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the inflammatory process. Inhibition of prosta-
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tablet to dissolve in the upper portion of the small
intestine for absorption from the duodenal area.
Clinical experience has shown that POLYMER 37*
coated acetylsalicylic acid diminishes or eliminates
gastric distress during long-term treatment with
high doses of ASA.

INDICATIONS

ENTROPHEN"* is indicated whenever gastric
intolerance to ASA is of concern.

ENTROPHEN?" is indicated for the relief of signs
and symptoms of the following:

Osteoarthritis

Rheumatoid arthritis
' Spondylitis

Bursitis

and other forms of rheumatism

Musculoskeletal disorders

Rheumatic fever, however, penicillin and other
appropriate therapy should be administered
concomitantly.

ASA is generally considered to be the primary
therapy for most forms of arthritis.
ENTROPHEN"* is also indicated for reducing the
risk of recurrent transient ischemic attacks or
stroke in men who have had transient ischemia of
the brain due to fibrin platelet emboli. At present
there is no evidence that ASA is effective in
reducing transient ischemic attacks in women, or
is of benefit in the treatment of completed strokes
in men or women.

CONTRAINDICATIONS

Sensitivity to the ingredients

Active peptic ulcer

Patients who had a bronchospastic reaction to

ASA or non-steroidal anti-inflammatory drugs.

WARNINGS

ASA is one of tho most frequent causes of
in toddl and infants.

ENTROPHEN* should theretore, be kept well out

ot the reach of all children.

PRECAUTIONS

Salicylates should be administered with caution
to patients with asthma and other allergic condi-
tions, with a history of gastrointestinal ulcerations,
with bleeding tendencies, with significant anemia
or with hypoprothrombinemia.

Salicylates can produce changes in thyroid
function tests.

Acute hepatitis has been reported rarely in
patients with systemic lupus erythematosus and
juvenile rheumatoid arthritis with plasma sali-
cylate concentrations above 25 mg/100 mL.

Patients have recovered upon cessation of
therapy.

Use in Pregnancy

ASA does not appear to have any teratogenic
effects. ASA has been found to delay parturition
in rats. This effect has also been described with
non-steroidal  anti-inflammatory agents which
inhibit prostaglandin synthesis.

High doses (3 g daily) of ASA during pregnancy
may lengthen the gestation and parturition time.

Because of possible adverse effects on the
neonate and the potential for increased maternal
blood loss, ASA should be avoided during the last
three months of pregnancy.

Drug Interactions

Caution is necessary when ENTROPHEN®
and anticoagulants are prescribed concurrently, as
ASA may potentiate the action of anticoagulants.
Salicylates may potentiate sulfonylurea hypo-
glycemic agents. Large doses of salicylates may
have a hypoglycemic action, and thus, affect the
insulin requirements of diabetics.

Although salicylates in large doses are uricosuric
agents, smaller amounts may depress uric acid
clearance and thus decrease the uricosuric
effects of probenecid, sulfinpyrazone and
phenyibutazone.

Sodium excretion produced by spironoiactone
may be decreased in the presence of salicylates.
Salicylates also retard the renal elimination of
methotrexate.

ADVERSE REACTIONS

Gastrointestinal reactions: nausea, vomiting,
diarrhea, gastrointestinal bleeding and/or ulcera-
tion. Ear reactions: tinnitus, vertigo, hearing loss.
Hematologic reactions: leukopenia, thrombo-
cytopenia, purpura. Dermatologic and Hypersen-
sitivity reactions: urticaria, angioedema, pruritus,
various skin eruptions, asthma and anaphylaxis.
Miscellaneous reactions: acute reversible hepato-
toxicity, mental confusion, drowsiness, sweating
and thirst.

SYMPTOMS AND TREATMENT

OF OVERDOSAGE

Symptoms

tn mild overdosage these may include rapid and
deep breathing, nausea. vomiting (leading to
alkalosis), hyperpnea, vertigo, tinnitus, flushing,
sweating, thirst and tachycardia. (High blood
levels of ASA lead to acidosis.) Severe cases may
show fever, hemorrhage, excitement, confusion,
convulsions or coma, and respiratory failure.
Treatment

Treatment is essentially symptomatic and sup-
portive. Administer water, universal antidote and
remove by gastric lavage or emesis. Force fluids
(e.g., salty broth) to replace sodium loss. If the
patient is unable to retain fluids orally, the alkalosis
can be treated by hypertonic saline intravenously.
If salicylism acidosis is present, sodium bicar-
bonate intravenously is preferred because it
increases the renal excretion of salicylates.
Vitamin K is indicated if there is evidence of
hemorrhage. Hemodialysis has been used with
success.

Respiratory depression may require artificial
ventilation with oxygen. Convulsions may best be
treated by the administration of succinylcholine
and artificial ventilation with oxygen. Central
nervous system depressant agents should not
be used.

Hyperthermia and dehydration are immediate
threats to life and initial therapy must be directed
to their correction and to the maintenance of
adequate renal function. External cooling with
cool water or alcohol should be provided quickly
to a;\y child who has a rectal temperature over
104°F.

DOSAGE AND ADMINISTRATION

Analgesic; antipyretic

Up to 2.925 g daily as necessary.
Anti-inflammatory

Because the suppression of inflammation in-
creases with the dose of salicylate even beyond
the point of toxicity, the therapeutic objective is
to employ as large a dose as possible short of
toxicity. Most patients will tolerate blood salicylate
levels in the range of 20 to 25 mg per cent. The
most common reason for failing to obtain a
therapeutic response to ASA is the administration
of inadequate doses.

hi PSR

The g fly d way to
*anti-ir licylate blood levels of 20 to
25 mg per cent is to tltrate the dosage by starting
with26t039¢g daily. according to the slze. age
and sex ot the pa It y. the

then gradually adjusted by daily increments of
0.65 g until symptoms of salicylism e.g., suditory
symptoms, occur. Then, the dosage is decreased
by 0.65 g daily until these symptoms disappear
and maintained at that level as long as necessary.
In adults the median dose at which tinnitus
develops is 4.5 g per day, but the range extends
from 2.6 to 6.0g per day.

Intermittent administration is ineffective. Patients
should be advised not to vary the dose from day
to day depending on the level of pain because
that often fluctuates independently of the intensity
of the inflammation. A continuous regimen of
065 g four times daily is considered to be
minimum therapy for adults. ENTROPHEN*
should be administered four times daily. For night-
time and early morning benelits, the last dose
should be given at bedtime.

Once maintenance dose is established,
ENTROPHEN"-15 may be useful to encourage
patient compliance.

Optimally, salicylate therapy should be monitored
by periodic blood salicylate level determinations.
If this is not practical, the appearance of auditory
symptoms in the form of tinnitus or deatness are
acceptable as an indication of the maximum
tolerated salicylate dose.

There is an inverse relation between blood
salicylate levels at which auditory symptoms
appear and the age of the patient. In the young
adult, this is usually in the range of 20 to 30 mg
per cent. In chitdren, however, the level may be
much higher, or the effect apparently absent.
Because salicylate toxicity may appear without
such warning in children, the usual practice is to
give ASA in a daily dose of 50 to 100 mg per
kilogram of body weight and to follow blood levels
aiming for a concentration of about 30 mg per cent.
Rheumatic Fever

A total daily dosage of 100 mg per kilogram of
body weight administered in divided doses to
aliay the pain, swelling and fever.

Cerabral ischemic attacks {(men)

The recommended dosage is 1,300 mg per day
(650 mg twice a day or 325 mg four times a day).

AVAILABILITY

No. 472—ENTROPHEN*-15 tablets containing
975 mg of acetylsalicylic acid USP, coated with
POLYMER 37°. Oval, pale yellow, fitm-coated
tablets with the FROSST name engraved on cne
face and 472 on the other and supplied in bottles
of 100 and 500.

No. 470—ENTROPHEN"*-10 tablets containing
650 mg of acetylsalicylic acid USP, coated with
POLYMER 37*. Oval, orange, film-coated tablets,
with the FROSST name engraved on one face
and 470 on the other and supplied in bottles of
100, 500 and 1,000,

No. 438—~-ENTROPHEN"-5 tablets containing
325 mg of acetylsalicylic acid USP, coated with
POLYMER 37*. Round, brown, tilm-coated tablets,
with the FROSST name engraved on one face
and 438 on the other and supplied in botties of
100, 500 and 1,000.

FULL PRODUCT MONOGRAPH AVAILABLE
ON REQUEST.
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