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Cardiovascular Thrombotic Events

i il infarc ‘which can

be fatal This
Isee Warnings and Precautions 5.1) 1.
* Meloicam i contradiated i he et of crenayarerybypes gt (CADG)

bleeding, u i i . which can
be fatal. These events can o
patients with a p andior GI
are - Glevents [see i

1INDICATIONS AND USAGE

11 Osteoarthrits (OA)

of the i

Mel
(11,
1.2 Rheumatoid Arthriis (RA)

of the i

13 Arthrids (mA!

polyartcular course
et A e i wels e 60 4 e Poroge ot Adminoraion 2y ond
s S (4.1

2DOSAGE AND ADMINISTRATION

2.1 General Dosing Instructions

deciding Use the for
Iodividual patent reament goals [see Warnings and Precations ()L
I

patents needs.
Inaduls, e muximumsecomnenied dlyoral dos f mloxicamis 15 mg egales offormlaon

Populations (8.7) and Cliical Pharmacology (12.3).
Meloxicam may be taken without regard (o Gming of mels.

22 Osteoarthritis

For therelie of the sigrs and sympioms of osteoarihrits the recommended staring and mainteranc

oral dose of neloxicam s 7.5 g e dlly. Soms paiens moy eceive addidor beneit by increasing
the dose 1 15 mg once daily.

23 Rheumatoid Arthrits

For the relief of
ainenance orldose of eloicam 7. mg e dal. Some e ey scie tdior b
by incresing the dose to 15 mg ance daiy

24 thritis (JRA)
e meloicamis 7.5 mg
eigh- 60 kg, There
¢ dose sbove 7.5 mg nclnca i,

[Meloxicamtablets should not be used in children who weigh <60 kg.

25 Renal Impairment
The use of

feres on hemodialyss,the maximm dosage of meloxicam s 7.5 mg per day [see Clinical
Fromocoioas (135

26 Non-Interchangeabilty with Other Formulations of Meloxicam

meloxicam. Therefc of oral
similar dose

sreoghs of of oral
3DOSAGE FORMS AND STRENGTHS

Meloxicambles,
s el coloted, o, iconex, ables,debossed with"55°anone side

onthe
» 15 mg: yellow colourd, rou,lat eveled ables, debossed with "CIPLA” ononesde and 159
onthe other.

4 CONTRAINDICATIONS

Meloxicamis contaidicaednihe following paiens:
meloicam or any

componens o e g produc e amingsand. reanion 7591
» History of asth ater king asp)
imes fatal, NSAIDs have
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5 WARNINGS AND PRECAUTIONS
5.1 Cardiovascular Thrombotic Events
(Clinical wials of several COX-2 seleciive and nomselective NSAIDS of up 0 three years curation have
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tisk
Risk Factors for 1 Bleeding, Ulceration, and Perforation
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53 Hepatotoxicity

Blevatons of ALT or AST normal (UL

approximstely 1% of ma\s naddi fatl, cases
ding failure have been

reported.

Elexatons of ALT or AST o 10 15% of pa

NSAIDs including meloxicam.

warring, farigue, leh
diarehea, prurits,jaundice,right upper quadrare tererness, and "flu-ike” symproms). 1 linical signs
X (e

ilia rach, etc )

5.4 Hypertension
NSAID, ncluding loxicam canlead 0w aretor worsein of preising ypereion iher
Ve

vens. Patienes
ihese
hetopies when aing NSAIDslsce Drg ieracions 7)1
herapy.
5.5 Heart Failure and Edema
fr NSAID Trialises  rnd
[
fnaD: ML,
Piatzaionfor st v s e
Indditonay been observed insome patiens neated with NSAIDs. Use
r V effects of several th
ondiions (i \CE inib
intractions 7}
void he s f meloxica inpaens wih severe e e s he el re cxpeced o
g heart ailure .
oo padens fo sighs af wersening hear fike.
56 Renal Toxicity and Hyperkalemia
Remal Tosicity
NSAIDS, including mel W dinrenal papilary necrosis,
renal rsuffcieney, acue renl falure,an other re] inury.
Reral wsicity inw ,,
the mainierance of renal perfusian, In adose-
ndarl 1 blood flow, which my
ired
Tendl dehydraton, hypovolemia, heat fallue, iver dystunction, hose aking dluredcs and
'ACE inibitors or ARBs, and the elder) s »

recovery ( the preteatment st

T
g e diease. Becausesome neluxlczm metbolits are excreted by the Kidbey, monitor
patens for sigrs of worsering reral furc

stats in pasens prior
heart fal

u
ronal r hepatic debyl hypovolemia
during use of meloxicamsee Drug Interactions 7)1
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Pharmacology (123))

Hyperialenia

Icreases Including hyperlal

NSAID: T dhrormsl el functon, these

effects

57 Anaphylactc Reactions

Warnings and Precautions (58))
Seck emergency help if ananaphylactic reaction oces

58 Exacerbation of Asthma Related to Aspirin Sensidvity

i Iy fatal bronchospasm:
NSAIDs has been

» » a
asthma
5.9 Serious Skin Reactions
1Ds, ncluding mel
) and toxic epidermsl necrolysis (TEN), which canbe faal, These
e o ot th

skinrash or any other sign

of
NSAIDs [see Convaindicatons ()}

5.10 Premature Closure of Fetal Ductus Arteriosus

the fetl & d use of NSAIDS,
luding el 130 weels of
‘Specfic Populaion (8.1))
5.1 Hematologie Toxicity
“This may be due to occultor fuid
retention, “ Wap
of aneni,
NSAIDs, including el bleeding everss.
may locresse

5.12 Masking of Inlammation and Fever

7 o . may dininish
the uility of diagoosuc signs in detecting nfections.

5.13 Laboratory Monitoring
hepato wd reral

ccur without warning sympioms or

signs, montoring
periodically see Warnings and Precautions (5.2, 5.3, 5.6).

6 ADVERSE REACTIONS
he folloving adversereacions re dscussd ingretr del inother secos of the aelng
* Cadowscur T fsee Bowed )
. ding, Ulcertion, snd Warning and. nd 1
 Fetous o ot ond Pcatons 031
*+ Huperesio s Warings andPecotions 5.4
* HeartFailur s e Wartgs ant Prectns 6.5)
 Rer Totery ot opetitemi e Womins ond P (561

Ayt Rector e s and Precations 671
Serious Skin Reactions [see ot precens 65))
Hermologi Towiciy o Wermoes ond Precomton (5.1

6.1 Clinical Trials Experience

inthe Fanother drug
and may not reflectthe rates observed i practice.
Adults
‘Osteoarthits ol Rheuold Anits
I 101220, and 1012 R
05 0A paens and 1351 1A
mg/day. 031
patiens for atleastone e Iﬂsﬂﬂn(mueb’ﬂlem
andor
. Gasioinestnal were the st

inall

A 12 week dcener,doble b, rtomized vl ws conductd Inpatns withoseordids of
ihe loxe o i compre e ffcacya ey of neloxicamwihplacebo ndwihan
LT, l i

Table 12week
placebo- and actve-conrolled osteoartrits el
Table 2
aweek placebo-corolled rheurstoid arhris rials.
“Table 1a: Ads Patients i a 12-Week
‘Osteoarthrits Placebo- and Active-Controlled Trial
Pacebs  Meloxicam  Meloxicam  Diclofenac
75mgdaly  1mgdaly 100 mg duiy
No. of Patients 157 154 156 153
trointestinal 172 201 73 281
Abdominal pain 25 19 26 13
Diarhea 38 78 32 92



Flaulence s 22 12 29

Nausea 22 20 18 72
Body. ole
Accident household 19 s 32 26
' s 19 a5 23
06 26 00 13
o thesympoms 51 s s8 26
nral and Perip
Nervows Systm
Dizziness 32 26 38 20
e 102 78 83 59
Pt 06 32 13
anrwsmmmry st ntecionts 32 19 33
s 25 26 05 20
IWHO
2wio conbi

‘Table 1b: Adverse Events (%) Occurring in > 2% of Meloxicam Patients i two 12-Week

‘Rheumatoid Arthris Placebo-Controlled Trials

Placebo  Meloxicam  Meloxicam

75 mg daily 15 mg daily
77

No. of Patients 469 81

‘Gastrointes tinal Disorders 141 189 168

Abdominal painNOS? 06 29 23

Dyspepic signs and symproms' 38 58 a0

Nase? 26 33 38
vl Dlsorers g Adinsraion i Condians

nierea ke e 21 29 23

Infecion and Ifeta

Uppe espiatory et nfcions- s

phogenclssupeciied e o

Nweuoskelttnd Comecte Tisue Disorders

Joit related sigrs and sympioms 19 15 23
s Ssiem Dioriers

Hestaches O 64 64 55
ned Sub:ulanwus Tissue Disorders

b o e 21

pralisyg Tigh level

aggravatd, erucaion, gstoinesil riaton) pper respiraory e iechoetaibopen
NOS, sinusits N

i

i
i headaches NOS, and rash
NOS

B weeks)
s are presenied in Table 2.

duerse Events (%) Occuring i > 2% o Meloxcam Paens in4 0 6 Weeks and 6 Month
trlled Oster
4106 Wesks Comraled Trs 6 Monh Contrale Tra
loxicam  Melo Meloxicam Meloxis
gy 5 g iy 2 e iy 15 iy
No. of Patients 8955 26 169 06

Gastrointestinal 18 180 %5 22
Abdominal pain 27 23 a7 2
Constpation 08 12 18 26
Di 19 27 59 26
Dyspepsia 8 74 89 95
Flaulence 05 04 30 26
Nausea 24 el a7 72
Vomiting 06 08 18 2%
Body ole
Acciden household 00 00 06 20
' 06 20 2 16
o 20 36 s2
Cenesland Pripheel Nervous Sysem
Dizziness 11 15 24 26
Headache 24 27 36 26
Hematologic
Avemia 01 00 a1 20
Musculoskeletal
Arthralgia 0s 00 sa 13
Backpain 05 04 3 07
yehiatric
[ 04 00 6 16
Respiratory
Coughing 02 08 24 10
Upper respiratory ract infection 02 00 B3 5
Prurinss 04 12 24 00
Rash? 03 12 30 13
Urinary
Micurition requercy 01 04 24 13
Uriary tactifection 03 04 a7 69
conbiy
Higher doses of
15me,
Pediarics
Juverile Rheursioid Acth

o
exposedio eloicamwih oses raing om0 12510 0375 g pe day e e mals
i witha

yea ope ot P sy The

advrse vens abserved inthee pediaric sudies wit meloxicam weresimlar inmare o he dul

clinical Jar, e following most
el e hesdache and

inthe pediaric
were the course of the rials.
ot demorstrate anage or gtmn-gvatmr subgroup effect
e ol listof adve in<2% of I
il o sty 16300 per.

Body as a Whole B \ face edems, fatgue, fever,hot flushes, weightincrease

Cardiovas ular diac failure, n dialinfarceion vasculiis

Centraland h vertigo

Gastrointestinal colt, ot dvoden o I i  hemorrhage, b hemorehagic duodersl ulcer, hemorrhagic gastic ulcer, I 3
i

Hematologic oot o oo

Liver and Bilary Sys tem AT essed, AST ressed, b, GGT ineresed, bepaits

Metabolic and Nutrional dehydration

Psychiatric abrormal dr nfusion, d ”

Respiratory asthma, bronchospasm, dyspnea

kin and Appends i b 4

Special Senses abrormel vision, conjumcivids,aste perversion, mitus

Urinary System albuminuria, BUN increased, creatnine ncreased, hematuria,rema failure:

6.2 Pastmarkeiing Experience

foll B
these reacions s
b Declsions shout
whether o include in abeling
more of the following . et
1 experience or
he
including
‘ . and
inferdlit fomle.
7 DRUG INTERACTIONS
Ses e 3fo lcaly gt g st withaeloxican, e o Warirgs
Brecauions (52, 56, 5.11) and Clnical Pharmacology (1
Interactic
Drugs that Interfere with Hemostasis
alone
by plteles i in hemostsis, Case-cortral kot
Interventon » ar ) of beding [see 1)
Aspirin
i aralgesic doses of aspirin does ot produce any greater therapeuic effectthan the use of NSAIDs alone, Ina clinical study, nd e
Iterventon: gesic doses of Isee 1)
Tow dose aspi L
ACE Inhibitors, Angiotensin Receptor Blockers, or Beta-Blockers.
Inpatiens whoae ldery volune-deplete (rcuding those on drc heapy). o hove el i, coadmirsraionof an NSAID with ACE ihibiors o funcion, » L
Intervenon: - Durig concomian s of meloxicamand ACE nibiors, ARBs, o et bload pressure
Dorig concomit v of mlontamnd ACE hbior o ARPS hpasens e e ey [
a renal
Diuretics
Clinical Impact Clinical studies, s well s post-
fectof loop insame paties. the NSAID However,
Itervendon:  During concomitan use of meloxicam withdiuretics, observe patients for signs of worsering rema f A
ductons inrersl The 15%,and the reral “This effect has fseec 3l
Imterventon:  During concomitan use of meloxicamand lidium, morstor patients fo sigs of ihium oxicity.
Methotrexat
1 dysfunciion).
Interventon: monitor paients
Cyclosporine
phrotoxiciy.
Inreion:_ During cononka v f elxicam v clspoive oo pans o g of worsening rnl ftion.
NSAID and Salcyate
NSAIDS or salcyl: diflurisal, i G it lle or
Interventon:
Pemetrexed
1 information).
Interventon: with reral imp 79 mimin, 1 and Gl oxiciy.
Patiens king for . the day of, and two days
Inpatens 45 mLmin,

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy.
Risk Sumary
Use af NSAIDs, including el o
premsture closure of th fetal ductus arteriosus. Avoid use of NSAIDs, including meloxican in
30 weels of o
There are mo Data
sof
‘regrmcy Jusive. Inthe general U.S. populaion, all cliically
gardiess of drug. 2.4%for major
malformatons, and 15-20% for pregmancy loss.
i
it el
RHD) of mel eart defects were,
7

dysoca delaed Wlmnwnm\d ﬂcumsmumwlm i 0ty AT o1 melocan No
teratogenic efect abbits
e e 3 et i e MAFHD s D]

Labor or Delivery.

There are 1o or Inanimal sudies, NSAID:
including mel nd e
incidence of stllbirth,

Daa

Animal Data

pregant s during
e 1o gy (26-old et hn the MRAHD o 15 mg of melovcambised o BSA
). I

g day (70-fold

e comparison). was 20 mkg/day (26-fold

comversion), meloxicam
s Iy, than

doses of 1

0125 gk day or greater (0.08-tmes MRHD based on BSA comparison).

82 Lactation



Risk Surmary

There are no

: s clinical , dverse effects on
he fromine termal condition
Animal data
lcratng o
8.3 Females and Males of Reproductive Potential
Females
he use of
nsome i
potenil ovlation.
Comsicer
withdrawal of NSAIDS, who are

undergoing investgation of infertly.
8.4 Pediatric Use
“The safety and effectveness of meloxicam in pediaric JRA patiers from2 o 17 years of age has been

Clinical Studies (14.2).
8.5 Geriatric Use

Elde
cammvas(mar et oot sverss ssctor b iled b o e ety
rxouweigh hese potenta s st dosinga e lw ndof e dosing arge, and monior

8.6 Hepatic Impairment

pa Patiens with

No dose
severe hepatic

patens with
)

8.7 Renal Impairment

No dose adjustme is necessary in patiens with mild o moderate remal impairmen. Patiens with severe
ronal The use of

day.
)
10 OVERDOSAGE
Sympioms fol Jethargy, d
s 4.1 » A ail i ad
) 1,52,5.4,56)
. There are 1o
» Corsicer emesis 102 grams
per kg of body » sy
four hours of ingestion or inp
hemadial " igh

proteinbinding

meloxicamby 4  orald

clearance of en
I cholestyramine oy bs ek

following an overdosage.
For additonal n

11 DESCRIPTION

NSAID 75 mgor 15mg.

meloxicam, USP for oral adninisirati
E . 1-dioxide. The molecular
weightis 3514, Is empirical e foll 1 forml.

‘strong acids and bases. el he
Coolicten (0 Pygy = 0.1 inf-octanobufTer H 7.5 Meloricam bas pKa vlues of 11 4.

I lble as a able for 75 mg or 15 mg meloxicam USP.
The inacive
e

12 CLINICAL PHARMACOLOGY
121 Mechanism of Action

and anipyredc propes
of meloxi is understood but
Imelves iponf pelayiense 1COX-T 3t COX-2».

s herapy have pr nvivo e
action of bradykirin n nducing pain inanimal models. Prostaglandins are medistors of inflammaton.
Because de of ©a
decrease of prostaglandins inperipherl tissues

123 Pharmacokinetics

B % dose of 30 mg
compared with 30 mg IV bol doses,
of 5. 10 60 mg. s the
over the range of 7.5 mg 10 15 mg,
Mean Co five hours afer
ndi bsorpi ady-sate
concenratons. 2ol

o pos-dose suggesing biary recycig.

Table 4 Single Dose dneii eters for nd 15 i %cvt
Steady State Single Dose
ters Healthy
ohev)
7.5 mg? tablets ISmgcapsules  ISmgcapsules  15mgcapsules 15 mg capsules
1 5 8
Cone [yl 10520) 2369) 3204 059 (36) 084.29)
a0l 49@) 502) 67 469 1067)
w2 20109) 2164 204) 18.46) 16@9)
CLA  (mLimin] 8829 9906) 5102 9 @3) 11 4a)
Vo[ 14702 15(42) 1060) 2644 1409)
IThe parameter values i the wble ae from various stuies
Zro under it s

4V, =Dosel (AUC+Kq)

Food and Antacid Effects

anpeak
g lovels (. G being iy 22% b Ue)

ichang , in
son i e AUC o he oy vliesfr locam susperanwere affecid following
it bgh ot e, while mean g vl were rebse > sppriaaely 7 o

I i o
I meals

of aniacids.

‘r Iy 10 L. Meloxicamis -99.

%
he fracon of

bound 10
proteinbinding is "

after ora dosing i lss han 10% Followig aadilabeled doe, ovr 90%of the aoaciviy
detected inthe plasma was present as

. after . ae (om0 50% of nse
in plasia. o the lower albunin
plasma. T} £
Eliminion
Meabolism
y lude S-carboxy
dose),

- I d extert (9% of dose). Inviro

stdies indicate P450 metbolizing i
pa CYP3Ad isozyme.
pr n ther 16% a4 of e adninsred
« ly. All e four metaboliies ny in vivo ph
Excreton
bolites, and accurs to equal extens inthe

feces (1.6%). The

. 7.5 mg doses:
. 6%, and 13% of he dose were found n rine Inhe form of meloxicam, and he 5-hydroxymethyl

and 5 secretion o the
drug. T} asingle IV dose of
o et e AUC of melosicom by S5

b 15 hours to 20 hours,

clearanee ranges from 710 9 mLmin.

dose range. Plasma

Specific Populaions

was ageral wrend n/amvmxmlrel) 0% e axpomes inyormge s 2106 e e
old)

Gingle those i he adul whenusing AUC values

i D)

ehmmlml\hal[ Jife was 15.2 (10.1)and 130 hours (3.0) o the 210 6 year old paients, and 7 (0 16 year
d patens,respeciively.

body-weighi, b was the single
pr e “The body-weight
pasens.
i » 2
investgated.
Geriaric
Elderly dy-stte

g mles. Elder! AuC,,
o325 gher

the .<
o was compatbi of b ey ot populatos. A smler e Fectom ot
Eherly femal patens n comparisonts lderl e pa

Sex
Yourg o young males. After single
doses of 7.5 mg mel ih was 195 hours for
by s, houes vs 21.4
Sone T phormcoliec aTreace o o ente b el b o e clincal inporance
Ther e ety ofparmcoRTeics a9 sprecable e e s o T coss
sender

m,w o

15mg
bt i o g i Do o (Chid-Pugh Clas ) hepatc npaiement

mpairmers.
No Patiens with

severe hepa V
Precautons 5.3)and Use in Specific Populations (3.6}
Renalimpairment

impairment. meloicam
AuC groups. The
" with renal )
le for hepatic No dosage
“The use

Usein Specific Populatons (3))
Hemodiabysis



Following a single dose of meloxicam the free Cop plasma concentations were higher in patierts
with renal
free f

i ol dditors]

(2.1)and Use in Specific Populaions (3.1
‘Dug Inesaction Sudies:

Aspirin e NSAIDS were reduced,
free NSAID was notaliered. withaspirin

(1000 ded t increase the AUC

of meloxicam. The clinical signficance of this neraction s notkown. See Table 3 for clinically

Significan drug ineractions of NSAIDS with aspirin see Drug Interactons 7))

Cholesyramine: Pretreatment for four
“This resulied

from 19.2 hours t 125 da 35
This suggests
“The clincal relevance of thi W
200 mg cineddine four single-
dose pharmscalkinetcs of 30 mg meloicam.
15 mg once dily for 7
digow lisical doses. Inviro testing.
i i esacion e ot e
Lithum: dose UC were
Vihium doses rani 0 1072 mg twice daly with
lithumalone

I
o
Methoresate: A study in

M
significant effect on the pharmacolinetics of single doses of methotresate. Inviro, methotrexate did pot

Warfarin: The effect of
healthy Normalized
Rao) between 1.2 and 1. Inthese subj

H ome subject
i INR from 1510 2.1

bleeding
Complicarions whena new medication’s inroduced see Drug Ineractons (7).

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertliy
There
up 10 0.8 mg/hg/day
(9P ©0.5-and 2.6 Iy
IMRIHD] of
Musgenssic
astogeric y
i yrghocyies & a i CTomclous s In ke bor o
Impsirment of Ferdlity
Meloxicam i not impair male and ferwle fertiliy in ats a oral doses up o 9 m/kg/day inmales and 5
mghgday - and 3.2-mes Iy, than
comparison).
14 CLINICAL STUDIES

14.1 Osteoarthris and Rheumatoid Arthrits
The s of oo b et of b it sy of o' of e o i
eck double- d ,and 15 mg.
o o s

1 foal WOMAC score

i o
?
placebo.
The use of mel
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instructpa
3.

Heart Fsilure and Edena

Advisepaiens o be lr for e sy of congestiv ear e g horiess o reah,
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o dhat may cause death

‘The risk of geting an ucer or bleeding increases with

©pasthistory of stomch ulcers, o stomech o e bleeding with e of NSAIDs © oder age
NRI

© aking medicines called “corticosteroids”, “anicoagulans”, “SSRIS "o poor ety
© Increasing doses of NSAIDs advanced livr disease.
© longer use of NSAIDs o eeingproiens

moking
© drinking alcohol

NSAIDs should only b

xacy as prescribed
Gt lowoot dose possible for your weatment
» for he shortest time necde

used:

What are NSAIDs?

NSAIDs I
W anhits, pes of short-trm pain.

Who should not take NSAIDs?
Do not take NSAIDs.

ot o
 Fabetore or e b byt g

s taking NSAIDS, ety
...(l..a.n..v

= have liver or idney problems
= have high blood pressure.

have asthme
» arepr Talk o your it you are comsidering
aking. NSAIDs
» are breastfeeding o plan o breas feed
provi medicines you taks i i
the- ines, vitamins other medicines can

talking o your healthcare provider first.
What are the possible side effects of NSAIDs?

NSAIDS can cause serious side effects, including:
See "Whatis
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