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Prescribing Information

DESCRIPTION

Voltaren, diclofenac sodium, is a nonsteroidal, anti-inflammatory phenylacetic acid
derivative, designated chemically as 2-1(2,6-dichlorophenyllaminoibenzeneacetic
acid, monosodium salt. The structural formula of diclofenac sodium is:

NaOCCH, cl

Cl

Diclofenac sodium is a faintly yellow-white to Ii?hg beige, virtually odorless, slightly
;%groscoplc crystalline powder. It is freely soluble in methanol, sparingly soluble in
er, very slightly soluble in acetonitrile, and insoluble in chloroform and in 0.1N
hydrochloric acid. Its molecular weight is 318.14. In water, diclofenac sodium has a
sque dissociation constant (pKa) of 4.0.
Itaren is available as enteric-coated tablets of 25 mg, 50 mg, and 75 mg for oral
administration. o o
Inactive Ingredients. Cellulose acetate phthalate, colloidal silicon dioxide (25-mg
and 50-mg enteric-coated tablets only), diethyl phthalate, hydroxypropyl methyl-
cellulose, iron oxide (25-mg and 50-mg enteric-coated tablets only), lactose, magne-
sium stearate, microcrystalline cellulose, povidone, shellac, sodium starch glycolate
(75-mg enteric-coated tablets only), starch (25-mg and 50-mg enteric-coated tablets
only), talc (75-mg enteric-coated tablets only), titanium dioxide.

CLINICAL PHARMACOLOGY
acolog

m Yy

In pharmacologic studies, Voltaren has shown anti-inflammatory, analgesic, and
antipyretic activity. As with other nonsteroidal anti-inflammatory agents, its mode of
action is not known; however, its ability to inhibit prostaglandin synthesis may be
involved in the anti-inflammatory effect.
Pharmacokinetics ) ) A
Voltaren is completely absorbed from the gastrointestinal tract after fasting oral
administration, with f)eak plasma levels occurring in 2-3 hours. However, due to first-
pass metabolism, only about 50% of the absorbed dose is systemically available. The
mean terminal half-life in plasma is approximately 2 hours, but early elimination is
much more ragld. Area under the plasma concentration curve (AUC) is dose-propor-
tional within the range of 25 mg to 150 mg. Peak plasma levels are less than dose-
proportional and are approximately 1.0, 1.5, and 2 mcg/ml for 25-mg, 50-mg, and 75-
m? doses, respectively. It should be noted that the administration of several individ-
ual tablets may not yield equivalent results in peak concentration as the administra-
tion of one tablet of a hl%?er strength. This is due to the uncertainty of complete
g;smc emptying of all tablets at once to the duodenum. Clearance and volume of

istribution were about 350 mi/min and 550 mi/kg, respectively. After repeated oral
administration of 50 mg b.i.d., Voltaren did not accumulate in plasma. The degree of
accumulation of diclofenac metabolites is unknown. Some of the metabolites may
hl?)ve activity. More than 99% of diclofenac is reversibly bound to human plasma
albumin.

Voltaren is eliminated through metabolism and subsequent urinary and biliary
excretion of the glucuronide and the sulfate conjugates of the metabolites. Approxi-
mately 65% of the dose is excreted in the urine, and approximately 35% in the bile.

Conjugates of the principal metabolite, 4’ -hydroxy-diclofenac, account for 20-30%
of the excreted in the urine and for 10-20% of the dose excreted in the bile.
Conjugates of three other metabolites (5-hydroxy-,3'-hydroxy-, and 4',5-dihydroxy-
diclofenac) together account for 10-20% of the dose excreted in the urine and for
small amounts excreted in the bile. Conjugates of unchanged diclofenac account for
5-10% of the dose excreted in the urine and for less than 5% excreted in the bile. Little
or no unchanged unconjugated drug is excreted. It is not known whether there is
genetic polymorphism in the enzymes responsible for metabolism of diclofenac. |

The extent of absorption of Voltaren is not significantly affected when the drug is
taken with food; however, there is usually a delay in the onset of absorption of 1t04.5
hours, with delays as long as 10 hours in some patients. There is also a reduction in
peak plasma levels. ) ! o

A 4-week study comparing plasma level profiles of diclofenac (50 mg b.i.d) in
younger (26-46) versus older (66-81) adults did not show differences between age
groups (10 patients per age grdug). o )

Single-dose studies of the of renal function impairment (50 mg intra-
venously) or hepatic impairment (100 mg oral solution) have been performed in small
numbers of patients. To date no differences in the pharmacokinetics of diclofenac
have been detected in patients with renal or hepatic impairment. )

In patients with renal impairment (N =5, creatinine clearance 3 to 42 ml/min), AUC
values and elimination rates were comparable to those in healthy subjects.

In patients with biopsy-confirmed cirrhosis or chronic active hepatitis (variably
elevated transaminases and mildly elevated bilirubins, N=10), diclofenac concentra-
tions and urinary elimination values were comf)arqble to those in healthy subjects.

Voltaren diffuses into and out of the synovial fluid. Diffusion into the joint occurs
during the first 4 hours following a dose, while plasma levels are higher than those in
synovial fluid, after which the process reverses and synovial fluid levels are slightly
higher than plasma levels. Itis not known whether diffusion into the joint plays a role

in the veness of Voltaren.

In healthy subjects, the daily administration of 150 mg of Voltaren for 3 weeks
resulted in a mean fecal blood loss less than that observed with 3.0 g of aspirin daily. In
repeated-dose studies, mean fecal blood loss with 150 mg of Voltaren was also less
than that observed with 750 mg of naproxen or 150 mg of indomethacin. Repeated-
dose endoscopic studies in normal volunteers sh that daily doses of 75 mg or
100 mg of Voltaren for 1 week caused fewer gastric lesions, and those that did occur
had lower scores than those which occurred following 500 mg daily doses of
naproxen. The clinical significance of these findings is unknown since there is no
evidence available to indicate that diclofenac is less likely than other drugs of its class
to cause serious gastrointestinal lesions when used in chronic therapy. .

In patients with rheumatoid arthritis, Voltaren has been administered safely in
combination with gold or corticosteroids.

INDICATIONS AND USAGE ) )
Voltaren is indicated for acute and chronic treatment of the signs and symptoms of
rheumatoid arthritis, osteoarthritis, and ankylosing spondylitis.

Voltaren is contraindicated in patients with hypersensitivity to it. Voitaren should not

be given to patients in whom Voitaren, aspirin, or other nonsteroidal anti-inflam-

matory drugs induce asthma, urticaria, or other allergic-type reactions because

Dseavﬁeregarely fatal, anaphylactic-like reactions to Voltaren have been reportedin such
ents.

WARNINGS

nal Effects
Peptic ulceration and gastrointestinal bleeding have been reported in patients receiv-
ing Voltaren. Physicians and patients should therefore remain alert for ulceration and
bleeding in patients treated chronically with diclofenac sodium, even in the absence
of previous G.|. tract symptoms. It is recommended that patients be maintained on
the lowest dose of diclofenac sodium possible consistent with achieving a satisfac-

tory therapeutic response. .
Oof C.I. Ulcerations, Mllg and Perforation with NSAID Therapy: Serious
gastrointestinal toxicity such as bleeding, ulceration, and perforation can occur at

any time, with or without warning symptoms, in patients treated chronically with
NSAID therapy. Although minor upper gastrointestinal problems, such as dyspepsia,
are common, usually developing early in therapy, physicians should remain alert for
ulceration and bleeding in patients treated chronically with NSAIDs even in the
absence of previous G.l. tract symptoms. In patients observed in clinical trials of
several months to 2 years duration, symptomatic upper G.1. ulcers, gross bleeding, or
perforation appear to occur in approximately 1% of patients treated for 3-6 months,
and in about 2-4% of patients treated for 1 year. Physicians should inform patients
gr!‘)out the signs and/or symptoms of serious G.I. toxicity and what steps to take if
ey occur.

Studies to date have not identified any subset of patients not at risk of developing
peptic ulceration and bleeding. Except for a prior history of serious G.|. events and
other risk factors known to be associated with peptic ulcer disease, such as alco-
holism, smoking, etc., no risk factors (e.g., age, sex) have been associated with
increased risk. Elderly or debilitated patients seem to tolerate ulceration or bleeding
less well than other individuals and most spontaneous reports of fatal G.I. events are
in this population. Studies to date are inconclusive concerning the relative risk of
various NSAIDs in causing such reactions. High doses of any NSAID probably carry a
greater risk of these reactions, although controlled clinical trials showing this do not
exist in most cases. In considering the use of relatively large doses (within the
recommended dosage range), sufficient benefit should be anticipated to offset the
aotentlal increased risk of G.I. toxicity.

€| Effects

c

As with other nonsteroidal anti-inflammatory drugs, elevations of one or more liver
tests may occur during Voltaren therapy. These laboratory abnormalities may pro-
gress, may remain unchanged, or may be transient with continued therapy. Bor-
derline elevations, (i.e., 1.2-3 times the upper limit of normal [ULN)), or greater
elevations of transaminases occurred in about 15% of Voltaren-treated patients. The
SGPT (ALT) test is probably the most sensitive indicator of liver injury. In clinical trials,
meaningful elevations (i.e., more than 3 times the ULN) of SGOT (SGPT was not
measured in all studies) occurred in about 2% of approximately 5700 patients at some
time during Voltaren treatment. in a large, open, controlled trial, meaningful eleva-
tions of SGOT and/or SGPT occurred in about 4% of 3700 patients treated for 2-6
months, including marked elevations (i.e., more than 8 times the ULN) in about 1% of
the 3700 patients. In that open-label study, a lower incidence of borderline (1.2-3
times the ULN), moderate (3-8 times the ULN), and marked (>8 times the ULN)
elevations of SGOT or SGPT was observed in patients randomized to other NSAIDs.
Transaminase elevations were seen more frequently in patients with osteoarthritis
than in those with rheumatoid arthritis (see ADVERSE REACTIONS).

Transaminase elevations were reversible on cessation of therapy, and among 51
patients in all studies with marked elevations, St?ns and symptoms of liver disease
occurred in only 3 cases, and only 1 patient developed Jaundlce. Most patients with
borderline elevations did not have therapy interrupted; transaminase elevations in
most of these cases disappeared or did not progress. There were no identifying
fegtuaeg to tdlstlnguush those patients who developed marked elevations from those
who did not.

In addition to the enzyme elevations seen in clinical trials, rare cases of severe
heparttucdreactlons, including jaundice and fatal fulminant hepatitis, have been
reported.

Because severe hepatotoxicity may develop without a prodrome of distinguishing
symptoms, physicians should measure transaminases periodically in patients receiv-
m% long-term therapy with Voltaren. The optimum times for making the first and
subsequent transaminase measurements are not known. In the largest U.S. trial
(open-label), which involved 3700 patients monitored first at 8 weeks and 1200
patients monitored again at 24 weeks, almost all meaningful elevations in trans-
aminases were detected before patients became symptomatic. In 42 of the 51
patients in all trials who developed marked transaminase elevations, abnormal tests
occurred during the first 2months of therapy with Voltaren. Based on this experience
the first transaminase measurement should be made no later than 8 weeks after the
start of Voltaren treatment. As with other NSAIDs, if abnormal liver tests persist or
worsen, if clinical signs and/or symptoms consistent with liver disease develop, or if
(sjystemtnic rggmfestatlons occur (e.g., eosinophilia, rash, etc.), Voltaren should be

iscontinued.

To minimize the possibility that hepatic injury will become severe between trans-
aminase measurements, physicians should inform patients of the warning signs and
symptoms of hepatotoxicity (e.g., nausea, fatigue, lethargy, pruritus, jaundice, right
upper quadrant tenderness and “flu-like” symptoms), and the appropriate action to
take should these signs and symptoms appear.

PRECAUTIONS

General )

Allergic Reactlons: As with other nonsteroidal anti-inflammatory drugs, allergic
reactions including anaphylaxis, have been reported with Voltaren. Specific allergic
manifestations consisting of swelling of eyelids, lips, pharynx and larynx, urticaria,
asthma, and bronchospasm, sometimes with a concomitant fall in blood pressure
(severe at times) have been observed in clinical trials and/or the foreign marketing
experience with Voltaren. Anaphylaxis has been reported rarely from foreign sources;
in U.S. clinical trials with Voltaren in over 6000 patients, 1 case of anaphylaxis was
reported. In controlled clinical trials, allergic reactions have been observed at an
incidence of 0.5%. These reactions can occur without prior exposure to the drug.

Fluld Retention and Edema: Fluid retention and edema have been observed in
some patients taking Voltaren. Therefore, as with other nonsteroidal anti-inflam-
matory drugs, Voltaren should be used with caution in patients with a history of
ca{dlatc decompensation, hypertension, or other conditions predisposing to fluid
retention.

3l Effects: As a class, nonsteroidal anti-inflammatory drugs have been associ-
ated with renal papillary necrosis and other abnormal renal pathology in long-term
administration to animals. Papillary necrosis was observed only in 1 animal study with
diclofenac, a 4-week study in baboons in which the drug was administered intra-
muscularly. In oral studies some evidence of renal toxicity was noted but papillary
necrosis was not reported. . ) . .

A second form of renal toxicity generally associated with nonsteroidal anti-inflam-
matory drugs is seen in patients with conditions leading to a reduction in renal blood
flow or blood volume, where renal prostaglandins have a supportive role in the
maintenance of renal perfusion. In these patients, administration of a nonsteroidal
anti-inflammatory drug results in a dose-dependent decrease in prostaglandin syn-
thesis and, secondarily, in a reduction of renal blood flow, which may gr_ecuoltate overt
renal failure. Patients at greatest risk of this reaction are those with impaired renal
function, heart failure, liver dysfunction, those taking diuretics, and the elderly.
Discontinuation of nonsteroidal anti-inflammatory drug therapy is typically followed
by recovery to the pretreatment state. o

Cases of significant renal failure in patients receiving Voltaren have been reported
from postmarketing experience, but were not observed in over 4,000 patients in
clinical trials during which serum creatinines and BUNs were followed serially. There
were only 7 patients (0.18%) whose serum creatinines and concurrent serum BUNs
were greater than 2.0 mg/dl and 40 mg/dl, respectively, while on diclofenac (mean
rise in the 7 patients: creatinine 1.5 mg/dl and BUN 20 mg/dD. it is not vet clear
whether this low incidence of renal impairment in clinical trials, plus the observation
of less renal toxicity than is usual in rodents, will translate into a significant reduction
of the risk of renal failure in susceptible patients in widespread use. . .

Since Voltaren metabolites are eliminated primarily by the kidneys, patients with
significantly impaired renal function should be more closely monitored than subjects
with normal renal function. ) ) ) )

Porphru The use of diclofenac in patients with hepatic porphyria should be
avoided. To date, 1 patient has been described in whom diclofenac probably triggered
a clinical attack of porphyria. The postulated mechanism for causing such s by
diclofenac, as well as some other NSAIDs, is through stimulation of the porphyrin
precursor deita-aminolevulinic acid (ALA, demonstrated in rats).

Information for Patients

Voltaren, like other drugs of its class, is not free of side effects. The side effects of
these drugs can cause discomfort and, rarely, there are more serious side effects,
su%h as gastrointestinal bleeding, which may result in hospitalization and even fatal
outcomes.

NSAIDs are often essential agents in the management of arthritis, but they also may
be commonly emploved for conditions which are less serious.
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Physicians may wish to discuss with their patients the potential risks (see WARN-
INGS, PRECAUTIONS, and ADVERSE REACTIONS) and likely benefits of NSAID treatment,
particularly when the drugs are used for less serious conditions where treatment
wri‘thqqt NSAIDs may represent an acceptable alternative to both the patient and
physician.

Laborato

ry
Because serious G.|. tract ulceration and bleeding can occur without warning symp-
toms, physicians should follow chronically treated patients for the signs and symp-
toms of ulceration and bleeding and should inform them of the importance of this
follow-up (see WARNINGS, Risk of G.I. Ulcerations, Bleeding, and Perforation with
mm'merapw.

ns
Asprnn: Concomitant administration of Voltaren and aspirin is not recommended
because Voltaren is dus?{aced from its binding sites during the concomitant adminis-
%agon‘of aspirin, resulting in lower plasma concentrations, peak plasma levels, and
values.

Anticoagulants: While studies have not shown Voltaren to interact with anticoag-
ulants of the warfarin type, caution should be exercised, nonetheless, since interac-
tions have been seen with other NSAIDs. Because prostaglandins play an important
role in hemostasis, and NSAIDs affect platelet function as well, concurrent therapy
with all NSAIDs, including Voltaren, and warfarin requires close monitoring of patients
to be certain that no change in their anticoagulant dosage is required.

Digoxin, Methotrexate, Cyclosporine: Voltaren, like other NSAIDs, through

Cts on renal prostaglandins, may cause increased toxicity of certain drugs. Di-
goxin and methotrexate serum levels may be elevated as well as cyclosporine’s
nephrotoxicity. Patients receiving these dru% who are started on, or are given
increased doses of, Voltaren or any other NSAID, and particularly those patients with
altered renal function, should be observed for the development of the specific
toxicities of these drugs. In the case of digoxin, serum levels should be monitored.

Lithlum: Voltaren decreases lithium renal clearance and increases lithium plasma
Idevel?. In patients taking Voltaren and lithium concomitantly, lithium toxicity may

evelop.

Oral Hypoglycemics: Voltaren does not alter glucose metabolism in normal
subjects nor are the effects of oral hypoglycemic agents altered by the concomitant
administration of Voltaren. There are rare reports, however, from postmarketing
experiences of changes in effects of insulin or oral hypoglycemic agents in the
gresence of diclofenac which necessitated changes in the doses of such agents. Both

ypo- and hyperglycemic effects have been reported. A direct causal relationship has
not been established, but physicians should consider the possibility that diclofenac
may alter a diabetic patient’s response to insulin or oral hypoglycemic agents.

Diuretics: Voltaren and other NSAIDs can inhibit the activity of diuretics. Con-
comitant treatment with potassium-sparing diuretics may be associated with in-
creased serum potassium levels. . ‘ ) )

other Drugs: in small groups of patients (7-10/interaction study), the concomitant
administration of azathioprine, gold, chioroquine, D-penicillamine, prednisolone,
Sglxt!wcline, or digitoxin did not significantly affect the peak levels and AUC values of

ren.

Protein Binding - ) o o
In vitro, Voltaren interferes minimally or not at all with the protein binding of salicylic
acid (20% decrease in binding), tolbutamide, prednisolone (10% decrease in binding),
or warfarin. Benzylpenicillin, ampicillin, oxacillin, chlortetracycline, doxycycline,
cephalothin, erythromycin, and sulfamethoxazole have no influence in vitro on the
protein binding of Voltaren in human serum.
Drug/Laboratory Test Interactions o
Effect on Blood Coagulation: Voltaren increases platelet aggregation time but
does not affect bleeding time, plasma thrombin clotting time, plasma fibrinogen, or
factors V and Vi to XII. Statistically significant changes in prothrombin and partial
thromboplastin times have been reported in normal volunteers. The mean changes
were observed to be less than 1 second in both instances, however, and are unlikely to
be clinically important. Voltaren is a prostaglandin synthetase inhibitor, however, and
all drugs that inhibit prostaglandin synthesis interfere with platelet function to some
degree; therefore, patients who may be adversely affected by such an action should
be carefully observed.
Carcinogenesis, Mutagenesis, Impairment of Fertility i
Long-term carcinogenicity studies in rats given Voltaren up to 2 mg/kg/day (approxi-
mately the human dose) have revealed no significant increases in tumor incidence.

There was a slight increase in benign mammary fibroadenomas in mid-dose
females (high-dose females had excessive mortality), but the increase was not signifi-
cant for this common rat tumor. Voitaren did not show mutagenic potential in various
mutagenicity studies including the Ames test. Voltaren administered to male and
female rats at 4 mg/kg/day did not affect fertility. A 2-year mouse carcinogenicity
study is underway.

Teratogenic Effects ) 4 o
Pregnancy Category B: Reproduction studies have been performed in mice given
Voltaren (ug t0 20 mg/kg/day) and in rats and rabbits given Voltaren (up to 10 mg/kg/
day), and have revealed no evidence of teratogenicity despite the induction of
maternal toxicity and fetal toxicity. In rats, maternally toxic doses were associated
with dystocia, prolonged gestation, reduced fetal weights and growth, and reduced
fetal survival. Voltaren has been shown to cross the placental barrier in mice and rats.
There are no adequate and well-controlled studies in pregnant women. Voitaren
should be used during pregnancy only if the benefits to the mother justify
the potential risk to the fetus. Because of the known effects of prostaglandin-inhi-
biting drugs on the fetal cardiovascular system (closure of ductus arteriosus), use of
Voltaren during late pregnancy should be avoided.
Labor and Delivery ) )
The effects of Voltaren on labor and delivery in pregnant women are unknown.
However, as with other nonsteroidal anti-inflammatory drugs, it is possible that
Voltaren may inhibit uterine contraction.
Nursing Mothers ) ) ) )
Voltaren has been found in the milk of nursing mothers. As with other drugs that are
excreted in milk, Voltaren is not recommended for use in nursing women.
Pediatric Use ) o ) )
Dosa?_e recommendations and indications for use in children have not been
established.

ADVERSE REACTIONS o ) _

Adverse reaction information is derived from blinded-controlled and open-label
clinical trials and worldwide marketing experience. In the description below, rates of
the more common events represent clinical study results; rarer events are derived
principally from marketing experience and publications, and accurate rate estimates
are generally impossible. . .

The incidence of common adverse reactions (greater than 1%) is based upon
controlied clinical trials in 1543 patients treated up to 13 weeks. By far the most
common adverse s were gastrointestinal symptoms, most of them minor,
occurring in about 20%, and leading to discontinuation in about 3%, of patients.
Peptic ulcer or G.I. bleedqngl occurred in clinical trials in less than 1% of approximately
1800 patients during their first 3 months of diciofenac treatment and in less than 2%
of approximately 800 patients followed for 1 year. The only control group with
sufficient patients for comparison received aspirin and only for the first 30 days of
treatment. Comparative rates were 0.2% for peptic ulcer or G.I. bleeding in approxi-
mately 2000 diclofenac-treated patients and 0.6% in approximately 600 aspirin-
treated patients. ) . ) )

In double-blind trials there were fewer minor gastrointestinal complaints in 1227

ents treated with Voltaren than in 721 patients treated with aspirin, 22% vs 33%
(compared to 13% on placebo). )
_ Gastrointestinal symptoms were followed in frequency by central nervous system
side effects such as headache (7%) and dizziness (3%). .

Meaningful (exceeding 3 times the upper limit of normal) elevations of SGPT (ALT) or
SGOT (AST) occurred at an overall rate of about 2% during the first 2 months of
Voltaren treatment. Unlike aspirin, where elevations occur more frequently in pa-
tients with rheumatoid arthritis, these elevations were more frequently observed in
patients with osteoarthritis (2.6%) than in patients with rheumatoid arthritis (0.7%).

Marked elevations (exceeding 8 times the upper limit of normal) were seen in about
1% of patients treated for 2-6 months (see WARNINGS).

The following adverse reactions were reported in patients treated with Voltaren:
Incidence Greater Than 1% (All derived from clinical trials.)
naml od eanst % nWholc: Abdominal pain or cramps*, headache*, fiuid retention, abdomi-

ion.
fve: Diarrhea*, indigestion®, nausea*, constipation*, flatulence, liver test
abnormalities, PUB, i.e., peptic uicer, with or without bleeding and/or perforation, or
bleeding without ulcer (see above and also WARNINGS).

Nervous System: Dizziness. )

Skin and Appendages: Rash, pruritus.

Special senses: Tinnitus.

*Incidence, 3% to 9% (incidence of unmarked reactions is 1-3%)

Incidence Less Than 1%—Causal Relationship Probable (Adverse reactions re-
;gglrted egr)llv in the literature, not seen in clinical trials, are considered rare and are
italicized.

Body as a Whole: Malaise, swelling of lips and tongue, photosensitivity, anaphy-
laxis, anaphylactoid reactions. oy

Cardiovascular: Hypertension, con?estive heart failure.

Digestive: Vomiting, jaundice, melena, aphthous stomatitis, dry mouth and
mucous membranes, bloody diarrhea, hepatitis, appetite change, pancreatitis with
or without concomitant hepatitis, colitis.
he%’é”y’gcaa’f')d ,#;mgglmttllc: Hemoglobin d?crease,, ieukooenia.”thrqmbocvtooenia.

emia, aplastic anemia, agranulocytosis, purpura, allergic purpura.

R e e oo,y o

4 n: Insomnia, drowsiness, depression, diplopia, anxiety, irritability.

Respiratory: Epistaxis, asthma, laryngeal edema. ¥

Skin and Appendages: Alopecia, urticaria, eczema, dermatitis, bullous eruption,
erythema multiforme major, angioedema, Stevens-Johnson syndrome.

Special senses: Blurred vision, taste disorder, reversible hearing loss, scotoma.

_Urogeniltal: Nephrotic syndrome, proteinuria, oliguria, interstitial nephritis, pa-
pillary necrosis, acute renal failure.

Incidence Less Than 1%—Causal Relationship Unknown (Adverse reactions re-
;t:glr‘t:ed ec(;r)\lv in the literature, not seen in clinical trials, are considered rare and are
italicized.

Body as a Whole: Chest pain. )

Cardlovascular: Palpitations, flushing, tachycardia, premature ventricular con-
tractions, myocardial infarction.

Digestive: Esophageal lesions.

Hemic and Lymphatic: Bruising. .

Metabolic and Nutritional Disorders: vao%lvcemla, weight loss.

Nervous System: Paresthesia, memory disturbance, nightmares, tremor, tic, ab-
normal coordination, convulsions, disorientation, psychotic reaction.

Respiratory: Dyspnea, hyperventilation, edema of pharynx.

Skin and Appendages: Excess perspiration, exfoliative dermatitis.

Special Senses: Vitreous floaters, night blindness, amblyopia.

lrogenttal: Urinary frequency, nocturia, hematuria, impotence, vaginal bleeding.

OVERDOSAGE

Worldwide reports on overdosage with diclofenac cover 27 cases. In 10 of these 27
cases, diclofenac was the only drug taken; all of these patients recovered. The highest
dose of diclofenac was 2.5 g in a 20-year-old male who suffered acute renal failure as a
conseguence, and who was treated with three dialysis sessions and recovered in 2
days. The next highest dose was 2.35 g in a 17-year-old girl who experienced vomiting
and drowsiness. A dose of 2.0 g of diclofenac was taken by a woman of unspecified
age who remained asymptomatic. L

Animal LDsy's show a wide range of susceptibilities to acute overdosage with
primates being more resistant to acute toxicity than rodents (LDs, in mg/kg—rats,
55; dogs, 500; monkeys, 3200).

In case of acute overdosage it is recommended that the stomach be emptied by
vomiting or lavage. Forced diuresis may theoretically be beneficial because the drugis
excreted in the urine. The effect of dialysis or hemoperfusion in the elimination of
Voltaren (99% protein bound, see CLINICAL PHARMACOLOGY) remains unproven. In
addition to supportive measures, the use of oral activated charcoal may help to
reduce the absorption and reabsorption of Voltaren.

DOSAGE AND ADMINISTRATION )

Voltaren may be administered as 25-mg, 50-mg. and 75-mg enteric-coated tablets.
Patients should be generally maintained on the lowest dosage of Voltaren consistent
with achieving a satisfactory therapeutic response. )

In osteoarthritis, the recommended dosage is 100-150 mg/day in divided doses,
50mgb.i.d.ort.i.d., or 75 mgb.i.d. Dosages above 150 mg/day have not been studied
in patients with osteoarthritis. )

In rheumatoid arthritis, the recommended dosage is 150-200 mg/day in divided
doses, 50mgt.i.d. orq.i.d., or 75 mg b.i.d. Dosages above 200 mg/day have not been
studied in patients with rheumatoid arthritis. ' .

In ankylosing spondylitis, the recommended dosage is 100-125 mg/day, adminis-
teredas 25 mg q.i.d., with an extra 25 mg dose at bedtime if necessary. Dosages above
125 mg/day have not been studied in patients with ankylosing spondyilitis.

HOW SUPPLIED
Enteric-Coated Tablets 25 mg—yellow, round, biconvex with beveled edges (im-
printed VOLTAREN 25)

Bottlesof 60 .................................. .. NDC 0028-0058-60
Bottlesof 100 .............................. .. NDC 0028-0058-01
Unit Dose (blister pack)

Box of 100 (strips of 10). . ................ i NDC 0028-0058-61

Enteric-Coated Tablets 50 mg—light brown, round, biconvex with beveled edges
(imprinted VOLTAREN 50)

Bottlesof 60 .................. NDC 0028-0162-60
Bottlesof100. ................. NDC 0028-0162-01
Bottles 0f 1000 .. ......... ... NDC 0028-0162-10
Unit Dose (blister pack)

Box of 100 (strips Of 10). . .............. ... NDC 0028-0162-61

Enteric-Coated Tablets 75 mg—white, round, biconvex with beveled edges (im-
printed VOLTAREN 75)

BOLUES OF 60 ... ... ... i NDC 0028-0164-60
Bottles of 100, . NDC 0028-0164-01
Bottles of 1000 .. ...l Ll NDC 0028-0164-10
Unit Dose (blister pack)

Box Of 100 (Strips OF 100 ................................. NDC 0028-0164-61

Samples, when available, are identified by the word SAMPLE appearing on each
enteric-coated tablet.

Do not store above 86°F. Protect from moisture.
Dispense in tight container (USP).

Printed in US.A. C91-8 (Rev. 4/91)
e GEIGY Pharmaceuticals
el Division of CIBA-GEIGY Corporation
Ardsley, New York 10502 388-10742-A



In arthritis therapy:

ecause youre concerne
about G.1. reactions...

NSAIDs may adversely affect the hematologic, hepatic, renal, and gastrointestinal
systems, although G.I. reactions occur most frequently.

W

“Contraindicated in patients hypersensitive to aspirin, other NSAIDS, or Voltaren. AS with other NSAIDs, the most
fre%uent complaints relate to the G.1. tract. In patients treated chronically with NSAID therapy, serious G.1. toxicity
of SGOT and/or SGPT, some significant, have been

such as bleeding, ulceration, and perforation can occur. Elevations of SC )
reported in association with Voitaren treatment; cases of severe hepatic reactions have rarely been reported.
388-10742-A

Please see complete Prescribing Information preceding this advertisement.




Voltaren®
diclofenac sodium

Enteric-Coated Tablets
Prescribing Information

DESCRIPTION

Voltaren, diclofenac sodium, is a nonsteroidal, anti-inflammatory phenylacetic acid
derivative, designated chemically as 2-((2,6-dichlorophenylaminolbenzeneacetic
acid, monosodium salt. The structural formula of diclofenac sodium is:

?
NaOCCH, cl

Cl

Diclofenac sodium is a faintly yellow-white to li?hg beige, virtually odorless, slightly
hygroscopic crystalline powder. It is freely soluble in methanol, sparingly soluble in
water, very slightly soluble in acetonitrile, and insoluble in chloroform and in 0.1N
hydrochloric acid. Its molecular weight is 318.14. In water, diclofenac sodium has a
single dissociation constant (pKa) of 4.0.

Voltaren is available as enteric-coated tablets of 25 mg, 50 mg, and 75 mg for oral
administration. ) N .

Inactive Ingredients. Cellulose acetate phthalate, colloidal silicon dioxide (25-mg
and 50-mg enteric-coated tablets only), diethyl phthalate, hydroxypropy! methyi-
cellulose, iron oxide (25-mg and 50-mg enteric-coated tablets only), lactose, magne-
sium stearate, microcrystalline cellulose, povidone, shellac, sodium starch glycolate
(75-mg enteric-coated tablets only), starch (25-mg and 50-mg enteric-coated tablets
only), talc (75-mg enteric-coated tablets only), titanium dioxide

CLINICAL PHARMACOLOGY

Pharmacology ) . )

In pharmacologic studies, Voltaren has shown anti-inflammatory, analgesic, and
antipyretic activity. As with other nonsteroidal anti-inflammatory agents, its mode of
action is not known; however, its ability to inhibit prostaglandin synthesis may be
involved in the anti-inflammatory effect.

Pharmacokinetics )

Voltaren is completely absorbed from the gastrointestinal tract after fasting oral
administration, with peak plasma levels occurring in 2-3 hours. However, due to first-
pass metabolism, only about 50% of the absorbed dose is systemically available. The
mean terminal half-life in plasma is approximately 2 hours, but early elimination is
much more ragnd, Area under the plasma concentration curve (AUC) is dose-propor-
tional within the range of 25 mg to 150 mg. Peak plasma levels are less than dose-
proportional and are approximately 1.0, 1.5, and 2 mcg/mi for 25-mg, 50-mg, and 75-
m? doses, respectively. It should be noted that the administration of several individ-
ual tablets may not yield equivalent resuits in peak concentration as the administra-
tion of one tablet of a higher strength. This is due to the uncertainty of complete
gastric emptying of all tablets at once to the duodenum. Clearance and volume of
distribution were about 350 mi/min and 550 mi/kg, respectpvely. After repeated oral
administration of 50 mg b.i.d., Voltaren did not accumulate in plasma. The degree of
accumulation of diclofenac metabolites is unknown. Some of the metabolites m.;
hl%ve activity. More than 99% of diclofenac is reversibly bound to human plasma
albumin.

Voltaren is eliminated through metabolism and subsequent urinary and biliary
excretion of the glucuronide and the sulfate conjugates of the metabolites. Approxi-
mately 65% of the dose is excreted in the urine, and aFfroxmatelv 35% in the bile.

Cor“tégates of the principal metabolite, 4'-hydroxy-diclofenac, account for 20-30%
of the dose excreted in the urine and for 10-20% of the dose excreted in the bile.
Conjugates of three other metabolites (5-hydroxy-,3'-hydroxy-, and 4',5-dihydroxy-
diclofenac) together account for 10-20% of the dose excreted in the urine and for
small amounts excreted in the bile. Conjugates of unchanged diclofenac account for
5-10% of the dose excreted in the urine and for less than 5% excreted in the bile. Little
or no unchanged unconjugated drug is excreted. It Is not known whether there is
genetic polymorphism In the enzymes responsible for metabolism of diclofenac.

The extent of absorption of Voitaren is not significantly affected when the drug is
taken with food; however, there is usually a delay in the onset of absorption of1t0 4.5
sg:{sélgs.m dlelavls as long as 10 hours in some patients. There is also a reduction in

a levels.

A 4-week study comparing plasma level profiles of diclofenac (50 mg b.i.d.) in
younger (26-46) versus older (66-81) adults did not show differences between age
groups (10 patients per age grg#g).

Single-dose studies of the cts of renal function impairment (50 mg Intra-
venously) or hggatlc lngalrment (100 mg oral solution) have been performed In small
numbers of patients. To date no differences in the pharmacokinetics of diclofenac
have been detected In patients with renal or hepatic impairment.

In patients with renal impairment (N = 5, creatinine clearance 3 to 42 ml/min), AUC
values and elimination rates were comparable to those in healthy subjects.

In gatlents with blopsy-confirmed clirrhosis or chronic active hepatitis (varlably
elevated transaminases and mildly elevated bilirubins, N =10), diclofenac concentra-
tions and urinary elimination vaiues were comparable to those in healthy subjects.

taren diffuses Into and out of the synovial fluid. Diffusion into the joint occurs
durln? the first 4 hours following a dose, while plasma levels are h‘l‘ghert an those In
synovial fluld, after which the process reverses and synovial fluid levels are slightly
hi gther than plasma levels. It s not known whether diffusion Into the joint plays a role
in the effectiveness ren.

In healthy subjects, the dally administration of 150 mg of Voitaren for 3 weeks
resulted in a mean fecal blood |0ss less than that observed with 3.0 g of aspirin dallr In
repeated-dose studies, mean fecal biood loss with 150 mg of Voltaren was aiso less
than that observed with 750 mg of naproxen or 150 mg of Indomethacin. Regeated-
dose endoscopic studies In normal volunteers sh: that dajly doses of 75 mg or
100 mg of Voitaren for 1 week caused fewer gastric lesions, and those that did occur
had lower scores than those which occurred following 500 mg daily doses of
naproxen. The clinical significance of these findings Is unknown since there is no
evidence available to indicate that diciofenac is less [ikely than other drugs of its class
to cause serious gastrointestinal lesions when used in chronic therapy.

In patients with rheumatold arthritis, Voltaren has been administered safely in
combination with gold or corticosteroids.

INDICATIONS dmo Usace
Voltaren is indicated for acute and chronic treatment of the lens and symptoms of
rheumatoid arthritis, osteoarthritis, and ankylosing spondylitis.

CONTRAINDICATIONS
Voltaren s contraindicated in patients with hYpersensltIvItv to it. Voltaren should not
be given to patients in whom Voitaren, aspirin, or other nonsteroldal anti-inflam-
matory drugs Induce asthma, urticaria, or other aller Ic-tvgo reactions because
g‘écer: rarely fatal, anaphylactic-like reactions to Voltaren have been reported in such

WARNINGS

castrointestinal Effects

Peptic uiceration and gastrointestinal bleeding have been nPorted \n patients recelv-
ing Voltaren. Physicians and patients should tgmfon remain alert for ulceration and
bleeding in patients treated chronically with diciofenac sodium, even in the absence
of previous G.|. tract symptoms. It is recommended that patients be maintained on
the lowest dose of diclofenac sodium possible consistent with achieving a satisfac-

‘835'}'5‘ Fo m% and Perforation with NSAID Therapy: Serious
gastrointestinal toxicity such as bléeding, uiceration, and perforation can occur at

any time, with or without warning symptoms, in patients treated chronically with
NSAID therapy. Aithough minor upper gastrointestinal problems, such as _dvs')epsw,
are common, usually developing early in therapy, physicians should remain alert for
ulceration and bleeding in patients treated chronically with NSAIDs even in the
absence of previous G.I. tract symptoms. In patients observed in clinical trials of
several months to 2 years duration, symptomatic upper G.1. ulcers, gross bleeding, or
perforation appear to occur in approximately 1% of patients treated for 3-6 months,
and in about 2-4% of patients treated for 1 year. Physicians should inform patients
gﬁout the signs and/or symptoms of serious G.I. toxicity and what steps to take if
ey occur. ) _

Studies to date have not identified any subset of patients not at risk of developing
peptic ulceration and bleeding. Except for a prior history of serious G.I. events and
other risk factors known to be associated with peptic ulcer disease, such as alco-
holism, smoking, etc., no risk factors (e.g., age, sex) have been associated with
increased risk. Elderly or debilitated patients seem to tolerate ulceration or bleeding
less well than other individuals and most spontaneous reports of fatal G.I. events are
in this population. Studies to date are inconclusive concerning the relative risk of
various NSAIDs in causing such reactions. High doses of any NSAID probably carry a
greater risk of these reactions, although controlled clinical trials showing this do not
exist in most cases. In considering the use of relatively large doses (within the
recommended dosage range), sufficient benefit should be anticipated to offset the
potential increased risk of G.I. toxicity.

Hepatic Effects ) . ) !
As with other nonsteroidal anti-inflammatory drugs, elevations of one or more liver
tests may occur during Voltaren therapy. These laboratory abnormalities may pro-
gress, may remain unchanged, or may be transient with continued therapy. Bor-
derline elevations, (i.e., 1.2-3 times the upper limit of normal [ULND), or greater
elevations of transaminases occurred in about 15% of Voltaren-treated patients. The
SGPT (ALT) test is probably the most sensitive indicator of liver injury. In clinical trials,
meaningful elevations (i.e., more than 3 times the ULN) of SGOT (SGPT was not
measured in all studies) occurred in about 2% of approximately 5700 patients at some
time during Voltaren treatment. In a large, open, controlled trial, meaningful eleva-
tions of SGOT and/or SGPT occurred in about 4% of 3700 patients treated for 2-6
months, including marked elevations (i.e., more than 8 times the ULN) in about 1% of
the 3700 patients. In that open-label study, a lower incidence of borderline (1.2-3
times the ULN), moderate (3-8 times the ULN), and marked (>8 times the ULN)
elevations of SGOT or SGPT was observed in patients randomized to other NSAIDS.
Transaminase elevations were seen more frequently in patients with osteoarthritis
than in those with rheumatoid arthritis (see ADVERSE REACTIONS).

Transaminase elevations were reversible on cessation of therapy, and among 51
patients in all studies with marked elevations, signs and symptoms of liver disease
occurred in only 3 cases, and only 1 patient developed jaundice. Most patients with
borderline elevations did not have ther%py interrupted; transaminase elevations in
most of these cases disappeared or did not progress. There were no identifying
fegtugeg to grstmgunsh those patients who developed marked elevations from those
who did not.

In addition to the enzyme elevations seen in clinical trials, rare cases of severe
hepattlcdreactlons, including jaundice and fatal fulminant hepatitis, have been
reported.

Because severe hepatotoxicity may develop without a prodrome of distinguishing
symptoms, physicians should measure transaminases periodically in patients receiv-
ing long-term therapy with Voltaren. The optimum times for making the first and
subsequent transaminase measurements are not known. In the largest U.S. trial
(open-label), which involved 3700 patients monitored first at 8 weeks and 1200
patients monitored again at 24 weeks, almost all meaningful elevations in trans-
aminases were detected before dpatlents became symptomatic. In 42 of the 51
patients in all trials who developed marked transaminase elevations, abnormal tests
occurred during the first 2 months of therapy with Voitaren. Based on this experience
the first transamirase measurement should be made no later than 8 weeks after the
start of Voitaren treatment. As with other NSAIDs, if abnormal liver tests persist or
worsen, if clinical signs and/or symptoms consistent with liver disease develop, or if
gystemtl;: mgmfestatlons occur (e.g., eosinophilia, rash, etc.), Voltaren should be

iscontinued.

To minimize the possibility that heﬁatic injury will become severe between trans-
aminase measurements, physicians should inform patients of the warning signs and
symptoms of hepatotoxicity 1edg‘, nausea, fatigue, lethargy, pruritus, jaundice, right
upper quadrant tenderness and “flu-like” symptoms), and the appropriate action to
take should these signs and symptoms appear.

PRECAUTIONS

General
Allergic Reactions: As with other nonsteroidal anti-inflammatory drufs, allergic
reactions including anaphylaxis, have been reported with Voltaren. Specific allergic
manifestations consisting of swelling of eyelids, lips, pharynx and larynx, urticarla,
asthma, and bronchospasm, sometimes with a concomitant fall in blood pressure
(severe at times) have been observed in clinical trials and/or the foreign marketing
experience with Voltaren. Anaphylaxis has been reported rarely from foreign sources;
in US, clinical trials with Voltaren in over 6000 patients, 1 case of anaphylaxis was
reported. In controlled clinical trials, allergic reactions have been observed at an
incidence of 0.5%. These reactions can occur without prior exposure to the drug.
Alui tion and Edema: Fluid retention and edema have been observed in
some patients taking Voltaren. Therefore, as with other nonsteroidal anti-inflam-
matory drugs, Voltaren should be used with caution in patients with a hlstorx of
cardiac decompensation, hypertension, or other conditions predisposing to fluld

retention.

Renal Bffects: As a class, nonsteroldal antl-inflammatory drugs have been associ-
ated with renal papillary necrosis and other abnormal renal pathology In long-term
administration to animals. Papillary necrosis was observed only In 1 animal study with
diclofenac, a 4-week study in baboons in which the drug was administered intra-
muscularly. in oral studies some evidence of renal toxicity was noted but papiliary
necrosis was not reported.

A second form of renal toxicity generally associated with nonsteroidal anti-Inflam-
matory drugs Is seen in patients with conditions leading to a reduction in renal blood
flow or blood volume, where renal prostaglandins have a supportive role In the
maintenance of renal perfusion. In these patients, administration of a nonsteroidal
antl-inflammatory druq results in a dose-dependent decrease in prom?landln syn-
thesis and, secondarily, In a reduction of renal biood fiow, which mlr recipitate overt
renal fallure, Patients at greatest risk of this reaction are those with impaired renal
function, heart fallure, fiver drsfunctlon, those taking diuretics, and'the eiderly,
Discontinuation of nonsteroidal anti-inflammatory drug therapy is typically followed

y recovery to the pretreatment state.
Cases of significant renal fallure in patients recelving Voitaren have been reported
rom postmarketing experience, but were not observed in over 4,000 patients in
clinical trials during which serum creatinines and BUNs were followed serially. There
were only 7 patients (0.18%) whose serum creatinines and concurrent serum BUNS
were greater than 2.0 mg/d| and 40 mg/d|, respectively, while on diciofenac (mean
rise in the 7 patients: creatinine 1.5 mg/dl and BUN 20 mq/dl). It Is not yet clear
whether this ow Incidence of renal :gndpalrment In clinical trials, plus the observation
of less renal toxicity than Is usual in rodents, will transiate Into a significant reduction
the risk of renai failure in susceptible patients in wldugmd use,

Since Voltaren metabolites are eliminated primarily by the kidneys, patients with
&ft?\":\?rnrﬁzl lrrgg:mdnr&t?gln function should be more closely monitored than subjects

Pomlgm The use of diclofenac In patients with hepatic porphyria should be
avoided. To date, 1 patient has been descrfged inwhom dlcfo.fomc probably trigq(md
a clinical attack of porphyria. The postulated mechanism for causing such attacks by
diciofenac, as well as some other NSAIDs, Is through stimulation of the porphyrin
recursor deita-aminolevulinic acid (ALA, demonstrated In rats).

rmation for
Voltaren, like other drugs of its class, is not free of side effects. The side of
these drugs can cause discomfort and, rarely, there are more serious side
g%ctgol% gsastrolntestlml bieeding, which may result in hospitalization and even fatal
NSAIDs are often essential agents in the management of arthritis, but they also may
be commonly employed for conditions which are less serious.



Voitaren® diciofenac sodium

Physicians may wish to discuss with their patients the potential risks (see WARN-
INGS, PRECAUTIONS, and ADVERSE REACTIONS) and likely benefits of NSAID treatment,
particularly when the drugs are used for less serious conditions where treatment
wrllthpqt NSAIDs may represent an acceptable alternative to both the patient and
physician.

Laboratory Tests ) ‘ )

Because serious G.I. tract ulceration and bleeding can occur without warning symp-
toms, physicians should follow chronically treated patients for the signs and symp-
toms of ulceration and bleeding and should inform them of the importance of this
follow-up (see WARNINGS, Risk of G.I. Ulcerations, Bleeding, and Perforation with
NSAID Therapy).

Drug Interactions o o

Aspirin: Concomitant administration of Voltaren and aspirin is not recommended
because Voltaren is displaced from its binding sites during the concomitant adminis-
}:\rggonlof aspirin, resulting in lower plasma concentrations, peak plasma levels, and

values.

Anticoagulants: While studies have not shown Voltaren to interact with anticoag-
ulants of the warfarin type, caution should be exercised, nonetheless, since interac-
tions have been seen with other NSAIDs. Because prostaglandins play an important
role in hemostasis, and NSAIDs affect platelet function as well, concurrent therapy
with all NSAIDs, including Voltaren, and warfarin requires close monitoring of patients
to be certain that no change in their anticoagulant dosage is required.

Digoxin, Methotrexate, Cyclosporine: Voltaren, like other NSAIDs, through
effects on renal prostaglandins, may cause increased toxicity of certain drugs. Di-
goxin and methotrexate serum levels may be elevated as well as cyclosporine’s
nephrotoxicity. Patients receiving these drugs who are started on, or are given
increased doses of, Voltaren or any other NSAID, and particularly those patients with
altered renal function, should be observed for the development of the specific
toxicities of these drugs. In the case of digoxin, serum levels should be monitored.

Lithlum: Voltaren decreases lithium renal clearance and increases lithium plasma
levels. In patients taking Voltaren and lithium concomitantly, lithium toxicity may

develop.

Oral Hypoglycemics: Voltaren does not alter glucose metabolism in normal
subjects nor are the effects of oral hypoglycemic agents altered by the concomitant
administration of Voltaren. There are rare reports, however, from postmarketing
experiences of changes in effects of insulin or oral hypoglycemic agents in the
presence of diclofenac which necessitated changes in the doses of such agents. Both
hypo- and hyperglycemic effects have been reported. A direct causal relationship has
not been established, but physicians should consider the possibility that diclofenac
may alter a diabetic patient’s response to insulin or oral hypoglycemic agents.

Diuretics: Voltaren and other NSAIDs can inhibit the activity of diuretics. Con-
comitant treatment with potassium-sparing diuretics may be associated with in-
creased serum potassium levels. ) ) ) )

Other Drugs: In small groups of patients (7-10/interaction study), the concomitant
administration of azathioprine, gold, chloroguine, D-penicillamine, prednisolone,
doxycycline, or digitoxin did not significantly affect the peak levels and AUC values of

Voltaren.
Protein Binding » o o
In vitro, Voltaren interferes minimally or not at all with the protein binding of salicylic
acid (20% decrease in binding), tolbutamide, prednisolone (10% decrease in binding),
or warfarin. Benzylpenicillin, ampicillin, oxacillin, chlortetracycline, doxycycline,
cephalothin, erythromycin, and sulfamethoxazole have no influence in vitro on the
protein binding of Voltaren in human serum.
Drug/Laboratory Test Interactions o
Effect on Blood Coagulation: Voltaren increases platelet aggregation time but
does not affect bleeding time, plasma thrombin clotting time, plasma fibrinogen, or
factors V and VIl to XII. Statistically significant changes in prothrombin and partial
thromboplastin times have been reported in normal volunteers. The mean changes
were observed to be less than 1 second in both instances, however, and are unlikely to
be clinically important. Voltaren is a prostaglandin synthetase inhibitor, however, and
all drugs that inhibit prostaglandin synthesis interfere with platelet function to some
legree; therefore, patients who may be adversely affected by such an action should
be carefully observed.
Carcinogenesis, Mutagenesis, Impairment of Fertility .
Long-term carcinogenicity studies in rats given Voltaren up to 2 mg/kg/day (approxi-
mately the human dose) have revealed no significant increases in tumor incidence.
There was a slight increase in benign mammary fibroadenomas in mid-dose
females (high-dose females had excessive mortality), but the increase was not signifi-
cant for this common rat tumor. Voltaren did not show mutagenic potential in various
mutagenicity studies including the Ames test. Voltaren administered to male and
female rats at 4 mg/kg/day did not affect fertility. A 2-year mouse carcinogenicity
study is underway.

Teratogenic Effects ) ) o
Pregnancy Category B: Reproduction studies have been performed in mice given
Voltaren (up to 20 mg/kg/day) and in rats and rabbits given Volitaren (up to 10 mg/kg/
day), and have revealed no evidence of teratogenicity despite the induction of
maternal toxicity and fetal toxicity. In rats, maternally toxic doses were associated
with dystocia, prolonged gestation, reduced fetal weights and growth, and reduced
fetal survival. Voltaren has been shown to cross the placental barrier in mice and rats.
There are no adequate and well-controlled studies in pregnant women. Voltaren
should be used during pregnancy only if the benefits to the mother justify
the potential risk to the fetus. Because of the known effects of prostaglandin-inhi-
biting drugs on the fetal cardiovascular system (closure of ductus arteriosus), use of
Voltaren during late pregnancy should be avoided.
Labor and Delivery ‘ )
The effects of Voltaren on labor and delivery in pregnant women are unknown.
However, as with other nonsteroidal anti-inflammatory drugs, it is possible that
Voltaren may inhibit uterine contraction.
Nursing Mothers ) . , )
Voltaren has been found in the milk of nursing mothers. As with other drugs that are
excreted in milk, Voltaren is not recommended for use in nursing women.
Pediatric Use ) o ) )
Dosage recommendations and indications for use in children have not been
established.

ADVERSE REACTIONS o ) !

Adverse reaction information is derived from blinded-controlled and open-label
clinical trials and worldwide marketing experience. In the description below, rates of
the more common events represent clinical study results; rarer events are derived
principally from marketing experience and publications, and accurate rate estimates
are generally impossible. . _

The incidence of common adverse reactions (greater than 1%) is based upon
controlled clinical trials in 1543 patients treated up to 13 weeks. By far the most
common adverse effects were gastrointestinal symptoms, most of them minor,
occurring in about 20%, and leading to discontinuation in about 3%, of patients.
Peptic ulcer or G.I. bleeding occurred in clinical trials in less than 1% of approximately
1800 patients during their first 3 months of diclofenac treatment and in less than 2%
of approximately 800 patients followed for 1 year. The only control group with
sufficient patients for comparison received aspirin and only for the first 30 days of
treatment. Comparative rates were 0.2% for peptic uicer or G.I. bleeding in approxi-
mately 2000 diclofenac-treated patients and 0.6% in approximately 600 aspirin-
treated patients. ) ) . o

In double-blind trials there were fewer minor gastrointestinal complaints in 1227
patients treated with Voltaren than in 721 patients treated with aspirin, 22% vs 33%
(compared to 13% on placebo). )

_Gastrointestinal symptoms were followed in frequency by central nervous system
side effects such as headache (7%) and dizziness (3%). )

Meaningful (exceeding 3 times the upper limit of normal) elevations of SGPT (ALT) or
SGOT (AST) occurred at an overall rate of about 2% during the first 2 months of
Voltaren treatment. Unlike aspirin, where elevations occur more frequently in pa-
tients with rheumatoid arthritis, these elevations were more frequently observed in
patients with osteoarthritis (2.6%) than in patients with rheumatoid arthritis (0.7%).

Marked elevations (exceeding 8 times the upper limit of normal) were seen in about
1% of patients treated for 2-6 months (see WARNINGS).

The following adverse reactions were reported in patients treated with Voltaren:
Incidence Greater Than 1% (All derived from clinical trials.)

Bl:mI o t"st a Whole: Abdominal pain or cramps*, headache+, fiuid retention, abdomi-
nal distention.

Digestive: Diarrhea*, indigestion*, nausea*, constipation*, flatulence, liver test
abnormalities, PUB, i.e., peptic ulcer, with or without bleeding and/or perforation, or
bleeding without ulcer (see above and also WARNINGS).

Nervous System: Dizziness. )

Skin and Appendages: Rash, pruritus.

Special senses: Tinnitus. o
*Incidence, 3% to 9% (incidence of unmarked reactions is 1-3%)

Incidence Less Than 1%—Causal Relationship Probable (Adverse reactions re-
;%glrted egr)\lv in the literature, not seen in clinical trials, are considered rare and are
italicized.

Body as a Whole: Malaise, swelling of lips and tongue, photosensitivity, anaphy-
laxis, anaphylactoid reactions. ] i

Cardlovascular: Hypertension, congestive heart failure.

Digestive: Vomiting, jaundice, melena, aphthous stomatitis, dry mouth and
mucous membranes, bloody diarrhea, hepatitis, appetite change, pancreatitis with
or without concomitant hepatitis, colitis. )

Hemic and Lymphatic: Hemoglobin decrease, leukopenia, thrombocytopenia,
hemolytic anemia, aplastic anemia, agranulocytosis, purpura, allergic purpura.

Metabolic and Nutritional Disorders: Azotemia.

Nervous System: Insomnia, drowsiness, depression, diplopia, anxiety, irritability.

Respiratory: Epistaxis, asthma, laryngeal edema. »

Skin and Appendages: Alopecia, urticaria, eczema, dermatitis, bullous eruption,
erythema multiforme major, angioedema, Stevens-Johnson syndrome.

Special senses: Blurred vision, taste disorder, reversible hearing loss, scotoma.

‘Urogenital: Nephrotic syndrome, proteinuria, oliguria, interstitial nephritis, pa-
pillary necrosis, acute renal failure.

Incidence Less Than 1%—Causal Relationship Unknown (Adverse reactions re-
%g)|rte<1eé)r)llv in the literature, not seen in clinical trials, are considered rare and are
italicized.

Body as a Whole: Chest pain. ) _

Cardlovascular: Palpitations, flushing, tachycardia, premature ventricular con-
tractions, myocardial infarction.

Digestive: Esophageal lesions.

Hemic and Lymphatic: Bruising. ) )

Metabolic and Nutritional Disorders: Hypoglycemia, weight loss. .

Nervous System: Paresthesia, memory disturbance, nightmares, tremor, tic, ab-
normal coordination, convulsions, disorientation, psychotic reaction.

Respiratory: Dyspnea, hyperventilation, edema of pharynx.

Skin and Appendages: Excess perspiration, exfoliative dermatitis.

Special Senses: Vitreous fioaters, night blindness, amblyopia.

Urogenttal: Urinary frequency, nocturia, hematuria, impotence, vaginal bleeding.

OVERDOSAGE

Worldwide reports on overdosage with diclofenac cover 27 cases. In 10 of these 27
cases, diclofenac was the only drug taken:; all of these patients recovered. The highest
dose of diclofenac was 2.5 g in a 20-year-old male who suffered acute renal failure as a
consequence, and who was treated with three dialysis sessions and recovered in 2
days. The next highest dose was 2.35 g in a 17-year-old girl who experienced vomiting
and drowsiness. A dose of 2.0 g of diclofenac was taken by a woman of unspecified
age who remained asymptomatic. o )

Animal LDsp's show a wide range of susceptibilities to acute overdosage with
primates being more resistant to acute toxicity than rodents (LDs, in mg/kg—rats,
55; dogs. 500; monkeys, 3200). .

In case of acute overdosage it is recommended that the stomach be emptied by
vomltmg orlavage. Forced diuresis may theoretically be beneficial because the drug is
excreted in the urine. The effect of dialysis or hemoperfusion in the elimination of
Voltaren (99% protein bound. see CLINICAL PHARMACOLOGY) remains unproven. in
addition to supportive measures, the use of oral activated charcoal may help to
reduce the absorption and reabsorption of Voltaren.

DOSAGE AND ADMINISTRATION
Voltaren may be administered as 25-mg, 50-mg, and 75-mg enteric-coated tablets.
Patients should be generally maintained on the lowest dosage of Voltaren consistent
with achieving a satisfactory therapeutic response. o

In osteoarthritis, the recommended dosage is 100-150 mg/day in divided doses,
50mgb.i.d.ort.i.d., or7Smgb.i.d. Dosages above 150 mg/day have not been studied
in patients with osteoarthritis. . o

In rheumatoid arthritis, the recommended dosage is 150-200 mg/day in divided
doses, 50 mgt.i.d. orq.i.d., or 75 mg b.i.d. Dosages above 200 mg/day have not been
studied in patients with rheumatoid arthritis. .

In ankylosing spondylitis, the recommended dosage is 100-125 mg/day, adminis-
teredas 25mgq.i.d.. with an extra 25 mg dose at bedtime if necessary. Dosages above
125 mg/day have not been studied in patients with ankylosing spondylitis.

HOW SUPPLIED
Enteric-Coated Tablets 25 mg—vyellow, round, biconvex with beveled edges (im-
printed VOLTAREN 25)

BOttlesS Of 60 . ........ ... .NDC 0028-0058-60
Bottlesof 100 ......... ... NDC 0028-0058-01
Unit Dose (blister pack)

Box of 100 (strips of 10). .. .. ........... ...l NDC 0028-0058-61

Enteric-Coated Tablets SO mg—Ilight brown, round, biconvex with beveled edges
(imprinted VOLTAREN 50)

BOttles OF 60 .. ........... .. ... NDC 0028-0162-60
Bottles Of 100. .. ... ... .. .NDC 0028-0162-01
BOLtleS Of 1000 .. .. ................oiiii NDC 0028-0162-10
Unit Dose (blister pack)

Box of 100 (strips Of 10) . .. ..................... .. NDC 0028-0162-61

Enteric-Coated Tablets 75 mg—white, round, biconvex with beveled edges (im-
printed VOLTAREN 75)

BOttES OF 60 .. ... ..ot NDC 0028-0164-60
Bottlesof100. . ...................... NDC 0028-0164-01
Bottles of 1000 ...... .. NDC 0028-0164-10
Unit Dose (blister pack)

Box of 100 (strips Of 10) . . ............ ... ...l NDC 0028-0164-61

Samples, when available, are identified by the word SAMPLE appearing on each
enteric-coated tablet.

Do not store above 86°F Protect from moisture.
Dispense in tight container (USP).

Printed in US.A. C91-8 (Rev. 4/91)

388-10742-A

M GEIGY Pharmaceuticals
el Division of CIBA-GEIGY Corporation
Ardsley, New York 10502



In arthritis therapy:

ecause you're concerned
about G.I. reactions...

NSAIDS may adversely affect the hematologic, hepatic, renal, and gastrointestinal
systems, although G.I. reactions occur most frequently.

*Contraindicated in patients hypersensitive to aspirin, other NSAIDs, or Voitaren. As with other NSAIDs, the most
uent complaints relate to the G.1. tract. In patients treated chronically with NSAID therapy, serious G.1. toxicity
as bleeding, ulceration, and perforation can occur. Elevations of SGOT and/or SGPT, some significant, have been

f"l‘éti'7
suc : ulc ’ C )
reported in association with Voltaren treatment; cases of severe hepatic reactions have rarely been reported.

Please see complete Prescribing Information preceding this advertisement. 388-10742-A




ren®
diciofenac sodium
Enteric-Coated Tablets
Prescribing Information

DESCRIPTION

Voltaren, diclofenac sodium, is a nonsteroidal, anti-inflammatory phenylacetic acid
derivative, designated chemically as 2-1(2,6-dichlorophenyllaminolbenzeneacetic
acid, monosodium salt. The structural formula of diclofenac sodium is:

?
NaOCCH, c

Cl

Diclofenac sodium is a faintly yellow-white to Ii?ht beige, virtually odorless, slightly
hygroscopic crystalline powder. It is freely soluble in methanol, sparingly soluble in
water, very slightly soluble in acetonitrile, and insoluble in chloroform and in 0.1N
hydrochloric acid. Its molecular weight is 318.14. In water, diclofenac sodium has a
single dissociation constant (pKa) of 4.0.

Voltaren is available as enteric-coated tablets of 25 mg, 50 mg, and 75 mg for oral
administration. . N o

Inactive Ingredients. Cellulose acetate phthalate, colloidal silicon dioxide (25-mg
and 50-mg enteric-coated tablets only), diethyl phthalate, hydroxypropyl methyl-
cellulose, iron oxide (25-mg and 50-mg enteric-coated tablets only), lactose, magne-
sium stearate, microcrystalline cellulose, povidone, shellac, sodium starch glycolate
(75-mg enteric-coated tablets only), starch (25-mg and 50-mg enteric-coated tablets
only), talc (75-mg enteric-coated tablets only), titanium dioxide.

CLINICAL PHARMACOLOGY

Pharmacology ) . )

In pharmacologic studies, Voltaren has shown anti-inflammatory, analgesic, and
antipyretic activity. As with other nonsteroidal anti-inflammatory agents, its mode of
action is not known; however, its ability to inhibit prostaglandin synthesis may be
involved in the anti-inflammatory effect.

Pharmacokinetics ) ) )
Voltaren is completely absorbed from the gastrointestinal tract after fasting oral
administration, with peak plasma levels occurring in 2-3 hours. However, due to first-
pass metabolism, on!xeapout 50% of the absorbed dose is systemically available. The
mean terminal half-life in plasma is approximately 2 hours, but early elimination is
much more ragld. Area under the plasma concentration curve (AUC) is dose-propor-
tional within the range of 25 mg to 150 mg. Peak plasma levels are less than dose-
proportional and are approximately 1.0, 1.5, and 2 mcg/ml for 25-mg, 50-mg, and 75-
m? doses, respectively. It should be noted that the administration of several individ-
ual tablets may not yield equivalent results in peak concentration as the administra-
tion of one tablet of a higher strength. This is due to the uncertainty of complete
gastric emptying of all tablets at once to the duodenum. Clearance and volume of
distribution were about 350 ml/min and 550 mi/kg, respectively. After repeated oral
administration of 50 mg b.i.d., Voltaren did not accumulate in plasma. The degree of
accumulation of diclofenac metabolites is unknown. Some of the metabolites may
hlabve activity. More than 99% of diclofenac is reversibly bound to human plasma
albumin.

Voltaren is eliminated through metabolism and subsequent urinary and biliary
excretion of the glucuronide and the sulfate conjugates of the metabolites. Approxi-
mately 65% of the dose is excreted in the urine, and approximately 35% in the bile.

Conjugates of the principal metabolite, 4’ -hydroxy-diclofenac, account for 20-30%
of the dose excreted in the urine and for 10-20% of the dose excreted in the bile
Conjugates of three other metabolites (s-gxdroxw.3'-hvdroxv-,.and 4',5-dihydroxy-
diclofenac) together account for 10-20% of the dose excreted in the urine and for
small amounts excreted in the bile. Conjugates of unchanged diclofenac account for
5-10% of the dose excreted in the urine and for less than 5% excreted in the bile. Little
or no unchanged unconjugated drug is excreted. It is not known whether there is
genetic polymorphism in the enzymes responsible for metabolism of diclofenac.

The extent of absorption of Voltaren is not significantly affected when the drug is
taken with food: however, there is usually a delay in the onset of absorption of 1t0 4.5
hours, with delays as long as 10 hours in some patients. There is also a reduction in
peak plasma levels. ) ] ! o

A 4-week study comparing plasma level profiles of diclofenac (50 mg b.i.d.) in
younger (26-46) versus older (66-81) adults did not show differences between age
groups (10 patients per age grggg. o )

Single-dose studies of the cts of renal function impairment (50 mg intra-
venously) or hepatic impairment (100 mg oral solution) have been performed in small
numbers of patients. To date no differences in the pharmacokinetics of diclofenac
have been detected in patients with renal or hepatic impairment. 4

In patients with renal impairment (N =5, creatinine clearance 3 to 42 mi/min), AUC
values and elimination rates were comparable to those in healthy subjects.

In patients with biopsy-confirmed cirrhosis or chronic active hepatitis (variably
elevated transaminases and mildly elevated bilirubins, N=10), diclofenac concentra-
tions and urinary elimination values were comparable to those in healthy subjects.

Voltaren diffuses into and out of the synovial fluid. Diffusion into the joint occurs
during the first 4 hours following a dose, while plasma levels are higher than those in
synovial fluid, after which the process reverses and synovial fiuid levels are slightly
higher than plasma levels. It is not known whether diffusion into the joint plays a role
in the effectiveness of Voltaren. o

In healthy subjects, the daily administration of 150 mg of Voltaren for 3 weeks
resulted in a mean fecal blood loss less than that observed with 3.0 g of aspirin daily. In
repeated-dose studies, mean fecal blood loss with 150 mg of Voltaren was also less
than that observed with 750 mg of naproxen or 150 mg of indomethacin. Repeated-
dose endoscopic studies in normal volunteers showed that daily doses of 75 mg or
100 mg of Voltaren for 1 week caused fewer gastric lesions, and those that did occur
had lower scores than those which occurred following 500 mg daily doses of
naproxen. The clinical significance of these findings is unknown since there is no
evidence available to indicate that diclofenac is less likely than other drugs of its class
to cause serious gastrointestinal lesions when used in chronic therapy. _

In patients with rheumatoid arthritis, Voltaren has been administered safely in
combination with gold or corticosteroids.

INDICATIONS AND USAGE ‘ )
Voltaren is indicated for acute and chronic treatment of the signs and symptoms of
rheumatoid arthritis, osteoarthritis, and ankylosing spondylitis.

CONTRAINDICATIONS ) ) ) " )

Voltaren is contraindicated in patients with hypersensitivity to it. Voltaren should not
be given to patients in whom Voltaren, aspirin, or other nonsteroidal anti-inflam-
matory drugs induce asthma, urticaria, or other allergic-type reactions because
sesaereé rarely fatal, anaphylactic-like reactions to Voltaren have been reportedin such
patients.

intestinal Effects ) ) ‘ : )

Peptic ulceration and gastrointestinal bleeding have been reported in patients receiv-
ing Voltaren. Physicians and patients should therefore remain alert for uiceration and
bleeding in patients treated chronically with diclofenac sodium, even in the absence
of previous G.I. tract symptoms. It is recommended that patients be maintained on
the lowest dose of diclofenac sodium possible consistent with achieving a satisfac-
torxv therapeutic response. )

Risk of G.I. Ulcerations, llndlnf, and Perforation with NSAID Therapy: Serious
gastrointestinal toxicity such as bleeding, ulceration, and perforation can occur at

any time, with or without warning symptoms, in patients treated chronically with
NSAID therapy. Although minor upper gastrointestinal problems, such as dvsPeosla,
are common, usually developing early in therapy, physicians should remain alert for
ulceration and bleeding in patients treated chronically with NSAIDs even in the
absence of previous G.I. tract symptoms. In patients observed in clinical trials of
several months to 2 years duration, symptomatic upper G.1. ulcers, gross bleeding, or
perforation appear to occur in approximately 1% of patients treated for 3-6 months,
and in about 2-4% of patients treated for 1 year. Physicians should inform patients
?rt])out the signs and/or symptoms of serious G.I. toxicity and what steps to take if
ey occur.

Studies to date have not identified any subset of patients not at risk of developing
peptic ulceration and bleeding. Except for a prior history of serious G.I. events and
other risk factors known to be associated with peptic ulcer disease, such as alco-
holism, smoking, etc., no risk factors (e.g., age, sex) have been associated with
increased risk. Elderly or debilitated patients seem to tolerate ulceration or bleeding
less well than other individuals and most spontaneous reports of fatal G.I. events are
in this population. Studies to date are inconclusive concerning the relative risk of
various NSAIDs in causing such reactions. High doses of any NSAID probably carry a
greater risk of these reactions, although controlled clinical trials showing this do not
exist in most cases. In considering the use of relatively large doses (within the
recommended dosage range), sufficient benefit should be anticipated to offset the
potential increased risk of G.1. toxicity.

Hepatic Effects ) . )

As with other nonsteroidal anti-inflammatory drugs, elevations of one or more liver
tests may occur during Voltaren therapy. These laboratory abnormalities may pro-
gress, may remain unchanged, or may be transient with continued therapy. Bor-
derline elevations, (i.e., 1.2-3 times the upper limit of normal [ULN)), or greater
elevations of transaminases occurred in about 15% of Voltaren-treated patients. The
SGPT (ALT) test is probably the most sensitive indicator of liver injury. In clinical trials,
meaningful elevations (i.e., more than 3 times the ULN) of SGOT (SGPT was not
measured in all studies) occurred in about 2% of approximately 5700 patients at some
time during Voltaren treatment. In a large, open, controlled trial, meaningful eleva-
tions of SGOT and/or SGPT occurred in about 4% of 3700 patients treated for 2-6
months, including marked elevations (i.e., more than 8 times the ULN) in about 1% of
the 3700 patients. In that open-label study, a lower incidence of borderline (1.2-3
times the ULN), moderate (3-8 times the ULN), and marked (>8 times the ULN)
elevations of SGOT or SGPT was observed in patients randomized to other NSAIDs.
Transaminase elevations were seen more frequently in patients with osteoarthritis
than in those with rheumatoid arthritis (see ADVERSE REACTIONS).

Transaminase elevations were reversible on cessation of therapy, and among 51
patients in all studies with marked elevations, su?ns and symptoms of liver disease
occurred in only 3 cases, and only 1 patient developed jaundice. Most patients with
borderline elevations did not have therg)v interrupted: transaminase elevations in
most of these cases disappeared or did not progress. There were no identifying
fegtuaecs' to ?lstlngwsh those patients who developed marked elevations from those
who did not.

In addition to the enzyme elevations seen in clinical trials, rare cases of severe
hepattlcdreactlons, including jaundice and fatal fulminant hepatitis, have been
reported.

Because severe hepatotoxicity may develop without a prodrome of distinguishing
symptoms, physicians should measure transaminases periodically in patients receiv-
un% long-term therapy with Voltaren. The optimum times for making the first and
subsequent transaminase measurements are not known. In the largest U.S. trial
(open-label), which involved 3700 patients monitored first at 8 weeks and 1200
patients monitored again at 24 weeks, almost all meaningful elevations in trans-
aminases were detected before patients became symptomatic. In 42 of the 51
patients in all trials who developed marked transaminase elevations, abnormal tests
occurred during the first 2 months of therapy with Voltaren. Based on this experience
the first transaminase measurement should be made no later than 8 weeks after the
start of Voltaren treatment. As with other NSAIDs, if abnormal liver tests persist or
worsen, if clinical signs and/or symptoms consistent with liver disease develop, or if
systemic manifestations occur (e.g., eosinophilia, rash, etc.), Voltaren should be
discontinued. - L )

To minimize the possibility that hepatic injury will become severe between trans-
aminase measurements, physicians should inform patients of the warning signs and
symptoms of hepatotoxicity (e.g., nausea, fatigue, lethargy, pruritus, jaundice, right
upper quadrant tenderness and “flu-like” symptoms), and the appropriate action to
take should these signs and symptoms appear.

PRECAUTIONS

General ) ) . )
Allergic Reactlons: As with other nonsteroidal anti-inflammatory drugs, allergic
reactions including anaphylaxis, have been reported with Voltaren. Specific allergic
manifestations consisting of swelling of eyelids, lips, pharynx and larynx, urticaria,
asthma, and bronchospasm, sometimes with a concomitant fall in blood pressure
(severe at times) have been observed in clinical trials and/or the foreign marketing
experience with Voltaren. Anaphylaxis has been reported rarely from forel%n sources;
in U.S. clinical trials with Voltaren in over 6000 patients, 1 case of anaphylaxis was
reported. In controlled clinical trials, allergic reactions have been observed at an
incidence of 0.5%. These reactions can occur without prior exposure to the drug.

Fluid Retention and Edema: Fluid retention and edema have been observed in
some patients taking Voltaren. Therefore, as with other nonsteroidal anti-inflam-
matory drugs, Voltaren should be used with caution in patients with a history of
ca{dlat<; decompensation, hypertension, or other conditions predisposing to fluid
retention.

al Effects: As a class, nonsteroidal anti-inflammatory drugs have been associ-
ated with renal papillary necrosis and other abnormal renal pat| oloqv in |ong-term
administration to animals. Papillary necrosis was observed only in 1 animal study with
diclofenac, a 4-week study in baboons in which the drug was administered intra-
muscularly. In oral studies some evidence of renal toxicity was noted but papillary
necrosis was not reported. ) ) , .

A second form of renal toxicity generalgf associated with nonsteroidal anti-inflam-
matory drugs is seen in patients with conditions leading to a reduction in renal blood
flow or blood volume, where renal prostaglandins have a supportive role in the
maintenance of renal perfusion. In these patients, administration of a nonsteroidal
anti-inflammatory drug results in a dose-dependent decrease in prostaglandin syn-
thesis and, secondarily, in a reduction of renal blood flow, which may precipitate overt
renal failure. Patients at greatest risk of this reaction are those with impaired renal
function, heart failure, liver dysfunction, those taking diuretics, and the eiderly.
Discontinuation of nonsteroidal anti-inflammatory drug therapy is typically followed
by recovery to the pretreatment state. »

Cases of significant renal failure in patients receiving Voitaren have been reported
from postmarketing experience, but were not observed in over 4,000 patients in
clinical trials during which serum creatinines and BUNs were followed serially. There
were only 7 patients (0.18%) whose serum creatinines and concurrent serum BUNS
were greater than 2.0 mg/dl and 40 mg/dl, respectively, while on diclofenac (mean
rise in the 7 patients: creatinine 1.5 mg/dl and BUN 20 mg/d). It is not vet clear
whether this low incidence of renal impairment in clinical trials, plus the observation
of less renal toxicity than is usual in rodents, will translate into a significant reduction
of the risk of renal failure in susceptible patients in widespread use. ) ‘

_Since Voltaren metabolites are eliminated primarily by the kidneys, patients with
significantly impaired renal function should be more closely monitored than subjects
with normal renal function. . ‘ ) ) )

Porphyria: The use of diclofenac in patients with hepatic porphyria should be
avoided. To date, 1 patient has been described in whom diclofenac probably trlqgkered
a clinical attack of porphyria. The postulated mechanism for causing such attacks by
diclofenac, as well as some other NSAIDs, is through stimulation of the porphyrin
precursor delta-aminolevulinic acid (ALA, demonstrated in rats).

Information for Patients ) ) )

Voltaren, like other drugs of its class, is not free of side effects. The side effects of
these drugs can cause discomfort and, rarely, there are more serious side effects,
such as gastrointestinal bleeding, which may result in hospitalization and even fatal

outcomes.
NSAIDs are often essential agents in the management of arthritis, but they also may
be commonly employed for conditions which are less serious.



Voltaren ® diclofenac sodium

Physicians may wish to discuss with their patients the potential risks (see WARN-
INGS, PRECAUTIONS, and ADVERSE REACTIONS) and likely benefits of NSAID treatment,
particularly when the drugs are used for less serious conditions where treatment
wrl‘thout NSAIDs may represent an acceptable alternative to both the patient and
physician.

Laboratory Tests

Because serious G.|. tract ulceration and bleeding can occur without warning symp-

toms, physicians should follow chronically treated patients for the signs and symp-

toms of ulceration and bleeding and should inform them of the importance of this

fA?sll% #') (se% WARNINGS, Risk of G.I. Ulcerations, Bleeding, and Perforation with
ID Therap

nteractions
Asp’rln oncomltant administration of Voltaren and aspirin is not recommended
because Voltaren is displaced from its binding sites during the concomitant adminis-
;ragonlof aspirin, resulting in lower plasma concentrations, peak plasma levels, and
values.

Anticoagulants: While studies have not shown Voltaren to interact with anticoag-
ulants of the warfarin type, caution should be exercised, nonetheless, since interac-
tions have been seen with other NSAIDs. Because prostaglandins play an important
role in hemostasis, and NSAIDs affect platelet function as well, concurrent therapy
with all NSAIDs, including Voltaren, and warfarin requires close monitoring of patients
to be certain that no change in their anticoagulant dosage is required.

Digoxin, Methotrexate, Cyclosporine: Voltaren, like other NSAIDs, tnroug
effects on renal prostaglandins, may cause increased toxicity of certain drugs. Di-
goxin and methotrexate serum levels may be elevated as well as cyclosporine’s
nephrotoxicity. Patients receiving these dru%s who are started on, or are given
increased doses of, Voltaren or any other NSAID, and particularly those patients with
altered renal function, should be observed for the development of the specific
toxicities of these drugs. In the case of digoxin, serum levels should be monitored.

Ithlum: Voltaren decreases lithium renal clearance and increases lithium plasma
:;vel? In patients taking Voltaren and lithium concomitantly, lithium toxicity may
evelop.

Oral Hypoglycemics: Voltaren does not alter glucose metabolism in normal
subjects nor are the effects of oral hypoglycemic agents altered by the concomitant
administration of Voltaren. There are rare reports, however, from postmarketing
experiences of changes in effects of insulin or oral hypoglycemic agents in the
presence of diclofenac which necessitated changes in the doses of such agents. Both
hypo- and hyperglycemic effects have been reported. A direct causal relationship has
not been established, but physicians should consider the possibility that diclofenac
may alter a diabetic patient’s response to insulin or oral hypoglycemic agents

luretics: Voltaren and other NSAIDs can inhibit the activity of diuretics. Con-
comitant treatment with potassium-sparing diuretics may be associated with in-
creased serum potassium levels.

Other Drugs: In small groups of patients (7-10/interaction study), the concomitant
administration of azathioprine, gold, chioroquine, D-penicillamine, prednisolone,
doxvcvcllne or digitoxin did not significantly affect the peak levels and AUC values of

Voltare!
Pmteln Blndlnq
In vitro, Voltaren interferes minimally or not at all with the protein binding of salicylic
acid (20% decrease in binding), tolbutamide, prednisolone (10% decrease in binding),
or warfarin. Benzylpenicillin, ampicillin, oxacillin, chlortetracycline, doxycycline,
cephalothin, erythromycin, and sulfamethoxazole have no influence in vitro on the
protein binding of Voltaren in human serum.
Drug/Laboratory Test interactions
Effect on Blood Coagulation: Voltaren increases platelet aggregation time but
does not affect bleeding time, plasma thrombin clotting time, plasma fibrinogen, or
factors V and VII to Xil. Statistically significant changes in prothrombin and partial
thromboplastin times have been reported in normal volunteers. The mean changes
were observed to be less than 1 second in both instances, however, and are unlikely to
be clinically important. Voltaren is a prostaglandin synthetase inhibitor, however, and
all drugs that inhibit prostaglandin synthesis interfere with platelet function to some
degree; therefore, patients who may be adversely affected by such an action should
be carefully observed.
Carcinogenesis, Mutagenesis, Impairment of Fertility
Long-term carcinogenicity studies in rats given Voltaren up to 2 mg/kg/day (approxi-
mately the human dose) have revealed no significant increases in tumor incidence.
There was a slight increase in benign mammary fibroadenomas in mid-dose
females (high-dose females had excessive mortality), but the increase was not signifi-
cant for this common rat tumor. Voltaren did not show mutagenic potential in various
mutagenicity studies including the Ames test. Voltaren administered to male and
female rats at 4 mg/kg/day did not affect fertility. A 2-year mouse carcinogenicity
study is underway.

m'atogenlc Emets

Pregnancy Categ B: Reproduction studies have been performed in mice given

Voltanen (u to 20 mg/:g/dav) and in rats and rabbits given Voltaren (up to 10 mg/kg/

day), and no evidence of teratogenicity despite the induction of

maternal toxlcntv and fetal toxicity. In rats, maternally toxic doses were associated

with dystocia, prolonged % estation, reduced fetal weights and growth, and reduced

fetal survival. Voltaren has been shown to cross the placental barrier in mice and rats.
There are no adequate and well-controlled studies in pregnant women. Voitaren

should be used during pregnancy only if the benefits to the mother justify

the potential risk to the fetus. Because of the known effects of prostaglandin-inhi-

biting drugs on the fetal cardiovascular system (closure of ductus arteriosus), use of

Voitaren during late pregnancy should be avoided.

Labor and Delivery ) )

The effects of Voltaren on labor and delivery in pregnant women are unknown

However, as with other nonsteroidal anti-inflammatory drugs, it is possible that

Voltaren may inhibit uterine contraction.

Nursing Mothers

Voltaren has been found in the milk of nursing mothers. As with other drugs that are

excreted un milk, Voltaren is not recommended for use in nursing women.

Pedlatric Use

Do&a ehgedcommendatlons and indications for use in children have not been

es

ADVERSE REACTIONS

Adverse reaction information is derived from blinded-controlled and open-label
clinical trials and worldwide marketing experience. In the description below, rates of
the more common events represent clinical study results; rarer events are derived
principally from marketing experience and publications, and accurate rate estimates
are generally impossible.

The incidence of common adverse reactions (greater than 1%) is based upon
controlled clinical trials in 1543 patients treated up to 13 weeks. By far the most
common adverse effects were gastrointestinal symptoms, most of them minor,
occurring in about 20%, and Iead to discontinuation in about 3%, of patients.
Peptic ulcer or G.I. bieeding occurred in clinical trials in less than 1% of approximately
1800 patients during their first 3 months of diclofenac treatment and in less than 2%
of approximately 800 patients followed for 1 year. The only control group with
sufficient patients for comparison received aspirin and only for the first 30 days of
treatment. Comparative rates were 0.2% for peptic uicer or G.I. bleeding in approxi-
mately 2000 diclofenac-treated patients and 0.6% in approximately 600 aspirin-
treated patients.

In double-blind trials there were fewer minor gastrointestinal complaints in 1227
patients treated with Voltaren than in 721 patients treated with aspirin, 22% vs 33%
(compared to 13% on placebo).

Gastrointestinal symptoms were followed in frequency by central nervous system

side effects such as headache (7%) and dizziness (3%).

Meaningful (exceeding 3 times the upper limit of normal) elevations of SGPT (ALT) or
SGOT (AST) occurred at an overall rate of about 2% during the first 2 months of
Voltaren treatment. Unlike aspirin, where elevations occur more frequently in pa-
tients with rheumatoid arthritis, these elevations were more frequently observed in
patients with osteoarthritis (2.6%) than in patients with rheumatoid arthritis (0.7%).

Marked elevations (exceeding 8 times the upper Iu'mt of normal) were seen in about
1% of patients treated for 2-6 months (see WARNIN

The following adverse reactions were reported in patlents treated with Voltaren:
Incidence Greater Than 1% (All derived from clinical trials.)

fgdgastamle Abdominal pain or cramps*, headache*, fluid retention, abdomi-
nal distention

Digestive: Diarrhea*, indigestion®, nausea*, constipation*, flatulence, liver test
abnormalities, PUB, i e., peptic ulcer, with or without bleeding and/or perforation, or
bleeding without ulcer (see above and also WARNINGS).

Nervous System: Dizziness

Skin and Appendages: Rash, pruritus

Special senses: Tinnitus.

*Incidence, 3% to 9% (incidence of unmarked reactions is 1-3%)

Incidence Less Than 1%—Causal Relationship Probable (Adverse reactiors re-
%g{ted 3r)\lv in the literature, not seen in clinical trials, are considered rare and are
italicize

Body as a Whole: Malaise, swelling of lips and tongue, photosensitivity, anaphy-
laxis, anaohvlactond reactions.

Cardi cular: Hypertension, congiestwe heart failure.

Digestive: Vomiting, jaundice, melena, aphthous stomatitis, dry mouth and
mucous membranes, bloody diarrhea, hepatitis, appetite change, pancreatitis with
or without concomitant hepatitis, colitis.

Hemic and Lym, Ic: Hemoglobin decrease, leukopenia, thrombocytopenia,
hemolytic anemia, aplastic anemia, agranu/ocvt05/s purpura, allergic purpura.

Metabolic and Nutritional Disorders: Azotem|

Nervous System: Insomnia, drowsiness, deDfESSIOn diplopia, anxiety, irritability.

Respiratory: Epistaxis, asthma, laryngeal edema.

Skin and Appendages: Alopecia, urticaria, eczema, dermatitis, bullous eruption,
erythema multiforme major, angioedema, Stevens-Johnson syndrome.

Special Senses: Blurred vision, taste disorder, reversible hearing loss, scotoma.

Urogeniltal: Nephrotic syndrome, proteinuria, oliguria, interstitial nephritis, pa-
pillary necrosis, acute renal failure.
incidence Less Than 1%—causal Relationship Unknown (Adverse reactions re-
ptglrted gr)\lv in the literature, not seen in clinical trials, are considered rare and are
i ncuze

’J as a Whole: Chest pain.
llovascular: Palpitations, flushing, tachycardia, premature ventricular con-
tractlons myocardial infarction

Dlgcsﬂn: Esophageal lesions.

Hemic and Lymphatic: Bruising.

Metabolic and Nutritional Disorders: Hypoglycemia, weight Ioss.

Nervous System: Paresthesia, memory disturbance, nightmares, tremor, tic, ab-
normal coordination, convulsions, disorientation, psychotic reactton

Respiratory: Dyspnea, hyperventilation, edema of pharyn:;

Skin and Appendages: Excess perspiration, exfoliative dermatltls

Special Senses: Vitreous floaters, night blindness, amblyopia.
Urogenttal: Urinary frequency, nocturia, hematuria, impotence, vaginal blieeding.

OVERDOSAGE

Worldwide reports on overdosage with diclofenac cover 27 cases. In 10 of these 27
cases, diclofenac was the only drug taken; all of these patients recovered. The highest
dose of diclofenac was 2.5 g in a 20-year-old male who suffered acute renal failure as a
conseguence, and who was treated with three dialysis sessions and recovered in 2
days. The next highest dose was 2.35 g in a 17-year-old girl who experienced vomiting
and drowsiness. A dose of 2.0 g of diclofenac was taken by a woman of unspecified
age who remained asymptomatic.

Animal LDsp's show a wide range of susceptibilities to acute overdosage with
primates being more resistant to acute toxicity than rodents (LD, in mg/kg—rats,
55 dogs. 500. monkeys, 3200).

In case of acute overdosage it is recommended that the stomach be emptied by
vommng or lavage. Forced diuresis may theoretically be beneficial because the drug is
excreted in the urine. The effect of dialysis or hemoperfusion in the elimination of
Voltaren (39% protein bound. see CLINICAL PHARMACOLOGY) remains unproven. In
addition to supportive measures, the use of oral activated charcoal may help to
reduce the absorption and reabsorption of Voltaren.

DOSAGE AND ADMINISTRATION

Voltaren may be administered as 25-mg, 50-mg, and 75-mg enteric-coated tablets.
Patients should be generally maintained on the lowest dosage of Voltaren consistent
with achieving a satisfactory therapeutic response

In osteoarthritis, the recommended dosage is 100-150 mg/day in divided doses,
50mgb.i.d.ort.i.d., or 75 mg b.i.d. Dosages above 150 mg/day have not been studied
in patlents with osteoarthritis.

In rheumatoid arthritis, the recommended dosage is 150-200 mg/day in divided
doses, 50mgt.i.d.orq.i.d., or 75 mg b.i.d. Dosages above 200 mg/day have not been
studied in patients with rheumatoncl arthritis

In ankylosing spondylitis, the recommended dosage is 100-125 mg/day, adminis-
tered as 25 mg a.i.d., with an extra 25 mg dose at bedtime if necessary. Dosages above
125 mg/day have not been studied in patients with ankylosing spondylitis.

HOW SUPPLIED
Enteric-Coated Tablets 25 mg—yellow, round, biconvex with beveled edges (im-
onnted VOLTAREN 25)

Bottlesof 60 . ......... .. ... ... .NDC 0028-0058-60
Bottlesof 100 ......... seveiiio.........NDC 0028-0058-01
unit Dose (blister pack)

Box of 100 (strips Of 10). .. ............ ... ... NDC 0028-0058-61

Enteric-Coated Tablets 50 mg—llght brown, round, buconvex with beveled edges
(imprinted VOLTAREN St

Bottlesof 60 ................ ... ... .NDC 0028-0162-60
Bottlesof 100. ... NDC 0028-0162-01
Bottlesof 1000 .. ........... ... ... NDC 0028-0162-10

Unit Dose (blister pack)
Box of 100 (strips of 10) . . NDC 0028-0162-61

Enteric-Coated Tablets 75 mg—white, round blconvex w:th Develed edges (im-
printed VOLTAREN 75)

BOLUES OF 60 ... ... . i NDC 0028-0164-60
Bottles of 100, ...\ LU NDC 0028-0164-01
Bottles of 1000 .. ...l NODC 0028-0164-10
Unit Dose (blister pack)

BOX OF 100 (Strips OF 10). ... .............................. NDC 0028-0164-61

Samples, when available, are identified by the word SAMPLE appearing on each
enteric-coated tablet

Do not store above 86°F. Protect from moisture.
Dispense in tight container (USP).

Printed in US.A. C91-8 (Rev. 4/91)
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Ardsley, New York 10502 388-10742-A



In arthritis therapy:

Because you're concerne
about G.1. reactions...

NSAIDS may adversely affect the hematologic, hepatic, renal, and gastrointestinal
systems, although G.I. reactions occur most frequently.

Contramnocated npatient pitaren: A other NSAID 0
BOtent co ;e's ?leiﬁ%ﬁ}l 319 ! ¥ Orapy Serious LOXIC)
sucnash N Uicex ati () a/o = ome significa e DEE
repirted Sociation with eactiol ave rarely been reported
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