloxicam should not be given to patients with the aspirin triad. This
symptom complex typically oceurs in asthmatic patients who experience rhinits with or without
nasal polyps, or who exhibit severe, potentially fatal bronchospasm after taking aspirin or other
NSAIDS (see CONTRAINDICATIONS and PRECAUTIONS, Pre-existing Asthma). Emergency help
should be sought in cases where an anaphylactoid reaction occurs.
Skin Reactions
NSAIDs, including meloxicam, can cause serious skin adverse events such as exfoliative
dermatis, Stevens-Johnson Syndrome (SJS), and toxic epidermal necrolysis (TEN), which can
be fatal. These serious events may occur without warning. Patents shold b nformed about the
igns and symptoms of serious skin manifestations and us hould be discontinued
ine frst 2ppEarance of ki rash or any oer Sign of hypersensiiviy’

In late pregnancy, as with other NSAIDs, meloxicam should be avoided because it may cause
premature closure of the ductus arteriosus.
PRECAUTIONS

General
Meloxicam cannot be_expected to substitute for corticosteroids or to treat corticosteroid
insaufficiency. Abrupt discontinuation of corticosteroids may lead to disease exacerbation. Patients
on prolon herapy should have their therapy ifa decision is made
to discontinue corticosteroids.

The pharmacological activity of meloxicam in reducing fever g inflammation may diminh e
uily.of these diagnosi signs in detecing

are at an increased risk of bleeding. The effect of meloxicam on the anticoagulant effect of
viartarin vas studid in 3 group of heaty subjcts receing cally doses o vartarn tht
produced an INR (Intemational Normalized Ratio) betui In these subjecs,

of

ALT increased, AST increased, bilirubinemia, GGT
increased.hepaits, jaundice, iiver failure

dehydration

Liver and Biliary System

Metabolic and Nutritional

meloxicam did not alter warfarin and the average
Ut trtina by oihtonbin e HwEver oha Sublee chowed an ncsise n IR
from 1.5 to 2.1. Caution should be used when administering meloxicam with warfarin since
atlents on wartarn may experonce. changes n INR. and an increased fisk of blecding
complications when a new medication is introduced.
Carcinogenesis, Mutagenesis, Impairment of Fertility

o crcinogeric efct of meloicamas osseved et iven orl doses up 10 0.8 mghg/day

0.4-fld the human dose at 15 mg/day for a 50 kg adult based on body su

v converson) fo 104 ieeks o in mice ien oal doses Up to 8.0 mo/kg/day (approxmaely
2-fold the human dose, as noted above) for 99 weeks.

Sioxcam s not Mutageni 1 an ATies assay.of Slastogeic n a chromosome abeaton
assay vith human lymphocytes and an n vivo micronucleus test in mouse bone marrow.
Meloxicam did not impair male and female fertilty in rats at oral doses up to 9 and 5 mg/ka/day,
respectively (4.9-fold and 25-fold the human dose, as noted above). However, an increased
incidence of embryolethality at oral doses > 1 mo/kg/day (0.5-fold the human dose, as noted
above) was observed in rats when dams were given meloxicam 2 weeks prior to mating and
during early embryonic developmen.

nanc
Teratoganic Etects: Prognancy Categ
Welogam cause an increase imcionce of septal defet of the heart,  rare event, a an oral
dose of 60 mg/ky/day (64.5-fold the human dose at 15 mo/day for a 50 kg adult based on body
surface area conversion) and embryolethaliy at oral doses > 5 mg/kg/day (5.4-old the human
055,25 Noled above) when rabbit were reaed thoughout organogeness: Meloxiam was not
teratogenic in rats up to an oral dose of 4 mg/kg/day (approximately 2.2-fold the human dose, as
noted above) throughout organogenesis. An increased incidence of stibirths was observed when
rats were given oral doses > 1 mg/kgiday throughout organogenesis. Meloxicam crosses the
W\ acentl baror. Thero aro. no alequate and. wel-contalq. studs. n pr w
locam should b used during pregnancy anly i he potental benf ustfies the poential risk
o the fe
onteatogenic Etects
Because of the known effects of nonsteroidal anti-inflammatory drugs on the fetal cardiovascular
System (losure of ducts arerosus) Use cring pregnancy (partculr atepregnancy) shoud
voide
Meloxicam caused a reduction in birth index, live births, and neonatal survival at oral doses >
0125 molke/day (approximatay 0.07-fod the human dose at 15 mg/day for a 50 kg adult based
n body Surface area conversion) when re treated during the late gestation and lactation
D10 N Stle v b conUuce) o St i e O TMBCH o 1 JOSUIE o 10
ductus arteriosus in humans; use of meloxicam during the third trimester of pregnancy should be

oide

Labor and Delive

Studis it rats With melosicam, as it other drugs known to nhibit prostagiandin synthesis,

showed an increased incidence of stillirths, prolonged delivery, and delayed parturition at oral

dosages = 1 mo/kg/day (approximately 0.5-fold the human dose at 15 mg/day for a 50 kg adut

based on ce area conversion), and decreased pup survival at an oral dose of 4

mako/day (spproxmatly 2-1-1oldth hurian dos, a5 noted above) hroughalt oranagencsis

Similar findings were observed in rats receiving oral dosages > /day (approximately

0.07-f0l tho human dose, 3 noted above) durng ate estation and the aciton perod.

The effects of meloxicam on labor and delivery in pregnant women are unknown.

Nursin

! ow hether tis cru i excrted n human mik however, melodcam s xcrted n

the milk of lactating rats at concentrations higher than those in plasma. Because many drugs are

xreled i human mik and because of he potental or setous adherss reacions i nursing

infants from meloxicam, a decision shouid be 1o discontinue nursing or to

discontinue he g @king ito account the impartance of e drug o the mather

Pedialric Use

Use of this drug for a pediatric indication s protected by marketing exclusivity.

Geriatric Use

As with any NSAID, caution should be exercised in treating the elderly (65 years and older).

ADVERSE REACTIONS

Adults

Ostevarthritis

The meloxicam

meloxicam 7.5 mgfday and 3,505 OA patients treated with meloxicam 15 mg/day. Meloxicam at

these doses was administered to 661 patients for at least & months and to 312 patients for at least
ar. Approximately 10,500 of fhese patients were treated in ten placebo and/or active-

controlied osteoarthrs trials.

1) adverse events were the most frequently reported adverse events in all

Phase 2/3 clinical trial database includes 10,122 OA patients treated with

conditio
Hepatic Ei
Borderline elevations of one or more liver tests may occur in up to 15% of patients taking NSAIDs
including meloxicam. These laboratory abnormalities may progress, may remain unchanged, or
may be transient with continuing therapy. Notable elevations of ALT or AST (approximately three
or more times the upper limit of normal) have been reported in approximately 1% of paients in
clinical trials with NSAIDs. In addition, rare cases of severe hepatic reactions, including jaundice
and fatal fulminant hepatits, iver necrosis and hepatic failure, some of them with fatal outcomes
have been reported.
Apatient with symptoms and/or signs suggesting liver dysfunction, or in whom an abnormal iver
test has occurred, should be evaluated for evidence of the development of a more severe hepatic
reaction while on therapy with meloxicam. If clinical signs and symptoms consistent vith liver
disease develop, or if systemic manifestations occur (.0., eosinophilia, rash, etc.), meloxicam
should be discontinued
Renal Effects
Gaufon shoul be used wihen inating treatment it meloxicam in paents with considerale
dehydration. It is advisable to rehydrate patients first and then start therapy with meloxica.
Gaulon s ao recommended n Dallenls with pre-existing idney disease (se¢ WARNINGS, Renal
Effects and Advanced Renal Dise:
Tho extent to which melabolitas may accumulat in patients with rnal aiure has not been
studied _vith meloxicam. Because some meloxicam metabolites are excreed by the kidney,
patets wih signficenly mpalred ena funcion shoud be morecosay mantored
Hemalalogil Effects

emia is Sometimes Seen in patients receiving NSAIDS, including meloxicam, This may be due
T omon secut o gross Gl blood loss, or an incompletely described effect upon
erythropoiesis. Patients on long-term treatment with NSAIDS, including meloxicam,should have
their hemoglobin or hematocrit checked if they exhibit any signs or symptoms of a
Drugs wich It e blosyninesis afprosiagancins may Herer 1o ome extent wih patlet
function and vascular responses to
NSAIDS it latlt aggegaton and e been shown to prolong beedng tm in same
patients. Unlike aspirin their effect on platelet function is quantitatively less, of shorter duration,
nd reversbl. Paiens recaing meloxicam wha may be advarsely affeciad by alterations
platelet function, such as those with coagulation disorders or patients receiving anticoagulants,
shoutd b carely moniored
Pre-existing Asthm
Patients with asmma may have aspirin-sensitive asthma. The use of aspirin in patients with
aspirin-sensitive asthma has been associated with Severe bronchospasm which can be fatal.
Since cross reactivity, including bronchospasm, between aspirin and other NSAIDS has been
reported in Such aspirin-sensitive patients, meloxicam should not be administered to patients with
this form of aspirin sensitivity and should be used with caution in patients vith pre-existing

asthma.
information for Patients
Patients should be informed of the following information before initiating therapy with an
NSAID and periodically during the course of ongoing therapy. Patients should aiso be
;ncnurln;ﬂ to read the NSAID Medication Guide thal accompanies each prescription
ispense
Meloxicam, ke other NSAIDs, may cause serious CV side effects, such as MI or stroke,
which may result in hospitalzation and even death. Although serious CV events can occur
without warning symptoms, patients should be alert for the signs and symptoms of chest
pain, shortnes of breth, vieaknes, lurting of speech, and shouid i for medical adice
when observing any indicative sign or symptoms. Patients should be apprised of the
importance o this folour -up (scc WARNINGS, Cardiovascular Efects
Meloxicam, like other NSAIDS, can cause GI discomfort and, rarely, serious Gl side effects,
such as ulcers and meemng which may i hospialization and even death. Although
serious Gl tract ulcerations and bleeding can occur without warning symptoms, patients
should be alert for the signs and symptoms of ulcerations and bleeding, and shouid ask for
medma\ advics when obseving any ndicative sign or symptoms nluding epigasirc pan.
jyspepsia, melena, and hematemesis. Patients should be apprised of the importance of this
foly-up sce WARNINGS, Gastrainestinal (G) Efects - Risk of G Ulceration, Biseding,
and Perforal

oration

Meloxicam, [ike other NSAIDs, can cause serious skin side effects such as exfoliative

dermatitis, SJS, and TEN, which may result in hospitalizations and even death. Although

serious skin reactions may occur without warning, patients should be alert for the signs and

symptoms of skin rash and biisters, fever, or other signs of hypersensitivity such as itching,

and should ask for medical advice when observing any indicative signs or symptoms.

Patints should be avisd o stop the crug immediaely if thy develop any ype o ash and

contact their physicians s 500n as

it should promptl repor Signs or symptoms of nexplained weight gai or edema to

their physicians.

Patients should be informed of the warning signs and symptoms of hepatotoxiciy (¢.0..

nausea, fatigue, lethargy, pruritus, jaundice, right upper quadrant tenderness, and “flu-like™

symptoms) H these occur, patients should be instructed to stop therapy and seek immediate

medical ther

Patients shuu\d be informed of the signs of an anaphylactoid reaction (e.g., difficulty

breathing, swelling of the face or throat). If these occur, patients should be instrucied to seek

immediate emergency help (see WA ).

7. In late pregnancy, as with other NSAIDs, meloxicam should be avoided because it wil cause

premature closure of the ductus arteriosus.

Laborator

Because Serous 61 tract uleratons and beeding can occur wihout waming symptoms,

physicians should monitor for signs or symptoms of Gl bieeding. Patients on long-term treatment
ith NSAIDs should have their CBC and a chemistry profile checked periodicaly. If clinical signs

and symptoms consistent with liver or renal disease develop, systemic manifestations occur (¢.0.,

eosinophilia, rash, etc.) or if abnormal liver tests persist or worsen, meloxicam should

discontinue

Drug Interactions

ACE-inhibitors

Reports suggest that NSAIDs may diminish the antinypertensive effect of AGE-inhibitors. This

interaction should be given consideration in patients taking NSAIDs concomitantly with ACE

inhibitors.

-

fen meloxicam is administered with aspirin (1000 mg TID) to healthy volunteers, it tended to
increasa the AUC (10%) and Gy (24%) of meloicam T clincl sgniican of this interaction

known; however, as Wil IDs concomitant administration of meloxicam and
aspirn s ot el ecarmanaabotanso o 1o ool or nreased aerse ofects

mitant administration of low-Gose aspirin vith meloxicam may result in an increased ra
o7 o of i COTIANS, CORPAIE 1 L5s of MENDARA e, MG &t 3
substitute for aspirn for cardiovascular prophylaxis
Cholestyramin
Pretratment for four days wih cholestyramine signifeanly increesed the clearance, of
meloxicam by 50%, This resulted in a Gecrease in tyz, 0125 hours, and a 35%
on in AU, This suggests the existnce of 4 ecculation iy o1 meloicam 1 i
gastrointestinal tract. The clinical relevance of this interaction has not been established
etidine

Concomitant administration of 200 mg cimetidine QID did not alter the single-dose
pharmlzcukmetms of 30 mg meloxicam.
joxin

Meloxicam 15 mg once daily for 7 days did not alter the plasma concentration profile of digoxin
after -acetyldigoxin administration for 7 days at clinical doses. In vifro testing found no protein
binding drug interaction between digoxin and meloxicam.

urosemit
Clinical studies, s well as post-marketing observations, have shown that NSAIDS can reduce the
natriuretic effect of furosemide and thiazides in some patients. This response has been attributed
o inhibition of renal prostaglandin synthesis. Studies with furosemide agents and meloxicam
have not demonsirated a reduction in natriureti effect. Furosemide single and multiple dose
phamicodynanics and phamacokinelcs s not affected by mullle doses of o,

evertheless, during concomitant therapy with meloxicam, patients should be observed closely
h;'r signs of declining renal failure (e WARNINGS, Renal Effects), as well as to assure diuretic
elfcacy

e s(u%v conducted in healthy sublects, mean pre-dose lthium concentration and AUG were
increased by 21% In subjecs receving itum doses rangig from 804 t 1072 mg BID wih
meloxicam 1 mpared to subjects receiving lithium alone. These effects have been
g oo o ronal prosagnd ayeloe by melzam. Fitons o Hum
treatment should be closely monitored for signs of lithium toxcity when meioxica s introduced,
adjusted, or withdrawn.
Methotrexate
NSAIDS have been reported to competitively inhibit methotrexate accumulation in rabbit kidney
slces. This may indicate that they could enhance the toxicity of methotrexate. Caution should be
used when NSAIDS are administered concomitantly with methotrexate.
Ip i, mthotrxat id ot dislace melocam from A human serum bindig stes

arfarin

The efcts o wartar ang NSAIDs on 1 bieding ao ynergisti, uch tha usersof bt drugs
together have a isk of serious GI bleeding higher than users of either drug alone

Acoaguian actiy shoLld be monitored, partuirly 1t the fst few Gaye afer itating o
changing meloxicam therapy in patients receiving warfarin or similar agents, since these patients

treatment goups across meloian tls.
iticenter, double-blind, randomized trial was conducted in patients with

Cedoasitisof th i or hip to compare the efficacy and safety of meloxicam vith placebo and

with an active contro

Table 2 depicts adverse events that occurred in > 2% of the meloxicam treatment groups in a

12- week placebo and active-controled osteoarthriis rial

Psychiatric Disorders abnormal dreaming, anxiety, appetite increased,
confusion, depression, nervousness, somnolence
asthma, bronchospasm, dyspnea

alopecia, angioedema, bullous eruption, eryihema
‘multiforme, photosensitivity reaction, pruritus,
exfolative dermatits, Stevens-Johnson syndrome,
weating increased, foxic epidermal necrolysis,
urticaria

Respiratory
SKkin and Appendages.

Special Senses Dol Viion, CONUNGIVS Gste perversion,

Urinary System amummuna BUN increased, creatining increased,
hematuria, inferstitial nephrits, renal failure
OVERDOSAGE

There is limited experience with meloxicam overdose. Four cases have taken 6 to 11 times the
Highestrecommended dose; all ecovered. Cholestyramin is known to accelrate the clearance
of meloxica

Symptoms following acute NSAID overdose are usually imited to lethargy, drowsiness, nausea,
vomiting, and epigastric pain, which are generally reversible with supportive care, Gastrointestinal
bleeding can occur. Severe poisoning may result in hypertension, acute renal failure, hepatic
dysfuncion, respiratory depression, coma, convulsions, cardiovascular collapse, and cardiac
artest. Anaphylactoid reactions have been reported with therapeutic ingestion of NSAIDs, and may
occur following an overdoss

Patients should be managed with symptomatic and supportive care following an NSAID overdose.
In cases of acute overdose, gastric lavage followed by activated charcoal s recommended. Gastric
lavage performed more than one hour after overdose has litle benefit in the treatment of
overdose. Administration of activated charcoal is recommended for patients who present 1-2
hours affer overdose. For substantial overdose or severely symptomatic patients, activated
charcoal may be administered repeatedly. Accelerated removal of meloxicam by 4 gm oral doses
of cholestyramine given three times a day was demonstrated in a clinical trial. Administration of
sholestyramine may be usefl folowing an overdose Foreed dureis. alklinzation of ure,
hemodialysis, or hemoperfusion may not be useful due to high protein binding.

DOSAGE AND ADMINISTRATION

Osteoarthritis, Carefully consider the potential benefits and risks of meloxicam and other
treatment options before deciding to use meloxicam. Use the lowest effective dose for the
shortest duration consistent with individual patient treatment goals (see

After observing the response to inital therapy with meloxicam, the dose should be adjusted to suit
an individual patient's needs.

For the relief of the signs and symptoms of osteoarthritis the recommended starting and
maintenance oral dose of meloxicam is 7.5 mg once daily. Some patients may receive additional
benefit by increasing the dose to 15 mg once daiy

The maximum fecoftmended daly oral 405e of MELOXICAM s 15 mg.

Meloxicam may be taken without regard to timing of meals

HOW SUPPLIED

Meloxicam s available as: 7.5 mg pastel oo, v, debossed tablets with ‘B404' on one side

and plain on the other side, and as 15 mg pastel yellow, capsule-shaped tablets debossed with

“Ga15"an ane side and piah o the other S

Meloxicam Tablets 7.5 mg is available as follows:
NDC 51991-404-

NDC 51991-404-01, Bottles of 100
1991-404-10, Bottles of 1000
Meloxicam Tablets 15 mg is available as follows:
NDC 51991-419-01; Bottles n! 100

. Bottles
10 15°C- 30'0 (59'F 86°F). Keep Meloxicam tablets

NDC
Slre at 25° (77°F); sxcursions permitte
ina

Dispense tablets n a iht conainer.

Keep this and all medications out of the reach of children
Meloxicam Tablets 7.5 mg and 15 mg are manufactred by:

Jubilant Pharmaceuticals, Inc., Salisbury, MD 21

Distributed by: Breckenridge bihmatouél e, Boca Raton, L 33487, USA

ATTdENTInII DISPENSER: Accompanying Medication Guide must be dispensed with this
produet.
Meloxicam Tablets

Medication Guide for Non-Steroidal Anti-Inflammatory Drugs (NSAIDs)
(See the end of this Medication Guide for a list of prescription NSAID medicines).

What is the most |mpnmm mimmatmn I should know about medicines called Non-Steroidal
Anti-Inflammatory Drugs (NSAIDS)?
D medicines may Inulnx:n lhu chance of a heart attack or stroke that can lead to death.
This chance increases:
« with longer use of NSAID medicines

NSAID medicines should never be used right bfore or afte a heart surgery called a
ry artery bypass graft (CABG).
NSAID medicines can ause uiers and biccing n the stomach and inesines at any time

« can happen without warning symptoms

The chance of a parson eting an e o besding ncreses ity
led “corticosteroids” and “anticoagulants”

NSAID mahones should only be used:
e lowest dose vuss\ble for your treatment

" WHO preferred terms edema, edema dependent, edema peripheral and edema legs
combined

" A Imllmmllnrv Drugs (NSAIDs)?
NSAID medicines are used to treat pain and redness, swelling, and heat (inflammation)

« menstrual cramps and other types of short-term pain
Whn shnllld mll (aku a Nnn Slaruldll Anti- Inﬂlmmllw‘{ Drug (NSAID)?
0 not take a

. n you had " asmma anack hives, or other allergic reaction with aspirin o any other NSAID

;1o i right beforo oraftrheartbypass surgery
rovi

* aboutll oftho meticines you ake, NSAIDS an some ofher medicinescan neract itheach
other and cause serious side effects. Keep a list of your medicines o show to your

healthcare provider and pharmacist

medicines should not be used by pregnant women late in their

Table2  Adverse Events (%) Occurring in > 2% of MELOXICAM Patients in a 12- : ngor use of NSAID o
Week Osteoarthriis Placebo and Active-Controlled Trial In people who have heart disease
Placebo  Melo Meloxicam _ Diclofenac “corona
7.5 my daily_15 ma daily 100 mg daily
No. of Patients 157 15/ 156 153 during treatment, Ulcers and
72 201 73 1 « may cause de
Abdominal Pain 7 hance o 2 i
« taking medicines cal
Diarthea 7. - faking med
Dyspepsia 4 « smoking
Flatulence 3 ; drinkingalonol
Nausea 3 e
Body as a Whole
Acsident Household Dty as prescribed
Edema’ * for the shortesttime nee
Fall
nfluenza-Like Symptoms from medical conditions such as:
Central and Peripheral « different types of arthritis
rvous System
Dizziness 32 26 38 20
Headache 102 78 83 59 o
Respiratory Jodicine
Pharyngitis 13 06 32 13 Tell your healihcare
Tpper Respratony Tract about al of your medical condition:
Tnfection 79 32 79 33
Skin
.if t. NSAI
Rash’ 25 26 08 20 sananeyeorant. NS

regnancy
4 5 you are breastfeeding. Talk to your doctor
What are the possible side effects of Non-Steroidal Anti-Inflammatory Drugs (NSAIDs)?

¢ WHO preferred terms rash, rash and rash maculo-papular combined

The adverse events that occurred with MELOXICAM in > 2% of patients treated short-term
(46 yseks)and ong-erm (6 morths) i acive controled cstoars s are prsented n
able 3.

Table3  Adverse Events (%) Occurring in > 2% of MELOXICAM Patients
in 4 to 6 Weeks 6 Month Active-Controlled Osteoarthritis Trials

-6 Weeks Controlled Trials| 6 Month Controlled Trials

Serious side effects include: Other side effects include:
ean attack tomach pain
onstipation
iy p— « diarrhea

 heart falurd from body sweling

- gas
fluid retention) « heartburn

ddney problems including kidney failure « nausea
leeding and ulcers in the stomach and intestine «vomiting
low red blood cels (anemia) « dizziness

WHO preferred terms edema, edema dependent, edema peripheral and edema legs
ombined

*  WHO preferred terms rash, rash erythematous and rash maculo-papular combined

Highr doses of mloxicam (22.5maand geater) e been assaiated ithan nreased sk of
serious Gl events therefore the daily dose of meloxicam should not exceed

The following s a ist of adverse drug reactions occurring in < 2% of patients vecewmg meloxicam
in clinical trials involving approximately 16,200 patients. Adverse reactions reported only in

Weloxicam  Welo Weloxicam _ Wieloxicam ife-threatening skin reactions
5 mg dally 15m 7.5 mg dally 15 mg dally ifothreatening allergic reactions
e e iver problems including fvr failure
No. of Patients 8955 256 169 306 « asthma attacks in people who have asthma
18 80 266 2
Get emergency help right away if you have any of the following symptoms:
Abdominal Pain 7 3 47 « shortness of breath or trouble breathing
Constipation 7 + slurred speech
Diarthea 7 * chest pai
« swelling of the face or throat
Dyspepsia 4 « weakness in one part or side of your b
Flatulence 04 St your NSAID medicine and cal Yo Healthcare pravder right away if you have any of
Tavser i - the l:llnwmg symptom;
Vomiting 08 8 2 « more tired or weaker than usual
Body as a Whole . itchin
« your skin o eyes look yellow
Edema’ 06 20 24 16 * Lomach pain
Pain [ 70 36 52 * fisfie symploms
« vomit biood
Central and Pﬂlnheval « there is blood in your bowel movement or it is black and sticky like tar
Nervous Syst « unusual ieight gain
Dizziness 11 16 24 26 ;s ash t':rhhhsters e
« swelling of the arms and legs, hands and feet
Headache 24 27 L] 26 Tnese are ot al e sce efects ih NSAID medines. Talk 0 your neatcare provigr or
Hematologic pharmacist for more information about NSAID medicines.
‘Anemia 01 00 41 29 Gther information about Non-Steroidal Anti-Inflammatory Drugs (NSAIDs):
« Aspiin is an NSAID medicine bu it does not increase the chance of a heart attack. Aspirin
Musculoskeletal can cause bleeding in the brain, stomach, and intestines. ASpirin can also cause uicers i the
Arthralgia 05 00 53 13 stomach and intestines.
+ Some of these NSAID medicines are sold i lower doses vithout a prescription (over-the-
Back Pain 05 04 30 07 counter). Talk to your healthcare provider before using over-the-counter NSAIDs for more
Psychiatric than 10'days.
Insomnia 04 00 36 18 NSAID medicines that need a prescription
Respiratory Generic Name | _Product Trademark(s)
Coughing 02 08 24 10 Feehoos T Coiebror
Upper Respiratory Diclofenac Cataflam®, Voltaren”, Ahrotec™ (combined with misoprostol)
Tract nfection 02 00 53 75 Dieal Dol
Skin Etodolac Lodine", Lodine® XL
Prutus 04 12 24 00 Fenoprofen Nafon”, Nalfon® 200
fash 03 12 30 13 Flurbiprofen Ansaid”
Urinary Thuprofen Motrin®, Tab-Profen”. Vicoprofen” (unmbmed with hydrocodone),
Micturition Frequency 0.1 04 24 13 Comburiox™ (combired with oxycodone)
Urinary Tract Infection 0.3 04 a7 69 Indomethacin indocin’. Indocin® SR, Indo-Lemmon'™, Indomethegan™

'Ewgﬂw\depqstmarkeimgexpenencenrthehievaﬁureareshqwnm‘ arc consdered are
(< 0.1%).

Body as a Whole allrgi eaclion anaphylacioid reasions ncucing
shock, face edema, fatigue, fever, hot flushes,
ma\alss SYHEDDQ weight decrease, weight mcrease
angina pectoris, cardiac failure, hypertension,
ypotension, myocardial infarction, vasculitis

Ceniral and Peripheral Nervous System _convulsions, paresthesia, iremor, vertigo
Gastrointestinal colts, dy motth, duodenal Uoer rucafo,
esophagitis, gastric ulcer,
gasuoosophagea reflux, gagtronsstinal
Remorrhage, hematemesis, hemorrhagic duodenal
ulcer, hemorrhagic gastric ulcer, intestina
perfration. melea panceatts, periorated
duodenal uicer, perforated gastric ulcer, stomatitis
ulcerative

arthythmia, palpitation, tachycardia

agranulocytosis, leukopenia, purpura, thrombocytopenia

Cardiovascular

Heart Rate and Rhythm
Hematologic

[ Ketoprofen | Oruvail~

Ketorolac Toradol”

Mefenamic Acid | _Ponstel”

Meloxicam Mobic”

Nabumetone Relafen”

Naproxen Naprosyn", Anaprox”, Anaprox’ DS, EC-Naprosyn™, Naprelan",

Nabrapac® (copackaged whh nsoprazole

Oxaprozin Daypro”

Piroxicam Feldene”

Sulindac Clinori”

Tolmetin Tolectin®, Tolectin DS*, Tolectin® 600

Al registered trademarks in this document are the proer nf i espective ounars.
Please address medical inquiries to, www.bpirx.com or (g

Meloxicam Tablets 7.5 mg and 15 mg are rma b

Jublant Pharmacouticals, ., Salsbur, MD 21801, USA

Distributed by:

Breckenridge Pharmaceutical, Inc., Boca Raton, FL 33487, USA

This Medication Guide has been approved by the US Food and Drug Administration.
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