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Brief Summary of Prescribing Information

INDICATIONS AND USAGE: GLUCOTROL is indicated as an adjunct to diet for the control of hyperglycemia in patients
with non-insulin-dependent diabetes mellitus (NIDDM, type II) after an adequate trial of dietary therapy has proved
unsatisfactory.
CONTRAINDICATIONS: GLUCOTROL is cbntraindicated in patients with known hypersensitivity to the drug dr with
diabetic ketoacidosis, with or without coma, which should be treated with insulin.
SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY: The administration of oral hypoglycemic
drugs has been reported to be associated with increased cardiovascular mortality as compared to treatment with
diet alone or diet plus insulin. This warning is based on the study conducted by the University Group Diabetes
Program (UGDP), a long-term prospective clinical trial designed to evaluate the effectiveness of glucose-lowering
drugs in preventing or delaying vascular complications in patients with non-insulin-dependent diabetes. The study
involved 823 patients who were randomly assigned to one of four treatment groups (Diabetes, 19, supp. 2:747-830,19701
UGDP reported that patients treated for S to 8 years with diet plus a fixed dose of tolbutamide (1.5 grams per
day) had a rate of cardiovascular mortality approximately 2-1/2 times that of patients treated with diet alone. A
significant increase in total mortality was not observed, but the use of tolbutamide was discontinued based on
the increase in cardiovascular mortality, thus limiting the opportunity for the study to show an increase in
overall mortality. Oespite controversy regarding the interpretation of these results, the findings of the UGDP
study provide an adequate basis for this warning. The patient should be informed of the potential risks and
advantages of GLUCOTROL and of alternative modes of therapy.

Although only one drug in the surfonylurea class (tolbutamide) was included in this study, it is prudent from a
safety standpoint to consider that this warning may also apply to other oral hypoglycemic drugs in this class, in
view of their close similarities in mode of action and chemical structure.
PRECAUTIONS: Renal and Hepatic Disease: The metabolism and excretion of GLUCOTROL may be slowed in patients
with impaired renal and/or hepatic function. Hypoglycemia may be prolonged in such patients should it occur.
Hypoglycemia: All sulfonylureas are capable of producing severe hypoglycemia. Proper patient selection, dosage,
and instructions are important to avoid hypoglycemia. Renal or hepatic insufficiency may increase the risk of
hypoglycemic reactions. Elderly, debilitated or malnourished patients and those with adrenal or pituitary insuffi-
ciency are particularly susceptible to the hypoglycemic action of glucose-lowering drugs. Hypoglycemia may be
difficult to recognize in the elderly of people taking beta-adrenergic blocking drugs. Hypoglycemia is more likely to
occur when caloric intake is deficient, after severe or prolonged exercise, when alcohol is ingested, br when more
than one glucose-lowering drug is used.

Loss of Control of Blood Glucose: A loss of control may occur in diabetic patients exposed to stress such as fever,
trauma, infection or surgery. It may then be necessary to discontinue GLUCOTROL and administer insulin.
Laboratory Tests: Blood and urine glucose should be monitored periodically. Measurement of glycosylated
hemoglobin may be useful.
Information for Patients: Patients should be informed of the potential risks and advantages of GLUCOTROL, of
alternative modes of therapy, as well as the importance of adhering to dietary instructions, of a regular exercise
program, and of regular testing of urine and/or blood glucose. The risks of hypoglycemia, its symptoms and
treatment, and conditions that predispose to its development should be explained to patients and responsible family
members. Primary and secondary failure should also be explained.
Drug Interactions: The hypoglycemic action of sulfonylureas may be potentiated by certain drugs including
nonsteroidal anti-inflammatory agents and other drugs that are highly protein bound, salicylates, sulfonamides,
chloramphenicol, probenecid, coumarins, monoamine oxidase inhibitors, and beta-adrenergic blocking agents. In
vitro studies indicate that GLUCOTROL binds differently than tolbutamide and does not interact with salicylate or
dicumarol. However, caution must be exercised in extrapolating these findings to a clinical situation. Certain drugs
tend to produce hyperglycemia and may lead to loss of control, including the thiazides and other diuretics,
corticosteroids, phenothiazines. thyroid products, estrogens, oral contraceptives, phenytoin, nicotinic acid, sym-
pathomimetics, calcium channel blocking drugs, and isoniazid. A potential interaction between oral miconazole and
oral hypoglycemic agents leading to severe hypoglycemia has been reported. Whether this interaction also occurs
with the intravenous, topical, or vaginal preparations of miconazole is not known.
Carcinogenesis, Mutagenesis, Impairment of Fertility: A 20-month study in rats and an 18-month study in mice at
doses up to 75 times the maximum human dose revealed no evidence of drug-related carcinogenicity. Bacterial and
in vim mutagenicity tests were uniformly negative. Studies in rats of both sexes at doses up to 75 times the human
dose showed no effects on fertility.

Pregnancy: Pregnancy Category C: GLUCOTROL (glipizide) was found to be mildly fetotoxic in rat reproductive studies
at all dose levels (5-50 mg/kg). This fetotoxicity has been similarly noted with other sulfonylureas, such as
tolbutamide and tolazamide. The effect is perinatal and believed to be directly related to the pharmacologic
(hypoglycemic) action of GLUCOTROL. In studies in rats and rabbits no teratogenic effects were found. There are no
adequate and well-controlled studies in pregnant women. GLUCOTROL should be used during pregnancy only if the
potential benefit justifies the potential risk to the fetus.
Because recent information suggests that abnormal blood glucose levels during pregnancy are associated with a
higher incidence of congenital abnormalities, many experts recommend that insulin be used during pregnancy to
maintain blood glucose levels as close to normal as possible.
Nonteratogenic Effects: Prolonged severe hypoglycemia has been reported in neonates born to mothers who were
receiving a sulfonylurea drug at the time of delivery. This has been reported more frequently with the use of agents
with prolonged half-lives. GLUCOTROL should be discontinued at least one month before the expected delivery date.
Nursing Mothers: Since some sulfonylurea drugs are known to be excreted in human milk, insulin therapy should be
considered if nursing is to be continued.
Pediatric Use: Safety and effectiveness in children have not been established.
ADVERSE REACTIONS: In controlled studies, the frequency of serious adverse reactions reported was very low. Of 702
patients, 11.8% reported adverse reactions and in only 1.5% was GLUCOTROL discontinued.
Hypoglycemia: See PRECAUTIONS and OVERDOSAGE sections.
Gastrointestinal: Gastrointestinal disturbances, the most common, were reported with the following approximate
incidence: nausea and diarrhea, one in 70: constipation and gastralgia, one in 100. They appear to be dose-related
and may disappear on division or reduction of dosage. Cholestatic jaundice may occur rarely with sulfonylureas:
GLUCOTROL should be discontinued if this occurs.
Dermatologic: Allergic skin reactions including erythema, morbilliform or maculopapular eruptions, urticaria,
pruritus, and eczema have been reported in about one in 70 patients. These may be transient and may disappear
despite continued use of GLUCOTROL: if skin reactions persist, the drug should be discontinued. Porphyria cutanea
tarda and photosensitivity reactions have been reported with sulfonylureas.
Hematologic: Leukopenia, agranulocytosis, thrombocytopenia, hemolytic anemia, aplastic anemia, and pan-
cytopenia have been reported with sulfonylureas.
Metabolic: Hepatic porphyria and disulfiram-like alcohol reactions have been reported with sulfonylureas. Clinical
experience to date has shown that GLUCOTROL has an extremely low incidence of disulfiram-like reactions.
Endocrine Reactions: Cases of hyponatremia and the syndrome of inappropriate antidiuretic hormone (SIADH)
secretion have been reported with this and other sulfonylureas.
Miscellaneous: Dizziness, drowsiness, and headache have each been reported in about one in fifty patients treated
with GLUCOTROL. They are usually transient and seldom require discontinuance of therapy.
OVERDOSAGE: Overdosage of sulfonylureas including GLUCOTROL can produce hypoglycemia. If hypoglycemic coma
is diagnosed of suspected, the patient should be given a rapid intravenous injection of concentrated (50%) glucose
solution. This should be followed by a continuous infusion of a more dilute (10%) glucose solution at a rate that will
maintain the blood glucose at a level above 100 mg/dL. Patients should be closely monitored for a minimum of 24 to
48 hours since hypoglycemia may recur after apparent clinical recovery. Clearance of GLUCOTROL from plasma would
be prolonged in persons with liver disease. Because of the extensive protein binding of GLUCOTROL, dialysis is
unlikely to be of benefit.
DOSAGE AND ADMINISTRATION: There is no fixed dosage regimen for the management of diabetes mellitus with
GLUCOTROL; in general, it should be given approximately 30 minutes before a meal to achieve the greatest reduction
in postprandial hyperglycemia.
Initial Dose: The recommended starting dose is 5 mg before breakfast. Geriatric patients or those with liver disease
may be started on 2.5 mg. Dosage adjustments should ordinarily be in increments of 2.5-5 mg, as determined by
blood glucose response. At least several days should elapse between titration steps.
Maximum Dose: The maximum recommended total daily dose is 40 mg.
Maintenance: Some patients may be effectively controlled on a once-a-day regimen, while others show better
response with divided dosing. Total daily doses above 15 mg should ordinarily be divided.
HOW SUPPLIED: GLUCOTROL is available as white, dye-free, scored, diamond-shaped tablets imprinted as follows:
5 mg tablet—Pfizer 411 (NDC 5 mg 0049-4110-66) Bottles of 100; 10 mg tablet—Pfizer 412 (NDC 10 mg
0049-4120-66) Bottles of 100.
CAUTION: Federal law prohibits dispensing without prescription.
More detailed professional information available on request.
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The ADA Professional Section
New Membership Categories
And Benefits Designed
Specifically For You.

New Membership Categories!

To better serve your professional interests, ADA now
offers you a choice of four membership categories:

FULL PROFESSIONAL MEMBERSHIP—Includes all
physicians. Also includes all other health-care profes-
sionals who wish to receive the full range of profes-
sional section benefits. (Physicians must join this
category.)

RESEARCH FOCUS—Includes Ph.D.'s, researchers,
and scientists studying diabetes.

CLINICAL FOCUS—Includes nurses, dietitians, phar-
macists, diabetes educators, and other health-care
professionals who devote at least 50% of their time
to patients with diabetes.

ASSOCIATE PROFESSIONAL—Includes same pro-
fessionals as Clinical Focus Membership who devote
less than 50% of their time to diabetic patients.

If you have received your first professional degree
within the last five years, you are eligible to become
a Member-In-Training. This qualifies you for dues at
half-price. Just be sure to list your degree informa-
tion in the space provided on the membership form.

Publications
NEW! • DIABETES SPECTRUM

DIABETES
DIABETES CARE
CLINICAL DIABETES
DIABETES FORECAST
DIABETES '89
PROFESSIONAL SECTION REPORT

ADA publications offer continuing education for
professionals. You're as close to the latest research
and up-to-date information on treatment and care as
you are to your mailbox (see box for publications
offered for each membership category).

FREE Council Membership
• Your opportunity to learn and serve on your

choice of nine ADA Special Interest Councils.
Select your council(s) from the list on the other
side.

Professional Membership Directory
• Your link to a valuable network of more than

9,000 diabetes experts.

BENEFITS
•

Diabetes

Diabetes Care
— —_, _
Diabetes Spectru
— • • _

CUnical Diabetes

Diabetes Forecast
• • —

Diabetes '89

Professional
Section Report

Annual Membeiship

Discounts on
Educational Program

Membership in
local ADA Affiliate

Discount on
Registration to

"Colleague'

Grants and Awards
• Members of the ADA Professional Section are

eligible to receive grants to support diabetes
research. In addition, annual awards are
presented to physicians, educators, and research-
ers to honor outstanding performance.

Discounts on Educational Programs
• Save on registration for ADA's Scientific Sessions

and the Postgraduate Course.

Voting Rights and Privileges
• Your national ADA membership also entitles you

to membership at the local affiliate level where
you can vote and actively participate in shaping
the future of ADA. Through your participation in
locally sponsored professional and patient educa-
tion programs, you can help ADA improve the
well-being of all people with diabetes. Through
the products and services we provide our profes-
sional members, ADA is helping you and your
colleagues to get closer and closer to the cure.

On-Line Library Access
• Discount of $25 when you subscribe to BRS

Colleague, the computerized medical library.
Members can now access Colleague via their per-
sonal computers to review selected ADA publica-
tions plus a comprehensive library of non-ADA
journals and books.
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Phone (_ Is this your • Home or D Office address?

University or College Attended
Fdurarion: Degree

Degree

Specialty

Specialty

Date Earned

Date Earned

PROFESSIONAL SECTION MEMBERSHIP DIRECTORY INFORMATION
Please check your specialty or specialties (up to 3) for your Directory listing:

D Administration (AD)
D Anatomy (AN)
D Anesthesiology (AE)
D Biology (BI)
• Biochemistry (BC)
D Cardiology (CA)
• Dentistry (DO)
• Dermatology (DE)
• Diabetes (DM)
• Dietetics (DN)
• Education (ED)

• Epidemiology (EP)
• Endocrinology (EN)
• Family Practice (FP)
• General Practice (GP)
• Geriatrics (GE)
• Internal Medicine (IM)
• Immunology (IU)
• Metabolism (ME)
D Nephrology (NE)
• Neurology (NR)
• Nursing (NS)

Please check one of the following locations:

• Academic (1)
• Clinic (2)

• Hospital (3)
• Office (4)

• Nutrition (NU)
• Obstetrics/Gynecology (OG)
• Ophthalmology (OP)
D Optometry (OT)
• Orthopedics (OR)
• Osteopathy (OS)
• Pathology (PT)
• Pediatric Diabetes (PD)
• Pediatric Endocrinology (PN)
• Pediatrics (PE)
• Pedorthic Management (PR)
• Pharmacology (PA)

• Public Health (5)
• Research (6)

• Pharmacy (PM)
• Physical Therapy (PX)
• Physiology (PY)
• Podiatry (PO)
• Psychiatry (PS)
• Psychology (PC)
• Public Health (PH)
• Research (RE)
D Social Work (SW)
• Surgery (SU)
• Urology (UR)
n Other

• Other (7)

FREE COUNCIL MEMBERSHIP
Please check your selection. FULL PROFESSIONAL MEMBERS receive two free Council Memberships. All other members
receive one free Council Membership. Additional Council Memberships are available for $25 each.

New! D Council on Complications (TT)
• Council on Diabetes in Pregnancy (BB)
D Council on Diabetes in Youth (EE)

New! • Council on Education (SS)
New! • Council on Foot Care (RR)

• Council on Epidemiology
and Statistics (CC)

New! • Council on Exercise (XX)
• Council on Health Care (DD)
D Council on Nutritional

Sciences and Metabolism (AA)

MEMBERSHIP CATEGORY/DUES INFORMATION Please check appropriate membership category

Full Membership* Research Focus Clinical Focus Associate

Regular

Student**

International** *

Student International * * *

• $180.00

• $ 90.00

D $280.00

• $190.00

D $108.00

• $ 54.00

D $181.00

D $127.00

• $108.00

• $ 54.00

• $184.00

• $130.00

• $ 60.00

• $ 30.00

D $106.00

• $ 76.00

M.D.'s must select this category.
If you've received your first professional degree, diploma, or certificate during the preceding 5 years, be sure to list your degree
information in the space provided on the membership form.

' Includes all members living outside the U.S. and Canada. All publications will be expedited within 18 days.

• I am enclosing $
• I am enclosing $
TOTAL AMOUNT ENCLOSED $

for a • New • Renewed Membership,
for additional Council(s).

The portion of the membership dues set aside for publications is as follows: DIABETES $50.00 (in-training members
$25.00); DIABETES CARE $35.00 (in-training members $17.50); DIABETES FORECAST $14.00 (in-training members $7.00);
DIABETES SPECTRUM $20.00 (in-training members $10.00).
If you need specific information not available here, call our
toll-free number 1-800-232-3472. In Alaska, Hawaii, and
Virginia please call 703-549-1500.

Please allow 5-7 weeks for the processing of your order.

Please send completed application with your dues
payment to: American Diabetes Association, Professional
Section Membership, 1660 Duke Street,
Alexandria, VA 22314. J Q p M 0 1 1



Your therapeutic choice today can mean a lifetime of patient benefits
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CAPOTEN® TABLETS
Captopril Tablets

INDICATIONS: Hypertension-CAPOTEN (captopril) is indicated for the treatment of hyper-
tension. Consideration should be given to the risk of neutropenia/ agranulocytosis (see WARN-
INGS). CAPOTEN is effective alone and in combination with other antihypertensive agents,
especially thiazide-type diuretics.

Heart Failure: CAPOTEN (captopril) is indicated in the treatment of congestive heart failure in
patients who have not responded adequately to treatment with diuretics and digitalis. CAPOTEN
should generally be added to both of these agents except when digitalis use is poorly tolerated
or otherwise not feasible.

CONTRAINDICATIONS: CAPOTEN is contraindicated in patients who are hypersensitive to this
product.

WARNINGS: Angioedema-Angioedema involving the extremities, face, lips, mucous mem-
branes, tongue, glottis or larynx has been seen in patients treated with ACE inhibitors, includ-
ing captopril. If angioedema involves the tongue, glottis or larynx, airway obstruction may occur
and be fatal. Emergency therapy, including but not necessarily limited to, subcutaneous ad-
ministration of a 1:1000 solution of epinephrine should be promptly instituted.

Neutropenia/Agranulocytosis-Neutropenia (<1000/ mm3) with myeloid hypoplasia has
resulted from use of captopril. About half of the neutropenic patients developed systemic or
oral cavity infections or other features of the syndrome of agranulocytosis. The risk of neutropenia
is dependent on the clinical status of the patient:

In clinical trials in patients with hypertension who have normal renal function (serum creati-
nine less than 1.6 mg/dL and no collagen vascular disease), neutropenia has been seen in
nno notinnl Ant r\t nunr Q CArt Qvnncarl In rto+ian+e? t*ii+K cnma rtanrat* r\4 ronol foili ira lean im

BDOUI i per ouu. uoses were relatively nign in inese panenis, particularly in view oi meir
diminished renal function. In patients with collagen vascular diseases (e.g., systemic lupus
erythematosus, scleroderma) and impaired renal function, neutropenia occurred in 3.7% of
patients in clinical trials. While none of the over 750 patients in formal clinical trials of heart
failure developed neutropenia, it has occurred during the subsequent clinical experience. Of
reported cases, about half had serum creatinine > 1.6 mg/dL and more than 75% received
procainamide. In heart failure, it appears that the same risk factors for neutropenia are present.

Neutropenia has appeared usually within 3 months after starting therapy, associated with my-
eloid hypoplasia and frequently accompanied by erythroid hypoplasia and decreased num-
bers of megakaryocytes (e.g., hypoplastic bone marrow and pancytopenia); anemia and
thrombocytopenia were sometimes seen. Neutrophils generally returned to normal in about 2
weeks after captopril was discontinued, and serious infections were limited to clinically com-
plex patients. About 13% of the cases of neutropenia have ended fatally, but almost all fatalities
were in patients with serious illness, having collagen vascular disease, renal failure, heart
failure or immunosuppressant therapy, or a combination of these complicating factors. Evalua-
tion of the hypertensive or heart failure patient should always include assessment of renal
function. If captopril is used in patients with impaired renal function, white blood cell and
differential counts should be evaluated prior to starting treatment and at approximately 2-week
intervals for about 3 months, then periodically. In patients with collagen vascular disease or
who are exposed to other drugs known to affect the white cells or immune response, particu-
larly when there is impaired renal function, captopril should be used only after an assessment
of benefit and risk, and then with caution. All patients treated with captopril should be told to
report any signs of infection (e.g., sore throat, fever). If infection is suspected, perform white
cell counts without delay. Since discontinuation of captopril and other drugs has generally led
to prompt return of the white count to normal, upon confirmation of neutropenia (neutrophil
count <1000/mm3) withdraw captopril and closely follow the patient's course.

Proteinuria: Total urinary proteins >1 g per day were seen in about 0.7% of patients on captopril.
About 90% of affected patients had evidence of prior renal disease or received high doses
(>150 mg/day), or both. The nephrotic syndrome occurred in about one-fifth of proteinuric
patients. In most cases, proteinuria subsided or cleared within 6 months whether or not captopril
was continued. The BUN and creatinine were seldom altered in proteinuric patients. Since
most cases of proteinuria occurred by the 8th month of therapy with captopril, patients with
prior renal disease or those receiving captopril at doses >150 mg per day, should have urinary
protein estimates (dip-stick on 1 st morning urine) before therapy, and periodically thereafter.

Hypotension: Excessive hypotension was rarely seen in hypertensive patients but is a possi-
bility in severely salt/volume-depleted persons such as those treated vigorously with diuretics
(see PRECAUTIONS [Drug Interactions]). In heart failure, where the blood pressure was either
normal or low, transient decreases in mean blood pressure >20% were recorded in about half
of the patients. This transient hypotension may occur after any of the first several doses and is
usually well tolerated, although rarely it has been associated with arrhythmia or conduction
defects. A starting dose of 6.25 or 12.5 mg tid may minimize the hypotensive effect. Patients
should be followed closely for the first 2 weeks of treatment and whenever the dose of captopril
and/or diuretic is increased.

BECAUSE OF THE POTENTIAL FALL IN BLOOD PRESSURE IN THESE PATIENTS, THERAPY
SHOULD BE STARTED UNDER VERY CLOSE MEDICAL SUPERVISION.

PRECAUTIONS: General: Impaired Renal function-Hypertension- Some hypertensive pa-
tients with renal disease, particularly those with severe renal artery stenosis, have developed
increases in BUN and serum creatinine. It may be necessary to reduce captopril dosage and/or
discontinue diuretic. For some of these patients, normalization of blood pressure and mainte-
nance of adequate renal perfusion may not be possible. Heart Failure-About 20% of patients
develop stable elevations of BUN and serum creatinine >20% above normal or baseline upon
long-term treatment. Less than 5% of patients, generally with severe preexisting renal disease,
required discontinuation due to progressively increasing creatinine. See DOSAGE AND ADMINI-
STRATION, ADVERSE REACTIONS [Altered Laboratory Findings]. Valvular Stenosis- A theoret-
ical concern, for risk of decreased coronary perfusion, has been noted regarding vasodilator
treatment in patients with aortic stenosis due to decreased afterload reduction. Surgery/Anes-
thesia—\1 hypotension occurs during surgery or anesthesia, and is considered due to the ef-
fects of captopril, it is correctable by volume expansion.

Drug Interactions: Hypotension—Patients on Diuretic Therapy-Precipitous reduction of blood
pressure may occasionally occur within the 1 st hour after administration of the initial captopril
dose in patients on diuretics, especially those recently placed on diuretics, and those on se-
vere dietary salt restriction or dialysis. This possibility can be minimized by either discontinuing
the diuretic or increasing the salt intake about 1 week prior to initiation of captopril therapy or
by initiating therapy with small doses (6.25 or 12.5 mg). Alternatively, provide medical supervi-
sion for at least 1 hour after the initial dose.

Agents Having Vasodilator Activity—\r\ heart failure patients, vasodilators should be ad-
ministered with caution.

Agents Causing Renin Release—Captopril's effect will be augmented by antihypertensive
agents that cause renin release.
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Agents Affecting Sympathetic Activity-Jt\e sympathetic nervous system may be especially
important in supporting blood pressure in patients receiving captopril alone or with diuretics.
Beta-adrenergic blocking drugs add some further antihypertensive effect to captopril, but the
overall response is less than additive. Therefore, use agents affecting sympathetic activity (e.g.,
ganglionic blocking agents or adrenergic neuron blocking agents) with caution.

Agents Increasing Serum Potassium—Give potassium-sparing diuretics or potassium sup-
plements only for documented hypokalemia, and then with caution, since they may lead to a
significant increase of serum potassium. Use potassium-containing salt substitutes with caution.

Inhibitors of Endogenous Prostaglandin Synfhes/s-lndomethacin and other nonsteroidal anti-
inflammatory agents may reduce the antihypertensive effect of captopril, especially in low
renin hypertension.

Lithium-Increased serum lithium levels and symptoms of lithium toxicity have been reported
in patients receiving concomitant lithium and ACE inhibitor therapy. These drugs should be
coadministered with caution and frequent monitoring of serum lithium levels is recommended.
If a diuretic is also used, it may increase the risk of lithium toxicity.

Drug/Laboratory Test Interaction: Captopril may cause a false-positive urine test for acetone.

Carcinogenesis, Mutagenesis and Impairment of Fertility: Two-year studies with doses of 50
to 1350 mg/kg/day in mice and rats failed to show any evidence of carcinogenic potential.
Studies in rats have revealed no impairment of fertility.

Pregnancy: Category C: Embryocidal effects and craniofacial malformations were observed in
rabbits. Human Experience—There are no adequate and well-controlled studies of captopril in
pregnant women. Data are available that show captopril crosses the human placenta. Captopril
should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus.

Based on post-marketing experience with all ACE inhibitors, the following information has
been collected. Inadvertent exposure limited to the first trimester of pregnancy does not ap-
pear to affect fetal outcome adversely. Fetal exposure during the second and third trimester of
pregnancy has been associated with fetal and neonatal morbidity and mortality.

When ACE inhibitors are used during the later stages of pregnancy, there have been reports
of hypotension and decreased renal perfusion in the newborn. Oligohydramnios in the mother
has also been reported. Infants exposed in utero to ACE inhibitors should be closely observed
for hypotension, oliguria and hyperkalemia. If oliguria occurs, attention should be directed
toward support of blood pressure and renal perfusion with the administration of fluids and
pressors as appropriate. Problems associated with prematurity such as patent ductus arteri-
osus have occurred in association with maternal use of ACE inhibitors but it is not clear whether
they are related to ACE inhibition, maternal hypertension or the underlying prematurity.

There is no experience with exchange transfusion, hemodialysis or peritoneal dialysis for
removing captopril from the neonatal circulation.

Nursing Mothers: Captopril is secreted in human milk. Exercise caution when administering
captopril to a nursing woman, and, in general, nursing should be interrupted.

Pediatric Use: Safety and effectiveness in children have not been established.

ADVERSE REACTIONS: Reported incidences are based on clinical trials involving approxi-
mately 7000 patients.

Renal—About 1 of 100 patients developed proteinuria (see WARNINGS). Renal insufficiency,
renal failure, polyuria, oliguria, and urinary frequency in 1 to 2 of 1000 patients.

Hemato/og/c-Neutropenia/agranulocytosis has occurred (see WARNINGS). Anemia,
thrombocytopenia, and pancytopenia have been reported.

Dermafo/og/c-Rash, (usually maculopapular, rarely urticarial), often with pruritus, and some-
times with fever and eosinophilia, in about 4 to 7 of 100 patients (depending on renal status and
dose), usually during the 1st 4 weeks of therapy. Pruritus, without rash, in about 2 of 100 pa-
tients. A reversible associated pemphigoid-like lesion, and photosensitivity, have also been
reported. Flushing or pallor in 2 to 5 of 1000 patients.

Cardiovascu/ar-Hypotension may occur; see WARNINGS and PRECAUTIONS [Drug
Interactions] for discussion of hypotension on initiation of captopril therapy. Tachycardia, chest
pain, and palpitations each in about 1 of 100 patients. Angina pectoris, myocardial infarction,
Raynaud's syndrome, and congestive heart failure each in 2 to 3 of 1000 patients.

Dysgeusia—Approximately 2 to 4 (depending on renal status and dose) of 100 patients
developed a diminution or loss of taste perception; taste impairment is reversible and usually
self-limited even with continued drug use (2 to 3 months).

Ang/oedema-Angioedema involving the extremities, face, lips, mucous membranes, tongue,
glottis or larynx has been reported in approximately one in 1000 patients. Angioedema involv-
ing the upper airways has caused fatal airway obstruction. (See WARNINGS.)

The following have been reported in about 0.5 to 2 percent of patients but did not appear at
increased frequency compared to placebo or other treatments used in controlled trials: gastric
irritation, abdominal pain, nausea, vomiting, diarrhea, anorexia, constipation, aphthous ulcers,
peptic ulcer, dizziness, headache, malaise, fatigue, insomnia, dry mouth, dyspnea, cough, alo-
pecia, paresthesias.

Other clinical adverse effects reported since the drug was marketed are listed below by body
system. In this setting, an incidence or causal relationship cannot be accurately determined.

General: Asthenia, gynecomastia.
Cardiovascular: Cardiac arrest, cerebrovascular accident, syncope.
Dermatologic: Bullous pemphigus.
Gastrointestinal: Pancreatitis, glossitis.
Hematologic: Anemia, including aplastic and hemolytic.
Hepatobiliary: Hepatitis, including rare cases of necrosis, cholestasis.
Metabolic: Symptomatic hyponatremia.
Musculoskeletal: Myalgia, myasthenia.
Nervous/Psychiatric: Ataxia, confusion, depression, nervousness, somnolence.
Respiratory: Bronchospasm, eosinophilic pneumonitis, rhinitis.
Special Senses: Blurred vision.
Urogenital: Impotence.
As with other ACE inhibitors, a syndrome has been reported which includes: fever, myalgia,

arthralgia, rash or other dermatologic manifestations, eosinophilia and an elevated ESR. Find-
ings have usually resolved with discontinuation of treatment.

Altered Laboratory Findings: Serum Electrolytes: Hyperkalemia: small increases in serum po-
tassium, especially in patients with renal impairment (see PRECAUTIONS).

Hyponatremia: particularly in patients receiving a low sodium diet or concomitant diuretics.
BUN/Serum Creatinine: Transient elevations of BUN or serum creatinine especially in volume

or salt depleted patients or those with renovascular hypertension may occur. Rapid reduction
of longstanding or markedly elevated blood pressure can result in decreases in the glomerular
filtration rate and, in turn, lead to increases in BUN or serum creatinine.

Hematologic: A positive ANA has been reported.
Liver Function Tests: Elevations of liver transaminases, alkaline phosphatase, and serum

bilirubin have occurred.

OVERDOSAGE: Primary concern is correction of hypotension. Volume expansion with an I.V.
infusion of normal saline is the treatment of choice for restoration of blood pressure. Captopril
may be removed from the general circulation by hemodialysis.

DOSAGE AND ADMINISTRATION: CAPOTEN (captopril) should be taken one hour before meals.
In hypertension, CAPOTEN may be dosed bid or tid. Dosage must be individualized; see DOS-
AGE AND ADMINISTRATION section of package insert for detailed information regarding dos-
age in hypertension and in heart failure. Because CAPOTEN (captopril) is excreted primarily by
the kidneys, dosage adjustments are recommended for patients with impaired renal function.

Consult package insert before prescribing CAPOTEN (captopril).

HOW SUPPLIED: Available in tablets of 12.5, 25, and 50 mg in bottles of 100 and 1000; 100 mg
in bottles of 100; and in UNIMATIC® unit-dose packs of 100 tablets. (J3-658R)
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Controls blood pressure, regardless of race or age studied12

Not associated with impairment of glucosejtplerance3

Does not adversely affect lipid profile2 4

Reduces total peripheral resistance5

Rarely associated with sexual dysfunction14

CAPOTEN
^-*(captopril tablets)

Cares for the heart and more
'CAPOTEN may be used as initial therapy in hypertension only for
patients with normal renal function in whom the risk of neutropenia/
agranulocytosis is relatively low (I out of over 8,600 in clinical
trials).»jLJse special precautions in patients with impaired renal
function, collagen vascular disorders, or those exposed to other

drugs known to affect the white blood cells or immune response.
Evaluation of hypertensives should always include assessment of

' renal function. See INDICATIONS'AND USAfJE, CONTRAINDICA-
TIONS, WARNINGS, PRECAUTIgNSTand Ap^ER^IntE/^TIONS in t
brief summary of prescrib.ing<inforrnation*on the adjacent page.




