
VOLUME 13 NUMBER 7 ^ ^ ^ ^ JULY 1990

DIABETESCARE
THE JOURNAL OF CLINICAL AND APPLIED RESEARCH AND EDUCATION

ORIGINAL ARTICLES
Validation of Scale Measuring Environmental Barriers to Diabetes-Regimen Adherence
A.A. IRVINE, I.I. SAUNDERS, M.li. BLANK, W.R. CAK1ER 705

Screening Measure to Assess Knowledge of Diabetes in Pregnancy
A SI'IRITO, L. RUCiGIERO, A. BOND, L. ROTONIX), DR. COUSTAN 7J2

Cough Test to Assess Cardiovascular Autonomic Reflexes in Diabetes
C. (ARDONE, I'. I'AIUSCO, (;. MARCHETTI, K BURELU, M EERLJGLIO, D. EEDELE 719

Fish Oil-Induced Changes in Apolipoproteins in IDDM Subjects
T..V MORI, R. VANDONCEN, I.K.L. MASAREI ' 725

Metabolic Response to Oral Challenge of Hydrogenated Starch Hydrolysate Versus Glucose in Diabetes
M.L. WHEELER, S.E. HNFBERC, R. C.IBSON, N. HNEBERC 733

Factors Associated With Avoidance of Severe Complications After 25 Yr of IDDM:
Pittsburgh Epidemiology of Diabetes Complications Study I
T | . O R C H A R D , I S . D O R M A N , R.E. MASER, D.| . BECKER, D. ELLIS. R E . Lv l 'ORTE, L .H. KULLER,
S.K. W O L K S O N , |R., A.L . DRASH 7 4 1

Effects of Temporal Distribution of Calories on Diurnal Patterns of Glucose Levels
and Insulin Secretion in N IDDM
( V BEEBE, E. VAN CAUTER. L.I. SHAI'IRO, H. IILLIL, R. LYONS, A.H. RUBENSTEIN, K.S. I'OLONSKY 748

Autonomic Influence on Pregnancy Outcome in IDDM
K.L.I. AIRAKSINEN, L.M. ANTTILA, M.K. LINNALUOTO, I'.I. IOUITILA, |.T. TAKKUNEN, I'.l. SALMELA 756

REVIEW ARTICLE
Predicting Type I Diabetes
A.c;. ZIECLER, R.D. HERSKOWITZ, R.A. JACKSON, |.S. SOELDNER, Ci.S. EISENBARTH 762

SPECIAL ARTICLE
Cyclosporin Therapy for Prevention and Cure of IDDM: Epidemiological Perspective of Benefits and Risks
R. LII'TON, RE. Lvl'ORIE, D.|. BECKER, IS. DORMAN, l.|. ORCHARD, |. ATCHISON, A.L. DRASH 776

TECHNICAL ARTICLE
Exercise and N IDDM 785
SHORT REPORTS
Acquired Partial Corticosterone Methyl Oxidase Type II Defect in Diabetes Mellitus:
Case of Hyperreninemic Hypoaldosteronism
S.S. BRAIIHVVAIII, A.I . BARBAIO, MA. EMANUELE 790
Abnormal Lipoprotein Composition in Normolipidemic Diabetic Patients
M. IWAI, C. YOSHINO, M. MATSUSHITA, M. MORIIA, K. MAISUBA, 1. KAZUMI, S. BABA 792

Accuracy of Reported Family History of Diabetes Mellitus: Results From San Luis Valley Diabetes Study
L.B. KAHN, |.A. MARSHALL, |. BAXTER, S.M. SHETTERLY, R.F. HAMMAN 7%

Exercise-Induced Hypertension in Normotensive Patients With N IDDM
(..A. BLAKE, S.R. LEVIN, S.N. KOYAL 799

Screening for Thyroid Disease in Children With IDDM
M.|. McKENNA, R. HERSKOWIIZ, | . l . WOLESDORI 801

POSITION STATEMENT
Diabetes Mellitus and Exercise 804
EDITORIALS 806
LETTERS AND COMMENTS 810
ORGANIZATION SECTION
INSTRUCTIONS FOR AUTHORS

A American
Diabetes

• Association, A JOURNAL OF
ISSN 0149-5992 THE AMERICAN DIABETES ASSOCIATION



In non-insulin-dependent diabetes...

BREAKFAST-TO-BREAKFAST
CONTROL...One dose a day.

Upjohn
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24-hour glycemic control can begin
at the breakfast table.
When diet and exercise aren't enough, once-a-day MICRONASE provides 24-hour
control of both postprandial and fasting blood glucose levels. The usual starting
dosage, 2.5 mg to 5 mg once a day, should be taken with breakfast or the first
main meal of the day. Some patients, particularly those receiving more than 10 mg
daily, may have a more satisfactory response with twice-a-day dosage.

All sulfonylureas, including MICRONASE, can cause severe hypoglycemia. Proper
patient selection, dosage, and instructions are important.

Micronase
Tablets (glybunde)
Please see adjacent page for brief summary of prescribing information.



Micronase
Tablets (glyburide)
CONTRAINDICATIONS: MICRONASE Tablets are contraindicated in patients with: 1. Known hypersensitivity
or allergy to the drug. 2. Oiabetic ketoacidosis, with or without coma. This condition should be treated with
insulin. 3. Type I diabetes melhtus, as sole therapy.

SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY: The administration ol oral
hypoglycemic drugs has been reported to be associated with increased cardiovascular mortality as
compared to treatment with diet alone or diet plus insulin. This warning is based on the study conducted
by the University Group Diabetes Program (UGDP), a long-term prospective clinical trial designed to
evaluate the effectiveness ot glucose-lowering drugs in preventing or delaying vascular complications
in patients with noninsulin-dependent diabetes. The study involved 823 patients who were randomly
assigned to one ot four treatment groups (Diabetes, 19 [Suppl 2]: 747-830,1970).
UGDP reported that patients treated lor S to 8 years with diet plus a fixed dose ot tolbutamide (1.5 grams
per day) had a rate of cardiovascular mortality approximately 2 V: times that of patients treated with diet
alone. A significant increase in total mortality was not observed, but the use of tolbutamide was discon-
tinued 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
ot the potential risks and advantages ot MICRONASE and of alternative modes of therapy.
Although only one drug in the sulfonylurea class (tolbutamide) was included in this study, it is prudent
from a safety standpoint to consider that this warning may apply to other oral hypoglycemic drugs in this
class, in view ol their close similarities in mode of action and chemical structure.
PRECAUTIONS: General—Hypoglycemia: All sulfonylureas are capable of producing severe hypoglycemia.
Proper patient selection and dosage and instructions are important to avoid hypoglycemic episodes. Renal
or hepatic insufficiency may increase the risk of serious hypoglycemic reactions. Elderly, debilitatedor mal-
nourished 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^
and in people who are taking beta-adrenergic blocking drugs. Mypoglycemia 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 ol Control of Blood Glucose: In diabetic patients exposed to stress such as fever, trauma, infection or
surgery, a loss of control may occur. It may then be necessary to discontinue MICRONASE and administer
insulin. Adequate adjustment of dose and adherence to diet should be assessed before classifying a patient
as a secondary failure. Information for Patients: Patients should be informed of the potential risks and
advantages of MICRONASE and of alternative modes of therapy. They also should be informed about the
importance of adherence 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 predis-
pose to its development should be explained to patients and responsible family members. Primary and sec-
ondary failure should also be explained.
Laboratory Tests: Response to MICRONASE Tablets should be monitored by frequent urine glucose tests and
periodic blood glucose tests. Measurement of glycosylated hemoglobin levels may be helpful in some patients.
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, sulfon-
amides, chloramphemcol. probenecid, coumanns, monoamine oxidase inhibitors, and beta adrenergic blocking
agents.

Certain drugs tend to produce hyperglycemia and may lead to loss of control. These drugs include the thia-
zides and other diuretics, corticosteroids, phenothiazines, thyroid products, estrogens, oral contraceptives,
phenytoin, mcotimc acid, sympathomimetics, calcium channel blocking drugs, and isoniazid.
A potential interaction between oral miconazole and oral hypoglycemic agents leading to severe hypogly-
cemia has been reported.

Carcinogenesis, Mutagenesis, and Impairment of Fertility: Studies in rats at doses up to 300 mg/kg/day
for 18 months showed no carcinogenic effects. Glyburide is nonmutagenic when studied in the Salmonella
microsome test (Ames test) and in the DNA damage/alkaline elution assay.

Pregnancy: Teratogenic effects: Pregnancy Category B. Reproduction studies in rats and rabbits have revealed
no evidence of impaired fertility or harm to the fetus due to glyburide. There are no adequate and well con-
trolled studies in pregnant women. This drug should be used during pregnancy only if clearly needed. Insulin
should be used during pregnancy to maintain blood glucose as close to normal as possible. Nonteratogenic
Effects: Prolonged severe hypoglycemia (4 to 10 days) has been reported in neonates born to mothers who
were receiving a sulfonylurea drug at the time of delivery. MICRONASE should be discontinued at least two
weeks before the expected delivery date.
Nursing Mothers: Some sulfonylurea drugs are known to be excreted in human milk. Insulin therapy should
be considered.

Pediatric Use: Safety and effectiveness in children have not been established.
ADVERSE REACTIONS: Hypoglycemia: See Precautions and Overdosage sections. Gastrointestinal Reac-
tions: Cholestatic jaundice and hepatitis may occur rarely: MICRONASE Tablets should be discontinued if
this occurs. Gastrointestinal disturbances (nausea, epigastric fullness, and heartburn) occurred in 1.8% of
patients during clinical trials. They were the most commonly reported adverse reactions. They tend to be
dose related and may disappear when dosage is reduced. Liver function abnormalities have been reported.
Dermatologic Reactions: Allergic skin reactions, e.g., pruritus, erythema, urticaria, and morbilliform or
maculopapular eruptions occurred in 1.5% of patients during trials. These may be transient and may disap-
pear despite continued use of MICRONASE: if skin reactions persist, the drug should be discontinued. Por-
phyria cutanea tarda and photosensitivity reactions have been reported with sulfonylureas. Hematologic
Reactions: Leukopenia, agranulocytosis, thrombocytopenia, hemolytic anemia, aplastic anemia, and pan-
cytopenia have been reported with sulfonylureas. Metabolic Reactions: Hepatic porphyria and disulfiram-
like reactions have been reported with sulfonylureas: however, hepatic porphyria has not been reported with
MICRONASE and disulfiram-like reactions have been reported very rarely. Cases of hyponatremia have been
reported with glyburide and all other sulfonylureas, most often in patients who are on other medications or
have medical conditions known to cause hyponatremia or increase release of antidiuretic hormone. (SIADH)
secretion has been reported with certain other sulfonylureas, and it has been suggested that these sulfon-
ylureas may augment the peripheral (antidiuretic) action of ADH and/or increase release of ADH.
OVERDOSAGE: Overdosage of sulfonylureas, including MICRONASE Tablets, 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 which 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.
Maximum Oose: Daily doses of more than 20 mg are not recommended.
Dosage Interval: Once-a-day therapy is usually satisfactory. Some patients, particularly those receiving more
than 10 mg daily, may have a more satisfactory response with twice-a-day dosage.
Specific Patient Populations: MICRONASE is not recommended for use in pregnancy or for use in children.
In elderly patients, debilitated or malnourished patients, and patients with impaired renal or hepatic function,
the initial and maintenance dosing should be conservative to avoid hypoglycemic reactions. (See Precau-
tions Section).
For additional product information see your Upjohn representative.
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Pregnancy and
Patient Preparation

Diabetes education is important for all patients to help them achieve responsi-
bility for their disease. It has twice the impact for a pregnant woman and her
baby. Spirito et al. (p. 712) give us a tool to assess knowledge regarding diabetes
in pregnancy. The tool is brief enough to use in the clinical setting, and it covers
a spectrum of patients with overt diabetes treated with insulin to patients with
gestational diabetes treated with diet alone. The instrument's reliability and va-
lidity show that it can now be used as an objective measure of a patient's knowl-
edge and also to assess the outcome of education programs.

Fish Oils and Diabetes:
A Poor Mix?

Fish eaters may have a reduced risk of coronary heart disease. Whether this may
be true for people with diabetes is unknown. Mori et al. (p. 725) observed the
effects of fish oil supplements in 16 insulin-dependent diabetic subjects. Three
weeks offish oil supplementation resulted in higher total low-density lipoprotein
cholesterol, high-density lipoprotein fraction cholesterol levels, and apolipopro-
teins (apo) A-l and B in comparison to baseline values. Concentrations of serum
triglycerides and apoAII fell. These differences occurred in the absence of any
discernable changes in glycemic control. Some possibly unique changes were
seen in a subgroup of patients with retinopathy. This experience with fish oil
ingestion is associated with a more atherogenic lipid profile. Ultimately, pro-
spective studies of longer duration measuring cardiac morbidity and mortality are
needed to resolve the issue.

Blood Pressure, Pulse
Rates, and Pregnancies

Autonomic nervous system (ANS) dysfunction frequently occurs in diabetes, but
what happens when a diabetic woman becomes pregnant? Is the baby at risk? Is
it safe to subject these women to intensified diabetic control? These questions
were examined in a large cohort of pregnant women in Finland by Airaksinen et
al. (p. 756). They studied pregnancies and glycemic control in women with and
without cardiovascular ANS dysfunction. Both groups achieved comparable lev-
els of glycemic control with similar rates of maternal complications. However,
the group with ANS dysfunction experienced at least one pregnancy complication
(congenital malformation or perinatal mortality, preeclampsia, ketoacidosis, or
hypoglycemia). Although the incremental risks were small, these data should be
helpful in counseling diabetic women.

Immunosuppression
Under the Microscope

What must we prove to establish a role for immunosuppression in insulin-de-
pendent diabetes mellitus? Are the risks of immunotherapy worth the potential
benefits? The answers to these questions can be addressed in many ways. Lipton
et al. (p. 776) used an epidemiological approach to evaluate several recent trials
of cyclosporin. They discuss the importance of conducting adequate clinical trials
of such therapy and suggest that extremely large sample sizes are needed to assess
the risks and benefits of any future immunosuppressive treatments. An editorial
by Mahon et al. (p. 806) offers a somewhat different interpretation.
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Introducing the first system for bedside
blood glucose testing quality control to...

paperwork
out of the picture.
With the GLUCOMETER® QA System, you can
track the performance of hundreds of individuals
and the blood glucose testing that occurs at
hundreds of bedsides throughout your institu-
tion. With an almost unbelievable sense of ease
and efficiency.

Taking easier control of procedures. The
GLUCOMETER QA System determines your
patients' blood glucose levels with the speed and
simplicity of a conventional blood glucose meter.
Yet its sophisticated electronics automatically
track hundreds of operator control readings. No
manual record keeping or paperwork Ls necessary.

Taking better control of quality.
The GLUCOMETER QA System

offers you the first convenient way
to help meet JCAHO and CAP

requirements.

Routine bedside testing and control checks are
performed using a portable workstation. While
quality control reports are produced through a
separate printer. The touch of a button lets you
verify the proficiency of your personnel and the
performance of the equipment on which their
efforts rely.

Take this chance to learn more. Until now,
the need for bedside blood glucose testing qual-
ity control has posed some difficult questions.
How can you take the burden of paperwork and
procedures out of the picture of quality control?
With the only system that lets you spend less
time taking care of paper. And more time taking
care of patients.

Contact your Miles Inc., Diagnostics Division
representative, or write us at the address below,
for more information.

Glucometer'QA
Y T M

PUTTING THE QUESTION OF
BEDSIDE TESTING TO REST.

Miles Inc.
Diagnostics Division
RO.Box70
Elkhart, IN 46515
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When post-meal blood sugar
demands control, mmeafastingfm
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After meals, when NIDDM patients need insulin most,

^ , Glucotml stimulates insulin release within on ltpidsr

prolonged and severe
hypoglycemia4
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of GLUCOTROL* (glipizide) S — ^ • -

oTne^bt'page atlon When diet alone fails in non-insulin-dependent diabetes mellitus (NIDDM)
© 1990, Pfizer Inc. As with all sulfonylureas, hypoglycemia canoicur.



As fast as
blood sugar spills,
Glucotrol
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References: 1. Peterson CM. Sims RV. Jones RL. et al. Bioavailability of glipizide and its effect on blood glucose and
insulin levels in patients with non-msulin-dependent diabetes. Diabetes Care 1982:5:497-500- 2. Goebel R, Leb G:
Effects of glybunde and glipizide on levels of immunoreactive insulin and blood sugar, in Glipizide: A Worldwide
Review. Princeton, NJ, Excerpta Medica, 1984, pp 9-15.3. Reaven GM: Effect of glipizide treatment on various aspects
of glucose, insulin, and lipid metabolism in patients with noninsulin-dependent diabetes mellitus. Am J Med
1983;75(November 30).8-14. 4. Berger W, Caduff F. Pasquel M. et al: The relative frequency of severe sulfonylurea
hypoglycemia in the last 25 years in Switzerland. SchweizMed Wochenschr 1986;116:145-151.
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-msulin-dependent diabetes mellitus (N1DDM, 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 hypoglycemic
drugs has been reported to be associated with increased cardiovascular mortality as compared to treatment with
diet alone or diet plus insulin. This warning is based on the study conducted by the University Group Diabetes
Program (UGDP), a long-term prospective clinical trial designed to evaluate the effectiveness of glucose-lowering
drugs in preventing or delaying vascular complications in patients with non-insulin-dependent diabetes. The study
involved 823 patients who were randomly assigned to one of four treatment groups (Diabetes, 19, supn. 2:747-830,1970X
UGDP reported that patients treated for 5 to 8 years with diet plus a fixed dose of tolbutamide (1.5 grams per
day) bad a rate of cardiovascular mortality approximately 2-1/2 times that of patients treated with diet alone. A
significant increase in total mortality was not observed, but the use of tolbutamide was discontinued based on
the increase in cardiovascular mortality, thus limiting the opportunity for the study to show an increase in
overall mortality. Despite controversy regarding the interpretation of these results, the findings of the UGDP
study provide an adequate basis for this warning. The patient should be informed of the potential risks and
advantages of GLUCOTROL and of alternative modes of therapy.
Although only one drug in the sulfonylurea class (tolbutamide) was included in this study, it is prudent from a
safety standpoint to consider that this warning may also apply to other oral hypoglycemic drugs in this class, in
view of their close similarities in mode of action and chemical structure.
PRECAUTIONS: Renal and Hepatic Disease: The metabolism and excretion of GLUCOTROL may be slowed in patients
with impaired renal and/or hepatic function Hypoglycemia may be 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 ma I noun shed patients and those with adrenal or pituitary insuffi-
ciency are particularly susceptible to the hypoglycemic action of glucose-lowering drugs. Hypoglycemia may be
difficult to recognize in the elderly 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 tor Patients: Patients should be informed of the potential risks and advantages of GLUCOTROL. of
alternative modes of therapy, as well as the importance of adhering to dietary instructions, of a regular exercise
program, and of regular testing of urine and/or blood glucose. The risks of hypoglycemia, its symptoms and
treatment, and conditions that predispose to its development should be explained to patients and responsible family
members. Primary and secondary failure should also be explained.
Drug Interactions: The hypoglycemic action of sulfonylureas may be potentiated by certain drugs including
non steroid a I anti-inflammatory agents and other drugs that are highly protein bound, salicylates, sulfonamides.
chloramphemcol, probenecid, coumarms, 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. nicotimc acid, sym-
pathomimetics, calcium channel blocking drugs, and isoniazid A potential interaction between oral miconazole and
oral hypoglycemic agents leading to severe hypoglycemia has been reported Whether this interaction also occurs
with the intravenous, topical, or vaginal preparations of miconazole is not known.
Carcinogenesis, Mutagenesis, Impairment of Fertility: A 20-month study in rats and an 18-month study in mice at
doses up to 75 times the maximum human dose revealed no evidence of drug-related carcinogenicity. Bacterial and
in vivo mutagenicity tests were uniformly negative. Studies in rats of both sexes at doses up to 75 times the human
dose showed no effects on fertility.

Glucotrol
5 m 9 a n d 1 0 m s

Scored Tablet

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 pharmacology
{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. II.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. Porphyna cutanea
tarda and photosensitivity reactions have been reported with sulfonylureas.
Hematologic: Leukopema. agranulocytosis, thrombocytopenia. hemolytic anemia, aplastic anemia, and pan-
cytopenia have been reported with sulfonylureas.
Metabolic: Hepatic porphyna and disulfiram-like alcohol reactions have been reported with sulfonylureas Clinical
experience to date has shown that GLUCOTROL has an extremely low incidence ot 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 tor 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 ortce-a-day regimen, while others show better
response with divided dosing. Total daily doses above 15 mg should ordinarily be divided.
HOW SUPPLIED: GLUCOTROL is available as white, dye-free, scored, diamond-shaped tablets imprinted as follows.
5 mg tablet—Pfizer 411 (NDC 5 mg 0049-4110-66) Bottles of 100; 10 mg tablet—Pfizer 412 (NDC 10 mg
0049-4120-66) Bottles of 100.
CAUTION: Federal law prohibits dispensing without prescription
More detailed professional information available on request.
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FOR EFFECTIVE CONTROL OF TYPE II DIABETES
Brief Summary

DIABETA® (glyburlde) Tablets

CONTRAINDICATIONS: DIABETA® is contraindicated in patients with: 1. Known hypersensitivity to the drug.
2. Diabetic ketoacidosis, with or without coma. This condition 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 mor-
tality as compared to treatment with diet alone or diet plus insulin. This warning is based on the
study conducted by the University Croup Diabetes Program (UCDP), a long-term prospective
clinical trial designed to evaluate the effectiveness of glucose-lowering drugs in preventing or
delaying vascular complications In patients with nonlnsulin-dependent diabetes. The study
involved 823 patients who were randomly assigned to one of four treatment groups {Diabetes
19ISuppl 21:747-830,1970).

UCDP reported that patients treated for five to eight years with diet plus a fixed dose of
tolbutamide (1.5 grams per day) had a rate of cardiovascular mortality approximately 2Vi
times that of patients treated with diet alone. A significant increase in total mortality was not
observed, but the use of tolbutamide was discontinued based on the Increase In cardiovascu-
lar mortality, thus limiting the opportunity for the study to show an Increase In overall mortal-
ity. Despite controversy regarding the interpretation of these results, the findings of the UCDP
study provide an adequate basis for this warning. The patient should be Informed of the
potential risks and advantages of DIABETA® and of alternative modes of therapy.

Although only one drug in the sulfonylurea class (tolbutamide) was Included In this study, it Is
prudent from a safety standpoint to consider that this warning may apply to other oral
hypoglycemlc drugs in this class, in view of their close similarities In mode of action and
chemical structure.

PRECAUTIONS: General -Hypoglycemia: All sulfonylureas are capable of producing severe hypoglyce-
mia. Proper patient selection and dosageand instructions are important to avoid hypoglycemic episodes.
Renal or hepatic insufficiency may increase the riskof serious 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 and in people who are 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: In diabetic patients exposed to
stress such as fever, trauma, infection, or surgery, a loss of control may occur. It may then be necessary to
discontinue DIABETA® and administer insulin. Information for Patients: Patients should be informed of the
potential risks and advantages of DIABETA® and of alternative modes of therapy. They also should be
informed about the importance of adherence to dietary instructions, of a regularexercise program, and of
regular testing of urineand/or blood glucose. The risksof hypoglycemia, its symptomsand 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. Laboratory Tests: Response to
DIABETA® Tablets should be monitored by frequent urine glucose tests and periodic blood glucose tests.
Measurement of glycosylated hemoglobin levels may be helpful in some patients. Drug Interactions: The
hypoglycemic action of sulfonylureas may be potentiated by certain drugs Including nonsteroidal anti-in-
flammatory agents and other drugs that are highly protein bound -salicylates, sulfonamides, chloram-
phenicol, probenecid, coumarins, monoamine oxidase inhibitors, and beta-adrenergic blocking agents.
Certain drugs tend to produce hyperglycemia and may lead to loss of control. These drugs include the
thiazides and other diuretics, corticosteroids, phenothiazines, thyroid products, estrogens, oral contra-
ceptives, phenytoin, nicotinic acid, sympathomimetics, calcium channel blocking drugs, and isomazid. A
potential interaction between oral miconazoleand oral hypoglycemicagents leading to severe hypoglyce-
mia has been reported. Carclnogenesls, Mutagenesls, and Impairment of Fertility: Studies in ratsat
doses up to 300 mg/kg/d for 18 months showed no carcinogenic effects. Clyburide is nonmutagenic when
studied in Salmonella microsome test (Ames test) and in the DNA damage/alkaline elution assay. Preg-
nancy: Teratogenic Effects: Pregnancy Category B. Reproduction studies in rats and rabbits have revealed
no evidence of impaired fertility or harm to the fetus due to glyburide. There are no adequate and
well-controlled studies in pregnant women. This drug should be used during pregnancy only if clearly
needed. Insulin should be used during pregnancy to maintain blood glucose as close to normal as
possible. Nonteratogenic Effects: Prolonged severe hypoglycemia (4 to 10 days) has been reported in
neonates born to mothers who were receiving a sulfonylurea drug at the time of delivery. DIABETA® should
be discontinued at least two weeks before the expected delivery date. Nursing Mothers: Some sulfonyl-
urea drugs are known to be excreted in human milk, if DIABETA® is discontinued and if diet alone is
inadequate for controlling blood glucose, insulin therapy should be considered. Pediatric Use: Safety
and effectiveness in children have not been established.

ADVERSE REACTIONS: Hypoglycemia: See Precautions and Overdosage sections. Gastrointestinal
Reactions: Cholestaticjaundiceand hepatitis may occurrarely, DlABETA®Tablets should bediscontinued
if this occurs. Gastrointestinal disturbances, eg, nausea, epigastric fullness, and heartburn, are the most
common reactions, having occurred in 1.8% of treated patients during clinical trials. They tend to be
dose-related and may disappear when dosage is reduced. Liver function abnormalities, including
isolated transaminase elevations, have been reported. Dermatologic Reactions: Allergicskin reactions,
eg, pruritis, erythema, urticaria, and morbilliform or maculopapular eruptions, occur in 1.5% of treated
patients. These may be transient and may disappear despite continued use of DIABETA®; if skin reactions
persist, the drug should be discontinued. Porphyria cutanea tarda and photosensitivlty reactions have
been reported with sulfonylureas. Hematologic Reactions: Leukopenia, agranulocytosis, thrombocyto-
penia, hemolytic anemia, aplastic anemia, and pancytopenia have been reported with sulfonylureas.
Metabolic Reactions: Hepatic porphyria and disulfiram-like reactions have been reported with sulfonyl-
ureas; however, hepatic porphyria has not been reported with DIABETA® and disulfiram-like reactions have
been reported very rarely. Cases of hyponatremia have been reported with glyburide and all other
sulfonylureas, most often in patients who are on other medications or have medical conditions known to
cause hyponatremia or increase release of antidiuretic hormone. The syndrome of inappropriate antidl-
uretic hormone (SIADH) secretion has been reported with certain other sulfonylureas, and it has been
suggested that these sulfonylureas may augment the peripheral (antidiuretic) action of ADH and/or
increase release of ADH.

OVERDOSAGE: Overdosage of sulfonylureas, including DIABETA® Tablets, 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 which 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. 059392290

Hoechst-Roussel Pharmaceuticals Inc.
Somerville, New Jersey 08876-1258

Sole sponsor of the Diabetes Research & Education Foundation
The name and logo HOECHST are registered trademarks ol Hoechst *G
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CLYCEMIC CONTROL
WITHOUT THE RISKS OF

HYPERINSUUNEMIA
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Human
insulin
magnified.

D In a major study,* hypennsulinemia is linked to increased coronary risk.1

• DiaBeta helps maintain excellent glycemic control without the risks of long-term
elevation of plasma insulin levels.2

•Published in The New England Journal of Medicine.

All sulfonytureas, including DiaBeta* can cause severe hypoglycemia

Kelerences i Zavaroni I, Bonora E, Pagliara M, et al NewEnguued 1989,320 702 706 2 FeWman JM, lebovitf HE OwtWK 1971,20745-755

Please see adjacent page for brief summary of prescribing information.





"I USE THE
ONE TOUCH
METER WITH
CONFIDENCE"

- Pediatrician Peter Bove, M. D., San Bruno, California.

"One Touch makes accurate results easy to achieve:
"I can't afford to worry about the accuracy of my blood"

glucose test results. That's why I use the One Touch* Blood
Glucose System from LifeScan"

"In testing my own blood glucose I have found it more
difficult to make a mistake with One Touch, it's so simple!'

"I use One Touch with confidence in testing my own
blood glucose. And I recommend One Touch with confidence
for my patients!'

The One Touch System dramatically simplifies blood
glucose testing. Results are obtained with only three easy steps.

Accurate results are easy to
achieve with testing this simple. The
OneTouch System reduces the chance
of user error because it eliminates
three major demands on the user:
Starting theTestTiming the Test and
Removing the Blood. And that means
greater accuracy where it matters most
in the hands of the people who use it1.

To find out more about the One Touch Blood Glucose
Monitoring System call:
Toll Free

United States
Canada

1 800 227-8862
1 800 663-5521

1 Jovanovic-Peterson L .Peterson C, Dudley J, Kilo C, Ellis B.: Identifying
sources of error in self-monitoring of blood glucose. Diabetes
Care 1988, 11 (10) 791-794.

LiFEsenn

© LifeScan Inc 1990

a G©«4t»oK**flcmi*oH company

Milpitas, California 95035
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No matter which B-D Insulin Syringe you recommend—
the 1cc, 1/2cc or 3/iocc—your patients must be completely
satisfied or they get their money back.

It's our way of assuring you that when your patients buy
B-D Insulin Syringes, they are getting the
best that are made.

That's why insulin injectors
overwhelmingly—4 out of 5—
prefer B-D Insulin Syringes. And
why physicians, nurses and
hospitals use B-D Syringes more
than all other brands combined.

B-D AND MICRO FINE 32 are trademafks
of Becton Dickinson and Company.

BETTERL
DIABETES CAHt



TOTAL

HDL

What's a common denominator of
most heart attack victims?
M/xedhyperlipidemias—elevated cholesterol and triglycerides—are
common among heart attack victims,1 and nearly two thirds of people
who developed myocardial infarction in the PROCAM Trial had a low
« 3 5 mg/dL) baseline level of HDL cholesterol.2

HEART ATTACK PATIENTS
(PROCAM TRIAL)2

LOPID raised low HDL 25%
—in patients whose baseline HDL was below 35 mg/dL
in the landmark Helsinki Heart Study (HHS).3

Reduced heart attack incidence* up to 62%
—in these HHS patients and 45% in HHS patients whose baseline
HDL was below the median (46.4 mg/dL). Incidence of serious
coronary events was similar for LOPID and placebo subgroups with
baseline HDL above the median (46.4 mg/dL).3

HDL
over

35 mg/dL

36%
HDL
under

35 mg/dL

64%

A powerful case for

(gemfibrozi)
RAISES HDL..DRAMATICALLY REDUCES HEART ATTACK

LOPID is indicated for reducing the risk of coronary heart disease (CHD) in Type lib patients with low HDL, in addition to elevated LDL and
triglycerides, and who have had an inadequate response to weight loss, diet, exercise, and other pharmacologic agents such as bile acid sequestrants
and nicotinic acid.

'Defined as a combination of definite coronary death and/or definite myocardial infarction.

Reference* 1. Goldstein |L. H a z a r d VVR, Schrott H C . Bierman EL. Motulsky AC Hypethpidemia in coronary heart disease. I. Lipid levels in 500 survivors of myocardial
infarction / Clin Invest 1973:52:1533-1543. 2. Assmann C, Schulle H PROC4M-Tria/. Prospective Card/ovascu/ar Munsfer Trial. Zurich: Panscientia verlag; 1986:8-9
3. Data on file. Medical Affairs Dept. Parke-Davis.

Please see adjacent page of this advertisement for warnings, contraindications, and brief summary of prescribing information.

PARKE-DAVIS
© 1989 Warner-Lambert Company



(gemfibrozil)
RAISES HDL..DRAMATICALLY
REDUCES HEART ATTACK

Lopid® (Gemfibrozil Capsules and 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. Hypersensitivity to gemfibrozil.

WARNINGS. 1. Because of chemical, pharmacological, and clinical similarities be-
tween gemfibrozil and clofibrate, the adverse findings with clofibrate 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 clofibrate. There was no difference in mortality between the clofibrate-treated sub-
jects and 3000 placebo-treated subjects, but twice as many clofibrate-treated subjects
developed cholelithiasis and cholecystitis requiring surgery. In the other study, con-
ducted by the World Health Organization (WHO), 5000 subjects without known cor-
onary heart disease were treated with clofibrate for five years and followed one year
beyond. There was a statistically significant, 29%, higher total mortality in the clofibrate-
treated than in a comparable placebo-treated control group. 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.

During the Helsinki Heart Study and in the Vh year follow-up period since the trial
was completed, mortality from any cause was 59 (2.9%) in the Lopid group and 55
(2.7%) in the placebo group. Mortality from any cause during the double-blind portion
of the study was 44 deaths in the Lopid group and 43 in the placebo group. Because of
the more limited size of the Helsinki Heart Study, this result is not statistically-
significantly different from the 29% excess mortality seen in the clofibrate group in the
separate WHO study. Noncoronary heart disease related mortality showed a 58%
greater trend in the Lopid group (43 vs 27 patients in the placebo group, p=0.056).

In the Helsinki Heart Study, the incidence of total malignancies discovered during the
trial and in the 1V2 years since the trial was completed was 39 in the Lopid group and 29
in the placebo group (difference not statistically significant). This includes 5 basal cell
carcinomas in the Lopid group and none in the placebo group (p=0.06; historical data
predicted an expected 4.7 cases in the placebo group). Gl malignancies and deaths
from malignancies were not statistically
different between Lopid and placebo sub-
groups. Follow-up of the Helsinki Heart
Study participants will provide further infor-
mation on cause-specific mortality and
cancer morbidity.

2. A gallstone prevalence substudy of 450
Helsinki Heart Study participants showed a
trend toward a greater prevalence of gall-
stones during the study within the Lopid
treatment group (7.5% vs 4.9% for the place-
bo 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% ex-
cess). This result did not differ statistically
from the increased incidence of cholecystectomy observed in the WHO study in the
group treated with clofibrate. Both clofibrate 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 artery disease has not been
demonstrated and because liver and interstitial cell testicular tumors were increased in
rats, Lopid 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 prothrombin 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 myoglobinuria,
leading in a high proportion of cases to acute renal failure In most subjects who have
had an unsatisfactory lipid response to either drug alone, the possible benefit of combined
therapy with lovastatin and gemfibrozil does not outweigh the risks of severe myopathy,
rhabdomyolysis, and acute renal failure (See Drug Interactions). The use of fibrates
alone, including Lopid, may occasionally be associated with myositis. 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
myositis is suspected or diagnosed, Lopid therapy should be withdrawn.

6. Cataracts-Subcapsular bilateral cataracts occurred in 10%, and unilateral in 6.3%
of male rats treated with gemfibrozil at 10 times the human dose.
PRECAUTIONS. 1. Initial Therapy- Laboratory studies should be done to ascertain
that the lipid levels are consistently abnormal. Before instituting Lopid therapy, every at-
tempt should be made to control serum lipids with appropriate diet, exercise, weight loss
in obese patients, and control of 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) Lovastatin: 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 unsatisfac-
tory lipid response to either drug alone, the possible benefit of combined therapy with
lovastatin and gemfibrozil does not outweigh the risks of severe myopathy, rhab-
domyolysis, 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 ANTICOAGU-
LANTS ARE GIVEN IN CONJUNCTION WITH LOPID. THE DOSAGE OF THE ANTI-
COAGULANT 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. Carcinogenesis, Mutagenesis, Impairment of Fertility-Long-term studies
have been conducted in rats and mice at one and ten times the human dose The inci-
dence 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). In high dose female rats, there
was a significant increase in the combined incidence of benign, and malignant liver
neoplasms. In male and female mice, there were no statistically significant differences
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from controls in the incidence of liver tumors, but the doses tested were lower than those
shown to be carcinogenic with other fibrates.

Male rats had a dose-related and statistically significant increase of benign Leydig cell
tumors at 1 and 10 times the human dose.

Electron microscopy studies have demonstrated a florid hepatic peroxisome prolifera-
tion following Lopid administration to the male rat. An adequate study to test for perox-
isome 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 otherdrugs of the fibrate class when liver biopsies were com-
pared before and after treatment in the same individual.

Administration of approximately three or ten times the human dose 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 transmit-
ted to the offspring.

5. Pregnancy Category B—Reproduction studies have been performed in the rat at
doses 3 and 9 times the human dose, and in the rabbit at 2 and 6.7 times the human
dose. These studies have revealed no evidence of impaired fertility in females or harm to
the fetus due to Lopid. Minor fetotoxicity was manifested by reduced birth rates observed
at the high dose levels. No significant malformations were found among almost 400 off-
spring from 36 litters of rats and 100 fetuses from 22 litters of rabbits.

There are no studies in pregnant women. In view of the fact that Lopid is tumorigenic in
male and female rats, the use of Lopid in pregnancy should be reserved for those pa-
tients where the benefit clearly outweighs the possible risk to the patient or fetus.

6. Nursing Mothers- Because of the potential for tumorigenicity shown for gem-
fibrozil in rats, a decision should be made whether to discontinue nursing or discontinue
the drug, taking into account the importance of the drug to the mother.

7. Hematologic 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 eleva-
tions of AST (SGOT), ALT (SGPT), LDH, bili-
rubin, and alkaline phosphatase These are
usually reversible when Lopid is discon-
tinued. Therefore periodic liver function
studies are recommended and Lopid therapy
should be terminated if abnormalities persist.

9. Use in Children-Safety and efficacy in
children have not been established.
ADVERSE REACTIONS. In the double-blind
controlled phase 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 (placebo incidence in paren-
theses): gastrointestinal reactions, 34.2%

(23.8%); dyspepsia, 19.6% (11.9%); abdominal pain, 9.8% (5.6%); acute appendicitis
(histologically confirmed in most cases where data are available), 1.2% (0.6%); atrial
fibrillation, 0.7% (0.1%).

Adverse events reported by more than 1 % of subjects, but without a significant differ-
ence between groups (placebo incidence in parentheses) were: diarrhea, 7.2% (6.5%);
fatigue, 3.8% (3.5%); nausea/vomiting, 2.5% (2.1%); eczema, 1.9% (1.2%); rash, 1.7%
(1.3%); vertigo, 1.5% (1.3%); constipation, 1.4% (1.3%); headache, 1.2% (1.1%).
Gallbladder surgery was performed in 0.9% of Lopid and 0.5% of placebo subjects, a
64% excess, which is not statistically different from the excess of gallbladder surgery
observed in the clofibrate compared to the placebo group of the WHO study.

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 causally related 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 treat-
ment 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;
Musculoskeletal: myopathy, myasthenia, myalgia, painful extremities, arthralgia,
synovitis, rhabdomyolysis (see WARNINGS and Drug Interactions under PRECAU-
TIONS); Clinical Laboratory: increased creatine phosphokinase, increased bilirubin, in-
creased liver transaminases (AST [SGOT], ALT [SGPT]), increased alkaline phosphatase;
Hematopoietic: anemia, leukopenia, bone marrow hypoplasia, eosinophilia; Im-
munologic: angioedema, laryngeal edema, urticaria; Integumentary: exfoliative der-
matitis, rash, dermatitis, pruritus.
CAUSAL RELATIONSHIP NOT ESTABLISHED: Genera/: weight loss; Cardiac: extrasys-
toles; Gastrointestinal: pancreatitis, hepatoma, colitis; Central Nervous System: confu-
sion, convulsions, syncope; Eye: retinal edema; Genitourinary: decreased male fertility;
Clinical Laboratory: positive antinuclear antibody; Hematopoietic: thrombocytopenia;
Immunologic: 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.
MANAGEMENT OF OVERDOSE. While there has been no reported case of over-
dosage, symptomatic supportive measures should be taken should it occur.
References: 1. Frick MH, Elo O, Haapa K, et al: Helsinki Heart Study: Primary preven-
tion trial with gemfibrozil in middle-aged men with dyslipidemia. N EnglJ Med
1987;317:1237-1245. 2. Manninen V, Elo O, Frick MH, et al: Lipid alterations and decline
in the incidence of coronary heart disease in the Helsinki Heart Study. JAMA 1988;
260:641-651.3. Nikkila EA: Familial lipoprotein lipase deficiency and related disorders of
chylomicron metabolism. In Stanbury J. B. et al. (eds.): The Metabolic Basis of Inherited
Disease, 5th ed., McGraw-Hill, 1983, Chap. 30, pp. 622-642.
Caution — Federal law prohibits dispensing without prescription.
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GLUCOTROL1 (glipizide) Tablets
Brief Summary oi Prescribing Information
INDICATIONS AND USAGE: GLUCOTROL is indicated as an adjunct to diet for the control of hype rg lye e mi a in patients
with non-insulin-dependent diabetes mellitus (NIDOM, type II) after an adequate trial ot dietary therapy has proved
unsatisfactory
CONTRAINDICATIONS: GLUCOTROL is contramdicated in patients with known hypersensitivity to the drug or with
diabetic ketoaodosis with or without coma, which should be treated with insulin.
SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY:The administration of oral hypoglycemic
drugs has been reported to be associated with increased cardiovascular mortality as compared to treatment with
diet alone or diet plus insulin. This warning is based on the study conducted by the University Group Diabetes
Program (UGDP), a long-term prospective clinical trial designed to evaluate the effectiveness ot glucose-lowering
drugs in preventing or delaying vascular complications in patients wtth non-insulin-dependent diabetes The study
involved 823 patients who were randomly assigned to one ot four treatment groups {Diabetes, 19, supp. 2:747-830,1970).
UGDP reported that patients treated tor 5 to 8 years with diet plus a fixed dose oi tolbutamide (1.5 grams per
day) had a rate of cardiovascular mortality approximately 2-1/2 times that of patients treated with diet alone. A
significant increase in total mortality was not observed, but the use of tolbutamide was discontinued based on
the increase in cardiovascular mortality, thus limiting the opportunity tor 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 of therapy.

Although only one drug in the sulfonylurea class {tolbutamide) was included in this study, it is prudent from a
safety standpoint to consider that this warning may also apply to other oral hypoglycemic drugs in this class, in
view of their close similarities in mode of action and chemical structure.
PRECAUTIONS: Renal and Hepatic Disease: The metabolism and excretion ot GLUCOTROL may be slowed in patients
with impaired renal and/or hepatic function Hypoglycemia may be prolonged in such patients should it occur.
Hypoglycemia: All sulfonylureas are capable of producing severe hypoglycemia. Proper patient selection, dosage,
and instructions are important to avoid hypoglycemia Renal or hepatic insufficiency may increase the risk of
hypoglycemic reactions Elderly, debilitated or malnourished patients and those with adrenal or pituitary insuffi-
ciency are particularly susceptible to the hypoglycemic action of glucose-lowering drugs. Hypoglycemia may be
difficult to recognize in the elderly 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 6lucose: 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.
chloramphemcol, probenecid, coumarms. 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, phenytom. nicotmic acid, sym-
pathomimetics. calcium channel blocking drugs, and isomazid. A potential interaction between oral miconazole and
oral hypoglycemic agents leading to severe hypoglycemia has been reported Whether this interaction also occurs
with the intravenous, topical, or vaginal preparations of miconazole is not known.

Carcinogenesis. Mutagenesis, Impairment of Fertility: A 20-month study in rats and an 18-month study in mice at
doses up to 75 times the maximum human dose revealed no evidence of drug-related carcinogemcity. Bacterial and
in vivo mutagemcity tests were uniformly negative. Studies in rats of both sexes at doses up to 75 times the human
dose showed no effects on fertility.

Pregnancy: Pregnancy Category C GLUCOTROL (glipizide) was found to be mildly letotoxic 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 it nursing is to be continued.
Pedtatric 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.
Dermaiologic: 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 ot GLUCOTROL, if skin reactions persist, the drug should be discontinued Porphyria cutanea
tarda and photosensitivity reactions have been reported with sulfonylureas
Hematologic: Leukopema. agranulocytosis. thrombocytopema. hemolytic anemia, aplastic anemia, and pan-
cytopenia have been reported with sulfonylureas.
Metabolic: Hepatic porphyria and disulfiram-like alcohol reactions have been reported with sulfonylureas Clinical
experience to date has shown that GLUCOTROL has an extremely low incidence of disulfiram-lihe reactions
Endocrine Reactions: Cases of hyponatremia and the syndrome of inappropriate antidiuretic hormone (SIAOH)
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 is available as white, dye-free, scored, diamond-shaped tablets imprinted as follows
5 mg tablet—Pfizer 411 (NOC 5 mg 0049-4110-66) Bottles of 100; 10 mg tablet—Pfizer 412 (NDC 10 mg
0049-4120-66) Bottles of 100.
CAUTION: Federal law prohibits dispensing without prescription.
More detailed professional information available on request.
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