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DESCRIPTION: Oraprazin is 8 nonster-

- oidal anti-inflammatory drug (NSAID),

chemicaily designated a3 4,5-dipheayl-
2-axazole-propionic acid, and has the
foilowing chemical structure:

/
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The empirical formula for auaprazin
is € qH,sH0,, and the maleculac
weight is 391. Oxapruozin is a whits to
off-white powder with a slight odov
and a meiting point of 162°C to
163°C. It is slightly soluble in aicohol
and insoluble in water, with an
octanol/water partition coetficient of
4.8 at physiologic pH (7.4). The pK, i
watmis 4.3,

Ozaprozin tablets, for oral adminis-
tration, contain 600 mg of oxaprozin.
1n addition, each tablet contains the
following inactive ingredients: cros-
carmsilose sedium, hydroxypropyl
methylcelivlose, magnesium stearate,
microcrystslline cellulose, potydex-
trose, polysthylens gtycol, povidons,
sodium lauryl sulfate, titaniom dlaxide
and triscetin.

CLINICAL PHARMACOLERY: Oxaprozin
is a nonsteraidal anti-intlammatory
drug (NSAID) that has been shiwn te
have sati-inflammatery, analgesic,
and antipyretic properties in animal
madeis. As with other nonsteroidat
anti-inflammatory agents, sil of the
modes of action of oaprozin are not
fully established. Oxaprozin is an in-
hibitor of several steps sloag the
arachidonic ackd pathway of prosta-
glandin synthesis, snd one of its
modes of action is presumed to be dus
to the inhibition of prostagiandia syo-
thasis at the site of inflammation.

Pharmacedynamics: Acvie ansipesic
affects are demonstrable in humans
after & single 1200 myg dose of axa-
prozin, but anti-inflammatory effects
are not reliably achieved after a single
dose. Bacausa of the long half-hife of
cxaproin, it takes seversl days of
desing to reach steady state (see

acokinetics).

Pharmacshinetics: The pharmacoki-
nutics of guaprazin have besn svaiuat-
ad in spproximataly 400 individuals,
which hava included patisnts with
rheumatoid arthritis, osteoarthritis,
heaithy eldesly volunteers, and pa-
tients with caediac, renal, and hepatic
disease.

Craprazia demonstrates high oral
bioavailability (5%}, with peak plas-
ma concenirations occurmng betwoen
3 and 5 hows after dosing. Food may
reduce the rate of absorption of axa-
proon, but the extent of adsorption is
unchanged. Antacids have no effect
on the rate or extent of oxaprozin
absorption.

As 18 true for most NSAIDS, appeoxi-
mately 99.9% of the cxaprozin present
m plasma is bound to albumin. The
fraction of the drug present in the tis-
sues across the therapeutic dasage
range ranges between 40% and 60%
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Nave aati-nriammatory, anaigesic,
and antipyratic properties (i antmai
madels. As with other nonsteroidal
anti-nflammatery agents, ail of the
modes of action of gxaprozm are not
tully estadlished. Oxaprotin is an in-
tubitor of several steps afong the
arachidonic acid pathway of prosta-
glandin synthesis. and one of its
modes of action is presumed fo be due
ta the inhidition of prostaglandia syn-
thesis at the sita of inflammation.
Pharmacodynsmics: Acule angigesic
stiects are demonstrable in humans
alter a single 1200 mg dose of oxs-
prozin, but anti-inflammatory effects
are aot reliably achieved after & single
dose. Bacause of the long half-iife of
axaprozin, it takes several days of
dosing ta reach steady state (see
Pharmacokinetics).
Pharmacokinetics: The pharmacoki-
netics of axaprozn have been evaluat-
#d in approximately 400 individuats,
which have included patiests with
heumatoid arthritis, ostaoarthritis,
heaithy efderly volunters, and pa-
tients with cardiac, renai, and hepatic
disease.

Oxaprazin demanstrates high gral
bioavailability (95% ), with peak plas-
ma concentrations cccurming bitween
3 and 5 hours after dosing. Food may
feduce the rate of absarption of axa-
orozin, but the extent of absorpion is
unchanged. Antacids have no effect
on the rate or extent of axagrozie
absarption. ,

As is true for mast NSAIDs, appeoxi-
mately 99.9% of the mmaprozin pressnt
in plasma is bound to gidumin. The
iraction of the dnig present in the tis-
sues across the therapeutic dosage
rangs ranges between 40% and 60%
of tha total drug in the body and is
proportional to dose, sinca the tissue
sites are aot saturated with the usual
e doses.

Figure | shows the amount of ma-
protin in the plasma and in the tissua
as a function of dose and the concen-
tration of the free drug.

Figure 1.

Amount of mapeozin in plasma and

tissue a5 a function of dose and free

{unbound) oxaprozn concentration.

Unbound axaprozi is the pharmaco-
logically active component: it is able to
distribute into tissues and to be
clearsd from the bady. The average un-
bound concentration is a function of
the tissue-bound and glasma-boend
drug, and it increases proportionaly
with dose.

As the amount of axaprozin is tha
tisspes increases at higher doss, the
plasma concentration of axaprozin is
limitsd by saturation of plasme pro-
tein binding. In addition, the increase
i froe (wnbound} cxsprozin neselts in
an increass in clearance. Both of
these contribute o the total plasma
concantration of muapruzin increasing

i with doze.

leas than proportionately
Oxaprozin Kinefics ware modeled
using 3 mestt model wit
tirst-order absorptien and protein
indi saturable in the
clinical dosage range. As the dose is
increased from 600 fo 1200 my daily,
the steady state clearance of total
axaprozin increases from 0.25 to
0.38 Uhr, the steady state apparent
volume of distribution increases from
1D to 12.5 L, and the accumulation
haif-lite decreases from 25 to-21
hours. The terminal elimination Ratt-
life is approximately twice as long as
the accumuiation hail-life becayse of
the increpsed binding and decreased
ciearaace at lowsr concentrations.
Steady siate concentrations in clinical
usage ane achieved in 4 ta 7 days.

Plasma levals of totat oxaprozia
(iree and bouad drug) in studies of
patients taking 500 to 1200 mg/day
for savaral months ranged from 98 to
230 meg/mL, corresponding to esti-
mated levols of free drug ranging from.
abowt 0.10 1o 0.43 mcg/mil..

Onaprozin is primanily metabolized
in the liver, by both micrasomal aida-
tion (65%) and glucurenic acid conju-
fation {35%). A small amount (< 5%
of active phenofic metaboiites is pro-
duced, but the contribution to averall
activity is minimal. All conugated
metabolites are inactive.

Biliary excretion of unchanged oza-
prozin i » minor eimination pathway,
and enterobepatic racyciing of oxa-
prozin i insignificant, The glucwonde
Metabolites can be recovered from the
urine (B5%) and feces (35%), while
unchanged oxapenzin is poorty excretad.

Renal dystunction appeacs to aiter
oxaprozi binding and fo reduce un-
bound clearance and unbound volume
ot gistribution; dosage reductions
should be made (see PRECAITINNS
Al
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Plasma ievels of total orapronn
ifree and bound drug) wn studies of
patients taking 500 to 1200 mg/day
for several months ranged from 98 to
230 meg/mL, correspanding to 2sti-
mated levels of free drug canging from
about 0 18 to D.40 meg/mi.

Oxaprozin 15 primanty metabohized
i the hiver, by beth microsamal oxida-
tion {65%) and glucuronic acd conju-
gation (35%). A smatl amount (< 5%}
of active pnenglic metabolites 1S pro-
duced. but the contribution to overalt
activity 15 mummat. All conjugated
metabolites are inaclive.

Biliary excretion of unchanged oxa-
pronn 15 3 miner elimination pathway,
and enterghepatic recycling of oxa-
prozin i significant. The ghxcuronide
metabalites can be recovered from the
urine (65%) and feces (35%). while
unchanged oaproain 1s poorly excreted

Renal dystunction appears o alter
axaproain binding and to reduce un-~
bound chearance and unbound volume
of distndution; dosage reductions
should be made (see PRECAUTIONS:
General).

Age. gender. and well-compensated
cardiac failure do not affect the plas-
ma peatein binding or the pharmace-
kinatics of cxapronin.

Like other NSAIDs eshibiting 3 high

degres of protein dinding and a pri-
marily metaboiic route of eliminatios,
oxaprozin has the poteatial for drug-
drug interactions (ses PRECAUTIONS:
Drug Interactions).
CLIMCAL STUDIES: Rhoumataid Arth-
citls: Oraprozin was evaksated for man-
aging the signs and symptoms of rhey-
matoid arthntis in placebo and active
controlled clinical trials in a total of
646 patients. Ouaprozin was given in
single or divided daily doses of 600 to
1800 mg/day and was found to be
comparable to 2600 to 3900 mg/day of
aspini¥. At these doses'there was 3
trend {over a¥ trials) for axaprozin 1o be
more effective and cause fewer gas-
troimestinal side effects than aspinin,

Oxaprotin was given a3 & once-
3-day dose of 1200 mg in most of the
clinicai riats, but farger doses (up 1o
26 Mg or 1800 mg/sdy) ware used
in selected patients. in soma pabents,
auaprozin may be better toberated in
divided dases. Due to its fong hali-
fife, several days of axaprozin therapy
wece needed for the drug to reach its
fuil sffect {see INDIVIDUALIZATION OF
DOSAGE).

Osteoartheitis: Oraprozin was svalu-
ated for the management of the signs
and symptoms of osteaarthritis in a
total of 616 patients in active con-
trolled clinical trials against aspirin
M = 464), pirscicam (N = 102), and
other NSAIDs. Oxaprozin was given
both i variable {600 to 1200 mg/day)
and in fined {1200 mg/day) dosing
schegules in either single or divided
doses. In these trials, oxaprozin was
found to be comparable to 2600 to
3200 mg/day doses of aspirin or
20 mg/day dases of puaxicam. Oua-
protin was effective both in once-
daily and in divided dosing scheduies.
In controlled ctinicat irials severat
days of axapeozin therapy were noaded
for the drug to reach its full effects
{see INDIVIDUALIZATION OF DOSAGE).
IMOIIDUALIZATION OF SBSAGE: Oxa-
prozin, ike other NSAIDs, shows con-
siderable intenndividual diffessnces
in both pharmacolinetics and clinical
response (pharmacodynamics). There-
{ore, the dosage for esch Aatieat
should be individuatized according to
the patient’s response to therapy.

The usual starting dose for most
normal weight patients with theuma-
1oid arthritis is 1200 mg. once & day.

The ususl starting dose for normal
weight patients with mild to moderate
nsteoarthritis is 600 mg, eoce 3 day,

in cases whers a quick onset of
action is important, the pharmacoki-
netscs of cxapeozia allow therapy to be
started with a one-lims loading dose
of 1200 te 1800 mg (not to exceed
26 mgny).

Doses larger than 1200 mg/day
should be reserved for patients who
weigh more than 50 kg, have normal
enal and hepatic function, are Mt iow
risk of peptic uicer, and whase saveri-
ty of diseass justifies maximal thera-
py. Physicians should ensure that pa-
tients are tolerating doses in the 600
to 1200 mg/day range without gastre-
enterciogic, renal, hepatic, or desma-
tologic adverse effects before advanc-
ing to the larger doses,

The maximum recommended total
daily dosage is 1300 mg 1 divided
doses.

Mast patients will tolerate once-s-
day dosing with oxaprozin, altheugh
divided doses may be tried in patients
unable to iolerate single doses. As
with alt drugs of this class, the fre-
quency and Severity of adverse svents
wil depend on the dase o the drug,
Ihe age and physical condition of the
patient, any concusrent medicat diag-
noses, individual vulnerability, and
the duration of therapy. In clinical tri-
als of oxaprozin, o clear dose-re-

s maes calnbinnckie wae casn bur veni_
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daily and in divded Josing schedules.
In controlled chinical tnals several
days of axaprozto theragy were needed
for the drug to reach its full eflects
(see INDIVIDUALIZATION OF NOSAGE)
INDIVIDUALIZATION OF OOSAGE: Ona-
pronn. like other NSAIDS, shows con-
sidesable ntenndividual differences
in both pharmacokinetics ang clinical
response {pharmacodynamics). There-
fore, the dosage for each nalient
should be ndniduahized according to
the patient's response to therapy.

The usual starting dose for most
normal weight patients with sheuma-
toid arthritis 1s 1200 mg, onca a day.

The usual starting dose for normal
weight patients with mild to moderate
ostegarthritis is 600 mg, once 3 day

In cases where a quick onset of
action 1s important, the gharmacoki-
netics of oxapeazin aliow therapy o be
started with a one-time Wading dose
of 1200 to 1800 mg (ot to exceed
26 mg/hg)

Doses lacger than 1200 mg/day
should be reserved for patients who
weigh more than 50 kg, have normal
renal and hepalic function, are at iow
rish of peptic ulcer, and whose severi-
ty of disease justifies maximal thera-
py. Physicians should ensure that pa-
tients are tolerating doses in the 600
to 1200 mg/day range without gastro-
enterologic, renal, hepatic, or derma-
tologic adverse effects before advanc-
ing to the larger doses.

The maximum recommended total
daily dosags is 1800 mg in divided
doses.

Most patients will tolerate once-3-
day dosing with oxapeozin, although
divided doses may be tried in patients
unable 10 toierate single dosas. As
with all drugs of this class, the fre-
quency and severity of advesss events
wilt depend on the dase of the drug,
the age and physical condition of tha
patient, any concurrent medical diag-
noses, individual vulnesability, and
the duration of therapy. In clinical tri-
als of oxaprotin, no clear dose-re-
sponse relationship was seen for seri-
ous adverse effects, dut physicians
are cautioned that the reported safety
data were developed in patients who
iad successtully taken lower doses of
onaprozin before heing advanced
abave 1200 mg/day.

Experience with other NSAIDS has
shown that stasting therapy with max-
imal doses 1 patients at increased
risk due to ranal or hepatic diseasa,
iow body weight, advanced age, 3
inown ulcer diathesis, or known ssn-
sitivity to NSAID effects is likely 10
increase the frequency of adverse
events and is not recommended (see
PRECAUTIONS).

INDICATIONS AND USAGE: Oxaprozin
tablets are indicated foc acute and
fong-term use in the managemeant of
the signs and symptams of osteo-
arthritis and theumatoid artheitis.
CONTRAINOICATIONS: Oxaprozin tab-
lets should not be used in patients
with previously demonstrated hyper-
sensitivity to oxaprozin tablets of any
of its components of in individuals
with the complete or partial syndrome
of nasal polyps, angivedema, and
bronchospastic reactivity to aspicin or
other noastercidal anti-inflammatory
drugs (NSAIDS).

Severe and occasinslly fatal asth-

matic and anaphylactic reactions
have been reported in gatients reosty-
ing NSAIDs, and there have been rare
reports of anaphrylaxis in patients tak-
ing oxaprozin tablets.
WARNINGS: RISK OF GASTROINTEST)-
NAL (G1) WLCERATION, BLEEDING, 0D
PERFORATION WITH NONSTERBIBAL
ANTI-INFLAMMATERY ORUG THERAPY:
Senous gastrointestinal toxicity, such
as bleeding, uiceration, and parfacs-
fioa. can occur at any time, with of
without warning symptoms, in pa-
tients treated with KSAIDs. Aithough
mings upper gastrointestingt prob-
iems. such as dyspepsia, are common,
and usually develop early in therapy,
physicians should remain alert for
ulceration and biseding in patients
treated chronically with NSAIDS, sven
in the absence of pravious Gl tract
symptoms. in patients observad in
clinical trials foc several months to 2
yeats, symptomatic upper Gl ubcers,
gross bieeding, or perforation appeas
to occur in approximately 1% of pa-
hients traated for 3 to 6 months, and
in about 2% to 4% of patients treated
for 1 year. Physicians should inform
gatients about the signs and/or symg-
toms of serices Gl toxicity and what
steps to take if they occur.

Patients at nisk for developing peptic
ulceration and bieading are those with
a prior hstory of serious Gl events,
alcohotism, smoking, of other factors
known to be associated with peptic
uicer disease. Elderly or debilitated
patients seem to tolerate ulceration o
bieeding less well than athes individe-
als, and most spontaneous reports of
fatal Gi events are 1 these popula-

tions. Studies to date are inconclusive *

cancerning the relative risk of various
nonsteroidal antt-inflammatory drugs
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dlcer disaase. Ziderty of debiitated
pabents seem to toierate ulceration o
bleeding less weil than other individy-
ais, and most spontaneous reports of
fatal Gl events are in these popula-
tions. Studies to date are inconciusive
concerning the relative risk of vanous
fnonsteridat anti-inflammatory drugs
(HSMIDS) in causing such reactions.
High dases of any NSAID Probably carry
3 greater risk of these resctions, and
substantial benefit should be antici.
Pated to patients prior to prescribing
maximal doses of oxaprozin.
PRECAUTIONS: General: Hepatic £/-
focts: As with other nonsterosdat ant;-
inflammatory drugs, borderline eteva-
tions of ona or mory liver tests may
OCCUr 1n up to 15% of patients. These
abaormalities may progress, remain
essentially unchanged, or resalve with
continued therapy, The SGPT (ALT) test
is probably the most sensiive indica-
tor of ltver dystunction Meaningfut (3
times the upper limit of normal) ele-
vations of SGOT (AST) occurred i con-
trotled clinicat trials of oxaprozin in
fust under 1% of patients, A patient
with symptoms and/or 3Igns suggest-
ing tiver dystunction or in whom an
abnormal lives test has occurred
should Be evaluated for evidence of
the development of mare severe he-
patic reaction while an therapy with
this drug, Severe hepatic reactions
including jaundice have besn reported
with oxaprozin, and thers may be 3
rish of fatal hepatitis with oxaprozin,
Such 23 has been seen with other
NSAIDS. Aithough such reactions ary
fare, if abnormal liver tests persist or
worsen, clinical signs and symptoms
consistent with liver disease develop,
of systemic manifestations occur
(sosinophilia, rash, faver), sxaprozin
should be discontinued.

Wedl-compensated hepatic cirrhosis
does nat appest to after the disposi-
tion of unbound mxaprarin, o dosage
adjustment is not necessary. Howsver,
the primary route of efimnation of ma-
prozia is hepatic metabolism, sq cag.
tion shauld be observed in patients
with severs hepatic dysfunction,
Rooal Effects: Acude interstitia) Beph-
ritis, hematuria, and proteisuria have
besr reported with CX2prozin as with
other NSAIDS. Long-term administry-
tion of some nonstervidal anti-inflam-
matory drugs to animais has resulted
in renal papiltary necrosis and other
abnormat renat pathology. This was
not observed with oxaprozin, buf the
clinicai significance of this Cifference
1S unknown.

A second form of renal tosicaty has
been seen in patients with preexisting
conditions leading to a reduction in
renat blood flow, where the reng| pros-
taglandins have 3 supportive role in
the maintenance of renal pertusion (n
these patients administration of a
nonsteroidat anti-inflammatory drug
May cause a dose-dependent reduc-
tion in prostaglandin formation and
May precipitate overt renaj decompen-
sation. Patients at greatest risk of this
reaction are thase with previously im-
paired renal function, heart faiture, or
liver dystunction, those taking diuvet-
ics. and the elderty. Discontinuation of
nonsteroidal anti-intlammatory drug
therapy is often followed by recovery to
the pretreatment stats. Those patients
at high risk who chronicatly take oxa-
prozin should have renal tuaction
Monriored i they have signs o symp-
Toms that may be consistent with mild
arotemia, such 2 malsise, fatigue, or
loss of appetrte. As with a1) NSAID
Iherapy, ratients Mmay oc-asionaily
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The pharmacokinetics of axaprelin
may e signiticantly altered 1 pa-
tienls with renat insufficiency or in
patieats who are ungdergoing hemo-
dialysis. Such patients should be
started on doses of 600 mg/day. with
cautious dosage mereases if the de-
sired effect 13 nat otitained. Oxapeorth
1s not dialyzed because of its gh
degree of protein binding

Like other NSAIDs. axaprous may
worsen {luid retestion by the ludneys
in patients with uncompensated car-
disc laiture due to &S eifect on peos-
taglandins. 1t should be used with
caution in patients with 3 histary of
hypertension, cardiac decompensa-
tian, in patients on chronic deuretic
therapy. of in thuse with ather condi-
tions peedisposing 10 fluid retentoen

~ Quapeozin has been
assaciated with rash andfoc muid pho-
rosensitivity in dermatologic testing.
An ingreased incidence of rash on
sun-exposed skin was seen in some
patients in the clinicat trists.
Socommended Ladorstory Ti

Because safious G tract uicesation
and bleeding can occuf without wam-
ing symptoms. physicians should fol-
tow chronically treated patieats ot
the signs and symptoms of ulceration
204 bleeding and shouid inform thea
of the importance of this fotlaw-up
(sen WARNINGS).

Anemia mpy 0CCUl 10 patients fa-

o o fhelt

ceiving -
mummnm rotention, gastro-
intestingl blood loss, of 30 incom-
phately descn! stfect upon erythro-
genesis. Patients on long-term troat-
ok with auaprozin should have their
temaoglobin of ematocrit values de-
terminad at appropriate intervals a3
detereined by the clisical situation,
Oxapeozin, like other NSAIDS, can
affect platelet aggregation and pre-
long blesding time. Oxapeozin sheuld
be used with cavtion patients wih
undertying hemostatic dafocts o in
those who aré undergoing surgical
procadures whers 3 high degree of
tomastasis 18 needed.
Information for Patients: Oxaprozin,
tike other deugs of its class, nonster-
oidal suti-inflammatory drugs
(NSAIDS), is not free of sida effects.
The side effects of these drugs can
cause discomfort and. rarely, sarious
sida offects, such a3 lmmlmsliml
blesding, which M8y result in hospi-
talization snd even fatal cutcomes.
NSAIDS are often essential sgents
in the management of artheitis, but
they may alsa be commonty employed
for conditions that ars less sorious.
Physicians may wish to discuss
with their patients the potential risks
{aed WARNINGS, PRECAUTIONS, and
ADVERSE REACTIONS) and Hhsly bee-
fits of sxapealin treatment, particu-
larty in less-senous conditions where
treatment without cxaprolin may rep-
resant as acceptable sltermative to
both tha patient and the physician.
Patients seceiving. oxaprezin may
benefit from physician instruction in
fhe symptoms of the mare Common of
serious uslmin\cslinal. renal, he-
patic, hematologic, and dermatologic
adversa effects.
Laberatory Tust interactions: Faise-
positive uring immanoassay screening
tests for benzodiazepices have been
reported in patients taking oxaprutin.
Thimm\uuchdswi!uydm
scrvening lests. False-positive test
casuits may be axpected o several
days following discontinuation of o~
prozia therapy. Confiematory tests,
such as (3% chromatography/mass
spectrometry, will distinguish apro-
in trom 3
Seag Interactio spirin: Con-
comitant agministration of oxaprozin
and aspirin is not recommended be-
cause uaprazin displaces saliclatss
froem plasma protein tunding sites. Co-
administration would be expected to
increasa the fisk of sakicytate toicy.
Scal Anticaaguiants: The anticosge-
|ant effscts of warfarin were wot at-
focted by the coadministeation of
1200 mg/day of cxapratie. Neverthe-
tess, caution should be enrcised when
adding any Grug that affects platolet
function to the regimen of patients re-
ceivng oral anticoagulants.
Hy-Recoptor Antagonists: Th total
body clearance of oxaprazin was re-
duced by 20% in subjects who Coe-
currently received therapeutic doses
of cimetidine or ranitidine: no other
pharmacokinetic paratneter was at
fected. A change of clearance of this
magnitude lies within the range of
sormal variation and is uniikely to
produce a clincally detectabla differ-
ence in the outcome of therspy.
Sota-blockers: Subjects recaiving
1200 mg oxaprozin qd with 100 mg
metoprolot tid exhibited statisticatty
significant but transient (acreases in
sithing and standing blood pressures
after 14 days. Therefore, as with afl
NSAIDs. routine blood pressure moni-

-y
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Oral Anticoagutants: he nTiC0agu- . - ;

Jant effects of wartann were not af- -
tected by the coaadmimstration ot
1200 mg/day of orapronn Neverthe-
jess. caution should be exercised when
adding any drug that attects platelet
function to the regimen of patients re-
cenving o anticoagulants.
Ny-Receptor Antagonists: The total
bady clearance of cragrolin was fe-
duced by 20% in subjects who con-
currently received therapeutic doses
of cimetidine or ramtiding; no ather
pharmacokinetic parameter was at-
facted. A change of clearanca ol this
magnitude lies within the range of
pormal vanation and s unlikely to
produce a clisicatly getectable diffes-
ence in the outcome of therapy.
Bota-blechers: Subjects receiving
1200 mg oxapsozin qd with 100 mg
metoprolel bid exhibited statisticatty
signdicant ut transieat increases in
siting and standiog tiood pressufes
after L4 days Theselore, as with a
S, routine blood pressure moat-
toring should be considered in these
patients when starting onaprodin ther-

apy.
Qther Drugs: The coadministration of
oxaprozin and antacds, acetaming-
ohen, or onjugated estrogens cesult-
ed in no statistically significant
changes in pharmacoiunetic parsme-
tess in single-and/or multipie-dose
studies. The interaction of oxaprozm
with lithium and cardiac glycosides
has not been studied.
Carcinegenesis, Mutagesesis, im- .
palrment of Ferthity: tn oncogenicity
studies, oxaprozin administration foe
2 years was associated with the exac-
erbation of lives neoplasms (hepatic
agengmas and carcinomas] in male - s
€O mice, but not in female CO mice o .
cats. The significance of this species- ) .
specific finding to maa is unknown. : ——— -
Oxaprozin did not display muta-
geaic potential. Results from the :
Ames lest, torward mutation m yeast
and Chinese hamster ovary (CHO} .
cails, DNA repaic testing in CHO ceils,
micronucleus testing in mouse bene
marrow, chromosomal aberration
tasting in human hymphocytes, g
coll transtormation testing in mouse -
fibroblast al showed 1o evidence of .
genetic toxicty of cell-transforming .
ability.
Osaprozin administration was ot . .
associated with impaiement of fartility
in mate and female rats ak oral do3es » —_—
op to 200 mgkg/day (1180 mym’): T
Ahe usual human dose is 17 mggiday
(629 mg/m?), Hawever, tasticulat
degeneration was obsasved in bea-
gle dogs treated with 375 to .
150 mg/kg/day (750 to 3000 mgymd)
of oxaproiih Tof 6 manths,. Shyeg
375 mykg/day for 42 days. 2 finding
not contirmed in other species. The ..
clinical relevance of this linding is nok...-

Known.
Pregrancy: Terstogenic Effects.
C: There are no

adequate or well-controlied studies in
pregnant women. Tesatology studies
with craprozin were performed in
mice, rats, and rabbits. I mice and
rats. no drug-related developmental
atnarmatities wera observed ot 50 b
200 mg/kg/day of cuapratin {225 to
300 mg/m?). However, in rabbits,
infrequent maiformed fetuses weie .
abserved in dams treated with 7.5 to
30 mg/vg/day of oxapeotin (the usual .
human dasage rangel. Oaprazin
should be usad duriag pragnancy only
it the potential benefits justify the
potential risks o the fetus.
Labor and Delivery: The effect of
oxaprazin in pregnant women is un-
Known. HSAIDs are known te delay
parturition, to accaletste closure of : .'
the fetal ductus arteriosss, and to be
associated with dystocis. Ouagrezin is :
known to have caused decreases in
pup survival in rat studies. Accord- . ‘¢
ingly, the use of oxaprazin during late
peegnancy should be avoided. -
Norsieg Mothers: Studies of oxaprozin
excretion in human mitk have not
been coaducted: however, OXaproLin
was found in the milk of lactating
rats. Since the effects of guapratin 08
infants are nol known, Caubon should
be exercised if oxaprozin is adminis-
terad 10 AUTSIG WOMRED.
Padiatric Use: Safety and sifective- .
ness of oraprazin in pediatric pationts
have not been estatlished. .
Saclatric Usa: No adjustment of the
dose of Qxaprozin is NECESSHY in the
elderly for pharmacokinetic seasons,
although many eiderly may nsed o re~
ceive a reduced dose because of low
body weight or disorders associated
with aging. Ma significant differences
1 the pharmacolinetic profile for oxa-
prozin wese seen \n studies in the
healthy eidesly. .

Although setected elderly patients | ry
1n controlled clinical trials toterated
gmaprozin as well as younges patients,
caution should be exercised in treat-
ing the eldery, and extra care should !
be taken when choasing 3 dose. As
wilh any NSAID, the eiderly are likety
to tolerate adverse reactions less weil
than younger patieats.
ADVERSE REACTIONS: Adverse reac-

S fumra mabinnte
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aup sunsvas :n -3t studies ACcord-
ngry. the use ai waorozin Juring iate
oregnancy snauid de avoided.

Mursing Mothers: Studes of axaprozin
excretian in human mitk have not
heen conducted: however, ouaproun
was found in the mik of factating
rats. Since the effects of oxagrozin on
infants are not known. cautron should
be exercised if oxageozn s adminis-
tered ta fursing women.

Pedistric Use: Safety and effective-
ness of aaprozn i pediatnc patients
have aot been established.

Geriatric Use: Mo adjustment of the
dose of oxaprozin is necessary in the
elderly los pharmacokinetic reasons,
although many elderly may need to re-
ceive 2 teduced dase because of low
body weight or disorders associated
with aging. No sigmticant diffecences
in the pharmacokinetic profile for axa-
prozin were seen tn studies in the
heaithy eiderly.

Although selected eiderly patients

in controtled climcal tnais tolerated
axaprozin as wall as youager patients,
caution should be exercised i treat-
ng the elderly, and exira care should
be taken when choosing a dose. As
with any NSAID, the elderty are likely
10 tolerate adverse reactions less well
than younger patients.
ABYERSE REACTIONS: Adverse reac-
tion data wese derved from patients
who exaprozin in muitidese,
controited. and open-label clénical iri-
als, and from worldwida marketing
experience. Rates for events occuming
in moce than 1% of patients. and for
mast of the less common eveats, are
based on 2253 patients who took 1200
to ll‘ mg arapeozin peq day in clini-
cal tridis” 31 these, 1721 were treated
for at least | month, 971 for at least 3
moaths, and 366 for more than | year.
Rates for the rarer events and far
events regorted from worldwide mar-
Nating experience are ditficuit to esti-
mate accurately and are ondy listed a3
less than 1%.

The adverse avent rates below refer
1o the incidence in the first month of
wse. Most of the events were seon by
this time for commvon adverse reac.
lions. Howeves, the cumutative inci-
deace can be sxpacted to riss with
continued theragy, and some events,

such as gastrointestinal bleeding {see -

WARMINGS), seem to occur at a con-
stant or possibly increasing rate over
time.

The most frequently reposted ad-
verse reactions were related to the
gastrointestinal tract. They were nau-
sea {8%) and dyspepsia (8%).
Incideacs Graster Than 1%: in clifi-
cal trials the following adverse reac-
tions occurred 3t an incigence greater
than 1% and are probably related to
treatmen. Reactions occurming in 3%
to 9% of patients treated with oxs-
peazin are indicated by an asbarisk (*);
those reactions occurring in less than
3% of patients are unmarksd.
Digestive System: abdominal pain/dis-
tress, anorexia, constipation?, diar-
cthea®, dyspepsia“. flatutence, nau-
sea”, vomiting.

Nervaus System: CNS inhibition (de-
pression, sedation, somnglence, of
confusion), disturbance of sieep.

Skin and Appendages: 1ash*.

Specisi Senses: tinnitus.

Urogenital System: dysuria or fre-

quency.

{ncidence Less Than 1%: Prodadie
Causal Relatisaship: The following
adverse reactions were regorted in
clinical tnals of from woridwide mar-
heting experience at an incidence of
less than 1%. Thosa reactions separt-
o only from worldwide manating &-
perience aca in Aalics. The probabifity
of a causal reiationship ezists be-
tween the drug and these adverse

reactions.

Body s 2 Whole: drug Iryparsensitivity
reactions including anaphylaxis and
sorum sickpess.

Cavdiovascolar System: edama, blood
pressure changes.

Digastive System: peptic vlceration
and/or Gi bieeding (ses WARNINGS),
liver function abnormaiities inciuding
hapatitis {ses PRECAUTIONS), stom-
atitis, hamorrhoidal of rects! bieed-
ing, pancrestitis.

Hematologic System: asemia, throm-
bocytopenia, leukopenia, ecchymoses,

agranuiccytasis, pancytopenia.
Matabotic System: weight gaia,
weight loss.

Nervous System: weakness, malsise.
Resgiratory System: symptoms of
upper respiratory tract infection.

Skin: peuritus, urticaria, phatosensi-
tivity, pseudoporphyria, axfoliative
dermatitis, erythema muitiforme,
Stevens-jobnsen syndrome. faxic &pi-
dermal necrolysis (Lyell’s syndrome).
Spectal Senses: blurred vision, con-
junctivitis.

Urogenital: acute iterstitial asphei-
tis. nephratic syndrome, hematuria,
renal insufficiency, acute ranal fail-
ure, decreased menstrual flow.
Cawsal Relationship Unkaown: The
following adverse feactions occuiTed
at an incidence of less than 1% in
clinical trials, or were suggested from
marketing experience. under crcum-
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incigence siedter A e e
34 0de ne tallow R daverse r2ac
tions accurred at 1n ncidence Ireater
than 1% 0@ are Dropaoty related to
treatment. Reacuons occurring 0 3%
10 9% of palients treated with oxa-
prozin are indicated by an astensk (S
those reactions occurming in less than
3% of patients are unmarked.

igestive System: abdomanal panvdis-
tress. anorexia, constipation®, diat-
thea*. dyspepsia®, Hatutence. nau-
sea”, vomiting
Nervous System: CNS inhibition (de-
pression, sedation, somnolence, ac
confuswon), disturbance of sleep.
Skin and Appendages: 1ash®
Special Senses. tinnitus.
Urogenital System: dysuria or tre-

quency.

Incidence Less Than 1%: Probadle
Causal Relationshig: The following
adverse reactions were reported in
clinical trrals or from woridwide mas-
keting experience at an ncidence of
fess than 1% Those reactions report-
ed only from wortdwide marketing ex-
perience are in itafics. The probability
of a causal relationship exists ba-
tween the drug and these adverse
reactions.

Body as a Whate: dug hypersensitivity
reactions including anaphylaxis and
serum sickness.

Cardiovascular System: sdema, bleod
pressure changes.

Digestive System: peptic uiceration
and/or Gl blesding (see WARNINGS),
fiver function abnormalities including
hepatitis (sea PRECAUTIONS), stom-
atitis, hemorrhoidal or rectal blsed-
ing, pancrestitis.

Hematologic System: anemia, throm-
bocytopenia, leukopsnia, scchymoses,
agranulocytosis, pancytopenia.
Metabolic System: weight gain,
weight loss.

Nervous System: weshknes, malaise.
Respiratory System: symptoms of
upper fespicatory tract infection.

Skin: prusitus, unticania, photosensi-
tivity, pseudoporphyria, exfolistive
dermatitis. erythema multiforme,
Stevens-johnson syndrome, taxic epi-
dermai nacrolysis (Lyafl’s syndrome).
Special Senses: blurred vision, con-
junctivitis,

Urogenital: acute interstitial nephri-
tis, nephrotic syndrome, hematuria,
renal insufficiency, acute ranal fail-
ure, decreased menstrual flow.
Causal Ralstioaskig Ynknows: The
following adverse reactions sccusred
at an incideace of less than 1% in
clinical triats, or were suggested from
marketing expesience, under circum-
stances where 2 causal relationship
could not de definitely established.
They e listed as alerting information
for the physician.

Cardiovasculsr System. palpitations.
Digestive Systam: alteration in taste.
Respiratory System: sinusitis, pul-
monary infections.

Skin and Appendages: aiopecia.
Special Senses: heasing decrease.
Urogenitai System: increase in men-
strual flow.

DRUG ABUSE AMD DEPENDENCE: Ona-
peazin is a non-narcatic drug. Usually
religbie animal studies have indicat-
ed that oxaprozin has a0 known ad-
diction potential in humans.
OVERDOSAGE: Mo patient experienced
aither an accidental of intentional
overdesage of oxaprozin in the clinical
trials of the drug. Symptoms following
acute overdose with other NSAIDS are
usually limited to lethargy, drowsi-
ness, nauses, vomiting, and spigas-
tric pain and are peneraily reversible
with supportive care. Gastrointestinal
bleeding and coma have accurred fol-
lowing NSAID overdose. Hypertension,
acute renal failure, and respivatory
depressian ase rare.

Patients should be managed by
symptomatic and supportive care fol-
fowing an NSAID overdose. There ate
na specific antigotes. Gut decontami-
nation may be indicated in patients
seen within 4 hours of ingestion with
symptoms o following 2 large over-
dose (5 to 10 times the usual doss).
This should be accomplished via eme-
sis and/or activatad charcoad (60 to
100 ¢ in adults, 1 to 2 gAg in chil-
dren) with an osmotic cathartic.
Forced diuresis, alkatization of the
unine, of hemoperfusion would proba-
bly Aot be useful due to the high de-
gree of protein binding of axapeatia.
DOSAGE AND ADIUSTRATION: Rbeu-
matoid Arthritis: The usual daily dose
of oxapeozin tablets ia the mansge-
ment of the signs and symptoms of
rheumatoid asthritis is 1200 mg (two
600 mg tablets) once a day. Both
smatler and larger doses may be re-
quired in individual patients (see
(NDIVIDUALIZATION OF DOSAGE).
Ostsoarthritis: The usual daily dose
of oxaprozin tabiets for the manage-
ment of the signs and symptoms of
moderate to severe osteoarthritis is
1200 mg (two 600 mg tablets) once &
day. For patients of low body weight or
with milder disease, an initiat dosage
of one 600 mg tablet once a day may
te appropriate (see INDIVIDUALIZA-
TION OF DOSAGE). ‘

Regardiess of the indication, the
dasage should be individualized to
tha lnwest sftactive dnse of moanmzin




Tarced iGresds. mkdicition R
e, 3 1emaperTysion wowd HeDa-
iy not be useful due ‘0 tne g de-
ree of proten inding of oxaproain.
DOSAGE AND ADMANISTRATION: Rheu-
mateid Mthritis: The usual daily dose
of oxapronin tablets in the manage-
ment of the signs and symptoms af
theumatand arthritis is 1200 mg (two
600 mg tablets) ance a day. Bath
smalier and larger doses may be re-
quired individua! patieats (see
INOIVIDUALIZATION OF DOSAGE).
Osteoartaritis: The usual daily dose
of oxaprazin tablets for the manage-
ment of the signs and symptoms of
maderate to severe asteaarthiitis is
1200 mg (two 500 mg tablets) once 3
day. For patients of low body weight or
with milder disease. an indial dosage
af ane 600 mg tablet once a day may
be appropriate (see (NDIVIDUALIZA-
TION OF DOSAGE). :
Regardless of the indication, the

dosage shoutd be individuatized to
the lowest effective dose of oxapretin
tablets to minimize adverse effects,
and the maximum recommended total
daily dose is 1800 mg (or 26 mg/kg.
whichever is lower) in divided doses.
SAFETY AND HANOUINE: Dnaprozin is
supptied as 2 salid dosage form in
closed containers, is not known to
produce contact dermatitis. and
poses no known risk to heslthcare
woekers. It may be disposad of in ac-
cordance with applicable local regu-
lations governing the disposal of
pharmaceuticals.
HOW SUPPLIED: Oxaprooin Tablets are
available containing 600 mg of oxa-
prozin. The tablets are white. fitm-
coated, oval, bicomve, beveled sdge
1ablets debossed with 11 to the left of
the score and 77 ta the cight of the
score on one side of the tablet snd
MYLAN on the other side. They are
avaitable as follows:

NOC 0378-1177-01

battles of 100 tablets

NOC 0378-1177-05

bottles of 500 tabtets
STORE AT ROOM TENPERATURE
15° 70 20°C (39° 70 84°F).
Dispense in a fig! ght-resistant
container as defined in the USP using
2 chisd-resistant closure.

MYLAN®

Mylan Pharmaceuticals lac.
Margantoven, WY 26505
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