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FOR TYPE II DIABETES,

TODAY'S LIFE DEMANDS

CAN'T ALWAYS EAT REGULARLY.
hhULjiMAjh provides

patients with insulin only when needed, responding
on demand to meals and rising blood sugar1

DOUBLE SHIFTS.
JU U UU1MXJI^, With

insulin on demand, controls blood sugar quickly and
effectively—all day and all night1

TOUGH PHYSICAL WORK.
IJ-JL U \^\J 1 H y L works

in response to meals; then insulin returns to
near-normal levels once the meal challenge subsides1'2

When diet alone fails in NIDDM...

CglipizideD 5-mg and 1O-mg
Scored Tablets

As with all sulfonylureas, hypoglycemia may occur. Pratt Plecue jee brief nummary of prescribing information on last page.



ttyffllq RESPONDS TO MEALS—
AND REMAINS AT BASAL LEVELS DURING FASTING
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dose of GLUCOTROL at the start of each day'

REFERENCES: 1 . Clarke BF. Corrall RJM, Azzopardi J, Bhalla IP, Fraser DM, Duncan UP. Clinical observations
on glipizide: efficacy, duration of activity, and safety. In: Glipizide: A Worldwide Review. Princeton, NJ: Excerpta
Medica; 1984:234-247.2. Goebel R, Leb G. Effects of glyburide and glipizide on levels of immunoreactive insulin
and blood sugar. In: Glipizide: A Worldwide Review. Princeton, NJ: Excerpta Medica; 1984:9-15.

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 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 hypoglycemlc drugs has been reported to be associated with increased cardiovascular
mortality as compared to treatment with diet alone or diet plus insulin. This warning is based on
the study conducted by the University Group Diabetes Program (UGDP), a long-term prospective
clinical trial designed to evaluate the effectiveness of glucose-lowering drugs in preventing or
delaying vascular complications in patients with non-insulin-dependent diabetes. The study
involved 823 patients who were randomly assigned to one of four treatment groups (Diabetes,^,
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% times that ol 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 of alternative modes ol 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 ol 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
hemoglobin may be useful.
Information for Patients: Patients should be informed of the potential risks and advantages of GLUCOTROL, of
alternative modes of therapy as well as the importance of adhering to dietary instructions, of a regular exercise
program, and of regular testing of urine and/or blood glucose. The risks of hypoglycemia, its symptoms and
treatment, and conditions that predispose to its development should be explained to patients and responsible
family members. Primary and secondary failure should also be explained.
Drug Interactions: The hypoglycemic action of sulfonylureas may be potentiated by certain drugs including
nonsteroidal anti-inflammatory agents and other drugs that are highly protein bound, salicylates, sulfonamides,
chloramphenicol, probenecid, coumarins, monoamine oxidase inhibitors, and beta-adrenergic blocking agents. In
vitro studies indicate that GLUCOTROL binds differently than tolbutamide and does not interact with salicylate or
dicumarol. However, caution must be exercised in extrapolating these findings to a clinical situation. Certain drugs
tend to produce hyperglycemia and may lead to loss of control, including the thiazides and other diuretics,
corticosteroids, phenothiazines, thyroid products, estrogens, oral contraceptives, phenytoin, nicotinic acid,
sympathomimetics, calcium channel blocking drugs, and isoniazid. A potential interaction between oral miconazole
and oral hypoglycemic agents leading to severe hypoglycemia has been reported. Whether this interaction also
occurs with the intravenous, topical, or vaginal preparations of miconazole is not known.
Carclnogenesis, Mutagenesis, Impairment of Fertility: A 20-month study in rats and an 18-month study
in mice at doses up to 75 limes the maximum human dose revealed no evidence of drug-related carcinogenicity.
Bacterial and in vivo mulagenicity tests were uniformly negative. Studies in rats of both sexes at doses up to 75
limes the human dose showed no effects on fertility.
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When diet alone fails in NIDDM...

Glucotrol
(glipizide] 5-mg and 1O-mg

Scored Tablets

Pregnancy: Pregnancy Category C: GLUCOTROL (glipizide) was found to be mildly fetotoxic in rat reproductive
studies at all dose levels (5-50 mg/kg). This fetotoxicity has been similarly noted with other sulfonylureas, such as
tolbutamide and tolazamide. The effect is perinatal and believed to be directly related to the pharmacologic
(hypoglycemic) action of GLUCOTROL. In studies in rats and rabbits no teratogenic effects were found. There are
no adequate and well-controlled studies in pregnant women. GLUCOTROL should be used during pregnancy only
if the potential benefit justifies the potential risk to the fetus.
Because recent information suggests that abnormal blood glucose levels during pregnancy are associated with a
higher incidence of congenital abnormalities, many experts recommend that insulin be used during pregnancy to
maintain blood glucose levels as close to normal as possible.
Nonteratogenic Effects: Prolonged severe hypoglycemia has been reported in neonates born to mothers who
were receiving a sulfonylurea drug at the time of delivery. This has been reported more frequently with the use of
agents with prolonged half-lives. GLUCOTROL should be discontinued at least one month before the expected
delivery date.
Nursing Mothers: Since some sulfonylurea drugs are known to be excreted in human milk, insulin therapy
should be considered if nursing is to be continued.
Pediatric Use: Safety and effectiveness in children have not been established.
ADVERSE REACTIONS: In controlled studies, the frequency of serious adverse reactions reported was very low.
Of 702 patients, 11.8% reported adverse reactions and in only 1.5% was GLUCOTROL discontinued.
Hypoglycemia: See PRECAUTIONS and OVERDOSAGE sections.
Gastrointestinal: Gastrointestinal disturbances, the most common, were reported with the following approximate
incidence: nausea and diarrhea, one in 70; constipation and gastralgia, one in 100. They appear to be dose-related
and may disappear on division or reduction of dosage. Cholestatic jaundice may occur rarely with sulfonylureas:
GLUCOTROL should be discontinued if this occurs.
Dermatologic: Allergic skin reactions including erythema, morbilliform or maculopapular eruptions, urticaria,
pruritus, and eczema have been reported in about one in 70 patients. These may be transient and may disappear
despite continued use of GLUCOTROL; if skin reactions persist, the drug should be discontinued. Porphyria
cutanea tarda and photosensitivity reactions have been reported with sulfonylureas.
Hematologic: Leukopenia, agranulocytosis, thrombocytopenia, hemolytic anemia, aplastic anemia, and
pancytopenia have been reported with sulfonylureas.
Metabolic: Hepatic porphyria and disulfiram-like alcohol reactions have been reported with sulfonylureas.
Clinical experience to date has shown that GLUCOTROL has an extremely low incidence of disulfiram-like
reactions.
Endocrine Reactions: Cases of hyponatremia and the syndrome of inappropriate antidiuretic hormone (SIADH)
secretion have been reported with this and other sulfonylureas.
Miscellaneous: Dizziness, drowsiness, and headache have each been reported in about one in fifty patients
treated with GLUCOTROL. They are usually transient and seldom require discontinuance of therapy.
OVERDOSAGE: Overdosage of sulfonylureas including GLUCOTROL can produce hypoglycemia. If hypoglycemic
coma is diagnosed or suspected, the patient should be given a rapid intravenous injection of concentrated (50%)
glucose solution. This should be followed by a continuous infusion of a more dilute (10%) glucose solution at a
rate that will maintain the blood glucose at a level above 100 mg/dL. Patients should be closely monitored for a
minimum of 24 to 48 hours since hypoglycemia may recur after apparent clinical recovery. Clearance of
GLUCOTROL from plasma would be prolonged in persons with liver disease. Because of the extensive protein
binding of GLUCOTROL, dialysis is unlikely to be of benefit.
DOSAGE AND ADMINISTRATION: There is no fixed dosage regimen for the management of diabetes mellitus
with GLUCOTROL; in general, it should be given approximately 30 minutes before a meal to achieve the greatest
reduction in postprandial hyperglycemia.
Initial Dose: The recommended starting dose is 5 mg before breakfast. Geriatric patients or those with liver
disease may be started on 2.5 mg. Dosage adjustments should ordinarily be in increments of 2 .5-5 mg, as
determined by blood glucose response. At least several days should elapse between titration steps.
Maximum Dose: The maximum recommended total daily dose is 40 mg.
Maintenance: Some patients may be effectively controlled on a once-a-day regimen, while others show better
response with divided dosing. Total daily doses above 15 mg should ordinarily be divided.
HOW SUPPLIED: GLUCOTROL tablets are white, dye-free, scored, diamond-shaped, and imprinted as follows:

5 mg—Pfizer 411; 10 mg—Pfizer 412.
5 mg Bottles: 100's (NDC 0049-4110-66); 500's (NDC 0049-4110-73); Unit Dose 100s (NDC 0049-4110-41)
10 mg Bottles: 100's (NDC 0049-4120-66); 500's (NDC 0049-4120-73); Unit Dose 100's (NDC 0049-4120-41)

CAUTION: Federal law prohibits dispensing without prescription.
More detailed professional information available on request.

RGCO28A93 ©1993, Pfizer Inc Phzet
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Association
Placement Service

Employers:
Do you have a vacancy to fill...
or do you need additional staff?

The ADA Placement Service is your
single BEST SOURCE for the highly
qualified professionals you need.

We offer..

* 6000 annual meeting attendees
who will see your posted
position description

detailed resumes on a national
pool of candidates from which
to choose

private interviews at our Annual
Meeting and Scientific
Sessions, June 12-15 in the
Las Vegas Convention Center

Job Candidates:
Do you want to change jobs...
or just see what's out there?

The ADA Placement Service is your
single BEST SOURCE for locating the
ideal professional setting you want.

We offer..

* distribution of your resume to
every registered employer

a comprehensive source of
detailed job listings including
full employer contact
infomnation

private interviews at our Annual
Meeting and Scientific
Sessions, June 12-15 in the
Las Vegas Convention Center

For more information, call or fax

The American Diabetes Association
Placement Service

% Christine Whorton
9966 N. Bighorn Butte * Tucson, AZ 85737
TEL (602)544-2760 * FAX (602)297-4466
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Studies Demonstrate Significant
Magnesium Loss in Diabetes Patients2"5

• Serum measurements may not adequately reflect intra-
cellular magnesium concentrations — only 1%
of total body magnesium is in the extracellular fluid.67

• Diabetes patients (type I and type II) have significantly
lower concentrations of intracellular magnesium com-
pared to healthy controls.2"4

Diabetes Patients Are Predisposed to
Magnesium Loss Caused by:

• Glycosuria1

• Excessive urinary losses, (e.g., with diuretic use)8

1992 Consensus Statement Recommends
Supplementation With Magnesium
Chloride for Patients With Documented
Hypomagnesemia.8

SlOW-MflG
(magnesium chloride)

A Readily Available Oral Source of
Magnesium Chloride

• Efficient absorption

• Reduced Gl side effects

• Unique enteric-coated formula
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Address inquiries to:
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Be sure towatch
TNI JOURNAL Of CLINICAL ANO l l t l A K H AND IDUCATION

Diabetes

For ongoing news of the
DCCT and its implications for

diabetes treatment
The results of the Diabetes Control and Complications
Trial (DCCT) may be released soon. This trial should

provide a definitive answer to the question of whether
tight control of blood glucose levels can prevent or

delay the onset of diabetes complications. It may have
important treatment implications for physicians and

other health professionals who treat people with
diabetes. Watch upcoming issues of Diabetes Care for

more information and analysis of the trial results.
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fiP control
without compromise

PREGNANCY WARNING: ACE inhibitors should be discontinued as soon as pregnancy is detected (see WARNINGS).
Evaluation of the hypertensive patient should always include assessment of renal function (see DOSAGE AND ADMINISTRATION).
Angioedema has been reported with ACE inhibitors, including ZESTRIL (see WARNINGS and CONTRAINDICATIONS).

*The antihypertensive effect may diminish at the end of the dosing interval.

Please see adjacent page for brief summary of prescribing information.



ZESTRJL. Zestrll»(llslnopril)

LISINOPRIL-SIUART
BRIEF SUMMARY FOR FULL PRESCRIBING INFORMATION. SEE PACKAGE INSERT

Available in 5 mg (scored), 10 mg,
20 mg, 40 mg, tablets

USE IN PREGNANCY
Whin used In pregnancy during Ida second and third trlmtttin, ACE Inhibitors can causa Injury and ann daatti to the developing lotus.
When pregnancy Is detected, ZESTRIL should be discontinued as soon as possible. See WARNINGS, Fetal/Neonatal Morbidity and Mortality.

INDICATIONS AND USAGE
ZESTRIL Is indicated lor the treatment of hypertension. It may be used alons as initial therapy or concomitantly with other classes of antihyper-

tensive agents.
In using ZESTRIL, consideration should be given to the fact that another anglotensin converting enzyme inhibitor, captopril, has caused agranu-

locytosis. particularly in patients with renal impairment or collagen vascular disease, and that available data are insufficient to show that ZESTRIL
does not have a similar risk. (See WARNINGS.)
CONTRAINDICATIONS

ZESTRIL Is contralndlcated In patients who are hypersensitive to this product and in patients with a history of angioedema related to previous
treatment with an angiotensin converting enzyme inhibitor.
WARNINGS

Angloadama: Angioedema of the face, extremities, lips, tongue, glottis and/or larynx has been reported in patients treated with angiotensin con-
verting enzyme Inhibitors, including ZESTRIL. In such cases, ZESTRIL should be promptly discontinued and appropriate therapy and monitoring
should be provided until complete and sustained resolution of signs and symptoms has occurred. In instances where swelling has been confined to
the face and lips the condition has generally resolved without treatment, although antihistamines have been useful in relieving symptoms.
Angioedema associated with laryngeal edema may be fatal. Whan than Is Involvement ot the tongue, glottis or larynx, likely to causa airway
obstnctlon, appropriate therapy, ag, subcutaneous aplnapttrlite solution 1:1000 (0.3 mL to O.S ml) and/or nwauras ntcassary to ensure a
patent airway should ba promptly provided. (Saa ADVERSE REACTIONS.)

Hypotension: Excessive hypotension was rarely seen in uncomplicated hypertensive patients but is a possible consequence of the use with
ZESTRIL in saltArolume-depleted persons, such as those treated vigorously with diuretics or patients on dialysis. (See PRECAUTIONS, Drug
Interactions and ADVERSE REACTIONS.) In patients with severe congestive heart failure, with or without associated renal insufficiency, excessive
hypotension has been observed and may be associated with oliguria and/or progressive azotemia, and rarely with acute renal failure and/or death.
Because of the potential fall In blood pressure in these patients, therapy should be started under very close medical supervision. Such patients
should be followed closely for the first two weeks of treatment and whenever the dose of ZESTRIL and/or diuretic is increased. Similar considera-
tions apply to patients with ischemlc heart or cerebrovascular disease in whom an excessive fall in blood pressure could result in a myocardial
infarction or cerebrovascular accident.

II hypotension occurs, the patient should be placed in supine position and, if necessary, receive an intravenous infusion of normal saline. A tran-
sient hypotenstve response Is not a contraindication to further doses which usually can be given without difficulty once the blood pressure has
increased after volume expansion.

Neutroienla/Agranulocytosrs: Another angiotensin converting enzyme inhibitor, captopril, has been shown to cause agranulocytosis and bone
marrow depression, rarely in uncomplicated patients but more frequently in patients with renal impairment especially if they also have a collagen
vascular disease. Available data from clinical trials of ZESTRIL are insufficient to show that ZESTRIL does not cause agranulocytosis at similar rates.
Marketing experience has revealed rare cases ot neutropenia and bone marrow depression in which a causal relationship to lisinopril cannot be
excluded. Periodic monitoring of white blood cell counts in patients with collagen vascular disease and renal disease should be considered.

Fctal/Naonatal Morbidity and Mortality: ACE inhibitors can cause fetal and neonatal morbidity and death when administered to pregnant women.
Several dozen cases have been reported in the world literature. When pregnancy is detected, ACE inhibitors should be discontinued as soon as possible.

The use ot ACE inhibitors during the second and third trimesters of pregnancy has been associated with fetal and neonatal injury, including
hypotension, neonatal skull hypoplasia, anuria, reversible or irreversible renal failure and death. Oligohydramnios has also been reported, presum-
ably resulting from decreased fetal renal function; oligohydramnios in this setting has been associated with fetal limb contractures, craniofacial
deformation, and hypoplastic lung development. Prematurity, intrauterine growth retardation, and patent ductus arteriosus have also been reported,
although it is not clear whether these occurrences were due to the ACE-inhibitor exposure.

These adverse effects do not appear to have resulted from intrauterine ACE-inhibitor exposure that has been limited to the first trimester.
Mothers whose embryos and fetuses are exposed to ACE inhibitors only during the first trimester should be so informed. Nonetheless, when
patients become pregnant, physicians should make every effort to discontinue the use of ZESTRIL as soon as possible.

Rarely (probably less often than once in every thousand pregnancfes), no alternative to ACE inhibitors will be found. In these rare cases, the mothers
should bo apprised of the potential hazards to their fetuses, and serial ultrasound examinations should be performed to assess the intra-amniotic environment.

It oligohydramnios is observed, ZESTRIL should be discontinued unless it is considered lifesaving for the mother. Contraction stress testing
(CST). a nonstress test (NST), or biophysical profiling (BPP) may be appropriate, depending upon the week of pregnancy. Patients and physicians
should be aware, however, that oligohydramnios may not appear until after the fetus has sustained irreversible injury.

Infants with histories of in utero exposure to ACE inhibitors should be closely observed lor hypotension, oliguria, and hyperkalemia. If oliguria
occurs, attention should be directed toward support ot blood pressure and renal perfusion. Exchange transfusion or dialysis may be required as
means of reversing hypotension and/or substituting lor disordered renal function. Lisinopril, which crosses the placenta, has been removed from
neonatal circulation by peritoneal dialysis with some clinical benefit, and theoretically may be removed by exchange transfusion, although there is no
experience with the latter procedure.

No teratogenic effects of lisinopril were seen in studies of pregnant rats, mice and rabbits. On a mg/kg basis, the doses used were up to
625 limes (in mice), 188 times (in rats) and 0.6 times (in rabbits) the maximum recommended human dose.
PRECAUTIONS
General

Impaired Renal Function: As a consequence of inhibiting the renin-angiotensin-aldosterone system, changes in renal function may be anticipat-
ed in susceptible individuals. In patients with severe congestive heart failure whose renal function may depend on the activity of the renin-
anglotensin-aldosterone system, treatment with angiotensin converting enzyme inhibitors, including ZESTRIL, may be associated with oliguria
and/or progressive azotemia and rarely with acute renal failure and/or death.

In hypertensive patients with unilateral or bilateral renal artery stenosis, increases in blood urea nitrogen and serum creatinine may occur.
Experience with another angiotensin converting enzyme inhibitor suggests that these increases are usually reversible upon discontinuation of
ZESTRIL and/or diuretic therapy. In such patients, renal lunction should be monitored during the first few weeks of therapy.

Some hypertensive patients with no apparent preexisting renal vascular disease have developed increases in blood urea nitrogen and serum cre-
atlnlne, usually minor and transient, especially when ZESTRIL has been given concomitantly with a diuretic. This is more likely to occur in patients
with preexisting renal Impairment. Dosage reduction of ZESTRIL and/or discontinuation of the diuretic may be required.

Evaluation of the hypertensive patient should always Include assessment ot mtal fondlon. (See DOSAGE AND ADMINISTRATION.)
Hemodlatysls Patients: Sudden and potentially life-threatening anaphylactoid reactions have been reported in some patients dialyzed with high-

flux membranes (eg, AN69') and treated concomitantly with an ACE inhibitor. In such patients, dialysis must be stopped immediately, and aggres-
sive therapy for anaphylactoid reactions be initiated. Symptoms have not been relieved by antihistamines in these situations. In these patients, con-
sideration should be given to using a different type of dialysis membrane or a different class of antihypertensive agent.

Hypartalemla: In clinical trials hyperkalemia (serum potassium greater than 5.7 mEq/L) occurred in approximately 2.2% of hypertensive patients
and 4.0% ol patients with congestive heart failure. In most cases these were isolated values which resolved despite continued therapy. Hyperkalemia
was a cause of discontinuation of therapy in approximately 0.1% of hypertensive patients. Risk factors for the development of hyperkalemia include
renal insufficiency, diabetes mellitus, and the concomitant use of potassium-sparing diuretics, potassium supplements and/or potassium-containing
salt substitutes, which should be used cautiously, if at all, with ZESTRIL. (See Drug Interactions.)

Cough: Cough has been reported with the use of ACE inhibitors. Characteristically, the cough is nonproductive, persistent and resolves after dis-
continuation of therapy. ACE inhibitor-induced cough should be considered as part of the differential diagnosis ot cough.

Surgery/Anesthesia: In patients undergoing major surgery or during anesthesia with agents that produce hypotension, ZESTRIL may block
angiotensin II formation secondary to compensatory renin release. If hypotension occurs and is considered to be due to this mechanism, it can be
corrected by volume expansion.
Information for Patients

Angioedema: Angioedema, including laryngeal edema, may occur especially following the first dose of ZESTRIL. Patients should be so advised
and told to report immediately any signs or symptoms suggesting angioedema (swelling ot face, extremities, eyes, lips, tongue, difficulty in swallow-
ing or breathing) and to take no more drug until they have consulted with the prescribing physician.

Symptomatic Hypotension: Patients should be cautioned to report lightheadedness, especially during the first few days of therapy. If actual syn-
cope occurs, the patient should be told to discontinue the drug until they have consulted with the prescribing physician.

All patients should be cautioned that excessive perspiration and dehydration may lead to an excessive tall in blood pressure because of reduction
In fluid volume. Other causes of volume depletion such as vomiting or diarrhea may also lead to a fall in blood pressure: patients should be advised
to consult with their physician.

Hyperkalemia: Patients should be told not to use salt substitutes containing potassium without consulting their physician.
Neutropenia: Patients should be told to report promptly any indication ot infection (eg, sore throat, lever) which may be a sign ol neutropenia.
Pregnancy: Female patients of childbearing age should be told about the consequences of second- and third-trimester exposure to ACE

inhibitors, and they should also be told that these consequences do not appear to have resulted from intrauterine ACE-inhibitor exposure that has
been limited to the first trimester. These patients should be asked to report pregnancies to their physicians as soon as possible.

NOTE: As with many other drugs, certain advice to patients being treated with ZESTRIL is warranted. This information is intended to aid in the
sate and effective use ot this medication. It is not a disclosure ol all possible adverse or intended effects.
Drag Interactions

Hypotension • Patients on Diuretic Therapy: Patients on diuretics, and especially those in whom diuretic therapy was recently instituted, may occa-
sionally experience an excessive reduction of blood pressure after initiation of therapy with ZESTRIL. The possibility of hypertensive effects with ZESTRIL
can be minimized by either discontinuing the diuretic or increasing the salt intake prior to initiation of treatment with ZESTRIL. II it is necessary to con-
tinue the diuretic, initiate therapy with ZESTRIL at a dose ol 5 mg daily, and provide close medical supervision after the initial dose for at least two hours
and until blood pressure has stabilized lor at least an additional hour. (See WARNINGS, and DOSAGE AND ADMINISTRATION.) When a diuretic is added
to the therapy of a patient receiving ZESTRIL, an additional antihypertensive effect is usually observed. Studies with ACE inhibitors in combination with
diuretics indicate that the dose of the ACE inhibitor can be reduced when it is given with a diuretic. (See DOSAGE AND ADMINISTRATION.)

Indomelhacln: In a study in 36 patients with mild to moderate hypertension where the antihypertensive effects of ZESTRIL alone were compared
to ZESTRIL given concomitantly with indomethacln, the use of indomethacin was associated with a reduced effect, although the difference between
the two regimens was not significant.

Other Agents: ZESTRIL has been used concomitantly with nitrates and/or digoxin without evidence of clinically significant adverse interactions.
No clinically important pharmacokinetic interactions occurred when ZESTRIL was used concomitantly with propranolol or hydrochlorothiazide. The
presence ol tood in the stomach does not alter the bioavailability of ZESTRIL.

Agents Increasing Serum Potassium: ZESTRIL attenuates potassium loss caused by thiazide-type diuretics. Use of ZESTRIL with potassium-
sparing diuretics (eg, spironolactone, triamterene or amiloride). potassium supplements, or potassium-containing salt substitutes may lead to signif-
icant Increases in serum potassium. Therefore, if concomitant use ot these agents is indicated because of demonstrated hypokalemia, they should
be used with caution and with frequent monitoring of serum potassium.

Lithium: Lithium toxicity has been reported in patients receiving lithium with drugs which cause elimination of sodium, including ACE inhibitors.
Lithium toxicity was usually reversible upon discontinuation of both drugs. It is recommended that serum lithium levels be monitored frequently if
ZESTRIL is administered concomitantly with lithium.

Carclnoganssls, Mutagenesls, Impairment ol Fertility: There was no evidence ol a tumorigenic effect when lisinopril was administered for
105 weeks to male and female rats at doses up to 90 mg/kg/day (about 56 times'' the maximum recommended daily human dose) or when lisinopril was
administered tor 92 weeks to (male and female) mice at doses up to 135 mg/kg/day (about 84 times'" the maximum recommended daily human dose).

'Registered trademark of Hospal Ltd.
' ' Based on patient weight of 50 kg.

Usinoprii was not mulagenic in the Ames microbial mutagen test with or without metabolic activation. It was also negative in a forward mutation assay
using Chinese hamster lung cells. Lisinopril did not produce single strand ONA breaks in an in vitro alkaline elutjon rat hepatocyte assay. In addition, lisinopril
did not produce increases in chromosomal aberrations in an in vitro test In Chinese hamster ovary cefis or in an in vivo study in mouse bone marrow.

There were no adverse effects on reproductive performance in male and female rats treated with up to 300 mg/kg/day of lisinopril.

Pregnancy
Pregnancy Categories C (first trimester) and D (second and third bimesters). See WARNINGS, Fetal/Neonatal Morbidity and Mortality.
Nursing Mothers: Milk of lactating rats contains radioactivity following administration ot "C lisinopril. It is not known whether this drug Is

excreted in human milk. Because many drugs are excreted in human milk, caution should be exercised when ZESTRIL is given to a nursing mother.

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

ADVERSE REACTIONS
ZESTRIL has been found to be generally well tolerated in controlled clinical trials involving 2003 patients and subjects.
The most frequent clinical adverse experiences in controlled trials with ZESTRIL were dizziness (6.3%), headache (5.3%). fatigue (3.3%), diar-

rhea (3.2%), upper respiratory symptoms (3.0%), and cough (2.9%), all of which were more frequent than in placebo-treated patients. For the most
part, adverse experiences were mild and transient in nature. Discontinuation of therapy was required in 6.0% of patients. In clinical trials, the overall
frequency of adverse experiences could not be related to total daily dosage within the recommended therapeutic dosage range.

For adverse experiences which occurred in more than 1 % ot patients and subjects treated with ZESTRIL or ZESTRIL plus hydrochlorothiazide in
controlled clinical trials, comparative incidence data are listed in the table below.

Percent of Patients in Controlled Studies
ZESTRIL ZESTRIUHydrochlorothiazide Placebo

(n=2003<) (n=644) (n=207)
Incidence (discontinuation) Incidence (discontinuation)

Dizziness
Headache
Fatigue
Diarrhea
Upper Respiratory Symptoms
Cough
Nausea
Hypotension
Rash
Orthostatic Effects
Asthenia
Chest Pain
Vomiting
Dyspnea
Dyspepsia
Paresthesia
Impotence
Muscle Cramps
Back Pain
Nasal Congestion
Decreased Libido
Vertigo

6.3
5.3
3.3
3.2
3.0
2.9
2.3
1.8
1.5
1.4
1.3
1.3
1.3
1.1
1.0
0.8
0.7
0.6
0.5
0.3
0.2
0.1

(0.6)
(0.2)
(0.2)
(0.3)
(0.0)
(0.4)
(0.3)
(0.8)
(0.4)

(».O)
(0.4)
(0.1)
(0.2)
(0.0)
(0.0)
(0.0)
(0.2)
(0.0)
(0.0)
(0.0)
(0.1)
(0.0)

9.0
4.3
3.9
2.6
4.5
4.5
2.5
1.6
1.6
3.4
2.0
1.2
1.4
0.5
1.9
2.0
1.6
2.8
1.1
1.2
1.2
1.1

(0.9)
(0.5)
(0.5)
(0.3)
(0.0)
(0.8)
(0.2)
(0.5)
(0.2)
(0.2)
(0.2)
(0.2)
(0.0)
(0.2)
(0.0)
(0.2)
(0.3)
(0.6)
(0.0)
(0.0)
(0.0)
(0.2)

1.9
1.9
1.0
2.4
0.0
1.0
2.4
0.5
0.5
1.0
1.0
1.4
0.5
1.4
0.0
0.0
0.0
0.5
1.4
0.0
0.0
0.0

'Includes 420 patients treated for congestive heart failure who were receiving concomitant digitalis and/or diuretic therapy.
Clinical adverse experiences occurring in 0.3% to 1.0% of patients in the controlled trials and rarer, serious, possibly drug related events report-

ed in uncontrolled studies or marketing experience are listed below and, within each category, are in order ol decreasing severity.
BODY AS A WHOLE: Anaphylactoid Reactions (see PRECAUTIONS, Hemodialysis Patients), chest discomfort, fever, flushing, malaise.
CARDIOVASCULAR: Myocardial infarction or cerebrovascular accident, possibly secondary to excessive hypotension in high risk patients (see
WARNINGS, Hypotension); angina pectoris, orthostatic hypotension, rhythm disturbances, tachycardia, peripheral edema, vasculitis, palpitation.
DIGESTIVE: Pancreatitis, hepatitis (hepatocellular or cholestatic jaundice), abdominal pain, anorexia, constipation, flatulence, dry mouth.
METABOLISM: Gout
MUSCULOSKELETAL: Joint pain, shoulder pain.
NERVOUS SYSTEM/PSYCHIATRIC: Depression, somnolence, insomnia, stroke, nervousness, confusion.
RESPIRATORY SYSTEM: Bronchitis, sinusitis, pharyngeal pain.
SKIN: Urticaria, pruritus, diaphoresis, photosensitivity.
SPECIAL SENSES: Blurred vision.
UROGENITAL: Oliguria, progressive azotemia, acute renal failure, urinary tract infection.
Miscellaneous: A symptom complex has been reported which may include a positive ANA, an elevated erythrocyte sedimentation rate, arthrsl-

gia/arthritis, myalgia, fever, vasculitis, eosinophilia and leukocytosis. Rash, photosensitivity or other dermatological manifestations may occur alone
or in combination with these symptoms.

ANGIOEDEMA: Angioedema has been reported in patients receiving ZESTRIL (0.1%). Angioedema associated with laryngeal edema may be fatal.
If angioedema of the face, extremities, lips, tongue, glottis and/or larynx occurs, treatment with ZESTRIL should be discontinued and appropriate
therapy instituted immediately. (See WARNINGS.)

HYPOTENSION: In hypertensive patients, hypotension occurred in 1.2% and syncope occurred in 0.1% ol patients. Hypotension or syncope was
a cause of discontinuation of therapy in 0.5% ol hypertensive patients. (See WARNINGS.)

In patients with congestive heart failure, hypotension occurred in 5.0% and syncope occurred in 1.0% ot patients. These adverse experiences
were causes for discontinuation of therapy in 1.3% of these patients.

Fetal/Neonatal Morbidity and Mortality: See WARNINGS, Fetal/Neonatal Morbidity and Mortality.
Cough: See PRECAUTIONS, Cough

Clinical Laboratory Test Findings
Serum Electrolytes: Hyperkalemia. (See PRECAUTIONS.)
Creatinine, Blood Urea Nitrogen: Minor increases in blood urea nitrogen and serum creatinine, reversible upon discontinuation of therapy, were

observed in about 2.0% of patients with essential hypertension treated with ZESTRIL alone. Increases were more common in patients receiving con-
comitant diuretics and in patients with renal artery stenosis. (See PRECAUTIONS.) Reversible minor increases in blood urea nitrogen and serum cre-
atinine were observed in approximately 9.1% of patients with congestive heart failure on concomitant diuretic therapy. Frequently, these abnormali-
ties resolved when the dosage of the diuretic was decreased.

Hemoglobin and Hematocrit: Small decreases in hemoglobin and hematocrit (mean decreases of approximately 0.4 g% and 1.3 vol%, respec-
tively) occurred frequently in patients treated with ZESTRIL but were rarefy ot clinical importance in patients without some other cause of anemia. In
clinical trials, less than 0.1% of patients discontinued therapy due to anemia.

Other (Causal Relationship Unknown): Rarely, elevations of liver enzymes and/or serum bilirubin have occurred. In marketing experience, rare
cases of neutropenia and bone marrow depression have been reported.

Overall, 2.0% of patients discontinued therapy due to laboratory adverse experiences, principally elevations in blood urea nitrogen (0.6%), serum
creatinine (0.5%) and serum potassium (0.4%).
0VER00SAGE

The oral LOso of lisinopril is greater than 20 g/kg in mice and rats. The most likely manifestation of overdosage would be hypotension, for which
the usual treatment would be intravenous infusion ot normal saline solution.

Lisinopril can be removed by hemodialysis.

DOSAGE AND ADMINISTRATION
Initial Therapy: In patient's with uncomplicated essential hypertension not on diuretic therapy, the recommended initial dose is 10 mg once a

day. Dosage should be adjusted according to blood pressure response. The usual dose range is 20-40 mg per day, administered in a single daily
dose. II blood pressure is not controlled with ZESTRIL alone, a low dose ol a diuretic may be added. Hydrochlorothiazide, 12.5 mg has been shown
to provide an additive effect. After the addition of a diuretic, it may be possible to reduce the dose ol ZESTRIL.

Diuretic Treated Patients: In hypertensive patients who are currently being treated with a diuretic, symptomatic hypotension may occur occa-
sionally following the initial dose of ZESTRIL. The diuretic should be discontinued, il possible, for two to three days before beginning therapy with
ZESTRIL to reduce the likelihood of hypotension. (See WARNINGS.)

lithe diuretic cannot be discontinued, an initial dose ol 5 mg should be used under medical supervision lor at least 2 hours and until blood pres-
sure has stabilized tor at least an additional hour. (See WARNINGS and PRECAUTIONS, Drug Interactions.)

Concomitant administration of ZESTRIL with potassium supplements, potassium salt substitutes, or potassium-sparing diuretics may lead to
increases of serum potassium. (See PRECAUTIONS.)

Use In Elderly: In general, older and younger patients respond similarly to ZESTRIL. However, maximum blood levels and area under the plasma
concentration time curve (AUC) are doubled in older patients so dosage adjustments should be made with particular caution.

Dosage Adjustment In Renal Impairment: The usual dose ol ZESTRIL (10 mg) is recommended for patients with creatinine clearance
> 30 mL/min (serum creatinine of up to approximately 3 mg/dL). For patients with creatinine clearance 110 mL/min s 30 ml/min (serum creatinine
13 mg/dL), the first dose is 5 mg once daily. For patients with creatinine clearance < 10 mL/min (usually on hemodialysis) the recommended initial
dose is 2.5 mg. The dosage may be titrated upward until blood pressure is controlled or to a maximum of 40 mg daily.
HOW SUPPLIED

5 mg Tablets (NDC 0038-0130) pink, capsule-shaped, biconvex, bisected, uncoated tablets, identified "ZESTRIL" on one side and "130" on the
other side are supplied in bottles of 100 tablets and 1000 tablets, and unit dose packages of 100 tablets.

10 mg Tablets (NDC 0038-0131) pink, round, biconvex, uncoated tablets identified "ZESTRIL 10" debossed on one side, and "131" debossed on
the other side are supplied in bottles of 100 tablets and 1000 tablets, and unit dose packages of 100 tablets.

20 mg Tablets (NDC 0038-0132) red, round, biconvex, uncoated tablets identified "ZESTRIL 20" debossed on one side, and "132" debossed on
the other side are supplied in bottles of 100 tablets and 1000 tablets, and unit dose packages of 100 tablets.

40 mg Tablets (NDC 0038-0134) yellow, round, biconvex, uncoated tablets identilied "ZESTRIL 40" debossed on one side, and "134" debossed
on the other side are supplied in bottles of 100 tablets and unit dose packages of 100 tablets.

Store at room temperature. Protect from moisture, freezing and excessive heat. Dispense in a tight container.
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References:
1. Shionoiri H, Veda S, Gotohe, et al. Glucose and lipid metabolism during long-term lisinopril therapy in hypertensive patients. J Cardiovasc

Pharmacol. 1990:16:905-909.
2. Data on file, Stuart Pharmaceuticals, Wilmington. Delaware.
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It's difficult to get your patients
to test their blood glucose as often as they should.

Or is it?

You advise your patients with diabetes to test their blood glucose
levels several times a day. They tell you they will, but inevitably
they don't because it's time consuming, inconvenient and
difficult. Well, we've changed all that with the Companion™ 2.
We've made testing automatic. Insert the test strip, add a small
drop of blood, wait only 20 seconds and you're done.
Our biosensor technology has made it easier than ever to quietly and
discreetly test blood glucose levels. And there's no cleaning,
which means no contamination. And the Companion 2 is also
exceptionally accurate. For more information, call us at
1-800-537-3575. Tell your patients about the Companion 2.
We think it will make both of you feel a lot better.

MEDISENSE

Companion™2



Imagine going to a seminar with the world's leading diabetes

investigators ... without leaving your office

If you're like the average clinician treating diabetes, you probably have a tough time
keeping up with all of the latest basic and clinical diabetes research. Diabetes Reviews,
the new quarterly review journal from the American Diabetes Association, can help. In
it's pages, top investigators discuss their latest findings, explain how they relate to pre-
vious data, and point out the clinical significance of the work. Each issue is like com-
pleting a postgraduate course in diabetes.

Contributors are chosen to offer the broadest possible perspective on a given subject.
Diabetes Reviews will cover the topics that clinicians face most often, including:

complications of IDDM and NIDDM
methods of achieving and effects of good glycemic control
drug treatment, including mechanism of action
exercise therapy
management of lipid disorders

[ ] epidemiology of diabetes and its complications
and much more

Edited by noted diabetes investigator Ralph DeFronzo of the University of Texas, Dia-
betes Reviews will bring you to the frontiers of diabetes research. It is a must read for
any clinician who wants to keep up-to-date on the most quickly advancing areas of clini-
cal and basic research.

Please begin my charter subscription to Diabetes Reviews.* My payment of $30 is enclosed (outside the
US, Canada, & Mexico please enclose $41).

Name/Degree:
Address:

City: State: Zip:
JNRD 693

Return this form with payment to: American Diabetes Association
Professional Journal Subscriptions
1660 Duke Street
Alexandria, VA 22314

Method of payment:
[ ] Check or money order [ ]VISA [ ] MasterCard [ ] American Express
Card #:
Exp Date:
Signature:

* Diabetes Reviews begins quarterly publication with the March 1993 issue. All orders must be paid in US funds,
drawn on a US bank. Canadians add 7% GST tax.



"Having diabetes isn't easy,
but the B-D ULTRA-FINE Insulin Syringe Needle

helps make it a little more comfortable!1

The ultra-comfortable B-D Insulin Syringe with
the ULTRA-FINE™ Needle gives your patients all the
quality, accuracy, ease and comfort you have
come to expect from B-D. Plus
the thin nest syringe needle ever.

The next generation of
injection comfort.

§ | ULTRA F1NF mii A

B-D and ULTRA-FINE are trademarks of Becton Dickinson and Company DIABETES CARE
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Destination: CHD

Triad patients are at increased risk of
heart attack12

In the placebo population of the Helsinki Heart Study, patients with the triad of risk-
low HDL, elevated LDL, and elevated triglycerides—have been

shown to be almostfourtimes more likely to develop CHD.1

© 1992 Warner-Lambert Company



CHDetour:
LOPID reduced CHD* by
57% in triad patients+

In the Helsinki Heart Study, LOPID reduced heart
attack by 57% in patients at very high risk and by
34% overall.* LOPID raises HDL and lowers LDL
and triglycerides while it reduces the risk of
developing CHD as an adjunct to diet in patients
with the triad of lipid abnormalities who have had
an inadequate response to exercise, dietary
therapy, weight loss, and trial of other
pharmacologic agents (such as bile acid
sequestrants and nicotinic acid).

LOPID is indicated as adjunctive therapy to diet for
reducing the risk of developing coronary heart disease
only in type lib patients who are without history of or
symptoms of existing coronary heart disease and who
have the following triad of lipid abnormalities: low
HDL cholesterol in addition to elevated LDL cholesterol
and elevated triglycerides.
In addition, the potential benefit of gemfibroziI in
treating type Ha patients with elevations of LDL choles-
terol only is not likely to outweigh the risks. LOPID is
not indicated for the treatment of patients with low
HDL as their only lipid abnormality.
LOPID is contra indicated in patients with hepatic or
severe renal dysfunction, including primary biliary
cirrhosis, preexisting gallbladder disease, or hyper-
sensitivity to gemfibrozi I. LOPID may increase choles-
terol secretion into the bile, leading to cholelithiasis.
Caution should be exercised when anticoagulants are
given in conjunction with LOPID.

With baseline HDL above the median (46.4 mg/dL), the incidence of serious
coronary events was similar for LOPID and placebo groups.

•Defined as a combination of definite coronary death and/or definite myocardial
infarction. 57% calculated from an incidence of CHD of 149/1000 among placebo
patients and 64/1000 among treated patients.

+Baseline LDL >175 mg/dL, baseline TC > 200 mg/dL, and baseline HDL <35 mg/dL.
*All patients were counseled on dietary therapy and encouraged to exercise and quit
smoking.

Please see adjacent page for brief summary of prescribing information.

PARKEDAVIS BOOTS
PHARMACEUTICALS

P A R K E - D A V I S Division of Warner-Lambert Company. Morns Plains. New Jersey 07950

PD-56-JA-8322-A1(122)
310011

IPPID
(gemfibrozi) fSSs? BID
TREATS THE TRIAD
REDUCES THE RISK OF DEVELOPING CHD



IPPID
(gemfibrozil) %£& BID

Lopld® (Gemnbrozil Tablets)

Before prescribing, please see full prescribing Information. A Brief Summary follows.
CONTRAINDICATIONS
1. Hepatic or severe renal dysfunction, Including primary biliary cirrhosis.
2. Preexisting gallbladder disease (see WARNINGS).
3. HypersensMy to gemfibrozil.
WARNINGS
1. Because of chemical, pharmacological, and clinical similarities between gemfibrozil and dofibrate, thejdverse findings
with dofibrate in two large clinical studies may also apply to gemfibrozil. In the first of those studies, the Coronary Drug
Project, 1000 subjects with previous myocardial infarction were treated for five years with clofibrata There was no difference in
mortality between the dofibrate-treated subjects and 3000 placebo-treated subjects, but twice as many clofibrate-treated
subjects developed cholelithiasis and cholecystitis requiring surgery. In the other study, conducted by the World Health
Organization (WHO), 5000 subjects without known coronary heart disease were treated with dofibrate for five years and
followed one year beyond. There was a statistically significant, 44%, higher age-adjusted total mortality in the clofibrate-
treated than in a comparable placebo-treated control group during the trial period. The excess mortality was due to a 33%
increase in noncardiovascular causes, including malignancy, post-cholecystectomy complications, and pancreatitis. The
higher risk of clofibrate-treated subjects for gallbladder disease was confirmed.

Because of the more limited size of the Helsinki Heart Study, the observed difference in mortality from any cause between
the Lopid and placebo group is not statistically significantly different from the 29% excess mortality reported in the dofibrate
group in the separate WHO study at the 9 year follow-up. Noncoronary heart disease related mortality showed an excess in
the group originally randomized to Lopid primarily due to cancer deaths observed during the open-label extension.

During the 5 year primary prevention component of the Helsinki Heart Study mortality from any cause was 44 (2.2%) in the
Lopid group and 43 (2.1%) in the placebo group; including the 35 year follow-up period since the trial was completed,
cumulative mortality from any cause was 101 (4.9%) in the Lopid group and 83 (4.1%) in the group originally randomized to
placebo (hazard ratio 1.20 in favor of placebo). Because of the more limited size of the Helsinki Heart Study, the observed
difference in mortality from any cause between the Lopid and placebo groups at year-5 or at year-&5 is not statistically
significantly different from the 29% excess mortality reported in the dofibrate group in the separate WHO study at the 9 year
follow-up. Noncoronary heart disease related mortality showed an excess in the group originally randomized to Lopid at the
85 year follow-up (65 Lopid versus 45 placebo noncoronary deaths).

The Incidence of cancer (excluding basal cell carcinoma) discovered during the trial and in the 35 years after the trial was
completed was 51 (25%) in both originally randomized groups. In addition, there were 16 basal cell carcinomas in the group
originally randomized to Lopld and 9 in the group originally randomized to placebo (p - 0.22). There were 30 (15%) deaths
attributed to cancer in the group originally randomized to Lopid and 18 (0.9%) in the group originally randomized to placebo
(p = 0.11). Adverse outcomes, including coronary events, were higher in gemfibrozil patients in a corresponding study in men
with a history of known or suspected coronary heart disease in the secondary prevention component of the Helsinki Heart
Study. See CLINICAL PHARMACOLOGY section in full prescribing information which includes the following: The secondary
prevention component of the Helskinki Heart Study was conducted over 5 years in parallel and at the same centers in Finland
In 628 middle-aged males excluded from the primary prevention component of the Helsinki Heart Study because of a history
of angina, mvocardial infarction or unexplained ECG changes. The primary efficacy endpoint of the study was cardiac events
(the sum of fatal and non-fatal myocardial infarctions and sudden cardiac deaths). The hazard ratio (Lopid:placebo) for cardiac
events was 1.47 (95% confidence limits 038-2.48, p=Q14). Of the 35 patients in the Lopid group who experienced cardiac
events, 12 patients suffered events after discontinuation from the study. Of the 24 patients in the placebo group with cardiac
events, 4 patients suffered events after discontinuation from the study There were 17 cardiac deaths in the Lopid group and 8
in the placebo group (hazard ratio 2.18; 95% confidence limits 0.94-5.05, p=0.06). Ten of these deaths in the Lopid group and
3 in the placebo group occurred after discontinuation from therapy. In this study of patients with known or suspected coronary
heart disease, no benefit from Lopld treatment was observed in reducing cardiac events or cardiac deaths. Thus, Lopid
has shown benefit only in selected dyslipidemic patients without suspected or established coronary heart disease Even in
patients with coronary heart disease and the triad of elevated LDL-cholesterol, elevated triglycerides, plus low HDL-cholesterol,
the possible effect of lopld on coronary events has not been adequately studied.
2. A gallstone prevalence substudy of 450 Helsinki Heart Study participants showed a trend toward a greater prevalence of
gallstones during the study within the Lopid treatment group (75% vs 43% for the placebo group, a 55% excess for the
gemfibrozil group). A trend toward a greater incidence of gallbladder surgery was observed for the Lopid group (17 vs 11
subjects, a 54% excess). This result did not differ statistically from the Increased incidence of cholecystectomy observed in
the WHO study in the group treated with clofibrata Both dofibrate and gemfibrozil may increase cholesterol excretion into the
bile leading to cholelithiasis. If cholelithiasis is suspected, gallbladder studies are indicated. Lopid therapy should be
discontinued if gallstones are found.
3. Since a reduction of mortality from coronary heart disease has not been demonstrated and because liver and interstitial
cell testicular tumors were increased in rats, Lopld should be administered only to those patients described In the
INDICATIONS AND USAGE section. If a significant serum lipid response is not obtained, Lopid should be discontinued.
4. Concomitant Anticoagulants-Caution should be exercised when anticoagulants are given in conjunction with Lopid. The
dosage of the anticoagulant should be reduced to maintain the prothrombin time at the desired level to prevent bleeding
complications. Frequent prothrombln determinations are advisable until it has been definitely determined that the
prothrombin level has stabilized.
5. Concomitant therapy with Lopid and Mevacor® (lovastatin) has been associated with rhabdomyolysis, markedly elevated
creatine kinase (CK) levels and myogloblnuria, leading in a high proportion of cases to acute renal failure IN VIRTUALLY ALL
PATIENTS WHO HAVE HAD AN UNSATISFACTORY LIPID RESPONSE TO EITHER DRUG ALONE, ANY POTENTIAL LIPID
BENEFIT OF COMBINED THERAPY WITH LOVASTATIN AND GEMFIBROZIL DOES NOT OUTWEIGH THE RISKS OF SEVERE
MY0PATHY, RHABDOMYOLYSIS, AND ACUTE RENAL FAILURE (see Drug Interactions). The use of fibrates alone, Including
Lopid, may occasionally be associated with myosltis. Patients receiving Lopid and complaining of muscle pain, tenderness,
or weakness should have prompt medical evaluation for myositis, including serum creatine kinase level determination. If
myosltis is suspected or diagnosed, Lopid therapy should be withdrawn.
6. Cataracts - Subcapsular bilateral cataracts occurred In 10%, and unilateral in 63% of male rats treated with gemfibrozil at
10 times the human dosa
PRECAUTIONS
1. Initial Therapy- Laboratory studies should be done to ascertain that the lipid levels are consistently abnormal. Before
instituting Lopld therapy, every attempt should be made to control serum lipids with appropriate diet, exercise, weight loss in
obese patients, and control or any medical problems such as diabetes mellitus and hypothyroidism that are contributing to
the lipid abnormalities.
2. Continued Therapy-Periodic determination of serum lipids should be obtained, and the drug withdrawn if lipid
response Is Inadequate after 3 months of therapy.
3. Drug Interactions—(A) HMQ-CoA reductase Inhibitors: Rhabdomyolysis has occurred with combined gemfibrozil
and lovastatin therapy. It may be seen as early as 3 weeks after initiation of combined therapy or after several months. In most
subjects who have had an unsatisfactory lipid response to either drug alone, the possible benefit of combined therapy with
lovastatin (or other HMG-CoA reductase inhibitors) and gemfibrozil does not outweigh the risks of severe myopathy, rhabdo-
myolysis, and acute renal failure There is no assurance that periodic monitoring of creatine kinase will prevent the occurrence
of severe myopathy and kidney damage.
(B) Anticoagulants: CAUTION SHOULD BE EXERCISED WHEN ANTICOAGULANTS ARE GIVEN IN CONJUNCTION WITH
LOPID. THE DOSAGE OF THE ANTICOAGULANT SHOULD BE REDUCED TO MAINTAIN THE PROTHROMBIN TIME AT THE
DESIRED LEVEL TO PREVENT BLEEDING COMPLICATIONS FREQUENT PROTHROMBIN DETERMINATIONS ARE
ADVISABLE UNTIL IT HAS BEEN DEFINITELY DETERMINED THAT THE PROTHROMBIN LEVEL HAS STABILIZED
4. Carclnogenesls, Mutaganesls, Impairment of Fert i l i ty- Long-term studies have been conducted in rats at 0.2

of the dose groups was estimated to be 0.2 and 13 times the human exposure The incidence of benign liver nodules and
liver carcinomas was significantly increased in high dose male rats. The incidence of liver carcinomas increased also in low
dose males, but this increase was not statistically significant (p = 0.1). Male rats had a dose-related and statistically
significant increase of benign Leydig cell tumors. The higher dose female rats had a significant increase in the combined
incidence of benign, and malignant liver neoplasms.

Long-term studies have been conducted in mice at 0.1 and 1 times the human dose (based on surface area). Based on
two-week toxicokinetic studies, exposure (AUC) of the two dose groups was estimated to be 0.1 and 0.7 times the human
exposure There were no statistically significant differences from controls in the incidence of liver tumors, but the doses tested
were lower than those shown to be carcinogenic with other fibrates.

Electron microscopy studies have demonstrated a florid hepatic peroxisome proliferation following Lopid administration to
the male rat. An adequate study to test for peroxisome proliferation has not been done in humans but changes in peroxisome
morphology have been observed. Peroxisome proliferation has been shown to occur in humans with either of two other
drugs of the fibrate class when liver biopsies were compared before and after treatment in the same individual.

Administration of approximately 0.6 and 2 times the human dose (based on surface area) to male rats for 10 weeks resulted
in a dose-related decrease of fertility. Subsequent studies demonstrated that this effect was reversed after a drug-free period of
about eight weeks, and it was not transmitted to the offspring.

5. Pregnancy Category C - Lopid has been shown to produce adverse effects in rats and rabbits at doses between 05 and
3 times the human dose (based on surface area) but no developmental toxicity or teratogenicity among offspring of either
species. There are no adequate and well-controlled studies in pregnant women. Lopid should be used during pregnancy only
if the potential benefit justifies the potential risk to the fetus.

Administration of Lopid to female rats at 0.6 and 2 times the human dose (based on surface area) before and throughout
gestation caused a dose-related decrease in conception rate and, at the high dose, an increase in stillboms and a slight
reduction in pup weight during lactation. There were also dose-related increased skeletal variations. Anophthalmia occurred,
but rarely.

Administration of 0.6 and 2 times the human dose (based on surface area) of Lopid to female rats from gestation day 15
through weaning caused dose-related decreases in birth weight and suppressions of pup growth during lactation.

Administration of 1 and 3 times the human dose (based on surface area) of Lopid to female rabbits during organogenesis
caused a dose-related decrease in litter size and at the high dose, an increased incidence of parietal bone variations.
6 Nursing Mothers - It is not known whether this drug is excreted in human milk. Because many drugs are excreted in
human milk and because of the potential for tumorigenicity shown for Lopid in animal studies, a decision should be made
whether to discontinue nursing or to discontinue the drug, taking into account the importance of the drug to the mother.
7. Hematologlc Changes - Mild hemoglobin, hematocrit and white blood cell decreases have been observed in
occasional patients following initiation of Lopid therapy. However, these levels stabilize during long-term administration. Rarely,
severe anemia, leukopenia, thrombocytopenia, and bone marrow hypoplasia have been reported. Therefore, periodic blood
counts are recommended during the first 12 months of Lopid administration.
8. Liver Function -Abnormal liver function tests have been observed occasionally during Lopid administration, including
elevations of AST (SGOT), ALT (SGPT), LDH, bilirubin, and alkaline phosphatasa These are usually reversible when Lopid is
discontinued. Therefore periodic liver function studies are recommended and Lopid therapy should be terminated if
abnormalities persist.
9. Kidney Function -There have been reports of worsening renal insufficiency upon the addition of Lopid therapy in
individuals with baseline plasma creatinine > 2.0 mg/d l In such patients, the use of alternative therapy should be
considered against the risks and benefits of a lower dose of Lopid.
10. Use In Children - Safety and efficacy in children and adolescents have not been established.
ADVERSE REACTIONS
In the double-blind controlled phase of the primary prevention component of the Helsinki Heart Study, 2046 patients received
Lopid for up to 5 years. In that study, the following adverse reactions were statistically more frequent in subjects in the Lopid
group:

Gastrointestinal reactions

Abdominal pain
Acute appendicitis

(histologically confirmed in most cases where data were available)
Atrial fibrillation

Adverse events reported by more than 1 % of subjects, but without a significant difference between groups:
Diarrhea
Fatigue
Nausea/Vomiting
Eczema
Rash
Vertigo
Constipation
Headache
Gallbladder surgery was performed in 0.9% of Lopid and 05% of placebo subjects in the primary prevention component,
a 64% excess, which is not statistically different from the excess of gallbladder surgery observed in the dofibrate compared
to the placebo group of the WHO study. Gallbladder surgery was also performed more frequently in the Lopid group
compared to placebo (1.9% vs. 03%, p = 0.07) in the secondary prevention component. A statistically significant increase in
appendectomy in the gemfibrozil group was seen also in the secondary prevention component (6 on gemfibrozil vs. 0 on
placebo, p = 0.014).

Nervous system and special senses adverse reactions were more common in the Lopid group These included
hypesthesia, paresthesias, and taste perversion. Other adverse reactions that were more common among Lopid treatment
group subjects but where a causal relationship was not established include cataracts, peripheral vascular disease, and
intracerebral hemorrhage

From other studies it seems probable that Lopid is causallyrelated to the occurrence of MUSCULOSKELETAL SYMPTOMS
(see WARNINGS), and to ABNORMAL LIVER FUNCTION TESTS and HEMATOLOGIC CHANGES (see PRECAUTIONS).

Reports of viral and bacterial infections (common cold, cough, urinary tract infections) were more common in gemfibrozil
treated patients in other controlled clinical trials of 805 patients. Additional adverse reactions that have been reported for
gemfibrozil are listed below by system. These are categorized according to whether a causal relationship to treatment with
Lopid is probable or not established:

CAUSAL RELATIONSHIP PROBABLE: Gastrointestinal: cholestatic jaundice; Central Nervous System: dizziness,
somnolence, paresthesia, peripheral neuritis, decreased libido, depression, headache; Eye: blurred vision; Genitourinary
impotence; Musculosteletal: myopathy, myasthenia, myalgia, painful extremities, arthralgla, synovitis, rhabdomyolysis (see
WARNINGS and Drug Interactions under PRECAUTIONS); Clinical Laboratory: increased creatine phosphokinase, increased
bilirubin, increased liver transaminases (AST [SGOT), ALT [SGPTTj, Increased alkaline phosphatase; Hematopoiett anemia,
leukopenia, bone marrow hypoplasia, eosinophilia; Immunologt angioedema, laryngeal edema, urticaria; Integumentary:
exfoliative dermatitis, rash, dermatitis, pruritus.

CAUSAL RELATIONSHIP NOT ESTABLISHED: General: weight loss; Cardiac: extrasystoles; Gastrointestinal: pancreatitis,
hepatoma, colitis; Central Nervous System: confusion, convulsions, syncope; Eye: retinal edema; Genitourinary: decreased
male fertility, renal dysfunction; Clinical laboratory, positive antinuclear antibody; Hematopoiefic: thrombocytopenia;
Immunologt: anaphylaxis, Lupus-like syndrome, vasculitis; Integumentary alopecia.
DOSAGE AND ADMINISTRATION
The recommended dose for adults is 1200 mg administered in two divided doses 30 minutes before the morning and
evening meal.
OVERDOSAGE
There have been reported cases of overdosage with LOPID In one case a 7 year old child recovered after ingesting up to
9 grams of LOPID Symptomatic supportive measures should be taken should an overdose occur.
HOW SUPPLIED
Lopid (Tablet 737), white, elliptical, film-coated, scored tablets, each containing 600 mg gemfibrozil, are available as follows:
N0071-0737-20 Bottles of 60
N 0071-0737-30 Bottles of 500
N 0071-0737-40 Unit dose packages of 100 (10 strips of 10 tablets each)
Parcode®No.737
Storage: Store below 30° C (86° F).
REFERENCES
1. Frick MH, Elo 0, Haapa K, et al: Helsinki Heart Study: Primary prevention trial with gemfibrozil in middle-aged men with
dyslipidemia. NEngl Tiffed 1987;317:1237-1245.
2. Manninen V, Elo 0, Frick MH, et al: Lipid alterations and decline in the incidence of coronary heart disease in the Helsinki
Heart Stud}. JAMA 1988; 260:641-651.
3. Nikkila EA: Familial lipoprotein lipase deficiency and related disorders of chylomicron metabolism. In Stanbury JB et al.
(eds.): The Metabolic Basis of Inherited Disease, 5th ed., McGraw-Hill, 1983, Chap. 30, pp. 622-642.
4. Report of the National Cholesterol Education Program Expert Panel on Detection, Evaluation, and Treatment of High Blood
Cholesterol. Arch Int Med 1988:148:36-39.
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The HemoCue® Glucose Analyzer is
The Easiest Way to Verify Glucose Meters

The HemoCue® Blood Glucose analyzer is well suited for
use in screening and diagnosing diabetes mellitus and
monitoring the glucose levels in diagnosed patients
throughout the hospital setting. A newly recognized
application is its use in verifying the function of patients'
home glucose meters.

Advantages over Meters
No interference from hematocrit or other substances known to affect meters. No
blotting or timing required. Simply touch the microcuvette to a drop of blood and it
fills automatically; then place in the instrument.

Lab Quality Results
HemoCue® Blood Glucose is a diagnostic instrument rather than a screening meter.
When compared to another laboratory method a correlation coefficient to 0.99 is
easily attainable. C.V.'s are 2-5%. This can be verified in your laboratory.

Safe for Patients and Staff
The microcuvette automatically draws the blood INTO its reaction chamber, thereby
minimizing blood exposure to the health care worker. No patient-to-instrument
contact is made so there is no risk of blood contamination from patient to patient.

High degree of acceptance from Nursing Staff
The differences between the HemoCue® Blood Glucose Analyzer and strip meters
are immediately apparent to Nursing Staff. Nurses love the ease of use and
increased reliability of results that come with using this exciting new technology.

Call now for a "Free Trial" of the HemoCue® Blood Glucose Analyzer

HemoCue Inc., 23263 Madero, Suite C • Mission Viejo, CA 92691 • Tel: (800) 323-1674



Practical
Diabetes

Information.

...at your fingertips.
Keep one year of DIABETES CARE (12 issues) at hand
with one slipcase or binder. Bound in attractive blue
leatherette and embossed with gold lettering, each makes a
handsome addition to your library. And each comes with
gold transfers, allowing you to personalize your volume
further. These durable, stylish cases make affordable gifts
as well.

SLIPCASES: $7.95 each, three for $21.95, six for $39.95

BINDERS: $9.95 each, three for $27.95, six for $52.95

MAIL TO: Jesse Jones Industries, Dept. DIAB-C
499 East Erie Avenue, Philadelphia, PA 19134

Please send cases; binders

. Add $1 per item for Postage andEnclosed is $
Handling.
Outside U.S.A. add $2.50 per item (U.S. funds only).

Print Name

Address
(No PO Boxes Please)

City/State/Zip

PA residents add 6% sales tax

We also accept American Express, Visa, MasterCard and Diners
Club (for minimum orders of $15.00). CALL TOLL FREE
(charge orders only) 1-800-825-6690. 7 days, 24 hours.

NOTE: Satisfaction guaranteed.
Slipcases are also available for DIABETES, DIABETES
SPECTRUM and DIABETES FORECAST.

For information write:
American Diabtes Association
1660 Duke Street,
Alexandria, VA 22314
Attn: Circulation Dept

American
Diabetes

* Association.

Do you have a
position to fill
or a meeting
to announce

or a product to
sell

We have the names—

The American Diabetes Asso-
ciation offers you a dynamic mar-
ket of more than 12,000 health
professionals dedicated to im-
proving the standards of treatment
for diabetic patients, and to find-
ing a preventive and cure for
diabetes

Call 1-800-232-3472 x 312
today to find out about the
ADA's membership label
rental service--a valuable tool
for direct marketers to reach
over 10,000 professionals who
treat diabetes and related
disorders.

A American
Diabetes
Association



X)/?^ / / /n hypertension,

HANDLE THEIR PRESSURE,
WHATEVER THE LEVEL

152/110

P • « « * " .

The Measured Response of
Once-a-Day

Procaretia
SITTING SYSTOLIC BP1

(nifedipine) Extended Release
Tablets 30mg, 60mg and90mg GITS

BLOOD PRESSURE (BP)
REDUCTIONS THAT
CORRELATE W I T H
BASELINE ELEVATIONS
Please see brief summary of prescribing information on adjacent page.
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CHANGE
FROM BASELINE

Multicenter, open-label study of the efficacy and safety of PROCARDIA XL included 1155 patients with mild to moderate
hypertension (sitting diastolic BP between 95 and 110 mm Hg). After a 2-wk placebo period, PROCAMDIA XL was
started at 30 mg qd and titrated to a maximum dose of 180 mg qd over 1-6 wk to achieve goal BP (sitting diastole
BP<90 mm Hg and a 210 mm Hg reduction from baseline); 1136 patients were evaluated at their final visit for changes
in systolic 8P. One 30-mg-qd adjustment of PROCARDIA XL was permitted during the 12 wk efficacy phase. All BP
measurements were made 24 h after the last drug dose. Mean dose at final visit: 89+47 mg qd. (Data on file.')



The Measured Response of
Once-a-Day

PtocardiaM
(nifedipine) Extended Release

Tablets 30mg, 60mgand90mgGITS

HANDLESTHEBR PRESSURE,
WHATEVERTHE LEVEL
Whatever Their Baseline Elevations,
Start Your Hypertensive Patients on
Convenient, Once-a-Day PROCARDIA XL
'. '. Start patients on a single 30-mg or 60-mg

PROCARDIA XL Extended Release Tablet, swallowed
whole, once a day, and titrate as clinically warranted

'. In hypertension, doses above 120 mg are not
recommended

; ; Side effects include peripheral edema, which is not
associated with fluid retention, and headache

PROCARDIA XL Also Provides 24-Hour
Control of Angina2

I '. In angina, doses above 90 mg should be used with
caution and only when clinically warranted

References: 1. Data on file. Pfizer Inc, New York, NY. 2. Bittar N. Usefulness
of nifedipine for myocardial ischemia and the nifedipine gastrointestinal
therapeutic system. Am j Cardiol. 1989,64:31 F-34F.

Brief Summary
PROCARDIA Xl°jnlfediplne) Extended Release Tablets For Oral Use
CONTRAINDICATIONS: Known hypersensitivity reaction to nifedipine.
WARNINGS: Excessive Hypotension: Although In most angina patients the hypertensive effect of nifedipine Is modest and well
tolerated, occasional patients have had excessive and poorly tolerated hypotension. These responses have usually occurred
during initial titration or at the time of subsequent upward dosage adjustment, and may be more likely in patients on concomitant
beta blockers.

Severe hypotension and/or increased fluid volume requirements have been reported in patients receiving nifedipine together
with a beta-blocking agent who underwent coronary artery bypass surgery using high dose fentanyl anesthesia. The interaction
with high dose fentanyl appears to be due to the combination of nifedipine and a beta blocker, but the possibility that it may occur
with nifedipine alone, with low doses of fentanyl, in other surgical procedures, or with other narcotic analgesics cannot be ruled
out. In nifedipine-treated patients where surgery using high dose fentanyl anesthesia is contemplated, the physician should be
aware ol these potential problems and if the patient's condition permits, sufficient time (at least 36 hours) should be allowed for
nifedipine to be washed out of the body prior to surgery.

The following information should be taken into account in those patients who are being treated for hypertension as well as
angina:
Increased Angina and/or Myocardial Infarction: Rarely, patients, particularly those who have severe obstructive coronary artery
disease, have developed well documented increased frequency, duration and/or severity of angina or acute myocardial infarction
on starting nifedipine or at the time of dosage increase. The mechanism of this effect is not established.
Beta Blocker Withdrawal: It is important to taper beta blockers if possible, rather than stopping them abruptly before beginning
nifedipine. Patients recently withdrawn from beta blockers may develop a withdrawal syndrome with increased angina, probably
related to increased sensitivity to catecholamines. Initiation of nifedipine treatment will not prevent this occurrence and on occa-
sion has been reported to increase it.
Congestive Heart Failure: Rarely, patients usually receiving a beta blocker, have developed heart failure after beginning nifedi-
pine. Patients with tight aortic stenosis may be at greater risk for such an event, as the unloading effect of nifedipine would be
expected to be of less benefit to those patients, owing to their fixed impedance to flow across the aortic valve.
PRECAUTIONS: General—Hypotension: Because nifedipine decreases peripheral vascular resistance, careful monitoring of
blood pressure during the initial administration and titration of nifedipine is suggested. Close observation is especially recom-
mended for patients already taking medications that are known to lower blood pressure. (See WARNINGS.)
Peripheral Edema: Mild to moderate peripheral edema occurs in a dose dependent manner with an incidence ranging from
approximately 10% to about 30% at the highest dose studied (180 mg). It is a localized phenomenon thought to be associated
with vasodilation of dependent arterioles and small blood vessels and not due to left ventricular dysfunction or generalized fluid
retention. With patients whose angina or hypertension is complicated by congestive heart failure, care should be taken to differ-
entiate this peripheral edema from the effects of increasing left ventricular dysfunction.
Other: As with any other non-deformable material, caution should be used when administering PROCARDIA XL in patients with

LOH, SGOT, and SGPT have been noted. The relationship to nifedipine therapy is uncertain in most cases, but probable in some.
These laboratory abnormalities have rarely been associated with clinical symptoms; however, cholestasis with or without jaundice
has been reported. A small (5.4%) increase in mean alkaline phosphatase was noted in patients treated with PROCARDIA XL. This
was an isolated finding not associated with clinical symptoms and it rarely resulted in values which fell outside the normal range.
Rare instances of allergic hepatitis have been reported. In controlled studies. PROCARDIA XL did not adversely affect serum uric
acid, glucose, or cholesterol. Serum potassium was unchanged in patients receiving PROCARDIA XL in the absence of concomi-
tant diuretic therapy, and slightly decreased in patients receiving concomitant diuretics.

Nifedipine, like other calcium channel blockers, decreases platelet aggregation in vitro. Limited clinical studies have demon-
strated a moderate but statistically significant decrease in platelet aggregation and increase in bleeding time in some nifedipine
patients. This is thought to be a function of inhibition of calcium transport across the platelet membrane. No clinical significance
for these findings has been demonstrated.

Positive direct Coombs test with/without hemolytic anemia has been reported but a causal relationship between nifedipine
administration and positivity of this laboratory test, including hemolysis, could not be determined.

Although nifedipine has been used safely in patients with renal dysfunction and has been reported to exert a beneficial effect in
certain cases, rare reversible elevations in BUN and serum creatinine have been reported in patients with pre-existing chronic renal
insufficiency. The relationship to nifedipine therapy is uncertain in most cases but probable in some.
Drug Interactions—Beta-adrenergic blocking agents: (See WARNINGS) Experience in over 1400 patients with Procardia' cap-
sules in a noncomparative clinical trial has shown that concomitant administration of nifedipine and beta-blocking agents is usual-
ly well tolerated but there have been occasional literature reports suggesting that the combination may increase the likelihood of
congestive heart failure, severe hypotension, or exacerbation of angina.

Long Acting Nitrates: Nifedipine may be safely co-administered with nitrates, but there have been no controlled studies to eval-
uate the antianginal effectiveness of this combination.

Digitalis: Administration of nifedipine with digoxin increased digoxin levels in nine of twelve normal volunteers. The average
increase was 45%. Another investigator found no increase in digoxin levels in thirteen patients with coronary artery disease. In an
uncontrolled study of over two hundred patients with congestive heart failure during which digoxin blood levels were not mea-
sured, digitalis toxicity was not observed. Since there have been isolated reports of patients with elevated digoxin levels, it is rec-
ommended that digoxin levels be monitored when initiating, adjusting, and discontinuing nifedipine to avoid possible over- or
under-digitalization.

Coumarin Anticoagulants: There have been rare reports of increased prothrombin time in patients taking coumarin anticoagu-
lants to whom nifedipine was administered. However, the relationship to nifedipine therapy is uncertain.

Cimetidine: A study in six healthy volunteers has shown a significant increase in peak nifedipine plasma levels (80%) and area-
under-the-curve (74%), after a one week course of cimetidine at 1000 mg per day and nifedipine at 40 mg per day. Ramtidine pro-
duced smaller, non-significant increases. The effect may be mediated by the known inhibition of cimetidine on hepatic
cytochrome P-450, the enzyme system probably responsible for the first-pass metabolism of nifedipine. If nifedipine therapy is
initiated in a patient currently receiving cimetidine, cautious titration is advised.
Carcinogenesis, Mutagenesls, Impairment of Fertility: Nifedipine was administered orally to rats, for two years and was not
shown to be carcinogenic. When given to rats prior to mating, nifedipine caused reduced fertility at a dose approximately 30 times
the maximum recommended human dose. In vivo mutagenicity studies were negative.
Pregnancy: Pregnancy Category C. Nifedipine has been shown to be teratogenic in rats when given in doses 30 times the maximum
recommended human dose. Nifedipine was embryotoxic (increased fetal resorptions, decreased fetal weight, increased stunted
forms, increased fetal deaths, decreased neonatal survival) in rats, mice, and rabbits at doses of from 3 to 10 times the maximum
recommended human dose. In pregnant monkeys, doses 2/3 and twice the maximum recommended human dose resulted in small
placentas and underdeveloped chorionic villi. In rats, doses three times maximum human dose and higher caused prolongation of
pregnancy. There are no adequate and well controlled studies in pregnant women. PROCARDIA XL° (nifedipine) Extended Release
Tablets should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus.
ADVERSE EXPERIENCES: Over 1000 patients from both controlled and open trials with PROCARDIA XL Extended Release Tablets
in hypertension and angina were included in the evaluation of adverse experiences. All side effects reported during PROCARDIA XL
Extended Release Tablet therapy were tabulated independent of their causal relation to medication. The most common side effect
reported with PROCARDIA XL was edema which was dose related and ranged in frequency from approximately 10% to about 30%
at the highest dose studied (180 mg). Other common adverse experiences reported in placebo-controlled trials include: headache
(15.8%, compared to 9.8% placebo incidence), fatigue (5.9%, compared to 4 .1% placebo incidence), dizziness (4.1%, compared
to 4.5% placebo incidence), constipation (3.3%, compared to 2.3% placebo incidence), and nausea (3.3%, compared to 1.9%
placebo incidence). Of these, only edema and headache were more common in PROCARDIA XL patients than placebo patients.

The following adverse reactions occurred with an incidence of less than 3.0%. With the exception of leg cramps, the incidence
of these side effects was similar to that of placebo alone: body as a whole/systemic: asthenia, flushing, pain; cardiovascular: pal-
pitations; central nervous system: insomnia, nervousness, paresthesia, somnolence; dermatologic: pruritus, rash; gastrointesti-
nal: abdominal pain, diarrhea, dry mouth, dyspepsia, flatulence; muscu/os/refefa/.arthralgia, leg cramps; respiratory: chest pain
(nonspecific), dyspnea; urogenital: impotence, polyuria.

Other adverse reactions were reported sporadically with an incidence of 1.0% or less. These include: body as a whole/systemic:
face edema, fever, hot flashes, malaise, periorbital edema, rigors; cardiovascular: arrhythmia, hypotension, increased angina,
tachycardia, syncope; central nervous system: anxiety, ataxia, decreased libido, depression, hypertonia, hypoesthesia, migraine,
paroniria, tremor, vertigo; dermatologic: alopecia, increased sweating, urticaria, purpura; gastrointestinal: eructation, gastro-
esophageal reflux, gum hyperplasia, melena, vomiting, weight increase; musculpskeletal: back pain, gout, myalgias; respiratory:
coughing, epistaxis, upper respiratory tract infection, respiratory disorder, sinusitis; special senses: abnormal lacrimation, abnor-
mal vision, taste perversion, tinnitus; urogenital/reproductive: breast pain, dysuria, hematuria, nocturia.

Adverse experiences which occurred in less than 1 in 1000 patients cannot be distinguished from concurrent disease states or
medications.

The following adverse experiences, reported in less than 1 % of patients, occurred under conditions (e.g., open trials, marketing
experience) where a causal relationship is uncertain: gastrointestinal irritation, gastrointestinal bleeding.

In multiple-dose U.S. and foreign controlled studies with nifedipine capsules in which adverse reactions were reported sponta-
neously, adverse effects were frequent but generally not serious and rarely required discontinuation of therapy or dosage adjust-
ment. Most were expected consequences of the vasodilator effects of Procardia. Adverse experiences reported in placebo-con-
trolled trials include: dizziness, lightheadedness, and giddiness (27%, compared to 15% placebo incidence); flushing, heat sensa-
tion (25%. compared to 8% placebo incidence); headache (23%, compared to 20% placebo incidence); weakness (12%, com-
pared to 10% placebo incidence); nausea, heartburn (11%, compared to 8% placebo incidence); muscle cramps, tremor (8%,
compared to 3% placebo incidence); peripheral edema (7%, compared to 1% placebo incidence); nervousness, mood changes
(7%, compared to 4% placebo incidence); palpitation (7%, compared to 5% placebo incidence); dyspnea, cough, and wheezing
(6%, compared to 3% placebo incidence); and nasal congestion, sore throat (6%, compared to 8% placebo incidence).

There is also a large uncontrolled experience in over 2100 patients in the United States. Most of the patients had yasospastic or
resistant angina pectoris, and about half had concomitant treatment with beta-adrenergic blocking agents. The relatively common
adverse events were similar in nature to those seen with PROCARDIA XL.

In addition, more serious adverse events were observed, not readily distinguishable from the natural history of the disease in
these patients. It remains possible, however, that some or many of these events were drug related. Myocardial infarction
occurred in about 4% of patients and congestive heart failure or pulmonary edema in about 2%. Ventricular arrhythmias or con-
duction disturbances each occurred in fewer than 0.5% of patients.

In a subgroup of over 1000 patients receiving Procardia with concomitant beta blocker therapy, the pattern and incidence of
adverse experiences was not different from that of the entire group of Procardia treated patients (See PRECAUTIONS.)

In a subgroup of approximately 250 patients with a diagnosis of congestive heart failure as well as angina, dizziness or light-
headedness, peripheral edema, headache or flushing each occurred in one in eight patients. Hypotension occurred in about one in
20 patients. Syncope occurred in approximately one patient in 250. Myocardiannfarction or symptoms of congestive heart failure
each occurred in about one patient in 15. Atrial or ventricular dysrhythmias each occurred in about one patient in 150.

In post-marketing experience, there have been rare reports of erfoliative dermatitis caused by nifedipine.

More detailed professional information available on request. Revised July 1990



The world's eading diabetes experts
just wrote the only therapy manua

you'll ever neet
Imagine not having to

wade through volume
after volume of diabetes
therapy textbooks that
consume too much of
your time. Or having the
expertise of more than
50 diabetes profes-
sionals at your fingertips
in one new publication.

Well, the world's
leading diabetes ex-
perts just wrote the only
therapy manual you'll
ever need. And it's easy
to use!

Therapy for Diabetes
Mellitus and Related
Disorders has just been
published by the Ameri-
can Diabetes Associa-
tion and is the authoritative
guide to diabetes therapy. It's
a "how to" reference manual
filled with all the information
you need to provide the best
care for your patients. Yet each
of the 49 chapters average just
seven pages, so you'll be able
to digest the latest in treatment

and therapy in minutes.
You'll learn about:

• The latest drugs for treat-
ing diabetes, including
sulfonylureas, metformin,
and alpha-glucosidase
inhibitors

• Genetic counseling for
type I diabetes

• Treating diabetic
nerve, eye, and
kidney disease

• Controlling blood
lipid abnormalities in
diabetic patients

• Managing diabetic
ketoacidosis and
hyperglycemic
hyperosmolar coma

• Much, much more!
Therapy for Diabetes

Mellitus is also filled
with more than 170
charts and tables,
making each chapter
easier to read and
understand. Also, the
manual's pocket-sized
format will allow you to
carry it with you for

quick reference whenever
necessary.

So order your copy of
Therapy for Diabetes Mellitus
and Related Disorders today.
And put the most comprehen-
sive and easy-to-use therapy
manual in your pocket.

Please send me copies of Therapy for Diabetes Mellitus and Related Disorders at $22.45 for

members or $24.95 for nonmembers. I will be sure to add shipping and handling using the chart below.

Publication Total $

Virginia Residents Add 4.5% sales tax $

Orders outside the U.S., please
add $15 for each airmail shipment $

Add shipping & handling (use chart) $

GRAND TOTAL $

Shipping & Handling Chart
Upto$5.00 add $1.75

S5.01-S10.00 add $3.00

S10.01-S25.00 add$4.50

$25.01-S50.00 add $5.50

overS50.00 add 10% of order

Name

Address

City

Send your check or money order payable to:

/OAAfiSGOfeOT] [QfeibQflGS A8S©<grMii®:fi! o

1970 Chain Bridge Road
McLean, VA 22109-0592

State Zip
PC693O1

Allow 6-8 weeks for delivery. Add $3.00 to shipping & handling
for each additional shipping address. Foreign orders must be
paid in U.S. funds, drawn on a U.S. bank. Prices subject to
change without notice.



arcs

HhAlc
Introducing the DCA 2000™Analyzer

that makes easy HbAlc testing possible in your office

Easy procedure
Simple steps enable in-office
convenience in hemoglobin
Aic testing.

• Test requires only 1 |iL of
whole blood collected in a
capillary holder.

• Capillary holder is inserted
into a reagent cartridge and
placed into analyzer.

8 No manual calculations...
results are automatically
displayed.

Easy to interpret
High-level accuracy achieved
in clinical studies from
multiple sites ensures quality
performance.

• Correlation of 0.99 indicates
excellent agreement with HPLC
methods.

• Coefficients of variation
less than 5% show the analyzers
excellent precision.

Easy patient management
With 9-minute HbAlc results,
consultation with patients can
occur during the office visit.

• Eliminate days of waiting
for send-out HbAlc results.

• No telephone call-backs...
patients can be immediately
advised of needed adjustments
in their blood glucose control.

© 1992 Miles Inc.



ASAP
made easy with the

DCA 2000m Analyzer

For more injormation about the DCA 2000 Analyzer, contact
your Miles representative or call toll-free, 1-800-445-5901.

The DCA 2000 Analyzer
MILES
Diagnostics Division
Miles Inc.
Tarrytown, NY 10591



Developed by The U.S. Pharmacopeial Convention, Inc.
and the American Diabetes Association

Visit USP at Booth 430-432 at the American Diabetes Association's
53rd Annual Meeting June 12-15

-,o rr-

Experience shows that interactive training is one of the fastest,
most productive ways to instruct your diabetes patients about
managing their health. Now, with the development of the next
generation of USP DI Visualized - About Your Diabetes™, USP
has taken interactive training to an even higher level of efficiency
— at a remarkably low price.
An exciting way to learn: Colorful graphics, high quality audio,
and real life scenarios actively involve your patients with a com-
plete database of diabetes management information.
Customized content: Learning is enjoyable, self-paced and
completely personalized to each patient's unique condition.
Vital diet and nutrition exercises: Enhanced meal plan infor-
mation and exercises included.
Easy to use: The single unit Compact Disc Interactive (CD-I)
player is lightweight, portable, and plugs into any TV monitor
for instant operation.

USP. Information is your most valuable tool.

Simple data analysis and storage: Create on-screen reports to
assess patient comprehension. Save patient record information
on floppy disk.

Compare the advantages of About Your Diabetes to any other dia-
betes patient education system. You'll see that it's a value you
can't afford to pass up.

American
Diabetes
Association, S . N C E , 8 2 O

For more information call USP's Marketing Department at
" • -SCO •?,%/• -Wf'/% or use the following coupon.
""Hardware prices may vary with market and your choice of peripherals.

Q Yes, I'm interested in About Your Diabetes. Send me more information.

Name Title

State

Organization

Address

City

Phone ( )

Send to: The U.S. Pharmacopeial Convention, Inc.
12601 Twinbrook Parkway Rockville, MD 20852

.Zip.



The
American

Diabetes
Association

wishes to

the following individuals who
have served as volunteer
reviewers for the Recognition
Program in the past year.
ADA Recognition has become
the foremost quality assurance
mechanism in the nation
for diabetes patient education
programs. The time and expertise
of these reviewers in support
of the Recognition Program is
greatly appreciated.

TYJU7AAVLF I V A

acknowledge A
American
Diabetes
Association

Carol Anders, RN, MSN, CDE
Mila Apolinaro, RN, MS, CDE
Jean Betschart, RN, MS, CDE
Kathryn Boudeman, RD, CDE
Helen Bowlin, RN, BS
Sandra Burke, MSN, RN,C, CDE
Neil Burrell,DPM, CDE
Margaret Carpentier, BSN, CDE
Stephen Clement, MD, CDE
Sara Crawford, RN, MSEd, CDE
Margaret Cunningham, RN, MS, CDE
Christine Day, RN, MS, CDE
Ruth Farkas-Hirsch, MS, RN, CDE
Thomas Flood, MD
Charlene Freeman, RN, CDE
Martha Funnell, MS, RN
Susan Gaston, RN, MN, CDE
Julie Goodwin, PA-C, CDE
Patricia Granuci, MA, RN, CDE
Carolyn Grubb, MA, RD, CDE
Diana Guthrie, RN, MPH, PhD

Recognition Reviewers 1992-93

Linda Haas, RN,MN, CDE
MelbaHall,RN,MS,CDE
Ruth Hartmann, EdD, MLS
Joyce Hayman, RN, PhD, CDE
Frances 0 . Hazzard, LDN, RD
Joan M.Heins,RD,BS, CDE
Arthur Helfend,DPM
Campbell Howard, MD
Wm. James Howard, MD
Cheryl Hunt, MSEd, RN, CDE
Lucie Jarrett, RN, MS, CDE
Janice Kellogg, RN, MEd, CDE
Veralyn Klosterman, RN, CDE
Barbara Ritch Kontos, BSN, RN
Beth Kraas, ARNP, MSN, CDE
Sheila Lenox, RD, MS, CDE
Resa Levetan, MD
Maysil Malard, RN, CDE
Joyce Malaskovitz, RN, BSN, CDE
Mavourneen Mangan, MS, RNC, ANP, CDE
Mary Lou Maras, RD, CDE

Barbara J. Maschak-Carey, RN, MSN
Nicholas Mentis, MD
Pat Morganroth. MSN. RN. CDE
Joanne Oldham. RN. MSN, CDE
Trudy Parker, R\. CDE
Cynthia Pasquarello, RN, BSN, 0)K
Virginia Peragallo-Dittko, RN. MA, CDE
EdPhillipsen,MA,CI)E
Linda Reyle.RN. CDE
Man-Russell. RD. CDE
Rebecca (;. Schafer. RD. MS. CDE
Judith M. Schult/. RN. MS, COE
Stephanie Schwartz, RN". MPH. U)K
Diane Schweizen RN. MSN, CDE
Linda Siminerio, RN. MS. CDE
Katie Stewart. RN. CDE
Frances Stracqualursi. RN, CDE
Suzanne Strowig, RN. MSN. ('J)E
BeverlyWest.RN.BSN.CDK
TimVtVsocki.Phl)



MULTI-PURPOSE

DIABETES
REGISTRIES

RESEARCH&PRACTICE

JUNE 19 - 2 1 , 1 9 9 3

UNIVERSITY OP CALIFORNIA

AT BERKELEY

A consensus development conference and
workshop to facilitate dialogue among
diabetes experts, epidemiologists, registry
scientists and program administrators.

Sponsored by a grant from the
U.S. Agency for Health Care Policy & Research
A program of the
Center for Research on Women's & Children's Health,

California Public Health Foundation
UC Berkeley School of Public Health, M.C.H. Program
W.H.O. Multinational Projectfor Childhood Diabetes
American Diabetes Association, California Affiliate

Topics and workshops will include:
Application of Registry Science to Diabetes Control
Lessons from Existing Disease Registries
Case Identification Methods & Existing Data Sources
Development of Future Public Policy Recommendations
Diabetes Registration in Special Populations:

At-Risk Women & Children & Minorities

Registration for all three conference days: $250 per person,
including meals. Suites available at very reasonable rates.
Category I Continuing Medical Education Credit available.

For registration information, please contact:

CENTER FOR RESEARCH ON WOMEN'S AND CHILDREN'S HEALTH

1683 SHATTUCK AVE., SUITE B, BERKELEY, CA 94709 USA

TEL (510) 642-1616 • FAX (510) 843-0747

Diabetes Program
Parkview Memorial Hospital, the premier health care provider

in Ft. Wayne, Indiana and a referral/resource center for a 3-state
area, has an excellent management opportunity for a qualified RN
with current Indiana licensure & registration, and at least 2 years
of clinical experience preferably in medical/diabetic. We also
require certification as a Diabetic Educator, and a BSN or cur-
rent enrollment in a program, with MSN or curriculum enroll-
ment is preferred.

Responsibilities will include developing, implementing, coordi-
nating and evaluating the educational programs & services for
inpatient & outpatient diabetic patients & their families. This
program should also promote a high level of patient care through
nursing & allied health staff development, training & evaluation.
This is a high visibility position requiring excellent interpersonal Si
communication skills, and the ability to provide leadership &
guidance to patient care managers, the patients & families, and
when requested, take an active role in community health events/
activities that impact diabetic care.

We offer an exceptional compensation & benefit package,
including Life/Hearth/Disability plans. For confidential consider-
ation, please submit your resume with salary requirements to:

PARKVIEW
DjLJD MEMORIAL HOSPITAL

Attn: Nurse Recruiter, 2200 Randallia Drive
Fort Wayne, IN 46805.

_ _ M _ _ _ _ , ^ ^ _ ^ ^ B eoe m/f/d/v
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CLASSIFIED
ADVERTISING

Diabetes Care Classified Ad rates are:

$350
(for non-ADA members, $475)

Vs Page $175
(for non-ADA members, $235)

All advertising must be prepaid
with order.

All advertisements will be
typeset uniformly.

The closing date for space in
Diabetes Care is: the 25th of the 2nd

month preceding month of issue
(November 25 for the January issue).

Circulation: 11,500 Paid

For information on classified
advertising in Diabetes and

Diabetes Spectrum; and Copy and
Contract Policies, contact:

Peggy B. Abbott
American Diabetes Association

1660 Duke Street
Alexandria, VA 22314

Phone toll free -
1-800-232-3472x312 or
1-703-549-1500x312
FAX - 1-703-836-7439



The simplicity is
ONE TOUCH: At a price

that's a light touch.

Press power, insert strip.
(The last test result appears.)

Apply sample.
No wiping. No timing.

Accurate results
in 45 seconds.

P R E S E N T I N G T H E O N E SJ. £ ]
LifeScan set the standard for blood glucose monitoring with the revolutionary ONE TOUCH Meters. And the

ONE TOUCH"1 BASIC" Blood Glucose Meter is no exception. Priced around $60, it's the only low-price meter to

incorporate proven, accurate ONE TOUCH1' technology - the no-wipe technology selected by over a million people.

Easy-to-follow prompts in English and Spanish guide users through three simple steps. Simple to calibrate, the meter

features a replaceable battery, a one-test memory that stores the last test result, and a three-year warranty. Available

in drug stores and home healthcare centers across the country, the ONE TOUCH BASIC Meter also comes with a

30-day, money-back guarantee from LifeScan, a Johnson & Johnson company - plus a 24-hour, consumer technical

services line and separate Healthcare Professional Hotline. For more information, please call 1800 524-7226.

onE TOUCH
BASIC

For diabetes and life.

BLOOD GLUCOSE MONITORING SYSTEM

ompany

Milpitas, California 95035

©1993 LifeScan Inc.



From the Next Generation ofrDNA Technology

NOVOUNJ0I30

Combining Control and Confidence

When it comes to glycemic CONTROL,

the ideal insulin response is a natural

one. NOVOLIN® 70/30 has been

formulated to provide rapid onset with

sustained duration for a more natural

insulin profile than NPH alone.

Novolin
7OI30

When it comes to CONFIDENCE, you

look for safety, accuracy, and convenience.

NOVOLIN® 70/30 eliminates measur-

ing and mixing errors and may

g 70% NPH, Human
S Insulin lsophane
s „ Suspension and • improve patient adherence through
J 3W» Regular, Human * 6

I Insulin Injection
o (recombinant DNA

on9!r?), a simple B.I.D. dosing regimen.
10 ml 100 units/ml * & 6

NOVOLIN 70/30
Human Insulin
(recombinant DNA origin)

Combining Control and Confidence

WARNING: ANY CHANGE IN INSULIN SHOULD BE MADE
For more information, call 1-800-727-6500. CAUTIOUSLY AND ONLY UNDER MEDICAL SUPERVISION.

Novolin® and Novo Diabetes Care™ are trademarks of Novo Nordisk A/S.
;<) 1992 Novo Nordisk Pharmaceuticals Inc. 205-62 May 1992 Printed in U.S.A.




