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FULL PRESCRIBING INFORMATION

EVENTS.
‘Cardiovascular Thrombotic Events.

W stroke, which can

be fatal. This risk
e rmingsand Frecotons (1) -
* Meloxic

pass graft
)

» NSAIDs
including bleeding, ulceration, and perforation of the s omach or intestines, which can
be fatal. These events can occur at any time during use and without warning symptoms.

. witha p i andior GI

1INDICATIONS AND USAGE

11 Osteoarthrits (OA)

of the {see Clinical

Studies (14.1))

lief of Clinial
Studies (14.1))

1.3 Juvenie R

signs and
course Juvenile who weigh 260 kg
(2.4)and Clincal Sudies (14.2),

2DOSAGE AND ADMINISTRATION

21 General Dosing Instructions

potersal benefis and risks of
before decidi Use the
Comsstent vwith dividual paint reamen gl ses Wargs an Precaions ()
o nital suitan

individual patents needs.
Inadul, e moximumrecommened dly ol dose of Meloxcam ables s 15 mg regarles of
formulation Inpatierss Sme

inSpecifc Poplaions 6.7)and Clincal Pharmweology (1231

Meloxicam tablrs may b taken without regard t timing of meals

22 0steoarthritis

For e e "
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D b Tt iy
R ——

i

Soms patiens
beneficby Icreasing the dose © 15 mg once daly.

24 Juvenile Rheumatoid

5 mg oce dlyinchiden who weigh 260 k. There was 10 o et amrned b
e e e o 35 it

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

25 Renal Impairment

The use of 2 ™

57,5 mg per day [ee Clincal
Pharmacology (123))

26 Non-Interchangeability with Other Formulations of Meloxicam

meloxicam Therelc seable it oral
ol dose.

swenghs of

3 DOSAGE FORMS AND STRENGTHS.
Meloxicam Tablet UsP:
el blet with U & L and 7.5
drhn(crﬂ cenally o the e side
i li shaped, b blet with U &L deand 15
o benaaly o o e

4 CONTRAINDICATIONS



Meloxicam tablrs are contraindicated in th following patiens:

‘components of the drug product see Warnings and Precautions (5.7, 5.9) |
. g

Warnings and Precautons (3.7, 5.8
» Inthe seting 0

5 WARNINGS AND PRECAUTIONS

5.1 Cardiovas cular Thrombotic Events

Clincal wlls of several COX-2 selective and nonselective NSAIDS of up o three years duration have
V)i . including myocare

dial
thathe risk for CV.
thromboric evemsis similr for all NSAIDS, The relative increase i erious CV twomboric everts
over v

for CV disease. Hi had
higher. excess serious CV due o

udles found that beganas
carly as the first weels of reamen. The increase in CV thrombaric risk has been abserved most
comsistendy at higher doses.

b C use the lowest

slccive s

sov

. P o5 ot b e s GV e e s e

hey occur.

by

o T h
he iskof

2
c

Two large, cantolled clinical wrials of a COX-2 selective NSAID for the reatment of painin he frst
myocardial

CABG
PostMI Paenss

the Darish National
with NSAIDS reinfarciion.

e incidence of .mm e
firstyea posMI w20 per 100 prsonsyears in NSAID-veated patems compared o 12 er 1

after he frstyear post M1, the iskol
the ext four years o follow-up.

Avoid he use of beneits
e sk recrten CV tromhbtc evens. I Nlosicamisused n et witha recet M. moitr
s or signs of cardiac ischenia.

52 Gastrointes tnal Bleeding, Ulceration, and Perforation

(SAIDS, includig el including
Inflanmaton, bleeding, lceration, and perforation of the esophagus, stomach, sl ntestine, o large
intestine, These serious , withor witho
Onty e nfive

oper symplomaic. b

et 36 months, andin
abou 2-4% of year, ot without
sk

Risk Factors for GI Bleeding. Ulceration, and Perforation
Pacs i i by of el dese o Gl who ed NSAIDs b e

inpatens ueated lude
duraionot . Jans, o
health fatal c i

adiional b advanced iver disease andor y

bleeding.

‘Suategies o Minimize the G Risks in NSAID-treated psents:

Avoid administration o more than one NSAID at tie.
» Avoid use bernefis
biding For uchpains, 5 well s hose with v G bldg,coneder e erpes
other h
+ Rerminton for s syrptons o G eraon e bcding duriog NSAID ety

Meloxicam unl a serious GI adverse evert is ruled out.
* Inthe seuing o »
closely for evidence of Gl bleeding Isee Drug Ineractions 7) |

53 Hepatotoxi
Elewators of ALT or ST (tnce o ore ines e wope mtof sorn (VL) o e epredn
approximsely 1% of

oo Hepaic Tudi

Elexations of ALT or AST (less thanhree mes ULN) may occur inup 0 15% of patiens reated with
NSAIDS including meloxican.

he fatigue, leh
diarehea, prurits, faundice, right pper quadrant tenderness, and " flo-ike* symptons). 1 cliical siges
3 (e

Filia, rash,etc ),
5.4 Hypertension
1Ds, ncluding Meloxi lead preexisting hypertension, either
of CV evens. P i
ot these
herapies when aking NSAIDs [see Drug Ineractions (7).
the intaton of
therapy.
55 Heart Failure and Edema
T NSAID Traliss' randomized conrolled rials
l beart fa ox-2
5 E e i riskof M1,
hospialization for heart failure, and death.
ddiioral: NSAIDS. Use
Conditors (e i \CE inhibi
Interactons (7).
Avoid he use of are expected o
heart falure. 1f 3
moritor patiess for signs of worsering hear failure
5.6 Renal Toxicty and Hyperkalemia
renalinulficiency, acute renal failure, and other el njry. .
e oicy hom el prostaglandins
‘mainersnce of renal perfusion. n . Cause 3 dose-
daril 1 blood flow, which may.
impaired
Yeral function, dehydrat ia, heart fail those aking diurerics and
R s e e »

Tecaery i e et i

ing renal disease. Because some.
patents for sigr of worsening reral funciion.

in dehydrated o i Meloic Mostor
i wolemia

romal with renal or hepatic
during use of Meloxican see Drug Interactions (7).
No

disease nless
g renl
3 » of worsening renal

patens
Pharmacology (123))
Hyperlalemia

Icreases uding hyperkalemis, hav
NSAIDS

5.7 Anaphylactc Reactons

hypersersiivi
Warnings and Precautions (5.8))

Seck emergency help if an amsphylaciic reaction occurs,

58 Exacerbation of Asthma Related to Aspirin Sensidvity

pa

aspirinand other NSAIDs s been

with preexisting

paterts sges inthe
st
59 Serious Skin Reactions

Stevns Jotmson Symrome ($19),and oxic pidemal ecrolyss TEN), whichcanbe fl These
Serious evens may accur it
eaction,

Ceol
NSAIDS [see Conraindicatons (1)}
5.10 Premature Closure of Fetal Ductus Arteriosus
. d use of NSAIDS,
Tuding Melosi weeks of

Specific Popultions (5.1
5.1 Hematologic Toxicity

This fluid
retertior I ‘Meloxicam h
any signs or sympions of anemia, moritor hemoglobinor hemsocrit

warfarin,other

may increase his risk. Moritor hese patients for sgns of bleeding see Drug Interactions 7).

5.12 Masking of Inflammation and Fever

pY i . my diminish
the utlity of disgnostic sigrs in detecting infections,
513 Laboratory Monitoring.

Gl bleeding, h i reral njury

sigre,
periodically Isee Warnings and Precautions (52,53, 5.6))

6 ADVERSE REACTIONS
The followi af the labelng:
* Cantowscular Tvombeil Evens see Boxed Waring nd Warings o Precutors 5. |
* Gl Bleeding, Ul Warning and 21
Hepatotwxiciy [see Warningsand Precautions 5.3) |
2

» Renal Toxicity and Hyperlalemia (see Warnings and Precautons (36) |
» Ansphylacic Reactions [see Warnings and Precautions (5.7) |
» Serious Skin Reactiors [see Warnings and Precautions (5.9)
» Hemuuologic Toxicit [see Warnings and Precauions (5.11) |

6.1 Clinical Triaks Experience
1

rates another drug
and may notreflect the raes observed in ractice

Adults

‘Osteaartits snd Rheumnoid Ardrits

“The Meloxicam Phase 23 clincal rial dabase ncludes 10,122 OA patens and 1012 RA pater

reaed it Niloxcan 7.5 gy 3505 07 priens and 1351 A paens et wic Vidowicam 15
patens for atleast 6

s for e tely 10,500 of lhzstpmems

A were the most

A double-blind




the koee or
convol. Two double-blid, ith

Table he 12week
placeba- and active-contolled osteoarhris rial
Table 12
week placebo-cortrolled theunstoid arthrts trials.

Table 1a Ad ina 12 Week

Osteoarthris Placebo- and Active-Controlled Trial

Placebo  Meloxicam 7.5 Meloxicam 15~ Diclofenac 100
mg dai ‘mg daily mg daily

No. of Patients 157 154
Gastrointes tinal 2 201 3 251
bdominal pain 25 19 26 13
Dia 38 78 32 92
Dyspepsia 45 45 45 65
Flalence 45 32 32 39
Nausea 32 39 38 72
Bor
Accident household 19 as 32 25
m! 25 19 45 33
Fall 05 26 00 13
Influerza-lie sympor 51 45 58 25

Cenraland peripheral Nersous

32 26 38 20
102 78 83 59
13 06 32 13

Upper respiraory wactifection 1.9 32 19 33

Skin

Rasi? 25 26 s 20

‘Table 1b Adverse Events (%) Occurring in 22% of Meloxicam Patients i two 12-Week Rheumatoid Arthriis
Placebo- Controlled Tr

Placebo Meloxicam 7.5 mg daily Meloxicam 15 mg daily
469 st a7

181 189 168
05 29 23
Dyspepic signs and sympuoms 38 58 a0
Nausea 26 33 38
General Disorders and Administration Ste Conditons
Influema-like illess” 21 29 23
Infection and Infestations
irstory ract ‘..:m...m, a1 70 65
pathogen lass urspecified
Mascuoskeles and Comecie Tissue Disorders
Jolotrelted sigos and sympor 19 15 23
Nervous System Disorders
Headaches NOS™ 64 64 55
Skin and Subeutaneous Tissue Disorders
17 10 21
 MedDRA bk erm gt s i s nd sy e, e sy s,
ostoesinal v, g sty e s elogen specied (g NOS. s NOS, s
8

™ paiens weeks)
and long-term (6 monts) n active-contolled osteoarris wals are preserted in Table 2.

Patients in4 6 Weeks and § Month Active-Controlled Os teoarthrits
Trias

4:6 Weeks Controlled Trials 6 Month Controlled Trials
Meloxicam 15mg. 7.5 mg 15 mg daily
No. of Patients 8955 6 169 306
Gastrointestinal 118 180 %56 22
Abdomiral pain 27 23 47 29
Constpation 08 12 8 26
Diarrhea 19 27 59 26
Dyspepsia 18 7 89 95
Flaulence 05 04 30 26
Gausea 24 e a7 72
Vomiting 06 08 18 26
Body ole
Accident bousehold 00 00 05 29
B 06 20 24 16
05 20 36 52
11 15 24 26
24 27 36 26
01 00 41 29
05 00 53 13
05 04 30 07
04 00 36 16
oughing 02 08 24 10
Upper respiratory ractnfection 02 00 83 75
kin
Prurius 04 12 24 00
Rash 03 12 30 13
Urinary
Micurition requercy 01 04 24 13
Urinary trsctnfection 03 04 a7 69

* WHO pefered erms edema, edema dependens, edema perhersl,and edema kgs combined
 WHO pefered erms ash, asherytematous, and rash macub-papulr combied

il

Pediarics
Juverile Rh ) Atheits URA)

expmedm Meloxcamuithoses g 1om12510 0375 g per day Iese e ol

witha 12
1-year open-label PK study. The
adverse. wdies with the adul
Clinical wial 2 I dar, the following most
Idomimal pain. diarthea, headache, and
inthe p ult rials. Rish was d Meloxicam.

ot demorsrae an age or gender-specific subgroup effect.

“The followi of Meloxicamin
Cllncal il molving pprosimaily 16,200 patons.

Body as a Whole 1 face edem, faigue, fever, hotfluhes, ml weightinerease
Cardiovascular rdiae ailure, \ wocardial infarction, vasculits
i and Pery vertigo

e
Gastrointes tinal ol dry mout, duodeau hagius, gastic ul i ncesinal hemorrhage, he 1 I i I uicer,
i

Hematologic eapens, i rorbocyoper
AT incressd. AST icresed iupienia, GGT icrased hepts
Metabolic and Nutridonal dehyciration

Psychiatric
Respiratory asthra, bronchospasm, dyspnea

Special Senses abmormal vision, conjuncavits, aste perversion, timitus
rinary Syster albuminuria, BUN increased,creatinine increased, hematuria, renal filure

6.2 Past Marketing Experience
“The following Meloxicam Because

quency fors sbout

more of the he
Cousal elaiorshipto e dru, Advers reacdonsfepored 1 wordwide pok heng exlxnen(r or
e

and

inferdlity femle.

7 DRUG INTERACTIONS

See Table 3 nteractions s0 Warnings and
Precautions (52,56, 3.11) and Ciinical Pharmacology (12.3).

‘Table 3 Clinically Significant Drug Interactions with Meloxicam

Drugs that Interfere with Hemostasis

- cither drug alore.
in hemosasis and an NSAID may bleeding
Monitor paterss far "

Clinical Impact:

Intrventon:

signs of bleeding [see. 11y

Aspirin
Clinical Impac; a NSAIDs o i

Intrventon

o 2 ding [see d 1) Mel sttt for low dose asprin for cardiovascular protecton
ACE Inhibitors, Angiotensin Receptor Blockers, or Beta-Blockers

Clinical INPACt 1y paiers who are elderly, volume-deplete (inluding those on diureic therapy),or have reral impairmen, th ACE inhibitors or ARBs. luding
e "

Intervention:  During E RBs, or beta-bl W I A ACE inbibi

who are clderly, L or have inpaired renal £ ignsof

Diuretics

Clncotnpoc: et sudies o well s post.

i some paties. This effect rensl " i
Imerenion: - During concomitantuse of Meloxicam withdiuretcs, observe paients forsigrs of w T diuretic " see Warnings and

Lithun
Clinical Impact: NSAIDs have 15%, tinical
Intrventon:

23
During concomitantuse of Meloxicamand lthlum, monitor patents for sigrs of idhium oxicly.

thotrexate
Clinical Impac; 1dyst
Intrventon

During pasers for

Cyclosporine
Clinical Impac
Intrvention:

itor patiens for signs of
NSAIDs and Salicylates

Clinical Impact NSAIDS o diflusisal with lte or gs and
Intrventon:

NSAIDS or sl

Pemetrexed
Clinical Impact: ) informtion)
During with renal froma50 79 mLmin, I

merventon: piens o the day o,

In paients min,

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Risk Sunmary

Use of NSAIDs, including Mel during the third eimester of preg
iduse of NSAIDs,including Mel
30 weeks of 10,

There are m adeqy Data
s of NSAID.
e general U.S. population, all clinically
drug upu,..m "2.4% for major
e, 15205 o ety s
1 death was observed

e

Mel sepual heartdefects were
75

observed o
< the M

i, ey b ot 1o Sl 0.0 MRHD o el No

oral dose equivalent 10 25 and 26-times the MRHD sce Datal.
bl A

loss.

meloxicam



Labor or Delery.

There are labor or Inanimal sudies, NSAID:
1 i i he
incidence of stllbith,

Daa

Animal Data

doses upto 4 15 mg of

produced an
icresednideceof spaldefecs of e ervat anoral dose o 60 g oy 7-(ldgreaer an
e MRIHD basd o BSA conprisan, Th o fieccvel was 20 gy 25-foldgeatr hanhe
melaxicam
Ay, han

doses of 1

meloxicamto

incidence of d
o

82 Lactation

Risk Summary
There are mo or anthe effects on

by
with the mother’ on
from the Meloxicamor fromihe.

Daa
Animal Data

lacuaing
8.3 Females and Males of Reproductive Potential
Infeniliy

Females

the use of luding Melosicam,

i NsaIDs i Comider
il ot NoATDR o women who bave diff who are
ieiong mestgatonol el

8.4 Pediatric Use

I® 17 years of age has been
nd

wals

Cllnical Sudies (14.2).
8.5 Gerlatric Use

Elderly patens, paterss, are a grea
diovascul 1, andior renal It elderly

e, strt the dosing range, and
356,513,

patens fsee

8.6 Hepatic Impairment

pa Patiens with

8.7 Renal Impairment

o Impirmers. Paterss withsevere
remal “The use of "

10 OVERDOSAGE
Symptons following acute lethargy, drows
musea, ) pain,

ronalFll vand
but were rare [see 1,52,54,56)

Manage paients There are no
specific der emesis © 1102 grams
pa

per kg o
four hours of ing po

Forced di hemodial high
proteinbinding

There 5
cleararce of mel 4g oral given
three tmes 1 may be useful
following anoverdosage.

For add)

11 DESCRIPTION

Melosicam T NSALL 75mg
or 1S e melotcon o s it

. onide.The mlecular
weights 3514, s npirical e foll 1 formila

Chemical Structure

1ellow sl . with higher

CoETE ek g Popp = 01 acono e i 71 Neicam s e ot 11w 43
1 7.5 g or 15 mg meloxicam.

“The inacave ingredi s crospovidore,
dibyerate. :
12 CLINICAL PHARMACOLOGY

121 Mechanism of Action

“The mechanismof acton of Meloxicam, ike that of ter NSAIDs,is ot completely undersiood but
imvolves inhibitonof cyclooxygensse (COX-1 and COX-2),
of hed

g therap
action of bradkinn in inducing pain i animal models. Prostaglandins are mediators of nflanmution.
de of a

decrease of prostaglandin i peripheral tissues.

123 Pharmacokinetics

Absorption

The 30 mg
mg IV bolus njcti

pharmucolineics were shown e ange o5 03, At e ot does

range of 7.5 g 10 15 .
et s achestd sl ot o b aher 375 ricomle e e e

concenratons 2014
ours post-dase suggesting biliary recycling,

Meloxicam capsules have been shownto be bioequivalent (o Meloxicam ables.

15mg % eV
Steady State
ey g " Elderly females (Fed)' Renal falure (Fasted) Hepatic insuficiency (Fasted)
7.5 mg* tablets 15mg capsules 15 mg capsules
N 18 5 8 2 2
Conax TugiL] 105@0) 2369) 3209 059 36) 08429
tmax ] 49(8) 5012) 5@ 465) 1067
P 1] 2109 2134) 244 18 (45) 1629)
Lt (mLimin) 8809 9906) 5102 193 1@
w 147G2) 15(42) 10G0) 26 (44) 1409)

A
= The parameter vales i the bl are from various stdies
1 not under igh fat cond

Meloxicam ablets
§ Vit =Dosel(AUCHKel)

Food and Anacid Effcts
i levls L. )bl cresedby sprooely 2% e e exntof oryion(AUC)

hours. No.
s s, Based on these
f i of meals
of anacids.
sibuion
p iy 10 L Meloxicms -55.%

“The fractionof

Itepentertal
i

ater ol dosig. s Tess thn
e i was presert s e el

Meloxicamconcenaion nsymvia . afer a gl oral dose rnge from 0% o 0% o
uid

inplasia. The o e lowet o
Elimintion
Meabolism
i include 5-carbory
. from P-450
mewbolie 5 Inviro
stdies
pa Paiens’
P i 16% and 4% of the administered
i ly. All e acivty
Excreion

formof metabalits, and  extens in
urine and feces. Oy traces of the unchanged paren: compound are excreted inhe urine (0.2%)

foces (1.6%). The extenof th urinary excretion was confirred for ulabeled muldple 7.5 mg doses:
0.5, 6%, axd 13% of the dose were found i indhe orml meloxicar,ad e 5 fycroymedy|

. Ths e demonencd whenon sdminsuaionof cholesramie [ollowin asigle Waoseot

meloicam decreased the AUC of meloxicamby

b 15 hours t0 20 hours. is
levels indicaing. e Plasra

clearance ranges from?7 o 9 mLmin

Pediaric

atersigle 0 Ay sate 0,375 mg/hgday), the
I vend of 1y 30% I patenss (210 6 years 1) as

(anwm 10 the older p 16 years old) The sures similar

Gingle . whenusing AUC values

0f0.25 mafkg
was 152 (10.1) and 20 paties, and 71 16 year
old patens, respectively:

" b was the single

quate pr of
patens.

“The pharmacokinetics of Meloxicam in pediaic parenss under 2 ears of age have notbeen
investgated.

Geriaric
Elderly ml

hrecokostc sl yourg e, Bl el 5 e of )l 474 igher AUCEs
and 32% higher

o DeAph o eremed ol corcentaton b ey emce e siers. tvrvl
profile was comparabe for both elderly paient popultiors. A smller free Iracton was fo

Elerly female patens i comparsonta ety me paiens

Sex

Yousg fersingle
doses of 7.5 mg Meloxican the mean elimination half-life was 19.5 hours for the femsle group as
compared 10 234 hours for the male aroup. At seady sae,the data were similar (179 houes vs 214



Bours) This pharmcokieie ifrence du  geder s kel 0 be of e cincal inporance

enders
Hepatic Impairment
15 mg dose of
in paients or paic imp:
compred o Protein bindi paic inpirmt
i Patents with

Severe hep ild-Pugh Ci:
Precautions (5.3) and Use in Specifc Populations (8.6).

Renal Impairment

mdecreosed ad ol clerrce of elxicam

impaimen Toul drug plasnaconcenaion of i
e e

ml milar inal groups. The
g jth renal y
s available for hepa No dosge
remal
sudied. The use
Useln Specific Populaions 3.7)L.
Hemodialysis
meloicam the free her in pa
with temal
free fracton) y aditional
doses. i
(2.1)and Use in Specfic Populations (3.7)L
"Drug Ineraction Sugies.
Aspirin: When NSAIDs aspirin, 3

nded 0 ncrease the AUC
of meloxicam The clincal igrificance of thi ireraction s ot known. See Table 3 for clnically
ignifican drug ineractions of NSAIDS with aspirin s Drug Interactions (7).

Cholestyramine: Pretratmersfor fou

woinestial ract. T

00 mg cimetdine four
dos parmcokieisof 30 g mloxicam

igo for 7.
digoxin after 7 Invitro esting
binding drug ieraction berween digaxin and neloxican:

" y UC were
increased by 21% insubjects receiving lthium doses ranging from B0 o 1072 mg twice daly with
meloicam 15

Methowresate: A sudy of

Sigrificant effect on the pharmacokineics of single doses of methotresate. In viro, methotrexate did rot
displace

tr: The i

s dily dos Normalized
Rado)becween 2 and L. Inhese suy

H subject
nINR from 1510 2.1 Ml

blecding

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertity

There was inrats (104 weeks) ant

VD o1 15 s
Musgenesis

clasiog

Inpaitmertof Ferdlity

and 321 Ay, thanth

comparison),

14 CLINICAL STUDIES
14.1 Osteoarthritis and Rheumatoid Arthrits

The use of reatmentof the koee and hip
12-week, doble-blnd, 75 mg.and 150

questionmaire addressing pain funcion, and iffress). Paerss on Meloxicam 7.5 mg daily and
Meloxicam

placebo.
The use of ostcaaniris !
dole- ok st <orouled s ouid e U, el romd wesle oG et rsion i
these wials of 7.5 mgday and 15 mgday,

s
iial,
The us valuated

igranety e i, o mlinotom ol Meloxicam(73 g 5, amzz;wg dally)
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tory Drugs (NSAIDS)?
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+ bave liver or kidhey problerms
+ have high blood pressure

e s
preguan. Talko youare cansidering
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