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PROVEN EFFICACY
AND A GREATER FREEDOM FROM

mmml

Blanche, R.: 47, chronic
bronchitis, heavy smoker
BP165/105

Alice, W.: 65,
overweight diabetic,

BP 190/98

James, B.: 38, asthmatic,
moderate angina,
BP 150/107

Proven efficacy...
• Reduces diastolic and systolic
pressure regardless of age or race1

•• Shown superior to propranolol
in several clinical studies24

™ As effective as metoprolol,
pindolol, and labetalol3 5 6

,. with established built-in
benefits for optimal
patient acceptance
• Low incidence of fatigue

• Mental depression, impotence
rarely reported

™ No adverse effect on potassium,
uric acid, lipid, or glucose levels2 79

™ Safe in COPD and asthmatic
patients

™ Safe in diabetic patients10



SIDE EFFECTS
OA/O

John, K.: 42, confirmed Thomas, G.: 70, asthma-
diastolic BP 102, tic, drug induced hypoka-

abnormal lipid profile lemia/hyperuricemia,
BP 190/98

Peter, M.: 53,
workaholic, chronically

fatigued, BP 180/92

NEW
ONCE DAILY

ISOPTIN
(vetapamil HCI/Knoll)
240 mg scored.sustained-release tablets
Antihypertensive therapy you and
your patients can live with

Please see brief summary for contraindications, warnings,
precautions, most common side effects, and rates of occurrence.



ISOPTIN... SAFETY BACKED
BY OVER 23 YEARS OF WORLDWIDE
CLINICAL EXPERIENCE *
Side effects most commonly encountered
with ISOPTIN

Constipation
Dizziness
Nausea
Hypotension
Edema
Headache

8.4%
3.5%
2.7%
2.5%
2.1%
1.9%

CHFor
Pulmonary Edema
Fatigue
Bradycardia
AV Block (3°)

1.8%
1.7%
1.4%
0.8%

Contraindications: Severe left
ventricular dysfunction, hypotension
(systolic pressure < 90 mm Hg) or
cardiogenic shock, sick sinus syndrome
or second- or third-degree AV block
(if no artificial pacemaker is present).

Above incidences of adverse reactions derived from clinical
trials in 4,954 patients.

NOW INDICATED IN HYPERTENSION...
FOR PROVEN EFFICACY AND A GREATER
FREEDOM FROM SIDE EFFECTS

NEW
ONCE DAILY

ISOPTIN
(vetapamil HQ/Knoll)
240 mg scored,sustained-release tablets

Antihypertensive therapy you and
your patients can live with
ISOPTIN (verapamil HCI/Knoll) is also available as 80 mg and
120 mg scored, film-coated, regular-release tablets.

includes eight years of clinical experience in hypertension.

Knoll Pharmaceuticals
A Unit of BASF K&F Corporation
Whippany, New Jersey 07981

BASF Group
6.
knoll

REFERENCES: 1. Cubeddu LX, Aranda J, Singh B, et al: JAMA 1986:256:2214-2221. 2. Leonetti G, Pasotti C,
Ferrari GP, et al: Acta Medica Scand 1984; suppl 681:137-141. 3. Data on file, Knoll Pharmaceuticals.
4. Halperin AK, Kirsten M, Gross PA, et al: Clin Pharmacol Ther 1984:36:750-758. 5. Anavekar SN,
Christophidis N, Louis WJ, et al: J Cardiovasc Pharmacol 1981:3:287-292. 6. Anavekar SN, Barter C,
Adam WR, et al: J Cardiovasc Pharmacol 1982;4:S374-S377. 7. Lewis GRJ, Steward DJ, Lewis BM, et al: Int'l
Symposium on Calcium Antagonism in Cardiovasc Ther 1980:270-277. 8. Leonetti G, Sala C, Bichanini C,
et al: Cur J Clin Pharmacol 1980:18:375-382. 9. Midtbo K, Hals O, van der Meer J, et al: J Cardiovasc
Pharmacol 1982:4:363-368. 10. Rojdmark S, Andersson DEH: Am J Cardiol 1986;57:39D-43D.

Please see brief summary on following page.

© 1986, BASF K&F Corporation 2458/11-86 Printed in U.S.A.



NEW.. .ONCE DAILY Brief Summary

IN MILD TO MODERATE
HYPERTENSION
ISOPTIN -SR
(verapamil HCI Knoll)
240 mg scored, sustained-release tablets
CONTRAINDICATIONS: 1) Severe left ventricular dysfunction (see WARNINGS). 2) Hypotension
(less than 90 mmHg systolic pressure) or cardiogenic shock. 3) Sick sinus syndrome or 2nd or
3rd degree AV block (except in patients with a functioning artificial ventricular pacemaker).

WARNINGS: Heart Failure: ISOPTIN should be avoided in patients with severe left ventricular
dysfunction (see DRUG INTERACTIONS). Patients with milder ventricular dysfunction should, if
possible, be controlled before verapamil treatment. Hypotension: ISOPTIN (verapamil HCI) may
produce occasional symptomatic hypotension. Elevated Liver Enzymes: Elevations of trans-
aminases with and without concomitant elevations in alkaline phosphatase and bilirubin have
been reported. Periodic monitoring of liver function in patients receiving verapamil is therefore
prudent. Accessory Bypass Tract (Wolff-Parkinson-White): Patients with paroxysmal and/or
chronic atrial flutter or atrial fibrillation and a coexisting accessory AV pathway have developed
increased antegrade conduction across the accessory pathway producing a very rapid
ventricular response or ventricular fibrillation after receiving intravenous verapamil. While this
has not been reported with oral verapamil. it should be considered a potential risk. Treatment is
usually O.C.-cardioversion. Atrioventricular Block: The effect of verapamil on AV conduction and
the SA node may cause asymptomatic 1st degree AV block and transient bradycardia. Higher
degrees of AV block, while infrequent (0.8%). may require a reduction in dosage or. in rare
instances, discontinuation of verapamil HCI. Patients with Hypertrophic Cardiomyopathy
(IHSS): Although verapamil has been used in the therapy of patients with IHSS, severe
cardiovascular decompensation and death have been noted in this patient population.

PRECAUTIONS: Impaired Hepatic or Renal Function: Verapamil is highly metabolized by the
liver with about 70% of an administered dose excreted in the urine. In patients with impaired
hepatic or renal function verapamil should be administered cautiously and the patients
monitored for abnormal prolongation of the PR interval or other signs of excessive phar-
macological effects (see OVERDOSAGE).

Drug Interactions: Beta Blockers: Concomitant use of ISOPTIN and oral beta-adrenergic
blocking agents may be beneficial in certain patients with chronic stable angina or hypertension,
but available information is not sufficient to predict with confidence the effects of concurrent
treatment in patients with left ventricular dysfunction or cardiac conduction abnormalities.
Digitalis: Clinical use of verapamil in digitalized patients has shown the combination to be well
tolerated if digoxin doses are properly adjusted. However, chronic verapamil treatment increases
serum digoxin levels by 50 to 75% during the first week of therapy and this can result in digitalis
toxicity. Upon discontinuation of ISOPTIN (verapamil HCI), the patient should be reassessed to
avoid underdigitalization. Antihypertensive Agents: Verapamil administered concomitantly with
oral antihypertensive agents (e.g., vasodilators, angiotensin-converting enzyme inhibitors,
diuretics, beta blockers, prazosin) will usually have an additive effect on lowering blood
pressure. Patients receiving these combinations should be appropriately monitored. Dis-
opyramide: Disopyramide should not be administered within 48 hours before or 24 hours after
verapamil administration. Quinidine: In patients with hypertrophic cardiomyopathy (IHSS).
concomitant use of verapamil and quinidine resulted in significant hypotension. There has been
a report of increased quinidine levels during verapamil therapy. Nitrates: The pharmacologic
profile of verapamil and nitrates as well as clinical experience suggest beneficial interactions.
Cimetidine: Two clinical trials have shown a lack of significant verapamil interaction with
cimetidine. A third study showed cimetidine reduced verapamil clearance and increased
elimination to 1/2. Anesthetic Agents: Verapamil may potentiate the activity of neuromuscular
blocking agents and inhalation anesthetics. Carbamazepine: Verapamil may increase car-
bamazepine concentrations during combined therapy. Rifampin: Therapy with rifampin may
markedly reduce oral verapamil bioavailability. Lithium: Verapamil may lower lithium levels in
patient on chronic oral lithium therapy. Carcinogenesis, Mutagenesis, Impairment of Fertility:
There was no evidence of a carcinogenic potential of verapamil administered to rats for two
years. Verapamil was not mutagenic in the Ames test. Studies in female rats did not show
impaired fertility. Effects on male fertility have not been determined. Pregnancy (Category C):
There are no adequate and well-controlled studies in pregnant women. ISOPTIN crosses the
placental barrier and can be detected in umbilical vein blood at delivery. This drug should be
used during pregnancy, labor, and delivery, only if clearly needed. Nursing Mothers: ISOPTIN is
excreted in human milk, therefore, nursing should be discontinued while verapamil is
administered. Pediatric Use: Safety and efficacy of ISOPTIN in children below the age of 18 years
have not been established.

ADVERSE REACTIONS: Constipation 8.4%, dizziness 3.5%, nausea 2.7%, hypotension 2.5%,
edema 2 .1%. headache 1.9%. CHF'pulmonary edema 1.8%, fatigue 1.7%, bradycardia 1.4%,
3' AV block 0.8%. flushing 0 .1%. elevated liver enzymes (see WARNINGS). The following
reactions, reported in less than 1.0% of patients, occurred under conditions (open trials,
marketing experience) where a causal relationship is uncertain: they are mentioned to alert the
physician to a possible relationship: angina pectoris, arthralgia and rash, AV block, blurred
vision, cerebrovascular accident, chest pain, claudication, confusion, diarrhea, dry mouth,
dyspnea, ecchymosis or bruising, equilibrium disorders, exanthema, gastrointestinal distress,
gingival hyperplasia. gynecomastia. hair loss, hyperkeratosis, impotence, increased urination,
insomnia, macules, muscle cramps, myocardial infarction, palpitations, paresthesia, psychotic
symptoms, purpura (vasculitis), shakiness, somnolence, spotty menstruation, sweating,
syncope, urticaria. Treatment of Acute Cardiovascular Adverse Reactions: Whenever severe
hypotension or complete AV block occur following oral administration of verapamil. the
appropriate emergency measures should be applied immediately, e.g., intravenously admin-
istered isoproterenol HCI. levarterenol bitartrate. atropine (all in the usual doses), or calcium
gluconate (10% solution). If further support is necessary, inotropic agents (dopamme or
dobutamine) may be administered. Actual treatment and dosage should depend on the severity
and the clinical situation and the judgment and experience of the treating physician.

OVERDOSAGE: Treatment of overdosage should be supportive. Beta-adrenergic stimulation or
parenteral administration of calcium solutions may increase calcium ion flux across the slow
channel, and have been used effectively in treatment of deliberate overdosage with verapamil.
Clinically significant hypotensive reactions or fixed high degree AV block should be treated with
vasopressor agents or cardiac pacing, respectively. Asystole should be handled by the usual
measures including cardiopulmonary resuscitation

Knoll Pharmaceut icals
A Unit of BASF K&F Corporation
Whippany. New Jersey 07981

B A S F Group

c1986. BASF K&F Corporation

knoll
2474/11/8 Printed in U.S.A.

WE'RE LOOKING
FOR AN
ENDOCRINOLOGIST
COMMITED TO
EXCELLENCE
We are currently seeking an En-
docrinologist experienced in
the management of diabetic
patients, who would be interes-
ted in joining other Endocrin-
ologists at one of our Diabetes
Centers in the southeast*

These Centers offer:
• State-of-the-art technology
• Specialized staff
• Responsive ancillary services
• Special funds for medical
education and clinical
research for diabetes care

Qualified physicians must be
able to:
• Provide comprehensive
diabetes care

• Work in conjunction with
highly supportive hospital
administrators and corporate
executives

• Participate in medical
education and clinical
research in diabetes care

• Select and train staff
• Participate in a national
network of Diabetes Centers

If you are an Endocrinologist
commited to excellence, we'd like
to talk to you about this outstand-
ing opportunity. Please call, in con-
fidence, Doctor Thomas D. Moore,
Vice President - Medical Affairs
at 502/580-3554 for further
information*



Filling your plate has
never been easier.

Discover these delicious new ways to enjoy every meal!
Imagine . . . taste-tempting meals that are also good for you!

From everyday meal planning to special events, ADA makes your task
easier with these new publications . . .

Easy-to-follow nutritional guidelines you
can use every day.
This new, updated version of
our best-selling meal planner,
Exchange Lists for Meal Plan-
ning brings you the latest sci-
entific findings on good nutri-
tion and healthful eating.
Colorful charts, helpful tips on

good nutrition, and easy-to-use substitution guidelines
show you how to balance your diet and gain control over
diabetes.

Reprints of popular articles from Diabetes Forecast
A package of ten best sell-
ers including "Think Thin,"
"Whiskey or Water?" and
"Hamburgers to Haute
Cuisine," are now available
offering you timely impor-
tant tips to meal planning.

Enticing new recipes for you and your family.
The American Dietetic Association Family Cookbooks
(Volumes I and II)
Designed to meet the special needs of people with diabetes
and their families, these comprehensive companion vol-
umes combine to give you more than 450 imaginative,

kitchen-tested recipes available from no other source. Plus
you'll find innovative nutrients-per-serving guidelines, im-
portant tips on eating out .. . brown-bagging ... exercise,
and more! (Individual volumes may be purchased sepa-
rately.)

The American Diabetes Association Holiday Cookbook
Now you can enjoy the holidays more than ever before with
these festive recipes tailored for individuals and families
living with diabetes. From traditional Thanksgiving, Christ-
mas and Hanukkah feasts .. . to refreshing beverages and
savory dinners for any occasion, you'll receive more than
175 tempting new recipes for appetizers, salads, soups ...
even bread and cookies! And you'll regularly refer to the
newly revised exchange equivalents, and chapters on ad-
justing your favorite family recipes to reduce sugar, fats,
and sodium.

A American
Diabetes

. Association

Start eating better today! NO. of copies Title Total

• Yes, please send me copies of
the following publications as
checked (make checks pay-
able to the American Diabetes
Association):

_ Exchange Lists for Meal Planning, $1.75
each

_ Packages of Ten Reprints from Diabetes
Forecast, $3.60 each

_ The American Diabetes Association/The
American Dietetic Association Family
Cookbook, Vol. I. (a $17.45

_ The American Diabetes Association/The
American Dietetic Association Family
Cookbook, Vol. II. (a $18.45

_ The American Diabetes Association
Holiday Cookbook, fa $16.45

Total Amount Enclosed
(All prices include postage and handling)

Address

City

State

Zip

Send your order to:

The American Diabetes Association
1660 Duke Street
Alexandria, VA 22314
(800) ADA-DISC
Please allow 6-8 weeks for delivery.
Offer expires June 30, 1987.

H71601



ACE1NHIBIT0R

rAPOTEN
\^> cavtowil tablets

FOR MILD-TO-MODERATE HYPERTENSION

MORE PLUSES IN
HYPERTENSION-PLUS
As initial therapy,''" CAPOTEN can offer the vast majority of hypertensive patients
effective control while helping to maintain quality of life. Because of its distinctive
mode of action, the benefits of CAPOTEN can be extended to patients with
hypertension plus commonly coexisting disorders.

+DIABETES
CAPOTEN does not mask the
warning symptoms of hypo-
glycemia, unlike some beta-
blockers (in insulin-dependent
hypertensive diabetics).

+BRONCHO-
SPASTIC
PULMONARY
DISEASE
CAPOTEN rarely causes
bronchospasm, unlike
some beta-blockers.

+HEART
FAILURE
CAPOTEN improves
cardiac output, unlike
beta-blockers.

"Clearly, ACE inhibition is of special value clinically in hypertensive
patients with diabetes, obstructive lung disease, peripheral vascular
disease, asthma, or heart failure in whom beta-adrenergic blockade
poses recognized problems."1

MORE PLUSES FOR
MORE HYPERTENSIVE PATIENTS

Reference:
1. DiBianco R: Angiotensin converting enzyme inhibition: Unique and effective therapy for hypertension and congestive
heart failure. Postgrad Med 78(5):229-248, 1985.

*Angiotension Converting Enzyme
TCAPOTEN 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 widi impaired renal
function, collagen vascular disorders, or those exposed to odier drugs known to affect the white cells or immune response.
Evaluation of hypertensives should always include assessment of renal function. See INDICATIONS AND USAGE, WARNINGS,
and ADVERSE REACTIONS in the brief summary on the adjacent page.

Iff
SQUIBB



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,
then 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.

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 Benin 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 mgAg/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. One 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 SUPPLIED: 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 UNIM ATIC* single dose packs of 100
tablets. (J3-658D)

SQUIBB

INNOVATORS IN CARDIOVASCULAR MEDICINE
© 1986 E. R. Squibb & Sons, Inc., Princeton. NJ 08540 526-558 Issued: April 1986



NEW... from Squibb-Novo

The First Premixed
Human Insulin

Novolirf 70/30
70% NPH Human Insulin Isophane

k Suspension & 30% Regular Human
Insulin Injection (semi-synthetic)
A stable mixture that combines

rapid onset with sustained
^ duration in one vial

The benefits of a
mixed insulin
regimen without
the inconvenience

Advantages for
your patient
D Ease Of USe—for the
patient currently mixing a 70/30 ratio
of NPH & Regular (the most frequently
prescribed ratio1)

D Convenience—totally
eliminating the steps of mixing insulin

• Accuracy—eliminates risk
of patient mixing error

O E c o n o m y —at no extra cost
to patient

1. Physicians surveyed, American Diabetes Association
Annual Meeting, 1986, Anaheim, Calif.

© Squibb-Novo, Inc.

Novohn* is
a trademark of
Novo Industn A/S

SQUIBB*

The diabetes care specialists NOVO
Sept 1986
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more normal insulin release
and utilization
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(Adapted from Peterson CM, et aP)
Glucose and insulin response to three standard meals was measured at eleven time points on the first and fifteenth days of administration of
Glucotrol (glipizide) to seven patients with NIDDM. The mean dose of Glucotrol was 8.7 mg per day (0.1 mg/kg).

• Insulin levels rose markedly • The insulin response pattern
after the first meal, then with Glucotrol closely simulates
dropped, then rose again fol- the pattern commonly seen in
lowing subsequent meals. nondiabetics.

References: 1. Peterson CM, Sims RV. Jones RL. et al: Bioavailability of glipizide and its effect
on blood glucose and insulin levels in patients with non-insulin-dependent diabetes. Diabetes
Care 1982; 5:497-500. 2. Melander A, Wahlin-Boll E: Clinical pharmacology of glipizide, in
Proceedings of a Symposium: New Perspectives in Noninsulin-Dependent Diabetes Mellitus
and the Role of Glipizide in Its Treatment. Am J Med, pp. 41 -45, Nov. 30.1983. 3. Feinglos MN,
Lebovitz HE: Long-term safety and efficacy ot glipizide, in Proceedings of a Symposium: New
Perspectives in Noninsulin-Dependent Diabetes Mellitus and the Role of Glipizide in Its Treat-
ment Am J Med, pp. 60-66, Nov 30, 1983.



with significant advantages
for many NIDDM patients

Rapid, consistent therapeutic action -me a,m 0(5,*,^
treatment should be complete normalization of glucose economy... therefore, the sulfonyl-
urea should be potent and rapid-acting. Moreover, it should have complete bioavailability in
order to minimize variations between and within individual subjects.
"Glipizide [Glucotrol] has complete bioavailability and its absorption and onset of action
are very rapid!'2

Rapid excretion, inactive metabolites A , i
very rapidly eliminated, and as there is no evidence that its metabolites are significantly
active, the risk of long-lasting hypoglycemia should be small.... "2 However, as with all
sulfonylureas, hypoglycemia may occur.

Long-term metabolic improvement Long term therapywith
glipizide, in contrast to studies of other sulfonylureas, often results in a sustained increase
in glucose-stimulated insulin secretion!'3

While controversy remains in the findings of the UGDP, there have been reports of
increased cardiovascular risk associated with oral hypoglycemic therapy.

Glucotrol
Gglpizide) 5-mg and KD-mg

Scored Tablets

When diet alone fails in non-insulin-dependent diabetes mellitus
Please turn page for Glucotrol* (glipizide) prescribing information.



GLUCOTROL9 (glipizide) Tablets
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 contraindicated in patients with known hypersensitiv-
ity 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 administra-
tion of oral hypoglycemic drugs has been reported to be associated with increased cardiovascu-
lar 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 prospec-
tive 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. 2:747-830,1970).
UGDP reported that patients treated for 5 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. Despite
controversy regarding the interpretation of these results, the findings of the UGDP study pro-
vide 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 sulfonylurea 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 pro-
longed 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 insuf-
ficiency 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 in-
gested, or when more than one glucose-lowering drug is used.
Loss of Control of Blood Glucose: A loss of control may occur in diabetic patienls 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 non-steroidal anti-inflammatory agents and other drugs that are highly protein
bound, salicylates, sulfonamides, chloramphenicol, probenecid, coumarins, monoamine oxi-
dase inhibitors, and betaadrenergic blocking agents. In vitro studies indicate that GLUCOTROL
binds differently than tolbutamide and does not interact with sal icy late 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, sympathomimetics, calcium channel blocking drugs, and isoniazid.
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 vivo 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 be-
lieved 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 justif ies 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 dis-
continued at least one month before the expected delivery date.
Nursing Mothers: Since some sulfonylurea drugs are known to be excreted in human milk, insu-
lin 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 fol-
lowing 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, morbil l i form or maculopapular erup-
tions, urticaria, pruritus, and eczema have been reported in about one 'n 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 pancytopenia have been reported with sulfonylureas.
Metabolic: Hepatic porphyria and disulfiram-like alcohol reactions have been reported with sul-
fonylureas. Clinical experience to date has shown that GLUCOTROL has an extremely low inci-
dence of disulfiram-like reactions.
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 discon-
tinuance of therapy.
OVERDOSAGE: Overdosage of sulfonylureas including GLUCOTROL can produce hypoglyce-
mia. If hypoglycemic coma is diagnosed or suspected, the patient should be given a rapid intra-
venous injection of concentrated (50%) glucose solution. This should be followed by a continu-
ous 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 GLUCO-
TROL 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 oth-
ers 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.

A division of Pfizer Pharmaceuticals
New York, New York 10017
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Your patients may not have
a choice about taking insulin.

They should have a choice
about how they take it.

'It's not so bad;
you'll get used ..„ t .
i , . ^ ,, „ What else could you
tO t h e needle, tell the diabetic who
must take insulin? After all, taking insulin is life-
sustaining to many, while for others it is the best
way to control blood sugar and retard or prevent
life-threatening complications. Your challenge is to
obtain maximum compliance, for effective control.
The reality, however, is that puncturing the skin with
a needle is neither normal nor something to look
forward to with anything but resignation, and for
various psychosocial or physical reasons something
that can be painful.

Even patients
must tell themselves,
Jt'S n o t SO bad." How else could they
cope with up to 1,000 punctures a year?
How many of your patients would rather live without
needle injections and still have the maximum benefit
of insulin therapy?

The development
of Medi-Jectors
needleless injection
technology has
paralleled the
evolution of modern

Medi-Jector®
Needleless Injection:
a better choice
for compliance,
control and
comfort.
diabetes management, with its goal of improved
control facilitated by self blood glucose monitoring
and multiple daily doses of insulin.

The prospect of multiple daily injections cannot be
pleasant for patients who have found one shot a day
to be painful, or for patients who have never taken
insulin before. Such fear of needle punctures can
result in a detrimental compliance problem.

Medi-Jector is a precision,
mechanically-powered
injection device, proven
in over seven years of
patient use by thousands
OT QiaDet lCS. Medi-Jector forces insulin,
under pressure, through a tiny orifice which pro-
duces a liquid column that is one-third the size of
the smallest needle. After penetration, the insulin is
rapidly dispersed through the planes of least resistance
as a fine spray Penetration depth is adjustable to
accommodate individual and site-to-site variation in
skin resistance. Nothing touches the patient but the
tiny column of insulin. Compared to needle injections,
there is less tissue trauma, greater insulin dispersion
and improved absorption. Most important, the
injection sensation is virtually undetectable.

Medi-Jector users tell us they could no longer conceive
of taking multiple injections with a needle, and most
say they never want to "see" an insulin syringe again.



Medi-Jector LV
designed for modern
insulin therapy

Derata Corporation, a
pioneer in the research and
development of insulin jet
injector systems, designed
its third generation system
to meet the needs of
modern multiple insulin
injection therapy.

Medi-Jector LV delivers up to 50
units of U-100 (single or mixed doses) with
unequaled comfort. Confirmed accuracy (tenths of
a unit) delivers precise doses, time after time.

Its compact size (6 inches long) and light weight (12
ounces) provides anywhere, anytime convenience.

Simple operation and available training materials
makes patient instruction easy and effective.
Continuing customer support services ensure
patient confidence and maximum utilization.

Medi-Jector LV is classified as durable medical
equipment and is 80% to 100% covered by many
insurance plans. Additionally, the Derata Corporation
is so confident of the quality and comfort of the
Medi-Jector LV that it is sold with a prorated
money-back guarantee and warranteed for five
years. Medi-Jector LV will provide your patients

years of economical, effective insulin delivery with
a comfort unequaled by insulin syringes.

Wouldn't your patients appreciate the
opportunity to compare Medi-Jector LV with
the needle, and then choose? Show them the
modern alternative, then let them choose.

Discover why your patients
deserve to have the
Medi-Jector choice — call us
at 1-800-328-3074? We will
provide you with complete
information and the name
of your local distributor.

'Minnesota residents please call 612-535-6765

P-10185

DERMA
CORPORATION

7380 32nd Avenue North
Minneapolis, MN 55427



Why peripheral vasodilators
to improve

microcirculatory blood flow

In chronic occlusive arterial disease, reduced blood
flow downstream of a stenosis results in additional
changes that further decrease efficient flow in the
microcirculation.

Red blood cells become less flexible, impairing
their normal capacity to pass through capillaries
often less than half of the cells' diameter.1 In addition,
blood viscosity is increased.2

As flow through the microcirculation becomes

more sluggish, acids and metabolites accumulate.
Reduced tissue oxygenation results in painful claudi-
cation that limits the distance patients can walk.

Peripheral vasodilators cannot affect flow through
arteries already maximally dilated, or through those
with fixed stenoses. In addition, these agents do not
increase the flexibility of red cells or decrease blood
viscosity. Microcirculatory blood flow and tissue oxygen-
ation do not improve.

©1985 by Hoechst-Roussel Pharmaceuticals Incorporated



...and how only
Trental succeeds.
(pentoxifylline)

Improves red blood cell flexibility
Trental* is not a vasodilator, not an anticoagulant,

and not related to aspirin or dipyridamole. Trental®
increases the flexibility of red cells, thereby improving
their capacity to pass through capillaries. Blood viscosity
is also reduced, decreasing resistance and improving
perfusion of the ischemic microcirculation. As a result,
tissue oxygenation is increased.

Trental* has been shown to significantly increase
oxygenation in the calf muscles of patients with inter-
mittent ciaudication.3

(pentoxifylline)

Well tolerated
Side effects with Trental® are usually mild, transient,

and generally confined to reversible CNS or Gl effects.
Trental* is compatible for concurrent use with

antihypertensive, beta-blocker, digitalis, diuretic, anti-
diabetic, and antiarrhythmic regimens. (See full pre-
scribing information.)

While the clinical benefits of Trental® may be seen
within two to four weeks, it is recommended that treat-
ment be continued for at least eight weeks. To maintain
clinical benefit, continued therapy is necessary.

The usual dose of Trental* is one 400-mg tablet
taken three times a day with meals.

• ®

400 mg
Tablets

The first proven-effective agent for intermittent ciaudication

Trental® can improve function and symptoms but is not intended to replace more definitive therapy such as surgery.
See following page for references and brief summary of prescribing information.
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Trental® (pentoxifylline) Tablets, 400 mg
A brief summary of the Prescribing Information follows.

INDICATIONS AND USAGE:
Trental® (pentoxifylline) is indicated for the treatment of patients with intermit-
tent claudication on the basis of chronic occlusive arterial disease of the limbs.
Trental® (pentoxifylline) can improve function and symptoms but is not intended
to replace more definitive therapy, such as surgical bypass, or removal of arterial
obstructions when treating peripheral vascular disease.

CONTRAINDICATIONS:
Trental® (pentoxifylline) should not be used in patients who have previously
exhibited intolerance to this product or methylxanthines such as caffeine, theo-
phylline, and theobromine.

PRECAUTIONS:
General: Patients with chronic occlusive arterial disease of the limbs frequently
show other manifestations of arteriosclerotic disease. Trental® (pentoxifylline) has
been used safely for treatment of peripheral arterial disease in patients with
concurrent coronary artery and cerebrovascular diseases, but there have been
occasional reports of angina, hypotension, and arrhythmia. Controlled trials do
not show that Trental® (pentoxifylline) causes such adverse effects more often
than placebo, but, as it is a methylxanthine derivative, it is possible some
individuals will experience such responses.

Drug Interactions: Although a causal relationship has not been established,
there have been reports of bleeding and/or prolonged prothrombin time in
patients treated with Trental® (pentoxifylline) with and without anticoagulants or
platelet aggregation inhibitors. Patients on warfarin should have more frequent
monitoring of prothrombin times, while patients with other risk factors compli-
cated by hemorrhage (e.g., recent surgery, peptic ulceration) should have peri-
odic examinations for bleeding including hematocrit and/or hemoglobin. Trental®
(pentoxifylline) has been used concurrently with antihypertensive drugs, beta
blockers, digitalis, diuretics, antidiabetic agents, and antiarrhythmics, without
observed problems. Small decreases in blood pressure have been observed in
some patients treated with Trental® (pentoxifylline); periodic systemic blood
pressure monitoring is recommended for patients receiving concomitant antihy-
pertensive therapy. If indicated, dosage of the antihypertensive agents should
be reduced.
Carcinogenesis, Mutagenesis and Impairment of Fertility: Long-term stud-
ies of the carcinogenic potential of pentoxifylline were conducted in mice and
rats by dietary administration of the drug at doses up to approximately 24 times
(570 mg/kg) the maximum recommended human daily dose (MRHD) of 24 mg/kg
for 18 months in mice and 18 months in rats with an additional 6 months
without drug exposure in the latter. No carcinogenic potential for pentoxifylline
was noted in the mouse study. In the rat study, there was a statistically significant
increase in benign mammary fibroadenomas in females in the high dose group
(24 X MRHD). The relevance of this finding to human use is uncertain since this
was only a marginal statistically significant increase for a tumor that is common
in aged rats. Pentoxifylline was devoid of mutagenic activity in various strains of
Salmonella (Ames test) when tested in the presence and absence of metabolic
activation.

Pregnancy: Category C. Teratogenic studies have been performed in rats and
rabbits at oral doses up to about 25 and 10 times the maximum recommended
human daily dose (MRHD) of 24 mg/kg, respectively. No evidence of fetal malfor-
mation was observed. Increased resorption was seen in rats at 25 times MRHD.
There are, however, no adequate and well controlled studies in pregnant women.
Because animal reproduction studies are not always predictive of human
response, Trental® (pentoxifylline) should be used during pregnancy only if
clearly needed.

Nursing Mothers: Pentoxifylline and its metabolites are excreted in human
milk. Because of the potential for tumorigenicity shown for pentoxifylline in rats,
a decision should be made whether to discontinue nursing or discontinue the
drug, taking into account the importance of the drug to the mother.

Pediatric Use: Safety and effectiveness in children below the age of 18 years
have not been established.
ADVERSE REACTIONS:
Clinical trials were conducted using either controlled-release Trental® (pentoxifyl-
line) tablets for up to 60 weeks or immediate-release Trental® (pentoxifylline)
capsules for up to 24 weeks. Dosage ranges in the tablet studies were 400 mg
bid to tid and in the capsule studies, 200-400 mg tid.

The table summarizes the incidence (in percent) of adverse reactions consid-

ered drug related, as well as the numbers of patients who received controlled-
release Trental® (pentoxifylline) tablets, immediate-release Trental® (pentoxifyl-
line) capsules, or the corresponding placebos. The incidence of adverse reactions
was higher in the capsule studies (where dose related increases were seen in
digestive and nervous system side effects) than in the tablet studies. Studies with
the capsule include domestic experience, whereas studies with the controlled-
release tablets were conducted outside the U.S. The table indicates that in the
tablet studies few patients discontinued because of adverse effects.

INCIDENCE (%) OF SIDE EFFECTS

^Numbers of Patients at Risk)
Discontinued for Side Effect
CARDIOVASCULAR SYSTEM

Angina/Chest Pain
Arrhythmia/Palpitation
Flushing

DIGESTIVE SYSTEM
Abdominal Discomfort
Belching/Flatus/Bloating
Diarrhea
Dyspepsia
Nausea
Vomiting

NERVOUS SYSTEM
Agitation/Nervousness
Dizziness
Drowsiness
Headache
Insomnia
Tremor
Blurred Vision

Controlled-Release
Tablets

Trental®
(321)
3.1

0.3
—
—

—
0.6

2.8
2.2
1.2

—
1.9

1.2

0.3
—

Placebo
(128)

0

—
—

—
—

4.7
0.8
—

—
3.1

1.6

0.8
—

Immediate-Release
Capsules

Trental®
(177)
9.6

1.1
1.7
2.3

4.0
9.0
3.4
9.6

28.8
4.5

1.7
11.9

1.1
6.2
2.3
—
2.3

Placebo
(138)
7.2

2.2
0.7
0.7

1.4
3.6
2.9
2.9
8.7
0.7

0.7
4.3
5.8
5.8
2.2
—
1.4

Trental® (pentoxifylline) has been marketed in Europe and elsewhere since 1972.
In addition to the above symptoms, the following have been reported sponta-
neously since marketing, or occurred in other clinical trials with an incidence of
less than 1 % ; the causal relationship was uncertain: Cardiovascular—dyspnea,
edema, hypotension; Digestive—anorexia, cholecystitis, constipation, dry
mouth/thirst; Nervous—anxiety, confusion; Respiratory—epistaxis, flu-like
symptoms, laryngitis, nasal congestion; Skin and Appendages—brittle finger-
nails, pruritus, rash, urticaria; Special Senses—blurred vision, conjunctivitis, ear-
ache, scotoma; and Miscellaneous—bad taste, excessive salivation, leukopenia,
malaise, sore throat/swollen neck glands, weight change.

A few rare events have been reported spontaneously worjdwide since mar-
keting in 1972. Although they occurred under circumstances in which a causal
relationship with pentoxifylline could not be established, they are listed to serve
as information for physicians: Cardiovascular—angina, arrhythmia, tachycardia;
Digestive—hepatitis, jaundice; and Hemic and Lymphatic—decreased serum
fibrinogen, pancytopenia, purpura, thrombocytopenia.

OVERDOSAGE:
Overdosage with Trental® (pentoxifylline) has been reported in children and
adults. Symptoms appear to be dose related. A report from a poison control
center on 44 patients taking overdoses of enteric-coated pentoxifylline tablets
noted that symptoms usually occurred 4-5 hours after ingestion and lasted about
12 hours. The highest amount ingested was 80 mg/kg; flushing, hypotension,
convulsions, somnolence, loss of consciousness, fever, and agitation occurred.
All patients recovered.

In addition to symptomatic treatment and gastric lavage, special attention
must be given to supporting respiration, maintaining systemic blood pressure,
and controlling convulsions. Activated charcoal has been used to adsorb pentoxi-
fylline in patients who have overdosed.

DOSAGE AND ADMINISTRATION:
The usual dosage of Trental® (pentoxifyljine) in controlled-release tablet form is
one tablet (400 mg) three times a day with meals.

While the effect of Trental® (pentoxifylline) may be seen within 2 to 4 weeks,
it is recommended that treatment be continued for at least 8 weeks. Efficacy has
been demonstrated in double-blind clinical studies of 6 months duration.

Digestive and central nervous system side effects are dose related. If patients
develop these side effects it is recommended that the dosage be lowered to one
tablet twice a day (800 mg/day). If side effects persist at this lower dosage, the
administration of Trental® (pentoxifylline) should be discontinued.

Hoechst-Roussel Pharmaceuticals Inc. H O G C n S t
Somerville, New Jersey 08876

Trental
(pentoxifylline)

1 •'TABLETS, 400 mg

The first proven-effective agent
for intermittent claudication Q7383-685



gH MICRO-FINE m
Unequalled Injection Comfort.

The thinnest, finest, sharpest
needle ever made!

No other Insulin Syringe can match it.
The more often you inject insulin, the more you'll

appreciate the remarkable B-D MICRO- FINE III needle.
MICRO-FINE HI doesn't mistreat your skin. Its finely-

polished and lubricated point injects so gently you hardly
feel it—if you feel it at all.

Perhaps that's why doctors, nurses and hospitals use—
and pharmacists recommend—B-D insulin syringes over
all other brands combined. No other syringe can match the
overwhelming professional endorsement of B-D quality and
reliability. B-D is in a class by itself.

New B-D LO-DOSE® 1/2cc Syringe Design
A new needle shield and plunger cap guarantee sterility.

Syringes can now be packed in convenient packs of ten,
without the need for bulky outer packaging.

Toll-Free Information Number
You can talk with a B-D Professional about the use

or performance of any B-D product. Just call toll-free
1-800-237-4554...9 a.m. to 5 p.m. (Eastern). Not for
emergency or medical information.

BETTER
DIABETES CARE



SQUIBB4

NOVCT

Coming soon

Squibb-Novb

A new human insulin
^ delivery system

The diabetes care specialists
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