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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. Afier sing
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
INR blecding
vl hena new duced [ 7.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertiity
Carcinogenesis

weeks) and

T
mice (99

IMRHD] of 15 mg
Mutsgenssic

clastogeric

Impsirmer of Fertlisy

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.
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