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Effective control time and time again1

Effective control of fasting and postprandial
glucose—patient after patient, meal after meal,
year after year.

Insulin when it's needed
Insulin levels are rapidly elevated in response to a
meal, then return promptly to basal levels after the
meal challenge subsides.

Timed to minimize risks
Rapidly metabolized and excreted, with an
excellent safety profile.1 As with all sulfonylureas,
hypoglycemia may occur.

In concert with diet in non-insulin-
dependent diabetes mellitus

Glucotrol
SYNCHRONIZED
SULFONYLUREA THERAPY

Please see brief summary ofGlucotrol® (glipizide)
prescribing information on next page. A divisor, of Pfi/er Pharmaceutical

New YotK. New York 10017
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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 contraindicated in patients with known hypersensitivity to the drug or 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 hypogly
cemic 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 drags 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. 2:747-830,1970).
UGDP reported that patients treated for 5 to 8 years with diet plus a Died 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. Despite 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 ol alternative modes of therapy.
Although only one drag in the sulfonylurea class (tolbutamide) was included in this study, it is prudent from a
salety 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 insufficiency
are particularly susceptible to the hypoglycemic action of glucose-lowering drugs Hypoglycemia may be difficult to
recognize in the elderly or 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, or 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 hemo-
globin may be useful
Information for Patients: Patients should be informed of the potential risks and advantages of GLUCOTROL..ol
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
Drag Interactions: The hypoglycemic action of sulfonylureas may be potentiated by certain drugs including non-
steroidal anti-inflammatory agents and other drugs that are highly protein bound, salicylates. sulfonamides. chlo-
ramphenicol. 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. mcotimc acid, sympathomimetics.
calcum 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 teratogemc 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 Chloestatic laundice may occur rarely with sultonylureas
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 Porphyna 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 porphyna and disulfiram-like alcohol reactions have been reported with sulfonylureas Clinical
experience to date has shown that GLUCOTROL has an extremely low incidence of disultiram-like reactions
Endocrine Reactions: Cases of hyponatremia and the syndrome of inappropriate antidiuretic hormone (SIA0H)
secretion have been reported with this and other sulfonylureas
Miscellaneous: Dizziness, drowsiness, and headache have 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 or suspected, the patient should be given a rapid intravenous inaction of concentrated
(50%) glucose solution. This should be followed by a continuous infusion of a more dillute (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 (glipizide). 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 (NDC10 mg 0049-4120-65)
Bottles of 100
CAUTION: Federal law prohibits dispensing without prescription
More detailed professional information available on request.
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Custom-made for DIABETES CARE,
these journal slipcases and binders
turn back issues into a permanent
reference source. Bound in attractive
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NEW Medi-Jector EZ
Advanced needle-free
insulin injection system

New siz
D easy to h'

ew slimline design
easy to use at all sites

NewTvUoKJector EZ. It's smaller, lighter weight, and
much easier to use. And it's the most affordable
Medi-Jector ever.
But some things about the Medi-Jector EZ aren't
new. Like previous generations of Medi-Jectors used
each year for millions of insulin injections,
Medi-Jector EZ has exceptional quality and durability.
It is warranted for three years. And Medi-Jector EZ
makes economic sense. There are no needles to
purchase.
Also, like previous Medi-Jector models, Medi-Jector EZ
has an exclusive air compensation feature that

facilitates repeatable dosage accuracy (tenths of
a unit). Medi-Jector EZ will deliver 2-50 units of
insulin, single or mixed doses.
Best of all, Medi-Jector EZ has the feature that is the
hallmark of all Medi-Jector products. No needles.
Nothing is felt but a tiny stream of insulin one-third
the size of the thinnest needle. Compared to needle
injections, there is improved insulin dispersion and
less trauma to the injection site.
For more product information, call 1-800-328-3074.
In Minnesota, call collect 1-612-566-1202.
Now, more than ever, isn't ft time for Medi-Jector®?

Life just got a little easier.

© 1987. Derate Corporation. P5/87

DERMA
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TRACER
Blood Glucose Micro-monitor

UNMISTAKABLY THE ONE
FOR PATIENTS ON THE GO

Ideal for accurate results anywhere, anytime
Considering today's hectic lifestyles, it's important
that your diabetes patients be able to test for their
blood glucose easily in settings other than the home.
That's why Boehringer Mannheim Diagnostics
has designed the TRACER™ Blood Glucose
Micro-monitor for patients on the go.
Since it fits so easily into pocket or purse, your
patients can test conveniently anywhere, anytime.
And you can count on TRACER™ for accurate and
reliable blood glucose readings in the 40 to
400 mg/dL range.

Special features for extra convenience
TRACER™ has other advantages as well, such as
the unique TRACER bG™ Test Strips which are
smaller than conventional strips and thus require
less blood. In addition, these strips utilize the same
superior chemistry as CHEMSTRIP bG® Test Strips.
Furthermore, TRACER™ has a convenient mem-
ory function that allows for storage of up to seven
glucose values so that your patients can test now
and record their results later.

High quality to meet the highest standards
TRACER™ has been developed to meet the highest
standards of quality, accuracy and convenience.
At Boehringer Mannheim Diagnostics, the commit-
ment to achieve better diabetes control through
technology and education is ongoing.
For more information, please contact your
Boehringer Mannheim Diagnostics sales repre-
sentative or call toll-free 1-800-858-8072.

THE LINE OF CONFIDENCE
IN DIABETES CONTROL
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DEADLINE FOR RECEIPT OF ABSTRACTS IS JANUARY 18, 1988
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AMERICAN DIABETES ASSOCIATION
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COMPLETELY for all abstracts to appear in the Annual
Meeting Program which is published as a Supplement to
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dollars) MUST ACCOMPANY EACH ABSTRACT SUB-
MITTED TO THE AMERICAN DIABETES ASSOCIA-
TION. An abstract which is not accompanied by the pro-
cessing fee will not be considered. The maximum number
of abstracts per individual, as author or sponsor, is two (2).

List name, degrees, address and telephone number of
author who should receive correspondence:

Name
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Prefer Poster Session Presentation
Prefer Oral Presentation
No Preference
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and oral or poster presentation.
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A limited number of abbreviations are acceptable provided they are defined within the
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CHECK ONE CATEGORY ONLY
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Hormone Receptors
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Vascular Complications
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as first author on only one of these. If an individual (member or nonmember) appears on more than two abstracts, only the two abstracts with the earliest postmarked
dates will be considered.
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PROCEDURE FOR SUBMISSION OF ABSTRACTS
FOR THE SCIENTIFIC SESSIONS OF THE ANNUAL MEETING

1. The signature of an active member of the National
Professional Section of the American Diabetes Associa-
tion is required to validate the abstract. It is the Associa-
tion's assurance from the member of adherence to the rules
and of the quality of the abstract. Members who sponsor
non-members should verify that the latter are conform-
ing to the rules.

2. An individual (member or nonmember) may only
appear on two (2) abstracts. A member has the option of
appearing as author, co-author or sponsor. A nonmember
has the option of appearing as author or co-author.

3. An individual may appear as first author on only
one abstract.

4. A processing fee of $15.00 (U.S. dollars) must ac-
company each abstract submitted to the American Diabetes
Association.

5. The processing fee payment must be in the form
of a check or money order made payable to the American
Diabetes Association, Inc. Purchase orders are unaccep-
table. Foreign payments must be prepaid in U.S. funds
and drawn on a U.S. bank.

6. The appropriate category and preference for presen-
tation should be checked.

7. The final decision with respect to selection, pro-
gramming and/or publication of any abstract will be vested
in the Committee on Scientific and Medical Programs.

8. Authors must adhere to the rule that scientific
material presented at the Annual Meeting will not have
been published or presented before at a major national
or international meeting prior to the Annual Meeting of
the American Diabetes Association.

9. Abstracts are limited to the space provided. Those
exceeding the limit will not be accepted.

10. The original and 3 copies of the abstract must be
provided.

11. The heading of abstracts should be in the following
form:

a. Title(s), first letters of major words being
capitalized. Do not use subtitles, e.g., Methods,
Results.

b . Author(s) name(s) preceded by initials or first
name(s) should be capitalized.

c. Members of the Professional Section serving as
authors, co-authors and sponsor(s) must be in-
dicated by an asterisk.

d. Omit degree(s) (e.g., M.D.,R.N., or R.D.),
academic title(s) and institutional affiliation(s).

e. Include City and State or origin of work; omit
street address and zip code.

There should be no indented lines in the above sec-
tion; however, the first line of the text of the abstract
and the first line of any subsequent paragraphs
should be indented three spaces.

12. Use of standard abbreviations is desirable (RBC,
for example). This journal uses kg, g, mg, ml, L (liter),
meq, m (meter), mosm (milliosmols), / (per), and % (per-
cent). Place special or unusual abbreviations in paren-
theses after the full word, the first time it appears. Use
numerals to indicate numbers, except to begin sentences.

13. Nonproprietary (generic) names should be used the
first time a drug is mentioned, and typed in lower case
letters. The first letter of proprietary names is always
capitalized, e.g., aspirin (Bufferin).

14. Simple tables, graphs or special symbols may be
included if they fit within the rectangular form provided.
Material which cannot be typed should be drawn in black
India ink.

15. Abstracts accepted will be printed as submitted.
They should be carefully written and edited prior to sub-
mission. Changes may not be made after they have been
submitted.

16. Abstracts must be received at the National Service
Center by January 18, 1988. Abstracts received after the
deadline, regardless of the date of postmark, will not be
accepted.

17. Papers are to be presented by the first author listed.
Presentations at the Scientific Sessions will be strictly
limited to ten minutes to allow time for discussion.

18. Do NOT fold the Abstract Reproduction Form or
copies. They should be mailed with cardboard backing
FIRST CLASS, or AIR MAIL if applicable, and addressed
as follows:

Committee on Scientific and
Medical Programs
American Diabetes Association
1660 Duke Street
Alexandria, VA 22314

19. Provide one typed 3" x 5" white file card for each
author named on the abstract in order to be listed in the
index of the Journal. The author's name and degree(s)
should be typed in the top left corner of the card. The
abstract category should be typed in the center of the card.

20. If an acknowledgement is desired, each Abstract
Reproduction Form and copies are to be accompanied by
a postage prepaid postal card addressed to the senior
author; the reverse side of the card is to contain the title
of the abstract and names of all authors.

21. Additional Abstract Reproduction Forms may be ob-
tained from the Committee on Scientific and Medical Pro-
grams at the address indicated above.

22. Authors are required to pay the registration fee for
attendance at the Annual Meeting.

The Committee reserves the right to reject an abstract which does not conform to the Helsinki Agreement.



CHECK LIST FOR PREPARATION OF ABSTRACT

Use carbon ribbon or slightly used black silk ribbon. (Brand-new ribbons smudge, old ones reproduce too faintly.) PRAC-
TICE typing the abstract in a rectangle 4-3/16" x 6-3/16" before using this form.

DO NOT ERASE. Abstracts will appear in DIABETES exactly as submitted. Abstracts which do not conform to prescribed
rules, or with smudges, errors, misspellings, poor hyphenations, skipped lines, typed-in margins, incorrect abbrevia-
tions, require retyping by the publisher at a cost of $15.00.
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of abstract.
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The $15.00 processing fee is enclosed for each abstract submitted. (Make check or money order payable
to The American Diabetes Association, Inc.)
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The Mechanism of Glucosamine-induced Insulin Release. FRANZ M.
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and MARSHA ROGERS, St. Louis, Mo.

It was observed previously that glucosamine (20 mM) combined with theophylline
(10 mM) causes

Cytochemical Localization of Adrenyl Cyclase and Cyclic AMP Phosphodiesterase
in Rat Islets of Langerhans, S. L. HOWELL, S. A. KENNEDY, and MARGARET
WHITFIELD, Sussex, England (Introduced by PAUL E. LACY* St. Louis, Mo.)

Rates of insulin secretion may be altered by agents which affect the enzymes respon-
sible for
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CAPOTEN* TABLETS
Captopril Tablets

INDICATIONS: Hypertension - CAPOTEN (captopril) is indicated for the treat-
ment of hypertension. Consideration should be given to the risk of neutropenia/
agranulocytosis (see WARNINGS). CAPOTEN may be used as initial therapy for
patients with normal renal function, in whom the risk is relatively low. In patients
with impaired renal function, particularly those with collagen vascular disease,
captopril should be reserved for those who have either developed unacceptable side
effects on other drugs, or have failed to respond satisfactorily to drug combinations.
CAPOTEN is effective alone and in combination with other antihypertensive agents,
especially thiazide-type diuretics.

Heart Failure: CAPOTEN (captopril) is indicated in patients with heart failure who
have not responded adequately to or cannot be controlled by conventional diuretic
and digitalis therapy. CAPOTEN is to be used with diuretics and digitalis.

WARNINGS: 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 creatinine <1.6 mg/dL and no collagen vascular disease), neutropenia has
been seen in one patient out of over 8,600 exposed. In patients with some degree of
renal failure (serum creatinine at least 1.6 mg/dL) but no collagen vascular disease,
the risk in clinical trials was about 1 per 500. Doses were relatively high in these
patients, particularly in view of their 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 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 myeloid hypoplasia and frequently accompanied by erythroid hypoplasia and
decreased numbers of megakaryocytes (e.g., hypoplastic bone marrow and pancyto-
penia); 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 complex 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 immunosup-
pressant therapy, or a combination of these complicating factors.

Evaluation 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,
ther periodically. In patients with collagen vascular disease or who are exposed to
other drugs known to affect the white cells or immune response, particularly 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 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/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, patients with prior renal disease or those receiving
captopril at doses >150 mg/day should have urinary protein estimates (dip-stick on
1st morning urine) before therapy, and periodically thereafter.

Hypotension — Excessive hypotension was rarely seen in hypertensive patients but
is a possibility in severely salt/volume-depleted persons such as those treated vigorously
with diuretics (see PRECAUTIONS [Drug Interactions]).

In heart failure, where 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 patients 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 maintenance 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 treat-
ment. Less than 5% of patients, generally with severe preexisting renal disease,
required discontinuation due to progressively increasing creatinine. See DOSAGE
AND ADMINISTRATION, ADVERSE REACTIONS [Altered Laboratory Find-
ings]. Valvular Stenosis —A theoretical concern, for risk of decreased coronary perfu-
sion, has been noted regarding vasodilator treatment in patients with aortic stenosis
due to decreased afterload reduction.

Surgery/Anesthesia — If hypotension occurs during major surgery or anesthesia, and is
considered due to the effects of captopril, it is correctable by volume expansion.

References: 1. Drayer JM, Weber MA: Monotherapy of essential
hypertension with a converting-enzyme inhibitor. Hypertension
5(5-SupplIIl):108-113,1983.
2. D'Angelo A, Sartori L, Gambaro G, et al: Captopril in the treatment
of hypertension in type I and type II diabetic patients, Postgrad Med J
62(Suppl I):69-72, 1986.

Drug Interactions: Hypotension: Patients on Diuretic Therapy — Precipitous reduc-
tion of blood pressure may occasionally occur within the 1st hour after administration
of the initial captopril dose in patients on diuretics, especially those recently placed on
diuretics, and those on severe 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 supervision for at least 1 hour
after the initial dose.

Agents Having Vasodilator Activity — In heart failure patients, vasodilators should
be administered with caution.

Agents Causing Renin Release — Captopril's effect will be augmented by antihypertensive
agents that cause renin release.

Agents Affecting Sympathetic Activity —The 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
supplements 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 Synthesis — Indomethacin and other nonsteroidal
anti-inflammatory agents may reduce the antihypertensive effect of captopril, espe-
cially in low renin hypertension.
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 —There are no adequate and well-controlled studies in
pregnant women. Embryocidal effects and craniofacial malformations were observed
in rabbits. Therefore, captopril should be used during pregnancy, or for patients
likely to become pregnant, only if the potential benefit outweighs the potential risk to
the fetus. Captopril crosses the human placenta.
Nursing Mothers: Captopril is secreted in human milk. Exercise caution when ad-
ministering captopril to a nursing woman, and, in general, nursing should be interrupted.
Pediatric Use: Safety and effectiveness in children have not been established
although there is limited experience with use of captopril in children from 2 months
to 15 years of age. Dosage, on a weight basis, was comparable to that used in adults.
Captopril should be used in children only if other measures for controlling blood
pressure have not been effective.

ADVERSE REACTIONS: Reported incidences are based on clinical trials involv-
ing approximately 7000 patients.

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

Hematologic — Neutropenia/agranulocytosis have occurred (see WARNINGS). Ane-
mia, thrombocytopenia, and pancytopenia have been reported.

Dermatologic — Rash (usually maculopapular, rarely urticarial), often with pruritus
and sometimes 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 patients. A reversible associated pemphigoid-like lesion, and
photosensitivity have also been reported. Angioedema of the face, mucous mem-
branes of the mouth, or of the extremities in about 1 of 1000 patients —reversible on
discontinuance of captopril therapy. Ons case of laryngeal edema reported. Flushing
or pallor in 2 to 5 of 1000 patients.

Cardiovascular — 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 — About 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). Gastric irritation,
abdominal pain, nausea, vomiting, diarrhea, anorexia, constipation, aphthous ulcers,
peptic ulcer, dizziness, headache, malaise, fatigue, insomnia, dry mouth, dyspnea,

. cough, alopecia, and paresthesias reported in about 0.5 to 2% of patients but did not
appear at increased frequency compared to placebo or other treatments used in
controlled trials.
Altered Laboratory Findings: Elevations of liver enzymes in a few patients
although no causal relationship has been established. Rarely cholestatic jaundice and
hepatocellular injury with or without secondary cholestasis, have been reported. A
transient elevation of BUN and serum creatinine may occur, especially in volume-
depleted or renovascular hypertensive patients. In instances of rapid reduction of
longstanding or severely elevated blood pressure, the glomerular filtration rate may
decrease transiently, also resulting in transient rises in serum creatinine and BUN.
Small increases in serum potassium concentration frequently occur, especially in
patients with renal impairment (see PRECAUTIONS).

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 DOSAGE AND ADMINISTRATION section of pack-
age insert for detailed information regarding dosage 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 SUPPLffiD: Available in tablets of 12.5, 25, 50, and 100 mg in bottles of 100
(25 mg also available in bottles of 1000), and in UNIMATIC* single dose packs of 100
tablets. (J3-658D)

3. Matthews DM, Wathen CG, Bell D, et al: The effect of captopril on
blood pressure and glucose tolerance in hypertensive non-insulin
dependent diabetics. Postgrad Med J 62(Suppl I):73-75, 1986.
4. Christlieb AR: Management of hypertension in the patient with
diabetes mellitus. Practical Cardiol 8:94-103, 1982.
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WHEN
HYPERTENSION
COEXISTS WITH
DIABETES...

Consider the
CAPOTEN difference

"CAPOTEN may be used as initial therapy only for
patients with normal renal function in whom the risk of
neutropenia/agranulocytosis is relatively low (1 out of
over 8,600 in clinical trials). Use special precautions in
patients with impaired renal function, collagen vascular
disorders, or those exposed to other drugs known to
affect the white cells or immune response. Evaluation of
hypertensives should always include assessment of renal
function. Overall, the most frequently occurring adverse
reactions associated with CAPOTEN are skin rash and
taste alteration; both effects are generally mild,
reversible, or self-limited See INDICATIONS AND
USAGE, WARNINGS, and ADVERSE REACTIONS in the
brief summary on adjacent page.
Novolinsis a licensed trademark of NOVO Industri A/S.
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Effective control*
• 50 mg to 100 mg daily effectively controls most
patients with mild hypertension1

Fewer complications
•Studies of hypertensive patients with concurrent
Type I or Type II diabetes show that CAPOTEN
does not affect glucose metabolism2 3

•Unlike some beta-blockers,4 CAPOTEN is not
associated with hyperglycemic or hypoglycemic
changes and does not mask the symptoms of
hypoglycemia

'Unlike diuretics,4 CAPOTEN is not associated with
impairment of glucose tolerance in diabetics
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