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FOR EFFECTIVE CONTROL OF TYPE II DIABETES
Brief Summary

DIABETA® (glyburlde) Tablets
CONTRAINDICATIONS: DlABETAm 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 mortality 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 noninsulln-dependent diabetes. The study involved 823 patients who
were randomly assigned to one of four treatment groups [Diabetes i9(Suppl 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 2V5 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 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 hypoglycemicdrugs 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 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, debilitated, or malnour-
ished patients, and those with adrenal or pituitary insufficiency, are particularly susceptible to the hypoglyce-
mic 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 DIABETA151 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 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 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-inflammatory agents and other drugs that are highly protein bound
— salicylates, sulfonamides, chloramphemcol, probenecid, coumarms, monoamme 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, corticosteraids, phenothiazmes, thyroid products,
estrogens, oral contraceptives, phenytom, nicotimcacid, sympathomimetics, calcium channel blocking drugs,
and isoniazid A potential interaction between oral miconazole and oral hypoglycemic agents leading to severe
hypoglycemia has been reported Carclnogenesis, Mutagenesis, and Impairment of Fertility: Studies in
rats at doses up to 300 mg/kg/d for 18 months showed no carcinogenic effects. Glybunde is nonmutagemc
when studied in Salmonella microsome test (Ames test) and in the DNA damage/alkaline elution assay.
Pregnancy: TeratogemcEffects: Pregnancy Category B Reproduction studies in ratsand rabbits have revealed
no evidence of impaired fertility or harm to the fetus due to glybunde 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 glucoseas close to normal as possible. Nonterato-
gemc Effects: Prolonged severe hypoglycemia (4 to !0 days) has been reported in neonates born to mothers
who were receiving a sulfonylurea drug at the time of delivery. DIABETA5-- 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 If DIABETAS IS discontinued and if diet alone is inadequate for controlling blood glucose, insulin
therapy should be considered Pedlatric 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, DIABETA--' Tablets should be discontinued if this
occurs. Gastrointestinal disturbances, eg, nausea, epigastric fullness, and heartburn, are the most common
reactions, having occurred in 18% 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 Dermatologlc Reactions: Allergic skin reactions, eg, pruntis, 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 DIABETA5, if skin reactions persist, the drug should be
discontinued. Porphyria cutanea tarda and photosensmvity reactions have been reported with sulfonylureas.
Hematologlc Reactions: Leukopema, agranulocytosis, thrombocytopema, hemolytic anemia, aplastic ane-
mia, and pancytopema 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 DIABETA*- and disulfiram-like reactions have been reported very rarely. Cases of hyponatremia
have been reported with glybunde 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 antidiuretic hormone ISIADH) secretion has been reported with
certain other sulfonylureas, and it has been suggested that these sulfonylureas may augment the peripheral
(antidiuretic) action of AOH and/or increase release of ADH

OVERDOSAGE: Overdosage of sulfonylureas, including DIABETAB Tablets, can produce hypoglycemia. If hypo-
glycemic 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

REFERENCES: 1. Feldman JM, Lebovitz HE Endocrine and metabolic effects of glybenclamide - evidence for an
extrapancreatic mechanism of action Diabetes. 1971,20 745-755.2 Simonson DC, Ferranmm E, Bevilacqua S,
et al Mechanism of improvement in glucose metabolism after chronic glybunde therapy Diabetes.
1984,33:838-845 3 Jaber LA, Wenzloff NJ, Komamcky P, Antal EJ. An evaluation of the therapeutic effects and
dosage equivalence of glybunde and glipizide J Cm Pharmacol 199O,3O(2).181-188 4 Shapiro ET, van Cauter
E, Tillil H, et al Glybunde enhances the responsiveness of the p-cell to glucose, but does not correct the
abnormal patterns of insulin secretion in nomnsulin-dependent diabetes mellitus. J Clm Endocnnol Metab
1989,69:571-576
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Micronase
Tablets (glyburide)
CONTRAINDICATIONS: MICRONASE Tablets are contraindicated in patients with: 1. Known hypersensitivity
or allergy to the drug. 2. Diabetic ketoacidosis, with or without coma. This condition should be treated with
insulin. 3. Type I diabetes mellitus, as sole therapy.

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 with noninsulin-dependent diabetes. The study involved 823 patients who were randomly
assigned to one ol lour treatment groups (Diabetes, 19 [Suppl 2]: 747-830,1970).
UGDP reported that patients treated for S to 8 years with diet plus a fixed dose of tolbutamide (1.5 grams
per day) had a rate ol 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 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 ol the UGDP study provide an adequate basis for this warning. The patient should be Informed
of the potential risks and advantages of MICRONASE and of alternative modes of therapy.
Although only one drug in the sulfonylurea class (tolbutamide) was Included in this study, it Is prudent
f ram a safety standpoint to consider that this warning may apply to other oral hypoglycemic 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 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, debilitated or 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. 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 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, chloramphenicol, 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 thia-
zides 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 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.
Dermatologlc 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. Nematologic
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 Dose: 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.

J-3146

THE UPJOHN COMPANY, Kalamazoo, Ml 49001
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In non-insulin-dependent diabetes.
•^•^v

HUUl

ONE DOSE A DAY
Steady, round-the-clock glycemic control
can begin with breakfast
All sulfonylureas, including MICRONASE, can cause severe hypoglycemia.
Proper patient selection, dosage, and instruction are important.

© 1990 The Upjohn Company

Micronase
Usual starting dosage:
2.5mg-5mg once a day

Please see adjacent page for brief summary of prescribing information.



Presenting a diabetes education
system that's as unique as the

patients who use it
YouP uiabetes
."ouch Your Choice

( J e n e r a I
! n f o r rn a t i o n WhlfHt is

Treatment Diet

Education Traveling

Long term
problems Finished

"Touch Screen" technology lets patients tailor
the program to fit their condition.

Every diabetes patient is
different. And now there's an
educational program that
addresses those differences. It's
called About Your Diabetes™ — an
interactive, touch screen system
that can be customized for each
patient's condition through a
series of simple questions. So
only relevant information is
presented.

It Takes Less Time To Learn More
The personalized About Your

Diabetes program is fun and easy
to use for patients of all ages and
literacy levels. With full-motion
video, colorful graphics, plus on-

screen and audio prompts,
patients are more likely to pay
attention. As a result, they learn
faster and remember more. An
easy comprehension test helps
ensure that everything is
understood.

Quality Of Care And Efficiency
Are Enhanced

When patients are actively
involved in learning how to
manage their disease, they realize

U S P D l V I S U A L I Z E D

. . A B O U T YOUR^,.

DIABETES
A Comprehensive Patient Education System

how important it is to comply with
the treatment plan you provide.
And that can help prevent acute
problems. Also, because you can
feel confident about the accurate,
consistent information About Your
Diabetes delivers, you can be more
productive elsewhere in the office.

No Other System Compares
About Your Diabetes is a

one-of-a-kind education system
that offers all kinds of benefits
to both you and your patients.
To learn more about it, call
1-800-227-8772, ext. 884 today
and ask for the Marketing
Department.

American
Diabetes
Association
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Axsain® Is Now Zostrixs-HP

Axsain
(Capsaicin 0.075%) Cream

The topically active analgesic
for peripheral neuropathies

Effective relief for
the burning, throbbing,

lancinating pain of
diabetic neuropathy



AxsairT Is Now Zostrix®-HP
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Axsain
(Capsaicin 0.075%) Cream

Unique topical therapy
relieves pain of

diabetic neuropathy

".'**

Topical, with no known
systemic effects or drug
interactions

Pain selective; does not
affect more discriminatory
senses such as touch,
pressure or vibration

Patients applying Axsain
three to four times daily
report noticeable pain
relief within two to four
weeks

Effective relief is
achieved through
proper patient use
Axsain should be rubbed into the skin
in amounts sufficient to cover the area
without resulting in a caked residue. If
residue of dried material is left on the
skin it may become airborne, which can
cause coughing, sneezing and/or
tearing.

A transient burning sensation and red-
dening of the skin may occur over the
first several days of use. Application
fewer than three times a day may not
provide optimum pain relief and may
cause the burning sensation to persist.

Illustrated, easy-to-read patient instruc-
tion booklets are included in every
Axsain package.

Description: Axsain contains capsaicin 0.0757c in an emollient cream base. Capsaicin is trans-8-methyl-N-vanillyl-6-nonenamide, a white crystalline powder with a molecular weight
of 305.4. It is practically insoluble in water but very soluble in alcohol, ether and chloroform.
Active Ingredient: Capsaicin 0.075%
Inactive Ingredients: Benzyl Alcohol, Cetyl Alcohol, Glyceryl Monostearate, Isopropyl Myristate, Polyoxyethylene Stearate Blend, Purified Water, Sorbitol Solution, White Petrolatum

ipathy and postsurgical paIC11C1 Ui l lCUIUlglClS ^pcli l l 11U11L IIC1VCD 1 KlM U IC SUlicM-C Ul 111C Z>^li 1/ S U l l l CIS p d l i L l U l UldUCLl l 1 LCUlUpcUl l^ CI1 LU pU9L3Ul J^1*-*11 y i U l *

Warnings: Avoid contact with eyes. Do not apply to wounds or damaged skin. Do not bandage tightly. Avoid inhaling airborne material from dried residue which can cause coughing,
sneezing and/or tearing. If painful condition worsens or does not improve after 28 days, discontinue use of this product and consult your physician. Keep this and all drugs out of the
reach of children.
Directions: Adults and children 2 years of age and older: Apply to affected area 3 to 4 times daily. A transient burning sensation related to the action of the product may occur over the
first several days of use. Application schedules less than 3 times a day may not provide optimum pain relief and the burning sensation may persist. Wash hands immediately after
application, avoiding areas where drug is applied.
How Supplied: 1.0 oz. tubes (NDC 57284-501-30) 2.0 oz. tubes (NDC 57284-501-60) U.S. Patent Nos. 4,486,450 and 4,536,404

Gen Derm Corporation _
Lincolnshire, IL 60069 G i

Marketed by

n
BASF Gimp

©1991 GenDerm Corporation
DRM-171D
Printed in U.S.A.
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Glucotrol
Scored Tablets

References: 1. Peterson CM, Sims RV, Jones RL, et al. Bioavailabilityof glipizide and its effect on blood glucose and
insulin levels in patients with non-insulin-dependent diabetes. Diabetes Care 1982^5497-500 2. Goebel R, Leb G:
Effects of glyburide and glipizide on levels of immunoreactive insulin and blood sugar, in Glipiiide: A Worldwide
Review. Princeton, Ml, 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. SchweiiMed Wochenschr 1986:116145-151.
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-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 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 825 patients who were randomly assigned to one of four treatment groups (Diabetes, 19, supp. 2:747-930,19701
UGDP reported that patients treated for 5 to 8 years with diet plus a fixed dose of tolbutamide (1.S grams per
day) had a rate of cardiovascular mortality approximately 2-1/2 times that of patients treated with diet alone. A
significant increase in total mortality was not observed, but the use of tolbutamide was discontinued based on
the increase in cardiovascular mortality, thus limiting the opportunity for the study to show an increase in
overall mortality. Despite controversy regarding the interpretation of these results, the findings of the UGDP
study provide an adequate basis for this warning. The patient should be informed of the potential risks and
advantages of GLUCOTROL and 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 tq consider that this warning may also apply to other oral hypoglycemic drugs in this class, in
view of their close similarities in mode of action and chemical structure.
PRECAUTIONS: Renal and Hepatic Disease: The metabolism and excretion of GLUCOTROL may be slowed in patients
with impaired renal and/or hepatic function. Hypoglycemia may be prolonged in such patients should it occur.
Hypoglycemia: All sulfonylureas are capable of producing severe hypoglycemia. Proper patient selection, dosage,
and instructions are important to avoid hypoglycemia. Renal or hepatic insufficiency may increase the risk of
hypoglycemic reactions. Elderly, debilitated or malnourished patients and those with adrenal or pituitary insuffi-
ciency are particularly susceptible to the hypoglycemic action of glucose-lowering drugs. Hypoglycemia may be
difficult to recognize in the elderly 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, mcotinic acid, sym-
pathomimetics, calcium channel blocking drugs, and isoniazid. A potential interaction between oral miconazole and
oral hypoglycemic agents leading to severe hypoglycemia has been reported. Whether this interaction also occurs
with the intravenous, topical, or vaginal preparations of miconazole is not known.
Carcinogenesis, Mutagenesis, Impairment of Fertility: A 20-month study in rats and an 18-month study in mice at
doses up to 75 times the maximum human dose revealed no evidence of drug-related carcinogenicity. Bacterial and
in vim mutagenicity tests were uniformly negative. Studies in rats of both sexes at doses up to 75 times the human
dose showed no effects on fertility.

Pregnancy: Pregnancy Category C: GLUCOTROL (glipizide) was found to be mildly fetotoxic in rat reproductive studies
at all dose levels (5-50 mg/kg). This fetotoxtcity 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, U.8% reported adverse reactions and in only 1.5% was GLUCOTROL discontinued.
Hypoglycemia: See PRECAUTIONS and OVERDOSAGE sections.
Gastrointestinal: Gastrointestinal disturbances, the most common, were reported with the following approximate
incidence: nausea and diarrhea, one in 70; constipation and gastralgia, one in 100. They appear to be dose-related
and may disappear on division or reduction of dosage. Cholestatic jaundice may occur rarely with sulfonylureas:
GLUCOTROL should be discontinued if this occurs.
Dermatologic: Allergic skin reactions including erythema, morbilliform or maculopapular eruptions, urticaria,
pruritus, and eczema have been reported in about one in 70 patients. These may be transient and may disappear
despite continued use of GLUCOTROL: if skin reactions persist, the drug should be discontinued. Porphyria cutanea
tarda and photosensitivity reactions have been reported with sulfonylureas.
Hematologic: Leukopenia, agranulocytosis, thrombocytopenia, hemolytic anemia, aplastic anemia, and pan-
cytopenia have been reported with sulfonylureas.
Metabolic: Hepatic porphyria and disulfiram-like alcohol reactions have been reported with sulfonylureas. Clinical
experience to date has shown that GLUCOTROL has an extremely low incidence of disulfiram-like reactions.
Endocrine Reactions: Cases of hyponatremia and the syndrome of inappropriate antidiuretic hormone (SIADH)
secretion have been reported with this and other sulfonylureas.
Miscellaneous: Dizziness, drowsiness, and headache have each been reported in about one in fifty patients treated
with GLUCOTROL. They are usually transient and seldom require discontinuance of therapy.
OVERDOSAGE: Overdosage of sulfonylureas including GLUCOTROL can produce hypoglycemia. If hypoglycemic coma
is diagnosed 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.
D0SA6E AND ADMINISTRATION: There is no fixed dosage regimen for the management of diabetes mellitus with
GLUCOTROL: in general, it should be given approximately 30 minutes before a meal to achieve the greatest reduction
in postprandial hyperglycemia.
Initial Dose: The recommended starting dose is 5 mg before breakfast. Geriatric patients or those with liver disease
may be started on 2.5 mg. Dosage adjustments should ordinarily be in increments of 2.5-5 mg, as determined by
blood glucose response. At least several days should elapse between titration steps.
Maximum Dose: The maximum recommended total daily dose is 40 mg.
Maintenance: Some patients may be effectively controlled on a once-a-day regimen, while others show better
response with divided dosing. Total daily doses above 15 mg should ordinarily be divided.
HOW SUPPLIED: GLUCOTROL is available as white, dye-free, scored, diamond-shaped tablets imprinted as follows:
5 mg tablet—Pfizer 411 (NDC 5 mg 0049-4110-66) Bottles of 100; 10 mg tablet—Pfizer 412 (NDC 10 mg
0049-4120-66) Bottles of 100.
CAUTION: Federal law prohibits dispensing without prescription.
More detailed professional information available on request.
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*Th© aniihypwIsfBfe® offset may diminish at the end of the dosing interval.

'Data derivad from i multicenter, double-Mind study involving 35 patients with miM4Q-mod4nfee hypotension treated
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Usual starting dose: 10mgq.d. ' • • ' •

Usual maintenance dose: 20-40 mg q.d.

.and multiple strengths
& • ! ! is available in 5 mg (scored), 10 mg,
20 mg, and 40 mg tablets
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ZESTRJI:
(FOR FULL PRESCRIBING INFORMATION, SEE PACKAGE INSERT.)

Zestril® (lisinopril)

® 5 mg, 10 mg, 20 mg, 40 mg tablets

(LISINOPRIL)
INDICATIONS AND USAGE: ZESTRIL is indicated for the treatment of hypertension. It may be used alone as initial therapy or
concomitantly with other classes ot antihypertensive agents.

In using ZESTRIL. consideration should be given to the fact that another angiotensin converting enzyme inhibitor, captopril, has
caused agranulocytosis, 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 contraindicated 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: Angioedema: Angioedema of the face, extremities, lips, tongue, glottis and/or larynx has been reported in patients
treated with angiotensin converting 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. Where there Is involvement of the tongue, glottis or laryni likely to cause airway obstruction, appropriate
therapy, eg, subcutaneous epinephrlne solution 1:1000 (0.3 mL to 0.5 mL) and/or measures necessary to ensure a patent
airway should be promptly provided. (See ADVERSE REACTIONS.)

Hypotension: Excessive hypotension was rarely seen in uncomplicated hypertensive patients but is a possible consequence of
the use with ZESTRIL in salt/volume-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 considerations apply to patients with ischemic
heart or cerebrovascular disease in whom an excessive fall in blood pressure could result in a myocardial infarction or
cerebrovascular accident.

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

Neutropenla/Agranulocytosis: 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 of 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.

Fetal/Neonatal Morbidity and Mortality: ACE inhibitors, including ZESTRIL, can cause fetal and neonatal morbidity and
mortality when administered to pregnant women.

Lisinopril crosses the human placenta. When ACE inhibitors have been used during the second and third trimesters of
pregnancy, there have been reports of hypotension, renal failure, skull hypqplasia, and/or death in the newborn. Oligohydramnios
has also been reported, presumably representing decreased renal function in the fetus; limb contractures, craniofacial deformities,
hypoplastic lung development and intrauterine growth retardation have been reported in association with oligohydramnios.
Patients who do require ACE inhibitors during the second and third trimesters of pregnancy should be apprised of the potential
hazards to the fetus, and frequent ultrasound examinations should be performed to look for oligohydramnios. If oligohydramnios
is observed, ZESTRIL should be discontinued unless it is considered life-saving for the mother.

Other potential risks to the fetus/neonate exposed to ACE inhibitors include: intrauterine growth retardation, prematurity,
patent ductus arterlosus; fetal death has also been reported. It is not clear, however, whether these reported events are
related to ACE inhibition or the underlying maternal disease. It is not known whether exposure limited to the first trimester
can adversely affect fetal outcome.

Infants exposed in utero to ACE inhibitors should be closely monitored for hypotension, oliguria, and hyperkalemia. If oliguria
occurs, attention should be directed toward support of blood pressure and renal perfusion.

Another ACE inhibitor, enalapril, has been removed from the neonatal circulation by peritoneal dialysis and theoretically may be
removed by exchange transfusion, although there is no experience with the latter procedure. There is no experience with either of
these procedures for removing lisinopril or other ACE inhibitors from the neonatal circulation.

Lisinopril was not teratogenic in mice treated on days 6-15 of gestation with up to 1,000 mg/kg/day (625 times the maximum
recommended human dose). There was an increase In fetal resorptlons at doses down to 100 mg/kg: at doses of 1,000 mg/kg this was
prevented by saline supplementation. There was no fetotoxicity or teratogenicity in rats treated with up to 300 mg/kg/day (188 times the
maximum recommended dose) of lisinopril at days 6-17 of gestation. In rats receiving lisinopril from day 15 of gestation through day 21
postpartum, there was an increased incidence In pup deaths on days 2-7 postpartum and a lower average body weight of pups on day 21
postpartum. The increase in pup deaths and decrease in pup weight did not occur with maternal saline supplementation.

Lisinopril, at doses up to 1 mg/kg/day, was not teratogenic when given throughout the organogenic period in saline
supplemented rabbits. Saline supplementation (physiologic saline in place of tap water) was used to eliminate maternotoxic
effects and enable evaluation of the teratogenic potential at the highest possible dosage level. The rabbit has been shown to be
extremely sensitive to angiotensin converting enzyme inhibitors (captopril and enalapril) with maternal and fetotoxic effects
apparent at or below the recommended therapeutic dosage levels in man.

Fetotoxicity was demonstrated in rabbits by an increased incidence of fetal resorptlons at an oral dose of lisinopril of 1 mg/kg/
day and by an increased incidence of incomplete ossification at the lowest dose tested (0.1 mg/kg/day). A single intravenous dose
of 15 mg/kg of lisinopril administered to pregnant rabbits on gestation days 16,21 or 26 resulted in 88% to 100% fetal death.

If ZESTRIL is used during pregnancy or if the patient becomes pregnant while taking ZESTRIL, the patient should be
apprised of the potential hazards to the fetus.
PRECAUTIONS: General: Impaired Renal Function: As a consequence of inhibiting the renin-angiotensin-aldosterone
system, changes in renal function may be anticipated in susceptible individuals. In patients with severe congestive heart
failure whose renal function may depend on the activity of the renin-angiotensin-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 function should be
monitored during the first few weeks of therapy.

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

Evaluation ol the hypertensive patient should always Include assessment of renal function. (See DOSAGE AND ADMINISTRATION.)
Hyperkalemia: In clinical trials hyperkalemia (serum potassium greater than 5.7 mEq/L) occurred In approximately 2.2% of

hypertensive patients and 4.0% of 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 discontinuation of therapy. ACE inhibitor-induced cough should be considered as part of the differential diagnosis of 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 of face, extremities, eyes, lips, tongue, difficulty in swallowing 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 syncope 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 fall 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 of infection (eg, sore throat, fever) which may be

a sign of neutropenia.
NOTE: As with many other drugs, certain advice to patients being treated with ZESTRIL is warranted. This information is
intended to aid in the safe and effective use of this medication. It is not a disclosure of all possible adverse or intended effects.
DRUG INTERACTIONS: Hypotension - Patients on Diuretic Therapy: Patients on diuretics and especially those in whom diuretic
therapy was recently instituted, may occasionally experience an excessive reduction of blood pressure after initiation of therapy
with ZESTRIL. The possibility of hypotensive effects with ZESTRIL can be minimized by either discontinuing the diuretic or
Increasing the salt intake prior to initiation of treatment with ZESTRIL. If it is necessary to continue the diuretic, initiate therapy
with ZESTRIL at a dose of 5 mg daily, and provide close medical supervision after the initial dose for at least two hours and until
blood pressure has stabilized for 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.)

Indomethacin: 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 indomethacin, 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 of food 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, tnamterene or atniloride), potassium supplements, or potassium-containing salt
substitutes may lead to significant increases in serum potassium. Therefore, if concomitant use of these agents is indicated
because of demonstrated nypokalemia, 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.

Carclnogenesls, Mutagenesls, Impairment ol Fertility:There was no evidence of 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 for 92 weeks to (male and female) mice at doses up to 135 mg/kg/day
(about 84 times" the maximum recommended daily human dose).

'Based on patient weight of 50 kg.

Lisinopril was not mutagenic 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 DNA breaks in an in vitro
alkaline elution rat hepatocyte assay. In addition, lisinopril did not produce increases in chromosomal aberrations in an in vitro
test in Chinese hamster ovary cells 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 Category D. See WARNINGS, Fetal/Neonatal Morbidity and Mortality.
Nursing Mothers: Milk of lactating rats contains radioactivity following administration of "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.

Pedlatrlc 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%), diarrhea (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% of 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/

ZESTRIL Hydrochlorothiazide
(n=2003t) (n=644)
Incidence Incidence

(discontinuation) (discontinuation)

Placebo
(n=207)

Incidence

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 (0.6)
5.3 (0.2)
3.3 (0.2)

3.2 (0.3)

3.0 (0.0)
2.9 (0.4)

2.3 (0.3)

1.8(0.8)
1.5(0.4)

1.4(0.0)
1.3(0.4)

1.3(0.1)
1.3(0.2)

1.1 (0.0)
1.0(0.0)
0.8 (0.0)

0.7 (0.2)
0.6 (0.0)

0.5 (0.0)
0.3 (0.0)

0.2(0.1)
0.1 (0.0)

9.0 (0.9)

4.3 (0.5)
3.9 (0.5)
2.6 (0.3)
4.5 (0.0)
4.5 (0.8)
2.5 (0.2)
1.6(0.5)
1.6(0.2)

3.4 (0.2)
2.0 (0.2)
1.2(0.2)
1.4(0.0)
0.5 (0.2)
1.9(0.0)

2.0 (0.2)
1.6(0.3)
2.8 (0.6)

1.1 (0.0)
1.2(0.0)
1.2(0.0)
1.1 (0.2)

tlncludes 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 reported in uncontrolled studies or marketing experience are listed below and, within each category, are
in order of decreasing severity.

BODY AS A WHOLE: 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.
SPECIAL SENSES: Blurred vision.
UROGENITAL: Oliguria, progressive azotemia, acute renal failure, urinary tract infection.
A symptom complex has been reported which may Include a positive ANA, an elevated erythrocyte sedimentation rate,

arthralgia/arthritis, myalgia and fever.
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% of patients.
Hypotension or syncope was a cause of discontinuation of therapy in 0.5% of hypertensive patients. (See WARNINGS.)

In patients with congestive heart failure, hypotension occurred in 5.0% and syncope occurred in 1.0% of patients. These
adverse experiences were causes for discontinuation of therapy in 1.3% of these patients.
Fetal/Neonatal Morbidity and Mortality: In infants exposed in utero to ACE inhibitors the following adverse experiences have
been reported: Fetal and neonatal death, renal failure,hypoplastic lung development, hypotension, hyperkalemia, skull hypoplasla,
limb contractures, craniofacial deformities, intrauterine growth retardation, prematurity and patent ductus arterlosus. (See
WARNINGS. Fetal/Neonatal Morbidity and Mortality.)

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 concomitant diuretics and in patients with renal artery stenosis. (See PRECAUTIONS.) Reversible
minor increases in blood urea nitrogen and serum creatinine were observed in approximately 9.1% of patients with congestive heart
failure on concomitant diuretic therapy. Frequently, these abnormalities resolved when the dosage of the diuretic was decreased.

Hemoglobin and Hematocrlt: Small decreases in hemoglobin and hematocrit (mean decreases of approximately 0.4 g% and
1.3 vol%, respectively) occurred frequently in patients treated with ZESTRIL but were rarely of 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%).
DOSAGE AND ADMINISTRATION: Initial Therapy: In patients 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
dosage range Is 20-40 mg per day administered in a single daily dose. The antihypertensive effect may diminish toward the end of
the dosing interval regardless of the administered dose, but most commonly with a dose of 10 mg daily. This can be evaluated by
measuring blood pressure just prior to dosing to determine whether satisfactory control is being maintained for 24 hours. If it is
not, an increase in dose should be considered. Doses up to 80 mg have been used but do not appear to give greater effect. If blood
pressure Is not controlled with ZESTRIL alone, a low dose of 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 of ZESTRIL.

Diuretic Treated Patients: In hypertensive patients who are currently being treated with a diuretic, symptomatic hypotension
may occur occasionally following the initial dose of ZESTRIL. The diuretic should be discontinued, If possible, for two to three
days before beginning therapy with ZESTRIL to reduce the likelihood of hypotension. (See WARNINGS.) The dosage of ZESTRIL
should be adjusted according to blood pressure response. If the patient's blood pressure Is not controlled with ZESTRIL alone,
diuretic therapy may be resumed as described above.

If the diuretic cannot be discontinued, an initial dose of 5 mg should be used under medical supervision for at least two hours
and until blood pressure has stabilized for 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, blood pressure response and adverse experiences were similar in younger and older patients given
similar doses of ZESTRIL. Pharmacokinetic studies, however, indicate that maximum blood levels and area under the plasma
concentration time curve (AUC) are doubled in older patients so that dosage adjustments should be made with particular caution.

Dosage Adjustment In Renal Impairment: The usual dose of 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 a 10 mL/min
<, 30 mL/min (serum creatinine a 3 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.

Creatinine Clearance Initial Dose
Renal Status mL/min mg/day

10
5

Normal Renal Function to Mild Impairment
Moderate to Severe Impairment
Dialysis Patients

>30

2.5$

{Dosage or dosing interval should be adjusted depending on the blood pressure response.

HOW SUPPLIED
5 mg Tablets (NDC 0038-0130) pink, round, biconvex, uncoated, scored tablets, identified "ZESTRIL 5" debossed on one side,

and "130" debossed and scored on the other side are supplied in bottles of 100 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 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 unit dose packages of 100 tablets.
40 mg Tablets (NDC 0038-0134) yellow, round, biconvex, uncoated tablets identified "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.

STUART PHARMACEUTICALS
A business unit of ICI Americas Inc.
Wilmington, Delaware 19897 USA

Rev V 01/91
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-Diabetes: 1991 Vital StMttgtkx, pg. f

You'll find hundreds of timely and vital diabetes statistics like
this in ADA's latest fact-filled publication.

Almost every imaginable statistic on diabetes
has been gathered for you by ADA and pub-
lished under one brand new title—Diabetes:
1991 Vital Statistics.

Designed as a quick reference manual,
Diabetes: 1991 Vital Statistics is filled with more
than 30 easy-to-read charts and graphs that
highlight the latest diabetes statistics. Examples
include:
• More than 725,000 new cases of diabetes are

diagnosed each year.
• Mexican Americans are three times as likely to

develop NIDDM as whites.
« The prevalence of NIDDM is 60 percent

higher in blacks than in whites.
» Much more!

There's also a convenient bibliography of tables
and figures at the back of the book. It's a great

time-saver when you need to make a quick
statistical reference.

Diabetes: 1991 Vital Statistics also contains
page after page of information to help you
diagnose diabetes and treat and prevent com-
plications. Informative topics include:

• How Diabetes is Diagnosed
• Risk Factors for Diabetes
• Diabetes Complications
• Diabetes Treatment and Prevention
• Much more!

Diabetes: 1991 Vital Statistics provides the
latest diabetes statistics and important treatment
information. It's sure to be a valuable addition to
your personal library.

So order your copy of Diabetes: 1991 Vital
Statistics today. And become the source for the
most timely diabetes information available.

Please send me copies of Diabetes: 1991 Vital Statistics at $6.25 per copy for members or
$6.95 per copy 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 $

Up to $5.00

$5.01-$10.00

$10.01-$25.00

^NHWrTI fX [HI^yj'JL^j (23 ITU

.. . .add $1.75

add $3.00

add $4.50

%n&v@ C
$25.01-$50.00.

over $50.00... .

add $5.50

.add 10% of order

Name
4 V

Address

City State Zip

Send your check or money order payable to:

/ 0 \ A^cr !sc^ ^r.soteo A88@@3ĉ ©
1970 Chain Bridge Road
McLean, VA 22109-0592

CJ19201
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.
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Discover a place in the Florida sunshine... a tropical para-
dise, luxuriously brushed with tie Hyatt touch...
Discover the Hyatt Regency Gi
meeting and resort facility.
Brin;
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Henry Black, MD
Professor of Internal Medicine,
Cardiology Section, Yale School of
Medicine, New Haven, Connecticut

Patricia CaUahan. RN, BS, CDE
Research Project Director,
International Diabetes Center,
Minneapolis, Minnesota

Linda Cashin-Hemphill, MD
Assistant Professor of Medicine,
Atherosclerosis Research Institute,
University of Southern California,
Los Angeles, California

David R. Clemmons, MD
Professor of Medicine; Chief, Division
of Endocrinology, University of North
Carolina, Chapel Hill, North
Carolina

Donald R. Coustan, MD
Professor and Chairman, Brown
University Program in Medicine;
Obstetrician and Gynecologist -in-
Chief, Women and Infants' Hospital
of Rhode Island, Providence, Rhode
Island

Philip E. Cryer, MD
Professor of Medicine; Director,
Division of Endocrinology, Diabetes,
and Metabolism, Washington
University School of Medicine, St.
Louis, Missouri

Ralph A. DeFronzo, MD
Professor of Medicine; Chief, Diabetes
Division, University of Texas Health
Science Center, San Antonio, Texas

Linda M. Delahanty, MS, RD
Clinical and Research Dietitian;
Chair, Dietitians Committee DCCT,
Department of Dietetics, Massachu-
setts General Hospital, Boston,
Massachusetts

Marion J. Franz, MS, RD, CDE
Vice President of Nutrition and
Publications, International Diabetes
Center, Minneapolis, Minnesota

Steven G. Gabbe, MD
Professor and Chairman, Depart-
ment of Obstetrics and Gynecology,
The Ohio State University College of
Medicine, Columbus, Ohio

Alan J. Garber, MD, PhD
Professor of Medicine, Baylor College
of Medicine, Houston, Texas

Alan M. Jacobson, MD
Associate Professor of Psychiatry,
Harvard Medical School; Director,
Mental Health Service, Joslin
Diabetes Center, Boston,
Massachusetts

StevoJulius,MD,ScD
Professor of Internal Medicine,
University of Michigan Hospital, Ann
Arbor, Michigan

Norman Kaplan, MD
Professor of Internal Medicine; Head,
Hypertension Division, University of
Texas Southwestern Medical School,
Dallas, Texas

Ronald Klein, MD, MPH
Professor, Department of Ophthal-
mology, University of Wisconsin
School of Medicine, Madison,
Wisconsin

Ronald M. Krauss, MD
Senior Scientist; Head, Molecular
Medicine Research Program,
Lawrence Berkeley Laboratory,
University of California, Berkeley,
California

Mark B. London, MD
Assistant Professor, Department of
Obstetrics and Gynecology; Director,
Diabetes in Pregnancy Program, The
Ohio State University College of
Medicine, Columbus, Ohio

Linda S. Marcuz, RN, CDE
Regional Coordinator, Northcoast
Region, California Diabetes and
Pregnancy Program, Eureka,
California

Robert Narins, MD
Head, Division of Nephrology/
Hypertension, Henry Ford Hospital,
Detroit, Michigan

Matthew C. Riddle, MD
Associate Professor of Medicine;
Head, Section of Diabetes, Oregon
Health Sciences University, Portland,
Oregon

R. Paul Robertson, MD
Professor of Medicine; Director,
Clinical Research Center; Director,
Diabetes Center, University of
Minnesota, Diabetes Center,
Minneapolis, Minnesota

Christopher M. Ryan, PhD
Associate Professor of Psychiatry,
University of Pittsburgh School of
Medicine, Western Psychiatric
Institute and Clinic, Pittsburgh,
Pennsylvania

Julio V. Santiago, MD
Professor of Pediatrics; Director,
Diabetes Research and Training
Center, St. Louis Children's Hospital,
St. Louis, Missouri

Christopher D. Saudek, MD
Professor of Medicine, Johns Hopkins
University School of Medicine,
Baltimore, Maryland

Ernest Schaeffer, MD
Professor of Medicine; Chief, Lipid
Metabolism Laboratory, USDA
Human Nutrition Research Center
on Aging, Tufts University, Boston,
Massachusetts

Gustav Schonfeld, MD
William B. Kounty Professor of
Medicine; Professor of Internal
Medicine; Director, Atherosclerosis
and Lipid Research Center,
Washington University School of
Medicine, St. Louis, Missouri

Judith M. Steel, MB, ChB
Associate Specialist, Diabetic and
Dietetic Department, Royal
Infirmary; Physician, The Royal
Hospital for Sick Children,
Edinburgh, Scotland

David E. R. Sutherland, MD, PhD
Professor of Surgery, Department of
Surgery, University of Minnesota
Hospital and Clinic, St. Paul,
Minnesota

Bernard Zinman, MD
Professor of Medicine; Director,
Division of Endocrinology and
Metabolism, Diabetes Clinical
Research Unit, Mount Sinai-Toronto
Hospital, Toronto, Canada
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patients with diabetes mellitus.
Garber, MD, PhD, Marion Franz, RD, MS, an
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will include hypertension as it complicates diabetes, diabefes and
pregnancy, atherosclerosis in diabetes, and diabetes control. Daily
round-table discussions following each symposium will provide
attendees with an opportunity for face-to-face dialogue with the
speakers.

Program content is designed for those experienced in diabetes care
who wish to expand the depth and scope of their knowledge.
Participation by several individuals from the same facility is
encouraged. Endocrinologists, diabetologists, nurses, and other
health professionals in the field of diabetes will benefit from this

Uijj^^

to initiate an in-depth review of topics critical to the manage-
ment of patients with diabetes mellitus and establish the level of
knowledge relative to this care for the 1990s;

to determine what treatments and/or mechanisms may be best
for implementation of diabetes control in both Type I and Type
II patients;

to determine the significance of hypertension, not only as a
factor complicating diabetes management, but as an etiologic
cause for the chronic vascular complications of diabetes;

to establish atherosclerosis as the principal threat to patients
with diabetes mellitus and to evolve treatment plans which
might effectively prevent atherosclerosis in patients already at
increased risk from that disease, because of diabetes, and/or
other risk factors for atherosclerosis;

to establish the essentials for adequate treatment plans for the



Thursday, January 16,1992
7:15am - 2Mpm Exhibits Open - Continental Breakfast Buffet Available

8:00am - 8:10am Welcome and Introduction
8:10am - 8:50am Combination Therapy in NIDDM
8:50am - 9:30am Implantable and Superficial Insulin Pumps

9:30am - 10:10am Physiological Effects of Intensive Insulin Therapy
10:10am- 11:10am Coffee Break in Exhibit Hall
11:10am - 11:50am Pancreas Transplantation-Indications and Outcomes
11:50am - 12:30pm The Impact of Glucose Normalization through

Transplantation on the Complications of Diabetes
12:30pm - 12:45pm Chairman's Summary
12:45pm - 1:45pm Meet the Speakers - Round-Table Discussions

(Lunch will be available for attendees to purchase)
1:45pm Adjourn

Friday, January 17,1992
7:15am - 2:00pm Exhibits Open - Continental Breakfast Buffet Available

Matthew C. Riddle, MD
Christopher D. Saudek, MD
Philip E. Cryer, MD

David E. R. Sutherland, MD, PhD

R. Paul Robertson, MD
Julio V. Santiago, MD

8:00am - 8:10am
8:10am - 8:50am
8:50am - 930am
9:30am - 10:10am
10:10am - 11:10am
11:10am - 11:50am

11:50am - 12:30pm

12:30pm -
12:45pm -

1:45pm

12:45pm
1:45pm

Chairman's Introduction
Hypertension and the Paradox of Coronary Artery Disease
Treatment of Hypertension in Patients with Diabetes
Treatment of Hypertension in the Presence of Nephropathy
Coffee Break in Exhibit Hall
Effect of Hypertension and "High Normal" Blood Pressures

on Diabetic Retinopathy
Role of the Sympathetic Nervous System in Hypertension

Complicated by Diabetes
Chairman's Summary
Meet the Speakers - Round-Table Discussions

(Lunch will be available for attendees to purchase)
Adjourn

Ralph A. DeFronzo, MD
Henry Black, MD
Norman Kaplan, MD
Robert Narins, MD

Ronald Klein, MD,MPH

StevoJulius,MD,ScD
Ralph A. DeFronzo, MD

8:00am - 8:10am
8:10am - 8:50am

Chairman's Introduction
Implementation of Intensified Treatment Procedures: Predictors of Success

Julio Santiago, MD
Bernard Zinman, MD



8:50am - 9:30am
9:30am - 10:10am
10:10am - 11:10am
11:10am - 11:50am
11:50am - 12:30pm
12:30pm - 12:45pm
12:45pm - 1:45pm

1:45pm

Neurobehavioral Impact of Insulin Intensification
Nutritional Issues in Intensive Control
Coffee Break in Exhibit Hall
Educational Techniques and Motivation
The Impact of Intensified Treatment on Quality of Life
Chairman's Summary
Meet the Speakers - Round-Table Discussions

(Lunch will be available for attendees to purchase)
Adjourn

Christopher M.Ryan, PhD
Linda M.Delahanty, MS, RD

Patricia Callahan, RN, BS, CDE
AlanM.Jacobson, MD
Julio Santiago, MD

Saturday, Januaty 18,1992

8:00am - 8:10am
8:10am - 8:40am
8:40am - 9:20am
9:20am - 10:00am
10:00am - 11:00am
11:00am - 11:40am

11:40am - 12:20pm
12:20pm - 1:00pm
1:00pm - 1:15pm
1:15pm - 2:15pm

2:15pm

Chairman's Introduction
Lipoprotein Metabolism in Diabetes
The Role of Growth Factors in Diabetes and Atherosclerosis
Pathogenesis of Atherosclerosis
Break
A Reassessment of Tryglyceride Metabolism and the Role

of Dense Lipoproteins
Treatment of Hyperlipidemias in Diabetes
Is Regression of Atherosclerosis Possible in Patients with Diabetes ?
Chairman's Summary
Meet the Speakers - Round- Table Discussions

(Lunch will be available for attendees to purchase)
Adjourn

AlanJ.Garber,MD,PhD
AlanJ.Garber,MD,PhD
David R. Clemmons, MD
GustavSchonfeld,MD

Ronald M.Krauss,MD
Ernest Schaeffer, MD
IindaCashin-Hemphill, MD
AlanJ. Garber, MD, PhD

8:00am - 8:10am
8:10am - 8:50am
8:50am - 9:30am

9:30am - 10:10am
10:10am - 11:10am
11:10am - 11:50am
11:50am - 12:30pm

12:30pm - 12:45pm
12:45pm - 1:45pm

Chairman's Introduction
Diagnosis and Management of Gestational Diabetes
Prepregnancy Counseling and the Management of the

Pregnant Woman with Diabetes
Nutrition and Weight Management in Gestational Diabetes
Break
Patient Education, Monitoring, and Exercise
Prevention, Detection, and Management of the Macrosomic

Infant of the Diabetic Mother
Chairman's Summary
Meet the Speakers - Round-Table Discussions

Steven G.Gabbe,MD
Donald R. Coustan, MD

Judith M. Steel, MB, ChB
Marion J. Franz, MS, RD, CDE

Linda S.Marcuz,RN, CDE

Mark B. Landon, MD
Steven G.Gabbe,MD

1:45pm
(Lunch will be available for attendees to purchase)

Adjourn



I N T R O D U C I N G

The Next Generation of
Recombinant DNA Technology
NOVOLIN, Human Insulin
(recombinant DNA origin)

NOVOLIN® HUMAN INSULIN: rDNA ORIGIN vs. SEMI-SYNTHETIC

NO CHANGE IN METABOLIC CONTROL

G Clinical transfer studies have shown that
patients' metabolic control, as measured by
HBAic, remains the same after a dose-for-dose
transfer to NOVOLIN® human insulin
(rDNA) from NOVOLIN® human insulin
(semi-synthetic).

SIMPLE CONVERSION AT TIME
OF AVAILABILITY

D NOVOLIN® human insulin (rDNA) will be
made available this fall as existing inventories
of NOVOLIN® human insulin (semi-synthetic)
are depleted.

NOVO DIABETES CARE

D A comprehensive diabetes service program for
NOVOLIN® patients and healthcare
professionals.
—Patient Education Systems
—Professional Information, Education and

Services

PROVEN PERFORMANCE

D NOVOLIN® human insulin (rDNA) is already
being used by patients with diabetes in
70 countries around the world.

Novo Nordisk Pharmaceuticals Inc.
The worldwide leader in diabetes care

Novolins and PenFills are trademarks of Novo Nordisk A/S. ©1991 Novo Nordisk Pharmaceuticals Inc. Printed in U.S.A.




