MELOXICAM- meloxicam tablet
RedPharm Drug, Inc.

Meloxicam?.5mg tabs.

‘WARNING: RISK OF SERIOUS CARDIOVASCULAR AND.
GASTROINTESTINAL EVENTS

WARNING: RISK OF SERIOUS CARDIOVASCULAR AND GASTROINTESTINAL

EVENTS.

Cardiovascuar Thromboric Events
Nonsteroidal antnfammatory drugs (NSAIDs) cause an ncreased risk of serous
wheh

fatal This risk may occur Saly i treatment and may ncrease Weh duraton
o tsetses Warnings o Frcaions (1)

Sty T Comrandcaine (4 W s Precocions (10
Gastrontestinal Beading, Uceration, and Perforation

Incuing bleadng, uceraon,and peroraten of thestomach o testnes, hich

can b fatal

Comptere. ey paiants snd polents wih s ooy of popt et Sesse
and

Precautions (5211
Gardiovsscula Thrombotic Events

sk of serious cardiovascular th eventsncuding m

lnhr((bﬂ o stroke, which can b Tetel. T ik may sccur eary .
atment and may increase with duration of use [ see Warnings and

Precautions (5.1) 1.

Meloxicam is contraindicated in the setting of coronary artery bypass

graft (CABG) surgery [ see Contraindications ( 4) and Warnings and

Precautions (5.1) 1.

GestrobtestioalBleeding, Uksration, and Perforat

"an ncraased ik of serious gastroltestinl (i)

varse events nciod ing, ulceration, a ration of the
Stomach or intestines, which can be fatal. These events can occur at
any i ‘and without warning symptom:

bleeding are at greater risk for serious Gi events [ see Warnings and
Precautions (5.2)

1 INDICATIONS AND USAGE

1.1 Osteoarthritis (0A)
for relefof ostaoarthrtis

see Clnial Studles (14.1) |

1.2 Rheumatoid Arthritis (RA)

for relefof heumato
arthrts see Cinkal Studes (14.1) )

13 Anawnis U3
for rekef o paucirtiuir or
obarcurcourse e hemaiod i patents who wesh 260 kg se¢
Adminstraton (2.4) and CincalStudies (14.2) |

2 DOSAGE AND ADMINISTRATION

2.1 General Dosing Instructions

isee
Wartings and Precautons ()1

After obseruing the response to il therapy wih meloxicam tabet, adjust the dose to
Sutan ndividuslpatient’s needs.

gl 1 oo 1 b i Remodaysi, o maxenum oty Socsoeor 35
Populatons (8.7)
23

Meloxicam tabets may be taken wihout regard to ting of meats.

2.2 Ostecarthritis
For the el of the signs and symptoms of osteoarthritsthe recommended starting

may receive addtional enert by ncreasig the dose (o 15 mg once daly.
2.3 Rheumatoid Arthritis

For the el of the igns and symptoms of heumatoid arthrts, the recommended
cring nd marienance orl dose of mlikamabits 75 mgonce daby. some
atents joseto

2. Artheitis GRA) .

meoxicam tables s 7.5 mg once daly 1 chidren who welgh 260 kg. There was no
7

2.5 Renal Impairment
The useof

I patients on hemodialysis, the maximum dosage of meloxicam s 7.5 mg per day [see
Cinical Pharmacoboay (12 3)].

2.6 Non-Interchangeabilty with Other Formulations of Meloxicam
approved

e b ot sinue o osesrengehs o melscam T Wi ther
formulations of oral meloxam pror

3 DOSAGE FORMS AND STRENGTHS
Meloxicam Tablets, USP:
7.5 mo: yelow, round:shaped, fat beveled edge, uncoated tabets debossed wih
202G one s o aer s
= 15 mg: yelow, round-shaped, fa beveled edge, uncoated abletdebossed wih ZC'
e o i i i on e sce

4 CONTRAINDICATIONS.

Mesxicam'sconrandated n the clowng ptens
naphylactc reactions

méixicam or
57,591
« Hitory of asthm, urticara, o other alergic-type reactions after taking aspiin o
ther USAIDs Sever somtms ol aaphvcic encios s A0S Tave been
reported n such patients [ e Warnings and Precautions (5.7, 5.8)|
« in'the setig of graft (CABG) s
precautions (5.1)1

5 WARNINGS AND PRECAUTIONS
5.1 Cardlovascular Thrombatic Events

Clnicl trias of several COX-2 selctive and nonselectve NSAIDS of up L three years.
aton have shown an increased ik of serous cardivascular (CV) t

avalable data, I Unciear that e rk for CV thombotk. Gvents & simia for o NSAIDS.

use appears to

CV dscase. dicase or
‘excess serous CV. due to ther ncreased

bascine ra risk of serous CV.

2 of restmen.
thrombatic sk has been abserved most consistenty at hgher doses

"
prevous CV
Serous CV events they occur.
aspiin
rekof serus SAID use.

6 evens e Warigs o Frecasiors 521

Status Post C ) Surgery T lrge.
o 8O3 noRete NSRS o e tr et of e i T 10.14 doys

stroke, nthe setting of
Post- i Patients

o
P NSAIDS in

Same conort the cdence of death n the frst year post.Mi was 20 per 100 person
years in NSAID-treated patients compared to 12 per 100 person years in nom NSAID

year post atleast
the next

o o
Avoid the-

o oo e o facurent v trombote ers.f maloxCam & o 1 poens
with 3 recent M, montor patints for Signs o cardia schem.

5.2 Gastrontestinal Beeding, Uceraton, and Perforaton

ncluding nfammaton, bleedng, uiceraton, and perforaton of the esaphagus, stomach,
smal intestine, or arge intestne, which can be fatal. These Serius adverse events can
i ISAID:.

'
therapy i symptomati. Upper Gl uicers, gross bieeding,or perforation caused by
NSAIDS oceurred n approximatay 1% of patents treated for 3-6 months, and i about
2.25% of patients treate for one year. However, even short-erm NSAID therapy is not
without fek.

Risk Factors for GI Bleeding, Ukceration, and Perforation

" pepic ucer disease:

had a greater than 10-fod ncreased ris for developing a Gl bleed compare to patients
Guraton of NSAID ol

coricostaads,spn,ancomgulis. o sectvs srolonin reuplake nblors

st Jconat older age; anc

Addoaly. patens wth schanced s diase ardr copulpatty e o crend
ek or G beedng

Strategie to Miimize the GI Risks 1 NSAID-rested patients:

Avold saminstration of mor than on NSAID ot tme.
Avoid

creased K ofbecdng For s e, 3 wel s s weh ce Gl b
Consider aternate therapies other than NSAI

Remai sert for Sgns and symptoms of G ueeraton and bledng durng NSAID
therapy.

72 serius Gl

and dscontinue meloxicom unti  serous GI advers
e ing of concortant sl by dose s for Cardac pmpnym mntor

5.3 Hepatotority

Elevatons of ALT or AST (three or more tmes the upper I of normal [ULN])

e reprtednapproxinately 1% of NSAT ot patents i ccl s In adon,
rare, sometimes fata, cases of severe hepatic inkry, incuding fulminant hepaths, ver
Pecross, and nepai akre have been e

Slvatorsof ALT o AST s than e tmes UL mayaccur 1 up 0 15% of ptents

Smpions o heptenkiy o3 aditch M. ey S s, b, Pon,

T upper qurant e, and eyt 1 ks

Symptoms consistent with ler discase develp, or systemk manfiestator

(&g eosnophie, rsn etc) isconciue rsicom mmecite.and perforn  crc

fiteg

5.4 Hypertension

NSAIDs ncudng melsicom,con e 10 et o warsening ofpesustg
ypertension, ciher of which may contrbute o the incrcased ncdence of CV events.

it

Guretcs see
Drug Interactons (7).

course of therapy
5.5 Heart Fallre and Edem:

The Corlb and tradiional NSAID Trasts' Colaboration meta-analysE of randomized
eIt Pespraleaions for

eart falre,

and death. Adional, fuid retention and edema have bean observed i some patints

rested with NSAIDS.

‘gents used to treat these medical condtins (9. dureis, ACE ABRors, or
AR i

b " paents
> o
5.6 RenalToxcy and Hyperkaem
RenaiToxity
Lot aciinsraton of NSADs, ickiing melosica, has esute el pkry

350 been seen n patients 1t whom renal prostaglandins have 3 compensatory rok  the
mantenanceof renal perfsin. n these patnt, aeminsraen of n NSAID may couse

fow, rskofw;
Genycraton, hy h
e dysfuncton, hose aking duretes ond ACE ntors r ATes s th
NEAID the

state




o
Lok status n denydrated or ypovolemc patient pro to g Mo
Moniorrenal functon  paents wkh renlor nepatk FparTTent heart (ohre.

mexkam n ptiets weh sovanced renal dscsse AV he Us o meoicom
0 outweigh the
vsk o worsetng rer incuon I oo & U5t el i ahance el

Prarmacongy (1291
Hyperkalemia

toss
NSAIDs. in

patints
Fyporeninemic hypoaldosteronsmstate.
5.7 Anaphylactic Reactons.

Meloxicam has

i patients
Contrandicatons (4) and Warnings and Precautins (5,811
Seck emergency help  an anaphylacti reaction occurs.
5.8 Exacerbation of Asthma Reated to Asprin Sensivty

iy fotal
bronchospasm; andior ntoerance o asprin and other NSAIDS. Because cross.
NSAD:

i, melo form.
@1

montor patents for #
symptoms of asthma

5.9 Serious Skin Reactions

such as

exfolet i Syndrome (55),
(TN,

ng. Inform
rous skin reactons.
of meloxicam at the vt appearance of skin rash or any ather sin
Pyperseniiy, Mloxicam b ontrandeated in patens Win et srous sk
tons to NSAIDs [see Contraindications (4)]
5.10 premature Closure o Fetal Ductus Arteriosus

NSAIDS,
hid timester) [sce Use in Specic Popuiatons (3.1)]
511 Hematologi Toricky

patents. Ths gross
biood kss. . [
ot vesed win Theixikam has any S5 or Symploms of aneme. mankor

togobin or hematacri.

NSAIDS, including melxicam, may increase the rsk of bleeding events. Co-morbid

condions such s gyl dsorders o orcamiant U of vararn ot
(e, aspiin, s

o Horitor
these patents for signs of bieecing {see Drug Iteractions (7).
512 Masking of Inflammation and Fever

may dimiish the uty of dagnosti signs in detecting fections
513 Laboratory Nontoring

! cc 9
Symptoms or signs, consider monorng patients on ong-term NSAID reatment wih
CBC'and a chemistry profie periodicaly {sce Warnings and Precautons (5.2, 5.3, 5.6)1

5.1 Cardiovascular Thrombotic Events

Clnialtrias of
duraton have shown an increased risk of serous cardiovascubr (CV) thrombotic

. Based on
‘avallble data, 5 unciear hat e rk for CV thromboti. avents & simia for a1 NSAIDS.
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(Gl events [ see Warnings and Precautons (5.2) ).

Status Two brge,
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stroke. NSAIDS are contraindcated n the setting of CABG { see Contrandications (4) |
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5.2 Gastrolntestinal Bleeding, Ukceration,
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testine,

Intesting, which can b fatal These serious a et
i shDs.
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Stratagies to Minimize the GI Risks in NSAID-treated patients:
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at higher
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5.3 Hepatotoxici
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ecross, and hepat fohre hve been repote
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Pypertension, fiher of which may contribute to the creased nccence of CV events.

Patints taking anglotensin converting enzyme (ACE) inhbitors, tizide dhretcs, or

Io0p Grecs Iy have mparedresponse s s herapis b aking SADs [ see
g Iteractions (7) ]
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5.5 Heart Fallure and Ede
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D may cause
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discase, monitor patens for 5Gns of worsening renaifuncton [ see Cinkal
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Hyperkalemia

NSAIDs. in

patints i
Fyporeninemic hypoakosteronism state

5.7 Anaphylactic Reactions
Meloxicam hs been associated with anaphy/actic reactions i patents with and wihout

Contraindcations (1) and Warnings and Precautons (5.) |
Seck emergency help # an anaphylacti reacton occurs

5.8 Exacerbation of Asthma Related to Aspirin Sensitity

patients
521 poiys b fatal
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iy form.
. When
montor patents for o)

symptoms of asthma.
5.9 Serious Skin Reactions.
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extol Syndrome (55),
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Use of meloxicam at the st appearance of ski rash or any other sign of
hypersensiuky. Meloxicam & Contranciated i palents wih previous serious sk
reactions to NSAIDS [ see Contrainications (4 ]

5.10 Premature Closure of Fetal Ductus Arteriosus

Melo id use of
NSAID:
i trimester) { sce Use i Specifc Populatons (3.1) |
511 Hematologic Toxicity
patents. Ths gross

i

biood an

patient reated wih meloxicam has any Signs o symptoms of anem, moritor
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5.12 Masking of Inflammation and Fever

may dimish the utiy of dagnosti signs in detectng nfectons



513 Laboratory Monitoring

symptoms or sins, on
CBe See Warnings 52.53,56)]

6 ADVERSE REACTIONS.

To report SUSPECTED AOVERSE REACTIONS, contact Zydus Pharmaceuticals

(s lnc.ut 1-877:983-0779 or A at 1-800-FoA 1083 o

www.fda.

ToeTkoming s st s st re it et of e

abein

* Cardouascuiar Thrombotic Events [ see Soxed Warning and Warnings and
precoutons (5.1)1

Frecastons (55
« Depmotoniy [ 200 Woriogs an recautions (5.9 1
© Lyperenson see Warmings nd Precasions (54
© et FaoreansEaema{ s Warminge nd precaions (55 1
© Rl Toxiry and Ayperclemi | see Warnings and Precasions (5.9 |
: e Reacton | ee Warings and recautions (3.1
+ Scrous Skin Reactions | s0e Warnnge and Precautons (39 |
© Hematoa Toxety | e warnngs and recautons (3.1 1

6.1 Clinical Triais Experience

athe

rates
Cinical rae o another drug and may not reflect the rates observed n practee.
Aduts

Osteoarthrits and Rheumatoid Arthits

The meloxicam Phase 213 clcl trialdatabase includes 10,122 OA patints and 1012 RA
patients treated wth meoxicam 7.5 mgjday, 3505 OA patients and 1351 RA patients
15 mlcay.

£0500f e pates wie yestea m e pscebo. andor i controled
ostecarthrti active:

doudke-bind, 1 oatents v

A
ossarivi o of m
b and wih an acte corproL Two 12-wesk mukicanter, doube S, randormzed

Safety of meloxicam wih piacebo,

aroups n  12-week picebo-and active-controled osteoarthrts rial

Tt 1o g of
ot T2 ek P o Conr ke et SO

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

Meloxicam Meloxicam

Placeno 121 loxicam Dickofenac 100 mg daly
. 157 56 153
Gastrolntestinal 2 3 01
oconinlpan 25 13
Dirhea 58 92
speps 15 o5
Flotuience 13 39
ousen 52 72
Body a5 2 whoke
Wenthowseholl 13 43 32 26
B 25 19 a3 33
o 26 00 13
infuen
e 51 as ss 25
Contratan parparst
Nervous Sys
Deziness
32 28 38 20
Heodache w2 8 83 59
Respratory
Pharys s 0 s
Upper Respiratory Tract
infecton 1 2 19 53
rash? 25 26 05 20

‘Table 1b Adverse Events (%) Occur = 2% of MELOXICAM Patients in two
T Week Rheumatoi Arneis Placebe-Contrl

PlaceboMeloxicamMeloxicam
7.5mg 15 mg

5
o o
No. of Patient: a0 a1 477
Gastrointestinal Disorders w1 189 168
Aodormina pan NOS 06 29 23
Dyspep signs nd symptoms | 38 58 0
Nausea? 33 38
ral Disorders and Administration Site Conditions.

Infisenzaike dness 2 29 23
Infection and Infestats
Upper respiratory tractinfections. a0 s
pathagen class unspect

Hincuiotkataland Comnestive Tusue Diordars
ot s ad 15 23

System Sorders

Heodathea NOS 2 64 64 55
Skin and Subcutaneous Tissue Disorders
Rash NS 2 w10 21

e e ey )
eaR

meloxicam in =25% o

presented n Toble 2

Table 2Adverse Events (%) Occurring in = 2% of Meloxicam Patients n 4 to 6 Weeksand 6 Month Active-Controlled
‘Osteoarthriti Trias

40 6 Weeks Controlled Trisis & Month Controlled Trials
Meloxicam Meloxicam Meloxicam Meloxicam
7.5 mg dally 1Smgdaly  7.Smgdaly 15 mg daiy
- 256 169 306
Gastrointestinal 18 180 2656 22
mina pain 23 23 a7 29
Constpaton 08 12 18 26
19 27 59 26
oepsia 38 74 89 o5
Flatuence 05 04 30 26
Nause 2a a7 a7 72
Vo 05 o8 18 26
“accident household 00 00 06 29
06 20 24 15
Pain 09 20 36 52
Gontral and Perpheral Nervous System
pzin 11 16 24 26
Headache 24 27 e 26
Hematologic
o 01 00 a1 29
Musculoskeletal
Arhragia 05 00 53 13
Back pan 05 o1 30 07
Psychitric
nsomnia 04 00 36 16
spiratory
Coughing 02 08 24 10
Upper respatory tract nfecton 02 00 83 i
skin
Prurtus 04 12 24 00
Rash * 03 12 30 13
Urinary
Micturton frequency 01 04 24 13
03 04 @ 65

Urlnary tract infection

<o
o

fghr doses o mdaxcom (225 mg ond geatr) hve bee associted wih on
mueased o of

pediatrics
Poucartcuir and Polyorticur Coursefuvenie eumatod Arfs g8 Thee hndred
e bt nd oo
ranging fro 375
U et Sates onseied ot 12 week TbCerve, ol i, randormsed

e 1-year open- abel PK study. The adverse events observed in these pedtric stucies
Ehough there

sdomnatpa, voritin, darngs hesdche and pyers,were ors comeran i he
€ thain e oY i, Rash was reprted 1 seven (<2%) pents receting
he

triak. P

g in <2%
mexicam i cinical rias nuolving approximately 16,200 patints.

Body 25 2 Whole - tion, face edems, fatgus, fever, ot fushes, maks weight increase
Cardiovascular ‘angina pectors, cardia faure, hypertension, hypotension, myocardialinfarcton, vascultis
rtraland Perphoral Nervous Systemconwusiors, paresthests, remor verigo
Gastrointestinal coles, dry mouth, hagts, gastrc uker, gastri, hematemesis - e
Heart Rate and Rhythm arthyihimia, paptaton,tachycardia
Homatologic leukopenla,purpura, thrombacytopena
Liver and Bifary System ALT increased, AST increased, biubiemia, GGT increased, hepattls
Metabolic and Nutritional genyaration
Psychiatric confusion, depression,

asthma, bronchospas, dyspnea
Skin and Appendages. o edema, bulous

Special Senses. Jormal vison, conjunctivis, taste perversion, tinius
Urinary System Sumiri. BUR ncrease <resinne neressed emaur, renafakre

6.2 Postmarketing Experience

o Voluntar
riah Sie, 5 o abiays e a
reports in

9 the evert, ports,or (3) strength of
marketing

experience or

inmood
> undice:

7 DRUG INTERACTIONS.

See Tabie 3 for
S racostons (5358, 317 ans v rarmocoby (155

Drugs that Interfare wkh Hemostasie
Cinialr

Table 3 Clinically Signifcant Drug Interactions with Meloxicam

. of ether drug sone.
NS

=
Iterventon:  anker posens ‘metxicam

Signs o bieeding [ see

m

NSAIDS alone. I a cnic an was

Aspirin
Cinical Impact: Controlled cnica studes showed tht the concomtant use of NSAIDS and analgesic doses of aspii d
Intervention.

o s notasubttute [ dose s for cadovesculr potecton.
ACE Inhibitors, Angiotensin Rece

)

Cinialmpact: . angiotensin receps

(ARBS), o beta-blockers (ixciding propranoll

I patients who are eder
Interventin: Durng concoman useof melwcamnd ACE Nhitors, AR, of et Socher, mo

n NSAID ARBS may enalfunction,

nnibiors or ARBs . or

or sgns of worsening renalfunction [ see Warnings and Precautons (5.6

Diuretics

Cinical mpact: Ciical suclis, as wellas post

oop diretcs (e

T effect nas H i

Interventin: for signs of

rom

Cinical mpact:

meloxicam,



Intervention: During concomtant use of meloxcam and hum, moritar patents for signs of thwm toxicky.

Methotrexate
Ciical mpact: i

Interventin: montor patents for

Cyclosporine.
Cinicalimpact nephrotoxicy.

Intervention; mantor patients for signs

NSAIDS and Salicylates.

Cinial mpact: Concomtant use of melxicam wihother SAIDs or sacytes (e, dfiunsal . with it or
Interventin: NsDs
metrexed
Cinkcal mpact: 1,300 i informaton).
Intervention - 079 mumin before, the day of, and two

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Risk Summary.

useor ing meloxicam,
the ik of premature cosure of the feta ductus arteriosus. Avold use of NSAIDs,

rimester) [ see Warnigs and Precautions (5.10) |

NSAID use in
I e diss of
 background rate of 2.4% for maor
madormations, and 15-20% for pregnancy bss.
and rabots

0.65-and 6.5-times the maximum recommended huran dose (MRHD) of meloxicam
reed

vogs in pr
dystoc,
‘mexic

win
organagenss ot an oral dose cquvaent 0 2.6 and 26-times the MRHD (see Data.

, rosaganains moorantse
eabity, i animal

S, oaminstraton of rostagandn ymbese mbiors uch s naascam

Fesulted rincreased pre- and post-mplantaton oss

Clnical Consideratons

Labor or Delvery

ere ran st on e afects of meicam durn abor o ey i aril
es, NSAIDs, including mekoxicam, b prostaginde synthess, cause deyed

Darturtion, and nresse e nekence of stibron

oata

AnimatData

Meloxicam was not tratogenic when administered to pregnant rats during ftal

MRHD of 15

mgor
rahiesvoughoutembryogeness rodiced an reresed ncience ol septl el o
D based on B5A
comparson) The o fect vl was 20 mlgdy (26 geser e s
rabbis,

epectucy, (s e KD bosed on 854 comporion) when stmmsiered
Srovghost organopences.

cidence of W ccreased offsprg
o areat MRHD based on

854 comparison).

2 Lactation
Risk Summary.

[ or

benefts. e mother

mexicam or from the undering maternal conditon.

Animatdata
Meloxicam was
n plsrma.

8.3 Females and Males of Reproductive Potentia
Infertility Females

he use of NSAIDs, ncluding
meoxicam, may. ‘ovaran folcks,

hibtors

eated wih NSAIDS hove oo shown areversl eyt owlton. Consler widrona
of NSAID:
ncergom mestgaton of SRy

4 Pediatric Use

meloxicam i pediaticJRA patints from 2 o 17 years
of age 23,
Sverse Resctons { 6.1) an i Stodes {147,

8.5 Geriatric Use

Exery patints, are at
Serious cardovasculr, gastrontestinal andjor renal adverse reactons. f the

thelow end of the dosing range. and moritor patiens for adverse effects [ seo
ond Precautions (5.1, 5.2, 5.3, 5.6, 5.13) |

8.6 Hepatic Impairment

Shce

ke i chton I ptents win hpote parmer s Hornigs 14
'(5.3) and Clncal Pharmacoiogy (123 |

8.7 Renal Impairment

Patients wih severe renal mpaiTment have not been studied. The use of meaxicam in
subgcts

7.5 mg per o see Dosage
and Adminstration (21) and Cloica Pharmatobgy (12.3) |

10 OVERDOSAGE

o thar
drowsiness, nausea, vomitng, and epigasirc pain, which have been generaly reversidle

T depression. [sée Warnings
and Precautons (5.1,5.2. 5.4, 5. .

sage.
Conster emess andi 100
grams i aduke, 1t 3 grams per 3 of by We b pediirc patents)ancor
osmoic atharti n symptomae patients seen within four hours of ngestion or

10 tmes Forcas
Guresis, akainizaton o urine, hemodalyss, or hemoperfusion may not be useful due to
high proten bincing

doses. aday

For addtional n [t
80022212221

11 DESCRIPTION

tabet contains 7.5 mg or 15 mg melxicam for oral admintraton. Mcloxicam s

12
benzothiazine 3-carboxamde-11.dioxide. The makcuiar weight & 351.4. 1ts empircal
formula s 14H 13N 30 15 2 and & has the olowing structural formula.

Meloxicam, USP is po

na
ol Meloxkam has o apparentpattion CoeTent 09 ) = 0111
Cctanoinulte D174 Weox o ha e s of 11 o
Exh el talt, P rtended for ol admiirton ortans 7.5 g 15
of meloxicam In adator e folowing nactve ngredients: coloal
oEpoviong, Bose onamToe Tadnceam s,
rocrySalin cebose, povkione and 300k chate aPyarate,

12 CLINICAL PHARMACOLOGY
121 Mechanism of Action

acton of melo other
understood but Avoies inhibion of cyckoxygenase (COX-1 and COX-2)
Mexiam s o otent bt of prostagndinsynthests b vt Mexkam

concentrations
e ffren nrves andpotentate thescton of radykein iscng pan
inflammation
er o ks made of

prostagandns n perphera tssues.
12.3 Pharmacokinetics
Absorption

of 30 mg IV bols. doses
dose-proportional pharmacokinetcs were shown i the range of 5 mg to 60 mg, After

over the range of 75 mg to 15 ma. Mean Crax was achicved wihin four to Twe hours
aftera et i

A second T2t
hours post-dose suggestig bilry recycing.

Meloxicam oralsuspension doses of 7.5 mo/S mL and 15 mg/10 mi. have been found to
75 mg and 1 e, 3. Meoxicam

Table 4Single Dose and Steady-State Pharmacokinetic Parameters for Oral 7.5 mg and 15 mg Meloxicam
(Mean and % V)
Pharmacokinetic  Steady State Single Dose.
Parameters
vy
Healthy male aduts Eiderly males (Fed)? Eiderly females Renal faiure ~Hepatic insuficiency
3 3 (Fasted) (Fasted)
7.5 mg tablets 15 mg capsules 15 mg capsules 15 mg capsules 15 mg capsules
s 12 12

Conax lugimL1 10520 23(59) 3208 0359 36) 084 29)
56 502) 507 (65 1087
i 201029) 2164 2 (34) 18(46) 16(29)
cur gmbimy 5509 9 76) 5102 1903) 1 (14)

Vi) 187(32) 15 42) 10(30) 26 (48) 14029)
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Food and Antacid Effects
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Cax) being
edentof bsorplon (AUC)wes inchanged. e me o marimun concetzaiin (Tmax)
25 achieued between 5 and 6 hours. In comparion,nether the AUC nor the Crax
Vabis for meloxikam suspension were sfected (okovina 3 it N ok meat wnke

7 hours

Based on these.
s, mekxicam can be adminstered wehout regard to iming of meak or
Concamtant agminstraton of antacks.

Distribution

10 Meloxicam &

human
Fange. The fracton of protein bindrg s ndependent of drug concentraton. over the

Gisease, Melxicam penetration nta numan red blaod Cele, after ora dosing, & kss than

was present a5 unchanged mexicam.

i synova i, after
50% of those i plasma. Th frcefracton i synovil fluid s 2.5 times higher than in
e

o
Sinificance of ths penetraton s unknown.
Eimination




Metabolism

ey include 5-
(60% of dose).

& a0
extent (9% of dose). In 1P2co

metaborc
pathway wih a mnor conributon of the CYP3AS ozyme. Patients peroxidase activy
S probably respons e for the other two metabolkes which account for 16% and 4% of
respectivey. Al the four
n vivo pharmacological actuty.
Excretion
Melscom excren s predominenty n e form o metaboles, and ceurs o e
Only traces
Shcrated nthe urine (0.250) and 1 (6%). e extentof e urary excreion was
confimed for uniabded mupe 7.5 mg doses; 5%, 6%, and 1% f he dose were
carbors
sl respeciey e & St blary o et erton ot s

dose of meowkam decressed he AUC of meloxar by SOb
e men cminaton ptf (€172) onges rom 15w o 20 ours. The o
¥ ife

Gase range.Posma e ance ramge om0 e

Specific Populations
e e g 025 ko) dosesmitatn snd at cegsesy stte
(0375 mgrgie atoly 30%

Vo s (3t & e 0B 5 Comparcd to e ol s {10 16 yeos
19 he olderptens had meloxcom exposures smir (Sngedose or sty

o dost o .35 Ao 500 Dosave st Acintaton ¢ 3.4 The s con
(50 comaion hat e s 5.5 (1013 and 150 howrs (10 ot 310 e o0
patints, and 7o 16 year o patens, respectiely

earance.
predictors of mexicam exposure n pediatic patnts.

The pharmacokinetcs of mebxicam i pedatric paiets under 2 years of age have not
been ivestigated

Geratric

e ex
ey e SR macoRPacs St 10 Yours ok, ey oo 2 65 years of
290 M 2 475 D AU and 520 gher . a comporad o youn

Cancentratons o the e 1&moks, T adverse event prfle was comparabl o boh

comparison to aierly male patients.

Sex

After sngk doses of 7.5 mg meloxica, the mean elmnaton hai-fe was 19.5 hours
e data were simiar (17.0 hours vs 21.4 hours). Ths pharmacakinet diference due to
gender f ilyto be of it Cincal mportance. There was Incarfy o pharmacokinetks
30 o appreciabe dfference  the Cma or Tmax across genders

Hepatic Impament

plasma

b h(patk mpsimient compare o heatny vaurtees. roten nd of melrkam

mparment. Patints imparment

)

5.3) and Use n Speciic Populations (8.6) |

Renalimpaiment

Meloxicam pharmacokinetis have been nvestigated in subjects wth mid and moderate
otal

e of
valses were smiar i al groups. The higher meloxicam clearance insubects wih renal
racton

In patents weh

impaitment s not recommended [ see Dosage and Administraton ( 2.5), Warnings and
Fricasions 5.4) and e  Speci Popaions (671
Hemodaysss

meloxicam, were higher

i patients with

hemadayst, Meloxkam s and
Use n Speciic Popuiations (8.7) |

Drug Interaction Studies

Aspirin:

When NSAIDS were admintered with asprin, the protein binding of NSAIDS were
educed, ot atered

aspirin (1000 mg e o
(10%)
Interaction & not know. See Tabl 3 mm\nuw Sommeant ooy i ciane o NSAIDS
piin see Drug Interactions (

Chokestyramine

meoxicam by 50% Th fesuked i a Gecrease n sz ffom 19.2 nours t 12.5 hoors,
‘and a 35% raduction i AUC. This suggests the existence o a reciruiaton pathway for
nteraction has not

been establhed.
Cimetidine

ose pharmacakinets of 30 mg meloxkam.
Digoxin

Meloxicam for 7
digoxin after 8-acetykigoxin adminsration or 7 days ot cnical doses.

meoxicam.
Lanum

raton and AUC
were increased by 21% n SUbjects recening Ithium doses ranging from 804 10 1072 mg

o alone | see Drug fnteractions (7).
Methotrexate

of melaxicam on the pharmacokietis of methotrexate aken once weekd. Heoxicam
Jd not have 5 SiFKant effct on the pharmacoKinetcs of shgle doses of

meshotraxate.

binding skes [ sce Drug Iteractions (7).

Wartarin

Warfari N 1

Normaized Rato) between 1.2 and 1.8, In these subjects, meloxicam id not aker
arfari 35

e increase n IR from

151021

ik of bieding
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13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertiity

Carcinogenesis

There vas o cres oy cdence gt carcugentystudes ot
(104

TGy, o SO TG haman doe (RN of 15 g aay meoxam
basid on body surface area [8SA] comparison).

Mutagenesis
Meloxicam was not mutagenc n an Ames assay. or castogeni n a chromosome

bone marrow.
Impairment of Fertilty

ke o0 ooy I emls (p .00 5.2 s retr espacinen ren
the MRHD based on BSA comparto

14 CLINICAL STUDIES
14.1 Osteoarthritis and Rheumatoid Arthritis

e s of mdoxicam for te restment o the sgnsand symptoms of oscoarnts of

ol war eslord gbba s paent b asasientsentpon

75mg Tmo
wih

plcebo.

e use.

or

ranging from 4

ks to 6 manths” duraton. I these tria, the effcacy of meloxicam, 1 doses of 7.5

iy and 5 mardy. s comparal o poxcam 20 ey and dcienc 5% 100
Giday and consistent weh the efcacy seen n the U.S.

T use melxica for e restentof thesions and ymproms o eumatod
s

" 2-week, doudk

a5 o 5 . i 525 1o Sl i compare 2 pcene. T pimary
the ACR20 response rate cinka,

Iaboratory, and functonal measures of RA response. Patents recehing mekoxiom 7.5

mg and

with placebo.

e 15 mg dose.

14.2 Juvenii Rh d Arthritis URA)

Course.

Doyt Cource ek Rheaatoe AES i vmkﬂzs e of o and okir
12-week. double binc,

Sotn st ncued tree ars: naproxen nd two doses of mexicam. I both
125 mkolday

Gt (15 g My a0 naproxen oo Do s 10 My One study
sedinee docetushour e 1 ek doch vro: W e orpraed s

raton after § weeks t doses of .25 malkaitay and 0.375 malciday (22

maximum) of meloxicam and 15 mgikg/day of naproxen.

The effcacy analysis used the ACR Pedaric 30 responder defnkion, a compose of

prentondvesiator asessmens counts of e o nd s i ke range
 mation, and erythracyte sedmentatin rate, The prportin of responders wer

eoxicam dose 01oups

16 HOW SUPPLIED/STORAGE AND HANDLING

Meloxicam Tablets USP, 7.5 mg are yelow, ound:shaped, fiat beveled edge, uncoated
tablets Gebossed wkh ZC and 25'on one sde and plan on other skle and ore suppled

3= folow:

NDC 66382-050-16 n botes of 90 tabiets

NDC 68382.050-01 n bottes of 100 abiets

NDC 66382.050.05 n botte of 500 tabiets

NDC 66382.050.40 n botes of 5000 tabiets

NDC 68382.050.77 in unitdose bister cartons of 100 (10 x 10) untdose tabets

Meloxicam Tablets USP, 15 mg are yelow, round-shaped, it beueled edge, uncoated
7Cand 26'

a5 folows:
NDC 66382.051.16 n bottes of 90 tabiets
NDC 66382-051-01 n bottes f 100 tabiets
NDC 68382.051.05 n bote of 500 tabiets
NDC 68382.051-40 n botes of 5000 tabet
cartons of 100 (10 x

storage.

Store at 20° o 25° C (68" to 77° ) [see USP Controled Room Termperature]. Keep
mexicam tablets n a cry pice.

Dispense tablts n a tt container
Keep this and all medications out of the reach of chilren.

17 PATIENT COUNSELING INFORMATION

accompanis each prescripton dispensed
orm patients, familes or thlrcaregivers of the folowing formaton before iiating
therapy weh an NSAID and periodicaly during the course of ongong therapy.
Cardiovascular Thrombotic Events
Advise patents to be et or the symptoms o cardlovascular thrombotk evens,
incluing chest pai, shortness of breath, weakness, or srring o speech, and to
[ sée Warnings

and Precautons (5.1) 1
Gas

rolntestinal Bleeding, Ukceration, and Perforation

& - in the seting of
“dose aspin for
rease s T e St snd ymor of G Desin L e Worrigs o
Precautions (52) |

Hepatotoxicity

ague, orgy: darthes, prurkus, undse, Tt upper Gusarant enderres, and -

ke” symptorms).
o s s vt P (55 7
Heart Fallre and Edema

be dert for
Shortness of breath, unexph g, or




proveer f such symptoms occur [ see Warnings and Precautons (5.5 .
Anaphylactic Reactions.

Sty of o oo Iosy. ISy oS 1o sk ivpbomte cmegency e o
these occur [ see Contraidications (4) and Warnings and Precautions (5.7) |

Serious Skin Reactions

Advise patens to stop meloxicam mmeciately ¥ they develop any type of rash and to
contact therr heakihcare provider as Soon as possile [ see Warnings and Precautons (
591

Female Fertiity

o b ottt Wit rever sl ey pusbto e Use e
Fopacons (591
Fetal Toxicity

e rsk
arteriosus [ see Warnings and Precautions (5.10) and Use n Specifc Popultions (8.1)
L

‘Avoid Concomitant Use of NSAIDS

NSAIDs orsacyites
(eg. ofkunal, saalte) & not recommentied due to the ncreased rik o
aestiomtesunalorcty,and it o o nresse ffcacy ot warms ana

g Iteractions ( 7) | Alrt patets that NSAIDS may b
e move e Coumer medcatons for esmen o ot vt o o

Use of NSAIDS and Low-Dose Aspirin

o thek healthcare provile [ s Drug Ineractions (7) .
“Kayexaate s a registered trademark of SanofsAvents.

Please address medical nquries to, (Medicalfairs@zycususa com) Tel: 1-877-993-
8775,

Manufactured by:
Caca Heathcare Lt

Inda.

Ditributed by:

Zydus Pharmaceuticals USA Inc.
Pennington, N 08534

Rev: 021

nsaiDs)

What is the most important information I should know about medicines called

Rorsarlst e fmmaory brus (NSADa?

NSAIDS can cause serious side effects, including:

 erassed rak of s et tack o stk ok ca lead to death . T 1k
may happen carly n treatment and may increase:

o wih increasing doses of NSAIDS.

o Wit longer use of NSAIDS

Do nottake NSAID righ befor orafer  heart surgery caled a “coranary

bypass graft (CABG)."

a unless
Erorkiorteks yo . Yo ey b o cecased vk o mseher oot sitack
you take NSAIDs after a recent heart attack.

Incrassed vk ofHaadig, ukers, snd &
(eut

rforation) of the esophagus

the sto

o snmedung e
© wihout warring symptoms
o that may cause deatn
The risk of getting an ulcer or bleeding increases with:

past history of stomach ukers, o stomach of ntestinalbieeding wih use of
NSAIDs
o taking medicines caled cortiasteros",“anticoaguiants", SSR", o "SNIs”
o increasing doses of NSAIDS.

age
longer use of NSAIDS

o at the lwest dose possile for your reatment
© forthe shortest time nesded
What are NSAIDs?

of arthrie, “and other

Hpes of snort term pain
Who should not take NSAIDS?
Do not take NSAIDs:

o

hives, 9 any
other NSAIDS.
« gt before o afer heart bypass surgery.

tell your You

conditions, including i you

< nave et or Kdney probems

« have high blood pressure

« nave asthma

« are pregnant or plan to become pregnant. Tak o your heathcare provider ¥ you are
Condrn aking S0 i rcaranc. You shoul no take NSAIDs after

29 weeks of pregnancy.

« 2re breasteedin of Pian 1o breast fecs

. including

provider
over-th medicines, vitamins

ffects Do not start taking any new meds
heatthcare provider first

What are the possible sk effects of NSAIDs?
NSAIDS can cause serious side effects, including:
Seg “What i the most important nformation 1 shoukd know about medicines

@ without talking to your

Nonsteraist Antsiflrmmatory Drugs (NSAID=)?
ren o worbe i b s
« heart o

= Wer problems ncluing iver faiure
< Kiiney problems nckuing kidney faure
ow red blood cels (anema)

© Gtner side ertects of NSAIDS incude: stomach pan constpaton darhe. .
= heartburn, nausea, vomiing, and dizzines

o right away if you get any
soriness of reth or oube reathng

e

« chest

£ Sy ofth face or troat
part or side of your body

Stop taking your NSAID and call your healthcare provider right away if you
getany

of the following symptoms:

vom bood
ore tred or wesker than usual

there & boad i your bowel movement or it &
darrhea biack and sicky lke tar

< kehin

< unusualweight gain

< your sk or eyes ok yelow

* e or et whh T

dgestonorstamad
eing of thearme, lege hands and fest
ke symplor

I you take too much of your NSAID, call your healthcare provider or get
madical

help right away.

of NsAIDs. askyour
heakhcare proveer or pharmacist about NSAIDS,

Callyour doctor for mesical adice about sde effects, You may report skl effcts to
FDA o 1-800-FDA 1088,

« Aspiin heart attack. cn
Cause bieeding  the o rond
the stomach and itestines.

. Tk
oy 10

days.
Genera iformaton about th safe and effective use of NSAIDS dcnes ore

Ean ask your ph macst o heathcareprovier o formatn about NSAIDS i &
Tten for heakh prores

Please address medical inquries to, (Medicalfairs@zydususa com) Tel: 1-877-993-
8775,

e nformaton,

please vk v zydususa.com.

Pennington, N 08534
Rev: 07716
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R0y

500 tabkts

2vous.

Meloxicam
Tablets, USP

7.5mg )

ISR I
. S0 TABLETS s
7 2y Rawy S

NDC 68382.051.05 n bote of 500 tabets
Meloxicam Tablets USP, 15 mg
R0y



Meloxicam [ ——
Tablets, USP  [=77me

@ SNTABLETS 3ot unin
7 aydus ey

PACKAGE LABEL.PRINCIPAL DISPLAY PANEL

NG 67208 10173
f% MELOXICAM
o
RxOnly 0o

Lot_opasiext o (==
S ot e s 2025 6077
LR t—

st oy Recotarr g Faen P, N Se544

MELOXICAM
meioxcam taviet

Active IngredientiActive
T s of Strength  Strongtn
Inactive ingredints

- strongen

e

Product Characteristics
= morin code s
Packaging rkating Start  arketi

= o codo Package Description Loy -4 e

Marketing nformation
e

oy Honoarash  arogingsar kg £nd

Labeler - reaerarm oua.n. 526574897)

Establishment




	Meloxicam7.5mg tabs
	WARNING: RISK OF SERIOUS CARDIOVASCULAR AND GASTROINTESTINAL EVENTS
	1 INDICATIONS AND USAGE
	1.1 Osteoarthritis (OA)
	1.2 Rheumatoid Arthritis (RA)
	1.3 Juvenile Rheumatoid Arthritis (JRA) Pauciarticular and Polyarticular Course

	2 DOSAGE AND ADMINISTRATION
	2.1 General Dosing Instructions
	2.2 Osteoarthritis
	2.3 Rheumatoid Arthritis
	2.4 Juvenile Rheumatoid Arthritis (JRA) Pauciarticular and Polyarticular Course
	2.5 Renal Impairment
	2.6 Non-Interchangeability with Other Formulations of Meloxicam

	3 DOSAGE FORMS AND STRENGTHS
	4 CONTRAINDICATIONS
	5 WARNINGS AND PRECAUTIONS
	5.1 Cardiovascular Thrombotic Events
	5.2 Gastrointestinal Bleeding, Ulceration, and Perforation
	5.3 Hepatotoxicity
	5.4 Hypertension
	5.5 Heart Failure and Edema
	5.6 Renal Toxicity and Hyperkalemia
	5.7 Anaphylactic Reactions
	5.8 Exacerbation of Asthma Related to Aspirin Sensitivity
	5.9 Serious Skin Reactions
	5.10 Premature Closure of Fetal Ductus Arteriosus
	5.11 Hematologic Toxicity
	5.12 Masking of Inflammation and Fever
	5.13 Laboratory Monitoring

	6 ADVERSE REACTIONS
	6.1 Clinical Trials Experience
	6.2 Postmarketing Experience

	7 DRUG INTERACTIONS
	8 USE IN SPECIFIC POPULATIONS
	8.1 Pregnancy
	8.2 Lactation
	8.3 Females and Males of Reproductive Potential
	8.4 Pediatric Use
	8.5 Geriatric Use
	8.6 Hepatic Impairment
	8.7 Renal Impairment

	10 OVERDOSAGE
	11 DESCRIPTION
	12 CLINICAL PHARMACOLOGY
	12.1 Mechanism of Action
	12.3 Pharmacokinetics

	13 NONCLINICAL TOXICOLOGY
	13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

	14 CLINICAL STUDIES
	14.1 Osteoarthritis and Rheumatoid Arthritis
	14.2 Juvenile Rheumatoid Arthritis (JRA) Pauciarticular and Polyarticular Course

	16 HOW SUPPLIED/STORAGE AND HANDLING
	17 PATIENT COUNSELING INFORMATION
	PACKAGE LABEL.PRINCIPAL DISPLAY PANEL
	PACKAGE LABEL.PRINCIPAL DISPLAY PANEL

