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FULL PRESCRIBING INFORMATION

‘WARNING: RISK OF SERIOUS CARDIOVASCULAR AND.
GASTROINTESTINAL

Cardiovascular Thrombotic Events

Fik of serious cardiovascular thrombotic events, including myocardil
nfarction and stroke, which can be fatal, This risk may occur early in
treatment and may increase with duration of use [ see Warnings and
recai 1))

+ Meloicam i contrainicated nthe stting of coranary arery bypass
graft (CABG) surgery [ see Contraindications ( 4) and Warnings a
Precautions (5.1)1

GastrointestinalBleeding, kerstion, and Perfaration
+ NSAIDS cause an increased risk of serious gastrointestinal GI)
sdverse avents nchucing undlnv, uk-rmm and pertoration of the

r intestines which hese evems eanoccur
e S i whhout warring symptom. Exery oot
o parents vk prior WStory of PepLk T m... it
Joeding i o greaer ik forsarous G event [ see Warnings o
Precautons

1 INDICATIONS AND USAGE

1.1 Osteoarthritis (0A)
for reef of osteoarthris

see Clncal Studles (14.1) |

1.2 Rheumatoid Arthritis (RA)
ot heumatoid
e oo il St 110

13 Arthritis (RA)
Indicated for reef of the sig pauciartiular or
polyartcuar course Juverik Rheumatoid Arthrits  patients who weigh =60 kg [

Botage it hcmvshoton (3.5 and Concal Stades (14}

2 DOSAGE AND ADMINISTRATION

2.1 General Dosing Instructions

Wartings and Precautons (5

Ater
Sut an indiidualpatient’s neods.

e 1 Tt I potens i " emodiysis o maxemum Gy aosaaeor 75
pulatons (8.7) and i
123,

Meloxicam tabets may be taken without regard to ting of meat.

2.2 Osteoarthritis

For the relef of the signs and symptoms of osteoarthrits the recommended starting

ay receiv addional benert by nereasig the dose o 15 mg once daly.

2.3 Rheumatoid Arthritis

sians
Startng and maintenance oral d0se of maloxkam (bR & 7.5 g once daly. Some
patients. the dosa o

24 Arthitis RA)

of
meoicom abets s 75 g onceday n i who weh 260 kg There was no
addtional beneft demonstrated by increasing the dose above 7.5 mg i cincalrias.

2.5 Renal Impairment
The use of

I patients on hemodialysis,the maximum dosage of meloxicam s 7.5 mg per day [see
CinicalPharmacobogy (12 3)].

2.6 Non-Interchangeabilty with Other Formulations of Meloxicam
approved

With oher formutions o oral meloxicam product even 1 the ttal milgram strenth s
the same.

formulatons of oral meloxicam product.

3 DOSAGE FORMS AND STRENGTHS

Meloxicam Tablets, USP:

+ 75 el Tour snaped o beveed adge,uncosted s debossed wth
2o and pian on other

« 5 oy rounsshape, o D . uncoted tabet deboss i ‘ZC'
20 36" o one sie nd pan on otnr ke

4 CONTRAINDICATIONS.

Meloxicam s contrandicated i the folowing patients

mebxicar.
57,591

uricar, taking aspiin or



other NSAID: s atal
Ceported in such patents | see Warnings and Precatons (5.7, 5.8 1
« in'the setting
Precautions (5.1)1

5 WARNINGS AND PRECAUTIONS

5.1 Cardiovascular Thrombotic Events

Giicitios of
uraon Rave shownan ncreased 6k o serious cardevasculr (CV) thromberi

v ot e Ui ok o o (b vents & s or s NGAIDS

use sppersto a or

‘Sxcess serous CV. e to ther ncreased
i risk of serous CV.
ot S bogen s o 19 wes of et e veresse Y

adverse v e
Ph

prevous CV
Serious CV events they occur.
aspiin meg p

SAID use.

rekof serious OV

(Gl events [ see Warnings and Precautions (5.2) .

Status Two e,
il of & COX.2 Selectve NSAID fo the restment of pa i the et 10-14 days.

stroke. NSAIDS are contraindcated n the setting of CABG | see Contrandications (4) |
Post. i patients

ond
NSAIDS in
same cobor, e nckence ofdeh 1 he 8 yer gt was 20 o 100 person
i NSAIDtrea 00 person years n nom NSAID
year postn ateast
the next

four years of folow-up.

e utwl e Bk of recurent CVhrombtc v, f i s s ptents
Wi recent M, montor patints fo signs o cardiac schen

5.2 Gastrolntestinal Bleeding, Ukceration, and Perforation

g fammaon, b L ran nd e ortonof e s Somac.
testine, estine, which can be fatal Thes:

Nshios.
G

iherapy s symetomate. Upper G ucers, grcss bcaing, o perforaton caused by

NSAIDS occurred n approximatay 1% of patents treated for 3-6 months, and in 3bout

S ot peins e o one e Howeve, even snar e NOAID rrepy & ot
Wihout fek.

Risk Factors for Gl Blesding, Ukceration, and Perforation

rester than 10-10d ncressed sk for developig  OI beed compared to
o e 1k o, Oune octors tht e i 16 o7 i I ot
treted witn raton of

corcostero, sspin.anLcoaguints, o seecive seotoninreuplke sblors

S  aiconot older age: and po i

Addeionay, patents wth advanced er disease andior coaguiopathy are at increased
Fekfor Gl bicedng

Strategies to Minimize the GI Risks in NSAID-treated patients:
+ At saminsraton of morenan o1 HSAD o 3
at higher

 eeaten ek of e o Soch pats s el et i S i,
consigrskemae hraps Gtner than S

+ Reman ket forsns a symptoms o i ecraion and g g NSA
thera

« faserous G
o Gecontnue o url sk averseevnt & i out

« in'the settng of i
patents more closely for evdence of Gi beeding  see brug neractons (7))

5.3 Hepatotoxicity

Sevatonsof ALT o AST (v o more tevs theupper It of orl UL v
ot In adcitor

i ere hepatic njry, including fulminant hepatis, er
Pecrose, nd nepate ok nave been reporeed
Elevatons of ALT or AST (iss than three tmes ULN) may accur n up o 1% of patients.
meloxicam,
symptoms of hepat e.. nauses, fatgue. etharay, darmhes, prurdus, jundice.
'I}mwwerquaﬂrinnendemess ond e symmmsy W(\mca\sgnsa nd

(eg. eosnophil, rsntc). ﬂksmnzl\ue mhx:am nesiaiey and pertorm' cnicol
evaliation of the patient [ see ¢ Populaions (8.6 and Cincal
Pharmacobgy (12.3) 1.

Pypertension, ithe of which may contribute to the ncreased ncdence of CV events.
Patints taking angiotensin converting enzyme (ACE) inhibitors, tizide diretcs, or
oo diretecs may have mpared response to these therapies whe taking NSAIDS [ see
Drig Interactons (7).

course of therapy,
5.5 Heart Failure and Ede
The Coxi and tradtonal NSAID Trasts' Colaboration meta-analys’s of randomized

with heart falure. or heart fa
ond death. Addienaly, i eention ond edema o e observed n same pokrts
e

[ ibkors, or
S tenso recetar bockers ARDS et g eracions (71
AVoid the use of meloxicam n patients W severe hear fallure uless the benefts are
i @ patents

5.6 Renal Toxicity and Hyperkalemia
Renal Toxicity
Long-m samntation o A, kg sy s s vl iy

S ben e patents 1 vthom el procadondin ove s :cmn:nsalmy ok the
D may cause

fow,

reaction are those wih mpar s renalfunction, dehydration, hypovolem, heart faure,

ver dysfuncton, thase taking cretis and ACE mhibtors or ARG, and the eier.
NSAID therapy.

state

Correct

Lokmestatus  denydrated of ypovoMIC patents pror to matng maioxcam

Monor renal unction i patents wkh renalor hepatic mpasment. heart falure,
iehydration. or hypovoleria during use of meloxicam | ee Drug iteractons (7) |

o
mekxicam n patints wih advanced renal dsease. Avok the Use of meloxicam i
o outweigh the

disease, monitor patens for 53ns of worsening renaifuncton | see Cinkal
Pharmacobgy (12.3) .
Hyperkalemia

NSAIDs. in

patients i
Fyporeninemic hypoaiosteronism state

5.7 Anaphylactic Reactions
Meloxicam has been assiociated with anaphy/actic reactions i patents with and wiout

Contraindications (4) and Warnings and Precautons (5.5) .
Seck emergency help # an anaphylacti reaction ocurs

5.8 Exacerbation of Asthma Related to Aspirin Sensithity

patients
by nasal poiyp: ity fatal
bronchospasm; andior ntoerance to asprin and other NSAIDS. Becatse cross-
NSAIDS
patints, form.
. When
i o)

symptoms of asthm.
5.9 Serious Skin Reactions.
10 sucnas

extol Syndrome (55),
TR, ng. Inform

patint
e o mkkam ¢ it ppeaanco o Skin 1 ! ny o 51
ersesiy. ko s Crrandoedn s i reviss s sk
reactions to NSAIDS [ see Contrainications (4 ]

510 Premature Closure of Fetal Ductus Arteriosus

Melo id use of
NSAID:
(i timester) { sce Use i Specifc Populatons (3.1) |
511 Hematologic Toxicity
patents. Ths gross

i

Do TS WA oA b any S o SYOTS f s, Mokt
hemagiobin o hematocri

NSAIDs, including mebxicam, may increase the rk of beedin

CondRons such 3 CoapuBnGn duorders o Concomaan s of watah, o

amicomgents, ol agets (60, apih).serotonn revptake ntitors (s s

(s
e pants o s of leadng { e Drg et (1

5.12 Masking of Inflammation and Fever

may dimeish the utiy of dagnosti signs in detectng fectons

5.13 Laboratory Monitoring
hepatotaxicty, e 9
symptoms or sigs, on long-term NSAID
52.53,56)].

6 ADVERSE REACTIONS
Tne folowing adverse reactons are discussed n aeater detal n other sectons of the
abein
« Cordovascuiar Thrombotic Events [ see Soxed Warming and Warnings and
precautions (5.1)
leedng, Ukeration, and Perforation [ see Boxed Warning and Warnings and
precautions (5.2)1

Serious Skin Reactions [ sce Warnings and Precautons (5.9) |

: )1
= Renal Toxicay and Hyperkalmia | see Warnings and Precautons (5.6) 1
= Hematokoge Toxcky | see Warnings and Precoutions ( 511) |

6.1 Clincal Triais Experience

ey the
Cinicaltrae o another drug and may not refiect the rates observed  practie.
Aduits

Osteoarthrits and Rheumatoid Arthits

The meloxicam Phase 2/3 ccal il database Includes 10,122 OA patints and 1012 RA
s ased wih mekxiam 7.3 mgday, 3305 OA patents and 1351 ptemis

m SRt PRI wite e LoD, ahdar sctucononed
cstaoriris i and 2363 of s paens e ated e o b anlor actie-

double-bing, i patents wih

A
ostoartnrt o
plocebo and wih an acte control. Two 12-week multcenter, doubk-bind, randomeed

Safely of meloxicam with piacebo,

9roups n  12-week piacebo-and active-controled osteoarthrts tra,

T depcs
ot o T3ont P ook ot M

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

Placebo Meloxicam Meloxicam o ofenac 100 mg daily

‘mg daily15 mg daily
. of Patients 157 i 5 153
Gastrointestinal v2 201 13 201

‘Abdomina pain 25 19 26 13



Diarthea 8 78 32 92

Dyspepsia a5 oas s 65
Flatunce is 32 32 39
iousea 2 39 38 72

Body as a Whole
Acdenthousehod 19 45 32 26
Edema 25 19 s 33
Fal 06 26 00 13
Infuer:

ke sympoms 51 s e 26
ntral and Peripheral

Nervous System
Dizziness

32 26 38 20
Headache w2 78 83 59

Respiratory.

Pharyngits 06 3 s
Upper Respiratory Tract

Intecton 32 19 33
Rosh 25 26 06 20

Table 1b Advarse Events (%) Occurring n = 2% of MELOXICAM Patients in two
12-Week Rheumatoid Arthritis Placebo-Controt

PlaceboMeloxicamMeloxi
7.5 me
daiy
a0 am)
Gastrointestinal Diorders w1 19
‘Abdominal pain N 06 29 3
o syt 38 58 0
Noser? 26 33 38
Disorders and Administration Site Conditions
ot e s 2 21 29 23
Infection and Infest
Uppe resiatoryrc s a0 65
atnogen s
et an Connective Tissue Disorders
Joit m.m s and symstoms s s 23
Headathes NOS 2 64 64 55
Skin and Subcutaneous Tissue Disorders
Rash NOS 2 17 10 21

ated,cricioton Gasomestna Iaton) uppr 1o prao Uk nicEian PANGGe
SRRpecied ot 53 rannohs N0S a2 hod) bt e s ar Smpions o
o Saed, ot rephatan. ot s on, B el

oS

meloxicam i =25% o
(4106 weoks) and long-term (5 months)  actve-controled osteoarthrts trias are.
presented n Tobe 2.

Table 2Adverse Events (%) Occurring in = 2% of Meloxicam Patients in 4 to 6 Weeksand 6 Month Active-Controlled
Osteo, als

s
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e 3 b ] %
Iz & H i i
vogr s
e % % % i
LN ——
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Use of NSAIDS, including meloxicam, during the third trimester of pregnancy increases.
(Use of NsAIDs.

rimester) [ see Wornigs and Precautons (5.10) |

NSAD e n

us opuaten ofcricly recognied pregnancis, regrdess o e posure.have
ackground rae of 2.4% for mao

maformations, and 15-20% for pregnancy bss.

and rabi
treated durng te perod of organ0genes WEh mekoxicam ot aral doses cquUNaeNt (o
.65 and §.5-times the maximum recommended human dose (MRHD) of meloxicam

og in pr
of oystoc,
SRHD of mexicam.

i
Organogenesis ot an oral dose equakNt 0 2.6 and 26-times the MRHD (see Dl

, prostagindins mportant roke in
rmesbit in animal

Studies, admistration of prostagiandin synthess WNbors, such as meloxcam.
Fesulted increased pre- and post mplantaton oss
Clnical Considratons

“Tnere are no studies on th effects of meloxicam during lbor or cevery. In animal
studes, NSAIDS. including mekoxicam, RNt prostagandn synines’, cause deayed
parturiion, and ncrease the ncdence of St



oata
Aimatata

dcam was no teratogenic when adminitered o preonant rats during fetal
organageness at oraldoses up to 4 Mg/kgiday (2.6-10 reater than the MRHD of 15

24 on b
comparison). The no effect evelwas 20 kgiday (26.10i greater than the MRHD.
I rats and rabiits

y 6570

greater A
throughout organogenesis.

or

oreater
854 comparison).
8.2 Lactation
Risk Summary
meloxicom i or

benefts of

mexicam or from the underbing maternal conditon.
Data
Aimatdata

Meloxicam was o
n plsrma.

8.3 Females and Males of Reproductive Potental
Infertility Females

mexicam, may deay or prevent rupture of ovarian folces, which has been assaciled
C

P hibors
prostagiand.mediated ollcula rupture requied for owuatin. Smal studies n women
Erested with NSAID:
of NSAIDs, whoare
undergong investigaton of nfertky.

Pedistric Use.
e safeyand fectvenes o moxcom n et R paents fom 21017 yors
of age has 23,
Adverse Reactions (6.1) and Cinica Studes ( 14.2).

8.5 Geriatric Use
Eery

tne
thelow end of the dosing range. and monitor patients for adverse effecs [ 5o
Warnings and Precautons (5.1, 5.2, 5.3, 5.6, 5.13) .

6 Hepatic Impairment

Patints Sice

mparment [
Precautions (5.3 and Clrical Pharmacoiogy (123 1

8.7 Renal Impairment

Patients i severe renal mpaiment have not been studie. The use of meoxicam n

7.5 mg per day. o
and Adminstration ( 21) and Clvical Pharmatobay (12.3) |

10 OvERDOSAGE

. lethargy,
GrowSeSs, NaL5€3, vOMENG, and SpgaSIrE pan, WACh have been generaly reversile

depression, [sée Warnings
o acaions (553 54 55
sage.
skl emesis anclor 100

oem i hours of ngestion or n

a6t 1o S rams ek of oty ekt pda: ptrs)
n symy i four
pilmvlﬁ onee

o

iy

doses. three times a day

or adtional
80022212221

11 DESCRIPTION

it cotans 75 mgor 15 ma el o o sdmniraton,Mekrom

it
oz 3.Carboxame L1 doxde. The molcubr weahts 3514, s empical
ot € a9 30 452 301 has the fokow Strctu s ormuls

Meloxi
Scetone, Soule n dmethyformamie, very santy soutle 1 o (ss 9 ana
ethancl el has nagparent prtn coefcent (g P
octanolibufter

e oo o U5 tandes o s contns 75
o e 208K coch 1A Comansche Toowio et iredents: comeal

microcrystaline cehose. povidone and sodum cirate dhycrate

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
Meloxicam has anaigesk, antnflammatory. and antpyret propertis.
T mechanss ofscton of mexcar, ke 1t o ater NSADs & ok compltely
understood but fvaies inhibion of cyclooxygenase (COX-1 and COX 2]
s 3 potent nbtor of oaguodn eyt i weixcam
ansize aNzrmt peries o ptenite e ctan f ey v o
o

= made of
prostagandns n perpheral tssues.

12.3 Pharmacokinetics
Absorption

of bolus inecti doses,
ose.proportionsl pharmacakinetcs were shown i the range of 5 m to 60 mg. After

ver the range of 7.5 ma o 15 mg. Mean Cmax was a€hieved wihin four o fve hours
afte a7.5 Mg meloxicom tabet was taken under fasted condions, indcating a

i second T2t 14
hours post.dose suggestig bilry recycing.

Meloxicam oralsuspension doses of 7.5 mo/S mL and 15 mg/10 mi. have been found to
be bioaguivalen to meloxicam 7.5 mg and 15 M capsues, respectively. Meloxicam

Table aSingle Dose and Steady-State Pharmacokinetic Parameters for Oral 7.5 mg and 15 mg Meloxicam
(Mean and % V) T
Pharmacokinetic  Steady State Single Dose.
Parameters
i cv)

Heakhy male adks Edrly maes (Fed? Eorty females Renal(alure  Hapatic s
(Fod) (Fasted)
7.5 g Stalts 15 g copsies 15 g copsies 15 o coviles 15 o copeues
18 s 12 12

n
Comligmil  10500) 2369 3200 0sogm) 084 29)
T 11 30) s02) e 406 1067)
O 20109 2160 2030 18108 1529)
cur {mtiminy 8329 9309 s102) 1983) i
v 13732 15 42) w00 2508 149
ot inger i conokn:
orcamianes

W =DesenAIC o)

Food and Antacid Effects

folowing ahgh fa) resuea
Crax) beg
nchanged.

1alis o meloxicam suspension were affecte olowig o S b o e

ot
TesuR, e co b s o wh oo egara 1 T o o o
Concomtant agminsiration of antackis.

Distribution

Heloxcam s

Human
range. Thefracton of proten bindg s ndependent of drug concentraton. over the

Giscase. Meoxicam penctration nto human red blood cel, after ora dosing, & kss than
0%, 0% of

was present a5 unchanged mekxicam.

Melo synovial
S o nose e plsa: o e o 1 oymovil it 25 o e han
plasma, due to the lower e
Sirificance of ths penetraton s unknown.

Eimination

Metabolism

include 5

dose).
nen sko

extent (0% of dose).

ey i o mncrcontuton o he O3 sotyme Pents Demxm.:se ety
% and 4% of

ovs phomaconaca

Excretion

Meloxicam excretion s predominanty inthe form of metaboltes, and occurs to equal
Teces. Oy races

excreted n the urie (0.2%) and feces (1.6%). The extent of the urnary excretion was
contimed or unbbeld kil 5 g doses 03 %, nd 3% of e doe were

meshoes especivey. Thre s sgndion: by ndor el Lecreton of e drug
e

G of meomia decreased tne AUC o meloxcar by S0%
e mean eminaton ot e (172 angesfom 15 hours o 20 hours. Thesiminatn

Gate onge Poma e ance e om0

Specific Populations
edatic Aer snge (025 k) dose amiitaton nd ter achevng stedystate
(0:375 makgiday), there was a genra trend of approximately 30% ower exposure in
Vounaes Bakene (31 yers oy 5 Compred o i ot patents (10 16 yeors
) Thedlir ot g im0t sy ol dose)or Sty
o3 dose of 0.25 maikg [ see Dosage mmm/ 5 me rloxicam meen

15 3817000 130 hou 6 year okt
patients, and 7 o 16 year od patient, respects

utizing populaton but not
arte

predictors of meoxicam exposure n pedatrc patients.

The pharmacokinetics of meloxicam n pedaric patents under 2 years of age have ot

been ivestigated

Geritrc

Eldery maes (= 65 years of age) extibted meloxicam plasma concentrations and

stcady stteprarmacokinetcs s 1 young maks, ey femols (= 6 yers of
296) o 2 479 gher AUCse and 325 hgher Cmar 55 35 compare to younger

o
concentrations 3 P

Comparison to eierly male patients

young m
Afer snge dosesof 75 mg meloxicom he mean emnatn e e v 19.5 ours
stae,

e G mere (179 s v 214 hour, T pramocoRvete drtence e
gender i ly to be of it Ciical mportance. There was inearity of pharmacokinetics
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13 NONCLINICAL TOXICOLOGY
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14 CLINICAL STUDIES
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16 HOW SUPPLIED/STORAGE AND HANDLING
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17 PATIENT COUNSELING INFORMATION
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Cardiovascular Thrombotic Events
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What is the ¥ should know called
Nonsteroidal Anthinflammatory Drugs (NSAIDS)?
NSAIDS can cause serous sde effects, ncudig:
« Increased risk of a heart attack or stroke that can lead to death Ths rk
May happen early n treatment and may increase:

o with increasing doses of NSAIDS.
© wih bnger use of NSAIDS

Do not take NSAIDS right before or after a heart surgery called a "coronary.
artery

bypass graft (CABG)."
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7ou tak NSAIDS after  radant hoart mtack.

Increased risk of bleeding, ulcers, and tears (perforation) of the esophagus.
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o anytime during use

© wihout warning symptoms

o that may cause death

The risk of getting an ulcer or bleeding increases with:

o past history of stomach ukers, o stomach of ntestinalbieding with use of
NSAIDS.



o taking medicines calld "cortcosteroks","anticoaguiants", SSRIs", r "SNRIs”
o increasing doses of NSAIDS.
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« gt before o afer heart bypass surgery.

tell your You
conditions, including if you:

» e regnan o st becomepregart. Tk o your esthcare oy youre

ol kg NSAGs g pregnon <hould not take NSAIDS after
25 weeks of preanancy.

o are breasieeing of ian 1o bresst fec

provider you take, including
‘over-th medicines, vitamins

effects. Do g any ng to
healthcare provider first.

What are the possibie side effects of NSAIDS?
NSAIDS can cause serious side effects, including:
Seg What b the most important nformation 1 shouk! know about medines

Nonsteroidal Anti-inflammatory Drugs (NSAIDS)?"
" ren or worse g ood preseure
< heart faiure

* Ber rlens g e ore
« Kiiney probems ncluing Kney falure
& low rad boad ces (anema)

actons.
= Other side affects of NSAID include: stomach pain, constiaton, dirthes, gas.
= heartburn, nausea, vomiing, and dieziness.
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