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For the stable, maturity-onset
diabetic patient when diet alone has failed.

An effective choice to help control blood sugar
• Single or multiple dosing

D Two tablet strengths
D Documented bioavailability

J Severe hypoglycemia uncommon,
but may occur*

j Twenty years of clinical use

Therapeutic flexibility

dependability

Contraindications:
Orinase (tolbutamide) alone is not effective in juvenile or
growth-onset diabetes nor in unstable brittle diabetes where insulin therapy is
required.
Orinase tablets should not be used in diabetes complicated byacidosis. ketosis. or
coma, or when a history of repeated bouts of acidosis or coma is obtained, in the
presence of other acute complications such as fever, severe trauma, or infec-
tions, nor in patients with severe renal insufficiency. Insulin is indicated in these
circumstances.

Pregnancy Warning: The safety and usefulness of Orinase during pregnancy has
not been established. Animal studies have demonstrated feticidal and terato-
genic effects. Orinase is not recommended for the pregnant diabetic, and should
be used cautiously in women of childbearing age.

Precautions: Diagnostic and therapeutic measures necessary for optimal con-
trol with insulin are also necessary with Orinase. The patient on Orinase must be
fully instructed about the nature, complications, and necessary personal mea-
sures needed to maintain control of the disease.
Caution: Very close observation, and careful adjustment of dose are necessary
when: insulin is withdrawn during the trial period in order to avoid ketosis,
acidosis. and coma: thiazide diuretics are administered, since they may aggra-
vate the diabetic state and increase tolbutamide requirement, temporary loss of
control, or even secondary failure: treating patients with impaired hepatic and/or
renal function and debilitated, malnourished, or semistarved patients to avoid
severe hypoglycemia: and treating patients with severe trauma, infection, or
surgical procedures where temporary return to insulin or addition of insulin may
be necessary Beta-blocking agents reduce response to tolbutamide.
Patients must be under continuous medical supervision, and during the initial
test period should communicate with the physician daily, and during the first
month report at least once weekly for physical examination and definitive evalua-
tion. After a month, examinations are recommended monthly or as indicated.
Ketonuria. increased glycosuria. unsatisfactory lowering or persistent elevation
of blood sugar, or poor clinical response indicate nonresponsiveness to Orinase.
Orinase does not obviate the need for maintaining standard diet regulation. In
treating mild asymptomatic diabetic patients with abnormal glucose tolerance,
glucose tolerance tests should be obtained at 3-6 month intervals. Orinase is
not an oral insulin or a substitute for insulin and must not be used as sole therapy

in juvenile
diabetes orin diabetes complicated byacidosis orcomawhere

insulin is indispensable.

"Adverse Reactions: Severe hypoglycemia. though uncommon, may occur and
may mimic acute neurologic disorders such as cerebral thrombosis. Certain
factors such as hepatic and renal disease, malnutrition, advanced age, alcohol
ingestion. and adrenal and pituitary insufficiency may predispose to hypogly-
cemia. Certain drugs such as insulin, sulfonamides. oxyphenbutazone. salicy-
lates. probenecid, monamine oxidase inhibitors, phenylbutazone. bishydroxy-
coumarin. and phenyramidol may prolong or enhance the action of Orinase (tol-
butamide) and increase risk of hypoglycemia. Orinase long-term therapy has
been reported to reduce RAI uptake without producing clinical hypothyroidism
or thyroid enlargement. High doses are mildly goitrogenic in animals. Photo-
sensitivity reactions, disulfiram-like reactions after alcohol ingestion. and false
positive tests for urine albumin have been reported.
Although usually not serious, gastrointestinal disturbances (nausea, epigastric
fullness, and heartburn) and headache appear to be dose related and frequently
disappear with reduction of dose or administration with meals. Allergic skin
reactions (pruritus, erythema, urticaria, and morbilliform or maculopapular
eruptions) are transient, usually not serious, and frequently disappear with con-
tinued administration. Orinase should be discontinued if skin reactions persist.
Reports indicate that long-term use of Orinase has no appreciable effect on
body weight.

Orinase appears to be remarkably free from gross clinical toxicity. Crystalluria
or other renal abnormalities have not been observed, incidence of liver dysfunc-
tion is remarkably low. and jaundice has been rare and cleared readily on discon-
tinuation of drug (carcinoma of the pancreas or other biliary obstruction should
be ruled out in persistent jaundice).

Leukopenia. agranulocytosis, thrombocytopenia, hemolytic anemia, aplastic
anemia, pancytopenia, and hepatic porphyria and porphyria cutanea tarda have
been reported.

For additional product information, see your Upjohn
representative or consult the package insert.
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