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FULL PRESCRIBING INFORMATION

WARNING:
EVENTS.

Cardiovascular Thrombotic Evants.

‘of serious cardiovascular thrombotic events, including m
infrcton an troke, which can b fatal. This ik may eccur ear n
treatmnt and may ncrease whh duration of use [ seé Warnings and
Precautions (517

- Meloxicam tablets are Sontrandcted i the sattg o coronery

artery bypass graft (CABG) surgery [ see Contraindications ( 4) and.
Viarnings and Precautions (5.1) 1.

n increased risk of

jastrolntestinal (GI)

adverse events including bleeding, ulceration, and perforation of the
s, which can be fatal. Can
any time during use and without warning symptoms. Ederly patients
ith a prior history of poptic ulcar disease and/or GI

bleeding are at g for serious GI events [ see Warnings and
Precautions (5.2) 1.

1 INDICATIONS AND USAGE
1.1 Osteoarthritis (0A)

of osteoarthrts |
see Clncal Stuces (14.1) 1
1.2 Rheumatoid Arthritis (RA)

Meloxicam tabets ae indicated fo rele ofthe signs and symptoms of heumatold
arthres | see Cinical Studes (14.1) ).

uRa)
Meloxicam tabets ae Indicated fo refe of the signs and symptoms of pauchrticulr or
ol cur e Shadato A £ lns o weih 501500

and Administration  2.4) and CicalStudies (14.2) |
2 DOSAGE AND ADMINISTRATION

2.1 General Dosing Instructions.

and risks of
for win e
Warnings and Precautns (51
Ater
SuE an indiiduslpatients necds.
adits, 15mg
regardless of formulation.in paient 75

Populatons (8.7) and
1231

Meloxicam tabets may be taken wEhout regard to iming of mea.

2.2 Osteoarthitis

[For therele ofthe signs and symptoms of osteparthrits the recommended startng
! Some patents

2.3 Rheumatold Arthritis

For the relef o

Starting and mantenance oraldove of Meloxkam tabiets & 7.5 g once daly. Some
&3 doseto

2. ey .

There was no
dtonal banefh damonsirated by ncressing the dose Sbove 7.5 mg n cincal 1.

2.5 Renal Impairment

T use of Meloxicam tables i sublects with severe renal impairment & not
recommended

I patients on hemodlals, the maximum dosage of Meloxicam tabkts s 7.5 mg per
oy 1 see Cinkal Pharmocology (12.3) |

2.6 Non-Interchangeabilty with Other Formulations of Meloxicam

approved

formultons Therefore,

e o ot i o osesizengtns of Meloicom telecs i aer
formulatons of orai meloxicam prod

3 DOSAGE FORMS AND STRENGTHS

Meloxicam Tables USP:

7.5 mg: Ught yelow, round flat beveled edged, tablet wih U & L debossed on one
side and 7.5 debossed centrally on the other sile

4 CONTRAINDICATIONS

Meloxicam tabets are contrandicated i th folowing patints:

. anaphyiactic

melxicarn

« History of asthma, urtcara, or other alergictype reactions afer taking aspir or



other NSAID: etimes faal,
reportd in such patents [ see Warnings and Precautions (5.7, 5.8) |
« nthe setting
precautions (5.1)]

5 WARNINGS AND PRECAUTIONS.

5.1 Cardiovascular Thrombotic Events
Clnicl triss of several COX-2 selective and nonselective NSAIDS of up to three years
ik of

(41 ano stroke, Based o
avalabie data, & Unclear that the risk for CV thromboti avents i simiar for al NSAIDS.
NEAID

Pk factors for
CV disease. However, patients wih known CV disease of risk factos had a higher
absolute ncdence of excess serous CV thrombotc events, due o thef increased

Serious v

eatment

been observed
adverse Cv patints, use the
remain Such events,
course. prevous CV.
‘and the steps to

aspiin meigates the increased

rekof serious CV NSAID use.

(Gl events [ e Warnings and Precautrs (5.2) |

Two arge, pann
the st 10-14 days folowing CABG surgery found an increased ncence of myocardal
CABG [ see

Contrandications (4) |
L p

patients. reinfarcton,
reatment. In s

Same conort the ncdence of death i the frst year post-Mi was 20 per 100 person

years in NSAID-Ureated patlnts compared to 12 per 100 person years i non-NSAID.

o st e resed e kot dsh 1 NSAID uers pereted over st
Ehe next four years of folow
i e sect Haoxcam I 2 1ecrt s inebnets e xpected
o outweigh the risk of recurrent CV thrombe
et . monkr potens o S of cov ot EChem
5.2 Gastrointestinal Bleeding, Uiceration, and Perforation
NSAIDs ek el cancause serious sasrortestn () aderse events
n

ncluding i
kA, o g PRSSRE. Whh Ca b Thse seroes e Evats con
. uith NSAIDS

therapy is symptomatic. Upper Gl ucers, ross bieeding, o perforation caused b
NSAIDS occurred i approxemataly 15 of patients treated for 3.6 months, and n about
2.45% of patiens treated fo one year. However, even snort.term NSAID therapy & not
it

Bk Factors for Gl Beeding. Ukecaton, and Pecforation

a3 greater then 10-fold ncréased isk for developing a Gl bleed compared to patents
o e actors Ol fctrs ot rcreas th 1 f Gl b ptents

rested win NSAIDS nckide anger duration of NSAID therapy; concomgant Use of oral
Corteosterotl, 3spen, anl(oaqmanls or seicclwes:mmmn rcopioke Pbkors
‘oer age; and poor
oot
Addtinaly,patients dease andior co

Fekfor Gl bleeding
‘Strategies to Miniize the Gl Risks n NSAID-reated patents:

+ Avod sdmistatn o ot one A0t e

cresed ko Being o sum pmm\u 5 el thase wth acthe G bleedng,
i NSAID:.
« R s or S o mptome of G uesraton and blesding uring NSAID

ected, pro
200 GBcontinue Meoxam untl 3 serous G adverse event & kit
« in the setting ardoc

Tor evdence of Gi ieeding a3

5.3 Hepatoto

Elevations of ALT o AST (e or more times the upper . of rarnl LN hove
2% of aditon,
er

e, vometine (o caves of seere hepat s ek o e
o35, g hepate ahure have bee reporeed

Slvatons of ALT o AST s thn hr mes ULN) moy oceur i up 0 15% f patits
trested wth NSAIDS nckidng me

. naroy. danes s bl Tont uper quaammmamss nd -
ke symptoms).

Poputins (.9 and CingalPharmacoigy (123) |

54 Wertanson

ek ng of preexisting
Dipertencon mher o which may contrbta o he ncrcaeed ncdence of CV vents.
jotensin converting enzyme (ACE) ihbtors, thiazile duretcs, or
oo Ghrcis oy v pabe 1esponse v hese therapes e ki NSKI3  see
g interactions (7) |

course of terapy.

5.5 Heart Failure and Edema.

randomized

patents and

Wi hear flre, NSAID Use ncreased the ra o M nospEalzaton for nert foure
and death

Addrinaly,

NSAiDs Ve o used

o trea thes bt

Soccas Tanoch s v rsctons (7

Avoid the use of Mekoxcam in patients with severe heart faure unkss the benefEs are

expected to outweih the risk of worsening heart falure. If Heloxicam s used 1 patknts
patints for < of

5.6 Renal Toxicity and Hyperkalemia

Long term admintraton of NSAIDS, ncluding Meloxicam, has resulted  renalpapilary

havea
the mantenance of renal per )
an sl prostagiandin
i . secondarly, i renal bood fow, renal
Patints i renal

function,dehydraton. hypovoleria, heart falue, ier dysfunction, those taking
diureics and ACE nnbtors or ARBS, and the erl. DE continuation of NSAID therapy
s Usualy folowed by recovery t the pretreatmen 5

patients
excreted by patients for signs of

Correct vokume status in dehycrated of hypovolemic patients prior o ritating
Niloxicam. Montor renal functon i patints wth renal r hepatc mparment, heart
fallre, dehydration,or hypovolemia during use of Meloxicam [ see Orug Interactons (7)
1

the use of
i the use of Meloxicam in

Ko warseng el fncon. a5 Pt v sarce vl

Gisease, montor for signs of worsening renal functon [ see C

Pharmocobgy (1291

Hyperkclenia

Increases n serum potassium concentration, incuging hyperkalemi, have been
ied wih use of NSAIDs, even n some patients wEhout renalimpairment. In

hyporeninemic hypoaldosteronism stte.

5.7 Anaphylactic Reactions
Meloxicam has been associated wh anaphylactc reactions i patens wih and wihout

Contrandications (4 and Warnings and Precautions ( 5.8) |
Seck emergency help f an anaphycti reacton occurs.

8 Exacerbation of Asthma Related to Aspirin Sensitivty

patints
include hronkc hnosinusiis complcated by nasal pops: severe, potentidy fatal
bronchospasm: andjor itolerance to aspiin and other NSAIDS. Because cross.

patients, Meloxicam & conraindicated 1 patients with ths form of aspin sensicvty [
) wih i

patints for
Symptoms of asthma.
5.9 Serious Skin Reactions

NSAIDS, nclucing meloxicam, can cause serous skin adverse reactions such as
exfoltive dermatts, Stevens-Johnson Syndrome (515), and toxc epHermal necrolsis
(TN, inform

Use o Meloxicam at th st appearance of skin rash or any other sin
Pypersenity Meoicom & convaindiated  paents wih previs Sarous skin
' to NSAIDS [ see Contrai i

5.10 Premature Closure of Fetal Ductus Arteriosus

o
NSk e b oreapane women s ot 30 wecks of s
(e ity S0 s e Papnons (5.1

5.11 Hematologic Toxicity

gross
biood lss, i retenton, or an ncompltely descrbed effect on erythropoiest. If a

any signs or montor
hemagobin or hematocre.

NSAIDS, nchuing Meloxicam, may crease the risk of bleedng events. Co-morbis
condtions such as coagulation dsorders or concomkant use of warfarn, other

Wonor
these patents for sins of bleedng [ see Drug Interactons (7)1

5.12 Masking of Inflammation and Fever

The pharmacologialactuty of Mexicam i reducig flammation, and possibly fever,

5.13 Laboratory Monioring
icty ccur wihout waning

symptoms o signs.
cBe 52.53.56)

6 ADVERSE REACTIONS

Tne folowing adverse reactions are dicussed n grester detal i other sections of the

abelng

« Cordivascur Thrombotic Events [ see Boxed Warning and Warnings and
precautions (5.1)]

* Gl Blcdng Ukeraon,and Pstoraon [ see Boved Worningand Wornngs and

Hpotoxy  soe Warnings and recautions (5.3 1

H

H
afﬁ 3
i

:

i

1

§

Hematologc Toxicy [ see Warrings and Precautions (5.11)

6.1 Clinical Trils Experience

the

cinical s of another drug and may not refiect the rates observed n practice.
Aduts

Osteoartiriis and Rheumatoit Arthris

The Meloxicam Phase 2/3 clnial il database includes 10,122 OA patints and 1012 RA

BB SoD ol s paires were eoted <on oo, andiy vt conoles

i,

i doubke-bind, i pati
ostecerthrii of the knce or hip to compare the effcacy and safety of Meloxicam wih
placebo and with an active control Two 12-week multicenter, double b, randomized

Safety of Meloxicam with paceb.

Tabke 2% of
aroups n 2 12-wesk placebo- and active-controled osteoarthrtis tria.

Table =2

Groups 1 two 12.week placebo-controled fheumatok arthris tria.

Table 1a Adverse Events (%) Occurring in 22% of Meloxicam Patiants n  12-
k Osteoarthrits Placebo- and Active-Controlled Trial

Placebo Meloxicam Meloxicam 15 Diclofenac
75mgdaly mgdaly  100mg
daly



nts 157 56 153
Gastrointestinal 1.2 201 173 281
Abdomina pan 25 19 26 13
Dlarthea 38 78 32 92
Dyspepsia s s s 65
Fatuknce as 32 32 39
32 39 38 72
B
Accident housenold 19 s 32 26
Edema 1 25 19 ey 33
Fat 08 26 00 13
Infuenzarike symptoms. 51 as 58 26
ripheral
32 26 38 20
Headacne 102 78 83 59
Rosy
Pharyngtis 13 05 12 13
Upper  respratory  tract 19 32 19 33
infecton
Skin
Rash? 25 26 05 20

bl 1b Adverse Events (%) Occurring in =2% of Weloxicam Patients i two 12-Week Rheumatoid
rthritis Placebo- Controlled T

PlaceboMeloxicam 7.5 mg daly Meloxicam 15 mg dally
69 as1 a77

No. of Patients
estinal Disorders 141 189 168

‘Aodomina pan NOS 06 29 23
Dyspeptc signs and symploms ! 38 58 a0
Nausea* 26 33 38
‘General Disorders and Adminitration Site Conditions
Infuenzarke fness * 21 29 23
Infection and Infes:

Respratory tract nfectons- 41 70 65
pathogen chss unspeciied |
Musculoskeletal and Connective Tissue Disorders
Joit rebted signs and svmmums v 19 15 23
Nervor Disor
Headaches NOS " 64 64 55
Skin and Subcutaneous Tissue Disorders
Rash KOS * 17 10 21
 HecbRa prfrd o nauses, sl s oS enz e s, hedches 05 3 105

§ Heae e e

@
presented n Tobk 2.

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

4-6 Weeks Controlled Trisis 6 Month Controlied Trials
Meloxicam 7.5 75 13 mg coty
‘8955 256 169 30
Gastrointestinal 18 180 266 b
Abdomina pan 27 23 47 29
Constipation 33 12 18 26
19 27 59 26
3 74 89 s
Fatulence 05 04 30 26
24 a7 a7 72
Vomtn 06 o8 18 26
hole
‘Accident housenold 00 00 06 29
06 20 24 16
05 20 36 52
Central and Peripheral Nervous System
11 16 24 26
Headacne 24 27 36 26
Homatologic:
Anems 01 00 a1 20
Musculoskeletal
Arthratga 05 00 53 13
Back pan 05 04 30 07
psychi
Insomnia 04 00 36 16
espirator
Coughing 02 08 24 10
Upper respiratory ract fection 02 oo 83 s
skin
Pruris 04 12 24 00
Rash 1 03 12 30 13
Mcturtion frequency. 01 [ 24 13
Urinary tract fection 03 o1 a7 69
o e
i
Hher doses
serious 61 the daly
excead 15 mg.
pedtrics
ey

Three hundred and eighty-seven patints wih pauciarticuar and poyartuir course JRA
e exposed o Meloicom wih doses rangn fom 0125 (00575 kg per oy n
oube bl

fonewiha
Loyear

xpetnce nousn er e difreces ey, nprtcr, e olown
e ommon sderseevnt. sl b, voiing e hesdoche and
pyrexis, were o the sdut

Do <o P recokm Veoram. o Unceperaed Svrsg v

or gender-specfic subgroup efect.
ing in <2% of
Meloxicam i clrica rias involing approximately 16,200 patiens.

Whole tergc encton: o dem, oo, ever i fushes, mable, symcops weh: decrnse, e cense
cular onga pectr,crdic b, hwzrmnshn‘ o poencin: myocoraa o, ook
v Pariheral Narvous Systamconvons, poresness. remor
Gasvoincestioa cotts, dry mouth, duodenal n e o
Rate and Rhythm arthyihimi, paptaton. tachyca
Hematologe iukopent, purpurs hiommctapera
Liver and Biflry System ALT ncreased, AST ncreased, biubinemia, GGT ncreased, hepatits
Metaboli and Nutritional denyaranon
Psychiatric confusin, d -
Respiratory st ronchospesm,dysonea
Skin and Appendages o bullous erups » urticaria
Special Senses oo, cononci, e et onn. s
Urinary System ‘abuminuria, BUN increased, creathine ncreased, hematura renal faure
6.2 Post Marketing Experience
oxicom
uncertain size, £ s e s

more of the
folowing factors: (1) seriousness of the event, (2) number of reports, o (3)strength of

experience or
inmood

7 DRUG INTERACTIONS

See Table 3 for cincaly signficant drug nteractons wih meloxicam. See also Warnings
and Precautions (5.2, 5.6, 5.11) and Cincal Pharmacology (12.5)

Drugs that Interfere with Hemostasis

Cinical mpact:

Table 3 Clinically Significant Drug Interactions with Meloxicam

Interventin:

warfare),

Precautons ( 511

Aspirin
Cinical mpact: aspirn does
Intervention:

and
ACE Inhibitors, Anglotensin Receptor Blockers, or Beta-Blockers

ool impact €) nhistors, {48, o et bockrs (nckdng rorancl
Cinial MPACE: 1 patents who are ekirly. o on NSAID win ACE ihotorsor ARs

useor and Precautons (5.2)].

o ARBS in patients who are etlerly, volume.deplete, or have mpaired renal functon, monior for signs of worsening renl function (see Warnings and Precautions (5,611

Interventin: b beta-blockers, monkor

Diuretic

Cinalimpact: Cical studes, as welas post-

Interventin:

Lithium

Ciical mpact: The mesn
Intervention:

ior patents for signs
Methotrexate

patients for

Cyclosporine
Cincal Impact: nephrotoxicty.
" P fans of

Cincalr mum Conomiant useof melxcam wih e NSAD o siyites (.3, sl el crcasesth sk of G oxicky, Wi e o ncease I ffccy (s Warmings and recutions (5.1

nter The concom#ant use of meloxkam withother NSAIDS or salcyltes & not recommended.

Pemetrexed
Cinical mpact: and pemetrexed .

Hents from 45 to 79 mLimin,

Intervention:

before, the day of,

Inpatients

8 USE IN SPECIFIC POPULATIONS.
8.1 Pregnancy
Risk Summary.
Use of NSAID:

th (K of remature Closure of e fetl Guctus aeriosus. Avok use of NAAIS.
ncluding Mekoxicam, i pregnant women starting at 30 weeks of gestaton (thed
rimester) [ see Warnings and Precautions (5.10) 1

NSAID use n

 background fate f 2-4% for major malformations, and 15.20% for pregnancy bss.
and rabbts

oo

o e St s o neesed e of ysoci,
“mekxicam.

berved 1
CrssnaGenes o 1 dose b 1 26 30d 26-tmes e WAVD s ot
important ole in

has meloxicam,

Fesulted n ncreased pre- and post-mplantatan 0ss.

Labor or Delvery

There are no suies on the effects of Mekoxicam during sbor or delvery. In animal
studes, NSAIDs, nchiding meoxicam, I prostaglandin synthests, cause deayed
parturton, and crease the incdence of sibeth.

e
AnimatData
et ws ot trstogencvhen smintrsd o pregrant s durg et

i3 HRHD of 15
mgor

e on BSA
comparison). The no effectkevel was 20 ma/kgiday (26-{0d reater than the MRHD.
In'rats an rabot

T X

fhroughout organogeness.

ctaton
Increased the ncdence of dystoci, delyed parturtion, and decreased off

Sirsat st mecam doses of 0,125 Moy or Srese (006 s MRHD base on
854 comparison).

8.2 Lactation

Risk summary.

. or on mik product ‘heath

benefts.

or from the underlying maternal condton.

AimatData

123,

meloxicam,



Meloxicam was
n plsma.

8.3 Females and Males of Reproductive Potential

Intecity.
Femates

Based on the mechanism of acton, the ue of prostaglandimediated NSAIDS, nckidig
Meloxicam, m: Tolcies, b i

prostgnd medated folul rupure reauired for owakon. Smalsudes i wormen
{reaehuth NEnGS

o NsA whoare
e mestason of erRY.

8.4 Pediatric Use

The safety and effectieness of meloxicam i pediaric JRA patints from 2 9 17 years
b T
Adverse Reactions ( 6.1) and Chca Stucies (142) |

8.5 Geriatric Use.
Eidery patients,

ifthe
Start dosing at
inlow e f the dosng range s monkor gt o sovrsedffcs 20
Warnings and Precautons (5.1, 5.2, 5.3, 5.6, 5.13) |

8.6 Hepatic Impaiement

impaiment.
Sice

mekxicam and use

precautions (5.3 and Cinkal Pharmacology (12.9) |

8.7 Renal Impairment

et v severe e mporment e it bon st T e of isbreom
bpcts

mg per day. Dos
e Aamraton 3.3 oneCincat P ooy 133

10 OVERDOSAGE

mmsuwcnrveme Cotianin St cccured Wyperiension.acute rena
Warnings

S biecastons (545554,
P tomati

Tnere are no Specifc antidotes. Consider emess andjor actiated charcoal (50 to 100

9rams i adus, 1t 2 grams per kg of body weight i pedatric patients) andior

Guresis, akelnizaton of urhe, hemodalyss, o nemoperTusion may not be useful due to
high protei bcing.
holestyr known to
by agoral

doses. was

For additonal -
800.222.1222)

11 DESCRIPTION

Mebicam s UsPar rstoros ot oy ru (NSAID) €ach oo
contan: el

“The molecuar weght s 351.4. ts empiricaformuia  C 14H 13 30 45 2 and
£ha thefolowng Structura formua

Chemicalstructure
Chemical Structure
Mekrcom s  pastcl o s, ractcaly sk wacr, it nohersollty
observed

i Prromi
Pas pKa valugs of 1.1 and 4.2

7.5 mg meloxicam.

povilone and sodium cirate dnydrate.

12 CLINICAL PHARMACOLOGY
121 Mechanism of Action

action of Meloxica

Undersiaod bt wowes ivbiton of cyckoxygensse (COX1 and COX.2).
am's a potent ibor of rostogandinsyrthesis b uiro, eloxicom

concenirations

sensie fferntnerves and paentat e acten ofbrocyknn n ety

anemal modes.

nhibtor of 2 moe of

prostagiandns n perphera tsues.

12.3 Pharmacokinetics
Absorotion
was 89%

of ’30 mg IV bolus mecton.

60 mg. Afer

over the range of 7.5 mg to 15 mg. Mean Cmax was achieved wkhin four o fve hours.
ahter a7 indicating 5

Feached by Day 5. A second meloxiam concentaton peak 0ccurs around 12 10 14
hours post-dose suggesting biary recycing.

Table 4 Single Dose and Steady-State Pharmacokinetic Parameters for Oral 7.5 mg and 15 mg Meloxicam (Mean and % CV) *.

Steady State
rameters (%CV) Healthy male adutts y
7.5 mg *tablets 15 mg capsules.
N
e [ 10520 23059
Emax n 29 502)
tia n 201029) 21(30)
i (mmin) 8809 99076
147 (2) 15 (2)

1)
parameter e i the tale s o o s

3 notncerhan o conaons

1 Hagncamiiber.

Ve ke

Food and Antacid Effects

g0f ) resuted
n mean peak drug leves (e, Cmax) being increased by approxmately 22% whie the
extent of absorption (AUC) was unchanged. Th time to maximum concentration (Tmax)
etected wen
Concomban adminstration o antacids. Based on these resuls, Meloxicam can be
o meats

antacis.
Dstrbuton

10 L Meloxcam s

Fange. The fraction of protei bindng & indspendent of drug concentration, over the

Wi renal
disease. Meloxicam penetration into human red biood cels, aftr oral dosing, & ess than
over 90%

was present a5 unchanged meloxkam.
In synov i, aft
50% of those i plasma. T frae raction nsynovai fu is 2.5 times higher than n
e

plasma,
Sinficance of this penetraton s unknow.

Metabofsm

ey include 5
(60% of dose),
xidation of an intermedte metabiolte 3-hydroxymethyl meloxkam Which &
3lesser extent (9% of dose).In viro studs indicate that CYP2CS
metabolc
pathway wih a minor contrbutn of the CYP3AR oryme. Paents' peroxidase actity
6% and 4% of

0 uio pharmacological actty.
Excretion

inthe form of ' accurs to equal
onl traces
yand “The extent of the o
oses: D.5%, 6%, and 13%

found i urine m the form of meloxicam, and the 5-hydroxymethyland 5-carboxy
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13 NONCLINICAL TOXICOLOGY.
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16 HOW SUPPLIED/STORAGE AND HANDLING
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17 PATIENT COUNSELING INFORMATION
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Additional Medication Guides can be obtained by caling Unichem at 1-865-
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