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DESCRIPTION:
Diftunisal is 2", 4"~ difluoro-4-hydroxy-3-biphenylcarboxytic acid. its molecular formula is Ci3HyF,0; and its
structural formula is

COOH

Oiflunisal has a molecular weighl of 250.20. 1 is a stable, white. crystailine compound with a melting point of
211°-213°C. 1t is practically insotuble in water at neutral or acidic pH. Because itis an organic acid. it dissolves
readily in dilute alkali to give a moderately stable solution at rogm temperature It is soluble in mos! organic
solvents including ethanol, methano), and acetone.

Diflunisal is available in 250 and 500 mq tablets for orat administration. Diflunisal tablets contain the following
wmactive ingredients: FD&C yellow #6 aluminum lake (sunset yellow Iake)Ln‘ydroxypmnyt cellulose, nxdluxypropyl

y 0 stearate, microcry cellulose, polyethy glycol, starch, and
titanium dioxide. The 250 mg tablet also contains polysarbate 80
CLINICAL PHARMACOLOGY:
Action: Diflunisal is a non-steroidal drug with anti-int! y and antipy properties. Itis a
peripherally-acting non-narcotic analgesic drug . and add; have not been reported

Diflunisal is a difluorophenyt derivative of salicylic acid Chemically, ditlunisal differs fram aspirin (acetylsalicylic
acid) in two respects. The first of these two is the presence of a difluoropheny} substituent at carbon 1. The
second difference is the removal of the 0-acetyl group from the carbon 4 position. Difiumisal is not metabolized
fo salicylic acid, and the fluorine atoms are not displaced from the difiuoropheny! fing structure

The precise ic a t Yy actions of di is not known. Oiflunisal is
a prostaglandin synthetase inhibitor. In amimals, prostaglanding sensitize afferent nerves and potentiate the
action of bradykinin in inducing pain. Since prostaglandins are known o be among the mediators of pain gnd
(nflammation, the mode of action of diflunisal may be due 10 a decrease of p in tissues.
Ph; ics and M ism. Diflunisal is rapidly and absarbed foll g oral i
with peak plasma concentrations occurring between 2 to 3 hours. The drug is excreted in the urine as two
soluble gi j ing for about 90% of the administered dose. Litlle or no diflunisal is
excreted in the feces. Diflunisal appears in human milk in concentrations of 2-7% of those in plasma. More
than 99% of difiunisal in plasma is bound to proteins.

As is the case wilh salicylic acid, ion-d phari prevail when diffunisal is

in . a doubling of dosage prod a greater than doubling of drug accumulation. The effect
becomes more apparent with repetitive doses. In contrast to salicylic acid which has a plasma half-life of 2 12
tours, the plasma half-life of diflunisal is 3 to 4 times longer (8 to 12 hours), because of a diftuorophenyl
substituent at carbon 1 Because of its long hafi-life and nonlinear pharmacokinelics, several days are required
for diflunisa) plasma levels to reach steady state following multiple doses. For this reason, an initial i8ading
dose is necessary 10 shorten the time to reach steady state levels, and 2 to 3 days of observalion are necessary
tor ing changes in gi if a loading dase is not used.

Studies in baboons to determine passagepacross the blood-brain barrier have shown that only small
quantities of diflunisal, under normal or acidotic conditions are transported into the cerebrospinal fluid (CSF)
The ratio of blood/CSF concentrations after intravenous doses of 50 mg/kg or oral doses of 100 mg/kg of
diflunisal was 100:1. In contrast, orai doses of 500 mg/kg of aspirin resulted in a biood/CSF ratio of 5 1
Mild to Moderate Paim Diftunisal is a peripherally-acting analgesic agent with a long duration of action
Oifiunisat produces significant anaigesia within 1 hour and maximum analgesia within 2 to 3 hours

Consistent with its fong halt-life. clinical etfects of diflunisal mirror its pharmacokinetic behavior, which is the
basis for recommending a foading dose when instituting therapy. Patienis treated with diflunisal, on the first

dose, 1end to have a slower onset of pain relief when with drugs ach g peak effects.
However, difiunisal produces longer-lasting responses than the comparative agents
Comparative single dose clinical studies have i the gesic efficacy of difl at various dose

fevels relative to other Igesic effect were derived from hourly evaluations by
patients during eight and twelve-hour posidosing observation periods. The following information may serve as
a guide for prescribing diffunisal.

Difiunisal 500 mg was comparable in anaigesic efficacy to aspirin 650 mg. acetaminophen 600 mg or
650 mg. and acetaminophen 650 mg with propoxyphene napsylate 100 mg. Patients treated with diflunisal had
longer lasting responses than the patients Irealed with the comparative analgesics

Oifiunisal 1000 mg was comparabie in analgesic efficacy to acetaminophen 600 mg wilh codeine 60 mg
Patients treated with diflunisal had longer lasting responses than Ihe patients who received acetaminophen with
codeine

A loading dose of 1000 mg provides faster onset of pain rehet, shorter time to peak analgesic effect, and
greater peak analgesic effect than an initial 500 mg dose

In contrast to the [{] . 3 Sig) y greater proportion of patients treated with ditunisal
did not remedicate and continued to have a good analgesic effect eight ta twelve hours after dosing Seventy-
five percent (75%) of patients treated with difiunisal continued to have a good analgesic response at four hours
When palients having a good analgesic response at four hours were foliowed, 78% of these patients continued
ta have a good analgesic response at eight hours and 64% at twelve hours
Chronic Anti-Inf: y Therapy in O: and Rh Arthritis. In the contralied, double-blind
clinical trials in which diflurusal (500 mg to 1000 Mg a day) was compared with anti-inflammatory doses of
aspirin {2-4 grams a day). patients treated with ditfumisal had a signtticantly lower incidence of tinnitus and of
adverse effects involving the gastrointestinal system than patients treated with aspirin.  (See also £ffect on
Fecal Blood Loss)

0: itis: The eff of difl tor the of was studied in patients with
osteoarthitis of the hip and/or knee The activity of difl was d d by clinical in the
signs and symptoms of disease activity

In 2 double-blind multicenter study of 12 weeks' durahion in which dosages were adjusted according to
patient response, diffunisal, 500 or 750 mg daily, was shawn to be comparable in effectiveness to aspirin, 2000
or 3000 mg daily. In open-tabel extensions of this study 10 24 to 48 weeks, diflunisal cantinued to show similar
effectiveness and generally was well tolerated
Rheumatoid Arthritis: in controlled clinical trials. the eff of dif was for both acute

and long-term of rh id arthris. The activity of diflunisal was demonstrated
by clinical improvement in the signs and symptoms of disease aclivity.

In a double-blind multicenter study of 12 weeks’ duration in which dosages were adjusted according to
patient response, ditlunisal 500 or 750 mg daily was comparable in effectiveness to aspirin 2600 or 3900 mg
daily tn open-iabel extensions of this study to 52 weeks, difiunisal continued fo be effective and was generalty
well tolerated.

Diflunisal 500, 750 or 1000 mg daity was compared with aspirin 2000, 3000, or 4000 mg daily, n a multicenter
study of 8 weeks' duralion in which dosages were adjusted according to patient response. In this study,
diflunisat was comparable in efficacy to aspirin

In a double-blind multicenter study of 12 weeks' duration in which dosages were adjusted according to
patient needs. difiunisal 500 or 750 myg daily and ibuprofen 1600 or 2400 mg daily were comparable in
effectiveness and tolerability

In a double-blind mutticenter study of 12 weeks' duration. diftunisal 750 mg daily was comparable in efficacy
to naproxen 750 mg daity The incidence of gastrointestinal adverse effects and tinnitus was comparable for
both drugs. This study was extended ta 48 weeks on an open-label basis. Diftunisal conlinued to be effective
and generally well tolerated

In patients with rheumatoid arthritis, diffunisal and goid salts may be used in combination at their usual
dosage levels. In clinical studies, difiunisal added to the regimen af gotd sails usually resulted in additional
symptomatic relief but did not alter the course of the underlying disease
Antipyretic Activity. Diflunisal is not recommended for use as an antipyretic agent. in single 250 mg, 500 mq,
or 750 mg doses, diflunisal produced measurable but not clinically usefu! decreases in temperature in patients
with fever; however, the possibility that it may mask fever in same patients, particularly with chronic or high
doses. should be considered




Uricosuric Effect: \n normal volunteers, an increase in the renal clearance of uric acid and 2 decrease in serum
uric acid was observed when diflunisal was agministered at 500 mg or 750 mg daily in divided doses. Patienls
on long-term therapy taking diflunisal at 500 mg to 1000 mg daily in divided doses showed a prompt and
consistent reduction across studies in mean serum uric acid levels. which were lowered as much as 1.4 mg%

itis not known whether diflunisal interferes with the activity of other uricosuric agents

Effect on Platelet Function: As an inhibitor of prostaglandin synthetase, diflunisal has a dose-refated effect on
platelet function and bieeding time. in normal volunteers, 250 mg b.id. for 8 days had no effect on plateist
function. and 500 mg b.i.d.. the usual recemmended dose, had a siight effect. At 100G mg b.i.d., which exceeds
the maximum recommended dosage, however, diflunisal inhibited platetet tunction. In contrast to aspirin, these
eflects of diflunisal were reversible, because of the absence of the chemically latile and biclogically reactive
0-acetyt group at the carbon 4 paositien. Bleeding time was not altered by dose of 250 mg b d.. and was only
slightly increased at 500 mg bi.d. Al 1000 mg bid., a greater increase occurred, but was not slatisticalty
significantly different from the change in the placebo group

Ettect of Fecal Blood Loss: When diflunisal was given to normal volunteers at the usual recommended dose of
500 mg twice daily, fecal blood loss was not significantly different trom placebo  Aspirin at 1000 mg four times
daily produced the expected increase in fecal biood loss Diflunisal al 1000 mg twice daily (NOTE: exceeds the
recommended dosage) caused a statistically significant increase in feca! blood loss. bt this increase was only
one-half as large as that associated with aspirin 1300 mgq lwice daily.

Eftect on Blood Glucose. Difiunisal did not affect fasting blood sugar (n diabetic patients who were receiving.
tolbulamide or placebo

INDICATIONS AND USAGE:

Diftunisal is indicated for acute or long-term use for sy i of the
1. Mild to moderate pain

2. Ostecarthritis

3. Rheumatoid arthritis

CONTRAINDICATIONS :

Patients who are hypersensitive to this product

Patients in whom acute asthmatic attacks, urticaria, or rhinitis are precipitated by aspirin or other non-stecoidal , -
anti-inflammatory drugs

WARNINGS:

Peptic ulceration and gaslrointestinal bleeding have been reported in patients receiving diflunisal. Fatalities
have occurred rarely. Gastrointestinal bleeding is associated with higher morbidity and mortality in patients
acutely ill with other conditions, the elderly and patients with hemorrhagic disorders. In patients with active
gastrointestinal bleeding or an active peptic uicer, the physician must weigh the benefits of therapy with
diflunisal against possible hazards, institute an appropriate uicer regimen, and carefully monitor the patient's
progress. When diflunisal is given to patients with a history of either upper or lower gastraintestinal tract
disease, it should be given only afler consulting the ADVERSE REACTIONS section and under close
supervision

Risk of Gf L jons. Bleeding and Pe ion with NSAID Therapy: Secious gastrointestinal loxicity such as
bieeding, viceration, and perforation, can occur at any time, with or without warning symptoms, in patients
treated chronically with NSAIO therapy. Although minor upper gastrointestinal problems, such as dyspepsia,
are common, usually developing early in therapy, physicians should remain alen for uiceration and bleeding in
patfents treated chronically with NSAID's even in 1he absence of previous GI tract symptoms. In patients
observed in clinical triais of several months fo two years duration, symptomatic upper Gl ulcers, gross bleeding
or perforation appear to occur in approximatety 1% of patients treated for 3-6 months, and in about 2-4% of
patients treated for one year. Physicians should inform patients about the signs and/or symptoms of serious GI
toxicity and what sieps to take if they occur.

Studies to date have not identitied any subset of patients not ai risk of developing peptic ulceration and bieeding
Except for a prior history of serious G! events and other fisk factors known to be associated with peptic ulcer
disease. such as alcoholism, smoking, efc., no risk factors (e.g.. age, sex) have been associated with increased
risk. Eiderly or debilitated patients seem to tolerate uiceration or bleeding less well than other individuals and
most spontaneous reporls of tatal Gt events are in this population. Studies to date are inconciusive concerning
the relative risk of various NSAIDs in causing such reactions. High doses of any NSAID probably carry a
greater risk of these reactions, aithough controlied clinical trials shawing this do not exist in most cases. In
considering the use of relatively farge doses (within the reSommended dosage range), sufficient benefil should
be anticipated to offset the potential increased risk of Gl toxicity

PRECAUTIONS:
General:
Non-steroidal anti-i y drugs, g diflunisal, may mask the usual signs and symptoms of
infection. Therefore, the physician must be continually on the alert for this and should use the drug with
extra care in the presence of existing infection

Although diftunisal has less effect on platelet function and bleeding time than aspirin, at higher doses it is an
inhibitor of platelet function; therefore, patienis wha may be adversely affected should be carefully observed
when diftunisal is administered (see CLINICAL PHARMACOLOGY).

Because of reports of adverse eye findings with agents of this class. it is recommended that patients who
develop eye complaints during treatment with ditlunisal have ophihaimolagic studies.

Peripheral edema has been observed in some patients taking diflunisal. Therefore, as with other drugs in this
tlass, diflunisal should be used with caution in patients with compromised cardiac function, hypertension, ar
other conditions predisposing 1o fluid retention.

Acetylsalicylic acid has been with Reye sy . Because isal is a derivative of salicylic
acid, the possibility of its iation with Reye sy cannot be
itivit A ially lif . apparent hyper i has been reported

YD < 9

This multisystem syndroma includes constitutional symptoms (fever, cmlls),’and cutaneous lindings (see
ADVERSE REACTIONS, Dermatologic). It may also include involvement of major organs (changes in liver
function, jaundice, i penia, eosi il i ion, renal
impairment, including renal faifure), and less specific findings (adenitis, arthralgia, myalgia, arthritis, malaise,
anorexia, disorientation). If evidence of hypersensitivity occurs, therapy with difiunisal should be discontinued.
Renal Effects: As with other non-stercidal anti-inflammatory drugs, tong term administration of diffunisal 1o
animals has resulted in renal papillary necrosis and other abnormal renal pathology. In humans, there have
been reports of acute interstitial nephritis with ia and ia an f ly nephrotic sy X

A second form of renal loxicity has been seen in patients with preranal and renal conditions leading 1o a
reduction in renal blood flow or blood volume, where the renal prostaglandins have a supportive fole in the
maintenance of renal perfusion. In these patients administration of an NSAID may cause a dose dependent

reduction in prostaglandin formation and may precipitate overt renai ion. Patients at greatest risk
of this reaction are those with conditions such as renal or hepatic dysfunction, diabetes mellitus, advanced age,
extracetiular volume depletion from any cause, heart failure, { i iti if

, or
use of any nephrotoxic drug. Diflunisal or other NSAIDs should be given with caution and renal function should
be monitored in any patient who may have reduced renal reserve. Discontinuation of NSAID therapy is typically
followed by recovery to the pretreatment state

Since diflunisal is eliminated primarily by the kidneys, patients with significantly impaired renal tunction
should be ctosety monitored; a iower daily dosage should be antici to avo ive drug ion.
Information for Patients:

Diflunisal, like ather drugs of its class, is not free of side effects. The side effects of these drugs can cause
discomforl and. rarely, there are more serious side effects such as gastrointestinal bleeding, which may resutt
in hospitalization and even fatal outcomes.




NSAIDs (Non-Sterordal Anti-infiammatory Orugs) are often essentiat agents i the management of arthritis
and have a major role in the treatment of pair, but they also may be cammaonly employed for conditions which
are less serious.

Physicians may wish to discuss with their patients the potential risks (see WARNINGS, PRECAUTIONS and
ADVERSE REACTIONS) and likely benefits of NSAID treatment, particularty when the drugs are used for less
serious conditions where treatment without NSAIDs may represeni an acceptable alternative 1o both the patieni
and physician ]

Laboratory Tests:

Liver Function Tests: As with other non-steroidal anti-inflammatory drugs, borderline elevations of ong_or
more liver tests may occur in up to 15% of patients. These abnormalities may progress, may remain essentially
unchanged. or may be transient with continued therapy. The SGPT {ALT) test is probably the most sensitive
indicator of liver dysfunction. Meaningful (3 times the upper limit of normal) elevations of SGPT or SGOT
(AST) occurred in controlled clinical trials in less than 1% of patients. A patient with symptoms and/or signs

ing liver dy . o in whom an fiver test has occurred, should be evaluated for evidence
of the development of more severe hepatic reactions while on therapy with difiunisal. Severe hepatic reactions,
including jaundice, have been reported with diflunisal as well as with other non-steroidal anti-inflammatory
drugs. Although such reactions are rare, if abnormat liver tests persist or worsen, if clinical signs and
symptoms consistent with liver disease develop, or if systemic ions occur (e.g.. rash,
etc.), diflunisal should be discontinued, since liver reactions can be fatal
Gastrointestinal:
Because serious Gl tract uiceration and bleeding can occur without warning symptoms, physicians should
follow chronically treated patients for the signs and %mptoms of uiceration and bieeding and should intorm
them of the importance of this Jollow-up (sec WARNINGS, Risk of G! Ulcerations Bleeding and Perfaration with
NSAID Therapy). -~
Drug Interactions:

Diflunisal prolongs the prothrombin time in patients who are on aral anti-coagulanls. Diftunisal has nat been
shown to interact wilh tolbutamide. Diflunisal interacts with hydrochtorothiazide, furosemide, acetaminophen,
aspinin, indomethacin, sulindac and naproxen (see below)

Oral Anticoaguiants: in some normal the i of diflunisal and warfarin,

acenocoumarol, or phenpr: resulted in ion of p in time. This may occur because

itively di ins from protein binding sites. Accordingly, when diflunisal 1s

i with oral anti time should be closely monitored during and for several
days after drug inistrati Adj of dosage of orat anticoagulants may be required

Tofbutamide: In diabetic patients receiving diflunisal and tolbutamide, no significant effects were seen on
tolbutamide plasma levels or fasting blocd glucose.

fy In normai i in of diftunisal and hydrochiorothiazide
resulted in significantly increased plasma levels of i Diflunisal the hyperuricemic
effect of hydrochiorathiazide.

f ide: In normal . the i ini of diflunisal and turosemide had no effect
on the diuretic activity of furosemide. Diflunisal decreased the hyperuricemic effect of furosemide

Anfacids: Concomitant administration of antacids may reduce plasma levels of diftunisal. This effect is small
wi:'h oc'casionai doses of antacids, but may be clinicaily significant when antacids are used on a confinuous
schedute

Acetaminophen: tn normal volunteers. cancomitant administration of diflunisal and acetaminophen resulted
in an approximate 50% increase in plasma levels of acetaminophen Acetaminophen had no effect on plasma
levels of diflunisal. Since acetaminophen in high d has been L C
administration of diflunisal and acetaminophen should be used cautiously, with careful monitoring of patienis.

[ i i of diffunisal and i in dogs, bul not in rats, at approximately 2 times
the i human ic dose of each (40-52 mg/kg/day of diflumisal/acetaminaphen),
resulted in greater gastrointestinal toxicity than when either drug was administered alone The clinical
signiticance of these findings has not been established.

Methotrexate: Caution should be used it diflunisal is y with Non-
steroidal anti-inflammatory diugs have been reported to decrease the lubular Secretion of methotrexate and to
polentiate its toxicity

Cyclosporine: Administration of non-sleroidal anti-i Yy drugs con ly with cyclosporing has
been associated with an increase in cyclosponine-induced toxicity, possibly due to decreased synthests of renal
prostacyclin. NSAIDs should be used with caution in patients laking cyclosporine. and reaal function shauid be
carefylly monitored

Drug Intecactions.  Non-steroidal Anti-inliammatory Drugs The administration of diflunisal ta normal

receivin the renal and the plasma levels
of indomethacin. In some patients the combined use of indomethacin and dittunisal has been associated with
fatal i Theretore. i and diftunisal shoutd not be used concomitantly.

Since no further clinical dala are available about the safety and etlectiveness of diflunisal when used in
combination with alher non- steroidal ant y drugs. na tor their use
can be made The following information was obtained from studies in normal volunleers

Aspinn. In normal volunteers, a small decrease in diftunisal levels was observed when mutiple dnses ot
diflunisal and aspirin were admenistered concomitantly.

Sulindac: The concomitant admmustration of diffunisal and sulindac in normal velunteers resulted in lowering
of the plasma levels of 1he active sulindac sulfide metabolile by approximately one-third

Nap The of diflunisal and naproxen in normal volunteers had no effect on
the plasma levels of . but sig the urinary excretion of naproxen and its glucuronide
metabolite. Naproxen had no effect on plasma levels of diflunisal

Drug/Laboratory Test Interactions:
Serum Salicylate Assays: Caulion should be used in interpreting the results of serum salicylate assays when
diflunisal is present. Salicylate ievels have been found to be faisely elevated with some assay methods
Carci N is, lmpai of Fertility:
Diflunisal did not affect the type or incrdence of neopiasia in a 105-week study in the rat given doses up to
40 mo/kg/day (equivalenl 10 approximalely 1.3 times the maximum recommended human dose), or in
long-term carcinogenic studies i mice given dillunisal at doses up to 80 mg/kgrday (equivdlent to
appraximatety 2.7 times the maximum recommended human dosel It was concluded Ihat there was no
carcinogenic potenbal for ditlursal

Diflunisal passes the placentai barrier to a munor degree in the ral. Diflunisal has no mutagenic activity aHer
oral administration in the dominant iethal assay. in the Ames micrabial mutagen tesl or in the V-79 Chinese
hamster lung cell assay

No evidence of impaired fertility was found in reproduction studies in rats at doses ug to 50 mg/kg/day
Pregnancy:
Pregnancy Category C. A dose of 80 mg/kg/day of diflunisal (equivaienl to twa times the maximum human
dose) was malernotoxic, embryotoxic, and teratogenic in rabbits In three of six studies in rabbits, evidence of
teratogenicity was observed at doses rangimg trom 40 to 50 mg/kg/day Teratalogy studies in mice, at doses up
to 45 mg/kg/day. and in rats at doses up to 100 mgrkg/day. revealed no harm to the felus due to difiunisal
Aspirin and other salicylates have been shown to be leratogenic in a wide variety of species, including Ihe rat
and rabbit, at doses ranging from 50 lo 400 mg/kg/day (appraximately one 1o eight times the human dose}
There are no adequate and well contralied studies with dilunssal in pregnant women Dillunisal should be used
during the first two tnmesters of pregnancy only if the poteatial benefit jushifies the potential nisk 1o the fetus
Because of the known effect of drugs of this class on Ihe human fetus (closure of the ductus arteriosus. platelet
dystunction with resultant bieeding. renal dy: or faiture with oligahy .0 bleeding
or perforation. and myocardial degenerative changes). use duning the third tnmester of pregnancy is not rec-
ommended

In rats al a dose of one and one-halt times the maximum human dose. there was an ncrease in the average
lenglh of gestation. Siilar increases in the fength of gestation have been observed with aspinn. indomethacin,
and phenylbutazone, and may be related 1o inhibition of prostaglandia synthefase Drugs of lhis class may
cause dystocia and delayed parturition in pregnant an:mals.




Nursing Mothers:
Diflunisal 1s excreted in human milk 1 concentiabions of 2-7% of those i plasma  Because of the potentiat for
serious adverse reactions in nursing ifants trom diffunisal. a decision should be made whether to discantinue
aursing or to discontinue The drug. taking into account the impartance of the drug to the mather
Pediatric Use:
The adverse effects ubserved fallowing diflunisal admumisiration to nennatal ammals appear to be species. age.
and dose-dependent At dose levels approximately 3 imes the usual human therapeutic dose. both aspirin
(200 to 400 mg/kg/day) and diflunisal (80 mg/kg/day) resulted in death. leukocvlosis, weight loss. and bilateral
cataracts i neonatal (4 1o 5-day-oid) beagle puppies after 2 lo 10 doses Admunisiration of an 80 mg/kg/day
dose of difunisal 1o 25-day-oid puppies resulled i lower mortahty. and did not produce cataracts in newhorn
rats. a 400 mg/kg/day dose of aspirw resuited in increased mortality and some calaracts. whereas the effecis of
diflunisal administration at doses up 1o 140 ingrkgrday were bmiled to a Cecrease in average body weight gain
Salety and effectiveness in infants ang pediatric patieats have nal been established. and use ot the drug in
pedialric patienis betow the age of 12 years «s not recommended
ADVERSE REACTIONS:
The adverse reactions abserved in conlrolted civcal trials encompass observations in 2 427 pateats
Listed below are the adverse reactions teported in lhe 1 314 of these patients wha received treatment
studies of two weeks or longer Five hundred thirteen patienls were treated for at least 24 weeks. 255 patients
were treated lor al Jeast 48 weeks, and 46 patents were treated tor 36 weeks (n gendal. the adverse reactions
listed below were 2 to 14 times less frequent m the 1.113 patieats wha received short-term treatment tor mild
10 moderate pain
incigence Greater Than 1%
Gastrointestinal: The mos! frequent types of advarse 1eactions nccurnng with ditlumisal are gaslrointestinal
These include nausea*. vomiling. dvspepsia. gast:aintestinal pain*_ diarrhea ™. constipation, and tatulence
Psychiatric: Somnolence, insommi2
Central Nervous System. Dizziness
Special Senses: Tinnitus
Dermatologic. Rash*®
Miscellaneous Headache®, fatigue/tiredness
Incidence Less Than | in 100 ~
The tollowing adverse reaclions. occurring less frequently than 1in 100, were reporled n clinical Irials or
since the drug was marketed. The probability exists of a causai relationship between diffunisat and these
adverse reactions.
Dermatologic: Erythema maltitorme. exfoliative dermalibs. Stevens-Johason syadrome. loxic epiderma)
necrolysis, yrticana, pruritus. sweating. dry mucous

G Peptic ulcer, ga: bleeding, anorexia. eructation, gastrainlestinal pertoration, gastntis
Lwver function abnormalities; jaundice. sometimes with fever cholestasis: hepalitis
[; T topenia; t0sis; anema )
Genitourinary Dysuria: renal impairment, including renal failure; interstitial nephritis; hematuria; proteinuna
hi Ner confusion. disorientation

Central Nervous System: Vertigo. light-headedness; paresthesias
Special Senses: Transient visual disturbances including blurred wision
Hypersensitivity Reactions. Acute anaphylactic reaction with d Hushing
- Hypersensitivity vasculitis.
Hypersensitivity syndrome (see PRECAUTIONS)
Misceflaneous: Asthenia, edema
Causal Relationship Unknown: Other reactions have been reported in chinical trials or since the drug was
marketed, but occurred under Girc where a causal couid not be established. However, in
these rarely reported evenls. thal possibility cannot be excluded Therefore, these observations are listed to
serve as alerting information 10 physicians
Respiratory: Dyspnea
Cardiovascuiar: Palpitation, syncope:
Musculoskeletal: Muscle cramps
Genitourinary. Nephrotic syndrome
Misceflaneous. Chest pain »

A rare occurrence al fulminant necrotizing fascitis, particularly in association with Group A fi-hemolytic
streptococcus, has been described in persons ireated with non-steroidal anti y agents, includ
diflunisal, sametimes with fatai outcome (see also PRECAUTIONS, General)

Potential Adverse Effects In addition, a variely of adverse effects not observed with diflunisal in clinical triats or
in marketing experence, but reported with ather non-steroidal i y agents, should be
considered potential adverse effects of diflunisal

“Incidence between 3% and 9%. Those reactions occurring in 1% to 3% are not marked with an aslerisk

OVERDOSAGE:
Cases of overdosage have occurred and deaths have been reported. Most patients recovered without evidence
of permanent sequelae. The mosl common signs and symp! observed with dosage were drowsi
vomiting, nausea, diarrhea, hyperventilation, tachycardia. sweating, tinnitus, disorientation. stupor and coma
Diminished urine output and cardiorespiratory arrest have also been reported. The lowest dosage of diftunisal
at which a death has been reported was 15 grams without the presence of other drugs. {n a muxed drug
overdose, ingestion of 7.5 grams of ditlunisat resulted in death

in the event of overdosage, the stomach should be emptied by inducing vomiling or by gastric lavage, and the
patient carefully observed and given symptomatic and supportive treatment. Because of the high degree of
protein binding, hemodiatysis may not be effective B

The oral LDs, of the drug is 500 mg/kg and 826 mg/kg in female mice and female rats respectively

DOSAGE AND ADMINISTRATION:
b ]

" p prevail when difiunisal is administered: a doubling of dosage produces
a greater than doubling of drug accumulation. The effect becomes more apparent with repetitive doses
For mild to moderate pain, an initial dose of 1000.mg followed by 500 mg every 12 hours is recommended
for most patients. Following the initial dose, some patients may require 500 mg every 8 hours.
A lower dosage may be appropriate depending on such factors as pain severity. patient response, weight, or
advanced age; fos exampie, 500 mg initially, followed by 250 mg every 8 - 12 hours.
For psteoarthritis and rheumatoid arthritis, the suggested dosage range is 500 mg to 1000 mg daily in two
divided doses. The dosage of diflunisal may be i or ing to patient
Maintenance doses higher than 1500 mg a day are not recommended
Diilugisal may be administered with water, milk or meals. Tablets shouid be swallowed whole, not crushed of
chews
HOW SUPPLIED:
250 mg — Each unscored, peach, round, film-coated tablet embossed with R 545 conlains 250 mg of diftu
nisal, USP. Tablets are supplied in bottles of 60 (NDC 0228-2545-06), 100 (NOC 0228-2545 10)
and 500 {NDC 0228-2545-50).
§00 mg — Each unscored, orange, round, film-coated tablet embassed with R 546 contains 500 mg of dillu
nisal, USP. Tablets are supplied in botties of 60 (NDC 0228-2546-06), 100 (NDC 0228-2546-10).
500 {NDC 0228-2546-50) and 1000 {NOC 0228-2546-96)
Dispense in well-closed containers as defined in the USP.
Store at controlled room temperature 15°-30°C (59°-86°F).

CAUTION: Federal law prohibits dispensing without prescription

Manutactured by:
PUREPAC PHARMACEUTICAL CO.
Elizabeth, NJ 07207 USA 40-8779 Revised - May 1935
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DIFLUNISAL
TABLETS, USP

250 mg

DIFLUNISA

TABLETS, USP

250 miy
DIFLUNISAL

TABLETS, USP
250 mg MAY

USUAL ADULT DOSAGE:
See accompanying circular.
Store at controlled room

USUAL ADULT DOSAGE: See
Store at controlied room temperatu
(5¢°-86°F).
Manufactured by:
PUREPAC PHARMACEUTICAL GO,
Elizabeth, NJ 07207 USA

15°-30°C (59°-86°F).
" Manutac.. ed by:
PUREPAC PHARMACEUTICAL

Manutaciured by: Elzabeth, NJ 07207 USA

PUREPAC PHARMACEUTICAL .
Elizabeth, NJ 07207 USA Ly
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NDC 0228-2546-06

DIFLUNISAL

TABLETS, USP

USUAL ADULT DOSAGE: See
circular,

Store at controlled room tempe
15°-30°C (59°-86°F).
Manutactured ty:

PUREPAC PHARMACEUTICAL CO.
Etizabeth, NJ 07207 USA
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DIFLUNISAL

TABLETS, USP

NDC 0228-2546-10
PUREPAC :

USUAL ADULT DOSAGE: See accom
Store at controlied room temperaturg
(59°-86°F).

Manufactured by:

PUREPAC PHARMACEUTICAL CO.
Elizabeth, NJ 07207 USA
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NDC 0228-2546-50

DIFLUNISAL

TABLETS, USP

=
USUAL ADULT DOSAGE: See accompanyi

Store at controlled room temperature 15°-
(59°-86°F).

Manufactured by:
PUREPAC PHARMACEUTICAL CO.
Elizabeth, NJ 07207 USA
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NOC 0228-2546-96

DIFLUNISAL

TABLETS, USP

:

USUAL ADULT DOSAGE: See accompanyi
Store at controlled room temperature 15°-
(59°-86°F).

Manufactured by:
PUREPAC PHARMACEUTICAL CO.
Flizabeth, NJ 07207 USA




