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FULL PRESCRIBING INFORMATION

WARNING:
EVENTS.

Cardiovascular Thrombotic Events.

78k of serious cardovascular hrombotic svents,incliding myocardl
inarction and sroke. which can b foal T ridk may occureary
oty chease whh uratin o use T se0 Wormings s
Frecautions (5.3) I

contraindicated in
artery bypass ,m mm sargery Usee Contrandications () and
Warnings and Pre

e
+ NShIDs cause an ncressed rik of serious g;smms:m. (©n
rse events including bleeding, u} perforation of the
Stomach or testines, ich can be oo Trove vents can occur ¢
anyime during s andwihout warning symptoms By patients
20 patients with &  piorNistory of peptic uker diease and/
Bleding ae at greater risk for serius Gi Sares Tses Warmings and
Precautions (

1 INDICATIONS AND USAGE

1.1 Osteoarthritis (0A)

ostecarthrts |
Soe Cineal Studies (14.1) )

1.2 Rheumatold Arthritis (RA)

theumataid
arthres | sce Cinial Studes ( 14.1) ).

o

paucirtculr or
gt oo vl RneuTses A Pt W welgh 260 40 see
Dosage and Admsiation ( 2.4 and CicalStudies (14.2)|

2 DOSAGE AND ADMINISTRATION
2.1 General Dosing Instructions.

and risks. other
dosage for see
Wartings and Precautons (5)]
SuE an ndiidualpatent’s needs.

adts, 15mg
regarciess of formu 75

‘Specifc Popultions (6,
1231

Meloxicam tabets may be taken wEhout regard to timing of meat.
2.2 Osteoarthritis

Some patients

2.3 Rheumatold Arthritis

For the relef of the sions and symptoms of theumatoid arifri, the recommended
Starting and manienance oral dose of Meloxicam talets & 7.5 mg once daly. Some
patiens. ' the dose to

24 ey ar

Meloxicam tabets & 7.5 mg once daly i chire who weigh 260 kg. There was rio
9 the dose b

2.5 Renal Impairment
The useofMelxkam tolt 1 subjectswih svere real mpaiment s nok

I patients on hemodialss, the maximum dosage of Meloxicam tabkts s 7.5 mg per
oy 1 see Cinkal Pharmacology (12.3) |

2.6 Non-Interchangeabilty with Other Formulations of Meloxicam
approved

formulatons Therefore,
win g

the same. Db not SUBSTRULE Simier G0@ SHeRgins of MeoXicam abIEts Wi other
formulatons of oral meloxicam product

3 DOSAGE FORMS AND STRENGTHS
Meloxicam Tablets
4 . L yelow, round . eved eced Lo wah U & L debossed on one
Side and 7.5 cebiossed centraly on the other 3
« 315 mg: Lt yelow, capsuls shapd, bonver, abet wih U & L debossed an one
side and 15 debossed centrall on the other sie

4 CONTRAINDICATIONS
Meloxicam tabets are contrandicated i th folowing patints:
. anaphyiactic

melxicarn

57,59

 Hitor ofashma, rtcari o aferahrgicype reoctions after ke aspin o
iher ShDs, Sever, soméies s aapctc racs o NSAIDs v b
Ceportea n Such pavents | see Warmings and Precautons (5.7, 5.8) )



« i the settng ABG) surgery [
precautions (5.1)]

5 WARNINGS AND PRECAUTIONS

5.1 Cardiovascular Thrombotic Events
Clnicl trias of several COX-2 selective and nonselectve NSAIDS of p to thee years
} irombotic

valabl data, & Unclear (at the sk for CV thromboc events & simiar fo al NSAIDS.
N

ISAID
K factors for
U disease. However, patients wth known CV disease of risk factrs had a igher
absolute ncdance of excess serous CV thrombote events, due o thef ncreased

K of serious CV

treament.
thrombolic K has been observed most cansistenty a higher doses.

dverse C patints, use the
remain aert for such avents. U
urse. previous CV.
e e
rekof seriovs OV wth NSAID use.

(61 events (e Warnings and Precautons (5.2) |

Two arge, acox2

dence of myocardal
CABG [ see

Contrandicatons (4) |
Post patents.

patints. reinfarcton,
(CV-reated death, and al-cause mortaity begining i the st week of treatment. I th
Same conort the ncidence of death i the frst year post-Mi was 20 per 100 person
yors NSAD vated paints compore 012 pr 100 porsr yeors n o RSAID

he frst
o5, the ncreased retive sk of death n NSAID users persisted over a east
Ehe e our yeers ot folow-up.

it the use of Moo paents weh o recen 8 uriss the enets e expected
o outweigh the ik of recurrent CV thromboti events. I Meoxicam & used n
With 3 fecent M, monkor patints for igns of carda chema,

Uceration,
inclucing flammation, bieding, ukeration, and perforation of the esophagus, stomach,
Smalltestin, o arge intestine, which car be fatal These serous adverse events can

3 NSAIDS

therapy is symptomatic. Upper Gl uicers, ross bieeding, o perforation caused b
NSAIDs occired mapproxiatey 5 fpents ot or 3.6 morths, ana n3bout
2.4% of patiens treate fo one year. Howeer, even short.term NSAID therapy & not
otk

Risk Factors or G Bleeds 1. and pertoration
Patients wih 3 prio nstory of peptc ukcer dsease andior G bleeding who used NSAIDS
P a grete nan 100 creased s for gevelopng oG bed compared 0 patents
ot these ek facors. tor ha e e o g ot
et i NSHOS et gt S of KA (o concormot 1o of ro
concosteads, sprin, atcooquints, o selectveserotorin reuptake vk nors
st oider age; and g

of fata G
Adakonly atrs sease andior
Fekfor Gl biedn

Strategiesto Minimize the G ks in NSAID-treated patients:

= Avoid adminsration of mare than one NSAID at a e

ased rk of bleeding. For such patients. a5 wl as those wih acte Gl beedng,
Consider akenata therapies ather than NSAIDS.

« Remain st or sins and symptoms of Gl ukeration and bleeding during NSAID
therapy.

-

uspected, p
i dlcontinue Meloxcam unt  serous &1 verse et iegou

« Inthesating ot i
o)
5.3 Hepatotoxicity
Eevatonsof ALT o AST (e o moreimes th upper i ofrarmal L) nve
i in adton,

Taresometmce T case o sevee 'vwat: inkry, ncludng fulminant hepatis, ier
hecross, and hepatic falre have been re

Elevatons of ALT or AST kss than three tmes ULN) may oceur n up to 15% of patients
treated wih NSAIDS nckiding meoxicam

e g. nausea,
.
e otamey ko s and Sympmms o win er g devep,or
fe.. cosnophia, rash,etc), dscontinue Meoxic
e patient
Popubtns (8.6) and CinicalPharmacoboy (12.3) |
5.4 Hypertension
NSAIDs ncig Usbica,con st new nset o warsening ofpresestg
siner o whcl may cotrbut o e ctesed ncdenceof V et
Patients taking anglotensin converting enzyme (ACE) nnbiors, thiazile
AT see
g Interactons (7).
course of therapy.
5.5 Heart Failure and Edema.
Trists' randomized
patents and
and death
NSioe Veeof

o et thsemadial condlions (e Surees. ACE nnbiors, of argeters e
blockers [ARBS) | see Drug Interactins (.

AVOId the use of Meloxicam n patients with severe heart falure urless the benefts are
pected to outweigh the sk of worsening heart falure.If Meloxicam & used  patients

5.6 Renal Toxicity and Hyperkalemia
‘RenalToxery

Long term adminstraton of NSAIDS, ncluding Meloxicam, has resued i renalpapiry.
- and o

havea

prostaglandin
formation and, secondary, n rena bood flow. WhEh may prec pEate overt rena
ensl

function, dehydraton. ypovolenia, heart falure, ier dysfunction those taking
diureics and ACE inhitors or ARBS, and the ederly. DE continuaton of NSAID therapy
s usualy folowed by recovery to the pretreatment state.

patients.
excreted by ior patients for signs

Camectvokme sans i deycraed o hypovlric ptsprr o kng
ioxicam, ralfunction in patents i imparment.

ahre i, o Ppovolemi Bt 32 f HaoXkam L 566 1o it cuons (7

1

i the use of Meloxicam in

7Kl wrsering el fincon. 1 Hlox<am s Use 1 potentswih ahanced el

isease, monior patients for $9ns of worsening renalfuncton ( see Cin

Phamscabay (129)]

Hyperkclenia

Increases n serum potassum concentration, incuging hyperkaleri, have been
icd wih use of NSAIDs, even n some patents wehout renal mpairment. In

hyporeninemic hypoaldosteronism stae.

5.7 Anaphylactic Reactions
Meloxicam has been associated wth anaphylactc reactions i patients with and wehout

Contraindications (4 and Warnings and Precautions ( 5.8) |

Seek emergency help f an anaphyctic reaction occurs.

5.8 Exacerbation of Asthma Related to Aspirin Sensithty

paten
pddedronc rh\nns\nusns complcted by nasalpoles severe, poentoly ata
bror Jeranceto asgirn and ofner NSAIDS. Secas

patints, Torm of
n

patints for

symptoms of asthmma.

5.9 Serious Skin Reactions

ucing meoxicam, such as
uvmmm e, tevnsffnson yndrome (55, nd vk epdrmalnec s

e o Mo s g (ot appesance of Sk rsh oy oo SHNof

reactions to NSAIDs [ see Contraindications (4) .

5.10 Premature Closure of Fetal Ductus Arteriosus

i use of
NSAIDS, ncliing Meoxicam, n pregnant women startng at 30 weeks of gestation
e timester)  see Use in Specic Popubtions (8.1) |

511 Hematologic Toxicity

gross
blond lss, lud retenton, or an incompltely described effect on erythropoies. If
any signs or ‘monior

hemagobi or hematocre.
NSAIDS, inchuding Meloxicam, may crease the risk of bleedng events. Co-morbis
condtions such as cosguiation dsorders or concomiant use of warfarn, other

aspin).

Monkor
these patients for signs of blesding ( see Drug Interactons (7) |
5.12 Masking of Inflammation and Fever

farmmation, and possiby fever,

513 Laboratory Monitoring
symptoms or signs. g
s 52.53,56)1

6 ADVERSE REACTIONS
T foowng averserscons aredecussed i rete detak e sectons o the

B cnvdnv.:s(uhv Thrombotic Events [ see Boxed Warning and Warnings and
1)
« Gl Seadog, Uefton, and ertoraon L se Boxed Warningand Wornigs and
precautions (5.2)]
Hepatotoxicty | see Warnings and Precautions (5.3) |

< Hematologi Toxicy [ see Warnings and Precautions (5.11) |

6.1 Clinical Trials Experience

nthe

Cinicaltras
aduts

s elosar hase 313 crcl v database s 10122 01 ptrts and 1012 6

patiens treated wkn Meloxicam 7.5 molday, 3505 OA patints and 1351 RA patents
Fesed win Moo 15 matia. Webtear s hesd doses s oGrbteted o G61
patients for 312 patients for p
patints were treated
andjor
i, were the
.

A Je-bind
steoaints o th ke hp o Compar h ficacy s sfey o Mo win
i T mulicenter, doubie bind, andomized




Safety of Meloxicam with pacebo

Tabke 2% of
Groups n 3 12-week placebor and active-controed osteoarthrs Il

Table that occurred i =2%
Groups n two 12-weck placebo-controled theumatol arhris trias.

Table 1a Adverse Events (%) Occurring in =2% of Meloxicam Patients n a 12-
Week Osteoarthritis Piacebo- and Active-Controled Trial

Placebo _Meloxicar
7.5 mag d

m Meloxicam 15 Diclofenac
iy mgdally  100mg
daly
157 156 153
1.2 201 173 21
19 2 1
38 78 32 92
as s a5 65
as 32 32 39
32 35 38 72
19 s 32 26
25 19 s 33
08 26 00 13
51 s 58 26
32 26 38 20
102 78 83 59
s 13 05 32 13
Upper  respratory  tact 19 52 19 33
infecton
sk
Rash 2 25 26 05 20

Table 1b Adverse Events (%) Occurring in 2% of Meloxicam Patients in two 12-Week Rheumatold
‘Arthrits Piacebo- Controlled Triaks

PlaceboMeloxicam 7.5 mg daly Meloxicam 15 mg dally
69 as1 a77

‘Gastrointestinal Disorders 11 189 18

‘Aodomina pan NOS ~ 06 20 23
peptc igns and symptoms ! 38 58 a0

Nausea * 26 33 38

‘General Disorders and Administration Site Conditions

Infuenzarike fness * 21 20 23

Infection and Infestats

Upper Respratory tract fections- a1 70 65
pathogen chass unspeciied |
Musculoskeletal and Connective Tissue Disorders

Joint rebted signs and symptoms | 19 15 23
lervous System Disorders

Headaches NOS " 64 64 55

Skin and Subcutaneous Tissue Disorders

Rash KOS * 17 10 21

< Taeap o 5, rsn 105

+ eaw 5 Sepda o

@
presented n Tabk 2.

Table 2 Adverse Events (%) Occurring in 2% of Meloxicam Patients in 4 to  Weeks and 6 Month Active-Controlled Osteoarthritis
“Trias

4-6 Weeks Controlled Triais 6 Month Controlied Trials
Meloxicam 7.5 7.5 15 mg daily
iont: ‘8955 256 169 306
estin 18 180 266 202
Abdomina pan 27 23 47 29
Consty 08 12 18 26
Dlarthea 19 27 59 26
vspes 38 74 89 s
Fiatulence 05 04 30 26
24 a7 a7 72
Vomtng 06 08 18 26
e
Accident housenold 00 00 06 29
Edema* 06 20 24 16
Pain 05 20 36 52
Central and Peripheral Nervous System
Dlzziness. 11 16 24 26
Headache 24 27 36 26
Hematologic
01 00 a1 29
Musculoskeletal
ida 05 00 53 13
Back pan 05 04 30 07
Psychiatric
Insomnia 04 00 36 16
Respiratory
Coughing 02 08 24 10
Upper respratory ract fection 02 oo 83 s
skin
Prurius 04 12 24 00
Rash 1 03 12 30 13
Urinary
Mcturtion requency. 01 04 24 13
Urinary ract nfection 03 o1 a7 65
h e
'
Hgher doses.
Serious 61 " the daly
excead 15 mg.
pedtrics

ey

Three hundred and dghty-seven patiens wih paucirtculr and polarticulr course JRA
were exposed o Meloxkcam with doses ranging o 0,125 10 0.375 ma/ko per day n
o doubl bind.

fonewiha

pedairic studes wth Heloxicam were simiar 1 nalure o the adul clcaltral
Experience, anough there were iferences i requency. In partcusr. the olbwing
most common adverse events, abdominalpai, vomitng, darrnea, hesdache, and
pyrexi, were than i the adt k.

In'seven (<2%) patients recaiving Meloxicam. No unexpected adverse events were

or gender-spectic subgroup efect.

ting in <25 of
Meloxicam i ceica trias involing approxmately 16,200 patiens.

Body a5 a Whole tergic reactio dems, fatgue, fever, hot f - weight ncrease
Cardiovascular angna pectors, cardia falure, hypertension, hypotension, myocardal nfarcton, vascults
ntral and Peripheral Nervous Systemconvulsions, paresthesi, remor, vertigo
Gastrointestinal colts, ary denaluk " uer, gasti " o .
Rhythm arthyihimi, paptaton.tochycardia
Homatologic leukopenla,purpura, thrombocytopenia
Liver and Bilary System ALT increased, AST creased, biubinemia, GGT ncreased, hepatits
Metaboli and Nutritional denyaration
Psychiatric ey confusion, o
Respiratory asthma, bronchospasm, dyspnea
Skin and Appendages o edems, bulous erupt n urticaria
Special Senses abnormal vision, conlnctivs, taste perversion, tnius
Urinary System abuminuria, BUN ncreased, creathine ncreased, hematura, renal faure.
6.2 Post Marketing Experience
uncertain size, £ is e s
more of the

folowing factors: (1) serousness of the event, (2) number of reports, o (3)strength of

ketng
nmood .
7 DRUG INTERACTIONS
See Table 3 for cincaly signficant drug nteractons wih meloxicam. See also Warnings
and Precautions (5.2, 5.6, 5.11) ond Ciical Pharmacology (12.3)

Table 3 Clincally Significant Drug Interactions with Meloxicam
Drugs that Interfere with Hemostasis
Clnoalimpart. et athrarg oone
Intervention: warfare), o Precautons { 5.11)
allmpact aspirn does useof and Precautons (5.2).
interventior: and ang Precautions (5.11)]. b o
ACE Inhibitors, Anglotensin Receptor Blockers, or Beta-Blockers
€) rhibtors, R8s),or beta biockers (nclcing
Cinical (MPACE; 1o atcrts who are eiderly. o an NSAID ith ACE inhieors or ARG: renalfunction
Interventin: Meloxicom and ACE i beta blockers, monkor nhikors or ARSS n patents who are ekder), o Jons of worsening and Precautons (5.6)1
Diuretics
Cinalimpact: Cical studes, as welas post- —
fntervention: o and Precautions (5.6,
Lthium
Ciical mpact: The mean ncreased 15%, 1231
IMETVENton:  pyng concombant use of ekoxicam and ithum, moritor patients for signs of Ehium toxicky.
Methotrexate
Cincal mpact: and n
" patients for
Cyclosporine
Cinical Impact: nephrotoxicy.
n . P

(SAID and Salicylte

Cinical impact: Concomtant use of meloxicam wah other NSAIDS or saicyates (e.g., diunisa, sasaite) increases the fisk o GI toxicey, with ik or no ncrease i eficacy [see Warrings and Precautons (5.2))

Inerventon: e concomeant use of meloxicam with other NSAIDS or salcylate & ot recommended.
metrexed
Cinical mpact: and pemetrexed .
o 079 mUmin,
fneervention: before, the day of,
Inpatients

8 USE IN SPECIFIC POPULATIONS.

8.1 Pregnancy

Use of NSAIDs,
the ik of premaure closure o the feta dUctus arterosus. AvoK use of NSAIDS
Including Mekoxcam, i pregnant women startig at 30 weeks of gestaton (thed
rimester)  see Warnings and Precautions (5.10) 1

NSAID use in
U5 population, a ciicaly recognized pregnancie, regardiess of rug exposure, have.
2a% . and 15.20% for p

I doses equvalent to
VRHD) of Neloxicar.
throug

npre
and post natal reproducton studie, there was an increased ncdence of dystock,
MRHD of mekxicam.

‘were observed i s
26 and 26-tmes

Based on animal data, prostagiandins have been shown to have an mportant role

Studes, adminstraton of prostagiandin synthesis mbRors, such as meloxicam,
Fesulted n mcreased pré. and post-mplantatin £ss.

‘Cinical Consderations

Labor or Delvery
There are no studies o the effects of Mekoxicam during abor or delvery. In animal
Stucies, NSAIDS ety

parturiion, and ncrease the ncdence of SUIBKh.
Data

Animat Data

am was ot teratogenic when adminstered to pregnant rats during fetal
organogeness at oral doses up to 4 mojkgiday (2.6-fod greater than the MAKD of 15
mg of

greater 2 on BSA
comparison). The no effect kel was 20 ma/kgiday (26-10d greate than the MRHD.
In'ras and rabbs,

J and G toxicy.

meloxicam.



fhroughout organagenss.

actaton
Increased the ncdence of dystoci, delayed parturtion, and decreased of spring
Suruvalat meloxicam doses of 0,125 mgfkgiday o greater (0.08-tmes MRHD based on
854 comparison).

8.2 Lactation

Risk summary.

on the effects on breastfed rfants, or on mik producton. The deveopmental and heath
benefts of

or from the underlying maternalcondton.

e
AimatData

Meloxicam was o
n plasma,

8.3 Females and Males of Reproductive Potential

Femaies

Based on the mechanim of acton, the use of prostagiandin-mediated NSAIDS, fckiding
Meloxicam, may delay o prevent rupture of ovarian folices, which has been assockted.
.

e i NSRS v 6 2noun. v ety b s, Conster o
of NSAIDS:
undergong investgaton of nfertty.

Pediatric Use

f agenesbeen vkt 1 e cicl s [ s Sosose d Aamnsroeon (53,
Adversa Reactions ( 6.1) and Cica Stues (14.2)

8.5 Gerlatric Use.
Eldery patients, compared to younger patients, are t geater rsk for NSAID-assoclated
: gastrantestne, ifthe

el end o the dosng oo, 3 monkor patens T aavrse e (50
Warnings and Precautions (51, 5.2, 5.3, 5.6, 5.13) |

8.6 Hepatic Imparment

impasrment.
Patents. Sce

and e

precautions (5.3) and Cincal Pharmacology (12.5) |

8.7 Renal Impairment

Patients with severe renal mpairment have not been studed. The use of Meloxicam in
ects in
mg per day. “ee Dosage.
i Adminsraton (3.) and Cincal Fhamatology 1331

10 ovERDOSAGE

ot occurred
Bl rspeaony depesson,and comanave ceoren, ok e e s Wamnge
s (51.52.54,56) |

P tomati sage.
Tnere are no Specifc antidotes. Consider emess andjor actiated charcoal (60 to 100
9rams i adus, 1t 2 grams per kg of body weight n pedatric patients) andior

o

patiens. Forced
Guresis, akelnizaton of urhe, hemodalss, o nemoperTusion may not be useful due to
high protei bcing.

There s it experence wah meoicam oerdosage. Chokstyrama  knoun
by g oral

doses. 2 day was

For actonal -
800222:1222)

11 DESCRIPTION

Meloxicam Tablets USP are a nonsteroidal antflammatory drug (NSAID). Each tabet
conans 7 1 15 mp melrcom ol o smton: docam s clemcaly

CoroamE 1. Gouse. T MSCUST WehL & 3514 5 el o' €
S3N'50 £5 2 and t has the folowng structural formula

IS U

Meloxicam s 2 paste!yelow sol, practcaly nsoluble n water, with hgher Solibity
observed i strong acids and bases. It very sightly soluble n methanl, Meloxicam has.
T

s K valoes of 1.1 and 4.2

75 mgor 15 mg
metxicam.

povidone and sodum cirate dnydrate.

12 CLINICAL PHARMACOLOGY
121 Mechanism of Action

understood but involves Nbiton of cyclooxygenase (COX-1 and COX-2).
coxiam s  potent BRo f rastogendin yrehesi n i, Meoicom

concentrations jond

sensage ifrentnervesand oot e acon of brsdin ivcng pan

hbior of & mode o
prostagiandns n periphera tssues.

12.3 Pharmacokinetics
sbsorstion

was 89%

30 mg V bas necto
Gl Spontona hrmacommlcs wee thown i th rare of s mg e B0 . e

over the range of 7.5 ™o 10 15 mg. Mean Cmax was achieved wEhin four to e hours.
after a taken under indicating a

Feached by Day 5. A second meloxicam concenration peak occurs around 12 1o 14
hours postdose suggesting biary recycing.

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
Pharmacokinetic Parameters (%CV) Heakhy male aduks y
blets  15mgcapsules 15 mgcapsules 15 mg capsules 15 mg capsules.
N 5 s 12 12
Conax tugim] 1050 2309 3200 059(35) 081 29)
man n 29 502) 607 4665 10(87)
tin ] 201(20) 21(39) 20(33) 1816 16(29)
cur (mmin} 8809) 99076 5102) 19043 1 (40)
w0 147(2) 15 042) 1060, 26(41) 14029)
imeter vl nthe abe v from arious sudes
§ notunder ioh 3 Condtans
| Moo abiss
H e
Food and Antaci Effects
fat) resured
extent of Unchanged. The time to
i was detected wih

Camcomean, samietraton ! heacis. aseon rese resok. Heoeam o be
timing of meals or

antacis
patrbuton

L wekoxicam s

range 3 ng & indeper,

dsease Mebrcom peneraton o Numen ed ood el r dradosn. 5 thn

T retet s sl i
50% of those 1 psma m freracton n ynovs il s 2. ues hahe trn )

Josma, due to the lwer abumin content e
Simrcante of i pencsbon s nvpoun

Metabotsm

oxidation of an mmmmn metagote . ydoxymeth mdoxcam wiich s 850

nt (9% of dosel
oy i o mnarcorrbutonof the 343 Komyme. Pt wuxmm ety
and 4% of
fistogiasiabinadicion
Excreton
inthe form or ' occurs to equal

only traces of
) “The extent of the u

015%, 6%, and 13%.
faund e theform of meoica, e 3 myrmetny o 3 oo
metanoles respecvely Mere s sgndcant blry andor entralsereton of e drug

T was dkmonstratd when ora Jestyramine folowng a singi IV

The mean elminaton haf-Ie (112) ranges from 15 hours to 20 hours. The eimination

dose range. Plasma cearance ranges from 7 o 9 mL/min.
‘Soecilc Popuiations.

375
GO, Date s Qe trend 5 spproKimacy SO o epssure younger
patients (2 0 6 years ok as compare to the akler patients (7 o 16 years o). Th

(onge dose) (steaty

9l
clmaton at e was 152 (101) g 130 Fart 50y or the 310 6 vem o paiens,
01710 16 year od paterts, el
g o
atterer

preditors of mebxicam exposure n pedtrc patents.

Tne pharmacokineics of Makoxcam in pedatric patients under 2 years of age have ot
been investgated

Gerbtrc

o and

Steady-state pharmacokneics simiar to young maes. Ekery femaks (=65 years of
"AUCSS and 32% higher younger

famas (£33 years of 206y aher sy weght nrmalsston. aphe the s ot

ey b Dot A el T o v T ety T pents

Comparion o kel mak palients.

Sex

males.
After sngiedoses of 7.5 mg Mekoxcam, the mean cimination hal-ife was 19,5 hours for

234 hours for  stea

rs) T

gender i ikl t0 be o ktecincal mportance. There was inearty of pharmacokinetics
nd o appreciabe diference in the Crax or Tmax acrose genders
Hepatc Imparment
Foouing singl 15 mg dose of meloxicam there was no marked diference i plasma.
concemiatons i paters i i (Y Pugh Cos 1 o maderte (ks ugh Coss

in i mocerte epak Tparment Potents s evere e rpatment

Meloxicam pharmacokietics have been vestiated n sublects wih ik and moderate.
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va\ues e o o roupe. T s Mk hoTanes . SUDRE web el

n patents Patents
e use of
1 Warnings and
Precautions (5.6) and Use in Speciic Popalatons (8.7) .
Hemodiaysis

meoxicam, the f
n patients
heathy volunteers (0.3% ree fraction). Hemadiiysis did not ower the total drug

hemodalyss. D and use
0 Specic Poputons (8.7) |
‘Deug ntecaction Studies

aspirin, NSAID:
yer e, s e srnce o e NS e otk Whenricam's
asprin (1000 tended to
crese the AL (10%)an0 mu 3% f mettom. The Cnkal sonfianceot e
NSAID:

Wi 3sprin { See D teractons (7))
four days.

the ciearance o
5 o, a8 355 ecton 1 AU T sgests the etenie of
recicultion pathway for meloxicam i the gastroitestnal tract. The cnical relevance of
this nteraction has ot been establehed.

daly aid ot
aker the single-dose pharmacokinetcs of 30 mg mebxicar.
7
o igori after 7 Vo
g
Lihiam: 1n 3
and ALC

1072 m twice daly wih meloxicam 15 mg QD every day 35 compared o Subjcts
g thum sone [ see Drug Interactons (7) 1

n () patients

o Snge
doses of
P saram oo shes s D e acions (71

S orous ol ey SOV Tty S5 o wkt ht proBuce n TR
1% nd 1 eioxicam dit

determined Howener,
151022,

bleedng
Compications when 3 new medicatin & iroduced [ ee Drug Interactions ( 7).

13 NONCLINICAL TOXICOLOGY.
13.1 Carcinogenesis, Mutagenesis,
Carcinogenesis

There was no

impairment of Fertity

w008
mgfkgiday i ras and up to 8.0 mgrkgiday i mice (p 10 0.5-and 2.6-tmes,

respectie
based on body surface area (35A] comparison).

Meloxicam was or
i human ‘mouse

bone marrou.

in ks and  mofcidy i femls (05,820 3.3 mesgrtr Fespctey. han
the MRHD based on 854 comparis

14 CLINICAL STUDIES

14.1 Osteoarthritis and Rheumatoid Arthritis

of Meloxicam for the treatment of the signs and symptoms of ostegarthris of
e recond o Vo vt 1 13- veek, doube bl nioled i Hbrcam
@.75ma. ‘and 15 ma daly) was compared to pk
igato
W total WOMS
Tunction, and Stfiness). Pabknts on Meloxicam 7.5 15 mg
i
plcebo.
The use.

of el

evaluated i sx double-bind, active-controlkd trk outside the U . ranging from

ks o month:duraton I hese i, h ffcoy of Mok com. s Gose s

mafday and 15 mgiday. s comparal o oxcam 20 mgiday and decfenac R 160

aldot nd conpEtent it ety seeh e 0 &
The s of ke for e vesmert of s o ymptrs of s
vt 2wk, double-bind.

Meloticam (73 . 13, s, o325 g i) wis Comparel v pebe. The imary

inica,

oboratory, and functans measures of AA response, Pabents recciing Mekxkcam 7.5
g and

with placebo.
the 15 mg dose.

14.2 Juveniie Rheumatoid Arthritis (JRA) Pauciarticular and Polyarticular
Course.

The use of Meloxicam for the reatment of the signs and symptoms of paucartcular or
polyartuir course Juvende Rheumatokl Arthris m patients 2 years of
Was evakiated 1 two 12 week, doube-Dind, parsietarm, actie-controled

s st nchded hree s naproxen and o doses ofmekxca. 1 th
egan at 0,125 malkalday

mwkv/davusma aximam,aha apTonen 4003 egan 3 10 MOKGay: One sty
s e coces roughal he 12 ek dos e e i o corporsieds

iration after 4 weeks to doses of 0.25 mg/kgiday and 0.375 mghkgiday (22.5 mg

maxemum) of meoxicam and 15 mgikg/day of naproxen.

The efficacy anaysis used the ACR Pedatrc 30 responder definfion, a composke of

parent and vestigator assessments, counts of active pints and oits withimited range

o motion,

Silar n both studes,
nekxicam dose oroups

16 HOW SUPPLIED/STORAGE AND HANDLING
téoxicam tablets USP are avalable a5 a lht yelow, round, flat, uncoated tablt
ntaining meloxicam 7.5 mg. The 7.5 ma tablet & impressed wh ktter U and L on one

Skde and tabiet code 7.5 on the other side

Meloxicam Tablets USP 7.5 mg are avalable s folows:

NDC 60760-404-10 BOTILES OF 10

60760-404-30 BOTILES OF 30

60760-404-60 BOTILES OF 60

60760.404.90 BOTILES OF 90

60760-404.07 BOTILES OF 7

60760-404-14 BOTILES OF 14

Storage Store at 20 0 to 25 9C (68 0 to 77 9F) [See USP Controlled Room

Fomperature]. Keep Meloxicam Tablets USF 3 oy pace.

Dispense tablets n  tight contaner.

Keep tis and allmedicatons out of the reach of chidren

17 PATIENT COUNSELING INFORMATION

accompans each prescripton dspensed.
Additional Medication Guides can be obtained by caling Unichem at 1-866-
dr

Inform patints, famis or ther careghers o the folowing informatin before Aatig

x Thrombore &

events,
Including chest pa, shortness of breath, weakness, or Surring of speech, and 1o

report
and Precautons ( 5,11

Advise patients to report symptoms of ucerations and bleeding, chding epigastrc
pan, dyspepsa, mekna. and hematemess o thef heakhcare proviler. In the seting of
i e

of g

Precautions (5.2)]
‘Hepatotoxicty

fague thargy: darhea prurs, aunice, T upper nundunnmuaness m S
ke”symptoms). I these occur, nstruct patens to Stop Meloxicam tabiets
et ek ey | 564 Warnis an Procadtons (357

Heart aiure and Ederma

Shortness of breat or edema and to
Provis  ueh Smetome st | o Wmigs o Fecoutons (59 1

Ansphyiscte Reactions

the sgns of 9. 1
Sweling o the face o throat). Instruct patents to seck mmedate emergency nep I
these occur [ see Contraindications (4) and Warnings and Precautions (5.7) |

‘Serius Skin Reactions.

immedatel type of rash

brecautions (5.9)1
Eemale Fertty.

i
Usem

Specic Populations (8.3) 1
el Toxicty

useof and other

30
arteriosus [ s sy
1

\void Concomeant Use of
Iformpatens tht the concorntuseof Heloxca ks w1 other NSADS o

Sa

et oy ko o reege inficacy [ see Warnngs

Brccassons (5.2 and b Ieractons {7, Ak oS hat NSAIGS Ty be

Prese et e ot medcasor fo resentof Soms vt of o

105 and Low: ien

Inform patints not to use lowdose asprn concomEantly wih Meloxicam tablts unti
they tak to thirheathcare provider | see Drug nteractins (7) .

For current preseriing nformation, cal Unicher at 1.866-562-4616.
Manufactured by:

UNICHEM LABORATORIES LTD.

Plerne Ind. Estate,

Plerne, Bardez, Goa 403511, India

Marketed by:

UNICHEM
PHARUACEUTIOALS S HC.
Hasbrouck Heights, N 07604

Uncrem rarmaceutas (U i
mebxicam meloxicam MELOXICAM MELOXICAM CELLULOSE, MICROCRYSTALLINE
CROSPOVIBONE LACTOSE MONOHYDRATE MAGNESIUM STEARATE FOVIGONE K30
SILICON DIOXIDE TRISODIUM CITRATE DIHYDRATE UL7:5

meboxicam meloxicam MELOXICAM MELOXICAM CELLULOSE, MICROCRYSTALLINE
CROSPOVIDONE LACTOSE MONOHYDRATE MAGNESIUM STEARATE FOVIDONE K30
SILICON DIOXIDE TRISODIUM CITRATE DIMYDRATE U1

WARNING: RISK OF SERIOUS CARDIOVASCULAR AND GASTROINTESTINAL EVENTS See:

Serious cardovascular
eliing

i treatment and may increase with duration of Use (5.1) Meloxicom ablets
Comrangcated i ein o Cranary sy bypass 1t (CABG)suraey . 511

iccng ceratan, and peroraon o the stomach o lestnes. ich cn be ol
s Eldery
poents s ot wih i Natryof ot ueer G ondr g are ot

areater i fo
WARNING, RIS OF szmous ARDIOVASCULAR AND GASTROINTESTINAL EVENTS

Cargovascuor Thrombote Events Nonstero ot fammotorydrigs (NSAIs)couse
ek of seas cordovaseulr hTOmbot: e, ek Tyocae




Increase with duration of use [see Warnings and Precautions (5.1) | Meoxicam tablts
80) surgery [see

Uikeration, and Perforaton NSAIDS case an ncreased K of serous gastrointestinal
beecr n the
Intestines, which can be afal. These events can occur t any tme during use ar

Without waring symptoms. EKlerly patents and patints with aprior history of peptc

and Precautons (5.2) 1

sage, Juve A
ssclricur an robarculy it (13752006 Dosape e Acmirron: Gensa
1) 6201

@670
recautions, Cardiovascular Thrombatic Events (5.1) 52016 Warnings and Precautins,
Heart Faiuré and Edema (5.5 5,2016

(O3 Rheumatad Arives (34 .21 e Rheumatols AR (R  paents
who weigh =60 kg (1

of osteoarthrits

see Cinkca tudes (14.1)]

rheumatoid
arthres [see Cinical Studies (14.1)]

Meloxicom tabets are incated fo rele ofthe signs and symptoms of paucirticulr or
e i

Dosage and Administraton (2.6) and ClricalStudies (14.2)

[ 7.5 mg once daly

ay
kg Meloxicam Tabiets re not interchangesise weh approved formuatons of oral
mebxicam even f the total milgrom strength & the same (2.6)

dosage for s
Wornings and recautons (3] At observig the respense okl Uerapy weh

i e o ol Boseof Welotk s ks 15 et of
formultn, I paents i hmodiis;  axirum daly dosage o 1. g e
7)and 3
oo t3os may b aken winoo reaerd 0 timing meot
For the elef of
14 maintenance oraldose of Mekxcam Lbies & 7.5 mg once caiy. Some patients
may receive addiional beneft by increasing the dose to 15 mg onca daly.
For the relef of

Some
patiens.

250 kg. There was no
7

The use of Meloxican tablts n subjects wih severe renal impaimen s not

575 mg per day [see Cinical Pharmacobgy (12.3)]

approved

formulatons Therefore,
win

D0 nf substute simierdosesrengns o Meoxicom abes Wi ot

=)

Moo Tabes USP: 75 mg: Loht yelow,found ft bevekd edged, tablet weh U &L

debossee on one side and 7.5 Gebossed centraly on the ather sie 15 mg: Lght yelow,
L 15 debossed

centrall on the ather side

Hstory fahma ricars o otherslrgc e rescions e kg s or iber
NSAIDS (4) Inthe settng of CABG Surgery (4)

o e any
Components of the drug product [see Warnings and Precaltions (5.7, 5.9) | History of
asthma, urticaria,or other alergc-ype reactons aftr taking aspiin o other NSAIGS.

Rttty Inorm pacens warm"w S o ymotans of hepaotoxcy

3 Hypertension

9
Montor bood pressure (5.4, 7) Heart Faiure and Edema : Avod use of Meloxicam n
patients

RenaiToxity wh renal
or hepat mparr enyeration, of B

curwag ek o worsering realfunctn (5 Araphyctc Reacrs  Seek
phyctc Asthma Related

i patients

astma, pa
Serous Skin Reacions : iscontinue Meloxicam ot frst appearance of skin ash or ther
signs of , o id use

i resnantwomen taringat 30 ek gestaten (516,51 Hematoosic Toxcey
Montor hemoglobin or hematocr in patients with any Sns or symptoms of anemia
11,7

Clnictriss of several COX-2 selective and noselective NSAIDS of up ta thee years

evens, Based on
avalabie data, & Uncear that the risk for CV thromboli avents i simiar for a1 NSAIDS.
NSAID
Fek factors for
CV dease, Howevr, paents wih known CV dsese o s ocors had a igher
sbsokte ncn o ther ncressed
K of serous CV.

eatment

thrombalic ok has been observed most cansistenty at higher doses. To minmize the

potential sk for an adverse CV event n NSAID-reated patets, Use the lowest effective

dose for the shartest duration possile. Physicins and patints snould remai krtfor
en' i

prevous CV symptoms.
Serious CV 0 take f they occur.
that concurrent use of aspirin miigates the ncreased risk of serkous CV trombotic
s dscotodwin NSAD e e concurnt s of s ansan NSAD such o

mebxic e the

Frecautons (5311 satis Post Coronay ey Bt (56 Surocy T

orge,

FrAI014 o otoving CABG surgers found n Inreased resencect myocardel
6 lsee

National Registry have dmansnmsd i atens vesed uen NoAIDS nhe post

Segimign e st weskot ement i same comert e mckence o
PoSLMI was 20 per 100 person years n NSAID-reated patients compared

st NEAID users S aver ot Ca e et Tour veaes of folont o Aol ihe

i

wih'a recent Mi, monor patients for signs of cardac isch

NSAIDS. nclucing meloxicam, can cause serous gastrointestinal (Gl adverse events

nclucing nflammation, beeding, uceraton. and perforatin of the esophagus, stomach,

smalltestie, o large intestine, which can b fatal These serous adversa events can
. with NSAID:

therapy s symptomatc Upper Gl ers, ross besding,orpertoraton caused by

NSAID occued  sppoximae 1k of paerts e for 3.6 moris, nd nshot
s Fonever,

Wit k. Rk Factors for G Becing, Ueeraton, and Prforaton Potnts wih a

pept 1 ooy who use s

fhan 10-fold
T racars. Gt foctor e s dape the P o ) pocarg 1 s resed win
NSAIDS nclude onger duratin of NSAID therapy: concomeant use o o
eriesteete, Eoor b o sOacLre oot rewt ke ERBAGrS
s ‘akcohol oder age; and p [

of fata Gl

tionaly, patients quiopat
sk for Gl beeding. Strategies to Minimize the G Riks 1 NSAID-treated patients: Use.

ihe lowest effectve dosage for the shortest possible duration. Avoe admestraton of
re i one USAD 3 e A s o ot Ngher 1k s e
expected to outweh th sicor b or such patints, a5 wellas those.

i Scovs bl Consis ket therape e U RSAIDS. Rl st 1o
Signs and symptoms of Gl ukeration and bleedg during NSAID therapy. I a serous G

Meloxicom untia serous GI adverse event & ruid oUt. in e settng of concomtant
use o wdoseasp orCadiac propnys, mankorpaens more chsey or
evidence of Gi biesding [see Drug Intractons (7) |

et of ALY of ST e of moye s e Upper ofrormal (ULND have

0o 5. Insdton,
e e . koo smban

Tciost. and repas oo have et reporics. Evone o ALT o AST fs

Thve s DLN may 0CEur i Up o 155 of patents tEsad weh NSAIDS ckiing
o, nform patrs o the wari S and ymptoms ofhepattericty (9

g
S TRe oy Skt an cymptane COnSaren Wi et
deviop or i systeme mandestatins occur (e, eosnophi, o, e ) Gscontiue

S Popumons 8 ané il Prarmacolog 17,3
NSAIDs neling ibicon,con st new et o warsening ofpreasstg
yprarson, iter o whit m Somrbnte t e héréased Mosence of Y avents
Gl comeriag ey (ACE) btors. tnazhe e, or
Ioo Ghrcs oy b Imparedrcoponse o hes theraplc e oking NSATS 560
NSAID

)
treatment and throughaut the course of therapy.
INSAID ~
conoled s Gemensiraed an approxinately wo-focresse  Tospealzaians for
art fakure 1 COX.2 selectvetrested patent nssecive NSAD Tested pter

i Peart toure,

o gt Aconat,
ested win NSAIDs. Use of meloxicam may bl the CV effects of severaltherapeutc

S USRI o e heS GGl conaonS (¢ 0. BurEics ACE MDIOTS, o

‘angitensi receptor bockers (AR} [see Drug Iteractions (7). Avod the use of

outweighthe rsk of worsening heart alre. If Meloxicam s used in patnts wih severe.
heart faiure, monitor patens for sans of wrsering hear faure.
NSAIDS,

has resuted
 other renalnk
havea

of
an NSAID prostagiandin
Tormation and, secondary n renal bood flo,

function, dehydraton. hypovoleria, hear falure, ier dysfunction, those taking
dureics and ACE nhitors or ARBS, and the ederly. Dicontinuation of NSAID therapy

dicase,
patients for igns of worsening renal function. Correct vokume status n dehycrated or
ic patients prior to iating Mekoxcam. Monior renal function n patents
heart falure, denydration, o

the use of
patients with advance renal disease, mantor patients for signs of worsening renal
31 in serum potasskim
o NSAIDS, oven
pa I patents

Meloxicam has been associated wh anaphylactic reactions I patents with and wihout

anaphycti reaction occurs.

include chrani hinasinusis comicated by nasal polyps; severe, potentialy fatal
bronchospasm; andjor intolrance to aspiin and other NSAIDS. Because cross-
NSAIDS

patients, Meloxicam < Torm of
@1 used n patients
patint

symptoms of astn
NeAlos ckudng "melxikam, can cause srfus skin adverse resctos such a5

laie sematts, Stvens Johson Syndrome 55) and oxc cpermal ecrlss

o

Use o Meloxicam a the frst appearance of skin rash or any other sign of
hypersensitviy.
reactions to NSAIDs [see Contraindcations (4)]

Mo id use of
NSAIDS, ncluing eloxicam, n pregnant women starting at 30 weeks of gestaton
(i rimester) see Use s Spclic Ppultons (5.1

loosloss e, or o oo discrbe decton MNWEB A
a5 any signs or

Rarion s hemtor. NEAIDS e Voot may e he Tk of

Jecding events. Co-morbid condtions such as cosguiation dsorders or concomtant

se of warforin, other antcoaguiants, antpltelet agents (e.g.,aspiF), serotorin

may increase this risk. Montor these patient for sgns of bieding [see Drug
ntescions 7
“The pharmacological activy of Mekoxicam  reducing inflammation, and possiby fever,

Secaus s G bendh, bepaototy, ad rra by can o kvt g
symptoms or signs
CBC'and  chamity prof periocikal (2ee Warnnos and Precautons (52, 5.3, 56

(6.1) Adverse
e hatave i ped Shaie Wl SEO e 1, tne st ol el
xperience (6.1) To report SUSPECTED ADVERSE REACTIONS, c

Prarmaceuicols U In. i 11856 5624616 o FOA ot 1:800 Toriom o

o fda.govimedwatc

el Cadovasculr Thombote Evehts (566 Sore Warng and Wamige and
Precaions (5111 Gl Bleeding, Ukeraton, and Perforato (sce Boxed warming and
Warnings and Precautions (5.2 ] Hepatotoicty [s6e Warnings and Precautions (5.3)

Warnings and Precautions (5.5 ] RenalToxicky and Hyperkalenia (see Warnings and
Precautions (5.6) ] Anaphyactic Reactions [see Warnings and Precautions (57)
Serious Skin Reacions [sce Warnings and Precautions (5.9) | Hematologi Toxict [see.
Warnings and precautons (5.11)

under

ol il of another g o mayno e the rates observed n pracice urs
coarthr

thrks

ige 10123 OApaes 1055 A ats sl wih Wl 7.5 o

3505 OA patients and 1351 RA patiets treated with Meloxicam 15 maiday. Meloxikam
paten s for

pat Jy 10,500 o these pat

flapidiod ardir sk contoled teoniis o e BES o these g

randomzed trialwas conducted n patents W osteoarthis ofthe knee or hp to

Two 12 weck muicenter, double-bind, randomized i were conductad i patients




Table =2
aroups n 2 12 week placebor and actve-controlied osteoarthrtis trial. Tobe 16 depicts
B 12

Week placebo-controlld rheumatoid arthrits triak.

Table ina12week
Osteoarthrts Placabo- and Actie-Controled Tral
15 100 mg daly
No- of Patents 157 154 136 153
Gastrointestnal 17.2 201173 28.1
Abdomnal pain 2519 2.6
Darthes 3878 3292
Dyspepsiad 5 454565
Fituence 45 3.2 3.2 39
Nouses 32393872
a5 a Whole
Acciient househod 194532 26
Edema 25194533
Fal 13
Influenzarlie symptoms 5.1 4.5 5.8 2.6
Centraland Peripheral Nervous System.
Dizhess 32263820
Headache 10.27.8835.9
oratory.
Pharyngits 13063213
Upper respratory ract nfection 193219.3.3
skn
Rash225260620
Table 2% of i two 12-week
Rheumatoid Artris Placebo- Controlied Trias
Plcebo
Meloxicam 7.5 m daly
Meloxicam 15 mg day
No. of Patients
169
a1
an
Gastrointestnal Disorders
11
189
168
rred Jbdomina pain NOS, infenza
finess, headaches NOS, and rash NOS
06
29
23

SIS and symptoms (3yspepsia, yspepsia aggravated, eructatin, gastrointesthal
tation), upper respratory tract infections-pathogen nspecfied (ryngls NOS,
pharyngiis NOS, srstis NOS). ont rolated signs and symptoms (arthralg, arthvalga
agaravated, pint creptaton, joint effusion, prt sweling

8

38

General Dsorders and Admintraton Ste Conditions

Influenza ke iness
21
29
23

Infection and Infestatons

Upper Respiratory tract nfections-pathogen clss unspecied

Muscubskeetal and Connectiv Tissue Disorders

Joint relaed signs and symptoms
19
15
23

Nervous System Disorders

Headaches NOS
64
64
55

Sk and Subcutaneous Tissue Diorders.

Rashnos

1

10

21

presented in Table 2. o
(6 Occurring n 2% of 4106 weeks

Table
and 6 Month Acte-Cantroled Osteoarthris Tris
46 Weeks Controled Trisks

6 Montn Controted Triak:

Meoxicam 7.5 mo daty
Mexicam 15 g daly
Meoxicom 7.5 mo doty
Meoxicam 15 m daly
No. of Patents

8955

Gastroitestnal
s

180

26

22
Abdominalpain
27

23

a7

29
Constiation
08

12

18

26

Darrhes

Oyspepsia

Ftuence

Nausea

72
Vomting
06
08
18
26



Body as a Whole

Accident househosd
00
00
06
29

EdemalHO prefered terms edema, edema dependen, edema perhera, and edema
legs combied

06
20
24

Centraland peripheral Nervous System

Daziness
1
16
24
26
Headache
20
27
36
26

Hematalogic

Anemia

Muscubskeetal

Antvaigia
0s
00
53
13
Back pan
0s
04
30
07

Payehiaric

Insomnia
04
00
36
16

Respratory.

coughng
02
08
24
10
Upper respratoryact nfecton
02
00
83

Pruntus
04
12
24

Uriary

Micturiion frequency
01
04
20
13
Urinary tract nection
03
04
a7

65
Higher doses of Meloxkam (22.5 mg and greater) have been assoclated wh an
Serious Gl events

exceed 15 mg_ Pedalrics Paucarticuar and Polyarticuar Course Juvenle Rheumator!
Athriis (RA) Three hundred and eghty-seven patients wih paucirtculr and

polyar rom 0.1
0375 mayk per day in three cinical k. These studes consisted of two 12-weck
Mutcenter, double Dind, randomized tria (one with a 12-veek open-abel extension
‘and one wih a 40-week extension) and one 1-year open-label PK study. The adverse

e o the
In partiular,
the folowing most common adverse events, abdorinal pan, vomnitg, darhea,
eadache, and pyrexts, were mare commor, i the pedire than  the adt rss. Rash
receiving Meboxcam.
id not

drug reactons occurtng n <2% of patients receivng Mebxicam  cinical ik VoG
approximate 16,200 patents.
Body as a Whole

alergic reaction, ace edem, faiue, fever, hot fihes, makise, syncope, weignt
decrease, weight ncrease.

Cardovascuar

i faure. hypertension, hypotension,

vascultis o
Canral and erhers Nervous System
comuions, arsthes, e, v
———

colts, dry mouth, duodenl ucer, eructaton, esophagits, gastic uice, gastis,
hematemess, nemorrhagic

i pancreattis,
perforated duodenal uker, parforated gastric ucer, Stomatks iceratne.



Heart Rote and Rhythm
arthythmia, paptation, tachycardia

Hematobgic

leukopenia, purpura, thrombocytopen

Liver and Bty System

ALT creased, AST increased, birubinemia, GGT creased, hepatts
Metabolc and Nutrtonal

deydration

Payehiatric

Somnoence.
Respratory
asthima, bronchospas, dyspnea

Sk and Appendages.

e s
soucuisenses
T A ——
Uresrysystem

abuminuria, BUN Increased, creathine ncreased, hematura, renal faure

uncertain size. £ s not aiways poss bl o relaby estimate the frequency o estabish a

more of the
folowing actors: (1) seriousness of the event, (2) number ofreports, o (3)strength of

i mo0d (such as mood clevation); anaphylactoid reactions nckding snock, eryinema
o Svers

Johnson syndrome: toxk epidermal necrolysi, and iferty
Srigs el merferewih Hermostss e, warrn febe e —
patints for

it ot
£ nnbior B) or
et bachers T Contomtant use Wi e kom ooy Gl the oy
ffecof thsedrgs Monke bood pressur 1 ACE Inhbtors n ARG

Comtant use wah Meloxe: fery. vol those with renal

marhor {o Soes of worsenm et ncn (O) LS NSAISS conroauce

sy ncudng et iecs )
SeaTabe 3 with meloxicam.
S recastons (333 67515 and Cnka Prasmacaosy (135
Table 3 Cinicaly Sanfcant Drug Interactions weh Meloxicam

Drugs that Iterfere wih Hemostass

Clrical mpact

suchas

bleading compared to the use o either drug alone.

s showed
[

Seror
NSAID aione.

Interventon

Montor atens i concemtan s of ekxcom wih otkosuans (¢ wartar).
anliek agens (e, aspre). seciue seralonn eupake nhbtors (5411 and
Serotonn nofephepniie reuptake RbRors (SNRIS fof Sgns of bkcang

Warnings and precautons (5.11)]

Clnical mpact

doses of

NSAIDS aone,
“Win'a sgnifcanty ncrease incidence of G adverse reactions  compared

o use of the NSAID abne see Warrings and Precautions (5.2)

Interventor

Meloxicom and Joesic doses of aspiin s not

generaly recomm
Precautions (5.11)] Meloxicam & not a substkute for low dose aspin fo cardovascular
protecton

ACE Inhiblrs , Angiotensin Receptor Biockers , or Beta - Bickers

Clnicallmpact

ACE) nators. angtenon reCepor Hockes (ARG of et Dckers (hER
propranciol.

3 apy). or
Rave renal impakment, coadminstration of an NSAID wih ACE nhbitors or ARBS may
These

effects are usualy reversble.

Interventin

Durng concomkant use of Meloxicam and ACE inibtors, ARBS, or beta-blockers,

e hblors or s 3
paed rena funct

COnComKanty. patenes Shoud be adequatel hydrated. Assess fenaluncton o e
begining o the concomant treatment and persaical thereafter.

Clnical mpact
ical studis, as wel 35 post-marketing observations, showed that NSAIDS reduced

m-e naturete ffect oo duretes e, (rosemid] and e durets i some
been atrbuted 5 the NSAID fhibton of rena prostagande

Prexicam.

Interventin

elox 3 of

st
anthypertensive effects (see Warnings and Precattons (5.6)).
Cihium

Clnicallmpact

edu
clarance. The mean minimum Ehkm concentration ncreased 1%, and the renal
0%, T effect has
Inhibtion o renal prostaglandin synthes's [see Cical Pharmacology (12.3).
venton

During concomkant use of Meloxicam and i, monior patients for Signs of Ehkum
toxity.

Methotrexate.

Clricalmpact

toxicy (6. neutropens, thrombocylopens, énal dysfuncton)

Interventon

ior patints for
methotrexate toxkhy.

cychosporine

Clrical mpact

nephrotoxicy

Interventon

patints for signs of
worsening renal functan.

NSAIDS and Salcylates
Clricallmpact

Concomtant use of meloxicam wkh other NSAIDS or salcyites (e.g., dilunisal,
toxicky, i ite or

Warnings and Precautions (521
o

“The concomtant use of meloxicam wih other NSAIDS or saicyates & not
.

Pemetrexed
Clnicalmpact
Meloxicam and pemetrexed-
renal and
nformaton).
Interventon
\ n patients

whose creatnine clearance ranges from 45 to 79 mmin, monkor for
myelosuppression, renal and G toxicty.

. the day
of,and two days folowing pemetrexed adminstraton.

eni

sk of
e s of e e s e soss Aol o o NSNS preatint
arting a 30 weeks gestation (510, 8.1 nferiy - NSAIDS are assocated with
e défcuries

concening (8.3)

. incucing Meloxicar,

Use of NSAIDS, nclding Meloxicam, i pregnant women startng a 30 weeks of
gestaton (third rimester) [see Warrings and Precautions (5,101 There are no

2 from
Gbservations! studies regarding potential emoryofetal risks of NSAID use n wormen in
the st orscond imesters o pregnancyae nconchse, I the gnera!

2/45% for majr o 15505 1o ey in

nogy ator
e5 the maximum recommended human dose (MRHD) of Meoxicam Increased
mmmte of septal heart efects were observed  rabbis reated thraughot
ryogenesis wih meloxicam at an oral dose equivalet 1o 73-tmes the MRHD. In pre-
oy Teodu o S s ws o rensed mcance o1 vt

o eratoenc e wreobservd n s 2bs e win i dirg
organagenes: il dose equivaent t0 2.6 and 26-tmes the MRHD (see Datal

i i animal
tuc h'as meloxicam,

e
Delvery There are no stucics on the effects of Meloxicam during abor or deivery. In
anemal studies, NSAIDs, ncluding meoxicam, b prostagindn synthesis, caus

was o teratogenic when adminstered to pregnant rats during fetal organogeness at
oraldoses up to 4 maiaiday (2.6-{ok greater than the MRHD of 15 mg of Moloxicam

Ehroughout emoryogenesis produced an increased ncdence of Septaldefects of the
heart at an oral d0se of 60 mg/kg/day (78-10d greater than the MRHD based on BSA
comparison)

In ras and rabot

Iate gestaton through lctaton Increased he nckence o dystoc, deayed parturkon,
L E

10.08-times MRHD based on BSA comparison).
Risk Summary




human ik, or on the effects on breastfed nfants, or on mik production. The

mother the br
Heicam s i
plsrn
Wemly Females acton, the use of
NSADs ncling Hebicam.may delay ofsreven upre o ovarn ks, which
it ol W Studes n
treated with NSAIDS have also shown a reversi delay 1 owaton. Consiler

enowa o SAIDS Ikl Haoekarn. h women o hve GHEURES Coneanm o
Who are undergoing fvestigation of nfertity.

e safety and affectivenss of maoxicam i pedati JRA patents from 2 to 17 ye
o gehasbeen cuakated reecincl k[ Goszge and Adminiaton o
AdverseReactons (61) and Clca Stues (1421
Eldery patiens

ifthe
Start dosing at
e low end of he dosng fange. and monkor patients for adverse effects (see
Warnings and Precautons (5.1 5.2, 5.3, 5.6, 5.13)]

impaiment.
Patients Sce

Precautions (5.3) and Cinical Pharmacology (12311

Patiens i severe renal mpament have not been studed. The use of ieoxicam in
subjects in

7.5 mg per day.
and Adminstration (2.1 and Clnical Pharmacalogy (12 3]
AID overdosages

has occurred. H te renal
 racautions (5.1, 5.2, s.’ssu pa
el Sted harcon (50 100 rams ks 1o 2 grams koo boty

o et o Ao o s POt vl 8 9% SeLGoSape s 10 s the
recommended dosage) Forced duress, akainizaion of urie, hemodass, or
hemoperfusion may not be usefuldue to high protein bindng. There s ke
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Meloxicam Tablets USP are 3 nonsterodaiant-lammatory drug (NSAID). Each tabet
contans 7.5 mg or 15 mg meoxicam for oraladmntration. Maloxicam & chemcaly
Gesinated

Carboxamide 1,1-doxida. The molecular WeGht s 351.4. s empirical formua &

observed n strong acks and bases. It s very sightly soluble in nmam\ Meloxicam has

7.4, Meloxkam
i pKa vakies o 1.1 and 4.2. Meloxicam s avalabl as a tablet for mmmmnslmmn
Contain 75 51 15 ekt The pacie bareis b MevEam Ckts

idore,

Chemical Structure.

ofactin of Meloxicam, ke that of other NSAIDS, & ot compieely ooyl
andi COX-2). Mk

of n viro.
potentiste

the ctn of ragykinn n nducg pan  snimalmoges, rostagandins re mecators
of nfiamy s meloxicam i an Ahibkor of prostaglandin synthes;
o 3t my b o3 decrase of prosagnins perpreralisies
Absorpi 8%
oraldose of

5mg 0 60 mg

or
proportionalover the range of 7.5 mg to 15 mg. Mean Crmax was achieved withn four to
fise hours after 7.5 mg meloxicam tablt was taken under fasted condtons, ndicatng

reschad by Doy’ & second maicam concentaon peaoceurs round 121014
bours blary rec
be boaqualent to Meloxicam tables

Table 4 Singe Dose and Steady-State Pharmacakineti Parameters for Oral 7.5 mg and
5 CViThe

studes.

Steady State
Single Dose.

Pharmacokietc Parameters (% CV )

Heathy maleacts (Fet) ot under high fat conditons
Etdery males (Fed )

Eidery females ( Fed )

Renaflure ( Fasted )

Hepatic nsuficiency ( Fasted )

7.5 moMeloxcam tabets tabets
15 mo capsules

15 mg capsules

15 mg capsules

15 mg capsules

N
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105200
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039035
0sa29)
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breakiast (75 g of fat) resuled I mean peak drug leves . Cmax) being creased by
approximate 22% whik the extent of absorpton (AUC) wos. unchanged. The tme to

antacids.
Based on these results, Heloxicam can be administered without regerd to tning of
et (1) of mericam & soroximte 101 ebrcom & -39 4% Soundto
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s el pinwey wlh s horconton o e PS¢ Sorime: ot
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the urne and

<. Ony traces
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choksty dose of

the AUC fram 15
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7109

Pectrc
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13 hours (3.0 fo the 215 6 year o pain

e
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b of age)
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imparment.

ciarance. degree.
in’ll groups. The g it reral
n patients
e use of

| Warnings and
Precautions (5.6) and Use I Specifc Populations (5.7). Herodialyss Folbowng a sigle
dose of meloxicam, the free Cmax plasma concentratons were nigher 1 patients

volunteers (0
npi Weloxicam s

(8.7) Brug Interaction Studies Aspri When NSAIDS were odmistered wih aspin,
the protei binding of NSAIDS were reduced, akhough the cearance of ree NSAID was
ot atered. When Meloxicam s adminstered ith aspin (1000 mg three thmes daly) to
iy volnicrs ended o fcrease the AUC (10%) a0 s (2% of meicam.
“The cinicalsanifca nteracton & not known. See Table 3 for cinaly
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Studes 1 rats
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espectve. the maium recommended human dose IMRDIof 15 oy Mgmxkam
i
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