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HIGHLIGHTS OF PRESCRIBING INFORMATION
These hi hliqh!s do not include all the information needed to use Meloxicam Tablets, USP safely
and effectively. See full prescribing information for Meloxicam Tablets, USP.

'V'E.LUSX,!C.‘M!.': 2Tﬂslublets, USP for oral use

Initial U.S.

WARNING: RISK OF SERIOUS CARDIOVASCULAR AND GASTROINTESTINAL EVENTS
See full prescribing information for complete boxed warning.

onsteroidal anfi-inflammatory drugs (NSAIDs) cause an increased risk of serious cardiovascular
thrombotic events, including myocardial infarction and stroke, which can be fatal. This risk
may occur early in'treatment and may increase with duration of use. (5.1
IsVIut: %xu:am Tablets, USP is contraindicated in the setting of coronary artery bypass graft (CABG)
NS IIElvs cause an increased risk of serious ?aslrnintes_linal_(ﬁl) adverse events including
bleeding, ulceration, and perforation of the stomach or intestines, which can be fatal. These
events can occur at any time durm?_use and without warning symptoms. Elderly patients and
patients with a prior history of peptic ulcer disease and/or Gl bleeding are at greater risk for
serious Gl events. (5.2)
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Pauciarticular and Polyarticular Course (1.3 i 6/2016
Dosage and Administration, General Dosing Instructions (2.1 6/2016
Dosage and Administration, Juvenile Rheumatoid Arthritis (JRA)

Pauciarticular and Polyarticular Course (2. _ 6/2016
Narnings and Precaufions, Cardiovascular Thrombotic Events (5.1) 52016
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RECENT MAJOR CHANGES

Meloxicam Tablets, USP is a non-sterlg{Re!F%gﬁf?ar‘}\'gn%tgrsy‘\grﬁg indicated for:

Osteoarthritis (OA) (1.1
Rheumatoid Arthritis (RA) _S] ,23 . . .
Juvenile Rheumatoid Arthritis (JRA) in patients who weigh 260 kg (1.3)

RECAUTION

WARNINGS AND

e Hepatotoxicity: Inform patients of warning signs and symptoms of hepatotoxicity. Discontinue if
abnormal Tiver t f Sinie Al ! ¥

ests persist or worsen or if clinical signs and symptoms of liver disease develop (5.3)

e Hypertension: Patients takin%\‘some antihypertensive medications may have impaired response to

these therapies when takin%\
e Heart Failure and Edema:

allu

SAIDs. Monitor blood pressure ﬁA N .
void use of Meloxicam Tablets, USP in patients with severe heart
re_unless benefits are expected to outweigh risk of worsening heart failure (5.5)

o Renal Toxicity: Monitor renal function in patients with renal or hepatic impairment, heart failure
dehydration, or hypovolemia. Avoid use of Meloxicam Tablets, USP in patients with advanced
renal disease unless benefits are expected to outweigh risk of worsening renal function (5.6)

P

aspirin sensitivity . . . ) )
Serious Skin Reactions: Discontinue Meloxicam Tablets, USP at first appearance of skin rash or

othe

Anaphylactic Reactions: Seek emer%ency_ help if an anaphylactic reaction occurs (5.7)
Exacerbation of Asthma Related to san Sensitivity: Meloxicam Tablets, USP is contraindicated
in patients with aspi sthma. Monitor

)a(s g)n-sensmve a patients with preexisting asthma (without

r signs of hypersensitivity i5.9

Premature Closure of Fetal Ductus Arteriosus: Avoid use in pregnant women starting at 30 weeks

estation (5.10, 8.
o Hematologic Toxicity: Monitor hemoglobin or hematocrit in patients with any signs or symptoms
of anemia'(5.11, 7)

ADVERSE REACTIONS

e Most common (25% and greater than placebo) adverse events in adults are diarrhea, upper
respiratory tract infections, dyspepsia, and influenza-like symptoms (6.1

e Adve
To repo
or FDA

rse events observed in pediatric studies were similar in nature to the adult clinical trial experience 36.1‘}
rt SUSPECTED ADVERSE REACTIONS, contact Carlshad Technology, Inc. at 1-855-397-977
at 1-800-FDA-1088 or http://www.fda.gov/medwatch

e Drugs that Interfere with Hemostasis (e
bleeding who_are concomitantly takin

ch.
DRUG INTERACTIONS

.. warfarin, aspirin, SSRIs/SNRIs): Monitor patients for
eloxicam Tablets, USP with drugs that interfere with

hemostasis. Concomitant_use of Meloxicam Tablets, USP and analgesic doses of aspirin is not

CE

Renerally recommended (7

Inhibitors. Angiotensin Receptor Blockers (ARBs) or Beta-Blockers: Concomitant use with

DOSAGE AND ADMINISTRATION
Ugglghgzlgfwest effective dose for %se s%onest lfuratfon%onéstgnt with individual patient treatment
gre! ) and RA (2.

3):
> Starting dose: g mg once daily .
jRADose may be increased to 15 mg once daily

e 7.5 mg once daily in children 260 kg ) . .
Meloxicam Tablets, USP are not interchangeable with approved formulations of oral meloxicam
even if the total milligram strength is the same (2.6

0SAGE FORMS AND STRENGTHS

D
Meloxicam Tablets, USP: 7.5 mg and 15 mq 3
CONTRAINDICATIONS:

Known hypersensitivi

r to meloxicam or any components of the druq(product 4
History of asthma, urficaria, or other allergic-type reactions after tal

ing aspir}n)or other NSAIDs (4)

Meloxicam Tablets,

may diminish the antihypertensive effect of these drugs. Monitor blood

pressure [l7) . . . .
ACE Inhibitors and ARBs: Concomitant use with Meloxicam Tablets, USP in elderly, volume-depleted,

or those with_renal impairment may result in deterioration of renal function: In such high risk

Batient_s, monitor for signs of worsening renal function (7) o _
iuretics: NSAIDs can reduce natriuretic effect of furosemide and thiazide diuretics. Monitor

patients to assure diuretic efficacy including antihypertensive effects (7)

USE IN SPECIFIC POPULATIONS

Pregnanc¥: Use of NSAIDs during the third trimester of pregnancy increases the risk ofr?_remature
C|OSil(Jr9 of the fetal ductus arteriosus. Avoid use of NSAIDs in"pregnant women starti
weeks

ng at 30
estat|on[§5.10, 8.1) . o . . . o .
NSAIDs are associated with reversible |nfert|l|ty3. Consider withdrawal of Meloxicam

o Infertili 3{:
ablets, USP in women who have difficulties conceiving (8:3)

5.

5.

5.

5.

Avoid the use of Meloxicam Tablets, USP in patients with severe heart failure unless the benefits
are expected to outweigh the risk of worsening heart failure. If Meloxicam Tablets, USP is
used in patients with severe heart failure, monitor patients for signs of worsening heart failure.

6 Renal Toxicity and Hyperkalemia
Renal Toxicity =~ =~ . . _ .

ong-term administration of NSAIDs, lncludmtq Meloxicam Tablets, USP, has resulted in
renal papillary necrosis, renal insufficiency, acute renal failure, and other renal injury.
Renal IOX.ICIIK has also been seen in patients in whom renal prostaglandins have a compensa-
tory role in the maintenance of renal perfusion. In these patients, administration 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 impaired renal function. dehydration, hypovolemia, heart failure,
liver dysfunction, those taking diuretics and ACE inhibitors or” ARBs, and the elderly.
Discontinuation of NSAID therapy is usualle( followed by recovery to the pretreatment state.
The renal effects of Meloxicam Tablets, USP may hasten the progression of renal dysfunction
in patients with Free)qstmg renal disease. BecauSe some Meloxicam Tablets, USP metabolites
are excreted by the kidney, monitor patients for signs of worsening renal function.

orrect volume status in dehydrated or hypovolemic patients prior to initiating Meloxicam
Tablets, USP. Monitor renal function in patients with renal or hepatic impairment, heart failure,
dehydration, or hypovolemia during use of Meloxicam Tablets, USP [see Drug Interactions (7)].
No information is available from controlled clinical studies regarding the use of Meloxicam
Tablets, USP in patients with advanced renal disease. Avoid the use of Meloxicam Tablets, USP
in patients with advanced renal disease unless the benefits are expected to outweigh the risk
of worsening renal function. If Meloxicam Tablets, USP is used in patients with advanced renal
alseasis, Imomtor patients for signs of worsening renal function [see Clinical Pharmacology (12.3)).

erkalemia

ricreases In serum potassium concentration includin?_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.

7 Anaphylactic Reactions ) . . . i . )
Meloxicam has been associated with anaélh_ylactm reactions in patients with and without

nown hypersensitivity to meloxicam and in patients with aspirin-sensitive asthma [see
CGontraindications (4) and Warnings and Precautions (5.8)].
Seek emergency help if an anaphylactic reaction occurs.

8 Exacerbation of Asthma Related to Aspirin Sensitivity " . .

A subpopulation of patients with asthma may have aspirin-sensitive asthma which may include
chranic rhinosinusitis complicated by nasal d]0| ps; severe, potentially fatal bronchospasm;
and/or intolerance to aspirin and other NSAIDs, Because cross-reactivity between aspirin and
other NSAIDs has been reported in such aspirin-sensitive patients, Meloxicam Tablets, USP
is contraindicated in patients with this form of aspirin sensitivity [see Contraindications (4)].
When Meloxicam Tablets, USP is used in patients with preexisting asthma (without known
aspirin sensitivity), monitor patients for changes in the signs and symptoms of asthma.

9 Serious Skin Reactions . X . L
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 Wa_mmg%. Inform patients about the signs and
symptoms of serious skin reactions, and to discontinue the use of Meloxicam Tablets, USP at

—
=

@

: it . the first appearance of skin rash or any other sign of hypersensitivity. Meloxicam Tablets, USP is
In the setting of CABG surgery (4) See 17 for PATIENT COUNSELING INFORMATION and Medication Guide. . contrandiate n patients with ol seri_ousgskin reetons to NS%DS [see Contraindications (4)].
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1 INDICATIONS AND USAGE 5.12 Masking of Inflammation and Fever 5.11 Hematologic Toxicit e
1.1 Osteoarthritis (OA) 513 _aboratorl\(’ Monitoring Anemia has occurred in NSAID»treateddpatie_ntsA This may be due to occult or gross blood
12 Rheumatoid Arthritis (RA) - ) 6 ADVERSE REACTIONS ) ) loss, fluid retention, or an incompletely described effect oni erythropoiesis. If a patient treated
1.3 _Juvenile Rheumatoid Arthritis (JRA) Pauciarticular and Polyarticular Course 6.1 Clinical Trials Experience 6.2 Postmarketing Experience with Meloxicam Tablets, USP has any signs or symptoms of anemia, monitor hemoglobin or
2 DOSAGE AND ADMINISTRATION 7 DRUG INTERACTION hematocrit.
2.1 General Dosing Instructions 8 USE IN SPECIFIC POPULATIONS NSAIDs, including Meloxicam Tablets, USP, may increase the risk of bleeding events. Co-
2.2 Osteoarthritis ™ 8.1 Pregnancy 8.5 Geriatric Use morbid conditions such as coagulation disorders or concomitant use of warfarin, other
2.3 Rheumatoid Arthritis - _— ) 8.2 Lactation 8.6 Hepatic Impairment anticoagulants, antiplatelet agents (e.g., aspirin), serotonin reuptake inhibitors (SSRls) and
2.4 Juvenile Rheumatoid Arthritis (JRA) Pauciarticular and Polyarticular Course 83 Females and Males of Reproductive Potential 8.7 Renal Impairment serotonin norepinephrine reuptake inhibitors (SNRIs) may increase this risk. Monitor these
2.5 Renal Impairment =~ . . 84 Pediatric Use P ) P atients for signs of bleeding [see Drug Interactions (7)]).
2.6 Non-Interchanﬁeamh't‘yEwnth Other Formulations of Meloxicam 10 OVERDOSAGE 5.12 Masking of Inflammation an er
3 DOSAGE FORMS AND STRENGTHS 11 DESCRIPTION The pharmacological activity of Meloxicam Tablets, USP in reducing inflammation, and
4 CONTRAINDICATIONS 12 CLINICAL PHARMACOLOGY ossibly fever, may diminish'the utility of diagnostic signs in detecting infections.
5 WARNINGS AND PRECAUTIONS . - A 5.13 Eahora ory Monitarin,
5.1 Cardiovascular Thrombotic Events . 12.1 Mechanism of Action 12.3 Pharmacokinetics Because serious Gl bleeding, hepatotoxicity, and renal injury can occur without. Warning
5.2 Gastrointestinal Bleeding, Ulceration, and Perforation 13 NONCLINICAL TOXICOLOGY ) . symptoms or signs, consider momtonn%pa ients on long-term NSAID treatment with a CB!
5.3 Hepatotoxicity 13.1 Carcmg[%enems, Mutagenesis, Impairment of Fertility and a chemistry profile periodically [see Warnings and Precautions (5.2, 5.3, 5.6)).
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WARNING: RISK OF SERIOUS CARDIOVASCULAR AND GASTROINTESTINAL EVENTS
Cardiovascular Thrombotic Events

onsteroidal anfi-in

thrombotic events,

may occur early in tr

Precautions (5.1)]. . o . i

Meloxicam Tablets, USP is contraindicated in the setting of coronary artery bypass graft (CABG)
ry [see c‘i""ﬁ-’”"”"ﬂ.”"”s (4) and Warnings and Precautions (5.1)].

Tammatory drugs (NSAIDs) cause an increased risk of serious cardiovascular
luding myocardial inf and stroke, which can be fatal. This risk
d of use. [see Warnings and

and may

surgel
Gaslru%meslinal Bleeding, Ulceration, and Perforation . . .
° s cause an increased risk of serious ?as rointestinal (GI) adverse evgnts including

bleeding, ulceration, and perforation of the stomach or intestines, which can be fatal. These
events can occur at any time durln?_use and without warning symptoms. Elderly patients and
patients with a prior history of peptic ulcer disease and/or Gl bleeding are at greater risk for
serious Gl events [see Warnings and Precautions (5.2)].
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INDICATIONS AND USAGE

1.1 Osteoarthritis PA) o . . "
Meloxicam Tablets, USP is indicated for relief of the signs and symptoms of osteoarthritis [see
Clinical Studies (14.1)]

1.2 Rheumatoid Arthritis (RA) . . .
Meloxicam Tablets, USP is indicated for relief of the signs and symptoms of rheumatoid
arthritis [see Clinical Studies (14.7)]. o i

1.3 Juvenile Rheumatoid Arthritis RI\)f Pauciarticular and Polyarticular Course =~
Meloxicam Tablets, USP is indicated Tor relief of the signs and symptoms of pauciarticular or
polyarticular course Juvenile Rheumatoid Arthritis in patients who weigh 260 kg [see Dosage
and Administration éZ# and Clinical Studies (14.2)].

DOSAGE AND ADMINISTRATION

2.1 General Dosing Instructions ) ) )

Carefully consider the potential benefits and risks of Meloxicam Tablets, USP and other treatment
options before deciding to use Meloxicam Tablets, USP. Use the lowest effective dosage for
Ege sh[o_rtes(tE)durauon consistent with individual patient treatment goals [see Warnings and
recautions (5)).

Atter observing the response to initial therapy with Meloxicam Tablets, USP, adjust the dose
to suit an individual patient's needs. . . .

In adults, the maximum recommended daily oral dose of Meloxicam Tablets, USP is 15 mg
regardless of formulation. In patients with hemodialysis, a maximum da|}y dose}ge of 7.5 mg
s recommended [see Use in Specific Populations (8.7), and Clinical Pharmacology (12.3)].
Vieloxicam Tablets, USP may be taken without regard to timing of meals.

2.2 Osteoarthritis . N )

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

2.3 Rheumatoid Arthritis . " )
For the relief of the signs and symptoms of rheumatoid arthritis, the recommended starting
and maintenance oral dose of Meloxicam Tablets, USP is 7.5 mg once daily. Some patients
may receive additional benefit by increasing the dose to 15 mg once da|le/.

2.4 Juvenile Rheumatoid Arthritis {JRA% Pauciarticular and Polyarticular Course .

For the treatment of juvenile rheumatoid arthritis, the recommended oral dose of Meloxicam
Tablets, USP is 7.5 mg once daily in children who weigh 260 kg. There was no additional
benefit demonstrated by increasing the dose above 7.5 mg in clinical trials.
Meloxicam Tablets, USP should not be used in children who weigh <60 kg.

2.5 Renal Impairment . . ) o .
The use of Meloxicam Tablets, USP in subjects with severe renal impairment is not recommended.
In patients on hemodialysis, the maximum dosage of Meloxicam Tablets, USP is 7.5 mg per
day [see Clinical Phar.nzacn/q%/ 12.3)]. ) X

2.6 Non-Inter ility with Other Formulations of Meloxicam

Veloxicam Tablets, USP have not shown eﬂluwal‘ent s¥stemic e)gnosure to other approved
‘ormulations of oral meloxicam. Therefore, Meloxicam Tablets, USP are not interchangeable
with other formulations of oral meloxicam product even if the total_milligram strength'is the
same. Do not substitute similar dose strengths of Meloxicam Tablets, USP with other
formulations of oral meloxicam product.
DOSAGE FORMS AND STRENGTHS
Meloxicam Tablets, USP: . o )
e 7.5 mg: pastel yellow, round, biconvex, uncoated tablet containing meloxicam 7.5 mg. The
7.5 mg tablet is'impressed with “5” mark on one side. o .
e 15 mg: pastel yellow, round, biconvex, uncoated tablet containing meloxicam 15 mg. The 15 mg
tablet is impressed with “100” mark on one side.
CONTRAINDICATIONS o . ) .
Meloxicam Tablets, USP is contraindicated in the following patients: . .
e Known hypersensitivity (e.g., anaphylactic reactions and serious skin reactions) to meloxicam
or any components of the drug product [see Warnings and Precautions (5.7, 5.9)]
o History of asthma, urticaria, or other allergic-type reactions after taking aspirin or other NSAIDs.
Severe, sometimes fatal, ana h;lacnc reactions to NSAIDs have been reported in such patients
see Warnings and Precautions (p5 . 5.8)] . .
e [n the setting of coronari( artery bypass graft (CABG) surgery [see Warnings and Precautions (5.1)]
WARNINGS AND PRECAUTIONS
5.1 Cardiovascular Thrombotic Events . .
Clinical 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 (M) 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

5.2

5.3

5.4

5.5

serious GV thrombotic events began as early as the first weeks of treatment. The increase in CV
thrombotic risk has been observed most consistently at hlgher 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 enfire treatment course, even in the absence of
previous s¥mpt0ms. Patients should be informed about the symptoms of serious CV events
and the steps to take if they occur, o . .
There is no consistent evidence that concurrent use of aspirin mitigates the increased risk of
serious GV thrombotic events associated with NSAID use. The concurrent use of aspirin and an
AID, such as meloxicam, increase the risk of serious gastrointestinal (Gl) events [see Warnings
and Precautions (5.2)].

Status Post Corona% Artery Bygass Graft (CABG Surge% .
[wo abge, controlled clinical frials of a -2 selective NSAID for the treatment of pain in the
first 10-14 days following CABG surgery found an increased incidence of myocardial
Efartc}\l/lolnpa?d stroke. NSAIDs are contraindicated in the setting of CABG [see Contraindications (4)).
ost-MI Patients
Observafional 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 all-cause mortality 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. Although the
absolute rate of death declined somewhat after the first ¥ear post-M, 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 Tablets, USP in patients with a recent MI unless the benefits are
expected to outweigh the risk of recurrent CV thrombotic events. If Meloxicam Tablets, USP is
used in patients with a recent M|, monitor patients for signs of cardiac ischemia.
Gastrointestinal Bleeding, Ulceration, and Perforation .
NSAIDs, including meloxicam, can cause serious gastrointestinal (GI) adverse events
|nc|udjn9 inflammation, bleeding, ulceration, and perforation of the esophagus, stomach,
small infestine, 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 u’fper Gl adverse event on NSAID theraRf/ is symptom-
atic. Upper Gl ulcers, gross bleeding, or perforation caused DX NSAIDs, occur 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 risk.
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 corticosteroids
aspirin, anticoagulants, or selective serotonin redptake inhibitors (SSRIs); smoking; use of
aicohol; older age; and poor general health status. Most postmarketing reports of fatal Gl
events occurred in elderly or debilitated patients. Addlt|0na|9{, patients with advanced liver
disease and/or coagulopathy are at increased risk for Gl bleeding.
Strategies to Minimize the G| Risks in NSAID-treated patients: ~
o Use the Jowest effective dosage for the shortest possible duration.
Avoid admijnistration of more than one NSAID af a time. . .
Avoid use in patients at higher risk unless benefits are expected to outweigh 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 G| ulceration and bleeding during NSAID therapy.
If a serious Gl adverse event is suspected, promptly initiate evaluation and treatment, and
discontinue Meloxicam Tablets, USP until a serious Gl adverse event is ruled out.
e |n the setting of concomitant use of low-dose aspirin for cardiac pro;)hylans, monitor
H pa |etnts_ nj‘ore closely for evidence of Gl bleeding [see Drug Interactions (7)].
epatotoxici
Eleea ions of XLT 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, liver necrosis,
and hepatic failure 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
Iethar{gy, diarrhea, pruritus, jaundice, right upper quadrant tenderness, and ‘flu-like
symptoms). If clinical signs and symptoms_consistent with liver disease develop, or if
systemic manifestations occur (e.g., eosinophilia, rash, etc.), discontinue Meloxicam Tablets,
SP immediately, and perform ‘a clinical evaluation of the patient [see Use in Specific
Popu/i?'[/ans_ (8.6) and Clinical Pharmacology (12.3)].

i

Hypertension
N!'/)&IDS, iljcludi_nﬁ Meloxicam Tablets, USP, can lead to new onset or Worsenin\c7; of preexisting
hypertension, either of which may contribute to the increased incidence of CV events.
Patients taking angiotensin converting enzyme (ACE) inhibitors, thiazides diuretics, or loop
?I;Jren[cs m(a] ave impaired response to these therapies when taking NSAIDs [see Drug
nteractions (7)).

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

Heart Failure and Edema . . . .
The Coxib and traditional NSAID Trialists’ Collaboration meta-analysis of randomized
controlled trials demonstrated an approximately two-fold increase in” hospitalizations for
heart failure in COX-2 selective-treated patients and nonselective NSAID-treated patients
compared to '@Iacebo-tre_ated patients. In"a Danish National Registry study of patients with
heart failure, NSAID use increased the risk of MI, hosgltahzano_n for heart failure, and death.
AddltlonaILI'y, 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)].

.
.
°
.
.
°
.
°
6.

C Hyperkalemia [see Warnings and Precautions (5.6)]

Anaphylactic Reactions [see Warnings and Precautions (5.7)

Serious Skin Reactions [see Warnings and Precautions (5.

Hematologjc Toxicity [see Warnings and Precautions (5.11)]

1 Clinical Trials Experience . . . .
Because clinical trials are conducted under widely varyln(]; conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical
trials of another drug and may not reflect the rates observed in practice.

ults
Osteoarthritis and Rheumatoid Arthritis . . .

e Meloxicam Tablets, Shase 2/3 clinical trial database includes 10,122 OA patients
and 1012 RA patients treated with Meloxicam Tablets, USP 7.5 mg/day, 3505 OA patients and
1351 RA patients treated with Meloxicam Tablets, USP 15 mg/day. Meloxicam Tablets, USP
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 thesetpatlems were treated in ten placebo- and/or
active-controlled osteoarthritis trials and 2363 of these patients were treated in ten placebo-
and/or active-controlled rheumatoid arthritis trials. Gastrointestinal (GI) adverse events were
the most frequelntly reported adverse events in all treatment groups across Meloxicam
rials.

unspecified (Iarﬁmqitis NOS, pharyngitis NOS, sinusitis NOS), joint related signs and symptoms

arthralgia
2 MedDR
and rash
The adverse

term (4 to 6

presented in

radgia aggravated, joint qrepitationdoint effusion, joint swelling)

, art
term: nausea, abdominal pain NOS, influenza-like illness, headaches NOS,

Beéerre
events that occurred with Meloxicam Tablets, USP in 22% of patients treated short-
6 l\]/\Ileezks) and long-term (6 months) in active-controlled osteoarthritis trials are
able 2.

Table 2 Adverse Events (%) Occurrinlg in 22% of Meloxicam Tablets, USP Patients in 4 to
e

6 Weeks and 6 Month Active-Control

d Osteoarthritis Trials

410 6 Weeks Controlled Trials 6 Month Controlled Trials

No. of Patients
Ga nmtes}ma,l

str
Abdominal pain

Meloxicam _Meloxicam oxicam eloxicam
Tablets, USP Tablets, USP ets, USP Tablets U_?P
7.5 mg daily mg daily 15 mg daily
5 169

26.
47

TMell i
5 mg daily 7?? i
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TWHO preferred terms edema, edema dependent, edema peripheral and edema legs combined
2 WHO preferred terms rash, rash erythematous and rash maculo-papular combined )
Higher doses of Meloxicam Tablets, USP (22.5 mt% and greater) have been associated with an

increased r

isk of serious Gl events; therefore the daily dose of Meloxicam Tablets, USP

should not exceed 15 mg.

Pediatrics
Pauciarticul

three clinic
randomized

Three hundred and eigf 1t_y-seven
exposed to Meloxicam Tablets,

ar and Polyarticular Course Juvenile Rheumatoid Arthritis (JRA
atients with pauciarticular and{aoslyamcular course JRA were
> SP with doses ranging from 0.125'to 0.375 mg/kg per day in
al trials. These studies consisted of two 12-week multicenter, double-blind,
trials (one with a 12-week open-label extension and one with a 40-week extension)

and one 1-year oq_en-label PK study. The adverse events observed in these pediatric studies

with Melox

icam Tablets, USP were similar in nature to the adult clinical trial experience,

although there were differences in fre%uency. In particular, the following most common
I

adverse events, abdominal pain, vom

common in

don ain, ing, diarrhea, headache, and pyrexia, were more
the pediatric than in the adult trials. Rash was reported in sevent.(fgz(;%[} patients
ITief u

receiving Meloxicam Tablets, USP. No unexpected adverse events were iden ring the
course of the trials. The adverse events did not demonstrate an age or gender-specific
subgroup effect.

The following is a list of adverse drug reactions occurrin? in <2% of patients receiving Meloxicam

Tablets, USP in clinical trials involving approximately

6,200 patients.

Body as a Whole allergic reaction, face edema, fatigue, fever, hot flushes,
malaise, syncope, weight decrease, weight increase
Cardiovascular angina pectoris, cardiac failure, hypertension, hypotension,

myocardial infarction, vasculitis

Central and Peripheral Nervous System

convulsions, paresthesia, tremor, vertigo

Gastrointestinal

colitis, dry mouth, duodenal ulcer, eructation, esophagitis.
astric ulcer, gastrifis, gastroesophageal reflux. gastrointestinal
emorrhage, hematemesis, hemorrhagic duodenal ulcer,
hemorrhagic gastric ulcer, intestinal perforation, melena,
pancreatitis, perforated duodenal ulcer, perforated gastric
ulcer, stomatitis ulcerative

Heart Rate

and Rhythm arrhythmia, palpitation, tachycardia

leukopenia, purpura, thrombocytopenia

Liver and Wary System

ALT increased, AST increased, bilirubinemia, GGT increased,
hepatitis

Metabolic and Nutritional

Psychiatric

dehydration

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, conjunctivitis, taste perversion, tinnitus
albuminuria, BUN increased, creatinine increased, hematuria,
renal failure

Tablets, USP tri ' o - ) N 6.2 Post Marketing Experience o ) )
éfl%é%?r?ggg‘;lﬂ?s%eE:'odr%lljlglse—t%mdéf??gggyngﬁ%dstgfﬂtw%? 'c\/?glgﬂ%g%r%ggtllggs%tg \?/?ttﬁo&ggglgg The following adverse reactions have been identified during post approval use of Meloxicam
and with an active control. Two 12-week multicenter, double-blind, randomized trials were lflzléleti?’ig%m 2?‘2,%35 sla%sseibrle:?})lorr;?igtr)elyr%ps%r‘rtre]gt\éotlﬁgit?rfl%(f]r&)ép]gypgplé@é%q& lénggrl}gg}
%gglcégsctﬁdsg]ﬁﬁﬂepr}g%g\%h rheumatoid arthritis to compare the efficacy and safety of Meloxicam relafitonship to d”rltg e'xrfobsulre' DECitSiO.ﬂslfbgm v(vjhether to include ?qhad}/enrse eve?t f{om
v - ) . spontaneous reports in labeling are typically based on one or more of the following factors:
tTr%glt?negt dfgbcsg iﬁdg’?rzs_?lvggﬁ’&%c?ﬁ_%%%“;ﬁﬂ/é[]c;?t:/g”gé gg?exﬂﬁﬁ'{i‘g%;;ab'mv usp (P) seriousness of the event, (g) number of reports, or (3) strength of causal relationship to
Table 1b depicts adverse events that occurred in 2% of the Meloxicam Tablets, USP the drug. Adverse reactions reported in worldwide post marketing experience or the literature
treatment groups in two 12-week placebo-controlled rheumatoid arthritis trials ' Include. acute urinary retention, agranulocytosis; afterations in mood (such as mood elevation)
o 10 o " . . ana%hy!act_md reactions including shock; erythema multiforme; exfoliative dermatitis; interstitial
Table 1a Adverse Events (%) Occurring in 22% of Meloxicam Tablets, USP Patients nefp ritis; jaundice; liver failure; Stevens-Johnson syndrome; toxic epidermal necrolysis, and
in a 12-Week Osteoarthritis Placebo-and Active-Controlled Trial in eﬂl|l§/ emale.
Meloxicam  Meloxicam . 7 DRUG INTERACTIONS = ) ) ) ) )
Placebo Tablets, USP Tablets, USP Diclofenac See Table 3 for_clinically sn%njfl,cant drug interactions with meloxicam. See also Warnings and
7.5mg daily 15 mg daily 100 mg daily Precautions (5.2, 5.6, 5.11) and Clinical Pharmacology (7'23{VI _
No. of Paients 157 154 156 153 Table 3 Clinically Significant Drug Interactions with Meloxicam
Gastrointestinal 17.2 20.1 17.3 28.1 Drugs that Interfere with H i
Abdominal pain 2.5 1.9 2.6 1.3 Clinical Impact: | @ Meloxicam and anticoagulants such as warfarin have a synergistic effect on
_ Diarrhea 3.8 7.8 3.2 9.2 bleeding. The concomitant use of meloxicam and anticoagulants have an
Dyspepsia 45 45 45 6.5 increased risk of serious bleeding compared to the use of either drug alone.
~Flatulence 15 392 3.9 39 e Serotonin release by platelets plays an important role in hemostasis. Case-control
~Nausea 32 39 38 792 and cohort epidemiological studies showed that concomitant use of drugs
“Body as a Whole = : . - that interfere with serotonin reuFtake and an NSAID may potentiate the risk of
Av oot h nold 19 45 2 26 bleeding more than an NSAID alone.
gc e1 QUSENo 25 19 Z': 33 Intervention:  [Monitor patients with concomitant use of Meloxicam Tablets, USP with
ema - . -2 -3 anticoagulants (e.g., warfarin), antiplatelet agents (e.g., aspirin), selective
_ Fall ] 0.6 2.6 0.0 1.3 serotonin reuptake: inhibitors SSR|_S{), and serotonin norepinephrine reuptake
. ntflulenzg-gke sﬁmp}oms - 5.1 45 5.8 2.6 inhibitors (SNRIs) for signs of bleeding [see Warnings and Precautions (5.17)].
entral and Peripheral Nervous System Aspirin
Dizziness 3.2 2.6 3.8 2.0 Clinical Impact: | Controlled clinical studies showed that the concomitant use of NSAIDs and
Headache 10.2 7.8 8.3 5.9 analgesic doses of aspirin does not produce any greater therapeutic effect than
Respiratory the use of NSAIDs alone. In a cI|n|_caI_s_tud¥ the concomitant use of an NSAID
Pharyngitis 1.3 0.6 3.2 13 and aspirin was associated with a significan fy increased incidence of G| adverse
Upper respiratory tract infection 19 30 19 33 r(gagrjﬁmns as compared to use of the NSAID alone [see Warnings and Precautions
Skin ) - - — -
IIRaShZ 25 2.6 0.6 2.0 Intervention: goncomnant use of Meloxicam Tablets, USP and low dose aspirin or analgesic

1WHQ preferred terms edema, edema dependent, edema Fr])eripheral and edema legs combined
2\WHO preferred terms rash, rash erythematous and rash maculo-papular combined

Table 1b Adverse Events (%) Occurring in 22% of Meloxicam Tablets, USP Patients in two
12-Week Rheumatoid Arthritis Placebo-Controlled Trials

Meloxicam Meloxicam
Placebo Tablets, USPTablets, USP
7.5 mg daily15 mg daily

No. of Patients 469 481 477
Gastrointestinal Disorders 141 18.9 16.8

Abdominal pain NOS* 0.6 2.9 2.3

Dyspeptic signs and symptoms’ 3.8 5.8 4.0

Nausea® 2.6 3.3 38
General Disorders and Administration Site Conditions

Influenza-like illness? 2.9 2.3
Infection and Infestations

Upper respiratory tract infections-pathogen class unspecified' 4.1 7.0 6.5

loskeletal and C ive Tissue Disorders

Joint related signs and symptoms' 1.9 15 2.3
Nervous System Disorders

Headaches NOS? 6.4 6.4 55
Skin and Sub Tissue Disord:

Rash NOS? 1.7 1.0 21

T MedDRA high level term (preferred terms): dyspeptic signs and symptoms (dyspepsia, dyspepsia
aggravated, eructation, gastrointestinal irritation), upper respiratory tract infections-pathogen

oses of aspirin is not generally recommended because of the increased risk of
bleeding [see Warnings and P(ecaufrunsd(5,11)]. Meloxicam Tablets, USP is not a
substitute for low dose aspirin for cardiovascular protection.

ACE Inhibitors,

Angiotensin R Blockers, or Beta-Blockers

Clinical Impact:

o NSAIDs may diminish the antihypertensive effect of angiotensin convertin

enzyme (AGE) inhibitors, angiotensin receptor blockers (ARBs), or beta-
blockers {lncludmg propranolol). ) ) .
e |n patients who are elderly, volume-depleted (including those on djuretic
herapy), or have renal impairment, coadministration of an NSAID with ACE
nhibjtors or ARBs maP/ result in deterioration of renal function, including
possible acute renal failure. These effects are usually reversible.

Infervention:

e During concomitant use of Meloxicam Tablets, USP and ACE inhibitors, ARBs, or
Jetat;tblpckgrs, monitor blood pressure to enstire that the desired blood pressure
s obtained.

During concomitant use of Meloxicam Tablets, USP and ACE inhibitors or ARBs
n patients who are elderly, volume-depleted, or have impaired renal function,
monitor for signs of worsening renal function [see Wacn/ntgs and Precautions (5. 6)|].
When these drugs are administered concomitantly, patients should be adequately
hydrated. Assess renal function at the beginning of the concomitanit
treatment and periodically thereafter.

Diuretics

Clinical Impact:

Clinical studies, as well as post-marketing observations, showed that NSAIDs
reduced the natriurefic 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 natriuretic effect. Furosemide
single and multiple dose pharmacodynamics and pharmacokinetics are not
affected by multiple doses of meloxicam.




LT3

o j[%ksin ggedicines called “corticosteroids”, “anticoagulants”,

) " or "SNRIs
o jncreasing doses of NSAIDs o older age
o poor health

o longer use of NSAIDs ] ,
o advanced liver disease

o smoking ]
o drinking alcohol o bleeding problems

Intervention:  During concomitant use of Meloxicam Tablets, USP_with diuretics, observe] 12 CLINICAL PHARMACOLOGY warfarin may experience changes in INR and an increased risk of bleeding complications
patients for signs of worsening_ renal function, in addition to assuring diuretic 12.1Mechanism of Action . . . i when a new medication is introduced [see Drug Interactions (7)].
efficacy including antihypertensive effects [see Warnings and Precautions (5.6)]. Meloxicam has analgesic, anti-inflammatory, and antipyretic properties. 13¥gNCLINI_CAL TOXICOLOGY

The mechanism of action of Meloxicam Table‘t/é, USP, like that opother NSAIZDs, is not completely .1Carcinogenesis, Mutagenesis, Impairment of Fertility

understood but involves inhibition of cyclooxygenase (COX-1 and COX-2) . Carcinogenesis . o ) _ . e
Meloxicam is a potent inhibitor of prostaglandin synthesis /n vitro. Meloxicam concentrations ere was no increase in tumor incidence in long-term carcinogenicity studies in rats (104 weeks)
reached during hera?y have produced /n vivo effects. Prostaglandins sensitize afferent nerves and mice 999 weeks) administered meloxicam at oral doses up to 0.8 mg/kg/day in rats and up
and potentiate the action of bradykinin in inducing pain in animal models. Prostaglandins are 10 8.0 mg kg/daﬁ in m|ceéup to 0.5- and 2.6-fold, respectively, the maximum recommended
mediators of inflammation. Because meloxicam i$ an inhjbitor of prostaglandin synthesis, its human dose [MRHD] of 1
mode of action may be due to a decrease of prostaglandins in peripheral tissues.

12.3 Xgarme{poklnetlcs

sorpti

Lithium

Clinical Impact: NSAIDs have produced elevations in plasma lithium levels and reductions in
renal lithium clearance. The mean minimum lithium concentration increased
15%, and the renal clearance decreased by approximately 20%. This effect has
been attributed to NSAID inhibition of renal prostaglandin synthesis [see Clinical
Pharmacology (12.3)].

Intervention: - During concomitant use of Meloxicam Tablets, USP and lithium, monitor patients
for signs of lithium toxicity.

mg/day Meloxicam Tablets, USP based on body surface area [BSA]

MMgtgxégﬁ?l\?vas not mutagenic in an Ames assay, or clastogenic in a chromosome aberration NSAID ShOUld onlv- be used:
assay wnhthl#r'ga#,lll mphocytes and an /n vivo micronucleus test in mouse bone marrow. o exactly as preSCTIbed .
nze g%w;r?] OI ﬁol :mpair male and female fertility in rats at oral doses up to 9 mg/kf%/day in oat the owest dose pOSS|b|e for yOU" treatment

doses the pharmacokinetics of meloxicam capsules were dose-proportional over the range o ales and 5 mg/kg/day in females (up to 5.8- and 3.2-times greater, respectively, than the o for the shortest time needed

on

e absolute bioavajlability of meloxicam capsules was 89% following a single oral dose of
30 mg compared with 30’ mg IV bolus injection. Followm%smgle intravenous doses, dose-
proportional pharmacokinetics were shown in the range of 5 mg to 60 mg. After multiple oral

Methotrexate
Clinical Impact: | Concomitant use of NSAIDs and methotrexate may increase the risk for
methotrexate toxicity (e.g., neutropenia, thrombocytopenia, renal dysfunction).

Intervention:  |During concomitant use of Meloxicam Tablets, USP and methotrexate, monitor

m
7.5mg to 15 mg. Mean Grax Was achieved within four to five hours after a 7.5 mg meloxicam tablet MRHD based on BSA comparison).
patients for methotrexate toxicity. dbr L ES What are NSAIDs?

\(/jvas, take? u(|j1 I tftasted contdittlpns, indicating a pbro[())nge5 rug absorption. With multiple 14(1:!4_I¥I(§:f\: STHP_II_ 4 Rh oid Arthriti . .
josing, steady-state concentrations were reached by Day 5. . Tseoar ritis and Rheumatoid Arthritis NSA'DS are USQd to treat pain and redneSS, swelllng . and
heat (inflammation) from medical conditions such as differ-

second meloxicam concentra-

Cyclosporine - - . . tion peak occurs around 12 to 14 hours post-dose _su?gestinlsI biliary reglyc mtq. he use of Meloxicam Tablets, USP for the treatment of the signs and symptoms of osteoarthritis
Clinical Impact: | Concomitant use of Meloxicam Tablets, USP and cyclosporine may increase Meloxicam capsules have been shown to be bioequivalent to Meloxicam Tablefs, USP tablets. of the knee and

1 quive hip was evaluated in a 12-week, double-blind, controlled trial. IVieloxicam Tablets,
Tahle 4 ﬁllglgle_ﬂose and Steadx-étzg‘e’)gharmanoklnetlc Parameters for Oral 7.5 mg and 15 mg USP (3.75 m
o

aily) was compared to placebo. The f

cyclosporine’s nephrotoxicity. K g, /.5 mg, and 15 m? i} e four primary
endpoints were mvesn%tor‘s globa assessment, patient global assessment, patient pain
OMAG score ( d)

Intervention: | During concomitant use of Meloxicam Tablets, USP and cyclosporine, monitor oxicam (Mean an i hole D asséssment. and total re (a self-administered questionnaire addressing pain ent R/pes of arthr|t|S, menstrual cramps, and other types of
patients for signs of warsening renal function. - Steady State Single Dose__ function, and stiffness). Patients on Meloxicam Tablets, US?1 7.5 mg daily and Meloxicam ShO -term pain.
NSAIDs and Salicylates Pharmacokinetic Healthy Elderly Elderly Renal Helpa_tlc Tablets, USP daily showed significant improvement in each of these endpoints ?
Clinical fmpact: |Concomitant use of meloxicam with other NSAIDs or salicylates (e.g., diflunisal, Pargmce‘;ers maIE addylls "|‘:a|d9§ 'EE‘*HBZS {:a'""ﬁ '"SE' “{'%""V compared with placebo. ) . Who should not take NSAIDs?
salsalate) increases the risk of Gl toxicity, with little or o increase in efficacy (% CV) (Fed) (Fed) (Fed) (Fasted) (Fasted) The use of Meloxicam Tablets, USP for the management of signs and symptoms of ostecarthriis  |Do not take NSAIDS:
[:see Warnings and Precautions (5.2))]. 7.5 m'g3 15 mg 15 mg 15 mg 15 mg was evaluated in six double-blind, active-controlled trials outside the U.S. ranging from 4 weeks' 9 - . . .
tervention: | The concomitant use of meloxicam with other NSAIDs or salicylates is not tablets psules _capsules psules _capsules to 6 months’ duration, In these trias, the efficacy of Meloxicam Talets, USP ndosesoi 75 | if you had an asthma attack, hives, or other allergic reaction
recommended v N 13 5 3 12 12 mg/day and 15 mg/day, was comparable to_piroxicam 20 mg/day and diclofenac SR 100 h e h NSA|D )
: ma/day and consislt_]ent with the efficacy seen in the U.S. trial, i WIth aspirin or any other S.
Pemetrexed i i _ Cmax_[pg/mL] 1.05 (20) 2.3(59) 3.2 (24) 0.59 (36) 0.84 (29) The use of Meloxicam Tablets, USP for the treatment of the signs and symptoms. of riaht befor: r after heart b rager
e T L G o e e S L 1 N A Tt
- , renal, eloxicam Tablets, .5 mg, 15 mg, and 22.5 mg daily) was compared to placebo. The f :
pemetrexed prescribing informat?lon) PP / tc‘f/f h]L/ - Zgé (gg) 2 (34) 52‘1‘ (gg) }g (3? ]? ‘2‘3) Frime;(rly endpoint in this study W%S the AgCRZO responsge r,a'ge)/)aV\éomDOsft)e rmeasAuEe of_clinical, Bemrﬂ takmg NSAIDS, te" VOI". hea"hcar.e pl’OVIdBI’ abom
Tntervention: | During concomitant use of Meloxicam Tablets, USP and pemetrexed, in patients t_[mL/min] 8(29) 99 (76) 1(22) (43) (44) aborafory, and fungtional measures of RA response. Patients receiving Meloxicam Tablets, — @ll of your medical conditions, including if you:
with renal impairment whose creatinine clearance ranges from 45 to 79 mL/min, Vit [L] __147(32) 15 (42) 10 (30) 26 (44) 14(29) USP 7.5°mg and 15 mg daily showed significant improvement in the primary endpoin e have liver or kidnev problems
monitor for myelosuppression, renal and Gl toxicit The parameter values in the table are from various studies compared with placebo. No“incremental”benefit was observed with the 22.5 mg dose y p

compared to the E'|)5_m9‘dos_e._ o .
14.2 Juvenile Rheumatoid ﬂhrIlISéJRA) Pauciarticular and Polyarticular Course e

The use of Meloxicam Tablets, USP for the treatment of the S|9ns and symptoms of pauciarticular

or polyarticular course Juvenile Rheumatoid Arthritis in patients 2 years of age and older was

evaluated in two 12-week, double-blind, parallel-arm, active-controlled trials.

e have high blood pressure
e have asthma
e are pregnant or plap to become pregnant. Talk to your

2not under high fat conditions
3Meloxicam Tablets, USP
4V:/f =Dose/(AUC-Kel)

Food and Antacid Effects

Patients taking meloxicam should interrupt dosingyto_r at least five 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.

8 USE IN SPECIFIC POPULATIONS Administration of meloxicam capsules following a high fat breaklast (75 g of fat) resulted in Both studies included three arms: napfoxen and two doses of meloxicam. In both studies, healthcare provider if you are considering taking NSAIDs
I mean peak drug levels (i.e., Cmax) being increased by approximately 22% while the extent o meloxicam dosing began at 0.125 mg/kg/day (7.5 mg maximum) or 0.25 mg/kg/day (15 m H
81 pregnancy - BSOBon (AUL) s unchanoet. The e o masin concaniation T was schve D e g e 0 g D ) {hose s o during pregnancy. Yoil should not take NSAIDs after 29

between 5 and 6 hours. In comparison, neither the AUC nor the Gmax values for meloxicam

se s, including Meloxicam Tablets, USP, during the third trimester of pregnancy oen X the 12-week dosing period, while the other incorporated a titration after 4 weeks to doses of Weeks of pre nancy_
suspension were affected following a similar high fat meal, while mean Tra values were 0,95 mg/kg/day and 0.375 mg/kg/day (22.5 mg maximum) of meloxicam and 15 mg/kg/da L
nefeases R'A&B'xsikcé’nfq”T“%rﬂé%é‘,'eu”“”iﬁeErfetg“neafn%‘%'vgﬁq%‘n“Ss%‘a?ﬁH85313'3’8“&'&?3%?%’!%‘&'1%% increased to_approximately / hours. No pharmacokinetic interaction was detecteg with oAy uay ohkg/day (22.5mg ) ok g are breastfeeding or plan to breast feed.

concomitant administration of antacids. Based on these results, Meloxicam Tablets, USP can The efficacy analysis used the ACR Pediatric 30 responder definition, a composite of parent
be administered without regard to timing of meals or concomitant administration of antacids. and investigator assessments, counts_of active joints and joints with limited range of motion,
Distribution T— . . . . . and erythrocyte sedimentation rate. The proportion of responders were similar in all three

he mean volume of distribution (Vss) of meloxicam is app,roxmat,el:{ 10 L. Meloxicam is roups in both studies, and no difference was observed between the meloxicam dose groups.
~99.4% bound to human plasma proteins (primarily albumin) within the therapeutic dose 16 IR/IOWQ'SU PLIED/STORAGE AND HANDLING

P
third trimester) [see Warnings and Precautions (5.10)]. ) )
here are no adequate and well-controlled studies of MeJoxicam Tablets, USP in regnant
women. Data from observational studies regarding potential embryofetal risks of NSAID use
in women in the first or second trimesters of pregnancy are inconclusive. In the general U.S.
opulation, all clinically recognized pregnancies, regardless of drug exposure, have a

Tell your healthcare provider about all of the medicines you
take, including prescription or gver-the-counter medicines,
vitamins or herbal supplements. NSAIDs and some other

range. The fraction of protein binding is independent of drug concentration, over the clinicall i ini

Ir?%glrrr%]lnr% r%%g&%ﬁ ;t{l%riergajeoralr)nag?ertrglagg;[% 3,%5 L%s%?\?géol[]%g[ggann(?yralggﬁs treated rele%ant,concentrationpran%e, butdecgreases tg ~99% in patignts with renal disease. Meloxicar% mS'%i'i%%% a} l?%Sg’ (l)JrS %35|sma£\1/.a|lagle ‘?S f‘}]paf;e'e‘{ei'é"iwm’JPé’S"s%db{,SﬁR"‘%*’.Hgﬁﬁ%tﬁdoﬁ‘eb 'Sfd%‘,";tna&”{ﬂ% medlClneS can interag Wlth .eaCh Other and Cause serious
B D A nes e s ol doses ettt o 0 pacaed penetration into human red blood cells after oral dosing, is less than 10%. Following  radiolabeled 15'mg tablet is impressed with "100° mark on one side. side effects. Do not start taking any new medicine without
B e O oS o ez gt (MRHD) of Ao e o> LA dose, over 90% of the radioactivity detected in the plasma was present as unchanged meloxicam. Meloxicam Tablets, USP 7.5 mg is available as follows: talking t health der first
Increased incidence of septal heart defects were observed in rabbits treated throtghout Meloxicam concentrations in synovial fluid, after a single oral dose, range from 40% to 50% DG 61442-126-30; Bottles of 30 alking to your healthcare provider Tirst.
embryogenesis with meloxﬁ:am at an oral dose equivalent to 78-times the MRHD. In ré’_ and of those in plasma, The free fraction in synovial fluid iS 2.5 times higher than in plasma, due DG 61442-126-01' Bottles of 100 F R 2
post%a Al TeprodUCtion studies. there. was A AR A dystocia, pdelayed to the lower albumin content in synovial fluid as compared to plasma. The significance of this DG 61442-126-10; Bottles of 100 What are the pOSSIbIe_SIde e_"ects of NSA|DS .
AT 200 docieased SSRGSl i, JOmes i i N fiaton ' Unenoun MeIQHSaT el AT B i 5 gl a follovs: NSAIDS can cduse seripus side effects, including.

: - a [etabolism . o . . ‘ 0C 61442-127-01 Bottles of 100 t is the most important information now
grganogenesis at an gral gpggtgqlgwgilggt lo 2.6,and 26-times the MRHD [see Datel. 00 Meloxicam is extensively metabolized in the liver. Meloxicam metabolites include 5'-carbox DC 61442-127-10’ Bottles of 1000 ge atis.uie most Importa ormation | should kno

about medicines called Nonsteroidal Anti-inflammatory
Drugs ( Ds)?”

e néw or worse high blood pressure

e heart failure L ,

liver problems including liver failure

kidney problems including kidney failure

low réd blood cells (aneniia)

life-threatening skin reactions

I|fe-three_1ten|nﬂallerg|c reactions. )
Other side effects of NSAIDs include: stomach pain,
constipation, diarrhea, gas, heartburn, nausea, vomiting,

i i i i idualizati i meloxicam (60% of dose), from P-450 mediated metabolism formed by oxidation of an intermediate Storage

e ATISHAROR of DG AT S heS e BHOTS, aneh R e owaaun: esuted i Metabolteb-yaeumal moosarh Ch sl gicrln o serexant (0% o dose).  Stord a1 26°c (17°%); excursions permitied to 15 to 30°C (59 to 86°F) [see USP Contolled Room
increased pre- and post-implantation loss. ! ’ In vitro studies indicate that GYP2C9 (cytochrome P450 n‘getabollzm(};1 enzyme) plays an Temperature]. Keep Meloxicam Tablets, USP ina dry place.
Clinical Considerations |m?,ortam role in this mefabolic pathwaY with a minor contribution of the CYP3A4 isozyme. Dispense tablets in a tight container.

abor or Dellvery Patients’ peroxidase activity is probably responsible for the other two metabolites which Ke% this and all medications out of the reach of children.
There are no studies on the effects of Meloxicam Tablets, USP during labor or delivery. In account for 16% and 4% of the adminisfered dose, respectively. All the four metabolites are 17 PATIENT COUNSELING INFORMATIO ) ) - . )
animal studies, NSAIDs, including meloxicam, inhibit prostaglandin synthesis, cause delayed not known to have any i vivo pharmacological activity. Advise the patient to read the FDA-approved patient labeling (Medication Guide) that accompanies | ®

arturition, and increase the incidence of stillbirth. Excretion I . . ' . each prescription |s,?,ensed. . . o . o °

ata Meloxicam excretion is predominantly in the form of metabolites, and occurs to equal extents in Inform patients, families or their caregivers of the following information before initiating therapy
Animal Data the urine and feces. Only traces of the tinchanged parent compound are excreted in the urine (0.2%) with an NSAID and periodically during the course of ongoing therapy. °
Meloxicam was not teratogenic when administered to pregnant rats during fetal organogen- and feces (1.6%); The extent of the urinary excretion was confirmed for unlabeled multiple Cardiovascular Thrombotic Events . . R
esis at oral doses up to 4 mg/kg/day (2.6-fold greatertf?an%he MRHD of 15'mg of Meloxicam 75 n]gndoses: 0.5%, 6%, and 13% of the dose were found in urine in the form of meloxicam, and Advise patients fo be alert for the symptoms of cardiovascular thrombotic events, including chest | ®
Fabiets. Ush Based on BEA comparison). Adhinisiration of meloxicam to pregnant ;abbits the 5 hydroxymethyl and 5 -carboxy metabolites, respectively. There Is significant biliary and/or ain, shortness of breath, weakness, or slurring of speech, and to report any of these symptoms | @
throughout embryogenesis produiced an increased incidence of septal defects of the heart at enteral Secretion of the drug. This was demonstrated when oral administration of cholestyramine 0 thieir healthcare provider immediately | see Warnings and Precautions (5.1).
an oral dose of 6)6 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

following a single |V dose of meloxicam decreased the AUC of meloxicam by 50% Gastrointestinal Bleeding. Ulceration, and Perforation
‘Advise patients to reporf symptoms of ulcerafions and bleedin?, including epigastric pain
conversion). In rats and rabbits, embr}/o{ethality occurred at oral meloxicam doses of 1 n
y

single | 0 )y 90%. '
The mean elimination half-life (t12) ranges from 15 hours to 20 hours. The elimination hali-life ] D ymptor [ 3 )
is constant across dose levels |nd|cat|ngLI|near metabolism within the therapeutic dose range. dyspepsia, melena, and hematemesis to their healthcare provider. In the setting of concomitant

ma/ka/day and 5 ma/kg/day, respectively (0.65- and 6.5-fold greater, respectively, than the Plasma clearance ranges from 7 to 9 mL/min. use of low-dose aspirin for cardiac prophylaxis, inform patients of the increased Tisk for the signs and dizziness.
MRHD ba_yse_d on_BS% com ‘ér_isor’f) when administered throu fout orga_nogenesis.y _ Specific Populations and symptoms of Gl bleeding [see Warnings and Precautions (5.2)). Get emergency help right if t any of the follow-
i edlalric A . Hepatotoxicit get emergency neip right away It you get any of the roliow
Oral administration of meloxicam to pregnant rats during [ate gestation through lactation . . . .
Ifessd e M0efce o Ot SOttt ol Gecbasod Sgpna i AfaShle 025 mai) o aministnin e atevng sy state 075 gy, IO bttt of the waring s and symplons of heptotosiy (e g, pavse, twe. ing Sympfoms:
i -t i o ] rgy, diarrhea, pruritus, jaundice, right upper quadr: Iness, u-li : - .
g.p Melowcam doses of 0.125 mkg/day or greater (0.08-times MRHD based on BSA comparison) 6 years old) as compared fo the older patients (7 1o 16 years old). The Older patientshad 17 Joesk acaur ashruct patints o stogu Meloxicam Tablets, USP and seek mmediate medica  |® Shortness of breath or trouble breathing
'sk Summar meloxicam exposures similar %smgle dose) or slightly reduced T(steady state) to those in the therapy [see Warnings and Precautions (5.3)]. e chest pain
Thereare no Numan data available on whether meloxicam is present in human milk, or adult patients, when using AUG values nofmalized 10 4 dose of 0.25 mo/ky [see Dosage dnd Heart Fallure and Edema . S : :
on the offects on breastied iafantan of o il orodaction The developraental and Adminisirafjon (2.4)]. The meloxicam mean (SD) elimination half-life was 15.2 (10.1) and 13.0 vise patients fo be alert for the symptoms of congestive heart failure including shortness of  |@ \weakness in one part or side of vour bod
health benefits of breastfeeding should be considered along with the mother’s clinical hours (3.0) for the 2 to 6 year old patients, and 7 to ]thear old patients, respectively. breath, unexplained weight gain, or edema and to contact their healthcare provider if such | d h
need for Meloxicam Tablets, USP and any potential adverse effects on the breastfed In a covariate analysis, utilizing population pharmacokinefics body-weight, but not age, was the symptoms oceur [see Warnings and Precautions (5.5)). e Slurred speec
infant from the Meloxicam Tablets, USP or #om the underlying maternal condition. single predictive covariate for differences in the meloxicam apparent oral plasma clearance, The Anaphylactic Reactions . ) ) . . _ ° swe”mg of the face or throat
ata ody-weight normalized apparent oral clearance values were adequate predictors of meloxicam nform Fanents of the signs of an anaphylactic reaction (e.qg., difficulty breathing, swelling of the i .
Al data _ _ _ o gposure n pei((natrgc patfumt?. icam Tablets. USP in pediatric pati dor 2 ] face or throat). Instruct patients to seek immediate emergency help if these occur [see Contraindi- Stop taklng_ our NSAID and call HOUI’_ healthcare prOVIdel'
Meloxicam was present in the milk of lactating rats at concentrations higher than those e pharmacokinetics of Meloxicam Tablets, USP in pediatric patients under 2 years of age galions (4] ang Warnings and Precautions (5.7)). right away if you get any of the following symptoms:
8.3 Femalesand Males of Reproductive Potential erialric ¢ vise patients fo sfop Meloxicam Tablets, USP immediately if they develop any type of rashand  |@ NaUSea e there is blood in your
- remaies and Nales of Reproductive Potentia Elderly males (265 years of age) exhibited meloxicam plasma concentrations and steady-state to contact their healthcare provider as soon as possible [see Warnings and Precatttions (5.9 : i
iy gl s i b el e S R R SRR e ot o v waoren [ 101G, red 07 weaker than usual - bowel mavement of t1s
i i in-medi includi Css A mass, I S (<5 vise Temales of reproductive potential who desire pregnancy thal s, including Meloxicam
&aeslggicoarr]nﬂ'llgb@fghﬁg}gwmoafyagglgg'otrh %rg\?eento frupprtcl‘JSrteagol? %Q/lérl]rig]r? %}ﬁ:?esl\fsvelglijcsﬁ h"acs'”éje'gﬁ weight normal?zat?qn. Despite the |ngreased t¥)ta| goncentrahons in helelderlgfemales, thg Tablets, USP, may bepassociated evithareversible delaypin gvulatign [see Use/nSpec/ﬁcPup%/a[/ons (8.3). o .dlar.r hea bIaCk and St.ICk Ilk.e tar
associated with reversiblé infertility in some women. Published animal studie$ have shown that adverse event profile was comparable for both elderly patient populations. A smaller free Fetal Toxicity ) ) . e jtchin e unusual Welgh gain
administration of prostaglandin synthesis inhibitors has the potential to disrupt prostaglandin- fraction was found in elderly female patients in comparison to elderly male patients. nform pregnant women to avoid use of Meloxicam Tablets, USP and other NSAIDs starting at 30 : | k ” k h b| 1 th
mediated follicular rupture required for ovulation. Small stutﬂes,in women treated with NSAIDS ex R ) ) weeks gesfation because of the risk of the premature closing of the fetal ductus arteriostis [see  |® YOUI SKIN Or €yeS (00K Yellow ® SKIN rasn or Dlisters wi
ave also shown a reversible delay in ovulation, Consider withdrawal of NSAIDs, including Young females exhibited slightly lower plasma concentrations relative to young males. After Warnrngs and Precautions (5. wéand Use in Specific Populations (8.1)]. ° |nd| estion or'sto mach ain fever
Vieloxicam Tablets, USP, in women who have difficulties conceiving or who are tndergoing single doses of 7.5 mg Meloxicam Tablets, USP, the mean elimination half-life was 19.5 hours Avoid Congcomitant Use of NSAIDs . ) p .
nvestigation of infertilty.’ for the female group as compared to 23.4'hours for the male group. At steady state, the data Tnform patients that the concomitant use of Meloxicam Tablets, USP with other NSAIDs or  |@ f|u-[Tke symptoms ° SWB”Ing of the arms and
8.4 Pediatric Use were similar (17.9 hours vs 21.4 hours). This pharmacokinetic difference due to gender is salicylates (e.qg., diflunisal, salsalate) is not recommended due to the increased risk of gastrointes- . | h d d f
The safety and effectiveness of meloxicam in pediatric JRA patients from 2 to 17 years of age likely o_be of lite_clinical importance. There was linearity of pharmacokinetics and no  final"toxicity, and Iittle or no increase in efficacy [see Warnings and Precautions (52) and Drug  |®@ VOMIit blood egs, hands and feet
has been evaluated in three clinical trials [see Dosage and Administration (2.3), Adverse Reactions ?_Fpre_uable difference in the Cmax OF Tmax across genders. Interactions (y7)]. Alert patients that NSAIDs may be ‘present in “over the counter” medications for " ou take 100 much 0' our NSA") caII our hea"hcare
6.1), and Clinical Studies (14.2)] ’ e{;aﬂc_lmpa//men[ ) ) ) treatment of Colds, fever, or insomnia. V > : V . ’ v
8.5 [adana Gl Following a single 15 mg dose of meloxicam there was no marked difference in plasma Use of NSAIDS and Low-Dose Aspirin® , , , , rovider or get medical help right away.
™ Elderly patients, compared to younger patients, are at greater risk for NSAID-associated concentrations in patients with mild ﬁChnd-Pugh Class 1) or moderate gChnd-P_ugh lass II{ nform patients not to use low-dose aspirin concomitantly with Meloxicam Tablets, USP until they Ill-h t all th d ffect ith NSAID d H F
seriouls ‘cardiovascular. gastrointestinal, and/or renal adverse reactions. If the anticipated hepatic impairment compared to healthy volunteers. Protein binding, of meloxicam was no talk to their healthcare provider [See Drug Interactions (7)]. €se are not a € Siae erects wi ) medICINesS. ror
benefi for the elderly paflent OUNWeIGhS:these potentlal isks, start dosing at the jow end,of ateged f eh;ag?ctlf n;[)ﬂagg;rggletﬂga';‘iQHI{gsvggﬁ 23&%?@”&%35 i3 Necessan i Eﬂﬁiﬁ?ﬁsug'ﬁ“&?s'édﬁﬁ For current prescribing information, call Carlsbad Technology, Inc. at 1-855-397-9777. more information, ask your healthcare provider or pharma-
t5h§ %035'2% rg_”;gfga”d monitor patierits for adverse effects [see Wamings and Precautions (5.1, I e/n[ot b(een)]a equately studied [see Warnings and Precautions (5.3) and USe in Specific W.,“;' 'saﬁ:# rﬁﬁal:ryﬁagguﬁm Ind. Co., Ltd. 8|S|l‘i abOUthSA|D? dical ad b de eff v
8.6 Hepatic Impairment opulations (8.6)]. Tachla, Taichung 43769, TAIWAN all your octor for medical advice about side effects. You
No dose adjustment is necessary in patients with mild to moderate hepatic impairment. Patients enal Impairment . ‘ ; ; . P istri : H )
with severelhepatic impairment hryave ﬁot been adequately studied. Si,ncepmeloxicpam_is significantly Meloxicam pharmacokinetics have been investigated in subjects with mild and moderate renal E;ﬂ's'[',’;'ﬁe%’e‘} nology, Inc. may report side effects to FDA at 1-800-FDA-1088
mft:ﬁaﬁohz%d in the liver {and heﬁatotoX|C|t)(/j may ogoLr, IS¢ msfltzg}[cam/ E’#h caut/lon |n1ga§tlents 'rﬂ“e‘?g'x’i%“aerﬂ‘i.Ic?‘eaa's"e%‘%Vﬁ'ﬁ?ﬂ“eau%%?ﬁg”Sfrarte'%gﬁ?gp?ﬁ%'ﬁ?%“ni%C{Fee‘esf\%%”vdatﬁé%' %gﬁg@ﬁﬁlgﬁ 5928 Farnsworth 8 arisbad, CA 92008, USA Other inf ti bout NSAID
8.7 Wéna e‘,’,i’p'gi',’{,‘,‘;?,'{me” [see Warnings and Precations (5.3) and Clinical Phamatology (12.5)) in all groups. The higher meloxicam clearance in subjects with renal impairment may be due Revised: 01/17 er information abou S

No dose adjustment is necessary in patients with mild to moderate renal impairment. Patients
with severe renal impairment have not been studied. The use of Meloxicam Tablets, USP in
subjects with severe renal impairment is not recommended. In patients on hemodialysis,
meloxicam should not exceed 7.5 mg })er day, Meloxicam is not dialyzable [see Dosage and
Administration (2.1) and Clinical Pharmacology (12.3)].
100VERDOSAGE . -
Symptoms following acute NSAID overdosages have been typically limited to lethargy,
drowsiness, nausea, vomiting, and epigastric pain, which have been generally reversjble with
supportive care. Gastrointestinal bleeding has occurred. Hypertension, acute renal failure,
gegp%r?’t%r% depression, and coma have occurred, but were raré [see Warnings and Precautions (5.1,

Manage_Fa ients with scymp_tomatic and sup;mrtive care followinq an NSAID overdosage. There are

no specific antidotes. Consider emesis and/or activated charcoal (60 to 100 grams in adults, 1 to

2 (I;_rams per kg of body weight in pediatric patients) and/or osmotic cathartic in symptomatic
Pa ients seen within four hours of |nélest|o.n or in patients with a large overdosage (5to 10 times

he recommended dosage). Forced diuresis, alkalinization of urine, hemodialysis, or hemoperfu-
sion may not be useful dué to high protein g o

There is limited experience with meloxicam overdosage. Cholestyramine is known tq accelerate
the clearance of meloxicam. Accelerated removal of meloxicam | Y d? oral doses of cholestyr-
amine given three times a day was demonstrated in a clinical trial. Administration of cholestyr-
amine may be useful following an overdosage. )

1" F;JoEr Sagglltll’gl'?%l ﬁnformatlon about overdose treatment, call a poison control center (1-800-222-1222).
Meloxicam Tablets, USP is a nonsteroidal anti-inflammatory drug (NSAID). Each pastel yellow
Meloxicam Tablets, USP contains 7.5 mg or 15 mg meloxicam for oral'administration. Meloxicam is
chemically designated as_4-hydroxy-2-methyl- (5-methy|-2-th|azol¥l)-2H-1,2-benzohnazme-3-
carboxamide-1, T-dioxide. The molecular weight is 351.4. ItS empirical formula is Cy,H5N;0,S, and
it has the following structural formula: CH

,
OH 0 S/§
s
X N N
|
/S<N\CHJ i
7N
0 0

Meloxicam is a pastel yellow solid, practically insoluble in water, with higher solubility observed in
strong acids and bases. It is very slightly soluble in methanol. Meloxicam has an apparent partition
coefficient (lo Pzapp =0.1in n-octanol/buffer pH 7.4. Meloxicam has pKa values of 1.1 and 4.2.
Melox!cam ablets, USP is available as a tablet for oral administration containing 7.5 mg or 15 mg
meloxicam.

The inactive ingredients in Meloxicam Tablets, USP include Colloidal Silicon Dioxide, Sodium Starch
Glycolate, Lactose, Magnesium Stearate, Microcrystalling Cellulose, Povidone K-30, and Sodium Citrate.

to increased fraction of unbound meloxicam which is available for hepatic metabolism and

subsequent excretion. No dosage adjustment is necessary in patients with mild to moderate

renal impairment. Patients with Severe renal impairment have not been adequately studied. The

use of Meloxicam Tablets, USP in subjects with severe renal impairment is not recommended

Ls,ee Dosage and Administration (2.5), Warnings and Precautions (5.6) and Use in Specific Populations (8.7)).
lemox

jalysis
Fqllowingy 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 healthy volunteers
(0.3% free fraction). Hemodialysis did not lower the total drug concentration in plasma; therefore,
additional doses are not necessarg after hemodialysis. Meloxicam is not dialyzable [see Dosage
and Administration (2.1) and Use in Specific Populations (8.7)].
Drug Interactions Studies o . . o

spirin: When s were administered with aspirin, the protein binding of NSAIDs were
reduced, although the clearance of free NSAID was not altered. When Meloxicam Tablets,
USP is administered with aspirin 8000 mg three times daily) to healthy volunteers, it tende
to increase the AUC (10%) and Cmax (24%) of meloxicam. The clinical significance of this
inferaction is not known. See Table 3 for clinically significant drug interactions of NSAIDs
with aspirin [see Drug Interactions (7)]. ) o .
Cholestyramine: Pretreatment for four days with cholestyramine significantly increased the
clearance of meloxicam by 50%. This_resulted in a decrease in t1/2, from 19.2 hours to 12.5
hours, and a 35% reduction in AUC. This suggests the existence of a recirculation pathway
{)or mel(%xhcl_anﬁ 'é] the gastrointestinal tract. The clinical relevance of this interaction has not

een established.
Cimetidine: Concomitant administration of 200 mg cimetidine four times daily did not alter the
single-dose pharmacokinetics of 30 mg meloxicam. . )
Digoxin: Meloxicam 15 mg,once daily for 7 days did not alter the plasma concentration profile
of ‘digoxin after B-acetyldigoxin administration for 7 days at clinical doses. /n vifro testing
found no protein binding drug interaction between digoxin and meloxicam. .
Lithium: In a study conducted in healthy subjects, mean pre-dose lithium concentration and
AUC were increased by 21% in subjects receiving lithium doses ranging from 804 to 1072.mg
twice daily with meloxicam_15 mg QD every day as compared to Subjects receiving lithium
alone r[see Drug Interactions (7)]. . o ) )
Methotrexate: A'study in 13 rheumatoid arthritis %RA) ﬁaﬂents evaluated the effects of multiple
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, m_ethot7r xate did not displace meloxicam from its human Serum binding sites [see Drug

Warfarin: The effect of meloxicam qn the anticoagulant effect of warfarin was studied in a group
of healthy subjects recelvmg daily doses of warfarin that produced an INR (International
Normalized Ratio) between 1.2 and 1.8. In these subjects, meloxicam did not alter warfarin
pharmacokinetics and the average anticoagulant effect of warfarin as_determined by
prothrombin time. However,,one,subﬂﬁct showed an increase in INR from 1.5 to 2.1. Caution
should be used when administering Meloxicam Tablets, USP with warfarin since patients on

=X

Medication Guide for Nonsteroidal Anti-Inflammatory Drugs
(NSAIDs)

What is the most important information | should know about
ngles(kfﬁr;t)zg called Nonsteroidal Anti-Inflammatory Drugs
‘\ISAIDs can cause serious side effects, including:

o 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 NSA t attack, unless

b

Ds after a recent hear

your healthtare provider tells you to. You may have an

increased risk of another heart attack if you ta D
after a recent heart attack. .

o Increased risk of hleequ, ulcers, and tears (perforation)
of the esophagus (tube Jleading from the mouth to the
stomach), stomach and intestines:

o anytime during use

o without warning symptoms

o that may cause death L .

The risk of getting an ulcer or bleeding increases with:

o Bast history of Stomach ulcers, or stomach or intestinal
leeding with use of NSAIDs

e Aspirin is an NSAID but it does not increase the chance of
a heart attack. As?,lrm can cause bleeding in the brain,
ines. Aspirin can also cause ulcers in

stomach, and intes
the stomach and intestines.
e Some NSA
tion (over-the-counter).

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 NSAID
for a condition for which it was not prescribed. Do not give

Ds to other peaple, even if they have the same symp-

toms that you have. It may harm them.

It you would like more information about NSAIDs, talk with
_provider, You can ask your
provider for information about NSAIDs that is

our healthcare
ealthcare
written for health professionals.
Manufactured by: .
Yung Shin Pharmaceutical Ind. Co., Ltd.
Tachia, Taichung 43769, TAIWAN
Distributed h¥|:
Carlshad Technology, Inc

5928 Farnsworth th,vCarIs'bad, CA 92008, USA

Revised: 01/17

Ds are sold in_lower doses without a prescrip-
Talk to your healthcare provider
before using over-the-counter NSAIDs for more than 10

harmacist or
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