Voitaren®
diclofenac sodium

Enteric-Coated Tabiets
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DESCRIPTION

Voltaren, diclofenac sodium, is a nonsteroidal, anti-inflammatory phenylacetic acid
derivative, designated chemically as 2-1(2,6-dichlorophenyl)aminolbenzeneacetic
acid, monosodium salt. The structural formula of diclofenac sodium is:
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Diclofenac sodium is a faintly yellow-white to light 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.

Voitaren is available as enteric-coated tablets of 25 mg, 50 mg, and 75 mg for oral
administration. A

Inactive Ingredients. Cellulose acetate phthalate, colloidal silicon dioxide (25-mg
and 50-mg enteric-coated tablets only), diethyl phthalate, hvdmepfopvi 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
Phai

rmacology )
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 .
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 rapid. 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-
doses, respectively. It should be noted that the administration of several individ-
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
istribution were about 350 mil/min and 550 mi/kg, respectively. After repeated oral
administration of 50 mg b.i.d., Voitaren did not accumulate in plasma. The degree of
accumulation of diclofenac metabolites is unknown. Some of the metabolites may
hﬁ_’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 a%)roxnmateiv 35% in the bile.

Comugates 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 qnoo_mugated 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. . A o

A 4-week study comparing plasma level profiles of diclofenac (50 mg b.i.d.) in
voungel('1(g%-:66) vgrsus older :868)1) adults did not show differences between age

roups ents per age group).
N Single-dose studies of the effgcts of renal function impairment (50 mg intra-
venously) or hepaticimpairment (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 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 fiuid, after which the process reverses and synovial fluid levels are slightly
hlgtrr\‘et than plasma levels. It is not known whether diffusion into the joint plays a role
in the effective

e ness of Voltaren.

In healthy subjects, the daily administration of 150 mg of Voltaren for 3 weeks
resulted in a mean fecal biood l0ss less than that observed with 3.0 g of aspirin daily. In
repeated-dose studies, mean fecal blood loss with 150 mg of ren 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.

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

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

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

;%greésrarelv fatal, anaphylactic-like reactions to Voltaren have been reported in such
ents.

Gastrointestinal 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.I. tract s%nfgtoms It is recommended that patients be maintained on
the lowest dose of diclofenac sodium possible consistent with achieving a satisfac-
tory therapeutic response. .
Risk of G.1. Ulcerations, ng and Perforation with NSAID Therapy: Serious
gastrointestinal toxicity such as bleeding, uiceration, 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.I. tract symptoms. In patients observed in clinical trials of
several months to 2 years duration, symptomatic g?per.c.l. 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 vear. Physicians should inform patients
at:g:to géﬁ rsugns and/or symptoms of serious G.I. toxicity and what steps to take if

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, smokm?. etc., no risk factors (e.g., age, sex) have been associated with
increased risk. Elderly or debilitated patients seem to tolerate uiceration 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.

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 {ULNI), 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 devel pegdaundice. 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
fegguaeg f\oo glstmguush those patients who developed marked elevations from those
who di .

In addition to the enzyme elevations seen in clinical trials, rare cases of severe
heparttlgdreactnons, 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
sul uent transaminase measurements are not known. In the largest U.S. trial
(open-labeh, 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 Voitaren. 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
aysteméc ne\admfestations occur (e.g., eosinophilia, rash, etc.), Voltaren should be

scontinued.

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 Reactions: As with other nonsteroidal anti-inflammatory drugs, allergic
reactions including anaphylaxis, have been reported with Voitaren. 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.

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 hlstoz of
ctgtrdaatc decompensation, hypertension, or other conditions predisposing to fiuid

ention.

Renal 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 general(l}{ 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 prosta?landm 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 drsfunt;tlon. those taking diuretics, and the elderly.
Discontinuation of nonsteroidal anti-inflammatory drug therapy is typically followed
by recovery to the atment 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/di and 40 mg/dl, respectively, while on diclofenac (mean
rise in the 7 patients: creatinine 1.5 mg/dl and BUN 20 mg/dl. It is not yet 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 Voitaren metabolites are eliminated primarily by the kidneys, patients with
significantly impaired renal function should be more closely monitored than subjects
with normal renal function. . ) X )

?prphgn: The use of diclofenac in patients with he porphyria should be
avoided. To date, 1 patient has been described in whom diclofenac probably trigg
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).

[ ation for Patients

nform
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 employed for conditions which are less serious.



mmo diclofenac sodium

s may wish to discuss with their patients the potential risks (see WARN-

INGS PRECAUTIONS and ADVERSE RE»CTIONS) and likely benefits of NSAID treatment,

particularly when the drugs are used for less serious conditions where treatment

glhthout NSAIDs may represent an acceptable alternative to both the patient and
ysician.

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

f,eslk%-?ﬁe (seew WARNINGS, Risk of G.I. Ulcerations, Bleeding, and Perforation with
rap|

concomltant administration of Voltaren and aspirin is not recommended
because Voltaren is displaced from its binding sites during the concomitant adminis-
tAlijagon'of aspirin, resulting in lower plasma concentrations, peak plasma levels, and
values.
ulants: 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, throug
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 NSAI and particularly those patients with
aitered renal function, should be observed the development of the specific
toxicities of these drugs. In the case of dlgoxm serum levels should be monitored.

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

Oral Hypoglycemics: \Voitaren 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 hvpoglvcemlc agents in the
gresenoe of daclofenac which necessitated changes in the of such agents. Both

vpo and hyperglycemic effects have been reported. A direct causal relatnon of%
established, but physicians should consider the possibility that dicl
mav 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 : Insmall groups of patients (7-10/interaction study), the concomitant
administration of azathioprine, gold, chioroguine, D-penicillamine, prednisolone,
S&)évacvdme or digitoxin did not sngmﬁcantl the peak levels and AUC values of

Protein Bindli
In vitro, VOItare'm terferes 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,
ceohalothln _erythromycin, and sulfamethoxazole have no influence in vitro on the
protein binding of Voltaren in human serum.
Drug/La boratorv Interactions
Effect on Blood mul:tlon Voltaren increases platelet aggregation time but
does not affect bleeding time, plasma thrombin clotting time, plasma fibrinogen, or
factors V and Vil to Xii. Statlstlcallv significant changes in prothrombin and partial
thromboolastnn times have been reported in normal volunteers. The mean changes

re observed to be less than 1 second in both instances, however, and are unlikely to
becln ically important. Voltaren is a p landin synthetase inhibitor, however, and
all drugs that inhibit Drostaglandln synthesis interfere with platelet function to some
degree; the refore patl ts who may be adversely affected by such an action should
be carefully obse

Is, Impairment of

Carcinogenesis, M Fertility
Long-term carcmogemcntv studies in rats given Voltaren up to 2 mg/kg/day (approxi-
mately the human dose) have revealed no significant increases in tumor mcn lence.
There was a slight mcrease in benign mammarv 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 mutat dgemc potential in various
mutagenicity studies including the Ames test. Voltaren administered to male and
gm&le rats at 4 mg /kg/day did not affect fertility. A 2-year mouse carcinogenicity
udy is unde

Pregnancy Category B: Reproduction studies have been performed in mice given
Voltaren (uRtozo mg/gg/dav) and in rats and rabbits given Voltaren (up to 10 mg/kg/
day), idence of teratogenicity despite the induction of
matemal toxicity and fetal toxicity. In rats, maternally toxic doses were associated
with dystocia, prolonged ion, reduced fetal weights and growth, and reduced
fetal survival. Voltaren has been shown to cross the placental bamer 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 dru c?s on the fetal cardlwascular system (closure of ductus arteriosus), use of
Voltaren during late pregnancy should be avoided.
Labor and Delivery | .
The effects of Voitaren 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.

Nu 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

Dos%?e recommendations and indications for use in children have not been
established.

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 dlmcal study results; rarer events are derived
principally from rnarketlng experience and publications, and accurate rate estimates
are generaliv impossible.

ncidence of common adverse reactions (greater than 1%) is based upon
oontrolled clinical trials in 1543 patients treated up to 13 weeks. By far the most

n adverse effects were gastrointestinal symptoms, most of them minor,
occumng in about 20%, and leading to discontinuation in about 3%, of patients.
P:%ic ulcer or G.I. bleedm% occurred in dlmw trials in less than 1% of approximately
1800 patients during thei rst 3 months ofenac treatment and in less than 2%
of aoproxnmatel followed for 1 year. The only control group with

t patients for companson received aspirin and only for the first 30 days of
treatment Comparative rates were 0.2% for peptic ulcer or G.I. bleedlng in approxi-
matelateé 2000 gs iclofenac-treated patients and 0.6% in approximately 600 aspirin-

patien

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

Gastromtesnnal symptoms were followed in frequency by central nervous system

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

Meamn | (exceedlng 3 times the upper limit of normal) elevations of SGPT (ALT) or
SGOT occurred at an overall rate of about 2% during the first 2 months of
Voltaren treatment Unlike asomn where elevanons occur more frequently in pa-
tients with rheumatoid arthritis, these elevations more uently observed in
patients with osteoarthritis (2 6%) than in patlents wrth rheumatmd arthntas (. 7%)

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

The following adverse re: ported in patuents treated with Voltaren:
Incidence Greater 'I’nan 196 (AII denved from clinical trials.)
namyl ody ;st'go wnonn Abdominal pain or cramps*, headaches, ﬂund retention, abdomi-

i .
: Diarrhea*, indigestion*, nausea*, constipation*, fiatulence, liver test

abnormalities, PUB, i.e., peptic ulcer, with or without bleeding and/or perforation, or

eedlng wnthout ulcer (see above and also WARNINGS).

Nervous System: Dizzines
Skin and Appendages.
Special senses: Tinnitus.
*Incidence, 3% to 9% (incidence of unmarked reactions is 1-3%)
incidence Less Than 1%—Cau Ip Probal

Rash pruritus.

A 2 sal Relationship F ble (Adverse reactions re-
pcglujted egr)\tv in the literature, not seen in clinical trials, are considered rare and are
italicizi

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

Cardlovascular: Hypertension, congestive heart failure.

Digestive: Vomiting, jaundice, melena, aphthous stomatitis, dry mouth and
mucous membranes, bloody diarrhea, heoatltls 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, depnessnon diplopia, anxiety, irritability.
Resplntory Epistaxis, asthma, laryngeal edema
ind Appendages: Alopecia, urticaria, eczema, dermatitis, bullous eruption,
ervthema multiforme major, angioedema, Stevens-Johnson syndro
I Senses: Blurred vision, taste disorder, reversible heanng Ioss scotoma.
Urogenltal: Nephrotic syndrome proteinuria, oliguria, interstitial nephritis, pa-
pillary necrosis, acute renal failure.
Iincidence Less Than 1%—Causal Relationship Unknown (Adverse reactions re-
ptglrted egnlv in the Ilterature not seen in clinical trials, are considered rare and are
italicizi
Chest

a Whole:
Cal lovascular Palpltatlons ‘Aushing. tachycardia, premature ventricular con-
tra‘,clt|'c>‘r;'sﬂvn:v0:>caE rd'u\al mf?rlctlon
sophageal lesions.
Hemic and Lymemtlc: Bruising.
ycemia, weight Ioss.

Metabolic and Nutritional Disorders: H Dor%'a
Nervous : Paresthesia, memory disturbance, naghtmares tremor, tic, ab-
norma;'g’o%’; ggsn conv#lsaons zzllfaonnentatroeden oggchr?at:c reaction.
pnea, hyperventilation, ma of pharynx.
Skin and Appendages: Excess perspiration, exfoliative dermatitis.
senses: Vitreous floaters, night blindness, amblyopia.
Urogenital: 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 dru g 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 asa
conseguence, and who was treated with three dialysis sessions and recovered in 2
days. The next highest dose was 2.35 g in a17-year-old girl who experienced vomiting
and drowsiness. A dose of 2.0 g of diciofenac was taken by a woman of unspecified
age who remained asymptomatic.

Animal LDsy's show a wide range of susceptibilities to acute overdosage with
pnmates being more resistant to acute toxicity than rodents (LDsy 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 drugiis
excreted in the urine. The effect of dialysis or hemoperfusion in the elimination of
Voitaren (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
Voitaren may be administered as 25-mg, 50-mg. and 75-mg enteric-coated tablets.
Patients should be generallv maintained on the lowest dosage of Voltaren consistent
with achlevmg sfactory therapeutic response

In osteoarthritis, the recommended dosage is s 100-150 mg/day in divided doses,
50mgb.i.d.ort.i. d.,or75mgb.i.d. Dosages a 150 mg/day have not been studied
in patients with osteoarthritis.

In rheumatoid arthritis, the recommended dosage is 150-200 mg/day in divided

,50magt.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-
tered as 25 mg q.1.d., with an extra 25 mg dose at bedtime if necessary. Dosages above
125 mg/day have not been studied in patients with ankylosing spondyiitis.

HOW SUPPLI
Enteric- Coated Tablets 25 mg—vyellow, round, biconvex with beveled edges (im-
printed VOLTAREN 25)
BOtHES OF 60 ... ... ... i NDC 0028-0058-60
BOtHES OF 100 . . ... .. ..ot NDC 0028-0058-01
Unit Dose (blister pack)
Box of 100 (strips OF 10). .. .. ............. ...l NDC 0028-0058-61

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

€S OF 60 ... ... ... NDc 0028-0162-60
BottlesOf 100. . ... ... NDC 0028-0162-01
BOttIeS OF 1000 .. .............ooiiiii NDC 0028-0162-10
Unit Dose (blister pack)

Box Of 100 (strips OF10) . .. .............. ... .. ............ NDC 0028-0162-61

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

BOtHES OF 60 .. ..ottt NDC 0028-0164-60
BottleS Of 100. . ... . NDC 0028-0164-01
BOttles OF 1000 . ... NDC 0028-0164-10
Unit Dose (blister pack) ;

Box Of 100 (Strips OfF 10). .. ............. i 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).
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In arthritis therapy:

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

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

*Contraindicated in patients hypersensitive to aspirin, other NSAIDs, or voltaren. As with other NSAIDs, the most
frequent complaints relate to the G.I. tract. In patients treated chronically with NSAID therapy, serious G.1. toxicity
Elevations of SGOT and/or SGPT, some significant, have been

such as bieeding, ulceration, and perforation can occur.
reported in association with Voltaren treatment; cases 0

Please see complete Prescribing Information preceding this advertisement.

f severe hepatic reactions have rarely been reported.
388-10742-A




Volitaren®
diciofenac sodium

Enteric-Coated Tablets
Prescribing information

DESCRIPTION
Voltaren, dlclofenac sodium, is a nonsteroidal, anti-inflammatory phenylacetic acid
derivative, designated chemically as 2-1(2,6- drchlorophenvl)amlnolbenzeneacetrc
acid, monosodlurn salt. The structural formula of diclofenac sodium is:

NaOCCH, c

Cl

Diclofenac sodium is a faintly yellow-white to light beige, virtually odorless, slightly
hygroscopic ¢ lline der. It is freely soluble in methanol, sparingly soluble in
water, very slig tlv soluble in acetonitrile, and insoluble in chioroform and in 01N
hydrochlonc acid. its molecular werght is 318.14. In water, diclofenac sodium has a
single dussocration constant (pKa) of 4.0.
a0 lta'srgn is available as enteric-coated tablets of 25 mg, 50 mg, and 75 mg for oral

min|

Inactive Ingredrents Cellulose acetate phthalate, colloidal silicon dioxide (25-m
and 50-mg enteric-coated tablets only), drethvl phthalate, hydroxypropyl 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
Pnarm

Y
pharmacologic studies, Voltaren has shown anti-inflammatory, analgesrc and
anﬁoyretrc activity. As with other nonsteroidal anti- mflammatoray agents of
action is not known; however, its ability to inhibit prostaglandin synthesrs 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 occurrmg in2- 3 hours. However, due to first-
pass metabolism, oniabout 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 tged Area under the plasma concentration curve (AUC) is dose-propor-
tional within range of 25 mg to 150 mg. Peak plasma levels are less than dose-
proportional and are aporoxrmatelv‘l 0,1.5, and 2 mcg/ml for 25-mg, 50-mg, and 75-

? doses, res| ly, It should be noted th at the administration of several individ-
ual tablets 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, respectively. After repeated oral
admlnlstratron of 50 mg b.i.d., Voitaren did not accumulate in plasma. The degree of
accumulation of dlclofenac metabolites is unknown. Some of the metabolrtes 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-

65% of the dose is excreted in the urine, and approximately 35% in the bile.

Conju 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- g¥droxv- -hydroxy-, and 4',5-dihydroxy-
diclofenac) together account for 10-20% 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% excretedin the bile. Little
or no unchanged uncomr.{%e drug is excreted. It is not known whether there is
genetic polvmorphrsm in enzymes responsible for metabolism of diclofenac.

The extent of a rption of Voltaren is not significantly affected when the drug is
taken with food; owever there is usually a delay in the onset of absorption of 1t04.5
hou{s .\mth d‘eelvag‘s as long as 10 hours in some patients. There is also a reduction in
peak plasma

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

Single-dose studies of the of renal function impairment (50 mg intra-
venously) or heoatlc lmpalrment (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 oatrents with renal impairment (N =5, creatinine clearance 3 to 42 mi/min), AUC
values and elimination rates were comparable to those in healthy subjects.

n 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 comFara ble to those in healthy subjects.

Voltaren diffuses into and out of the synovial fluid. Diffusion mto the joint occurs
during the first 4 hours following a dose, while olasma levels are dg an those in
synovial fiuid, after which the process reverses and levels are slightly
huotltr‘:r than plasma Ie.vfels Itis not known whether dlffusron mto the joint plays a role
in effective

In healthy subjects the dailv administration of 150 mg of Voltaren for 3 weeks

ited n fecal blood loss less than that observed with 3. lg.‘of aspirin oaulv In
repeated-dose studles, mean fecal blood loss with 150 mg of Voltaren was also less
than that observed with 750 mg of naproxen or 150 of indomethacin. Repeated-
dose endoscopic studres in normal volunteers shi that dallv doses of 75 mg or
100 mg of Voltaren r gastric lesi nd those that did occur
had lower scores than those whlch occurred followinq 500 mg dallv doses of
naproxen. The clinical sloniﬁanoe of these lngs is unknown since there is no
evidence available to indicate that diclofenac is less likely than other druos of its class
to cause serious ntestinal lesions when used in chronic thera

n patients rheumatoid arthritis, Voitaren has been admrmstered safely in
combrnatlon 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

Volwen is contraindicated in patrens with m{persensmwtv toit. Voitaren should not

be g to patients in whom Voltaren, aspirin, or other nonsteroidal anti-inflam

matorv druos induce asthma, urticaria, or other allergic-type reactions becau se

s.ea\.rere t;'arelv fatal, anaphylactic-like reactions to Voltaren have been reported in such
en

WARNINGS
Gastrointestinal Effects
Peptic ulceration and gastrointestinal bleedrrgg been rePorted in patients receiv-

ing Voltaren. Physicians and patients shi re remain alert for ulceration and
bleedil nts treated chronically with drclofenac soduum even in the absence

n patients
of orevnlgus G.l. tract sr‘ ptoms. It is recomme at patients be maintained on
to the o3¢ resoonsemc sodium possible oonsrstent with achieving a satisfac-
rapeutic
RI;X' 1] D Therapy: Serious

Irg and Perforation with NSA
gastrointestinal toxicity ‘such as leeding, ulceration, and perforatron can occur at

any time, with or without warning symptoms, in patients treated chronically with
NSAID therapy. Although minor upper gastrointestinal problems, such as dvsr:epsra
are common, usually developing early in therapy, physicians should remain ale!

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
:hbout the srgns and/or symptoms of serious G.I. toxicity and what steps to take if

Studres 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, smokrn? etc., no risk factors (e.g., age, sex) have been associated with
increased risk. Elderly or debilitated patients seem to tolerate ulceration or bieeding
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 consrdenng 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
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-
derlrne elevations, (i.e., 1.2-3 times the upper limit of normal (ULN)), or greater
elevations of transammases occurred in about 15% of Voltaren-treated patients. The
SGPT (ALT) test is probably the most sensitive indicator of liver i uruury In cllnrcal 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 develope: edaur'rdrce 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
fegtuges to distinguish those patients who developed marked elevations from those
who did not.

In addrtlon to the enzyme elevations seen in clinical trials, rare cases of severe
heparttlé:d reactions, including jaundice and fatal fulminant hepatitis, have been
repol

Because severe hepatotoxicity may develop without a prodrome of distinguishing
svmotoms physicians should measure transaminases periodically in patients receiv-

%long -term therapy with Voltaren. The optimum times for making the first and

sequent transaminase measurements are not known. In the largest U. S trial
abel), which involved 3700 patients monitored first at 8 weeks and 1200
panents monrtored agarn 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
gvstemtrlc rrergnlfestatrons occur (e.g., eosinophilia, rash, etc.), Voltaren should be

iscontinu

To minimize the possibility that heRatrc injury will become severe between trans-
aminase measurements, physicians should inform patients of the warning signs and
symptoms of hepatotoxicity (e dg 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 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 biood pressure
(severe at times) have been observed in clinical trials and/or the foreign marketing
experience with Voitaren. Anaphylaxis has been reported rarely from foreign sources;
in U.S. clinical trials with Volitaren in over 6000 patients, 1 case of anaphylaxis was
reported. In controlled clinical trrals 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- rnﬂam
matory drugs, Voltaren should be used with caution in patients with a hrstoq
ca{dratc decompensation, hypertension, or other conditions predisposing to fluid
retention.

Rena : 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 ammals Papillary necrosis was observed only in 1 animal study with
diclofenac, a 4-week study in baboons in which the drug was administered intra-
muscularlv 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 perfuslon 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 elderly.
Discontinuation of nonsteroidal anti-inflammatory drug therapy is typically followed
by recovery to the pretreatment state.

Cases of srgnrﬁcant renal failure in patients receiving Voltaren have been reported
from postmarketing experience, but were not observed in over 4,000 patients in
clinical trials durlng which serum creatmlnes 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/dlI, respectively, while on diclofenac (mean
rise in the 7 patients: creatinine 1.5 mg/dl and BUN 20 mg/dl. It is not vet clear
whether this low incidence of renal im| c)g_'rment in clinical trials, plus the observation
of less renal toxicity than is usual in r ts, 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 krdnevs patients with
slgmﬁcantlv impaired renal functron should be more closely monitored than subjects
with normal rena nal functio

The use of drclofenac in patients with hepatic Dorohvna should be
avoided. date 1 patient has been described in whom diclofenac probal gered
a clinical attack of porphyria. The postu lated mechanism for causing such
diclofenac, as well as some other NSAIDs, is through stimulation of the porphvnn
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,
suta:\o as gastrointestinal bleedmg 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
without NSAIDs may represent an acceptable alternative to both the patient and
E;lysncuan.

Because serious G.I. tract uiceration 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 |

rin: Concomitant administration of Voltaren and aspirin is not recommended
because Voltaren is dnsg[aceg from its binding sites during the concomitant adminis-
%agonlof 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: Volitaren, 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.

m: Voltaren decreases lithium renal clearance and increases lithium plasma
!;evel? 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 nelatlor)sgghas
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: Voitaren and other NSAIDs can inhibit the activity of diuretics. Con-
comitant treatment with Fotassuum-sparlng 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, chloroquine, D-penicillamine, prednisolone,
eg.xt;cvdine, or digitoxin did not significantly the peak levels and AUC values of

ren

Protein Binding n . 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 VIi to Xl 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 (a;g)roxn-
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/gg/dav) 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 %estatson. 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 A )
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 . )
Dos%?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
controlled 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 uicer or G.I. ('Jleedl‘ng_I 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 ulcer 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 foliowed 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 Voitaren:
Incidence Greater Than 1% (All derived from clinical trials.)
naml d‘s{e‘nst % nwnon.- Abdominal pain or cramps*, headache, fiuid retention, abdomi-
i ion.

Ive: Diarrhea*, indigestion*, nausea*, constipation*, fiatulence, 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 : Dizziness. .
Skin and es: Rash, pruritus.
Declal senses: Tinnitus.
*Incidence, 3% to 9% (incidence of unmarked reactions is 1-3%)
Incidence Less Than 1%—Causal Relationship Probable (Adverse reactions re-
ported only in the literature, not seen in clinical trials, are considered rare and are

italicized.)
3 as a Whole: Malaise, swelling of lips and tongue, photosensitivity, anaphy-
laxis, anaphylactoid reactions. . .

Caral lar: 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: Hemoagiobin decrease, leukopenia, thrombocytopenia,
hemolytic anemia, aplastic anemia, agranulocytosis, purpura, allergic purpura.

ssy?s"tgnfn 1, Srowanes, doprassion, dipk bil
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.

lal es: Blurred vision, taste disorder, reversible hearing loss, scotoma.

_Urogenltal: Nephrotic syndrome, proteinuria, oliguria, interstitial nephritis, pa-
pillary necrosis, acute renal failure.
incidence Less Than 1%—Causal Relationship Unknown (Adverse reactions re-
ptglrtt:ed e<t;:r)\lv in the literature, not seen in clinical trials, are considered rare and are
italicized.

Whole: Chest pain. . A
Cardlovascular: Palpitations, flushing, tachycardia, premature ventricular con-
tractions, myocardial infarction.
: Esophageal lesions.

Hemic and Lymphatic: Bruising. )

Metabolic and Nutritional Disorders: Hvoor%Izcemla, weight loss.

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

Res, : Dyspnea, hyperventilation, edema of pharynx.

Skin and Appendages: Excess perspiration, exfoliative dermatitis.

I Senses: Vitreous floaters, night blindness, amblyopia.

rogenital: 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 vomitin
and drowsiness. A dose of 2.0 g of diclofenac was taken by a woman of unspecifi
age who remained asymptomatic. o

Animal LDsy's show a wide range of susceptibilities to acute overdosage with
primates being more resistant to acute toxicity than rodents (LDsy 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 drug s
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_:23, 50-mg. and 75-mg enteric-coated tablets.
Patients should be generally maintained on the lowest dosage of Voitaren consistent
with achlevmg a satisfactory therapeutic response. .

In osteoarthritis, the recommended dosage is 100-150 mg/day in divided doses,
50mgb.i.d. ort.i.d. or7Smgb.i.d. Dosages al 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, S0mgt.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-
tered as 25 mg g.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 spondviitis:

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

Bottlesof 60 . ... ... ... NDC 0028-0058-60
Bottlesof100 . ... ... ... NDC 0028-0058-01
Unit Dose (blister pack)
Box of 100 (strips of 10). . ...... ... ... NDC 0028-0058-61
Enteric-Coated Tablets S0 mg—light brown, round, biconvex with beveled edges
(imprinted VOLTAREN 50)
Bottlesof 60 ....... ... ... NDC 0028-0162-60
Bottlesof100. . ...... ... 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, biconvex with beveled edges (im-
printed VOLTAREN 75)

Bottles of 60 . .. .. NDC 0028-0164-60
Bottles of 100, _” NDC 0028-0164-01
Botties of 1000 . ~” NDC 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 U.S.A. C91-8 (Rev. 4/91)
. GEIGY Pharmaceuticals
el Division of CIBA-GEIGY Corporation
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.

*Contraindicated in patients hypersensitive to aspirin, other NSAIDs, or Voitaren. As with other NSAIDs, the most
frequent complaints relate to the G.1. tract. In patients treated chronically with NSAID therapy, serious G.1. toxicity
such as bleeding, ulceration, and perforation can occur. Elevations of SGOT and/or SGPT, some significant, have been
reported in association with Voltaren treatment; cases of severe hepatic reactions have rarely been reported.

Please see compiete Prescribing Information preceding this aavertisement. 388-10742-A




Voitaren®
diclofenac 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-dichlorophenyllaminoibenzeneacetic
acid, monosodium salt. The structural formula of diclofenac sodium is:

?
NaOCCH, cl

Cl

Diclofenac sodium is a faintly yellow-white to light beige, virtually odorless, slightly
hygroscopic q:rnstalhne 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. Iits 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. o

Inactive Ingredients. Cellulose acetate phthalate, colloidal silicon dioxide (25-mg
and 50-mg enteric-coated tablets only), diethyl phthalate, hvdroxYoroovl 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-mgaentenc~coated tablets only), starch (25-mg and 50-mg enteric-coated tablets
only), talc (75-mg enteric-coated tablets only), titanium dioxide.

CLINICAL PHARMACOLOGY
acology

Pharm

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

Pharmacokinetics ) ) )
Voltaren is completely absorbed from the gastrointestinal tract after fasting oral
administration, with Feak 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 I‘aﬁld. 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 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
h|abve 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.

comudoates 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-g¥droxv-,3'-hydroxv-‘ 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% excretedin 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 of1t04.5
hours, with delays as long as 10 hours in some patients. There is also a reduction in
peak plasma levels. ) . A 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 groug). o .

Single-dose studies of the s of renal function impairment (S0 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 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.

In healthy subjects, the daily administration of 150 mg of Voltaren for 3 weeks
resulted in a mean fecal blood Ioss less than that observed with 3.0g of aspirin daily. In
repeated-dose studies, mean fecal blood loss with 150 mg of Voitaren 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 = . L

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 allerglc-tvge reactions because
se:ierei rarely fatal, anaphylactic-like reactions to Voltaren have been reported in such
patients.

WARNINGS

Gastrointestinal Effects ) ' , _ 4
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.I. 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. )
Risk of G.I. Ulcerations, llndlnY, 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.I. tract symptoms. In patients observed in clinical trials of
several months to 2 years duration, symptomatic g?pe( G.l. ulcers, gross bieeding, 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
ggout 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
agtpe:tt;al increased risk of G.I. toxicity.

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 wgurv. 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%
the 3700 patients. in that open-label study, a lower incidence of bordertine (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 nts 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 elevatnonséece?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 therapy interrupted; transaminase elevations in
most of these cases disappeared or did not progress. There were no identifying
feﬁtuaeg to gllstlnguush 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
heoattlgd reactions, 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
su se<1uent 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
gysterr\t«p m(ajmfestatlons 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 dru?s. 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 hustoq of
c;{dtatc decompensation, hypertension, or other conditions predisposing to fluid

ention.

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 Rrgcnplgate 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.

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/dl. It is not yet 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 triggered
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,
su%n 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.



Voitaren ® diclofenac sodium

Physicians may wish to discuss with their patients the potential nsks (see WARN-
INGS, PRECAUTIONS, and ADVERSE RE)CTIONS) and likely benefits of NSAID treatment,
particularly when the drugs are used for serious conditions where treatment
wtr‘thout NSAIDs may represent an aooeptable alternahve to both the patient and
physician.

Lal

Tests
Because serious G.|. tract ulceration and bleeding can occur without warning symp-
toms, physicians should follow chronically treated patients for the signs an gmo-
toms of ulceration and bleeding and should inform them of the importance
follow-up (see WARNINGS, Rrsk of G.l. Ulcerations, Bleeding, and Perforation with
mlo.rheranw

: Concomitant administration of Voltaren and aspirin is not recommended
because Voltaren is displaced from its binding sites during the conoomrtant adminis-
%agoniof 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. Beause pmstaolandms play an |mportant
role in hemostasis, and NSAIDs affect platelet fu as well, concurrent therapy
with all NSAIDS, including Voltaren, and warfarin requmes dose momtonng of patients
to be certain that no change in their anticoagulal

Digoxin, Methotrexate, Cyclosporine: Voltaren like other NSAIDs throu h
effects on renal prosnglandlns may cause increased of certain drugs.
goxin and methotrexate m levels may be elevated as well as cvclosoonnes
nephrotoxicity. Patients reoeM these who are
increased doses of, Voitaren or anv other NSAID, and oartlcularlv those patlents with
altered renal function, should be observed for the developmen
toxicities of these drugs. In the case of digoxin, serum levels should be

Lithium: Voitaren decreases lithium renal dlearance and increases lrthrum plasma
levels. In patrents taking Voitaren and lithium concomitantly, lithium toxicity may

evelop.
Oral Hypoglycemics. Voluren does not alter glucose metabolism in normal
subjects nor are the effects of oral

iCc agents aitered bv the concomitant
administration of Voitaren. There are rare reports, however, from postmarketing
experiences of changes in effects of msulln or oral h ypoglycemic agents in_the
resence of diclofenac which necessutaﬁed changesin the doses of such agents. Both
vpo- and hyperglycemic effects have reoorted A direct causal relationshi has
il e R T T
may alter a diabetic patient’s response to insulin or ycemic agen!
Diuretics: Voitaren and other NSAIDs can inhibit the activity of diuretics. Con-
comitant treatment with ium-sparing diuretics may be associated with in-
creased serum potassaum
Other Drugs: in small groups of pahents (7-10/interaction study), the concomitant
administration of azathioprine, uine, D-penicillamine, prednisolone,
doxvcyclme or digitoxin dld not Slgmﬁan the peak levels and AUC values of

Proteln Bindl
In vitro, VOItare'mnterferes minimally or not at all with the protein binding of salicylic
acid (20% decrease in binding), toib , 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 m human serum.
Drug/uboutorv Test interactions
lation: 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
thromboolastln imes have been reported in normal volunteers. The mean changes
re observed to be less than 1 secondin both instal , and are unlukelv to
be clumcally important. Voltaren is a prostaglandin svnthetase inhibitor, however, and
all drugs that inhibit prostaglandin svnthesrs interfere with platelet function to some
degree; therefore, patients who may be adversely affected by such an action should
be carefully observed.

Carcinogenesis, Mutagenesis, impalrment of Fertiiity
Long-term carcinogenicity studies in rats grven VOluren up to 2 mg/kg/day (ap| roxr
mately the human dose) have revealed no nt increases in tumor INCi

There was a slight increase in benign mammarh‘tbroadenomas in mid- dose
females (high-dose females had excessive mortali the increase was not signifi-
cant for this common rat tumor. Voitaren did not show m nic potential in various
mutagenicity studies including the Ames test. Votwen iministered to male and
ﬂtamda,e rats daet 4 mg/kg/day did not affect fertility. A 2-year mouse carcinogenicity
study is underway.

Pregnancy Category B: Reproduction studies have been performed in mice given
Voltaren (umzo mg/:g/dav)and in rats and rabbits given Voitaren (up to 10 mg/kg/
day), evidence of ICity the induction of
maternal toxicity and fetal toxicity. In rats, maternally toxic doses were associated
with dystocia, prolonged . reduced fetal weights and growth and reduced
fetal survival. Voltaren has shown to cross the placental barrier in mice and rats.
There are no adequate and well- contmlled studres in nant women. Voitaren
should be used during pregnancy onl rf the ben ts to the mother justify
the potential risk to the fetus. Because of the known of prostaglandin-inhi-
biting drugs on the fetal cardiovascular svstem (dosure of ductus arteriosus), use of
Voltaren during late pregnancy should
Labor and Delivery
The effects of Voitaren on labor and delivery in pregnant women are unknown.
However, as with other nonsterondal anh inflammatory drugs, it is possible that
Voitaren may inhibit uterine con
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

latric Use A
Dosage recommendations and indications for use in children have not been
established.

ADVERSE REACTIONS
Adverse reaction information is derived from blinded-controlled and open-label
clinical trials and worldwide marketlng 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 rmoossnble

The incidence of ¢ reactions (greater than 1%) is based upon
controlled clinical tnals 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.
Peptrc uicer or G.I. bleed| h% in clunlcal trials in less than 1% of aporoxlmatelv

thet of diclofenac treatment a

800 patients dunng nd in less than 2%
of approximately 800

lowed for 1 year. The only control group with
sufficient patients for compa rison received aspirin and onlv for the first 30 days of
treatment Comparative rates were 0.2% for oeohc ulcer or G.I. bleedmg in approxi-
mately 2 . dlclofenac patients and 0.6% in aporommatelv 600 aspirin-

treated p

In double-bllnd trials there were fewer Dm%as&omtestlnal complaints in 1227
patients treated with Voltaren than in721 treated with aspirin, 22% vs 33%
(compared to 13% on placebo

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

Meanin I lexoeedmg 3 times the upper limit of normal) elevations of SGPT (ALT) or
SGOT ( occurred at an overall rate of about 2% during the first 2 months of
Voitaren treatment. Unlike aspirin, where 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 elevatlons (exceeding 8 times the upper llmlt of normal) were seen in about
1% of patients treated for 2-6 months (see WARNINGS)
The following adverse reactions were reported m patients treated with Voltaren:
Greater Than 1% (All derived from clinical trials.)

l.qusge‘" Whole: Abdominal pain or cramps*, headache*, fluid retention, abdomi-
na ntion.

Digestive: Diarrhea*, indigestion*, nausea*, constipatione, 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 : Dizzines:

Skin and Appendages: Rash pruritus.

) senses: Tinnitus. o
*Incidence, 3% to 9% (incidence of unmarked reactions is 1-3%) )
ess Than 1%—Causal Relationship Probable (Adverse reactiors re-
ported onlv in the literature, not seen in clinical trials, are considered rare and are

italicized.)

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

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 heoatms colitis.

Hemic and L : Hemoglobin decrease, leukopenia, thrombocytopenia,
hemolytic anemia, aplastic anemia, agranulocvtosm purpura, allergic purpura.

Metabolic and Nutritional Disorders: Azotemia.

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

mmtory Epistaxis, a:lthma Iaryrrtmgealede 4 titis. bull

and Appendages: Alopecia, urticaria eczema, dermatitis, u ous eruption,
erythema multiforme major, angioedema, Stevens- Johnson syndroi
Senses: Blurred vision, taste disorder, reversible hearmg loss scotoma.

. I: Nephrotic syndrome proteinuria, oliguria, interstitial nephritis, pa-

Dlllaz necrosis, acute renal failul

Less Than 1%—Causal Relationship Unknown (Adverse reactions re-
ported only in the literature, not seen in clinical trials, are considered rare and are
|tal|uzed ) ch
est

a Whole:
Ca Iovascular Palpltatlons ‘Aushing. tachycardia. premature ventricular con-
tractions, mvocardral infarction.
Esophageal lesions.

Hemlc: ﬁhatlc rwsmg
utritional Disorders: vaor%gcemua weight loss.
Hemus Paresthesia, memory disturbance, nightmares, tremor, tic, ab-
normal coordina tron convulsions, disorientation, psychotic reaction.

: Dyspnea, hyperventilation, edema of pharynx.
SklnmAmMagos Excess perspiration, exfoliative dermatitis.
ms;nm vitreous floaters, night blindness, amblyopia

I: Urinary frequency, nocturia, hematuria, lmpotence 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
nse% ence, and who was treated with three dialysis sessions and recovered in 2

The next highest dose was 2 35 g in a 17-year-old girl who experienced vomiti

and drowsiness. A dose of 2.0 g of diclofenac was taken by a woman of unsoecnﬁeg

age who remained asymptomatic.

Animal LDsy'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
vomitin eg 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 maintaine: on the lowest dosage of Voltaren consistent
with achievif isfactory therapeutic response

In osteoal rms the recommended dosa%%‘-lemo -150 mg/day in divided doses,
50mgb.id.ort.i.d. or75mgb.i.d. Dosages al 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.id.org.i. d.. or 75 mg b.i.d. Dosages above 200 mg/day have not been
studied in patients with rheumatoid arthritis.

In ankvlosmg spondylitis, the recommended dosage is 100-125 mg/day, adminis-
tered as 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 spondylitis.

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

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

Box of 100 (strrps Of10). ... . NDC 0028-0058-61

Enteric-Coated Tablets 50 mg—-lrght brown, round, blconvex with beveled edges

(imprinted VOLTAREN 50)
NDC 0028-0162-60

NDC 0028-0162-01
NDC 0028-0162-10

Bottles of 1000
Unit Dose (blister pack)
Box of 100 (stripsOf 10). ... .......... .. ...l NDC 0028-0162-61

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

printed VOLTAREN 75)

NDC 0028-0164-60
NDC 0028-0164-01
NDC 0028-0164-10

Bottles of 1000
Unit Dose (blister pack)
Box Of 100 (stripsOf 10). .. ... .............. ...l NDC 0028-0164-61

Samples, when avallable are identified by the word SAMPLE appearing on each
entenc coated tablet

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

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