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Cardiovascular Thrombotic Events

i il infarc ‘which can

be fatal This
see Warnings and Precar I

* Meloxcamis contraindicated intheseting ofcoronary artry bypass raft (CABG)
surgery [see Contraindications (4 and Warnings and Precautions (5.1) |

bleeding, u i i . which can
be fatal. These events can o
and patients with a p andior GI
are - Gl evens [ se Warnis i

1INDICATIONS AND USAGE
L1 Oseoanteis (O)

relief of the 0 ——
.
1.2 Rheumatoid Arthriis (RA)

of the i [

a1
13 Arthrids (mA!

i
polyartcular course

Rheamtord A i paens i welsie 65 48 e Dosoge and Admaraion (3.1 and

a4

2DOSAGE AND ADMINISTRATION

2.1 General Dosing Instructions

deciding Use the for
Iodividual patent reament goals [ see Warnings and Precautions (5) |
I

patents needs.
Insls,the rimmee<omeed daly orl o of meosicanis 191 egadess of formsion.
I ptiens with hemndialysis, & maxirmm dily dosage of 7.5 mg is recommended [ see Use in Specfc

Populators (8.7 and Clcd Phormcoogy 12
Meloxicam may be taken without regard (o Gming of mels.

22 Osteaarthritis

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

oral dose of neloxicam s 7.5 g o dlly. Soms paiens may eceive addidor beneit by increasng
the dose 115 mg once daily.

23 Rheumatoid Arthrits

For the relief of
ainemace orldose of eloicami 7. mg e dal. Some e ey scie dior b
by incresing the dose to 15 mg ance daiy

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

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

25 Renal Impairment
The use of

s om el he o dosage o eloicam's 7.5 g perdy s Clnicl
Fromacotoy (1291

26 Non-Interchangeabilty with Other Formulations of Meloxicam

meloxicam. Therefc of oral
similar dose

sweoghs of of oral
3DOSAGE FORMS AND STRENGTHS

Meloxicambles,
e el coouted,rout bicomex alets,debossed with 155" anne sice

onthe
» 15 mg: yellow coloured, roun,l beveled abes, debossed with “CIPLA™ ononeside and 158"
onthe other.

4 CONTRAINDICATIONS

Meloxicamis containdicaednihe following paiens:
meloxicam or any

componens o e g produc e arnings o resion (7,59
» History of asth ater aking asp)
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Wi and Precaions (37.58))
* Inthe seuing n

5 WARNINGS AND PRECAUTIONS

5.1 Cardiovas cular Thrombotic Events

which can b fatl it
for all NSAID:. T

for CV disease. However, disea

igher
i i v e

arly as the
orsistently at higher doses.

ov ihe lowest

of previous CV

|
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k serious CV events
ey occur.
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[Post-MI Patiess.

Darish Natiorsl
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the absolute rate of

e e st year post ML Teast
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5.2 Gastrointes inal Bleeding, Ulkeration, and Perforation
NSAID: ding,
inflammai the esoph ol et o rge

i which b ot Thes erous st v comocia e o whout
d with NSAID:. Oy

per ‘Upper Gl ul

1% i, ndn
about 2.4% of pa year. Hi
risk
Risk Factors for GI Bleeding. Ulceraion and Perforation
Patents witha pr ' of pepi 3

ping
Other factors t he riskof GI ude longs
poor

health staus. reports of
dditonsll i ach disease. y
bleeding,

Sties o iz he G Risks inNSAID-reed s

= Avoid administation of more than one NSAID ata ine.
Avoid use
bleeding. For such patents, s well as those with active G bleeding, corsider alienate herapies
other than NSAIDs.
o

. I during NSAID therapy.

. 4, i

meloxicam unil  serious G1 adverse evert s uled o,

. patents more.
closely for evidence of G bleeding | see Drug Ineracions (7).

53 Hepatotoxicity
Elevaons af ALT ot AST (bree ot nore e the wper it of ol (ULND have beenepored n
aprosimaely s fl, <

severe bepcic oy incuding flminnhepats v o on o e v e

levtom of ALTor AST less than hree times ULN) may oceur i up o 15% of patiens reated with
(SAIDs ncluding meloxicam.

e i, e e ppe Sk e,
liver. X

money i e
(5.
e

Filia, rash,
patent [ see Use in Specific Populations (8.6) and Clinical Pharmacology( 12.3)1
54 Hiperision

IDs, ncluding meloxicam, 2 of reising Iperenion s
evens. Patiens

Ci hese
herapies when taking NSAIDS [ see Drug Iteractons (7)1.
e inationof

therapy.
55 Heart Faure and Edema

m NSAID
[

ina Denish Natoral patens i,
osprlizaion forheasFlure, and deah.

inCOX-2

oy, i renonand edemafae beenalserved nsomepaens wesedwith NSATDs. Use

piri
merocons (51
avoid e e of are expecied o

s
i bt o i of worsen e e
56 Renal Toxicity and Hyperkalemia
Remal Toxicity

105, cluding hed neral pap
e ety s e e, ol
Rerml toxiciy i i
e et o el el e e, adwmsnannnnhnNSAlD oy e adoe-

1 blood flow, which
» it imired

1l function,dehydraion hypovolemia, hers hose taking diuredcs i

ACE lohibitors or ARBs, and the elderl
Fecovery o the pretreament sate.

T

preeising e disese. Becuse some loxicam meuboles ar excried y e e, mosior

patents for sigrs of worsening resal uoc

Corectolune s indehyiaed o ..yp..wue.... patiensprio o initaing elosicam Moior
hypovolenia

epatic
ring e o mefoxicam | s Drug nracions (7))
No bl

nless

the benefits worsening remal fuction. I
paterts with advanced reral discase, moritor ptiens for sigas of worsering reral funcion [ see Clinical
Pharmacology (12.3))

Hyperlalenia

57 Anaphylactc Reactions

and Warnings and Precautons (58) |
Seckemergercy help if anaraphylactic reaction occurs

5.8 Exacerbation of Asthma Related to Aspirin Sensi

pa

i Iy fatal

has been

I with preexisiing

st
59 Serious Skin Reactions
NSAIDs,

lysis (TEN), which canbe faal. These
Seriou vt ey occur it waran, ormptens ot e 11 nd syt of seros okn

SR st Conpamdaton (9],

5.10 Premature Closure of Fetal Ductus Arteriosus

d use of NSAID,
including el 3030 weeks of see Usein
‘Speciic Population (8.1) .
5.1 Hematologic Toxicity
This may be due to fuid
retention, o
oy g7 o1 Sy of nerie, oo hemoglobin o hemric
NSAID: bleeding everts
warfarin,
may increase this risk P of bleeding [ !
5.12 Masking of Inflammation and Fever
The 0 fever, may dimiish
the utlity of disgrosic signs in detecting nfectiors.
513 Laboratory Monitoring
bey ind renal injury can occur

sigrs,
periodically [ see Warnings and Precautons (52,53, 5.6) |
6 ADVERSE REACTIONS
The ol of the labeling:

* Cardiovascular T [ D1
= Gl Bleeding, Ulceration, and Perforation| see Boxed Warning and 1
+ Hepaotosicity [ see Warnings and Precautions (5.3)|
» Hypertersion| see Warnings and Precaut
» Heart Failure and Edera | see Warningsand Precauions (5.5
» Real Toxicity and Hyperlalenia | see Warnings and Precautions (5:6)]
o ctors | e Warkgs cnd s (571
. 1gsand Precautions (5.9)|
 Rermotogle Toicry e Waringand recasion (1)1
6.1 Clinical Triaks Experience
inthe clinical rial of another drug.
and may not reflecthe rats observed in practice.
Adults

‘Osteaarthivs ond Rheumold Aits:
“The meloxicam Phase 23 clinical uial daabase includes 10,122 O patiess and 1012 RA patiens
day, 3505 OA patens and 1351 R

o patens for
patens tely 10,500 of
12363 o these e andor
Gastrointestinal were the st
double-blind,randomized wial
e ke or hip to comp
conral. Two double-biind, i
Table 1a de n 4 12-weck
placebo- and active-conolled osteoardrits sl
12

Table
week placebo-conrolled heunsioid arhras rias.

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

ey Meloxicam  Meloxicam  Diclofenac
75mgdaily  15mgdaly 100 mg daily
No. of Patients 157 154 156 153
Gastrointes tinal 172 201 13 1
Abdominal pain 25 19 26 13

Diarthea 38 78 32 92



Dyspepsia s a5 45 65

Flalence 45 32 32 39
Nausea 32 39 38 72
Bodyas a

Ao menold 19 as 32 26
Edema ! 25 19 a5 33
Fall 06 26 00 13
Influerza-like sympioms 51 45 58 26
Central and Peripheral

Nervous System

Dizziness 22 26 18 20
Headache 102 78 rel 59
Respirato

Pharyngits 13 06 32 13
Upper respiratory eact infection1 9. 22 19 3
Skin

ash 2 25 26 05 20
SO pretred e e, e dependes dem pegheral and i s combied
combacd

Table 1: Adverse Evets () Qccuring in 2 2% ofMeloicam Paens i o 12-Week
ieumatoid Arthrits Placebo-Controlled Trials
Placebo  Meloxicam  Meloxicam
75mg daily 15 mg daiy
481 an

No.of Paients a9
‘Gastrointes tinal Disorders 141 189 168
Abdoraral pain NOS * 06 29 23
Drpepc st sy 28 58 o)
26 2 38

Genera Disorders and Admiiteation ite Condions
nfluerza-like illess 2 21 20 23
Infection and Infestations

y tract nfections-
' 7

palhogen class unspecified a1 0 65
Musculoskeletaland Connective Tissue Disorders

Jolotrelated siges and sympions ! 19 15 23

Nervous Systes

Headaches NOS 2 64 64 55

Skin and Subeutancous Tissue Disorders

Rash NOS ? 17 10 21

E gravare,
G, gasmiesin) i), pp eSpEaoy s ieCtnre. pthoRen g (B NOS
s K0S, sk NOS). Job rstod g 3o oS (v arvs s S5 v ok
 Eepktn, o e, o scling)

andrash NOS
T weeks)

1 are presemed n Table .

Events Patients in4 o 6 Weeks and 6 Month
Active-Controlled Osteoarthrits Trias

4105 Weeks Conraled Trs Mo Conrale Tra
Melo lox

Meloxicam dcam Meloxicar
Tmgdaly I5mgdaly 7. mg daiy 15 mg daiy
No. of Patients 8955 26 168 306
trointestinal 118 180 %5 22
Abdominal pain 27 23 a7
Constpaiion 08 12 18 26
Diarthea 19 27 59 26
Dyspepsia 38 74 89 95
Flaulence 05 04 30 26
Nausea 24 e a7 72
Vomiting 06 08 18 26
Bo
Accdenbousehold 00 00 06 29
06 20 24 16
08 20 36 52
ol and PergheelNervous Sysiem
Dizziness 11 15 24 26
Headache 24 27 36 26
Hematologic
Avemia 01 00 a1 29
Musculoskeletal
Artbralgia 05 00 53 13
ack pain 05 04 30 07
Paychiatric
Insonia 04 00 36 16
Respi
Coughing 02 08 24 10
Upper respiratory cact infection 02 00 83 75
Skin
Pruriuss 04 12 24 00
Ran? 03 12 30 13
Urinary
Micuriton frequency 01 04 24 13
Urinary tactinfection 03 04 a7 659
era and edema legscombined
combaned
15m,
Pediarics
Juvenile Rheunvioid Arthris OR
B IRA were
exposedio from0.12510 0375y per ol
T wi
v openiage P sy The
e adul.
lihough th f I Lar, e following most
dominal pain, diarthes, headache, and
inthe p “neloxicam.

the caurse of the wrals.
ot demo e an e o genderspeciic sugroup et

e fllowing i s adverse drugreclons occurin n <26 of e recing meloxicomin
clinical trials smvolving approximately 16,200 pai

weight increase

gasic I 3

iy  Wtale face edem, frgue, fever, hotflushes, malise, sy
Cardiovascular diac failur, by Ty sl ifarction, vasculiis
C!nnlind!tnphnzll‘ler‘mu\ System convulsions, paresthesia, remor, vertigo

coli, oy ot doden h I

i hycard

oo o, roshmeyipeis

increased, uricaria

ystem ALT increased, AST increased, bilirubineria, GGT increased, hepaits
and Nutritonal dehydration
brormal d , confusion, d "
asthm, bronchospasm, dysprea
i &
Senses abrormal vision, conjunctivis, aste perversion, mtus
CrnarySyetem albuinuria, BUN increased, creatinine increased, hemsuria,reral failure
6.2 Postmarketing Experience
“The following Becawse
these reactons
quency or
hether o include inlabeling
more of the followi. imber of reports, 2
Il Adverse experience or
he mod
Tudi :
and

inferdlity femie.
7 DRUG INTERACTIONS

e Table 3 for clinicaly significan drug imeractions with meloxicam. Se also Warrings and
Peecautons (52 5.6, 5.1 ad Clica Prarmcology (123

Drugs that Iterfere with Hemos asis

Table 3 Clinically Significant Drug Interactions with Meloxicam

ans b e useof either dru alone.
by plaeles pl. inhemosisis. Case-conrol bieeding
Inervendon: . ) e of bieding [ see ).
Aspirin
NSAID: a duce any NSAIDS slore. Ina clnical sudy, ar e NSAID slore [ =
Imervenion: blcding [ see ).
dose asp »

ACE Inhibiors, Angiotensin Receptor Blockers, o Beta-Blockers

Inpatiens who ae elderly, o), or ave el anNSAID with ACE inhibi falure. The
Inervention Fibiors, AR, o bea-bloc bload pressu

Dnm\gtumnmmnus:olrr!laxl(mnamACInm‘mmrsnlARBxlnrﬂuemwmmr:lduly, ot have nalred reml unci for signs of

Assess remal
Diretics
Cllica Impact Clnical stdies,as wel s post-
insome paens. the NSAID ini t udies ity ot

Intervention: During concomitant use of melosicam ith diuretics, observe patens for signs of worsening reral Iy
Lithium

ctons inrersl The
Intervention:  During concomitantuse of meloxicam and lihium, monitr patient for signs of lithium toxicty.

Methotrexate

15%, and the renal

Intrventon: paterss .
Cyclosporine

s nephrotoxicity.

Intervention: _ During concomitantuse of meloxicam and cyclosporine, monitor patents for signs of worsening remdl function.

NSAIDs and Salicylates

or saliylates (e.g, diftunisal, he isk of Gl toxiciy, with ltle or o increase inefficacy [ see Warnings and Precautions (5.2).
Interventon:
Pemetrexed
1 nformtion)
Intervendon: with renal 79 mimin, 1 and Gl oxiciy.
Patiens king the day o, and two days foll
Inpatenss 45 mLmin,

8 USE IN SPECIFIC POPULATIONS

8.0 Pregnancy

Risk Summry
Use of b
premsture closure of the feta ductus ateriosus. Avoid use of NSAIDS, including meloicar in
see 10)
I
“There are no adequate and well-controlled sudies of meloxicamin pregnant women. Dai from
o of
pregmancy are inconclusive. Inthe general U.S. populaton, al clinically
diess of drug exposure, have 2.4% for major
malformatons, and 15-20% for pregpancy loss.
A
sepul
7

s the MRHD. In
e, detaed pvarion o decresscd Htprng sure vl 0 08-mes MRED of metoscam No

oral dose equivalent 1 2.6 an 26-times the MRHD [see Data]

il Inarimal s

Labor or Delivery
There are no of o Inarimal sudies, NSAID:
Tuding mel i
incidence of stilbirth.

D

Animal Data

doses up 1o 4 mgkgiday (26-fold greater than the MRHD of 15 mg of meloxicam based on B
produced an
4 he /g day 7B-fold gmm han

e comparison). was

e
Iy, thanh

doses of 1 5 X
MR

0,125 my/kday or greater (0.08-Gmes MRHD based on BSA comparison).
82 Lactation

This effect has 1 t



Risk Surmary

There are no

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

undergoing investgation of infertly.

8.4 Pediatric Use

“The safery and effectiveness of meloxicamin pediaric JRA patiees from2 o 17 years of age has been
3, Dand

[

Clinical Studies(14.2)).
8.5 Geriatric Use

Elde
cammvas(mar ommmestot oot abverssssctor e miled e o e adeny
xouweigh hese potenta riss st dosinga e low ndof e dosing g, ad mon

0 3]

8.6 Hepatic Impairment

No dose
severe hepatic

i 123)).
8.7 Renal Impairment

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

day.
l 21)and 23]
10 OVERDOSAGE
Sympioms fol Jethargy, d
s 4.1 » A ail B ad
L butwere rare [ 51525456
. There are 1o
» Corsicer emesis 102 grams
per kg of body » s
four hours of ingestion or inp
heradial " igh

proteinbinding

meloxicamby 4  oral d

clearance of en
I cholestyramine oy be et

following an overdosage.
For additonal n

11 DESCRIPTION

NSAID 75 mg o 15 mg.

meloxican, USP for oral ad y
-l 1-dioxide. The molecular weightis
3514 Cull N0 strucural formla:

strong acids and beses eloicam
oefficient(10g P) s = 0.1 inr-octamlbuffer pH 7.4. Meloxicam has pKa values of 1.1 and 4.2

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

12 CLINICAL PHARMACOLOGY.
121 Mechanism of Action

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

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

123 Pharmacokinetics

T % dose of 30 mg
compared with 30 mg IV bol doses,
of 5 g 10 60 mg.

MeanC gy, was

s the
over he range of 7.5 mg 10 15 mg,
oy

bsorpi ady-sute
concenrators. 2ol
o pos-dose suggesing iy recycig.

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

Steady State Single Dose
ters Healthy

(oev)
75mg tablets ISmgcapsules  ISmgcapsules  15mgcapsules 15 mg capsules
1 5

Cope [piml] 10520) 2369) 3204 0.59.36) 084 29)

i 49@) 502) 67 469 1067)

a0 20109) 2164 204 18.46) 16@9)

CLA (mLimin] 8829 9906) 5102 9 @3) 11 4a)

VeI 1762 15(42) 1060) 264 1409)

«
e pramte e i e e e fom v s
ot g o condons

Iateboxicu bl

U Dol (ALK )

Food and Antacid Effects

drug level b

ichanged,
comprson eite the AUC 1t the C vl o loicamsispesionwere et oo o
Similar high fat meal, while mean Ty values were increased o approximately 7 hou

s Besedonth
i meals
of amacids.
Distibusion
Iy 0L Melorcant-55.%
bound 10 . The fractionaf
proteinbinding 1 concentation, over

i paients
after oral dosin, s les than 10%. Folow ver 90% of
detected inthe plesim was presen as unchanged meloxicam.

. ange from 40% (0 50% of those.
inpiar-The e ftctoninyioial 25 does bigher o e ower ubarin
is penezation s urkaown.

Elimition
Meabolsm

carboxy

dose), B

suies i i CYP2CO (cyochvome P50 el ey playsan mporan Fole s
the CYPIAG i

o porsible for the other To% 45 of e admirisered
a ly. All e four metsbolites ny in vivo i
Excreion

i occurs © equl extens n he
urine and feces. 2%) and

feces (1.6%). The extent of the urinary excretion was confirmed for unlabeled multiple 7.5 mg doses:
0:5%, 3%, am 3% he dosewere found nurie e formof eloxcam, e 5-yirorymety
ively. They secretionof te
g This wosdemomsrtedwinoral ‘sdmisaatonof cholesyranine followingasgle IV doe of
meloicam decreased the AUC of melosicam by 50%

“The mean limiraion half-life (t2)ranges from 15 hours o 20 hours. The eliminaton alf-life is
nge. Plasra

clearance ranges from 7 10 9 mLimin.

‘Specific Populaions
Pedlaric.
hgday), the
lower exposure it
Cormpated o th alde paiens 71 16 years old). Th older pants b meloicam exposuressirlar
Gigle . whenusing AUC values

d of 025 mylkg [ 41 The
«1......‘....mu mg v :,z (10.1)ant 13.0 hours (30) for the 2 0 6 year old patens, and 70 16 year.
1 patents, respect

iz b was the single
for differences

patens.

The » of mtbeen

investgated.

Geriaric

Elderly

et il Yourg e, Eldery emles -6 e of 4 .7 igher AUC,

and 32% higher C

profile free frac found in

elderly fenale paiens incomparison o elderly mule paters.

Sex

Yourg young mles., Aftr single

doses of 7.5 mg meloxicam, the a5 19.5 hours for

comared o234 bours o he mile group.Avsedy m,m data weresimilar (179 bows s 21.4

ours). This pharmscoldnetic difference due to gend

There wasleariyof harmacokiedis d 1o Soprciabe iference e C e or T s 81055

Hepatic Inpairment

15 mg dose
i paienss with mild (Child-Pugh Class ) o moderate (Child-Pugh Class I hepatic impaiemert

y impairmers
No dosage Patiens with
severe hepat
o (537 D b Syl Poplonns (3691
Renal Impairment

impairme: meloxicam
Ereresed wit e degre of reret iptement e e AU valoe were o il roups: The

i
lable for hepatic Nod

and Use in Speciic Populaions (8.7) |
Hemodiahsis



Following a single dose of meloxicam th free C . plasia conceriratons were higher n patierts
with renal Hemodial

3%
free f Hemodialysi ol dditionsl
doses. y (e Dosage and
Adminisraton (2.1) and Use in Specifc Populations (5.) .

s Imeraction Studies
Aspirin NSAIDs were reduced,

{100, g et )10 sy v e e he AUC (050 € e 345
of mloxcam The climcl signfcance o s inracion's ot o See Tae 3 o clicaly
g 7

“This resulied.

Cholesyramine: Pretreatment for four days with cholestyramine significanly increased the clearance of
from 19.2 hours t 125 hours, and

" existence
“The clinical W
200 mg clmedidine -
dose pharmacakinetics of 30 mg meloxicam.

15 mg once daily for 7 e
digoxinatee 7 Inviro esing.
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