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Associate Director

Drug Regulatory Affairs

Boehringer Ingelheim Pharmaceuticals Inc.
900 Ridgebury Road

P.O. Box 368

Ridgefield, CT 06877-0368

" RE: NDA 20-938 '
Mobic (meloxicam) Tablets, 7.5 mg and 15 mg
MACMIS ID #10563

Dear Mr. Snyder:

This letter notifies Boehringer Ingelheim Pharmaceuticals Inc. (BI) that the Division of Drug
Marketing, Advertising, and Communications (DDMAC) has identified promotional activities that are
in violation of the Federal Food, Drug, and Cosmetic Act (Act) and its implementing regulations.
Specifically, false or misleading statements about Mobic (meloxicam) Tablets have been disseminated
in a direct-to-consumer (DTC) print advertisement (ad) appearing in daily newspapers including The
Washington Post and The New York Times. Our specific objections follow.

Misleading Comparative Claim

Attention Vioxx®

and Celebrex® Users:

ARE YOU

DISSATISFIED?

If so, ask your doctor about MOBIC.
It’s the osteoarthritis medicine with proven safety and efficacy used

by 45 million patients in 100 countries for over five years.
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The print ad is misleading because it suggests that Mobic is safer and more effective for the treatment
of the signs and symptoms of osteoarthritis than has been demonstrated by substantial evidence. See
21 CFR § 202.1(e)(6)(ii). The ad, with the above headlines dominating almost half of the full-page
newspaper piece, is targeted to Vioxx and Celebrex users, and seeks to direct them to Mobic if they are
dissatisfied with these other prescription non-steroidal anti-inflammatory drug products (N SAIDs). In
the context of this presentation, the rhetorical question “Are You Dissatisfied?” implies clinical
superiority of Mobic compared with Vioxx or Celebrex in osteoarthritis. In addition, the above call-
out headlines followed by the broad “used by 45 million patients” safety and efficacy claim implies
that Mobic is superior to other prescription NSAIDs. FDA is not aware of any studies comparing
Mobic to other prescription NSAIDs for osteoarthritis. Therefore, this ad presentation is in violation of
the Act because it makes unsubstantiated and hence misleading comparative safety and efficacy
claims.

Furthermore, the claim “It’s the osteoarthritis medicine with proven safety and efficacy used by 45
million patients....” contains unsubstantiated statistics and consequently misleading claims about the
international use of Mobic for osteoarthritis. See 21 CFR § 202.1(e)(6)(x). BI has advised us that the
reference in the advertisement to “data on file” (“Data on file, Boehringer Ingelheim Pharmaceuticals,
Inc.”) is an editorial in a supplement to the journal Inflammation Research (Inflamm Res 2001; 50
Suppl 1:83-4.). Also in response to our request, Blprovided] 77]data from
the Mobic Supplemental Application to NDA 20-938 (dated{ 7JFor several reasons,
the editorial does not substantiate the claim. First, although Bl relies on the editorial’s reference to
global sales of meloxicam for its claim of use in “45 million patients,” the editorial itself does not cite
the source of the sales data for the number of patients treated with Mobic. Second, although the Mobic
ad refers to the only indication approved for use in the United States—osteoarthritis—the editorial
refers to numerous other conditions for which meloxicam is used internationally (i.e., an “estimated
cumulative exposure to meloxicam globally)” (emphasis added). Third, although the Mobic claim
refers to “Mobic® (meloxicam) tablets” (emphasis added), the editorial references other marketed
dosage forms of meloxicam, e.g., ampoules, capsules, and suppositories, such that the print ad claim
misleadingly inflates the actual number of Mobic 7.5 mg and 15 mg tablets used globally for
osteoarthritis. For the same reason, BI’s reliance upon themew ~ [datafor
different dosage forms of meloxicam from the Mobic Supplemental Application to NDA 20-938 (dated
Awlis not sufficient to support the[_ﬁ ww;]claim.

Minimization of Risk Information

Promotional materials for prescription drugs may be false or misleading, and lacking in fair balance if
they fail to present information relating to the risks associated with the use of the drug with a
prominence and readability reasonably comparable to the presentation of information relating to the
effectiveness of the drug (21 CFR §202.1(e)(7)(viii)). The efficacy claims in the Mobic ad are
presented in terminology that can be understood by the typical consumer, which encourages readability
by a wide audience. However, the risk information is presented in such a manner that it may be
comprehensible only to healthcare professionals, which causes the ad to be misleading because
consumers are the target audience.
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Specifically, the benefit information in the ad is in the prominent subheading that states, “It’s the
osteoarthritis medicine with proven safety and efficacy used by 45 million patients in 100 countries for
over five years.” As discussed in the previous section, this statement is not substantiated. The
information is presented in consumer-friendly terms.

The risk information in the ad is as follows:

“Important NSAID risk information: Patients should be informed about the signs and/or
symptoms of serious GI toxicity and the steps to take if they occur. It has been demonstrated
that upper GI ulcers, gross bleeding or perforation, caused by NSAIDs, appear to occur in
approximately 1% of the patients treated for 3-6 months, and in about 2-4% of patients treated
for one year.”

This statement fails to adequately present significant risks associated with Mobic use because the
statement neither defines the term “NSAID,” nor does it identify Mobic as an NSAID. The headline
“Important NSAID risk information” misleadingly distinguishes Mobic to appear to be in a different
and safer drug class, when in fact it is a prescription NSAID just as Vioxx and Celebrex. Further, the
information discussed under the heading “Important NSAID risk information” is not presented in
consumer-friendly language, particularly the terms “serious GI toxicity”, “upper GI ulcers”, and “gross
bleeding or perforation.” Because the risk presentation is not presented in consumer-friendly terms
when compared to the benefit information, the ad minimizes important risk information, and is

therefore misleading.

Conclusions and Requested Actions

BI should immediately cease publication and distribution of this and other similar promotional
materials for Mobic that contain the same or similar claims or presentations. Bl should submit a
written response to DDMAC on or before November 7, 2002, describing its intent and plans to comply
with the above. In its letter to DDMAC, BI should include the date on which this and other similarly
violative materials were discontinued.

BI should direct its, response to the undersigned by facsimile at (301) 594-6759, or at the Food and
Drug Administration, Division of Drug Marketing, Advertising, and Communications HFD-42, Rm.
8B-45, 5600 Fishers Lane, Rockville, Maryland 20857. In all future correspondence on this matter,
please refer to MACMIS ID# 10563 as well as the NDA number. DDMAC reminds BI that only
written communications are considered official.

Sincerely,

{See appended electronic signature page)
Christine Hemler Smith, Pharm.D.
Consumer Promotion Analyst

Division of Drug Marketing,
Advertising, and Communications




This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Christine Smith
10/24/02 02:56:57 PM



T k‘("'\‘u {'}*‘)&stﬂ%ﬁ?ﬂt/w@ﬁ. X%

x%«,»%ﬁ e R
A o B
:} ‘,1 ‘ o

3 .
R ik
5

and Celebrex: Users:

ARE YOU
DISSATISFIED?

If so, ask your doctor about MOBIC.

s the osteoarthritis medicine with proven safety and efficacy used
by 45 million patients In 100 countries for over five years:
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Please see adjacent page for important safety information. .
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Important NSAID risk information: Patients should be informed about the signs and/or symptoms
of serious Gl toxicity and the steps to take if they occur. It has been demonstrated that upper
Gl ulcers, gross bleeding or perforation, caused by NSAIDs, appear to occur in approximately 1%
of the patients treated for 3-6 months, and in about 2-4% of patients treated for one year.
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OBICH (thelaxicasm) Tablets 7.5 mg and 15 my

Eriet Summary of Prescribing information

INDICATIONS AND USAGE -
MODIC it indicatad for Teliel of The Ligng and wymoms of plesarihntis;
CONTRAINDICATIONS. . )
MOBIC It conraindicated in patients wmih known hypeevensitivty (o melocsm.
It should not be given 1o palicats Who hovt: experienced aahma, utksna, o
allsric-type reaction 2fter laking aspitin ot pther NSADs, Scvere, rarely tatal,
anaphyiactic-ike mactions 0 NSAIDs have basn {;‘pmed W such patients {5ae
WARNINGS, Anophiactais Reaciions, ard PRECA TONS, Pre-existing Asihma),
WARNINGS

Gastevintestingl (G1) ENecs
perioration: i
Sarius Qastromtestnal 1oWoly, sudh A3 Iigrnmaticn; Yleeding, uleeranion, and
perforation of the stomueh, smal intesling of lyge integting, Lan CCCU B Ay
Time, Wath or WitROUL warinn 8ymptoms, Y patignty treated wih nonrod
anfi-inflamrmatory Ceugs (Nsuus{ Minor upper qastrainiesting preblems, Such 38

<peDAiA, 3¢ GOMNION and My also ooey! af any Yme gring NSAD thetpy.

Thoretore, pnzaiuana 2N patis Shautd rermain alet tor yleeration ang bleed-
inig, even in tha absence of previous Gl Smples. Pafignts should 1o Infarmed
2houl \he Signs End/or Symplomss of senous i towicity ard the steps fo 1ake it
they peout, ﬁtz ity ol pefiodic faboraloy ronitanitig hag not been demonaat-
w0, 1or N5 f boen Bdaqualcly as2essed. Brdy ong in e patients who deveiop 2
Sfiokss Lpper G averse avent 0 NSAD terepy s symplomatc, i has been
gomonstated that uppsr B Uicers, grees bleeding of perforalion, cautEd by
N&GRDs, appeat 10 0CCU it SpproxiTKatel 1% of the patsnis Irtated Wy 35
months, e i about 2-4% of patets treated K one yed. Theea trends conbinue
s, increng e kebhood of developing 2 senious (3 evend Bt some tne duing
Tic ceuiree of heriipy. Howeves, tven shuvt-term therapy 15 rot without sk,
NGAIDS should be prescfoed with extreme caution in those with 3 pnor hi:‘\ohﬁ
of ulter diz835% ot g2sirointesting bieeding, Med epontancous repons of fata
(¢ evenls are 1 cidefy or orbiliteted patients and herefore speclal care
shoyld be Yaken in Ireating this population. Yo riinimize thr potential risk
Yor an adverss G cvent, the lowest efteciive tose should be used Tor
the shonest possible quratlon, For hgh-risk pelients, alcrnate theraples
that do nol invalve NSAIDE shoutd be considgred,

Sugies have shown Wzt patipnls wilh & prior hrstory of pepiic ulcer Ussase
andlor paskointeziinat bleeding and who use NGAID:, have 3 greater than 10-
Yoid risk foc developing 1 G bissd isn patierts with neither of these rigk Tac:
vevs. I addition to & pos\ hiztery of ice: diseass, pharmacoepitenticlogical
wtudlies have jdenttiad severdt other co-thernoes or £ moehict conctions 1N
may ncrezse the fiek for GI bleeding such a: treatment wilh orel tostico-
sorvicss, treatment with. anticoagylents, longet duration o NS&ID thetapy,
smokiag, alcoholiam, lder age, and post genieral hogith Batus.
Anaphylactoid Resctions

Az with ather NSAJDS, Bnaphylactedd reections have cerartad in pafients with-
ot krown prier Expasyre to MOBIC, MOBIC ehould ntd be given o palicats
«ilh tha aspin tisd. This symplom Tomplex typically seouts in aEthnalic
patients who eeperience mimitis Wit o without nasal olyps, oF who exnibit
gevere, potertioly Talal bronchospaem alter taking RSDINN of Olhes NSAIDS (z6e
CONTRAINDICATIONS. Bnd PRECAUTIONS, Prg-Cxistiy Asthma), Emergency
help showld be sought in £85es whers gn anaphytacieid reaction occurs.
Advanced Renal Dizoase

In cases wilh advanced kiney dizense, reatmant wah MOBIC s no recon
manded. it NSAID therapy must be itittated, close moniloﬁn? of the palient’s
Kigney Tuaction 15 agvisabie (ees PRECAUTIDNS, Renal EMects).

Pregnancy )

in Ite pregriancy, 85 with other NSAIDS, MOBIC ghould b avoitad because I
ma{ C6USE Dromature closure of the Juctus aneciosys,

PRECAUTIONS

Geoetal

MOBIC canriot b expectad to subetinste for coricestervids or to treat oortice-
steroid inzufticiency, Abrupt discontiwalion of corivesteraids may lead {o dis-
ease mxaceidation. Palients on prolonged corticostorod \herapy shouid Nave
{heir therapy Taperest Slowy 1 3 ukeision 1 made o Gscontinue codicenlenits:
The pharmescological 4ckty of MOBIC in reducing imflammation and possibly
Tevar may diminieh the Uity of these diagaostic spns in deiecting compias
tiong of presumicd noninfectious, painfut conglions.

Hepatic Efocts :

Borderine elevations of ane of more liver tesls mizy eCour v D fo 15% of
patignts Leking NSAIDs, including MOBIC, These laboratory shnomaldies may
pogress, iy reman un;han‘g:a, oF may.be frangient with continuing therapy.
Nolsble etevations of ALT ¢ AST (epproximistely Whree o more tirmes tha Uppers
it of nocmal) have baen reporied in approximitely 1% of patients in clinica)
Triats vaih NSRS, In Sacktion; rare tases of severs nepabe reattions, incuding
Joungice and fata! luiminart Fopatits, Rvar neeeosis and hepatic tailure, some
of them with (atal cttconies, have deen tgpoied wilh NSAIDS.

Patients vith sigs and/or symptars sUsnesting Jigr tyShanecn, of in whom 2
abnomal fver teat has occumer Sheuld be evaluoted Tor evidence of the devel
wyrrent of 2 triose severe hedatic Teoction WA on Lragy with MOSIC. H dintsl
5igns &nG sympor consiatsnt will Ve disaase develep, of f Zystamic man.
Hastabone ocour (8.5, cosincphiia, ash, ete.), MOBIC should be drecantinuad,
Henal ENects

Caution should be Ussg when intlating teatment wity MOBIG in pafients with
conidarable Gehycation. 1 is a0dsable to renynrats patisnts fird ard ther
wtart therapy wath MOBIC. Caution is piso TecommMENDEd in patists with pre-
exisiing kitiney tiseaze (see WARNINGS, Advanced Ranat Disease).

Leng-lermi adritvstration of NGAIDS has nesufted in renal pagliary regresic Bnd
Sthet renva) meautry changes. Renal texicily has alao been sean in patisnls in
whatm renal prostiaglanding have 3 compenzgiory rde in the meinteriance of rend
gedizian, In Yhese palieate, sgminiration of NSADs may eaue doce-Uspend:
gt veuchion i Biostaglanain formation and, secondarily, in renal bood Yow,
which may precipitals oued renal decompensation. Faticnts 3l greatest sk of
s jexetion are Those with iMpBIred tenal function, heart taiyre; liver dystunc-
Jion, U Ysking dhurelics gt ACE Intibliors, und Tha sidarly. Ditcostinuaton of
NSAID therapy 18 uzualy fdlowad by recovery 1 ihe orpireatment state.

The paent to which inctebolitsa may fccumulels in patlonts with renal Yeliure
has Tl Seen #udiag with MOBIC. Because some MOEIC melabolics are
exciatsd by 1he Kdney, palients with sigailicantly impatizd renel tuaghion
should e mere Liosely mensores.

Hymatblogleal Etfects

Anerva is somelimes Seen In patlents receiving NSAIDS, including MOBIC.,
This rmay be dua o Huid retention, G bivod oz, o an Incompiciely degerbed
ghec] Lipon eryihropoiesis, Paliente on long.lam treatmert wih NSAD3,
inchuging MOBIC, shouid have their hgmoglobin of Rematocrt checked it thay
xnibit dky signs of symptams of anemia.
Ditigs Which inhithl 3 Yiogynihesis of prostaglhunding may intergre [ sonme
extent with phatclel unction AnG VRSCUIar rasponses 1o biseding.

NSADS inhibd pietelet aggregalion End have been Bhowr to prolong bleggding
Vs fu mmem melaine § IRl wenirin 1halr atert on bistatet TUnElion i Gusn:

% Rigk ot GY Utceration, Bieeding, and

T e g 1w i g i
in piatclet tunction, such 35 these wth coagulation disoruers of paticnts
reasiving anticaagulants, shouid b2 carslully montorrg.
Fluid Retention and Edema .
Fluid retentign 30d egama have basn wscrved in some patiens 13kng NSRIDS,
inchuding MOBIC. Therefeee, us wiih other NSAIDE, MOBIC =hauid bg vaed wilh
Cautios i patiants with Huid retention, hypercasion, of haart faiure,
Pre-existing sthma o N L
Pelients wikh 2inme may heve aspirt-sensite aslhund. The use o @spiri in
palierta with azpinn-sensitive 2sthma hiss deen associated Witk sevene roacho-
spagts which cahy be {3t Sinca: Cross reacTvily, Includiig DronEhospAL.
Natwred aspitin AN cther ponsteroidal anli-infammalary orugs. bas been
regoried inBUch Agpitin-sgnzitive patients: PAOBIC shoutd not be agvnistesed
1 paticnls with this fam of atpinn senalinity and should de e with Tays
tion in patients WAt pre-euisiing anthma;
Intormallon Vo Patignts
MDRIC, ke othet drugs of ils elass, can couse dscomfart and, 1arely, smore
savipes wide effects. Such a8 gusleolntestingl bireding, which may resull in
hospitalization and cven 1atal outeomes. Althouph serious 6] trart ulepsations
and Blzzding tan occur without warning Symplomms, pavients shoulg be plert
for At sign and symators of wicerations ard blesding, and should ask fot
megical athit? whert SDSIVINgG any indicalive igng of Gymploms. Patants
should be made aware ot ihe importance of Whis foliow-up (526 WARNINGS,
Gastrointastingl (GD Eitects - Risk ol 61 Uleiration, Blercing and Perforation).
Patieete shoukd rRpOR 1o Biest physicians sign of symploms o gacbeintesing
vieergbion or bisedingy, 3K raeh, welght gazn, & BOBIA.
Pafients should be nforemed of The warning $igns and symploms of hepatotext:
eity (2.q., naviee, Tatlgue, leinargy, prntus, jeUnGics, nghl upper tuadrant ten-
dmmoss. Bnd Hiu-tike” symplomsy. W these ooeur, patients shootd ba instructed
1o slop Iherapy and seek Iimmedinie medicat NEry.
Patinats should also be instrucled 10 Se2K immerligle emerges help in the
s ol an snaphytactod reaction (see WARNINGS: Anaphylaciond Reactionss,
i late pregnzncy. 9k with sl NEAIDE, MOBIG should ba avgitled decayse i
Ty caus PEMalE Cesne of e guctus angrivas.
Laboratory Teste .
Patients on longAerm taatment wih NSAID: Shouid Kave their TBC and a chem-
by prefte checked pensacaly, I chnical sang 3G ymptoms consisiant vith v
o fena) dacare 0evskp. 5y7iemic manfestatens ooow (.. Sosinophikg, fieh, e
o 1l abresred fiver tests petsel of worsen, MOBIC shautd be drentnoeR
Drug Interactions :
ACE inhloHors Repons suggest hat NSAD% may diminish the anthypenenze
gzt of angiotensin-onvaring enzyme TACEY inhibitors. This icsraction should be
[ven gonsiderabon in paients taking NSAIDS ncormitartly with ACE inbibitore.
Aspirtn Concomitant Sdminiiration of aspitty (1000 mg TIY to haaithy volun-
Yeers tended to increase U ALC (10%) and Crg (24%) 0f maipricam, e cin-
icul gignificance of this Irieraction 1a not an"ﬁmweve_c, a3 with cther NSAIDS,
concomitant sminisiralion of Melaicam and depiAn i5 ot generally. recom-
Crerded Decouse o e potcoliad Yoy increaced saverze chiects: Concornitant
administrelion of lw-gosa aspifin wih MOBIC tidy vesil in 3n incraased rale
of Gl ulceralion or ciher comphtations, tempared touse of MOBIC alore. MOBIC
s not a subatitule o pepisn (o cargiovascular prophyleds.
Cholestyrsming Prereatmant tor lour days with helesturamine sgiitesnhy
increased the claarancy ol ~elzyzas My e s imsUlCY N & docte3se in
Y1, T0M 192 Houts $912.5 haurs, and 3 35% reduction In AUC, Thi sugpests
e existence of & reciculation pullway tor mglgxieom in the gastrointesting)
Watt The clinicas celevanee of ths inloeaction has nol boen edtabiished.
Clmetiding Concomitant adsminizyalion of 200°my cirmeliding QIO dig not
alter T single: 4028 DRRIRACURIAEACE OF 30 g meloxioam,
Digoxin Melaxicarn 15 mg once daily lof 7 035 i ot aler e plagma Lon-
ceatration protie ot digoxn Atter B-atetyldigoxin BOmnIztation 1o 7 days 8l
cinital guses, ki vt testing feund - proliin” binding druy’ interaction
Srtween digoon and melexicam, .
Purauemide Chnical Sudies, 3z well a8 post-markeling sbeervalions, Irave
shown Ihat NSAIDS tan teduce the naliiutehc siect ol furosemite and thi-
azide giurclics in 5ame palients. This effect has besn Ftributed to inhibition
of tenal prustaglandin synthesis. Studies with fufoeemide agents shd meloxi-
cam have nol demonairated a reduction In nalrivrebic effact. Furosemide sin-
gie ang multiple dose harmacodynamics and pharmacokinetics, are not
aMected by multiple dose3 of meloxicam. Naveriheless, cuing concomitant
iherapy wih igrosenite and MOBIC, patients should be ebserved ciely Tor
signs of declining renol function (ver PRECAUTIONS, Resal gliects), 35 well 42
\p gzvre diurelic cl{imtn :
Ut i clinical trials, NSAIDs have procused s elavation of plasma ithiveyy
ovels and & reduthion in rend Iiium Clertsace, In & slygy canducted o
heallhy subjects, Msan pre-dote lihiur oo prtration and AUC wete intregsed
by 21% in sutyects racening Hthium Boses Tanging Wrorm 804 t 1072 ma BID
i meloxcam 15 mg 0D 25 vompared 1o Ubjels recaving i¥bigmy 2lons.
Thesz effects fave buen attnbuted (o ishibitien of rena) prostaglandin s ihe-
oie by MOBIG, Patients on ki reatment should be closely matoled when
MOFIC \s Introduced o withdrawn.
Muthotrexste A 2tudy i 13 rhsumatoid $atvits (A palients evalusted Ihe
eftects of mulliphe dazes of meloxicam on bie pharmacokingtics of metiolex-
ate fakan once wezkly. Meloxicam it not have 3 signjficant etisct on the phar-
macokinelics of sifgle Bvees of methotrerale, it Viiro, rtriotrexate gid ol dise
place melegicam from its human zeruep birding siles.
Warfarin Anticoagulant aciluty showid be monftored, padicutarly in the tirst Tew
days Bley inttinling of changng MOBIC Iherepy in palignss recaiving weyin
o sowlar agerits, nce (ese patients are 8t an incregsed tisk of bigading. The
eftect of meloxicam on the anbcoaulent sYaq of wedarin way stgied in 4
group of haalthy subjects recsiving dotly dotes of wardajn et procduced an
INR {internationa Normaized ﬁam% bolween 1.2 3nd 1.5, 15 thess subjects.
mpicdicam 6id not alter - warerin pharmatekinelics: and be: averegs
anticoaguiam eMact of wortarin as ‘determiness. by prothrombin U, HOWaver,
on subject showed an increate inINR trom 1,5 o 2 1. Caution shouid be vzed
when aoministering MOBIC wilh warlann sincz patients on warfafin may
pxpangnee change in INR ang an incressed Tidk o bleeding complications
Whan a hew medication & introguced,
Carcinogengsls, Mutapenesls, Impairnent of Ferllily
No carcinegentc etect of meleicar was obgarved in rals gven ofal doses up
10 0.6 my/ky/tiay (aporoumately 0.4-tald the human dose a1 15 ey dey for 8
50 kg 30UR bazed on body surdace arek convarsion) for 103 wasie oy in mice
given oral doses up Ly 6.0 mo/kg/day {approwmately 2.2-%0l0 the human
Bosa, as noted above) Tor 99 weeks.
MCIORILEM WaB ot mUlZgeNis i B AMES 3350y,
Loma abeeration Resay with Sruman mohocytes
teet In moyze BOOR MBI,
Meforicam i Fiot mpalr male anel lemiale tertiy in ruls o oral doses up (o § and
5 mo/ka/day. rospectvely 14.9-lold and 3.5-Told e huthan doge; e noted pLeve).
Howver, an increasad incidence of errbryaleihgify al ool toes 3 1 mpfy/day
10.5-1old e hurmgn doze, 35 nolpg above) was Doserved in 1ate whan dams were
VB MEloXcarn 2 weeks DAGK 10 matinig wid Gurng tary enbiyorrt Geveiopment.

of clgspgenic it & CRIOTY-
AN & in Wp mictsaucieus

reghancy
Terrlogenic Effechs: Preonanc? Caleory G, Meioxlcari causd an Incraased
incidente of septd defech of The Beod, & AR tvent, 3t s oigl dose of
50 mi/alday (68.5-told the human dose 3t 16 mg/day for 8 50 kg adull based
on body surface aree conversion): and ernbrgul:mmy & 07a) 90%CT
S & mpfxg/day [5.2-1ud the human dose. a ndted above) wnen rubhte werg
yreated INoughout orgarogenesis. Meloxkarn was not tralogtnic In rate up to
an ord tose o 4 mg/ghday (sporoximately 2.2-10t e human dose, &5 noted
3oou) throughod ergatogenesie, AN Incraased incidence of SlIBIANS was
observed when (3t were gvem ool doses 21 mp/kg/day throtgheut organo-
genasis. MeinXicam crasees the dlacental basry, There 318 no adsqusle and
well-controllee gtudies in pregnant women. MOBIC thould be used during
preanancy only f the potential bensfit justifies the potestial fisk 1o the fetus.

BT COINEISION Wik rais Weis WV Dt Wiy 70t W sy e - .
poriad. Nosludies have beer conducied (o evalgale e offert of mekkicam
on the Closurc ol he QUCtU rIeosuS In hurmans: Use of melpdicsm ouriag
\he (hitd Inmester of pregnancy should be avgided.

Labor and Delivery e
Sudics i rats wilh meloxicam, 28 with atbes Brugs kngws 10 inhib
srostaglancin synthesiy, showed an increasad incigence of stilhirths,
increased lornth of oelivery e, and delsyed parturilion Bt el doxages
* 1 mc/day fsppeoxiniataly O.5-(01d Ine hurman dose 8t 15 mg/day Tor 3 50 kg
gk Gused on body turnsce ared eonvercion). and ¢rcreased pup surival al
an oral fose ol & mp/ke/day (upmouimsm?v 2 1+l the human dnss. a3
oted abiove! eouphed srpanaganesis, Simiar wngints were cbscrvedin rats
tsceiing o1 d9sancs 2 0325 mufkafory (apprcrimately 0.07-uld the
Murman dose, a% hoted abows guilng fate os atian sng the taciation period.
Nursing Mothers ;

Shugies of meloxicam 8xcretion in bumton milk have not been conducted;
howeve!, MEloXCEM wos RXCreted in the itk 0 Jactaling rats 2t congetralions
higher than thuse in pinzmo. BeBUYS of the potential for setous advefse
¢eacliong in oursing wtants from MDBIC, 3 decision shoutd be meds whethtr
\o tiscontinug nuiamg oF 1o discontingg the drug, faKing inte seeount the
tmpartance of the drug ko the mother.

Pediatric Use ,

Safely ang electiveness in pegiatric pavients under 18 yesrs of agk have nat
besn cabliehed.

Gerigtrle Usc

a5 wih aay NSAD, caution should
65 years and elden.

DVERSE REACTIONS '
The MOBIL phiget 2/3 cinical lria) ¢atabase inclydes 10,122 patients rasted
with MDBIC 7.5 mig/dey and 3,505 palients ireated with MOBIC 15 mg/dey.
MORIC o thess doses was 3aministered 10 661 patients {or ot teast § monthe
&nd Yo 317 pelents fof af teast one yedr, Apsroximaic! 10,500 of (hese
patignts were Yreetad in (en placedo and/or attive-controlied ssteoarthiys ripis.
Gastrointestingt (Gh advarse peents were Yhe most reauenty reponed agverse
everis In Y treatment groups seross MOBIC vinls,

A 12-week mulliventer, double-blind. rangormized ttial was conducled in
tignts wilh pstecantwitic of the knoe of hip 1o compare ts efficacy and
safety of MOBIG with placzbo and with an active control,
The following adverze events (%) occyrred In ¥ 2% of MOBIC 7.5 mg
dally (n=154) and 15 mp aally s =156) patisnts, respectively, in 8 12-
werek pstecsrihritlz placebo- an active-comrotied Yrizt: abdorninal paiy,
1,9%, 2.6%:; diawhea, 7.8%. 3.2%:; dyspcosia. 4.5%, 4.5%: llstuerce, 3.2%,
3. 2%; nausca. 3.5%, 3.8%; accide houzehold, 4 5%, 3.2%; cdems’, 1.3%,
35%: toll, 2.6%. 0.0%: inllugnze-hke symploms. 4,5%, 5.6%; daziness,
7 5%, 3.8%; hoadache, 7.8%, 3.3%: phanngiiz, 0.6%, 3.2%: Upper respirs-
tory frsct intection, 3.2%. 1.9%: Tash!, 2.8%, 0.6%.
The following adverse everts (%) pecumel S DB 7.5 mp dally in
z 2% of palients treated, respasiively. in shont-term (4-6 weeks) and
long-term (6 momhr! aZiwe-gontroiled ostcearnthalls triat: bdorminat
oain, 2.7% & ~o: eondtipabory O 8%, 1.8%; dirties, 1.9%, 5 9% tyspep-
ot 3,6%;, 6.9%: i!mmenca.%.s%, A.0%: nauses, <.4%, 4.7%; vomitng,
0.6%. 1.8%; edema’, 0.6%, 2.4%: pam, 0.9%, 36%; dirziness, 1.1%. 2.4%;
neadache, 2.4%, 3.6%; anemia, 0.1%, % aitralgi, 0.5%. £.3%:; back
painy, 0.5%, 3.0%; ingomnia. 0.4%, 3.6%: couphing, 0.2%. 2.¢%; Upper (e5-
piratary tract infection, 0.2%. §.3%: prurtus, 0.4%, 2.4%; 1ash’, 0.3%, 0%
micturition Jrequency. 0.1%: 2.8%; urinary vract infection, D.3%, 4.7%.
The foliowing advesse events (%) pocured with MOBIC 15 mg Zaily in
> 2%, of palietts treated, respecively, in shot-term (a-5 weaks) and
Tony-term {& months) active-candeolied osteoartheiliy trals; sbéoming!
pain, 2.2%, 2.9%; condtipation, 1 2%, 2.6%; darhea, 2.7%, ZE%, tysoto-
+ia, 7.4%, B.5%; listutence, 0.4%, 2.6%; nayscs. 4.7%, 7.2%:; wormlling,
0.5% 2.6%: edema’. 2.0%, 1.6%: pain, 2.0%, 5.2%; (irziness, ¥ 5%, 2.6%;
headaehe, 2.1, 2.6%; anemia, U.0%. 2.8%: aritraigia, 0.0%, 1.3%: buek
pain, 0.4%, D.7%, mzomia, 0.0%, 1.6%. ecoughing, 8.8%, 1.0%; Upper res+
pirstory tract iafection, 0.0%. 7.5%: pruritus, 1.2%, 0.0%; 1ash, 1.2%, 1.3%;
ictynition frequency, 0.4%, 1.3%; urtnary tratt infection, 0.4%, B.9%.
WHO profened (a3 etema, edema gependznt, edama peripheral amd
edama kegs cormbired
ANHD referee g fazh, vash crythemaous sl rs roveko-papular sombined
At wilh Gther NSAIDG, blgher doses of MOBIC (e g,, ehranic daily 30 my does)
wére 3Ezociated with 8n ncreased risk of serlous Gl cvents, therslose the daily
dae of MOBIC should not Bxceed 15 Mg
The lellowing is a Vist of adverze drug reackons veoutring i < 2% of pels
jentz receiving MOBIC in clinical trials, valving appronimetaty 15,400
palients, Aovaras reaclions (eorsg onily in wonduwite posl-markeiing expe-
rience or the fiterature arg shewn in tajics and are conelgered rare (< 0.1%).
Bogy as a Whele: sllzigic reattion, anaphylacleidl reactions sxlding Shock,
face edewns, tatiguc, fever, hol Hushes, malgiee, £yncope. weight decrease,
weight increase Cardivascular. mgina peclofs, canac failure, hyperienzion,
Inypdiension, rmyocardial infarction, wareulite Cantral and Petipheral Nervous
Syztem: convulsions, paresthesla, Yemal, vertigo Gastrointestinal. coifis, Uy
uth, duodetial Uicer, sructalion, ecophagits, pastic ulcar, Qazlfis, 9asy0-
sephagaal refiux; gastrointestingl hememhage, hematemesis, iemarhagic dud-
Genal uicer, hermorhagic astric wicer, iftasbeal pertoration, mena, pancreaits,
perdorated guodangt ulcer, pertarated pastic ulcer, stomativs ukerstve Heart
Rate and Rhythm: arrhyihmia, paipltatien, tuehycardia Hemtologic: agranv
fosis, leukooenia, prpura, Thrombocyloperie Liver and Bitfaty System:
ALT ingreosed, RST increnacd, diirublnemia, GOT increased, hopatlis, Aundrs,
wer fafure Metabollc and Nutittionat: dehydratisn Peychlatric Disordars
abnormma dieaming, arety, appetie ncreased, ponfugion, GERresson. neNeus:
noss, sovrnolense Resplratory: asihma, bronchosgasem. dyzpnea SKin and
Appendages; ziepetia, angioedema, tulkus eruplion, sryhema mutiforme,
photosengiiviy reaction, prurlius,  Stevens-Johnizan syndiome, swealing
Increasad, doxic spidown) Aeoles, utcans Special Sanses: ol vision.
conuncits, tate pervission, ondue Urinaty System: albuminurta, BUN
incicased, teatning wcrsased, hematurla, inlershisl neokats, renal faiure.
DVERDOSAGE
There i limaed experianicn wilh meloxicam overdoze, FOUr Cases havk taken
B 10 11 tmes the highest recommended dose; &b recovered. Chalesiyramint
¢ known 1o ccelerate the clearance of meloxicarm,
Symptoms following acuts NSAD ovcrdese are wzually limitsd ta lethargy, drowsi-
ness, NBULAA, vomiting, and eol%aark: pain. which ae generdlly teversible wih
FUppeIive CETE, Gastraintestngl bagdng can oeur. Severe porspring may 1esut
in hypestension, scute renal talure, hapalc dystunction, respiralony pepression,
coma, somulsions, cardiovstuler collipse, and cardiss amedd aphyactoed
reagtions have been rEportcd vaith terspautic ingoslion of NSADs, and may
0o Ipliwing 21 QVGTIDsE.
Pationts thsuld be managed witts symplomatic and supporive care following
an NSAID ovkdoze. In cases of scute tverdase, gastne ivage Totlowied by adti
v813g charcoal it recommended, Gasltie lavage parformee More than e howt
dhar ovardest hac litle benslil i the treatment of overdose. Agministy ation of
actvated charcea! is fecommended for patients who prozent 1-2 howrs after
ovurdone, For substantial vargase or scucrely Lymplormatic natients. actvated
charcaal may be agminisiered repestealy, Arceierated removal of meloricam
WA egm ra) coses of cholgstyrarnine gren thig limes a Oay wax Lamon.
srated i @ cinicol rial, Adminietiation of choleztyramine may be uselul fol-
{owing an overduse. Forced dluresis, alkuinzation of wiine, Remodialysis, or

bo exetcised w ireding he clderly

hemepedLgion may rot b uzelul due 1o high protein Sinding.
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