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EVENTS.
‘Cardiovas cular Thrombotic Events.

 stroke, which can

be fatal, This
see Warnings and Precautons (5.1) 1.
- Meloxi

pass graft

SAIDs
including bleeding, ulceration, and perforation of the s omach or intestines, which can
e Then e o oot t oy i dusing e and ot i sy
ey pacne andpatnts it pri s o ofpepte ke dicne andor

[see

1INDICATIONS AND USAGE.

1.1 Osteoarthrits (OA)

of {see Cllncal
Studies (14.1)]

1.2 Rheumat

Arthrits (RA)

Clinical Sudies (14.1) )

1.3 Juvenile Rh d Arth

siges and
course Juvenile who weigh 60 kg [
2.4)and Clinical Sdies  142) .

2DOSAGE AND ADMINISTRATION

2.1 General Dosing Instructions
the potenial

Use the
consistencwithIndivdual patent weatment goals[see Warnings and Precauions (5))

o nital suitan
individual patents needs.

aduls, 15 mg regardiess of
vpelaion npaters 75,

in'Specific Populations (8.7)and Cliical Pharmacology (12.3).
Meloxicam biers may be hen without regard 1o timing of meals.
22 Osteoarthrits
Fm the relef o

ral dose. [Maluummmblm i 75ngmxedmly o e oy e e s by
ncreasin the dose to 15 mg once
23 Rheumatoid Ardhrids
For the relief of the nd
Some patiens

beneficby Increasing the dose 0 15 mg once daly.

24 Juvenile Rheumatoid

dose of
g once dly nchidenwho weigh 260 k. There was o addio e demonsedby
ncreasing the dose above 7.5 mg inclinical rials

Meloxicam tablts should no be used i children who weigh <60 kg,

25 Renal Impairment

The use of s ™

7.5 mg per day [ see Clnical
Pharmacology (12.)].

26 Non-Interchangeability with Other Formulations of Meloxicam

meloxicam Therelc i oral
ol dose.

strengihs of

3 DOSAGE FORMS AND STRENGTHS
Meloxican Tablt UsP:
el blet with U &L 7.5
d!hn((ed cenally o the e side
15 mg: Lightyel haped, b blet with U & L 15
ety o oot o




4 CONTRAINDICATIONS
Meloxicam tablers are contraindicated in th following patens:

‘componens of the drug product | see Warnings and Precautons (5.7, 5.9) |
. atter king aspi
vt tors 0 see
Warnings and Precautons (5.7, 5.8) |
» Inthe seting of 501

5 WARNINGS AND PRECAUTIONS
5.1 Cardiovas cular Thrombotic Events

Clinical NSAIDS of up o three
©  cludg mocrdl
hathe risk for CV.
hrombotic everss is simila for all NSAIDs. The relatve Increase inserious CV thromboric everts
for CV disease. Hi vibloomcy. hada
higher. excess serious CV
udles found that s

o e el af e Th rtsee 1 rombonc ks bensbeerved st
consistendy athigher doses.

e use the lowest

scv
ymplons, Paicnsshold b Iormd shou e symptam of st CV evess o he sips i s
they occur.

by
o T h

521
I ry An ot (CARG) Surg
“Two large, cantolled clinical rals of a COX-2 selective NSAID for the treatment of painin he frst
3 dial

CABG [ .
ostMI Paenss

inthe Darish Natioral a
with NSAIDS reinfarciion.

e incidence of .mm inthe
firstyear post-M1 was 20 per 100 person years in NSAID-treated paterss compared o 12 per I

POSUMI the riskof death atleast
the next four years of follow-up.

Avoid he use bereits
ihe riskof recurren it M
D for s of cro et

52 Gastrointes tinal Bleeding, Ulceration, and Perforation

NAIDs mluing e ncluding
he esopha e sl e, o lrge

e W o ) These st avere vers conocea o 1 wih o it

e infive
oper sympromitic. Upper Gi bieed

1% o pa 36 months, andin
abou 2-4% year. H
sk
Risk Factors for GI Bleeding. Ulceration and Perfors

Patents with a prior history of peptic ulcer disease andior GI bleeding who used NSAIDs had a greater
e ping 3 GI bl »

Other factors pa longer
duraionof Jares, or

healin ports o faal
il I advanced lver disease andlor

dd
bleeding.

Avoidadriisaionof mor o NSATD ot e
» Avoidus expect
Beeding s well as Thiceding, p

NSAID therapy.
i

Meloxicam until a serious GI adverse eventis ruled out.
* Inthe seuing o »
closely for evidence of Gl bleeding | see Drug Interactons (7).

53 Hepatotoxi
Elvaons of ALT of AST (bree ot mor s the ppe iitof sl (UL have becn eported in
approxinately 1% of

o e e Tudi

Eleatons of ALT o AST (s than e s ULN) sy ocur inup 0 15% of patens netd ith
NSAIDS inluding melox)

it i e o qudmedermss, v sy"mnmxnkl\mml signs

e e U S Ppuatons (5 il Phamachy (131

5.4 Hypertension

NSAIDs, including Ml lead preexisting hypertension. either
b "

oV
. or loop diuretics may hese
therapies when aking NSAIDs [ see Drug Interactions (7).

tiatonof

therapy.
55 Heart Failure and Edema.

b NSAID Trialiss' randomized contolled ials
for heart failure in COX-2

b NSAID dheriskof M,
hospialization for heart failure, an death.

Addidorslly, NSAIDS. Use

conditions (e.g., diuretics, AC!
Interactons (7))

inbibitors, or angiotersin receplor blackers [ARBs]) | see Drug

Avoid he use of

are expected o
with severe heart failure,

heart failure. 1
moritor patiess for signs of worsersng hear aiure

and Hyperkalemia

i poni 3
ronalinulficieney, acute renal failure, and other reral injry.
Renal homremal prostglandins
the maimenance of reml perfusion.Inthe . Cause 3 dose-
daril 1 biood low, which may.
ipaired
Yenal funciion, dehydraton, by heart fail hose taking diuetics and
R s eien v

Tecoery i e et i

I disease. Because some
patents for sigrs of worsening renal function

in dehydrated o i Meloic Mostor
ronal th renal or hepatic beart wolemia
during use of Meloxica| see Drug Intractions (7) |

disease unless

worsering renal urction. If
patents with advanced reml disease, moritor patens for signs of worsening rel funcion  see Clincal
Pharmacology (12.9)].

Hyperlolenia

Tcreases uding hyperkalemia, have

NSAIDS

57 Anaphylactc Reactons

o paients

pe
and Warnings and Precautons (58) |

Seek emergency help if an amsphylactic reaction occurs,

5.8 Exacerbation of Asthma Related to Aspirin Sensitivity

pa

i

NSAID: s been

with preexisiing

patents for changes in the
st

59 Serious Skin Reactions

NSAIDS

pecy EN), which can b fatl. These.

Serious evens may accur without
reactors, use

NSAIDs [ see Conraindicatons (4) |

5.10 Premature Closure of Fetal Ductus Arteriosus

o e d use of NSAIDS,

Tuding Mel weels of see Usein
Specifc Population (5.1) .
5.1 Hematwlogic Toxicity

fluid
retenton, ‘Meloxicam
s o sy of ks, mkorberg obior emaser
1Ds,inclucing Meloxicam,
warfarin, oter
mayincrease his isk. Moo these patient for signs of biecding [ s Drug niractions (7))
512 Masking of Inflammarion and Fever
T "l . may diminish
the uility of diagnosii sigm indetecting infectios
513 Laboratory Monitoring
bleeding, and el njry

sigrs,
periodicaly | see Warnings and Precautions (5.2 5.3,5.6)
6 ADVERSE REACTIONS
The o of he labeling:

ool Tronbosi v e brd Wrny o nd et (51
» Gl Blecds
+ Hepouoncy e o and rcauions (33
= Hypertenson  see Warnings and Precautons (5.4)
= Heart Fail e Warnings and Precau
+ Reml Toxicity and Hyperlalema | see Warningsand Precauions (5.6) |
= Anphylacic Reactions | see Warningsand Precautions (5.7
= Serious Skin Reactions | see Warningsand Precautions (5.9) ]
» Hemaologic Toxicity [ see Warnings and Precautions (5.11)]
6.1 Clinical Trias Experience

1
ntes another drug

and may ot reflect he rats observed n pracice.
Adls
‘Osteaanits nd Rheumoid Arhits

The 5 clinical wial daabase includes 1012R
et Melosacan 3 iy, 05 O paes 1351 R posrs wened wit Mejonicam 15
patens.
paiens forat et oneyear,Approsmily 10500 of s paiens were gesed Inienplaceber anor
patens we
A were the most




double-bind

A
ihe koee or
convol. Two double-bind, with

the 12week

able
placeba- and active-controlled osteoariris rial.
12

“Table 1b d
week placebo-conrolled rheumstoid arthris rals.

“Table 1a Adverse Events (%) Occurring in 22% of Meloxicam Patients in a 12-Week
Osteoarthris Placebo- and Active-Controlled Trial

Placebo  Meloxicam 7.5 Meloxicam 15 Diclofenac 100
mg daly mg dai g daily

of Paients 157
n 72 201 173 1

Abdominal pain 25 19 26 13

Diarrhea 38 78 32 92

Dyspepsia a5 s a5 65

Flaulence a5 32 32 39

Nausea 32 39 38 72

ody as a Whole

Acce bowehold 19 s 32 26
25 19 5 33
05 26 00 13

ezl oy 51 s 58 2%

Centeat and Peripheral Nervous

System

Diziness 32 26 38 20

Headache 102 78 83 59

Respiratory

Pharyngiis 13 06 32 13

Upper respirawory wactnfection 1.9 32 19 33

Skin

Rash 2 25 26 06 20

Table b Adverse Events (%) Occurring i 22% of Mlaxcam Paens it 12 Week Rheumato Athrds
Placebo- Controlle

Placebo Meloxicam 7.5 mg daily Meloxicam 15 mg di
No. of Patients 481 77

Gastrointestinal Disorders 141 189 168
Abdominal painNOS 06 20 23
Dyspeptic sigrs and symptors * 38 58 a0
Nausea ™ 26 33 8
‘General Disorders and Administration Site Conditons
Influerza-like lloess 1 2 23
Infection and I
Upper Respiratory tractinfectons- a1 7 65
palogencasumpected
loskeletal and Connecive Tissue Disorders
Jmnrtlmeds\[lsanﬂsv ms 19 15 23
NervousSytem Disorders
Headaches N 64 64 55
sinsad Subcum!um Tissue Disorders
Rash N 17 10 21
. headsces NOS, and rash NOS
+ e
st e rspitory vact n
Ros) o effsion,joe sweting)
The adverse e paiens ©6 weeks)
andlong-term (6 dinTable 2.
Tabl g i Patients in 4 o § Weeks and 6 Month Active-Controlled Os teoarthrits
Triaks
4-6 Weeks Controlled Trials Month Coneled Tri
Meloxicam i 1 dcam 7.5 mg 15 mg daily
No. of Patients 8955 256 169 306
Gastrointestinal 18 180 %5 22
Abdomsinal pain 27 23 a7 29
Constpation 08 12 18 26
Diarrhea 19 27 59 26
Dyspepsia 38 74 89 a5
Flalence 05 0.4 30 26
Nausea 24 47 a7 72
o 05 08 18 26
Body as a Whole
Acciden household 00 00 06 20
dema * 05 20 24 16
Pan 09 20 36 52
‘Central and Peripheral Nervous System
Diziess 11 16 24 26
24 27 36 26
01 00 a1 20
05 00 53 13
o 04 30 07
04 00 36 16
g 02 08 24 10
Upper respiatory ract nfection 02 00 3 75
Skin
Pruritas 04 12 24 00
Rash 7 03 12 30 13
Ui
Micuriton frequercy 01 04 24 13
Urinary ract nfection 03 04 ar 69

* WHO profered erms edema, edema dependen, edema perhersl,and edera kgs combined
 WHO pefered erms ash, rash erybematous, an rash macub-papur combied

Higher doses of

15 m.
Pediarics
Juvenile Rheungroid Artrils O
B
exposedto f10m0.125 1 0.375 mg/kg p clinical ials
ke doube-blnd, witha 12
I-year open-label PK sudy. The

cummm i tcular,the following st

o dverse v abdomial i, voming,drthea eache, iyt were nore comon
inthe pedir Mel

e weor r geeiors s b et
e follow " in<2of Meloxicamin
e mohing sty 16300 e

Body as a Whole 1 tion, face edems, fatigue, fever, hot flushes, mal weightincrease
Cardiovas cular diac failure, by n dial ifarcion, vasculiis
Cenaland Perpheral Nervous Systmcomson, presbess, e, vertgo
.oy mout, dvodee s I I hemorthage, he I I ulcer,
Hematologic ehapen, s ronbocope
Liver and Bilary Systes LT ereosed, AST incresse,blmpienie, GG crased, hepals
Metabolic and Nutrional dehyciration
Psychiatric  confusion, def !
Respiratory asthma, bronchospasm, dysprea
kin and Appends I d "
Special Senses abmormal vision, conjuncivii, aste perversion, timitus
Urinary System albumiruria, BUN increased, creairine increased, hematuria,reral failure

6.2 Past Marketing Experience

“The folloving Melosicam Because
these reactions

« Decisiors about
whether Lbel
more of e follow he imber of reports, \5
causal 10 the drug. experience or

"
" lysis, and

inferdlity femle.
7 DRUG INTERACTIONS
See Table 3 50 Warnings and

Precautions (5.2,5.6,5.11) and Clinical Pharmacoloqy (12.3

“Table 3 Clinically Significant Drug Interactions with Meloxicam
Drugs that Iterfere with Hemostasis

1ous bleeds cither drug alone.
Clincal Impac in hemastass, Case-conrol @ s » i
Ierventon: " signs of bleeding [see 1)
Aspirin
Clincal Impac NSAIDs al dence of GI he 52
Inerveniion: " ding see 5111 Mel low dose aspi o
ACE Inhiitors, Angiotensin Receptor Blackers, or Beta-Blockers
¥ or propranolol)
Clinkcal INpOCt 1 pieres who are elderly therapy),or have rema E ihibiors or ARBs. i
Inervenion: E nhibiors, ARB, or bea-blocla el 1l ACE lnhib RBs & who are elderly, Lor fumci ing rena funcions 561 ly
hydrated i of ly
Diuretics
Clircalsudie, s well s post
Cliniatimpact insome patens. This effecth reml H a meloxicam
Inerventon: i abserve paiens g renal fsee ar GO
thium
Clna e 15%, 20% {see Clinical Pharmacology (123,
merertion:  puing pai of ihiumoxiciy.
Methotesate
Clincal Impact i 1 dystunction)
Inerveniion:
During patens
Cyclosporine
Clincal fmpac: y
tnenentons 1 or pties for signs of
NSAIDS and Salicylates
Clinical Impact: NSAIDs or diflnsal, it ‘Warnings and Precautons (5.2)}
Inervenion:
Pemetrexe
Clinical mpact: l informaton)
During with renel froma5 o 79 mLmin, i
IO e ing . s the day of, and two days foll
npatens min.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Use of NSAIDs, including Mel the tird wrimester
premature closure ..m.,:mw s reios. Avoid e of NSAIDs, including Meloxicam, in
of .10)
I
There are ma Dai
pregomncy are inconclusive, Inhe general U clinically
ecoamired e es egales f s expo e, e oo ot 1 2-4% fo o
malformators, and 15-20% for pregnancy loss
Inarisal mbryofetl
Mel
78

s he MRID.
0.08-tmes MRHD of melosicam. No

et
e el s o 36t o WRHD, e Dot




loss.

Labor or Delivery.

There e labor or delivery. Inaniml stdies, NSAIL
I i nd he.
i o sl
D
Animal Data
d 15mg of
It a
sepl defects of 50 mkg/day (78-fold greater than
the bl was fold g
) meloxican
doses of 1 Iy than i
MR
A meloicamto
0. greater (0.03-times
8.2 Lactation
There are mo onthe effecs on
breastted infaes, T
wih the mother’ effects on
D
Animal Data

8.3 Females and Males of Reproductive Potential

he use of including Meloxica,
nfertiliy

pure req: on.

NSAIDS have
withdrawal of NSAIDS, including Meloxicam, in women who have ifficulies corceiving or who are
undergoing Investigation ofinferlty.

8.4 Pediatric Use

P " IR [ 17 years of age has been
wials [ ) Dand

Clinical Studies (14.2))

8.5 Geriatric Use

Elderly. paters, are at g1

diovaseul 1, andior renal It clderly

the dosing range, and moritor
pateats for adverse effects [ see Warnings and Precautons (5.1,5.2,5.3,5.6,5.13) |
8.6 Hepatc Impairment

No dose ad . Patiens with
severe hepat

123)).

8.7 Renal Impairment

inp

e The use of i
75 per .
T 1231
10 OVERDOSAGE
- g acte N —
i has occurre rem ail vand
L but were rre [ e T35 Ta50)

Manage paiess Thereare s
» © 107 gra
per g of s o i
four hours of n I
Forced i, hemodilyis. o hgh

proteinbinding

cleaaee of eloxcam Acclerated emoval o eloxcamly 4 g orldoses of choiespranie given
thee dmes a day may be useful
following an overdosage.

For additional

11 DESCRIPTION

MeloxcamTabies (NSAID). 75mg
mg meloxicam for oral ads

me xide. The molecular
s 514 e e opals .C b N30 18 o e ol il forma:

lid . with ig!

sellow

strong acids an bases. It s
coefficientlog Plapp = 0. inn-ocunolbuffer pH 7.4. Meloxicamhas pa values of 1.1an 4.2
1 7.5 g or 15 mg meloxicam.

“The inacaive ingred) 2
dibydrate. .
12 CLINICAL PHARMACOLOGY

121 Mechanism of Action

‘The mechanismaf action f Meloxic oder NSAIDs,is ot completely understood but
et bionof crcloomygense COX.1 o CON- 2

during therapy
action of bradskinin i inducing pain i animal models. Prostaglanding are mediators of inflammation.
de of a

decrease of prostaglandin i peripheral tissues,
123 Pharmacokinetics

Absorption

The fol 0 mg.
Compared w3 V b cton Followin sgle vt doocdose proporiar
phmcoknetcs weshownin e g of S 0 60 Afet e ol doses e

015 mg
Mean G wis ahieved wihin our o fveHours fer 7.5 g neloicans nhkl o ke ur

concenratons 2014
ours post-dose suggesting bilary recycling,
beenshownto

Table 4 Single Parameters for Oral a e
ey " Elden s (e Eldery femles (8 Rena e (s ) Hepatc insfficieny (Fse0)
75mg? tablets Tomg capsues 15 mg capales e
N 1 2 2
Conse ) 10520) 239 5208 059 6) 08429)
tmax o] 49@) 502) @7 465 10@7)
tn 0] 2109 264 2 4) 18 (46) 16@9)
Lt (mLmin] 8809) 9906) 5102) 19@3) 1164)
vt w 147@2) 1502) 1060 244) 15@9)

e e e e e s fom i ses
1 not under igh &

Vebican b
§ V21 -Dosel(AUCKeD

Food and Antacid Effcts

drug levels (.., Crux)bel bsorpiion (AUC)
was unchanged.

hours. N
ds. Based on hese.

i iming of meals or

of anacids.

Distribution

T I Iy 0L Meloxcamis-994%
“The fractionof

proteinbinding i Independentof
sients i

npa
ater ol dosig. s Tess tan i
detcted inthe plasms was presert as unchanged meloxicam.

Meloxicamconcentaors inymva i, aftra igle oral dose e (rom 0% o 0% o those

in plasma. The o the lower alburin
Elinintion
Meabolism
i Jude 5-carboxy
. fromp-450

metholite of dose). Inviro
el ety it CYPIAL isozyme. Patinis

% of the administered

6% and 4
dose respectively. Allte four meaboliesare ot known o have any in o pharmscological acaviy
Excredon

{nhe formof metabalits, and A
urine and feces. Only traces of the unchanged parent compound are excreted in he urine (0.2%6)a
foces (1.6%). The extenof th urirary excretion was confired for ulabeled muldple 7.5 mg doses:
0.5%, 6%, and 13% of the dose .

secretion of the

drug. cholestyramine following a single IV dose of
meloxicam decreased the AUC of meloxicam by 50%.
B 15 hours t0 20 hours.
levels indicaing. nge. Plasma
clearance ranges from?7 0.9 mL
Pediaric
Afers
waszg(-mral e ol 0% ower g e e 1o S e 1
compred 16 years old) The
(single " . whenusing AUC values
o 0.25 mg/ig [ | The
was 15.2(10.1) and 20 patens, and 7 16 year
old patens, respectively:
I " b was he single
» of pe
patens.
“The pharmacolinetics of Meloxicam in pediaric parerss uder 2 ears of age have notbeen
inestgated.
Geriaric
Bdery o steady-site
Jar t0 young mles, Flderly st igher AUCss
i 32% higher Crmass 5

o Detp . remed i oneemtstor 1 he e oo e e o
profile was comparable for both elderly patien populatiors. A smaller free fraction was fours in
elderly female patiens incomparison o elderly male patens.

Sex



Yourg les. Afiersingle
etk 731 Melowiamhe reon el oo pat e s 15.3 b b e el froup
comared 0234 hours o h e group. Atsiady s, do were sl (170 fours s 214
ours). This pharmacokinedic difference due o gerder is likely t be of lile clinical importance.
There was Hneiy of hanicokeics dndho apprecible diferece nth o1 T seross
genders

Hcpd(»clmpmrmcm

inpatenswitn m/ld e P\lgh( Joss D or erae (Chik-Pugh Clas ) etic i
conpared i
Nodosage 1. Patents with

severe h
Precautions (5.3)and Use n Specific Populations (8.6
Renal Impairment

impairme. Total drug plasia concernrations of meloxicam decreased and ol clearance of meloxicam
o s T

ml
e be due 0 ncreased fraction of

pa No dos

renal
“The use of
25),
and Use in Specfic Populations (8.7) ).
Hemodiayss
meloxican, the pa

withremal Iy
free fraction ddnonsl

doses are ot necessary after hemodialysis. Meloxicamis notdialyzable [see Dosage and
Administraton (2.1) and Use in Specifc Populations (8.7) .

g meraction St

Aspirin p reduced,
ot alered.
(1000 m three nded 0 increase the AUC
llwluxlum'ﬂmnlmnal signicace of i inersctonis ot loown See Table 3 ot clincaly
v of NSAIDs 7l
days
it 33, From 19.2 hours t 12 hours, and  35%
ducton i AUC. Tl
gastroimesinal wact. The clinical relevance of tis imeraction has o been established.
200 mg cimeidine four single-
dos pharmscolieisof 30 g losican.
for 7 day
digoxinattr Inviro testing
binding drug imeraction bewween digoxin ad meloxicam
Lithum: were

icreasedby 21% in s eceiing mdoses rnging om0 o 1072 g wice proers
meloxican T
e

Methonrexate: A sudy

methotresate. In

displace sites [ see

Warfarin T

ey T recning doy doses of vartan oo o N (oot Nowahiss
Ratio) between 1.2 and 1. n thes

H ome subject
InINR from 1510 2.1 Ml it
R blecding
ol hena new duced [ 7.
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertiity
Carcinogenesis
T weeks) and
mice (99
IMRHD] of 15 mg
Mutsgenssic
I clastogeric
Impsirmer of Fertlisy
a5
" ively, than
comparison),
14 CLINICAL STUDIES
14.1 Osteoarthrits and Rheumatoid Arthrits
The use of he the koee and hip
12-week, double-blnd, conrolled trial Mel 7.5 mg, and 15 mg.
ki
Tobal 1 0l WOMAC
” I dSiffress). P s
Meloxicam
placeba.
Theuwe ol nd osteaanibriis Juated
double-t -contollduisouside e U argng fom wels 05 ol draion.
e il o ifcoy o Vil 5 mday and 15 mg/day,
s
wial,
The use of reatmentof
ina 12-week, double-blnd 15 g, and 22.5 mg daily)
plcebo. iy
linical, labor ‘measures of R Patiens receiving

with placebo. No incremental benefit was observed with the 2235 mg dose compared o the 15 mg dose
1 RA)

The weatmentof pa po
o mene Rheumoid A 12
week, double-blie, parallel-arm acave-controlled rials.

Both sudies included tree I Inboth sudies, mel
dosing be

mg. -
dosing began a 10 mg/kg/day. while

weeks
maximum) of meloxicam and 15 mgkeday of nproxen.

T ACR Pediatic 30 respol a composit of parent and
investgator ) i ery

difference was observed between the meloxicam dose groups.

16 HOW SUPPLIEDSTORAGE AND HANDLING
The 1 andL 15
Meloxicam Tablets USP 15 g are avalable as follows:

NDC 60760-419-30 BOTTLE OF 30

60760-419-60 BOTTLE OF 60

60760-419-90 BOTTLE OF 90

€0760-413.07BOTTLEOF 7

Storage Sto (68101077 °F) IS USP Contraed Reom Temperatre. Keep
o U159 s

Disperse bles ina ight conaier.
Keep this and all medicaions out of the reach of children.

17 PATIENT COUNSELING INFORMATION
e label

prescription dispersed.

Inform patirss, familes or their caregivers of the follawing informaton before nitiaing therapy with
an NSAID and periodically during the course of ongoing therpy.

‘Cardlovascular Thronboic Bvenss
Advise patiens 10 be alert forthe sympions of cardiovascular thrombotic evens, including chest pain,
Shortness of breath, weakness,or slurting of speech, and 0 report any of hese sympioms o t
heslthcare provider immediately see Warnings and Precauions (5.1))
Gastoimesina Bleeding, Ulcerstion, and Perforation
Advise patiens o i i i pain dyspepsia,

I Inthe seting of Tow-dose

i
bleeding [see Warnings and Precautions ( 5.2
Hepa

i fatigue,le
diarthea, prurits,faundice, right upper quadrant tenderness, and " flu-like® symptors). I these ocr,

Precautions (5.3)).

dvisepaens o be lerfor he sympoms ofcongstive el eling shorvess of ot

[see

Warningsand recauons (5391

o fhe lling of the face
or throan, oceur [
and Warnings and Precautions (5.7) .

Advise
their ble 591
Eemle Ferility
Meloxicam
tablets, ey [ Specin Popsiore (31
Eetal Toxicity
d use of 30 weeks
the riskof of h Usee Warnings and
Precautions (5.10) and Use in Specifc Popularons (5.1) |
Avold Convonita Use of NSAIDs
o o salicylates (e.g
diflunisal sasal he gasuoinestinal oxiclty, and lte
or see 5. 7). Alert
bep . fever, or
Use of NSAIDS and Low-Dase Aspirin
e alko the
healthcare provider [ see Drug Intractions (7)1
For current prescribing informution,call Urichemat 1-866-562-4615.
Manufacured by:
UNICHEM LABORATORIES LTD.
Pilerne Ind. Estae,
Pilerne, Bardez, Goa 403511, Inia
Marketed by:
PHARMACEUTICALS (USA). INC.
Hasbrouck Heights, NJ 07604
06-R-092016
13008665
Unichem Pharmaceuticals (USA) .
MELOXICAM CELLULOSE, LiNE
LACTOSE OVIDONE K30
ILICON DIOXIDE T
n!luxnammlux:ramMELOXlCAMMELOX!CAMFELLULOSLMA ROCRYSTALLINE
CROSPOVIDONE LACTOSE MONOHYDR. POVIDONE K30
SILICON DIOXIDE T E ULi1s
L EVENTS See

full prescribing information for conplete bosed ‘Nonsteraidal
(NSAIDS) cause anincreased risk o serious cardiovascuar thromboic evens, icluding myocardial




duraion o use

(G adverse
evens icluding b he.
“These evens canoccur at any ime during use and without warring symptoms. Elderly atierss and
patiens with ap pepi Gl
evens (52)
R EVENTS
Candovasclar Thrombotic Events Nonseroltal
myoc can
be ot T riskmy occu carly e o ey e wih ﬂ\llalnmnl use [see Wammis and
Warnings and Precautions 5.1) . Gastoltestnal
Bleedg, Ukceraond
adverse ever ding, ul he . which can be
fatl, o me during use Elderly patierss and
paiens i pept G
events [see Warnings and Precautions (5.2) )
Boved waring S301t o s e el Rieumuid Arbis ORA) Pl and
362016
Dosage and Ad [ v [ty Pobricuar
rdiovascular T )52

Worags oo oo Falwe o) Ede (5952016

1
who weigh 260 kg

a3

e {see Clinical
Sudies (14.1).

Clincal Sudies (14,1

o mee Rt d AT 1 e s e 20 1 et st o Adaataon
(2.4)and Clinical Studies (14.2).

ol (2O (2.2)amd RA (29 Saring dose: 7.5 mgance iy Dose my be creased o 1375
once daily JRA (24 Tab
ol

Consisten withindividual patent treament goals [see Warnings and Precautions (5). Aftr observing

s nadultc, 15 mg regardless
of formulaton Inp

Use inSpecific i Clincal 3.

vibouregard i oF

Forthe relif o ot

oral dose o Some patiens beeitby

increasing the dose t0 15 mg orce daly.
 the signs and

i patens
enelit by increasing the dose (0 15 mg once daly.

of
7.5 mg once daily inchildren who weigh 260 kg There was o addidoral benefit demonstrated by
increasing the dose above 7.5 mg inclnical trals. Meloxicamtablets should ot be wsed n chidren

Inpatenss

i 1575 mg pe
Pharmacology (12.3).
oral

meloxicam Therefc with other
1 dose.

Melnx\ramTahIeLﬁ UsP: 75 mg (3)
Joxcam Tables USP: 7.5 m: LIght yejow,round fatbeveled edged, ablcvin U & L debossed
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bletwith U & L
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following yees.
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porsening hear filure (55 Reml Toricity : Monir real funcionnpies with el orhepac
advanced leml isenewles, b e it nuw/tlil\ sk of worsening remal funciion 5.6)
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b bleeding. For such
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Remainatert o 'NSAID therapy. If
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itor patents Drug Ineractions
@1
Elevator of ALT o AST reeornore st uper itot sorns [ULN) have besnrepored
approximely 1% of inclinical fatal,
e e oy, i oo o e e eross, i T e e
reported. Elevations of ALT or AST (less than hree imes ULN) iy occur inup o 15% of paterss
el

teeress ik S 1 chl svgvsami synvvums:mmslmwvlhlwﬂ sesse
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I fr

e vy 0351

NSAIDs, including Meloxicam, can ead to new orset o worsening of preexisting hypertension,either
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NSAID: sce Drug bload press e

it NSAD Sesser s onpion i comse o heriy.
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heart falure. 1

Meloxicamis used I paients with severe heart falure, monitor paients for signs of worsering heart

fiilue.

Renal Toxicly L NSAIDs,including Melosi

pap renalimuficiency I alure, and other remal ijury. Remsl toxicity has s
Inw fenal

fusion. Inth

condaril which may
Gebydracion, hypavelema, heart Fai those aking i i ACE inhibi
ARBS, and th elder]

he renal effects
patens withpreexisting reml disease. Because some Meloxicam meabaltes are excreted by the
.y, moritor patiets for signs of worsering reral funcion. Correct volume staus in dehydrated or
ypovolemic patiens prior o nidating Meloxicam Moritor renl function i paients with
a et fohre,dehyl use

[see Drug
I ). No nf dies regarding the use of
i it
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). hy
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double-blind in patients e ke or hip
Two 12-week

i double-blind,

Table hat

, L Table
8r0ups intwo 12-week placebo-conolled theursioid arhrs wias.
Table 1a Adverse n22% of

Placebo- and Active-Conrolled Trial

Blacebo Meloxicam .5 mg daly Meloxicam 15 m daly Diclofenac 100 mg daly

Body as a Whole
Accident household 19 453226
Edemu1 25194533

Fall 06260013

Influenza-like symploms 5.1 4558 26
Cernral and Periphersl Nervous System
Dizziness 3.22.5 3.8 20

Pharyngits 130632 13
Upper respiratary ract infection 19 3.2 19 33

Rash2 2526 0.6 20

Table 1b Adverse of
Artrits Placebo- Contolled Trials

Placebo,
Meloxicam 7 5 mg daily
Meloxicam 15 mg daly

No..of Paents

ibdorinal pain NOS, influenza-Tike ilness,

and

il riation), upper espiratory

inusits NOS),foint relaed
i i

(08, pharyngi
oim crepitation,fin I

‘General Disorders and Adminiswraton Site Condiions

Ifluenza-lie illness

nfection and Infestariors

Upper Respiraory trctnfectons-pathogenclas uspecified
a1
0
65

Musculoskeletal and Comectve Tissue Disorders

Joitrelaed sigrs and symptoms

Nervous System Disorders.

Headaches NOS
64
64
55

Skin and Subcutancous Tissue Disorders.

Rash NOS

weeks)
and long-term (6 months) n active-conrolled osteoartrits wals are preserted in Table 2,
In22% of 4u06

Table2
Active-Controlled Osteoardhrits Trials
426 Weeks Comrolled Trials

6 Monih Conrolled Trials

Melosicam? . 5 mg daily
Meloicam 15 mg daily
Melosicam?. 5 m daily
Meloxicam 15 mg daly
No. of Patets

8055

255

169

206

Gastoimestinal

Consupation

08

Dyspepsia
s
74

89



Flalence
05
04

Vomiting
06
08
I
26

Body as a Whole

Accident household
00
00

05

‘Cernraland Periphersl Nervous System

Dizziness

Hemaologic

Anemia
01
00
a1
29

Musculoskeleal

Artelgia
05
00
53
13
Backpain
05
04
30
07

Psychiatic

Respiratory

Coughing
02
08
24
0
Upper espirtory ractnfecion
02
00
83

Pruritss

04

combined

Micurion frequercy

01



Urinary wact infection
03
04
47
6
0

15 mg. Pediaics
Paucarticular and Polyarticular Course Juverile Rheumsioid Aririis (IRA) Three hundred ad eighy-

ranging from0.125 o 0. b irals. These st d of two 12-
double-blind,

witha 30-week extension) and one 1-year operrlabel PK study. The adverse evenss abserved in hese.
h inrature o the hough

there in Inparicular, the followin

abdorial par, vomitin, dirrhea, headache, an pyrexia, were more common inhe pediatric than in

the adult rals. Rash was Mel No unexpected

adverse event were identfied during the course of the ials. The adverse events did not demonstrte

anage or

in<2% ials nvol rely 16,200 paterss.

Body as a Whole

I face edems, falgue, fever, hot flushes, ma weight

Cardiovascular
angina pectoris, cardiac failure, hypertension, hypotersion, myocardial infarction, vasculits

‘Central ant Peripheral Nervous Syst

comulsions, paresthesia wremor, vertigo

Gastoimestinal

colits, dry mouth, duoders s i
I b I Bastric
ulcer, intestil per I .
Stomsits ulcerative
Heart Rate nd Rhyhim
arthyihmia, palpation, achycardia
Hemaologic
leukoperia, pupura, trombocytopenia
Liver and Billary System
ALT lncreased, AST increased, billrubinemia, GGT increased, hepatids
Metabolic and Nutitiorsl
debyerstion
Pychiatic
rlusion, ey !
Respiratory
asthma, bronchospasm, dyspnea
Skinand Appendages
! " increased,
wricaria
Special Senses
abmormal vision, conjuncavis, aste perversion, ttus
Uriary System
I BUN : her A ail
“The following Meloxicam Because
these reactions it )y
" b ot
whether abel
more of the following factors: (1) seriousness of the even, (2) number of reporss, or 3)srength of
causal 10 the drug. experience or
e d
¥ : h lysis, and
inferdlit femsl.
b Hemostasis (e, wart P
bleeding
ly e
obibi Beta-Blockers
hese drugs. nd
L or those. et
funceion for sigrs of worsening
ronil ‘furosemid
Moritor paterss (0 assure diuretic efficacy including anthypertersive effects (7)
See Table 3 eractions 30 Warnings and

Precauiors (5.2, 56, 5.11) ant Clinical Pharmscology (12.3).

“Table 3 Clinically Significant Drug Ineractiors with Meloxicam
s tha Inerfere with Hemostasis

Clinical Impact

“The concomitant

elther drug alone.

Serotoninrelease by plaelets plays an imporian role in hemosusis. Case-corsrol and cohort

bleeding,

Manitor paterss I th anicoagulans (.5, warfi latel

Feuptake nbibitors (SNRIS) for signs of bleeding [sce Warnings and Precauions (.11
Aspirin

Cliical Impact

d NSAIDS i i

Inervenion:

Mel i low dose aspi

fsee i

»
ACE Inhibitors , Angiotersin Recepior Blockers , or Beta - Blockers

Clincal lmpact

I patients who are elderly, volume-depleted (ncluding those on diuredc therapy), o have rersl

enalfunciion ncluding possible acut rena falure.

" nd ACE inhibitors, ARBs, or beta-blackers, moritar blood
Meloxicam

and ACE inhbitors or 3 o
for signs of 1 5.5 When
1

ihese

Diureics
Clincal lnpact
Clincal sud u heiing obs

effectof
atsibuted 1o the 1 H dies with furosemide
and

meloxicam.

During concamitan use of Meloxicam with diuretcs, abserve patents for sigrs of worsenig rersl
funct fsee Warnings and

Precauions (36))
Lithium
Cliical Inpact

Jasims ltiumlevels e eductions in ersl
15%,and the rensl

approximsiely 20%. Thi T
fsee Clincal Pharmacology (123).

During concomitant use of Meloxicam and lithium, monior patents for signs of litium oxicity.
Methatrexate

Clincal lmpact

neutropens, thrombocyiopenis, el dysfunction),

Inervenion

paterss
Cyclosporine

Cliical Impact

pephrotonicity.

Inervenion:

During conconitant use of Meloxicam and cyclosporine, moritor patierss for sigos of worsering reral
funcion

NSAIDs and Salicylaes

Clincal lnpact

difluisal,
the riskof Gloxicity, withlitle or n increase inefficacy [see Warrings and Precautons (5.2)
Itervertion

Bt NSAIDS
Pemerrexed

Clincal Impact

e riskof
i nformation)

Inerversion



with renal
from 45 ta 79 mimin, L and Gl oxiciy.

Paterss taking meloxicam should nterrupt dosing for at least ive days before, the day of,and two days
following pemetrexed admnistation.

pate min,
pemetrexed is ot recommended.

Pregoney : Use of NSAIDs durig e it ofpegtncy ncreases e riskof premare
closure of the fe

evion (110 3.1) iy | NSATo e ottt ot ey Coridr il
of Melosicam i wamen who ave dificlicsconcelving (89

Risks: se of N

e et "Avoid use of NSAIDS, icludi
30 weeks ‘Wartirgs and

Mel
Precaulons (10
aeomobsrdon] s gy ptl ebryfewl e ofNSAID e nomen

e v xponre v 2.4% for
major 4115-20% for pregaaney loss. In animl
he
Meloxicam.
1 hear def
reproduction

sudies, there aysiocia,
survival at0.0-times MRHD of meloxicam. No teratogerc effects were observed i ats and rabbits
26

4 26-times the MRHD
Isee D. beenshown o have in
Crdomeen e ‘manimal sud
or Delivery There are
of or dellvery. Inanimal sudies, NSAID: i
[ A
A
MRHD of 15 mg,
50 m kg /day
he was -fold
b meloxican
doses of | Ty, than h
MR
incidence of
dystacia, 0.125 myhday
of greater (0.08-times MRHD based on BSA comparison),
Risk Summary There on
breastfeed Jinical
condit 1 lacuaing higher

o thoe oo

action the use of

including Meloxicam,

prosagainsyesi

hibitors s the potential o disrupt prostaglandin-meclated follicular rupture
1 s NSAIDS

required i

dela withdrawal of NSAIDs, including Meloxicam,

difficulies conceiving or wh are undergoing imestgationof infertiliy.

The saery IR 17 years of age has been
wals ) and

paters, are a grea

Cliical Sudies (14.2).
Elderly paiems,
diovaseul 1, andior renal I clderly

e, the dosing
puens o aresfecs s Warings o rcaions 51,52, 53 86,515,
tients with mild o with

bolized n
Hepatic impairment [see Warnings and Precautons (5.3 and Cliical Pharmacology (123)

No dose adjustmen s necessary in paiens with mild to moderate reral impairmers. Paerss withsevere
renal “The use of

D Chical 1231
Sy e e
s accurred el and
o ere e e -5 Manaes paens
Tollowing There are 10 specifc
e s, 12 gros pec g of
psens)anor o
" :
Torcea o e e
i e i g i eioicimoness. el
esol
)
privet
e, mn.mmmmmm o355 120
SlmicimTalee s 25mg
o1 loncon o ol st
: Lo, The mlecular
elgn s 514 L cnpinca
Chemica Tyellow sl i higher
ol o b ol Nilonln
[ 7 s of
Vi S or 153
Telonicam con doxa
a £

sotlmcluse diydae.
Chemical i

Meloxicam like thatof other NSAIDS,is no completely understood but involves inhibiton of
and COX-2) Mel

vin Prostgland
in n animal models.
Prostaglandinsare mediators of inflammatin. Because melosicamis an ishbior of prosuglandin
syhests, s mode of action may be due o a decrease of prostaglandins in peripheral isues

A Toll

ption y
30 mg 1V bolus ose-
prop 5mg 0 60 m.
g 0 15 g
Mean G wis achieved within our o five hours after 7.5 mg meloxicamtablet was e urde
ady state

2014
s ostdsesuggesing iy recycing. Meloscamcapules v beenshown o be
Vocaten s Mlouconn

‘Table 4 Single Dose and S(ezdy-sme Pharmacokinetc Paraneters for Oral 7.5 m, and 15 g,
c

Steady e
Single Dose

Pharmacokinetc Paranerers (% CV )

Hesliy mle aduls (Fed ) ot under high at conditors
Eldely msles (Fed)

Eldelyfersles (Fed )

Rera ailre Fasted)

Hepatic insufficiency (Fasted )

7.5 mgMeloxicam ables ablets
15 mg capsies

15 mg capses

15 mg capsues

15 mg capsules

N

12
1
Cmax
gL
1050
2369)
3204
0.59.36)
08409
max

]
490)
502
sen
469
1067)
w2

]
20109
£
264
1806
1629)
cur
mLmin}
8809
9906)
5102)
1903
114)
vz

ose/AUCHKel)
[}

147@)

1562)

10.@0)

2 (44)

1409

falresulied Tovels (.. Cmax) being while te




unchanged.

v
anacids,

Disrib
10L. Meloxicamis ~

dose range. The I3

1% in patiens with
e ess Mo pertsion i b redbood el e o do. et 0%

fluid, after e range from
0% 10 50% plasm. The free fluid s 25 haninplasma,
due o the lower plasi.
peretraionis liver,
dose), 5

wa i Ca (eytochrome.
enzyme) plays an important role i this metabolic pathway wih a minor conibutionof the CYP3AS
b a [ » e other
"

account for . four m are ot kown
10 have any
formof meiabalites, and occurs to equal extens inthe urine and feces. Only traces of the unchanged
29 ad feces (1.6%). The
dr

75 g 5 of e dose erefound n v

nthe formof mel 3 eis
the drug. This

of sigle IV dose of AUC of

b 15 hours to 20 hours.

levels indicaing.
Clearance rrges from 19 mmin. Speciic Poplaion edlvic Afer sinle 0.5 et e

lower expostre the older
it (7t 15 years o). The older patess m.,.wnx.nmx,.nm‘ Similar (sngle dose) or
adultpatens, e

dose of 0.25 mylkg see Dosage and
e was 152 (101)and 130 s G0)or e 210 year oldptens, s 7116y ol patins.
respectvly Inscourie

T ‘meloxicam
o pat » 2 years
of sge Gerlaric Elderl
i stcady-sa young mmles.

years of AU 5
years of ag
Toml i llr frec

pa Sex Young females

Tsmy

young mles.
19.5 hours for the femsle.
Tours for the male group. At scady sate, the data were simlar (179 hours vs 214 hours). This
pharmacokineic difference due o gender s lkely (© be of It clinical portce. There was
i 1o 15 mg dose of in
Hor m

hild-Pugh Class
studed [see Warnings and Renal Inpai

impairment. Totl drug plasia concentations of meloxicam decreased and wul clearance of meloxicam
renal similar inall groups. The

g

No dosage
remal

studied. The use of

Dosage Warnings and
and Use In Specific Populations (8.7). Hemodialysis Following a single dose of meloxican the frec
higher inps

drug refore,additonal doses are o afer hemodialyss.

d i s nspcic Ppiaiors
®2)1.Dr protein
g of KSATD wirerece b e e f et NSATH wes ot ered W

icrese e AUC meloxicam ihis neractionts
e Tabe v NSAID: p Drug
m Clearance b from 19.2 hours to 125 hours,
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