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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use MELOXICAM TABLETS
. safely and effectively. See full prescribing information for MELOXICAM TABLETS USP.

MELOXICAM Tablets USP, for ora use
Initial U.S. Appro

VARNIG K OF Sevious AND. EVENTS
il prescribing information for complete boxed warning.

can be fatal. This risk may occur treatment and may increase with duration

Meloxicam tablets are contraindicated in the setting of coronary artery bypass graft
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+ Known hypersensitivy to meloxicam or any components of the drug product (4)
+ History of asthma, urtcaria, or other allergc-type reactions after taking aspirn or other NSAIDS (4)
+ Inthe setting of CABG surgery (4)

A

+ Hepatotoxicty - Inform patients of warning signs and symptoms of hepatotoxiciy. Discontinue if
abnormal Iver tests persist or worsen or if cinical signs and symptoms of iver disease develop (5.3)

« Hupertension : Patients medications
these therapios when taking NSAIDs. Monitor blood pressure (5.4, 7)

» Heart Failure and Edema : Avoid use of Meloxica in patients with severe heart failure unless benefits
are expected to outweigh risk of vorsening heart falure (5.5)

+ Renal Toxic with renal heart falu
dehydration, or hypovolemia. Avoid use of Meloxica in patients with advanced renal disease unless
benefis are expected to outwelgh fisk of worsening renal functio (5.6)
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To report SUSPECTED ADVERSE REACTIONS, contact Unichem Pharmaceuticals (USA), Inc. at
1-866-562-4616 or FDA at 1-800-FDA-1088 or www.fda.qov/medwatch.

+ Drugs that Interfere with Hemostasts (e o. varfarin, aspirin, SSRIS/SNRIs) - Monitor patients for bleeding
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FULL PRESCRIBING INFORMATION

WARNING: RISK OF SERIOUS C ULAR AND
ENTS
rdiov:

« Nonsteroidal anmnﬂammamry drugs (NSAIDs) cause an increased
risk of serious event:

infarction and stroke, which can be fatal. This risk may occur early in
Erotment and may increase with duration of use [see Wor
Precautions (5.1) 1.

« Meloxicam tablets are contraindicated in the setting of coronary
artery bypass graft (CABG) surgery [see Contraindications (4) and
Warnings and Precautions (5.1) 1.

troint 1 B ion,

“NSAIDs cause an increased risk of serious gasrointestinal (G)
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
and patients with a prior history of peptic ulcer disease and/or GI
bleeding are at greater risk for serious Gl events [see Warnings and
Precautions (5.

1 INDICATIONS AND USAGE

1.1 Osteoarthritis (OA)

Meloxicam tablets are indicated for relef of the signs and symptoms of osteoarthritis
[see Clinical Studies (14.1)).

1.2 Rheumatoid Arthritis (RA)

Meloxicam tablets are indicated for relief of the signs and symptoms of rheumatoid
arthritis [see Ciinical Studies (14.1)]

1.3 Juvenile Rheumatoid Arthritis (JRA) Pauciarticular and Polyarticular Course
Meloxicam tablets are indicated for relief of the signs and symptoms of pauciarticular or
polyarticular course Juvenie Rheumatoid Arthritis in patients who weigh =60 kg [see
Dosage and Administration (2.4) and Clinical Studies (14.2)1.

2 DOSAGE AND ADMINISTRATION

2.1 General Dosing Instructions
Carefully consider the potential benefits and risks of Meloxicam tablets and other




treatment options before deciding to use Meloxicam tablets. Use the lowest effective
dosage for the shortest duration consistent with individual patient treatment goals [see
Warnings and Precautions (5)].

After observing the response to initial therapy with Meloxicam tablets, adjust the dose to
suit an individual patient's needs.

In adults, the maximum recommended daily oral dose of Meloxicam tablets is 15 m
regardiess of formulation. In patients with hemodialysis, a maximum daily dosage of 7.5
mg is recommended [see Use in Specific Populations (8.7) and Clinical Pharmacology
(12.3)].

Meloxicam tablets may be taken without regard to timing of meals

2.2 Osteoarthritis

nd maintenance oral dose of Meloxicam tablets is 7.5 mg once daily. Some patients

[For the relief of the signs and symptoms of osteoarthritis the recommended starting
imay receive addttional benefit by increasing the dose to 15 mg once dail.

2.3 Rheumatoid Arthritis

For the relef of the signs and symptoms of rheumatoid arthritis, the recommended
starting and maintenance oral dose of Meloxicam tablets is 7.5 mg once daly. Some
patients may receive additional benefit by increasing the dose to 15 mg once day.

2.4 Juvenile Rheumatoid Arthritis JRA) Pauciarticular and Polyarticular Course

For the treatment of juvenie rheumatoid arthrits, the recommended oral dose of
Meloxicam tablets is 7.5 mg once daily in chidren who weigh =60 kg. There was no
additional benefit demonstrated by increasing the dose above 7.5 mg in clinical trials

Meloxicam tablets should not be used in chidren who weigh <60 kg

2.5 Renal Impairment

The use of eoxicam tablets in subjects with severe renal impairment is not
recommend

In patients on hemodialysis, the maximum dosage of Meloxicam tablets is 7.5 mg per
day [see Clnical Pharmacology (12.3))

2.6 ity with Other ions of Meloxicam

Meloxicam tablets have not shown equivalent systemic exposure to other approved
formulations of oral meloxicam. Therefore, Meloxicam tablets are not interchangeable
with other formulations of oral meloxicam product even if the total miligram strength is
the same. Do not substitute similr dose strengths of Meloxicam tablets with other
formulations of oral meloxicam product.

3 DOSAGE FORMS AND STRENGTHS

Meloxicam Tablets USP:

« 7.5 mg: Light yellow, round flat beveled edged, tablet with U & L debossed on one
side and 7.5 debossed centrally on the other side

« 15 mg: Light yelow, capsule shaped, biconvex, tablet with U & L debossed on one
side and 15 debossed centrally on the other side

4 CONTRAINDICATIONS

Meloxicam tablts are cnntra\nd:ated in the following patients:

« Known hypersensitivity (e- phylactic reactions and serious skin reactions) to
cloxicann or any Componente of the drug product (s6e Warnigs and precattons
(57,5.9)1

« History of asthma, urticaria, or other alergic-type reactions after taking aspirin or
other NSAIDs. Severe, sometimes fatal, anaphylactic reactions to NSAIDs have been
reported in such patients [see Warnings and Precautions (5.7, 5.8) 1

« In the setting of coronary artery bypass graft (CABG) surgery [see Warnings and
Precautions (5.1) |

5 WARNINGS AND PRECAUTIONS

5.1 Cardiovascular Thrombotic Events

Cinical trials of several COX-2 selective and nonselective NSAIDs of up to three years
duration have shown an increased risk of serious cardiovascular (CV) thrombotic
events, including myocardial infarction (MI) and stroke, which can be fatal. Based on
available data, it is unclear that the risk for CV thrombotic events is similar for all NSAIDs.
The relative increase in serious CV thrombotic events over baseline conferred by NSAID
use appears to be similar in those with and without known CV disease or risk factors for
CV disease. However, patients with known CV disease or risk factors had a higher
absolute incidence of excess serious CV thrombotic events, due to their increased
baseline rate. Some observational studies found that this increased risk of serious CV
thrombotic events began as early as the first weeks of treatment. The increase in CV
thrombotic risk has been observed most consistently at higher doses.

To minimize the potential risk for an adverse CV event in NSAID-treated patients, use the
lowest effective dose for the shortest duration possible. Physicians and patients should
remain alert for the development of such events, throughout the entire treatment
course, even in the absence of previous CV symptoms. Patients should be informed
about the symptoms of serious CV events and the steps to take f they occur.

There is no consistent evidence that concurrent use of aspirin mitigates the increased
risk of serious CV thrombotic events associated with NSAID use. The concurrent use of
aspirin and an NSAID, such as meloxicam, increases the risk of serious gastrointestinal
(Gl) events [see Warnings and Precautions (5.

Status Post Coronary Artery Bypass Graft (CABG) Surgery.

Two large, controlled clincal trials of a COX-2 selective NSAID for the treatment of pain in
the first 10-14 days folowing CABG surgery found an increased incidence of myocardial
infarction and stroke. NSAIDs are contraindicated in the setting of CABG [see
Contraindications (4)1.

Post:Mi Patients

Observational studies conducted in the Danish National Registry have demonstrated that
patients treated with NSAIDS in the post-MI period were at increased risk of reinfarction,
CV-related death, and al-cause mortalty beginning in the first week of treatment. In this
same cohort, the incidence of death in the first year post-MI was 20 per 100 person
years in NSAID-treated patients compared to 12 per 100 person years in non-NSAID
exposed patients. Athough the absolute rate of death declined somewhat after the first
year post-MI, the increased relative risk of death in NSAID users persisted over at least
the next four years of follow-up.

Avoid the use of Meloxicam in patients with a recent MI unless the benefits are expected
to outweigh the risk of recurrent CV thrombotic events. If Meloxicam s used in patients
with a recent M, monitor patients for signs of cardiac ischemia.

5.2 Gastrointestinal Bleeding, Ulceration, and Perforation

NSAIDs, including meloxicam, can cause serious gastrointestinal (GI) adverse events
including inflammation, bleeding, ulceration, and perforation of the esophagus, stomach,
smallintestine, or large intestine, which can be fatal. These serious adverse events can
occur at any time, with or without warning symptoms, in patients treated with NSAIDs.
Only one in five patients who develop a serious upper Gl adverse event on NSAID
therapy is symptomatic. Upper Gl ulcers, gross bleeding, or perforation caused by
NSAIDs occurred in approximately 1% of patients treated for 3-6 months, and in about
2-4% of patients treated for one year. However, even short-term NSAID therapy is not
without ris|
Risk Factors for Gl Bleeding, Ulceration, and Perforation
Patients with a prior history of peptic ulcer disease and/or Gl bleeding who used NSAIDs
had a greater than 10-fold increased risk for developing a Gl bleed compared to patients
without these risk factors. Other factors that increase the risk of Gl bleeding in patients
treated with NSAIDs include longer duration of NSAID therapy; concomitant use of oral
cortcosterail, aspir, nticosguiants, o selecie serotonirevplake phibkors
(SSRIs); smokin f alcohol: older age; and poor general health status. Most
Postmarketing raports of fat2 G events occurTed i akery o deblkated patnts
Additionally, pamems with advanced iver disease and/or coagulopathy are at increased
risk for Gl bleedin

mmmmmmﬂunmmmmm&

+ Use the owest efectve dosage for the hartest possibe duraton

« Avoid administration of more than one NSAID at a t

+ Avok use n pafiets at higher risk unless benefis are expected to cutweih the
increased risk of bleeding. For such patients, as well as those with active Gl bleeding,
consider alternate therapies other than NSAIDs

Remain alert for signs and symptoms of Gl ukceration and bleeding during NSAID
therapy.

Ifa serous Gl adverse event i suspected. prompty ntate evaluation and treatmen,
and discontinue Meloxicam unti a serious Gl adverse event is ruled

In the s; f concomitant use of low-dose aspirin for cardiac pmphy\axs, monitor
patients more closely for evidence of Gl bleeding (see Drug Interactions (7) .

5.3 Hepatotoxicity

Elevations of ALT or AST (three or more times the upper imit of normal [ULN]) have
been reported in approximately 1% of NSAID-treated patients in clinical trials. In addition,
rare, sometimes fatal, cases of severe hepatic injury, including fulminant hepatitis, Iver
necrosis, and hepatic faiure have been reported.

Elevations of ALT or AST (less than three times ULN) may occur in up to 15% of patients
treated with NSAIDs including meloxicam.

Inform patients of the warning signs and symptoms of hepatotoxicity (e.g., nausea,
fatigue, lethargy, diarrhea, pruritus, jaundice, right upper quadrant tenderness, and "flu-
like® symptoms). If clinical signs and symptoms consistent with iver disease develop, or
f systemic manfestatons occur (. cosio , discontinue Meloxicam
immediate! erform a cinical sloation of the s panem Tate Use n Specie
Popuatons (6.6) and Cinkal Prarmacoioay (123)

5.4 Hypertension

NSAIDs, including Meloxicam, can lead to new onset or worsening of preexisting
hypertension, either of which may contribute to the increased incidence of CV events
Patients taking angiotensin converting enzyme (ACE) inhibitors, thiazide diuretics, or
loop diuretics may have impaired response to these therapies when taking NSAIDs [see
Drug Interactions (7))

Monitor blood pressure (BP) during the iniiation of NSAID treatment and throughout the
course of therapy.

5.5 Heart Failure and Edema

The Coxio and traditonal NSAID Trilsts Colaboration meta analsis of randomized
controlled trials an jo-fold increase in for
heart faiure i COX.2 seloctive-treated pationts st NAID-treated patients
compared to placebo-treated patients. In a Danish National Registry study of patients
with heart failure, NSAID use increased the risk of MI, hospitalization for heart failure,
and death.

‘Additionally, fluid retention and edema have been observed in some patients treated with
NSAIDs. Use of meloxicam may blunt the CV effects of several therapeutic agents used
to treat these medical conditions (e.g., diuretics, ACE inhibitors, or angiotensin receptor
blockers [ARBs)) [see Drug Interactions (7))

Avoid the use of Meloxicam in patients with severe heart failure unless the benefis are
expected o outweigh the ik of worsening heart falure. I Hieoxicam s used i patints
Wi sovere heart alure, monitor patents for signs of worsening heart falure.



5.6 Renal Toxicity and Hyperkalemia
‘Renal Toxicity

Long-term administration of NSAIDs, including Meloxicam, has resutted in renal papilary
necross, renal insufficiency, acute renal failure, 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,
adminstration of an NSAID may cause a dose-dependent reduction in prostaglandin
formation and, secondarily, in renal blood flow, which may precipitate overt renal
decompensation. Patients at greatest risk of this reaction are those with mpawed renal
function, dehydration, hypovolemia, heart failure, liver dysfunction, those taki

Gratcs and ACE Inhbters or ARBE, anl the aderly. Dcontinuation of NSAID therapy
is usually folowed by recovery to the pretreatment state.

The renal effects of Meloxicam may hasten the progression of renal dysfunction in
patients with preexisting renal disease. Because some Meloxicam metaboltes are
excreted by the kidney, monitor patients for signs of worsening renal function.

Correct volume status in dehydrated or hypovolemic patients prior to intiating
Meloxicam. Monitor renal function in patients with renal or hepatic impairment, heart
failure, dehydration, or hypovolemia during use of Meloxicam [see Drug Interactions (7))

No information is avaiable from controlled ciinical studies regarding the use of
Meloxicam in patients with advanced renal disease. Avoid the use of Meloxicam in
patients with advanced renal disease unless the benefits are expected to outweigh the
risk of worsening renal function. If Meloxicam is used in patients with advanced renal
disease, monttor patients for signs of worsening renal function [see Clinical
Pharmacology (12.3)}

Hyperkalemia

Increases in serum potassium concentration, including hyperkalemia, have been
reported with use of NSAIDs, even in some patients without renal impairment. In
patients with normal renal function, these effects have been attributed to a
hyporeninemic-hypoaldosteronism state.

5.7 Anaphylactic Reactions

Meloxicam has been associated with anaphylactic reactions in patients with and without
known hypersensitivity to meloxicam and in patients with aspirin-sensitive asthma [see
Contraindications (4) and Warnings and Precautions (5.8)1.

Seek emergency help if an anaphylactic reaction occurs,

5.8 Exacerbation of Asthma Related to Aspirin Sensitivity

A subpopulation of patients with asthma may have aspirin-sensttive asthma which may
include chronic rhinosinusitis complicated by nasal polyps; severe, potentialy fatal
bronchospasm; andor intolerance to aspirin and other NSAIDs. Because cross-
reactivity between aspirin and other NSAIDs has been reported in such aspirin-sensitive
patients, Meloxicam is contraindicated in patients with this form of aspirin sensitivity [see
Contraindications (4)1. When Meloxicam is used in patients with preexisting asthma
(without known aspirin sensttivity), monitor patients for changes in the signs and
symptoms of asthma.

5.9 Serious Skin Reactions

NSAIDs, including meloxicam, can cause serious skin adverse reactions such as
exfoliative dermatitis, Stevens-Johnson Syndrome (SJS), and toxic epidermal necrolysis
(TEN), which can be fatal. These serious events may occur without warning. Inform
patients about the signs and symptoms of serious skin reactions, and to discontinue the
use of Meloxicam at the first appearance of skin rash or any other sign of
hypersenstivity. Meloxicam is contraindicated in patients with previous serious skin
reactions to NSAIDs [see Contraindications (4)).

5.10 Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS)
Drug Reaction wth Eosinophia and Systemic Symptoms (DRESS) has been reported in

patients taking NSAIDs such as meloxicam. Some of these events have been fatal or life-
threatening. DRESS typu:a\ly Sknouoh ot exc\usrvely presents with fever, ras!
oth include

hepatitis, nephritis, hemambg\ta\ Sbrormaltes, myocartks, of myosks, Sometimes
symptoms of DRESS may resemble an acute viral infection. Eosinophilia is often present.
Because this disorder is variable in its presentation, other organ systems not noted here
may be involved. It is important to note that early manifestations of hypersensitivity,
such as fever or lymphadenopathy, may be present even though rash is not evident. If
such signs or symptoms are present, discontinue meloxicam and evaluate the patient
immediately.

5.11 Fetal Toxicity
Premature Closure of Fetal Ductus Arteriosus

Avoid use of NSAIDs, including meloxicam, in pregnant women at about 30 weeks
gestation and later. NSAIDs, including meloxicam, increase the risk of premature closure
of the fetal ductus arteriosus at approximately this gestational age.
Oligohydramnios/Neonatal Renal Impairment

Use of NSAIDs, nclding mekoxicam, a about 20 weeks gestation or ter 1 pregrancy
may cause fetal renal dysfunction leading to oligohydramnios and, in some case:

neonatal enal mpakmant. Thess adverse outcames are seen. on average, ater 42ys to
weeks of treatment, although oligohydramnios has been infrequently reported as soon
as 48 hours after NSAID initiation. Oligohydramnios s often, but not always, reversible
with treatment [ of prolonged may, for
‘example, include limb contractures and delayed lung maturation. In some postmarketing
cases of impaired neonatal renal function, invasive procedures such as exchange
transfusion or dialysis were required.

If NSAID treatment is necessary between about 20 weeks and 30 weeks gestation, limit
meloxicam use to the lowest effective dose and shortest duration possible. Consider
ultrasound monitoring of amniotic fluid if meloxicam treatment extends beyond 48

5. Discontinue meloxicam if oligohydramnios occurs and follow up according to
clinical practice [see Use in Specific Populations (8.

5.12 Hematologic Toxicity

Anemia has occurred in NSAID-treated patients. This may be due to occult or gross.

blood loss, fluid retention, or an incompletely described effect on erythropoiesis. If a

petient trestes] wkh Meloxicam hes ny sgs or symptoms of aneria, monkor
emoglobin or hematocrit

NSAIDs. including Meloxicam, may increase the risk of beeding events. Co-mortid
conditions such as coagulation disorders or concomitant use of warfarin, oti
anticoaguiants, antpatelet agents (e, aspirn), serotoni reuptake nhisors {ssais)
31 seratonin norepinephrine reuptake i (SNRIS) may increase this risk. Monitor
these patients for signs of bleeding [see Drug Interactions (7.

5.13 Masking of Inflammation and Fever

‘The pharmacological activity of Meloxicam in reducing inflammation, and possibly fever,
may diminish the utilty of diagnostic signs in detecting infections.

5.14 Laboratory Monitoring
Because serious Gl bleeding, hepatotoxicity, and renal injury can occur without warning
symptoms or signs, consider monitoring patients on long-term NSAID treatment with a
CBC and a chemistry profile periodicaly [see Warnings and Precautions (5.2, 5.3, 5.6)).

6 ADVERSE REACTIONS
The following adverse reactions are discussed in greater detailin other sections of the
labeling:

« Cardiovascular Thrombotic Events [see Boxed Warning and Warnings and
Precautions (5.1) ]

Gl Bleeding, Ulceration, and Perforation [see Boxed Warning and Warnings and
Precautions (5.2) 1

Hepatotoxicity [see Warnings and Precautions (5.3) 1

Hypertension [see Warnings and Precautions (5.4) |

Heart Failure and Edema [see Warnings and Precautions (5.5) 1

Renal Toxicity and Hyperkalemia [see Warnings and Precautions (5. 1

Anaphylactic Reactions [see Warnmgs and Precautions (5.

Serious Skin Reactions [see Warnings and Precaution: o

Drug Reacton wih Ecsinophilaand Systemic Symptoms (DRESS) [see Warnings and
Precautions (5.10)

Fetal Toxicty [see Warnings and Precautions (5.11)

« Hematologic Toxicity [see Warnings and orecatans (5.12)]

6.1 Clinical Trials Experience

Because clnicaltrias are conducted under widel varying conditons, adverse reaction
in the clinical trials of a drug cannot be directly compared to rates in the
Ciniaitrals of another rog and mey not reflect the rates observed n practice.

Adults
Osteoarthritis and Rheumatoid Arthritis

‘The Meloxicam Phase 2/3 clinical trial database includes 10,122 OA patients and 1012 RA
patients treated with Meloxicam 7.5 mg/day, 3505 OA patients and 1351 RA patients
treated with Meloxicam 15 mg/day. Meloxicam at these doses was administered to 661
patients for at least 6 months and to 312 patients for at least one year. Approximately
10,500 of these patients were treated in ten placebo- and/or active-controlled
osteoarthriis trials and 2363 of these patients were treated in ten placebo- and)/or
active-controlied rheumatoid arthritis trials. Gastrointestinal (GI) adverse events were the
most frequently reported adverse events i alltreatment groups across Meloxicam

trials

A 12-week muicenter, double-biind, randomized trial was conducted in patients with
osteoarthrits of the knee or hip to compare the efficacy and safety of Meloxicam with
placebo and with an active control. Two 12-week mutticenter, double-biind, randomized
trials were conducted in patients with rheumatoid arthritis to compare the efficacy and
safety of Meloxicam with placebo.

Table 1a depicts adverse events that occurred in 2% of the Meloxicam treatment
groups in a 12-week placebo- and active-controlled osteoarthritis trial.

Table 1b depicts adverse events that occurred in =2% of the Meloxicam treatment
groups In two 12-week placebo-controlled rheumatoid arthritis trials.

Table 1a Adverse Events (%) Occurring in =2% of Meloxicam Patients in a 12-
Week Osteoarthritis Placebo- and Active-Controlied Trial

Placebo
No. of Patients 157 154 156 153
Gastrointestinal 172 201 173 281
Abdominal pain 25 19 26 13
Diarrhea 38 7.8 32 9.2
Dyspepsia a5 45 45 65
Flatulence 45 32 32 39
Nausea 32 39 38 7.2
Body as a Whole

Accident household 19 a5 32 26
Edemal 25 19 45 33
Fal 06 26 00 13
Influenza-lie symptoms 5.1 a5 58 26
Centrala n d Peripheral

Nervous Syst

Dizziness 32 26 38 2.0

Headache 10.2 78 83 59



Respiratory

Pharyn 13 06 32 13
Upper  respratory  tract 1.9 32 19 33
infecti

Kin
Rash? 25 26 06 20

Table 1b Adverse Events (%) Occurring in =2% of Meloxicam Patients in two 12-Week Rheumatold

rthritis Placebo- Controlled Trials
Placebo Meloxicam 7.5 mg d:

Meloxicam 15 mg daily
477

No. of Patients 469

Gastrointestinal Disorders 141 189 168

Abdominal pain N 06 29 23

Dyspeptic signs and symptoms* 38 5.8 40
ausea” 26 33 38

General Disorders and Administration Site Conditions

Influenza-lie ilness” 21 29 23

Infection and Infestations

Upper Respiratory tract infections- 41 7.0 65

pathogen class unspecified

Musculoskeletal and Connective Tissue Disorders

Joint related signs and symptoms® 19 15 23

Nervous System Disorders

Headaches NOS" 64 64 55

Skin and Subcutaneous Tissue Disorders

Resh| Nos‘

17
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The adverse events that occurred with Meloxicam in =29% of patients treated short-term
(4 to 6 weeks) and long-term (6 months) in active-controlled osteoarthritis trials are
presented in Table 2.

Table 2 Adverse Events (%) Occurring in =2% of Meloxicam Patients in 4 to 6 Weeks and 6 Month Active-Controlled Osteoarthritis
Trials

4-6 Weeks Controlled n-als 6 Month Controlled Trials
Meloxkam 7 5 mg 5 mg 7.5 mg 15 mg daily

No. of Patient: zss 169 306
Gastrointestinal u s 180 266 242
Abdominal pain 27 23 a7 29
Constipation 08 12 18 26

iarrhea 19 27 5.9 26
Dyspepsia 38 7.4 89 95
Flatulence 05 04 3.0 26
Nausea 24 a7 a7 72
Vomiting 06 08 18 26
Body as a Whole
Accident household 0.0 0.0 06 29
Edema’ 06 20 24 16
Pain 09 20 3.6 5.2
Central and Peripheral Nervous System
Dizzin 11 16 24 26
Headache 24 27 36 26
Hematologic

ia 01 0.0 a1 29

Musculoskeletal
Arthralgia 05 0.0 53 13
Back pain 05 04 3.0 07
Psychiatric
Insomnia 04 00 36 16
Respiratory
Coughing 02 08 24 10
Upper respiratory tract infection 02 0.0 83 75

kin
Pruritus 0.4 12 24 0.0
Rasht 03 12 3.0 13
Urinary
Micturition frequency 01 0.4 24 13
Urinary tract infection 03 0.4 a7 69

+ WHO preferred terms edems, ederna dependent, edema periheral and edema egs combined
terms rash, rash

Higher doses of Meloxicam (22.5 mg and greater) have been associated with an
increased risk of serious Gl events; therefore, the daily dose of Meloxicam should not

Pediatrics

Pauciarticular and Polyarticular Course Juvenie Rheumatoid Arthritis (RA)
Three hundred and eighty-seven patients with pauciarticular and polyarticular course JRA

were exposed to Meloxicam with doses ranging from 0.125 to 0.375 ma/kg per day

three ciinical trials.

These studies consisted of two 12-week multicenter, double-blind,

randomized trials (one with a 12-week open-label extension and one with a 40-week
extension) and one 1-year open-iabel PK study. The adverse events observed in these
pediatric studies with Meloxicam were similar in nature to the adult clincal trial
experience, although there were differences in frequency. In particular, the folowing
most common adverse events, abdominal pain, vomiting, diarrhea, headache, and
pyrexia, were more common i the pediatric than in the adult trials. Rash was reported
in seven 1<z%> patients receiving Meloxicam. No unexpected adverse events were
d

identified duri

or gender-specric

the trials. The did not an age
subgroup effect.

‘The following s a list of adverse drug reactions occurring in <2% of patients receiving
Meloxicam in clinical trials involving approximately 16,200 patients.

Body as a Whele

Cardiovascul

pectoris, cardiac fallure, hypertension, hypotension, myocardial infarction, vascuitis

angina
Central and Perlpheral Nervous Systemtonvu\smns paresthesia, tremor, vertigo

Gastrointestinal

is, dry mouth, duodenal ulcer, eructation, esophagitis, gastric ulcer, gastritis, reflux,

aHergi( reaction, face edema, fatigue, fever, hot flushes, malaise, syncope, weight decrease, weight increase

Heart Rate and Rhythm anhy:wma. palpitation, tachycardia

Hematologic
Liver and Biliary S,

leukopenia, purpura, thrombocytopenia
ALT increased, AST increased, bilrubinemia, GGT increased, hepatitis

Metabolc and Nutritionsl dehydration

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

Skin and Appendages alopecia, angioedema, bullous eruption, photosensitivity reaction, pruritus, sweating increased, urticaria

Special Senses
Urinary System

abnormal vision, conjunctiitis, taste perversion, tinnitus
albuminuria, BUN increased, creatinine increased, hematuria, renal faiure

6.2 Post Marketing Experience

The following adverse reactions have been identified during post approval use of
Meloxicam. Because these reactions are reported voluntarily from a population of

uncertain size, it is
causal relationship

not always possible to reliably estimate their frequency or establish a
to drug exposure. Decisions about whether to include an adverse

event from spontaneous reports in labeing are typically based on one or more of the
following factors: (1) seriousness of the event, (2) number of reports, or (3) strength of

causal relationship

to the drug. Adverse reactions reported in worldwide post marketing

experience or the lterature include: acute urinary retention; agranulocytosis; akerations
in mood (such as mood elevation); anaphylactoid reactions including shock; erythema
multforme; exfoliative dermatits; interstitial nephrits; jaundice; iver faiure; Stevens-
Johnson syndrome; toxic epidermal necrolysis, and infertilty female.,

7 DRUG INTERACTIONS

See Table 3 for clinically significant drug interactions with meloxicam. See also Warnings
and Precautions (5.2, 5.6, 5.12) and Clinical Pharmacology (12.3).

Drugs that Interfere with Hemostasis

Clinical Impact:

Intervention:

Aspirin

Clinical Impact:

Intervention:

m and anticoagulants such as warfarin have a
synergistic effect on bleeding. The concomitant use of meloxicam
and anticoagulants have an increased risk of serious bleeding
compared to the use of ether drug alone,

Serotonin release by platelets plays an important role in
hemostasis. Case-control and cohort epidemiological studies showed
that concomitant use of drugs that interfere with serotonin reuptake
and an NSAID may potentiate the risk of bleeding more than an
NSAID alone.

Monitor patients with concomitant use of Meloxicam with
anticoagulants (e.g., warfarin), antiplatelet agents (e.g., aspiin),
selective serotonin reuptake inhibitors (SSRIs), and serotonin
norepinephrine reuptake inhibitors (SNRIs) for signs of bleeding [see
Warnings and Precautions (5.12) ]

Controled cinical studies showed that the concomiant use of

NSAIDs and analgesic doses of aspirin does not produce any greater
merapeunc effect than the use of NSAIDs alone. In a ciinical study,

the concomitant use of an NSAID and aspirin was associated with a
significantly increased incidence of G| adverse reactions as compared
to use of the NSAID alone [see Warnings and Precautions (5.2) 1
Concomitant use of Meloxicam and low dose aspirin or analgesic
doses of aspirin is not generally recommended because of the
increased risk of bleeding [see Warnings and Precautions (5.12) ]
Meloxicam s not a substiute for low dose aspirin for cardiovascular

rotection.

ACE Inhibitors, Angiotensin Receptor Blockers, or Beta-Blockers.

Ciinical Impact:

Intervention:

Diuretics

Clinical Impact:

Intervention:

Lithium

NSAIDs may diminish the antihypertensive effect of angiotensin
converting enzyme (ACE) nhbors, angotensin receptor biockers
{ARS), or bt blockers (inclung propranol

in patients who are elderly, vc\umedep\eled (including those on
mureuc therapy), or have renal impairment, coadministration of an

NSAID with ACE inhibitors or ARBS may result in deterioration of renal

functon, nckiing possile acute renalfalure These effects are
usualy reversible.

Durlng Concomitant use of Meloxicam and ACE ihisors, ARES,
or beta-blockers, monitor blood pressure to ensure that the desired
blood pressure is obtained.

concomitant use of Meloxicam and ACE inhibitors or
ARBS in patients who are elderly, volume-depleted, or have impaired
renal function, monior for signs of worsening renal function [see
Warnings and Precautions (5.6)

When these drugs are administered concomitantly, patients
should be adequately hydrated. Assess renal function at the
beginning of the concomitant treatment and periodically thereafter.

Clinical studies, as well as post-marketing observations, showed that
NSAIDs reduced the natriuretic effect of loop diuretics (e.g.,
furosemide) and thiazide diuretics in some patients. This effect has
been attributed to the NSAID inhibition of renal prostaglandin
synthesis. However, studies with furosemide agents and meloxicam
have not demonstrated a reduction in natretc ffct. Furosemide
single and
are not affected by muttiple doses of roscom.

During concomitant use of Meloxicam with diuretics, observe patients
for sgns of worsening renal function, i ddkin to assurig diurei
efficacy including antihypertensive effects [see Warnings an
Precautions (5.6) )

duodenal ulcer,

gastric ulcer, intestinal perforation, melena, pancreatitis, perforated duodenal ulcer, perforated gastric ulcer, stomatitis ulcerative



NSAIDs have produced elevations in plasma lithium levels and
reductions in renal ithium clearance. The mean minimum lithium
concentration increased 15%, and the renal clearance decreased by

Clinical Impact: -0 oximately 20%. This effect has been attributed to NSAID
inhiblton of renal prostaglandin synthesis [see Ciiical Pharmacology
123

Intervention:  During concomitant use of Meloxicam and lthium, montor patients
for signs of ithium toxiciy.

Methotrexate

Concomitant use of NSAIDs and methotrexate may increase the risk
Cinical Impact:  for methotrexate toxicity (e.g., neutropenia, thrombocytopenia, renal

dysfunction)

Intervention; During concomitant use of Meloxicam and methotrexate, monitor
patients for methotrexate toxcty.

Cyclosporine

Clnical Impact:  Concomitant use of Meloxicam and cyclosporine may increase

cyclosporine’s nephrotoxicity.
Intervention; During concomtant use of Meloxicam and cyclosporine, monitor
patients for signs of worsening renal function.
NSAIDs and Salicylates
Concomitant use of meloxicam with other NSAIDs or salicylates (€.g..
Clinical Impact: ~ diflunisal, salsalate) increases the risk of Gl toxctty, with little o no
increase in efficacy [see Warnings and Precautions (5.
Intervention: ‘The concomitant use of meloxicam with other NSAIDs or salicylates is
not recommended.

Pemetrexed
Concomitant use of Meloxicam and pemetrexed may increase the risk

Clinical Impact:  of pemetrexed-associated myelosuppression, renal, and Gl toxci

(see the pemetrexed prescribing information).

During concomitant use of Meloxicam and pemetrexed, in patients

with renal impairment whose creatinine clearance ranges from 45 to

jmin, monitor for myelosuppression, renal and GI toxicty.

Pationts taking meloxicam shoukl e upt dosm for o least fve

days before, the day of, and two days following pemetrexed

administration.

In patients with creatinine clearance below 45 mL/min, the

concomitant administration of meloxicam with pemetrexed is not

recommended.

Intervention:

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Risk Summary.

Use of NSAIDs, including Meloxicam, can cause premature closure of the fetal ductus
arteriosus and fetal renal dysfunction leading to ofigohydramnios and, in some cases,
neonatal renal impairment. Because of these risks, lmit dose and duration of Meloxicam
use between about 20 and 30 weeks of gestation, and avoid Meloxicam use at about 30
weeks of gestation and later in pregnancy (see Cinical Considerations, Data).

Premature Closure of Fetal Ductus Arteriosus

Use of NSAIDs, including Meloxicam, at about 30 weeks gestation or later in pregnancy
increases the risk of premature closure of the fetal ductus arteriosus.

Oligohydramnios/Neonatal Renal Impairment

Use of NSAIDs at about 20 weeks gestation or later in pregnancy has been associated
with cases of fetal renal dysfunction leading to oigohydramnios, and in some cases,
neonatal renal impairment.

Data from observational studies regarding potential embryofetal risks of NSAID use in
women in the first or second trimesters of pregnancy are inconclusive.

In animal reproduction studies, embryofetal death was observed in rats and rabbits
treated during the period of organogenesis with meloxicam at oral doses equivalent to
0.65- and 6.5-times the maximum recommended human dose (MRHD) of Meloxicam.
Increased incidence of septal heart defects were observed in rabbits treated throughout
embryogenesis with meloxicam at an oral dose equivalent to 78-times the MRHD. In pre-
and post-natal reproduction studies, there was an increased incidence of dystocia,
delayed parturition, and decreased offspring survival at 0.08-times MRHD of meloxicam
No teratogenic effects were observed in rats and rabbits treated with meloxicam during
organogenesis at an oral dose equivalent to 2.6 and 26-times the MRHD [see Data]

Based on animaldata,prostagiandins have been shown to have an mportant roke in
endometrial vascular bilty, biastocyst implantat n animal
Shudles, adminitrationof prostagiandin synthess InhBRors, such as meloxicam,
resulted in increased pre- and post-implantation loss. Prostaglandins also have been
shown to have an important role in fetal kidney development. In published animal
studies, prostaglandin synthesis inhibitors have been reported to impair kidney
development when administered at ciinically relevant doses.

The estimated background risk of major birth defects and miscarriage for the indicated
population(s) is unknown. Al presnenciest have o background isk of bth defect, oss.
or other adverse outcomes. In ral population, the estimated background
risk of major birth defects and mlscamage in cimcaly reconised prognancies & 2% to
4% and 15% to 20%, respectively.

Clinical Considerations.

Fetal/Neonatal Adverse Reactions

Premature Closure of Fetal Ductus Arteriosus:

Avoid use of NSAIDs in women at about 30 weeks gestation and later in pregnancy,

because NSAIDs, including meloxicam, can cause premature closure of the fetal ductus

arteriosus (see Data).

Oligohydramnios/Neonatal Renal Impairment:

If an NSAID is necessary at about 20 weeks gestation or later in pregnancy, limit the use

to the lowest effective dose and shortest duration possible. If meloxicam treatment

extends beyond 48 hours, consider monitoring with ultrasound for oligohydramnios. If
occurs, and follow up according to clnical

practice (see Data).

Labor or Delivery

There are no studies on the effects of Meloxicam during labor or defivery. In animal
studies, NSAIDs, including meloxicam, inhibit prostaglandin synthesis, cause delayed
parturition, and increase the incidence of stilbirth

Data
Human Data
Premature Closure of Fetal Ductus Arteriosus:

Published literature reports that the use of NSAIDs at about 30 weeks of gestation and
later in pregnancy may cause premature closure of the fetal ductus arteriosus.

Oligohydramnios/Neonatal Renal Impairment:

Published studies and postmarketing reports describe maternal NSAID use at about 20
weeks gestation or later in pregnancy associated with fetal renal dysfunction leading to
oligohydramnios, and in some cases, neonatal renal impairment. These adverse
outcomes are seen, on average, after days to weeks of treatment, athough
oligohydramnios has been infrequently reported as soon as 48 hours after NSAID
initiation. In many cases, but not all the decrease in amniotic fluid was transient and
reversible with cessation of the drug. There have been a limited number of case reports
of maternal NSAID use and neonatal renal dysfunction without oligohydramnios, some
which were irreversible. Some cases of neonatal renal dysfunction required treatment
with invasive procedures, such as exchange transfusion or dilysis.

limitations of th studies and reports include la:k ofa
control group; lmtted information regarding dose, duration, and timing of
exposure; and concomitant use of other medications. These limitations
atablaig a relibl stimate of the isk of adveras fetal and neonatal butcomes with
maternal NSAID use. Because the published safety data on neonatal outcomes involved
mostly preterm infants, the generalizabilty of certain reported risks to the full-term
infant exposed to NSAIDs through maternal use is uncertain.

Animal Data

Meloxicam was not teratogenic when administered to pregnant rats during fetal
organogenesis at oral doses up to 4 mg/kg/day (2.6-fold greater than the MRHD of 15
mg of Meloxicam based on BSA comparison). Administration of meloxicam to pregnant
rabbits throughout embryogenesis produced an increased incidence of septal defects of
the heart at an oral dose of 60 mg/kg/day (78-fold greater than the MRHD based on BSA
comparison). The no effect level was 20 mg/kg/day (26-fold greater than the MRHD
based on BSA conversion). In rats and rabbits, embryolethalty occurred at oral
meloxicam doses of 1 mg/kg/day and 5 mg/kgiday, respectively (0.65and 6.5-fold
greater, respectively, than the MRHD based on BSA comparison) when administered
throughout organogenesis.

Oral administration of meloxicam to pregnant rats during late gestation through lactation
increased the incidence of dystocia, delayed parturition, and decreased offspring
survival at meloxicam doses of 0.125 mg/kg/day or greater (0.08-times MRHD based on
BSA comparison).

8.2 Lactation

Risk Summary

There are no human data avaiable on whether meloxicam is present in human mi
on the effects on breastred nfants, or on mik production. The developmental and hoalth
benefits of breastfeeding should be considered along with the mother's clinical need for

Meloxicam and any potential adverse effects on the breastfed infant from the Meloxicam
or from the underlying maternal condition.

Data
Animal Data

Meloxicam was present in the milk of lactating rats at concentrations higher than those
in plasma,

8.3 Females and Males of Reproductive Potenti
Infertily.
Females

Based on the mechanism of action, the use of prostaglandin-mediated NSAIDs, including
Meloxicam, may delay or prevent rupture of ovarian folicles, which has been associated
with reversible infertiity in some women. Published animal studies have shown that
administration of prostaglandin synthesis inhibitors has the potential to disrupt
prostaglandin-mediated folicular rupture required for ovulation. Small studies in women
treated with NSAIDs have also shown a reversible delay in ovulation. Consider withdrawal
of NSAIDs, including Meloxicam, in women who have difficulties conceiving or who are
undergoing investigation of infertilty.

8.4 Pediatric Use
The safety and effectiveness of meloxicam in pediatric JRA patients from 2 to 17 years

of age has been evaluated in three ciiical trials [see Dosage and Administration (2.3),
Adverse Reactions (6.1) and Clinical Studies (14.2)).

8.5 Geriatric Use

Ederly patients, compared to younger patiens, ae of greater isk for NSAID-associated
serious cardiovascular, gastrointestinal, andjor renal adverse reactions. If t

anticated beneft. for i elely patent outweighs these potenta ks, phist dosing at
the low end of the dosing range, and monitor patients for adverse effects [see Warnings
and Precautions (5.1 5.5.5.3,5.6 5,14

8.6 Hepatic Impairment

No dose adjstment s necessary n paints with md to moderste hepati impolrment
Patients with severe hepatic impairment have not been adequately studied. Sin
Tcoxicam i sianicanty, metabokzed i the b and hepatotoxichy may oceur, use



meloxicam with caution in patients with hepatic impairment (see Warnings and
Precautions (5.3) and Ciiical Pharmacology (12.3)1.

8.7 Renal Impairment

No dose adjustment is necessary in patients with mid to moderate renal impairment.
Patients with severe renal impaitment have not been studied. The use of Meloxicam in
sublects with severe renal impairment is not recommended. In patients on hemodialysis.
meloxicam should not exceed 7.5 mg per day. Meloxicam is not dialyzable [see Dosage
and Administration (2.1) and Ciinical Pharmacology (12.3))

10 OVERDOSAGE

Symptoms following acute NSAID overdosages have been typically imited to lethargy,
drowsiness, nausea, vomiting, and epigastric pain, which have been generaly reversible
with supportive care. Gastrointestinal bleeding has occurred. Hypertension, acute renal
failure, respiratory depression, and coma have occurred, but were rare [see Warnings
and Precautions (5.1,5.2, 5.4, 5.6)1.

Manage patients with symptomatic and supportive care folowing an NSAID overdosage.
There are no specific antidotes. Consider emesis and/or activated charcoal (60 to 100
grams in aduks, 1 to 2 grams per kg of body weight in pediatric patients) and/or
osmotic cathartic in symptomatic patients seen within four hours of ingestion or in
gatint wkh 2 krye overdosage (5 1 10 tnes the recommended dosage). Frced

of urine, may not be useful due to

re
igh protei bincing

d experience with meloxicam overdosage. Cholestyramine is known to
accelerate the clearance of meloxicam. Accelerated removal of meloxicam by 4 g oral
doses of cholestyramine given three times a day was demonstrated in a clinical trial
Administration of cholestyramine may be useful folowing an overdosage.

For additional information about overdosage treatment, call a poison control center (1-
800-222-1222).

11 DESCRIPTION
Meloxicam Tabets USP are a nonsteroidal antinflammatory drug (NSAD). Each tablet
S mg or 15 mg meloxiam for oralseminiratin, Meloxkem & cherrcaly
designats eine
carboxamide-1,1-dioxide. The molecular weight is 351.4. (s emmr\cawermu\a i
C1aH13N3045; and k has the following structural formula

Chemical Structure

Meloxicam is a pastel yelow solid, practically insoluble in water, with higher solubiity
observed in strong acids and bases. Itis very slightly soluble in methanol. Meloxicam has
an apparent partition coefficient (log P)app = 0.1in n-octanolbuffer pH 7.4. Meloxicam
has pKa values of 1.1 and 4.2

Meloxicam s avaiiable as a tablet for oral administration containing 7.5 mg or 15 mg
meloxicam.

‘The inactive ingredients in Meloxicam tablets USP include colloidal siicon dioxide,
crospovidone, lactose monohydrate, magnesium stearate, microcrystaline celulose,
povidone and sodium citrate dihydrate.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
Meloxicam has analgesic, anti-inflammatory, and antipyretic properties.

The mechanism of action of Meloxicam, like that of other NSAIDs, is not completely
understood but involves inhibition of cyclooxygenase (COX-1 and COX-2).

Meloxicam s a potent inhibitor of prostaglandin synthesis in vitro. Meloxicam
concentrations reached during therapy have produced in vivo effects. Prostaglandins.
sensitize afferent nerves and potentiate the action of bradykinin in inducing pain in
animal models. Prostaglandins are mediators of inflammation. Because meloxicam s an
inhibitor of prostaglandin synthesis, its mode of action may be due to a decrease of
prostaglandins in peripheral tissues.

12.3 Pharmacokinetics
Absorption

The absolute bioavailabilty of meloxicam capsules was 89% following a single oral dose
of 30 mg compared with 30 mg IV bolus injection. Following single intravenous doses,
dose-proportional pharmacokinetics were shown in the range of 5 mg to 60 mg. After
mutiple oral doses the pharmacokinetics of meloxicam capsules were dose-proportional
over the range of 7.5 mg to 15 mg. Mean Cmax was achieved within four to five hours
after a 7.5 mg meloxicam tablet was taken under fasted conditions, indicating a
prolonged drug absorption. With multiple dosing, steady-state concentrations were
reached by Day 5. A second meloxicam concentration peak occurs around 12 to 14
hours post-dose suggesting bilary recyciing

Meloxicam capsules have been shown to be bioequivalent to Meloxicam tablets.

Table 4 Single Dose and for Oral 7.5 mg and 15 mg Meloxicam (Mean and % CV)".
single
Pharmacokinetic Parameters (%CV) Healthy male adults (Fed)! Elderly i (Feu)'zuem females (Fed)! Renal faiure (Fasted) Hopatic | insufficency (Fasted)
7.5 mgt tablets 15 mg capsules 15 mg capsules 15 mg capsules 15 mg capsu

N 18 12 12
Cmax [hg/mL] 1.05 (20) 23(59) 32(24) 059 (36) 084 (29)
tmax O] 4.9.(8) 5(12) 6(27) 4(65) 10 (87)
tiz th] 201 (29) 21 (34) 24 (34) 18 (46) 16 (29)
cur {mL/min] 8.8(29) 9.9 (76) 51(22) 19 (43) 11 (44)

147 (32) 15 (42) 10 (30) 26 (44) 14 (29)

+ The parameter values in the table are from various studies
+ not under high fat conditior

+ Meloxicam tablets.

§ Vz/f =Dose/(AUC-Kel)

Food and Antacid Effects

Administration of meloxicam capsules following a high fat breakfast (75 g of fat) resulted
in mean peak drug levels (ie., Cmax) being increased by approximately 22% whie the
extent of absorption (AUC) wias unchange. The time to maximum concentraton (Tmax)
s ach etween 5 and 6 hours. No pharmacokinetic interaction was detected with
Concomkant adminstration o antacks. Based on these resuks, Meloxkam can be
administered without regard to timing of meals or concomitant administration of
antacids.
Distribution
The mean volume of distribution (Vss) of meloxicam is approximately 10 L. Meloxicam is
~99.4% bound to humen plasma pro\ems (primarily albumin) within the therapeutic dose
e. The fraction of protein fependent of drug concentration, over the
Cinicaly reevant concentration ranGe, but dectéosss o ~98% n pationts wih renal
disease. Meloxicam penetration into human red blood cells, after oral dosing, is less than
10%. Following a radiolabeled dose, over 90% of the radioactivity detected in the plasma
was present as unchanged meloxicam.

Meloxicam concentrations in synovial fluid, after a single oral dose, range from 40% to
50% o those in plasma. The free fraction in synovial luid 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.

ination
Metabolism

Meloxicam s extensively metabolized in the liver. Meloxicam metaboltes include 5%
carboxy meloxicam (60% of dose), from P-450 mediated metabolism formed by
oxidation of an intermediate metabolte 5-hydroxymethyl meloxicam which is also
excreted to a lesser extent (9% of dose). In vitro studies indicate that CYP2C9
(cytochrome P450 metabolizing enzyme) plays an important role in this metabolic
pathway with a minor contribution of the CYP3Ad isozyme. Patients' peroxidase activity
is probably responsible for the other two metabolites which account for 16% and 4% of
the administered dose, respectively. Allthe four metaboites are not known to have any
in vivo pharmacological activiy.

Excretion

Meloxicam excretion is predominantly in the form of metaboltes, 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 feces (1.6%). The extent of the urinary excretion was
confirmed for unabeled mulple 7.5 mg doses: 05% 6%, and 13% of the dose were
found in urine in the form of meloxicam, a roxymethyl and 5*-carbox:
metaboltes, respectively. Theres sgniicant bmary and/or enteral secretion of the drug.
This following a single IV

dose of meloxicam decrénsed the AUC of meloxicam by 0%.
The mean elmination haf-ie (t12) ranges from 1 hours o 20 hours. The elmination

half-ife is constant across dose icating linear metabolism within the therapeutic
dose range. Plasma cearance ramges from 7 108 mumin

‘Specific Populations.

Pediatric

After smg\e (0.25 mgrkg) dose administration and after achieving steady state (0.375
lay), there was a general trend of approximately 30% lower exposure in younger
pauems 2 t0 6 yeare ok a5 Compared to the lder patients (7 o 16 years o) The
older patients had meloxicam exposures simiar (single dose) or slightly reduced (steady
state) to those in the adult patients, when using AUC values normaiized to a dose of
0.25 ma/kg [see Dosage and Administration (2.4)). The meloxicam mean (SD) elimination
half-fe was 15.2 (10.1) and 13.0 hours (3.0) for the 2 to 6 year old patients, and 7 to
16 year oid patients, respectively.
In a covariate analysis, utilzing population pharmacokinetics body-weight, but not age,
was the single predictive covariate for differences in the meloxicam apparent oral plasma
clearance. The body-weight normalzed apparent oral clearance values were adequate
predictors of meloxicam exposure in pediatric patients.
The pharmacokietics of Mexicam i pedatric patients under 2 years of age have not
been investigated
Geriatric

Elderly males (65 years of age) exhibited meloxicam plasma concentrations and
steady-state pharmacokinetics similr to young males. Elderly females (=65 years of
age) had a 47% higher AUCss and 32% higher Cmax,ss as compared to younger
females (<55 years of age) after body weight normaiization. Despite the increased total
concentrations in the elderly females, the adverse event profile was comparable for both
elderly patient populations. A smaller free fraction was found in elderly female patients in
comparison to elderly male patients.

Sex

Young females exhibited slightly lower plasma concentrations relative to young males.



After single doses of 7.5 mg Meloxicam, the mean elimination haif-ife was 19.5 hours for
the female group as compared to 23.4 hours for the male group. At steady state, the
data were similar (17.9 hours vs 21.4 hours). This pharmacokinetic difference due to
‘gender is likely to be of lttle clinical importance. There was linearity of pharmacokinetics
and no appreciable difference in the Cmax or Tmax across genders

Hepatic Impairment

Following a single 15 mg dose of meloxicam there was no marked difference in plasma
concentrations in patients with mikd (Child-Pugh Class 1) or moderate (Chid-Pugh Class
11) hepatic impairment compared to healthy volunteers. Protein binding of meloxicam
was not affected by hepatic impairment. No dosage adjustment is necessary in patients
with mid to moderate hepatic impairment. Patients with severe hepatic impairment
(Chid-Pugh Class Ili) have not been adequately studied [see Warnings and Precautions
(5.3) and Use in Specific Populations (8.6)]

Renal Impairment

Meloxicam pharmacokinetics have been investigated in subjects with mild and moderate
renal impairment. Total drug plasma concentrations of meloxicam decreased and total
clearance of meloxicam increased with the degree of renal impairment whie free AUC
values were similr in all groups. The higher meloxicam clearance in subjects with renal
impairment may be due to increased fraction of unbound meloxicam which is avalable
for hepatic metabolism and subsequent excretion. No dosage adjustment is necessary
in patients with mikd to moderate renal impairment. Patients with severe renal impairment
have not been adequatey studied. The use of Meloxcam i subjects wih severe renal
impairment is not r 0sage .5), V

Frecastions (5.6) and Use n Spectic Popuitons (3.7))

Hemodialysis

Following a single dose of meloxicam, the free Cmax plasma concentrations were higher
in patients with renal failure on chronic hemodialysis (1% free fraction) in comparison to
heskhy voknkcers (0.3% free racton). Hemoudayst dd ot bwer the otalcrug
concentration in plasma; therefore, additional doses are not necessan

hemodialysis. Meloxicam is not dialyzable [see Dosage and Rdmiaaion S anduse
in Specific Populations (8.7)

Drug Interaction Studies

Aspirin: When NSAIDs were administered with aspirin, the protein binding of NSAIDS
were reduced, atthough the clearance of free NSAID was not altered. When Meloxicam is
administered with aspirin (1000 mg three times daiy) to healthy volunteers, it tended to
increase the AUC (10%) and Cmax (24%) of meloxicam. The ciinical significance of this
interaction is not known. See Table 3 for ciinicaly significant drug interactions of NSAIDs
with aspirin [see Drug Interactions (7)1.

for four days with significantly increased
the clearance of meloxicam by 50%. This resutted in a decrease i ty 2, from 19.2 hours
t0 125 hours, and a 35% reduction in AUC. This suggests the existence of a

recirculation pathway for meloxicam in the gastrointestinal tract. The clinical relevance of
this interaction has not been establs|

idine: Concomitant administration of 200 mg cimetidine four times daily did not
S the single-dose pharmacokinetics of 30 mg meloxicam.

Digoxin: Meloxicam 15 mg once daly for 7 days did not ater the plasma concentration
profil of digoxin after B-acetyldigoxin administration for 7 days at cinical doses. In vitro
testing found no protein binding drug interaction between digoxin and meloxicam.

Lithium: In a study conducted in healthy sublects, mean pre-dose ithium concentration
and AUC were increased by 21% in subjects receiving ithium doses ranging from 804 to
1072 mg twice daily with meloxicam 15 mg QD every day as compared to subjects
receiving lthium alone [see Drug Interactions (7))

Methotrexate: A study in 13 rheumatoid arthritis (RA) patients evaluated the effects of
mutiple doses of meloxicam on the pharmacokinetics of methotrexate taken once
weekly. Meloxicam did not have a significant effect on the pharmacokinetics of single
doses of methotrexate. /n vitro, methotrexate did not displace meloxicam from its
human serum binding sites [see Drug Interactions (7)1

Warfarin: The effect of meloxicam on the anticoagulant effect of warfarin was studied in
a group of healthy subjects receiving daily doses of warfarin that produced an INR
(International Normalized Ratio) between 1.2 and 1.8. In these subjects, meloxicam did
not aker warfarin inetics and the average effect of warfari o
R from
1.5 to 2.1. Caution should be used when administering Meloxicam with artorn sice
patients on warfarin may experience changes in INR and an increased risk of bleeding
complications when a new medication is introduced [see Drug Interactions (7)

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenesis

There was no increase in tumor incidence in long-term carcinogenctty studies in rats
{104 weeks) and mice (99 weeks) adminstered meboxicam at oral doses up to 0.8
mag/kg/day in rats and up to 8.0 mg/kg/day in mice (up to 0.5-and 2.6-t

Teepettil. the raximum recommended human dose [MRHD] of 15 mo/day Meloxicam
based on body surface area [BSA] comparison).

Mutagenesis
Meloxicam was not mutagenic in an Ames assay, or clastogenic in a chromosome

aberration assay with human lymphocytes and an in vivo micronucleus test in mouse
bone marrow.

Impairment of Fertiity
Meloxicam did not impair male and female fertiity in rats at oral doses up to 9 ma/kg/day
(upto 5.

in males and 5 mg/kg/day in females (up to 5.8- and 3.2-times greater, respectively, than
the MRHD based on BSA comparison).

14 CLINICAL STUDIES

14.1 Osteoarthritis and Rheumatoid Arthritis

The use of Meloxicam for the treatment of the signs and symptoms of osteoarthritis of
the knee and hip was evaluated in a 12-week, double-bind, controlled trial. Meloxicam
(3.75 mg, 7.5 mg, and 15 mg daily) was compared to placebo. The four primary
endpoints were investigator's global assessment, patient global assessment, patient pain
assessment, and total WOMAC score (a self-administered questionnaire addressin

pain, function, and stiffness). Patients on Meloxicam 7.5 mg daily and Meloxicam 15 mg
daly showed significant improvement in each of these endpoints compared with
placebo.

The use of Meloxicam for the management of signs and symptoms of osteoarthritis was
evaluated n six double-bind, active-controled raks outside the U S ranging from

s* to 6 months' duration. In these trials, the efficacy of Meloxicam, in doses of
Thajday and 15 mgiday, was comparabe to proxicam 20 mgiday and ickfenac SR 100
ma/day and consistent with the efficacy seen in the U.S. tria
The use of Meloxicam for the treatment of the signs and symptoms of rheumatoid
arthritis was evaluated in a 12-week, double-biind, controlled muttinational trial.
Meloxicam (7.5 mg, 15 mg, and 22,5 mg dally) was compared to placebo. The primary
endpoint in this study was the ACR20 response rate, a composite measure of clinical,
laboratory, and functional measures of RA response. Patients receiving Meloxicam 7.5
mg and 15 mg daiy showed significant improvement in the primary endpoint compared
with placebo. No incremental benefit was observed with the 22.5 mg dose compared to
the 15 mg dose.

14.2 Juvenile id Arthritis (JRA) Pauciarticular and i
Course

The use of Meloxicam for the treatment of the signs and symptoms of pauciarticular or
polyarticular course Juvenie Rheumatoid Arthritis in patients 2 years of age and older
was evaluated in two 12-week, double-blind, parallekarm, active-controlled trials.

Both studies included three arms: naproxen and two doses of meloxicam. In both
studies, meloxicam dosing began at 0.125 mg/kg/day (7.5 mg maximum) or 0.25
ma/kg/day (15 mg maximum). and naproxen dosing began at 10 mg/kg/day. One study
used these doses throughout the 12-week dosing period, whike the other incorporated a
titration after 4 weeks to doses of 0.25 ma/kg/day and 0.375 ma/kg/day (2.5 mg
maximum) of meloxicam and 15 mg/kg/day of naproxen.

The efficacy analysis used the ACR Pediatric 30 responder definition, a composite of
parent and investigator assessments, counts of active joints and joints with imited range
of motion, and erythrocyte sedimentation rate. The proportion of responders were
similar in all three groups in both studies, and no difference was observed between the,
meloxicam dose groups.

16 HOW SUPPLIED/STORAGE AND HANDLING

Meloxicam tablets USP are avalable s a light yellow, round, flat, uncoated tablet
eloxicam 7.5 mg or as light yellow, oblong, biconvex, uncoated tablet

ing meloxicam 15 mg. The 7.5 mg tablet is impressed with letter U and L on one

side and tablet code 7.5 on the other side. The 15 mg tablet is impressed with letter U

and L on one side and tablet code 15 on the other side.

Meloxicam Tablets USP 7.5 mg are available as folows
NDC 29300-124-13; Bottles of 30

NDC 29300-124-19; Bottles of 90

NDC 29300-124-01; Bottles of 100

NDC 29300-124-10; Botties of 1,000

NDC 29300-124-50; Bottles of 5,000

Meloxicam Tablets USP 15 mg are avaiable as follows:
NDC 29300-125-13; Bottles of 30

NDC 29300-125-19; Bottles of 90

NDC 29300-125-01; Bottles of 100

NDC 29300-125-10; Botties of 1,000

NDC 29300-125-50; Botties of 5,000

Store at 200 to 25°C (68° to 77°F) [see USP Controlled Room
Temperature]. Keep Meloxicam Tablets USP in a dry place

Dispense tablets in a tight container.

Keep this and all medications out of the reach of chidren.

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Medication Guide) that
accompanies each prescription dispens

Additional Medication Guides can be obtained by calling Unichem at 1-866-
562-4616.

Inform patients, famiiles or their caregivers of the following information befcre initiating
therapy with an NSAID and periodically during the course of ongoing therap:

Cardiovascular Thrombotic Events.

Advise patients to be alert for the symptoms of cardiovascular thrombotic events,
including chest pain, shortness of breath, weakness, or slurring of speech, and to
report any of these symptoms to their healthcare provider immediately [see Warnings
and Precautions (5.1)]

Bleeding, Ulceration, and Perforation

Advise patients to report symptoms of ulcerations and bleeding, including epigastric




pain, dyspepsia, melena, and hematemesis to their healthcare provider. In the setting of
concomitant use of low-dose aspirin for cardiac prophylaxis, inform patients of the
increased risk for the signs and symptoms of Gl bleeding [see Warnings and
Precautions (5.2)]

Hepatotoxicity

Inform patients of the warning signs and symptoms of hepatotoxicty (e.g., nausea,
fatigue, lethargy, diarrhea, pruritus, jaundice, right upper quadrant tenderness, and *flu-
like® symptoms). If these occur, instruct patients to stop Meloxicam tablets and seek
immediate medical therapy [see Warnings and Precautions (5.3)).

Heart Fajure and Edema

Advise patients to be alert for the symptoms of congestive heart faiure including
shortness of breath, unexplained weight gain, or edema and to contact their healthcare
provider if such symptoms occur [see Warnings and Precautions (5.5)1.

Anaphylactic Reactions

Inform patients of the signs of an anaphylactic reaction (e.g., difficuty breathing,
sweling of the face or throat). Instruct patients to seek immediate emergency help if
these occur [see Contraindications (4) and Warnings and Precautions (5.7)1.

Serious Skin Reactions including DRESS
Advise patients to stop taking Meloxicam tablets immediately if they develop any type of
rash and to contact their heakthcare provider as soon as possible [see Warnings and
Precautions (5.9, 5.10)).

Female Fertiity

Advise females of reproductive potential who desire pregnancy that NSAIDs, including
Meloxicam tablets, may be associated with a reversible delay in ovulation [see Use in
Specific Populations (8.3)).

Fetal Toxicity

Inform pregnant women to avoid use of Meloxicam tablets and other NSAIDs starting at
30 weeks gestation because of the risk of the premature closing of the fetal ductus
arteriosus If treatment with Meloxicam tablets is needed for a pregnant woman between
about 20 to 30 weeks gestation, advise her that she may need to be monitored for
oligohydramnios, f treatment continues for longer than 48 hours [see Warnings and
Precautions (5.11) and Use in Specific Populations (8.1)].

Avoid Concomitant Use of NSAID:

Inform patients that the concomitant use of Weloxicam tablets wth other NSAIDS or
salicylates (e.q., diflunisal, salsalate) is not recomment e to the increased risk of
gastrointestinal toxicity, and litle or no increase in sty sco Warnings an
Precautions (5.2) and Drug Interactions (7)). Alert patients that NSAIDs may be present
in "over the counter" medications for treatment of colds, fever, or insomnia.

Use of NSAIDs and Low-Dose Aspirin

Inform patients not to use low-dose aspirin concomitantly with Meloxicam tablets until
they talk to their healthcare provider [see Drug Interactions (7)]

For current prescribing information, call Unichem at 1-866-562-4616.
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SPL MEDGUIDE

Guide for i Drugs (NSAIDs)
What is the most important information | should know about medicines
called Nonsteroidal Anti- matory Drugs (NSAIDs)?

NSAIDs can cause serious side effects,
« Increased risk of a heart attack or stroke that can lead to death . This risk
may happen early in treatment and may increase:

o with increasing doses of NSAIDs

o with longer use of NSAIDS

+ Do not take NSAIDs right before or after a heart surgery called a
“coronary artery bypass graft (CABG)."

« Avoid taking NSAIDs after a recent heart attack, unless your healthcare
provider tells you to. You may have an meressed risk of another hesrt
attack if you take NSAIDs after a recent heart attac|

* Increased risk of bleeding, ulers, and tears (perforamm of the
esophagus (tube leading from the mouth to the stomach), stomach and
intestines:

o anytime during use

o wihout warning symptoms

o that may cause dea

The risk of getting an ulcer or bleeding increases with:

past history of stomach ulcers, or stomach or intestinal bleeding with use of NSAIDs
taking medicines called "corticosteroids”, "anticoagulants”, "SSRIs", or "SNRIs"
increasing doses of NSAIDs

longer use of NSAIDs

smoking
drinking alcohol

older age

poor heakth

advanced liver disease

bieeding problems

NSAIDs should only be used:

o exactly as prescribed

0 at the lowest dose possile for your treatment

o for the shortest time nee

What are NSAIDs?

NSAIDs are used to treat pain and redness, sweling, and heat (inflammation) from
medical conditions such as different types of arthritis, menstrual cramps, and other
types of short-term pain

Who should not take NSAIDs?

Do not take NSAID:
274 you have had on asthma attack, hives,or other alerglc reaction with aspinof any
other NSAID.

« right before or after heart bypass surgery.

Before taking NSAIs, tell your healthcars peovidar shout
conditior ing if you:

have et or k\dne‘/ problems

« have high blood pressure

« have asthma

« are pregnant or plan to become pregnant. Taking NSAIDS at about 20 weeks of
pregnancy or later may harm your unborn baby. If you need to take NSAIDs for more
than 2 days when you are between 20 and 30 weeks of pregnancy, your healthcare
provider may need to monitor the amount of fluid in your womb around your baby. You
should not take NSAIDs after about 30 weeks of pregnancy.

« are breastfeeding or plan to breast feed

Tell your healthcare provider about all of the medicines you take, including
prescription or over-the-counter medicines, vitamins or herbal supplements.
NSAIDs and some other medicines can interact with each other and cause serious side
effects. Do not start taking any new medicine without talking to your
healthcare provider first.

What are the possible side effects of NSAIDs?

NSAl cause serious side effects, includi
See "What is the most impertant information | should know about medicines
called Nonsteroidal Anti-inflammatory Drugs (NSAIDs)?"

new or worse high blood pressure

heart failure

liver problems including iver failure

Kidney problems including kidney failure

ccoooco0o0000

of your medical

lffe-threatening allergic reactions.
Other side effects of NSAIDs include: stomach pain, constipation, diarrhea, gas,
heartburn, nausea, vomiting, and dizziness.

Get emergency help right away if you get any of the following symptoms:

« shortness of breath or trouble breathing

« chest pain

« weakness in one part or side of your body

« slurred speech

« sweling of the face or throat

Stop taking your NSAID and call your healthcare provider right away if you
any of the fulbwng symptom:

Tore tred or weaker than usual
diarrhea

get
* g

£ Jour Sk or eyes laok yelow
« indigestion or stomach pain
« flu-lie symptoms

« vomit

« there is blood in your bowel movement or itis black and sticky lie tar
* unusual weight gain

« skin rash or bliters wit

« sweling of the arms, \egs hands and feet

If you take too much of your NSAID, call your healthcare provider or get
medical help right away.

These are not all the possible side effects of NSAIDs. For more information, ask your
heakhcare provider or pharmacist about NSAIDs.

Call your doctor for medical advice about side effects. You may report side effects to
FDA at 1-800-FDA-1088.

Other information about NSAIDs:

« Aspirin is an NSAID but it does not increase the chance of a heart attack. Aspirin can
cause bleeding in the brain, stomach, and intestines. Aspiin can also cause ucers in the
stomach and intestines.

« Some NSAIDs are sold in lower doses without a prescription (over-the-counter). Tak
to your heakthcare provider before using over-the-Counter NSAIDs for more than 1
days.

General information about the safe and effective use of NSAIDs

Medicines are sometimes prescribed for purposes other than those listed in a
Medication Guide. Do not use NSAIDS for a condition for which it was not prescribed. Do
not give NSAIDs to other people, even if they have the same symptoms that you have.
It may harm them.

If you would like more information about NSAIDs, talk with your healthcare provider. You
can ask your pharmacist or healthcare provider for information about NSAIDs that is
written for heath professionals.

Additional Medication Guides can be obtained by calling Unichem at 1-866-
562-2616.
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